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Technology Assessment:
Positron Emission Tomography

Executive Summary

The Veterans Health Administration (VHA) shares, with some of its academic affiliates, the
ownership and operation of 10 positron emission tomography (PET) imaging facilities. Significant
resource commitments are associated with the acquisition, maintenance, and ongoing operation of
these facilities. In late 1993, the Acting Under Secretary for Health, Department of Veterans
Affairs (VA), requested that the Management Decision and Research Center (within the Health
Services Research and Development Service) conduct an assessment of PET. The assessment
would supply the Under Secretary with information that would assist in setting future VHA policy
regarding PET. The Acting Under Secretary asked two questions:

What is known about the utilization of PET, and other experience with the
technology, in VHA today?

Should VHA establish additional PET centers?

This document reports the results of the assessment. The overall approach and findings of the
assessment are presented in this summary section. The appendices detail the individual
components of the assessment and provide background to the devel opment of the assessment
methodology.

The Technology Assessment Program of the Management Decision and Research Center (MDRC)
focuses on evaluating the clinical applications (rather than the technical performance or technical
specifications) of health care technologies, using systematic reviews of published evidence
supplemented by primary data collection. The Program uses the broad definition of health care
technology developed in 1978 by the Office of Technology Assessment:

“ ... the drugs, devices, and medical and surgical procedures used in health care, and the
organizational and supportive systems within which such careis delivered.”

and the Ingtitute of Medicine' s 1985 definition of technology assessment:

“...any process of examining and reporting properties of a medical technology used in
health care, such as safety, efficacy, feasibility, and indications for use, cost, and cost-
effectiveness, aswell as social, economic, and ethical consequences, whether intended or
unintended.”

The purpose of technology assessment is to inform technol ogy-related policy making in health
care.

MTA94-001-02 MDRC Technology Assessment Program - PET Report - Page 1
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l. BACKGROUND

Positron emission tomography (PET) is a nuclear medicine technology that allows the visualization
and measurement of biochemical processes within tissues. PET’ s particular functional imaging
capacity isrelated to the physics of the positron emission detection method and to the variety of
radiolabelled compounds that can be used.

Nuclear medicine imaging techniques rely on the detection of photons produced from the decay of
radioactive isotopes attached to tracers that target physiologic processes (Gritters and Wahl, 1993).
PET, like other nuclear medicine techniques, makes it possible to measure local tissue and organ
function, re-defining disease in terms of quantifiably abnormal regional chemistry. PET and other
nuclear medicine imaging therefore may complement the information obtained from other imaging
methods, such as radiography, computed tomography (CT), or magnetic resonance imaging
(MRI), which rely on predominantly anatomic definitions of disease (Maisey and Jeffery, 1991).

Traditional nuclear imaging is based on photon detection using a stationary single or double-headed
gamma camera that produces two-dimensional images. Tomographic techniques (single photon
emission tomography, SPECT) may use mechanically rotating camera heads to acquire many
picturesin a 3600 circle around the patient. The imaging data are then reconstructed to produce
multiple cross-sectional images.

Most radioactive isotopes with potential usesin medical imaging decay by releasing energy as
single gamma rays (photons) whose energies fall within arange from 80 to 400 KeV. The
relatively low energy of the photon released during SPECT imaging means that attenuation and
scatter by tissues can degrade the image.

The radioactive isotopes used in PET decay by other means. they emit a positively charged electron
(positron) from the nucleus. The positron usually travels only avery short distance (1 to 2
millimeters) before colliding with alocal electron. The collision resultsin the annihilation of the
mass of the two particles, and the emission of two gamma rays (photons) of high energy (511
KeV), which travel out at approximately 1800 from each other. Radiation detectorsin a PET
camera, which are arranged in aring around the patient, detect the two gamma rays from each such
collision simultaneoudly. The exact site of origin of each signal is recorded, and a cross-sectional
image is displayed.

The high energy of the photon released during PET imaging means that very little of that energy is
attenuated or scattered by tissue. Other sources of scatter are minimized by coincidence counting
(the recording of only those photons which have been emitted at 1800 from each other and hit
opposing crystalsin the camera simultaneoudly).

All medical imaging involves comparisons. of an image with the interpreter’s mental pictures of the
patterns representative of “normal” and of different disease states; or of changesin sequential
images from the same patient (Links and Devous, 1994). PET and other nuclear medicine image
patterns represent spatial and temporal arrangements and rearrangements of the physiological or
biochemical process under investigation. A variety of ways to detect and compare these patterns
areillustrated by the literature that will be summarized in this document and reviewed in detail in
the Appendices. Pattern detection approachesinclude: visua analysis of patterns of metabolism;
region of interest (ROI) analysis where the regions are hand-drawn or placed (sometimes with co-
registration with anatomic images); and neural networks.

Kippenhan, et a. (1992), report that much of PET research involves improving the performance of
particular links in the chain of highly complex data transformation that results in regional metabolic
representations. Approachesto PET data management may include: normalization to areference
value (e.g., in brain studies to global brain metabolic rate or to an anatomic reference areathat is
relatively unaffected by the disease process) to generate metabolic ratios; or the use of absolute
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metabolic values. Links and Devous (1994) suggest that (for brain studies) the effect of
normalization on diagnostic results may be dependent on region of interest (ROI) size, tomographic
resolution, and biological and technical variation in the data and the type of normalization.

PET has been recognized as a valuable basic research tool during its approximately 20 years of
development. Clinical diagnostic applications for PET are now emerging, particularly in the areas
of neurology, cardiology, and oncology. Constructing and equipping, maintaining, and
supporting PET facilities are resource-intensive activities requiring high levels of medical,
technical, and managerial expertise. In the context of the widely recognized need to use available
health care resources to maximize quality of care and achieve optimal patient outcomes, thereisa
compelling rationae for evauating the clinical applications of PET asthey emerge, and for
applying evaluation results to policies regarding PET (Chalmers, 1988; Cooper, et a., 1988;
Powers, et al., 1991; Hoffman, et al., 1992).

. METHODS
A. Overview of the assessment methodology

The MDRC Technology Assessment Program convened a PET Advisory Committee,
whose members are listed in Appendix 1, to focus the assessment. The Acting Under
Secretary’ s question on experience with PET within VA was addressed by conducting
surveys and site visits of VA PET centersto collect information on PET imaging utilization,
center operations, and research activities. The results of this component of the assessment
are outlined in Appendix 9.

PET has potential clinical applicationsin six conditions identified by the Advisory
Committee as being of particular importance to the veteran population. These conditions
are: solitary pulmonary nodules; lung cancer; head and neck cancers; breast cancer;
colorectal cancer; and Alzheimer’sdisease. In the clinical management of these conditions,
PET isapplied as adiagnostic test.

Onerationale for VA toinvest in additional PET centers would be to make clinically useful
PET studies more widely accessible to veterans. To respond to the Acting Under

Secretary’ s question regarding whether to acquire additional PET capacity, a systematic
review of research articles published in peer reviewed medical journals was used to evaluate
what is known about the usefulness of PET in diagnosing diseases of importance to the
veteran population. The systematic reviews (Appendices 4 through 8) addressed two
additiona queries:

IS PET an accurate diagnostic test when applied to patients with head and neck
cancer, colorectal cancer, breast cancer, lung cancer/solitary pulmonary nodules,
and Alzheimer’ s disease?

Does PET affect patient management decisions, outcomes of care, costs of care, or
cost-effectiveness of care in head and neck cancer, colorectal cancer, breast cancer,
lung cancer/solitary pulmonary nodules, or Alzheimer’s disease?

The final literature database searches were performed on September 10,
1996; the assessment represents peer-reviewed literature published and
indexed as of that date.
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Systematic reviews in technology assessment

Expanding on the Banta and Luce (1993) systematic process for technology assessment,
Goodman, et a. (1996) defined the following steps for conducting an assessment:

identify assessment topics;

specify the assessment problem;

identify the locus for the assessment;

retrieve evidence;

collect new primary data (as necessary and appropriate);
interpret the evidence;

synthesize/consolidate the evidence;

formulate findings and recommendeations;

disseminate findings and recommendations,

monitor impact.

Banta and Luce (1993) note that synthesisisacritical part of the process. Synthesis
involves acritical analysis of research results and other information, and often takes the
form of judgments or recommendations. Synthesisis necessary to provide aresponsible
basis for decisions regarding the technology. Since policy makers are not generaly trained
in research study design and interpretation, raw data or unsynthesized results may be of
little use to them. The purpose of synthesisisto make knowledge relevant to policy.

Synthesis provides focused, user-oriented information at arelatively low cost. If carefully
performed, with attention to limitations of knowledge, synthesis can both guide
technology-related decision making and help to define new research to answer important
guestions (Banta and Luce, 1993). However, the traditional narrative literature review has
severa shortcomings (Light and Pillemer, 1984; Mulrow, 1987 and 1994): the lack of
formal rulesfor its conduct leads to subjectivity and bias; frequently used methods for
synthesizing the results of multiple studies are inconsistent with good statistical practice;
and it isan inefficient way to extract useful information.

Mulrow (1994) and other authors (e.g. Light and Pillemer, 1984; Slavin, 1986 and 1995)
note that systematic reviews use arigorous scientific approach and provide an alternative to
traditional reviews. A systematic review frequently leads to different conclusions than does
atraditiona review of the same topic (Mulrow, 1994).

A systematic review or overview of the literature (Guyatt, et a., 1995):

addresses afocused clinical question;

uses appropriate criteriato select studiesfor inclusion;

conducts a comprehensive search;

appraisesthe validity of theindividual studiesin areproducible fashion.

The purpose of a systematic review is to reduce unmanageable amounts of information to a
form that is usable by decision makers, enabling health care decisionsto be based on the
best available evidence.

Systematic reviews can include both qualitative overviews of study findings and
guantitative meta analyses of results. As currently understood, such reviews answer
Savin’scal (1986; 1995) to use “best evidence synthesis’ to avoid the shortcomings
associated with both qualitative reviews and indiscriminately applied meta analyses. A
“best evidence” systematic review combines the quantification of effect sizes and systematic
study selection procedures of quantitative syntheses with the attention to individua studies
and methodological and substantive issues typical of the best narrative reviews. These
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reviews focus on the studies highest in internal and external validity, using well-specified
and defended a priori inclusion criteria, and use effect size data as an adjunct to afull
discussion of the literature being reviewed.

Search strategies

For each of the disease-specific systematic reviews conducted as part of this assessment of
PET, literature was identified using formal search strategies. Comprehensive, multi-step
search protocols were designed to ensure the broadest possible retrieval in each of the six
disease areas. breast cancer, lung cancer, solitary pulmonary nodules, colorectal cancer,
head and neck cancer, and Alzheimer’sdisease. Three searches for each disease were run
on current files of the National Library of Medicine s MEDLINE®, and HEALTH®
Planning databases for reviews of the literature, articles dealing with diagnosis, and for
articles reporting the use of PET. Both free text words and MeSH subject headings were
used to describe the concepts of interest and to ensure identification of the most
comprehensive range of articlesin the databases.

To ensure complete retrieval for the current period, when citations would not yet have
appeared in the MEDLINE and HEALTH databases, searches were also performed on the
©lngtitute for Scientific Information’s Current Contents® databases. Free text searches,
using multiple synonyms, were employed for Current Contents searches.

Additional searches were performed for al of the cancers on the PDQ® Physicians Data
Query database (National Cancer Ingtitute and Nationa Library of Medicine). These non-
bibliographic searches yielded information on diagnosis and staging of disease and on
currently available trestment options; thisinformation isincorporated into the background
sections of the individual systematic reviews. All of the searches were refined according to
the following rationale:

1. Early PET research in Alzheimer’s disease used “first generation” scanners. These
machines had limited spatial resolution, which contributed to potentially biased
estimates of glucose metabolism due to partia volume effects (inclusion of
cerebrospina and subarachnoid spacesin the areas being analyzed for glucose
metabolism) and the restriction of metabolic datato large neocortical aress. In
addition, transmission scans were not used to correct for attenuation, venous blood
was " arterialized” to estimate plasma radioactivity and glucose concentrations for
metabolic rate calculations, and a highly subjective trace method was employed to
determine regions of interest for analysis. Later generation scanners have improved
resolution; the protocols used with these scanners correct for attenuation, collect
arterial blood for metabolic calculations, and use devices to minimize patient
movement during the relatively lengthy scanning procedures (Kumar, et al., 1991).

The rapid evolution of the technology also affected the use of PET in oncology, and
supported the restriction of the searches to the years 1991 to 1995. Significant
articles appearing before that period were identified by selected searches of the years
1986 to 1991, and from the reference lists of the articles retrieved.

2. Publication in a peer-reviewed journal was required. This decision was based on
preliminary review of the quality of studiesin peer-reviewed journals, many of
which failed to meet criteriafor avoiding biasin diagnostic test evaluations. It was
felt that abstracts that had not been subjected to the peer review process necessary
for publication would have a high probability of representing studies of equivalent
or lesser quality, and would generally also fail to meet criteriafor diagnostic test
evaluations.
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3. Only studies using 2-[F-18]-2-deoxy-p-glucose (FDG) PET were included, as the
majority of studiesin oncology and Alzheimer’ s disease use this
radiopharmaceutical.

Systematic review approach and protocol

Thefirst question addressed by the diagnosis-specific systematic reviews of the literature
concerned the accuracy of PET asadiagnostic test. The vaidity of the estimates of
accuracy supplied by published studies was evaluated by applying a set of study design and
reporting criteriafrom the methodologic literature, codified in the review protocol.

Accurate estimation of the characteristics of adiagnostic test is one of the early stepsin the
assessment of that test. However, accuracy does not extrapolate automatically to clinica
utility, and a complete assessment requires further research. The second question
(regarding outcomes of care) addressed by the reviews was focused by assigning published
studiesto levelsin ahierarchy of “diagnostic efficacy”, and by applying quality criteria
(based on accepted principles of research design) appropriate to each level..

The diagnostic efficacy hierarchy explicitly acknowledges the goal of diagnostic testing to
be improving processes of care, outcomes of care, and efficiency of resource use. It
outlines the progression of research into a new diagnostic technology from the initial
studies documenting technical performance of the imaging device, through accuracy
studies, to studies documenting changesin treatment decisions based on diagnostic
information, changes in outcome, and finally to studies of societal efficacy (i.e., cost-
effectiveness, cost-benefit, or cost-utility studies from asocietal perspective).

Each of the disease-specific systematic reviews was conducted using the following
protocol, which codifies the analytic frameworks presented in Appendix 2: Assessing
Diagnostic Technologies.

Systematic Review Protocol

1)

2)

3)

4)

Conduct MEDLINE and other database searches; retrieve full text articles that meet screening criteria:

. English language articles reporting primary data and published in a peer reviewed journal
(not abstracts)

. studies= 12 human subjects (not animal studies) with the disease of interest
(sample sized defined by PET Advisory Committee)

. studies using the radiopharmaceutical 2-[18F]fluoro-2-p-glucose (FDG)

Apply screening criteria to bibliographies of retrieved articles as above, and retrieve additional articles.

Review full text articles and assign to level of Fryback and Thornbury (1991) diagnostic efficacy hierarchy.

Assign to technical efficacy level of Fryback and Thornbury diagnostic efficacy hierarchy:

. uncontrolled studies
. feasibility studies
. correlation studies of glucose metabolic rate changes with treatment
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Systematic review protocol, continued

Studies whose stated purpose is to define diagnostic accuracy but which report results in a way that
measures of diagnostic accuracy cannot be duplicated or interpreted, or in which some patients entered are
not accounted for, will also be assigned to the technical efficacy level.

5) Assign to diagnostic accuracy efficacy level:
. stated purpose is to define diagnostic accuracy , and clinically useful measures (Se/Sp) provided
or can be calculated
. meets full or modified (case series with internal controls; blinding if image analysis qualitative)
evidence-based medicine criteria
. determines optimal cutpoint from ROC analysis or applies previously determined optimal cutpoint

Caveats will be attached to reports of sensitivity and specificity reported for case series with internal
controls if prevalence of severe disease is high.

6) Assign to diagnostic thinking efficacy level if meets evidence-based medicine criteria (in box below)
for evaluations of diagnostic tests and:

. numbers of subjects without target disorder = numbers of cases with disorder (i.e., pretest
probability of disease = 50%)
. information useful in interpreting test results (i.e. converting pre- test probability of disease to post-

test probability using predictive values or likelihood ratios) is provided or can be calculated from
information in article.

Evidence-based medicine criteria for studies of diagnostic tests*

« Clearly identified comparison groups, = 1 of which is free of the target disorder.

« Either an objective diagnostic standard (e.g. a machine-produced laboratory result) or a contemporary clinical diagnostic standard (e.g. a
venogram for deep venous thrombosis) with demonstrably reproducible criteria for any subjectively interpreted component (e.g., report of
better-than-chance agreement among interpreters).

« interpretation of the test without knowledge of the diagnostic standard result.

« Interpretation of the diagnostic standard without knowledge of the test result.

* Purpose and Procedure, Evidence-Based Medicine, November/December 1995

7) To further refine judgments of methodologic quality, grade diagnostic accuracy or thinking
efficacy studies according to criteria in the box on the next page.
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Systematic review protocol, continued

Methodologic quality of diagnostic accuracy and diagnostic thinking efficacy studies*

Grade Criteria

A Studies with broad generalizability to a variety of patients and no significant flaws in research methods

«3 35 patients with disease and 3 35 patients without disease (since such numbers yield 95% Cls whose lower bound
excludes 0.90 if Se = 1)

« patients drawn from a clinically relevant sample (not filtered to include only severe disease) whose clinical symptoms
completely described

« diagnoses defined by an appropriate reference standard

« PET studies technically of high quality and evaluated independently of the reference diagnosis

B Studies with a narrower spectrum of generalizability, and with only a few flaws that are well described (and impact on
conclusions can be assessed)

«3 35 cases with and without disease

« more limited spectrum of patients, typically reflecting referral bias of university centers (more severe illness)

« free of other methods flaws that promote interaction between test result and disease determination

« prospective study still required

C Studies with several methods flaws

« small sample sizes

« incomplete reporting

« retrospective studies of diagnostic accuracy

D Studies with multiple flaws in methods

« no credible reference standard for diagnosis

« test result and determination of final diagnosis not independent

« source of patient cohort could not be determined or was obviously influenced by the test result (work up bias)
« opinions without substantiating data

* Adapted from: Kent DL, Larson EB. Disease, level of impact, and quality of research methods: three dimensions of
clinical efficacy assessment applied to magnetic resonance imaging. lInvestigative Radiology 1992; 27:245-
54,

Kent DL, Haynor DR, Longstreth WT, Larson EB. The clinical efficacy of magnetic resonance imaging in
neuroimaging. Annals of Internal Medicine 1994; 120:856-71.

8) Assignto therapeutic efficacy level if meets evidence-based criteria for evaluations of diagnostic
tests and/or:

. authors discuss how test results did change, or could have changed, treatment for the patients
enrolled in the study
. % of times subsequent procedure avoided due to test results, % of times prospectively stated

therapeutic plans changed post-test documented.

9) Assign to patient outcome efficacy level if patient outcomes with PET are compared to those without
PET in a case-control study, cohort study, or randomized controlled trial and/or:
. change in quality adjusted survival or cost/quality adjusted life year gained documented.

10) Assignto societal efficacy level if both costs (from a societal perspective) and consequences
(efficacy, effectiveness, or utility) determined for both PET and an alternative.

11) Evaluate quality of studies at each efficacy level; conduct meta analyses if appropriate.
12) Articles are excluded from the review if they:
. are duplicated or superseded by subsequent study (at the same level of the hierarchy and with the
same purpose) from the same institution
. contain insufficient information to judge comparability of case and control groups, details of

imaging protocol, whether visual or quantitative analysis of PET data used, or type of PET
quantitative data analysis used.
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E. Meta analysis was considered for studies of PET diagnostic accuracy

Quantitative (statistical) pooling of the results of diagnostic accuracy studiesto arrive at
summary measures of sensitivity and specificity (defined in Appendix 4 ) or summary
effect measures (Hasselblad and Hedges, 1995) for each disease was considered. The
disease-specific systematic reviews described in Appendices 3 through 8 resulted in
decisions that meta analysis would not contribute to the assessment results; reasons for that
decision are detailed in each appendix. In general, significant methodol ogic limitations that
would tend to overestimate accuracy were present in al of the literature reviewed. These
limitations argued against the validity and usefulness of pooling study results (Eysenck,
1994).

F. Selected alternatives to PET were addressed in the review

Brief discussions of aternate diagnostic technologies are included in the reviews. Alternate
technol ogies were identified according to the following criteria

. technol ogies that have been directly compared to PET;

. technol ogies that have been more rigorously assessed than PET (i.e. using stronger
study designs and/or at a higher level in the diagnostic efficacy hierarchy) for a
particular application, resulting in documentation that the aternate technologies are
equally or more accurate and/or have a better defined role in patient management.

G. Review of the assessment report

Thefinal draft of the assessment report was reviewed and approved by all members of the
Advisory Committee, by one of the co-directors of the San Antonio Cochrane Center
(Gilbert Ramirez, Ph.D.), and by the Under Secretary for Health, Kenneth W. Kizer,
M.D., M.P.H. One of the committee members, an oncologist (Dr. Holohan), also
reviewed al of the original literature cited in the oncology sections of the report to confirm
the MDRC Technology Assessment Program’ s evaluation of that literature. Other
reviewersincluded: Alan Garber, M.D., Ph D. (methods), L. Jack Faling, M.D. and
Charles Powell, M.D. (lung cancer, solitary pulmonary nodules), John Booss, M.D.,
Thomas Bird, M.D., Jeffrey Cummings, M.D., and Judith Salerno, M.D. (Alzheimer’s
disease).

Summary of the Full Assessment Methodology

I. Systematic review of the literature

« Systematic review protocol applied.

« External reviewer independently judged studies for quality and position in hierarchy.

« Meta analysis was contemplated for diagnostic accuracy studies, but was not performed due to methodologic
limitation in available studies.

Il. Survey of VA PET facilities/site visits

« Data collected by written surveys covering fiscal years 1993, 1994, and 1995.
« Site visits conducted in August and September 1994

« Descriptive analysis and tabulation.
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[Il. RESULTS: Site visits and surveys

PET isarelatively new addition to the repertoire of clinical diagnostic tests available both within
and outside VA. Many of VA'sPET facilities have become operational since 1990, and the
information collected through the site visits and surveys represents preliminary dataon VA
experience with the technology.

The MDRC Technology Assessment Program obtained information on experience a eleven VA
PET centers. A written survey and subsequent site visits were carried out from August through
October, 1994. Another brief follow-up survey was distributed in December, 1995. Of the twelve
initially approved PET sites, eleven were fully operational at the time of the assessment; support for
the twelfth had been withdrawn. After completion of the site visits, support for another PET center
was discontinued by the local VA medical center administration. At the time of release of this
report, ten VA PET centers were in operation.

Interview subjects were selected by the VA PET centers, and included nuclear medicine physicians,
PET center staff, referring physician specialists (in cardiology, neurology, oncology, and
psychiatry, representing the clinical and research areas where PET is most commonly used), and
hospital administrators. Most of the interview subjects had multiple job roles (administrative,
clinical, and/or research), reflecting the academic environment for VA PET activity.

Full details of the site visit and survey findings are presented in Appendix 9.

A. Characteristics of sites

The pre-site visit surveysindicated that an equivalent array of ancillary services was offered
at each location; substantial differencesin PET utilization would not be likely to be
attributable to differences in the types of patients (as represented by the range of servicesin
place) treated at the VA medical centers (VAMCs). Most of the PET sites became
operational in 1992 and 1993. The location of the PET camerawas equally distributed
between VAMCs and university affiliates, although the sharing partner/university affiliate
tended to be the main source for radiopharmaceuticals. At most sites responsibility for PET
center personnel was distributed equally between VA and university sharing partner.

Fluorodeoxyglucose (FDG) was the only radiopharmaceutical common to all sites. An
important distinction among sites was the main mission or focus, which ranged from
primarily research to primarily clinical work. The centers also differed in the models of
PET scanners used.

B. Activity at each PET site

Activity at PET sites was compared using total number of patients studied rather than total
number of scans. Expressing utilization according to the number of patients studied was
felt to reflect most accurately the existing referral base for each site. While the total number
of patients scanned is arelatively crude measure, adjusted measures reflecting variations
among scanning protocol s with respect to scan time and resources used, and PET
technology across sites, would require a standardized workload unit and prospective data
collection, neither of which has been systematically implemented across VA centers.

A wide range of types and volumes of PET studies was performed across VA in 1993 and
1994. During that time, more subjects appeared to have been scanned for clinical purposes
than for research purposes. These trends may be attributed, in part, to differencesin
centers definitions of studies classified as“clinical” versusthose classified as“research.”
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. In 1993, most research activity system-wide was in neurology and psychiatry,
followed by oncology; clinical activity consisted mainly of neurology and
cardiology studies, followed by oncology.

. In 1994, most research activity was in neurology and psychiatry, followed by a
growing interest in oncology; research activity in cardiology appeared to decrease.
Neurology applications comprised the majority of clinical studies, followed by a
growing interest in oncology applications. Some clinical cardiology studies were
performed, but cardiology did not contribute substantially to overall clinical activity.

. In the brief follow-up survey conducted in 1995, six sites reported an increasing
interest in clinical PET studies, which was attributed largely to increasing demand
for clinical oncology studies. Interest in clinical cardiology applications continued
to decrease. Theincreased interest in oncology studies may be attributed, in part, to
the results of educational and marketing efforts made by PET center staff in recent
years, and to the growing body of PET literature reporting clinical oncology
applications. Two sites reported an increased use of PET in psychiatric and
neurologic research.

Barriers and incentives to the use of PET

VA made asignificant contribution to overall PET activity by committing substantial
resources to the start-up of twelve PET centers. In return, PET has contributed
significantly to overall research activity within VA. PET isregarded by many researchers
in neurology and psychiatry as an essential tool for research into mental disorders, an area
which isimportant to the veteran population. Additionally, many investigators view PET
asacritical tool for basic physiologic research.

Foci of strong academic and clinical interestsin functional imaging were important to
obtaining initial support for PET at individual VA medical centers. Variationsin current
research activity across sites reflect the degree to which the initial interests extended into
other research areas. The depth and breadth of the clinical and research bases at each site
influenced the types of applications studied, the kinds of patients included in these studies,
and the relative proportions of clinical and research studies conducted. At al sites, the
reputation and expertise of the PET director and core PET center staff contributed to the
willingness of medical staff and researchersto use PET asaclinical and research tool.
The site vigit interviews indicated that there are important organizational, professional,
scientific, and reimbursement factors contributing to the relatively sow diffusion of PET
into clinical practice. Interview subjectsfelt that limited FDA approved clinical PET
applications and lack of demonstrated clinical utility perpetuated the perception of the
general medical community and regulatorsthat PET is primarily aresearch tool. Subjects
felt that these factors aso contributed to third party payers inconsistent reimbursement
policies.

PET isavery costly technology that requires a significant investment to cover start up costs
and annual operating expenses. The mgor costs at each PET site were: equipment
amortization; maintenance contracts for the scanner and cyclotron; scanner-related supplies;
cyclotron suppliesincluding target materials, and personnel, particularly highly skilled
radiochemists, clinical and research specialists, analysts and programmers. Other
significant costs included installation and maintenance of pneumatic tube systems used to
transport radioactive isotopes between facilities.

PET directors and medical center directors have attempted to recover and reduce some of
these costs. Those Sites able to obtain reimbursement for clinical studies generaly
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developed a priori consensus-building efforts among payers and providers within their
communitiesin exchange for data collection. Multiple studies were often coordinated with
production and use of radiotracersin an effort to minimize waste. Some sites generated
revenue by selling cyclotron products, while others extended their catchment areas to
include a broader patient base. One site made a decision to maintain low operating costs by
purchasing cyclotron products from a private source, rather than producing its own. Two
recommendations to offset the high and often unexpected maintenance costs of the scanner
and cyclotron were made during the site visits: 1) establish an escrow account from equal
contributions made by the sharing partners, and 2) support a“roving” maintenance team
within VA to service al VA PET centers.

Inadequate staffing (particularly radiochemists) was cited as impeding the conduct of certain
studies. Four PET centers cited the need for a quaified radiochemist as a major influence
on the volume and variety of studies; competition for these specidistsisintense. InVA
hospitals, PET centers' hours of operation were frequently curtailed by inflexible tours of
duty, restrictionsin overtime salary, and restrictions and/or cutbacks in the number of Full
Time Equivalent Employees. Reimbursement of patient transport costs for non-VA patients
and the inability to transport less medically stable patients were barriers to access for some
patients.

Competition among clinical speciatiesfor accessto PET, between PET and other
technologies, and among PET centersin the same city may also affect accessto PET for
some patients. One center that developed a process to facilitate research protocol approval
based on aNIH model; thisassured equal representation of the sharing partners and the
medical specialistsinterested in PET. Competition with other technologies and other local
PET centers may dilute support for VA’s PET facilities.

Severd issues were related specificaly to VA and to VA patients. Some interview subjects
reported poor patient compliance in keeping scheduled appointments was noted. Others
noted private sector patients concerns about VA quality of care or perceptionsthat the
services provided by PET centersat VA hospitals were restricted to VA patients only.
Many VA PET center directors expressed frustration at not having the authority or
resources to properly market their servicesto the private sector. The inability to attract VA
patients for PET scans was attributed to either alower burden of particular diseases anong
veterans compared to the general population, or to the failure of many veteran patients to
meet protocol inclusion criteria

Interview subjects saw centralized strategic planning around distribution, construction and
maintenance as necessary to the overall investment in costly technologies such as PET.
Nevertheless, subjects described these processes as frustrating, inefficient, and protracted.
Loca VA administrators perceived alack of vision and commitment to PET by
Headquarters, many felt that they were expected to support new, costly programs and
services within existing funding levels.

Variaionsin VA’sfinancia commitment among the centers appeared to be related to the
degree to which local medical center directors sustained the support, often through the
sharing agreements with academic affiliates. The agreement negotiating team typically
included representatives from Fiscal Service and the Director’s Office. The degree to which
the Director’ s Office participated in these negotiations varied across Sites; the most active
participation tended to produce some of the most functional arrangements. To comply with
VA policy, PET center directors with dual appointments were excluded from negotiations.
Consequently, interview subjects felt that the negotiations could not benefit from the insight
of the individual who was most familiar with the needs of the center.
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In these agreements, PET center cost sharing varied; under some agreements, costs were
evenly distributed between partners, while other agreements stipulated aternate means of
distributing costs. VA’s contribution ranged from covering partial costs of the scanner to
covering partial costs of both the scanner and overhead. Unredlistically high volume
projections and unreasonably low overhead costs formed the basis on which some of the
original sharing agreements were negotiated. Negotiationsin recent years have used more
realistic volume projections or a patient charge based on the national average. One site
developed aworkload unit to better reflect true utilization of resources.

Interview subjects felt that the sharing arrangement most favorable for VAMCs with PET
centerslocated at the academic affiliate was one that required full payment up front by the
affiliate for its portion of the scanner. If contributing to overhead costs, the VAMC was
subsequently billed on afee-for-service basis at a charge approximately equal to the national
average. Another arrangement favorable to the VAMC was one in which afixed number of
“free” scansfor VA patients was determined up front, in exchange for partial use of the
scanner by other sharing partners. These arrangementsinsure that each VAMC recoversits
portion of the investment up front, without risk of financial loss, should volume projections
be unfulfilled or overhead costs be excessive.

V. RESULTS: Systematic reviews

The full background, results, and discussion texts, data abstraction tables for diagnostic accuracy
and therapeutic efficacy studies, and comparisons of PET to alternate technologies are presented in
the appendices (Appendix 3: Head and Neck Cancer; Appendix 4: Colorectal Cancer; Appendix
5: Breast Cancer; Appendix 6: Lung Cancer; Appendix 7: Solitary Pulmonary Nodules; and
Appendix 8: Alzheimer’s Disease). The overall results of the systematic reviews are summarized
herein Tables 1 through 6 (pages 20 through 28).

The systematic reviews indicate that research into the clinical utility of PET in selected conditions
relevant to the veteran population isin its preliminary stages. The available studies have focused
on the feasibility of using PET in these conditions, and on defining its accuracy as a diagnostic test.
A few studies have addressed changesin treatment decisions based on PET findings. However,
the MDRC was unable to locate any studies documenting changes in outcomes of care or costs of
care associated with incorporating PET into diagnostic strategies for the conditions addressed in
this assessment. Critical research into defining the clinical consequences of using PET for
diagnosis has yet to be performed or reported.

Since most of the PET studies analyzed for the systematic reviews address diagnostic accuracy,
revisiting criteriafor avalid evaluation of diagnostic test accuracy is advisable here. The McMaster
University Department of Clinical Epidemiology and Biostatistics provided a seminal (1981) and
concise list of the questionsto ask regarding published clinical evaluations of diagnostic tests.
These are;

. Was there an independent, “ blind” comparison with a*“gold standard” of
diagnosis?
. Did the patient sample include an appropriate spectrum of mild and severe,

treated and untreated disease, plus individuals with different but commonly
confused disorders?

. Was the setting for the study, as well as the filter through which study
patients passed, adequately described?
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. Was the reproducibility of the test result (precision) and itsinterpretation
(observer variation) determined?

. Was the term “normal” defined sensibly?

. If the test is advocated as part of a cluster or sequence of tests, wasits

contribution to the overall validity of the cluster or sequence determined?

. Werethetactics for carrying out the test described in sufficient detail to
permit their exact replication?

. Was the “utility * of the test determined?

According to these and analogous criteriaincorporated into this assessment’ s systematic review
protocol, the published studies using PET to diagnose Alzheimer’ s disease have been relatively
well constructed and present a coherent set of observations on PET’ sgood level of agreement with
widely used clinical criteriafor dementia of the Alzheimer’ stype. Asmost resultsfell within a
relatively narrow range of estimates of accuracy, meta analyses of the diagnostic accuracy results
were not conducted.

There are, however, barriers to moving PET into routine use in diagnosing Alzheimer’s disease
and to affecting outcomes of care by means of PET diagnosis.

. relatively few of the published studies prospectively evaluated large numbers of
patients with causes of dementiathat can be confused, or present concurrently, with
Alzheimer’ s disease, making avalid estimate of the positive predictive value of PET
difficult to determine;

. histologically verified Alzheimer’ s disease represents a subset of patients with
clinically diagnosed dementia of the Alzheimer’ stype, and the results of ongoing
studies defining the agreement of PET with the gold standard of autopsy diagnosis
in Alzheimer’ s disease are not yet available;

. effective treatments for Alzheimer’s disease are not available. An accurate
diagnostic test (relative to the gold standard of autopsy result) is needed for research
into treatments for Alzheimer’s disease; both PET and other tests that have been
shown to have equivalent accuracy may be useful in thisrole.

The published evidence for the accuracy of PET in diagnosing cancer is less convincing than that
for its accuracy in diagnosing dementia of the Alzheimer’stype. While the available studies report
good face accuracy for PET (particularly in clinical settings where PET was used to differentiate
recurrent cancer from treatment artifacts such as scars), many of the studies did not adhere to the
principles of study design outlined above.

Almost all PET cancer studies are retrospectively analyzed case series. They enrolled relatively few
patients (too few to alow one to comfortably draw conclusions from the data), did not include
control groups (i.e., did not adequately account for biologic variation in test results or differential
diagnosis with other conditions), and, when PET images were visually interpreted, often did not
blind image interpreters or address issues of interobserver variation. Many published studies can
be assumed to be subject to context bias (Egglin and Feinstein, 1996). The studies that compared
PET to other diagnostic technologies did not randomize the order of test administration, and in
some cases were subject to work up bias (where the results of onetest led to the decision to
perform another, or to confirm diagnosis by biopsy); these biases will have affected accuracy
estimates of both PET and the alternative test or tests.
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A critical shortcoming in the diagnostic accuracy PET oncology literature for organizations, like
VA, that are seeking to rationalize the provision of services on aregional or system-wide basis, is
the lack of epidemiologic information in the published studies. The filters through which patients
passed to be included in the published case series are often inadequately described, making
extrapolation of the results to defined populations, and subsequent planning for these populations,
difficult. Tosummarize, likethe early studiesinto other diagnostic technologies, the methodologic
weaknesses of the available PET oncology studies will have tended to overestimate accuracy and
clinical value. Accordingly, meta analyses of these studies were not performed.

A widely credited role for PET in the nuclear medicine and surgery literature isthat of increasing
diagnostic certainty regarding the need for invasive procedures (e.g., neck dissection in patients
with head and neck cancer, resection of metastases from colorectal cancer that are potentially
curableif isolated, axillary dissection in breast cancer, thoracotomy for solitary pulmonary
nodules). The authors of afew oncology studies discussed the potential or actual changesin
treatment that resulted from incorporating PET into diagnostic strategies at critical decision pointsin
cancer treatment processes. These studies were retrospective case series that had not been
specifically designed to document changes in treatment; methods for recording changes in treatment
plans were not specified, and results data tended not to be systematically analyzed or presented.
The studies generally enrolled highly selected patients whose previous work-up was not clearly
specified, nor was the size or composition of the referral base from which the patient sample was
drawn. Information from PET studies resulted in more appropriate treatment for some patients.
However, the published studies tended to give inadequate details about what happened to patients
whose PET studies did not accurately reflect their disease status.

PET isgenerally presented as complementary to anatomic imaging studies such as CT or MRI.
Accordingly, further work on PET’ s treatment impact and role in amulti-test diagnostic strategy is
needed before the population impact of PET on a health care system such as VHA can be estimated.
It should be noted that the management of patients with cancer isahighly complex area, with many
uncertainties beyond those related to the impact of PET; specifically, treatment for many cancers
(particularly the solid tumors addressed in this assessment) is less than optimally effective. Before
population outcomes (e.g., mortality rates from specific cancers) can be improved, awide range of
interventions for prevention, screening, diagnosis, treatment, and follow-up also need to be
improved.

The disease-specific systematic reviewsin this assessment included, for comparative purposes,
information on some of the diagnostic technologies that may be aternativesto PET. While
information on these aternatives was not identified and retrieved with the same thoroughness as the
information on PET, asample of articles from the recent peer reviewed literature indicates that
research into alternate tests has resulted in substantial improvements in accuracy for many of the
conditions discussed in this assessment. Some of the research that has been conducted for
alternative diagnostic tests surpasses the PET literature in its methodologic rigor.

Systematic review summary Tables 1 through 6 (pages 20 through 28) present the results of
diagnostic accuracy efficacy studies in each of the diseases considered for this assessment. Studies
wereincluded if they met all or some of the evidence-based medicine criteriafor diagnostic test
evaluations. Methodologic quality grades, which further refine the quality judgmentsimplicit in the
evidence-based medicine criteria, are also noted. Many of the included studies do not meet high
methodologic standards; in the absence of more rigorous studies, they are presented herein an
effort to make the review methods and conclusions as transparent as possible.
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V. RISKS ASSOCIATED WITH PET RADIOPHARMACEUTICALS
Research articles reviewed for this assessment either:

. provided no comments on any risks associated with PET radiopharmaceuticals, or
. Included a statement indicating that no patientsin the study experienced adverse events after
radiopharmaceutical administration.

VI. FDA STATUS OF PET RADIOPHARMACEUTICALS

The Food and Drug Administration has approved two PET radiopharmaceuticals. The quotations
below are from the package inserts.

. CardioGen (Rubidium Rb 82 Generator) is indicated for use as “amyocardial imaging
agent that is useful in distinguishing normal from abnormal myocardium in patients with
suspected myocardia infarction.”

. Fludeoxyglucose F 18 Injection [(18F-FDG) The Methodist Medical Center of 1llinois] is
indicated for “the identification of regions of abnormal glucose metabolism associated with
foci of epileptic seizure. FDG isnot indicated for distinguishing epileptogenic foci from
brain tumors or other brain lesions which may cause seizures.”

The many PET imaging facilities that “ compound” radiopharmaceuticals on-site do so under the
aegis of state practice of medicine and pharmacy laws. The FDA has determined that PET centers
are manufacturing a new drug and that they are subject to existing new drug regulations. Facilities
that manufacture radiopharmaceuticals for clinical use must fileaNew Drug Application (NDA) or
an Abbreviated New Drug Applications (ANDA) and conform with Current Good Manufacturing
Practice (CGMP) standards. Clinical investigators who wish to conduct clinical trialswith an
unapproved PET radiopharmaceutical must file an Investigational New Drug (IND) application for
each drug.

The FDA has offered to work with the PET community to help sponsors and investigators interpret
and utilize the appropriate regulations in offer to comply with the existing new drug regulations.
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VIlI. CONCLUSIONS

The site visits and surveys confirm that VA has made a substantial resource commitment to its PET
imaging facilities. Thiscommitment has the potential to contribute to fulfilling two partsof VA’s
mission: research and clinical care. PET iswidely credited as an important basic research tool in
the literature; VA PET researchers who were interviewed for this assessment share this belief. The
efficiency of basic research activities would be enhanced by implementation of suggestions for
improving operations that were made by VA PET center personnel during the site visits.

The site visits and surveys outlined awide range of research and clinical activitiesin VA PET
centers. There are many site-specific protocols and areas of research interest. Coordination of
these activities has not been systematically addressed.

The presence of PET on the lists of many health care assessment agencies (Appendix 10),
nationally and internationally, and many discussions in the medical literature attest to concerns that
PET will follow afamiliar diffusion trgjectory into clinical care before its usefulness and
contribution to improved outcomes have been adequately evaluated. The trends seenin PET
utilization during the assessment period indicate that oncology is an increasing focus for clinical
activity in VA. Thistrend should be of interest to policy makersin the context of the findings of the
systematic reviews reported here.

This assessment’ s systematic reviews of the literature indicate, to the extent that the published
literature represents the existing data, that the knowledge base supporting clinical diagnostic
applications of PET has significant deficiencies. Methodologic weaknesses in published studies
serioudy limit the validity and generalizablity of the available evidence on the accuracy of PET asa
diagnostic test, and PET’ s contribution to improving outcomes has not been systematically
addressed. Accordingly, the assessment team believes that the literature as of September, 1996
does not support widespread incorporation of PET studies into routine diagnostic strategies for the
applications addressed in this assessment.

The Advisory Committee to the PET assessment believed that the assessment results supported a
conclusion that VA should maximize the value derived from its existing resource commitment,
rather than invest in additional PET centers at the present time. Maximizing the value of the
existing commitment could include:

. Building organizational structuresto coordinate its PET activities acrossthe VA system.

. Implementing aV A PET registry. Systematic, standardized data (including those related to
work load, resources used, and operations) specific to PET would facilitate future
assessment efforts. A registry for tracking diagnosis-specific utilization, the marginal
contribution of PET to adiagnostic strategy involving other tests, impact of PET on
treatment decision making, and treatment outcomes would also facilitate future
assessments.

. Organizing a cooperative group consisting of VA PET centers and their academic affiliates.
Such agroup could facilitate efforts to comply with FDA regulations. Efficacy researchin
oncology is frequently conducted by cooperative groups, and could supply amodel for
PET oncology research. A VA cooperative PET group could aso attempt to define clinical
research areas of interest to the entire VA system, and to design multi-center studies of high
methodologic quality.

. Supporting rigorous, prospectively designed clinical research that corrects the methodologic
limitations outlined in the diagnosis-specific systematic reviews. Once the diagnostic
accuracy of PET has been adequately defined, attention should be directed to defining the
changes in patient management decisions, outcomes of care, patient outcomes, cost-
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effectiveness of care, and cost-utility of care that are associated with incorporating PET into
diagnostic strategies.

Submitting currently unpublished data from studies of high methodologic quality for peer
review. Advocatesof PET both within and outside VA fed strongly that the clinical utility
of PET isincreasingly evident; these opinions may be supported by currently unpublished
data.
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Table 1 Summary of the literature: Diagnostic accuracy efficacy of PET and alternatives in head and neck cancer
(from studies comparing PET directly to other diagnostic tests)
Role Study N Operating characteristics* Evidence-based medicine criteria** Methodologic
— quality grade***
PET CT MRI Other controls*** | standard blinding
Unknown primary Rege, et al., 1994 4 cases Se = 50% Se = 0% - + - D
0 controls
Known primary site Rege, et al., 1994 30 cases Se =97% Se=77% - + - D
0 controls
Laubenbacher, et 17 cases Se = 100% Se = 100% endoscopy, - + - D
al., 1995 0 controls Se = 100%
Primary tumor staging Laubenbacher, et 17 cases Se =41% Se =41% endoscopy, - + - D
(size, extent) al., 1995 0 controls Se = 59%
Cervical node Rege, et al., 1994 16 pos Se =88% Se =81% + + - D
involvement 18 neg Sp = 89% Sp = 89%
McGuirt, et al., 14 pos accuracy = 82% accuracy = clinical exam + + - D
1995 31 neg 82% accuracy = 71%
Laubenbacher, et 83 pos nodes Se = 90% Se =78% + + - D
al., 1995 438 neg nodes Sp = 96% Sp=71%
18 pos neck sides | Se =89% Se =72% + + - D
16 neg neck sides | Sp =100% Sp =56%
Braams, et al., 22 pos nodes Se =91% Se = 36% + + - D
1995 177 neg nodes Sp = 88% Sp =94%
Benchaou, et al., 54 pos node Se=72% Se =67% clinical exam
1996 groups Sp = 99% Sp=97% Se =61%
414 neg node PPV = 89% PPV = 74% Sp =97% + + + B
groups NPV = 99% NPV = 95% PPV =72%
NPV = 95%
Suspected recurrent Rege, et al., 1994 10 pos Se = 90% Se =67% + + - D
disease 7 neg Sp = 100% Sp=57%
Lapela, et al., 1995 | 16 pos Se =88 -94% Se = 92%
17 neg Sp = 43 -86% Sp = 50% + + + C
depending on
criteria for pos

Abbreviations: Ct, computed tomography

MRI, magnetic resonance imaging
neg, negative for disease

pos, positive for disease

Se, sensitivity

Sp, specificity

PPV, positive predictive value
NPV, negative predictive value
US/FNA, ultrasound/fine needle aspiration

* operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, pages 5-7
** Appendix 2, page 8
*** Appendix 2, page 9

*x“controls” were case series patients with benign conditions
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Table 2 Summary of the literature: Diagnostic accuracy efficacy of PET and alternatives in colorectal cancer
Notes The PET studies in this table were retrospectively analyzed case series; internal controls (cases with benign, rather than malignant, conditions) allowed the
calculation of specificity as well as sensitivity. Some of the alternatives to PET have been evaluated using more rigorous study designs.
Some studies analyzed results separately according to the clinical role of PET for subsets of patients; these studies appear in the table more than once, and may
have received different methodologic quality grades for each subset analysis.
Role Study N Operating characteristics* Evidence-based medicine criteria** Methodologic
quality grade***
PET CT MRI Other controls standard blinding
Detecting or staging Falk, et al., 1994 16 patients: Se = 87% Se = 47% + + partial D
primary or recurrent 15 malignant Sp =67% Sp = 100% (internal)
disease lesions;
3 benign lesions
Nattinger, et al., colonoscopy (review) (review) (review) (review)
1991 (ACP review) Se = 94%
Sp = 100%
Hernandez- 40 cases colonoscopy + + + B
Socorro, et al., 64 controls Se = 94%
1995 Sp = 100%
hydrocolonic ultrasound
Se = 97%
Sp=97%
Diagnosing Strauss, et al., 29 patients: Se = 95% + + + C
recurrent tumor vs scar 1989 21 malignant Sp = 100% (internal) (quantitative
lesions; analysis)
8 scar
Schlag, et al., 18 patients: Se = 92% immunoscintigraphy + + + C
1989 11 malignant Sp = 100% Se =40% (internal) (quantitative
lesions; Sp = 50% analysis)
6 scar
Ito, et al., 1992 15 patients: Se = 100% Se =91% + + + C
11 malignant Sp = 100% Sp = 100% (internal) (quantitative
lesions; analysis)
4 scar
Schiepers, et al., 6 patients: Se = 100% + + - D
1994 5 malignant Sp = 100% (internal)
lesions;
1 scar
Diagnosing Hawes, et al., 1993 | 85 with disease endoscopic ultrasound (review) (review) (review) (review)
recurrent tumor vs scar 408 without Se = 99%
disease Sp =88%
(review with

weighted average
of results from 7
studies)
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Role Study N Operating characteristics* Evidence-based medicine criteria** Methodologic
quality grade***
PET CT MRI Other controls standard blinding
Diagnosing liver Schiepers, et al., 80 studies: Se = 94% CT and/or ultrasound + + - C
metastases 1994 34 malignant Sp = 100% Se = 85%
lesions; Sp =98%
46 benign lesions
Vitola, et al., 1996 55 sites: Se = 90% Se = 86% CT portography + + + C
39 malignant; Sp = 100% Sp = 58% Se = 97% (internal) (semiquantita
16 benign Sp = 9% tive analysis)
24 patients: Se = 95% Se = 100%
19 malignant Sp = 100% Sp =33%
disease;
5 benign
Lai, et al., 1996 34 patients: Se =93% Se = 100% Se = 100% + + + C
27 with malignant Sp=57% Sp =14% Sp =80% (internal)
disease;
7 benign or no
disease
Stark, et al., 1987 57 cases; Se = 80% Se = 82% + + + B
72 controls: Sp =94% Sp =99%
21 benign liver
disease;
51 with normal
livers
Panzer, et al., review Se = 90% ultrasound, adequate (review) (review) (review) (review)
1991 Sp = 90% studies
(ACP review) LR+=8 Se = 80%
LR-=0.11 Sp = 90%
LR+=9
LR-=0.22
Diagnosing liver Rafaelsen, et al., 295 patients: liver enzymes + + + B
metastases 1995 64 with liver Se = 9-47% (internal)
metastases Sp = 92-98%
231 without liver
metastases preop US
Se =70%
Sp = 94%
surgical exploration
Se = 84%
Sp=97%
intraop US
Se = 97%
Sp = 98%

Abbreviations

CT, computed tomography

MRI, magnetic resonance imaging
neg, negative for disease

pos, positive for disease

LR, likelihood ratio

PPV, positive predictive value
NPV, negative predictive value

US/FNA, ultrasound/fine needle aspiration

ACP, American College of Physicians

*operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, pages 5-7

**Appendix 2, page 8

*** Appendix 2, page 9
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Table 3

Summary of the Literature: Diagnostic accuracy efficacy studies of PET and alternatives in breast cancer

Notes: All studies except Nieweg, et al., 1993b, which was a case-control study, were series of patients presenting for surgical evaluation of breast masses (a high index of
suspicion of malignant disease) and included internal controls as the comparison group. Predictive values should be viewed accordingly. Studies assessing axillary node
involvement included patients with malignant primary breast disease. Results from Avril, et al., 1996b were reported as ranges of data from all subgroup analyses. Results
from Auvril, et al., 1996a included all patients with benign and malignant primary disease and represent 95% confidence intervals; subgroup analyses were not reported
because of their small study size. None of these studies met strict evidence-based medicine criteria for blinding, but all studies provided data on the comprehensiveness

of blinding of test interpreters to the gold standard.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent, largest,
most rigorously designed, or most comprehensive was included in the table. Although data from both studies by Avril and associates (1996a and 1996b) represent the
same patient population, these studies addressed different purposes; inclusion of both publications were felt to be warranted.

Abbreviations are listed at the end of the table.

Role Study N Operating Characteristics* Evidence-Based Medicine Criteria** Methodologic
: — , , , — Quality
(Note: some studies PET Clinical Exam Mammography comparison histologic gold | blinding Grade***
assessed multiple group standard
roled)
Defining primary Adler, et al., 1993 | 27 positive lesions Se=96% + + . C
disease 8 negative lesions Sp=100% internal
Nieweg, et al., 11 cases Se=91%
1993b 8 controls Sp=100% + + + C
Avril, et al., 41 positive lesions Se=68%-94%
1996b 31 negative lesions Sp=84%-100% + + sial D
PPV=87%-97% internal partia
NPV=70%-93%
Scheidhauer, et 23 malignant cases Se=91% Se=74% Se=86% + + sial D
al., 1996 7 benign cases Sp=86% Sp=71% internal partia
Defining axillary node | Adler, et al., 1993 | 9 positive axillae Se=90% + + . C
involvement 10 negative axillae Sp=100% internal
Avril, et al., 24 positive axillae Se=57%-93% Se=36%-78%
1996a 27 negative axillae Sp=81%-100% Sp=66%-96% + + . C
PPV=75%-100% PPV=30%-70% internal
NPV=66%-100% NPV=51%-85%
Scheidhauer, et 9 malignant cases Se=100% + )
al., 1996 9 benign cases Sp=89% internal + partial D
Detecting distant Scheidhauer, et 8 positive lesions Se=100% + + sial D
metastases al., 1996 15 negative lesions | Sp=100% internal partial

N, number of study subjects included in analysis; unless otherwise noted, data are analyzed by subject
Se, sensitivity

Sp, specificity

PPV, positive predictive value

NPV, negative predictive value

* operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, pages 5-7
** Appendix 2, page 8
** Appendix 2, page 9
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Table 4

Notes:

Summary of the Literature:

Inoue, et al., 1995 were reported as ranges to include data from all subgroup analyses.

Diagnostic accuracy efficacy studies of PET and alternatives in lung cancer

All of the studies in the table are case series (Level V evidence) with internal controls (i.e. those with benign masses) used as a comparison group. All patients in these

studies had suspected or biopsy-proven lung cancer (i.e. the pre-test probability of disease in the study populations was very high). Results from Knight, et al., 1996 and

None of these studies met strict evidence-based medicine criteria for blinding, but all studies presented information on blinding of the test interpreters to the biopsy gold
standard. Blinding of the PET interpreters to other clinical and radiologic data varied across studies and is reflected in the columns designated “Operating
Characteristics”; “PET + CT” indicates a complementary role of PET with CT, and PET alone indicates a substitutive role of PET for CT.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent, largest,
most rigorously designed, or most comprehensive was included in the table. Studies reviewed but not included are listed under “References”.

Abbreviations are listed at the end of the table.

Role Study N Operating Characteristics* Evidence-Based Medicine Criteria** Methodologic
, , . — Quality
(Note: Some PET PET +CT CT comparison histologic gold | blinding Grade**
studies assessed group standard
multiple roles)
Defining unknown Kubota, et al., 1990 12 malignant cases Se=83% no data reported +
primary disease 10 benign cases Sp=90% + + C
accuracy=86% internal
Scott, et al., 1994 47 malignant cases Se=94% no data reported +
15 benign cases Sp=80% + + C
internal
Slosman, etal., 1994 | 31 malignant cases Se=93.5% no data reported + +
5 benign cases + C
internal & follow-up
Wabhl, etal., 1994 19 malignant cases Se=100% Se=100% +
4 benign cases + + C
internal
Sazon, et al., 1996 82 malignant cases Se=100% no data reported +
25 benign cases Sp=52% + + C
internal
Knight, et al.,1996 32 malignant cases Se=100% Se=33%-41%
16 benign cases Sp=58%-63% Sp=52% + + + D
PPV=75% PPV=83% internal
NPV=100% NPV=52%
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Role Study N Operating Characteristics* Evidence-Based Medicine Criteria** Methodologic
, , , — Quality
(Note: Some PET PET+CT CT comparison histologic gold blinding Grade***
studies assessed group standard
multiple roles)
Detecting overall Patz, etal., 1995 42 patients with: Se=83% Se=43% +
lymph adenopathy 23 malignant nodes Sp=82% Sp=85% + + D
39 benign nodes internal
Detecting hilar/lobar | Patz, etal., 1995 42 patients with : Se=73% Se=27% +
lymph adenopathy 11 malignant nodes Sp=76% Sp=86% + + D
29 benign nodes internal
Detecting Patz, etal., 1995 42 patients with: Se=92% Se=58% +
mediastinal lymph 12 malignant nodes Sp=100% Sp=80% + + D
adenopathy 10 benign nodes internal
Wabhl, etal., 1994 23 patients with: Se=82% Se=64% +
11 malignant sides Sp=81% Sp=44% . + + C
16 benign sides accuracy=81% accuracy=52% internal
Chin, etal., 1995 9 malignant cases Se=70% Se=56%
21 benign cases Sp=81% Sp=86% + + + D
accuracy=80% accuracy=77% internal
Valk, et al., 1995 24 malignant sides Se=83% Se=63% + +
52 benign sides Sp=94% Sp=73% + D
accuracy=91% accuracy=70% internal & follow-up
Sazon, etal., 1996 32 patients with:
16 malignant sides Sefloogﬁ’ Se3812A1 + + + C
16 benign sides Sp=100% Sp=56% internal
Scott, etal., 1996 10 malignant nodes Se=100% Se=60%
65 negative nodes Sp=98%-100% Sp=83%-94% +
within: + + D
9 malignant cases internal
18 benign cases
Distinguishing local 35 recurrence cases Se=97.1% no data reported
cancer recurrence Patz, etal., 1994 8 fibrosis cases Sp=100% + + + D
from fibrosis internal & follow-up
Inoue, etal., 1995 23 recurrence cases PET + x-ray, CT, | no x-ray, CT, or
13 fibrosis cases MRI MRI data + +
Se=100% reported internal + D
Sp=56%-78% & follow-up
accuracy=86%

N, number of total study subjects included in analysis; unless otherwise noted, data are analyzed by subject
MRI, magnetic resonance imaging

Se, sensitivity
Sp, specificity

PPV, positive predictive value
NPV, negative predictive value
CT, computed tomography

* operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, Pages 5-7
** Appendix 2, page 8
** Appendix 2, page 9
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Table 5

Summary of the Literature:

Diagnostic accuracy efficacy studies of PET in solitary pulmonary nodules

Notes: All of the studies in the table are case series (Level V evidence) and met most of the evidence-based medicine criteria for diagnostic test evaluations. None of the studies
met strict evidence-based medicine criteria for blinding, but all studies except Gupta, et al., 1996 provided information on the comprehensiveness of blinding of test
interpreters to the biopsy gold standard. Blinding of PET interpreters to other clinical and radiologic data varied across studies.

Internal controls (i.e. those with benign masses) were used in each study, and it was possible to calculate sensitivity and specificity for PET in those studies. The pre-test
probability of disease in these study populations was very high, and predictive values were not reported. Each study varied in inclusion criteria with respect to maximal
lesion size and image characteristics (pulmonary masses, ill-defined infiltrates, focal lesions). Operating characteristics from these studies should be interpreted with
caution.
Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent, largest,
most rigorously designed, or most comprehensive was included in the table. While data from Dewan, et al., 1995 and Gupta, et al., 1996 are likely derived from the same
patient population, these studies addressed different purposes, and inclusion of both was felt to be warranted. Studies reviewed but not included are listed under
“References”.
Abbreviations are listed at the end of the table.
Role Study N Operating Characteristics* Evidence-Based Medicine Criteria** Methodologic
, ; ; — Quality
PET TTNA other comparison histologic gold | blinding Grade***
group standard
Defining unknown Dewan, et al., 26 malignant lesions | Se=100% Se=81%
SPN 1995 9 benign lesions Sp=78% Sp=100% internal + partial D
accuracy=94% accuracy=86%
Bury, et al., 1996 33 malignant cases Se=100% .
17 benign cases Sp:88%0 internal + + C
Duhaylongsod, et | 59 malignant cases for lesions < 4 cm
al., 1995b 28 benign cases Se=97% .
Sp=81% internal + + C
accuracy=92%
Gupta, et al., 1996 | 45 malignant cases Se=93%
16 benign cases Sp=88% internal + unclear C
accuracy=92%

Se, sensitivity
Sp, specificity

TTNA, transthoracic needle aspiration biopsy

* operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, pages 5-7
** Appendix 2, page 8
** Appendix 2, page 9
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Table 6

Notes:

Diagnostic accuracy and diagnostic thinking efficacy of PET
and its neuroimaging alternatives

All of the studies that evaluated a diagnostic test against the standard of histopathology fully met
evidence based medicine and other methodologic quality criteria (i.e., received methodology
grades of A or B). PET and other studies evaluating the new technology against clinical criteria for
dementia of the Alzheimer s type would receive methodology grades of A or B, with the exception of
the absence of histopathologic diagnosis.

Diagnostic Standard Used in Evaluation
N ) ) Studies Characteristics
euroimaging
Test Histopathology Clinical criteria

CT X Se = 94%; Sp = 93.5%
(AD-specific orientation; AD vs normal controls and other dementias)
Jobst, et al., 1994

SPECT X Se = 96%; Sp = 89%
(AD vs normal controls and other dementias)
Jobst, et al., 1994

X Sp = 89%

« all probable AD, Se = 43%
« probable AD < 80 years, Se = 56%
« probable AD > 80 years, Se = 29%
* SPECT contributed to 8% of final diagnoses
Van Gool, et al., 1995

CT + SPECT X Se =90%; Sp = 97%
(AD vs normal controls and other dementias)
Jobst, et al., 1994

PET X Se =94.6; Sp =97%
(“robust ratio”; DAT vs normal controls)
Herholz, et al., 1993
Post test probability of disease, positive test = 90%;
posttest probability, negative test = 10%
In patients with pretest probability of disease = 50%
(neural net; DAT vs normal controls)
Kippenhan, et al., 1994
Se = 94%; Sp = 79%
(4 image patterns typical of DAT; DAT vs normal controls)
Salmon, et al., 1994
Se = 94%; Sp = 53%
(4 image patterns typical of DAT; DAT vs non-DAT dementia controls)
Salmon, et al., 1994
Se = 94%; Sp = 99%
(stereotactic surface projections; DAT vs non-DAT controls)
Burdette, et al., 1996

PET vs CT X PET: Se =97%; Sp = 84% (qualitative)
CT: Se =86%; Sp = 28% (cortical atrophy)
(DAT vs normal controls)
Fazekas, et al., 1989

PET vs MRI X PET: Se =97%; Sp = 84% (qualitative)
MRI: Se = 92%; Sp = 60% (ventricular atrophy)
(DAT vs normal controls)
Fazekas, et al., 1989

PET vs SPECT X PET: Se = 80%; Sp = 100% (typical functional pattern)
SPECT: Se =80%; Sp = 65% (typical functional pattern)
(DAT vs normal controls and vascular dementia)
Mielke, et al., 1994

Se = sensitivity; Sp = specificity

AD, Alzheimers diseae

MRI, magnetic resonance imaging

CT, computed tomography

SPECT, single photon emission computed tomography
DAT, dementia of the Alzheimers type
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Appendix 2

Assessing Diagnostic Technologiest

This report summarizes the approach of the Management Decision and Research Center
Technology Assessment Program to evaluating diagnostic technologies. The Programrelieson
this approach for both its major assessments (such asthat of positron emission tomography and
picture archiving and communications systems) and the reportsissued in response to requests of
the Technology Assessment Information Service.

Thereport isintended to supply readers with an under standing of the basic analytic tools that
would be used in evidence-based decisions to perform a diagnostic test and to interpret its results.
A smilar analytic process can be applied to policy decisions regarding acquiring a diagnostic
technology for a hospital and offering it for usein the diagnostic strategy for specific diseases.

1 This appendix was published as a separate report entitled “MTA94-001-01: Assessing Diagnostic
Technologies, July, 1996.”
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. BACKGROUND

Sackett, et a. (1991) definediagnosis as“..the crucial process that |abels patients and
classifiestheir illnesses, that identifies (and sometimes seals!) their likely fates or prognoses, and
that propels us toward specific treatments in the confidence (often unfounded) that they will do
more good than harm.”

The rationale for rigorously assessing diagnostic tests has been discussed at length (Sox, et .,
1989), and a number of imaging tests have been subjected to a high degree of scrutiny [e.g.
magnetic resonance imaging for multiple sclerosis (Mushlin, et al., 1993; Phelps and Hutson,
1995) and thermography for lumbar radiculopathy (Hoffman, et a., 1992)]. Rigorous reviews of
evidence on MRI (Kent and Larson, 1988; Kent and Larson, 1992; Kent, et al., 1994) concluded
that many accuracy and utility questions remained unanswered due to lack of methodologic rigor.
The lack of rigor in the early clinical studies of MRI further confirms the need to study diagnostic
technologies carefully as they first move into clinical use (Cooper, et al., 1988; Sheps, 1988;
Beam, et al., 1991).

This scrutiny reflects the recognition that health care resources are finite. It also reflects the recent
movement from intuitive or informal clinical decision making based on the experience of individua
practitioners to amore formal process in which evidence from studies of groups of similar patients
supplements practitioners’ judgment. The latter model of decision making, now referred to as
“evidence-based medicine’, requires critical appraisal of the literature and quantitative decision
support. The orientation of diagnostic technology assessment around principles of evidence-based
medicine reflects the mission of the MDRC Technology Assessment Program to promote evidence-
based decision making within VA, through its own efforts and through those of its affiliated San
Antonio Cochrane Center.

Diagnostic tests are performed in clinical practice when the information available from the history,
physical examination, and any previous testing is considered insufficient to address the questions
at hand (Black, et al., 1991). The decision to perform atest is made on the assumption that the
results will appreciably reduce the uncertainty surrounding a given question and significantly
change the pretest probability of disease. In other words, the overriding criterion for when to use a
diagnostic test should be the usefulness of a given piece of diagnostic information to the clinician
and to the patient. A useful diagnostic test does severd things. it provides an accurate diagnos's,
supports the application of a specific efficacious treatment, and ultimately leads to a better clinical
outcome for the patient (Sackett, et al., 1991).

Studies to determine the safety, efficacy, and outcomes of diagnostic tests require careful attention
to principles of design and potential sources of biasif they are to provide valid and useful
information to clinicians, patients, and policy makers; judging the quality of such studies and their
applicability to clinical decision making in specific Situations is central to evidence-based practice.
The following brief overview of some of the issuesinvolved in assessing diagnostic tests will
outline the design of studies used to eva uate the accuracy of diagnostic tests and introduce
measurements of diagnostic test accuracy.

II. CONDUCTING STUDIESTO EVALUATE DIAGNOSTIC TEST ACCURACY

Studies that measure the accuracy of diagnostic tests are difficult to perform. Severa authors
(Riegelman and Hirsch,1989; Sackett, et a., 1991) have defined the kinds of studies that provide
valid estimates of the accuracy of diagnostic tests. Others (Begg, 1987) have outlined potential
sources of biasin such studies. More recently, Egglin and Feinstein (1996) have documented that
sensitivity and specificity of subjectively interpreted tests (which would include qualitatively
interpreted PET images in cancer patients) are biased by their context and by the prevaence of
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disease in recently observed cases; “ context bias’ islikely to skew quantitative mesaures of test
performance from case series with high disease prevaence.

The following guides to designing and reporting a diagnostic test evaluation were adapted from
those proposed by Sackett, et a., and Riegelman and Hirsch. They define a study that avoids
potentially biased measurements of test accuracy, and that provides guidance on the usefulness of
the test:

1) Anindependent, “blind” comparison with a“gold standard” of diagnosisis used.

2) Thediagnostic test is evaluated in a patient sample that includes an appropriate spectrum of
mild and severe, treated and untreated disease, plusindividua s with different but commonly
confused disorders.

3) A representative group of individuals without the disease isincluded. Ideally, as many
diseased individuals as disease-free individuals defined by the gold standard are chosen.
Although tests of statistical significance are rarely applied to assessments of diagnostic tests,
this 50-50 split in the study population would give the greatest statistical power for a given
sample size.

Thornbury, et a. (1991), review the literature on sample sizesin evaluating the diagnostic
accuracy of MRI, and provide guidelines for smilar studies of other technologies (although
absolute sample size requirements depend on the prevalence or pre-test probability of disease
in the study sample and the change in diagnostic accuracy that is hypothesized or estimated to
be associated with the test under study):

. to compare the diagnostic accuracy of MRI to agold standard, 30 to 70 subjects (30
would provide rough estimates of sensitivity and specificity; 70 would allow estimation
within 7% to 10%);

. to compare the diagnostic impact of MRI versus traditional imaging, 10 to 150 patients
would be needed (major differences can be detected with 10 to 20 cases, more subtle
differences would require up to 150);

. to compare the therapeutic impact and/or patient outcome impact of two imaging
techniques, 20 to 500 cases (again, depending on the magnitude of the difference
expected) would be required.

4) The setting for the evaluation, as well as the filter through which study patients passed, is
adequately described.

5) Thereproducibility of the test result (precision) and itsinterpretation (observer variation) are
determined.

6) Theterm“norma” issensibly defined asit appliesto the test.

7) If thetest isadvocated as part of acluster or sequence of tests, itsindividual contribution to
the overall validity of the cluster or sequence is determined.

8) Thetacticsfor carrying out the test are described in sufficient detail to permit their exact
replication.
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9) Theutility of the test isdetermined. Criteriafor interpreting reports of utility include:

. the appropriate role of thetest is studied (e.g., as areplacement for, or an addition to,
an existing test);

. all clinically relevant outcomes (e.g., delaysin therapy, complications from an invasive
test, psychologic impacts of test) are reported;

. appropriate patients (e.g., those with neither avery low nor avery high probability of
having the disease) are tested;

. statistically significant results are al'so clinically important;

. the test isfeasible in the setting in which it will be applied by the clinician interpreting
the report;

. all patients who entered the study are accounted for at its conclusion.

Once a study has been appropriately designed to measure the accuracy of a diagnostic test, the
results of the study are analyzed and presented in the literature. Several measures of accuracy are
available.

1. MEASURES OF THE ACCURACY OF DIAGNOSTIC TESTS

Each diagnostic test has a set of characteristics that reflect the results expected in patients with and
without disease. Most diagnostic tests are imperfect to some extent. Thereisusually an overlap of
test results among patients with and without a specific disease, causing healthy individuals to
occasionally be classified wrongly as diseased, and some diseased individuals to fail to be
detected. Study data documenting the extent to which atest result accurately reflects reality can be
analyzed in several ways.

An approach to analyzing test resultsis selected according to the number of categories into which
the results may be placed (two categories, more than two categories. or continuous values) and the
uses to which the diagnostic information will be put (ascertaining the presence of disease versus
the severity of disease).

A. Isdisease present or absent?

Inits smplest form, the assessment of a diagnostic technology involves two dichotomies:
disease present or absent (determined by applying the gold standard test), and diagnostic test
result positive or negative (i.e., thetest yields only two values or it yields a series of values
and one is assigned to be the threshold between presence and absence of disease). When the
presence or absence of adiseaseis at issue, sengitivity and specificity are the measures of
accuracy used. These are frequently calculated using a2 x 2 table:
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Matrix for calculating the characteristics of a diagnostic test

DISEASE
Present Absent
Positive a (true positive) b (false positive)
TEST
Negative ¢ (false negative) d (true negative)

Accuracy =(@a+d)/(a+b+c+d)
» The proportion of all test results (both positive and negative) which are correct.
Sensitivity =al(a+c)

»  The proportion of people with the disease who have a positive test.

* A sensitive test will rarely miss people with the disease, and is usually chosen when there
is an important penalty for missing the disease (i.e. when a dangerous but treatable
condition is suspected), during the early stages of a workup when many possibilities are
under consideration, or when the probability of a particular disease is low.

* A sensitive test is most helpful to the clinician when the results are negative; a negative
result in a highly sensitive test rules out a disorder.

Specificity = d/(b+d)

»  The proportion of people without the disease who have a negative test.

» A specific test will rarely misclassify people without the disease as diseased, and is used
to confirm a diagnosis that has been suggested by other data.

* Highly specific tests are particularly needed when false positive results can harm the
patient physically, emotionally, or financially.

* A specific test is most helpful when the result is positive; a positive result in a highly
specific test rules in a disorder.

For most tests, there is some overlap in findings for those within and without disease.
Different cutoff points to define the presence of disease yield different pairs of sensitivity and
specificity values. Asthe cutoff point used to define an abnormal result is made less extreme,
sengitivity will improve and specificity will worsen.

Sengitivity and specificity are often considered to be independent of disease prevalence.
However, they do change with changesin prevaence if the mix (mild versus severe disease)
of patients with the target disorder varies with prevalence. For example, sensitivity would
decrease if adiagnostic test that had been evaluated in atertiary care center were appliedin a
community hospital where the target condition was both less common and less severe.
Specificity would also decrease if, in the community hospital, more patients without the target
condition received treatments that could induce fal se-positive results (Sackett, et a., 1991).
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B. What isthe severity of disease?

When diagnostic information fallsinto several categories or behaves as a continuous variable,
comparison with the gold standard becomes more complex. Test results that are grouped into
more than two categories can indicate severity of disease (in addition to its presence or
absence, which now can be assigned to any of a series of cutoff points). The multiple cutoffs
that separate disease from no disease create a corresponding number of true and false positive
rates. Graphs of the relationship between the pairs of sensitivity and false positive rates (1 -
sensitivity) are called receiver operating characteristic (ROC) curves. Thelikelihood that a
test result is atrue positive varies with the point on the ROC curve.

An ROC curve can be used to determine an optimal cutoff point, according to the purpose of
thetest (e.g. rulein disease or rule out disease). The optimal cut point when the pretest
probability of diseaseis approximately 50% is that nearest the upper left corner of the curve.
ROC curves can also be used to compare the usefulness of two different diagnostic tests for
the same disorder: the one that encloses the larger areais more accurate. ROC analysis does
not require a priori selection of a single decision threshold to use with a new test, and
facilitates a posteriori selection of the optimum threshold prior to use of the test in routine
clinical practice.

The kappa statistic, a measure of the degree of agreement that occurred between the
diagnostic test and the gold standard over and above that which would have occurred by
chance aone, can be used as ameasure of test accuracy when there are more than two
categories of test results. A kappa of 1.0 indicates perfect agreement; O indicates complete
disagreement. A weighted kappa can take into account the degree of disagreement,
generating a higher score when disagreements are close than when they are far apart.

Correlation coefficients describe the relationship between the continuous variable results of
the test and the gold standard. When the diagnostic test result goes up, the gold standard also
goes up (and thereverse). Correlation coefficients (r) approach 1.0 when the relationship is
strong, and .0 when it isweak. Squaring the correlation coefficient yields a measure of the
degree to which variation in gold standard results is explained by test results; r2 values greater
than 50% are generally considered respectable.

Analysis of variance, analysis of covariance, and multiple regression may occasionally be
used to analyze diagnostic test accuracy. The choice of method depends on the number and
continuous or categorical nature of the test results.

V. INTERPRETING RESULTSAFTER AN ACCURATE TEST HAS BEEN
SELECTED AND PERFORMED

Measures of diagnostic test accuracy are taken into account when a decision is made to order atest.
Sensitivity and specificity are the most widely understood and facilitate choosing atest to rulein or
rule out a diagnostic hypothesis (Sackett, et al., 1991).

However, atest’s accuracy is only one determinant of its clinical usefulness. Once the results of
the test are available, the probability that the patient has the disease, given the results of the test
(i.e. the posttest probability of disease), becomes more important. The largest gains from pre- to
posttest probability occur when the pretest probability of the target disorder is 40 to 60% (Sackett,
et a., 1991), or when the posttest probability crosses athreshold for deciding to initiate treatment
(Sackett, et al., 1991; Black, et al., 1991).
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Ways of revising the probability of disease based on test results (i.e. calculating the posttest
probability of disease, or interpreting the test results) include Bayes' theorem, which extrapol ates
information from the 2 x 2 table in Figure 1:

Positive predictive value =al/(a+b)

The probability of disease in a person with an abnormal /positive test result.

Negative predictive value = d/(c+d)

The probability of not having the disease when the test result is negative.

Positive and negative predictive values vary with the pretest probability (or prevalence) of disease;
as prevalence falls, positive predictive value falls along with it and negative predictive value rises.
Sox, et al. (1989), note that the efficacy of atest is context dependent; it is not possible to properly
interpret the meaning of atest result without taking into account what was known about the patient
before the test.

Likelihood ratios are increasingly used to cal culate posttest probability of disease (nomograms are
available to simplify the conversion process), and are independent of pretest probability in most
circumstances (Sackett, et a., 1991). Thelikelihood ratio describes the relative odds of an
outcome, given a particular test result. Tests with dichotomous results will have two likelihood
ratios (positive and negative) that reflect the relative odds of a condition being present after a
positive or negative test.

Likelihood ratios can aso be determined for each of several intervals across afull range of possible
test results (multiple, rather than dichotomous, results). Finally, likelihood ratios can be used in
sequential testing where the posttest odds from the first test become the pretest odds for the next
test (Suchman and Dolan, 1991). Likelihood ratios can be calculated from the 2 x 2 table:

Likelihood ratio (positive) = sensitivity/(1 - specificity)

Likelihood ratio (negative) = (1 - sensitivity)/specificity

V. ANALYTIC FRAMEWORK FOR MDRC TECHNOLOGY ASSESSMENT
PROGRAM SYSTEMATIC REVIEWS OF DIAGNOSTIC TEST
LITERATURE

MDRC assessments and reviews will use four specific analytic frameworksin reviewing the
published literature; the broad outlines of the assessment approach have already been introduced.
While there is some overlap among the frameworks, each brings a unique set of conceptual toolsto
an evauation of the literature.
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A. What isthe quality of the individual studies that were intended to measure
the technology’s characteristics (accuracy) as a diagnostic test?

Criteriasetsfor assessing the quality of a diagnostic test evaluation have been reviewed
(Mulrow, et al., 1989). An accessible and straightforward set of criteria has more recently
been defined for use in evidence-based medicine (Haynes and Sackett, 1995). Evidence-
based medicine applies the best available evidence in clinical and other health care decisions.
Conversely, evidence that is of insufficient quality to use as abasisfor clinical or policy
decisonsis screened out by evidence-based medicine criteria

The evidence-based medicine criteriafor diagnostic testswill be applied to the individua
studies cited in MDRC technology assessment reports. If the criteria are not met, the study
will generaly be considered insufficiently rigorous to provide the basis for patient care
decisions. However, such studies often provide useful information on the technical
characteristics of adiagnostic test, or may provide information necessary to subsequent
diagnostic accuracy studies.

Evidence-based medicine criteria for evaluating studies of diagnosis

« Clearly identified comparison groups, 3 1 of which is free of the target disorder.

« Either an objective diagnostic standard (e.g. a machine-produced laboratory result) or a contemporary clinical
diagnostic standard (e.g. a venogram for deep venous thrombosis) with demonstrably reproducible criteria for any
subjectively interpreted component (e.g., report of better-than-chance agreement among interpreters).

« interpretation of the test without knowledge of the diagnostic standard result (i.e., blinding of test interpreter to
results with diagnostic standard).

« Interpretation of the diagnostic standard without knowledge of the test result (i.e., blinding of diagnostic standard
interpreter to results of test being evaluated).

Aswill be highlighted again below, documentation of test accuracy does not trandate into
documentation that the test isclinically useful. Sensitivity and specificity, while not as
dependent on pretest probability of disease as predictive values, can be biased by differences
in the mix of patientsin the accuracy study and the patients on whom the test will be used in
clinical practice (Sackett, et al., 1991). A published study that does not supply valid
information needed to cal cul ate posttest probability of disease (i.e. predictive values or
likelihood ratios) would not assist cliniciansin interpreting its results, or taking action based
on those resullts.

Evidence-based criteria provide a broad quality screen for clinicians who are contemplating
using atest in their own patients. A somewhat more detailed set of quality criteria, that
expand on those of evidence-based medicine, have been used by the American College of
Physicians in evaluations of the literature on magnetic resonance imaging (Kent, et al., 1994,
Kent and Larson, 1992; Kent and Larson, 1988). These criteria are tabulated on the next

page.
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Methodologic quality of diagnostic accuracy studies

Grade Criteria

A

Studies with broad generalizability to a variety of patients and no significant
flaws in research methods

«3 35 patients with disease and 3 35 patients without disease (since such numbers yield 95% Cls
whose lower bound excludes 0.90 if Se = 1)

« patients drawn from a clinically relevant sample (not filtered to include only severe disease) whose
clinical symptoms completely described

« diagnoses defined by an appropriate reference standard

« PET studies technically of high quality and evaluated independently of the reference diagnosis

Studies with a narrower spectrum of generalizability, and with only a few flaws
that are well described (and impact on conclusions can be assessed)

«3 35 cases with and without disease

* more limited spectrum of patients, typically reflecting referral bias of university centers (more
severe illness)

« free of other methods flaws that promote interaction between test result and disease determination
« prospective study still required

Studies with several methods flaws

« small sample sizes

* incomplete reporting

« retrospective studies of diagnostic accuracy

Studies with multiple flaws in methods

« no credible reference standard for diagnosis

« test result and determination of final diagnosis not independent

« source of patient cohort could not be determined or was obviously influenced by the test result
(work up bias)

« opinions without substantiating data

Where does an individual study fall in the hierarchy of diagnostic efficacy?

Accurate estimation of the characteristics of adiagnostic test is one of the early stepsin the
assessment of that test. However, a complete assessment requires further research.

Fryback and Thornbury (1991) note that the localized view of the goal of diagnostic
radiology would be that it provide the best images and the most accurate diagnoses possible.
A more globa view recognizes diagnostic radiology as part of alarger system of medical care
whose goal isto treat patients effectively and efficiently. Viewed in thislarger context, even
high-quality images may not contribute to improved care in some instances, and images of
lesser quality may be of great value in others. The point of the systematic view isto examine
the ultimate value or benefit that is derived from any particular diagnostic examination.

Fryback and Thornbury (1991; 1992) present the most recent manifestation of an evolving
hierarchical model for assessing the efficacy of diagnostic imaging procedures. Their model,
with alist of the types of measures which appear in the literature at each level in the
hierarchy, is presented in Table 1. Asnoted above, this assessment has adopted evidence-
based medicine criteria as arequirement for assignment of studies to the “ diagnostic
accuracy” level of the hierarchy.

The table goes from the micro, or local level, a which the concern isthe physical imaging
process itself, to the societa efficacy level. The mode stipulates that for a procedure to be
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efficacious at a higher level in the hierarchy it must be efficacious at the lower levels, but the
reverseis not true; this asymmetry is often lost in research reportsat Levels 1 and 2. Using
thismodel, it is possible to follow the development of a diagnostic technology, and to align
current research efforts with a particular level of development.

The diagnostic efficacy hierarchy is conceptually useful, but has some limitations as a guide
to assessing the quality of individual studies. Judging the validity and generalizability of
studies that address levels of the hierarchy beyond diagnostic accuracy requires additional
criteria, which are discussed in the next section.

C. How strongisthe evidence supporting a causal link between the use of the
technology and improved outcomes of care?

The third analytic framework for the review of the literature will “grade” the available
evidence for the degree to which it supports a causal link between the use of the technology
and improved outcomes (i.e., Levels 4, 5, and 6 of the diagnostic efficacy hierarchy
discussed in the section above). “ Grading” evidence that is gathered in a comprehensive
literature search according to its methodological rigor is an increasingly standard approach to
health care technology assessment (Goodman, 1995).

Cook, et al. (1992) synthesize current thinking on the relative strength associated with the
various study designs; thisthinking is summarized in Table 2.

V1. SYSTEMATIC REVIEW PROTOCOL

The systematic reviews of the diagnostic test literature produced by the MDRC use areview
protocol to guide the assignment of quality and diagnostic efficacy levelsto studies. A typical
protocol follows a defined sequence of steps:

1) Conduct MEDLINE and other database searches; retrieve full text articles that meet screening criteria:
English language articles reporting primary data and published in a peer review journal (not abstracts)
studies® 12 human subjects (not animal studies) with the disease of interest

(sample sized defined by PET Advisory Committee)
studies using the radiopharmaceutical 2-[18F]fluoro-2-p-glucose (FDG)

2) Apply screening criteria to bibliographies of retrieved articles as above, and retrieve additional articles.

3) Review full text articles and assign to level of Fryback and Thornbury (1991) diagnostic efficacy hierarchy.
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Systematic review protocol, cont’d.

4) Assignto technical efficacy level of Fryback and Thornbury diagnostic efficacy hierarchy:

. uncontrolled studies
. feasibility studies
. correlation studies of glucose metabolic rate changes with treatment

Studies whose stated purpose is to define diagnostic accuracy but which report results in a way that measures
of diagnostic accuracy cannot be duplicated or interpreted, or in which some patients entered are not
accounted for, will also be assigned to the technical efficacy level.

5) Assignto diagnostic accuracy efficacy level:

. stated purpose is to define diagnostic accuracy , and clinically useful measures (Se/Sp) provided or
can be calculated

. meets full or modified (case series with internal controls; blinding if image analysis qualitative)
evidence-based medicine criteria

. determines optimal cutpoint from ROC analysis or applies previously determined optimal cutpoint

Caveats will be attached to reports of sensitivity and specificity reported for case series with internal controls
if prevalence of severe disease is high.

6) Assignto diagnostic thinking efficacy level if meets evidence-based medicine criteria for evaluations of
diagnostic tests and:

. numbers of subjects without target disorder 3 numbers of cases with disorder (i.e. pretest probability of
disease » 50%)

. information useful in interpreting test results (i.e. converting pre- test probability of disease to post-test
probability using predictive values or likelihood ratios) is provided or can be calculated from information
in article.

Evidence-based medicine criteria for studies of diagnostic tests

« Clearly identified comparison groups, 3 1 of which is free of the target disorder.

« Either an objective diagnostic standard (e.g. a machine-produced laboratory result) or a contemporary clinical diagnostic standard (e.g.
a venogram for deep venous thrombosis) with demonstrably reproducible criteria for any subjectively interpreted component (e.g., report
of better-than-chance agreement among interpreters).

« interpretation of the test without knowledge of the diagnostic standard resuilt.

« Interpretation of the diagnostic standard without knowledge of the test resullt.
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Systematic review protocol, cont’d.

7) To further refine judgment of methodologic quality, grade diagnostic accuracy or thinking efficacy
studies

Methodologic quality of diagnostic accuracy and diagnostic thinking efficacy studies*

Grade Criteria

A Studies with broad generalizability to a variety of patients and no significant flaws in research methods

« 3 35 patients with disease and 3 35 patients without disease (since such numbers yield 95% Cls whose lower bound
excludes 0.90 if Se = 1)

« patients drawn from a clinically relevant sample (not filtered to include only severe disease) whose clinical symptoms
completely described

« diagnoses defined by an appropriate reference standard

« PET studies technically of high quality and evaluated independently of the reference diagnosis

B Studies with a narrower spectrum of generalizability, and with only a few flaws that are well described (and impact
on conclusions can be assessed)

« 3 35 cases with and without disease

« more limited spectrum of patients, typically reflecting referral bias of university centers (more severe illness)

« free of other methods flaws that promote interaction between test result and disease determination

« prospective study still required

Cc Studies with several methods flaws

« small sample sizes

« incomplete reporting

« retrospective studies of diagnostic accuracy

D Studies with multiple flaws in methods

« no credible reference standard for diagnosis

« test result and determination of final diagnosis not independent

« source of patient cohort could not be determined or was obviously influenced by the test result (work up bias)
« opinions without substantiating data

8) Assignto therapeutic efficacy level if meets evidence-based criteria for evaluations of diagnostic tests

and/or:

. authors discuss how test results did change, or could have changed, treatment for the patients
enrolled in the study

. % of times subsequent procedure avoided due to test results, % of times prospectively stated

therapeutic plans changed post-test documented.
9) Assignto patient outcome efficacy level if patient outcomes with PET are compared to those without
PET in a case-control study, cohort study, or randomized controlled trial and/or:

. change in quality adjusted survival or cost/quality adjusted life year gained documented.

10) Assignto societal efficacy level if both costs (from a societal perspective) and consequences (efficacy,
effectiveness, or utility) determined for both PET and an alternative.

11) Evaluate quality of studies at each efficacy level; conduct meta analyses if appropriate.

12) Articles are excluded from the review if they:

. are duplicated or superseded by subsequent study (at the same level of the hierarchy and with the
same purpose) from the same institution
. contain insufficient information to judge comparability of case and control groups, details of imaging

protocol, whether visual or quantitative analysis of PET data used, or type of PET quantitative data
analysis used.
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Table 1: A Hierarchical Model of Efficacy for Diagnostic Imaging

Level

Typical Measures of Analysis

Comments

1. Technical efficacy

* Resolution of line pairs

* Modulation transfer function
* Gray-scale range

+ Amount of mottle

* Sharpness

* Physical parameters describing technical imaging quality

2. Diagnostic accuracy efficacy

* Yield of abnormal or normal diagnoses in a case series

+ Diagnostic accuracy (% of correct diagnoses in case series)

* Positive or negative predictive value in a case series

« Sensitivity and specificity in a defined clinical setting

* Measures of ROC curve height (d') or area under the curve A,

+ Joint function of images and observer

+ Also a function of clinician who requests diagnostic procedure, since
selection controls specificity of test in clinical practice and sensitivity to
the extent that it varies with the spectrum of disease.

3. Diagnostic thinking efficacy

» Number (%) of cases in series in which image judged “helpful” to making
diagnosis
« Entropy change in differential diagnosis probability distribution

+ Difference in clinicians’ subjectively estimated diagnosis probabilities pre-

to posttest information
+ Empirical subjective log-likelihood ratio for test positive and negative in a
case series

* Inducing change in clinicians’ diagnostic thinking is necessary prerequisite
to impact on patients

+ Clinicians may value results which reassure them, but which do not change
treatment decisions

+ Empirical methods to measure change in pretest diagnostic probabilities
assumed by clinicians are probably best for determining the absence of
diagnostic thinking efficacy, rather than estimating the magnitude of
change in diagnostic thinking due to imaging information

+ Imaging examination result may influence clinician’s diagnostic thinking, but
have no impact on patient treatment

MTA94-001-02
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Level

Typical Measures of Analysis

Comments

4. Therapeutic efficacy

* Number (%) of times images judged helpful in planning management of the
patient in a case series

* % of times medical procedure avoided due to image information

* % of times therapy planned pretest changed after imaging information
was obtained (retrospectively inferred from patient records)

* % of times clinicians’ prospectively stated therapeutic choices changed
after test information

* In situations where RCTs of decision making with and without the imaging
information cannot be performed ethically or because of the momentum for
using a particular procedure, asking Level 4 questions may be only efficacy
study possible

« Integrating negative information about a test from Level 3 and 4 studies
may help to direct clinical use away from imaging tests that are not useful,
or have been supplanted by other tests

5. Patient outcome efficacy

* % of patients improved with test compared with no test
+ Morbidity (or procedures) avoided with test

+ Change in quality-adjusted life expectancy

+ Expected value of test information in QALYS

+ Cost per QALY saved with imaging information

« Definitive answer re efficacy with respect to patient outcome requires
RCT (involving withholding test from some patients)

+ RCTs may be associated with formidable statistical, empirical, and ethical
problems and are justified only in carefully selected situations

+ Weaker evidence may be derived from case control studies or case series
* Independent contribution of imaging to patient outcome may be small,
requiring very large sample sizes

+ Decision analytic approach can be alternative to RCT, but the analyses may
suffer from the same biases as their secondary data sources

+ Decision analyses can highlight critical pieces of information and guide
future studies

6. Societal efficacy

+ Cost-benefit analysis from societal viewpoint
+ Cost-effectiveness analysis from societal viewpoint
« Cost-utility analysis from societal viewpoint

+ Economic evaluations of evolving technologies do not provide definitive
answers, since values and judgments play a significant role in interpretation
of results

« Cost-utility analyses imply at least Level 5 efficacy data or models

Adapted from Fryback and Thornbury, 1991

Abbreviations:

RCT, randomized clinical trial

ROC, receiver operating characteristic
QALY, quality adjusted life year
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Table 2: Judging the quality of individual studies:
Classifications of study designs and levels of evidence
(when high quality meta analyses/overviews are not available)

Level Description

| Randomized trials with low false-positive (alpha) and low false-negative (beta)
errors (high power)

* positive trial with statistically significant treatment effect (low alpha error)

* negative trial that was large enough to exclude the possibility of a clinically important benefit (low
beta error/high power; i.e. had a narrow confidence interval around the treatment effect, the lower
end of which was greater than the minimum clinically important benefit)

* meta analysis can be used to generate a pooled estimate of treatment efficacy across all high
quality, relevant studies and can reveal any inconsistencies in results

I Randomized trials with high false-positive (alpha) and/or high false negative
(beta) errors (low power)

« trial with interesting positive trend that is not statistically significant (high alpha error)

* negative trial but possibility of a clinically important benefit (high beta error/low power; i.e. very wide
confidence intervals around the treatment effect)

» small positive trials with wide confidence intervals around the treatment effect, making it difficult to
judge the magnitude of the effect

« when Level Il studies are pooled (through quantitative meta analysis), the aggregate effects may
provide Level | evidence

11 Nonrandomized concurrent cohort comparisons between contemporaneous
patients who did and did not (through refusal, noncompliance, contraindication,
local practice, oversight, etc.) receive treatment

« results subject to biases
« Level lll data can be subjected to meta analysis, but the result would not shift these data to another
Level, and is not usually recommended

v Nonrandomized historical cohort comparison between current patients who did
receive treatment (as a result of local policy) and former patients (from the same
institution or from the literature) who did not (since at another time or in another
institution different treatment policies prevailed).

« results subject to biases, including those that result from inappropriate comparisons over time and
space

\% Case series without control subjects

« may contain useful information about clinical course and prognosis but can only hint at efficacy

Source: Cook, et al., 1992
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SECTION VIII. GLOSSARY
*note: words in italics have been defined el sewhere in the glossary

Accuracy: theproportion of all test results (both positive and negative) that are correct; results
close to the true measure of the biologic phenomenon; accuracy depends on the validity and
precision of the study.

Alpha: false-positiveerror; also Typel error.

Bayes' Theorem (Bayesian analysis): amathematical model used to calcul ate post-test
probabilities for diagnostic tests and procedures (i.e., pre-test probability of disease X likelihood
ratio for the diagnostic test result = post-test probability of disease); aso expressed in terms of the
odds of disease before knowing the symptom and after knowing the symptom; commonly applied
to clinical decision analysisto estimate the probability of a diagnosis given some symptom or test
result (i.e., post-test probability).

Beta: false-negative error; see also Typell error.

Bias: atype of systematic error; any effect at a stage of investigation or inference tending to
produce results that depart systematically from the true values.

Case: aperson in the study group who has the disease or characteristic of interest.

Case-control study: atype of retrospective, nonexperimental study design especially useful for
studies of rare diseases whereby first the cases and a similar referent sample without the disease
(i.e., "controls") areidentified by census, after which the researcher looks back in time to
determine the frequency of exposure to the risk factor(s) of interest.

Case-mix: features of astudy population that increase the risk of abad outcome or influence the
choice of treatment (e.g., severity of disease, coexisting conditions); such features must be taken
into account when assessing treatment outcomes.

Case series: atype of nonexperimental study design in which an investigator reports a group or
series of caseswith the characteristic of interest; although among the most common, it represents
the weakest of studies designed to establish causation.

Chance: something that happens unpredictably without intervention.

Clinical pathway: amultidisciplinary set of guidelines and outcome targets for managing the
overall care of a particular patient or patient group; often used as amethod of quality assurance and
a cost-reduction strategy for patients in particular diagnostic-related groups.

Clinical practice guidelines: asystematically developed set of parameters for one or more
specific clinica circumstances used to assist practitioners in health care decision making.

Clinical significance: the effect that atechnology or intervention has which is meaningful to
patients and/or health care providers, however, it may or may not have statistical significance.

Cochrane Center (in San Antonio): part of the Cochrane Collaboration funded by VA
HSR& D Service through the MDRC Technology Assessment Programto provide an information
clearinghouse for all U.S. Cochrane Collaboration participants and anyone interested in obtaining
information about the Collaboration; its focus includes devel opment and coordination of training
programs for those preparing and maintaining systematic reviews, and building a database of trials
in hypertension trestment.
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Cochrance Collaboration: an international, non-profit endeavor that amsto prepare,
maintain, and disseminate systematic reviews of health care comprising Centers, Reviews Groups,
Fields, Method Groups, and a Consumer Network; the Centers support and facilitate the work of
the Collaboration.

Cohort study: follow-up or longitudinal study; a prospective, nonexperimental study in which
adefined subset of the population isfollowed for a defined period to compare the outcomesin a
group of patients that received an exposure or intervention to asimilar group that did not receive
the exposure or intervention; aweaker study design than arandomized clinical trial used to
establish acasud link between the intervention and outcome of interest, but may be the most
feasible approach to answer the questions of interest.

Confounding: distortion of the effect of an exposure on risk resulting from a confounding
variable.

Confounding variable: afactor that isunequally distributed among the exposed and
unexposed and independently affects the risk of developing the disease; "confounder.”

Control group: referent group; agroup of study subjectsto which the effects of an intervention
given to the treatment group is compared and who, with the exception of the intervention, resemble
the treatment group as closely as possible.

Continuous variable: quantitative data that may take on fractional values (e.g., height, weight,
serum cholesterol).

Correlation coefficient: anumeric measure between -1 and 1 expressing the observed linear
association between two variables; expressed asr, the value r=0 indicates a nonlinear relationship
between the two variables.

Cost-benefit analysis: an economic analysis which expresses the outcome of interest (or the
benefit) in terms of currency (e.g., lossin net earnings due to death or disability).

Cost-effectiveness analysis: an economic anaysis which compares the outcome of decision
optionsin terms of their monetary cost per unit of health outcome achieved; health outcomes are
measured in terms of health status.

Cost-utility analysis: aneconomic analysis which incorporates relative social value or
preferences into the health outcome considered: often expressed as a monetary cost per "quality-
adjusted life year."

Decision analysis: asystematic quantitative approach used to assess the relative value of one or
more clinical approaches; often expressed graphically in the form of adecision tree.

Diagnosis: the process of determining one's health status and the factors responsible for
producing it.

Diagnostic accuracy: acharacteristic of diagnostic test efficacy describing the proportion of all
test results that are correct.

Diagnostic impact: acharacteristic of diagnostic test efficacy describing the effect of test results
on diagnosis (i.e., the change from pretest probability to posttest probability); may not necessarily
affect treatment decisions.
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Diagnostic test efficacy: theimpact and usefulness of a diagnostic test expressed in terms of
itstechnical properties, diagnostic accuracy, or itsimpact ondiagnos's, therapy, patient outcome,
or society.

Effect: also effect size; see Treatment effect.

Effectiveness: the extent to which a specific intervention, procedure, regimen, or service does
what it isintended to do under genera conditions, rather than controlled conditions.

Efficacy: the extent to which a specific intervention, procedure, regimen, or service provide a
beneficia result under controlled conditions.

Endpoint: outcomeof interest.

Evidence-based approach: the systematic location and critical appraisal of published research
and other available literature.

Evidence-Based Clinical Practice (EBCP): anemerging clinica disciplinein which the
best available evidence for research about diagnosis, prognosis, therapy, and other clinical and
health issuesis applied to decisions in health care.

Evidence table: asummary display of selected characteristics of studies of a particular issue of
interest.

Experimental study: atype of epidemiological study design in which the exposure or
intervention of interest is assigned to study subjects by the investigator often in arandomized
manner (e.g., randomized clinical trials) to reduce confounding; in evidence-based terms, this type
of study provides stronger evidence supporting a casual link between the intervention and
outcome(s) of interest.

False negative: "Typell" or "Beta" error; atype of misclassification in which the diseaseis
present but the test result is negative.

False positive: "Typel" or "alpha" error; atype of misclassification in which the diseaseis
absent but the test result is positive.

FTEE: Full Time Equivalent Employee.
FY: Fiscal Year; VA'sfiscal year begins October 1 and ends September 30.

Generalizability: the degree to which the inferences drawn from the study extend beyond the
study sample; external validity.

Gold standard: referencetest or criterion used to define the disease; the test to which the
usefulness of the new test is compared.

Gray literature: "fugitive" literature; research reports not found in traditional peer-reviewed
publications.

Health Service Research: theinterdisciplinary study of the structures and processes through
which personal health care services are organized, financed, delivered, and used.
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HSR& D: Hedth Services Research & Development Service: a service within the Office of
Research and Development, Veterans Health Administration, which examines how the

organi zation, financing and management of health care affects treatment access, quality, cost, and
outcome.

Historical control: group of study subjects who were not exposed to the variable of interest
and who were observed at a different time period from the treatment group; the use of historical
controls may affect the internal validity of a study.

Hypothesis testing: ameans of interpreting the results of aclinical trial to determine whether
an observed treatment effect could have occurred due to chance alone, given that a specified
hypothesis were true; typically used to determine whether the null hypothesis can be rejected.

Incidence: the number of events (or outcomes of interest) occurring during a specified time
period.

Kappa statistic: ameasure of the degree of agreement that occurs between the diagnostic test
and the gold standard over and above that which would have occurred by chance aone; can be
used as a measure of test accuracy when there are more than two categories of test results.

Likelihood ratio: amethod of expressing the diagnostic accuracy of complex imaging tests (or
for revising the pre-test probability); theratio of the probability of finding a particular image feature
in patients with disease to the probability of finding the identical image feature in patients without
the disease; this method allows for a comparison of the diagnostic value of various features.

Literaturereview: anoverview or summary of research findings found in the literature; may
range from unstructured and qualitative review to those more structured and systematic such as
meta-analyses.

M anagement Decision and Research Center (MDRC): aprogram within HSR& D
Service whose mission is to enhance the delivery of the highest quality health care by coupling the
dynamic fields of health services research and management research and integrating these for
managers and policymakers.

MDRC Technology Assessment Program: aprogram within the MDRC whose missionis
to help VA researchers and managers make informed decisions about the acquisition and use of
new medical technologies using an evidence-based approach.

Mean: measure of central tendency describing the average value of agroup.

Median: the middle; measure of central tendency that divides a group into the lower half and
upper half.

Medical technology: thedrugs, devices, and medical and surgical procedures used in health
care, and the organizational and supportive systems within which such care is delivered.

MEDLARS: Medical Literature Analysis and Retrieval System comprising about 40 computer
databases managed by the Nationa Library of Medicine.

MEDLINE: one of the most popular MEDLARS databases comprising bibliographic citations
published since 1966 from about 3,700 health and biomedical journals.

MeSH: Medica Subject Headings, control vocabulary used in MEDLARS databases.
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M eta-analyses. methods used to systematically identify, review, and statistically combine data
from clinical studiesto summarize the available evidence; particularly useful in summarizing prior
research when individual studies are small, and they are individually too small toyield avalid
conclusion.

Misclassification: the erroneous classification of anindividual, avalue, or an attribute into a
category other than that to which it should be assigned.

Morbidity: any departure, subjective or objective, from a state of physiological or psychological
well-being.

Mortality rate: the proportion of a population who die of a particular cause, usually expressed
within atime interval of one year (i.e., death rate).

Moving target: term used to describe atechnology that has rapidly changing properties.
Multiple regression: seeregressionanalyss.

Negative Predictive Value: the proportion of those who test negatively who really do not
have the disease.

Nonexperimental study: "observationa study"; atype of epidemiological study that is based
on existing exposure conditions without investigator intervention; this type of study is commonly
used, but provides weaker evidence of a casual link between the intervention and outcome(s) of
interest.

Null hypotheses: astatement used in hypothesis testing which says that the results observed in
astudy do not differ from what might have occurred as aresult of chance alone; the intervention of
interest has no effect upon the outcome studied.

Observational study: seenonexperimental study.

Odds: theratio of the probability of occurrence of an event to that of nonoccurrence.

Outcome: theend result of health care that may stem from exposure to a casual factor, or from
preventive or therapeutic interventions;, may aso include social and psychological function, patient
attitude, health-related knowledge acquired by the patient, and health-related behavioral change.

Outlier: an observation differing so widely from the rest of the data as to lead one to suspect that
agross error may have been committed.

P value: astatement of the probability that the difference observed could have occurred by
chance, reflecting the satistical significance of the result.

Patient selection bias: error due to systematic differences between those who are included in
the study and those who are not; may affect external validity of a study.

Peer review (process): aprocess by which manuscripts are submitted to health, biomedical,
other scientifically oriented journals, and other publications are evaluated by appropriate expertsto
determine whether the manuscript is of adequate quality for publication.

Positive Predictive Value: the proportion of those who test positively who realy have the
disease.
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Post-test probability of disease: "posterior probability”; the probability of disease given the
symptom.

Power : the probability of rejecting anull hypothesiswhen the null hypothesisisindeed fase; the
relative frequency with which atrue difference of specified size between the comparison groups
would be detected by the intervention or test of interest; expressed as 1- (the probability of a Type
I1) or (1-Beta).

Precision: thereproducibility of the study result, give similar circumstances, affected by patient
and laboratory conditions, interobserver variation, and intraobserver variation.

Pre-test probability of disease: "prior probability”; the overall probability of disease among
the population before knowing of the presence or absence of the symptom.

Prevalence: the number of instances of a given disease or occurrence in agiven population at a
specific point in time.

Prospective study: seecohort study.

PTF (Patient Treatment File): VA database that collects and maintains patient information,
beneficiary classification and clinical information relative to diagnostic, surgical and trestment
procedures.

Publication bias: an editorial preference for publishing particular findings, most notably
studies demonstrating positive results over those which are negative.

Quality of life: amultidimensional construct denoting awide range of capabilities, limitations,
symptoms, and psychological characteristics that describe an individual's ability to function and
derive satisfaction from avariety of roles.

Randomized Clinical Trial: anexperimental study designinwhich éigible patients are
randomly assigned to one or more treatment groups and a control group, and outcomes followed,;
the strongest of studies designed to establish causation.

ROC (Receiver Operating Characteristic) Curve: agraphic meansfor assessing the
ability of atest to discriminate between diseased and nondiseased subjects; can be used to
determine the optimal cut-off for a particular test or to compare accuracy of two diagnostic tests.

Registry: asystem of ongoing registration for compiling data concerning all cases of a particular
disease or other health-relevant conditionsin a defined population such that the cases can be related
to a population base.

Regression analysis: an approach that uses the best mathematical model (e.g., linear, logistic)
to describe or predict the effect of an independent variable " X" on dependent variable"Y",;
"multiple” regression involves estimating the effect of several independent variables on the
dependent variable.

Relative Risk: ameasure that describes the strength of the association between exposure and
disease occurrence; the ratio of the occurrence of disease in the exposed to the occurrence of
disease in the unexposed.

Reproducibility: seeprecison.

Resolution: the ability of an imaging device to distinguish two objects that are separate in either
physical distance (spatia resolution) or in composition (contrast resolution).
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Sample size: thetota number of subjectsin a study; including both treatment and control
groups.

Sensitivity: the proportion of people with the disease who test positively.

Sensitive analysis: using arange of estimates of key variablesin recalculations of a
mathematical model or analysis to determine if changes in these estimates change the results of the
analysis.

Series. seecaseseries.
Specificity: the proportion of people without the disease who test negatively.

Staging: the classification of the severity of adisease in distinct stages on the basis of established
signs and symptométic criteria.

Statistical power: seepower

Statistical significance: aconclusion determined by a satistical test that demonstrates whether
atechnology or intervention has atrue effect on outcome over and above that which would have
occurred by chance; it does not provide information about the magnitude of the effect, nor isit
sufficient to demonstrate clinical significance of the technology or intervention on patient outcome.

Statistical test: adtatistic (i.e., amathematical formula or function) used to determine atistical
significance by comparing the difference in outcomes of the comparison groups,; examples are the
F, t, Z, and chi-square tests.

Study base: the study population of interest observed over a specified period of time.

Systematic review: an overview prepared and appraised according to uniform, scientific
principles, and which provide the highest level of evidence available; ameta-analysisis atype of
systematic review which employs statistical methods for combining trials.

Technology: thedrugs, devices, and medical and surgical procedures used in health care, and
the organizational and supportive systems within which such care is delivered (Office of
Technology Assessment, 1978).

Technology Assessment: any process of examine and reporting properties of a medical
technology used in health care, such as safety, efficacy, feasibility, and indications for use, cost,
and cost-effectiveness, as well as social, economic, and ethical consegquences, whether intended or
unintended; its purpose is to support technology-related policy making in health care.

Therapeutic impact: acharacteristic of diagnostic test efficacy that describes the effect of a
diagnostic test on therapeutic choices.

Typel error: "Alpha"; seefalse-positiveerror.
Typell error: "Beta"; seefalse-negative error.

Validity: the degree to which the inference drawn from a study sample extends beyond that study
sample; based on internal validity (the index and comparison groups are selected and compared in
such amanner that the observed differences between them may be attributed only to the exposure
being studied) and external validity (generalizability of the resultsto atarget population beyond the
study population).
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PET asa Diagnostic Test in
Head and Neck Cancer

Author: Karen Flynn, D.D.S., M.S., Manager, MDRC Technology Assessment Program
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Appendix 3

Systematic Review:
PET as a Diagnostic Test in Head and Neck Cancer

The final literature database searches for the systematic reviews were performed
on September 10, 1996; the assessment represents peer-reviewed literature
published and indexed as of that date.

This Appendix to the PET assessment presents the results of the systematic review of PET in head
and neck cancer. A genera rationale for the use of PET in oncology is supplied by Hawkins, et al.
(1994) and Hoh, et al. (1994):

. many forms of cancer characteristically perturb tissue biochemical and physiological
processes and PET imaging can be expected to detect the resulting abnormalities,

. reliance on tumor histology and anatomy limits the oncologist’ s tools for selecting
optimal treatment;

. the ability to monitor metabolic responses to treatment could allow the early re-direction
of therapy in patients who fail to respond to the first attempt at radiation or
chemotherapy.

These and other authors (e.g., Price and Jones, 1995) report that PET studiesin cancer are
emerging as amajor focus of the technology, both in basic research and in clinical investigations.
Information gathered by the MDRC Technology Assessment Program from VA PET facilities
corroborates that perception (see Appendix 9: Experience With PET in VHA).

Fluorine-18-fluorodeoxyglucose (FDG) is the most commonly employed radiopharmaceutical in
PET cancer studies. Many neoplasms have high glycolytic rates, resulting in intracellularly trapped
phosphorylated FDG that can be imaged with PET. Hawkins, et a. (1994), note that tumor-
specific biochemical characteristics of glucose transport and phosphorylation may affect
quantitative estimates of tumor glucose metabolism with FDG PET, and that investigations are
under way to define these characteristics. However, these uncertainties may be of less concern
with qualitative or semiquantitative FDG PET cancer studies because the primary intent of such
studiesis to detect and map tumor foci, not to rigorously quantify tumor glycolytic rates.

In some instances, PET imaging techniques have been modified to meet the needs of cancer
diagnosis. Most PET systems allow axial fields of view (the length of the body encompassed by a
series of cross sectional images) of approximately 10 cm. Cancer is frequently distributed beyond
thisfield of view, and whole body image acquisition procedures have been developed (Hoh, et al.,
1993). Sinceitisimpractical to apply standard transmission scanning attenuation correction
methods to these procedures, whole body PET imaging is primarily useful as a qualitative indicator
of disease distribution.
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Nieweg (1994) and Price and Jones (1995) define a number of potentia applicationsfor PET in
oncology. Theseinclude:

tumor detection (although PET images offer insufficient structural detail and should not
be used to visualize anatomy; registration techniques to combine PET and anatomic
imaging into a singleimage are under development to circumvent this limitation);

staging (particularly using whole-body imaging methods) although thereis alower limit
to the size of metastases that can be detected by PET;

detection of local recurrence of disease, since anatomically-based imaging is often
limited by the effects of treatment;

prediction of tumor response to chemotherapy;

trestment monitoring.
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BACKGROUND

A. General sources

Thisoverview isbased on Vokes, et a. (1993), and on information distributed by the
National Cancer Institute (NCI) through its on-line Physician Data Query (PDQ) system
(accessed in September, 1996). Additional sources are cited in the text and included in the
“References’ section.

B. Description

This report will define head and neck cancer as the common squamous-cell carcinomas of the
oral cavity, nasal cavity and paranasal sinuses, pharynx, and larynx. Skin, brain, ocular,
thyroid, and salivary gland tumors and the rare tumors of other histopathologic types
(sarcomas and lymphomas) that can have primary sitesin the head and neck will not be
discussed.

C. Epidemiology

Approximately 41,000 incident cases of head and neck cancer (3% of incident cases of all
types of cancer), and 12,500 deaths (2% of all cancer related deaths) attributable to head and
neck cancer are estimated for the United Statesin 1996 (American Cancer Society, 1996).
Within the Veterans Health Administration, malignant neoplasms of thelip, ord cavity, and
pharynx (but not larynx) accounted for atotal of 3,361 hospital patients discharged (0.4% of
all patients discharged within the system), with an average length of stay of 21.3 days, in
fiscal year 1994 (Annual Report of the Secretary of Veterans Affairs, 1994).

Both incidence and mortality rates for head and neck cancer are substantially higher among
men than among women (Spitz, 1994). Spitz (1994) reports that the incidence of oral and
pharyngeal cancers decreased in white men of all agesfrom 1973 to 1989. However, there
have been significant increasesin incidence among black men; the incidence rates among
black men is nearly double that of white men for those younger than 65 years, as are
mortality rates.

The most important risk factors for all head and neck cancers are tobacco and excess a cohol
use. Additional exposures that have been found to be associated with head and neck cancer
include marijuana, occupational exposures (nickel refining, woodworking, the textile
industry), and some viruses (particularly Epstein-Barr virus for nasopharyngeal cancer).
Although sporadic cases of head and neck cancer occur in young adults and nonusers of
tobacco and acohol, most cases occur in males over 50 years of age with these risk factors.

D. Diagnosis

Mucosal surfaces in the upper aerodigestive tract, lungs, and esophagus are exposed to the
same carcinogens, and multiple anatomic sites may be at risk for the simultaneous or
sequentia development of dysplastic and malignant lesions (“large field carcinogenesis’).
Accordingly, thereis a high incidence (in some reports as high as 25 to 30%) of synchronous
(occurring at the same time) and metachronous (occurring later in time) second primary
cancersin the head and neck, lung, and esophagus. Diagnostic, staging, and follow-up
procedures are designed to monitor patients for second primaries as well asfor the extent of
the first tumor.
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The signs and symptoms of head and neck cancer vary with the primary site and the stage of
disease. Patientswith early stage cancer may have only vague, nonspecific symptoms, and
diagnosis requires a high index of suspicion among primary care physicians, oral surgeons,
and general dentists. Higher stage disease is associated with increasingly severe symptoms at
presentation. Some patients present with enlarged cervical lymph nodes but without an
apparent primary mucosal surface tumor.

Initial diagnosis of head and neck cancer is based on physical examination, biopsy, indirect
laryngoscopy or examination with aflexible fiberoptic nasopharyngoscope, radiologic
evaluation (computed tomography or magnetic resonance imaging), and endoscopic
examination (direct laryngoscopy, esophagoscopy, and bronchoscopy) with the patient under
anaesthesia. Neither aliver-spleen scan nor a bone scan are generally felt to be of significant
diagnostic value.

E. Staging, treatment, and survival

The TNM (tumor, node, metastasis, illustrated below) staging system integrates al clinical
and imaging information, including the size of the primary lesion, involvement of adjacent
structures and lymph nodes, and distant metastases. Asin all malignancies, the stage of
disease at diagnosisis a primary prognostic factor, with lower stage, locally confined disease
associated with a higher probability of cure after treatment and longer survival than higher
stage disease.

Table 1: Head and Neck Cancer TNM Staging System

No Np N2.3
Ty | Roman numerals represent stages
Ts I All M; tumors are stage IV
Ts ‘ 0 ‘
Ts ‘ W,

T stages are separately defined for each anatomic region.
No-N3 indicate a range of cervical lymph node involvement, from clinically negative to nodes > 6 cm.

Mo indicates the absence of metastatic disease at distant sites; M, indicates its presence.

Approximately one-third of patients with head and neck cancer have lower stage, confined
disease at diagnosis; most of the remaining patients have locally or regionally advanced
disease (including spread to lymph nodesin the neck). Head and neck cancer which has
already metastasized widely (e.g., to brain, lung, bone, or liver) at the time of presentation is
less frequent. Standard therapy accordingly emphasizes|ocal and regional approaches
(surgery, radiation therapy, or both) with curative intent. With the exception of laryngeal
cancer (for which induction chemotherapy may be used with radiation in an attempt to
circumvent the need for laryngectomy), chemotherapy is generally accepted as standard
therapy only for patients with recurrent or metastatic disease. In such patients, the intent of
chemotherapy is palliative, rather than curative.
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Table 2 Head and Neck Cancer: Stage of Disease, Standard Therapy, and Survival by Primary Site
Primary Site Stage of Disease Standard Therapy 5 Year Survival (3 year where noted)
All head and neck primary tumors | Surgery or radiation > 80%
Il Surgery or radiation > 60%
Il or IV Extensive surgery (including neck dissection) followed by radiation < 30%
Inoperable, Il or IV Radiation alone, sometimes followed by surgery 2-25%
Nasal cavity/paranasal sinuses | Surgery and radiation 60-70%
Il Surgery and radiation 60-70%
I Surgery and radiation 25-35%
\ Surgery and radiation 10-25%
Nasopharynx | Radiation 65-95%
Il Radiation 50-65%
I Radiation, followed by neck dissection as indicated 30-60%
v Radiation; neck dissection for recurrent or persistent nodes 5-50%
Oral cavity | Surgery or radiation, depending on anticipated functional result 70-90%
1] Surgery or radiation, depending on anticipated functional result 50-80%
I Surgery and/or radiation, depending on site 25-35%
v Surgery or radiation, depending on size and site of lesion < 25%
Oropharynx | Surgery or radiation 60-100%, depending on site
Il Surgery or radiation 50-100%, depending on site
1] Surgery with post-operative radiation 20-30%, depending on site
v Surgery with post-operative radiation 14-20%, depending on site
Hypopharynx | Laryngopharyngectomy, occasionally with post-operative radiation 50-80%
1] Laryngopharyngectomy, occasionally with post-operative radiation 50-60%
1] Surgery with post-operative radiation 30-50%
\ Surgery with post-operative radiation 15-25%
Larynx | Radiation 96-98%
Il Radiation 80-94%
1] Radiation; laryngectomy if persistent disease after radiation 3-year, 45-75%
\ Total laryngectomy and followed by radiation 3-year, 10-35%
Metastatic squamous neck cancer with occult Appropriate evaluation for primary in upper aerodigestive tract,
primary esophagus, lung or genitourinary tract
3-year survival:
N1 Radiation or neck dissection 40-50%
N2 Radiation or neck dissection 25-30%
N3 Radiation or neck dissection 10-15%

Metastatic/recurrent disease, any primary site

Most treatment failures occur at site of
original primary.

Metastatic disease = IV

Surgery or radiation as feasible and dependant on first line treatment
received

Chemotherapy with palliative intent;
further investigation into quality of life during chemotherapy needed.

Response lasts median 3-6 months; 40%
of patients who receive combination

chemotherapy alive at 9 months
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Table 2 presents information on stage of disease at diagnosis, standard therapy, and survival.
The NCI notesthat thereis a paucity of well-designed, controlled prospective studies
comparing treatment modalities in patients with head and neck cancer, making it difficult to
unequivocally state the ideal therapy for a specific Site or stage of cancer originating in this
anatomic area. The preferred treatment generally will depend on the skills of the treating
physician, the needs of the patient, and a determination of the trestment which will cause the
least functional disability. Ongoing clinical investigations for cancers at most sitesin the head
and neck focus on the addition of chemotherapy to surgery and radiation for local or
regionally advanced disease in an attempt to reduce the need for surgical intervention and to
Improve cure and survival rates.

Since head and neck cancer is strongly associated with tobacco and alcohol use, many
patients also have chronic heart, lung, and liver diseases. These comorbid conditions account
for approximately 30% of deaths among patients with head and neck cancer. All of these
tumors present complex medical, surgical, psychosocial, and rehabilitative problems, which
frequently are managed by multidisciplinary groups including head and neck surgeons,
radiation oncologists, medical oncologists, speech pathologists, nutritionists, dentists,

pathol ogists, and diagnostic radiologists. Therapy for head and neck cancer inevitably has
significant, sometimes profound, side effects, and even patients who are cured are often
disfigured, lose their ability to speak and eat normally, and suffer the psychological morbidity
associated with these disabilities.

F. Potential rolesfor PET

Diagnostic tests have an impact at several pointsin theinitial work up and trestment of a
patient with head and neck cancer. These include:

. initial diagnosisin the symptomatic patient, the patient with clinical signs of
malignancy, or the patient with unexplained cervical lymphadenopathy [which occursin
3% to 9% of patients with cancer of the head and neck (de Braud and Al-Sarraf,
1993)];

. decision making regarding specifics of treatment (in head and neck cancer patients a
significant question is whether to enhance strictly local treatment at the primary site to
include treatment of microscopic metastasesto the cervical lymph nodesin aclinicaly
negative neck);

. monitoring the results of treatment;

. post-treatment surveillance to define disease recurrence at the original primary site, or to
define metastatic spread of disease.

Ballet, et a. (1992) note that CT and MRI have significantly improved the detection of occult
cervical metastases in patients with head and neck cancer. Improved detection in turn has
resulted in improved management of patients at high risk of cervical metastases (e.g., tumors
of the base of the tongue, supraglottic larynx, and pyriform sinus). However, further
Improvements in the points at which imaging could impact patient management noted in the
list above are still sought. Evauation of head and neck tumors after surgery and/or radiation
therapy can be complicated by the effects of treatment, making anatomically-based post-
treatment imaging studies difficult to interpret (Chaiken, et a., 1993). Surgery inevitably
results in deviations from normal anatomy, and radiation therapy can be associated with loss
of tissue planes, edema, and residual masses. In this context, the information supplied by
FDG PET on glucose metabolism in head and neck tumors could be clinically useful.
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Theresults of FDG PET imaging in patients with head and neck cancer were first published
by Bailet, et al., (1992) from the UCLA School of Medicine and its affiliated hospitals,
including the West Los Angeles Veterans Administration Medical Center. Thisand
subsequent studies indicated that FDG PET imaging of primary tumors and related cervical
lymph node metastases and assessing tumor response to therapy was feasible. Thetable
below summarizes the qualitative review by Mancuso, et a. (1994), of theinitial experience

at UCLA:

Potential Benefit of FDG PET Currently Available Data Suggest...

identification of primary site in patients with cervical PET appears to be able to reliably detect primaries

lymphadenopathy of unknown origin, allowing for more (including submucosal) of 1.0 cm and greater diameter;

timelyfocused treatment of the primary. unpublished data indicate that PET can detect up to 50%
of Inapparent primaries, compared to 15-20% with CT
or MRI.

Second, synchronous primaries may be detected.

Detection of subclinical cervical lymph node metastases, PET is limited in its ability to detect cervical lymph node

allowing more informed decisions re observation vs treatment in metastases. Since FDG uptake is probably proportional

patients otherwise at low risk of cervical spread. to the number of cells in a metastatic lesion,

microscopic hodal deposits are likely to produce false
negative results. Reactive, metabolically hyperactive
nodes may produce false positive results.

No anatomic or physiologic study (including PET) is
likely, in the near future, to detect microscopic disease
accurately enough to make it the sole determinant of
treatment of the neck.

Earlier detection of persistent or recurrent tumor, allowing more It remains unknown whether PET will allow an earlier
prompt salvage therapy. definition of treatment failure than CT or MRI. Further
studies with longer follow up are needed, as are studies
to define high-risk patients who would benefit from
intensive post-treatment surveillance.

Optimal post-treatment surveillance protocols remain
undefined; no surveillance protocols have been
demonstrated to be associated with improved survival.

Source: Mancuso, et al., 1994

II. RESULTS

Twenty-three articles were selected from the MEDLINE and other database searches and from the
bibliographies of initialy retrieved articles as meeting the screening criteria. After review, 9 (39%)
were found to meet the criteriafor assignment to the following levels of the diagnostic efficacy
hierarchy (Fryback and Thornbury, 1991; Appendix 2: Assessing Diagnostic Technologies): 4
met the definition of technical efficacy; 4 met some of the evidence-based criteriafor diagnostic test
evaluations (Table 4), and one additional study met some of the evidence-based criteriawhile
comparing PET to MRI and made an attempt to extrapolate findings to therapeutic efficacy (Table
5). Table 3 summarizes cross-study findings on PET and aternative technologies.

All currently available data on the use of PET in patients with head and neck cancer are based on
case series studies, which provide Level V (i.e., the weakest) evidence of any association between
the use of atechnology and improved patient outcomes. Some studies, however, have internal
controls for subsets of head and neck cancer patients (e.g., patients with and without cervical node
involvement).
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Studies classified at the “technical efficacy” level of the diagnostic efficacy hierarchy (Fryback and
Thornbury,1991) are listed in Section V11, below. The definition of technical efficacy was
expanded to include studies that were not designed to assess diagnostic accuracy or that did not
meet the evidence-based criteriafor diagnostic accuracy. These studies did provide information
necessary to subsequent diagnostic efficacy studies. Data abstraction tables for technical efficacy
studies are on file with the MDRC Technology Assessment Program.

Table 4 abstracts data from the studies that assessed the diagnostic accuracy of PET for certain
applications in head and neck cancer; these studies also compared PET directly to other imaging
technologies. The diagnostic accuracy data reported in Table 4 apply only to detection of cervical
lymph nodes and distinguishing recurrent disease from treatment artifacts. The studiesin Table 4
did not include control groups without head and neck cancer or with diseases that need to be
distinguished from head and neck cancer, and accordingly did not meet evidence-based medicine
criteriafor diagnosing primary disease. Table 5 abstracts data from the one retrospective,
hypothetical therapeutic efficacy study. The MDRC Technology Assessment Program was unable
to locate any studies using PET in head and neck cancer at the patient outcome or societal levels of
the diagnostic efficacy hierarchy.

Methodol ogic and sample size limitations of the studies of PET in head and neck cancer argue for
caution in interpreting the sengitivity and specificity reported in Tables4 and 5. Only one of the
studiesin Table 4 (Lapela, et a., 1995) blinded image interpreters. It was decided that meta
analyses of the diagnostic accuracy studies would not yield further insightsinto PET’ s usefulness
as adiagnostic test, due to the potential for significant bias in the design of these studies.
Qualitative results, organized by the potential role of PET in the management of head and neck
cancer, are:

A. Detecting unknown primariesin patients who present with metastatic cervical
nodes

The MDRC Technology Assessment Program was unable to locate any PET studies that met
evidence-based criteriafor diagnosis of unknown primaries.

B. Detecting primary disease

The MDRC Technology Assessment Program was unable to locate any PET studies that met
evidence-based medicine criteriafor diagnosis of primary disease.

C. Detecting cervical metastases

A number of studies partially met evidence-based medicine criteriafor diagnostic test
evaluations. One study (Benchaou, et a., 1996) met all evidence-based criteriaand received
agood methodologic quality score. These studies suggest that PET is somewhat limited in its
ability to detect subclinical cervical node metastases. ahigh rate of false positivesfor cervical
nodes is associated with PET in the studiesin Table 4, and is attributed to the metabolic
activity of reactive lymph nodes. The available evidence suggests that PET does not perform
substantially better in this setting than do MRI, CT, or ultrasound-guided fine needle

aspiration biopsy.

One study (Braams, et al., 1995; Table 5) was classified at the therapeutic efficacy level
(Level 4, detailed in Appendix 2: Assessing Diagnostic Technologies), because the authors
extrapolated diagnostic accuracy to aretrospective, hypothetical decision regarding
performing neck dissection in their small series of patients. While this study indicates that
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PET may impact clinical management and patient outcomes, its small size and hypothetical
nature suggest that further documentation would be needed to define marginal benefits over
anatomic imaging.

D. Detecting recurrent disease

Lapela, et a. (1995), found that blinded visua interpretation of PET and blinded
interpretation of CT had approximately equivalent sensitivity and specificity in detecting
recurrent disease. An unblinded study (Rege, et al., 1994) found that PET was superior to
MRI in detecting recurrent disease.

1. SUMMARY

Table 3 summarizes published findings on the diagnostic accuracy efficacy of PET and its
aternativesin diagnosing cervical lymph node involvement with disease and in evaluating
suspected disease recurrence. Only one study (Lapela, et a., 1995) met all evidence-based
medicine criteriafor diagnostic test evaluations; the unit of analysisin this study was regions, not
patients. While data on other uses of PET obtained in uncontrolled studies are also included in
Table 3, the MDRC Technology Assessment Program was unable to locate any published studies
that met completely evidence-based medicine criteriafor evaluations of diagnostic tests for the use
of PET inthese settings. PET and CT have been compared in one retrospective, hypothetical
therapeutic efficacy study, which also supplies diagnostic accuracy information (Braams, et al.,
1995). The results of studiesthat did not blind image interpreters to disease status should be
interpreted with caution. All of the studieslisted in Table 3 received |low methodologic quality
grades due to the absence of blinding, the absence of controls, and/or small sample sizes.

V. DISCUSSION

Authors of studies intended to document diagnostic accuracy generally concede that PET supplies
information that can be complementary to, but that does not replace, anatomic imaging information
in the management of head and neck cancer patients. In clinical use, PET would be incorporated
into a diagnostic test battery, and information on pre- and post-test probabilities of disease at each
step in the diagnostic strategy would be needed to define the marginal information yield associated
with each of the tests (including PET).

Any analysis of the effect of PET on the outcomes of treatment which might be attempted, based
on longer follow up of patients who have been reported in the existing literature, would be further
complicated by the wide range of primary sites and stages of squamous cell cancer of the head and
neck included in the case series, and the associated, correspondingly wide range of site-specific
trestments and outcomes.

Mancuso, et a. (1994), note that FDG PET must be cost competitive with CT and MRI and/or
offer asignificant increment of improvement in detection if itsuse isto be justified. Other
competing technologies may be under development. Drane, et al. (1994), report a technique which
combines FDG with SPECT, and which may be associated with alower per scan cost than PET
and with wider availability. Gamma cameras are under devel opment which permit imaging of 511-
keV photons from positron emitters such as FDG. Eighteen patients with head and neck tumors
were included by Drane, et a. (1994) in aninitial study. However, the reporting of resultsin the
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published report was meager; the authors caution that the study was intended only to support the
feasibility of such imaging, not to determine the diagnostic accuracy of FDG SPECT.

Alternative imaging protocols have been proposed in an effort to reduce the number of unnecessary
neck treatments in patients with head and neck cancer. Baatenburg de Jong, et a. (1993), report
the results of a diagnostic thinking efficacy study. Ultrasonography has a high sensitivity (97%)
for detection of metastatic involvement of the neck. The specificity islow (32%) unlessitis
combined with ultrasound-guided fine needle aspiration biopsy; Braatenburg de Jong, et al., found
a specificity of 93% for the combined technique. These authors used pre-test probabilities of
disease according to anatomic site (from the literature) and arange of sensitivities and specificities
to calculate post-ultrasound-guided fine needle aspiration biopsy probability of disease. Clinicians
could apply these results to the treatment threshold probabilitiesin use at their institutions (e.g. at
some ingtitutions all patients with a probability of occult metastases > 5% receive elective neck
dissections).

Weiss, et d., (1994) provide guidance concerning treatment thresholds. These authors used
decision analysis to plan management for patients with head and neck cancer and clinically negative
necks, using clinical staging information and the probabilities of occult cervical metastases
associated with each stage. Their objective wasto generate an optimal threshold (for the
probability of occult cervical metastases) beyond which treatment would be given. Based on their
analysis, these authors found that it is reasonabl e to observe patients with a probability of occult
metastases |ess than 20%, while treatment is warranted in the presence of a probability greater than
20%.

V. SUGGESTIONS FOR FURTHER RESEARCH

The types of study designs, and the strength of the resulting evidence from further research into the
role of PET in head and neck cancer care, will be inherently constrained by a number of factors.
The epidemiologic data cited earlier in the discussion of head and neck cancers indicate that these
cancers arerelatively rare, and collecting enough cases of such cancers for some study designs
(e.g., prospective or cohort studies) may be difficult.

1) PET haspotential uses at severa pointsin the diagnosis and management of head and neck
cancer patients. An early step in defining these usesis determination of diagnostic accuracy.
Studies that have been published to date generally have methodol ogic weaknesses, and may
overestimate accuracy. Controlled, blinded studies should be conducted; multi-center studies
may be needed to accrue meaningful numbers of patients.

2) Theroleof PET in modifying trestment decisions or improving the outcomes of head and
neck cancer therapy is currently limited to one retrospective, hypothetical study with
significant methodol ogic limitations. Prospective studies should be conducted, and again
may need to involve multiple centers to accrue meaningful numbers of patients.

3) A VA PET registry could provide arange of data.on demographic and clinical characteristics
of patients on whom PET studies are performed, and on their clinical outcomesin avariety of
settings, While aregistry would not provide the strength of evidence associating PET would
improved outcomes that would be provided by randomized clinical trias, it would circumvent
the problem of low disease prevaence.

4) Theroleof PET aspart of adiagnostic test battery should be defined.
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Table 3 Summary of the literature: Diagnostic accuracy efficacy of PET and alternatives in head and neck cancer
(from studies comparing PET directly to other diagnostic tests)
Role Study N Operating characteristics* Evidence-based medicine criteria** Methodologic
— quality grade***
PET CT MRI Other controls standard blinding
Unknown primary Rege, et al., 1994 4 cases Se = 50% Se = 0% - + - D
0 controls
Known primary site Rege, et al., 1994 30 cases Se =97% Se=77% - + - D
0 controls
Laubenbacher, et 17 cases Se = 100% Se = 100% endoscopy, - + - D
al., 1995 0 controls Se = 100%
Primary tumor staging Laubenbacher, et 17 cases Se =41% Se =41% endoscopy, - + - D
(size, extent) al., 1995 0 controls Se = 59%
Cervical node Rege, et al., 1994 16 cases Se =88% Se =81% + + - D
involvement 18 controls Sp = 89% Sp = 89%
McGuirt, et al., 14 cases accuracy = 82% accuracy = clinical exam + + - D
1995 31 controls 82% accuracy = 71%
Laubenbacher, et 83 pos nodes Se = 90% Se =78% + + - D
al., 1995 438 neg nodes Sp = 96% Sp=71%
18 pos neck sides | Se =89% Se =72% + + - D
16 neg neck sides | Sp =100% Sp =56%
Braams, et al., 22 pos nodes Se =91% Se = 36% + + - D
1995 177 neg nodes Sp = 88% Sp =94%
Benchaou, et al., 54 pos node Se=72% Se =67% clinical exam
1996 groups Sp = 99% Sp=97% Se =61%
414 neg node PPV = 89% PPV = 74% Sp =97% + + + B
groups NPV = 99% NPV = 95% PPV =72%
NPV = 95%
Suspected recurrent disease Rege, et al., 1994 10 cases Se = 90% Se =67% + + - D
7 controls Sp = 100% Sp =57%
Lapela, et al., 1995 | 16 pos Se = 88 -94% Se =92%
17 neg Sp = 43 -86% Sp = 50% + + + C
depending on
criteria for pos

Abbreviations: Ct, computed tomography

MRI, magnetic resonance imaging
neg, negative for disease

pos, positive for disease

Se, sensitivity

Sp, specificity

PPV, positive predictive value
NPV, negative predictive value
US/FNA, ultrasound/fine needle aspiration

* operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, pages 5-7
** Appendix 2, page 8
*** Appendix 2, page 9
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Table 4

Notes

Diagnostic accuracy efficacy of FDG PET and anatomic imaging in detecting cervical lymph nodes from head and neck cancer

All of the studies in the table are cases series (Level V evidence); most of the studies did not meet evidence-based medicine criteria for evaluations of diagnostic tests for

primary head and neck cancer (because no patients without head and neck cancer were included). However, there were internal controls for subsets of patients (e.g.
those with cervical lymph nodes positive for disease), and it was possible to calculate sensitivity and specificity for PET in those subsets.

Some of the studies in the table also do not meet the evidence-based medicine requirement for blinding; sensitivity and specificity reported in these studies should be
interpreted with caution.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent,
largest, most rigorously designed, or most comprehensive was included in the table. Studies reviewed but not included are listed in Section VIII.

The reference test for the PET operating characteristics reported in the “Results/Comments “ column is biopsy.

Study

Patients/Methods

Results/Comments

Rege, et al., 1994
UCLA School of
Medicine, West LA
VAMC

Purpose

« to summarize cumulative (3 year) experience with PET as a supplement to anatomic imaging in
H&N tumors

« PET and MRI compared to histopathology

Cases

60 patients with biopsy-proven H&N cancers (53 SCC, 7 other types) recruited after presenting for
evaluation of H&N tumors:

« 34 patients scanned before treatment (staging); 15 of these received serial scans to monitor
response to treatment; 4 had unknown primary tumors and metastatic cervical nodes

« 19 patients evaluated for recurrent disease

« 7 patients with advanced disease receiving palliative laser therapy (not included in analyses)

Methods

« all patients received MRI and PET

* MRI interpreted by 2 experts with full clinical information available

« PET interpreted visually by consensus of 3 nuclear medicine experts

« FDG uptake in tumor/nodes compared to cerebellum

* MRI used as anatomic template to locate increased FDG uptake seen on PET

Limitations of study design
« Images interpreted without blinding
« blood glucose status of patients not noted

Staging/cervical nodes (16 cases with + nodes, 18 cases with - nodes):
* PET: *Se = 87.5%; *Sp = 89%; *PPV = 87.5%; *NPV = 89%
* MRI: *Se = 81%; *Sp = 89%; *PPV = 87%; *NPV = 84%

Patients evaluated for recurrent disease (10 cases confirmed by histopathology; 7 cases
negative histopathology for PET, 6 for MRI):

* PET: *Se = 90%; *Sp = 100%; *PPV = 100%; *NPV = 87.5%

* MRI: *Se = 66.7%; *Sp = 57%; *PPV = 66.7%; *NPV = 57%

Cervical metastatic nodes/unknown primary (4 cases, no controls):
« PET identified primary disease in 2/4 patients
* MRI negative in 4/4

Detecting known primary (30 cases, no controls):
* PET detected known primary in 29/30 patients
* MRI detected known primary in 23/30 patients

Treatment monitoring:
some patients experience transient increase in FDG uptake during treatment

General findings:

« PET supplies information which is complementary to, but does not replace, MRl and CT
anatomical information in the management of H&N cancer patients

« reactive lymph nodes/inflammation may cause false-positive PET results

MTA94-001-02
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45 patients with variety of SCC seen at H&N tumor clinic
« status of necks after dissection: 70% NO, 19% N1, 11% N2

Methods

« visual interpretation of PET and calculation of SUV for lymph nodes showing increased FDG
uptake

« CT, clinical exam, and PET results compared to histopathology

Study design limitations
blinding of diagnostic test interpreters not noted

Study Patients/Methods Results/Comments

McGuirt, et al., Purpose Test characteristics: cervical node involvement

1995 « to examine ability of PET to detect metastatic tumor in cervical nodes * PET: *Se = 83%; *Sp = 82%; accuracy = 82%

Bowman Gray « to compare PET and standard diagnostic methods « CT: (insufficient information provided to calculate Se, Sp, PPV, NPV); accuracy = 82%
School of « clinical exam: (insufficient information provided to calculate Se, Sp, PPV, NPV); accuracy =
Medicine Cases 71%

Agreement of PET and CT

*in 84% of cases

« where did not agree, CT more often correct re pathology but PET helped to clarify equivocal CT
results

Authors’ comments

« CT had lower false negative results than reported in literature; attributed to advances in CT
imaging and resolution

« FDG use in PET will always be associated with relatively high false-positive rates due to
metabolic activity of reactive nodes

« PET does not provide anatomic information necessary to surgeons

« PET helpful when CT equivocal but cost and information yield of PET compared to CT argue
against routine clinical use of PET

Laubenbacher, et
al., 1995
Technical
University of
Munich, Germany

Purpose

« to assess correlation between FDG uptake in primary tumors and histologic grade

« to assess contribution of FDG PET to diagnostic accuracy in preoperative assessment of
primary tumor and lymph node status

. tohdetermine whether attenuation correction is necessary for detection and staging of tumors
with PET

Cases

22 consecutive patients referred for surgery for SSC

« range of stages, node status, grade in 17 patients at surgery

« histopathologic confirmation in 5 patients with inoperable tumors not obtained

Methods

« whole-body PET performed after overnight fast; blood glucose levels recorded

« qualitative (implied) and quantitative analysis of PET images

« all patients had MRI, endoscopy, and histopathologic diagnosis/grading of tumors

Study design limitations

« blinding not noted for qualitative image analysis

« surgeons had access to PET information and completeness of cervical dissections not reported
(work-up bias?)

« size criteria only were used for MRI diagnosis of node involvement, which may have decreased
Se and Sp compared to diagnosis using additional criteria (e.g. central inhomogeneity)

FDG uptake

« all primary tumors visualized on PET

« no statistically significant difference in SUVs for primary tumor (range, 2.0 - 13.8) vs lymph
nodes (range, 1.4 - 11.4)

* no plateau in FDG uptake within 60 minutes post-injection

« no significant correlation between FDG uptake and blood glucose levels, lesion size, or
histologic grade

« no significant differences between attenuation-corrected and noncorrected images for staging

T staging

« all tumors clearly visualized with PET, MRI, endoscopy

« best results in endoscopy (correct staging in 10/17 cases)

*« MRI and PET each correctly staged 7/17 cases and overstaged » 50% of cases

N staging

« 521 nodes assessed at surgery in 17 patients (34 neck sides)
- 83 positive, 438 negative for metastases

- 18 neck sides positive, 16 negative

« individual node analysis:

- PET: Se =90%; Sp = 96%; PPV = 80%; NPV = 98%

- MRI: Se =78%; Sp = 71%,; PPV = 34%; NPV = 95%

* neck side analysis:

- PET: Se =89%; Sp = 100%; PPV = 100%; NPV = 95%

- MRI: Se =72%; Sp = 56%; PPV = 65%; NPV = 64%

Authors’ comments
abbreviated protocol with emission scans without attenuation correction appears to fulfill clinical
requirements

MTA94-001-02
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Study Patients/Methods Results/Comments

Lapela, et al., 1995 | Purpose Histopathology

University of « to estimate quantitative FDG uptake values that would suggest the recurrence of head and neck | 25 regions in 17 PET studies: 16 malignant, 7 not malignant

Turku, Finland cancer strongly enough to justify surgery (2 left out of analyses because PET and histology negative at time of study but recurrence
« to compare visual, static, and kinetic analyses of FDG uptake in differentiating malignant and documented within 6 months)

benign lesion with patients with previously treated H&N cancer
Interobserver variation

Cases « agreement among all 3 PET readers for 20/25 regions
15 patients who presented to otolaryngology department for evaluation of suspected recurrence « 2/3 readers agreed on remaining 5/25 regions
of SCC after surgery and/or radiation therapy
« 2/15 received second PET study for second recurrence PET characteristics: blinded visual interpretation
» malignant + suspect lesions = positive: Se = 94%; Sp = 43%
Methods « malignant only = positive: Se = 88%; Sp = 86%
« blinded, independent visual analysis of 17 PET images by 3 investigators
« PET images graded as clearly malignant, suspect, or negative Quantitative analysis of PET
* ROIs defined and SUVs calculated * median SUV of benign and malignant lesions significantly different (p = .008)
« SUVs used in static and kinetic analyses « median regional metabolic rates also significantly different (p = .002)
 CT performed in 13/15 patients and interpreted by one blinded radiologist * at SUV = 5.74 cut-point, Se = 75%

« at metabolic rate = 15.4 pmol/100g/min cut-point, Se = 86%

CT characteristics: blinded interpretation
+18 regions analyzed
* Se = 92%; Sp = 50%

Authors’ comments

« complex static or kinetic modelling provides no clear advantage over SUV or regional
metabolic rates

« SUVs at different institutions may not be directly comparable

« quantitative analysis of small lesions (compared to PET resolution) should be performed with
caution

« PET false-positives attributed to reactive nodes

Benchaou, et al., Purpose Node status
1996 to compare the results of PET, CT, and cervical node palpation in N-staging prior to surgery « 468 node groups examined (54 positive, 414 negative)
Geneva University « 23 patients NO (15 SSC, 8 other/benign)
Hospital, Cases « 25 patients N1 or N2
Switzerland 40 SCC; surgery indicated in all patients
« 38 primary SSC, stages T1-3 Operating characteristics of tests
« 2 unknown primary * PET: Se = 72%; Sp = 99%; accuracy = 96%; PPV = 89%; NPV = 99%
« CT: Se =67%; Sp = 97%; accuracy = 93%; PPV = 74%; NPV = 95%
Controls « Palpation: Se = 61%; Sp = 97%; accuracy = 93%; PPV = 72%; NPV = 95%
8 with benign or other tumors; surgery indicated in all patients
* 6 benign neck masses Statistical tests
« 2 cervical lymphoma « Se of PET significantly higher than Se of palpatlon (p =0.03)
« Se of PET equivalent to Se of CT (p=0.25)
Methods « Sp of all tests equivalent (p

« all patients received clinical exam, CT, PET, endoscopy, surgery with neck dissection (9 node « PPV of PET significantly higher than palpation (p < 0. 05)
groups/neck side; 4 bilateral and 44 unilateral dissections) and histopathologic confirmation of
tumor type and node status

« blinded reading (PET qualitative/semi quantitative with lymphoid tissue as reference) of each
type of test by certified specialist

Abbreviations: SCC, squamous cell carcinoma ROI, region of interest
H&N, head and neck SUV, standardized uptake value = (tissue activity x weight)/ injected dose
Se, sensitivity
Sp, specificity
PPV, positive predictive value
NPV, negative predictive value
RT, radiation therapy * indicates calculated by MDRC TA Program from data supplied in published article
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Table 5

Notes

Therapeutic efficacy of FDG PET and anatomic imaging in detecting cervical lymph nodes positive for cancer

and potential impact on decision to perform neck dissection

Case series (Level V evidence).

The study in the table does not meet the evidence-based medicine requirement for blinding; sensitivity and specificity should be interpreted with caution.

University Hospital
Groningen, The
Netherlands

Study Patients/Methods Results/Comments
Braams, et al., Purpose Histopathology of resected specimens
1995 to investigate usefulness of PET in identifying lymph node metastases, compared to clinical and | ¢ 22 metastatic lymph nodes

MRI findings

Cases
12 patients presenting to H&N oncology group for evaluation of SCC at variety of primary sites

Methods

« whole body PET, MRI, clinical palpation for nodes, and histologic confirmation of node status
for all patients during radical or modified radical neck dissection

* PET images analyzed visually by two observers at same time

* ROIs drawn and SUVs calculated

« characteristics of tests calculated

« false negative and false positive rates for PET and MRI and institutional criteria for elective
and obligatory neck dissections retrospectively applied to hypothetical decision in study
subjects

Study design limitations
blinding of image interpreters not noted

« 25 reactive nodes
«152 normal nodes

Characteristics of tests
* PET: Se =91%; Sp = 88%; PPV = 48%; NPV = 99%; false positive rate = 52%
* MRI: Se = 36%; Sp = 94%; PPV = 44%; NPV = 92%); false positive rate = 55%

SUV analysis

* metastatic node SUV = 2.5
* reactive node SUV = 2.6
significant)

« normal node SUV = 1.0 + 0.3 (difference between normal and metastatic/reactive nodes
significant, p < 0.001)

+0.8
1.4 (difference between reactive and metastatic nodes not

Therapeutic efficacy: perform neck dissection?

« PET: dissection would have been performed in all patients with metastatic disease, and 5
patients would have received unnecessary dissections (false positives) (79% correct decisions)
*« MRI: 4 patients with metastatic disease would not have received dissections (false negatives),
and 4 patients would have received unnecessary dissections (false positives) (66% correct
decisions)

Additional findings and authors’ comments

« PET false negatives attributed to small size of nodes (< 4 mm) or low SUV and partial volume
effect

* MRI false negatives in nodes < 10 mm

« problem with PET is distinguishing metastatic and reactive nodes (high false positive rate);
SUVs provided no additional diagnostic value over visual analysis; additional method to
improve false positive rate desirable

« sensitivity and specificity depend on number of lymph nodes retrieved during dissections

« importance of PET is that no false-negative decisions re neck dissection would have been
made

Abbreviations:

RT, radiation therapy
ROI, region of interest
SUV, standardized uptake value

SCC, squamous cell carcinoma
H&N, head and neck

Se, sensitivity

Sp, specificity

PPV, positive predictive value
NPV, negative predictive value

* indicates calculated by MDRC TA Program from data supplied in published article
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Appendix 4

Systematic Review:
PET asa Diagnostic Test in
Colorectal Cancer

Author: Karen Flynn, D.D.S., M.S., Manager, MDRC Technology Assessment Program
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Appendix 4

Systematic Review:
PET as a Diagnostic Test in Colorectal Cancer

The final literature database searches for the systematic reviews were performed
on September 10, 1996; the assessment represents peer-reviewed literature
published and indexed as of that date.

This Appendix to the PET assessment presents the results of the systematic review of PET in
colorectal cancer. A genera rationale for the use of PET in oncology is supplied by Hawkins, et
al. (1994) and Hoh, et al. (1994):

. many forms of cancer characteristically perturb tissue biochemical and physiological
processes and PET imaging can be expected to detect the resulting abnormalities;

. reliance on tumor histology and anatomy limits the oncologist’ s tools for selecting
optimal treatment;

. the ability to monitor metabolic responsesto treatment could alow the early re-
direction of therapy in patients who fail to respond to the first attempt at radiation or
chemotherapy.

These and other authors (e.g., Price and Jones, 1995) report that PET studiesin cancer are
emerging as amajor focus of the technology, both in basic research and in clinical investigations.
Information gathered by the MDRC Technology Assessment Program from VA PET facilities
corroborates that perception (see Appendix 9: Experience With PET in VHA).

Fluorine-18-fluorodeoxyglucose (FDG) is the most commonly employed radiopharmaceutical in
PET cancer studies. Many neoplasms have high glycolytic rates, resulting in intracellularly trapped
phosphorylated FDG that can be imaged with PET. Hawkins, et a. (1994), note that tumor-
specific biochemical characteristics of glucose transport and phosphorylation may affect
guantitative estimates of tumor glucose metabolism with FDG PET, and that investigations are
under way to define these characteristics. However, these uncertainties may be of less concern
with qualitative or semiquantitative FDG PET cancer studies because the primary intent of such
studiesisto detect and map tumor foci, not to rigoroudy quantify tumor glycolytic rates.

In some instances, PET imaging techniques have been modified to meet the needs of cancer
diagnosis. Most PET systems allow axial fields of view (the length of the body encompassed by a
series of cross sectional images) of approximately 10 cm. Cancer is frequently distributed beyond
thisfield of view, and whole body image acquisition procedures have been developed (Hoh, et al.,
1993). Sinceitisimpractical to apply standard transmission scanning attenuation correction
methods to these procedures, whole body PET imaging is primarily useful as a qualitative indicator
of disease distribution.
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Nieweg (1994) and Price and Jones (1995) define a number of potentia applicationsfor PET in
oncology. Theseinclude:

tumor detection (although PET images offer insufficient structural detail and should
not be used to visualize anatomy; registration techniques to combine PET and
anatomic imaging into a single image are under development to circumvent this
limitation);

staging (particularly using whole-body imaging methods) athough thereis alower
limit to the size of metastases that can be detected by PET;

detection of local recurrence of disease, since anatomically-based imaging is often
limited by the effects of treatment;

prediction of tumor response to chemotherapy;

trestment monitoring.
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BACKGROUND

A. General sources

The material in this section, unless otherwise noted, is based on information in the National
Cancer Institute’ s Physician Data Query (PDQ) system (retrieved in September, 1996).

B. Epidemiology

Colorecta cancer isrecognized as amaor source of morbidity and mortality, and a
significant public health problem, for both men and women in the United States. Among
cancer death rates, those for colorectal cancer are second only to lung cancer. Theserates
have fallen 29% for women, but only 7% for men, in the last 30 years.

Approximately 134,000 incident cases (10% of incident cases of all types of cancer)
and 55,000 deaths (10% of all cancer related desths) are estimated for the United States
in 1996 (American Cancer Society, 1996). Within the Veterans Administration health
care system, malignant neoplasms of the digestive organs and peritoneum (which
include colorectal cancer) accounted for atotal of 10,000 patients discharged (1% of all
patients discharged within the system) with an average length of stay of 19.4 days
(Annual Report of the Secretary of Veterans Affairs, 1994) during 1994.

Risk factorsfor colorectal cancer include age over 50 years, hereditary syndromes (familia
polyposis of the colon and non-polyposis syndrome), and inflammatory bowel disease.
There is some evidence that high fat and/or low fiber diets may also contributeto risk. The
median age of colorectal cancer patients at diagnosisis 70 years, with less than 4% of cases
occurring in patients younger than 50 years (Donald and Burhenne, 1993; US Preventive
Services Task Force, 1996).

C. General description

Colorecta cancers are primarily of asingle histologic type, adenocarcinoma. Metastasesto
the liver, abdominal cavity, and extra-abdominal areas at diagnosis are common, asis
recurrent disease after surgical resection of the primary tumor. Prognosisis closely related to
the depth of tumor penetration into the bowel wall and the presence of both regiona lymph
node involvement and distant metastases.

Most colon cancers are thought to develop from adenomas, but most adenomas do not
progress to cancer. Potential approaches to the control of colon cancer include primary
prevention by screening for and removing benign adenomatous polyps, and secondary
prevention by screening for early cancer that might be removed with curative intent.
Accordingly, anumber of screening strategies are available, and continuing research into the
efficacy of the various strategiesis under way (US Preventive Services Task Force, 1996).

D. Staging, treatment, and survival

The prognostic variables noted in the paragraph above are incorporated into the Dukes
staging system (Table 1). Unless gross evidence of metastatic disease is present, it is
virtually impossible to determine accurately disease stage prior to surgical resection and
pathologic analysis of operative specimens (Fengler and Pearl, 1994). Current surgical
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practices support more thorough intraoperative and pathol ogic staging than did previous
practices, prognosis appears to be more precisely assessed not only through the presence or
absence of metastatic nodes, but the number of involved nodes (i.e., 1 to 4 versus > 5).

Theinitial diagnosis of colorectal cancer is made on the basis of endoscopic or radiographic
findings. Pre-operative evaluation includes: determination of carcinoembryonic antigen
(CEA) levels[elevated titers (> 5.0 ng/mL ) are associated with a high risk of metastatic
disease and eventual tumor recurrence]; physical examination; a chest radiograph; and
biochemical assessment of liver function. A colonoscopic evaluation of the entire large
bowel may be performed to identify synchronous tumors or suspicious polyps. Computed
tomography (CT) iswidely used to determine the extent and location of lesions
preoperatively. CT relies on anatomic changes to detect disease, and, like many other
diagnostic tests, is most accurate when patients have advanced disease (Falk, et a, 1994).
Other methods that may contribute to pre-operative staging include magnetic resonance
imaging, transrectal ultrasound, |aparoscopic exploration, and laparoscopic ultrasound (Falk,
et al., 1994).

Table 1 summarizes the treatment options that are currently available to patients with
colorectal cancer. Asageneral rule, surgical resection isthe primary therapy. Variousforms
of adjuvant chemotherapy and radiation therapy are under investigation; some regimens, like
combination chemotherapy with fluorouracil and levamisole after surgery for stagelll
disease, have been shown to be of benefit in certain settings. Thereis no standard treatment
for advanced colorectal cancer; radiation therapy is under investigation. Chemotherapy
appears to be of limited benefit in patients with advanced disease, and is associated with only
a 15 to 20% chance of partia response or short-term palliation.

E. Follow-up after primary treatment

Most recurrences after surgical resection of colorectal cancer occur within thefirst 4 post-
operative years; 80% of recurrences occur within 2 years (Bruinvels, et a., 1994).
Therefore, many physicians observe patients carefully for up to 5 years by semiannual
physical examinations, imaging studies, and yearly blood chemistry determinations,
including CEA levels. A number of recent articles (Steele, 1993; Nelson, 1994; Kronborg,
1994) review the known costs, risks, and unquantified benefits of intensive follow-up
strategies.

Two recently published randomized controlled trials found no survival benefit with intense
follow-up versus no follow-up (with patients instructed to report for evaluation when they
became symptomatic) (Ohlsson, et al., 1995) or with intense follow-up versus conventional
follow-up (Makela, et a., 1995). An additional large-scale randomized tria to document the
efficacy of astandard, postoperative monitoring program isin progress, the investigators
hope to define any benefit associated with follow up strategies, and to define the subgroups
of patients who would be most likely to benefit (Kronborg, 1988; Nelson, 1996).
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Table 1 Modified Dukes classification of colorectal cancer, standard treatment options, and survival
Stage Pathologic Colon Rectum
description
Treatment 5-year survival Treatment 5-year survival
A Cancer limited to « wide surgical resection and anastomosis > 90% « wide surgical resection and anastomosis 75-100%
mucosa and « selected patients may receive local resection with or
submucosa without radiation plus chemotherapy
B Cancer extends into « wide surgical resection and anastomosis 70-85% « wide surgical resection and anastomosis when followed by | 50-80%
muscularis or serosa; « patients should be considered for entry into carefully chemotherapy and postoperative radiation
uterus, parametria, controlled trials evaluating the use of systemic or regional « other surgical /adjuvant approaches within clinical trials
ovaries, or prostate chemotherapy, radiotherapy, or biological therapy « preoperative radiation with or without chemotherapy
often involved « adjuvant therapy not indicated unless patient participates in followed by surgery with attempt to preserve sphincter
clinical trial function with subsequent adjuvant chemotherapy, within a
« subgroups of patients at high risk for recurrence may be clinical trial
considered for adjuvant therapy
C Cancer involves « wide surgical resection and anastomosis 30-60% « wide surgical resection and anastomosis when followed by | 30 - 60%
regional lymph nodes « patients who are not protocol candidates should receive chemotherapy and postoperative radiation, preferably through
postoperative chemotherapy (fluorouracil and levamisole) participation in a clinical trial
« eligible patients should be considered for entry into « other surgical /adjuvant approaches within clinical trials
controlled trials comparing various postoperative « preoperative radiation with or without chemotherapy
chemotherapy regimens, radiation, or biological therapy, followed by surgery with attempt to preserve sphincter
alone or in combination function with subsequent adjuvant chemotherapy, within a
clinical trial
D Distant metastases « surgical resection/anastomosis or bypass of obstructing <10% « surgical resection/anastomosis or bypass of obstructing <10%
(liver, lung, etc.) lesions lesions
« surgical resection of isolated metastases to liver, lung, « surgical resection of isolated metastases to liver, lung,
ovaries ovaries
« palliative radio- or chemotherapy « palliative radio- or chemotherapy
« clinical trials of new drugs and biologic therapy « clinical trials of new drugs and biologic therapy
Recurrent « treatment depends on sites of recurrent disease 5-year cure rate « treatment depends on sites of recurrent disease 5-year cure rate
demonstrated by physical examination and radiographic for resection of demonstrated by physical examination and radiographic for resection of up
studies solitary or studies to 3 liver
« isolated liver and lung metastases may be resected combination « isolated lung or ovarian metastases may be resected metastases >
« palliative radio- or chemotherapy metastases > « palliative radiotherapy 20%, with some
« patients candidates for phase | and Il trials 20%; « patients candidates for phase | and Il trials of palliative long-term cures;
otherwise, chemotherapy otherwise,
prognosis poor prognosis poor
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F. Potential rolesfor PET

Thefirst report of potential rolesfor PET in colorectal cancer management was published by
Y onekura, et al., from Brookhaven National Laboratory and the Memorial Sloan-Kettering
Cancer Center, in 1982. These authors performed FDG PET studies on 3 patients with
biopsy proven advanced liver metastases from colon cancer. All of the patients showed
markedly increased accumulation of FDG in their liver tumorsin images acquired late in the
scan period (50 minutes after injection). FDG activity increased continuously in tumors
following injection, while it decreased in normal liver tissue (tumor to normal liver ratios of
3.3104.7). Yonekura, et al., concluded that FDG may be useful as an imaging agent for the
detection and characterization of liver tumors.

Other authors (Beets, et ., 1994; Lai, et al., 1996; Vitola, et al., 1996) concur that
estimating the resectability of liver metastases may be an areain which PET can have a
significant clinical impact. In patients with apparently limited recurrent colorectal cancer (to
theliver or lungs) 5-year survival rates of 20-30% can be obtained by resection with curative
intent. Since these rates are only 20-30%, many of the patients who undergo surgery for
resection must have unrecognized tumor foci. The morbidity (and costs) associated with
surgery in patients who do not have genuinely resectable recurrent tumor could be avoided by
improved methods of tumor detection.

Other potential rolesfor PET in colorectal cancer imaging have been identified. These
include;

* pre-operative staging of disease (Falk, et a., 1994);

* postoperative monitoring of patients for recurrent disease (Strauss, et al., 1989; Ito, et
a., 1992).

Other new nuclear medicine tests, such as monoclonal antibody imaging are also felt to be
particularly useful in patients who have rising CEA levels during post-treatment
monitoring, but no evidence of recurrence on conventional imaging studies such as CT or
MRI, or in patients who are suspected to have an isolated, resectable recurrence and for
whom surgery with curative intent is planned (Goldenberg, 1993; Peterson, et al., 1993;
Tempero, et al., 1995).

I, RESULTS

Seventeen articlesidentified through MEDLINE and other database searches and from the
bibliographies of initialy retrieved articles were selected as meeting the screening criteria. After
review, twelve (71%) met inclusion criteriac 5 met the definition of technical efficacy (listed in
Section VII; full data abstraction tables for technical efficacy studies are on file with the MDRC
Technology Assessment Program); and 5 met, to some extent, the evidence-based medicine criteria
for diagnostic accuracy evauations (Table 3). An additional 2 studies were classified at both the
diagnostic accuracy and therapeutic efficacy levels (Table 4). A single study addressed only the
effect of PET on treatment decisions and was a so classified as a therapeutic efficacy study (Table
4).

The extent to which the potential applications of PET in colorectal cancer are supported by
published evidenceisindicated in Table 2, which details the methodologic quality of the evidence
according to the potential role played by PET in colorectal cancer, and in Tables 3 and 4, which
abstract data from studies classified at the diagnostic accuracy and therapeutic efficacy levels. PET
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appears to have very good face accuracy in distinguishing recurrent colorectal cancer from
treatment artifacts such as scars, and in documenting hepatic or more distant metastases that might
preclude surgery with curative intent. However, the methodologic limitations of the studies
published to date should be taken into account when interpreting the accuracy data.

The studiesin Tables 3 and 4 that address the detection of hepatic metastases may be associated
with work-up bias, as PET and other imaging studies were used to direct biopsies to confirm the
presence of malignancy in suspicious liver lesions. Sensitivity calculations (for both PET and
alternative technologies) in such settings may be problematic and may overestimate accuracy, asthe
number of false negatives may not be accurately determined (Vak, 1996). While most authors
made attempts to compensate for work-up bias (e.g., Lai, et a., reported that 20/34 patients had
received intraoperative ultrasound to confirm the completeness of lesion identification and biopsy),
there are limitation to the extent to which bias can be eliminated in thisclinical setting (Stark, et al.,
1987).

All of the studiesin Table 3 were classified as case series, since patients were accrued as they
presented for evaluation. Although the case seriesincluded some patients with benign (rather than
malignant) lesions who could serve asinternal controls, there was alack of balance (sometimes of
the order of 2 to 1) between numbers of cases and controls. Predictive values based on these case
series would have substantial potential for bias. The small numbers of patientsin the PET studies
and the lack of documentation of disease severity among the cases would also argue for caution in
interpreting and generalizing sensitivity and specificity data.

While the studiesin Table 4 were classified at the therapeutic efficacy level, their results should
also beinterpreted and generalized with caution. These studies were retrospective case series that
did not appear to have been specifically designed to document changes in treatment, methods for
documenting such changes were not made explicit, and data tended not to be systematically
analyzed or presented. The studies generally enrolled highly selected patients whose previous
work-up was not clearly specified, nor was the size or composition of the referral base from which
the patient sample was drawn. Information from PET studies resulted in more appropriate
treatment for some patients. However, the published studies tended to give inadequate details
about what happened to patients whose PET studies did not accurately reflect their disease status.

The potential role of PET in postoperative monitoring of patients for recurrent disease has not been
addressed in the published literature, and would need to be evaluated in the context of the uncertain
benefits of such monitoring (Kievet and Bruinvels, 1995; Makela, et al., 1995; Ohlsson, et dl.,
1995; Nelson, 1996). Finally, the MDRC Technology Assessment Program was unable to locate
any studies that addressed the effect of incorporating PET into diagnostic strategies on patient
outcomes or costs of care.

[11. ALTERNATIVESTO PET AND DISCUSSION

Bruinvels, et a., (1994), note that the intensive follow-up strategies reported in the literature
include arange of diagnostic technologies (physical examination, blood chemistry studies
including CEA determinations, colonoscopy, barium enema, sigmoidoscopy, fecal occult blood,
and liver ultrasound). Once a patient with a potential recurrent cancer has been identified by
monitoring or by symptoms, other diagnostic tests, including PET and other nuclear medicine tests
such as immunoscintigraphy (which uses a SPECT or gamma camera to image sites of localization
for radio-labeled monoclonal antibodies directed against tumor cell antigens) have recently been
identified as ways to estimate an individual patients suitability for potentially curative resection.
Table 5 provides accuracy data for some of these tests for comparison with the information on PET
(Table 3). All of these technologies should be evaluated in the context of the lack of evidence
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supporting intensive follow-up and the small percentage of patients for whom any second attempt
at cure would be effective (Nelson, 1996).

In the context of the general uncertainty regarding postoperative screening and additional
operations to treat recurrent disease, the published studies on PET provide only preliminary
information. At the diagnostic accuracy level, PET studies have also failed to address the marginal
benefits in accuracy obtained by PET relative to other technologies included in complex diagnostic
strategies.

The MDRC Technology Assessment Program was unable to locate any studies that addressed the
effect of incorporating PET into diagnostic strategies on patient outcomes or costs of care. Since a
major rationale for using PET in evaluating patients with potentially resectable recurrent or
metastatic disease is the avoidance of unnecessary surgery, impact of PET on survival and quality
of life and on costs may be a particularly fertile areafor future research.

V. SUMMARY

Table 2 summarizes published findings on the diagnostic accuracy efficacy of PET and some of its
alternatives for the diagnosis of colorectal cancer. All of the PET studies are retrospective case
series, which provide Level V (the weakest) evidence regarding an association between the use of
PET and improved patient outcomes.

Five diagnostic accuracy efficacy studiesin Table 2 (Strauss, et a., 1989; Schlag, et a., 1989; Ito,
eta., 1992; Vitola, et al., 1995; Lai, et a., 1995) met evidence-based medicine criteriafor
diagnostic test evaluations. These studies addressed the role of PET in differentiating recurrent
cancer from scar and in diagnosing liver metastases. They were classified as“C” using other
methodologic criteria, due to their relatively small numbers of cases, lack of equivalence between
numbers of cases and interna controls, retrospective nature, incompl ete descriptions of the “filters’
through which patients passed to participate in the studies and severity of disease, and the presence
of work-up bias. The lack of methodologic rigor in these studies, and its potential association with
overestimation of PET’ s diagnostic accuracy, would also apply to the alternative technologiesto
which PET was compared in the same studies. Diagnostic accuracy reports for aternative
technologies that have been investigated using stronger study designs (e.g., the randomized study
comparing CT and MRI in diagnosing liver metastases reported by Stark, et al., 1987) would be
less subject to bias.

While data on other uses of PET are aso included in Table 2, the MDRC Technology Assessment
Program was unable to locate any published studies that met evidence-based medicine criteriafor
evaluations of diagnostic testsfor the use of PET in these settings. Alternative technologies have
been investigated for these settings with greater rigor; examples of more rigorous studies are
included in Table 2.

Three studies (Table 4) have made attempts to address the role of PET in changing treatment
decisions. These studies would be considered preliminary, due to their designs (retrospective case
seriesthat had not been specifically designed to document changes in treatment); methods for
recording changes in treatment plans were not specified, and results data tended not to be
systematically analyzed or presented. The studies generally enrolled highly selected patients whose
previous work-up was not clearly specified, nor was the size or composition of the referral base
from which the patient sample was drawn. Information from PET studies resulted in more
appropriate treatment for some patients. However, the published studies tended to give inadequate
details about what happened to patients whose PET studies did not accurately reflect their disease
status.
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Table 2 Summary of the literature: Diagnostic accuracy efficacy of PET and alternatives in colorectal cancer
Notes The PET studies in this table were retrospectively analyzed case series; internal controls (cases with benign, rather than malignant, conditions) allowed the
calculation of specificity as well as sensitivity.
Some studies analyzed results separately according to the clinical role of PET for subsets of patients; these studies appear in the table more than once, and may
have received different methodologic quality grades for each subset analysis.
Role Study N Operating characteristics* Evidence-based medicine criteria** Methodologic
quality
PET CT MRI Other controls standard blinding grade***
Detecting or staging Falk, et al., 16 patients: Se =87% Se =47% + + partial D
primary or recurrent 1994 15 malignant lesions; Sp=67% Sp = 100% (internal)
disease 3 benign lesions
Nattinger, et colonoscopy (review) (review) (review) (review)
al., 1991 Se = 94%
(ACP review) Sp = 100%
Hernandez- 40 cases colonoscopy + + + B
Socorro, et 64 controls Se = 94%
al., 1995 Sp = 100%
hydrocolonic ultrasound
Se =97%
Sp=97%
Diagnosing Strauss, et 29 patients: Se = 95% + + + C
recurrent tumor vs scar al., 1989 21 malignant lesions; Sp = 100% (internal) (quantitative
8 scar analysis)
Schlag, et 18 patients: Se = 92% immunoscintigraphy + + + C
al., 1989 11 malignant lesions; Sp = 100% Se = 40% (internal) (quantitative
6 scar Sp =50% analysis)
Ito, et al., 15 patients: Se = 100% Se =91% + + + C
1992 11 malignant lesions; Sp = 100% Sp = 100% (internal) (quantitative
4 scar analysis)
Schiepers, et | 6 patients: Se = 100% + + - D
al., 1994 5 malignant lesions; Sp = 100% (internal)
1 scar
Diagnosing Hawes, et al., | 85 with disease endoscopic ultrasound (review) (review) (review) (review)
recurrent tumor vs scar 1993 408 without disease Se = 99%

(review with weighted
average of results from 7
studies)

Sp = 88%
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231 without liver
metastases

AKP 31%, LDH 47%)

Sp = 92-98%
preop US
Se = 70%
Sp = 94%

surgical exploration
Se = 84%

Sp =97%
intraop US
Se = 97%
Sp = 98%

Role Study N Operating characteristics* Evidence-based medicine criteria** Methodologic
quality
PET CT MRI Other controls standard blinding grade***
Diagnosing liver Schiepers, et | 80 studies: Se = 94% CT and/or ultrasound + + - C
metastases al., 1994 34 malignant lesions; Sp = 100% Se =85%
46 benign lesions Sp = 98%
Vitola, et al., 55 sites: Se = 90% Se = 86% CT portography + + + C
1996 39 malignant; Sp = 100% Sp =58% Se =97% (internal) (semiquantita
16 benign Sp = 9% tive analysis)
24 patients: Se = 95% Se = 100%
19 malignant disease; Sp = 100% Sp = 33%
5 benign
Lai, et al., 34 patients: Se =93% Se = 100% Se = 100% + + + C
1996 27 malignant disease; Sp =57% Sp = 14% Sp = 80% (internal)
7 benign or no disease
Stark, et al., 57 cases; Se = 80% Se = 82% + + + B
1987 72 controls: Sp = 94% Sp = 99%
21 benign liver disease;
51 with normal livers
Panzer, et review Se = 90% ultrasound, adequate (review) (review) (review) (review)
al., 1991 Sp =90% studies
(ACP review) LR+=8 Se =80%
LR-=0.11 Sp = 90%
LR+=9
LR-=0.22
Diagnosing liver Rafaelsen, et | 295 patients: liver enzymes + + + B
metastases al., 1995 64 with liver metastases Se = 9-47% (ALT 9%, (internal)

Abbreviations

CT, computed tomography

MRI, magnetic resonance imaging
neg, negative for disease

pos, positive for disease

LR, likelihood ratio

AKP, alkaline phosphatase

PPV, positive predictive value

NPV, negative predictive value

US/FNA, ultrasound/fine needle aspiration
ACP, American College of Physicians
ALT, alanine amino transferase

LDH, lactate dehydrogenase

*operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, page 5-7

**Appendix 2, page 8
*** Appendix 2, page 9
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V.

SUGGESTIONS FOR FUTURE RESEARCH

Existing research supplies a preliminary indication of PET’ s potential benefit in the diagnosis and
management of colorectal cancer patients. The studies that have been published had design
limitations and enrolled small numbers of patients. These studies have made preliminary attempts
to define the operating characteristics of PET as a diagnostic test, particularly in the setting of
follow-up strategies to detect recurrent disease, and to document changes in treatment based on
PET results.

1)

2)

3)

4)

Contributions from larger patient populations and stronger study designs are needed to
refine the characteristics of PET asadiagnostic test in colorectal cancer, and to establish a
base for further research.

A PET registry could provide arange of data on demographic and clinical characteristics of
patients on whom PET studies are performed, and on their clinical outcomesin avariety of
settings

The use of PET to avoid unnecessary surgery by detecting unresectable recurrent diseasein
patients who are scheduled for surgery based on other imaging and blood chemistry studies
should be documented more systematically and in larger patient samples.

If the ongoing randomized clinical trial (Kronborg, 1988) indicates that postoperative
follow up in colorectal cancer patients reduces mortality, the margina gains attributable to
PET when it isincorporated into amulti-test follow-up strategy should be quantified.
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Table 3

Data abstraction table:

Diagnostic accuracy efficacy of FDG PET and alternative technologies in colorectal cancer

Notes: Studies in this table were designed to evaluate the use of PET in diagnosing primary or recurrent colorectal cancer (Falk, et al.) or in distinguishing recurrent cancer from
treatment artifact (e.g. scar). All of the studies met , to some degree, the evidence-based criteria for diagnostic test evaluations. All would be classified as case series,
since they accrued subjects as patients were referred for evaluation of suspected cancer. However, the cases included patients with benign (as opposed to malignant)
masses, and these patients can serve as internal controls. Other methodologic limitations are discussed in the text and noted for each study.

Unless otherwise noted, the studies in this table compared PET and CT or MRI to the “gold standard” of histopathology of surgical specimens, which is the reference test
for the operating characteristics reported in the “Results/Comments” column.

Study

Patients/Methods

Results/Comments

Strauss, et al.,
1989

German Cancer
Research Center,
Heidelberg

Purpose )
to differentiate recurrent colorectal cancer from scar tissue

Cases
29 patients with suspected local recurrence of colorectal cancer
(21 malignant lesions/8 nonmalignant)

Methods

« all subjects examined with both FDG and 150-water PET

« due to limited resolution of PET, only patients with lesions exceeding 1.5 cm diameter on CT
were included

« final diagnosis based on biopsy and FU

« PET examinations were performed after a final diagnosis had been obtained by means of
biopsy and/or consistency of sequential CT findings

« PET images analyzed quantitatively by means of ROIs and DAR with gluteal muscles serving
as normal reference tissue

Study design limitations
* numbers of cases and internal controls not equivalent (high prevalence of malignancy)
« cut off values for normal/abnormal tests not specified

FDG uptake

« rapid FDG uptake by tumor, followed by slight decrease in DAR for up to 40 minutes after
administration; FDG concentration in tumor at 1 hour post-injection was > 2x that in scar

* FDG uptake at 60 minutes was low in nonmalignant lesions

« tumor/scar FDG uptake ratio was best at 60 minutes after injection

* DAR values for normal tissues were constant for 50 minutes, beginning at 10 minutes post-
injection

DAR values
e recurrent tumor = 1.14 - 4,17
escar=0.56 - 1.15

Lesion/soft tissue FDG uptake ratios
« recurrent tumor median ratio = 2.08
« scar median ratio = 0.96

Recurrent tumor vs scar based on FDG DAR and lesion/soft tissue ratio values
PET: *Se = 95%, *Sp = 100%
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German Cancer
Research Center,

Study Patients/Methods Results/Comments
Schlag, et al., Purpose PET
1989 investigate the feasibility and utility of PET and immunoscintigraphy in distinguishing recurrent *« mean FDG tumor to normal soft tissue ratio = 2.7

rectal cancer from scar tissue

« differentiation best at 57.5 minutes after FDG injection
* Se = 92%; Sp = 100% for tumor vs scar

Heidelberg Cases
18 patients with clinically suspected recurrence of rectal cancer Immunoscintigraphy with CEA/Ca 19-9
e lesions3 1.5cmon CT * Se = 40%; Sp = 50% for tumor vs scar
« 11 malignant/6 nonmalignant « less accurate than other reports; attributed to binding and specificity (for colorectal cancer) of
the antibodies and using histopathology as gold standard
Methods
« all subjects received PET Authors’ comment
« 14/18 had elevated CEA levels and received immunoscintigraphy with radioactive-labelled PET could improve selection of patients for invasive procedures
CEA/Ca 19-9
« PET images analyzed quantitatively using ROIs and time-activity curves; DAR calculated with
gluteal muscles as normal soft tissue reference
Study design limitation
numbers of cases and internal controls not equivalent (high prevalence of malignancy)
Ito, et al., 1992 Purpose PET
Nagoya University | «to compare the value of PET and MRI in differentiating recurrent rectal carcinomas from scars » mean DAR values significantly different for recurrent tumor vs scar (p < .01)
School of « to investigate the role of PET in determining response to therapy
Medicine, Japan MRI
Cases « lesion/muscle signal intensity ratios for recurrent tumors and scars were significantly different
15 patients with suspected (abnormal CT) local recurrence of rectal cancer (p<.01)

(11 malignant/4 nonmalignant)

Methods

« final diagnosis obtained by surgery in 2 patients, biopsy in 7 patients, CT of bone destruction in
2 patients, and sequential CT in 2 patients

« procedures to minimize FDG activity in urinary bladder used

« 7 patients received sequential PET studies after treatment

* MRI obtained and superimposed on all PET images

* FDG uptake quantified by DAR in ROIs

Study design limitations
* numbers of cases and internal controls not equivalent (high prevalence of malignancy)
« cut off values for normal/abnormal tests not specified

« DAR and signal intensity ratios correlated (r = .603; p < .05)

Distinguishing recurrent rectal tumor from mature scar

* PET: *Se = 100%; *Sp = 100%

* MRI: *Se = 91%; *Sp = 100% (1 patient who was positive for disease at surgery misclassified
by both MRI and biopsy )

Treatment monitoring

« 6/7 patients had decrease in DAR by completion of radiation therapy; in 4 of the 6 tumor did not
decrease in size

« 1/7 patients did not respond to treatment, and both DAR and tumor size increased during
treatment

« no longer term follow up results noted

Authors’ conclusion
PET and MRI are complementary, particularly where the results of MRI are atypical
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Study

Patients/Methods

Results/Comments

Falk, et al., 1994
Creighton
University School
of Medicine,
Omaha, and West
Virginia University
School of
Medicine

Purpose
to determine the sensitivity, specificity, and predictive accuracy of PET and CT preoperatively in
patients with colorectal cancer

Cases

16 patients with suspected or biopsy-proven primary or recurrent colorectal cancer

« 15 malignant lesions confirmed at biopsy (12 sites in colon and rectum, 2 liver metastases, 1
mesenteric metastasis)

« 3 nonmalignant lesions

Methods

« all subjects received PET and CT after at least 4 hours of fasting

« qualitative analyses performed

« image reviewers blinded to results of other imaging studies; blinding to other test results not
noted

Study design limitation
numbers of cases and internal controls not equivalent (high prevalence of malignancy)

PET

« detected 12/12 malignant lesions in colon and rectum and 1/2 liver sites

« 1 false positive scan attributed to inflammation

« 2 false negative scans; 1/2 attributed to lack of clear demarcation between liver and right colon
* Se = 87%; Sp = 67%; accuracy = 83%

CT
« lesions missed generally quite large (3 25 mm)
* Se = 47%; Sp = 100%; accuracy = 56%

Other findings/authors’ conclusions

*no PET or CT related complications observed

« PET and CT are complementary; PET may be especially useful if CT findings equivocal
« PET costs approximately twice those of CT but may be justified if unnecessary surgery
prevented or unexpected early lesion detected

Schiepers, et al.,
1995

University Hospital
Gasthuisberg,
Belgium

Purpose
to evaluate contribution of whole-body PET to detecting and localizing local recurrence and
metastatic disease, compared to CT-pelvis and CT/ultrasound-liver

Cases

74 consecutive patients presenting for evaluation of suspected recurrent disease at median 1
year post surgery (45 with recurrent disease, 29 with benign conditions)

« final diagnosis by biopsy in 63%

« final diagnosis by FU 3 14 months in 37%

Methods

« work up after recurrence suspected included CEA/CA 19.9, CT-pelvis, ultrasound or CT-liver,
chest x-ray, colonoscopy

« 83 PET studies in 74 patients

« PET interpreted qualitatively

« operating characteristics calculated by site (not patient)

Study design/reporting limitations
« blinding not noted
« validation of tumor in liver and distant sites dependent on imaging results

All recurrences: PET vs CT

(74 studies: 45 malignant, 29 benign)

*« PET: Se =93%; Sp = 97%, accuracy = 95%

* CT: Se =60%; Sp = 72%, accuracy = 65%

* 1% of PET and 15% of CT studies equivocal; equivocal studies counted as false positives or
false negatives in accuracy calculations

Local fibrosis vs recurrence: PET vs CT
(6 patients: 5 recurrent, 1 scar)
PET: Se =100%; Sp = 100%

Liver involvement: PET vs CT and/or ultrasound

(80 studies: 34 malignant, 46 benign)

*« PET: Se =94%; Sp = 100%, accuracy = 97%

« CT/ultrasound: Se = 85%, Sp = 98%, accuracy = 92%

Distant extrahepatic disease: PET

« PET detailed 25 unexpected lesion locations in 20 patients; 14 (56%) lesions confirmed with
biopsy or other imaging

« absence of disease in all false positives (all in thorax) confirmed with long term FU

« 1 false negative confirmed at surgery

Abbreviations:

DAR, differential absorption ratio
FU, follow up

Se, sensitivity

Sp, specificity

PPV, positive predictive value
NPV, negative predictive value
ROI, region of interest

SUV, standardized uptake value
T/B, target-to-background ratios
CEA, carcinoembryonic antigen

* indicates calculated by MDRC TA Program from data supplied in published article
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Table 4

Notes:

Data abstraction table:
Therapeutic efficacy of FDG PET in colorectal cancer

test evaluations and other methodologic criteria is variable (see Table 2).

Studies in this table provide both diagnostic accuracy and some therapeutic efficacy results. The degree to which the studies meet evidence-based criteria for diagnostic

All of the studies listed here are retrospectively analyzed case series. However, the cases included patients with benign (as opposed to malignant) masses, and these
patients served as internal controls.

Sensitivity, specificity, and accuracy data presented here should be interpreted with caution, since validation of tumor in liver and distant sites was dependent on imaging

results.

Therapeutic efficacy results are based on highly selected patients who had received a variable number and type of other diagnostic tests prior to PET (PET was
complementary to, rather than an alternative to, other diagnostic tests); neither the number of patients who entered the diagnostic process at each institution nor the size
of the referral base for the institution are specified, making generalization of the results presented here problematic. “True” PET results made positive contributions to
treatment in these studies. False negative and false positive PET results may also have had negative impacts on some patients.

Study

Patients/Methods

Results/Comments

Vitola, et al., 1996
Vanderbilt
University Medical
Center

Purpose
to compare whole-body PET, CT, and CT portography in detecting hepatic metastases

Cases

24 patients presenting for evaluation of suspected (increasing CEA levels or abnormal CT)
colorectal ca recurrence > 1 year after surgery (19 with recurrent ca, 5 with benign lesions)
« 55 intrahepatic sites (39 malignant, 16 benign)

« 5 extrahepatic sites (4 malignant, 1 benign)

« diagnosis confirmed by histopathology in 19 patients, 1 year FU in 5 patients

Methods

« 17 patients had CT, 18 had CT portogram, 11 had both

« all patients had PET, which was analyzed semiquantitatively using ROls, T/B ratios and SUV
« if PET showed extrahepatic lesion, additional CT in that area performed

I. selection of liver biopsy sites based on CT portography, which detected the greatest number of
esions

Study design/reporting limitations

« extrahepatic lesion analysis not presented here due to work up bias in selecting patients for CT
or other diagnosis on the basis of PET

« validation of tumor in liver and distant sites dependent on imaging results

« operating characteristics calculated completely only for site (not patient) as unit of analysis;
clinical decisions made on patient basis

« high prevalence of recurrent ca

« treatment impact of false negative PET studies not discussed

Diagnostic accuracy efficacy

PET

cut points: SUV =3.5; T/B=2

* by site: Se = 90%; Sp = 100%

« by patient: *Se = 95%; *Sp = 100%

CT
* by site: Se = 86%; Sp = 58%
« by patient: insufficient information for calculations

CT portography
« by site: Se = 97%; Sp = 9%
« by patient: *Se = 100%; *Sp = 33%

Therapeutic efficacy:
alterations to treatment based on PET diagnosis

* 4/24 (17%) patients with hepatic metastases:

- negative PET led to avoiding unnecessary laparotomy in 2 patients

- positive PET led to partial hepatectomy in 2 patients who would not otherwise have received
the procedure (other studies were false negative)

* 2/5 (40%) patients with extrahepatic metastases
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Study

Patients/Methods

Results/Comments

Lai, et al., 1996
Royal Prince
Alfred Hospital,
Australia

Purpose
to compare PET with abdominal CT, chest CT, chest x-ray in identifying operable colorectal ca
metastases to liver

Cases

34 consecutive patients referred for evaluation of suspected metastases to liver

« 27 malignant, 7 benign or no disease

« diagnosis confirmed by histopathology in surgical specimens, percutaneous biopsy, serial CT
(median FU, 18 months), intraoperative ultrasound of liver

Methods

« all patients had staging by abdominal CT, and plain film chest x-ray (15) or CT (19)

« patients whose metastases were considered operable received MRI (24) or CT angiography (3)
« conventional imaging studies interpreted by 2 senior radiologists blinded to PET results

« PET performed after conventional imaging

« PET interpreted qualitatively by single observer blinded to conventional imaging results

Study design/reporting limitations

« data insufficient to reproduce comparison of CT vs PET for extrahepatic metastases

« number of cases and internal controls not equivalent: high prevalence of disease and inability
to calculate predictive values

« data insufficient for analysis of subset of patients who received intraoperative ultrasound for
confirmation of imaging results separately from other patients

« work up bias in selecting patients for MRI

« validation of tumor in liver and distant sites dependent on imaging results

« methods of evaluating changes from pre- to -post-PET treatment plans not specified

Diagnostic accuracy

Detection of hepatic metastases

*« PET: *Se = 93%; *Sp = 57%j;

- one case of multiple metastases not detected on MRI was identified by PET
- false positives in liver cysts

* CT: *Se = 100%; *Sp = 14%

* MRI: *Se = 100%; *Sp = 80%

Authors’ comments

« PET is more sensitive than CT in detecting extrahepatic metastases (below), and has become
the initial examination of choice for patients with presumed recurrent colorectal metastases to
the liver at this institution

« cost of PET is justified if unnecessary tests, hospital admissions, and surgery are avoided

* semiquantitative (vs qualitative) whole body PET analysis may improve accuracy

Therapeutic efficacy

Detection of extrahepatic metastases

« PET identified previously unsuspected lesions (missed by conventional imaging) in 11 patients
« clinical management influenced by PET in 10 patients (29% of total evaluated)

« 1 false positive PET (retroperitoneal nodes)

« 1 false negative PET (para-aortic nodal metastases apparent at repeat PET in 1 year)

« 3 equivocal PET findings (poorly localized FDG uptake in area of left hepatic lobe)

Beets, et al., 1994
University Clinic
Gasthuisberg,
Belgium

Purpose
to evaluate clinical impact of whole-body PET in detecting and localizing recurrent colorectal ca

Cases
35 patients with suspected recurrent disease who had received the following diagnostic battery
below, up to and including PET

Methods

after surgery:

« 6 monthly FU with clinical exam, serum CEA determinations, US liver, chest x-ray;

colonoscopy at 1 year and then every 3 years

« if recurrence suspected or identified, patients then had CT of pelvis, US and/or CT of liver, chest
x-ray, colonoscopy, endorectal ultrasound

« if recurrence still suspected or identified, patients then had pelvic MRI and CT of thorax

« if results still equivocal, patients had PET

Study design/reporting limitations

« referral base of institution and number of patients screened or entered into diagnostic work up
not specified

« reported as 35 individual case reports; data not systematically analyzed

« incomplete details on patients who had false positive or false negative PET results: treatment
received/not received?

Therapeutic efficacy:

16 patients considered before PET to have resectable liver (15 or lung (1) metastases

« 9 patients: no additional information supplied by PET

« 3 patients with equivocal CT (local anastomotic recurrence not ruled out): PET negative and
patients had surgery to resect metastases

« 4 patients: PET positive for advanced liver involvement and resection not attempted

8 patients considered before PET to have resectable local recurrence; PET used to detect
additional sites which would rule out surgery

« PET correctly identified all local recurrences

« 1 patient: surgery avoided due to unexpected pulmonary metastases on PET

« 5 patients: PET had no therapeutic impact

« 2 patients: false negative PET studies for metastases (metastases detected at surgery)

8 patients with presacral mass equivocal on CT

« 5 patients: diagnosis with PET accurate (1 true negative, 4 true positives)
« 1 patient: false negative PET (malignancy discovered later)

* 2 patients: false positive PET

3 patients with increasing CEA but no other evidence of recurrence
« 2 patients: PET correctly identified pelvic recurrence and patients had treatment
« 1 patient: false negative PET (biopsy confirmed recurrence later)

Abbreviations:

DAR, differential absorption ratio
FU, follow up

Se, sensitivity

Sp, specificity

PPV, positive predictive value
NPV, negative predictive value
ROI, region of interest

SUV, standardized uptake value

* indicates calculated by MDRC TA Program from data supplied in published article

T/B, target-to-background ratios
CEA, carcinoembryonic antigen
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Table 5

Note:

Summary of the literature
Diagnostic accuracy of alternative technologies to PET in colorectal cancer

This table includes information from review performed for the American College of Physicians (ACP), as well as studies reporting primary data. The ACP reviews provide an

overview of the accuracy of commonly used diagnostic tests for colorectal cancer. Many of these studies also provide models of more methodologically rigorous study
designs than those that have been used in evaluating PET (see Table 2).

Study/design

Patients/Methods

Results/Comments

Diagnosing and/or staging primary colorectal cancer

Hospital del Pino,
Canary Islands,
Spain

diagnostic
accuracy efficacy

case series
(Level V evidence)

Nattinger, 1991 review Flexible sigmoidoscopy

ACP « 60 cm scope: Se for cancer = 30 - 50%; Se for adenoma = 50 - 60%; Sp (any neoplasia) = 97%
« 35 cm scope: Se for cancer = 40 - 50%; Se for adenoma = 40 - 50%; Sp (any neoplasia) = 100%
Air contrast barium enema
Se for cancer = 82 - 92%; Se for adenoma = 50%; Sp (any neoplasia) = 95%
Colonoscopy
Se for cancer = 94%; Se for adenoma = 94%; Sp (any neoplasia) = 100%

Hernandez- Purpose Hydrocolonic sonography

Socorro, et al., to determine sensitivity and specificity of hydrocolonic sonography (transabdominal sonography | (40 cases, 64 controls)

1995 after retrograde instillation of water into the colon) in detecting and staging colon cancer « primary or recurrent colon cancer: Se = 97.5%; Sp = 98.4%; PPV = 97.5%; NPV = 98.4%

Cases

104 subjects referred for evaluation of colorectal disease

« 40 malignant tumors (35 primary colorectal, 2 recurrent, 1 metachronous, 1 synchronous, and 1
metastatic uterine cancer)

* 64 nonmalignant

Methods

« al subjects received conventional abdominal or endorectal sonography and hydrocolonic
sonography prior to colonoscopy and single- or double-contrast barium enema

« disease status verified by histology of resected surgical specimens

« image interpreters blinded to colonoscopy, barium enema and histology results

« tumor staging: 100% of T1, T2, T4 tumors and 96% of T3 tumors correctly classified
« presence or absence of peritumor metastatic lymph nodes 3 4 mm: Se =50%; Sp = 100%

Colonoscopy
(36 cases, 45 controls)
Se = 94.4%; Sp = 100%; PPV = 100%; NPV = 95.7%

Barium enema
« single (32 cases, 64 controls): Se = 93.7%; Sp = 98.4%; PPV = 96.7%; NPV = 96.8%
« double (11 cases, 19 controls): Se = 100%; Sp = 94.7%; PPV - 91.6%; NPV = 100%

Conventional ultrasonography
(40 cases, 64 controls)
Se = 40%; Sp = 98.4%; PPV = 94.1%; NPV = 72.4

Evaluating suspected recurrent disease

Hawes, 1993
Indiana University
Hospital

Purpose
review of endoscopic ultrasound accuracy in distinguishing recurrent rectal cancer from scar

Methods
summary Se and Sp from 7 studies (85 cases/408 controls) using weighted averages

Endoscopic ultrasound
Se = 99%
Sp = 88%
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Study/design

Patients/Methods

Results/Comments

Gasparini, et al.,
1994

diagnostic
accuracy efficacy

case series
(Level V evidence)

Corman, et al.,
1994

Sansum Clinic,
CA; University of
Louisville;
University of
Chicago; Buffalo
VAMC; University
of Missouri;
Cytogen Corp.

diagnostic
accuracy and
therapeutic
efficacy

case series (Level
V evidence)

Purpose
to compare immunoscintigraphy with anti-CEA monoclonal antibody to CT, ultrasonography, and
MRI in patients with suspected local recurrence of colorectal cancer

Cases

59 patients referred for evaluation of suspected recurrence (3 2 consecutive increases in CEA
levels)

« 45 with recurrence by histology or endoscopy

« 14 with benign lesions by follow up or histology

Methods

« whole body and multiple regional spot gamma camera scintigraphic images obtained at 4, 24,
48, and 72 hours after antibody injection

« SPECT images obtained at 48 - 72 hours

« only pelvic sites analyzed

Study design limitations
« not all subjects had histologic confirmation of disease status
« blinding of image readers not noted

Purpose
to assess diagnostic accuracy, and contribution to diagnostic thinking and subsequent treatment
decisions of FDA-approved immunoscintigraphy agent (Oncoscint)

Cases

103 patients (84 with confirmation of diagnosis by histology or other tests, 103 supplied data on
contribution to diagnostic understanding or to subsequent therapeutic decisions)

« 46 with rising CEA levels and otherwise negative evaluations

« 29 with known recurrence, presumed resectable

« 28 with equivocal results after other diagnostic tests

Methods

* gamma camera scintigraphic images of pelvis, abdomen, thorax and other sites obtained at 48
to 72 hours after antibody injection

« images analyzed by nuclear medicine physician at each of 10 participating centers before
confirmation of diagnosis by other means

« clinicians provided description of pre-test management plan and assessed changes in plan due
to immunoscintigraphy after surgery or at completion of diagnostic evaluation

Study design limitations
« not all subjects had histologic confirmation of disease status
» Se and Sp calculations difficult to reconstruct

Immunoscintigraphy
Se = 89%; Sp = 78%; accuracy = 86%

MRI
Se = 93%; Sp = 67%; accuracy = 86%

cT
Se = 69%; Sp = 67%; accuracy = 68%

Ultrasound
Se = 41%; Sp = 79%; accuracy = 56%

Accuracy

« based on 84 patients with diagnosis confirmed by surgery, other tests, or follow up

« scans indeterminate in 19/84 patients (23%); excluded from authors’ accuracy calculations
* Se = 73%); true negative rate = 100% (no positive scans in patients without other evidence of
malignance; indeterminate tests not used in calculations)

« if indeterminate scans considered false positive, Sp = 64% (MDRC TA Program calculation)

Effect on treatment

« beneficial in 44% of cases: 17 treatment plans altered due to detection of occult disease
(disease not resectable and surgery canceled, surgery changed to radiation or chemotherapy, or
surgical plan changed)

« detrimental in 2% (test results led to unnecessary surgery in attempt to identify suggested
recurrence)
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Study/design

Patients/Methods

Results/Comments

Detecting hepatic metastases from colorectal cancer

Stark, et al., 1987
Massachusetts
General Hospital,
Boston

diagnostic
accuracy efficacy

randomized
controlled study
(Level Il evidence)

Purpose
to determine the accuracy of MRI (individual pulse sequences and combined sequences)
relative to CT (contrast enhanced) in the diagnosis of liver metastases

Cases

57 patients with biopsy-proven primary cancer (24 colon, variety of others) and liver metastases
(proven by biopsy in 23 and by FU in 34)

« all had both CT and MRI

Controls
« 27 patients with benign liver disease (17 had MRI only)
51 subjects with normal livers (11 had CT only, 17 MRI only, 23 both)

Methods

* 438 MRI and 97 CT studies placed in individual folders, no patient identifiers on films or folders,
folders randomized by investigator who did interpret studies

« 3 blinded investigators independently interpreted studies

* MRI studies reaggregated for 124 patients, rerandomized, and reinterpreted by 3 investigators
independently

« images analyzed by patient and by lesion and recorded on score sheets

« final diagnosis on abnormality and number of lesions by consensus among all investigators
with all information available

« ROC analysis of test performance using data from patients with metastases or normal livers (not
those with benign conditions)

« differences between results of several MRI techniques and CT tested statistically

Study design/reporting limitations

« false negatives and false positives analyzed for both tests, but interobserver variability
described but not quantified by kappa statistic

« some subgroup analyses based on small numbers of cases and/or controls

ROC analysis

« average area under curve for MRI larger than that for CT

« all 3 interpreters operated on nearly same curve for both MRI and CT, but dispersion greater for
CT (wider range of performance)

« for all readers, optimal performance achieved when “probably abnormal” studies scored as
negative

Performance characteristics

using cut points from upper left corner of ROC curves:
* Se for abnormalities: MRI =82%; CT = 80%

* Sp: MRI =99%; CT = 94%

Detection of individual metastatic lesions
(279 lesions in 39 patients who had both MRI and CT)
* Se: MRI =64%; CT =51%

Detection of benign liver disease
* MRI: Se (hemangiomas) = 80%; Se (cysts) = 76%
* CT: Se (hemangiomas) = 74%; Se (cysts) = 64%

Detection of extrahepatic lesions
* pancreatic masses

-MRI: Se = 27%; Sp = 99%
-CT: Se =79%,; Sp = 96%

« renal cyst or mass

- MRI: Se = 27%; Sp = 99%
-CT: Se =67%; Sp = 99%

« adrenal mass

- MRI: Se =22%; Sp = 100%
- CT: Se =56%; Sp = 99%

« focal splenic lesions

- MRI: Se = 0%; Sp = 100%
-CT: Se =33%; Sp = 99%

* ascites

- MRI: Se =83%,; Sp = 98%
- CT: Se =50%; Sp = 98%
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Study/design

Patients/Methods

Results/Comments

Rafaelsen, et al.,
1995

Odense University
Hospital,

Denmark

diagnostic
accuracy efficacy

prospective cohort

study
(Level Il evidence)

Purpose

to compare diagnostic accuracy of liver enzyme determinations, preoperative ultrasound,
surgical examination, and intraoperative ultrasound for detection of liver metastases from
colorectal cancer

Cases
295 consecutive patients (1989 to 1992) admitted for elective surgery for colorectal cancer

Methods
« all patients received preoperative US, liver enzyme measurement, inspection of liver during
surgery (findings recorded before intraoperative US), intraoperative US

« surgeon, preoperative ultrasonologist, intraoperative ultrasonologist all unaware of each others’

findings

« disease status confirmed by combination of all tests (after recording of blinded findings),
histopathology, and 3 mo postoperative FU (conventional US of liver, biopsy of liver if
metastases suspected)

« test characteristics calculated by patient and by lesion

« differences between test results tested statistically

Surgical procedures and staging results
« 216 curative operations, 79 palliative operations
* Dukes stages A (35), B (148), C (33), D (64)

Detection of liver metastases (295 patients)

« liver enzymes: Se =9 - 47%, Sp = 92 - 98%, depending on specific assay
« preoperative US: Se = 70%; Sp = 94%

« surgical exploration: Se = 84%; Sp = 97%

« intraoperative US: Se = 97%; Sp = 98%

significant differences: intraoperative US vs all other tests

Detection of unresectable metastases (46 patients with bilobar metastases, 35 > 3 lesions)
« intraoperative US: 91% of patients with bilobar metastases; 89% of patients with > 3
metastases

« surgical exploration: 72% of bilobar metastases; 66% of patients with > 3

Analysis by lesions (204 metastatic lesions in 64 patients)
« preoperative US: Se = 64%; Sp = 92%

« surgical exploration: Se = 72%; Sp = 96%

« intraoperative US; Se = 94%; Sp = 98%

Panzer, 1991
ACP

review

Ultrasound, adequate studies
Se = 80%; Sp = 90%; LR positive = 8; LR negative = 0.22

Computed tomography
Se = 90%; Sp = 90%; LR positive = 9; LR negative = 0.11

Abbreviations:

ACP, American College of Physicians
CEA, carcinoembryonic antigen

FU, follow-up

Se, sensitivity

Sp, specificity

PPV, positive predictive value

NPV, negative predictive value

LR, likelihood ratio

US, ultrasound
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Appendix 5

Systematic Review:
PET as a Diagnostic Test in Breast Cancer

The final literature database searches for the systematic reviews were performed
on September 10, 1996; the assessment represents peer-reviewed literature
published and indexed as of that date.

This Appendix to the PET assessment presents the results of the systematic review of PET in
breast cancer. A genera rationale for the use of PET in oncology is supplied by Hawkins, et a.
(1994) and Hoh, et al. (1994):

. many forms of cancer characteristically perturb tissue biochemical and physiological
processes and PET imaging can be expected to detect the resulting abnormalities;

. reliance on tumor histology and anatomy limits the oncologist’ s tools for selecting
optimal treatment;

. the ability to monitor metabolic responses to treatment could allow the early re-direction
of therapy in patients who fail to respond to the first attempt at radiation or
chemotherapy.

These and other authors (e.g., Price and Jones, 1995) report that PET studiesin cancer are
emerging as amajor focus of the technology, both in basic research and in clinical investigations.
Information gathered by the MDRC Technology Assessment Program from VA PET facilities
corroborates that perception (see Appendix 9: Experience With PET in VHA).

Fluorine-18-fluorodeoxyglucose (FDG) is the most commonly employed radiopharmaceutical in
PET cancer studies. Many neoplasms have high glycolytic rates, resulting in intracellularly trapped
phosphorylated FDG that can be imaged with PET. Hawkins, et a. (1994), note that tumor-
specific biochemical characteristics of glucose transport and phosphorylation may affect
guantitative estimates of tumor glucose metabolism with FDG PET, and that investigations are
under way to define these characteristics. However, these uncertainties may be of less concern
with qualitative or semiquantitative FDG PET cancer studies because the primary intent of such
studiesisto detect and map tumor foci, not to rigoroudy quantify tumor glycolytic rates.

In some instances, PET imaging techniques have been modified to meet the needs of cancer
diagnosis. Most PET systems allow axial fields of view (the length of the body encompassed by a
series of cross sectional images) of approximately 10 cm. Cancer is frequently distributed beyond
thisfield of view, and whole body image acquisition procedures have been developed (Hoh, et al.,
1993). Sinceitisimpractical to apply standard transmission scanning attenuation correction
methods to these procedures, whole body PET imaging is primarily useful as a qualitative indicator
of disease distribution.
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Nieweg (1994) and Price and Jones (1995) define a number of potentia applicationsfor PET in
oncology. Theseinclude:

tumor detection (although PET images offer insufficient structural detail and should not
be used to visualize anatomy; registration techniques to combine PET and anatomic
imaging into a singleimage are under development to circumvent this limitation);

staging (particularly using whole-body imaging methods) although thereis alower limit
to the size of metastases that can be detected by PET;

detection of local recurrence of disease, since anatomically-based imaging is often
limited by the effects of treatment;

prediction of tumor response to chemotherapy;

trestment monitoring.
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BACKGROUND

A. General sources

The discussion in this overview section, unless otherwise noted, is based on information
distributed by the National Cancer Ingtitute (NCI) in September, 1996 through its on-line
Physician Data Query (PDQ) system.

B. Description

Breast cancer isthe most common life-threatening malignancy among adult women in every
major ethnic group in the United States (Kelsey and Horn-Ross, 1993). It ishighly treatable
by surgery, radiotherapy, chemotherapy, and hormonal therapy, and can be cured when
detected inits early stages. Accordingly, screening programs using mammography and/or
breast physical examination have been widely implemented and tested for efficacy.

C. Epidemiology

The American Cancer Society (Cancer Facts and Figures, 1996) estimates that 184,300 new
cases will be diagnosed in 1996; approximately 1 of every 8 women (12.5%) will develop
breast cancer during the course of amaximum life expectancy. A 4% per year increase in the
incidence rate has been observed between 1982 and 1987; part of the increase may be
attributable to screening programs which detect some breast cancers while they are till non-
invasive (carcinomain situ) and before they become clinically apparent (Liff, et a., 1991).

In 1992, there were 1,199,370 women veterans (4.4% of the total veteran popul ation)
(Department of Veterans Affairs, National Survey of Veterans, 1995). An HSR&D service-
directed research project (Feussner and Hynes, abstract in: Projects Receiving Funding in
Fiscal Year 1995) found an urgent need to promote early breast cancer detection program for
women veterans and to further assess their risks for breast cancer.

Although the incidence of breast cancer isincreasing, early detection by means of routine
mammography examination and improved trestment have allowed the degth rate to remain
essentially unchanged since 1930. Breast cancer is now the second most common cause of
cancer death among women (after lung cancer). Approximately 44,300 women and 260 men
will die of breast cancer in the United States in 1996; 15% of these deaths will occur among
premenopausal women, making breast cancer aleading cause of years of potential life lost.

The risk of breast cancer increases with age in high-risk areas such as the United States, but
the increase with age is less steep after about age 45-50 than it is during the reproductive
years. The specific factors associated with athree- to four-fold relative risk for the
development of breast cancer include; first-degree relative (mother or sister) with breast
cancer; prior breast cancer; nulliparity; first childbirth after age 30; early menarche or late
menopause; and radiation exposure, particularly in the prepubertal years. Other factors
implicated in increasing the risk for breast cancer include: hyperplastic fibrocystic disease
with atypical epithelial cells; use of oral contraceptives by young women before afirst
pregnancy; long-term use of non-conjugated estrogens; and the fat content of the diet.

The etiology of breast cancer remains undefined. Some of the risks listed above may relate to
etiology; genetic factors, hyper- or un- opposed estrogen activity over along reproductive life
span, and some dietary factors are thought to contribute.
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D. Diagnosis

Invasive carcinomas of the breast can arise from both the lobular and ductal components of
breast tissue. Approximately 85% of invasive carcinomas areinfiltrating ductal carcinomas;
10% areinfiltrating lobular carcinomas; and the remaining 5% include medullary, mucinous,
tubular, and adenoid cystic histopathological varieties. Although use of mammography has
reduced the average size of newly diagnosed breast lesions to 2.5 cm, many breast cancers
are still discovered by patients or physicians during routine examinations (and are therefore
clinicaly detectable at diagnosis). Currently, between 30% and 50% of breast cancer lesions
have progressed to involve the axillary lymph nodes at diagnosis.

Following initial diagnosis, that diagnosis is confirmed, stage of disease is evaluated, and
therapy is selected. Diagnosis may be confirmed by aspiration cytology, solid core needle
biopsy, or incisional or excisional biopsy. When technically possible, an excisional biopsy
both supplies material for definitive diagnosis of a breast lesion, and acts as the primary
surgical treatment (which also includes axillary dissection) for awoman with asmall primary
tumor who will subsequently receive radiation therapy as her principal adjuvant therapy.
Additiona prognostic factors determined during the diagnostic process include stage of the
disease, histologic and nuclear grade, and hormone receptor status.

E. Staging, treatment, and survival

The staging system for breast cancer provides a strategy for grouping patients with respect to
prognosis. Both survival and risk of relapse after treatment are associated with the degree of
progression of the disease at diagnosis. The size of the primary tumor, the presence or
absence of histologically confirmed lymph node involvement, the number of nodes involved,
and the metastatic spread of the disease at diagnosisand initia surgical treatment are used in
staging (tumor, node, metastases, or TNM staging). Stage-specific survival rates have
increased only dlightly since the 1970s.

Breast cancer isacommon cause of death among women, and a significant contributor to
potential years of lifelost. In order to reduce breast cancer mortality, a number of approaches
could be taken. Since the cause of breast cancer remains elusive for the majority of women
with the disease, primary prevention is not yet feasible. Screening programs attempt to
identify early breast cancers when they are highly curable. Mammography (with/without
clinical breast exam) is currently the best screening tool available, and has been shown to be
of valuein randomized trials. Combined Swedish trial dataindicate that mammography
produced an overal reduction in breast cancer mortality of 29% during 12 years of follow up
in women over 50 and a 13% reduction in younger women (Blamey, et al., 1994), although
screening in unselected populations of women under 50 remains controversial.

Finally, trestment for more advanced breast cancer can be improved. Currently, treatment is
associated with less than optimal outcomes with respect to both survival and quality of life
during trestment, and is an area of intense research activity. The NCI notes that, even when
standard therapy is effective, patients with breast cancer are appropriately considered as
candidates for clinical trials designed to improve therapeutic results and to decrease the
morbidity of treatment.

Therapeutic decisions are made in part according to staging categories, but primarily
according to lymph node status, estrogen and progesterone receptor levelsin the tumor,
menopausal status, and the overall health of the patient. In general, initial treatment for breast
cancer issurgical removal of the tumor, followed by radiation therapy to enhance loco-
regional control and/or by chemotherapy to reduce the risk of recurrence due to
micrometastases or to control identified metastases. Table 1 provides information on the
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TNM staging system in breast cancer, on the therapeutic options at each stage, and on
survival.

The lifetime cost of treating breast cancer has been estimated at $61,000 in 1991 dollars (over
$10 billion in the U.S. in 1991). These costs are only those borne by the medical care
system; additional unquantified costs are associated with pain, suffering, and anxiety to
patients and their families. The U.S. General Accounting Office has concluded that the best
prospect for reducing breast cancer mortality is through increased utilization of screening
mammography. Cost-effectiveness studies estimate that mammography has a marginal cost
of approximately $36,000 (over clinical breast exam aone) per year of life saved, whichis
comparable to the cost effectiveness of treating hypertension and hypercholesterolemia
(White, et al., 1993).

F. Potential rolesfor PET

Screening strategies using mammography and breast physical examination are widely
available. Mammography isrelatively expensive (on a population basis), requires high levels
of technical expertise, and detects only 95% of breast cancers but has been vaidated in large
randomized trials (Blamey, et a., 1994; Morrison, 1993). The number of women receiving
mammography isincreasing: the percentage of women over 40 years of age who had ever
obtained at least one mammogram rose from 38% in 1987 to 60% in 1990, and the
percentage of women who had a mammogram in the previous year rose from 17% to 33%.

PET researchers (e.g., Adler, 1993) acknowledge that the high cost (and limited availability)
of PET argue against its potential to replace mammography for screening large populations of
asymptomatic women. However, other potential applications of PET in the management of
patients with breast cancer have been defined in the literature:

* screening in subgroups of women, e.g., those with breast implants (Wahl, et al.,
1994), and those with prior breast radiotherapy, multiple breast masses and history of
negative biopsy results, or severe fibrocystic disease (Tse, et ., 1992);

* monitoring response to chemotherapy (Wahl, et al., 1993; Tse, et al., 1992);

* nonsurgical evaluation of breast disease (Tse, et ., 1992; Adler, et al., 1993; Avril,
et al., 1996b; Scheidhauer, et al., 1996);

* selection of patients for axillary dissection and for preoperative chemotherapy (Tse, et
al., 1992; Adler, et a., 1993; Auvril, et a., 1996a; Scheidhauer, et al., 1996)

* quantification of tumor glycolytic rate as a prognostic factor (Tse, et al., 1992; Avril,
et al., 1996b).

II. RESULTS

Twenty-three articles from MEDLINE and other database searches and from the bibliographies of
initialy retrieved articles were selected as meeting the screening criteria. After review, 13 (56%)
met inclusion criteriafor assignment to the following levels of the diagnostic efficacy hierarchy
(Fryback and Thornbury, 1991; Appendix 2: Assessing Diagnostic Technologies): 8 met the
definition of technical efficacy (Seereference list; full data abstraction tables for technical efficacy
studies are on file with the MDRC Technology Assessment Program) and 5 met most or al of the
evidence-based criteriafor studies of diagnostic accuracy (Table 3). Table 2 summarizes cross-
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study findings on PET and alternative technologies. These studies have methodologic limitations,
and accordingly were not combined statistically for this review.

The potential uses of PET in breast cancer outlined above have been addressed only anecdotally or
in studies that should be considered preliminary. Subgroup screening has been studied in two
patients with breast implants (Wahl, et al., 1994) and in 3 patients with radiodense breasts (in a
series of 14 reported by Tse, et al., 1992). Changesin tumor glucose metabolism during
chemotherapy have been reported in small series of patients (Bassa, et al., 1996; Bruce, et dl.,
1995; Jansson, et al., 1995; Mortimer, et al., 1996; Wahl, et a., 1993). Correlation of tumor
glycolytic rate to other prognostic features were studied by Avril, et al., (1996b) with no
association established.

Studies presented below addressed the non-invasive determination of primary breast disease and
axillary lymph node involvement using FDG PET. One small case-control study wasidentified
(Nieweg, et al., 1993) and was included, in spite of its small size. The remaining studies were
series of patients who presented for surgical evaluation of breast masses, patients without disease
within the series were internal controls used for comparison. Patients evaluated for axillary node
involvement were accrued from those with malignant primary breast disease, and patients with
benign nodal disease served asinterna controls.

All patients in these case series had suspected or biopsy-proven breast cancer, and relatively low
proportions of patients had benign lesions. Therefore, the pre-test probability of diseasein the
study populations was high. Variations in reporting across studies with respect to unit of analysis
(by patient, lesion or axillag) and extent of disease (Size of primary tumor and level of axillary
lymph node involvement) may further affect the generalizability of theseresults. All studies
provided information on the comprehensiveness of blinding of the test interpreters to the gold
standard. However, none of these studies met strict evidence-based criteriafor blinding, because
determination of the diagnostic gold standard independent of the PET results could not be
ascertained. Thiswill likely result in significant bias and inflated estimates of accuracy. These
results should be interpreted accordingly.

A. Defining primary breast disease

Adler, et a., (1993) and Avril, et al., (1996b) assessed the ability of PET to detect primary
breast disease both quantitatively and qualitatively. Nieweg, et al., (1993b) used a case
control design, but failed to report information on criteriafor judging images positive or
negative for cancer and used only one image interpreter. No data on alternative technologies
were presented. Variationsin blinding of the image readers to either the gold standard or to
other clinical information and in choice of aretrospectively determined cut-off used in the
quantitative analyses occurred across these studies. Only Scheidhauer, et al., (1996) reported
operating characteristics for aternatives to PET, but the evaluation of clinical examination and
mammography was not described with sufficient detail to be reproducible. These studies
have limitations in reporting and study design and should be considered preliminary.
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B. Defining axillary lymph node involvement

Adler, et al., (1993) and Scheidhauer, et a., (1996) assessed a small subset of patients with
malignant primary breast cancer for axillary lymph node involvement but reported no data on
aternative technologies. Avril, et al., (1996a) presented resultsin alarger group of patients
combined with results from 10 patients with benign primary breast disease to compare the
accuracy of PET to clinical exam. Subgroup analyses according to primary tumor stage were
conducted for PET but not for clinical examination. Results were presented as point
estimates with 95% confidence intervals, which ranged widely due to small study size.

These results should be interpreted with caution.

C. Detecting distant metastases

Scheidhauer, et al., (1996) also reported anecdotal evidence on a subgroup of 8 patients (23
total lesions) with distant metastases at the time of diagnosis. Small study size and limitations
in study design suggest that these results should be considered preliminary.

1. SUMMARY

Preliminary studiesinto the role of FDG PET in the diagnosis and management of breast cancer
have been reported in the literature. Table 2 summarizes findings from these studies on the
diagnostic accuracy efficacy of PET. These studies received low methodology grades because of
limitations in blinding, small study size, and incomplete reporting. The MDRC Technology
Assessment Program did not identify any published studies that documented PET imaging at
higher levels of the diagnostic efficacy hierarchy.

Only one study (Nieweg, et a., 1993) used a case control design; the remaining studies were
uncontrolled or used small numbers of internal controls. None of the studies met strict evidence-
based criteriafor evaluation of diagnostic tests. The prevaence of malignancy in these study
populationsis high, may be weighted toward severe disease, and may not provide accurate
estimates of accuracy. Predictive values should be interpreted accordingly. These data are further
complicated by variations in reporting with respect to the unit of analysis (by patient, lesion, or
axillae) and extent of disease (primary tumor size and level of axillary node involvement), and may
not be generalizable to a population of mammographically tested patients with alower prevalence
of malignancy. All authors stressed the preliminary nature of these results and recommend
assessment of PET in larger trials.

V. DISCUSSION

The studiesin Tables 2 and 3 report accuracy findings for detecting axillary lymph node
involvement. Axillary dissection with histopathology of dissected nodes supplies information
critical to subsequent treatment decisions, is currently recommended by the NCI for most patients
with Stage 1 or higher disease, but is associated with significant morbidity. Under investigation
arelessinvasive surgical methods and improved imaging modalities, including PET, which are
used to map axillary lymph node involvement. However, selecting patients for axillary dissection
based on PET studies would be extremely premature given the currently available PET research
data. Published PET data are based on very small numbers of patients (compared to the tens of
thousands who have enrolled in studies of screening and treatment options) and should be
confirmed in larger, more rigorous studies before being incorporated into clinical practice. The
efficacy of chemotherapy in patients with positive nodes has been demonstrated in large,
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randomized tria's; inappropriate assignment of patients to no chemotherapy (or to unneccessary
exposure to the morbidity of chemotherapy) in the absence of axillary dissection should be
avoided.

Future PET research in breast cancer islikely to involve improvements to resolution and diagnostic
performance. High resolution positron emission mammography is under devel opment
(Thompson, et a., 1995), Although they do not report using the technology in patients, these
authors hypothesize that this modification to existing PET technology will be an adjunct to
conventional mammography and may eventually be an alternative to needle or surgical biopsy.

A. Alternativesto PET in some of its potential breast cancer applications

As noted above, improvements to breast cancer imaging and patient management are areas of
Intense research activity. Mammography in asymptomatic women is associated with a high
sensitivity but ahigh yield of false positive results, alow positive predictive value, and alow
specificity. However, technical improvements, increasing experience of radiologists who
specializein screening, and quality assurance criteria are increasing the accuracy of
mammography and the diagnostic yield of subsequent procedures in established, high quality
screening programs (Tubiana, et al., 1994).

Adler and Wahl (1995) review new methods for imaging the breast which may correct some
of the shortcomings of mammography. These methods address both detection and
classification of breast lesions, and include MRI of the breast, digital mammography,
computer aided diagnosis, SPECT, and PET. These authors confirm that all of these
methods would require significant technical refinement before replacing mammography for
the detection of breast cancers.

The classification of mammographically detected |lesions as benign or malignant (i.e.
improving the specificity of mammography) is a particularly fertile areafor continued
research. Asmany as 70% and 85% of women who receive biopsies based on suspicious
mammographic findings have benign conditions (Parker, et a., 1995). A non- or less
invasive method for evaluating breast disease prior to biopsy which would reduce the number
of surgical biopsiesfor benign lesionsis desirable.

According to areview by Harms, et al., (1994), studies using MRI of the breast have
demonstrated consistent contrast enhancement of malignant lesions and the lack of contrast
enhancement of benign conditions. MRI used before surgical biopsy has been demonstrated
to have a high negative predictive value and the ability to reduce the number of biopsies
performed for benign lesions. Technical advances, such as dynamic contrast imaging, which
will improve the diagnostic performance characteristics of breast MRI, are under
Investigation.

Biopsy techniques that are less invasive than open surgical biopsy, and that would reduce the
adverse effects of unnecessary open biopsy procedures on health care resources and patients
psychosocia well-being, have been devel oped and have diffused into many health care
settings. Stereotactic mammography to localize suspicious breast lesions, followed by fine
needle aspiration or large needle core biopsy, are anong these techniques. The equipment for
these procedures is marketed in the United States. An analysis of over 6000 solid core
biopsy results in the United States has recently been published; the authors concluded that the
procedureis areproducible and reliable alternative to surgical biopsy (Parker, et al., 1994).
Tubiana, et al., (1994) report that fine needle aspiration cytology, in combination with
increasing radiological expertise, can lead to malignant/benign biopsy ratiosin specialist
centers of between 3/1 and 10/1, minimizing the number of unnecessary benign biopsies.
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B. A breast cancer research agenda

Given the population impact of breast cancer, it is reasonable to consider both new and
existing screening, diagnostic (including PET), and treatment technol ogies within the context
of the overall knowledge base and a strategic research agenda. Such an approach could
provide aframework for evaluating the technologies population and societal impacts.

The Ingtitute of Medicine (IOM), in a1993 report to the U.S. Army Medical Research and
Development Unit on strategies for managing the breast cancer research program, liststhe
deficienciesin the current knowledge base on breast cancer. Theseinclude: biologically
based treatments directed at precise targets are tantalizingly possible, but require major
continuing research efforts; no dominant etiology for breast cancer has emerged from
extensive epidemiologic studies, making it unlikely that quick and easy prevention strategies
can be implemented; access to screening and treatment is problematic for minority women; the
currently available treatments are less than completely effective and exact a substantial
physical and emotional toll on the women who receive them; breast cancer isavery
heterogeneous disease and it remains difficult to determine with any certainty the best
therapeutic regimen for any particular woman; and far too few data are available to assess the
effectiveness of various therapeutic interventions or how best to deliver them.

In response to the deficiencies in the knowledge base listed above, the |lOM developed the
following questions to guide research:

» What genetic alterations are involved in the origin and progression of breast cancer?

» What are the changes in cellular and molecular functions that account for the
development and progression of breast cancer?

» How can endogenous and exogenous risk factors for breast cancer be explained at the
molecular level?

» How can investigators use what is known about the genetic and cellular changesin
breast cancer to improve detection, diagnosis, prevention, treatment, and follow up?

» What is the impact of risk, disease, treatment, and ongoing care on the psychosocial
and clinical outcomes of breast cancer patients and their families?

* How can investigators define and identify techniques for delivering effective and cost-
effective health care to al women to prevent, detect, diagnose, treat, and facilitate
recovery from breast cancer?

The IOM felt that these questions offered a usable framework for defining the goals of a
research program and evaluating the relevance of proposed research.
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V. SUGGESTIONS FOR FURTHER RESEARCH

Breast cancer offers a somewhat different context for an evaluation of the potential roles of PET
than do some of the other oncology indications for PET that are addressed in this report. Breast
cancer makes a substantially larger contribution to potential years of productive lifelost in the
general population than do the other malignancies, and consumes a proportionate amount of health
careresources. Mammography is among the only screening tests in routine use that is supported
by evidence from large randomized clinicd trials. Finally, agreater number of competing
technologies (including those that improve the results of mammography) are under development.

Veterans Health Administration breast cancer research efforts could focus on questions similar to
those of the IOM. Proposals to apply PET imaging to clinical management of breast cancer
patients could then be evaluated within that framework.
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Table 1 Breast cancer staging, treatment options, and survival
Stage Pathologic description Treatment options 5-year
survival
0 carcinoma in situ intraductal « mastectomy with excision of lymph nodes around axillary tail of breast (but without a formal | > 95%
« nonpalpable lesions discovered on « presents as mammaographic axillary dissection) results in a local and distant recurrence rate of 1 - 2%
screening mammography microcalcifications or a soft tissue « conservative surgery with radiotherapy results in recurrence rate of 9 - 21%
« accounts for 15 - 20% of all breast abnormality « salvage of recurrences is feasible, with survival comparable to upfront mastectomy
cancers
lobular « clinical management controversial; options include no treatment after biopsy with careful
« generally widely distributed throughout follow up, or bilateral prophylactic mastectomy
breast and frequently bilateral « axillary dissection not necessary
« indicates 25% chance of developing « patients who have undergone local excision are eligible for a large multicenter RCT of
invasive cancer within 25 years tamoxifen to prevent development of invasive cancer
| - tumor £ 2.0 cm in greatest diameter « 21% of patients managed with surgery alone may ultimately relapse 85%
- no regional lymph node metastases « breast conserving surgery followed by radiation therapy provides tumor control equivalent to
- no distant metastases more extensive surgical procedures; approximately 20% of patients experience local
recurrence
« axillary dissection should be performed
« suitable ER negative patients receive adjuvant chemotherapy with a proven effective
regimen; a group of patients with small tumors who do not benefit from adjuvant therapy may
be identified
« ER positive patients receive adjuvant tamoxifen
Il e tumor > 2cm but £5 cm in greatest negative nodes « survival is equivalent with any of the surgical options (mastectomy, mastectomy with 66%

diameter

« no nodal metastases, or metastases to
movable ipsilateral axillary nodes

« no distant metastases

reconstruction, or conservative surgery plus radiation therapy)

« radiation therapy to the chest wall and regional nodes should be considered for patients at
high risk of local recurrence (with known residual disease)

« adjuvant combination chemotherapy with a proven effective regimen for both pre- and post-
menopausal ER negative patients

« adjuvant tamoxifen with established schedule for ER positive patients

« optimal adjuvant therapy has not been defined for any subset of patients; all patients and their
physicians are strongly encouraged to participate in controlled clinical trials

positive nodes

« survival is equivalent with any of the surgical options (mastectomy, mastectomy with
reconstruction, or conservative surgery plus radiation therapy)

« radiation therapy to the chest wall and regional nodes should be considered for patients at
high risk of local recurrence (with known residual disease or 4 or more involved nodes)

« adjuvant combination chemotherapy with a proven effective regimen for both pre- and post-
menopausal patients

« tamoxifen, either alone or combined with chemotherapy, prolongs DFS when administered
for 24 months to postmenopausal women with axillary node metastases

« optimal adjuvant therapy has not been defined for any subset of patients; all patients and their
physicians strongly encouraged to participate in controlled clinical trials
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Stage Pathologic description Treatment options 5-year survival
1] « tumor any size operable « modified radical mastectomy or radical mastectomy 41%
* metastases to movable ipsilateral « radiation therapy
axillary nodes or metastases to « combination chemotherapy with or without hormones is given in conjunction with
ipsilateral nodes fixed to one another or surgical and radiotherapeutic procedures
to other structures « tamoxifen as postoperative adjuvant hormonal therapy for postmenopausal
« no distant metastases patients with high ER and PR levels is under investigation
inoperable « newly diagnosed patients should be considered candidates for one of the clinical
trials in progress to improve therapeutic results
« incisional biopsy followed by radiation to primary tumor and regional lymph
nodes
« combination adjuvant chemotherapy
« if chemotherapy is contraindicated, hormonal therapies may be used for patients
whose tumors are ER and PR positive after surgery and radiotherapy
« initial chemotherapy followed by surgery and/or radiation therapy is under
investigation
« phase Il studies evaluating new chemotherapeutic or biologic agents may be
considered for patients whose local disease is not controllable by other means
\ « tumor any size « all patients with stage IV disease should be considered candidates for one of the 10%
« any pattern of axillary lymph node metastases ongoing clinical trials to improve therapeutic results
« distant metastases present « surgical biopsy
« in patients with ER and PR positive tumors and no visceral disease, hormonal
therapy is used
« in patients with ER and PR negative tumors or visceral disease, combination
chemotherapy is used
Recurrent localized recurrence after breast « subset of good prognosis patients with | « salvage mastectomy plus radiotherapy 65-80%
conserving surgery locally recurrent disease in the breast
at 1-9 years post lumpectomy plus
radiotherapy
other/widespread recurrence « visceral disease absent, ER and PR « hormonal therapy/oophorectomy for premenopausal patients treatment is
positive or unknown, disease free « antiestrogen/progesterone therapy with tamoxifen for postmenopausal patients palliative
interval > 2 years
« recurrence localized or visceral « surgery and/or radiotherapy treatment is
palliative
« relapse after response to additive « other forms of hormonal therapy not previously used treatment is
hormonal therapy palliative
« visceral disease, ER and PR negative, | * combination chemotherapy treatment is
or disease free interval < 2 years palliative
Abbreviations: RCT, randomized controlled trial

DFS, disease free survival
ER, estrogen receptor
PR, progesterone receptor
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Table 2

Notes:

Summary of the Literature: Diagnostic accuracy efficacy studies of PET and alternatives in breast cancer

All studies except Nieweg, et al., (1993b), which was a case-control study, were series of patients presenting for surgical evaluation of breast masses (a high index of

suspicion of malignant disease) and included internal controls as the comparison group. Predictive values should be viewed accordingly. Studies assessing axillary node
involvement included patients with malignant primary breast disease. Results from Avril, et al., (1996b) were reported as ranges of data from all subgroup analyses.
Results from Avril, et al., (1996a) included all patients with benign and malignant primary disease and represent 95% confidence intervals; subgroup analyses were not
reported because of their small study size. None of these studies met strict evidence-based medicine criteria for blinding, but all studies provided data on the

comprehensiveness of blinding of test interpreters to the gold standard.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent, largest,
most rigorously designed, or most comprehensive was included in the table. Although data from both studies by Avril and associates (1996a and 1996b) represent the
same patient population, these studies addressed different purposes; inclusion of both publications was felt to be warranted.

Abbreviations are listed at the end of the table.

Role Study N Operating Characteristics* Evidence-Based Medicine Criteria** Methodologic
: — , , , — Quality
(Note: some studies PET Clinical Exam Mammography comparison histologic gold | blinding Grade***
assessed multiple group standard
roled)
Defining primary Adler, et al., 1993 | 27 positive lesions Se=96% + + . C
disease 8 negative lesions Sp=100% internal
Nieweg, et al., 11 cases Se=91%
1993b 8 controls Sp=100% + + + C
Avril, et al., 41 positive lesions Se=68%-94%
1996b 31 negative lesions Sp=84%-100% + + sial D
PPV=87%-97% internal partia
NPV=70%-93%
Scheidhauer, et 23 malignant cases Se=91% Se=74% Se=86% + + sial D
al., 1996 7 benign cases Sp=86% Sp=71% internal partia
Defining axillary node | Adler, et al., 1993 | 9 positive axillae Se=90% + + . C
involvement 10 negative axillae Sp=100% internal
Avril, et al., 24 positive axillae Se=57%-93% Se=36%-78%
1996a 27 negative axillae Sp=81%-100% Sp=66%-96% + + . C
PPV=75%-100% PPV=30%-70% internal
NPV=66%-100% NPV=51%-85%
Scheidhauer, et 9 malignant cases Se=100% + )
al., 1996 9 benign cases Sp=89% internal + partial D
Detecting distant Scheidhauer, et 8 positive lesions Se=100% + + sial D
metastases al., 1996 15 negative lesions | Sp=100% internal partial

N, number of study subjects included in analysis; unless otherwise noted, data are analyzed by subject
Se, sensitivity

Sp, specificity

PPV, positive predictive value

NPV, negative predictive value

* operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, page 5-7
** Appendix 2, page 8
A Appendix 2, page 9
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Table 3 Diagnostic efficacy of FDG PET and alternatives in breast cancer

Note:

All of the studies in this table met most of the evidence-based medicine criteria for diagnostic test evaluations. Nieweg, et al., (1993b) was included (in spite of its small
number of breast cancer cases) because it is a case-control study. All other studies are case series with internal controls (i.e., patients with benign primary masses or
benign axillary nodes), and it was possible to calculate sensitivity and specificity for PET in those studies; however, all of these patients had suspected breast cancer and
relatively low proportions of patients had benign lesions, making the pre-test probability of disease in the study populations very high. Accordingly, predictive values were
only reported for both studies by Avril and associates (1996a and 1996b), because there was roughly an equivalent proportion of malignant and benign disease. Studies
assessing axillary node involvement included subsets of only those patients with malignant primary breast disease from corresponding case series.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent,
largest, most rigorously designed, or most comprehensive was included in the table. Although data from both studies by Avril and associates (1996a and 1996b) are
derived from the same patient population, these studies addressed different purposes, and inclusion of both was felt to be warranted.

All studies in the table compared PET to the “gold standard” of histopathology of surgical specimens, which is the reference test for the operating characteristics reported
in the “Results/Comments” column.

Abbreviations are listed at the end of the table.

Study Patients/Methods Results/Comments
Adler, etal.,, 1993 | Purpose Quantitative analyses
University « to determine the relationship between FDG uptake and tumor histology in patients with « benign cysts (mean DUR = 0.2 + 0.3) had diminished FDG uptake
Hospitals of newly discovered breast masses « solid benign lesions, mean DUR = 1.8 + 0.5
Cleveland « to determine the ability of PET to detect axillary node metastases prior to dissection » malignancies, mean DUR =12.8 + 9.3
« cut point DUR = 2.4 retrospectively found to discriminate benign vs malignant lesions (p =
Cases .0005)
28 patients with newly discovered breast masses 3 1 cm in diameter « cut point DUR = 1.0 retrospectively found to discriminate between cystic and solid benign
« 35 breast lesions (27 malignant, 8 benign) lesions
« 19 axillae from 18 patients (9 malignant, 10 benign) « within malignancies, DUR was significantly correlated with histologic grade (Spearman rho
« first consenting patients who could be scheduled for PET prior to biopsy = .55, p =.006)
Methods Diagnosing primary disease (27 malignant, 8 benign)
« all subjects received breast PET scans after 4 hour fasts Se =96%; Sp = 100%
« 25/28 had surgical biopsy (based on qualitative scores)

« 3/28 had fine needle aspiration
« 19 patients diagnosed with breast cancer subsequently underwent PET scanning of axillary Axillary node involvement (9 cases, 10 controls)

region and axillary dissection Se =90%; Sp = 100%
« PET results compared to histopathologic findings (based on qualitative scores)
« PET image readers were blinded to pathologic and axillary dissection findings, but were not
blinded to physical exam or mammography results Authors’ comments
« single consensus visual/qualitative interpretation (5 point scale, with 4 or 5 scored as « high cost means that PET is unlikely to be used in screening
malignant) * may eliminate need for biopsy in patients with mammographically indeterminate or occult
« quantitative (DUR) measures of FDG uptake obtained with ROIs lesions
« patients with high pre-biopsy probability of disease (based on PET) might be spared a
Study design limitations diagnostic procedure and proceed directly to definitive therapy
« numbers of cases and internal controls not equivalent (high prevalence of malignancy) « PET may impact management by indicating which patients have axillary nodal involvement
« blinding of readers to gold standard, but not to exam or mammography « high specificity cannot be generalized to population of all women with breast masses 3 1 cm
« comprehensiveness of nodal sampling not indicated (due to high prevalence of malignant disease in sample)
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M.D. Anderson
Cancer Center,
University of
Texas

Study Patients/Methods Results/Comments
Nieweg, et al., Purpose Diagnosing primary disease
1993b to investigate the sensitivity and specificity of FDG in the detection of breast cancer * *Se = 91%; *Sp = 100%

Cases

« 11 patients with biopsy-confirmed breast cancer (including one with both cancer and
fibrocystic disease)

» median size of tumors was 2.5 cm

Controls

8 subjects without cancer

(including 3 with previous mastectomy but currently disease free, one with 2 cysts, 3 healthy
volunteers, fibrocystic lesion from one of cases)

Methods

« all subjects scanned after 4 hour fasts

« TNT ratios calculated using contralateral breast and ROIs
« one image reader who was blinded to clinical findings

Limitations of study design

« comprehensiveness of nodal sampling not indicated

* qualitative image interpretation implicit, but criteria for judgment re presence of disease not
given

« single false negative in patient with 1 cm tubular carcinoma associated with focus of
invasive ductal carcinoma
« TNT ratios of tumors from 1.0 to 15.3 (median 4.9)

Axillary node involvement

« due to limitations in axial field of view, only 5 patients evaluated for axillary involvement
with PET

« TNT ratios for nodes from 2.1 to 29.4

Authors’ comments

« PET images easy to evaluate: no equivocal results, myocardial uptake did not interfere with
image interpretation

« no adverse reactions to FDG

« unclear whether TNT ratios are adequate for monitoring response to chemotherapy

Auvril, et al., 1996a
Technische
Universitat,
Munich, Germany

Purpose
to evaluate preoperatively the diagnostic accuracy of PET for detecting axillary lymph node
metastases in women with suspected breast cancer

Cases

51 women with newly discovered breast tumors who were scheduled to undergo surgery

« primary disease: 41 malignant, 10 benign

« axillary lymph node status assessed in patients with malignant primary tumor, excluding 4
with locally advanced disease: 24 malignant, 17 benign

Methods

« all patients fasted for at least 4 hours before PET

* SUVs calculated

« images analyzed qualitatively by two independent interpreters blinded to other diagnostic
tests

« criterion for positive PET study: foci of increased FDG uptake reached by consensus

« criterion for positive clinical exam: detection of enlarged, palpable lymph nodes or
conglomerate masses in the axilla

« axillary lymph node status confirmed by histopathology

« PET and CE compared to histopathology

Limitations of study design

« number of cases and internal controls not equivalent (high prevalence of malignancy)
« comprehensiveness of nodal sampling unclear

« independence of test result and determination of final diagnosis unclear

Detecting axillary node involvement (24 malignant, 27 benign)

overall (reported with 95% ClI)

PET: Se=79% (57%-93%); Sp=96% (81%-100%); PPV=95% (75%-100%); NPV= 84%
(66%-95%)

Clinical Exam: Se=58% (36%-78%); Sp=85% (66%-96%); PPV=78% (30%-70%); NPV=
70% (51%-85%)

« includes 10 with benign primary disease

Detecting axillary node involvement (6 malignant, 12 benign)

Stage pT1 only (reported with 95% CI)

PET: Se=33% (4%-78%); Sp=100% (73%-100%); PPV=100% (15%-100%); NPV= 75%
(47%-93%)

Detecting axillary node involvement (18 malignant, 5 benign)

Stage > pT1 (reported with 95% CI)

PET: Se=94% (72%-100%); Sp= 100% (47%-100%); PPV=100% (80%-100%); NPV= 83%
(35%-100%)

Authors’ comments

« smallest tumor-infiltrated lymph node visualized by PET was 0.8 cm in diameter

« sensitivity of PET imaging of axillary lymph node depends on extent of lymph node
involvement (unable to verify due to small numbers)

« spatial resolution and partial volume effect limit assessment of small axillary lymph nodes
« further studies are needed to compare accuracy and cost-effectiveness of PET with other
imaging methods available for staging procedures

« authors reported an increased sensitivity of PET with an increased number of involved
lymph nodes
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Study

Patients/Methods

Results/Comments

Auvril, et al., 1996b
Technische
Universitat
Munchen, Munich,
Germany

Purpose

« to evaluate the ability of PET to differentiate malignant versus benign breast tumors using
visual and quantitative analysis

« to compare regional FDG uptake in breast cancer with histology

« to correlate FDG uptake with grade and size of tumors, estrogen receptor
(ER)/progesterone (PR) status and rate of cell proliferation

Cases

51 women with 72 proven breast lesions (41 malignant, 31 benign) who presented with

abnormal mammography or palpable breast lesions and who were scheduled to undergo

surgery

« patients with prior breast surgery within the last 3 months or who had undergone
chemotherapy or radiation therapy

« size of breast lesions ranged from 0.3 cm to 9.0 cm (mean diameter=2.5cm £+ 1.8 cm

Methods

« patients fasted for at least 4 hours before PET

« all patients studied in prone position

» ROls over all histologically proven breast lesions identified; for lesions that could not be
clearly identified by increased FDG uptake, surgeon’s report used to position ROI

« SUVs calculated for all histologically confirmed breast tumors; partial volume correction
calculated

« PET visual analysis reached by consensus performed by two observers blinded to clinical
history, examinations, and histology; regional FDG uptake classified as unlikely, probable,
and definite

* ROC curves, correlations of FDG uptake and tumor size, blood glucose level, cell
proliferation, histopathologic grading ER and PR performed only in tumors > 1 cm in size

Limitations of study design
« number of cases and internal controls not equivalent (high prevalence of malignancy)
« partial blinding of PET readers to data in surgeon’s report used for anatomical positioning

Diagnosing primary disease using visual analysis

including all lesions regarded as definite and probable malignant
Se=83%; Sp=84%; PPV=87%; NPV=87%

including only those lesions with definite malignant findings
Se=68%; Sp=97%; PPV=97%; NPV=70%

including lesions >1 cm regarded as definite and probable malignant
Se=94%; Sp=84%; PPV=87%; NPV=93%

including lesions > 1 cm regarded as definite malignant findings
Se=78%; Sp=97%; PPV=97%; NPV=79%

Quantitative analysis

expressed as mean + SD

malignant = 3.3 + 1.8 vs. benign=14+ 0.5 (P <.01)

from ROC analysis, using threshold SUV of 2.5

Se=75%; Sp=100%

from ROC analysis, using threshold SUV of 2.5, with partial volume correction
Se=92%; Sp=97%

« differences between corrected and uncorrected SUV values not statistically significant

Other findings

« the reproducibility of ROI positioning in a subset of 20 patients was elevated; interobserver
variability was r= .91, intraobserver variability was r=.96

« no statistically significant correlation found between partial volume-corrected SUV values of
invasive breast cancer and tumor size, blood glucose level, tumor-cell proliferation and
histopathologic grading

« higher SUV values for ER-negative tumors compared with ER-positive tumors, but not
statistically significant

« no statistically significant correlation between SUV values of breast cancer and PR status

Authors’ comments

« partial volume effects in tumors < 1 cm in size limits detection by PET

« in situ carcinoma showed an increase in FDG uptake lower than that of invasive cancer, but
further study in larger populations are needed

« further studies are needed to determine the prognostic value of FDG uptake in breast cancer
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Study

Patients/Methods

Results/Comments

Scheidhauer, et
al., 1996
University of
Cologne and Max-
Planck Institut for

Purpose

« to assess the diagnostic accuracy of qualitative PET scans

« to demonstrate imaging results in a manner acceptable to referring clinicians
« to minimize scanning time and patient discomfort

Detecting primary tumors (23 malignant, 7 benign)
PET: Se=91%; Sp=86%

Mammography: Se=86%

Clinical exam: Se=74%; Sp=71%

Neurological Cases Detecting axillary lymph node involvement (9 malignant, 9 benign)
Research, 30 patients with suspicion of breast cancer based on clinical exam or mammography/ PET: Se=100%; Sp=89%
Cologne, ultrasonography (23 malignant, 7 benign)
Germany) « 18 of whom also had ipsilateral axillary node exploration; no axillary exploration done in 5 Detecting distant metastases (8 positive, 15 negative; 8 total patients in the PET field
patients with locally advanced disease who received neoadjuvant chemotherapy before of view)
surgery PET: Se=100%; Sp=100%
« 8 patients with distant metastases at the time of diagnosis
Authors’ comments
Methods « a more time-effective qualitative approach does not decrease the accuracy of breast cancer
« patients fasted at least 12 hours before PET detection
* PET scans performed on patients in the supine position * MPM software did not enhance accuracy when compared with standard displays of
« attenuation-corrected emission images and transmission images available to investigator; orthogonal slices (no data reported)
data displayed on computer screens as 3 orthogonal images and with interactive choice of « combination functional scan with anatomical scan showed higher acceptance by referring
slice localization by investigator; data also viewed by Multi Purpose Matching (MPM) physician and improved intraoperative orientation, thereby facilitating the identification and
software correct removal of the area of interest (no data reported)
« qualitative PET images evaluated by two readers, blinded to all information other than that « supine position during imaging reflects position during surgery
the patient was scheduled for breast surgery  because of selection criteria, accuracy data cannot be used to judge the accuracy of these
« surgery performed between 1 and 5 days after PET scans techniques, but FDG PET may yield additional information on tumor biology
« all breast lesions biopsied; additional foci of increased FDG uptake not corresponding to « authors suggest PET is comparable to other imaging technigues with respect to imaging
area of suspicion on other imaging also biopsied time and scanning discomfort
« PET, clinical exam, and mammography compared to histology « authors suggest roles for PET in patients with inconclusive findings prior to biopsy, for
preoperative TMN staging in patients with highly suspicious breast findings to aid therapy
Limitations of study design planning, and to replace palpation and conventional imaging tools when they are technically
« number of cases and internal controls not equivalent (high index of suspicion for not feasible (eg. in patients with silicone impants)
malignancy)
« PET results and determination of disease status not independent
« study design methods (i.e., blinding) for mammography and palpation not described
Abbreviations: DUR, dose uptake ratio * indicates calculated by MDRC TA Program from data supplied in published article

Se, sensitivity

Sp, specificity

TNT, tumor to normal uptake ratio
SUV, standardized uptake value
RO, region of interest
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Appendix 6

Systematic Review:
PET as a Diagnostic Test in Lung Cancer

The final literature database searches for the systematic reviews were performed
on September 10, 1996; the assessment represents peer-reviewed literature
published and indexed as of that date.

This Appendix to the PET assessment presents the results of the systematic review of PET in lung
cancer. A general rationale for the use of PET in oncology is supplied by Hawkins, et al., (1994)
and Hoh, et al., (1994):

. many forms of cancer characteristically perturb tissue biochemical and physiological
processes and PET imaging can be expected to detect the resulting abnormalities;

. reliance on tumor histology and anatomy limits the oncologist’ s tools for selecting
optimal treatment;

. the ability to monitor metabolic responses to treatment could allow the early re-direction
of therapy in patients who fail to respond to the first attempt at radiation or
chemotherapy.

These and other authors (e.g., Price and Jones, 1995) report that PET studiesin cancer are
emerging as amajor focus of the technology, both in basic research and in clinical investigations.
Information gathered by the MDRC Technology Assessment Program from VA PET facilities
corroborates that perception (see Appendix 9: Experience With PET in VHA).

Fluorine-18-fluorodeoxyglucose (FDG) is the most commonly employed radiopharmaceutical in
PET cancer studies. Many neoplasms have high glycolytic rates, resulting in intracellularly trapped
phosphorylated FDG that can be imaged with PET. Hawkins, et al., (1994), note that tumor-
specific biochemical characteristics of glucose transport and phosphorylation may affect
guantitative estimates of tumor glucose metabolism with FDG PET, and that investigations are
under way to define these characteristics. However, these uncertainties may be of less concern
with qualitative or semiquantitative FDG PET cancer studies because the primary intent of such
studiesisto detect and map tumor foci, not to rigoroudy quantify tumor glycolytic rates.

In some instances, PET imaging techniques have been modified to meet the needs of cancer
diagnosis. Most PET systems allow axial fields of view (the length of the body encompassed by a
series of cross sectional images) of approximately 10 cm. Cancer is frequently distributed beyond
thisfield of view, and whole body image acquisition procedures have been developed (Hoh, et al.,
1993). Sinceitisimpractical to apply standard transmission scanning attenuation correction
methods to these procedures, whole body PET imaging is primarily useful as a qualitative indicator
of disease distribution.
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Nieweg (1994) and Price and Jones (1995) define a number of potentia applicationsfor PET in
oncology. Theseinclude:

. tumor detection (although PET images offer insufficient structural detail and should not
be used to visualize anatomy; registration techniques to combine PET and anatomic
imaging into a single image are under development to circumvent this limitation);

. staging (particularly using whole-body imaging methods) although thereis alower limit
to the size of metastases that can be detected by PET;

. detection of local recurrence of disease, since anatomically-based imaging is often
limited by the effects of treatment;

. prediction of tumor response to chemotherapy;

. trestment monitoring.
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l. BACKGROUND
A. General sources

The information in this section, unless otherwise noted, is based on Minna (1994).
Additional sources are referenced in the text.

B. Description

Bronchogenic carcinoma, classified as either small cell or non-small cell, comprises 95% of
al primary lung cancers. Three-fourths of all bronchogenic carcinomas are of the non-small
cell varieties and include cell types which, when localized, have the potential for cure with
surgical resection. They include adenocarcinoma (including bronchiolaveolar), squamous
(or epidermoid) cell carcinoma, and large cell (including large cell anaplastic) carcinoma.
Thisreport will not address small cell lung carcinomas, because they occur less frequently
and are staged and treated differently than non-small cell types.

C. Epidemiology

Bronchogenic carcinomais the leading cause of cancer death in the United States. 1n 1996 it
Is estimated that there will be 177,000 new cases of primary lung carcinoma and 158,700
deaths from lung cancer (American Cancer Society, 1996). Within the Veterans Health
Administration, malignant neoplasms of the bronchus and lung accounted for atotal of
14,749 patients discharged (1.75% of all patients discharged within the system) with an
average length of stay of 18.0 daysin fiscal year 1994 (Annual Report of the Secretary of
Veterans Affairs, 1994).

The overdl incidence isincreasing, causing the age-adjusted lung cancer degth rate to double
every 15 years. Themajor risk factor for all lung cancersis smoking. The contribution of
second-hand smoke is controversial, but is estimated to be responsible for 15% to 20% of
lung cancersin non-smokers (Filderman, 1994). There is a dose-response correlation
between lung cancer death rate and the total amount of cigarettes smoked. Likewise,
cessation of smoking decreases the risk of developing lung cancer, athough the risk may
never return to normal levels. Additional risk factors may include exposure to: asbestos,
chromium, nickel, mustard gas, vinyl chloride, arsenic, isopropy! oil, hydrocarbons, radon,
and chloromethyl ether, and ionizing radiation from occupational, medical, and environmental
sources (Filderman, 1994). Most, and perhaps all, of these materials are additive or
synergistic with cigarette smoke in the development of lung cancer.

Evidence suggesting a genetic predisposition to lung cancer has been reported, but the
underlying mechanisms have not yet been identified (Samet, 1993). Because lung cancer
rarely occurs in the absence of tobacco exposure, host characteristics may be expressed only
In the presence of an environmental insult, such as tobacco.

Dietary factors may contribute independently to the incidence of lung cancer in some
populations. While a direct association between increased consumption of dietary cholesterol
and animal fat and increased lung cancer risk has been reported, current evidence supports
neither benefit nor harm from the use of supplemental beta carotene (Kabat, 1993; Zagonel,
1994; Hennekens, 1996).
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D. Diagnosis

In unscreened and asymptomatic patients, 5-15% of non-small cell lung cancers are detected
on aroutine chest radiograph usually ordered for other reasons. However, the vast mgority
of patients are symptomatic, indicating advanced disease at clinical presentation.

The clinical manifestations of lung cancer vary with cell type and extent of tumor spread
(stage), and may be confused with paraneoplastic syndromes (a group of symptoms resulting
from nonmetastatic complications that may mimic metastatic disease). Signs and symptoms
resulting from local tumor spread include pain and discomfort resulting from tumor
involvement of adjacent thoracic structures such as the heart, esophagus, trachea and chest
wall. More severe symptoms may include respiratory insufficiency and impaired
oxygenation.

Initial diagnosisis based on a complete history, physical examination, and chest radiography
(planar x-ray). If results of the chest film increase the likelihood of cancer, resulting in ahigh
post-test probability of disease, other tests are needed to determine stage, cell type, and
subsequent treatment. Patient tolerance, tumor accessibility, and the risks and costs
associated with each available test will determine the best method(s) (i.e., degree of
invasiveness needed) for obtaining tissue specimens to optimize diagnostic certainty. Any
one or combination of the following methods may be used to obtain tissue specimens. sputum
sampling, diagnostic bronchoscopy, percutaneous transthoracic biopsy, mediastinoscopy,
thoracoscopy, and thoracotomy (Kaplan, 1991). These endoscopic procedures and
thoracotomy are also used to further visualize extent of disease.

E. Staging, treatment, and survival

Lung cancer staging assesses the extent of local and distant disease and involves two parts:
1) anatomic staging, and 2) physiologic staging or the ability of the patient to tolerate specific
therapeutic interventions (performance status). |llustrated below isthe TNM International
Stage System (1SS) developed by the American Joint Committee on End Results Reporting
used to describe the extent of primary tumor involvement (T stage), lymph node involvement
(N stage) and distant metastasis (M stage), and to reflect prognosis and survival among
homogenous patient groups with non-small cell lung carcinomas (Mountain, 1993).

Table 1 Lung Cancer TNM Staging System

No Ny Nz N3
To carcinoma Roman numerals represent
S stages
In situ
T, Occult stage=TxNoMo
T, 1] Occult stage through stage Illb
are without distant metastases
(Mo)
T3 I1la All M1 tumors (with distant
metastases) are stage IV
Ty I11b
Isubscripted numbers=degree of involvement; O=least to 4=most

Source: Mountain, 1993
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The datain the following table were provided by NCI through its on-line Physician Data
Query (PDQ) system to present staging, treatment, and survival datafor patients with non-
small cell lung cancer.

Table 2 Lung Cancer Staging, Treatment, and Survival
Primary Site Staging Standard Therapy 5-Year Survival
(Other Therapy-Specific
Survival Data, Where Indicated)
Lung Occult Surgery 70-80%, overall for occult
Parenchyma
0=in situ surgery with curative intent not available
photodynamic therapy
| surgery with curative intent 50% overall for stage 1

radiotherapy with curative intent, depending on T-stage | 10-60%
neoadjuvant therapy

5-10% of patients may develop second lung cancers
within 5 years

Il surgery with curative intent 30% overall for stage 11
radiotherapy with curative intent, depending on T-stage | 10-60%
surgery and/or radiotherapy and/or chemotherapy

llla surgery 10-30% overall for stage 111a
surgery and radiotherapy

radiotherapy

surgery and/or radiotherapy plus chemotherapy

b radiotherapy with curative intent < 5% overall for stage 111b
chemotherapy plus radiotherapy

chemotherapy plus radiotherapy followed by surgery
chemotherapy alone

radiotherapy followed by surgery

\ radiotherapy with palliative intent < 2% overall for stage IV
chemotherapy, depending on performance status
chemo- and radiation therapy

Recurrence | radiotherapy not available
chemotherapy
both

Source: NCI, 1995

At the time of diagnosis approximately 55% of patients with lung cancer will have stage IV
disease; 25% will have either stage I, I1laor I11b disease; and 20% will have local stage |
disease. Surgical resection isthe treatment of choice for patients with operable lung cancer
(occult carcinomathrough stage 111a). For inoperable stagellla, 111b and IV cancer,
radiotherapy isthe preferred option for paliation in patients with poor performance status or
in patients who refuse multimodality regimines, but it resultsin cure for only asmall minority
of patients. Instagelllb and 1V disease chemotherapy offers modest improvementsin
patients with a good performance status, although overall survival ispoor. The effect of
chemotherapy on survival in patients with poor performance status is unknown (Souquet,
1993). Multimodality treatment in more advanced stages of disease to improve survival is
being studied.

Recent advances in endoscopic surgical equipment, surgical techniques, and neoadjuvant
(preoperative) chemotherapy with and without radiotherapy aid in converting some patients
from unresectable to resectable status. Unfortunately, advances in staging methods and
surgical treatment of lung cancer have had little impact on overall mortdity rates, athough
more accurate staging, particularly of the mediastinum, has significantly reduced the
incidence of unbeneficia exploratory thoracotomy (Pearson, 1993). Two ongoing
randomized trials, one evaluating extensive versus limited resection and the other evaluating

MTA94-001-02 MDRC Technology Assessment Program - PET Report - Page A6 -5



October 1996

the effect of surgery in more extensive disease, may provide insight into the effectiveness of
surgery in the treatment of localized non-small cell lung cancer (Lederle, 1994).

Prognostic factors of patients with non-small cell lung cancer have been identified as those
predictive of treatment response and those predictive of survival (Shepherd, 1994). Asinall
malignancies, the primary predictor of response to treatment is the stage of disease at
diagnosis; others include performance status and chemotherapeutic regimen (eg., single agent
versus combination therapy). The most significant factors predictive of survival are stage at
diagnosis and performance status followed by gender, history of pretreatment weight loss,
and/or elevated blood lactate dehydrogenase levels. Since the majority of patients present
with advanced stage disease, there isaneed to identify ( or “screen”) individuals, particularly
those at high risk, at a point early in tumor devel opment with the hope that the tumor would
still be amenable to curative surgical resection.

Lung cancer screening is usually performed using serial chest radiography (x-ray) and
sputum sampling. However, studies using these screening tools have not demonstrated a
clear surviva benefit because of their low sensitivity. Moreover, results were confounded by
the effects of either the surgical intervention, lead time bias (the interval between the
diagnosis of adisease at screening and when it would have been detected due to devel opment
of symptoms), or length-time bias (overrepresentation among screen-detected cases of slower
growing tumors which have amore favorable prognosis). Accordingly, thereisaneed to
develop other technol ogies to overcome these limitations.

The prognostic role of molecular diagnostics as an adjunct to lung cancer screening tools
represents a significant portion of research activity to date. Tumor biomarkers may provide
insight into the natural history of occult or pre-cancerous tumor development and their
corresponding treatment. Advancementsin fiberoptic technology enhanced with laser (eg.,
fluorescence bronchoscopy) are being developed to locate pre-cancerous cells in the airways,
which would enable the patient to undergo curative resection much earlier in the course of the
disease. Methods for detecting genetic alterations, including oncogene anomalies and
deoxyribonucleic acid (DNA) mutations in sputum and bronchoscopic specimens, in patients
with lung cancer are areas of active investigation.

F. Potential rolesfor PET

Currently, CT isthe preferred diagnostic imaging test and is used at several pointsin the
initial work up and treatment of a patient with lung cancer. Itsrolesinclude staging,
evaluating treatment response, and differentiating recurrent tumor from fibrosis after
trestment. However, itslimitations are well known. CT provides morphologic (typically
size), not histologic, detail of the disease site. Therefore, biopsy confirmation of the primary
site and metastases is required to determine the most appropriate trestment.

The wide range of reported accuracies makes the contribution of CT to lung cancer staging
difficult to quantify. The following factors are likely to influence the reported characteristics
of CT: differencesin disease prevalence among study populations; cell type; scanning
techniques; definition of the boundary between adjacent node structures; criteriafor lymph
node enlargement; data analysis (by patient or nodal station); and extent of node sampling
performed either pre- or peri-operatively (Quint, 1995 and Seely, 1993). The contribution of
Interobserver variability in image interpretation has also been identified (Guyatt, 1995 and
Webb, 1993).

Detection of cancer in mediastinal lymph nodesis particularly problematic. CT of the
mediastinum may demonstrate the presence of enlarged but benign lymph nodes, and may
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often appear normal in the presence of micrometastases. A meta-analysis assessing the use of
CT in staging lung cancer found CT to be 80% accurate in evaluating mediastina lymph
nodes, and advancesin CT staging techniquesin recent years have had little measurable affect
on accuracy (Dales, 1990). While predictive values are generally more helpful in the clinica
management of these patients, the range of prevalence of malignancy in these studies
precluded the use of predictive valuesin their analysis. Using data based on sensitivity,
specificity, and accuracy the authors recommended that an indicator other than lymph node
Size be used to determine lymph node pathol ogy.

Determination of distant metastases (M stage) may require multiple scans, which can be very
resource-intensive. Brain and abdominal CT and radionuclide bone scanning are most often
employed as part of the work up for metastatic disease. Standard practice supports the use of
scanning those organsin patients demonstrating symptoms of metastatic disease, but routine
usein patients with an otherwise unremarkable clinical exam remains controversial. A
systematic review conducted by Hillers, et a. (1994) confirmed the controversia nature of
the metastatic work up in these patients, although the prevalence of unsuspected brain
metastases in patients with lung cancer may provide the rationale among some clinicians for
routine brain CT scanning.

A meta-analysis conducted by Silvestri, et a., (1995) concluded that the negative predictive
value of an unremarkable clinical evaluation when compared with brain CT, abdomina CT,
or radionuclide bone scanning consistently exceeded 90%. The negative predictive value
exceeded 97% when an expanded pre-defined set of criteriawas added to the routine clinica
evaluation of metastatic disease to the brain or abdomen. A decision analysis conducted by
this same group further supported not using brain CT scans routinely in the presence of
normal findings on clinical examination (Colice, 1995). Both studies reemphasized the
importance of a standardized physical examination, history, and basic |ab tests in staging
these patients.

Use of other diagnostic imaging technologiesin the staging of lung cancer is circumscribed
largely because of technical limitations, availability, and cost. Whereas MRI has not
demonstrated additional benefit over CT or in combination with CT in staging, it may help in
delineating vascular structures within the hilaand mediastinum and in detecting
aortopulmonary and subcarinal lymphadenopathy. Excellent visualization provided by
coronal, sagittal, and oblique views of the chest does offer MRI severa advantages over CT
In staging Pancoast tumors and imaging tumor invasion of both diaphragmatic surfaces and
the chest wall. Ultrasonography may also have alimited role in detecting tumors invading the
chest wall.

Advancesin nuclear medicine imaging have focused on qualitative and quantitative
physiologic, rather than morphologic, determination of disease status with the intent to
Improve the accuracy of diagnosis. So far, the results of nuclear medicine studies using
Gallium-67, Thallium-201, and Technetium-99m-sestaM I BI (Chiti, 1996) to stage lung
cancer have not demonstrated marginal benefit over CT. The use of immunoscintigraphy
(radiolabelled monoclonal antibodies) in early detection of lung cancer is being applied, but
validation with larger triasis needed.

Potentia roles for whole body FDG PET in lung cancer have been noted in the literature
(Nieweg, 1994 and Gupta, 1993). PET has been evaluated in the detection of the primary
tumor, staging, and distinguishing recurrent disease from scar tissue. Interpretation of these
PET studiesis accomplished by visua inspection and by various quantitative or
semiquantitative analyses used to characterize disease status.

Results of FDG PET imaging in patients with lung cancer were first published by Nolop, et
al., (1987) from the Royal Postgraduate Medical School, London, England. This study
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demonstrated that the quantitative assessment of glucose utilization in pulmonary neoplasms
isfeasible and may have important therapeutic implications. Rege, et a., (1993) from UCLA
School of Medicine were the first to demonstrate the feasibility and potentia utility of the
whole body PET method to image primary and metastatic chest tumors.

Additional rolesfor PET have been suggested. They include:

. analyzing tumor biology;

. predicting tumor response by measuring uptake of chemotherapeutic agents;
. guantitatively monitoring tumor response to therapy.

The MDRC TA Program was unable to identify any studies which evauated these rolesin
lung cancer and which met the screening criteriafor this assessment.

II. RESULTS

Thirty-seven articles were selected from the MEDLINE and other database searches and from the
bibliographies of initialy retrieved articles as meeting the screening criteria. After review, 21
(57%) were found to meet the criteriafor assignment to the following levels of the diagnostic
efficacy hierarchy (Fryback and Thornbury, 1991; Appendix 2: Assessing Diagnostic
Technologies): 9 met the definition of technical efficacy (see Reference List; full data abstraction
tablesfor Technical Efficacy studies are on file with the MDRC Technology Assessment Program);
11 met most or al of the criteriafor studies of diagnostic efficacy; 1 met the criteriafor studies of
diagnostic efficacy and attempted to address diagnostic thinking efficacy hypothetically.

Tables 4 and 5 abstracted data from studies of diagnostic accuracy of PET for certain lung cancer
applications. Table 3 summarizes cross-study findings on PET and alternative technologies. The
MDRC Technology Assessment Program was unable to locate any studies using PET in lung
cancer at the patient outcome or societal levels.

Gambhir, et al., (1996) presented a decision analysis for the cost-effectiveness of FDG-PET in the
staging and management of non-small cell lung cancer. This study was not included in the tables
because of the preliminary nature of the assumptions upon which the analysis was based, which
may affect the stability of the conclusions. Sensitivity and specificity values used in the analysis
were derived from 3 small preliminary studies (two abstracts, one peer-reviewed) comprising 96
total patients analyzed by nodal station and mediastina side. Cost data were based on billable costs
(charges) that may not adequately reflect true costs, and that may not have been sufficiently
comprehensive with respect to inclusion of other costs related to the work-up and to patients with
unresectable metastases. The results from this analysis may not be valid and should be viewed
with caution.

All currently available data on the use of PET in diagnosing lung cancer are derived from case
series studies. These studies provide Level V (i.e., the weakest) evidence of any association
between the use of atechnology and improved patient outcomes. All studies included patients with
ahigh index of suspicion for lung cancer and used internal controls (patients with benign masses).
Accordingly, no predictive values were reported, with the exception of Knight, et al., (1996), who
had an equivalent array of subjectswith which to calculate predictive values for a small subset of
patients.

PET was evaluated at various pointsin the test sequence in the diagnosis of lung cancer either asan
addition to or as a substitute for CT. Resultsfor the use of PET in detecting unknown primary
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disease, nodal metastases, and recurrent disease are presented below. Anecdotal data on the use of
PET in detecting distant metastases were presented by Valk, et a., (1995) in Table 4, but were not
included in Table 3 because of the small number of patients.

A.

Detecting unknown primary disease

Table4 lists six preliminary studies using PET in the diagnosis of primary lung cancer, of
which two (Wahl, 1994; Sazon, 1996) assessed PET and CT independently. The
remaining four studies evaluated the complementary role of PET with CT in the diagnostic
process. One study by Valk, et al., (1995) did not report operating characteristics for either
PET or CT in detecting primary disease and was not included. Only two studies (Wahl,
1994 and Knight, 1996) presented CT data for comparison; limitations in study design and
small study size call for cautious interpretation of these results.

In most studies the extent to which the PET results influenced determination of disease

(eg., to proceed to thoracotomy versus follow-up) could not be ascertained. Of interestisa
finding by Kubota, et a., (1990), who noted that the differencesin operating
characteristics between the two PET models used in their study may have affected the
generalizability of reported results.

Table 5 lists one study (Slosman, 1993) that assessed the impact of PET on diagnostic
thinking efficacy using Bayesian analysisin patients seen at a satellite center for a
diagnostic work up of lung cancer. Using sensitivity figures derived from their own study
population, but specificity from Kubota, et al., (1990), and varying the prevalence of
disease, the authors hypothesized the impact of PET on diagnostic certainty. While they
illustrated that PET would have the greatest impact in a population with alow prevalence of
disease, and in whom a positive test could lead to more aggressive therapy than one would
otherwise plan, further study in larger populations is needed to define the role of PET in the
diagnostic work-up.

Detecting hilar and mediastinal metastases

Severa studies evaluated PET at various points in the test sequence for staging mediastinal
involvement in lung cancer. Most studies evaluated PET qualitatively, while Scott, et a.,
(1996) evaluated PET quantitatively using a cut-off value based on unpublished data.

Variationsin study design influenced the range of reported results and contributed to the
degree of biasfound in these studies. These relatively small studies comprised a narrow
range of patients restricted to biopsy-proven cases with a high index of suspicion for
metastases. |n three studies (Patz, 1995; Sazon, 1996; Scott, 1996) the choice of patients
included for mediastinal staging was influenced by the PET results.

CT and PET arelimited in their ability to detect micrometastases and require histologic
confirmation of disease. In most, and perhaps all, of these studies there was a strong
association between the test result and choice of biopsy site. Variationsin biopsy sampling
procedures and the thoroughness of sampling, often left to the discretion of the surgeon,
occurred across al studies and typically was not reported with sufficient detail to be
reproducible. While standard practice supports the use of imaging by surgeons either pre-
or peri-operatively, knowledge of imaging test results may favor nodes that appear
suspicious on imaging, resulting in biased test characteristics.

Differences in methods of data analysis reported by patient, by mediastinal side, and by
node were presented and may contribute to the range of reported results. Scott and
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associates (1996) presented data by both patient and node. Operating characteristics from
all of these studies should be interpreted cautioudly, as the degree of biasis significant.

C. Detecting recurrent disease

Two studies (Patz, 1994 and Inoue, 1995) used PET with CT to distinguish recurrent or
residual cancer from fibrosis. Both studies incorporated a semiquantitative methodology to
characterize comparison groups. The preliminary nature of these studies must be stressed
because of variationsin cut-off points, one which was determined retrospectively, and low
number of study subjects.

. SUMMARY

Preliminary studies of the potential roles of FDG PET in diagnosing lung cancer using visual
inspection, semiquantitative analysis, and Bayesian analysis were presented. None of these
studies demonstrated the incremental value of PET in the sequence of tests used to diagnose and
stage lung cancer or to distinguish local cancer recurrence from fibrosis. All were relatively small
case series using internal controls with a disproportionately high number of malignant cases, and
may not provide reliable estimates of accuracy. The MDRC Technology Assessment Program was
unable to locate any studiesin lung cancer that evaluated the incremental value of PET information
on treatment planning or patient outcome. Gambhir and associates (1996) presented a decision
analysis to assess the cost-effectiveness of PET in the work-up of non-small cell lung cancer, but
the underlying assumptions used in the study may not be valid.

None of the studies met strict evidence-based medicine criteriafor blinding, and thereis a strong
likelihood that the test results may have influenced the determination of disease status. However,
all studies presented information on the comprehensiveness of blinding of the test interpretersto
the diagnostic gold standard (i.e., biopsy confirmation). One small, hypothetical diagnostic
thinking efficacy study (Slosman, 1994) was included, but further validation with larger study
populationsis needed. Table 3 summarizes the findings from studies assessing the diagnostic
accuracy of PET. These findings received low methodologic quality grades because of small study
Size, retrospective design, and a significant degree of bias.

V. DISCUSSION

The attempt by some of these studies to characterize comparison groups quantitatively warrants
further discussion. Consideration of the cut-off point used in quantitative analysis will depend on
the consequences of limiting false negative results and of accepting false positive results. This
value will also be influenced by the pre-test probability of disease of the study population and the
heterogeneity of both normal and cancerous lung tissue. In arecently published case control study
Miyauchi, et a., (1996) demonstrated the effect of regional variations of FDG uptake within
normal lungs on the range of reported results, particularly with respect to small lung nodules found
in lower lung fields. Variations in normalization procedures used in semi-quantitative analyses
may further influence the choice of cut-off (Schomburg, 1996). Determination of the clinical
efficacy of PET using quantitative methods requires first standardizing the technique, defining the
optimal cut-off point from amuch larger and broader study population, and subsequently applying
it to studies designed to determine diagnostic accuracy.

One study attempted to evaluate the impact of PET on diagnostic certainty using Bayesian analysis
(Slosman, et al., 1993). Although this study has methodol ogic shortcomings (i.e., an insufficient
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number of controlswith which to determine specificity), it doesillustrate the importance of
defining the baseline prevalence of disease within the study population of interest when evaluating
operating characteristics of atest.

As modifications of more widely available and less costly alternatives are refined and evaluated,
their contribution to the medical workup may affect the utility of PET asadiagnostic tool for lung
cancer. Over the last two decades, there have been considerable devel opmentsin medical imaging,
many of which use variations of the techniques used in CT to improve diagnostic accuracy. An
increased understanding of the physics underlying imaging, enhanced computer capabilities, and
applied mathematical-reconstruction techniques have made a significant contribution to improved
image generation and analysis (Greenes and Brinkley, 1990). Most, if not all, of the techniques
described below are in the preliminary stage of evaluation, and their contribution to the diagnostic
process has not been quantified.

New approachesin standard radiographic image generation (x-ray) have been described (Kaplan,
1995). Scanning equalization radiography isaterm used to describe afamily of techniques
designed to improve image quality, but systems that use this technique have limited commercial
availability. Developmentsin the use of neural networks to decrease the number of false positive
findings have been reported (Wu, 1995). Advancesin radiology for use in lung cancer have
focused largely on improving the image generating capabilities of CT (through the use of contrast
media, reduced scanning time, and spiral volumetric technologies to improve image resolution) and
developing other modalities such as MRI and ultrasonography to overcome the limitations of CT.

Recent advancesin nuclear medicine instrumentation include multi-headed gamma cameras and
higher efficiency computers for single-photon emission computed tomography (SPECT). New
computer techniques in anatometabolic fusion imaging, which combine theimages of CT, MRI,
SPECT, or PET, are used to compare structural abnormalities with physiologic or metabolic
information. These advances offer potential advantages over older procedures and other structural
imaging techniques, not only in the diagnosis and staging of cancer, but aso astools for
monitoring and predicting the effects of therapy on cancer biochemistry and metabolism.

Technologies designed to improve diagnostic accuracy are also being developed in areas other than
imaging. In addition to the advancesin early detection described previously, procedures and
instrumentation used in sampling and analysis are being enhanced to increase diagnostic yield.
Newer endoscopes with smaller diameters and greater flexibility have been developed in an attempt
to improve access to and visualization of tumors. Local practices which use these other
technologies may affect the utility of PET in the diagnostic work up.

Although advancesin diagnostic imaging in lung cancer have focused mainly on improving earlier
detection of disease and the accuracy of staging, the benefit of more accurate lung cancer staging
has not been clearly demonstrated. The radiologic improvement of CT over standard x-ray is not
disputed, and it has only been in recent years that CT has become sufficiently available and
accepted as part of the routine diagnostic work up for lung cancer. However, the impact of CT on
the reported prevalence of lung cancer and corresponding pre-test probability of disease has not
been quantified. With respect to advances in staging using CT and alternatives such as PET,
methods of reporting statistics on prevalence, natura history, and therapeutic effectiveness, and
evaluations of diagnostic accuracy according to lesion size have been suggested to better define the
impact of these advances (Black and Welch, 1993).

The effects of many therapeutic interventions for lung cancer are under investigation. Therationale
for using PET in the clinical management of patients with an overall poor five year survival may be
difficult to define. Any analysis of the effect of PET on the outcomes of treatment which might be
attempted, based on other follow up of patients who have been reported in the existing literature,
would be further complicated by the range of stages and histologies of non-small cell lung cancer
included in the case series, and the associated range of treatment and outcomes.
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V. SUGGESTIONS FOR FURTHER PET RESEARCH

Preliminary data have been published to date, and have attempted to define the operating
characteristics of PET asadiagnostic test. Contributions from other investigators working with
larger patient populations comparing PET to existing modalities will be needed to refine the
characteristics of PET as adiagnostic tool in lung cancer, and to establish a base for further
research.

In this context, future research within VA should focus on:
. establishing a PET registry, which would provide arange of data on demographic and

clinical characteristics of patients on whom PET studies are performed, and on their clinical
outcomesin avariety of settings,

. defining the role of PET as part of adiagnostic test battery;

. studies defining the impact of PET on trestment decision making and on outcomes such as
survival, in comparison with existing technologies such as CT, MRI, and endoscopic
procedures.
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Table 3

Notes:

Summary of the Literature:

Inoue, et al., 1995 were reported as ranges to include data from all subgroup analyses.

Diagnostic accuracy efficacy studies of PET and alternatives in lung cancer

All of the studies in the table are case series (Level V evidence) with internal controls (i.e. those with benign masses) used as a comparison group. All patients in these

studies had suspected or biopsy-proven lung cancer (i.e. the pre-test probability of disease in the study populations was very high). Results from Knight, et al., 1996 and

None of these studies met strict evidence-based medicine criteria for blinding, but all studies presented information on blinding of the test interpreters to the biopsy gold
standard. Blinding of the PET interpreters to other clinical and radiologic data varied across studies and is reflected in the columns designated “Operating
Characteristics”; “PET + CT” indicates a complementary role of PET with CT, and PET alone indicates a substitutive role of PET for CT.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent, largest,
most rigorously designed, or most comprehensive was included in the table. Studies reviewed but not included are listed under “References”.

Abbreviations are listed at the end of the table.

Role Study N Operating Characteristics* Evidence-Based Medicine Criteria** Methodologic
, , . — Quality
(Note: Some PET PET +CT CT comparison histologic gold | blinding Grade**
studies assessed group standard
multiple roles)
Defining unknown Kubota, et al., 1990 12 malignant cases Se=83% no data reported +
primary disease 10 benign cases Sp=90% + + C
accuracy=86% internal
Scott, et al., 1994 47 malignant cases Se=94% no data reported +
15 benign cases Sp=80% + + C
internal
Slosman, etal., 1994 | 31 malignant cases Se=93.5% no data reported + +
5 benign cases + C
internal & follow-up
Wabhl, etal., 1994 19 malignant cases Se=100% Se=100% +
4 benign cases + + C
internal
Sazon, et al., 1996 82 malignant cases Se=100% no data reported +
25 benign cases Sp=52% + + C
internal
Knight, et al.,1996 32 malignant cases Se=100% Se=33%-41%
16 benign cases Sp=58%-63% Sp=52% + + + D
PPV=75% PPV=83% internal
NPV=100% NPV=52%
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Role Study N Operating Characteristics* Evidence-Based Medicine Criteria** Methodologic
, , , — Quality
(Note: Some PET PET+CT CT comparison histologic gold blinding Grade***
studies assessed group standard
multiple roles)
Detecting overall Patz, etal., 1995 42 patients with: Se=83% Se=43% +
lymph adenopathy 23 malignant nodes Sp=82% Sp=85% + + D
39 benign nodes internal
Detecting hilar/lobar | Patz, etal., 1995 42 patients with : Se=73% Se=27% +
lymph adenopathy 11 malignant nodes Sp=76% Sp=86% + + D
29 benign nodes internal
Detecting Patz, etal., 1995 42 patients with: Se=92% Se=58% +
mediastinal lymph 12 malignant nodes Sp=100% Sp=80% + + D
adenopathy 10 benign nodes internal
Wabhl, etal., 1994 23 patients with: Se=82% Se=64% +
11 malignant sides Sp=81% Sp=44% . + + C
16 benign sides accuracy=81% accuracy=52% internal
Chin, etal., 1995 9 malignant cases Se=70% Se=56%
21 benign cases Sp=81% Sp=86% + + + D
accuracy=80% accuracy=77% internal
Valk, et al., 1995 24 malignant sides Se=83% Se=63% + +
52 benign sides Sp=94% Sp=73% + D
accuracy=91% accuracy=70% internal & follow-up
Sazon, etal., 1996 32 patients with:
16 malignant sides Sefloogﬁ’ Se3812A1 + + + C
16 benign sides Sp=100% Sp=56% internal
Scott, etal., 1996 10 malignant nodes Se=100% Se=60%
65 negative nodes Sp=98%-100% Sp=83%-94% +
within: + + D
9 malignant cases internal
18 benign cases
Distinguishing local 35 recurrence cases Se=97.1% no data reported
cancer recurrence Patz, etal., 1994 8 fibrosis cases Sp=100% + + + D
from fibrosis internal & follow-up
Inoue, etal., 1995 23 recurrence cases PET + x-ray, CT, | no x-ray, CT, or
13 fibrosis cases MRI MRI data + +
Se=100% reported internal + D
Sp=56%-78% & follow-up
accuracy=86%

N, number of total study subjects included in analysis; unless otherwise noted, data are analyzed by subject
MRI, magnetic resonance imaging

Se, sensitivity
Sp, specificity

PPV, positive predictive value
NPV, negative predictive value
CT, computed tomography

* operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, Page 5-7
** Appendix 2, page 8
** Appendix 2, page 9
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Table 4

Notes:

Diagnostic Accuracy Efficacy of PET in Lung Cancer

All of the studies in this table met most of the evidence-based criteria for diagnostic test evaluations. None of these studies met strict evidence-based medicine criteria

for blinding, but all studies presented information on the comprehensiveness of blinding of test interpreters to the gold standard. All of the studies in the table are case
series (Level V evidence); internal controls (i.e. those with benign masses) were used in each study, and it was possible to calculate sensitivity and specificity for PET in
those studies. All patients in these studies had suspected or biopsy-proven lung cancer (i.e. the pre-test probability of disease in the study populations was very high);
therefore, predictive values were not reported.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent,
largest, most rigorously designed, or most comprehensive was included in the table. Studies reviewed but not included are listed under “References”.

Abbreviations are listed at the end of the table.

|Study

Patients/Methods

Results/Comments

Kubota, et al., 1990
(Tohoku University,
Japan)

Purpose
to differentiate benign from malignant noncalcified lung tumors with PET using FDG and MET
(MET data not reported)

Cases
22 patients with unknown diagnosis presenting with a tumor shadow on chest x-ray

Methods

«all received CT before PET for anatomical placement

*PET interpreted visually and with tumor/muscle radioactivity (TUR) ratios; cut-off 2.0 chosen
prospectively to define lesions

simage interpreters blinded to histology results

*PET compared to histology

Limitations of study design

esmall sample sizes

stwo PET scanners used in study

sindependent determination of test result and final diagnosis unclear

Defining unknown primary disease (12 malignant cases, 10 benign cases)
*PET + CT: Se=83%; Sp=90%; accuracy=86%

*TUR: malignant=4.4 + 2.2 vs. benign=1.5 + 0.3 (p<0.001)

*CT: data not reported

Other findings

eusing TUR tumors < 1 cm in diameter too small for accurate evaluation

« one false positive attributed to granuloma

*two false negatives attributed to a 0.5cm squamous cell carcinoma and liposarcoma

eoverall Se and Sp was higher in cases studied with Siemens model PT931/04 than with ECAT
I model

Authors’ Comments
while metabolic diagnosis allows for detection of cancer with PET, metabolic diagnosis is
limited by heterogeneity of tumor metabolism
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Study

Patients/Methods

Results/Comments

Patz, et al., 1994
(Duke University,
North Carolina)

Purpose
to assess PET in differentiating recurrent or residual bronchogenic carcinoma from fibrosis after
therapy

Cases

43 patients with a persistent radiographic abnormality after treatment for bronchogenic

carcinoma

35 recurrences documented by pathology (n=25) or by clinical and radiographic progression
(n=10)

8 with fibrosis

Methods

«all patients had CXR and CT interpreted prior to PET

echest x-ray and CT used to locate abnormality on PET

«all PET scans conducted at least 2 months after completion of therapy, blinded to biopsy

*ROI defined and SURs calculated and compared to biopsy

*SUR threshold of 2.5 empirically determined to provide optimal Se and Sp for malignant
disease

Limitations of study design

eprospective determination of SUR threshold unclear

enumber of cases and internal controls not equivalent (high prevalence of malignancy)
sindependent determination of test result and final diagnosis unclear

Differentiating recurrence from fibrosis (35 recurrences, 8 fibrotic cases)
*PET + CT: Se=97.1% (95% Cl=85.1%-99.9%); Sp=100% (95% CI=63.1%-100)
*CT: data not reported

Semi-quantitative analysis [median (range)]

*SUR: recurrence= 7.7 (1.9-18.7) vs. fibrosis= 1.6 (0.6-2.4) (P=.0001)

*34/35 patients with recurrence had SUR > 2.5

+8/8 with no evidence of recurrence 16-124 months after initial diagnosis; 6 biopsy-confirmed, 2
radiographically stable for at least 2 years after treatment

Authors’ comments

«authors acknowledge small number of patients, but data suggest the usefulness of PET in
differentiating recurrence from fibrosis in these patients

«further validation of PET including a cost-benefit analysis requires a larger patient population

Inoue, et al., 1995
(University of Texas,
Houston, Texas)

Purpose
to evaluate the diagnostic accuracy of PET in detecting recurrent lung cancer

Cases

38 patients with clinically suspected recurrent or residual lung cancer on conventional imaging
(CI) (39 total lesions)

*26 malignant, 13 benign

Methods

«all PET images interpreted visually in conjunction with CI (CT, MRI, or chest x-ray) blinded to
biopsy

*SUVs compared retrospectively in 25 patients

simaging compared to biopsy (n=11) or clinical/radiographic follow-up > 6 months after PET
(n=28)

Limitations of study design

*SUV threshold determined retrospectively

sindependent determination of test result and final diagnosis unclear
enumber of cases and internal controls not equivalent

stemporal differences between PET and clinical/radiologic follow-up

Test characteristics based on visual inspection (23 recurrences, 13 fibrotic lesions)
*PET + Cl: *Se=100%; *Sp=61.5%; *accuracy=86%

*Cl: data not reported

*3 small cell cases not included

Semiquantitative analysis expressed as mean = SD (16 recurrences, 9 benign cases)

*SUV: recurrence=11.2 + 5.7 vs. benign = 3.5 + 1.8 (p < 0.0001)

no significant differences among patients with squamous cell, adenocarcinoma, or small cell
histologies

Comparison of visual vs. quantitative PET results using SUV threshold of 3 5 defining non-
small cell recurrence (13 recurrences, 9 benign cases)

evisual: *Se= 100%; *Sp= 55.5%; *accuracy= 82%

*SUV: *Se= 100%; *Sp= 78%; *accuracy= 91%

*3 small cell cases not included

Other findings

*PET false positives attributed to acute inflammation and reactive mesothelial cells

ecurvilinear pattern of FDG uptake noted in inflammatory lesions; focal uptake noted in
recurrences; further study of FDG distribution is needed

Authors’ comments

*PET should be interpreted in conjunction with anatomical imaging

further studies are needed to assess PET in distinguishing non-small cell and small cell
cancers

MTA94-001-02

MDRC Technology Assessment Program - PET Report - Page A6 - 16



October 1996

Study

Patients/Methods

Results/Comments

\Wabhl, et al., 1994
(Ann Arbor, Michigan
and Orange Township
Hospital, Australia)

Purpose
to prospectively evaluate the use of PET with FDG in mediastinal staging in patients with non-
small cell lung cancer

Cases

23 patients with abnormality on chest x-ray or strong suspicion of non-small cell lung cancer
(i.e. high pre-test probability of cancer) who were to have mediastinal staging

*27 mediastinal sides assessed (11 malignant, 16 benign)

Methods

time interval between imaging studies 0-23 days, mean 1.9 days

«diameter of primary lesions determined by CT; > 1 cm on short axis considered positive for
mediastinal nodal involvement

*SUV-lean calculated for primary lung lesion, expressed as mean + SEM

echest x-ray available to locate primary lung lesion on PET

*PET diagnosis of primary and mediastinal/hilar lymph reached by consensus using a four-point
scale

elevel of certainty of concordance and discordance between CT and PET reached by consensus
for fusion and nonfusion images

fusion imaging assessed for technical accuracy and rated on visual quality using a four-point
scale

*blinded, independent visual analysis of CT alone, PET alone, CT and PET together (nonfusion),
and anatometabolic (fusion) images by two readers reached by consensus

*biopsy confirmation determined by needle biopsy, direct observation, and surgery

Limitations of study design

esmall sample size

enumber of cases and internal controls not equivalent

evariations in nodal sampling techniques

sindependence of test result and determination of final diagnosis unclear
* SUV cut-off for primary disease not reported

Note: Evaluation of diagnostic thinking efficacy (Level Ill) was attempted by authors when
comparing diagnostic certainty of nonfused images and fusion images with CT and PET
independently. However, results require histologic confirmation, and reconstruction of Se and
Sp was not possible; therefore, inclusion of this study at a diagnostic efficacy level was felt to
be warranted.

Defining unknown primary disease (19 malignant cases, 4 benign cases)
PET: Se=100% (n=23)

CT: Se=100% (n=22)

*PET SUV-lean: malignant= 6.82 + 0.983 vs. benign= 1.047 + 0.268 (P <.04)
esize on CT: malignant= 34.9mm * 2.6 vs. benign=15.5mm * 2.2 (P < .005)

Mediastinal/Hilar nodal disease (11 malignant sides, 16 benign sides)

*PET: Se=82%; Sp=81%; accuracy=81%

*CT: Se=64%; Sp=44%; accuracy=52%

2 patients with hilar involvement not included in calculations

*CT and PET false negatives attributed to close proximity of hilar and mediastinal nodes

*PET and CT false positives attributed to granulomas, anthracotic disease; one on PET due to
hilar proximity; seven on CT attributed to enlarged nodes

Combined nonfused CT and PET images

*CT + PET judged better than PET alone in 7/22 cases
*CT + PET judged better than CT alone in 16/22 cases
eone case not included in PET scan field of view

PET anatometabolic fusion images (histologic proof for 7 cases)

svisual or fusion images changed overall CT interpretation in 16/22 patients

*on CT 3 negative node cases were changed to positive; in 11 node cases were changed from
positive to negative

*PET results correlated with all histologically confirmed cases

*on CT 3 cases changed from tumor to nontumor on fusion image

eone positive PET represented atelectasis on fusion image

*one false positive fusion image due to mediastinal invasion not confirmed at surgery

Other findings

eexperience too limited to comment on diagnosing hilar nodal involvement

~additional data from larger studies needed to confirm results and demonstrate effect on
treatment planning and patient outcomes

*PET alone or with CT is preferred approach for noninvasive staging of metastatic mediastinal
lymph nodes in patients with newly diagnosed or suspected non-small cell lung cancer
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Study Patients/Methods Results/Comments
Scott, et al., 1994 Purpose Detecting unknown primary disease (47 malignant cases, 15 benign cases)
(Creighton University | «to retrospectively compare the accuracy of PET and CT to CT alone in imaging hilar and *PET + CT: Se=93.6%; Sp=80%
Medical Center and mediastinal lymph nodes *CT: no data reported
Omabha Veterans «to define the Initial experience with PET imaging in patients with various lung tumors
Affairs Medical Mediastinal lymph nodes (3 malignant cases, 22 benign cases)
Center, Omaha, Cases *PET correctly identified 19/22 benign cases
Nebraska) 62 patients with various lung abnormalities *PET correctly identified 2/3 malignant cases
«all patients had biopsy confirmed primary disease (47 malignant, 15 benign) *PET identified subcarinal lymph node metastases in 1 of 2 malignant cases with normal CT
25 patients had biopsy confirmation of mediastinal lymph nodes involvement (3 malignant, 22 | «CT correctly identified 20/22 benign cases
benign) *CT correctly identified 1/3 malignant cases
Methods Quantitative analysis of PET for primary tumors (expressed as mean DUR + SEM)
«all patients underwent CT before PET; CT or chest x-ray data used to locate lung mass on PET | +benign=1.14 + 0.26 vs. malignant=6.4 + 0.56 (p < 0.0001)
for visual analysis, but not always available for DUR calculations «in retrospect, DUR cutpoint of 2.0 produced greatest accuracy (92%): *Se= 94%; *Sp=87%
eabnormal mediastinal node defined as > 1 cm in diameter on CT
*PET images analyzed visually by one reader, DURs calculated Other findings
*mean DURs for benign and malignant primary tumors compared, expressed as mean + SEM *PET false positives attributed to granuloma or inflammatory disease
*PET images blinded to biopsy *PET false negatives attributed to small tumors < 1cm2 and low grade malignancy

*PET + CT and CT alone compared to biopsy results
Authors’ comments

Limitations of study design *no false negative PET findings occurred in patients with elevated glucose levels
elimited histologic data available on mediastinal lymph nodes econfirmation from larger series is needed
eretrospective design *PET most useful as adjunct to CT
*number of cases and internal controls not equivalent ~evaluation of PET in measuring treatment response is needed
Patz, et al., 1995 Purpose Detecting hilar/lobar lymph node metastases (11 metastatic nodes, 29 benign nodes)
(Duke University, to assess prospectively the diagnostic accuracy of PET in detecting thoracic lymph node PET: Se=73%; Sp=76% (p=0.009 PET compared with pathology )
North Carolina) metastases in patients with bronchogenic carcinoma CT: Se=27%; Sp=86% (p=0.369 CT compared with pathology )
Cases Detecting metastatic lymph node metastases (12 metastatic nodes, 10 benign nodes)
42 patients with untreated bronchogenic carcinoma determined by chest x-ray, CT, bone scan PET: Se=92%; Sp=100% (p<0.001 PET compared with pathology )
and PET, who were to have nodal sampling CT: Se=58%; Sp=80% (p=0.099) CT compared with pathology
*40 non-small cell; 1 small cell type; 1 undifferentiated type
62 total nodal stations sampled at surgery Overall detection (23 metastatic nodes, 39 benign nodes)
40 hilar/lobar nodes; 22 mediastinal nodes PET: Se=83%; Sp=82% (p<0.001 PET compared with pathology )
CT: Se=43%,; Sp=85% (p=0.019 CT compared with pathology )
Methods
sthoracic CT performed before PET Other findings
slymph nodes on CT > 1 cm on short axis diameter classified as abnormal «false positive hilar nodes on PET due to inflammatory response

*CT and qualitative PET results read independently and blinded to biopsy

*CT, PET, and surgical stage mapped according to ATS classification system

elimited, partial histologic sampling done in 40 patients; 2 patients had single nodal station
sampled by thin-needle aspiration

*PET and CT scans compared to biopsy

Limitations of study design

esource of cohort influenced by test results

evariations in comprehensiveness of nodal sampling

otest result and determination of final diagnosis not independent
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Study

Patients/Methods

Results/Comments

Chin, et al., 1995
(Bowman Gray
School of Medicine,
Wake Forest
University, North
Carolina)

Purpose
to assess prospectively the role of PET in evaluating mediastinal nodal metastases in patients
with non-small cell lung cancer

Cases
30 patients with potentially resectable tumors (NO-N1 and N2 disease) determined by CT

Methods

slymph node on CT considered positive if long-axis diameter > 1.5 cm

*CT and qualitative PET assessed independently according to ATS classification; results
based on presence or absence of disease in mediastinum

*SUVs calculated, but values not used to compute results

esurgeons aware of clinical, radiologic, and PET results for mediastinal exploration; ipsilateral
mediastinal explorations performed in all patients; contralateral explorations not routinely
performed in absence of radiologic evidence

simaging results compared to biopsy

Limitations of study design

enumber of cases and internal controls not equivalent

ecomprehensiveness of nodal sampling not noted

otest result and determination of final diagnosis not independent for mediastinal evaluations

Detecting primary tumor (39 malignant cases, 0 benign cases)
PET + CT: Se=94%; accuracy=89%

CT: data not reported

«data with which to perform calculations were not presented

Detecting metastatic lymph node metastases (9 cases, 21 controls)

PET + CT: Se=70%; Sp=81%; accuracy=80%

CT: Se=56%; Sp=86%; accuracy=77%

eagreement between CT and PET in 21 patients (70%) with a diagnostic accuracy of 90%;
correlation between combined images and surgical results was statistically significant
(p=0.004)

Authors’ comments

*low Se of CT was a function of rigorous preoperative evaluation, limiting the number of true
positives detected by either imaging modality and introducing a bias against CT

*because of the number of false positive and false negative results, PET should not supplant
histologic confirmation

elack of precise correlation of nodal stations between surgical results and both imaging
modalities is unlikely to affect clinical management or outcome

low resolution of PET affects its ability to distinguish mediastinal tumors, but may be
overcome by coregistration with CT

*PET may contribute best in those patients whose CT image shows normal mediastinal
adenopathy despite a high index of suspicion of N2 disease, persons with high operative
risks, or low-risk patients whose lymph nodes meet size criteria (> 1 cm but <2 cm) on CT, and
may direct attention toward previously unsuspected areas of disease

erole of PET may be influenced by local practices particularly with respect to the routine use of
mediastinoscopy prior to surgery

Valk, et al., 1995
(Northern California
PET Imaging Center
and Radiologic
Associates of
Sacramento,
Sacramento,
California)

Purpose
to assess prospective the role of PET with CT in staging patients with suspected or known lung
cancer

Cases

74 patients referred to the PET Center for staging of histologically diagnosed non-small cell lung
cancer:

76 total mediastinal sides with histologic confirmation (24 positive, 52 negative)

7 patients with hilar node involvement

18 patients with distant metastases

Methods

*CT performed at referring site

ecriteria for positive nodes on CT defined as > 1 cm on short axis diameter

*PET images interpreted visually and quantitatively; CT images used for localization and
measurement of primary tumor, mediastinal CT findings were disregarded

*SUVs calculated for primary lesions > 2 cm diameter

simaging correlated to biopsy obtained at mediastinoscopy or thoracotomy or to follow-up;
analyzed by mediastinal side

«effect of experience in PET interpretation during study evaluated; graded on a three-point
visual scale

«distant metastases determined by biopsy (n=6) or clinical follow up (n=19)

Limitations of study design

enumber of cases and internal controls not equivalent (high index of suspicion for lung cancer)
etest result and determination of final diagnosis not independent

scomprehensiveness of nodal sampling unclear

Detecting primary tumor
eauthors reported a relative lack of anatomic information with PET
*no operating characteristics reported for either PET or CT

Detecting mediastinal lymph node involvement (24 positive sides, 52 negative sides)
PET + CT: Se=83%; Sp=94%; accuracy=91%
CT: Se=63%; Sp=73%; accuracy=70%

Detecting distant metastases

*PET showed evidence of distant metastases in 18 (18%) patients; only 12 patients had
histologic or clinical confirmation, with no false positive PET results

«authors reported more false positive distant CT findings in 19 patients (19%) than true positive

Other findings

emean interval between CT and PET scans=23 days (range 1-51 days

*PET correctly changed the N stage as determined by CT in 18 (24%) staging evaluations; in 16
of 17 discordant cases, PET proved to be correct

«false negative PET results attributed to micrometastasis; PET limited by minimal detectable
tumor mass

«false positive PET results attributed to anthracotic lymph nodes and hyperplasia
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Study

Patients/Methods

Results/Comments

Sazon, et al., 1996
(Veterans Affairs
Medical Center, West
Los Angeles,
California)

Purpose
to assess the diagnostic accuracy of PET and CT in detecting and staging lung cancer

Cases

107 patients with an abnormal chest x-ray: 73 with non-small cell; 5 small cell; 25 various
benign chest diseases

«of 73 with non-small cell: 32 had mediastinal evaluation (16 malignant, 16 benign)

4 distant metastases

Methods

*PET and CT read independently

*PET results for primary lung lesion and mediastinal involvement determined qualitatively

«criteria for positive nodes on CT defined as nodal enlargement > 1 cm in diameter on transaxial
images

emediastinal evaluation accomplished by transbronchial needle biopsy, mediastinoscopy,
thoracotomy, or at autopsy

*PET and CT interpretations blinded to and correlated with biopsy

Limitations of study design

enumber of cases and internal controls not equivalent

einfluence of PET result on choice of patient cohort for mediastinal evaluation unclear
evariations in nodal sampling techniques

sindependence of test result and determination of final diagnosis unclear

Detecting primary disease (82 malignant cases, 25 benign cases)
PET: Se=100%; Sp=52%
CT: data not reported

Detecting mediastinal lymph node involvement (16 malignant cases, 16 benign cases)
PET: Se=100%; CT: Se=81% (95% CI of difference=-13% to 39.3%,; p=0.22)
PET: Sp=100%; CT: Sp=56% (95% CI of difference= 15.3% to 72.7%; p=0.01)

Authors’ comments

*low Sp of PET in detecting primary disease may be due to broader range of patients chosen for
study and to criteria used for PET scan results

«authors report the potential of PET in mediastinal staging and distant metastases with whole
body imaging requires further confirmation

Scott, et al., 1996
(Creighton University
and Omaha VAMC,
Omaha, Nebraska)

Purpose
to prospectively assess the role of PET and CT versus CT alone in detecting N2 or N3 lymph
node metastases

Cases
27 patients with CT evidence of known or suspected NSCLC; 75 total lymph node stations
analyzed
eexclusions included:
- patients not appropriate for mediastinoscopy or thoracotomy, or
- patients with solitary pulmonary nodules £ 2 cm in diameter without evidence on CT of
mediastinal lymph node involvement

Methods

«all patients underwent CT, PET and surgical staging

CT results used to determine location of lung mass or regional metastases on PET

*CT and PET scans read by separate radiologists blinded to surgical staging results

*ATS lymph node mapping system used to correlate nodes on imaging with biopsy; biopsy
procedures included scalene node biopsy, mediastinoscopy, or thoracotomy

*both CT and PET images available to surgeon during the operation

CT criteria for positive lymph node was 1.0 cm in short-axis diameter

*PET criteria for positive lymph nodes was a SUV > 4.2; for lung masses was > 2.0

Limitations of study design

enumber of cases and internal controls not equivalent

otest result and determination of final diagnosis not independent
evariations in nodal sampling technique

einfluence of PET results on choice of patient cohort unclear

Detecting mediastinal lymph node involvement by patient (9 malignant cases, 18 benign
cases)

PET + CT: Se=100%; Sp=100%

CT: Se=67%; Sp=83%

*CT had 3 false positive and 3 false negative diagnoses

Detecting mediastinal lymph node involvement by node (10 positive nodes, 65 negative nodes)
PET + CT: Se=100%; Sp=98%

CT: Se=60%: Sp=94%

*PET had 1 false positive; CT had 4 false positives and 4 false negatives

Other findings

*when data were analyzed by patient, there were 6 discrepencies between CT and PET over the
presence or absence of positive lymph nodes in the mediastinum (p=0.031)

*when data were analyzed by node, there were 9 discrepencies between CT and PET over the
presence or absence of positive lymph nodes in the mediastinum (p=0.039)

Authors’ comments
emore data are required to determine the optimal threshold value for mediastinal evaluations
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Cases

48 patients with lesions suspicious for malignancy on chest x-ray and CT:
*Group |- 27 patients with no prior history of malignancy (15 malignant, 12 benign)
*Group 2- 19 patients with history of malignancy (17 malignant, 4 benign)

Methods

einitial chest x-ray and CT interpretations blinded to PET results

«all patients fasted before PET

sindependent PET interpretations blinded to CT and chest x-ray interpretations, but chest x-ray
and CT data used to locate lesion on PET

*ROIs determined; SUR and L/B ratios calculated; SUR cut-off > 2.5 and L/B cut-off > 5 chosen
to define malignant nodules

*SURSs not obtained due to motion artifact (n=1) and partial volume effect (n=2 )for lesions < 1
cm

econfirmation by various biopsy procedures (n=30); by pleural cytology (n=2); clinical and
radiologic follow-up (n=16) for 6-16 months

eradiologic confirmation of malignant disease defined as increase in size on follow-up CT
performed between 6-12 months after initial evaluation; size parameter not defined

*PET + CT vs. CT compared with biopsy or follow-up, reported by patient

Limitations of study design

eexcept in Group 1, number of cases and internal controls not equivalent (high prevalence of
malignancy)

*PET result and determination of final diagnosis not independent

stemporal differences between PET scans and clinical/radiologic follow-up

Study Patients/Methods Results/Comments

Knight, et al., 1996 Purpose Semiquantitative analysis of unknown primary (reported as mean = SD)
(Vanderbilt to prospectively assess PET in differentiating benign from malignant primary lung cancer in Group 1 (14 malignant cases, 12 benign cases)

University, Nashville, | patients with and without a history of malignancy SUR: malignant= 8.9 + 4.9 vs. benign=3.3 + 3.2 (p = 0.001)
Tenneessee) L/B: malignant= 20.6 + 14.2 vs. benign=5.2 + 5.5 (p = 0.0008)

Group 2 (15 malignant cases, 4 benign cases)
SUR: malignant=8.9 + 5.1 vs. benign=1.3 + 1.0 (p = 0.00003)
L/B: malignant=13.0 * 8.3 vs. benign= 2.6 + 3.2 (p = 0.0009)

Group 1 + 2 (29 malignant cases, 16 benign cases)
SUR: malignant=8.9 + 5.0 vs. benign=2.8 + 2.9 (p = 0.00003)
L/B: malignant=16.6 + 12.0 vs. benign=4.5 + 5.0 (p = 0.00001)

Corresponding operating characteristics (for lesions > 1 cm)
Group 1 (15 malignant, 12 benign)

PET + CT: Se=100%; Sp=58%; PPV=75%; NPV=100%

CT: Se=33%*; Sp=52%*; PPV=83%*; NPV=52%*

Group 2 (17 malignant, 4 benign)
PET + CT: Se=100%
CT: Se=41%*

Group 1 + 2 (32 malignant, 16 benign)
PET + CT: Se=100%; Sp=62.5%
CT: Se=38%*; Sp=88%*

Other findings

«findings using SUR correlated with findings using L/B ratio in distinguishing benign from
malignant disease

«six false-positives due to tuberculosis, granuloma, schwannoma, fibrous mesothelioma with
focally increased cellularity, and inflammatory mass with macrophages

Authors’ comments
estudy is limited by patient selection bias

Abbreviations:

Se,sensitivity

Sp,specificity

CT,computerized tomography
ROIl,region of interest
SUV,standard uptake value

L/B, lesion-to-background ratio
DUR,differential uptake ratio
ATS, American Thoracic Society

*indicated calculated by MDRC TA Program from data supplied in published article
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Table 5 Hypothetical Diagnostic Thinking Efficacy of PET in Lung Cancer

Notes The study in this table met most of the evidence-based criteria for diagnostic test evaluations and is a case series (Level V evidence); all of the patients presented with a
high index of suspicion for lung cancer. Although internal controls (i.e. those with benign masses) were used, an insufficient number was available to calculate
specificity. Calculations using Bayesian analysis are hypothetical and are used for illustrative purposes.

Abbreviations are listed at the end of the table.
Study Patients/Methods Results/Comments

Slosman, et al., 1993
(Geneva University
Hospital, Switzerland)

Purpose

» to measure the sensitivity of PET in detecting lung cancer

« to determine prospectively the role of PET scanning in a satellite center as an adjunct to
conventional methods using Bayesian analysis

Cases

36 patients presented to center with suspected lung cancer of various types and stages based
on x-ray CT and clinical work-up, and who were scheduled for thoracotomy

21 patients with histological proof of cancer at time of the PET scan

15 patients with a pulmonary mass of unknown etiology

Methods

«all patients received CT and PET before treatment

*ROlIs calculated; FDG uptake expressed as tumor to non-tumor ratio (TNT)

epositive PET scan defined prospectively as TNT ratio 3 1.5

33 patients obtained final diagnosis by thoracotomy; 3 by observation

*Bayesian analysis performed using Se from this study and Sp from Kubota, et al., 1990

Limitations of study design
enumber of cases and internal controls not equivalent (high prevalence of malignancy)
sindependence of test result and determination of final diagnosis unclear

Defining unknown primary disease (31 malignant cases, 5 benign cases)
*PET: Se=93.5%

eunable to calculate specificity due to low number of be not reported

*CT: data not reported

Bayesian Analysis (based on Se=93.5% and Sp=75%)
(pD+=prevalence of disease in a population)

*pD+=.80, PET scan (-), the post test probability of disease=26%
pD+=.80, PET scan (+), the post test probability=97%

*pD+=.20, PET scan (-), the post test probability of disease=2%
*pD+=.20, PET scan (+), the post test probability of disease=29%

Other findings
*two false positives due to significant inflammation
*two false negatives due to small tumor size and/or limitations in spatial resolution

Authors’ comments

*PET has greatest impact in a population with a low prevalence of cancer and in whom a
positive test could lead to more aggressive therapy than one would expect otherwise

*PET appears of little use in avoiding a thoracotomy in a patient with a high prevalence of
cancer

«choice of the appropriate TNT ratio threshold needs further study

Abbreviations:

Se=sensitivity

Sp=specificity
CT=computerized tomography
ROI=region of interest

*indicated calculated by MDRC TA Program from data supplied in published article
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Appendix 7

Systematic Review:
PET as a Diagnostic Test in Solitary Pulmonary Nodules

The final literature database searches for the systematic reviews were performed
on September 10, 1996; the assessment represents peer-reviewed literature
published and indexed as of that date.

This Appendix to the PET assessment presents the results of the systematic review of PET in
diagnosing solitary pulmonary nodules. A genera rationale for the use of PET in oncology is
supplied by Hawkins, et al., (1994) and Hoh, et al., (1994):

. many forms of cancer characteristically perturb tissue biochemical and physiological
processes and PET imaging can be expected to detect the resulting abnormalities,

. reliance on tumor histology and anatomy limits the oncologist’ s tools for selecting
optimal treatment;

. the ability to monitor metabolic responses to treatment could allow the early re-direction
of therapy in patients who fail to respond to the first attempt at radiation or
chemotherapy.

These and other authors (e.g., Price and Jones, 1995) report that PET studiesin cancer are
emerging as amajor focus of the technology, both in basic research and in clinical investigations.
Information gathered by the MDRC Technology Assessment Program from VA PET facilities
corroborates that perception (see Appendix 9: Experience With PET in VHA).

Fluorine-18-fluorodeoxyglucose (FDG) is the most commonly employed radiopharmaceutical in
PET cancer studies. Many neoplasms have high glycolytic rates, resulting in intracel lularly
trappedphosphorylated FDG that can be imaged with PET. Hawkins, et al. (1994), note that
tumor-specific biochemical characteristics of glucose transport and phosphorylation may affect
quantitative estimates of tumor glucose metabolism with FDG PET, and that investigations are
under way to define these characteristics. However, these uncertainties may be of less concern
with qualitative or semiquantitative FDG PET cancer studies because the primary intent of such
studiesis to detect and map tumor foci, not to rigorously quantify tumor glycolytic rates.

In some instances, PET imaging techniques have been modified to meet the needs of cancer
diagnosis. Most PET systems allow axial fields of view (the length of the body encompassed by a
series of cross sectional images) of approximately 10 cm. Cancer is frequently distributed beyond
thisfield of view, and whole body image acquisition procedures have been developed (Hoh, et al.,
1993). Sinceitisimpractical to apply standard transmission scanning attenuation correction
methods to these procedures, whole body PET imaging is primarily useful as a qualitative indicator
of disease distribution.
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Nieweg (1994) and Price and Jones (1995) define a number of potentia applicationsfor PET in
oncology. Theseinclude:

tumor detection (although PET images offer insufficient structural detail and should not
be used to visualize anatomy; registration techniques to combine PET and anatomic
imaging into a singleimage are under development to circumvent this limitation);

staging (particularly using whole-body imaging methods) although thereis alower limit
to the size of metastases that can be detected by PET;

detection of local recurrence of disease, since anatomically-based imaging is often
limited by the effects of treatment;

prediction of tumor response to chemotherapy;

trestment monitoring.
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BACKGROUND

A. General sources

The discussion in this overview section, unless otherwise noted, is based on information
provided by Lillington and Caskey (1993).

B. Description

Thisreport will confine its discussion to those nodules that are solitary. A solitary
pulmonary nodule (SPN) is a single spherical lesion within the lung not associated with hilar
enlargement or atelectasis (incomplete expansion and/or collapse of lung tissue characterized
on x-ray by local opacification), and whose size is generally lessthan 4.0 cm in diameter.
Detection of multiple pulmonary nodules suggests a different group of diagnostic possibilities
and a correspondingly different management approach.

C. Epidemiology

SPNs represent approximately 15% of all lung cancer diagnosed; in 1996, it is estimated that
there will be 26,550 new cases of malignant SPNs in the United States (Cancer Facts &
Figures 1996, American Cancer Society). The differential diagnoses of a SPN include many
malignant and benign processes. Approximately 50% of SPNs are benign; infectious
granulomas represent 80% of all benign SPNs and are caused predominately by
coccidiomycosis, histoplasmosis, and tuberculosis (Midthun, 1993). Less common
etiologies include hamartomas, noninfectious granulomas, infectious lesions, and vascular
lesions.

The most common forms of malignant SPNs are bronchogenic carcinomas. According to the
TNM staging system adopted by the American Joint Committee on End Results Reporting, a
malignant SPN represents aclinical stage | lesion, which is potentially curable with resection
(Mountain, 1993). Reported prevalence of malignant SPNs, ranging from less than 5% to
greater than 70%, varies as aresult of referral bias within each reported patient series.
Lesionsthat have metastasized from extrathoracic tumors represent approximately 10-30% of
all malignant SPNs (Midthun, 1993).

The following risk factors directly correlate with the probability of cancer in patients with a
SPN: 1) patient'sage; 2) patient's smoking history; 3) prior history of malignancy; 4)
stability of lesion size on chest x-ray for 2 years; 5) presence of occult calcification within the
nodule, and; 6) nodule size and characteristics of the nodul€'s edge as visualized on
radiography. Additionally, the baseline prevalence of malignancy in the study population
may suggest the likelihood of malignancy of the SPN. Exposure to benign diseases such as
tuberculosis or a history of residence in areas endemic for coccidiomycosis or histoplasmosis
will suggest alesser likelihood of, but not rule out, malignancy.

D. Diagnosis
The vast majority of SPNs are incidental findings on a standard chest x-ray. Oncethe SPN is

detected, the goal of clinical management is to choose the diagnostic approach most suited to
the patient's clinical risk of malignancy, thus minimizing the number of thoracotomies for
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benign disease and expediting surgical resection of malignancies. Figure 1 represents atypical
algorithmic approach to the clinical diagnosis and management of SPNs (Karlinsky, 1991).

SOLITARY PULMONARY NODULE Suspected

History

Preliminary diagnostic
work-up

Assess stability of lesion on chest x-ray examination

v ¥
No changein

New lesion or change occurred
past 2 years or noold films

No further Assess calcifications
follow-up
No calcification Calcification
Assess cancer risk Ass%calnoer risk
Low cancer risk High cancer risk Low cancer risk
Follow-up chest x-ray examination Chest CT No further follow-up
g3mo for Lyr I
1lesion >1lesion
ooy | Metatatc e
I work-up
Not diagnostic Cancer Infectious or
\L inflanmatory diseases
Evaluate patient Evaluate patient
for thoracotomy for thoracotomy
or
percutaneous lung
needle aspiration
Cancer or Infectious or
not diagnostic inflanmatory diseases
Evaluate patient
for thoracotomy

FIGURE 1. Algorithm for the management of solitary pulmonary nodules. (Karlinsky, 1991)
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The patient's clinical risk of malignancy is estimated by weighing the patient's risk factors.
These clinical data are collected through physical examination, review of the patient's medical
history, and radiologic assessment. In atypically older veteran patient, who presents with an
extensive smoking history and who isasurgical candidate, the probability of malignancy is
often sufficiently high to proceed directly to thoracotomy without prior histologic
confirmation. However, confirmation may be required if the patient isa high surgical risk or
requests diagnostic confirmation of cancer prior to surgical resection. In the nonveteran
population, where the probability of malignancy islikely to be lower, histologic confirmation
may be needed to rule out benign disease and avoid an unnecessary thoracotomy.

Tissue may be sampled using several procedures including sputum collection, fiberoptic
bronchoscopy, transthoracic needle aspiration biopsy (TTNA), thoracoscopy, and
thoracotomy. Their diagnostic yields vary widely and depend on the procedures themselves,
operator expertise, aswell as size, type, and location of the nodule.

Sputum sampling has shown limited utility in patients with SPNs. Midthun (1993) reported
ranges of diagnostic yield for bronchoscopy and TTNA of 20 to 80% and 43 to 97%,
respectively. The lower yield of bronchoscopy may be attributed to the peripheral nature of
thetypical SPN. The wide range of diagnostic yield for TTNA may be attributed in part to
the size of the nodule, with nodules larger than 2.0 cm in diameter associated with greater
yield. Unlike bronchoscopy TTNA isahigher risk procedure with areported incidence in
pneumothorax of 15-30%, although only asmall portion of these pneumothoraces may
actualy require treatment.

Minimally invasive surgical aternatives to thoracotomy for diagnosing indeterminate SPNs,
such as thoracoscopy, are being studied and may contribute to the reduction in thoracotomies
performed on patients with benign disease. Thoracotomy remains the definitive means for
obtaining the diagnostic gold standard, but is the most invasive and exposes the patient to the
risks of surgery.

E. Staging, treatment, and survival

Lung cancer staging assesses the extent of local and distant disease and involves two parts:
1) anatomic staging, and 2) physiologic staging or the ability of the patient to tolerate specific
therapeutic interventions (performance status). |llustrated below isthe TNM International
Stage System (1SS) developed by the American Joint Committee on End Results Reporting
used to describe the extent of primary tumor involvement (T stage), lymph node involvement
(N stage) and distant metastasis (M stage), and to reflect prognosis and survival among
homogenous patient groups with non-small cell lung carcinomas (Mountain, 1993).
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Table 1 Lung Cancer TNM Staging System

No Ny Np N3
TO Carcinoma Roman numerals represent
S stages
In situ
T, Occult stage=TxNoMo
T, I Occult stage through stage Ilib
are without distant metastases
(Mo)
T3 Illa All M1 tumors (with distant
metastases) are stage IV
Ty I1lb
subscripted numbers=degree of involvement; O=least to 4=most

Source: Mountain, 1993

Surgica removal of the malignancy and medical therapy for benign infectious or
inflammatory diseases are the treatments of choice for diagnostically confirmed SPNs. For
indeterminate SPNs the choices are to proceed with thoracotomy or to observe nodule change
through seria chest x-rays (i.e., the "wait and watch strategy"). Observation is considered
appropriate for patients with avery low probability of malignancy, although the potential
adverse affect of the delay in resection on patient survival is controversial.

F. Potential rolesfor PET

Conventional wisdom supports a prevalence of malignancy of 30-50% among resected
indeterminate SPNs based primarily on areport from the U.S. Veterans Administration
Armed Forces Cooperative Study (Steele, 1963). Accordingly, there is aneed to improve
diagnostic accuracy, with the hope of identifying preoperatively alarger number of benign
lesions and avoiding unnecessary thoracotomies. The standard radiol ogic method of choice
for evaluating SPNs is computerized tomography (CT) because of its enhanced visibility and
morphologic detail.

CT isused in many capacitiesin the evaluation of SPNs. 1) to determine the number of
nodules; 2) to assess nodule size; 3) to determine shape and characteristics of the nodul€'s
edge; 4) to visualize evidence of calcification and; 5) to serve asaguide for biopsy
procedures. |odinated contrast material and high resolution CT densitometry (HRCT) are
used to enhance conventional CT. Preliminary studies describing improved detection of
malignant SPNswith CT enhanced with iodinated contrast material have been reported
(Swensen, 1995).

HRCT employs areference "phantom™ to indirectly demonstrate "occult” calcification, the
presence of which shows a strong, but not definitive, likelihood of benignity in
approximately 50% of nodules that appear noncalcified by standard imaging techniques.
Although HRCT provides exceptional morphologic detail, limitationsin its ability to
differentiate benign from malignant lesions have been reported. These limitations become
more apparent with decreasing nodule size.

MRI has been proposed as a possible adjunct to CT in the clinical work up, but has not
demonstrated greater benefit over CT. Consequently, many lesions classified as
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indeterminate before CT are still indeterminate afterward and require evaluation using biopsy
procedures most appropriately matched to the patient's level of clinical risk.

PET with FDG has recently been proposed as a potential solution for improving the
noninvasive determination of benign from malignant SPNs. Current literature suggests that a
PET scan would likely follow conventional imaging, specifically CT, in the diagnostic work
up. Theutility of PET in differentiating benign from malignant pulmonary nodules less than
3 cm, and occasionally, 4 cmindiameter (i.e., those nodules likely to be indeterminate) is
being assessed, because nodules greater than 3 cm in diameter have a higher probability of
malignancy.

II. RESULTS

Ten articles were selected from the MEDLINE and other database searches and from the
bibliographies of initialy retrieved articles as meeting the screening criteria. After review, 6 (60%)
were found to meet the inclusion criteria for assignment to the following levels of the diagnostic
efficacy hierarchy (Fryback and Thornbury, 1991; Appendix 2: Assessing Diagnostic
Technologies): 2 met the definition of technical efficacy (see Reference List; full data abstraction
tables for Technocal Efficacy studies are on file with the MDRC Technology Assessment
Program); 2 met the criteria of diagnostic accuracy efficacy (Table 4); 2 met the criteriafor
diagnostic accuracy efficacy and diagnostic thinking efficacy (Table 5). The MDRC Technology
Assessment Program was unable to locate any studies which addressed the impact of PET in the
clinical management of these patients or on treatment outcomes.

Two studies not included in Tables 4 or 5 provided technical efficacy datathat may provide useful
information for subsequent diagnostic efficacy studies. Lowe, et al., (1995) assessed the optimal
time for emission data acquisition using dynamic PET imaging. Duhaylongsod, et al., (1995a)
assessed retrospectively the relationship between glucose metabolism measured by PET and tumor
doubling time on radiography.

All studies presented in Tables 4 and 5 reporting diagnostic accuracy for PET in evaluation of
SPNs are derived from case series, providing Level V (i.e., the weakest) evidence of any
association between the use of atechnology and improved patient outcomes. Operating
characteristics from these series are based on a disproportionate number of casesto internal
controls. Theinclusion criteria varied across series with respect to nodule size and definition of
indeterminate focal lesions, which may have included ill-defined infiltrates and pulmonary masses.
Since there was either a strong or definite likelihood of work-up bias in these studies, none met the
strict evidence-based medicine criteriafor blinding. However, with the exception of Gupta, et al.,
(1996) all studies provided some information on blinding of their test readersto the biopsy gold
standard.

A. Characterizing indeter minate solitary pulmonary nodules

Two studies presented in Table 4 evaluated the diagnostic accuracy of PET in the work up of
SPNs. Dewan, et a., (1995) reported results comparing PET and transthoracic fine needle
aspiration biopsy (TTNA) in patients who had undergone both procedures to diagnose
peripheral SPNs. Patients with lung masses > 3 cm, hilar lesions, and multiple pulmonary
nodules were also included, implying a high index of suspicion for malignancy. That the
decision to perform TTNA may have been influenced by the PET results, implying a strong
associ ation between the test result and determination of the final diagnosis, was unclear.
These authors also reported a significantly higher rate of complications (incidence of
pneumothorax and of chest tubes) from TTNA than from PET.
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Bury, et d., (1996) evauated the complementary role of PET in characterizing indeterminate
SPNs at a point in the work up after radiography. Nodules were noncalcified and ranged
from 0.5 cm-4.5 cmin size. Patient selection was limited to those scheduled for biopsy
determination, suggesting a high index of suspicion of malignancy. Results from both of
these studies should be viewed cautiously, as the degree of biasis significant.

Table 5 presents data abstracted from two studies that assessed the quantitative importance of
PET in the diagnostic work up (diagnostic thinking efficacy) of SPNs and diagnostic
accuracy. Duhaylongsod, et a., (1995b) reported operating characteristics and likelihood
ratios based on a quantitative methodol ogy for patients with an indeterminate nodule £ 4 cm
indiameter. The cut-off value of 3 2.5 to define malignancy was determined retrospectively
from areceiver operating characteristic (ROC) curve. A subgroup analysisfor lesons< 3 cm
in diameter yielded similar results to those categorized as < 4 cm in diameter.

Likelihood ratios for quantitative standard uptake ratio (SUR) values, which have a
continuous distribution, were reported in an attempt to determine the incremental value of
PET in the work up of SPNs, and may provide additional information on the relationship
between the SUR and severity of disease. SUR values |ocated farther from the cut-off may
assist clinical decision making with greater certainty than those values located closer to the
cut-off. Diagnostic certainty and subsequent treatment decisions may also vary with the
choice of cut-off. The degree to which PET would have changed diagnostic certainty and
treatment decisions, particularly with respect to the number of thoracotomies spared, was not
systematically assessed in this study, and firm conclusions on the incremental value of PET
in this diagnostic process can not be drawn.

These authors presented a hypothetical cost analysis to assess the economic impact of PET in
this patient population. Thirteen patients, who wereinitially excluded from the study because
of insufficient follow-up and diagnostic confirmation, were included in these calculations.
These authors calculated a reduction in overall costs of $397,062 when using PET in the
work-up. The MDRC Technology Assessment Program revised the potential cost savings to
be $158,934 to reflect only the results of the 87 patientsinitially included in the study.
However, both of these calculations were based on a narrow group of assumptions using
hospital charge datathat may not accurately reflect true costs and may not be sufficiently
generalizable to other patient populations. Variationsin case-mix and optimal cut-off value,
which may occur across populations, and the hypothetical nature of the cost analysis suggest
that these results are preliminary.

Gupta, et al., (1996) assessed the diagnostic accuracy of qualitative PET scansin patients
with indeterminate SPNs £ 3 cm in size and compared methods for computing the probability
of malignancy based on PET results, patient’s age, and nodule size. This study may not have
met evidence-based medicine criteria, because blinding of the PET readersto the diagnostic
gold standard was not noted. Limitations in reporting with respect to blinding of the PET
readersto other clinical and radiographic data prevented determination of the conditional
independence between tests in a sequence, an assumption required of Bayes' Theorem in
sequential testing, and the subsequent incremental value of PET in the work up.

In their calculations the authors used a pre-test probability of malignancy of 0.40 based on the
overall prevalence of malignancy in the general population. In patients (particularly

veterans), who would be referred to a PET center at a point in the diagnostic process after
radiologic imaging but before tissue sampling, the prevalence of malignancy islikely to be
much higher. This study may not provide valid estimates of the quantitative importance of
PET in these patients and should be interpreted cautiously.
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1. SUMMARY

Table 3 lists preliminary studies of the accuracy of PET in diagnosing indeterminate solitary
pulmonary nodules (i.e., those lesions with equivocal findings on CT) at a point in the diagnostic
process after CT but before biopsy procedures. All four studies of diagnostic accuracy were case
series with ahigh proportion of malignant cases reflecting both the study inclusion criteria and,
indirectly, the relative accuracy of current modalities used prior to PET in the diagnostic work up to
identify benign disease.

Each study varied in itsinclusion criteriawith respect to maximal lesion size and image
characteristics (pulmonary mass, ill-defined infiltrates, focal lesions). No data comparing PET
with aternative imaging technol ogies such as CT were presented, although one study (Dewan,
1995) attempted to assess the complementary role of PET with an invasive needle biopsy
procedure (TTNA) to characterize SPNs. Two of these studies (Duhaylongsod, 1995b and Gupta,
1996) also attempted to quantify the importance of PET in the diagnostic work up of SPNs.
Limitations in reporting and study design preclude drawing firm conclusions from these series.

V. DISCUSSION

The attempt by some of these studies to characterize comparison groups quantitatively warrants
further discussion. Consideration of the cut-off point used in quantitative analysis will depend on
the consequences of limiting fal se negative results and of accepting false positive results. This
value will aso be influenced by the pre-test probability of disease of the study population and by
the heterogeneity of normal, benign, and malignant lung tissue. In arecently published case
control study Miyauchi, et a., (1996) demonstrated the effect of regional variations of FDG uptake
within normal lungs on the range of reported results, particularly with respect to small lung
nodules found in lower lung fields. Variationsin normalization procedures used in semi-
quantitative analyses may further influence the choice of cut-off (Schomburg, 1996).
Determination of the clinical efficacy of PET using quantitative methods requires defining the
optimal cut-off point from a much larger and broader study population, and subsequently applying
it to studies designed to determine diagnostic accuracy.

M ethodol ogies have been devel oped to enhance the interpretation of diagnostic information in
patients with SPNs. They include the application of probabilistic reasoning methods such as
Bayesian analysis and decision analysis, and computer-assisted analytic techniques using neural
networks, thresholding, or profile matching.

Bayesian analysis combines radiographic findings, such aslocation, size, and edge characterization
on CT and/or x-ray, with clinical information, such as age and smoking history, to estimate the
probability that a nodulein an individual patient is malignant. An estimation of likelihood ratios for
various individual radiographic and clinical characteristics on previoudly evaluated patients with
SPNs must first be determined from the literature. The case mix of the sample population will
likely affect the derivation of these ratios (Gurney, Part 1., 1993).

The utility of this analysis may be found in its examination of al of the pertinent clinical and
radiologic information, rather than reliance on the results of one test. For example, Gurney and
associates focused on interpretation of detected nodules, rather than detection itself, by comparing
the accuracy of diagnosis of SPNs using Bayesian analysis with the accuracy of independent
estimation by expert radiologists (Gurney, Part 2., 1993). This study found that the readers using
Bayesian analysis performed better than the expert readers (i.e., fewer misclassifications of the
nodules) in reading both individual studies and patients combined studies. There was better
concordance among readers who used Bayesian analysis. Moreover, additional clinical
information did not necessarily improve the readers performance in either group.
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Decision analysis has been used to assess the relative value of clinical strategiesin the presence of
an uncertain diagnosis (Lillington, 1989). The probability of cancer (pCA) in any given case will
depend on the clinical factors present in that case. Variationsin the magnitude of the calculated
valuesfor pCA will affect the utility of each strategy. A high pCA suggests the use of
thoracotomy, whereas alow pCA supports the observation strategy. A pCA in the middle range
supports the use of advanced needle biopsy procedures followed by thoracotomy, if needed.
Lillington (1989) found that patient preferences should be considered when the differencein
expected utility between biopsy and surgery tends to be small. With decision analysis, itisaso
possible to approximate the value for the del eterious effect of delaying the resection of a malignant
nodule.

Preliminary work has been performed using digital techniquesto assist the radiologist in the
diagnosis of SPNs (Lo, 1993 and Gurney, 1995). The specific aim of these techniquesisto
enhance true positive detection, thereby reducing the number of false positive results, through the
use of computer image processing. The results of these studies have not shown greater benefit
over conventional methods to date, although their application will likely increase with the
increasing use of digital imaging technology.

V. SUGGESTIONS FOR FURTHER PET RESEARCH

The potential benefits of PET in the diagnosis and management of solitary pulmonary nodules
(SPNs) have been purported. However, no evidence published to date definitively supports the
routine use of PET in these patients. Four studies attempted to define the operating characteristics
of PET asadiagnostic test in this area, including two that also attempted to quantify the importance
of PET in the diagnostic work up of SPNs. All have methodol ogic shortcomings, and their results
should be interpreted cautioudly.

CT hasamore established role in the clinical management of solitary pulmonary nodules, is more
widely available with associated lower costs, and provides valuable anatomical detail not aways
available with PET. Conventional wisdom has defined the limitations of CT with respect to
characteristics of resected indeterminate nodules based primarily on data that were reported from
surgical series comprising asignificant proportion of young patients with shorter smoking
histories, and that were derived from studies conducted prior to the use of CT or during its early
stages of diffusion.

A recent study conducted by Rubins and Rubins (1996) reported an increasing proportion of
malignancy in resected indeterminate SPNs over the last fourteen years (from 55% in 1981 to 60%
in 1983 and from 90% in 1990 to 100% in 1994) at asingle university-affiliated VA Medica
Center. They attributed these trends to improvements in the ability to diagnose benign SPNs
preoperatively, primarily through the use of CT. In the presence of these trends, a technology
such as PET would need to demonstrate significant improvements in patient outcome or reductions
in associated costsin order to justify itsrolein the clinical work up of SPNs.

Lessresource-intensive analytical models exist to provide the framework with which to assessthe
impact of diagnostic imaging in the management of SPNs. Nevertheless, these models require that
evidence of both operating characteristics and underlying characteristics of the study population
exist prior to implementation.

Contributions from other investigators working with larger and well-defined patient populations
and comparing PET to existing modalities will be needed to refine the characteristics of PET asa
diagnostic tool in SPNs, specifically asthey pertain to the veteran population, and to establish a

MTA94-001-02 MDRC Technology Assessment Program - PET Report - Page A7 - 10



October 1996

base for further research. Any attempt to expand the role of PET into earlier stagesin the
diagnostic work up would require an evaluation designed accordingly.

In this context, future research within VA should focus on:

1) establishment of a PET registry, which would provide arange of data on demographic
and clinical characteristics of patientsin whom PET studies are performed, and on their
clinical outcomesin avariety of settings;

2) establishment of estimates of a cut-off point to define disease and of subsequent
diagnostic accuracy;

3) studiesdesigned to assessthe role and impact of PET in the diagnostic work-up of
SPNs (eg., to avoid unnecessary surgery, to replace needle biopsy, or to replace
conventiona imaging in detecting disease)
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Table 2 Summary of the Literature: Diagnostic accuracy efficacy studies of PET in solitary pulmonary nodules

Notes: All of the studies in the table are case series (Level V evidence) and met most of the evidence-based medicine criteria for diagnostic test evaluations. None of the studies
met strict evidence-based medicine criteria for blinding, but all except Gupta, et al., (1996) provided information on the comprehensiveness of blinding of test interpreters
to the biopsy gold standard. Blinding of PET interpreters to other clinical and radiologic data varied across studies.

Internal controls (i.e., those with benign masses) were used in each study, and it was possible to calculate sensitivity and specificity for PET in those studies. The pre-test
probability of disease in these study populations was very high, and predictive values were not reported. Each study varied in inclusion criteria with respect to maximal
lesion size and image characteristics (pulmonary masses, ill-defined infiltrates, focal lesions). Operating characteristics from these studies should be interpreted with
caution.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent, largest,
most rigorously designed, or most comprehensive was included in the table. While data from Dewan, et al., (1995) and Gupta, et al., (1996) are likely derived from the same
patient population, these studies addressed different purposes, and inclusion of both was felt to be warranted. Studies reviewed but not included are listed under
“References”.

Abbreviations are listed at the end of the table.

Role Study N Operating Characteristics* Evidence-Based Medicine Criteria** Methodologic
, , , — Quality
PET TTNA other comparison histologic gold | blinding Grade**
group standard
Defining unknown Dewan, et al., 26 malignant lesions | Se=100% Se=81% +
SPN 1995 9 benign lesions Sp=78% Sp=100% int | + partial D
accuracy=94% accuracy=86% interna
Bury, et al., 1996 33 malignant cases Se=100% + + + C
17 benign cases Sp=88% internal
Duhaylongsod, et 59 malignant cases for lesions < 4 cm
al., 1995b 28 benign cases Se=97% + + + C
Sp=81% internal

accuracy=92%

Gupta, et al., 1996 | 45 malignant cases Se=93% +
i = 0,
16 benign cases gfcfgfyzgz% internal + unclear C

Se, sensitivity * operating characteristics defined in Appendix 2: Assessing Diagnostic Technologies, pages 5-7
Sp, specificity ** Appendix 2, page 8
TTNA, transthoracic needle aspiration biopsy ** Appendix 2, page 9

MTA94-001-02 MDRC Technology Assessment Program - PET Report - Page A7 - 12



October 1996

Table 3

Notes:

Diagnostic efficacy of FDG PET in diagnosing solitary pulmonary nodules

The studies in this table are case series and met all or most of the evidence-based criteria for diagnostic test evaluations. Internal controls (i.e. those with benign masses)

were used, and it was possible to calculate sensitivity and specificity for PET. There was a high ratio of malignant to benign cases; therefore, predictive values were not
reported. Each study varied in inclusion criteria with respect to maximal lesion size and image characteristics (pulmonary masses, ill-defined infiltrates, focal lesions).
Blinding of PET interpreters to other clinical or radiologic findings was not explicit, and the incremental value of PET could not be determined. Operating characteristics
should be interpreted cautiously.

Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent,
largest, most rigorously designed, or most comprehensive was included in the table. Studies reviewed but not included are listed under “References”.

Abbreviations are listed at the end of this table.

Study

Patients/Methods

Results/Comments

Dewan, et al., 1995
(Creighton University
and Veterans Affairs
Medical Center,
Omaha, Nebraska)

Purpose
a retrospective analysis to compare PET to transthoracic fine-needle aspiration biopsy (TTNA)
in diagnosing peripheral solitary pulmonary lesions

Cases

33 patients with 35 lung lesions who had undergone both PET and TTNA (26 malignant, 9

benign)

¢ 22 SPNs (< 3 cm); 4 hilar lesions; 8 lung masses (> 3 cm); 1 with multiple pulmonary
nodules

Methods

all patients had chest x-ray and CT

decision to perform TTNA made by primary physician aware of PET results
qualitative PET performed

both PET interpreters blinded to biopsy

TTNA performed under CT guidance

PET and TTNA compared to biopsy results

Limitations of study design

« retrospective analysis

« number of cases and internal controls not equivalent

« blinding of PET interpreters to clinical or radiologic data not noted
« test result and determination of final diagnosis not independent

Defining SPN lesion (26 malignant lesions, 9 benign lesions)

« PET: Se=100%; Sp=78%; accuracy=94%

« TTNA: Se=81%; Sp=100%; accuracy=86%

« no statistically significant differences reported between two techniques

Complications
« pneumothorax: PET=0/35 (0%) TTNA=16/35 (46%) p=0.0001
 chest tube: PET=0/35 (0%) TTNA=9/35 (26%) p=0.0039

Discussion

« authors report study size limitation; a highly select group may affect generalizability of
results

« authors report interobserver agreement, but not measured

MTA94-001-02
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Study

Patients/Methods

Results/Comments

Bury, et al., 1996
(CHU, Liege, Belguim)

Purpose
to prospectively assess the diagnostic accuracy of FDG PET in diagnosing solitary
pulmonary nodules (SPN)

Cases
50 patients with indeterminate SPNs after chest x-ray and CT, ranging from 0.5 cm to 4.5 cm in
size (33 malignant, 17 benign)

Methods

« all patients fasted for six hours prior to PET

« PET interpreted visually and classified as no uptake, moderate or intense

« independent interpretation by two groups of nuclear medicine physicians reached by
consensus and who had knowledge of chest x-ray but not CT, and blinded to biopsy results

* PET results compared to biopsy results

Limitations in study design

* number of cases and internal controls not equivalent (high prevalence of malignancy)

« patient selection limited to those scheduled for invasive procedure (biased toward those
with a high index of suspicion for malignancy)

« partial blinding of PET readers to other clinical data

« independence of test result and determination of disease unclear

Defining SPN lesion (33 malignant cases, 17 benign cases)

PET: Se=100%; Sp=88%

CT: no data reported

two false positive results due to tuberculosis and chronic nonspecific inflammation
mean size (range) of nodules: malignant=3 cm (1.5 cm- 4.5 cm) benign= 1.8 cm (0.5 cm-
3.5cm)

Authors’ comments
no difference in FDG uptake across histopathologic types was observed; quantitative analysis
may be needed for clarification

Abbreviations:

Se, sensitivity

Sp, specificity
CT, computerized tomography

*indicated calculated by MDRC TA Program from data supplied in published article
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Table 4 Diagnostic thinking efficacy of FDG PET in solitary pulmonary nodules
Notes: Both studies are case series (Level V evidence) with internal controls (i.e. those with benign masses), and it was possible to calculate sensitivity and specificity for
PET. All patients in these studies had suspected or biopsy-proven lung cancer (i.e., the pre-test probability of disease in the study populations was very high);
therefore, predictive values were not reported. The study by Gupta, et al., (1996) may not have met the evidence-based medicine criteria for blinding. Each study
varied in inclusion criteria with respect to maximal lesion size and image characteristics (pulmonary masses, ill-defined infiltrates, focal lesions). Operating
characteristics and likelihood ratios should be interpreted with caution.
Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same institution could be inferred, only the most recent,
largest, most rigorously designed, or most comprehensive was included in the table. Studies reviewed but not included are listed under “References”.
Abbreviations are listed at the end of this table.
Study Patients/Methods Results/Comments
Duhaylongsod, et Purposes Defining unknown focal disease (59 malignant cases, 28 benign cases)
al., 1995b to evaluate the diagnostic accuracy of FDG PET in differentiating benign from malignant focal overall SUR: malignant=6.6 + 3.1 vs. benign=2.0+ 1.6 (p = 0.0001)

(Duke University,
Durham North
Carolina)

pulmonary lesions, suspected primary lesions or recurrent cancer

Cases

87 patients with indeterminate focal pulmonary lesions by chest x-ray and CT

(13 patients had been excluded lacking firm pathologic diagnosis and < 2 years follow up)

« 59 malignant; 28 benign

* 79 SPNs (defined as focal abnormalities £ 4 cm diameter); 11 pulmonary masses; 10 ill-
defined infiltrates

« included 16 patients evaluated for recurrent disease

Methods
« two PET cameras used in study
ROIs chosen; SURs calculated by one nuclear medicine physician blinded to patient history,
physical exam, and labs, including biopsy results
biopsy (n=84) and follow up > 2 years (n=3) confirmation obtained
SURs compared; mean + SD reported
Se, Sp, accuracy, and likelihood ratios calculated
cost analysis performed to assess economic impact of two strategies, immediate thoracotomy
and PET, on diagnosis and management of focal pulmonary lesions with following
assumptions, using hospital charge data:
- SUR 3 2.5 lead to thoracotomy, SUR < 2.5 warranted observation
all indeterminate SPNs < 3 cm diameter
pretest probability of malignancy=50%
PET Se=97%,; Sp=82%
thoracotomy complication rate=zero
total hospital stay for thoracotomy=5 days

Limitations of study design

« choice of SUR cutoff determined retrospectively

« number of cases and internal controls not equivalent (high pre-test probability of disease)
« study included subjects with disease other than SPNs

« independence of test result and determination of final diagnosis unclear

based on cut-off SUR 3 2.5 chosen for malignancy determined from ROC curve
Se=97%; Sp=82%; accuracy=92%

Defining unknown SPNs (45 carcinomas, 22 benign)
SUR: malignant=5.5 + 2.1 vs. benign=1.7 + 1.1

Defining unknown pulmonary masses (10 malignant, 1 benign)
SUR: malignant=8.7 + 3.8 vs. benign=1.3

Defining unknown pulmonary infiltrates (4 malignant, 5 benign)
SUR: malignant=5.1 + 2.0 vs. benign=2.8 + 2.1

Defining unknown SPNs < 3 cm diameter (31 malignant, 16 benign)
based on cut-off SUR 3 2.5 chosen for malignancy determined from ROC curve
PET: Se=100%; Sp=81%; accuracy=94%

Likelihood ratios (LR) for five levels of SUR computed from FDG PET (malignant/benign cases)
Se and Sp data used for calculations was not noted

SUR 3 6.0 LR= 16.136 (34/1)

SUR 4.0-59 LR:=3.085 (13/2)

SUR 2.5-3.9 LR:=1.582 (10/3)

SUR 1.5-2.49 LR= 0.095 (2/10)

SUR <15 LR:=0.000 (0/12)

Cost analysis

« strategy using PET resulted in 41 fewer nontherapeutic operations and reduced overall costs
by 24.8% (D= $397, 062) based on all 87 patients + 13 patsxluded from the study

« cost savings calculated by MDRC Technology Assessment Program based on 87 patients
included in the study= $158,934

« conservative cost estimates did not account for extended length of stay, intensive care
management, other discomfort, lost wages, or expenses from other procedures

Other findings

« false positives attributed to active infections

« one false negative attributed to small lesion size (4 mm)

« in patients evaluated for recurrent disease, all benign cases (n=10) had SURs < 2.5
« authors stress need to establish cost-effectiveness before widespread application
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Study

Patients/Methods

Results/Comments

Gupta, et al., 1996
(West Virginia
University,
Morgantown, West
Virginia)

(data collected at
Creighton
University and
Omaha VAMC,
Nebraska)

Purpose

« to assess the diagnostic accuracy of PET in the evaluation of solitary pulmonary nodules
(SPNs)

« to compare methods for computing the probability of malignancy in SPNs based on PET
versus several risk factors

Cases
61 patients with indeterminate nodules (0.6 cm-3 cm in size) based on chest x-ray and CT
(45 malignant cases, 16 benign cases)

Methods

all patients had chest x-ray and CT interpreted independently prior to PET

patients fasted for 4 hours before PET scans

PET analyzed qualitatively by two observers

DURs calculated for semiquantitative analysis

for patients in whom no nodule could be detected on PET, ROI was extrapolated from
radiographic imaging

PET results compared to histology; one patient followed-up for 2 years

Limitations of study design

« blinding of PET to other clinical or radiographic data, or to biopsy results, not reported

« number of cases and internal controls not equivalent (high pre-test probability of disease)

« pre-test probability of disease used by authors (0.40) did not take into account the clinical
data obtained prior to PET

Defining unknown SPN (45 malignant cases, 16 benign cases)

PET: Se=93%; Sp=88%; accuracy=92%

« 3 false negatives due to adenocarcinoma,; 2 false-positive findings due to granuloma with
histoplasmosis

Detecting hilar/mediastinal lymph adenopathy
12 patients had confirmed hilar/mediastinal lymphadenopathy; in 5 patients nodal involvement
was not suspected prior to PET, but PET accurately identified all abnormalities

Likelihood ratios based on PET results (45 malignant cases, 16 benign cases)
assuming pre-test probability of disease=0.40; Se=93%; Sp=88%

LR=7.464; probability of malignant nodule, given a positive PET scan=0.833
LR=0.075; probability of malignant nodule, given a negative PET scan=0.047

Likelihood ratios based on age

LR=0.405; probability of malignant nodule, given age < 60 years=0.213
LR=0.915; probability of malignant nodule, given age between 60-69 years=0.380
LR=3.376; probability of malignant nodule, given age between 70-89 years=0.693

Likelihood ratios based on nodule size

LR=0.400; probability of malignant nodule, given nodule size £ 1.0 cm=0.211
LR=0.828; probability of malignant nodule, given nodule size between 1.1-1.9 cm=0.356
LR=2.064; probability of malignant nodule, given nodule size 3 2.0 cm=0.580

Authors’ comments

« authors reported interobserver variability < 5%, but no supporting data presented

« all benign nodules < 2.5 cm in size; 14/16 < 2 cm in size

11/45 malignant nodules < 2 cm in size

both nodules < 1 cm in size were accurately detected with PET

no correlation between DUR indices and histologic type

the probability of malignancy increases with nodule size, patient’s age, and a positive PET
scan

simultaneous pre-operative staging for hilar/mediastinal lymph nodes is an additional
advantage of PET in patients with malignancies

Abbreviations:

CT, computerized tomography

ROC, receiver operating characteristic
ROI, region of interest

DUR, differential uptake ratio

SUR, standard uptake ratio

Se, sensitivity

Sp, specificity
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Appendix 8

Systematic Review:
PET as a Diagnostic Test in Alzheimer’s Disease

The final literature database searches for the systematic reviews were performed
on September 10, 1996; the assessment represents peer-reviewed literature
published and indexed as of that date.

This Appendix to the PET assessment report presents the results of the systematic review of PET
asadiagnostic test for Alzheimer’ sdisease. Alzheimer’s disease and other neurologic and
psychiatric conditions are significant presencesin the PET literature, and predate studies of the use
of PET for diagnosis of diseasesin other organ systems. Maisey and Jeffrey (1991) attribute this
emphasis to the high level of metabolic activity of the brain and to the design of early PET scanners
to accommodate only the head.

PET alowsthe qualitative and quantitative evaluation of cerebral physiology, and the exploration
of the biochemical basesfor clinical diseases. Fluorodeoxyglucose (FDG) PET brain studies have
been used for the many research and clinical purposes related to the central nervous system,
including (Hoffman, et al., 1993):

* definition of the magnitude and distribution of normal local cerebral glucose
metabolism, and the effects of age and sex on metabolism;

* locdization of seizure onset in patients who have partial complex seizures and who are
being considered for temporal lobectomy (FDA approved use of FDG);

» assessment of brain tumors, including the degree of malignancy at the time of
diagnosis, persistent postoperative tumor, differentiation of high- from low-grade
tumors and radiation necrosis from persistent tumor;

» evaluation of schizophrenia, affective disorders, obsessive-compulsive disorder;

» study of cerebral metabolism in cerebrovascular disease;

» definition of regions of changed glucose metabolism in various forms of dementia,
including Alzheimer’ s disease, Pick’ s disease, and Huntington’s disease.
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BACKGROUND

A. Description

Alzheimer’' s disease (AD) is a progressive neurodegenerative disorder, and is the most
common form of dementia. Dementiais defined by the National Institute of Neurological
and Communicative Disorders and Stroke and the Alzheimer’ s Disease and Related
Disorders Association (NINCDS-ADRDA) as “the decline in memory and other cognitive
functionsin comparison with the patient’ s previous level of function as determined by a
history of decline in performance and by abnormalities noted from clinical examination and
neuropsychological tests” (Morris, 1994). Dementiais adiagnosis based on behavior and
cannot be determined by imaging studies or |aboratory tests, although specific causes of
dementia may be identified by these means. More than 55 illnesses, some nonprogressive,
can cause dementia. AD, alone or in combination with other illnesses, accounts for
approximately 70% of cases of dementiain industrialized countries (Geldmacher and
Whitehouse, 1996).

In AD, intellectua ability, abstraction, judgment, memory, language, and finally motor
functions deteriorate (Mazziotta, et al., 1992). Cerebral (brain) tissue damageis
widespread and complex, with progressive loss of synaptic (intercellular) connections and
cell death. Genetic linkages with anumber of chromosomes, including 1, 14, 21 (early
onset disease), or 19 (late onset), have been identified for familial forms of AD (FAD).
However, the etiology of most forms of non-familia (“sporadic’) AD remains unknown
(Schorderet, 1995).

B. Epidemiology

AD isthe most common cause of progressive intellectua failurein middle or late life, and is
the fourth leading cause of desth in the developed world (Duff and Hardy, 1994). The
etiology of AD remains undefined; risk factors that have been tested in analytic
epidemiology studiesinclude family history, head trauma, a uminum exposure, and
viruses. Findingson all of these potentially associated factors have been equivocal

(Larson, et al., 1992).

The prevalence of AD rises steadily from late middle age in al populations that have been
studied: studies using formal clinical criteriafor AD (see sections on description, above,
and diagnosis, below) from both Europe and the United States found rates per 100
population of 3.1 to 15.3 in individuals over 65 years of age, 4.1 to 6.1 in those over 75
years of age, and 7.1 to 47.2 in those over 85 (Rockwood and Stadnyk, 1994). AD
patients have amedian survival of eight to ten years after onset (range, 1 - 20 years)
(Larson, et a., 1992). Over 2 million people in the United States are incapacitated by AD
to the degree that they require assistance with daily living. Estimates of the cost of care for
those in the United States with AD have ranged from $44 billion (Mazziotta, et a., 1992) to
$100 billion (Post, 1994) per year.

Asthe proportion of elderly individualsin the United States increases, AD becomes an
increasingly important public health concern. At present, there are more than 8 million
veterans ages 65 and older (37% of the total veteran population). Improving the diagnosis
and treatment of AD isamajor goa of the Veterans Administration health care system
(Respess, 1995).
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C. Diagnosis

Much of the information in this section was taken from the chapter on dementia
(McCormick and Larson, 1991) in the book Diagnostic Strategies for Common Medical
Problems published by the American College of Physicians. This book isintended to give
practicing clinicians tools for the quantitative interpretation of clinical and diagnostic test
information (i.e., tools for the evidence-based application of diagnostic tests).

In the diagnostic strategy for AD, the presence of dementiaisfirst determined, and then its
causeis established. Screening for dementiainvolves tests such as the Mini-Menta State
Exam, which tests a broad range of cognitive functions. Once screening has documented
the presence of dementia, causes other than AD are excluded. In some patients meeting the
criteriafor dementia, cognitive impairment is due to medication side effects, depression,
other central nervous system diseases or metabolic abnormalities. Some of these may be
treated, resulting in improved or stabilized cognitive function.

A definitive diagnosis of AD isbased on atypical clinical picture and histopathologic
findings in samples of brain tissue. The histopathologic hallmarks of AD are neuritic or
senile plaques (large extracellular protein deposits) and neurofibrillary tangles (bundles of
abnormal protein filamentsinside nerve cells). Nerve cell damage and death is most severe
in the region of the hippocampus (a deep-lying structure in the temporal [obe of the cerebral
hemispheres that is involved in memory functions).

In the absence of histological confirmation of AD, patients are referred to as having a
diagnosis of dementia of the Alzheimer type (DAT), rather than as having AD. Subsequent
sections of thisreview will use the classifications“AD” and “DAT” literaly: “AD” will
refer to cases in which the disease has been definitively diagnosed by histopathology, while
“DAT” will refer to cases to which clinical criteriaonly have been applied.

The prevalence of any cause of dementia varies among populations. Estimating pretest
probability of disease requires consideration of multiple factors: the patient’s age and race,
whether (and in what type of hospital and on which ward) the patient is hospitalized.
Reviews of dementia preva ence have included the following data for the veteran inpatient
population (McCormick and Larson, 1991):

Alzheimer’s disease, 49 - 70% of cases of dementia Huntington’s disease, 1%

multi infarct dementia, 7 - 22% Parkinson’s disease, 4%

infection, 1 - 3% Alcoholism, 3 - 8%

metabolic condition, 2% Other, 2%

neoplasm, 1 - 5% (progressive supranuclear palsy,

normal pressure hydrocephalus, 2 - 5% frontotemporal dementia, Pick’s disease,
subdural hematoma, 3% cortical basal degeneration)

depression, 3%
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Table 1 NINCDS-ADRDA criteria for clinical diagnosis of Alzheimer’s disease
Diagnosis Criteria Features consistent with diagnosis Features inconsistent with diagnosis
PROBABLE « dementia established « progressive deterioration of individual cognitive functions « sudden onset
Alzheimer’s disease « deficits in two or more areas of cognition « Impaired activities of daily living and altered patterns of « focal neurologic findings
« deterioration is progressive behavior « seizures or gait disturbances at the onset or
« no disturbance of consciousness « family history of similar disorders very early in the course of the illness
« onset between ages 40 and 90, most often after age 65 « laboratory results of:
* no other systemic disorder - normal lumbar puncture

- normal pattern or nonspecific changes in EEG
- evidence of progressive cerebral atrophy on CT

After exclusion of causes of dementia other than Alzheimer’s
disease:

« plateaus in the course of disease

« associated psychiatric symptoms, physical outbursts,
sexual disorders, and/or weight loss

« other neurologic abnormalities (including motor), especially
with more advanced disease

« seizures in advanced disease

« CT normal for age

POSSIBLE « dementia syndrome in the absence of other neurologic,
Alzheimer’s disease psychiatric, or systemic disorders sufficient to cause
dementia

« diagnosis may be made in the presence of second systemic
or brain disorder not thought to be the cause of the dementia

« should be used in research studies when a single, gradually
progressive severe cognitive deficit is identified in the
absence of other identifiable cause

DEFINITE « clinical criteria for probable Alzheimer's disease and
Alzheimer’s disease « histopathologic evidence obtained from a biopsy or autopsy
Classification of Alzheimer’s Should specify features that may differentiate subtypes of the

disease for research purposes disorder:

« familial occurrence

« onset before age 65

« presence of trisomy-21

« coexistence of other relevant conditions such as

Parkinson’s disease

Adapted from McKhann, et al., 1989
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Cluesthat conditions other than AD may be the primary cause of dementia have been
codified in clinical diagnostic criteria, including those of the National Institute of
Neurologic and Communication Disorders and Stroke and the Alzheimer’ s Disease and
Related Disorders Association (NINCDS/ADRDA) (McKann, et al, 1984; Table 1).
Diagnostic and Statistical Manual (DSM-I1IR) criteriaare also used. Table 2, adopted from
McCormick and Larson (1991) and Kukull, et al. (1990), lists the operating characteristics
of screening tests and clinical criteriain the diagnosis of dementiaand AD. The datain the
table come from eva uations of the clinical criteria against the gold standard of
histopathologic diagnosis.

Table 2 Tests for dementia and AD

Sensitivity Specificity Likelihood Ratio
Test (%) (%) " :
positive negative
Screening for dementia | MMSE 87 82 48 0.16
Diagnosing AD in NINCDS/ADRDA 92 65 26 0.12
demented patients criteria
DSM-IIIR 76 80 38 0.30

Theinformation in Table 2 should be considered when interpreting the published
evaluations of PET’ s diagnostic accuracy in AD. Kukull, et al. (1991), point out that
investigators wishing to ensure that patients classified as AD are more likely to be AD
should choose DSM criteria, while investigators wishing to include the greatest number of
AD cases, seldom assigning a false-negative diagnosis, should choose NINCDS/ADRDA
criteria. Gearing, et a. (1995) note that diagnostic accuracy hasimproved over time with
theincreasing use of formal clinical criteriaand that in none of the first 106 autopsiesin
demented patients enrolled in the Consortium to Establish a Registry for Alzheimer’s
Disease (CERAD) study was a potentially treatable disorder mistakenly diagnosed as AD
using clinical criteria

D. Treatment

No curefor AD is currently available; two drugs (tacrine and donepezil) that appear to
modify the course of AD in some patients have been approved by the FDA.
Pharmacotherapy is aso used to treat some of the neuropsychiatric and behaviora
disturbances associated with AD, and pharmacologic agents intended to affect AD cognitive
dysfunction directly are under investigation. The conceptual framework for these
treatmentsisthat AD is aprogressive degenerative dementia caused by the loss of neurons,
synapses, and associated metabolic dysfunction. Therefore, treatment efforts are focused
on the replacement or enhancement of the function of existing neurons (Whitehouse and
Geldmacher, 1994).

Severd neurotransmitter systems affected in AD may contribute to the cognitive
dysfunction and provide the basis for neurotransmitter replacement therapy. Dysfunction
of the cholinergic system in AD and evidence that this system isinvolved in human
cognition have led to clinical trials of cholinergic agents. Tacrine and donepezil,
cholinesterase inhibitors, are currently the only FDA-approved drugs for the treatment of
AD. Tacrine has amodestly positive effect on cognitive and behavioral function in 30% to
50% of mild to moderately impaired AD patients (Davis, et a., 1992); the clinical
significance of these effects has been questioned, and tacrine does not affect the course of
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the disease (Growdon 1992; Crismon, 1994). Tacrine has significant side effects,
including reversible liver damage and cholinergic adverse effects (nausea, vomiting,
diarrhea, abdominal pain, dyspepsia) (Growdon, 1992; Wagstaff and McTavish, 1994;
Whitehouse and Geldmacher, 1994). Donepezil does not appear to be associated with
hepatotoxicity (Rogers, et a., 1996).

E. Rationale for PET in AD

The primary role of diagnostic testing has been differential diagnosis of AD from reversible
or treatable diseases. These include dementia due to medication intoxication, infection,
metabolic or nutritional disorders; benign brain tumors; normal pressure hydrocephalus; or
multiple infarct dementia (MID) due to a series of small strokes (Kuhl, 1991).

Asdiscussed above, the clinical diagnosis of DAT does not correspond to AD in 100% of
cases; diagnosis early in the course of the disease can be particularly problematic

(Hoffman, 1993). Initia studiesinto the use of PET in patients who met clinical criteriafor
DAT were based on the desire to improve diagnostic certainty and to provide information
on the pathophysiologic basis of the disease. With the availability of tacrine and donepezil
and the ongoing research into other drug therapiesfor AD, arenewed impetus for an
accurate clinical diagnosis, including a diagnosis for the very early stages of dementia, has
been noted (Morris, 1994).

Jobst, et al. (1994), discussing CT as adiagnostic test for AD, summarize the reasons to
work toward increasing the accuracy of antemortem AD diagnosis. While treatment of AD
isdtill at arudimentary stage, accurate diagnosisis a prerequisite to the selection of defined
cases for evaluation of therapies. Thereisalso aneed for precise epidemiologic and
demographic knowledge about Alzheimer’ s disease and other dementias and for the best
possi ble antemortem diagnosis so that patients and their families can be provided with clear
information that enables them to organize their lives.

F. Special methodologic considerationsin evaluating a diagnostic test for
Alzheimer’s disease

Accurate estimation of the characteristics of a diagnostic test depends on thetest’s
comparison with a (hypothetically) 100% accurate “gold standard” test. When PET isused
to diagnose or stage cancer, asin the other systematic reviews conducted for this
assessment, its results are compared to those obtained by biopsy. Biopsy, while imperfect,
generaly offers a quite accurate estimate of the presence or absence of cancer. Clinica
criteria have been shown to be less than optimally accurate when compared to biopsy or
autopsy diagnosis of Alzheimer’ s disease, and the potential biases discussed below can be
assumed to be operating in the studies of PET as adiagnostic test for DAT.

If the reference or gold standard test is significantly inaccurate, the estimates of the new
test’s characteristics will be biased. Since the results of the new test and the reference test
are likely to be positively correlated (i.e., statistically dependent), this biaswill result in
higher estimates of sensitivity and specificity for the new test than would be the caseif the
test were compared with a true measure of disease status. In the rarer cases where the
reference test and the new test have statistically independent results, results with the new
test will be biased toward zero for both sensitivity and specificity (Phelps and Hutson,
1995).
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Methods for correcting bias in estimates of anew test’s accuracy compared to an inaccurate
“gold standard” test have been developed. Some of the methods have focused on the
assumption that the reference test and the new test have statistically independent results,
and permit an algebraic correction under specific circumstances (e.g. the reference test has
known sensitivity and specificity) (Begg, 1987). However, the assumption of statistical
independence of the new and reference testsis usually quite implausible for most
applications, since covariates of both test results (such as stage or severity of disease) will
affect both tests smultaneously (Begg, 1987).

Other, recently developed methods are applicable when the two tests are either statistically
dependent or independent (Phelps and Hutson, 1995). These methods require the research
studies measuring the new test’s accuracy to estimate a probability that each subject is
abnormal with the gold standard process, rather than a binary (normal vs abnormal)
measure. Phelps and Hutson provide an example of the application of these methodsto the
use of MRI for the diagnosis of multiple sclerosis (MYS).

In the absence of studies specifically designed for use of the correction methods outlined
above, Begg (1989) recommends that at least a subset of patients in each diagnostic
accuracy study for anew test have been definitively diagnosed. The estimates obtained
from studies where most patients have not been definitively diagnosed must be interpreted
with reference to the imperfect standard.

Ideally, evaluation of the accuracy of a diagnostic test for AD should rely on data obtained
from cohort studiesin which the test is applied at intervals before death in patients with
DAT, other forms of dementia, and in controls, and all subjects are followed to death and
autopsy. Such studies have been performed for CT and SPECT (see below), but the
MDRC Technology Assessment Program was unable to locate any published studies that
had used similar methods to evaluate PET.

A cooperative group of European PET centersis currently conducting such a study, which
incorporates a standardized neuropsychological test battery, standardized PET data
anaysis, and follow-up to autopsy with standardized neuropathol ogic criteria (Dr. K.
Herholz, Max Planck Institut, Germany; personal communication, 1996). The study
focuses on patients with NINCDS/ADRDA “possible” AD (i.e. the group of patientsin
whom there is the greatest uncertainty regarding diagnosis and for whom a more accurate
test would most contribute to posttest certainty) and patients with other causes of dementia.
Copies of the study protocol are available from the MDRC Technology Assessment
Program.

G. Alternative neuroimaging technologies and other testsrelevant to
diagnosing AD

1. Neur oimaging technologies

Neuroimaging (i.e., CT) for cases of suspected AD is generally considered only
after a systematic evauation of a patient’s mental status and history, and of
information from reliable informants. Diagnostic criteria help to rule out other
causes of dementia. Based on the prevalence figuresfor AD in the hospitalized
veteran population cited above (approximately 50% to 70%), clinical criteria
(likelihood ratio of 1.3 to 2.8 in the presence of a positive test result, from Table 2)
give posttest probabilities of disease from 75% to 90%. The American College of
Physicians (McCormick and Larson, 1991) recommends that CT be reserved for
patients in whom thereisaclinical suspicion of afocal or destructive central
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nervous system lesion (i.e., patients whose neurological exam or clinical history is
more suggestive of afocal central nervous system lesion than of AD or other causes
of dementia such as Parkinson’ s disease).

Jobst, et al. (1994) confirm that the role of neuroimaging in AD has been to identify
and exclude other intracerebral pathologies. The results of current work with both
PET and other neuroimaging technol ogies suggest that neuroimaging may
eventually play amore direct diagnostic role. Alternate neuroimaging technologies,
both structural (CT and MRI) and functional (SPECT), have generated equivalent
levels of research activity to that seen in support of PET as adiagnostic test for AD.
These technologies are generally more widely available than PET, and if diagnostic
accuracy were comparable, would be likely to be more widely used.

Neuroimaging alternatives that have been directly compared to PET in cross
sectional studies using clinical criteriafor DAT as the diagnostic standard include
MRI, CT, and SPECT (Table5). CT, SPECT, and the combination of CT and
SPECT have been studied in cohorts of patients followed to autopsy (Jobst, et al.,
1992 and 1994; Table 6); these studies use definitive diagnosis by histopathol ogy
as the gold standard, and provide estimates of sensitivity and specificity unbiased
by the inaccuracies associated with clinical criteria. The studiesin Table 6 also
document diagnostic thinking efficacy: Jobst, et a., provide information allowing
the calculation posttest probability of disease from likelihood ratios and age-specific
pretest probabilities; and Van Gool, et a., document the incremental contribution of
SPECT after careful clinical and laboratory examinationsin mildly demented elderly
patients.

The studiesin Table 6 provide models that would benefit all evaluations of tests for
AD. Their methodological strengthsinclude:

» cohort design incorporating an exceptionally high (96%) rate of consent to
autopsy [using methods documented by King, et al. (1993)] in AD cases, cases
with other dementing conditions, and controls (Jobst, et al., 1992 and 1994);

» resultsareframed in clinically useful terms (providing age-related pretest
probability of disease and likelihood ratios from which to calcul ate posttest
probability of disease) (Jobst, et al., 1992 and 1994);

» theinterrater reliability of the tests has been calculated (Jobst, et al., 1992 and
1994);

» control groups include both those without dementia and those with other
dementias (Jobst, et al., 1992 and 1994; Van Gooal, et al., 1995);

» sincediscrepancies among all the criteria sets used for histopathologic diagnosis
of AD arewell recognized (Jarvik, et al., 1995), all diagnoses are made with
rigorous application of the same criteria set (Jobst, et al., 1992 and 1994);

» theincremental diagnostic certainty supplied by an additional test is defined
(Van Gool, et al., 1995).

2. Other tests

Other diagnostic tests are also under development for AD. Theseinclude: presence of

theed allele for apolipoprotein E (Nalbantoglu, et al., 1994; Reiman, et a., 1996;
Nationa Institute on Aging/Alzheimer’ s disease, 1996); tau (microtubul e associated)
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protein in cerebrospinal fluid (Arai, et al., 1995); decreased [3-amyloid peptides, in
cerebrospinal fluid (Motter, et al., 1995), and hypersensitivity of pupil responsesto
tropicamide (Scinto, et a., 1994). While the these tests and other tests are still under
investigation, their potential use could have important implications for the role of more
expensive and less widely available technologies such as PET.

H. Ethical considerationsin testing for AD

Technical efficacy studies (Section VI1) have used PET to identify metabolic changesin the
brains of patients with early DAT; pre-symptomatic individuals at risk for familial AD have
also participated in PET studies (Small, et al., 1995). Other means of identifying

individuals at risk for AD, such as apo etyping, are commercialy available (National
Ingtitute on Aging/Alzheimer’ s Association Working Group, 1996).

The National Institute on Aging/Alzheimer’s Association Working Group (1996) noted that
genetic risk factor assessment applied to diseases, such as AD, that involve the interaction
of several genes and environmental factorsis complicated by uncertaintiesin predicting and
diagnosing multifactorial disorders, and by the potentially far-reaching social, ethical, and
medicolegal implications of disclosure of genotype results. Many of these uncertainties
would complicate any test for early or preclinical AD.

Post (1994) summarized ethical issuesin AD, some of which relate to early diagnoss:

* pre-emptive suicide may be considered by patients who have received a diagnosis of
AD early in the course of the disease;

» early diagnosis, in the absence of interventions to modify risk or treat the disease, may
be associated harms that outweigh its benefits;

» patients have alegal and ethical right to decide, while still competent, to use or reject
technol ogies should they become incompetent

* independent living, driving, insurance, and jobs may be threatened by a diagnosis of
AD.

I, RESULTS

Fifty-five articles were selected from MEDLINE and other database searches and from the
bibliographies of initially retrieved articles as meeting the screening criteria. After review, 23
(42%) were found to meet inclusion criteria: 15 met the definition of technical efficacy (Fryback
and Thornbury, 1991; Appendix 2: Assessing Diagnostic Technologies); 6 met (with the
exception of the gold standard) the evidence-based criteriafor studies of asingle diagnostic test,
and an additional 2 studies met the evidence-based criteria while comparing PET with other
neuroimaging tests.

Technical efficacy studies are listed in Section VI, below; data abstraction tables for these studies
are on file with the MDRC Technology Assessment Program. For this review, the definition of
technical efficacy was expanded to include those not designed to assess diagnostic accuracy or not
meeting the evidence-based criteriafor diagnostic accuracy. These studies do provide information
necessary to subsequent diagnostic efficacy studies (Table 4). The MDRC Technology
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Assessment Program was unable to locate any published PET studies at higher levels of the
Fryback and Thornbury diagnostic efficacy hierarchy.

The technical efficacy studieslisted in Section VII compared patients with DAT to non-demented
controls and tested the differences between groups with inferential statistics. Rapoport (1991)
summarized some of the conclusions that had been drawn at that time regarding brain metabolism
in DAT from the studies that met technical efficacy criteriafor this review and from other studies
that have appeared in the literature:

* reductionsin resting state regional brain metabolism are roughly proportiona to
dementia severity;

* metabolic reductions are greater in association areas than in primary sensory and motor
neocortical areas, and correlate with the distribution of neuropathology and cell loss
postmortem;

» brain metabolic patternsin DAT patients are heterogeneous, belonging to at least four
distinct metabolic groups that correspond to different patterns of cognitive and
behaviora abnormalities;

o anorma left/right asymmetriesin mild DAT can retain their initial direction for
extended periods, and may precede and predict the cognitive deficits that later appear;

» parietal association/frontal association metabolic ratios also retain their direction over
time;

» dthough metabolically spared compared to the association cortices, the primary sensory
cortices, basal ganglia, thalamus, and cerebellar hemispheres show metabolic declines
over time with high resolution scanners.

Table 4 presents the diagnostic accuracy efficacy studies located by the MDRC Technology
Assessment Program. Since these studies used cross sectional with controls design, posttest
probability of disease can be calculated and the studies can also be classified at the diagnostic
thinking efficacy level. Additional support for the ability of PET to accurately predict clinical
classification of DAT is provided by Hoffman, et a. (1996), who found that FDG PET studies had
high inter- and intra-rater reliability in distinguishing probable and possible AD from other potential
causes of dementia and memory disturbance.
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. SUMMARY

Table 3 summarizes published findings on the diagnostic accuracy and diagnostic thinking efficacy
of PET and its neuroimaging alternatives. The PET studies did not met evidence-based medicine
criteria (since histopathol ogic diagnosis was not the gold standard) but otherwise fulfilled most
requirements for good methodologic quality. Unique features of each test are noted, as are the
comparison groups used in each study. PET results were not quantitatively pooled, as each
published study used a different method for PET data analysis and accuracy results fell within
relatively narrow ranges. Histopathology is recognized as the gold standard for diagnosing
Alzheimer’ s disease; studies that evaluate PET against clinical criteriamay overestimate accuracy.

Table 3 Diagnostic accuracy and diagnostic thinking efficacy of PET and its
neuroimaging alternatives

Diagnostic Standard Used in Evaluation
. . Studies Characteristics
Neuroimaging
Test Histopathology Clinical criteria

CT X Se = 94%; Sp = 93.5%
(AD-specific orientation; AD vs normal controls and other dementias)
Jobst, et al., 1994

SPECT X Se = 96%; Sp = 89%
(AD vs normal controls and other dementias)
Jobst, et al., 1994

X Sp = 89%

« all probable AD, Se = 43%
« probable AD < 80 years, Se = 56%
« probable AD > 80 years, Se = 29%
* SPECT contributed to 8% of final diagnoses
Van Gool, et al., 1995

CT + SPECT X Se = 90%; Sp = 97%
(AD vs normal controls and other dementias)
Jobst, et al., 1994

PET X Se =94.6; Sp=97%
(“robust ratio”; DAT vs normal controls)
Herholz, et al., 1993
Post test probability of disease, positive test = 90%;
posttest probability, negative test = 10%
in patients with pretest probability of disease = 50%
(neural net; DAT vs normal controls)
Kippenhan, et al., 1994
Se = 94%; Sp = 79%
(4 image patterns typical of DAT; DAT vs normal controls)
Salmon, et al., 1994
Se = 94%; Sp = 53%
(4 image patterns typical of DAT; DAT vs non-DAT dementia controls)
Salmon, et al., 1994
Se = 94%; Sp = 99%
(stereotactic surface projections; DAT vs non-DAT controls)
Burdette, et al., 1996

PETvs CT X PET: Se =97%; Sp = 84% (qualitative)
CT: Se = 86%; Sp = 28% (cortical atrophy)
(DAT vs normal controls)
Fazekas, et al., 1989

PET vs MRI X PET: Se =97%; Sp = 84% (qualitative)
MRI: Se = 92%; Sp = 60% (ventricular atrophy)
(DAT vs normal controls)
Fazekas, et al., 1989

PET vs SPECT X PET: Se =80%; Sp = 100% (typical functional pattern)
SPECT: Se = 80%; Sp = 65% (typical functional pattern)
(DAT vs normal controls and vascular dementia)
Mielke, et al., 1994

Se = sensitivity; Sp = specificity
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V. DISCUSSION

The face vaue of PET’ sdiagnostic accuracy in AD appearsto be very good, and fairly equivalent
across avariety of data analysis methods and scanning protocols (Table 3; Herholz, et a., 1993).
However, PET has been evaluated against clinical criteria (an imperfect diagnostic standard) only.
Since the factors that affect clinica criteriaaccuracy (e.g. severity of disease) also arelikely to
affect PET results, the published sensitivity and specificity figures may be overestimates. The
discussion sections of these papers note that further studies comparing PET to definitive diagnosis
by histopathology are necessary to confirm results; alarge cooperative study in Europe using
histopathol ogy as the diagnostic standard is currently under way.

An additional source of bias may be attributable to the choice of clinical criteriain PET diagnostic
accuracy studies. All used NINCDS/ADRDA criteria, which are associated with a higher rate of
false positives and alower likelihood ratio for a positive test (2.6) than are the DSM-I1I criteria
(likelihood ratio = 3.8). If DM S| criteriaare applied in patients with a pretest probability of AD
of 60% (the midpoint of the hospitalized veteran prevalence range), the posttest probability of AD
is approximately 85%. NINCDSADRDA criteriayield an approximately 80% posttest probability
of AD.

Finally, most of the casesin PET diagnostic accuracy studies had possible or probable AD
according to NINCDSADRDA criteria. Few studies applied PET prospectively to large numbers
of patients with other diagnoses (e.g., vascular dementia), which would be necessary to fully
define the positive predictive value of PET as a diagnostic test.

The clinical importance of differencesin clinical criteriaaccuracy and the additional accuracy
attributable to PET [posttest probability of disease in the hospitalized veteran population with face
value sengitivity and specificity from Herholz, et al. (1993) of > 99%] rests on changesin
management or trestment decisions that follow test results. Recent studies indicate that as
clinicians have gained experience in the application of clinical criteriatheir accuracy has increased,
and that treatable causes of dementiaarerarely missed. Since treatment optionsfor AD itself are
currently limited and use of clinical criteria appearsto missvery few treatable causes of dementia,
increased diagnostic accuracy may be needed primarily in research settings (epidemiologic studies
and evaluations of potential therapies). The value of improved diagnostic information to patients
and their families should not be dismissed; however, this value remains unquantified.

The accuracy and potential research utility of PET in AD should be viewed in the context of the
accessibility and accuracy of other imaging technologies (Tables 5 and 6), and that of other tests
that are currently available or under development. In studies directly comparing PET with standard
CT, MRI, or SPECT using clinical criteria as the diagnostic standard, PET has superior
characteristics (Table 5). On the other hand, AD-specific and relatively smple CT and SPECT
methods have been tested in rigorously designed cohort studies in which demented patients (AD
and other causes) and non-demented controls have been followed to death and definitive diagnos's;
these studies indicated that CT and SPECT may have sengitivity and specificity close to that of PET
(Table 6).
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V. CONCLUSIONS: Clinical use of PET in Alzheimer’s disease

As of September, 1996, the accuracy of FDG PET in diagnosing Alzheimer’ s disease had been
demonstrated in 5 published studies that used a variety of methods to analyze PET dataand to
arrive a decisions about the presence or absence of disease. These studies compared PET to
clinical criteriafor dementia of the Alzheimer’stype. Whiletheclinicd criteriaare known to be
somewhat inaccurate in diagnosing AD, compared to the gold standard of histopathologic
diagnosis, careful application of the criteria does appear to identify most cases of treatable
dementia.

The factors noted in the discussion section and the paragraph above argue that routine clinical
application of PET as adiagnostic tool for AD should await the results of the ongoing European
multicenter study that will evaluate PET’ s accuracy against the diagnostic standard of
histopathology, as well as development of more effective treatments and risk modification
interventionsfor AD. The multicenter study’ s results will allow more explicit comparisons among
PET and more widely available tests that may have comparable accuracy. In the absence of
effective treatments for Alzheimer’ s disease, an accurate diagnostic test may be needed primarily in
the efficacy of treatment research setting.

Finally, the role of diagnostic tests in treatment efficacy research protocols may need refinement as
subsets of Alzheimer’s disease are defined by phenotypic or genetic markers. Nalbantoglu, et al.
(1994) cdlculated the population attributable risk for the e4 allele for apolipoprotein E at about
50%. Thislevel of attributable risk suggests that late-onset AD consists of at least two disease
entities with separate underlying causes or aggravating factors. Each of the disease entities may
require different treatment strategies, and selection of patients for treatment may be based on
molecular or genetic tests, rather than on anatomic or functional imaging studies. Small, et al.
(1995) found that the e4 allele is associated with reduced cerebral parietal metabolism and increased
asymmetry in non-demented relatives at risk for probable AD. Measurement of glucose
metabolism using PET could be a means of monitoring experimental treatment responses during
early phases of AD.
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Table 4 Summary of the literature:
Diagnostic accuracy efficacy of FDG PET imaging in Alzheimer’s disease
Notes: Studies are listed in order of date of publication. Where substantial duplication in purpose of study, patients studied, and results in multiple studies from the same
institution could be inferred, only the most recent, largest, most rigorously designed, or most comprehensive was included in the table. Studies reviewed but not
included are listed under “References”.
All studies in this table used a cross sectional design with controls, and provided Level Il evidence (see Table 2 for an explanation of levels of evidence).
In several studies in this table, images were interpreted without blinding of image readers to clinical diagnosis, or blinding was not noted. In these studies,
however, PET data were analyzed quantitatively (often by automated processes) rather than visually (qualitatively), minimizing observer bias.
Study Subjects/Methods Results/Comments
Azari, et al., 1993 Purpose Estimated posttest probabilities of group membership:
NIA/NIH, to investigate whether a multiple regression/discriminant analysis procedure would distinguish « using statistical functions based on frontal/parietal region, 95% of AD cases and controls
NIMH/NIH, mildly/moderately demented patients with probable AD from controls correctly classified

Washington State
Mental lliness
Research &
Training Institute

Cases
19 mildly/moderately demented patients with NINCDS-ADRDA probable AD

Subject at risk
1 subject at risk for familial AD with only delayed memory at time of study

Controls
22 healthy age- and sex-matched controls

Methods

« PET scans parallel to IOM obtained

« absolute and normalized GMR obtained for 65 ROIs and whole brain

« analysis involved:

- selection of 2 sets of regions as dependent variables (frontal/parietal association areas and 4
smaller ROIs)

- stepwise multiple regression to identify best predictors

- application of regression weights to control and AD data

- application of discriminant analyses to determine the weighting of regression residuals to
maximize differences between cases and controls

- cross validation of discriminant functions using jackknife procedure

« each subject classified as control or AD using a discriminant function

« discriminant functions applied to subject at risk

« average probability of correct classification:
- cases, 0.97 (0.78 - 1.00)
- controls, 0.93 (0.53 - 1.00)

Cross validation of discriminant functions, frontal/parietal region:
* 89% of AD patients and 86% of controls correctly classified

« average probability of correct classification:

- cases, 0.90 (0.55 to 1.00)

- controls, 095 (0.52 - 1.00)

Cross validation of discriminant functions, 4 smaller ROIs:
* 88% of AD patients and 81% of controls correctly classified
« average probability of correct classification:

- cases,1.00

- controls, 0.98 (0.83 - 1.00)

Application of discriminant functions to subject at risk:

« frontal/parietal: probability of classification as AD, 0.74; as control, 0.26 at first PET study;
probabilities 0.84 and 0.16, respectively, at second PET study (1 year after first)

« 4 smaller areas: first and second PET studies showed had probability of classifying subject as
AD of 1.00

Success of group separation
2 discriminant functions separated groups (5 subjects misclassified) with less overlap than
single, normalized glucose metabolic index.

Conclusion
This statistical approach may be useful for early detection of AD.

Study design limitation
no definitive diagnosis in any DAT subjects
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Raffaele, Milan;
Université de
Liege

37 patients with NINCDS-ADRDA probable AD

Controls
34 healthy subjects

Methods

« multiple PET slices parallel to CM line from cerebellum to 3 27 mm above basal ganglia

* GMR calculated according to machine and software properties of each center

« experienced physician performed examined images visually, with access to clinical
information (analogous to clinical practice)

« ROIs defined and GMRs calculated for regions most typically affected by AD (temporoparietal
and frontal)

« composite metabolic ratio representing typical pattern in AD calculated

Study Subjects/Methods Results/Comments

Herholz, et al., Purpose Visual analysis

1993 to assess whether a study protocol based on a robust ratio to assess the typical metabolic « high frequency of typical pattern (bilateral temporoparietal and optional frontal hypometabolism)
Max Planck pattern of AD can yield comparable results in 3 different centers

Institut, Cologne; Metabolic ratio analysis

Hospital San Cases « AD metabolic ratios significantly lower than controls

« differences among ratio means at centers not significant
« ratio increased significantly with age, but centers did not differ after age adjustment of ratios
« mean value of ratio close to 1.0 over entire age range in controls

Diagnostic accuracy

« composite metabolic ratio yielded better separation of cases from controls than did ratios of
single regions by ROC curve analysis

« at cutpoint of 0.921, Se = 94.6% and Sp = 97% (95.8% of subjects correctly classified)

Factors affecting variation among centers
« rate constants used (10% change in constant produced < 1% change in composite ratio)
« region size (10% increase in size increased ratio by 1.2%)

Conclusion
A common investigation protocol may yield comparable PET data from different centers in spite
of differences between scanners and imaging equipment.

Study design limitations
no definitive diagnosis in any DAT subjects

Kippenhan, et al.,
1994

University of
Miami , NIA/NIH

Purposes

« to generate recommendations for optimal data representation and analysis in diagnosis of AD

« to compare the ability of 2 PET cameras (PETT V and Scanditronix, a higher resolution scanner)
to diagnose AD using optimal discriminators and a neural network

« to define the most generally applicable metabolic discriminators of AD

Cases
« PETT V: 41 patients with NINCDS-ADRDA probable AD
« Scanditronix: 33 patients with NINCDS-ADRDA probable AD

Controls
« PETT V: 50 age-matched normal individuals
« Scanditronix: 74 age-matched normal individuals

Methods

« small structures from Scanditronix database combined to obtain regional representations
equivalent to those of PETT V data at lobular and lobar levels

« classification performance from each database evaluated for lobular and lobar representations
for various methods of classification (by ROC analysis) and data processing

« classifiers evaluated by cross-validation studies on training and testing sets

« neural network training by back-propagation techniques

« classification results for neural net compared to results using discriminant analysis

« different methods to preprocess data compared

Classification according to global metabolism
areas under ROC curve: Scanditronix .90, PETT V .60

Results of optimization experiments
« lobular representation and occipital normalized data resulted in best performance for PETT V
« lobular data processed with either simple scaling or normalization

Comparison of neural net and discriminant analysis
« performance approximately equal for Scanditronix lobular data
« performance of neural net somewhat higher for PETT V lobular data

Can neural nets identify groups in one database after being trained with sets including subjects
from other database?

better performance can be expected by training with lower resolution data (“noisier”) and testing
on higher resolution data than the reverse (for normalized data)

Most important and generalizable discriminating profiles learned by neural nets during lobule-
level training with both databases

« generally low metabolic values in parietal and temporal areas

« higher values in motor-sensory and occipital regions

* asymmetry

Posttest probabilities of disease

« classification at point of maximum information on ROC curve for normalized Scanditronix
lobular data resulted in posttest probability of 90% (rule in disease) for an abnormal test and 10%
(rule out disease) for a negative test

« corresponding posttest probabilities for PETT V lobular data were 87% and 24%

Authors’ comment
it should be possible to share metabolic data from different scanners and institutions to develop
an extensive knowledge base of metabolic patterns

Study design limitation
no definitive diagnosis in any AD cases
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Study Subjects/Methods Results/Comments

Salmon, et al., Purpose General findings in probable AD group

1994 to evaluate the role of visual analysis of PET metabolic patterns in patients referred for * 97% of PET scans abnormal

University of differential diagnosis of degenerative dementias « 2 patients with mild dementia had normal scans (1 showed AD pattern 5 years later)

Liege, Belgium « metabolic pattern in AD is heterogeneous; multiple cut points corresponding to subgroups of the

Cases
65 patients with NINCDS-ADRDA probable AD
(5 with a diagnosis of definite AD after histologic examination)

Controls

64 patients whose final diagnosis was: degenerative dementia atypical for AD (possible AD, 19);
Parkinson’s disease (13); progressive supranuclear palsy (1); vascular dementia (8); mixed
dementia (9); Creutzfeldt-Jacob disease (3); metachromatic leukodystrophy (1); dementia from
anoxia (1); primary progressive aphasia (2); normal pressure hydrocephalus (3); depression (4)
(7164 confirmed by histologic diagnosis)

Methods

« PET scans acquired in resting state on plane parallel to IOM line

* ROIs and visual analyses performed on 7 planes selected with brain atlas
« 9 categories of image patterns for hypometabolism:

- bilateral temporo-parietal (with/without frontal)

- unilateral temporo-parietal (with/without frontal)

- frontal regions bilaterally affected more than temporo-parietal

- frontal unilaterally affected more than temporo-parietal

- isolated bilateral frontal involvement, sometimes asymmetrical

- left perisylvian, sometimes extending to homolateral cortices

- diffuse cortical, localized above level of basal ganglia

- multiple patchy foci, cortical and subcortical

- normal

« reader (number not specified) blind to clinical data except for suspicion of dementia

9 patterns are possible

If first 4 image patterns considered positive for AD

« distinguishing AD from dementia atypical for AD: Se = 94%; *Sp = 79%; *PPV = 94%; *NPV =
79%

« distinguishing AD from all controls: *Se = 94%; *Sp = 53%; *PPV = 67%; *NPV = 89%

If bilateral temporo-parietal hypometabolism only considered positive for AD

« distinguishing AD from dementia atypical for AD: Se = 66%; *Sp = 89%; *PPV = 96%; *NPV =
44%

« distinguishing AD from all controls: *Se = 66%; *Sp = 54%; *PPV = 68%; *NPV = 52%

Study design limitations/comments

« final diagnosis obtained after unspecified time of follow up in many patients; data used at follow
up included PET (i.e., diagnostic standard not applied without knowledge of PET result and
possible incorporation bias)

« only 19 controls (with possible AD)contributed data to authors’ analyses

« histologic confirmation of diagnosis in small number of patients

« “Results” section difficult to interpret; authors indicate that analyses will be restricted to patients
with probable or definite AD (cases) and dementia atypical for AD (19/64 controls) but give
diagnostic accuracy figures based on all controls

« study has significant value in that it tested PET in a population of patients with readily
confused diseases (a common clinical situation)
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Study Subjects/Methods Results/Comments
Burdette, et al., Purpose Discrimination of AD using DZ-score, previous study (Minoshima, et al., 1995)
1996 to compare diagnostic accuracy of 3D stereotactic surface projection PET images to accuracy of | at Sp = 100% (zero false positives):
University of transaxial images using ROC analysis in cases and controls obtained retrospectively from « parietal (cutpoint DZ = .55) Se = 95%
Michigan, Ann research database « temporal (cutpoint DZ = .45) Se = 81%
Arbor « frontal (cutpoint DZ = .56) Se = 59%
Cases « unilaterally averaged DZ (cutpoint DZ = 0.36) Se = 97%
39 patients with NINCDS-ADRDA probable AD « bilaterally averaged parietal-temporal-frontal DZ (cutpoint DZ = .52) Se = 100%
28 questionable/mild dementia « robust ratio from Herholz, et al. (table entry above, cutpoint = .89) Se = 92%
« 11 moderate/severe dementia « false negatives were mildly demented patients with unilateral hypometabolism
« cerebrovascular disease cases: quantitative indices yielded some false positives, but
Controls distributions of metabolic abnormalities were clearly distinguishable from AD on visual
40 patients without dementia inspection
« 18 patients with cerebrovascular disease (5 multiple infarctions, 8 cerebrovasculitis with
systemic lupus erythematosis, 5 moderate/large vascular distribution infarction) ROC analysis, this study
« 22 similar-aged normal individuals from database « diagnostic accuracy improved in all readers with 3D stereotactic projections
« no difference between beginner and expert readers with 3D stereotactic projections
Methods
« 2 sets of PET images (ordinary projection and 3D stereotactic surface projection) analyzed Transaxial image display, all readers
qualitatively by 2 expert and 2 novice interpreters who received brief training sessions on day of | ¢ Se =85% + 0.06 (95% CI. + 0.10)
image analysis * Sp =88% + 0.02 (95% CI. + 0.15)
« each image set presented to interpreters in different randomized order
« images scored: definite AD; probable AD; indeterminate; probably not AD; definitely not AD 3D stereotactic surface projection, all readers, all subjects
« interpreters blinded to patient identifiers and clinical information * Se = 94%z 0.02 (95% ClI, = 0.04)

« interpreters’ response data analyzed using ROC techniques (area under curve, SD, two-tailed p * Sp =99% + 0.02 (95% ClI, + 0.03)
value for each reader and each type of presentation)
« data from questionable/mild dementia (more difficult diagnosis) analyzed separately All readers, questionable/mild dementia subjects

« Se, Sp calculated using definite and probable scores as positive for AD « transaxial projection: Se =79% * 0.06 (95% CI, + 0.02)

« 3D stereotactic projection: Se = 94%:x 0.01 (95% CI, + 0.02)
Study design limitation

no definitive diagnosis in any AD cases

= calculated by MDRC Technology Assessment Program from information provided in the article

Abbreviations: AD, Alzheimer’s disease
Cl, confidence interval
CT, computed tomography
DAT, dementia of Alzheimer’s type
EEG, electroencephalography
GMR, glucose metabolic rate
I0M, inferior orbitomeatal line
MANOVA, multivariate analysis of variance
MID, multi-infarct dementia
MMSE, Mini-Mental State Examination
MRI, magnetic resonance imaging
NIA, National Institute on Aging
NIH, National Institutes of Health
NIMH, National Institute of Mental Health
NINCDS-ADRDA, National Institute of Neurological and Communicative Disorders and Stroke-Alzheimer’s Disease and Related Disorders Association
NPV, negative predictive value
PPV, positive predictive value
ROC, receiver operating characteristic
ROI, region of interest
Se, sensitivity
Sp, specificity
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Table 5 Diagnostic accuracy efficacy of neuroimaging alternatives to FDG PET for Alzheimer’s disease
Cross sectional studies with controls comparing PET to alternative diagnostic imaging tests
using clinical criteria as the diagnostic standard
Notes: Studies in this table were identified by searches of MEDLINE files for the years 1991 to 1996, using the terms “Alzheimer’s disease” and “diagnosis”. These
studies directly compare other neuroimaging technologies with PET.
All of the studies used cross sectional designs with controls and appeared to adequately match cases and controls for critical demographic factors.
Study Subjects/Methods Results/Comments
Fazekas, Purpose: PET vs CT vs MRI CT
etal., 1989 to describe the type and frequency of brain abnormalities detected by CT, MRI, and PET in DAT « cortical atrophy: *Se = 86%; *Sp = 28%; *PPV = 57%; *NPV = 64%

University of
Pennsylvania

and normal aging
information provided allowed calculation of diagnostic characteristics of each test

AD cases

30 DAT (DSM-1I)

« 24 “probable” and 6 “possible” using NINCDS-ADRDA

» 14 with mild to moderate DAT according to MMSE, 16 with moderate to severe

Controls
25 elderly individuals without evidence of dementia, and with medical findings comparable to
those in DAT group

Methods

» 28 DAT and 25 controls had CT

« 23 DAT and 10 controls had MRI

« 30 DAT and 25 controls had FDG PET

« for each imaging modality the scans from DAT and control subjects were randomly mixed and
interpreted separately by a neuroradiologist (CT and MRI) and a nuclear medicine specialist
(PET), without information on the age, sex, or clinical condition of patient

« extent of cortical and ventricular atrophy (CT and MRI) and severity of metabolic abnormalities
(PET) rated as absent, mild, moderate, or severe

(mild, moderate, severe atrophy grouped as abnormal)

« ventricular atrophy: *Se = 79%; *Sp = 72%,; *PPV = 76%; *NPV = 75% (mild, moderate, severe
atrophy grouped as abnormal)

« higher grades of cortical and ventricular atrophy found in DAT than in controls and differences in
mean rating between DAT and controls was significant (p < .001), but considerable overlap in
atrophy scores

MRI

(text and tables present different counts for DAT patients who received MRI; table number used
in calculations below)

« cortical atrophy: *Se = 92%; *Sp = 10%; *PPV = 55%; *NPV = 50%

(mild, moderate, severe atrophy grouped as abnormal)

« ventricular atrophy: *Se = 92%; *Sp = 60%; *PPV = 73%; *NPV = 86% (mild, moderate, severe
atrophy grouped as abnormal)

« periventricular and/or white matter lesions: *Se = 83%; *Sp = 40%; *PPV = 63%; *NPV = 67%

PET

* *Se = 97%; *Sp = 84%; *PPV = 89%; *NPV = 95%

(mild, moderate, severe hypometabolism grouped as abnormal)

« abnormalities predominately focal in early DAT, diffuse hypometabolism in more advanced DAT
« using visual criteria, the majority of focal metabolic abnormalities could not be explained on the
basis of cortical atrophy alone; metabolic dysfunction may precede anatomic changes

Study design limitations
« protocol did not provide for image interpretation by 3 2 observers
« no definitive diagnosis in any DAT subjects
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Study

Subjects/Methods

Results/Comments

Mielke, et al., 1994
Max Planck
Institut, Germany

Purpose: PET vs SPECT
to define the relative ability of HMPAO SPECT and FDG PET to distinguish AD, vascular
dementia (VD), and controls

AD cases
20 patients with NINCDS-ADRDA probable AD

VD controls
12 patients selected by modified Hachinski scores and NINDS-AIREN criteria

Normal controls ) o ) N o ) )
13 normal subjects with no clinical evidence of cognitive deficits or neurological disease who
were part of larger sample with subjective memory impairment

Methods

« patients received SPECT and PET on same day

* SPECT and PET images coregistered and standardized ROls generated

« relative regional HMPAO uptake used to assess regional perfusion differences

« relative GMR calculated from PET studies

« functional pattern typical of AD by SPECT and PET used to calculate ratio of average perfusion
or metabolism in affected areas divided by unaffected areas

* ROC analysis performed

General findings

« metabolism ratios in normals significantly related to age, and metabolic differences between
normal and AD less obvious in old age

« perfusion and metabolism ratios significantly lower in AD than in VD and controls

« no significant differences between perfusion ratio and severity of dementia or age

ROC analysis

« for discrimination between AD and controls PET had marginally significant (p = .05) advantage
(PET Se = 80% at Sp = 100%; SPECT Se = 80% at Sp = 65%)

« PET false negatives all in marginally demented patients

* SPECT false negatives scattered across range of dementia severity

« for differential diagnosis of AD versus VD, PET was superior to SPECT

Conclusions
» both PET and SPECT can distinguish AD from controls
« PET is superior in differentiating AD from VD

Study design limitations
« no definitive diagnosis in any DAT subjects

Abbreviations:

AD, Alzheimer’s disease
CT, computed tomography
HMPAO, hexamethylpropylene amine oxime

NINCDS-ADRDA, National Institute of Neurological and Communicative Disorders and Stroke-Alzheimer’s Disease and Related Disorders Association

NINDS-AIREN,

OM, orbitomeatal

ROC, receiver operating characteristic

ROI, region of interest

Se, sensitivity

Sp, specificity

SPECT, single photon emission tomography
VD, vascular dementia
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Table 6 Study design models:
Diagnostic thinking efficacy of alternatives to FDG PET for Alzheimer’s disease

Notes: The studies tabulated below were identified by searches of MEDLINE files for the years 1991 to 1996, using the terms “Alzheimer’s disease” and “diagnosis”.

Van Gool, et al., analyzed two ongoing cohort studies in the Netherlands to estimate the diagnostic accuracy of SPECT in elderly patients presenting for an initial
evaluation for mild dementia, and to determine the incremental contribution of SPECT after a thorough clinical and laboratory examination. However, this study did
not follow patients to death and autopsy.

The Oxford Project to Investigate Memory and Aging (Jobst, et al.) used that project’s cohorts of patients with dementia and age-matched controls; analyses are
based on subjects who were followed to death and autopsy. These studies are classified as "diagnostic thinking efficacy” studies because they are presented in
a form that allows estimation of the risk of AD for an individual using age-specific prevalence data and the likelihood ratio from that individual's CT.

Study Subjects/Methods Results/Comments
Van Gool, et al., Purpose Final diagnoses
1995 to conduct a study to address methodologic deficiencies of existing SPECT studies: * 68 probable AD according to NINCDS-ADRDA criteria
Academic Medical | < definition of incremental value of SPECT after careful clinical examination « 42 other (multi infarct dementia, unspecified dementia, mixed dementia)
Center, « spectrum bias in studies including relatively young patients and patients with advanced
Amsterdam, The disease Operating characteristics of SPECT
Netherlands « diagnostic utility of SPECT in patients representing diagnostic challenge (mildly affected at temporoparietal perfusion cut point of 0.79
elderly) * non demented controls, Sp = 89%
« all probable AD, Se = 43%
Study design « probable AD < 80 years, Se = 56%
cross sectional with controls « probable AD > 80 years, Se = 29%
Cases Contribution of SPECT to diagnosis
110 patients > 65 year referred for first evaluation of dementia « before imaging, SPECT was expected to contribute to diagnostic certainty in 26% of patients
« actual contribution of SPECT to 8% of final diagnoses (5 DAT, 3 mixed dementia, 1 rule out
Controls mixed dementia)
18 subjects recruited from prospective community-based study of mental functioning in elderly
(65-85 years); controls had suboptimal cognitive scores Authors’ comments
« routine SPECT has limited value in evaluating elderly demented patients
Methods « disagreement with other published results attributed to selection bias in other studies (relatively
« initial clinical diagnosis using CAMDEX-N interview schedule, with specification of whether young patients or those with advanced disease, or highly selected healthy controls)

SPECT expected to contribute to diagnostic certainty by both individual neurologist and
consensus panel

« lab, CT, SPECT temporoparietal perfusion data then used with DSM III-R and NINCDS-ADRDA
criteria for final diagnosis

« all ancillary tests (lab and imaging) scored re contribution to change from initial to final
diagnosis

« diagnostic classification reconsidered after 6 months, FU to 2 years in some patients

* SPECT images scored by consensus of 2 of 3 neurologists blinded to clinical findings
(semiquantitative analysis)

« Se of SPECT calculated for multiple perfusion value cut points

* Sp of SPECT calculated using images from non-demented controls to avoid potential
contribution of AD encephalopathy to other primary diagnoses

* ROC analyses conducted

« a priori requirement that a claim of substantial contribution of SPECT to diagnostic process
would be validated if proportion of patients whose diagnosis changed £ 20%
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Oxford University,
UK

Study Subjects/Methods Results/Comments

Jobst, et al., Purpose CT

1992a to develop simple, clinically applicable diagnostic measures for AD at cut point of < 0.79 multiple of median (< 5th percentile for age of controls) = AD (5% false
1992b positives):

1994 Study design Se = 94%; Sp = 93.5%

cohorts with and without DAT followed to autopsy

Cases
45 cases; definitive postmortem diagnosis of AD (using pathologic criteria of Khachaturian)

Controls

+16 with other causes of dementia (documented by postmortem histopathology)
« 8 with no dementia in life and no postmortem CNS pathology

« 84 living without evidence of cognitive decline

General methods

subjects with and without dementia had detailed, repeated annual assessments (full
neuropsychological, psychiatric, physical and radiological screening) until death, when autopsy
was carried out

CT methods

quantitative evaluation of atrophy performed from temporal lobe-oriented CT acquired along long
axis of medial temporal lobe:

« linear measurement of narrowest thickness of medial temporal lobe on right or left side at level
of brain stem between its anterior and posterior margins

« interrater reliability tested by comparing measurements of 2 observers, blind to diagnosis, on
scans from 127 subjects (mean difference of 0.15, good agreement)

SPECT methods

scans assessed semiquantitatively and by consensus

« high interrater reliability

« perfusion scans graded from 0 (no deficit) to 3 (severe deficit breaching cortical rim)

* measurement falls below fifth percentile for age in confirmed AD at least 4 years before death
and certainly prior to onset of severe dementia

« results permit estimation of risk for AD for individual using age-specific prevalence data and
likelihood ratio from individual’s value for minimum thickness of medial temporal lobe (LR = ratio
of height of gaussian curve for AD to height of curve for controls at a patient’s value of the
minimum thickness of the temporal lobe)

SPECT
Grade 3 2 perfusion deficit in temporoparietal cortex = AD:
Se = 96%; Sp = 89%

CT + SPECT

using < 5th percentile for age medial temporal lobe measurement on CT and grade 3 2 perfusion
deficit in temporoparietal cortex on SPECT = AD (3% false positives):

Se =90%; Sp = 97%

Authors’ conclusions

« cognitive evaluation plus CT plus SPECT decreased average false positive rate of 25% using
clinical criteria alone to less than 5%

« Main immediate value of findings is to identify groups at high enough risk of AD to justify
recruitment into clinical trials of potential new therapies

Abbreviations:

AD, Alzheimer’s disease

CT, computed tomography

Se, sensitivity

Sp, specificity

SPECT, single photon emission tomography
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Appendix 9
Experience With PET in VHA

Veterans Health Administration (VHA), shares the ownership and operation of 10 positron
emission tomography (PET) imaging facilities with some of its academic affiliates. Significant
resource commitments are associated with the acquisition, maintenance, and operation of these
facilities.

In late 1993, the Acting Under Secretary for Health in VHA requested that the M anagement
Decision and Research Center (within Health Services Research and Development Service) conduct
arigorous examination of the agency’sinvestment in PET. The Acting Under Secretary asked two
guestions:

*  Should the VHA add more PET Centers?
* HowisPET used in VHA today?

The Advisory Committee to the PET assessment focused the assessment on the use of PET in
diagnosing diseases relevant to the veteran population and on collecting information about PET
imaging utilization, center operations, and clinical and research activities.

To obtain information on the experience with PET within VHA, a written survey was distributed
prior to the site visits, and a follow-up survey was sent out in December, 1995. Stevisitswere
conducted by a MDRC Technology Assessment Management and Program Analyst and an external
consultant from August through October, 1994.

Thistext briefly summarizes the information obtained by the MDRC Technology Assessment
Program on the experience at 11 VHA PET centers.
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I BACKGROUND

PET isarelatively new addition to the repertoire of clinical diagnostic tests available both within
and outside VHA. All but three of the VHA PET facilities became operationa after 1990, and the
information collected through the site visits and surveys represents preliminary dataon VHA
experience with the technology.

Of the 12 initially approved PET sites, 11 were fully operationa at the time of the assessment;
support for the twelfth had been withdrawn. After completion of the site visits, support for
another PET center was discontinued by local VA medical center administration. At the time of
release of thisreport, 10 VHA PET centerswere in operation. Locations of the VHA PET centers
are depicted in Figure 1 at the end of this section.

I, METHODS

A written survey addressing characteristics and staffing of PET installations, characteristics of the
medical centers where the PET facilities were housed, and the types and volume of PET studies
was distributed to each PET center approximately three to four weeks prior to the site visits.

Preparation for the site visits was made with the assistance of the PET director and/or the Chief,
Nuclear Medicine Service at each VHA site, who acted as the primary contact person. The contact
person was responsible for compiling alist of interview subjects and coordinating the interview
schedule. For thisinterview schedule he or she was asked to include referring and non-referring
physicians from all sharing partners and within four major specialties: cardiology, neurology,
oncology, and psychiatry. These specialties represent the clinical areas where PET ismost likely
to beused. The contact persons were encouraged to include other specialties deemed important to
the activities of their PET centers.

At nine sites, interviews were conducted over two days. The two remaining sites required only
one day to cover their referral bases. Most interviews were completed in 30 minutes, and
confidentiality of interview content was stressed.

The written survey and interview questionnaires may be found at the end of this appendix.

1. RESULTS

The information in this section was obtained from pre-site visit survey materias, from responses
of interview subjects based on the interview questionnaires, and from observations made by the
sitevisit team. Results of the pre-site visit survey are summarized in Tables 1 through 11 and are
described in the sections “ Characteristics of interview subjects,” “ Characteristics of PET centers’
and “Types and volumes of PET studies.” The section on “Costs’ is also based on pre-site visit
survey data. Results from the 1995 follow up survey are presented in Table 12.

Results of the Site visit interviews are summarized in Tables 13 through 16 and are described in the
sections “Barriers and incentivesto PET use,” “ Sharing agreements,” and “ Research activity at
VHA PET Centers.” Issuesrelated to the negotiation and content of the sharing agreements and to
the research activity of these PET centers were felt to be of sufficient importance to be discussed in
Separate sections. A summary is provided at the end of this section.
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A. Characteristics of interview subjects

The composition of interview subjectsis presented in the following pagesin Table 1 and is
summarized in Tables 2 through 4. There was an equitable distribution of clinical
specialties represented among interview subjects. The mgjority of subjectsinterviewed
were classified asreferrers, of which 7% referred fewer than 5 patients annually and
another 34% referred an unknown number of patients annually for PET scans. The vast
majority of interview subjects had multiple job roles consisting primarily of clinical and
research duties with some administrative component, reflecting the academic environments
in which these PET centers were placed.

B. Characteristics of PET centers

Table 5 comparesthe ancillary services available at VHA PET centers. To the extent that
these services might be associated with the use of PET (e.g., awide range of cardiology or
neurology diagnostic services are available), most of the VHA centers seem to have an
appropriate and relatively equivalent array of services.

Table 6 provides general information on the characteristics of VHA PET facilities. Table 7
summarizesthe datain Table 6. Most of the PET centers became operationa within the last
three years. The datareflect arange of scanner models used across sites.  Ownership and
location of the scanner were evenly distributed among VAMCs and their sharing partners,
whereas ownership and location of the cyclotron tended to be concentrated among the
sharing partners (i.e., academic affiliates). Thus, the sharing partner was inclined to be the
primary source of the radiotracers used in PET scanning.

All sites used cyclotron produced radioisotopes astracers. Fluorodeoxyglucose (FDG)
was the only radiopharmaceutical common to al sites. Many sites generated and used 150-
water and 13N-ammonia, aswell. Responsibility for personnel was evenly divided among
VAMCs and their sharing partners.
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Table 1: Site Visit Interview Subjects According to Specialty, Job Role, and Referral Status

Note: Data reporting annual referral patterns of clinicians and researchers excluded interview subjects classified as administrators only and non-referring specialties.

Site Specialty Interview Subjects With a Single Role Interview Subjects With Multiple Roles Total Annual Referral Patterns of Clinicians and
(% Site Researchers Listed in Columns to Left
Total)
Administrator Clinician Researcher Administrator/ | Administrator/ | Clinician/ Admin/ Non- Referrer (number of patients referred
Clinician Researcher Researcher Clinician/ referrer annually)
Researcher
(1-5) (>5) Unknown
nonclinical 1 1(5)
A cardiology 3 1 4(21) 4
neurology 3 2 5 (26) 1 3
oncology 1 1 2 (10) 1 1
psychiatry 1 1 2 4(21) 1 1 2
other 1 2 3(16) 2
Total for Site 19 (100)
non-clinical | 1 1(6)
cardiology 1 3 4 (25) 4
B neurology 1 2 3(19) 2 1
oncology 2 2 4 (25) 1 3
psychiatry 2 2 (13) 2
other 1 1 2 (13)
Total for Site 16 (100)
non-clinical | 3 1 4 (31) 1
cardiology 2 2 (15) 1 1
C neurology 2 2 (15) 2
oncology 1 1(8) 1
psychiatry 1 1(8) 1
other 3 3(23) 1 1
Total for Site 13 (100)
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Site Specialty Interview Subjects With a Single Role Interview Subjects With Multiple Roles Total Annual Referral Patterns of Clinicians and
(% Site Researchers Listed in Columns to Left
Administrator | Clinician Researcher Administrator/ | Administrator/ | Clinician/ Administrator/ Totah Non-referrer | Referrer (number of patients referred
Clinician Researcher Researcher Clinician/ annually)
Researcher
(1-5) (>5) Unknown
non-clinical | 3 3(17)
D cardiology 1 1 2 (11) 2
neurology 3 1 4 (22) 1 1 2
oncology 3 3(17) 1 2
psychiatry 2 2 (11) 2
other 1 3 4 (22) 1 2
Total for Site 18 (100)
non-clinical 1 1(6) 1
E cardiology 3 1 4 (22) 4
neurology 1 1 2 4(22) 1 2
oncology 1 2 3(17) 1 2
psychiatry 3 3(17) 2 1
other 1 1 1 3(17) 1 1
Total for Site 18 (100)
non-clinical 1 1(7)
F cardiology 2 1 3(21) 2
neurology 4 4 (29) 2 2
oncology 1 1 1 3(21) 3
psychiatry 1 1(7) 1
other 1 1 2(14)
Total for Site 14 (100)
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Site Specialty Interview Subjects With a Single Role Interview Subjects With Multiple Roles Total Annual Referral Patterns of Clinicians and
(% Site Researchers Listed in Columns to Left
Total)
Administrator Clinician  Researcher | Administrator/ | Administrator/ Clinician/ Administrator/ Non-referrer Referrer (number of patients referred
Clinician Researcher Researcher Clinician/ annually)
Researcher
(1-5) (>5) Unknown
non-clinical 1 1(8)
G cardiology 1 1 2 (15) 2
neurology 2 1 3(23) 1 1 1
oncology 1 1(8) 1
psychiatry 1 1(8) 1
other 2 3 5(38) 2
Total for Site 13 (100)
non-clinical 5 5(15)
H cardiology 4 4(12) 4
neurology 6 6 (18) 6
oncology 4 1 5(15) 5
psychiatry 6 1 7 (21) 6
other 1 3 2 6 (18) 4
Total for Site 33 (100)
non-clinical 0(0)
| cardiology 2 1 3(16) 1 2
neurology 2 4 6 (32) 2 3 1
oncology 1 1 2 (11) 1 1
psychiatry 2 1 3(16) 1 2
other 1 2 2 5 (26) 1 1
Total for Site 19 (100)
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Site Specialty Interview Subjects With a Single Role Interview Subjects With Multiple Roles Total Annual Referral Patterns of Clinicians and
(% Site Total)||] Researchers Listed in Columns to Left
Administrator | Clinician | Researcher | Administrator/ | Administrator/ | Clinician/ Administrator/ Non-referrer | Referrer (number of patients referred
Clinician Researcher Researcher Clinician/ annually)
Researcher
(1-5) (>5) Unknown
J non-clinical 0(0)
cardiology 2 1 3(23) 3
neurology 2 2 4 (31) 1 1 2
oncology 2 1 3(23) 1 1
psychiatry 1 1(8) 1
other 1 1 2 (15)
Total for Site 13 (100)
non-clinical | 1 1(6)
K ,
cardiology 2 2 (13) 2
neurology 1 1 2 (13) 2
oncology 1 2 3(19) 2 1
psychiatry 1 1 2 (13) 2
other 1 5 6 (38) 1 1
Total for Site 16 (100)
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Table 2: Summary of Site Visit Interview Subjects According to Specialty
Specialty Total (% Total Subjects Interviewed)
non-clinical 18 (9)
cardiology 33(17)
neurology 43(22)
oncology 30 (16)
psychiatry 27 (14)
other 41 (21)
TOTAL 192 (100)
Table 3: Summary of Site Visit Interview Subjects According to Referral Patterns

Annual Referral Patterns

Total (% Total Subjects Interviewed)*

non-referrer 34 (23)
1-5 patients 10 (7)
>5 patients 54 (36)
referred unknown number 51 (34)
TOTAL 149 (100)

*Note: Total number excludes interview subjects classified as non-clinical and non-referring specialties

Table 4. Summary of Site Visit Interview Subjects According to Job Role
- . s Administrator/
Job Role (s) Administrator | Clinician | Researcher A‘?'“?'U'S”ato” Administrator/ | Clinician/ Clinician/ TOTAL
Clinician Researcher Researcher
Researcher
Total .
(% Total Subjects 20 (10) 5(3) 2(1) 3(2) 7(4) 77 (40) 78 (41) 192 (100)
Interviewed)

MTA94-001-02
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Table 5: A Comparison Of Ancillary Services Offered At Each VHA PET Site
Service Sites Offering Service (%)
Alcohol Dependency Treatment Unit 100
Cancer Center 82
Cardiac Cath Lab 100
Cardiac ICU 100
Cardiac Surgery Program 100
Electron Microscopy 73**

Epilepsy Program 100
Geriatric Research Education & Clinical Center 91**
(GRECC)

Health Psychology Program 45**
Hemodialysis In-Center Care 91
Home Dialysis and CAPD Training 100

Hypertension Screening and Treatment Program 100

Medical ICU 100
Mental Hygiene Clinic 100
Neuropsychological Testing 100
Nursing Home Care Unit 91
Patient Health Education Program 91
Prosthetic and Sensory Aid Service 100
PTSD Program 91
Pulmonary Function Lab 100
Sickle Cell Screening Program 53
Speech Pathology Lab 91**
Surgical ICU 100
Women'’s Health Center 64**
Other: (Nuclear Medicine Network) 9

** reflects uncertainty of some respondents in whether a service was offered; actual percentage may be higher

MTA94-001-02 MDRC Technology Assessment Program - PET Report - Page A9 - 9
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Table 6: General Information of VHA PET Sites as of Fiscal Year 1994
Site Start-up Scanner Owner of Owner of Owner of Location of Location of Personnel FDG Source | Radiopharmaceuticals Generated or
Year Model Scanner Cyclotron Radiochem Camera Cyclotron Employer Used
Lab and Lab
A 1993 Positron VA and SP VA and SP VA and SP VA VA VA and SP VA 18F-FDG, 13N-Ammonia, 18F-DOPA
Posicam
B 1992 Siemens VA and SP SP SP SP SP SP SP 18F-FDG, 13N-Ammonia
951/31
C 1992 Siemens 951R | VA and SP SP SP SP SP SP SP 18F-FDG, 13N-Ammonia, 150-Water
D 1988 Siemens VA and SP SP SP SP SP SP SP 18F-FDG, 13N-Ammonia, 150-Water, 11C-
931/08-12 Acetate
E 1993 Siemens 951R | VA and SP VA and SP VA and SP SP SP SP SP 18F-FDG, 13N-Ammonia, 150-Water, 11C-
Acetate
F 1979 Siemens 933 VA and SP SP SP VA SP VA and SP SP 18F-FDG, 13N-Ammonia, 150-Water, 18F-
& GE Advance DOPA, 18F-Methane, 18F-Lomafloxacin,
62Cu-PTSM, 60Cu-PTSM, 94mTc-
Teboroxyine, 94mTc-Sestamibi
G 1992 Siemens 953B | VA VA VA VA VA VA VA 18F-FDG, 150-Water
H 1992 GE 4096 VA and SP VA and SP VA and SP SP SP VA and SP SP 18F-FDG, 13N-Ammonia, 150-Water
| 1985 Siemens VA VA VA VA VA VA VA 18F-FDG, 13N-Ammonia, 150-Water
953/31
J 1991 Siemens VA None None VA Private Source | VA Private Source | 18F-FDG, 18F
931/04
K 1993 Siemens VA and SP VA and SP SP VA SP VA and SP SP 18F-FDG, 13N-Ammonia, 150-water
951/31

SP=Sharing Partner

11C= carbon-11

60Cu=copper-60

62Cu= copper-62

DOPA= dihydroxyphenylalanine
18F= fluorine-18

FDG= fluorodeoxyglucose

13N= nitrogen-13

150= oxygen-15

PTSM= pyruvaldehyde bis(N4-methylthiosemicorbazone)
94mTc=Technetium-94m

MTA94-001-02
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Table 7: Summary of the General Characteristics of the VHA PET Sites

Characteristic

Frequency
Number (%)

Description Options
Start up year 1979 109
1985 1(9)
1988 1(9)
1991 1(9)
1992 4 (36)
1993 3(27)
Scanner model Positron Posicam 1(8)
(some sites have > 1 scanner) Siemens 951/31 3(25)
Siemens 951/R 2(17)
Siemens 931/08-12 1(8)
Siemens 933 1(8)
GE advance 1(8)
Siemens 953B 1(8)
GE 4096 1(8)
Siemens 931/04 1(8)
Owner of scanner VA 3(27)
VA and sharing partner 8 (73)
Owner of cyclotron VA 2 (20)
Sharing partner 4 (40)
VA and sharing partner 4 (40)
Owner of radiochemistry lab VA 2 (20)
Sharing partner 5 (50)
VA and sharing partner 3(30)
Location of camera VA 6 (55)
Sharing partner 5 (45)
Location of cyclotron VA 3(27)
Sharing partner 7 (64)
Private source used 109
Personnel employer VA 3(27)
Sharing partner 4 (36)
VA and sharing partner 4 (36)
FDG source VA 3(27)
Sharing partner 7 (64)
Private vendor 1(9)
Radiopharmaceuticals FDG 11 (100)
13N-ammonia 9(82)
F-DOPA 2 (18)
150-water 8 (73)
other 4 (36)
MTA94-001-02 MDRC Technology Assessment Program - PET Report - Page A9 - 11
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C. Types and volumes of PET studies

Tables 8 and 9 present information on the types and volumes of clinical and research
studies conducted at each VHA PET center and its academic affiliate for Fiscal Y ear 1994,
Tables 10 and 11 provide the same information for Fiscal Year 1993. Table 12 presents
datafrom afollow-up survey on total patient volume for Fiscal Year 1995 and related
issues.

Inter-site comparisons using these data were problematic for a number of reasons. There
was significant variability among protocols with respect to scan time and resources used;
some patients were scanned multiple times. Most sites logged their utilization according to
patient and protocol, rather than the actual timeinvolved in acquiring PET studies.
Variationsin PET technology across sites also affected utilization, as the scanning process
took longer with older models.

V olume comparisons across sites using total number of scans would require a standardized
workload unit and prospective data collection. The MDRC Technology Assessment (TA)
Program felt that expressing patient volume according to the number of patients studied
best reflected the referral base of each site. Therefore, comparisons using total number of
patients rather than total number of scans were made.

The MDRC TA Program was asked to evaluate the level of patient activity at each site.
Therefore, animal studies were not included in the volume data. Four of the eleven sites
performed PET scans on animals, for atotal of 279 studiesin 1994 and 256 in 1993.

The tables indicate that a wide range of types and volumes of studies are performed across
the VHA system. 1n 1993, there was asmall overall disparity in utilization between VHA
and its academic affiliates (45% and 55% of the total studies performed, respectively). The
majority of PET studies was conducted for clinical purposesin neurology applications,
followed by cardiology and oncology. The vast maority of research activity wasin
neurology and psychiatry.

In 1994, the disparity in utilization between VHA and its academic affiliates had widened to
31% and 69%, respectively. Clinical neurology applications continue to be the main focus
of activity at these PET centers, followed by oncology and cardiology. The vast majority
of research activity was in neurology and psychiatry with agrowing interest in oncology.

Data on total volume for Fiscal Year 1995 were obtained from all but one site, whichiisno
longer supported by VHA, but continues to be supported by the university affiliate. In
1995 the disparity in utilization between VA and non-VA studies was decreased to 41% and
59%, respectively. Seven sites reported an increased demand for clinical PET studies,
while one reported a decrease and two reported no change. Theincreasein clinical interest
was attributed largely to clinical oncology applications. Two sites expressed an increased
use of PET in psychiatric and neurologic research.

MTA94-001-02 MDRC Technology Assessment Program - PET Report - Page A9 - 12
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Table 8: Patient Volume at VHA PET Sites for Fiscal Year 1994

Note:  Definition of clinical oncology studies varied across sites. Clinical psychiatry studies listed were for the diagnosis of manic depression or schizophrenia. Those data not
reported or available were indicated as “N/A”.

Cardiology Studies Neurology Studies Psychiatry Oncology Other Clinical Research Site Total

Studies Studies Total Total
. Patient ini ini
Site Type Clinical Clinical (% Site Total) | (% Site Total) (% of system-
Ischemic Research Tumor vs Research || Clinical | Research || Clinical | Research ||Research wide total)
Viability Heart Other Subtotal Epilepsy necrosis. Other Subtotal
Disease
C VA N/A N/A 0 0 0 3 0 0 3 0 0 0 0 0 0 3(1) 0 (0) 339 (17)
non-VA N/A N/A 0 0 0 3 15 0 18 267 0 0 0 51 0 18 (5) 318 (94)
VA 26 1 0 27 0 6 0 0 6 0 0 0 21 0 0 54 (17) 0 (0)
E non-VA 327 (16)
48 18 0 66 0 74 2 5 81 1 1 0 122 2 0 270 (83) 3(1)
I VA 7 0 0 7 10 51 0 1 52 10 0 0 54 0 0 113 (41) 20 (7)
non-VA 278 (14)
0 0 0 0 0 16 0 0 16 0 0 0 129 0 0 145 (52) 0 (0)
VA 6 0 0 6 0 0 0 0 0 21 0 15 0 0 0 6 (3 36 (17
G non-VA ® an 208 (11)
0 0 0 0 0 4 1 0 5 113 0 48 0 0 0 5(2) 161 (77)
A VA N/A N/A 0 0 0 0 0 48 48 25 0 0 0 0 0 48 (25) 25 (13)
non-VA 193 (10)
N/A N/A 0 0 0 N/A N/A 77 77 43 0 0 0 0 0 77 (40) 43 (22)
= VA 0 0 0 0 0 15 0 5 20 0 0 0 0 1 0 20 (12) 1(0.1)
non-VA 171(9)
5 22 0 27 14 13 23 0 36 22 0 41 0 10 0 63 (37) 87 (51)
D VA 14 0 N/A 14 0 45 0 0 45 52 0 14 0 0 25 59 (39) 91 (61)
non-VA 150 (8)
N/A N/A N/A 0 N/A N/A N/A N/A 0 N/A N/A N/A N/A N/A 0 0 (0) 0 (0)
VA 2 2 0 4 0 15 12 3 30 0 3 0 20 0 0 57 (54) 0 (0)
B non-VA 105 (5)
8 7 0 15 0 5 6 1 12 0 1 0 20 0 0 48 (46) 0 (0)
K VA 23 3 0 26 0 0 3 0 3 9 0 0 0 14 0 29 (34) 23 (26)
non-VA 87 (4)
8 0 0 8 0 5 0 0 5 16 0 0 0 6 0 13 (15) 22 (25)
H VA 2 0 0 2 0 0 0 0 0 0 0 17 0 0 0 2(2) 17 (20)
hon-VA 84(4)
5 1 0 6 2 9 0 0 9 33 0 15 0 0 0 15 (18) 50 (59)
J A 13 0 0 13 0 0 1 1 2 0 0 0 7 0 0 22 (44) 0 (0)
non-VA 50 (2)
4 0 0 4 0 17 4 0 21 0 0 0 3 0 0 28 (56) 0 (0)
TOTAL 171 54 0 225 26 281 67 141 489 612 5 150 376 84 25 1095 897 1992 (100
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Table 9:
for Fiscal Year 1994

Note:
reported or available were indicated as “N/A”.

A Comparison of VA to Non-VA Patient Volume Within Each Clinical and Research Application Across All VHA PET Sites

Definition of clinical oncology studies varied across all sites. Clinical psychiatry studies listed were for the diagnosis of manic depression or schizophrenia. Those data not

OTHER
PSYCHIATRY ONCOLOGY
CARDIOLOGY NEUROLOGY VOLUME (%
VOLUME (% COLUMN TOTAL) VOLUME (% COLUMN TOTAL) VO'-UMTEO%E)OLUMN VO'-UMT%%E)OLUMN COLUMN
TOTAL) TOTAL
PATIENT TYPE
Clinical Studies Clinical Studies (% COLUMN
TOTAL)
Ischemic Tumor Clinical Research Clinical Research Research
Viability Heart Other Research Epilepsy VS. Other Research
Disease Necrosis
VA 93 (54) 6 (11) 0 10(38) | 135(48) 16(24) 58(41)  108(18) | 3(60)  46(31) | 108(29) 15 (18) 25 (100) 623 (31)
non-VA 78 (46) 48 (89) 0 16(62) | 146(52) 51(76) 83(59) 504 (82) | 2(40) 104 (69) | 268 (71) 69 (82) 0(0) 1369 (69)
VA I‘:]tc‘;"r'] va | 171 (100) 54 (100) 0(100)  26(100) | 281(100) 67 (100) 141(100) 612 (100) | 5(100) 164 (100) | 376 (100) 84 (100) 25 (100) 1992 (100)
Total
(% PET activiy | 171 @  54(3) 0(0) 26(1) | 281(14) 67(3)  141(7) 612(31) | 5(0.2)  150(8) | 376(19) 84 (4) 25 (1) 1992 (100)
y Wi

MTA94-001-02

MDRC Technology Assessment Program - PET Report - Page A9 - 14




October 1996

Table 10: Patient Volume at VHA PET Sites for Fiscal Year 1993

Note:  Definition of clinical oncology studies varied across sites. Clinical psychiatry studies listed were for the diagnosis of manic depression or schizophrenia. Those data not
reported or available were indicated as “N/A”.

Cardiology Studies Neurology Studies Psychiatry Oncology Other Clinical | Research Site Total
Studies Studies Total Total
Site P%tllggt Clinical Clinical (% Site (% Site (% of system
Ischemic Research Tumor vs Research || Clinical | Research || Clinical | Research || Research Total) Total) wide total)
Viability dri]:eaarste Other Subtotal Epilepsy necrosis Other Subtotal
| VA 4 0 0 4 13 115 0 21 136 71 0 1 162 0 0 302 (69) | 85(19) 439 (25)
non-vA 0 0 0 0 0 16 11 0 27 1 0 0 24 0 0 51 (12) 1(0.2)
VA 11 4 4 1 164 111
Al 58 58 0 6 0 0 0 8 8 3 0 0 0 0 0 64(59) | 311 278 (16)
4 4 0 8 0 20 5 0 25 50 0 0 0 0 0 33(12) 50 (18)
D VA 18 18 3 39 0 0 0 51 51 31 0 31 0 0 26 90 (51) 88 (49)
non-VA 178 (10)
N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
VA 13 1 0 14 0 0 6 0 6 0 0 0 8 0 0 28 (19) 0(0)
E |fronva 149 (9)
35 1 0 36 0 33 6 0 39 0 0 0 46 0 0 121 (81) 0(0)
= VA 7 0 0 7 0 8 2 0 10 0 0 0 0 0 0 17 (12) 0(0)
non-VA 140 (8)
8 10 0 18 3 35 5 0 40 27 0 33 0 0 2 58 (42) 65 (46)
VA 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0(0) 0(0)
C non-VA 137 (8)
0 0 0 0 0 0 0 0 0 3 0 134 0 0 0 0(0) 137 (100)
G VA 0 0 0 0 0 0 1 1 2 28 0 0 0 0 0 2(2) 28 (28)
hon-VA 99 (6)
12 4 0 16 45 0 8 0 0 0 16 (16) 53 (54)
J VA 10 0 0 10 0 0 2 10 12 0 0 0 6 0 1 28 (31) 1(1)
non-VA 91 (3
22 0 0 22 0 21 4 1 26 0 0 13 1 0 0 49 (54) 13 (14)
H VA 0 0 0 0 0 0 0 0 0 0 0 27 0 0 0 0(0) 27 (34)
non-VA 80 (5)
0 0 0 0 0 2 0 0 2 18 0 25 0 0 8 2(2) 51 (64)
B VA 4 4 0 8 0 4 7 2 13 0 0 0 5 0 0 26 (39) 0(0)
hon-VA 66 (4)
10 10 0 20 0 6 2 1 9 0 0 0 11 0 0 40 (61) 0(0)
K VA 33 0 0 33 0 0 0 0 0 1 0 0 0 3 0 33 (52) 4 (6)
non-VA 63(4)
3 0 0 3 0 12 11 0 23 0 0 0 0 0 0 26 (41) 0(0)
TOTAL 229 106 3 338 16 284 66 135 485 306 0 272 263 3 37 1086 634 1720 (100)
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Table 11: A Comparison of VA to Non-VA Patient Volume Within Each Clinical and Research Application Across All VHA PET Sites
for Fiscal Year 1993

Note: Definition of clinical oncology studies varied across sites. Clinical psychiatry studies listed were for the diagnosis of manic depression or schizophrenia.

OTHER
PSYCHIATRY
CARDIOLOGY NEUROLOGY VOLUME (% OF ALL VOL&’)"E%,L/()O()GF\( ALL (Q/{)OOLEXEL
VOLUME (% OF ALL CARDIOLOGY STUDIES) VOLUME (% OF ALL NEUROLOGY STUDIES) PSYCHIATRY ONCOLOGY STUDIES OTHER
STUDIES) ) TOTAL
P¢$IFI)EI£\IT STUDIES)
Clinical Studies Clinical Studies (SOQ(ZJI(DDI-II-E'%I)_
Ischemic Tumorvs Clinical | Research Clinical Research Research
Viability Heart Other Research Epilepsy Necrosis. Other Research
Disease
VA 147 (64) 81 (76) 3 (100) 13(81) 127 (45) 18 (27) 133 (99) 162 (53) 0 59 (22) 181 (69) 3(100) 27 (73) 954 (55)
non-vA 82 (36) 25 (24) 0 3(19) 157 (55) | 48(73) 2 (1) 144 (47) 0 213(78) | 82(31) 0 10 (27) 766 (45)
Total
VA +nonva | 229(100) | 106(100) | 3(100) | 16(100) | 284(100) | 66(100) | 135(100) | 306 (100) 0 272(100) | 263(100) | 3 (100) 37 (100) 1720 (100)
Total
(% PET
syse:gtr:nvvlvti)tlje) 229 (13) 106 (6) 3(0.1) 16 (1) 284 (17) 66 (4) 135 (8) 306 (18) 0 272 (16) 263 (15) 3(0.2) 37 (2) 1720 (100)
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Table 12:

Note:

Data are presented in order of total patients scanned.

A list of abbreviations is located at the end of the table.

Follow-up Survey of Activity at VHA PET Sites for Fiscal Year 1995

Site Number of Patients Number of | Change in demand for clinical Impact of proposed Comments on proposed changes in | Comments on trends experienced in
Studied Animals studies from FY ‘94 to FY ‘95 changes in FDA FDA regulations last year
Studied and comments regulations on center
VA non-VA
B 204 416 0 increased due to: will modify PET center anticipate the need to submit NDA or  low interest in cardiac applications

* interest in oncology operations in FY ‘96 ANDA in FY ‘96 * 90-95% of studies in clinical oncology to

« growing interest among referring determine extent of disease and response to

physicians therapy where traditional anatomic studies
(CT,MRI) are equivocal
« approaching daily capacity of system at 3-
4 cases/day

| 301 230 0 increased due to: will modify PET center refurbishing lab area to include an increasing interest and utilization of 150-

« interest in oncology operations in FY ‘96 automated FDG system water studies with applications in various
central nervous system activation paradigms
and vascular studies of extremities

A 241 210 3 increased due to: will modify PET center will work to meet requirements for good « increased acceptance of PET by medical

« enhanced contact with referral operations in FY ‘96 manufacturing practices to meet FDA community

staff regulations « plan to increase marketing efforts

¢ educating medical community « will further develop support for oncology

« reimbursement negotiated with referrals and reimbursements

local carrier

« approval by local authority for

oncology procedures

G 357 2 no change modified PET center District Counsel has written an opinion
operations in FY ‘95 stating that FDA has no authority over
PET scanning at VAMC
C 3 312 44 decreased due to: « modified PET center » changes would be problematic should

« lack of reimbursement (for mostly | operations in FY ‘95 and site wish to manufacture

non-VA patients) FY ‘96 pharmaceuticals for distribution

« fewer cardiology but more « plan to coordinate « state-of-the-art facility; some

oncology studies activities with other PET requirements already in place

centers « confusion regarding new GMPs and
their application to PET, given that all
products are already tested before
administration to patient
E 77 183 72 no known changes will modify PET center plan to obtain Investigative New Drug
operations in FY ‘96 application
K 199* 35* 11* increased due to: none none reported none reported
« interest in oncology

MTA94-001-02
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Site Number of Patients Number of | Change in demand for clinical Impact of proposed Comments on proposed changes in | Comments on trends experienced in
Studied Animals studies from FY ‘94 to FY ‘95 changes in FDA FDA regulations last year
Studied and comments regulations on center
VA non-VA
J 99 41 0 increased due to: none none reported * PET has replaced CT as next test following
« installation of whole body scanner x-ray in evaluation of solitary pulmonary
« interest in oncology nodules
* PET is used clinically in patients with lung
cancer, colorectal cancer, lymphoma, and
melanoma
H 25 99 0 increased due to: will modify PET center establishing a contractual agreement  plan to increase clinical emphasis as a
« expanding referral base (for operations in FY ‘96 with an outside company to use the VHA | source of revenue and to continue this trend
evaluation of patients with seizure PET facility for distribution of FDG; in FY 1996 by implementing PET oncology
disorders and tumor patients for pre- agreement will include using the FDG studies
operative brain mapping provided by them under their NDA for all * PET center staffing is decreasing; currently
« reimbursement from private clinical studies one PET technologist at the center; one
carriers and limited considerations sharing partner discontinued support for
from Medicare and Medicaid for personnel.
seizure studies
D 104 0 0 increased due to: will modify PET center GMP regulations may jeopardize present | ¢ majority of referrals are for tumor
« interest among referring operations in FY ‘96 sharing agreements localization in clinical oncology
physicians to use PET for » PET used for research in alcohol, alcohol
differential diagnosis and designing treatment, and PTSD
treatment plans * PET used to study medical/social
problems; findings announced in media
F** — _— _— _— — _— _—
Total 1251 1863 ---
(% Total) (40%) (60%)

*excluding a total of 77 research studies

**\/HA discontinued its support in 1995; now supported by university affiliate
Abbreviations: GMP=good manufacturing practices
CT=computerized tomography

MRI= magnetic resonance imaging
PTSD=post traumatic stress disorder
NDA=new drug application
ANDA=abbreviated new drug application
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D. Costs

The datafor this section were not tabulated because of variationsin the definitions of some
cost elements across sites and among sharing partners. The magjor costs at each PET site
were: equipment amortization; maintenance contracts for the scanner; maintenance
contracts for the cyclotron; scanner-related supplies; cyclotron supplies including target
materials, and personnel, particularly highly skilled radiochemists, clinical and research
specialists, analysts and programmers. Other significant costs included installation and
mai ntenance of pneumatic tube systems used to transport radioactive isotopes between
facilities, and start-up funding to cover the overhead costs for theinitia years of
operations.

In an effort to offset these costs, some sites generated revenue by selling cyclotron
products to private PET facilities, while others extended their catchment areato include a
broader patient base. At one site the decision was made to maintain low operating costs by
purchasing cyclotron products from a private source, rather than producing its own.
However, this limited its research capabilities.

One site recommended that, to offset the high and often unexpected maintenance costs of
the scanner and cyclotron, an escrow account be established from equal contributions made
by the sharing partners. A “roving” maintenance team supported by VHA to service all
VHA PET centers was suggested as another potential solution. The disadvantage of this
solution isthat since technical expertisein PET islimited, there is a considerable likelihood
that these technicians would be subsequently recruited by the private sector.

E. Barriers and incentivesto PET use

Table 13 lists the barriers and incentivesto PET use that were discussed in the interviews,
and that may contribute to the range of frequencies seenin Tables 8-12. Statements that
appear to conflict reflect the diverse opinions and interests of the interview subjects. Table
14 lists the recommendations mentioned during the interviews for improving the
management of PET centers and increasing utilization of PET. In addition, a number of
VHA PET centers provided examples of processes with which they had addressed some of
these issues; these processes are listed as “ best practices’ in Table 15. Information
regarding issues related to the FDA and trendsin utilization may also be found in Table 12.

1 General issues- Thesitevisit interviews indicated that there are significant
organizational, professional, scientific, and reimbursement issues yet to be resolved
before PET becomes more widely diffused. Ambiguitiesin the interpretation of FDA
regulations regarding the use of FDG and other radiotracers for clinical purposes
contributed to variations in the authority (federal versus state) under which PET sites
chose to govern their operations, and subsequently, in the types of clinical and research
PET studies conducted (See Tables 12 and 13). Proposed changesin FDA regulations
related to manufacturing practices of radiopharmaceuticals will likely result in
modification of operations at most sites. Generic PET issues such as limited FDA
approved clinical PET applications and lack of demonstrated clinical utility werefelt to
perpetuate the perception of the general medical community and regulators that PET is
primarily aresearch tool. Theseissues were also believed to contribute to inconsistent
reimbursement policies.

Sites that obtained reimbursement for clinical studies generally developed

apriori consensus-building efforts among payers and providers within their
communities in exchange for data collection. Sitesless successful in obtaining
reimbursement often encountered external organizational and political obstructions
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which prevented PET scans from being performed. Clinicians described the pre-
approval process, typically conducted on a case-by-case basis by many private payers,
as untimely and impractical for many clinical needs. At one sitelocal politicsimpeded
reimbursement; in an effort to counter strong union pressure for comprehensive
coverage and lower costs to their members, the state commercial payers applied
rigorous coverage exclusion criteriato technologies they classified as* experimental.”

VHA contributed significantly to overall PET activity by committing substantial
resources toward the initial start-up of twelve PET centers systemwide. Although
support for one site was discontinued, the remaining el even sites continued to receive
VHA support for subsequent sharing agreements (at the time of the site visit).
Centralized strategic planning involving the distribution, construction and maintenance
of these centers was seen as necessary to the overall investment into costly high
technologies such as PET. Nevertheless, these processes were described as
frustrating, inefficient, and protracted.

PET center operations were thought to be adversely affected by the lack of vision and
commitment in Headquarters. For example, one VAMC received funding to purchase
PET technology, but not the provisions with which to houseit. Likewise, new
technologies and their associated services often required support for operations beyond
the acquisition year to cover staffing needs and revenue shortfalsin the early start-up
years before the centers became fully operational. Funding for replacement parts and
maintenance were usually not included in theinitial acquisition arrangement. Many
administrators expressed concerns of having to support new programs and services
with existing funding levels.

Variationsin VHA'’s financial commitment to the PET centers appeared to be related to
the degree to which this support was continued by local medical center administrators.
The degree of local support was reflected in the content of the sharing agreements, in
the commitment to house the PET center and assume its high overhead costs, and in the
administrators' tolerance of their centers' financial losses.

Although the PET centers main mission or focus ranged from aprimarily research to a
primarily clinical orientation, most sites acknowledged that a mix of clinical and
research activity was desirable. Some administrators viewed PET as an expensive but
valuable technology for furthering research, expanding clinical services, and enhancing
prestige, and were willing to accept some financial losses. An example of thiswasthe
willingness of some VAMC administrators to use patient care dollars to finance a PET
center with a predominantly research mission. Other PET centers were asked to cut
costs. One hospital director threatened to eliminate the PET center, because it had
failed to sustain itself financialy. (Sincethe sitevisit, the university affiliate assumed
total financial support of the PET center. The VAMC continues to lease space to them
for PET operations.)

2. Practical condderations- Interview subjects cited severa practica
considerations that contributed to volume shortfalls (See Table 13). Thetechnica
characteristics of the PET camera affected scanning time, which may have taken from
1.5 hoursto several hours. Newer models scanned faster and produced higher quality
images. Another frequently noted problem was the availability of radioactive tracers.
Their production and use were often timed to coincide with other scheduled studiesin
an effort to minimize costs, but in doing so, scheduling and access to the scanner may
have been affected. Many clinicians expressed the need for more staff education on the
clinical applications of PET, athough they also acknowledged that its clinical utility
needed further study.
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Inadequate staffing (particularly radiochemists) was cited as impeding the conduct of
certain studies. In VA hospitals, PET centers hours of operation were frequently
curtailed by inflexible tours of duty, restrictions in overtime salary, and restrictions
and/or cutbacks in the number of Full Time Equivalent Employees. The ability to
conduct PET studies with complex radioactive tracers, whose development is very
time- and resource-intensive, is contingent upon the availability and qualifications of its
radiochemist. Four PET centers cited the need for a qualified radiochemist asamajor
influence on the variety and volume of patient studies. The supply of radiochemistsin
the general PET community islimited; competition for these specialistsisintense.

3. Ratio of VA to non-VA patients- Several issues contributed to differencesin the
ratio of VA to non-VA patients studied across sites. The location of the PET center and
Issues related to patient transport were noted. Difficulties obtaining reimbursement for
patient transport to the PET center were cited by the affiliates as an important barrier to
access if the center was at the VAMC, whereas transport for VA patientswas fully
covered by most VAMCs. Location played an important role in determining which
patients could be scanned, as patients too medically unstable to be transported were
unable to be scanned. Problems specific to VA and to VA patients included poor
patient compliance in keeping scheduled appointments and the perception by private
sector patients that the quality of care delivered by VHA was substandard, or that the
availability of services provided by VA hospitals was restricted to VA patients only.
Many PET center directors expressed frustration at not having the authority or
resources to properly market their services to the private sector.

Although reimbursement for VA patients clinical studies was more consistent, the
widening disparity of VA to non-VA patients studied in Fiscal Year 1994 (See Tables 8
and 9) indicate that other factors may influence veterans accessto PET. At many sites,
VA investigators expressed concern for the lack of available research funding,
especially within VHA. Theinability to attract VA patients for PET scans may reflect
either alower burden of illness among veterans with respect to the general population,
or the disparity between the underlying characteristics of veteran patients, who are
frequently more debilitated, and aprotocol’sinclusion criteria. Moreover, aclinical
PET study may not be requested by areferring physician if the test is not felt to
contribute information that would increase diagnostic certainty and affect subsequent
choice of treatment.

4. Competition- Competition at many levels affected the degree to which PET was
used. The sitevisit team observed competition among clinical specialties for accessto
PET, between PET and other technologies, and among PET centers in the same city.
At three sites the use of administrative and regulatory mechanisms to impede some
investigators' accessto PET was mentioned. At one site, where the PET center was
located at the affiliate, an ineffective sharing agreement permitted little recourse on the
part of the VAMC with which to gain and maintain equal access, fostered the perception
among cliniciansthat VA administrators valued preserving the relationship between the
sharing partners over the interests of the VAMC and its veterans, and allowed for an
imbalance in representation of both specialties and sharing partners on the PET
Oversight Committee. The Site visit team identified one site that developed a process to
overcome these barriers based on amodel at the National Institutes of Health to
facilitate the review and approval of their PET protocols, thereby assuring access to
PET for all (See Table 15).

Competing interests from other functional imaging technologiesincluding Single
Photon Emission Computed Tomography (SPECT) and functional Magnetic
Resonance Imaging (MRI) tended to dilute both administrative and academic support
for PET. At severa gites, clinicians were more likely to favor SPECT over PET
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because of wider acceptance among clinicians and third party payers and greater
accessibility to clinicians. Competition with other active PET centers within the
community may have affected both the referral base from which private patients were
recruited and the ability to attract both PET specialists and scarce research funding.

5. Referral base- Strong academic and clinical interests in functional imaging were
important incentives for supporting technologies such as PET. The depth and breadth
of the clinical and research referral base at each site influenced the types of applications
studied, the kinds of patients included in these studies, and the proportion of clinical
and research studies conducted. Gapsin selected areas of patient volume were often
reflections of low or nonexistent interest of some speciatiesin PET. The site visit team
discovered that neither the depth nor the breadth of the referral base extended far.
Intensive recruitment efforts of specialists interested in PET took months in many
cases. At one Site, the loss of one epilepsy speciaist effectively eliminated any activity
in that area until recruitment efforts were completed.

Datafrom Fiscal Year 1995 (See Table 12) suggest a growing interest among referrers,
particularly in clinical oncology. This may be due, in part, to the results of educational
and marketing efforts made by PET center staff in recent years and to the growing body
of PET literature reflecting interest in clinical oncology applications.

6. Sharing agreements- The sharing agreement process was cited as reflecting the
trust and respect between the partners. All negotiators mentioned the need to balance
the relationship between the sharing partners and to protect their individual interests.
The negotiating team typically included representatives from Fiscal Service and the
Director’s Office. The degree to which the Director’ s Office participated in these
negotiations varied across sites; the most active participation produced some of the
most successful arrangements (See Table 15). To comply with VA policy (regarding
recent changes in policy memo #2) PET directors with dual appointments were
excluded from the negotiations. Consequently, the negotiations could not benefit from
theinsight of the individual who was most familiar with the needs of the service.

Three centers had no sharing agreements with their academic affiliates. 1n one casethe
relationship between sharing partners was strained, and in another, the PET center was
located at and totally supported by the VAMC. The third center was a so located at and
supported by the VAMC, but had sharing agreements with local providers and
individual researchers, rather than with its academic affiliate.

In these sharing agreements, PET center cost sharing varied from an even distribution
between partners to covering partial costs. Those VAMCs sharing the cost burden with
academic affiliates typically used estimated volume projections to compute the unit cost
needed to meet overhead costs. In al cases, these volume projections were
overestimated relative to actual experience. For those VAMCs with payback schedules
based on these projections, payback had not been achieved, and the discrepancy was
reconciled in other ways. Some sites renegotiated sharing agreements based on more
realistic volume projections. One site developed aworkload unit to better reflect true
utilization of resources (See Table 15).

Some VA administrators expressed concern that the planning and subsequent
construction costs of their affiliate’s PET centers were extravagant, and that the VAMC
was given minimal or no opportunity to participate in the planning. In recognition of
this problem and to ensure that the VAMC would not be charged for excessive
overhead costs, some sites successfully negotiated alower patient charge based on an
estimated cost or charge equal to the national average (as determined in asurvey by the
Institute for Clinical PET of PET centersin the U.S)).
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Reconciliation of costsfor VAMCsthat had PET centerslocated at the academic
affiliate were typically handled on afee-for-service basis viaamonthly billing system;
the VAMC was charged for PET scans at areduced rate compared to that of the private
sector.  Similarly, VAMCs charged for scans conducted on private patients by billing
the academic affiliate, which then collected from private payers. The MDRC
Technology Assessment Program found that the sharing arrangement most favorable
for VAMCswith PET centers located at the academic affiliate was one that allowed for
the full payment up front by the affiliate for its portion of the scanner. If contributing
toward overhead costs, the VAMC was subsequently billed on afee-for-service basis at
acharge equal to or less than the national average. Another arrangement favorable to
VAMCswas one in which afixed number of “free” scansfor VA patients was
determined up front, in exchange for partial use of the scanner by other sharing
partners. These arrangements insure that each VAMC recoversits portion of the
Investment up front, without risk of financial loss, should the volume projections be
unfulfilled.

7. Research activity at VHA PET centers- Table 16 lists the wide range of
research protocols available throughout VHA PET centers. Most research activity was
in neurology and psychiatry, and to alesser degree, in cardiology. Thereisarapidly
growing interest in oncology. Researchersin neurology and psychiatry view PET as
critical for the progression of basic research in these areas. Those sites with existing
funded research projects were more likely to sustain their research activity by attracting
additional research funding and recruiting high level specialists. Most sites have a core
infrastructure of nuclear medicine staff with specialized academic interestsin functiona
imaging. One PET center isrun by aneurologist with extensive funding in basic
science neurology research and who has received substantial administrative support.
Variations in research activity across sites reflect the degree to which the academic
interestsin functional imaging extended into other academic specidties.

PET research studies are generally more complex and quantitative than PET clinical
studies. To sustain research activity, the following support was found to be important:
state-of-the-art information systems, personnel to operate these systems, software, data
analysts, a cyclotron within close proximity to produce the radioisotopes (including
those with short half-lives) needed for most research studies, and, as discussed
previoudy, aqualified radiochemist. At al sites, the reputation and expertise of the
PET director and core PET center staff contributed positively to the willingness of
medical staff and researchersto use PET asaclinical and research tool.

Severd sites were found to be conducting similar research, yet many researchers were
unaware of past or ongoing activity at other centers. Many researchers (particularly
those in psychiatry) noted that they would like to coordinate research activity among
sites, to make the most efficient use of available research funding. However, conflicts
with interstate use of an Investigative New Drug protocol and the desire of some
researchers to work independently affected their ability to cooperate with others.
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Table 13:

Note:

Some comments may appear more than once within each site.

Results of Site Visit Interviews Reflecting Major Barriers and Incentives to the Use of PET Within Each Site

SITE

FACTORS AFFECTING THE USE OF PET

TYPE OF APPLICATIONS

VA/NON-VA PATIENTS

CLINICAL/RESEARCH STUDIES

OVERALL

Barriers to Use

reimbursement limited by restrictive
criteria established by state authorities
limited approved use of FDG by FDA
greater degree of familiarity with and
access to SPECT

low interest in clinical oncology among
SPs

difficulties obtaining reimbursement

for ambulance transport

location:

- not favorable for study of medically
unstable non-VA patients

- VA's reputation by private sector for
poor quality care

- perceived by some as only
available to VA patients

inadequate coordination of services at

VA between ER staff and testing labs,

plus long wait to obtain most imaging

tests make some research protocols

not feasible for VA patients

conflicts between oncology clinic

director and VA administration

contribute to low clinical interest in

PET

low interest in clinical oncology at

affiliate

« investigators have access to many
functional imaging modalities, diluting
interest in solely PET

« PET still viewed by many as a
research tool only

pressure by VA administration to
become more cost-efficient; need to
reduce FTEE of an existing skeletal
staff

center’s ability to develop and become
self-sufficient felt to be impeded by
lack of vision and commitment within

PET must compete with other imaging
modalities for the support and interest
of VAMC administration

more parking needed for outpatients
difficulties marketing PET services to
community

Incentives to Use

significant level of funded research,
particularly in psychiatry and
neurology

PET viewed by the psychiatric
community as critical for the
progression of their research

VA patients’ scanning costs covered by
VAMC

location of scanner more favorable to
VA patients

« access of investigators to many
functional imaging modalities,
including PET

strong academic interest in functional
imaging

well integrated clinical staff among
SPs

SP= Sharing Partner
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FACTORS AFFECTING THE USE OF PET

epilepsy surgery who use PET
diagnostically

PET's low resolution in evaluating
brain tumors

competition with MR, CT, SPECT for
most clinical needs in psychiatry and
neurology

inconsistent reimbursement from
private sector

epilepsy surgery who use PET
diagnostically

difficulties transporting VA patients
affected by local topography
inadequate parking at VAMC

grant funding needed for VA
researchers

SITE
TYPE OF APPLICATIONS VA/NON-VA PATIENTS CLINICAL/RESEARCH STUDIES OVERALL
B Barriers to Use lengthy start up time of 150-water location; PET not accessible to no research funding obtained competition with another local active
production needed for neurology unstable VA patients PET center
research affected credibility of PET lack of demonstrated clinical utility PET's clinical utility not clear:
center and restricted FDA approved clinical - limited approved use of FDG by
SPECT more readily available to uses limits reimbursement for non- FDA
neurologists and psychiatrists VA patients - limited clinical PET expertise
PET's clinical utility not demonstrated non-VA patients covered by managed among general staff
care require pre-approval, which may lengthy scan time related to PET’s
take several weeks; not always technical characteristics limits patient
clinically practical volume
low clinical interest in cardiac PET
studies at VA because of limited
section budget and clinical utility
low interest in brain neuroimaging at
affiliate
Incentives to Use growing interest in oncology PET VAMC reimburses clinical PET well-balanced interest of PET director good working relationship among SPs
applications scans in all PET applications PET’s role in tertiary care academic
well-balanced interest of PET director interest in brain imaging in VA at “centers of excellence” viewed
in all PET applications GRECC favorably by VAMC administration
interest in brain neuroimaging in VA at
GRECC
C Barriers to Use no VA specialists in psychiatry and no VA specialists in psychiatry and clinical utility not demonstrated more physician education felt to be
inconsistent reimbursement from

private sector

needed in PET technology

high costs; low reimbursement
PET's role in managed care not clear
because clinical utility not
demonstrated

Incentives to Use

increasing cardiology interest at VA

increasing cardiology interest at VA
VA scans paid for on a fee-for-service
basis

research focus of PET center
important recruitment tool for
attracting high level researchers

well-respected PET center staff
PET viewed as important for
institutional prestige

SP=Sharing Partner
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FACTORS AFFECTING THE USE OF PET

not fostered by affiliate’s Department
Chair

oncologists focused in research areas
other than PET

VA patients

SITE
TYPE OF APPLICATIONS VA/NON-VA PATIENTS CLINICAL/RESEARCH STUDIES OVERALL
D Barriers to Use perceived preferential scheduling of location of scanner disadvantageous research output affected by limited tension among SPs created by
neurology studies for VA patients capabilities of radiochemist protracted sharing agreement process
cardiology researchers perceive little reimbursement for clinical little reimbursement for clinical
access to PET obstructed by the PET studies performed on non-VA patients studies for non-VA patients
Operating Committee
competition with CT and MR in
oncology work up
greater access to SPECT for
cardiology studies
Incentives to Use expertise of PET director in neurologic reimbursement by VAMC for clinical strong academic interest in functional collaboration among SP investigators,
applications PET scans on VA patients imaging especially in neurology and psychiatry
reputation of both SPs for delivering
high quality patient care
E Barriers to Use interest in neurologic PET applications inconsistent reimbursement for non- clinical utility not demonstrated clinical utility in most areas not

no specialist in clinical PET

demonstrated

staff education needed on PET's clinical
role

difficulties transporting VA patients
transport to center

Incentives to Use

reimbursement for cardiac viability,
epilepsy and brain tumors covered in
non-VA patients

strong academic interest in functional
imaging in psychiatry

growing interest in clinical oncology
applications

favorable reimbursement for VA
patients

equal emphasis on clinical and
research use by PET director
grant-supported research interest in
functional imaging

VA considered an important player in
the medical complex

PET viewed as a powerful recruitment
tool

VAMC administration supportive of
PET

clinical research data available to both
SPs via development of shared
computer archiving system

SP= Sharing Partner
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FACTORS AFFECTING THE USE OF PET

oncology

scanner equipped for brain studies only
IRB approval unsuccessful for most
cardiology clinical research studies

non-VA patients

SITE
TYPE OF APPLICATIONS VA/NON-VA PATIENTS CLINICAL/RESEARCH STUDIES OVERALL
= ) easier access to and reimbursement lack of interest in PET among VA clinical PET studies for VA patients not little reimbursement; clinical utility not
Barriers to Use for SPECT researchers: reimbursed by VAMC demonstrated
pre-approval from private insurers - lowfunding center deficient in radiochemistry VAMC administration unwilling to
required by IRB; impractical for many - little administrative support expertise needed for research studies support PET with patient care dollars
clinical applications clinical PET studies for VA patients not distance of cyclotron from PET center; strained relationship between SPs at
reimbursed by VAMC unable to scan using short-lived administrative level
tracers no nuclear medicine service at VAMC
insufficient staff support for research
project
. well-integrated medical staff reputation of VAMC attracts large reputation of VAMC as a quality SPs connected via hallways:
Incentives to Use reimbursement for myocardial viability catchment area; able to recruit patients institution - facilitates ease of patient transport
studies easily for cardiology and neurology funded research interests in cardiology - fosters collegial relationship
strong academic interest in neurology studies and neurology among clinical staff
and cardiology imaging PET’s superior resolution over other highly regarded PET director
modalities useful in some psychiatric PET useful for recruiting medical staff
research
G Barriers to Use weaker academic ties in cardiology and location of scanner not favorable to all PET studies require IRB approval; total patient volume limited by finite

no clinical studies conducted which do
not comply with FDA regulations
coordination of some research
initiatives inhibited by physical
distance between SPs

hours of operation and tours of duty
mandatory IRB and RDRC approval of
all protocols are perceived as
obstruction mechanisms by some

Incentives to Use

PET director highly regarded for
neurology PET expertise

strong academic ties in neurology and
psychiatry

location of scanner favorable to VA
patients

new facility and reputation facilitates
recruitment of non-VA patients

center supported by funding for
neurology PET research

only PET scanner in the state

new facility;fosters positive reputation
PET center supported by VAMC
administration

SP=Sharing Partner
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SITE

FACTORS AFFECTING THE USE OF PET

TYPE OF APPLICATIONS

VA/NON-VA PATIENTS

CLNICAL/RESEARCH STUDIES

OVERALL

Barriers to Use

clinical utility not demonstrated
limited FDA approved clinical use of
FDG

little or no reimbursement for clinical
studies

financial hardship on center due to
limitations imposed by sharing
agreement

little funding for VA-sponsored
research

limited FDA approved clinical PET
applications except for pre-surgical
evaluation of epilepsy

location of scanner; all patients

require transportation to center

staffing limitations; a second

radiochemist is needed

- state mandates presence of
radiochemist during cyclotron
operations

- neither SP is able to absorb costs
of additional staffing

high operating costs

Incentives to Use

PET core staff expertise in neurologic
and psychiatric PET applications
cardiology PET specialist recently
recruited to staff

increasing interest in oncology
applications

mostly non-VA research funding
obtained for PET studies

slow, but growing interest among VA
researchers

lengthy but well-coordinated protocol
approval process

center supported largely by research
grants

strong reputation of both SPs within
community

many successful sharing agreements
negotiated between SPs

close integration of SPs at many
levels

highly skilled personnel recruited as
core staff

very cooperative and congenial
atmosphere

Barriers to Use

low cardiac research or clinical
interest in PET

150-water not available for some
neurology studies

center not easily accessible to
patients; located in back of hospital

center designed more for clinical,

rather than research purposes:

- full-time radiochemist needed to
develop complex tracers

- PET support staff not always
perceived as cooperative

location of radiochemistry lab; next to

machine shop

availability of isotope affects

expediency of inpatient testing

daily patient volume restricted by
limited operating hours
low morale among PET support staff

Incentives to Use

liberal private sector reimbursement
for clinical oncology studies

strong academic interest in
neurology and psychiatry PET
applications

VA patient scanning reimbursed by
VAMC

location of scanner more favorable
for VA patients

reimbursement available for most
clinical studies

large production capacity of cyclotron
VA PET center more accessible to
investigators than university

reputation of VAMC

PET director respected and liked
PET center generates revenue for
VAMC; several sharing agreements
negotiated with private sector

SP=Sharing Partner
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FACTORS AFFECTING THE USE OF PET

recently developed clinical oncology
applications

following perceptions:
- PET unavailable to non-VA
patients
- PET viewed as only a research
tool
- quality of care at VA is poor

SITE
TYPE OF APPLICATIONS VA/NON-VA PATIENTS CLINICAL/RESEARCH STUDIES OVERALL
J ) perceived limited role in cardiac delays in approval by third party no cyclotron or support staff with conservative medical community ;
Barriers to Use surgery work up insurers for scanning non-VA patients which to conduct research protocols PET's clinical utility not demonstrated
inconsistent reimbursement high costs; low reimbursement
. centers of excellence in epilepsy scanner located at VAMC favorable for PET director's main focus is clinical VAMC respected in medical
Incentives to Use treatment and cardiothoracic surgery VA patients PET applications community
growing interest in oncology VAMC supportive of PET center PET director highly regarded
VAMC supportive of PET center
K ) lack of reimbursement for more location of scanner not favorable to potential competition from second PET
Barriers to Use non-VA patients because of the center in area

conservative medical community;
clinical utility not demonstrated
centralized decision making in CO
undermines VAMC's ability to adapt to
local market changes

viability of VA system in question;
creates morale problems

Incentives to Use

rapidly expanding interest in oncology
diverse use of PET encouraged by
PET director

consensus building approach
facilitates likelihood of reimbursement

funded research focused in
neuroscience

approval for reimbursement of clinical
studies reached by consensus

VA administration supports PET’s role
in the tertiary care setting

expertise of PET director highly
regarded

approval for reimbursement of clinical
studies reached by consensus

SP=Sharing Partner
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Table 14: Recommendations Volunteered During VHA PET Site Visit Interviews

Note:  These recommendations were not part of the formal interview questionnaire, but were offered by some interview subjects during the interview process. Direct
guotes are noted; other recommendations are paraphrased based on information obtained from interview summaries.

Recommendations (frequency)

I. Recommendations for/Comments on Improving VA Systemwide

Examples:

* VA must compete more aggressively in the managed care environment if it is to survive.(8)

» VA should sponsor more MR and/or CT technology centers and conduct advanced studies to become state-of-the-art in these technologies, rather than
invest in PET. (4)

» High technology should be located at regional facilities.(3)

* VA needs to focus on support facilities (eg. parking), rather than on PET. (1)

» “Someone in a responsible position needs to review and better prioritize the allocation of funds for and within the VA system.” (1)

Il. Recommendations for Improving VHA PET Activity

Examples:

Each PET program should be reviewed critically in terms of its viability, capacity, and available expertise.(3)

* “VA should stop supporting university PET centers who don't reciprocate.”(2)

* “There should be a working cooperative group to decide what needs to be done, and the equipment also must be standardized.”(1)

» PET should be judiciously placed throughout the system.(1)

» A strong multi-disciplinary team is needed to run a PET Center. (2)

* VA should build PET teams similar to a GRECC (Geriatric Research Education & Clinical Center) at a few locations of high expertise
with a steady flow of funds to support these teams to carry out a wide range of studies. (1)

*  “VA should have mandated and funded the PET centers. They (VA) weren't organized as a group to do anything. You've got to set
it up to make it work.” (1)

* “You need a paid staff, not just graduate students, making the (cyclotron) materials...” (1)

* The VA system should create a PET “roving maintenance” team to service all of the PET centers. (3)

» VA should create a central warehouse for scanner parts and consider a group purchase for upgrade capabilities, using its economy
of scale advantage. (1)

» PET directors need to promote PET’s capabilities more. (2)

* “VA should invest in PET, especially in neurology and psychiatry.” (1)

* When purchasing new equipment (i.e. PET camera), you should obtain the largest field of view possible.” (1)
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Recommendations (frequency)

Ill. Recommendations for Improving PET Sharing Agreements

Examples:

» VA should pursue shared procurement of equipment, start-up funding, and the building as part of the overall initial plan. (1)

» Strategic planning, which includes “marrying” capital procurement and plant construction, is essential. (3)

» New sharing agreements should make provisions for equipment upgrades. (2)

» Sharing agreement negotiations should include, but go no higher than, the office of the regional director to insure that regional
needs are considered and duplication within the region is avoided. (1)

» PET directors with dual appointments should be allowed to participate in sharing agreement negotiations. (1)

IV. Recommendations for PET Research

Examples:

* VA multi-center studies of the efficacy and cost effectiveness of PET should be done. (15)
»  The following areas of interest were cited: comparing Thallium reinjection to PET in myocardial viability determination,

neurotransmitters, and oncology applications such as ENT, breast, gliomas, solitary pulmonary nodules, and colorectal cancers.

* VA should support existing centers, but not expand, and use its resources to evaluate the clinical utility of PET and improve its
technical capabilities. (7)

*  “The government and third parties must get together to do the research needed to establish the effectiveness of various technologies
and fund ways of paying for them.” (1)

* “If VA is going to invest in high technology, they should be more oriented to academic research.” (1)

* VA needs one research consultation center. (1)

e “VA shouldn’'t buy more PET scanners for research, but maybe for clinical studies.” (1)

* A comparison between magnetoencephalography (MEG) and PET is needed, because currently MEG has better temporal
resolution. (1)

* “My tax dollars should not pay for clinical PET neurology/psychiatry applications, only research.” (2)

* A PET center should have available hardware for brain research. (1)

* VA should explore the use of PET in neurodegenerative diseases and evaluating brain tumors. (1)

» A prospective study comparing SPECT, Thallium and PET with technetium in brain tumors should be done. (1)

*  PET should be compared with Thallium in the detection of vasomotor ischemia. (1)
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Recommendations (frequency)

IV. Recommendations for PET Research (continued)

Examples:
»  The future of psychiatric research should involve regional development of ligands so to avoid duplication. (1)
* VA sshould invest in PET cardiovascular clinical applications and research. (1)
* Rapid sequence MRI might be compared with PET in a randomized controlled trial to assess effectiveness in the determination of
myocardial viability. (1)
*  Future research should look at using PET to detect the site of the unknown primary tumor. (1)
* A comparison of PET to Gallium scanning in the detection of residual disease in the treatment of Hodgkin’s or non-Hodgkin’s disease is needed. (1)
* VA should invest in cancer studies, in one or two well-funded areas. (1)
» Aclinical trial comparing PET with surgical staging is needed. (1)

V. Other Recommendations/Comments

»  People need to be educated on the limitations of the (PET) technology. (1)
*  “PET is a technology looking for an application.” (3)
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Table 15:

Best Practices lIdentified at VHA PET Sites

Issues Addressed

Approach/Process Description

Site/
Contact Person/
Phone Number

Facilitation of the sharing agreement
process

This site has successfully negotiated several sharing agreements, because the details of the sharing agreements are negotiated
primarily by the Director’s Office, not by Supply Service. However, approval of these sharing agreements does require
concurrence by Supply Service. Underlying the success of these negotiations is the trust and respect which have been developed
between the partners over time. Negotiating through the Director’s Office offers the following advantages:

1) the Director’s Office carries more weight than Supply Service in the negotiation process;

2) the Director’s Office emphasizes involvement in the whole process, including costs, services exchanged, and personnel

involved;

3) the Director’s Office can negotiate details with greater flexibility than Supply Service.

San Antonio, TX/
Louise Parker/
(210) 617-5220

Facilitation of the protocol approval
process

The Research Imaging Center (RIC) developed a process, based on an NIH model, whereby PET protocols are typically reviewed
gnd ellppr%ved within 3-4 weeks from the time of submission. To facilitate this process, the following preliminary steps were
eveloped:
1) The RIC works closely with other committees such as the Radiation Drug Research Committee, Radiation Safety
Committee, and the Investigational Review Board to develop mutually acceptable terminology and the forms necessary to
facilitate the approval process;
2) Potential investigators are encouraged to attend weekly PET “lab” meetings to discuss informally their ideas and obtain
feedback from PET experts;
3) Potential investigators are advised to identify a sponsor, who is a member of the core RIC staff, to act as a mentor. As
a mentor, this staff member must have the appropriate expertise in the chosen area of study and be familiar with the
protocol approval process to assist with protocol development, which may take several months. Additionally, the mentor
agrees to vouch for the integrity of the protocol.
The investigator proceeds to the Protocol Review Committee, comprised of experts in all related RIC disciplines, for review and
approval of his or her PET protocol. All sharing partners are represented, although the focus of representation is interdisciplinary,
not institutional. A Scientific Advisory Board has been created whose roles are to monitor the Protocol Review Committee for
fairness and to advise them in the direction of studies of particular interest to their respective institutions. Each institution is
represented equally by members who report to their facility’s director.

San Antonio, TX/
Tuhin Chaudhuri, MD/
(210) 617-5117

or

Peter Fox, MD/

(210) 567-8150

Standardization of a method used to
measure resources directly utilized in a
given PET protocol

Each approved PET protocol, whether for clinical or investigational purposes, is assigned a relative value unit (rvu) which is used
to measure directly the resources utilized in that protocol. A rvu consists of the ratio of personnel services utilized (expressed in
hours) to commodities and supplies (at actual cost) utilized and is then compared to that of a definitional unit.

The specific cost for a given protocol is determined by an assessment of overall programmatic costs divided by the expected
program value (in rvu’s) and then multiplied by the specific protocol rvu. The assignment of a rvu to a given protocol is subject to
the review and concurrence of representatives of both sharing partners and is part of the negotiated sharing agreement process.

Ann Arbor, MI/
Milton Gross, MD/
(700) 374-7886

Reimbursement by local payers

Using group consensus, this site created the_Review Council for Clinical PET comprised of the clinical PET community from
participating medical facilities, the University, local third party payers, and the Health System Agency from NY State (local
regulatory bodies) whose goals are:

1) to develop consensus on acceptable clinical PET protocols to be reimbursed, and

2) to authorize physicians who have been trained in PET to read clinical PET scans.

Buffalo, NY/
Jayakumari Gona, MD
or Alan Lockwood, MD/
(716) 862-3635

Reimbursement by local payers
Expansion of referral base

Determination of the clinical usefulness
of PET

To permit eligibility for third party reimbursement, the state required the PET center to develop demonstration protocols to
accomplish the following:
1) to collect data to determine both the clinical usefulness of PET imaging and the cost impact by comparing the costs of
treatment plans of referring physicians before and after PET scanning, and
2) to allow eligible citizens of the state of Connecticut access to PET imaging.

West Haven, CT/
Robert Soufer, MD/
(203) 937-3427
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Table 16: Research Activity at VHA PET Sites as of October 1994
Note:  Information from Ann Arbor and Pittsburgh was obtained through site visit interviews. All other site information was obtained from the pre-site visit surveys.

Abbreviations are listed at the end of the table.

o ] Funded Activity Study Subject
Description Site* _ - Comments
(X=yes) Past Current Future Human Animal
NEUROLOGY
Cognitive disorders
Psychiatric symptoms on cortical metabolism in Alzheimer's disease WLA X
PET in people at risk for familial Alzheimer's disease WLA X
Attention deficit and central executive discontrol in Alzheimer's disease WLA X X
Prodromal Alzheimer’s disease IND ? X X
Familial Alzheimer’s Disease IND ? X X
Prediction of Alzheimer’s disease in a 2 year follow up study AA ? X X
Exploring the diagnosis and treatment of Alzheimer’s disease PITT X X
Measurement of regional cerebral blood flow in patients with known or MINN X X
suspected AIDS dementia complex
Measurement of rCMRglc in subjects with known or suspected AIDS dementia MINN X X X
complex using F-18-FDG and PET
Differential diagnosis of early dementia AA ? X X
Neural correlates of visuospatial working memory MINN info not provided by investigator
PET and reaction time studies of language processing using O-15 water MINN info not provided by investigator
Functional neuroanatomy of human cognition using O-15 water MINN info not provided by investigator
PET studies of language function BUF
PET studies of hearing loss and tinnitus BUF
Neurophysiology of pain AA
Motor disorders
The transplantation of fetal substantia nigra into the caudate nucleus and WH X X
putamenal nucleus of patients with Parkinsons disease
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Funded Activity Study Subject
Description Site* X=ves - Comments
(X=yes) Past Current Future Human Animal
PET studies of Parkinson’s disease BUF X X approved, not funded
Dopaminergic PET and motor dysfunction in Parkinsonism MAD X X X
Measurement of rtCMRglc in subjects with known or suspected hereditary or MINN X X
sporadic/acquired ataxia using F-18-FDG and PET
Measurement of rCMRgIc in subjects with extrapyramidal movement disorders MINN X X
using F-18-FDG and PET
Measurement of regional cerebral blood flow in patients with ataxia MINN X X
Functional brain mapping in adults with infantile hemiplegia: A PET study of SA X X
cerebral plasticity
Investigation of the neural bases of chronic stuttering SA X X
NIH program project: stuttering, a movement disorder BUF X X X |
Studies of non-catecholic I-Dopa analogs MAD X X X |
PET probes of dopamine neurons in young and aged macaques MAD X |
Epilepsy |
Studies of brain blood flow and metabolic function in epilepsy WH X
Collaborative interictal PET imaging of epileptic patients WH
Regional cerebral blood flow and glucose metabolism in patients with complex SA X X
partial seizures
The role of PET in predicting outcome following anterior temporal lobectomy PA X X
for medically refractory partial complex seizures
Pre-frontal dysfunction in frontal lobe epilepsy WLA X
Functional mapping of the brain to monitor blood flow in epilepsy patients who AA
follow a research paradigm involving naming objects
Other
Use of PET imaging for the early detection of malignant degeneration of low WH X X
grade gliomas
Measurement of rCMRglc in subjects with chronic cocainism using F-18 MINN X X
fluorodeoxyglucose and PET
FDG PET imaging of cocaine infusion WLA X
Measurement of rCMRglc in normal volunteer subjects using F-18-FDG and MINN
PET
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o ] Funded Activity Study Subject
Description Site* _ - Comments
(X=yes) Past Current Future Human Animal
Measurement of regional cerebral blood flow in normal volunteer subjects MINN X
Activation studies of the normal human frontal lobe WLA X X X
Auditory activation IND X X
rCBF activation IND ? X X
rCBF activation IND ? X X
rCMRgu control studies IND ? X X
Human Functional Brain Mapping with PET: Inter-subject variability SA X X
Human Functional Brain Mapping: Brain representation of body schema SA X X
Use of high brain/blood partition coefficient inert diffusible blood flow tracers in SA X X
the detection of local blood flow changes
Functional and structural imaging in closed-head trauma SA X X
PET studies of minimal traumatic brain injury BUF X X X |
0-15 peripheral vascular studies in patients with spinal cord injury WLA X X |
PET studies of hepatic encephalopathy BUF X X X
PET and neuropsychological studies of cerebral function in patients with chronic BUF X X approved, not funded
severe ischemic coronary artery disease
Mental function in aging WLA X
0O-15 cerebral activation studies in patients with Persian Gulf Syndrome WLA X
Discordant twins IND ? X
GSS Indiana kindred IND ? X ?7? description
Action of morphine in the brain AA ? X
PSYCHIATRY
Mood disorders
Fluoxetine effects on mood, cognition and metabolism SA X X X
Functional neuroanatomy of mood, brain glucose metabolism in idiopathic SA
depression and depression associated with basal ganglia disorders
Effect of prozac treatment on mood, cognition and brain glucose metabolism in SA X X X
patients with primary unipolar depression
Functional neuroanatomy of emotion: A PET Brain Mapping study SA X X
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o ] Funded Activity Study Subject
Description Site* _ Comments
(X=yes) Past Current Future Human Animal
Affect, depression, and brain asymmetry MAD X X
Affective style: Social and psychobiological substrates MAD X X X
Exploring the diagnosis and treatment of depression PITT X X X
Evaluating the role of the serotonin system in antidepressant therapy PITT X X X
Anxiety/Stress disorders
PET measurement of benzodiazepine receptors in stress WH X X X
PET and SPECT measurement of the benzodiazepine receptor in anxiety WH X X
PET measurement of the benzodiadepine receptorwith C-11 iomazenil in WH X X X
patients with anxiety disorders and healthy subjects
Neurobehavioral correlates of PTSD symptoms in combat veterans MINN ? X info not provided by investigator
PET measurement of cerebral metabolic correlates of yohimbine administration WH X
in PTSD and healthy controls
CNS activation during episodes of mental stress induced myocardial ischemia WH X X
PET evaluation of treatment for simple phobia PA X X |
Other |
Exploring the diagnosis and treatment of schizophrenia PITT X
Chemical exposure IND ? X X ? description
Human biological clock IND ? X X ?description
CARDIOLOGY

Metaboalic effects of chronic myocardial hibernation and reperfusion using FDG MINN X X X
and O-15 water
Myocardial glucose utilization following cardiac surgery MINN X X
Imaging myocardial perfusion SA X X
Imaging myocardial viability PA,SA, IND X,X,? X X
Imaging myocardial ischemia PA,SA,IND X,X,? X X
Screening of healthy volunteers for possible inclusion in a myocardial PET SA X X
imaging study
Role of PET with FDG in conjunction with maximal exercise stress in the SA X X X
assessment of chronic stable coronary artery disease
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o ] Funded Activity Study Subject
Description Site* _ - Comments
(X=yes) Past Current Future Human Animal
Studies of cost effectiveness of cardiac diagnostic studies BUF X X X
Comparative accuracy of rest-redistribution Thallium SPECT vs. FDG PET in PA X X
predicting reversibility of left ventricular dysfunction following coronary artery
bypass surgery
A comparison of Rb-82 PET and TI-201 SPECT in the evaluation of CAD PA X X
ITDrl]EQI' acute effects of cigarette smoking on myocardial perfusion as evaluated by PA X
Noninvasive PET imaging of cardiac transplant patients PA ? X
Heart dosimetry of 18-F-FDG PA X
Evaluation of ischemic heart disease in women: clinical center PA X X under review |
Pathogenesis of symptomatic vs. silent myocardial eschemia WLA X X |
Myocardial perfusion by Cu-60 copper PTSM with PET MAD X X
Indicators of metabolism within a perfusion-viability gradient MAD X X
Measuring women'’s response to cardiac stress with circulating estrogen to PITT X X
explain false positive thallium stress results and replace cardiac caths with PET
Exploring severe heart failure and the use and mechanism of beta-blockers PITT X X X
ONCOLOGY
The role of PET-FDG in detection of occult cervical lymph node metastases MINN ? X
Applications of PET in colorectal carcinoma patients BUF X X
Use of FDG PET scanning to stage esophageal cancer BUF X X
Lymph node metastases IND ? X X
Staging patients with lymphoma using whole body imaging AA X X X
Lymph node involvement in patients with malignant melanoma AA X X X
Staging of the mediastinum for non small cell lung cancer AA X X X
Evaluating solitary pulmonary nodules AA ? X X
Monitoring chemotherapy in the treatment of breast cancer AA X X X
Defining the variable needed to monitor physiologic changes in tumors prior to PITT X X X
tumor shrinkage after chemotherapy
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Funded Activity Study Subject
Description Site* X=ves - Comments
(X=yes) Past Current Future Human Animal
OTHER
Studies of dialysis disequilibrium BUF X X
PET studies of inhaled 11-C-triamcinolone BUF X X X
Clinical evaluation of the Argus PET system MAD X X X
Pancreatic blood flow IND ? X X
Skeletal muscle IND ? X
Abbreviations: AA=Ann Arbor
BUF=Buffalo
IND=Indianapolis
MAD=Madison
MINN=Minneapolis
PA=Palo Alto

PITT=Pittsburgh

SA=San Antonio
WH=West Haven
WLA=West LA
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V. SUMMARY

It has been only until recently that all VHA PET centers have become fully operational, thus
allowing for an assessment of their activity. The information from the pre-site visit surveys
indicated that there are significant variations in the characteristics of the PET centersand in the
types, volumes and purposes of the PET studies across al sites. Information from site visit
interviews indicated that there are important organizational, professional, scientific, and
reimbursement issues yet to be overcome before PET becomes more widely diffused.
Recommendations volunteered by some of the interview subjectsincluding processes by which to
overcome some of these barriers (See Table 14) were presented, and may be helpful to
administrators, researchers and clinicians.

Although thereisagrowing interest in clinical PET studies, PET is still viewed by regulators and
the general medical community as aresearch tool. PET has made a significant contribution to
overall research activity within VHA and continues to be the primary research tool for certain areas
of research, particularly in the neurosciences.
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Minneapolis

Buffalo
Ann Arbor
W. Haven
Madison
Pittsburgh
Palo Alto
St. Louis .
Indian:
9 Oﬂ% West LA
i
San Antonio

Fig.1 Locations of VHA PET Centers
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Name of PET Center:

PRE-SITE VISIT SURVEY

I. GENERAL INFORMATION

1)
2)
3)
4)
5)
6)

7)

8)

On average, how many hours/day is the PET Center in operation? hours/day
On average, how many days/week is the PET Center in operation? days/week
On average, how many days/week is the PET Center available to VA patients? __ days/week
On average, how many weeks/year is the PET Center open? __ weeks/year
Is the PET Center operational on federal holidays? _ _yes _ no
On average, how many days/year is downtime experienced for:
scheduled maintenance emergency maintenance
Is the PET Center affiliated with an academic institution? ___yes __ no If yes, what is the

affiliate’s name?

Who is responsible for scheduling patients? VA ___ Affiliate __ Center (freestanding)

Il. PET SYSTEMS

1) What year did PET become operational at your site?
2) What is the current name and model of your PET camera?
3) Has there been an upgrade in equipment since you first became operational? ___yes __ no
4) Isthe scanner located at VA? ___yes __ no If located off-site, how many miles away from your
facility is the scanner? miles
5) Does your facility own a cyclotron? ___yes __ no (If no, go to #6) If yes:
a) Where is it located?
b) What is the current name, model, and age of the cyclotron?
¢) Which products are generated from this cyclotron?
d) Do you supply cyclotron-generated radiopharmaceuticals to other PET facilities? __yes _ no
If yes, how much revenue was generated from your cyclotron products in
FY “92? $ FY ‘937 $ FY ‘94?7 $
e) What mode (s) of transportation (i.e. plane, truck, pneumatic tube, etc.) is/are used to deliver
radiopharmaceuticals(s) to your PET facility?
to other PET facilities?
GO TO #7
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6) Does your PET Center use cyclotron products? ___yes  no (Go to #7) If yes:
a) Where are these cyclotron products manufactured?
b) What mode(s) of transportation (i.e. plane, truck, pneumatic tube, etc.) is/are used to deliver

radiopharmaceuticals(s) to your PET facility?

7) Does your PET center use generator-produced radiopharmaceuticals for PET? __yes ___ no
(If no, go to #8) If yes:
a) Where are these generator products manufactured?
b) What mode(s) of transportation (i.e. plane, truck, pneumatic tube, etc.) is/are used to deliver
radiopharmaceuticals(s) to your PET facility?
8) Do you supply generator-produced radiopharmaceuticals to other PET facilities? __yes _ no
(If no, go to #9) If yes:
a) Do you supply cyclotron-generated radiopharmaceuticals to other PET facilities? __yes  no
If yes, how much revenue was generated from your cyclotron products in
FY “92? $ FY ‘93? $ FY ‘94?7 $

b) What model(s) of transportation (i.e. plane, truck, pneumatic tube, etc.) is/are used to deliver
radiopharmaceuticals(s) to your PET facility?
to other PET facilities?
9) Does your facility have a Rubidium generator? __yes _ no If yes:

a) What is the name, model and age of the generator?
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1. PERSONNEL

1) To help us determine the salary costs attributed directly to PET, please complete the following
tables for information on current staff:

Existing Staff #VA FTEEs | VA Salary & | % Grant | #Non-VA Non-VA Salary & | % Grant
Expertise Benefits Funded FTEEs Benefits Funded
Physician **See chart | XXX XXX XXX XXX XXX XXX
below

Radiochemist

Medical Physicist

Radiopharmacist

Nuclear Med Tech

Chem Tech

RN

Administrator

Director(if non-
physician)

Secretary/
Receptionist

Other:

Physician Expertise | VA-based % Grant % Total VA Time Devoted | % Total VA Time Devoted
(Give Specialty) Salary & Fringe | Funded to PET Center Clinical or | to PET Center
%) Research Applications Administration

1
2
3.
4

2) Are there other positions that need to be filled for successful operation of your PET facility?
If yes, please indicate:

# opened positions

# positions to be created

3) Do you provide on-the-job training for your PET Center staff? __yes  no

4) Do you participate in a formal instructional program designed to train PET personnel? __yes __ no
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5) To determine each staff member’s function(s) at your PET facility, please check (O) the box(es)
that correspond(s) to the appropriate function(s) of each staff member:

Staff Expertise Running Eluting Quality Radiolabelling | Administering
Cyclotron Generator Control Synthesis Dose to Patient

Physician

Radiochemist PhD

Radiochemist Tech

Medical Physicist

Radiopharmacist

Nuclear Med Tech

Chem Tech
RN

V. RESEARCH

1) Attach a list of past and current research projects performed by your facility involving PET since FY
92. Indicate whether or not they are funded, source of funding, and any resulting publications.

2) Attach a list of any proposed projects in PET application areas that are planned for your facility
and/or with your university affiliates.
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V. SPACE REQUIREMENTS
1) To determine issues that may affect the use of PET, please indicate how much space is currently

allocated for:
Cyclotron sqg. ft. Is this adequate? yes no
PET camera sqg. ft. Is this adequate? yes no
Electronics/control room sg. ft. Is this adequate? yes no
Radiochemistry Lab sqg. ft.  Is this adequate? yes no
Shop facilities sqg. ft.  Is this adequate? yes no
Administration sg. ft.  Is this adequate? yes no
Waiting area sq. ft.  Is this adequate? yes no
# parking spaces for PET Center sq. ft. Isthisadequate? _ _yes _ no

VI. ANCILLARY SERVICES

1) To identify the difference(s) between PET sites with respect to potential referral sources, please

indicate whether or not these services exist at your VA or University affiliate:

Service

Yes No Service Yes No

Alcohol Dependency Treatment Unit

Neuropsychological Testing

Cardiac Cath Lab

Nursing Home Care Unit

Cardiac ICU

Patient Health Ed. Program

Cardiac Surgery Program

PFT Lab

Electron Microscopy

Sickle Cel | Screening Program

Hemodialysis and CAPD Trainig Speech Pathology Lab

Hypertension Screening and Treatment Surgical ICU

Program

Medical ICU Geriatric Research Education & clinical

Center (GRECC)

Mental Hygiene Clinic

Women's Health Center

PTSD Program

Health Psychology Program |

Epilepsy Program

Cancer Center |

Other:

Other: |
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2) Toidentify the potential referral base of each PET facility, please fill in the following table and be
as complete as possible:

Specialty

Affiliated Residency
or Fellowship
Program at VA?

Yes No

*Potential
Referring **VA
Physicians in
Each Specialty

Number of
**VA
Physicians
Who Have
Referred

*Potential
Referring Non-
VA Physicians
in Each
Specialty

Number of
Non-VA
Physicians
Who Have
Referred

Cardiology

Oncology

Neurology

Psychiatry

Pulmonary

Internal
Medicine

ENT

Oncology

Gynecology

Gl

Other:

Surgical:

Cardiac

Neuro

Other:

*Note: “Potential Referring” physician is defined as a Physician who would refer patients from his/her
clinical practice, not onw who is strictly a researcher.

**Note: “VA physician” is defined as a physician who is employed by VA for 5/8 time or greater. This

information may be available through your Chief of Staff.
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VII.

1)

BUDGET

To identify costs attributed directly to PET, please fill in the following table:

Item

Total FY ‘92 Costs Total FY ‘93 Costs Total FY ‘94 Costs

FIXED SUPPLIES:

Cyclotron

Generator-Related

Maintenance Contract for
Cyclotron

Maintenance Contract for
Camera

Insurance

Other:

VARIABLE SUPPLIES:

Film

Purchased
Radiopharmaceuticals**

Other Pharmaceuticals i.e.
Persantine, Adenosine

Cyclotron Supplies Including
Target Materials

Patient Supplies

Camera-Related Supplies
Including Rod Source

Other:

**|f a non-cyclotron or non-generator site

VIII.

1)

OTHER

What is your definition of clinical PET?
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Name of PET Center:

Interview Questionnaire- PET Chiefs

10.

11.

12.

How long have you been at this VA facility?
What isyour current title? previoustitle?
Were you involved in the planning of this PET facility?
a. Who else wasinvolved?
b. Who made the decision asto whether or not PET would be available at this
fecility?
Could you explain your facility's PET Sharing Agreement?
Doesthe availahility today of PET for VA patients differ from expectations specified in the
Sharing Agreement? yes no
a. If yes, inwhat ways?
b. Why do you think thisisthe case?
With respect to planning for PET, if a sharing agreement were renegotiated, what would
you do differently?
What does having accessto PET technology mean to thisfacility? (financial implications,
status, etc.)
What kinds of financial and administrative support have been provided for this PET
facility, i.e.
a.  Was space provided?
Was abuilding provided?
Weas start-up funding provided?
Who getsthird party revenue?
Provisions for marketing?
f. Others?
Have you had difficulties obtaining reimbursement for PET scans? Explain.
What barriers can you think of that affect the use of PET?
a What hasthe VAMC done to contribute to, eliminate or reduce these barriers?
Doesthisfacility have MR capabilities? CT? SPECT?
a.  What generation isthe equipment?
b. What areits capabilities?
c. Hasitimpacted the use of PET? If so, how?
Hypothetical: If you were starting from scratch a could afford to buy only one state-of -the-
art imaging technology, which one would you buy and why?

® oo T
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13. Wheredo you see this VAMC going 3-5 years down the road with respect to the managed
care environment?
a. What do you seeas PET'srolein this?

THE FOLLOWING QUESTIONS ARE BASED ON THE PRE-SITE VISIT
QUESTIONNAIRE:
14.  Arethere problems scheduling VA patientsfor PET scanning? __yes _ no
a. What are those problems?
15.  What percentage of scans are inpatients? outpatients?
16. Whereisthe closest PET facility?
a. How long doesit take to get there? minutes
17.  Arethere any other geographic factors that affect access?
a. |If yes, what are they?
18. How many personnel do you have?
19. Did you experience difficultiesin recruiting personnel for PET? __ yes  no
a. If yes, please explain:
20. Do you currently have any vacancies? _yes  no
a. If yes, what positions are vacant?
21. How will staff expertise be recruited to these new positions?
22.  (See Section Il #3) If on-the-job training is provided, describe what kinds of training is
provided:
23.  (SeeSection Il #3) If aformal instructional program is provided, describe what
kinds of training is provided:
24, Please list any workshops, presentations, grand rounds, etc. given as an effort to educate
and inform the medical staff at your facility of PET:
25. Have the efforts listed above resulted in a change in the number of referralsto your PET
facility? _yes  no.
a. If yes, please describe in terms of volume and types of scans requested:
26. How active isthe affiliated university medical center in the PET Center in terms of the
proportion of time and equipment used?
27. Do you have other collaborative efforts with other institutions, facilities or providers?
yes no.

a. If yes, please describe them:
28.  Arethere opportunities for sharing resources beyond what your program is doing?
a. Please describe what they might be:
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Name of PET Center:
Specialty:

Interview Questionnaire- Physicians

1 Areyouemployed by VA? yes no
a If yes what percentage of timeisdevoted to VA?
b. Do you attend at the University Hospital ? yes no

2. Areyou employed by the University? yes no
a If yes what percentage of timeis devoted to the University?
b. Doyou attend at the VAMC? yes no

3. How long haveyou worked for:  VA? __ yrs University?  yrs

Isyour interest primarily clinical, research or both?
a  How isyour time divided between clinical, research, administration and other
duties?

Do you have alab? Ves no

5
6. Do you see patients? yes no

7. How did you first learn about PET technology?
8

9

How did you first learn about PET at your facility?

. Doyou refer patients for PET scans? yes no
10. If you do not refer, why not?
11. If you do refer, for what conditions? For each condition give the following information:

a. Isthisaresearch protocol and/or isthisused for clinical purposes?
b. What tests are ordered prior to your ordering a PET scan?
c. Inthissituation, what does PET give you that the other tests or technologies do not?
d. If PET isordered for clinical purposes, for what percentage of patientswith this
condition is PET ordered?
e. Canyou aso give absolute numbers?
12. Have you experienced problems scheduling patients for PET?
a  If so, what are these problems?
13. Do your colleagues believein PET?
a  How many refer vs. how many do not refer?
14. Arethere any other issuesto discuss?
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Appendix 10

Assessments, Guidelines, and Policy Statements
Produced by Other Agencies

Author: Karen Flynn, D.D.S., M.S., Manager, MDRC Technology Assessment Program
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Appendix 10:

Assessments, guidelines, and policy statements produced by other agencies

Asit collected information for this assessment, the MDRC Technology Assessment Program identified the following documents produced by other
technology assessment agencies. The findings of assessments in the public domain, or otherwise available to the MDRC, are tabulated.

Date Issuing Agency Topic/Title Methods Findings/Comments

(Reference)

1984 Work Group on the Diagnosis of Clinical criteria for the diagnosis of Expert panel consensus | * Most patients with Alzheimer’s disease show cerebral hypometabolism (on
(McKhann, Alzheimer’s Disease Alzheimer's disease, with statements PET imaging) when compared with normal age-matched controls. These
etal.) National Institute of Neurological and on the utility of laboratory and imaging changes correlate with disease severity and may be correlated with neuro-

Communicative Disorders and Stroke assessments (including PET) psychological test performance.

(NINCDS) and Alzheimer’s Disease « Since PET reveals a significant variation even among normal subjects, any

and Related Disorders Association changes may have to be severe to be detected.

(ADRDA)  The value of PET studies in determining the stage of disease, in
documenting progression, and in assessing the effects of treatment is
unknown.

1986 American College of Cardiology Guidelines for clinical use of cardiac Expert panel Qutdated

Task Force on Assessment of radionuclide imaging

Diagnostic and Therapeutic

Cardiovascular Procedures (with

American Heart Association)

1987 American Hospital Association Positron Emission Tomography (PET): | Narrative review, Opinions on potential uses and role in hospital presented.
Progress and Opportunities opinion
1988 American College of Nuclear Positron Emission Tomography: Qualitative review and « PET provides unique clinical information in several conditions:

Physicians/Society of Nuclear Medicine | Clinical Status in US, 1987 expert opinion - identifying patients with coronary artery disease
- predicting response to coronary revascularization procedures
- localization of focus in partial epilepsy
- management of patients with gliomas
- distinguishing recurrent glioma from radiation necrosis
« additional applications will be documented in future

1988 American Medical Association, Council | Positron Emission Tomography in Qualitative review and « informational report to annual meeting

on Scientific Affairs, PET Panel Oncology expert opinion « describes current and potential uses of PET in clinical medicine and
research related to oncology:

- metabolism and physiology of tumors and effects on adjacent tissues
- specific probes for target sites on tumors

- quantitative measurement of tumor biology and response to treatment
» most oncology applications to date had been qualitative

MTA94-001-02

MDRC Technology Assessment Program - PET Report - Page A10- 1



October 1996

Date Issuing Agency Topic/Title Methods Findings/Comments
(Reference)
1988 American Medical Association, Council | Application of Positron Emission Qualitative review and « informational report to annual meeting
on Scientific Affairs, PET Panel Tomography in the Heart expert opinion « describes applications of PET to heart:
- blood flow
- metabolism

- experimental injury

« potential for:

- Investigation of cardiomyopathies

- study of neural control of heart

- evaluation of effects of drugs on cardiac tissues

1988 American Medical Association, Council | Positron Emission Tomography - A Qualitative review and « informational report to annual meeting
on Scientific Affairs, PET Panel New Approach to Brain Chemistry expert opinion « describes applications of PET in stroke, epilepsy, malignancies, dementias,
and schizophrenia and in basic studies of synaptic neurotransmission
1990 American College of Cardiology Positron emission tomography Qualitative review and « myocardial viability
expert opinion - PET is an important clinical research tool

- appears to provide unique clinical information

- imaging blood flow and metabolism appears to be useful as a diagnostic
procedure in selected situations

« myocardial perfusion

- clinical research procedure rather than routine clinical diagnostic procedure

1990 Australian Institute of Health and Positron emission tomography. Narrative review with Sufficient case has not yet been established for routine use of PET as a
Welfare cost analysis clinical service in Australia. If proposed PET units are introduced into
Australia, they should be subject to a coordinated evaluation of clinical and
cost benefits. No further units should be considered until the evaluations are

completed.
1991 Blue Cross and Blue Shield Association | Positron emission tomography Available to subscribers only
1991 American Academy of Neurology Assessment: positron emission Synthesis of literature « PET with FDG or 150 labelled compounds is safe and efficacious diagnostic
tomography and expert opinion clinical technique

« provides unique and/or complementary information to that provided by
anatomic imaging

« clinical efficacy in:

- localization of seizure foci

- differential diagnosis of dementia and movement disorders

- grading of primary brain tumors

- localization of brain tumor biopsy sites

- differentiation of recurrent high grade gliomas from radiation necrosis

« assessment should act as guide for Academy members until more rigorous
scientific assessment becomes available

« published commentary (Powers, et al., 1991): assessment “fell far short of
reasonable standards for adequate assessment of this diagnostic
procedure...”
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Date Issuing Agency Topic/Title Methods Findings/Comments
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1992 American College of Cardiology Standardization of cardiac tomographic Technical report, not technology assessment.
(with American Heart Association and imaging
Society of Nuclear Medicine)
1992 Australian Institute of Health and Cardiac imaging technologies Review of national « Significant increase in number of investigations performed on patients with
Welfare health system data plus | suspected heart disease (118% increase in Australia from 1989090 to 1991-
qualitative review of 92 in use of coronary angiography, nuclear medicine, and ultrasound testing)
literature as basis for « Increasing use of echocardiography (multiple tests on same patient) may
discussion paper be primarily for physician reassurance
« Little direct evidence that benefits (effect on patient outcome) are
commensurate with increase in use of tests
« diagnostic test guidelines for CAD should be developed
« new cardiac imaging methods (including PET) should be evaluated in
relation to existing tests
1992 Blue Cross and Blue Shield Association | Positron emission tomography of the Available to subscribers only
central nervous system
1992 Prudential Insurance Company of Positron emission tomography for the Proprietary information
America detection of coronary artery disease and
myocardial viability
1992 Prudential Insurance Company of Positron emission tomography for the Proprietary information
America detection of neural abnormalities
1993 Swiss Institute for Public Health PET Consensus Conference - Final English summary not available.
Statement
1993 Swiss Institute for Public Health PET Information Synthesis English summary not available.
1994 Blue Cross and Blue Shield Association | Positron Emission Tomography for Available to subscribers only.
Assessment of Myocardial Viability
1994 ECRI Positron emission tomography for Available to subscribers only.
evaluation of ischemic heart disease
1994 University Hospital Consortium Positron emission tomography (qualitative) review and | « Comprehensive assessment addressing economics, clinical uses,

consensus

regulatory issues, reimbursement issues, and recommendations from
perspective of academic medical centers

« medical literature supports clinical use of PET in:

- cardiology (myocardial viability, perfusion studies before revascularization
procedures)

- neurology (presurgical localization of epileptogenic foci)

- oncology (differentiating necrosis from recurrent brain tumor, breast cancer,
colorectal cancer, solitary pulmonary nodules, metastases)

« full text available from MDRC Technology Assessment Program

MTA94-001-02

MDRC Technology Assessment Program - PET Report - Page A10 - 3



October 1996

Date Issuing Agency Topic/Title Methods Findings/Comments
(Reference)
1995 Office of Health Technology Health Technology Review: (systematic) review « image of cardiac perfusion produced with 82Rb PET is clearer that with 201T|
Assessment Myocardial Perfusion Imaging with SPECT, due to higher pixel counts and attenuation correction
Rubidium 82 Positron Emission « currently available data are insufficient to determine whether improved
Tomography images lead to higher sensitivity and specificity
« planar 201TI scintigraphy, 201T| SPECT, and 82Rb PET may be used to
evaluate noninvasively most patients referred to a cardiac center
« patients with negative scans by any of the methods may not be at increased
risk of cardiac event and might be conservatively managed according to
clinical condition and symptoms
1995 Agency for Evaluation of Health Care Positron Emission Tomography in Synthesis of other English text not available.
Technologies (Spain) Cardiology assessments
1996 Blue Cross and Blue Shield Association | PET Myocardial Perfusion Imaging for (systematic) review Available to subscribers only.
the Detection of Coronary Artery
Disease
1996 Blue Cross and Blue Shield Association | PET Myocardial Perfusion Imaging for | Cost-effectiveness Available to subscribers only.
the Detection of Coronary Artery analysis
Disease -
Cost-Effectiveness Analysis
In preparation Medical Research Council Evaluation of PET scanning
National Health Service, UK (neurology, oncology)
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