Supplement

DIAGNOSIS AND MANAGEMENT OF LUNG CANCER: ACCP GUIDELINES

Noninvasive Staging of Non-small Cell
Lung Cancer*

ACCP Evidenced-Based Clinical Practice
Guidelines (2nd Edition)

Gerard A. Silvestri, MD, FCCP; Michael K. Gould, MD, MS, FCCP;
Mitchell L. Margolis, MD, FCCP; Lynn T. Tanoue, MD, FCCP;
Douglas McCrory, MD; Eric Toloza, MD, FCCP; and

Frank Detterbeck, MD, FCCP

Background: Correctly staging lung cancer is important because the treatment options and the
prognosis differ significantly by stage. Several noninvasive imaging studies including chest CT
scanning and positron emission tomography (PET) scanning are available. Understanding the test
characteristics of these noninvasive staging studies is critical to decision making.

Methods: Test characteristics for the noninvasive staging studies were updated from the first
iteration of the lung cancer guidelines using systematic searches of the MEDLINE, HealthStar,
and Cochrane Library databases up to May 2006, including selected metaanalyses, practice
guidelines, and reviews. Study designs and results are summarized in evidence tables.

Results: The pooled sensitivity and specificity of CT scanning for identifying mediastinal lymph
node metastasis were 51% (95% confidence interval [CI], 47 to 54%) and 85% (95% CI, 84 to
88%), respectively, confirming that CT scanning has limited ability either to rule in or exclude
mediastinal metastasis. For PET scanning, the pooled estimates of sensitivity and specificity for
identifying mediastinal metastasis were 74% (95% CI, 69 to 79%) and 85% (95% CI, 82 to 88%),
respectively. These findings demonstrate that PET scanning is more accurate than CT scanning.
If the clinical evaluation in search of metastatic disease is negative, the likelihood of finding
metastasis is low.

Conclusions: CT scanning of the chest is useful in providing anatomic detail, but the accuracy of
chest CT scanning in differentiating benign from malignant lymph nodes in the mediastinum is
poor. PET scanning has much better sensitivity and specificity than chest CT scanning for staging
lung cancer in the mediastinum, and distant metastatic disease can be detected by PET scanning.
With either test, abnormal findings must be confirmed by tissue biopsy to ensure accurate
staging. (CHEST 2007; 132:1785-201S)

Key words: CT scan; lung cancer; mediastinum; metastases; noninvasive; positron emission tomography; staging
Abbreviations: CI = confidence interval; FDG = fluoro-2-deoxy-D-glucose; NPV = negative predictive value;

NSCLC = non-small cell lung cancer; PET = positron emission tomography; PPV = positive predictive value;
ROC = receiver operating characteristic; SCLC = small cell lung cancer

After a tissue diagnosis of lung cancer has been surgical resection and those who are inoperable

established or in patients in whom the clinical
suspicion is high and surgery is the recommended
next step, consideration must turn toward the
determination of the extent of disease, or stage,
because this will impact directly on management
and prognosis. The most significant dividing line is
between those patients who are candidates for
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but will benefit from chemotherapy, radiation
therapy, or both. Staging with regard to a patient’s
potential for surgical resection is most applicable
to non-small cell lung cancer (NSCLC); whereas,
for small cell lung cancer (SCLC) a more simpli-
fied staging classification of limited and extensive
disease is employed. Except in rare cases of
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surgically operable limited stage small cell cancer,
the implication of staging on the management of
SCLC is between chemotherapy and radiation for
limited disease vs chemotherapy alone for exten-
sive disease.!

The basis for staging NSCLC is the TNM
system?? (see Table 1 for TNM descriptors and
Figure 1 for stage grouping). From a practical
standpoint, the involvement of disease in the
mediastinum, reflected in the N designator in the
system, most often determines appropriateness for
surgical resection.

Patients with sage IA, IB, ITA, and IIB disease can
benefit from surgical resection. Patients with stage
IITIA, IIIB, and IV disease almost never meet the
criteria for surgery. The current role of chemother-
apy followed by surgery for selected patients with
stage ITIA disease remains controversial.

Staging can be used to predict survival and to guide
the patient toward the most appropriate treatment
regimen or clinical trial. Even with clinical stage I,
surgically resectable, potentially curable disease, the
5-year survival rate after surgery is only 50%. Approx-
imately 60% of cancer recurrences are presumably
from extrathoracic micrometastatic involvement at pre-
sentation, which is not currently detectable with exist-
ing diagnostic modalities. Patients with clinical stage IT
disease (TINIMO or T2NIMO) have a 5-year survival
rate after surgery of 30%. At clinical stage IIIA, the
5-year survival rate is 17%, and at stage IIIB it is only
5%.% These patients are generally treated with com-
bined chemotherapy and radiotherapy. The 5-year
survival rate for patients with stage IV disease is
virtually nil, and this disease is treated either with
chemotherapy and supportive care or with supportive
care alone. Thus, one can see that it is critical to stage
patients accurately as the treatment modalities and
subsequent patient outcomes vary widely based on
stage designation.

For this edition of the lung cancer guidelines,
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Table 1—TNM Descriptors

Tumors Description

Primary tumor (T)

TX Primary tumor cannot be assessed, or tumor
proven by the presence of malignant cells
in sputum or bronchial washings but not
visualized by imaging or bronchoscopy

TO No evidence of primary tumor
Tis Carcinoma in situ
T1 Tumor < 3 cm in greatest dimension

surrounded by lung or visceral pleura
without bronchoscopic evidence of
invasion more proximal than the lobar
bronchus (ie, not in the main bronchus)

T2 Tumor with any of the following features of
size or extent: > 3 cm in greatest
dimension; involves main bronchus; > 2
cm distal to the carina; invades the
visceral pleura; and is associated with
atelectasis or obstructive pneumonitis that
extends to the hilar region but does not
involve the entire lung

T3 Tumor of any size that directly invades any
of the following chest wall (including
superior sulcus tumors), diaphragm,
mediastinal pleura, parietal pericardium,
or tumor in the main bronchus < 2 cm
distal to the carina but without
involvement of the carina or associated
atelectasis or obstructive pneumonitis of
the entire lung

T4 Tumor of any size that invades any of the
following: mediastinum; heart; great
vessels; trachea; esophagus; vertebral
body; and carina or tumor with a
malignant pleural or pericardial effusion
or with satellite tumor nodule(s) within
the primary tumor lobe of the lung

Regional lymph
nodes (N)

NX Regional lymph nodes cannot be assessed

NO No regional lymph node metastasis

N1 Metastasis to ipsilateral peribronchial and/or
ipsilateral hilar lymph nodes and
intrapulmonary nodes involved by direct
extension of the primary tumor

N2 Metastasis to ipsilateral mediastinal and/or
subcarinal lymph node(s)

N3 Metastasis to contralateral mediastinal,

contralateral, hilar ipsilateral or
contralateral scalene or supraclavicular
Iymph node(s)

Distant metastasis (M)

MX Presence of distant metastasis cannot be
assessed

MO No distant metastasis

M1 Distant metastasis present

investigators from the Duke University Evidence-
Based Practice Center and the authors of this guide-
line updated a systematic review of the diagnostic
accuracy of noninvasive tests for staging in patients
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TNM STAGING OF LUNG CANCER
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FIGURE 1. TNM staging of lung cancer.

with NSCLC. The methods and results of the initial
review have been published previously and a more
complete description of the methodology can be
found there.* Briefly, the search strategy used com-
puterized searches of the MEDLINE bibliographic
database (January 1991 to May 2006), HealthStar,
and the Cochrane Library. In addition, we searched
the reference lists of included studies, selected text-
books, practice guidelines, systematic reviews, and
metaanalyses in order to ensure that all relevant
studies were identified. Only articles that had been
published in English were considered.

SELECTION CRITERIA

Titles and abstracts, and the full text of all
articles passing the title-and-abstract screen were
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evaluated independently by at least two of the
authors for inclusion or exclusion based on the
following five criteria: (1) publication in a peer-
reviewed journal; (2) study size of 20 patients
(except for studies involving CT scan evaluation of
the mediastinum, for which 50 patients were
required); (3) patient group not included in a
subsequent update of the study; (4) histologic or
cytologic confirmation of mediastinal nodes or
extrathoracic sites in addition to the primary tu-
mor; and (5) availability of the raw data needed to
calculate independently the sensitivity, specificity,
negative predictive value (NPV), and positive pre-
dictive value (PPV) of CT scanning, positron emis-
sion (PET) scanning, MRI, or endoscopic ultra-
sonography, or the raw data needed to calculate
the NPV of the clinical evaluation.*

Diagnosis and Management of Lung Cancer: ACCP Guidelines



GRADING RECOMMENDATIONS

Recommendations were developed by the writing
committee, graded by a standardized method (see
the “Methodology for Lung Cancer Evidence Re-
view and Guideline Development” chapter), and
reviewed by all members of the lung cancer panel
prior to approval by the Thoracic Oncology Network,
Health and Science Policy Committee, and the
Board of Regents of the American College of Chest
Physicians.

NONINVASIVE STAGING OF THE MEDIASTINUM

Staging is a critical part of the evaluation of every
patient with lung cancer. Defining malignant in-
volvement of the mediastinal lymph nodes is partic-
ularly important, as the status of these nodes will in
many cases determine whether there is surgically
resectable disease. the clinical staging of lung cancer
is usually directed by noninvasive imaging modali-
ties. On the basis of such tests, clinicians will deter-
mine the likelihood of the presence or absence of
tumor involvement in regional lymph nodes.

In general, patients with lung cancer can be
separated into four groups with respect to intratho-
racic radiographic characteristics (including both the
primary tumor and the mediastinum), as shown in
Figure 2. Distinguishing these groups is particularly
useful in defining the need for and selection of
invasive staging tests. The first group (radiographic
group A) involves patients with mediastinal infiltra-
tion that encircles the vessels and airways, so that

FIGURE 2. Top left: mediastinal infiltration by tumor. Top right:
enlarged discrete N2,3 nodes. Bottom left: a central tumor or a
tumor with enlarged N1 nodes, but a normal mediastinum.
Bottom right: a peripheral small tumor (seen in lower left corner
of image) with normal-sized lymph nodes.
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discrete lymph nodes can no longer be discerned or
measured. In these situations, the presence of me-
diastinal involvement (stage III disease) is generally
accepted based on imaging studies alone, and the
major issue is to obtain tissue by whatever approach
is easiest in order to distinguish between SCLC and
NSCLC. The second group (radiographic group B)
involves patients with mediastinal node enlargement
in whom the size of discrete nodes can be measured.
In these patients, mediastinal nodal involvement is
suspected but must be confirmed. The last two
groups involve patients with normal mediastinal
nodes. In radiographic group C, the presence of a
central tumor or suspected N1 disease makes the
chance of N2,3 nodal involvement relatively high (20
to 25%) despite normal-sized nodes, and further
confirmation is needed.>% In the final group (ie,
those patients with a peripheral clinical stage I
tumor), the chance of mediastinal involvement is
quite low, and generally further confirmation of this
is not needed (radiographic group D).6-5

A widely accepted definition of normal-sized me-
diastinal lymph nodes is a short-axis diameter of = 1
cm on a transverse CT scan image. The term discrete
nodal enlargement implies that discrete nodes are
seen on the CT scan and are defined well enough to
be able to measure their size (and are > 1 cm in
size). Mediastinal infiltration is present when there is
abnormal tissue in the mediastinum that does not
have the appearance and shape of distinct lymph
nodes, but instead has an irregular, amorphous
shape. In this case, it is difficult to distinguish
discrete nodes and impossible to come up with a
measurement of the size of nodes. This occurs when
multiple nodes are matted together to the point
where the boundary between them is obscured, and
can be assumed to involve extensive extranodal
spread of the tumor. It may progress to the point
where mediastinal vessels and other structures are
partially or completely encircled. Finally, the distinc-
tion between a central tumor vs a peripheral tumor
has also not been codified, but most authors consider
any tumor in the outer two thirds of the hemithorax
to be peripheral. Assessing the radiographic charac-
teristics of the mediastinum will generally require
that the clinician look at the images. This is because
there is no standard format for how radiographic
findings are reported (eg, the term lymphadenopa-
thy is often used when there is a suspected malig-
nancy, even though the mediastinal nodes are well
below 1 c¢m in size).

The four radiographic groups are defined by ana-
tomic characteristics seen on a CT scan (ie, size,
location, and extent), and not by metabolic charac-
teristics (ie, by PET scan) for many reasons. First, a
CT scan is relatively inexpensive and essentially is
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always performed as a preliminary step in order to
define the nature of a pulmonary abnormality and to
arrive at a clinical diagnosis of suspected lung cancer.
Second, the information gained from the clinical
history, physical examination, and chest CT can
define whether other tests such as a PET scan are
indicated. Finally, the technical considerations and
performance characteristics of invasive staging pro-
cedures are likely to be driven primarily by anatomic
characteristics rather than by metabolic ones. In
other words, the location and size of a lymph node
are important in determining how feasible and reli-
able an invasive test is, and these issues are unaf-
fected by whether the node in question is metabol-
ically active on PET scanning or not. Further
discussion of the best approach to confirming a
diagnosis of mediastinal tumor involvement by tissue
acquisition can be found in chapter 13 of this
supplement on invasive staging.

CHEST RADIOGRAPH

The majority of lung cancers are initially detected
on a plain chest radiograph. In some situations, the
plain radiograph may be sufficient to detect spread
of the tumor to the mediastinum. For example, the
presence of bulky lymphadenopathy in the superior
or contralateral mediastinal areas may be considered
adequate evidence of metastatic disease, precluding
a further imaging evaluation of the chest. This may
be particularly true if the patient is too ill or is
unwilling to undergo treatment of any kind. How-
ever, it is recommended that tissue confirmation be
obtained if possible by the least invasive method
available. Tt is widely accepted that the chest radio-
graph is in general an insensitive measure of medi-
astinal lymph node involvement with lung cancer;
thus, further noninvasive and/or invasive assessment
is usually necessary.

CT ScaN oF THE CHEST

CT scanning of the chest is the most widely available
and commonly used noninvasive modality for evalua-
tion of the mediastinum in lung cancer. The vast
majority of reports evaluating accuracy of CT scanning
for mediastinal lymph node staging have employed the
administration of IV contrast material. IV contrast is not
absolutely necessary in performing chest CT scanning
for this indication, but may be useful in helping to
distinguish vascular structures from lymph nodes as
well as in delineating mediastinal invasion by centrally
located tumors. A CT scan of the chest should be
performed in all cases of lung cancer unless the patient
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is so debilitated that no treatment is planned or they are
unwilling to undergo further evaluation.

Various CT scan criteria have been used to define
the malignant involvement of mediastinal lymph
nodes. Notwithstanding the radiographic descrip-
tions of mediastinal nodal involvement, the most
widely used criterion is a short-axis lymph node
diameter of =1 c¢m on a transverse CT scan. How-
ever, numerous other criteria have also been used
including the following: (1) a long-axis diameter of
=1 cm; (2) a short-axis diameter of = 1.5 cm; (3) a
short-axis diameter = 1 c¢m plus evidence of central
necrosis or disruption of the capsule; and (4) a
short-axis diameter of =2 cm regardless of nodal
morphology. The reported sensitivity and specificity
for identifying malignant involvement will vary de-
pending on which criteria are used in the assessment
of individual nodal stations.%'° The majority of stud-
ies evaluating CT scan accuracy have used a short-
axis diameter of =1 cm as the threshold for abnor-
mal nodes. In doing so, a conscious effort has been
made to strike an appropriate balance between
sensitivity and specificity in an understandable effort
to minimize the number of false-positive evaluations
without producing an unacceptable number of false-
negative evaluations.

For the purposes of these guidelines, investigators
from the Duke University Evidence-based Practice
Center and the authors of this section of the supple-
ment conducted a systematic review of the medical
literature relating to the accuracy of CT scanning for
noninvasive staging of the mediastinum in patients
with lung cancer.* Thirty-five studies published from
1991 through June 2006 evaluating the performance
characteristics of CT scanning for this purpose were
identified based on their fulfillment of the following
criteria: (1) publication in a peer-reviewed journal;
(2) a study size of > 50 patients; (3) patient group
not included in a subsequent update of the study; (4)
histologic or cytologic confirmation of mediastinal
nodes or extrathoracic site as well as the primary
tumor; and (5) availability of the raw data needed to
calculate independently sensitivity, specificity, PPV,
and NPV. These 43 studies®!!-4+5257.12L122.178-181 gre
outlined in Table 2. The combined studies yielded
5,111 evaluable patients.6-11-4452.87.121,122.178-181 The
median prevalence of mediastinal metastasis was
28% (range, 18 to 56%). Almost all studies specified
that CT scanning was performed following the ad-
ministration of IV contrast material and that a posi-
tive test result was defined as the presence of one or
more lymph nodes that measured > 1 cm on the
short-axis diameter. Individual study estimates of
sensitivity and specificity are shown in Figure 3,
which also displays the summary receiver operator
characteristic (ROC) curve for mediastinal staging
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Table 2—Accuracy of CT Scanning for Staging the Mediastinum in Lung Cancer Patients*

Study/Year Patients, No.  CT Scan Technique Sensitivity Specificity PPV NPV  Prevalence
Analysis by nodal station

Gupta et al®*/2000 54 Contrast 0.68 0.31 0.31  0.68 0.32
Berlangieri et al'7/1999 50 Contrast 0.65 0.9 0.41  0.96 0.1
Graeber et al''/1999 96 Contrast 0.63 0.6 051  0.71 0.4
Gupta et al'*/1999 103 Contrast 0.64 0.61 052 0.72 0.4
Kernstine et al®’/1999 64 Contrast 0.65 0.79 0.37  0.92 0.16
Vansteenkiste et al>*/1998 68 Contrast 0.96 0.45 0.96 047 0.93
Vansteenkiste et al**/1998 56 Contrast 0.95 0.64 0.95 0.63 0.88
Kobayashi and Kitamura!™/1995 76 Contrast 0.76 0.76 0.78
Primack et al'®/1994 159 Contrast 0.58 0.86 071  0.77 0.38
Seely et al'5%/1993 104 Contrast 0.48 0.94 0.4 0.96 0.07
Izbicki et al'81/1992 108 Contrast 0.24 0.93 0.44 0.84 0.18

Summary 938 0.86 0.79 0.82 0.84 0.52

Analysis by patient

Takamochi et al'*/2005 71 Contrast 0.20 0.89 033 081 0.21
Pozo-Rodriguez et al%2005 132 Contrast 0.86 0.67 049  0.93 0.27
Nomori et al''/2004 80 NR 0.5 0.95 0.70  0.90 0.18
Kelly et al**/2004 69 Contrast 0.46 0.86 043 0.87 0.19
Kimura et al**/2003 203 Contrast 0.63 0.97 0.88  0.89 0.24
Reed et al**/2003 302 Contrast 0.37 0.91 058 0.81 0.25
Schillaci et al*'/2003 83 Contrast 0.69 0.75 0.67  0.77 0.42
Eggeling et al*®/2002 73 Contrast 0.82 0.50 0.79 055 0.70
Kiernan et al*%/2002 92 Contrast 0.64 0.94 0.80 0.88 0.27
Nosotti et al**/2002 87 Contrast 0.64 0.88 0.64 0.88 0.25
von Haag et al®/2002 52 Contrast 0.50 0.65 0.16 091 0.12
Laudanski et al®*%/2001 92 Contrast 0.60 0.73 051  0.79 0.33
Poncelet et al®*/2001 62 Contrast 0.56 0.68 0.23  0.90 0.15
Wallace et al**/2001 121 Contrast 0.87 0.35 0.75  0.54 0.69
Dunagan et al®*/2001 72 Contrast 0.50 0.87 056  0.84 0.25
Kamiyoshihara et al®¥/2001 546 Contrast 0.33 0.90 046  0.84 0.20
Osada et al®'/2001 335 Contrast 0.56 0.93 0.77  0.83 0.30
Pieterman et al>’/2000 102 Contrast 0.75 0.66 0.50  0.85 0.31
Takamochi et al*/2000 401 Contrast 0.30 0.82 0.30 0.83 0.20
Marom et al**/1999 79 Contrast 0.59 0.86 0.84 0.63 0.56
Saunders et al>"/1999 84 NR 0.20 0.90 0.30  0.84 0.18
Suzuki et al*®/1999 440 Contrast 0.33 0.92 056  0.82 0.23
Vansteenkiste et al>*/1998 68 Contrast 0.75 0.63 058 0.78 0.41
Vansteenkiste et al**/1998 56 Contrast 0.86 0.79 0.80 0.85 0.50
Bury et al*’/1997 64 Contrast 0.79 0.84 058 093 0.22
Gdeedo et al**/1997 100 Contrast 0.63 0.57 041  0.76 0.32
Buccheri et al*'/1996 80 Contrast 0.64 0.74 048  0.84 0.28
Bury et al**/1996 53 Contrast 0.71 0.81 0.63  0.85 0.32
Aaby et al'%/1995 57 NR 0.72 0.91 0.86 0.81 0.44
Primack et al'®/1994 159 Contrast 0.63 0.86 0.73  0.79 0.38
Yokoi et al'"/1994 113 Contrast 0.62 0.80 0.61 0.81 0.33
McLoud et al'%/1992 143 Contrast 0.64 0.62 044  0.79 0.31
Jolly et al'3/1991 336 Contrast 0.71 0.86 0.69 0.87 0.30
Cole et al**/1993 150 NR 0.26 0.81 026 0.81 0.21
Webb et al'?/1991 154 Contrast 0.52 0.69 0.31  0.84 0.21

Summary 5,111 0.51 (0.47-0.54)  0.86 (0.84-0.88) 0.28

*NR = not reported.

with CT scanning. ROC curves illustrate the tradeoff
between sensitivity and specificity as the threshold
that defines a positive test result varies from most to
least stringent. The summary ROC method rests on
the assumption that individual study estimates of
sensitivity and specificity represent unique points on
a common ROC curve. A summary ROC curve that
lies closer to the upper left-hand corner of the
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diagram indicates better overall diagnostic accuracy.
The pooled sensitivity and specificity of CT scanning
for identifying mediastinal lymph node metastasis
were 51% (95% confidence interval [CI], 47 to 54%)
and 86% (95% CI, 84 to 88%), respectively. The
corresponding positive and negative likelihood ratios
were 3.4 and 0.6, respectively, confirming that CT
scanning has a limited ability either to rule in or
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FIGURE 3. Summary ROC curve for imaging mediastinal lymph nodes > 1 cm in diameter with a
standard CT scan. Open circles = individual study estimates of sensitivity and specificity (a study
showing the highest accuracy will appear in the top left corner of the graph); dark line = summary ROC
curve; large “+7 = sensitivity and specificity at the mean threshold point on the summary ROC curve;
smaller “+” = 95% ClIs about the mean threshold summary sensitivity and specificity estimates.

exclude mediastinal metastasis. The combined esti-
mates should be interpreted with caution as the
studies were statistically heterogeneous. Still, these
findings mirror those of other analyses addressing
the accuracy of CT scanning for staging the medias-
tinum in NSCLC. A large metaanalysis by Gould and
colleagues®> reported the median sensitivity and
specificity of CT scanning for identifying malignant
mediastinal nodes as 61% and 79%, respectively,
while an earlier metaanalysis by Dwamena and
colleagues*® reported average sensitivity and spec-
ificity of 64% and 74%, respectively.

CT scanning is clearly an imperfect means of
staging the mediastinum, but it remains the best
overall anatomic study available for the thorax. A CT
scan usually guides the choice of nodes for selective
node biopsy by invasive techniques, and thus contin-
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ues to be an important tool for diagnosing lung
cancer. The choice of individual nodes for sampling
as well as the choice of the most appropriate invasive
technique (including transbronchial, transthoracic,
or transesophageal needle aspiration, mediastinos-
copy, or more extensive surgery) will typically be
directed by the findings of the CT scan. However,
the limitation of CT scan-based mediastinal lymph
node evaluation is evident in the fact that 5 to 15% of
patients with clinical TINO (clinical stage I) tumors
will be found to have positive lymph node involve-
ment by surgical lymph node sampling.*”

Based on the currently available data relating to
the performance characteristics of CT scanning for
the evaluation of the mediastinum in patients with
NSCLC, two important messages emerge. First,
approximately 40% of all nodes that are deemed to
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be malignant by CT scan criteria are actually benign.
Patient characteristics are a large factor, as specificity
can be affected by clinical factors such as the
presence of postobstructive pneumonitis.'® Second,
approximately 20% of all nodes that are deemed to
be benign by CT scan criteria are actually malignant.
CT scanning can thus both overstage and understage
the mediastinal nodes. In sum, there is no node size
that can reliably determine tumor stage and opera-
bility. In cases in which the CT scan criteria for the
identification of a metastatic node are met, the
clinician must still prove beyond a reasonable doubt
by biopsy or resection that the node is indeed
malignant. Given the limitations of its imperfect
sensitivity and specificity, it is usually inappropriate
to rely solely on the CT scan to determine medias-
tinal lymph node status in patients with NSCLC.
Nonetheless, CT scanning continues to play an im-
portant and necessary role in the evaluation of these
patients. This conclusion is supported by the most
recent American Thoracic Society/European Respi-
ratory Society statement4” on the pretreatment eval-
uation of NSCLC and British Thoracic Society
guidelines*® on the selection of patients with lung
cancer for surgery, both of which recommend CT
scanning for the evaluation of mediastinal lymph
nodes in all patients with suspected NSCLC. In the
mediastinum, a CT scan can provide a road map that
guides the location and modality to be used for
subsequent biopsy procedures. In addition, patients
with a very low pretest probability of metastasis (eg,
those with small, peripheral T1 primary tumors) and
no evidence of lymph node enlargement on a CT
scan arguably might not require invasive staging
prior to definitive thoracotomy. For example, when
the clinical pretest probability is 10%, the posttest
probability is approximately 6% when CT scan re-
sults are negative in the mediastinum.

RECOMMENDATIONS

1. For patients with either a known or
suspected lung cancer who are eligible for
treatment, a CT scan of the chest with
contrast including the upper abdomen
(liver and adrenal glands) should be per-
formed. Grade of recommendation, 1B

2. In patients with enlarged discrete me-
diastinal lymph nodes on CT scans (> 1 cm
on the short axis) and no evidence of meta-
static disease, further evaluation of the me-
diastinum should be performed prior to
definitive treatment of the primary tumor.
Grade of recommendation, 1B
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PET SCANNING

PET scanning is an imaging modality based on the
biological activity of neoplastic cells. Lung cancer
cells demonstrate increased cellular uptake of glu-
cose and a higher rate of glycolysis when compared
to normal cells.*® The radiolabeled glucose analog
18F—ﬂuoro—2—deoxy—D—glucose (FDG) undergoes the
same cellular uptake as glucose and is phosphory-
lated by hexokinase, generating '*F-FDG-6-phosphate.
The combination of increased uptake of '"F-FDG
and a decreased rate of dephosphorylation by glucose-6-
phosphatase in malignant cells results in an accumu-
lation of "F-FDG-6-phosphate in these cells.50:51
The concentrated isotope can then be identified
using a PET camera. FDG-PET (subsequently re-
ferred to as PET) is thus a metabolic imaging
technique that is based on the function of a tissue
rather than its anatomy. Standardized quantitative
criteria for an abnormal PET scan finding in the
mediastinum are unfortunately lacking. A qualitative
assessment is usually based on a comparison of
uptake in the lesion or structure in question com-
pared to the background activity of the lung or liver.
A standard uptake value of < 2.5 is sometimes used
as a threshold level for normalcy, but this measure-
ment may vary with the new generation of scanners.
Despite the lack of standardized criteria defining
positive findings, PET scanning has proved useful in
differentiating neoplastic from normal tissues. How-
ever, the technique is not infallible as nonneoplastic
processes including granulomatous and other inflam-
matory diseases as well as infections may also dem-
onstrate positive PET imaging findings. Further, size
limitations are an issue, with the lower limit of spatial
resolution of the current generation of PET scanners
being approximately 7 to 10 mm. However, smaller
lesions may be detected, depending on the intensity
of uptake of the isotope in abnormal cells.3-52 Addi-
tionally, certain well-differentiated low-grade malig-
nancies, particularly bronchioloalveolar cell carci-
noma and typical carcinoid tumors, are known to
have higher false-negative finding rates.>3-57

A burgeoning number of studies in the last
several years have reported on the utility of PET
scanning in the assessment of the mediastinum in
patients with lung cancer. The increasing availabil-
ity of the technology now allows PET scanning to
be used widely as a diagnostic tool. It should be
noted that PET scanning is primarily a metabolic
examination and has limited anatomic resolution.
It is usually possible by PET scanning to identify
lymph node stations, but not individual lymph
nodes. CT scanning provides much more anatomic
detail but lacks the functional information pro-
vided by PET scanning. Newer generation inte-
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grated PET-CT imagers may combine the advan-
tages of both studies, but there are as yet few
studies addressing the accuracy of this modality.>®

As was done for CT scanning, investigators from
the Duke University Evidence-based Practice Cen-
ter performed a systematic review* of the medical
literature relating to the accuracy of PET scanning
for noninvasive staging of the mediastinum in pa-
tients with lung cancer. Studies evaluating the per-
formance characteristics of PET scanning for this
purpose were identified based on their fulfillment of
the following criteria: (1) publication in a peer-
reviewed journal; (2) study size of > 20 patients; (3)
patient group not included in a subsequent update of
the study; (4) histologic or cytologic confirmation of
mediastinal nodes or extrathoracic site as well as
the primary tumor; and (5) availability of the raw
data needed to calculate independently sensitivity,
specificity, PPV, and NPV. All studies were inter-
preted in conjunction with patients’ CT scan
findings so that the PET scan findings were
correlated with the anatomic location of the lesion
seen on the CT scan. In all studies, **F-FDG was
the radiopharmaceutical used for imaging. Forty-
four studies 6:811.12.20.22.24.25.27,28,30,33,35,37,39,42,44.52,
50-75,57.121122178.182.183 published between 1994 and
June 2006 were identified, yielding 2,865 evaluable
patients. These studies are displayed in Table 3. The
median prevalence of mediastinal metastasis was
29% (range, 5 to 64%). Figure 4 shows individual
study estimates of sensitivity and specificity and the
summary ROC curve for the PET scans. Pooled
estimates of sensitivity and specificity for identifying
mediastinal metastasis were 74% (95% CI, 69 to
79%) and 85% (95% CI, 82 to 88%), respectively.
Corresponding positive and negative likelihood ra-
tios for mediastinal staging with PET scanning were
4.9 and 0.3, respectively. These findings demonstrate
that PET scanning is more accurate than CT scan-
ning for staging of the mediastinum in patients with
lung cancer, though it is far from perfect.

PET scanning may provide an additional benefit in
that it is a whole-body study. The usual extrathoracic
staging of lung cancer will typically include a com-
bination of bone scintigraphy, brain imaging by CT
scanning or MRI and abdominal CT scanning or the
inclusion of the upper abdomen in a chest CT scan.
PET scanning is able to provide information about
the primary site in the chest as well as intrathoracic
and extrathoracic metastases with a single study. The
exception to this is the definition of metastases in the
brain, as the brain will normally avidly take up
BF-FDG. Several studies3*427 have reported on the
ability of PET scanning to identify extrathoracic metas-
tases in patients whose tumors had been deemed
resectable by conventional imaging. The rate of detec-
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tion of unanticipated M1 disease by PET scanning has
been reported as 1 to 8% in patients with clinical stage
I disease and 7 to 18% in patients with clinical stage II
disease.*>™ The identification of unanticipated distant
metastases by PET scanning in such patients should
result in the avoidance of unwarranted thoracotomies,
but all positive findings in surgical candidates should be
confirmed by biopsy unless there is overwhelming
evidence of distant metastasis.*

To summarize, PET scanning has both higher
sensitivity and higher specificity than CT scanning
for the evaluation of mediastinal lymph nodes, and
can provide important information regarding the
presence of metastatic disease outside the thorax. In
the mediastinum, PET scanning is more accurate
than CT scanning in identifying abnormal nodes that
can be sampled by directed biopsy. Accordingly,
PET scanning has assumed an increasingly important
role in the evaluation of patients with lung cancer.
However, broader experience with PET scanning
has not yet allowed a precise definition of its role in
the staging evaluation of lung cancer. PET scanning
is not infallible. False-positive PET scan findings
may result in missed opportunities for a cure by
surgical resection. Conversely, false-negative PET
scan findings may lead to fruitless thoracotomies in
patients with unresectable disease. The potential
consequences of both false-positive and false-
negative PET scan findings in an environment in
which PET scanning is increasingly relied on for
staging must be considered when PET scanning is
included in the evaluation of NSCLC.

Some studies*>81-53 have pointed out that the
accuracy of PET imaging in the mediastinum is
dependent on the size of the nodes identified by
CT scanning. PET scanning is more sensitive (but
less specific) when CT scanning identifies en-
larged nodes.*>5! In a metaanalysis evaluating the
conditional test performance of PET and CT
scanning, Gould and colleagues*> reported median
sensitivity and specificity of PET scans of 100%
and 78%, respectively, in patients with enlarged
lymph nodes. PET scanning is thus very accurate
in identifying malignant nodal involvement when
nodes are enlarged. However, PET scanning will
falsely identify malignancy in approximately one-
fourth of patients with nodes that are enlarged for
other reasons, usually inflammation, or infection.
Positive PET findings in this situation should be
confirmed by directed biopsy. Failure to do so
could result in patients with surgically resectable
disease being denied curative surgery. An argu-
ment could also be made that a patient in whom
the clinical assessment of pretest probability of
malignant node involvement is high should pro-
ceed directly to biopsy without PET, as a negative
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Table 3—Accuracy of PET Scanning for Staging the Mediastinum in Lung Cancer Patients

Study/Year Patients, No. Sensitivity Specificity PPV NPV Prevalence
Analysis by nodal station

Gupta et al®2/2000 54 0.96 0.93 0.86 0.98 0.32
Yasukawa et al!82/2000 41 0.86 0.91 0.79 0.94 0.29
Berlangieri et al'™/1999 50 0.8 0.97 0.73 0.98 0.1
Graeber et al'*'/1999 96 0.98 0.94 0.91
Gupta et al'**/1999 103 0.92 0.95 0.92 0.95 0.4
Kernstine et al®/1999 64 0.7 0.86 0.48 0.94 0.16
Vansteenkiste et al**/1998 68 0.99 0.86 0.99 0.89 0.93
Vansteenkiste et al>>/1998 56 0.93 0.47 0.92 0.5 0.87
Steinert et al®¥/1997 47 0.89 0.99 0.96 0.97 0.25
Sasaki et al'83/1996 29 0.76 0.98 0.93 0.93 0.24

Summary 608 0.95 0.9 0.94 0.92 0.61

Analysis by patient

Takamochi et all2/2005 71 0.40 0.88 0.46 0.84 0.21
Pozo—RodrigueZ et al%2005 132 0.81 0.76 0.56 0.91 0.27
Halpern et al”™/2005* 36 0.5 0.77 0.45 0.80 0.28
Verhagen et al®/2004 56 0.58 0.90 0.83 0.71 0.46
Nomori et al''/2004 80 0.86 0.97 0.86 0.97 0.18
Kelly et al**/2004 69 0.62 0.98 0.89 0.92 0.19
Demura et al”/2003 50 0.87 0.63 0.50 0.92 0.30
Fritscher-Ravens et al™®/2003 33 0.75 0.88 0.86 0.79 0.48
Gonzalez-Stawinski et al”>/2003 202 0.66 0.78 0.48 0.88 0.23
Konishi et al™/2003 54 0.80 0.92 0.50 0.98 0.09
Reed et al**/2003 302 0.61 0.84 0.56 0.87 0.25
Zimny et al™/2003 33 0.83 0.81 0.71 0.89 0.36
Kernstine et al™2/2002 237 0.82 0.82 0.51 0.95 0.19
Kiernan et al®%/2002 88 0.88 0.86 0.71 0.95 0.28
Vesselle et al”'/2002 118 0.81 0.96 0.92 0.90 0.36
von Haag37/2002 52 0.67 0.91 0.50 0.95 0.12
Changlai et al™*/2001 127 0.88 0.83 0.90 0.79 0.64
Poncelet et al®*/2001 61 0.67 0.85 0.43 0.94 0.15
Tatsumi et al®*/2000 21 0.80 0.82 0.80 0.82 0.48
Dunagan et al®*/2001 81 0.52 0.88 0.61 0.84 0.26
Farrell et al®®/2000 84 1.00 0.93 0.40 1.00 0.05
Liewald et al®’/2000 76 0.93 0.78 0.69 0.95 0.35
Pieterman et al**/2000 102 0.91 0.86 0.74 0.95 0.31
Roberts et al®®/2000 100 0.88 0.91 0.75 0.96 0.24
Magnani et al®/1999 28 0.67 0.84 0.67 0.84 0.32
Marom et al*®/1999 79 0.73 0.94 0.85 0.88 0.56
Saunders et al*>"/1999 84 0.71 0.97 0.86 0.93 0.20
Vansteenkiste et al**/1998 68 0.93 0.95 0.93 0.95 0.41
Vansteenkiste et al>>/1998 56 0.86 0.43 0.60 0.75 0.50
Bury et al?%/1997 64 0.86 1.0 1.0 0.96 0.22
Guhlmann et al®¥/1997 32 0.87 1.0 1.0 0.89 0.47
Steinert et al®*/1997 47 0.92 0.97 0.92 0.97 0.28
Bury et al®>/1996 30 0.88 0.86 0.88 0.86 0.53
Sazon et al®¥/1996 32 1.00 1.00 1.00 1.00 0.50
Scott et al®/1996 27 1.00 1.00 1.00 1.00 0.33
Chin et al®/1995 30 0.78 0.81 0.64 0.89 0.30
Wahl et al®®/1994 23 0.82 0.75 0.75 0.82 0.48

Summary 2,865 0.74 (0.69-0.79) 0.85 (0.82-0.88) 0.29

*Calculations are based on the data reported in Table 2. The results of this study should be interpreted with caution as there is a minor
inconsistency between the results in the text and those in Table 3.

PET result would not negate a strong clinical
suspicion for tumor. In this situation, negative
PET findings would be unlikely to change the
clinical suspicion for malignancy enough to defer
histologic confirmation. As a counter-argument,
PET scanning might still impact the decision
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process if unexpected extra-thoracic sites of abnor-
mal activity are found, and patients with clinical
stage III disease are at highest risk for occult
distant metastasis. Identification of such foci
might affect the choice of biopsy site and have a
significant impact on the clinical stage and the

CHEST /132 /3 / SEPTEMBER, 2007 SUPPLEMENT ~ 187S



100%

o o]

90% < ]

. g o / o
&
80% 12 2

e
o/
T0%

5 0%

Sensitivity

/
50% / -
/

40%

30% /

20%

10%

0%

100% 90% 80% 70% 60%

50% 40% 30% Z0% 10% 0%

Specificity

FIGURE 4. Summary ROC curve for imaging mediastinal lymph nodes > 1 cm diameter with
FDG-PET scanning. Open circles = individual study estimates of sensitivity and specificity
(a study showing the highest accuracy will appear in the top left corner of the graph); dark

line = summary ROC curve; larger “+” = sensitivity and specificity at the mean threshold point on
the summary ROC curve; smaller “+” = 95% CIs about the mean threshold summary sensitivity
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decision of whether a patient should undergo
surgical resection. Whether this is adequate reason
to pursue PET scanning in patients with enlarged
mediastinal nodes by CT scanning in whom the
clinical suspicion for malignant involvement is
high is unanswered.

Conversely, PET scanning is less sensitive (but
more specific) in patients with normal-sized medias-
tinal nodes seen by CT scanning. Based on the data
presented in Table 2, CT scanning of the mediasti-
num is falsely negative in approximately 20% of
patients with normal-sized nodes and malignant
nodal involvement. In the metaanalysis reported by
Gould and colleagues,*> the median sensitivity and
specificity of PET scanning in this group of patients
were 82% and 93%, respectively. These data indicate
that nearly 20% of patients with normal-sized nodes
but with malignant involvement had falsely negative
PET scan findings. Corresponding positive and neg-
ative likelihood ratios were approximately 12.0 and
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0.2, respectively. In this study, when both CT and
PET scan results were negative and the pretest
probability of mediastinal lymph node metastasis was
estimated at 35% (which corresponds to the median
prevalence of mediastinal metastasis in studies of
PET scanning), the posttest probability of mediasti-
nal metastasis was approximately 9% (95% CI, 4 to
14%). This addresses the controversial question of
whether a negative PET scan finding in patients with
normal-sized lymph nodes by CT scanning can obviate
the need to perform further invasive mediastinal eval-
uation prior to thoracotomy. In this situation, we
believe that the appropriate invasive staging procedure
would be mediastinoscopy, as there are no enlarged
nodes to directly biopsy by other techniques. While
PET scanning samples all mediastinal nodal groups, it
is clearly less sensitive for nodes with a diameter of <7
to 10 mm. While mediastinoscopy cannot sample all
mediastinal nodal groups, it can detect microscopic
disease even in small nodes. Ultimately, the decision as
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to whether a negative PET scan finding can be used to
obviate mediastinoscopy will require clinical judgment
that incorporates multiple factors, including the clinical
pretest probability of mediastinal metastasis, patient
preferences, and local availability and expertise in both
mediastinoscopy and PET imaging (see the “Invasive
Mediastinal Staging of Lung Cancer” chapter for fur-
ther recommendations).

The utility of PET scanning in patients with stage
1A disease is less clear as the prevalence of medias-
tinal and distant metastatic disease is low and the
evidence for utilizing PET scanning is poor. Further
study in this specific patient population is warranted
prior to making a recommendation that has a higher
level of evidence.

In summary, PET scanning is the most accurate
noninvasive imaging modality available to evaluate
the mediastinum in patients with lung cancer. Ab-
normal findings on PET scans may be important in
identifying mediastinal nodes for directed biopsy.
PET scanning is also a whole-body study and offers
additional information relating to extrathoracic sites
of possible disease involvement (see “The Search for
Metastatic Disease” section). However, wider expe-
rience with PET scanning has increased the aware-
ness of the potential for and consequences of both
false-positive and false-negative findings.

RECOMMENDATIONS

3. PET scanning to evaluate for mediastinal
and extrathoracic staging should be considered
in patients with clinical 1A lung cancer being
treated with curative intent. Grade of recommen-
dation, 2C

4. Patients with clinical 1B-IIIB lung cancer
being treated with curative intent, should un-
dergo PET scanning (where available) for me-
diastinal and extrathoracic staging. Grade of
recommendation, IB

5. In patients with an abnormal result on FDG-
PET scans, further evaluation of the mediastinum
with sampling of the abnormal lymph node
should be performed prior to surgical resection of
the primary tumor. Grade of recommendation, 1B

INTEGRATED PET AND CT SCANNING

An important shortcoming of dedicated PET im-
aging is its limited spatial resolution, which results in
poor definition of anatomic structures. As a result, it
may be difficult for PET scanning to distinguish
between mediastinal and hilar lymph nodes, or to
differentiate between a central primary tumor and a
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lymph node metastasis, even when the results of
PET and CT scans are visually correlated. This
limitation has been addressed by the development of
“dual-modality” or “integrated” PET/CT scanning
systems, in which a CT scanner and a PET scanner
are combined in a single gantry. Some stud-
ies2425.58.5455 have begun to examine the accuracy of
integrated PET/CT scanners for lung cancer staging.
The total number of patients evaluated by this hybrid
technique is still relatively small. Estimates of accu-
racy for identifying mediastinal metastasis are lim-
ited, though early studies have indicated?+2>8> that
the sensitivity and specificity are at least as good as
those with PET scanning alone.

MRI FOR STAGING THE MEDIASTINUM

Like CT scanning, MRI is an anatomic study. Data
relating to the accuracy of the evaluation of the
mediastinum with MRI in patients with NSCLC are
limited, but available reports!>56 suggest that the
accuracy of MRI is as good as CT scanning. Two
reports®657 also have suggested that the use of
contrast enhancement may improve the accuracy of
MRI in this situation. MRI may be superior to CT
scanning for defining lung cancer spread in the
thorax in specific situations. Because MRI can detect
differences in intensity between tumor and normal
tissues, including bone, soft tissues, fat, and vascular
structures, it may be more accurate than CT scan-
ning in delineating direct tumor invasion of the
mediastinum, chest wall, diaphragm, or vertebral
bodies.!355-91 This may be particularly useful in
evaluating superior sulcus tumors or tumors abutting
the mediastinum, structures of the chest wall, and
diaphragm. However, most centers continue to rely
on CT scanning as the noninvasive anatomic study of
choice for evaluating potential mediastinal spread of
lung cancer.

RECOMMENDATION

6. For patients with either a known or sus-
pected lung cancer who are eligible for treat-
ment, an MRI of the chest should not routinely
be performed for staging the mediastinum.
MRI may be useful in patients with NSCLC
where there is concern for involvement of the
superior sulcus or brachial plexus involvement.
Grade of recommendation, 1B

THE SEARCH FOR METASTATIC DISEASE

The purpose of extrathoracic scanning in patients
with NSCLC is usually to detect metastatic disease,
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especially at common metastatic sites such as the
adrenal glands, liver, brain, and skeletal system,
thereby sparing the patient fruitless radical treat-
ment.%2 However, scans can only detect macroscopic
metastatic deposits that have reached a size within
the resolution capability of the imaging modality in
question, and this can be considered a major short-
coming of all conventional tests currently used to
detect distant metastases in patients with NSCLC. In
more recent years, increasing attention has focused
on the use of immunocytochemical techniques using
monoclonal antibodies to detect occult micrometas-
tases, which are sometimes associated with a worse
prognosis, in the bone marrow of NSCLC pa-
tients.9-9% Such techniques may add a new dimen-
sion to metastatic staging in the near future.

In the meantime, the preferred scans for staging
patients with NSCLC in 2007 are CT scanning of
the chest, CT scanning or MRI with contrast of the
brain, and °°Tc nuclear imaging of the skeletal
system. The use of whole-body PET scans for
extrathoracic staging is evolving, and PET scan-
ning may ultimately play a significant role in the
assessment of distant disease. The very limited
extant data regarding whole-body single photon
emission CT scanning for metastatic disease sug-
gest that its performance is slightly inferior to that
of PET scanning.”79

It is clear that the use of extrathoracic scans
must always be subordinate to a thoughtful overall
clinical strategy for each individual patient. For
example, a whole-body PET scan has little role in
the diagnosis of a patient with clinically obvious,
accessible advanced disease, such as skin metasta-
ses or massive hepatic replacement by metastatic
tumor seen on CT scans.>3549 In other circum-
stances, the need for tissue confirmation of meta-
static disease can supercede the need for addi-
tional sophisticated scanning. For instance, in
certain patients an adrenal biopsy, rather than a
PET scan, may be required to clarify the nature of
a unilateral adrenal mass seen on a CT scan.

It is well established that abnormal symptoms,
physical examination findings, and routine blood
tests in the initial clinical evaluation of patients with
NSCLC are associated with a significant yield (ap-
proximately 50%) of abnormal scan findings.®2 More-
over, a rough semiquantitative relationship has been
demonstrated in some studies®>1%0 between the
number of abnormal “clinical factors” and the fre-
quency of abnormal scan findings. In the absence of
all clinical factors, the scan yield is much lower,
giving rise to the recommendation that scans be
omitted in this setting,31:45.100-104 though controversy
persists on this point.!%> Other important variables
focus on the primary lesion, since more scan abnor-
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malities are associated with advanced thoracic le-
sions (T and N factors).106.197 This is particularly true
for patients with N2 disease, in whom asymptomatic
metastases have been documented at a higher rate
than would have been expected.'%6197 There has
been some controversy with regard to cell type and
the incidence of asymptomatic metastases. Several
studies!%%:19 have documented a higher incidence of
brain metastases with adenocarcinomas as opposed
to squamous cell cancers, but a large series'** of
patients with stage I and II lung cancer found no
difference.

Several important caveats pertain to scanning for
distant metastases in general. First is the issue of
false-positive scan findings. Clinical entities that
frequently give rise to false-positive scan findings
include adrenal adenomas (present in 2 to 9% of the
general population), hepatic cysts, degenerative joint
disease, old fractures, and a variety of nonmetastatic
space-taking brain lesions. When clinically indicated,
additional imaging studies and/or biopsies are per-
formed to establish the diagnosis, but complications
and costs resulting from such subsequent investiga-
tions have received insufficient attention.!0111 A
second problem is that of false-negative scan findings
(ie, metastases that are present but not picked up by
current scanning techniques). This was demon-
strated convincingly by Pagani,''? who found meta-
static NSCLC in 12% of radiologically normal adre-
nal glands by percutaneous biopsy; a more recent
autopsy series'!3 suggested that the sensitivity of
CT scanning for adrenal metastases may be as low
as 20%. A third difficulty is that most studies fail to
carefully specify exactly which elements comprise
the prescan clinical evaluation, or invoke differing
clinical indicators to mandate scanning. Organ-
specific findings such as headache and non-organ-
specific complaints such as weight loss are both
important.'%-14 The current preferred “expanded”
clinical evaluation includes organ-specific and con-
stitutional signs and symptoms, along with simple
laboratory test results, as shown in Table 4.92 Fur-
thermore, Guyatt et al''> have shown that careful
delineation and quantification of historical features
using a 5-point scale of severity can importantly
affect the subsequent scan yield and ultimately the
incidence of metastases after lung cancer surgery. A
fourth issue is an ascertainment problem, since
abnormal scan findings in many studies were not
followed up with definitive biopsy proof of metastatic
disease. This may relate to anatomic factors, overall
debility, or refusal of the patient, or a variety of other
cogent clinical concerns. Fifth, it must be noted that
even biopsy proof of metastatic disease does not
dictate a certain clinical management pathway. Care-
fully selected patients with localized lung cancers in
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Table 4—Clinical Findings Suggesting Metastatic
Disease*

Testing Finding

Symptoms elicited in Constitutional: weight loss > 10 Ib; and
history musculoskeletal: focal skeletal pain

Neurological: headaches; syncope;
seizures; extremity weakness; and
recent changes in mental status

Lymphadenopathy (> 1 cm);
hoarseness; superior vena cava
syndrome; bone tenderness;
hepatomegaly (> 13-cm span); focal
neurologic signs, papilledema; and
soft-tissue mass

Hematocrit: < 40% in men and 35% in
women

Elevated alkaline phosphatase, GGT,
SGOT, and calcium levels

Signs found on physical
examination

Routine laboratory tests

*GGT = vy-glutamyltransferase; SGOT = serum  glutamic-oxaloacetic
transaminase.

the thorax, accessible, solitary metastases to the brain
or adrenal gland, and other favorable clinical fea-
tures may obtain long-term survival with an aggres-
sive treatment approach, including surgical extirpa-
tion of both the primary and metastatic site.!16.117
Finally, the lack of prospective randomized trials and
outcome studies in the area of extrathoracic staging
is striking. Two retrospective studies showed that
scanning asymptomatic patients with early NSCLC did
not help to predict recurrences postoperatively or to
improve survival.!18119 The only prospective ran-
domized trial'?® showed no statistical difference in
recurrence rates or survival in a group of patients
who were randomized to undergo bone scintigraphy
and CT scans of the head, liver, and adrenal glands,
compared with the group assigned to undergo CT
scans of the chest and mediastinoscopy, followed by
thoracotomy when appropriate.

Utility of PET Scanning for Detecting Metastatic
Disease

Since 1993, numerous studies have assessed the
clinical utility of PET scans to assist in the search for
metastatic disease in patients with NSCLC. In gen-
eral, these tend to be relatively small, prospective,
single-institution assessments in which whole-body
PET scanning suggests the presence of unsuspected
distant disease in 10 to 20% of cases.2027-121.122 The
yield of unsuspected metastases depends on a num-
ber of factors, including whether PET scanning is
gauged as an initial metastatic evaluation, or only
after some metastases have already been detected via
conventional scans.*>123 The yield is higher in pa-
tients with clinical stage III disease,™ and a relation-
ship between thoracic nodal stage and PET scanning
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yield has been suggested.'?* When the area of
interest is a single site (eg, adrenal glands or skeletal
system), the performance characteristics (ie, sensitiv-
ity, specificity, PPV, NPV, and accuracy) of PET
scanning are very favorable, often surpassing the
performance of conventional imaging with CT scans
or radionuclide bone imaging.!2>126 Furthermore,
whole-body PET scanning enables the imaging of
areas not covered in the traditional scanning algo-
rithm, allowing the detection of occasional metastatic
foci in, for example, skin, pelvis, skeletal muscle, soft
tissue, kidney, and pancreas.?” In most of these
studies, abnormal PET scan findings are followed up
with biopsy, serial conventional radiographs, and/or
careful clinical assessment to confirm the veracity of
the PET scan findings.

Nevertheless, several concerns pertain specifically
to the emerging literature regarding PET scans as a
test for distant disease. First, the exact criterion for a
positive PET scan finding is usually based on an
entirely subjective or semiquantitative comparison
with background activity. Attempts to derive a reli-
able criterion based on standardized or differential
uptake ratios have been generally unsuccessful to
date. Second, several significant problems attend the
use of PET scanning as an imaging modality for brain
metastases. Not only does high baseline brain uptake
pose a problem in detecting focal accumulations,?s
but many PET scanners include only the area from
the base of the skull to the mid-thighs, thereby
excluding much of the brain parenchyma from the
images. Obtaining satisfactory brain PET scan im-
ages can require special equipment modifications
and prolonged image-acquisition time.2*-127 Further-
more, the small size of most brain metastases may be
problematic in terms of the limited resolution of
conventional PET scans. Third, while there is some
evidence that PET scanning can avert unnecessary
thoracotomies,%° improve clinical staging,20-121.122.128
influence patient management decisions,'? and alter
radiotherapy planning,™ there has been scant
evidence to date linking PET scanning to an im-
provement in important patient outcomes such as
recurrences of metastatic disease or mortality, and
cost-effectiveness assessments are just beginning to
emerge.!23129.130 Fourth, a substantial ascertainment
problem exists for negative PET scan findings, in
that metastatic disease missed by PET scanning is
generally unverifiable; thus, the false-negative rate is
not truly knowable in most studies. But in one
study,’ 19% of patients who underwent a curative
resection experienced a systemic relapse within a
mean interval of 14 months despite a negative
finding on a preoperative whole-body PET scan,
suggesting that the false-negative problem may be
significant. Finally, some of the larger, more recent
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multiinstitutional studies*> have shown substantially
lower performance characteristics for PET scanning
than those in the initial studies, with a PPV as low as
36% for metastatic disease.

To some extent, the very recent tempering of
enthusiasm for PET scanning for distant disease
likely reflects the usual trajectory of a new test, as
greater experience accumulates in thousands of pa-
tients under a wide variety of clinical circumstances
and interpretive expertise. In this sense, the experi-
ence with PET scanning echoes the experience with
CT scanning of the mediastinum in patients with
NSCLC, in which initial reports of sensitivity and
specificity were in excess of 90%, before settling into
the accepted values of 60 to 70% decades later. On
the other hand, more recently introduced integrated
PET/CT scanners offer the hope of combining met-
abolic imaging with precise anatomic resolution to
further refine the search for metastatic dis-
ease.”54132 In one highly publicized study,>® inte-
grated PET-CT scanning increased diagnostic cer-
tainty as to the precise location of metastasis in two
of eight patients in whom conventional PET scan-
ning detected unsuspected extrathoracic focal accu-
mulations.

Thus, it is premature to definitively assess the role
of whole-body PET scanning in the search for
metastatic disease barely 10 years after its introduc-
tion into clinical practice. As of this writing, it
appears that whole-body PET scanning is best suited
to help resolve cases in which prior imaging of a
possible metastatic deposit is equivocal, and to de-
tect unsuspected distant metastasis in either the
preoperative setting or in those patients who are at

high risk for metastatic deposits even when they are
clinically asymptomatic (clinical stage IIIA).'3!

Detection of Abdominal Metastases

Some PET scan studies can also be considered in
the context of the scanning of individual organ
systems in patients with NSCLC. Thirteen stud-
ies105-107.109.153-141 evaluated the utility of clinical
evaluation in detecting abdominal metastases in
1,291 patients using CT scanning as the reference
standard (Table 5). Most of the studies limited study
enrollment to patients with a negative clinical eval-
uation. In these nine studies,!07-109.133-137,139,140 the
median prevalence of abdominal metastasis was 3%
(range, 0 to 18%), and the median predictive value of
a negative clinical evaluation was 97% (range, 82 to
100%). Four studies!0>106.135.141 enrolled patients
with both positive and negative clinical evaluation
findings. In these studies, the prevalence of abdom-
inal metastasis ranged between 6% and 40%. Both
sensitivity (range, 40 to 100%) and specificity (range,
27 to 65%) varied widely across studies. The use of
CT scanning as an imperfect reference standard
suggests that these estimates should be interpreted
with caution.

It is relatively common to encounter adrenal
masses on a routine CT scan, but many of these
lesions are unrelated to the malignant process. A
unilateral adrenal mass in a patient with NSCLC is
more likely to be a metastasis than a benign lesion
according to some studies,>142 but not others.43.144
In the presence of clinical TINO NSCLC, adenomas
predominate,'3>136 whereas adrenal metastases are

Table 5—Utility of the Clinical Evaluation in Detecting Abdominal Metastases Using CT Scanning as the Reference

Standard*
Study/Year Organ Scanned Patients, No. Routine Scan Sensitivity Specificity PPV NPV Prevalence

Bilgin et al'*>/20021 Liver 90 Yes 0.40 0.58 0.05 0.94 0.06
Miralles et al'*'/1993+ Liver 71 No 0.94 0.65 044 097 0.23
Silvestri et al'*%/1992 Adrenal 173 No 1.00 0.27 0.20 1.00 0.15
Ettinghausen et al'*%/1991  Adrenal 246 NR 098 0.02
Salvatierra et al'%/1990 Adrenal 146 Yes 092 0.08
Grant et al'*"/1988 Liver, adrenal 114 Yes H 0.92 0.08
Whittlesey'*/1988 Adrenal 180 Yes 097 0.03
Mirvis et al'®%/1987 Liver, adrenal 72 Yes 0.90 0.58 0.59 0.89 0.40
Osada et al'>7/1987 Liver, adrenal 47 No H 1.00 0.00
Heavey et al'*%/1986 Adrenal 31 Yes, stage 1 disease 097 0.03
Pearlberg et al'**/1985 Liver, adrenal 23 Probably no 1 1.00 0.00
Chapman et al'®/1984 Adrenal 14 Yes 1 086 0.14
Nielsen et al'®%/1982 Adrenal 84 Yes 082 0.18

Summary 1,291 0.86 (0.62-0.96) 0.56 (0.25-0.93) 0.31 0.95 0.13

#See Table 2 for abbreviation not used in the text.
fNot included by Silvestri et al.”

PPV could not be estimated because the study evaluated with CT scanning only those patients in whom the clinical examination findings were

negative.
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frequently associated with large intrathoracic tumors
or other extrathoracic metastases.®214> Many stud-
ies'0 have suggested that the size of a unilateral
adrenal abnormality seen on a CT scan is an impor-
tant predictor of metastatic spread, but this has not
been a universal finding.

PET scans have performed exceptionally well in
several studies specifically addressing the problem of
adrenal metastases in NSCLC, with accuracy as high
as 100% in two studies.28146 However, small lesions
(< 15 mm) were underrepresented in these series,
and other studies have noted rare false-positive
findings in this site.30-125.131

Four possible approaches to distinguishing be-
tween malignant and benign adrenal masses have
been proposed, as follows: evaluation by specific
CT scanning or MRI criteria; evaluation with
additional or serial imaging; evaluation by percu-
taneous biopsy; and evaluation by adrenalectomy.
Well-defined, low-attenuation (fatty) lesions with
a smooth rim on unenhanced CT scan are more
likely to be benign adenomas,'#7-149 but the CT
scan appearance of many lesions is insufficiently
distinctive.'4” Follow-up scanning with repeat
CT, serial ultrasounds, MRI (especially with
chemical shift and dynamic gadolinium-enhanced
techniques'®),  131-6-betaiodomethylnorcholesterol
scanning,’ or PET scanning can often help

with the critical distinction between metastatic
disease and adenoma. Percutaneous adrenal bi-
opsy is a relatively safe and effective means of
achieving a definitive diagnosis in doubtful cases,
and is especially important when the histology of
the adrenal mass will dictate subsequent manage-
ment.!33.134 However, this procedure may be non-
diagnostic or unfeasible due to anatomic con-
straints. When insufficient material results from a
biopsy, repeat aspiration or even adrenalectomy
should be considered.!40:147

Most liver lesions are benign cysts or hemangio-
mas, but a contrast CT scan (or ultrasound) is often
required to establish a likely diagnosis.#” Percutane-
ous biopsy can be performed when diagnostic cer-
tainty is required. One metaanalysis'!* that specifi-
cally reviewed hepatic studies derived a pooled yield
of 3% for liver metastases in asymptomatic patients
with NSCLC. PET scanning can detect liver metas-
tases with an accuracy of 92 to 100% and only rare
false-positive findings, though data in patients with
NSCLC are very limited at present.20-25

Detection of Brain Metastases

In most studies, the yield of CT scanning/MRI
of the brain in NSCLC patients with negative clinical
examination findings is 0 to 10%,52-155 possibly ren-

Table 6—Utility of the Clinical Evaluation in Detecting Brain Metastases Using Neuroimaging (CT Scanning/MRI/
PET Scanning) as the Reference Standard

Patients,

Study/Year Examination No. Routine Scan? Sensitivity Specificity PPV NPV  Prevalence
Bilgin et al'%%/2002+% Neurologic 90 No 0.50 0.56 0.15 0.88 0.13
Osada et al®'/2001%* Neurologic 91  cTI1-T2, < N2 1 0.98 0.02
Yokai et al*®%/1999* Neurologic 155 Yes; CT scan 1 0.99 0.01
Cole et al'®/1994* Neurologic 42 No 100 0.00
Habets et al'®%/1992+* Neurologic 54 Yes 1.00 0.98 0.75  1.00 0.06
Kormas et al'®®/1992 Screening 157 N2 only 097 0.03
Salvatierra et al'*/1990  Expanded 146 Adenocarcinoma and large 0.79 0.91 0.58  0.97 0.13

cell cancer only
Grant et al'7/1988 Screening 114 Yes 091 0.09
Osada et al'®7/1987 Screening 56 No 100 0.00
Crane et al'®%/1984 Neurologic 145 Yes 0.65 0.98 0.88 0.94 0.16
Hooper et al'*/1984 Expanded 89  No 1.00 0.38 0.26  1.00 0.18
Levitan et al'®'/1984 Neurologic 55 Yes 0.73 1.00 1.00 091 0.27
Mintz et al'®%/1984 Neurologic 66  Yes 0.38 0.81 0.21 0.90 0.12
Tarver et al'*%/1984 Neurologic 323 Adenocarcinoma and 0.83 0.78 0.64 091 0.32
SCLC only
Johnson et al'®%/1983 Neurologic 84 No 0.83 0.81 042 097 0.14
Jennings et al'>%/1980 Screening 102 NR t 079 0.21
Butler et al'®*/1979 Screening 55  Yes 095 0.05
Jacobs et al'®/1977 Screening 50 Yes t 094 0.06
Summary 1,874 0.76 (0.61-0.87)  0.82(0.69-0.91) 0.52 0.94 0.13

*Not included by Silvestri et al.9

PPV could not be estimated because the study evaluated with neuroimaging only those patients in whom clinical examination findings were

negative.
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dering the test cost-ineffective.’>* Eighteen stud-
jes31.100,105,107-109,137,152,153,155.156,155-164  evaluated the
ability of clinical evaluation to detect brain metastases
in comparison to CT in 1,830 patients (Table 6). Nine
studies31.107.157,152,153,155.158,159.164 Jimited enrollment
to patients with a negative clinical evaluation. In
these studies, the median prevalence of brain metas-
tasis was 3% (range, 0 to 21%), and the median
predictive value of a negative clinical evaluation
finding was 97% (range, 79 to 100%). Nine other
studies!00-105.108,109.156.160-163 enrolled patients with
both positive and negative clinical evaluation findings.
In these studies, the median prevalence of brain me-
tastasis was higher (14%; range, 6 to 32%). The pooled
sensitivity and specificity were 76% (95% CI, 61 to
87%) and 82% (95% CI, 69 to 91%), respectively.

An association among brain metastases, N2 disease
in the chest, and adenocarcinoma histology has been
described.108:157.158 The rate of false-negative find-
ings on CT scans wherein patients return with brain
metastases within 12 months of the original scan is
reported to be 3%.15% False-positive scan results can
be a problem in up to 11% of patients due to brain
abscesses, gliomas, and other lesions!6%; therefore,
biopsy may be essential in patients in whom man-
agement is critically dependent on the histology of
the brain lesion.

MRI is more sensitive than CT scanning of the
brain and picks up more lesions and smaller le-
sions, 66 but in some studies!'®* this has not translated
into a clinically meaningful difference in terms of
survival. While studies show that MRI can identify
additional lesions in patients with metastases, there
are no studies that show that MRI is able to identify
more patients with metastases from lung cancer
compared to CT scanning. Therefore, CT scanning is
an acceptable modality for evaluating patients for
metastatic disease. If the primary lesion is more
advanced than TINOMO, MRI with contrast can
identify asymptomatic, verifiable metastases to the

brain in 22% of patients with NSCLC and surgically
resectable thoracic disease.'6” However, the use of
routine MRI in staging NSCLC patients with nega-
tive clinical evaluation findings has not been ade-
quately studied to date; a role in patients with large
cell carcinoma or stage I1T adenocarcinoma has been
suggested. 165

Many of the shortcomings of PET scans in imaging
the brain have been alluded to. In addition, perfor-
mance has been suboptimal, with sensitivity as low as
60%,25 and occasional false-negative imaging find-
ings of even sizable brain metastases.!® One study>°
has suggested that PET scanning with ''C-labeled
choline may be far superior to the usual '*F-FDG
PET scanning for imaging brain metastases. In gen-
eral, PET scanning is not considered to be reliable
for detecting brain metastases.

Detection of Bone Metastases

The problem of false-positive scan abnormalities
in radionuclide bone scintigraphy is particularly
nettlesome, owing to the frequency of degenera-
tive and traumatic skeletal damage and the dif-
ficulty in obtaining a definitive diagnosis via
follow-up imaging or biopsy. False-positive bone
imaging findings also occur with MRI, which may
be no more accurate than nuclear bone imaging.167
Eight studies examined the ability of the clinical
evaluation to detect bone metastases in 723 pa-
tients using bone scanning as the reference stan-
dard (Table 7).101-103105109137170171 Tywo  stud-
ies!'02.157 [imited enrollment to patients with negative
clinical evaluation findings. In one study'? that
included patients with both SCLC and NSCLC, the
prevalence and NPV were 16% and 84%, respec-
tively. In a subsequent study'” of patients with
NSCLC, the prevalence and NPV were 30% and
70%, respectively. Six studies!01.103.105.109.170.171 ey
rolled patients with both positive and negative clin-

Table 7—Utility of the Clinical Evaluation in Detecting Bone Metastases Using Radionuclide Bone Scanning as the
Reference Standard

Study/Year Patients, No. Histology Routine Scan? Sensitivity Specificity PPV NPV  Prevalence

Bilgin et al'*>/2002 90 NSCLC Yes 0.44 0.57 0.10  0.90 0.10
Michel et al'™/1991 110 NSCLC No 1.00 0.54 0.16  1.00 0.08
Tornyos et al'™/1991 50 NSCLC Yes 0.88 0.30 0.39  0.83 0.34
Salvatierra et al'®%/1990 146 NSCLC No 0.79 0.88 0.50  0.97 0.13
Osada et al'®7/1987 66 NSCLC Yes * 0.70 0.30
Turner and Haggithmz/lQSl 55 NSCLC/SCLC No * 0.84 0.16
Hooper et al'®'/1978 155 NSCLC/SCLC No 0.90 0.40 0.36  0.92 0.27
Ramsdell et al'%3/1977 51 NSCLC No 0.90 0.98 0.90 0.98 0.20

Summary 723 0.82 (0.57-0.94) 0.62 (0.32-0.85) 0.32  0.90 0.20

*PPV could not be estimated because the study evaluated with neuroimaging only those patients in whom the clinical examination findings were

negative.
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ical evaluation findings. In these studies, the median
prevalence of bone metastasis was 16% (range, 8 to
27%), and the pooled sensitivity and specificity were
87% and 67%, respectively.

Using radionuclide bone scanning as the reference
standard, the pooled negative predicted value of the
clinical assessment was 90% (95% CI, 86 to 93%).
The relatively high frequency of unsuspected posi-
tive scan findings has led some investigators!™ to
recommend routine bone scanning in all preopera-
tive patients. This concept is supported by the
results of a study!™ in which 27% of asymptomatic
patients were found to have skeletal metastases.
False-negative findings on a bone scan can also be a
problem, and in one series!”! skeletal metastases
developed within 1 year in 6% of patients who had an
initially negative bone scan result. PET scanning
appears to have excellent performance characteris-
tics in assessing bone metastases, with specificity,
sensitivity, NPV, PPV, and accuracy all exceeding
90%,28126 though false-positive and false-negative
findings are occasionally seen.2542131 The accuracy
of PET scanning surpassed that of radionuclide bone
scanning in two direct comparative studies.!7173

Pleural/Lung Metastases

The limited data suggest that PET scanning can be
useful in identifying lung metastases®®174 and malig-
nant pleural effusions!'™ 176 in NSCLC patients,
though much of the data pertains to nonpulmonary
malignancies. False-positive and false-negative find-
ings have occasionally been noted.30.175.177.178

RECOMMENDATIONS

7. For patients with either a known or sus-
pected lung cancer, a thorough clinical evalua-
tion similar to that listed in Table 4 should be
performed. Grade of recommendation, 1B

8. Patients with abnormal clinical evaluations
should undergo imaging for extrathoracic metas-
tases. Site-specific symptoms warrant a directed
evaluation of that site with the most appropriate
study (eg, head CT scanning/MRI plus either
whole-body PET scanning or bone scanning plus
abdominal CT scanning). Grade of recommenda-
tion, 1B

9. Routine imaging for extrathoracic metasta-
ses (eg, head CT scanning/MRI plus either whole-
body PET scanning or bone scanning plus abdom-
inal CT scanning) should be performed in
patients with clinical stage IIIA and IIIB disease
(even if they have negative clinical evaluation
findings). Grade of recommendation, 2C
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10. Patients with imaging study findings that
are consistent with distant metastases should
not be excluded from potentially curative treat-
ment without tissue confirmation or over-
whelming clinical and radiographic evidence of
metastases. Grade of recommendation, 1B

SUMMARY

CT scanning of the chest is useful in providing
anatomic detail that better identifies the location
of the tumor, its proximity to local structures, and
whether or not lymph nodes in the mediastinum
are enlarged. Unfortunately, the accuracy of chest
CT scanning in differentiating benign from malig-
nant lymph nodes in the mediastinum is unaccept-
ably low. Whole-body PET scanning provides
functional information on tissue activity, and has
much better sensitivity and specificity than chest
CT scanning for staging lung cancer in the medi-
astinum. In addition, distant metastatic disease
can be detected by PET scanning. Still, positive
findings on PET scans can occur as a result of
nonmalignant etiologies (eg, infections), so tissue
sampling to confirm suspected metastasis is usu-
ally required.

The clinical evaluation tool, that is, a thorough
history and physical examination, remains the best
predictor of distant metastatic disease. If the clinical
evaluation finding is negative, then imaging studies
such as CT scans of the head, bone scans, or abdominal
CT scans are unnecessary and the search for metastatic
disease is complete. If the signs, symptoms, or findings
from the physical examination suggest malignancy,
then sequential imaging, starting with the most appro-
priate study based on the clues obtained by the clinical
evaluation, should be performed.

Abnormalities detected by any of the aforemen-
tioned imaging studies are not always cancer. Unless
overwhelming evidence of metastatic disease is
present on an imaging study, and where it will make
a difference in treatment, all abnormal scan findings
require tissue confirmation of malignancy so that
patients are not denied the opportunity to have
potentially curative treatment.

SUMMARY OF RECOMMENDATIONS

1. For patients with either a known or
suspected lung cancer who are eligible for
treatment, a CT scan of the chest with
contrast including the upper abdomen

(liver and adrenal glands) should be per-

formed. Grade of recommendation, 1B
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2. In patients with enlarged discrete uation finding). Grade of recommendation,
mediastinal lymph nodes seen on CT scans 2C
(ie, > 1 cm on the short axis) and no 10. Patients with imaging study findings
evidence of metastatic disease, further that are consistent with distant metastases
evaluation of the mediastinum should be should not be excluded from potentially
performed prior to definitive treatment of curative treatment without tissue confirma-
the primary tumor. Grade of recommenda- tion or overwhelming clinical and radio-

tion, 1B

3. PET scanning to evaluate for medi-
astinal and extrathoracic staging should
be considered in patients with clinical 1A
lung cancer being treated with curative
intent. Grade of recommendation, 2C

4. Patients with clinical 1B-ITIB lung
cancer being treated with curative intent,
should undergo PET scanning (where
available) for mediastinal and extratho-
racic staging. Grade of recommendation, IB

5. In patients with an abnormal result
on FDG-PET scans, further evaluation of
the mediastinum with sampling of the ab-
normal lymph node should be performed
prior to surgical resection of the primary
tumor. Grade of recommendation, 1B

6. For patients with either a known or
suspected lung cancer who are eligible for
treatment, an MRI of the chest should not
be routinely performed for staging the
mediastinum. MRI may be useful in pa-
tients with NSCLC in whom there is con-
cern for involvement of the superior
sulcus or brachial plexus. Grade of recom-
mendation, 1B

7. For patients with either a known or
suspected lung cancer, a thorough clinical
evaluation similar to that listed in Table 4
should be performed. Grade of recommen-
dation, 1B

8. Patients with abnormal clinical eval-
uation findings should undergo imaging
for extrathoracic metastases. Site-specific
symptoms warrant a directed evaluation
of that site with the most appropriate
study (eg, head CT scanning/MRI plus
either whole-body PET scanning or bone
scanning plus abdominal CT scanning).
Grade of recommendation,1B

9. Routine imaging for extrathoracic
metastases (eg, head CT scanning/MRI
plus either whole-body PET scanning or
bone scanning plus abdominal CT scan-
ning) should be performed in patients
with clinical stage IIIA and IIIB disease
(even if they have a negative clinical eval-
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graphic evidence of metastases. Grade of
recommendation, 1B

—

10

11

12

13

14

REFERENCES

Darling GE. Staging of the patient with small cell lung
cancer. Chest Surg Clin N Am 1997; 7:81-94

Mountain CF. A new international system for staging lung
cancer. Chest 1986; 89(suppl):225s-233s

Mountain C. Revisions in the International System for
Staging Lung Cancer. Chest 1997; 111:1710-1717

Toloza E, Harpole L, McCrory DC. Noninvasive staging of
non-small cell lung cancer: a review of the current evidence.
Chest 2003(suppl):137s-146s

Cerfolio R], Bryant AS, et al. Improving the inaccuracies of
clinical staging of patients with NSCLC: a prospective trial.
Ann Thorac Surg 2005; 80:1207-1214

Pozo-Rodriquez F, Martin de Nicolas JL, Sanchez-Nistal
MA, et al. Accuracy of helical computed tomography and (18
F) flourodeoxyglucose positron emission tomography for
identifying lymph node mediastinal metastases in potentially
resectable non-small-cell lung cancer. | Clin Oncol 2005;
23:8348—-8356

Serra M, Cirera L, et al. Routine positron tomography
(PET) and selective mediastinoscopy is as good as routine
mediastinoscopy to rule out N2 disease in non-small cell
lung cancer (NSCLC) [abstract]. ] Clin Oncol 2006; 24:371s
Verhagen AFT, Bootsma GP, Tjan-Heijnen VCG, et al.
FDG-PET in staging lung cancer: how does it change the
algorithm? Lung Cancer 2004; 44:175-181

Bollen E, Goei R, Hof-Grootenboer B, et al. Interobserver
variability and accuracy of computed tomographic assess-
ment of nodal status in lung cancer. Ann Thorac Surg 1994;
58:158-162

Ratto GB, Frola C, Cantoni S, et al. Improving clinical
efficacy of computed tomographic scan in the preoperative
assessment of patients with non-small cell lung cancer.
] Thorac Cardiovasc Surg 1990; 99:416-425

Nomori H, Watanabe K, Ohtsuka T, et al. The size of
metastatic foci and lymph nodes yielding false-negative and
false-positive lymph node staging with positron emission
tomography in patients with lung cancer. ] Thorac Cardio-
vasc Surg 2004; 127:1087-1092

Takamochi K, Yoshida J, Murakami K, et al. Pitfalls in lymph
node staging with positron emission tomography in non-
small cell lung cancer patients. Lung Cancer 2005; 47:235—
242

Webb W, Gatsonis C, Zerhouni E, et al. CT and MR
imaging in staging non-small cell bronchogenic carcinoma:
report of the Radiologic Diagnostic Oncology Group. Radi-
Ology 1991; 178:705-713

Cole PH, Roszkowski A, Firouz-Abadi A, et al. Computer-
ised tomography does not predict N2 disease in patients with
lung cancer. Aust N Z | Med 1993; 23:688-691

Diagnosis and Management of Lung Cancer: ACCP Guidelines



15

16

—
-]

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

Jolly PC, Hutchinson CH, Detterbeck F, et al. Routine
computed tomographic scans, selective mediastinoscopy,
and other factors in evaluation of lung cancer. | Thorac
Cardiovasc Surg 1991; 102:266-270

McLoud T, Bourgouin P, Greenberg R, et al. Bronchogenic
carcinoma: analysis of staging in the mediastinum with CT
by correlative lymph node mapping and sampling. Radiology
1992; 182:319-323

7 Yokoi K, Okuyama A, Mori K, et al. Mediastinal lymph node

metastasis from lung cancer: evaluation with T1-201
SPECT-comparison with CT. Radiology 1994; 192:813-817
Primack SL, Lee KS, Logan PM, et al. Bronchogenic
carcinoma: utility of CT in the evaluation of patients with
suspected lesions. Radiology 1994; 193:795-800

Aaby C, Kristensen S, Nielsen SM. Mediastinal staging of
non-small-cell lung cancer: computed tomography and cer-
vical mediastinoscopy. ORL ] Otorhinolaryngol Relat Spec
1995; 57:279-285

Bury T, Dowlati A, Paulus P, et al. Whole-body 18FDG
positron emission tomography in the staging of non-small
cell lung cancer. Eur Respir | 1997; 10:2529-2534
Buccheri G, Biggi A, Ferrigno D, et al. Anti-CEA immu-
noscintigraphy and computed tomographic scanning in the
preoperative evaluation of mediastinal lymph nodes in lung
cancer. Thorax 1996; 51:359-363

Bury T, Paulus P, Dowlati A, et al. Staging of the mediasti-
num: value of positron emission tomography imaging in
non-small cell lung cancer. Eur Respir | 1996; 9:2560 2564
Gdeedo A, Van Schil P, Corthouts B, et al. Prospective
evaluation of computed tomography and mediastinoscopy in
mediastinal lymph node staging. Eur Respir | 1997; 10:
1547-1551

Vansteenkiste JF, Stroobants SG, Dupont PJ, et al. FDG-
PET scan in potentially operable non-small cell lung cancer:
do anatometabolic PET-CT fusion images improve the
localization of regional lymph node metastases? Eur | Nucl
Med 1998; 25:1495-1501

Vansteenkiste JF, Stroobants SG, De Leyn PR, et al. Lymph
node staging in non-small-cell lung cancer with FDG-PET
scan: a prospective study on 690 lymph node stations from
68 patients. | Clin Oncol 1998; 16:2142-2149

Suzuki K, Nagai K, Yoshida [, et al. Clinical predictors of N2
disease in the setting of a negative computed tomographic
scan in patients with lung cancer. ] Thorac Cardiovasc Surg
1999; 117:593-598

Saunders CAB, Dussek JE, O’'Doherty M]J, et al. Evaluation
of fluorine-18-fluorodeoxyglucose whole body positron
emission tomography imaging in the staging of lung cancer.
Ann Thorac Surg 1999; 67:790-797

Marom E, McAdams H, Erasmus J, et al. Staging non-small
cell lung cancer with whole-body PET. Radiology 1999;
212:803—-809

Takamochi K, Naga IK, Yoshida |, et al. The role of
computed tomographic scanning in diagnosing mediastinal
node involvement in non-small cell lung cancer. ] Thorac
Cardiovasc Surg 2000; 119:1135-1140

Pieterman RM, van Putten JWG, Meuzelaar J]J, et al
Preoperative staging of non-small-cell lung cancer with
positron-emission tomography. N Engl | Med 2000; 343:
254-261

Osada H, Kojima K, Tsukada H, et al. Cost-effectiveness
associated with the diagnosis and staging of non-small-cell
lung cancer. Jpn | Thorac Cardiovasc Surg 2001; 49:1-10
Kamiyoshihara M, Kawashima O, Ishikawa S, et al. Medias-
tinal lymph node evaluation by computed tomographic scan
in lung cancer. | Cardiovasc Surg 2001; 42:119-124
Dunagan DP, Chin R, McCain TW, et al. Staging by

www.chestjournal.org

Downloaded From: http://journal.publications.chestnet.or g/ on 01/30/2015

34

35

36

37

38

39

40

41

42

43

44

45

46

47

48

49

50

positron emission tomography predicts survival in patients
with non-small cell lung cancer. Chest 2001; 119:333-339
Wallace MB, Silvestri GA, Sahai AV, et al. Endoscopic
ultrasound-guided fine needle aspiration for staging patients
with carcinoma of the lung. Ann Thorac Surg 2001; 1861
1867

Poncelet AJ, Lonneux M, Coche E, et al. PET-FDG scan
enhances but does not replace preoperative surgical staging
in non-small cell lung carcinoma. Eur ] Cardiothorac Surg
2001; 20:468-474

Laudanski ], Kozlowski M, Niklinski J, et al. The preopera-
tive study of mediastinal lymph nodes metastasis in lung
cancer by endoscopic ultrasonography (EUS) and helical
computed tomography (CT). Lung Cancer 2001; 34:5123—
126

von Haag DW, Follette DM, Roberts PF, et al. Advantages
of positron emission tomography over computed tomogra-
phy in mediastinal staging of non-small cell lung cancer.
] Surg Res 2002; 103:160-164

Nosotti M, Santambrogio L, Gasparini M, et al. Role of
(99m)tc-hexakis-2-methoxy-isobutylisonitrile in the diagno-
sis and staging of lung cancer. Chest 2002; 122:1361-1364
Kiernan PD, Sheridan M], Lamberti |, et al. Mediastinal
staging of non-small cell lung carcinoma using computed
and positron-emission tomography. South Med | 2002;
95:1168-1172

Eggeling S, Martin T, Bottger |, et al. Invasive staging of
non-small cell lung cancer—a prospective study. Eur ] Car-
diothorac Surg 2002; 22:679-684

Schillaci OSA, Scopinaro F, Monteleone F, et al. Mediasti-
nal lymph node involvement in non-small cell lung cancer:
evaluation with 99mTc-tetrofosmin SPECT and comparison
with CT. ] Nucl Med 2003; 44:1219-1224

Reed CE, Harpole DH, Posther KE, et al. Results of the
American College of Surgeons Oncology Group Z0050 trial:
the utility of positron emission tomography in staging po-
tentially operable non-small cell lung cancer. | Thorac
Cardiovasc Surg 2003; 126:1943-1951

Kimura H, Iwai N, Ando S, et al. A prospective study of
indications for mediastinoscopy in lung cancer with CT
findings, tumor size, and tumor markers. Ann Thorac Surg
2003; 75:1734-1739

Kelly RF, Tran T, Holmstrom A, et al. Accuracy and
cost-effectiveness  of  [18F]-2-fluoro-deoxy-D-glucose-
positron emission tomography scan in potentially resectable
non-small cell lung cancer. Chest 2004; 125:1413-1423
Gould MK, Kuschner WG, Rydzak CE, et al. Test perfor-
mance of positron emission tomography and computed
tomography for mediastinal staging in patients with non-
small-cell lung cancer: a meta-analysis. Ann Intern Med
2003; 139:879-892

Dwamena B, Sonnad S, Angobaldo |, et al. Metastases from
non-small cell lung cancer: mediastinal staging in the 1990s;
meta-analytic comparison of PET and CT. Radiology 1999;
213:530-536

American Thoracic Society, European Respiratory Society.
Pretreatment evaluation of non-small cell lung cancer. Am |
Respir Crit Care Med 1997; 156:320-332

British Thoracic Society, Society of Cardiothoracic Surgeons
of GB, Ireland Working Party. Guidelines on the selection of
patients with lung cancer for surgery. Thorax 2001; 56:89—
106

Nolop K, Rhodes C, Brudin L, et al. Glucose utilization in
vivo by human pulmonary neoplasms. Cancer 1987; 60:
2682-2689

Weber G, Cantero A. Glucose-6-phosphatase activity in

CHEST /132 /3 / SEPTEMBER, 2007 SUPPLEMENT  197S



51

52

53

54

55

56

57

58

59

60

61

62

63

64

65

66

67

68

normal, pre-cancerous, and neoplastic tissues. Cancer Res
1955; 15:105-108

Wahl R, Hitchins GD, Buchsbaum D, et al. 18F-2 deoxy-2-
fluoro-D-glucose uptake into human tumor xenografts: fea-
sibility studies for cancer imaging with positron-emission
tomography. Cancer 1991; 67:1544 1550

Gupta NC, Graeber GM, Bishop HA. Comparative efficacy
of positron emission tomography with fluorodeoxyglucose in
evaluation of small (1 ¢m), intermediate (1 to 3 c¢m), and
large (>3 cm) lymph node lesions. Chest 2000; 117:773-778
Detterbeck FC, Falen S, Rivera MP, et al. Seeking a home
for a PET: part 2. Defining the appropriate place for
positron emission tomography imaging in the staging of
patients with suspected lung cancer. Chest 2004; 125:2300—
2308

Detterbeck FC, Falen S, Rivera MP, et al. Seeking a home
for a PET: part 1. Defining the appropriate place for
positron emission tomography imaging in the diagnosis of
pulmonary nodules or masses. Chest 2004; 125:2294 -2299
Kim BT, Kim Y, Lee KS, et al. Localized form of bronchi-
oloalveolar carcinoma: FDG PET findings. AR Am | Roent-
genol 1998; 170:935-939

Higashi K, Ueda Y, Seki H, et al. Fluorine-18-FDG PET
imaging is negative in bronchioloalveolar lung carcinoma.
] Nucl Med 1998; 39:1016-1020

Gupta NC, Maloof |, Gunel E. Probability of malignancy in
solitary pulmonary nodules using fluorine-18-FDG and
PET. | Nucl Med 1996; 37:943-948

Lardinois D, Weder W, Hany TF, et al. Staging of non-
small-cell lung cancer with integrated positron-emission
tomography and computed tomography. N Engl | Med
2003; 348:2500-2507

Wahl RL, Quint LE, Greenough RL, et al. Staging of
mediastinal non-small cell lung cancer with FDG PET, CT,
and fusion images: preliminary prospective evaluation. Ra-
diology 1994; 191:371-377

Chin RJ, Ward R, Keyes JW, et al. Mediastinal staging of
non-small-cell lung cancer with positron emission tomogra-
phy. Am ] Respir Crit Care Med 1995; 152:2090-2096
Scott W], Gobar LS, Terry JD, et al. Mediastinal lymph
node staging of non-small-cell lung cancer: a prospective
comparison of computed tomography and positron emission
tomography. | Thorac Cardiovasc Surg 1996; 111:642—648
Sazon DA, Santiago SM, Soo Hoo GW, et al.
Fluorodeoxyglucose-positron emission tomography in the
detection and staging of lung cancer. Am ] Respir Crit Care
Med 1996; 153:417-421

Steinert HC, Hauser M, Allemann F, et al. Non-small cell
lung cancer: nodal staging with FDG PET versus CT with
correlative lymph node mapping and sampling. Radiology
1997; 202:441-446

Guhlmann A, Storck M, Kotzerke J, et al. Lymph node
staging in non-small cell lung cancer: evaluation by [18F]
FDG positron emission tomography (PET). Thorax 1997,
52:438—-441

Magnani P, Carretta A, Rizzo G, et al. FDG/PET and spiral
CT image fusion for mediastinal lymph node assessment of
non-small cell lung cancer patients. ] Cardiovasc Surg 1999;
40:741-748

Roberts PF, Follette DM, von Haag D, et al. Factors
associated with false-positive staging of lung cancer by
positron emission tomography. Ann Thorac Surg 2000;
70:1154-1160

Liewald F, Grosse S, Storck M, et al. How useful is positron
emission tomography for lymph node staging in non-small-
cell lung cancer? Thorac Cardiovasc Surg 2000; 48:93-96
Farrell MA, McAdams HP, Herndon JE, et al. Non-small

198S

Downloaded From: http://journal.publications.chestnet.or g/ on 01/30/2015

69

70

71

72

73

74

75

76

78

79

80

81

82

83

84

85

cell lung cancer: fDG PET for nodal staging in patients with
stage I disease. Radiology 2000; 215:886—890

Tatsumi M, Yutani K, Nishimura T. Evaluation of lung
cancer by 99mTc-tetrofosmin SPECT: comparison with
[18F]JFDG-PET. ] Comput Assist Tomogr 2000; 24:574—
580

Changlai SP, Tsai SC, Chou MC, et al. Whole body 18F-2-
deoxyglucose positron emission tomography to restage non-
small cell lung cancer. Oncol Rep 2001; 8:337-339
Vesselle H, Pugsley JM, Vallieres E, et al. The impact of
fluorodeoxyglucose F 18 positron-emission tomography on
the surgical staging of non-small cell lung cancer. | Thorac
Cardiovasc Surg 2002; 124:511-519

Kernstine KH, Mclaughlin KA, Menda Y, et al. Can FDG-
PET reduce the need for mediastinoscopy in potentially
resectable nonsmall cell lung cancer? Ann Thorac Surg
2002; 73:394—-401

Zimny M, Hochstenbag M, Lamers R, et al. Mediastinal
staging of lung cancer with 2-[fluorine-18]-fluoro-2-deoxy-
D-glucose positron emission tomography and a dual-head
coincidence gamma camera. Eur Radiol 2003; 13:740-747
Konishi J, Yamazaki K, Tsukamoto E, et al. Mediastinal
lymph node staging by FDG-PET in patients with non-small
cell lung cancer: analysis of false-positive FDG-PET find-
ings. Respiration 2003; 70:500-506

Gonzalez-Stawinski GV, Lemaire A, Merchant F, et al. A
comparative analysis of positron emission tomography and
mediastinoscopy in staging non-small cell lung cancer.
J Thor Cardiovasc Surg 2003; 126:1900-1905
Fritscher-Ravens A, Bohuslavizki KH, Brandt L, et al.
Mediastinal lymph node involvement in potentially resect-
able lung cancer: comparison of CT, positron emission
tomography, and endoscopic ultrasonography with and with-
out fine-needle aspiration. Chest 2003; 123:442—451
Demura Y, Tsuchida T, Ishizaki T, et al. ISF-FDG accumu-
lation with PET for differentiation between benign and
malignant lesions in the thorax. | Nucl Med 2003; 44:540—
548

Halpern BS, Schiepers C, Weber WA, et al. Presurgical
staging of non-small cell lung cancer: positron emission
tomography, integrated positron emission tomography/CT,
and software image fusion. Chest 2005; 128:2289-2297
MacManus MP, Hicks R], Matthews JP, et al. High rate of
unsuspected distant metastases by PET in apparent stage 11
non-small-cell lung cancer: implications for radical radiation
therapy. Int ] Radiat Oncol Biol Phys 2001; 50:287-293
van Tinteren H, Hoekstra O, Smit E, et al. Effectiveness of
positron emission tomography in the preoperative assess-
ment of patients with suspected non-small cell lung cancer:
the PLUS Multicentre Randomised Trial. Lancet 2002;
359:1388-1393

Dietlein M, Weber K, Gandjour A, et al. Cost-effectiveness
of FDG-PET for the management of potentially operable
non-small cell lung cancer: priority for a PET-based strategy
after nodal-negative CT results. Eur | Nucl Med 2000;
27:1598-1609

Spiro SG, Porter JC. Lung cancer: where are we today?
Current advances in staging and nonsurgical treatment.
Am ] Respir Crit Care Med 2002; 166:1166-1196

Scott W, Shepherd ], Gambhir S. Cost-effectiveness of
FDG-PET for staging non-small cell lung cancer: a decision
analysis. Ann Thorac Surg 1998; 66:1876-1883

Antoch G, Stattaus ], Nemat AT, et al. Non-small cell lung
cancer: dual modality PET/CT in preoperative staging.
Radiology 2003; 229:526-533

Roman MR, Rossleigh MA, Angelides S, et al. Staging and
managing lung tumors using F-18 FDG coincidence detec-

Diagnosis and Management of Lung Cancer: ACCP Guidelines



86

S7

88

89

90

91

92

93

94

95

96

97

98

99

100

101

102

103

104

105

106

tion. Clin Nucl Med 2001; 26:383-388

Crisci R, Di Cesare E, Lupattelli L, et al. MR study of N2
disease in lung cancer: contrast-enhanced method using
gadolinium-DTPA. Eur | Cardiothorac Surg 1997; 11:214—
217

Kernstine K, Stanford W, Mullen B, et al. PET, CT, and
MRI with Combidex for mediastinal staging in non-small
cell lung carcinoma. Ann Thorac Surg 1999; 68:1022-1028
Padovani B, Mouroux |, Seksik L, et al. Chest wall invasion
by bronchogenic carcinoma: evaluation with MR imaging.
Radiology 1993; 187:33-38

Heelan R, Demas B, Caravelli ], et al. Superior sulcus
tumors: CT and MR imaging. Radiology 1989; 170:637—641
Manfredi R, Pirronti T, Bonomo L, et al. Accuracy of
computed tomography and magnetic resonance imaging in
staging bronchogenic carcinoma. MAGMA 1996; 4:257-262
Shiotani S, Sugimura K, Sugihara M, et al. Diagnosis of
chest wall invasion by lung cancer: useful criteria for exclu-
sion of the possibility of chest wall invasion with MR
imaging. Radiat Med 2000; 20:697-713

Silvestri G, Littenberg B, Colice G. The clinical evaluation
for detecting metastatic lung cancer: a meta-analysis. Am J
Respir Crit Care Med 1995; 152:225-230

Osaki T, Oyama T, Gu CD, et al. Prognostic impact of
micrometastatic tumor cells in the lymph nodes and bone
marrow of patients with completely resected stage 1 non-
small-cell lung cancer. ] Clin Oncol 2002; 20:2930—-2936
Passlick B. Initial surgical staging of lung cancer. Lung
Cancer 2003; 42(suppl):S21-S25

Cote R], Beattie EJ, Chaiwun B, et al. Detection of occult
bone marrow micrometastases in patients with operable
lung cancer. Ann Surg 1995; 222:415-423

Ohgami A, Mitsudomi T, Sugio K, et al. Micrometastatic
tumor cells in the bone marrow of patients with non-small-
cell lung cancer. Ann Thorac Surg 1997; 64:363-367
Pantel K, Izbicki |, Passlick B, et al. Frequency and prog-
nostic significance of isolated tumour cells in bone marrow
of patients with non-small-cell lung cancer. Lancet 1996;
347:649-653

Jiao X, Krasna MJ. Clinical significance of micrometastasis in
lung and esophageal cancer: a new paradigm in thoracic
oncology. Ann Thorac Surg 2002; 74:278-284

Arriagada R, Bergman B, Dunant A, et al. International
Adjuvant Lung Cancer Trial Collaborative Group: cisplatin-
based adjuvant chemotherapy in patients with completely
resected non-small-cell lung cancer. N Engl | Med 2004;
350:351-360

Hooper RG, Tenholder MF, Underwood, et al. Computed
tomographic scanning in initial staging of bronchogenic
carcinoma. Chest 1984; 85:774—777

Hooper RG, Beechler CR, Johnson MC. Radioisotope
scanning in the initial staging of bronchogenic carcinoma.
Am Rev Respir Dis 1978; 118:279-286

Turner P, Haggith JW. Preoperative radionuclide scanning
in bronchogenic carcinoma. Chest 1981; 75:291-294
Ramsdell JW, Peters RM, Taylor AT, et al. Multiorgan scans
for staging lung cancer: correlation with clinical evaluation.
] Thorac Cardiovasc Surg 1977; 73:653-659

Tanaka K, Kubota K, Kodama T, et al. Extrathoracic staging
is not necessary for non-small-cell lung cancer with clinical
stage T1-2 NO. Ann Thorac Surg 1999; 68:1039-1042
Bilgin S, Yilmaz A, Ozdemir F, et al. Extrathoracic staging of
non-small cell bronchogenic carcinoma: relationship of the
clinical evaluation to organ scans. Respirology 2002; 7:57—61
Silvestri GA, Lenz JE, Harper SN, et al. The relationship of
clinical findings to CT scan evidence of adrenal gland

www.chestjournal.org

Downloaded From: http://journal.publications.chestnet.or g/ on 01/30/2015

107

108

109

110

111

112

113

114

115

116

117

118

119

120

121

122

123

124

125

metastases in the staging of bronchogenic carcinoma. Chest
1992; 102:1748-1751

Grant D, Edwards D, Goldstraw P. Computed tomography
of the brain, chest, and abdomen in the preoperative
assessment of non-small cell lung cancer. Thorax 1988;
43:883—-886

Tarver RD, Richmond BD, Klatte EC. Cerebral metastases
from lung carcinoma: neurological and CT correlation work
in progress. Radiology 1984; 153:689—-692

Salvatierra A, Baamonde C, Llamas JM, et al. Extrathoracic
staging of bronchogenic carcinoma. Chest 1990; 97:1052—
1058

Hillers T, Sauve M, Guyatt G. Analysis of published studies
on the detection of extrathoracic metastases in patients
presumed to have operable non-small cell lung cancer.
Thorax 1994; 49:14-19

Herder GJ, Verboom P, Smit EF, et al. Practice, efficacy
and cost of staging suspected non-small-cell lung cancer: a
retrospective study in two Dutch hospitals. Thorax 2002;
57:11-14

Pagani |]. Non-small cell lung carcinoma adrenal metastases-
computed tomography and percutaneous needle biopsy in
their diagnosis. Cancer 1984; 53:1058-1060

Allard P, Yankaskas BC, Fletcher RH, et al. Sensitivity and
specificity of computed tomography for the detection of
adrenal metastatic lesions among 91 autopsied lung cancer
patients. Cancer 1990; 66:457—462

Quinn DL, Ostrow LB, Porter DK, et al. Staging of
non-small cell bronchogenic carcinoma - relationship of the
clinical evaluation to organ scans. Chest 1986; 89:270-275
Guyatt GH, Cook DJ, Griffith LE, et al. Surgeons’ assess-
ment of symptoms suggesting extrathoracic metastases in
patients with lung cancer. Ann Thorac Surg 1999; 68:309—
315

Shahidi H, Kvale PA. Long-term survival following surgical
treatment of solitary brain metastasis in non-small cell lung
cancer. Chest 1996; 109:271-276

Urchel JD, Finley RK, Takita H. Long-term survival after
bilateral adrenalectomy for metastatic lung cancer: a case
report. Chest 1997; 112:848-850

Ichinose Y, Hara N, Ohta M, et al. Preoperative examination
to detect distant metastases is not advocated for asymptom-
atic patients with stages I and II non-small cell lung cancer:
preoperative examination for lung cancer. Chest 1989; 96:
1104-1109

Hatter ], Hohman L], Mosca RS, et al. Preopertive evalua-
tion of stage I and stage II non-small-cell lung cancer. Ann
Thorac Surg 1994; 58:1738-1741

Canadian Lung Oncology Group. Investigating extrathoracic
metastatic disease in patients with apparently operable lung
cancer. Ann Thorac Surg 2001; 71:425-433

Graeber GM, Gupta NC, Murray GF. Positron emission
tomographic imaging with fluorodeoxyglucose is efficacious
in evaluating malignant pulmonary disease. ] Thorac Car-
diovasc Surg 1999; 117:719-727

Gupta N, Graeber G, Rogers | 2nd, et al. Comparative
efficacy of positron emission tomography with FDG and
computed tomographic scanning in preoperative staging of
non-small cell lung cancer. Ann Surg 1999; 229:286-291
Verboom P, Herder GJ, Hoekstra OS, et al. Staging of
non-small-cell lung cancer and applecation of FDG-PET: a
cost modeling approach. Int J Technol Assess Health Care
2002; 18

Weder W, Schmid RA, Bruchhaus H, et al. Detection of
extrathoracic metastases by positron emission tomography in
lung cancer. Ann Thorac Surg 1998; 66:886—893

Erasmus J, Patz E Jr, McAdams H, et al. Evaluation of

CHEST /132 /3 / SEPTEMBER, 2007 SUPPLEMENT ~ 199S



adrenal masses in patients with bronchogenic carcinoma
using 18F-fluorodeoxyglucose positron emission tomogra-
phy. AJR Am ] Roentgenol 1997; 168:1357-1360

126 Bury T, Barreto A, Daenen F, et al. Flourine-18 deoxyglu-
cose positron emission tomography for the detection of bone
metastases in patients with non-small-cell lung cancer. Eur
] Nucl Med 1998; 25:1244-1247

127 Larcos G, Maisey MN. FDG-PET screening for cerebral
metastases in patients with suspected malignancy. Nucl Med
Commun 1996; 212:803—-809

128 Hicks R, Kalff V, MacManus M, et al. 'SF-FDG PET
provides high-impact and powerful prognostic stratification
in staging newly diagnosed non-small cell lung cancer.
] Nucl Med 2001; 42:1596-1604

129 Valk PE, Pounds TR, Tesar RD, et al. Cost-effectiveness of
PET imaging in clinical oncology. Nucl Med Biol 1996;
23:737-743

130 Verboom P, Van Tinteren H, Hoekstra OS, et al. Cost-
effectiveness of FDG-PET in staging non-small-cell lung
cancer: the PLUS study. Eur ] Nucl Med Mol Imaging 2003;
30:1444-1449

131 Stroobants SG, D’Hoore I, Dooms C, et al. Additional value
of whole-body fluorodeoxyglucose positron emission tomog-
raphy in the detection of distant metastases of non-small-cell
lung cancer. Clin Lung Cancer 2003; 4:242-247

132 Hany TF, Steinert HC, Goerres GW, et al. PET diagnostic
accuracy: improvement with in-line PET-CT system; initial
results. Radiology 2002; 225:575-581

133 Nielson ME, Heaston DK, Dunnick NR, et al. Preoperative
CT evaluation of adrenal glands in non-small cell broncho-
genic carcinoma. AJR Am | Roentgenol 1982; 139:317-320

134 Chapman GS, Kumar D, Redmond J, et al. Upper abdom-
inal computerized tomography scanning in staging non-small
cell lung carcinoma. Cancer 1984; 54:1541-1543

135 Pearlberg JL, Sandler MA, Beute GH, et al. TINOMO
bronchogenic carcinoma: assessment by CT. Radiology
1985; 157:187-190

136 Heavey LR, Glazer GM, Gross BH, et al. The role of CT in
staging radiographic TINOMO lung cancer. AJR Am |
Roentgenol 1986; 146:285-290

137 Osada H, Nakajima Y, Taira Y, et al. The role of mediastinal
and multi-organ CT scans in staging presumable surgical
candidates with non-small-cell lung cancer. Jpn | Surg 1987;
17:362-368

138 Mirvis SE, Whitley NO, Aisner J, et al. Abdominal CT in the
staging of small-cell carcinoma of the lung: incidence of
metastases and effect on prognosis. AJR Am ] Roentgenol
1987; 148:845-847

139 Whittlesey D. Prospective computed tomographic scanning
in the staging of bronchogenic cancer. | Thorac Cardiovasc
Surg 1988; 95:876-882

140 Ettinghausen SE, Burt ME. Prospective evaluation of uni-
lateral adrenal masses in patients with operable non-small
cell lung cancer. J Clin Oncol 1991; 9:1462-1466

141 Miralles TG, Gosabez F, de Lera |, et al. Percutaneous fine
needle aspiration biopsy cytology of the liver for staging
small cell lung carcinoma: comparison with other methods.
Acta Cyto] 1993; 37:499-502

142 Goerg C, Schwerk WB, Wolf M, et al. Adrenal masses in
lung cancer: sonographic diagnosis and follow-up. Eur |
Cancer 1992; 28A:1400-1403

143 Oliver T Jr, Bernardino M, Miller J, et al. Isolated adrenal
masses in non-small cell bronchogenic carcinoma. Radiology
1984; 153:217-218

144 Burt M, Heelan R, Coit D, et al. Prospective evaluation of
unilateral adrenal masses in patients with operable non-
small cell lung cancer: impact of magnetic resonance imag-

200S

Downloaded From: http://journal.publications.chestnet.or g/ on 01/30/2015

145

146

—
'S

148

149

150

151

152

153

154

155

156

157

158

159

160

161

162

163

164

ing. | Thorac Cardiovasc Surg 1994; 107:584-588
Eggesbo HB, Hansen G. Clinical impact of adrenal expan-
sive lesions in bronchial carcinoma. Acta Radiol 1996;
37:343-347

Boland GW, Goldberg MA, Lee M], et al. Indeterminate
adrenal mass in patients with cancer: evaluation at PET with
2-(F-18)-fluoro-2-deoxy-D-glucose. Radiology 1995; 194:
131-134

7 Gillams A, Roberts CM, Shaw P, et al. The value of CT

scanning and percutaneous fine needle aspiration of adrenal
masses in biopsy-proven lung cancer. Clin Radiol 1992;
46:18-22

Macari M, Rofsky NM, Naidich DP, et al. Non-small cell
lung carcinoma: usefulness of unenhanced helical CT of the
adrenal glands in an unmonitored environment. Radiology
1998; 209:807—-881

Porte HL, Ernst O], Delebecq T, et al. Is computed
tomography guided biopsy still necessary for the diagnosis of
adrenal masses in patients with resectable non-small cell
lung cancer. Eur ] Cardiothorac Surg 1999; 15:597-601
Heinz-Peer G, Honigschnabi S, Schneider B, et al. Charac-
terization of adrenal masses using MR imaging with his-
topathologic correlation. AJR Am ] Roentgenol 1999; 173:
15-22

Gross MD, Shapiro B, Bouffard JA, et al. Distinguishing
benign from malignant euadrenal masses. Ann Intern Med
1988; 109:613-618

Butler AR, Leo JS, Lin JP, et al. The value of routine cranial
computed tomography in neurologically intact patients with
primary carcinoma of the lung. Radiology 1979; 131:339—
401

Cole JFH, Thomas JE, Wilcox AB, et al. Cerebral imaging in
the asymptomatic preoperative bronchogenic carcinoma pa-
tient: is it worthwhile? Ann Thorac Surg 1994; 57:838—840
Colice GL, Birkmeyer JD, Black WC, et al. Cost-effectiveness
of head CT in patients with lung cancer without clinical
evidence of metastases. Chest 1995; 108:1264-1271

Jacobs L, Kinkel WR, Vincent RG. ‘Silent’ brain metastasis
from lung carcinoma determined by computerized tomog-
raphy. Arch Neurol 1977; 77:690—693

Mintz BJ, Turhim S, Alexander S, et al. Intracranial metas-
tases in the initial staging of bronchogenic carcinoma. Chest
1984; 86:850-853

Ferrigno D, Buccheri G. Cranial computed tomography as a
part of the initial staging procedures for patients with
non-small cell lung cancer. Chest 1994; 106:1025-1029
Kormas P, Bradshaw |, Jeyasingham K. Preoperative com-
puted tomography of the brain in non-small cell broncho-
genic carcinoma. Thorax 1992; 47:106—108

Jennings EC, Aungst CW, Yatco R. Asymptomatic patients
with primary carcinoma; computerized axial tomography
Study. N Y State | Med 1980; 80:1096-1098

Johnson DH, Windham WW, Allen JH, et al. Limited value
of CT brain scans in the staging of small cell lung cancer.
AJR Am ] Roentgenol 1983; 140:37-40

Levitan N, Hong WK, Byrne RE, et al. Role of computer-
ized cranial tomography in the staging of small cell carci-
noma of the lung. Cancer Treat Rep 1984; 68:1375-1377
Crane JM, Nelson M]J, Thde DC, et al. A comparison of
computed tomography and radionuclide scanning for detec-
tion of brain metastases in small cell lung cancer. J Clin
Oncol 1984; 2:1017-1024

Habets JM, van Oosterhout AG, ten Velde GP, et al
Diagnostic value of CT in the detection of brain metastasis
in small cell lung cancer patients. | Belge Radiol 1992;
75:179-181

Yokio K, Kamiya N, Matsuguma H, et al. Detection of brain

Diagnosis and Management of Lung Cancer: ACCP Guidelines



165

166

167

168

173

174

‘metastasis in potentially operable non-small cell lung can-
cer: a comparison of CT and MRI. Chest 1999; 115:714-719
Patchell R, Tibbs P, Walsh J, et al. A randomized trial of
surgery in the treatment of single metastases to the brain.
N Engl] Med 1990; 322:494-500

Davis PC, Hudgins PA, Peterman SB, et al. Diagnosis of
cerebral metastases: double-dose delayed CT vs contrast-
enhanced MR imaging. AJR Am | Roentgenol 1991; 156:
1039-1046

Earnest F, Ryu ], Miller G, et al. Suspected non-small cell
lung cancer: incidence of occult brain and skeletal metasta-
ses and effectiveness of imaging for detection: pilot study.
Radiology 1999; 211:137-145

Hochstenbag MM, Twijnstra A, Hofman P, et al. MR-
imaging of the brain of neurologic asymptomatic patients
with large cell or adenocarcinoma of the lung: does it
influence prognosis and treatment? Lung Cancer 2003;
42:189-193

Griffeth LK, Rich KM, Dehdashti F, et al. Brain metastases
from non-central nervous system tumors: evaluation with
PET. Radiology 1993; 186:37—44

Tornyos K, Garcia O, Karr B, et al. A correlation study of bone
scanning with clinical and laboratory findings in the staging of
non-small cell lung cancer. Clin Nucl Med 1991; 16:107-109
Michel F, Soler M, Imhof E, et al. Initial staging of
non-small cell lung cancer; value of routine radioisotope
bone scanning. Thorax 1991; 46:469-473

Schirrmeister H, Arslandemir C, Glatting G, et al. Omission
of bone scanning according to staging guidelines leads to
futile therapy in non-small cell lung cancer. Eur | Nucl Med
Mol Imaging 2004; 31:964-968

Hsia TC, Shen YY, Yen RF, et al. Comparing whole body
18F-2-deoxyglucose positron emission tomography and
technetium-99m methylene diophosphate bone scan to de-
tect bone metastases in patients with non-small cell lung
cancer. Neoplasma 2002; 49:267-271

Carretta A, Ciriaco P, Canneto B, et al. Therapeutic strategy

www.chestjournal.org

Downloaded From: http://journal.publications.chestnet.or g/ on 01/30/2015

175

176

177

178

179

180

181

182

183

in patients with non-small cell lung cancer associated to
satellite pulmonary nodules. Eur | Cardiothorac Surg 2002;
21:1100-1104

Erasmus JJ, McAdams HP, Rossi SE, et al. FDG PET of
pleural effusions in patients with non-small cell lung cancer.
AJR Am ] Roentgenol 2000; 175:245-249

Gupta NC, Rogers |S, Graeber GM, et al. Clinical role of
F-18 fluorodeoxyglucose positron emission tomography im-
aging in patients with lung cancer and suspected malignant
pleural effusion. Chest 2002; 122:1918-1924

Duysinx B, Nguyen D, Louis R, et al. Evaluation of pleural
disease with 18-fluorodeoxyglucose positron emission to-
mography imaging. Chest 2004; 125:489-493

Berlangieri SU, Scott AM, Knight SR, et al. F-18 fluorode-
oxyglucose position emission tomography in the non-inva-
sive staging of non-small cell lung cancer. Eur J Cardiotho-
rac Surg 1999; 16(suppl):S25-S30

Kobayashi |, Kitamura S. Evaluation of lymph nodes on
computed tomography images in epidermoid lung cancer.
Intern Med 1995; 34:507-513

Seely JM, Mayo JR, Miller RR, et al. T1 lung cancer:
prevalence of mediastinal modal metastases and diagnostic
accuracy of CT. Radiology 1993; 186:129-132

Izbicki JR, Thetter O, Karg O, et al. Accuracy of computed
tomographic scan and surgical assessment for staging of
bronchial carcinoma: a prospective study. | Thorac Cardio-
vasc Surg 1992; 104:413-420

Yasukawa T, Yoshikawa K, Aoyagi H, et al. Usefulness of
PET with "C-methionine for the detection of hilar and
mediastinal lymph node metastasis in lung cancer. | Nucl
Med 2000; 41:283-290

Sasaki M, Ichiya Y, Kuwabara Y, et al. The usefulness of
FDG positron emission tomography for the detection of
mediastinal lymph node metastases in patients with non-
small cell lung cancer: a comparative study with x-ray
computed tomography. Eur | Nucl Med 1996; 23:741-747

CHEST /132 /3 / SEPTEMBER, 2007 SUPPLEMENT ~ 201S



