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Abstract
Introduction. Lung cancer is the leading cause of death from cancer in developed countries. Radiological imaging methods
are the basic methods in early diagnosis of this disease. TNM classification is a very important tool for optimal treatment in
non-small lung cancer (NSCLC). Conventional radiological techniques allow the evaluation of the stage on the basis of
anatomical changes only, while PET-CT provides information about the biochemical processes that may precede anatomical
changes. The aim of this study was to compare the accuracy and sensitivity of CT and PET-CT in the staging of NSCLC.
Material and methods. The study was conducted on a group of 99 patients with NSCLC diagnosed at the National
Tuberculosis and Lung Diseases Research Institute in the period from January 2008 to May 2010. CT and PET-CT were
performed in all patients. Histological or cytological examination of the material obtained from biopsy, bronchoscopy,
mediastinoscopy, and intraoperatively was the reference test. TNM classification was performed independently after CT
and PET-CT.
Results and conclusions. It has been shown that PET-CT is a more accurate and sensitive method than CT in the staging
process in NSCLC. PET-CT allowed the correct classification of the T, N, M, and total  TNM  in, respectively, 97%,  95%, 99%,
and 89% of cases, while for CT it was, respectively,  95%, 84%, 84%, and 68% (p = 0.0002).
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Introduction

High mortality in lung cancer patients makes
it one of the most significant healthcare issues in
most countries. Lung cancer is the most common
malignancy and causes most malignancy-related
deaths worldwide [1–4]. No significant improve-
ment in therapy outcome has been obtained as yet,
despite constant progress in diagnostics and treat-
ment [5–9]. Five-year overall survival rate for lung
cancer patients in the USA is currently 16%, whe-
reas in Europe the respective index is 10%. Poland
is one of the countries with highest incidence and
mortality rates due to this disease.

The rate of increase in both morbidity and
mortality due to lung cancer has been slowing
down in the last decade as compared to previous
ones. There are many factors implicated in incre-
asing incidence of the disease, including, in first
place, widespread tobacco smoking. Increasing life
expectancy, industry-related environmental pollu-
tion, genetic factors, and dietary habits also play
important roles in the etiology of lung cancer.

Differences in incidence of lung cancer de-
pend on age, sex, ethnic background, and geogra-
phical location. The choice of therapeutic strategy
and prognosis in non-small lung cancer (NSCLC)
depend on disease stage.

In the 1990s, studies on low-dose computed
tomography (CT) in early detection of lung cancer
in high-risk patients were initiated. Similary to
classical radiological modalities, low emission dose
CT permits detection of smaller and less advanced
lesions. Preliminary data from studies on low-dose
CT screening for lung cancer showed similar mor-
tality rates to non-screened patients, with 4.4 de-
aths per 1,000 persons per year [10, 11].

Screening yields a high percentage of false
positive results, which in turn lead to many unne-
cessary invasive procedures [12].

However, one of the most recent publications
showed a decrease in mortality in patients screened
by low dose CT, which may change earlier views
on the issue [13].

The TNM classification (tumour, node, meta-
stasis), defined by the American Joint Committee
on Cancer (AJCC), is a tool of utmost importance
in prognostic assessment and choice of optimal the-
rapeutic strategy. Adequate diagnostic procedures
performed according to the TNM principles for
NSCLC are crucial for best treatment outcomes.

The TNM classification is based on assessment
of tumour size, involvement of regional lymph
nodes, and presence of distant metastases. In
NSCLC, surgery is performed in stages IA, IB, IIA,

and IIB disease as well as in selected patients with
stage IIIA disease.

Computed tomography (CT) is a technique
applied for NSCLC staging on a routine basis, ena-
bling accurate assessment of tumour size, status of
regional lymph nodes, and potential distant meta-
stases within the investigated anatomical areas.
The role of CT is, however, limited in the assess-
ment of mediastinal lymph nodes since morpho-
logical staging criteria, based on measurement of
lymph node dimensions, include no information
on the potential presence of so-called micrometa-
stases. Evaluation of lymph node groups is curren-
tly performed using positron emission tomography
(PET) in lung cancer patients with CT-negative
mediastinal lymph nodes under qualification for
surgery. This modality enables detection of meta-
stases in normally-sized mediastinal lymph nodes.
The PET-CT scanning combines the advantages of
modalities, permitting accurate anatomical asses-
sment and a more sensitive evaluation of metabo-
lic tissue activity. This method provides informa-
tion on biochemical phenomena that may precede
the appearance of identifiable anatomical lesions.
Combined PET-CT scanning began to replace in-
dependent CT and PET assessments from 2001.

The aim of the study was to compare the dia-
gnostic accuracy of multidetector-row computed
tomography and PET-CT in staging of lung cancer.

Material and methods

The study population included 99 patients
with NSCLC (tumour size of more than10 mm),
diagnosed in the National Tuberculosis and Lung
Diseases Research Institute in Warsaw between
January 2008 and May 2010. Staging was perfor-
med according to the principles of the 6th edition
of the TNM classification, which was edited in
2007. The PET-CT investigations were performed
in two institutions: Euromedic, Warsaw (centre A;
GE Discovery STE device) and the Department of
Nuclear Medicine of the Medical University of
Warsaw (centre B; Siemens Biograph Truepoint64
device). Radiopharmaceutical fluoro- 2deoxy-D-
glucose (FDG) was administered intravenously in
each patient prior to PET-CT scanning. The measu-
red activity of FDG was 320–400 MBq in centre A
and 250–450 MBq in centre B.

Radiopharmaceuticals were administered 45
minutes prior to PET-CT scanning in centre A and
60 minutes before onset of the procedure in centre
B. An additional scanning session (so-called delay-
ed scan) was performed in selected patients dia-
gnosed in centre B; this scanning covered thoracic
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field only and was performed after 120 minutes.
Standardized uptake value (SUVmax) in the tumo-
ur was assessed during the PET-CT scan. Additio-
nal measurements of SUVmax 120 minutes after
administration of radiopharmaceutical were per-
formed in 25/27 patients (92.6%) at centre B. Thre-
shold value for benign lesions was set at or below
2.5, as described in the literature. The results of
the PET-CT scanning were evaluated by speciali-
sts in nuclear medicine.

Single phase CT scanning after contrast me-
dium administration, using spiral scanning tech-
nique, was performed in all the studied patients.
All thoracic CT scans were taken at the National
Tuberculosis and Lung Diseases Research Institu-
te in Warsaw using the Siemens Somatom Sensa-
tion 16-detector-row device, and evaluated by spe-
cialists in radiology.

The TNM classification was assigned inde-
pendently after PET-CT and CT. The result of
the histopathological tissue examination was
used for reference in each patient. Tissue and
cell samples for morphological evaluation were
obtained through mediastinoscopy and endo-
bronchial ultrasound-guided transbronchial
needle aspiration (EBUS-TBNA) and/or from
intraoperative sampling (so-called frozen sec-
tion). All samples were evaluated by speciali-
sts in pathomorphology.

The combined radiological staging data were
then compared with histopathological findings,
and basic diagnostic accuracy parameters were
calculated for PET-CT and CT.

Calculations were based on data charts accor-
ding to the statistical test theory. These included
patients with positive (T+) and negative (T–) re-
sults of the given test in subjects with or without
the disease:
— TP (true positives): number of patients having

the disease, in whom the result of the test was
positive, i.e. representing true positive results;

— FP (false positives): number of patients not ha-
ving the disease, in whom the result of the test
was positive, i.e. representing false positive re-
sults;

— FN (false negatives): number of patients ha-
ving the disease, in whom the result of the test
was negative, i.e. representing false negative
results;

— TN (true negatives): number of patients not ha-
ving the disease, in whom the result of the test
was negative, i.e. representing true negative re-
sults.
The obtained results of radiological assays

were compared to reference test findings. Results

were arranged in the table, including TP, TN, FP,
and FN results. Then, in order to evaluate the dia-
gnostic accuracy of the method, the following pa-
rameters were calculated: sensitivity (Se), specifi-
city (Sp), accuracy (Acc), level of reliability of po-
sitive result (LR+), level of reliability of negative
result (LR–), and diagnostic odds ratio (DOR), all
expressed with 95% confidence intervals (CI). The
sign test was applied for comparing the diagnostic
accuracy of respective tests. This test concerns re-
lated variables when the results of both CT and
PET-CT in a given patient are similar. Statistical
analysis was performed using the Statistica for
Windows 6.5 software.

Results

The mean age in the studied group of 99 pa-
tients with primary lung carncer was 64.2 years
(41–88 years). Men comprised 70.7% of the patients
in this group.

The location of the lesion was precisely descri-
bed in each patient. The tumour was located in the
right upper lobe in 37/99 patients (37.3%), in the
right lower or median lobe in 22/99 persons
(22.2%), in the upper left lobe in 25/99 cases
(25.2%), and in the left lower lobe in 15/99 sub-
jects (15.1%).

The main tumour dimension was measured for
all 99 patients. Mean tumour size was 41.7 mm.
Tumours were then divided in two groups — ha-
ving between 10 mm and 30 mm in diameter, and
of more than 30 mm in size.

Lymph node dimensions were measured along
their short axis. During FDG PET-CT scan, the SUV
value for each tumour was assessed. Sixty out of
99 studied patients were operated on, with resec-
tion of all lymph node groups accessible during the
procedure. In two patients, surgical procedure fol-
lowed chemotherapy. Histopathological analysis of
all 99 tumours revealed 27 cases of adenocarcino-
ma (27.3%) and 30 cases of squamous cell carci-
noma (30.3%), whereas in 42 patients (42.3%) the
diagnosis of “non-small cell cancer not otherwise
specified” was made.

Computed tomography scanning was perfor-
med in 99 patients, of which 59 persons were al-
ready diagnosed with lung cancer during previo-
us investigation, and a further 40 persons were re-
ferred for diagnostics of focal lung lesions but had
no diagnosis as yet. Analysis of SUVmax values
was performed separately in centres A and B. The
obtained mean SUVmax values in the respective
centres after the first phase investigations were 7.5
(A) and 7.6 (B) for adenocarcinoma, 11.7 (A) and
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17.3 (B) for squamous cell carcinoma, and 8.6 (A)
and 13.9 (B) for non-small cell cancer NOS. In
the delayed phase test, the mean value of SUVmax
measured in centre B was 14.9 for adenocarcino-
ma, 17.9 for squamous cell carcinoma, and 18.8
for non-small cell cancer NOS. All tumour types
demonstrated increased FDG uptake during the
second phase evaluation. No increase in FDG
uptake within the lesion (FN) was observed in 3
patients (3.0%)

The following surgical procedures were per-
formed: lobectomy — 47/60 patients (78.3%), bi-
lobectomy in 3/60 patients (5.0%), and pneumo-
nectomy in 10/60 subjects (16.6%).

Adenocarcinoma was the most common type
of tumour in the operated patients, concerning
92.6% of subjects (25/27).

In 39 patients (39.3%) no surgical resection
was performed due to the presence of distant me-
tastases, poor general condition, or lack of patient
consent for surgery. Staging was assigned accor-
ding to the sixth edition of the TNM classifica-
tion presented by Union for International Cancer
Control (UICC) in December 2006, and by AJCC
in June 2007.

T descriptor
Tumour size was assigned using the greatest

identified dimension of the lesion. According to the
intraoperative assessment, T1 stage was assigned
in 28 patients (28.2%), T2 in 51 persons (51.5%),
T3 in 11 cases (11.1%), and T4 in one subject (1.0%).
The T descriptor was assigned correctly by CT in
94 patients (94.9%), and by PET-CT in 96 subjects
(96.9%). Incorrect T-stage assignment by CT occur-
red in 5 persons (5.0%), including one T1 patient
(3.6%), three T2 subjects (5.9%), and one T4 patient
(11.1%). Incorrect T-staging by PET-CT was noted
in three persons, including two T2 patients (3.9%)
and one person with a T4 tumour (9.1%).

Overall analysis revealed that four CT and
three PET-CT investigations showed a smaller tu-
mour size as compared to pathological staging

(pTNM). Underestimation of the tumour size was
due to intraoperatively detected infiltration of ne-
arby structures, including main vessels, which had
not previously been identified by imaging techni-
ques. One CT investigation suggested a bigger tu-
mour size as compared to intraoperative data. Ove-
restimation of the tumour size was due to infiltra-
tion of the nearby structures, previously described
in CT but not confirmed by the surgeon. Tumour
size was underestimated by CT assessment in 4.0%
of cases in the entire group, and by PET-CT in 3.0%
of cases. Overestimated values were found in 1.0%
of cases, as assessed by CT (Tab. 1).

N-descriptor
Regional lymph node involvement was ultima-

tely described as N0 in 51 patients (51.5%), N1 in
23 cases (23.2%), N2 in 18 cases (18. 2%), and N3
in 7 cases (7.1%). Correct N-staging was provided
by CT scanning in 83 patients (83.8%) and by PET-
CT in 94 patients (94.9%). Incorrect staging of this
parameter was observed in 16 patients (16.2%)
after CT investigation and in five persons (5.1%)
after PET-CT scanning. Underestimation of nodal
involvement by CT was observed in 11 patients
(FN), and overestimation in five patients (FP). Fol-
lowing PET-CT scanning, the N-descriptor was
underestimated in three patients (FN), and overe-
stimated in two patients (FP).

Sensitivity of the PET-CT test was 0.94, and
that of CT was 0.76. This means that the probabi-
lity of positive PET-CT result in patients having
regional nodal metastases is 94% (95% confiden-
ce interval [CI]: 83–98), and the respective value
for CT testing is 76% (95% CI: 61–86). Specificity
of PET-CT investigation was 0.96, which means
that the probability of a negative imaging result in
a patient having no nodal metastases is 96% (95%
CI: 87–99). Specificity of computed tomography
testing was 0.90. Thus, the probability of a negati-
ve CT result in a patient in whom reference test
shows no presence of mediastinal lymph node
metastases is 90% (95% CI: 80–96).

Table 1. Details of accuracy of tumor (T) status: CT compared with integrated PET-CT and pathological staging (pT), no sta-
tistically significant difference between CT and PET-CT

Correctly staged CT/CT PET-CT pT

T1 28 28 28

T2 49 50 51

T3 10 10 11

T4 7 8 9

Total (99) 94/99 (95%) 96/99 (97%) 99 (100%)
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The calculated value of the reliability index
of a positive result by PET-CT scanning was 24.8.
Therefore, the probability of obtaining a positive
CT finding in a patient having nodal metastases is
24.8 times higher than the respective probability
in a subject with no lymph node engagement. Re-
spective index calculated for CT diagnostics was
8.2, which means that the probability of a positive
CT finding is 8.2 times higher in a patient having
metastases to lymph nodes than it is in a person in
whom histopathological analysis disclosed no pre-
sence of tumour cells in lymph nodes.

Accuracy of CT imaging in lymph node eva-
luation was 84% (95% CI: 75–90), whereas the
respective value for FDG PET-CT was 95% (95%
CI: 89–99). Reliability index of a negative PET-
CT result was 0.1, which means that the proba-
bility of obtaining a negative radiology result in
a patient who does have nodal metastases is only
0.1 of the probability of that of a patient having
metastases. The reliability index of a negative CT
result was 0.3, which means that the probability
of obtaining a negative radiology result in a pa-
tient who does have nodal metastases is only 0.3
of the probability of that of a patient having me-
tastases. The calculated diagnostic accuracy for
PET-CT was 95% (95% CI: 89–99), and the respec-
tive index for CT was 84% (95% CI: 75–90). The
difference between those two values was statisti-
cally significant (p = 0.0055).

Diagnostic odds ratio for PET-CT was 248,
and for CT was 27.3; therefore, the probability
of correct staging for the N-descriptor is nine ti-
mes higher when using PET-CT than it is for CT
alone. In order to correctly N-stage one more
patient having lung cancer, PET-CT scanning
must be performed instead of CT in nine persons.
Positive predictive value (PPV) was 87.2% for
CT; therefore, the probability of true nodal en-
gagement in a patient having enlarged mediasti-
nal lymph nodes is 87.2% (95% CI: 72–94). Ne-
gative predictive value (NPV) for CT was 81.7%,
which means that the probability of not having
nodal metastases for a person with no nodal en-
largement visualised by CT is 81.7% (95% CI: 70–
89). The positive predictive value for PET-CT
was 95.5%. Therefore, the probability that a pa-
tient with increased mediastinal lymph node
uptake has metastases in this region is 95.5 (95%
CI: 85–99).

The negative predictive value for the same
diagnostic modality was 94.4%, which is also the
probability rate of absence of metastases in a pa-
tient in whom no increase in FDG uptake was ob-
served in mediastinum (95% CI 85; 98) (Tab. 2).

Table 2. Sensitivities, specificities, positive likelihood ratio
(LR+), negative likelihood ratio (LR–), accuracy,
diagnostic odds ratio (DOR), positive predictive
values (PPV), negative predictive values (NPV) for
the detection of malignant lymph nodes (N) of CT
and integrated PET-CT, statistically significant dif-
ference between CT and PET-CT (p = 0.0055)

CT/CT PET-CT

Se (95% CI) 76% (61; 86) 94% (83; 98)

Sp (95% CI) 90% (80; 96) 96% (87; 99)

Lr+ 8,2 24,8

Lr– 0,3 0,1

Acc (95% CI) 84% (75; 90) 95% (89; 99)

DOR 27,3 248

PPV 87% (72; 94) 96% (85; 99)

NPV 82% (70; 89) 94% (85; 98)

M-descriptor
Distant metastases were detected in 18 pa-

tients (18.2%). Computed tomography scanning
results suggested the presence of metastases out-
side the mediastinum (M1) in seven subjects. Of
those, three had false positive results (metasta-
ses to contralateral lung, to adrenal glands or
bone), and in four cases the results were truly
positive, with brain, contralateral lung, adrenal
gland, or bone metastases present. The sugge-
stion of M1 stage was made by PET-CT in 19 ca-
ses. A false positive result was identified in one
person, with suspected contralateral lung meta-
stasis. True positive results were found in 18
patients, including bone metastases in 7 persons,
contralateral lung engagement in 4 persons, ad-
renal gland metastases in 3 persons, supraclavi-
cular lymph node metastases in 2 persons, and
axillary lymph node engagement and brain me-
tastases in one person each. Computed tomogra-
phy scanning underestimated the M-stage in 13
patients (13.1%) and overestimated it in three
subjects (3.0%).

There were no cases of M-stage underestima-
tion by PET-CT, but in one patient M-staging was
overestimated (1.0%). Based on these data, the cor-
rect M-staging was more common when using PET-
CT (98 patients) as compared to CT alone (83 pa-
tients). Correct M-staging by CT was obtained in
83 subjects, which yielded an accuracy of 83.8%
(95% CI: 75–90). When using PET-CT, correct M-
staging was achieved in 98 patients, with an accu-
racy of 98.9% (95% CI: 95–100). The difference
between these values was statistically significant
(p = 0.0012) (Tab. 3).
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Total TNM stage
Most patients in the studied group were assi-

gned to TNM stage I, following assessment by CT,
PET-CT, and pTNM. Computed tomography alone
provided correct staging in 67/99 patients (67.7%),
and PET-CT in 88/99 subjects (88.9%). The calcu-
lated diagnostic accuracy was 68% for CT (95% CI:
58–76) and 89% for PET-CT (95% CI: 81–94). The
difference was statistically significant.

Computed tomography alone was most accu-
rate for TNM staging in patients assigned to stage
IA or IB, and the least accurate for stage IV patients.
As for PET-CT, the greatest accuracy was noted for
stages IA, IIIA, and IV (Tab. 4).

Discussion

Surgery remains the main radical treatment
option in non-small cell lung cancer. Radiological
assessment, tumour biopsy, and staging according
to TNM classification should be performed prior
to the planned operative intervention. Correct sta-
ging is a prerequisite for optimal and successful
treatment [14].

Surgical intervention is aimed at radical resec-
tion, and lobectomy remains a standard in non-
small cell cancer. Segmentectomy may be perfor-
med in peripheral lesions of low stage but only if
the patient has contraindications for radical sur-
gery.

A tumour is considered resectable if it can be
separated from the surrounding structures. The
estimated sensitivity and specificity of computed

tomography in the assessment of thoracic wall in-
filtration is 38–87% and 40–90%, respectively [15].
Imaging by PET-CT often permits differentiation
between neoplastic infiltration and uninvolved
surrounding structures. In the presented study,
correct T-staging was more often achieved by PET-
CT (96/99 patients) than by CT alone (94/99 pa-
tients). Accuracy of PET-CT staging was 96.9% and
that of CT was 94.9%, with no statistically signifi-
cant difference.

Computed tomography is not sufficiently spe-
cific in the assessment of involved mediastinal
lymph nodes. This diagnostic modality enables
good visualisation of lymph node location, shape,
and dimensions, and can be used for identification
of appropriate lymph nodes for biopsy [16, 17].
Most authors consider 10 mm as the threshold va-
lue of the lymph node size, along its shortest axis
[18, 19]. More precise assessment can be perfor-
med when using different thresholds for respecti-
ve lymph node groups, as delineated by the Ameri-
can Thoracic Society [20]. For example, 13 mm
along the shorter axis is an upper limit for lymph
nodes situated below the tracheal bifurcation and
for pretracheal ones. With this threshold respected,
the number of false positive results is decreased.

Not only the size but also the location of in-
volved lymph nodes is of prognostic significance
[21]. Stage N1 lymph nodes can most often be re-
moved during the operation, but this can be tech-
nically difficult if they adhere to the pulmonary
artery; pneumonectomy is the best option in such
cases.

Table 4. Overall staging at CT and integrated PET/CT in patients with lung cancer: correctly staged (1), overstaged (2), un-
derstaged (3),statistically significant difference between CT and PET-CT (p = 0.0002)

CT/CT CT/CT CT/CT PET-CT PET-CT PET-CT

1 2 3 1 2 3

Histological type

Adenocarcinoma 21 4 2 22 4 1

Squamous 20 3 7 27 0 3

Subtype not defined 26 2 14 39 3 0

Total 67 (68%) 9 23 88 (89%) 7 4

Table 3. Details of accuracy of metastatic (M) status: CT compared with integrated PET-CT and pathological staging (pM),
statistically significant difference between CT and PET-CT (p = 0.0012)

CT/CT PET-CT pM CT/CT PET-CT pM

M status M0 M0 M0 M1 M1 M1

Total 92 80 81 7 19 18
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An important aspect in N-staging accuracy is
the histological type of the tumour. Mori et al. fo-
und that lymph nodes containing metastases of
lung adenocarcinoma are often normal in size in
CT pictures [22]. A higher CT sensitivity for N-sta-
ging was observed for squamous cell carcinoma.

To sum up, the applicability of CT and PET-
CT in the assessment of mediastinal lymph nodes
depends on the lymph node dimensions, location,
and type of tumour. A report from the Institute for
Clinical Evaluative Sciences (ICES) points out the
importance of PET-CT in nodal staging in patients
with lung cancer, which is superior to that of CT.
The combined modality is useful for assessment
of lymph node metastases, irrespective of their size
[23, 24]. However, many authors reported a high
number of false positive results of nodal staging
by PET-CT [25]. Fewer false positive results were
observed for lymph nodes in upper mediastinum.
It should be remembered that inflammatory chan-
ges in lymph nodes can give false positive results
in PET-CT scans, which can potentially disquali-
fy patients eligible for surgery.

In the presented study, the calculated diagno-
stic accuracy of PET-CT for N-staging was 95%
(95% CI: 89–99), and the respective value for CT
was 84% (95% CI: 75–90), with a statistically si-
gnificant difference (p = 0.0055).

Metastases from lung cancer pose a serious
diagnostic dilemma and may be found in various
organs. Thus, whole body PET-CT scanning faci-
litates correct M-staging.

Focal lesions are often detected in ipsi- or
contralateral lung in patients having lung cancer.
Adequate assessment of additional focal lung le-
sions in patients with non-small cell lung cancer
is of utmost importance in therapeutic strategy
planning.

Those additional lesions can be of benign
(non-neoplastic) character and may represent ano-
ther primary lung cancer or metastases from lung
cancer or from the malignancy localised in ano-
ther organ. Caretta et al. performed a histopatho-
logical analysis of additional focal lung lesions as-
sociated with lung cancer [26]. One of the more
intriguing findings was the presence of intrapul-
monary lymph nodes, identified histopathologi-
cally. Many other lesions turned out to be of post-
inflammatory character, radiologically imitating
cancer metastases.

These authors suggest that scrupulous inve-
stigation of accessory lung lesions is indicated in
all patients considered for surgery.

In the presented study, only four patients (4/
99) had contralateral lung metastases. Computed

tomography correctly identified one of them, whe-
reas PET-CT detected all the lesions.

Horejs reported that in 25% of patients with
low stage lung cancer (no regional lymph node
metastases) distant metastases could be found by
CT [27, 28].

Metastases to adrenal glands, liver, brain, bo-
nes, or lymph nodes are a common finding in pa-
tients with lung cancer. Numerous reports from
literature suggest that even patients with no clini-
cal signs or symptoms should be investigated for
potential metastases from lung cancer. Adenocar-
cinoma gives distant metastases more frequently
than other histological types of NSCLC [29, 30].
Squamous cell carcinoma, however, often gives
distant metastases at a later timepoint [31]. Any
clinical information can be of great help for radio-
logists for interpretation of the obtained pictures.

In the presented study, adrenal gland metasta-
ses from primary lung cancer were identified in 3/
99 patients (3%). Computed tomography yielded
two true positive, and PET-CT three true positive
results.

Adrenal glands are organs of particular impor-
tance as they can harbour many benign lesions
(adenomas, hyperplastic changes) that imitate can-
cer metastases [32].

Metastases in adrenal glands can most often
be detected in thorax CT, if only the organs are
within the analysis gate. The presence of adrenal
metastases can be detected by CT in 5–10% of pa-
tients [33, 34]. The lesions are mostly unilateral,
with bilateral metastases detected in not more than
3% patients. Adrenal gland adenomas are common
findings and can be identified in 2–10% of subjects
in the general population [35]. These can be erro-
neously interpreted as cancer metastases. An ad-
renal focal lesion of density less than 10 HU befo-
re contrast medium administration, with more than
50% contrast elimination after 10 minutes, as com-
pared to elimination after 1 min, is believed to be
of benign character [36, 37]. Magnetic resonance
imaging (MRI) is another diagnostic modality that
can be used for the investigation of adrenal glands.
Similarly to CT, MRI pictures of adrenal glands
visualise fatty tissue contained in the organ, with
potential focal lesions. In cases of equivocal CT and
MRI findings, PET-CT scanning can be of value,
as it determines the metabolic activity of any iden-
tified lesion. If PET-CT scans yield unclear pictu-
res, biopsy of the adrenal gland is the only availa-
ble investigation left for verification of the lesion
character. Removal of the metastatically affected
adrenal gland can prolong the patient’s life or even
be curative [38].
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In the presented study, brain metastases were
identified by CT and MRI in a single patient out of
all 99 subjects (1%). The diagnosis was made be-
fore PET-CT scan.

Brain metastases from lung cancer may be pre-
sent in as many as 18% of patients [39, 40], with
most of them presenting neurological symptoms.
Kormas et al. found that 6% of patients with non-
small cell lung cancer, with no neurological symp-
toms, had brain metastases. These were identified
at the beginning of diagnostic procedures in 3% of
patients, and in a further 3% of subjects brain
metastases were found a year later, during follow-
up [41]. Ferrigno and Buccheri reported the pre-
sence of brain metastases in as many as 15% of
patients with low stage lung cancer [42]. Brain
metastases can be invisible in CT pictures [43, 44],
and MRI is perceived as a more accurate and sen-
sitive diagnostic modality.

Similarly to adrenal gland metastases, surgi-
cal removal of an isolated brain metastatic focus
can prolong life or be curative in patients with re-
sectable lung cancer [45, 46].

In the current study, bone metastases were
found in 7/99 patients (7%). Computed tomogra-
phy yielded one true positive result; bone structu-
res harbouring metastatic lesions were not investi-
gated radiologically in the remaining six patients.
Combined PET-CT scan returned seven true posi-
tive results.

Most patients with bone metastases complain
of pain, which suggests tumour spread. However,
bone metastases may remain asymptomatic in 40%
of patients [47, 48]. In any patient with pain symp-
tomatology, scintigraphy and MRI should be con-
sidered, along with measurement of alkaline pho-
sphatase activity [49–51]. Scintigraphy has a high
sensitivity in this setting (90%) but with lower
specificity (61%) [52, 53]. False positive results of
scintigraphy or PET-CT scans can be due to local
tissue degeneration as well as the presence of in-
flammatory or posttraumatic lesions. False positi-
ve PET-CT findings can be found even in some
patients with osteolytic lesions [54]. Nevertheless,
FDG PET-CT is believed to be the optimal diagno-
stic modality for detection of bony metastases un-
detected by other methods, and is superior to CT
and scintigraphy in skeletal system investigation
[55]. It is commonly suggested that FDG PET-CT
scanning should be performed routinely as part of
non-small cell lung cancer staging [56].

Positron emission tomography combined with
computed tomography is of great value in the de-
tection of metastatic lesions, particularly in adre-
nal glands and the skeletal system. Verhagen et al.

[57] reported the presence of metastases detected
by PET-CT in 15% of paients, where other diagno-
stic modalities showed no abnormalities.

In the presented study, extrapulmonary lymph
node metastases were also found, including lesions
in supraclavicular lymph nodes in two persons,
and in the axillary lymph node in another patient.

Those lymph nodes were described as normal
(not enlarged) in CT scans but identified as meta-
static foci in PET-CT due to increased FDG uptake.

High accuracy of PET-CT in M-staging was
observed in the presented study (98.9%) as com-
pared to CT alone (83.8%).

Cerfolio et al. investigated the accuracy of
PET-CT in staging in non-small cell cancer in 129
subjects [58]. The accuracy of positron emission
tomography combined with computed tomography
was superior to that of CT alone in the assessment
of both T and N-descriptors as well as in overall TNM
staging, with statistically significant differences.

Lardinois et al. also compared PET-CT with
CT, and found the former modality to be more ac-
curate in staging for T, N, and M descriptors [59].

Shim et al. demonstrated that PET-CT is signi-
ficantly more accurate in N-staging and overall
TNM staging but not superior to CT in the asses-
sment of tumour size (T-descriptor) [60]. Similar
results were found in the presented study.

Many authors consider PET-CT and CT to have
similar accuracy in TNM staging but point to su-
perior PET-CT results in the assessment of media-
stinal lymph nodes (N-stage).

Van Tinteren et al. included PET-CT into ro-
utine diagnostics, and observed a reduction in
the number of unnecessary procedures from 41%
to 21%. According to Viney et al., PET-CT scan-
ning results affect the choice of therapeutic pro-
cedures in 20% of stage I or II patients but do
not reduce the number of thoracotomies perfor-
med, since results of PET-CT scanning are not
sufficient for disqualification from surgery. Au-
stralian researchers reclassified 14% of patients
following PET-CT scanning [61]. In the presen-
ted study, PET-CT investigations were conclusi-
ve for nonresectability of the lesion in 22/99 pa-
tients (22%).

Similarly to the previously mentioned reports,
the authors of the presented study noted a signifi-
cant reduction in unnecessary thoracotomy proce-
dures following investigation by PET-CT.

In the presented study, PET-CT scanning de-
monstrated nonresectability of the lesion in 22/99
patients (22%).

Herder et al. did not observe statistically si-
gnificant differences in TNM stage between pa-
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tients who underwent PET-CT scanning and tho-
se who did not [62].

However, differences were observed between
the duration and cost of diagnostic procedures.
Average duration of diagnostic sequence decreased
from 23 to 14 days, and the number of patients
requiring more than one investigation for lymph
node assessment was aslo significantly lower.

False positive results of PET-CT scanning can
be obtained in cases of infections or inflammatory
lesions.

Therefore, all positive PET-CT scan results
should be, if possible, verified histopathological-
ly. Potential candidates for surgery, with positive
PET-CT lymph node scans should be biopsied thro-
ugh mediastinoscopy for definitive confirmation of
metastatic lymph node involvement. Verification
should also be performed in cases of any suspec-
ted extrathoracic lesions found by CT, MRI, or scin-
tigraphy. False negative results are observed ma-
inly if nodal, pulmonary, or other metastatic le-
sions are of small size.

In the presented study, increased FDG uptake
was not found in malignant tumours in PET-CT
scans in three patients (3%) (FN). In two of those,
the tumour was histologically of adenocarcinoma
type, and in the remaining patient the lesion was
11 mm in diameter.

According to Nomori et al., PET-CT cannot
detect metastatic lesions smaller than 4 mm [63].

Conflict of interest

The authors declare no conflict of interest.

References
1. info. cancerresearchuk. org. cancerstats. types. lungincidence
2. Ferlay J., Bray F., Pisani P. et al. Cancer incidence mortality and

prevalence worldwide. Globocan 2002; IARC Cancer Base;
IARCPress, Lyon 2004.

3. Jemal A.,Siegel R., Ward E. et al. Cancer statistics 2006. Cancer
J. Clin. 2006; 56: 106–130.

4. Parkin D., Bray F., Ferlay J., Pisani P. Global Cancer Statistics
2002. CA Cancer J. Clin. 2005; 55: 74–108.

5. Krzakowski M. Rak płuca — rola leczenia systemowego w ramach
standardowego postępowania. Nowa Klinika 2005: 1–2; 19–25.

6. Roszkowski-Śliż K. Rak płuca — aspekty epidemiologiczne
i diagnostyczne. Nowa Klinika 2004; 3–4: 304–310.

7. Williams M., Sandler A. The epidemiology of lung cancer. Can-
cer Treat. Res. 2001; 105: 31–52.

8. Gould M. ,Sanders G., Barnett P. et al. Cost-effectiveness of
alternative management strategies for patients with solitary pul-
monary nodules. Ann. Int. Med. 2003; 138: 724–728.

9. Mery C., Pappas A Bueno R. et al. Relationship between
a history of antecedent cancer and the probability of malignancy
for a solitary pulmonary nodule. Chest 2004; 125: 2175–2182.

10. Ashton R., Jett J. Screening for non-small cell lung cancer. Sem-
in. Oncol. 2005; 32: 253–258.

11. Bach P., Silvestri G., Hanger M., Jett J. Screening for lung can-
cer: ACCP evidence-based clinical practice guidelines. Wyd. 2.
Chest 2007; 132: 69–77.

12. http: www.cancernet.gov.cancertopics.pdq.screening.lung.
health.professional.all.pages

13. Aberle D., Adams A., Berg C. et al. Reduced lung-cancer mor-
tality with low-dose computed tomographic screening, N. Engl.
J. Med. 2011; 365: 395–409.

14. Little A. No nodes is good nodes. Ann. Thorac. Surg. 2006; 82:
4–5.

15. Quint L., Francis I. Radiologic staging of lung cancer. J. Thorac.
Imaging 1999; 14: 235–246.

16. Dales R., Stark R., Raman S. Computed tomography to stage
lung cancer: approaching a controversy using meta-analysis.
Am. Rev. Dis. 1990; 141: 1096–1101.

17. Dwamena B., Sonnad S., Angobaldo J., Wahl R. Metastases from
non-small cell lung cancer: mediastinal staging in the 1990 s —
meta-analytic comparison of PET and CT. Radiology 1999; 213:
530–536.

18. Glazer G., Gross B., Quint L., Francis I., Bookstein F., Orringer
M. Normal mediastinal lymph nodes: number and size accord-
ing to American Thoracic Society mapping. Am. J. Roentgenol.
1985; 144: 261–265.

19. Glazer G., Orringer M., Chenevert T. et al. Mediastinal lymph
nodes: relaxation time/pathologic correlation and implications
in staging of lung cancer with MR imaging. Radiology 1988;
168: 429–431.

20. Ikezoe J., Kadowaki K., Morimoto S. et al. Mediastinal lymph
node metastases from nonsmall cell bronchogenic carcinoma:
reevaluation with CT. J. Comput. Assist. Tomogr. 1990; 14:
340–344.

21. Ginsberg R. Continuing controversies in staging NSCLC: an
analysis of the revised 1997 staging system. Oncology (Willis-
ton Park) 1998; 12 (supl. 1): 51–54.

22. Mori K., Yokoi K., Saito Y., Tominaga K., Miyazawa N. Diagno-
sis of mediastinal lymph node metastases in lung cancer. Jpn. J.
Clin. Oncol 1992; 22: 35–40.

23. Brion J., Depauw L., Kuhn G. et al. Role of computed tomogra-
phy and mediastinoscopy in preoperative staging of lung carci-
noma. J. Comput. Assist. Tomogr. 1985; 9: 480–484.

24. McKenna R. Jr, Libshitz H., Mountain C., McMurtrey M. Roent-
genographic evaluation of mediastinal nodes for preoperative
assessment in lung cancer. Chest 1985; 88: 206–210.

25. 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.

26. Carretta A., Ciriaco P., Canneto B. et al. Therapeutic strategy in
patients with non-small cell lung cancer associated to satellite
pulmonary nodules. Eur. J. Cardiothorac. Surg. 2002; 21: 1100–
1104.

27. Filderman A., Shaw C., Matthay R. Lung cancer. Part I: staging
and therapy. Invest. Radiol. 1986; 21: 173–185.

28. Sider L., Horejs D. Frequency of extrathoracic metastases from
bronchogenic carcinoma in patients with normal-sized hilar
and mediastinal lymph nodes on CT. Am. J. Roentgenol. 1988;
151: 893–895.

29. Non-small Cell Lung Cancer Collaborative Group: Chemothera-
py in non-small cell lung cancer: a meta-analysis using updated
data on individual patients from 52 randomised clinical trials.
BMJ 1995; 311: 899–909.

30. Wong J., Haramati L., Rozenshtein A., Yanez M., Austin J. Non-
small-cell lung cancer: practice patterns of extrathoracic imag-
ing. Acad. Radiol. 1999; 6: 211–215.

31. Salvatierra A., Baamonde C., Llamas J., Cruz F., Lopez-Pujo K.
Extrathoracic staging of bronchogenic carcinoma. Chest 1990;
97: 1052–1058.

32. Sandler M., Pearlberg J., Madrazo B., Gitschlag K., Gross S.
Computed tomographic evaluation of the adrenal gland in the
preoperative assessment of bronchogenic carcinoma. Radiology
1982; 145: 733–736

33. Burt M.E., Heelan R., Coit D., McCormack P.M., Ginsberg R.J.
Prospective evaluation of unilateral adrenal metastases in pa-
tients with operable non-small cell lung cancer: impact of mag-
netic resonance imaging. J. Thorac. Cardiovasc. Surg. 1995; 107:
584–589.

34. Nielsen M. Jr, Heaston D., Kunnick N., Dorobkin M. Preopera-
tive CT evaluation of adrenal glands in non-small cell bron-
chogenic carcinoma. Am. J. Roentgenol. 1982; 139: 317–320.

35. American Society of Clinical Oncology. Clinical practice guide-
lines for the treatment of unresectable non-small-cell lung can-
cer. J. Clin. Oncol. 1997; 15: 2996–3018.

36. Mayo-Smith W., Boland G., Noto R., Lee M. State-of-the-art
adrenal imaging. RadioGraphics 2001; 21: 995–1012.

37. Boland G., Lee M., Gazelle G. et al. Characterization of adrenal
masses using unenhanced CT: an analysis of the CT literature.
Am. J. Roentgenol 1998; 171: 201–204.



Pneumonologia i Alergologia Polska 2013, vol 81, no 1, pages 5–15

14 www.pneumonologia.viamedica.pl

38. Friberg J., Rocmans P., Struyven J. Role of computed tomogra-
phy and mediastinoscopy in preoperative staging of lung carci-
noma. J. Comput. Assist. Tomogr. 1985; 9: 480–484.

39. Hooper R.G., Tenholder M.F., Underwood G.H., Beechler C.R.,
Spratling L. Computed tomographic scanning of the brain in ini-
tial staging of bronchogenic carcinoma. Chest 1984; 85: 774–776.

40. Newman S., Hansen H. Proceedings: frequency, diagnosis, and
treatment of brain metastases in 247 consecutive patients with
bronchogenic carcinoma. Cancer 1974; 33: 492–496.

41. Kormas P., Bradshaw J., Jeyasingham K. Preoperative comput-
ed tomography of the brain in nonsmall cell bronchogenic car-
cinoma. Thorax 1992; 47: 106–108.

42. 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.

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

44. Colice G., Birkmeyer J., Black W., Littenberg B., Silvestri G.
Cost-effectiveness of head CT in patients with lung cancer with-
out clinical evidence of metastases. Chest 1995; 108: 1264–1271.

45. Billing P., Miller D., Allen M., Deschamps C., Trastek V.,
Pairolero P. Surgical treatment of primary lung cancer with
synchronous brain metastases. J. Thorac. Cardiovasc. Surg.
2001; 122: 548–553.

46. Burt M., Wronski M., Arbit E., Galicich J. Resection of brain
metastases from non small-cell lung carcinoma: results of ther-
apy. Memorial Sloan-Kettering Cancer Center Thoracic Surgi-
cal Staff. J. Thorac. Cardiovasc. Surg. 1992; 103: 399–410.

47. Napoli L., Hansen H., Muggia F., Twigg H. The incidence of os-
seous involvement in lung cancer, with special reference to the
development of osteoblastic changes. Radiology 1973; 108: 17–21.

48. Cowan R., Young K. Evaluation of serum alkaline phosphatase
determinations in patients with positive bone scans. Cancer
1973; 32: 887–889.

49. Little A., Stitik F. Clinical staging of patients with non-small
cell lung cancer. Chest 1990; 97: 1431–1438.

50. Michel F., Soler M., Imhof E., Perruchoud A. Initial staging of
non-small cell lung cancer: value of routine radioisotope bone
scanning. Thorax 1991; 46: 469–473.

51. Stitik F. Staging of lung cancer. Radiol. Clin. North. Am. 1990;
28: 619–630.

52. Merrick M., Merrick J. Bone scintigraphy in lung cancer: a reap-
praisal. Br. J. Radiol. 1986; 59: 1185–1194.

53. Torynos K., Garcia O., Karr B., Le Beaud R. 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.

54. O’Mara R. Skeletal scanning in neoplastic disease. Cancer 1976;
37: 480–486.

55. Bury T., Barreto A., Daenen F., Barthelemy N., Ghaye B., Rigo
P. Fluorine-18 deoxyglucose positron emission tomography for
the detection of bone metastases in patients with non-small cell
lung cancer. Eur. J. Nucl. Med. 1998 ; 25: 1244–1247.

56. Wong J., Haramati L., Rozenshtein A., Yanez M., Austin J. Non-
small-cell lung cancer: practice patterns of extrathoracic imag-
ing. Acad. Radiol. 1999; 6: 211–215.

57. Verhagen A., Bootsma G., Tjan-Heijnen V., van der Wilt G., Cox A.,
Brouwer M. et al. FDG-PET in staging lung cancer: how does it
change the algorithm? Lung Cancer 2004 ; 44: 175–181.

58. Cerfolio R., Ojha B., Bryant A., Raghuveer V., Mountz J., Bar-
tolucci A. The accuracy of integrated PET-CT compared with
dedicated PET alone for the staging of patients with nonsmall
cell lung cancer. Ann. Thorac. Surg. 2004 ; 78: 1017–1023.

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

60. Shim S., Lee K., Kim B., Chung M., Lee E., Han J. et al. Non-
small cell lung cancer: prospective comparison of integrated
FDG PET/CT and CT alone for preoperative staging. Radiology
2005; 236: 1011–1019.

61. Viney R., Boyer M., King M. et al. Randomized controlled trial
of the role of positron emission. tomography in the manage-
ment of stage I and II non-small cell lung cancer. J. Clin. Oncol.
2004; 22: 2357–2362.

62. Herder G.J., Kramer H., Hoekstra O.S. et al. Traditional versus
up-front [18F] fluorodeoxyglucose-positron emission tomogra-
phy staging of non-small-cell lung cancer: a Dutch cooperative
randomized study. J. Clin. Oncol. 2006; 24: 1800–1806.

63. Nomori H., Watanabe K., Ohtsuka T., Naruke T., Suemasu K.,
Uno K. The size of metastatic foci and lymph nodes yielding
false-negative and falsepositive lymph node staging with
positron emission tomography in patients with lung cancer.
J. Thorac. Cardiovasc. Surg. 2004; 127: 1087–1088.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /SyntheticBoldness 1.000000
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002000d>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002000d>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /GRE <>
    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002000d>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e000d>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


