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Abstract

Background: The 2011 idiopathic pulmonary fibrosis (IPF) guidelines are based on the diagnosis of IPF using only
high-resolution computed tomography (HRCT). However, few studies have thus far reviewed the usefulness of the
HRCT scoring system based on the grading scale provided in the guidelines. We retrospectively studied 98 patients
with respect to assess the prognostic value of changes in HRCT findings using a new HRCT scoring system based
on the grading scale published in the guidelines.

Methods: Consecutive patients with IPF who were diagnosed using HRCT alone between January 2008 and
January 2012 were evaluated. HRCT examinations and pulmonary function tests were performed at six-month
intervals for the first year after diagnosis. The HRCT findings were evaluated using the new HRCT scoring system
(HRCT fibrosis score) over time. The findings and survival rates were analyzed using a Kaplan-Meier analysis.

Results: The HRCT fibrosis scores at six and 12 months after diagnosis were significantly increased compared to
those observed at the initial diagnosis (p < 0.001). The patients with an elevated HRCT fibrosis score at six months
based on a receiver operating characteristic (ROC) curves analysis had a poor prognosis (log-rank, hazard ratio [HR]
2.435, 95% CI 1.196-4.962; p = 0.0142). Furthermore, among the patients without marked changes in %FVC, those
with an elevated score above the cut-off value had a poor prognosis (HR 2.192, 95% CI 1.003-4.791; p = 0.0491).

Conclusions: Our data demonstrate that the HRCT scoring system based on the grading scale is useful for
predicting the clinical outcomes of IPF and identifying patients with an adverse prognosis when used in
combination with spirometry.
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Introduction
Idiopathic pulmonary fibrosis (IPF) is a progressive and
generally fatal disease. Several retrospective studies have
suggested that the condition is associated with a median
survival time of only two to three years after diagnosis
[1-5].
The 2011 IPF guidelines provide updated and simplified

IPF diagnostic criteria proposed by the ATS/ERS/JRS/
ALAT [6]. This may result in HRCT scanning playing a
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central role in the diagnosis of IPF. According to the
guidelines that include major changes in the process of
the diagnosis of IPF, the exclusion of other known causes
of interstitial lung disease in addition to the detection of
the usual interstitial pneumonia (UIP) pattern on high-
resolution computed tomography (HRCT) in patients not
subjected to surgical lung biopsies (SLBs) is adequate to
diagnose the disease.
Furthermore, the 2011 IPF guidelines state that disease

progression manifests as worsening respiratory symp-
toms, worsening pulmonary functions, the presence of
progressive fibrosis on HRCT and acute respiratory
. This is an Open Access article distributed under the terms of the Creative
ommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and
iginal work is properly credited. The Creative Commons Public Domain
g/publicdomain/zero/1.0/) applies to the data made available in this article,

mailto:hmukae@med.uoeh-u.ac.jp
http://creativecommons.org/licenses/by/2.0
http://creativecommons.org/publicdomain/zero/1.0/


Oda et al. Respiratory Research 2014, 15:10 Page 2 of 9
http://respiratory-research.com/content/15/1/10
decline and that monitoring patients with IPF is ne-
cessary to detect the development of the disease and
proactively identify those with progressive disease. Add-
itionally, pulmonary function tests are considered to be
the most standardized approach for objectively monitor-
ing and quantifying disease progression. In clinical prac-
tice, it is sometimes difficult to evaluate the progression
of the disease based only on a worsening of the pulmon-
ary function due to patient’s non-cooperation.
On the other hand, technological advances in HRCT

have brought about decreases in examination times and
the ability to obtain clearer images of secondary pulmon-
ary lobules without the need for patient cooperation,
unlike spirometry. Therefore, HRCT is an accurate, sen-
sitive and objective technique for evaluating IPF. In
addition, physicians often experience patients who ex-
hibit worsening of HRCT findings associated with a poor
prognosis in clinical practice. However, the use of regular
follow-up with chest HRCT remains controversial in rou-
tine clinical practice and the procedure is not currently
recommended in clinically stable patients.
The aim of our study was to assess the prognostic value

of changes in HRCT findings using a new HRCT scoring
system based on the grading scale published in the
guidelines.

Methods
Study subjects
Our institutional review board approved this retrospect-
ive study (approval number H24-174, February 20,
2013), with a waiver of informed consent due to the
retrospective study design. All consecutive patients diag-
nosed with IPF between January 2008 and January 2012
were enrolled in this study. All patients with IPF diag-
nosed using HRCT alone according to the 2011 IPF
guidelines (the presence of an UIP pattern, including all
four of the following features: subpleural features, basal
predominance, reticular abnormalities, honeycombing
with or without traction bronchiectasis) and the absence
of features inconsistent with the UIP pattern were in-
cluded. The patients were also diagnosed based on the
exclusion of a possible UIP pattern associated with other
known causes of interstitial lung disease, such as chronic
hypersensitivity pneumonia, occupational or environ-
mental exposure, connective tissue disease and drug-
induced pneumonia. HRCT examinations, pulmonary
function tests and serological studies were performed
every six months from the initial diagnosis (baseline).
Patients with missing or failed inspiratory chest CT
scans were excluded from this study. An acute exacerba-
tion was defined as the acute onset of increased dyspnea
and hypoxia with progressive infiltrates on HRCT within
the preceding 30 days in the absence of infection, pul-
monary embolism or cardiac failure [7].
HRCT assessment and HRCT fibrosis score
HRCT scans were obtained with 1-mm collimation and
a 1-mm slice thickness at 10-mm intervals from the lung
apices to the bases with the patient in the supine pos-
ition at full inspiration. Two observers [H.I, K.N.] who
were unaware of the clinical data and lung function of
the patients (all the HRCT images were assessed in ran-
dom order) evaluated the data independently. The ob-
servers made a subjective assessment of the overall
extent of normal attenuation, reticular abnormalities,
honeycombing and traction bronchiectasis.
A reticular abnormality was defined as a collection of

innumerable areas of small linear opacity [1]. Honey-
combing was defined as the presence of a cystic airspace
measuring 3–10 mm in diameter, with 1- to 3-mm thick
walls [8]. Traction bronchiectasis was defined as irregu-
lar bronchial dilatation within the surrounding areas
showing parenchymal abnormalities. The morphological
criteria on HRCT scans included bronchial dilatation
with respect to the accompanying pulmonary artery, a
lack of tapering of the bronchi and the identification of
bronchi within 10 mm of the pleural surface [8].
The HRCT findings were graded on a scale of 1–4

based on the classification system: 1. normal attenuation;
2. reticular abnormality; 3. traction bronchiectasis; and
4. honeycombing. The assessments of the two observers
were averaged. This grading scale and assessed zones
were determined based on the previous reports by Ichi-
kado et al. [9,10] with minor changes for this study. The
presence of each of the above four HRCT findings was
assessed independently in three (upper, middle and
lower) zones of each lung. The upper lung zone was de-
fined as the area of the lung above the level of the tra-
cheal carina, the lower lung zone was defined as the area
of the lung below the level of the inferior pulmonary
vein and the middle lung zone was defined as the area of
the lung between the upper and lower zones. The extent
of each HRCT finding was determined by visually esti-
mating the percentage (to the nearest 5%) of parenchy-
mal involvement in each zone. The score for each zone
was calculated by multiplying the percentage of the area
by the grading scale score [1-4]. The six zone scores
were averaged to determine the total score for each pa-
tient. The highest score was 400 points and the lowest
score was 100 points using this calculation method. We
named the total score the “HRCT fibrosis score”. The
HRCT fibrosis score was recorded at the initial diagnosis
and after six and 12 months in a similar manner, and an
investigation was conducted regarding the chronological
changes in these values.

Physiological testing
Pulmonary function tests, including spirometry and an
assessment of the diffusing capacity of the lungs for



Table 2 The distributions of and interobserver agreement
between the two observers at baseline

HRCT findings κ value* (p-value) ICC† (95% CI)

Normal attenuation 1.00 (< 0.001) 0.91 (0.83-0.95)

Reticular abnormality 0.65 (0.023) 0.83 (0.72-0.91)

Traction bronchiectasis 0.78 (0.031) 0.81 (0.66-0.89)

Honeycombing 0.82 (0.007) 0.77 (0.62-0.87)
*The interobserver agreement regarding the presence/absence of HRCT
findings between the two observers was assessed by the kappa statistics
(κ value).
†The interobserver agreement regarding the extent of the HRCT findings
between the two observers was analyzed for the square root of the normal
attenuation, reticular abnormality, traction bronchiectasis and honeycombing
by Fleiss’s ICC.
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carbon monoxide (DLCO), were performed using a stan-
dardized spirometry procedure [11] on the same day as
the HRCT examination. The degree of improvement
was defined based on 10% absolute changes in the
forced vital capacity (FVC) from the baseline values as
“improved (≥ 10% increase),” “stable (< 10% change)” or
“worsened (≥ 10% decrease)” using the FVC values mea-
sured at six and 12 months after the initial diagnosis. In
the present study, disease progression was defined as the
presence of acute exacerbation, a ≥10% absolute de-
crease in the FVC and/or a ≥15% decrease in the %DLCO
from the baseline value, as determined according to pul-
monary function tests [12].

Statistical analysis
The mean ± standard deviation (SD) values of the pulmon-
ary function parameters, HRCT fibrosis score and other
continuous variables were determined at baseline and at
six and 12 months. The paired t-test was performed to
evaluate the changes in the variables from the baseline to
six and 12 months, respectively. The interobserver vari-
ation with respect to the presence/absence of HRCT find-
ings at baseline was evaluated using the kappa statistic
based on the diagnosis made prior to the assessment by
consensus [13]. The interobserver agreement was catego-
rized as “poor (κ < 0.20),” “fair (0.21 < κ < 0.40),” “moderate
(0.41 < κ < 0.60),” “substantial (0.61 < κ < 0.80)” or “almost
perfect (0.81 < κ < 1.00).” The interobserver variation
Table 1 Baseline characteristics and physiology of
patients

Patient, No 98

Sex, male/female, No 55/43

Age, year, mean ± SD 70.6 ± 8.0

BMI, kg/m2, mean ± SD 23.1 ± 3.4

Smoker (current/former/never) 17/52/29

PaO2, Torr, mean ± SD 80.9 ± 15.1

SpO2,%, mean ± SD 96.0 ± 2.51

FVC, L, mean ± SD 2.14 ± 0.80

%FVC,%, mean ± SD 71.0 ± 20.8

FEV1.0%,%, mean ± SD 85.1 ± 9.15

DLCO, ml/min/mmHg, mean ± SD 9.51 ± 2.83

%DLCO,%, mean ± SD 60.0 ± 19.7

KL-6, U/ml, mean ± SD 1319 ± 996

SP-D, ng/ml, mean ± SD 302.2 ± 213.2

LDH, IU/L, mean ± SD 236.2 ± 43.7

MMRC score (0/1/2/3/4) 15/38/24/21/0

HRCT score, mean ± SD 134.2 ± 27.5

Receiving immunosuppressive therapy, No 27

BMI = body mass index, FVC = forced vital capacity, DLCO = diffusing capacity
for carbon monoxide, KL-6 = Krebs von den Lungen-6, SP-D = surfactant
protein-D, MMRC =modified medical research council.
regarding the extent of the HRCT findings at baseline and
the changes in the extent of honeycombing from baseline
to follow-up at six and 12 months were evaluated using
Fleiss’s intraclass correlation coefficient (ICC) [14].
Univariate Cox’s proportional hazard models were

used to determine the ability of each variable to predict
mortality. Additionally, the stepwise multivariate Cox’s
proportional hazards model was used for variables found
to be significant (p < 0.05) in the univariate model in
order to identify more significant variables.
To analyze the changes in the HRCT fibrosis score

(ΔHRCT fibrosis score) from baseline to follow-up (after
six or 12 months) as a predictor of disease progression
(as stated previously) within one year, we used receiver
operating characteristic (ROC) curves and the corre-
sponding area under the curve. The cut-off value for the
test was selected based on an analysis of the tabular
ROC curve data in order to obtain the best possible sen-
sitivity and specificity. Furthermore, the cut-off value
was used to investigate whether the presence of an in-
crease, as determined using the cut-off value, after six
months or 12 months was related to the overall survival.
The rates of overall survival were estimated using the

Kaplan-Meier method and compared using the log-rank
test. The patients were divided into groups based on %
FVC at six months and the degree of disease progression
according to the HRCT fibrosis score, and the overall
survival was studied. All statistical analyses were per-
formed using the Statistical Package for Social Sciences
Table 3 Distributions of and interobserver agreement for
the changes in the extent of honeycombing from
baseline

From baseline ICC (95% CI)

at 6 months 0.91 (0.83-0.95)

at 12 months 0.83 (0.68-0.91)

The interobserver agreement regarding the changes in the extent of
honeycombing between the two observers were analyzed for the square root
of the values at six and 12 months by Fleiss’s ICC.



Table 4 Results the univariate and multivariate Cox
proportional hazard models of independent predictors of
mortality

Univariate Cox proportional hazard model

Variable p-value HR (95% Cl)

Age 0.219 1.023 (0.985 to 1.062)

BMI 0.292 0.937 (0.829 to 1.058)

PaO2 0.193 0.982 (0.955 to 1.009)

%FVC 0.002 0.968 (0.948 to 0.989)

KL-6 0.028 1.000 (1.000 to 1.001)

MMRC score 0.013 1.659 (1.111 to 2.478)

HRCT score 0.268 1.007 (0.995 to 1.019)

Multivariate Cox proportional hazard model

%FVC 0.037 0.972 (0.958 to 0.986)

KL-6 0.100 1.000 (1.000 to 1.001)

MMRC score 0.043 1.240 (1.005 to 2.475)

BMI = body mass index, FVC = forced vital capacity, KL-6 = Krebs von den
Lungen-6, MMRC =modified medical research council.
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(SPSS, version 19). All tests were performed at a signifi-
cance level of p < 0.05.

Results
Patient characteristics
The baseline demographic, clinical and biological char-
acteristics of the participants are summarized in Table 1.
All patients were confirmed to be dead/alive as of April
1, 2013. The mean ± SD observation period was 30 ±
18.8 months, and 35 patients (35.7%) died during the
observation period, including 17 (17.3%) due to acute
exacerbation, 10 (10.2%) due to respiratory failure, four
(4.1%) due to cancer and four (4.1%) due to other known
causes. The median survival time of all participants was
45.8 months.

Interobserver agreement and correlation
The interobserver agreement with regard to the presence
of HRCT findings ranged from substantial to almost per-
fect (κ value, 0.65-1.00), as did the interobserver agree-
ment regarding the extent of HRCT findings between
the two observers ranged [15] (ICC, 0.77-0.91) (Table 2).
7.2

7.2

73.5

0% 10% 20% 30% 40%

12 months

6 months

"improved" "s

Figure 1 The results of the categorical analysis based on the changes
Improvement ratings were defined based on a 10% absolute change as “im
“worsened” for a ≥ 10% decrease.
The interobserver agreement regarding the changes in
the extent of honeycombing between the two observers
was also almost perfect (ICC, 0.91 and 0.83) (Table 3).

Prognostic factors for mortality
The results of the univariate Cox proportional hazard
model are shown in Table 4. The %FVC (hazard ratio
(HR) 0.968, 95% CI 0.948-0.989; p = 0.002), KL-6 (HR
1.000, 95% CI 1.000-1.001; p = 0.028) and modified Med-
ical Research Council (MMRC) score (HR 1.659, 95% CI
1.111-2.478; p = 0.013) were identified to be significantly
predictive of survival. In this analysis, the HRCT fibrosis
score at baseline was not found to be significantly re-
lated to the prognosis. Meanwhile, the multivariate Cox
proportional analysis demonstrated the %FVC (HR
0.972, 95% CI 0.958-0.986; p = 0.037) and MMRC score
(HR 1.240, 95% CI 1.005-2.475; p = 0.043) to be signifi-
cant factors predicting the prognosis of patients with
IPF.

Time-dependent changes in %FVC and the stratified
survival analysis
The %FVC values “improved” at six and 12 months after
the initial diagnosis in seven and seven patients (7.2%
and 7.2%), remained “stable” in 85 and 73 patients
(86.7% and 73.5%) and “worsened” in six and 18 patients
(6.1% and 19.1%), respectively, thus indicating worsening
of %FVC over time (Figure 1).
The positive and negative predictive values with the rat-

ings at six months for the prediction of those at 12
months are shown in Table 5. In this analysis, the “wors-
ened” at six months was still present at 12 months at a
relatively high rate (positive predictive value: 66.7% (4/6)),
and the “non-worsened” status group at six months
remained relatively stable at 12 months with a high rate
(negative predictive value: 83.7% (77/92)). Additionally,
the overall survival analysis of the patients divided into
two groups according to the presence or absence of a
“worsened” status at six months showed that the “wors-
ened” status group had a poorer prognosis (log-rank test,
HR 4.424, 95% CI 1.087-18.02; p = 0.0397) (Figure 2).
The median survival rates of the “non-worsened” and
86.7

19.1

6.1

50% 60% 70% 80% 90% 100%

table" "worsened"

in the FVC from baseline. The %FVC declined with time.
proved” for a ≥ 10% increase, “stable” for a < 10% change and



Table 5 Positive and negative predictive values at six
months for predicting the ratings at 12 months

at 12 months

worsened* Non-worsened†

at 6 months worsened 4 (66.7%) 2 (33.3%) 6

Non-worsened 15 (16.3%) 77 (83.7%) 92

19 79 98
*Worsened was defined based on 10% absolute decreasing changes in the
FVC from baseline.
†Non-worsened indicated improved (≥ 10% increase) and stable
(< 10% change) status.
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“worsened” status groups were 52.7 and 28.6 months,
respectively.

Time-dependent changes in the HRCT fibrosis score and
the stratified survival analysis
The overall extent of pulmonary parenchymal abnormal-
ities on the initial diagnosis and at six and 12 months is
summarized in Figure 3. In line with the changes ob-
served at six and 12 months after the initial diagnosis,
the extent of normal attenuation was reduced, while that
of reticular abnormalities, honeycombing and traction
bronchiectasis was increased. Furthermore, the average
HRCT fibrosis score increased over time, with scores of
134.2, 139.6 and 147.8 at baseline and six and 12
months, respectively (p < 0.001) (Figures 4 and 5).
The area under the ROC curve for the ΔHRCT fibrosis

score was used to significantly classify patients with re-
gard to disease progression at six and 12 months (0.691;
Days from in
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Log-rank test p=0.0379
(HR: 4.424 ; 95% CI: 1.087 to 18.

Figure 2 The results of the Kaplan-Meier analysis of the overall surviv
was significantly worse than that of the “non-worsened” status group at six
95% CI 0.518-0.871; p = 0.033, 0.712; 95% CI 0.542-
0.881; p = 0.024, respectively). The optimal cut-off value
for the ΔHRCT fibrosis score was 6.7 and 13.5 at six and
12 months, respectively, based on the Youden index,
with a sensitivity and specificity of the respective diag-
nostic performance for predicting disease progression of
0.64 (95% CI 0.31-0.89) and 0.72 (95% CI 0.60-0.81) at
six months and 0.82 (95% CI 0.48-0.98) and 0.64 (95%
CI 0.52-0.75) at 12 months, respectively.
Patients with an elevated ΔHRCT fibrosis score above

the cut-off value at six (HR 2.435, 95% CI 1.196-4.962; p =
0.0142) (Figure 6A) and 12 months (HR 2.637, 95% CI
1.363-5.100; p = 0.004) (Figure 6B) compared to that ob-
served at baseline had a significantly worse prognosis than
those with lower scores.
Survival analysis using a combination of the HRCT fibrosis
score and %FVC
At six months, the patients with increased HRCT fibrosis
scores above the cut-off value in addition to a “worsened”
status regarding the %FVC had a clearly poorer prognosis
(HR 28.47, 95% CI 2.649-306.5; p = 0.0057). Furthermore,
in the comparison of the overall survival based on whether
the HRCT fibrosis score was increased above the cut-off
value among the patients with a “non-worsened” status re-
garding the %FVC at six months, those with an increased
HRCT fibrosis score above the cut-off value demonstrated
a significantly poorer prognosis (HR 2.192, 95% CI 1.003-
4.791; p = 0.0491) (Figure 7).
itial diagnosis

02)

“Non-worsened”
“Worsened”
“Non-worsened” group censored
“Worsened” group censored

al. The overall survival of the “worsened” status group at six months
months (p = 0.0379).
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Figure 3 The changes in the extent of each HRCT finding after the initial diagnosis. The ratios of the radiological findings of reticular
abnormalities, traction bronchiectasis and honeycombing increased over time, while the ratio of normal attenuations decreased.
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Discussion
In the present study, we first clarified that changes over
time in HRCT findings in combination with the %FVC
predict the prognosis of patients with IPF. In addition,
our data demonstrated that the new HRCT scoring sys-
tem is helpful for identifying patients with an adverse
prognosis when used in combination with pulmonary
function examinations. These results indicate that the
new HRCT scoring system is an appropriate and subject-
ive method for monitoring IPF patients.
In the present study, the %FVC was found to be a base-

line factor predicting the prognosis of patients with IPF. In
addition, the patients with a decline of ≥ 10% in the abso-
lute value of FVC six months after the initial diagnosis
Initial diagnosis 6 months 12 months
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Figure 4 The changes in the total HRCT fibrosis score after the
initial diagnosis. The HRCT fibrosis score significantly increased at
six and 12 months compared to the initial diagnosis (*p < 0.001).
(the “worsened” status group) had a poor prognosis in this
study. Furthermore, these patients demonstrated a ten-
dency toward further declines in the %FVC over the sub-
sequent six months and to have a worse prognosis. On the
other hand, the vast majority of the patients in the present
study (93.9%) exhibited an “improved” or “stable” status
six months after the initial diagnosis and tended to not
show any changes in the %FVC over the following six
months. Changes in the %FVC are an indicator of disease
progression as a surrogate endpoint for overall survival
[15-17]; therefore, pulmonary function examinations are
commonly used to monitor patients with IPF. However,
the clinical course of IPF varies widely [18,19], and some
patients may exhibit a sudden decrease in their pulmonary
function [20]. The variety in the clinical course of patients
with IPF makes it difficult to identify those with a poor
prognosis based on the results of pulmonary function tests
alone, and it is therefore necessary to establish a proper
monitoring method enabling clinicians to identify the pa-
tients most likely to have a poor prognosis from a different
perspective.
Previous reports regarding the relationship between

HRCT findings and survival rates in IPF patients have been
published [21-23]. The CT visual score [24] and fibrotic
score [2,25] determined using various software tools [26]
to evaluate findings of reticular abnormalities and honey-
combing are useful for assessing the prognosis of IPF. Fur-
thermore, some reports [27,28] have evaluated changes in
HRCT findings in patients with IPF over time using a scor-
ing system. In the present study, we used the new HRCT
scoring system-based grading scale. The new HRCT scor-
ing system was designed to reflect all findings of the UIP
pattern described in the 2011 IPF guidelines. The grading
scale reflects the progression of pulmonary fibrosis. Add-
itionally, we graded the HRCT findings in order of priority
from honeycombing to traction bronchiectasis, reticular
abnormalities and normal attenuation. Furthermore, we set
the monitoring period at six-month intervals in order to
accurately investigate the appropriate duration for moni-
toring disease progression in patients with IPF.



A B C
Figure 5 High-resolution CT findings of the patient with an adverse prognosis. The patient was a 78-year-old man with IPF. HRCT scan at
the level of lower left lobe shows fibrosing changes from the baseline (A) at six (B) and 12 months (C). HRCT images at diagnosis of IPF show
subpleural predominant interstitial fibrosis, traction bronchiectasis (arrowheads) and honeycombing (arrows). The overall HRCT fibrosis score at
the baseline, six and 12 months were 151.3, 162.5 and 185.8, respectively. This patient died 20 months after initial diagnosis.
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The HRCT fibrosis score on the initial diagnosis was
not found to be a factor predicting the prognosis in this
study, although the extent of changes in the HRCT fi-
brosis score within at least the first six months after the
initial diagnosis did reflect the prognosis, and acceler-
ation in the findings of pulmonary fibrosis on radiology
had an impact on the final outcome. In terms of the ex-
tent of acceleration of fibrosis, the number of fibroblas-
tic foci has previously been shown to have an impact on
the prognosis in pathological studies [5,29,30] and is an
important factor associated with the clinical state of IPF.
Additionally, the combined evaluation of radiological as-
sessment within the first six months after the initial
diagnosis with a change in %FVC facilitated the extrac-
tion of patients with a poor prognosis, who were other-
wise hidden within the group with stable %FVC values.
In other words, among the patients with IPF diagnosed
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Days from initial diagnosis

Patients with elevated cut-off value (n=34)
Patients without elevated cut-off value (n=64)
Patients with elevated cut-off value censored
Patients without elevated cut-off value censored

(A)

Log-rank test p=0.0142
(HR: 2.435 ; 95% CI: 1.196 to 4.962)

Figure 6 The difference in the overall survival whether the cut-off val
value was significantly worse than that of patients with value below the cu
(B) months were 6.7 and 13.5, respectively.
using only HRCT, the %FVC was found to be a baseline
factor indicating the prognosis, and pulmonary function
examinations (as a monitoring method) in combination
with the assessment of HRCT findings were useful for
inferring the detailed prognosis.
From the standpoint of early detection of concomitant

lung cancer [31,32], it is important to avoid overlooking
small lung cancer lesions, even on routine HRCT (instead
of incremental CT). Furthermore, in line with the 2011 re-
visions to the guidelines, it is anticipated that diagnosing
IPF using only HRCT will become more common in the
future, as this modality also facilitates the determination
of responsiveness to treatment [33], and it is believed that
HRCT examinations will continue to play a pivotal role in
the diagnosis and management of IPF.
There are several limitations associated with this

study. First, the design study was retrospective, and the
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Log-rank test p=0.004
(HR: 2.637 ; 95% CI: 1.363 to 5.100)

Patients with elevated cut-off value (n=44)
Patients without elevated cut-off value (=54)
Patients with elevated cut-off value censored
Patients without elevated cut-off value censored

ue elevated or not. The overall survival of patients with an elevated
t-off. The cut-off values of the ΔHRCT fibrosis score at six (A) and 12
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Figure 7 The results of a comparison of the overall survival
between the IPF patient groups. Among the patients in whom
the %FVC was of “non-worsened” status at six months, the patients
with an increased HRCT fibrosis score above the cut-off value
demonstrated a significantly poorer prognosis, with a decreased
overall survival, than those without such an increase (HR 2.192, 95%
CI 1.003-4.791; p = 0.0491).
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treatments given to the patients were not identical, which
may have influenced the assessments of the prognosis.
Second, only 19.1% of the patients were allocated to the
group in which a decrease of ≥ 10% in the absolute value
of FVC was observed 12 months after the initial diagnosis
(the “worsened” status group). This group is considerably
smaller than that observed in previous studies, including
a proportion of 36.9% in a Japanese study of pirfenidone
[34] and 41.9% in a study of etanercept [35]. The fact that
all patients who died within one year of the initial diag-
nosis were eliminated in the present study may be a fur-
ther limitation. Third, the diagnosis of IPF was restricted
to patients in whom the UIP pattern was diagnosed using
HRCT and did not include those with a possible UIP pat-
tern. In other words, IPF patients requiring pathological
consideration were not included, and the study therefore
does not reflect the entity of IPF as a whole. Fourth, this
work was carried out jointly across multiple facilities, re-
stricted to Japanese IPF patients. For this reason, when
interpreting the results, it is necessary to consider poten-
tial racial selection bias, etc. Finally, this study was pri-
marily based on HRCT findings obtained using a visual
score, with good interobserver variation for the assess-
ment of the presence/absence of each HRCT finding.
However, among the various radiological factors, honey-
combing has previously been reported [36] to have an in-
sufficient rate of concordance, and radiological changes
in this feature over a one-year period are small; thus,
it is necessary to pay attention to inaccuracies in the
manual scoring system used for the radiological CT
examinations.

Conclusions
The HRCT scoring system-based grading scale is useful
for inferring the prognosis in patients with IPF and, in par-
ticular, facilitates the extraction of patients with a poor
prognosis who cannot be identified using only pulmonary
function examinations. These findings have the potential
to improve the day-to-day treatment of IPF patients, in-
cluding the ability to determine the correct time at which
to initiate treatment, including the administration of new
agents such as pirfenidone [37] and BIBF1120 [38] as well
as lung transplantation.

Abbreviations
IPF: Idiopathic pulmonary fibrosis; UIP: Usual interstitial pneumonia;
HRCT: High-resolution computed tomography; SLBs: Surgical lung biopsies;
DLCO: Diffusing capacity for carbon monoxide; FVC: Forced vital capacity;
SD: Standard deviations; ROC: Receiver operating characteristic; HR: Hazard
ratio; MMRC: Modified medical research council.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
KO, HI and KYat made substantial contributions to the conception and
design of the study. KO, TO, TI and TT acquired the data. TO, KN and HN
analyzed and interpreted the data. KO, HI, KYat, KYam, TK and HM
participated in drafting the article and critically revising it for important
intellectual content. All authors have read and approved the final
manuscript.

Acknowledgements
This research was partly supported by a grant to the Diffuse Lung Diseases
Research Group from the Ministry of Health, Labour and Welfare, Japan and
was a Ministry of Education, Science, Sports and Culture Grant-in-Aid for
Scientific Research (B), 2013–2014 (25860665, Keishi Oda).
The authors thank all test personnel for their work during the data collection
at the four institutions involved in the study: University of Occupational and
Environmental Health, Japan, Steel Memorial Yawata Hospital, Kirigaoka
Tsuda Hospital and Kyushu Rosai Hospital. The authors also thank Drs.
Takeshi Johkoh, Chiharu Yoshii, Yukiko Kawanami, Koji Kamada, Shingo
Noguchi, Naoyuki Inoue, Kentarou Akata, Kanako Hara, Kaori Kato and
Tetsuya Hanaka for their cooperation in this research.

Author details
1Department of Respiratory Medicine, University of Occupational and
Environmental Health, Japan, 1-1, Iseigaoka, Yahatanishiku, Kitakyushu City,
Fukuoka 807-8555, Japan. 2Department of Respiratory Medicine, Steel
Memorial Yawata Hospital, 1-1-1, Harunomachi, Yahatahigashiku, Kitakyushu
City, Fukuoka 805-8508, Japan. 3Department of Medicine, Kirigaoka Tsuda
Hospital, 3-9-20 Kirigaoka, Kokuraminamiku, Kitakyushu City, Fukuoka
802-0052, Japan. 4Department of Epidemiology, National Institute of Public
Health, Wako, Saitama, Japan, 2-3-6 Minami, Wako-shi, Saitama 351-0197,
Japan.

Received: 28 October 2013 Accepted: 27 January 2014
Published: 30 January 2014

Reference
1. Bjoraker JA, Ryu JH, Edwin MK, Myers JL, Tazelaar HD, Schroeder DR, Offord

KP: Prognostic significance of histopathologic subsets in idiopathic
pulmonary fibrosis. Am J Respir Crit Care Med 1998, 157:199–203.

2. Flaherty KR, Toews GB, Travis WD, Colby TV, Kazerooni EA, Gross BH, Jain A,
Strawderman RL, Paine R, Flint A, et al: Clinical significance of histological



Oda et al. Respiratory Research 2014, 15:10 Page 9 of 9
http://respiratory-research.com/content/15/1/10
classification of idiopathic interstitial pneumonia. Eur Respir J 2002,
19:275–283.

3. Nicholson AG, Colby TV, du Bois RM, Hansell DM, Wells AU: The prognostic
significance of the histologic pattern of interstitial pneumonia in
patients presenting with the clinical entity of cryptogenic fibrosing
alveolitis. Am J Respir Crit Care Med 2000, 162:2213–2217.

4. Rudd RM, Prescott RJ, Chalmers JC, Johnston ID, Society FASotRCotBT:
British Thoracic Society Study on cryptogenic fibrosing alveolitis:
Response to treatment and survival. Thorax 2007, 62:62–66.

5. King TE, Schwarz MI, Brown K, Tooze JA, Colby TV, Waldron JA, Flint A,
Thurlbeck W, Cherniack RM: Idiopathic pulmonary fibrosis: relationship
between histopathologic features and mortality. Am J Respir Crit Care Med
2001, 164:1025–1032.

6. Raghu G, Collard HR, Egan JJ, Martinez FJ, Behr J, Brown KK, Colby TV,
Cordier JF, Flaherty KR, Lasky JA, et al: An official ATS/ERS/JRS/ALAT
statement: idiopathic pulmonary fibrosis: evidence-based guidelines for
diagnosis and management. Am J Respir Crit Care Med 2011, 183:788–824.

7. Collard HR, Moore BB, Flaherty KR, Brown KK, Kaner RJ, King TE, Lasky JA,
Loyd JE, Noth I, Olman MA, et al: Acute exacerbations of idiopathic
pulmonary fibrosis. Am J Respir Crit Care Med 2007, 176:636–643.

8. Hansell DM, Bankier AA, MacMahon H, McLoud TC, Müller NL, Remy J:
Fleischner Society: glossary of terms for thoracic imaging. Radiology 2008,
246:697–722.

9. Ichikado K, Suga M, Müller NL, Taniguchi H, Kondoh Y, Akira M, Johkoh T,
Mihara N, Nakamura H, Takahashi M, Ando M: Acute interstitial
pneumonia: comparison of high-resolution computed tomography
findings between survivors and nonsurvivors. Am J Respir Crit Care Med
2002, 165:1551–1556.

10. Ichikado K, Suga M, Muranaka H, Gushima Y, Miyakawa H, Tsubamoto M,
Johkoh T, Hirata N, Yoshinaga T, Kinoshita Y, et al: Prediction of prognosis
for acute respiratory distress syndrome with thin-section CT: validation
in 44 cases. Radiology 2006, 238:321–329.

11. Miller MR, Hankinson J, Brusasco V, Burgos F, Casaburi R, Coates A, Crapo R,
Enright P, van der Grinten CP, Gustafsson P, et al: Standardisation of
spirometry. Eur Respir J 2005, 26:319–338.

12. Ley B, Collard HR, King TE: Clinical course and prediction of survival in
idiopathic pulmonary fibrosis. Am J Respir Crit Care Med 2011,
183:431–440.

13. Kundel HL, Polansky M: Measurement of observer agreement. Radiology
2003, 228:303–308.

14. Fleiss JL: The design and analysis of clinical experiments. New York: John
Wiley and Sons; 1986.

15. Latsi PI, du Bois RM, Nicholson AG, Colby TV, Bisirtzoglou D, Nikolakopoulou
A, Veeraraghavan S, Hansell DM, Wells AU: Fibrotic idiopathic interstitial
pneumonia: the prognostic value of longitudinal functional trends.
Am J Respir Crit Care Med 2003, 168:531–537.

16. Collard HR, King TE, Bartelson BB, Vourlekis JS, Schwarz MI, Brown KK:
Changes in clinical and physiologic variables predict survival in
idiopathic pulmonary fibrosis. Am J Respir Crit Care Med 2003,
168:538–542.

17. Flaherty KR, Mumford JA, Murray S, Kazerooni EA, Gross BH, Colby TV, Travis
WD, Flint A, Toews GB, Lynch JP, Martinez FJ: Prognostic implications of
physiologic and radiographic changes in idiopathic interstitial
pneumonia. Am J Respir Crit Care Med 2003, 168:543–548.

18. Selman M, Carrillo G, Estrada A, Mejia M, Becerril C, Cisneros J, Gaxiola M,
Pérez-Padilla R, Navarro C, Richards T, et al: Accelerated variant of
idiopathic pulmonary fibrosis: clinical behavior and gene expression
pattern. PLoS One 2007, 2:e482.

19. Raghu G: Idiopathic pulmonary fibrosis. A rational clinical approach.
Chest 1987, 92:148–154.

20. Kondoh Y, Taniguchi H, Ogura T, Johkoh T, Fujimoto K, Sumikawa H,
Kataoka K, Baba T, Colby TV, Kitaichi M: Disease progression in idiopathic
pulmonary fibrosis without pulmonary function impairment. Respirology
2013, 18:820–826.

21. Flaherty KR, Thwaite EL, Kazerooni EA, Gross BH, Toews GB, Colby TV, Travis
WD, Mumford JA, Murray S, Flint A, et al: Radiological versus histological
diagnosis in UIP and NSIP: survival implications. Thorax 2003, 58:143–148.

22. Jeong YJ, Lee KS, Müller NL, Chung MP, Chung MJ, Han J, Colby TV, Kim S:
Usual interstitial pneumonia and non-specific interstitial pneumonia:
serial thin-section CT findings correlated with pulmonary function.
Korean J Radiol 2005, 6:143–152.
23. Sumikawa H, Johkoh T, Colby TV, Ichikado K, Suga M, Taniguchi H, Kondoh
Y, Ogura T, Arakawa H, Fujimoto K, et al: Computed tomography findings
in pathological usual interstitial pneumonia: relationship to survival.
Am J Respir Crit Care Med 2008, 177:433–439.

24. Best AC, Meng J, Lynch AM, Bozic CM, Miller D, Grunwald GK, Lynch DA:
Idiopathic pulmonary fibrosis: physiologic tests, quantitative CT indexes,
and CT visual scores as predictors of mortality. Radiology 2008,
246:935–940.

25. Shin KM, Lee KS, Chung MP, Han J, Bae YA, Kim TS, Chung MJ: Prognostic
determinants among clinical, thin-section CT, and histopathologic
findings for fibrotic idiopathic interstitial pneumonias: tertiary hospital
study. Radiology 2008, 249:328–337.

26. Maldonado F, Moua T, Rajagopalan S, Karwoski RA, Raghunath S, Decker PA,
Hartman TE, Bartholmai BJ, Robb RA, Ryu JH: Automated quantification of
radiologic patterns predicts survival in idiopathic pulmonary fibrosis.
Eur Respir J 2014, 43:204–212.

27. Nagao T, Nagai S, Hiramoto Y, Hamada K, Shigematsu M, Hayashi M, Izumi
T, Mishima M: Serial evaluation of high-resolution computed tomography
findings in patients with idiopathic pulmonary fibrosis in usual interstitial
pneumonia. Respiration 2002, 69:413–419.

28. Grgic A, Lausberg H, Heinrich M, Koenig J, Uder M, Sybrecht GW, Wilkens H:
Progression of fibrosis in usual interstitial pneumonia: serial evaluation
of the native lung after single lung transplantation. Respiration 2008,
76:139–145.

29. King TE, Tooze JA, Schwarz MI, Brown KR, Cherniack RM: Predicting survival
in idiopathic pulmonary fibrosis: scoring system and survival model.
Am J Respir Crit Care Med 2001, 164:1171–1181.

30. Nicholson AG, Fulford LG, Colby TV, du Bois RM, Hansell DM, Wells AU:
The relationship between individual histologic features and disease
progression in idiopathic pulmonary fibrosis. Am J Respir Crit Care Med
2002, 166:173–177.

31. Turner-Warwick M, Lebowitz M, Burrows B, Johnson A: Cryptogenic
fibrosing alveolitis and lung cancer. Thorax 1980, 35:496–499.

32. Hubbard R, Venn A, Lewis S, Britton J: Lung cancer and cryptogenic
fibrosing alveolitis. A population-based cohort study. Am J Respir
Crit Care Med 2000, 161:5–8.

33. Iwasawa T, Ogura T, Sakai F, Kanauchi T, Komagata T, Baba T, Gotoh T,
Morita S, Yazawa T, Inoue T: CT analysis of the effect of pirfenidone in
patients with idiopathic pulmonary fibrosis. Eur J Radiol 2014, 83:32–38.

34. Taniguchi H, Ebina M, Kondoh Y, Ogura T, Azuma A, Suga M, Taguchi Y,
Takahashi H, Nakata K, Sato A, et al: Pirfenidone in idiopathic pulmonary
fibrosis. Eur Respir J 2010, 35:821–829.

35. Raghu G, Brown KK, Costabel U, Cottin V, du Bois RM, Lasky JA, Thomeer M,
Utz JP, Khandker RK, McDermott L, Fatenejad S: Treatment of idiopathic
pulmonary fibrosis with etanercept: an exploratory, placebo-controlled
trial. Am J Respir Crit Care Med 2008, 178:948–955.

36. Watadani T, Sakai F, Johkoh T, Noma S, Akira M, Fujimoto K, Bankier AA,
Lee KS, Müller NL, Song JW, et al: Interobserver variability in the CT
assessment of honeycombing in the lungs. Radiology 2013, 266:936–944.

37. Azuma A, Nukiwa T, Tsuboi E, Suga M, Abe S, Nakata K, Taguchi Y, Nagai S,
Itoh H, Ohi M, et al: Double-blind, placebo-controlled trial of pirfenidone
in patients with idiopathic pulmonary fibrosis. Am J Respir Crit Care Med
2005, 171:1040–1047.

38. Richeldi L, Costabel U, Selman M, Kim DS, Hansell DM, Nicholson AG, Brown
KK, Flaherty KR, Noble PW, Raghu G, et al: Efficacy of a tyrosine kinase
inhibitor in idiopathic pulmonary fibrosis. N Engl J Med 2011,
365:1079–1087.

doi:10.1186/1465-9921-15-10
Cite this article as: Oda et al.: High-resolution CT scoring system-based
grading scale predicts the clinical outcomes in patients with idiopathic
pulmonary fibrosis. Respiratory Research 2014 15:10.


	Abstract
	Background
	Methods
	Results
	Conclusions

	Introduction
	Methods
	Study subjects
	HRCT assessment and HRCT fibrosis score
	Physiological testing
	Statistical analysis

	Results
	Patient characteristics
	Interobserver agreement and correlation
	Prognostic factors for mortality
	Time-dependent changes in %FVC and the stratified survival analysis
	Time-dependent changes in the HRCT fibrosis score and the stratified survival analysis
	Survival analysis using a combination of the HRCT fibrosis score and %FVC

	Discussion
	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	Reference


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  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 /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


