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P ulmonary embolism (PE) is a major public health problem with 
an incidence of approximately 1 350 000 cases per year in the 
USA alone. Major PE, defined as PE leading to hemodynamic in-

stability, is typically due to massive PE that leads to right heart failure, 
and it is associated with a thirty-day mortality of roughly 30% (1–3). 
In instances of acute PE, most deaths occur within one hour of pres-
entation with mortality rates ranging from 5% to 15%; this value is in-
creased three- to seven-fold when the condition of shock is present (4). 
Time-to-treatment is among the most important factors determining the 
success of life-saving interventions (4). First-line treatment involves an-
ticoagulation (5). For major PE, the accepted guidelines recommend en-
dovascular treatment if anticoagulation is contraindicated or if there is 
insufficient time for thrombolytic therapy to be effective (6, 7). Despite 
anticoagulation, thrombolytic therapy or even surgical embolectomy, 
rates of mortality remain high. Endovascular treatment, including me-
chanical thrombectomy, is a promising option, especially with current 
technologic advances (8–10). 

The primary physiologic perturbation in PE is a ventilation-perfusion 
mismatch, which causes a decrease in arterial oxygen levels (PaO2). 
Right-to-left shunting that occurs via intracardiac pathways, for exam-
ple, is induced and contributes to hypoxemia. Massive PE also increases 
physiological and anatomic dead space, which causes increased arterial 
carbon dioxide levels (PaCO2). There is compensatory pulmonary arte-
rial vasoconstriction, causing pulmonary arterial hypertension with a 
doubling of the pulmonary artery mean pressure (PAMP) to approxi-
mately 40 mmHg, which, in turn, can induce right heart failure (11). 
Irreversible right ventricular failure is the main cause of death in pa-
tients with massive PE. 

Our hypothesis was that balloon occlusion of the main bronchus ip-
silateral to a massive PE will reduce the ventilation-perfusion mismatch 
and, consequently, delay the progressive development of this physi-
ological cascade. To test this hypothesis, we created an ovine model of 
massive PE using either the injection of an autologous blood clot or 
deployment of a detachable balloon in the pulmonary artery. In animals 
with significant hypoxemia, we occluded the ipsilateral main bronchus 
to determine whether physiological derangements of PE were prevented 
or attenuated. 

Materials and methods
Subjects and general procedural technique

The study was approved by the Tianjin Medical University Institutional 
Animal Care and Use Committee. We used 27 adult female sheep weigh-
ing 21 to 33 kg with a mean weight of 28 kg. Anesthesia included in-
duction with intraperitoneal injection of 5% pentobarbital sodium 
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PURPOSE
Massive pulmonary embolism (PE) causes hemodynamic 
compromise and is associated with a high rate of mortality. 
We sought to create a model of massive PE and to determine 
whether occlusion of the right main bronchus could mitigate 
the physiological effects of massive PE in this model.

MATERIALS AND METHODS
We used 27 female sheep to generate a model of massive PE 
by either autologous blood clot injection (n=18) or detach-
able balloon release (n=9) into the right main pulmonary 
artery. Four sheep were excluded after blood clot injection, 
as they did not exhibit adequate declines in blood oxygen 
saturation (SaO2). Nine of the sheep that received autologous 
blood clot and nine that received detachable balloons went 
on to treatment with right main bronchus occlusion. The con-
trol group (n=5) received the autologous blood clot, but no 
occlusion of the right main bronchus. All sheep underwent 
continuous monitoring of pulmonary arterial mean pressure 
(PAMP), SaO2, arterial partial pressure of oxygen (PaO2), and 
arterial partial pressure of carbon dioxide.

RESULTS
Twenty-three sheep (85%) subjected to PE demonstrated im-
mediate tachycardia, tachypnea, and decline in SaO2 of at 
least 25% within 30 min. After right main bronchus occlusion, 
18 sheep (100%) survived for the length of the experiment 
and exhibited persistently higher SaO2 and PaO2 levels, as well 
as decreased PAMP compared with the controls. In the con-
trol group, two out of five sheep died within 30 min, and the 
three surviving subjects demonstrated significantly decreased 
SaO2 and PaO2 levels.

CONCLUSION
Occlusion of the right main bronchus in an ovine model of 
massive PE effectively extends life and provides favorable 
physiological parameters to allow emergent interventions.

Key words: • pulmonary embolism • ventilation-perfusion ratio 
• balloon catheterization • animal experimentation
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A 12 F guiding catheter was subse-
quently advanced via the right sheath 
to the right pulmonary artery to inject 
Ultravist (350 mg in 8 mL) at 6 mL/s 
for pulmonary angiography. 

Creation of the massive PE model
Next, we produced a model of mas-

sive PE by one of two methods: au-
tologous clot or balloon occlusion. 
The autologous clot was formed ex 
vivo (0.6 mL/kg) and was injected into 
the right main pulmonary arteries of 
18 sheep via a 12 F guiding catheter 
(14, 15) (Fig. 1). We released a self-
made detachable 15- to 20-mm latex 
balloon into the right main pulmo-
nary artery of the other nine sheep 
(16) (Fig. 2). After injection of the au-
tologous blood clot or release of the 
detachable balloon, immediate pul-
monary angiography was performed 
to demonstrate occlusion of the right 
main pulmonary artery. Once PE was 
established, it was deemed to be mas-
sive only if the blood oxygen satura-
tion (SaO2) levels dropped by at least 
25% from resting levels. We continu-
ously monitored CVP and PAMP un-
til levels stabilized (approximately 30 
min) to ensure that massive PE had 
been effectively produced. 

Balloon occlusion of the right main 
bronchus

We evaluated the physiological con-
sequences of obstructing airflow to 
the right lung in subjects exhibiting a 
precipitous drop in SaO2 (25% or great-
er). We inflated a 12×40-mm balloon 
(Cordis Corporation, Johnson and 
Johnson Medical Ltd., Bridgewater, 
New Jersey, USA) in the right main 
bronchus and recorded PAMP, SaO2, 
and PaO2 at 0, 3, 6, 10, 15, 20, 30, 45, 
and 60 min. Control subjects (n=5) 
were sheep that had received an au-
tologous blood clot in the right main 
pulmonary artery but did not undergo 
balloon occlusion of the right main 
bronchus.

Statistical analysis
All quantitative data are presented 

as the means±standard deviations. The 
results were compared and analyzed 
with Fisher’s exact test for survival rate, 
t-tests for group comparison, and the 
F-test for the analysis of effectiveness, 
as related to duration in the experi-
mental groups. Statistical significance 
was defined as P < 0.05. The results 
were analyzed using a commercially 
available software (Statistical Package 
for Social Sciences, version 11, SPSS 
Inc., Chicago, Illinois, USA).

(0.2 mL/kg), ketamine (7.5 mg/kg), 
and diazepam (0.25 mg/kg) followed 
by maintenance with a continuous 
intravenous drip of ketamine and di-
azepam. Previously described general 
animal care guidelines were followed 
(12). One or two sheep were studied 
per day. 

The sheep were placed in the supine 
position, and a single lumen trache-
al tube was inserted. Short vascular 
sheaths (Cook Medical, Bloomington, 
Indiana, USA) were placed, as follows: 
1) on the right, a single 12 F sheath 
was inserted into the common femo-
ral vein; 2) on the left, a 4 F sheath 
was inserted into the common femo-
ral artery; and two 4 F sheaths were 
inserted into the common femoral 
vein. From the right-sided sheath, 
we withdrew 50 mL of blood and 
incubated the blood in a flask at 40 
°C for two hours to promote clotting 
(13). During the incubation period, 
a fluoroscopically guided 4 F pigtail 
catheter (Cook Medical) was advanced 
into the abdominal aorta for continu-
ous monitoring of the mean arterial 
pressure. Two additional 4 F pigtail 
catheters were advanced to continu-
ously monitor central venous pressure 
(CVP) via the superior vena cava and 
PAMP via the main pulmonary artery. 

Figure 1. Plain radiograph showing the right pulmonary artery 
occluded by an inflated detachable latex balloon (arrows).

Figure 2. Plain radiograph showing the right pulmonary artery 
occluded via autologous blood clot (thin arrows), and the right main 
bronchus occluded by an inflated balloon (thick arrows). 
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Figure 3. a–d. Massive pulmonary embolism with and without balloon occlusion of the right main bronchus. The treated groups included 18 
sheep, each with massive pulmonary emboli and occluded right main bronchi. The control group included five sheep with massive pulmonary 
emboli only. (*) shows the occurrence of death. The time when the animal was placed on the angiography table is indicated as -60 min. The 
time-point at which the massive pulmonary embolus was produced is indicated as -30 min. Time 0 marks the 25% decline in SaO2, which 
was the inclusion criterion for the experiment. The difference between the autologous clot group and the control group was significant (**). 
Statistically significant difference was noted between the balloon occlusion group and the control group (***). SaO2 levels are plotted as a 
function of time in min (a). Partial pressure of oxygen in the peripheral artery is plotted as a function of time in min (b). Pulmonary artery mean 
pressure is plotted as a function of time (c). Partial pressure of carbon dioxide in the peripheral artery is plotted as a function of time (d).
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Results
Successful creation of the massive PE 
model

All 27 sheep immediately developed 
tachycardia and tachypnea after right 
main pulmonary arterial delivery of 
the detachable balloon (n=9) or au-
tologous blood clot (n=18). Variable 
rates of SaO2 decrease were observed; 
within 30 min, 23 sheep (9 of 9 sheep 
in the detachable balloon group and 
14 of 18 sheep in the autologous clot 
group) exhibited a drop of more than 
25% in SaO2 (for a baseline SaO2 of 
93.94±3.15%; after PE, the SaO2 was 
62.83±10.48%). Within 30 min, PaO2 
decreased from 77.28±13.03 mmHg 
to 52.28±15.12 mmHg, and PAMP in-
creased from 21.78±5.54 mmHg to 

41.17±15.75 mmHg. These physiologi-
cal parameters are consistent with the 
expected findings of hemodynamically 
significant PE. The four sheep that did 
not experience a 25% drop in SaO2 
were excluded from further testing. 

Right main bronchus occlusion 
ameliorates the physiological effects of 
massive PE

After 30 min of monitoring to as-
sure adequate creation of massive PE, 
we deployed a right main bronchus 
balloon in animals of both treatment 
groups. The most salient finding was 
a significant difference in survival be-
tween the treated and control animals. 
In the control group, two of the five 
sheep died within 30 min. The remain-
ing three sheep in the control group 

survived the entire length of the ex-
periment despite low oxygen satura-
tion levels. By comparison, all of the 
animals that underwent right main 
bronchus balloon occlusion survived 
for the duration of the experiment (P 
= 0.0395). 

In addition to reduced mortality, 
treatment groups also demonstrated 
decreased hypoxemia. SaO2 levels 
began to increase in both groups by 
3 min after balloon inflation. For the 
autologous clot group, statistical sig-
nificance was observed at t=30 min, 
reaching levels of 73.11±13.17% (P = 
0.0234) compared with SaO2 levels of 
58.22±12.02% at t=0. SaO2 levels con-
tinued to rise with time and remained 
significantly greater compared with 
the baseline, reaching 79.56±8.26% at 
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45 min (P = 0.0005) and 80.11±15.46% 
at one hour (P = 0.0040). In the bal-
loon occlusion group, baseline t=0 
SaO2 levels were 67.44±6.42% and 
reached statistical significance at t=20 
min (75.44±9.3%, P = 0.0496). SaO2 
levels continued to increase over time, 
remaining significantly elevated at 
t=30 min (78.75±7.92%, P = 0.0043), 
at t=45 min (82.63±6.32%, P = 0.0001) 
and at t=1 hour (84.89±5.90%, P < 
0.0001). 

In comparison, SaO2 levels in the five 
control sheep that did not undergo 
right main bronchus balloon occlusion 
remained persistently low. After 30 
min, autologous clot injection (equiva-
lent to t=0 in the treatment subjects), 
the surviving three sheep of the con-
trol group displayed SaO2 levels of 
53.50±14.85%. After 30 min, SaO2 lev-
els were 53.00±18.52% (P > 0.5). 

In addition to decreasing hypox-
emia, balloon occlusion of the right 
main bronchus was also associated 
with a trend toward increasing PaO2. At 
baseline, PaO2 levels were 56.64±15.16 
mmHg for controls, 49.70±14.73 
mmHg for the autologous clot group 
and 58.85±15.35 mmHg for the bal-
loon occlusion group. After 30 min, 
the three surviving control sheep had 
significantly reduced PaO2 compared 
with the baseline (32.30±8.86 mmHg, 
P = 0.0473), whereas the treated sheep 
experienced a non-significant trend 
toward an increase in PaO2 (autolo-
gous clot group, 60.74±12.75 mmHg; 
balloon occlusion group, 70.66±29.28 
mmHg; P > 0.5). 

Following balloon occlusion of the 
right main bronchus in the treated 
group, PAMP levels ranged from ap-
proximately 33 to 37 mmHg and dem-
onstrated no statistical significance 
throughout the one-hour experimen-
tal period. However, in the five sheep 
that made up the control group, PAMP 
levels initially rose from normal levels 
of 21.78±5.54 mmHg to 41.17±15.75 
mmHg. Following this initial increase, 
PAMP levels decreased significantly 
to levels of 18.50±4.95 mmHg, while 
two sheep died from massive PE. Fig. 
3 depicts the changes in the values de-
scribed above.

Discussion
Massive PE is a worldwide public 

health problem with a high mortal-
ity rate. Death often occurs within 
the first hour of presentation from 

a predictable cascade of physiologic 
derangements due to ventilation-per-
fusion mismatch, including redistribu-
tion of pulmonary blood flow, elevated 
capillary permeability, decreased levels 
of pulmonary surfactant, and increased 
atelectasis. PE leads to pulmonary arte-
rial hypertension with eventual right 
heart failure (17, 18). 

The most significant finding of our 
study, which utilized an ovine massive 
PE model, was that occlusion of the 
right main bronchus attenuated many 
of these often fatal hemodynamic 
changes. After inflation of an occlusive 
balloon in the right main bronchus, all 
18 animals undergoing massive PE sur-
vived until the end of the experiment 
compared with the control sheep, of 
which three out of five died (19). Right 
main bronchus occlusion decreased 
PE-induced hypoxemia, inducing a sig-
nificant increase in SaO2 and a trend 
toward increased PaO2.

We developed two ovine models of 
massive PE, both of which were vali-
dated by measuring hemodynamic pa-
rameters. Both models demonstrated 
physiological derangements character-
istic of PE, including decreased SaO2 
and PaO2 and increased PAMP. The 
experiments using autologous blood 
clot involved injection via a 12 F guid-
ing catheter, providing a maximal di-
ameter of only 4 mm, thereby limiting 
the size of the blood clot that could be 
delivered. Therefore, pulmonary arte-
rial occlusion may have been localized 
more distally in smaller pulmonary 
vessels. To assure that a model of mas-
sive PE had been achieved, only sheep 
with a 25% drop in oxygen saturation 
and with a visibly extensive clot bur-
den in the main pulmonary artery (as 
determined by angiography) were in-
cluded in the study. We included the 
additional PE model with balloon oc-
clusion of the right pulmonary artery 
to provide data related to more central 
arterial occlusion. The results obtained 
via both modalities were similar, sug-
gesting that both models similarly de-
pict PE. Arguably, a large central clot 
burden from peripheral pulmonary 
arterial emboli may reflect the PE ob-
served clinically in human patients 
more accurately.  

Hypothetically, by reducing the 
ventilation-perfusion mismatch, 
bronchial occlusion attenuates many 
of the physiological effects of PE. 
Maintaining improved blood oxygen 

saturation theoretically allows more 
time to perform potentially life-saving 
thrombolysis and/or thrombectomy. 
In conclusion, balloon occlusion of the 
right main bronchus in an ovine mas-
sive pulmonary embolus model pro-
duces a setting in which SaO2 and PaO2 
are increased and PAMP is decreased. 
This intervention successfully widens 
the time-to-treatment window to allow 
more time for surgical or endovascular 
treatments.

Conflict of interest disclosure 
The authors declared no conflicts of interest. 

References
 1. Tsai AW, Cushman M, Rosamond 

WD, Heckbert SR, Polak JF, Folsom AR. 
Cardiovascular risk factors and venous 
thromboembolism incidence: the longitu-
dinal investigation of thromboembolism 
etiology. Arch Intern Med 2002; 162:1182–
1189.

 2. Goldhaber SZ. Pulmonary embolism. 
Lancet 2004; 363:1295–1305.

 3. Heit JA, Silverstein MD, Mohr DN, 
Petterson TM, O’Fallon WM, Melton LJ 
III. Predictors of survival after deep vein 
thrombosis and pulmonary embolism: 
a population-based, cohort study. Arch 
Intern Med 1999; 159:445–453.

 4. Wood KE. Major pulmonary embolism: 
review of a pathophysiologic approach 
to the golden hour of hemodynamically 
significant pulmonary embolism. Chest 
2002; 121:877–905.

 5. Kucher N, Rossi E, De Rosa M, Goldhaber 
SZ. Massive pulmonary embolism. 
Circulation 2006; 113:577–582.

 6. Hirsh J, Guyatt G, Albers GW, Harrington 
R, Schunemann HJ. Executive summary: 
American College of Chest Physicians 
evidence-based clinical practice guidelines 
(8th ed). Chest 2008; 133:71–109.

 7. Kuo WT, van den Bosch MA, Hofmann LV, 
Louie JD, Kothary N, Sze DY. Catheter di-
rected embolectomy, fragmentation, and 
thrombolysis for the treatment of massive 
pulmonary embolism after failure of sys-
temic thrombolysis. Chest 2008; 134:250–
254. 

 8. Fava M, Loyola S, Bertoni H, Dougnac A. 
Massive pulmonary embolism: percutane-
ous mechanical thrombectomy during car-
diopulmonary resuscitation. J Vasc Interv 
Radiol 2005; 16:119–123.

 9. De Gregorio MA, Gimeno MJ, Mainar A, 
et al. Mechanical and enzymatic throm-
bolysis for massive pulmonary embolism. 
J Vasc Interv Radiol 2002; 13:163–169.

 10. Lee L, Kavinsky CJ, Spies C. Massive pul-
monary embolism: review of management 
strategies with a focus on catheter-based 
techniques. Expert Rev Cardiovasc Ther 
2010; 8:863–873.

 11. Goldhaber SZ, Elliott CG. Acute pulmonary 
embolism: part I. Epidemiology, patho-
physiology, and diagnosis. Circulation 
2003; 108:2726–2729.



Balloon occlusion of the right main bronchus in an ovine model • 131Volume 18 • Issue 1

 12. Teebken OE, Puschmann C, Aper T, 
Haverich A, Mertsching H. Tissue-
engineered bioprosthetic venous valve: 
a long-term study in Sheep. Eur J Vasc 
Endovasc Surg 2003; 25:305–312.

 13. Vidal Melo MF, Harris RS, Layfield D, 
Musch G, Venegas JG. Changes in re-
gional ventilation after autologous blood 
clot pulmonary embolism. Anesthesiology 
2002; 97:671–681.

 14. Kjærgaard B, Kristensen SR, Risom M, 
Larsson A. A porcine model of massive, 
totally occlusive, pulmonary embolism. 
Thromb Res 2009; 124:226–229.

 15. Sedlarik KM, Monch C, Haenselt V, Riedel 
E, Durschmied H. Experimental pulmo-
nary embolism with electrically activated 
autologous blood. Res Exp Med (Berl) 
1986; 186:271–284.

 16. Fan Y, Liu Y, Li P, Bao GJ. The lager area 
pulmonary embolism animal models were 
formed with self made detachable latex bal-
loons. Chinese Journal of Interventional 
Radiology 2009; 15:613–615.

 17. Morris TA, Marsh JJ, Chiles PG, et al. Single 
photon emission computed tomography 
of pulmonary emboli and venous thrombi 
using anti-D-dimer. Am J Respir Crit Care 
Med 2004; 169:977–978.

 18. Screaton NJ, Coxson HO, Kalloger SE, et al. 
Detection of lung perfusion abnormalities 
using computed tomography in a porcine 
model of pulmonary embolism. J Thorac 
Imaging 2003; 18:14–20.

19. Fan Y, Liu Y, Wu Q, et al. Comparison of 
the massive pulmonary embolism of the 
animal model stabled by different meth-
ods. Zhonghua Jie He He Hu Xi Za Zhi 
2010; 33:363–366.



<<
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /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 1200
  /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 1200
  /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

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /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 <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /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 <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /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


