
Chinese Journal of Polymer Science Vol. 30, No. 2, (2012), 242−249 Chinese Journal of Polymer Science 
© Chinese Chemical Society 
Institute of Chemistry, CAS  
Springer-Verlag Berlin Heidelberg 2012 

BIOCOMPATIBILITY OF A PDMS-COATED MICRO-DEVICE: BLADDER 
VOLUME MONITORING SENSOR* 

Dong Sup Lee 
Department of Urology, St. Vincent's Hospital, College of Medicine, the Catholic University of Korea, Suwon, Korea 

Su Jin Kim,  Jun Ho Sohn,  In Gul Kim  and  Sae Woong Kim** 
Department of Urology, Seoul St. Mary's Hospital, College of Medicine, the Catholic University of Korea, Seoul, Korea 

Dong Wan Sohn 
Department of Urology, Yeouido St. Mary's Hospital, College of Medicine, the Catholic University of Korea, Seoul, Korea 

Jong Hyun Kim  and  Bumkyoo Choi 
Department of Mechanical Engineering, Sogang University, Seoul, Korea 

 
 
Abstract  We evaluated the biocompatibility of a dimethylpolysiloxane-coated micro-device which had been designed for 
monitoring real-time bladder volume in previous studies. The extract assay with dimethylpolysiloxane which had been used 
for coating the micro-device to measure the bladder volume was performed as an in vitro cytotoxicity test. For in vivo 
biocompatibility testing, the inflammatory responses around the implantation site of the micro-device in subcutaneous tissue 
of rat were assessed by light microscope with H&E stain and fluorescence microscope with ED1 stain and von Willebrand 
factor stain. The averages of cell viability in dimethylpolysiloxane group were 84.6% and 82.3% at 24 h and 72 h incubation, 
respectively. The qualitative evaluations with light and fluorescence microscope revealed that the inflammatory changes 
peaked during 2 weeks but almost disappeared at 4 weeks after implantation of devices. The quantitative evaluations for 
granulation layer formation and neovascularization showed that the thickness of the layer in dimethylpolysiloxane group 
peaked during 2 weeks but it came to be stabilized at 4 weeks as thin as at 2 weeks in control group, and the frequency of 
neovascularization was higher in dimethylpolysiloxane group than in control group but it was not increased with time. The 
dimethylpolysiloxane-coated micro-device is thought be a reliable bio-medical device. 
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INTRODUCTION 

Real-time monitoring of volume status in some chronic diseases are is important for patients to avoid 
complications related to high pressure in limited space, and trials to solve such problems are making steady 
progress in various clinical fields with the development of implantable micro-devices by application of 
microelectrical mechanical systems (MEMS) technology[1]. Important concepts for implantable micro-devices 
include micro-invasiveness and biocompatibility. Recently, with much improvement in the technical aspects of 
such devices, a micro-device has been reported in the urological field that can work in the urinary bladder to 
enhance the quality of life of neurogenic bladder patients by announcing the optimal timing for urination and 
preventing complications induced by overdistension of a dysfunctional neurogenic bladder[2]. Recently, authors 
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have developed a dimethylpolysiloxane (PDMS)-coated micro-device that can be implanted in the external walls 
of the urinary bladder to monitor real-time bladder volume in vivo[3]. These studies have achieved marvelous 
results, but with regard to biocompatibility, which is one of the major concerns for a medical device, the studies 
were lacking. 

Therefore, an in-depth discussion of the biocompatibility of implantable bladder-volume-monitoring 
devices is necessary. In our previous study, we used PDMS as a coating material for the sensor. In this study, we 
evaluated the cytotoxicity of PDMS in vitro and evaluated tissue responses after implantation of PDMS-coated 
bladder volume sensors into dorsal subcutaneous tissues of rats. Our results will help to provide basic data for 
assessment of the safety of urinary bladder-volume-monitoring sensors for future clinical trials. 

EXPERIMENTAL 

All animal experiments were conducted following the guidelines and regulations pertinent to animal experiments 
of the Institutional Animal Care and Use Committee, Catholic University Medical College (CUMC-2010-0066-
01). 

Preparation of Micro-device with PDMS Coating 
The Pyrex glass was washed with acetone and poly-silicon was deposited on both sides at a thickness of         
300 nm. With the use of a spin coater, photoresist was done followed by soft baking. Through the cracks in the 
honeycomb shape on the mask, the substrate was exposed to ultraviolet light and the membrane of poly-silicon 
was partially removed. Then the etching process was done with hydrofluoric acid solution to 100 μm in depth. 
The photoresist was then removed by acetone washing and the remnant poly-silicon was also removed by 
reactive ion etching. Au was deposited on the working side at a thickness of 100 nm. To complete the MEMS 
process, the sample was dipped into PDMS mixture (Sylgard 184, Dow Corning, silicone elastomer:curing agent 
= 10:2), and the samples coated with PDMS mixture were cured in an oven at 80°C for 2 h. 

In vitro Biocompatibility Study with PDMS 
The cytotoxicity test of the prepared packaging material was determined by cell counting with trypan blue. In 
the dynamic condition, extract of the test sample, PDMS, was made by immersing one micro-device sample into 
Dulbecco’s modified eagle medium (DMEM) containing 100 units/mL of penicillin, 100 g/mL of streptomycin 
and 10% FBS in an incubator at 37°C in a humidified 5% CO2 atmosphere for 24 h. First, NIH3T3 fibroblasts   
(1 × 106/well) were plated into 6-well plates and incubated for 24 h. Then, the medium was aspirated and rinsed 
twice with PBS. The extract of the test sample was added to each well, and the plates were then incubated for    
24 h and 72 h. The cells detached by trypsin/EDTA were stained with trypan blue (500 μL 4%, Gibco). The 
living cells were subsequently counted in a hemocytometer. 

In vivo Biocompatibility Study with PDMS-coated Micro-device 

Implantation of the micro-device in the dorsal subcutaneous tissue of rats 
Twenty-four male Sprague-Dawley rats weighing 250−300 g, housed in a temperature- and humidity-controlled 
environment on a 12/12-h light-dark cycle, were randomly assigned to two equal groups: i.e., group 1 (controls, 
sham operation), and group 2 (micro-device implantation). They were fed standard rat food and water, freely 
available, and acclimatized to the laboratory environment for at least 1 week before surgery. Then, all rats were 
anesthetized by the intramuscular injection of ketamine (Ketamine; Yoohan Yanghang, Seoul, Korea, 75 mg/kg) 
and xylazine (Rompun, Bayer Korea, Korea, 15 mg/kg) for surgical manipulation. In the experimental group 
(group 2), methodologically by ISO 10993-6, the back area of each rat was sterilized with 10% povidone-iodine 
solution and incised by sterile techniques, the subcutaneous tissues were exposed, and a micro-device [2298 µm 
(l) × 3200 µm (w) × 500 µm (h)] was placed in direct contact with the subcutaneous tissues. In the control group 
(group 1), sham operations were performed for 5 min by use of toothless forceps. The 12 rats in each study 
group were randomly divided into four subgroups that were sacrificed at 7, 14, 21, and 28 days after surgery. 
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Assessment of tissue granulation 
Tissues around the micro-device were collected and fixed in 10% neutral formalin for 1 day. For the preparation 
of the fixed tissues as samples for light microscopy, the tissues were dehydrated with alcohol, embedded in 
paraffin, sectioned in 5 μm widths by use of a microtome, and stained with hematoxylin-eosin (H&E). A 
pathologist unaware of the experimental protocols examined the tissues at the implantation site by use of a light 
microscope and measured the maximum thickness of the granulation layer adjacent to implantation site. 

Assessment of neovascularization 
Sectioned tissues were immobilized on slides, immersed in 100% xylene for 3 min each, subsequently immersed 
in ethanol from 100% to 60% sequentially for 2 min each, and then washed for 5 min. The slides were added to 
0.01% sodium citrate (pH 6), boiled in a microwave oven, and cooled at room temperature for 20 min. To inhibit 
nonspecific reactions during staining, the samples were reacted with a blocking solution (1.5% normal goat 
serum, 1.5% normal horse serum, 1% BSA, 0.1% Triton X-100 in PBS) at room temperature for 1 h and then 
reacted with the first antibody (mouse monoclonal von Willebrand factor; Abcam, UK) at room temperature for  
2 h. The samples were then washed in PBS 3 times and reacted with the secondary antibody (Alexa Fluor 488 
goat anti-rabbit IgG; Invitrogen, USA) diluted with the blocking solution to 1:500 at room temperature for 1 h. 
The samples were then washed with PBS 3 times and mounted with DAPI, and images were obtained by use of 
a fluorescence microscope. 

The micro-vessel density (MVD) in one section from each specimen was assessed by fluorescence 
microscope. In each case, the most intensely stained vascular area around the implanted bio-device was 
identified at X40 and the vessels in three separate high-power fields (X400) within this area were counted. 
Therefore, the mean of nine sample counts in one subgroup was calculated as the MVD at each week. 

Assessment of inflammatory reaction 
Sectioned tissues were immobilized on slides, washed with 100% xylene for 3 min each, immersed in ethanol 
from 100% to 60% sequentially for 2 min each, and then washed for 5 min. The slides were added to 0.01% 
sodium citrate (pH 6), boiled in a microwave oven, and cooled for 20 min at room temperature. To inhibit 
nonspecific reactions during staining, the samples were reacted with a blocking solution (1.5% normal goat 
serum, 1.5% normal horse serum, 1% BSA, 0.1% Triton X-100 in PBS) at room temperature for 1 h and reacted 
with the primary antibody ED1 (mouse Anti rat-CD68, Serotec, UK) at room temperature for 2 h. The samples 
were then washed with PBS 3 times and reacted at room temperature for 1 h with the secondary antibody (Alexa 
Fluor 568 goat anti-rabbit IgG; Invitrogen, USA) diluted to 1:500 with the blocking solution. The samples were 
then washed with PBS 3 times and mounted with DAPI, and images were obtained by use of a fluorescence 
microscope. 

Statistical analysis 
The statistical analyses were done by using SPSS® software version 15.0 (SPSS Inc, Chicago, IL, USA). The 
results were assessed by using mean values. The groups were compared at 7, 14, 21, and 28 days and within-
group comparisons were made by using the Mann-Whitney U-test and the Kruskal-Wallis H-test. 

RESULTS 

In vitro Biocompatibility 
The cell count in each well before and after treatment with the extract of the prepared packaging material is 
presented in Table 1. The average cell viabilities in the control group were 92.7% and 92.3% at 24 h and 72 h 
incubation respectively, which were higher than those in the experimental group (84.6% and 82.3%) by 8.1% 
and 10.0% (p < 0.05 by Mann-Whitney U-test). However, within experimental group, there was no statistical 
difference of cell viability by time (p = 0.24 by Mann-Whitney U-test). 
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Table 1. In vitro cytotoxicity testing by the extract assay 
 24 hours * Cell viability (%) 72 hours* Cell viability (%) 

Control 

2.29/2.42 
2.12/2.32 
2.69/2.92 
2.36/2.58 
2.06/2.20 
2.88/3.10 

94.6 
91.2 
92.2 
91.5 
93.6 
92.8 

2.31/2.46 
2.67/2.88 
2.09/2.24 
2.85/3.11 
2.30/2.51 
1.82/1.99 

93.9 
92.8 
91.9 
91.7 
91.8 
91.4 

PDMS 

2.43/2.81 
2.08/2.44 
1.81/2.16 
2.48/3.02 
2.78/3.15 
1.68/2.06 

86.6 
85.2 
83.8 
82.1 
88.2 
81.6 

1.85/2.33 
1.96/2.38 
2.41/2.95 
2.02/2.42 
1.98/2.40 
2.21/2.63 

79.5 
82.3 
81.7 
83.5 
82.4 
84.1 

* Viable cells (× 106/mL)/Initial total cells (× 106/mL) 

In vivo Biocompatibility 
Two rats in the in vivo biocompatibility study died. One was in the control group and died 2 days after surgery. 
The other was in the experimental group and died 22 days after surgery. The rats that died had no gross 
abnormal findings. When the other rats were sacrificed for in vivo evaluation, there were no definite signs of 
edema, adhesion, or redness, except for tiny fibrotic changes adjacent to the surface of the micro-device (Fig. 1). 

 

 
 

Fig. 1  Gross finding after 4 weeks of implantation 
 

                   
 

                   
 

Fig. 2  Microscopic findings with H&E stain (a) control group at 2 weeks; (b), (c) and 
(d) experimental groups at 2 weeks, 3 weeks and 4 weeks, respectively 
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When we used light microscopy with H&E staining to observe the inflammatory response at a glance, we 
found thin granulation layers at 1 week and 2 weeks that disappeared after 3 weeks in the control group. In the 
experimental group, however, the capsules were over 3 times as thick as those in the sham operation group and 
contained more abundant immune-reactive cells. Nonetheless, the thickness of layers tended to decrease after      
3 weeks and at 4 weeks it became as thin as at 2 weeks in control group. The mean granulation layer thickness 
was about 14 µm and 46 µm in the control and experimental groups, respectively, at 2 weeks when the maximal 
thickness was seen in each group. We could find neither necrotic area nor foreign debris (Figs. 2 and 3). 

 

 
Fig. 3  The granulation thickness around the PDMS-coated micro-device implantation site  

 

With respect to inflammatory reaction, we found that macrophage infiltration peaked at 1 week and the 
cells had nearly disappeared at 4 weeks as if no surgical procedure had been done (Fig. 4). In the control group, 
however, macrophages were nearly invisible even at 2 weeks and were as scant as at 4 weeks in the 
experimental group. 

 

                   
 

                   
 

Fig. 4  Macrophage infiltration as shown by fluorescence microscope after implantation 
of a PDMS-coated micro-device (a) 1 week, (b) 2 weeks, (c) 3 weeks and (d) 4 weeks 
White arrows: implantation site of micro-device; Dark: cell nucleus (DAPI), Bright: 
macrophage, ED1 staining, × 40 

 

Neovascularization around the implantation site was observed with von Willebrand factor stain mounted 
with DAPI by use of a fluorescence microscope. MVD was about 2.5 times higher in the experimental group 
than in the control group during the whole experimental period (Fig. 5). However, in each group, MVD showed 
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no statistical difference (Table 2). As previously described, 3 samples were collected to calculate MVD in one 
rat; MVD was calculated with 9 samples in each subgroup. Before 1 week, however, one rat in the control group 
had died and the mean value at 1 week was thus calculated with 6 samples. This also happened at 4 weeks in the 
experimental group. 

 

 
 

Fig. 5  Staining for von Willebrand Factor 
Arrows: green-blood vessel, blue-cell nucleus (DAPI), 
von Willebrand Factor, × 400 

 
Table 2. Micro-vessel density 

MVD (n/HPF) Control PDMS 
1 week 
2 weeks 
3 weeks 
4 weeks 

1.50 ± 0.55 
1.44 ± 0.53 
1.33 ± 0.50 
1.33 ± 0.50 

3.78 ± 0.67 
3.89 ± 0.78 
3.56 ± 0.73 
3.67 ± 0.52 

p-value 0.88 0.75 
The data are expressed as mean ± standard deviation of the mean; 
Comparison within each group was done with the Kruskal-Wallis H-test. 

DISCUSSION 

Usually, neurogenic bladder patients cannot recognize or have a decreased sense of the distension over their 
normal bladder capacity.  As a result, normal voiding does not occur and, moreover, repetition of inappropriate 
voiding causes deterioration of renal function. Therefore, warning of distension of the urinary bladder and 
proper control of the voiding time can reduce morbidity in these patients. In this sense, a technical trial to 
monitor real-time bladder volume was proposed by implantation of a bio-medical device in the urinary 
bladder[4]. Recently, we reported the attachment of real-time, implantable bladder volume sensors to both lateral 
sides of the outside wall of the bladder by application of MEMS technology[3]. 

A device to be implanted in the human body must be ‘safe’ for the patient, i.e., it must be biologically 
compatible with tissues[5]. However, evaluations of safety have rarely performed in the urological field, 
especially with implantable bio-medical devices. PDMS is a well-known bio-material for which biocompatibility 
tests have been described in many publications[6]. Nevertheless, research on PDMS as a coating material for an 
implantable micro-device is not yet sufficient. PDMS is suitable as a coating material for electronic sensors 
because of its tension stiffening characteristics either at room temperature or at high temperatures. In the case of 
the Sylgard 184 kit, a commercialized raw material for PDMS, the vinyl group contained in a prepolymer 
together with silicon hybrid contained in the curing agent forms a crosslink reaction such as Si―CH2―CH2―Si 
with the help of an organometallic catalyst. In this process, raising the proportion of curing agent from 10% to 
20% can increase the tensile strength and improve Young’s modulus[7]. To fabricate the micro-device, PDMS 
with 20% curing agent was used as the coating material. The extract sample test was done as described in the 
ISO 10993-5 to evaluate the cytotoxicity of PDMS. In our study, the averages of cell viabilities in the 
experimental group were 84.6% and 82.3% at 24 h and 72 h incubation, respectively which were lower than 
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those in the control group (92.7% and 92.3%) statistically. However, within experimental group, there was no 
statistical difference of cell viability by time. According to ISO 10993-5, with quantitative evaluation, a 
reduction of cell viability by more than 30% is considered a cytotoxic effect. Bélanger et al. described in their 
work that cell viability over than 80% was favorable and between 60%−80% was slight reduction[6]. 
Accordingly, PDMS extracted from the micro-device in this study is considered to be a safe material. In general, 
early after implantation of bio-medical device, protein adsorption would occur on the surface material of the 
device. Then, a provisional matrix or avascular capsule would be formed in sequence. Whereas the resulting 
foreign body reaction typically leads to the formation of an avascular capsule that is beneficial in that it isolates 
the foreign body from the surrounding tissue, the inflammatory response and the modulation of the 
inflammatory response by the bio-material can contribute to the development of device-related complications 
such as bio-material-centered infection, implant degradation or loosening, thrombosis, contraction of the fibrous 
capsule, and so on[8, 9].  

The tissue inflammatory response can be assessed by light microscopy with H&E staining. Dalu et al. 

reported the difference in inflammatory response between the sexes in mice where small pieces of a smooth 
PDMS was implanted in the interscapular region and evaluations, such as measurement of granulation layer 
thickness around the implantation site, were made primarily on the central area of the implant, away from the 
edges and then on relative numbers of inflammatory cells around the implantation site[10]. We also assessed the 
thickness of the avascular layer or granulation layer at the implantation site. We found that the maximum 
thickness of the capsular layer was seen at 2 weeks in both groups, and in the experimental group, the layer was 
much thicker than in the control group. The density of inflammatory cells in the layer was also highest at             
2 weeks. However, the thickness of the layer and its density decreased with time, which suggests a stabilization 
of the layer and a dwindling of the immune response. To observe inflammatory cell infiltration, we used 
immunohistological staining with ED1 antibody to see the existence of macrophages around the implantation 
site. Bio-material-mediated inflammatory response is modulated by histamine-mediated macrophage recruitment 
and adhesion to the implant surface[11]. Importance of the macrophage in contribution to acute and chronic 
inflammatory reaction is well known[9, 12]. For this reason, many researchers use immunohistological stains such 
as MAC387, ED1, or CD4 as macrophage markers[13, 14]. Here, we found that the briskest reactions of 
macrophages were observed at 1 week and were gradually reduced. At 4 weeks, the macrophages nearly 
disappeared. As a result, the degree of inflammatory response was not maintained throughout the experiment, 
but rather ceased with time. Quantitative assessments with inflammatory cell counting can help studies more 
objective, especially when qualitative assessments get equivocal results. One of limitations in our study is the 
lack of such quantitative assessment for cell counting, although in this study, the aspect of macrophage 
infiltration in each week was quite distinguishable from each other. 

Angiogenesis, which is defined as the formation of new blood vessels from existing vasculature, is 
important during development. In adults, the process is limited to the female reproductive system and to tissue 
repair and pathological conditions. In the normal tissue-healing process, neovascularization peaks by day 5[15]. 
There have been many reports in which the inflammatory reaction was assessed by observation of 
neovascularization[16]. In our study, we described neovascularization as MVD, which was higher in the 
experimental group than in the control group by approximately 2.5 times. Interestingly, MVD was not 
significantly different within each group throughout the experiment. This suggests that the inflammatory 
response was activated only during the early few days after micro-device implantation. 

CONCLUSIONS 

In this study, PDMS, which was used as a coating material for a bladder volume sensor, was biocompatible 
according to the in vitro extract assay. In the in vivo study, formation of granulation capsules with a tendency for 
a decrease in macrophage infiltration revealed that the tissue around the implantation site was stabilized with 
time, which could explain why MVD was fixed after 1 week in each group. So, despite the inflammatory 
response seen during 2 weeks in the experimental group, the PDMS-coated micro-device must be a reliable bio-
medical device. We expect that biocompatibility studies such as ours on PDMS-coated micro-devices will be 
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novel baseline research for the development of ambulatory urodynamic devices in the future. 
More studies will be needed to evaluate the inflammatory response with other immune-reactive cells, 

including fibroblasts, lymphocytes, and so on. Such research would be more worthy if long-term studies could 
be performed. 
 
REFERENCES 
 
1 Kakaday, T., Plunkett, M., McInnes, S., Jimmy Li, J.S., Voelcker, N.H. and Craig, J.E., IFMBE Proc., 2009, 23: 198 

2 Tan, R., McClure, T., Lin, C.K., Jea, D., Dabiri, F., Massey, T., Sarrafzadeh, M., Srivastava, M., Montemagno, C.D., 

Schulam, P. and Schmidt, J., Biomed. Microdevices, 2009, 11: 259 

3 Lee, D.S., Kim, S.J., Sohn, D.W., Choi, B., Lee, M.K., Lee, S.J. and Kim, S.W., Kaohsiung J. Med. Sci.,                  

2011, 27(4): 133 

4 Provost, B. and Sawan, M., Med. Biol. Eng. Comput., 1997, 35(6): 691 

5 Pizzoferrato, A., Ciapetti, G., Stea S., Cenni, E., Arciola, C.R., Granch, D. and Savarino, L., Clin. Mater.,                  

1994, 15(3): 173 

6 Bélanger, M.C., Marois, Y., Roy, R., Mehri, Y., Wagner, E., Zhang, Z., King, M.W., Yang, M., Hahn, C. and  

Guidoin, R., Artif. Organs, 2000, 24: 879 

7 Sasoglu, F.M., Bohl, A.J. and Layton, B.E., J. Micromech. Microeng., 2007, 17: 623 

8 Tang, L. and Eaton, J.W., Am. J. Clin. Pathol., 1995, 103(4): 466 

9 Anderson, J.M., Cardiovasc. Pathol., 1993, 2(3): 33S 

10 Dalu, A., Blaydes, B.S., Lomax, L.G. and Delclos, K.B., Biomaterials, 2000, 21(19): 1947 

11 Keegan, A.D., In “Cytokine reference, IL-4”, ed. by Oppenheim, J.J. and Feldman, M., Academic Press, San Diego, 

2000, p. 167 

12 Johnston, R.B. Jr., N. Eng. J. Med., 1988, 318: 747 

13 Kim, B.S., Oha, J.M., Kim, K.S., Seo, K.S., Cho, J.S., Khang, G., Lee, H.B., Park, K. and Kim, M.S., Biomaterials, 

2009, 30(5): 902 

14 Taglinger, K., Day, M.J. and Foster, A.P., J. Comp. Pathol., 2007, 137(4): 211 

15 Cotran, R.S., Kumar, V. and Collins, T., in “Robbins pathologic basis of disease,” 6th ed., ed. by Albert, D.M.,  

Anthony, D.C., Aster, J., et al., W.B. Saunders Company, Philadelphia, 1999, p. 108 

16 Klinge, U., Klosterhalfen, B. and Muller, M., Eur. J. Surg., 1999, 165(7): 665 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /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 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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.01667
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 2.03333
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /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 (sRGB IEC61966-2.1)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<


    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>



    /HUN <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 6.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200036002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 6.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>


    /SKY <>

    /SUO <>
    /SVE <>
    /TUR <>

    /DEU <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [2834.646 2834.646]
>> setpagedevice


