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Abstract We investigated the possible relationship between boron exposure and
prostate cancer (PCa) for men living and being employed at boron mines in villages
with rich boron minerals. Out of 456 men studied, 159 were from villages with rich
boron sources and boron levels in drinking water of >1 mg L' and these men formed
the study group, while 63 from villages with rich boron sources and boron levels in
drinking water of <1 mg L ! were enrolled into control group 1. A further 234 subjects
from other villages with no boron mines were considered as control group 2. Prostate
specific antigen (PSA) levels could be obtained from a total of 423 men. Urinary boron
concentration as an indicator of boron exposure in 63 subjects, prostatic volumes by
transrectal ultrasonography in 39 subjects, and prostatic biopsies in 36 subjects were
obtained for study and control groups. The daily boron exposure was calculated according
to urinary boron levels. Although there was no significant difference among the groups in
terms of total PSA levels, the number of subjects with tPSA >2.5 and tPSA >10.0 ng du!
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prostatic volumes in men whose prostates were biopsied (p<0.012) was significantly
lower in the study group as compared with those in the control group 2. These results
suggested that high exposure to boron might have an implication within the prostatic
cellular processes related to hyperplasia and carcinogenesis, even though we did not find
a statistically significant association between PCa and boron exposure.

Keywords Prostatic neoplasm - Epidemiology - Boron intake

Introduction

A few small epidemiological researches based on experimental studies have suggested that
boron which is found in nature at trace levels has some beneficial effects on human
organisms. Vitamin D, important for bone metabolism, calcium, and magnesium are related
directly to boron level; it also affects steroid hormone mechanisms and has some
antioxidant effects in postmenopausal women [1]. These are some of the examples of its
effects on the human body [2]. In addition, it has been reported that there have been some
encouraging results for cancer patients in favor of boron intake [3, 4].

Prostate cancer (PCa) is the most common cancer among males. Increased age, family
history and race are some of the established risk factors [5, 6]. Dietary studies of PCa have
become an active field of investigation to prevent PCa. Recent results from epidemiological
studies based on the relation between PCa and boron as a dietary factor have shown that
men who consume higher levels of boron have a lower risk of PCa [4, 7]. Furthermore, it
has been reported that groundwater boron concentration levels were inversely correlated
with PCa incidence and mortality rates in Texas, USA [8]. The biological plausibility of
these observations has been supported by cell culture and animal studies. Gallardo-Williams
et al. demonstrated that boric acid reduced the growth of seeded prostate tumors in mice as
well as the levels of IGF tissue and prostate specific antigen (PSA) [3]. Similarly, inhibition
of cell proliferation was demonstrated in prostate cell lines. Furthermore, reduced adhesion
and migration suggesting less metastatic potential were observed in DU-145 PCa cells with
boron supplementation [9].

Turkey has large reserves of boron minerals and is one of the important boron-
producing countries worldwide. The villages of Iskele, Osmanca, Yenikdy, and Yolbasi,
centered around Bigadi¢ town in the Balikesir region of Turkey, are located in an area
containing rich boron minerals. Most of the people living in these villages are
employed not only in the mining of boron-rich minerals but also in the cultivating of
crops, and have been for more than a century. The agricultural products are cultivated
in an area where the levels of boron in tap water are unusually high [10, 11]. Therefore,
it would be reasonable to investigate the relationship between boron and PCa in the
population living there.

Here, we aimed to examine whether there was a possible association between boron
exposure and PCa using an ideal region for an objective epidemiological study. We also
investigated whether there was a relationship between the prostatic volume and exposed
boron levels in the study group. A reduction in PCa incidence among the population
with high dietary intake of boron would be consistent with the hypothesis that boron
prevents PCa incidence. Urinary boron concentration as an indicator of boron exposure,
PSA levels, prostatic volumes by transrectal ultrasonography (TRUS) in eligible
subjects and prostatic biopsies were obtained in the appropriate subjects from all
groups.

@ Springer
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Materials and Methods

Out of a total of 527 men were initially contacted by the researchers; 265 of them were
from the aforementioned villages with rich boron sources, and 262 were from other villages
which did not contain any boron mines but were located in the same region (control
group 2). Informed consent was obtained from all the individuals in the study after the
approval of the Local Ethical Committee. The first group was reclassified according to the
boron levels in their drinking water: higher than 1 mg L' in the villages of Iskele and
Osmanca (study group), and between 0.1 and 1 mg L™ in the villages of Yenikoy and
Yolbasi (control group 1). All the subjects from the study and both control groups were
over 40 years old and those in the study group had a minimum residency of 5 years for
adequate exposure to boron. In the end, a total of 456 men were studied; 159, 63, and 234
of them in the study group, control groups 1 and 2 respectively, as detailed in Table 1.

Prostate Specific Antigen Determination and TRUS and Prostate Biopsy

To examine the effects of prostate specific antigen (PSA) on PCa, PSA levels were accurately
determined in the volunteered 423 (133, 62, and 228 subjects in the study group, control
group 1, and control group 2, respectively) of 456 subjects enrolled into the study after
exclusions of hemolytic samples, faults in transportation or laboratory errors. Serum PSA values
were determined using the Hitachi Roche Elecsys 2010 (Party no: 741-0017-Serial no: 1541—
02) device and PSA kit (Cobas-Roche Elecsys cat. no: 04.641.655 190).

The TRUS-guided prostatic biopsy was offered to the subjects with a serum PSA level
above 2.5 ng mL ™" and was applied to 9, 13, and 17 volunteered individuals from the study
group, control group 1, and control group 2, respectively, while TRUS-guided prostatic
biopsy was performed on only 36 men, as three men refused the biopsy during the
procedure.

Subjects previously administered anticoagulant, aspirin and narcotics were excluded
from the study. A medical history, including International Prostate Symptom Score, was
taken and both routine systemic and urological physical examinations were done. Antibiotic
prophylaxis was administered orally using both 500 mg levofloxacin daily and 500 mg
ornidazole twice a day before the biopsy procedure, completed over 4 days. Another
informed consent for the biopsy procedure was obtained from all subjects. For analgesia,
intrarectal and perianal prilocaine plus lidocaine gel were used [12]. The biopsy procedure
was carried out with the guidance of 7.5 MHz ultrasound. Eight-quadrant standard

Table 1 The number of men over 40 years old in the study and control groups according to 2008 census

data
Total population Male population Male population
>40 years old >40 years old included in the study
Iskele and Osmanca 1,092 526 159 (30.2%)
(region for study group)
Yenikoy and Yolbast 464 204 63 (30.9%)
(region for control group 1)*
Mecidiye, Cagis and Comlekgi 1,292 603 234 (38.8%)

(region for control group 2)*

*The mean value of boron levels in drinking water were between 0.3 and 1.0 mg/L in control group 1 and
below 0.3 mg/L in control group 2
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sampling was applied to all subjects; 18 gauge biopsy needles and automatic biopsy guns
(Bard Magnum Biopsy Instrument) were used during the procedure. Prostatic volumes were
calculated by classical ellipsoid formula and during the procedure no complications were
observed. All the procedures were completed by the same urologist (TM), who was blinded
to the identities of the samples regarding the groups in the study. Biopsy samples were fixed
in 10% formalin solution and embedded in paraffin blocks. If needed, high molecule
weighed immunohistochemical cytokeratin staining was performed.

The Method Used for Estimation of Daily Boron Intake: Urinary Boron Determination

It is well-known that boron is easily absorbed via gastrointestinal epithelial cells through
mucous membranes found in the mouth, eyes, vagina, and anus [2]. The concentration of
boron in plasma is very low and not very stable; therefore, plasma boron concentration is not
a good indicator of the daily intake [13]. In contrast, it is excreted in urine at a rate of 84—
90% in humans and animals [14]. Boron determination in urine conducted on 24-h urine
samples is a good measure of daily intake. Therefore, urinary boron level is accepted as a
good measure of the total body boron intake. For estimation of the daily B exposure, 24-
h urine samples were collected from individuals who had healthy kidney filtering functions
represented by creatinine clearance levels within the range of 80—125 ml/min. Blood and
urine creatinine values were used to calculate the creatinine clearance levels. It has been
reported that the B excreted in the urine represented 85% of the daily B exposure [15]. Boron
concentration in urine was determined by using inductively coupled plasma optical emission
spectrometry (ICP-OES), as described below. Creatinine clearance (CrCl) studies were
performed for all the subjects whose daily boron intake was determined; it was calculated
using the following formula: “CrCl=[Ux V)/C (mL min™')”; where, U=urinary creatinine
(mg dL™"), V=urine amount/1,440 (mL min "), and C=serum creatinine (mg dL ).

Method: Colorimetric, Jaffe Cinetix
Urinary Boron Determination by ICP-OES, Sample Preparation, and Analysis Method

Three parallel solutions were prepared. Five milliliters of concentrated HNOz; were added to
5.0 mL urinary sample and the resulting mixture was placed in a microwave oven for the
digestion of samples. For this purpose, the temperature of the oven was brought from room
temperature to 150°C in 5 min; the temperature was kept constant at 150°C for another 5 min.
It was then elevated to 180°C in 5 min and was again kept constant there for another 5 min.
After the digestion process was completed, samples were cooled to room temperature and were
diluted to 50.0 mL with deionized water in a plastic volumetric flask. Indium was used as an
internal standard which was added to all samples and standard solutions so that its final
concentration was 10 mg L' Parameters for ICP-OES were selected for optimum
performance. The wavelengths selected for analyte boron and internal standard indium were
249.733 and 230.606 nm, respectively. Plasma radiofrequency power was 1.4 kW; coolant and
auxiliary Ar flow rates were 16 and 0.5 Lmin ', in turn; nebulizer pressure was adjusted to
35 psi. To introduce the samples to Ar plasma, the peristaltic pump flow rate was adjusted to
1.0 mL min™'; both uptake and rinse periods were selected as 30 s. Integration periods for both
signal and background were 1 s.

Student’s ¢ test and Kruskall-Wallis one-way ANOVA tests were used in the statistical
analysis. A Spearman’s non-parametric test was used for two different variables. The rate of
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groups was analyzed with chi-square, but when expected values were low, Fisher’s exact
chi-square tests were used. p<0.05 was considered as the cut-off for statistical significance.

Results
General Descriptive Measures of Subjects in this Observational Study

Fifteen men from the study group and 48 men from the two control groups were randomly
selected for daily boron intake calculation. The creatinine clearence results were found to be
normal in all the participants. The mean values of creatinine clearence were 83.1, 80.0, and 94.0
in the study group, control group 1, and control group 2, respectively. The mean value for daily
boron exposure was found to be 6.1 mg day " in subjects of the study group, while it was 0.88
and 0.64 mg day ' in control groups 1 and 2, respectively, as shown in Table 2. According to
boron levels in drinking water, there was a statistically significant difference between the
study group and both of the control groups (p<0.0001), but no significant difference was
detected between control groups 1 and 2 in terms of daily boron exposure (p<0.883), as
highlighted in Table 3.

Although there was no significant difference among the groups in terms of total PSA
levels, prostatic volumes were significantly lower in the study group as compared with
those in the control group 2 in men whose prostates were biopsied (p<0.012), as detailed in
Table 3.

The study group included the smallest number of both subjects with tPSA >2.5 and
tPSA >10.0 ng dL™", as compared with other groups, although it is not statistically significant.

When the subjects were stratified according to their PSA levels into four groups, as 0-2.5,
2.6-4.00,4.01-10.00, and >10.00 ng mL ", no significant difference was observed (p=0.546).
However, the number of subjects with PSA levels greater than 10.00 ng mL ™' was lowest in
the study group, as shown in Table 4.

Pathological Findings

Totally, 36 out of 85 men whose initial PSA levels were greater than 2.5 ng mL ™, were
subjected to the biopsy procedure; nine, 12, and 15 individuals from the study group,

Table 2 Boron levels in drinking water in targeted places and the daily boron exposures in sample
population (»p<0.05)

Groups (n) Boron levels in drinking Daily Boron Exposure
water (mg LY (mg dayfliSD (n))

Study group (159) Iskele (134) 1.42-6.51 6.1+£3.0 (15)
Osmanca (25) 1.72-3.97

Control group 1 (63) Yenikoy (44) 0.07-0.41 0.88+0.72 (17)
Yolbas1 (19) 0.69-0.91

Control group 2 (234) Cagis 0.03-0.2 0.64+0.7 (31)
Comlekei ND
Mecidiye ND

ND not detected (limit of detection is 0.02 mg/L)
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Table 4 The number of subjects in study group, control groups 1 and 2 according to different tPSA ranges

n (% of total in a group)

PSA=0-2.5 PSA=2.5-4.0 PSA=4.0-10.0 PSA >10.0* Total

Study group 111 (83.5) 13 (9.8) 8 (6) 1(0.8) 133 (100)
Control group 1 45 (72.6) 10 (16.1) 5(8.1) 23.2) 62 (100)
Control group 2 187 (82) 23 (10.1) 12 (5.3) 6 (2.6) 228 (100)
Total 343 (81.1) 46 (10.9) 25 (5.9) 9 (2.1) 423 (100)

#p<0.005, p=0.546

control group 1, and control group 2 in turn, accepted the biopsy. We found only five
prostatic adenocarcinoma cases in the histological examination. Out of them, one subject
was in the study group and four subjects were in the control groups. Prostatic
intraepithelial neoplasia was detected in three cases; one of the patients was in the study
group, and two patients were in control group 2, as detailed in Table 3. All cancers had
Gleason grade 6 (3+3)/10. No statistical analysis was done because of insufficient
number of subjects in the groups.

Discussion

The region studied has ideal charcateristics for this type of research due to the presence of
boron mines. Significant differences in boron exposure may be observed in locations in
rather close proximity. These differences are believed to be originated from the boron
content of the drinking water available to the study region (Table 2). In our study group,
boron exposure was found to be 6.1+3.0 mg/day. In our previous studies using the same
part of Turkey, daily boron exposure in men were found to be 6-77 mg/day (SE, 0-47) [15]
and 6.48 mg/day (SE, 0.12) [16]. The result obtained in the present study is very close to
the previous findings as stated above. Therefore, chronic boron exposure in mining region
is validated. On the other hand, boron exposure is not high for the control groups where the
drinking water boron content is lower than 1.0 mg L' [15, 16].

Prostatic carcinoma is relatively the most common organ cancer in men in Turkey, as
well as in other countries [17]. TRUS-guided prostatic biopsy is accepted as a standard
method for histopathological diagnosis [18]. This study is a unique one in that the data are
presented for interventional (invasive) investigation of the relationship between boron
intake and prostatic carcinoma incidence in men living in a region with high boron
exposure. In multiple animal studies and retrospective investigations, it has been revealed
that boron has some reliable chemopreventive effects [19, 20]. Gallardo-Williams et al.
have indicated that boric acid might inhibit PSA which is a specific tumor marker of PCa.
In this animal model, it was demonstrated that supplementing the diet with a low
concentration of boron reduced the size of implanted human prostate tumors and levels of
the tumor trophic factor, IGF-1 [3]. Cui et al. have reported that dietary boron decreases
the PCa risk [4]. Several researches have assessed the relationship between circulatory
testosterone and estradiol and the risk of prostatic carcinoma [21]. Dietary boron intake
has been shown to alter the steroid hormone levels [22]. On the other hand, the ability of
boric acid to bind hydroxyl groups of serine and NAD explains its ability to inhibit serine
proteases [23]. PSA is also a potential binding site for direct boric acid.
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All of the aforementioned mechanisms involve prevention of PCa with boron only in an
experimental field, which may provide a limited estimation for the relationship between
dietary intake and PCa. Therefore, in our community, based on the study in a region of high
boron exposure, it is reasonable to suggest that regarding PCa prevention, dietary boron
intake is related to PSA level which is the specific marker of PCa. However, no significant
difference was determined between the study and control groups in terms of serum PSA
levels. Although statistical analysis could not be performed, a limited number of men with
PSA levels over 2.5 ng mL ™' (n=36) were subjected to prostatic biopsy procedure, and a
limited number of men with PCa were also diagnosed after the biopsy in the groups. For
this reason, we could not reach a conclusion regarding the real relationship between PCa
promotion and boron, but we can speculate that fewer patients with PCa were diagnosed in
the region where high boron intake was evident.

There are three different satisfactory causative factors for this conclusion; firstly, the
small sample size of the case group may have resulted in reduced efficacy of the study, and
due to the limited number of PCa cases, it may also have limited our ability to measure the
association of low dietary boron level and PCa incidence. Secondly, additional nutritional
variables, such as dietary fat, fibers, serum lycopene, and vitamin E have to be adjusted in
the logistic regression model. The presence of different heavy or toxic material might also
be considered. Thirdly, daily boron intake might not be at the preventive levels in this
particular region.

As a result, we have similarly confirmed the previous studies and the results were
evaluated with real tissue sampling. Barranco mentioned that boron levels in the prostate
could represent the boron level in ground water. It may not represent the total boron intake
[8]. It was speculated that the people living in a region of high boron levels, may have been
protected from PCa. Since few studies exist on this topic, further research is needed to
better elucidate the role of boron in prevention of cancer in men who have different serum
boron levels.

On the other hand, prostatic volumes calculated with transrectal ultrasound were
significantly lower than those in the control groups. Benign prostatic hyperplasia (BPH)
is the most common disease that causes bladder outlet obstruction and consequently
severe clinical symptomatology [24]. However, etiology of BPH is not known very well.
In our study, it seemed that there was a relationship between prostatic volume and daily
boron intake. We are currently investigating this correlation in the same region as a
community-based study. Although the boron exposure values are very similar for the two
control groups, some difference was found for the prostate volumes. However, the
difference was not significant for the two control groups regarding both the daily boron
exposure and the mean prostate volume values. For the same parameters, a significant
difference was found between the study group and the control group 2 with the lowest
boron content in the drinking water. These preliminary results have been obtained with
rather low number of subjects and further study on BPH-boron relations are needed for
conclusive results.

Conclusions
We investigated a possible relationship between boron exposure and prostate cancer in a
community-based study. Although we did not find a statistically significant association

between PCa and boron exposure, our results suggest that high exposure to boron may have
an implication within the prostatic cellular processes related to hyperplasia and
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carcinogenesis. However, large, prospective longitudinal studies are warranted to further
clarify this possible relationship between boron exposure and prostate cancer.

Acknowledgments This research was supported by the National Boron Research Institute, grant no. AR-GE/6.

References

1.

2.

W

10.

11.

12.

14.

15.

16.

18.

19.

20.

21.

22.

23.

24.

Bosland MC (2000) The role of steroid hormones in prostate carcinogenesis. J Natl Cancer Inst Monogr
27:39-66

Hunt CD, Herbel JL, Nielsen FH (1997) Metabolic responses of postmenopausal women to supplemental
dietary boron and aluminum during usual and low magnesium intake: boron, calcium, and magnesium
absorption and retention and blood mineral concentrations. Am J Clin Nutr 65:3803-3813

. Gallardo-Williams MT, Chapin RE, King PE, Moser GJ, Goldsworthy TL et al (2004) Boron

supplementation inhibits the growth and local expression of IGF-1 in human prostate adenocarcinoma
(LNCaP) tumors in nude mice. Toxicol Pathol 32:73-78

. Cui Y, Winton MI, Zhang ZF, Rainey C, Marshall J et al (2004) Dietary boron intake and prostate cancer

risk. Oncol Rep 11:887-892

. Jamal A, Siegel R, Ward E et al (2008) Cancer statistics. CA Cancer J Clin 58:71-96
. Winters SJ, Brufsky A, Weissfeld J, Trump DL, Dyky MA et al (2001) Testosterone, sex hormone-

binding globulin, and body composition in young adult African American and Caucasian men.
Metabolism 50:1242-1247

. Yazbeck C, Kloppmann W, Cottier R, Sahuquillo J, Debotte G et al (2005) Health impact evaluation of

boron in drinking water: a geographical risk assessment in Northern France. Environ Geochem Health
27:419-427

. Barranco WT, Hudak PF, Eckhert CD (2007) Evaluation of ecological and in vitro effects of boron on

prostate cancer risk (United States). Cancer Cause Control 18:71-77

. Barranco WT, Kim DH, Stella SL Jr, Eckhert CD (2009) Boric acid inhibits stored Ca”" release in DU-

145 prostate cancer cells. Cell Biol Toxicol 25:309-320

Sayli BS, Tiiccar E, Elhan AH (1998) An assessment of fertility in boron-exposed Turkish
subpopulations. Reprod Toxicol 2:297-304

Simsek A, Velioglu SY, Coskun LA, Sayli BS (2003) Boron concentrations in selected foods from
borate-producing regions in Turkey. J Sci Food Agric 83:586-592

Lekili M, Miiezzinoglu T, Ceylan Y, Temeltas G, Biiyiiksu C (2006) Which one is responsible for pain
during transrectal guided prostate biopsy: prostate or anal canal. Panminerva Med 48:200-201

. Pahl VM, Culver BD, Strong PL, Murray FJ, Vaziri ND (2001) The effect of pregnancy on renal

clearance of boron in humans: a study based on normal dietary intake of boron. Toxicol Sci 60:252-256
Sutherland B, Leslie R, Woodhouse PS, Janet CK (1999) Boron balance in humans. J Trace Elem Exp
Med 12:271-284

Korkmaz M, Sayli U, Sayli BS, Bakirdere S, Titretir S, Ataman OY, Keskin S (2007) Estimation of
human daily boron exposure in a boron-rich area. Br J Nutr 98:571-575

Korkmaz M, Yenigiin M, Bakirdere S, Ataman OY, Keskin S, Miiezzinoglu T, Lekili M (2010) Effects of
chronic boron exposure on semen profile. Biol Trace Elem Res. doi:10.1007/s12011-010-8928-2

. Eser S, Zorlu F, Divrik RT, Cal C, Ozkan M et al (2009) Incidence and epidemiological features of

cancers of the genitourinary tract in Izmir between 1993-2002. Asian Pac J Cancer Prev 10:491-496
Matlaga BR, Eskew LA, McCullough DL (2003) Prostate biopsy: indications and technique. J Urol
169:12-19

Barranco WT, Eckhert CD (2004) Boric acid inhibits human prostate cancer cell proliferation. Cancer
Lett 216:21-29

Barranco WT, Eckhert CD (2006) Cellular changes in boric acid-treated DU-145 prostate cancer cells. Br
J Cancer 94:884-890

Bosland MC (2009) The role of steroid hormones in prostate carcinogenesis. J Natl Cancer Inst Monogr
27:39-66

Naghii MR, Samman S (1997) The effect of boron supplementation on its urinary excretion and selected
cardiovascular risk factors in healthy male subjects. Biol Trace Elem Res 56:273-286

Hausdorff WP, Sekura RD, Aguilera G, Catt KJ (1987) Control of aldosterone production by angiotensin
1I is mediated by two guanine nucleotide regulatory proteins. Endocrinology 120:1668-1678

Fong YK, Milani S, Djavan B (2005) Natural history and clinical predictors of clinical progression in
benign prostatic hyperplasia. Curr Opin Urol 15:35-38

@ Springer


http://dx.doi.org/10.1007/s12011-010-8928-2
https://www.researchgate.net/publication/50832657

	Prevalence of Prostate Cancer in High Boron-Exposed Population: A Community-Based Study
	Abstract
	Introduction
	Materials and Methods
	Prostate Specific Antigen Determination and TRUS and Prostate Biopsy
	The Method Used for Estimation of Daily Boron Intake: Urinary Boron Determination

	Method: Colorimetric, Jaffe Cinetix
	Urinary Boron Determination by ICP-OES, Sample Preparation, and Analysis Method

	Results
	General Descriptive Measures of Subjects in this Observational Study
	Pathological Findings

	Discussion
	Conclusions
	References



<<
  /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 true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /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

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /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 /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


