
INTRODUCTION

Gastric cancer still remains the third cause of cancer death
in both genders and the fifth most incident cancer world-
wide (Ferlay et al., 2012). The World Health Organisation

(WHO) International Agency for Research on Cancer
(IARC) has recognised Helicobacter pylori (H. pylori) as a
Group-one carcinogen for gastric cancer development since
1994 (Anonymous, 1994). Nevertheless, only over 1–2% of
patients infected with H. pylori will develop gastric cancer
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Histamine has an important role in the process of the gastric mucosa inflammation acting via his-
tamine receptor H2 (encoded by the gene HRH2). Single nucleotide polymorphism of the
enhancer element of HRH2 gene promoter rs2067474 (1018 G > A) may be associated with
changes of expression of the receptor. We attempted to clarify the association of this polymor-
phism with gastric cancer and/or atrophic gastritis in the Latvian (Caucasian) population. The
study group consisted of 121 gastric cancer patients and 650 patients with no evidence of gastric
neoplasia on upper gastrointestinal endoscopy. Genotyping for rs2067474 was performed with
the TaqMan probe-based system using a commercially available probe for RT-PCR. The fre-
quency of the A allele in the gastric cancer group was 0.41% and in the control group — 1.54%
(p = 0.231). No significant differences were found comparing genotypes between gastric cancer
versus control patients (OR = 0.236, CI95% = 0.030–1.896), patients with (n = 165) versus with-
out (n = 485) gastric metaplastic lesions (OR = 0.854, CI95% = 0.288–2.540) and patients with
(n = 297) and without (n = 353) gastric atrophic lesions (OR = 1.145, CI95% = 0.451–2.906). Our
findings suggest that the HRH2 -1018 G > A polymorphism (rs2067474) is neither associated with
gastric cancer nor the grade of atrophic gastritis in the Latvian (Caucasian) population.
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during their lifetime (Parsonnet et al., 1991). Gastric cancer
pathogenesis is a complex process involving both host and
bacterial genetic factors, which play a role in the develop-
ment of the inflammation, epithelial transformation, etc.
(Wroblewski et al., 2010; Alzahrani et al., 2014). Many re-
cent studies have focused on the role of single nucleotide
polymorphisms (SNP) involved in the gastric carcinogene-
sis (Wroblewski et al., 2010), which are selected either
from genome-wide association studies or because the gene-
encoded product is or may be involved in gastric cancer
pathogenesis.

The gastrointestinal tract is rich in neuroendocrine cells pro-
ducing various hormones: G cells produce gastrin, D cells
produce somatostatin, enterochromaffin-like (ECL) cells
produce histamine and others (Ched et al., 2006).
Histamine-producing ECL cells are located in the oxyntic
mucosa of the stomach and have paracrine appearance
(Hananson et al., 1986). Histamine has various biological
effects acting via four types of histamine receptors (Hill et

al., 1997; de Ersh et al., 2005); stimulation of histamine H2
receptor (HRH2) plays a crucial role in the regulation of
gastric acid secretion (Hill et al., 1997; Ched et al., 2006).
Histamine has an important role in the process of the gastric
mucosa inflammation acting via HRH2, albeit H. pylori in-
fection is the major contributing factor in the development
of inflammation (McGowan et al., 1996).

The HRH2-encoding gene is located on the 5q35.2 chromo-
some. SNP of the enhancer element of the HRH2 gene pro-
moter rs2067474 results in the transition of –1018 G > A
and may be associated with changes of expression of the re-
ceptor (Guo et al., 2005). Currently, only few papers on the
association of HRH2 SNP rs2067474 with gastric mucosa
atrophy and gastric cancer have been published, in the Japa-
nese population by Arisawa’s group (Arisawa et al., 2012;
Yamada et al., 2012).

The aim of our study was to determine if there is an associa-
tion of HRH2 –1018 G > A (rs2067474) genotype with gas-
tric cancer and/or atrophic gastritis in the Latvian (Cauca-
sian) population, which has European ancestry.

MATERIALS AND METHODS

Study design. Gastric cancer patients (n = 121) from Rîga
East Clinical University Hospital (Latvia) with an estab-
lished diagnosis were invited to participate in the study.

Patients (n = 650) being referred for upper gastrointestinal
endoscopy to the outpatient department of Rîga East Clini-
cal University Hospital or Centre of Digestive Diseases
“GASTRO” (Latvia) due to dyspeptic symptoms were in-
cluded in the control group. The following exclusion criteria
were used: gastric lymphoma, gastric dysplasia, cancer of
the oesophagus, Barrett’s oesophagus and history of pre-
vious gastric surgery. All patients who participated in the
study were Caucasians. All patients were invited to partici-
pate in the study during the time period 2010–2014.

A blood sample with EDTA anticoagulant was taken from
each patient for DNA extraction with further genotyping.
DNA was extracted from whole blood using the phenol-
chlorophorm method. All control group patients underwent
upper gastrointestinal tract endoscopy with further histopa-
thological evaluation of the biopsies.

Upper gastrointestinal tract endoscopy. The upper gastro-
intestinal tract endoscopy was performed after night-time
fasting. Standard biopsy material from each patient was
taken during the procedure from at least five different loca-
tions in the stomach: two from corpus mucosa (one from the
lesser and one from the greater curvature), one from in-
cisura angularis mucosa (from the lesser curvature) and two
from antral mucosa (one from the lesser and one from the
greater curvature) (Dixon et al., 1996). Additional biopsies
were taken from any columnar-lined mucosa in the oe-
sophagus and sites suspicious for neoplastic lesions in the
stomach and oesophagus.

Histopathology. Three experienced expert gastrointestinal
pathologists, blinded to any clinical data, separately exam-
ined all the biopsies for controls. All histopathological find-
ings were reported separately for each biopsy site from the
stomach: corpus mucosa, incisura angularis mucosa and an-
trum mucosa. The slides were stained with hematoxylin-
eosin, Alcian blue and Giemsa. Metaplastic epithelial
changes, H. pylori colonisation and gastric mucosa atrophy
were scored using visual analogue scales (0 = absents, 1 =
mild, 2 = moderate, 3 = severe), according to the updated
Sydney classification system (Dixon et al., 1996). All re-
sults were transformed into the OLGIM and OLGA staging
systems (Rugge et al., 2013).

In case the difference in the evaluation scores of any posi-
tion by at least of two points was considered significant, all
such cases were reassessed by all three pathologists together
until consensus agreement was reached.

All histopathological slides from gastric cancer surgery
cases were reassessed by two expert gastrointestinal pa-
thologists. The slides were stained with hematoxylin-eosin.
Consensus agreement about each case was achieved. When-
ever proper morphological material was available (in accor-
dance to WHO standards) (Bosman et al., 2010), subtyping
according to the Lauren classification was done (Lauren,
1965).

Genotyping of polymorphisms. DNA was extracted by the
standard phenol-chloroform method. Genotyping for
rs2067474 (–1018 G > A) was performed with the TaqMan
Probe-based system (Applied Biosystems Inc., Carlsbad,
CA, USA) using a commercially available probe
(C_15859301_10) on an automatic sequence detection in-
strument (Real-Time PCR System, Applied Biosystems
Inc., Carlsbad, CA, USA). Reactions were carried out under
the standard conditions as recommended by the manufac-
turer.

Serology. Blood samples for serological evaluation were
taken prior to surgery (in gastric cancer patients) and prior
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to upper gastrointestinal endoscopy (in controls). Blood se-
rum was separated from the whole blood and stored frozen
at –80 oC in the laboratory. All serum samples were ana-
lysed using an enzyme-linked immunosorbent assay kit for
H. pylori detection (Helicobacter pylori EIA Test kit,
GastroPanel®, Biohit Oyj., Helsinki, Finland). Reactions
were carried out under the standard conditions as recom-
mended by the manufacturer. Patients were considered sero-
positive if the anti-H. pylori level was equal or higher than
30 EIU/mL.

Statistical analysis. Age was expressed as median and in-
terquartile range (IQR), the comparison between groups
was done using the Median test for independent samples.
Ratio of gender, H. pylori serology, H. pylori histology,
HRH2 gene alleles and genotypes were compared using the
Fisher’s exact test. Adjusted odds ratio (OR) and 95% con-
fidence interval (CI95%) were calculated using logistic re-
gression analysis. Allele and genotype frequencies were cal-
culated by direct count. The relationship of age with
OLGIM and OLGA stage in different genotypes was as-
sessed with the Spearman’s rank correlation coefficient (r2).
All analyses and charts were made using SPSS 20.0 soft-
ware (SPSS Inc., Chicago, IL, USA) and post hoc statistical
power estimation was done using the OSSE online calcula-
tor (http://osse.bii.a-star.edu.sg/calculation2.php).

Ethical considerations. The Central Medical Ethics Com-
mittee of Latvia (No A-11 (15.12.2010)) approved the study
protocol before patient recruitment was started. All the pa-
tients signed informed consent forms before the enrolment
according to the Helsinki declaration.

RESULTS

The characteristics of both study groups are shown in Table
1. Male/female ratio, mean age, and positive H. pylori serol-
ogy ratio were significantly higher in the gastric cancer pa-
tients. The AA genotype was not present in the gastric can-
cer group nor among the control group members. In the
control group, the AG genotype was found in 20 patients
and GG — in 630. It was in the Hardy-Weinberg equilib-
rium (p 0.05). The frequency of the A allele in the gastric
cancer group was 0.41% and in the control group — 1.54%.
There was no significant difference comparing genotype ra-
tios between both study groups (p = 0.228). After adjusting
for gender, age and H. pylori serology, no significant differ-
ence in genotype frequency was identified (OR = 0.236,
CI95% = 0.030–1.896, p = 0.176).

According to the Lauren classification, 61/121 patients had
intestinal type gastric cancer, 34/121 — diffuse, 18/121 —
mixed-type and 8/121 — indeterminate. In accordance to
the TNM classification, 25/121 patients had stage I disease,
37/121 — stage II disease, 52/121 — stage III disease,
4/121 — stage IV disease and for three patients, no data
was available (Edge et al., 2009). The only patient with the
AG genotype in the cancer group had mixed-type gastric
cancer and stage III disease.

The control group was subdivided into two groups accord-
ing to the OLGIM classification system: one group having
an OLGIM 0 stage (n = 485) and the other group having an
OLGIM I-IV stage (n = 165). The general characteristics of
those groups are shown in the Table 2. After adjusting for

T a b l e 1

CHARACTERISTICS OF STUDY GROUPS AND GENOTYPE FRE-
QUENCIES (–1018 G > A)

Gastric cancer
group

Control group p

Number of subjects 121 650

Gender

male 73 (60.3%) 195 (30.0%) < 0.001a

female 48 (39.7%) 455 (70.0%)

Median of age (IQR),
years

65.0 (56.5-73.5) 49.0 (35.0-63.0) < 0.001b

H. pylori serology

positive 91 (75.2%) 367 (54.5%) < 0.001c

negative 30 (24.8%) 282 (45.5%)

on genotype

AA 0 0 0.228d

AG 1 20

GG 120 630

A allele frequency 0.41% 1.54% 0.231e

IQR, interquartile range; a ratio of gender between groups; b medians of
age between groups; c ratio of H. pylori serology between groups; d ratio of
AG and GG genotypes between groups; e ratio of A allele frequency be-
tween groups

T a b l e 2

CHARACTERISTICS OF THE CONTROL GROUP AND GENOTYPE
FREQUENCIES IN ACCORDANCE TO THE OLGIM CLASSIFICA-
TION

OLGIM I–IV OLGIM 0 p

Number of subjects 165 485

Gender

male 54 (32.7%) 141 (29.1%) 0.378a

female 111 (67.3%) 344 (70.9%)

Median of age (IQR),
years

59.0 (49.0-70.0) 44.0 (32.5-59.0) < 0.001b

H. pylori serology

positive 62 (37.6%) 220 (45.5%) 0.084c

negative 103 (63.4%) 265 (54.5%)

H. pylori histology

positive 96 (58.2%) 230 (47.4%) 0.019d

negative 69 (41.8%) 255 (52.6%)

HRH2 genotype

AA 0 0 1.000e

AG 5 15

GG 160 470

A allele frequency 1.51% 1.55% 1.000f

IQR, interquartile range; a ratio of gender between groups; b medians of
age between groups; c ratio of H. pylori serology between groups; d ratio of
H. pylori histology between groups; e ratio of AG and GG genotypes be-
tween groups; f ratio of A allele frequency between groups
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age and H. pylori histology, no significant difference was
identified in the genotypes (OR = 0.854, CI95% =
0.288–2.540, p = 0.778). Both groups had similar A allele
frequencies of 1.51% and 1.55%, respectively OLGIM I-IV
and OLGIM 0. All patients with the AG genotype in the
OLGIM I–IV subgroup had the OLGIM I stage. There were
110 patients with OLGIM stage I, 32 — with stage II, 13 —
with stage III and five — with stage IV.

In addition, the control group was subdivided into two
groups according to the OLGA stage classification system:
one group having the OLGA stage 0 (n = 353) and the other
group having the OLGA stage I–IV (n = 297). The general
characteristics of those groups are shown in Table 3. After
adjusting for age, H. pylori serology and H. pylori histol-
ogy, no significant difference was identified in the geno-
types (OR = 1.145, CI95% = 0.451–2.906, p = 0.776). Both
groups had similar A allele frequencies of 1.42% and
1.68%, respectively, OLGA stage I–IV and OLGA stage 0.
All patients (n = 10) with the AG genotype in the OLGA
stage I–IV subgroup had the OLGA stage I. There were 233
patients with OLGA stage I, 41 — with stage II, 17 — with
stage III and six — with stage IV.

In the control group patients with the GG genotype had an
increase of both OLGIM and OLGA stage with age (see
Figure 1 and Figure 2, respectively), respectively r2 = 0.332
(p < 0.001) and r2 = 0.299 (p < 0.001). No significant dif-
ference was found in patients with the AG genotype.

Post hoc statistical power estimation (desired significance
level 0.05) was done. Statistical power of A allele frequency
and gastric cancer was 21.1%.

DISCUSSION

Several reports on the role of HRH2 –1018 G > A
(rs2067474) polymorphism in the risk of human disease de-
velopment are currently available. Many reports are focused
on the association of HRH2 –1018 G > A polymorphism
and diseases of the central nervous system (Mancama et al.,
2002; Garcia-Martin et al., 2008) and breast cancer (Cai et

al., 2015). However, only a few studies have addressed the
potential associations to gastric precancerous lesions, i.e.
atrophic gastritis (Arisawa et al., 2012; Yamada et al.,
2012), and the only study addressing the association to gas-
tric cancer was the one by Arisawa et al. (2012).

T a b l e 3

CHARACTERISTICS OF THE CONTROL GROUP AND GENOTYPE
FREQUENCIES IN ACCORDANCE TO THE OLGA STAGE CLASSI-
FICATION

OLGA I–IV OLGA 0 p

Number of subjects 297 353

Gender

male 78 (26.3%) 117 (33.1%) 0.059a

female 219 (73.7%) 236 (66.9%)

Median of age (IQR),
years

59.0 (45.0-69.0) 43.0 (32.0-58.0) < 0.001b

H. pylori serology

positive 104 (35.0%) 178 (50.6%) < 0.001c

negative 193 (65.0%) 174 (49.4%)

H. pylori histology

positive 173 (58.2%) 153 (43.3%) < 0.001d

negative 124 (41.8%) 200 (56.7%)

HRH2 genotype

AA 0 0 0.821e

AG 10 10

GG 287 343

A allele frequency 1.68% 1.42% 0.822f

IQR, interquartile range; a ratio of gender between groups; b medians of
age between groups; c ratio of H. pylori serology between groups; d ratio of
H. pylori histology between groups; e ratio of AG and GG genotypes be-
tween groups; f ratio of A allele frequency between groups

Fig. 1. Relationship of OLGIM stage and age in patients with the GG ge-
notype.

Fig. 2. Relationship of OLGA stage and age in patients with the GG geno-
type.
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In our study, we were unable to identify any significant dif-
ferences in the distribution of HRH2 –1018 G > A genotype
among gastric cancer patients in comparison to patients
with no gastric cancer. There was also no difference ob-
served when comparing patients with intact gastric mucosa
to patients with atrophic gastritis. In the study of Arisawa
there was a significant association of gastric cancer and
HRH2 –1018 G > A polymorphism, and A allele presence
was considered as a protective factor for gastric cancer (Ari-
sawa et al., 2012). The positive result of the study partially
may be explained by the higher frequency of the A allele in
the Japanese population.

The HRH2 –1018 A allele frequency in Latvian non-gastric
cancer patient group was 1.54% only. That is lower than in
the patient sample from Arisawa’s study (13.5%) (Arisawa
et al., 2012) and also lower than in healthy Spanish popula-
tion (5.0%) (Garcia-Martin et al., 2008). There are known
differences among populations in the A allele frequency,
e.g., the 1000 Genomes Project data showed a general fre-
quency in European populations of 4% (ranging from 3.3%
in the Iberian population of Spain to 5.6% in Finland) and
in Eastern Asians — 13.9% (from 9.6% in Japanese
from Tokyo to 17% in Han Chinese in Beijing, China)
(www.1000genomes.org) (Auton et al., 2015).

The main limitation of the study was the small statistical
power on the post hoc analysis due to a very small fre-
quency of the A allele in the Latvian population. Some
other limitations of the study were male/female ratio; mean
age and positive H. pylori serology ratio were significantly
higher in the gastric cancer patients. For this reason, adjust-
ment for these factors was done, but still no significant dif-
ference among genotype distribution was identified. An-
other limitation was that the control group patients were
represented by the population of patients with various
symptoms from the upper digestive tract.

In our study, we did not observe any association of HRH2

–1018 G > A polymorphism with different OLGIM and
OLGA stages. The A allele frequency was similar in pa-
tients with intact gastric mucosa compared to patients with
changes of various degrees in gastric mucosa. However, we
could identify only a weak correlation of age with OLGA
and OLGIM score in non-gastric cancer patients with GG
genotype. Even so, one Japanese group published several
reports, where a significant association of GG genotype
with metaplasia and/or atrophy of gastric mucosa was found
in persons older than 60 years (Arisawa et al., 2012; Ya-
mada et al., 2012).

Many publications (Lampiasi et al., 2007; Gricco et al.,
2008) are available regarding the role of histamine in the
development of gastrointestinal cancers. The SNP of the en-
hancer element of the HRH2 gene promoter rs2067474 may
be associated with changes of expression of the receptor
and/or function of HRH2. In experimental models with gas-
tric cancer cell lines, it was found that stimulation of HRH2
stimulates an increase of cAMP production (Ermani et al.,
1983), which in advance stimulates the growth of gastric

cancer (Kong et al., 2012). It was also found that the
rs2067474 GG homozygote is associated with CDH1 and
DAPK methylation, which is crucial for gastric carcino-
genesis (Nomura et al., 2013). Even so, the current data
available do not identify the precise role of HRH2 –1018
G > A (rs2067474) polymorphism in the gastric carcino-
genesis.

In conclusion, our findings suggest that the HRH2 –1018
G > A polymorphism (rs2067474) is neither associated with
gastric cancer nor the grade of atrophic gastritis in the Lat-
vian (Caucasian) population. The frequency of the A allele
in the Latvian (Caucasian) population is extremely different
from the Japanese population and is the lowest among Euro-
pean populations. Future epidemiological studies are needed
based on a larger sample size in populations with very low
A allele frequency, such as the Latvian population, includ-
ing at least 1500 patients in each group, to determine if the
HRH2 –1018 G > A polymorphism (rs2067474) is associ-
ated with gastric cancer.
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NAV SAISTÎBAS STARP HISTAMÎNA H2 RECEPTORA GÇNA POLIMORFISMU RS2067474 UN KUÒÌA VÇZI LATVIJAS
POPULÂCIJÂ

Histamînam, mijedarbojoties ar histamîna H2 receptoru (kodç HRH2 gçns), ir svarîga loma kuòìa gïotâdas iekaisuma procesa attîstîbâ.
Polimorfisms rs2067474 – (–1018 G A) HRH2 gçna promotera pastiprinâtâjâ var bût saistîts ar izmaiòâm receptora ekspresijâ. Pçtîjumâ
mçìinâts noskaidrot ðî polimorfisma saistîbu ar kuòìa vçzi un/vai atrofisku gastrîtu Latvijas populâcijâ. Pçtîjumâ iesaistîti: 121 kuòìa vçþa
pacients un 650 pacienti bez kuòìa vçþa, izmeklçjot ar augðçjo kuòìa zarnu trakta endosksopiju. Genotipçðana rs2067474 veikta ar TaqMan
zondçm. A alçles bieþums kuòìa vçþa pacientiem bija 0,41%, kontroles grupas pacientiem — 1,54% (p = 0,231). Nozîmîgas atðíirîbas,
salîdzinot kuòìa vçþa un kontroles pacientu genotipus, netika atrastas (OR = 0,236, CI95% = 0,030–1,896). Atðíirîbas netika atrastas,
salîdzinot pacientu genotipus ar kuòìa gïotâdas metaplâziju (n = 165) un bez kuòìa gïotâdas metaplâzijas (n = 485) (OR = 0,854, CI95% =
0,288–2,540); un pacientus ar kuòìa gïotâdas atrofiju (n = 297) un bez tâs (n = 353) (OR = 1,145, CI95% = 0,451–2,906). HRH2 gçna –
1018 G > A polimorfisms (rs2067474) nav saistîts ne ar kuòìa vçzi, ne ar atrofiska gastrîta pakâpi Latvijas populâcijâ.

Received 4 December 2017
Accepted in the final form 18 August 2018

312 Proc. Latvian Acad. Sci., Section B, Vol. 72 (2018), No. 6.



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

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /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


