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Relationship between p53 Expression and Gastric Cancers in Cardia 
and Antrum 

 
Ramin Azarhoush MD*, Abbas Ali Keshtkar MD MPH PhD•**, Taghi Amiriani PhD***,   


Vahideh Kazemi-Nejad MD* 


Background: The mutations in p53 gene and accumulation of p53 protein are the most 
common genetic events in gastric carcinomas. The present study was conducted to compare the 
frequency of p53 gene overexpression in a consecutive series of adenocarcinomas arising from 
the cardia and the antrum. This study also evaluates the associations of this gene expression with 
demographic and clinicopathologic findings (age, sex, histology, and grade of tumor).  

Methods: Retrospective analysis was performed on 111 patients with gastric cancer who had 
undergone upper gastrointestinal endoscopies in 5th Azar Medical Center (northeastern, Iran), 
during 1998-2005. The series comprised of 25 patients with cardia adenocarcinoma and 86 patients 
with antral adenocarcinoma. p53 alteration (nuclear p53 overexpression) was detected by 
immunohistochemistry. 

Results: Nuclear p53 overexpression was found in 14 (56%) out of the 25 and 27 (31.3%) out of 
the 86 patients with cardia and antral adenocarcinomas, respectively. p53 gene overexpression 
was significantly more frequent in adenocarcinomas of the cardia than the antrum. There were no 
differences in the clinicopathologic characteristics of the tumors between p53-positive and p53-
negative cases in both types of the cancer. 

Conclusion: This study shows that p53 alterations correlate well with gastric location, and 
they are more frequent in adenocarcinoma of the cardia than the antrum. This result reinforce the 
hypothesis that the cancers of the lower esophagus and upper stomach have distinct 
epidemiologic, pathogenesis,  and molecular characteristics from that observed in cancers of the 
lower part of the stomach. 
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G
Introduction 

 
astric cancer remains the second most  
common cause of cancer-related deaths  
world wide.1–3 However, there are large  

geographic variations in incidence, which may be 
related to environmental and genetic factors.  

In addition to dietary factors such as excessive  
intake of salt and food contaminations with N-

nitrose compounds, cigarette smoking,  and H. 
pylori infection have been regarded as presumed 
environmental factors contributing to gastric 
carcinogenesis.4–6 

Mutations in the tumor suppressor gene p53 are 
the most frequent genetic alterations in human 
cancer. Previous studies of their incidence ranged 
from as low as 4% to as high as 57%.7 Recently, 
one study demonstrated that p53 mutations were 
frequently found in H. pylori-associated gastritis, 
suggesting a direct role for H. pylori infection in 
p53 mutagenesis.8 p53 is a tumor suppressor gene. 
It is located on the short arm of chromosome 17, 
producing a 53 kDa nuclear protein. p53 gene, 
through the production of p53 protein, controls the 
cell cycle and prevents genetic mutations for 
carcinogenesis.9 The mutations of the p53 gene are 

Authors’ affiliations:  *Department of Pathology, **Department 
of Preventive and Social Medicine, ***Department of Internal 
Medicine, Golestan University of Medical Sciences, Gorgan, Iran. 
•Corresponding author and reprints: Abbas Ali Keshtkar MD
 
MPH PhD, Department of Preventive and Social Medicine,
 
Golestan University of Medical Sciences, Gorgan, Iran.
 
Telefax: +98-171-442-1660,
 
E-mail: abkeshtkar@yahoo.com
 
Accepted for publication: 12 February 2007 


502 Archives of Iranian Medicine, Volume 11, Number 5, September 2008 

brought to you by COREView metadata, citation and similar papers at core.ac.uk

provided by Golestan University of Medical Sciences Repository

https://core.ac.uk/display/52205014?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1
mailto:abkeshtkar@yahoo.com


 

 

 
 

 

 

 
 

 

 
 

 
  

 
 

 

 
 

 

 
 

 
 

  

 

 

 

 
 

  

 
 

 

 

  

 

 
 

 
 

 

 
  

 

 
 

 
 

 
 

 
 

 

R. Azarhoush, A. A. Keshtkar,T. Amiriani, et al. 

genetic events in the pathogenesis of gastric 
adenocarcinoma.10,11 However, the suggestion 
awaits further investigation for confirmation. 

Rapid increase in p53 levels and activation of 
p53 as a transcription factor (shown to have major 
role in carcinogenesis) lead to two major effects: 
cell-cycle arrest and apoptosis. The wild type gene 
is capable of arresting growth in transfecting 
experiments.9 In some cases, it sends a cell into a 
programmed spiral of death.10 Mutant forms not 
only deprive beneficial effects of the wild type 
cells but also can spur abnormal cell growth.10 p53 
mutation is a common event in gastric carcinoma 
occurring from the early stage of progression with 
its specific mutation spectrum.11 With homozygous 
loss of p53, DNA damage goes nonrepaired, 
mutations become fixed in dividing cells, and the 
cells turn into malignant transformation.l2,13 

Accumulation of p53 protein in the nuclei of 
carcinomatous cells is known to correlate well with 
the presence of mutations in the p53 gene.14,15 

There are several methods for detecting 
molecular alterations in cancer including DNA 
sequencing, polymerase chain reaction (PCR), 
immunoblot, and immunohistochemistry (IHC). 
IHC can be applied to relatively small specimens. 
It is simple and fast and is consistent with other 
methodologies.15,16 Therefore, the IHC method has 
been widely used for searching for molecular 
markers of cancer, such as p53. 

The aim of our study was to document the 
frequency and the relationships between 
immunohistochemical expressions of p53 with 
demographic and clinicopathologic findings, and 
with the location of stomach cancer. 

Materials and Methods 

One hundred and eleven gastric biopsy 
specimens taken by fiberoptic endoscopy were 
collected from patients with gastric 
adenocarcinoma. Twenty-five specimens were 
gathered from patients with cardia tumor and the 
remaining 86 specimens were gathered from antral 
tumor. The cases were identified from pathologic 
laboratory files. The patients underwent endoscopy 
in 5th Azar Medical Center in Gorgan 
(northeastern Iran) during 1998 – 2005. 
Adenocarcinoma of the cardia was defined as a 
tumor with a center located within 2 cm of the 
esophago-gastric junction.17 No patient had 
received chemotherapy or radiotherapy before 

endoscopic biopsy. Clinicopathologic and 
demographic data (including age, gender, gastric 
location of the tumor, and histologic grade) were 
collected retrospectively in all patients, by 
reviewing the clinical charts and all histologic 
slides. 

The tissue specimens were received in 
formaldehyde (10% solution). The samples 
that were paraffin wax embedded, were sectioned 
and stained serially with hematoxylin and eosin (H 
& E) for conventional histopathologic study. For 
IHC study, dewaxed 5 µ sections were stained with 
the primary antibody p53 (DAKO, Denmark) using 
a three step immunoperoxidase technique 
enhanced by microwave heating. Hematoxylin was 
used to counterstain the nuclei lightly. Anti-p53 
antibody is a monoclonal mouse antiserum against 
p53 of human origin, which recognizes both wild 
and mutant type of p53. For negative controls we 
used the omitted primary antibody and for positive 
controls, we used a Barrett's adenocarcinoma with 
a positive immunostaining.  

Results were reported positive when at least 
20% of cells showed homogeneous and intense 
nuclear staining. All the slides were examined by 
two independent observers. 

For statistical analysis we used χ2 test, Fisher’s 
exact test, and Kappa test. P<0.05 was considered 
significant. 

Results 

Eighty-six specimens were collected from 
patients with antral adenocarcinoma and 25 
specimens were collected from patients with cardia 
adenocarcinoma. The patients with cancer of 
antrum comprised 67 men and 19 women aged 22 
– 89 years (median: 59) and those with cancer of 
the cardia comprised 19 men and 6 women aged 24 
– 85 years (median: 65). The tumors of antrum 
comprised 75 cases of intestinal type, and 11 cases 
of the diffuse type in Lauren’s classification.17 

The same 86 tumors were examined by IHC. 
Twenty-seven (31.3%) of the adenocarcinomas 
stained positively with the human p53-specific 
monoclonal antibody (DAKO, Denmark). In these 
cases, the staining was exclusively nuclear and 
stromal cells were unstained. Fifty-nine cases had 
no p53 immunoreactivity. Omission of the primary 
antibody resulted in complete abolition of 
immunostaining. There was no significant 
difference in the clinicopathologic characteristics 
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of the antral tumors between p53-positive and p53­
negative cases (Table 1). 

The tumors of cardia comprised 25 cases, 18 
cases of the intestinal and seven cases of the 
diffuse type in Lauren’s classification. The same 
25 tumors were examined by IHC. Fourteen (56%) 
of adenocarcinomas stained positively with the 
human p53-specific monoclonal antibody 
(DAKO). There was no significant difference in 
clinicopathologic characteristics of the cardia 
tumors between p53-positive and p53-negative 
cases.  

The results did not demonstrate any significant 
association between p53 expression and age, sex, 
and histologic type in both locations (cardia and 
antrum) (Tables 1 and 2). But there was a 
relationship between p53 expression and location. 
The frequency of p53 gene expression (p53 protein 
immunoreactivity) was higher in adenocarcinomas 
of the cardia (14 of the 25) compared with 
adenocarcinomas of the antrum (27 of the 86) 
(Chi-square=5.03, P=0.025). 

Discussion 

The p53 gene has been indicated to be 
commonly mutated in various human cancers 
(including gastric cancer). Mutant p53 can act as a 
dominant oncogene. The presence of p53 protein 
overexpression is generally thought to indicate the 
presence of p53 gene mutation. The frequency and 
the pattern of p53 mutations might vary with 
geographic origin in gastric cancer, reflecting 
different etiologic agents. A number of studies 
have reported the frequency of p53 alterations in 
gastric cancer, studying either p53 protein 

Relationship between p53 expression and gastric cancers in 
cardia and antrum 

overexpression or  p53 gene  mutation.18–20  Of 
the gastric adenocarcinomas, 18% to 58% have 
been found to have p53 mutation. P53 protein 
overexpression has been detected in 26 – 65% of 
tumors in the stomach.21–26 

We found p53 expression in 41 cases (36.9%) 
of all gastric cancer tissues. It is compatible with 
the above mentioned research. We found a 
relatively high frequency (56%, 14 of 25) of p53 
protein overexpression in adenocarcinoma of the 
cardia. This frequency was higher than that 
observed in adenocarcinoma of the antrum (31.3%, 
27 of 86). The difference was statistically 
significant. 

The frequency of p53 alteration was compared 
with the location of the tumors in the stomach, in a 
few studies. Higher frequency of p53 protein 
expression in adenocarcinoma of the cardia than in 
the antrum has been reported in various 
studies.19,20,27 Therefore, adenocarcinoma of the 
cardia appears to show a higher frequency of p53 
alteration compared with cancer of the lower part 
of the stomach. In another study comparing p53 
alterations in a consecutive series of esophageal 
and cardial adenocarcinoma, a high frequency of 
gene mutation (70% vs. 63%) and p53 protein 
production (70% vs. 56%) was observed in both 
groups of tumors.4 

Other site specific differences including DNA 
aneuploidy and microsatellite instability have been 
reported with respect to the anatomical sites of 
tumors.28–30 Molecular similarities between cardia 
and esophageal adenocarcinoma are consistent 
with the hypothesis that these cancers share a 
common etiology, distinct from that responsible 
for the development of adenocarcinoma in the 

  
 

 
 

  
   

 
 

 
 

 
 

     
  

 
 

 
 

 
 

       
      

 
 

 
 

 
 

 
 

 

     
   

 
 

 
 

 
 

     
     

Table 1. Status of p53 expression by gender, age groups, histological types, and gastric tumor location 
(numbers in the parenthesis are percent). 

Factors P53 expression 
Positive Negative Total χ2 P value 

Gender 0.79 0.373 
Male 
Female 

34 (82.9) 53 (75.7) 
7 (21.1) 17 (24.3) 

87 (78.4) 
24 (21.6) 

Age groups 
<50 years 
50 – 69 years 
≥70 years 

14 (34.2) 22 (31.4) 
18 (43.8) 33 (47.2) 
9 (22.0) 15 (21.4) 

36 (32.4) 
51 (46.0) 
24 (21.6) 

0.83 0.362 

Histological types 
Intestinal 
Diffuse 

31 (75.6) 62 (88.6) 
10 (24.4) 8 (11.4) 

93 (83.8) 
18 (16.2) 

3.2 0.074 

Tumor  location 5.03 0.025 
Antrum 
Cardia 

27 (65.9) 59 (84.3) 
14 (34.1) 11 (15.7) 

86 (77.5) 
25 (22.5) 

Total 41 (100) 70 (100) 111 (100)  
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  Table 2. Location of gastric tumors by gender, age groups, and histological types (numbers in the parenthesis are 
percent). 

  Factors	 
 Tumor location 

Antrum Cardia Total χ2  P value

  Gender    0.04 0.84 

 

 

Male  67 (77.9)  19 (76.0)  86 (77.5) 
Female  19 (22.1)  6 (24.0)  25 (22.5)   

Age groups     0.70 0.403
<50 years  9 (33.7)  7 (28.0)  36 (32.4) 

  50 – 69 years  40 (46.5)  11 (44.0)  51 (46.0)   
 ≥70 years  17 (19.8)  7 (28.0)  24 (21.6)   

Histological types     3.3 0.07
 Intestinal  75 (87.2)  18 (72.0)  93 (83.8) 

Diffuse  11 (12.8)  7 (28.0)  18 (16.2)   
Total   86 (100)  25 (100)  111 (100)  
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lower part of the stomach. It has been suggested 
that a comparison of the precise type of p53 
mutation might indicate whether similar or distinct 
mechanisms of carcinogenesis are involved in 
different tumors.3, 31 

We found no association between p53 alteration 
and age, gender, and histological grade. Similar 
results have been reported in most series of 
adenocarcinoma of the esophagus and 
stomach,20,27,32 which indicate an early involvement 
of p53 in the development of these cancers.33,34 

Some authors reported a higher incidence of p53 
alterations in gastric cancer of the intestinal type in 
comparison with the diffuse type.35,36 We were 
unable to confirm such a feature, maybe because of 
the limited number of cancers of the antrum 
showing p53 abnormalities. 

In conclusion, our study revealed higher levels 
of p53 alterations in adenocarcinoma of the cardia 
compared with the antrum. This result reinforce the 
hypothesis that the cancers of the lower esophagus 
and upper stomach have distinct epidemiological, 
pathogenesis, and molecular characteristics from 
that observed in cancers of the lower part of the 
stomach. 

References 

1	 Fuchs CS, Mayer RJ. Gastric carcinoma. N Engl J Med. 
1995; 333: 32 – 41. 

2 Kato Y, Nakamura S, Arai K, Konishi T, Takeshita K, 
Sano T, et al. Meeting report: the 75th Congress of the 
Japanese Gastric Cancer  Association. Gastric Cancer. 
2004; 7: 3 – 8. 

3 Morales TG. Adenocarcinoma of the gastric cardia. Dig 
Dis. 1997; 15: 346 – 356. 

4 Correa P. Human gastric carcinogenesis: a multistep and 
multifactorial progression. Cancer Res. 1992; 52: 
6735 – 6740. 

5 Parsonnet J, Friedman GD, Vandersteen DP, Chang Y, 
Volgeman JH, Orentreich N, et al. Helicobacter pylori 

infection and risk of gastric carcinoma. N Engl J Med. 
1991; 325: 1127 – 1131. 

6	 Tredaniel J, Boffetta P, Buiatti E, Saracci R, Hirsch A. 
Tobacco smoking and gastric cancer: review and meta-
analysis. Int J Cancer. 1997; 72: 565 – 573. 

7	 Teh M, Lee YS. An immunohistologic study of p53 
protein in the different histologic subtypes of gastric 
carcinoma. Pathology. 1994; 26: 432 – 434. 

8	 Murakami K, Fujioka T, Okimoto T, Mitsuishi Y, Oda T, 
Nishizono A, et al. Analysis of p53 gene mutations in 
Helicobacter pylori-associated gastritis mucosa in 
endoscopic biopsy specimen. Scand J Gastroenterol. 
1999; 34: 474 – 477. 

9	 Milner J, Watson JV. Addition of fresh medium induces 
cell cycle and conformational changes in p53, a tumor 
suppressor protein. Oncogene. 1990; 5: 1683 – 1690. 

10	 Clulotta E, Loshland DE. p53 sweeps through cancer 
research. Science. 1993; 262: 1958 – 1961. 

11	 Yokozaki H, Kuniyasu H, Kitadai Y, Nishimura K, Todo 
H, Ayhan A, et al. p53 point mutations in primary human 
gastric carcinomas. J Cancer Res Clin Oncol. 1992; 119: 
67 – 70. 

12	 Wang JY, Lin SR, Hsieh JS, Hsu CH, Huang YS, Huang 
TJ. Mutations of p53 gene in gastric carcinoma in 
Taiwan. Anticancer Res. 2001; 21:513 – 520. 

13	 Imazeki F, Omata M, Nose H, Ohto M, Isono K. p53 
gene mutations in gastric and esophageal cancers. 
Gastroenterology. 1992; 103: 892 – 896. 

14	 Levine AJ. p53, the cellular gatekeeper for growth and 
devision. Cell. 1997; 88: 323 – 331. 

15	 Oren M. Lonely no more: p53 finds its kin in a tumor 
suppressor haven. Cell. 1997; 90: 829 – 832. 

16	 Liu J, Hu JL, Zhu MH. The expression of mutant p53 
gene in gastric carcinoma. Zhonghua Nei Ke Za Zhi. 
1994; 33: 370 – 372. 

17	 Lauren P. The two histologic main types of gastric 
carcinoma: diffuse and so-called intestinal-type 
carcinoma. An attempt at a histoclinical classification. 
Acta Pathol Microbiol Scand. 1965; 64: 31 – 49. 

18	 Uchino S, Noguchi M, Hirota T, Itabashi M, Saito I, 
Kobayashi M, et al. High incidence of nuclear 
accumulation of p53 protein in gastric cancer. Jpn J Clin 
Oncol. 1992; 22: 225 – 231. 

19	 Mönig SP, Eidt S, Zirbes TK, Stippel D, Baldus SE, 
Pichlmaier H. p53 expression in gastric cancer: 
clinicopathologic correlation and prognostic significance. 
Dig Dis Sci. 1997; 42: 2463 – 2467. 

20	 Gleeson CM, Sloan JM, McManus DT, Maxwell P, 

Archives of Iranian Medicine, Volume 11, Number 5, September 2008 505 



  
 

 

  

 

  

  
 

 
 

   
 

 
 

 

  

  
 

 

 
  

  

  
 

  
 

 

 
 

 
  

   
 

  

  

 
 
 

  
 

 
    

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Arthur K, McGuigan JA, et al. Comparison of p53 and 
DNA content abnormalities in adenocarcinoma of the 
oesophagus and gastric cardia. Br J Cancer. 1998; 77: 
277 – 286. 

21	 Renault B, van den Broek M, Fodde R, Wijnen J, 
Pellegata NS, Amadori D, et al. Base transitions are the 
most frequent genetic changes at p53 in gastric cancer. 
Cancer Res. 1993; 53: 2614 – 2617. 

22	 Seruca R, David L, Castedo S, Veiga I, Børresen AL, 
Sobrinho-Simões M. p53 alterations in gastric carcinoma: 
a study of 56 primary tumors and 204 nodal metastases. 
Cancer Genet Cytogenet. 1994; 75: 45 – 50. 

23	 Poremba C, Yandell DW, Huang Q, Little JB, Mellin W, 
Schmid KW, et al. Frequency and spectrum of p53 
mutations in gastric cancer-a molecular genetic and 
immunohistochemical study. Virchows Arch. 1995; 426: 
447 – 455. 

24	 Maesawa C, Tamura G, Suzuki Y, Ogasawara S, Sakata 
K, Kashiwaba M, et al. The sequential accumulation of 
genetic alterations characteristic of the colorectal 
adenoma-carcinoma sequence dose not occur between 
gastric adenoma and adenocarcinoma. J Pathol. 1995; 
176: 249 – 258. 

25	 Mönig SP, Eidt S, Zirbes TK, Stippel D, Baldus SE, 
Pichlmaier H. p53 expression in gastric cancer: 
clinicopathologic correlation and prognostic significance. 
Dig Dis Sci. 1997; 42: 2463 – 2467. 

26	 Gomyo Y, Ikeda M, Osaki M, Tatebe S, Tsujitani S, 
Ikeguchi M, et al. Expression of p21 (waf1/cip1/sdi1), 
but not p53 protein, is a factor in the survival of patients 
with advanced gastric carcinoma. Cancer. 1997; 79: 
2067 – 2072. 

27	 Shun CT, Wu MS, Lin JT, Chen SY, Wang HP, Lee WJ, 
et al. Relationship of p53 and c-erbB-2 expression to 
histopathologic features, Helicobacter pylori infection 
and prognosis in gastric cancer. Hepatogastroenterology. 

Relationship between p53 expression and gastric cancers in 
cardia and antrum 

1997; 44: 604 – 609.  
28	 Johnson H Jr, Belluco C, Masood S, Abou-Azama AM, 

Kahn L, Wise L. The value of flow-cytometric analysis in 
patients with gastric cancer. Arch Surg. 1993; 128: 
314 –317. 

29	 Muzeau F, Fléjou JF, Belghiti J, Thomas G, Hamelin R. 
Infrequent microsatellite instability in oesophageal 
cancers. Br J Cancer. 1997; 75: 1336 – 1339. 

30	 Gleeson CM, Sloan JM, McGuigan JA, Ritchie AJ, 
Weber JL, Russell SE. Widespread microsatellite 
instability occurs infrequently in adenocarcinoma of the 
gastric cardia. Oncogene. 1996; 12: 1653 – 1662. 

31	 Tajima Y, Yamazaki K, Makino R, Nishino N, Masuda 
Y, Aoki S, et al. Differences in the histologic findings, 
phenotypic marker expressions, and genetic alterations 
between adenocarcinoma of the gastric cardia and distal 
stomach. Br J Cancer. 2007; 96: 631 – 638. 

32	 Hamelin R, Fléjou JF, Muzeau F, Potet F, Laurent-Puig 
P, Fékété F, et al. TP53 gene mutations and p53 protein 
immunoreactivity in malignant and premalignant 
Barrett's esophagus. Gastroenterology. 1994; 107: 
1012 – 1018. 

33	 Levine DS. Barrett’s esophagus and p53. Lancet. 1994; 
344: 212 – 213. 

34	 Neshat K, Sanchez CA, Galipeau PC, Blount PL, Levine 
DS, Joslyn G, et al. p53 mutations in Barrett’s 
adenocarcinoma and high-grade dysplasia. 
Gastroenterology. 1994; 106: 1589 – 1595. 

35	 Ochiai A, Yamauchi Y, Hirohashi S. p53 mutations in the 
non-neoplastic mucosa of the human stomach showing 
intestinal metaplasia. Int J Cancer. 1996; 69: 28 – 33. 

36	 Lee KE, Lee HJ, Kim YH, Yu HJ, Yang HK, Kim WH, 
et al. Prognostic significance of p53, nm23, PCNA, and 
c-erbB-2 in gastric cancer. Jpn J Clin Oncol. 2003; 33: 
173 – 179. 

506 Archives of Iranian Medicine, Volume 11, Number 5, September 2008 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts 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
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


