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ABSTRACT

AIM: In our study we aimed to investigate whether the preopera-
tive red cell distribution width measurement can predict the early
postoperative mortality within the first 30 days in patients with gas-
tric cancer.

METHODS: The records of gastric cancer patients operated be-
tween January 2013 and November 2014 were retrospectively
analyzed. Of the 137 operations, 116 were eligible for the study
and allocated into two groups; Group 1 included the patients died
within the first month after operation and Group 2 included the
survived patients.

Besides the demographics, tumor characteristics and red cell dis-
tribution width were compared between groups. P<0.05 was set
as the significance level.

RESULTS: The median age of the patients was 64. Male/female
ratio was 1.9. The tumors were commonly localized at the distal one
third of the stomach and most of them were adenocarcinoma.

Of the 116 patients, 21 died (Group 1) within the first 30 days of
postoperative period. Mean red cell distribution width value in
Group 1 was significantly higher than in Group 2 (p:0.002). ROC
curve analysis revealed that the cut-off value of 14.75 for red cell
distribution width has a sensitivity and specificity of 66.7% and
67.4%, respectively, to predict the early postoperative mortality in
gastric cancer patients.

CONCLUSION: It seems that the rise in preoperative red cell dis-
tribution width can predict the early postoperative mortality in pa-
tients diagnosed with gastric cancer.
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0ZET

AMAC: Calismamizda mide kanserli hastalarda ameliyat éncesi erit-
rosit dagihm genisligi lciimiiniin, postoperatif ilk 30 glindeki erken
dénemde mortaliteyi 5ngérip gbremeyecegini arastirmay amacladik.
YONTEM: Ocak 2013 ve Kasim 2014 arasinda ameliyat edilen mide
kanseri olan hastalarin kayitlan retrospektif olarak incelendi. 137 has-
tadan 116 tanesi ¢alisma icin uygun gordldi ve iki gruba aynidilar:
Grup 1 ameliyat sonrasi ilk ay icinde Olenleri icerirken, Grup 2 sag
kalan hastalari iceriyordu.

Tanimsal degiskenlere ek olarak, tiimér 6zellikleri ve kirmizi kiire dagi-
Iim genisligi de gruplar arasinda karsilastinldi. P degerinin anlamiiligi
icin <0.05 degeri kullanild.

BULGULAR: Hastalarin ortanca yasi 64’di. Erkek/kadin orani
1,9’du. Tdmérler cogunlukla midenin son lgte birlik bélimindeydi
ve cogunlukla adenokanserdi.

YUiz on alti hastadan 21’ (Grup 1) ilk 30 gtin iginde 6ld(iler. Ortalama
kirmizi kiire dagihm genisligi degeri Grup 1’de anlamli olarak Grup
2’den daha ytiksekti (p=0.002). ROC egrisi analizi; kirmizi kiire da-
gihm genisligi icin 14,75 kesim noktasi degerinin mide kanseri igin
ameliyat sonrasi éltiimi 6ngdrebilmede sirasiyla %66,7 ve %67,4
duyarlilik ve ézgdilliige sahip oldugunu gésterd.

SONUC: Ameliyat 6ncesi kirmizi kiire dagilim genisliginin artma-
sI, mide kanseri hastalarinda ameliyat sonrasi 6liimi éngérebiliyor
gibi gértilmektedir.

Anahtar kelimeler: eritrosit dagilim genisligi; mide kanseri; mortalite

Girig

Mide kanseri (MK) tiim diinyada kanser dliimlerinin
en sik ikinci sebebidir. Tan1 sirasinda hastalarin 2/3%i
timoriin rezeksiyonu igin uygun degildirler'. Tani ve
tedavideki gelismeler dogrultusunda mide kanserine
bagli 6lim oranlar1 giderek azalmasina ragmen, halen
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mide kanserine bagl 6lim insidansinin %3 ile %10
arasinda degistigi tahmin edilmektedir™?.

Metastatik mide kanserlerinde de ortalama sag kalim
6-9 ay kabul edilmektedir®. Giiniimiizde mide kanser-
lerinde en etkin tedavi segeneginin cerrahi oldugu ka-
bul edilmektedir®. Mide kanserlerinde uzun dénem sag
kalim stiresini etkileyen faktérler icerisinde en etkilisi
TNM histopatoloji siniflandirmasidir®. Son yillarda
popiiler olmaya baglayan 6zellikle ¢esitli kanser tiple-
rinin sag kalim siirelerinin tayin edilmesinde preope-
ratif donemde elde edilen hematolojik parametrelerin
preoperatif operabiliteyi veya metastatik hastalig sap-
tamakta faydali olup olmayacag: aragtirilmaya baglan-
migtir. Bu hematolojik parametreler igerisinde en sik
caligilanlar1 nétrofil/lenfosit oran1 (NLO), eritrosit
dagilim genigligi (RDW) ve platelet/lenfosit oranidir
(PLO)™,

RDW, kirmiz1 kan hiicrelerinin (RBC) boyut ve ha-
cim degiskenligini gosteren ve anizositozu isaret eden
parametredir. Cok net agiklanamayan bir gekilde ma-
lignitelerdeki yiiksek RDW diizeyleri kotii prognozu

gostermekeedir®.

Calismamizda mide kanserli hastalarda ameliyat oncesi
eritrosit dagilim genisligi 6l¢timiiniin, postoperatif ilk
30 giindeki erken dénemde mortaliteyi 6ngoriip gore-
meyecegini aragtirmay1 amagladik.

Yontem

Helsinki Deklarasyon kriterlerine uygun olarak, Ocak
2013 ile Kasim 2014 yillar1 arasinda Digkapr Yildirim
Beyazit Egitim Aragtirma Hastanesi ve Kafkas
Universitesi Tip Fakiiltesi Genel Cerrahi Kliniklerinde
mide kanseri tanistyla ameliyat olan 137 hastanin ka-
yitlar1 retrospektif olarak incelendi. Yas, cinsiyet gibi
demografik verilerin yani sira tiimériin yerlesim loka-
lizasyonu, uygulanan cerrahi iglem ve ameliyat sonras:

histopatolojik degerlendirme bulgular: belirlendi.

Caligmada yer alan hastalar postoperatif ilk 30 giinde
kay1p edilip edilmemeye gore iki gruba ayrildilar. Grup
I'de ameliyat sonrasi ilk ay i¢inde kayip edilenler yer
alirken, Grup 2'de yagamaya devam eden hastalar yer
ald1. Preoperatif donemde bakilan eritrosit dagilim ge-
nigligi (RDW) 6l¢timleri dokiimente edildi.

Preoperatif donemde kan transfiizyonu yapilan, ek
malignitesi ve hematolojik hastalik 6ykiisii oldugu bi-
linen 21 hasta ¢aligma kapsamindan ¢ikartldi. RDW
diizeyleri Coulter Counter Model S-Plus Jr (Coulter
Electronics, Hialeah, FL) ile hesaplandi.
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Istatiksel Analiz

Verilerin analizi SPSS for Windows 17 (Chicago, IL,
USA) paket programinda yapildi. Siirekli degiskenlerin
dagiliminin normale yakin olup olmadigi Kolmogorov
Smirnov testiyle stnandi. Tanimlayicr istatistikler stirekli
degiskenler i¢in ortalama + standart sapma veya ortanca
(minimum-maksimum) olarak, kategorik degiskenler
icin ise olgu say1s1 ve (%) seklinde gosterildi. Gruplar ara-
sinda ortalamalar yoniinden farkin 6nemliligi Student’s
t testi ile ortanca degerler yoniinden farkin 6nemliligi
Mann Whitney U testi ile incelendi. Kategorik degis-
kenler Pearson’un Ki-Kare ya da Fisher’in Kesin Sonuglu
Ki-Kare testiyle degerlendirildi. Bagimsiz degiskenlerin
ortak etkisi Cox multivaryans regresyon analizi ile sap-
tandi. RDW degerlerinin sensitivite ve spesifite hesabi
i¢in Roc egrisi analizi uygulandi. p<0.05 icin bulgular
istatistiksel olarak anlamli kabul edildi.

Bulgular

Calismaya gerekli ol¢iitleri saglayan 116 hasta alindi.
Hastalarin yag icin median degeri 64dii (min: 24 max:
90). Yiiz on alt1 hastanin 40’1 kadin, 76’1 erkekti.

Kanserin yerlesimi en stk mide 1/3 distalinde antrum-
dayd: ve 65 hastada (%56,0) bu bélge tutulmugtu. En
stk uygulanan cerrahi prosediir total gastrektomiydi
ve 47 (%40,5) hastada uygulanmigti. On bir hastaya
(%9,5) ise total gastrektomi ile birlikte ek organ rezek-
siyonu uygulanmigt.

Ameliyat materyalinin histopatolojik incelenmesi son-
rast en stk adenokarsinom (%87,1) gozlenmisti. TNM
evreleme sistemine gore degerlendirilen hastalarin
47’sinde uzak organ metastazina bagl evre 4 timér

tespit edildi.

[k bir aylik siireyi kapsayan postoperatif 30 giinliik erken
donem takiplerde 21 (%18,1) hasta kaybedildi. Mortalite
sebepleri sirastyla ¢oklu organ yetmezligi (n=8), anasto-
moz kacag1 sonrast abdominal sepsis (n=7), pulmoner
emboli (n=5), agtklanamayan mortaliteydi (n=1). Erken
donem kaybedilen hastalar ile yagamaya devam edenlerin
kargilagtirilmalar1 Tablo1'de 6zetlenmistir.

Gruplar arasin ameliyat 6ncesi RDW diizeyleri ince-
lendiginde, Grup 1'deki RDW degeri Grup 2’ye gore
anlamli diizeyde yiikseklik tespit edildi (17,0+4,2 ve
14,2+1,5; p:0.002) (Sekil 1). Gruplar arast RDW de-
gerlerinin Roc curve analizinde cut-off degerinin 14,75
oldugu ve RDW’nin bu cut-off degeri temel alindigin-
da mortaliteyi 6ngormede %66,7 duyarlilik (sensiti-
vity) ve %674 ozgillige (specificity) sahip oldugu



Tablo 1. Mide kanseri tarisiyla ameliyat edilen hastalarin ézellikleri
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Grup 1 Grup 2 Biitiin hastalar
Yas (yil) 67.3+15.5 60.9+13.5 62.1+£14.0
P=0.033
Cinsiyet (Kadin/Erkek) 8/13 32/63 40/76
P=0.702

Mide segmenti Proksimal 1/3 (n=2)
Orta 1/3 (n=8)

Distal 1/3 (n=11)

Proksimal 1/3 (n=13)
Orta 1/3 (n=28)
Dist. 1/3 (n=54)

Proksimal 1/3 (n=15)
Orta 1/3 (n=36)
Dist. 1/3 (n=65)

TNM evrelemesi 1A (n=2)
1B (n=1)
2 (n=1)
3A (n=3)
3B (n=3)
4 (n=11)
Patoloji Adenokarsinom: 28
Tagh yiiziik hticre: 2
Misindz: 1

Hasta sayis 21/116

1A (n=13) 1A (n=15)
1B (n=11) 1B (n=12)
2 (n=11) 2 (1=12)
3A (n=15) 3A (n=18)
3B (n=9) 3B (n1=12)
4 (n=36) 4 (n=47)

Adenokarsinom: 109 Adenokarsinom: 101

Tagl yiizik hticre: 13 Tasl yiiziik hticre: 13
Misindz: 5 Misindz: 2

95/116 116

Grup 1, postoperatif ilk 30 glinde kaybedilen hastalar; Grup 2, postoperatif ilk 30 giin sonrasi sag kalan hastalar; TNM, timdr, lenf nodu, metastaz
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Sekil 1. Mide kanserli hastalarda ameliyat sonrasi ilk 30 giinde mortaliteyi 6n

gdrebilme agisindan kirmizi kiire dagihm genisliginin (RDW) karsilastinimasi.

hesaplandi (p:0.003, egri altinda kalan alan=0.710, CI
%95: 0.573-0.846) (Sekil 2).

Yas ve cinsiyetten etkilenen RDW degerlerinin, yag
ve cinsiyet ile birlikte ortak etkisi incelendiginde,
RDW’nin yas, cinsiyet, metastaz Varhgl, timor evre-
sinden bagimsiz olarak mortaliteyi 6ngérebilecegi so-
nucuna ulagildi (p:0.003).

Sekil 2. Mide kanserli hastalarda ameliyat sonras ilk 30 giinde mortaliteyi 6n
gérebilmede kirmizi kiire dagihm genisliginin (RDW) ROC egrisi.

Tartisma

RDW kisaltmast ile bilinen kirmizi kan hiicrelerinin
boyutlarina gore dagilim genigligi, tam kan sayiminda
kolaylikla bakilan parametrelerden birisidir'®. Klinikte
siklikla aneminin tanisi, tipi ve derinliginin kavranma-
sinda kullanilmakeadir. Son yillardaki aragtirmalar sonu-
cunda kardiyovaskuler hastaliklarda kalp yetmezliligin
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ve yetmezlige bagli mortalitenin bagimsiz prediketif bir
degeri oldugu saptanmigtir’'. Bizim ¢aligmamizda da
RDW, ameliyat sonrasi erken donemde mortaliteyle sey-
reden mide kanserli olgularda anlamli diizeyde yiiksekti.

Mide kanseri goriilme siklig1 40 yastan sonra artarak ye-
dinci dekatta pik yapar'®. Literatiirde MK’nin 55 ile 66,4
yas arasinda pik yaptigini gosteren yazilar bulunmakea-
dir'*". Caligmamizda gozlenen MK goriilme yas ortala-
masi da literatiirle benzer 6zellikteydi. Mide kanseri er-
keklerde kadinlara oranla 1,5-2 kat daha fazla goriilir'>".
Bizim hastalarimizdaki bu oran 1,9 olarak tespit edildi.

Mide kanserlerinin histopatolojik tipleri incelendigin-
de, bizim ¢aligmamizda da oldugu gibi adenokarsinom
%90 oranlarinda gériilmekeedir'.

RDW ile malignitelerdeki mortalite arast iligki net ola-
rak ortaya konamamigtir. Temelde RDW yiiksekligin-
den eritropoez sorumlu tutulmaktadir. Eritropoezden
ise iki unsur sorumlu tutulmaktadir. Bunlardan ilki
kanserin neden oldugu nutrisyonel yetersizlik ve
anemidir. [kinci faktor ise kansere kargi gelisen doku
yanitinin, eritropoezi dogrudan uyararak, eritrosit
membran deformitesine neden olmasi ve eritrosit yari
omrini azaltarak yiksek RDW diizeylerine neden
olmasidir. Bunlarin diginda metastatik malignitelerde,
kemik iligi metastaz varliginin da RDW’yi artirdigint
bildiren goriler vardir'”'®. Ayrica RDW enflamasyon-
dan ve ileri yagtan da etkilenmektedir®’.

Spell ve arkadaglar1 kolon kanserinde yiitksek RDW deger-
lerine rastladilar®. Yilmaz ve arkadaglart RDWyi pankre-
as kanserinde morbidite ve mortaliteyi 6ngérmede, kolay
ulagilabilir, ucuz ve basit bir prediktif belirte¢ olarak bil-
dirdiler”’. Riedl ve arkadaglari ise, yitksek RDW diizeyle-
rinin yaninda artmig RDW ile birlikte goriilen klinik du-
rumlardan biri olan aneminin kanser sag kaliminda kot
prognostik faktor oldugu sonucuna vardilar®. Patel ve
arkadaglar her %1’lik RDW artigina kargilik, mortalitede
%14 artig bildirdiler, ancak bu artigin ileri yas ve hemog-
lobin konsantrasyonuna bagli oldugunun altini ¢izdiler®.

Sonug

Ameliyat 6ncesi RDW diizeylerindeki artig mide kan-
seri olan hastalarin ameliyat sonrasi erken dénem mor-
talitelerini 6ngorebiliyor gibi goriilmekeedir.

Kaynaklar

1. Coussens LM, Werb Z. Inflammation and cancer. Nature 2002;
420: 860-7.

2. Jemal A, Bray F, Center MM, et al. Global cancer statistics. CA
Cancer J Clin 2011; 61:69-90.

108

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

. Bertuccio P, Chatenoud L, Levi E, et al. Recent patterns in gastric

cancer: a global overview. Int ] Cancer 2009; 125: 666-73.

. Wohrer SS, Raderer M, Hejna M. Palliative chemotherapy for

advanced gastric cancer Ann Oncol 2004; 15: 1585-95.

. Jatre JP, Meyer HJ. Total gastrectomy in the surgical treatment

of primary gastric adenocarcinoma- a 30 year single instution
experience. Hepatogastroenterology 2001; 48: 1222-6.

. Dhar DK, Kubota H, Tachibana M, et al. Body mass index

determines the success of lymph node dissection and predicts the
outcome of gastric carcinoma patients. Oncology 2000; 59: 18-23.

. Ozgehan G, Kahramanca §, Kaya 10, et al. Neutrophil-

lymphocyte ratio as a predictive factor for tumor staging in
colorectal cancer. Turk ] Med Sci 2014; 44: 365-8.

. Riedl J, Posch J, Kénigsbriigge O, et al. Red cell distribution

width and other red blood cell parameters in patients with
cancer: association with risk of venous thromboembolism and
mortality. PLoS One 2014; 9: 1-14.

. LeeS,OhSY,Kim SH, etal. Prognosticsignificance of neutrophil

lymphocyte ratio and platelet lymphocyte ratio in advanced
gastric cancer patients treated with Folfox Chemotherapy. BMC
Cancer 2013, 13: 350-60.

England JM, Down MC. Red-cell-volume distribution curves
and the measurement of anisocytosis. Lancet 1974; 1: 701-3.
Felker GM, Allen LA, Pocock SJ, et al. CHARM Investigators.
Red cell distribution width as a novel prognostic marker in
heart failure: data from the CHARM Program and the Duke
Databank. ] Am Coll Cardiol 2007; 50: 40-7.

Gégmen E, Kocaoglu H. Mide kanseri epidemiyolojisi. T Klin J
Surg 2000; 5: 161-2.

Tuncer I, Uygan I, Késem M, ve ark. Van ve gevresinde
goriilen tist gastrointestinal sistem kanserlerinin demografik ve
histopatolojik 6zellikleri. Van T1p Dergisi, 2001: 8; 10-3.

Ayar Y, Sahbaz N.A. Bolatkiran Y, et al. Bayburt ilinde yapilan
tst gastrointestinal endoskopi sonuglari. Haseki Tip Biilteni
2013;51: 116-9.

Davis GR. Neoplasms of stomach. In: Sleisenger M, Fordtran
JS, eds. Gastrointestinal disease, 5th ed. Philadelphia: WB
Saunders 1993: 763-89.

Parkin DM. Epidemiology of cancer: Global patterns and
trends. Toxicol Lett 1998; 102-103: 227-34.

Cox D. R. Regression models and life tables. J R Stat Soc B.
1972; 34: 187-220.

Seitanides B, Giakoumakis G, Tsakona C. Increased red cell
volume distribution width in patients with bone marrow
metastases ] Clin Pathol 1988; 41: 1246.

Patel KV, Ferrucci L, Ershler WB, et al. Red blood cell
distribution width and the risk of death in middle-aged and
older adults. Arch Intern Med 2009; 169: 515-23.

Spell DW, Jones DV Jr, Harper WE, et al. The value of a complete
blood count in predicting cancer of the colon. Cancer Detect
Prev 2004; 28: 37-42.

Yilmaz A, Malya F, Ozturk G, et al. Effect of pre-operative red blood
cell distribution on cancer stage and morbidity rate in patients with
pancreatic cancer. Int J Clin Exp Med 2014; 7: 3072-5.

Patel KV,Semba RD,Ferrucci L, et al. Red cell distribution
width and mortality in older adults: a meta-analysis. ] Gerontol
A Biol Sci Med Sci 2010; 65: 258-65.




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

  /CreateJDFFile 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.)
    /TRK ()
    /TUR ()
  >>
  /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


