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Abstract

Project Code : TRG4680001

Project Title : Clinical correlation and prognostic role of serum interleukins in

patients with gastric cancer

Investigator : Associated Professor Duangporn Thong-Ngam, MD.

Chulalongkorn University

E-mail Address : d.thong@mailcity.com

Project Period : 2 Years

Gastric cancer remains one of the most common malignant diseases worldwide.
We therefore undertook a prospective study to determine the current status in various
aspects of gastric cancer and to find out the clinical correlation with prognostic role of
serum interleukins in Thai patients. There were 68 patients enrolled in this study at King
Chulalongkorn Memorial Hospital during April 2003 to May 2005. There were 51

patients with histological proven gastric cancer. There were 26 male (55.32%) and 21

female (44.68%) with ages ranging from 33 to 85 years (mean age 64.49113.83 years).
The common presentation were weight loss (41.2%), dyspepsia (39.2%), and upper
gastrointestinal bleeding (15.7%). 35.3% of gastric cancer patients were smokers, while
6.3% of control were smokers (p=0.029). Moreover, 32.4% of gastric cancer patients
were alcoholic drinkers, while 6.3% of control were alcoholic drinkers (p=0.044). Lesion
location was pyloric-antrum in 39.4%, gastric body in 39.4%, upper stomach in 12.2%
and entire stomach in 6.1% of patients. H. pylori infection was detected in 44.4%. The
poorly differentiation adenocarcinoma (signet ring type) is the most common pathologic
finding (60.7%). Management was surgical treatment in 44.1% (total gastrectomy 5.9%,
subtotal gastrectomy 32.4% and palliative bypass surgery in 5.9%). Systemic
chemotherapy was adjuvant therapy in 8.8%. The carcinomatosis peritoneii found

18.8%. The results of treatment were stable 23.5%, death 35.3%, and loss the follow up

41.2%, respectively. The mean survival time was 13.0319.75 months. The IL-18 level in



gastric cancer group (58.54143.96 pmol/ml) were significantly higher than those of
control group (30.84%11.18 pmol/ml) (P=0.0001) (95%CI was -42.20, -13.19). The IL-6
level in gastric cancer with distant metastasis (20.2119.37 pmol/ml) were significantly

higher than those of no metastasis (10.13%7.83 pmol/ml) (P=0.037) (95%CI was -19.51,
-0.65). The clinical correlation and prognostic role of IL-10 and IL-12 levels in gastric

cancer patients are provide data of not significant different.

Keywords : Gastric cancer, Interleukins, Helicobacter pylori
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wziSanszwnzammatdunzsininuldveslasanzdsinanauiads  lu
Uinelnawugi@nsaifesa: 12 vesunimanue woldnsluwamouaznds any
A A A o a & o , Y
wasAwudszanm 60 U [1] TadpvasmaifansSinreimizanmssslininuuite ana
FUNUTALDNMT WHINTIN MIFULURT an1zwiasew [2] Taatumswudimifaisolsd
& a . oA o o g a Aa &
lauuaiaas lwaa3 (Helicobacter pylori) SinNuauNBEALANIIAANTINTZANZ81MT [3]
Helicobacter pylori (H. pylori) JulrauuanFeniuay @uEen Campylobacter
pylori agiunnamatlu genus Helicobacter iW1ziTaldaATILINIINTULLEIINNTZINNZ
) k3 : k% ) o & 1
an3lull ae. 1982 ansnizvaateuutwiailugldd s adegTien (urease) Tailduu
a = a . A A A & a o
gL3e (urea) Tuiduuanlufie (ammonia) LUANLIYTUABRINITIDLNNCAAND mucosal-
secreting cells vaubaymaduenny ludaduduiseniuiuudriimdase  H.
pylori fialfluaing N&ATYVaIUNAIWIZULNIALEIMNT (peptic ulcer disease) WuLTall
lusanas 75 PBIFINBUHANIEINNZENWTST (gastric ulcer) UAzTBHRz 95 VBINTNBUNAM
v & ) X Aa & A A A & '
Ifiandudn  (duodenal ulcer) [4] Hihwfidaaanshifiaaninieliainsnsudise
8197 ldeag ﬁluﬁoﬁmﬂﬁﬂmﬁaaamqmm wenFarnwadlsags ldidunnnuuisa
27191i991N toxins 1NAUTALBIWIBLAAIINMIABLAKBINNNTUAUDEILTIE HanIN
#9iMIGa e RlANUFUNBENUMIAANLISINTZIANZE WIS MIFaTaiTesn
ATTIWIZEMTONRL MINBNMIAATa H. pylori azvinlwmsnauiludivas peptic
ulcer LRENIAANITUWNINTaUDT LTU LRBABENIN peptic ulcer diseaseha eIy [5]
. & ' i [ {
Interleukins (IL) tfuansnga cytokines Tuifluldsduniiluanavumaian (low-
molecular-weight proteins) &319NNLTARG G]Iuizuunuﬁ@?&lﬁ'u (immune system) 283379
- e . P ) , -
muvialrasauslasaangnilasasidalsadiuueg (autocrine functions) wiaimadnalu
USwlndLAeg (paracrine functions) WiN7Ava9 interleukins WaNINNILLNLITBINLANT
ADUAHDIVDITTULN AU LI EITUNLIMEIATY AU S would healing,
hematopoiesis, angiogenesis LLazmmumimx‘l%ﬁ“nm@hm [6] TulsauziSanuin
interleukins  wanuTRaNFIIINE@aR lwIzLUN RN AU aNIEASUzSI I UNLIMEAY
= { 2 s A o a . I
wanoUsensgafsitaanunediuiia (pathogenesis) uazanaguusIvadlsa 1iu 3
270ABILTAANELTI (tumor survival) MINABWKE (mutation) MILRTIWIULAZNITLAY
& . . o v A A kg & . .
lavadLTan (proliferation and growth) mMIaNaEwRaalniNNLAsILTAR (angiogenesis)
SQMﬁGﬂ’]iQﬂﬂ’]&lLLazﬂ‘i:ﬁ]’mma\‘iL‘mﬁngd (invasion and metastasis) [7] msAnEINEB
1 U & @ A [ . . a A J A =
anwuhitheliauniaindszduaas interleukins  wanssfialuwiRaageliuuaziinsdnm
logineinsasaiaszauad  interleukins @9 gandszyndllunsadiinivaidu

Urzlomilunsifiedivlin (diagnosis) nM3diaanumIguasnm (clinical monitoring) waz



1 I u@uiUsTIWeINIWedlsn N1IATIIATZALUAY interleukins NANIIANEININTL
Athalsanzds ldun interleukin-6 (IL-6), IL-10, IL-12 uaz IL-18 1iludu

Interleukin-6 (IL-6)
IL-6 i% cytokine NaeaNITRRRALBHNI 1T activated B WAz T cells,
. . & e A
mononuclear phagocytes, vascular endothelial cells LLaz fibroblasts FIUNILTRRW N
(ﬂauaum@iamiaﬂL%aLLa‘;m‘iﬂizﬁ'ﬂﬁ]’m cytokines 5%6] W% IL-1 WAz tumor necrotic
factor (TNF) tludu IL-6 Hwifinaiuatny 1w n3zdu T-cell activation lag antigen-
. v Y . co A A o
presenting cells (APCs) NIzqQuN1I®INN acute-phase proteins INNLTRNAU TILNLIVDY
AUMIANLALY (inflammation) V8931978 NIzdn B-cell replication, differentiation WazA1T
§379 immunoglobulin N9z} hematopoiesis LAz thrombopoiesis [8]
sluﬁhuﬁﬁmiaaﬁ'ﬂiﬂmﬁa ‘W‘U’J"]L%ﬂﬁ&lu%d‘ﬂﬂ’]U‘ﬁﬁ@ﬁ"lﬂ"liﬂﬁ%’h‘l IL-6 VLG%/ LT
myelomas L8z epithelial tumors @i’]dﬁ] leun bladder carcinoma, renal cell carcinoma
uaz ovarian cancer tiudu asuulugiholiauzidiguainunilaunioiaduy
L% cholangiocarcinoma Was head and neck cancer, o1 T=AU IL-6 IuLaamgﬂﬂdﬁﬂu
a dy 1 o A nl' J a Qs e 6 o I
Uné [9] waNAINMNUNUINIEAUVAY IL-6 IuLﬂE]@]“/]I}EG‘IJ%%J@YJ’]%JETNWWD'T]?IJE%LLN‘IJE]OI‘JﬂﬁJzL‘J\‘]
UNTHa 1% multiple  myeloma [10], epithelial ovarian cancer [11] W&z
U 1 s tg/
cholangiocarcinoma [12] luﬁdﬂ’sUmﬁdﬂizm’lza’]WﬁWU’n XUV IL-6 1m§a@f§o°uu
L7 = Aa a 6 a A = o 1 A 1 a d?
luf}dﬂ'lUN&LNizUZLL‘SﬂV}NﬂWiL‘JaIﬂLL‘.LIﬂL@lai VL‘INE‘]aiLN?JL“/]UUﬂUﬂ@INVIVL&JMﬂ’]‘J(ﬂ@L"Ea LLRS
32UV IL-6 Azaaadtlavdada ludl [13] wananfdiwuinszauwad IL-6 luidaad

AMUFNRUTILANNIULI T28z0090L30 UazMINeINTailen [14-15]

Interleukin-10 (IL-10)
IL-10 1w cytokine N®319971Nn activated T-helper 2 lymphocytes (Th2) waz CD8
cells, B cells, monocytes LI keratocytes I@Uﬁqw%ﬂmaomimauauawaasz‘uu

T
niidun (immunosuppression) L8399 INGUHINIYINUBEY APCs 1ag downregulate

class Il MHC expression U8J monocytes e macrophages waNINNBLITUVLINITRING

IL-12 w8z interferon-Y (IFN-Y) 183 activated macrophages URZNIIFIN immunoglobulin
284 B-cells [16] lugthalinduaniauiioTouszauudanuitzauzas IL-10 luifaangs
J = = Qs ¥ = > > = Q Q
JudanudunRuiiuaNuIwLIzeslin wenaniszauued IL-10 SIFUNUIALIZAUTaY
1@ ksl alanine aminotransferase (ALT) luifaa T9U9UanD9nIONLEUVRIGL [17]
. A & Y A \ =

wuImMaARIuTzaUTes  IL-10  lwdeatsuaniisanuiuusivedlianaznig

wennIailsaf lidluuziSenanaadia 1w non-Hodgkin lymphoma [18] ¥2i59taa (lung

cancer) [19] WRZNLSIVBITTUUNLAKOIANT 138 NESINTINIZEIAIT UAZNELSIaN b



1) (colorectal carcinoma) waNNHILAUVBI IL-10 HIRARIBLWNNINHIININIAG

N SRaNH 20, 21]

Interleukin-12 (IL-12)
IL-12 1T cytokine ﬁa%wmn mononuclear phagocytes LLae dendritic cells i

N&AYLNINDY differentiation U84 T-helper 1 lymphocytes (Th1) Wazn13¥i9uad cell-

mediated immunity (CMI) Immzé}umsaﬁ”m IFN-Y, TNF-OL Uaz IL-2 970 activated T
wae NK cells waznamsvinaiuzad Th2 lunsaid IL-4, IL-10 uaz IgE antibodies [22]
e IL-12 ﬁuwmﬂﬁwﬁz’ylu}muzﬁﬂﬂUﬂﬂﬂﬂﬂﬁﬁﬂuw:L§aLmzmmwim:mﬂ
YD ILTRANLLT (anti-tumor and anti-metastatic effects) I@Ufﬁ_lg'd cell attachment, motility
WRZ invasion UBILTANNZLSY [23] é’afuﬁqwudwgﬂauImmﬁwﬁmha G]iwﬁy'w:ﬁa
ﬂizl,wwzmm{lmzmqﬂmw (advanced stage) aundszauVad IL-12 lwaanaaaitiia

WeunuuzSluszezusng [21, 24, 25]

Interleukin-18 (IL-18)

IL-18 W3a1@NI38N1 interferon-Y inducing factor ilu cytokine Neuwulnailasd
2u1@ 18.3 Alamadi &31931n activated macrophages, keratinocytes, Kupffer cells,

intestinal epithelial cells Las osteoblasts ﬁuwmwﬁ?ﬂﬁmﬁiammauauawaagﬁ@j’uﬁu"uad

mefifedeany Th laonszdun1sainenes IFN-Y 910 T cells uaz natural killer
£ o ¥ o o AdA ) v ¥
(NK) cells lanaanandiiuniy IL-12 [26] wananidaldninnang igu nazdumaais
granulocytye-macrophage-colony-stimuating factor (GM-CSF), IL-2 1D ua [27]
L= 1 @ 1 { 1 qu/
unumnaed IL-18 lulsansiSsgslitaanuditoineangndmwoasuzisilasnns
fUE9 tumor angiogenesis, tumorigenesis LazNILAU tumor apoptosis [28] lugﬂaﬂiiﬂ
= 1Y . ' o A X Aa '
uziaLdua (breast carcinoma) WuinIzauvad IL-18 luwiRaavasgilsfinmuninzans
vo9u 39 W dseToazdugeniingun lifinsuninznwednalvinddyneadia [28] dau
Hie non-Hodgkin lymphoma wuiiszeuzes IL-18  lwRaadanuduwusiunig
1 a e 1 = 2 ~ 1 s
wenaoilaaigudeanu [29] dumidnmludiheliauzdinizmizams woiseeu
A . e A A v o o AV A &
209 IL-18  lwdeedeumwiidafigilanuduiusiunmwensoilianlid  lasdu
independent prognostic factor 31N multivariate survival analysis waNNHIZALVBY IL-
18 H9AARIBLINNINHAINITHIAG UEAIIINITRI IL-18 WrazinedasnumydTanases
LIARNELS (tumor burden) [30]
= A AL A o = =2 v o ¢ aa
mMIdnsisiduiiadasnsdansisanuaunuinIadiniazmsnensailse

TagltyzauaniaasalrAn 6, 10, 12 uaz 18 Iw‘?j%'wnaogﬂaﬂu:L§oﬂizLW'}za1%Wi AnEng
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