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BKCHIPECCHA KAPBOTHUIPATHBIX AHTHUI'EHOB
HA KJIETKAX PAKA XENIYIKA

HHH rnunuyecroii onxonosuy

Kpome ofrienssecTHRIX IpyIin kpoBu cucteMsl ABO u Rh-
(axropa, cyiecTByeT NENbIA PST IIOATPYII KPOBHU YeJIOBEKA, Me~
Hee H3BECTHRIX B KIMUHWICCKOH TpaHchysuonorud. Cpeayd sTuX
TIOATPYIIII MOXHO YIIOMSHYTh CHCTEMEI TPYIIIOBBIX aHTUTEHOB P,
M, N, Kemn, Hadbdn, JMrorepan, Jouc u ap. Hacnemoparmie
OONBINMHCTBA YKA33HHBIX TPYIIl IOMUMHISICS MEBIENeBCKIM
33KOHAaM, THIL HACTICIOBAHMA APYIVIX OTIIIAETCA GOJIBIIOH CII0XK-
HocThI0. B onxonoruu rocnemaue 10—15 met HanbGonee MHTEH-
CHBHO H3yJaeTcsl cucrema antureHoB Jlouc (Lewis). Briepsrie
anTu-Lewis-anTarena omrcan Mypas B 1946 r. B nocnenyomem
YorkuacoMm 1 MOprasoM B Pe3ybTaTe OHOXVMIICSCKMX HCCIIe-
JOBaHUM YCTaHOBICHO, YTO aHTUreHBl cucreMel Lewis u ABO
VMMEIOT CXOIHOE CTPOSHUE 1 IPEACTABIAIOT CODOM NIMKOTIPOTEH -
I6l M TIIAKONUIIVIBI, CONSpPIKAIlye OJMIOCaXapyumHble LEIU.

with EGFR'LIG* tumors (fig.4). All patients with
EGFR'LIG* tumors developed recurrence within 11 months
while disease-free survival of patients with EGFR-LIG*
tumors was 61% to decrease to 16% during month 12 to 19.

As concerns histologically intact Iung tissue we managed
to analyze only EGFR’LIG* and EGFR*LIG~ combinations
(figs.5,a and b). We discovered that overall (p=0.002) and
disease-free (p==0.03) survivals were significantly better in
cases with EGFR*LIG™ tumors.

Conclusion. We discovered that expression of EGFR and its
LIG both in tumors and histologically intact lung tissue has effect
on overall and disease-free survival in NSCLC. Both overall and
disease-free survivals were significantly lower in cases with tumors
and histologically intact lung tissue expressing both EGFR and
EGF-like peptides as compared to cases without one of the com-
ponents of EGFR-dependent cell growth regulation mechanism.
These changes in the overall and disease-free survivals are there-
fore indicative of a more aggressive course of NSCLC in cases
with the presence of both EGFR and its LIG in the patients’ lungs.

The absence of relationship between EGFR and its LIG
expression in lungs with clinical morphological characteristics
of NSCLC may be due to independence of these new factors
of survival prognosis in NSCLC. However, this issue requires
further analysis because there were too few cases in our study.

M.P.Nikulin, A.B.Itin, V. Yu.Selchuk, V.I. Rottenberg

CARBOHYDRATE ANTIGEN EXPRESSION ON
GASTRIC CANCER CELLS

Institute of Clinical Oncology

There are a number of human blood subgroups that are less
studied than the common ABO and Rh-factor in clinical
trasfusiology. These subgroups include P, M, N, Kell, Duffy,
Luteran, Lewis and other antigens. Most of these groups are
inherited in accordance with Mendel laws while some of them
demonstrate a much more complicated inheritance pattern.
There is an intensive cancer-related study of the Lewis anti-
gens over the last 10-15 years. Anti-Lewis antibody was first
described by Murane in 1946. Later Watkins and Morgan per-
formed biochemical investigation to establish that Lewis and
ABO antigens have a similar structure and are glycoproteids
and glycolipids containing oligosaccharide chains. These
chains consist of 5 monosaccharides such as D-galactose, L-
fucose, N-acetyl-D-galactosamine and N-acetylneuraminic
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B cocraB aTHx Liemei BXomAT 5 MOHocaxapos: D-ranaxTosa,
L-dykoza, N-anetwn-D-ranakto3aMut u N-aleTwiHepami-
HoBag (cmamopasd) kucnora. ITocnenoBaTeIbHOCTE COSAMHEHUN
YKa3aHHBIX MOJIEKYJI, & TAKSKE VX TIPOCTPAHCTBEHHOE PACTIONOXKE-
HYe OIpenengior crerudmaHocTs anTUreHoB crucreMsl ABO w
Lewis. Auturensr Lewis TIPMCYTCTBYIOT B CHIBOPOTKE KDOBH,
MOIYT afcopOHpOBaThCs Ha SPUTPOLMTAX, OOHAPYXMBAIOTCA B
CeKpeTax CIM3MCTHIX 000MIOYeK, Ha MOBEPXHOCTH SITTETHAIH-
HBEIX KIETOK KeNYIOTHO-KUINETHOr0 ¥ MOYSIONOBOr0 TPaKTa,
SHAOTENUY COCYHOB. DKcIpeccysl Lewis-aHTUTeHOB 3aBUCHUT OT
«TEHOB CeKPETOPHOCTI: Se U S€ C XapaKTepOM HaCIeI0BaHUs, CO~
OTBETCTBYIOLIM KJIACCHIECKOMY MeHIEIeBCKOMY. C ITOMOIITBIO
COBPEMEHHEIX OHOXIIMUIECKIX VICCISIOBARYIL BEIIBIICH 3HAIU-
TENBHE THOMMMOpGhI3M CTPYKTYPHBIX JeTepMuHaHT Lewis-an-
tureHoB (Lewis-a, Lewis-x, Lewis-b, Lewis-y u ap.). Cuanupo-
BaHHBIE (GopMbl (cBs3apHBIE ¢ N-aneTwnHelpaMUHOBOR
KHCJIOTOM) B aHIVIOA3BIYHOM JHTEpaType HOCAT Ha3BaHUS
«sialyl-» («sia-», «sialosyl-»); sialyl-Lewis-a, sialyl-Lewis-x 1 ap.

CxeMaTHYeCK MOJIEKyia Lewis-a BBITISIUT CICAYIOITAM
obpazom:
Fucal—4 (dykosa)
GlcNAcp (N-aueTriroKo3aMuH)
Galpl—3 (ramakrosza)

Monexyna Lewis-X BMeeT CXOOHOe CTPOSHHUE:
Fucal—3 (dyko3a)

GlcNACcB (N-areTHITIIoKO3aMUH )
Galfl—4 (ramaxrTosa)

B cnamupoBanHbX hopMax K MONEKYJIE TaJaKTO3kI IIPHCOoe-
IHSETCH CHAIOBAs KWCIOTa. B ITOCHefHIe TORB TAKKE WHTEH-
CUBHO u3ydaercsd Tn-auTHUIreH, B KOTOPOM YITIEBOJHAS [ETEPMU-
HaHTA CBA3aHA yepe3 o—~N-aleTIITAIaKTO3aMHH C CEPHIHOM WIN
TPEOHMHOM IIONMHIICITHIHOM et IIOBBIIICHME SKCIIPECCUN
CHUANUPOBAaHHEIX (OpM aHTUreHOB Lewis OTMEUeHO IIpH OHKO-
TpaHCHOPMAI B OIYXOISIX KETYyNOYHO-KHMUISYHOTO TPaKTa,
JIETKOTO, SYHMKOB. MoHOKIoOHABHEe aHTHTena CA19—9 (sia~
Lewis-a neTepMuHaHTa) WCIIONB3YIOT UL MOHHUTOPHMHIA Jiede-
BT OOJIBHBIX ¢ YKAZaHHON NATONOTHEH, ONPENeisisl THTP aHTH-
TeJ B CBIBOPOTKEe KpoBH mamueHToB. Ilocmemmume 10 ner
VHTEHCUBEO M3YYAETCS SKCIpeccHs Lewis-auTureHoB HeENo-
CPEICTBEHHO HA OIYXOJAECBBIX KIIETKAX U B YACTHOCTH Ha KIIETKAaX
paKa XeayaKa ¢ Lelbl0 YCTAHOBUTh, BO-IICPBHIX, KIHMHIYECKUIE
3aKOHOMEPHOCTH TeUeHII 3a00/IeBaHNI, BO-BTOPEIX, GUOIOTH-
YECKIA CMEICH TIOSBIEHUA OIyXOIbACCOLNIPOBAHHEIX AHTUTE-
HOB Ha paKOBBIX KJIeTKax. Tak, HeMelKie aBTOpHI [ 1] ycraHOBK-
JIM, 9TO TIOBBIIIEHHE BCEX  HM3YIACMEIX CHATHPOBAHHBIX
KapOOoruapaTHhIX aHTHIEHOB sia-Lewis-a, sia-Lewis-x, sia-Tn
YKa3bIBAeT Ha XYIIIIL IIPOTHO3 IIPH DPaKe XelynKa. SITToHCKHe
yuyenrle [3] coobmaror 06 m3yaeHum STn-akcmpeccny y 211
GOJIBHBIX pakoM xkexynka. [Ipu sToM ycTaHoBneHo, yro STn-ok-
paIlyBaHKe JBHIOCH HE3aBUCHMEBIM TIPOTHOCTHYECKIM (PaKTo-
POM, YKashIBAIOIIMM Ha XymImMi mporHos. Kpome toro, STn-
SKCIIPECCHs He KOPPempoBala HI C Pa3sMEPOM OITYXOJIH, HU C
TITYOMHOM MHBA3KY, HU C HAMIKEM METacTa30B B PerriOHapHbIe
JaMGOY3IIEL, B TIEYeHb 1 ¢ MICCeMIHAITIe 1o OplommHe. Jpy-
THE ucclienoBaTeN U3 AnoHun [2] u3yyanyd NMporHOCTUYECKOe
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(sialic) acid. Sequence and architecture of these molecules
determine specificity of ABO and Lewis antigens. The Lewis
antigens are found in blood serum, may be adsorbed by red
cells, are encountered in mucosal secrets, on epithelial cells of
gastrointestinal and urogenital tracts, vessel endothelium. The
Lewis antigen expression depends upon secretor genes Se and
se and demonstrates classical Mendel inheritance.
Biochemical assays discovered a considerable polymorphism
of Lewis antigen structural determinants (Lewis-a, Lewis-x,
Lewis-b, Lewis-y, etc.). Sialylated (i.e. N-acetylneuraminic
acid-bound) forms had the prefix sialyl- (or sia-, sialosyl-) and
are referred to as sialyl-Lewis-a, sialyl-Lewis-x, etc.

The Lewis-a molecule has the following structure:
Fucal-4 (fucose)

GlcNAcB (N-acetylglucosamine)
Galp1-3 (galactose)

The Lewis-x molecule is structurally similar:
Fucal-3 (fucose)

GlcNACcp (N-acetylglucosamine)
Galp1-4 (galactose)

Sialic acid joins galactose molecule in the sialyl forms. Over
the last years there is a vast study of Tn antigen in which the
carbohydrate determinant is bound to polypeptide chain serine
or threonine through a-N-acetylgalactosamine. Increased
expression of sialyl-Lewis antigens is found in gastrointestinal,
pulmonary and ovarian tumors undergoing oncotransforma-
tion. Measurement of serum titers of monoclonal antibody
CA19-9 (sia-Lewis-a determinant) is used to monitor cancer
course. Over the last decade the investigators focus on expres-
sion of Lewis-antigens on tumor cells, in particular on gastric
cancer cells, to study the disease clinical course and to find out
biological meaning of the appearance of tumor-associated
antigens on cancer cells. For instance German investigators [1]
established a relationship between elevation of sialyl carbohy-
drate antigens such as sia-Lewis-a, sia-Lewis-x, sia-Th and
poor prognosis in gastric cancer. Japanese scientists [3] report-
ed of a study of STn expression in 211 patients with gastric can-
cer. They established that the presence of STn-staining was an
independent factor of poor prognosis. Besides, the STn expres-
sion demonstrated no correlation with tumor size, depth of
invasion, regional lymph node status, liver or peritoneum
involvement. Other investigators from Japan [2] studied prog-
nostic significance of sia-Lewis-a and sia-Lewis-b expression
in tumor paraffin sections from 137 patients undergoing
surgery for gastric cancer. Survival of cases with increased sia-
Lewis-a expression was much lower as compared to sia-Lewis-
a-negative patients. The authors advised that sia-Lewis-a-pos-
itive patients required more careful monitoring and additional
treatment. A group of scientists from New-York [4] studied
relationship of genetic proneness to gastric cancer and biolog-
ical significance of antigens in question. The study was per-
formed on tumors from 340 patients who lived in countries
with high (Japan, Chile), low (USA) and medium (Brazil)
incidence of gastric cancer. The STn expression was found to
correlate with survival and clinical pathological characteristics.




Experimental Investigations

3HAYEHHME IKCIpeccrH sia-1ewis-a u sia-Lewis-b Ha mapaduro-
BBIX cpe3ax onyxonei 137 GonbHbIX, ITOABEPIIIMXCA OIEpATHB-
HOMYy JISYeHMIO TI0 TIOBOJY Paka XexynKa. BeokueaeMocTs Gob-
HLIX C T[OBBINIEHHON 3Kcnpeccweld sia-Lewis-a Opbia
3HAYNTEIFHO XYXKe 110 CPABHEHHIO ¢ Sia-Lewis-a «HeraTUBHEIMI»
TIaIUeHTaAMI. ABTOPE HACTAWBAIOT Ha 00JIEe IIPUCTANEHOM Ha-
Omonenvy 3a sia-Lewis-a «O3MTHBHBI-MHU» OOJNILHEIMUA M J0-
TOJIHUTENBHOM JicueHuy. MurepecHsM ¢ TOYKY 3pEHUS BHISB-
JIEHVS TEHETUYECKOM MPenpacIioioXeHHOCTH U OHOIIOTTIeCKON
3HaYVIMOCTH B TEYEHHM paKa XeJyIKa SIBUIOCH HCCICIOBAHIE
Tpynuisl y9eHEX 13 Hro-Vlopka [4]. AHamisrpoBamuch obpas-
1151 otryxoJieit oT 340 GoBHEBIX U3 CIpaH ¢ BRICOKOM (Sorms u
Yuma), mmzkoit (CIIA) u cpenneit wactoToit (bpasmius) 3a60-
JIEBAEMOCTBIO PaKoM XKenymka. STn-9KCIpeccusi KOppeiupoBaia
€ BEDKMBAEMOCTBIO ¥ KIIMHUKO-TIATONOTHIECKIIMY XapaKTepyc-
TrKaMu. Bo Bcex 4 ctparax STn-sKcnpeccs 94eTKO KOppemupo-
BaJIa ¢ IIyOUWHOM VHBA3KW, CTayeli, mopaXeHneM JAM(poy3ios,
a TaKksKe ¢ XyOIVM IPorHo3oM. B crpanax, Tie «pagHuii» pak xe-
Jynka Gojiee pacipocTpaHeH, obiras yacTora STn-<«I1o3uTHB-
HBIX» OIyX0JI€i MEHBIIIE,

BronornyecKii CMBICH TIOABIICHUSA CUAIHPOBAaHHEIX hopM
Lewis-aHTHIeBOB He COBCEeM siCeH. llpenroaraercs, 4ro sia-
Lewis-a 1 sia-Lewis-X ABISIIOTCS JIUTAaHAAMY U1 CEIEKTHHOB
(cemeiicTBo Monekyn anresun). [TociesHue B CBOIO OYepelb ak-
TUBUPYIOT PELeNTOPHl 3HA0TEMS i TpoMbonuToB. CoobmaeT-
¢, 4To sia-Lewis-a 1 sia-Lewis-X OTBETCTBEHHBL 3a 4Ire3UIO
ONYXOJEBHIX KIETOK K SHIOTENUIO.

TaxyM 00pa3oM, IyOAUKALIMY [TOCASIHMX JIET CBUIETEIIECTBY-
10T O IPUCTAIGHOM U3Yy9eHNH SKCIIPEeCCUU KapOOIUIPATHEIX aH-
TUTEHOB [IPH PaKe KeJYNKA U 3TOKAYSCTBCHHBIX OITyXOMSIX HPYIUX
JIOKAYDA3AITHH, TTOMBITKAX U3YYIUTh U TTOHATh TeHETHYECKYIO, 01Oo-
XAMUYECKYIO, FIMMYHONIOTHYECKYIO IPHPONY 31oro deHoMeHa.

B Haniei paboTe MBI H3y4allH 3KCIIPECCUIO IUMPOKOH TTaHe-
JIX OTEYECTBEHHBIX ¥ 3apyOeKHBIX MOHOKIIOHAJILHBIX AaHTUTEI -
MKA (HLA-I, HLA-1I class, CD7, CD45, CD9%, CDI15,
CD54, CD71) mpu pake Xeayoka W IONBITANUCE YCTAaHOBUTh
BO3MOXKHBIE KOPPEIIUUH ¢ KJIMHUISCKUM TeUueHHeM 3710Kade-
CTBEHHOT© mporecca. Hanbonee yeTkas 3aBUCUMOCTb 00HApY-
KeHa MEXKNY KIMHUKO-MOPQOIOrndecKUMU XapakTepUCTHKA-
mu 1 akcnpeccueit CD15 Ha xeTkax paka XemynKa.

Marepuass: u merons!. Viccnenosanue NpoBosuIoch y 72 GOMBHEIX PAKOM XKeMyi-
Ka 13 abaoMIHasHoro otaeneHus POHIL um. H. H. Broxuna PAMH. Myxuus 661~
510 44 (61,1%), xerumun — 28 (38,9%). Bospact BapbupoBai ot 22 o 75 jer (Memua-
Ha 59 yiet). Pacnpenenenue o cragusm Sruio cienyroumM: Ja — 3 (4,2%) naiwenra,
16 —7(9,7%), 11 — 13 (18,1%), Illa — 18 (25%), 1116 — 24 (33,3%), IV — 7 (9,7%).

OTcyTCTBHE METACTa30B B perHOHAPHEIX mumMboysnax (muxeke NO) ormeveHo y
23 (32%) nalyeHToB, Hai4ue opaxeHHnx auMdoyanos nepsoro nopsiaka (N1)
— v 18 (25%), MeTactassl B muMoysnax 2-ro yposHs (N2) — y 31 (43%). ¥V 6onp-
IIMHCTBA FIateHToB (68; 95, 8%) e 6bUI0 oTnANeHHBIX MeTactazos (MO). 3 (4,2%)
nanyenTa GhUIM ONEPUPOBAHBI C OTHANEeHMHBIMM MeTacrazamu (M1). Yuureisas
(DYHKLIO KIIETOK CAU3MCTOMN 0GOJIOUKM JKeTyAKa, MBI IIOTBITA/IMCH TAKXKe OGHapy-
XKUTh KOPPEILIIMIO MexXIy aKcnpeccuet CD15 U TOKanu3anuei OIyXolH B Xeyl-
xe. OmyXons pacronaranack B quctaisHol petu B 28 (38,9%) cayyasx , B cpemmeit
Tpety — B 25 (34,7%), B NpoxcHMansHo# tpeti — B 16 (22,2%). ToTanbHEI pak
XKelynka o6HapyxeH B 3 (4,2%) ciayyasx. Omyxofb ¢ SK30(HTHEM THIIOM POCTa
uHabmoranack B 7 (97%) cmyyasx ¥ ¢ SHEOQUTHEIM TAIOM — B 21 (29,2%). Cme-
[AHHBIA THIT pocTa Habmopanca y 44 (61,1%) mauuenros. Mopdonoruueckoe
CTPOEHHUE YAAIEHHBIX OIyXOJell: aneHoKapuuHoma — y 44 (66,1%), nepcrreBun-
HOKJNIeTOuHEIH pak — ¥ 20 (27,8%), HenuddepeHUIpoBaHHbIi pak — y 6 (8,3%),
[UIOCKOKIETOYHEIH pak — Y 2 (2,8%) nauuentoB. B 3 cyyadx meHeTpawus Omnyxo-
JIM OTMEYEHA B CLM3KMCTHIA 1 mopeanaucThii enoir (T'1), T2—Kpurepril yeTaHOBIEH
y 12 (16,7%) natmuenTos , T3 —y 49 (68%), T4 — v 8 (11,1%). Knerounas atunus
1 crenenu uMena Mecto B 1 (1,4%) cmydae, II crenenu — B 48 (66,7%),

In all the 4 countries the STn expression demonstrated a clear-
cut relationship with depth of invasion, stage, lymph node
involvement and poor prognosis. In countries with the high
incidence in which early cancer detection is more common
showed a lower overall occurtence of STn-positive tumors,

Biological meaning of sialyl-Lewis antigens is unclear. It is
supposed that sia-Lewis-a and sia-Lewis-x are ligands for
selectines (an adhesion molecule family). The latter activize
endothelial and platelet receptors. There are reports of the
sia-Lewis-a and sia-Lewis-x being responsible for tumor cell
adhesion to endothelium.

Thus, recent publications show a great interest of investiga-
tors to carbohydrate antigen expression in gastric cancer and
tumors of other sites in attempt to understand genetic, bio-
chemical, immunological implications of this phenomenon.

The purpose of this study was to analyze expression of a
broad panel of domestic and foreign monoclonal antibodies
(MAD) such as HLA-I, HLA-1I, CD7, CD45, CD9%6, CD15,
CD54, CD71 in gastric cancer and to establish its relation-
ship with disease clinical course. The most clear-cut relation-
ship was found between cancer clinical-morphological char-
acteristics and CD15 expression on gastric cancer cells.

Materials and Methods. The study was performed in 72 cases with gastric can-
cer managed at the Abdominal Department, N.N.Blokhin CRC, RAS. Case dis-
tribution by gander was 44 (61.1%) females and 28 (38.9%) males. Age varied
from 22 to 75 years, median 59 years. Case distribution by disease stage was as fol-
lows: Ia 3 (4.2%),1b 7 (9.7%), I1 13 (18.1%), I1la 18 (25%), Ilb 24 (33.3%), IV
7 (9.7%). Regional lymph node status: no metastases (N0) 23 (32%), first order
Iymph node involvement (N1) 18 (25%), second order (N2) node involvement 31
(43%). Most patients had no distant metastases (MO0). 3 (4.2%) patients had dis-
tant metastases (M1). Since different gastric mucosal cells have different func-
tions we attempted to find correlation between CDI15 expression and gastric
tumor location. The tumors were located in the distal third of the stomach in 28
(38.9%), in the mid third in 25 (34.7%) and in the proximal third in 16 (22.2%)
cases. 3 (4.2%) cases had total gastric cancer. Exophytic tumor growth was seen in
7 (9.7%), endophytic in 21 (29.2%) and mixed type in 44 (61.1%) cases. By mor-
phology the tumors were adenocarcinoma (44, 66.1%), signet-ring cell carcino-
ma (20, 27.8%), non-differentiated carcinoma (6, 8.3%), squamous-cell carcino-
ma (2, 2.8%). Tumor penetration into mucosa and submucosa (T1) was found in
3,T2in 12 (16.7%), T3 in 49 (68%), T4 in 8 (11.1%) cases. Cell atypia grade I was
encountered in 1 (1.4%), grade 11 in 48 (66.7%), grade XII in 23 (31.9%) cases.
Structural atypia grade I was seen in 1, grade II in 29 (40.3%), grade 111 in 42
(58.3%) cases. Degree of tumor cell infiltration was also included into morpho-
logical study: o infiltration was found in 1, B in 16 (22.2%), y in 55 (76.4%).

Fresh frozen sections were fixed in acetone at room temperature for 10
min. Further MAb staining was performed by standard technique. Percentage
of antigen-positive cells in tumor specimens was measured using a Labortux
microscope. The assay was performed using a Myl MAD standardized at the
4th International Symposium on Leukocytic Antibodies (Vienna, 1989). Weak
or moderate staining of tumor cells was detected. MAb CD15 (Lewis-x) recog-
nizes an epitope (X-hapten) 3-fucosyl-N-acetyllactosamine (3-FAL) that is
found on many tissues including mouse embryo tissues, human epithelial cells,
malignant cells of neural system, myeloid cells (neutrophils). The X-hapten
molecular weight varies from 130-140 to 200-220 kD. CD15 expression on
neutrophil surface is specific of various granulocyte characteristics. Functional
significance of the CD15 expression in gastric cancer is unknown.

Results and Discussion. There was a direct (though not signifi-
cant) relationship between X-hapten expression on tumor cells
and tumor histology: 15 £3.3% of CD15* cells in adenocarcino-
ma, 16+4% in signet-ring cell carcinoma, 20+5.8% in carcinoma
simplex (p=0.84). There was a slight difference in the expression
with respect to gender: 20 +4% in females and 14 +3% in males
(p=0.25). Difference in the CD15 expression with respect to clin-
ical (p==0.004) and subclinical (p=0.005) stage reached statistical
significance. Percentage of antigen-positive cells was increasing
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1II — B 23 (31,9%). CrpykrypHas arvnus I creneHu Habmoganachk B 1 ciyyae,
11 cremrenn B 29 (40,3%), 111 — B 42 (58,3%). B MOP(hONOrnyYecKue XapaKTepHCTH-
K MBI TAKKE BKIIOUWIW CTICICHB HH@PUILT[J&LIKH OIYXOQJIEBEIMKY KNETKAMAL
o — 1 mabmonenyve, p — 16 (22,2%), y — 55 (76,4%).

Caexe3aMOPOIKEHHBIE CPe3bl (DUKCHUPOBAJIH B alleTOHE IIPH KOMHATHOM TeMITe-
patype Ha 10 mun. Janpneiiinee okpammanue ¢ MKA npoBomiis rmo cTaHmapT-
HOM METOOUKE, Onpe,r(enmm TIPONEHTHOE CONEPXKaHME aHTHICHIIONIOXUTENbHBIX
XIIETOX B ONYXOJEBOM cpese ¢ oMOomipio MiKpockona «Laborluxs. Henomssosani
CTAHIAPTH30BAHHOE Ha 4-M MeXIyHapoIHOM CHMIO3UYME IO JIEHKOUMTAPHBIM
auturenam (BeHa, 1989) MKA Myl. OtMmeyaocs caboe 1 yYMEPEHHOe OKpaIlluBa-
HHE ¢ OmyxoieBsiMu xierkamu. MKA CDI15 (Lewis-x) pacno3HaloT 3IUTOI
(X-rarrren) 3-¢yxosmwi-N-anermwniaxro3aMuH (3-FAL), KOTODBL IPHCYTCTBYET HA
MHOTUX TKaHAX, BKIOYas1 3M6pnonam>Hy}o TKa8HE MBIIY, STMTCIRAILHBIC KIIETKA
YEIIOBCKA, 3MOKAYCCTBCHHBIE KICTKH HepBHOfI CHCTEMbI, MHMEIOHIOHBIE KISTKH
(ueitrpouer). MonekynapHas macca X-ranreHa sappupyer or 130—140 oo 200—
220 xJI. CDI5-sxcIpeccus Ha IOBEPXHOCTH HEATPOMIIIOB YKa3kIBAET Ha pasIy-
HbE XapaKTEPUCTUKU TPaHyIoIuToB. OYHKUMOHATEHOS 3HAYCHHE 3KCIPECCHU
CD15 Ha 310Ka4e CTBEHHNBIX SIUTEIINAGHBIX KIIETKAX IIPH PAKE XEIyaKa HesICHO.

Peayanrars: u oGcyxpenue. OTMeyeHa IpaMast (HO HeZoCTo-
BEpHAs)) 3aBMCHMOCTb MEXTY SKCIIpeccHeli X-ranTeHa Ha OIIy-
XOJIEBBIX KNIETKAX ¥ TUCTOJOTHYCCKUM YIIPOILEHUEM OIIYXOJIU:
15+3,3% CD15"-kneToK IpH ageHoKapiHoMe, 16+4% — npu
TIepCTHEBMAHOKIeTOUHOM paxe, 20+£5,8% — mpu carcinoma
simplex (p=0,84). YpoBeHb SKCIIPECCHH B 3aBUCUMOCTH OT IO~
714 OTIIMYAJICS HEe3HAUHUTENbHO: vV XeHiuH 201+4%, y MyXInH
1443% (p=0,25). JlocToBepHbIEe pa3Inyys OOHAPYXEHEL B 9KC-
rnpeccur CD15 mpu kimmauyeckux (p=0,004) , a Taxoke cyoxin-
Hmyeckux cramusix (p=0,005).

DU pasHIns 3aKTI0YAIIICEH B YBEJIMICHUH KOIUYECTRa AHTH-~
TeHIO3UTHBHBIX OIIYXOJIEBBIX KIETOK TIPU OITyXOJIEBOM IIporpec-
cim. Ipu Ia cramm ypoBers skcrpeccuy GbUT paBeH 6,713,3%,
16 — 5,7+3%, 11 — 10+4%, Illa — 10,6+4%, 1116 — 21,7+4,7%,
IV — 40 +11,5%. Ypopers CD15-sKcmpeccuy ITPY SHTOMUTHBIX
¥ 9K30hUTHEIX OIIYXOJIX OBDI IIPAKTHMYSCKN ONMHAKOBBIM!
12,9£6,9 1 10,542,8% coorsercrBeHHO, CD15"-peakums HesBa-
YHTEHHO HPEBAIAPOBANIA IIPH OITYXOJSIX CO CMEILaHHBIM THUTIOM
— 19,943,6% (p=0,22). He BHISABICHO Pa3miudii B CONEPKAHITI
AHTUTEHITOSUTHBHBIX KIETOK B 3aBUCHMOCTH OT JIOKATM3ALM
OITYXOJIH: JUCTAILHAsA TpeTh sKemyiaka — 17,5+3,9%, cpenusa
Tperh — 16,8+4%, npoxcrmanbsHas tpers —14,416,4%. Muru-
MaJbHbIE 3HAYEHYT OTMEUCHEI IPH OIYXOJIX ¢ TOTAILHBIM II0pa-
xerreM — 13 4+3 4 (p=0,96). Yeemugerue CD15-skcrpeccry B
3aBUCHMOCTH OT CTEICHI ICHETPALIMY OITYXONEBIO CTEHKY JKeITy/I-
ka (T-uHpekc) 6ot cnemyrorm: T1 — 6,6+3,4%, T2 — 101+3,9%,
T3 — 17,843,1%, T4 — 21,349,5% (p=0,5). Hactora obHapyxe-
HMS METACTA30B B PerMOHapHEe TUMDOY3IHI JOCTOBEPHO KOPpe-
maposayia (p=0,006) ¢ mpomoprueil X-ranTena Ha OIyXOJIEBBIX
kerkax: NO — 6,5+2,3%, N1 — 15,1£3,7%, N2 — 24,5+4,6%.
Vposup skenpeccumy Ipy xietodHoi atwmmm Il cremenu —
17,7+3,2% u X1 crenerm — 14,313,7% we pazmuuamice (p=0,54).
Tpu crpykrypHOit arvirm I crereru — 18,9+£4%, 111 crerreny —
1542,9% (p=0,54). Npu B-undrwisrparnm — 16,3£5,5%, y—un-
dbunsrpauuy — 16,7+2,8% (p=0,9). Pazmep omyxom1 He Koppe-
MpOBAJl C SKCOpeccuelf X-ramTeHa Ha paKOBRIX KIIETKax
(p=0,66). CD15-sKcrpeccusi JOCTOBEPHO TIPeBAIMpPOBANA IIPU
OILYXOJISIX ¢ OTHAICHHBIMII METACTAZAMU B CPDaBHEHIN C OCHOBHOH
rpyrmoit: 5319 u 1532% coorsercrBerto (p=0,001).

ITpoBeneHHbIE HaMH UCCIIEIOBAHIA YCTAHOBIIN TIPSMYIO KOpP-
PEJISITIIO MEXTTY YaCTOTOM BBISIBIEHUS! X-TalITeHa Ha KIeTKaX pa-
Ka XENYIKA, CTANUEH, METACTa3aMU B PETHOHApHBIE TMMGOY3IIBL,
OTHANeHHBIMI MeTacTa3aMM. YKa3aHHas 3aBHCHMOCTE IIPEICTaB-
Jlena ypeauaeHueM nponoprmu CD15 -xmetok B omyxomu IIpH
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with disease progression, cf. 1a 6.7+3.3%, 16 5.7 3%, 11 10 4%,
IMa 10.6£4%, 111b 21.7+4.7%, TV 40 £11.5%. The CD15 expres-
sion was similar in endophytic and exophytic tumors
(12.9 £6.9% vs 10.5 £2.8%, respectively), and CD15* cells slight-
ly predominated in the mixed type 19.913.6% (p=0.22). There
were no statistically significant differences in. percentage of anti-
gen-positive cells with respect to tumor location, cf. distal third
17.5+3.9%, 16.8+4% mid third, 14.41£6.4% proximal third.
Minimal expression was detected in the total involvement of the
stomach 13.4 3.4 (p=0.96). The CD15 expression with respect
to depth of tumor invasion (T) was as follows: T1 6.6 £3.4%, T2
10+£3.9%, T3 17.8+3.1%, T4 21.3+9.5% (p=0.5). Regional
lymph node involvement demonstrated a significant relationship

=0.006) with X-hapten concentration on tumor cells, ¢f. N0 6.5
£2.3%, N1 15+3.7%, N2 24.5+4.6%. The antigen expression was
practically the same in tumors with grade II (17.7£3.2%) and
grade IIT (14.3+3.7%) (p=0.54). Proportion of antigen-positive
cellswas 18.9 4% in grade I and 15 £2.9% in grade I11 structural
atypia (p=0.54). CD15 positivity was encountered in 16.3 £5.5%
of cells in -infiltration and 16.7£2.8% in y-infiltration (p=0.9).
The CD15 expression showed a significant predominance in cases
with distant metastases as compared to metastasis-free cases (53
+19% vs 15 2%, p=0.001).

In summary, we established a direct relationship between fre-
quency of X-hapten expression on gastric cancer cells and disease
stage, regional lymph node involvement, distant metastasis: pro-
portion of CD15* cells increased with disease progression. There
was no significant relationship between the antigen expression
and tumor size, location, histology, patient’s gender, depth of
tumor penetration into gastric wall, degree of structural and cel-
lular atypia. Our findings as a whole confirm the necessity to
study X-hapten expression on gastric cancer cells as a potential
independent test of tumor biological activity. Analysis of survival
of patients with different CD15 expression on tumor cell mem-
branes is needed to evaluate prognostic significance of this test.

TIpOTpeccHpOBaHUN 3a00IeBaHs. PasMeph] OIIyXOJH, JTOKAII -
3aLYs], TUCTONOTMYeCKIIA THIL, IIOJL, CTeIIEHb IIeHeTPalliy OITy-
XONBIO CTEHKH XENMyoKa, YPOBHU CTPYKTYPHOU W KITETOUHON
ATHUIIAY He SBISUIMCH 3HAYMMBIME IIPY OLECHKE DKCIIPECCHU
MMETOMOHOLIUTAPHOTO aHTHIeHa, Pe3yIsTaThl HalllX Hccie-
IOBAHUI B UEIOM OTPAKAIOT CYIICCTBYIOIIYIO TOUKY 3DSHVIS
3apyOEKHEIX YISHBIX O HeOOXOTMMOCTH M3yJeHI X-TallTeHa
Ha KJIeTKAX paka KeJiyIKa Kak O BOSMOXKHOM HE3aBHUCHMOM IO~
Kazarejie OHOMOTITYECKOI aKTHBHOCTH orryxony. [ oleHKn
TIPOTHOCTHYECKOI 3HAYMMOCTH HEOOXOMM aHaIN3 BEDKUBAe-
MocTH GOJNBHBIX C pasHBIM ypoBHeM 2KcIpeccrt CD15 Ha
MeMOpaHe OITyXONEBhIX KIESTOK.
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