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LHUTOILIABSMATHYECKHUE PELIEIITOPBI
CTEPOM/HBIX 'OPMOHOB B ONYXOJISX
ITMINEBOJA

HHH knunuyeckoii onxonozuu

Pax numeBoga He cUMTAETCs TOPMOHO3ABHCHMBIM HO-
BOOOpa30BaHMEM, OJHAKO HEKOTOPBIE KIMHHKO-3IHMACMH-
OJIOTUYECKHE M IKCIEPUMEHTANbHBIC JaHHBIE YKa3bIBAIOT
Ha TO, YTO CTEPOMIAHELIE TOPMOHBI HTPAIOT ONpPENENICHHYIO
ponb B nartorenese sroro 3alonesaHus [3]. Jna takux
MIPENNONOXKEHUH TeM 0oJice €CTh OCHOBAHHA, MOCKOJBKY
B JKCIYAKC W KHINEYHHKE OOHApyXCHBI PELENTOpBI CTe-
POMAOB, U B HACTOALIEC BPEMA OTH OPraHbl CUHTAIOTCA
OpraHaMU-MHUICHAMH I CTEPOMAHBIX TOPMOHOB [3, 6,
13]. B cBaA3M ¢ 3TUM NpH MOMCKE HOBBIX HETPAAMIIMOHHBIX
NyTel JIeYeHNA paka MUIIEBOJA NPEACTABIAETCS LENeco-
00pa3HbIM OLIEHHTH €r0 BO3MOXHYIO YyBCTBHTEIBLHOCTB K
CTEpPOMIHBIM TOPMOHAM, YTO MOXET UMeTb HE TOJBKO TEO-
PETHYECKOE, HO M MpPaKTHYECKOE 3HAYEHHE.

B pa6ote npezcTaBneHbl pesynbTaTel ONpeAeeHUs LH-
TONTa3sMaTHYECKUX PELENTOPOB HYETBIPEX TPYI CTCPOUIOB
(3CTPOTrEHOB, IMIOKOKOPTHKOUIOB, NPOTECTHHOB M aHIpPO-
I'CHOB) B OMYyXONAX IMHILEBOJAA M PACCMaTPUBAETCA CBS3b
MOJIyYEHHBIX HOAaHHBIX € MOP(OJOrHYECKHMH OCOOEHHOC-
TAMH HOBOOOpa3oOBaHHI,

Marepuannl 4 mMeToabl. OGcnenoBanu 88 GOMbHLIX PAKOM IHUICBOAA
(66 myxuun u 22 xeHlmHb) B BospacTe 30—75 ner, He noayuasinux
NPENONEPALMOHHOTO JIEUEHHUS.

PeuenTopsi cTepouHBIX rOPMOHOB B OMYXOJIAX MOC/E ONEPANHOHHOTO
YAAICHNS ONpPENENAIy PanHoIUraHaHbIM MeTodoM. CBs3aHHbI U CBO-
Gozublii cTeponssl (IpH OMpENENEHUH PEUENTOPOB 3CTPOreHOB — PO,
nporectuioB — PIT n rmokokopTikounos — PI') paspensnu ¢ ucnolnib-
30BaHMEM AKTMBMPOBAHHOrO YIS, MOKPLITOro JekcTpaHoM [6, 10]. Pe-
uenTopst aHaporeHoe (PA) onpenensnv ONMCaHHBIM paHee METONOM C
MCMONB30BAHMEM NMPOTaMHUHAa cyinbdarta [2].

Onyxonu cHMTAamn PelenTOPIIONOKUTENBHBIMU TIPH CONEPKAHUM CBS-
3blBaOlMX MecT cBbiuic 10 ¢pmons Ha 1 Mr obwero 6enka uuToszons.
KoHuentpauunio obmero 6enixa onpenensnu no merony Jloypu. Cpeauee
COnepXaHHe PeLeNnTOpOB B OMYXONAX PAacCUYMTHLIBAIM TONILKO /A petien-
TOPMONOXHUTENbHBIX 06pa3loB.

Mopdosnoruyeckas oueHka crpoeHus onyxoneit NPOBOANNACKH B OT/ENE
naronorudeckoii anatomnn OHLl PAMH (pykosoautens — npod.
H. H. TleTtpoBuueB) 1Mo CTaHRapTHBIM KPUTEPHAM,

HocrosepHocTs pasnnuuii oueHMBanM no kputepusM CTIONEHTA M
¢ u cuuTamm nocrosepHbiMH npy p < 0,05.

PesyabTaTbl. OOLIMe JanHBIE COOEPXKAHUA W pacnpe-
JeNeHHsS TpeX BUIOB DPELUENTOPOB B ONMYXONAX IMHIIEBONA
B 3aBHCHMOCTH OT noyia OonmbHBIX (O€3 ydera Bo3pacra)
npencrasieHsl B Tabn. 1. Kak BuaHO, yaiie Bcero cpemu
ONYyXONMeH Kak Yy MYXYHH, TaK M Y KCHIUMH BCTpEYaauch
HOBOOOpasoBanua, comepxaime PI: 53 n 40% cooTser-
CTBEHHO. Y XCHIIMH B OMYXONAX 4alle ONpeaenanucs PO:
32% 6onbHbIX ¢ PO* cpenu xeHmmH NpoTus 22% y MYKUHH.
HYacrora PIT*-onyxomeii Mano oriMyanace ANS MyXHYHH
U xeHnH (cM. Tadn. 1). Cnenyer otmeTuTs, uto PA 6biH
OOHApYXEHBI TOJBKO B ABYX OIYXOJIAX MHIIEBOAA y MYk-
4YHH; cofiepxaHue X coctaBuno 12 u 19 ¢pmons/Mr obuiero
Oenka HMTO30TBbHON (pakiyuK (HaHHBIE B Tabn. 1 He BKITIO-
yeHsl). Kpome Toro, cpefHee cofepxkaHue Bcex BHIOB pe-
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Esophageal cancer does not belong to hormone-
dependent lesions, however there is clinical, epidemiologi-
cal and experimental evidence that steroid hormones
play a certain part in esophageal cancer pathogenesis
[3]. This seems reasonable since steroid receptors are
found in the stomach and intestine, and these organs
are presently considered target sites for steroid hormones
[3, 6, 13]. Evaluation of esophageal cancer sensitivity
to steroid hormones is therefore of both theoretical and
practical importance in search for novel approaches to
the treatment.

This paper presents determination of cytoplasmic
receptors of four steroid groups (estrogens, glucocor-
ticosteroids, progestins and androgens) in esophageal
tumors and considers relation of these findings to the
lesion morphological characteristics.

Materials and Methods. Eighty eight esophageal cancer patients
(66 males and 22 females) at the age of 30 to 75 years receiving
no preoperative treatment were entered into this study.

Steroid hormone receptors were determined in tumor surgical
specimens by radioligand assay. Bound and free steroids (estrogen
receptors - ER, progestin receptors - PR, and glucocorticoid recep-
tors - GR) were separated using dextran-coated charcoal [6,10). An-
drogen receptors (AR) were determined using protamine sulphate as
described elsewhere [2].

Tumors were considered receptor-positive if content of binding
sites was more than 10 fmol per mg cytosol total protein. Total
protein concentration was measured according to Lowry. Mean
receptor content was calculated for receptor-positive tumor speci-
mens only.

Morphological study of tumors was performed by standard tech-
niques at the Pathological Anatomy Department of the CRC RAMS
(headed by Professor N.N.Petrovichev).

Statistical analysis of differences was carried out using Student’s
and chi square tests, the differences being statistically significant
at p <0.05.

Results. Table 1 presents general data on the presence
and distribution of three receptor types in esophageal
tumors with respect to patients’ sex (patients’ age not
considered). As seen GR-positive tumors were most com-
mon both in males and females (53 and 40%, respec-
tively). ER were encountered in females more frequently
than in males (32 vs 22%). While the rates of PR+
tumors were similar (see table 1). AR were detected
in two esophageal tumors in males; the receptor contents
were 12 and 19 fmol per mg cytosol total protein (not
shown in table 1). Besides, mean content of all receptors
in esophageal tumors from patients of both sexes was
rather low, especially as concerns PR in females which
was practically approaching the limit of receptor po-
sitivity [6].




Clinical Investigations

UENTOPOB B OMNyXONIsAX NuIlicBOoga OONBHBIX oboero mona Ta6bnuuya 1 Table 1

OBUIO OTHOCHTENBHO HHM3KHM, ocobeHHo conmepxkanue PIT PacnpeneneHne peuLenTopoB CTepOUAHLIX FOPMOHOB

y JKEHIIMH — (AKTHUYSCKM Ha TI'PaHNLE ONpeaenseMbiX Be- B ONyXonAX NUwWesofa B 3aBUCUMOCTM OT coAepXaHuA

JIMYWH, KOTOPbIE CUUTAIOTCA PELENTOPIONOKHUTENBHBIME [6]. ’[’)?:t:i'gﬁf:: o"; :;’:; dsot?obr':::r(\e receptors in esophageal
JlaHHBIE 110 ONpeIeneHnIo PeUeNTOPOB CTEPOHIOB TPEX tumors with respect to patients’ sex

BHUOB B ONYXOJIAX MHUILCBOAA MYXYHH M XKEHUIMH B 3a-

BHCHMOCTH OT BO3pacTa GOJIBHBIX MpEICTaBIeHbl B Ta0M. 2. Mon PeuenTopbl CTEPOMAOB B OMXOMSX, HMCNO ONyXonei

Kaxk cpeny My>X4HH, TaK U CPEIHU XEHIIHH MOKHO BBIJETHTE GonbHeix R } N ] R

rpynny GoneHbix B Bo3pacte 50—59 ner. B 3to# BO3- P Pr Po po Pr P

pacTHO# TpyMIe 4Yamle BCCTO BCTPeYanwch TPH BHIA pe-

uentopoB (cM. Tabnm. 2). Ilpu 3TOM 4acToTa BHIABICHUA

PI' 6bima BeIle Y MYXYHH, HO PO BeIABIANMCHL 4alle B my;'(;g;'b' 31 135(53)| 39 |15(22)) 35 110(19)

OMYXONAX Y XeHIIUH (cM. Tabn. 2). Heckonbko oTnMYanoch Males

pacnpejielieHHe YacTOThl BBIABIEHHSA PELENTOPOB B OIMy- {n =66)

XOJAX MULIEBOAA JUIA BO3PACTHOMH rpynmbt 60MbHBIX 60—69 KeHuyHbI 13 | 9@y | 14 |7(32) | 10 |48

ner. XoTd B JaHHOUW rpynme OOJBHBIX Takxe OoJble npo- (n=22)

IeHT OONMBHEIX MYXuuH ¢ PI' B onyxoiax, ogHako 3TOT Females

MpOIIEHT HMXe, YeM B BO3PACTHOH rpymnme myx4un 50—59 (n=22)

ner. B rpynme myuuH B Bo3pacTe 60—69 neT ObIn BBIIE Bcero... 44 |44(50)| 53 [22(25)| 45 |14(16)

MPONEHT GONMBEHBIX ¢ PD* B omyxonsax, 4eM B BO3PACTHOl Total...

rpynne 50—59 ner (cm. TabGn. 2); npu 3TOM JaHHas Be-

JIMYMHA CTATUCTHYECKH HE OTIMYaeTcd OT BeNMYuHBl PO R

B OMyXOJIAX JKEHIMH TOii ke BO3PAcTHoi rpynmel. Bmecte Pationts’ sex Lo | SRt | ER ER" | PR | PR

¢ TeM cHIKeH npoueHT PIT*-onmyxosnei nuieBoaa y MyXK4YHH Steroid receptors in tumors, No. of tumors

BO3pacTHOl rpynmsl 60—69 ner. CrenosarenbHO, JaHHbBIE
Tabn. 2 MO3BONAIOT MPEATIONOKUTb, YTO HMMEETCS Onpe- Mpumeyanue. 3aeck WU 8 Tabn. 2, 3 PeLENTOPONOKUTENBHEIMU CUV-
JIeTICHHAS CBA3b MEXIY JacToOTOM 06Hapy)KeHI/lﬂ peuenrto- Tanu onyxonu C cofepxaHuem peuentopa kxaxaoro suaa Gonbwe 10
POB CTEPOMIHBIX FTOPMOHOB TPEX BHIOB (PF, P> u PIT — ?;hg(:ﬂ:/lm;”:gyero Genka uutoszons; B cKkobkax yKazaHO NPOUEHTHOE
B MeHbUIEH CTENEeHH) W BO3pacTOM OGONBHBIX paKkoM MH- Note. Here and in tables 2 and 3 tumors were considered receptor-positive
111eBOJA. 3-1.0’ BEpOATHO, HE CBA3aHO C IMOJTIOM GOHBHBIX, 3a if contained more than 10 fmol per mg cytosol total protein of each
HCKIIOYEHHEM, OBITH MOXeT, JaHHbIX jns PO.

B tab6m. 3 NpeaCTaBJICHBl JAHHBIC 11O B3aHMOCBA3HN Hac-

TOTBI BBIABJICHUSA W CPCAHHUX ypOBHCﬁ PELCNTOPOB CTEPO-

HWIOHBIX TOPMOHOB C HEKOTOPBIMH MNPOTHOCTHYCCKH BaX- Tabnuya 2 Table 2
HBIMH ~ MOPGOIOTHYECKMMH  XapaKTEPHCTHKAMHM  paka PacnpegeneHue peLenTOPNONOXMUTENbLHbLIX ONyXOneH
MULIEBOAA, TAKUMH, KaK MPOTSHKEHHOCTH ONMyXOJIH MO TH- NnuweBosa B 3aBUCMMOCTM OT Bo3pacTa 60NbHbIX

EBOMTY, ITyOMHA UHBA3WH B OKPYXKAIOIIHE OMYyXO0Nb TKAHH, Distribution of receptor-positive esophageal tumors

with ients’
HAJMYHE METACTa30B B IMM(OY3Iax, MHBA3HA COCYI0B, CTe- respect to patients’ age

neHb 3JI0KaYeCTBEHHOCTH OonyxXonH. PA He BKIIOYeHBI B Boa. Vs i pre pa* P
JAHHYIO TaOJIVLY B CBA3H C KpaiiHe PeIKHM HX BBIABIICHHEM. pacr,

ITo pmanHBIM Tabyn. 3 MOXKET OBITh OTMEYEHA YETKO BEI- oAbl | Mysk- | OKeH- [ MYK- | KeH- | My#- | KeH- | MyK- | XeH-
paxkeHHas TEHIEHIIMS K BO3PACTAHMIO 4YacTOTHI OOHapy- SVHBL | WWAHBL | WAHBL | LWAHGE | SAHBE | LUAHBY | SARBT | daunel
keHus PO ¢ yBenmMYeHHEM TaKoro NOKa3aTensd, Kak Npo-

TSKEHHOCTh OMYXOJIH [0 MHUIICBOAY, YTO HE OOHapyXKeHO

I Ipyrux BuaoB peuentopos. PIT mocroBepHo wamne o6- >40 B 4 B (921) - (921) B -
HApYXHBaNuCh B 0OJiee WHBA3WUBHBIX OMYXONSAX, COOTBET- ' '

ctBylomx T4, yeM B ONyXonsx CO CTENEHBIO WHBAa3HH 40—49 | 8 1 4 - 3 - 2 -
T3 (35 u 13% coorBeTcTBeHHO; cM. Tadn. 3). Jus PO u (6.3) @7 3.1

PI' He oOHapyXeHO 3aBUCUMOCTH MEX/IY MX COAEp>KaHHEM 50—59 [ 29 1 16 4 4 3 6 2
B OMYXOJHM U TNyOWHOH ee MHBa3HMM, OJHAKO COIEPKaHHUE (25,0) [(18,2)| (6.3) [(13,6)| (9.4) | (9,1)
PI' 6bUTO0 JIOCTOBEPHO BBILIE B OMYXONAX CO CTENEHBIO 60—69 | 22 5 1 2 7 2

unBazun T4. B To xe Bpems PO u PI' mocroBepHo 4amie (17,1)| (9.1) |(10,9)| (3.1} | 3,1) | (8.1)
NPUCYTCTBOBAaNH B omyxoiax Il cTemeHM 3mOKavecTBEH- <69 5 5 2 1 - - _ _
HOCTH Mo cpaBHeHHio ¢ omnyxonsmu lII crenenm 3noka- (3,1) | (4.5)

YECTREHHOCTH M B OMYXOMNAX, HE MHBa3UPYIOLIMX KpOBe- Boero | 64 | 26 | 33 9 14 7 10 4
HOCHBIE M JIMM(ATHYECKUE COCY[IBl, MO CpPaBHEHHIO C Total

WMHBA3UPYIOIMMH HOBOOOpa30BaHWAMHM numesona. Hu nns

OTHOTO BHJA pEenTOpoB He OOHapykeHO XOCTOBEPHOH

KOPPENALMH MEKMY HacTOTOH oGHapyXeHHS M MX COMEp- y mates | fema- | ool fema | femar || fema-
XaHWeM B TIEPBHYHOMN OMYXOJHM € MopakeHWeM Iumoys- of age les les les les
mos. Bmecte ¢ Tem mna PIT coxpansercs oOHapyskeHHas of them GR* ER* PR
npd aHanuse APYrMX MOpQONOTHYECKUX MPU3HAKOB TCH-
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Table 3

Ta6nuya 3

3aBUCUMOCTb 4acCTOThbl BbISIBIEHUA MU CoAepXaHUR peuenTOpOB CTEPOMAHLIX FOPMOHOB OT MOP(ONOrMYecKUX XapaKkTepucTuk

paka nuuieBona

Steroid hormone receptor detection rate and content with respect to esophageal cancer morphological characteristics

PeuenTtopbl cTepongHLIX rOpMOHOB
Mopdonornyeckan xapaktepuctuka P3* Pr+ Pr+
% Mtm % Mim % M+m

MpoTaxerHocTs onyxonu / Tumor length:

<3 em (n=3)/<3 cm (n=23) 0 - 33 11,9 33 62

3—5 cm (n=22)/3-5 cm (n=22) 18 17,357 9 151+24 50 40,279

>5 cm (n=32)/>5 cm (n=32) 34 20,1+£34 25 259+6,7 25 39,8+8,1
nybuna unBasum / Invasion depth:

T3 (n=40) 25 19,6+35 13 26,9+9,9 50 36,058

T4 (n=17) 29 18,8 15,5 35 19,2+ 5,0 59 60,3+16,4
Mopaxenue numdoysnos
Lymph node involvement:

N~ {n=16) 19 185+55 13 13718 63 40,1+ 14,2

N* (n=41) 27 197435 22 247 +6,1 49 39,5+59
WHBasua cocynos / Vessel invasion:

orcyrcreyet (n=8)/no (n=8) 50 21,3+8/1 25 142+3,3 75 36,7147

umeetcs (n = 49)/yes (n =49) 22 18,7429 18 24,6 +6,1 49 459+ 8,5
CreneHb 3noka4ecTBEHHOCTU
Malignancy grade:

Il (n=16) 54 25,5%5,3 23 11,8105 46 31,0+0,5

Il (n=41) 19 13,9+0,8 19 26,8+6,5 9 26,8+6,5

OeHUMA K OONpLICH 4YacTOTe MX BBIABICHHA B OMYXONAX
¢ 6nMaronpuATHBIMH MPOTHOCTHYECKAMH TNpH3HakamMu: PI°
obHapyxeHsl B 63% omyxolei, He UMEIOLIMX METACTA30B
B muMpoy3nsl, 1 B 49% onyxoneil ¢ MeTacTasaMH B HHX.
AHAJIM3 B3aMMOCBA3M COJICPXAHHUSA DPEUENTOPOB CTEPO-
UAHBIX TOPMOHOB € MOPGOTOTHYECKMMH OCOBEHHOCTAMU
paka NMUUIEBOAA HE MO3BOJACT CAENaTh OJHO3HAYHBIX BbI-
BOIOB. TeM He MeHee MOXHO NPEATONOKNUTE, yTo PI™ yatue
BCTPEUAIOTCA B OINYXOJAX, KOTOPHIC XapaxkTepH3yloTcs Ona-
TONPHUATHBIMH TIPOTHOCTHYECKUMH TTPU3HAKaMH (cM. Tabn. 3).
Odcyxaenne. B HacTos1ce BpeMst 9€TKO NOKA3aHoO, 9TO
KITIOYEBBIM 3TANOM (PU3HONIOTHUECKOTO JICHCTBHA CTEpO-
MTHOTO TOPMOHA Ha KJIETKY SBJSETCA €ro CBA3BIBAHME CO
cnienuduueckuM OGenmkoM-petientopoM. Ecin B kieTke oT-
CYTCTBYIOT DPELENTOpPBl, TOPMOH He crnocobeH BO3JeHcT-
BOBaTb Ha 3Ty KIeTKY [1, 4, 5]. CnenoBatensHo, peuenTtop
ABJIAETCA HEOOXOAMMBIM TepH(EPUIECKUM 3BEHOM 3HJIO-
KPHHHOH (DYHKLHH, 00eCHEUMBAIOIMM BO3MOXHOCTb, MH-
TEHCHBHOCTh NpPHEMA, TMPOBEICHNA M pealn3alud ropMo-
HaJIbHBIX curHamoB [7, 8, 11]. Bce Bblmecka3aHHOe
TIPENoNaraeT OAHO3HAYHbIH BBIBOJ U HOPMAJIbHOI KIieT-
KH: HET PELENTOpPA rOpMOHA — HET ACHCTBHUA €ro Ha KIIETKY,
T.€. KJIETKa, B KOTOPOH OTCYTCTBYET PELENTOP K JAAHHOMY
ropMoHy-3(dekTopy, He GyIeT «OTBEYATH» Ha BO3AEIHCTBHE
3TOTO FOPMOHA MITN €0 aHanoros [1, 4, 14]. 3T nonoxenus
W ONPEACNNIIH MOHATHE TKAHU-MULIEHU (KIICTKH-MULIEHN),
T7i¢ TOJKHBI OBITH PELENTOPBl K TOPMOHY, U KOTOPOTO
JaHHas KjeTKa (TKaHb) SABIACTCA MHINEHBIO.
Mo Mepe HakorIeHUs GAaKTOB 0OHAPYXUITOCH, OHAKO,
4YTO PEUENTOPBI K Pa3lMYHBIM TOPMOHAaM, B TOM YMCIIE
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Table 2 summarizes determinations of receptors of
three steroid types in esophageal tumors from male and
female patients with respect to age. A group of male
and female patients aged 50 to 59 may be singled out
in which three receptor types were most frequent (see
table 2). GR was found more frequently in males while
ER in females (see table 2). Age group 60-69 years
demonstrated a different distribution of steroid receptors
in esophageal tumors. Percentage of GR-positive tumors
was increased in this group though remained lower as
compared with the 50-59-year old males. The rate of
ER+ tumors was higher in the male age group 60-69
years as compared to the 50-59-year group (see table 2)
and practically similar to the ER frequency in women
of the same age. PR-positive esophageal tumors in
males aged 60-69 years was decreased. So, data from
table 2 suggest that there is a correlation between
frequency of detection of three steroid receptor types
(GR, ER and to a less degree PR) and esophageal
cancer patients’ age, and hardly any association of
the steroid receptor presence and the patients’ sex,
except probably ER.

Table 3 demonstrates relation of frequency and mean
levels of steroid hormone receptors to some prognos-
tically significant morphological characteristics of
esophageal cancer, such as tumor length along esophagus,
depth of tumor invasion in adjacent tissues, lymph node
involvement, vessel invasion, grade of tumor malignancy.
AR was not considered in the table due to its low
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U K CTEpOMAHBIM, OOHAPYXMBAIOTCA HE TONBKO B «TH-
MUYHBIX» TKaHAX-MHUIeHAX. TlocienHee B 3HAYUTETBHOMH
CTEMEHH OTHOCUTCA K PeLienTopaM CTEPOHIHBIX TOPMOHOB,
UCCIIEIOBAHNA 110 KOTOPBIM TNPOBOIUIIMCh U TMPOBOAATCA
Haubonee uATeHCHBHO. OOHApPYXEHHUE PELENTOPOB CTEPO-
WOHBIX TOPMOHOB B «HETHIMYHBIX» KIIETKAX, HE SBJIAIO-
IUXCA MHIIEHAMH JUIS JTaHHOTO FOPMOHA, MO3BOJMIIO BBI-
JBHHYTH KOHLEMUHIO, YTO HaNW4YHe LIUTOMIA3MaTHYECKOTO
peuentopa SBAAETCS HCOOXOAMMBIM, HO HEIOCTATOYHBIM
(axTOM JI OTBeTa KIIETKM Ha BO3ACHCTBHE 3(ddekTopa-
crepouna [1, 7, 11, 14]. DTo cipaBeINBO, BEPOATHO, TOJb-
KO U TNATOJIOTHYeckoro cocrosuus kmerxu [7, 11], Tak
KaK B KHOpPMAaJIbHBIX» KJIETKAaX HaJIM4YKe pelenTopa Beerna
NpeanoaraeT BOSHUKHOBEHHE OTBETA Ha BO3ZeHcTBUE I-
(exropa-cTeponaa.

B To ke BpeMs Ciaydaw, KOTJia B OINyXolW oOHapy-
KHBAIOTCA [UTOMIA3MATHYECKUE PELENTOPbl CTEPOMIHBIX
TOPMOHOB, JOJDKHBI, Ha HAIl B3IJIAX, NPHBICKATH Jlaxke
Gonblee BHUMaHKEe KIMHAIMCTOB, YeM nX oTcyTcTBHe. Ha-
JIMYME pelenTopa K JaHHOMY TOPMOHY YK€ MpeArnoaraer
CBA3BIBAHWE ITOTO TOpMOHa B kjerke. OgHAKO BCe AENO
B TOM, KaK OyIOeT «OTBeYaTh» 3Ta KIETKA Ha BO3JEHCTBHUE
s¢pexTopa. [1o HalleMy MHEHHIO, HE CIIy4aiiHO B OMYyXONMH
MUILEBOAA B TOJOBHHE crlydaeB obOHapyxeHol PI'. Tmro-
KOKOPTHKOMIIBl OKa3bIBAIOT rIIy0OKOe BIUSHWE HAa MHOIHE
MeTaboINYECKHE NPOoLecchl B KIIETKaX, a MMEHHO: obliee
JeiicTBMe Ha cuHTe3 Genka, CKOpocTh KaTabonM3Ma amu-
HOKHCIIOT ¥ Ap. [5, 8, 12]. OcobennocTh 3Ta CoOXpangeTcs,
BEPOSATHO, U NMPH MATOJOTMYECKHX COCTOSHMAX KJIETKH, B
YacTHOCTH B onyxomnu. [To HalleMy MHEHMIO, HMEHHO 3TUM
MOXHO OOBACHUTDL 3HAYMTENBHBIA MPOLIEHT ONMyXoJeH MH-
mesoga, cogepxaimux P, y GomeHbIX B Bozpacre 50—59
neT (cM. Tabn. 2). BnomHe BeposiTHO, NAaTOJIOTHYECKHE TIPO-
LeCChl B OMYXOJIEBBIX KIIETKaX OKa3bIBAlOT Oolblliee BIIM-
gHYEe MMEHHO Ha 3Ty BO3PACTHYIO KaTETOPHIO OONBHBIX,
KOTJa B 3HAYMTEIBHOW CTENEHH HAYMHAIOT HapyllaThes
perylIsTOpHBIC Mpoliecckl B opranusMe. Henb3s MCKITIOYNTD
TAaKXe poJib MOJIOBBIX CTEPOHMIAOB B ITOM BO3pAcCTe, TaK
KaX WM3BECTHO, YTO MOJIOBBIE CTCPOMABI MOTYT OBITH aH-
TATOHHUCTAMU JEHCTBHA TIIOKOKOpPTHKOUAOB [4, 9]. C BO3-
PACTHBIMH HM3MEHEHWSIMM B JHAOKPUHHOI CHCTEME, BEpO-
ATHO, TaKXe¢ MOTryT OBITh CBA3aHBl CNy4yaH IOCTaTOYHO
BBICOKOTO TIPOLICHTa OOHApYyKeHHs B ONyXOJAX MUUIEBOJAA
P3O y xenumH B Bo3pacTHoit rpynme 50—59 nmer u no-
BBLIIIEHHA TIpoleHTa oOHapyxkeHusa PO y MyXuuH ¢ BO3-
pactoM (cM. TaGn. 2). Bo3MOXHO, ¢ 3THM CBfi3aH OTHO-
CUTENIBHO BBICOXHI MpolEeHT oOHapyxenus PIT B omyxonsax
MUIIEBOAA MYXUYHUH M JKEHIIWH 3TOH BO3pacTHOH I'pyMmel
(cm. Tabn. 2). O6pawmaer Ha ceb6s BHUMaHHE W TOT (axT,
YTO Y MYXYHH B OMYXOJISAX MHUILEBOJA C BO3PACTOM BBILIE
comepxanne PI1, HO y JKCHIIMH BbIlIE cofepkanne PO
(cM. Tabm. 2). Bece 370 MOXeT ObITb HOCTATOYHO BECKHUM
OCHOBaHHEM JUIS TMPEIONOXKEHHUS, YTO CTEPOWIHBIE TOp-
MOHBI, BEPOATHO, UIPAIOT OIpE/eNIeHHYI0 polb B OHOXH-
MHYECKHX MpPOIIECcax KIIETOK OMYXONH ITHIIECBOJA.

AHau3 B3aMMOCBA3U COAEPKAaHUA PELENTOPOB CTEPO-
WIHBIX TOPMOHOB X MOPHOTIOTHYECKHX OCOOEHHOCTEH paKka
MHIIEBO/IA MOKA ¢lle, Ha Halll B3MJIA/, HE MO3BONIAET CAeaTh
OJIHO3HAYHBIC BBIBOABI. TeM He MeHee MOXKHO AyMATh, UTO
PI' yamie BCTpeyaloTCS B OMYXONMAX ¢ OJIaronpuATHBEIMH
MPOTHOCTHYECKMMH Mpu3HakaMmu (cM. Tabi. 3). Tlocnennee
BMecTe ¢ JaHHBIMH MO comepkaHuio PI° B onyxonax nu-

frequency. Table 3 demonstrates a clear-cut tendency
to rise in ER rate with increase in tumor length and
no such tendency for other receptor types. PR was
significantly more frequent in tumors with greater degree
of invasion (T4) than in T3 lesions (35 and 13%, re-
spectively; see table 3). There was no correlation between
tumor ER/GR content and degree of invasion, though
GR concentration was significantly greater in T4 lesions.
While ER and GR were more frequent in tumors with
grade II malignancy as compared to grade III ones,
and in tumors non-invading blood and lymph vessels
as compared to invasive esophageal lesions, the differ-
ences being statistically significant. None of the receptors
showed statistically significant correlation of frequency
of detection and content in the primary with the lymph
node involvement. However, GR retained the tendency
to higher frequency in prognostically more favorable
tumors discovered in analysis of other morphological
features: GR were found in 63% of tumors free from
lymph node involvement and in 49% of those with lymph
node metastases.

Analysis of steroid receptor content in comparison
with morphological characteristics of esophageal can-
cer gives equivocal results. Although the supposition
may be made that GR is more frequent in tumors
with more favorable prognostic characteristics (see
table 3).

Discussion. It is commonly adopted now that steroid
hormone binding to specific receptor proteins is a key
stage of its physiological action on the cell. If a cell
has no relevant preceptors the hormone cannot act on
this cell [1,4,5]. Receptors are therefore a requisite pe-
ripheral element of the endocrine function providing
the possibility and intensity of the response, transmittance
and realization of hormonal signals [7,8,11]. The only
conclusion following from the above-said is that if there
is no hormonal receptors there is no hormonal effect
on the cell, i.e. cells free from receptors of an effector
hormone do not respond to the effect of this hormone
or its analogs [1,4,14]. These considerations were a basis
for definition of target tissue (target cell) as tissue (cell)
containing receptors to a hormone for which this tissue
(cell) is a target.

As more facts were collected it became clear that
receptors to various hormones including steroid ones
can be detected in other than ’typical’ target tissues.
This is true for steroid hormone receptors which are
currently studied most intensely. The discovery of steroid
hormone receptors in ’atypical’ cells that are not targets
for the relevant hormones suggested that the presence
of cytoplasmic receptors is a necessary but not sufficient
condition for cell response to the action of steroid ef-
fectors [1, 7, 11, 14]. This is probably true for pathologic
cells only [7, 11] because in ‘normal’ cells the presence
of a relevant receptor always implies response to the
action of the steroid effector.

We think that tumors with cytoplasmic steroid hor-
mone receptors are worthy of clinicians’ attention to
a larger degree than receptor-free lesions. The presence
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Kaununecrkue uccaedoBarnus

mesona (cm. Tabn. 1 1 2) no3ponser MNpeanoNoKUTh Clle-
Oyiolee:

1) onpenenenne PI', BepodrTHo, clefyeT cuuTtaTh le-

00XOIMMBIM TECTOM TNpPH HCCAEAOBAHMM OMYXONMM MHIIC-
BOJa; 2) vyacTh OONBHBIX, OMYXONH TNULIEBOJAA KOTOPBIX
cogepxat PI', MOTyT okazaTbcs 4yBCTBMTENBHBIMH K He-
KOTOPBIM BHIaM 3HIOKPUHHOM TEpamnuu: K CIIOKOKOPTH-
KOWJIHBEIM TOPMOHAaM, HX aroHHCTaM, aHTATOHMCTAM HJIH
TOPMOHOLMTOCTATHKAM.

B oTHomennn PO B onmyxonsx nuumesBoga cueayeT Bbl-

CKa3aTh TOJIBKO OCTOPO3KHBIE Npearnonoxenus. OgqHako ToT
(hakT, yTo P3 wauie BBIABIAIOTCS B OMYXONAX MUIICBOMA
Y KCHUMH (CM. Tabm. 1), MOXKET JaTb OmpeneNeHnyo na-
OeXTy Ha NIPUMEHEHNE S3HAOKPUHHON Tepanuu B 3THX CIly-
yasx.

I/ITaK, Ha OCHOBAaHWH MpPEACTABIICHHBIX JaHHBIX MO OIl-

peleNeHNIO IHTONIA3MATHYECKHX PELICITOPOB CTEPOHIHBIX
TOPMOHOB B OTYXOJIM [HIIEBOAA MOXKHO CHENAaTh BLIBOJ,
YTO OMYXOJIb MUILIEBOJA Y MYXKUMH H )KEHIUH MOXKET ObITh
FOPMOHO3aBHCHMOH, 0cO6EHHO B BO3pacTHOMH rpynie 601b-
HeIX 50—59 ner. B Gonbiueit crenmenm 3To OTHOCHTCH K
TITIOKOKOPTHUKOWAAM, XOTs, IO HAaUIeMy MHEHWIO, HCNb3s
MCKIIIOYUTE TAKKE TOPMOHO3ABUCHMOCTE OTYXOJIH THILC-
BOJla OT TMOJIOBBIX cTepouaoB. [locimemHee MOXeT OTHO-
CHTBCA K OIMYXOJIAM MNUINEBOJA KAK Y KEHIUMH, TaK W ¥
MYX4dH. Buaumo, HeoOXonuMMBl Janbleiilne HccaenoBa-
HUs Ui OoJiee ONpesIeNieHHBIX BLIBOAOB O CBA3M IMTO-
MAasSMaTHICCKUX PELENTOPOB CTEPOUIHBIX TOPDMOHOB B
ONYXOJIN NMUILEBOJA C OTBETOM Ha JHIOKPHHHYIO TEPanuio
3TUX OOJBHBIX.
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of receptors to a hormone implies intracellular binding
of this hormone. However, the question is how the
cell will respond to the effector’s action. We believe
it is no mere chance that half of esophageal tumors
contain GR. Glucocorticoids exert a profound influence
on many intracellular metabolic processes, such as gen-
eral action on protein synthesis, amino acid catabolism
cte. [5, 8, 12]. This property seems to be preserved in
pathological cells, in particular in tumors. In our opinion,
this may account for the large percentage of GR-positive
esophageal tumors in patients aged 60 to 69 years (see
table 2). It is most probable that pathological processes
in tumor cells have a great effect on this particular
age group in which the body undergoes significant shifts
in regulatory mechanisms. Thévrole of sex steroids should
also be taken into consideration as they are known
to act sometimes as glucocorticosteroid antagonists [4,9].
The rather high percentage of ER-positive esophageal
tumors in women at the age of 50-59 years and the
increase with age of ER presence in men may also
be associated with age-specific changes in the endocrine
system (sec table 2). As well as the relatively high
percentage of PR detection in csophageal tumors in
males and females of this age group (sec table 2).
The increase with age of PR in males and of ER
in females is also worthy of attention (see table 2).
All these findings suggest that steroid hormones play
a certain part in biochemical processes in esophageal
tumor cells.

It is hardly possible to make unambiguous con-
clusions basing on analysis of the presence of steroid
hormone receptors in relation to esophageal cancer mor-
phological features. However, it seems that GR are more
frequent in tumors with favorable prognosis (see table
3). The last consideration together with findings con-
cerning GR content in esophageal tumors (see tables
1 and 2) suggest the following: 1) patients with esophageal
tumors should be tested for GR; 2) some patients with
GR-positive tumors may be responsive to endocrine
therapy, e.g. glucocorticoid hormones, their agonists,
antagonists or hormonocytostatics.

We may speak about the ER role in esophageal
tumors but with much carefulness. However, the fact
that ER is more frequent in esophageal tumors in females
(scc table 1) may give hope for efficiency of hormonal
therapy in this case.

So, our findings about cytoplasmic steroid hormone
receptors in esophageal tumors suggest that esophageal
tumors in males and females may be hormone-dependent,
particularly at the age of 50-59 years. This is to a
greater degree true for glucocorticoids, though esopha-
geal tumors may also be dependent on sex steroids.
The sex steroid dependence of esophageal tumors may
be encountered both in males and females. More definite
conclusions about cytoplasmic steroid hormone receptors
in esophageal tumors in relation to response of the
tumors to hormonal therapy may be made as a result
of further study.




