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DKCMpeccHs KEpaTHHA 17 B 3JI0KAYECTBEHHBIX OMYXO0JAX
MOJIOYHOI XeJie3bl YeloBeKa
- HHH xanyepozenesa

B ocHOBY rucTonormyeckoi KJacCupuKanuM OmMyXosei
MOJIOYHOH XEJIe3W IOJOXEHH COrJIACOBAHHHE TIPYIIION
axcnepros BO3 mopdosornueckue npussaxu, no3soadio-
1[Me AOCTHUTHYTh OIPEAEJEHHOrO €AUHCTBA TEPMHHOJJIOIHM
M B3aMMOIIOHMMAHHSA MEXAY nartosaoramu [8 ).

Tlopasnsmiomee GOALIIMHECTBO KAPLUYHOM MOJOUHON Xe-
Jaesn no xiuaccudpukauun BO3 OTHOCAT K HPOTOXOBHM H
OOJIbKOBHM (hOpMaM, OCHOBHBASCh HA CXOACTBE C HOPMAJIb-
HHIMH CTPYKTypami. IIpy 3TOM 3HAUMTEIBHYIO YACTb KAp-
LMHOM, - XapaKTEPH3yIOmMMUXcs OeCnOpSOOYHBIM XaoTHUe-
CKHMM pPOCTOM PAKOBHIX ILUTACTOB M TSXEM, TAKXE OTHOCAT B
rpynny MHGUWIBTPUPYIOIMMEX IMPOTOKOBHX pPakos, 06o3Ha-
- uag MX KaK "pak 6e3 Apyrux ykasanui”. OOGpeauHEHHE ON-
peneseHRHRX (GopM onyxoJieil B ORHY KIaCCH(UKAIMOHHYIO
pyOpHKY He pacCMAaTPHBAeTCS aBTOPAMH KaK yKa3aHHE Ha
uX oOLIMH IMCTOrEHES.

Mexay TeM yTOYHEHHE KAACCHM(PUMKALMOHHOM NPUHAN-
JIEXHOCTH TOH HWJIH MHOM OITy XOJIM MOJIOYHHIX XEJIE3 HMEET
3HAUEHHE HE TONBKO B TEOPETHMYECKOM IUIAHE AAS Ipen-
cTaBsieHus 00 MX MHCTOr€HE3E, HO H B UHCTO IPAKTHYECKOM
IUIAHE IS NpEeICKa3aHMsd KJIMHHYECKOTO TEUCHHMS M Npo-
rHO3a 3a60JieBanus.

- BHexpeHue B OHKOMODPdOSIOTHUECK YO HPAKTHKY JOTIOJ-
HHUTEJIbHHIX MOJICKY/JASPHO-MAPKEPHBIX METOAOB 3HAMH-
TEJBHO PacHIMpdeT BO3MOXHOCTH amarHocTHKH. Cymect-
BEHHOE 3HAYCHME HMEET IPHMEHEHNE HEMMYHOMOP(OIOrH-
YECKMX METONOB C MNOMOINbI0O MOHOKJIOHAJIBHHX aHTHTEN
(MKA) x 6enkaMm npoMexyTOuHHX (PHIAMEHTOB LIMTOCKE-
nera [1].

MapkupoBaHHe KJIETOK 3JI0KAYECTBEHHBIX OIYXOJieH
MOJIOUHHIX Xenes ¢ nomomplo MKA x mHauBHIya/bHBIM
6es1KaM IPOMEXYTOUHHX (PJIAMEHTOB STIUTEIHS — KEPaTH-
HOB [20 ] moKa3as0, YTO KJETKH NOAABILIOmMEro 60 bIHnE~
CTBA KAPLUMHOM MOJIOYHOH XENe3H CONEpXaT KEpPaTHHH
IPOCTHIX SMUTEIAEB, XapPaKTEPHHE B HOPME /s BHCTHIA-
IOLIEr0 SHUTENNS XEJEC3HCTHIX CTPYKTYP MOJIOYHOTO Aepe-
Ba, —Kepatenu 8, 18, 7w 19 [10, 12, 14, 15, 17, 21]. Ke-
PaTHHH, COCTABJIAIOMHAE HAOOD MHOIITMTENHATIBHBX KJIE-
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‘The histolbgical classification of breast tumors pro-
posed by WHO experts [8] is based on histological ap-
pearances rather than on histogenesis to ensure termi-

- nologic uniformity and better understanding between

pathologists.

According to the WHO typing the great majority of
invasive carcinomas are referred to as "infiltrating duct
carcinoma not otherwise specified (NOS)". The growth

- pattern of these tumors varies widely. Tumor cells are

arranged as sheets, nests, cords and so on. These tu-
mors belong to the group of "invasive ductal carcinoma”
because they do not fall into any of the other categories
of invasive mammary carcinoma. More accurate classifi-
cation of breast tumors is of both theoretical and practi-
cal importance since it has been proven useful in com-
prehension of the tumor histogenesis and evaluation of
the disease prognosis.

The application of additional molecular markers in
the oncomorphological practice enlarges considerably
the diagnostic potentials. Immunohistochemical meth-
ods using monoclonal antibodies (Mab) to infermediate
filament proteins are particularly of great value [11].
Among these proteins the epithelial subgroup, i.e. kera-
tins (or cytokeratins — CK) comprises a system of es-
pecially potent differentiation markers. It has been
shown that a vast majority of breast carcinomas express
simple keratins, i.e. CK 8, 18, 7, 19 [20]. In the normal
breast simple CKs are expressed exclusively in cells of
inner (luminal) layer throughout the whole mammary
branching system of ducts and lobules. CKs of myoepi-
thelial cells (so called basal CKs 5, 14, 17) are found in
5—12Y, of breast carcinomas only {10, 14, 15, 21]. Itis
not clear so far whether these tumors have any morpho-
logical, clinical or prognostic peculiarities.



SKCITEPUMEHTAJIbHBIE MICCJIENOBAHMS

TOK ( TaK Ha3wHBaeMHE 6a3asbHBE KepaTHHH — S5, 14, 17),
o6HapyXeHbl Jimb B 5— 129, KapuuHOM MOJIOYHOM XeJIe3H
(10, 14, 15, 21). do cux mop HescHO, NPUCYITY JIH TaKHM
OIYXOJISIM KaKMe-JIn60 MOPDOCTPYKTYpHHE MM KIHHAKO-
IPOTHOCTHYECKHE OCOBEHHOCTH, :

3apaueil HacTosmed paGoOTH GBI UMMYHOTHCTOIOTHYE-
CKMH aHa/IM3 MHQHUIBTPHPYIOMMX 3/I0KAYECTBEHHHX OMy-
XO0J€H MOJIOWHOH XXeJe3h. NPHHANIEXAMAX K DPasHHM
KJaCCH(UKAIUOHHHM pyOpukaM (B TOM YHCIE K TaK Ha-
3BIBAEMBIM DENKHM (POpMaM), C MOMOMBIO OPATHHAIBHBIX
MKA, coenuduuecknx aus BHCTHIaOmEro snureans (H1
K KxepaTuny 8) u muoamuresns (E3 x xeparuny 17). B ps-
Ae CTyYyaes NPHMEHSIOCh COYETAHHOE C ANTHKEPATHHAMHE
MMMYHOOKpaIIMBaHNE Ha Gesok 6asanbHOM MeMOGpaHH —
AamuHuH. Lenvio paGoTel Obia NONHTKA YTOYHEHMS
xaccnuKauAn OIMyXoIell MONOYHHX XENE3, SKCIIPECCH-
pytomux 6a3zanbHl XepaTun 17,

Marepnans 1 Meroauxa. Hccnenosano 100 ofpasuos undbunbtpupy-
1ouux HopM paka MONOUHOM KENE3bl, MONYUEHHDIX B TEYEHHE 2—3 4
noche MacT3KToMMHM B kamHMkax OHL] PAMH.

B 73 cyuasx OMyXosiM MMEH MeTacTassl B peronabHbie Moy, B
MCCAEA0BAHKE BKJIIOMEHDI TAKXKE CITyuaH, IMArHOCTUPOBAHHBIE KaK "peaKue
opmbl paka”. B OCHOBY MCTONIONVMECKO#M AMAMHOCTMKM NOJIOKEHE KIAC-
CHOMKALMS OMYXOJIEH MOJIOUHOM JKeJeabl, NPERIONKEHHAR IKCTIEPTAMM
BO3 [8]. Mncronommeckoe MCCNEROBAHNE MMPOBOAMNOCH [O TOCTAHOBKM
MMMYHOPMCTOXMMMUYECKOIO QHANM33 HE3ABUCUMO HA 3aMOPOXKEHHDBIX M Na-
padmHOBLIX Cpesax. B ciyuae BLISBACHMS NONOKHTEILHOIO MIMMYHOOKpa-
UIMBAHMS HA KepaTvH 17 NPUMEHSTM ROMONHKUTETLHBIE METOMbI MCCAER0BA-
HMsl (31EKTPOHHAS MMKPOCKOITHSI, OKPACKA HA MYKOMJD) C LIEJIBIO YTOUHEHUS
KNACCUDHKALIMOHHO# NPMHAZIEXHOCTH JAHHOM Oy XOJH.

HIMMYHOIHCTOXMMHMECKHA ananm3. Kycouku omyxonu 3aiupanu B
7% xenatnn na docdatHo-6ydeprom pacreope (OEP) u noxsepranm
6bICT%0M'y 3aMOPa)XHBAHHIO B XKMAKOM a3oTe. KpuocTaTHbie cpesbl 5—
7 mM® 1 Gr10ku xpanmm npu Temnepatype -50°C. Ilepen ynorpebne-
HUWEM CPE3bl BBICYIMBANH Ha Bo3ayxe 1 —2 mun. Pukcaums xonoaHbiM
aneronom (-20°C B Teuenune 20—30 ¢ mnm 4% GdopmanbRErMAOM Ha
DBP B teuenne 30 ¢ nasana cosnagarime pesyJILbTaThl,

Mpumensum peakumm TIAIT 1 HenpsaMoit MMMyHO(MOOPECLEHLMM c
WCNOJAb30BAHUEM NBOMHOM METKHM M0 METOAHMKAM, OMMCAHHBIM paHeé
[3,15].

Anrutena. Henonssosanm crepyronyme MKA: 1) kaona HI k kepatuHy
8 [15]; 2) knona E3 k xepatuny 17 [22); 3) knona NT 30 k sumeHTH-
Hy [9]; 4) adduHO-OuMINEHHYIO KPONMUBIO AHTUCHIBOPOTKY NPOTHB
MBILUMHOIO AaMuHMHa A-u B1+B2-ueneit [19].

Pesynbrathl. Uccnenosaunuie 100 o6pasnoB uHGMIBT-
pUpYIOmUX XAPUMHOM, KIACCH(MLUHPOBAHHBIE HA OCHOBA-
HIM THCTOJIOTHYECKOM KAPTHHHI COIVIACHO PEKOMEHAALMH
BO3 [8], Bruouanu B cebs cremyiomue BapHAHTH: MH-
(prIIBTPHpYIOmUIT MPOTOKOBBIA pak (51), BHGWILTPUpYIO-
wui aoMbKoBR pak (31), TyGynspumis pak (5), mamwn-
ASpHBA pak (3), Memy/uispHui pax (2), CAMSUCTHH pak
(3), pak ¢ Meramnasueii: BepeTeHOKJIETOYHOrO Tuma (1),
XOHAPOMIHOIO M OCTEOMAHOrO THHa (2), afeHOKMCTO3HBIN
pak (1), 6onesnp Ilemxera cocka (1).
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In this study the immunohistochemical analysis of infil-
trative malignant breast tumors belonging to different types
(including so called rare forms) was performed by means of
original Mab’s specific of lining epithelium (clone H1 to CK
8) and myoepithelium (clone E3 to CK 17). In several of the
cases we used staining for the basement membrane protein
laminin alongside with antikeratins. The breast tumors ex-
pressing basal CK 17 were classified in a great greater detail.

Materials and Methods. Samples of 100 invasive breast cancer were
obtained from the Unit of Pathological Anatomy of the CRC within 2—
3 h after mastectomy. In 73 cases tumors produced metastases to re-
gional lumph node. Cases of uncommon, so called "rare” cancer types
were also included in the study. The histological diagnosis was based
on the WHO Histological Typing of Breast Tumors [8]. The histo-
logical investigation was carried out before the immunohistochemical
analysis independently on frozen and paraffin sections. Some sam-
ples with positive CK 17 immunostaining were further examined (by
electron microscopy and mucoid staining) to specify the tumor more
accurately.

Immunohistochemical assay. Tumor samples were immersed in 79,
gelatin in phosphate buffered saline (PBS) and snap-frozen in liquid
nitrogen, as described in [3, 15]. The cryostat sections of 5—7,u2'
and blocks were stored at -50°C. The sections were air dried before
use for 1—2 min. Fixation in cold aceton (-20°C) for 20—30s orin
4% formaldehyde in PBS for 30 s gave similar results. We used the
PAP reaction and double indirect immunofluorescence as described
elsewhere {3, 15]. i
Antibodies. The following Mab’s were used: 1) Mouse Mab clone H1
to CK 8 [15]; 2) Mouse Mab clone E3 to CK 17 [22]; 3) Mab clone
NT30 to vimentin [9]; 4) Affinity purified monospecific rabbit
antiserum to mouse laminin A and B1+B2 chains [19].

Results. The 100 infiltrative carcinoma samples were
classified by routine histological procedure into several
groups, as follows: invasive ductal carcinoma (51) , inva-
sive lobular carcinoma (31), tubular carcinoma (5), pa-
pillary carcinoma (3), medullary carcinoma (2), mucin-
ous carcinoma (3), carcinoma with metaplasia, including
spindle-cell type (1), cartilaginous and osseous type (2);
adenoid cystic carcinoma (1), Paget’s disease of the
nipple (1). CK 8 immunostaining was diffuse and in-
tense in the overwhelming majority of the cases.

CK 17 immunostaining was diffuse or focal in 7 out of 8 carci-
nomas, i.e. 2 of 3 mucinous carcinomas, all 3 of the metaplastic
carcinomas, 1 adenoid cystic carcinoma, 1 Paget’s disease of
the nipple. In 9 of 51 cases classified as ductal carcinoma amd in
1 of 31 lobular carcinomas the CK 17 immunostaining varied
from sporadic foci to diffuse intense fluorescence of cancer cells.
Let us first consider CK 17-positive rare forms of carcinoma. In
mucinous carcinomas the CK 17 localization correlated with in-
tracellular contents of mucin; signet-ring cells were stained in-
tensely (fig. 1a). In the CK 17-negative case mucin was found in
the stroma only. The expression of CK 8 was diffuse. The cases
with spindle-cell, cartilaginous and osseous metaplastic foci (3)
were characterized by focal distribution of CKs correlating
with the cellstructural organization, a swas previously
described for pleomorphic adenoma of the salivary




EXPERIMENTAL INVESTIGATIONS

- MUMMyHOOKpaIINBaHNE HA KEPATHH § B NOAABJISIOIIEM
GosibmuHCTEE (JTyyaes OpUT0 KUdHpy3HHM M MHTEHCHBHBIM
(uckmoueHns OyIyT ONUCAHH HUXE).

OuddysHoe win KpymHOOYAroBOE OKpalIMBaHHE Ha Ke-
patuH 17 BugBiaeHO B 7 U3 8 cyuaes, oTHOCAIMXCH K pe-
akuM (hopMaM KapoumHOM: 2 M3 3 CIyuaes CJM3HCTOrO pa-
Xa, METaILTaCTHYECKHM pakaM (3), ameHOKHCTO3HOMY pa-
Ky (1), 6onesnn INexxera cocka (1). B 9 u3 51 cayvuas nn-
¢HIBTPHPYIOMETO NPOTOKOBOIO paka u B 1 u3 31 goanko-
BOIO- paka MMMYHOOKpallMBaHHKE HAa XxepaTuH 17 Bapbupo-
BAaJI0 OT CIOpagMyecKux (pokycor xo augxpysHOro HHTEH-
CHBHOIO OKpAIIMBAHMS PAKOBHX KaeToK. OnumeM cHaua-
Ja peaxue (GopMH, MOJOXHTENbHEE HAa KepaTuH 17.

B com3ucTHX pakax Jokanamsanus kepatura 17 xoppe-
JIMPOBAJIA.C BHY TPAKJIETOUHHIM COREPXXaHNEM MYIIHMHA: HH-
TEHCHBHO OBLIH OKDAIIEHH NEPCTHEBHAHHE KJIETKH (pHC.
1a). B ciyuae, oTpHuaTENbHOM HA KepaTuH 17, MynuH o6-
HapyXeH TOJBKO B cTpoMe. Peakiua ua xeparun 8 Geuta
aucdy3noii. .

L cnyuyaeB OYaraMM BEpETEHOKJIETOYHOM, XOHAPOHI~
HOM M OCTEOMAHOM MeTamiasuu (3) xapaKTEpHO OUYaroBoe
pacrpeneneHue KEPaTHHOB, KOPPEJHpPYIOmee CO CTPYKTYp-
HOM Opranm3anMei KJETOK, Kak 310 6bU10 paHee OMUCAHO B
mwreoMopdHOM ageHoMe CIIOHHOM Xxene3n {2 ]. Tak, B Me-
3EHXMMONIOA00HOM KOMIIOHEHTE OYArd KEpaTuH 8- ¥ Kepa-
THH 17-N0JOXHUTEIBHBX KJIECTOK HEPEryJISPHBI U HE COBIA-
HaT Mexay coboit, B COMMAHOOBEQISPHOM KOMIIOHEHTE
sKcmpeccus kepatuaa 8 u xepatuna 17 Gonee 3akoHOMEp-
Ha; B TyOyJspHOM KOoMmoHeHTe npeobaanaer SKCIpeccHs
keparuHa 8, pexe keparuna 17. Hapany ¢ sxcnpeccuei
KEPATHHOB XapaKTEPHAa SKCIPECCUs BHMCHTHHA,

B apenokucrosnom pake kepatuH 17 snoxammsopancs
0uYaroBO, B TO BPEMS KAK pPEakuus HA KepatuH 8 Onna
oucdysHoit, XapakrepHo Hamuuue 6a3anbHOH MeMOpaHH,
OYEpUMBAKIOIEH KPUOpPO3HHE CTPYKTYPHH, YTO SIBJASETCH
nuddepeHIMANBHO-ANATHOCTHYECKUM MTPH3HAKOM  MEXIY
ANCHOKHCTO3HHM pakoM M KPHODO3HBIMH CTPYKTYpPaMu
NPOTOKOBOIO paka {(puc. 2, a,b).

B pake Ilegxera mabmozxanocs auddysnoe MHTECHCHB-
HOE OKPAIIMBAHME CBETJIHX MEMXETOMTHHX KJICTOK Ha Ke-
patuH 17 1 xepatnH 8, pe3KO OTJIMYAIOIMKX PAKOBHE KJIET-
K¥ OT:OKPY>XaIOMEro SIUEPMHACA.

BrgsieHHas *MMYHOMODP(OIOTHYECKAS XapaKTEPHCTH-
Xa peakux (JopM paka MOJIOUHOH XEJIe3H MOCAYXHIA OC-
HOBOM /1A 60Jiee NPHUCTAJBPHOIO aHAIHN3A KepaTHH 17-mo-
JIOXKHMTEIbHBIX C/Iy4YaeB, OTHECCHHBIX MO THCTOJOTHUECKOM
KapTUHE B IPyNOy IPOTOKOBMX (M ZOJBKOBHIX) PakKoB,
0COBEHHO MMEIOINX CTPYKTYpy THma "0e3 Apyrux ykasa-
Hui" (BAY).

B urore 5 u3 10 cayvaes, nepBOHayaIbHO OTHECEHHBIX K
BapHaHTaM HMHQIIFTPUPYIOMMX IPOTOKOBHX (4) WM
nonpkoBeX (1) pakos, ObIM KAACCHOHUUHMPOBAHH Kak
"penkue ¢opMul paxa'.

17

gland {2]. In the spindle-cell component the foci of CK
8- and CK 17-positive cells were not regular and did not
coincide; in the solid alveolar component the expression
of CK 8 and CK 17 was more regular; in the tubular
component the immunostaining for CK 8 was more
regular than that for CK 17. Vimentin expression was
also characteristic of this group.

In adenoid cystic carcinoma CK 17 was localized fo-
cally, while the CK 8 expression was diffuse. The base-
ment membrane outlined the cribrous structures inside
the tumor foci (fig. 2 @, b). This feature is of differential
diagnostic value between adenoid cystic and ductal car-
cinoma, where the cribrous structures inside the tumor
ducts are never surrounded by their own basement
membrane.

In Paget’s disease pale pagetoid cells presented in-
tense diffuse staining for CK 17 and CK 8 that clearly
distinguished cancer cells from the surrounding epider-
mis. :

‘The discovered immunohistochemical characteristic
of rare breast cancers was a basis of more precise ana-

- lysis of CK 17-positive cases belonging by histology to
. the group of ductal and lobular carcinomas, especially

of NOS type. - - : : .

As aresult in 5 out of 10 cases previously included in
the invasive ductal (4) or lobular (1) carcinoma groups
the histological diagnosis was revised. Let us consider
these cases.

1. In a case morphologically diagnosed as ductal

- cancer (NOS type) the tubular structures were pre-

dominant. Due to intense diffuse CK 17 immunostain-
ing in combination with positive CK 8 immunoreactivity
the mucus production was suspected and confirmed by
positive mucin reactivity. The tumor was related to mu-
cinous carcinoma (fig. 1 b).

2. In a tumor previously diagnosed as invasive lobu-
lar carcinoma of alveolar type the morphological pattern
was uncommon. Namely, many alveolar structures
looked cribrous with fusiform celis forming rosettes
around the holes (fir. 2 ¢). The sharply positive CK 17
immunostaining of these cells and their irregular fram-
ing with basement membrane suggested the relation of
this case to adenoid cystic carcinoma.

3. In a sample of a tumor first diagnosed as invasive
ductal carcinoma of NOS type there were foci of CK 17-
positive spindle-cells simultaneously expressing CK 8§
and vimentin. This immunomorphological characteristic
allowed this case to be related to as invasive carcinoma
with foci of spindle-cell metaplasia.

4, 5. Finally, two invasive ductal carcinomas of NOS
type were re-diagnosed as squamous cell carcinomas.
These tumors were morphologically characterized by
abundant areas of solid sheets with some anisotropic




SKCMEPUMEHTAJIBHBIE UCCJIEJJOBAHUS

IlpuBogumM KX onucauue.

1. B cayuae, Mopdonornuecku coorTseTcTByiomeM npo-
TOKOBOMY DaKy C mpeoG/lanaHMEM XENE3UCTHX CTPYKTYD
Ha OCHOBaHMHM IU((Y3HOIO MHTEHCHBHOIO MMMYHOOKpa-
IMUBAHKMSA Ha KepaTHH 17 B COUETAHHH C HONIOXMTEIbHON
peakuueii Ha kepaTuH 8, 6BUIO 3aM0/103PEHO HATMYHAE TPO-
AYKUHMH CTH3H, YTO GRUIO MOATBEPAIEHO IONOXHUTENBHOM
peaknmeit Ha Myums. Onmyxosib GeUIA OTHECEHA B rpynmy
CIM3HCTHX paxoB (puc. 1, b).

2. B onyxonsX, NepBOHAYATHLHO ANATHOCTHPOBAHHEIX KAK
MHUIBTPUPYIOMMIA NOILKOBHI PaK aJBBEONSPHOIO THIIA,
COMHEHMS B NPABWIPHOCTH AHMATHO33a BH3BAJa HEOOKYHAS
nast 10i (popMH paka MopdonOrHUEcKas KapTHHA: MHOIYE
aBBEO/SIPHBIE 00PA30BaHMA HMETH KPUOPOSHKI BHI H BOK-
PYT BHPYATHIX CTPYKTYP KJIETKM MMEJH BHTSHYTYIO (hopmy,
CK/IANBBAsCh B cBOeoOpasune "poserku” (puc. 2, ¢). Pesko
NOJIOXKMTENbHAS Peakliid 3THX KIETOK HA KepaTuH 17 u He-
peryisipHoe ux obpamienne 6asaabHON MeMOpaHOI N03BO-
JIWTH OTHECTH ITOT CTyya K aaflcHOKHCTO3HOMY DaKy.

3. B cayuae, nepBoHauanbHO OMATHOCTHPOBAHHOM KaK
HHOUIBTPUPYIOMMIA IPOTOKOBHIH pak Tuna BIIY, swussae-
HH (POKYCH KepaTHH 17-MOJIOXHTENBHNX KJIETOK BEpeTe-
HOOOpasHOM ()OPMBI, OKpamMBaeMbie OXHOBPEMEHHO Ha
KepaTHH 8 ¥ Ha BUMeHTHH. [[aHHas mMMyHOMOpdoIornye-
CKasf XapaKTCPHCTHKA IIO3BOJIMJIA OTHECTH ITOT CIyuall B
rpynny HHGWIBTPHPYIOIIENO paka ¢ OYaraMH BEPETEHOK-
JIETOYHOH METAaIIa3uH.

4,5. HakoHen, B nByx omyxonsx tuma BIIY muarsos
6BUT M3MEHEH HA IUTOCKOKJIETOUHHH pak. Mopdonoruue-
CKH 3TH ONYXOQJH XapaKTEPH3OBAJIMCh POCTOM B BHIE
CIUIOIIHHX TSXEH C HEKOTOPHM HAMEKOM HA AHH30MOpPQ-
Hy10 crpatuukanmio. MMMyHOOKpammBaHMe HA KEPATHH
17 vacro-coBnanano ¢ peakuueit Ha xepatus 8, GruT0 THG-
¢ysHEM M MHTEHCMBHEM (pHC. 3, a, b) DIEKTPOHHO-MUK-
POCKONMYECKH BHABJICHH TOHOMOWIAMEHTH, XapaKTCPHHE
JU1d IUIOCKOKJIETOYHOTO paxa.

Taxum o6pasom, Beero 13 3 100 HcCnenOBAHHKIX CIyuaes
NPEACTARJIEHH PENKMMHM (POPMaMK KApILHMHOM. Meracrass B
PErHOHANBHEE UM(OY3/IH OTMEYEHH B | ciayuae (MHPMIbT-
PHDYIOIIHIA PaK C OYAaraMH BEPETEHOK/IETOUHOM METAILIASHH).

Ilocne nepecMOTpa IMAarHO30B € YYETOM KAHHHIX HMMY-
HOOKpamuBaHug Ha XepaTHH 17 (cM. Tabnuny) okasanoch,
YTO Cpe NPOTOKOBHX MHQWIBTPHDPYIOIIMX PAaKOB 3KC-
npeccus KepaTuHa 17 aMesa MecTo JIMmb B § CAyyasx M3
47. OoxycH MMMYHOPEAaKTHBHHX KJETOK HOCHJIHM CIIOpa-
Ruueckui xapakrep. CoueTaHue sKcnpeccus Kepatuna 17
¢ xepatuHoM 8 B nosTHOE OTCyTCTBHE 6a3anbHOR MeMOpaHH
CBHJETENBCTBOBAJIO 00 MHBa3MUBHOW PAKOBOH IPHPONE ITHX
(OKYCOB M OTJIMYAIO MX OT OCTATKOB HOPMAJIbHBIX, JUCII-
JIACTHUCCKUX HIH HEMHBA3UBHHX (THNA paxka in situ)
CTPYKTYp, HNPHCYTCTBOBABIINX B cpe3ax 6oJbpmMMHCTBA 00-
pasuos. B 3 u3 5 xepatun 17-nOA0XHTENLHHX CTyyaeB
GBUTH METACTa3H B PErHOHAIbHHE JTUM(POY3ITH.
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stratification features. CK 17-positive immunostaining
was diffuse and coincided with the expression of CK 8
(fig. 3 a, b). Electron microscopy discovered tonofila-
ments characteristic of squamous cell carcinoma.

Thus, 13 CK 17-positive tumors out of the 100 breast
carcinomas studied belonged to uncommon, rare tumor
types.

5 out of 47 ductal invasive carcinomas presented
small sporadic foci of CK 17-positive cells. There were
no CK 17-positive samples among lobular, papillary, tu-
bular and medullary carcinomas (see the table).

Discussion. The data presented show that in ductal
and lobular carcinoma, as well as in tubular, papillary
and medullary carcinoma the overwhelming majority of
cells have luminal phenotype reacting with CK 8-spe-
cific Mab of clone H1. These data are in full agreement
with numerous data obtained by using other Mab’s also
specific for luminal CKs 18, 19, 7 [10, 12, 14, 17, 21].

It should be noted when comparing our findings with
the data of other authors {10, 12, 14, 17, 21 ] that Ck 8-
specific Mab clone H1 reacts practically with all cancer
cells in ductal, lobular, tubular, papillary and medul-
lary carcinomas which distinguishes them from other
Mab’s for luminal keratins 18, 19, 7 characterized by
somewhat more heterogeneous immunofluorescence.

CK 17 expression in these cancer forms is an excep-
tion rather than a rule. Of 87 cases in this group spo-
radic CK 17-positive foci were observed in 5 cases
(5.7%) of invasive ductal carcinoma only. The cells of
these foci also contained CK 8 and did not differ mor-
phologically from neighboring cancer elements. The na-
ture of this phenomenon remains unclear. The coex-
pression of CK 17 and CK 8 in the complete absence of
basement membrane was evidence of relation of these
foci to invasive elements and distinguished them from
remnants of normal, dysplastic or non-invasive in situ
structures observed in most sample sections. These
findings are in agreement with data of other authors es-
timating the percentage of invasive breast cancers posi-
tive to CK §, 14, 17 as varying from 5 to 12 [10, 14, 15,
21].

By R.Wetzels et al. [24] CK 17-positive carcinomas
are 319 of invasive cancers. It seems that the authors
included in this group cases of basal CK 17 localization
in duct-like structures difficult of distinguishing be-
tween cancerous and remnant myoepithelial nature of
these cells by objective criteria.

Our data show that CK 17 expression in malignant
breast tumors correlates strongly with the tumor histo-
logy.

Most tumors expressing CK 17 (12 of 13) belong to
uncommon crare ancer forms by the WHO typing (see
the table).




EXPERIMENTAL INVESTIGATIONS

1a

Pruc. 1. CrmamcThid pak.

MmmyHnodbnioopecuenTHoe OKpalMBatue Ha xepaTuH 17: a — nepcTHeBupHbIX KneToK, b — weneaucronopobHeix cTpykTyp. J
a —x 200; b - x 120. ;
Fig. 1. Mudinous carcnoma. CK 17 immunofluorescence of: 5

a — signet-ring cells; b — gland-like structures.
a ~— x200; b — x120.

H
!

Puc. 2. AieHOKMCTO3HLIN PaK.

Deoinoe ummyHodnoopecLeHTHoe okpatumBanue Ha Kepatud 17 (&) u namunun (b)
¢ — NAM-peakums Ha kepath 17. UHTeHCHBHO® OKPAaLLMBaHWE KMETOK, OKPYMAIOWMX BHYTPHANbBEONAPHBIE NPOCBeTal, CPes QOKPALLEH remaToKCH-
nuHoMm. a—c— x 120.

Fig. 2. Adenoid cystic carcinoma. Double immunofiuorescent staining for CK 17 {a) and laminin (b).
c — PAP reaction for CK 17. Intense staining of cells surrounding the intraalveolar lumens. The section is additionally stained with hematoxylin.
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SKCIIEPMMEHTAJIBHBIE UCCJIENOBAHUA

Puc. 3. Mnockokneroussiin pax.

MmmyHodbnioopecLeHTHO® OKpaluMBanue Ha KepaTtiH 17 (a) u kepatu 8 (b).
a, b~ x120.

Fig. 3. Squamous cell carcinoma.
Immunofluorescent staining for CK 17 (a) and CK 8 (b). a, b — x120.

Jxcnpecus Xeparuua 17 B OImyXoaaX MOJOUHbIX KENe3

CK 17 expression in breast tumors

FucTonoruyeckas popma no knaccudpmkaummn BO3

Yucno cnyyaes, NOAOXKATENbHBIX Ha KepaTuH 17

WHdunbTpuryowmia npotokosbin pak \ Invasive ductal carsinoma
WindunbTpupylowuin aonbkoBwiii pak \ Invasive lobular carcinoma
Tybynapubiti pak \ Tubular carcinoma

ManuanapHuin pak \ Papillary carcinoma

MegaynnspHei pak \ Medullary carcinoma

Cnuauctbit pak \ Mucinous carcinoma

WHdunbTpupyowmi pax ¢ Mevannaauen: \ Invasive carcinoma with metaplasia:

BepeTeHokneTouHoro Tuna \ spindle-cell type
ocTeougHoxoHapouaHoro \ cartilaginous and ossous type
nnockokneto4Horo \ squamous-cel! type
AneHokucTo3HbIM pak \ Adenoid cystic carcinoma

Pak Mepxera cocka \ Paget's disease of the nipple

/ Obuwee uncno cnyuaes

5/47
0/30
0/5 -

L 0/3 -
0/2
3/4

2/2
2/2
2/2
2/2
1/1

Histological form by WHO typing

No of CK 17-positive cases/ total no of cases—l
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EXPERIMENTAL INVESTIGATIONS

B pakoBmx kjeTkax MHDUIBTPHPYIOMIETO NOJBKOBOIO
paxa (30 ciryyaes), a TakKXe TakMX peaknx (opM, KakK Ty-
Oy 1pHHI, NANMLISPHBI M MeAY/UISpHEL pak (10 cryua-
€B), kepatuH 17 oTcyTCcTBOBAT.

Obcyxnenne. Ipencrasnennne » HacTosmei paGore
AaHHbIE MOKA34JIH, YTO B IPOTOKOBHX H JOJLKOBHX paKkax,
TaK X€ KaKk M B TAKHX (OpMax KapuuHOM, KaK TyOyasp-
HHH, DaNM/UISPHHHA H MENYJUISPHHI paK, NOARJISIOmMEe
GOJIHIIMHCTBO PAKOBKX KJIETOK MMEET JIOMHHATHHAI te-
HOTHN, BHSBJASEMHH aHTATENAOM KioHA HI, cnemuduu-
HHM 2J1s KepatuHa 8. DTH pesyJIbTATH COOTBETCTBYIOT
MHOIOYMCJICHHHM JIMTEPATYPHHM AaHHHM, NOJYyYEHHRIM
npu npumeHennn MKA, coennduunnx u s apyrux Jmo-
MHMHAJILHHX KepaTHHOB: 18, 19, 7.

Conocrasnss HamM JaHHHE C AAHHHMHE IPYTHX ABTOPOB
[10, 12,14, 17, 211, cnrexyer nomuepkryTs, yro MKA H1,
coeunpuyHbe A1 KepaTHHA 8, pEarupyioT NPaKTHYECKH
CO BCEMHM DAKOBHMH KJIETKAMH B IIPOTOKOBO-JOJbKOBHIX,
TyOyISpHBIX, NAMWUISPHWX M MERYJUIIPHBIX KapUAHO-
MaXx, UEM OTJIMMAIOTCA oT Apyrux MKA, HampasiaeHHHIX K
JIIOMMHAJIbHBIM KeparuHaMm 18, 19, 7, B aMMyHOOKpamm-
BaHMH KOTOPHX HA0JII0Ja/1ach HEKOTOPAd TETEPOreHHOCTb.

Oxcnpeccus kepatuHa 17 B 91ux hopMax paka SBiasSeTcs
Ckopee MCKIOueHMeM, yeM npaswioM. Cpenu 87 ciyuyaes
9TOM rpynnm cnopagmueckue GOKyCH kepaTHH 17-mono-
XHTEIPHBIX KJIETOK BHISBJIEHW TOJBKO B § MHOWIBTPHPY-
IOIHX MPOTOKOBHX KapumHOMax (5, 7 %). OxHoBpeMenHO
KJIETKH 3THX (POKYCOB cOmepXasu KepaTH 8§ m Mopgosio-
THYECKH HHYEM HE OTJMYATHCh OT OCTAJbHHX PAKOBBIX
3J€MEHTOB. 3HayeHHe 3Toro (PakTa OCTAETCS HESICHBIM.
OTH JaHHBIE COOTBETCTBYIOT NAHHKM JIHTEPATYPH, IO KO-
TOPHIM TNPOLCHT MHBA3HBHEIX PAKOB MOJIOMHOH XeEJIE3H,
TOJIOXHTENbHHX Ha 6asanbHme xeparunl 5, 14, 17, xo-
aebaercs or 5 xo 12 [10, 14, 15, 21].

Mo nannbiM R.Wetzels u coasr. [24 ], xepatun 17-nosno-
KATEJbHHE KAPUMHOMH COCTABIIM 319 HHBa3HBHBHIX
dopm. Ilo-BHaAMMOMY, aBTOPH BKJIIOYIUIM B 3Ty IpYIIYy
cryyau ¢ "6asaipHOM" JIOKaIM3auMei kepatuya 17 B mpo-
TOKOBOIIOXOOHBIX CTPYKTYpax, B KOTODHIX OOBEKTHBHBIE
KPHTEPHH, NO3BOJSIOMHKE OTJHUHTb PAKOBYIO NpPHPOXY
KJIETOK OT MHOSNIUTEIHAIBHOMN, IPEACTABISIOT 3HAUMTE b
HBIE TPYOHOCTH.

Pe3ysibTaTh HAaIIEro HCCIEAOBAHMS NOKA3a/M, YTO IKC-
npeccus KepatiBa 17 B 3710KaYECTBEHHHX OMyXOMAX MO-
JIOYHOH XEJIE3H YETKO KOPPEIMPYeT C FMCTOJOTHYECKHM
BAPHAHTOM OIyXOJIH.

Bonpmuncreo cayyaes ¢ sxcnpeccueit kepatuna 17 (12
13 13) BHABJIEHO CPeay Onyxosei, KOTOPHE 1o Kiaccudu-
kauuu BO3 nonananoT B rpynny HEKOTOPHX peakux (opm
paka (cM.tabnumy). :

Tak, mo mammmm B.J.Epmunosoit u M.O.Kprutosoit
[4—71, ¢ 1973 no 1986 r. B xuamkax OHLI aBTopw Ha-
6.monany 6 IIOCKOKJIETOYHBIX PAaKOB, 4 paKa cO CMEMaH-
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By V.D.Ermilova and M.O.Krylova [4—7] there

-were 6 squamous cell carcinomas, 4 cancers with mixed

metaplasia, 2 adenoid cystic cancers managed at the
CRC from 1973 to 1986. These tumor types, as well as
mucinous cancer were characterized by longer disease
course as compared to ductal and lobular carcinomas
and had a better prognosis. Among the 12 CK 17-posi-
tive rare cancer cases one tumor only gave metastases.
A relatively better prognosis for mucinous cancer is
commonly recognized 16.

The data presented in this paper show the great value
of immunohistochemical assay for CK 17 in diagnosis of
rare breast cancers as compared with purely routine
morphological study. The diagnosis of squamous cell
carcinoma is the most demonstrative. The CK 17 ex-
pression in solid NOS cancers may be more indicative of
squamous cell metaplasia than the tumor histology.
Cancer forms rare for the breast, such as carcinoma
with metaplasia of squamous-cell, spindle-cell, cartila-
ginous and osseous types, adenoid cystic carcinoma
occur frequently in other organs, e.g. in the salivary
gland [11]. We suppose that the rate of occurrence of
these tumor types in different organs (e.g. breast and
salivary gland) is associated with differences in their
histomorphologic structures and the site of the tumor
origin.

According to the most widely recognized hypothesis
of S.R.Wellings and H.M.Jensen [23] most malignan-
cies of the breast arise at the boundary of ducts and lo-
bules in the so called terminal ductallobular unit from
the stem cells that have dual potentials to differentia-
tion in luminal or myoepithelium pathways. It is prob-
able that the advantage in the malignant growth is
gained by poorer differentiated and labile lining cells of
luminal phenotype containing simple rather than basal
keratins.

In the distant sections of the lactiferous arbor occur-
rence of malignant tumors is a rare event. This portion
of the breast arbor is lined with stratified epithelium,
and its basal cells coexpress CK 8 and CK 17 [22].
These basal cells may be considered precursors if the
malignant tumor does arise in this area. In this case CK
17 may be considered a marker of the basal layer of the
complex epithelium rather than a myoepithelium mar-
ker.

By many authors [13, 18] myoepithelium in the
salivary gland is localized in secretory segments only,
while the external cells of a considerable part of the
salivary arbor do not contain actin and are considered
true basal rather than myoepithelial. The most common
tumors of the salivary gland, such as pleomorphic
adenoma, adenoid cystic carcinoma arise in these
segments of the salivary arbor and contain a complex CK

&




9KCITEPUMEHTAJIbHBIE MCCJIETOBAHHS

HOM MeTaruiasuei, 2 afeHOKHCTO3HHX paKa. JTH BapUaH-
THI OIyXOJEH, 4 TAKXE CIH3UCTHIH paK OTIHYATHCh Gonee
JUTMTE/IBHBIM TEUYEHHMEM IO CPABHEHMIO C IIPOTOKOBO-A0JIb-
KOBBIMH pakamMu M mMmenn Gosiee 61aronpuaTHHI IPOTHO3.
W3 onucHBaeMHX B Hacrosmei paGore Kepatun 17-nono-
XHUTENBHHX PENKNX PAKOB METAaCTa3bl OTMEYEHH! JImb B 1
cayyae. CpaBHHTENBHO GNArONpUETHHIA MPOTHO3 CIM3H-
CTOTO pPaKa cynTaercs oOmenpusHauEsM [16 ]

Takum 00pa3oM, NpPENCTaBACHHHE NAHHbE TOKA3aJIA
6obIIOEe 3HAYEHNME HMMMYHOTMCTOXHMHYECKONO aHA/IN3a
Ha KepatuH 17 B BHIBJIeHMH peakux (GopM paka MOJIOYHOM
XeJie3sl [0 CPABHEHHUIO C UHCTO MOP(OSIOTHYECKUMHE METO-
aamu. Oco0eHHO MOKa3aTe/ibHA AHATHOCTHKA ILTOCKOKJIE-
TouHOro paka. Ilo-BumuMomy, skcnpeccust KepaTusa 17 B
conupHoM paxe Tuna BJ1Y Moxer okasateca Gosee neMoH-
CTPATUBHEIM NPH3HAKOM IUIOCKOKJIETOUYHOH METAIUIa3uH,
YEM FHCTOJIOTHYECKOE CTPOEHHE OITY XOH.

@opMH paka, KOTOPHE /I MOJIOUHOM XeJIE3hl SBISIOTCS
PEOKMMH, TAKHE KAK PAK C IUIOCKOKJIETOUHOM METAIJIa3ueHn,
pax C XOHAPOHIHOH, OCTEOMAHOM U BEPETEHOKJIETOYHOM Me-
TaIuIasuei, AIEHOKMCTO3HBINA paK M ApP., BCTPEYAIOTCS YacTo
B JIPYTHX OPraHax, HanpuMep B CIIOHHOU Xxenese [111].

MoXHO IpeanosoXuTh, YTO YACTOTa MJIN PEIKOCTh AAH-
HBIX (hOpM OmyxoJieit B pa3HHX OpraHax (HampuMep, B MO-
JIOYHOH H CJIIOHHOM XeJie3e) CBI3aHa C Pa3IMUUAIMH B I'HC-
TOMOP(OJIOrHYECKOM CTPYKTYPE M PA3HBIX TOUKAX pa3BU-
THS OIyXOJIEH B ITHX OpraHax.

CormacHo Hambosee pacOpOCTPAHEHHOM THMIOTE3E
S.R.Wellings u H.M.Jensen [23], IpOTOKOBO-IONBKOBHE
pPaKH MOJIOYHOM XeJIe3H BO3HMKAIOT Ha MPAHMIIE IPOTOKOB
M JOJIEK B TaK Ha3HBaeMOM KOHEYHOM IIPOTOKOBO-IOJIbKO-
BOHM EJMHHIE M3 CTBOJOBHIX KJeTOK, xudpepenumpyio-
IIMXCH KaK B JIOMHHAJBHHI JMBTENNI, TAK M B MAOSTIHTE-
sufi. BO3MOXHO, NpH 3/10KaYeCTBEHHOM pOCTe HaubosIb-
mee MpeMMYIIECTBO MOMyyarT Menee auddepeHuHpoBaH-
HblE M JIAOWIBHEE BHCTWIAIOMAE KAETKH C JIOMUHATBHHIM
dhenoTunoM, conepxammue nNpPocTHe, HO He 6a3abHbIE Ke-
PATHHHL,

B oTpe3xax, BHICTJIAHHHIX MHOIOCJIOMHEM 3MUTETHEM,
o3J0KauecTeaeHne — coOnTHe Gonee penxoe. Ilpemmect-
BEHHHKAMH ONyXoJeHd MOryr OnTh (asajbHHE KJIETKH
MHOTOCJIONHOTO ILIACTa, KOSKCIPECCHPYIOMME KEPATHHH
MPOCTHX ¥ CJIOXKHBIX SIMUTENIHMEB (B JaHHOM CIyyae Kepa-
TiHHE 8 ¥ 17 [22]). B penxux onyxonax, BO3HMKAIOMMX B
ITHUX OTPE3KaX MOJIOYHOIO JepeBa, KepatuH 17 BeCTymaer
yXe€ He KaK MapKep MHUOANHMTENNS, 4 KaK Mapkep O6asasb-
HOTO (JIOS CJIOXXHOTO SIHUTE/IAA.

B cmoHHOM Xene3e, KaK CUMTAIOT MHOTHE aBTOPH
(13,18 ], MuoanuTenuii JOKaANM3YETCH TONBKO B CEKPETOP-
HbIX OTAE/AX, 3 HA 3HAUMTEIPHOM NPOTSKEHHH CJIOHHOTO
JCpeBa HADYXHBIE KJIETKH HE COAEPXAaT AaKTHHA H
paccMaTpMBAaIOTCd KaK WCTHHHO Oasanpume. HamGonee
pacIpocTPaHEHHHE Oy X0/IM CIIOHHHIX XeJe3, TAKHe Kak
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pattern including CK 17. However, this supposition fails
to explain expression of CK 17 by signet-ring cells of
mucinous cancer.

In conclusion we should like to note the practical sig-
nificance of our findings. Positive immunoreactivity for
CK 17 of breast tumors is an objective criterion that dis-
tinguishes rare tumor types with a slow course and bet-
ter prognosis among carcinomas difficult of identifica-
tion.
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CLINICAL INVESTIGATIONS

IOT B 3THX YUacTKaX CIIOHHOIO IEPEBA M MMEIOT CJIOXHHH
Habop KepaTHHOB, BKIouas xepathu 17. Bmecte ¢ Tem sxc-
MPECCHIO KepaTHHA 17 MePCTHEBMAHKEMA KNETKaMHA CJIA3H-
CTOTO paKa TPYAHO OOBSCHUTD C NO3UIMHA BHABHTAEMOI r'H-
TIOTE3HI. :

B sakmouenne OTMETHM NpakTHYECKOE 3HAYEHHE Mpe-
CTaBNEHHHX HaHHHX. [lonoxurenbHOe MMMYHOOKpAamIMBa-
HME OMyXOJIEH MOJIOMHOM XeJle3HW Ha KepatuH 17 aBMiaoch
OOBbEKTHBHEIM KDHTEPHEM, NO3BOIMBIIAM BHSBATbL CPEIM
TPYAHO MACHTH(HUMPYEMHIX KAPIMHOM BAPHAHTH DPEIKHX
OImyXxoJIeH, XapaKTEpPH3YIOMMXCSd MEJICHHRM TEYCHHEM H
AMeIomuX 6J1aronpUSTHED IPOTHOS.

AsTopH BHpaxalor GaaromapHocts wieHy-kopp. PAH
npo¢. }0.M.BaciibeBy 3a NOCTOSIHHHI MHTEPEC M TOJIE3-
.Hoe obcyxnenne paborn; U.C.Tunr u A.A.Heiidaxy 3a
npenocrapneane MKA x sumertuny; B.B.Ienexropckoit
32 NPOBEACHHE 3JEKTPOHHO-MMKPOCKOIMHYECKOTO HCCHEN0-
Banus; H.B.Yeprakosoit 3a kBamnduumMpoBaHHyIo TEXHH-
YECKYI0 IOMOUIb.

KJIMHUYECKUE
MCCIIETOBAHUS
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TIpuMeHeHHe 9JEYTEPOKOKKA B OHKOJIOTHH

HHH  axcnepumenmanvnoii Ouaznocmuxu u
mepanuu  onyxoned, HHH  xrununeckoii
OHKONOZUL

Ha coBpeMeHHOM 3Tame OHKOJIOTHYECKOH HAayKH BCE
GospInee BHUMaHUE YOENSETCS M3HICKAHUIO CPEICTB, MATO-
FEHETHYCCKH BJHMAIOMMUX HA OIyXOJEBHI NPOLECC U yBe-
JHYHMBAIOIMNX 9(HEKTHBHOCTE COBPEMEHHOIO IIPOTHBO-
ONyX0JEBOro JieueHus. [lepcnexTHBHHMM B 3TOM OTHOMIE-
HHAM SBJIFIOTCS BCINECTBA IIPHPOOHOTO IIPOMCXOXICHHA,
obs1analonye afanTOreHHbBIMH CBOMCTBAMH, T.€. BHPAXEH-
HBIM DETYIUPYIOIIUM BJIMAHHMEM HA TOMEOCTa3, HOCKOIBKY
MMEHHO TSXEJHE M BCE YCYryOnsiomuecs HapymeHns ro-
ME0CTa3a MPHU3HAIOTCA ORHOM M3 OCHOBHHIX IPHYHMH MHO-
I'HX CJIy4yaeB HEyAlay B JICUCHHHM OHKOJIOHYECKHX GObHEIX.

H3BecTHO, YTO OCHOBHEIM OPraHM3YIONIMM 3IEMEHTOM 3a-
MIMTHO-aaNTAIAOHHON AESTEIPHOCTH OPraHM3Ma SBJISETCS
crpecc. CrpeccopHast peakums B YCJIOBHSX HOPMB HAIIPaBJIe-
Ha HA pa3sBHTHE JOJIOBPEMEHHON (PEHOTHIIMYECKON ananTa-
uun. B Tex ke oryyasx, KOrma CTpeccopHOE BO3HEHCTBHE
YPEC3MEPHO MUIMTE/IBHO HJIM PEAM3yeTcd B Oe3BBIXOMHOIM
KOH(VIMKTHOM CHTYaLMM, CTPECC MOXET CTaTh NATOTCHETH-
YEeCKO# OCHOBOM paka [3 ] M ApyIvX TsKEJHX HETyTOB.

B paGorax psina aBropos nokasaso [1—3, 9, 39, 40, 46,
47 ], 4TO OMyXONEBHI NPOLIECC M €r0 JIEYEHHE (XHUPYPrH-
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INVESTIGATIONS

N.1.Syutkina, V.1.Kupin, V.P.Letyagin

Use of Eleutherococcus in Oncology

Research Institute of Experimental Diagnos-
tics and Therapy of Tumors

Increasing interest of modern oncology is attached to
drugs that produce a pathogenic effect on tumor disease
and improve antitumor treatment results. Natural sub-
stances are promising in this respect as they possess
adaptogenic properties, i.e. pronounced regulatory in-
fluence on homeostasis, while severe, progressing dis-
order in homeostasis is mainly thought to account for
many failures i treatment of cancer patients.

Stress is known to be the main organizing element of
the body defence and adaptation. The normal stress re-
action promotes long lasting phenotypic adaptation.
However, abnormally long stress effect, as well as stress
reaction in hopeless situations may become a patho-
genetic cause of cancer [3].

Some authors think [1—3, 9, 39, 40, 46, 47] that
tumor disease and its treatment (surgical tumor remo-
val, emotional and pain stress, administration of toxic
antitumor drugs, radiation therapy) are a heavy stress
burden and sharply enhance metastasizing especially
when act in combination [38, 45, 52].

Use of adaptogens is of great interest as for correc-
tion of stress damage restriction and prevention mech-
anisms with a view of prophylaxis of metastasizing,
more 5o because adaptogens produce both pronounced




