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TECTBI IN VITRO JJIsSl TIPOTHO3A TEUEHHWS
KOJIOPEKTAJIBHOTO PAKA

HHH sxcnepusenmansion Quaznocmuru u mepanuw onyxoaet,
HHH kamuwmeckotd onxoaoeuy, Mocksa, o6aacmiot onkoaoouiecki
ducnancep, Boroeda

OrpomHas 3HaUMMOCTb MPOBIEMBI MPOTHOZHPOBAHHS
TEUCHHS KOJOPEKTAIBHOTO paKa He BBI3LIBAET COMHEHHIL.
Knvnnueckuit moaxom x mporHosMpoBaHMIO ClIaraeTcss B
OCHOBHOM M3 CIEAYIOIMX MapaMeTPOR: KIIACCH(PHKALIH
onyxonu 1o cucreMe TNM, rucrosloruyeckoro THMA HU
CTeNeHN U] epeHIMPOBKH KIETOK, HHBa3HH B KDOBEHOCHBIE
H TUM(aTHIECKHE COCY/bI, YHC/IA METACTATHUECKH MOPasKEH-

perplasia development. Our findings concerning increascd
frequency of EGFR expression in preinvasive en-
dometrial lesions arc in agreement with other findings
of increased frequency of EGFR detection in en-
dometrium cancer [4]. However, EGFR mean concen-
tration in the patients with endometrial adenoma was
the same as compared to the patients without endometrial
lesions and much lower than in endometrial cancer as
measured by N. E. Kushlinsky and E. S. Gerstein at
the same laboratory and by the same technique [4].
This suggests that enhancement of endometrial prolif-
erative activity and development of endometrial adenoma
proceed in parallel with increase in frequency of EGFR
expression without significant elevation of EGFR con-
centration characteristic of endometrial cancer.

Both groups demonstrated lower rates of ER and
PR expression as compared to other studies [2, 9]. This
may be due to long disease duration and multiple hor-
mone therapy cycles that was aimed to normalize men-
struation cycle, to cure infertility and endometrial hy-
perplasia.  Although there were no considerable
differences in frequency of sex steroid hormone receptor
expression between the patients with and without en-
dometrial lesions, PR concentrations in cases with en-
dometrial adenoma was lower as compared to those
without endometrial hyperplasia.

Complex analysis of frequency of EGFR and steroid
hormone receptor positivity demonstrated that the pa-
tients with endometrial adenoma presented with the
EGFR+R-ER- pattern threefold as frequently as the
patients with normal endometrium which was suggestive
of local regulation of the proliferative processes [3, 5,
12]. The EGFR+PR-ER- status is a sign of low hormone
sensitivity of some tumors and may be a poor prognostic
factor [3-5]. Analysis of disease course in the patients
with endometrial lesions with respect to EGFR status
discovered some differences. The EGFR+ patients had
exchange and endocrine abnormalities less frequently,
though their disease course was more severe as confirmed
by the larger number of diagnostic: abrasions for the
same period. :

V. A. Britvina, Z. F. Shelaputina, G. K. Gerasimova,
V. V. Prorokov

IN VITRO TESTS FOR PROGNOSIS
OF COLORECTAL CANCER COURSE
Research Institute of Experimental Diagnosis and Therapy of
Tumors, Research Institute of Clinical Oncology, Vologdu Regional
Cuancer Center

Prognosis of colorectal cancer course is of much im-
portance in clinical practice. Clinical approach to the
prognosis is based on the following parameters: TNM
disease classification, cell histology and differentiation,
blood and lymph vessel invasion, regional lymph node
involvement, tumor growth velocity, patient’s age and
sex [4]. Although these parameters are not enough to
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HBIX pErHONAPHBIX JHM(DOY3NOB, TEMNA pOCTa  OIyXOJl,
Boszpacta W noja OGonbHbIX [4]. TlpaxTika nokaspiBacr,
YTO HCMOJB30BAHHE TOJNBLKO 3THX [OKa3aTeieil sBHO He-
JIOCTATOUIIO JifIsl TPOTHO3a TEUEHMs H3YuaeMoro 3abolic-
BaHUSI M Ha3HAUEHHA JIeKapCTBeHHOTO Jieuentust [1, 5, 6,
8]. OueBnio, YTO MOCNEONEPAIMOHIIOE TEUCHHE KOIOPEK-
TallbHOTO paKa B 3HAYUTEIBHON CTENCHU OINpemelseTcs
OHONOTHYECKHMH O0COGEHHOCTAMH NEPBUMHON OMyXomu [2,
7]. TIosTOMY TpOHOIKAETCS IOMCK AOMONHUTEHBHBIX HH-
(hopMaTHBHBIX MoKasaTelell, XapaKTepH3YIOIHX CTENeHb
arpecCMBHOCTH OIyXOJeBOro mpotecca. B manHoMm wccie-
MOBAHHMHM MBI BKIIOUMIH B YHCIO OUEHHUBAEMBIX GHOJIO-
THYECKUX MPU3HAKOB OMYXONMM pAN TOKa3aTelel, onpee-
JsIEMBIX B TECTax in vitro: NPONH(EPATHBHYIO aKTUBHOCTD
OMYXONEBBIX GHONTATOB, JIEKAPCTBEHHYIO YYBCTBUTEDb-
HOCTB, PELIEITOPHBIH CTATyC. BriepBhle GbINK H3y4eHbI KOp-
PCIALMOHHBIE CBI3H MEXJLY HUMH M JAlILHEHIINM TeueHueM
3aboJeBaHus TMOCHE PaJUKAIbHOTO XMPYPIHYECKOTo Jieue-
Hus. Ha ocHOBaHMH ITpOBEAEHHOrO anamM3a GBUIA OlcHeHa
HNPOFHOCTHYECKAA 3HAYHMOCTh HEKOTOPHIX (PAKTOPOB, Xa-
PaKTEPU3YIOMHUX OHONOTHUYECKHE OCOBEHHOCTH MEPBHUHOM
ONYXOJIH.

Marepnaint n Merosnl. O6cncnosanu 107 GonbHbIX, pagHKATBHO OfNC-
PUPOBAHHBIX TI0 NMOBOJY KONOPCKTAILHOIO paka. 46 MalyCHTAaM B nochnc-
OMCPALHOHHOM TICPHOAC MPOBOANIH ABIOBAHTRYIO XHMHOTCDANHIO S-(bTo-
pypaunaoM unu gropadypoM Mo crangaprHoit exeMc. Bospact GonbHbix
B cpepHeM coctapuit 37 niet. XKcHwuH Gbino 62 (60%), myxunn — 45
(40%). YV 64% GombHpix auarHoctuponbana Illa cragus 3aBoncpanns.
B 49% cnyuacs ncpBHuHas OMyXonb JNOKANH30BaNach B CUrMOBHIHOK
kuwke. 89% onyxoncit GsUIH aACHOKAPLUMHOMAMM ¢ PA3AHYHON CTCNCHBIO
IuddepcHUMpoBKY. YIaNCHHBIC BO BPeMst ONICPALIMM ONYXOH 97 60NbHBIX
BbITH MCCNICIOBAHBI HA UYBCTBUTCILHOCTD K 4 MPOTHROOIYXONCBLIM npe-
naparTam: apHaMHUHHY, BHHKDHCTHHY, METOTpCKCATy, S-bTopypaumny.
Jlns onpeACNCHHUS JICKAPCTBCHHOM YYBCTBUTCIBHOCTH 3MOKAYCCTBCHHBIX
OMyXONCit TONCTOH KHWKK B PAaGOTC GBI MCTIONB3OBAH MCTOA KpATKO-
BPEMCHHOTO KYJETHBHPOBAHHS NEPCKUBAIOILCH ONYXONCBOi TKAHU in Vilro
€ OLCHKOM LHTOTOKCHUCCKOTO 3(h(CKTA MO M3MCHCHHIO BKIIOYCHHMS Mc-
ycroro TuMuguHa (*H TdR) B JHK onyxoncbix kinerok.

Hurorokcuueckoe AcHCTBHC S-hropypauuna, yunTbIBas OCOBCHHOCTH
cro McTabony3Ma, OLCHUBAM KAK 10 TOPMOXKCHHIO, TAK U 1O CTUMYJSLHH
BKJIIOYCHMS TUMUAHHOBOH MeTkM B JIHK onyXoneseix kicrok cobiuic
40%. TlpenapaTsl HITH MX KOMGMHAUMHM CYUTATH AKTHBHBIMH, @ OMTyXONH
YYBCTBHUTCIIBHBIMH K HHM, CCIH TOPMOMXCHHC BKJIOHYCHHS KCTKaMHu SH
TdR nop BmusHucMm nperapata 6etno Gonce 40%.

58 onyxomci Tcx xc GONMBHBIX GBUIM MCCICAOBAHBI Hi CONCPKAHHMC
B HHX PCLCNTOPOB CTCPOMAHBIX FOPMOHOB: dHAPOFCHOB, JCTPOTCHOB, MpPO-
TCCTCPOHA, TIIOKOKOPTHKOMAOB. PCLUCNTOPEI CTCPOH/IHBIX FOPMOHOB Ofl-
PCACHSANM MO MCTOAY, pekoMcHmoBaHHOMY Eoric Breast Cancer Coop-
crative Group ¢ HCBONBWHMH Mogubuxauuamu [1].

Onyxonb CuMTANM PCLCTITOPNONOKHTCILHON NPH OBHAPYKCHHH B Heli
OfIHOTO WM HCCKONBKHX BHAOB peicnTopon. COACpkaHue pPELCNTOpoB
CTCPOMIHBIX TOPMOHOB M3Mcpsiii B GMonsx Ha | Mr Hcnka uutosons
(pmonsv/mr Genxa). Jns pecX BHAOB PCLCHTOPOB TI'PAHMLUCH peucntop-
TIOJIOXKHUTCIBHOCTH CUMTANIM YCNOBHLIE ypoBeHb 10 gmons/Mmr Genka.

Jtst 06paboTKH MONYHCHHOTO JKCMICPUMCHTANIBHOTO MATCPHATA H Bbl-
SIBJICHHS 30KOHOMCPHOCTCH HCITONB30OBANH MCTORB! MATCMATHYUCCKOM CTi-
THCTHKH H MHDOpMAaTHKH. [IIs OLCHKH JIMHCHHBIX CTATHCTHUCCKUX CBS3CH
GblM BBLIUMCICHB! 3HAYCHUS KOXppHUMCHTA Koppensumn (r) oxenepu-
MCHTAIBHBIX TIPU3HAKOB in vilro Moxay coBol, a Takke koppensuuu
OTHX TIDH3HAKOB ¢ JPYTHMH MPH3HAKAMH, H3YYACMbIMH B [JAHHOM HC-
cacposabky. TTokasaTenu S5-NICTHCH BBDKMBACMOCTH B Kaxjoil rpynnc
PACCYNTBIBANY MCTOAOM [OCTPOCHHS Tabauu KokuTHA. [JocToBepHOCTh
PA3ANYHil CPABHHBACMBIX BCIHYMH OUCHUBIIN 1O [-KpUTCpHIo CTHIOACHT,
PASIHYMS TONYUCHHBIX MOKA3ATCACH MCKAY TPYMMAMH CHHTAIM CTATHC-
THUCCKH SHAUMMBIMH CO CTCRACHBIO BeposaTHocT p < 0,05 [3].

Pesyavratel n obcyxaenne. IIporHocTuueckyro 3Hawm-
MOCTb H3YUaeMBIX IMOKasaTeleH OHEHMBANM IO HX KOp-
peTsI MEXIY cOB0M, ¢ KINHHYECKH OLEHUBACMDIMEH
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make accurate prognosis and to choose adequate medi-
cation treatment for the diseasc in question [I, 5, 6].
Postoperative course of colorectal cancer is evidently
determined by biologic characteristics of the primary
[2]. Additional informative characteristics of disease ag-
gressiveness are needed for the prognosis. The purpose
of this study was to evaluate biological characteristics
of tumors measured in vitro tests, such as proliferative
activity of tumor bioptic specimens, drug sensitivity,
receptor status. This study was the first to analyze re-
lationship between these characteristics and disease
course after radical surgery. Basing on these findings
we attempted evaluation of prognostic value of some
factors characterizing biological features of the primary.

Materials and Methods. The study was performed in 107 patients
having undergone radical surgery for colorectal cancer. 46 paticnts
reecived postoperative adjuvant chemotherapy with 5-fluorouracil or
Nuorafur by standard schedule. The paticnts’ mean age was 57 ycars.
There were 62 (60%) lemales and 45 (40%) males in the study group.
64% had slage M discasc. 49% had the primary in the sigmoid. 8%
ol the tumors were adenocarcinomas of various degrees ol dilTerentiation.
Opcralive specimens [rom 97 patients were studied for sensitivity to 4 an-
titumor drugs: adriamycin, vineristine, methotrexate, 5-fluorouracil. Drug
scnsitivity of colonic cancers was cvaluated by short-term in vitro culture
of surviving tumor tissuc with mecasurcment of cytotoxic cficet by labeled
thymidinc uptake in tumor ccll DNA to follow.

Tesl drugs were considered active and tumor cclls sensitive to
these drugs if 3HT uptake inhibition under the cffect of the drug
was morc than 40%. Due to particular metabolism of 5-fluorouracil,
the drug cytotoxicity was cvaluated both by the inhibition and by
stimulation of thymidinc uptake in tumor cclt DNA morc than 40%.
58 tumors from the samc patients were studied for steroid hormone
receptors, such as androgens, estrogens, progesterone, glucocorticoids.
Steroid hormone receptors were determined by the method reccom-
mended by Eoric Breast Cancer Cooperative Group with minor
modifications [1].

Tumors were treated as receptor-positive if they had one or more
receptor types. Steroid hormonc receptors were measured in fmol
per mg cytosol protein (fmol/mg protein). Receptor-positiveness cut-off’
was 10 fmol/mg protein for all reccptor types.

Experimental findings were processed by methods of mathcmatical
statistics and informatics. Lincar corrclations between individual in
vitro characteristics as well as between the characteristics in question
and other paramcters werc assesscd by correlation coefficient (7).
Five-year survival in every group was calculated by lifc tables. Analysis
ol differences was performed using Student’s t-test at p <0.05 [3].

Results and Discussion. Prognostic significance of the
characteristics studied was assessed by their reciprocal
correlation, by correlation with clinically evaluated ob-
jective characteristics of disease course and treatment
outcomes.

None of the biological characteristics of the primary
depended on patient’s sex, age, disease stage, tumor his-
tology. Of most significance for assessment of prognostic
value of the in vitro factors were rates of 5-year survival.

The following parameters were evaluated to measure
relative proliferation rate of colorectal cancer: initial
proliferative activity of cells in tumor bioptic specimens
(K) and proliferative activity of the cells after 4-hour
incubation (K,). The 98 tumors under study were divided
into 3 groups depending upon K, value as follows: slow
proliferating cells (group 1), cells proliferating at medium
rate (group 2) and fast-proliferating cells (group 3).

To evaluate prognostic value of the proliferative ac-
tivity of tumor bioptic specimens we compared this pa-
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OOTLCKTHBILIMIL TTOKAZATCISIMIT TCUCHIS OIMYyXOJIEROI0 3a60-
JICBAIHSL I PC3YIILTATAMH JICUCHHST DONBHDIX.

IMposejenntii anaii3 nokasaj, uTo HM OJHH U3 TO-
Ka3aTencii, XapakTepu3yonuix GHoIoTHIeCKHE 0coBeHIOC-
TH HEPBHYIONH OYXOJH, 1IC 3aBHCHT OT Ilojla, BO3pacrta
BonpHoro, crenein 3aGoacBanis, THCTONIOTHYECKOTO THIIA
onyxonu. Hanbonnmwuit unrepec s permenus Borpoca
0 MeNneco0bpa3sHOCTH MCIONL30BAMS TaPaMETPOB, OIIpe-
JEISIEMBIX in vitro B KadecTBe (PAKTOPOB NPOrHO3a, Tpef-
CTABJIAIOT JAHILIE O BBDKHBAEMOCTH GONBHLIX B TEUEHUE
5 NET IocCNne HpOBEASHHOIO IIEUCHHMS.

1t OUEHKH OTHOCHTENBHOM CKOpPOCTH Mponubepanun
3JIOKAYECTBEHIIBIX ONMYXOJNIEH TOJICTOH KMIUKH OBUIM oOlle-
HEHBL: IIOKa3aTellb UCXONHOTO YPOBHS NpONH(EepaTHBHOM
aKTHBHOCTH KJIETOK OIyXoJjeBbiX 6uomnratoB (K,) u mo-
KazaTelb MpoaH(pepaTHBHON akTHUBHOCTH KJIETOK GHOMNTa-
TOB onyxonu uepes 4 1 uuxybauuu (K,). B 3aBucumoctu
OT 3HaveHMs nokasareist K, 98 usyuaeMrIx onyxosreit 6putH
PpasieneHbl Ha 3 TPYINLL: MeUIeHHONpotn(epupylomue (1-5
TpYNINa), CO CpefHei CKOpoCcThIo ponudeparnt (2-s rpy-
na) u 6eictponponudepupyromue (3-1 Tpynna).

Hisi TOro 4To6B! OLEHUTH IPOTHOCTHYECKYIO 3HAUM-
MOCTh TIOKa3aTeNs NpoiludepaTHBHOM AKTHMBHOCTH OIy-
XOJICBBIX OHONTATOB, MBI NPOBEIH CONOCTABIIEHHE €ro C
BBDKHBACMOCTBIO GOJIBHBIX B TEUEHHE 5 JIET IOCHE IIpo-
BEIEHHOTO JieueHHs (Tabn. 1).

Kax BUAHO M3 HanHBIX Tabn. 1, cpemHMe mokasaTenu
BBDKHBAEMOCTH HECKOJIBKO PACXOATCSA TOJIBKO Ha 5-M TORY
HaOIIONEHNS: BBEDKMBAEMOCTh HIKE B TPYIINE NalHEHTOB,
4bH ONYyXOJEBble OHMONMTATHl 0ONANANH BBICOKOH Mponn-
(bepaTUBHOM AKTHBHOCTBIO in vitro.

AHanu3 KOppEMSIIMOHHOW MATpHIbB! IS 3THX IIOKa-
3aTelleii TaKKe BBISBHI O6PATHYIO KOPPEAIHMIO TTOKA3aTeNs
K, u npomomxurensroctn xmsuu bonpusix (r = -0,17).

Takum o6pa3oM, BbisBleHa o6paTHas KOppeNALUs
MEXKAY CKOPOCTBLIO Iponudepanuy GHONTATOB 3M0KAYECT-
BEHHBIX ONYXOJICH TOJCTOH KUIIKH in Vilro W NPOJOIKH-
TeNbHOCTHIO JKHM3HH OONBHEIX, YTO CBUAETENLCTBYET O HOIIE-
IIEil arpecCHBHOCTH OIYXOJEBOTO Mpollecca Y MALMEHTOB
C BBICOKOH NponubepaTHBHON aKTHBHOCTBIO OIYXONEBBIX
KIETOK in vitro. OXHAaKO CTeHeHb KOPPENALHOHHOMN 3aBH-
CHMOCTH 3THX IPHU3HAKOB cjlabas, Mo3TOMy MaHHBIH Tmo-
KazaTellb He pacCMaTpHBAJICAd HAMHU KaK CaMOCTOSTEIbHBIMH
MPOTHOCTHYECKHUIT (hakTOp.

Hanbonpmmit MHTEpec mis pemeHHMs BOIIpoca O Iie-
7ecOOBPA3HOCTH HCIIONB30BAHMS MOKA3aTeNsl JIeKapcTBEH-
HOH YyBCTBUTENBHOCTH OMYXOJNEH in vitro B KauecTe (hak-
TOpa NMpOrHO3a NpEACTaBIAIOT MAHHBIC O BBLDKMBAEMOCTH
GONBHBIX B TEYEHHE 5 JIET IOCIE MPOBEIECHHOTO JICUCHHUS.
IIpu m3yuennn xapakrtepa TedeHUs 3a60I€BaHHS GBUIO yc-
TAHOBJIEHO, YTO y GOJBHBIX, OIYXOAH KOTOPBLIX B TeCTax
in Vvitro OBUIM YYBCTBUTENBHBIMH K MPOTHBOOITYXOJEBBIM
npenapatam H K 5-(pTopypatiny B 4acTHOCTH, 4alle BO3-
HUKAM peuuanBel M MeTacrtasnl (29%), ueM y OOMBHBIX
C PC3UCTEHTHBIMU OmnyxoJsMu (5%). Ilpu stoM BHO TIpo-
BEJACHHOIO JICUCHUA (XHPYPrUYeCKUH HIM KOMGHHHpOBaH-
HbIH) HE UMeJ 3HauyeHWA. [IpM aHanm3e CPOKOB BO3HHK-
HOBEHHSI PELMIHMBOB MM METACTA30B YCTAHOBICHO, UTO
CpEMILsisl TIPOJTOIIKUTEIBHOCTh «CBOGOHOTO MTPOMCIKYTKA»
Yy OONLHBIX C PE3UCTEHTHBLIMH OHYXOJSMH OblIa 3HAH-
TeNbHO Gomblue (44 Mec), ueM y BOJILHEIX € UYBCTBHTEIb-
HBLIMI ontyxonaMu (25 mec). Pe3ynbTaThl BLDKHBAEMOCTH
BONBHBIX B 3aBHCUMOCTH OT JIEKAPCTBEHHON 4yBCTBUTEIb-
HOCTH MEPBUYHON OMYXONH NpeACTaBieHbl B Tabm. 2.

Kax BuHO 13 Ta6i. 2, HaunHast ¢ 4-ro roga HabmIoNeH s
BBIKHBACMOCTL GOJILHBIX, OMYXOJH KOTOPBLIX PE3HCTEHTIILI

Tabnuya 1 Table 1

Mokaszatenu BLHKUBAEGMOCTH GOMLHLIX KOMOPEKTaMbHLIM
pPakoM B 3aBUCUMOCTU OT NponundepaTUBHON AKTUBHOCTH
onyxonesbix BuonTtatoB in vitro 3a 5-neTHU# nepuoa
HabnogeHun

Survival of patients with colorectal cancer with respect
to in vitro proliferative activity of tumor bioptic
specimens for 5 years of follow-up

Mokasatenb BohkusaemocTy, %
Mepuon HaGntoneHus nponudepaTtueHas akTueHocTb (K,)
1-A rpynna 2-9 rpynna 3-9 rpynna
1 rog/1 year 100+0,5 92+6,8 94,6453
2 ropa/2 years | 93,1138 85,8+6,8 89,0£53
3 ropa/3 years 90,6+24 783+7,1 76,3+8,3
4 ropa/4 years | 88,0+%26 78,3+0,5 76,3+0,3
5 ner/3 years 88,0405 78,3+0,5 66,789
group 1 group 2 group 3
Follow-up time proliferative activity (K,)
% of survival

NpumedaHne. Paanuuua cpaBHUBaeMbix pe3ynbTaToB BO BCEX rpynnax
HepocToBepHbi (p > 0,05).
Note. The differences in all groups are not statistically significant (o > 0.05)

rameter with 5-years survival of the patients after radical
treatment (table 1). _

As seen mean survival rates show some difference
only during the fifth year of follow-up: the survival
is lower in groups with higher proliferative activity of
cells in vitro.

Analysis of correlation matrix for these parameters
also demonstrated inverse correlation of K, values and
patients’ life time (r =-0.17).

Thus, the in vitro proliferation velocity of cells from
colonic tumor bioptic specimens is found to be inversely
correlated to patients life time which is evidence of
higher disease aggressiveness in patients with high in
vitro proliferative activity of tumor cells. However, degree
of this correlation is rather low, therefore we do not
consider this parameter a significant prognostic factor.

Prognostic value of tumor drug sensitivity was as-
sessed in comparison with 5-year survival. As appeared
patients with tumors demonstrating in vitro sensitivity
to antitumor drugs in general and to 5-fluorouracil in
particular relapsed and developed metastases more fre-
quently (29%) than patients with resistant tumors (5%).
Treatment modality (surgery or combination treatment) -
was of no importance. Disease-free survival in patients
with resistant tumors was much longer (44 months)
than in cases with sensitive tumors (25 months). Rates
of patients’ survival with respect to drug sensitivity of
the primary are presented in table 2.

As seen survival of patients with resistance to all
antitumor drugs tested was significantly higher than in
cases with in vitro drug sensitivity.

Thus, the drug sensitivity of colonic cancer is in-
versely correlated to disease course. This proves that
drug sensitivity of the primary is an autonomous factor
of poor prognosis of disease course.
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KO BCEM TECTHPOBAHHLIM HPOTHBOOMYXOJIEBLIM IIpenapa- Tabnuya 2 Table 2
TaM, 6blIa OCTOBEPHO BbIIIE, YeM TMAUMEHTOB C OIYXO- Pe3ynbTaTbl BbDKMBAEMOCTH GOMbHLIX PaKOM TOCTOW
JSIMH, OONATAIONIMMHU JIEKAPCTBEHHOI! UYBCTBHTENLHOCTRIO KMUIKW M NEeKapCTBEHHas YyBCTBUTENLHOCTL OnyXoned
in vitro. Survival of coloret':tgll cancer patients with respect to

Takum o6pasoM, Oblla BBIABIEHA oOpaTHAas CBA3DL tumor drug sensitivity
MCXKIY ITOKAa3aTelIEM JICKAPCT: BEHHOI YYBCTBUTEIIBHOCTH 3JI0- JlexapcTBeHHan 4yBCTBUTENLHOCTL
KAYeCTBEHHBIX OMYXOJeif TONCTOH KHIIKM M XapaxkTepoM onyxonm, onyxonm,

TeueHus! 3abosyeBaHus. DTO CBUACTENLCTBYET O TOM, UYTO H';'gg:O%_ UYBCTBUTENbHbIE HEUYBCTBUTENbHbIE
NEKapCTBEHHAsE UYBCTBUTEIBHOCTh OIyXONei  ABNAETCA win | P e oM | K MPoTvERoTxonessiu | P
CaMOCTOATENBLHBIM (HhaKTOPOM HeBNArONPUATHOrO MPOrHO-

“ 4yucno BbhkuBae- yucno BbiXuBae-
3a HJAIBHCHIIECIO TCECUYCHHUSA HTAHHOIO 3&60HCB3HHH. BoNbHBLIX MocTs, % | BonbHbIX MOCTb, %

Jna BHIABIEHHSA IMPOTHOCTHYECKOH 3HAYMMOCTH pElEN-

TOPHOT'O CTaTyca OIyXONH MBI M3YUYMIH XapaKTep TeUeHHs 1 roa 48 958x29 | 31 100+0,5 | >0,05
3a00JIcBaHUSA B HAOIIOMAEMOMH rpyrie GONBHBIX 3a S-TeTHMil 1 year

Teprof. B pesynbTate NpOBENEHHOTO aHATI3A GHUIO YCTAHOB- % roaa. 45 | 855%45 | 29 | 10003 | >005
JIEHO, YTO HYacToTa OOHapyKCHMS PelENTOpOB B OIMYXOJLIX 3 |¥o,qa 40 760+43 | 26 100402 | >005
y GONBHBIX, HAXOUIIMXCA TOCIE ONEPALMN B CTOMKON peMHC- 3 years o o

cuut (77%), 3HAMTENBHO TIPEBBIIIACT AHANIOTMUHBIHN HOKa3aTelb 4 ropa 30 73,3%25 23 100+0,5 | <0,05
y OOJNBHBIX, MOTMOMMX B pE3YNbTAaTe TNPOrPECCUPOBAHMS 3a- 4 years

Gonepanust (44%). Taxoke 6BUIO BBIABIEHO, YTO YACTOTA BO3- g ;:;rs 27 | 705£27 | 22 | 100£05 | <0,05
HUKHOBEHISI PELMIMBOB IWIM METacTa3oB y GONBHBIX C pe-

HENTOPIONOXHUTENEHBIMH - OITyXOJIMH  HIDKe  (12%), yem No. of |, -1 Ne. of |, )

y GONBHBIX C PEUENTOPOTPULIATENBHBIMH OMYXOLIMH (36%). cases | of sunivall ogog | % of sunvival

JaHHbIE CONOCTABIEHHS DPEUENTOPHOTO CTaTyca OIy- Follow-up ™ of tumors sensitive to | of tumors non-sensitive | P
xone#t GONBHBIX, PAAUKAIBHO OTIEPHPOBAHHBIX IO TIOBOJY antitumor drugs to_antitumor drugs
paka TOJCTOM KHIIKH, C NOKA3aTeNAMH S-JIEeTHEH BBIKU- Drug sensitivity
BAacMOCTH IIPEACTABICHH B Tabn. 3.

B Teuenme mepBhIX 3 €T HaOMIONEHUS PA3NHYMA I10- Prognostic value of tumor receptor status was also
KasaTellell BBDKMBAEMOCTH B CDaBHMBAaEMBIX TPYNIax He- evaluated by comparison with 5-year survival of patients.
noctoBepHel. K 4-My rofy HabIioneHHs BBIABISIOTCH JO- Rate of receptor-positive tumors in patients in stable
CTOBEPHBIE DA3IHMYMA MOKA3ATENCH BBDKMBAEMOCTH, T. €. remission after treatment (77%) was much higher as

BBDKHBAEMOCTh GONBHBIX € PELENTOPIIONOKUTEIBHBIMU
OIyXOJIAMH OBLIa KOCTOBEPHO BHINIE, 4EM GONBHBIX C pe-
HETITOPOTPUUATENBHBIMH  OIYXOJIAMHU.

TakuM o6pa3oM, HadH4YHE PELENTOPOB CTEPOHIHBIX
TOPMOHOB B OIYXOJISX HAHHOM JOKaJIW3AUMH MTOJIOXKUTENb-

compared with fatal cases due to disease progression
(44%). Rate of recurrence and metastasis development
was lower in patients with receptor-positive tumors (12%)
as compared to receptor-negative cases (36%).

HO KOPpENHPYET C 6IarolpUATHBIM TeUeHHEM 3a60IeBanms Table 3 presents comparison of receptor status and

¥ 5-NeTHeil BHDKHBAEMOCTBIO GOJBHBIX MOCHE PajUKaIBHOTO S-year survival 'of patients having undergone radical sur-

XHPYPIrHYECKOTO JIEYEHHS, YTO YKa3bIBAacT Ha HH(OPMATHB- gery for colonic cancer.

HOCTh TI0Ka3aTelsl B KauecTse (hakTopa IMpOrHosa. Tabnuya 3 Table 3
Ins ycraHosiieHus: MHPOPMATHBHOCTH KAXKIOTO OI-

penensieMoro in vitro InapaMeTpa B Ka4decTBE CaMOCTOS- Bbl)KMBaeMOCTI:-': PagvKanbHO ONEpUPOBAHHBLIX GONbLHLIX

TEIBHOTO NMPOrHOCTHYECKOrO (haKTOpa MBI H3YUHIH KOp- sa"‘;”'e;:gc;”"":i':'b:Hz‘;“?:?o"r;”::‘";e:e:‘::"‘:: 5 net

PEISIMOHHBIE CBA3H MEXIY HHMH. Hagﬂg Aemfﬂm u Y

Cnabple KOppENALMOHHBIE CBA3M TOKA3aTeNd IpOiu-

.’ L Survival of patients having undergone radical surgery
(epaTHBHOH aKTHBHOCTH in Vitro ¢ APYT¥MHU NapaMeTpaMu

for colorectal cancer with receptor-positive and

¥ OoTpHHATCIIbHAA KOPPEIANHA C ITOKa3aTEIeM IPOAOIKH- receptor-negative tumors over 5 years of follow-up
TEJIBHOCTH JKU3HH OOJIBHBIX CBUIETENBCTBYIOT O HEOOXO-
IAHMOCTH HCTIONB30BAHHUS €r0 B KAYecTBe (haKTopa MporHo3a MNepvion Habmo- Bokusaemocts Gonerbix, %
B COBOKYIMHOCTH C JAPYIHMH ITapaMe€TpaMH, XapaKTepH3y- AeHus peyenTopoTpuua- | peuenTtopnonoxu- p
IOMIUMH OHONOTHYECKHE OCOOEHHOCTH OmyXojed NaHHOIt e TeTeRR -
JIOKATH3AIMHY,
ITokazatens MOpP(HOIOrHYECKH OICHUBAEMON CTENEHU 1 ;‘;‘;r 926+6.8 972+28 >0.05
U epeHIMPOBKU KOPPETHPYET TONBKO € PELENTOPHBIM CTa- 2 roga 85,8+6,8 829+59 > 0,05
TYCOM ONXOJI, HOATBEPXas OOIENPHHATOE MHEHHE O TOM, 2 years
9TO 3KCHPECCHS PELIEIITOPOB CTEPOMIHBIX TOPMOHOB ABJIAETCS g ;‘;Aafs 63,5+10,8 799+29 > 005
MPU3HAKOM I[H(b(b?pCHHHpOBKH OIYXONEBbIX KJIETOK. 5 2 rona 635403 790405 <005
IIpoBeneHHBIN aHANM3 MOKA3all, YTO CPeAM OMyXoleii, 4 years
YYBCTBMTEIBHBIX K S-Qropypauuny in vitro, npeobnana- 5 net 52,9+ 96 79,9105 £0,05
IOMIUMH SBJISIOTCS PELENTOPOTPULIATENBHEIE OIYXOMH (65%). 5 years
MakcuMaibHOE KOJIMYECTBO PELENTOPIIONOXHUTERFHBIX OIY- — .
xomeit (59%) 6bUIO BBIABIEHO CPEAM HEUYBCTBUTCIBHBIX K Follow-up fime |—coeptorpositive | receptor-negative
5-(propyparuty oryxonei. AHANOTHYHAS KOPPEIALHOHHAS % of survival
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CBS3b BLIABICHA B CPaBHHBAEMBIX 1O MOpP(ONOTHUECKO
olienke  audpepeinipoBki  rpynrax  onyxonei.

Taxum obpasom, BHISBIEHNAS COBOKYIIOCTD JBYX TIO-
Ka3zaTelIcH, OMNMpelenseMbIX in vitro (mexapcTBEeHHOM uyBCT-
BHTCJIBHOCTH M 3KCTIPCCCHH PEUENTOPOB CTEPOUIHBIX TOPMO-
HOB) M KOPPETMPYIOIMMX MEeXTy coBoif M ¢ MokasaTeleM
S-ICTHEH BBDKMBAEMOCTH GONBHBIX, SBASETCS HAMOOMEC HMH-
(opmaTHBHOIT I MTporHO3a TeueHNs KOJIOPEKTAJIBHOTO paKa.

Boisoast. 1. UyBCTBHTENBHOCTD 3710KAUeCTBEHHBIX omy-
XOIeH TOJICTOM U NIPAMOit KHIIKH K 5-bTopypauuny B Tecrax
in Vilro 1 OTCYTCTBHE PELIENTOPOB CTEPOMIHBIX FOPMOHOB
B OIYXOJIH ABNAIOTCA HEONATONPHATHBIMU (paKTOPAMH NPO-
THO3a. PeancrentHocTs x S-dTopypawuty, Hamuaue perern-
TOPOB CTCPOHAHBIX FOPMOHOB SABIISIIOTCS GIIATONPHATHBIMU
NPOTHOCTHYECKMMH (haKTOpaAMH.

2. IlporHo3 XapakTepa RaNbHEHIIEro TEYeHHS KOJO-
PEKTAIBHOTO paka JOJDKEH GBITh MHIMBHIYAILHBIM Y KKIOTO
GonbHOro. Hapsfly ¢ M3BECTHBIMH KIIMHMYeCKMMI TOKA3aTe-
JEIMU B HCTO PEKOMEHYETCs BKJIIOYATh OBA M3 M3YUEHHBIX
HaMH TIOKa3aTeNs, ONPEENSIEMbIX i Vitro: ICKAPCTBEHHYIO JyB-
CTBHTEJILHOCTL M PELISNTOPHBII CTATYC OINYXOIIH.
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The differences in the survival during the first three
years are not statistically significant By the 4th years
of follow-up the differences became significant, i. e. sur-
vival of receptor-positive patients became significantly
greater as compared to receptor-negative cases.

Thus, the presence of steroid receptors in tumors of
the site in question correlates with favorable disease course
and 5-year survival after radical surgery which proves
the parameter informative as concerns disease prognosis.

To establish informative value of each in vitro pa-
rameter for the prognosis we studied correlations between
these parameters.

Proliferative activity in vitro demonstrated weak cor-
relation with other parameters and negative correlation
with patients’ life-time and should therefore be used in
combination with other characteristics of tumor biology.

Degree of differentiation as assessed morphologically
correlates with tumor receptor status only, thus con-
firming the common opinion that steroid hormone re-
ceptor expression is a sign of tumor cell differentiation.

Receptor-negative tumors predominated (65%) among
lesions sensitive to 5-fluorouracil. Maximal number of re-
ceptor-positive tumors (59%) were found among lesions non-
responsive to S-fluorouracil. Similar correlation was dis-
covered in tumor categories with respect to differentiation.

Thus, the combination of two in vitro parameters
(drug sensitivity and steroid hormone receptor expres-
sion) that demonstrate correlation between themselves
and with 5-year survival is the most informative char- -
acteristics for prognosis of colorectal cancer course.

Conclusions. 1. Colorectal cancer sensitivity to 5-
fluorouracil in vitro and steroid receptor negative status
of the tumors are poor prognostic factors. Resistance
to 5-fluorouracil and expression of steroid hormone re-
ceptors are favorable prognostic factors.

2. Prognosis of colorectal cancer course should be
made individually in each case. We recommend to use
in the prognosis besides clinical parameters two char-
acteristics determined in vitro, i. e. drug sensitivity and
tumor receptor status.




