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3. B paHHeM moclieonepanuoHHOM mepHone Ha (hoHe OCTpPOi
6o cHmkaercs aGCoMOTHOE YHCIO AHUMQONMTOB, KOJNMIECTBO
3pensix T-aumdonuros go 47,8+1,1% » uccaenyemoii rpymue u
110 50,010,8% B KoHTpOIbLHON. YMeHbIIACTCA MMMYHODELYASTOP-
HBI wHAeKC JuMAONMTOB 32 CYET NaAeHus CD4% -gnerox. B
KOHTPOJBHOH rpynne G0JbHEIX CHUIKAETCH B cojepRanue B-aum-
thouuros.

Ha 3—5-e nmocaeonepaMoOHHbIe CYTKH B UCCAeyeMOii rpynne
Ha (hone yRa3aHHoii cxeMbl 06e300aMBAHYA 0TMEYEHO HPUOINKe-
HUE MAPAMETPOB MIMMYHHOIO CTATYCA K MCXONHBIM.

4. Y nuKypaGeapHbIX OHKOJOrHIecKHX 00JbHEIX Ha (oHe 3~
(erTHBHOr0 00€300MBAHUSA HE BHIABIEHO HOJOKUTEIHLHOH IU-
HAMMKH B OKA3ATEJAX MMMYHHOTO CTaTyCa.
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KINHUKO-TEHETUYECKUE XAPAKTEPUICTUKI PAKA
TOJICTOM KPIIIKA

Huemumym ornxonozuu Mondoewt, Kumunes,
HHH xnunuyecroli onxonozuu

Hecmorpa Ha TO YTO UCCHETOBAHUA 10 NPOOIIEMe PaKa TOJICTOM
kumgy (PTK) 3aHMMA0T OZHO W3 BeAYUIMX MECT B OHKOJOIHH,
ITHONOTHYECKHE (PAKTOPEI H KOHKPETHBIE NaTOreHeTHIECKHE MeXa~
HU3MBI 3TOr0 3300JEBAHUSA OCTAIOTCA JO KOHUA HEBBISICHEHHBIMM.
B nocieanee BpeMs peleHHe 3THX 33124 BO MHOIOM CBA3RIBAIOT C
MeIHKO-TeHeTHUECKIMHU WNCCAeTOBAHMAME, HANPABICHHLIMH HAa
U3YYeHHe PO HACTEACTBEHHOM MPEAPACIOI0KEHHOCTH B PA3BU-
T PTK, ero renernieckoii rereporeHHOCTH, NPOGaeMbI IOHATHS
«NpeapaKk — pak» W BbIABJICHME JIMI, CPeXH POJCTBEHHUKOB C MO-
TEHHUHAJILHO BEICOKHM PUCKOM 3200€Th 3T0H GopMoil onyXon.

B MHOTOYHCJIEHHBIX MCCIEX0BAHMAX NMOKa3aHo, uro 15—20%
00abpHBIX KoopekTanbHbM pakom (KPP) umMeroT poacTEEeHHHKOB
nepBoil CTeNeHd POACTBA C TAKOM xe naToxorueii [2, 7, 9, 10, 12,
17]. Jas poncTBEHHAKOB PUCK 3200J1eTh HOCTENEHHO BO3PACTAET
B 3aBUCHMOCTH OT YHCJA MOPAKEHHBIX YNCHOB CeMbH, TAKECTH
KIMHUYECKOH KAPTHHEI (HajiuyHMe MOJMHEONJIA3Hid) M BO3pacTa
DPOSABIEHHUS Y HUX 3JI0KAYECTBEHHOT0 HOBOOGPA30BAHMS.

YeranoBieHo oOmee Hacieposapve agenom u PTK [4, 5].
TIpuznanue Konuennuu craguitnoro passurus KPP u narorene-
THYECKOH CBA3M A/IEHOMbI C KAPIMHOMOI TOJICTOH KMIMKH KAK MO

indices due to a fall in CD4™ cells. The control patients also had
decreased B-cell counts.

On postoperative days 3 to 5 patients from the test group had
immunity parameters close to baseline.

4. Incurable cancer patients receiving effective analgesia failed
to demonstrate positive changes in the immunity parameters.
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Notwithstanding the fact that colonic cancer (CC) is a lead-
ing problem in oncology, its etiology and specific pathogenic
mechanisms are unclear. Over the last years the investigators
focus on medical genetic study, in particular on the role of
hereditary proneness to CC, genetic heterogenicity of CC, the
‘precancer-cancer’ problem and screening of individuals at high
risk of CC among relatives.

Numerous studies have demonstrated that 15% to 20% of
patients with colorectal carcinoma (CRC) have first-degree rel-
atives with the same disease [2,7,9,10,12,17]. The risk to devel-
op CRC is increasing in parallel with the number of relatives
having the disease, disease severity (the presence of polyneo-
plasia) and age of CRC onset.

Adenoma and CC were found to have common inheritance
[4,5]. As the concept of gradual development of CRC and
pathogenetic relationship of colonic adenoma and carcinoma
as at least one of mechanisms of tumorigenesis was adopted,
the study was focussed on the following areas: immunological
lesions that accompanied increasing proliferative and dysplastic
changes in the colon; HLA antigens associated with CC and
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Kavnumecxue uceredoBarus

MeHbHIeH Mepe OXHOr0 U3 BAPHAHTOB TYMOPOreHesad NMO3BOJKIO
COCpEeaAOTOYNTH coOCTBEeHNbIE UCCHCAOBAHNA HA Cleayiomux Ha-
HPABJICHUAX: OUEHKA JHHAMUEN MMMYHOJIOTHIECKAX HapymeHuil
B HpOLecce HAPACTAHMA NPOJU(EPATHBHEIX H AMCINIACTHYECKHX
u3MeHeHui B TojcToil Kumke; oiapienne HLA-anturenos, ac-
copuupoBannprx ¢ puckom paspurud PTK u nepeuuno-mMuoxecT-
BEHHBIX 3J0KayecTBeHHBIX HOBOOOpazopanuit (IIM3H); xapakre-
pucTHEA npemopo6uzHoro (¢ona B cempax Ooapmbix PTK;
yYTOo4YHEHHEe HMMYHOJOrMIECKHX H HMMYHOreHeTHYECKNX (l)aKTO-
POB HOBBLIEHHOYO OHKOJIOTHYECKOY0 PUCKA B «PAKOBBIX CEMbAX>;
paapaﬁo’rxa NPAKTHYECKUX Meponpml'mﬁ HO BBIABJICHUIO 1 MOHM-
TOPMHTY JMI C HOBBINICHHBIM OHKOJOrHY€CKHM PUCKOM. OcnoB-
HO HEeNbI0 NPOJOAKAIOMUXCA B 3TOM HANPABJICHUHA HCCHea0BA~
HMil ABAAETCHS He TOJALKO HM3yYeHHe reHEeTHYECKHX MEXAHW3IMOB
HACTEACTBEHHOM npeapacnoJ0XKeHHOCTH K H3BCCTHRIM HACHEACT-
BEHHBIM CHHIpOMAaM (CeMeiHbIH ageHOMATO3 TOJCTOH KHMIIKM,
HACHeICTBEHHBId HeNOJAUHNO3HBIH  KOJOPEKTAABHBHA  pak
(HHKPP), cunapom Ihpnuepa u 1p.), HO TAKXKe HCCIeIOBaHUe
NPUIUH BOSHUKHOBCHUA ¥ PAZBUTHS TAK HAZLIBAEMOro «cnopaiun-
yeckoro» PTK [6, 8, 11, 14, 15, 18].

Marepuanst 1 MeToapl. MaTepuaom A HCCASHOBAHUA NOCAYRKUIU AaH-
e Permcrpa paxkoBbix ceMeif, BK/IIOYAWMIET0 KINHUKO-FEHEAJNOrMIeCKHe
nanpbie 0 2320 ceMbax GoAbHBIX, B TOM uncae 304 GOILHBIX ¢ ONHHOYHBIMU H
MHOKECTBEHHBIMU afeHOMaMM ToJCToi Kumku (ATK), 1458 ¢ pasiumuyHbIMu
knunayeckumn opmamn PTK u 548 — ¢ momuneonnasusmu. B rpynne 6oxs-
npix ¢ TIM3H reneanornyeckne cpeenysa nouydenst y 470 nanuentos. Cpenu
6oapusix ¢ IIM3H 6bu10 205 (37,4%) Myxuns u 343 (62,6%) xenmmnnpr. Y 51X
nauyenTos GpuM BeigBAeHb! 1178 omyxoneit, u3 xoropeix 630 — mociexyronue
(BTOpBIE, TPETHH K T. 1), B TOM wucixe 327 cunxponunix ¥ 303 — MeTaxpoHHbIe.
TIM3H unreprpeTupoBaNiuch KAK CHHXPOHHBIE, €CITH MATEPBAN MEXKIY BbIAB-
JIeHMEeM NePBOH U BTOPON onyxou ObLI MeHee 1 roga, MeTaxXpoHHbBIME — eCll
unrepBat ob1 Gonee 1 roxa. MmyHoxornyeckoe 00CAeS0BANNE NPOBEIEHO Y
294 Gonbunix (PTK — 190, neperaso-MHOXKECTBEHNbIH PAK TOJACTOH KHIIKH

(IIMPTK) — 54, IIM3H — 50) n 111 jmn xourponsuoit rpymst. HLA-deno-
THO onpenesien ¥ 78 GoapHbix pakom u 138 310poBeix Jrail.

Pesyasrarsl. VIsyyenue 0CHOBHBIX IAPAMETPOB CeMEHHOTO 0TS~
rouenns upa agenomax, PTK u IIM3H kak B nejaom, Tax u aud-
(hepenmuporagHO MPM PA3TMIHBIX KNMHUYECKNX BAPDHAHTAX 3THX
3a00J1eBaAHMIl HOKA3AI0 HANMIHE JOCTATOYHO BHICOKOI'0 HAKOILIe-
Hus He Tosko PTK u IIM3H, Ho n npyrux 3/10KauyecTBeHHBIX HO-
BOOOPA30BANMIL, YACTOTA KOTOPEIX MPEBHIMIAET TAKOBRYIO B HONY-
JANPH B HeCKOJBKO pa3 (B yacrHoctd, PTK B 12—17 pa3, paka
Tella MATKH M SHYHUKOB — B 2—5 pas) [2].

Chexyer 0TMETHTh, YTO IO Mepe HAPACTAHUS HPOJUQepATAB-
HBIX HPOLECCOB B TOJCTOM kuinke oT ageHom K PTK n Taxectu
narojorun (passutue IIM3H) yseauunBaercd M 4acToTa HAKOH-
JIeHH HOBOOOPA30BAHMII B 3THX ceMbAX. Baxno oTMETHTH, 9TO
nakounenue ATK nauGonee BHIpamkeHO B ceMbAx NpoOaHnoB, y
kotopeix KPP paseuiics Ha done npeanecTsyomeil eMy ageHo-
Mbl. B cempax Goupnpix ¢ IIM3H nakonnenue PTK cpeau poact-
BEHHUKOB WEePBOM CTENEHH POIACTBA COCTaBIsfeT OKoJo 6%, gro
Goaee Yem B 30 pa3 yaine, 9eM B MONMYJANNM, YACTOTA HAKOIICHUS
HOJMHEOILIA3HI HPEBbIIAET TAKOBYIO B NONYIANUK 00Jiee YeM B
200—300 pas.

HHEKPP. Han6osee yactoii popmoit KPP, o6ycaopiennoro na-
cJAeXCTBeHHOH npeapacnoioxkeHHocTrio, asisgerca HHKPP, niu
cungpom Lynch I—I1. ITo pa3HBIM JaHHBIM, HA €ro JOJI0 NPHXO0-
nares oxono 5—10% scex dopm KPP. Ilpu ananuse nameii 6a3b1
Janupx cpeau 279 (12%) HacNeACTBEHHO OTATOLEHHBIX ceMeii, B
KOTOPbIX OBLIM BHIfABIEHbI 3 ciayuad u Gojee 310KAYECTBEHHBIX
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primary multiple malignant neoplasms (PMMN); premorbid
background in families of CC patients; immunological and
immunogenetic factors of increased risk in 'cancer families';
development of practical measures to detect and monitor indi-
viduals at high risk of cancer. The main goal of the continuing
study is to know both genetic mechanisms of familial predispo-
sition to hereditary syndromes (familial colonic adenomatosis,
hereditary nompolypoesis colorectal cancer (HNPCC),
Gardner's syndrome) and causes of so called sporadic CC
[6.8.11.14.15.18].

Materials and Methods. The study was performed on data from Cancer
Family Register (CFR) containing clinical and genetic information abhout
2320 families of cancer patients including 304 patients with solitary and mul-
tiple colonic adenoma (CA), 1458 cases with various CC types and 548 cases
with polyneoplasia. In the PMMN group genealogy data were obtained from
470 patients. The PMMN group consisted of 205 (37.4%) males and 343
(62.6%) females. They had a total of 1178 tumors including 630 subsequent
(secondary, tertiary, etc) including 327 synchronous and 303 metachronous
neoplasms. A PMMN was referred to as synchronous if time between detec-
tion of the first and second tumors was less than 1 year, otherwise the tumors
were considered metachronous. Immunological study was performed in 294
cases (190 with CC, 54 with primary multiple colonic carcinoma (PMCC),

50 with PMMN) and in 111 control individuals. HLA phenotype was deter-
mined in 78 cancer patients and 138 healthy individuals,

Results. Analysis of principal parameters of familial prone-
ness to adenoma, CC and PMMN (in general and for specific
types of the diseases) demonstrated a rather high percentage of
CC and PMMT as well as other malignant tumors that was sev-
eral fold greater as compared to general population (12-17-fold
for CC, 2-5-fold for endometrial and ovarian cancers) [2].

It should be noted that frequency of neoplasia in cancer fam-
ilies increases with advance of proliferative processes in the
colon from adenoma to CC and disease severity (PMMN devel-
opment). It is important that the increase in CA frequency was
most marked in families of probands who developed CC from
adenoma. In families of PMMN patients percentage of CC
among first-degree relatives was about 6%, i.e. more than 30-
fold as high as in the population, percentage of polyneoplasia
was more than 200-300-fold as great as in the population.

HNPCC. HNPCC or Lynch I-II syndrome is most common
CRC type in-individuals with hereditary proneness. It accounts
for 5% to 10% of all CRC cases. Analysis of our database dis-
covered 47 (2.0%) families satisfying the Amsterdam criteria of
HNPCC (30 with Lynch I and 17 with Lynch II syndrome)
among 279 (12%) families with hereditary predisposition in
which there were 3 or more cancer cases.

We discovered high frequencies of not only CC (36.6-
20.5%), PMMN (6.3-8.2%) but also of endometrial cancer
(2.1-9.7%), breast cancer (2.1-6.6%), ovarian cancer (1.7%),
gastric cancer (5.3%) and other malignant tumors among first-
degree relative in these families that were 3.5- to 10-fold greater
than populational rates for breast cancer, 100- to 200-fold
greater for CC, more than 1500-fold greater for PMMN.

PMMN. Development of subsequent primary tumors varies
with respect to three important factors such as type of the primary,
genetic proneness and treatment for the primary tumor. The risk of
PMMN is higher for persons from hereditary prone families espe-
cially for those who have first-degree relatives with PMMN.

Among the patients with polyneoplasia there were 369
(67.3%) PMMN and 179 (32.7%) PMCC cases. Percentages of
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HOBOOOpa30BaHMii, OOMENPHHATHIM AMCTEPAAMCKHAM KPHTEPHAM
HHKPP coorserctBoBam 47 (2,0%) cemeir (30 — cunupomy
Lynch-I m 17 — Lynch-II).

B 5THx ceMbAX cpenu POACTBEHHHKOB IEPBOii CTeHeHH POJCT-
Ba 0TMeYaeTcs BBICOKMII YPOBEHb HAKOILUICHHA He Toabko PTK
(36,6—20,5%), IIM3H (6,3—8,2%), uo u paka teaa markua (2,1—
9,7%), monounoii xexessl (2,1—6,6%), auunnkos (1,7%), xeiya-
Ka (5,3%) n Apyrux 370KaYecTBEHHbIX HOBOOOpasoBanmit (3,2—
8,9%), npeBRIIAIOIAIA NONYIANKOHAbIE YacTOTH B 3,5—10 pa3
JuIa paxa moJiounoii xkene3sl, 100—200 pas paa PTK, Gonee uem B
1500 pas yoa IIM3H.

TIM3H. PazsuTne BTOPHIX M HOCTIENYONNX TEPBAYHBIX OMYX0-
Jiell BApLUPYET B 3aBMCHMOCTH OT TpeX IJIaBHbIX (PAKTOPOB: THIA
NEePBUYHOI OMYXO0JM, FEeHETUYECKOH NpeApacnojoXeHHOCTH U
NpPOBENEHHOIO JIEYEeHUs 1O TMOBOAY NepBHYHOM ouyxomu. Puck
pasputia IIM3H Beime 474 GOJLHBIX M3 HACHEACTBEHHO OTALO-
meHAbIX ceMeil. OcoGeHHo BLICOK PUCK NpH HAJNMIHM CPEAM Poj-
CTBEHHMKOB NepBOii cTemeHu poacrsa 0oapnpix ¢ IIM3H.

B u3y4yaemoji rpynne HAaIMEHTOB C MOJAHEOIIA3MAMU OLLIO
369 (67,3%) 6ombunix ¢ TIM3H u 179 (32,7%) — ¢ IIMPTK. Cpe-
JM POACTBEHHMKOB MepBoi cTenenn poxcTsa 00abHbIX ¢ ITM3H n
IIMPTXK nagonnenne IIM3H ormeueno y 2,0 u 1,3% coorBerct-
BEHHO, YTO NpeBbiNIaeT Nonyaguuonuywo uactrory (0,004%) B
325—500 paz (p > 0,05).

CieoBaTe bHO, CTOJNb BHICOKAA Arperandsa HICHTHIHbIX CIy-
qaep 3a00eBanus B ceMpax 6oapunx ¢ IIMPTK u IIM3H o6yc-
JOBJICHA UCTHHHBIM HACJEJCTBEHHBIM OTArOHIEHHEM, KOTOpOe
OTpPAKAET HACHENOBAHNE B 3TUX CeMbAX HeOIAroNMpHUATHRIX reHe-
Tyeckux GakTopos, a puck passutng KPP TecHo Koppeampyer c
ceMeiHOH ucTOpUei.

TeneTuko-aucnepcnonHsli ananus. HauGonee amekpaTHoOi mja
onucanus cucremsl noasepxennocTu ¥ ATK, PTK u IIM3H oka-
3ajach MyJeTudaxTopuanbHas Moaeab HacaesoBanus. Joasx ag-
JUTHBHOH reHeTHYeCKOd KOMIOHEHTH! JAUCIIEPCHM Ui OAUHOY~
Herx 1 muomxecrseHnnix ATK cocrasmna 64%, a mas PTK,
paspuBmeroca 6e3 agenom, — 43%. B 1o xe Bpema wig PTK ua
tone agenompr 1 ITIM3H oHa 0Ka3aiach 10CTATOYHO BBHICOKO —
93 u 82% coorBercTBenno (cM. pucyHok). Takum oGpazoM, MOK-
HO BIIOJIHE ONpeJeeHHO CUNTATH, YTO PACCMATPUBAEMBIE KIMHHU-
gyeckue dopmsi ageHoM, PTK n IIM3H xapagrepusyioTes Aocra-
TOYHO CNeunhuIecKoli CTPYKTYPOii NpeAPACHONI0OKEHHOCTH.

TIpy npoBeAeHNN IeHETHKO-KOPPENANHOHHOr0 AHAIM32 ObLIH
BbIZBJEHBl JOCTATOYHO BHICOKHEe K03((HMIHEHTH KOPpeIanun
MexAY 0AuHOYHBMHE 1 MHOKecTBeHHbIME ATK (0,5), ATK u PTK
(0,7), PTK u PTK ua done onnuounsix agenom — PTKOA (0,87),
PTK u IIM3H (0,99). IIpn aToMm ycTanosaeHo, 9ro ATK (ocoGen-
HO B HACJIEICTBEHHO OTATOIEHHLIX CeMbAX) CAELYeT PacCMATpPH-~
BATh KaK OAHY M3 CTaAUii MHOFOCTYIEHIATOTO ONYX0JEBOro mpo-~
necca nannoi soxanuszanuu, PTK na done asenomsr sBigercs
ONHUM U3 BO3MOXKHBIX NATOTEHETHYECKHMX BAPHMAHTOB DA3BUTHI
PTK; B npeaenax oGineil MOABEPKESHHOCTH K NpoABIeHuio 3260~
nepanus PTK, passusmmiics Ha grone agenomni, u PTK, Bozuuk-
mipii 0e3 TAKOBBIX, MOXYT PACCMATPHBATECHA KAK OTHOCHTEIBHO ¢a-
MOCTOSNTENbHBIE B TEHETWYECKOM OTHOMIEHHMM KIMHHIECKHE
dhopmal 3a6oneBanus, HOIBEPKEHHOCTH KOTOPLIX BLICOKO KOppe-
Jmpyiot. Ilocennee 06CTOATENLCTBO O3BONAET OOBACHATE BIOJ-
He peaibHyio Bo3MOXHOCTh passurua PTK B pesyanrare coMaTh-
geCKOH MyTanum Ha Hew3MeHenHoi causucroii. ClemosarelbHo,

PMMN among close relatives of the PMMN and PMCC cases
were 2.0 and 1.3, respectively, i.e. 325-500-fold as great as the
populational rate (0.004%).

It follows then that this very high aggregation of identical cases
in the families with PMCC and PMMN was due to true familial
proneness which was a reflection of inheritance of poor genetic fac-

“tors and the risk of CRC was closely related with familial history.

Multifactorial inheritance model fitted best of all to describe
predisposition to CA, CC and PMMN. The portion of additive
genetic component of dispersion was 64% for solitary and mul-
tiple CA aund 43% for CC without CA. This portion for CC with
adenoma and PMMN was rather high: 93% and 82%, respec-
tively (see the figure). The conclusion may therefore be made
that the clinical types of adenoma, CC and PMMN in question
are characterized by a rather specific pattern of predisposition.

Genetic correlation analysis discovered rather high coeffi-
cients of correlation between solitary and multiple CA (0.5), CA
and CC (0.7), CC and CC with solitary adenoma (CCSA)
(0.87), CC and PMMN (0.99). It was also found that CA (espe-
cially in hereditary prone families) should be considered a stage
of a multi-step neoplastic process in this site, while CC with ade-
noma is a possible pathogenetic variant of CC development; CC
with adenoma and CC without adenoma may be considered
genetically independent clinical types with high correlation of
predispositions. The latter explains the real possibility of CC
development as a result of somatic mutations in intact mucosa.
CC development may therefore proceed hoth stage by stage
(from adenoma with different degrees of epithelial dysplasia
through in situ cancer and focal carcinoma to invasive carcino-
ma) and de novo, i.e. without intermediate benign proliferation.
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PucyHok. KomrnoHeHTh (heHOTUNMU4EeCcKOoh gucrnepcum no
MoARepPXeHHOCTU K nposaeieHuio ageHom, PTK v NMM3H
(kBasmHenpepbiBHaa Mogenk).

Ga — pong ajLWTUBHON reHevndeckoil gucnepcuu, %; Ew —
cRyvaiinas cpepoBas KOMNoHeHTa, %; EC-p— cucTeMmaTuyeckas
cpepnosas KoMnoHexTa, %. 7~ [IM3H; 2~ PTK; 3~ MHOXecT-
BeHHue ATK; 4 — opuHouHbe ATK.

Figure. Phenotype dispersion components with respect to
proneness to CA, CC, PMMN (quasicontinuous model).

Ga, percentage of additive genetic dispersion; Ew, percentage of
random environmental component; Ec-p, percentage of systemic
environmental component.

7, PMMN; 2, CC; 3, multiple CA; 4, solitary CA.
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Tabnuupa 1

Table 1

KoppenaumoHHble CBA3M MeXAY UMMYHOsoruyeckumu nokasartenamm (B-numdbouutsl, T-aktuBHbie, T-ArmdounTsl, Teodunnun-
yyscTBMTensHbie — TFR, TeopunnmupesnctenTtieie — TFS, nigekc 6n1okaabl — IB) B 06cnepyemsix rpynnax

Correlations between immunological tests (B-lymphocytes, T-active, T-lymphocytes, theophylline-sensitive (TFS), theophylline-

resistant (TFR), index of block (IB) in study groups

HocrorepHo HoctosepHo
ONOKUTENLHEIE Cna6ononoxurensHsle oTpULATENbHBIE CnaGooTpuuaTensHbie
Ipynnbl 06cneaoBaHHbIX
(+H)K>0,5 0,3<(+)K<0,5 (-)K>0,5 0,3<(-)K<0,5
KoHTposbHas (n = 45) B—IB (0,53) B—TFR (-0,32)
Control (n=45) Ta—IB (0,77} — TFR—IB (-0,3)
T—TFS (0,91) TFS—IB (-0,32)
B—Ta (0,55)
Poacreennnkuy 6onbHbix PTK B—TFR (0,63) Ta—TFR (0,44) Ta—TFS (-0,77) Ta—IB (-0,32)
(n=76) B—TFS (0,85) Ta—T (0,38) TFR—TFS (-0,71) B—IB (-0,3)
CC patients’ relatives (n=76) B—IB (0,6) T—TFR (0,34) TFS—IB (-0,73) T—IB (-0,47)
T—TFS (0,94)
B—Ta (0,42)
BonbHblie PTK (n = 104) _ Ta—T (0,41) T—IB (-0,57) TFR—TFS (-0,5)
CC patients (n=104) Ta—TFR (0,38) ’ TFS—IB (-0,46)
T—TFR (0,33)
(+)K>0,5 0,3<(+)K<0,5 (-)K>0,5 0,3<(-)K<0,5
Study groups
Significantly positive Slightly positive Significantly negative Slightly negative

BosnnkHoBenne m passutue PTK MokeT MATH KaK NOCTARMIHO
(0T aEHOMBI ¢ pASAMYHOM CTENEHBI0 JUCIIA3MH SIUTE/NA K PAKY
in situ n focal carcinoma BOIOTH 70 PasBUTHA HHBA3HBHOH KapuH-
HOM&I), Taxk u de novo, 6e3 HPOMEXRYTOYHOH A00poOKaYecTBEHHOMN
npoaudepannm.

JomoJHHTEIbHBIM KIMHHIECKHM HOJTBEPKAEHHEM TOTO, 4TO
ATK B 3THX cIy4agx cllefyeT PACCMATPHBATD KAK CTANMIO eMHOTO
onyxoJjesoro nponecca, a PTKOA — gaK BO3MOXKHbIH NATOreHe-
Tiyeckuiit Bapuant PTK, spigiorcs pe3ynrsTaTsl AHHAMHYECCKOrO
HaGmonenusa 3a OoxpHevu ¢ ATK, y KOTOpPBIX B IOCHeZyIOHIeM
passuicg PTK na doune agenompl. Cpenu 60JbHBIX, HAXOASIIAX-
¢ Ha yueTe B Perucrpe pakoBbixX cemeii, TaKOBbIX 6510 21, u3 HUX
11 (52,4%) — W3 HacleHCTBEHHO OTATOIEHHBIX cemeil. Y 56%
0O0JBLHEIX B MOCKENYIOINEM PA3BHICH CUHXPOHHBIA MM METAXPOH-
HBIi paK HA QoHe «OCTABJEHHBIX ajieHoM». Bpems ¢ MoMeHTa BuI-
ABJICHUS A7IeHOMBI ¥ Pa3BUTHSA HA ee (DOHe paka Komedaigoch ot 2
J0 18 ner (8 cpenneM 6,8 = 1,1 roga). lanHoe yTBep:kieHue BIOJI-
HE COTJIACYeTCHA ¢ MHEHMEM HEKOTOPHIX ABTOPOR, HpelIaralomux
pacemaTpusath coderanme paka m ATK Kak ogan M3 BHIOB noJn-
HeomaazuM Toxcroit kumku [3].

MonekynspHo-reneTnyeckne ucciaenosannd. C meipio noucKa
MapKepOB HACIEICTBEHHOI NMPeAPACNOI0KEHHOCTA K aJeHoMaM,
PTK u IIM3H npoelieHo uccieNoBaHue NIMHBI TEIOMEPHBIX M
okonoTexoMepubix nosTopos JHK, nosiyueHnoi u3 onyxouei, ux
METACTA30B, HOPMAJBHOM CIM3UCTOH M PerHoHapHbix JuMQoy3-
Jros Toxctroil Kumku [1]. AHanu3 pecTPUKHUOHHOTO HOJMMOP-
¢dnsma mokazaa, uYTO Aerpajauds TeJOMEePHBIX H OKO0JOMEePHBIX
oGnacTeil ObJIa BRIPAXKEHA CUIbHEE B ONYXO0JIAX IO CPABHEHHUIO C
HODMAJBLHOW TKAHBIO W aneHoMaMu. IIpu 3ToM B agjeHOMax 3TH
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The supposition that in these cases CA should be considered
a stage of neoplastic process and CCSA as a possible patho-
genetic variant of CC may be confirmed by monitoring of CA
cases who further developed CC. There were 21 cases of this
kind in the Cancer Family Register including 11 (52.4%) from
families with hereditary predisposition. 56% of these patients
developed synchronous or metachronous cancer from residual
adenoma. Time from adenoma detection to cancer development
varied from 2 to 18 years (mean 6.8%1.1 years). This finding is
in agreement with opinions of other authors who propose that
combination of CC and CA should be considered a type of
colonic polyneoplasia [3].

Molecular genetic study. A study of length of DNA telomere
and near telomere repeats from colonic tumors, their metastases,
normal mucosa and regional lymph nodes was performed to find
markers of hereditary predisposition to CA, CC and PMMN [1].
Analysis of restriction polymorphism demonstrated that degra-
dation of telomere and near-telomere regions was more marked
in tumors than in normal tissue and adenoma. In adenomas
these regions were sherter and in metastases longer than in nor-
mal tissues. The investigators also discovered polymorphism of
'internal families' of telomere repeats and their mutations.

Study of mutations in genes h(MSH2 and hMLH]1 participat-
ing in formation of repair complexes discovered 6 new mutations
in colonic tumors including 4 in hAMSSH2 and 2 in hWMLH1 [3].

Immunological and immunogenetic factors of increased risk
of cancer. As found immunologically HLA phenotype in
patients with CC, PMMN and their relatives has some specific
features. Most important of these features are incomplete HLA
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y4acTKH OBUIM KOPOYe, 4 B MeTacTasax, Hao0opoT, AIuHHee, YeM B
HOPMAJBHBLIX TKAHZX., BBUI 00HAPYKeH TaKKe HOJUMOPPHIM
«BHYTpEHHMX CeMelCcTB» TeJIOMePHLIX NOBTOPOB M MyTAIMH B HUX.

1Ipu uceaenosanum Myranuii reror hMSH2 u hWMLH1, yuacT-
BYHOIMX B 00pa30BaHKHM PEeNapalMOHHbIX KOMIIEKCOB, BBISiBJC-
HEI 6 HOBLIX MyTAIMI B ONMYXO0JAX TOJCTOM KumKu: 4 — B hMSH2
u 2 8 h(MLH1 [13].

VImMynonorageckye n MMMyHoreHeTHIecKre (haxTophl IOBIIEH-
HOTO OHKOJIOTHIECKOro pucka. IIpu nmpoBegeHuH UMMYHOJIOTHIEC~
KHMX HCCHefOBAHMi mpociexuBaerca pan ocobewsocreit HILA-
denoruna, xapakrepunx g Goassnix PTK, TIM3H u ux
poacteennukos. HauGosee saxubie U3 31X ocobennocreit — ne-
noausiit HLA-¢GeHoTHN, HapacTaHHE 10 CPABHECHHIO C KOHTPOJIEM
gacToTsi HLA-aHTHreHOB, acCOHHHPOBAHHBIX C AJEHOMaMH H
PTK B «paKoBBIX CeMbiIX», HApYNICHHEC HOPMAJILHOTO HACTEL0BA-
HUS AHTUrEeHOB M A0CTOBepHOe noBbimienne yacToTsy HLA B5 npu
TIM3H. VYcranopieHno, 4o B ceMbax, orgaromenssix PTK, orme-
4qeno yBemmdende oTHocHTenpHOro pucka PTK mns mocurenei
anrarenos HLA A9 (RR =2,2), A10 (RR = 5,3), B18 (RR = 2,7),
B5 (RR = 2,3) u ATK — nua wocuteneit A1) (RR=7,9)u B18§ RR
= 2,1). HLA B5 y 6omsabix PTK noseimaer (RR = 14,7) oTHocu-
TeJBHBIA PUCK MOJTUHEONIA3HH.

Cocrognue MMMYHATETA Y POACTBEHHHUKOB GOJbLHBIX Xapakre-
PH3YETCA CHUKEHHEM YPORHA KINETOYHRIX peakuyii X HeAoCTaTOu-
HOCTHIO AU (epeHIAPYOIero BAMIHAA THMYCA HA JUM(OUMTD,
a TAKIKE MOXNOPOTOBHIM YBeJHMUEHHEM COJEepXAHMS ONYXO0JeBbIX
MADEEpOB, B TOM YHCJe reTepoopranfeix. OHHOBPEeMeHHO OTMe-
42eTCA HAPACTAHHE HANPSIKEHHOCTH KOMIEHCATOPHBIX HMMYHO-
JAOTUYECKUX NPOLECCOB, KOTOPOE MPOABRACTCA U3MEHEHUEM Xa-
pPAKTEpPA KOPPENSIMOMHEIX CBA3ed MeXIy OTAeJbHBIMH
MMMYHOJOTHYECKMMM moKasaTteaamu (Ttadm. 1). B coveranun c
(G oHOBEIME M HpoNudepaATHEHHIMY 32006 BAHUAMA 3TOT CHMIITO-
MOKOMIUIEKC MOIKHO PACIIEHHTh KAK MpeMOpOMIHOE COCTOAHME
JIMIL C HACJIEACTBEHHO# NpepacnoioKeHHOCTHIO K PAKy, KoTopoe
TpedyeT AMHAMHYECKOr0 HAOIoAeHus.

PannuM 1 uHQOPMATHBHBIM HMMYHOJOTUYECKMM NPHIHAKOM
mamuranzagun ATK asagerca sgidexr coipopoTodanoit 6aoxanpl
KJI€TOYHBIX PENEeNToPOB, HMEIIIX B AAHHOM KOHTEKCTE JHATHO-
CTHYECKOEe 3HAUEHHE, 4 TAKKEe CMeNleHHe CHeKTpPa OmyXOJeBhiX
mapkepos (CA-19—9, CEA, MCA, CA-125) B HanpaBJieHHHA cie-
muduveckux nid PTK nmokazareneit.

AHAMM3 NOJTYYEHHBIX PE3YJILTATOB HO3BOJMN BLIIEANTh UMMY~
HOJIOTHYECKUE TPU3HAKY MOBBILICHAOrO PUCKA PA3BUTHA 3JI0Ka-
YeCTBEHHEBIX ONYX0Jeil y Jui ¢ HACHeACTBEHHOH Npeapacmoo-
XEHHOCTBI K paKy (Tadu. 2).

OcCHORHbIE NPYHUMIB! CKPUHMHTA «PAKOBBIX ceMeil». Ha nepsom
3TANE CAENYeT NCIOJIb30BATS KIMHIIECKUe KPUTEPHU: «ceMeiiHast
peTopusi» KPP u/umn ATK, paunuii Bozpact BeiaBiaenusn PTK
(moaoxe 45 ner), HAJAYNE B ceMbe POIACTBEHHMKOB C MOJUHEO-
HIA3MAMA H JPYFAMA 340KA9eCTBeHHBIMH HOBOOODPA30BARHAMMU
(pak SHmOMeTpH:, AUTHAKOB, MOJOYHBIX Keje3). B cea3m ¢ Tem
gyro npy HHKPP PTK u npyrue 310KadecTBEHHbIE HOBOOGpAa30-
BAHHMA BOZHUKAIOT B Godee pannem Bospacre (10 40—45 jer), uem
AHAJOTHYNEIE CTIOPAJHYECKHE ONMYX0JIM, CKDHHUHT B 3THX CeMBAX
cjenyeT HAYMHATH ¢ oOciemopanud aun ¢ 20-geTHero Bo3pacTa.
VauTeBag npeuMymecTsennoe mopaxenne paxoM npu HHKPP
HPABBIX OTAENOB TOJCTOM KHIIKM, METOXOM BEIGOpA IpPH CKpH-
HYHTE JT0JIKHA OBITh TOTAJbHAY KoJOHOCKonusa. Mcxons n3 toro,

phenotype, higher than in control frequency of HLA antigens
associated with adenoma and CC in cancer families, abnormal
antigen inheritance and significantly increased rate of HLA B5
in PMMN. Increased relative risk of CC was established in
families with predisposition to CC for carriers of HLA A9
(RR=2.2), A10 (RR=5.3), B18 (RR=2.7), B5 (RR=2.3) and
increased relative risk of CA for carriers of A10 (RR=7.9) and
B18 (RR=2.1). Relative risk of polyneoplasia was increased
(RR=14.7) in CC patients having HLA B5.

Immunity in relatives of cancer patients is characterized by
deterioration of cell reactions and insufficient differentiation
effect of the thymus on lymphocytes as well as by subthreshold
elevation of tumor markers including heteroorganic ones. In
parallel there is increasing impairment of compensation
immunological processes as changes in correlations between
individual immunological tests (table 1). These symptoms in
combination with underlying and proliferative diseases may be
considered a premorbid state in persons with hereditary prone-
ness 10 cancer who require watchful monitoring.

Serum block of cell receptors that are of diagnostic value in
this context and a shift of tumor marker spectrum towards CC-
specific markers (CA-19-9, CEA, MCCA, CA-125) are early and
informative immunological evidence of CA malignization.

Basing on these findings we determined immunological signs
of increased risk of cancer for persons with hereditary predispo-
sition to cancer (table 2).

Principles of cancer family screening. The first step is to ana-
Iyze clinical characteristics such as familial history of CRC
and/or CA, early age of CC onset (under 45 years), relatives
with polyneoplasia and other malignant neoplasms (endometri-
al, ovarian, breast cancer), As CC and other malignant tumors
develop in HNPCC families at earlier age (below 40-45 years)
than sporadic tumors the screening in these families should be
started from 20 years of age. Since the right colon is the most
common site of cancer in HNPCC families total colonoscopy is
the method of choice in the screening. Whereas metachronous
CC in HNPCC individuals often develops from adenoma, the
disease progression from normal mucosa through adenoma to
cancer proceeds faster, therefore individuals from such families
should be examined more frequently, i.e. once a year.

The above-mentioned immunological and immunogenetic
methods allow screening of individuals with premorbid under-
lying and malignized CA who are at high risk of cancer and need
active watchful monitoring.

What should be done if there is no or inconsiderable aggrega-
tion of malignant tumors or not all diagnostic test of hereditary
syndromes (CA, HNPCC, Gardner's or Peutz-Jeghers' syn-
drome) are found in a cancer family? One should remember that
low aggregation of malignant neoplasms in a family may be due
to poor gene penetrance. A patient may know nothing about
diseases of his or her relatives (the doctor should then interro-
gate other available relatives). And finally this person may be the
first to develop cancer in the family. In this case cancer risk may
be assessed by empiric risk tables and the patient's relatives
should be informed of their familial proneness to cancer and the
necessity to seek medical advise on appearance of such signs as
unstable stool, blood- or mucus-streaked stool, breast indura-
tion, impairment of menstrual function etc.
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Tabnuua 2

Table 2

UmmyHonornyeckue ¥ MUMMyHoreHeTu4ecKkme dakTOopPLI NOBLILIEHHOIO OHKOSIONMYECKOro pucka

Immunological and immunogenetic tests for increased cancer risk

MpemopGuatbiii GOH B OHKOAOIMYECKU
OTArOUIEHHbBIX CEMBSIX

HeGnaronpusiTHbii KNNHMYeCKUi
nporxo3s y 6oneHeix PTK

Puck passutna NMM3H y 6onsHeIx PTK

CHWXeHVE YPOBHS KAETOYHbIX peakuni n
MOBbILLIEHUE YYBCTBUTESIbBHOCTY K 3K30T€HHbLIM
daxTopam Tumyca

Decreased level of cell reactions and increased
sensitivity to exogenous thymic factors

Henonkeit HLA-deHoTun HLA-auTureHnl A9, A10,
B13, B18, B5

Incomplete HLA phenotype. HLA antigens A9, A10,

CoxpaHeHue nocsie onepauyu win
nosisfieHne B NPOLECcce MOHUTOPUHIa
adpeKTa ChIBOPOTOUHOM Griokaabl
Serum block is preserved after
surgery or appears during monitoring

HenonHbii no B-niokycy HLA-
denotvn (6naHk B-nokyca)

B-locus-blank HLA phenotype

Beicokas cteneHb YyBCTBUTENBHOCTU K
BK30reHHbIM dakTopam TUmyca

High sensitivity to thymic exogenous factors

HLA B5 (51 + 52)
HLA B5 (51+52)

B13, B18, B5

HLA-MpeHTMHHOCTE v HLA-rannonaeHTHHOCTb
POACTEEHHMKOB NMEPBO CTeneHn poacTsa ¢
GosnbHbIMU PTK(npo6aHgamim)

HLA identity or HLA haploidentity of first-degree
relatives and CC patients (probands)

monitoring

CogepxaHure Bhile HOPMEI B ChIBOPOTKE KPOBM
OLHOrO WITN HECKOJTBKMX ONYXOJIEBLIX MapKepoB
Above-normal serum content of one or several
tumor markers

Hannume GoHOBbIX USin NPEOoNYX0EBRIX
MPOLECCOR B OpraHax, aCCoOUMUPOBAHHLIX G
cuHgpomom HHKPP (ToncTas kuuwika, MonovHan
Xenesa, TEeNO MaTku U T. A4.)

Underlying or preneoplastic processes in HNPCC~
associated sites (colon, breast, endometrium, etc.)

BrisiBneHue GhIBOPOTOUHBIX B/IOKUPYIOLMX
(HaKTOPOB {pPaHHUl NPU3HAK ManurHU3aumMm)

Serum block factors (early sign of malignization)

COXpaHEeHVe BLICOKOTO NCXOAHOTO
YPOBHST ONYXOJIEBLIX MapKEPOB rocrne
NeyeHVis], NoBLILLIeHNE ero B
MPOoLECCe MOHUTOPUHIA

Increased baseline tumor marker
content is preserved after treatment,
tumor marker level rises during

JIOXHOOTPUUATESIBHEIE PEBYSIETETH
VICCIEA0BAHUS HA ONYX0NEBble MapKepb

False-negative tumor marker tests

Premorbid background in cancer families

Poor clinical prognosis in CC cases

Risk of PMMN in CC patients

Y10 yacroe passurue Meraxpoumoro PTK y conpabix ¢ HHKPP
OPOUCXOMAT HA (hoHe AJeHOMBI M B 3THX CJIy4YasdX Ipouecc HPo-
rpeccupoBaHud NPoaH(ePATHBHLIX POUECCOB OT HOPMANBHOM
CAM3UCTOM K AJIEHOME H OT NOCJedHeli K PaKy UPOUCXOXAT ObICT-
pee, UHTEPBAJ 00CIe0BAHNA POACTBEHHMEKOB U3 3THX ceMell 1o~
xeH ObITh Kopoue — 1 pa3 B roa.

Hcnonp30Banne BHIHEYNOMIHYTEHIX METOI0B HMMYHOJNOTHIEC-
KOr0 ¥ MMMYHOTEHETHYECKOTO HUCCHEHOBAHHA B «PAKOBBIX CeMb-
AX» MO3B0JIAET BHIABUTL JIHUI ¢ MPeMOPONIHLIM (POHOM M MAJINI-
HusaposaHisiMu ATK, nmpexcraBiaomuXx OCHOBHYI® Trpymmy
pucKa, TpeGyIoly0 AKTHBHOr0 AMHAMAYECKOro HAOI0xeHu.

Kak noctynats B TeX CIy4asax, Koraa B cembe 0oapHbx PTK Her
HAKONJIEHAA 3JI0KAYCCTBEHHBIX HOBOOOPA30BAKUI WIH MX YHCIO
HE3HAYATENBHO, WIH HET BCEX AMATHOCTUYECKHX KPUTEPUEB, KO-
TOpBIE MO3BOJMIA Gl OTHECTH ATY CEMBIO K OJJHOMY M3 H3BECTHEBIX
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Frequency of cancer in first-degree relatives examined in this
study was 6.2%. CC was found in 14 (3.8%) including 4 with
malignized adenoma. CA was found in 54 (14.5%) relatives
(solitary in 47, 126%; multiple in 7, 1.9%), i.e. 3.9- and 1.3-fold
more frequently than in general population. Another 5 (1.3%)
relatives had other malignant tumors including breast cancer (2,
0.8%), endometrial cancer (2, 0.8%), PMMN (3, 0.08%). 46
(12.4%) relatives presented with benign tumors including
endometrial polyposis (7, 2.7%), endometrial myoma (25,
9.5%), ovarian cyst (9, 3.4%), endometriosis (1, 0.4%), cervical
polyp (1). In families with hereditary proneness to cancer these
rates were 2-3-fold higher, the difference being 60-fold for CC,
700-fold for PMMN, 4.5-fold for EC and 1.6-fold for BC [16].

Conclusion. The progress of biological science and intense
experimental oncology research gave momentum for study of
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cunapomon (CA, HNPCC, Inpauepa, Ileiitua - Erepca)? He cie-
Jyer 3aGbIBaTh, 970 HA3KAA Arperanus 310Ka9eCTBEHHBIX HOBOOG-
PA30BAHMIA B CEMbe MOKET OBITh 00YCAOBIeHa HU3KOMH IeHeTPaHT-
HocThio rena(os). Hean3sa Takke MCKIIOYMTH, 9TO OONBHOH He
Beeraa OCBeNOMIEH 0 00/Ie3HAX POACTBEHHUKOB (B TAKAX CHy9aax
¢Jie/lyeT JONOJHATHL CBEJEHHs ONPOCOM OCTANBHLIX AOCTYINHBIX
Jiig MCClIeN0BAHNS POACTBEHHUKOB) M, HAKOHEN, He MCKJIIOYEHO,
410 G0JLHOK B 3TOH CeMbe ABJAETCA NEPBHIM HOpaKeHHbIM. B Ta-
KHX CJOyd9asx PHCK 3a00JeTh BO3MOXKHO ONpefeisTh no Tabaunam
SMIOHPHIECKOr0 pucka U AHQOPMUPOBATH PONCTBEHHHKOB O HA-
JHYHA Yy HAX CeMeinoil upeapacnooKeHHOCTH K OHKOJOTHYyec-
KM 3a00/IeBaHHAM, KOTOPAd He BCeria U Heo0A3aTeNbHO AOJLKHA
peamuzoBarbesa. VM cuelyeT cOOOmMMTh, 9TO NPH MOHBJCHAH Ka-
K¥X-TO TPU3HAKOR (HEYCTOWYHBHI CTYJ, MpUMecH KPOBH H/WIn
ClU3H K KAy, YWIOTHEHMS B MOJOYHEIX JKeJe3aX, HapymeHue
MeHCTPYRJIbHOH (GYHKUMH W T. X.), OHHM IOJOKHH 0GpaTHTRCA K
Bpauy a4 o0cjeX0BAHAA.

Cpenn oOciieZOBAHHBIX HAMH PONCTBEHHHKOB NIePROH cTene-
HH POACTBA 94CTOTA 3J0KAYECTECHHLIX HOBOOOpa3oBaHmii cocrTa-
puna 6,2%. PTK sbisenen y 14 (3,8%) poAcTBeHHMKOB, B TOM
yHCle Y 4 — Maaursusuposanusie agenomor, ATK — y 54 (14,5%)
00CAeJ0BAHHEIX PONCTBEHHHKOS (oamHOwHbie y 47, 12,6%, u
mHOXKecTBennsie y 7, 1,9%), uro npeBpluaeT MONYJANHOHHbIE
qacrotel B 3,9 1 1,3 pa3a cooTBercTeenno. JIpyrue 3jj0KauyecTBeH-
Hble HOBOOGpasoBaHus BbIABNeHB! ¥ 5 (1,3%) polrcTBEeHHHKOB:
pak Moxoynoii xemespl y 2 (0,8%), pak supoMerpus Takxke y 2
(0,8%) poncteennun, IIM3H — y 3 (0,8%). To6poxayecTBeHHEIE
HoBOOOpaszosanua oGuapyxeunr y 46 (12,4%) poacTBeHHMI, B
TOM YHCIE noauno03 3uaoMeTpua y 7 (2,7%), MuoMa Tejia MATKM y
25 (9,5%), kucra anuaukos y 9 (3,4%), sugomerpuos y 1 (0,4%),
oMM ek MaTEn y 1. B HACIEICTBEHHO OTATOUEHHBIX CEMb-
X 5T MoKa3aTeJu B 2—3 paza BelHE U NPEBHINAKT HOMYIANM-~
onnbie yacrors! Ana PTK B 60 pa3, IIM3H e 700 pa3s, paka Teja
MaTKku B 4,5 paza n paka MoOJIOuHOi xeae3nt B 1,6 paza [16].

3agmovenne. CTpeMuTeNIbHOE PA3BUTHEe OGHOJOTMYECKMX HAYK
H 0CO0EHHO MHTEHCHBHbIE UCCHeNOBAHNA B OKCHEPUMEHTANbHO-
TeOPeTHUECKON OHKOJOTHH NN UMIYILC AJIA H3yYeHus 3THOJIo-
I¥¥ ¥ NIaTOreHe3a 310KaYeCTBEHHBIX HOBo0GpazoBanuii HA MoJe-
KyJIAPHOM ypOBHE. BhIsSIBNEHWE renos, BOBJCUEHHLIX B PA3BUTHE
HACHEICTBEHHBIX OHKOJOTHYECKUX 3200MeBAHUM, NPAKTUIECCKH
NOJHOCTBI0 H3MEHHT TAKTUKY MEIUKO-TeHeTHYeCKOro KOHCYJIb-
TupoBanng. Temepp HeT HEOOXOIMMOCTH PACCUUTHIBATE BEPOAT-
HOCTHbIE PHCKH BO3HWKHOBEHHH ONYXOQJHM Y POACTBEHHUKOB
GONbHBIX, TAK KAK ONpeJeeHne KOHKPETHOH MyTAIAH KOHKPeT-
HOYO FeHA B CeMbe M03B0JgeT 3 eKTUBHO BLIABIATH JUL, Npen-
PACHOJOKEHHBIX K 3JIOKATECTBEHHBHIM HOB0OOODA30BaHMAM H
OPOBOJMTE AUATHOCTHKY HOCHEIHUX HA PAHHMX cTaguax. Omko-
MOJEKYJAPHBIH TPOPHIb MOKET CAYEHTL U OHpeNeIIIomuM Mo~
MEHTOM B BEI0OpE HATOrEHETUIECKOro NOAX0A K JeyeHu1o 60b-
HOTO ¥ B Nporxose mcxopa 3aboesanug. Vcciemosanue Bcex
YJeHOB M3 HACJHeJCTBEHHO OTArOIEHHBIX ceMeil Ha Haau4ue y
HUX MYTAHUHA CTAHET HOPMOH MeANKO-TEHEeTHYECKOro KOHCYJIb-
TUPOBaHMA. BHejpenyue HOBBIX AMATHOCTHYECKHX TEXHOJOrmi
NO3BOJHMT yiKe B OJumKaiiniee BpemMs NPOBOJATH CKPUKMHT MyTa-
i, ONpeeNA0IHs MHOTHE BAPMAHTDHI HACIEICTBEHHBIX 310K~
YeCTBEHHLIX ONYXoNell MM HACHeACTBEHHYI0 HPespacHOI0KeH-
HOCTH K HUM.

cancer etiology and pathogenesis at molecular level. Discovery
of genes involved in development of hereditary cancer will
change completely the strategy of medical genetic consulting.
There is no need in calculating probability of cancer in relatives
because detection of a certain mutation of a certain gene in the
family helps to screen cancer-prone individuals and make diag-
nosis at early disease stage. Oncomolecular profile may be a
basis for approach to treatment and prognosis. Examination of
all members of cancer families for relevant mutations will be a
routine procedure of medical genetic consulting. New diagnos-
tic technologies will be able in near future to screen mutations
responsible for many hereditary cancer types or hereditary pre-
disposition to them.
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