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B cmambe paccmampueaiomes akmyanbHble 80NPOCHL 8blsIGACHUS HOBbIX YAKMOPOE 8 NPOZHOUPOBAHUU MEHEHUS U AeHeHUS ONYX01e8020
npouecca npu OUCCEMUHUPOBAHHOM KoA0peKmanvHom pake (0KPP).

Mamepuaast u memoodst. Paboma ocrnosana Ha cpagHumensHom anaau3se nevenus 3 epynn nayuenmos: 60 nayuenmog ¢ 0KPP, ne noay-
YaGUIUX AEKAPCMBEHHOU nPomMuUgoonyxonesoii mepanuu, 200 nayuenmos, NoAyHa8UUX AeHeHue 0e3 onpedeseHus nPeOUKMUEHbIX MAPKepos
YygcmeumenbHoCmu K yumocmamuxam, u 93 nayuenmos, noayuaguiux uHousuo0yasu3upoaHHyio XumMuomepanur, 0CHOBAHHYI0 Ha MO-
ACKYAAPHO-2CHEMUHECKOM U UMMYHOLUCMOXUMUMECKOM AHAAU3e ONYX0Ne80l MKAHU.

Pesyavmamoi. Onpedenenue npoenocmuueckux gpaxmopog (TS, TP, DPD, Ercc-1, COX-2, MSI, KRAS) 6oavtoim ¢ KPP nosgoauno
HA3HAYUMb ONMUMALLHYIO NPOMUBOONYXO0AEEYI0 MePanuio U YAYHUUMb Pe3YAbMambl 1eYeHUs.

Saxarouenue. Hzyuenue npedukmugHsix Mapkepos uy8cmeumenbHoCmu Kk yumocmamuikam y nayuenmos ¢ dKPP noseonsem gvideaums
2PYNNbL RPOMEICYMOUHO020, HEOAAONPUAMHO20 U OAA20NPUSMHO20 NPOeHO3A. B 1-il epynne yéeauuenue obuwieli gviycueaemocmu nymem
nposederHUs UHOUBUOYANUIUPOBAHHOU YUMOCMAMUYECKOU Mepanuy s16151emcs nepcneKmusHoll 3ada4eil, peuieHue Komopoi no3eoaum
yeeauuums Meouany blocU8aeMOCmuU NAYUEHMO8, NOBbICUMb KOAUYECIBO XUPYPSUHECKUX eMeuamenbcme no noeody 0 KPP.

Karouesvie caosa: duccemunuposanulii K010peKmManbHolii paK, XumMuomepanus, MoAeKyAAPHO-2eHeMUYEeCKUll aHaiu3, npeouKmueHsle
npomugoonyxonegvie Mapkepsl, NpocHoCmu4ecKue haxmopol
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New prognostic factors for disseminated colorectal cancer (dCRC) are being investigated in this article.

Subjects and methods. In this study we have analyzed three clinical groups. First group — 60 patients with dCRC had not specifical therapy.
Second group — 200 patients had specifical therapy, but without identification of prognostic and predictive markers. And third group —
93 patients had individual therapy which was based on prognostic and predictive markers of each patient.

Results. Definition of prognostic factors (TS, TP, DPD, Ercc-1, COX-2, MSI, KRAS) in patients with dCRC allowed to prescribe optimal
specific therapy and improve results of treatment.

Conclusion. Investigation of prognostic markers allowed to differentiate prognostic groups among dCRC patients. Investigation of prognostic
factors in patients with intermediate prognosis allows to improve treatment outcome and improve number of liver surgery.
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Bsepnexue

Konopexranpusiii pak (KPP) — 3nokadyecTBeHHas
OIyXOJIb, 3aHUMAIOIIAsl B CTPYKTYpe OOIIeii OHKOJIOTnYe-
cKoil 3aboneBaemoctu 3-e¢ MecTo [1]. HecmoTps Ha 3Ha-
YUTEIbHbIE TUATHOCTUYECKUE BO3MOXHOCTU, OKA3ATEIN
3aMyIIeHHOCTH OCTAIOTCS BLICOKUMU — 0KoJ10 30 %. Ta-
KM 00pa3oM, OKOJI0 TpeTHu Bcex 60abHbIX KPP He MoryT
MPETEHI0BaTh HA PAAUKAIBHOE XUPYPTUYECKOE JICUEHNUE.
Xumuotepanus (XT) — oCHOBHOW MeTO[ JieueHUsI 00J1b-
HBIX B CTAIUU AUCCEMUHALIUU, LIEJIbIO KOTOPOTO SIBJISIETCS
YBEJIMYEHNE TPOJOKUTEIbHOCTA XU3HU OOJBHBIX
U yaydyluieHue ee KadectBa. [locnenHee necaTuieTue oT-
MEYEHO CTPEMUTEJbHBIM pACIIMPEHUEM apceHasa
MPOTUBOOMYXOJIEBBIX TPENAPATOB U UX AKTUBHBIM BKJIIO-
YEHUEM B AJITOPUTMBI LIUTOCTATUYECKOU Tepanuu. B 1e-

JIOM J1aXKe TIpY COBpeMEHHOM pa3BuThK X T MearaHa BbDKU-
BaeMOCTU O0JIBHBIX ¢ tucceMruHUpoBaHHBIM KPP (1KPP)
B HACTOsI1IEe BpeMsl COCTaBIsIeT oKoJio 18 mec [2].

3a MHOTUe rofibl UCCIeNOBaHUI OTMEYEHA TEHACHIUS
K YJIyYIIEHUIO Pe3yJabTaToB Tepanuu. [IpumMeHeHue coB-
PEMEHHBIX TPOTUBOOITYXOJIEBBIX MPENapaToOB MO3BOJIUIO
HECKOJIBKO YJIYUYILIUTh PE3YJIBTaThl JICUCHUS, a MeIuaHa
TPOMIOJIKUTENIBHOCTH XKMU3HU BO3poca a0 24 mec. Berku-
BaeMOCTb OOJIbHBIX C AUCCEMUHUPOBAHHBIMU 3JI0KAYECT-
BEHHBIMU HOBOOOPAa30BaHUSMU ObLIa X OCTAETCS BETYIIUM
MOKa3aTe/ieM KauyecTBa UX JiedeHuUs. TpyqHOCTH OO BEKTUB-
HOI1 OoleHKH 3(D(HEKTUBHOCTH JICUCHUS C ITUX MTO3UIINIA
CBSI3aHBI KaK C HEIOCTATKOM WH(MOPMAILUU O TTPOTIOJIKU -
TEJIbHOCTU U Ka4YeCTBE XU3HU OOJIbHBIX, HE MTOTYYaBIINX
MPOTHBOOITYXOJIEBOI T€paINu, TaK U C OTCYTCTBUEM O0b-
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€KTUBHOTO BIMSIHUS HAa BBKMBA€MOCTb OHKOJIOTMYECKUX
OOJIbHBIX 1aXKe CAMOTO COBPEMEHHOTO MPOTUBOOMYXOJIe-
BOTO JIEUEHMUSI.

Bwmecte ¢ TeM He BbI3BIBAET COMHEHUSI, YTO OCHOBHOM
LIEJIbIO JIEUeHUS TAallMeHTOB C AMCCEMUHUPOBAHHBIMU CO-
JIMAHBIMU OMYXOJISIMU SIBJISIETCSI YBEJIMUEHUE CPOKOB UX
BbKMBaeMocTU. Kak mokazaHo B psine ucciienoBaHuii [3],
MPU HEKOTOPBIX OMYXOJISIX UMEETCSI JOCTATOUHO OO0JIbIast
rpyImmna naiydeHTOB, KOTOpble XXUBYT MPOAOIKUTETbHOE
BpeMsI, He MoJTydasi KaKoro-jamoo crelnupuieckoro jeue-
Hus. C Apyroit CTOpOHbI, HEMaJIO OOJbHBIX, Y KOTOPBIX
C TTIOMOILIbIO COBPEMEHHBIX LIMTOCTATUKOB YIAETCs yCIIelll-
HO KOHTPOJHUPOBATh CUMIOTOMBI 3a00JIeBaHUS U, BO3MOX-
HO, YBEJIMINBATh IIPOIOKUTEIBHOCTD SKU3HM [4, 5]. Kak
OTJIMYUTh 3TUX 00NbHBIX? ECTh I Kakue-11b0o 10CTOBEp-
HbIE€ MPOTHOCTUYECKUE MPU3HAKU 3(D(HEKTUBHOCTU MPO-
TUBOOITyX0JeBoro JjedyeHusi? Kak oOLeHUTb peanbHbI
BKJIaJ, COBPEMEHHOTO JIeueHHUs B yBeJIMUEeHMe roKa3aTesei
BBDKMBAaeMOCTH GOJIBHbBIX? [6]

WzyueHue 3Toro Borpoca MpeacTaBiisieT HeMasble CI0XK-
HOCTHU M3-3a OTCYTCTBUSI BO3MOXHOCTEM 3TUYECKOIO Xa-
pakTepa IS BbIIAEAEHUS B paHAOMU3UPOBAHHBIX UCCIIe-
JIOBAHMSIX KOHTPOJIbHOM TPYMIIbl, B KOTOPOI OOJbHBIM He
OydeT MPOBOAUTHLCS MOTEHUMATbHO 3(P(PEKTUBHOE, XOTS
W NaJUIMaTUBHOE JIEUEHHUE.

Ileav uccaedosanus — BHISIBIEHUE HOBBIX (haKTOPOB
MPOTHO3a TeUEHUS OITyX0JIEBOTO Mpollecca.

Mamepuanb! U Memofbl

PerpocniekTBHBIN aHamu3 60 UCTOPUi GOIEe3HU TTa-
1menToB ¢ 1KPP, He rmory4aBIIMX JIeKapcTBEHHOTO MTPOTH-
BOOITYXOJIEBOTO JIEYEHUSI; PETPOCTIEKTUBHBIN aHa3 100 rc-
Topuii 6osie3HU nanreHToB ¢ KPP, momyyaBimx jieueHve
B niepuon 1993—1997 rr.; perpocriektuBHbIN aHau3 100 vc-
Topuii 6osie3HU nanreHToB ¢ KPP, momyyaBimx jieueHve
B niepuron 1998—2002 rr., ¢ 2008 &. — MpOCMEKTUBHOE UCCIIE-

JIoBaHUE oIyxoyieBoii TkaHu y 93 manueHtoB ¢ KPP
U pe3yJIbTaThl UX JeueHus. X T y MaluueHTOB nocaeaHen
TPYIINbI TPOBOAMIIACH TTO MHAMBUAYAJTbHOMY MOAOOPY Ha
OCHOBE MPEAWKTUBHBIX MapKepOB YYBCTBUTEIbHOCTU
K uuToctatukaM. IlalmeHTam B rpyIine nNpocneKTUBHOTO
HUCCAeA0BaHUS ObLIO BBIMOJIHEHO MOJIEKYISIPHO-TEHETH-
YeCKOe 1 UMMYHOTMCTOXMMMYECKOE UCCIeI0BaHUE TIep-
BUYHOU OITyXOJIH.

Pe3ynbmambi

I. BHUM onkonoruu um. npod. H.H. ITerposa ¢ 1990
1o 1998 1. 611 MpoBEIEH aHAM3 BBKMBAEMOCTH OOJTbHBIX
C pa3WYHBIMU JUCCEMUHUPOBAHHBIMU OITYXOJSIMU,
He MOJTyYaBIIUX CUCTEMHOTO TPOTUBOOITYXOJIEBOTO JIeye-
HUS. DTy TPYIIILY COCTABUIN NAallUEHThI, KOTOPBIM IJIAHU-
pOBaJIOCh MPOBENECHUE JIEKAPCTBEHHOW Tepanuu, HO IO
KaKUM-JIMOO NMpUYMHAM (0TKa3 OT JIEUEHUS KaK Mal[UeHTa,
TaK ¥ Bpayeid, yXyalleHrue 00I1eT0 COCTOSIHUS U T. [1.) Ta-
LIMEHTHI €€ HE MOJTyYaiu.

B uccrnenoBanue ObUTA BKIIIOUEHBI TALIMEHTHI C MOP-
dosornuecku BepuUIIMPOBAHHBIM TAATHO30M JTUCCEMMU-
HUPOBAHHOTO pakKa, KOTOPbIM HE MPOBOIWIOCH CUCTEM-
HOTO MPOTUBOOITYX0JIEBOTO JieKapcTBeHHOTO JieueHUsT (XT,
TOPMOHOTepanus, UMMyHoTepanus). M3 obuiero yucna
601bpHBIX Y 60 muarHoctupoBaH nKPP. Ha ocHoBaHun
aHaJIN3a JAaHHBIX O MALMEHTAaX, He MOJyYaBIINX JIEKAPCT-
BEHHOTO JIEYEHUS, ObLITU ONPeAeSIeHbI TOKA3aTe TN BbIKU-
BaeMocTu 60JibHbIX AKPP (Tab. 1). [1pu xapakrepucTtuke
CKOPOCTY U3MEHEHUSI ITUX MoKa3aTesei ObUIO BBISIBJIEHO,
YTO MeJraHa BbDKMBaeMocTH manueHToB npu KPP co-
craisieT 7 (1—37) mec. DTOT pakT MOATBEPXKIAETCS U MPU
paccMoTpeHuHU rpadryecKnx JaHHBIX (puc. 1).

ITpu aHanM3e Moy4YeHHBIX PE3YIBTATOB YCTAHOBJIEHO,
YTO MeIMaHa BEXKMBAEMOCTHU Y HEJIEUEHHBIX MALIMEHTOB
cocrasmwia 7 mec. Y 10 % manmeHToB MeIaHa BLKIBae-
MOCTH cocTaBmia 3 Mec, y 13 % manueHToB IIPOIOIIKH-
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Puc. 1. Ilokazamenu evixcusaemocmu no Kanaany—Maiiepy 6 epynne HeaeueHHbIX NAUUEHMO8
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TeJIbHOCTh XXU3HM 0€e3 JleueHus1 cocTaBmiia ot 10 1o 24 mec,
1,2 % nauureHTOB IPOXUIU 0e3 JedeHus: 6osee 36 mec.

Taomma 1. [Toxazamenu evincusaemocmu 6oavrvix OKPP

Yucno  Menmana Cpennee Mun. Makc.
00JIBHBIX (mec) M + m (mec) (mec) (mec)
nKPP 60 7 10,9+ 1,3 1 37

Ha puc. 1 BumHO, 4TO B 001IEI1 KOrOpTe MAlUEHTOB €CTh
0OJIbHBIE, Y KOTOPBIX PE30HHO MPEATIONOXUATh HATU4YUe
OaronpusTHHIX (DAKTOPOB TEYEHHUS OITyXOJIEBOTO MPOLIECCa:

— YAOBJIETBOPUTEJIBHOE O0IIEE COMATUYECKOE COCTO-
STHUE;

— HebOoJbIIOoNH 00BEM OITYyXOJIEBOM MACCHI;

— HaJIMYue TOKATbHOTO JIEYeHUST (IIUTOPETYKTUBHBIX
ornepauuit);

— MEIJIEHHBII POCT OTAAIEHHBIX METACTA30B;

— OyaronpusgATHOE COYETAaHUE MOJIEKYJISIPHO-TEHETU -
YECKUX XapaKTEPUCTUK OTTYXOJH.

Tabmauna 2. Junamuveckue nokazamenu @olocu8aemMocmu 60AbHbIX
¢ OKPP, ne noayuasuiux cucmemHoeo npomueoonyxone6020 Ae4eHus

BookuBaemocts (%) + m

1-neTHsas 2-neTHsAs 3-neTHas

KPP 35,0+ 6,2 13,3+ 4,5 12+1,3

Kak BugHO 13 Tabs. 2, BEpOSATHOCTD MPOXUTH OoJiee
3 net coctaBuna 1,2 % 6onpHbIX 1KPP.

YUpe3BbIluaiiHO BaXXHBIM BBIBOIOM 3TOTO aHAJIN3A SIB-
Jgetcst To, yto 6onbHble ¢ AKPP mpencrasnstor ¢ npo-
THOCTUYECKOM TOYKM 3peHUsI TeTepOoTeHHyI0 TpyTy. Jleii-
cTBUTENBbHO, 1/2 6ombHBIX KPP morubator yxe B riepBbie
6—7 Mec OT MOMEHTa IMarHOCTUPOBAHMS TUCCEMUHUPO-
BaHHOrO mpoluecca. OcTajnbHble X€ OOJbHBIE XWUBYT
0€e3 CICTEMHOTO ITPOTUBOOITYX0JIEBOTO JIEYEHUS 10CTATOY-
HO f1oyir0. OTINYAIOTCS JIU YEM-TTUO0 3TU «IOJTOXUTETU»?
Ecth 1u kakue-1mb0 KIMHUYECKHE MPOTHOCTUYECKUE
(hbakTOpBI, KOTOPBIE MO3BOJISTIOT MPEATIOIAraTh OTHOCUTENb-
HO OJIAaTOMPUSTHBIN MPOTHO3 Y 3TUX MAIIUEHTOB?

II. Insg oTBeTa Ha 3TOT BOMPOC HAMU OBLTU PETPOCHEK-
TUBHO MTPOAHATU3UPOBAHBI PE3YJIBTATHI JIEYEHUS MTALIEHTOB
¢ 1KPP B nepuon, Korjaa B apceHase JJeKapCTBEHHBIX CPEJICTB
ObUIM TOJIBKO S-TOpypalni, TeMKOBOPYH U alibda-uHTep-
depon (1993—1997 rr). MBI TpoaHATM3UPOBATH MOKA3ATENTU
BbDKHBaeMOCTH 00NBHBIX ¢ TKPP. OCHOBHBIMU MPU3HAKAMU,
XapaKTepU3YIOIIMMU AaHATTU3UPYEMBIE TPYTIIbI, ObLTH:

— IUCCEMUHUPOBAHHAS CTAAUs OITyXOJIU;

— baKT HCIONB30BaHUS KaKOU-TMOO CUCTEMHOU
JIEKapCTBEHHOI Teparnuu.

Llenbio 3TOM YaCTH HAIIETO UCCIEIOBAHUS OBLIO OTI-
penesieHue BIUSIHUS JIEKApCTBEHHOTO JIEUeHUS Ha TTOKa-
3arenu BeikrBaeMocty ipu AKPP. Ecnu yBenmmueHue umeet

MECTO, TO KaKOW peasibHbI BKJIal BHOCUT JIEKAPCTBEHHAS
Tepanus B yBeJIMUYEHNE MTOKa3aTeJlell BBKUBAEMOCTHU U Ka-
Kue (pakTopbl ONPEESIOT 3TO YBETUYEHUE?

B ananu3 6putn BkmtoueHs! 100 601bHBIX ¢ MOpdhOIIO-
TMYECKU BepuUIMPOBaHHBIM ararHo3oM 1KPP, koTopbsiM
MPOBOJAWIOCH KaKOE-TU00 CUCTEMHOE MPOTUBOOITYyXOJIEBOE
seyeHue. OTOOp GOJBHBIX B TPYIIIBI OCYIIECTBIISIICS CITy-
YailHbIM 00pa3oM.

B Tabn. 3 npeacrapaeHbl MOKa3aTe I BBLKUBAEMOCTH
9TUX 00J1bHbIX. MenuaHa BbkrBaeMocTu npu 1KPP nume-
JIa IPOMEXYTOYHOE 3HaUYeHue 1 Oblia paBHa 10 mec.

Ta6mma 3. [lokazamenu svixcusaemocmu 60avHbix ¢ OKPP, noayuaguiux
DPazau4Hble 6apUAHMbL CUCHEMHOLL 1eKAPCMBEeHHOL mepanuu

Yucao  Meauana Cpennee Mun. Makc.
00JIbHBIX (mec) M + m (mec) (mec) (mec)
n1KPP 100 10 10,6 + 0,7 1 36

M3 puc. 2 BUIHO, YTO reTePOT€HHOCTh OOLIEl TPYITIThI
MalreHToB coxpaHsercs. [IpuMeHeHre MPOTUBOOITYXO-
JIEBOW JIEKapCTBEHHO! Tepanuu He U3MEHSIET 3aKOHOMEp-
HOCTb, BBISIBJICHHYIO TP U3YyYEHUU TPYMIbI NAlIUEHTOB
0e3 JIeKapCTBEHHOTO JICYEHUS: B TPYIINE BBISIBIEHBI 00JIb-
HbIE, KOTOpbIE, HECMOTPS Ha TPOBOAMMOE JIEYEHUE, KUBYT
3—4 Mec, ¥ TAalUEHTHI, TPOAOJDKUTETLHOCTh XU3HU KO-
TOPBIX cocTanisieT oT 12 10 36 Mec u Goee.

DTO MOATBEPXKIAAETCS U TIPU PACCMOTPEHUU TUHAMM -
YECKMX MoKa3areseil BBKMBaeMOCTH (Tabt. 4).

Tabmnua 4. JJunamuueckue nokazamenu @uiicu8aemMocmi 60AbHbIX
¢ 0KPP, noayuaguiux paznu4Hoie pelcumvl CUCEMHOU NPOMUBOONYXoae-
60l mepanuu é nepuod 1993—1997 ee.

BsokuBaemoctsb (%) + m

1-neTHsas 2-neTHAS 3-neTHas

aKPP 44,7 +5,1 9,9+3,3 1,7+ 1,4

[Mpu n3ydyeHnn xapakKTepucTUKN CKOPOCTU U3MEHE-
HUSI TIoKa3aTesiell BBKMBaeMOCTH BBISIBJIEHO, YTO Me1a-
Ha y alleHTOB, MOJIyYaBIINX JIEKAPCTBEHHOE TTPOTUBO-
oryxoJieBoe JieueHue B nepuon 1993—1997 rr., HecKOoIbKO
BBIIIIE, YeM Y OOJTbHBIX, HE TTOJTyIaBIINX IIUTOCTATUIECKOM
Tepanuu, u coctasiisger 10 mpotus 7 mec (Tabi. 5).

Tadmuua 5. 3asucumocms meduarsl eviyicueaemocmu 60avHvix ¢ KPP
om (haxma noAYHeHUs CUCMEMHOU NPOMUBOONYX0AEE0U Mepanui

1 CucremMHoe Menuana
OKaJIu-
3amus Yucao NMPOTUBOONYXO0JIEBOEC BbDKHBae- P
o oM 00JIbHBIX JICYCHHE B MEPHUO MOCTH
X 1993—1997 rr. (mec)
100 4F 10
nKPP 0,05
60 — 7
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MepawnaHa BbnKMBaemocTv B nepuog 93-97 rr.
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Puc. 2. [loxazamenu evincugaemocmu no Kanaany—Maiiepy epynnoi 60avhbix ¢ 0KPP, noayuasuiux sekapcmeenHylo mepanuro

I1I. Cnenyroium 1rarom B Hailleid paboTe ObLT aHAIU3
o0111eli BRDKMBAeMOCTH MaLMeHTOB ¢ auarHo3oM nKPP,
TOJTy4YaBIIIUX JIEUeHUE C TPUMEHEHUEM MPEenapaToB ciie-
JTYIOILIETO TTOKOJIEHUST: OKCAIMIUIATUH, UpUHOTEKaH (1998—
2002 rr.). Tak, npu 1KPP Mennana BeIKMBaeMOCTH 0OJIb-
HbIx B Tiepuof ¢ 1993 no 1997 . (dropadyp, S-dropypanmn
B KOMOMHAIIMKU ¢ MOAU(UKATOpaMU OMOJIOTUYECKOTO OT-
BETa: JIENKOBOPUHOM WJIU UHTEp(hEepOHOM-aibda) Comno-
CTaBUMa C MEUAHOI BbKMBAEMOCTH HE JICYEHHBIX CUCTEM-
Holi Tepanueii 60abHbIX (10 mpotus 7 mec). Hanpotus,
MalUEHThI, MOJYYUBIINE COBPEMEHHBIE IIUTOCTATUKU
U CXEMbI TPOTUBOOITYXOJIEBOU Tepanuu B mepuon 1998—
2002 rr. (B MOHOpPEXXUME HOBbIE DTOPITUPUMUANHBL, UPU-
HOTeKaH, okcanuruiatiH u cxembl De Gramont, FOLFOX,
FOLFIRI), umelotr aToT noka3saTelib, paBHbIA 12 Mec
(p = 0,006) (Tabx. 6).

Ta0mnua 6. 3asucumocmos meduanvi evixcusaemocmu 60avHbix 0KPP
om (pakma nposederuss nPOMUBOONYX0Ae60L MEPANUL U OM Nepuooa
NOAYHEHHO20 AeHeHUS

Meauana BbDKMBAEeMOCTH (Mec)

HeJleYeHHbIe CHCTEMHOE€ NMPOTHUBOOITYX0JIEBOEC JICYCHHE

TAIHEHTbI 1993—1997 r.

19982002 rr.
aKPP  7* (n=60)

Tpumeuanue. *p = 0,006.

10 (n = 100) 12* (n = 100)

W3 1ab6i. 6 cieayer, 4TO MPOCIEXUBAIOTCS Pa3Indus
B MeaMaHax BepkKuBaeMocTy 600abHBIX 1K PP B 3aBrcMo-
CTU OT (haKTa MOJYYEHUS TPOTUBOOMYXOJIEBOI Tepanvuu
Y BpEMEHU TI0Jly4eHHOTO JieueHus. [IpuyeM n3ydyeHHbIH
MoKa3aTelb Bl Y O0JbHbBIX, MOJYYMBILUX JIEUeHUE B MO~
cienHee BpeMs. MenraHa BBDKMBAEMOCTU B iepuoz ¢ 1998
no 2002 1. 3HaYMMO OTJIUYAETCSI OT MeAUAaHbl BbDXKMBaE-
MOCTH TMALIMEHTOB, KOTOPbIE MOJIydaayd CUCTEMHOE JieKap-

CTBeHHOE JieueHue B nepuos ¢ 1993 mo 1997 . BHeapenue
HOBBIX LIUTOCTATUKOB OLIYTUMO YBEIWYUIO 3(hGHEKTUB-
HOCTb IIPOBOAMMOTO JIEYEHUSI, OJIOXXUTETBHO BIIUSIS Ha 00-
1[I0 BBDKMBAEMOCTh, KOTOpasi CTajia COCTABJIATh 12 Mec.
Ho pa3zneneHuvie Ha rpymiibl 6;1aronpusiTHOTO U HEOIaronpu-
SITHOTO TEYEHMUSI OITyXOJIEBOTO 3a00JIEBaHUST COXPAHSIETCS.

W3 puc. 3 BuaHo, 4To 0K0j10 10 % nauueHTOB UMEIOT
MeAraHy BBDKMBAEMOCTU 3—4 Mec 1 0K0J10 13 % G0IbHBIX
MMEIOT MeTMaHy BbDKMBaeMocTH 6ojiee 36 Mec. [eTeporeH-
HOCTb B TPYIINE MalMEHTOB, MOJy4YaBIIUX COBPEMEHHYIO
LIMTOCTATUYECKYIO TEPANUIO, HE U3MEHSIETCS.

Ha puc. 4 mpocnexuBaercss yBelIUUeHNE MeITUaHbI
BbDKMBaeMOCTU ManieHToB ¢ 1KPP, o6ycioBieHHOe BHE -
peHMeM B KIMHUYECKYI0 TPaKTUKy COBPEMEHHBIX IIH-
TOCTAaTUKOB (OKCAIUITJIATUH, UPUHOTEKAH).

OpHako pasaeneHne Ha rpyIbl HeOJIaronpusTHOTO,
MPOMEXYTOUYHOTO U OJIATOMPUSTHOTO MPOTHO3a COXPAHSI-
ercd (puc. 5).

IV. Cnenyroniym 1arom B Hallleit paboTe ObU10 co3aa-
HUe rpyniibl naireHToB ¢ KPP, KoTopbIM MIIaHUPOBAIOCH
MPOBEICHUE MOJIEKYJIIPHO-TEHETUYECKOTO UCCIIETOBAHUS
OITyXOJIEBOU TKaHW ISl UCCIEAOBAHUSI T€TEPOreHHOCTU
nociaenaHeu (tadi. 7). AHaiu3 npoBeaeH 93 mauueHTaM.

HccnenoBanuce cienyolme MPOrHoCTUYECKUE Map-
KEpBHI:

— akcnpeccus TS — TUMUIUITATCUHTETA3HIL;

— akcnpeccust TP — tumuannbdochopunassr;

— skcnpeccust DPD — nuruaponvpuMuanHAETuapO-
TeHa3bl;

— akcnpeccus Erce-1;

— akcnpeccust COX-2;

— Myrauus B reHe KRAS;

— BBISIBJIEHUE MUKPOCATEJJIUTHON HECTAOUIIBHOCTH;

— 9KCHPECCUst MyTUPOBAHHOTO TeHa p-353.

IMomumopdusm reHa ypuaMHIIOKY pOHUITPaHChepas3bl
(UGTIAI) n reHa MeTuneHTeTparuapodoiaTpeayKra3bl
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MepauaHa BbnkBaemocTy B nepuop, 98-02 rr. (MTHFR), uanekc npomdeparuBHoif aktuBHOCTH Ki-67
WICTIOTB30BAIH JIJISI TIPOTHO3MPOBAHMSI TOKCUYECKUX OC-

x

€0,9 . JIoXHeHn npoBoauMoil XT, HO B OCHOBHOM paboTe OHU
z —+—KPP (98-02rr.) He GEUTH 3aIei
20,81 JJCMCTBOBAHDLI.
s
£0,71
3 06 Tadmuua 7. Xapakmepucmuka 60abHbIX, YHACMBEYIOUWUX 8 UCCAC008AHUU
§ ’
% 05] Tokazarens TMaumentsr (%)
_5:0,4
S 0,31 Yucio 601bHBIX 93
202
8 0’1 | Bospacr, et 51,61 £ 12,93 (27-77)
,O KeHIIMHBI 53 (56,9 %)
0 5 10 15 20 25 30 35 MyKUUHBI 40 (43,1 %)
Mecaupl
Jlokaau3alysi IEpBUYHON OITyXOJIH:
Puc. 3. Meduana eviocusaemocmu no Kannany—Maiiepy 6oavnvix 0KPP, — IPOKCUMAJIbHBI (IaHr 060109HOI 14 (15,1 %)
noayyasuiux nevenue 6 nepuoo ¢ 1998 no 2002 e. KULIKYU
— JMCTAIBHBIA (IaHT 060I0YHON KUIIKK 35 (37,6 %)
— mpsiMast KMLIKa 44 (47,3 %)
MeanaHa BbKNBaeMocCTu
Hanmurie HuTopelyKTUBHOIA OTIEpaLiu:
= 1 — 1a 72.(77,4 %)
209 1 — HeT 21 (22,6 %)
©
208 JloKau3alusi METacTa30B:
§ 0,7 4 — TIeYeHb (M30JUPOBAHHBIC) 44 (47,3 %)
@ — Jierkue (M30JUpPOBaHHbBIE) 99,6 %)
06 — OpIOIIHAS MONOCTh 17 (18,3 %)
5_"0 5 4 — TOJIBKO OTJAJIEHHbIE 7(7,5 %)
" JuMbaTAIECKIE Y3ITbI
'30,4 t — MeTacTasbl B ABYX U 6oJjiee 001acTiaX 16 (17,3 %)
S |
g 031 CreneHb AudhepeHIIMPOBKY OIMYXOJIU:
00,2 1 — BHICOKOAM(D(HEPEHIUPOBAHHASL 37 (39,7 %)
01 — cpeaHenuddepeHIMpoBaHHAS 22 (23,4 %)
’ — HU3Komu(hEpeHIIMPOBaHHAS 31(33,4 %)
0+ . . - : - : — HeauddepeHIpoBaHHAS 3(3,2%)
0 5 10 15 20 25 30 35
Mecaupl O61ecomarnyeckuii cratyc mo ECOG:
— 0 6amtoB 52 (55,9 %)
—#=KPP (93-97) —*—KPP 6e3 neueHna —*—KPP (98-02) — 1 6amn 31(33,3 %)
— 2 0auta 10 (10,8 %)

Puc. 4. Kpusoie svincusaemocmu no Kannany— Maiiepy nayuenmog ¢ 0KPP,
HabA100a8UUXCs 8 PA3HbIEe NePUOObL BDeMEHU

TaGJmua 8. Ilokazamenu evicueaemocmu 6oAbHbIX C pa3AUHHbIM MONEKYAAPHO-2eHeMU1UeCKUM npo¢u/teM

Menuana BbKMBaEMOCTH (Mec)

MounekyaspHo- Koi-Bo IIuropenykTHBHBIC
reHeTHYeCKuii Npoduib ciIyyaeB onepauun
1o 6 1o 12 1o 24 1o 36

TS (+), TP (+), DPD (+), o
COX-2(+), Erccl (+), KRAS (+) (71:5%) 100 % 0 0 0 0
TS (-), TP (-), DPD (-), *
COX-2 (), Erccl (-), KRAS (-) 12 (13 %) 0(0 %) 1(8,3 %) 1(8,3 %) 10* (83,4 %) 8 (66 %)
TS (-), TP (-), DPD (-)
COX-2 (), Erccl (-), KRAS (+) 10 (9,3 %) 0% 8 (80 %) 2(20 %) 0* (0 %) 3 (30 %)
MSI (+) 5(5,4 %) 1 (20 %) 4 (80 %)
MSI (+), KRAS (+) 3 0 0 1 2 2 (40 %)
MSI (+), KRAS (-) 2 0 0 0 2 2 (40 %)

Tlpumenanue. *p < 0,001.
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MepguaHa BbKknBaemocTu 3 rpynn naymeHToB

NpOMEKYTOM

== KPP (93-97)
== KPP 6e3 neueHuns
== KPP (98-02)

O6wwasn dyHKUMA BbKMBaHNA
OCOO0OO0O0OOO0O

nNporHos

N0 15 20

Mecaupi

1
0

o~ 5
Puc. 5. Pazdenenue 601bHbIX NO NPOSHO3Y BbINCUBACMOCU

C yyeToM clieJlaHHBIX paHee BBIBOJIOB U3 93 manueH-
TOB BbIICJIEHBI 2 TpynIbl: 1-5 rpymnmna nmaiueHToB ¢ KPP,
KOTOpas Mojiyyusa jiedeHue B odobeMe 1-ii mmHum XT,
C TTOJIOKUTENBHBIM 0TBeTOM Ha X T 1 MearaHo# BhIXKMBa-
eMoctu 6osiee 12 mec. Bo 2-10 rpyImiy BOIUTM NallUEHTHI,
Y KOTOPBIX He ObUTO 3a(hMKCUPOBAHO OTBETA HA MPOBOAM -
MO€ LIUTOCTATUYECKOE JIeUeHUE U C METUAHON BbIKMBAE-
MOCTH MeHee 6 Mec. PeTpocIieKTHBHO B 3THX TPYIIITax OIl-
penesieHbl MOJIEKYJISIPHO-TEHETUYECKUE XapaKTepUCTUKHU
OITyXOJIEBOU TKAHU.

ITpoananu3upoBaHbl COYETAHUS MOJIEKYISIPHO-TEHE -
TUYECKUX MapKepoB. Paznuuus B rpymnmnax ObUI MPUHIIU-
nuajJbHbIMU (Tab. §).

+ Haumenbinas BbKuBaeMocTh nauueHToB (100 %
MalIMEHTOB TPOXUIN MeHee 6 Mec) 3aperMcTpUpOBaHa
MPU COYETAHUN BBICOKOM IKCIPECCUU 6 MOJIEKYISIPHBIX
daktopos: TS (+), TP (+), DPD (+), COX-2 (+), Ercc-1
(+), KRAS (+). laHHbIi1 BApUaHT COYETAHUS MOJIEKYJISIP-
HBIX MapKepPOB OTMEYEH HAMU KaK KpaliHe HeOJaromnpu-
STHBIA NJI1 TPOTHO3a 3a00Ji€eBaHUSI BHE 3aBUCUMOCTU
OT MTPOBOAMMOTO JIEKAPCTBEHHOTO JIEYEHUS (ITPOTPECCU-
poBaHue 3a00JieBaHUs Ha HoHE |- TUHUY TOTUXUMUO-
teparnu (ITXT) 3apeructpuposano y 100 % manueHToB);

* HauOOJbIIasI BBDKMBAEMOCTh MALIMEHTOB (3-roauy-
Has y 83,4 % malueHTOB) 3aperMCTPUPOBAHA IIPU COYETA-
HHMU HU3KOM 3KCIIPECCUU 6 MONTEKYIAPHBIX (hakTopoB: TS
(), TP (), DPD (-), COX-2 (-), Ercc-1 (-), KRAS (-).
JaHHBIM BapuaHT COYETAHUSI MOJIEKYTSIPHBIX MapKepoB
OTMEUYEeH HaMU KaK KpaliHe 0J1aronpusiITHBIN TSI TIPOTHO-
3a 3a00JI€eBaHUS U JIEKAPCTBEHHOTO JieueHUs (0ObEeKTUB-
HbIi oTBeT Ha ¢oHe 1-ii nuHun ITXT 3apeructpupoBaH
y 75 % nauueHToB);

* peructpaiusi KRAS-mMytaluu y maimeHToB ¢ 61aro-
MPUSATHBIM COYETaHUEM MOJIEKYISIpHbIX MapKepoB TS (-),
TP (-), DPD (-), COX-2 (-), Ercc-1 (-) HuBenupyet ux
OJIaroNpUsITHOE BAUSHUE HA MPOTHO3 (3-roANYHAsT BBLKU-
BaeMOCTb Y TAKMX MTAIMEHTOB HE JOCTUTHYTA, 2-TONUYHAS
3apeructpupoBaHa B 20 % ciiydaeB, YTO CPAaBHUMO C BbI-
>KMBAEMOCTBIO B OOIIIEH MOIyJISIIMY TTAallUeHTOB);

* BBISIBJIEHO, YTO HAJIMYME MUKPOCATEJTUTHOM HeCTa-
OUJIBHOCTH B OMYXOJIEBOW TKaHU, KOTOpasi BCTpEYaeTCs

¢ yactoroit 5,4 %, BHe 3aBucuMocTH OT KRAS-cratyca
OTTYXOJI M COYETAHUSI IPYTUX MOJIEKYJIIPHBIX TTOKa3aTe-
JIel, SIBIISIETCS €MIMHCTBEHHBIM HE3aBUCUMBIM (DaKTOPOM
JUTST KpaliHe O6J1aronpusTHOTO TTPOTHO3a (3-roaquyHast BbI-
JKMBaeMOCTD 3apernuctprpoBaHa y 80 % nanueHToB).

[pwn aHaM3e MONIEKYASIPHO-TEHETMUECKUX BAPUAHTOB
OITyXOJIEBOU TKaHU y OCTAJbHBIX TAIMEHTOB (y 59 u3 93)
YETKUX 3aKOHOMEPHOCTE! TeUeHUST OITyXO0JIEBOTO ITPOIIeC-
ca BBISIBJIEHO He ObIJT0. DTU OOJIbHBIE OTHOCSITCS K TPYTITe
TPOMEXYTOYHOTO MPOTHO3a. B OITyx0eBoil TKaHW 3TUX
MaIMEeHTOB COYeTaHUSI MOJIEKYIISIPHO-TEHETUIECKIX Map-
KEPOB IIMPOKO BapuabenbHBI. B 3TOI rpyrmime maimeHToB
TPOTHOCTUYECKNE MOJIEKYJISIPHBIE MapKePhl MOTYT paclie-
HUBAThCS KaK MPEeAUKTUBHBIE (DAKTOPHI IS MHAWBUITya-
JIU3aIAM TIPOTUBOOITYXOJIEBOM JIEKAPCTBEHHON Teparuu
C 1IeJIbIO YBEJTMUECHUSI MEAUAHbI BBIKMUBAEMOCTH.

06cyxnpenue

Ha ocHOoBaHWUM aHaNN3a TUTEPATYPhI OTE€UECTBEHHBIX
U 3apyOeXXHBIX aBTOPOB [7, 8] HaMu ObLTX BBIAEIEHBI S Mpe-
TUKTUBHBIX MapKepoB U MyTauus B reHax KRAS, p-53,
KOTOPBIE MBI KCIOJIB30BAJIH VIS TPOTHO3UPOBAHUS TE€YE-
HUS OITyXOJIEBOTO Ipolecca Y MallMeHTOB C IUarHO30M
nKPP. Mbl cocTaBUIM NaHE b, U3YyYalOlIyIO 3KCITPECCUIO
JMATUAPONTMPUMUINHIETUAPOreHA3bl, TAMUIAIATCUHTETA-
361, TUMUIUHPOChopuasel, Ercc-1, COX-2, Mmyranuio
B reHe KRAS, Hanuune MUKpPOCATEJTMTHON HECTaOWIIb-
HoctH, p-53 [9].

Kak moka3anu pe3ynbsraTbl COOCTBEHHBIX UCCIEA0BA-
HUI B Halllel paboTe, MOJIEKYJISIPHO-TeHETUYECKHUE XapaK-
TEPUCTUKH OITyXOJIEBOTO TTpolLiecca paka 000I0YHOM U Tpsi-
MO KUIIIKY IIUPOKO BapUaOEIbHBL. DTU OTJINYUS UTPAIOT
CYILIECTBEHHYIO POJIb B TEYEHUU OIYXOJIEBOTO 3a00JieBa-
HUS U B OTBETE OIMYXOJIM Ha IIUTOCTATUYECKYIO TepaMUIO.

B Haieit pabote ObLIM BbIIEIEHBI MOJIEKYISIPHO-Te-
HETUYEeCKUE XapaKTEPUCTUKHU OMYXOJIU, ACCOLUUPYIOLIH -
ecd ¢ 0J1aronpusTHBIM Te4eHUEM 3a00JIeBaHUS. DTa rPyT-
Ia MauKMeHTOB, cocTaBisionias 13 % or obluero yucia
HCCIIEIOBAHHBIX OOJBHBIX, UMEJIa XOPOIINI OO bEKTUBHBIA
OTBET Ha TpUMEHEHUE TIpernapaToB S-¢hTopypaluiia B Co-
YEeTaHUU C JEHKOBOPMHOM. Y 4YacTU MAlMEHTOB OBLIO
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BBIMIOJIHEHO IIUTOPEIYKTUBHOE OIMEPATUBHOE JIEYEHUE,
MPOAOJIKUATEBHOCTD KU3HU Y MTAIIMEHTOB 3TOU TPYIIIIBI
camas jyutesibHas. COOTBETCTBEHHO, BBISIBIISISL U3 OO
KOTOPTHI MAIIMEHTOB OOJIBHBIX C OJIATONPUSATHBIM MOJIEKY-
JISPHO-TEHETUYECKUM MTpodUIeM, KIUHULIKUCT MOXET
3aIJIAaHUPOBATh ONTUMAJIBHYIO 1O 3¢ (HEKTUBHOCTHU, TOK-
CUYHOCTU U CTOMMOCTHU MPOTUBOOMYXOJIEBYIO TEPAIUIO.
B Takoii rpymnmne naiueHToB, M0 HAllEeMy MHEHUIO, 11eJie-
CO00pPAa3HO AeNaTh YKJIOH B JIEYEOHOU TaKTUKE B CTOPOHY
LIUTOPEYKTUBHOTO JieueHUs. B 3Tol rpyrrie nalneHToB
11eJIecCO00pa3HO IIMPE UCTI0IB30BATh U MPeAOTepalliOH-
Hyto XT niepen ynajieHreM NepBUYHON OMYXOJU C LEbIO
TIOBBIIIEHUST A0JJACTUKU Y PaJUKaTIbHOCTU XUPYypruve-
CKOTO 3Tana KOMIUIEKCHOTO JieueHUs 00IbHBIX. Dddek-
TuBHas XT maeT BO3MOXHOCTb «HE YIYCTUTb MOMEHT»
TMOMNBITKU U3JIEYEHUS TIPU AUCCEMUHUPOBAHHON CTaauuU
3a001eBaHNs.

HcknodyeHreM u3 3Toll 3aKOHOMEPHOCTHU ObUIM Ma-
LIMEHTBI, Y KOTOPBIX ObLIa BBISIBJIEHa MUKPOCATEJJIUTHAS
HECTaOWJIBHOCTh. DTUX MAlUEHTOB 3aPETUCTPUPOBAHO
B HallleM ucciienoBaHuu 5,4 %. Dta rpymima 00JIbHbIX UMe-
JIa pa3Hble MOJIEKY/ISIPHO-TEHETUYECKUE XapaKTEPUCTUKH,
OTHAKO OTJIMYAJIach OJaronpusiTHbIM T€YEHUEM 3a0oJie-
BaHWS, CKIOHHOCTBIO K JIOKQJTbHBIM pelMAnBaM 3abo0Je-
BaHus, orBeToM Ha IIXT mo cxeme FOLFIRI. O6uias
BBDXKMBAEMOCTb B 3TOM IpyIime cocTaBuia dosee 3 JIET, YTo
TO3BOJIWJIO HaM BBIIEIUTh 3TOT MapKep KaK HE3aBUCUMBIIA
npu popMUPOBaHUYU ITPOTHO3A 3a00neBaHus. [1o mTaHHBIM
MUPOBOM CTaTUCTUKHU, B Koropte 601bHbIX KPP BhISBIIS-
forcst 4 % HocuTeeil MUKPOCATeJUIMTHON HeCTaOMITbHO-
ctu. ClenoBaTeabHO, MPU COCTABIEHUH TTaHEIU MPEeInK-
TUBHBIX MapKepoB, KOTOPble KIMHUIIACT TJIAHUPYET
OLIEHUTD, BBISIBJIEHUE MUKPOCATEJUTUTHON HECTaOUIBHO-
CTU JIOJXKHO OBITh MEPBBIM, TaK KaK (PakT BbISIBJICHUS MO-
CJIemHeN SIBJsieTCs OJIarONpUSITHBIM MPU3HAKOM U HE 3a-
BUCHT OT IPYTUX MapKepoB. Y TaKUX NAllMEHTOB, IO BCEM
BUAUMOCTH, 1I1€JIECO00Pa3HO CTPEMUTHCS K IMTOJTHOMY LU -
TOPENYKTUBHOMY ONEPAaTUBHOMY JIEYEHUIO.

B pesynbsrate mpoBE€AEHHOIO KUCCIENOBAHUS TAKXKE
OBUIU BBISIBJICHBI 2 TPYMITBI MAIIMEHTOB C HEOIATOMIPUST-
HBIM TIPOTHO30M JJI51 JIEUEHUST TIPOTUBOOITYXOJIEBOI Te-
panuveil U Te4yeHueM omyxosaeBoro 3aboneBanus. K 1-i
rpymIie HeOIaronpUsATHOTO MPOrHO3a Mbl OTHEC/IU HallK-
€HTOB, ¥ KOTOPBIX UMEETCS TUIEPIKCIIPECCUS TTPEIUK-
TUBHBIX MapKePOB IS JIeYeHUs ITpenapaTaMu (pTOpIu-
pumunrHoBoro psaa (TS, TP, DPD) u ogHoro wiu nByx
Jpyrux MapkepoB u3 uccienyemoii nanenu (COX-2, Ercc-1,
KRAS) npu oTCcyTCTBUM MUKPOCATEJUIMTHON HECTAOUITb-
HOCTH. ¥ MMallMEHTOB 3TOM TPYMIbI (UX BhISIBICHO 4,3 %)
OBLIO 3apETUCTPUPOBAHO MPOrPECCUPOBAHUE 3200JIEBAHUS
Mpy Ucnojib3oBaHuu B 1-ii iuHuu [TXT npenaparos GpTop-
nupuMUIUHOBOTO psina B 100 % ciydaeB. Y oTHX GOJTBHBIX
HaMU ObLTY IPOBEAECHBI B MOCIEMYIOIIEM JIEYEOHBIE CXEMBbI
XT 6e3 ¢proprmupumuanHoB B 3-it u 4-it munusx [1XT.
OnHako cieayeT OrOBOPUTHCS, YTO 3TU KOMOMHALIMY Mpe-
MapaToB Mbl HE MPUMEHSUTH B 1-1i tuHuKM XT HUA Y OTHOTO

MalAeHTa C TAKUM MOJIEKYJISIPHO-TEHETUYEeCKUM TTpohU-
JIeM, TTOCKONIBbKY pexxuMbl XT 6e3 pTopnupuMUINHOB HE
SIBJISIIOTCS CTaHAApTOM JieueHus B 1-i1 muauu XT. ng pe-
TUCTpallMM TAaKOTO MOAXOAa /U Ha3HaueHus 1-il tuHuu
XT TpedyeTcs paHAIOMU3NPOBAHHOE MHOTOLIEHTPOBOE UC-
CJIeOBaHMUE.

Ko 2-i1 rpynne He61aronpusTHOrO MPOrHo3a Mbl OT-
HECJIU MAllMEHTOB, Y KOTOPBIX 3apeTUCTPUPOBAHA TUTIEP-
skcnpeccus Beex 5 mapkepos (TS, TP, DPD, COX-2,
Ercc-1) u mytanus B reHe KRAS TIpu OTCYTCTBUY MUKPO-
CaTeJUIMTHOW HECTAOWIBbHOCTU. [1allMeHThl TOW TPYIIIbI
(ux BBIsIBNICHO 7,5 %) He OTBeYaIu HU Ha OfHY JIuHUIO XT,
WMEJIM CTPEMUTENBHOE ITPOTPECCUPOBAHUE 3a00JIEBaAHUS,
MPOJOJIKUTEIBHOCTh KU3HHM COCTaBWJIa He Goyiee 6 Mec
C MOMEHTa ycTaHOBJIeHUs auarHo3a 1KPP. B Havane ky-
palvy 3TUX MAlMEHTOB MBI CYMTAEM HELIETECOOOPa3HBIM
npoBeneHue npenornepanimoHHoil XT mepen ynajleHueM
MEePBUYHON OMyXOJU. XUPYPrUYECKOe JeUeHUEe NOJKHO
OBITH BBITIOJIHEHO B MIEPBYIO OYEPEb U MIPECIENOBATh LIEb
YMEHBIIIEHUS OMTyXOJEBOM MACChl U YCTPAHEHUS YIPO3bI
pa3BuTUs ocTpbix ocioxHeHuii KPP, Takux kak octpas
KUIIIeYHAsI HEMPOXOANMOCTh, KPOBOTEUEHUE U3 OITYXOJIH,
nepdopauus onyxoiau. B nposenenuu XT y MaliMeHTOB
C TAKUM MOJIEKYJISIPHO-TEHETUYECKUM MpoduiemM BBULY
€€ MOJTHOU Hea((HEKTUBHOCTU Mbl HE BIIPABE OTKA3aTh TOJIb-
KO Ha OCHOBaHUWH MOJYYEHHBIX B Halllel paboTe JaHHBIX.

BoiBoAbI

Takum obOpas3om, ObLIO ellle pa3 MOATBEPXKIECHO, YTO
KPP oTHOCUTCS K TeTepOTEHHBIM COJIUIHBIM 3JI0KA4eCT-
BEHHbIM 00pa3oBaHUsIM. 3yueHne 3Toi reTeporeHHOCTH
MOXET OBITh UCITOJB30BAHO JUIS1 OMPENEIeHUST TPOrHO3a
TE€YEHMUS OTTyXOJIEBOTO 3a00JIeBaHUSI.

O6u1as koropta nauueHToB ¢ KPP nenutcs Ha rpym-
bl IPOMEXYTOYHOI0, HEOIATONPUATHOTO U OJIaronpu-
SITHOTO MPpOTHO3a. OYEeBUIHO, YTO B MOCIIETHUX ABYX IPYII-
Tax BJIMSTH Ha OOLIYIO BbBDKMBAEMOCTb METOJOM MPOBEIEHUS
LIUTOCTaTUYECKOI Teparuu MaJonepCcrneKTUBHO: OTHU Oy-
YT MOTM0aTh OT MPOTrPECCUPOBAHUS OMYXOJIEBOTO MPO-
1ecca crpemuresbHO Ha poHe XT, npyrue Ha poHe mpo-
BEJCHUS CHEIUATBHOIO JIEKAPCTBEHHOTO JIEYEHUST OyayT
JIEMOHCTPUPOBATh JJIUTEJBHYIO CTAOWIN3AIUIO OITyXOJIe-
BOTO MPOIIECCA, PEAKO — OOBEKTUBHBIN OTBET, YIOBJIETBO-
PUTEJIBHOE KAaYeCTBO KU3HMU.

B rpynne mpoMexyTO4HOro MpOTHO3a YBEIUYECHUE
0011111 BBLKMBAEMOCTHU MyTEM MPOBEAECHUS IUTOCTATUYE-
CKOM Tepamnuu gBJsieTcs NEPCIEKTUBHON 3afavyeil, mpu
PELIEeHUM KOTOPOU MTPOTHOCTUYECKHUE (DAKTOPHI TEUEHUSI OITy-
XOJIEBOTO TMPOIIECCa HY>KHO pacCMaTpPUBaTh KaK MPEAUK-
TUBHBIE MApKEPbI TPOTUBOOITYXOJIEBOM TEPATUU C LIEBIO
VHAWBUAYAIN3AlMA XUMUOTEPAIIEBTUYECKOTO JIEYEHMUSI.
[TocienHee MO3BOIUT YBETUYUTHh MEANAHY BbKABAEMOC-
TA TALMEHTOB U3 TPYMNIIBl MPOMEXYTOYHOTO IMPOTrHO3a
(63,4 % ot 0o61Iero KOJIMYEeCTBA MAlMEHTOB), MTOBLICUTh
KOJMYECTBO LIUTOPEIYKUBHBIX XUPYPTUYECKUX BMella-
TEJIbCTB.
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