Clinical Investigations

B Ka4eCTBE CaMOCTOITENEHOTO MeTona. 11pH XOHApocapKoMax BhI-
COKO¥ CTETEHH 3I0KAYECTBeHHOCTH (Me3eHxiuManbHad, Aenudde-
peHumpoBanHasg ¥ xoHapocapkoma IIl cTereHy aHamasuu) npo-
BeIeHHE aeKBaTHOIO OTIEPATHBHOTO BMEIIATENBCTRBA B COUSTAHIY
C aIBIOBAHTHOM ¥ HEOANBbIOBAHTHON XWMMOTepanueil yiyJiaeT
Tiporuos (o6rmas 5-JeTHsS BbDKMBAEMOCTh cocTaBmna 47,4%) B
CDaBHEHHH C TPYIION OONMBHEIX, ONXYYABIINX TONBKO XUPYPrude-
cKoe€ JieueHUe (001as S-JeTHSS BEBDKMBAaeMOCTh cocTaBuna 25,4%).
TakuM 06pa3oM, B TOCHEIHES BpeMs 10 MEPE HAKOIUICHYIS OIThITa
¥ HOBBIX TAHHBIX O GHOJIOTIYECKUX OCODEHHOCTSIX XOBPOCAPKOMEL M
Oaromaps BHEAPESHMIO B IPAKTUKY SHIOIPOTE3MPOBaHM CTaN0 BO3~
MOKHBEIM BBHITONMHERHE PATMKABHBIX Pe3eKIMI WIN TIONHOe YIajie-
HYe KOCTH C TIOTTHOIIEHHEIM aHATOMITIeCKIIM 3aMelleHreM e(eKTa 1
BOCCTaHOBJICHIIEM (hYHKIpM KoHeuHocTHU. [IpuMeHeHne coBpeMeH-
HBIX CXeM XHUMWOTEpalMU IIPU JIEYeHHMM BBICOKO3NIOKAYECTBEHHBIX
hopm xOHIPOCapKOMBI KOCTH TIO3BOIIAET 3HAYMTENEHO YIIYYLIATh 110~
Ka3aTelny BEDXAUBAEMOCTH STOTO CITOKHOTO KOHTUHTEHTA OOJIbHBIX.
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HHUH kaunuueckoii onxonozuu, HHUH sxcnepumenmansroii duazroc-
murcu u mepanuu onyxoneii, HUH xanyepoeenesa

CoBeplIeHCTBOBAHIE XUPYPIMYECKOTO JIEUEHIS HeMEKOKIIETOY-
poro paka sierkoro (HMPJT) orpenensercs: Ipexne Beero 060CHOBa~
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Metastases were found in 13 (59.1%) patients, most of them occur-
ring within the first year after treatment (84.6%). Time to clinical metas-
tasis detection ranged from 1.5 to 26 months, mean 7.7+2.9 months.

The 5-year survival in this patient category was 47.4%.

In conclusion, our findings suggest that surgery is the principal
treatment modality in chondrosarcoma of bone. Radical surgery
alone is indicated for low-grade tumors (anaplasia grade I, II and
clear-cell chondrosarcoma). In high-grade chondrosarcoma (mes-
enchymal, dedifferentiated and chondrosarcoma of anaplasia
grade III) adequate surgery in combination with adjuvant and
neoadjuvant chemotherapy improves prognosis (overall 5-year sur-
vival 47.4%) as compared to surgery alone (5-year survival 25.4%).

Over the last years, radical resection or complete removal of
the affected bone with full anatomic replacement of the defect
and restoration of limb functioning became possible in cases with
chondrosarcoma of bone as new experience and new data about
biological features of chondrosarcoma were gained as well as due
to implementation of endoprosthesis. Administration of up-to-
date chemotherapy schedules in the treatment for high-grade
chondrosarcoma improves considerably the survival.
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The advance in surgical treatment for non-small cell lung
cancer (NSCLC) is first of all due to implementation in the clin-
ical practice of systematic (with mandatory mediastinal lymph
node dissection) wide and combined operations. These proce-
dures enlarge the method capacity, allow adequate staging,
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Kaunuuecxue ucceaedobarus

DTo peanbHO Pa3NBUTACT TPAHWIBI METONA, TTO3BOJIIET IIPOBOIMTH
alleKBaTHOE CTAAMPOBAHUE, TOBLIIIACT PATUKAIIZM JIEUeHHUS U CO-
303eT IMPeMITOCEUIKH I YBEIMUEHMSI BEDKuBaeMocTH [1—4]. B1H Imo-
soxenua moxrBepxnaiorca omsiroM POHIT mm. H. H. Bioxuna
PAMH, onsaxo HeCKOIBKC OTIMYAIOTCA OT B3IJIAHOB APYTHX, TIPEXKIe
BCETO POCCHICKUX, MEIVIIMHCKYIX YIPEKASHIH (HO TIPUHLIMITMAIEHO
HE IIPOTHUBOPEYAT MM), [Jie MEPCIEKTHBL XMPYPIidecKoro JeIeHHsS
paka JIETKOro TIPENMYIIIECTBEHHO CBSI3BIBAIOTCS ¢ IPOBEACHIIEM KOM-
OUHIPOBAHHOTO JIedeHHd [5—7].

Hawnbonpline pacXOXAeHHT B3TIANOB Ha XUPYPrUYecKoe Jede-
HUE KacalOoTCsl BBIIIONIHEHUS CHCTEMaTHUYECKO# NpeBEHTHUBHONM
MENUACTHHATHEHON MTUMMOIMCCEKIUY, BBITOIHIAEMON TIPA OTCYT-
CTBUY BHAMMBIX M3MEHEeHMH B AnMboysiax cpenocrenud. B Menp-
e}t CTEIeHH 3T Pa3sHOIIACHS COXPAHIIOTCA IIPH BEISIBJICHUU YBE~-
JYEHHBIX METUACTHHAILHEIX TUMGbOY3IIOB.

CoBpeMeHHEBIE JJA00paTOpHBIE METONBI UCCIeHOBaHMS OIYX0NU
TIO3BOJISIOT BBLIBUTEH OMOJIOrMYecKHe OCOOSHHOCTH paKa JErkKoro,
JEMOHCTPUPYIOT TETePOreHHOCTh 9TOMH IPYIIIEl HOBOOOpa3oBaHuil
¥ CTATHCTHYECKW 3HAYMMBIE KIMHUKO-OHONOTHYUECKIe 3aKOHO-
MEPHOCTH, OIIPESIEITIOHINE TIPOTHO3 TCUSHU 3a60/I6BaHUA.

HapeeMmcs1, ¥TO aHATM3 TPeCTABIAEMbIX HAMU ITOJIOKEHUI OymeT
CII0COBCTBOBATE YIBEPXKICHUIO IPHMHITHIIOB, TOBRIIIaomx stibex-
THRHOCTE COBPEMEHHOIO XMPYPrHUecKoro feuenns GomsHex HMPIT.

Marepaanst 1 MeTogp!l. IIpoananusupopadel gauHsre 2218 Gonprerx HMPII,
OlIepUpOBaHHBIX B TopakoabromusansHoM oraeneHun POHIL nm. H. H. Bro-
xura PAMH B 1970—1999 rr.

W3yyeHo pacupeeneHne GonbHbIX IO TTOMY, BO3PACTy, KIHHUKO-aHATOMUYe~
CKOIi popMe, THCTOJIOTUIECKOMY CTPOSHHIO, XapaKTepy 1 00BeMy OTlepallii.

Cpein OIEPUPOBAHHEIX OTMEYSHO 3HAYUTENBHOe IpeoblaNanme MYXKYHH
(90%). Yacrora nalMeHToOB MOJIOROTO (IO 45 NeT), cperero (45—59 ser) u 1o-
sxumoro pospacra (60 yer w crapiie) cooTsercrBoBana 6,3, 59,4, 34,3% (140,
1317 1 761 6onsHoit). LleBTpanbHblil pak BhSIBIEH B 52,6%, neprdeprdeckuii
— B 47,4% nabmoneHnit. OHAKO Y XEHIIUH 3HAYUTENHHO IpeBaIpoBaa e-
pudepuyeckasg KIHHUKO-aHaTOMIueckas hopma — 84,1%.

B COOTBETCTBHMM C €CTECTBEHHMLIM pacnpeleNieHueM paKa JIeTKoTo Ipeobia-
Jana IIoCKOKIeTouHas ero dopma (72,3%), y 1/4 GonpHEIX oTMeueHa aneHo-
xapuuHoma (25,8%), B eAMHUYHBIX HAGIIONCHHAX ~~ KPYITHOKICTOUHBIH paK.
NonreepkuaeTes N3BECTHAS 3aKOHOMEPHOCTh — CPEAM GONBHEIX IEHTPAIbHBIM
PAaKoM B 3HAYUTENBHOI Mepe npeobiiafaeT IIIOCKOKIIETOYHbII BAPHAHT OIYXOIH
(89,4%). lepudepryeckuil pax II0YTH OTUHAKOBO 9ACTO IIPEACTABIEH IDIOCKO-
KIIETOYHBIM ¥ affeHOTeHHBIM BAapHAHTAMH.

M3BecTHO, 4TO GONBLIAL YACTH 3200IEBIIMK PAKOM JIETKOTO IOABEPraercs clie-
LUpITIECKOMY KOHCEPBATUBHOMY 1 CHMIITOMaTHYecKoMy JtedeHuIo. Tomsko 10—
15% maumeHTOB OIepupyIoTCs. I105TOMY COBEPLIEHHO 3aKOHOMEPHO pacipeie-
JIeHIE OTIEPHPOBAHHEIX DOMBHBIX IO PacTIPOCTPAHCHHOCTY OIIYXOMH — IIOYTH Y
nonoBuHbl 13 Hux (51,8%) muarnoctuposana I—I1 cragus, v 48,2% — 111 cramus,
'V 38 GonpubixX ¢ IV cTaiueii BEIIBIUIACH METACTA3HI B TOM XK€ JIETKOM ¥IIM OHU IV~
ATHOCTMPOBANVCH B PAHHEM TIOCIIEONEPAIIMOHHOM Ieproxne. 11o Mepe pacimpe-
HAA THATHOCTUYECKAX BO3MOXKHOCTEM MOCHENHSIS TPYIa YMEHBIIAETCS.

OueBHIHO, YTo 32 30-JIeTHUI IEPUON MEHANMCEL HAIIK NIPSICTABICHUS O XH-
PYPIUYECKIX HOIXonaX K 00reMy onepatrmit. Y ecimu 70-¢ u Hauano 80-X rofos Xa-
PaKTepi30BaiCh BHINIONHEHViEM GONBITMHCTBY OONBHBIX IMHEBMOHIKTOMMH, TO
TIO3IHEe CBOE 3aKOHHOE MECTO 3aHSIM Pe3eKIIHH JIErKoro — JIo0- 1 GHio6aKTo-
Mk, MBI IPOLUTH TEPHOL, YBIIEISHHS M SKOHOMHBIMH OIepallHAMH — ATHITHIHBI-~
MU PE3EKIVSIMHE IONH M THITHYHBIMU CETMEHTIKTOMsIMIL. TIOHATHO, YTO IIOKa3a-~
HYS K HAM GBUIM OTPaHMYEHBI OTHOCHTENIBHO HeGOMBIIMMI TIepH(EPHYECKUMA
obpazopanmsvu (B ocsoBHOM T1NO) B onpenensuIics IpeXae BCero QyHKLHMO-
HAJBHEIM COCTOSIHUEM GONBHOro. Ocraercs CTAGIBHBIM THCAO SKCIUIOPATUBHEIX
oneparuii 8—10% exeromHo. BTo CBA3AHO C HETIOIHON AUATHOCTHYECKOH IIpe/o-
niepalMoHHOM HHGOpMalIMelf Wi TpeneIaMi FUATHOCTIIECKUX METOMOB.

MBI OLIEHMIIH Pe3yABTaTsI 2113 omepanmit. k3 sux spironseso 1730 (81,9%)
pamukansHEX, 172 (8,1%) namnuarususix 1 211 (10,0%) sKCIUIOpaTHBHBIX OTIe-
panuit. PesexrabensHoCTs coctapuiia 90%.

Cpenu 1730 panuKanbHbX onepaliit 66010 mpousseneso 807 (46,6%) mHes-
MoHsKToMuil, 864 (49,9%) noGoxromuii u 59 (3,4%) cerMeHTAPHBIX M ATUITHYHEIX
SKOHOMHBIX pe3eKiniit nerkoro. B nenom 32,4% (561) omepaiuii ObUH pacim-
peHHBIME. Oco00 CHEAYET OTMETHTH, YTO B 1990—1999 rr 13 456 panuKXalbHEX
BMelarenset B 389 (94,8%) caydasx OHM COMPOBOXIANNCH IOAHBIM YIaCHIeM
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increase radicalism of treatment and provide for better survival
[1-4]. The above-mentioned statements are confirmed by the
experience gained at the N.N.Blokhin CRC, RAMS, but differ
from (though are not contradictory in principle to) opinions of
other, first of all Russian medical institutions that relate
prospects of surgical treatment for lung cancer mainly to multi-
modality treatment [5-7].

The main difference in the opinions about the suigical treat-
ment concerns systematic preventive mediastinal lymph node
dissection as performed without visible changes in mediastinal
lymph nodes.

Up-to-date laboratory investigations of tumors can discover
biological peculiasities of lung carcinoma, demonstrate hetero-
geneity of this group of tumors and statistically significant ¢lini-
cal and biological regularities determining the disease course.

We hope that analysis of our findings will promote our princi-
ples of improvement of surgical treatment efficacy in NSCLC.

Materials and Methods. This paper analyzes 2218 cases with NSCLC
undergoing surgery at Thoracoabdominal Department, N.N.Blokhin CRC,
RAMS, during 1970-1999.

The cases were analyzed with respect to gender, age, disease clinical and
anatomical type and histology, type and extent of surgical intervention.

Males were predominant (90%). Patients of young (under 45 years), mid
(45-59 ears) and advanced (60 years and older) age were 6.3%, 59.4%, 34.3%
(140, 1317 and 761 cases). Central cancer was found in 52.6%, peripheral in
47.4%. However, most females (84.1%) had peripheral cancer.

Squamous-cell carcinoma was found in 72.3%, adenocarcinoma in 25.8%
and few cases had large-cell carcinoma. Qur cases were in compliance with
the reported regularity of most central cancers being squamous-cell carcino-
mas (89.4%). Peripheral cancer was equally represented by squamous-cell
carcinoma and adenocarcinoma.

As known, most patients with lung cancer receive specific conservative
and symptomatic treatment and only 10-15% undergo surgery. The distribu-
tion of our patients undergoing surgery with respect to disease advance was
therefore quite regular; almost half of them (51.8%) had stage I-11, 48.2% had
stage 111. 38 patients with stage IV had metastases in the same lung as discov-
ered at presentation or early postoperatively. The last category reduces with
improvement of diagnostic methods.

Our view of surgical approaches to extent of operation were naturally
changing over the three decades. Cf., pneumonectomy was performed in
majority of lung cancer cases in the seventies and early eighties, while lobec-
tomy and bilobectomy became favored later. We passed a period when narrow
operations, atypical resection of a lobe or typical segmentectomy, were popu-
Iar. It is quite reasonable that indications of such surgery were limited to rather
small peripheral tumors (mainly T1NO) and determined first of all by patient
functional status, The proportion of exploratory surgery remains stable (8-
10% yearly). This circumstance is related to incomplete preoperative infor~
mation or limitations of diagnostic methods.

We assessed results of 2113 operations including 1730 (81.9%0 radical, 172
(8.1%) palliative and 211 (10.0%) exploratory procedures. Resectability was 90%.

The 1730 radical operations included 807 (46.6%) pneumonectomies, 864
(49.9%) lobectomies and 59 (3.4%) segmental and atypical narrow resections of
Iungs. 32.4% (561) of the operations were wide. It should be noted that 389
(94.8%) of 456 radical operations performed during 1990-1999 involved com-
plete removal of cellular tissue and lymph nodes of the mediastinum and 123
(27.0%) patients underwent wide combined procedures with resection of peri-
cardium (47), tracheal bifurcation (55, including 42 circular and 13 wedge resec-
tions), left atrium (10), upper vena cava (3), diaphragm (8) and chest wall (7).

Note, that the widening of surgery with systematic mediastinal lymph
node dissection which is presently performed in practically every case irre-
spective of intraoperative assessment of lymph node status is a reflection of
our views on surgical treatment for NSCLC. It is of especial importance
because there are no other (conservative) modalities compatible with surgi-
cal radicalism so far.

The lymph node dissection involves removal (together with the affected
lung) of cellular tissue and lymph nodes both of root of the lung and medi-
astinum (with mandatory ligation and intersection of unpaired vein arc, that
are mobilized en block with the lung (from para- and pretracheal, parae-
sophageal, tracheal bifurcation regions, aortocaval space, front mediastinum
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KNeTyaTKu 1 auMboy3noB cpenoctenust, a 123 (27%) naupeHTaM BEITONHEHEl
PaCIIHPEHHO-KOMOMHHPOBAHHEIE OIIEpaluy, B TOM Yuche y 47 ¢ pesexiiueif me-
P¥Kapna, y 55 6udypkauuy tpaxeu (y 42 MHPKyLipHast 1 y 13 KIMHOBUIHAS pe-
3eKtwst), ¥ 10 — jieBoro Ipencepmus, ¥ 3 — BepxHeii monoi BeHsL, y 8 — nuadpar-
MB ¥y 7 — TpyOHOM CTEHKU.

CnefyeT OTMETHTh, 9TO paclliupeHyie 06heMa BMEILaTeNbCTBa Ha perdoHap-
HbIX NMMGBOKOUIEKTOpax B BUIE CUCTEMATAYECKOM MeNUACTHHANBHOM uMdo-
JUCCEKIHMH, BBITONMHSEMOl B HacTosnlee BPeMsI TIPAKTHMECKU BCEM GONBHEIM
HE3aBMCHMO OT WHTPAOTIEPAIMOHHOM OLEHKYU NUMGOY3HOB, SBASETCH OTpaXKe-
HHeM MeTaMopdh O35l HAMKX B3ISJIOB Ha XMpyprideckoe neuerHne HMPJL. Oco-
GEHHO 3TO BAXHO B CBS3M C TEM, YTO JO CHX IIOpP OTCYTCTBYIOT ApYTUe (KOHCED-~
BATUBHBIE) METOMBI, COXIOCTABUMEIE C XUPYPIUUECKUM PamuKaIu3MOM.

MertoauKa npUMeHsIoeiicss TUMQOIRCCEKIHN 3aKNIOYaeTCs B YAAICHUM
BMECTE C ITOPAXSHHBIM JIETKUM KIeTYaTKU ¢ JIMMGOY3IaMi He TOJBKO KOPHS
JETKOI0, HO M CPENOCTEHUS (¢ 0693aTeNbHOM HepeBI3KoH U NepecedeHueM TyTH
HenapHOW BeHEL), KOTopas MODIIN3yeTCs BMecTe ¢ JIerkuM an blok (u3 napa- u
IperpaxeanbHoil, napassodarcanpbHol 00NIAacTH, 30HBI GHQMYpKALMU Tpaxew,
A0PTOKABANBHOIO NPOCTPAHCTBA, NMEPEOHETO CPENOCTEHHS HIDKE M YACTHIHO
BBIIIE JIEBOI IUIEUETOIOBHOM BeHbl). OCHOBHBIM TEXHUYECKUM TIPHEMOM 3TOM
MAHMITYISIUHM SBISIeTCA MOGWIK3ALHsi KIIeTIaTKH ¢ TMMPOY3IaMHU TOJIBKO OCT-
PEIM ITyTeM (HOXHULAMHU) ¢ 00sI3aTe/IbHBIM ITOMHBIM OTOJEHIEM KPYITHBIX COCY-
JIOB, HEPBHEIX CTBOJIOB M OPTaHOB CPENOCTEHHs. DTO IO3BONSET BHUIONHATD
OTIEPALNI0 MAKCUMAIIGHO aHATOMIYHO ¥ a6aCTHYHO.

Hawra mo3piiys1, HalpaBleHHas Ha PacHIMpeHHe XMPYPIHIEeCKOro Merona,
CErOHS OCHOBBIBAETCS Ha CIEIYIOLIEM:

— BO-TIEPBbIX, Ha CHICKEHUH IOCNe0NepalliOHHOM IETANbHOCTH, YTO O3B0~
JISIET TIPUMEHSTE ArPECCUBHYIO XUPYPIHIO Jaxe Y OOJBbHEIX IOXIIOTO BO3PacTa.
B nocienHee AecaTHIETHE OGIIAA IIOCHEOTIEPALIHOHHAA JIETaNbHOCTh CHU3WIACH
10 2,7%, cOCTaBNAA TOCHE TTHEBMOHAKTOMMH 3,8% ¥ pe3extuy serkoro 1,2%;

— BO-BTODBIX, HA 3HAHWH 3aKOHOMEPHOCTeH NHMQONUHAMUKY 1 JuMO-
TEHHOTO PErHOHAPHOTO METACTA3HPOBAHUS B 3aBHCHUMOCTH OT JIOKANM3ALIMU
OIIyXOJIM B JIETKOM, IIPEACTABICHUH O €& U3MEHEHUH, HapyIICHHU TIOCHeI0BA~
TEeJIBHOCTH (ATAITHOCTH) MeTaCTa3HMpPOBAHIS U (OPMIPOBAHUY TaK HA3HIBAEMEIX
NpPHIraIoUIUX METACTa30B B 35% HabNIoneHuii;

— B-TPETHHX, Ha BEICOKOM PErHMOHaPHOM METACTaTHIECKOM NIOTeHLMaNe pa-
Ka JIETKOI'0 ¥ 3HAYUTENBHON OIMGOYHOCTH KaK NPeNoNepallHOHHOM peHTIeHo-
JIOFUYECKOM, TAK ¥ MHTPAONEPANMOHHON MaHYabHOM M BU3YIbHON OUEHKU
MEeTACTaTHYECKOTO JIOPAXKEHHUS] BHYTPHUIPYIHBIX THMMOY3JIOB;

— B-YETBEPTBbIX, COBPEMEHHbIE MMMYHOTUCTOXUMWYECKUE HCCIEROBAHMA
(uccnegosaro 120 60NBHEIX) HO3BONMWIN Y 14% BELIBUTH MEKPOMETACTA3E] B pe-
THOHAPHEIX JuMbOy3nax, He OnpefesieMble Ha CBETOONITHIECKOM YPOBHE;

— B-IIATBIX, BHIIIOJIHEHUE NOJTHOLECHHOM CHCTEMATHYECKON MEAACTHHAIIb~
HO TUMGONVICCEKIMH TIO3BONSIET MAKCUMANIBHO O0heKTUBH3HPOBATh BHYTPHU-
IPYAHYIO PACIPOCTPAHEHHOCTE OITYXOJIM M PEankHO IOBLIIUAET PANUKANNU3M XK~
PYPTHYECKOTO JIEYSHHMS.

Vicxons u3 cKa3aHHOTO, MBI CYMTAEM, ITO ONIEPAHH TAKOTO POIA CeTOTHS Clie-
JIyeT CYNTATH CTAHMAPTHRIMA, YHUGDHUIUPYA He TONBKO 00BeM YIAIIEMbIX TKAHEeH,
HO M, YTO SBJEIETCS OYeHb BAXHBIM, KAUECTBO BHIIOMHIEMOM TNMOOTUCCEKIIVH,
Kpome Toro, 1o HalieMy MHEHHIO, TOJILKO TAKOM 0GbeM XUPYPIUYECKOro BMEIa-
TENBCTBA HOJDKEH SBISTECS 00513aTeIbHBIM B JI0G0M KOMOHHHPOBAHHOM JIEISHHN
M CIYKUTH OCHOBOH KOPPEKTHOTO CpaBHEHUS X0 Pe3y/IBTaToB.

Pesynerarei. FsydeHue HEIOCPESACTBEHHEIX U OTHANCHHBIX pe-
3YJBTATOB PagUKAIBHOTO Xupypraveckoro yeyenuss HMPII moka-
3aJI0, YTO TOCIEOIePALIMOHHASA JETATBHOCT CKIANBIBALTCS CEro-
JHA B OCHOBHOM (B 73,4%) W3 OCNOXHEHWI CO CTOPOHEI
CEPHEYHO-COCYIMCTON CUCTEMEL, THEBMOHUY OCTABIIETOC JIETKO-
TO, TPOMOOSMOONVIV JISTOYHOM apTepPyyl ¥ APYTUX HEXUPYpTHYIeC-
KX OCJIOXXHEHUH,

Cpem XupyprgecKux OCIOxHeHHH (26,6%) OCHOBHEIME, HANGO-
Jiee TPOSHEIMH, OCTAIOTCS Kposorederud (8,2%) ¥ HenoCTaTOuHOCTE
GpOHXUANEHOTO 1Ba (2,1%). Bo MHOTOM HX pa3sBUTHE CBA3aHO IIPEK-~
e BCETO ¢ HedeKTaMyl OIepaTUBHOM TeXHUKU U, CIEKOBATENLHO, Ya-
CTOTA MOXKeT GhITh CHIDKEHA 34 CUET TIOBBIICHUT HHIWBHIYAILHOIO
XHPYPTHYECKOro MacTepcTBa. MBI He SBISIEMCS OPTONOKCALHEIMHA
CTOPOHHUKAMY KAKOI'0-TO ONHOIO METOIA YITMBAHKA KYJIETH Pe3cLiy-
POBAHHOTO GpPOHXa W CYMTAcM, ITO TIPUMEHEHUE JII060T0 BapHaHTa
PYYHOTO I MEXaHWYEeCKOro INBa NOJDKHO NPEXIE BCEro Omperne-
JITRCS TPeBOBAHMAMMY pamuKamizMa. BMecte ¢ TeM mis GosbIiel Ha-
DERKHOCTH IIBA CIWTACM 00S3aTEIIBHBIM €T0 IUTEBPU3ALIIIO,

below and partially above the innominate vein). Acute (with scissors) mobi-
lization of the cellular tissue and lymph nodes and mandatory full exposure of
large vessels, nerve trunks and mediastinal organs is the principal technique in
this operation.

Our standpoint aimed to widen surgery extent is based on the following
principles:

- reduction in postoperative lethality allows aggressive surgery to be per-
formed even in cases at advanced age. Over the last decade general postoper-
ative lethality reduced to 2.7% to reach 3.8% after pneumonectomy and 1.2%
after lung resection;

- knowledge of regularities of lymphodynamics and lymphogenous
regional metastasizing with respect to location of the tumor in lungs, changes
in succession (stages) of metastasizing and formation of jumping metastases in
35% of the cases in question;

- high regional metastasis potential of lung cancer and a considerable per-
centage of errors in preoperative radiological and intraoperative manual and
visual assessment of metastatic involvement of intrathoracic lymph nodes;

- immunohistochemical investigation (more than 120 cases examined)
discovered micrometastases into regional lymph nodes undetectable by light
microscopy in 14% of the cases;

- systematic mediastinal lymph node dissection allows maximal objective
assessment of intrathoracic disease advance and increases radicalism of surgery.

We consider such procedures to be standard surgery today that provides
both unification of tissues removed and high quality of lymph node dissection.
In our opinion this operation extent is mandatory in any multimodality treat-
ment and should be a basis for correct comparison of treatment results.

Results. Analysis of immediate and follow-up results of radi-
cal surgery for NSCLC demonstrated that postoperative lethali-
ty was mainly (73.4%) due to cardiovascular complications,
pneumonia of the remaining lung, thrombembolia of pulmonary
artery and other non-surgical morbidity.

Bleeding (8.2%) and bronchial suture incompetence (2.1%)
are most serious surgical complications which are 26.6% of all
postoperative morbidity. These complications mainly occur due
to operative technical defects and may be reduced by improve-
ment of surgeons' individual skills. We are not orthodox advo-
cates of any methods to suture resected bronchus stump and
believe that choice of manual or instrumental suture type should
be determined from the standpoint of radicalism. However, we
think pleurization of the suture to be essential for its reliability:.

Disease advance is the main integral factor that determines
treatment outcome. Among its components of the greatest
importance is metastasis to regional lymph nodes. Overall 5-
year survival in cases free from regional lymph node metastases
(NO) was 53% to reduce gradually with increase in metastasis
status to 37% for N1, 19.3% for N2; median 69.8, 27.3 and 17.2
months respectively.

The same regularity is observed for squamous-cell carcinoma
and adenocarcinoma. Intrathoracic lymph node metastases have
different prognostic value in squamous-cell carcinoma and ade-
nocarcinoma and depend upon whether root of the lung or
mediastinum are involved.

Lymph node metastasis N1 reduces the 5-year survival in ade-
nocarcinoma of the lung to 15.3% as compared to 44.8% for
squamous-cell carcinoma. In cases with lymph node metastasis of
N2 level tumor histology becomes of no prognostic significance.

Most patients die within first 3 years, the 5-year survival being
20.3% for squamous-~cell carcinoma and 12.7% for adenocarci-
noma (p<0.05).

Central adenocarcinoma has a much more aggressive course
as compared to squamous-cell cancer. The 5-year survival even
in cases free from regional lymph node metastases is 28.6% vs
57.0%, the respective rates for N1 stage are 14.5% and 42.9%.
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OYEeBHIHO, YTO OCHOBHELIM HHTETPATHHEIM (QakTopoM, onpee-
JSIIOIIMM MCXOX 3a00JIeBaHMs, SIBISIOTCS PacUpOCTPaHEHHOCTD
OITyXONIH, ¥ B €€ paMKax HanboJiee 3HAYUMBIM (DaKTOpOM ABIIETCS
METacTa3MpoBaHue B peruoHapHbie aumMboysnbl. Tak, IIPH OTCYT-
CTRHHM MeTacTa3oB B maM@poy3nsl (INO) obmmias S-eTHsis BELKHUBae-
MocTh cocraBwia 53%. Tlo Mepe yBeIeH s YPOBHS METACTA3MPO-
BAHMA 3TOT OKA3ATEJb IIPOrPECCUBHO CHIDKAETCS, COCTaBILA 37%
npu N1 1 19,3% npu N2. Meamaua cocrasuna 69,8, 27,3, 17,2 mec.

ABarornyHasg 3aKOHOMEPHOCTE COXPAHSIETCS KaK YIPH IUIOCKO-
KJIETOYHOM, TaK U P aTeHOTEeHHOM pake. MeTacTassl BO BHYTpH~
rpymHble JuMboy3Nel Kak GakTop TpYyIIIIoBOro IPOrHo3a Mpy Io-
CKOKJIETOYHOM H aJEHOreHHOM paKe CIeAyeT pa3inudaTh 1o
YPOBHIO HX TIOPAXKEHUS — KOPSHB JIETKOTO WK CPeTOCTeHNUE.,

CpaBHUTENBHBIN aHaIM3 IT0KA3a), YTO IPU MeTaCTA3UPOBAHUN
B uMboy3iael ypoBHI N1 5-meTHAA BEDKUBAEMOCTH IIPU aJeHO-
KAPHWHOME CHIDKAETCS GoNlee 3HAUMTENBHO (To 15,3%), yem mpu
¢ TUIOCKOKIIETOUHOM pake (44,8%). Ilpu MeTacTazupOBaHMM
B muMboyansl cpemoctenus (N2) IpOrHocTHUecKoe 3HadeHHe
THCTOJIOTHYECKOM (POPMEI OTTYXOJH TEPSETCSL.

Bompiag gacTs 6OJILHEIX ToTHGAaeT B TIEpBhIe 3 rofa, a 5-JIeTHAA
BBOKMBAEMOCTE cocrapiger 20,3% TIpH IUTOCKOKAETOUHOM U 12,7%
1pu afgeHoreHHoM pake (p < 0,05).

Cpemu ocoberHOCTel HEeHTPANBHOIO paka ClenyeT OTMETUTH
3HAYUTENHHO Goslee 3MOKAYECTBCHHOES TEUSHUE aIeHOKAPLIMHOMED
TIO CPaBHEHMIO ¢ IUIOCKOKJIETOYHBIM PakoM. Tak, maxe IpH OTCYT-
CTBUY PETMOHAPHBIX METACTA30B S-JETHSS BERKMBAEMOCTDH COCTa-
BuIa 28,6 u 57,0%, a Ipu TropaxkeHuy: JuMdOy3T0B KOPHS JIETKOIO
(N1) 14,5 u 42,9% cOOTBETCTBEHHO.

Pacumipersbie OIEPAIy 110 CPaBHEHMIO C TaK HA3HIBAEMEIMU
THIIHBIME TI03BOISTIOT JOOKUTHCS YIOBIETBOPUTEIIEHOTO PE3YIIETA-
Ta, OCOGEHHO TPY OTCYTCTBUM METACTA30B BO BHYTPUTPYLHBIC JIHM~
doyamer (pr T1—3NOMO), Korma OHY BHITIONHSIOTCS IPEBEHTHB-
HO. 5-NIeTHAS BBEDKMBAEMOCTh B 3THX HAOMIONEHMIX B LEIOM
cocrasmia 52,0%, a Menaada — 115 mec. Taxoit o6beM Xupypraec-
KOTO BMEIIATENGCTBA, BBINOJIHECHHEIN IIPM METACTA3MpPOBAaHMU B
CpemocTeHMe, TIO3BOISAET BCE K& HEKOTOPOH YacTy GONBHEIX IIPO-
XUTP 5 JIET 1 co3maeT 6a3y A71g MOoCIeonepaliOHHOTO JIyIEBOI0 U Jie-
KapCTBEHHOTO IIPOTHBOOITYXOMCBOTO jeucHIA. OUeBUIHO, YTO 1aXKe
5TH PE3YNETATE 3HAYHTENHHO JIyUIlle IOAyJaeMbIX IIPH KOHCepBa-
TUBHOM JeUeHI GONBHEIX C AHATIOTHIHOR CTanuel 3a00NCBanus.,

Pesynerars! paciiupeHHO-KOMOMEHNPOBAHHBIX OTiepaltuii Maro-
VHOBJICTBOPUTENBHE. ¥ BO MHOTOM 3aBUCAT OT COIYTCTBYIOLIEIO
METACTa3UPOBAHMS B PETMOHAPHEIS TUM(DOY3IEL.

COBPEMEHHBIE BO3MOZKHOCTHY ITPOIHO3HPOBAHIA
PE3VIELIATOB XAPYPTHYECKOIO JEUEHWA HMPJI

Byayus MHTErpalbHBIM H OCHOBHBIM KIIMHWYECKHM IIPOTHOC-
THIECKUM (HaKTOPOM, BHYTPUIPYIHAs PaCIIPOCTPaHEHHOCTH OILy-
XOJI¥ ITO3BOJILET IPOBECTU TPYIIIIOBOS TIPOTHO3UPOBAHME, OPHEH-
THUPYACH Ha CTATHCTHKY OTHANCSHHEIX PE3YALTATOB. B TO XKe BpeMs
3T0T ¢akTop (pacIpOCTPaHeHHOCTL) BYAIMpPyeT MHOTHE BaxKHeH-
e TIPU3HAKKM WHAMBHAYAIBHOM U BO MHOTOM OCHOBOIIOJIATAI0-
el GUONOrMYeCKOM 0COOEHHOCTH OITYXOJIH.

OmHIM W3 COBPEMEHHBIX ITyTeH COBEPIIEHCTBOBAHIS TPOrHO3HPO-
panwa Tedenyss HMPII u, cirenopare/ibHO, ONTHUMK3ALH NOCTIe0epa-
LIOHHOTO HAGIOIEHUS W IEYSHII CONBHBIX SBISIETCS M3yYCHHE psina
HMEJTHBAIYAHHbIX VIBTPACTPYKTYPHBIX, MOICKYIIAPHO-GHONOTYESCKIX
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Wide surgery provides better results than typical procedures
especially in patients free from intrathoracic lymph node
involvement (T1-3NOMO) if performed preventively. The 5-year
survival in such cases was 52.0%, median 115 months. The wide
surgery in cases with mediastinal metastases allows some patients
to survive 5 years and makes basis for postoperative radiation and
drug therapy. It is evident that even these results are much better
than after conservative modalities in the same patient category.

Results of wide combined surgery are far from satisfactory and
depend to a great degree upon concomitant metastasizing into
regional lymph nodes.

PROGNOSIS OF SURGICAL TREATMENT RESULTS IN
NSCLC

As an integral and principal clinical factor of prognosis, dis-
ease advance may be used to predict treatment outcomes by fol-
low-up statistics. However, this factor (advance) fails to reflect
important individual and in many respects principal biological
peculiarities of the tumor.

A modern approach to improvement prognosis of NSCLC
and optimization of postoperative follow-up and treatment
involves study of some individual ultrastructural, molecular bio-
logical and immunological characteristics of tumors that deter-
mine the tumor growth, differentiation and metastasizing poten-
tial. Of the most importance in the individual prognosis is a
complex approach that reflects to a considerable degree the
tumor-body relationship.

NSCL Ultrastructure

There is a vast literature on morphological tests of lung can-
cer prognosis. Nevertheless many aspects are still unclear due to
limitations of light microscopy. Electron microscopy may pro-
vide answers to some questions as it can distinguish differentia-
tion types and assess degree of development of some ultrastric-
tural processes.

Electron microscopy was carried out with respect to tumor
cell ultrastructural classification as developed previously[5].

Squamous-Cell Lung Carcinoma

The study was performed in 163 cases undergoing radical
surgery for squamous-cell lung cancer.

The cases were stratified into 2 groups depending upon life
span as follows: group 1 was composed of patients surviving 5
years free form evidence of disease and group 2 consisted of
patients who failed to survive 5 years. The analyzed cases were 17
poorly differentiated, 84 moderately differentiated and 65 well
differentiated carcinomas (by light microscopy).

Electron microscopy discovered two types of cells in squa-
mous-cell tumors not related to histological differentiation, i.e.
differentiated (with ultrastructural cytospecific signs) and non-
differentiated (without such signs). The first type had common
organoids as well as tonofibrils, keratohyalin and keratosomes in
cytoplasm. These cells as a rule had intercellular bridges and
desmosomes. The second type had intercellular bridges, desmo-
somes or fibrils at a much lower frequency. There also were dark
cells (DC) with cytoplasm demonstrating increased electron
density irrespective of the number of organoids they possessed.

Analysis of surgical treatment results demonstrated that 72
(44.2%) patients survived and another 91 (55.8%) failed to




Clinical Investigations

H WMMYHOJOTHYECKVX XapaKTePUCTHK ONYXOJCH, BIMAIONIMX Ha ee
pocT, mapdeperIMpoBKY U CIOCOGHOCTE K METACTa3MpPOBAHUIO.
TlepBocrenennoe 3HaYeHUE B MHIVBHIYAIBLHOM IIPOTHO3UPOBAHMM
TIproGperacT KOMIUIEKCHBII TTOAXON Hamboee TIONHO OToOpaXKaro-
1M CHCTEMY B3aMMOOTHOLUEHMI OITYXOJH C OPraHU3MOM.

Viasrpactpysrypa HMPETT

ITorckam MOpHOIOTUYECKNX KPUTEPUEB, OTPELEIIIONTIX MPo-
THO3 paKa JIETKOro, HOCBIIEHO MHOXECTBO PaboT, OMHAKO MHOTOe
ocTaeTcsd HESCHBIM, MOCKOJBKY PAH BOTIPOCOB HEBO3MOXHO pe-
IIUTH HAa OCHOBAHWM CBETOONTHUYESCKON MURpockorwiu. Omnpesme-
JIEHHEIE OTBETHI HA HUX MOTYT OBITH IOJyJEHBI IPH 5IEKTPOHHO-
MUKDPOCKOIITUECKUX WCCICIOBaHUAK, TIO3BOIIIONIVX ONpPeNeIUTh
He TonbKo THN AudbepeHIUpPOBKH, HO ¥ CTEIIEHb Pa3sBUTHUS TEX
WIM MHBIX YIBTPACTPYKTYPHEIX IIPH3HAKOB.

DNeKTPOHHO-MUKPOCKOTIHYIECKMI aHAINU3 TIPOBOLWICS Ha OC-
HOBaHMM Pa3paboTaHHOM paHee YIBTPaCTPYKTYPHOMR Kiaccudrka-
IIMH OTIYXOJICBEIX KIETOK [5].

TL10CKOKAETOYHBIA PAK JIETKOTO

TIposeneH avanu3 163 KITHHAYECKUX HAGMIONSHWI PaguKaIbHO
ONEpUPOBAHHEIX OOJBHBIX II0 TIOBOLY IUIOCKOKJIETOYHOTO paKa
JIETKOYO.

B 3aBRCHMOCTH OT IPONOIKUTEIBHOCTH JKIU3HY OHY OBLIN pac-
npeaelieHs Ha 2 rpyImel: 1-9 — repexxuBIme 5 et 6e3 peluiauBoB
¥ METAcTa30B, 2-1 — yMepilye B 60Jlee paHHUE CPOKH OT NIPOTPec-
cupopanus 3abonepanust. Cpeny UCCHENOBAHHBIX OIYXOel GhUTo
17 Hu3ko-, 84 yMepeHHO- ¥ 65 BrIcoKomMbdepeHIMPOBAHHEIX HO~
BOOOpa30BaHuil (Ha CBETOONITHYECKOM YPOBHS).

DJIeKTPOHHO-MUKPOCKOITIMIECKOE UCCIEAOBAHNE IIO3BOJIMIIO YC-
TaHOBUTh, YTO B TUIOCKOKIJIETOYHOM Dake HE3aBUCHMO OT CTEIIeHU
THCTONOIHYEeCKOM AridhepeHIIMPOBKI BCTPEYAIOTCS 2 IPYIIITHL Kiie-
TOK: mTudepeHIIPOBAHHEBIE (C YIBTPaCTPYKTYPHBIMHU LIUTOCIICI-
(uyHEIMKM TipW3HaKaMu) ¥ HemuddepenupoBagHee (6e3 3THX
npu3HakoB). [Ipy 3ToM MepBhIe XaPaKTEPHIYIOTCS IPUCYTCTEUEM B
ITUTOIIa3Me OOBIIHEIX OPTaHOUAOB, a TAKKe TOHODUOPIILI, Kepa-
TOTHAIHHA M KEPATOCOM. DTU KJIETKY, KaK NPaBWIIO, UMEIOT BhIpa-
KEeHHBIe MEXKTETOUHbie MOCTHKH ¥ HeCMOCOMEL. BTOphIe 3Hayu-
TeNbHO peXe 0GPa3yIOT MEXKIETOUHBIE MOCTHKH, JECMOCOMBI U
ToroGUOPWLILL. BerpeyatoTes takke TemHble kietku (TK), npro-
IDTa3Ma KOTOPBIX HE3ABUCHMO OT KOJTMYECTBA COMEPKAINUXCS B HUX
OpPTAaHOMIOB 001a1aeT IOBBIICHHON 3IEKTPOHHON IIIOTHOCTHIO.

AHamu3 pesynbTaTtoB XUPYypIUIecKoro JIEYeHUs oKas3aj, 4yTo B
HeJyioM nepexwny 5 et 72 (44,2%) GONBHBIX, a YMEPIK IO 3TOTO
cpoxa 91 (55,8%). OTMedeHo, yTO OIaronpUaTHOS TeUeHHE 3a00-
nepapusa (1-g rpymma) cBI3aHO B OCHOBHOM C OTCyTcTBHeM TK
(OHM BBIIBIEHE Beero ¥ 5 (7%) GOJIBHEIX), GONBINUM KOJIHMIECTBOM
maddepeHIIPOBAHEEIX KIeTOK U aecMocoM. Cpenu 6GONBHBIX,
YMEPIIMX B CPOKU IO 5 JieT (2-5 rpynna), HabMofanach PoTUBO-
nonoxHag KapTuHa — TK oTMedeHE! B 1esioM y GonbIHeTBa 78
(86%) 60onpHBIX, 3 MHOTO UM GEPeHITNPOBaHHLIX KIETOX H JeCMO-
COM — MEHee YeM V MONOBHHE! — ¥ 38 (41%). Takum o6paszom, Ha-
uOOJIBIIee ¥ He3aBMCHMOE IIPOTHOCTHYECKOE SHAYCHMe NIPH CPaB-
HMMOU PacipOoCTPaHEHHOCTH OIIYXONK CPEAM YIETPaCTPYKTYPHBIX
TIPH3HAKOB IUIOCKOKIETOYHOTO paka uMeeT Konuyectso TK mud-
(bepeHITMPOBAHHbIX KIETOK B JECMOCOM.

ANEHOXapIITHOMA JIETKOTO

PeTpocriekTUBHO M3y4YeHbI KIIMENYecKUe Habmoneuus 70 ome-
PUPOBaHHEIX MALUCHTOB aIeHOKAPLIMHOMOH Jerkoro. Ilpu siex-
TOPOHHO-MHKPOCKOIUYECKOM HCCIECAOBAHNY OBUIO BHISIBIAEHO,

survive 5 years. Better disease course (group 1) was associated
with the absence of DC (found in 5 (7%) cases), large number
of differentiated cells and desmosomes. While quite different
situation was observed in group 2: DC were found in most (78,
86%) cases, less than half (38, 41%) the patients had many
differentiated cells and desmosomes. Thus, the counts of DC,
differentiated cells and desmosomes have the highest and
independent prognostic value in comparable disease advance.

Lung Adenocarcinoma

Retrospective analysis was performed in 70 cases with lung
adenocarcinoma undergoing surgery. Electron microscopy dis-
covered that the 5-year survivors (22) had many cells with differ-
entiation signs of pneumocyte II, Clara cells and columns.
Tumors of the 48 patient failing to survive 5 years fully consisted
of non-differentiated cells or these cells were preponderating
(more than 50%).

Our study demonstrated that it was degree of ultrastructural
differentiation rather than histology of tumor cells that influ-
enced prognosis of lung adenocarcinoma. Cases with cell differ-
entiation in particular of pneumocyte II, Clara cell and ciliated
cell type had better prognosis. While the presence of non-differ-
entiated cells, cells with beaker differentiation or with two or
more differentiation trends were poor prognostic factors.

Tumor Cell DNA Ploidy in Prognosis of Surgical Treatment

As demonstrated in the literature, solid tumors including lung
cancer with normal DNA content (diploid) have better progno-
sis than tumors with increased DINA content (aneuploid).

DNA content was determined in tumor cells from 89 patients
undergoing radical surgery. Comparison of squamous-cell carcino-
ma vs adenocarcinoma demonstrated that aneuploidy and the
absence of regional lymph node metastases (T1-2NOMO) provided
a statistically significant increase in survival of patients with squa-
mous-cell carcinoma (progression 28.5%) as compared to adeno-
carcinoma (progression 85.7%). Intrathoracic lymph node involve-
ment removed this difference (72.4% vs 87.5%, respectively).

The 5-year survival in squamous-cell cancer was 70.3% for
diploid and 45.6% for aneuploid carcinomas. Survivals of adeno-
carcinoma cases were also different for diploid vs aneuploid
tumors (71.4% vs 28.9%, respectively).

Aneuploidy in cases with compatible NSCLC advance was
associated with more aggressive course: disease progression was
more frequent as compared to diploid analogs, the difference
being most marked when metastasis-free cases were compared.
The DNA content may therefore be considered an independent
prognostic factor.

Molecular Genetic and Immunological Factors of Prognosis
Study of neoplastic and normal cell genome resulted in accumu-
lation of vast information on individual molecular genetic char-
acteristics. In some cases structural and functional changes in
oncogenes may be used as specific markers of prognostic value as
they participate directly in cell division and differentiation.

Of much interest are immunological markers on tumor cell
membranes that modulate magnitude of immune response since
they mediate recognition of the tumor by immunocompetent cells.

As a result of molecular biological and immunological study
poor prognosis factors were determined such as a4 allele of gene
c~-Ha-ras, SS genotype of L-myc gene, the absence of expression
of HLA-I class membrane effector molecules.
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YTO B OIYXOJISIX GONBHEIX, TIPOXUBIIKX 6onee S meT (22 nanueHTa),
GONPIIMHCTBO KJIETOK HMENO Ipu3Haky JudbhepeHIpOBKY 10
Ty uHeBMonuToB I, xinetox Kinapa win LuMHIpuIecKux. Y 48
MANIEeHTOB, He MEPEKUBITHX 3TOT CPOK, OJIYXOJIb COCTOSIIA ITOIHO-
CThI0 U3 HeaubdepeHIIpoBaHHbBIX KIETOK WIH BBIIBIILIOCEH MX
npeobnaganue (bonee 50%).

HsyueHue crenuuIecKux VIBTPaCTPYKTYPHBIX IIPHM3HAKOB
CTPOSHHSI ONYXOJIEBLIX KIETOK aNeHOKAPIIUHOM JIEIKOro, BIMSI-
KX Ha ITPOTHO3 3260IeBaHMs, II0KA3aJI0, YTO B OCHOBE 3TOH 3aBH-
CHMOCTH JIEXUT He CTOIHKO THCTOJIOIMIECKOE CTPOSHHE, CKOIBKO
CTeTleHb YIBTPACTPYKTYPHOI BhIpaxkeHHoCTH muddepeHnupoBKU
OTYXOJeBBIX KieToX. HanGosee 61aronpHATHBIN IIPOTHO3 TIPH CO-
IIOCTaBUMOM pPAaCIPOCTPaHEHHOCTH YCTaHOBNeH IIpH muddeper-
IIUPOBKE OITYXOJIEBBIX KIETOK IT0 THITY KiieTok Kiapa, mHeBMOIU-
108 II 1 pechuTgaThX. IIPOrHOCTHIECKY MeHee OIarolpHITHBIM
VABTPACTPYKTYPHBEIM IIPU3HAKOM SIBISIETCS HANMUYIWE B aleHOKap-
puHOMax HenpdbepeHUpoBaAHHBIX OITYXOIEBHIX KIETOK, KIETOK C
IudhepeHIMPOBKOI ITo TUNY GORATOBUOHEIX 1 IBYMsS W Golee
PA3IMYHBIMU HalpaBleHUIMHU JuddepeHINPOBKA.

Ilnounnocrs THK onyxomeBpIX KJETOK B NMPOrHO3UPOBAHMM XH-
PYPrAYECKOTO JeUeHust

B nutepatype MOKa3aHo, 94TO PAsIU4HbIe CONUAHBIE ONYX0IU, B
TOM YHCHIe W PaK JIETKOTO ¢ HOpMAanbHbIM comepxXanueMm JHK
(TUIIAOUIHEIE), OTIMYAIOTCS JIYYIIUM IPOTHO30M, YeM HOBOOOpa-
30BaHUY ¢ yRenmueHHHM copepxanreM MHK (aseynnounsse).

Conepxanne [THK onpenendmu B Kierkax omyxoneit 89 pamu-
KATTBHO OIEPHPOBAHHEIX GOMPHBIX. CpaBHUTEIBPHEI aHaNU3 ILIOC-
KOKJIETOYHOTO M aIeHOTEHHOTO paKa MoKas3all, YToO IpPY aHEYIUIOH-
JUX W OTCYTCTBHH perHoHapHeix Meracrasos (T1—2NOMO)
OTMEYEHO CTATHCTUYECKH JOCTOBEPHOE TIPEHUMYIIECTEO B BEDKIBAC-
MOCTH IAUHECHTOB C IUTOCKOKJIETOYHBIM PaKoM (IIPOrpecCHpOBaHUC
— 28,5%) 110 cpaBHEHMIO ¢ GOMBHBIMI aIEHOKAPIIHHOMOIH (TIporpec-
cuposadue — 85,7%). MeracrazupoBaHue BO BHYTPUIDYIHEIE TAM-
bOy3IIEI HUBEIUPYET ATU pasiurdust — 72,4 u 87,5% COOTBETCTBEHHO.

HzyueHne BRDXKMBAEMOCTH GONBHBIX TUIOCKOKIIETOYHBIM PaKOM
ToKaszano, 4yro 5 yeT xwny 70,3% GONBbHBIX ¢ NWIUIOWIHBIMUY ©
45,6% ¢ aHEeyIIOWTHBIMY OITyXOJXaMU. TTpy MUILTOMTHEIX X AHEeYII-
JICHAHBIX aleHOKapIIMHOMAX BBDKHBAEMOCTHh TaKKe IOCTOBEDHO
pasiamyanach — OHa cocTasuna 71,4 u 28,9% COOTBETCTBEHHO.

AHeyIUIOMIMSA NIPU CpaBHUMOM pacmpocTrpaHeHHocty HMPIT
CBSI3aHa C GoNee 3TOKAaYECTBEHHBIM XapaKTepOM OITYyXOJH, TakK KaK
TOCHeyoLee POrpeccupoBalie BOSHUKAET JOCTOBEPHO dYallle
10 CPaBHEHWIO C JUIUIOMAHBIMH 2HAJIOraMM, OCOOEHHO 5TO Ha-
TJISTAHO TIPY OTCYTCTBUH PETHOHAPHOTO METACTa3UPOBaHUsL. B 5THX
caydaax copepxamue JHK, BepoATHO, CleoyeT paccMaTpHUBaTh
KaK He3aBHCHUMBII IPOTHOCTHYECKIH hakTop.

MoneKynapHo-reHeTHISCKNE W MMMYHOJOTHYeckue (axropbt
TporHo3a V

HzyyeHne reHOMa OIyX0JAeBOH H HOPMAIBHON KJIETOK IIO3BO-
JIANO HAKOIMATEL GONBINOH 0FHEM NAHHBIX, KACAIOMINXCS OTIEIBHbIX
MOJIEKYISIPHO-TeHETHYECKUX XapaKTepPUCTHK. B psme ciydaes
CTPYKTYpHHE U PYHKIIMOHATIHHEIE U3MEHEHHS OHKOICHOB MOTYT
CIYXKUTE CIIeMUDUIeCKMMI MapKepaMi, HMEIOIIUMH MPOTHOCTH-
YeCKOe 3HAYCHHE, TaK KaK OHM HEITOCPEICTBEHHO YYacTBYIOT B
npoueccax neieHus 1 quhdbepeHIUPOBKY KIIETOK.

HecoMueHHpIit HHTEpeC NPEACTABIIIOT UCCIEAOBAHUS HMMY-
HOJIOTHYECKUX MAPKEPOB Ha MEMODAHHOH ITOBEPXHOCTH OITyXOJE-
BBIX KNETOK, ONpPeReONIX CHly MMMYHHOTO OTBETa, TaK KaK
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56 patients with NSCLC undergoing radical surgery were
stratified into groups with at least one (39) and without any (17)
poor prognostic factors irrespective of disease advance.

The 3-year survival in group 1 was 12.8% vs 82.3% in group 2.

The 3-year sutvival in node negative cases (NO) in the poor
prognosis group was 30.7%, i.e. 2.6-fold lower than in the favor-
able prognosis group (81.2%).

There were certain regularities between expression of onco-
markers P53 and VEGTF, and life-time after radical treatment in
patients with squamous-~cell cancer (T2NOMO). VEGF expres-
sion was found only in 19% of 5-year survivors, cf., with 80% in
the poor prognosis patients (overall survival less than 3 years)
(»<0.001), expression of mutant p33 was significantly lower in
favorable prognosis cases (p<0.05).

These findings render molecular genetic factors a good sup-
plement for individual prognosis and a basis for adequate moni-
toring and choice of treatment policy in individual cases. It
should be noted however, that the above-mentioned biological
features were determined by biopsy and blood tests before surgery.

Discussion. Indications of surgery in NSCLC are rather broad
since the risk of the intervention is overweighed by expected life
span and the possibility of clinical cure [3].

The broader indications of surgery are due to the use of new
technologies including (angio-) bronchoplasty, however, the pos-
sibility to operate on patients at advanced age (every third
(35.6%) patient underwent surgery at the age above 60 years) and
stage III patients (which is diagnosed in half the patients) are the
main resource for increasing operability in NSCLC. Wide and
combined surgical procedures enlarge the limits of operability
and resectability.

The enlargement of indications of surgery is justified by statis-
tics: low immediate lethality compatible with that after conser-
vative treatment and advance in further 5-year survival.

Lob- and pneumonectomy are common surgical procedures
in lung cancer.

The operation should involve mandatory removal of mediasti-
nal cellular tissue and lymph nodes irrespective of their affection.
Systematic mediastinal lymph node dissection is reasonable in
principle because it really increases radicalism of the surgery and
ensures objective assessment of intrathoracic advance. Our opin-
ion about mediastinal lymph node dissection is in agreement
with published data [8,11]. This surgery extent should today be
considered standard rather than wide.

Note, that better surgery outcomes were achieved at the CRC
due to improvement of surgical technique rather than due to
multimodality treatment. We are not opponents of multimodali-
ty treatment but believe the up-to-date unified surgery to be the
main component of such treatment. Otherwise assessment of
treatment results is not objective.

Study of individual biological features of tumors at the level of
cell genome and ultrastructure resulted in establishing of reliable
correlations with tumor metastatic potential and clinical course
which can be used today to predict disease course and optimize
treatment strategy.

OprA UX HENOCPEACTBCHHOM YYacCTUM TIPOUCXOOHT IIPOIISCC
PaCIIO3HABAHUSA OITYX0IY MMM YHOKOMIICTEHTHBIMUI KIICTKaMI.




Clinical Investigations

BrITOMHEHHEIE MONEKYJISIPHO-0HONIOTMISCKIE U HMMMYHOJIOT¥~
YECKHE MCCICAOBAHUSA IO3BONWIM BEIIENHUTEH TaKue HeONarompu-
SITHEIEe (bakTOPH NPOrHO3a, KaK a4 ajienb reHa c-Ha-ras, remornn
SS rena L-myc, oTCYTCTBHE SKCIIPECCHM MeMOpaHHBIX 3¢ dexTop-
Hex monekyn HLA-T xnacca.

PanuxkaneHo omepupoBanusie Goxpable HMPIL (56 uenosek)
OBIIM pasfeNneHsl Ha 2 TPYMIel 0e3 yyera pacipoCcTPaHeHHOCTH
3abonesanus: B 1-10 Bommny 39 GONBHBIX, HMEIOITNX XOTS Gbl ONUH
HeOmaronpuATHEIN ¢dakrop, Bo 2-10 — 17 MalieHTOB TONBKO ¢ 61a-
TONPASTHEIMY ITOKA3aTeSIMI.

B 1- rpynme 3-TeTHsIsT BBDKHUBaeMOCTh cocTaBuwia 12,8%, Bo 2-it
— 82,3%. TpexneTHSS BEDKUBAEMOCTD IIPH OTCYTCTBMH METACTATUYC-
CKOI'0 TIOPaXeHUA PEIMOHApHEIX uMboxosuiekTopoB (N0) B rpymime
GOJBLHBIX ¢ HEONATONPUATHEIM IIPOTHOo20M 6rita 30,7%, 4to B 2,6 pa-
33 HICKE, YeM B IPYIIIe ¢ GarolpuaTHEM porHo3oM (81,2%).

Hay4eHne xoppeiasiuy SKCOPEecCHM OHKOMApKEPOB pS3 m
VEGF y GONBHHEX ILIOCKOKIECTOYHEIM pakoM (TZNOMO) ¢ npo-
IOJDKUTENILHOCTBIO MX KHM3HU NOCIE PagUKAIBHOIO XUPYPIAIec-
KOT'O JIEYSHUSI BRISIBUIIO OIpeleieHHbIE 3aKOHOMEPHOCTH. Tax, B
TPymIe MalieHTOB, IEPeXUBIIUKX S-TeTHMIM CPOK IOCHe OIepa-
nuu, sxcupeccus VEFG prisgBrsurach JTHiub B 19% HaOmoneHmii,
a'y GOJIbHBIX ¢ HeOIarOMPUATHLIM IPOTHO30M (O0ILast BEDKMBAE-
MocTk MeHee 3 ser) VEGF skcnpeccupoBancs B 80% cnyuaes
(p <0,001), B TO Xe BpeMs YPOBEHB SKCIIPECCUM MYTaHTHOTO P53
6BUI TOCTOBEPHO HEKE Y MALUEHTOB C OJIaronpUsATHEIM IPOTHO-
3oMm (p < 0,05).

TTony4ueHHBle Pe3yIBTaThl TTO3BOJAIOT CYMTATE U3YIEHHBIE MOJIE-
KYIpHO-TeHeTHYecKre hakTophl 3HAYMMBIM JOOMHEHUEM B HHIH-
BUIYAJILHOM IIPOTHO3UPOBAHWM M MOTYT CIY:KUITH OCHOBOM AJIS aliek-
BaTHOTO MOHHTOpPHHIA M BHIOOpA TAKTHKHM JIEYCHHUS! KOHKPETHOTO
GonpHoro. CrenyeT CeHaNbHO IOMIEPKHYTh, YTO STH OHONIOTHYeC-
K€ OCOOEHHOCTY OIPEASIIIOTCS elle A0 XUPYPIUYECKOIO 3Tana Jie-
YeHUs 110 OHONICHITHOMY MaTepUaily ¥ aHaIu3y KPOBY ITAITHEHTA.

O6cyxnenne. Tlokasapua K xupyprudeckomy Jedenuo HMPII
YCTAHABIMBAIOTCSA JOCTATOYHO HIMPOKO, IMOCKOJBKY PHUCK oIiepa-
LMY OIpaBlaH OXWHacMOi IMPOXOIDKHATENBHOCTEIO XKU3HH, BO3-
MOKHOCTBIO KTHHUYECKOTO naneuenus [3].

Pacmupenue noxasanuil X XMpypruyeckoMy JICUCHUIO, 6e3yc-
JIOBHO, HOCTUIaeTCs] UPHMMEHEHHeM HOBBHIX TEXHONOIWil, B TOM
qycite (AHrHo-) OpOHXOIDIACTHIECKUX OTiepaltuii, ONHAKO CyIecT-
BEHHO OOJbIINe BO3MOXHOCTH YBEIMIEHHMS OliepabeIsHOCTH 3a-
KJI0YAIOTCS B OTIEPUPOBAHMH TTOXUIBIX OOMBHBIX — KaXOBIi Tpe-
it (35,6%) ObuT omepupoBaH B Bo3pacre 60 JeT u crapine, a
Taxke 6onpHE ¢ 111 cragueil 3a6omeBanud (KOTOPas BBISABISETCS
TIOYTH Y KAXIOTo BTOPOTO GOJBHOrO). B CBSI3U C 3TUM BHIIONHE-
HUE PaCIMPEHHBIX M KOMOMHMPOBAaHHKIX oNepaluii npenocrap-
JIgeT BO3MOXHOCTB PaCIIMPUTL I'PAHMUIEl ONepabesbHOCTH M
PE3eKTa0eTbHOCTH.

Paciupenue rmoxazauuii K Xupypru4ecKoMy JSUeHUIO OIIpaBia-
HO ¥ JaHHBIMM CTATUCTUKH: HU3KOM HEeTIOCPECTBEHHON JIeTaIbHO-
CTBIO, COTIOCTaBMMOM ¢ aHAIOrMYHBIM ITOKa3aTesieM IIPY KOHCcepBa-
TUBHOM J€YeHUH, a IIAaBHOE, TIOCHERYIOMMM IIPEUMYIIECTBOM
5-JeTHel BEDKHBAEMOCTH.

OBIEeNPUHATHM 00BEMOM OIICPAIMH IO IIOBOLY PaKa Jerkoro
SIBIIETCS JIOO~ WIM TTHEBMOHSKTOMMSL.

Ornepaiyist JOJDKHa BEIIOTIHATECS € O6SI3aTe/BHEIM YAaTeHUEM
KJIETYATKU ¥ muMbOY3IOB CPETOCTEHUS, B TOM YUCHIE U NP OT-
CYTCTBHM ONpeneNsaeMblx B HUX U3MeHeHu#. CucTeMaTHYecKast

MeIuacTHHaNbHasA MaMboauccexuus (110 npUHIUAINATILHEIM
co0OpakeHWsIM), Oe3ycioBHO, LenecoobpasHa, Tak Kak pe-
aJIbHO NOBBIIIAET PAJVKAIA3M BMeIIaTeIbeTBa ¥ OOBEKTHUBY -
3UpPYeT BHYTPUTPYAHYIO pacnpocTpaHeHHocTh. Hamm mpem-
CTaBJIICHUSL 06 06g3aTeNbHON MeIuacTAHAIBHOR
TuMOOTHUCCEXTTH COMIACYIOTCS C TAHHLIME JIMTEPaTypHl,
TIOATBEPXAAIOMIUMU HEOOXOMMMOCTh 5TOM XHPYPIHMYECKOH
npouerypsl [§—11]. Ceromus Takoit 06seM ornepallii OIDKEH
CYATATHCA HE PACHIUPEHHBIM, 4 CTAHAAPTHHM B PaIUKAILHOM
XUPYPrAYeCKOM JIEUCHUHM PaKa JIETKOTO.

O6pariaeT Ha cedsa sBHuManuie ToT dakT, 4TO YAYILIEHUE
pesynpraroB onepauui 8 POHII mocturHyTo He B pe3yasTaTe
TIPIMEHEHN KOMOMHMPOBAHHOTO JE€YCSHI, & TIPEXKAE BCEro
3a CYET COBEPLICHCTBOBAHIISE CAMOTO XUPYPTHIECKOTO METOIA.
OYeBRUAHO, YTO MbI ABIAEMCS CTOPOHHUKAMM DPa3BUTHI KOM-
OMHUPOBAHHBIX METOLOB JECUSHUs, OXHAKO CYMTAaeM, UTC
OCHOBOIi UX ABJIIETCA COBPEMEHHOE, TIONHOLCHHOE, YHU(bM-
LMPOBAaHHOE XUPYPruyeckoe JIedcHMe. B IpoTHBHOM ciyuae
OLIEHKA €TI0 PE3YJIETaTOB HE MOXKET OBITh OOBECKTHBHOM.

CoBpeMeHHBIE BO3MOXHOCTH U3YYCHHS UHIUBUAYATBHBIX
GHOJNIOTHYECKIX OCOOEHHOCTE! OIYXONM Ha YpOBHE TeHOMa
OIIyXONeBOM KIETKH, €8 YIBTPACTPYKTYPHI, BEIABJICHUE 1EJIOTO
pAla AOCTOBEPHBIX KODPESALMI ¢ METACTATHYECKIM TOTeH-
oM HOBOOOPA30BAHMS, €r0 KIIMHHICCKHIM TEICHHUEM 1103~
BOJSIOT YX€ CErONHA HMCIONb30BaTh 3TH JaHHBIE )il IPOrHO-
3UPOBAHUS 3200JIEBAHYS Y OIITUMH3ALMK JTeIeOHO0M TAKTUKA.
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