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HAHYIIH IOXOOHBIX KJIETOK B IMMGOY3/1aX OCTAETCA HePEIIeHHBIM
[3]. Kpome Toro, i HMCKITIOYEHUA HESMUTENUATGHON TPUPOIHI
SAVHUYHBIX UTOKEPATUHIIO3UTUBHEIX KJIETOK CHEHYeT NOTIONHY-
TENBHO ONPEAENITh TUCTOTEHECTHICCKIE MapKEPhl APYIMX TKaHEH
(OJIA, 6enok S-100 u mp.). UMMYyHOTUCTOXUMITIECKOE HCCIEOBA-
HIE, NPOBEJIEHHOE C UCIIONB30BAHMEM ITHPOKO TaHEeN aHTHUTEJL,
- gaBngerca 6onee UHOOPMATHUBHEIM, OJHAKO IpM IOVICKe MeTacTa-
30B IDIOCKOKTIETOYHOTO paKa JIETKOTO KII0YeBas PONb IpHHAaIjIe-
KUT auTUTENaM, BHIABIIIIONIUM IUTOKSPATHHEL

3agkmouenne. IlonydeHHrIe maHHBIE IEMOHCIPUPYIOT LEHHOCTD
COBpeMeHHBIX MMMYHOTHCTOXMMIIECKIX METOIUK, IMUPOKOE TIPH-
MeHEHMe KOTOPEIX IV WICCICHOBAaHUS PErMOHAPHEIX JTMM(OY3NOoB,
VIAICHHBIX B XONI¢ PaFiKaBHEIX ONepalyii IO TIOBOAY ILIOCKOKIIE-
TOYHOrO paKa Jerkoro, IO3BOJIeT VIIyIIINTh Ka9eCTBO Mophosoru-
YeCcKOo# TEATHOCTHKH 1 00Jiee JOCTOBEPHO CYIUTD O PACTIPOCTPAHEH-
HOCTM M TIPOFHOCTUYECKUX OCOOEHHOCTSX  3a00JeBaHMA.
B 9aCTHOCTH, UCIIONL30BAHUE MAPKEPOB SMUTEIMATEHON b depeH-
TPOBKY KIIETOK IIO3BOJSET HICHTH(DULIMPOBATE MUHIMATLHEIE Me-
TACTATHYECKHUE TOPAKEHMSI TUM(OY3TOB, KOTOPHIE HE ONPEIeITIOTCS
TIPH CTAHIAPTHOM TUCTOJIOTMIECKOM aHam3e. Beitsienue B 14% Ha-
GIoIeHIif MUKPOMETACTA30B B PETHOHAPHEIK AMGOy3Iax eille pas3
TIOATBEPKAAET 1eIeco00Pa3sHOCTh BEIIONHEHMA PACIIUPEHHON Ccrc-
TeMaTHIECKON MeIuacTUHAILHON M bOTuCCeKIyH. TAKOM MOIXoN
TI03BOJISIET PEaIbHO OLECHWTH BHYTPUTDYIHYIO PACIIPOCTDEHEHHOCTD
OITyX0J, NOBBIACT PAEVKAIN3M BMEMIATEHCTBA U CIIOCOOCTBYET
ONTHMU3ALIMH JOMOIHUTEIFHOTO IPOTHBOOIIYXOEBOTO JTeICHM.
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B macTofIIee BpeMs OTMEYAETCs CHIDKEHVIE MHTEPeCa K TIPOBe-
JEHWIO UcCIeOBanni o u3yyeHmo 3OOMOeKTHBHOCTHA Ipenonepa-
IMOHHOM JTyYEeBO TePalllil B COYSTAHUH ¢ PATUKaILHEIM XHUPYP-
‘TUYECKUM JICUSHUEM oTlepabebHBIX OOBHEIX PaKoM JIETKOTO, YTO
TIPOSIBNACTCA B He3HAUUTENLHOM KOJMYECTBe ITyONMMKaryil Io
3TOl npobieMe 3a mocieiHue roasl. C OIHON CTOPOHEI, KOHLIEI-
TV VITYYIIEHIS «TOKAIBHOTO KOHTPOIISy IyTeM U3MeHEHUA O1o-
JIOTHYECKHX CBOMCTB 3MOKAYECTBEHHOU OIyXONU IIpemoriepauy-
OHHOM JIyYEBOM TCpAIMUEH 1 IOBLINCHUS A0JACTHKY PaTUKATBHONK
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cytokeratin-recognizing antibodies play the key role in identifica-
tion of metastases of squamous-cell lung cancer.

Conclusion. Our findings render significant moderm immuno-
histochemical approaches that improve morphological diagnosis
and provide more reliable assessment of disease advance and prog-
nosis when used in the analysis of regional lymph nodes. In partic-
ular, cell epithelial differentiation markers identify minimal metas-
tases in lymph nodes that are undetectable by standard histological
assay. The detection of regional lymph node metastases confirms
reasonable wide systemic dissection of mediastinal lymph nodes.
This approach helps to evaluate intrathoracic disease advance, to
increase radicality of surgical intervention and to optimize further
antitumor treatment.
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THE ROLE OF PREOPERATIVE IRRADIATION
IN THE TREATMENT FOR OPERABLE LUNG
CANCER

Thoracic Surgery and Oncology Department, N.N.Alexandrov
Institute for Oncology and Medical Radiology, Minsk, Belarus;
Institute of Clinical Oncology

There was a decreasing interest to study of the role of preoper-
ative radiotherapy in combination with radical surgery in the
treatment for operable lung cancer which is reflected by few pub-
lications tackling this problem over the recent years. On the one
hand, improvement of local control through alteration of cancer
biology as a result of preoperative irradiation and increasing radi-
calism of surgery was not confirmed by clinical experience, on the
other hand, synthesis of new effective drugs for lung cancer !
opened good prospects for adjuvant chemotherapy which seemed f




Clinical Investigations

ON€pPallMl He HaXOOWia YOeAUTEebHOTO TIOATBEPXAEHUA 10 Mepe
HAKOIUICHIS KIEHIIECKOTO OIRITA, C IPYTrOod — CUHTE3 HOBBIX aK-
TUBHBIX IIPK paxe JISTKOT0 XAMHUOTIPENapaToB OTKPhUL HOBEIE IIEp-
CUEKTHBH IIPUMEHECHS afbIOBAHTHON XMUOTEpAlIH, KOTOpas ¢
COBPEMEHHBIX TO3UIKHA ABngercs 0olee 0O0CHOBAHHBIM CUCTEM-
HBIM BO3IECHCTBMEM Ha 0YArH CyOKIHHIIECKOIO OIyXOJIEBOTO POC-
Ta XaK B 30HE ONCPATUBHOIO BMEIMIATEIbCTBA, TAK ¥ B OTHATICHHEIX
OpraHax M TKAHsIX.

IIpemoriepaloOHHas JTydeBasi Tepariis HauMHAaeT IMAPOKO TIPH-
MEHATLCA B 60-¢ Tomp! ¢ 1enkio MoBbIIeHUA 3¢thDEKTUBHOCTH XU~
DPYPTHYECKOrO HeYESHUs paxa Aerkoro. OcTapiisisa 663 BHUMaHU Ae-
CATKY TyOnuKammi ¢ HeGOJMBIIUM KOIMYECTBOM HAOMIONCHMI,
HEeOGXOMIMO OTMETUTE PE3YJETaThl TPeX CPaBHMTIENBHEIX KIHY -
YeCKUX UCITHITAHMIA TIPH HEMETIKOKIIETOYHOM pake jerkoro (HPII),
ony6nukoBaHubX B 70-¢ romel. T. Shields [18] coobumn o pesyis-
Tarax reyerust 331 60JpHOT0, B KOOIIEPMPOBaHHOM HCCIENOBAHNI
NCI [21] ygacTBoBanu 568 6opHEX 1 ot MHMOM [7] 0606-
WA pe3yisrars jeyeHus 413 GonbHbX. BONBHEIM TIPOBOIHIOCH
TPeIoIIEpanioHHOe O0TYyIeHHE B PEXUMe OOBMHOTO GpaKIuoHu-
poBagms mo3s (CyMMapHag ogaropag moza — COJI 30—60 Ip).
Oriepanys BEITIONESUIACE Yyepe3 3—6 Hel Iociie 3aBepiIeHns oby-
yenug. He BLIABICHO IPEMMYLIECTB KOMOMHUPOBAHHOIO METONA
TI0 TOKa3aTeino S-neTHell BEDKWBAaSMOCTH, HO OTMEYaNoCh YXyi-
IIEHIE HEITOCPEACTBEHHEIX PE3YIETATOB JICUeHIS. TaKyro Xe OLEH-
KY METONA IpPEeTOepalliOHHOr0 O0IyYeHH s MOXHO HalTH B CO-
BPEMEHHBIX OTE€YSCTBEHHBIX IyONuKaumax [3, 9].

B 70—80-¢ roapt o0rpyHO0e QpakIIMOHUPOBAHKE IIPY IIPEIONe-
DALIMOHHOM OGIYUSHMH BHITECHSIETCS YKPYTIHEHHRIME (Qpakiysi-
M 110 4—35 Ip exxenuerro COJJ, 20—30 Ip. ViHTeHCHBHO-KOHIEH-
TPUPOBAHHOE OGIIYIeHUE [TO3BOJLUIO IPOBECTH JICUCHME B Gomee
KOPOTKME CPOKY, HE OTAAJISIS CYIIeCTBEHHO STall onleparuy. Mnre-
pECHO, UTO TIPemONEePalOHHOE HHTCHCHBHO-KOHIICHTPUPOBAH-
Hoe ofIyIeHMe onepalenbHBX SONBHBIX PAKOM JIETKOTO CTAHOBUT-
¢4 TPEepOraTdBOi IIOYTH MCKIIOUMTEABHO OTeYECTBEHHOM
memuuEsl. HaM n3BeCTHBI Pe3YABTaTh JIUIIL OTHOTO 3apyDexHo-
T0 KIIHHAYECKOTO UCCIeTOBanys [15]. Pe3yisraThl CpaBHUTENBHBIX
KIMHIIECKUX NCITHITAaHUH NpuBeaeHb! B Ta0x. 1.

Ob6partaer Ha ce6s BHUMAHHE HeGOMBII0e KOMMYECTBO Habmone-
HMH, TIOITOMY ITONYJeHHEIe Pe3yIBTaThl CIACAYeT OUEGHUBATHL OCTO-
poxo. K coxaneHuio, B JalbHeMIIEeM HCCASNOBAHYA He OBUIH IIpo-
TTOJDKEHBI, HECMOTPS Ha OINITHMICTHYECKYIO OLICHKY 2 dEeKTMBHOCTH
KOMOMHHPOBaHHOTO MeTona. Oco0oro BHUMAaHUA 3acyXIBaIOT pe-
3yJBTAThl KOOIEPHPOBAHHOIO HCCICHOBaHW 3(D(eKTMBHOCTH HH~
TEHCHBHO-KOHIIEHTPHAPOBAKHOIO NPENOIEPAlHOHHON0 O0MyICHHA
[20]. 113 478 GONBHEX paKOM JIETKOTO 218 MONyWisiy MHTEHCUBHO-
KOHIEHTPUPOBALHOS TIpeoneparnyontoe obmygerme COL 20 Tp.
IIpu KoMGuHUpoBaHHOM JieueHnH 6omsHEIX ¢ 111 cranueis 3a6onesa-
g 5-JeTHSS BRUOKMBAeMOCTh cocrasmwia 29,4% nporne 14,2% npu
XUPYPTUYECKOM JISICHIH.

B 90-¢ roxp naydeHne 53¢ GeKTHBHOCTH UHTECHCHBHO-KOHIICH -
TPUPOBAHHOTO 0ONyYeH s Ha (OHe NPUMEHEHHAA PasiMIHbIX pa-
IEOMOTI(PUKATOPOB (METPOHMIA30I, H30METPOHUTA30J, UCKYC~
CTBEHHAS TUNEePTIMKEeMHA, NIWCIUIATHH) Y ouepabelbHEIX
GOJIBHEIX PAKOM JIETKOro mponoirkaiock B Benopycckom HUM
OHKOJIOTHY ¥ MeAHITMHCKoM paguonoruy uM. H. H. Anexcannpo-
pa [2, 4, 10]. HaxoruieHHBIH 6OIBIIOH KIMHAYECKHUH MaTepuan
110 IPUMEHEHHMIO TIPENOTEPAIIOHHOr0 OOIYYeHUS YKPYITHEHHEI-
vy dpakupsmur COJ 20 Ip npw KoMOMHHPOBAHHOM JIEYEHUN

Tabnuua 1

PesynbraThl XMPYPrnyecKoro u KoMmGMHMpoBaHHOro
neueHvis OoOnbHEIX HPA

Results of surgical and combination modality treatment for
NSCLC

Table 1

ABTOpPb! Mevop, Yucno 5-neTHsA
neueHust | GONbHLIX | BEBKMBAGMOCTb, %
A. V. NMuporos [8] X/S 123 34,1
K/C 89 36,4
J. Kazem [15] X/8 14 67
K/C 14 78
I. B. Mypasckas [5] X/8 50 27,0
K/C 122 42,0
P. V. Baruep [1] X/S 66 14,2
K/C 52 32,0
A. X, TpaxreHbepr [20]| X/S 260 15,8%
K/C 218 29,2
Authors Treatment No. 5-year
of patients survival, %

Mpumedvanue. 3pecs B Tabn. 4, 5: X — xupypruyecknii,
K — KOMOVHUPOBAHHEIA METOA, IeHEHNS.

* — nokKasaTenu BbPKMBAEMOCTH NpuseneHs ans |l ctagun
{p < 0,05).

Note. Here and in tables 4, 5: S is surgery, C is combi-
nation modality treatment.
*_survival for stage lll (p<0.05).

to be a more reasonable systemic treatment of subclinical lesion
both in the surgical area and in distant organs and tissues.

Preoperative radiotherapy was widely applied since the sixties
to improve lung cancer treatment efficacy. Leaving alone tens of
publications with small numbers of cases studied we should like
to consider three comparative clinical studies in non-small cell
lung cancer (NSCLC) published in the seventies. T.Shields [18]
reported of results of treatment of 331 patients, NCI cooperative
study was performed in 568 patients and the study [7] considered
413 cases. The patients received preoperative irradiation with
standard fractionation (total tumor dose 30-60 Gy). Surgery was
performed at 3-6 weeks following irradiation completion. The 5-
year survival failed to demonstrate advantages of the combina-
tion modality treatment though poorer immediate results were
reported. Modern Russian publication assess preoperative irradi-
ation similarly [3,9].

In the seventies through eighties the standard fractionation
was replaced by large fractions at 4-5 Gy daily to a total tumor
dose 20-30 Gy. Intensive concentrated irradiation reduced treat-
ment period and allowed surgery to be given at a shorter time
after radiotherapy. Of interest that preoperative intensive con-
centrated irradiation was mainly popular in this country. We
know only one foreign clinical study [15] of this regimen. Table
1 compares results of the clinical trials.

These results should be evaluated with care since there were
very few cases studied. Unfortunately the study was not contin-
ued in spite of optimistic assessment of the combination
modality treatment. Results of a cooperative study of intensive
concentrated preoperative irradiation [20] deserve special
attention. 218 of 478 lung cancer patients received intensive

concentrated preoperative irradiation at a total tumor dose 20
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onepadeTbHbIX O0NHHBIX HEMEIKOKIIETOTHIIM
PAaKOM JIETKOTO W TOJBKO XUPYPrHYECKOTO
MeToga Ha 0aze ONHOM KIMHUKU B YCIOBUIX
CTpOroro COONIONCHMA OHKOJOTHIESCKIX
TPUHIUIIOB pPaguKaNu3Ma XUPYPIHIECKOTO
BMeEIaTeIbCTBA, ONHUM M3 KOTOPHIX SIBIICT-
ca o6g3aTeNbHasd MeIaCTHHANBHAS TuMbO-
JHCCEeKIMsI, NO3BOJLSIET YTOYHUTH paHee
OIyGIIMKOBAHHBIE PE3YIIBTATEL.

Marepuan u MeToapl. s ounesku 3¢ deKTHBHOCTH
peAoepallHOHHOM JTydeBOH Tepallu M3y4eHsl OTAa-
JIeHHble Pe3YJIBTATH PpPagUKajpHOTO JieyeHWsa 834
GONBHEIX HEMEJKOKIIETOYHBIM PAKOM JIETKOTO, BBIITH-
CAHHHEIX M3 TopakalbHoro oTaenenus HUW omkomo-
THM X METUIMHCKOM paguonorud uM. H. H. AnexcaH-
IpoBa 3a mepHon ¢ 1986 mo 1994 r PammkanpHas
omepanus 0e3 aIbIOBAHTHOIO JIEYEHHUS IIPOU3BEJICHA
386 GompHEIM (CpemHHMI Bo3pacT 58,9 roma; XeHIIUH
— 25), a 448 (cpemuuii Bospacr 55,9 ropa; JXeHIUH —
3) — KOMGMHEPOBAHHOE JICYCHUE C HHTCHCHBHO-KOH-
LEHTPUPOBAHHBIM IIPENONIEPANMOHHEIM OOAYISHIEM
ONYXOIM M 30H PETHOHAPHOIO METACTA3UPOBAHUS
COJI 20 Ip (no 4 Ip exemueBHo). Omeparus BEITON-
HAanach yepesd 1—3 cyT mocne Kypca o0nyYeHus.

Iauueii MaTepral BKIIIOYaeT TOJNBKO TeX GOJb-
HBIX, KOTOPHIM B IOCHEONIEPaniOHHOM Iepuome He
NPOBOIUIACEH TOMOTHUTEILHO JIyIeBast WY XUMUOTe-
pamus. [pu pT1—2N0 nocieonepaunoHHOe 00Iyde-
HHAE CUMTANM HelelecooOpasupM, upu pT3—4 win
pN1—2 yacTs GONBHEIX 0TKa3aJach OT HOCHeonepay-
OHHOIC OGIYYeHWS WIK ero He NPOBOAWIN U3-3a fI0-
CIICOTIEPALIMOLHEIX OCIOXHEHMM.

BrrxuBaeMoCTh GONBHBIX PacCYUTHIBAIACE METOAOM
Tabnuy poxurud [12]. CpaBuenye BBDKHMBAEMOCTH B
TPYIINAaxX IpOBORMIOCE o MeTony Wilcoxon B Momudi-
xamuu E. Gehan [13].

CpaBHUTENPHAA XaPaKTePICTHKA AHAIAUPYSMBIX
TPYITI GONBHBIX ¥ XapaKTEPUCTHKA BEIIONHEHHEIX OIIe-
PATMBHEIX BMeIATEILCTB IPeNCTaBIeH I B TA0M. 2 1 3.

Baumy Toro 4To paccMaTpHBacMbie IPYIIIE OOIBHBIX
OBUIY TIOJYYEHB! HE B PAHIOMU3HPOBAHHOM HCCETOBa-
HUH, TIPH H3YYeHUN OTIATCHHEBIX DPe3YJBTaTOB JICTCHMS
HaMU TIpYIMeHeHa CTpaTUMKALIA 10 IPU3HAKAM, CUU-
TAIOIIMMCS ITPOrHOCTHYESCKIIMY [iji1 OIIepabeIbHOTO pa~-
Ka JIETKOrO.

Pesymsrarsl U odcyxnenue. Hu B ofHOM 13
TIPOrHOCTAYECKH OFHOPONHBIX IPYITI He GBIIO
BBIBJICHO CYIIECTBEHHBIX pa3NuuMii 110 TIOKa-

3aTeNsIM BECKMBACMOCTH IIPH XAPYPIIIeCKOM M KOMOMHIPOBAHHOM
Meronax megerust (tabn. 4—35). Ilpu IIT cramm HPJI mokasareis 5-
JIETHE! BEDKABASMOCTH IpY IPUMEHESHVM WHTSHCHBHO-KOHIICHT-
PYPOBAHHOIO OOJIYISHUA HeCKOIBKO BHIIE, OMHAKO CTATHCTHYECKU

CYIECTBEHHOI'O PA3JIVisi HE TIPOCICXKNBaCTCA.

Y maxosel, HaMu OBlia IIPUMEHEHA PErPecCHOHHas MOAEb
D. Cox [11] ¢ memp0 ycTaHOBHTH IPOTHOCTHIECKOE 3HAYCHUE
TIPENONEPALAOHHON JyIeBOM TEPAINIH HapsTy ¢ IpyruMu pakTo-
paMi. Dra nporeaypa MHOTOMEPHOTO aHAN33 JAHHEIX KOPPEKT-
HO TIOMIEPXUBACT NEH3YPHMPOBAHHEIE JAHHEIE, B CBI3H C UeM IIIH-
POKO UCIIONB3YETCS UL OLIEHKH IPOTHOCTIYIECKOH 3HAYMMOCTH
(akTopoB TP M3YICHUN BECDKUBAEMOCTH. JIMsI IIOCTpOeHHA Mo-
menu moMuMo GaxTopa IpeNoNePAIMOHHOro 0baydeHnA ObuIH
ucnonbsopanbi kxpureprn T v N Mexaynaponsoi xiaccnduka-

upm TNM (a61. 6).

B okonuarensHoi Moznem Kokca Tompko nBa dakrtopa (T u N)
HCIIONB30BAHBI B KAYECTBE MPOIHOCTUYECKUX 1O MX BIMSHWIO Ha
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Tabnuua 2

Table 2

YacToTa pasnuyHbIX rMCTOJIOrM4eCKUX TUMOB U KNIMHMKO-aHaToMuueckux popm HPJ1

FIPY XMPYPruyecKoM 1 KOMOUHMPORAHHOM ReYeHUN

Frequency of histological and clinicoanatomical NSCLC types in patients undergo-

ing surgery versus combination modality treatment

Knutuko-
Meton nevennsi | Yncno Mmeronornyeckasa popma aHaTOMMv:lKe%Ka;I
bone- popma
HBIX
anuaep- (apeHokap- | KpynHo- | HeHTpa- | nepude-
MOVIOHbIVI | UMHOMA@ | KJIE€TOYHbIN| NbHLIVI | puuecknii
Xupypruyeckuii 266 131 255
Surgery 386 | 89 | 8623 | 34B8 | 339) | (66,1)
KoMOMHUpOBaHHbIN
o 448 399 24(54) | 25(56) 345 103
modality (89,1) (77,0) | (28,0
Bcero 834 665 110(13,2) | 59(7,1) 476 358
Total (79,7) (57,1) (42,9)
epider- | adenocar- -cell - peri-
Treatment No. of moid cinoma large-ce centric pheral
patients
Histology Clinicoanatomical
type

MpumeduaHue.3neck 1 B Tabn. 3. uudpPbl B CKOBKAxX — MPOLIGHT 0T oBLLIero Yncna

60JIbHbIX.

Note.Here and in table 3 numbers in parentheses are percentages.

Tabnuua 3

PanvikaneHble onepauun y 6onbHbix HPJ1
Radical surgery in NSCLC

Table 3

’ Yucno OGbem onepaTUBHLIX BMELIATENLCTE
Merop nevyenns 60J1b-
HbIX MyALMOH- ounoGakromus | NOGAKTOMUS
aKTOMUS

Xupyprudeckuii 386 162 (42,0) 17 (4,4) 207 (53,6)
Surgery
KomBuHMpoRaHHLI 448 300 (67,0) 27 (6,0) 121 (27,0)
Combination modality
Bcero 834 462 (55,4) 44 (5,3) 328 (39,3)
Total

Treatment No. of pulmonectomy | bilobectomy lobectomy

patients

Surgical procedure

Gy. The 5-year survival of patients with stage III lung cancer
receiving combination modality treatment was 29.4% versus
14.2% after surgery alone.
In the nineties study of intensive concentrated irradiation
with a variety of radiomodifiers (metronidazole, isometronida-
zole, artificial hyperglycemia, cisplatin) in operable lung cancer
patients was continued at the Belorussian N.N.Alexandrov
Institute for Oncology and Medical Radiology [2,4,10]. The
large clinical experience in preoperative irradiation by large frac-
tions at a total tumor dose 20 Gy as a part of combination modal-
ity treatment of operable non-small cell lung cancer and in
surgery alone gained at a single clinic strictly adhering to radical
surgery principles with mandatory mediastinal lymph node dis-
section allows more accurate revision of previous results.

Materials and Methods. Follow-up results of radical treatment of 834
patients with non-small cell lung cancer managed at the Thoracic
Department of N.N.Alexandrov Institute for Oncology and Medical
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Tabnuua 4 Table 4

BbbKMBAEMOCTb PafuKanbHO ONEepPUpPOoBaHHbIX GobHbIX HPJT 1—
Iil cragym npy XMpypruueckom 1 KOMOVIHMPOBAHHOM Sie4eHUU

Survival of stage I-1ll NSCLC patients receiving radical surgery
alone versus combination modality treatment

BrenkuBaemoctb, %
MeTon ’
Crapua neyeHns
1ron 3ropa S ner
| n=216 X/S 90,6 71,9 60,8
n=182 K/C 88,4 72,0 60,5
g n= 85 X/S 90,4 68,8 52,7
n=151 K/C 80,6 57,0 41,0
m n=87 X/8 59,5 31,8 20,5
n=114 K/C 61,4 35,1 27,5
—m = 392 X/S 83,2 61,5 49,6
n=447 K/C 78,9 57,5 46,2
Stage Treatment| 1Year 3 years 5 years
Survival, %*

Mpumeuanue. 30ecs U B TabN. 5: * — NOCTOBEPHBIX PA3ANHMIA
HE BhISIBIEHO; N — Y1C0 06CAEA0BaHHbIX BOJbHBIX.

Note. Here and in table 5: *, no significant differences; n, No. of
patients.

Tabnuuya 5 Table 5

BbIKMBAEMOCTh PaAUKaJIbHO ONEepUpPoBaHHbix GonsHbix HPJI ¢
meracTasamu B permoHapHeie numdpoysnel (N1—2) npn npopa-
CTaHUY ONYXOJY B CMEXHbIE CTPYKTYPh! (T3—4)

Survival of patients having NSCLC with regional lymph node

involvement (N1-2) and tumor invasion of adjacent structures
(T3-4) after radical surgery

MporHocTHueckue Me'rop,ﬂ BunkusaemocTs, %
Kpurepun fletenn 1rog 3roga 5 net
n=150 X/8 73,7 50,1 36,1
N1—2
n =255 K/C 72,4 47,0 35,7
n=85 X/S 67,7 37,4 32,3
T3—4
n=151 K/C 66,1 41,6 35,5
Prognostic Treatment | 1year | 3years| Syears
factors Survival, %*

BECKMBAEMOCTH PaiAKANBHO ONEPUPOBAHHEX GONBHBIX PAKOM JIET-
xoro. CTaTHCTHYECKOM 3HaYMMOCTH (GaKTopa IpefoTIepaliOHHOTO
OOJIYICHIS HE BEIABIICHO.

B xoornepupoBaHHOM uccaerosanu [20] 66u10 OIyYeHO TOCTO-
BepHOE YBeMTIEHME S-IeTHEH BEDXKMBAGMOCTH TIPU IIpeloIiepary-
OHHOM OOMy4eH¥H YKpyHeHHbIMU (bpakimamy. OIHAKO clefyeT
OTMETHTD, YTO aBTOPHI TIPMBOIST HU3KUH TI0KA3aTeNb S-IeTHE BbI-
wusaemocTy ripy 11 craguu B xupypriaeckoM Korrpoine (14,2%).
HI3BECTHO, YTO PE3YNELTaThl JICUSHUS paka JIETKOTO B PA3TUIHBIX
KIVHMKAX CYINEeCTBEHHO pasiaaioTcs. ITo nanmsM M Ohta 11 coasrt.
[171, 5-neTHss BEIKUBaeMOCTE DONBHEIX pakoM serkoro 111 cramm
TOCHIE PANUKATIBHOM ONIepalAl B PasHBIX HeHTpax SAnonuu xoned-
sercst ot 7 mo 41%. TlosromMy OIS KOOIIEPHPOBAHKBIX UCCIENOBAHMI
HeOOXOMUM TINATEIBHEI 0TO0P YIACTHHKOB, O0JIaNAIONIUX COIOC-
TABHMBIM OIBITOM ¥ PE3YIIETATAMMY JIeYeHNs OOJBHEBIX.

B T0 X¢ BpeMs HEKOTOpHIE aBTOPH IPUBOIAT OOJIce BHICOKUE
MOKa3aTeNy BBIXUBAEMOCTH IPH XHUPYPTHYECKOM JECUCHUH

Radiology during 1986-1994 were analyzed. Radical surgery without adjuvant
treatment was given to 386 patients (mean age 58.9 years; 25 females), com-
bination modality treatment including intensive concentrated preoperative
irradiation of the tumor and regional metastasis zones at a total tumor dose 20
Gy (4 Gy daily) was given to 448 patients (mean age 55.9 years, 3 females),
Surgery was performed at 1-3 days after irradiation.

There were no patients receiving radio- or chemotherapy postoperative-
ly in the group studied. Postoperative irradiation was not considered rea-
sonable in pT1-2NO, a part of patients with pT3-4 or pN1-2 refused post-
operative radiotherapy or irradiation was not performed due to
postoperative morbidity.

Patient survival was calculated according -to survival tables [12]).
Comparison of survivals in two patients groups was performed by E.Geham's
modification of the Wilcoxon technique [13].

Characteristics of patients and surgical procedures are compared in tables
2 and 3.

Since there was no randomization of patients we used stratification with
respect to prognostic factors of operable lung cancer to analyze follow-up results.

Results and Discussion. There were no significant differences
in survival between surgery and combination modality treat-
ment arms in any of the prognostic subgroups specified (tables
4, 5). The 5-year survival in stage III NSCLC in the irradiation
arm was somewhat higher though the difference was not statis-
tically significant.

Analysis of prognostic value of preoperative irradiation in par-
allel with other factors was performed using D.Cox regression
[11]. This multivariate procedure supports correctly censured
data and therefore is widely used to assess prognostic significance
of factors in analysis of survival, T and N (TNM international
classification) criteria were used alongside with preoperative
irradiation (table 6).

Only two parameters (T and N) were used as prognostic fac-
tors of significance for survival of operable lung cancer
patients. Preoperative irradiation appeared to have no prog-
nostic value.

The cooperative study [20] discovered increased 5-year sur-
vival in the group receiving large fraction irradiation preoper-
atively. However, it should be mentioned that the authors used
a low 5-year survival rate (14.2%) for stage ILI in the surgical
control group. Results of treatment for lung cancer differ con-
siderably in different clinics. According to M.Ohta et al. [17]
the 5-year survival in stage III lung cancer after radical treat-
ment in Japanese medical centers varies from 7 to 41%.
Therefore careful selection of participants should be made for
cooperative studies with due regard to clinical experience and
treatment results.

Tabnuua 6 Table 6
PerpeccuonHnan mogenb Kokca
Cox regression model
dakTopsbl Koadduumenr p
T-cTatyc 0,2575 0,0157
T status
N-cTtatyc 0,5161 0,0000
N status
201p —0.0040 0,4737
20 Gy
Factors Coefficient § P

Npumevyanue. P — ownbka2-ro poga (koabPuumeHT Ha-
KoHa); p — OOCTOBEPHOCTD.

Note. Bissecond kind error; p is significance level.
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Kaunuuecxue uccaedobanus

onepabenpuoro HPJT III cragmu. Ilo maHHEIM JuTepaTypdl [14,
19], 5-netHas BrOKHBaEMOCTE IpH N2 cocrasuia 20—22%, a mpu
T3—4 — 30% [16].

BMecTe ¢ TeM IIONYYSHHEIC Pe3YNETATEl PAXUKaIbHOIO Jeue-
Hug 6onpueix HPJI 111 cragmm cBHUOETENHCTBYIOT O HU3KOH a¢h-
QEXTHBHOCTY XHPYPIHIECKOro ¥ KOMOMHUPOBAHHOIO (C MHTEH-
CHUBHO-KOHIICHTPUPOBAHHEIM 00XydenneM) MeTomoB. M xoTa
TEOPETHYECKH MOXKHO IIPEATIONATATE OLYTMMEIH 3 deKT OT Iipe-
JONEepauOHHOro o6iydeHus [6], B HeHCTBUTEILHOCTH 3TO HE
HaxoauT yOeAUTeABHOTO TONTBEDPXACHUS IPH CPaBHUTEIHHOM
HM3yIeHHN TOoKasaTeNedl BBDKUBAcMOCTH OOIydeHHEIX 1 Heo0y-
YeHHEIX GOJbHEIX. BO3MOXHO, IpeaonepamoHHoe O0IyaeHue 1
YMEHBIIAET HHTPAOIIEPATHOHHYIO AHCCEMUHALMUIO KI3HECIIO-
COOHEBIX OIYXONEBEIX KIETOK, OHAKO 3TO He TOINAeTCS KINHA-
yeckoif oueHKe. Jlaxe Takoit Hamboee BaxXHbIH TapaMeTp HEIlo-
cpelcTBeHHOro 3¢ dekTa IpeaonepaluoOHHOH JIYUYEeBOY TEpalny,
Kax nygeBoit maroMopdo3, He KOppeapyeT ¢ OTAAICHHBIMY De-
3yneTaTaMy panukansHoro gegenug HPII [2].

Brigoppl. 1. MeguacTurHaNnbHaA JAMOONPCCEKIUA HE TOIBKO
JIOBHINAET PANUKAIN3M XUPYPIHIECKOTro BMeIIaTeIbCTBa, HO 1
1103B0JIsIeT B0JIee TOUHO OIEHUTH PACTIPOCTPAHEHHOCTE OILYXOIH
mo cucreme TNM. VI3yueHre OTOaJeHHBIX pE3YIBTATOB DAiM-~
KaNpHOTO JeYeHus OONBHBIX PaKOM JIETKOTO ¢ MENMacTHHANb-
HoM ymMbonucceKITel He MOATBEPAIIO NIPEUMYIIECTBa KOM-
OMHUPOBAHHOIC METONA C IPENONEPAUMOHHEIM OONyYeHHUEM
COII 20 Tp (4 Ip 3a dpakuuio exxeTHEBHO) Iepel XUpyprudec-
KUM TIO IIOKa3aTelsIM S-eTHEeH BEXWBaeMOCTI B IIPOTHOCTHY e~
CKU OFHOpOmHEIX rpynmax. TakumM ob6pasoM, IpUMeHEHUE IIpe-
JOTIEPAIIOHHOTO OOIYYSHUA TI0 JaHHON METOLUKE B Ka4eCTBE
DYTHHHOI'O METOma y OIepabenbHBIX OONBHEIX PAKOM JIETKOTO
Henenecoo0pasHo.

2. Huskasg 5¢bdekTHBHOCTD aHAIU3HPYEMBIX METONOB JTEYEHIL
onepadenpaoro HPJT I crampm nuxTyeT He0OXOMUMOCTE pas3pa-
GOTKM APYIUX aIbIOBAHTHHIX BO3MENCTBHI (IIOCIEONEPAITHOHHON
JIy4eBOM 1 TIONMMXUMUAOTEPAIIIIN).
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Other authors report of high survival after surgical treatment
for stage IIT operable NSCLC. According to [14,19] the 5-year
survival was 20-22% for N2 and 30% for 'T3-4 [16].

However, results of radical treatment for stage III NSCLC
demonstrate low response to surgery alone and combination
modality treatment (including intensive concentrated jrradia-
tion). Although there is a considerable theoretical rationale
for efficacy of preoperative irradiation [6], comparison of sur-
vivals of cases with versus without radiotherapy does not con-
firm the expected efficacy. The preoperative irradiation may
decrease intraoperative dissemination of vital cancer cells but
this effect cannot be assessed clinically. Even the most impor-
tant factor of imuediate result of the preoperative irradiation
such as radiation pathomorphosis demonstrates no relation-
ship with follow-up outcomes of radical treatment for
NSCLC [2].

Conclusions. 1. Mediastinal lymph node dissection both
improves radicalism of surgical interventions and allows more
accurate assessment of disease advance by the TNM system.
Follow-up results of radical treatment for lung cancer inciuding
mediastinal lymph node dissection as assessed by survival in
prognostically balanced arms failed to confirm advantages of
combination modality treatment with preoperative irradiation
at a total tumor dose 20 Gy (by daily 4 Gy fractions) over
surgery alone. It is not therefore recommended to use preoper-
ative irradiation by this schedule as a routine treatment for oper-
able lung cancer.

2. Poor response to the treatment for operable stage III
NSCLC analyzed necessitates development of other adjuvant
approaches (postoperative radio~ and polychemotherapy).

9. Xapuenxo B. II., Kysemun H. B, Pax nerkoro. — M., 1994,

10. Hcoregun JI. C. Xupypraaeckoe 1 KOMOHMHHUPORAHHOE JIEYEHHE
paxa eTKoro: Asroped. HucC. ... I-pa MelI. Hayk. — M., 1993.

11. Cox D. R. //. R. Stat. Soc. B. — 1972. — Vol. 34. — P. 187—229.

12. Gehan E. A. //J. Chronic. Dis. — 1969, — Vol. 21. — P. 629—644,

13. Gehan E. A. //Biometrica. — 1965, — N 52, — P. 203—223.

14. Goldstraw P., Mannam G. C., Kaplan D. K., Michail P. //J. Thorac.
Cardiovasc. Surg. —1994. — N 107. — P. 19-28.

15. Kazem L, Jongerius C. M., Lacquet L. K. et al. //Int. J. Radiat.
Oncol. Biol. Phys. — 1984. — N 10. — P. 981—985.

16. Martini N., Yellin A., Ginsberg R. J. et al. //Ann. Thorac. Surg. —
1994, — N 58. — P. 1447—1451.

17. Ohta M., Hara N. Gan To Kagaku Ryoho. — 1991. — N 18. —
P 1511—1515.

18. Shields T. W. //Cancer. — 1972. — N 30. — P. 1388—1394.

19. Tateishi M., Fukuyama Y., Hamatake M. et al. //J. Surg. Oncol. —
1994. — N 57. — P. 139—142.

20. Trakhtenberg A. Kh., Kiseleva E. S., Pitskhelauri V. G. et al.
//Neoplasma. — 1988. — N 35. — P. 459—465.

21. Warram J. //Cancer. — 1975. — N 36. — P. 914—925.

Iocrymuna 01.06.2000 / Submitted 01.06.2000



