apdexrt — B 379 cayuaes. IIpn MOBTOPHBIX Kypcax XH-
MHOTEPANUN Y TeX Xe OONBHBIX MOCTUTAETCS CXOMHBIN
wm Gosiee 3HAYMTENBHBIA MPOTHBOPBOTHBIA 3¢pexkT. B
cayvasx HeaddEeKTHBHOCTH A03y 3o¢paHa CAenyeTr yBe-
JIMUHUTb 33 CUYET AOMOJHHUTEJBHOIO BBENEHHMS 8 MI mocsie
uucnyatuHa. Ilpu sTom B 1/3 cnayuaes mocturaercs 3Ha-
uuTeabHBIN 3deKT, B ocTanbHBIX — yMepeHHHIH. Bosee
HH3KME PE3YNbTATHI IIOTYUEHB! IPH NMPAMEHEHUH 30(hpaHa
y GOJBHBIX, TMpeXAae OTMEYABLIMX 3HAYUTE/IBHYIO PBOTY
NP JICUEHUN LHUCIJIATHHOM, HECMOTPS HA UCIIONb30BAHUE
METOK/IONPAMHAA MJIM KOMOMHAUMHM METOKJIONpAMMAA U
NpeIHN300Ha. 3HaunuTenbHu ekt noayuen B 6%,
yMmepeHHH# sddekr — B 509, cnyuaes. Bsemenme po-
NOJIHATENBbHOW A03Bl 30¢hpaHa B KOAMUECTBE 8 Mr nocjie
UUCIIATHHA oOKasanock sddektusubiMm B 2/3 cayuaes.
Bo3MOXHO, uTO B 3TOH rpynmne GOIbHBIX HAYaJbHBIH pe-
XHUM JIeueHus 30()paHOM JOJKEH COCTOSTb MEPBOHAYANb-
HO M3 ABYX BBCICHHWH Ipemapara 1mo 8 mr, 10 u mocuae
mucmiatuia. Ecom peora npu 1-m kypce Oblia BpI3BaHA
kapboriaTuHoM, npuMenenue 3odpana (8 Mr mepen Kap-
OOIIaTHHOM) B 3TMX PE3UCTEHTHBIX CIYYasx GBLIO BHICO-
kKoaddexturHo. [lonHbi MM 3HaUNTENBHBI 3ddheEKT Ho-
cTureyT B 72% ciayuaes. IloGounsix 3ddekToB mpmu mc-
nonab3oBaHuM 30tdbpaHa we ormeueHo. 3ogpan obiramaer
3HAYATEILHBIM POTUBOPBOTHBIM 3((EKTOM IpH LMTO-
CTaTMYECKOH XMMMOTEPAITHH,
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CeronHg He BHIZHIBAET COMHEHHS TIOJOXKEHHE, COITIACHO
KOTOPOMY NpOLECC, OPMAIBHO ONpPEACASIEMbIt KAK MECT-
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CBOCH HOCHT CHCTEMHBIN xapakrtep. U sro kaxercs 6ec-
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KIMHMYECKUX METACTA30B, CIEAYET PANNKAIBHOE ynase-
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NON -SMALL CELL LUNG CANCER:
MECHANISM, REALIZATION, EFFECT

Research Institute of Clinical Oncology

It is indoubted to-day that the process formally
determined as locally advanced lung cancer is actually
a systemic disease. This statement is certain to the
same degree as seems doubtful the so called radicality
of surgery performed in such cancer types. This con-
sideration is confirmed by poor 5-year results of the
surgery.

These reasons speak in support of the concept of
combined treatment consisting of neoadjuvant che-
motherapy aimed to reduce the primary tumor and de-
vitalize subclinical metastases to be followed by radical
removal of the tumor and regional lymph collectors,
and post-operative adjuvant chemotherapy. A rational
adjunct to this combination is absolute or relative T-
cell immunostimulation which is to smooth the serious
after-effects of multicycle systemic chemotherapy.

We have developed a novel concept of immunoche-
motherapy based on certain regimens of in vitro treat-




KOMIIOHEHTA 3TOM KOMOMHAUMH BBOOUTCH HOMOIHHUTENb-
HEIN D7IeMeHT — abCoMIOTHAS MM OTHOCHTEMbHAS T-Kie-
TOYHAS MMMYHOCTUMYJISIHMS, CIOCOOHAS CMATYUTE XECT-
KHE€ MMMYHOCYNPECCOPHBIE NOCJEACTBMS MHOTOKYPCOBO#
CHCTEMHOH XMMHOTEPATIHH.

Hamu paspaborana NpHHLMIHAIBHO HOBAas KOHLEIIHI
HMMYHOXUMHOTEPANMH, OCHOBAHHASN HA BO3IEHCTBUM [IPH
ONPEAENCHHBIX PEXXHMAX OTHOCHTE/BHO BHICOKHX (Jieuel-
HbIX) 03 XMMHONPENAPATOB HA COOCTBEHHBIE MJIM AJLIO-
reHHeie JUMQONIHbIE KASTKY in vitro ¢ mocaenyiomeit co-
OTBETCTBEHHO pe- WA MH(Y3NEH MPOXYKTOB MX B3aMMO-
aevcteus [S 1.

Wneq ucnonb3oBaEud cobcTBeHHBIX auMbornuToB [2] —
ayronmmmdoxmmuorepanus  (AJIXT) OCHOBaHA Ha 2
TIPEIIOIOXKUTETBHEIX MEXAHU3MAX PEeaTU3alMi UMMYHOJIO-
ruyeckoro agexra: 1) mpeBanMpyoWEe MOOABIEHAE LATO-
CTATMKAMH CYMPECCOPHOK aKTHBHOCTH JAMQOLMTOR B 00bE-
Me UMpKyaupyiouiei muMdbr; 2) BbiencHue JumboruramMm
MPpH KOHTAKTE C BRICOKMMHM [03aMU XMMHOINPENAPAaTOB IyMO-
PATbHBIX MEONATOPOB THIIA JUM(PO- ¥ UTOKMHOB (MHTEp-
JEHKHMH, MHTEP(HEPOH M T.A.).

AJIXT nmpexycmaTpuBaer ApeHHPOBAHNE TPYXHOTO JIMM-
(aTyecKOro MPOTOKA M HAPYXHOE AYKTOIOIYJISPHOE
myHTupoBanue [3] ¢ HCOOAB30BAHMEM IEHTPAIBHON
JuM(E B KOJIHYECTBAX, COMOCTABUMBIX C €€ LMPKYJIUPY-
omuM oopemom (1500,0—1800,0).

[IpuMeHeHNEe AMIOTEHHBIX MOHOPCKMX JUMGOLMTOB B
TEeX Xe pexuMax (muMdpoxummuoTepanus 0e3 KIETOK —
JIXTBK) ocHOBaHa Ha BO3MOXXHOCTH MOJYYEHHS TaKUM
MyTEM T'YMOpPAJBHBIX MEAMATOPOB, BhIAEASEMBIX JuMdoO-
MIHBIMH KJETKaMu, — JauMdo- u umToknMHOB. [Ipm
JIXTBK B3aumopeiicrsue TUM(POLMTOB ¢ XMMUONpenapa-
TaMy COTIPOBOXAAETCS, CACAOBATENBHO, YIAJEHHEM He-
OCPEACTBEHHO JMMAONIHBIX KJACTOK.

Llesbio paboTsr sBUIOCH U3ydyeHne BoamoxHocrei AJIXT
u JIXTBK B neueHun reHepaausOBAHHOTO M MECTHO-pAc-
MPOCTPAHEHHOIO HEMEIKOKJIETOYHOIO Paka JIETKOro.

Mponeueno 26 GogbHBIX C pacpocTpaseHHbME opma-
MH paxa Jerkoro: 8 — ¢ reHepanusoBaHHbIME (1-9 rpym-
nma), 18 — ¢ npeBanMpoBaHHEM MECTHO-PACTIPOCTPAHEH-
Hbx ¢dopm (2-9 rpynma).

PacnipocTpaHeHHOCTh MpoLEcca OLCHMBAJIACH IO CHUCTE-
me TNM (1989).

B 1-i1 rpynnme pacnpocTpaHeHHOCTh TIPOLIECCA COCTABA-
aa: T2—3N2M10SS — 4; T3N3MILYM, HEP — I;
T2N3MI1PUL — 1; T3N2MILYM — 1. I110ockokaeTou-
HbIM HEOPOIOBEBAIOIIUN paK OTMEUYEH y 4, OpOroBeBaio-
mmit — y 2, xeyesuctoiit — y 1 GossHOTO.

Opun GosbHOI OO HAa3ajg MO MOBOAY HJIOCKOKJIETOYHOTO
OPOTOBEBAIOILErO PAKa MEPEHEC PACHIMPEHHYIO KOMOMHMPO-
BaHHYIO nyasMoHIKTOMUIO (T3N1MO) ¢ nocnenyromeit Te-
nerammarepanueii (PO 1,2—2 I'p; COI 52 I'p) m nocry-
MU B OTAENCHHE C MOPAXEHUEM MApaTpaxeasbHBIX U Tpe-
CKaJICHHBIX JIM(OY3/I0B, CHHAPOMOM CHABJICHHS BEPXHEH
MOJION BEHBI, ABIXATCJIbHOM HemocraTouHocTho 111 craguu.

Cpenu Myxumnd 51—66 ner 7 uenoBex paHEE HE JCUH-
JIUCh, 7 GOJIBHBIM BBINOJHEHO HYKTOKTY/ISAPHOE WIYHTHPO-
Banue. B 1 ciyuae apeHmMpoBaTh mpOTOK HE YAAJIOCH B
CBSI3M € IPOPAacTAaHWEM €ro mnpeckajaeHHoro dparmenTa
METACTaTHYECKUMHU JuMdoy3namu. ITomy GONBHOMY BBI-
nondena JIXTBK, ocranpupiM — AJIXT. B 6 nHabmoge-
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ment of auto- or allogenous lymphoid cells with high
(therapeutic) dose chemopharmaceuticals and respec-
tive re- or infusion of products of their interaction to
follow [5].

The idea to use autolymphocytes [2], i.e. autolym-
phochemotherapy (ALTC), is based on two presu-
mable mechanisms of immunological effect: 1) prevail-
ing inhibition of lymphocyte suppressors’ activity in
circulatory lymph; 2) release of humoral mediators,
such as lympho- and cytokines (interleukin, interfe-
ron, etc) by lymphocytes after interaction with high
dose chemotherapeuticals.

The ALCT involves drainage of the pectoral lymph
duct and external ductojugular shunting [3 ] using cen-
tral lymph in amount compatible with its circulatory
volume (1500.0—1800.0).

The employment of allogenous donor’s lymphocytes
in the same regimens (cell-free lymphochemother-
apy — CFLCT) is based on generation of humoral
mediators released by lymphoid cells, i.e. lympho- and
cytokines. In the CFLCT the interaction of lympho-
cytes and chemotherapeuticals is thus accompanied by
removal of the lymphoid cells.

The purpose of our investigation was to study poten-
tials of ALCT and CFLCT in treatment for generalized
and locally advanced non-small cell lung cancer.

The study was performed in 26 patients with ad-
vanced lung cancer including 8 generalized cancer
cases (group 1) and 18 cases with mainly locally ad-
vanced cancer (group 2).

The disease advance was assessed according to the
TNM (1989) system.

The disease advance in group 1 was: 4 T2-
3N2MI10SS; 1 T3N3MILYM, HEP; 1 T2N3M1PUL;
1 T3AN2MI1LYM. There were 4 squamous cell non ker-
atinizing, 2 keratinizing and 1 glandular cancers.

One patient had a history of extensive combined
pulmonectomy for squamous cell keratinizing carcino-
ma (T3NIMO) with tele-gamma-therapy (at a single
tumor dose 1.2—2 Gy, total tumor dose 52 Gy) a year
before. On admission the patient presented involve-
ment of paratracheal and prescalenic lymph nodes, su-
perior vena caval syndrome, grade III respiratory
failure.

Among 51-66-year old men there were 7 previously
untreated patients and 7 had undergone ductojugular
shunting. We failed to drain the duct in the first case
due to metastatic lymph nodes in its prescalenic frag-
ment. This patient received CFLCT, the rest of the pa-
tients were given ALCT. In 6 patients the treatment
was given with a 3-day VAM schedule (vincris-
tine 1 mg/mz, day 1; adriamycin 30 mg/m” days
1, 2, 3; methotrexate 20—25 mg/mz, days 1, 2, 3).
Two patients were treated with CAF (cyclophospha-
mide 600 mg/m“; adriamycin 30 mg/m*~, 5-fluorou-
racil 500 mg/m? days 1, 2, 3).

The treatment was tolerated satisfactorily. Dyspep-
sia (2—35 days) was detected in 6, alopecia in 8, sto-
matitis (7—10 days) in 4, leukocyte count less
than 2000 in 4, less than 1000 in 1 patient. In one
case the tumor destruction resulted in hemoptysis




HHSAX MCHO/Ib30BAMH 3-1HEBHYIO cxeMy — VAM (BuHKpu-
cruH 1 mr/m? — 1-it nenb; aapuamuimd 30 mr/m* —
1, 2, 3-i mum; merorpekcar 20—25 mr/ M2 — 1, 2, 3-i
mnHu), y 2 Gombumx — cxemy CAF (muxnodocdan
600 mr/m>, apraMuLyH 30 wmr/m%, 5-dropypa-
w500 mr/M° — 1, 2, 3-it qam).

IManmenTel nepeHocH/IM JICYEHHE OTHOCHUTEIBHO YHOB-
JeTBopuTeapHO. Jucnencus (2—35 puei) otMevena y 0,
anormenus — y 8, cromarur (7—10 guen) — y 49 JefKo-
nenus menee 2,0-10°/1 — y 4, menee 1,0-10°/1 —y
1 GossHOrO. B 1 Habntonenuy npy pacmage OmyXxoau Kpo-
BOXAapKaHbE IEPEPOCJIO B JIETOYHOE KPOBOTECUEHHE.

B xone seueHuns nmpociexed OTYETIMBLIM CHMMIITOMATH-
yeckmit apdekT — yMmeHblueHus Kaias, 6oneil B KocTax
¥ TPYRHOW KJIETKE, yJayumieHne o0uiero CaMouyBCTBHS.

OGbexTuBHbBI 3(hekT BHIPAXAACI B YMEHbIICHHH pPa3-
MEpOB NEPBHMYHOM OMYXOJH, KOPHEBBIX M MENUACTHHAb-
HEIX JIAM(OY3JI0B, YAYYIIEHHH BEHTUISLMH COOTBETCTBY~
IOIINX OTAEJOB JIEPKMX, A CTaJ0 OBTh, ¥ (DYHKIIMOHAJIb-
HBIX MOKa3aTesaeH.

Penrredonornueckuit anasus adgbexTHBHOCTH OCyIle-
CTBJISUIM TIyTEM BBIYMCIACHHAS (HA TOMOrpamMMax) I'pagveH-
Ta 0OBEMOB OMYXOJH [0 U NOC/AE JeueHns. B GompmmHCcT-
BE Cay4yaeB (OpMy OIMYXOJH MOXHO € HEKOTOPOM MOTrpel-
HOCTBIO OLEHHUTD KaK LIAp, JIMICOMA WK KyD M paccum-
TaTh OOBEM C MOMOLLBIO M3BECTHBIX FEOMETPHUECKHX (POp-
myJ. Ilpu HenpaBuabHO# POpMe oUara UCXOMUIN U3 CPEX-
HEH BEJIMYMHBI MEXAY MaKCHUMAJBHEIM H MUHHUMAJIbHBIM
pa3mepamm onyxosw. [Ipu coueranum crabuausauuu re-
pUOPOHXHANBHEIX KOHTYPOB ONYXOJM C PETPECCUEH SHHO-
OPOHXMAJILHOIO €€ KOMIOHEHTA ¥ BOCCTAHOBJICHHEM IIpO-
XOOMMOCTH caMux Oponxos s¢dext ouecnmsamu B 109%.
Crenenb perpeccus, BHIUMCIEHHYIO TakuM o0pasom, pac-
CUMTHIBAJIN € TOYHOCTBIO A0 5% . Takaga TOuHOCTH npen-
CTABJISLIACh HEOOXOAMMOM A1 MCCAEAOBAHMS KOPPEIILM-
OHHBIX NMApaJIe/C# C UMMYHHBIM CTATYCOM.

Takum 00pa3oM, CTeNneHb PErpecCHy MEPBHUHOTC OIMy-
XOJIEBOTO y3/aa okasanack caepyiomeii: 0% — 1; 0% ¢
YMEHBIIEHNEM KODHEBBIX M MEOMACTUHAJIBHBIX JUMQpOY3-
o — 1; 50% — 2; 60% — 1; 70% — 2. U3 3 60an-
HBIX C GPOHXOCKOMUYECKON KAPTHHOM IEHTPAJBHONO pPaka
SHIOCKOIMMYECKHME MPU3HAKH perpeccun cBoie 509 or-
MeueHsl y 2. V3 4 6onbHbIX, 00C€A0BAHHBIX TIPH TTOMOIIH
rajqus IMTpara, y 3 ouard rdmepdukcanuu pazuodapm-
npenapata (POII) B serkux nocne JeycHHd NEpecTanu
onpependarbcsa. B 1 uabmonenumnm HaxkomieHue POII B
OIyXOJICBOM O4are yMEHbIIMIOCh HAa 065Y,.

Y GoAbHOIO ¢ CMHAPOMOM BepxXHeil mosoit BeHsl AJIXT
TIPOBOIYIIA CHHXPOHHO c TeJieraMMaTepanmnei
(COO 40 I'p). Hocruruyr nosnuuit a¢ddekt. Pemuccus
npogoaxaercs 9 Mec. 3 O0JBHBIM NIPOBEAEH NOBTOPHBII
kypc aeuyernusa (JIXTBK), nmocae uero BmimonaHeHa Tene-
rammarepanus ¢ pemuccueit 2, 6 u 7 mec. Cyanba ocras-
muxcs 4 GONMBHBIX CIENYIOMWAS:

T2N2M10SS — addexr npoaepxancs nocae 2-ro Kyp-
ca JIXTBK B reuenme 1,5 mec, mocae 4yero B CBI3U € 000-
CTPEHHEM MOYEKAMEHHOM 6GOME3HH M OTKa30M OT AaJb-
HeAIero JICUCHUS NAUMEHT NEPEBEAEH Hd CUMIITOMATHYC-

CKYIO TEpanuio;
T3N2MILYM — osddexr npomepxanca nocie 2-ro
kypca AJIXT ua nporaxennu 1 mec, nocsie uero nepesec

which developed into pulmonary hemorrhage.

During treatment there was a marked symptomatic
effect as amelioration of cough, ostealgia and thoracal-
gia, better general condition.

The objective response manifested itself as reduction
in the primary tumor, radical and mediastinal lymph
nodes, improvement of ventilation of corresponding
pulmonary segments, and, therefore, of functional
characteristics.

The effect assessment by X-ray consisted of calcula-
tion (in tomograms) of cancer volume gradient before
and after treatment. In most cases the tumor shape
could be taken about similar to the sphere, ellipsoid or
cube, and the volume was calculated by well-known ge-
ometrical formulas. If a tumor had an irregular shape
the calculation was based on the mean of the tumor
maximal and minimal dimensions. The effect was
evaluated as 109, in cases of tumor peribronchial out-
line stabilization, regression of its endobrachial compo-
nent and restoration of bronchial conductivity. The re-
gression degree was calculated with upto 5% accuracy.
This accuracy was necessary for study of correlation
with the immunity status.

Thus, the degree of regression of the primary tumor
node was assessed as 0% in 1, 0% with reduction in
radical and mediastinal lymph nodes in 1, 50% in 2;
60% in 1; 70% in 2 cases. Of 3 patients with bron-
choscopically determined central cancer a regression
over 509, was detected in two cases. In 3 of 4 patients
undergoing gallium citrate test there were no detect-
able foci of radiodrug (RD) hyperfixation after treat-
ment. In one case the RD accumulation in the tumor
showed a 659, fall.

In the patient with superior vena caval syndrome
ALCT was performed simultaneously with tele-
gamma-therapy at a total tumor dose of 40 Gy. Com-
plete response was achieved. The remission has been
lasting for 9 months. Three patients underwent re-
treatment (CFLCT) and tele-gamma-therapy which
resulted in remissions of 2, 6 and 7 months. The fate
of the rest 4 patients is as follows.

T2N2M10SS — after a 1.5 mo remission following
the second cycle of CFLCT the patient presented
exacerbation of urolithiasis and refused further treat-
ment. Symptomatic treatment was performed.

T3N2MILYM — a 1 mo remission following the
second ALCT cycle, after that the patient had severe
influenza and progressing disease 2 mo later.

T3N3MILYM, HEP — the effect was followed up
during 3 cycles of treatment. There was evidence of
progressing disease on its completion. The patient re-
ceived symptomatic therapy.

T4N3M1OSS — after the first cycle of ALCT the
hemoptysis developed into pulmonary hemorrhage
which was controlled by conservative means. Sympto-
matic therapy.

Study of the patients’ group 1 showed satisfactory
tolerance of lymphochemotherapy and marked imme-
diate antitumor effect. This allowed application of
ALCT and CFLCT in combined treatment for locally
advanced lung cancer.




TSXENy© (OpMy rpUONa, MO HM3JCYCHUHM OT KOTOPOTO
(cnycta 2 Mec) MOSBUJIMCH MTPU3HAKHM MPOrPECCUPOBAHMS;

T3N3MILYM, HEP — addexr npociexeH B Teue-
HUE 3 KypCOB JIEUECHHMS, 110 3aBEPUICHUH KOTOPBIX TOSBY-
JUCh IIPU3HAKKM MPOrPECCHPOBAHNA IIPOLIECCA; TEPEBEACH
HA CAMIITOMATHYECKYIO TEPaNHMIo;

T4N3M10SS — B xone peasmzaumu apdekta nocae 1-ro
kypca AJIXT KpoBoxapKaHbe NEPEPOCIIO B JIETOUHOE KPOBOTE-
YEHHE — OCTAHOBJIEHO KOHCCPBATUBHLIMI MEpPaMH; IepeBe-
JICH HA CAMIITOMATHYECKYIO TEPATHIO.

Anamus 1-it rpynnsi GOAbHBIX TPUBE K BBIBOAY 00
YOOBJIETBOPUTEIBHONH MEPEHOCMMOCTH JuMpoxuMHMoTEpa-
MMM M OTYETIMBOM HEIOCPENCTBEHHOM IIPOTHBOOIYXOJIE-
BoM 3¢dexTe, uto no3sosmao mcnoib3oBaTh AJIXT n
JIXTBK B KOMOMHHPOBAHHOM JIEUEHHH MECTHO-PACIPOCT-
paHeHHBIX (OpM paka JIETKOro.

Bo 2-it rpynme (18 myxumn 41—64 ner) npouecc HO-
CWJ1 JIOKAJM30BaHHBIA xapakrep. McxomHylo pacmpocTpa-
HEHHOCTD TIPOIECCA ONPENE/SIM HA OCHOBAHUM KOMILIEKC-
HOTO KJIMHMKO-PEHTTEHOJOTMYECKOro (BKJIIOYas KOMIbIO-
TEpHYI0 TOMOrpaduio), SHIOCKOMUYECKOro, paguoU30TOMN-
HOTO W YJIbTPa3ByKOBOTO 0GCIEROBAHMA.

I crapuo BusBun y 1, 116 — y 2, [Ta — y 9, 1116 —
y 6 maumentoB. [110CKOK/IETOUHBI! OPOroBEBAIOIINI paK
oTMeueH B 8, HeoporoseBawowmin — B 7, Huskopugde-
PEHUMPOBAHHBIM IIOCKOKJIETOUHbIA — B 1, Xene3u-
CTHII — B 2 Clyuyasx.

Ucxoguoe cocroganune 17 60apHBIX PACLEHEHO KAK YAOB-
JIETBOPUTENbHOE, | TAauMeHTa — KaK CPEeaHEH TIXECTH
13-3a BHIPAXKEHHOM JbIXaTEJbHOM HEXOCTAaTOUYHOCTH. llpn
nocryrieHnn 601 B TpyaHON KJIETKE 0TMEYaan 8, KpoBo-
xapxkanbe — 3, nuxopaaky mo 39°C — 8, ocumocts ro-
noca — | uenosex.

Bcem 18 GOsbHBIM BBHIIOJIHEHO HAPYXHOE AYKTOIOTY-
JISPHOE LIYHTHPOBAHME MO MECTHOM aHECTE3UEH U3 JIEBO-
ro NapajijiesibHOr0 HaJKJIUAYHOTO paspesa. 3-AHEBHBIH
kypc AJIXT mo cxeme VAM (14 Gosbubix) u CAF (1), 1-
auesnsiii Kype CAM (3) (uuknodocgan 1—1,5 r/M7, an-
puamuuus 60 mr/m“, merorpekcar 30 Mr/M“) nepesecan
OTHOCHUTEJBHO YAOBJACTBOPUTEIBHO.

Cuycra 3—4 Hen npoBesi MOBTOPHEIA Kype TMMEOXMu-
orepanuu B BapuanTe AJIXT vy 8 u JIXTBK y 10 GosnbHbIX.

TlepeHOCHMOCTD JIEUEHNS ObLIA OTHOCHTENBHO YAOBJIET-
BOpHTE/IbHAL: anoneuusa ormeyedHa y 18, pucnencusa (2—
S mueit) — y 18, cromarur (7—10 gueit) — y 6, neiko-
nenms menee 2,0-10°/1 — y 6, meHee 1,0.10§/JI —y
3 uenosex.

Knunuueckuii ek npoasasiicd B yMEHbIICHUHA WIH
MCUE3HOBEHMM KAULIS M KPOBOXApPKaHbsA, HOPMAIM3aLUH
TeMIepaTypbl, GOJIEBOr0 CHHAPOMA, ABIXATEJbHOM HENO-
CTATOYHOCTH, OCHILIOCTH.

[To gaHHEIM KOHTPOJbHON (hHOPOOPOHXOCKONNH, MOJ-
Has perpeccus SHAOOPOHXMAIBHOTO KOMIIOHEHTA OIyXOJIH
BBISIBJIEHA ¥ 3, yacTuunwil ¢gdekr — y 11, crabunusa-
uMst oTMeueHa Yy 4 GONIbHBIX.

Tpu cumuTUrpacduy gerkux raaus uurpatom u3 10 ol-
CJICNOBAHHBIX TOJIOKMTENbHAS AMHAMHKA OTMEucHa y 9,
crabummzaima — y 1. Y 2 u3 9 GonbHbIX Ouard runephuk-
canpn (214 n 2109,) POII nocnae neyeHns B 30HE MPOEK-~
LMY ONYXOJM HE BBIABISIUCH. CHWXEHME CTEIIEHH THIep-
tnkcauun POIT Goneee uem Ha 40—509% onpeaens-

In group 2 (18 men at the age of 41—64 years) the
disease advance was evaluated by complex clinical, X-
ray (including computed tomography), endoscopic,
radionuclide and ultrasonic examination.

There were 1 stage I, 2 stage Ilb, 9 stage Ila and
6 stage IIIb cases. Squamous cell keratinizing cancer
was diagnosed in 8, non-keratinizing in 7, poorly dif-
ferentiated squamous cell carcinoma in 1, glandular
in 2 cases.

Baseline performance status was assessed as satis-
factory in 17 patients and as moderately severe
in 1 case due to marked respiratory insufficiency. On
admission 8 patients had thoracalgia, 3 — hemop-
tysis, 8 — fever upto 39°C, | — hoarseness.

All the 18 patients underwent external ductojugular
shunting under local anesthesia from a left parallel
supraclavicular incision. The treatment consisting of a
3-day cycle of ALCT by VAM (14) and CAF (1), a I-
day cycle of CAM (3) (cyclo%hosphamide I—
1.5g/ m?, adriamycin 60 mg/m”, methotrex-
ate 30 mg/m“) was tolerated rather satisfactorily.

Another cycle of lymphochemotherapy as ALCT (8)
and CFLCT (10) was performed 3—4 weeks following
the first treatment.

The tolerance was rather satisfactory: alopecia —
18, dyspepsia (2—5 days) — 18, stomatitis (7—
10 days) — 6, leukocyte count less than 2,000 — 6,
less than 1,000 — 3.

Clinical effect manifested itself as amelioration or
disappearance of cough and hemoptysis, normalization
of temperature, pain syndrome, hoarseness.

Check fibrobronchoscopy discovered 3 complete re-
gressions of the tumor endobronchial compo-
nent, 11 partial responses and 4 stable diseases.

Lung scintigraphy (with gallium citrate) was per-
formed in 10 patients to reveal positive changes
in 9 and stabilization in 1 patients. In 2 of the 9 pa-
tients the foci of RD hyperfixation (214 and 210%,)
were not detectable in the tumor projection area. A de-
crease in RD hyperfixation degree was more than 40—
509% in 3, 100% in 3 and 300% in 1 patient.

Regression by X-ray was 0% in 2, 09 + reduction
of radical and mediastinal lymph nodes in 1, 109
in 3, 30% in 1, 50% in 4, 60% in 2, 709 in 2,
909% in 2 cases. In 1 case there was a 109 tumor
growth.

Surgery was performed in 17 patients (1 patient re-
fused operation). All the operations were extensive and
combined, and were fulfilled 3—4 weeks following the
second cycle of lymphochemotherapy. Pulmonectomy
was performed in 14 cases including 7 cases of com-
bined surgery with resection of pericardium, unpaired
vein, diaphragma; 1 with circular resection of the tra-
cheal bifurcation. Lobectomy with circular resection of
the main bronchus was performed in 2 cases. 13 oper-
ations were radical and conditionally radical, 2 — pal-
liative and 1 was explorative thoracotomy due to ex-
tensive envolvement of the vena cava superior. The pa-
tients’ post-operative course was relatively uneventful.

The removed tumors were studied for drug patho-
morphosis. There was no pathomorphosis in 7,




noce y 3, Ha 1009% — y 2 u va 3009 — y 1 mauuenra.

CreneHp perpeccud, pacCYMTAHHAS PEHTIEHONOrHYE-
cku: 0% — 2; 0%c yMeHbIICHHEM KODHEBBIX M MEIU-
acruHanpHbix aumdoysnos — 1; 10% — 3; 30% — 1;
50% — 4; 60% — 2; 70% — 2; 909 — 2 uenoseka.
Y 1 6osbHOrO 06BEM Oy X0 yBenuumiacs Ha 10%.

IIpoonepupoBann 17 6oabHbix (1 GosbHOM OT omepauum
oTkasaJcst). Bce onepaiym HocuaM paciuMpeHHsI 1 KOMOH-
HHUPOBAHHHIM XaPaKTEP M BBHIIOJHSJINCH COycTs 3—4 Hen
nocsie 2-ro Kypca aumboxumuorepanuu. [1y1MOH3KTOMAK
BBINOJTHEHBI y 14 GO/IBHBIX, U3 HIX KOMOMHMPOBAHHEIE C Pe-
3€KUMEH NEepUKapad, HemapHoi BeHwl, auadparmel (7); ¢
KJMHOBMAHOM (1) M ¢ mupkyadapHOi# pedexuuein Gudypka-
num tpaxen (1). JIOGIKTOMMH ¢ LMPKYTIPHOM pe3eKumei
IJIAaBHOTO OpoHXa BHINOJIHEHbl ¥ 2 GonbHbIX. 13 omepaumit
BHITIOJTHUJIM PAMKAaJIbHO M YCJIOBHO PAavKaJIbHO; B 2 CIyua-
X — NaUIMATHBHO, B | — mpoOHAasi TOpAKOTOMHS B CBSI3H
C MpOpacTaHWEM BEPXHEN NOsoil BeHBl HA GOMBLIOM MpOTS-
xeHuu. [locreonepauyoHHblil nepuox TpoTekan y Beex
OOTBHBIX OTHOCHTEJIBHO TJIA[IKO.

B ynaneHHBIX Omyxossx MCCAeROBagM JedeOHBIM naTo-
Mopo3. IIpussaku JiekapcTBEHHOrO natomMopgo3a OTCyTCT-
BOBa/MM B 7 cayuasix, natoMopdos I crenenn (aexpos Gosee
259% pakoBhix KJeTOK) otmeueH B 2, Il cremenm (Hekpos
6onee 50% pakosbix kietok) — B 3, III crenenn (mexpos
Gosee 75%, pakoBBIX KJETOK) — B 4 CIyuasx.

Ilpu aHanM3e PEHTreHOIHAOCKOMHUUECKOM PEFPECCHH H
naromopo3a o6pawialor Ha ceOs BHHUMAHHWE CIEAYIOMHME
conocraBneHus. Tak, NIpPU IUIOCKOKJIETOYHOM paKe B
4 cayyasix BBIDAXEHHOIO TPOTHBOOMYXONAEBOro adbexta
B OTBET HA JuMdOXMMHOTEpANNIO (HANPUMEDP, SHAOCKO-
nnueckuit  9ddpekr cpoime 509, peHTreHOIOTMUECKMI
609% wmam supockonuueckmit addext 100%, peHTreHOMIO-
ruuecknit 70%,) mpusnaku neuebHOro naromopdo3a BbI-
sBeHbl He Obuti. Eme B 1 HaGmoneHuu mpy moJHOM He-
KpO3€ OIIyXOJIEBBIX OYArOB B KPAcBOW 30HE cpenm Jumdo-
HIHEX WHOUALTPATOB ObIM BbISBJIECHH HEGOIBIINE KOMII-
JIEKCHI KJIETOK paka 0e3 BUAMMBIX PH3HAKOB NATOMOP(O-
3a. OTcyTcTBHE MPOMEXYTOUHBIX (POPM MEXAY MOJIAPHbI-
MH COCTOSIHMSIMHM, KAKHUMH SBJSIOTCS HEKPO3 M HEH3Me-
HEHHasl OMYyXOJIeBAas KJIETKA, OObIYHO, XMMHOPE3MCTEHT-
Hasl, KaK, BIPOYEM, ¥ OTCYTCTBUE MAaToMopdo3a mpH OT-
YCTJIMBOM PETPECCMH 3HAYUTE/IBHOM YacTH OMyXOJIEBO#
TKAHHM B OTBET Ha JUM(DOXMMHMOTEPATHNIO, HA HAII B3IVISH,
OOBSICHUMBI peanu3aumeil MMMYHOJOTHUECKHX (kusnep-
HBIX) MEXAHM3MOB NpPOTHBOOMyxoseBoro 3dpexra. Ilo-
C/leMHME, Kak HM3BECTHO, 00/1ajast BHIPAXEHHOH CIEH-
(PMYHOCTBIO, MPUBOAAT K HEKPO3Yy PAKOBOH KJIETKH WM
XK€ HE peanu3yloTCs BOOOmIE, OCTaBJASAS OMyXOJEBYIO
KJIETKY HENOBPEXICHHOM.

AHanu3 HENOCPEACTBEHHOrO MPOTHBOOMYXONEBOTO 3(h-
¢dekTa Bo 2-it rpynmne B cpaBHeHMH © 1-if npoBoamics 6o-
JIee KOMIUIEKCHO B CBSI3M C YYETOM V IPOOTIEPUPOBAHHBIX
GonbHBIX crenmeHM sieueGHoro matomopdgosa. Hampumep,
€OMHCTBEHHOE HabJI0feHMe, B KOTODOM TNpPH IUIOCKOKJIE-
TOYHOM DAaKe JIEFKOTO PEHTIE€HOJIOTMYECKH 1oCae auM@o-
XHMHMOTEPANKH 3a(pMKCHPOBAHO yBEIHYECHHE 00beMa omy-
xoau Ha 10% c yuerom III cremenn neueGHOro matomop-
do3a (uexpos Gomee 75% OMYXOMEBHIX KJETOK), Mb
TPAKTOBAIM KaK CTENEHb perpeccun — 309%.

Taxum obpasoM, cTemeHb PErpeccMu Kak HEMOCPEeAcT-

grade 1 pathomorphosis (more than 25% cancer cell
necrosis) in 2, grade Il (more than 509 cancer cell
necrosis) in 3 and grade III (more than 75% cancer
cell necrosis) in 4 cases.

Comparison of tumor regression by X-ray and en-
doscopy versus pathomorphosis revealed the following.
There was no drug pathomorphosis in 4 cases with
squamous cell carcinoma showing marked response to
lymphochemotherapy (e.g. a more than 509, response
by endoscopy, 60% by X-ray or 100% by endoscopy
and 70% by X-ray). In 1 case with complete necrosis
of tumor foci there were small amounts of tumor cells
in the edge area among lymphoid infiltrations that
showed no evidence of pathomorphosis. The absence of
intermediate states between necrosis and the intact
tumor cell (refractory to chemotherapy, as a rule) as
well as no pathomorphosis and marked regression of a
considerable tumor segment in response to lymphoche-
motherapy may, in our opinion, be due to realization
of immunological (killer) mechanisms of the antitumor
effect. As is known these mechanisms are characterized
by pronounced specificity and therefore either lead to
necrosis of tumor cells or are not realized at all and
leave tumor cells undamaged.

Unlike in group 1 the immediate antitumor effect in
group 2 was assessed with account of tumor pathomor-
phosis in the patients operated on. For example, in the
only case with squamous cell lung carcinoma showing
by X-ray a 109 tumor growth after lymphoche-
motherapy the regression was evaluated as 30% be-
cause of grade III drug pathomorphosis (more
than 75% tumor cell necrosis).

Thus, the immediate effect of lymphochemotherapy
for non-small cell lung cancer with preponderance of
advanced disease was as follows: percentage of regression:
0 in 2; 0 + lymph node regression in I; 10 in 1; 30
in 1; 35 in 2; 60 in 2; 70 in 2; 75 in 4; 90 in 2;
95 in 1 cases.

Of note that besides rather high (61%) partial re-
sponse there were no cases of progressive disease.

We studied both groups scintigraphically to compare
gradients of RD accumulation in the tumor with degree
of resulting regression.

There was no mathematical correlation of the par-
ameters and a tendency to direct correlation could be
observed only when the RD accumulation gradient ex-
ceded 509,.

The results obtained are significant (partial re-
sponse 11/18) as standard regimens usually give a
20—259% response [4]. Hence the question arises:
what is the contribution of the immune component in
the result obtained?

For this purpose we studied the patients’ immunity
status before, at 2—3 weeks following ALCT and at
the same interval after the second cycle of lymphoche-
motherapy. Composition of the lymphocyte population
was determined by expression of lymphocyte subpopu-
lation differentiation antigens (CD3, CD4, CDS,
CD22) as assessed by indirect immunofluoresce (IF)
with ICO monoclonal antibodies. The reactivity was
evaluated using a FACScan cytometer. We also deter-




BCHHBIN 3(deKkT NMMPOoXuMUoTEpanuu HEMETKOKJIETOY-
HOTrO paka JIETKOTO C MPEeBAJTMPOBAHNEM MECTHO-PACIIPOCT-
panenHbixX hopMm okazanace caenywowmei: 0% — y 2; 0%
¢ perpeccueit mumdoysaor — y 1; 10% — y 1; 30% —
y1;35% —y2,60% —y2,70% —y2,75% —y 4
90% — vy 2;,95% — vy 1 6oapnoro.

[TomuMo oTHOCHTENBHO BBICOKOH (61%,) uactmunoi pe-
IPeCcCHH, OTMEUYEHO OTCYTCTBHE CAYYAEB IMPOTPEcCHMpOBa-
HHs 3a00/1€BAHUS.

Ipu ananuze obeux rpynn GOJBHBIX, OOCAEKOBAHHBIX
cuMHTUrpadmyecku, CACIaHA MONBITKA COMOCTABJIEHHS
rpapuenTa HakowneHus POII B onyxosesom ouare co cre-
MEHBIO PE3Y/IbTHPYIOIENA PErpeccum.

Oxkaszanoch, UTO MaTeMaTHUecKas KOppeasuusi mapa-
METPOB OTCYTCTBYET M TEHACHIUA K TIPIMON KOppe/siu-
OHHOJ 3aBHCHMMOCTH TIOSBJIIETCS JUIMb MPH TPAfUCHTE HA-
komwienus POII B omyxonu, npesbimatoniem 509, .

ITosiyueHHBIC Pe3yAbTATH MPEACTABIIIOTCS BEChbMa BBI-
pasHUTENbHBIMM — YacTHYHAs perpeccus y 11 us 18 6onb-
HBIX; HY OJHOTO Cayuad mporpeccupoBanusd. CTaHmapTHBIE
METOOB! JIEYEHHUS MO ITHM CXeMaM, KaK M3BECTHO, COTPO-
BOXAAKOTCH OObEKTHUBHHM 3ddekTom mums B 20—25%,
Habmonennit [4]. B aroit cBasm Ge3yCaOBHBIN MHTEPEC
MPEACTABASET BOIPOC: KAKOBA JIENITA MMMYHHOTO KOMIIO-
HEHTA B NOJIyYCHHOM pesyastare?

C aroii Uenpl0 MPOBOAMIN MCCACAOBAHME HMMYHHOIO
craryca Gompabix g0 AJIXT, uepes 2—3 Hen mocne ee
MpOBEAECHMS, CIYCTS TAKOE XE& BpPeMsd Mocjie 2-ro Kypca
aumcpoxumuorepanmuu. [lo axcnpeccun auddepenumpo-
BOUHBIX AHTHMreHOB cyOmonyasumit ammdpouuros (CD3,
CD4, CD8, CD22) onpeaensany B peakKUdd HENPIMOM MM~
MYHOMJIIOOPECIEHIIMK C TTOMOIIbI0 MOHOKJIOHAIbHBIX aH-
ruren cepurt 1CO. Peakuuio yuMThiBasM HA NPOTOYHOM
uutodaoopumerpe FACScan. Onpeaensiin Takxke dyHK-
LMOHANBHYI0 AKTHMBHOCTH JUMQOIMTOR B peakuuH Onact-
HO# TpaHchopMauuu HA PUTOrEeMArrTIOTHHHH W YPOBEHD
CBIBOPOTOUYHBIX MMMYHOrI0Oy/MHOB. ClEAyeT OTMETHTD,
YTO UMMYHOJIOTMYECKNE UCCIEXOBAHUS NIPEABAPSIIA OLIEH-
Ka XH3HECHOCOOHOCTH MM(OUIHBIX KJIETOK in vitro mo
OKpacke TpunaHoBeiM cMHUM. OKa3anock, YTO MOCIAE MH-
Kybauuy ¢ XMMHONPENAPATAMM B IIPUBEACHHBIX BHIIE J0-
34X XH3HECHOCOOHOCTh AMMGOLMTOB HE CTPAAdET.

AHanu3 NokasuiBaeTr, uYTO B PE3yJIbTATE JUMPOXUMHO-
Tepanuy HOPMAJIM3YeTcs CTPyKTypa JuMAbONIHON momy-
JISITUY, 4 WMMEHHO, TMPOUEHTHOE coAepXanme T-KJIETOK
(no mapkepam CD3, CD5, CD7) u cyOnonyasuuii xemme-
poB (mHaykTopoB CD4), a Takxe nuM¢OUMTOB, IKCNpeC-
CUPYIOIINX JUHUCH HeorpaHuueHHele anTureHsl (HLA-1,
CD18, CDA45 u CD43). ITapannensso ¢ 5TuM aGCOMOTHOE
KOJIMYECTBO ATHX NOMyaauuil u cybnonyasauuit mumdonm-
TOB CHHXXAETCH WM UMEeT TEHACHIMIO K CHUXEHHIO; 1014
B-mumdountos (onpenengemaa mo auturedam CD22, M-
uenb IgM u namuuyuio HLA-DR monekysn) He uamenser-
Csl, OOHAKO aOCOMIOTHOE KOAMYECTBO B-numdounTos Tak-
K€ CHHMXAETCs; NMPOUCHTHOE COXEPXAHME AKTHBUPOBAH-
HBIX M LMTOTOKCHMYECKHX JUMPOLHUTOB, IKCIPECCHPYIO-
wux anruredsl CD38 u RFB-1, nosnimaercs cBepx Hop-
MaJIbHBIX 3HAUEHMIA, B TO BPEMS KAk aOCOMIOTHOE KOJNYE-
CTBO 3THX KJICTOK TAKXE€ CHHXAETCS; KAK IIPOLEHTHOE CO-
AcpXaHUe, Tak U abCOMOTHOE KOJMYECTBO JUMQOIHUTOB,
skcnpeccupyromyx autured CD116, npencrasneHanii Ha

mined lymphocyte activity in blast transformation re-
action for phytohemagglutinin and serum immunoglo-
bulins. Before the immunological study we assessed
lymphoid cells’ viability in in vitro tests using staining
with trypane blue. The tests showed no decrease in
lymphocyte viability after incubation with the pharma-
ceuticals at the above-mentioned dosage.

The analysis demonstrated that lymphochemother-
apy resulted in normalization of composition of the
lymphoid population as concerned percentage of T-
cells (by CD3, CD35, CD7 markers) and CD4 helper
inducers, as well as lymphocytes expressing line-un-
limited antigens (HLA-1, CD18, CD45 and CD43).
While the absolute amount of these lymphocyte popu-
lations and subpopulations was reducing or showed a
tendency to reduction; the fraction of B-lymphocytes
(determined by antigens CD22, M-chain IgM and the
presence of HLA-DR molecules) remained the same,
but their absolute number was also reducing; the per-
centage of activated and cytotoxic lymphocytes ex-
pressing antigens CD38 and RFB-1 was increasing to
exceed the normal level, while their absolute number
was also reducing; both the percentage and the abso-
lute number of lymphocytes expressing antigen CD116
discovered on NK-cells, as well as antigen CD25 dis-
covered on lymphocytes with membrane receptor of in-
terleukine-2 (IL-2) were reducing considerably.

Thus ALCT leads to reduction of practically all lym-
phocyte populations and subpopulations studied, but
percentage of T-cells and their subpopulations, cells
expressing line-unlimited markers, as well as acti-
vated/cytotoxic cells was thereby increasing to reach
the normal levels (T-lymphocytes and cells with line-
unlimited markers) or even to exceed them (acti-
vated/cytotoxic lymphocytes) due to involvement in
the differentiation of progenitor cells. There was no
such a compensatory reaction in B-lymphocytes.

As concerns NK-cells and cells bearing a receptor to
[L-2 they were the most sensitive to the treatment
showing reduction both in absolute number and per-
centage among other lymphocytes. However, the re-
duction of Rc-IL-2 lymphocytes should be considered
a positive factor because their baseline level in the pa-
tients studied was increased which correlated with dis-
ease advance.

Changes in the Ilymphoid population after
ALCT+CFLCT and after ALCT were similar. But they
were more pronounced after ALCT+CFLCT as mani-
fested by a greater compensatory increase in percent-
age of the cells and their populations and a greater re-
duction in their absolute number as compared with
ALCT which suggests a stronger influence of
ALCT+CFLCT on the immune system. This does not
concern B-cells whose level remained practically un-
changed after ALCT+CFLCT.

We attempted to study involvement of various im-
munity parameters in the effect observed to obtain the
following results (table 1).

Analysis of correlation of immunological parameters
and antitumor effect showed that the chance of
effective treatment is greater in patients with high




Tabauua 1

KoppeasunoHHas 3aBHCHMOCTb MEX/]Yy NapaMeTpaMM MMMYHHOTO
craryca 0oJbHbIX HA 3Tanax AUMQOXUMHOTEPAIHK H CTENEHbBIO
TOJIYYEHHOr0 MpOTHBOONYXO0aeBoro addexra

Table 1

Correlation of the patients’ immunity parameters at
lymphochemotherapy stages and the antitumor effect

J1an neyeHus WNMMyHHbIR cTaTyC

Treatment stage Immunity status

Jo neuenus ICO-53 (abc.) (+0,52), 1CO-46 (%) (+0.47),
ICO-91 (abc.) (—0,56), TM1 (abc.)
(—0.56),
™1 (%) (—0,53)

Nocne ANXT ICO-80 (abc.) (+0,52), 1CO-46 (abc.) (+0,46)

Mocne ANIXT+NXTEK | 1CO-90 (%) (+0,83), 1CO-80 (%) (+0,59),
ICO-31 (abc.) (—0,58), 1CO-30 (%)

(—0.66),
ICO-30 (abc.) (—79), 1CO-105 (%)
(—0,63),
ICO-105 (abc.) (—0.83), TM1 (abc.)
{(—0.45),

™1 (%) (—0.,36)
KoadpdpuumeHT xenneptt/cynpeccopsl
(—0,95)

ICO-53 (abs.) (+0.52), 1CO-46 (%)
(+0.47),

ICO-91 (abs.) (—0.56), GM1 (abs.)
(—0.56),

GM1 (%) (—0.53)

ICO-80 (abs.) (+0.52), 1CO-46 (abs.)
(+0.46)

Before treatment

After ALCT

After ALCT+CFLCT ICO-90 (%) (+0.83), ICO-
80 (%) (+0.59),

ICO-31 {abs.) (—0.58), ICO-30 (%)

(—0.66),

ICO-30 (abs.) (—0.79), ICO-105 (%)
(—0.63),

ICO-105 (abs.) (—0.83), GM1 (abs.)
(—0.45),

GM1 (%) (—0.36),
Helpers/Suppressors (-0.95)

IMIpumeuanne. () u (—) — xoapdrumeHT COOTBETCTBEHHO
npsaMoit U 06paTHOI KoppeJsiuyuy. [IpesCcTaBIeHbl CTATUCTMYECKHM 3HA-
YHMMBbIE KOPPENSLMH.

NK-knerkax, a takxe aururen CD25, npeacrasiesHbii
Ha AMMOLUTAX, HECYIINX HA CBOe MeMOpaHe peuenTop
K uHTepneikuny-2 (IL-2), cymecTBeHHO CHMXAETCS.

Taxum obpaszom, nocae nposegeHus AJIXT B Toit uam
HHOM CTENEHHM MPOUCXONUT CHHKEHHUE NMPAKTHUECKH BCEX
H3YYEHHEIX TONYJASUMi M CyOmonmynsiuui AuMQOLMTOB,
OIHAKO INPOLEHTHOE copepxanue T-KJeToK u ux CyOmo-
My SUAHA, KJIETOK, SKCOPECCHPYIOMMX JTHHAEH HEOTPAHH-
YEHHBIE MAPKEPBI, &4 TAKXE AKTUBUPOBAHHBIX/ HUTOTOKCH-
YECKHUX KJIETOK KOMIEHCATOPHO YBEJMUYHBAECTCS M NOCTH-
raeT HopMasbHBIX 3HaueHu# (T-mumdbouuTs 1 KIETKH C
JIMHUS-HCOTPAHWYEHHBIMM Mapkepamu) Jubo aaxe mpe-
BBHIILIAET MX (AKTHBHPOBAHHBIE/ IMTOTOKCHUECKHE JMO-
LMTH), YTO NPOMCXOAMT 32 CUET BOBJICUCHHMS B audde-
PEHIIMPOBKY KJIETOK-TIPEAIIECTBEHHUKOB. TaKoM KOMIEH-
CaTOPHOY PEAaKLNHN HE MPOMCXOOUT y B-smmdoumTos.

Yro kacaercas NK-KJIETOK M KJIETOK, HECYIUMX pelen-
Top Kk IL-2, To onu okasbBaKOTCS Haubo/Ee UyBCTBUTE b-
HBIMH K TPOBOAMMOM NPOLEAYPE, MOCKOJbKY CHUXAKTCS
KaK UX abCcoOTHOE KOJIMUYECTBO, TAK M HOJS CPEAU ApY-
rux amponuros. Onuako cHimxenume Pu-IL-27-mumdbo-
LMTOB CJICAYET PpAaCUCHUBATH, NO-BHAMMOMY, IIOJIOXH-
TEJBHO, TAK KaK Y OAHHOM rpynmsl OOJBHBIX MX KOAMYE-
CTBO HCXOAHO NMOBHILICHO, YTO KOPPEIUPYET C PACIPOCTpa-
HEHHOCTBIO IIponecca.

B smmmdboupnoit monynsmmm mocae AJXT+HIXTBK
IPOUCXONST W3MCHCHHMS, AHAJOTMYHEIE IPOMUCXOASIIHAM
mocae AJIXT. BMecte ¢ TeM oHM 60jiee BBIPAXKECHHI, UTO
MPOSIBJSETCS OONBIIMM KOMITEHCATOPHBIM MOBBLIICHHEM
OOJM KJIETOK M MOMYASUuui ¥ OONbIIMM CHMXCHHMEM HX
abcomoTHbIX KommuecTs, yeM npu AJIXT, uto nmossonsger

N o te. (+) and (—) indicate direct and reverse correlation
coefficients, respectively. Statistically significant correlations are
presented.

basehne (prior to treatment) levels of HLA-17- and
CD45"-cells and with low levels of B- ~lymphocytes and
NK-cells, as well as in patients who preserve their high
levels of CD5 -cells after ALCT, while present high
levels of CD5"-cells and low levels of B-cells, NK-cells,
cells with a receptor to IL-2 and a low ratio of
helpers/suppressors after ALCT+CFLCT.

When analyzing probable mechanisms of ALCT
effect we paid attention to the following circumstance.
As is known the pectoral duct drains lymph collectors
of the left lung only. Hence, in cancer of the left lung
the number of activated lymphocytes in the central
lymph must be significantly greater than in cancer of
the right lung. What is clinical manifestation of this
circumstance?

Patients with known tumor response to
lymphochemotherapy were stratified into 2 groups —
with left and right tumor site (table 2).

As seen in table 2 the immediate tumor response to
lymphochemotherapy was much greater in cases with
left tumor site than in cancer of the right lung.

Analysis of ALCT and ALCT+CFLCT effectiveness
versus tumor side gives evidence in support of the pre-
viously discovered effect in mongrel mice: ALCT led to
a considerable increase in accumulation of tritium-
labeled 5-fluorouracil in tissue of transplanted soft-
tissue sarcoma [1]. It seems that there are certain
peculiarities in interaction of chemopharmaceuticals
with activated lymphoid cells of the central lymph that
determine pharmacodynamics of antitumor drugs.

The results presented in table 2 may be a clinical




rOBOPUTb B LeJXoM © Oosee XKECTKOM BO3IEUCTBHHU
AJIXT+JIXTBK Ha MMMYHHYIO CHCTEMY. DTO HE KacacTcs
W3MEHEHHMH  B-KJETOK, ypoOBE€Hb  KOTOPbIX  MOCJE
AJIXT+HIXTBK npakTnyecku He CHMXAETCH.

[Ipu mombiTKE MCCIEAOBATH KOHKPETHYIO MPHYACTHOCTD
TEX WX MHBEIX IapaMeTPOB MMMYHHOIO CTaTyca K mpocie-
X)eHHoMy 3¢dekTy ObLIM MOMYUEHBI PE3y/abTAThl, IPEHX-
craBJieHHBIE B Tab. 1.

AHaNN3 KOpPPEIALMOHHON 3aBUCHMMOCTH HMMYHOJIOTH-
YECKMX NApaMETPOB U MPOTUBOOMYX0JeBoro agdekra no-
3BOJISIET CAEJATb BHIBOM, UTO IHAHCH HA 3ddexTuBHOE NE-
yeHHME UMEIOT OOJIbHBIE ¢ UCXOAHO (IO JICUEHUS) BHICOKMM
yposrem HLA-17- u CDA45"-KeTOK M C HU3KMM YDOBHEM
B-aumdonuros 1 NK-kiaerok, a Takxe NauMeHTH, KQTO~
puie ocae AJIXT coxpaHsiOT BHICOKMH yPOBCHB CD5*- n
CD45+—KJICTOK a nocne AJIXT+JIXTBK umetor BeICOKM#I
YPOBCHb CD5"-kneTok M HM3KHME 3HAaueHMs: B-KJIETOK,
NK-xaerok, kaeTok, Hecymmx peuentop K [L-2, u Hus-
KOE COOTHOIIEHUE "Xesmnepnl/Cynpeccopsl”.

[Ipn ananu3e BEPOATHOCTHHIX MEXAHM3MOB peasu3a-
uu 3pdexra AJIXT obpaleHo BHUMAHKME HA CISAYIOMCE
obcrogarenscTBo. Kak u3BecTHO, rpyaHOil MPOTOK APEHHU-
pyer nuMpaTHUECKHE KOJJICKTOPHI JIMIIb OTHOTO JIETKO-
ro — Jjesoro. Ctano ObITb, NMpM PaKe JIEBOTO JIETKOTO B
LICHTPAJIbHOU JHUM(E KOMMUECTBO AKTUBUPOBAHHBIX JIMM-
¢onuToB NOMXKHO OBITH CymIECTBEHHO Oosblie, 4YeM MpH
MpaBOCTOPOHHEN JoKanH3auuu npouecca. Kakoso kinHu-
YECKOE OTPAXEHHME ITUX PACCYXKAECHHIAT

BosbHBIX ¢ M3BECTHOM CTEMEHBIO PErPECCUU B OTBET HA
NUMEAOXMMHOTEPAITMIO PA3AENIM HA 2 rpynmnbl — C Jie-
BO- ¥ NPAaBOCTOPOHHEH JIoKaausanueil npouecca (tabn 2).

Kax sugHo u3 1aba. 2, npu nopaxxeHuu JEBOrO JIETKOro
HEMOCPeACTBEHHBIN 3dexT mumboxuMuoTepanumu cyuie-
CTBEHHO BbILIE, UEM TPU TMPABOCTOPOHHEH JIOKaIM3auuu
npouecca.

IMpocnexennsrit rpanueHT 3cdhdextuBHoctn AJIXT (B
papuantax: AJIXT, AJIXT+JIIXTBK) B 3asucumoctu ot
CTOPOHBI TIOPAXEHMd NO3BOJAAET OOpATUThH BHUMAHHE HA
BepcHio, ChOPMYIMPOBAHHYIO paHEe B XOI€ SKCIECPHMEH-
T4, BHINOJHEHHOTO HA OECMOPOOHBIX KPHICAX, B KOTOPOM
Obu10 3aMeueno, yto AJIXT conpoBOXIAeTCs CYLICCTBEH-
HbIM YBEJMUEHUEM MHIEKCA HAKOMJICHUS MEYEHHOTO TPH-
THEM S-(ropypaumna B TKAHW NIEPEBUBAEMOM MSITKOTKA-
Ho# capkomsi [l ]. CaenaHo mpeanosiokeHne o CyIecTBO-
BAHNM HEKOTOPHIX OCOOEHHOCTEN TIPM B3aUMOACHCTBUU
XHMHUOINPENAPATOB C AKTHMBUPOBAHHBIMH JMMGbOHAHBIMH
KJETKAMHU LEHTPaJbHON JUM(BI, TO3BOJAIOMMNX TPUAATH
¢hapMaKOAMHAMHKE MPOTHBOOIYXOJEBBIX NPENAPATOB OIl-
pefenecHHYI0 HaTpaBaeHHOCTD.

He WCKIIOUEHO, 4TO TpPEACTABJCHHHIE B Tabm. 2 pe-
3YJABTATH OTPAaXaKwT KJIXHUUECKOE npossiaeHue addekra,
MPOC/IEXEHHOTO B NMPHUBEACHHOM IKCIICPUMEHTE.

Boigonpl. 1. PaspaboranHbie MeTogs JuMGpOXHMMOTE-
pannu  (AJIXT, AJIXT+JIXTBK) pacnpocTpaHeHHbIX
¢opM HEMENKOKJIETOYHOIO paKa JIEFKOIO IIPH MCIOJIb30Ba-
Hnu cxem VAM, CAF, CAM no3BoasioT A0CTHYb OHpene-
JICHHOTO HCMOCPEACTBCHHOTO ITPOTHBOOMYXOJCBOTO -
¢exra (61% uvacTuuHOM perpeccMs, HM OJHOTO HAOIIOAE-
HUS MPOrpecCHPOBAHMNS B OTBET HA JIEUCHHE).

2. Auaim3 jedenHua 26 OGonapubix MeromoMm AJIXT,
AJIXT+HJIXTBK sBoisBun GONMBIIYH0 UYBCTBUTEIBHOCTD

Table 2

3aBMCHMOCTb HEMOCPEACTBEHHOr0 MPOTHBOONYXOJNeBOro 3tdexra
JIHMQ)OXHMHOTCPZ!HHM HEMEJIKOKJIETOYHOI0 pakKa JerkKkux OT JoKa-
JM3anMH Tpouecca (B NMPOHEHTAx)
Immediate tumor response to lymphochemotherapy of non-small
cell lung cancer versus tumor site

Ta6bnuua 2

CropoHa CreneHb perpeccuu WToro

nopaxexuns

[Mpasoe 7560 0 0 07090307070 0O 0| 465

nerkoe

Right lung

Nesoe 95 90 10 60 50 60 70 35 75 7535 50 ( 705

nerxoe

Left lung

Tumor site Percentage of regression Total
per-
cent-
age

manifestation of the effect observed experimentally.

Conclusions. 1. The developed methods of
lymphochemotherapy (ALCT, ALCT+CFLCT) of
advanced non-small cell lung cancer undertaken in
combination with chemotherapy by VAM, CAF, CAM
show certain immediate antitumor effect (61% partial
response, no progressive disease).

2. Analysis of treatment of 26 patients by ALCT,
ALCT+CFLCT discovered higher sensitivity of left side
tumors which probably is a reflection of a presumed
mechanism of the effect based on peculiar interaction
of antitumor drugs with activated cells of the central
lymph.

3. ALCT leads to compensatory increase in percent-
age of T-cells and their subpopulations, cells
expressing line-unlimited markers and activated
cytotoxic cells to the normal level (T-lymphocytes and
cells with line-unlimited markers) and even higher
(activated/cytotoxic lymphocytes) due to involvement
of progenitor cells in the differentiation.

4. NK-cells and cells with a receptor to IL-2 are the
most sensitive to the procedure as they show decrease
in both absolute number and percentage in the whole
lymphocyte population. The reduction of Rc-IL- 2"
lymphocytes seems to be a positive factor because in
the category of patients under study the baseline level
of these cells is increased which correlates with disease
advance.

5. The developed methods of ALCT and CFLCT
seem adequate in tolerance and immediate antitumor
effect to requirements established for the drug
component of combined treatment for locally advanced
non-small cell lung cancer.




ONyXO0JCH JICBOCTOPOHHEH JIOKAAM3ALMH, YTO, BO3MOXHO,
SBJSETCH OTPAXKCHHUEM OAHOTO M3 MPEANOJATrdEMBIX MeXa-
HU3MOB peanunsauuu sdexTa, BITEKAOWEro U3 oco0eH-
HOCTEH B3aMMOACUCTBHMS IMPOTHBOOMYXOJEBHIX MNpcHapa-
TOB C 3aKTUBMPOBAHHBIMU KJICTKAMH LICHTPAJIbHON JUMQbI.

3. Nocne nposencuus AJIXT oTHocHUTEAbHOC coacpxa-
Huc T-KJICTOK M ux cyOnonysisiuuil, KJAETOK, JKCIPCCCH-
PYIOWINX JHHUCH HCOTPAHUUCHHBIC MAPKEPHI, d TAKXC aK-
THUBMPOBAHHBIX UHUTOTOKCHUYECKHUX KJIETOK KOMITCHCATOPHO
YBCAMUYMBACTCA M AocTuract HOpMbl (T-nuMdountsr u
KJCTKM € JIMHMS-HCOrPAHMUCHHBIMM Mapkepamu) Jambo
Jaxe npeBblacT uxXx (AKTMBUPOBAHHBIC/ LMTOTOKCHUYE-
CKUC JUMGOLHUTHI), UTO MPOMUCXOTUT 334 CUCT BOBJCUCHUS
B AU dCcpeHIUPOBKY KJICTOK-NPCAIICCTBEHHMKOB.,

4. NK-knetku u kaerkd, Hecymue peuentop Kk 1L-2,
OKa3bIBAOTCS HAMbOJICE UYBCTEBUTEABHBIMU K [POBOAMMOA
OPOLCAYPE, MOCKOJbKY CHUXAKTCA KAK MX aOCOMIOTHOE
KOJIMYECTBO, TAK W [0/ CPeOu APYrux JAuMMOLUTOB.
CHuXeHMe Pu-IL—2+—nnM¢ounTos C/CAYCT PACLCHUBATD,
NO-BUANMOMY, MOJIOXKUTE/IbHO, TAK KAaK Y JAHHOM IPYIHIbI
OO/IbHBIX MX KOJMUECTBO MCXOAHO MOBBILICHO, YTO KOppE-
JIUPYET C pacCHpOCTPAHCHHOCTBIO MPOIECcca.

5. Paspaboraunnie merogst AJIXT u JXTBK npen-
CTaBJASIOTCH AACKBATHBIMH  OCHOBHBIM  TPeOOBAHMSIM,
HPCABIBISCMBIM JICKAPCTBEHHOMY KOMIIOHCHTY KOMOMHHM-
POBAHHOIO JICUCHUS MECTHO-PAcpOCTPAHEHHBIX DOPM He-
MEJIKOKJICTOYHOTO Paka JICFKOTO C TOUKM 3PECHMS KAK Tie-
PEHOCHMOCTH, TaK ¥ HENOCPCACTBCCHHOTO MPOTHBOOIYXO-
nesoro adekra.
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AHAJIN3 AEJEUUN 'EHA PETUHOBJIACTOMBI
ITP1 JTUATHOCTHUKE HACJEOCTBEHHBIX
OOPM ONYXOJIHN

Meduxo-cenemunecrui nayunvii uenmp PAMI, Onronocuseckuii nayy-
noii uenmp PAMI, Huemumym enasnoix b6oaesned um. I'enomeonvua
Munzdpasa Poccuu, Mockea, Kaszaxckuii HHH cnazneix bonesnei,
Anma-Ama

Pcrunobnacroma (RB) peakas 3noxauccrscHHas omy-
X0JIb CCTYATKM 71a3a y ACTCH paHHero Boapacra. Yacrora
BO3HUKHOBCHMY Oy X0JI1 COCTABJISICT 1/14—
1/34 Teic. HOBOpOXACHHBIX [6 ). Passuruc onyxonu obyc-
JIOBJICHO MyTauusiMu B reie RB, soxaanszosanHom B mpo-
KCMMAJBHOH  YAaCTM  JUIMHHONO  IJIEYa  XPOMOCOMBI

13 (13ql4.1). IMokasana saxHas ponb AcACUMIt pa3ny-
HOM MPOTSKCHHOCTH U JIOKAJM3ALUN, OIPUBOASILMX K pa3-
suTnio onyxonu. [Ipumepno y 40% nauucuros 3aboncea-
HUE TCHETUYCCKM ACTCPMUHUPOBAHO, T.C. OONBHBIC 4BJISI-
HOTCA HOCUTC/ISIMUA aToIornucckoro recua RB. [Mpu otom B
309 cayuyacB MyTauus BO3HMKACT BICPBHIC B MOJIOBBIX
KJICTKdX OXHOro u3 poaurciac u amwb B 10% nacacnosa-
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ANALYSIS OF RETINOBLASTOMA GENE
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Retinoblastoma (RB) is a rare malignant tumor of
ocular rctina in early childhood. Tumor incidence is
1 per 14,000—34,000 newborns [6]. The tumor devel-
ops due to mutations in the RB gene located in the
proximal rcgion of the chromosome 13 long
arm (13ql4.1). Deletions of various length and loca-
tion contributc greatly to development of the tumor. In
about 409, of the patients the disease is determined
genetically, i.c. the patients have a pathological RB
gene. In 309, of the cases the mutations occur in germ
cells of onc of the parents and in 10% only thc tumor
inhcritance is traced in 2 or 3 gencrations of the fam-
ily. In 10% the discase cannot be detected in the par-
cnts duc to incomplete penetrance.




