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UMMYHOTEPAIIUS PAKA MOJIOYHOM >XXEJIE3bI

HHH xaunuueckoli onkonoeuu OHI] PAMH,
omoeneHue OnyxXoaeil MONOYHbIX Xeae3

H3syuenue uameHeHMH MMMYHHOTO CTATyCa y GOJBHBIX
pakoM MoaouHOi xesne3nl (PM2XK) pasHmix cragumit B npo-
Uecce pasJMYHMX BHAOB crenudbHueckoi mpOTHBOOMYXO-
JIEBOM TEpanuM SBHJIOCh OCHOBOM I/I DPEKOMEHAALHUH O
PalMoHAIbHOM HCIIOJb30BAHHH MMMYHOKOPPUTHPYIOLIMX
cpencte B kauauke [2, 6]. Ilpu atom neo6xomumo pyxo-
BOICTBOBATBhCSA CJICAYIOIMM NPHHLUNOM: HMMYHOTEpA-
nus, OCHOBAHHAA HA NPSIMOJHHEIHO MOHUMAEMOH Heob-
XOAMMOCTH CTHMYJISUMH CHCTEMBI HMMYHHTETa, Majosgh-
thexTuBHA. B OCHOBE MMMyHOTEpANMH JOXKHA JIEXATh HE
cTUMYISuMs PPEeKTOPHOrO 3BEHA, a HEOOXOAMMOCTD BO3-
AEHCTBHS HA PETYJIATOPHBIN OIOK CHCTEMBI, T.€. XEAMEpH,
cynpeccopei, Makpodaru u t.a. [2, 3]. Paspaborannsie
HAMH METOMHYECKHE NOAXONB K Hecneuuueckoin uMMy-
Horepanud PMXX yuyuTmBaooT He CTOABKO KOJMYECTBEH-
HBIE, CKOJIbKO KAYECTBEHHBIE HAPYUIEHHS UIMMYHHOIO CTa-
Tyca GOJIBHBIX, @ TAKXE UYBCTBUTENbHOCTb K NPUMEHse-
MBIM MMMYHOMOQYJISITOPAM.

H3ayueHHe poam NeHKOLUTAPHOro a-uHTepdepoHa npu
aedennn PM2K

OnHo¥ M3 3313y NPOBENEHHOIO HAMM KJIMHHYECKOTO WC-
CJIENOBAHKS OBUTO BHISICHEHHE MEXAHHM3MA JCHCTBHS M Jie-
yebHOro apekTa pasmUyHBIX BHIOB JEHKOIMTAPHOTO Q-
uHTEpEPOHA HA ONyXOJIEBYIO TKAHb, PETHOHAPHBIN JIHM-
caTnyeckuit annapar ¥ obmue MMMYHOJOTHYECKHE PeaK-
UMM, 4 TAKXE ONpeleseHne MeCTa MHTEP(EPOHA B KOMII-
JIEKCHOM JISUEHUH MECTHO-pacrnpocTpanennoro PMK.

Hamu 6b110 Mcnosnb3osao 3 mpenapata mHTepdepoHa
y 131 GonpHol: yesoBeUECKMI JIEHKOUMTAPHBIN -HHTEp-
¢depon urbekIMOHHBIN I, pekOMOMHAHTHEI UHTEPDEPOH
(peadepon) n xombudeporn — KOMOMHMPOBAHHMI Tpena-
PaT NPHPONHOTO M PEKOMOMHAHTHOrO uHTEpdepoHa. B
rpynne GOJbHBHIX IPH OAHOKPATHOM BHYTDPHOITYXOJIEBOM
BBEAcHUHU uHTEpdepona B 88,60 %, ciayuaes orMeueHHn Mop-
¢donornueckne NPHU3HAKK, PACLEHEHHBIE KaK 'JIEKapCT-
BEHHBIH maTtoMopo3”. Beipaxennsit natomopdo3, KoTo-
PBIA 3aKJII0YAJICS B PE3KOM HADYWIEHHM CTPYKTYPbI OMy-
XOMH 3a cueT (pUOPO3HONO 3aMEMIEHHS MM OOIIMPHOIO
HEKpO3a, BHsBJEH B 22,69, cayuaes. Y 89,89 GonbHBIX
oTMeueHa JuMporucTHonnTapHas MHQUABTPANHUS, HOCS-
oIad KaK 04aroBwi, Tak M auddy3Heiii xapakrep. Bripa-
XKEHHOCTH MOP(MOJOTHUECKHX H3MEHEHUI B ONMYX0AH U pe-
rHOHApHHX JHM(}OY3Jax 3aBHCENA KAK OT JO3bI, TAK M OT
BHJA BBOAMNMOIO mpenapara (tabn. 1).

CpaBHHTEJIPHASI OLIEHKA PA3JMUYHBIX NPENApaTOB X-HH-
tepdepoHa nokasana, uro Haubonee 5pPEKTHBHBIM B~
ercd peadepoH.

HMmmynomonynupyromuii  addekt uHrepdepona mpu
AMHAMUYECKOM JJIMTEIPHOM HCCJIEROBAHUM MMMYHOJIOIH-
YECKMX IIOKA3aTesiell MpOdBHUICH HEOMHO3HAUHBIM BJIUS-
HHMEM DA3JIMUYHBIX A03 IIpenapaTta Ha nokasateam T-1uM-
ouuror nepucdepnueckoit kposu GoabruX. [Ipu 5TOM 06-
HApyXEHa KOPPeIATUBHAS CBA3b MEXAY 030/ Ipenaparta
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Results of clinical studies of changes in the im-
munity of patients with breast cancer (BC) of various
stages during specific antitumor therapy are a basis for
rational clinical application of drugs for immunity cor-
rection [2, 6]. The following pronciple should be taken
into consideration: immunotherapy as direct stimula-
tion of the immunity is of low efficacy. The immu-
notherapy should influence the regulatory block of the
system, i.e. heplers, suppressors, macrophages, etc.,
rather than stimulate the effector component [2, 3].
Our approaches to non-specific immunotherapy of BC
take account of qualitative rather than quantitative
changes in the immunity as well as response of the pa-
tients to immunomodulators received.

Study of leukocyte a-interferon in BC.

One of the objectives of our clinical study was to dis-
cover mechanism of action and therapeutic effect of
various forms of leukocyte a-interferon on tumor
tissue, regional lymph nodes and general reactions, as
well as evaluation of interferon role in complex treat-
ment for locally advanced BC.

131 patients were entered into the study. They re-
ceived 3 interferon drugs: human leukocyte a-interfe-
ron for injections II, recombinant interferon (reaferon)
and combiferon, a combined preparation of natural and
recombinant interferons. In 88.69, of the cases single
intratumoral administration of interferon resulted in
morphological changes evaluated as drug pathomor-
phosis. Pronounced pathomorphosis as serious tumor
destruction in the form of fibrous substitution or ex-
tensive necrosis was observed in 22.6% of the cases.
89.8% of the patients presented diffused or focal lym-
phohistiocytal infiltration. The grade of the morphologi-
cal changes in the tumor and regional lumph nodes
depended upon both dose and type of the drug (table 1).

The comparison of the a-interferon drugs showed
reaferon to be the most effective. The interferon immu-
nomodulating effect in long-term observations of the
patients’ immunological characteristics manifested it-
self as dose-dependent influence on peripheral blood
T-lymphocytes. We discovered the drug doses to corre-
late with the pathomorphosis degree as well as with al-
teration of immunity parameters characterizing T-cells.

Of the patients receiving single intratumoral adminis-
tration of interferon 1 patient died at 4 years after treat-
ment, 4 patients presented progressive disease within §
years of follow-up. The 3-year relapse-free survival was
1009, 5-year relapse-free survival was 92.6%,, progres-
sion onset was at 43 mo (3.7 years) on the average.

We attempted to improve the effectiveness of treat-
ment for locally advanced BC and performed an appro-
priate study in a limited number of patients due to ex-



Tabavua 1

Table 1

MecCTHbIE KMMYHHBIE PEAKIIHA M JICKapPCTEEHHBIH natoMopdo3 y 60pHbX PMIXK npH BHYTPHONIYXOJICBOM BBeAEHHH Pa3JIMYHBIX Npenaparos

a-untepdepoHa

Patients’ local immune reactions and BC drug pathomosrphosis induced by intratumoral administration of various a-interferon drugs

MNpenapar JNlexapcrseHHbIR flumdonpnas CuHycoBbIA 'vnepnnasus ®onnaukynap-
natomop¢o3s, % VHPUNbTPaUnA rMcTMOUMTO3 | NapakopTUKanbHOW | Has runep-
30HM! nnasns
NntepdepoH Interferon 41,2 45,0 82,8 911 74
WHBEKLUUOHHDBIA 1] for injections i
PeadepoH Reaferon 70,0 75,0 1000 1000 50,0
Kombudepon Combiferon 41,1 50,4 47,0 100,0 235
KoHTponbHas rpynna  Control 372 66,6 879 14,7
Drug Drug Lymphoid Sinus Paracortical Follicular
pathomorphosis, % infiltration histiocytosis hyperplasia hyperplasia

U BHIPAXEHHOCTHIO MaToMopd03a, a TaKXKe U3MEHEHHIMH
B HMMMYHOJIOTHUECKHX TOKA3aTeNsIX, XapaKTepH3yIOIHuX
T-xneTouHoe 3BeHO MMMYHHUTETA.

B wumccnenyemoi rpynne GOJMBHBIX NPH OJHOKPATHOM
BHYTPHOINYXOJIEBOM TNpPUMEHEHHH HHTEPdEepoHa ymepna
1 GonbHas uepe3 4 roga mnocJae HAyaja JIeyeHud, y
4 GoMbHBIX BBISBJEHO IPOrPECCHPOBAHUE MPOLECCA B Te-
yeHue 5 ser HaGaOREHNs. 3-neTHsIA Oe3peuuanBHAS BH-
xuBaeMocTh coctasmaa 100%, S-nerngs GespenuausHad
BBIXHBAEMOCTb — 92,69, mporpeccMpoBaHHe B CPegHEM
HacTynwio uyepes 43 mec (3,7 roga).

C uensio yayumeHus 3¢¢HEKTHBHOCTH JIEeHEHUS MECT-
Ho-pacnpocrpanennoro PMXK namu Gbu10 npoBeneHo uc-
C/IEOBAHME, BKIIOYHBIIEE OrPAHHYEHHOE YUCI0 OONBHBIX
B CHJIy MOMCKOBOIO XapakTtepa paboThl M BHICOKOM CTO-
uMOCTH mnpenapaTa. B rpymny mccienyembix Bomutd 14
GonpHbIX MecTHO-pacnpoctpaneHHbiM PMXK 111 crapum
(T2-4N2-3M0), KOTOpBHIM, KPOME€ CTAaHAAPTHOIO Jeue-
HWS, BKJKOYABIIErO MOJMXMMHOTEPATINIO B NTPEA- M HOCJIE-
ONEpALHOHHOM Nepuone, yepe3 1 Mec mociae OKOHUAHHS
JIEUEHHS TIPOBENEH KYPC MMMYHOTEpANUH YEJOBEYECKHM
JNERKOUUTApHEIM c-uHTEpdepoHoM g mHbekuwmit 11
ITpenapar BBOAMJIM CHCTEMHO BHYTPHBEHHO, CyMMAapHas
no3a cocrasmwaa 42 000 000 ME.

O6mas 5-neTHssS BRKMBAEMOCTb B CPABHHBAEMBIX IDyTI-
Iax AOCTOBEPHO pasnuuajnack, cocrasiss 48,89 B KoOHT-
posibHOM rpynne u 75,9%, B rpynne GobHBIX, TMOTYYaBLINX
uaTepdepor (p < 0,05), y 70,2% OGoMbHBIX KOHTPOJBHOM
IPYNIb BHISBJIEHO NPOrPECCHPOBAHME MPOIECCA B CPENHEM
yepes 22,8 Mec, B aHAJOTMYHBIE CPOKH, HO TOJBKO Y
38,49, GObHBIX HCCAEAYEMOIl TPYTITE BO3HUKIN DELUAMBH
u Meracrassl (p < 0,05). B rpynme GOBHBIX, TOTYYaBIIHX
nHTEPPEPOH, yMEpao BABOe MeHbine GompHBIX (239) mo
CPABHEHHUIO C KOHTPOJbHOM rpynmoit (51,2%,).

JlocToBepHBIE pa3inums, NOJTYYeHHBbIE N0 BCEM I10Ka3a-
TENSIM BBHIXHMBAEMOCTH, yOeIMTENIbHO HOKa3bIBAOT HEOO-
XOIMUMOCThb M LEAeCo00Pa3HOCTh BKAKOUEHH uHTepdepoHa
B MPOrpaMMy JIEUEHUS MeCTHO-pacnpocTpaHerHoro PMXK
B KAUECTBE ATBIOBAHTHOM MepHl C LEJbI MpexoTBpalie-
HUS NPOrpeccMpoBaHUS MPOIECCA.

HMMMyHOMOAYIMpYIOLLME CBOMCTBA JeBaMu3oJa (ne-
Kapuca) u ero npumeseHue npu PMXK

B Teuenme pasa jer HaMM pa3pabaTHIBAIMCH METOIBI
aJeKBaTHOIO IpUMEHEHUS AeKapuca (JIeBaMH30/1a), U3Be-
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ploratory character of the investigation and high cost of
the drug. 14 patients with stage 1II locally advanced
BC (T2-4N2-3MO) were entered into the study. The
patients received standard treatment including pre- and
postoperative polychemotherapy. At 1 month after treat-
ment the patients were given a course of immunotherapy
with human leukocyte a-interferon for injections II. The
drug was administered systemically intravenously to the
total dose of 142 min IU.

The overall 5-year survival was 48.8%, in the control
and 759%, in the test group, the difference being signi-
ficant. Progressive disease at 22.8 mo was detected in
70.29%, of the controls versus 38.4%, in the test group
(p < 0.05). The death rate in the test group was two-
fold lower (239%) than in the control (51.2%,).

The significant difference in all survival rates proves
reasonable inclusion of reaferon therapy in complex
treatment for locally advanced BC to prevent disease
progression.

Levamisole (decaris) immunomodulating activity
and application in therapy of BC)

Over the recent years we have been developing
methods of adequate application of decaris (levamis-
ole), a well known non-specific modulator, in a variety
of dosages and schedules.

In our study immunotherapy with decaris was the only
adjuvant treatment after radical surgery in patients with
stage I, IIA BC and addition to chemotherapy in stage
IIB BC. 158 patients were entered into this study. We
developed treatment schedules for stage I and IIA BC, as
follows: 1) short-term course (1 mo); 2) medium-term
course (3 mo); 3) long-term intermittent course (for
15 mo in three 3-month cycles with intervals).

The schedules for stage 1IB BC were: 1) immunother-
apy with decaris during intercycle intervals of postopera-
tive therapy; 2) 3-month postoperative immunotherapy
with decaris plus chemotherapy at 6 mo following
surgery; 3) complex immunotherapy: postoperative intra-
tumoral administration of interferon 5—7 days prior to
surgery plus radical mastectomy to be followed by
3 month postoperative immunotherapy with decaris and
chemotherapy at 6 months after surgery (table 2).

The changes in the T-lymphocytes during immu-
notherapy with decaris mainly involved T-helpers, the




Tabanua 2

Table 2

OTpaneHHble pe3yabTaThl Jedenus PMIK II6 craquu B 3aBHCHMOCTH OT METOAOB JICUeHHA (B NPOLEHTAX)
Follow-up results of treatment for stage IIB BC respective of treatment modality

Cxema nevyeHuns Obwasa bespe- Obuwas Mporpeccuposaxne npotecca Yucno
UMANBHES 5-netHas yMmepiumx
5-neTHss Bbi)XXWBae- Koanyecrtaso CPOK BO3HWKHO-
BbI>XXMBaEMOCTb MOCTb cny4aes BEeHUs, MeC
MMMyHOTEepanus AekapycoM MexXAay Kypcamu 61,5 92,3 385 32,8+7,6 7.7
xuMuoTtepanmn, n=13
Immunotherapy with decaris during intercycle intervals
of chemotherapy, n=13
MNMmMyHoTepanua aekapvucoM nocne onepauwu, 3 Mec, 875 95,8 12,5 22,5+2.8 42
3aTeM xwMunoTtepanus, n=24
Postoperative 3 month immunotherapy with decaris
and chemotherapy to follow, n=24
NnTtepbepoH BRYTPUTYMOpanbHo + onepauus + UMMYyHO- 82,6 95,6 17,4 46,746,0 43
Tepanusa AexkapucoMm, 3 Mec, 3ateM xuMmuortepanus, n=23
Intratumoral interferon + surgery + decaris for 3 mo
and chemotherapy to follow, n=23
KoHTponb: xuMuoTepanus yepes 2 Hej noche onepa- 55,5 815 48,1 46,6+5,8 18,5
umm, n=27
Control: chemotherapy at 2 mo following surgery, n=27
KoHTponb: xuMuoTepanus yepea 6 mec nocne 235 47,0 76.5 28,243,2 52,9
onepauyun, n=17
Control: chemotherapy at 6 mo following surgery, n=17
Treatment modality Total Total no of cases months Death
relapse-free 5-year till onset
survival survival
Progressive disease

CTHOIO TMPEACTABHUTENS HecnenupuuecKux WMMYHOMOTY-
JSTOPOB, B Pa3/IMUHBIX PEXHMMAX M KOMOMHALMAX.

B HameM HCCIETOBAHMM MMMYHOTEpANHs JEKapACOM
MPOBOAWIACH B KAYECTBE €JMHCTBEHHOTO NONOJHUTEIbHO-
'O BO3AEHCTBUS NOCJIE PATHKAIBHOM onepauuu y GOIbHBIX
¢ HauaasasiMu cragusamu PM2X (I u I1a) n B kauectse go-
NOJHEHUS K XxuMHOTepanuu y Gonbubix ¢ 116 craguei pa-
Ka. B rpynny ans uccaenosanus ponuin 158 G60nbHBIX.

Paspaboransnie ¥ anpoOMpPOBAHHHE HAMH CXEMHBI Jieue-
Hug Boyaau aiag 6onpHeix | u Ila cragmamu PMXK:
1) xoporkuii kypc (B TeueHne 1 Mec); 2) cpenumii Kypc (B
TeueHHe 3 Mec); 3) AAUTENbHBIN TPEPHIBUCTHIA Kypc (B
TeueHne 15 Mec T.e. TpU 3-MeCIUHBIX Kypca ¢ NMepepuBa-
MM MEXJy HHMH).

CxeMnl sneuenms aaa Goapnmix 116 crapueir PMXK:
1) MMMYHOTepamusi AEKAPHCOM B IPOMEXYTKAX MEXAY
KypCaMu TOCJIeOnepanuoOHHON Tepanuy; 2) MMMyHOTepa-
NHus AEKAPUCOM B MOCAEONEPALMOHHOM NEPUOAE B TeYe-
Hue 3 Mec, a uepe3 6 Mec mocse omepanUu — XHUMHOTE-
panus; 3) KOMIUTEKCHAsS MMMYHOTEDANus: Npefonepany-
OHHOE BHYTpPHOITYXOJIEBOE BBeAeHUEe MHTepdepoHa 3a S—
7 nHed [0 omepalMH, PAaAMKAJIbHAS MACTIKTOMHUS, Aajee
MMMYHOTEpATUs AEKAPHCOM B TIOCJIEOTIEPALMOHHOM TEPH-
oze B TeueHne 3 Mec, uepes 6O Mec mocsie omepanEH —
xuMHoTepanus (tabn. 2).

B ucciefoBaHUM NOKA3aHO, YTO M3MEHEeHMs cybmomy-
agoui T-1uM¢bOIUTOR B MpoLecce HMMYHOTEPATTMHA AEKa-
PHCOM KacaJuCh B OCHOBHOM CyOmomyasunu T-xeanepos,
KOTOpasi AOCTOBEPHO YBEJUYHMBAIACH YXE Uepe3 HEAeJIo
moc/ie mpueMa mpenaparta. K KOHIly MECAUYHOIO Kypca H B
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count of which showed increase already at a week after
treatment with the drug. The T-helper subpopulation
continued to augment by the end of the one-month
course and further on. The initially decreased ratio of
T-helpers to T-suppressors (1.76) rose by the end of
the one-month course to 2.28 at 3—4 months and re-
mained at the level of 2.12 thus showing but slight dif-
ference from the controls. This very important finding
makes us revise the commonly adopted opinion about
decaris increasing amount of T-suppressors [3]. Our
investigations showed that the increase in T-helpers
and the T-suppressor stabilization as a result of inter-
mittent treatment allows the immunoregulatory index
to remain at the level close to that in donors.

Of note is the sharp and stable increase in NK cell
ativity immediately after the immunotherapy that re-
mains high for a long time.

It should be pointed out, however, that the positive
shifts resulting from 1—3 month administration of de-
caris are not enough for maintaining stable immuno-
modulating effect which manifests itself by the end of
the third 3-month treatment course.

The disease course was different depending upon
immunotherapy duration. The overall S-year survival
was 979 in patients receiving decaris in the long-term
intermittent course, 93.5% in the short and 99.9% in
the intermediate courses, the difference in the number
of disease-free survivors between these groups being
statistically significant.



AaJIbHEUIINe CPOKHM HAOmoneHns Koauuectso T-Xennepos
OpOAOJIXa0 YBEJMYHMBAThCH. MHAekc, xapaktepusyw-
mui oTHOWeHue T-xeanmepoB k T-cynmpeccopaM, HCXOTHO
CHUXEHHBIM ¥ paBHHIH 1,70, yBeTHUMBAJICS IOC/IE MECAY-
HOTO mpueMa AeKapuca g0 2,28 ¥ NnpomosIXaa ocraBaThCs
uepe3 3—4 Mec paBHbBM 2,12, 0TIMUYASICH HE3HAYUTEIHHO
OT TaKOBOro B JIOHODCKOW rpymme. 310 KpailHe BaXHOE
Ha0/II0eHHe 3aCTABJISET OTKA3aThCA OT AMTENBHO CyIIe-
CTBOBABIIEH TOYKH 3PEHHUS O TOBBIIIEHHMM KOoauuecTsa T-
cymnpeccopoB mon aerictBueM aexkapuca [3]. Hamm mcene-
ROBaHUS yOEMUTENBHO TIOKA3AJM, YTO 3a CUET YBEIMUYEHHS
T-xesmepoB 1 Hen3MeHHOCTH T-CynpeccopoB TPH NMPepHBH-
CTOM JICUEHHH BO3MOXHO YIEPXATh MMMYHOPErYISTOPHBIN
HHJIEKC HA 3HAYEHHUAX, OIM3KUX K IOHOPCKOMY YPOBHIO,

INokasaTeqbHBIM SBASETCS PE3KOE M YCTOWYMBOE YBE-
snueane EK-K1eToyHON aKTHBHOCTH, TOJIyUEHHOE Cpa3y
nocjie OKOHYAHUS HMMYHOTEpAINHM M COXPAHSIOWEECs
IUTMTETbHBIH CPOK HA BHCOKOM YPOBHE.

OnHako HeoOxoaMMO OGpaTHTh BHUMAHHE HA TOT (DAKT,
YTO, NPH BHIPAXXEHHOM KOPPUTHUPYIOLIEM BJIMSIHMH JCKa-
pHca IIpH €T0 BBEACHUH B TeueHHe 1—3 Mec, MoJyueHH X
MIOJIOXKMTE/IBHBIX CABUIOB HENOCTATOUHO VISl YAEPXKAHHS
CTOMKOrO HMMMYHOMORYJMpyIomero s¢dexra, KOTOpbIMA
NIPOSIBJISUICS JIMIIb K KOHLY TPEThEro 3-MecayHOro Kypca
JIeUeHHS.

ITpu anamm3e pe3y/IbTATOB JIEUEHHUS BBHISSBUIMCH PA3JIH-
UHS B TEUEHUM OOJIE3HH B 3aBUCHMOCTH OT JATMTEIbHOCTH
NpUMEHEHUS UMMYHOTepanud. Tak, o0mas 5-1eTHas Bbi-
XHMBaeMocTh gocturia 979, B rpynmne GONbHBIX, NOTyYaB-
IIAX JEKapuC B [UINTEIbHOM TMPEPHIBUCTOM DEXHMME,
93,5% mnpwu xoporkoM 1 99,99, npu cpepnem kypcax, npu
9TOM HaOJIOAAeTCS CTATHCTHYECKH NOCTOBEPHAS Pa3HULA
MEXAY ITMMH IDYIINAMM IO KOJUYECTBY OOMBHBIX, XHUBY-
wux 0e3 NMporpecCHpOBaHMUS MpOLecca.

IMoka3arens obmed S-JeTHEH BHIXUBAEMOCTH y 00/b-
HBIX ¢ HavYanbHBIMH cragusmu PM2K 1 u Ila (T1-2NOMO)
B KOHTPOJIbHOM rpynne coctasastn 87,6%,, UT0 AOCTOBEPHO
(p < 0,02) Huxe, ueM y GOJBHBIX, NONYYABLIUX HMMYHO-
npoPuIaKTUKY AekapucoM (93,99%).

Yayumenue oraaneHHBIX pe3yJAbTATOB JICUEHMS OCO-
GeHHO mNpPOABWIOCE B rpynme GonbHHX ¢ Ila cragumeit
PMIX, rme ¢ BHCOKOI JOJ€# JOCTOBEPHOCTH IPOCTEXKUBA-
eTcs MOBBIIEHHE He TOJbKO MOKa3aTesieil oOmel S-neTHei
BbXHBaeMocTd (93,49, B rpynme GOMBHBIX, NOJYYABIIMX
nekapmuc, ¥ 81,7% B KOHTPOBHOI rpynne, p < 0,02), HO u
YBEJIMUEHHE KOJIMYEcTBA OOMBHEIX 03 mporpeccMpoBaHMs
npouecca (11,8 u 289, coorserctsenHo, p < 0,01).

TakuMm 06pa3oM, CPaBHMTENPHBIN AHAMN3 3 PEXHMOB
BBEICHHUS JEKAPHUCa MO3BOJSET CAEJATh BHIBOA O TOM, UYTO
ummyHorepanus PMXK 6osnee uenecooOpassa y GoabHBIX
¢ 1la cragmeit B AIMTENBHOM MPEPHBUCTOM pEXUME. ITOT
PEXHM JIEUEHHS] HE OKA3bIBAJI OULYTHMBIX NOOOYHBIX ACH-
CTBUY, 00ECMEUNBAJ MOBHINEHWE MOKa3aTenel HMMYHH-
Tera, nogaepxusas addexT anurenbHoe Bpems. Pasauua
B JUIMTEJBHOCTH OE3pPELHINBHOTO TEUEHHS C JOCTOBEPHO-
CTBIO NIOATBEPANIA ITO 3aKJIOUEHHE,

B panme uccaenoBaHuil mosyuuaa pasBHTHE MBCAB O
TOM, YTO KOMOMHMPOBAHHYIO XUMHOTEPATMIO CJEAYET Ha-
YWHATH JIMHIb TOrAAd, KOTAa MMEETCs AOCTATOUHBIN ypo-
BEHb MMMYHOKOMIIETEHTHOCTH OPraHHM3Ma, B IPOTHBHOM
Xe C/yuyae HeoOXOANMA BHAYANE MMMYHOCTHMYJISLMS H
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The §-year survival in the control patients with
stage I, IIA (T1-2NOMO) was 87.69 which was signi-
ficantly (p < 0.02) lower than in the decaris group
93.9%).

The improvement of follow-up results was particu-
larly impressive in stage IIA BC patients where a sig-
nificant increase was observed both in the §-year sur-
vival (93.49%, in the decaris group, 81.7% in the con-
trol, {(p < 0.02) and in the number of disease-free pa-
tients (11.8 and 28%,, respectively, (p < 0.01).

Thus, the comparison of the 3 schedules of decaris
administration shows that immunotherapy of BC is
more reasonable in stage IIA patients and that the
long-term intermittent course is preferable. This
regimen did not have notable side effects, resulted in
long lasting improvement of immunity characteristics.
The statistically significant difference in the relapse-
free survival proves this conclusion.

In the opinion of some investigators combined che-
motherapy should be started only in patients with suffi-
cient immunocompetence, otherwise it should be
preceded by immunostimulation. Our clinical randomized
study of 3 treatment regimens for IIB BC involving im-
munotherapy with decaris as a part of postoperative ad-
juvant treatment in combination with polychemotherapy
gave evidence in support of this opinion.

The S-year overall survival in randomized groups of
stage IIB patients receiving immunotherapy versus
those given drug therapy alone was 94.6 and 64.29,,
respectively (p < 0.001). The respective rates in the de-
caris and control groups were: death within S-year fol-
low-up 5.4 and 35.79% (p < 0.01), progressive disease
22.8 and 62.3% (p < 0.001). Thus, there is a statisti-
cally significant difference in all survival charac-
teristics.

The comparison proved an impressive advantage of
adjuvant immunotherapy over adjuvant polyche-
motherapy for stage I1B BC as undertaken both imme-
diately and at 6 mo following surgery.

Immunomodulating effect of indometacin, an inhibi-
tor of prostaglandine synthesis, and its application in
complex treatment for BC

The idea of application of indometacin in complex
treatment for BC is based on experimental findings
showing that indometacin removes the blocking effect
of prostaglandines and thereby improves antitumor
therapy effectiveness [6, 7, 8]. As prostaglandines ex-
hibit immunosuppressive activity we studied indo-
metacin immunomodulating efficacy in 53 patients.

Our investigation has shown that indometacin in
combination with chemotherapy does not induce con-
siderable decrease in cytostatics’ immunideppressing
effect on characteristics of T-total and B-rosette for-
mation. The clinical effect and the decrease in the
count of T- and B-cells induced by chemotherapy in
combination with indometacin, in our opinion, suggest
that indometacin contributes to potentiation of cyto-
static activity of antitumor drugs. On the other hand,
indometacin exerts an immunostimulating action be-
cause in parallel with a markable clinical effect the




N¥Ub MOTOM — XuMHoTepanus. Ham ypmamocs moarsep-
OUTb 3TOT TIOCTYJAT B HAIIEM KJIMHMYECKOM DaHIOMH3H-
POBAHHOM HCCIEJOBAHMM HA MpPUMEPE M3ydyeHUd 3 pexu-
MOB JeueHus 6oapubix 116 crammeit PMX, xotopeiM HM-
MYHOTEPATHS AEKAPHUCOM BKJIIOYEHA B CXEMBI NOCJIEONe-
PALMOHHOIO AIBIOBAHTHOIO JIEYEHHUS] B COYETAHUH C MOJIH-
XUMHOTEPANHEH,

ABanu3upys paHAOMH3MPOBAHHHE TIPynnu GOJbHBHIX
116 crapmeii, MOXHO OTMETHTh, YTO OOLIAd S-JETHAY BH-
AHBAEMOCTh B rpynne GONbHHX C MMMYHOTEpAmuel Co-
crasmiaa 94,69 no cpaBHeHHIO ¢ 64,29, y GOJBHHX, KO-
TOPHM MPOBOJWJIOCH B KaueCTBE ATbIOBAHTHOM Tepamuu
TOJILKO JekapcTBennoe Jjeuenue (p < 0,001). Ymepan B
TedyeHn 5 ser HabmoneHus 5,49 GOMbHBIX, NOJYUYABIIHX
WMMYyHOTepanuio, 4 35,7% GOJbHHX, He MOJYYaBIINX ee
(p < 0,01), mporpeccMpoBaHHE NpOLECCA BHSBJIEHO Y
22,89, OONbHHX B rpynne, NMOAYYABIIEH AEKAPHC, U Y
62,39, 6oabHHX B KOHTPOJbHOM rpynne (p < 0,001), r.e.
MO BCEM IOKA3aTeJsIM J-JeTHEH BHXHUBAEMOCTH MMEETCH
BBICOKASl TOCTOBEPHOCTb OTJTHUYHS.

CpaBHMTE/ILHBN AHAJNIM3 TIPENJIATAEMBIX CXEM axblo-
BAHTHON WMMYyHOTepanuu y Gonbmbix 116 craguein PMXK
BHISBHJI UX $IBHOE NIPEMMYIIECTBO TIEPEN METOJAMH aITblo-
BAHTHO#M NOJHXUMHOTEPANHUH, IPOBOAMMON KakK Cpa3y no-
cJ1e onepandu, Tak ¥ uepe3 6 Mec mocsie ee BHMOJHEHHS,

NMmyHoMonyaupyouye 3¢¢ekTsl HHIOMEeTalHHa —
WHrHOMTOpa CHHTE3a MPOCTArJaHIUHOB K €r0 NMPHMeHe-
HHME B KOMILIEKCHOM JeueHnn PMXK

OCHOBaHMEM IS BKJIIOUEHHS HWHAOMETALMHA B CXEMHI
KoMruiekcHoro Jseuenuss PM2K mocmyxwiu skcnepumeH-
TAJbHHE JAHHBIE O TOM, YTO MHAOMETALMH, CHUMAad GJIOKH-
pyrollee BIMsIHAE TPOCTAIJIAHAMHOB, yBelnMumMBaeT 3ddex-
TMBHOCTb IIPOTHBOONYX0/1€B0it Tepanuu [6—8 |. YuntniBag,
YTO NMPOCTAINIAHAMHE 00JIAAAI0T MIMMYHOCYTIPECCHBHEIM JIEM-
CTBMEM, HAMHM M3yueHa 3¢xDEeKTHBHOCTb MHAOMETALMHA B
KAauecTBE MMMYHOMOAYSTOPA ¥ 52 GOJIbHBIX.

Pe3yabTaThl TPOBEAEHHOTO HCCJICAOBAHHMS NOKA3ajH,
YTO MHAOMETALMH TIPH €10 COUETAHUHM C XMMHOTEPANEBTHU-
YECKHM JICUEHHEM He TIPHBOAMT K 3HAUUTEIPHOMY YMEHb-
LWEHUK HMMYHOCYIIPECCMBHOTO NEUCTBHS IUTOCTATHKOB
Ha nokasateau T-o6mero u B-poserkooOpasosanus. Pe-
3yABTATH OLEHKH KJMHHMYECKOro 3thdekra, a TakXe BH-
ABJAeHHOE CHUXeHue uucma T- u B-kjerok npu coueran-
HOM NpPUMEHEHMHM XMMHOTEDAMUU C MHIOMETAUMHOM MO-
XKET, Ha HALI B3IJISA, CBHAETEJbCTBOBATh B TMOJIB3Y TOIO,
YTO MHAOMETALMH CIIOCOOCTBYET MOTEHLMPOBAHUIO LIMTO-
CTATHUYECKHX BO3MOXHOCTEH MPOTHBOOITYXOJIEBHIX TIpena-
patos. C Apyro# CTOPOHBI, MHAOMETALUH OKA3HBAET Ma-
pajUIENIbHO W HWMMYHOCTHMYJHMpYOLee HeHCTBHE, IO-
CKOJIBKY IPH JOCTATOYHO BHIPAXKEHHOM KJIMHNUECKOM (-
dekre uncno E-POK B rpynne GonbHBIX, MOMYYaBIIHX
HHAOMETAUMH B COUETAHHHM C XUMHOTEpAnued, 3HAUYH-
TEJBHO MEHEE TIOABEPXEHO KOoeDaHUaIM MO CPABHEHHIO C
KOHTDPOJIbHOM TPYTNOH, a TakXe MOKa3aTejasaMH o0mero
yucaa T- u B-kierok.

BuisiBjIcHHOE HAMM WIHMPOKOE HMMMYHOKOpPpHUIHpYOLiee
NEHUCTBHE MHOOMETALMHA HAa CYMpPecCOPHOE 3BEHO MMMY-
HHUTETA ¥ CHUXEHHE OTPULATENBHOIO BJANSHUSI XMMHOTE-
panuM Ha nokasateau T-CHCTEMB MMMYHHMTETA, a TaKXe
ero 651aronpuMaTHOE XEHCTBHE HA HMMMYHODETYJISITODHBIE
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number of E-RFC showed much less variability in the
patients receiving chemotherapy plus indometacin as
compared to the control group and to the total count of
T- and B-cells.

The discovered extensive immunocorecting action of
indometacin on suppressors and the amelioration of
the adverse effects of chemotherapy on T-cells as well
as its beneficial action on immunoregulatory cells allow
indometacin to be recommended for use in combination
with chemotherapy for patients with increased func-
tional activity of T-suppressors.

Our clinical findings support the theoretical supposi-
tion that indometacin as a modifier of chemotherapy
can improve effectiveness of the treatment.

In two groups of patients with locally advanced BC
(I1IB and I1IC stages) receiving postoperative chemother-
apy alone and chemotherapy plus a long-term indo-
metacin course objective response with a more than 509,
tumor destruction was achieved in 41.6 versus 75.99, of
the cases, respectively (p < 0.001). After treatment the
rates of operable patients in the control and test groups
were 87.5 and 99.1Y%,, respectively (p < 0.02).

The expressed and moderate tumor pathomorphosis
was detected postoperatively in 31.6% of the controls
and in 61.59, of the patients receiving chemotherapy
in combination with indometacin.

The enhancement of chemotherapeuticals’ cytotoxic
effect as a result of their combination with indometacin
is also proved by difference in survival time of the pa-
tients. In the group without indometacin the rates of
disease recurrence and death were 46.1 and 19.29%,
respectively. The respective rates in the group receiv-
ing hemotherapy plus indometacin were 23 and 15.39%,.
The 5-year relapse-free survival was §3.79%, in the con-
trols and 779, in the indometacin group (p < 0.05).

Thus administration of indometacin in combination
with chemotherapy corrects the immunosuppressive ef-
fect of chemotherapeuticals, during the entire treat-
ment course, and in parallel enhances their cytostatic
effect on tumor tissue. The indometacin’s immuno-
modulating activity is more pronounced as adminis-
tered during intercycle intervals while the antitumor
effect is more expressed when the drug is matched
with chemotherapeuticals.

Study of immunological activity of eleutherococcus,
a natural biological adaptogen

The wide clinical application of combined and com-
plex treatment involving cytostatics and intensive radi-
ation necessitates a more thorough study of natural
mechanisms of resistance. The study is focussed on
various drugs increasing non-specific resistance of the
body. Experiments with eleutherococcus, a natural bi-
ological adaptogen, have been the most successful in
oncology [4, 5]

The experimental and clinical investigations of eleu-
therococcus non-specific action in radiation disease, as
well as reduction of cytostatic toxicity, contributed to the
interest in clinical study of the drug in cancer patients.

The purpose of our investigation was to reveal the
mechanism of increasing non-specific resistance with



KJIETKH NMO3BOJIAIOT PEKOMEHAOBATH MHAOMETALMH IS CO-
YETAHHOIO NPHUMEHEHHs] C XMUMHOTEPANHUEH y GONBHHX C
HOBHIIIEHHON (DYHKIMOHAILHOH AKTHBHOCTHIO CYIPECCOP-
HOTO 3BeHa T-KJIETOUYHOrO HMMYHHTETA.

HMonyueHHbIe HAMH KJIMHHYECKHE PE3YIbTATH MOATBEDP-
AWJIH TEOPETHUECKH ODOCHOBAHHOE TIPEANONOXEHHE O BO3-
MOXHOCTH NOBHIIEHUS 3¢XPEKTHBHOCTH JICUEHHMsS] C IIO-
MOMIbIO MHAOMETAIMHA B KaYeCTBe MOAH(HUKATOpA XMMH-
oTepanum.

Tak, y OGosbHBIX MeCTHO-pacnpocTpaHeHHHM PMX
(IT16 w 1118 cTaamit) , MOMYYABIOMX TONBKO XMMHOTEPATIHIO
B NPENONEPANUOHHOM IEPHONE, HEMOCPEACTBEHHbI 00b-
EKTHBHBIN KJIMHHUeCKHH 3¢ dekT ¢ yMeHbIIEHHEM Oy X0~
au Gosee yem Ha S0%, Obin BoisiBaeH B 41,6% ciayvaes, B
TO BPeM KaK y GOJIbHBX, KOTODHM JICKAPCTBEHHOE JIeye-
HHE TIPOBOAKJIOCH Ha (POHE AIHUTENBHOIO BBEACHHS MWHAO-
METauuHa, B 75,99 cayuaes (p < 0,001). B koHTpOBHOI
rpymnne GOJbHHX ONEPaLHUI0 YAAIOCh BHNOMHUTL Yy 87,5%
GOBHBIX, B TO BPEMS KaK B rpynme GO/bHBIX, IOJyYaB-
mIMX MHIOMeTauuH, — y 99,1% (p < 0,02),

[Matomopdo3 B onyxoam mnocje BHIOJIHEHHOH omepa-
IMH OMpEAEIEH KaK BHIPAXKEHHBN U yMepeHHb# y 31,69,
GONbHBIX KOHTPOJIBbHOM rpynns u B 61,5% cayuaes y
GOJIBHBIX TIPH COYETAHHOM NPHMEHEHMH XMMMOTEDATHH C
HHIOMETALMHOM.

BoisBieHHBH (DAKT MOBBLIILEHHUS LHMTOTOKCHUYECKOTO
OEUCTBHS XWMHOTEPANIEBTHYECKMX CPEACTB IPU UX KOM-
OMHALMH C MHAOMETAUMHOM MOATBEPXAAETCS HE TONBKO
HETMOCPENCTBEHHBIMHM PE3YyJIbTATAMH JIEYEHHS, HO M pa3-
JMYHMSMHA B IUIMTEJIBHOCTH XH3HH 3TUX BOonbHBIX, B rpyn-
ne GOMBHBIX, KOTOPHM JIEUEHHE MPOBOAHJIOCH 6e3 HomoJ-
HATEJbHOTO HA3HAYEHWS MHOOMETALMHA, 34 AHAJM3HpPYE-
MbIii mepuox Bo3Bpar 3abosesaHus oTtmedeH y 460,19,
GoJIbHBIX, JIETANbHBIA MCXOA HACTYnHI B 19,2% ciyuaes.
B 1o Xe BpeMd B rpynmne, moJyuaBIIEHd BMECTE C XMMHOTE-
panueil MHAOMETaUMH, BO3BpAT 3a00neBaHNs HAOMIONA/ICS B
239 cayuaes, a neraibHbii ucxon y 15,39 Gonbubix. B te-
yeHHe 5 ser XxuBbl 0e3 MpPOrpecCHpoBaHMs 3a6oseBaHMS
53,79, GonbHBIX KOHTPO/BHOM Tpynmb ¥ 779, GONbHBIX,
nomyvyasuux mHpomeraumu (p < 0,03).

Takum 00pa3oM, BBEIEHHE HHAOMETAIMHA B CXEMBI JIe-
KapCTBEHHOTO JIEYEHHS MO3BOJIIET KOPPUIHMPOBATH UMMY-
HOCYTIPECCHBHOE REHCTBHE XMMHOTEPANEBTHUECKUX MNpe-
NapaTOB B MPOLLECCE BCETO KYpPCa JIEUEHHS C OIHOBPEMEH-
HBIM YCHJIEHHEM AEHCTBUSA LUTOCTATHKOB HA OMYXOJIEBYIO
TKaHb. [Ipy 3TOM MMMYHOMOZY/JHpYKOLIEE ACHCTBUE MH-
noMeTauuHa GoJsiee BHIPaXEHO B MEPEPHBAX MEXAY KYyp-
CaMH JIEYEHHS, a YCUNEHHME [TPOTHBOONYX0JEBOro addexk-
TA4 IPH COBMECTHOM IIPUMEHEHHHM C XMMHOTEDANIEBTHYE-
CKMMH NpenapaTamH.

H3yueHHe UMMYHOJOTHYECKOH CNOCOOHOCTH NpPHpOa-
HOrO OMOJIOrMYECKH AKTHBHOrO ajanToreHa — 3JeyTe-
POKOKKaA

HInpokoe BHeOpEeHHE B KJIHHMYECKYK) MPAKTHKY KOM-
OMHMPOBAHHOTO M KOMILIEKCHOTO METONOB JICUEHHS,
BKJIOYAOMMUX HUTOCTATHKM ¥ MOIUHBIE BHAB JIYUYEBOTO
BO3JEHCTBMsI, 3aCTaBasger 00paTuTh Oojiee MPHCTANbHOE
BHMMaHHE HAa HCCAENOBAHME ECTECTBEHHBIX MEXAHM3MOB
PE3UCTEHTHOCTU. M3yuaorcs passvudnie mpenaparsi, no-
BHIIIAKOIINE HeCHeUMPUUYECKYIO CONMPOTHBIIEMOCTD Opra-

eleutherococcus because some experimental data sug-
gest that eleutherococcus extract exert immunomodu-
lating action.

The study of eleutherococcus immunomodulating ef-
fect was performed in 68 patients with locally advanced
stage 111 BC receiving radiotherapy in a variety of dur-
ations, total dosages and regimens, as well as combi-
nations of radio- and chemotherapy.

BC patients receiving large-fraction radiotherapy at
20 Gy plus eleutherococcus presented but inconsider-
able positive shifts. Even the longest-term treatment
had no markable effect on immunological charac-
teristics and did not allow eleutherococcus to exhibit
its immunological activity, though there was a tend-
ency to diversity in some reactions in the two groups.
The 5-year survival rates in the two groups under
study showed no considerable difference either.

Distant small-fraction gamma-therapy at a total
tumor dose of 40 Gy in a 3-week course had a more
notable effect on immunological characteristics. The
immunosuppressive effect of radiotherapy at 40 Gy in
combination with eleutherococcus was not so much
pronounced, and the drug smoothed the serious immu-
nological shifts in the T- and B-lymphocyte systems
resulting from long-term radiotherapy. Progressive
disease was detected in 359, of the controls and 109,
of the patients in the eleutherococcus group (p < 0.05).

The comparison of patients’ groups with more ad-
vanced primary inoperable BC (T4N2-3M0) and, con-
sequently, with more intensive treatment consisting of
radio- and polychemotherapy showed a statistically
significant decrease in cellular immunity parameters in
the controls, while eleutherococcus stimulated adapta-
tion mechanism in response to hemopoiesis disorder.
There were a significant elevation of T-helpers and de-
crease in T-suppressors which normalized their ratio in
the patients reveiving eleutherococcus.

The clinical study of eleutherococcus in complex
treatment for BC confirmed its antitoxic effect. Eleu-
therococcus improved the drug tolerance which allowed
909, of the test group patients to receive full courses of
chemotherapy versus 25% in the controls (p < 0.001).
As a result the patients receiving eleutherococcus
showed a more notable response to chemotherapy and
809% of them became eligible for radical mastectomy
already after the first cycle versus 50% of the controls
(p <0.05).

The beneficial effect of eleutherococcus in complex
chemoradiotherapy was confirmed by survival in the
groups compared: progressive disease was detected in
359% of the patients receiving eleutherococcus versus
70% in the controls (p < 0.02).

Thus the use of eleutherococcus proves reasonable
in long-term intensive radiotherapy as well as in che-
motherapy at increased course doses.

Adaptive immunotherapy with autologous lympho-
cytes activated by helium-neon laser radiation

The use of autolymphocytes activated with various
mitogens is a promising immunotherapeutic modality,
it is presumed that the treatment of lymphocytes will




gu3ma. Haubonee ycrnemiHoIMM B OHKOJIOTMH OKa3asiuch
JKCIEPUMEHTH C 3/1EyTEPOKOKKOM — TIPHPOAHBIM OHOJIO-
riyeckMM ajantoreHom [4, 5.

Hecneunduueckoe meicTeue 3JeyTEPOKOKKA NpPH Jy-
yeBoi OOJIE3HH B IKCTIEPAMEHTE M KJIMHHKE, a TAKXE €ro
CrOCOOHOCTh CHHUXKATh TOKCHYECKOE JEHCTBHE LMTOCTATH-
KOB TIOBHICHJIM MHTEPEC K KJIMHMUECKOMY H3YUEHHIO JeH-
CTBHMA NpENapaTa y OHKOJOrHYECKHX GOMbHHIX.

3amaua HAIOUX WUCCAEHKOBAHUM — BHISICHEHME MEXAHM3-
Ma TIOBHIIEHHA 3JIEYyTEPOKOKKOM Hecmenubuueckol co-
NMPOTHBJASEMOCTH OpraHM3Ma, TaK Kak DA 3KCHEPHMEH-
TAABHBIX JAHHBIX MMO3BOJMI NPEANOIOXUTh HMMYHOMOAY-
JIUPYIOIINE CBOMCTBA 9KCTPAKTA JJIEYTEPOKOKKA.

NU3yuenne MMMYHOMOAY/IMPYIOIIENO ACHCTBUMS JJIeyTe-
POKOKKa IPOBOAKNOCH y 68 GOMBHBIX MECTHO-PAcIpoOCTpa-
HenabiM PMX III crapgun, nosyyasmimx Ha 11€pBOM JTane
JICYUEHHMS pa3/IMYHBE IO IJIMTETHHOCTH, CYMMapHOH 103€
¥ peXHMaM BUABL JYUEBOH TEpallMH, a TAKXE COUETAHHE
XMMHO- ¥ JIyUYEeBOHM TEpamuu.

Y GonbHeix PMX, nosyyaBmmx JIyueBYyI0 TEpANMIO
KkpynHodppakunonHseiM MetonoM B go3e 20 I'p B couera-
HUH C JIEYyTEPOKOKKOM, MOXKHO OTMETHTD JIMLIb HE3HAUH-
TEJIbHBIE TOJIOXHUTENbHBIE CABUTH, MPH 9TOM HauboJbIIAS
NPOAOIXHMTEIBHOCTD JIEUEHHS, HE OKA3aB CyIIECTBEHHOIO
BO3IEHCTBHS HA HMMYHOJIOTHUECKHME TIOKA3aTEsH, HE MO-
3BOJIMAA DJIEYTEPOKOKKY NPOSBHTH HMMYHOMOAYIHUPYIO-
LHe CIIOCOOHOCTH, XOTHS M HAMETHJIACh TEHACHLMS K pas-
HUIE B IBYX HCCJIEAYEMBIX TPYNNAax MO HEKOTOPHIM DEaK-
uusaM. Mzyuenne S-IeTHHX Pe3yJIbTATOB JICUEHHS B CPAB-
HUBAEMbIX TPYNIAX TAKXE HE BHISIBIIO CYHMIECTBEHHOM
pasHHUILbl B BHIXKHBAEMOCTH.

JInCTaHIMOHHAS TAMMA-TEPANMs B PEXHUME MEJIKOTO
(PPaKLMOHMPOBAHMS, MPONOIXAIOIAGCH 3 HEA IPU TIPOBE-
REHHH CyMMapHO# ouaroBoi no3bl 40 I'p, okasmBaer 6oaee
CYUIECTBEHHOE BO3/IEMCTBHE HA MMMYHOJOTHYECKHE MOKa-
satenn. Jlyuesas tepanus B gode 40 I'p B coueranum c
NPUEMOM 3IJIEYTEPOKOKKA HE 00Ja7asia CTOIb OTYETIMBHIM
HMMYHOCYTIPDECCHBHBIM AEHCTBHEM, & NPENApAT HUBETHPO-
BaJl T€ CEPbE3HbIE MMMYHOJIOTMYECKHME CIBHIM B CHCTEME
T- u B-1umdouuToB, KOTOpHIE SIBASIACH CIEACTBHEM ITH~
TeJaBHOU JiyueBoy Tepanuu. ITporpeccnposanue mpouecca
BHSIBACHO B 359 CiIyyaeB KOHTPOJBHOM Irpymnmbl M B
109, — B rpynmne mosyyaBmux 71eyTepokokk (p < 0,05).

CpasHMTENbHHI aHAMM3 rpynn GosbHbIX ¢ Gosnee pac-
IPOCTPAHEHHBIMHU MEPBUYHO HEOTepabeIbHBIMH CTAAUIMH
PMX (T4N2-3M0) u coOoTBETTBEHHO C 00/I€€ NHTEHCUB-
HbIM JEUEHHMEM, BKJIIOYABUIEM, KPOME JIyYEBOH TEpamnuu,
KYPCH TOMXMMHOTEPANHHU, TOKa3aJ CYIMECTBEHHOE 10-
CTOBEPHOE CHHUXEHME MMOKA3aTeNeH KJIETOUHOTO MMMYHH-
TeTa B KOHTPOJLHOM rpynne GOJMbHBIX, 3 BBEAEHHE 37Iey-
TEPOKOKKA CrnoCOOCTBOBAIO BKJIIOUEHHIO MEXAHH3IMOB
aJanTalyMy TIPH HAPYLIEHMSX IeMonod3a. AHanms cy6mo-
nyasuui T-1uMGbOLUTOB BHGBHI NOCTOBEPHOE yBE/IHUE-
Hue T-xeanepor u cHuxeHue T-cynpeccopoB, UTO MPHUBE-
JI0 K HOPMAJIM3aMHA KX COOTHOWIEHUS B rpynmne 60bHBIX,
MOJy4YaBUINX 3JIEYTEPOKOKK.

KiuHnueckas OieHKa JKCTPaKTa 3JIEYyTEPOKOKKA B
KOMILTEKCHOM JieueHuu PM2X noarBepnusia aHTHTOKCHUYE-
CKOE AEHCTBME TpErnapara mpd XMUMHOTEPANEeBTHYECKOM
JIeUeHHN. DKCTPAKT 3/IEyTEPOKOKKA CIIOCOOCTBOBAJM JIyu-
el NEPEHOCHMMOCTH JIEKAPCTBEHHBIX CPEACTB, YTO MO3BO-
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be non-toxic and safe [1, 4, 9]. Experimental study
showed the intense radiation of the spectrum red re-
gion to influence some immunity parameters. We per-
formed a clinical trial of a new technique of immuno-
modulating irradiation of lympholeukocytic mass using
a helium-neon laser. The lymphocytic mass was taken
from the patients using a separator to be reinfused
after activation. The proposed modality does not in-
volve chemicals with pronounced side effects previously
used in "adaptive” immunotherapy.

15 patients with stage 1 and IIA BC were entered
into the study. All the patients presented decreased
immunological parameters after radial mastectomy.
Adaptive immunotherapy with activated
autolymphocytes was given once at 3 weeks following
surgery and was the only adjuvant treatment in this
group of the patients.

Taking into account the novel character of the mo-
dality we focussed on tolerance of the treatment and
study of biochemical specimens. None of the cases
showed considerable deviation.

The immunological reactivity was studied before and
after the procedure and every 6 mo during 4 follow-up
years.

The immunological study with monoclonal anti-
bodies showed OKT8-positive cells acting as suppress-
ors to be the most sensitive T-lymphocyte subpopula-
tion: their number reduced already at 24 h after the
procedure and continued to decrease. OKT4-helpers
showed but inconsiderable response to immunotherapy
(table 3). Nevertheless the immunoregulatory ratio
rose significantly at 24 h following treatment. By the
end of the 3rd follow-up year all the parameters re-
turned to normal, but demonstrated a decay in all re-
actions 4 years following treatment, which apparently
necessitates retreatment. The patients were followed-
up for 4 years. All of them are alive.

Thus, our clinical study proved the novel modality
having no analogs either in this country or abroad to
have good prospects in the oncological practice.
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Tabnuupna 3

Table 3

Hamenenns cybnonyasumit T-mumbonutos u EK-aKTHEHOCTH y GoabHbix PMXK nocne ceanca HMMYHOTEPaNHHK

AKTHBMPOBAHHbIMHA ayTonuMdonuramu (M+m)

Changes in T-lymphocyte subpopulations and NK-activity in BC patients after immunotherapy with activated autolymphocytes (M+m)

BpeMms uccneposanus MmmMmyHonornueckun noxasarens, %
OKT4 OKT8 OKT4/0KT8 EK-aktueHocTtb, 10:1
Jo npouegypbi Before procedure 50+0.9 21412 2,110, 18,3+2,7
Yepes 24 y At 24 h 40+2.6 15+0,6* 2,8+0,2* 15,2+1,1
Yepea 6 mec AT 6 mo 53+2,6 1840, 7* 3,0+0,1* 9,6+0,5
Hepea 1 rog At 12 mo 52+1,3 14+0,8* 3,640,3* 17,910,1
Yepes 3 ropa AT 3 years 51105 15+1,5* 3,6+0,2* 24,8+0,4*
Test time OKT4 OKT8 OKT4/0KT8 NK-activity, 10:1
Immunological parameters, %

*
p < 0.05.

JIMJIO TPOBECTH XHMHOTEPANHMI0 B TNOJHOM O0bEME Y
909 OGonpHHX B MCCAEAYEMOH Tpynme M JMmb Y
259 6oabHBIX B rpynmne koHtpoas (p < 0,001). Crenct-
BHEM 3TOIO OKa3aJica 6ojiee BHpPaXEHHBIH KIMHUUECKHIA
5¢exT B rpynne GONBHBIX, MONYUABMINX 3/1EYTEPOKOKK,
YTO Aa0 BO3MOXHOCTh B 809, ciyuaeB BHIOIHHMTL ome-
paumio B 00beMe panMKaJbHON MACTIKTOMHM YXE TOC/Te
NEePBOro Kypca JieueHHs 1o cpasHeHuo ¢ 50% B KOHT-
poabHoi rpynmne (p < 0,05).

[MonoxwurenbHOE BAMSHHE BKJIIOUEHHS 3J1€yTEPOKOKKA
B CXEMY KOMILUIEKCHOTO XHMMOJYUEBOTO JIEYEHHS ObUIO
TIOATBEPXAECHO AHAJIM3OM IOKA34aTENEH BHIXHBAEMOCTH B
CPaBHHBAEMBIX IPynnax: B rpynmne OOJbHBIX, HOAYYABIINX
9/JIeyTEPOKOKK, INPOrPECCHPOBAHME MPOIECCA BHSABJICHO B
35% cmyyaes mo cpasuenwio ¢ 70% B rpymnmne KOHTpOAs
(r <0,02).

Takum 06pa3oM, NPUMEHEHHE SKCTPAKTA SJIEYTEPOKOK-
Ka 1enecoo6pa3Ho NPH JUIMTEIbHBIX, MOIIHBIX BHAAX Jy-
UEBOTNO BO3EHCTBHS, 4 TAKXKE NMPH XHMHOTEPANeBTHYE-
CKOM JIEYEHNH, TPEGYIOIIEM MOBBIIEHHBIX KYPCOBHX [03.

AnanTUBHas WMMYHOTEpAnMg ayTOJOFMYHBIMH JMM-
(ounTaMKN, aKTHBMPOBAHHBIMM TeJIMIH-HEOHOBBLIM Jla3ep-
HBIM M3JIYYeHHEM

IlepcnieKTHBHBIM HaNpaBIEHMEM HMMYHOTEDANIHH SB-
JISETCA HCHOMb30BAHHE AYTOJMMQOLHUTOB, AKTHBHPOBAH-
HBIX Pa3/JIMUHBIMH MHMTOT€HAMH, NPH 3TOM IpEATnoJarae-
Mbi€ BHABl BO3ACHCTBUS HA JUMGPOLMTH HE NOJIXKHBI 00/1a-
JaTh TOKCHUECKMMH M TOBPEXHTAIOMMUMHU CBOHCTBAMHU
[1, 4, 9]. B xone sKCepUMEHTANIBHBIX UCCJIENOBAHMI Obi-
JIO 3aMEUYEHO BJIMSHHE HHTEHCMBHOIO U3JIyYEHHS KDPaCHOM
06J1aCTH CIIEKTPA HA HEKOTOPHIE NMOKA3aTENM HMMYHHUTETA.
Hamu 6Obi1 k1mHHMYECKH anpoGHpOBaH HOBBIA METOH MM-
MYHOMONY/TMPYIOLUETO BO3JAEHCTBHA 33 cuer ol/yueHHs
TeJINi-HEOHOBBIM J1a3€PpOM JTMM(OIEHKOMACCH, MOMYYEH-
HOW OT GOJIBHOM C MOMOIIBIO CEMapaTopa, ¢ nocjaenyomen
peuHdysueli aKTHBHPOBaHHBIX JaumdouuTos. IIpemio-
XEHHBIH CHoco0 MCKII0UAET HEOOXOAUMOCTb MCTIONb30BA-
HHA BELECTB XUMHYECKON NMPUPOAB! C BHPAaXCHHHMH MO-
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GOUHBIMU [EHCTBUSIMM, KOTODHE paHee [PUMEHSIHCH
IpH "ajanTHBHOK" MMMYHOTEpANMM.

B wmccnegosanme Bxamoueno 15 Goabumix PMX I u
Ila cramumii, y KOTOpHIX NOC/AE paAMKaIBHON MACTIKTO-
MHH BHABJICHO CHHXEHHE UMMYHOJOTHUECKHX MOKa3a-
tesiei. CeaHC ajanTHBHOW MMMYHOTEPATIHH AKTHBHPO-
BaHHBIMH AyTOMMM(POUMTAMH NPOBOAHJICS OJHOKPATHO
uepes 3 Hex Moce onepauuy U ObLI EMHCTBEHHBIM J0-
[OJTHUTENIbHBHIM BO3JIEHCTBMEM B 3TOM rpynne GOAbHHX,

YunThiBas HOBH3HY METOA, 0CO60€ BHUMAaHME yle-
JISJIOCh MEPEHOCHMOCTH JIEYEHUS, @ TaKXe HCCICHOBA-
HHIO psiia GMOXMMHUYECKUX MPENAPATOB B MpOLIECCE Je-
ueHMsl ¥ Habmonenns 3a GonbHbiME. Hu B omHOM city-
Yae HE OTMEYEHO CYIIECTBEHHBIX OTKJIOHEHHH.

TTokazaTenn HMMYHOIOTHYECKOR PEAKTUBHOCTH U3Y-
YaJIUCh A0 M NOCJE NPOLEAYPH, 4 TAKXKE KaxXanie 6 mec
B Teuenue 4 net HAOIONEHUS.

HNMMyHOIOTHYECKHE MCCIENOBAHMS C MCMIOTB30BAHM-
€M MOHOKJIOHAJIbHBIX AHTHTEJ MOKa3aJM, uTo Hanbosee
YYBCTBHTEIbHOH cyOnonynsuuedn T-1nMPonuToB OKa-
3anuce OKT8-nonoxurenpubie kAeTKH, Hecywue QyH-
KIHIO KJETOK CYNPECCOPOB, TIPH 3TOM YMEHBLIEHHE MX
KOJIMYECTBA OTMEUEHO yXe uepes 24 u nocse npoueny-
pHl C MOCAEAYOUUM HAJbHEHIIUM WX CHHXEHHEM.
OKT4-xeqnepbl HE3HAUNTENBHO PEAarMpOBAJH HA MM-
MyHorepanuio (taba. 3). Tem He meHee, HMMyHOpery-
JISTOPHBIH MHJEKC YXE Yepe3 CyTKH HOCTOBEPHO MOBHI-
wancs. K xonny 3-ro rona maGmonenns Bce mokasare-
JIH HOPMAJM30BAJIMCh, HO uepe3 4 roma HaOMOneHHS
WMMYHOJIOTHYECKUE TI0KA3aTe/MH CHHXAJHMCh BO BCEX
peaxkuMsix, YTo ¢ JOCTATOYHON OUEBHOHOCTBIO YKA3biBA-
€T Ha HeoOXOAMMOCTb NMOBTOPHONO BO3AEHCTBMS. Bosb-
HBIE TIPOCIEXKEHH B TEUCHHE 4 JIET, BCE XKHMBH.

Takum 06pa3oMm, KJIMHHUUECKOE MHCTIBITAHHE HOBOTO
METOAA, HE HMEIOLIEr0 JHAJIONOB HU B HAIUEH CTpPaHe,
HM 32 pybexxoM, AOKa3ano ero nepcrneKTHBHOCTb.
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