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HMMYHOMOP®OJOTIHYECKHUE
OCOBEHHOCTH PAKA MOJIOUHO¥ KEJIE3bI
NP JOONEPAIIUOHHOM ITPUMEHEHHHU
HMMYHOMOAYJISITOPA «I1JIAGEPOH»
(mpenBapuTe/bHOE COOOLIEHHE)

HUU xnunuueckoii onxonozuu

B rnocieHue 1osl KIMMYHOKOPPEKIMS, M HMMYyHOpeabunu-
Talusl, IPOYHO BXOJUT B KOMIUIEKCHOE JIedeHHe PasIMiHbIX 3a00-
JIEBAaHWH, B TOM YHUCJI€ MU OHKOJIOCHYECKUX. YCTAHOBJIEHO, YTO
[PUMEHEHUE UMMYHOMOLYJISITOPOB CIIOCOOCTBYET YBENHUEHHIO
CPOKOB 0€3peLHANBHOTO TEUEHHs!, MIOBBILEHHUIO derTrBHOCTH
JIedeHUsI OHKOJIOTHUECKUX O0NbHBIX. B TO ke BpeMs K HacTosle-
My BpPEMEHHM KOJIMYECTBO HMMMYHOMOIYJIATOPOB C JOCTATO4HO
H3YUYEHHBIM MEXAHH3MOM HX JEHCTBUS HEBEJIMKO, YTO JEAeT aK-
TyaJlbHBIM MOUCK TPENApaToB, 00NaAal0NIUX CIIOCODHOCTHIO aK-
THBHU3MPOBATH ONPeeIICHHBIC 3B€HhS HUMMYHHOI CHCTEMBI.

OjiHUM U3 TakuX BellecTB sBisercsa miaadepos. [Inadepon
couepxur o- (85—90%), B- (8—10%) u y- (3—5%) untepde-
POHBI, aHTUBUPYCHAsI aKTUBHOCTH mpemnapara gocturaet 3200
ME/mn [1]. Kpome Toro, nnadepoH obranaeT Ae3MHTOKCHKA-
HUOHHBIM, AaHTUTMIIOKCHYECKHUM, HMMYHOMOJIYJHPYIOLIUM
cBoiicTamu [4].

IoxazaHo, uto mnadepoH MOAYIHPYET HAPYLICHHS B KIETOY-
HOM 3BEHE UMMYHHTETa, MOBbIIAs KOIHYeCTBO T-1ieTok ¢ de-
HotunoMm CD4 u ymenburas uncio T-knerok ¢ geHorunom CDS,
HOpManu3ysi TakuMm o6pazoM Ko3GhPUIHUEHT COOTHOIIEHHS
CD4/CD8 [1]. OgHUM 13 MEXaHU3MOB AEHCTBUA Ipernapara AB-
JMEeTCH CTUMYISILUS aJeHUNATIMKIA3HOW aKTUBHOCTU KJIETOK
u uHruduLMs obmena pocaruaunuHozntdocdaros [1]. Beisis-
JIEHO MMMYHOMOAYIUpYIOiliee JieicTre adepoHa npH Jeue-
HuH OonbpHBIX auaberHueckoil mepudepudeckoil MoaUHEHpona-
THel, Aereil ¢ WAMONATHYECKUM HE(PPOTHUECKHM CHHIPOMOM,
OCTpPBIM BHPYCHBEIM renatuToM B.

OTH JaHHBIE TMOCIYXWIH OCHOBAHHEM /Ul HCCIIEI0BAHMSA
rpenapara [pu OHKOJIOIMYEeCKHX 3200JICBAHHUAX.

Pak monounoi »xese3bl 3aHUMAET OJHO M3 HEPBBIX MECT
B CTPYKTYpe 3a0051eBAeMOCTH 3JI0KaueCTBEHHBIMU 06pa3oBaHu-
samu. VccnemoBaHus MOCHEIHUX JIET MMOKA3aIH, YTO HCIOIbL30-
BaHHE UMMYHOMOAYIHPYIOLMX MPENapaToB NoBeILaeT 3¢ dek-
THBHOCTb KOMILIEKCHOIO JIEUEHUs PaKa MOJIOUHOH xene3sl [2].

Marepuainsr 1 meToabl. Obcncnosany nauncHTok (18 XcHUMH) B Bo3pac-
T¢ 35—55 JICT ¢ UMTOMIOTHUCCKH BCPH(HLIMPOBAHHBIM PAKOM MOJIOUHOI Kec-
361 (y 15 — MH(HIBTPATHBHEIN NPOTOKOBBIH paK, ¥ 3 — MHOHIETpPaTHBHBIIH
IONBKOBBII pak). CTCICHB pacnpOCTPaHCHHOCTH MPOLICCCa, NO AaHHBIM KOM-
ruickcHoro obcnenoBanus, coorserctBoBasia T1—2NOMO (MexkayHapoxHas
KacCH(HUKAMA 3IOKAUCCTBCHHBIX HOBooOpasoBanuii, 1989).

Beom GONBHBIM 10 XHPYPrHUCCKOTO 3Tana BHYTPHTYMOPAJIBHO BBOIMIIH
miagepon B gosc 90 000 B/, mocsic 9ero uepes CyTKH NPOH3BOAMIH ONCPaTHB-
HOC BMCILATCABCTBO: B 10 ClyvyadX — paAHKalibHYH MAaCTIKTOMHIO € COXPaHC-
HHCM TIPYAHEIX MBILIL, B § — paguKalbHY0 PC3CKLIHIO MOJIOYHOMN XKCIIC3BI.

C 1enbl0 UMMYHO(CHOTHITHPOBAHMS KyCOYKM TKaHH H3 ONyXosy 6pamy oT
8 6onbHBIX (MHMIILTPATUBHLIA NPOTOKOBLIH Pak) Kak 10 ITAdCpPOHOTCPAITHH,
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Over the last years immunocorrection or immunorehabil-
itation became a frequent modality of complex treatment for
many diseases including cancer. Administration of
immunomodulators was found to increase disease-free sur-
vival and treatment efficiency of cancer patients. However,
there are currently few immunomodulators whose mecha-
nism of action is well known and further research is needed
to find agents with immunity enhancement potential.

Plaferon is an agent with immunological activity.
Plaferon contains interferone a-(85-90%), [3-(8-10%) and
v-(3-5%), its antivirus activity reaches 3200 IU/ml [1].
Besides, plaferon demonstrates detoxic, antihypoxic and
immunomodulating activities [4].

Plaferon was shown to modulate cell-mediated immunity
by increasing the number of CD4 T-cells and reducing the
number of CD8 T-cells and thus normalizing the CD4/CD8§
ratio [1]. A mechanism of action of plaferon is stimulation
of cellular adenylate cyclase activity and inhibition of phos-
phatidyl inositephosphates [1]. Plaferon immunomodulating
potential was demonstrated in patients with diabetic periph-
eral polyneuropathy, children with idiopathic nephrotic syn-
drome, in acute viral hepatitis B.

Basing on these findings we performed a study of the
drug effect in cancer patients.

Breast cancer is a most common malignancy. It was
demonstrated over the last years that immunomodulating
drugs increased efficacy of complex treatment for breast
cancer [2].

Materials and Methods. The study was performed in a group (n=18) of
female patients aged 35 to S5 ycars with cytologically verificd breast can-
cer (15 invasive ductal cancers, 3 invasive lobular cancers), discasc stage
T1-2NOMO (according to Intcrnational Classification of Cancer, 1989).

All the paticents received preoperatively intratumoral administration of
plafcron at 30,000 U and 24 hours later undcrwent surgery consisting of
radical mastectomy with muscle preservation (n=10) or radical rcsection of
the breast (n=3).

To perform immunophcnotyping tumor tissuc specimens were taken
from 8 paticnts (invasive ductal cancer) before and after plaferon therapy to
prepare scrial cryostat scctions which were further studicd by indirect
immunofluorcscence. The 5-7 mem scctions were transferred by scts of
three onto fatless ground slides. Before antibody staining the sections were
fixed in cooled acctonce for 10 min at 4 °C. Further procedures were carricd
out at room temperaturc in humid air. The preparations were cxposcd to
monoclonal antibody for 30 min and then washed in medium 199 for 10
min. Aftcr that the specimens were treated with FITC-labeled F(ab) frag-

ments of antiscrum against whitc mouse globulins for 30 min and washed
10 min in medium 199. The sections were preserved in 50% glycerin saline
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Kaunuyecxue uccaedobanus

Tak 1 nocnc Hee. M3 mosrydcHHOro MaTcpyana roTOBWIH CCPHIHBIC KPHOCTAT-
HBIC CPC3bl, KOTOPEIC HCCICAOBANIM MCTOAOM HCIPSAMOiT MMMYHOQIIIOOPCCLCH-
uH. Cpesst TOMMIHHOM 5—7 MK NOMCILATH 1O TP Ha IIOBCPXHOCTH OBCIKU-
PCHHBIX NPCAMCTHHIX cTckon. Ilepen okpackoit aHTUTCHAMH  CPC3bI
(HKCHPOBAIH B OXJIAXKACHHOM alcTOHE B TeucHue 10 Mun npn 4 °C. [Tocncayro-
LLHC 9TaIbl PCAKIUH OPOBOIMIH NMPU KOMHATHOH TCMIICPaTypC BO BJIa)HOMN Kamc-
pe. MOHOKIIOHANBHBIC aHTHTCIa HaHOCcHH Ha 30 MuH, a 3aTcM B TeucHue 10 Mun
orMeiBanu B cpeac 199. Jlance nanocunu ©UTL-mcucHHbie F(ab)-parmeure
AHTHCHIBOPOTKH NMPOTHB IIOOYANHOB OCI0H MK Ha 30 MuH, orMeiBanu 10 Mux
B cpeac 199. Cpeast konceprpoBami 50% IVIHMLICPHHOM Ha H30TOHUUCCKOM pac-
TBOPC XJIOPU/Ia HATPHA U HAKPBIBAIH MOKPOBHBIMH crckiamu. Cricunduucckyo
PCaKIMI0 YUHTEIBAIH Ha MHKpockorne «Leitz Orthoplan» (OPI).

Jlna XapakTCpHCTHKH HMMYHO()CHOTHNA HCIIONB30BANH OTCYCCTBCHHBLIC
¥ 3apyBCKHBIC MOHOK/IOHANBHBIC HTATCHA: AM((CPCHINPOBOYHEIC AHTHICHEI
T-xnerok: CD5 (A50), CD7 (MKO-87), CD4 (HP2/6), CD8 (1.533); auddepen-
HPOBOYHEIC aHTHICHH B-kncrok: la-mopmoGwseni amturcn (MKO-1), CDI9
(HD37), CD22 (HD39); mononuutcibHeic Mapkepsl: CD45 (Bra5s), CD38
(MKO-20), CD163 (O11).

BropeiM M3yuacMsIM MapamMcTpoM ObUIa CTCICHB TCPANCBTHYCCKOTO MaTo-
mopdosa [3].

PesynsTarsl 1 06cysxkaeHue. MecTHas MMMYHOTEpAIus, Ha-
NpaBJICHHAs HA aKTUBALUIO UMMYHHBIX PEakluii B camoii omy-
XOJIEBON TKAHHM, B KOTOPOH pa3BUBAIOTCS BOCHANMTENBHEIE pe-
akuMH ¢ HHOUABTpauded nAUMQOUMTOB U Makpodaros,
OPUBOAUT B AajibHelieM K MOP(OIOTHUECKHM H3MEHEHUSIM
HEIOCPEICTBEHHO B TKAHM OIMYXONMH. JTH U3MEHEHUA HaYyUHa-
10TCA € AMCTPOQHH M HEKPO3a U 3aKaHYUBAIOTCSA 00Pa30BaHHEM
CPaHy/IALMOHHON TKaHHU, 3aMEIIAIONIEeH OmyXoNneBylo. B Haulem
HCCIIEIOBAHUH BIUSHUE JICUEHUS MIadepOHOM OLEHHBAIM 110
CTCMEHH BRIPAKEHHOCTH «TEPANCBTHYECKOrO HaToMopdo3ay.

BerpaxenHrlii naTroMopd03, KOTOPBIHA 3aKIKOYATICS B PE3KOM
HApYUIEHHH CTPYKTYPEI OIYXOJH 3a c4eT Gubpo3HOro 3aMelre-
HHs MM OOIIMPHOro Hekpo3a, BeissBieH B 11,1% ciyuaes.
IIpy >TOM oOIyXOneBble KIETKH C OTYETIHBBIMH SBIEHUAMU
AucTpodun 0OHApY)KMBAJINCE B BHJE PA3PO3HEHHBLIX TPYIII
cpenn pubpo3HOi, rpaHyIIALMOHHON TKAHM WK IIONE HEKPO3a.
VYmepenuslil u cnabrlii naroMopdo3 orMedeH B 66% ciydaes,
IIPH 3TOM OCHOBHAs Macca apEHXUMBI OITYXOJIH COXPaHEeHa, OT-
MEYEHBI JIMIIb JUCTPO(UYSCKHE M3MEHEHUS B YACTH KIETOK.
Jleyebup1il maromopdo3 orcyrcrosan B 22,2% ciyuaes.

OO6nacTh NpUIIOKEHUS TPOTHBOOIYXONEBBIX PENAPATOB HE
OrPaHUYMBAETCS TOJNBLKO TKAaHBIO OIYXOJH, TeM Goliee UTo Iuia-
(epoH paccMaTpuBaeTCs KaK Npenapar, BIMAKLIMIA Ha HMMYH-
HYIO CHCTEMY OpraHHu3Ma.

KomiiexcHast olleHKa HMMYHOKOMIIETEHTHBIX KIIETOK, HH-
(UABTPUPYIOMHUX OILyX0ib, GblIa NPOBENeHa Y 8 GONBHBIX pa-
KOM MOJIO4HOM kene3bl. JIo miadepoHoTepanii BhLIpaXKeHHas
uH(HABTpaLus onyxond CDS5 T-kneTkamu BhIBIAnach B 25%
(y 2 u3 8 marmenToK) ciaydaes. YactoTa BbIABICHHA MAPKEPOB
cybmonynsauuii (CD4 u CD8) cocraBuna ansa T-xennepos 25%
(y 2 u3 8) u i T-cympeccopor 38% (y 3 u3 8).

Ouyenb peaKo BCTpeyaIach BBIPAKEHHAA HHOHIBTPALIMA OIy-
xomu B-knetkamu: Tax, B-kierounsie mapkepsl CD19 u CD22
BBIABIAMNCH JUIIE B 12% (y 1 u3 8) nHabironeHuid.

IMocne nnadepororepanun B 62% (y 5 u3 8) cayuyaes orMme-
yaroch moprinenue CDS5 T-kinerok u B 38% (y 3 u3 8) — CD7
T-xneTox u Tonbko B | M3 § ciyuaeB BRIABIANOCH CHUMNKEHHE
CDS5 u CD7 knerok.

B 25% (y 2 u3 8) ciiyuaeB Habm0ManoCh OBLILICHUE YPOB-
11 uagIsTpaluy 3a cuer CD4 T-xennepor u B 38% (y 3 u3 8)
nossiierne CD8 T-cynpeccopos. Oanaxo B 25% (y 2 u3 8)
ClIy4aeB OTMevaJIoCh CHIXKeHHe konudecta CD8 T-kieTok.
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solution and covered with cover glasses. Specific reactivity was studicd
using a Lcitz Orthoplan (FRG) microscope.

The following domcestic and forcign monoclonal antibodics were uscd
for immunophenotyping: T-ccll differentiation antigens, CD5 (A 50), CD7
(ICO-87), CD4 (HP 2/6), CD3 (L 533), B-ccell differentiation antigens, Ia-
like antigen (ICO-1), CD19 (HD 37), CD22 (HD 39); supplementary mark-
crs: CD45 (Bra55), CD38 (IC0O-20), CD163 (D 11).

Therapeutic pathomorphosis [3] was another paramcter to be cvaluated.

Results and Discussion. Local immunotherapy aimed to
activate immune reactivity of tumor tissue in which inflam-
matory reactions with lymphocyte and macrophage infiltra-
tion are in progress results in morphological alteration of the
tumor tissue itself. The alteration begins with dystrophy and
necrosis to end with generation of granulation tissue replac-
ing the neoplastic one. We also evaluated the effect of plafer-
on therapy in terms of degree of therapeutic pathomorphosis.

Marked pathomorphosis, i.e. significant alteration of
tumor structure due to fibrous substitution or wide necrosis,
was found in 11.1% of the cases. Groups of tumor cells with
marked dystrophy were found in fibrous, granulation tissues
or in necrotic areas. Mild to moderate pathomorphosis was
found in 56% of the patients. The most part of tumor
parenchyma was preserved, the dystrophic changes being
observed in a portion of cells only. No pathomorphosis was
detected in 22.2% of the cases.

The antitumor therapy may be performed in other than
tumor sites, more so since plaferon acts on the immunity
system.

Complex assessment of immunocompetent cell infiltra-
tion of the tumor was made in 8 breast cancer patients.
Before plaferon therapy 25% (2/8) of the patients presented
with marked CD5 T-cell tumor infiltration. Markers of T-
helper subpopulations (CD4 and CD8) were found in 25%
(2/8) and those of T-suppressors in 38% (3/8) of the cases.

Tumor infiltration with B-cells was less frequent: B-cell
markers CD19 and CD22 were found in 12% (1/8) of the
cases only.

After plaferon therapy there was a rise in CD5 T-cells in
62% (5/8) and in CD7 T-cells in 38% (3/8) of the cases
while a fall in CD5 and CD7 was observed in 1/8 cases only.

Infiltration due to CD4 T-helpers rose in 25% (2/3) and
due to CD8 T-suppressors in 38%, though there was a fall in
CDS8 T-cells in 25% (2/8).

B-lymphocyte infiltration increased due to CD19 in 25%
(2/8) and due to CD22 in 38% (3/8) of the cases. The num-
ber of plasmocytes, terminal B-cell differentiation cells,
increased in 25% (2/8) of the cases. Most characteristic was
positive changes in macrophage reactivity (62%, 5/8).

Our findings suggest that intratumoral therapy with
plaferon in breast cancer causes dystrophic and necrotic
changes directly in the tumor tissue with the local effect of
plaferon immunotherapy manifesting itself as a rise in
immunocompetent cells infiltrating the tumor such as CDS5
T-lymphocytes and D11 macrophages.

Thus, plaferon may be recommended as a promising
immunomodulator in breast cancer.

We continue our study to find whether patients” immuni-
ty characteristics are improved in parallel with clinical effect
of plaferon.
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VYpoeens B-numdonutapHoil MHOUIBTpaLUM YBETUUHIIC
o CD19 B 25% (y 2 u3 8), a no CD22 B 38% (y 3 u3 8) Ha-
6nronennii. KonuuecTBo KII€TOK TepMHHAIBHOrO drTana aud-
¢depennupoBku B-psaga — masmouuToB — Bo3pocio B 25%
(y 2 u3 8) ciyuaes. OcobeHHO XapakTepHOU Oblla AUHAMMKA
(nonoxurensHas) MakpodaraibHoi peakuud — y 62% (y 5
u3 8) GONBHbIX,

U3 npencrapieHHBIX JaHHBIX CHEAYET, YTO IU1adepoH, BBO-
IUMBIH BHYTPHTYMODPAJBHO IPH paKe MOJOYHOH >KeNe3:l,
o0nanaer crocoOOHOCTBIO BBI3BIBATH AMCTpodUYecKHEe U He-
KPOTHYECKHE H3MEHEHHS HEIOCPENCTBEHHO B OIIyXOJEBOM
TKaHH, a MecTHbiH S]dexT MMMyHoTepanuu ILI1adepOHOM
HpOABIAETCA YBEIMYEHHEM KOJHMYEeCTBA MMMYHOKOMIIETEHT-
HBIX KIETOK, MHQHUIBTpHUpYIOWMX omyxoiab 3a cuer CDS5
T-xierox u makpodaros J[11.

Takum 06pa3oM, HECOMHEHHA TIEPCIIEKTUBHOCTD HCIIOB30-
BaHU MMMYHOMOZIYJATOpa IuladepoHa B KOMIUIEKCHOM Jiede-
HUU paKa MOJIOYHOII KeJIe3bl.
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TEMOJIAHAMWYECKHHA NPO®UIb PAHHETO
HOCJEOIIEPATUOHHOI'O HEPUOJIA Y BOJBHBIX
PAKOM IIMIIEBOJA

Omoden anecmesuonozuu u peanumamonozuu OHL] PAMH

Beenenue. B TeueHue nociuenHero AECATHICTHA XUPYpPIrus
IHIIEBOAA IEPEKUNA PEBOIIOLHOHHBIE H3MEHEHNUS, CBA3aHHbIE
€ CO3JaHHEM Ha[eKHBIX NMUILEBOJHO-KETYHOUHBIX AHACTOMO-
30B. Y XUPYProB-OHKOIOIOB MOSBMIIOCH 3aKOHOMEPHOE XKeJla-
HME PaCILIMPUTH [TOKAa3aHUA K XHPYPrHUECKOMY JIEYECHUIO OOIb-
HBIX, CUMTABUIMXCSH paHee HeolepabenbHbIMU KaK BCIIEICTBHE
PacIpOCTPAaHEHHOCTH Mpouecca, TaKk U B (yHKIHOHAIBHOM
OTHOILEHHH [6].

OHKOJIOTHYECKHE OIEPalli Ha MHUIIEBOAE MPOAOIKUTEND-
HBI, CONPOBOXAAIOTCA TAXKETIOH TPAaBMOH C MOIIHOW NAaTONOTH-
geckoil uMmnynscanyeil. IIpoucXoAUT MacCHBHOE pa3spylIEHHE
TKaHed B CPEAOCTEHUH, IPYIHOI 1 OPIOLIHOI OIOCTSX, IPSMO-
My MEXaHHYECKOMY BO3IEHCTBUIO IOJABEPraloTcs JIEIKHE, Tpa-
xesi ¥ OPOHXH, HEPBHEBIE CTBOJBI U CIUIETEHHS, KaMephl cepila
H MarucTpajbHble COCYAbl. JHAUUTENbHAS YaCTh OLIEpaLUH [IPO-
XOJHT B YCJIOBHSAX OJHOJICTOYHOH BEHTHIIALIMH.

Tlonaepxanue aeKkBaTHONH reMOAMHAMUKH U nepdy3uH TKa-
Hel BO BpeMs ornepauuil Ha nuueBoje TpefyeT arpeccuBHOR
BOJIEMHYECKON MOJJIEPKKH, HEPEAKO B COUETAHUM C KaTexoia-
MuHaMH. Bri6op ke onrumansHOro o6semMa u coctaBa HHQY3H-
OHHOM Tepanuu npobreMaTHueH. DTO CBA3AHO C HCXONHOH
aucdaruei, neruaparanyei, HU3KMMU PE3EPBHBIMH BO3MOXK-
HOCTAMH GOJBLIMHCTBA NAIUCHTOB, a TAKXKE CelU(pUKOH XHu-
PYPTHUYECKHX BMEILATENIbCTB.

HaGop MmaTepuana NpogosDKAeTCs C LENbI0 BBUIBICHUS
KOppeKIMHA HUMMYHOJOTHYECKHX IOKa3aTeJaeH ¢ KIMHHYEC-
KHM 30 (hEeKTOM Tepanuu.
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EARLY POSTOPERATIVE HEMODYNAMIC
PROFILE IN ESOPHAGEAL
CANCER PATIENTS
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Introduction. Over the last decade esophageal surgery
experienced dramatic changes associated with reliable esoph-
agogastric anastomosis. It stood to reason to widen indications
to the surgery for patients previously considered inoperable
both due to disease advance and functional impairment [6].

Esophageal cancer operations are long lasting and highly
traumatic procedures leading to mediastinal, thoracic and
abdominal tissue destruction, causing mechanical damage of
the lungs, trachea and bronchi, nervous stems and plexuses,
heart and major vessels. A large part of the surgery proceeds
under single lung ventilation.

Aggressive volemic support sometimes in combination
with cathecholamines is required to maintain adequate tissue
hemodynamics and perfusion during esophageal surgery.
Choice of optimal extent and composition of the infusion
therapy is difficult due to initial dysphagia, dehydration,
poor physical reserves of most patients as well as to specif-
ic features of the surgical procedures.

The patients’ early postoperative period is characterized
by hypovolemia, tissue hyperhydration and hypoproteine-
mia. Many cases present with respiratory [9] and multiple
organ failure of various severity.

Rational infusion regimens are an important component of
intense care for cancer patients undergoing wide surgery.
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