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N3MEHEHUA WMMYHHOI'O CTATYCA BOJBHBIX
PAKOM MATKH, AMYHUKOB HA OOHE
VHTUBHATOPOB KNHUHOTEHE3A, BKIIIOYEHHBIX
B CXEMY OBE3BO/IMBAHIS B NHTPA-
1 ITOCHEOIIEPAIMOHHOM ITEPYIOJE

HHH raunuueckoil onkoaoeuu

Tlopirennnrii BRIGpoC B KPOBb psna GHOXOTMICCKH AKTHBHBIX
BEIIeCTB, B 0COGEHHOCTH KMHHHOR, CTPECCOPHBIX TOPMOHOB, NPO-
CTAIAHIAAOB MPH MEXAHUICCKOM NOBpeXIEHAN TKaHeil BO Bpe-
Md ONepATHBHBIX BMEIIATENLCTE, A TAKIKE IPH CIABICHAM ONYX0-
JieBoil maccoil mepudepuIeCKHX HEPBHBIX CTBOJIOB, CIUIETEHH,
CIIMHHOrQ, TOJOBHOI0 MO3ra, NPHBOAMT K HADYHICHHIO CHCTEM-
HO¥ reMOJHHAMHEH, META00JM3MA BHYTPEHHAX OPIAHOB, MUKDO-
OUPKYJAAHHA, TOBBIMIEHHI0 NEPEKHCHOTO OKHCIEHUA JIMOUAOB,
4TO Urpaer BAKHYIO POJb B (JOPMHUPOBAHUM OCTPOr0 N XpOHUYeC-
KOro 60eB0ro CUHIPOMOR Y OHKOJOrMYecKnx Gonbubix [4, 5].

Hawmu B npensyrymux padorax [1, 2, 6, 7] noxasaHo, yTo B BoC-
npusTay 00JIEBOr0 CUrHajJa 1 (POPMHPOBAHMM OTBETHOMH pearuu
HA Hero BAXKHAS POJb NPUHANIEIKUT SHIOTEeHHBLIM ONUOMIHBIM
nentigamM — B-aunopdnHam, TecHO CBA3AHHBIM C CHCTEMOM oMM~
OUJHBIX PEHENTOPOR, YIACTRYIOUINX B MEXAHU3MeE PEryNaumy Gom.

Kuunsonono6upie NenTHIB, CTpecCOPHhIe TOPMOHBLI yBeaM-
YUBAIOT YYBCTBUTEABHOCTb 00JEBBIX MEXAHOXEMOHOUMIENTOPOB.

W3BeCcTHO, YTO Y OHKOJOTHYECKHX (OJbHBIX TOBbINIEHb! AKTHB-
HOCTD NPOTEOIUTHIECKHX ()ePMEHTOB B ONYXO0JIeBOil KlIeTKe H Aa-
GUILHOCTD e MeMOpaH.

D10 cayxur o0ocHOBAHMEM K HPHUMEHEHHMI0 MHIHOMTOPOB
CHNTE32 KHHHHOB, AHTHCTPECCOPHBIX NPOTEKTOPHBIX Npenapa-
TOB, CHUKAIIIKX BHIGpoc amunog [4].

Hens HacTOSIHEH padOTHl — W3YYeHUe BAMSAHHA NMHTHOHTOPOB
CHUHTE3a KHHUHOIEHe3a, BKJIOYEHHKIX B CXeMY MHTPa- W mocje-
oNnepanuouHore 06e360IMBAHNA OHKOJOTHYECKHX OONBHBIX, HA
3 (PeKTUBHOCTh AHAJBTE3MM W HA HMMYHHBIH CTATYC, 4 TAKKe
H3yYeHue UMMYHHOrO CTATYCA GONBHBIX ¢ XPOHMICCKUM GONIeBBIM
CHHAPOMOM B Npouecce MPoBoIuMoro ode3donusanus.

Marepnanp 1 Meropnl. MccaexoBanus nposesenst y 3 rpynn GonbHRX. 1-1
rpynna (ucciegyemas)) — 15 GoNBLHBIX paxoM Tesa, MIEHKN MATKH ¥ AMYHUKOB,
KOTOPBIM B CXeMy HHTPA- H IIOC/ICONEPANHUOHHOTO 06e300AMBAHNS OBIIH BEIIIO-
yeusl uHruburopst Kunuxoreneza — 30 000 EJl konrpukana uwau 100 000 E
ropaoKca, BBOAMMBIX BHyTpuseHHo B 200 Ma 5% pacTBOpa INIIOKO3bI B HaYaie
onepanud, HA 2-e ¥ HA 3—5-e CYTKH nocse onepanyH.

2-s rpynna (KoHTponbHAas) — 15 GoapHbIX ¢ TOH XKe naTonorueil, Ho KOTOPbIM
B CXeMy 00luero 00e360MMBAHKA MHIHGUTOPH! KHHUAOTEHE32 HE BKII0YAIH.

3-5 rpynna — 10 uHKypaleabHBIX OHKONOrMYECKNX GOJBHBIX C Pa3aNIHOM
JORanu3auKeil ONyXoJeBoro mpouecca, ¢ XPOHUYECKHM 0OJEBBHIM CHHAPOMOM
pazmaupoil nurencusaoCTH (0T 2 X0 4 Gannor wo BAUI ). Bonsuem npogoauau
o6e30oiuBande MeToaoM IUHAYPAIbHOI onnar-ananre3nu. Venoan3opanu Ma-
nete xo3b1 1% pacreopa mopduna (5 mr), pazsesennsie B 10 ma 0,9% uzoronu-
YeCKOro PACTBOPA XJIOPHIA HATPHA, BBOAMMEIE YePe3 HOCTOSHHEIN SIHAYpadb-
HBIHA XaTeTep o obmenpunaroil meromuke. Kax u Bo 2-ii rpynne uHrnOUTOpPSI
KUHAMOTeHe3a B cxXeMy 00e300MBaHus He BKIIOYAIM.

AZIeKBATHOCTb AHECTE3UA BO BPeM#A ONEPALMH OIEHHBAJM IO HOKA3ATENAM
KpoBOOOpaieHus (ApTepuabHOe JaBNeHHe, YACTOTA CEPAEYHBIX COKpAINeHNid,

Z.V.Paviova, K.P.Laktionov, O.V.Korotkova, T.N.Zabotina,
M. E.Isakova, N.A.Kupryshina

CHANGES IN IMMUNITY STATUS OF PATIENTS
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RECEIVING INTRA- AND POSTOPERATIVE ANALGESIA
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Increased release into circulation of some biologically active
substances such as Kkinins, stress hormones, prostaglandins
induced by mechanical injury of tissues during surgical opera-
tions as well as by compression of peripheral nerve trunks,
plexuses, spinal cord, brain by the tumor lead to impairment of
systemic hemodynamics, visceral metabolism, microcircula-
tion, increased lipid peroxidation which make a considerable
contribution to generation of acute and chronic pain in cancer
patients [4,5].

We demonstrated previously [1,2,6,7] that endogenous opi-
oid peptides, b-endorphins, and their receptors play an impor-
tant part in perception of and response to pain signal.

Kinin-like peptides, stress hormones increase sensitivity of
pain mechanochemonociceptors.

As known, cancer patients demonstrate elevated activity of
tumor cell proteolytic enzymes and membrane lability. This is a
theoretical background for the use of kinin synthesis inhibitors,
antistress protectors reducing amine release [4].

The purpose of this study was to analyze the effect of kinin
synthesis inhibitors included in schedules of intra- and postop-
erative analgesia of cancer patients on the analgesia effect and
patients' immunity status as well as to evaluate immunity of
patients with chronic pain in the process of analgesia.

Materials and Methods. The study was performed in three patient groups.
Group 1 (test) was composed of 15 patients with endometrial, cervical and
ovarian cancer receiving intra- or postoperative analgesia with Kinin synthesis
inhibitors, contrycal, 30,000 units, or gordox, 100,000 units intravenously in
5% glucose solution, 200 ml, at the operation start, on days 2 and 3-5 after
operation.,

Group 2 (control) consisted of 15 patients with the same pathology who
received analgesia without kinin synthesis inhibitors.

Group 3 was composed of 10 incurable cancer patients with tumors of
different sites and chronic pain of various intensities (VAS score 2 to 4). The
patients received epidural opiate analgesia with low-dose 1% morphine (5
mg) diluted in 0.9% sodium chloride isotonic solution (10 ml) as adminis-
tered through a permanent epidural catheter by standard techmique. Like
group 2 these patients received no Kinin synthesis inhibitors within the anal-
gesia regimens.

Intraoperaive analgesia effect was assessed by circulation characteristics
(arterial pressure, heart rate, ECG, acid-base ratio, O,). Surgery was per-
formed under endotracheal anesthesia with 2:1 nitrous oxide/oxygen mixture,
subnarcotic doses of phentanyl, droperidole, relaxants, seduxen.

Vein blood was harvested for immunity status testing from groups 1 and 2
patients in operating room before surgery (sample 1), postoperatively at pain
peak (sample 2), after analgesia cessation (sample 3) and on days 3 to 5 after
surgery (sample 4).

In patients with chronic pain (group 3) blood was harvested before (sam-
ple 1) and after (sample 2) effective analgesia.

Peripheral blood testing was made in parallel in groups 1 and 2.
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Kauruuecrue vuccredobarus

DKI, KHCIOTHO-OCHOBHOE cocTosmue, Sp, Oj). Onepanuy npoH3BOIUINA TIOX
IHAOTPAXEANBHBIM HAPKO30M ¢ MCIIOJH30BAHMEM CMECH 3aKHCH a30Ta C KHCJO-
ponoM B coorHomenun 2:1, cyOHapKoTHYECKHX K03 (heHTanuna, Aponepuaona,
PENAKCAHTOB, CENyKCEHA.

3a0op KpoBM M3 BeHbI HA MMMYHOJOTHYECKUii cTaryc B 1-it u 2-ii rpynmax
GoMBHBIX HPOU3BOAIIIN B ONEPALIMOHHON epen nayanoM onepanud (1-1 mpo6a),
nocie onepauuu Ha dowe unreHcHBHOM 00 (2-9 npoba), Hoce NPOBENEHHO-
ro o6e360msanus (3-a npo6a) u Ha 3—5-¢ cyTxu mocxe onepauuy (4-s npoda).

B 3-it rpynne 3260p KpoBH oCyIeCTBISAIM Ha (JOHE XPOHMIeCKO# Goaw, #o
oOe36oauBanus (1-1 npo6a) u nocie 3ddexTuBHOro 06e3doimsanua (2-3 npoda).

Tlapamienbno B yKazauubie BpIlIe CPOKH B 1-i u 2-if rpynnax HPOBOAWIM
HecaegoBanne nepudepuryecKoii KPosm.

B mociieonepaunonioM epuose od0e30oamBande B IMepPBBIX ABYX IPyNmax
OCYIIECTBJIAIA B OCHOBHOM HEeHAPKOTHYECKHUMMU aHANbreTHKAMM: 5 Ma Gapanru-
Ha BHYTPUMEBIINEYHO, cymmapuo 20 mx B cyTkn, 3 mn (75 Mr) qukiodenaxa na-
TpuA BHYTpUMbILEYHO, cymmapuo 9—12 mu, 2,0 mx 50% pacrsopa anameruna
BHYTPMMBINIeYHO, cymmapuo 6—S8 mur. IIpu nexocraroynom obe30oamBaronieM
a(pderre RBofUIM 2% PacTROpP NPOMEN0ia BHYyTpAMbIeyHo. B 3-ii rpynne 5 mr
1% pacreopa mopduna (0,5 M) BBOANIN NHAYPAILHO Yepes Kamapie 12—16 4.

VIMMYHOIOTHYECKYI0 AKTMEHOCTH OOJIBHBIX OLEHUBAIM HA OCHOBAHMM M3Me-
HeHUii KIeToYHoro ummynuTera. Asyyamm HauGomnee uudopMaTuBubIe MAPKEPh],
BHIBJIAIONIAE CTEHEHh NMMYHOAENPECCHH epe] onepanueii, Ha (I0He Mocxeone-
panuoHHOii Gonu u Gomu xponmyeckoii, nocie 3dgdexTuBHOro0 06e360aMBAHNS.

DKCIPeccHIo TOBEPXHOCTHHIX AHTHTEHOB TUMQIONUTOR OLEHMBATY B peaK-
MU HeNPAMOH MOBEPXHOCTHON HMMYHO(DIIIOOpeCHEH M ¢ NpAMEHeHHeM MO~
HOKJNOHANLHKIX anTuTen cepau 1CO, nonyuyennnix 8 POHII um. H. H. Baoxuna
PAMH, x mudwbepenuupoBanumM anTUreHaM neikomuton wenosexa: CD3,
CD5, CD7 (mapkepst T-ramgouuros), CD4 (mapkep xeanepor/MHIYKTOpOB),
CD8 (mapxkep cynpeccopHbIX/IUTOTOKCHYeCKnX T-numdounron), CD22 (map-
xep B-anmpouuros), HLA-DR (mapkep B-1uMonHNTOB 1 aKTHBAPOBAHHBIX
T-aumbonuros), CD38 (Mapkep akTuBUpoBaHHbIX JuMbonuTos), CD56 (Map-
Kep ecTecTBeHHbIX Kuinepos), CD71 (peuentop tpancdeppuna), CD45 RA
(mapkep T- u B-xumdbouuros u 40% NK-kiaerok).

TIpoleHT AHTUIEHIONOKUTEALHBIX KIETOK, aKcnpeccnpyomnx fuddepen-
NMPOBOYHEIE AHTUIEHbI, ONPENENAN B «reiiTe> AuM(GOUATOB HA NPOTOUHOM
marodawopumerpe FACScan («Becton Diskinson», CIIIA). B kaxgom obpazue
Hakammsam He Meree 10 000 coGpiTHi. AHANM3 MPOBOAHIM ¢ NCHOIb30BAHK-
em nporpammuore obecneuenun Consort 32 «Lysis II» sepern 1.02.

MMMyHOPery aTOPHBIA HHIEKC ONeHMBaNM o cootnHomenwio CD4+- n
CD8+-kaerox.

Pesyasrarsl m obcyxaenne. AHAIU3 pe3yAbTATOB 00e3001MBa-
HHUA BO BpeMs ONepAHH MOKA3aJX, YTO KONKIECTEO HAPKOTHIECKO-
ro AHANLreTHKA (PEHTAHMIIA B ACCIEXYEMOM rpynne GoNbHBIX GLII0
B 1,2 paza meHbuIe, YeM B KOHTPOILHOI.

B mocaeonepauoHOM NePHOe B HCCIEAYeMOM TpyHNe aeK-~
BaTHOE 00e360/MBAHME OBINO JOCTATHYTO ¥ 35% GoabHLIX B 1-e
CyTKH, ¥ 52% — B0 2-¢ cyrRM n'y 89% — na 3-u cyrku.

IloTpe6HOCTh B AHAJNLIETHKE LEHTPANBHOrO AEACTBAS NpoMe-
ZloJIe B HCCeayeMoii rpynne Obina 3HAYMTENBHO HUKe 10 CPABHEe-
HHI0 C KOHTpoOJieM, a umendo Ha 60, 69 u 75% cooTBETCTBEHHO.
IonoOubie 6aM3KHE HANHbIE MOJXYYSHBI N ApYrumu apropamu [4].

ITapannensnoe HCcaegoBaHue MOKasaTeNed neprudepuiecKoin
KPOBH BRIGBHIO HA (pOHe BHIPAXKEHHOH mocaeonepanuonnoi 6o-
au mebGojpoii Jeiikonuros (9,610%/1 ) ¢ mamoukoAnepHBIM
casurom (go 28,0 £2,0%). Ilpn addexTuHOM 06€360UBAHUA B
nepebie 2 cyT HAOMI0IAN0Ch HEKOTOPOE HENOCTOBEPHOE CHIKe-
HHe YACHa JeHKONNTOB M YMEHBHICHHE NANOIKOSAEPHOrO CABUIA
(na 9,111,2%).

Ha 3-u cyTKM nocie onepanyy yKazaHHble MOKa3aTedu Nepu-
(epuuecKoil KPoBA MPHGIMAANICH K UCXOauEM (upH Saaroupn-
ATHOM TEYEHHM HOCJICONEPANONNOro NEePUoAa) B HCCaeLyeMoi
rpynie 60nbHBIX ¥ HA 4—6-¢ CYTKH — B KOHTPOJILHOI.

CpaBHMTEJBbHBI aHaJN3 MMMYHOJOTHYECKHMX NOKasatejel
GOJBHBIX 0 ONEPANIY ¢ ANAJOTHIHBIMHY IOKA3ATEIAMM 3H0POBHIX
JIOHOPOB BEISBMI HCXOXHOE HAPYIHeHNe B uepndepuyecKoM 3BeHe
MMMYHHO} CHCTEMEI, HauOojee O0IIMMHU YepTaAMU KOTOPOIo fAB-
JAfeTCA CHUIKEHWE OTHOCHTenAbHoro uyucena T-anmdouuros
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Postoperative analgesia in groups 1 and 2 was mainly given with non-nar-
cotic drugs such as baralgin, 5 ml, intravenously, total daily dose 20 ml,
diclofenac-natrium, 3 ml (75 mg), intamuscularly, total dose 9-12 ml, 50%
analgin, 2 ml, intramuscularly, total 6-8 ml. Patients with insufficient analge-
sia received additionally 2% promedole solution intramuscularly. Patients
from group 3 received 1% morphine solution, 5 mg (0.5 ml), epidurally every
12 to 16 hours.

Assessment of patients' cell immunity was made by most informative
markers indicating degree of immunity depression before surgery, against the
background of postoperative and chronic pain, after effective analgesia.

Expression of lymphocyte surface antigens was assessed by indirect surface
immunofluorescence with monoclonal ISO antibodies to human Jeukocytie
antigens CD3, CD5, CD7 (T-lymphocyte markers), CD4 (helper/inducer
marker), CD8 (suppressor/cytotoxic T-lymphocyte marker), CD22 (B-lym-
phocyte marker), HLA-DR (B-lymphocyte and activated T-lymphocyte
marker), CD38 (activated lymphocyte marker), CD56 (natural killer mark-
er), CD71 (transferrin receptor), CD45 RA (T-, B-lymphocyte and 40% NK
marker) derived at the N.N.Blokhin CRC.

Percentage of antigen-positive cells was assessed in the Ilymphocyte gate of
a FACScan (Becton Dickinson, USA) flow cytometer with not less than
10,000 events per specimen accumulated. The analysis was performed using a
Consort 32 (Lysis IT) 1.02 software.

Immunoregulatory index was assessed by CD4+/CD8+ ratio.

Results and Discussion. Analysis of intraoperative analgesia
effect demonstrated that patients from groups 1 and 2 had 1.2-
fold lower levels of narcotic analgesic phentanyl as compared to
the control.

In the test group effective analgesia was achieved in 35% of
cases on day 1, in 52% on day 2 and in 89% on day 3.

Demand of central analgesic promedole in the test group was
much lower than in the control (by 60%, 69% and 75%, respec-
tively). Other authors report similar data [4].

The parallel peripheral blood tests in patients with pro-
nounced postoperative pain discovered mild leukocytosis
(9.6x10%/1) with a band shift (up to 28.0+2.0%). There was a
decline (not statistically significant) in leukocyte count and in
the band shift (9.11+1.2%) within the first 2 postoperative days
under effective analgesia.

These peripheral blood tests were close to baseline (in cases
with uneventful postoperative course) on day 3 in the test group
and on days 4 to 6 in the control.

Comparison of immunity tests in the patients before surgery
and in healthy donors discovered a baseline impairment in the
peripheral component with most common decrease in relative
count of T-lymphocytes (CD3+, CD5+, cp7t cells), abnor-
mal T-cell subpopulational structure as a small relative and
absolute numbers of CD4T lymphocytes. Immunoregulatory
index in the patients was 1.19. Besides, the patients presented
with a significant decline in natural killers (CD56+ cells) and
lymphocytes expressing activation antigen CD38 (table 1).

Patients from groups 1 and 2 with acute pain demonstrated a
dramatic fall in lymphocyte absolute number (73148 cells per mcl
and 916.3167 cells per mcl, respectively). There were pronounced
changes in lymphocyte populational composition too as continu-
ing decline in mature T-lymphocytes (CD3+) to 47.8+£1.1% in
group 1 and to 50.010.2% in group 2 (table 2). Of note is an
increase in natural killers and expression of transferrin receptor
CD71 that is a marker of cell S-phase, i.e. is expressed on cells with
active metabolism. Patients from group 2 who did not receive kinin
inhibitors also presented with decline in B-lymphocytes.

After analgesia patients from group 1 demonstrated an
increasing trend in lymphocyte absolute number in contrast to
group 2 in which this parameter continued to fall. Patients from
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(CD3+-, CD5%-, CD7F-kuerkn), Hapymenne B cyGnomyasmnu-
oHnoil crpykType T-KiaeToaHOro 386Ha MIMMYHMTETA 34 CYET MAJIO-
ro0 OTHOCHTEJBHOr0 H a(CONIOTHOrO KOJMUYECTBA CD4+-nuM(bo-
uATOB. VIMMYHOPEryJIATOPHBIA HHIEEC B TIpyHHe OOJBHBIX
cocrasua 1,19. Kpome Toro, y mcciieiyeMpIX HANMEHTOB J0CTO-
BEPHO CHIKEHO YHCIO eCTeCTBeHHHIX KHIIepoB ( CD56% -xrer-
KH) ¥ JaM(OUKTOB, SKCHPECCUPYIOIINX AKTHBAHOHHBE AHTH-
ren CD38 (rabum. 1).

Ha done octpoii 6oau y 6oasnbrx 1-if 1 2-j rpynn pesko najaa-
er abGcomornoe 9ucio auMpouuTor M cocrapixser 731148 m
916,3+67 Xiu/MKJI COOTBEeTCTBeHHO. IlomynsiuOHHBIA cocTas
JumMQoONUTOB TAKIKE NpeTepHeBaeT 3HAYATEJbHEIE W3MeHeHMd.
OrnocuTenpHOe InCI0 3peasix T-mumdonuros (CD3T) mponon-
KAeT CHIKAThCA M JocTuraert yposua 47,8+1,1% y nanuentos 1-i
rpymuss 1 50,0+0,2% y GonpHbIX 2-ii rpymnst (Taba. 2). OGpamaer
Ha ceGd puaManue GakT BO3pacTaHUA YHCIA eCTECTBEHHBIX KHI-
JepoB M NOBLIIEHHs 3KCHpeccHH penenTopa Tpancheppuxa
CD71, xoroprlii aBagerca MapkepoM S-¢a3pl KIeTOYHOTO NMKIA,
T. €. MpeacTapjeH Ha AKTHBHO MeTabonu3upylomux KieTkax. Y
GOJBHBIX 2-if FPYINEL, KOTOPHIM B cXeMy oGmiero oGe3donnBanus
He BKIKNYaIu BHru0uTophl KHHHHOIeHEe3a, IPOUCXOANT U CHUKe-
nue copepxanud B-mmmpounros.

Mocae obesfonusanua y Gompnbrx 1-# rpynne! #adiogaercs
TEHIEHINS K YBEJIHYeHHI0 A0COMOTHOTO Ynciia JIaM(OLUTOB, B TO
BpeMs KaK y GOJbHBIX 2-if IPYNIBI 3TOT MOKA3aTeldb MPONOJLKACT
camxathea. B 1-i rpynme GonbHbIX, HONYYAIOIMX TOPHOKC WM
KOHTPUKAJI, 0TMEYEHO BoccTaHORNeHue T-KneToysoro 3peHa um-
MyHuTeTa. B KOHTPOABLHOM rpynne coXpaHsercs UMMyHOXepuouT
no T-immpounram (CD3%-, CD51-, CD7T-, CD8™ -kuerxu).
OTMmeueHo M3MeHeHNe B COOTHOMEHHH cyOmomynauuii T-numdo-
uMTOB 32 cuer yBeiwuenns CD4F-xierok B ofenx n3ygaeMpix
rpynnax. MMyHOperyisTopHbli nagexc cocrasiser 1,36+£0,41 u
1,946,21. Ognako oTMeuaercs CHUKeHue cogepxanus B-mmmdio-
nutos a0 1,48+1,8% v 1-ii rpynue u go 5,0+0,31% Bo 2-ii. Y na-
HUEHTOB KONTPOJIbHOM FPYNNbI TAKKE 3HAYKTEIBHO YMEHbIIAETCA
yucao JuMQOUATOB, IKCHPECCUPYIOIMIAX MAPKepsl AKTHBALHA
CD38 u HLA-JIP.

Ha 3—5-¢ cyTKH mociie onepamun y 60apHbIx 1-# rpynmer oTme-
YeHa HOJOXUTETbHAA THHAMAKA J260paTopusIX napaMeTpos. Ja-
CTHYHO TPOUCXOIUT M BOCCTAHOBIEHUE afCOMIOTHOIO YUCAA JUM-
doumToB, Koropoe cocraiser 1024,9+£168 xn/mgn B 1-if n
1097,6:121 xu/mMxn Bo 2-ii rpynne. Koanuecrso CcD3t-, CD57-,
CD7 +-, CD47-, CD8+—JmmrbouuTon COOTBETCTBYET YPOBHIO 3710~
POBEIX IOHOPOB, B TO BpeMs KaK B KOHTPOJbHOH Ipynne coxpans-
eTCs yMeHpleHHe NoKa3aTeseil KJeTOYHOr0 3BeHA MMMYHMTETA.
Coornomenye B cyomomyasuuax T-auM@omuToBR 0ocTaeTca Ha
npexueM yposre. Clieyer 0TMETHTD, 9TO Y 0OJBHBIX 00eux Ipynn
o0HApYXHBAETCS HEAOCTATOYHOCTh E€CTECTBEHHBIX KHJLIEPOR W
B-muamdbonuros.

Takam o0pa3om, B mpolecce obezdoamBaromieil Tepamum c
BKJII0UEHHEM MHTHOWTOPOB KMHMHOreHe3a IPOUCXoauT Hanboee
phipaxennoe u 0ojee pamiee BOCCTAHOBJEHNE MCCIEIYEMbIX NO-
gaszareneii T-KNeTOYHOI0 HMMYHUTETA.

Yro KacaeTcs UHKYPaBGeJbHBIX 60abHBIX 3-i rpynnsi, T0 HAMH
fe ObLIO 0TMEYeHO BUAMMEIX M3MeHeHMil B OKA3aTeNaX UMMYH-
HOrO cTaTyca Ha goue npoenenuoro sddextTusnoro o06e360mm-
panus. Dro 00YCAOBIECHO, BEPOSITHO, PEIKUM CHIDKEHHEM MCX0)-
HBIX MOKazaTeNell UMMYHMTETa, HCTOIEHHEM WMMYHHOH

Tabnuya 1 Table 1

MokazaTenn VMMYHHOIO CTATYCa Y GOSbHBLIX PaKOM MaTKu,
ANYHUKOB A0 onepauvn

Immunity tests in patients with uterine and ovarian cancer
before surgery

MNokazatenu Snopostie BoJsbHbIE
AOHOPH!
oo S | otes | oz0sisg
fy"{';‘)"g;%‘é‘;;;‘s "é‘e/l'l‘g"ger | 167873 140656
fy”'r:]"g;’l%'é";;‘s W 28,240,091 22,43+0,87
CD3 62,8+1,18 53,03+0,17
CD5 63,7£1,2 51,8%1,5
cb7 73,3%1,1 61,4+0,2
CD4 37,1%1,2 29,1%0,68
CD8 25,5+0,8 24,4+0,8
CD22 > % 7,0420,62 5,08%0,24
HLA-DR 9,8+0,5 10,01£0,22
CD38 30,6£1,5 21,6+0,8
CD45RA 54,0+£1,3 24.8+15
CD56 18,8%1,6 9,2+1,0
CD71 3,9+0,4 4,8+0,2
CD4/CD8 _j 1,5£0,4 1,19%0,33
Tests I;i?llgg Patients

group 1 receiving gordox or contrycal presented with recovery of
T-cell immunity. While the control group preserved T-lympho-
cyte deficiency (CD3%, CD51, CD7, CD8 cells). There was
a shift in T-cell subpopulational ratio as increase in CD47 cells
in both groups. Their immunoregulatory indices were 1.361:0.41
and 1.910.21. However, there was a decrease in B-cells up to
1.48+1.8% in group 1 and to 5.0+0.31% in group 2. The control
group also presented with a considerable decline in lymphocytes
expressing activation markers CD38 and HLA-DR.

On days 3 to 5 following surgery patients from group 1 had
positive changes in laboratory tests. They presented with partial
recovery of lymphocyte absolute number which reached
1024.91168 cells per mel in group 1 and 1097.6:121 cells per
mcl in group 2. Counts of CD3+, cD5t, ¢D7t, CD4™ and
cpst lymphocytes were the same as in healthy donors, while in
the control group the T-cell tests were below normal. T-lym-
phocyte subpopulational composition remained at the same
level. Note, that both groups presented with deficiency in natu-
ral killers and B-lymphocytes.

So, analgesia with kinin synthesis inhibitors resulted in a
more pronounced and earlier recovery of T-cell immunity.

As concerns incurable patients from group 3, there were no
visible changes in their immunity status in the process of analge-
sia. This might be due to the dramatic baseline decline in their
immunity tests, general impairment of the immune system under
long-lasting permanent nociceptive irritation, intoxication.
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Tabnwuya 2

MokasaTeny MMMYHHOro cTatyca y 00JIbHbIX PaKOM MaTKK, SUMHMKOB B MOCNeonepatyioHHOM nepuoge
Postoperative immunity tests in patients with uterine and ovarian cancer

Table 2

Ha BbicoTe 6onn fMocne o6esbonmnsaHus 3—5-e cyTku nocne onepauun
Mokazarenn {2-a npoGa Kpogwn) (3-9 npo6a kpoeu) (4-s1 npoBa Kpoeun)
1-1 rpynna 2-51 rpynna 1-a rpynina 2-q rpynna 1-9 rpynna 2-q rpynna
f::’;gg‘y”‘t;:‘ ggl/lg’";’ér el 95504587 9200443 9170+579 10 035+588 6090+495 7036533
fyﬂ"g;‘;‘égg’s *;”e/l?g";er ol 731248 916,367 885,842 702,4+55 1024,9+168 1097,6+121
fyﬁ;”g‘;%’;{;’s_\ 7,66+0,32 9,96+0,46 9,66:0,41 7,020,23 16,83%1,51 15,6+1,32
CD3 47,841,12 50,0+0,2 64,3+1,08 46,6+1,1 59,7+0,22 46,1+0,1
CD5 58,5+0,24 64,2+0,7 58,1%0,3 52,6+1,0 60,2+0,14 50,5%0,5
Cb7 66,6+0,23 62,9+0,7 68,6+0,08 60,420,6 68,0x0,15 55,00,2
CD4 31,8+1,2 34,4+0,4 42,7%+1,1 39,2+0,3 36,4+0,3 40,2+1,1
CD8 % 29,4+0,1 25,3+0,3 31,3+0,8 20,4+0,2 26,6£0,26 17,1+0,5
CcD22 7,03+0,76 3,5+0,03 1,48+1,8 4,0+0,3 3,38%0,9 2,0£0,3
HLA-DR 10,8+0,9 5,3+0,07 16,350,7 5,3+0,02 10,4+10,4 9,1+0,2
CD38 20,6%0,8 22,9+0,4 24,62%0,6 10,8+1,5 25,9+0,01 13,3+0,7
CD45RA 51,8+0,11 54,0£0,2 58,5%0,65 59,8+0,56 46,5+1,2 36,7+1,3
CD56 _J 11,3%0,43 18,1£0,2 12,7+1,8 17,8+0,6 6,2+1,1 4,2+0,5
group 1 group 2 group 1 group 2 group 1 group 2
Tests At pain peak After analgesia On days 3-5 postoperatively
(blood sample 2) (blood sample 3) (blood sample 4)

CHCTEMbI OPraHu3Ma Noj BIMAHUEM JIUTEILHOr0, MOCTOSHHOrOQ
00JIeBOro HOUUUENTHBHOIO PA3APAIKUTENA, MHTOKCHUKALMN.
TIomo6HbIe Pe3yJabTATHI HOJYIEHBY M APYIAMM ABTOpPAMH, HO B
npouecce aapopanTHoi uMmmysomoayasanun. Tak, Kum Cyu Iya u
coaBt. [3], uzyyasine MMMYHHOE COCTOAHNE GOJBLHBIX PAKOM XKe-
ayaka Ha dome Tepamuum uMMyHoMozyiaATopamu ((aropoHnzu-
HOWH, JeBaMU301 ), OTMETHIM YJIyYlieHne MMMYHHOTO COCTOSHMS
NOCJIe PAAUKATLHBIX ONepanuii, 0COOEHHO Y HAUEHTOB ¢ HU3KA-
MU MCXOZHBIMH NOKA32TENAMA MMMYHUTETA.
IIpu pacnpocTPAHEHHOM Ke MPolecce Y STUX GOJbHBLIX He ObLX
0o0HApYKEeH UMMYHHBI OTBET HA TEPANMIO HMMYHOMOIYIATOPAMM.
JIAHHLIMH IPYTHX ABTOPOB, KACAIONIMXCS U3MEHEHNI NMMYHO~
JIOTHYECKOT0 CTATYCA MPU NOCHEeONepANVOHHON aAHAJILTE3HH,
00e300 UBANIH HHKYPAOENBHBIX 00JBHBIX, MBI HE PACHONALAEM.
Boisogpt. 1. VInru0uropsl KnHHHOTEHe3a (KOHTPHKAJ, Trop-
JI0KC), BKJIIOUEHHBIE B CXeMYy HHTPa- H NOCIEONEePANHOHHOTO
oGe30onuBannsa GOJLHBIX PAKOM MATKM M AMYHUKOB, IOBBIIAIOT
a(pderTHBHOCTD 00e300MBAHNS AHATBTETUKOB NepuhepuuecKoro
Jeicreus (MUKIo(EeHak HATPUS, GapaAITHH, AHAJBIUH), YTO O3B0~
JIeT YMEHbIIATH MOTPEGHOCTE B HAPKOTHYECKUX AHANBreTHKAX.
2.V GOJBbHBIX PAKOM MATKM U AHYHAKOB 10 OHEPAlMH MO CpaB-
HEHMIO CO 3[I0POBBLIMH JOHOPAMH BBIABISETCA NCXOJHOE CHIZKEHUE
gucna T-1aMpouuToB, HAapyienne B CYOGIMONYISIMOHHOM CTPYK-
type T-KreToyHoro 36eHa MMMYHMTETA 32 CYET MAJIOFO KOJIMYECTBA
CD4 " -mmdonuToB, CHIKEHNE YHCHA eCTECTBeHHbIX KHLIEPOB 1
JMUMODONUTOB, IKCHPECCUPYIOIINX AKTHBANMOHHEIA AHTHTEH.
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Similar results are also reported by other investigators as con-
cerns adjuvant immunomodulation. For instance Kim Sun Gui
et al. [3] studied immunity in patients with gastric cancer
receiving immunomodulating therapy (fluronizidine, levami-
zole) to discover amelioration of the patients' immunity after
radical surgery, especially in cases with low immunity parame-
ters at baseline.

In contrast, patients with advanced disease had no immune
response to immunomodulator therapy.

Unfortunately we have no data from other authors concern-
ing changes in immunological status of patients due to postop-
erative analgesia, analgesia of incurable cases.

Conclusions. 1. Inclusion of kinin synthesis inhibitors (con-
trycal, gordox) into intra- and postoperative analgesia of
patients with uterine and ovarian cancer improves the effect of
peripheral analgesics (diclofenac-natrium, baralgin, analgin)
and thus reduces demand of narcotic analgesics.

2. Patients with uterine and ovarian cancer had decreased
baseline levels of T-lymphocytes, abnormal T-cell subpopula-
tional composition as decreased Cbh4t Iymphocyte count,
decreased counts of natural Kkillers and activation antigen-
expressing lymphocytes in comparison with healthy donors.

3. Early postoperatively the patients presented with a fall in
lymphocyte absolute number, mature T-lymphocytes up to
47.811.1% in the test group and up to 50.0£0.8% in the control.
There was also a decline in Iymphocyte immunoregulatory
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3. B paHHeM moclieonepanuoHHOM mepHone Ha (hoHe OCTpPOi
6o cHmkaercs aGCoMOTHOE YHCIO AHUMQONMTOB, KOJNMIECTBO
3pensix T-aumdonuros go 47,8+1,1% » uccaenyemoii rpymue u
110 50,010,8% B KoHTpOIbLHON. YMeHbIIACTCA MMMYHODELYASTOP-
HBI wHAeKC JuMAONMTOB 32 CYET NaAeHus CD4% -gnerox. B
KOHTPOJBHOH rpynne G0JbHEIX CHUIKAETCH B cojepRanue B-aum-
thouuros.

Ha 3—5-e nmocaeonepaMoOHHbIe CYTKH B UCCAeyeMOii rpynne
Ha (hone yRa3aHHoii cxeMbl 06e300aMBAHYA 0TMEYEHO HPUOINKe-
HUE MAPAMETPOB MIMMYHHOIO CTATYCA K MCXONHBIM.

4. Y nuKypaGeapHbIX OHKOJOrHIecKHX 00JbHEIX Ha (oHe 3~
(erTHBHOr0 00€300MBAHUSA HE BHIABIEHO HOJOKUTEIHLHOH IU-
HAMMKH B OKA3ATEJAX MMMYHHOTO CTaTyCa.
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KINHUKO-TEHETUYECKUE XAPAKTEPUICTUKI PAKA
TOJICTOM KPIIIKA

Huemumym ornxonozuu Mondoewt, Kumunes,
HHH xnunuyecroli onxonozuu

Hecmorpa Ha TO YTO UCCHETOBAHUA 10 NPOOIIEMe PaKa TOJICTOM
kumgy (PTK) 3aHMMA0T OZHO W3 BeAYUIMX MECT B OHKOJOIHH,
ITHONOTHYECKHE (PAKTOPEI H KOHKPETHBIE NaTOreHeTHIECKHE MeXa~
HU3MBI 3TOr0 3300JEBAHUSA OCTAIOTCA JO KOHUA HEBBISICHEHHBIMM.
B nocieanee BpeMs peleHHe 3THX 33124 BO MHOIOM CBA3RIBAIOT C
MeIHKO-TeHeTHUECKIMHU WNCCAeTOBAHMAME, HANPABICHHLIMH HAa
U3YYeHHe PO HACTEACTBEHHOM MPEAPACIOI0KEHHOCTH B PA3BU-
T PTK, ero renernieckoii rereporeHHOCTH, NPOGaeMbI IOHATHS
«NpeapaKk — pak» W BbIABJICHME JIMI, CPeXH POJCTBEHHUKOB C MO-
TEHHUHAJILHO BEICOKHM PUCKOM 3200€Th 3T0H GopMoil onyXon.

B MHOTOYHCJIEHHBIX MCCIEX0BAHMAX NMOKa3aHo, uro 15—20%
00abpHBIX KoopekTanbHbM pakom (KPP) umMeroT poacTEEeHHHKOB
nepBoil CTeNeHd POACTBA C TAKOM xe naToxorueii [2, 7, 9, 10, 12,
17]. Jas poncTBEHHAKOB PUCK 3200J1eTh HOCTENEHHO BO3PACTAET
B 3aBUCHMOCTH OT YHCJA MOPAKEHHBIX YNCHOB CeMbH, TAKECTH
KIMHUYECKOH KAPTHHEI (HajiuyHMe MOJMHEONJIA3Hid) M BO3pacTa
DPOSABIEHHUS Y HUX 3JI0KAYECTBEHHOT0 HOBOOGPA30BAHMS.

YeranoBieHo oOmee Hacieposapve agenom u PTK [4, 5].
TIpuznanue Konuennuu craguitnoro passurus KPP u narorene-
THYECKOH CBA3M A/IEHOMbI C KAPIMHOMOI TOJICTOH KMIMKH KAK MO

indices due to a fall in CD4™ cells. The control patients also had
decreased B-cell counts.

On postoperative days 3 to 5 patients from the test group had
immunity parameters close to baseline.

4. Incurable cancer patients receiving effective analgesia failed
to demonstrate positive changes in the immunity parameters.
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CLINICAL AND GENETIC CHARACTERISTICS OF
COLONIC CANCER
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Notwithstanding the fact that colonic cancer (CC) is a lead-
ing problem in oncology, its etiology and specific pathogenic
mechanisms are unclear. Over the last years the investigators
focus on medical genetic study, in particular on the role of
hereditary proneness to CC, genetic heterogenicity of CC, the
‘precancer-cancer’ problem and screening of individuals at high
risk of CC among relatives.

Numerous studies have demonstrated that 15% to 20% of
patients with colorectal carcinoma (CRC) have first-degree rel-
atives with the same disease [2,7,9,10,12,17]. The risk to devel-
op CRC is increasing in parallel with the number of relatives
having the disease, disease severity (the presence of polyneo-
plasia) and age of CRC onset.

Adenoma and CC were found to have common inheritance
[4,5]. As the concept of gradual development of CRC and
pathogenetic relationship of colonic adenoma and carcinoma
as at least one of mechanisms of tumorigenesis was adopted,
the study was focussed on the following areas: immunological
lesions that accompanied increasing proliferative and dysplastic
changes in the colon; HLA antigens associated with CC and
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