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HanuonanbHbIii MHCTUTYT paka, Kues

NNOKAJIbHbIA UMMYHHbIA OTBET
Y BOJIbHbIX MENAHOMOW KOXMW:
CBA3b C 2ODPEKTUBHOCTbIO
NMHTEP®OEPOHOTEPAINMNA

Mpu NoMoLLM UMMYHOTUCTOXUMUNYECKOTo MeToA,a U3yyeHbl peHoTUunnyeckne
0cobeHHOCTU NUMEPOLUUTOB, UHPUNBTPUPYIOLLUX NEePBUYHYIO MenlaHOMY
KOXW, y 12 naumueHToB ¢ IB-IIC ctraguen 3abonesaHus. lMokasaHo, 4To KneTt-
KW BocnanuTernbHoro uHpunbrpata akcnpeccupytotr CD3-, CD8-, CD45RA-,
CD45RO- n CD20-aHTUreHbl. Bo Bcex cnyvyasax Knetku numpoungHoro nH-
¢unbTpata B cTpoMe U NapeHxume 6binu npeacraBneHbl T-numbountamm
(CD3*) n Tonbko B 3 n3 12 cnyyaes, nomnumo CD3*-kneTok, BbIfiBlI€Hbl
B-numdpountbl (CD20*). Bce T-numdpoLmnTbI 3KCNpeccupoBanm UCKiouYnuTenb-
Ho KopeuenTop CD8, 4YTo NO3BOJINIO OTHECTU UX K cyOnonynaumm LMToToK-
cnyecknx T-numdepoumnToB. borbLWUHCTBO LLUTOTOKCNYECKUX T-nnM@poLmnToB
nokKanusoBanucb B CTPpOMe OMNyxosiv U 6binu npepcraBneHbl KaK HAUBHbI-
Mu T-knetkamu (CD45RA*), Tak U KneTKaMu UMMYHONOIrMYeckon namsaTu
(CD45RO"). NMpu peTpocnekKTUBHOM aHarnuse, NpoBefleHHOM B 3aBUCUMOCTU
oT 3¢ppeKTUBHOCTM afbloBaHTHON UHTepdepoHoTepanuu (MDH-Tepanun),
YCTaHOBIIEHO, YTO y BOMNbHbIX ¢ GrnaronpuUsaTHbIM TeyeHneM 3aboneBaHus,
B OT/IN4ME OT MNauUeHTOB C peLnanBOM MeflaHOMbI KOXXU, pa3BUBLUMNMCS
y 4 n3 12 naumMeHTOB B Te4YeHUe NepBOro roga nocie ncceyeHNs NepBuY-
HOW OMyXonu, perucrpupyetcs 6onee Bbipa)keHHass UHOUNbTPaLUA CTPOMbI
onyxonun CD45R0O*-kneTkamu, a napeHxmmbl — CD8*-numdpouutamn. Nony-
YeHHble pe3ynbTaTbl OTKPbIBAlOT HOBble BO3MOXXHOCTU NPUMEHEHNS UMMY -
HOMOrNYecKMX napamMmeTpoB B NPOorHosmpoBaHuu otseta Ha UPH-Tepanuio
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y 60nbHbIX nepBM‘lHO—HOKaHMBOBaHHOI‘;I MeNaHOMOW KOXW.

BBEAEHUE

[MpeanosioxeHuss o Beayllleir posiu
UMMYHOJIOTHYECKMX MEXaHU3MOB B pe-
IPECCUU MEJIAHOMBI KOXU, KOCBEHHBIM
CBUJIETEIBCTBOM KOTOPBIX SIBJISIETCS BBI-
paxeHHast TMMOOUAHO-KIETOUHAsA MH-
(brtbTpalus epBUYHOM OITYXOJIH, yYeHBIE
BBICKA3BIBAJIN JOCTATOYHO AaBHO [1—3].
B yacTHOCTHM, MOKa3aHO, YTO PELUJAUB
3a00JIeBaHUs peXe pa3BUBAETCS Y Tallv-
€HTOB C BBIPaKEHHON MECTHOM JTUMbOUI -
HO-IIJIA3MOLIMTApHON peaklineil B CTpoMe
OITYXOJIM, BBISIBJIsIeMO B 37 % ciiydaes rep-
BUYHO-JIOKAJIM30BAaHHON MeJIAaHOMBI KOXH
[2]. Buccnenosanuu C.G. Clemente u co-
aBTOpOB [3], MpoBeEHHOM Ha OOJIBILIOM
KIMHAYECKOM MaTepuajie, yCTaHOBJIEHO,
YTO JTUMGOUIHO-KIETOUHAsA UHPUIb-
Tpalus MEePBUYHON METaHOMBI KOXU
SABJISICTCS] HE3aBUCUMBIM OJIAaTOMPUSATHHIM
MPOTHOCTUYECKUM (PaKTOPOM.

B Hacrosiiiee BpeMmsi MpU3HAHO, YTO
JTOMUHUPYIONIAs KIETOYHAs MOTYJIs-
LUsI BOCHAJIUTEJIbHOTO MHPUIBTpaTa
B CTPOME MEJIAaHOMBI KOXHU TIpejicTaBlIeHa
T-numbouutamu, u Hanuyue CD8'-
KJIETOK B €€ TIaPEHXUME SIBJISIETCS BAXKHBIM
MPOTHOCTUYECKUM KPUTEPHUEM JIyullei

BBIKMBaeMOCTH 00JbHBIX [4]. OnHa-
KO SIBJISETCS JIM OTOT (haKT CBUIETEIb-
CTBOM 2JIMMMHALIMU OTYXOJIEBBIX KIETOK
WX TIPU3HAKOM TOPMOXEHUSI pOCTa OIy-
XOJI — BOIIPOC JUCKYCCUOHHBIM.

B nanpHeiileM MpoaeMoHCTpUPOBa-
HO, YTO HE TOJIBKO TIePBUYHAST OIYXOJIb,
HO ¥ BTOPHWYHBIE METacTaTHYeCKue I0-
paxXxeHusl HECYT CBUJIETEIBCTBA UMMYHO-
JIOTMYECKOTrO KOHTPOJIsE UX pocta. Ha oc-
HOBAHWM aHaJl3a TPAaHCKPUTIIIMOHHOTO
npoduiisg reHoB BPOXIEHHOTO M ajal-
THBHOTO UMMYHHOTO OTBETA Y/1aJ0Ch BbI-
JIeJTUTH BApUAHTHl METACTa30B MeJIaHOMBI
KOXM C UMMYHOJIOTMYECKN aKTUBHBIM
U HEAKTUBHBIM («OeCCUMIITOMHBIM») (he-
HoTUNaMHu [S—7].

HccnenoBanue OUONTATOB MeTacTa-
TUYECKUX MOPAXEHUHN Y dTUX OOJIBHBIX
B JUHAMUKE UMMYHOTEpAIu MoKa3ajio
nepexo/; Npoduisi TPaHCKPUTILIUMOHHBIX
(hakTOpOB OT UMMYHOJIOTHUYECKU HE-
aKTUBHOTO K aKTUBHOMY [6]. ABTOpHI
HUTUPYEMOU PabOTHl BBICKA3aIU MPE/ -
MOJIOKEHUE, YTO Ha TMO3JHUX CTaIMIX
3abosieBaHus oKcnpeccust nuddepen-
LHUPOBOYHBIX AHTUTEHOB MeJIaHOMBI
00ycCJIOBJIeHA aKTUBALlME UMMYHOCBSI-
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3aHHBIX TPAHCKPUIILIMOHHBIX (AKTOPOB,
MTO/LIE PKUBAIOTIMX TeAnb GepeHIIMPOBKY
OTyXOJIEBBIX KJIETOK [7]. BrissBienue
uHTepbepoH-peryaupymwiero dhakropa
1 (IRF-1) B aTux ob6pasiiax KoppeJiu-
poBaJio C JyYlleil BHIKMBAEMOCTHIO
6osbHBIX [8, 9]. KpoMe Toro, B ommyxoJssx
[1alIUeHTOB, OTBETUBLINX HA UMMYHOTe-
panuio, BBISBICHBI IPU3HAKU PAa3BUTUS
BbIPAXKEHHOI BOCTIAJIUTEILHOM peaKnu
Ha (HoHe aKTUBALUU UHTEPDHEPOH-CTU-
Myaupylomux reHoB (ISGs) u uHAYKLINT
v-unteppepona (y-UDOH). INpusneve-
Hue T-1uMdOoLUTOB B ovar BoCIaJleHus
00YCJIOBJIEHO IPOAYKLIMEel XeMOKMHOB,
YTO, B CBOIO OUepPe/Ib, KOPPEJIUPYET ¢ UH-
TEHCUBHOM MHOWIbTpaLIKei TapeHXUMbL
omyxou CD8* T-numdounramu [10].

nemo B Teuenue 12 Mec). BosHukHoBeHMe
pelnarBa Ha IIPOTIXKEHUU TIEPBOTroO Toja
[1ocIie yiajaeHus IePBUUHOM OITyXOJIH pac-
LIEHUBAJIU B JaHHOM MCCIEIOBAHUM KaK
HeOIaronpusaTHOE TeueHue 3ab0/ieBaHts,
COOTBETCTBEHHO, OTCYTCTBUE PEIIUINBA —
Kak OnaronpusTHoe. Bce GosibHbIE nain
MH(pOPMUPOBAHHOE COTJIacke Ha yyacTue
B HMCCJIEIOBAHUM, OI00PEHHOE JIOKAJIbHOM
Komuccueii 1o BorpocaM 3THKH.

XapakrepucTuka 0OJbHBIX B 3aBUCH-
MOCTH OT I10JIa, BO3pacTta, JIOKaJIU3aluu
U ITATOIMCTOJIOTUYECKHUX OCOOEHHOCTEM
IePBUYHON MeJIAaHOMBI (CpeTHSIsI TOJIIIMHA
orryxoau 1o Breslow 3,1+0,4 MM) ¢ yue-
TOM Te4eHUs 3a00jIeBaHMs IIpe/icTaBIeHa
B TAO/IMILIE.

O KOXXKU, MATKUX TKaHen, KocTen

tokcunuuoM Gill. B kauecTse mosioxxuresib-
HOTO KOHTPOJISI UCITOJIb30BAIN TKAHEBbIE
00pasIIbl C OIIPe/IeIEHHOM TIOIOXUTETbHOMN
pPeakTUBHOCTBIO, a JUJIsI OTPUIIATETIHLHOTO
KOHTPOJISI TIPOBOJIMJIM IIPOLIEAYPY O€3 TIpU-
MEHEHUS IEPBUYHBIX aHTUTEI.
[MosyyeHHbIe Iperaparhbl u3yyaum u ¢ho-
Torpadg)upoBav TIpu TIOMOIIM MUKPOCKOITa
Nikon Eclipse 80i ¢ xamepoit DS-5SMc/L2.
O1IeHKY COjIepKaH ST MeUeHbIX KJIETOK B IIpe-
raparax ImpOU3BO/IVITH TTOTYKOITIECTBEHHO:
«0» — orcyrcrBue, «1+» — eqUHUYHbIE
KieTkM, «2+» — 10—30 xireTok, «3+» —
oosiee 30 KJIETOK B I10JIE 3pEHUSI, BbIpAXast
pe3yJIbTaThl B YCJIOBHBIX eiMHUIIaxX oT 0 j10 3.
CraTucTuueckyo oopaboOTKy ITOJIY-
YEHHBIX TAHHBIX IPOBOAWIN C UCIIOJIB30-

Takum o6pazom, Mo MHeHUIO 00Jib- TabGnuua. XapakTepuctuka GoNbHbIX
IMHCTBA HccienoBaTeneii, TuMpOouIHO- Konuyecteo 00nbHbIX
KJIeTOYHast MHGWIbTPAUsI U/WUJIU UH- Mokasarenun (c GnaronpuaTHbIM/He61aroNPUATHbIM
JNYKIIUSI TPAHCKPUITIIMOHHBIX (haKTOPOB _ Te4yeHnem 3aboneBanus)
TeHOB UMMYHHOTO OTBETA CBUACTEILCTBYET  [lof )’x:(g%; 2 gﬁ;
00 aKTMBAUMUM MPOTUBOOIYXOJIEBOU 31-50 3(1/2)
MMMYHHOMN 3all[MThI, YTO Koppenupyer  B03PacT, nier >50 9(7/2)
¢ 0GJIATOTIPUSATHBIM IIPOTHO30M Y OOJIbHBIX Jlokanusaums onyxonu KoneyHoctn 7 (4/3)
MeTaHOMOM KOXH. Tynosuuie 5 (4/1)

ODTUM acrnekTaM B3aMMOOTHOIIEHU . SNHTENMOAIHEN . 8 (4/4)

TucTonornyecknid TMn onyxonu BepeTeHoKNeToYHbIn 1(1/0)

OITYXOJIM U OpraHu3Ma C Y9eTOM CHUCTEM- CMelwaHHbIi 3 (3/0)
HbIX UMMYHHBIX peakUuil B HacTosllee WassBnenve onyxonu Ectb 8 (4/4)
BpeMs yaesnseTcs ocoboe BHUMaHUE, : :-IeiTEO 35‘1‘5?3
HTO CBA3AHO € HO”):%HHMM“ AaHHEIMH TonwwmHa onyxonu no Breslow, Mm 2:1—4:0 8 (7/1)
O MPOTHOCTUYECKOMN IIEHHOCTHU pas3iany- >4,0 2(0/2)
HBIX UMMYHOJIOTUYECKHUX ITapaMeTpOB Bcero 60bHbIX 12 (8/4)

y OOJIbHBIX 3710Ka4eCTBEHHBIMU HOBOOO-
pPa30BaHUSIMU U Pa3pabOTKOIL CTaHIapTH -
30BaHHBIX ITOJIXOJ0B K MX OIpe/ieIeHUIO
[11—13]. B cBsI3U ¢ 3TUM OOCYyXIaeTcs
BO3MOXHOCTb BKITIOUEHU ST UMMYHOJIOTH -
YeCKUX KPUTEPUEB B ITapaMeTPhbl CTadu-
pPOBaHUST OHKOJIOTMUECKUX 3a00sIeBaHUI
[14, 15] n npuMmeHeHUs B psije cilydyaeB
MUMMYyHO3aBUCUMBIX kKputepueB (irRC)
IpU OlLIEHKE Pe3yJIbTaTOB UMMYHOTEpa-
nuu [14].

CraTbsi OCBSILIEHA U3YYEHUIO ITPU T10-
Mol UMMyHoructoxumuueckoro (UI'X)
MeToJa JioKalu3aluuu TuM@ouuTos,
UX (peHOTUIIUYECKUX XapaKTepUCTUK
Y BBIPAKEHHOCTH MHOUIBTPALUU TKAHU
IIEPBUYHOM OITYXOJIU C LEJIbIO YTOYHEHUS
IIPOTHOCTUYECKON IIEHHOCTU 3THUX ITOKa-
3aTesiei [pU MIPOBEACHUN albIOBAHTHOU
W DH-Tepanuu y 607IbHBIX [IEPBUYHO-JIO-
KAJIM30BaHHOUN MeJIaHOMOM KOXKU.

OBBEKT U METO/bI

UCCJIEQOBAHUSA

B uccnenoBanue BKIOYEHO 12 60Jb-
HbIX MejilaHoMol koxu IB—IIC cragun
(cpennuii Bospacr 57,743,7 roxa), Haxo-
JIUBILMXCS] HA JICYEHUU B OTIEJIEHUU OITy-
XOJIe KOXU U MATKUX TKaHel Hatmonans-
HOTo MHCTUTYTA paka B 2009—2012 rr. [1a-
LUEHTHI TIOTy4YaId CTAHIAPTHYIO TePaIluio,
BKJIIOUAIOIIYIO XUPYPTUUECKOE JIeYeHUe
(ILIMPOKOE MCCeIEHNE ITEPBUYHOM OITyXOJIH )
u anbioBaHTHYI0 a- UDH-Tepanuio (a-2b-
M®H nonxoxHo 1o 3 MitH ME 3 pasa B He-
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WUI'X ucciienoBanue nepBUYHON OITy-
XOJIM TIPOBEJIEHO Ha MaTepuaje, Mojy-
YEeHHOM IIPU XUPYPTUUECKOM JIeUeHUU
6osibHBIX. ONepauMoOHHbII MaTepuan
dukcuposaau B 3a0ydepentom 10% pac-
TBOpe hopmanuna (pH 7,4) u yruoTHsIn
B IMaparuiacT ¢ MpUMeHEeHUEM THCTUOIIPO-
neccopa Histos-5 («Milestone», WUTanus).
W3 napaduHOBBIX 6JIOKOB U3rOTOBIIS-
JIM TUCTOJIOTHYECKUE Cpe3bl TOIIIMHON
5 MKM C ITOMOIIIbI0 MUKpOTOMa Microm
HM325 («Thermo Scientific», l'epmanus).
st ob1ieli oleHKM HOBOOOpPa3oBaHU M
Ccpe3bl OKpallluBaId TeMaTOKCUINHOM
1 D031HOM.

WUI'X peakuuu MpoBOAUIM C aHTU-
TeJaMK TIPOTHB aHTUTEHOB YeJIOBEKa: I0-
JKIoHanbHBIM CD3, MOHOKIOHAJIbHBIMU
CDS8 (clone C8/144B), CD4 (clone 4B12),
CD20cy (clone L26), CD56 (clone 123C3),
CD45RO (clone UCHLI) («Dako», Hda-
HMSI) B COOTBETCTBUM C PEKOMEHIallM -
aMu 1poussoautens, a takxke CD45RA
(clone ALBI11) («Beckman Coulter»,
CILIA), HLA-DR (clone G46-6 (L243)),
CD25 (clone M-A251), CD95 (clone DX2)
(«Becton Dickinson», CIIIA).

Hdnsg Busyanuzauuu mpoaykros MI'X
peakiuy MPUMEHSIIM CUCTEMY ETEKIIUN
EnVision™ FLEX («Dako», Janust) ¢ uc-
MOJIb30BAHMEM B KauyecTBe XpOMOTeHa
3-amuHO-9-3TIIIKap6a3ona (Mono AEC;
«DBS», CIIIA). Cpe3sbl moKpalmBaiy remMa-

BaHueM mporpamm Excel (MS Office 2003,
XP) u Statistica 6.0 («StatSoft Inc.», CILIA).
Pesynbrarhl uccienoBaHus IpeacTaBIsiIun
B BUJIE MEIMAHbI C MUHUMAJIbHBIM 1 MaKCHU-
MaJIbHBIM 3HaYeHusAMU. [1s orpesiesie Hus
JIOCTOBEPHOCTU pasnuyuii moxasareyiei
B TPYIIIIAX UCIIOIb30BAJIN KpuTepuii MaH-
Ha — YuTHU. Paznnuus oueHuBalM Kak
noctoBepHbie ipu p<0,05.

PE3YJIbTATbI

U UX OBCYXXAEHUE

Cpeau M3ydyeHHBIX JIEMKOIUTAPHBIX
anturedos (CD3, CDS§, CD4, CD?20,
CD56, CD45RA, CD45R0O, CD95, CD25,
HLA-DR) B npouecce UI'X BoIsiBICHUSA
IPU3HAKOB KIMMYHHOTO BOCIIAJICHUST B TKa-
HU TIEPBUYHOMN MeJJaHOMbI KOXXH OblLTa ITOJI-
TBepKIeHa aKcIIpeccusi ToJbKo rsitu (CD3,
CD8, CD45RA, CD45RO, CD20) (puc. 1).

Kak cBUIEeTEIbCTBYIOT IaHHbBIE PUC. 1,
BO BCEX CIIYYasiX KJIETKHU JIUM(MOUTHOTO HH-
¢buibTpaTa B CTpoMe U IapeHXuMe MeTaHo-
MBI ObLTH TIpe/icTaBienbl T-nmuMdountamu
(CD3") u Tonbko y 3 U3 12 mauueHToB,
nomMmuMo CD3"-kjgeToK, BBISIBJIEHBI
B-nmumdpouuter (CD20%). Kpome Toro,
Bce T-1uM@OIUTH 9KCIIPEeCCUPOBaU
UCKIOUUTEIbHO Kopeuentop CDS, yto
ITO3BOJIUJIO OTHECTU DTH KJIETKH K CYOTIONy-
JISUMM TUTOTOKCHYecKUX T-1uMboluToB
(OTJ). boasmuucto LITJ nokanu-
30BAJIUCh B CTPOME OIIYXOJIU (COOTBET-
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Puc. 1. MNonynsumMoHHbIN COCTaB KNeTok NMMGONAHOro nHpunbLTpaTa nepBnyHHON
MeNaHOMbl KOXW

crBerHo 2,10 (1,25; 2,50) npotus 0,62 (0;
1,40) yci. en. B ee mapenxume; p<0,05).
[Mpu aToM MHOUIBTPALIUS TTaPEeHXUMBI
meaHoMbl C D8 -muMmbormramMiu BeIsIBIIeHA
vy 9 u3 12 nmaiueHToB.

Cyonomynsauusg CD8* T-mumdonnron
Oblyta TpejcTaBiIeHa KakK HauBHBIMU
T-xnerkaMmu, 9KCIPECCUPYIOIIUMHU U30-
dopmy Tuposundocdarazsr CD45RA,
TaK U KJIETKAaMU MMMYHOJIOTUYECKOU
namata (CD45RO%). Ilpu getaibHOM
aHaJIn3e 0Ka3aJlocCh, YTO B CTPOME OITyXOJIU
BO BCEX M3YYEHHBIX CIIydasiX IIPUCYTCTBYIOT
u HauBHBIE CD8*-TuMGOUNTE, U KICTKI
UMMYHOJOTHYECKON MaMsITU (COOTBET-
crBerno 2,28 (1,33; 2,88) u 2,00 (1,67;
2,86) ycir. ejL.).

HampoTus, mapeHxuma MeaaHOMBI
B 8§ U3 12 cayyaeB MHGUIBTPUPOBAHA
CD45RA*-nmumdbouuTaMu, TOorjga Kak
CD45RO"-kyeTKH BBISIBJICHBI TOJBKO
y 4 u3 12 nauueHToB (COOTBETCTBEHHO
0,57 (0; 2,00) u 0 (0; 1,00) yci. en). Baxuo
TO, UTO B OTUX 4 CIIydasix OTMEUEHbI KakK
CD45RA*-, tak u CD45RO"-xieTku,
YTO HE MCKII0YAET DKCIIPECCUIO 00eunX
uszodopm Tupo3uHbocharassl Ha CD8*
T-numbouuTax *MMYHHOTO BOCTIAJICHUS
I1PY TEPBUYHON MEJTaHOME KOXU.

[MonyueHHbIe pe3yabTaThl HE TIPOTUBO-
peyaT paHee OIUMCAHHBIM TaHHBIM [3, 6,
9], CBUIETEIBLCTBYIOUUM O TIpeolajaHiu
CD8"-umMdO1UTOB Cpeju KIECTOK JIMM-
ownnHoro MHGMIBTPaTa B TKAHU MEPBUY-
HOIT MeJaHOMBI KOXU. MaeHTudukauus
(beHoTMnUUECKUX PA3TUUUI ITUX KIIETOK
MO3BOJISIET MPEIINONIOXKUTD, YTO (hOpMU-
pOBaHWE MECTHBIX TIPOTHBOOITYXOJIEBBIX
MMMYHHBIX PEAKITUI MOXET IIPOUCXOAUTH
HE TOJIPKO 3a CUeT aKTWBALIMU HaWBHBIX
IITJI B MUKPOOKPY>KEHWHU OITyXOJIHU C ITOCIIEe-
Jytolieit MHOWIbTpalei ee apeHXuMBI,

HO 1 TeHepaly MeJlaHoMacnelnnduueckux
LTI u3 addexTopHbIX T-KIETOK UMMYHO-
JIOTMYECKON TIaMsTH.

B HacTosmee BpeMsi uHbUIbBTpa-
uus nepBuyHoit onyxonu CD8*45RO-
JIMMGbOLIMTaMU PacCCMaTPUBAETCS IIPY HEKO-
TOPBIX 37I0KAYECTBEHHBIX HOBOOOPA30BAHMSIX
KaK OJIMH U3 BaXKHEUITUX TPOrHOCTUUECKUX
MPU3HAKOB, aCCOIMUPOBAHHBIN ¢ Gyaro-
IIPUSTHBIM TeUeHeM 3abojieBatus [8, 9, 13].

Hamu npoBejieH peTpoCcneKTUBHBIN
aHaau3 2KCIpeccuu Haubosiee MHGOP-
MAaTUBHBIX JIEHKOIIMTApHBIX aHTUTEHOB,
OINUCAHHBIX BBILIE, B TKAHU MEePBUYHOMN

YXOJIN KOXXUN, MArKUX TKaHen, KocTen

MeJTaHOMBI KOXU B 3aBUCHUMOCTH OT 3D (heK-
TuBHOCTY MDH-Tepanuu B abloBaHTHOM
peXuMe y 9TUX OOJLHBIX. YUUTBIBasI, YTO
B ycinoBusax npumenenus a-UDOH B Te-
YyeHUe MepBOro roja mocje ucceueHus
TEPBUYHON METaHOMBI KOXU IIPOrPECCU-
poBaHUe 3a00JIeBaHMs 3apeTUCTPUPOBAHO
vy 4 u3 12 nauneHToB, U1 aHaJIn3a JaHHbIX
chopMUpoBaHbI JiBE TPYIILI — C Oyaro-
MPUSITHBIM U HEOJIarOTIPUATHBIM TeUEHUEM
3aboseBanus (puc. 2).

Kaxk BUIHO U3 JJaHHBIX, TPEJICTaBICH-
HBIX Ha PUC. 2, UHTEHCUBHOCTH UH(DUIIH-
Tpauuu (cymMMapHasi J10Js OKpalleHHbIX
KJIETOK B CTPOME U ITapEeHXUME OITyXOJIN)
NEePBUYHON MeJTaHOMBI KOXU Pa3TUuHbI-
MU monyJasuusaMu auMmbonuto (CD3*-,
CDS8*-, CD45RA*-, CD45RO*- u CD20"-
KJIETKaMM) Y TAllMEHTOB C OJIaTOIPUSITHBIM
1 HeOJIarONpUATHBIM TeUEHUEM 3a001eBa-
Hus Ha hone MDH-Tepanuu cyiiecrBeHHO
He ommuyaercs (p>0,05).

OOpanraer BHUMaHNE BbIpaKeHHas
TeHJIEeHLUs K yBeaudenuio poaun CD8*-
n CD45RA*-xj1eTOK B BOCTIAJIUTEIBHOM
UHGUABTPaTe y OOJIBHBIX C OJAronpu-
SATHBIM TeueHueM 3aboneBanus (puc. 3),
a Takxe majas JIoJiss U, COOTBETCTBEHHO,
HU3Kasg UHOOPMATUBHOCTD BBISIBICHUS
B-nmumdouuToB B KOHTEKCTE UX MPO-
THOCTUYECKON LIEHHOCTH TIPY IIEPBUYHOMN
MEJTAHOME KOXHU.

[MosToMy npoBeseH aHanu3 cyoIo-
NYJISIIMOHHOTO cocTaBa T-1umMdOLUTOB,
UHOUIBTPUPYIOIIUX OTAEIBHO CTPOMY
WIN MapeHXUMY NEPBUUYHON OIYXOJIH.
OKa3ajock, UTo y OOJBHBIX C OJIaronpu-
STHBIM T€YeHUEM 3a00JIeBaHMsI, B OTIIMUUE
OT IMallMeHTOB C MPOTrPecCUPOBAHUEM
MEeJIaHOMBI KOXHU 00Jiee BhIpakeHa WMH-

CD3 CD8 CD45RA CD45R0O CD20
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p=0,073 p=0,073 p=0.109 p=0.283 p=0.933
0 gz
O BnaronpuatHoe TeyeHne
[ ] He6naroanﬂTHoeTequme
= MegunaHa
Puc. 2. NonynsiumMoHHbIN cocTaB KNeTok NMMGONAHOro nHdunbtTpaTa NepBMYHON
MenaHOMbl KOXM Y 60MIbHbIX C 61aronpusTHBIM U HEBNAroNPUSTHBIM TeYeHnem 3a-
6onesaHus Ha HoHe agbloBaHTHO MPH-Tepanun
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EJ'IBI'OI'IpVIﬂTHOE Te4yeHne
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CD8

CD45RA
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Puc. 3. MNpeactaButenbcteo CD3*-, CD8*- n CD45RA - numdoumnToB B CTPOME Mena-
HOMBbI KOXM Y ©0JIbHbIX C 61aronpuUsATHBLIM 1 HeGaronpUATHLIM TeYeHeM 3a00NeBaHUs.
NIMX peakumu, rematokcusivH. MukpodoTtorpadus, 06. 20, ok. 10

He6naroanﬂTHoe TeyeHune

s = e

I,

dupTparmst crpombl orryxorn CD45RO*-
KkiaeTkaMu (coorBercTBeHHO 2,10 (1,67;
2,86) u 1,85 (1,67;2,00) ycu. ex.; p<0,05),
a mmapeHxumMbl — CD8"-nuMmdbouuramu
(coorBercTBeHHO 1,0 (0; 1,4) 1 0,07 (0;
0,57) yen. en.; p<0,05).

DTU pe3ynbTaThl CBUIETEIbCTBY-
0T 0 TOM, 4To yBesuuenue monu LITJI
u/unu s3¢dekTopHbX T-KIEeTOK ma-
MSTH cpeau TUM(POLUTOB UMMYHHOTO
BOCTIJICHUST Y OOJIbHBIX MEPBUYHO-JIOKA-
JIN30BAHHOW MEJAaHOMOWN KOXM CBSI3aHO
¢ GraronpUsITHBIM TeUyeHHEM 3a00JIeBaH S
Ha (oHe agbioBaHTHOI MMDH-Tepanuu.

MOXHO TIPEIIOIOXUTb, YTO KIETKHU
MMMYHOJIOTUYECKON MaMsTH, CEHCUOU-
JIN3UPOBAHHbBIE K aHTUTEHAM MeJIaHOMBI
Ha paHHUX CTaIUSX OIYXOJEBOTO POCTa,
CIOCOOHBI (HOPMUPOBATH MECTHBIN MPOTHU-
BOOTIYXOJIEBBIIf UMMYHHBIH OTBET, UTpalo-
M KITIOYEBYIO POJIb B MPeIOTBpallleHUU
peuuauBa 3aboneBanus. Knunuyeckoe
3HAUEHUE UMMYHOJIOTMYEeCKOTO (heHOMeHa
Haxkorutenust CD8"- u CD45RO*-kieTox
B TKaHU OINYXOJIM YCTAaHOBJIEHO paHee
MIPY IPYTUX 37I0KAYECTBEHHBIX HOBOOO-
pasoBaHusix [9, 13, 16].

C apyroit CTOpOHBI, U3BECTHO, YTO
Mo/1aBJIeHME TPOTUBOOITYXO0JIEBbIX (PYyHK-
nuit y HTJI ogHOTO KJTIOHA B MUKPOOKPY-
KEHUU OIYXOJIM 32 CUET MEXaHHU3MOB
uMMyHocyrnpeccuu [17] mpuBOAUT K BO3-
HUKHOBEHUIO YCIOBUN (HOPMUPOBAHUS
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2¢bGeKTOpOB APYTUX KIOHOB, B YaCTHO-
CTH, B pe3ysibTaTe aKTUBAaIlMM HaWBHBIX
T-numbonutos [18—20]. DTUM MOXHO
MOSICHUTH TTOBBIIIEHHOE COJepPXaHUe
CD45RA"-KJIETOK B OTTYXOJIN Y OOJIBIITNH-
cTBa 00C/IeI0BaHHBIX OOJIBHBIX, YTO, 10~
BUIUMOMY, IperonpeaesnseT 6aaronpu-
SITHOE TeUeHMe 3a00JIeBaHUS Y TIAllMEHTOB
¢ BbICOKMM coaepxanuem CD8"-kieTok
B ITAPEHXUME MEJTAaHOMbBI KOXH.

B nmomonHeHMe K MOJYyYeHHBIM pe-
3yJIbTaTaM MOXHO TIPUBECTH OMUCAHHBIE
Hamu paHee [21] KIMHUKO-TabopaTopHbIe
KPUTEPUH ITPOTHO3a MPOTPEeCCHPOBAHUS 3a-
GosieBaHUST y OOJBHBIX IEPBUYHO-JIOKATH -
30BaHHON MEJIAHOMOU KOXU, OCHOBAHHBIE
Ha BBISIBJIEHUW U3MEHEHUS MoKasareieil
CHCTEMHOIO MMMYHMTETA ITPU IPOBEIEHU N
ampioBanTHOM MDH-Teparuu. [To-Hatemy
MHEHUIO, 9T UMMYHOJIOTMYECKUE KpUTe-
pUU B COYETAHUU C OLIEHKOM JIOKATHHOTO
MPOTUBOOIYXOJIEBOIO UMMYHHOTO OTBETa
IOMOTYT OIpPEIeIUTh WHIANBUIYAIbHBIE
0COOEHHOCTHU TeueHus 3aboeBaHUs,
MPOTHO3UPOBATh peakiMio OpraHu3Ma
Ha UMMYHOTEpanuio U TakuM obpa3om
OINTUMU3UPOBATH TAKTUKY JIEYEHUST ITOU
Kareroprnu 60JIbHbIX.

[JanpHeiiee pa3BUTHE U YyCOBEP-
IIEHCTBOBAHME OTOTO MOJX0Ja K MPO-
THO3UPOBAHUIO TeYEHUST 3a00JIeBaHUS
y NalMEHTOB CO 3JI0KaYeCTBEHHBIMU HOBO-
00pa30BaHUSIMU CBSI3aHO C TApMOHM3ALIMEN

B JabopaTopHoii auarnHocrtuke. Ha atom
MYTH BaXXHO TPEOJ0JIETh HEU30eXKHbIe
CIIOKHOCTH, OOYCIIOBJIEHHBIE UCTTOB30Ba-
HUEM B J1ab0OpaTOPUSIX Pa3HbIX PEareHTOB,
0COOEHHOCTSIMU KaYeCTBEHHOTO U TTOJY-
KOJIMYECTBEHHOT'O Yy4eTa BBIPAaXKeHHOCTHU
JTUM@POUITHO-KIETOYHOTO MHMUIbTpaTa,
aTaKKe pa3HbIMU KPUTEPUSIMU BIOOpA €T0
JIOKAJTU3alMK B TKAHY OTTYXOJIH.
Paspabotka cranzapTHOTO JIabopaTop-
HOT'O MPOTOKOJA OyleT crocob6CTBOBATH
LIMPOKOMY BHEAPEHUIO UMMYHOJIOTHYE-
CKUX KPUTEPHEB B JIAODOPATOPHO-THATHO-
CTUYECKUI KOMITJIEKC B OHKOJIOTUU.
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JlokanbHa iMyHHa BignoBiab y XBopux

Ha MenaHoMYy LUKipu: 3B'A30K 3 e(peKTUBHICTIO

iHTepdepoHoTepanii

D.B. Dinvuaxos, O.M. Ipadosuii, IJ[. Jlvon, C.M. Kykywxina,

C.I. Kopogin, M.M. Kykywkina, B.M. Beceavcoka, JI.M. Tapan

Hauionanbhunii incTutyT paky, Knis

Pe3iome. 3a 10110MOTr010 iMyHOTIiCTOXIMiYHOTO METO/IY BUBUYEHO
eHOTUITIYHI 0COOIMUBOCTI TIM(OLIUTIB, 1110 iH(DLTBTPYIOTH IEPBUH-
HY MeJlaHOMY 1LIKipH, y 12 nmauieHTis i3 [B—I1C crazieto 3axBopio-
BaHH#. [TokazaHo, 1110 KJIITUHU 3aNaJIbHOTO iHDIIBTPaTy eKcrpe-
cytotb CD3-, CD8-, CD45RA-, CD45RO- ta CD20-aHTureHu.
¥V Bcix BUMaakax KiiTuHMU JimMboirnoro indinerpary B crpomi
Ta napeuHximi Oyau npeacrasieHi T-rimdountamu (CD3*) i Tinbku
B 3 i3 12 Bunaakis, kpim CD3*-kiiTuH, BusBieHo B-iimdoumru
(CD20%). Yci T-simbouuTy eKCIpecyBaIv BUKJIIOYHO KOPELETITOp
CD8, 1110 103BOJTWIIO BiTHECTH 1X 0 CYOTIOMYJISIIiT IMTOTOKCUYHUX
T-nimbouuris. Binpiricts muToToKCMYHUX T-IiM(pOLUTIB JT0Ka-
JI3yBAJUCS Y CTPOMI ITyXJIMHU i Oy NpecTaBieHi sk HaiBHUMU
T-xmitunamu (CD45RA™), Tak i KiliTiHAMY IMyHOJIOTIYHOI TaM’ Tl
(CD45RO™). I1pu peTpocreKTUBHOMY aHali3i, IpOBeAeHOMY 3a-
JIEXHO Bijl e(peKTHBHOCTI a1 toBaHTHOT iHTepdepoHoTepartii (IOH-
Tepartii), BCTAaHOBJIEHO, 1110 Y XBOPUX 3i CIIPUSTIMBUM Tiepedirom
3aXBOPIOBAHHS, Ha BiIMiHY BiJl TAlIIEHTIB i3 peLIUAMBOM MeJaHOMU
LIKipK, IKUI pO3BUHYBCS Y 4 3 12 mallieHTiB MPOTSTOM MEepUIoro
POKY TTiCIIsT BUAAJICHHS TIEPBUHHOL ITyXJIMHU, PEECTPYETHCS OUTBIIT
BUpaxeHa indinbrpanis crpomu myxauau CD45SRO*-kimitunamu,
a napenximu — CD8"-nimpounramu. OTpumMani pesyiabTaTu
BiIKpUBAIOTh HOBi MOXJIMBOCTI 3aCTOCYBAHHS iMYHOJIOTIYHUX
napameTpiB y MporHo3yBaHHi Binnosini Ha IOH-Tepariio y XBopux
Ha TIePBUHHO-JIOKATiI30BaHy MeJIaHOMY HIKipH.

KnwouyoBi ciioBa: MenaHoMma mikipu, peHOTUIT JiM(pOIUTIB,
1o iHQIABTPYIOTH MYXJAUHY, iHTepdepoHoTepanis, CD8*-
ta CD45RO" -nimdouutu.

Local immune response in patients with skin

melanoma: the relationship with the efficiency

of interferontherapy

EV. Filchakov, A.N. Grabovoy, G.D. Lon, S.N. Kukushkina,

S.1. Korovin, M.N. Kukushkina, V.N. Veselskaya, L.N. Taran

National Cancer Institute, Kyiv

Summary. Using of an immunohistochemical method the phe-
notypic characteristics of lymphocytes infiltrating primary skin
melanoma in 12 patients with stage IB—IIC disease are studied.
It has been shown that the cells express the inflammatory infiltrate
CD3-, CD8-, CD45RA-, CD45RO- and CD20-antigenes. In all
cases the cells of lymphoid infiltrate in the stroma and parenchyma
were presented by T-lymphocytes (CD3*) and only in 3 of 12 cases,
in addition CD3"-cells, B-lymphocytes (CD20*) were identified.
All T-lymphocytes expressed exclusively CD8 coreceptor, allowing
to assing them to a subpopulation of cytotoxic T-lymphocytes. Most
cytotoxic T-lymphocytes localized in the tumor stroma and were
presented as naive T-cells (CD45RA*), and immunologic memory
cells (CD45RO"). In a retrospective analysis carried out depending
on the efficiency of adjuvant interferontherapy (IFN-therapy),
it is established that patients with a favorable course of the dise-
ases, in contrast to patients with recurrent melanoma, developed
in 4 of 12 patients in the first year after excision of the primary
tumor, recorded a more pronounced infiltration of tumor stroma
CD45RO"-cells, and the parenchyma — CD8"-lymphocytes. These
results open up new opportunities for the application of immunologi-
cal parameters in predicting the response to IFN-therapy in patients
with primary localized skin melanoma.

Key words: skin melanoma, phenotype of tumor infiltrating
lymphocytes, interferontherapy, CD8"-lymphocytes, CD45RO"-
lymphocytes.
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