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Beeodenue. [Tpumepro 80 % nepguuno duazHOCMuUpyemvix ypomeauasbHbixX KapyuHoM Mo4eg020 ny3oipsi A6AOMCs nosepxHocmHuimu. Tpu
amom 'y 10—20 % nayuenmos c nepeuuHo 8bis6451eMbiM HOBEPXHOCMHBIM YPOMEAUANLHBIM PAKOM BROCACOCMEUU PA3GUBACMCS MbLUUEHHO-
UHBA3UBHOE U MEMACMAamu4ecKoe nopaxcenue. B cés3u ¢ smum 6axcHoil 161semcs u0eHmupuUKayus NPOSHOCMU4ECKUX haKxmopos, Komo-
Dpble Moeau Obl 8bl0eNUMb 2PYNNY HOBEPXHOCMHbIX ONYX0Aell ¢ 60Aee 8biCOKUM NOMEHYUANOM A2PeCCUBHOCMU.

Lleas uccaedosanus — onpedenerue poau sxcnpeccuu pS3 Kak akmopa npoeHo3a 8 pazgumui NOePXHOCHHbIX YPOMEAUANbHBIX KaAPUUHOM
MOUe8020 nY3bips.

Mamepuaavt u memoost. Pempocnexmuero npoanasuzuposanst 72 ucmopuu o6ose3nu navuenmos (11 scenwur u 61 myxcuumnt) ¢ nepeuuHo
OUGLHOCMUPOBAHHBIM NOBEPXHOCMHbBIM YPOMEAUANbHBIM PAKOM Moueeo2o ny3vips I u I cmenenetl an0xauecmeennocmu. Beem nayuenmam ovina
npogedeHa nNOBMOPHAs MPAHCYPeMpanbHas pe3ekyus yepes 6 Hed nocae 1-ii onepayuu. Tlpu omcymemeuu ocmamo4Holl onyxoau nayueHmam
BbINONHANY YUCMOCKONUYecKoe uccaedosanue Kasicovle 3 mec 6 meueHue 1-20 200a nocie emeuiamenscmea u kaxicovie 3—6 mec 6 NocAe0yIouiem.
Cpeonee epems HabaroOeHus cocmasuno 43,2 mec. UmmyHocucmoxumu4eckoe uccie0osarue ¢ OHKonpomeunom pS3 6bi10 nposedeHo no cmam-
0apmHomy npOMOKOoAY HA 72 cpe3ax NO8epXHOCMHbIX 3APUKCUPOBAHHBIX (POPMAAUHOM U 3AAUMBIX 8 NAPAPUH (pazmeHmos onyxoau. Jxcnpec-
cus p53 makice bvira onpedenena é 10 eucmonoeuvecKu HeU3MeHeHHbIX PpasmeHmax cAu3UCmoil 000404KU MO4EB8020 NY3bIPS.

Pesyavmamot. B 3asucumocmu om npouenma sioep ¢ sxcnpeccueil p53 6viau evideaenvt 2 epynnol: 1-10 cocmasunu 40 (55,5 %) obpasyoe
onyxoau ¢ axcnpeccueil p53 < 20 % u 17 (23,6 %) obpasuoe bes sxcnpeccuu p53; 2-10 — 15 (20,9 %) o6pasuoe c sxcnpeccueit p53 > 20 %
(4 nayuenma — 20—40 %, 8§ — 40—60 %, 3 — 60—80 %). B HopmaavHoli mKkaHu Moueso2o ny3vips 60 écex 10 o6pasyax sxcnpeccus p53
He onpedeasaacsy. 3a apems Habawdenusy 1 uz 57 nayuenmog 1-ii epynnol 6b110 ommeueHo npoepeccupoganue 3a001e8anus, 60 2-i epynne
ux uucao docmueano 13 uz 15. Ilayuenmuot epynn cpasrerus 00UHaKo8vl no Kaunuueckum xapaxkmepucmuxam. Cpeonee epems 0o npoepec-
cupoeanus 3aboneeanus cocmasuno 17,3 mec.

Saxarouenue. Pezynomamopi Hacmosue2o uccaedosanus 00KA3blearm, 4mo oHKoMapkep pS53 aeasemces akmopom npoeHo3a 6 pasgumuu
HOBEPXHOCMHBIX YPOMEAUANbHBIX KAPYUHOM MOHE6020 NY3blpA.

Karouesole caosa: nogepxHocmublli pax Mo4e6020 ny3oipsi, NPOCHO3, peyudus, Mapkepsl, 2eH pS3, SKcnpeccusi, UMMYHOLUCMOXUMUYECKOe
uccnedogawue
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The role of p53 immunohistochemical marker in development of superficial urothelial bladder carcinoma
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Purpose. Determination the role of the p53 expression as a prognostic factor in the development of superficial urothelial bladder carcinoma.
Materials and methods. Medical histories of 72 patients (11 women and 61 men) with diagnosed primary superficial urothelial carcinoma
of the bladder I and 11 grade were retrospectively analyzed. All patients were undergone a repeated transurethral resection was performed
in 6 weeks after the first operation. In the case of the absence of residual tumor, cystoscopy was performed every 3 months during the first year
then every 3—6 months during next 5 years. The average time of follow-up was 43.2 months. According to the standard protocol an immuno-
histochemical study with detection of p53 was carried out on 72 sections of formalin-fixed and paraffin-embedded tumor fragments. p53 ex-
pression was also determined in 10 histologically unchanged fragments of the bladder mucosa.

Results. Depending on the percent of nuclei with p53 expression, two groups were identified. The first group included 40 tumor samples (55.5 %)
with p53 expression less than 20 % and 17 tumor samples (23.6 %) without p53 expression. The second group included 15 tumor samples
(20.9 %) with p53 expression more than 20 % (4 patients — 20—40 %, 8 patients — 40—60 %, 3 patients — 60—80 %). p53 expression was
not determined in the all 10 samples of normal bladder tissue. During follow-up period 1 of 57 patients of the first group has a disease progres-
sion comparing with 13 of 15 patients in the second group. Patients of the both group were similar in respect with clinical characteristics.
The mean time to disease progression was 17.3 months.

Conclusion. Results of the current study shows that p53 immunohistochemical marker is a prognostic factor in the development of superficial
urothelial bladder carcinoma.

Key words: superficial bladder cancer, prognosis, recurrence, markers, p53 gene, expression, immunohistochemical study
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Bsepexue

Pak moueBoro my3bipst (PMII) siBisteTcst akTyanpHOM
npobiiemMoii coBpeMeHHoI yposiaoruu. B mupe PMII 3anu-
MaeT 7-¢ MeCTO B CTPYKTYpe OHKOJIOTMUECKOM 3a00J1eBa-
€MOCTH, TIPA 3TOM KaXKIbIi TOJl TMAaTHOCTUPYETCS OKOJIO
340 TBIC. HOBBIX CJIy4aeB M BCTpedyaercsa B 6 pas yaiie
B Pa3BUTHIX CTPaHAaX IO CPAaBHEHUIO C Pa3BUBAIOIIMMUCS
[1, 2]. dugs PMII xapakTepeH pocT 3a0071eBaeMOCTH C BO3-
pactoM. OmyXxoIm MOYEBOTO ITy3BIpsI TIOYTH HE pa3BUBa-
I0TCS1 y JIIOJEi1 MOJIOXe 35 JIeT, OAHAKO MOcJe 65 JIeT Bepo-
SITHOCTh BO3HUKHOBeHUSI PMII pe3ko yBenmmuuBaercs.
Myxunnsl 0oneror PMII B 2—6 pas yanie >keHIuH. Y ma-
ueHToB ¢ PMII neranbHbIil KCXO, CBI3aHHbIN C OCHOB-
HBIM IMarHo3oM, otmedaercs B 20—25 % cirydaes. B mo-
IaBJIAIONEeM OONBIIMHCTBE Mopdonoruuecku PMII
MIPOSIBIISIETCS B BUIE TIEPEXOTHOKICTOTHON (YpOTEeIaIh-
HOI) KapLIMHOMBI.

IIpumepHo B 80 % ciyyaeB epBUYHO IMATHOCTUPY-
emplit PMII gaBnsieTcs HeMBIIIEYHO-UHBa3UBHBLIM [3].
ITocae TpaHcyperpanbHoii pe3ekuuun y 70—80 % mauueH-
TOB pa3BMBAeTCs peLnInB B TeueHne 6—12 mec, u 20 %
PELMINBHBIX OIYXOJIeil NMEIOT 00Jiee BHICOKYIO CTCIICHD
3nokavyectBeHHOCTU. [1o qaHHbIM uTepaTypsl, y 10—20 %
MalMEHTOB C MEPBUYHO AMATHOCTUPYEMbIM HEMBIIIIEYHO-
WHBa3WBHBIM YPOTEIMAIBHBIM PaKOM BITOCICICTBUH pa3-
BUBAETCS MBIIIIEYHO-MHBA3MBHOE M METACTaTUYECKOE
3aboneBaHue [4, 5]. [IporHo3 MbIIIEUHO-UHBA3UBHBIX
W METacTaTHYECKHUX OIyXOJIeil XyXe IO CpaBHEHUIO
C MOBEPXHOCTHBIMU MTOpaxXeHusIMH [6]. B ¢BsI3u ¢ aTnm
BaXXHOU SIBJIIETCS MACHTUMDUKAILINS MPOTrHOCTUUECKUX
¢axTOpOB, KOTOPBIE MOTJIM OBI BBIACIUTE TPYITITY HEMBI-
IIEYHO-MHBA3MBHBIX OITyXOJIel ¢ 00Jiee BEICOKMM ITOTEH-
IIAJIOM arPeCCUBHOCTH.

M3BecTHO, 9TO TeH pS3 IOKAIU3YeTCsl Ha XpOMOCOME
17p 1 ocHOBHasI ero (PYHKITMS 3aKITI0YACTCS B CYIIPECCUU
00pa30BaHUs 37T0KAYECTBEHHBIX OIyXoJjeit. MyTtamus re-
Ha p53 ompenesnisseTcsl B 00JIBIIOM CIIEKTPE 3710KaYeCTBEH-
HBIX HOBOOOPA30BaHMI, TAKMX KaK PaK TOJICTOI KUIIIKH,
pak MoJjiouHOM Xene3bl, PMII, pak mpeacraTeabHOM Xke-
JIe3bl U 1p. [4]. BeIsIBICHME 3KCIIpecCHy 3TOTO TeHa BO3-
MOXHO C TIOMOIIbI0 UMMYHOTUCTOXUMUYECKOTO MCCIIe-
MOBaHMUS. YUUTHIBAsI BBIIIECIICPEUYNCICHHOE, IEJbI0
HACTOSIIIIETO HCCIeTOBAHUSA SIBIJIOCH OIIPEIeICHIE POIU
BKCIpeccur pS53 KakK (haKTopa IIPOTrHO3a B pa3BUTUU TO-
BEPXHOCTHOTO ypoTtenuanbHoro PMIT.

Mamepuanbl U Memopbl

Hamu peTpocnieKTUBHO OBIIN IIPOaHATU3NPOBAHBI
72 ucropun 6osne3Hu naureHToB (11 xXeHmH 1 61 Myx-
YUHBI) C TIEPBUYHO THMATHOCTHPOBAHHBIM HEMBIIICYHO-
WHBA3sUBHBIM ypoTennanbHbiM PMII. Cpennuit Bo3pact
MalyeHToB cocTaBui 69,3 (36—82) rona. Bo Bcex ciyuasix
OmyXoJin ObLIM KiaaccuuuupoBaHbl o cucteme TNM
kak T1. Bce ommyxonm corjiacHO TUCTOJIOTUYECKOMY 3a-
KTI09eHUI0 cooTBeTcTBOBaANM | 11 11 cTemensam 3mokavecT-

BeHHOCTHU. M3 ncciemoBaHms ObIIY NCKITFOYCHBI TTallieH-
TBI C COITYTCTBYIOIIEN KAPLIMHOMOM in Situ.

BceM nmatnmeHTaM ObIIa IpoBeAcHA ITOBTOPHASI TPAHC-
ypeTpabHas pe3eKLus yepe3 6 He nocie 1-ii onepanun.
[Ipu oTCyTCTBMM OCTAaTOYHOI OIYXOJIU IMAaIlIeHTaM BBI-
IMOJTHSTM IIMCTOCKOTIMIECKOE MCCAeIOBaHNE KaxKIbIe
3 Mec B TeyeHue 1-ro roga 1 Kaxable 3—6 Mec B ITOC/IEay-
fomeM. CpenHee BpeMsT HaOIOAeHUs cocTaBUIio 43,2
(12—102) mec.

Hmmynozucmoxumuueckoe uccaedoganue. VimmyHo-
TUCTOXUMMUYIECKAS PeaKIInsl C OHKOIIPOTEMHOM p53 OblIa
MpoBeAeHa Ha cpe3ax 72 parMeHTOB oItyXxosieit, 3apuK-
CHpPOBaHHBIX HEUTPATLHBIM 3a0y(epeHHBIM (POPMATITHOM
1 3IUTHIX B mapaduH. DKcmpeccus pS3 Takke ObLIa
ompenenieHa B 10 TucToiormaecky HEM3MEHEHHBIX (hpar-
MEHTaX CIM3UCTOM 000JIOUKHM MOYEBOTO IMy3bIps (puc. 1).

MMMyHOTMCTOXMMHMYECKYIO pEAaKIINIO BO BCEX CTyda-
SIX TIPOBOIVUJIM TI0 CTAHAAPTHOMY ITIPOTOKOJTY.

JleMackupoBKy aHTUTeHOB mpoBoamiau B PT-Link
Dako B pacTBOpe miIsT meMacKHMPOBKU ¢ BHICOKMM pH
(EnVision™ FLEX Target Retrieval Solution, High pH).
[IpoTokos BKiIOYA NpeaBapuTebHbIA Harpes a0 65 °C,
BOCCTaHOBJICHNE aHTUTeHa B TeueHHe 20 MITH IIPY TeMITe-
patype 97 °C u nanbHeiiiee oxiaxaeHue 10 65 °C. 3atem
cTeKJja MpoMbIBaiv B TeyeHue 1—5 MuH B TBS-0ydepe
(Dako) (koH1IEHTpaI1ns padodero pactBopa 1:20) u mome-
mwanu B aBrocteitHep (Dako) mist okpamBaHus B aBTO-
MaTH4YeCKOM pexknume. VTHKyOamms ¢ aHTUTEJIOM COCTaBH-
na 20 muH. 151 BU3yanu3aluy UCIIOIb30BaIl CUCTEMY
nmerexuuu EnVision™ FLEX, High pH. Cpesbr gokpanim-
BaJIM TeMaTOKCUJIMHOM Maiiepa, s 3aKJIFOUCHUS MC-
noJib3oBajiu 6aib3aM Bio-Mount.

B 3aBCMOCTH OT TIPOIIEHTA SIIEp C IKCIpeccueii pS3
OITyXOJIY OBLIN KJIaCCU(UITMPOBAHBI HA TPYIIITLL: 0€3 9KC-
npeccun — 0 Gasutos, ¢ akcnpeccueit < 20 % — 1 6aur,
20—40 % — 2 6ania, 40—60 % — 3 6amna, 60—80 % —
4 6anna u 80—100 % — 5 GamwioB (cM. puc. 1, puc. 2). Dkc-
MIPECCHUIO CUYMTAIN ITOJIOXHUTEILHON TOJBKO TIPH SIPKOI
OKpacke sapa. IJ1s1 morydeHusT CTAaTUCTHYECKH TOCTOBEP-
HOTO pe3yJbTaTa OLICHKY BBITIOJHSUIM Ha 3 cpe3ax C Ka-
KIOM OIMyXOJIH, TTOACYET IPOBOIYIIM C TIOMOIIIBIO allla-
para IJISI THCTOCKAHWUPOBAHMUSI M COOTBETCTBYIOIIETO
IIPOTPAMMHOTO 00ECITCUCHMSI.

Pe3ynbmambi

B 3aBucHMMOCTH OT IOJIM TTO3UTUBHBIX KJIETOK OBLIN
BbieeHbl 2 rpymmnbl. B 40 (55,5 %) obGpa3sLax omyxoseit
akcmpeccust p53 cocrabuia < 20 %, onyxoJieBble KJIETKU
ObLTM O0BEAVMHEHBI B MaJIeHbKME TpyInbl. B HopManbHOI
TKaHM MOYEBOTO ITy3bIps, Bo Becex 10 obpasiax, skcIpec-
cust p53 He onpenernsiiack. HopMabHbIE KIIETKH COSTMHM-
TeJIBbHOM TKAaH! HE 3KCITPECCUPOBAI p 53 BO BCEX CITydasix.

3a BpeMst HabOmoneHUsA y 1 m3 57 marmeHToB 1-ii Tpyt-
ITBI OBIJIO OTMEUYEHO IMPOTPEeCCUPOBAHKE 3a00JICBaHMS,
10 cpaBHEHMIO ¢ 13 marmenTamu 2-i rpymmbsl. MeauaHa
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Fig. 1. Tissue: p53 expression is 5

Characteristics of patients in the 2nd group

Fig. 2. Grade 2 papillary urothelial carcinoma of the urinary bladder.
Hematoxylin and eosin staining
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BPEMEHU IO BOZHUKHOBEHMSI MECTHBIX PELIMINBOB HEMbI-
LIEYHO-UHBAa3MBHOW ypOTEIMAIBbHOM KAPLIMHOMBI, 4 TaK-
K€ MBIIIIEYHO-UHBA3UBHBIX MOPaKeHU (5 MariueHToB 2-i
rpymmbl) coctaBuia 17,3 mec. [1alimeHTH cpaBHUBAEMBIX
TPYTITT OBITM OMMHAKOBBI 110 KIIMHUYECKUM XapaKTePUCTH -
kam. CpenHuii Bo3pacT B -1 rpymiie coctaBui 69,4 rona,
BO 2-11 — 68,6 roma. PaHee BHYTpMITY3bIPHYIO TEPAIILIO
rronyqasu 15 (26,3 %) maunenros 1-it rpyrms 1 3 (20 %)
namueHTa 2-i.
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0Gcyxnenue

HpOI‘HO3 HEMBINICYHO-WUHBA3MBHOTO YPOTE/INAJIbHO-
ro PMII Bapuabenen. CoriaacHo pekoMeHmamussM EBpo-
neiickoit accormanuu yposoros (2013) puicku peunanBu-
POBaHMS U TIPOTPECCUPOBAHUSI MOTYT OBITh PACCUMTAHBI
JUIST KaXKI0TO TMAalMEeHTa ¢ TTOMOIIBIO CUCTEMBI OLIEHKH
EBporeiickoii opraHu3annm 1Mo UCCIeNOBAHUIO U JieUe-
HMIO paka, KOTopast BKJItovaeT 6 Hanbosee 3HAYMMBbIX KJTH -
HUYECKUX 1 MOPGhOoIorndecKux (hakTOpOB: KOJTUIECTBO
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OITyXOJIeH, CTeTieHb T GePeHIINPOBKH, pa3Mep, HaATIne
peLMINBOB B aHAMHe3e, TP hepeHIIMPOBKA IO CUCTEME
TNM u conyrcTBylomast KapuuHowma in situ [7]. Ucoab-
3y 3TH XapaKTePUCTUKH, OIYXOJIU MOXHO pa3ae/iNTh
Ha pa3jUJHBIe TPYIITH pUcKa ¢ pa3HBIMHU ITOAXOTaMH
K OIIepaTUBHOMY JICUCHUIO, XUMUOTEPAITNH, Teparuu 0a-
uuioit KanbMerra—IepeHa. TeM He MeHee TOUHOE oIlpe-
IIeJICHYE TPYIIIIEI ITAIMEHTOB C HEMBIIICYHO-MHBA3UBHBIM
paKkoM, KOTOpPKIit OyIeT peluInBAPOBATh UJIU IIPOTPECCH-
poBaTh, 3aTpyaIHEeHO. Ha MpoTssKeHMY INTETBHOTO Bpe-
MEHM pa3INnYHbIe MCCIIeI0BATENIN MPeIITPUHNMAIN 00JIhb-
II0€ KOJIMYECTBO ITOMBITOK HAWTH (PAKTOPHI IIPOTHO3A
HeMblllIeYHO-nHBa3uBHoro PMII, no3Bosstonine Bbiae-
JINTH TPYIIITY OITyXOJIeH ¢ OoJiee arpeCCUBHBIM TCUCHHEM,
IIJIST KOTOPBIX, BO3MOXKXHO, PaHHSISI paguKajabHast [IUCTIK-
TOMMSI WJIN O0JIee aKTUBHASI XUMHUOTEPAITHS OBbLIN OBI Me-
ToJaMU BbIOOpA.

BrisBiierre myrtaym p53 IMMYHOTHCTOXUMUIECKIM
METOIOM SIBJISICTCSI TIPOCTOM M JIETKO BBIITOJTHUMOI TeX-
HOJIOTHMEH Ha 3aJINTHIX B TTapa(rH TKaHSIX.

OCHOBHOI 010K — PEryasaTOp KJIETOYHOIO ITMKJIa
P53 urpaet BeAyIIyIO poJib B IIOAAEPKAaHNY CTAOMILHOCTHI
reHoma kjaeTku. Heommactmyeckast TpaHchopMalms
KJIETKM 9acTO COIIPOBOXIAETCS MyTalHMeil reHa p53
¥ IIpeBpaIleHNEeM ero 13 MHIYKTOpa B MTHTUOUTOP aIloll-
To3a. B HOpMe TIpH MOBPEeXIeHNN Ae30KCUPUOOHYKIICH -

HOBOI KMCJIOTHI KJICTKHU TeH pS53 SIBIICTCS aKTUBATOPOM
aronTo3a, YTO BBI3BIBACT 3aITyCK CUCTEMBI KacIia3, IpH-
BOASIIIEH K TMOeU KJIeTKU. TakuM o0pa3oM, exkeTHEBHO
IIPOUCXOIUT SITUMUHALINS TeCSITKOB THICSY KJIETOK, Y KO-
TOPBIX B CWIIY Pa3JIMIHBIX (DAKTOPOB pa3BUBACTCSA HeCTa-
OMIbHOCTH TeHOMA. [1py BOSHUKHOBEHUU MYyTAIIWiA B Te-
He pS53 TPOUCXOAMWT HAKOIIJIECHWE 3TOro OcyKa
B KJICTOYHOM SIApPE M IIpeBpallleHue ero M3 aKTuBaTopa
B MHTUOUTOP aIloITo3a.

HMMMyHOTHCTOXMMITYECKIE MICCITCIOBAHMS TIOATBEPXKIA-
10T, uto Tipu PMIT oTmeuaeTcst rumepakcipeccus pS3, Ko-
TOpast HauboJiee XapakTepHa ISl TAUUEHTOB C HU3KOAU(D-
¢epeHIIMPOBaHHBIMU 1 PaCIIPOCTPAHEHHBIMU OITYXOJISIMU
[8]. boee Toro, ruttepakcIpeccust pS53 KOppeanupyeT ¢ M-
TOTUYECKNM MHIEKCOM M cocynucToii naBasueii [9]. Takke
P53 sBAsIeTCA TTOTEHIIMATBHBIM CYPPOTaTHBIM MapKepOM
DI TTAIIAeHTOB, TIOABEPTAOIINXCS Tepanuy OallMLION
Kamsmerra—Iepena [10].

3akniouenue

Pe3ynbraTsl Hallero nccief0BaHMS IEMOHCTPUPYIOT,
YTO TeH pS53, CYIPeCcCUPYIOIINIA OITyXO0JIb, UTPACT BaXKHYIO
poOJIb B pa3BUTUU U TiporpeccupoBaHnun PMII, a takxke
SIBJISIETCSI HE3aBUCUMBIM (PAKTOPOM IIPOTHO3a TCUCHUS
3aboseBaHus. TakuM oOpa3oM, MaliMeHTaM ¢ MyTaluein
reHa p53 mokasaHa 0oJiee arpecCHBHAS TAKTHUKA JICUCHMST.

Paboma evinoanena npu noddepicke epanma Ilpezudenma PO MK-6070.2015.7
«Kaunuxo-mopgonoeuueckas xapaKkmepucmurxa paKa Mo4ego2o ny3uips.

Ilouck 6uonoeuueckux mapkepog npocHO3a».
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