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3Hauaj excrpecuje Mapkepa henujcke npoaudepanyie U nadIaMalrje y pa3Bojy CTeYeHOor
XO0JIECTECTEATOMA CPELET YBA

AncTpakr

HubeBu. KoncrantHa mnponudepannja M MNepUOJUYHE HHQEKLHUjEe CYy IJIaBHE KIMHUYKE
KapaKTEepUCTUKE CTEUEHOr XojecTeaToma cpeamer yBa. b oBe cryauje Ouo je ga ce
UCTpaKe MMYHOXHMCTOXEMHU]JCKE KapaKTEpUCTHKE XOJiecTeaToMa M TKHMBa OOIMXKHI-E KOXKE U
TaKo IPOCTYAHpa €THOJIOTH]ja U Pa3B0Oj CTEUYCHOT X0JecTeaToMa CpeImher yBa.

Metoge. UcrpaxuBanu CMO  KIMHHYKE, XHCTOJOIIKE M  MMYHOXHCTOXEMH]jCKE
KapakTepucTuke xosecrearoma 50 omepucaHux OOJECHUKA Ca CTEYEHHM XOJIECTEATOMOM
cpenmer yBa. KiacudukoBamym cMo cBe y30pke NpemMa KIMHWYKHM KapaKTepUCTHKama
XoJecTearoMa Kao MTO Cy JAECTPYKLHja KOCTH, MPUCYCTBO HMH(MEKIHje WM MPOIIHPEHOCT
XO0JIECTEATOMCKOT TPOIleCa W XUCTOJIOMIKMM KapaKTepHCTHKaMa XoJiecTeaToMa Kao IITO CY
KepaTuHHU3anyja, uWH(pIamMaropHa wuHQWITpanyja u ekctpahenujcka mpoiudepannja
marpukca. Kopuctuim cmo npumapHa MoHokioHcka antutena 38 PCNA, Ki-67, COX-2, CD
4 n CD 8 nmumdonmta 1a OM HCTPAXKUIN SKCIIPECH]Y OBHX KapaKTEPHCTHKA Y XOJIECTEaTOMY U
y KOHTPOJIHOM TKHMBY Koxe. CTaTUCTHUKe aHanM3e Cy u3BelneHe kopumhemem SPSS 3a
Windows, Bep3uja 16.0 (SPSS, Chicago, IL, USA). Kopuctunu cmo T-TecT 3a He3aBUCHE
rpyne, CniupMaHoOBY aHanu3y kopenanuje 1 Mann-Whitney U Tect 3a aHanu3y CTaTUCTHYKUX
pe3yiaTara u CTaHIapIHU CTATHCTUYKH METO]] apUTMETHYKE CPEIIIHE.

Pesyaratu. Excnpecuja PCNA, Ki-67, COX-2 1 CD 8 numdonuTa y xonectearoMuMa ca
TEXKOM KIMHUYKOM CJIMKOM je Ouia mojjerHaka Kao Yy XoJjecTeaToOMHMa ca JaKIIOM
KJIMHUYKOM CIUKOM. CTaTHCTUYKH 3Ha4ajHO BHUCOKA KoHIeHTparuja CD-4 numdorura 6ua
je y y30pIHMa CTeUeHOT XOJIECTeaTOMa M Yy y30pIHMa KO)K€ KOIITAaHOT JeNla CIIOJbalIikher
CIIYITHOT XOJHHKA, Y OJM3WHUA (PUOPOKAPTUIATMHOZHOT aHYJIyCa Y X0JIECTETOMHUMA Ca TEKOM
KJIMHUYKOM CJIMKOM HEro y XOJIECTeaTOMHUMa Ca JIAKIIOM KIMHWYKOM ciukoMm (p < 0,05).
[Tocrojana je craTuCTUYKK 3Ha4YajHA pasiuka ekcripecuje PCNA, Ki-67, COX-2, CD-4i1CD 8
muMdoruTa u3Mel)y y3opka xojecreaToMa M y30paka KOXKe KOIITAHOT Jiela CIOJbaIIHmbEr
CIIYILTHOT KaHaJjla CBUX omnepucaHux naunujenara (p <0,05) u ctaTUCTHUKH 3HaYajHA pasjvka y
excripecuju PCNA, Ki-67, COX-2, CD-4 i CD 8 numdouuta y KOXH KOIITAHOT Jeia
CIIOJbALIET CIYIITHOT XOJHUKA Y OTHOCY Ha peTpoaypukyiaapHy koxy (p <0,05).

3aksbyuak. MHprnamanuja Koke KOLITAHOT Jiea CIOJhAIlbEr CIYIIHOT XOJHUKa je
MPEeKpeTHUIIa Yy TaTOTeHe3W CTEYEHOI XojecTearoma cpelmer ysa. Excmnpecuja CD-4
aumdonuTa MoKe OWUTH TNPOTHOCTUYKU (AKTOp Y pa3BOjy KIMHHUYKE CIUKE CTEYEHOT
xojecrearoMa. Hammm cMo TOJHMKO Pa3iMYUTOCTH y OMOJIONIKOM IMOHANIAKkY XOJIeCTeaToMa
Ha Pa3JIMYUTHM HMBOMMAa KJIMHUYKOT pa3Boja xonectearoma. Excrnpecuja Ki-67 y credeHom
X0JIECTEaTOMYy CpEeImer yBa je TMOy3laH W CTa0WiIaH Mapkep nposrdepanuje CTECUSHOT
xoJjecreaToma.



The significance of the expression of cell proliferation and inflammation markers in the
development of acquired middle ear cholesteatoma

Abstract

Objectives. Permanent proliferation and periodical infection are the main clinical
characteristics of acquired middle ear cholesteatoma. The aim of this study was to research
immunohistochemical characteristics of the skin, cholesteatoma processes in the nearby tissue
to study etiology and development of acquired middle ear cholesteatoma.

Methods. We investigated clinical, histological and immunohistochemical characteristics of
cholesteatoma in 50 samples from operated patients with acquired middle ear cholesteatomas.
We classified all samples according to their clinical characteristics of cholesteatoma such as
bone destruction, presence of infection or cholesteatoma extension and histological
characteristics of cholesteatoma such as keratinisation, inflammatory process and extra
cellular matrix proliferation. We used MAbs for PCNA, Ki-67, COX-2, CD 4 and CD 8
lymphocytes to investigate the expression of those characteristics in the cholesteatoma and in
the control skin tissue. Statistical analyses were performed using SPSS for Windows version
16.0 (SPSS,Chicago, IL, USA). We used the independent group T-test, Spearman correlation
analysis and Mann-Whitney U test to analyze statistical results and the standard statistical
method of arithmetical average.

Results. Expression of PCNA, Ki-67, COX-2 and CD 8 lymphocytes in more serious clinical
picture of cholesteatoma was almost equal as in less serious clinical picture of cholesteatoma.
There is statistically significant high concentracion of inflammation markers CD 4
lymphocytes both, in the acquired cholesteatoma and in the skin of bony portion of the
external auditory canal, nearby fibrocartilaginous anulus in more serious clinical picture of
cholesteatoma than in less clinical serious picture of cholesteatoma (p<0.05). There is
statistically significant difference of expression of PCNA, Ki-67, COX-2, CD 4 and CD 8
lymphocytes between all cholesteatoma samples and the skin of bony portion of the external
auditory canal (p<0.05) and statistically significant difference of expression in the skin of
bony portion of the external auditory canal than in the retroauricular skin (p<0.05).

Conclusion. Inflammation in the skin of bony portion of the external auditory canal is a
milestone in etiology and pathogenesis of acquired middle ear cholesteatoma. Expression of
CD 4 lymphocytes can be the prognostic factor for acquired cholesteatoma clinical picture
development. We found so much diversity in biological behavior through very different levels
of cholesteatoma development. Expression of Ki-67 in acquired middle ear cholesteatoma is a
reliable and stable marker of proliferation for acquired middle ear cholesteatoma.



3axBaspyjeM ce cBOM MeHTopy Jip ci.men.Henany baneruhy, penosaom npodecopy, Ha
MOJIPLIIH, TPYLYy U pa3yMeBamby TOKOM JU3ajHUpara CTy/1je U U3paau JOKTOparTa, Kao 1
Ha MOMONM y CTaTUCTUYKO) 00paaM MmojiaTaka.

[TomrToBaHMM KOJIETMHMIIAMA U KOJIEraMa, MHCTpYMEHTapKaMa, Kao U oco0spy Kinnuke 3a
yBO, HOC U Tpsio, MIHCTUTYTY 3a Cy/ICKY METUIIMHY U naTosorujy u Muctutyty 3a
MEIUIMHCKA UCTpaXHBamba BojHOMeTMITMHCKE aKkaJieM1je 3aXBajbyjeM ce Ha HeceOUYHOj
npodecroHanHoj ToMohu y XUPYpIIKOM pajly, CaKyIlJbalby U aHAJTU3UpPay M0/1aTaKa.

Benuky 3axBannoct ayryjem ap ci.men.Caexxanu LlepoBuh Ha momohu y maTonomkoj u
MOP(}OIIOITKO] aHATTU3U Y30PKOBAHOT TKUBA.

Mojoj pamunuju, npujaTesbuMa 1 JOHATOPUMa BEJIMKO XBajla HAa MAaTEpUjaIHO] U MOPAIIHOJ
TIOJIPIIIIH.
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1.YBOJ,
1.1. UcTopujar

Tepmun xosectearom mpsu je yrnorpeoro Johannes Muller 1838. roaune onucyjyhu ciojeButu
NepaacTd TYMOpP YBa CacTaBJbEH M3 MACTH KOJU C€ Pa3IMKYyje Of OCTAJIMX TyMOpa IPUCYCTBOM
OunMjapHUX MacTH WIM XoJecTupuHa pacnopeheHor msmely cnojeBa henmja ca akymynanujom
KepaTHHA Y BHJYy KOHICHTPUYHUX MPCTEHACTHX CJIOjeBa @ ITpe Johannes Muller-a jomr 1683.
roquHe Du Verneey je macy ciauuny tymopy usmely nepebenyma u 1epeOpyma Ha3Bao
crearomoM. @pannycku mnarosor Curveillier ommcao je 1829. roamnHe mnaTonomke
KapaKTepUCTHUKE CIMYHE XOJIECTEaTOMY M TaKBY JIe3Wjy je Ha3Bao ,,nepiactd Tymop . Tepmun
XOJIECTEATOM je y CTBapH IOTpEIIaH, jep ce He paau O IMpaBoM TyMopy, Beh o mceynoTymopy
KOjH He caapxku ysek xonecteporn . Schuknecht u capauuiy cy ayro HpoTaKUpaId TePMUH
,KEpaTOM®, alli Ce Ha Kpajy MIIAK 3apyKa0 HA3UB XOIECTEaToM KOjH je i AaHac y ynorpe6u 2.

[ToueTkoM epe Xupypruje yBa OTIIOUETO j€ M XHPYPIIKO JieueHme Xojiecteatoma ysa. lIpBy
MactongekroMujy cy ypaamm Hermann Schwartze u Adolf Eysell jowr 1873. romune ©. Io
1950. rommue paljeHe Cy MacTOMIOEKTOMHje W THMIIAHOILIACTHKE 300r XosecreaToma 0e3
MuKpockorna, aa 6u House u Wullstein yBenun MHKpOCKOIICKY XHUPYpPrHjy yBa @ U namac je
XUpypruja yBa jelMHa Tepamuja 3a XOoJIeCTeaToM, ajH je OHa COPUCTHIMpaHA, HE MOXE ce

3aMHUCITUTH 0€3 MUKPOCKOIIA U TIPETXOHE PAANOIIONIKE J1jarHOCTHUKE.
1.2. lepununuja xojecrearoma

XomnecTteaToM TMpelCcTaB/ba IUCTHYHY, OCHUTHY, TCEYJAOTYMOPCKY W3paCiHHY, OTPaHUYCHY
KEepPaTUHU3UPAHUM CKBAMO3HHM CIHUTEIOM Ca CTPOMOM O] TPaHYJIAIMOHOT TKHUBA, KOja Ce jaBJba
Ha pa3HUM MECTHMa y OpraHm3my, m3mel)y ocramor m yHyTap cpeamer yBa. Gray je 1964.
rOJIMHE MPUKA3MBA0 XOJIECTEATOM Kao ,,KO’Ka Ha MOTPEIIHOM MecTy™, 0e3 JiTaka U yxKJie3/a, 10K je
Sade 1993. roauue meduHHCAO XOJIECTEATOM Kao ,,[IOCTOjalbe€ CKBAMO3HOI emuTeiaa y OyOHO]
JyILIU KOja IPOU3BON MAKPOCKOICKe Konnunte keparuna® © ©. Xomecrearom ce kapaxrepuie
MPOrPECUBHUM PACTOM KOjU je uecTo mpaheH JACCTPYKIUjOM CIIy3HHUIIE CpEImer YBa,

JECTPYKIIMJOM CIYIIHUX KOIIYMIIAa M CYCEAHHX KOIITAaHUX CTPYKTypa. XOJeCcTeaToM Cce



KJIMHAYKH MaHHQecTyje HariayBomihy, GeTHIHOM CEKPEIjoM U3 yBa, pehe 00JIOM U 3yjameM Y
YBY, BPTOTJIaBHIIaMa U CMETHaMa paBHOTeke. OTOMUKPOCKOIICKUM TPETJIeIOM ¢c€ OOMYHO BUAM
KepaTWHCKU Ae0puc y mpeaeny uBHUHE nepdopanuje OyOHE oOmHE, YecTo ca 3HauMa
ucToBpeMeHe WHQEKIMje y BHUIY THOJHE CEKpelje, TpaHylaluja WIA TOJUIA Yy YBY.
XonecteaTroM MpeJCTaB/ba jJeHY OJ HAajomacHUjUX OO0JIECTH CPEIIEr yBa C 003MPOM Ja MOXKE

JOCBECTH JI0 €T30KPaHUjTHUX U €HIOKPAHUjATHUX KOMIUIMKALH]ja.
1.3. EnugeMunosionike KapakTepucTuKe Xoj1ecTeaToma

Y eBpOICKO] TOIMyJAlMjU XOJIECTEATOM CPEAEr yBa C€ jaBjba Ca CPEAHOM TOJUIIEHOM
uHIpAcHIOM o1 9,2 (u3mehy 3,7-13,9) ma 100 000 cranoBHHKA @ VHuupenna je HajBeha y
MOITyJIAIMj | MYIIIKapaia ctapoctd oko 50 roauHa. He mocToju ctaTUCTUYKK 3Ha4YajHA pas3iinKa y
M0jaBH XOJIECTEaTOMa CpEIer yBa IpeMa colujaiHoM craTycy. BehwHa mnamnmjenara ca
xonecrearomoM (72,4%) maTu o7 XPOHWYHHX €MH30/a CylypaTuBHE Menuje. bakrtepujcka
nH(pEKIHja KO X0JIecTearoMa je JJokazana OprcoM yBa y 85% ciydajeBa, mpu 4eMy Cy IacHBHA

(

. 2,7 .
I/IH(beKI_II/I_]a " IIpUCYCTBO 6PIO(1)I/IJ'IM3 rOoTOBO 00aBe3HHU ) HOJaBa X0JecTrearoMa u3a MHTAKTHE

OyOHe omHa, 0e3 HCTOpUje O XPOHMYHO] Meauju BepudukoaHa je y 0,6%, A0k je mojaBa
X0JIecTeaToMa CPe/Iiber yBa y MalHjeHaTa ca paclenoM Hera 3abenexeHa y 8% cinydajeBa @
Kon omepucannx mammjeHata ca XOJECTeaToMOM, IPETXOJHO cy yrpahuBaHe aeparoHe
ueBuniie (10,2%), pahena je ameHomaekTOMHja WM TOH3WIoaAeHouaekTomuja (15,9%), a y

npeko 80% ciydajeBa HUje pal)eHa HUTH jeJJHA O]l HaBEeIeHUX Ollepalja O,

1.4. Knacudukanuja xoJsiecrearoma

XoecTeaToMu €€ MOT'y KJIacM(PHUKOBAaTH Ha OCHOBY: €THOJIOTHje, Tomorpaduje M KIMHHYKHUX

KapaKTEePHUCTHKA
1.4.1. Emuonowxka knacuguxayuja xonecmeamoma

XojgecTeaToMH Ce npema CTI/IOHIHKOj KJ'IaCI/I(I)I/IKaI_II/IjI/I JACJIC Ha KOHI'CHUTAJIHC MW CTCUCHC.

Konrenurannu xosjecteaToMH HacTajy W3 eMOpPHOHAIHMX OCTaTaka enurTesia M o0yxBarajy



XOJIECTeaTOME y TIOHTOLEpeOeTapHOM YIily, y NHPaMUIM TEMIIOpalHe KOcTH, a pehe y
MACTOMHOM HACTABKY M CPEIECM YBY [IJ¢ C¢ jaBlbajy M3a MHTaKTHe OyGHe omme & 9.V
CTEUYECHE XOJIECTEaTOME C€ CBPCTABAjy XOJIECTEATOMHU CIIOJBAIIHET CITYIIHOT XOJIHUKA U CPEIbEr
yBa. [Ipema cramy OyOHE OIHE, CTCUCHH XOJIECTEaTOMH CPEIEr yBa ce Jejie Ha IpUMapHe U
cekyHnapHe. [IpumapHo credeHu xonecreaToMu cy npaheHu nmpomeHama Ha OyOHO] OITHU Y BUY
aTelieKTa3e W PEeTPAKIIMOHOT [Iena KOjH HACTA]y ycJea WHBarMHaIKje WIH PeTpaKkiuje Aeia Wiu
nene 6y6ue omue . CexyHIapHO CTCUYCHH XOJECTEATOMH HACTAjy YPACTAHEM CLIMLCPMA U3
YHYTpPAIIkEr, KOITAHOT JeJa CIIOJbAIbEeT CIYIIHOT XOJHUKA WK IPeKo pyoosa Beh mocrojehe
nepgopanuje OyOHe omHe y KaByM TuUMnaHu. CTEUeHH XOJecTeaTOMH Takole Mory HactaTu
HAKOH OICTPYKIIMjE CIIOJBIIBEr CIYIIHOT XOJHUKA OCTEOMOM WM (HOPO3HOM JMCILIA3HjOM
temnopante koctn M 12 pymu perko creueHnX XoecTeaToMa Cpeim-er yBa NPHIANajy
U3y3€THO PETKU MMILIAHTAIMOHU XOJIECTEATOMU KOjH HACTajy ypacTameH enujepMa y Cpelibe
yBY HAKOH ollepainuje Ha OyOHO] OMHM WJIM CPEelHjeM YBY WM HaKOH (pakType TeMIlepesHe

xocty 314 19),

1.4.2. Tonoepagcra kracughuxayuja xonecmeamoma

[Ipema Tomorpadckoj knacudukauju XoJecTeaToMH ce Jiele Ha XOJECTeaTOMe TEMIIOpaJIHe
KOCTH, XOJIECTEATOME CPEAIET YBa, X0JIECTEaTOME CIIOJbAIIHET CITYIIHOT XOJHUKA U €KTOIMNYHE

X0JeCTeaToMeC (10).

XonecTeaTOMH TEMIOpalIHE KOCTH Cy Hajuemhe KOHTE€HUTAIHHU,
JIOKAJIIM30BaHU y TIpelely BpXa NUpaMuIe WM Yy TOHTolepedenapHOM yriay, a pehe y
MacCTOUHOM HACTaBKy, ca join peh)oM mporaraiujoM y Cpelilbe YBO ® Xonecrearomu cpeamer
yBa Cy YIJIOBHOM CTEYEHHU M O BUMa he oBzie OUTH pedn. XO0JIeCTeaTOMH CIOJbAIIHET CIYITHOT
XOJHUKA Cy JIOKaJM30BaHW Ha MOAY M Yy KOIITaHO] TpehwHH CIyIIHOT KaHaja, u3riena cy
JIOKAIHOT AMBepTHKYIyMa 0. PeTko xosecTeaToM MoXe HAacTaTH u3Mel)y ciojeBa GyGHE OmHe

) @7 ExtonnuHu xomecrearoMu ce jaBJbajy Ha aTUIUYHUM

(MHTpaTUMIIAHUYHU XOJIECTEATOM
MECTHMa 3a0CTaJIOr eMOPHOJIOMIKOT enuAepMa HIIp. HHTPAaKpaHWjaJdHO, Y IMapaHa3aJlHUM

HIyIrbMHaMa, y yhuma uta.



1.4.3. Knunuuka xnacughuxayuja xonecmeamoma

[IpeMa KIMHUYKUM KapaKTEPUCTHKaMa X0JIeCTeaTOMH MOTY OUTH MPUMapHH U PELUAUBHpPa]jyhu.
[TpumapHu XoJecTeaTOMH MOTY OMTH aTHK, IapC TEH3a XOJECTEaTOMH M XOJIOXOJIECTEATOMH Y
3aBHCHOCTH OJ1 MPUMapHE JIOKaJu3alKje MojaBe xojiecTtearoMa Ha OyOHO] OIMHHM, T/I€ 3aXBaTajy
camo Tapc (uIaKImLy, nape TeHsy MM 1eny 0yGny omuy . Ilapc TEH3a XONECTEATOMH MOTY
OUTH CHHYC XOJIECTEaTOMH UM TEH3a pETPAKIHMOHM XojecTearoMH. PenwmauBupajyhu
XO0JIECTEATOMH C€ jaBJha)y HAKOH OIEpaldje XojecTtearoMa M MOTy OWTH pe3HIylTaHd W
pPeKypeHTHHU. PesuayallHu XoJecTeaToMH C€ pa3BUjajy OJ OcCTaTaka XoJeCTeaToMa, O]
HEKOMITJIETHO YKJIOEb€HUX XOJIECTEaTOMCKHX IEpiIi U Hajuenthe ce jaBibajy y CHHYCY TUMIIaHH,
(darnujaTHOM perecycy U CynparyoapHoj peruju, ca unimaeHnom ox 20-50% y meaujaTpujckoj
MOITYJIAIH] 1 (18, 19, 20) PexypeHTHH XoOJiecTeaTOMH HAcTajy MOCTONEPATUBHO, HAKOH TOHOBHOT
yCIIOCTaBJbakha IATOTCHETCKMX YyCJIOBa 3a pa3BOj XoJiecTearoMa, HOp. (OpMHUpAmkEM
peTpaKIMOHUX [jernoBa Ha OyOHO] OMHM WIIM HEOMEMOpaHU YCIel] XHUIIOBEHTHIIAIN]E CPEIbEer

yBa (18, 21)

1.5. AHaTOMCKe KapaKTepHCTHKe cpelmer yBa

Cpenme yBO je CI0XKEH CUCTEM CIIOjeHUX IIYIJbMHA Y TEMIIOPAIHO) KOCTH, CMEIITEHUX U3Mehy
CroJballltber M yHyTpauimer yBa. Cpequuimu aeo je OyOHa nyrba (Cavum tympani), mpeasopje
(antrum) u macrouane henuje cy mo3aau, a Eycraxujesa Tyoa (tuba auditiva) je nanpen. byoHa
IyTJba C€ Hala3u MEIUjaIHO 0J1 OyOHE OIHE a JIETePaHO OJ1 JIJAOUPUHTHOT 3Ua KOjHU j€ JIeTH O]1
yHyTpalmer yBa. JIJAOUpUHTHU 311, MOBPIIUHE OKO lem? J€ XMpYPIIKH HAPOUYUTO 3HAYajaH, jep
je Ha memy omucaHo oko 150 anaromckux gaerasba (Bollobas Bela). Hajsnauajuuju cy
POMOHTOPH]YM, XUPYPIIKO KOJEHO (alujasHOr KaHama ca mmaroBuMma (recessus facialis u
sinus tympani koju cy 4decto 3axBalieHH XO0JiecTeaTOMOM) U OKpYIJio U oBaiaHO okHO (fenestra
cochlea u fenestra vestibuli), 1Ba oTBOpa Koju MoOBe3yjy OyOHY AyIJbY Ca YHYTPAIIHBUM YBOM
@)y OJIHOCY Ha Tojoka] OyOHe omHe, OyOHa Aymjba je TMOJe/beHa Ha CpeamH CIpaT -
Me30THMIIaHyM (Mesotympanum), ropmu crpar (epitympanum), npeamu crpat (protympanum)
u oy crpar (hypotympanum). Xupypuiku je 3HauajHIja MOPQOIOIIKO-(QyHKIIMOHAIHA TTO/IeNa

CpelImer yBa aTUKOTUMIIAHMYHOM JujadparMoM ca JiBa Majia OTBOpa IMpeamu U 3albu
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tumnannyar uctmyc (isthmus tympanicus anticus et posticus) 3a BeHTHIALK]y €MUTHMIIAHYMa,
aHTpyMa M MacTouHHUX henuja. BeHTHIaMja Y4uTaBoOr CPEIHEr yBa je 3aBUCHA O/ TPOXOJHOCTH
MIOMEHYTUX OTBOpa Ha aTUKOTUMNAHW4yHO] aujapparmu u EycraxujeBe TyOe. DyHkKmmja
EycraxujeBe TyOe je mpecyHa 3a pacT U pa3BOj MAaCTOMIHOT HACTaBKa, KOJH j€ HEPa3BHjeH KO
HOBOpOlheHUYEeTa, MOYne 1a ce GopMHpa y IPYroj TOJAWHH KUBOTA U MOTIYHO j€ Pa3BHjeH TEK y
pehioj neneruju sxuora @),V ciyuajy oncTpyKumje mpember 1 3amber THMIAHAYHOT HCTMYCa
u 3amymeHoctn EycraxujeBe TyOe XoiectaToMoM, TpaHyJaljama, IOJHUIKAMA WIIH
XHUIEPIUIACTUYHOM CITY3HHUIIOM, XHPYPIIKO PElIaBamke je HEeOoXoaHo, mpu yemy ce EycraxujeBa
Ty0a MOKE pakaHaJIMCaTH W OMOTYhHMTH aepamuja cpelmer yBa. 3a CHpOBOheme 3ByKa Kpo3
Cpeame YBO, OCHM JI00pO MTHEyMaTHa3UIlHje CPEAbEer yBa, HEONXOIHH Cy LIeIoBUuTa OyOHa ormHa
U (YHKIMOHAJIaH OCUKyJIapHH jaHall. byOHa omHa (membrana tympani) je enacrudna MemOpaHa
Koja je y Behem nmomem fnemy (pars tensa) TpociojHa: MIOYACTO CIIOJEBUTH EMUTEN CIOJba,
(buOpPO3HU CI0j y CPETUHU U JeTHOPETHH EMUTEN YHYTPA, JOK je MambH, TOpHU Je0 OyOHe omHe
nsociojan (pars flaccida — membrana Shrapnelli), ogrocHo 6e3 cpeamer ¢GUOpPO3HOT ciioja.
[Tapc ¢umakumma u IlpycakoB mpocTop cy aHATOMCKH cllabe Tadke KOje ce OBOJAE y Be3y ca
nojaBoM xousiecrearoma. IIpycakoB mpocrop (Prussak’s recessus membranae tympani superior)
j€ CIIy3HHYHHM IITar OrpaHHYeH JIaTepajHo mapc (uiakuuaoMm OyOHe OIHe, MEeIWjalHO BPaToM
Majieyca, CYNEpHOPHO JIaTepAIIHUM MeJeapHUM JIMTAMEHTOM W HMH(EpPHOpHO JaTepaTHhM
nporecycom mMasieyca. OCUKITyapHH JIaHAIl YMHE TPU HajMarhe CIYINTHE KOUTUHUIIE y TeITy YOBeKa:
gyekuh (malleus), nakoBam (INCUS) u y3enruja (Stapes). CaymHe kommuuile cy melycoOHO
y3TJ00JbeHe, MOKPET/hbHBE Y3 MoMoh cTameaujamHor U mumuha 3are3ada OyOHE oNHE U UMajy
byHKIMjy 1a TpeHoce 3ByK on OyOHe omHe no oBamHor okHa (fenestra vestibuli) omHocHO

yHyTpauer yga 2V,

1.6. KiinHn4ke KapakTepucTHKe X0JecTeaToMa

MakpOCKOIICKH XOJIeCTeaTOM j€ IMCTHYHA, TCEYJOTYMOPCKAa TBOPEBHMHA KOja CE€ CacTOju U3
TaHKOT' enuTena U OenuyacTor, JyKOBMYACTOT, TPOLIHOT KepaTHHA KOjU MOKe OUTH CyB WU
BJI@XaH, y 3aBHCHOCTH OJ TNPUCYCTBA WJIM OJCYCTBAa aKkTHBHE HH(pekuuje. Y MNpUCYCTBY
uH(QEKIMje, 0HOCHO ITyPEJICHTHOT CeKpeTa, rpaHyjaluja WiH MOJIuIa, XoJecTeaTOMCKe Teplie

ce HaTanajy MHQUIMPaHUM caJpikajeM, [0CTajy BIaXKHe U 100ujajy xyhkacty 0o0jy. Cnuune cy
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MaKpOCKOIICKe ()OpME CYBOT U BIIQKHOT XOJecTeaToMa KOJI MPUMAPHOT ¥ KOJ penuanBupajyher
xosecrearoma. PeruauBupajyhu xosiecrearoM je Jakilie JujarHOCTUKOBATH, a TEXKE ONepucaTu
U3 caMe YMIbEHHIIE Jla je HEeKaJa paHHje ONEepHCaHO YBO 300r XoiecTearoma, a Ja Ccy
IPETXONHOM OIepaiujoM Moryhe wn3MemeHe aHaTOMCKe CTpyKpype cpemmer ysa & '8,
KnnHnuke KapakTepuCTUKE MPUMAPHOT aTWK M Mapc TEH3a XojecTearomMa Ce pa3iiuKyjy. ATHK
(mapc Quakuuaa) xoJecTearoM IOYHEe HMBHYHOM aTHK mepdopamujoM ca MpyxkambeM
perpakiuonor pena y IlpycakoB mpocTop, onakjie ce MIMPH yHasaJ IMpeMa aTukKy, aauTycy
aHTpyMa M aHTPYMy MAcCTOWJa, HA JOJIe M YHYTpa NpeMa WHKYIOCTaleIujaTHOM 3TJI00y H
OBAJTHOM M OKPYTJIOM OKHY W/WJIM ITpeMa Harpe Ka Bpary MaHyOpHjymMa v CTPYKTypama Me30- U
nporumranyma. [lapc TeH3a XojecTteaToMH ce€ [ellé Ha CHHYC W TEH3a pPETPaKIUOHH
xosnecrearomu. CHHYC XOJECTEaTOMHU MOYMIbY y 33aJbHM KBagpaHTHMa OyOHE OIHE MBHYHOM
nepdopanjoM ca TPYyKamkEM PETPAKIMOHOT [lena y 3alkbd THUMIIAHAIHA CETMEHT, Ka
danujaTHOM pelecycy W CUHYCy TuUMmaHd. OTOMHKPOCKOIICKM C€ CHHYC XOJECTeaTOMHU
MaHU(DECTY]y aTeICKTAaTHIHOM OyOHOM OITHOM ca aKyMYJIallljoM KepPaTHHCKOT Jedpuca Koju ce
TEIIKO aclupHupa W KOjU je 4eCTO MPEKPUBEH MECHATUM TpaHyJalfjamMa W MOJUIHMa G
3aher TUMIIAHYMY, CHHYC XOJIECTEaTOMH C€ IIUpEe MpeMa aTWKy Kpo3 3aJkU TUMIAHUYHH
UCTMYC MJIM MCIIOJl Bpara Majeyca Kpo3 IMpeamd THUMIAHWUYHU HcTMyc. Takohe cuHyC
XO0JIECTEATOMH MOTY Ja HCIymaBajy [IpycakoB mpocTop, ogakiie ce MOTYy IIHPHTH 033,
JaTepaiHo O]l Teja WHKyca, u3Mel)y marepasHor ManeapHOT Habopa ¥ JaTepaHOT MHKYIATHOT
Habopa, mpeMa aguTycy aHTpyMmMa W/WIM Ha jAose u3Mely naTepalHOr M 3admer MajeapHor
Habopa y ME30THUMIIaHyM W/WJIM Ka Hampej IpeMa BpaTy Majeyca, IpeMa JIeXHUCHUEHIHJU Y
npeeM MajleapHOM Habopy W mpenmer jaena Von Troeltsch — oBor pema y mpoTHMOanyM.
TeH3a peTpakimoHN XOJieCTeaTOMH ce oO0MYHO MaHH(eCTy]y y BHAY IEHTpajlHEe Mapc TeH3a
peTpakuuje, a KacHuje u nepdopanuje OyOHEe OmMHE ca OOMJIHMM aKymyjalujama KepaThuHa Ha

YHYTpAIlllb0] CTpaHH uBUIA nepdoparyje, HCIoa ocTaraka OyOHe ormHe (26),

Hudy3nu
XOJIECTEaTOMH (XOJOXOJIECTeaTOMH) Cy CBEOOYXBATHU, HAJ€KCTEH3UBHUJU OJ CBUX KIMHUYKUX
dbopMu xojecTeaTomMa U 3axBaTajy cBe chpaToBe KkaByma TummaHu. Kox mudy3Hux
XoJjecTearoMa Cce He MOXE pa3a3HaTH NPUMapHO MECTO jaBJbakba XOJIECTEaTOMa, jep
XO0JIeCTEaTOMCKE Mepie MCIyHhaBajy MOTIYHO KaByM THMIIAHU U HE MOCTOje BUIJBMBU OCTAllU

OyOHe omHE @



1.7. IIaTOXHCTOIIIKE KAPAKTEPUCTHKE X0JIecTeaToMa

VY cTeyeHOM XoOJecTeaToMy ce€ MOTY Npeno3HaTh TPH CII0ja: MAaTPUKC KOjU TpEACTaBIba
KepaTHHMU3MPajyhu BUILIECIOjHM IUIOYACTH eMUTeNl, NEePUMATPUKC MM JIAaMHHA IPONpPH]ja
(cTpoma) u amopdHU canpixaj (Haciare 1eCKBaMHPaHOT KepaTHHA U MPTBUX henmja).

Marpukc ce cacToju W3 BHILIECIOJHOT CKBAMO3HOT €MHUTENa, CACTaBJEHOT O]l KEPaTHHOIIMTA,
KOjU CTBapajy KepaTHH. KepaTnHOLUTH y MAaTpPHKCY XOJIecTearoMa Cy MpaBHIHO pacnopehenn,
CIIMYHO Ka0 y €MHTENTy y HEKOJHMKO cliojeBa: Oa3alHu, CHMHO3HM, TPaHYJIAPHU M POXKACTH CIIOj
(28), henujcku u mehyhenujcku cactaB MaTpuKkca je BeOMa CIMYaH CacTaBy KOXe, C THUM IITO
HEIOCTajy ajJHeKca Koxe. basanmHu coj marpukca xosiectearoma (Stratum germinativum) je
msrpaheH on kyOowmnmHux henmja ca BENMKUM jepoM, ca XHUIIEPXPOMATHHOM, 0a30(HIIHOT
n3rnena. basamxe hemmje cy MHUTOTCKM aKTHMBHE, Be3aHE Cy XeMHIE3MO3MUMa 3a Oa3ayiHy
MeMOpaHy, a e3MO30MHIMa ca OKOJIHUM KepaTuHonuThMa. basanne henuje HajpaHuje cTBapajy
keparuHcke ¢uuamente. CIHHO3HU CJI0j MaTpHKca xojecrearoma (Str. Spinosum) camapxwu
JUNUIHE JlaMelie W BeNIMKe MWIMHAPUYHE henmje Koje cTBapajy KepaTHWHCKe (UIAMEHTE U
JaMeHapHe TpaHyne. ['paHymapHu clloj MaTpukca xosecrearoma (Str. granulosum) uune
CIUbOIITEHEe henMje ca XUIEepXpOMaTCKMM KEepaTOXHjeIMHUM IpaHyjama y KojuMa ce CTBapa
¢unarpun. Poxxactm cinoj mMarpukca  xonecrearoma  (Str.  COrneum) mpeacTtaBiba
XHUIIEPKEPATOTOYaH W JIeCKBaMHpajyhu ci10j, cacTaBJbeH W3 BHIIE pPEIOBa KOPHEOIUTa —
opoxanux henuja 6e3 jeapa ca HepacTBOpJbMBHUM henujckum omortaueM. KopreouuTtu ce
CTBapajy M3 arperatra (uiarpuHa W LUMTOKEpaTHHCKUX ¢uiameHara. Mehyhenujcku mpocrop
n3Mel)y KopHeonTa YuHe OMIaMeNapHu JIUIUAN, [IepaMuie U XOJECTEPoa. Y poKacToM CJI0jy
ce gopMupajy jmamese KepaTHHa U XOJECTEPOJICKA KPUCTAIM YHYTap KEpaTHHCKOT nedpuca.
HM3mely rpanynapHOT U poxkKacTor clioja oHeKaa ce uaeHTudukyje str. lucidum. ¥V pasnuantum
CJI0jeBMMa KEPaTUHOIIMTA j€ HCIOJbeH pa3IMYUT Npo(Ui IUTOKEpaTHHA — WHTEPMEIUjapHUX
dunamenara mporenHcke cTpykType Y. KepaTHHOLMTH MOTY 06aB/bATH U MMYHODETYIaLH]y
MOIITO Cy CIHOCOOHW J1a CEKpeTyjy IMTOKWHE, Na 00aBjhajy (aromurTo3ly U MOTY Ja ce

TpaHcQOpMUILly y aHTUreH mpe3eHtyjyhe henuje 30)

Y MaTpHKCy OCHM KepaTHHOIUTA
uaeHtupukoBane cy Mepkenose henuje y 0GasanmHom ciojy 1ok ce JlanrepxaHcoBe hemnmje
Hajaze y cympaba3anHuM cjojeBuMa. Takohe wuHTpaenurenHo cy wujaeHTHudukoBanu T

mumdorutn CD4 u CD8 ¢enornma, a pehe makpodarn u MacTOIUTH (29) [Iponudepanuja



KEepaTHHOIIUTAa MAaTPHUKCA XOJIECTEaTOMa j€ HhEeroBa OCHOBHA KapaKTEPUCTHKA, Koja ce m3mely
OCTAJIOT MOX€ BEPU(PHUKOBATH U TMPEKO HMYHOXHUCTOXEMHJCKE EKCIPECHje MapKepa jelapHOTr
anturena Ki-67 u PCNA (henujcku jenapun anturen npommdeparmje) .

[lepumaTpukc WK JIaMUHA MIPOIIpHja (CTpOMa) MPENCTaBIba IO XOJIECTeaTOMa HCIO]l MaTPHKCA.
Cactoju ce u3 uH(pIaMupaHOT CyOSTUTETHOT BE3MBHOT TKMBA WJIH IPaHyJIAIIMOHOT TKHBA KOje je
MHQUATPUCAHO 3amabeHCKUM henmmjama. Y CyOemHWTeNnHO] 30HM IEepUMAaTpPHUKCa IOMUHUPA)Y
¢ubpobnactu, apyre MoHOHYyKIeapHe henuje, kao u nonmumopdonykieapue henuje, mehy mrma
Haj3HaYajHUJU Makpodaru, a MOBPEMEHO CE€ BHJIE MACTOIUTH U TutazMa henuje. Ox numdonmra
noka3zaHo je npucyctso nomohunukux (CD4) u nurorokcuunux (CD8) T numdonura, a Mame B
muMmdonuTa. Y JaMUHH MPONpHUjU Cy Takole Hal)eHa HepaBUIIHO MTOCTAaBJbEHA KOJIareHa BJIAKHa,
Ka0o ¥ Jpyre KOMIIOHEHTE eKCTpalelyJapHOT MaTpuKca IMOMyT TJIyKO3aMHWHOTJIMKAHA,
IpOTeorIiKaHa, GUOPOHEKTHHA, BATPOHEKTHHA, ClIACTHHA 1 JIaMUHUHA 0,

AxymynupaHu KepaTWH U MpTBe henwuje, yriiaBHOM KEPaTUHOIUTH CY MPUCYTHH Y MAambeM WA
Behem 00MMy, OOMYHO Kao 3apo0JbeHNM aMOP(HH Caapika] y MUCTUIHO] POPMHU XOJecTeaToma,
KOjU MCIyHaBa IMHEYMAaTCKe POCTOpe cpenmer yBa. KepaTnHcke Mace cy oIMyaH MEIHjyM 3a
MHUKpPOOpTaHu3Me, Tako Jla ce yHyTap mux Mory Hahu Oakrtepuje, OaKTepHjCKU EH3UMH,

TJbUBHIIE, PA3IMYUTH AHTUT€HU TIOJ€JMHAYHO WU Y OKBHPY OMOodMIMa.
1.8. UmyHoXHCTOXEMHjCKe KAPAaKTEPUCTHKE X0J1ecTeaToMa

[IpuMeHOM  HMMYHOXHCTOXEMHJCKMX MeToJa Kao M TEeXHUKa MoJIeKyJapHe Ouojoruje
3aCHOBaHMX Ha ,,IN SItU* U ,,ex vivo™ aHanu3m KyJaType TKuBa M henmja, omoryheHa cy HoBa

. . 2
CazdHamka O HaTO(bI/I3I/IOJ'IOFI/IJI/I U TMAaTOXUCTOJIOTHJU XOJieCTe€aTOMa (8)

NMyHOXHCTOXEMH]CKE
aHaJM3e NPEeCTaBbajy BPJO MOJECHE METOJOJIOUIKE MPUCTYIE jep ce 3axBajbyjyhn OrpoMHOM
CIEKTPY MOHOKJIOHCKHX aHTHUTeNla jeIHOCTaBHO MOry HJeHTH(]ukoBaTH OpojHe henmjcke
cyOnomynanuje amd W TpoydyaBaTH eKCIpecHja pazIUYUTUX MOJIeKyJa YKJbYYEHUX Y

1
MMyHONIaTOTeHEeTCKa 30MBamba G,

[IpuMeHa WMYHOXHCTOXEMH]CKHX METO/Ja Ha TKUBHUM
npecenrMa omoryhaBa He caMO HACHTHU(QHKAIM]y MOjeAMHHX henuja uinum Moisekyna Beh u
TUCTPYOYIHM]y aHaNM3upaHuX henuja U BUXOBY KOMYHHMKAIM]y ca cyceHUM henrjama kKao u ca
henmjama excrpauenyiapHor MaTpukca. Takole, ce cBe TpOMEHE Y TKHUBY MOTY

KBaHTH(PUKOBATH a CAMUM THUM U CTAaTUCTUYIKUM MeTojama oOpahuBaTu.



ExcrnpecujoM nuTokepaTrHa, IUTOKKMHA U mponudaparuBaux mapkepa kaksu ¢y PCNA u Ki-67
MOXK€ C€ HMCIHTATH Mpojudepanuja enurena. Nenujcku HyKJICapHH aHTUTEH mpoiudeparuje
(proliferating cell nuclear antigen - PCNA) xkopuctd ce 3a aHauM3y CHHTE3C
nezokcupudonykinenHcke kucennHe (DNA) tokom S aze henujckor nukiryca, kKoja ce Besyje 3a
DNA pemnukanujy, penapanujy u hemmjcky anaonto3y. PCNA je nmpema Tome HecrienupuIHN
uHaukarop mnposmdepanuje enutena. Ekcrnpecuja PCNA  je mnoBehana y XpoHHYHUM
uH(paamaropauM nporecucuma, na je PCNA momecan mMapkep 3a HCIIUTHUBAKE Mpoiudepanuje
MaTpuKca xojiecreraoma, rue je ekcrpecuja PCNA Beha nero y emuaepmucy. Ki-67 je jemapau
aHTUreH U Mapkep henujcke mponudepalyje Koju ce eKCIpuMyje Yy CBUM aKTUBHHM (a3ama
henujckor nuknyca (Gi, S, G, u M), 10k ra Hema y HeakTuBHO] (a3u henujckor mukiyca (Go).
IMpernocraBba ce ma je Ki-67 oaroBopaH 3a KOHJCH3AIM]y W JECKOHACH3AIM]y XpOMO30Ma,
3aITUTY M CTA0WIW3aIMjy XpOMO30Ma M perylialiijy CHMETPUYHE pacIojielie jeJapHuX

nmporenHa mnpu naeobu henwuje 32),

V 3aBucHoctH of 3actymbeHoctd Ki-67 y Hykieycy,
HYKJICOYCY WIIM HyKJIeoruia3Mu, oapehyje ce tun henujcke ekcrpecuje Ki-67 kao rpanysupa,
nudy3aH WIK MELIOBUTH THII ®3), Ki-67 uma cnenn(puIHy IMYHOPEaKTHBHOCT, IETEKTUOMIIAH je
y 0asaHUM U cynpaba3alHUM CJI0jeBHMa MaTPHKCA CTEYCHOT XOJIECTETOMA JIOK C€ Y HOPMAJIHO]
KOXKHU TNIpHKa3yje y 0a3aaHOM Cllojy enuTesna 34 U Ki-67 u PCNA ce HapO4YMTO KOHLEHTpULLY Y
MeaTajgHOj KOXKH, OJHM3y THMITAaHUYHOT aHyJyca, OJaKJie C€ y3MMa HMCEYaK KOXKE€ CIIOJhAIIber
CIIYITHOT XOJHWKAa IIOJIECAaH 32 TATOXUCTOJOMIKY W HWMYHOXHCTOXeMHjcKy aHamu3y. COX-2
(ciklooksigenaza 2) je en3um koju HacTaje aekoaupameMm PTGS2 (prostaglandin-endoperoksidne
sintetaze 2) rena, a yKJbydeH je y MpeTBapame apaxiI0HCKe KHCEIUHe Yy mpocrarianana H2 —
MPEeKypcopa MPOCTAIUKINHA U TpoMOakcaHa A2, MeaujaTopa 3arajbeHCKOT Iporieca (%) CcOX-2
je HeakTMBaH y 3apaBuM hemmjama. AktuBanmja COX-2 ce omurpaBa y mponudepumryhum
hennjama TOkOM pa3Boja MHGUIAMHUpPAHUX WIM TYMOPCKHMX IIpolieca y OpraHu3My, M TO Kao
OJIrOBOp Ha eKkcTpahenHjcku CTUMYJyC, TpoHH(IaMaTOpHe HUTOKMHE WM (akTope hemujckor
pacra ®%37),

Excrpecujom henujckux mapkepa umyHux henmja, xaksu cy CD4 1 CD8 T numdouutu y
XO0JIECTEaTOMY MOT'Y C€ carjieJlaTd ’UX0Ba AUCTPUOYIHja U yayra Y HMYHOJOIIKUM IPOIIeCHCMa
pa3Boja xonectrearoma. CD4 1 CD8 T numdounutu cy epekTopcku IMMOOIUTH KOjU HAKOH

ca3peBama y JJUM(HOM YBOPY MUTPHPAjJy Ha MecTy MH(]eK1Hje (X0JIecTeaToM U OKOJIHY KOXY Y

OBOM CJIy4ajy) U JeNy]y Kao IUTOTOKCUYHE oj0pamOeHe henvje Wiu y XyMOpPaTHOM HUMYHOM
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onrosopy, kao momohuumuke Thl m Th2 umyne henmje. IMyHOXHCTOXEMHJCKO MaIHpPambe
omoryhaBa unenrudukanujy u npaheme u 1pyrux henuja y xonecrearomy KakBu ¢y Makpodarm,
XUCTHOIIUTH, MACTOIMTH, TuIa3MoiuTH, Jlanrepxancoe hemmje, a Hapouuto hemmje koje cy
HajOpojHHje Y MATPHUKCYy — KEepaTUHOIMTH W henuje u3 mepumarpukca — Gudpodmactu, jep je

30, Takohe,

BHUXOBOM HMHTEPAKIMjOM HWHUIMpPAH pPacT ©  pa3Boj XxoJiecTeaToMa
UMYHOXHCTOXEMH]CKH CE MOTY M30JIOBATH U OOJUTU CTPYKTYPHH €IEMEHTH EKCTpaleTyIapHOT
Mmarpukca U Mehyhenujcke KOMIOHEHTE emMTelNa, MOMyT IMToKepartuHa, E-cadherin —a, f —

catenin — a UTxa (30),

1.9. ETnonaTorene3a cTe4eHor Xo0J1ecTearoMa

[TaToreneTckn MexaHu3aM HacTaHKa CTEYEHOI XoJecTeaToMa jOII YBEK je HejacaH U IpPeaMeT je
BEJIMKOI Opoja KOHTpaBep3HHUX JAMUCKycHja. 3a caja He IOCTOjJU jeMHCTBEHA Teopuja Koja Ou
Moria na o0jacHM T0jaBy CTEUEHOI XOJecTearoMa M IeroBe TIJIaBHE KapaKTEPUCTHKE:
HEKOHTpOJIMCcaHa Tmpoiudepanuja, u3MEHeHa audepeHIyjanja, WHBa3Wja, MUTpaIyja,
ArPECHBHOCT U PELIMIMBI3aM XoJecTeaToma oo,

JlokaHu MOpGOJIOLIKY Npenucnonupajyhu pakTopu Koju Morojojy HacTaHKy Xojecrearoma cy:
1. UndnamaTopHH MpoIIEC y CITY3HUIM TOPHET PECIUPATOPHOT MyTa. Y J1e4joj momyaiujy 300r
ONMM3MHE TOPIET CIIpaTa JKIApeina U CPeAer yBa, OOHOCHO KpaTke u mmpoke Eycraxujese TyOe,
Moryhe cy penuinBaHTHE HH(EKIH]je CPeIbEer yBa Y CKIIONY PeCUpaTopHe UHQEKIIH]e TOPHEr
pecniuparopHor TpakTa. MH(peknuja je Moryhu Tpurep crBapama CTEYEHOT XojecTearoma 38)

2. HeratuBan mputucak y cpenmweM yBy. [lpuTucak Ba3gyxa y cpeimeM yBY 3aBHCH OJ1
JorpemMama raca, KMCEOHHMKa M a3oTa Kpo3 EycraxujeBy TyOy C jeaHe cTpaHe U ca JApyre
nudy3uja yribeH AUOKCHIA U3 KPBHUX CY0BA CPEIbEr yBa 39 Kuceonuk u asor ce JI0NpeMajy
kpo3 EycraxujeBy TyOy y aHTepo-UH(pEPUOPHH, a 3aTUM U Y IOCTEPO-CYNEPUPHH €0 CPEAHET
yBa Kpo3 Mpebi 1 3auibi TuMIaHnuay uetmye 0. KoMIuieTHa BeHTHIALM]a CPEber yBa ce
o0aBjba KpO3 aTHMKOTUMIIAHWYHY AujadparMy Koja Jeau Cpelmbe YBO Ha aHTepO-MHPEPUOPHU
(Me30, XUIIO U IPOTUMIIAHYM) U TIOCTEPO-CYNEPUOPHU JIe0 (aTHK, aTUTYC aJl aHTPYM, aHTPYM U
MmactrouHe henuje). OBu n1enoBu cy MopdoaouIKo-(QyHKIIMOHAIHO Pa3IMYUTH @y IIPBOM je

TPEIJbaCTH  MCYAOCTPATU(PHUKOBAHU PECHHMPATOPHU C€MUTEN a y JPYroM jeJHOPEIHH

MUWJIMHAPUYHN, HCETPCIJbaCTH CIUTCII, IMPAKTUYHO MHUHHMAJIHO BaCKYyJIapHW30BaH IIa je
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JTUCTPYOHIIMja YIJb€H NHOKCHIA, KOja ce OjBHja NU(Yy3HjoM W3 KPBHHX CYJOBA MHHHMAJTHA.
[ToceOHO ce m3ydaBa yTunaj Gu3nIKuX GaKTopa Cpedmer yBa CIOJbAIIKBET CIYIIHOT XOJHUKA
(Ba3myIIHUM TPUTUCAK W BIAKHOCT HIP.) Ha aKTHBHpAmE HHTPALETYJIAPHUX OMOXEMHjCKUX
npoleca y kepaTuHouutima ),

3. Atpoduja namune npornpuje 6yone onne. Hukana ce atpoduja tamune nporpuje OyOHe orHe
HE jaBJba Ka0 M30JI0BaH Ipoliec Beh je y Ccrpe3u ca HeraTUBHUM MPUTHCKOM Y CPEIEM YBY Koja
ucTeXe OyOHY OMHY W JIOBOAM JO TMylama OucynuIHUX MOCTOBa KOJareHa oOJ Koje je
m3rpaheHa JamMuHa TpomnpHja OHMOXEMHjCKH O00jallllbeHO WJIM JIOBOAM JO T'yOWTKa
BHUCKOEJIACTUYHHUX CBOjCTaBa JJaMUHE Mponpuje 6MoGU3HNUKH 00jallIkeHO “1),

4. Tlopemehaj mexaHm3ma caMouuinhema IUIOYACTO CIOJEBUTOr emuTena OyOHe omHe. Y
HOpPMAJTHUM YCJIOBHMA IIOCTOj€ HEHTPU(YraHO KpeTame MOBPUIMHCKOT Clioja enurena OyOHe
OlHE Tpu YMIIhermy MPTBHX KEPATHCKUX HAcliara M3 CIOJbAIIEr CIYIIHOT XOJHUKA, Kao |
[EHTPUIICTAIHA MUTPAIMja CIHUTENa MPEKo CII000HE UBUIC PyNTypupaHe OyOHE OIHE TOKOM
3apactaba OyOHe omHe. OBHM KOHTaKTOM JUPUTOBAaHH (PEHOMEHHM MHIpaIyje IUI0YacTo-
CIIOjEBUTOT enuTeNia oljammenn of] ctpaHe Weiss-a cy nopemehenu kox mojaBe peTpakiuoHOT
erna Tako Jia 1oJ1a3u JI0 akyMyJlallije KepaTuHa y ’bUMa WK JI0JIa3U J0 MPOoTUQepalije uin 4aKk
MMHTpAlMje enuTeNna yHyTap cpeamser ysa .

5. TlpucycTtBo CTpaHOr emuTela y CpelmeM YBY (Ma Kako OH JIOCHEO Ty), JOBOIU JIO
WHTEpaKIIMje ca OKOJIHOM MyKo30M. TpaHchopmaliija oj peTpaKkIMOHOT [IeTa Y X0JIeCTeaToM ce
JIOTO/IM KaJia Ce PETPAKIMOHHM [1en (PUKCHpa 3a CTPYKType YHyTap cpesber yBa (cnuka 2). 3atum
3aMOYHby TPOLECH €pO3Hje€ OCHUKYIAPHOT JIAaHIIA ¥ OKOJIHUX KOLITaHHX 3HMJ0Ba CPEIbET YBa, a
JIOKaJTHU WH(pIAMAaTOPHH WIM WHQPEKTUBHH areHC y aKyMYJIHPaHOM KEpaTHUHY JOBOIU JI0
rpaHyJlalliOHE pEaKIlMje enuTeNa, IOHEKal M CTBapama noJsumna. JlokanHa wupurtanuja je
BEpOBATHO OKHJay Jia C€ y JAHY KOIITAHOT CIOJhAIIEr CIYIIHOT XOJHHKA MpOoSHdepanujoM
KepaTHHOLTA 13 PETPAKIMOHOT [JeNa Pa3BHje XoIecTeaToM o),

[TocToju 4 ocHOBHE TeOpHje HAaCTaHKa CTEYCHOT XOJIECTEaTOMa 3aCHOBAHWX HAa KIMHUYKHM M
OMOMOJIEKYJIapHUM HCTpaKMBalkbUMa XO0JIECTeaTOMa, a TO cy: 1) TeopHja peTpakLUOHOT jena; 2)
nponudepanrona Teopuja; 3) UMUTPALIMOHA TEOpH]ja U 4) METAIIaCTUYHA TEOpHja (37.38)
Hajsehu Opoj oronora Bepyje y MOJIMETHONOIIKY OCHOBY HacTaHKa CTEYEHOI XoJjecTeaToma,

TakKoO Jaa je WK PETpPAKOHUOHU IICIT MPEKYPCOPp HACTAHKY XOJICCTCATOMA Y I/IHBaI‘I/IHaL[I/IOHOj

teopuju nmpema Wittmaack-y u3 1993. rogune (teopuja 1), wim noa3u a0 xuneprponudepanuje
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0asagHOr Clloja enuTeNNa U MaruiIapHor pacta npema Lange-y u3z 1925. rogune (teopuja 2), wiu
uMUTpalje komaauha enurena kpo3 Beh mpucyTHy nepdopupany OyOHY OIMHY y CpeIme YBO
npema Tteopuju Habermann-a u3 1888.r. u Bezold-a u3 1890. romune (teopuja 3), wim
MeTaIulacTUYHe TpaHchopMalldje MYKO3€ CpeAmer yBa Yy IUIOYacTO CJOJEBUTH MAaTpPHUKC
xonmecteatoma mnpema Teopuju Wendt-a us 1873. rommme (reopuja 4) ©7. Sudhoff u Tos
NPETHOCTaBJbajy Ja je je KoMOMHamWja WHBaruHanyje u mnponudepanuje Oaszannux henmja
OJrOBOPHA 33 HACTAHAK CTedeHOr Xonectearoma 2,

[TocToju jour HEKOIHMKO aclieKaTa n3yvyaBarma eTHONAaTOreHe3e CTeUeHOr XoiecTeaToma. Jenan o
BUX ce 0a3upa Ha MpoyvaBarmby aHATOMCKUX U MOP(OJIOMKUX (aKTOpa MUKPOCPEAUHE CPEIHET
yBa. J[pyru acmekT y eTHONaTOreHe3H XOJecTeaToMa Ce OJHOCH Ha M3y4YaBarmbe MMYHOJIOIIKHX
30MBamka W WMHTpALETyJapHUX MEXaHHW3aMa CHTHAIM3AIM]e y pa3iuduTuM henujckum (azama
pacta KepaTHHOLMTA, Kao WTO cy mnponudepanuja, audepeHurjanyja, KepaTUHU3ALU]A U
arorrroza 344 %),

[Ipema oBMM acneKTHMa, HAjIPUXBATIEUBUJU MOJIENI HACTAHKA CTEUYEHOT XOJIECTEaTOMa Be3yje ce
MHUKPOCPEIMHY y HENOCpeAHoj Onm3uHu OyOHE OmHe, perujy THMIIAHUYHOT aHynyca. 3a
HACTaHAK CTEYEHOI XOJecTeaToOMa HEOMXOJaH je CHHepru3aM mpeaucnonupajyhux dakropa,
KaKBH Cy HEraTMBaH NPUTHCAK y cpelmeM YBy, nuchyHkuuja EycraxujeBe TyOe u mojaBa
pPETPaKIMOHOT [iema y jeAHoM ey OyOHe OIHe, Ha Tpelia3y KOXKE CIOJhAllFkher CIYIIHOT
XOJHUKa y OyOHY OIHY WJIM PETKO Yy CaMOj KOXHU CHOJbALIEr CIYUIHOT XOJHHMKA. 3acToj
JIeCKBaMHUpPaHOT KepaTHHA U HaroMuiaBame Aedpuca 10BoIM 10 nopeMehaja unithema nepyT u
LIEpyMEHA y PETPaKLOHOM LIemy “8) Pacr PETPaKIMOHOr [Iefla ca KepaTHMHCKUM Hacjarama,
CMamYyje MTHeYMaTCKU IPOCTOP CPEIhET yBa U M0jayaBa HETaTWBaH MPUTHUCAK. Taj MOYETHU pacT
CTEYEHOT XOJecTeaToMa Tpaje Ayro u 0e3 cenzanuja. JlokamHa uHpeKIrja y peTpakiimuoHOM Jeny
MHUIMpa aKTHBAallM)y W UMHUrpaudjy uMyHHX henuja, Hnp. JlanrepxancoBux hemmja, T
muMmdoruTa, Makpodara UT/. U TOBOJH 10 HECTUIIM(PUYHOT UMYHOT OJrOBOpa Y MUKPOCPEIUHH
cpenmer yBa. [loHOBheHE MH(DEKIM]Ee CpEIer yBa MPEKO OAKTEPHjCKUX €H3UMa JIOBOJE JO
NPEKNa 3aITUTHE JTHIIIHE MeMOPaHe euTela PeTPAKLMOHOT yera ), BakTepujcKi aHTereHn
CTUMYJIYC, MHUKpOOHM OuodunM wunu QparMeHTH KepaTHMHCKOr Jebpuca aKTHBHPAJy
JlanrepxaHcoBe hendje M CTHMY/IMINYy FHXOBY MHrpamdjy y aumpomaso tkuo O %8

JlanrepxancoBe henmje ce ocmocoOsbaBajy 3a XBaTamke W HEYTpAIM3alMjy aHTUTEHA KpPo3

cazpeBam€ Yy OKOJHUM JUM(HUM YBOPOBHMA, TI/€ CTUMYIUIIY HOpoiudepauujy u

12



mudepennyjannjy HauBHHX T mumdonuta y edekropcke T nmumdonure. Edexropcku T
TUMQOIIMTH MUTPAPA]y Y CPEAHE YBO, HA MECTO JIOKAITHE MH(EKIIH]e, T/Ie YIECTBY]Y Y JIOKATHOM
UMYHOM OATOBOPY “8) CcD8 T TUMQOIUTH Cy IUTOTOKCUYHU e(eKTOpcKu T TuMGpOLUTH KOju Y
MUKpPOCpPEANHH CPE-er yBa Mpeno3Hajy crpane anturene y ckiony MHC monekyne I kinace u
Bpuie muToNM3y henuja mera. henmuje Mere cy Hajuemhe WHOUIMpPaHE WHTpAIETyJIapHUM
MUKpPOOPTaHU3MHMa, & MOTY OWTH M COIICTBEHE MMYyHE henuje y KojuMa Cy IPHUCYTHH CTpaHU
anTureHu. Ynora nurorokcnyHux CD8 T numdpomnura Melhytum, HUje HajBaKHUja Y
MMYHOT€HE3H xoJiecTearomMa. KibyuHy ynory y 3anouymnmmbamy JOKAIHOT UMYHOT OJIFOBOpa UMajy
CD4 T mumdonutu. Edexropcku CD4 T numdouuntu cy nomohuuuku T numdouutu u mory
outu Thl u Th2 tuna. Edexropckun CD4 T numdonuty mpoayKkyjy OpojHe IUTOKUHE, KA0 IITO
cy IFN-y (unrepdepon rama), TNF-o (tymop Hekporuinyhu dakrop anda), unrepieykune 1L-3,
IL-6 wutn. IFN-y je HajmoOTeHTHHjU aKTUBATOp Makpodara Koju 3aTHUM IOCTajy aKTHUBHUjE
anTureH npesenryjyhe henuje u mnosehaBajy mnpoaykuujy mnpouHGIaMaTOPHUX LHUTOKWHA,
KHCCOHUYHUX paaukana u nporeonutnukux eH3mma. IFN-y m TNF-a 3ajenmo yruday Ha
KepaTUHOILIMTE J1a WCI0JbaBajy MHTeplenyinapHe anxe3noHe monekyie m MHC monekyne 11
kiace, mto oMoryhasa murpanujy edpexropckux T mumdonurta u JlanrepxancoBux henuja y

CITUTCII (38) .

Keparnnouutn 3atum Oyny Jako €KCIIPUMOBaHM OaKTEPUjCKUM M JAPYTHM
aHTUreHuMa oOpaheHux on wumyHux henuja, MmMTO UHAYKYje NoBehaHy KepaTHHOLUTHY
nponudepannjy u audepeHnujanujy, a nopemeheny maryparujy ¥ MPOAYKEHY aronTo3y
keparuHonuTa. CellepHALMjOM IIUTOKWHA KEPAaTHHOIUTHU MUMajy ayTOKPHUHO JEjCTBO Ha jE/IHO]
CTpaHM, a MapakpHHO JI€JCTBY y MHTEpaKIMjU ca (uOpobiacTUMa y mepuMaTpUKCy Ha APYroj
ctpanu. Kanma ce axkTuBHpajy OCTEOKJIACTH M OCTEOJUTHYKH EH3UMHU pPa3BOj CTEUEHOT
XOJIECTE0TOMa TocTaje arpecuBan 03",

Crnenehu acriekTu u3y4yaBama €THONATOT€HE3€ CTEYEHOT X0JIeCTeaToMa Cy MMYHOOMOXEMM])CKH,
rerercku UTA. Ckopuja OMOMOJEeKyIapHa MCTpaKUBamba HACTAHAK XOJIECTeaToMa 00jallmbaBajy
HEKOHTPOJIMCAHOM MpoiikdeparjoM enurena FeHeTCKUM WM eNUTeHEeTCKUM IpoMeHama Y3
YTHIIA] CIOJbE-Er (akTopa KOjU HHAYKY]Y HpeKOoMepaH HMYHOJIOIIKH OAroBop nomahuHa u
nojaBy uH(paamaropHor mnporeca. IloTeHuujanHa reHcka ajiTepanyja y XoJiecTeaTroMy ce
MOTKpPEIJbYje MPEKOMEPHOM EKCIIPECHjOM pelienTopa enuaepMaiHor gpakropa pacta (epidermal

growth factor receptor — EGFR) u ¢akropa tpancdopmanuje pacra (transforming growth factor

— TGF), xao u 1mMojaBOM aHEYIUIOAH]je XpOMO30Ma 8 ca alTepalljoM MPOTO-OHKOTeHa C-myc, 3a
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(49)

KOju ce Be3yje mnpoiudepaTMBHa M arpecMBHa IpHUpoJa XojecTeaToma AHeycomuja

xpomozoma 7 u 17 Takohe urpa ynory y NpPEeKOMEpPHOM pacTy M KOIUTAaHO] JIECTPYKIHjU

®0) Cmarpa ce na je reHercka HeCTaGMIHOCT OATOBOPHA 3a JUCPETYIIALH]y

xoJjecrearoma
UHTEpIeTyJIapHuX IPOTenHa u3Mel)y KepaTHHOLMTa y Xosecteatomy, KakBu cy E-cadherin u
Connexin 26 ®% %2 Connexin 26 (Takohe mosHar ka0 TpaHCMEMOPAHCKH IIPOTEHH gap junction
beta-2 GJB2, koaupan ca GJB2 renom) je nponahen y koxieu u koxxu. Mytaiuja GJB2 rena je
Y3pOK KOHTCHHTAIHE HECHHIPOMCKE riyBohie M XHIEPKEpPaTOTHUHHX 0GOJBCHA KOkKe O,
Choung u capagaunu cy mnpermocraBmin jga myranuja GJB2 rena He moBoau camo [0
nopemehaja y ekcrnpecuju  Connexin 26 'y xoJjectearoMy y OIHOCY Ha HOPMAIHY
peTpoaypuKyJIapHy WM KOXY CHOJbAIIEr CIYNIHOT XOJHHKa, Beh u 1o mopemeheHor pa3Boja
XOJIECTEaTOMa KOjH NPAaTH arpecHMBHOCT M OCTEONECTPYKLHja Xonecrearoma ©2. James u
capagHuIy cy ucnutyjyhu noseszanoct mytanuje GJB2 rena xox xonecreaToMa ca KOLITAaHOM
JeCTPYKLHUJOM Yy IEANjaTPUjCKOj MOMyIaluju, npoHauuiu camo y 14% myranuje GIB2 rena koj
OIIEPUCAHMX XOJIECTATOMA, LITO HE MOAPIKABA TEOPH]y FEHCKE HecTabumHocTH Y,

Enurenercka perynammja y xoJjecTeaToMy je HajBHIIE HCTPaKMBaHA KPO3 HEKOAHMPAHE Maje
MoJiekysie puboHykiaenHcke kucienne (MICFORNA) koju ce cacroje onm 22-24 HykieoTHaa a
uMajy yJory y ojpkaBamwy OanaHca uzMel)y mponudeparyje 1 anonTo3e KepaTHHOLUTA TOKOM

pa3Boja XoJiecTeaToma 55),

Takohe, umHTepakuMja u3Mel)y KepaTMHOLUTAa y MAaTPUKCY U
¢bubpobnacTa y nmepuMaTpuKCy Urpa BaKHY YJIOTY Y TKHMBHO] XOMeocTa3u xosecrearoma. OBa
MHTEpakija ce OJIBUja ayTOKPUHUM U MapakpuHUM curHaiauma. Kepatunomurtu ocnobabajy
npouHQIaMaTopHe IIUTOKMHE, Kao IUTO Cy MapaTtupous xopMmoH Be3yjyhu mporeun (PTHrP),
untepneykunan 1L1a, IL-1b, IL-6 u IL-8, xoju cy 0ArOBOpHH 3a OCTEOACCTPYKIIH]Y XOJIeCTeaTOMa
(56, 7. 10) ®ubpobIaCTHU IUTOKUHM, Kao mTo cy Qakrop pacra keparuHormra (KGF),
enuaepmantu (axrop pacra (EGF), tymop nekporumyhu dakrop anda (TNF-o) uta. uaaykyjy
mudepeHnmjanujy, npoaudepannjy 1 MUrpalujy KepaTuHOLUTa Y MaTPUKCY ©7) IIporpecuBan
pa3Boj xoJjlecTeaToMa ce JOBOJIU y BE3y ca MPEKOMEPHOM HMMYHOM peakiijoM jaoMahumHa Ha
nH(IamManujy, MTO je WHa4Ye KapaKTepUCTHKa MpoIleca 3apacTama paHe (58), VYpohenun umyHun
onropop nomahuHa je 3amTura oj nperehe MH@EKUU]je, 32 Pa3IUKy O] IPEKOMEPHOT MMYHOT
oJrosopa JoMahMHa KOjM je IITeTaH U JONPUHOCH arpecCMBHOCTH XojiecTeaToMa. Pact u pas3Boj

XoJlecTeaTomMa ce He 0e3 pasjiora, 10Boau y aHaJIOTI/ij ca MmpouccCoM 3apacTtamkba paHe. Hpouec

3apacTama paHe MpecTaBsba ceprjy Mel)yCOOHO 3aBUCHHMX M MaK/BHBO PETyIMCAHKUX MPOoIeca ca
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[IUJbEM TTOHOBHOT' yCIIOCTaBJbakha aHATOMCKOT KOHTHHYHTETa UMYHOJIONIKE Oapujepe  CUHTE3e
HoBoopmupanor ¢udpo3Hor TKuBa. lIpomec 3apactama paHe Mpoja3d Kpo3 CTaaujyMme:
pesonynuje (pemMoaenupama KojlareHa W KpPBHHX CyJ0Ba), mpoiudepanuje (peenurenusaimja,
anruoreHeza u (Quobporenesa), nndaamanuje (ydecTByjy nmoiumopdoHykaeapu, Makpodara u
nmuMponnuTH) W XemocTase. XWIIOKCHja Y paHW HHUIMpa aHTHoreHesy, a mpoiudepanuja
¢ubpobracTa je ONrOBOpPHA 3a CHHTE3y EKCTpaleIyJIapHOT MaTpHKca. YCIOB 3a 100po
3apacTame paHe je Jla HeMa TeH3HWje TKMBAa. YIIPaBO y Cpel-eM YBY 300T mpeancnoHupajyhux
dakTopa TmOjaBe XoJlecTeaToMa, JOJa3H JI0 TEH3Wje PETPAaKIMOHOT [ierna W TnopeMeheHe
pPECTUTYIUjE eruTela ®9) ¢ Jpyre CTpaHe, ONMUCAHM Cy CIIY4ajeBU PECTHTYIIH]Ee PETPAKIIMOHKMX
yenoBa OyOHE ormHe, 0e3 MporpecHje Ka pa3Bojy CTeUeHOr xolsiectearoMa. Moryhe je na je 1o
,,COMOM3JICUeHha“* 10J1a31 HECTAHKOM IPEANCIIOHNPajyhnux (akTopa HacTaHKa XOJIECTeaToOMa.

Tokom uH(pnamanuje paznuuute henuje y MaTpukCcy W NEpUMATPUKCY Xojecrearoma (HIIP.
JEYKOLUTH, MOHOIMUTH, Makpodaru uta.) ociobabhajy anruorene Qaxrope (BacKylapHH
ennorenuu akrop pacra, EGF, TGF u nuknookcurenasy 2 — COX2) u 10Bojie 10 aHTHOTeHE3e
nepuMaTpuKca Koja je KJby4YHa 3a Mpoiudepandjy ¥ MUTpAIHjy KepaTHHOIMTAa MaTpUKCa

XO0JiecTearoMmay CpeambEM YBY (60).

Hcrte henmje cy oaroBopHe 3a cuUHTE3y U ocioOahame
NPOTEONIMTUUKUX €H3MMa, KakBa je MaTpukc MeTanonporenHasa (MMPs), oarosopna 3a
ArpPECHBHOCT U OCTEOECTPYKLH]y y xoecteatomy Y. MHOIM 0TONO3M ce ciaxy [a IpHCYCTBO
OakTepujcKkor OModuamMa KojJ aHTUOMOTHK PE3UCTEHTHUX MH(EKIMja CPEIbEr yBa, UTpa IVIaBHY
yJIOTy y €THONAaTOTeHEe3W XOJieCTeaTOMa M CTUMYJIHINE arpecUBHOCT XOJIeCTeaToMa (62, 63)
ITponykiuja OGakTepujckor O6uodpmiIMa je NeTepMHUHHMCAHA MPUCYCTBOM PE3UCTEHTHUX COjeBa
OakTepuja Koje Tpomiehu KHCEOHWK KOHCTAHTHO IMpaBe aTMoc(epy OKCHAATHBHOT CTpeca
OJIHOCHO y3 au3bananHc u3Mely moBehane mMOTpoIIkbEe KUCEOHHMKA U CMambEeHE MPOIYKIH]e
aHTUOKCHJIaHaTa O]l CTpaHe MpeocTaje 3]paBe CIy3HHUIIE Cpelmer yBa (64, 63,
Jlunononucaxapuaau OuoduiaMm kojer ¢opmmupajy Oakrepuje Hip. Pseudomonas auriginosa

CTUMYyJIAIE Tpodudepalrjy KepaTHHOIMTA Yy XOJeCTeaTOMy ©3),

[IpucyctBo OuoduimMa
CIpedaBa aKTHBAIlM]y TepMHUHAIIHE AU(EpeHIjalije KepaTUHOIMTA, a Y Pa3B0Ojy XoJecTeaToMa

YBOJIM IPOYXKEHY Mpoiaudepalnjy, MUTpalnjy 1 UHBa3ujy.
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1.10. Aujarno3a cTevyeHor xojecrearoma

JlMjarHo3a CTeYeHOT XoJecTeaToMa IMOYHbe Y3UMakbeM aHaMHECTUYKUX M0JjaTaka O/l MalijeHTa.
I'maBHU cumniToM je 06e300JIHO Lypeme GeTHIHOT cekpeTa U3 000JIeNor yBa Koje He MpoJia3u Ha
TONMKAIHO JICUCHEe aHTHOMTCKUM KalMMa 3a yBO, HUTH IMPUMEHOM CHCTEMCKHX aHTHOHMOTHKA
opAMHUpPaHUM 1o Opucy yBa. KIIMHMUYKY CIMKY CTEYEHOT XOJecTearomMa KapaKTepHIly Takohe
cnalJpeme ClTyXa, 3allyIIeHOCT yBa U MOHEKa] IIyM y yBY. [lojaBa Apyrux cuMIiToma Kao LITo Cy
00J0BM y YBY WIH IJIaBOOOJbE y CIENOOYHO] pervju ca wiu 0e3 MOBHUIIEHE TeMIeapType,
BpTOIJaBuIle U nopemehaj paBHOTEX e MOr'y yKa3uBaTH Ha OTOreHy KOMILIMKanujy. KnuHuuku
mpersies nojpazyMeBa KOMILJIETaH OTOPHHOJAPUHTOJIOIMIKY MPErJie]l ca MOCEOHUM OCBPTOM Ha
OTOCKONHPAKE M HAPOYUTO OTOMHKpPOCKONMpame. KilacudHa OTOCKOICKAa ClIMKa CTEYEHOT
xoJjiecTeaToma je UBUYHa nepdoparuja OyOHe onHe ca JbycnuiiaMma XoJecTearoMa Koju u3 0yoHe

IyIUbe BUpe Kpo3 nepdopannjy Ha OyOHO] OITHM WIIM je Yak 3aTBapajy KpycTtoM (ciuka 1).

Ciamka 1. OTOMHKPOCKOIICKA CIMKAa aTHUK XOJecTeaToMa ca KpPYCTOM Koja 3aTBapa aTHK
nepdopanujy (pBeHa ctpenuina). [lapc TeHza 6yOHE omHE je ypeAHOT M3TJeAa, a X0JIecTeaToM

ce U3 aTuka Kpo3 Von Troeltsch — OB 1jen coymiTa y ME30TUMIIaHyM (JKyTa CTpEIUIa).
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HepeTtko ce mory BuaeTH MOJWI WM TpaHyjanyje Ha OyOHOj ONMHHU, Ka0 M THOJHHM CaIpiKaj

HENpHUjaTHOT MHUpHCA (%),

OTtoeHyjockonyja MMa CBOje MECTO Yy TIPEONEpPaTuBHOM H
MOCTONIEPTUBHOM Tpahemy Haja3za crTedeHor xosecrearoma. OTOEHAOCKONHja je HAPOUUTO
no0pa 3a npaheme peTpakIMOHUX [1eroBa OyOHe OmHe, KOjH Cy IPEKYPCOpPH HACTaHKa CTEUYCHOT

xoJnecrearoma (ciuka 2). Tpeba OGraroBpeMeHO M3BPIIUTH KiIacu(UKAIM]y PEeTPaKIIMOHOT IIera

OyOHe orHe 1 ako peTpakunonu yen yhe y 1V 3aBpunu craaujym pa3Boja, yBo Tpeba onepucaru
(65, 46)

Y HE YeKaTH Ha [10jaBy XO0JIeCTeaToMa

Cauka 2. Atuk perpakiuonu yen IV cranujyma. Atpoduuna napce ¢riaknuna 60yOHe omHe je
HaJIerjla Ha KOILITaHe CTPYKType KaByMa THUMIaHU (upBeHa crpenuima). [loctoju Bemmka
BepoBaTHONA 3a HacTaHak XxojecTeaToMa. JKyTe CTpenulle Mmoka3yjy y3ypaiujy JaTepaHOT 3Haa
aTuka ca mpucyTHuM Ounoduimom mo oboxy. Ilapc Tenza OyOHe omHE je Ienma ca KPEeYHOM

MHKPYCTPAIMjOM Y 33IFlbUM KBaJ[paHTHMA.

OTtoenpockomnuja Mpyka MOTYhHOCT MpaBJbeha WHAUBUAYATHOT TEPAINHjCKOT TUTaHA 32 CBAKOT

ManyjeHTa W paHujer AMjarHOCTHKOBama CTeueHOr XxosecreaTtoMa. Jludy3sHu xonecreaToMu

17



(xomoxonecreaToMH) KOjU 3axBaTajy CBa TpPHU cCIIpaTa KaByMa THUMIIAHH CY Y IOOJMAaKIIOM

CTaJMjyMy pa3Boja X0JIECTETAOMCKOT MPolieca U 0JJMax Ce MOABPraBajy onepuuju (ciauka 3).

Cauka 3. ludysnu xonecrearom cpenmer ysa. Iloctoju motnyHu nedexr OyOHe omHe, ca
HETPENO3HATIFUBIM CTPYKTypamMa KaByMa THMIIAHH, KOjU jeé WCIYHEH THOJHUM Calp)KajeM H

BJIA)KHUM KCPATHUHCKUM ACTPHUTYCOM. CTpCJ'II/IHe HOKa3ij OCTAaTKC CIYHIHUX KOIIYHIA.

MHuKpOOHOIIONIKOM aHATM30M OpHuca CeKpeTa M3 yBa M30Jyjy Ce MOjelMHaYHa WM MEIIOBHTA
¢nopa, aepoOHMX U aHaepaoOHUX, Mame WIM BHIIE PE3UCTEHTHHX cojeBa OakTepuja:
Pseudomonas aeruginosa, Staphylococcus aureus, Staphylococcus epidermidis, Proteus species,
Proteus mirabilis, Peptococcus, Bacteroides wuta. 3aTum ripuBHUYHE WHOEKIH]je, Hajuenihie poaa
Aspergillus ©®. Hcnurusamem ciyxa mo6uja ce Mame Wi BHIE M3paeHa MPOBOIHA HIA
MEIIOBUTAa pEAyKIHMja CiIyXa Yy 3aBHCHOCTH OJf NPOIIMPEHOCTH U  JECTPYKTUBOCTH
XO0JIECTEAaTOMCKOT TIporieca. Pannoronika MCIUTHBamka TEMITOPAIHE KOCTH Cy Heomxojaa 300r
KOIIITAaHOT pa3apara yclieJ INpUcycTBa xojecreatoMa. Rtg macromma mo Schuller-u yrimaBnom
Jaje CIMKY CKJICPOTHYHOT MAaCTOMIHOT HACTaBKa (CIMKa 4), TUIUIOMYHOT WM IETyJapHOT H

NpUKa3yje CHHOAYPAJIHHU Yrao, WITO je JOBOJbHA PAaIUOJIONIKA OpHUjEHTAlK]ja 32 OTOXUpYypra ®7),
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Cauka 4. Rtg macrouna mo Schiller-u mokasyje neBo m100po MHEyMaTH30BaH MAaCTOUIHH
HacTaBak (KyTa CTpenuIa), a JECHO CKIepoTHdYaH (TulaBa CTpeluia) ca o00ele)KeHUM

CHUHOAYPAJIHUM YIJIOM (LIpBEHA CTPEIIHLIA).

KommjyrepuzoBana Ttomorpaduja (CT) TeMmopaaTHuxX KOCTHjy W/nuiau MaraetHa pe3oHanmna (MR)
IJIaBe Cy HEOIMXOJHHU KOJ PEIHIUBA CTEUCHOI XOJIeCTeaTOMa MM KOJ CYMIe Ha OTOTCHY
KoMmIutmKanyjy. Ilomro caBpeMeHa TEXHOJIOTHja ITUKTHpPAa MEIUIIMHCKA pPa3BOj, CBETCKH
TPEHIIOBH C€ MEHajy, Ma ce JaHac MPUMapHU XOJIECTEaTOMH IPEONEPATUBHO TIOJBPraBajy
mudy3Hoj mouaepucanoj MR wimm ckenepy Bucoke pesonyimje (high resolution computed
tomographi — HRCT, ciuka 5) ©859.

Cauxka 5. HRCT Temnopaiine KOCTH — KOPOHApHU TIPECEK; KyTa CTpeNuIia MoKa3yje MPUCYCTBO

X0JIecTeaToMa y JIaTepajlHOM JIely €MUTUMITIaHyMa.
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CreueHn XojecTeaToM j€ jemaH oJi MOTyhmx y3pokKa OTEreHHMX er30KpaHUjallHuX W
CHJIOKpaHUjATHMX KoMIuTuKaiuja. Ersokpanujanne komruimkanuje cy: mastodiditis, petrositis,
osteomeyelitis ossis temporalis, paralysis n.facialis u labyrintitis, mox cy eHmokpaHujaiHe
KomIutukaije: abscessus extraduralis, abscessus subduralis, meningitis, abscessus cerebri,

abscessus cerebeli u trombohlebitis sinus sigmoidei ©.
1.11. Xupypuiko Jieuesme cTe4eHor XoJiecTearoMma

Jleuewe cTEUEHOr XOJEeCTeaToMa jeé MCKJbYYHMBO XUPYPLIKO. [{MJbEBH XHUPYpPILKOI JieUema Cy
MOTIIYHO OJICTPAmCHE XOJIECTeaTOMa, IIpe3epBalrja CiIyXa W MHUHUMAU30Bamke I10jaBe
permmBa Gonectn ©7. TlomTo Hema alTepHATHBE XUPYPIIKOM JICUCHY XOICCTEaTOMa, CABETY]e
ce LITO Ipe olepaluja, MaKo Cy MHAMKALMje 32 YPreHTHY OIepalujy peTke M Be3aHy cy 3a
10jaBy €r30KpaHujaIHe W/UIN €HJIOKpaHMjaliHE KOMILTUKaluje 6onectu (70,71, [MTanujenTuma ca
XOJIECTEATOMOM KOJI KOjHX j€ 300T KOMOpOWJHMTETa KOHTPAWHIUKOBAHA OIINTA aHECTe3Hja U
OJUIOKEHO XHUPYPIIKO JICUCHE, CaBeTyje Ce 4YyBamke OOJIeCHOr YyBa OJ BIaXema U
MEIMKAMEHTO3HO Kynupawme HH(peKkuuje 10 TepMuHa onepauuje. IIpeaycnoB 3a ycnemny
XUPYPrujy, ¢ 003MpOM Ha CKYYEHOCT OIEpaTBHOI IOJba je J00po IMO3HAaBaWke aHAaTOMHUjE U
¢bu3noNoryje cpenmer yBa.

Kpajem XIX Beka oTnouena je epa XHpPYpUIKOT JieUema XoJiecTearoMa cpelmer yBa. Hermann
Schwartze u Adolf Eysell cy jomr 1873. romune otmouenu epy OTOXUpYypruje ca
MacTOHMIEKTOMHjaMa 300r peTpoaypuKyIapHOr abcueca, a 3aTUM M 300I XpOHWYHHUX THOJHUX
ynajga yBa ca XOJIeCTeaTOMOM @ Heath u Bryant cy moueB ox 1906.romune paauiu
MAaCTOUJCKTOMH]JE Ca TPHUCTYIIOM HW3a U HCIPE] YIIKE KOjU C€ W JaHaC MPUMEHY]Y @ Ho
nojoBuHe XX BeKa MAacTOMJIEKTOMHje cy YyHampeheHe y THMIAHOIUIACTHKE, OJHOCHO
OIIEPaTHBHO TOJbE j& MpOIIUpeHo Ha OyOHy omHy u OyOHy aympy. House u Wullstein cy 1950.
TOJIMHE CYy OTBOPWJIM €py MHKPOCKOIICKE XHUPYpPTHje CPeIher yBa y3 KopHIIheme eleKTpHIHe
dpese ® Oz rana no nauac, MOCTOjW yOp3aHH HAIMpeaaK y omneparyjaMa CTeUeHOT XOoJecTaToMa
KOJU TIOKyIIaBajy Ja TmpaTe COQUCTUIMPAHy TEXHOJOTHjy (CaBpeMEHH MUKPOCKOIICKH,
OTOEH/IOCKOIIHja, KOMjyTepH30BaHa TOMOrpaduja BHCOKE pPE30JIyllHje, MarHeTHa PE30HaHIa).
[Ipumemyjy ce pa3iMyuTH THUIOBM THUMIAHOIUIACTHKE Yy 3aBUCHOCTH O]l E€KCTEH3MBHOCTHU

X0JIECTEaTOMCKOT Tipolieca. Benmuk Opoj omepainuja Cpeamer yBa M3HEIPHO e BEIUKUA Opoj
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knacudukanyja TumanoruiacTuka npema ayropy (Wullstein, Bondy, Paparella, Padovan, Fish,
Tos...) Koje cy ce Memalle HalpeIoBambeM XHUPYPIIKUX TEXHUKA S CaBpeMEHM NPUCTYI y
OlepalMji CTEUYEHOT XOoJiecTeaToMa MojApa3yMeBa KOMOMHOBAHU MPHUCTYI, TPAHCMACTOMIHH M
TpPaHCKaHAIHU y3 HWHTPAONEPATUBHY OTOCHIOCKONHMjy. 3a epaauKaldjy XoJecTearomMa u3
HETIPUCTYNAayHKUX IIIaroBa, MOHEKa je MOTPeOHO MPUBPEMEHO YKJIIOHUTH 33U KOIITAHU 3H[
CIOJhAILET CIYUTHOT KaHama, T3B. ,,mobile bridge  TeXHUKOM W/MIN YKIOHUTH JAaTEPATHH 3U]T

eMUTUMIAHyMa, a 3aTUM HAlpaBUTU PEKOHCTPYKLHU]Y (72, 73, 74)

. Ucto Tpeba yumHuTH U ca
OCHUKYJapHUM JaHIeM. YecTo je XO0JIeCTeaTOMCKMM IPOIECOM MPEKUHYT JaHAl] CIIYIIHUX
KOIIYMIA, YUjU CE€ JEJIOBU MOTY YIOTPEOUTH 3a PEKOHCTPYKIM]Y - OCHUKYJIOIUIACTUKY H
YCIIOCTaBJbalhe MOOMIIHOCTH OCHKYJIApHOT JaHNa. AKO je OCHKYJIapHH JaHall MHPHITPUCAH
MaTPUKCOM XOJIECTEaTOMa, OHJa C€ T€ CIIyIIHE KOUIYHIE OACTPamyjy, HE MOTY Cc€ YyIMOTpeOUTH
3a PEeKOHCTPYKIH]Yy, Beh ce KopucTe maplujagHe WM TOTalHE MPOTe3e OJ KOMIATHOMITHHX
Matepujana. Moryhe je Takohe ynorpeOUTH aypuKyJIapHY WIM TParycHy XpCKaBHUIly, KOIITaHU
rpadT KOpTeKca MacTOuIa, MEPUXOHIPH)jyM, IEPUOCT, BEHCKY aJBEHTHUIN]Y, MACHO TKHUBO HJIH
daciujy TemropamHor Mummuha 3a PEKOHCTPYKIHM]Y pa3HHX Jedekarta y CpelameM YBY,
ykJbyuyjyhu u nedext 6yoHe onHe (75.76.77),

XUpYpUIKM PU3MLK TUMIIAHOIUIACTUKE IIOCTOje€ M OIUIe[ajy ce y oluTehemy ciyxa, IMOjaBH
penuauBa XoJjecTeaToMa IITO YKJbydyje OTOpejy, pekypeHTHe uHbekiuje, a pehe cy mojase
nopemehaja uymna ykyca 300r Jie3uje XopJe THUMIIaHH, Jie3uja (alujaiHOT HEepBa, TUHUTYC,
BPTOIJIaBHIIA U TopeMehaj paBHOTexe. PeriuinBy CTeUEHOT X0JIeCTeaToOMa Cpe/llber yBa jaBbajy
ce y 20-50% cny4ajeBa y JAeceTOroAMII-EM IMepHoAy mpahewma mNalujeHata M 3axXTeBajy
peornepannjy yBa %) Kon Clly4yajeBa CTE€YEHOT XOJecTeaToMa ca OTOT€HOM E€HIOKPaHWjaTHOM

) Opa omepaiuja

KOMIUIMKAIMjOM H3BOJM C€ paJuKajHa THUMIIAHOMAaCTOUAEKTOMHU]a
MoJIpa3yMeBa €KCTeOpH3allljy CBUX MHEYMAaTCKUX MPOCTOpa Cpedmer yBa, Bal)eme CIIyIIHUX
KOIIIYMIIA, OJCTpamee OyOHE ONMHE WM HEeHUX OcTaTaka M 3arBapame EycraxujeBe TyoOe,
OJIHOCHO cemnapaljy cpelamer yBa oj enudapunkca. PagukaiHa TUMIIaHOMAcTOUMAEKTOMU]A Ce
paau KoOJ OTOTe€HMX KOMIUIMKAalja WM MHOIO IyTa TOHOBJBEHUX OIepaluja yBa, a Kao
KOJaTepaliHy LITETYy MMa TelKo omTeheme ciyxa M BelNMKYy HE(QYHKIMOHAJIHY IIYIUbUHY Y

. . 78,79
TEMIIOPAJIHO] KOCTH KOJY Tpe6a PECAOBHO YUCTUTHU Ha 3-6 MECCIHU ( ).
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2. IUJbEBU U XUITOTE3E UCTPAYXKUBAIBA

Lyumesu ucmpascusarva:

e lcnuraru ekciipecujy PCNA, Ki-67 u COX-2 u npucycto CD4 u CD8 T aumdouuta y
HajMamke TPU XHUCTOJIONIKA IIperapara IO ONEpHCaHOM IAalUjaHTy M TO: Ipenapar
creuenor xonectearoma (hol), mpemapar koxke crospamimer CaynHOr XomaHuka (Ssh) u
npenapar peTpoaypukyiapHe koxe (ra)

e OpmpeauTy HMHACKC KEpaTHHU3AIMje, HHICKC 3alajbelCKOr HHQMWINTpaTa W HMHIEKC
nponudepanyje KojareHa y CTe4eHOM X0JIeCTeaToMy KOJI OTIepHCaHNX OOJIeCHUKA.

e lcnwuratu ynory henmjcke uMyHOCTH TIpeko ceMukBanTuTatuBHe npoiieHe CD4 u CD8 T
TUMQOIUTA y Pa3BOjy CTEYCHOT X0JIECTeaToMa.

e lcnuratu noBe3anoct crenena excripecuje PCNA, Ki-67 u COX-2 u npucyctsa CD4 u
CD8 T sumdonura ca XUCTOJOMKHUM M KIMHUYKHM KapaKTEPUCTHKaMa CTEYCHOT

XO0JIecrearomMa.

Xunomese UCmpasicusaroed.

e Ekcmpecuja PCNA, Ki-67 u COX-2 u npucyctBo CD4 u CD8 T nmumdormra je Hajpehe y
CTEUEHOM XOJIECTEaTOMY, 3aTHUM y KOKH CIIOJbAllEEl CIYIIHOT XO/IHHUKA, a HajMambe je Y
PEeTpPOaypUKYIAPHO] KOXKH.

e UHunexc kepatmHuzauyje je Behum y rpymama XosecreaToMa ca MambOM KOLITaHOM
JECTPYKLHJOM, Ca MambOM EKCTEH3MBHOIINY XOJECTeaTOMCKOI Mpolleca M OJICYCTBOM
nHpexuje.

e Uupuekc 3amasbeHCKOr MHGMITpaTa M HMHIEKC mpoiudepanuje kKojareHa je Behu y
rpymnamMa xojecraroMa ca BehoMm KOITaHOM JECTPYKIHjoM, ca BehoMm eKkcTeH3uBHOIIhY
XOJIECTEaTOMCKOT IIpoleca U ca IPUCYTHOM UH(EKIIH]OM.

e lnaexc kepaTuHU3AIMje XO0JIECTEATOMAa j€ Y HETaTHBHO] KOPENAlM]jH Ca EKCIPECH]OM

PCNA, Ki-67 u COX-2 u npucyctBom CD4 u CD8 T numdornuta
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WNunexc 3anmaspeHcKor HHGUATpATa U UHISKC Tposdepalije KonareHa ¢y y mo3UTHBHO)]
kopenanuju ca ekcrnpecujom PCNA, Ki-67 u COX-2 u npucyctBom CD4 u CD8 T
auMdonuTa

Excnpecuja PCNA, Ki-67 u COX-2 u mnpucyctBo CD4 u CD8 T aumdorura je
U3paKeHHUje Y CTEYCHHM XOJeCTeaTOMHMa Ca TEKOM KIMHUYKOM CIHKOM, OAHOCHO Yy
rpynama xojecrearoma ca BehoM KOIITaHOM JAECTPYKIHjoM, ca Behom ekcTeH3uBHOIINY

XOJIECTEaTOMCKOT IpoIeca U MPUCYTHOM UH(DEKIIH]OM.
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3. MATEPUJAJI U METOJIE

3.1. lu3aju cryauje

HcTpaxkuBama je 1u3ajHUpaHo Kao MPOCHEKTUBHA, KOXOPTHA, KJIMHUYKA OTNICEpBallMOHA CTYIH]a.

3.2. Hcnuranumu

HctpaxxuBameM je oOyxBaheno 50 manujenara no6a 10-77 roguna oba moja, KOju cy OleprcaHu
MOJT IMjarHO30M CTEUEHOT X0JIECTeaToOMa Cpeber yBa. cTpakuBame je CIIPOBECHO y IEPUOLY
on 2012 - 2015. roguae y OPJI Knuanim BMA beorpan u Uuctutyty 32 naronorujy BMA
beorpan, mpema onpenbama [leknapanuja n3 XeJlCHHKHja, a Ha OCHOBY ojoOpema Ermukor
omobopa BMA beorpan ox 01.04.2012. ronune mno axkty Hauennuka moB. Op. 3232-1.
VcnutrBanu nanujeHTH cy ca teputopuje Pemmyonmke Cpbuje, Penyonuke Cpricke u PeryOmnuke
Lpue N'ope, K011 KOjUX je y IUJbY JIeUeHha CTEYCHOT X0JIeCTeaToMa CpeImher yBa, ypal)eH HeKu o
THUIIOBA OTIEpaLUje CPEAmbEr yBa.

OCHOBHM KpHUTEpPHjyM 32 YKJby4deH€ HCIUTAHHKA Y CTYAMj)y OMO je JujarHo3a CTE€YEHOT
XoJiecTearoma cpefmer yBa. Kputepujym 3a UCKJbyuMBam€ MCIHUTAHUKA U3 CTyAMje Cy Ouie
yIpyXeHe O0JIECTH y3 CTEUYEHHU XOJIECTEaTOM CpEeI-er yBa, KakBe Cy MaJUTHE HeoruiazMe OHIIo
KOjer TOpeKkiia M XpOHMYHE OOJeCTH KOXKE€ CIIOJbALIEr CIYIIHOI XOJHHKA W/WIH
nepuaypHukayjiapHe peruje TuIa ekiema, rncopujase, Jymnyca uT.

CBaku o]l omepucaHUX TMalMjeHaTa OMO je ymo3HaT ca ydemheMm y JOKTOPCKO] CTYAWJU U
MOTITMCAO j€ CarjacHOCT 3a ONEPATUBHO JICUYCHE M Y30PKOBAKE TKHUBA 32 HABEJCHO MEIUIIMHCKO

HUCTPAXKKUBAKLC.

3.3. KiMHM4YKA HCIIUTUBAaKA

JlujarHo3a CTEUYEHOT XOJIECTeaToMa CPEeIer yBa OWiia je MOCTaBJbeHa Ha OCHOBY aHaMHE3e,
KIMHUYKE CJIMKE, OCHOBHOT (PM3MKATHOT Tperiiefa (OTOMHKpOCKonmupama u odjektuBHor OPJI
mpersiena), OTOSHAOCKOMNHje, TECTHpama ClyXa W paBHOTEXe (aynuoBecTHOyIOMETpuje) U

pamuonomkux nperpara (Rtg macrouna mo Schiiller-u, xomjyrepusoBane Tomorpaduje Bucoke
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pesoayimje (HRCT) temnopamuux koctujy u MarHetHe pesoHanne (MR) rmaBe xon
SHJIOKPAaHUjAIHUX M €r30KpaHMjaTHUX OTOT€HUX KOMIUTMKAIMja). AHAMHECTUYKH MOJAIH CY
ynyhuBanu Ha MOBpEMEHO Lypeme (PeTHAHOT cekpeTa M3 00OJeNor yBa, clabibeme ciayxa ca
mymoM win 0e3 myma y yBy. CBako 10jaBJbUBamkE JPYrHUX CUMITOMA Kao IITO Cy: OOJIOBH Y
YBY, TJ1aB000JbE, BPTOTJIABHIIC, TOBHIIICHA TEMIIEpaTypa U Jp. yKasuBaJlM Cy Ha MOrohy OTOreHy
KoMIUTMKayjy. OTOMHKPOCKOIICKMM MpErJieioM je HIAeHTH(UKOBaHA WBUYHA nepdopanuja
OyOHe omHe, ca JpycIlMIIaMa XoJieCTeaToMa KOjU Ce Hajla3e y KaByMa TUMIAHHU W TNPENUBajy Y
CHOJbAIllFbM CIYITHA XOJHHK, JOK je Aeo OyOHE OmHEe peTpaxoBaH WJIM je 1eiia OyOHa omHa
atenekratnyHa. Hepetko je nepdopanuja Ha OyOHO] ONTHU 3aTBOPEHA KPYCTOM, Ia KaJia ce OHa
CKMHE, MPOBHUPE XOJECTEATOMCKE Mepiie M3 PETPAKIMOHOT [IeNa y aTUKy WM 33IHhe-TOPHET
kBajpaHTa OyOHe omHe (cimka 1). Yecto cy y3 xoliecTtearoM Hal)eHe rpaHyianuje Wi ITOJHITN
KOjU KpBape, Ia je CeKpelrja u3 yBa Ouia CyKpBUYaBa KOJI MOjeIMHUX HcnuTaHuka. OTedeH U
CITYIITEH 3a/IFbe-TOPHHU 31| CIIOJbAIIHET CIYITHOT XOJHUKA WA OTOK M3a YBa, Y3 OTOCKOIICKH
HaJla3 XOJIECTATOMCKOT JeOprca, TOBOPHIIO je y MPHIJIOTY HacTaHKa mactouautuca. Ko cBux
UCTIUTAaHUKA je y3uMaH OpuC yBa IPEONeapTUBHO a aKo je OH OMO HeraTHBAaH Ha NPHCYCTBO
OakTepuja, OpuC je MOHOBO y3UMaH HHTpaonepaTuBHo. [Ipernenom cinyxa Hajuemthe je HaheHno
KOHAYKTHBHO MJIM MEIICOBUTO omITeheme ciyxa pasIMYuTOr CTeNeHa y 3aBUCHOCTH Of
MPOIIUPEHOCTH XoJiecTearoMa. Maca X0JecTeaTOMCKOT JAeTputyca y OyOHO] IYIJbH je OJJInYaH
MPOBOJIHUK 3BYKa, TaKO J1a j€ Y MOjJeIMHUM ClydyajeBUMa Oujla MUHUMAaJTHA peayIKuja ciyxa Ha
obonenom yBy. Kon mcnuTaHmka ca BpTOIVIABUIIOM CIIPOBOJWIM CMO BeCTHOYJIOMETpHjCcKa
UCIHUTHBAaKka: POTATOPHU TECT U KAJTOPUYKHU TECT TOIUIMM M XJIAJHUM Ba3ayXoM 300T CyMmbe Ha
¢bucryny nabupunra. [losutuBan tect ¢uctyiae cmo BepubpukoBanu Valsalva maneBpom wiu
MUKpoacnupaiujom OonecHor yBa. Temiko omrteheme ciayxa KoJ xojecTearoma y3 apequiekcujy
WIA XUITOPYHKIU]Y JTaOUPUHTA y KaJJOPUUKOM U POTATOPHOM TECTY, ITOCTaBJbAJIO je CyMIbY Ha
naOupUHTUTHC, a y3 nmo3utuBaH Romberg w/umu Unterberger tect u Ha nepedenapHu arnciec.
[To3uTHBHM MEHHMHTE€ATHH 3HAIM KOJI XoJecTearoma u mopemehaj cBecTH, HAPOUHUTO Kajia Cy OHU
YIPYXKEHHU ca MPECTAaHKOM CYITYpalllje U3 yBa, IOCTABJHAIHN Cy CyMIBbY Ha OTOT€HH MEHHUHTUTHC.
Rtg macrounma mo Shiller-u cmo ob6asesno pamunu kox cBux ucnurannka, HRCT temmopamHux
KOCTHjy KOJ peluauMBa XojecTreaTomMa, a KoJA CyMme Ha ororeHy komrumkanujy HRCT

TemnopaiHux koctujy u MR riase.

25



3.4. Y3opkoBame MaTepujajia

1) V3umame y3opaka. TokoMm onepaTHBHOT 3axBaTa y3uMaHa Cy HajMame TpU TKMBHA Ipernapara
BeIMYMHE 01 3-5 MM | TO: mpemapar xojecreaToMma, Mpernapar KOXKe CIOJhAIIEr CIYITHOT
XOJIHHKA U TIpernapar peTpoaypuKyIapHe KOxKe.

2) dukcanuja, AexXuapaTaIyja, IPOCBET/haBakbe U MPOKUMAKE Yy Mapa@uHy TKUBHUX y30paka
nomohy amapara Leica ASP 300. ®ukcaruja y 4% nydeprucanoM GopMainHy, WK CMp3aBambeM
y TEYHOM a30Ty W (uKcanuja y anerony. CMp3HYTO TKHBO C€ JIO0 CEUeHha Ha KPHOTOMY YyBa Ha
-80 ° C.

3) Ceueme mapaMHCKUX Kallyla Ha ayToMaTckoM portaimonom mukporomy LKB Historange na
pe3oBe nebbuHE 4 |, @ CMP3HYTOI TKHBAa Ha KPUOTOMY NeOJpMHE 5-7 |, a 3aTUM 00jeme
xematokcuinH — eo3uHoM (HE Gojeme).

4) MoHTHpamke TKHBHUX MCEYaKa Ha CTaKJIeHe MpeaMeTHe uiounie. [Ipecenu koju ce Kopucrte
32 IMYHOXHCTOXEMH]Y ce HaHoce 3aTuM Ha CynepdpocT + nmpeaMeTHa CTaka.

5) Hemapadunusanuja u aexuapatanvja. IlapaduHCKH Hcedld TKHBA ce JemapapuHUIILY
KCHUJIOJIOM, TPeTupajy cepujom pazbnaxema ankoxoina (70%, 95% u 100% eranona), a 3aTum

UCNHPAjy y BOJH.

3.5. Xucronaro101Ka HCNUTHBAKA

TxkuBHM mpeceny Koju ce 00je ca XeMaTOKCWJIMH-€03WHOM Cy aHaJU3UPaHU TOJ| CBETIOCHUM
MUKpockormoMm. [IpemapaTt  Koke  CIOJpallllber  CAYIIHOT  XOJHWKAa H  IpenapaTH
peTpoapuKyiIapHe KOKe Cy Tako)e HMCIUTHBAHM XHCTOMATOJIOIIKA W HWMYHOXHUCTOXEMH]CKH.
KBanuratuBHa M KBAaHTUTATHBHA IAaTOXUCTOJIOIIKA aHalW3a XoJecTearomMa je obaBibaHa y
MaTPUKCY U MEPUMATPHUKCY CBAKOT XOJIECTEaTOMa, JIOK je aMOp(hHU cajpxaj OMo MpeaMeT Haller
UCTPaXHWBaka CaMO y OHOM [y CTpaTyM KOpHEyMa MaTpuKca — XHIEpPKepaToTHYaH W
neckBamMupajyhu cioj 3a Koju Cy Be€3aHe Mame WM Behe Hacjiare KepaThHa, Kao U Yy
MHUKPOOHOJIONIKOj aHAJM3W IIOjeIHUHUX MAaCHBHHX KEPATWHCKUX Haciara. Y MaTpuKcy
XoJjecTeaToMa Cy aHalnu3upaHe enuTenHe henuje (KepaTMHOLMTH), HWUXOB Opoj, HU3IIe,
aucTpuOylyja Mo clojeBUMa, Je0JbMHA EMUTENHOT Clloja U KapaKTePUCTUKE KepPaTUHCKUX

Hacjara. Y MaTpHUKCy XOJIECTEaTOMA Cy aHAIM3MpaHe U Jpyre HeKepaTouuTHe henuje, yriiaBHOM
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muMponnTH. Y NEepUMATPHKCY XOJecTearoMa HCIUTHBAHE Cy MOpP(OIIONmIKE KapaKTepHCTHUKE,
rpaha u nebspuHAa W aUCTpUOyIWja crpomanHux henuja w henmjckux wHUATpaTa, 3aTHM
IIPOMEHE Ha KPBHUM CYAOBHMA, Ka0 M KapaKTEPUCTHUKE eKCTpahelnjcKor MaTpHuKca, a moceOHO
nposndepanuja KojiareHa (80)

CeMHMKBAaHTHUTaTHBHOM METOJIOM j€ BpIICHH CTEICHOBAWkE II0jEeIUHUX XHCTOMATOJOUMIKHX
KapakTepUCTHKAa XoJjecTearoMa Kao IITO Cy Hacjare KepaTuHa, 3alabeHCKH heHjcKu
MHOWITPAT ¥ TPUCYCTBO HAJ3aCTYIJBEHH]ET TPOTEMHA EKCTPALENyJapHOT MaTpukca Yy
nepumarpukcy, oxtocto konarena &0 8 ) Bonopame mpomena je yrepheno Hakon wmro je
M3padyyHaBaH OJroBopajyhu HHJIEKC ®2) Wuaekc kepaTuHU3alMje je MpolewmeH Ha cienechu
HAYWH:

0 = ozxcycTBO Hacnara KepaTHHa

1 = cnabo u3paxkeHe KepaTUHCKE Hacjare

2 = yMepeHo H3pakeHe KepaTHHCKE Hacliare

3 = ynajybuBO M3paXKEHE KEPATUHCKE HACare

WNunekc 3anabeHCKOT HHUITPATA je MPOICHEH Ha ciiefichn HaunH:

0 = oxcyran henujcku uHpUITpaT

1 = cnabo u3paxen henujcku nHGUITPAT (MPOCEUHO Mame o1 5 henuja y jeTHOM BUIHOM MOJbY,
yBehame 40 x 10)

2 = ymepeHo uzpaxet henujcku unpuarpart (5-20 henuja no jenHoM BUAHOM NoJbY, yBehamwe 40
x 10)

3 = ynaaspuBo u3paxkeH henujcku nHwmirpar (Bume ox 20 henuja mo jeIHOM BHUIHOM MOJbY,
yBehame 40 x 10)

Wunexkc mpucycrBa kojareHa je ozpehen Sirius red MeToaoM XHCTOXEMHjCKOT 0Oojerba, Ha
crneaehy HaYMH:

0 = oacycTBO KoOJIareHa

1 = cmabo u3pakeH KoJiareH

2 = yMEpEeHO U3paXeH KOJIareH

3 = ynaaspuBO U3PAXKEH KOJIATCH

Pe3ynraTu XUCTONATOJIOIIKOT HCIUTHBaWka XoJjecTeaTroMa Cy MpHUKa3aHW JIECKPUIITUBHO, Ha

clIMKaMa, TabeIapHO WK IpapuKOHOM.
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3.6. UmyHoXHCcTOXEMHjCKO Dojerbe napaduHCKUX HCeYaKa:

1) emackupame GOpMaInHOM YMPEKCHHUX EMUTONA 00aBJ/haHO j€ y HAIll0] YCTAaHOBU KyBameM
TKuBHUX Tpeceka y 0,05 M murparnom nydepy pH 6,0 y mukporanacHoj nehaumm (20 munyra
Ha 600 W). Ilnounne cy 3atum xiahene Tokom 20 MUHYTa, a 3aTUM UCIHpAHE JIECTHIOBAHOM
BOJIOM.

2) bnokupame aKTUBHOCTH CHIOTEHE Mmepokcuaasze. ILmouwmiie c3 Tperupane 3% pacTBOPOM
BOJIOHHMK TIEPOKCHJIA y TOKY 5 MHHYTa, a 3aTUM ucnupane y Tpuc nmydepy ca gomarkom 0,5%
pactBopa Tween 20 (TBST mydep).

3) NmyHOXHCTOXEMHUjCKa MpOoIeaypa »0ojema«. 3aTuM cieau mpoiec uHKydaruje miouunmna 30
MUHYTa ca 0JroBapajyhum npuMapHUM MOHOKJIOHCKHM aHTHTEIMMA y BIaKHO] KOMOPH.

4) Busyanuzanuja. Ha mnoumie cy Hanomenu EnVision TM + peareHc cucremu 3a
BH3yaM3aIujy a 3aTuM mnporec ucnupama y TBST mydepy, mocne 10 - MmuHyTHE MHKyOanuje
wioyuia y pactsopy auamuHoOeHszuguHa (DAB), xoju je xopumtheH kao xpomoreH. Hakon
UcrHpama y AeCTHIOBaHO] Boau pal)eHo je KoHTpacTupame Mayer - oBUM XxeMaTOKCU(DUIMHOM
U UcCHUpame Iuiouyuna y Tekyhoj uecMeHcko] Boau. MoHTHpame miouuia je o0aBJbaHO ca

Faramount - meaujymom.

3.7. AMyHOXHMCTOXeMHjCKO 00jer-e KPHOCTATCKUX McevyaKa

Kpuocrarcku mnpecend, Koju Ccy MNpeTxoaHO (GUKCUPAHM Y alleTOHy, WHKyOWpaHU Cy ca
KyHUNEBHM CEpYMOM a 3aTHUM ca MPUMapHUM MOHOKIOHCKUM aHTuTenuma (60 munyrta). Hakon
ucnupama y Tpuc mydepy, pH=7.6, Ha TKHUBHE MpeceKe je HAaHOUIEHO KyHMheBO aHTH - MUIIjE
antureno (umHkyOamuja 30 munyrta), a 3atum APAAP xommiekc (ankanHa ¢ocdaraza -
anTHankamHa ¢ocdaraza KOMIUIEKC), Takohe y Tpajamy oa 30 munyTa. Buszyanuzanuja Be3uBama
pahena je ca xpomoreHom 3a ankanny ¢ocdaraszy (Fast red). Iltouunre cy nakyoupane 1 MUHYT

ca Mayer -0oBUM XeMaTOKCU(PUIMHOM, a 3aTUM MOHTUpaHe y Kayzer - oBoM reiy.
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3.8. UMyHOXHCTOXEMHjCKA aHAJIN3A

MIMyHOXMCTOXEMHjCKAa aHalM3a XOJIeCTeaToMa M KOXXE€ MO)Xe OWTH KBaIWTAaTHBHA H
KBaHTHTaTHBHA. CEMUKBAaHTUTATHBHOM HMYHOXHCTOXEMHjCKOM aHAJIM30M CMO ojapehuBamm 6poj
henmnja (Ha 1ETOM TKUBHOM TIPECEKY, WJIM TIOCEOHO Yy MATPUKCY WIH H3PAKEHO Y
nH(pIaMaTOPHOM HHPWITPATY) KOje Cy HcmosbaBaie onapehene mapkepe. bpoj mo3uTuBHUX
henuja y MaTpukcy u mepuMaTpUKCY je U3pakeH y MPOIEHTUMA y OAHOCY Ha YKyNaH Opoj CBUX
henwmja ca jenpom y MaTpuKCy M HEPUMATPUKCY U TPYIUCAH y jeJHY KaTErOpH]jy UCIIUTAHUKA O]
0% — 100% @ 48, Hajuemrhe je mpouenar oapehuBan Ha OCHOBY ykymHO u30pojanux 1000
Hykinencannx hemmja. Hamaze cmo 3atuM mopenend mnpema KIMHUYKHM (€KCTEH3HBHOCT
XOJIECTEATOMCKOI' Ipolleca, KOINTaHa JACCTPYKIMja W IMPHCYCTBO/OJICYCTBO HWH(pEKuHUje) u
XHCTONATOJIONIKMM ~ KapaKTepUCTUKaMa XoJiecTearoMa (CTeleH KepaTWHH3aluje, CTeleH
3amna/beHCKOr MH(pUITpara u npoiudepanyja eKcTparelyIapHOr MATPUKCA) I CMO TOPEIUIIH
ca HaJla3uMa y30pKOBaHE KOXe.

HmyHOXHCTOXEMHjCKOM MeTo oM 00aBsbaii cMo kBanutatuBHy ananuzy PCNA, Ki-67, COX-2,
CD4 u CD8 T numdonura, mOWTO je MMYHOXHCTOXEMHjCKAa METOJla 1O CBOjOj MPHPOAU
IpUMapHO KBalIMTaTHMBHAa MeToda. Ekcmpecujy Mapkepa henujcke mnponudepanuje Hu
uHpnaamanuje cmo 300or mnopehema y Ppa3NIMYUTHM TKUBHUM y30pLUMa TpPEBEIH Yy
CeMHKaBaHTHTAaTHBHE napamerpe o2 8389,

[Tocroju HekoNMKO HauMHa KBaHTH(uKanuje odenexenux mnapamerapa PCNA, Ki-67, COX-2,
CD4 u CD8 T numdorta MOHOKIIOHCKAM aHTHTeIMMa, Tako jaa cMo excrpecjy PCNA, Ki-67,
COX-2, CD4 u CD8 T nrumdorura uzpasuim:

1 = 0-25% mo3uTHBHOCTH

2 = 25-50% no3uTUBHOCTH

3 = 50-75% no3uTUBHOCTH

4 =75-100% mO3UTUBHOCTH

butan cerMeHT IMYHOXHCTOXEMH]CKE METO/I€ CY KOHTPOJIE, KOje MOTy OUTH JBOjaKe, MO3UTHBHE
u  HeratuBHe. llo3uTMBHE KOHTpOJIE TMpaBUIM CMO  TapajellHUM  CIpPOBOhEeHmEM
MMYHOXHCTOXEMH]jCKE MPOIEeAYpe Ha TKUBHUM Y30pIIMMa XOJIeCTeaToMa 3a KOje CMO 3HalH Ja

MOKa3yjy BUCOK HUBO €KCIPECH]e aHAM3UPAHOT aHTUTeHa. HeraTuBHE KOHTpOJIE MpeCTaBIbajy
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napajesiHo CrpoBohele HMMYHOXHCTOXEMHjCKE aHalM3e Ha WCTHM TKHBHUM IIpecennma
XoJjecrearoma, ajnu y3 Kopumheme nHandepeHTHOr nydepa yMecTo MpUMapHOT aHTUTENA, KOjH

HUje UMao aMHUTET Be3UBamba 332 aHAJTM3UPAHE AaHTUTEHE.
3.9. CHara cTyauje 4 BeJIMYNHA Y30pKa

Hama wucrtpaxxuBama cy Ouna Oasupana Ha ynopehuBamy mapaMerapa y OIEpPHCAHUX
X0JIecTeaToMa IMOJISJbeHUX y HEKOJIMKO TPpyIa oJ KOjUuX je HajBaKHM]ja IOjelia IIpeMa KOIITaHO]
JecTpyKuuju Ha 1) xonecreatoMe ca BehoM KOIITAHOM JECTPYKIMJOM U 2) XOJeCTeaToMe ca
MambOM KOIITAaHOM JIeCTpyKIHjoM. Ha OCHOBY pe3ynraTa KIMHHYKE CTYAH]jE, KOjy CY CIIPOBEIH
Hamzei u capagHuiy W HalMX NMpeIMMUHAPHUX HcHHUTHBama excrpecuje CD4 T mumdorura,
MpHUKa3aHe Cy CPeAbe BPEIHOCTH Y3 CTAHIApAHY JICBUjAIU]y U TO (61,82).

1) rpymna xosectearoMa ca BehoM korrraHoM aectpykijom 99,26 £ 53,23 CD4 T JII/IMQ)./MM2

2) rpyIia XoIecTeaToMa ¢a MasOM KOLITAHOM AeCTPYKLHjoM 34,43 + 24,05 CD4 T numd./mm?
Bennuunna y30pka y Hamoj CTyIuju oIpeaii cMo Kopumhemem T-Tecta 3a nmpoleHy BeTnduHe
rpymna ucnutanuka y nporpamy G-Power 3.1.2. 3a esbeHy BepoBaTHONY rperike npsor pena (o
= 0,05) u xesmeny cHary Tecta (80%) u3pauyHaTa BpeIHOCT Opoja MCIIUTAHMKA HEOMXOJHUX 32

n3Boleme OBe CTyauje Omia je HajMame 21 y cBakoj rpymH, YKYIHO 42 MCIUTaHHWKA, OJHOCHO

HajMame 42 manujeHTa Koja cy ornepucana 300T CTEYCHOT X0JIeCTeaToMa Cpemher yBa.
3.10. CraTucTuuka odpaja nogaraka

Knuanuke KapakTepUCTHKE XoJjecTeaTromMa, eKCTEH3WBHOCT, KOINTaHa JAECTpPyKIHja W
IPUCYCTBO/OJICYCTBO MH(EKLMje pPa3BpCTaHUX IO HaBEAGHHUM TIpylamMa HUCIHUTAaHUKa,
IpeJCTaBJbeHa cy TabenapHo U rpadMKOHUMA. XHUCTOMATONIOIIKE KapaKTepPUCTUKE XoJIecTeaToMa
MPOICHhEHA CYy Ha OCHOBY CEMHKBAHTUTAaTHBHE aHAJ W3¢ W HAKOH H3padyHaBama HWHICKCA
npuKazaHa cy TabenapHo. VMyHOXUCTOXEMHjCKE KapaKTEpPUCTUKE XoJiecTearoMa, KOXKe
CHOJbALIEET CIYIIHOI XOJAHMKA U KOXK€ peTpoaypuKylapHe peruje MpolemeHa Cy
CEeMHKAaBAHTUTATHBHOM aHAJIN30M TakKole.

VY crarucTuukoj oOpaau, Mopeja CTaHAAPAHUX CTAaTUCTHMYKUX METO/la apUTMETHUYKE CpeIuHe,

craniapaHe jaeBujanuje kopuctwin cmo SPSS 3a Windows sepsujy PASW 18.0, T-tect 3a
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He3aBucHe y3opke 1 Mann-Whitney U Tect u nmopeauiu cMo ca BpeHOCTHMA PO epaTHBHUX
1 uH(}IAMaTOPHUX MapaMerapa y TpH OHONTHpaHa MOIpydja. Spearman-oBoM KOperIannoOHOM
aHaIM30M ojpehuBaTu CMO TOBE3aHOCT KIMHMYKUX W MATOXHUCTOJOMIKMX KapaKTepHCTUKA

CTCUYCHOI' XOJIECT€aTOMa cCa HpOJ'II/I(bCpaTI/IBHI/IM u I/IH(i)J'IaMaTOpHI/IM nmapamMeTpuMa CTCUYCHOT

XoJjecrearoma.
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4. PE3YJITATH

4.1. OcHOBHe KapaKTepUCTHKe HCIIUTAHUKA

UcrpaxkuBamem je obyxBaheno 50 wucnuranmka no6a 10-77 rogumHa, o6a mojsa, KOju Cy
OIEepHUCaHH TOJ JMjarHO30M CTEUCHOI XOJIeCTeaToMa Cpeamer yBa y mepuoay on 2012-2015.
roauHe. OnHOC mMojia y MOMYJAlUjH UCIUTaHWKa Owia je y kopucT Mymikapamna (34 : 16).
Hajmmahu manujent je umao 10 ronuna, a Hajctapuju 77 roguna. Hajsehu Opoj mcnmranuka je
6uo cpenmwe xuBoTHE 106U (70% ucnuranuka je Ouino crapocHe noo6u 30-60 roamnHa), mWTO je

MIPUKa3aHo U y Tabenu 1.

'onune xuBoTa cnuTaHuka | bpoj ucrnimranuka
10-19 3
20-29 7
30-39 14
40-49 8
50-59 13
60-69 3
70-79 2

Tabena 1. CrapocHa pacnioaena UICIIUTaHUKA

Kon 42 ucnuranunka yuumeHa je TUMIAHOIUIACTHKA, OJ KOJUX je Omio cBera 3 peomnepaiiyje,
OJIHOCHO peTUMMaHoIulacTuke. PanukanHa TuMmaHoMacTouJeKTOMHja je ypahena kom 8
UCMIUTaHWKa, ¥ 2 choydaja 300r nudy3HOT XojecteaToma, a y 6 ciiydajeBa 300T BUIIECTPYKHX
penmauBa Xxosectearoma (tabena 2). OmepucaHo je YKYmHO 9 HMCHHMTaHUKA Ca PEIUIUBOM
xonecreraoma. [IpubmmkHO MCcTH OpOj MCMIMTAHWKA j€ MMA0 aTUK M TMapc TEH3a XOJECTeaToOM

(21 : 17). Csera 3 ucnuranuka je umaio qudy3Hu xojectearoMm (ciuka 3).
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) Tummnano- Papukanna
CredyeHH X0lecTeaToM Bpoj ucniuranuka
MIacTUKA TUMITAHOMACT.

ATHK X0JIeCTeaToM 21 21 0
[Tapc Ten3a xoecr. 17 17 0
Judy3nu xonect. 3 1 2
Pernnus 9 3 6
VYkynHo oneparuja 50 42 8

Ta6esa 2. Pacnonena ucnutanuka npeMa KJIMHWYKO] Kiacupukanuju

X0JIeCcTearoMa 1 TUILy onepaunje

4.2. UnTpaonepaTuBHHU HAJIa3

CBM HCHUTAHUIM CY OIEPUCAHM Yy OIIITO] EHJI0TpaxeajHo] aHeCcTe3uju KOMOMHOBAHOM

TEXHUKOM, y3 TPAHCMACTOUJHHU U TPAHCKAHAJIHU IPUCTYIIOM (CJ'II/IKa 6)

Cauka 6. I/IHTpaOHepaTI/IBHI/I HaJia3 XO0JICCTCATOMA JIOKAJIM30BAHOT' Y MaCTOI/II[HOj IOYTIJbUHU, TIPC

OJICTpar-MBamba CIIMKa JIEBO, a CIINKA JIECHO MPHUKa3yje XOJIECTeaTOM HAKOH OJICTPAhHBambA.

WHTpaonepaTuBHO je YIrJIaBHOM MJICHTU(UKOBAH CKJIEPOTHYHHU, c€JIa00 MHEYyMaTU30BaHU
MacTOHMJIHU TIPOLIECYC, jep MOjaBU XojecTeaToMa MPeTXou ciaduja aepusaluja MHEyMaTCKUX
HIyIUbMHA TeMItopaiiHe KocTu (cnuka 4). Hamasu ca aHTemOHUPAaHUM CHTMOHWIHUM CHHYCOM ca
JeHyJallljoM CUTMOMJHOI CHHYca M JEHYJallljoM Aype y Ipelerney TerMeHa aHTpyMa WIu
aTuka cy Omnu petrku. Komrane nectpykumje, ykibydyjyhu 1 npeku jJaHua CIyIHUX KOIIYHUIIA,
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nedeKTaH arepaiHH 3U]l aTHKa W/WIHM 3aJibU 3U]] CIIOJbAIIBET CIYIIHOT KaHalla, JIeCTPYKIUja
MaCTOMIHUX LeNyJa, NedeKTaH KOMTaHU 3u (alyjaTHOr KaHajla U JIATEPAIHOT MOIYKPYKHOT
KaHaya Mo NpaBwiy ¢y Hal)eHH KOJ €KCTEH3UBHHX xojecrearoma. OIcekaH MHTpaoNepaTUBHH
Haja3 CTEYCHOI XoJyiecTearoMa je OMo oOaBe3aH M KOJ MaJIOOPOjHHUX OTOTCHHMX KOMILIMKAIIH]a
(tabena 3). EnokpanujaiHe U er30KpaHHjaiHe KOMIUIMKAIM]e CTEYEHOT X0JIeCTeaTOMa CPEIhEr
yBa y3 TEIIKY KIMHUYKY CIMKYy WCHOUTAHWKA, OWIM Cy UWHAMKALKMja 33 paJuKaIHy
TUMIaHOMacTonaekToMujy. On 8 WcmuTaHWKa KOJA KOjUX je yUWIbEeHA Olepanuja paguKaiHa
TUMIAHOMATOUJIEKTOMHU]ja, 2 cllydaja cy Owia peomepandje Buiie myra paheHux
TUMIIAHOIJIACTHKA, 2 ciydaja cy Ouia peBU3Hje paJuKalHEe TUMIAHOMAacToJeKTomuje, a 4
cllydaja Cy XUTHO OIEepHcaHa 300T €r30KpaHHjaJHUX M €HJOKPAaHWjATHUX KOMIUTHKaimja (2
narujeHTa cy iMaja akyTHH MaCTOMIUTHC, je/IaH YaK yapyxeH ca Bezold-osum arcriecom; jeman
HalujeHT je UMao JIAOMPUHTHTUC U jelaH OTOreHH MEeHUHruTHC). KOJ jeHOr McnMTaHHKa ca
OTOTEHOM TMapain3oM (alujalHor HepBa W3a3BaHOM XPOHHMYHOM THOJHOM VIIaJOM YBa ca
mudy3HUM XoJjecTeaToMoM, ypaheHa je XHWTHa THUMIAHOIUIACTHKAa Cca JAEKOMIIPECHjOoM

(arujarHOT HEpBA.

bpoj
OTorene KOMIUIMKaIKje
UCTMTaHUKA
Er3okpanujanse: 4
-MacTonguTHC 2
-[Tapanusa ¢auujanHor HepBa 1
-JIabupunTHTHC 1
Ennokapuujanue: 1
-MenuHruTHC 1

Ta6ena 3. OToreHe KOMIUIMKAILMj€ UCITUTAaHUKA

Onabup omnepaTvBHE TEXHUWKE THMIAHOIUIACTHKE MCKJbYYHMBO j€ 3aBHCHO O] JIOKAIHOI Haiasa,
OJTHOCHO TIPOIIMPEHOCTH XOJeCTeaToMCKOr mporeca. Behuna tumnanommactuka cy paljeHe y
JeoHOM aKTy ca TpUMapHUM IIMJbEM epaJMKaldje XOJIECTeaToMa, a CEeKyHJIapHHM
PEKOHCTPYKIIMJOM CTPYKTYpa CpPEImer yBa M PECTHTYLHJOM ayAuoBecTHOynapHe (yHKIHje.

JIpyrn axkT THUMIIaHOIUTACTHKE WiM T3B. ,,5econd look* omepammja je mpemtoxkena konm 8
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UCIUTAaHUKA y IEPUOJTy OJ TOAMHY JlaHa HaKOH NpBe onepanyje. Paau ce o manujeHTuMa Koju cy
MMalli eKCTEH3MBHE XOJIECTeaTOME YAPY)KEHE ca TOJIHMIIO3HO M3MEHEHOM CIY3HHUIIOM CPEIber
yBa W ONCTpyHcaHoM EycraxuwjeBoM TyOOM WM 3a CIIy4ajeBe ca He3aq0BOJbaBajyhum
MIOCTOIIEPATUBHUM CIIyXOM. [IpUCYCTBO XoJiecTeaToMa y HENMPUCTYIIAYHUM IITArOBUMa CPEIHHET
yBa, y peuecycy (aumjanuca, CHHyCy TUMIIaHH OKO JACHYAMpAHOTr (alijaJHOI KaHaja WTI.
3aXTEBAJA0 j& OTKIAMAIE 3aAIEr 3HJa CIOJBAIIHET CIYIIHOT KaHala W Olepanuje 1Mo THITY
,mobile bridge* wiu ,,wall down “ Tumnanomactike. CaMo jefaH MalMjEeHT je IPeorepaTuBHO
0MO ca KJIMHUYKOM CIMKOM IMapaiu3e (anujaTHor HepBa, JOK j€ MHTPAONEpaTHBHO Ouio 6
nalujeHaTa ca JIe3ujoM KOLITaHOT KaHaja (halijaJHor HepBa y TUMIIAHAJIHOM TOKY, a jeJlaH Yak
ca OroJbeHuUM (panujaTHIM HEPBOM Kao KOJ JEKOMIIPECHj€ JIMYHOT >KMBIA, a 0€3 KIMHHUYKUX
3HaKoBa omTehema ¢amujasHor HepBa Mpe- U MOCTONEPAaTHBHO. 3a PEKOHCTPYIHjy omrTeheHux
KOIITAaHUX CTPYKTypa, JIaTepaJIHOT 3UAa aTHKa, JEJIOBE 3aJher 3UAa CHOJbAIIEKEr CIYLIHOT
KaHaya, OroJbeHOT 3UJa CUTMOMIHOI CHUHYCAa MJIM Aype, Ka0 U OCHKYJIApHOT JIaHIa KOPUCTUIH
cMo aytorpadT of XpCKaBHIIE Tparyca, aypuKyJapHE XpPCKaBUIE WJIM KOPTEKCa MAacCTOMIHOT
HACTaBKa Kao W JIEJOBE CIYIIHUX KOIIYMIIA He3axBaheHe XOJIeCTeaTOMCKHM IPOIECOM (CIIHKa

7).

Cauka 7. VUHTpaonepaTMBHM Haja3. PeKoHCTpyKiMja JarepaiHOr 3ujAa aTuka y3 IOMOoh
KOIITAaHE JIaMeNe OJf KOpTeKca MAacTOMAHOI HacTaBka (KyTa cTpenuua). CiyliHe KOUIYuIe cy

He3axBaheHe X0JiecTeaToMoM, MaJieyc (TIaBa CTPEUIla) M MHKYC (3€JIeHa CTPETUIa).
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3a peKOHCTPYKIHjy OyOHe oOmHe KOpPUCTHIM cMO (Qacuujy TeMmropaaHor Mwuinuha,
MEePUXOHIPUjYM TpParycHE XpPCKaBUIE, IEPHUOCT Ca MACTOWJHE KOCTH W TparycHy WIH

aypUKyJIapHy XpCKaBHILy (ciuka 8).

Cauka 8. IlocronepatuBHM Hasia3. Beha cimka npukasyje OTOMHKPOCKOIICKM Hajla3z ca
PEKOHCTPYKIMjOM Jiena OyOHe OmHe M JaTepajHOr 3uja aThKa y3 IOMOh aypuKylapHe

XpckaBuile. Mama ciika mpukasyje ynorpe0sbeHu ajnorpadT — aypuKyIapHy XpCKaBHILY.

Kon HujemHor ucnuTaHuka 3a PEKOHCTPYKIHMjy OyOHE OMHE HHUCMO KOPUCTHIIM BEIITauKe
MaTtepujane. 3a PeKOHCTPYKIHM]y OCHKYJTapHOT JIaHI[a KOPHUCTWIM CMO ayTorpadt (memose
CIIYIIHAX KOIITYHIIA, KOPTEKC MACTOWA WM aypUKYJIapHy XPCKaBHIy CMO yroTpeOwmim 3a 34
OCHKYJIOIIJIACTUKE), KOJ 8 WCIUTAaHWKA YIOTPEOWJIM CMO HMIUIAaHTE 3a cpeame yBo (3
napIyjajHe U 5 TOTAHUX TUTAHH]YMCKHX OCHKYJIApHHUX MpoTe3a), 10K je 11 mcrmuranuka Ouio
ca OYyBaHHMM OCHKYyJIapHUM yaHieM. Ko 4 unuraHuka cMo MpoHAILIH GUCTYTy Ha JaTepaTHOM
MOYKPY>KHOM KaHayimhy, o7 KOjuX je jemaH umao jJadupuHTHTHC. [IpesepBanujy ducryne Ha
JaTEpPATHOM TOJIYKPY>)KHOM KaHaJIMhy CMO YYHMHUWJIM Y3 MOMOh KOITaHWX (PparMeHTa KOpTeKca
MacTOUJHOT HacTaBka © Komanuwha daciuje TemmopanHor muimmuha. JIBa mamujeHTa Cy
MPETXO/HO OlepucaHa oj OJacTpayMarCKHX IMOBpeda yBa, OJ KOjH je camMoO jeJjaH MMao
XOpH30HTATHE (hPAKTYpHE JHHHjE Y KOIITAHOM JIETy 3BYKOBOJIA M TETMEHY KaBymMa THMITaHH.

HNHuTpaonepatuBHO je y3uMaH OpHC yBa caMO KOJ UCITUTAHUKA KOjU HUCY UMaJH MIPEONePaTHBHO
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ypahen Opuc yBa WM je TpeomnepaTWBHU Hayia3 Opuca Omo HeratwBaH. Buie mpemnapara
XOJiecTearoMa, yBEK Owpajyhu MaTpukc ca KOIITAaHUX 3HJI0BA, HEKOJIMKO KCEeYaka KOXKe
KOIITAHOT JieJia CIOJhAILEr CIYIIHOT XOJHUKAa M TI0 jellaH MCEYaK KOXKe peTpoapuKyIapHe
permje ca Mecrta pe3a KOXKE HCIHTAaHWKA Cy IMOCIaTH Kao 3aceOHM Ipermapatd  Ha

MaTOXKMCTOJIOMIKY Bepu(pUKaIHjy.

4.3. UcnuTHBambe KINHHYKHX KapaKkTepuCTUKa xoJjJecrearoma

Knunnuke kapakTepucTuke XxosecreaToMma ce oapel)yjy Ha OCHOBY OTOMHKPOCKOIICKOT Hallasa,
KOMIUIETHOT OTOPUHOJAPUHTOJIONIKOT TPerjie/ia U JUjarHOCTUYKHUX IPOIEAypa U Ha OCHOBY
MHTPAOTIEPATUBHOT Haja3a ©9) " Jlerammrum aHAM3UPAEM HHTPAONIEPATUBHUX HaJa3a CBHX
OMEPUCAHNX HCIUTAHUKA Ca CTEUEHUM XOJECTeaTOMOM CpeAmer yBa Hajoosbe ce onpehyjy
KIMHUYKE KapaKTepUCTHKe OWTHE Yy pa3Boja XoJecTeaTOMCKOr Ipoieca. MHoroopojHa
omrehema MaHudecToBaHa Ha OyOHO] OMHM M Ha CIY3HUIIM CPEAIbEr yBa OWia Cy Mame WIH
BUIIIEC 3ajeJHHYKA 3a CBe McruTaHuke. OHO MITO je MpaBWIO pa3iuKy u3Mmel)y mcnuraHuka y
KIIMHUYKOM Haja3y cy omTehema Ha OCHKYJIapHOM JIaHIly U Ha 3HMJ0BHMa MHEYMaTCKUX
IIPOCTOpa TEMIIOPAJIHE KOCTH THUNA JECTPYKLHje KOIUTAHUX CTPYKTypa U TOCIEAMYHOT
omrehema ciiyxa W paBHOTeXe. [IpUTHCAaK XOIECTEaTOMCKHX Maca Cce HajIlpe perepKyTyje Ha
WHKYJIOCTaNeanjaTHOM 317100y, TaKo Ja j€ MPEeKU OCUKYIapHOT JIaHIla U Hajuenrha OCUKyIapHa
JeCTpyKIlMja Ha HHUBOY Iyror kpaka uHKyca (36 ox 50 ucnuraHuka, ogHOCHO 72%), 3aTuM
cympacTtpykTrypa creneca (23 on 50 ucnurtaHuka, oMHOCHO 46%) MOK je y MameM MPOLEHTY
octeosiecTpykijom 3axBaheno cBe Tpu ciymue kouryuie (11 ox 50 ucnuranwka, OJHOCHO
22%). Y 6 ucnuranuka BepuukoBad cMo omTeheme KoTaHor KaHaua ¢aiujaaTHor HepBa, a y
5 ucnuTaHuKa je OMJIo ca OTBOPEHHMM XOPU3OHTAIHUM MONYKpYXHUM KaHainuheM. Camo 1 ox 6
JeXUCHeHTHUX (anujannux kanana (17%) je umao 3Hake nepudepHe napanuse Qanujanuca, a 1
01 5 NeCTPyMCAHUX KOIITAHUX XOPU3OHTAIHUX MOJNYKPYXHUX KaHanuha (20%) je umao ne3ujy
MeMOPaHO3HOT TMOIYKPYKHOT KaHanuha, ca KIMHAYKOM CIIMKOM JIAOMPUHTHTHCA.

Takohe, eKCTEeH3MBHOCT XOJIECTEATOMCKOT TPOIeca je NUPEKHO YTHIajda Ha TeXHHY KIMHUYKE
ciuke. LlITo orncexHUju MHTpAONepaTUBHU Hala3, ca yuecTaluM MH(pEeKIrjaMa U cynypaiujama
yBa, MO TMpaBWJIO j€ 3HAYMO W Behy KoITaHy JECTPYKUM]y U TEXKY KIUHHUKY CIHUKY

xonecteaTroma. [IpemMa ToMme, CTeNeH KOIITaHe MECTPYKIMje CTPYKTYpa CPEelEber yBa 3aBUCHO je
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O]l Ty)KHHE pa3Boja X0JIecTearoma, JIOKaIM3alije U eKCTEH3UBHOCTH X0JIECTEaTOMCKOT TIpoIieca
U UCTOBpeMeHOT npucycTBa nHdekuuje. [IpucycrBo nngeknuje cMo BepuUKOBAIN y3UMaHjeM
Opuca yBa mpeomnepaTHBHO WM uHTpaomepatuBHo (36 onx 50 mcnuranuka, ogHocHO 72% je
UMaio TO3MTUBaH Opuc), mpu demy cy Hajuenthe nahene crmemehe Oaxrepuje: Pseudomonas
aeruginosa, Staphylococcus aureus, Staphylococcus epidermidis, Proteus species u Proteus
mirabilis, a pehe Echerichia colli, Enterococcus fecalis u Corinebacillus, a y nojeauaum
MenioBura ¢opa.

[IpeMa KIMHUYKAM KapaKTePUCTHKaMa CTEUEHOI XOJIECTEaTOMa CBE HCIUTAHUKE CMO
pa3BpcTaiM y HeKoauko rpyma. IlpBy rpyny (A) Cy YMHWIM HCOMTaHHMIM ca Behom
JECTPYKIIMjOM KOINTAaHUX CTPYKTypa Cpeamer yBa, Aok je apyra rpyna (B) oOyxBarana
OoJIeCHHKE ca MamOM JIECTPYKIMJOM KOIITAaHHX CTPYKTYypa Cpenmer yBa. Y MpBY IpyIy Cy
pasBpcTaHu OOJICCHUIIM KOjU Cy, OCHM Pa30opEHHUX CIYNIHUX KOIIYUIA, MMadd U omreheme
3U70Ba KaByMa THMIIAHM W MAaCTOWJHOT HacTaBka ((auujasHu KaHasl, JaOUPUHT, TErMeH
TUMIIaHyMa WIA aHTPyMa, ACHYJHPAHOCT Jype WM CUTMOUIHOr cuHyca). Jpyra rpymna je
YKJby4YHMBaJIa HCIUTAaHUKE 0e3 KomTaHux omTehema i je perncTpoBaHa MHHUMAJIHA KOIITaHA
necTpykiuja (camo JeCTpyKildja Iyror Kpaka HHKyca WM caMo Jiejla Majeyca WM caMmo Jela
crameca).

[TpucyctBo OakTepujcke MH(GEKIHje je MPOLEHUBAHO HAa OCHOBY Hajlaza Opuca yBa Kao H
OTOMHKPOCKOIICKAM M HHTPAOTIEPATUBHUM HaJla30M MPHUCYCTBA CEKpeTa, MH(IAMHUPAHOT MOJUTA
U TrpaHyjanuja, BIXHOr JneOpHuca M MalepHpaHe KOXKe CIOJballkber CIYIIHOr XoJHuKa. Ha
OCHOBY OBHX IapaMeTapa HWCHUTAHUIMU Cy Pa3BPCTaHU y TPYyNy HCHOUTAHHWKA ca MPUCYTHOM
undekuujom (II). I'pyny ucnuranuka ca xonecrearomuma 0e3 uHdpekuuje () cy ynHmImM OHA
HCIUTAHUIIM ca XOJecTeaToOMHMa y BUAY CyBe Iepdopaiyje OyOHe OIHE ca MPUCYTHUM CYBHM
XO0JIECTEaTOMCKMM Macama, CYBUM KEpaTMHOM WJIM KPYCTOM M HEraTUBHUM OpHCOM yBa Ha
MPUCYCTBO OaKTepuja Kako MpeonepaTUBHU TaKO U MHTPAOTIEPATUBHO.

Excren3uBHOCT XojecTeaTomMa je€ TpolleHHBaHa Tpema 3axBaheHocTn oxapeheHux peruja
cpenmer yBa (ENUTUMIIAHYM, ME30THMIIAHYM, MPOTUMIIAHYM, XHIIOTUMITAHYM, aHTPyM |
macrousne henuje). Ha 0CHOBY MpOIIMPEHOCTH XOJIECTEATOMCKOT MpoIieca, CBU OOJICCHUIIH CY
pa3Bpcranu y aBe rpyme. ['pymy ucnurtanuka ca Behom excrenzuBHomhy xonecreatoma (E)
YUHWIM Cy XOJIECTEaTOMH KOjU Cy 3axBaTalld TPH W BHIIE PETHOHA Cpeamer yBa (HIp.

CIIMTUMITIAHYM, AHTPpYM n MaCTOHUIHE heJ'II/Ij [§ 501041 CIIUTUMITAHYM, MC30TUMITIAHYM,
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XHUIIOTUMITAHYM M aHTpyM). ['pyly HCIUTaHHKA ca Mambe eKCTCH3MBHUM XojiectearomMuma (D)
YUHWIM Cy XOJIECTEaTOMHM KOjU Cy 3axBaTalld JI0 JIBa pPErMoHa CpeAmer yBa (HOp. camo
ENUTUMIIAHYM WJIN €OUTUMIIAHYM U IPOTUMIIAHYM).

Ha OCHOBY KIMHHMYKHX KapaKTEpUCTHKA XOJecTearoma, y3uMmajyhw Kao mapamerpe CTereH
KOIIITaHEe JIECTPYKIIHMje, MPHUCYCTBO/OJCYCTBO HMH(MEKIHje W EKCTCH3MBHOCT XOJIECTEATOMCKOT
mpoleca, pacrlmopeiuin CMO HCIUTAHUKE y HEKOJIMKO Tpyla 4Yuja je OpOjHOCT mpuKa3aHa y

Tadenu 4.

Knunnuke kapakTepucTUKe )
I'pyna ucnuranuka bpoj ucninrannka

XoJiecTearoma
CreneH KouraHe A. Beha xomrana gectpykuuja 29
JeCTpyKLHje b. Mama koitana fecTpykiuja 21

_ L1. [TpucyctBo uHbpeKIH]jC 36
Wudexnuja :

. OncyctBo undeknuje 14

Excren3uBHOCT E. Beha excTeH3uBHOCT XoJiecTeaToMa 34
xoJectearoMckor mpoueca | d. Mama eKCTEH3UBHOCT XOJecTearoma 16

Tabesa 4. KnuHuuke KapakTEpUCTHKE X0JIECTEaTOMa

4.4. X¥cTONaToI0MIKAa HCIUTHBAKA CTEYEHOI Xo0J1ecTeaToMa cpeamer ysa

XUCTONATOJIOIKUM HCIMTHBAaKUMa je aHainu3upaHo oko 150 y3opaka credeHor xosecrearoma
cpeamer yBa 50 MCIUTaHMKA, Kao M MO jeJaH y30paK TKHBAa KOXE CIOJbALIEr CIYLIIHOT
XOJHHKA ¥ TIO jelaH Yy30paK TKHBa pETpOaypUKyJapHE KOXKE OJl CBAKOT HCIHTAaHWKA.
AHanmu3upaHe Cy XHCTOIATOJIONIKE KapaKTEpHUCTHKE MaTpuKca W TepuMmarpukca. Ha ocHOBY
ONIITUX XHCTONATOJOUIKUX KapaKTepUCTUKAa KepaTHHH3alMje MaTpHuKca, Mpoiudeparmje
KoJIareHa M HMH(UATpalyje MepuMaTpuKca 3amakeHa je M3pa3uTa XEeTEepOreHOCT MaTpuKca |
nepuMaTpukca creueHor xosecrearoma. ¥ 17 ox 50 creuenux xomecteatoma (34%) Omna je
yIaJJbUBO M3pakeHa KepaTMHHU3allMja Koja ce MaHu(ecToBalla IPUCYCTBOM BEJIUKHUX Hacjara
KepaTuHa, CJ0jeBUTO pacnopeleHux u muxoBa ekcdonujanuja ox Beher naena emurTena.

XoJecTeaToOMCKH MaTPUKCH KOJU Cy CE CacTOjajiM OJ TAHKOI enuTena, pernopehenux y 3-4 cioja
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HMalld Cy 110 MpaBHIy Haju3pakeHuje Kkeparuncke Hacimare (cimka 10). Y ocranux 33 creyeHux
xosectearoma (66%) kepaTuHu3alKja je 6MO cl1abo WM YMEPEH M3paXKeHa ca KepaTUHOM KOjH je
YIJIaBHOM BE€3aH 3a pOXacTu cjoj marpukca (ciuka 9). Pesynraru mpukazanu y tabemu S.
MOKa3yjy Ja je mpoceuaH uHjekc kepatuHuzaimje 6uo 2,20 + 0,904, mTo oarosapa ymepeHo
M3paKeHUM KEePaTUHCKUM Hacllarama. AHaJIU30M eNuTella MaTpUKca Takohe je youeHa u3pa3ura
XereporeHocT. bwio je wmarpukca pasmuumte npomepa, ox 3-21 cioja nebspmHE, ca
MHUKpOIIUCTaMa M KEPAaTHHCKUM IepjlaMa Yy eNHUTeNy, IITO HJe Y HPUJIOr XHCTOMATOJIOIIKE
xereporeHoctd. Y 15 ox 50 creuenux xonecreatoma (30%) Ouia je mpucyTHa XuIlepIuiasuja
enuTena, ca npeko 10 crmojeBa KepaTUHOLUTA M YHAIJbUBO Y3PAKEHHM TIpaHYIApHUM CJIOjEM.
W3pa3uty xurnepruiasujy enuTesia yrilaBHOM Cy MPATWIA U U3PAKECHU 3aMaJbeHCKH MHPHUITPATH,
y HajBeheM TMpOIEHTY JOKaIM30BaHMW CYOCHHUTETHO Y TNEpUMATPUKCy. Y TIOjeANHUM
mpermapaTiMa YOUeH e TManujapHd u3rjel MepuMmarpukca ca ayosbuM W miunhum
WHBarMHanujama enurena. l3melhy kepaTuHOLMTa CHOpPagUYHO Cy OYyBaHe U JApyre
HekepatonuTHe henwje kao mro cy Jlanrepxancose henuje, uMdoruTi 1 Makpodaru.

[lepumaTpukc je mpeJOMUHAHTHO OMO MHQWITPHCAaH MOHOHYKJICApHHUM henujama pa3iauduTor
Opoja u nuctpuOynuje. MOHYHKJI€apHH 3aMajbeHCKHM WHQUITpATH Cy C€ CcacTojalid oOJl
TuMQONHUTA Pa3NTUYUTUX BEIUYMHA, TPAHYJIOIUTA, IUIa3MOLIMTA, Makpodara U MOHOIUTHUMA
cMYHMX henuja u To rpynucaHu y Mame win Behe arperare — rpynuiie heiauja uim rpo3aoiauke
u QoiuKyIapHe CTpyKType. RHenujcku arperaTd cy Hajuenihe OWIM JIOKAaJU30BaHU Y
CyOETIUTEIIHOM CJI0jy MepuMaTpuKca. Y MOjeIUHUM XOJIecTeaTOMMMa OWIM Cy MPUCYTHH BEOMa
KpymHH Makpodard T3B. MYJITHHYKIEApHH Makpodaru KapakTepuUCTHKa UHWHOBCKUX hemnmja.
Camo y HEeKMM XoJiecTeaTOMUMa JIOMHHUPAIN Cy TpaHyinonuTh. [Ipoceyan MHIEKC 3a1ajbeHCKOT
uHwmITpara je 6mo 2,16 £ 1,017, mto oxrosapa ymMepeHo H3pakeHOM hennjckoM WHOUITpATy
(Tabena 5). Y mepuMmaTpuKCy je youeHa M3pa3uTa XeTepOreHOCT KPBHHUX CY/A0Ba, HAPOUUTO Yy
cynepduIMjalHUM CcJ0jeBUMa MEepUMaTpUKCca, KOJU Cy VYIJIaBHOM OWIM JAMJIaTHpaHd ca
MpOMEHaMa KapaKTePUCTUYHUM 3a BACKYJIUTHC, y3 TMPHUCYTHY XHjaJHHO3Y, CKJIEPO3y H
obnuTeparujy TMOjeIUHUX KPBHUX CyaoBa TpoMOOM. Y HEKHUM XoJiecTeaToMuMa OWiio je
MPUCYTHO MJIAJI0 TPAaHYJIAIMOHO TKUBO WJIM JEJIOBH CIY3HHUIE cpelmer yBa. CremneH
3aCTYIJBEHOCTH  €KCTpallelTyJllapHOI  MaTpUKca, OJHOCHO KojlareHa y MepUMaTpUKCy
XoJiecTearoma je 0uo u3pazuto paznuuut. [Ipoceuan mHAeKc nmponudepalyje KojareHa je 0uo

1,92 + 1,158, mTo oarosapa yMepeHo u3pakeHOM KoyrareHy (tadena 5).
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XHCTONATOJIONIKE KapAKTEPUCTUKE Nunexc
Bpoj ucnuranuka
XoJiecTeaToma (cp.Bpeanoct £ SD)
Keparunusanuja 2,20 £ 0,904 50
3amasbeHCKU HHPUITPAT 2,16 £ 1,017 50
I[Iponudepanuja Konaresa 1,92 +£1,158 50

SD — cranmapana neBujaiyja

Taobema 5. Cpembe BPE€AHOCTU MHACKCA XUCTOIIATOJIOMKNUX KapaKTCPUCTHKA X0JIECTEATOMA

Cmuke on 9 o 13 miycTpyjy pa3audute XUCTOMOP(OJIONIKE KaPAKTEPUCTHKE CTCUCHOT
XoJiecTearoMa U HOpMajHy rpal)y Koke CIoJballlber CIYITHOT XOIHUKA H PETPOaypPUKYIapHE

peruje (XeMaTOKCUIIMH-€03UH 00jeHbe).

o

i

Camka 9. [Taroxucronomka ciuka arpecuBHe (GopMe CTEYEHOT XOJecTeaToMa ca M3PaKeHUM
3aMajbeHCKUM WHOQWITPaTOM U MJaJuM TpaHyJallMOHUM TKHUBOM Y IEPUMATpPUKCY.
Xuneprutazuja keparuHouuta y 10-12 crnojeBa y marpuxcy. OckyaHe KepaTHHCKE Haciare.

(yBenmnuame 200x).
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Cauka 10. Tlaroxmcrosiomka CciaMKa CTEUEHOT XOJIeCTeaToMa ca OJlaroM HWHBardHAIlM]oM
MaTpUKca y MEPUMATPUKC, OCKYTHE CTPYKTYpe IepUMAaTpUKCa W Ca MambHM KEPAaTHHCKUM

Hacnarama. (ysenuuame 200x).

Cauka 11. [TaToxucTosomnka cimka CTEYeHOT X0JIecTearoMa ca BEJIMKUM Hacjarama KepaTHHa U
KEPaTWHCKOM IIMCTOM OMBHYEHOM TaHKHM MaTpUKCOM o1l 3-4 cioja keparmHouuTa. JloMuHHMpa

KoJIareH y nepumatpukcy (yBennuame 100x).
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Cauka 13. Xucromnomika cirKa Koxe peTpoaypukyiapae peruje (yenunuame 100x).
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4.5, I/IMyHOXI/ICTOXGMI/IjCKa HCIIUTHBAKBA CTCUYCHOI' X0J1€CTCaTOMAa

HUctpaxkuBamu cMo u  ynopehuBanum  ekcrnpecujy  henwjckux — nponudepaTuBHUX U
undmamatopaux mapkepa PCNA, Ki-67, COX-2, CD4 i CD8 T mumdonura Ha 3 TKHBHA
mpernapara CBakOT OIEPHCAHOr MaIMjeHTa M TO: MpemnapaTr XojecTearoma, Mpenapar Koxe
CTOJhAIIET CIYIIHOT XOMHHKA M TpenapaTr KOXe peTpoaypuKylapHe peruje, of ykymHo 50
OIIEPUCAHUX MMAlMjeHaTa ca CTCYECHHM XOJIECTEeaTOMOM Cpeamer yBa. Takolhe MCHHUTHBAIM CMO
yTUIa] TpoiudepaTMBHUX W HMHGIAMATOPHUX areHaca Ha pa3BOj CTEYCHOT XOJECTeaToMa,
ynopehyjyhu ekcrpecujy PCNA, Ki-67, COX-2, CD4 i CD8 T numdonura y pasiduuTUM
rpynamgjamMa  xoJiecTeaToMa  TPYIMUCAaHMX  IpeMa  XHCTOJOUIKUM M KIMHUYKHM
KapaKTepUCTHKaMa CTEYCHOT XO0JIeCTeaToMa.

PCNA je 610 BHCOKO JETEKTHOUIAH y XOJIECTEATOMY, Y OJHOCY Ha KOXY CIOJbAIIHET CIYITHOT
XOIHHKa H KOXYy perpoaypukynapue peruje. Excmnpecumja PCNA je pgerexroBana y
npommpepumyhnm henrjama 6a3amHor u cynpaba3aiHOT Cli0ja MaTPUKCa XOJIECTeaToOMa, a PETKO
y BUIIUM ciojeBMMa marpukca. Kox mosehane mponmdepanuje KepaTHHOLUTA y MaTpPUKCY
CTEUYEHOT XOJIecTeaToMa, aeTekToBaHa je excnpecuja PCNA u y rpanynapHOM ci10jy MaTpHKca,
mto ropopu y npuiior HecenektuBHOCTH PCNA kao henmjckor mapkepa nponudeparyje (cimka
14). Kox creueHux XxoJjecTearoMa ca OJICYTHOM HHQEKIMjoM, a ca BehuM KepaTHHCKUM
Hacrmarama u nosehaHoMm kepatuHu3anujoMm, ekcrnpecuja PCNA je Ouna Mame 3acTynsbeHa

(cnmka 15).
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Cauka 14. YnaamuBo uzpaxkena exkcrpecrja PCNA (obenexeHo cTpenuiama) y MaTpukcy

cTeueHor xojecrearoma (yBenuyame 100x).

Cauxka 15. Cna6o u3paxena excripecrja PCNA (o0enrexeHo cTpeariamMa) y MaTpUKCy CTEYCHOT

XoJIecTearoMa ca TAHKUM MAaTPUKCOM U MacaMa KEPaTHHCKUX Hacara (yBenndame S0x)
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VY nopehemy ca creueHuM xonecteatomoM, ekcrpecrja PCNA y KOXH CIOJballmber CIyHIHOT
XOJHUKA M KOXHU PETPOaypUKyJIapHE peruje je ciabuje eTEKTOBHA, HApPOYUTO Yy KOXKH
peTpoaypuKylapHe peruje, rie ce JEeTEKTUOMIHOCT YIIIaBHOM BepH(HKOBaHA Yy TMOjeAUHAYHIM

henujama (ciuke 16 u 17).

Cauka 16. Excnpecrja PCNA y K0XH CHOJballIber CITYIIHOT XOAHuKa. M3pasura

JIETeKTUOMITHOCT (00enexeHo cTpenuama) y 6azanHom ciojy (yBenuuame 200x).
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Cauka 17. Excipecrja PCNA y koxu perpoaypukynapHe peruje. Camo MojeJuHi KepaTHHOLUTH

OazaHor croja (00eNekeHo cTpenmiama) cy eTeKTnowmtHY (yBenmmdame 200X)

Ki-67 je moka3ao BEeNMKY NETEKTHOMJIHOCT y XOJECTEaTOMY, y OJHOCY Ha KOXY CIOJbAIIbEr
CIIyIIHOT XOJHMKAa M KOXYy peTpoaypukyiaapHe peruje. [loehan Opoj nponudepumryhux
KEepaTWHONNTA, KOju ToKaszyjy creruduuny Ki-67 MMyHOPEaKTHBHOCT, IETEKTOBaH j€ Yy
0a3alHOM W cympaba3aiHoOM cliojy, a pehe y BHUIIUM CII0jeBUMa MaTPHUKCA CBUX HCIUTHBAHHMX
xosnecrearoma. Excnpecuja kepatuHouuta Ki-67 mapkepoM je Ouiia 3acTylJb€Ha y CBHUM
akTUBHMM (azama henujckor mukiIyca, IITO ce Haj00Jbe BUAM MO PAIUYUTOM THUITY

npebojaBama jeaapa (ciauka 18).

47



-
3

*

.'
¥ o' *
¢ ¢

-
i

I"
»

L]
-
%
v F ’.

Cauka 18. Ekcnpecwja Ki-67 y marpukcy xomiecrearoma. Pasmuaura mpe0ojeHOCT jemapa
KepaTuHOUUTA: 1. rpanynmupan (IpBEeHE cTpenuIe), 2. audy3an (KyTe CTPEIUIe) U 3. MEIIIOBUTH

THUII jegapHOT nipebojaBama (Tu1aBe crpenune), (ypenuyame 200x).

Excnpecuja Ki-67 je Omia cmabo 10 yMepeHO H3pakeHa M y KOXH CITOJhAIIbEr CIYITHOT
XOJIHUKA, JIOK je Y peTpoaypuKyiaapHOj koxu Owna ciaba (ciauke 19 m 20). basamHu ciojeBu
HOpMaJIHOT enujaepmuca ekcripumyjy Ki-67, nok ce Ki-67 perko aerektyje y cynpabda3aaHUM
crnojeBuma koxe. Koka OKo aHyiTyca THMIAaHUKyca y CIIOJbAIIEM CIYIIHOM XOJHHKY HMa
BEJIMKU MOTEHIUjall ipordepalije, 0akie CMO yrIIaBHOM y3MMalld y30paK TKHBA, a HE 4yIu

nojaBa excrpecuje Ki-67 y cynpaba3aiHum cojeBUMa Y KOXKH CITOJbAIILET CIYITHOT XOTHHKA.
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Cauka 19. Ekcnpecuja Ki-67 y koXu crnoJpalimer cOymHor xoaHuka. CTpenuie Mmokasyjy
OpojHE eKCIIPUMOBAaHE KEpaTWHONHMTE Yy Oa3adHUM U Cynpaba3allHUM CJIOjeBHMa KOXKe

(yBemmuame 400x).

Cauxa 20. Excnpecuja Ki-67 y koxu perpoaypukynapae peruje. CTpemuiie mokasyjy peTke,

nojeMHavHe, EKCIPUMOBAaHE KepaTHHOILUTE y 6a3zaiHOM c10jy (yBenuuame 200x).
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COX-2 je merekToBaH y CBHMM Yy30pIHMa CTEUEHOI XOJieCTeaToMma, YIJIaBHOM Kao ciabo 0
YMEPEHO U3paXEHO npedojaBame (MMyHOpeakTHBHOCT 10 50%) MaTpukca xonecTeaToma (ClIMKa
21). Uzpaxkena excnpecuja COX-2 y cTedeHOM XoJiecTearoMy (MMyHOPEaKTHUBHOCT mpeko 50%)
ouna je y manom Opojy ciyuajeBa (18% ox ykynHor Opoja ucnuTaHuka) u mnpaheHa je
W3POKEHOM JUMQPOUUTHOM mponudepanujom y NEpUMATPUKCY, Kao U MoBehaHoMm

nposudepanujoM y Matpukcy (ciuka 22).

Cauxka 21. Cnabo u3paxena excipecrja COX2 y credeHOM xonecreaToMy. IMyHOpEeaKTHBHOCT

MIPUCYTHA caMo y MaTpukcy (yBenndame 100x).
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Cauka 22. Ynaneuso uszpaxkena excripecuja COX-2 y CTEYEHOM X0JIECTeaTOMYy.
NmMyHOpeakTuBHOCT npatu qudy3Hy TUMPONUTHY HHDHUITPAIH]y TIEpUMATPHUKCa, TOK je Mamba

JNETEKTUOMITHOCT y MaTpuKCy (yBenmudame 200X).
Taxohe moctoju u3pazuta pasHoIMKOCT y excnpecuju COX-2 y y3opurMa KoXke CHOJballlber

CIIYIIHOT XOJHHKA, ITO je wmiycTpoBaHo Ha ciukama 23 u 24. COX-2 je roroBo 0Owo

HeIeKTUTAOMIIaH y y30pIMMa KOKe peTpoaypHKysiapHe peruje (ciuka 25).
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Camka 23. YmMepeHno uspaxeHna excrnpecrja COX2 y KOXKH CIIOJbALIBET CITYITHOT XOIHHUKA.
VIMyHOpeakTUBHOCT NMpaTH HaKylMHE MOHOHYKJIeapHuX henuja cyOenuTennjaaHo, a oCcToju

JNETEKTUOMITHOCT U y enuteny (yBenmudame 200x).

Cauka 24. Cna6o uzpaxkena ekcripecrja COX2 y K0XH CIOJbAIIBET CITYIITHOT XOTHUKA.

VImyHOpeakTUBHOCT NMPHUCYTHA caMo y enureny (yBenndame 200x).
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Cauka 25. Cnabo m3paxena excripecuja COX2 y peTpoaypHKyaIpHOj KOXKH.

NmyHopeakTUBHOCT (hoKaIHO MpHUCyTHA y enuteny (yBenudame 100x).

CD4 wmapkep je OuMO OMIMYHO MCIOJBEH Ha cyOmnomynanuju nomohHuukux T aumdonura y
y30pIMMa cTedeHor xosectearoma. JlerekroBanum cy oOwnmam mudysan uHpwmirpatu CD4
auM@oNNTa Yy epUMaTpUKCy WIHM Cy MOCTOojalie Mame Win Behe HakynuHe auMQolMTa Yy T3B.
kimacrep ¢opmanujama (cmuke 26 w 27). Excnpecmja CD4 nmmdorura y MaTpukcy
XojecTeaTromMa je Oujla yriIlaBHOM OCKyAHa /10 c€i1abo M3paxeHa, Jok je Mopgororuja CD4+
henuja Ouna pazHoNMKa, OKpyrjiacTa JOMHUHAHTHO, a TMOBPEMEHO AaTUIUYHA, M3AY)KEHOT WM

3BE3JIOJIMKOT 00JIMKa ca MamkOM HJIM BehoMm XHumepxpomasrjoM jeaapa.
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Cimka 26. YriaapuBo u3paxeHa (MacuBHa) HHOHITPALUja IEPUMETPUKCA CTEUCHOT

xonectearoma CD4 mumdonmruma (yBenudame 200X).

Cauxka 27. Knactep unpuiTpaiuja nepuMeTprukca creueHor xonectrearoma CD4 numdonutuma,

y3 nojeaunaune CD4+ henuje y marpukcy (yBennuame 200x).
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Excnipecuja CD4 nmumdornura je Omia yriaaBHOM c1a0bo 10 yMEPEHO U3pakeHa y y30pIiMa KOKe
CIOJBAIITEHET CIYITHOT XOJHUKA y3 PEeIOMHHAIIN]Y cyoenuTenHor pacnopaaa CD4+ henwuja, mox

j€ Y KOKH peTpoaypuKyIapHe peruja IeTeKTHOMIHOCT Onla jeaBa nmpuMeTtHa (ciuke 28 u 29).

Cauka 28. Cybenutenna quctpulyuuja T aumdornura excnpumoanux CD4 MapkepoM y KOXKH

CITOJBAITHET CIYIIHOT XOAHUKa (yBenudame 200x).
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Cauka 29. [Tojenunaynu T mumdouutu (upHe cTpenuie) ekcnpumoBanu CD4 mapkepom y

perpoaypukynapHoj koxu (yBennuyame 200x).

Excnpecuja CD8 numdonura je cnadbuja ox excnpecuje CD4 numdonnTa y y3opruuma cTe4eHOT
XOJIlecTeaToMa, ca CyYOCNMUTEIHOM JTUCTPHOYIMjOM IIMTOTOKCHYHUX T numdorura y
nepumarpukcy xoisecteatoma (cnmuka 30). Excripecuja CD8 mmmorura y KoXH CIioJbalimber
CIIYIIIHOT XOJHHKA je Mama o1 ekcrpecuje CD8 nmumdorura y xonecreatoMmy, 0K je Yy KOXKHU

peTpoaypuKyiaapHe pervje MuHuMaiHa (ciauke 31 u 32).
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Cauxa 30. YMmepeHo uzpaxeHna cyoenurenHa uHGuiaTpanyja (pBeHe CTpeIulie) NepuMeTpruKca

creueHor xojnecrearoma CD8 numdponutuma (ysennuame 200x).

Cauka 31. Cnabo uzpaxeHna excrpecrja CD8 numdonnTta y KOxKH CroJballlber CIYITHOT

xonHuKa (yBennuame 200x).
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Cauxa 32. Oncyrna excnpecuja CD8 nmumdponnTa y peTpoaypuKyiIapHOj KOXH

(yBenmuame 200x).

4.6. Oanoc KIHMHNUYKHX, XUCTOIIATOJIOIIKHUX U I/IMyHOXI/ICTOXCMl/IjCKI/IX KapaKTEepUuCTUKA

XxoJiecrearoma

Pesynratn mopehema y3opaka TKHBa CTEUEHOT XOJIECTAETOMA M KOXE CIIOJBAIIEHET CIYITHOT
XOIHUKA W  pETpoaypuKylapHE pervje TnpeMa KIMHUYKAM, [aTOXUCTOJNIOMIKUM |
MMYHOXHCTOXEMH]CKUM KapaKTepUCTUKaMa CTEUCHOT XO0JiecTearoMa, MpuKa3aHu Ccy TabenapHo U
rpadukonnMa. Hema CTUTHCTHYKE 3HAYajHOCTH Y KOpENalUju WHAEKCa KepaTWHU3AIH]e,
WHJIEKCa 3amajbeHCKOT WHpuUiITpaTa W HWHAEKCAa mposudepalyje KojiareHa MpeMa CTerleHy
KOIIITaHE JECTPYKIIMje CTEUYCHOT XoyiecTearoMa. He MoCToju CTaTUCTUYKM 3HA4YajHA Pa3jinKka y
MHJIEKCY TAaTOXUCTOJIOMIKMX KapaKTepUCTHKAa CTEUEHOr XOJecTearomMa M eKCIpecHje MapKepa
PCNA, Ki-67, COX2 u CD8 y xonecrearoMy u3mel)y Tpyre ucnutanuka ca BehoM komranom
JECTPYKIIUjOM y OHOCY Ha TPYITy UCIIUTaHUKA Ca MalkbOM KOIITAHOM JIECTPYKIIHjOM CTPYKTYypa
cpenmer yBa. [IocToju BUCOKO CTaTUCTUYKH 3Ha4yajHa pasiuka y ekcnpecuju CD4 mumdornnra
(25,384, p = 0,001) y xoecTeaToMy U y CroJballlibeM CIymHoM Xoauuky (18,443, p = 0,001) y

OJIHOCY Ha CTEIeH KOILITaHe AeCTpyKIHje (Tabena 6 u 7).
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Kommrana recTpyKimmja Keparn- | Samam. | Koma- | oo\ | kie7 | coxa | cpa | cps
3anuja | wHOQHUIATP. TeH

Beha komr. gectpykimja 29 29 29 29 29 29 29 29
Wnnekc 2,10 2,28 1,97 3,79 3,41 2,39 3,93 3,07
SD 0,976 0,960 1,149 | 0,412 | 0,780 | 0,620 0,408 0,913
Mama KOIIT. JeCTPYyKIHja 21 21 21 21 21 21 21 21
Nunexc 2,33 2,00 1,86 3,81 3,00 2,03 3,24 2,45
SD 0,796 1,095 1,195 | 0,402 | 0,949 | 1,076 0,982 1,061
¥ TecT 2,149 2,160 0,144 | 0,021 | 3,210 | 2,278 | 25,384 | 1,149
Df 3 3 3 1 3 2 1 2
P 0,542 0,540 0,986 | 0,886 | 0,360 | 0,320 | 0,001** | 0,563

Ta6ena 6. OgHOC MaTOXMCTOJIOMIKAX U UMYHOXHCTOXEMH]CKUX KapaKTEPUCTHUKA XOJIECTeaTOMa

peMa CTENeHy KOIITaHe AECTPYKIHje XojJecTeaToma

SD — cranpapana aesujarmja, Df — crenen ciobome, P — cTaticTiuka 3Ha49ajHOCT

** BUCOKA CTATHCTUYKA 3HAYAjHOCT
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Kormrrana PCNA | PCNA | Ki-67 | Ki-67 | COX2 | COX2 CD4 CD4 | CDS8 CD8
JECTPYKITHja ssh ra ssh Ra Ssh ra ssh ra ssh ra
Beha komr.
] 29 29 29 29 29 29 29 29 29 29
JIECTpYKLIHja
Wuaexc 2,62 1,69 2,24 1,55 2,32 1,69 3,21 1,71 | 212 1,33
SD 0,622 | 0,471 | 0,830 | 0,506 | 0,871 | 0,471 0,904 | 0,609 | 0,734 | 0,453
Mama KOmIT.
21 21 21 21 21 21 21 21 21 21
JECTPYKIIHja
Nunekc 2,71 1,71 2,05 1,43 2,12 1,76 2,24 1,66 | 1,96 1,23
SD 0,463 | 0,463 | 0,498 | 0,507 | 0,740 | 0,539 0,692 |0,512| 0,634 | 0,412
¥2 Tect 1551 | 0,035 | 3,658 | 0,739 | 3,353 | 1,414 | 18,443 | 1,409 | 1,149 | 1,763
Df 2 1 3 1 2 2 3 1 2 1
P 0,460 | 0,851 | 0,301 | 0,390 | 0,187 | 0,493 | 0,001** | 0,235 | 0,563 | 0,184

Ta6ena 7. OqHoc excripecuje Mapkepa henujcke nponudepaiuje u nHdIamManmje Koxe
CIOJBAIITELET CITYIITHOT XOJHHUKA U PETPOAYPHUKYJIAPHE PETHje IPeMa CTEIICHY KOIITaHe
JECTPYKIH]e XOJIecTeaToMa
SD - cranpmapnHa neBujanuja, Df — crenen cnoboge, P — ctatuctnuka 3HauajHOCT, ** BHCOKA

CTaTUCTHUYKA 3HAYaJHOCT, Ssh - CHIOJpaIlIbU CITYIIHU XOJHHUK, Ta - pETpOaypUKyJIapHa peryja

[locToju cratucTHUKM 3HAuYajHAa pasziuKa y HMHJEKCY KepaTMHHU3allMje XoJecTearoma Ipema
npucyctBy/oacyctBy undekmuje (9,416, p = 0,028) u To Tako 1a je u3pakeHa KepaTUHU3aIMja y
xosnecrearomuma 0e3 uHpekuuje. IlocToju craTucTHyKa 3HAYajHOCT WHAEKCA 3alaJbeHCKOT
uHowmiTpara xonecrearoma (7,830, p = 0,049) y rpynama ucnuTaHuKa ca 0JICYyTHOM/IIPUCYTHOM
MH()EKIHMjOM XOJiecTearoma, Mpu YeMy XOJIECTeaTOMHU Ca MPHUCYCTHOM HMH(EKIUjOM TMOKa3yjy
YIJIaBHOM YINQJJbUBO HU3paXeH 3amajbeHcku henujcku uHuntpar (24 ox 36 ucnuTaHuKa,
OHOCHO 67% WCIUTaHUKA y TPYIH XOJIeCTeaToMa ca MH(EKIMjOM HMa YMaJJbUBO H3pPaKeH
3anaJbeHCKH MHPHUITPAT) Y XMUCTOMATONIONIKO] Uiy (TpadukoH 1).

[TocToju cTraTucTHUKYM 3Ha4YajHaA pesnuka y ekcnpecuju CD4 mumdornuTa y xonecrearomy (5,654,
p = 0,041) u y xkoku crospammer ciaymHor xogawka (7,912, p = 0,048) y oxmHocy Ha

NPUCYCTBO/0CYCTBO MH(eKuuje (Tabena 8 u 9).
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Bar Chart

9e] Infiltrat
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Count

Infekcija

0 — oxcytHa nundexnuja, 1 — npucyrHa nadekunja

I'pajuxon 1. Unaekc 3anabeHCKOT HHOUITpATa Y TPYITH UCITUTAHUKA Ca CTEYEHUM

XO0JIECTEATOMOM CPEIIET YBa ca OJICYTHOM/TIPUCYTHOM HH(EKIIN]jOM
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Undexnuja Kepatu- | 3amass. Komna- )
PCNA | Ki-67 | COX2 | CD4 CD8
XoJecTearoMa | 3amuja UHOUITP. | TeH
OncyTtHa
. 14 14 14 14 14 14 14 14
nHpeKIja
Wnpexc 2,77 1,57 1,64 3,71 3,07 2,44 3,05 2,37
SD 0,852 1,016 1,336 0,469 | 0,917 | 0,842 | 0,799 | 0,921
IIpucyTHa
preyt _ 36 36 36 36 36 36 36 36
nH(eKalyja
Wnnexc 2,06 2,39 2,03 3,83 3,31 3,04 3,79 3,00
SD 0,893 0,934 1,082 0,378 | 0,856 | 0,867 | 0,608 | 0,904
X2 TecT 9,416 7,830 2,698 0,893 | 6,016 | 0,107 | 5,654 | 0,450
Df 3 3 3 1 3 2 1 2
P 0,024* 0,049* 0,441 0,345 | 0,111 | 0,948 | 0,041* | 0,799

Ta6esa 8. OqHOC TATOXUCTONOMIKUX U UMYHOXHCTOXEMU]CKUX MTapaMeTapa UCIIUTHUBabA
npeMa MpHUCYCTBY/0JICYCTBY HH(EKIIH]je CTEYEHOT X0JIeCTeaToMa
SD — crannapnana nesujanuja, Df — ctrenen cnoboxe, P — ctaructuyka 3Ha4ajHOCT,

* - CTATHCTUYKY 3HaYajHA pa3iiuKa



HNudexnuja PCNA | PCNA | Ki-67 | Ki-67 | COX2 | COX2 | CD4 CD4 | CD8 CD8
xonectearomMa | SSh ra ssh Ra ssh ra ssh ra ssh ra
OpncyrHa 14 14 14 14 14 14 14 14 14 14
nH(peKnmja

HNunexc 2,54 1,67 2,13 1,43 2,13 1,65 1,96 1,12 | 2,13 1,18
SD 0,813 |0453 |0,723 |0,412 |0,766 | 0,423 | 0,712 0,213 | 0,608 | 0,241
I[IpucytHa 36 36 36 36 36 36 36 36 36 36
nHpeKIja

HNunexc 2,79 1,94 2,48 1,54 2,43 1,68 2,86 152 | 231 1,21
SD 0,754 0,432 |0,543 |0465 |0,656 |0,412 | 0,918 0,428 | 0,676 | 0,251
Y2

TECT 0,620 0,302 |2,188 |0,397 | 1,546 |0,640 | 7,912 3,209 | 3,794 | 0,397
Df 2 1 3 1 2 2 3 3 2 1

P 0,733 0582 |0534 |0529 |0462 |0,726 |0,048* |0,241|0,150 | 0,529

Tabena 9. OgHoc excripecuje Mapkepa henmjcke nponmdepanuje u nHbIAMALH]S KOXKE
CHOJBALITHET CITYITHOT XOJAHHUKA U PETPOAYPUKYIApPHE Perrje IpeMa MPUCYCTBY/OACYCTBY
nH(pEKIHje CTEeYeHOT XoJiecTearoma
SD — cranpapana nesujanuja, Df — crenen cno6oze, P — ctatucruyka 3Ha4ajHOCT, * - CTATUCTUYKU

3HaYajHa pa3irKa, ssh - CroJballkby CIYIIHU XOJHHK, Ta - pETPOAyPHKYJIapHa peruja

Hema ctatucTiuku 3HavajHe pasiuke u3Mel)y MHIEKca KepaTHHU3alMje, HHAEKCa 3alaJbeHCKOT
uH(puUATpaTa U UHAEKCca Npoiudepanrje KojareHa rnpemMa eKCTEH3UBHOCTH XOJIECT€aTOMCKOT
npoueca. Ilocroju cratucTuuku 3HavyajHa pes3nuka y ekcnpecuju CD4  numdonura y
xonectrearomy (7,172, p = 0,007) u y koxxu criospanimer cnymHor xoguauka (15,367, p = 0,020) y
OJTHOCY Ha eKCTeH3MBHOCT XoJyiecTearoma. Y y3opHuma Xxosiectearoma ca Behom
€KCTeH3WBHOIIINY  XO0JIECTEaTOMCKOT  mporeca moctoju wu3paxena CD4 + henmjcka
MMYHOPACKTHBHOCT Y CTEUEHOM XOJIECTEaTMY M Y KOXKH CITOJhAIIEHET CITYIIHOT XOJHHKa (Tabena
10 m 11). Huje Owio CTaTHCTHYKM 3HAYajHUX peE3yJTara y EKCIPeCHjH OCTalhX Mapkepa
henmujcke nponudapunmje u nnpaamanuje PCNA, Ki-67, COX2 u CD8 numdonuta y KOXKH

CTOJhAIHET CIYIIHOT XOJHUKA U PETPOAYPUKYIAPHO] KOKH.
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ExcrensuBuoct | Keparn- | 3amass. Koma- | PCNA | Ki-67 | COX2 | CD4 CD8
XoJiecTeaToMa | Hu3aluja | HHQHUITP. | TeH

Mama excr. 16 16 16 16 16 16 16 16
Nunexc 2,06 1,87 1,56 3,41 2,81 2,34 2,38 2,24
SD 0,816 1,088 1,209 0,403 | 0,911 | 1,031 1,002 0,981
Beha excr. 34 34 34 34 34 34 34 34
Wunexc 2,50 2,29 2,09 3,79 3,44 | 2,94 3,76 3,06
SD 0,919 0,970 1,111 0,410 | 0,786 | 0,741 | 0,418 0,996
X2 Tect 3,566 2,135 2,621 0,023 | 7,178 | 1,861 |7,172 1,861
Df 3 3 3 1 3 2 1 2

P 0,312 0,545 0,454 0,880 | 0,066 | 0,394 | 0,007** | 0,394

Ta6esa 10. OnHOC TATOXUCTOJIOMIKUX M HIMYHOXHCTOXEMH]CKHX ITapaMeTapa NCIIUTUBAbA
XoJiecteaToMa IpemMa eKCTEH3UBHOCTH CTEUEHOT XoJiecTeaToMa

SD - crannapnna nesujanuja, Df — crenen cnoboxe, P — ctaructuika 3Ha4ajHOCT,

** - BUCOKA CTaTUCTHYKA 3HAYAJHOCT



ExcrensuBnoct | PCNA | PCNA | Ki-67 | Ki-67 | COX2 | COX2 CD4 CD4 | CD8 CDS8
XoJiecTeaToma ssh ra ssh Ra ssh ra ssh ra ssh ra
Mama eKcr. 16 16 16 16 16 16 16 16 16 16
Wunekc 2,69 1,55 2,00 1,31 2,06 1,75 2,15 1,32 1,98 1,18
SD 0,602 0,447 | 0,632 | 0,478 | 0,814 | 0,577 0,678 |0,423 | 0,632 | 0,204
Beha excT. 34 34 34 34 34 34 34 34 34 34
Wunekc 2,85 1,68 2,24 1,59 2,46 1,71 3,06 1,36 2,12 1,21
SD 0544 | 0,475 | 0,741 | 0,500 | 0,824 | 0,462 0,982 |0,612 | 0,658 | 0,243
X2 TecT 0,858 0,280 | 2,870 | 3,309 | 2,242 | 1,537 | 15,367 | 0,394 | 1,861 | 2,168
Df 2 1 3 1 2 1 3 1 2 1
P 0,651 0,597 | 0,412 | 0,069 | 0,326 | 0,112 | 0,002** | 0,514 | 0,394 | 0,141

Ta6esa 11. OnHoc ekcripecuje Mapkepa henujcke nponudepanyje 1 HHQIaMaIuje Koxe
CIOJBAIITELET CITYIITHOT XOJHHUKA U PETPOAYPHUKYIApHE KOXKE IMPeMa eKCTCH3UBHOCTH CTECYCHOT
xoJecrearoma

SD — cranpmapnHa neujanmja, Df — crenmen cmobome, P — cratuctruka 3HauajHOCT, ** - BHCOKa

CTaTUCTHYKA 3HAYajHOCT, Ssh - CrIoJpallllby CITyIIHN XOAHHUK, Ta - PeTpoaypuKyJiapHa peruja

He nocroju cratucTiuka 3Ha4ajHOCT y MHJEKCY MpoJudepaliyje KojareHa npeMa UCIUTUBAaHUM
KJIMHUYKUM KapaKTepUCTUKaMa CTEYEHOI XoJiecTeaToMa CpEeImer yBa: CTENEeHY KOIITaHe

JECTPYKIIHj€, MPUCYCTBY/OACYCTBY HH(DEKIM]E U EKCTEH3UBHOCTH XOJECTEaTOMCKOT Mpolieca.

4.7. Kopeslanmja naToXucTOIOMIKHX KAPAKTEPHUCTHKA X0J1ecTeaToMa

3a UCIMTBAKkE OIHOCA MATOXUCTOJIOUIKUX KAapaKTEPUCTUKA Y CTEUEHOM XOJIECTEaTOMY CPEIber
yBa ynotpeOsbeH je Pearson-os koeuiujeHT kopenanuje. Pearson-o koepuimjeHT Kopenamuje
3a MaTOXUCTOJIONIKE KapaKTEPUCTHKE XOJIeCTearoMa IMOoKa3yje BUCOKY HETaTWBHY CTaTUCTHUYKY
3Ha4YajHOCT M3Mel)y KeperaHu3anuje W 3amajbeHCKor wHpmiTpara xonecreatoma (0,369, p =
0,008), BHCOKY HEraTMBHY CTAaTUCTMYKy 3HAdajHOCT u3Mel)y KepaTMHHM3alMje W KOJeraHa

xonecrearoma (0,433, p = 0,002), ka0 ¥ BUCOKY MO3UTHUBHY CTaTUCTHUYKY 3HA4YajHOCT U3Melhy
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3amajbeHCKOr MH(puITpara W KojareHa xojaecreatoma (0,566, p = 0,001), (rabema 12).
KepatuHu3zanuja y cT€4eHOM XOJIECTEATOMY CPEIEr yBa je HApOUUTO OWiia M3pakeHa KOJ
Mamer 3amabeHCKOT HMHQWITpaTa M KOJ MAamer eKCTpalelylapHOT MAaTpPUKCa, OJHOCHO
KoJIareHa. 3amaJbeHCKH MH(UITpAT y CTEUCHOM XOJIECTEaTOMY CPEIhEr yBa je KOpEelIHupao ca

pa3BojeM KoJlareHa y epuMeTPUKCY.

3anajseHCKH
KepaTtunau-3amuja uHpUITPAT Komnaren

KepaTtunu-3aiuja Pearson 1

Correlation

p
3anabeHCKH Pearson -0,369" 1
uHpuTpaT Correlation

p 0,008
Komnaren Pearson 0,433 0,566 1

Correlation

p 0,002 0,001

Tabesa 12. MelycoOHa moBe3aHOCT XMUCTONATOJIOMIKUX KapaKTEPUCTHKA X0JIecTeaToMa

p — craTUCTHYKa 3HAYAJHOCT, ** - BICOKA CTATHCTUYKA 3HAYQjHOCT
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KepaTunusza- Hudutp. | Komar. | PCNA | Ki-67 | COX2 CD4 CD8
mmja (°tect) | -0,369 | 0,433 | 2,010 | 13,942 | 8,342 | 4,082 | 6,838
Df 1 1 3 9 6 3 6
P 0,008" | 0002”7 | 0570 | 0,124 | 0,214 | 0,253 | 0,336
3anajbeHCKHU Komar. | PCNA Ki-67 | COX2 | CD4 | CDS8
Ungurrpar (f>tect) | 0,566 | 0,072 | 15294 | 9551 | 1,656 | 2,067
Df 1 3 9 6 3 6
P 0,001 | 0,995 | 0,064 | 0,145 | 0,647 | 0,913
Konares (¢ 1ec1) PCNA Ki-67 COX2 | cD4 | CD8

0,894 11,788 6,332 | 1,883 | 10,886
Df 3 9 6 3 6
P 0,827 0,226 0,310 | 0,597 | 0,071

Ta6ena 13. OHOC XUCTONMATOIOMIKIX M UMYHOXUCTOXEMU]CKUX

Df — crenen cnobose, P — cTaTHCTHYKA 3HAYAjHOCT, ** - BUCOKA CTATHCTHYKA 3HAYAjHOCT

KapaKTCpUCTUKA XOJIECTCaTOMa

OcuMm HaBe/leHE BHCOKE CTaTUCTHUYKE 3HA4ajHOCTH M3Mel)y MaTOXUCTOJIOUIKUX KapaKTepHUCTHKa

CTCUYCHOI' XOJIECTCaTOMa,

eKCIpecrje HMMYHOXMCTOXEMHJCKMX Mapkepa XojiectearoMa cy Owin  0e3

pe3yiaTaTtu Kopenaunje MaTOXUCTOJIOIIKHUX KAPAKTCPUCTHKA U

J00ujeHuX

CTaTHCTUYKHU 3HauajHuX BpenHoctH. Excnpecuja mapkepa PCNA, Ki-67, COX-2, CD4 u CD8 T

J'II/IM(i)OIII/ITa Yy XoJjiecte€aroMy Ipe€Ma IaTOXHCTOJOMIKUM KapaKTEpHUCTHKaMa XOJIeCT€aToMa

MOKa3yje u3jeHaueHe BpeIHOCTH, Oe3 CTATUCTUYKH 3HAYAJHUX pa3nuka (Tabena 13).
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4.8. Kopesanuja MMyHOXHCTOXEMHjCKUX MapKepa

Huctpubynuja mapkepa henujcke mnpomudepaunuje u uHGIAManuje y y30pHuMa TKHBA

X0JiecTearoma, AyOOoKe KOoxKe CHOJbAIIHEr CIYIIHOT XOJHUKA U KOXKE peTpoaypuKyliapHe peruje

MpuKa3aHa je TabenapHo 3a CBaKM MapKep MOCeOHO U TO Kao CTaTUCTHYKHM oOpaljeHa Kopenaiyja

(Tabene 14-18).

PCNAhol | PCNAssh | PCNAra
PCNAnhol | Pearson Correlation 1 598" | 546~
Sig. (2-tailed) 001 001
N 50 50 50
PCNAssh | Pearson Correlation | ,598™ 1 783"
Sig. (2-tailed) 001 001
N 50 50 50
PCNAra [Pearson Correlation | ,546 783" 1
Sig. (2-tailed) 001 001
N 50 50 50

Ta6ena 14. Excripecuja PCNA y xonectearomy (PCNAhOI), y KOXH criosbaiiimber CayIrHor

xomuuka (PCNAssh) u y koxku perpoapukynapHe peruje (PCNAra). Iloctoju BHCOKO

CTaTUCTMYKU 3HavajHa paznuka y ekcrnpecuju PCNA y XxonectearoMy y OJHOCY Ha KOXY

cnospanrmer ciymHor xoguuka (0,598, p = 0,001) u xoxy perpoaypukynapue peruje (0,546,

p = 0,001), ka0 U BHUCOKO CTaTHUCTUYKM 3HayajHa pasziuka y ekcrpecuju PCNA y koxu

CTOJhAIIIHET CITYIITHOT XOJHUKA Y OJJHOCY Ha KOXY perpoaypukyiaapue peruje (0,783, p = 0,001).

** - BHCOKA CTaTHCTHYKa 3HAYajHOCT, ssh - CrIoJballkby CIYLIIHA XOIHUK, 1a - peTpoaypUKyJIapHa peruja
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Ki67hol | Ki67ssh | Ki67ra
Ki67hol |Pearson Correlation 1 465 418~
Sig. (2-tailed) ,001 ,003
N 50 50 50
Ki67ssh |Pearson Correlation | ,465 1 284"
Sig. (2-tailed) 001 045
N 50 50 50
Ki67ra |Pearson Correlation | ,418™ 284" 1
Sig. (2-tailed) 1003 045
N 50 50 50

Ta6esna 15. Excropecuja

Ki-67 y xomecrearomy (Ki-67hol), y koxku crosparimer CIyIIHOT

xonuuka (Ki-67ssh) u y koxu perpoaypukynapHe peruje (Ki-67ra). Iloctoju craTHCTHUKA

3Ha4yajHa paznuka y excupecuju Ki-67 y KOXH CHOJballllber CIYIIHOT XOJHUKA y OIHOCY Ha

KOXy perpoaypukyiapue peruje (0,284, p = 0,045) 1 BUCOKO CTATUCTHYKH 3HAYajHA PA3IUKa Y

excrpecuju Ki-67 y xonecrearoMy y OJHOCY Ha TyOOKY KOXKY CIOJballlel CIYIIHOI XOAHUKA

(0,465, p = 0,001) u koxy perpoaypukynapue peruje (0,418, p = 0,003).

** - BUCOKA CTaTUCTHYKA 3HAYAJHOCT, * - P = CTATHUCTHUYKU 3HAYajHA Pa3linKa, ssh - Cosballllbu CIYIIHA

XOJIHUK, Ia - PeTpoaypuKyJiapHa peruja
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COX2hol | COX2ssh | COX2ra
COX2hol | Pearson Correlation 1 0,593 | 0,481
Sig. (2-tailed) 0,001 | 0,001
N 50 50 50
COX2ssh | Pearson Correlation | 0,593 1 0,802
Sig. (2-tailed) 0,001 0,001
N 50 50 50
COX2ra |Pearson Correlation | 0,481 | 0,802 1
Sig. (2-tailed) 0,001 | 0,001
N 50 50 50

Ta6ena 16. Pearson — osa kopenaiuja excrpecrje COX 2 y xonectearomy (COX2hol), y koxu
criosbanimer ciymHor xoanuka (COX2ssh) m y koxu perpoapukynapue peruje (COX2ra).
ITocToju BUCOKO CTaTUCTUYKH 3HauajHa pasnuka y ekcrpecuju COX 2 y xonecreaToMy y OAHOCY
Ha KOXY croJpaiimer cayuHor xoanuka (0,593, p = 0,001), u koxy peTpoaypHKyIapHe peruje
(0,481, p = 0,001), ka0 ¥ BUCOKO CTAaTUCTUYKH 3Ha4ajHA paznuka y ekcrpecuju COX 2 y koxu

CTOJbAIIIHET CITYIITHOT XOJHUKA Y OJJHOCY Ha KOXY perpoaypukyiaapue peruje (0,802, p = 0,001).

** - BHCOKA CTATHCTHYKA 3HAYAJHOCT, SSh - CHIOJbaIlbY CITYILITHU XOIHHK, ra - PeTpoaypHKyIapHa peruja
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CD4hol | CD4ssh | CDéra
CD4hol | Pearson Correlation 1 0,479 | 0,455
Sig. (2-tailed) 0,004 | 0,007
N 50 50 50
CD4ssh | Pearson Correlation | 0,479 1 0,835
Sig. (2-tailed) 0,004 0,000
N 50 50 50
CD4ra Pearson Correlation | 0,455~ | 0,835 1
Sig. (2-tailed) 0,007 | 0,000
N 50 50 50

Tabela 17. Pearson - oBa kopenanuja kcrpecuja CD4 numdonuta y xonecrearomy (CD4hol), y

KOXHU croJbaiimer ciaymHor xoanuka (CD4ssh) u y koxku perpoaypukynapue peruje (CD4ra).

[TocToju BHCOKO CTAaTHCTUYKM 3HauYajHa pammka y ekcnpecuju CD4  mumdonura y

X0JIECTEaTOMY y OJHOCY Ha KOXY croJpaiimer ciaymHor xoaauka (0,479, p = 0,004) u koxy

petpoaypukynaptae peruje (0,455, p = 0,007), ka0 ¥ BUCOKO CTAaTUCTHUYKH 3HAYajHA pa3jiKa y

excnpecrju CD4 numdoruTa y KOXH CHOJbAIIBEr CIYIIHOI XOJHUKA y OJHOCY Ha KOXY

perpoaypukynapue peruje (0,835, p = 0,000).

** - BUCOKa CTaTUCTUYKA 3HAYAJHOCT, Ssh - CIIOJballlbU CIIYIIHU XOHUK, Ta - peTpoaypHUKyJIapHa peruja
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CD8hol | CD8ssh | CD8ra
CD8hol | Pearson Correlation 1 0,442 | 0,467
Sig. (2-tailed) 0,009 | 0,005
N 50 50 50
CD8ssh | Pearson Correlation | 0,442 1 0,842"
Sig. (2-tailed) 0,009 0,001
N 50 50 50
CD8ra Pearson Correlation | 0,467 | 0,842" 1
Sig. (2-tailed) 0,005 | 0,001
N 50 50 50

Tabelal8. Pearson — oBa kopenanuja excripecuje CD8 numdornuta y xonecrearomy (CD8hol), y
KOXH croJbamimer ciaymHor xoanuka (CD8ssh) u y koxu perpoaypuxynapue peruje (CDS8ra).
[locToju BHCOKO CTaTHCTMYKHM 3Ha4yajHa pasnuka y ekcrnpecuju CD8  mumdonura y
X0JIECTEaTOMY y OJHOCY Ha KOXY croJbaimer ciaymHor xoaauka (0,479, p = 0,004) u xkoxy
petpoaypukynaptae peruje (0,455, p = 0,007), ka0 ¥ BUCOKO CTAaTUCTHUYKH 3HAYajHA pa3jiKa y
excnpecrju CD8 nuM@oruTa y KOXH CHOJbAIIBEr CIYIIHOI XOJHUKA y OJHOCY Ha KOXY
perpoaypukynapue peruje (0,835, p = 0,001).

** - BUCOKa CTaTUCTUYKA 3HAYAJHOCT, Ssh - CIIOJballlbU CIIYIIHU XOHUK, Ta - peTpoaypHUKyJIapHa peruja

MehycoOHa kopenamnmja HMYHOXHMCTOXEMHJCKHX MapKepa oOJpakaBa 3Hayaj heiMjcke
nponudepanrje W uHpIaManyUje y pa3Bojy XojecreaToMa. VIHTEpHECAHTHO je IOHalllame
MMYHOXHMCTOXEMM]CKHUX MapKepa y AYOOKO] KOXKH CIIOJbAIlEEr CIYHIIHOT XOJHHUKA, Koja je Y
OJIM3WHU XOJIecTaToMa M KOja je Be3aHa 3a 30uBama y xonecrearoMy. [lokaszano ce ma moctoju
CTaTUCTHYKa 3Ha4yajHOCT 3a ekcrnpecujy CD4 numdonmra y crosbalimbeM CIYHTHOM XOTHHUKY
IpeMa CBUM KJIMHUYKHM KapaKTEepUCTHKaMa CTEUEHOT XO0JIECTeaToOMa, OJTHOCHO J1a je eKCIpecHja
CD4 numdoruTa y crospalimkeM CIYIIHOM XOJHUKY Beha y XosjecreaTomMuma ca TEKOM
KJIMHAYKOM CITUKOM, ca BehOM KOIITaHOM JECTPYKIIHjOM, Ca MPHUCYTHOM HWH(MEKIHUJOM U ca
BehoM eKcTeH3MBHOIINY XOoJecTeaTOMCKOr mpoiieca. Takohe MOCTOju CTaTUCTUYKM 3HAuYajHA
pas3iuKa eKClpecHje CBHX MCIUTHBAHUX Mapkepa henmjcke mponudepanuje U uHbpiamaimje y

CTCUYCHOM XOJIECTCATOMY Y OAHOCY Ha HAJIa3€ Y KOXH CIIOJbAlIEBCT CIYITHOT XOAHHUKA. )Ia cE€ Ta
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CTAaTUCTUYKA 3HAYajHA pasliuKa y eKCupecHju Mapkepa henujcke nponudeparnuje u nHiadpamalmje
nu3Mely y3opaka xonecrearomMa M y30paka KOKe CIIOJballber CIYIIHOT XOIHUKA, OApKaBa CaMo
y TOjJeIMHUM TpylaMa WCHUTAHWKA pPa3BPCTAHMX TMpeMa KIMHUYKAM KapaKTepUCTUKaMa

XoJiecTeaToma, moka3aHo je y tTabdenu 19.

Knuanuke I'pyma Spearman — oBa Kopenainuja 3a eKCIpecujy Mapkepa y
KapaKTePUCTUKE WCTIIUTaHUKA XO0JIECTEaTOMY U KOXKH CITOJhAIITEHET CIYITHOT XOJHHKA
XoJiecTearoma PCNA Ki-67 COX2 CD4 CDs8
CreneH KoITane A. Beha 0,014* 0,011* 0,018* 0,011** | 0,048*
JIECTPYKIHUje b. mama 0,021* 0,088 0,231 0,312 0,628
Hudexuuja L. npucytHa 0,009* 0,001** | 0,008** | 0,007** | 0,017*
J. oncytHa 0,059 0,240 0,081 0,061 0,150
ExcrensusHOCT E. Beha 0,008** | 0,003** | 0,041* 0,001** | 0,049*
xoJiectaroM. nporeca | d. Mama 0,001** | 0,242 0,091 0,223 0,509

Tab6ena 19. Kopenanmja excrpecuje mapkepa henmjcke mponudepanuje u wHIAMANNAEC Y
X0JIecTeaToMy Yy OJHOCY Ha eKcrpecHjy Mapkepa hemujcke mponudepanuje u uHpiaamanuje y
KO>KM CHOJhAIIBEr CIIYIIHOT XOAHUKa (Spearman — oBa Kopenaiuja)

** - BUCOKa CTaTHCTUYKA 3HAYAjHOCT

* - CTATHCTHYKH 3Ha4YajHA pPas3iiKa

Konuko je 3Hauajua melhyco6Ha nobe3aHocT Mapkepa henujcke nponudepaiuje 1 HH pIamanuje
y I1yOOKOj KOXHM 3BYKOBOJA M CTEUEHOM XOJECTEaTOMY CpPEIIber yBa H3pakeHo je Pearson —
oBOoM KopenanujoM (tabena 19). Ilocroju cTaTUCTMUKM 3HayajHa pas3ivKa y KoOpelaluuju
excnpecuje PCNA (p=0,014), excrpecuje Ki-67 (p = 0,011), excnipecuju COX2 (p = 0,018) u
npucycrBa CD4 mumdorura (p = 0,011) u CD8 mumdpouuta (p = 0,048) y mybokoj koxu
CTIOJBAIIHET CIYNTHOT XOJHWUKA M Y XOJIECTeaToMy y A TpyIH - TPYIU WUCHHUTaHUKA ca BehuMm
CTETIEHOM KOIITaHe JECTPYKIMje CTEYeHOr XoJjecrearoma (3a kopemanujy ekcrpecuje PCNA

takohe u y b rpynu - rpynu ca MambHM CcTeNeHOM KomTaHe nectpykimje, p = 0,021). ITocroju
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BHCOKO CTaTUCTHYKU 3HaYajHa Pa3liKa y KOpeJalHju eKCIpecHje CBUX Mapkepa HHbIaManuje u
npomudepanuje (p = 0,009 3a PCNA, p = 0,001 3a Ki-67, p = 0,008 3a COX2 u p = 0,007 3a
CD4) u cratuctuuku 3HavajHa pasnuka 3a CD8 (p = 0,017) y ny0OKOj KOXHM CIOJbalIEkher
CIIyITHOT XOJHWKAa M XoJjiectreatoMy, y Ll rpynmu - Tpynmu HUCHHTaHMKA ca MPUCYTHOM
nHpexnujoM. Hema TakBe crarucTuuke 3HadajHOCTH y [| rpynum ucnutanuka 0e3 wHQEKIH]e.
[TocToju BUCOKO CTATHCTHYKY 3HauyajHa pas3iuka excrpecuje mapkepa PCNA (p = 0,008), Ki-67
(p =0,003) u CD4 (p = 0,001) u craTucTUYKY 3HaYajHA pa3nuKka y ekcnpecuje mapkepa COX2 (p
=0,041) u CD8 (p = 0,049) y 1y60KO] KOKH CHOJBAIIET CAYITHOT XOJAHHUKA U Y XOJIECTECATOMY
y E rpynu — rpynu ucnuranuka ca Behom eKCTeH3uBHOIIIY XoJiecTearoMcKor npoteca. [loctoju
BHCOKO CTAaTUCTHYKH 3Ha4yajHa pasnuka y ekcrnpecuju PCNA (p = 0,001) y myOokoj Koxwu
CTOJBAIIHET CIYIIHOT XOJHUKA M XojecrearoMy y @ rpynu - rpynu HCIUTaHHKA Ca MambOM

eKCTeH3I/IBHOHJhy XO0JICCTCAaTOMCKOT ITponeca.
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5. IMCKYCHJA

CredyeHH XOJECTEaTOM CPEAEr yBa je XpOHWYHA Ooject ca mperehuM e3rokpaHujaqTHUM U
€H/I0KpaHUjaIHUM KoMIUTHKaiujama. OToreHe KOMIUJIMKAIMje CTEYEHOT XO0JIeCTeaToMa Ce PETKO
jaBJbajy, alM Kajla c€ jaBe MOCTOJU JKMBOTHA YIPOKCHOCT IMAlMjeHTa, KOJ €HIOKpaHHWjaTHUX
OTOTE€HHX KOMIUTUKAIIH]ja j€ YEeCT U JIETAIHU HUCX0J]. XUPYPIIKO JICUeHE MalrjeHaTa ca CTeYCHUM
XOJIECTEATOMOM CpEIher yBa je je jelWHa Tepanujcka OIlxja, a MOApa3yMeBa XUPYPIIKO
yKJIamame X0JIecTeaToMa U3 MPOCTOpa Cpemher yBa, IJie c€ Hajla3u CIPOBOJHU amapar ciyxa,
Kao W OnM3aKk KOHTaKT ca IIEHTPOM 3a CIyX U PaBHOTEXKY Yy YHyTpamimeM yBy. CredeHu
XOJIECTEATOMH C€ KapaKTepHIIy pEIHIUBUPAEM, INTO je HEIMOBOJAHO W 3a XHpypra U 3a
nanujenTa. Y MpoIuioM BEeKy Ollepaluje yBa ¢y Ouiie paJuKaaHHje, a ce PEUUANBH HUCY TaKO
4ecTo jaBJbaiu. 300T KOH3EPBATUBHUX THUIIOBA TUMIAHOILJIACTHKA Y3 OUyBambe (DYHKIU]E CayXa U
paBHOTEXE, PEIUAUBAHTHU U PEKYpPEHTHHU XoyiecTeaToMu cy naaHac uemthu. [Iponanaxeme
HEXUPYPUIKUX M APYrUX MeETOoAa Jieuermha CTEYCHOT XOJIeCTearoMa Cy TECHO BE3aHH 3a
€THONATOTeHEe3y XPOHUYHOT X0JIecTeaToMa, Koja je U Jajbe HeNmo3HaHuIa. Peneme ce BepoBaTHO
KpHje y mTo 00JbeM MO3HaBamby IPUPOJIe OBE OOJECTU U carjie/laBalby CBUX CerMeHara pas3Boja
CTEUYEHOTI' XOJiecTeaToMa CpPEeIer YBa: KIMHUYKUX, NATOXUCTOJIOUIKUX, UMYHOXHCTOXEMH]CKHX
WTJ. IITO je ¥ OUO ITUJb OBOT paja.

Ucnutyjyhu 50 omepucanux mnanujeHaTa ca CTEYEHHM XOJECTEaTOMOM CpEAmer yBa Y3
JTYTOTOIUIIEHE OTOMUKPOCKOINCKO Ipahemhe UCTUX MPEONepaTUBHO U MOCTONEPATUBHO J10J1a3U Ce
710 3aKJbydKa Jla Ce pajM O jeIHOM CIOpo mporpeaupajyhem xpoHHUHOM mporecy. CTeueHH
X0JIECTeaTOM HacTaje y3 IMOMEHyTe mpeaucnoHupajyhe daxrope, pa3Buja ce TroJMHaMa M
arpecMBHY OCTEOJIECTPYKTHUBHY (hopmMy 100HMja TOKOM MpOJIOHTHpaHe HH(Iamanuje. Y HaIloj
CTYAMjU JOOHMIIM CMO CTaTUCTHYKHU 3HauajHo Behy excnpecujy CD4 T num¢onura y cTeueHUM
X0JIeCTeaTOMHMa Ca TEKOM KIMHUYKOM CIIMKOM, ca BehOM KOINTaHOM JI€CTPYKIMjOM, ca
npucyTHOM HH(pekIjoM U ca BehoM eKCTeH3MBHoIINy XoJjecTtearoMcKor mpoieca. CrnyaH
pesynrat moouiu cMo | 3a ekcrpecujy CD4 T nmumdonuTa y criojbanimeM CIyITHOM XOTHUKY.
CD8 T numdouuty HUCY MOKazajga TaKBY TUCTPUOYLH]Y Yy CTEUEHOM XOJIECTEATOMY M KOXHU
criojpalimer ciaymHor xoanuka kao CD4 T mumdpouutu. CD8 T numdonutn ce Mame
excpumyjy ox CD4 T numdonura 1 y XxonecreaToMy U 'y OKOJIHOj KOKU M BEpOBATHO j& BUX0Ba

OUTOTOKCUYHOCT O MAamEr 3Haqaja Y UMYHOJIOIIKHUM ITpOonECrMa y CTCUCHOM XOJIECTEAaTOMY Ca
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TEXKOM KIMHUYKOM CIMKOM, Ta jé W HUXOBa TUCTPUOYIMja M aKTUBHOCT Y Pa3IHYUTHM
KIMHUYKAM TpylaMma Xojecrearoma ImojjeaHaka. M npyrum ayTopu cy MNpemHOCT Aaju
XYMOPaJTHOM UMYHOJIOIITKOM OJITOBOPY Y Pa3BOjy CTEUEHOT XOJIECTeaToMa, KOju je YCKO BE3aH 3a
npucyctBo JlanrepxancoBux hemuja y creueHoM xosiectearomy u nmoehano mpucycrso CD4 T
mmouura “" ¥ CD4 T numpouut cy 6UM IMIaBHE HOCHOLM 3aIaJbEHCKOr MH(HITpATa y
HAIIIO] CTY/MJU U TO MOCEOHO Y yNaJJbUBO W3PAKEHUM 3alaJbeHCKUM MH(UITpaTHMa, KaKBUX je
omno 67% mely ucniuranunama ca napeknujoM. [open mudysHe nHbUATpaIUje MEepUMaTPUKCa
credeHor xosecrearoma CD4 T mumdornutrma, JTuMGONUTHH HHOWITPATH Cy AOMHHAHTHO
OWIIM 3aCTYIJBEHH CYOCMUTENHO y TMepUMaTpHUKCy, ca MoryhHomhy nobpe KOMyHHKaluje ca
MaTPUKCOM XOJIeCTeaTOMa. 3anajbeHCKH HHQPHUATpAT je OMO CTAaTUCTHYKKA 3Ha4YajHO Behw y
CTEYCHHM XOJIECTEATOMHMA Ca TMPUCYTHOM HH(EKIHjOM, INTO jé M Yy PpaHUjUM paJoBHMa
nokasusano ®?. Ma X. u capaxaumm Cy jeIHOCTAaBHO MOKAa3aJId J1a TSKUHY KIMHUYKE CIIHKE
CTEUYCHOT XOJIECTeaTOMa IMPATH BEJIHMKH 3ala/beHCKU MHQWITPAT Y NEPMATPUKCY, TAKO IITO CY
yrnopehuBanum mecra y3opKoBama xoliectearoMa. HajBuiie mspakeHy uH(IaMaujy cy uMaid
XOJIECTEATOMH y30PKOBAHH W3 THOJHHX, OCTCOIECTPYKTHBHHX JeoBa cpeimer yBa &), Mama
win Beha mHbnmamanuja Moxe Aa o0jacHUu (PEHOTHIICKY Pa3HOJIMKOCT XOJecTeaToMa, ajl He U
HETOBO MOPEKIIO ®9, Ma X. u capaJIHUIM Cy MPOHAILIM Npekuae y rpahu xonarena IV y cacraBy
0azanHe memOpane. Mcnutyjyhu perpakiinone [ienose, Kao mpexkypcope xojecrearoma, Shunvu
Y Capa/IHUIM Cy JIOKa3aJIM Jia je MpeKku 1 0a3aiHe MeMOpaHe KapaKTepUCTUKA X0JIecTeaToma, a Jia
HUje HahjeH mpeku] Oa3zanHe MeMOpaHe emuTena peTpakuMoHor yemna. MHunumjatop mpekuna

0azamHe MeMmOpaHe y XosecTearomy je HMH(pIamanuja (46),

VY Hamoj cryauju ucnutyjyhu
JIeTaJbHO XHMCTOMATOJIOIIKE Halla3e, HUCMO HANUIA Tpekujae Oa3amHe MeMOpaHe MaTpHKca
CTEUYEHOT XOJIecTearoma.

3a pa3nuky of 3amajbeHCKOr WHOWITpaTa y HAIlo] CTyAMjH, KepaTHHH3AIMja jeé HEeraTMBHO
Kopenupaia ca HH(EKIUjOM CTEYSHOT XOJleCTeaToMa, TaKo Ja je KepaTWHh3aluja Ouiia
CTATUCTUYKHU 3Ha4ajHO Beha y xonectearoMmuma 0e3 nadpeknuje. [IpaBunad TykoBHYACTH H3TIIE]T
aJIXepeHTHUX KEpaTMHCKUX Hacjara y XxojecrearomMuma 0e3 uHQeKuHje, y3 TaHaK MaTpUKC
XOJIecTearomMa, je THIWYHA TaTOXMCTOJIONIKA CIIMKa CIIOpo pacTyher cTedeHor XosecTearoMa
0e3 erzanepOanuja uHdeknuje (cmuke 10 w 15). Benuke Komu4MHE HAC/IaraHOr KepaTHHA

HacTaje cy 3axBajbyjyhu nyrorpajHOM pa3Bojy xonectearoma, a He mosehaHoj nmponudepanuju

KEepaTHHOLIMTA MCTakEHOI MaTpukca. TaHKHM ClI0jeBM MaTpuKca y XojiecTeaToMHMa ca Behom
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KepaTUHM3AIM]OM, TOBOpe y Ipmior mpobiema nudepeHnujanuje keparoHuurta. Hakymibame
KepaTHHa y KEPaTUHOIIMTAMA U CTBApamhe KOPHEOIUTA, a 3aTUM U aronTo3a KOpHeonuTa aoraha
Ce y HWXKHUM, a HE CaMO y POXKHATOM CII0jy MaTpUKca OBUX Xosecreatoma (y 2 - 4 ciojy), na je
IpoIleC O/[Bajara JIaMeJIapHUX CJI0jeBa KepaTHHA U CTBapama JIYKOBHIIA KepaTHHA, (CHOTHIICKA
KapaKTepUCTHKA OBHX Xosectearoma. l[locToju cnabo m3pakeHa 3amajbeHcka MHOHUITpanuja y
NEepUMATPUKCy OBHUX XOJIECTeaTOMa, INTO 3HA4YM Ja je M BepoBaTHO cjaba mapakpuHa
KOMYHHKAIlMja Ha pelalyju MaTpuKC — mepuMmaTpukc. Pasmor yOp3aHe warypanuje
KepatuHonuTa u nopemehene nudepennujanuje npaheHe amonTo3oM enuTeaHUX hemmja Tpeda
TPOKUTH y WHTEPIEIYJApHUM 30MBalkbUMa y MATPUKCY WM Y (QHU3UYKHM (akTopuma THUIa

MPUTUCKA, aIU10-0a3HOM CTaTyCy, XHUIOKCHJU HTA 9),

Excripecuja mapkepa henmjcke
npomapepanje PCNA u Ki-67 Ha KepaTHHOIMTHMA Yy Halloj CTYAMjU HHUje TIOKasaja
CTAaTUCTMYKM  3HAYajHy  pa3IMYUTOCT  IpeMa  KIMHUYKAM M [aTOXUCTOJIOIIKUM
KapaKkTepUCTHKaMa cTedeHor xojecreatoma. IIponudepannja henuja Mmatpukca xonecrearoma —
KeparrHonuTa OUTHO ce HHje pa3JIMKOBaJla y rpylaMa MCHHTAaHUKAa u ca BehoM M ca MamoM
KOIITAaHOM JECTPYKLHjOM, Yy Tpylama MUCIHUTAaHUKA ca MPUCYTHOM/OJCYTHOM HH(EKIHjOM, H Y
rpynama UCIOUTAaHHKA ca BehoM M MamOM eKcTeH3MBHolIhy xojecteatoMa. McTu pesynarar je
nobujen mopehemeM ekcmpecuje Mapkepa henujcke mnpoiudepanyje npemMa HMHICKCY
KepaTuHu3aIyje, NpeMa WHACKCY 3arnajbeHCKOr WHQWITpaTa W WHIEKCY EeKCTparenylapHOT
MaTpuKca CTEUYEHOr xoJyiectearoMa. KepaTuHuzammja He Kopenupa ca mposudeparijom
KepaTuHouuTa, Beh BepoBaTHO ca mopemeheHOM nudepeHIHjannjoM KepaTuHouuTa. TakBu
KOHTpaBEp3HM HAIIM pe3yiTaTd NOTBphyjy UHIEHMIy YyjeaHaueHe mpoiudeparyje
KEepaTWHOIIUTAa Yy MaTPHUKCYy TOKOM pacTa M pa3Boja CTEUCHOI XoJjecreaToma. PesynraTtu
UCIHUTHBama mponudepairje KepatuHoiuTa y3 momoh ekcrnpecuje Ki-67 y creueHuM
XOllecTeaTOMUMa KOJ JIelle M OJpaciix, Takohe cy KoHTpaBep3HH. Bujia u capamgnunm cy
NIOKa3aJM Jia cy JAe4Hju xojecrearomu arpecuBnuje dpopme, Welkoborsky, Sikka u Dornelles na
HEeMa pa3jiuKe y npoaudepalyju KepaTHHOIUTA KO ICYHjUX B OJpaciux GOpPMH XoJiecTeaToMa,
I0K cy Asher w capagaunu wmak goowiam cratuctudkud  Behy ekcmpecujy  Ki-67 y

(36, 80, 81)

XOJIECTEaTOMHMa OJIpaciiuX y OAHOCY Ha JeUHje XoJiecTeaToMe . Li u capauumm cy

MOKa3aJlM CTAaTHCTHYKM 3HaudajHo Behy excmpecujy Ki-67 y xonmecrearoMmma ca H3pakeHOM

(83)

KOIITAaHOM €pO3H1jOoM Sanli u capagHuM Ccy moKa3zaiM Ja HeMma 3HAyajHE pas3iuke y

excripecrje Ki-67 y mpumMapHUM CTEYEHUM XOJIECTEATOMHUMa U PEKYPEHTHHUM XOJIECTE€aTOMUMA
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(86), OueknBaHy pa3IMKy eKcnpecuje Mapkepa henujcke nponmdepanuje, 1oomm cmo nopeaehu
HaJla3e y KOXKM Ca Haja3MMa y XOJIECTEaTOMY CBAaKOI HMCIHMTAaHUKA I10jeIMHAYHO, ILITO Ce
[0KA3a]I0 OYCKMBAHMM M Clake ca Hamasuma apyrux ayropa v & 8 TIpomudepanmja
KEepaTWHOIUTA j€ 3HauajHO Beha y KOXKHM CIOJbAlIFbEr CIYIIHOT XOJHWUKAa HEro y
pEeTpOaypHKyJIapHOj KOXH, a Takohe mponudepaiyja KepaTHMHOIMTA je 3HadajHo Beha y
MaTPUKCy XOJIECTEATOMa HEr0 Y KOXH CIOJbAIlber CIYIIHOT XOJHWKA, aHanu3upajyhu
excripecujy PCNA u Ki-67. Kim u capanuuuu cy excripecujom nutokepatuaa CK13 u CK16 y
MaTPUKCY CTEUEHOT XOJIECTeaTOMa, CUTeNly OyOHE OIHE M CMUTENy AyOOKe KOXKE CIIOJballlEbeT
CIIYIITHOT XOJTHUKA MOKA3aJIM CIIMYHOCT y Tposinepanuju KepaTHHOIMTA, C THM IITO j& CTEIeH
npoaudeapirje y Kopelalrju ca 3anabeHCKUM IPOIECOM, KOjH j& U3PAKEH y XOJIECTeaToMy “3)
Raynov wu capaguuum cy noka3anun HecenektuBHocT PCNA y ycioBuma mpHCyCTBa
uH(pIaMUpaHOr HHHUATPATa U eKkcipecHje camo y S dasu hemujckor mukiyca, g0k ce Ki-67
CTa0MIIHO EKCIIPUMYje TIPEAOMUHAHTHO Y 0a3aIHUM U Ccynpada3aiHUM CJI0jeBUMa XO0JIeCTeaToMa
y cBuM ¢azama henujckor nukiryca, ocuM y MupHoj Go a3 henmjckor mukimyca SR HAIIIO]
CTYAMjU JOOMIN CMO HACHTHYHE pe3ynTare 3a ekcipecujy Ki-67 nok je PCNA moka3ao usBecHy
HECEIKTUBHOCT M EKCIIPUMOBAO C€ y BUIIIMM CJI0jeBHMa MaTpPHKCa XOJecTeaToMa, OJTHOCHO U Y
cynpaba3aJlHUM CJI0J€éBHMa KOXKE€ CIIOJbAIHET CIYIIHOT XOJHHKA, MA0KO Ce MpemMa IpYruMm
ayTopuMa eKCIPUMOBA0 caMo y 0a3ajiHOj CJIOJy enuTena (34,88, 89)

@dokyc Hamier WCTpaKuBamba OWO je y aHaIM3Wpamy HUMYHOJOMIKMX norahama Ha mpenasy
IyOOKe KOXe CIOJballlber CIYIIHOT XOJHHKA Yy XOJEeCTeaTOMCKHM MAaTpUKC CpeImer YyBa.
HcnutuBanu cMo mapkepe henujcke nponudepanyje 1 HHpIaMaIgje y X0JecTeaToMy U KOXH
CTIOJBAIIHET CIYIIHOT XOJHUKA y CBAKOj OJ HIECT Tpyla MCIUTAHUKA W30JI0BAHO, Pa3BPCTAHUX
nmpeMa KJIMHHYKUM  KapakTepuctukama Kopenmanuja ekcrpecuje Mapkepa  hemujcke
nponudepanyje y xojaecreaToMy y 0JIHOCY Ha eKcrpecujy Mapkepa henujcke nponudepanuje y
KOJKH CIIOJBAIIET CIYITHOT XOJHHUKA j€ MoKa3aia CTaTUCTUYKY 3HaYajHOCT 3a ekcrpecujy Ki-67
y IpyrnamMa UCHHUTaHMKa ca BehOM KOIITAaHOM JAECTPYKIHM]OM, Ca NMPUCYTHOM MH(GEKIH]jOM U ca
Behom excreHsmBHOMIhY XOJecTaTOMCKOT Tiporeca, JoK je ekcrpecuja PCNA mokazana
CTaTUCTHYKY 3HAYajHOCT y CKOPO CBUM TpylamMa HCIHTAaHWKA Pa3BPCTAHHUX MpeMa KIMHUIKHM
KapakTepUCTHKaMa XOJIECTEaTOMa, OCHUM Y TPYHNH MCIUTaHHKA ca OJCYTHOM MH(EKIHjoM.

Yuudopmuuju Hanaz ekcrpecuje PCNA y XxonecteaToMy M KOXXH CHOJBAIIETr CIYIIHOT

XOJIHUKA MpeMa KJIMHUYKAM KapaKTepUCTHKaMa XoJiecTeaToma, o1 Hajiasza ekcrpecuje Ki-67, je
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BepoBaTHO oxapa3 HecenekTBUHOCTH PCNA kao mponudepaTnBHOr Mapkepa. ATpecHBHH]jE
KIMHUYKE (POpME UCTUTHBAHUX CTEYCHHUX XOJIECTEATOMA Y HAIlOj CTYIUjU MOKa3yjy H3pKEHU]Y
Mehycobny moBezanoct PCNA u Ki-67 Ha penanuju KoXa CIOJBAIIBET CIYITHOT XOJHHKA —
MaTpUKC XoJjecrearoma. Y TpylnH HCIHTaHHKa ca BehOM KOIITAaHOM JAECTPYKIHM]OM, ca
MPUCYTHOM MH(EKIHjOM U ca BehoM eKCTeH3MBHOIINY XoJiecTeaToMa U3pakeHy npoiaudepanujy
y XOJIECTeaToMy IpaTh M U3pakeHa mpoiudepaluja y KoKU CIOoJballkber CIYITHOT XoAHuKa. 1
JpyTy ayTopH Cy MOKa3alv Jia MOCTOjU KOHIeHTpaIrrja nponudeparuBHux mapkepa (CK 4, 5, 7,
8, 10, 13, 14, 16, 18 u 19, PCNA, Ki-67, peroxidase proliferator-activated receptor gamma -
PPAR-y, cycline-dependent kinase inhibitor - p27 wurn.) y mpenmeny ¢GpuOpokapTHIArHHOZHOT

aHyJIyca CIOJbALIHET CIYIIHOT XOJHUKA, TOCEOHO y JOBUM JI€JI0BUMA TUMIIAHUYHOT aHyﬂyca(Sg'

9.9 He nocroju MelycobHo ycnoBibaBame ekcrpecuje PCNA u Ki-67, ogHOCHO IOy 1apame
y HUBOY mnponudepanuje enuresia KOXKe CHOJbAIlber CIYIIHOT XOJHHMKAa W Iposudepanuje
XOJIECTEATOMCKOI MaTpHKca y TPYIH UCIHUTAaHUKA Ca OJCYTHOM MH(EKIHjOM y HAIIOj CTYIH]jH.
NudexktuBan areHc O mpeMa ToMe MoOrao OWTH HWHHIH]aTop 3a moBehany mposmdepanujy
enuTeNa XoJecTeaToMa U KoKe y OJMM3MHH XollecTeaToMa. Y OJHOCY Ha MH(]IaManujy, npema
HallleM HUCTpaXKHBamwy, Npoiudepanuja KepaTHHOLMTA HUjE TPECYTHH pas3Jior HAaCTaHKa |
pa3Boja cTedyeHor xojecrearoma, Beh nenmyje u3 apyror ruiaHa. Muunmjatop nposudeparuje
MOXe J1a Oyle eHJOTOKCHH u3 henujckor 3muma Oakrepuje, pparMeHTH KepaTHHCKOT aelpuca,
ouodunm Hrp. CkopHja UCTpaKUBamwa MOKa3yjy 3Ha4yajHy yJory OakTepujckor Onodpuiama Koju
je uIeHTU(UKOBAaH Kao MHGEKTHUBHM areHC W TPUrep Yy pa3Bojy XPOHHYHUX THOJHHMX yrajia
Cpeler yBa ca X0JecTeaTOMOM ©2 Galli u capasHuIM cy npoHauud y 81,3% ucnuruBaHuX
XOJIecTearomMa MpUCYCTBO MH(PEKTUBHOI OModHIMa y CI0jeBUMa KEPAaTUHCKOT JETpUTyca ®2)
CkynuHe OakTepwja pPE3WCTEHTHE Ha AHTUOWMOTHKE YHyTap OuoduiaIMa Cy OJrOoBOpHE 3a
pEeKypeHTHe MH(EKIHje U XPOHULUTET XOJECTeaTOMCKOI Mpolieca, a KepaTHHCKe Haciare cy

OJUIMYaH CcyOCTpaT 3a NPOJIOHTUpaHy HH}EKIH]jy ©2)

Rayner u capamHui Cy H30JI0BAIA
JUIONoarcaxapua u3 ouoduiMa, 6akTepujcku mpoaykT Pseudomonas aeruginosa — e, koju
UHIYKYje OCTCOKJIACTHYHH Pa3BoOj ,IN VItr0“, OIHOCHO TOTCHIHWjATHH je CTHMYJIYC
ArPECHBHOCTH XOJIECTEATOMCKOT MaTpukea ,, in vivo“ 2~ %) Mehyrum, Chole u capgannuu cy
ucnuryjyhu 6unopuinm Pseudomonas aerigonosa — a y HeKOJIUKO ,, in Vitro *“ cTyauja moKas3aid Jaa

(96, 97, 58, 63)

60¢unIM HUje BHUPYJIECHTaH . Bpiieno je ucnutuBame akyMmyJlupaHOr KepaTHHA

XOJIeCcTeaToMa Ha MPUCYCTBO MUKOTHYHUX Y3pOUHUKA UH(DEKIIHMje U JIOILIO ce 0 pe3yaTara aa y
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89% ucnUTUBAHUX XOJecTeaTOMa MOCTOjU MO3UTHBHA (yHraliHa MH(EKIuja IepMaToPUTHOT
trma 8. Kox nanujeHata ca Behum caapikajem AeTpuryca y HaIloj CTYAUjU, MUKPOOHOJIOIIKOM
aHAJM30M aKyMYJIMPAHOT KepaThHa JOOWIIM CMO MCTOBETHE Y3pOYHHMKE MH(eEKIHuje Koje cy Beh
Owie MpucyTHE y OpUCy yBa.

Knuanuka Bepudukamnuja wHEOEKIMje CTEYCHOr XOJjecTeaToMa ce JI0Ka3yje TMO3UTHBHUM
OakTepuoyomKuM OpucoM. Y Hamoj cryauju Ouino je 72% xonecreaTomMa WHQOUIIMPAHO
MOjeIMHAYHOM HWJIM MEIIOBUTOM OaktepujckoM diopom. [IpucycTBo GakTepujckor Onodumima y
aKyMyJIMPaHOM KEpaTHHY MO)Ke OWTH J0Ka3 NpHTajeHe MH(]EKIuje XojecTearomMa y TPYIH
UCIHMTAaHUKA ca HEraTMBHUM Haja3oM Opuca yBa, KOJUX je Yy Hamoj cryauju Owino 28%.
bakrepuje wnm TipHMBHIIE YHYTap OHOdMIMAa Cy pPE3UCTEHTHE M Ha AHTUOMOTHKE W Ha
MMYHOJIOIIKM OATOBOp JoMahMHA M JTOBOZE /IO CTamka XPOHHMYHO MHMUIIMPAHOT XOJIECTETaoMa
(94)

Haxon mHMIMjajanyje MaTpuKca XojecTearoMa MH()EKTUBHUM areHCOM JI0JIa3H 10 aKTHBAIWje
nponmpepanuje kepatuHoruTa. Keparnnouutn ocnobalajy nponndnamatopuae nutokune (TNF-
a, IL-1pB, IL-6, IL-8 uta.) koju uHAYKYjy pubpobiacte y mepumMaTpuKCcya CEKpeTyjy oapehene
murokune (KGF, TNF-a, TGF-a, EGF, PDGF wutx.) (36) [ToBpatHOoM criperom (ubGpobIacTHU
IUTOKMHU UMHAYKY]y mnponudepanyjy, audepeHuMjalyjy W MUTpalM]y KepaTHHOLUTA Y
MATPUKCY XoJiecTeaToma (10), Oduodpormactan EGF ctumynumie nponudeparnujy KepaTHHOLNTA,
npu yemy je EGFR mnojauano excripumoBan Ha MmemOpaHu kepaTuHouuTa (75% kepatuHonura y
MaTpUKCy XoJjiecTearoMa y ojHocy Ha 10% KepaTWHOLMTA €MHTENa CIOJbALIEr CIYIIHOT
xonuuka, excipumyjy EGFR) G, Salil Nair u capagmuum cy ucnryjyhu FGF (¢pubpoGuacthu
(dakTop pacta) u mweroB pernentop FGFR y aypamnom monmmy, mokasanu yKJbY4€HOCT OBHX
LMTOKMHA y LeTyIapHy mpoiudepamnjy xonecteatoma yapyxkeror ca nommmnom . FGF u
FGFR cy kipyyHM LUTOKMHH Yy MpOLECY 3apacTama paHe, Ia c€ C IPaBOM jaBJbajy Kao
¢ubpobnacTHU NPOIYKTH Yy MEpUMATpUKCy XosecTearoma. KepaTonuTHa mnposudepanuja u
nudepeHnyjanrja cy peryiaucane u aytokpuHoMm cekpeuujom TNF-o 1 TNF-B, kao u

. 1
aKTUBallMjoM Makpodara M MacToluTa (0. 30,

[ToBehana mpoaykimja TNF-o nemyje Ha
OCTEOKJIaCHY KOINTaHy pECOPIIHjy, Ha CTUMYJAlHjy METAJONpOTEenHas3a, KOJlareHasa u
cekpenujy npocrarnanauHa E on ctpane ¢ubpobnacra, TO BOAM AECTPYKIHMJU MEKUX TKUBA,

(30)

Kao M y pecopmnuujy ¥ MHXUOMIIM]y NMPOTEOrNIMKaHAa y XpcKkaBulM ' . WHTepakuuja usmely

KepaTUHOLIMTA y MaTpUKCy U (udpobdiacta y NepuMaTpUKCy IMyTeM MOMEHYTHX ayTOKPUHUX U
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MapakpuHUX CHTHAJIA YMHU OKOCHUILY MOJICKYJapHOT TAaTOTCHETCKOI MEXaHW3Ma Y pPa3Bojy
xonecrearoma °°, WH}peKTHBHY areHc WHUIMPA U TOCIEITyje OBY XyMOpaJIHy Be3y Ha peianuju
KepaTUHOIUTH — (UOpOOIACTH, IITO BOAM Ka arpecuBHUjoj (a3m y pas3BoOjy CTEUYCHOT
X0JIecTeaToMa CpeImer yBa W HCIIOJbaBaka OCTEOJECTPYKIMje XoyiecTtearoma. Mehyruwm,
mocroje u Apyraudju craBoBu. Vitale m capaguumm cy mcnutyjyhu ekcrmpecujy perenropa 2
tymop Hekpotuinyher ¢gaxropa (TNF-R2) y credenom xonecrearomMy cpeamber yBa oKa3aiu Ja
TNF-R2 Huje y AMPeKTHO] Kopeawuju ca crereHoM nuduamammje O,

EKCTEH3MBHOCT CTEUEHOT XOJIECTETaOMa CPEIbEr YBa JeCTe y IUPEKTHO) KOpEeallnju ca pacToM
XoJIecTearoma, OJJHOCHO ca JY)KHMHOM Tpajama 00JiecTh. [[yroro s CTeUeHH X0IeCTETA0MH
KOJU 3axBarajy CBE IHEYMATCKE IPOCTOPE CpeImer yBa, IHMpe ce Ja’be M ToKasyjy Behu
OCTEOJICCTPYKTUBHU MOTEHIMjaJl HETO Mame eKCTEH3MBHU XOJIECTEaTOMH, MTOKA3aJI0 C€ Y HAIIIo]
CTYIUjH.

HcnutuBameM IMaTOXUCTOJIOIIKUX KapaKTEPUCTUKA CTEYCHOT XoJjecTearoMa IIoKa3aHa je
u3pa3uTa XeTreporeHoct rpahe xomecreaToMa, Koja Kopenwpa ca CTagujyMOM Yy pa3Bojy
xoJjecrearomMa. XeTeporena MopQoJIomIKa CIMKa CTEUYSHOT XoJecTeaToMa He TOoKasyje IeIHTHO
pa3uKy y OHWOJIONIKOM TOHAIIalky XoJjecrtearomMa u3Mely pa3iuuuTHX Yy3opaka. Hawuwme,
MATOXUCTOJIONIKM Halla3d CTEYEHOT XOJecTeaToMa OfpakaBajy CcaMoO jelaH 3ayCTaBJbEHU
TPEHYTaK y pa3BOjy XOJIECTEATOMCKOT Tporeca. Pesynrare MaTOXMUCTONOIMIKOT HCIIUTHBAA
Tpebasio OM 3aTO KOMEHTapucaTH Y3 carjielaBarh¢ BpPEMEHa KajJa j€ y30pKOBAaHO TKHUBO U
aHaTOMCKOI' MECTa U3 KOjer je y30pKOBaHO TKMBO. OYeKHBAaHO je Ja y30paK XoJiecTeaToMa Y
ONM3MHYU KOIITAaHE JEeCTPYyKIHje, oKaxe nmoBehaH 3amajbeHCKH HHOHUITPAT Y MAaTOXUCTOJIOIIKO]
cin . myHouomka JelaBarma y 3anabeHCKoM HHQHUITPATY TepUMATPUKCA XOJIeCTeaToMa
Cy OJrOBOPHA 3a OCTEOACCTPYKIH]y. 3ama/beHCKHM HWHQUITpaT y CTEYCHOM XOJECTEeaTOMy
CpeAmer yBa je KOpeaupao ca pa3BojeM KojareHa y MepuMeTpUKCy y Haoj ctyauju. Komaren
cTBapajy (GuOpoO6iacTu y NEepUMETPHUKCY CTEUYEHOI XoJjiecTeaToMa Kao CEKBEIy Yy 3aBpLIHUM
(hazama 3amasbeHCKOT IpoIrieca (80), Keparunuzaiyja y credeHOM XOJecTeaToMy CpeImber yBa je
Mame H3pakeHa Ko ToBehaHor 3amajbeHCKOT MHPHUITpaTa 1 Ko moBehaHOT eKcTpanenyIapHoT
MaTpuKca, OJHOCHO KOJareHa Yy Hamioj cTyauju. V3pakeHWju 3amajbeHCKH TIPOoIeC Yy
NEepPUMATPUKCY X0JIecTeaToMa JJOBOIU J0 M0jaBe OCTEOAECTPYKTUBHHX MPOLIECa Y CPEIHEM YBY.
KimHn4kM mokasaresb OCTEOJIECTPYKIIH]jE je epo3rja Ayror Kpaka HHKyca, Kao Hajuenrher mecra

MpeKuaa ocHKyJIapHor jaHma (72% ucnuTaHuKa ca MPEeKUJIO0M OCHUKYJIApHOT JIaHLAa UMalH Cy

81



JNEeCTPYKIUjy AYTOr Kpaka MHKyca Y Halloj CTyIuju), IITO OArOBapa U Hajla3uMa JAPYTruxX ayropa
(100) [Ipujamame xonecreaToMa Ha CIYHIHE KOIIYMIE HEOMXOJAH YCJIOB 3a HCIOJbaBambe
OCTEOJICCTPYKTUBHOT TOTEHIMjaJla XOJecTeaToMa 9), Hajuemrhu mpaBar mpyxama CTEYCHOT
XOJIECTeaToMa TOKOM pacTa y CpellbeM YBY je YIpaBo Ka IyroMm Kpaky uHkKyca. CaMo ciyliHe
KOIIYHUIIE KOje Cy Y HEMOCPEAHOM KOHTAKTY ca XOJeCTeaToMOM OHMBajy y3ypupaHe, 0Ka3aHa je
YATPACTPYKTYPHUM HCITUTUBAHEM (101) [IpoMeHe Ha CIyHNIHMM KoIIuuIama ce MaHudecryjy
pecoprijom nepuocte u Havers-oBux kanana. IlpermocraBiba ce Aa MPUTHCAK HATOMUJIAHUX
KEpaTMHCKUX Maca WM MPHUCYCTBO OakTepujckor OMopumiMa y aKkyMyJIHpaHOM KepaTHHY CY
Moryhu OKujauud OCTEOAECTPYKIMje CTeUEHOTr XosecrteaToma. M3070BaHM cly4yajeBU MpeKuaa
OCHKYJApHOT JIaHI]a HAa HHUBOY JYror Kpaka WHKyca Cy HCIHTAaHUIM KOJ KOJUX je
JMJarHOCTHUKOBAH CTEYCHH XOJIECTEaTOM jOII YBEK y MOUYeTHO] (ha3u paszBoja XoiecTreraoma.
Wty T ucnuTaHuIM 3a HEKOJIMKO FOJMHAa UMalId OU MOTIIYHO Pa30peH OCUKYIApHH JaHall, ako
ce He OM omepucanu oaMax MO JAMjarHOCTUKOBalY CTEUYEHOT XOJiecTeaToMa, IOoKa3yje Haila
cryauja. C apyre crpane Tpeba HAIIOMEHYTH OCKYIHY BacKyJlapH3aljy Iyror Kpaka WHKYca,
KOja Takolje MOKe YIOTITYHUTH CIIMKY OBOT 332 OCTEOJICCTPYKIIN]y peaucnonupajyher mecra (102
“ 199 Mocrenennm pacToM M HaIlpeloBambM XOJIECTETA0Ma Y CPEIEM YBY, JI0JIa3H IO HErOBOT
HEMOCPEHOT KOHTAKTa ca KOUITAaHUM KaHaJIoM (alijaTHOT HepBa U MOCIEANMYHOT OT0JhaBamba
(danujanHor KaHana. IHTepecaHTHO je 1a y OJTHOCY Ha MEKOTKUBHY mperpeky ((amujaaau Heps
WM MEMOpaHO3HU JIAOMPUHT HIP.) CTEUEHU XOJECTETAOM JPACTUYHO TyOW arpecHuBHU
notennujan. Camo 1 ox 6 nexucuentHux ¢anujannux kanana (17%) je umao 3Hake nepudepHe
napanuse ¢anujanuca, a 1 ox 5 AECTpyHCAaHUX KOIITAHMX XOPH3OHTATHHX MOMYKPYKHHX
ka"aimha (20%) je umao ne3ujy MeMOpaHO3HOT MOJYKPYKHOT KaHainnha, ca KIMHUYKOM CITMKOM
nabupunTuTHCA. KomTane ne3uje y TeMIOopaiHOj KOCTH y3pOKOBaHE CTECUECHHM XOJIECTEaTOMOM,
MOKa3]y MpeKuie KOHTUHYUTETa MepUoCcTa, ca Mpa3HUM KOIITaHUM JIaKyHaMma Yy KOIlTaHoj rpahu,
HEMpaBHUIIHE IIEMEHTHE JIMHUj€ U OJICYCTBO HEKOJAreHUX MpoTerHa. VICMUTUBAKEM KOIITaHHX
CTPYKTypa Yy MACTOMJHOM HACTaBKy KOJH HHUCY Yy HEMOCPEIHOM KOHTaKTy Ca CTCUYCHUM
XO0JIECTEATOMOM TT0Ka3yjy HOPMaJHy KOINTaHy rpaly (105 Cge HaBeneHo ayaupa Ha noBehany
OCTEOKJIACTUYHY aKTHBHOCT Y T€XKHUM (hopMama CTEYEHOT XOJIECTeTaoMa.

Jlo ciuyHUX pe3ydTara ce MONUI0 XMIIOTE30M MYKOIMUIMjapHE TPakidje Yy eTHIAaTOTeHEe3H
CTEUYCHOT XoJiecTearoma, pokiamoBaHe ox ctpane Jackler —a u capannuka. [Ipema oBoj Teopuju

MHULMjaHU Jorahaj y eTHIOaTOreHe3W CTEYEHOI XoJjiecTearoMa je Be3aH 3a Clajame
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IUAJIMjapHOT KyOOUTHOT MYKO3HOT clioja OyOHE OnmHE ca MYKO3HHM MOKPHBA4Ye€M Ha CIIYITHUM
KolryumaMa. 300r HUCKOT Ba3AyIIHOT NPUTHCKA y CPEeNbeM YBY J0Ja3u 0 Cliajamba JBa
MYKO3Ha CJi0ja Y CpellbeM YBY U HheroBe Tpanchopmanuje. Hajuemthe ce To cmajame oaBuja
n3Mehy mapc Quiaknuae WM 3aambe-TOpmer KBajpaHTa OyOHe omHe (YMju je MYKOIWJIHjapHH
TPAHCIOPT MPOOJEeMaTHYaH) U MYKO3HOT TMOKpHBaJa JAYror Kpaka WHKyca. 3aTUM J0Ja3 10
O5oKajie MUIIMja U PECOPIINje MYKO3HHX CJI0j€Ba, OJHOCHO jETHOPEIHUX KyOOHMJIHUX eTHTelNa
MYKO3€ Ha IOjelMHUM MeCTHMa. 3aTUM (pUOpO3HU CJI0j M IJIOYAcTO CJIOJEBUTH CIOJHHHU CIIO]
OyOHe oOIHe, IUPEKTHO HAaJEe)Ky Ha TIEPUOCT CIYIIHE KOUIYUIE M OTIOYUEE IPOIeC
uH}IaMaIyje ¥ OCTEOKIACTUYHE AaKTHMBHOCTH Y3 KOIITaHy epo3ujy. MyKo3Ha Tpakiuja
oMoryhaBa ajee mupeme npomeca y c1000aHe TPOCTOPE CPEAHET YBa, TOK HAKYITMHE KepaTHHA
ca crioJbHE cTpaHe OyOHe oImHe, Takohe moctmennyjy JajbH pa3Boj xojectearoMa. [Ipomudeparuja
KEepaTHHOIIUTA MTPa CEKYHAApHY YJOTY y OBOj TEOPHjH HACTaHKAa CTEUYEHOr XoJjiecTeaToMa. Tek
HaKOM HMH(Iamaluje 1moja JejCTBOM 3aTPEIJbCHOr MYIIMHA M TapaKpHHOT JIEjCTBa XyMOPATHOT
MMYHOT O/ITOBOpA Yy JIAMUHH TPOTIPHjH, J0JIa3U 10 Tposndepalije KepaTuHONUTA EKCIIPECH]OM
EGFR. Jackler je je mpe cBera kBanuteruma mapc (aaxiuie, Koja je elacTHUHuja, CaBUTIbUBH]A,
YHjH MYKO3HH CJIOj CaIpKH jJocta cekperopuux (goblet) u mact henuja, a Mame IHIdja HETO
octasim jaeo OyOHe ONHE, Kao W 3aTPENJbeHHMM MYKO3HMM IOKpUBaYeM Yy Ipeleny
aTMKOTHUMITAHWYHE AujadparmMe TMOKyIIao Ja yKaKe Ha WHUIMjalTHM MEXaHW3aM HacTaHKa
CTEYEeHOr XxoJyiectearoMa. [IpumapHa muiaMjapHa JUCKMHE3Wja W IUCTHYHA (ubpo3a Ounu Ou
IaHjaM I[0jaBM XoOJieCTeaToMa y CpeAmeM YBY IpeMa OBOj TeopHju. MebhyTuMm mnanujeHTH
00o0JeNu 01 IOMEHYTUX OOJIECTH MMajy Mame CEeKpEeTOPHHUX henuja y CIy3HHIM IITO UX IITUTH
o] mojaBe xosecreatoMa. Jackler mporaxupa peKoHCTPYKIHjy OyOHE OIHE W JIaTepaHOT 3ua
aTMKa XPCKaBUIIOM KOJ OIepalyje NMPUMAapHOT CTEUYEHOT XOJIECTeaTOMa, jep CIy3HWIa Ha
XPCKaBUIM T'yOM MUTPATOpHY aKTHBHOCT, Ma Cy 3aTO PEUUAMBHM XoyilecTearoMma pehu mro je
MOKa3aHo U y HaIIOj CTyIuju (cruKa 6) ), [Mpema cranoumry Chole — a u Lim - a He mocroju
HWIMjapHU KyOOMJHM €MUTeN y cacTaBy OyOHe OIHE M Ha CIYIIHUM Kolldyuiiama, Beh je oH
MPHUCYTaH caMO OKO THUMIaHATHOT yirha Ty0e Kao MpOAyKeTaK PEeCIHpaTOpHOr ermuTeNia U3

EycraxujeBe TyOe, mTO omaBpraBa HaBEACHY TEOPHJy MYKO3HE TpaKIHje (108)

[Ipema
CTaHOBHMIUTY KUO —a MeXaHu3aM HacTaHKa CTEYEHOI XOJIECTeaTOMa MYKO3HOM TpakKLUjoM Ou

3HAYMO JIa je CBaKKM PETPAKIIMOHU 1Tl Y aJXe3uBHOM XpoHHUHOM otutHcy (Otitis media chronica
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adhaesiva) npekypcop xoJjectearoma, a TO Ce y Ipakcu He jgoraha 107 Camo 25% namyjeHrara
ca XpOHMYHHUM aIXE3MBHUM OTHTHCOM MMa MIPOMaraiyjy Ka CTe4eHOM X0JIeCTeaToMy (108)

CBaka o] HaBeJCHHX TeOpWja HACTaHKa CTEYEHOr XOJIECTeaTOMa OIUCYyje peayaH
€THOIAaTOreHEeTCKM MEXaHu3aM caMo MoJ oapeheHum ycinoBumMa y cpeameM yBy. M nasbe Hema
JEIUHCTBEHE TEOpHje HacTaHKa XoJiecTeaToMa KoOja HHje YCIOBJbEHA  Pa3InYUTHM
npenucrnonnpajyhum ¢axropuma, Beh ce uctpaxyjy MyaTH(QAKTOPHUjaTHH MEXAaHH3MH KOjH

YKJbYUY]y EKCTpalenyjJapHe W WHTpalelyJapHe CUTHAIe KaCKaJHUX HMYHOJIOUIKHX Ipoleca

pa3B0j a CTEYCHOI' XoJIecTeaToMa.
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6. 3AK/bYULIT

» CTedyeHU XOJIECTEaTOMH CPEIhEr yBa MOKa3jy XETEPOreHOCT Y KIMHUYKO] CIUIM UCTHTY]yhu
KOIITaHy JAECTPYKIH]Y, IPUCYCTBO/OICYCTBO MH(EKIIHjEe M €KCTEH3UBHOCT XOJIECTEATOMCKOT
mporeca, Kao W XETEPOreHOCT y TNAaTOXMCTOJOMIKMM HanasuMma, ymopelyjyhu crenen
KepaTHHU3alyje, CTEeNEH 3alaJbeHCKOT MHPUITpaTa U CTENeH Nnpoiudepanuje KojareHa.

» MHpekc KepaTWHU3alMje CTEUYEHOI XOJIeCTeTaoMa Cpelmer yBa je Behm y oxacycTBy
uHpeKImje.

» Wupekc 3amasbeHCKOT MH(PHUITpaTa CTEUSHOT XoJiecTearoMa je Behu y nmpucyctBy nH(pekyje.

» HMHpekc xepaTWHHU3alMje CTEYEHOT XOJIeCTeaToMa CPEAmer yBa je HEraTHBHO KOPEIUpao ca
MH/IEKCOM 3alleJbeHCKOr HHQMITpaTa M HUHAEKCOM Hposindepalnuje eKcTpaleryIapHor
MaTpHUKCa, OJTHOCHO KoJjareHa. 3anajbeHCKH WHQWITPAT y CTEYCHOM XOJIECTEATOMY CPEIHEer
yBa je O3UTHUBHO KOPEIHPAO ca pa3BOjeM KOJIareHa y EPUMETPHUKCY.

» Excmpecuja PCNA, Ki-67 1 COX-2 u npucyctso CD4 u CD8 numdonura je Hajsehe y
CTEYEHOM XOJIECTEaTOMY, 3aTHUM Y KOKM CIOJhAIIEr CIYIIHOT XOJHHKA, a HajMame je Y
pPETPOaYPUKYIIAPHO] KOKH.

» Excrpecuja PCNA, Ki-67 u COX-2 u npucyctBo CD8 numdorura je moajerHako u3paxeHa
y CBUM CTEUEHHUM XoJilecTeaToMuMa, 0e3 003Mpa Ha TeXHMHY KIMHUYKE CIHKE, OAHOCHO Yy
rpynama xojecreaToMa ca BehoM/MamOM KOIITAaHOM JECTPYKLMjoM, ca BehoM/MamoM
€KCTEH3MBHOIINY XOJECTEaTOMCKOT MPOoIeca U MPUCYTHOM/OICYTHOM HH(EKITH]OM.

» Excnpecuja CD4 mumdonnTa y CTEUYCHOM XOJIECTEATOMY M KOXKH CIIOJBAIIEHET CIYITHOT
XOJHUKA j€ M3paKEHHMja y XOJeCTeaTOMHMa Ca TEeXOM KIMHUYKOM CIHMKOM, OJHOCHO ca
BehoM KOLITaHOM JeCTpPyKLHUjoM, ca BehoM eKCTeH3MBHOIINY XOJecTeaTOMCKOI Mpoleca U
MIPUCYTHOM MH(EKIIH]OM.

» Tlocroju mosuTHBHA Kopenanuja u3melhy mapkepa PCNA, Ki-67, COX-2, CD4 u CD8
TUMQOIINTA Yy CTEYCHOM XOJIecTeTaoMy cpeimer yBa u Mapkepa PCNA, Ki-67, COX-2, CD4
u CD8 numdoruTa y KO’KU CIOJbaIlIBEr CIYIIHOT XOJHUKA Y Tpylama UCIIUTaHUKa ca TeXKOM

KIIMHUYKOM CIIMKOM CTCUYCHOI' XOJ€CTCaTOMA.
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npakce y Kpasmeny, bapy, Yauky u beorpany. ¥V wmaprty 2000.roaune cam ymnmcao
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akaziemMuje, ¢ TUM 1a cam y nepuoxay ox centemOpa 2005. mo jyna 2006.roaune ciry:x60Bao y
BMII Hosu beorpan.

Vxe oOnacTu uUHTepecoBama Cy MH OTOJIOTHja, OTOXUPYpPrHja, ayauoJIoTHja |
(yHKIIMOHATHA €HJIOCKOIICKA CHHYC XUPYpruja. Y4ecTBOBao caM Ha Behem Opojy KoHrpeca y
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Mapty 2012.romuue. [TocTaurioMcke CTyauje Ha AJITEPHATHBHO] aKaJeMCKOj 0Opa3oBHO]
mpexu 3aBpmuo cam 2001/2002.r. ca ykymaum Opojem EL[TC 6Gomosa 63, ca 3aBpimHum
pamom Ha Temy ,,KaHIleporeHe cyrncraHIe OpraHcKOT MOpeKiia y XpaHu'* U 3aBPITHOM OIICHOM

A. T'OBOpUM EHIJIECKU U PYCKH Je3UK.
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ca O1LleHOM 9 (z1eBer).
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HPHUJIOT

8.1 K/bYYHA JOKYMEHTALUNJCKA UHO®OPMATUKA

YHUBEP3UTET ¥ KPAI'YJEBLY
MEJUIUHCKHU ®AKYJITET Y KPAI'YJEBIY

Pennu Opoj: Pb

HUnentuduxaunonu opoj: UBP

Tun noxkymenrtanuje: T/[: Monorpadcka nmydnukaiuja
Tun 3anuca: T3: TexcTyanHu mITaMIIaHA MaTepujal
Bpcra paga: BP: Jlokropcka nucepranmja

Aytop: AY: 1p Munan Epnornuja

MenTtop/komentop: MH: nipod.np cu.men. Henan baneruh

HacnoB pana: HP: 3nauaj excripecuje mapkepa henujcke nponudepanuje u nHdIamanmje y
pa3BOjy CTEYCHOT XOJIeCTeCTeaTOMa CPEIHET yBa

Je3uk nydumkanuje JII: Cprcku (hupunmna)
Je3uk u3Boaa JU: Cprncku/eHrinecku
3emuba nyoaukoBama 311 CpOuja

Ve reorpadgcexo noapyuje YI'IL: [llymanuja



T'oguua I'O: 2017,

HN3naBay U3: AyTopcku penpuHT

Mecto u aapeca MC: Kparyjesai, Yi.Csero3zapa Mapkosuha 69, 34000 Kparyjeair
®usnun ommc paga PO: 94/8/11/9/193

Hayuna odosact HO: Meaununa

Hayuna mucuunimna JIW: OtopuHonapuHronoruja

IMpeamerHa onpennuna/ kbyune peun IO: xonecrearom, henujcku mapkepu, uHdIIamanuja,
nponudepanyja, IMyHOXHCTOXEMH]a

VIK

Yysa ce UY: V 6ubnuorenu Pakynrera MEIUIIMHCKUX Hayka YHHBep3uTera y Kparyjeriy,
Cpbuja

Baxna nanomena BH:

HN3Box U/I:

HuweBn. KoncrantHa nponudepanuja u nepuoguyHe HHEQEKIMje Cy IJIaBHE KIMHHUYKE
KapaKTEpPHUCTHKE CTEUEHOT XoJjiecTeaToma cpeamer yBa. Llum oBe cTyauje 6o je na ce ucrtpaxe
MMYHOXUCTOXEMHJCKE KapaKTePHCTUKE XOJIECTeaTOMa W TKHBA OOJIKIE KOXKE M  TaKo
MPOCTYAMpPA €THOJOTHja U Pa3BOj CTEYEHOT XOJIECTEaTOMa CPE/hET YBa.

MeTtoae. VcTpaxuBany cMO KIMHUYKE, XMCTOJIOIIKE U UMYHOXHUCTOXEMHUjCKE KapaKTEPUCTHKE
xonecrearoma 50 omeprcaHux OOJECHWKAa Ca CTEYCHUM XOJIECTEaTOMOM CpEIIer yBa.
KnacudukoBanu cMo cBe y30pke mpemMa KIMHUYKUM KapakTepUCTHKaMa XoJjecTeaToMa Kao IITO
Cy JAECTpYKIHja KOCTH, MPUCYCTBO MH(EKIMje WIN MPOIIUPEHOCT XOJIECTEaTOMCKOTI Ipoleca u
XHMCTOJIOIIKUM KapaKTepUCTHKaMa XoJjecTearoMa Kao IITO Cy KepaTWHHU3aluja, WH(pIaMaTopHa
uHOWITpauMja U excTpahenujcka mnponudepanuja marpukca. KopucTuim cMo NpuMapHa
moHoksoHCKa anTuTena 38 PCNA, Ki-67, COX-2, CD 4 u CD 8 numdonura 1a OH UCTPasKUIH
EKCTPECHjy OBUX KapaKTEPHCTHKA Y XOJeCTeaTOMy M Y KOHTPOJIHOM TKHBY Koxke. CTaTHCTHUKE
aHanmu3e cy u3BeqecHe kopumihemem SPSS 3a Windows, Bepsuja 16.0 (SPSS, Chicago, IL, USA).
Kopuctimmm cmo T-tect 3a HesaBucHe rpyne, CrnupMaHoBY aHanmu3y Kopernanuje n Mann-
Whitney U Tect 3a aHanm3y CTaTHCTHYKUX pe3yiTaTa M CTaHIAPAHU CTAaTUCTHYKH METO[
apUTMETHYKE CpeJIuHe.



Pesyararu. Excripecuja PCNA, Ki-67, COX-2 i CD 8 numdorura y XxojaecTeaToMiUMa Ca TEXKOM
KIIMHAYKOM CJIMKOM je OWja MoJjjeJlHaKa Kao y XOJIECTEaTOMHMa Ca JIAKIIOM KIMHHYKOM
cnukoM. CTaTUCTUYKY 3HAYajHO BHCOKA KoHIeHTparja CD-4 mumdornura Ouna je y y3opruma
CTEUYCHOT XOJIECTEaTOMa M y y30pLKMa KOXe KOIITAHOT Jiejia CIOJbAIlber CIYITHOT XOJHHUKA, Y
Onmu3uHU (PUOPOKAPTUIIATMHO3HOT aHYJIyca y XOJECTETOMHUMA Ca TEXKOM KIMHHUYKOM CIUKOM
HEro y X0JIeCTeaTOMHMa ca JaKmoM KiInHu4YKoM cimkoM (p < 0,05). TTocrojana je craTucTHuKn
3HavajHa pasiuka ekcrpecuje PCNA, Ki-67, COX-2, CD-4 i CD 8 numdonura usmehy yzopka
XOJIecTearoMa M y30paka KoKe KOIITAHOT Jiejia CIIOJbAlllber CITYIIHOT KaHajla CBHX OTICPUCAHUX
narujenata (p <0,05) u crarucTruky 3HayajHa pasiauka y excapecuju PCNA, Ki-67, COX-2,
CD-4 i CD 8 nmumdonnra y KOXH KOIITAHOT JeJia CIOJbaIIFber CIAYIIHOT XOAHUKA Y OAHOCY Ha
perpoaypukyiaapay koxy (p <0,05).

3akibyvak. HMHpnamanumja Koke KOLITaHOr Jiefla CHOJbAIIEr CIYIIHOI XOJHHKA je
NpPEeKpeTHHIIa Yy TIaTOTeHE3W CTEYCHOr XoyecreaToma cpenmer yBa. Excmpecuja CD-4
auMponnuTa MOXe OWTH MPOTHOCTHYKM (akTOp y pPas3BOjy KIMHUYKE CIHKE CTCYCHOT
xoJsiecTeaTomMa. Hanumm ¢cMo TOJNMKO pa3iu4uTOCTH y OMOJIOIIKOM IOHAIIAKkY XOJIecTeaToMa Ha
pa3MuMTHM HUBOMMA KIMHHYKOT pa3Boja xosecteatoma. Excrnpecuja Ki-67 y credeHOM
XOJIECTEATOMY CpEeIIer yBa je TMOy3JaH M CcTa0miaH Mapkep mnposnudepanyje CTeYeHOr
XO0JIeCTeaToMa.
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Abstract AB:

Objectives. Permanent proliferation and periodical infection are the main clinical characteristics
of acquired middle ear cholesteatoma. The aim of this study was to research
immunohistochemical characteristics of the skin, cholesteatoma processes in the nearby tissue to
study etiology and development of acquired middle ear cholesteatoma.

Methods. We investigated clinical, histological and immunohistochemical characteristics of
cholesteatoma in 50 samples from operated patients with acquired middle ear cholesteatomas.
We classified all samples according to their clinical characteristics of cholesteatoma such as
bone destruction, presence of infection or cholesteatoma extension and histological
characteristics of cholesteatoma such as keratinisation, inflammatory process and extra cellular
matrix proliferation. We used MADbs for PCNA, Ki-67, COX-2, CD 4 and CD 8 lymphocytes to
investigate the expression of those characteristics in the cholesteatoma and in the control skin
tissue. Statistical analyses were performed using SPSS for Windows version 16.0
(SPSS,Chicago, IL, USA). We used the independent group T-test, Spearman correlation analysis
and Mann-Whitney U test to analyze statistical results and the standard statistical method of
arithmetical average.

Results. Expression of PCNA, Ki-67, COX-2 and CD 8 lymphocytes in more serious clinical
picture of cholesteatoma was almost equal as in less serious clinical picture of cholesteatoma.
There is statistically significant high concentracion of inflammation markers CD 4 lymphocytes
both, in the acquired cholesteatoma and in the skin of bony portion of the external auditory
canal, nearby fibrocartilaginous anulus in more serious clinical picture of cholesteatoma than in
less clinical serious picture of cholesteatoma (p<0.05). There is statistically significant difference
of expression of PCNA, Ki-67, COX-2, CD 4 and CD 8 lymphocytes between all cholesteatoma



samples and the skin of bony portion of the external auditory canal (p<0.05) and statistically
significant difference of expression in the skin of bony portion of the external auditory canal than
in the retroauricular skin (p<0.05).

Conclusion. Inflammation in the skin of bony portion of the external auditory canal is a
milestone in etiology and pathogenesis of acquired middle ear cholesteatoma. Expression of
CD 4 lymphocytes can be the prognostic factor for acquired cholesteatoma clinical picture
development. We found so much diversity in biological behavior through very different levels of
cholesteatoma development. Expression of Ki-67 in acquired middle ear cholesteatoma is a
reliable and stable marker of proliferation for acquired middle ear cholesteatoma.
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