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YBOAHA PEY

Mpea Hama je npem 6poj yaconmca Acta Medica Hammeumi.

W o6jaBa npBor 6poja oBor Yaconuca Aonasun y TpeHyuuma kaga ce rpagu HoBw,
caBpemeHu objekaT 3gpasctBeHor LleHTpa y [Mpokynrby, cumbonuyHo, kaga he
340paBcTBO Y [pokynrby AOXKMBETN OYyro OYeKMBaHW Hanpeaak.

OBaj 4yaconuc npeacraerba pe3yntar gyre Texwe nekapa Tonnuue ga ceoje
OrPOMHO 3Haw€e, UCKYCTBO W BULIeOELEHUCKM pad npeTode y CTPydYHe U HayyHe
pagose koju he ce objaBrbmBaTn y 4vaconucy umje he ceguwte 6GuTn ynpaeo Yy
Haj3Ha4ajHWNjoj YCTaHOBM Ha OBOM MPOCTOPY - HOBOMOpMUPaHOM 34paBCTBEHOM
LlenTpy ,Tonnuua“y MNMpokynsby.

Wpeja yaconuca je o ocHuBaka buna npomouuja Hay4YHO-UCTpaxXmnBadkor paga
nekapa Tonnuykor Okpyra u JyxxHe Cpbuje. Hagamo ce aa he oBaj n HapegHu 6pojesu
NocnyXmtn pga ce CTBOPUM KOHTUHYMTET M [a OBaj 4aconuc nocTaHe jedaH
npenosHaTbuBKM cumbon 3apascTBeHor LleHTpa ,Tonnuua“ y MNpokyniby.

HJarmbn Hawm uyurbeBn cy nobosrbluakse KBanuTeTa pagoBa kKoju he 6uTu
objaBrbmBaHn, NOACTULAHE LOKTOPA MEANLMHE KOjU Ce 40 caga HMUCy 6aBunm Hay4yHo
UCTpaXkuBavkMm pagom ga ce onpobajy y Tome, ann 1 noBeanBawe U capagha ca
ApYyrium 4Yaconucuma u ynasak y pedpepeHTtHe 6ase nogataka.

[lyryjemo Benuky 3axBariHOCT CBUM KoJflierama Koju Cy npujaBomMm CBOjUX pagoBa
AOMpyvHENn CcTBapawy OBOr Yaconuca, 3atum npodgecopuma MeauumHckor
dakynteTa y Huwy n beorpagy koju cy n3gBojunn BpeMeHa 3a 0Baj 4aconuc, Kao u
nekaHy n ynpasu MeguuunHckor dakynteta y Hiwy Ha nogpLuuy oBOM Yaconucy.

C’ nowToBakeM
Mpum. Acc. gp cum mea. Oapko JlakeTtuh, cney. yponoruje
MpeacenHuk MoagpyxHuue Cpnckor nekapckor apywTtea Npokynree
y nepuogy og 2009. no 2014. rogunHe
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CAOPXAJ

MCTOPWUJAT CIf NPOKYIJbE 1947-2021. — 5. cTpaHa

Mpum. cneuy. mp cum men. Jburbana O6pagosuh
Cneu. gp mea. Cphan MujatoBuh

MMYHOXUCTOXEMWUJCKUN NMPODUIT MEJTAHOMA — 13. cTpaHa

Op men. Munena lNeposuh
Cneu. op mea. bpatucnas Bacurbesuh

TEPAMUWJCKU 3HAYAJ OYXKUHE JNIEYEHA — 18. cTpaHa
HEKOMIMJIMKOBAHUX UHPEKLUJA OOHKEN YPOTPAKTA'Y
OOHOCY HA CTAPOCHY CTPYKTYPY BOJIECHUKA

Cneu. op mea. BecHa JlakeTtuh

NEPUTOH3UIAPHU ANCLEC KOO AELE — 24.cTpaHa

Op mean. Mapko [Najuh
Mpod. op Muna bojaHoBuh

YTULAJ XUPYPLUKOIr TPETMAHA HA KBAJIUTET XUBOTA - 31. cTpaHa
NAUNJEHTKUHA CA PAKOM AOJKE

Op cum men. MupjaHa MapuHkoBuh

Op cum mea. Jlngnja Hohesuh

Cneu. op mea. Muogpar hophesuh
Hou. ap cum men. BecHa KapaHukonuh
Cneu. gp mea. Tonnmua bojuh

HEOHATAJIHA XEMOJIU3HA AHEMUJA - KACHA — 39. cTpaHa
XEMOJIMTUYKA BOJIECT HOBOOPOBHEHYETA UIKA

AYTOUMYHA XEMOJIUSHA AHEMWUJA?

NMPUKA3 CITYYAJA U NMPEMEAQ NIUTEPATYPE

Op men. Mapuja CtojurbkoBuh
Cneu. gp mea. Hebojwa Oumutpujesuh
Hou. ap cum mea. MupjaHa Murskosuh

NMPONO3ULNJE 3A NMUCAHE PAOOBA — 45, cTpaHa
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UctopujaTt npupeannu

Mpum. cney. mp cum meq. Jburbana O6pagosuh
Cneu. ap men. Cphan MujatoBuh

NCTOPUJAT NOAPYXHULIE CPIMNCKOI IEKAPCKOI' APYLUTBA MNMPOKYIJbE
1947 - 2021

MogpyxHuua Cpnckor nekapckor apywTea y lNpokyniby ocHoBaHa je 08. jyHa
1947. roanHe, Kako ce n HaBoam y moHorpadumju "Cpncko nekapcko apywtso 1872-
2017", koja je uspata nosogom 145 rogvHa of ocHuBawa Cprickor nekapckor
ApyLTBa.

MogpyxHuua Cpnckor nekapckor gpywtea [pokynrbe okynsba nekape Koju cy
3anocrieHn y 34paBCTBEHUM yCTaHOBaMa Ha TepuTopuju uenor Tonmuykor okpyra
ogHocHo y ['pagy lNpokynrby n onwtnHama >Kutopahu, brnauy n Kypwymnuju. Jo
1992. roguHe n nekapv Joma 3gpasrba n3 MepolwmnHe 6unm geo Hawe MogpyxHuue.
MomeHyTe roamHe onwtnHa MepolurHa nanasmn u3 Tonnmykor okpyra n npunaja ce
Mpagy Huwy.

Kpo3 npeko 7 geueHunja ceor Tpajaka CpricKor fiekapckor Apywtea y Tonmykom
Kpajy je nponasuno Kpo3 MHOre Telwlkohe M uCKyllewa OcTajyhn BEepHO CBOjUM
N3BOPHMM Hayernuma v 3agaumma 1 T0 HeroBawy 1 yHanpehewy MeanuuHcke cTpyke
N Hayke pagu 3awTute U yHanpehewa HapoaHOr 3fpaBrba y3 capafty ca CBUM
APYLWTBEHUM aKTepuMma YKIbydeHUM Yy oOcTBapuBawe 00jeguneHe 30paBCTBeEHe
NoNNTUKE.

Opyesek je T[logpyxHuua Cpnckor nekapckor gpywTBa [lpokynrbe 6una
nogpxaHa BeSIMKUM €HTy3uja3aMOM fleKkapa, HEeHUX 4YfiaHoBa M JOOpPOM BOSHLOM
PYKOBOACTBA 34paBCTBEHUX YCTAHOBA, flOKanHe NofnMTUYKe 3ajegHuue, JoHaTopuma
13 npuepene n pbapmaueyTckux capagHuka. Cea cpeacTsa Kojum pacnonaxe Cpncko
nekapcko apywTeo MpoKynibe Cy U3 CKPOMHE YriaHapuHe anu cy nNiaHupaHu Lnuibesu
yBEK OCTBapuUBaHW Ha fen 1 JOCTOjaHCTBEH HAYMH.

Cpncko nekapcko gpywTBo [Mpokynibe gaHac GawTuHM BEnuKy Tpaguuumjy
CBOjux npegxogHuka. Hacneaunu cmo JyHcke cycpete nekape Tonnuue un Jlekapcky
cnaBy CeeTun Bpaun kao maHudecTaumje ca Beoma gyrum nepmogom Tpajamsa.

TpaguumoHanHu JyHcKn cycpeTy nekapa Tonnuvue y opraHu3daumjy Cpnckor
nekapckor gpywTsea Npokynrbe cy 2021. roanHe ogpXaHu no 59. NyT y KOHTUHYUTETY
W TUMe npeAcTaBrbajy 34paBCTBEHE cacTaHke ca  Hajaykom  Tpaguuunjom
KOHTUHYMpaHor oapxasara y Cpbunju.

MoceBbHO CMO NOHOCHWM Ha YuhseHuuy Aa je lNoapyxHuua Cprckor nekapckor
apywTsa y Npokynrby 6una mehy npsum nogpyxHuuama y Cpbuju koja je novyetkom
90-mx rogmnHa npoLunor Beka obHoBMnNa obenexaBawe KpCHE cnase.
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Cpncko nekapcko gpyLuteo Npokynsbe je 1994. roanHe opraHn3oBarno npocrnasy
obenexaBana nekapcke crnase Ceetux Bpava. Op OywaHka MuneHkosuh je 6una
npBwu konavap n gomahuua cnaee. Y mehyspemeHy, Ceetu Bpauum cy noctanu u BuLle
Of craee, NocTanu cy Tayka Hawe cabopHocTu 1 ocehaj npunagHocTn ecHady.

HakoH [dpyror ceeTckor paTta, y Toky 1946. n 1947. roguHe doopMmnpaHo je npeko
30 nogpyxHuua wmpom Cpbuje a mehy wwmma u lNoapyxHuua y MNpokyniby.

Pykosoacteo Cpnckor nekapckor ApylwiTsa je ycneno aa ce nocne [pyror
CBeTCKOr pata HameTHe M ga gobuje noBepewe of APXaBHOr PyKOBOACTBa Aa
opraHuayje 3gpaBcTBeHu cuctem y Cpbuju. Y noctusamwe Tor uurba MoapyxHuue cy
npegsvheHe aa 6yay Hocuoum Tor nocna u Beh 1946. rogMHe OOHET je NPaBUSTHUK O
HMXOBOM pajy.

3apgaun lMogpyxHuua 6unu cy pag Ha CTPYYHOM MOAM3aky 4YNaHCTBa,
UCTpaXkuBa4vku pag Ha TepeHy, noMoh HapoaHMM Bractuma y 605b0j opraHm3aumju
3qpaBcTBeHe cnyxbe, pag Ha 34paBCTBEHOM MpocBeNMBakby LUMPOKUX HAPOAHUX
Maca 1 paj Ha nonyrnapucakwy MeauUnHCKe Hayke.

OcHoBHM 3agaum Koju cy ctaBrbeHu npep MoapyxHuuy Cprckor nekapckor
ApywTtBa y MNpokynsby Cy O4MrneaHo ycnewHo M peanusoBaHu. HaxanocT u3 Tor
nepuoga HeMamMO MHOFO MUCaHe [OOKyMeHTauuje na He MOXeMO [AeTarbHuje
npeacTaBuMTU HauuMH paga U dyHKuMoHucawa [ogpyxHuue Cprckor nekapckor
ApywTtea y MNpokynsby Ha CaMOM HEHOM MOYETKY.

Ha OCHOBY OOCTYMNMHUX NMMNCaHUX roauniHnX maseLuTaja KOjl/I Cy OOCTaBJbaHU
UueHTpalim wus I'Ioupy>KH|/|ue Yy I'IpOKynrby I'Ipe,D,CTaBI/IheMO XPOHOJIOWKN  pan
I'Io,u,py>KH|/|u,e Oo1 OCHMBaH-A.

[MpBY NncaHn Tparosu ca AeTarbHUjMM ONMCOM cacTaHaka [NoapyxHuue Cpnckor
nekapckor gpywTtsa lNpokynsbe cy og 17.12.1955. roguHe. Taga je 3a npeacegHuka
Cpnckor nekapckor gpywTsa y Npokynsby nsabpan Op O. Hukonuh.

Te roauHe ce BpJI0O aKTMBHO paguv Ha opraHusauunjm u capagwum ca
MogpyxHuuama y Huwy n Beorpagy, envaemuonolwikoj cutyaumju y cpesy (TbL,
3Hauya] BCI BakumHaumje n Op) Kao M yHanpefhewy Tepanuje y TMHEKONOrnjm
(xopMmoHcka Tepanuja).

1956. roanHe ce pagn Ha yunawewy nekapa y Cpnckor nekapckor ApyLiTea,
CTPYYHOM y34u3ary fekapa, capaghu ca ApyLUTBEHUM opraHu3aumjama, HapoaHUM
BflacTMMa 1 34paBCTBEHOM rnpocesehmnBamwy Hapoda y cpesy [pokynbe. YunaweHo je
10 nekapa of ykynHo 21 nekapa, 36or npe3ay3eTocTu fiekapa Ha TepEHY.

Y HoBembpy 1956. roguHe ofpxaH je cacTaHak Mo TWUMy KOHCynTaumja Ha
npunpemsrbeHom 605HMYKOM MaTepujany ca roctuma u3 beorpaga, lNpod. [p
B.CtojaHoBuhem, Mpodb. Op J. Cnaskosuhem, Oou. ap . MnageHosuhem n gp A.
Lesnhem y3 nutawa 1 onwty ANCKYCUjY.

6 Acta Medica Hammeumi 2021; 1(1):05-12
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1959. rognHe nogpyxHuua je umana 21. ynaHa og ykynHo 33 nekapa. Hasoau
ce Ja Cy HeyuynakeHu rekapu 6unu 4naHosm apyrux NOAPYXHULUA jep Cy NOBPEMEHO
A0r1asnnmn Ha cTax.

17.04.1959. rogunHe opgpxaH je cactaHak Cprnckor nekapckor ApywTsBa
Mpokynrbe ca Temom m3bop Cyaa yactv 1 gucKycuja o ykmaaky npMBaTHeE nekapcke
penaTtHocTu. [MomeHyTa Tema je nogpasymeBana [lpopagy 3akoHa O perynucamby
npuBaTHe fnekapcke AenaTHOCTU Yy 3ajedHuUM ca npeacTaBHUUUMMa Bnactn u 3asoga
3a coumjanHo ocurypamne. Te roguHe ogpxaHo je 11 CTpy4YHUX cacTaHaka U3 pasHux
MeauUMHCKMX obnactu no aktyenHuMm Temama. OgpxaHa cy W npedaBaka Yy
Mpokynsby, Kypwymnnju n bnaugy o xurnjeHun Hacerba, 3Hadvajy bCIT BakuuHauuje.
N3BepeHe cy pobpoBosbHe akuuje BecnnatHux npernega y cenuma banajuHuy u
Kyuy.

Y TOKy HapeaHux rogmHa 0o 1966. roguHe oaBmjao ce akTUBHM 34paBCTBEHO
NpoCBETHM paf ca npukasnBaweM GUIMoBa, y BUAY KypceBa 3a 34paBCTBEHO
npocesehvBake ceocke omnaguHe, gele, Kypcesa npse nomohu y Buay pasrosopa o
34paBrby. Teme cy bune Tybepkynosa, Baprona Bepa - gp Togopa LiBetaHosuh. Te
roguHe mnsepLueHa je akuymnja 800 ctomaTonowkux npernega n 200 ekctpakumja 3yba.

Y roguwkemM u3BellTajy 3a Ty rOAWHY CTOjM da Cy CBe OBe akuuje oune
nogpxaHe npeaycpeTibUBOM capagHOoM APYLUTBEHO NONUTMYKE 3ajeaHuue, LipseHor
KpcTa 1 CBUX 3apaBcTBeHNX pagHuka MeauunHckor LleHTpa 13 MNpokyniba.

1961. rognHe Cpncko nekapcko ApywTteo lNMpokynsbe no npBu NyT OopraHuayje
cacTtaHak nekapa JyroncrouyHe Cpbuje Ha Manom Jactpenuy. Ta nokauuja je octana
TpaguumoHanHa y opraHmsauunjyu CycpeTa nekapa Hekmx 20-ak rogvHa a 3aTum ce
opraHusaumja npebauyje y lMpokynrbe. Camn CycpeTn nekapa cy Mewanu mecta
o4pXaBara, cagpxaj, nporpam u Tpajarke anu cy pykosoactsa Cprickor nekapckor
ApywTea Npokynree ycnenu ga oapXe KOHTUHYUTET 1 Tpaguuujy.

JeauHa roguHa kaga JyHcku cycpeTu nekapa Tonnuvue Hucy ogpxaHu je 1999.
roguMHe 300r paTHOr cTakwa M 3nodYnHadkor bombapaoBarwa Hawe 3emribe. Taga je
BehnHa Hawunx nekapa 6una aHraxkoBaHa y oabpaHu 3emrbe 1 Hapoaa.

Hasne oBUX TpaguuuoHanHWxX cycpeTa ce BpeMEeHOM YCTanumo Kao JyHCKM
cycpetn rnekapa Tonnuvue Koju Ccy Yy CBOM Tpajaky Yroctunu Benuvku 6poj
HajeMUHEHTHUjUX CTPYyYHaKa U3 3eMsbe U MHOCTPaHCTBA.

20. jyHa 1965. roguHe ogpxaHu cy CycpeTm nekapa ca npegasaymma u3
Beorpaga lNpod. ap B. CtojaHoBuh n gp J. Muhuh kome cy npucycrteoBanu nekapu
n3 Huwa, JleckoBua, Bpawa n AnekcuHua.

Mopen 6pojHnx aktmBHoCcTM 1966. rogmHe [MogpyxHuua Cpnckor nekapckor
ApywTBa y lNMpokynrby y capagrm ca WMpoM APYLUTBEHOM MOSIUTUYKOM 3ajeJHULOM Y
Mpokynrby M3BpLIKUNa je pecTaypaunjy HagrpobHor cnomeHuka gp Anekca Casuha,
OTkpuBamy je npucycteoBao npeaceaHuk Cpnckor nekapcko gpywtsa lMpod. Op
Cpborby6 Crojurbkosuh u MNMpodh. ap Jynka MNMonosuh-Casuh 6pataHunua Op Anekce
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CaBuha kao W CBM NpeacTaBHUMUMX CBUX 3HAYajHMX YCTaHOBA W MHCTUTyUMja U3
Mpokynrba n Huwa.

Oktobpa 1967. roganHe CkynwTtuHa onwTtuHe T[lpokynrbe pogenuna je
MogpyxHuum Cpnckor nekapcko agpywTBa lNMpokynsbe Harpagy ocnobohewa rpaga
Mpokyniba. Y oktobpy 1968. rogmHe Harpagy Ocnobohewa rpaga lMNMpokyniba gobuo
je Tagawrn npeacenHuk NogpyxHuue xmpypr gp Baca Opaxuh.

Y TOM nepuog wesgeceTnx U cegamaeceTux roamHa 3anaxa ce gobpa capagra
ca 3apaBcTBeHUM npuHumnuma Pycke meguumHe: ap O.Cumuh OpraHnsauuja v pag
y IHCTUTYTY 3a rMHEKONOorujy n akywepcTso Yy JlewuHrpagy v opraHM3oBaHO CTYAN|CKO
nytoBawe 6onHuyama y byrapckoj og 25-29.09.1969. roguHe.

1970. rognHe ogpXxaH je cTpydHn cactaHak 150 xupypra Cpbuje ca roctuma ms
XpBatcke. CactaHKy cy gonpuHena 3HayajHa nmeHa kao lNpod. Op B. CtojaHoBuMA,
Mpodp. Op Bopa ByjaguHosuh n gp.

1971. rogmHe cacTtaHak ctomatonora JyrouctoyHe Cpbuje ogpxaH je y
Kypwymnujckoj Baru.

1970. rogmHe NpBM NyT Cy NOAeSbeHe 3axBanHuue 3a pag y Cpnckor nekapckor
apywTBa. 3a jyHcku cactaHak 1974. rogunHe lNogpyxHuua je gobuna dpunmose o
aKTyenHum Temama u3 sgpasctBa og AMbacage PpaHuycke.

1997. roguHe Tapawwun npegcenHuk Op Paguwa [lNeposuh n capaguumn us
MpencepHuwTtea MoapyxHuue Cprckor nekapckor gpywtea MNpokynibe Kynyjy npsu
KoMmnjyTep ca wramnadem y 3apaBcTBeHOM LEHTpY Mpokynrbe.

1998. roguHe 3BaHW4YHO je NOKpPeHyTa uHUMUMjaTMBa 3a u3gaBake HayyHor
yaconuca umju ©u msgasad 6una [lNogpyxHuua Cprckor nekapckor apywTBa y
Mpokynsby.

2000. roguHe Tapawwa npeacegHuua [Op Jburbana O6papgosuh je
opraHusoBana npomMouujy kwure "Xupypruja" Npod. ap MunaHa Buwwunha u kieure

"[lHeBHUK paTHor xupypra" lNpum. gp Mwogpara Jlasuha. lNpomounjy je cBojum
npegasak-eM 0 paTHUM nospeauma yeenu4yao u lNpod. ap Cnasuwa JobpuyaHuH.

8 Acta Medica Hammeumi 2021; 1(1):05-12
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PykoBopacTtBo lNoapyxHuue Cpnckor nekapckor apywrea y NMpokynrby

MpeaceaHUWITBO Bpoj
FNoauHa MpencenHuk CekpeTtap YnpasHm op6op 4naHoBa
08.06.1947. | OCHOBAHA MNMOAPYXXHULA
1955.  |Op 4. Hukonuh fp M. Makcumosuh 10 on 21

Op T. CteBaHoBuh

1959. 21 o 33
1961. Op M. MunaHosuh Op I. LloraHosuh
1962. Op Baca Opaxuh Op O. Opobrak 30
Op J. Banosuh
Op O. Opobrak
1964. Op Baca Odpaxuh Op M. Crowwkosuh Ip C. Bacos

Op M. BeckoBuh

Op M. Masnosuh
Op 0. Opobrak
1965. Op Baca Odpaxuh Op M. CtowkoBuh Op J. Banosuh 52
Op 0. Mupkosuh
[p B. Pajkosuh

1966. [Ip Baca Odpaxuh 59
Op M. Oanuh
1972. Op Baca Opaxuh Op Borocas hophesuh |Op P. Warpuh 94
1981. Op M. Fupuh Op P. Munuhesuh Op Topop LiBeTaHoBuh 112
1982. Op Togop LiBeTaHoBuh Op C. Oenun 104
Op Pagmuna
1987. Op C. Bykuhesuh TpudsyHoBuh Op M. PaTtkoBuh
i Op OywaHka
1991.-1994. |Op OparaH JoBaHoBuh MurieHkosuh
1994.-1996. |Op OywaHka MuneHkosuh |Op JeneHa banosuh
i Op JburbaHa
1996.-2000. |Odp Paguwa MNeposuh O6panosuh
i Op CHexaHa | [p Jbybucae hanosuh
2000.-2005. |Op Jburbana O6pagosuh JosaHoBuh Ip Boja [aruh
i Op Pagmuna
2005.-2009. |Op Pagmuna >Xnekosuh TpudbyHoBUN
Op Cpborbyb Ctowmh
i Op Hebojwa
2009.-2014. |Op Oapko Jlaketuh Op Jaroga Mepoeuh BykaauHosuh
Op Oparvua Mapkosuh
Op Bbpatuncnae
2014.-2019. |Op Jaroga Meposuh Bacumesuh 188
noTnpeacenHnK Op|dp JoBaHa
i bpatncnas KocTtagmnHosuh
2019.-2021. Op CphaH MujaToBuh Bacurbesuh Op ArnekcaHpap 220
n naroe :
cekpetap [Op Jynuja|LlBeTtaHoBuh
JoBaHoBuh Op AHgpujaHa Hoposuh
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3apaum lMNMogpyxHuue og camor ocHMBawa ganeke 1947. roguHe 6unu cy Ha
CTPYYHOM NOAM3akby YNaHCTBa, UCTPaXKMBAYKM pag Ha TepeHy, nomoh oko wTto 6orbe
narpagH-€ 34paBCTBEHOr CUCTEMA U paf Ha nonynapucaky MeguumHe N of Hux ce
HUKag, 4O AaHac Huje ogycTarno.

OCHOBHM UMb Ha JyHCKMM cycpeTuma rnekapa Tonnuue, U CBUMM OCTanum
CTPYYHUM cacTaHuuMma y opraHmnsaunjyu Cpnckor nekapckor gpywitea lNpokynsee, je ga
npegasayn anv u ocTanu y4YyeCHUUM M3HEecy COMNCTBEHe CTaBOBe Kao M [a Kpo3
KOHCTPYKTMBaH aujanor noHyae ogpeheHa caBpemeHa u moryha pewewa u gajy
ogpeheHe HayyHe 1 CTpyYHe Npenopyke 3a Aarbu pasBoj HaBegeHe 06nacTu y HaLloj
cpeavHu.

YBNOom y npefasara Koja Cy npes3eHTOBaHa rognHama yHasag eBUOEHTHU cy
aKTyerHoCT TemMa W CTPYYHOCT npefaBadva. Y OKBUPY peanusauvje HaBedeHUX
Hay4HMX CKYMNoBa, akTUBHO yyeluhe cy y3aumanu nopep nekapa us Tonnvue n ynaHosa
CI[ lMpokynrbe n yHNBEP3UTETCKM NPOecopn, EMUHEHTHU CTPYYHaLN U3 3EMIBE U
MHOCTpaHcTBa. Kaga ce nornefa cnvcak npegasada ca CTpaHe, anuv 1 Halmx Konera
n3 Tonnuue, n TeMme Koje cy bune Ha AHEBHOM pedy cacTaHaka, TO je MMMNOo3aHTHa
nncTta npodpecopa, Konera ekcrnepaTta y CBOM AOMEHY M MpeHeTUX UCKycTaBa Ha
nekape y Tonnmuyw.

Hekaga Huje 6uno koHrpeca (Mnu He y oBom 6pojy, HUTK MOryhHOCTU Aa ce oge
Ha egykaumjy) na cy cTpydHm cactaHum Cprckor nekapckor gpywtea lNpokynrbe 6unu
CBOjEBPCHM LIEHTPM 3a eaykaumjy nekapa ns Tonnnykor Kpaja a v LWmMpe OKOSIMHE.

[unckycuje konera nocne npeseHTaumja pagoBa wnv npepaBaka 6bune cy wm
ocTane BeOMa MHTepecaHTHe W KOpUCHe 3a cBe npucyTtHe. Ty cy ce ykpwTana
CTPYYHa MULLIbEHA UCKYCHUX U CTapujuxX Komera Koje cy Mraawm nekapu ynujanu u
MHOrO M3 HUX MOMMKU Aa Hayde. Kpo3 Te cacTtaHke Cy CBM Hayuunu fa ce nowityje
CTpyKa anv u roguHe WUCKyCTBa Koje Mmajy ctapuje konere. EHepruja mnagux u
WCKYCTBO CTapujux Korera, peuenT je Koju roguHama orncrtaje u Tpaje u Kojum ce y
Cpnickom nekapckom gpyity Npokynibe NOHOCUMO.

EMUWHEHTHUM cTpyysaumma Koju cy CBOj pas3BOjHU U MNpodecuoHanHu nyt
3anoyenu y Tonnuum YacTt 1 3a40BOSbCTBO je Buo ga NpeseHTyjy CBOoje CTpy4YHe U
Hay4He nybrnvkauuwje a mefny wuma cy éunun Mpod. ap BojuH Wynosuh, Mpod. ap
MwunaH Buwhuh, Mpod. ap Cnasuwa JobpuyanuH, Mpod. ap Bnagmuna Bojanuh,
Mpod. ap Tomucnas JosaHosuh, Npod. ap Pagoje Nnnh.

Ha JyHckuMm cycpeTnma nekapa 1 octanum CTPpyYHMM cacTaHuMma, nowtoBare
Cy Ce aKTyenHe TEME W YNaHCTBO je yBek 6uno agekBaTHO obaBewlTaBaHO. HakoH
yBegeHe obaBe3e nekapa 3a npukynibaka 6ogoBa noTpebHMx pagn obHaBrbama
nuueHue, YnaHcteo Cpnckor nekapckor gpywTtea lNMpokynibe je ckopo yBek 6uno u
NCMOLUTOBaAHO KOMMMETHUM 0040BMMa HEONXOAHUM 3a OOHaBIbake NUUEHLE.

W capa MoagpyxHuua y MNMpokynsby npaTtn akTyenHa 3brBama 1 CRyXu 3a yyere
N npumep ogpxaswwu roguwkwe CycpeTte nekapa TpaguunoHanHo 2021. roguHe 59.
nyT no peay y aoba naHaemuje KopoHe y canu [Joma KynTtype, ca NnpMMeHOM CBUX
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NpPoTUBENUAEMNCKMX Mepa, Aajyhn 3HayajaH O4ONPUHOC Yy NpuKkynibaky 6ogoBa 3a
NNUEHLY CBOjUM YflaHOBUMA.

Mpoeja o wrtamnawy 4Yaconuca 3BaHWYHO paTtupa u3 1998. rognHe anu [o
peanusaunje Huje gowno. Beoma cmo noHocHu fa je lMogpyxHuua ycnena 2020.
rogMHe ga okynum TuM M odopMm HayydHu Yaconuc. HaydHm yvaconuc Cpnckor
nekapckor gpywrsea [Npokynrbe, Koju je npef Bama, nsgasahe ce nog nmeHom "ACTA
MEDICA HAMMEUMI". Y wusgaBawa HayyHOr 4aconuca ywsio ce Yy 3aBpLuHe
npunpeme 2021. rogmMHe 1 NpBU WTaMnNaHW NpMMepak yrnpaso ymtaTte.

CBaka enoxa y jedHOM Hapofy Mma cBoje A0OpOoUYMHUTESBE N NATPUOTE, BENUKE
nekape n xymaHucre, gparoueHe rbyae. CBe 0BO 3ajeJHO HOCMO je y CBOM NUKY Ap
Anekca Casuh (1878.-1928.), XxymaHuCTa M YOBEK TOMSIOr cpua, KOjU je 3aayKmo
CpPMNCKy MeguUUHY ann 1 onsiemeHno Tonnuuy Kojy je BOSIeo U KOjoj je ocTao 3aHaBek
BepaH. Cprcko nekapcko apyLitea NMpokynrbe NOKPEHYNO je MHMUmMjaTuUBy Aa ce ypaau
dOTOTMMNCKO n3gana Kwumre "flekap y cnyxbu csor Hapoga - p Anekca Casuh" kojy
je Hanncao Hoeuua Waynuh n koja je usawna u3 wrtamne 1936. rognHe. HoBum
WTAaMMaHUM un3fgakeM TMOMeHyTe KhUure Xenumo pfa ynos3Hamo cBe rpahaHe
Mpokynrba 1 Tonnuykor kpaja ca ap Anekcom Casuhem Koju je MHOro 3ay>m1o y CBUM
acrnekTuma >uBoTta, Kako [lpokynrbe Tako u ueo Tonnudku Kpaj. OpgpaheHa je
npunpema 3a OTOTUNCKO N3aarke N OYEKYjEMO YCKOPO NPOMOLUjY MOMEHYTE Kroure.

O6HoBunn cmo 2021. roguHe gogeny Harpaga 3acny>KHuMM vnaHosuma Cprckor
nekapckor gpywTtea Npokynree. Harpage 3acny>xkHum YnaHosmuma Cpnckor nekapckor
ApywTBa [Npokynree cy goaerbmBaHe of 70-ux rogvHa MpoLWsior Beka anu ce Ta
npakca y mefyBpemeHy narybuna. ®opmumpana je 2020. roanHe Komucuja 3a gogeny
Harpaga n npusHawa y cknony Cpnckor nekapckor gpywTtBa [Mpokynrbe Koja je y
cknagy ca [lpaBunHMKOM [OHOCUNA oOAfiyke O [OAeNnu Harpaga 3acnyXHUm
4ynaHoBMMa. A 3acCnyXHUX YfaHoBa KOjU Cy CBOjUM CaBECHUM JleKapCKUMm pagom u
NoLITOBakEM ETUYKMX MPUHUMNA CTEKNW yrned y CTPYYHOj M OMWTOoj jaBHOCTM a
CBOjUM TakBMM MOHALLAHEM AONPUHENuU u odvyeBawy yrnega Cpnckor rfiekapckor
apywTsa y [Npokynsrby uMamo gocTa.

Y cknagy ca caBpeMeHMM TOKOBUMa M paaun BGorber u nakwer nHgpopmMmmncamwa
ynaHcTBa NokpeHyT je 2021. roguHe cajt Cpnckor nekapckor gpywTea lNpokynrbe. Ha
cajty CI4 lMpokynree www.sldprokuplie.rs nopea aktyenHux gewasaka U Tema,
KOPUCHUX NHKOBA Cy 1 MHgopmauunje o nctopujaty CI4 y MNpokynreby, ncropujaty
3gpasctBa y Tonnmum n cee o nuky u geny ap Anekce Casuha. Cajt Cpnckor
niekapckor ApywTBa pdaje gogatHe moryhHocTu ynaHoBuma Cprckor nekapckor
apywTsa [pokynibe a caBpeMeHUM U3rreaoM M nakwy AOCTYNHOCT akpeauToBaHUM
CTPYYHUM CKYyNnoBMMa M TECTOBMMA 3a KOHTUMHYMpPaHY MEAWMUMHCKY eaykauujy Kojy
omoryhaBamo CBOj/M YflaHOBMMA CBake roguHe.

OHO WTO MOpamMo ca NOHOCOM UCTahu je a je AOroBOPEHO ca PYKOBOLCTBOM
OnwrTe 6onHnue n Joma 3gpasrba y Mpokyniby, a y3 BeNuKy NOAPLLUKY Hawer GusLier
npeacegHuka Cprickor nekapckor gpywTsa [pokynrbe ap Hapka Jlaketuha ga y
CKrnony HoBor caspeMeHor 3gpascTBeHor ueHtpa y [Mpokynsby Cpncko rekapcko
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apywTtBo Npokynibe fobuje cBojy KaHuenapujy u npocTtop 3a 6ubnunoTeky kojy hemo
onpeMmnTN HajborbOM CTPYYHOM NMTEpPATypoM Koja he BUTu AOCTynHa CBMM HalUUM
YynaHoBMMa.

Ceu unaHoBu Cprckor nekapckor apywTtea [lpokynibe cy [Oeo NOHOCHe
Tpaguuuje ayre npeko 7 AeLeHunja kojy cy 3anoyene u cTeapare Halle ctapuje konere
a MV CMO Ty Aja TO OAPXMMO U HAacTaBMMO Ha UCTOM HUBOY.

[aHac nowtyjemo Tpaguuujy, 4OcneaHn Mo Havenuma lMogpyxHuue of HeHor
OCHUBaHa W y carnacjy ca HoBMM TpeHAOBMMa ycaBpluaBamo paz [AdpywTea v Halu
CBETUMOHMK 3apascTBa Tonnuue - Cpncko nekapcko Apywteo Npokynrbe n aarse cuja
jows jaunm cjajem.
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IMUNOHISTOHEMIJSKI PROFIL MALIGNOG MELANOMA

Dr med. Milena Perovi¢, Spec. dr med. Bratislav Vasiljevi¢

Opsta bolnica "Dr Aleksa Savic", Prokuplje

Melanom poseduje Sirok spektar histoloSkih osobina kojima imitria epitelijalne,
hematoloSke, neuralne i mezenhimalne tumore. Imunohistohemija predstavija ultimativni
mehanizam za razlikovanje i jasnu diferencijaciju melanoma od ovih tumora kao i za
diferencijaciju malignih od benignih melanocitnih lezija. NeSto teZi zadatak predstavija potraga
za markerom koji ¢e, pored jasne dijagnoze dati i prognosticke informacije u pogledu
prezivijavanja, relapsa i drugih kliniCih entiteta vezanih za rast i razvoj ovih neoplazmi. Markeri
diferencijacije melanocita, faktori proliferacije c¢elija, imunomodlulacioni markeri, signalni molekuli
samo su deli¢ istraZivanja koji nam omgucuju kvalitetnije imunohistohemijsko ispitivanje. Uprkos
teZnji da se nade idealan marker koji bi se koristio u dijagnozi, diferencijaciji i prognozi najcesc¢e
je, pak, kombinovanje vise njih u upotpunjivanju imunohistohemijskog profila i mozaika ove
bolesti. U velikoj grupi istraZzenih markera, S100 | dalje ostaje najsenzitivniji pokazatel]
melanocitnih lezija, dok tirozinaza, HMB45, MART-1, Melan-A, MITF i mnogi drugi pokazuju
zadovoljavajuci stepen specificnosti ali uz nedostatak osetljivosti. Ki67 nam omogucava
distinkciju benignih i malignih melanocitnih lezija ali ni jedan ispitivani marker ne moze se uzeti
kao siguran u prognozi toka bolesti.

Kljuéne reci: Melanom, imunohistohemija, marker

IMMUNOHISTOCHEMICAL PROFILE OF MALIGNANT MELANOMA

Melanoma has a wide range of histological features that mimic epithelial,
hematological, neural and mesenchymal tumors. Immunohistochemistry is the ultimate
mechanism for distinguishing and clearly differentiating melanoma from these tumors as well as
for differentiating malignant from benign melanocyte lesions. A somewhat more difficult task is
the search for a marker that will, in addition to a clear diagnosis, also provide prognostic
information regarding survival, relapse and other clinical entities related to the growth and
development of these neoplasms. Melanocyte differentiation markers, cell proliferation factors,
immunomodulatory markers, signaling molecules are just a part of the research that enables us
to perform better immunohistochemical examination. Despite the tendency to find an ideal marker
that would be used in the diagnosis, differentiation and prognosis, it is most common to combine
several of them in completing the immunohistochemical profile and mosaic of this disease. In a
large group of studied markers, S100 still remains the most sensitive indicator of melanocyte
lesions, while tyrosinase, HMB45, MART-1, Melan-A, MITF and many others show a satisfactory
degree of specificity but with a lack of sensitivity. Ki67 allows us to differentiate benign and
malignant melanocyte lesions, but none of the examined markers can be taken as certain in the
prognosis of the course of the disease.

Key words: Melanoma, immunohistochemistry, marker
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Uvod

Melanom poseduje veliku mo¢ mimikrije,
velikog broja tumora uklju€ujuci pre svega limfo-
me, neuroendokrine tumore, lo$e diferentovane
karcinome, sarkome pa i tumore germinativnih
¢elija (1). Celije melanoma obuhvataju S$irok
spektar od epiteloidnih do spindle c¢elija a po
pitanju citoplazmatske morfologije mogu biti kao
clear cell, balonirane, rabdoidne (1). U pogledu
organizacije i grupisanja celija, takode postoji
veliki diverzitet koji ukljuCuje: nodule, gnezda,
vitla, trabekule, rozete, Zlezdaste i papilarne
formacije. Po tipu dalje diferencijacije od njih
nastaju fibroblasne, miofibroblastne, rabdoidne,
osteoidne, Svanove, kartilaginozne, ganglijske i
glatkomiSi¢ne strukture i celije. Imunohistohe-
mijska bojenja su Siroko rasprostranjena u sto
boljem i preciznijem diferentovanju melanoma
upravo od tumora koje oni imitiraju (1). Zapravo
je imunohistohemija glavno orude u razlikovanju
mimikrije i pravog tumora pomenutih Celija.

Markeri melanocitne diferencijacije

S100 predstavlja kiseli kalcijum-vezujudi
protein tezine 21kDa Cije je prisustvo prvo pro-
nadeno u glialnim celijama. Nomenklatura ovog
markera potiCe od njegove solubilnosti u 100%
rastvoru amonijum sulfata (2). Predstavlja ¢esto
koris8¢eni marker melanoma a koristi se i za
otkrivanje mioepitelioma (2). Kod melanoma,
S100 je prisutan i u citoplazmi i u jedru a njegova
senzitivnost varira izmedu 97 i 100% (3). S druge
strane, potrebno je naglasiti da je njegova spe-
cificnost za melanocite ograni¢ena jer se moze
nac¢i u mioepitelnim ¢éelijama, adipocitima, hon-
drocitima, Langerhansovim ¢elijama kao i u svim
tumorskim formacijama koje sadrze i ove celije
(4). Cak i spindle ¢elije koje se mogu naéi u
dermalnim oziljcima mogu ispoljiti S100 (10). Ovo
moze predstavljati dijagnosti¢ku zamku u evalu-
aciji ponovnih ekscizija melanoma sa posebnim
oprezom kod dezmoplasti¢nih melanoma. Speci-
ficnost ovog markera varira izmedu 75 | 87
procenata (11). Ipak, u kombinaciji sa specifi-
¢nijim markerima se moZze Koristiti u uspesnoj
diferencijaciji melanoma od drugih lezija koje
ispoljavaju S100.

HMB45 je citoplazmatski premelanozo-
malni glikoprotein (gp100) visoke specificnosti za
melanom (8). Njegova senzitivhost nije na nivou
S100 markera ali je potentniji u pogledu spe-
cifi¢nosti (3). U melanocitnim lezijama HMB45 se
ispoljava u citoplazmi (6). Senzitivnost je na nivou
od 69 do 93% dok je maksimalna ekspresija u
primarnim uzorcima melanoma a manja u meta-
stazama gde varira od 58 do 83% (11). Postoji
rasprava o tome da li je ovaj marker manje

senzitivan za amelanoticne melanome (5). Wick
et al. su utvrdili njegovu visoku specificnost za
melanom ali i njegovo odsustvo kod nemelano-
citnih tumora (11). Ipak utvrdeno je njegova
ekspresija kod angiomiolipoma, clear cell sarko-
ma tetiva i aponeuroza, nekih ovarijalnih tumora,
karcinoma dojki, kao i kod karcinoma bubrega sa
specifitnom genetskom translokacijom (8). S
druge strane, ovi tumori su morfoloski veoma
razli¢itiod melanoma te je i pored ekspresije ovog
markera njih lako diferentovati. Kao i kod pre-
thodno opisanog markera S100, tako se i HMB45
veoma Cesto koristi u diferencijaciji zajedno sa
ispitivanjem drugih markera.

Melanoma antigen prepoznat od strane T
celija-1 (MART-1) i Melan A predstavljaju isti
naziv za citoplazmatski protein melanozomalne
diferencijacije prepoznat od strane T ¢elija (3).
Postoje dva klona ovog antitela | to: M2-7C10 koji
se naj¢ece oznaCava kao MART1 | A103 koji se
oznacava kao Melan-a. lako postoji skoro 100%
korelacije izmedu ova dva klona u imunohisto-
hemijskoj determinaciji melanoma treba napo-
menuti da A103 takode markira i adrenalne korti-
kalne tumore kao i gonadalne steroidne neopla-
zme, dok se pomenuti M2-7C10 ne moze naéi u
njima (7).

Ovi markeri imaju 75-92% senzitivnosti
dok im je specificnost za melanom 95-100%.
Rezultatima se mogu poistovetiti sa prethodno
opisanim HMB45 (16). Slicno im je bojenje i u
primarnim i sekundarnim melanomima u smislu
opadanja ekspresije od primarnog tumora ka
metastatskim lezijama. S druge strane ova anti-
tela pokazuju jasnije bojenje u dermalnim kompo-
nentama melanoma te se njima lakSe mogu
diferentovati metastatski melanomi (8).

Tirozinaza predstavlja enzim koji hidroli-
zuje tirozin u prvom koraku sinteze melanina (3).
Kod melanoma, tirozinaza se mozZe detektovati
kao jasno bojeno fino granulirano podrucje cito-
plazme (14). Pozitivno bojenje je jako i difuzno
kroz citoplazmu. Senzitivnost tirozinaze je nesto
iznad HMB45 | iznosi 84 do 94% (14). Senzi-
tivnost opada napredovanjem klinickog stadijuma
i naravno u metastatskim lezilama. S druge
strane, specifi€nost tirozinaze je 97-100% (6).
Ona se takode mozZe retko naci u pojedinim
angiomiolipomima i clear cell sarkomima omo-
tacCa tetiva (14).

Transkripcioni faktor specifican za
mikroftalmiju (MITF) predstavlja transkripcioni
protein potreban za razvoj melanocita za vreme
enbriogeneze (3). Boji se u jedru i zato se lakSe
moze interpretirati obzirom da se veliki broj
imunohistohemijskih markera boje u citoplazmi i
povremeno ih je tesko identifikovati obzirom na
postojanje pigmenta citoplazme (3). Senzitivhost
za melanom je od 81 do 100% a karakteristicno
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je njegovo prisustvo u S100 negativnim melano-
mima. S druge strane, specifi¢nost koja je na
pocetku izveStavana u maksimalnom procentu od
100%, u novijim studijama je pala na 88% pa ¢ak
i nize za spindle cell neoplazme. Lazno pozitivni
rezultati se mogu javiti u raznim neoplazmama
uklju€ujuci limfoidne tumore, neke tumore dojke i
tumore bubreznih Celija. Karakteristika mu je da
je kao | ostali melanocitni markeri pozitivan u
angiomiolipomima. Tezinu u interpretaciji uve-
¢ava mogucnost da MITF bojenje moze biti pro-
nadeno u histiocitima, limfocitima, Schwannovim
¢elijama i glatko miSiénim ¢eli-jama. Zbog toga,
njegovo prisustvo u jedru nam Kkoristi u kombi-
naciji sa drugim markerima.

NKI C3 predstavlja antitelo na 25-110 kDa
glikoprotein lociran na unutrasnjoj membrani cito-
plazmatskih vezikula u melanocitima. Ovo imuno-
histohemijsko bojenje se najvise koristilo 80ih
godina proslog veka, dok je sada manje popu-
larno usled prisustva prakti¢nijih reagenasa (14).
Njegova senzitivhost od 86-100% iako veoma
impozantna nije dovoljna da nadomesti slabu
specificnost usled ekspresije u mnogim neo-
plastiénim procesima: medularnih karcinoma
tiroidee, tumora dojke, prostate, clear cell, kolo-
rektalnih | ovarijalnih carcinoma kao i limfoma
(16). Takode, boji histiocite, dendriticne celije,
mastocite, Ceije pankreasa i prostate. Slaba
specificnost i visoka cena su ga udaljile od
klinicke prakse.

Noviji marker

Multipli mijelom-1 (MUM-1) predstavlja
protein bitan u regulaciji genske ekspresije
citokinskog odgovora (16). Njegova potentnost
se posebno ogleda u dijagnozi melanoma kada
su kao patologija iskljuCene limfoidne i lezije
plazma ¢elija. Sundram je otkrio pozitivno nukle-
arno bojenje kod 33 od 36 melanoma a od 944
ispitivanih neoplazmi samo su se melanomi i
hematoloske lezije pozitivno bojili (16).

Melanokortin-1 je receptor alfa melano-
citnog stimuliSuéeg hormona prisutnog na mela-
nocitima i pojedinim keratocitima i monocitima.
Salazar je prikazao 100% specificnosti na 26 od
26 melanoma u svojoj studiji. Ipak njegova eks-
presija, iako slabija pronadena je kod cerebe-
larnih neurona, hepatocita, renalnih tubula kao i
kod ¢elija medule nadbubrega, mukoze apendi-
ksa, u miokardu i miometrijumu (16).

SM5-1 predstavlja monunuklearno antitelo
razvijeno od miSeva imuniziranih melanomskom
celijskom linijom SMMU. Trefzer je prikazao
pozitivhu interakciju sa 98% od ukupno 401
testiranih melanoma i negativnu reakciju na 84
nemelanomske lezije. Ipak, postoji i pozitivho
bojenje na dendriticne celije, miofibroblaste,

celije bubreznih tubula, plazma ¢elije, sekretorni
epitel tiroidee, larinksa i prostate.2

TRP-1 i TRP-2 predstavljaju nesto novija
antitela na tirozinazu i njihova ekspresija u mela-
nomima se istrazuje.

Markeri tumorske proliferacije

Ispitivanje tumorske proliferacije u genezi
melanoma, danas predstavlja pozeban izazov. U
klinickoj praksi su veoma vazni: diferencijacija
benignih nevusa od malignih melanoma kao i
klinicka prognoza pacijenata sa malignim mela-
nomom (16).

NajceSc¢e koris€eni marker proliferacije je
Ki-67, nuklearni antigen. Njegovo prisustvo kod
benignih nevusa je manje od 5%. Pozitivho
bojenje kod malignih melanoma prisutno je od
13-30% dok kod nekih individualnih slucajeva €ak
i do 100%. Kao prognosticki marker, dao je me-
Sovita iskustva. Neke studije pokazuju pozitivhu
korelaciju sa povec¢anim metastatskim potency-
jalom i mortalitetom samo kod “debelih” mela-
noma (17). Mnoge studije su, pak, pokazale vezu
izmedu stepena recidiva i povecane ekspresije
Ki-67. S druge strane, postoje studije koje opovr-
gavaju vezu izbedu Breslow indeksa | intenziteta
bojenja Ki-67.

Nuklearni proliferativni  ¢elijski antigen
(PCNA) je kofaktor DNK polimeraze. Postoji
povecana ekspresija ovog markera u malignim
melanomima u odnosu na benigne nevuse.
Niezabitowski et al. su pokazali da on predstavlja
nezavistan faktor prognoze povecanog mortali-
teta i smanjenog prezivljavanja bez bolesti (17).

Ciklini

Predstavljaju proteine koji se sastoje od
priblizno 100 aminokiselina. Oni vezuju i aktivi-
raju ciklin zavisne kinaze prouzrokujuéi Celijsku
progresiju kroz razli¢ite faze njenog ciklusa.
Ciklin A je retko ispoljen kod benignih nevusa ali
je njegovo prisustvo uoeno u 42-99% mela-
noma. U pogledu disease free prezivljavanja
postoji reciprocitet u korelaciji ekspresije ciklina A
i disease free prezivljavanja kod superficijalnih ali
ne i nodularnih melanoma (18). Ciklin B se takode
veoma retko ispoljava kod benignih nevusa dok
se kod melanoma moze naci u viSe od polovine
(50%). Prognosticki potencijal ciklina B je za sada
joS uvek u istrazivanju. Ciklini D1 | D3 su retki kod
benignih nevusa a Cesto ispoljavani kod mela-
noma. Ciklin D1 nema prognosti¢ki znacaj dok
D3 ekspresija predvida rani relaps bolesti i skra-
¢eno preZivljavanje kod superficijalnih melanoma
ali ne i nodulrnih melanoma. Ciklin E ima inverznu
korelaciju u ekspresiji | preZivljavanju (18).

Ki-67 predstavija najpotentniji (po broju
podataka) marker u diferencijaciji benignih ne-
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vusa i melanoma. Ono $to je bitho napomenuti da
ni jedan marker ponaosob nema dovoljno "mo¢i"
u samostalnom odlucivanju toka bolesti u smislu
prognoze, klinickog toka i smera kretanja Celijske
proliferacije.

Imunomodulatorni marker

Sve je viSe interesovanja u imunohisto-
loSkim istrazivanjima ovih markera. Studije HLA
Class | i Class Il markera su pokazale visoku
ekspresiju bojenja u melanomima u odnosu na
nevuse dok je mali broj studija pokazao pove-
zanost smanjene ekspresije ovih markera kod
melanoma sa smanjenim prezivljavanjem (19).
Paradoksalno, Erricsson erikson prikazuje da
horoidalni melanomi sa smanjenom ekspresijom
HLA klase | i Il imaju vece prezivljavanje. CDA40,
CD26 takode pokazuju moc¢ diferencijacije
benignih nevusa i melanoma ali bez znacaja u

prognozi. FAS | FAS-ligand nisu uspeli da se
nametnu kao pouzdani u prognozi. Cak i Kancer-
testis antigeni imaju svoj stepen specifiCnosti
kada se koriste kombinovano medutim bez signi-
fikantne prognosti¢ke moci.

Zakljucak

NajCeSce korid¢eni markeri u danasnijij
klinickoj praksi su diferentujuéi. NajceSée uspe-
§an u dijagnostici je i najsenzitivniji S100 uz neki
od uskospecifiénih kao $to su Melan-a, tirozinaza
ili HMB45. Spindle cell melanoma i dezmo-
plasti¢ne lezije se boje samo sa S100. Ki-67 se
najcesce koristi u diferencijaciji benignih nevusa i
melanoma. Potrebno je naglasiti | njegovu pomo¢
u prognozi.

Imunoregulatorni, proliferativni ili signalni
markeri nisu pokazali svoju dijagnosti¢ku ili pak
prognosti¢ku vrednost.
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TERAPIJSKI ZNACAJ DUZINE LECENJA NEKOMPLIKOVANIH INFEKCIJA
DONJEG UROTRAKTA U ODNOSU NA STAROSNU STRUKTURU BOLESNIKA

Spec. dr med. Vesna Laketic¢

Zavod za zdravstvenu zastitu studenata, Beograd

U radu je ispitivan znaCaj duzine antibiotske terapije u le¢enju nekomplikovanih
infekcija donjeg urinarnog trakta u odnosu na starosnu strukturu bolesnika. Ispitivano je 80
bolesnika sa infekcijom donjeg urotrakta. Bolesnici su podeljeni na dve grupe u odnosu na duZinu
terapije i godine starosti. Njih 40 je bilo prosec¢ne starosti 51 godinu dok je njih 40 bilo prose¢ne
Starosti 67 godine. Pre i nakon terapije bolesnici su podvrgnuti sledecim ispitivanjima: klinicki
pregled, urin (op8ti nalaz), krvna slika, sedimentacija, urea, kreatinin, urinokultura, EHO
urotrakta. Ne postoji statistiCki zna¢ajna razlika u broju bolesnika sa infekcijom donjeg urotrakta
nakon 1, 3 i 7 dana terapije antibiotikom. Najcesci uzroénik infekcije donjeg urotrakta je bila
Escherichia coli. Ne postoji statistiCcki znacajna razlika u broju bolesnika sa infekcijom donjeg
urotrakta nakon terapije u odnosu na godine. Efekat antibiotika bio je identi¢an bez obzira na
duzinu le¢enja antibiotikom. Takode, nema razlike u efektima antibiotika bez obzira na starost
bolesnika.

Kljuéne reci: infekcija, donji urotrakt, antibiotik

THERAPEUTIC SIGNIFICANCE OF THE LENGTH OF TRETMENT OF
UNCOMPLICATED LOWER UROTRACT INFECTIONS IN RELATION TO THE
AGE STRUCTURE OF THE PATIENT

Melanoma has a wide range of histological features that mimic epithelial,
hematological, neural and mesenchymal tumors. Immunohistochemistry is the ultimate
mechanism for distinguishing and clearly differentiating melanoma from these tumors as well as
for differentiating malignant from benign melanocyte lesions. A somewhat more difficult task is
the search for a marker that will, in addition to a clear diagnosis, also provide prognostic
information regarding survival, relapse and other clinical entities related to the growth and
development of these neoplasms. Melanocyte differentiation markers, cell proliferation factors,
immunomodulatory markers, signaling molecules are just a part of the research that enables us
to perform better immunohistochemical examination. Despite the tendency to find an ideal marker
that would be used in the diagnosis, differentiation and prognosis, it is most common to combine
several of them in completing the immunohistochemical profile and mosaic of this disease. In a
large group of studied markers, S100 still remains the most sensitive indicator of melanocyte
lesions, while tyrosinase, HMB45, MART-1, Melan-A, MITF and many others show a satisfactory
degree of specificity but with a lack of sensitivity. Ki67 allows us to differentiate benign and
malignant melanocyte lesions, but none of the examined markers can be taken as certain in the
prognosis of the course of the disease.

Key words: Melanoma, immunohistochemistry, marker
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Uvod

Naj¢es¢i uzrognik infekcija urinarnog trakta
je Escherichia coli. U debelom crevu ¢oveka
izolovano je preko 700 sojeva Escherichia coli od
kojih je svega 10-ak u stanju da izazove upalu
mokracnih puteva. Kod svake osobe normalno se
na 3 meseca menja dominantan soj E. coli u
crevima, pri ¢emu je dokazano da se sa
promenom soja u crevima menja i dominantan
soj bakterije na koZi perineuma. Do upale beSike
moze doc¢i samo kada se na perineumu nalazi
uropatogena E. coli, odakle vrSi invaziju urotrakta

Q).

Escherichia coli ima posebnu vrstu pila (p-
fimbrije) kojima se vezuje za sluznicu mokracnih
puteva. U eksperimentima in vitro veoma Cesto
kod pacijentkinja sa recidivnim UTI postoji
znacajno povecano vezivanje E.coli pilima za
urotel (2). Takode, dokazano je da se E.coli
razmnozava iskljucivo na sluznici (debelog creva
ili mokrac¢nih puteva). Pretpostavija se da kod
pacijentkinja sa recidivnim UTI postoji pojacano
vezivanje Escherichie coli kako za urotel, tako i
za sluznicu debelog creva, te se na taj nacin
forsirano odrzava uropatogena Escherichia coli
kao dominantan soj tokom viSe meseci ili godina

(3).

U savremenoj kliniCkoj praksi postoje
mnogobrojne dileme oko duzine antibiotske tera-
pije kod infekcija donjeg urotrakta (4). U ranijem
periodu je standardan nacin le€enja bio 7 do 10
dana antibiotske terapije, dok se danas jedno-
dnevna i terapija u trajanju od tri dana kod vecine
autora smatra ravnopravnim nacinom lecenja u
odnosu sa sedmodnevnom terapijom (5). Osim
toga postoje mnogobrojne dileme vezane za
efikasnost antibiotika u starosti kao i permanentni
problem rezistencije bakterija na antibiotike (6).

Cilj studije

Cilj je bio da se ispita znacaj duZine anti-
biotske terapije u leCenju nekomplikovanih in-
fekcija donjeg urinarnog trakta. Takode cilj je bio
da se ispita efikasnost antibiotika u leCenju ne-
komplikovanih infekcija donjeg urinarnog trakta
odnosu na starosnu strukturu bolesnika.

Materijal i metode

Ispitivana je efikasnost antibotika kod 81
bolesnika obolelih od infekcije donjeg urotrakta u
Sluzbi Opste medicine Doma Zdravlja i na
UroloSkom odeljenju u Prokuplju. Ovim istrazi-
vanjem je obuhvacen period od pocetka bolesti
do 15. dana od pocetka bolesti. Prose¢na starost
bolesnika bila je 61 godinu. Bolesnici su podeljeni
u tri grupe od po 27 bolesnika u odnosu na duzinu
terapije (prva grupa 3 dana i druga grupa 7 dana

terapije). Takode, bolesnici su podeljeni u dve
grupe bolesnika u odnosu na starost. Prose¢na
starost bila je 51 godina u prvoj grupi koja je
brojala 40 ispitanika i 67 godine u drugoj grupi
koja je brojala 41 ispitanika.

Dat je savet za adekvatni higijensko-dije-
tetski rezim ishrane, jer resorpcija leka zavisi i od
tog parametra.

Za statistiCku procenu ciljeva istrazivanja
koriscen je Willcoxon-ov test. Bolesnici su obra-
divani na sledec¢i nacin: klinickim pregledom,
opstim nalazom urina, analizom krvne slike, sedi-
mentacije, uree, kreatinina, urinokulture srednjeg
mlaza urina, EHO-om urotrakta. U cilju isklju-
¢enja komplikovanih infekcija urotrakta kod 9
(devet) bolesnika uraden je Rtg urotrakta a kod 3
(tri) je uradena intravenska urografija. Nalaz pozi-
tivne urinokulture i kliniCki i laboratorijski znakovi
infekcije donjeg urotrakta bili su signifikantani.
Ispitivanje je obavljano na pocetku bolesti i 3-5
dana nakon prestanka terapije.

KoriS¢eni su razli€iti antibiotici u zavisnosti
od nalaza urinokulture. Terapija je trajala 1-7
dana.

Rezultati

Na Grafikonu 1. su prikazani uzro€nici infe-
kcije donjeg urotrakta pre terapije antibiotikom u
odnosu na godine bolesnika. U grupi od 40
bolesnika sa prose¢nom 51-om godinom kod 22
bolesnika infekcija donjeg urotrakta uzrokovana
je Escherichiom coli, kod 5(pet) Pseudomonas-
om, kod 5 (pet) Proteus-om, kod 2 (dva)
Enterobacter-om i kod 6 (Sest) bolesnika ostalim
uzro€nicima. Kod grupe od 41 bolesnika sa
prosekom 67 godina, kod 32 (trideset i dva)
bolesnika infekciju donjeg urotrakta uzrokovala je
Escherichia coli, kod 5 (pet) bolesnika
Pseudomonas, Enterobacter kod 2 (dva), kod
jednog Proteus i drugi uzro¢nik.

Na Grafikonu 2. su prikazani uzrocCnici
infekcije donjeg urotrakta nakon terapije anti-
biotikom u odnosu na starosnu strukturu bo-
lesnika. Kod grupe prosecne starosti 41 godinu,
od 3 (tri) bolesnika koji su nakon terapije imali
infekciju donjeg urotrakta, kod jednog je uzro¢nik
infekcije bila Escherichia coli dok je u jednom
slu¢aju je to bio Pseudomonas i ostali uzroc¢nik.

Kod grupe prosecne starosti 69 godina, od
5 (pet) bolesnika koji su nakon terapije imali
infekciju donjeg urotrakta, kod tri je uzro€nik
infekcije bila Escherichia coli, kod jednog
Pseudomonas, dok je kod jednog bolesnika
uzro€nik Enterobacter.

Klinicke simptome infekcije urotrakta na-
kon terapije antibiotikom imali su svi bolesnici sa
nalazom u urinu. Na osnovu statistiCke analize
utvrdeno je da ne postoji statistiCki znacajna
razlika u broju bolesnika sa infekcijom donjeg
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urotrakta kod grupe sa prosekom godina 51
nakon terapije antibiotikom u odnosu na grupu sa
prosec¢nih 67 godina (p < 0,001).

Na Grafikonu 3. prikazani su bolesnici sa
infekcijom urina nakon jednog, tri i sedam dana
terapije. Nakon jednodnevne terapije antibio-
tikom broj bolesnika sa urinarnom infekcijom bio
je 5(12,5%). | od tog broja, kod jednog bolesnika
broj izolovanih klica se kretao u rasponu do
1000/ml urina, kod dva u rasponu od 1000 do
100000/ml urina, dok je kod dva bolesnika broj
izolovanih Kklica bio preko 100000/ml urina.
Nakon terapije antibiotikom, koja je trajala tri
dana, broj bolesnika sa infekcijom bio je 5
(12,5%). Od tog broja, kod dva bolesnika broj

izolovanih klica se kretao u rasponu do 1 000/mi
urina, kod jednog u rasponu 1000-100000/ml
urina, dok je kod dva bolesnika broj izolovanih
klica bio preko 100000/ml urina. Nakon sedmo-
dnevne terapije antibiotikom broj bolesnika sa
infekcijom je bio 4 (10%). Od tog broja, kod
jednog bolesnika broj izolovanih klica kretao se u
rasponu do 1000/ml urina i u rasponu od 1000do
100000/ml urina, dok je kod dva broj izolovanih
klica bio preko 100000/ml urina.

Na osnovu statistiCke analize utvrdeno je
da ne postoji statistiCki zna€ajna razlika u broju
bolesnika sa infekcijom donjeg urotrakta nakon 1,
3i 7 dana terapije antibiotikom (p < 0,001).
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Grafikon 1. Uzroc€nici urinarne infekcije kod bolesnika pre antibiotske terapije
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Grafikon 2. Uzro€nici urinarne infekcije kod bolesnika nakon antibiotske terapije
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Grafikon 3. Bolesnici sa infekcijom urina nakon jednog, tri i sedam dana terapije antibiotikom
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Grafikon 4. Antibiotici koji su se najcesce koristili u jednodnevnoj, trodnevnoj i sedmodnevnoj terapiji

Na Grafikonu 4. su prikazani antibiotici koji
su se najcesce koristili u terapiji nekomplikovanih
infekcija donjeg urotrakta u odnosu na duZinu
trajanja terapije.

Diskusija
Razlika u efikasnosti izmedu jednodnevne,

trodnevne i sedmodnevne terapije nije statisticki
znacajna. Razlog u gotovo identi¢nim rezultatima

je u tome Sto se sterilizacija urina postize vec
nakon prvog dana terapije te nema bitne razlike
u duzini terapije od jednog, tri i sedam dana (7).
Medutim, neki autori smatraju da je kod osoba
Zenskog pola potrebna nesto duZa antibiotska
profilaksa nakon terapije (8).

Najces¢i uzroénik bila je Escherichia coli
(9). Analizom rezistencije bakterija na antibiotik
dolazi se do rezultata da se samo kod 8/80 (10%)
izolata javlja rezistencija. Relativho nizak stepen
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rezistencije se tumaci time $to smo dozirali anti-
biotike u skladu sa nalazom urinokulture a upravo
visoka rezistencija nastaje uglavnom kao rezultat
nekritiéne primene antibiotika (10,11).

Analizom strukture najceS¢ih uzrocnika
infekcije vidi se da je Escherichia coli najc¢eséi
uzroc¢nik infekcije u obe grupe ali dominantno u
starijoj grupi, Sto je u skladu sa nalazima drugih
autora (12). To se objasnjava Cinjenicom da upra-
vo sa rastom godina bolesnika raste i u€eSc¢e ove
bakterije kao izazivac¢a infekcije urotrakta, vero-
vatno kao posledica smanjenja lokalne otpornosti
uroepitela na pomenuti mikroorganizam (13).
Takode, razlog lezi u tome S$to sam proces sta-
renja utiCe na donji urinarni trakt tako $to izaziva
fibrozu zida beSike i ultrastrukturne promene na
detrusoru (14). Nauc¢no je dokazano da je sma-
njenje kontrakcione sposobnosti detrusora pove-
zano sa starenjem (15). Takode, neSto vedi broj
bolesnika sa infekcijom urotrakta nakon terapije
antibiotikom pripadao je starijoj grupi, verovatno

iz razloga $to je uroepitel kod starijih ljudi pri-
jemdljiviji za infekciju zbog oslabljene kontrakti-
Inosti detrusora i smanjene lokalne celijske otpor-
nosti na adheziju mikroorganizama (16,17).

Zakljucak

Nema razlike u efektima le¢enja kod bo-
lesnika kod kojih je terapija antibiotikom trajala
jedan, tri ili sedam dana. Takode, nema razlike u
efektima leka bez obzira na starost bolesnika.
Jednodnevna terapija ima svoje prednosti zbog
znacajne ustede, manje nezeljenih efekata i
identi¢nih postterapijskih efekata kao terapija
koja traje tri ili sedam dana. S druge strane
jednokratno doziranje je narocito pozeljno kod
starijih bolesnika gde treba imati na umu usporen
metabolizam lekova u senijumu i korekcije doze
antibiotika u takvim slu€ajevima..
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Peritonzilarni apsces predstavija gnojnu kolekciju lokalizovanu izmedu tonzilarne
kapsule i gornjeg konstriktora Zdrela. NajceSca je komplikacija akutnog tonzilitisa. Retrospektivha
studija je napravljena na bazi medicinskih dokumentacija 149 bolesnika, koji su zbog
peritonzilarnog apscesa hospitalizovani na otorinolaringolo$koj klinici u NiSu u periodu od 2016.
do 2019. godine. Medicinska dokumentacija svih bolesnika obolelih od peritonzilarnog apscesa
upotrebljena je radi dobijanja sledecih podataka: starost, pol, prethodne epizode apscesa,
sezonalnost, strane apscesa, leCenje antibioticima u bolnici, duzina hospitalizacije i rezultati
mikrobiolo$kog ispitivanja sadrzaja apscesa. Stopa incidencije peritonzilarnoog apscesa zavisi
od starosti. Najée§ce su pogodeni adolescenti i mladi odrasli ljudi. Pol, lateralnost i sezonske
varijacije za incidenciju peritonzilarnog apscesa bili su statisticki beznacajni. Mikrobioloska
analiza pokazuje predominaciju streptokoka. Empirijski su u najvec¢em broju slucajeva kori§¢ene
kombinacije cefalosporina I i/ili lll generacije sa klindamicinom koje su se pokazale kao dobar
izbor.

Kljuéne reci: peritonzilarni apsces; epidemiologija; deca; odrasli

PERITONSILLAR ABSCESS IN CHILDREN AND ADULTS

Peritonsillar abscess is defined as a collection of pus located between the tonsillar
capsule and the pharyngeal constrictor muscle. Its considered to be a purulent complication of
acute tonsillitis. A retrospective study was made based on medical records of 149 patients who
were hospitalized at the Clinic of Otorhinolaryngology in Ni§ for the period 2016-2019 due to PTA.
The medical records of all PTA patients were reviewed to obtain the following data: age, sex,
previous episodes of abscess, seasonality, laterality, antibiotic treatment to the hospital, length
of hospitalisation and results of microbiological examination of PTA purulent contents.

The incidence rate of PTA is highly age dependent. Adolescents and young adults are
the most commonly affected. The sex, laterality and seasonal variation for PTA incidence were
statistically insignificant. Streptococcus proved to be the most frequent pathogen. Cephalosporin
| or/and 1l generation and Clindamycin were administered as empiric antimicrobial therapy in
most cases.

Key words: peritonsillar abscess; epidemiology; children; adults
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Uvod

Spektar komplikacija kod akutnog tonzi-
litisa varira od lakSih pa do po zivot opasnih kao
Sto su abscessus peritonsillaris, gangrena
pharyngis, abscessus retropharygicus, sepsis
tonsillogenes. Peritonzilarni apsces (PTA) pred-
stavlja lokalizovanu i jasno ograni¢enu Supljinu
ispunjenu gnojem i najéeScu komplikacija akut-
nog tonzilitisa. Nastaje prodiranjem piogenih
uzroCnika u vezivno tkivo izmedu tonzila i m.
constrictor pharyngis superior-a. Kao uzrok pro-
diranja piogenih uzro¢nika navodi se njihova
virulencija, slabljenje imunobioloSkog stanja bo-
lesnika i polozaj gornjeg pola u recessus (fossi)
supratonsillaris. Naj¢eS¢a klinicka stanja koja
dovode do peritonzilarnog apscesa su gnojne
angine, neadekvatno le¢eni akutni tonzilitisi, infla-
mirani zametak umnjaka donje vilice-periodonit i
ostatak tonzile nakon tonzilektomije.

BakterioloSki uzro€nici mogu biti: meSovita
piogena kultura, aerobni i anaerobni streptokok i
stafilokok, Bacteroides spp. Naj¢es¢éi uzrocnik je
B-hemolitiki streptokok grupe "A". Pedijatri i le-
kari opSte prakse Cesto se sreéu sa akutnim
tonzilitisom i anginom, a relativno rede sa kompl-
ikacijama kao Sto je peritonzilarni apsces. U
literaturi se navodi da je peritonzilarni apsces redi
u male dece i obi¢no pogada tinejdzere i mlade
odrasle, njegov znacaj je veliki zbog komplikacija.
Dijagnostiku i terapiju ovih komplikacija moraju
poznavati i lekari opSte prakse i otorinolaringo-
lozi, jer ove komplikacije mogu uzrokovati teSka
oboljenja, pa i letalni ishod.

Klinickom slikom dominira relativho buran,
nagao tok bolesti uz opste i lokalne simptome.
Bolest se nadovezuje na anginu ili polinje 2-4
dana po njenom prestanku, visokom febrilnoScu,
znojenjem, malaksalo$¢u, glavoboljom, znacima
intoksikacije. Lokalno postoji izrazen trizmus, bol
zahvacene strane zdrela, koji se pojaava pri
gutanju, hipersalivacija, fetor ex ore. Usled ede-
ma i slabije pokretljivosti mekog nepca javlja se
rinolalia i vra¢anje hrane i vode na nos. IzraZzeno
bolno i oteZano gutanje, onemogucavaju bolesni-
ku da nadoknadi te€nost koju gubi usled visoke
febrilnost, znojenjem i perspiracijom, Sto pogor-
Sava opste stanje.

Klini¢kim otorinolaringoloskim pregledom
(ORL pregled) postoji cervikalna adenopatija.
Orofaringoskopski se vidi edematozna i hiperemi-
¢na, ali suva sluzokoza mekog nepca, uvule i
nepcanih lukova, sa hiperemi¢nom i oteCenom
tonzilom, pomerenom medijalno i na dole. Asi-
metrija tonzile i nepca je izrazita kod jednostranih
apseca koji su najces¢i. Na tonzili se uocava
konfluentna, ponekad sivo prebojena naslaga.

Dijagnoza se postavlja na osnovu anam-
neze i klinickog ORL pregleda, laboratorijskih

analiza (broj leukocita, leukocitna formula, CRP i
bakterioloski bris Zdrela/tonzile).

Primenjuje se hirurska i/ili medikamentna
terapija. HirurSka se sastoji u aspiracionoj punk-
ciji i u slu€aju pus pozitivnog nalaza radi se,
incizija uz dilataciju, radi evakuacije gnojnog
sadrzaja. Bolesnicima se ordiniraju antibiotici pa-
renteralno i simptomatska terapija (analgetici,
antiedematozna terapija, intravenska rehidrata-
cija i ostalo), sve dok se lokalni nalaz u zdrelu i
subjektivno stanje ne poboljSaju, uz nastavak
ambulantnog i ku¢nog tretmana po otpustanju.

Cilj rada

Cilj rada je bio ispitati epidemiologiju peri-
tonzilrnog apscesa kod dece i odraslih hospitali-
zovanih na otorinolaringoloSkoj (ORL) klinici u
Univerzitetskom klini€kom centru Nis.

Materijal i metode

Retrospektivna studija je napravljena na
bazi medicinskih dokumentacija 149 bolesnika,
starosti od 6 do 82 godina koji su zbog peritonzi-
larnog apscesa hospitalizovani u ORL klinici u
NiSu u periodu od 2016. do 2019. godine. Dijag-
noza je postavljena na osnovu simptomatologije,
klinickog ORL pregleda, laboratorijskih analiza
krvi i bakteriolokih izolata Zdrela i tonzila. Svi
bolesnici su tretirani po protokolu koji je uobiajen
na Klinici. Medicinska dokumentacija svih pa-
cijenta obolelih od peritonzilarnog apscesa upo-
trebljena je radi dobijanja sledecih podataka: sta-
rost, pol, prethodne epizode apscesa, sezonal-
nost, strane apscesa, leCenje antibioticima tokom
prijema u bolnicu, duzina hospitalizacije, i rezulta-
ti mikrobioloSkog ispitivanja sadrzaja apscesa.
Rezultati su bili izrazeni kao procenat ili aritme-
ticka sredina, srednja vrednost (raspon). Od de-
skriptivnih metoda koriS¢eni su procenat, srednja
vrednost (SV) i standardna devijacija (SD), a od
analitickih statistickih metoda x2-test i FiSerov t-
test, Kontinuirane promenljive su uporedene
koriS¢enjem neparametarskog testa (Mann-
Whitney U-test).

Rezultati rada

U periodu ispitivanja koje smo sproveli
najve¢a broj obolelelih je bilo 2019. godine
(Histogram 1). ProseCna starost bolesnika je bila
37 + 17 godina (rang 6-82 godina). Od ukupnog
broja ispitanika, 134 (89,9 %) su bili odrasli a 15
(10,1 %) su deca. Najveci broj obolelih bilo je
uzrsta od 18-26 godina (25,5%). Od ukupnog
broja ispitanika, bilo je 80 (53,7%) muskog pola i
69 (46,3%) Zzenskog pola, bez statisticki znacajne
razlike oblelih u odnosu na pol (p = 0,594),
(Histogram 2). Apsces je naden na desnoj strani
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kod 71 (47,7%), a na levoj kod 78 bolesnika
(52,3%), a ni jedan od ispitanika nije imao obo-
strano prisustvo apscesa, bez statisticke zna-
Cajnosti izmedu dece i odraslih (p = 0,64).
Hospitalno lecenje je trajalo od 3 do 26 dana sa
prosekom od 7 + 3 dana i kod dece i kod odraslih.

Ucestalost u sezonskom javljanju nije bila sta-
tisticki znac¢ajna izmedu dece i odraslih (p = 0,46),
ali primec¢ena je veca distribucija javljanja peri-
tonzilarnog apscesa u letnjim mesecima 48
(32,2%) (Histogram 3).
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Histogram 3. Distribucija peritonzilarnog apscesa prema godisnjim dobima
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Recidiv bolesti se javio kod 6 (4%)
ispitanika bez statisticke znacajnosti u izmedu
dece i odraslih (p = 0,52). Sesnaest (10,7%)
ispitanika je imalo komplikacije, najce$¢e se
javijala infiltracija 11 (7,4%), zatim para-
faringealni i/ili retrofaringealni apsces, flegmona,
edem uvule bez statistiCke znacajnosti izmedu
dece i odraslih (p = 0,845). Dvadeset i jedan
(17,4%) ispitanik imao je neki komorbiditet,
kardiovaskularne bolesti, 15 (10,1%) i Secerna
bolest 5 (5,4%) su bili najces¢i.

MikrobioloSka analiza je uradena kod
17(11.4%) bolesnika i pokazuje predominaciju
streptokoka, S. piogenes pokazao se kao naj-
Ce8ce izolovani patogen, a prate ga S. angina-
sus, S. salivarius ali i Staphyilococcus aureus.
Empirijski su u najveéem broju slu¢ajeva koris-
¢ene kombinacije cefalosporina I i/ili lll generacije
sa linkozamidima (Tabela 1).

Tabela 1. Klini¢ke i epidemioloske karakteristike ispitivane populacije

Karakteristike

N = 149

Starosne grupe Deca 15 (10,1%)

Odrasli 134 (89,1%)
Godine srednja vrednost, rang 37 £ 17 (6-82 godina)

Pol Muski 80 (53,7%)
Zenski 69 (46,3%)

Leva 78 (52,3%)

Strana apscesa Desna 71 (47,7%)

Obostrano 0
Recidiv 6 (4%)

Zima 38 (25,5%)

o Prolece 38 (25,5%
Godisnja dob Leto 48 E32,2%g
Jesen 25 (16,8%)

vrednost, rang

DuZina hospitalizcije, srednja

7 (3-26 dana)

Komorbiditeti 26 (17,4%)
Komplikacije 16 (10,7%)
S . L Treci
Antibiotici Prvi izbor Drugi izbor .
izbor
Cefalosporini 1 generacije 21 (14,1%) 2 (1,3%) 0
Cefalosporini 2 generacije 4 (2,7%) 0 1 (20%)
Cefalosporini 3 generacije 94 (63,1%) 0 0
Klindamicin 2(1,3%) |107 (71,8%) 0
Aminoglikozidi 10 (6,7%) 5 (3,3%) 0
Metronidazol 0 2 (1,3%) 4 (80%)
Bez antibiotika 2 (1,3%)
Diskusija objasniti maniji deo razlike u stopama incidencije

Peritonzilarni apsces je bolest koja obi¢no
pogada tinejdZere i mlade odrasle, incidencija je
retka kod novorodencadi i dece. Vecina studija
navodi prevagu muskaraca; medutim, opisani su
i jednaki odnosi muSkaraca i zena (3, 4, 6, 8, 10,
11, 14-17). U naSem istrazivanju taj procenat je
53,7% za muskarce, ali ne postoji statistiCka
znacajnost u odnosu na pol (p = 0,69), kao naj-
¢esc¢i razlozi se navode veca prevalencijom Zena
u kontaktima primarne zdravstvene zastite, razli-
ke u navikama pusenja izmedu muskaraca i Zena
(faktor rizika) i sastav populacije mogu samo

PTA izmedu dva pola. Najveéi broj oboljevanja
dogodila se kod bolesnika u dobi izmedu 18 i 26
godina, 36 (24,2%) a posle postepeno opadala
do starosti. Medu naSim ispitanicima pokazala se
C¢eSc¢a zahvacéenost levih krajnika. Sli¢na raspo-
dela lateralnosti nadena je u studijama sprove-
denim u Spaniji i Severnoj Irskoj (9, 20). U drugim
radovima zabelezen jednak i jednak odnos po-
jave PTA (3, 5). Procenjena je prosecna ucesta-
lost obostranih PTA na 4,8-4,9% (19). U naSem
radu obostrani apscesi nisu pronadeni. Stopa
obostrane PTA, tacnije 1,0%, otkrivena je u studiji
sprovedenoj u Singapuru (3) u drugim radovima
ona je niza od 1% (5, 7, 14). lako su ranije pri-
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javljene sezonske razlike u incidenciji PTA, nije
bilo konsenzusa medu studijama u pogledu sezo-
nalnosti pojave. Primeceni su zimski, prolecni i
jeseniji vrhovi (4-7). Suprotno tome, u nedavnoj
studiji sprovedenoj u Danskoj (4), kao i u naSem
radu primeéena je vecéa distribucija javljanja
peritonzilarnog apscesa u letnjim mesecima 48
(32,2%) ali bez statistiCki znacajne razlike izmedu
dece i odraslih (p = 0.46). Vecina prijavljenih PTA
su polimikrobne infekcije (1, 2, 5, 7-11). Medutim,
u radu koji su sproveli Snov i saradnici, 72,3%
bolesnika imalo je monomikrobnu infekciju (13)
Takode, Megalamani i saradnici (2) identifikovali
su monomikrobni rast u 65% njihovih aerobnih
kultura. Tri bakterije smatraju se kljuénim uzroéni-
cima PTA: Streptococcus piogenes, Fusobacte-
rium necrophorum i Streptococcus milleri grupa,
ukljuCujuci S. intermedius, S. anginosus i S.
constellatus (1, 4, 5, 9-12). Pokazalo se da je S.
piogenes, jedan od najistaknutijin patogena PTA,
izolovan izmedu 20% i 30% ili otprilike 45% PTA
(1, 5, 8, 10, 15). Raste ¢eS¢e kao jedini izolat
nego u mesovitoj kulturi (12, 13, 15, 17, 20). U
nasem radu Streptokokna grupa bakterija domi-
nira, a S. piogenes pokazao se kao naj¢eSce
izolovani patogen, a prate ga S. anginosus, S.
salivarius ali i Staphyilococcus aureus. Posto je
kompletan mikrobiolo3ki pregled aspirata PTA
izvr§en samo kod malog broja nasih bolesnika 17
(11,7%), ove rezultate treba tumaciti sa oprezom.
Neke studije ne pokazuju znacCajnu razliku u
uzgojenim bakterijama izmedu bolesnika sa i bez
prethodnog le€enja antibioticima (12, 18, 22).
Opisane su stope recidiva (bez bolesnika sa
zaostalom boleS¢u) izmedu 1,8 i 25,3% (24-27).
Prose¢na stopa oboljenja sa recidivom PTA na
osnovu 14 objavljenih studija do danas je 12,2%
Pravi broj moZe biti i veci jer se recidivi mogu
razviti godinama nakon po&etnog PTA, a srednji
period pracenja u studijama (kada je definisan)
kretao se u rasponu od 18 meseci do 17 godina
(21, 23, 24) . Gavriel i saradnici su prijavili srednje
vreme izmedu dve epizode PTA od 14 meseci
(28). Moze se zakljucii da je u nasem istrazivanju
broj recidiva maniji u odnosu na druga istrazivnja
i iznosi 4 % ali bez statistiCke znacajnosti izmedju
dece i odraslih (p = 0.40). Pored hirurSke drenaze
preporu¢eno je koristiti i antimikrobnu terapiju

(29). Pozeljni rezim antibiotika varira izmedu
zemalja i centara. Viksten i saradnici su izvestili o
rezultatima upitnika koji je upuéen 81 glavnom
lekaru u Cetiri nordijske zemlje (30). Penicilin, bilo
oralni ili intravenski, bio je prvi izbor za 65%
lekara. U Danskoj kombinovano le€enje sa peni-
cilinom i metronidazolom preferiralo je 58%
lekara. Ovu kombinaciju su najéesce koristila 302
konsultanta iz Ujedinjenog Kraljevstva 2009.
godine (31). Medutim, u poslednje vreme se
izvestava o viSe antibiotskih rezima koja ukljucuje
(ali nije isklju¢iva za) intravenski penicillin sam,
amoksicilin sa klavulanskom kiselinom sa ili bez
metronidazola (32), cefuroksim i metronidazol
(33) ili klindamicin (34). U retrospektivnoj studiji
od 103 bolesnika, Kieff i saradnici su utvrdila da
ordiniran penicillin kao monoterapija nije produzio
le€enje ili povecao rizik od komplikacija u pore-
denju sa antibioticima Sirokog spektra (34). Razli-
Citi rezimi antibiotika mogu da ilustruju nedosta-
tak znanja o znacajnim patogenima PTA i da
vecina klini¢ara smatra da su vazne i bakterije
osim Streptokoka grupe ,,A,, i zato se ne osla-
njaju samo na penicilin. Empirijski su u najve¢em
broju slu€ajeva nasi ispitanici leCeni koris¢enje
kombinacije cefalosporina Il i/ili | generacije sa
klindamicinom, koje su se pokazale kao dobar
izbor, na to nam ukazuju nizak nivo recidiva 4% i
duzina hospitalizacije od 7 + 3 dana.

Zaklju€ak

Peritonzilarni apsces je bolest visoko za-
visna od starosti, obi¢no pogada mlade odrasle,
ali razlog se ne zna i nije otkriven, ne postoji sta-
tisticka znacajnost u odnosu na pol, strani pojave
apscesa, sezonske varijaciju u u€estalosti u na-
Sem istrazivanju. Duzina hospitalizacije je 7 + 3
dana, stopa komplikacija je 10,7% a recidiva 4%
i to u najvec¢em broju slu¢ajeva kod starijih ispita-
nika. MikrobioloSka analiza pokazuje predomina-
ciju streptokoka. Empirijski su u najvec¢em broju
sluCajeva koriS¢ene kombinacije cefalosporina Ill
i/ili 1 generacije sa klindamicinom koje su se
pokazale kao dobar izbor u prilog tome govore
niska stopa recidiva i mala duZina hospitalizacije.
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Breast cancer is the most common localization of malignant tumors and the most
common cause of death from malignant diseases in the female population. It accounts for about
20% of all malignant tumors in women. The primary treatment for breast cancer is surgery. The
choice of surgical treatment depends on the histopathological findings and the characteristics of
the tumor. Radical mastectomy is a mutilating surgical intervention accompanied by numerous
complications and postoperative lifestyle restrictions and numerous activities. Spare surgical
interventions are less mutilating procedures with a better cosmetic effect. The aim of this study
was to examine the quality of life of patients treated with radical mastectomy and sparing surgery
for breast cancer. The study included 60 women three months after surgery for breast cancer. A
standardized questionnaire based on questions related to the emotional status of patients, their
physical activity, sexual activity and social behavior was used. Numerous advantages have been
identified in women with sparing surgery compared to women with radical mastectomy in all
spheres of life and work. Better physical activity, more stable emotional status, better sexual
functioning and good social communication were found in women who were treated with sparing

surgery.
Key words: breast cancer, quality of life, surgery treatment

UTICAJ HIRURSKOG TRETMANA NA KVALITET ZIVOTA BOLESNICA
SA RAKOM DOJKE

Rak dojke je najéeSca lokalizacija malignih tumora i najceS¢i uzrok smrti od malignih
bolesti u Zenskoj populaciji. Cini oko 20% svih malignih tumora kod Zena. Primarno ledenje raka
dojke je hirursko. Izbor metode hirurskog leCenja zavisi od histopatoloSkog nalaza i karakteristika
tumora. Radikalna mastektomija je mutilantna hirurska intervencija pracena brojnim
komplikacijama i postoperativnim ogranicenjima u nacinu Zivota i brojnim aktivnostima. Postedne
hirurske intervencije su manje mutilantne procedure sa boljim kozmetskim efektom. Cilj ovog
rada je bio ispitivanje kvaliteta Zivota bolesnica koje su tretirane radikalnom mastektomijom i
postednom operacijom zbog karcinoma dojke.U studiju je uklju¢eno 60 Zena tri meseca nakon
hirurSke intervencije zbog karcinoma dojke. Koris¢en je standardizovan upitnik baziran na
pitanjima koje se odnose na emocionalni status bolesnica, njihovu fizicku aktivnost, seksualne
aktivnosti i socionalno ponaSanje. Utvrdene su brojne prednosti kod Zena sa posStednom
operacijom u odnosu na Zene sa radikalnom mastektomijom u svim sferama Zivota i rada.
Utvrdena je bolja fiziCka aktivnost, stabilniji emocionalni status, bolje seksualno funkcionisanje i

dobra socijalna komunikacija kod Zena koje su tretirana poStednom hirurSkom intervencijom.
Kljuéne reci: rak dojke, operativno le¢enje, kvalitet Zivota
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Introduction

Breast cancer is the most common malig-
nant tumor in women around the world and it
makes up over 20% of all malignancies in the
female population. More than 1.5 million new
cases of illness (over 360,000 in Europe) and
over 500,000 deaths with this diagnosis (in
Europe around 92,000) are registered annually
worldwide (1). The cumulative probability of the
disease is around 12.5%, that is, it is expected
that one in eight women will suffer from this
illness (2).

About 4,500 women in Serbia is annually
affected and about 1,800 dies from breast
cancer. This is the leading cause of women's
mortality between 25-44 years of age, and the
third leading cause of mortality between 45 and
64 years of age. Breast cancer in Serbia has
increased almost four times since 1970, and
frequency increases by 4.3% per year (3).

Following primary treatment with curative
intent, relapses occur in 10-30% of patients in
stage 1, during 10 years of follow-up and at 40-
50% in stage Il, during five-year follow-up (ll1, A).
Up to 85% of the disease relapse occurs within 5
years of setting the diagnosis. Following post-
operative radiotherapy, loco regional recurrence
occurs in less than 10% of patients (I, A) (4). The
5-year survival rate indicates what percentage of
people live at least 5 years following cancer
diagnosis. This percent is calculated on 100 pa-
tients. The average 5-year survival rate for
women with breast cancer is 90%. The average
10-year survival rate is 83% (5).

Following the diagnosis and depending on
the histopathological finding, radical mastectomy
or sparing breast surgery is performed, with the
goal of removing cancer tissue and preventing
further spread of the disease.

In 1889, American surgeon William Stuart
Halsted began a new era of breast cancer treat-
ment with radical mastectomy as a surgical tech-
nique which at the time became synonymous with
breast cancer radical surgery. Halsted's radical
mastectomy implied broad removal of the breast
with a tumor, removal of the pectoral muscle and
complete dissection of the armpit (6, 7).

Less mutilatory surgeries to remove whole
breasts with tumors are various modifications of
Halsted's radical mastectomy. Two surgeries
bearing the names of the authors who first per-
formed them can be distinguished.

In 1948, Patey and Dyson from the
London-based Midlese Hospital published a
report on "modified radical mastectomy" which
implied removing breast tissue with a tumor, en
bloc removal of the axillary fat pad, where the
large pectoral muscle was preserved (8, 9). This
technique involves the dissection of all three

axillary folds by Berg, with the removal of the
small chest muscle, that is, its coracoid and rib
attachments. Along with the muscle, the medial
pectoral nerve is cut, which results in denervation
and atrophy of the lower third of the large breast
muscle. This operation is still performed when the
lymph nodes are affected by a metastatic
disease.

Madden’s radical mastectomy modification
includes the removal of breast tissue after tumor-
ectomy, the removal of the pectoral fascia, the
dissection of the two lower axillary folds while
preserving both the pectoral muscles (10-12) and
complete innervation of the pectoral musculature.

The psychophysical effect on women who
underwent breast removal for health reasons is
clear. Sparing surgery, as a treatment of operable
breast cancer, was developed in the 1980s by
implementing a "cascading" theory of the cancer
spreading by which the scale of operations in the
treatment of breast cancer gradually changed
(13, 14). Lumpectomy involves removal of the
tumor as well as some surrounding tissue. This
treatment includes the excision of a malignant
tumor with a zone of surrounding healthy tissue
and dissection of the armpit. Along with achieving
local disease control, the purpose of sparing
surgery is to obtain a good cosmetic result and
improve the quality of life of a patient with breast
cancer.

Material and method

Our prospective study included 60 pa-
tients, hospitalized and primarily surgically
treated for breast cancer at the Breast and Endo-
crine Surgery Department of the Clinical Center
of Ni§ (CCN), in the period from November 1
2017 until December 31st, 2017.

In 30 patients, surgical treatment was sup-
plemented with the dissection of a ipsilateral
(same side)axilla after the primary surgery —
tumor-ectomy as a whole. These patients were
treated with sparing surgeries and they repre-
sented the treatment group. In another 30 pa-
tients, definitive surgical therapy after primary
tumor-ectomy included radical mastectomy modi-
fication by Madden. These patients were the
control group. The criteria for inclusion of patients
in this study are an excellent surgical procedure,
clinically verified tumor process, at least 3 months
after the last surgical treatment of the breast,
consent for inclusion in the study with prior
knowledge of the purpose of the study. The
criteria for excluding the patient from the study
are metastatic breast disease and the presence
of comorbidity (diabetes, hypertension, hypothy-
roidism, patients previously treated for certain
psychiatric diagnosis). In the post-operative
three-month period, a modality questionnaire was
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used as the instrument for collecting data on the
characteristics of respondents. The questionnaire
was specially designed for this research and
represented the official questionnaire for Depart-
ment of General Surgery, Clinical Center NiSs.
After it has been confirmed that the patients meet
the criteria for the inclusion in this research, the
methodology and the goal of the research was
explained to each respondent, clearly indicating
that participation in the research was voluntary
and that all the information obtained was confi-
dential and would be used only for research
purposes. The quality of life in this research is
expressed in relation to these 4 domains: emo-
tional status, physical functioning, sexual functio-
ning, and social functioning.

Statistical data processing

Statistical data processing was performed
according to the received questionnaire re-
sponses. The data is presented in the form of
absolute and relative numbers. Frequency com-
parison of different mental status parameters with
respect to the type of surgery was performed by
the Chi-square test. The hypothesis was tested
with a significance threshold p < 0.05. Statistical
data processing was done in the Epilnfo software
package.

Results

All patients in both the treatment and
control groups were represented in Table 1.

Table 1. All patients in both the treatment and control groups

Sparing surgery Radical mastectomy
(N =30) (N =30) pt
Count | % Count | %
Emotional domain
Anxiety 3 10.0 17 56.7 | <0.001
Discomfort and fear 2 6.7 14 46.7 0.001
Stress 6 20.0 21 70.0 <0.001
Insomnia 11 36.7 19 63.3 0.071
Feelings of humiliation 0 0.0 15 50.0 | <0.001%
Helplessness 1 3.3 27 90.0 | <0.001*%
Depression 2 6.7 19 63.3 <0.001
Suicidal thoughts 1 3.3 6 20.0 0.108
Dissatisfaction with the relatlonshlp with children 4 133 7 23.3 0504
and the closest family
Dissatisfaction caused by work-related problems 9 30.0 16 53.3 0.116
Physical domain
Pain 5 16.7 27 90.0 | <0.001
Tiredness 3 10.0 16 53.3 <0.001
Early post-operative complications 3 10.0 - 233 0298
(seroma, hematoma...)
Lymphoedema 0 0.0 12 40.0 | <0.001#
Body image changes 4 13.3 30 100.0 | <0.001%
Sexual domain
Changing one’s spouse 0 0.0 4 13.3 0.052%
Perception of sexual functioning 17 56.7 5 16.7 0,003
Change in body image 2 6.7 28 93.3 0.001
Changes in sexual desire 1 3.3 9 30.0 0.015
Social domain
The impact of the disease on an individual 16 53.3 30 100.0 | <0.001
Disturbed marital relations 4 13.3 17 56.7 0.001
Loss partner 1 3.3 10 33.3 0.033
Average number of dgys on sick leave with 15+6.7 | 30+9.2 <0.0012
present illness

1Chi-square test; # Fisher's exact test

Acta Medica Hammeumi 2021; 1(1):31-38 33



ACTA MEDICA HAMMEUMI

FOAVHA MPBA & BPOIJ

1 & OKTOBAP 2021.TOAMHE

Respective surgeries were performed in
53.3% of patients over 41 years of age, in 23.3%
of patients between 36 and 40 years of age,
13.3% of patients between 31 and 35 years of
age and 10.0% of patients younger than 30 years.
Radical mastectomy was performed in 63.3% of
patients over 41 years of age, 23.3% of patients
between 36 and 40 years of age, 10.0% of
patients between 31 and 35 years of age and
3.3% of patients under 30 years of age. It was
found that there was no statistically significant
difference in age of the patient relative to the
difficulty of the surgery performed (p = 0.706).

Anxiety is statistically significantly more
common in radical mastectomy patients (56.7%
versus 10.0%, p < 0.001). Discomfort and fear
are statistically significantly more common in
radical mastectomy patients (46.7% versus 6.7%,
p =0.001). Stress is statistically significantly more
common in radical mastectomy patients (70.0%
vs 20.0%, p < 0.001). Insomnia is equal to sur-
gical difficulty level (p = 0.071). Feelings of humi-
liation, helplessness and depression are present
in most radical mastectomy patients (50.0%,
90.0% and 63.3%) and are statistically signifi-
cantly more frequent than in sparing surgery
patients (for all: p < 0.001).

Depression is present in 6.7% of sparing
surgery patients and 46.7% of radical mastec-
tomy patients. Depression is statistically signifi-
cantly more common in radical mastectomy pa-
tients (p = 0.001). Suicidal thoughts occurred in
3.3% of patients who underwent sparing surgery
and in 20.0% of radical mastectomy patients.
Suicidal thoughts are not statistically significantly
related to the type of surgery (p = 0.108).
Disturbed marital relationships are statistically
significantly more common in radical mastectomy
patients (56.7% versus 13.3%, p = 0.001). Dis-
satisfaction with the relationship with children and
the closest family members is present in 23.3%
of radical surgery patients and 13.3% of sparing
surgery patients, but no statistically significant
difference was found (p = 0.504). Dissatisfaction
caused by work-related problems is present in
53.3% of radical mastectomy patients and 30.0%
of patients who underwent sparing surgeries and
were equal in comparison to the tested groups (p
=0.116).

Pain occurs in 90.0% of radical surgery
patients and in 16.7% of sparing surgery patients.
Tiredness occurs in 53.3% of radical surgery
patients and 10.0% of sparing surgery patients.
Lymphoedema occurs in 40.0% of radical surgery
patients. Body image changes are present in all
radical surgery patients and 13.3% of sparing
surgery patients. Pain, tiredness, lymphedema,
and changes in body image are statistically sig-
nificantly more common in radical surgery pa-
tients (for all: p < 0.001). Early post-operative

complications are aligned with surgical difficulty
(p =0.298).

The frequency of changing one’s spouse is
not statistically significant in relation to surgical
difficulty (p = 0.052). Perception of sexual func-
tioning was statistically significantly better in
sparing surgery patients (56.7% versus 16.7%, p
= 0.003). The change in body image is sta-
tistically significantly more common in radical
surgery patients (93.3% versus 6.7%, p < 0.001).
Changes in sexual desire are statistically signifi-
cantly more common in radical surgery patients
(30.0% versus 3.3%, p = 0.015).

The impact of the disease on an individual,
as well as on their social role, is statistically
significantly higher in radical masectomy patients
(for all: p < 0.001). Patients treated with radical
mastectomy were twice as long and statistically
significantly longer in the hospital compared to
patients treated with sparing surgery (p < 0.001).

Discussion

The results of this study clearly indicate
that breast cancer and its treatments include
many physical, psychological and social side
effects. The findings also suggest that QoL and
the body image of women who had mastectomy
were negatively affected and there was an im-
portant correlation between their body image and
QoL in relation to women who underwent sparing
surgery (p > 0.05).

Women often have to receive various treat-
ments for breast cancer as part of their therapy
and as a result, experience sudden and bother-
some physical changes to the body.

In modern oncology, the choice of opera-
tional technique must be in accordance with the
postoperative quality of life, which is of para-
mount importance to the patient. Patients with
breast cancer where the aesthetic appearance
and functional state of the breast are preserved
also shown good psychophysical stability (15).
Bearing in mind that the age limit for the occur-
rence of breast cancer shifted to the younger age
(from 30 to 40 years old), the knowledge that the
surgery will permanently change their body
image burdens the patients and makes them
mentally unstable (16). Diagnosing cancer and its
further treatment causes not only physical dis-
turbances, but also emotional trauma (17, 18).

The changes in body image, stressful
events, financial and problems with sexual inter-
course as well as depression impair the patient’s
quality of life (19). The following parameters that
influence the quality of life are to be taken into
account: attractiveness, body image impact, sex-
uality, the importance of menopausal symptoms
such as hot flashes burden and presence of
lymphedema (20). Data obtained in this study
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indicate that disturbed marital relationships occur
statistically significantly more frequently in pa-
tients with radical mastectomy (56.7% vs 13.3%,
p = 0.001). Losinga partner is also present
(33.3% vs 3.3%, p = 0.033).

Mild to moderate depression with a lower
quality of life in all areas (e.g. sexual activity) (21)
except family functioning (22) is reported in
breast cancer survivors

Depression and depressive disorders,
anxiety and anxiety disorders, anger and low self-
esteem and low emotional support cause psycho-
logical discomfort in breast cancer patients (23).
A lot of factors add to psychological distress (24)
even years after diagnosis and treatment, and
some of them are fears and concerns regarding
death and disease recurrence, impairment of
body image, alteration of femininity, sexuality and
attractiveness. The data obtained in this study
show that the presence of pain, tiredness and
lymphedema are statistically significantly more
common in patients with radical surgery (for all: p
<0.001).

Psychological disorders that come with
cancer are dramatically reducing the quality of life
and affect the outcome of the disease, increase
mortality, and according to literature, they occur
in 50% of patients with the cancer diagnosis.
Early detection of psychiatric disorders, screen-
ing, the selection of adequate diagnostic proce-
dures and the selection of adequate therapy are
a prerequisite for improving the quality of life of
such patients and influence a more favorable
prognosis (25, 26). Depressive disorder in pa-
tients with breast cancer is considered to be
conditioned by the loss of the part of the body
invested in feminine representation, along with
the fear of the incurable disease, resulting in
stigma and suffering (27, 28). Being an extremely
difficult time, initial breast cancer recurrence is
often associated with psychological distress,
such as higher rates of anxiety and depressive
disorders (> 40%) (29).

The results obtained in this study coincide
with data derived from published literature. De-
pression is statistically significantly more com-
mon in patients with radical mastectomy (46.7%,
6.7%, p = 0.001). Also, in a prospective study,
Watson et al. (30) found among 578 early breast
cancer patients that anxiety, hopelessness and
similar depressive symptoms were linked to an
increasingly reduced chance of survival at 5
years follow-up.

Different types of depression that sub-
sequently might impair the quality of life can occur
after traumatic breast cancer treatment (31).
Depression factors that influence the quality of
life are fatigue, past history or a recent episode of
depression following the onset of breast cancer,

cognitive attitudes of helplessness/hopelessness
and resignation (32, 33).

Some studies (34) show that psychological
disorders are the rarest in the group with sparing
surgery, then in those with reconstruction, while
they are the most common in the group with
mastectomy. The results of this study showed
that QoL of women with radical mastectomy
compared to sparing surgery was very low.
Anxiety (56.7% versus 10.0%, p < 0.001), dis-
tress and fear (46.7% versus 6.7%, p = 0.001),
stress (70.0% vs. 20.0%, p < 0.001), a sense of
humiliation and helplessness are present in most
patients who underwent radical mastectomy
(50.0%, 90.0%, < 0.001), and are statistically
significantly more frequent than in patients who
underwent sparing surgery. Our findings coincide
with findings from the published literature. Rabin
et al. (35) indicate in their studies that the lowest
QoL score in both physical and psychological
domain is in fact seen in women who underwent
mastectomy.

The complex concept of body image in
women who have been treated for breast cancer
includes three distinctive areas. The first is affec-
tive (feeling feminine and attractive), then be-
havioral (avoiding people due to changes in
appearance), and finally cognitive (satisfaction
with the scar or appearance in whole) (36). It is
common that poor body image perceptions in
breast cancer survivors negatively influence the
physical and psychological functioning and also
the quality of their relationships (37).

As it can cause more disfigurement than
other forms of surgery, including lumpectomy,
mastectomy leads to a poorer body image and a
deterioration in the patient’s QoL (38). Our study
showed that changes in body image were sta-
tistically significantly more common in patients
with radical surgery (30.0% versus 3.3%, p =
0.015) compared to sparing surgeries. Bagheri
and Mazaheri (39) also implied that there was an
important relationship between QoL and body
image in patients who underwent a unilateral
mastectomy. Gardikiotis et al. (40) also claim that
the QoL of mastectomized women was in-
fluenced by the level of satisfaction with the body
image. Mastectomy patients reported low body
image at follow-up and experienced certain prob-
lems with sexual functioning. Other studies
among women with breast cancer confirmed this
finding (41, 42). In this study, the obtained data
indicate that perception of sexual functioning
(56.7% vs. 16.7%, p = 0.003), changes in sexual
desires (93.3% versus 6.7%, p < 0.001) were
statistically significantly worse in patients with
radical mastectomy.

When it comes physical functioning, a
negative body image can often be the cause of
certain sexual difficulties (43). These difficulties
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can include decreased libido, vaginal dryness,
atrophic vaginitis, and hot flashes due to a prema-
ture menopause. These can have negative con-
sequences on the sexuality of the younger
woman being treated for breast cancer (44, 45).

Studies and research reported findings in
relation to body image and the negative influence
it may have on the younger breast cancer sur-
vivors and their partnered relationships. (46, 47).

In this study, the obtained data indicate
that perception of sexual functioning (56.7% vs.
16.7%, p = 0.003), changes in sexual desires
(93.3% versus 6.7%, p < 0.001) were statistically
significantly worse in patients with radical maste-
ctomy. The influence of the disease on the indi-
vidual as well as on their social role is statistically
significantly higher in patients with radical maste-
ctomy (for all: p < 0.001). Women treated with
radical mastectomy were twice as long and
statistically significantly longer in the hospital
compared to patients who underwent sparing sur-
gery. (p <0.001).

Patients who return to work may also have
to deal with certain problems, not only in the
relationship with their colleagues but also in their
cognitive functioning (48).

Conclusion

Despite the limitations of this study due
to a small number of respondents, it was con-

cluded that the analysis of the predictors of the
quality of life also showed the predictive influence
of the health characteristics of the respondents
describing the functional status, the predictors of
the quality of life in the domain of mental health
as well as the characteristics of the treatment.

The perception of the quality of life in
patients who underwent radical mastectomy and
patients treated with a sparing surgery is dif-
ferent, with a poorer perception of the quality of
life observed in patients treated with radical
mastectomy. Patients undergoing sparing sur-
geries have a higher level of quality of life in the
domain of emotive, physical, sexual and social
health than patients who underwent radical
mastectomy.

The quality of life, psychosocial condition
and body image were most severely disrupted in
patients who were subjected to mastectomy,
unlike patients who underwent sparing surgery.
Mastectomy has more negative effects both on
body image and QoL when compared to other
treatment types.

According to the results of the study, it
can be suggested that during the planning of
surgical oncology treatment, special attention
should be paid to specific differences in possible
changes in the body image and QoL of women
who are subjected to mastectomy or sparing
surgery, with the exclusion of other variables that
may have a confounding effect.

36 Acta Medica Hammeumi 2021; 1(1):31-38



ACTA MEDICA HAMMEUMI

TOAVMHATIPBA & BPOJ 1 & OKTOBAP 2021.TOAMHE

References

1. Ferlay J, Soerjomataram |, Ervik M, Dikshit R,
Eser S, Mathers C, et al. GLOBOCAN 2012
v1.0, Cancer Incidence and Mortality World-
wide: IARC CancerBase No. 11 [Internet].
Lyon, France: International Agency for Re-
search on Cancer; 2013. Available from:
http://globocan.iarc.fr, accessed on 13/12/2013.

2. Pekmezovi¢ T. Epidemiologija raka dojke. U:
MilaSinovi¢ G, urednik. Vodi¢ dobre klinicke
prakse za dijagnostikovanje i leCenje raka
dojke. Beograd: Ministarstvo zdravlja Republike
Srbije; 2013.5-7.

3. Hospitalni registar za rak Instituta za onkologiju
i raduiologiju Srbije, 2012.

4. ESMO Minimum Clinical Recommendations for
diagnosis, treatment and follow-up of locally
recurrent or metastatic breast cancer (MBC).
Annals of Oncology 16 (Supplement 1): i10-i12,
2005.

5. https://www.cancer.net/cancer-types/breast-
cancer/statistics/2015

6. Halsted WS (1894) I. The results of operations
for the cure of cancer of the breast performed at
the Johns Hopkins Hospital from June, 1889 to
January, 1894. Ann Surg 20:497-555.

7. Halsted WS. The resuslts of radical operation
for the cure of the carcinoma of the breast. Ann
Surg. 1907;46:1.

8. Patey DH, Dyson WH. The prognosis of
carcinoma of the breast in relation to the type of
operation performed. Br J Cancer 1948;2:7-13.

9. Djordjevic L. Korelacija lokalnog recidiva i ph
nalaza na ekscizionim povrsinama kod bole-
shica lecenih postednim opercijama zbog karci-
noma dojke.Magistarska teza.2000.Nis.

10.Madden JL, Kandalaft S, Bourque R, Modified
radical mastectomy. Ann Surg,1972;175:624.

11. Schnitt SJ et all. Can we identify patientswith
invasive breast cancer adequatly treated with
breast conserving surgery alone? Mod Pathol.
1998;11(2):129-33.

12. Auchincloss H. Significans location and number
of axillary metastases in carcinoma of the
breast. A justification for conservative opera-
tion. Ann Surg,1963;158:37.

13.Veronesi U, Cascinelli N, Mariani L, Greco M,
Saccozzi R, Luini A, Aguilar M, Marubini E.
Twenty-year follow-up of a randomized study
comparing breasconserving surgery with
radical mastectomy for early breast cancer. N
Engl J Med 2002;347(16):1227-32.

14. Sarrazin D,Le M,Rouesse J et al. Conservative
tretmanent versus mastectomy in breast cancer
tumors with microscopic diameter of 20 mm or
less.Cancer,1984;53:1209.

15. Avis NE, Crawford S, Manuel J. Psychosocial
problems among younger women with breast
cancer.Psychooncology 2004;13(5):295-308.

16.Wilkins EG, Cederna PS, Lowery JC, Davis JA,
Kim HM, Roth RS, Goldfarb S, Izenberg PH,
Houin HP, Shaheen KW Prospective analysis
of psychosocial outcomes in breast reconstruct-
ion: one-year postoperative results from the
Michigan breast reconstruction outcome study.
Plast Reconstr Surg,2000;106(5):1014-25.

17.Kissane DW, Maj M, Sartorius N. Depression
and cancer. Hoboken, NY: John Wiley & Sons
Ltd, 2011.

18. Meijer A, Roseman M, Delisle VC i sur. Effects
of screening for psychological distress on pa-
tient outcomes in cancer: A systematic review.
J Psychosom Res 2013;75:1-17.

19.Andritsch E, Dietmaier G, Hofmann G,
Zloklikovots S, Samonigg H. Global quality of
life and its potential predictors in breast cancer
patients: an exploratory study. Support Care
Cancer 2007;15(1):21-30.

20.Grabsch B, Clarke DM, Love A, McKenzie DP,
Snyder RD, Bloch S et al. Psychological morbi-
dity and quality of life in women with advanced
breast cancer: a cross-sectional survey. Palliat
Support Care. 2006;4(1):47-56.

21.Andritsch E, Dietmaier G, Hofmann G,
Zloklikovots S, Samonigg H. Global quality of
life and its potential predictors in breast cancer
patients: an exploratory study. Support Care
Cancer. 2007;15(1):21-30.

22.Mols F, Vingerhoets AJ, Coebergh JW, van de
Poll-Franse LV Quality of life among long-term
breast cancer survivors: a systematic review.
Eur J Cancer. 2005;41:2613-19.

23.Casati A, Meyerowitz BE. Psychosocial cor-
relates of breast cancer and its treatments.
Psychol Bull 1980;87(1):108-31.

24.Baucom DH, Porter LS, Kirby JS et al
Psychosocial issues confronting young women
with breast cancer. Breast Dis. 2006.23:103-13.

25. Asevedo E, Brietzke E, Chaves AC. First manic
episode in a patient with breast cancer. Gen
Hosp Psychiatry 2013;35:13-14.

26.Harter M, Reuter K, Aschenbrenner A i sur.
Psychiatric disorders and associated factors in
cancer: results o fan intervju study with patients
in inpatient, rehabilitation and outpatient treat-
ment. Eur J Cancer 2001,37:1385-93.

27.Vin-Raviv N, Akinyemiju TF, Galea S i sur.
Depression and Anxiety Disorders among
Hospitalized Women with Breast Cancer.
PLOS One 2015;10(6):129-69.

28.Fresche de Souza B, Andrade de Moraes J,
Inocenti A i sur. Women with breast cancer

Acta Medica Hammeumi 2021; 1(1):31-38 37



ACTA MEDICA HAMMEUMI

TOAVMHATIPBA & BPOJ 1 & OKTOBAP 2021.TOAMHE

taking chemotherapy: depression symptoms
and treatment adherence. Rev Lat Am
Enfermagem 2014;22(5):866-73.

29.0kamura H, Watanabe T, Narabayashi M,
Katsumata N, Ando M, Adachi | et al (2000)
Psychological distress following first recurrence
of disease in patients with breast cancer: pre-
valence and risk factors. Breast Cancer Res
Treat 61:131-7.

30. Watson M, Haviland JS, Greer S, Davidson J,
Bliss JM. Influence of psychological response
on survival in breast cancer: a population-based
cohort study. Lancet. 1999.354:1331-6.

31.Deshields T, Tibbs T, Fan MY, Taylor M Differ-
ences in patterns of depression after treatment
for breast cancer. Psychooncology. 2006;15:
398-406.

32.Kissane DW, Grabsch B, Love A, Clarke DM,
Bloch S, Smith GC (2004) Psychiatric disorder
in women with early stage and advanced breast
cancer: a comparative analysis. Aust N Z J
Psychiatry 38(5):320-6.

33.Okamura M, Yamawaki S, Akechi T, Taniquchi
K, Uchitomi Y (2005) Psychiatric disorders
following first breast cancer recurrence: pre-
valence, associated factors and relationship to
quality of life. Jpn J Clin Oncol 35(6):302-9

34.Nissen MJ, Swenson KK, Ritz LJ, Farrell JB,
Sladek ML, Lally RM. Quality of life after breast
carcinoma surgery:a comparison of three sur-
gical procedures. Cancer. 2001 Apr;1;91(7):
1238-46.

35.Rabin EG, Heldt E, Hirakata VN, Fleck MP.
Quality of life predictors in breast cancer
women. Eur J Oncol Nurs 2008;12:53-7.

36.Hopwood P, Fletcher I, Lee A, Al Ghazal S. A
body image scale for use with cancer patients.
European journal of cancer. Jan; 2001;37(2):
189-97.

37.Fobair P, Stewart SL, Chang S, D'Onofrio C,
Banks PJ, Bloom JR. Body image and sexual
problems in young women with breast cancer.
Psychooncology. Jul; 2006;15(7):579-94.

38.Chow R, Pulenzas N, Zhang L, Ecclestone C,
Leahey A, Hamer J, DeAngelis C, Bedard G,
McDonald R, Bhatia A, Ellis J, Rakovitch E,
Vuong S, Chow E, Verma S. Quality of life and
symptom burden in patients with breast cancer

treated with mastectomy and lumpectomy.
Support Care Cancer 2016;24:2191-9.

39.Bagheri M, Mazaheri M. Body image and
quality of life in female patients with breast
cancer and healthy women. Journal of
Midwifery and Reproductive Health 2015;3:
285-92

40. Gardikiotis |, Manole A, Azoicai D. Quality of life
with mastectomy for breast cancer, in terms of
patients’ responses of SF-36 questionnaire.
Rev Med Chir Soc Med Nat lasi 2015;119:529-
35.

41.Collins KK, Liu Y, Schootman M, et al. Effects
of breast cancer surgery and surgical side
effects on body image over time. Breast Cancer
Res Treat. Feb; 2011;126(1):167-76.

42.Rasmussen DM, Hansen HP, Elverdam B.
How cancer survivors experience their changed
body encountering others. European journal of
oncology nursing: the official journal of
European Oncology Nursing Society. Apr;
2010;14(2):154-9.

43.Panjari M, Bell RJ, Davis SR. Sexual function
after breast cancer. The journal of sexual
medicine. Jan; 2011;8(1):294-302.

44, Rowland JH, Meyerowitz BE, Crespi CM, et al.
Addressing intimacy and partner communica-
tion after breast cancer: a randomized control-
led group intervention. Breast Cancer Research
and Treatment. Nov; 2009;118(1):99-111.

45. Avis NE, Crawford S, Manuel J. Quality of life
among younger women with breast cancer.
Journal of Clinical Oncology. May 20;2005
23(15):3322-30.

46.Zimmermann T, Scott JL, Heinrichs N. Indivi-
dual and dyadic predictors of body image in
women with breast cancer. Psychooncology.
Oct; 2010;19(10):1061-8.

47.Elmir R, Jackson D, Beale B, Schmied V.
Against all odds: Australian women's experien-
ces of recovery from breast cancer. J Clin Nurs.
Sep; 2010;19(17-18):2531-8.

48.Helena Carreira, Rachael Williams, Martin
Muller, Rhea Harewood, Krishnan Bhaskaran.
Adverse mental health outcomes in breast
cancer survivors compared to women who did
not have cancer: systematic review protocol.
Syst Rev. 2017;6:162.

38 Acta Medica Hammeumi 2021; 1(1):31-38



ACTA MEDICA HAMMEUMI TOAVMHATPBA & BPOJ 1 & OKTOBAP 2021.TOAMHE

UDK: 616.155.194-053.31

THE NEONATAL HEMOLYTIC ANEMIA - LATE HEMOLYITIC DISEASE OF THE
NEWBORN OR PRIMARY AUTOIMMUNE HEMOLYTIC ANEMIA?
A CASE REPORT AND LITERATURE REVIEW

Dr med. Marija Stojiljkovié¢, Spec. dr med. NebojSa Dimitrijevic,
Doc. dr sci med. Mirjana Miljkovi¢

Children's Department General Hospital of Leskovac

The Hemolytic Disease of the newborn (HDN) and primary autoimmune hemolytic
anemia (AHA) in newborn are developed as consequence of hemolysis newborn erythrocytes. In
the HDN cause of hemolysis is anti-erythrocyte antibodies by mother immune system which pass
through the placenta and bind to newborn erythrocytes and leading to their hemolysis. In AHA
hemolysis of erythrocytes is also caused by antibodies but their etiology is unknown. In neonatal
period, both disorders are clinically presented very similar. We described a sudden occurrence
of severe anemia with hyperbilirubinemia in 15 days old, second-born newborn with positive
direct antibody test (DAT). Blood group was O, RhD positive with DAT negative at the birth. After
clinical stabilization by erythrocyte transfusions, intensive phototherapy and adequate hydration,
DAT was negative. Mother blood group was O, RhD negative. Mother was irregulary controlled
the presence of anti-D antibodies in the blood, in the 12t and 36" week of pregnancy and result
was negative. Mother was measles affected during pregnancy in the 7t month of gestation. The
first child is RhD positive. Immunohematological tests did not confirm anti erythrocyte antibodies
in the serum of the mother and newborn. We focused further examinations on the possible
autoimmune hemolytic anemia in the newborn. We found high IgG titers of EBV in neonatal
serum but within the reference values. Conclusion: Regular antenatal tests in the 12th week of
pregnancy and retesting of the 28" and 34 week are necessary and should be performed with
each Rh D negative pregnant woman due to prevention of the HDN antenatal application of Rh
gama globulin.

Key words: jaundice, anemia, hemolysis of erythrocytes, Hemolytic Disease of the
Newborn, Autoimmune hemolytic anemia

NEONATALNA HEMOLIZNA ANEMIJA = KASNA HEMOLITICKA BOLEST
NOVOORODENCETA ILI AUTOIMUNA HEMOLIZNA ANEMIJA?
PRIKAZ SLUCAJA | PREGLED LITERATURE

U hemoliznoj bolesti novorodenceta (HBN), hemoliza eritrocita je posledica nastanka
antieritrocitnih antitela, koja stvara imuni sistem majke. Ova antitela prolaze kroz placentu i
vezuju se za eritrocite novorodenceta i dovode njihove hemolize. U autoimunoj hemoliznoj
anemiji kod novorodenceta hemoliza eritrocita je izazvana antitelima nepoznatie etiologije. Oba
poremecaja se kliniCki prezentuju veoma sliéno u neonatalnom periodu. Opisali smo iznenadnu
pojavu ozbiline anemije i hiperbilirubinemije kod 15 dana starog, drugorodenog, novorodenceta
koje imalo pozitivan DAT na prijemu. Prvo dete je RhD pozitivno. U 7. mesecu trudnoc¢e majka
Je obolela od teSkog oblika malih boginja. Krvna grupa novorodenceta je O, Rh D pozitivan, sa
negativnim DAT—om na rodenju. Majka je O krvna grupa, Rh D negativna. Ona je iregularno
kontrolisala prisustvo anti D antitela antenatalno, u 12. i 36. nedelji trudno¢e Imunohematoloskim
testovima nismo uspeli da potvrdimo anti eritrocitna antitela u serumu majke i novorodenceta.
Dalja ispitivanja usmerili smo na ispitivanje moguce autoimune hemolizne anemije kod
novorodenceta. Nasli smo visoke titre IgG na EBV u serumu novorodenceta u poredenju sa istim
titrima u serumu majke, ali u okviru refenetnih vrednosti. Regularna antenatalna testiranja u 12.
nedelji trudnoce i retestiranje u 28. i 34. nedelji su neophodna i trebaju biti sprovedena kod svake
Rh D negativne trudnice zbog prevencije HBN antenatalnom primenom RhD gama globulina.

Kljuéne reci: Zutica, anemija, hemoliza eritrocita, hemolizna bolest novorodenceta,
autoimuna hemolizna anemija
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Introduction

Neonatal hyperbilirubinemia occurs in 60-
80% of neonates as a consequence of decreased
bilirubin conjugation (due to immaturity of the
enzyme liver system), reduced bilirubin binding to
hepatocytes and increased bilirubin production.
In a healthy neonate, the highest values of un-
conjugated bilirubin are between the first 48 and
72 hours of life. In the end of the second week its
values are normalized (1). Neonatal hyperbilirubi-
nemia is always pathologic if it occurs during the
first 24 hours of life, if serum bilirubin concentra-
tion exceed 205 ymol/L and persist for longer
than 7 days, if the increase of bilirubin is greater
than 85 pumol/L for 24 hours and if the con-
centration of direct bilirubin over 34 umol/L (2). In
this case, we described a sudden occurrence of
severe anemia with severe hyperbilirubinemia in
a 15 day old newborn with Rh D incompatibility,
but without proven Rh isoimmunization of mother.
Rh isoimmunization is maternal immune re-
sponse to fetal erythrocyte antigens inherited
from his father. It occurs when the red cells of the
fetus, on whose surface there are foreign anti-
gens for mother's immune system, found in
circulation during various fetomaternal bleeding
(labor, artificial or spontaneous abortion, placenta
previa, placenta abruption, multiple pregnancy,
ectopic pregnancy, prenatal diagnosis). The most
immunogenic and clinically most important is the
antigen D, which is the most common cause of
mother's Rh isoimmunization and severe forms of
hemolytic disease in the newborn. Rh isoimmuni-
zation was a "disease" with a high rate of peri-
natal morbidity and mortality, but prophylactic
administration to Rh D gamma globulin insensi-
tive Rh D-negative women immediately after the
birth of an Rh D-positive child is reduced fre-
quency from 14% to 0.1-0.3% (3-5).

Case report

A male newborn of 15 days old was
admitted to the Children's Department because
suddenly occur intense jaundice, poor feeding
and somnolence. Mild jaundice was developed in
the second day of life and resolved to the 6t days
without treatment. The newborn was completely
healthy, breast feeding regularly and adding to
the weight gain. At the 15" day of life, skin was
suddenly intensely yellowed, newborn refused
breast feeding and was somnolent.

The newborn was the second Rh D posi-
tive child from a second, monitored pregnancy
during which the mother used Progesteron.
Mother's blood group was O, Rh D negative, and
she was irregularly controlled the presence of anti
D antibodies in the blood, in the 12" and 36"
week of pregnancy. Result was both times nega-

tive. After both deliveries mother received anti D
immunoglobulin. She did not have abortions and
did not receive blood transfusions in her life. In
the 7% month of pregnancy, the mother was
measles affected with severe form of pneumonia.
She was treated with Ceftriaxone, Corticoste-
roids, Aminophylline, oxygen therapy, after there
was health improvement and recovery. The preg-
nancy ended at the 40" week of gestation in
vaginal delivery, without complications. At the
time of birth, the neonates's weight was 3.100 g,
height 51.0 cm, head circumference 33.0 cm. The
Apgar score was 10 points at the first and fifth
minutes after birth. The newborn's blood type was
O, Rh D positive, with a negative direct antiglo-
bulin test (DAT). The complete blood counts
showed leukocyte count 24.9 x 10%/L with normal
lymphocyte (37%) and granulocyte count
(59.7%). Red blood cells (RBC) count 5.44 x 1012/
L, hemoglobin (Hb) 196 g/l and hematocrit (Hct)
55.7% were normal. The newborn was in good
condition with a mild jaundice from the second
day of life. In the second and third days of life,
was applied 1% eye ointment of Chloramphenicol
due neonatal conjunctivitis. Immediately after the
birth the newborn received vitamin K (Konakion 1
mg), and hepatitis B vaccine. In the fourth day of
life was vaccinated with BCG vaccine. Family
history was without significant hereditary.

In the 15" day of life, afebrile, somnolent,
hypotonic newborn in flexion-extension position
and reduced spontaneous motor activity with in-
tensive yellow skin and sclera was admitted to
our Children's Department. Body weight was
3.230 g. Primitive reflexes were impaired. The
complete blood count showed severe anemia,
red blood cells (RBC) count was 2.36 x 10%?/L, Hb
79 g/L, Hct 22.7%, with normal erythrocytes
indices: mean cell volume (MCV) 96.2 fl, mean
cell hemoglobin (MCH) 33.5 pg), mean cell hemo-
globin concentration (MCHC) 348 g/L. The total
number of white blood cells (WBC) was normal
13.8 x 10%/L, with increased lymphocyte (lymph)
count 66.9%, and low granulocyte (gran) count
26.0. The plateles (PIt) count was also increased
607 x 10°%L. Biochemical blood analysis showed
greatly increased total bilirubin 415 pumol/L, direct
bilirubin 30.3 pmol/L and lactate dehydrogenase
(LDH) 581 U/L. C-reactive protein (CRP) was 0.1
mg/L. The rest of biochemical analysis showed
normal aspartate aminotransferase (AST) 29 UI/L,
alanin aminotransferase (ALT) 10 U/L, alkaline
phosphatase 291, gamma glutamyltranspherase
(gama GT) 76 U/L and cholesterol 1.7 mmol/L.
Immunohematological studies showed the new-
born's blood group to be O Rh D positive with a
positive DAT. Serum levels of bilirubin were very
high so phototerapy was necessary. After 18
hours of intense phototherapy and adequately
hydration, RBC count continued to decline (2.11..
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2.09 x 10%¥/L), as values Hb (67 g/L) and Hct
(20.3%). Serum levels of bilirubin were lower (308
285.35 pmol/L) and LDH (523 U/L). Values of
glucose, blood urea, creatinine, total proteins,
albumin, AST, ALT, CRP, uric acid, acid-base
status were in normal range. After 24 hours DAT
was negative. Two transfusions of erythrocytes
were used due to low hemoglobin levels and
continued phototherapy in 42 hours because of
hiperbilirubinemia. Repeated blood analysis
showed increase in RBC count (3.28 x 1012/L), Hb
(107 g/L), and decrese in total bilirubin level (197
umol/L). Repeated DAT was negative. The new-
born was discharged from hospital with diagnosis
Neonatal hemolytic jaundice and Anemia side-
ropenica with the recommendation to start the
treatment with vitamin D and antianemic therapy
with complex vitamin B 5 g daily and folic acid %4
tablets of 5 mg. Two days after discharged the
newborn was again admitted in our department
because of the yellow skin and cough. The pre-
sence of jaundice required further examination to

detect the cause. Physical examination showed
discrete yellow skin color, nasal congestion and
laryngitis. Complete blood count was showed
normal RBC count (3.24 x 10%/L), Hb (104 g/L),
Hct (30.7%), WBC (11.8 x 109), increased
lymphocyte count (61.5%), decreased granulo-
cyte count (32.2%) and normal PIt (424 x 109).
Biochemical blood analysis showed values of
total bilirubin 104.7 pmol/L and CRP was 1.6
mg/L. The periphery blood smear showed anulo-
cytosis without other morphological changes.
Ultrasound examination of central nervous sys-
tem and abdomen were normal. During the first
hospitalization, due life-threatening hemolysis
and rapid disease progression abdominal ultra-
sound exam and peripheral blood smear not
done for technical reasons. Chest X ray was
normal. Indirect antiglobulin test (IAT) did not
show the presence of anti-erythrocytes anti-
bodies in the serum of the mother and newborn
DAT was negative (Table 1).

Table 1. Inmunohematological tests

Blood group Rh phenotype DAT IAT
Newborn (@) CDelcde Positive (1+), negative, negative | Negative, negative
Mother (@) Cde/cde Negative negative
Father A CDe/Cde / /
The first child (@) CDelcde / /

DAT- direct antiglobulin test; IAT- indirect antiglobulin test

Viral serology (Epstein-Barr virus- EBV,
Cytomegalo-virus- CMV, Herpes simplex virus 1-
HSV-1) and serology on Toxopalasmosis showed
negative IgM titers to the examined viruses in
mother's and newborn's serum. Comparing
quantitative titer values, it was founded that 1gG
for EBV in the newborn (20.83 U/ml) was 10 times
higher than the 1gG mother titre (1.49 U/ml).
Newborn treated with antibiotic therapy and
inhalation of cortico-steroid (budesonide of 0.25
mg / ml, 1 ml at 12 h), as recommended by
otolaryngologists. In the coming period there was
a decreased in RBC (2.62..2.50 x 10%?/L), Hg
(81..85 g/L) and Hct (22.8..25.2%). White blood
cells (11.7..14.5 x 10%L), lymphocyte count
(63.5..76.9%) and granulocyte count
(30.1..14.9%) were same. Se-rum levels of total
bilirubin (14.3 pmol/L), and direct (3.6) pmol/
were normal, while serum iron level was slightly
decreased 10.8 pmol/lL (12.5-32.2 umol/L).
Recommended antianemic therapy is continued
(folic acid, vitamin B complex). We continued to

monitor infant during the next 6 months. Early
psychomotor development was normal. Body
weight (percentiles 53) and body length
(percentiles 48) were appropriate for age and
gender.

Discussion

Serum bilirubin level more than 340 umol/L
in a newborn represent severe hyperbilirubine-
mia, while concentration over than 425 pmol/L
represent critical hyperbilirubinemia and serious
risk of developing kernicterus (6). Hyperbilirubi-
nemia associated with anemia in newborns is
commonly caused by hemolytic disease of the
newborn (HDN), diseminal intravascular coagula-
tion or the use of some drugs (penicillins) (2).
Hemolytic disease of the newborn (HDN) is
usually the result of ABO and Rh incompatibility
between the newborn and the mother. For the
determination of HDN, it is necessary to deter-
mine ABO and Rh D blood group, direct and indi-
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rect antiglobulin test in newborn, and ABO and
Rh blood group and IAT in mother (7). Hemolytic
disease of the newborn is consequence forma-
tion of antierythrocyte antibodies by mother im-
mune system which pass through the placenta
and bind to newborn erythrocytes and leading to
their hemolysis. Anemia and jaundice usually
manifested at the birth or in the first hours after
birth. The most severe form of HDN is the
hydrops fetalis that causes the fetal death. Hemo-
lytic disease of the newborn is most commonly
caused by anti D antibodies in sensitized Rh D
negative mother so that regular antenatal tests in
the 12t week of pregnancy and retesting of the
28" and 34t week are necessary and should be
performed with each Rh D negative pregnant
woman (4). Except anti D, anti ¢, anti E and anti
K antibodies are the most common causes of
severe HDN forms (8, 9). A ten year retrospective
study in our country confirmed the presence of
irregular antibodies in 0.64% of pregnant women.
Of this number, 68% were anti-D antibodies in
pregnant women as a result of active immuni-
zation, and the conclusion of the study was that
in Serbia had high percentage of immunized Rh
D negative pregnant women (9). In literature was
described the case of the Rh D negative pregnant
woman who was twice controlled presence of anti
D antibodies in the second trimester of pregnancy
and the result was negative. But at the birth
newborn developed HDN with a positive DAT and
anti D antibodies were proven in the blood of the
mother after delivery (10). It is very important to
regularly and correctly control the presence of
anti D antibodies in the 12, 28" and 34" weeks
of pregnancy for the prevention of HDN. In our
case, mother did not control regularly presence of
anti D antibody. Hemolytic disease of the new-
born can be caused by anti-erythrocyte antibo-
dies to antigens with very low incidence, the Kell
system antigens have the highest clinical signify-
cance (11-14). Although it is typical of HDN in the
first hours after birth, occurrence of HDN in mid-
neonatal period is described. During early neo-
natal period neonates were in good condition with
mild jaundice, both newborns developed severe
anemia, metabolic acidosis and was vital threate-
ning in 12t and 18" day of life. At birth, in both
newborns DAT was positive (15). The exact
reason for the late hemolysis and anemia is still
not evaluated, because the concentration of anti-
erythrocyte antibodies in the circulation of the
newborn is the highest at the birth. Hurdle AD.
and Davis JA., described the case of a newborn
with HDN in second week of life with a positive
DAT and IAT, anti D antibodies at the birth. It is
assumed that the cause of late HDN persistence
of anti D antibodies in the blood of the newborn,
even after exchange transfusion with Rh D nega-
tive blood, that destroy newly formed Rh D posi-

tive red cells (16). Rare HDN cases with negative
DAT were described, with subsequently detected
anti A and anti B antibodies in the maternal and
neonatal serum. Also, in another case which
ended with a fatal outcome of newborn, DAT was
negative on fetal blood but anti C and anti ¢
antibodies were subsequently confirmed in the
mother's blood (17). Hemolytic disease of the
newborn can be result from disorders in the
structure of the membrane of the erythrocyte
which are characterized by rapidly progressive
hyperbilirubinaemia after birth, positive family
history, negative DAT, and abnormalities in the
peripheral blood smear where the most common
spherocytes. Defects in the synthesis of erythro-
cyte enzyme (pyruvate kinase deficiency and
glucose-6-phosphate dehydrogenase) cause
HDN during the first few hours and days after the
birth of a serious jaundice without anemia. Neo-
natal haemolysis due to hemoglobinopathy, ex-
cluding a-thalassemia major, does not manifest
clinically in the neonatal period (18).

Hemolysis of red blood cells followed by
severe anemia and hyperbilirubinemia is con-
sequence of the presence anti erythrocytes anti-
bodies in the blood which bind to surface
membrane of erythrocytes and leads to their
destruction. The etiology of the formation of anti-
erythrocyte antibodies, which lead to hemolysis
may be different. If the etiology is unknown, it is a
primary autoimmune hemolytic anemia, while
secondary autoimmune hemolytic anemia is
caused by drugs, infectious agents, malignant,
lymphoproliferative and autoimmune diseases
(29).

In literature, the cases of autoimmune
hemolytic anemia in 6 months old infant are de-
scribed due to infection CMV (20), and in seven
years old girl due to EBV infection (21). Auto-
immune hemolytic anemia in children was also
described after vaccination. A 20-year-old girl
had two attacks of hemolysis, the first after oral
polio vaccine, the other seven months later after
the MMR vaccine. A case of hemolysis was re-
ported in a 21-month-old boy a few days after Di-
Te-Per, Haemophilus influenza, Hepatitis B, and
polio vaccine (22). Tsuchiya et al. described the
case of hemolytic anemia in this 9-year-old boy
probably caused by vaccine against influenza
virus (23). A case of hemolytic anemia occurred
in a 5 year old girl who treated with Ceftriaxone
due to urinary tract infection. The presence of
antibodies to ceftriaxone in the blood was proven
(24). In almost all of these cases, DAT was posi-
tive. Motta M et al. described a case of autoi-
mmune hemolytic anemia in 12 hours old neo-
nates that developed a serious anemia with
hepatomegaly. Peripheral blood smear showed
spherocytosis with anisopoicilocytosis while the
puncture bone marrow showed blocked erythro-
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poiesis on basophilic erythroblasts. The cause of
this hemolysis in newly born child remained un-
known (25). Viral infection may be associated
with different hematological disorders because
caused by modulation of the immune response.
The viruses have the ability to redirect the host
immune response against the antigen's own tis-
sues by molecular mimicry process. The loss of
immunological tolerance is result of dysregulated
immune response directed against the virus. In
autoimmune hemolytic anemia, macrophage
phagocytosis of autoantibodies related to the sur-
face of erythrocytes in the spleen and their
hemolysis. Viral infections have the ability to
change the expression of the cytokine profile and
to accelerate the phagocytosis of autoantibodies
associated with the erythrocyte surface. In viral
infections, high values of IgG against viruses can
cause sensitization of erythrocytes. The change
in cytokine expression can lead to the reactiva-
tion of latent viral infections in the organism and
the redirection of the immune response (22).
During the first 6 weeks of life, the ability of the
newborn to produce antibodies is limited due to
the immaturity of the immune and reticuloendo-
thelial system. Early immune stimulation is syn-
thesized very low titer of immunoglobulin M

specific antibodies, with delayed switching from
IgM to IgG class. The immature immune re-
sponse in newborns is variable and the ability to
synthesize autoimmune antibodies maybe not be
excluded (25).

Conclusion

Data of Rh D incompatibility, the second
pregnancy and the birth of both Rh D positive
children, typical clinical manifestation, instigated
us to think about late HDN. But we did not prove
HDN by immunohematological tests. Negative
IAT in the mother may be the consequence of the
administration of Rh D gamma globulin after
delivery. In our case, antenatal testing was
started in the 12" week of pregnancy, and was
repeated in the 36" week due measles infection
of the mother. Further investigations focused on
possible autoimmune hemolytic anemia in the
newborn. Although we do not have reliable indi-
cators that hemolysis of erythrocytes is caused
by EBV, CMV and HSV viruses, changes in the
lymphocytes count and laryngitis in newborn may
indicate that hemolysis is consequence of some
respiratory viral infection.
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PROPOZICIJE ZA PISANJE RADOVA
U ACTA MEDICA HAMMEUMI

Acta Medica Hammeumi (AMH) je tematski Casopis iz oblasti medicinskih nauka.
Casopis objavljuje originalne radove koji nisu prethodno publikovani. U AMH se objavljuju:
uvodnici, naucni i strucni ¢lanci, prethodna ili kratka saopstenja, revijski radovi tipa opsteg
pregleda, aktuelne teme, meta-analize, prikazi slucajeva, prikazi knjiga i drugi prilozi.
Radovi se Stampaju na srpskom i engleskom jeziku sa apstraktom na srpskom i engleskom
jeziku.

Acta Medica Hammeumi izlazi dva puta godiSnje, otvorenog je pristupa i bez
naplacivanja.

Casopis Acta Medica Hammeumi je posvecéen odrzanju najviih standarda etike
publikovanja i preduzima sve prihvatljive mere protiv svake zloupotrebe u polju izdavanja
radova. Svi autori koji aplikuju radove za objavljivanje u AMH kao originalne ¢lanke
svedocCe da dostavljeni radovi predstavljaju njihov doprinos i da nisu kopirani ili plagirani
u celosti ili delimi¢no iz drugih radova. Autori moraju otvoreno potvrditi sve ili pojedinacne
potencijalne sukobe interesa ili koristi povezane sa svojim radom. Na isti nacin, AMH se
obavezuje na objektivnu i pravicnu recenziju podnetih radova za publikovanje, kao i
spreCavanje svakog stvarnog ili potencijalnog sukoba interesa izmedu uredivackog odbora,
recenzenata i preglednog materijala.

Generalne propozicije

Svi radovi koji se objavljuju u AMH podlezu dvostruko-slepom procesu recenzije i
revizije od strane Uredivackog odbora, koji odreduje i redosled njihovog Stampanja.
Primedbe i sugestije urednika i recenzenata dostavljaju se autoru radi konacnog
oblikovanja. Radovi se predaju u elektronskom obliku. Rukopisi radova prihvacenih za
Stampu ne vracaju se autoru.

Tekstovi rada se moraju submitovati elektronski, bilo na CD/DVD-u ili putem
e-mejla (office@sldprokuplje.rs), sa dvostrukim proredom u A4 formatu i levom marginom
od 3 cm.

Prva strana rada treba da sadrzi:

a) naslov rada,

b) puna imena i prezimena autora,

C) puni nazivi ustanova i organizacijskih jedinica u kojima je rad realizovan i mesta
u kojima se ustanove nalaze,

d) arapskim brojevima iza imena autora oznacene njihove institucije,

e) znakom * oznacCenu osobu zaduzenu za korespondenciju u vezi predatog
rukopisa i dati punu adresu, broj telefona i e-mail te osobe.

Druga strana treba da sadrzi samo naslov rada, nestrukturisani rezime i klju¢ne
reCi, bez imena autora i institucija. Veli¢ina rezimea za naucne i stru¢ne clanke, revijske
radove tipa opsSteg pregleda i meta-analize moze da bude do 250 redi, a za sve ostale
tipove publikacija do 150 reci. Ispod rezimea sa podnaslovom “Klju¢ne reci” navesti 3-5
kljucnih redi ili izraza. Autori treba da za klju¢ne reci koriste odgovarajuce deskriptore, tj.
definisane termine iz Medical Subject Heading (MeSH) liste Index Medicus-a. Prva i druga
strana se predaju na srpskom i engleskom jeziku i ne obelezavaju se brojevima.
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Tekst ¢lanka: Naucni i stru¢ni ¢lanci, kao i opsti pregledi i meta-analize ne smeju
prelaziti 16 stranica sa prilozima; aktuelne teme - 8 stranica; kazuistika 6 - stranica;
prethodna saopstenja - 5 stranica, a izvestaji sa skupova i prikazi knjiga - 2 stranice.
Naucni i strucni ¢lanci obavezno treba da sadrze poglavlja: uvod, cilj, materijal i metode,
rezultati, diskusija i zakljucak. Zahvalnost ili komentar povodom sponzorstva rada dati na
kraju teksta Clanka iza poglavlja “zakljucak”. U tekstu naznaciti mesta priloga i obeleziti ih
onako kako su obelezeni u prilogu.

Rad treba biti uraden u programu Microsoft Word for Windows. Za verziju na
engleskom jeziku koristiti font Verdana, veli¢ine 9pt, kodna stranica (English). Za verziju
na srpskom jeziku koristiti font Verdana, veli¢ine 9pt, kodna stranica (Serbian lat ili
Croatian).

U radu je obavezno koris¢enje medunarodnog sistema mera (SI) i standardnih
medunarodno prihvacenih termina.

Stranice teksta ¢lanka i literaturu treba numerisati arapskim brojevima u donjem
desnom uglu.

Literatura se daje u posebnom poglavlju, pri ¢emu se navodi onim redosledom
kojim se citati pojavljuju u tekstu. Broj literaturne reference se u tekstu oznacava
arapskim brojem u zagradi. Navode se svi autori, ali ako ih je viSe od 6 za ostale koristiti
skracenicu ,et al”. Za navodenje literature koristiti pravila Vancouver-ske konvencije.

Priloge u vidu tabela i slika (grafikoni, crtezi, fotografije, formule i dr.) ne unositi
u tekst clanka, ve¢ predati odvojeno na kraju manuskripta. Svaka tabela i slika se
obelezava arapskim brojem redosledom pojavljivanja u tekstu (npr. Tabela 1, Slika 1 i dr.)
i svakoj se daje kratak naslov. Kratka objasnjenja i skraéenice daju se u fusnoti. Za fusnotu
koristiti sledece simbole: *, t, # itd. Fotografije treba da budu ostre do formata dopisnice
(20x25 cm u rezoluciji 600dpi). Fotografije obeleZiti redosledom kojim se pojavljuju u
tekstu (Slika 1, Slika 2 itd), detaljno objasnjenje slike treba dati u fusnoti. Ukoliko je tabela
ili ilustracija ve¢ negde objavljena treba citirati izvor i prilozZiti pismeno odobrenje, ukoliko
se radi o zasticenom materijalu. Ukoliko je na fotografiji prikazan bolesnik tako da se moze
prepoznati, potrebno je njegovo pismeno odobrenje, u suprothom delovi fotografije se
moraju izbrisati da bolesnik ne moze biti identifikovan.

Za izradu grafickih priloga mozZe se koristiti bilo koji graficki program, pri ¢emu slike
moraju biti snimljene u .jpg formatu rezolucije 600dpi. Tabele i grafikone najpozeljnije je

uraditi u Excel for Windows, originalni Excel fajl se trebaju submitovati ili importovati Excel
slike u Windows kao Excel objekti a ne slike.

Na posebnoj stranici autori trebaju dati izjave:
a) o prihvatanju uslova objavljivanja radova u AMH,
b) potpise svih autora rada.

Acta Medica Hammeumi zadrzava pravo dalje distribucije i Stampanja radova.
Radovi se submituju elektronski na adresu: www.sldprokuplje.rs/amh

PoZeljno je poslati skeniranu kopiju Conflict Of Interest Statement potpisanu od
strane autora.
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