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Betimi i Hipokratit

Né castin kur po hy né radhét e anétaréve té profesionit mjekésor
premtoj solemnisht se jetén time do ta vé né shérbim té humanitetit.
Ndaj mésuesve do ta ruaj mirénjohjen dhe respektin e duhur.
Profesionin tim do ta ushtroj me ndérgjegje e me dinjitet. Shéndeti i
pacientit tim do té jeté brenga ime mé e madhe. Do t'i respektoj e do
t'i ruaj fshehtésité e atij qé do té mé rréfehet. Do ta ruaj me té gjitha
forcat e mia nderin e tradités fisnike té profesionit té mjekésisé.

-’-:. Kolegét e mi do t'i konsideroj si véllezér té mi.

Né ushtrimin e profesionit ndaj té sémurit tek uné nuk do té ndikojé
2 pérkatésia e besimit, e nacionalitetit, e racés, e politikés, apo pérkatésia
klasore. Qé nga fillimi do ta ruaj jetén e njeriut né ményré apsolute. As
né kushtet e kércénimit nuk do té lejoj té keqpérdoren njohurité e mia
; mjekésore qé do té ishin né kundérshtim me ligjet e humanitetit. Kété
premtim po e jap né ményré solemne e té liré, duke u mbéshtetur né
i : nderin tim personal.

X The Oath of Hippocrates

! Upon having conferred on me the high calling of physician and

" entering medical practice, I do solemnly pledge myself to consecrate

7 my life to the service of humanity. I will give my teachers the respect
E. and gratitude which is their due. I will practice my profession with

' conscience and dignity. The health of my patient will be my first

* consideration. I will respect the secrets which are confided in me, even
& after the patient has died. I will maintain by all the means in my
power, the honor and the noble traditions of the medical profession.

My colleagues will be my brothers.

A R T
F

[ will not permit considerations of religion, nationality,
race, party politics or social standing to intervene
between my duty and my patient. I will maintain the
utmost respect for human life from its beginning even
under threat and I will not use my medical knowledge . fa"&
contrapy to the laws of humanity. I make these :
pron;-i;s,és solemnly, freely and upon my honor
e
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CKPHHUHT METO/IH 3A PAHO OTKPHBAIbE HA KAPITHHOM HA
[TPOCTATA - HAITH MCKYCTBA BO IOCAEJHUTE IIET TOJAMHU

UBues J'.

TOb “8-mu CenremBpu” - Cxormje

Medicus 2018, Vol. 23 (2): 127-133
PE3UME

BoBez: KapLiMHOMOT Ha IIpocTaTa e HajueCTUOT KapLMHOM Kaj MalllKaTa IOIIy/Ialpja, I1ocjie MaJurHuTe 3ab0/1yBamba
Ha KoskaTa. Bo mpocek BO CBETOT Kaj efieH Ofl JeBeT MayKu ce NWjarHOCTUIIMpa KaplWHOM Ha IIpocTaTa BO TeK
’KMBOTOT. 3a00/1yBamkeTo HajuecTo ce jaByBa Ha BO3pacT Hajl 65 TOAWHU 1 Toa BO ITPoceK Kaj 6 of1 10 maimeHT Kaj Kon
ce HaTTpaBeHW CKPUHWHT MEeTO/M 3a PaHO OTKpuBame . [IpoCcTaTMYHUOT KapIMHOM e Ha BTOPO MeCTO MO CMPTHOCT
Kaj MaykuTe rocsie KapluHOMOT Ha 6enute apobosu (1). Bo nocnentyBe Tpy rofiiHA OCHOBHUTE CKPUHUWHT METOJIN:
nurutopekTanHuot npersnen (JJPIT) u npoctata cieunduyHnoT aHTUreH (Prostate Specific Antigen-PSA) ce gorionHeTn
co oxpenyBameTo Ha T.H. uHaekc PHI (Prostate Health Index) u MP (MarHeTHa pe30HAHTHa CIIEKTPOCKOIIM]ja), CO KOU
3HAUMTEJIHO Ce JIMMUTHPA UHAMKALIMjaTa 3a TpaHCpeKTasiHa yaTpacoHorpadcka b1oricuja Ha rpoctaTndHaTa »Kjiesa
Kaj naLueHToT co HuBo Ha PSA on 4 mo 10 Hr/mit.

Llen: YTBpHyBare Ha IMPOILEHTOT Ha MO3UTUBEH HAOJ| Ha KapLMHOM Ha TPOCTaTa M CTeeHOT Ha MAjIMTHUTET Kaj
TPYC 6uoricyuy U3BeieHM BO HalllaTa YCTAaHOBA BO TOCTIeAHUTE TIeT TOAWHU. YTBPIyBame Ha yjioraTa 1 rnorpebara of
DPYTHHCKO ofipeniyBame Ha wu3ohopmure Ha PSA (fPSA,(-2)pPSA, (-7)pPSA n PHI Bo mocraByBameTo Ha MHIMKAaLM]a
3a buoricuja ¥ pebuoricuja Kaj mareHT co rokadeHu BpegHocty Ha PSA op 4-10 ur/mi. Kaj cure mareHTy mect
HeJlenn Tocjie HarpaBeHaTa pafiMKasiHa MpocraTekTomuja ofipesied e T.H. nPSA (nadir PSA), co uen ma ce ytBpau
edrKacHOCTa HAa OMEePATUBHUOT TPETMAaH.

Matepujan 1 metomu: HampaBeHa e aHanmsa Ha 578 TpaHcpeKTasnHU yiTpacoHorpadcKy OMOICHW Ha IMpocTara
HarpaBeHU TMocjeqHUTe TeT roauHu Ha OpneneHuero 3a yposoruja Bo I'OB “8-mu CenrteMBpu® Bo CKorije.
[ManmenTture ce wnacuduiupanu criopes; BpefgHoctute Ha [ICA mpen OuoricujaTta, HOOUEHUTE MATOXUCTOONIKU
Haoau of OuoIicujaTa U cilefieheTo Ha PSA MHAMKATOPUTE I10C/Ie HallpaBeHaTa pafuKaHa IIpocTaTeKromuja. Kako
rocebHa MUCIINUTYBakba rpyra KOPUCTeH! ce MaleHT co BpegHocT Ha PSA nomery 4 u 10 Hr/mi, Kaj kou npen TPYC
buoricujara onpeneH e nHpekcor PHI. Kaj cure 238 HampaBeHU pafuKa/IHU ITpocTaTekToMu ofpeneH e nPSA (nadir
PSA), miect Hefenu riocje orneparyjara.

Pesymiraru: Oy BKyrHo 578 HarpaBenu TPYC Ouoricuy Ha rpocTara Mo3UTUBEH MAaTOXUCTOIOIIKY HAOZ, 38 KapLMHOM
Ha rpocTara fobuet e Kaj 233 win 40,3% on nauyenture. Kaj moronemuot 6poj on HuB (112 mmm 48%) nobuen e Gleason
scor 3+3 (6). PHI naAgeKcoT KOpUCTeH BO MCIIATYBaTa I'pyra ro npeABuie KapLUUHOMOT Kaj 76,6% on 6uoricupanute
nanuenT. Kaj 185 ofiHoCHO 77,7% of BKYIHO 238 HalpaBeHW PaJInKajHU TPOCTAaTEKTOMUU TOCTIeIHUTE TIeT TOJIMHU
Ha HalleTo ofifiesieHre, KOHTPormHUOT NPSA (nadir PSA) ocye mpBuUTe LIeCT Hemenu ofl ollepallidjaTa U3HeCyBasl [0
0,1Hr/MJ1, ITO YKayKyBa Ha (GAKTOT JIeKa paJuKasHaTa [IPOCTaTeKTOMUja e CeylITe MeTojla Ha u300p BO JIEKYBamhETO
Ha paHo OTKPUEHOT KapLMHOM Ha MpocTara.

3akyyok: O6aBe3HOTO BOBeJlyBae Ha CKPUHUHI JIMjarHOCTHUKA 38 PAHO OTKPUBAHE HAa KAPIMHOMOT Ha IpocTaTa
Kaj Mayky Hapzl 50 ofIHU € OCHOBEH Ipeyc/ioB 3a HaBPeMeHO JIeKyBamwe. BoBeyBameTo Ha pPyTMHCKA aHajiu3a Ha
nsocdopmure Ha PSA (fPSA,(-2)pPSA, (-7)pPSA u PHI-uHpmeKkcoT, Kaj ImaLueHT co IpaHWYHU BpemHocTu Ha PSA of
4-10Hr/MJ1, 3HAUUTEIHO OM TO HaMasmio 6pojoT Ha HenoTpebHo HarpaBeHy TPYC Guoricun Ha rpocTaTa BO HallaTa
nonynanuja. BoBegyBameTo Ha pyTuHcKa MRI-criektpockormja 1 T.H. Dy3roHa MMULIMHT BofeHa 6uoricuja (Fusion
Imaging Guided Biopsy) 6u oBo3MOKMa MHOTY ITONPELIM3HO M HaBpeMeHO WjarHOCTULIMpamhe Ha KapLMHOMOT
BO HeropaTa paHa ¢a3sa. IlocTonepaTuBHUOT Haox Ha nPSA mo O,1Hr/mim, Kaj 77,7% on TalUMeHTUTe, ja TOTBPAyBa
pajiuKasiHaTa MpocTaTeKToMUja CeyliTe KaKo MeTof, Ha U300p BO JIEKYBaHheTO Ha PAaHO OTKPUEHUOT KaplMHOM Ha
MpocTaTUJYHATA KJIe37a.

Knyunu 36opoBu: KapiuuHom Ha nipoctara, TRUS - 6uoricuja Ha rmpoctata, PSA |, fPSA, (-2)pPSA, (-7)pPSA , PHI, Fusion
Imaging Guided Biopsy, pafuKasiHa mpocTaTeKToMuja.
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KapiiuHOMOT Ha TpocTaTa e HajueCTHOT KapIMHOM Kaj
Mallkata IoINy/anyja, Mocjae MaJurHUTe 3a0o/yBamba
Ha KokaTa . Cekoja roguHa camo Bo CAJl ce oTKpuBaat
164 690 HoBu ciyuau a okony 29 430 3aBpiuyBaaT co
CMpTeH ucxof, . Bo mpocek Bo CBETOT Kaj efieH off JieBeT
MaKH Ce JMjarHOCTUIMPA KAllMHOM Ha TpoCTaTa BO TeK
JKUBOTOT. 3a00/TyBameTo HajuecTo ce jaByBa Ha BO3pacCT
Hajl 65 rogMHM ¥ Toa Bo Mpocek Kaj 6 of 10 mamueHTH
Kaj KOM Ce HalpaBeHM CKPMHUHT MeTO[M 32 pPaHo
OTKpuBame. [[pocTaTUUHUOT KapIIMHOM € Ha BTOPO MeCTO
10 CMPTHOCT Kaj MaskKuTe II0CjIe KaplXHOMOT Ha OenuTe
npodosu (1). Co BoBeyBabeTO Ha CKPMHUHI TECTOBUTE
3a paHO OTKpWBame Ha OBOj BMJ Ha KapIMHOM Off
noueTokoT Ha 1990-TuTe roguHu CMPTHOCTA € HaMajleHa
3a 40-50 % (2). Bo mocienHuBe TONUMHU OCHOBHKTE
CKpUHUHT MetomM: [lururopekTtanHuor mpernen ([IPII)
u Ilpocrata cenmduunuor anturen (Prostate Specific
Antigen-PSA) ce momONMHETH CO OfIPeyBAEmETO Ha T.H.
nnperc PHI (Prostate Health Index)) MP (MarneTHa
pe3oHaHTHa crekTpockonuja) 1 PCA3-ypuHapeH TecT,
CO KOM 3HAUMTEJTHO Ce JIMMUTUpA WHUKAlMjaTa 3a
TpaHCpeKTa/qHa  yiaTpacoHorpadcka — Owomcuja  Ha
MpocTaTMYHATa #Je3fla Kaj marueHToT co PSA om 4 mo
10 ur/mn. Bo mpocek Kaj 33% oj maleHTHTe Kaj KOU e
HanpaBeHa TPYC Oworicuja Ha TpocTaTa MHAWLIPaHA
Bp3 OCHOBa Ha MoKauyeHu BpemHocTd Ha PSA, PHI u MP,
no0OueH e Haoj Ha OeHWIHA IPOCTATHYHA XUIIEPTeH3Hja
(BITX), kaj 25% mobueH e Hao/ Ha KapIIMHOM Ha IpocTaTa
a Kaj moBeke of1 20% MHAULPaHa e peduorcuja (3).

[Ipocrata cnemuduunuoT anturen (PSA) wim Xymax
Kanukpeun-3, ImpeTcTaByBa IIPOTEONUTUUKHA €H3UM
CO CepuMH-TIpOTea3’Ha aKTMBHOCT KOj Ce Jlauh of
KOJTYMHAPHUOT eNMuTell Ha MPOCTAaTUYHOTO TKUBO MU
y4JecTBYBa BO KoJMK(alyjaTa Ha cliepMaTHYHATa TEYHOCT.
PSA ce cuHTeTu3upa Kako “preproPSA” - mpoTeuH
cocTaBeH ofi 261 amuHoKucenuHa. [locne guconujaiiuja Ha
17 aMMHOKHMCeNMHY MpeMUHYBa Bo (hopma Ha “proPSA”™-
human kalikrein 2, koja 3aemHO cO HEroBHOT HU30Mep -
human kalikrein 4 ro ¢popmupaat akruBHrOT PSA, co 237
aMuHOKucenmuHu. PSA, Kako OCHOBeH CEpPyMCKH TYMOP
MapKep, MpelOMAHAHTHO ce Jlaud Off MPOCTATUYHOTO
TKUBO a BO MaJIi KOJIMYMHY Ce CeKPeTUpa off TITYHKOBUTe
JJe3[Id, aHKpeac U rpagHuTe xie3gu. ToTanHuoT PSA
ce COCTOM Off IIPOTEOJIMTHUKY aKTUBHUOT cobofeH PSA
(free PSA, fPSA) u 1.1 Bp3an PSA (cPSA) Bp3an 3a anda-
1 aHTHXMMOTpHUIICKH, Koj omdaka 60-90% op tPSA. fPSA
ondaka 5-40% ox tPSA, npu mrro BpegHocTute <10% ce

Revisté mjekésore - MEDICUS | 128

IS ISP

000000000000

acoIlpaHy CO BUCOKA BEPOjaTHOCT 3a KapLIMHOM (Hay1 56%)
aBpeJIHOCTUTe >25% Ce acOIUPaHy CO BUCOKA BEPOjaTHOCT
3a beHurHa xuneprpocduja. HajHoBuTE CTYIMHM YKaKyBaaT
Ha KOpHCTele Ha Tpu u30(hopMu Ha ciiobozeH PSA Kako
CKPUHUHT MapKepu 3a paHo OTKpHMBale Ha KaplMHOMOT
Ha npocTaTa: uHaKkTuBeH PSA unu T.H. proPSA, acoipan
CO HEeOoIUTACTMYHKOT TIporiec u jBeTe u3odopmu - BPSA
(Nicked PSA) u unaktuBer PSA (iPSA), Kou ce aconupaHu
co BIIX. Hopmanuu BpemHocTtd Ha PSA ce gBwKat of
0-4ur/mn. Bo poceramHaTa mpakca — CeyIITe Hajronem
IWjarHOCTUYKU TIpo0JieM MPEeTCTaBYBaaT Tal[UeHTHTe
kou umaat PSA nomery 4 u 10 ur/mn. Kaj oBue marenTn
roMIIHKOT TopacT Ha PSA, T/H. total PSA velocity (ng/ml/
year) u3HecyBa 0,75 ng/ml.

[Mocnemuure Tpu roguuu T.H. ProPSA(pPSA), opmHOCHO
npeKkyp30poT Ha PSA, Koj compixu 244 aMUHOKUCETUHU
M ce ceKpeTHpa of TepucepHOTO MAJUrHO TKMBO Ha
MPOCTATUYHATA JKJTe3]1a, ce KOPUCTHU KaKo 3HauaeH MapKep
3a TpeJBU/IyBalbe Ha MaJUrHUOT mporiec. HajuecTo ce
nedunupa kKako (-7)pPSA, Ho HeroBaTa cyodpakuuja (-2)
pPSA umu p2PSA, ce cmera 3a HajcrienduyeH Mapkep,
KOj e jaByBa Kaj KapLXHOMOT Ha rmpocTaTa (4).

[Ipocraruunmnor 3ppaBcTBeH HHAeKe (Prostate Health
Index -PHI), e MaTeMaTHUKy KOeUIUEHT JOOUEH MPEKY
dopmynara: p2PSA/fPSA/ v tPSA, u mpetcraByBa yuiTe
eleH MapKep 3a MpefIBUyBatbe Ha MOYeTOK Ha MaJIUTHU
npolec uHAnKaiuja3a TPYC OnorcujaHampocTaTMyHaTa
#ie3na. MIcTHOT He ce MeHYBa CO BO3pacTa Ha Mai[eHToT,
HO BO JIOCETAIlIHUTe HAayJHU CTYIUM 3aelHO co P2PSA,
ce TIOKa)ka KaKo MHOTY 3HauaeH TYMOpP MapKep 3a PaHo
OTKpHBatbe Ha KapIIMHOMOT Ha mpocTara (5).

[locTonepaTUBHOTO ciiefielbe Ha MAllMeHTOT 3alouHyBa
IIeCT  Hefleld  TOC/Ie  HalpaBeHaTa  PaJjMKajHa
IpOCTaTeKTOMMja CO OfpefyBalbe Ha HUBOTO Ha tPSA
wid T.H nPSA (nadirPSA) u uctuoT Tpeba HOpMasHO
ma usHecyBa o 0,1 Hr/mi. Bpegnoctute Ha nPSA of
0,2-0,3Hr/Mn1  MHAWIMpaaT MOHATAMONIEH OHKOJIONIKM
TPeTMaH Ha OTlepUpaHuTe MalueHTH (4).

IIEJIV HA TPYJIOT

1. YrBpayBame Ha TPOLIEHTOT Ha MO3WTHBEH HAOJ, Ha
KaplMHOM Ha MpoCTaTa M CTeNeHOT Ha MaJIUTHUTET
kaj TPYC Owmomncuu m3BefieHM BO HalllaTa YCTaHOBAa BO
TOC/IeJTHUTE MeT TOfIUHMU.

2. YTBpAyBame Ha yjiorara W MotpebaTa Off PYTHHCKO
onmpenyBate Ha wu3odopmure Ha PSA (fPSA,(-2)pPSA,
(-7)pPSA u PHI Bo mocTaByBameTO Ha MHAMKaldja 3a
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Ouorcuja W peOWONCHja Kaj MAlMEHTH CO TMOKAYeHH
BpenHocTy Ha PSA op1 4-10 Hr/mi.

3. YrBpayBame Ha nPSA (nadir PSA) Kaj cute maiueHTH
UIeCT  Hefield  TOC/e  HampaBeHaTa  pajiMKajHa
IIPOCTATeKTOMIja CO 11/l fla ce YTBpAK erKacHOCTa Ha
ONepaTHBHUOT TPETMaH.

4. YBpayBaibe MeT TOfUIIHO IPeKUBYBaibe
Kaj TalieHTUTe 1ocjie  HalpaBeHa pajuKaiHa
POCTAaTeKTOMHMja BO HalllaTa yCTaHOBA.

Ha

MATEPHJAJI U METOH

HampaBena e anamm3a Ha 578  TpaHCpeKTanHU
yaTpacoHorpa)cKi OMOIICHM Ha TIPOCTaTa HarpaBeHH
noc/iefiHuTe TeT rofiuiu Ha OfijieNieHneTo 3a yponoruja
Bo I'Ob “8-mMu CentemBpu“ Bo Ckomje. IlalueHTHTe Ce
Knacuduiupann cnopes BpenHoctute Ha IICA mpep
OuorncujaTa, JOOMEHUTE MATOXUCTONONIKM HAOMU O]
ouoncujata U ciefeweTo Ha PSA MHAMKaTopHTe IHOCie
HalpaBeHaTa pajJjMKajlHa [pocrarekTomuja. Kako
noceOHa UCIUTYBamba TPyla KOPUCTEHH Ce MAIeHTH CO
BpegHocty Ha PSA momery 4 u 10 Hr/mi, Kaj Kou mpef
TPYC 6uoncujata ofipeien e ungekcor PHI. Kaj cure 238
HarnpaBeH! PaJiuKaHi MPOCTaTeKTOMHU ofipefieH e nPSA
(nadir PSA), mecT Hemenu 1mocyie onepanyjata U YTBpAeH
MPOLIEHTOT Ha TIeT TOIMIIHOTO IpeskuBYBatbe. [lomaToruTe
CTAaTHCTUUKU ce 00pabOTeHH CO ofipellyBaibe Ha CpeHa
BPEIHOCT, MPOLIEHTYa/iHa 3acTareHoCT, TabenapeH U
IMjarpaMcKy TMpHKa3 Ha I00MeHHTe Pe3yTaTH.

PE3YJITATU!

Ha opnenenuero 3a yponoruja Bo 'Ob “8-mu CenrremBpu®
Bo CKomlje BO TMoOC/efHWTe IIeT TOAMHM HalpPaBeHU
ce BrynHo 578 TPYC Oumomcuum Ha mpocrara. Ilpu Toa
MO3UTHBEH TIATOXMCTONOIIKM HAoj 3a KapLUUHOM Ha
npocTara JjobueH e Kaj 233 wm 40,3% ofi maiy@eHTUTe a
HAoJl Ha OeHWIHa MPOCTATUYHA XMIIEepIUIa3uja Jo0OueH e
Kaj 345 maupenty wid 59,7% (mujarpam op.1).

345
(59,7

%)

Jlujarpam 6p.1 - MpOIEHT Ha MO3MTMBEH M HeTaTMBEH Haof Ha
KapIuHoM off BKymHo 5/8 TPYC 6uoriciu Ha mpocTaTa

Original scientific paper I

Kaj Hajronemuot 6poj op HuB (112 umu 48%) mobuen e
Gleason scor 3+3(6), kaj 52 (22,3%) HajpeH e ckop 3+4(7),
Kaj 48 (20,6%) Hajmen e ckop 4+4(8), Kaj 7(3%) HajgeH
e high grade kapiunom co Gleason scor 4+5(9) a Kaj
14(6%) om marnueHTUTE HajmeH e 100po AudepeHIMpaH
ageHokapiHoM Gleason scor 2+3(5), (aujarpam 0p.2).
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3+2(14) 3+3(112) 3+4(52) 4+4(48)

4+5 (7)

[Jjarpam 6p.2 - [Ipyukas Ha 03UTHBEH HAof, 3a KapuuHoM off TPYC
OuorncuuTe Ha marpeHTuTe copen Gleason-oBara Knacugukaryja

PHI uHpekcoT Kako Mapkep 3a uHpuiupame Ha TPYC
OmoricHja Ha MpOCTAaTUYHATA jK/Ie3[a, Kaj MalueHTH Co
BpegHocT Ha PSA kou ce mBikea momery 4 u 10 Hr/
M1, Oeme kKopucteH Bo 30 ciayuam. Ilpu Toa MCTHOT
BO HCIMTYBaTa Ipyla To MpeaBHe KapLUUHOMOT Kaj
76,6% op ouoncupanuTe manueHTH. Off IIeCT MaLeHTH
co Bpemnoctu Ha PHI opm 27-359 omHocHo co 16,8%
BEPOjaTHOCT 3a KapilMHOM, Kaj 3 MHalueHTH ce Jo0u
TNI03UTHBEH Haof, of IecT nauueHTd co PHI momery 36,0-
54,9 unu 33,3% BepojaTHOCT 3a MaJIUTHUTET UCTO TaKa Kaj
3 HanueHTy ce 100U MO3UTHUBEH Haox a of 18 marueHTu
co BpegHocty Ha PHI >55,0 v BepojaTHOCT 3a KapLiHOM
Hay 50,1%, ce mobu mosuTHBEH Haof Kaj 16 maiueHTH
(Tabena 6p.1).

0-26,9 9,8%
27-359 16,8% 6 3
36,0-54,9 33,3% 6
> ui = 55,0 50,1% 18 16

Tabena 6p.1 - IosutuBen Haop Ha PHI-uHmekcoT Kaj 76,6% of
natuentute co TPYC 6uorcuja Ha mpoctaTa

Bo mocrenHuTe MET rOMHUA HA YPOJIONIKOTO OfIjiefieHHe
HampaBeHM ce BKYIMHO 238 OTBOpeHM pajIMKaIHU
npocratekromur. O HuB Kaj 185 opgHocHO 77,7% of
nanuenTute, KoHTponHoT NPSA (nadir PSA) mocie
NpBUTe MIeCT HeJleld Off olepaliujaTa M3HeCyBana [0
0,IHr/mMn, TOpagM IWITO Kaj WCTHTE TIOHATAMONIHKOT
TPeTMaH ce COCTOM CaMoO Ofi KOHTHHYMPAHO CJiefierhe
(watchfull therapy) Ha TyMopcKuTe Mapkepu, pemoOBHU
yarpacoHorpadcku mpernem, MP Ha Mama Kapnmuiia
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1 abJjoMeH ¥ CKeH Ha KOCKM IIeCT Mecely TIocye
orepaifyjaTa, 6e3 XOopMOHaJTHA WA JIPYT BH]I Ha Tepariuja.
[Ipoceunara cTapocT Ha OIepUpPaHUTE TAlMEHTH €
66,8 rogunu, mpocedeH Opoj Ha OOMHUYKK JieHOBU 8,9
a TpPOLEHTOT Ha TeT TOJUIIHOTO MpeKUBYBame Ha
onepupaHuTe MalyeHTH Kaj kou Bpeioctute Ha PSA mpep
omepaiujata 6une momery 4 u 10 Hr/mn usnecyBa 89,3%
(Tabesa 6p.2).

238 manueHTH 66,8 89,3%
TOJIVHU

Tabena 6p.2 - Bkymen Opoj Ha pajgMKalHA HPOCTAEKTOMHH,
TPOCeYHa BO3PACT, IipoceyeH Opoj Ha OOTHUYKHU JIEHOBU U TTPOIIEHT
Ha IeT TOJ[UIIHO MPEKMBYBAbe Ha OTEPUPAHUTE TIAIHeHTH.

JUCKYCHJA

Co BoBenyBamero Ha PSA Kako Mapkep 3a paHO
OTKpUBamWe Ha KapIMHOMOT Ha MpPOCTaTa, MOCTaBYBabe
Ha MHJIMKAIKja 3a TpaHCPeKTaIHa YITPa3ByyHa OMOTICHja
(TPYC) u 3a MOCTOIEPATHBHO CIiefiekbe, CETallHHOT
MPOLIEHT Ha HOBO OTKPWEHU Mal[ieHTH CO OrpaHuYeH
KapLMHOM Ha IIpocTaTa e mpolieHeT Ha okony 70 o 80%,
Bo criopefioa co 20 1o 30% mpey HeroBaTa yrorpe0a, a BO
KOMOWMHAIIMja CO IUTMTOPEKTAJIHUOT Mperyie 6pojoT Ha
HOBOOTKPMEHY OTpaHUueHH KapIIuHOMY e 3rojiemMeH 3a 16
10 18 % (6).

Mako ofpesieH CTYIMM MOKaKyBaaT [ieKa eKCIpecujaTa
Ha PSA Kaj TKMBOTO Ha paKOT Ha IIpocTaTa ce HaMajyBa
co 3roneMyBame Ha Gleason score-oT, cemak HUBoaTa Ha
PSA Bo cepyMoT ocTaHasie TPOTIOPI[MOHATHU CO 00eMOT,
Gleason score-or u ¢asata Ha MayurHutetor. OBa
3ro/ieMyBame Ha cepyMcKuoT PSA Moke fga ce objacHu
CO 3roleMeHo ocmobonyBame Ha PSA  ceKyHgapHO
O[]  3roJeMeHMOT  Jle30praHu3upaH  MPOCTaTUUEH
eMUTeIMyM Kaj KapLUHOMHMTE CO TOBMUCOK CTeleH.
MynTUMHCTUTYI[MOHAIHA CTY/IHja , Koja BKTyuKia TIoBeKe
o71 4000 naiyeHTH ja MOTBPAMIIA IMHEapHaTa MOBP3aHOCT
romery HuBoara Ha PSA u asaTa Ha TyMopoT. Kaj camo 9%
on mareHtuTe co PSA> 50 ng / ml e HajieH orpaHnyeHa
mpoliec Bo ofHoc Ha 64% op marmenTtuTe co PSA <4 ng /
ml (7).

Kako mocebeH AWjarHOCTHYKK IIPO0O/ieM MpeTCTaByBa
MOTOIeMUOT TIPOLIEHT Ha MAal[MeHTH YUK BPEeJJHOCTH
Ha PSA ce pBwkar momery 4 u 10 Hr/miu, Kaj Kou ce
TIOTPeOHU JOTIOTHUTETHA CKPUHUHT MeToau Kako MP u
TPYC Guoncuja, co 1e1 1a ce MpeBeHUpa U HaBPEMEHO
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IMjarHOCTUI[MPa MAMTHUOT Tipotiec. Tlopasiu Toa fieHec
ce TIOBeKe ce KOpUCTaT T.H. u3ocopmu Ha PSA, mpen ce:
fPSA, (-2)pPSA, (-7)pPSA, cPSA u PHI index (8,9,10)

Bo oBaa cTyauja ce Tiefja fieka of BKYITHO 578 HampaBeHH
TPYC Ouomncuu HajromeMHOT IPOLIEHT Off ITallHeHTUTE
KOM Ce jaBWIe BO HalllaTa YCTaHOBA IIOpajy OfpelleHH
IU3YPUUHU TEro0H, OJHOCHO 77,7% umane PSA momery
4-10ur/mMn, mopajM INTO Kaj HMB CMe WMHJIMIMpae
TOTIOMHUTETHY CKPUHUHT METOH 33 PAaHO OTKPUBAaibe Ha
KapiprHoM Ha ripoctara (PHI-index u MP Ha mpocTata).

MarnetHaTa pe3onania (MRI) ce moBeKe ce KopucTu 3a
OTKpHBalbe Ha paK Ha IpoCTaTa, 0COOEHO MO MpPBMYHA
HeraTuBHa Ouorcuja. Criopen [oceramiHd 00jaBeHH
CTY/IVY BO KOM € HallpaBeHa Criopeji0a moMery pe3yaraTure
To0MeHu off T.H. ceKkcTaHT umu cucteMcka TPYC Ouorcuja
u T.H. Taprerupana TPYC Ouomcuja co MarHeTHa
Pe30HaHIIA, CeBKYITHO, KAPIIMHOM Ha MPOCTaTa € OTKpUeH
Kaj 63%. buorcujaTa py Koja e KOpucTeHa KOMOMHMpPaHa
C/IMKa Ha YITPa3BYK M MarHeTHa pPe30HAHIA OTKpMWIA
3HAUMTEHO TIOBeKe KapIMHOMU BO OJJHOC Ha UCTUTE
KOPUCTEeHH ToeuHedHn ouorncui (72.9% Hactpotu 56.9%
1 53.8%, coopsetHo, p = 0.03) (11,12,13,14,15).

Bo HemocTaToK off moceGeH mporpam 3a T.H. (y3uOHO
BoJieHa OWOTCHja CO Koja TpeKy TOK/IONyBamke Ha
ynrpacoHorpadckuor 1 MP umunmnr ce u3BagyBa TPYC
OMoIICHja, Kaj TOrojeMUOT Opoj off HAlIUTe MaleHTH
npeql W3BeJyBambeTo Ha OuoIcHjaTa HampaBeHa e MP
CIIEKTPOCKOIKja Ha MpocTaTUUHATa jKjie3/ja, o e fa
Ce OBO3MOKM MOINpEIM3HO 3eMalme Ha MPUMEpPOLHU Off
CYCIIEKTHUTE 30HM Ha MPOCTaTMYHOTO TKUBO. [Ipu Toa of
JMjarpaMoT MO3Ke Jla ce BU/IU JieKa Kaj IorosieM MPOLeHT
opt, 6uorcuute (112 vnu 48%) moOueH e MaTOXUCTONOIIKY
HaoJ| Ha KapIMHOM Ha mmpocTaTa co Gleason scor 3+3(6) u
14 (6%) co Gleason scor 3+2 (5), co ITO MaJIUTHUOT IIPOLIEC
e OTKpMeH Bo (ha3a Ha orpaHUUeH orepabusieH TyMop.

HpexkcoT Ha 37paBcTBeHa 3amTuta Ha mpocrata (PHI),
Koj HeoflaMHa e ofoopet Bo CAJl, EBpomna 1 ABctpanuja,
IpeTcTaByBa MaTeMaTHuKa (hopMy/a Koja T KOMOMHKpPa
BRyIHKOT PSA, coboguuot PSA 1 [-2] proPSA. Bo panuTe
1990-Tu roguHK, HEKONIKY CTYUM MOKakKaa JieKa MoroyieM
npoueHT Ha cnobomeH PSA (fPSA) koj mupkynupa Bo
HeBp3aHaTa (popMa YKakKyBa Ha IorojieMa BepojaTHOCT 3a
T0CTOEHe Ha OeHUIHA MPOCTATHUHA XUIIEPIUIa3uja, a He
Ha KapIMHOM Ha rpocTara (16,17,18).

HpekcoT 3a 3apaBCTBeHa 3alUTHTa Ha mpocTarara (PHI)
e HoBa (hopMy/a Koja 'm KOMOMHHMpa cuTe TpH (opMmu
(BrymHO PSA, cnobogna PSA u p2PSA) Bo efieH pesynrar



At

IIITO MOJKe J1a ce KOPUCTHU KaKo MHAUKATOP BO KITMHUYKOTO
omtyayBabe (19). MHTYHTHBHO, 0OBaa (hopMy/ia MMa CMHICIa,
Oupejku MaxkuTe co MoBUCOKU BKymHU PSA u p2PSA co
HIOHM30K cyobofieH PSA mMaaT moronema BepojaTHOCT
Jla UMaaT KapiuHoM Ha mpoctaTa (19,20). Bo 2011 roguna
Karajiona u HeroBuTe Kojmern o0jaBuja pe3ynTaT
07l ToeMO MYITHIEHTpUYHO HMcnuTyBaite Ha PHI 3a
OTKpHBame Ha paK Ha MpocTaTa Kaj 892 Maxku co BKYITHU
uuBoa Ha IICA op 2 o 10 Hr / MJI ¥ HOPMAJIHO JIUTUTO
pekrasneH Haof (DRE) ko Oune mozjioxkeHu Ha OUoIICHja
Ha mpocrara. Cpeguure PHI pesynratu oune 34 u 49 3a
MaKi CO HeraTMBHU ¥ MO3UTHUBHU OMOTICHH, COOJ[BETHO.
Bo 80-95%, PHI uman moronmema crenuduUHOCT 3a
pa3/IiKyBame Ha paKk Ha IpocTaTa BO cropeba co PSA
WM mpolieHT Ha ciobopeH PSA (% fPSA). Mako PHI Tector
€ 07100peH 071 CTpaHa Ha aMepUKaHCKaTa a]MAHKUCTPaIHja
3a XpaHa ¥ JIeKoBU caMo Bo omcerot Ha PSA op 4-10 ng /
ml, oBaa cTyauja mokakyBa fgeka PHI Moske f1a ce Kopuctu
npu orcer Ha PSA op 2-10 ng / ml (21,19,20).

Bo namata crymuja PHI wuHpgekcoT e kopucreH Bo 30
C/lyyad W UCTHUOT Jla/l TOYHOCT HA TIpeJjBUyBame Ha
MaJIMTHUTET Kaj 77,6%, 1ITO MPUOMMKHO Ce COBIara co
moceranmHuTe objaBeHu crtymuu. Ilopagu Toa PHI Tpeba
7la ce cMeTa Kako Jie/l Off CTaHJapfiHa YPoJIollKa MeTofia
3a MHIMIMpalme Ha OuorcujaTa, cTpaTHdUKalyja Ha
PU3MKOT U CeJieKIja Ha TPeTMAHOT Ha KapIIMHOMOT Ha
npocTaTa.

PSA MapKkepoT U HeroBuTe N30Q)OpMU Ce MHOTY 3HauajHU
¥ BO IOCTONEPATUBHOTO CJlefiele Ha MaljieHTUTe COo
KaplMHOM Ha TpocTaTa. Taka ofipeflyBameTo Ha T.H.
nPSA(nadirPSA) najuuckara BpegHocT Ha PSA, Koja ce
ofipellyBa LiecT Hefleld MOCJe W3BefeHaTa pajiiKajaHa
NpPOCTaTeKTOMUja,  MpPETCTaByBa  MHJMKATOp  3a
TIOHATaMONIHUOT TPETMaH Ha MalyeHToT (4).

Bo Hamara cryguja kKoHTponmHMOT NPSA wu3HecyBan
0,1Hr/mMn1 Kaj 77,7% of omepupaHuUTe TAIMEeHTH, MOPaJIH
IITO TPETMAHOT HA MCTHUTE Ce COCTOM CaMO O PeJJOBHO
cefierbe Ha TYMOPCKUTE MapKepH, YATpacoHorpadcku
nperneq u MP Ha mpocrara.

[locTonepaTUBHOTO ~ TMpeKMBYBame €  JIUPEKTHO
acormpano co Gleason-oBuot ckop. Criopep mofiaTorure
llaJieHd BO HayyHW cCTyauu marueHtute co Gleason
score 3 uny nomanky of 3, umaat 93-95% 10-15 roguiiHo
TNIpeKMBYBame, naiyeHT co Gleason score o 4-6 Mmaar
82-90% npeskuByBame a manueHTu co Gleason score Haj
7 umaar 71-82% mpexkuByBame (22,23). [locTonepaTUBHOTO
NeT TOAUIIHO MpEeKUBYBalbhe Kaj HalllUTe TAalueHTH CO
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TpefionepaTUBHU BpeaHOCTH Ha PSA Merfy 4 u 10 Hr/mn
n3HecyBa 89,3%, ¥ MCTHOT He OTCTaNyBa 3HAYajHO O
ToflaToIUTe JafleH! BO CBETCKaTa IuTepaTypa.

3AKJIYYOK

BoBefiyBameTo Ha 3a/I0/KUTeITHa CKPUHUHT IAjarHOCTHKA
32 paHO OTKpPUBAaWEe Ha KApIMHOM Ha MpOCTaTa Kaj
Maku Hapi 50 roguHM BO HAIIMOT 37]pPaBCTBEH CUCTEM
NpeKy BOBe[yBake Ha peloBHU Tperieu KOU Cce
COCTOjaT Off :JUTUTOPEKTasleH Mpernes, TYMOp MapKepu
tPSA, fPSA u cPSA u ynTpacoHorpadcku mperien Ha
TPOCTATa), 3HAYUTETHO OU TO HAMAJIUT MOPOUIUTETOT U
MOPTAJIUTETOT Off 0Ba MHOT'Y UECTO MAJTUTHO 3a00/TyBatbe.

BoBeslyBameTo Ha PYTHHCKA aHamu3a Ha u3odopmuTe
Ha PSA(fPSA,(-2)pPSA,(-7)pPSA u PHI-uHpekcot, Kaj
MalMeHTH co TpaHMuHKM BpemHocTd Ha PSA op 4-10Hr/
MJI, 3HAUUTETHO OM TO HaMaJUIo0 OpojoT Ha HEMOTPeOHO
HanpaBenn TPYC Ouomcmm Ha mpocTaTa BO HallaTa
ToIy/alyja.

BoBenyBameTo Ha pyTuHcka MRI-crieKTpockonuja u T.H.
®ysnoHa MMHIIMHT BofieHa Ouomcuja (Fusion Imaging
Guided Biopsy) OM O0BO3MOMHMJIa MHOTY IONpPELM3HO
¥ HaBpPeMEHO [MjaTHOCTHI[Mpame Ha KaplMHOMOT BO
Heropa paHa (ha3a.

[TocromepatuBHuOT Haox Ha nPSA mo 0,1Hr/mi, Kaj
71,1% o TallieHTUTe, ja TOTBpPAyBa pajiuKajHaTa
MPOCTATeKTOMHMja CeyIITe KaKo MeToJ Ha Wu300p BO
JIeKYBaleTo Ha paHO OTKPUEHHMOT KapIMHOM Ha
MPOCTATUYHATA FKIIe3/a.
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SCREENING METHODS FOR EARLY DIAGNOSIS OF THE PROSTATE CANCER - OUR
EXPERIENCES IN THE LAST FIVE YEARS

Ivchev J!

IGeneral City Hospital “8th September” - Skopje

ABSTRACT

Introduction: Prostate carcinoma is the most common cancer in the male population after malignant skin disease.
On average, in one in nine men, prostate cancer is diagnosed during the lifetime. Most common the disease
occurs at the age over 65 years, average in 6 out of 10 patients who have undergone screening methods for early
detection. The prostatic cancer is second in terms of mortality in men after the lung cancer (1). In the last decade,
the basic screening methods: Digitorectal examination (DRP) and Prostate Specific Antigen (PSA) are supplemented
by the determination of the so-called Prostate Health Index and MR (Magnetic Resonance Spectroscopy), which
significantly limits the indication of transrectal ultrasonographic biopsy of the prostatic gland in patients with a
PSA level of 4 to 10 ng / ml. On average, in 33% of the patients the TRUS prostatic biopsy based on elevated PSA,
PHI and MR values, showed benign prostatic hypertension (BPH), and in 20% revealed indication for rebiopsy (2).

Aim: Determining the percentage of positive findings of prostate cancer and the degree of malignancy in TRUS
biopsies performed at our ward in the last 5 years. Determining the role and necessity of routine determination of
PSA isoforms (fPSA, (- 2) pPSA, (-7) pPSA and PHI in setting an indication for biopsy and rebiopsy in patients with
raised PSA values of 4-10 ng / ml . In all patients, 6 weeks after radical prostatectomy, the so-called nPSA (nadir
PSA) is determined, in order to determine the effectiveness of the operative treatment.

Material and methods: An analysis of 578 transrectal ultrasonographic biopsies of the prostate made in the last five
years at the Department of Urology in the City General Hospital “8th September” in Skopje has been performed.
Patients are classified according to the PSA pre-biopsy values, pathological histopathological findings from the
biopsy, and follow-up of PSA indicators after radical prostatectomy. As a separate trial group, patients with PSA
values between 4 and 10 ng / ml were used, in which the PHI index was determined before the TRUS biopsy. In all
238 radical prostatectomes, nPSA (nadir PSA) was determined, 6 weeks after surgery.

Results: Out of a total of 578 TRUS biopsies made of prostate a positive pathohistological finding for prostate
cancer was obtained in 233 or 40.3% of patients. For most of them (112 or 48%), Gleason score 3 + 3 (6) was obtained.
The PHI index used in the trial group predicted cancer in 76.6% of biopsied patients. In 185 or 77.7% of the total of
238 radical prostatectomies made in the last 5 years at our department, the control nPSA (nadir PSA) after the first
6 weeks of operation was up to 0.Ing / ml, indicating that radical prostatectomy is still a method of choice in the
treatment of early stage of the prostate cancer.

Conclusion: The appealing introduction of screening diagnostics for the early detection of prostate cancer in men
over 50 is the basic precondition for timely treatment. The introduction of a routine analysis of PSA isoforms (fPSA,
(- 2) pPSA, (-7) pPSA and PHI index, in patients with PSA of 4-10 ng / ml, would significantly reduce the number of
unnecessary TRUS biopsies of the prostate in our population The introduction of routine MRI spectroscopy and
the so-called Fusion Imaging Guided Biopsy would allow for much more precise and timely diagnosis of cancer at
its early stage. The post-operative finding of nPSA to 0.1g / ml, in 77.7% of patients, confirms radical prostatectomy
as yet of the method of choice in the treatment of early stage of the prostatic cancer.

Key words: Prostate cancer, TRUS - prostate biopsy, PSA, fPSA, (-2) pPSA, (-7) pPSA, PHI, Fusion Imaging Guided
Biopsy, radical prostatectomy.
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CERVICAL CANCER INCIDENCE IN ALBANIA AND PATIENTS’
CHARACTERISTICS DURING 2002 - 2010
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10ncology Hospital, ‘Mother Theresa’ University Hospital Center. Rruga e Dibrés, Tirana, Albania.

Medicus 2018, Vol. 23 (2): 134-138
ABSTRACT

Objective: To assess the incidence of cervical cancer in Albania and evaluate the distribution of patients’
characteristics among cervical cancer patients.

Methods: Records of patients newly diagnosed with cervical cancer at the Oncology Hospital, ‘Mother Theresa’
University Hospital Center in Albania during 2002-2010 were included to the study. Crude incidence rate was
defined as number new of cervical cancer cases in a year per 100,000 female inhabitants.

Results: There were 760 patients diagnosed with cervical cancer during 2002 - 2010. The incidence rates ranged
from 4.11 in 2002 to 7.54 in 2010, averaging a crude incidence rate of 5.64 or an age — standardized rate of 5.07. The
average incidence rate for urban women was five times higher than the average incidence rate for rural women (p
< 0.0001). Incidence rates were higher among women 40 - 54 years of age.

Conclusions: Although Albania has one of the lowest incidence rates of cervical cancer in Europe, comparison
with the incidence rate during 1992-1995 shows an increase of this rate in Albania. Higher incidence rate among
urban women indicates a higher need for screening and prevention measures in this group of women. Tools such
as enhancement of women'’s participation to the national cervical cancer screening program, implementation of
a national Human Papilloma Virus (HPV) vaccination program, and education efforts towards recognizing the risk

factors and symptoms of this disease are suggested to minimize the risk of cervical cancer.

Keywords: incidence, cervical cancer, Albania.

INTRODUCTION

Invasive uterine cervical cancer is a preventable
cancer because of its long preinvasive state, because of
screening programs and because of the effectiveness of
the treatment of preinvasive lesions (1). However, uterine
cervical cancer (cervical cancer) is one of the five most
common cancers worldwide according to the World
Health Organization’s report of cancer in the world (2).

There are many risks factors for cervical cancer. It has
been determined that infection with Human Papilloma
Virus (HPV) is involved in the development of cervical
cancer and almost all cervical cancer cases are caused
from HPV (3,4). In order for the HPV infection to progress
to cancer, other cofactors are also needed (4). Tobacco
smoking, high parity, long-term hormonal contraceptive
use and HIV co-infection are confirmed cofactors (4).

Because HPV is transmitted during sexual intercourse,
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the risk for cervical cancer is higher in patients who have
their first intercourse at a younger age or in those who
have a greater number of sexual partners (5).

Most cervical carcinomas originate at the columnar -
squamous epithelial junction and may involve the outer
squamous cells as well as inner glandular cells (6). The
most common variety of cervical cancer is squamous
cell carcinoma (1). Depending on the degree of cancer
invasion, four clinical stages of uterine cervical cancer
have been defined, from stage I to IV, and each stage
is further defined into sublevels A and B, i.e. IA or IB
depending on the degree of cancer invasion (6).

According to the International Agency for Research on
Cancer, cervical cancer in Albania is among the ten most
frequent cancers in women, and among top ten cancers
with the highest mortality (7). A study has reported that
the incidence of cervical cancer in Albania was estimated
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3.5 patients per 100,000 females during 1991-1995 (8).
Little evidence exists regarding the epidemiology of
cervical cancer in Albanian women in the recent years.
Therefore, the objective of this study is to assess the
incidence of cervical cancer in Albania and evaluate the
distribution of sociodemographic characteristics among
cervical cancer patients.

METHODS & MATERIAL

Records of patients newly diagnosed with cervical cancer
at the Gynecology Unit at the Oncology Hospital, ‘Mother
Theresa’ University Hospital Center during 2002-2010
were included to the study.

Data on patients’ characteristics such as age, residence,
parity, cancer histopathology, duration of symptoms and
their diagnosis were recorded. Incidence was defined as
the number of new cases presented in a year.

Crude incidence rate was defined as the number of new
cervical cases in a year per 100,000 female inhabitants.
Yearly number of female inhabitants in Albania was
obtained from the published census data released from
the Institute of Statistics in Albania (9).

Age-specific incidence rate was defined as the number of
new cervical cancer cases diagnosed for each age group
in a vear. Age-specific incidence rates were calculated
for each year of the study period. The age groups were
defined as follows: less than 30 years old, 30 - 34 years
old, 35 - 39 years old, 40 - 44 years old, 45 - 49 years old,
50 - 54 years old, 55 - 59 years old, 60 - 64 years old, 65
- 69 years old, 70-74 years old, 75-79 years old and greater
than79 years old. In our data there were no patients older
than 79 years or younger than 25 years. An average of the
age-specific incidence rates was calculated for each age-
group during the study period.

Crude incidence rates and age-specific incidence rates
were both adjusted to age-standardized incidence
rates according to the world standard population as
defined by Segi and Doll (10). The method of direct age
standardization was used (10). This standardization
of incidence rates according to the world standard
population allows comparison of incidence rates across
different countries, by taking into account the varying
age distributions among populations.

Patients’ residence was determined and incidence rates of
patients living in urban and rural areas were estimated.
A t-test was conducted to evaluate whether there is a
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difference in yearly incidences among rural and urban
women through 2002 - 2010.

RESULTS

There were 760 patients diagnosed with cervical cancer
during 2002 - 2010. Annual number of these patients
ranged from 31 to 55. About 64% (n = 484) of patients are
diagnosed with stage II cervical carcinoma, and 25% (n
= 196) with stage III carcinoma. Patients diagnosed with
stage I carcinoma accounted for approximately 11% (n =
80) of all patients.

Almost all stage I cancer patients had stage IB cancer.
Of stage II cervical cancer patients, 34.3% (n = 166) were
diagnosed with stage IIA cancer and 65.7% (n = 318) were
diagnosed with stage IIB. Approximately 99% (n = 194) of
stage III cervical cancer patients were diagnosed with
stage IIIB cervical cancer.

Majority of patients (83%, n = 631) lived in urban areas
and 93% (n = 707) of all patients had squamous carcinoma.
About 64% (n = 486) of patients had 2-4 pregnancies and
22% (n = 167) had 6-9 pregnancies in their life. About 51%
(n = 388) of patients had the symptoms for 1- 5 months
prior to their first visit in the Oncology department and
about 41% (n = 312) of patients had symptoms for 6 - 12
months.

The average age of the patient population was around
50 years. The majority of patients (66%, n = 502) were
between 40 and 59 years old. About 16% (n = 122) of the
patients were younger than 40 years old. About 18% (n =
137) were 60 years old or older. Age range of the patients
ranged between 25 and 79 years old.

Crude incidence rates and their age-standardized rates
were calculated for the period from 2002 to 2010 (table 1).
The incidence rates ranged from 4.11 patients per 100,000
females inhabitants in 2002 to 7.54 patients per 100,000
female inhabitants in 2010, averaging yearly 5.64 patients
per 100,000 female inhabitants during the study period
(crude incidence rate). The crude incidence rates were
age-standardized, ranging from the lowest incidence
rate of 3.95 in 2002 to the highest rate of 6.22 in 2010,
average age-standardized incidence rate is 5.07 patients
per 100,000 females.
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2002 63 41 3.95
2003 80 5.24 5.10
2004 87 5.72 5.44
2005 68 4.50 421
2006 90 5.98 5.59
2007 96 6.43 5.55
2008 91 6.15 5.20
2009 75 511 4.36
2010 110 754 6.22

Table 1. Crude incidence rates and age-standardized incidence rates
during 2002 - 2010

Crude and age - standardized incidence rates were
presented graphically as below (figure 1):
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Figure 1. Incidence rates of cervical cancer in Albania, 2002 - 2010.
Numbers above the bars represent crude incidence rates.

Incidence rates were also calculated separately for
women living in rural and urban areas as shown in figure
2.
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Pigure 2. Incidence rates of rural and urban populations

Average incidence rate among women living in rural

areas was 1.82 and 9.38 living in urban areas during 2002-

2010. A t-test revealed a statistically significant difference

between yearly incidence rates of rural and urban women

(p <0.0001).

Averages of age-specific incidence rates (per 100,000
female inhabitants) were calculated for the study period
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and these rates were age-standardized according to the
Segi-Doll world standard population (figure 3).
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Figure 3. Average incidence rates of cervical cancer by age during
2002 - 2010. Numbers above the bars represent crude incidence
rates.

The greatest age-standardized incidence rates belong in
the 40-49 and 50-54 age groups with incidence rate of 1.08
and 1.05, respectively. The lowest incidence rates are 0.09
and 0.04 in the age group of less than 30 years olds and
greater than 79 years olds, respectively.

DISCUSSION

The objective of this study was to evaluate the incidence
of cervical cancer in Albania and the demographic
characteristics of cervical cancer patients.

During the study period, more than half of the patients
had stage II cervical cancer, and a quarter had stage
III cervical cancer. About one in ten patients had stage
I cervical cancer, meaning that very few women are
diagnosed at an early stage of the disease. Almost half
of the patients had symptoms for one to five months
prior to their first visit, and about 41 % of patients had
their symptoms for six to 12 months prior to their first
visit. An earlier diagnosis contributes to treatment at an
earlier stage, thus increasing the chances of survival (11).
Therefore, educational efforts in teaching women how
to recognize symptoms and signs of cervical cancer and
when to seek medical care would enable women to treat
cervical cancer at earlier stages.

The average incidence rate for urban women throughout
the study period was five times greater than the average
incidence rate for rural women. Given that the major
cause of cervical cancer is infection with HPV, a greater
educational effort toward prevention of HPV infection
targeting women living in urban areas would be
appropriate.

Almost all patients had squamous carcinoma; this type
of cancer is reported to be the most commonly found
histopathologic type (1). Most patients were pluriparous,
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having more than one pregnancy in their life; high parity
is considered a cofactor for cervical cancer (12).

The average crude incidence rate was 5.64 for 100,000
female inhabitants for 2002-2010 period (or age-
standardized incidence rate 5.07). An earlier study found
that during 1991-1995, the average crude incidence in
Albania for cervical cancer was 3.5 females per 100,000
female inhabitants (8). Thus, compared to the 1992-1995
period, the incidence has increased by approximately 61%
in Albania.

Cervical cancer incidence (age-standardized) in WHO
Europe Region in 2012 was 11.2 (in 100, 000 females)
according to International Agency for Research on
Cancer (IARC) (13).

Of Albania’s neighboring countries, Greece and Italy had
the lowest incidence rates of 5.2 and 6.7, respectively,
while Macedonia had an incidence rate of 12.4 and
Montenegro had one of the highest incidence rates
in Europe, 20.2 (13). Comparatively, incidence rates of
cervical cancer in Albania remain one of the lowest in
Europe (behind Switzerland, Malta, Cyprus and Finland)
(8); however incidence rates in Albania appear to have
increased since 1991-1995 period.

Although the rates of cervical cancer in Albania are lower
than those in other European countries, the assessed
impact of this disease is significant. IARC reports that,
in 2012, cervical cancer was the seventh most common
cancer in Albania, and was also the seventh cancer with
the highest mortality (13). Considering the morbidity,
mortality and the increasing incidence rate of cervical
cancer, it is necessary to take measures to further lower
and prevent an increasing trend of incidence rate in
Albania. Screening for HPV and for cervical cancer are
crucial steps for the early treatment of cervical cancer
(14, 15). There is a national program for cervical cancer
screening in Albania, however according to a survey only
1.5% of participants reported to have ever had a Pap smear
(14). Increasing awareness on cervical cancer among
women would increase the number of women benefiting
from the national screening program. Furthermore,
implementation of a national HPV vaccination program
in Albania would reduce infection with HPV in women,
eliminating the major cause of cervical cancer.

CONCLUSIONS

The average age-standardized incidence rate was 5.07
for 100,000 female inhabitants during 2002-2010. When
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compared to other neighboring countries and Europe,
Albania has one of the lowest incidence rates of cervical
cancer. However, when compared to the incidence rate
during 1992-1995 in Albania, the incidence rate has
increased by 61%. The age of women mostly affected by
the disease was between 40 and 59 years of age. Incidence
rate among urban women was five times higher than
that among rural women, indicating that screening
programs and prevention measures should be in place
to specifically target urban women. In order to reduce a
further increase in cervical cancer cases and the impact
of this disease in the future, tools such as enhancement
of women'’s participation to the national cervical cancer
screening program, implementation of a national HPV
vaccination program, and educational efforts towards
recognizing the risk factors and symptoms of this disease
may become useful.
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ABSTRACT

Gastrointestinal system (GS) can often be challenged by overuse and improper of drugs NSAIDs. This system is built
specifically to be protected from potential irritant that can damage. There is the so-called mucosal barrier defense
that plays the main role. The purpose of this study éas to analyze the negative symptoms caused due to the use of
NSAIDs in correlation éith the age of patients and duration of the drugs aléays comparing the group that has used
non selective éith selective (COX-2). Subjective and objective symptoms that appear most frequently in patients in
the study éere yaéning, séelling, pain, nausea, vomiting, GI bleeding and dyspepsia. Use of NSAIDs causes a range
of side effects in the gastrointestinal system. The longer the life time of treatment, the greater éill be the harmful
effects of these drugs. The age group most at risk is over 65, then deferred ages are most vulnerable. COX-2
selective group have priority over COX non selective particularly to older patients and patients to treated for long
time. NSAIDs should be used in the shortest time possible. Vulnerable to side effects, should be used as protectors
of the gastric H2 blockers and proton pump inhibitors.

Key words: gastrointestinal system, NSAIDs, non-selective COX, COX 2 selective

INTRODUCTION mucosal barrier becomes brittle, breaks this balance
by initiating so destruction mucosal cells, resulting,the
different types, from those with microscopic dimensions,
millimetric, to big changes, macroscopic, that can cause
bleeding that can be fatal end. This can happen or by being
damaged or by reduced protective factors that make the
protective mucosal barrier, or by increasing aggressive
factors such as gastric acid in some pathological

condition. [1,2,3]

Gastrointestinal system (GIS), is the part that most can
be challenged by overuse and improper medication of
NSAIDs

This system state specifically built to be protected from
potential irritant that can damage it. There is the so-
called mucosal barrier that plays a key protective role.

Mucosal barrier protects the mucous membrane of the

stomach and duodenum by the action of clorhydric acid,
pepsin and other aggressive agents.[1]

Both these sets of factors,those protective and aggressive
group. They are separate balance between each other,
keeping in check and prevent the destruction of the
epithelial mucosa. If any of these components is damaged,

There are a number of factors that can lead to this
imbalance, among them are the use of NSAIDs.

Well, the main side effects that accompanies the use of
NSAIDs is gastrointestinal tract irritation. This irritation
may be initiated in two ways, either directly or indirectly.
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As acid molecule, directly just irritate the gastric
mucosa,and indirectly, systemic, by inhibiting the
enzymatic system cyclooxygenase (COX-1 and COX-2),
reduce the level of protective prostaglandins in the blood.

The most common side effects in the GI tract include:
Nausea, vomiting, indigestion, gastritis, peptic ulcers.
[4,5]

PURPOSE OF THESIS

The purpose of this study was to analyze gastric
manifestations of treatment with NSAIDs in correlation
with the patients’ age and length of taking drugs always
comparing the group that has used non-selective anti-
inflammatorywith those selective(Cox-2).

MATERIALS AND METHODS

The work was conducted at the Clinic of Rheumatology
and it of Gastroenterology at UCC. They examined a total
of 156 patients with rheumatic problemswho are treated
with NSAIDs. Of these, 111 who were treated with non-
selective NSAIDs group (Diclofen, Brufen and Ketonal),and
45 with selective dugs group (Meloxicam and Celecoxib).
From patients are taking detailed datato view and analyze
duration of the diseaseand duration of treatment with
these drugs. Especially analyzed subjective complaints
and objective ones about side effects associated with the
digestive tract.

RESULTS

After receiving all the data from patients, necessery
gastroscopic examination and there after their statistical
processing, we obtain the following results:

Table 1. Stady by groups and gender

000000000000

28.8%). Of the total number of patients 77 or 49.4% were
femaleand 79 or 50.6% male.

Table 2. the age parameters of the researched by groups

({/Xegaer) (Nonglgiictiv) (Se(l}gg[iv) Total
N 11 45 156
Average 56.3 53.7 55.5
DS 14.2 154 14.5
Min 28 28 28
Max 88 80 88
T-test, P-value T=1.01, P=0.313

Gr.l Gr.2
(unselectiv) (Selectiv) Total
Gender N % N % N %
F 57 514 20 444 77 494
M 54 48.6 25 55.6 79 50.6
Total 111 | 100.0 | 45 | 100.0 | 156 | 100.0
X2 test, X2=0.366, P=0.545

In the research are involved 156 patients who were
treated with nonsteroidal anti-inflammatory which are
divided into two groups: selective In group 1 who have
used standard non selective drugsand in group 2 who
have used standard selective drugs. In gr.l included
111 patients (or 71.2%) and gr.2 included 45 patients (or
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The average age of patients included in the study was 55.5
years (DS #14.5 year). The patient youngest was aged 28
years old and the oldest 88 years old.

Table 3. Parameters of the duration of illness by groups

The disease
duration Gr.1 Gr2
(year) (nonselectiv) (Selectiv) total
N m 45 156
Average 5.2 6.2 55
DS 3.0 26 29
Min 0.5 1 0.5
Max 13 1 13
Mann Whitney U'=3003.5, P=0.048

The average duration of disease in patients which are
involved in the study was 5.5 years (SD + 2.9 years), range
0.5 to 13 years. The average duration of disease in the
group 1 patients which are involved in the study was 5.2
years (SD + 3.0 years), range 0.5 to 13 years.The average
duration of disease in the group 2 patients which are
involved in the study was 6.2 years (SD + 2.6 years), range
1to 11 years.

Table 4. Parameters of the treatment duration by groups

The disease I. Gr.2
duration(year) (nonselectiv) (Selectiv) Total
N 11 45 156
Average 47 6.1 5.1
DS 2.8 2.5 2.8
Min 0.5 1 0.5
Max 10 1 1
Mann-Whitney
test U'=3252.5, P<0.01
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The duration of treatment in patients which are involved in the study was 5.1 years (SD + 2.8 years), range 0.5 to 11
years.The duration of treatment in patients of Gr. 1 (nonselectiv) which are involved in the study was 4.7 years (SD +
2.8 years), range 0.5 to 10 years.The duration of treatment in patients of Gr. 2 (selectiv) which are involved in the study
was 6.1 years (SD = 2.5 years), range 1to 11 years.

Table 5. Gastric obstacles acording to groups

Eructation 44 39.6 17 378 61 39.1
Flatulance 49 441 35 718 84 53.8
Pain 95 85.6 23 511 118 75.6
Nausea 28 25.2 - - 28 179
Vomiting 26 234 - - 26 16.7
G.I. bloodshed 14 12.6 - - 14 9.0
Dyspepsia 1 0.9 - - 1 0.6

Table 6. Gastric obstacles of patients in group 1- non-selective according to their age

Eructation  Flatulence Pain Mausea  Vemiting G bloodshed Dyspepsin

Age group

|‘!'l:lr| N N % M " L] b M " N " M T M %
25-34 8 4 444 5 558 91000 2 22 2 22

3644 16 7 438 6 375 15 838 6 TS5 6 A7S 1 63

45-54 25 10 345 134 448 25 BEZ 241 B TG 4 103

5564 P3| 7 333 9 429 20 652 8 381 6 288 1 48 1 4%

G5+ 8. 18 ddd 48 444 2 TI? 5 139 4 114 5 250

Toral 111 44 396 49 441 95 BSE 28 252 26 234 14 12.6 . -

Table 7. Gastric obstacles of patients in group 2-selective according to their age

Eructation Flatulence  Pain

Age-group
[¥ear) N__N B N W% N %
253 a 3 W5 6 THo 3 75
35-44 8 4 500 4 500 4 500
£5-04 Li] 2 333 4 ST o 833
55-84 11 3 273 111000 5 455
G5+ 12 5 417 10 833 ¢ 500
Total 43 17 7B ¥ TI.B 3 A
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Tabela 8. Gastric obstaclesaccording to the average of treatment duration (years) and groups

Thaé trastment time
Yaar) Eructaticn Flatulence Pain Mauzsa 'u'nmiliqﬂ 5.1, blogdshed
M 44 44 Ha 28 Fi) 14
Gr1 | Average 4.72 468 4,36 3.77 3,33 7 28
D% 277 277 2 64 2.3 194 107
M 17 35 23
Gr.2 | Average £ 35 6.11 §.30
0a 252 2 5 248
i el o |T__[|2=.::;!-1 F-'I-_:]EI;:;I |1T_-r|3n:if1

DISCUSSION

NSAIDs are the most used drugs in the world today. Like
most other medications, and these drugs have their own
side effects in the body.

In some cases, gastrointestinal symptoms caused by
NSAIDs can be quite severe with a risk of 6 to 7 times
greater to cause compared to use of other drugs. [6]

According to Sostres C, Gargallo CJ the collaboratores,
side effects of NSAIDs in the digestive tract are fairly
common.COX-2 selective have priority over non-selective
COX and giving the proton pump blockers help prevent
these effects.[7]

According to the results in our stady we have found
such complaints mentioned in the literature. In all
patients are encountered gastric obstacles like yawning,
flatulance and pain while nausea, vomiting, dyspepsia
and GI bleeding is only found in patients in the first
group, selektiv which are treated with non-selective
NSAIDs, while the second group is not registered any
case. Of these symptoms listed in our results, in the first
group, the most common it was pain with 95 cases or
85.6%, while more rare was dyspepsia with only one case
or 0.9%. While in the second group, the most common
symptoms is found flatulance with 35 cases or 77.8%, but
rarely is encountered eructation with 17 or 37.8% of cases.
Symptoms such as pain and eructation although they
have presented to two groups, they have been in the lower
structure to group 2 compared to group Iwhich indicates
a greater tolerance by patients for COX-2 selective group
compared with the non-selective group.

It is also worth noting that the GI bleeding in the first
group is encountered in 14 cases or 12.6%, while in the
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second group is not encountered in any case.

Inthe study presented by Sunil Nikose with collaboratores,
it was concluded that the granting for the long time and
not managed properlyof NSAIDs.

It causes abdominal pain and increases the risk of
gastric adverse events starting from dyspepsia up to the
gastroduodenal ulcers acute and chronic. (8)

Our findings coincided with the findings of the above
mentioned authors. Although the average duration of
treatment in group 1 was shorter compared with group
2 (4.7 years, 6.1 years), nevertheless gastric obstacles have
been expressed in one group. It is very important to note
that the GI bleeding, barrier which is found only in the
patients treated with non-selective NSAIDs, the average
duration of treatment was the largest with 7:29 years
which indicates a fair correlation time during treatment
with these drugs and their side effects.

Side effects of NSAIDs are associated with the age of
patients using these drugs. The greater the age of the
patient, the most common are side effects in the digestive
system. [9,10,11]

Carlos Sostres, Carla Gargallo and their collaboratores
found that the risk of side effects NSAIDs increase in the
age group over 65 yearsand that selective COX-2 have
priority against non-selective COX over ages deferred. (12)

In our results it is found the same thing. The age group
that mostly resulted in gastric barrier it has been over 65
years.

In group 1 patients, who are treated with non-selective
NSAIDs, obstacles like eructation, flatulance and pain
are found more often in this age group compared
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with younger age groups. GI bleeding as a very serious
complication, mostly recorded in the age group over 65
years with 9 or 25% of cases, while in the age group 25-34
years there has been no case.

And to group 2 patients which are treated with NSAIDs
selective drugs, complaints are found to eructation,
flatulance and pain in large numbers in the age group
over 65 years but,compared with group 1, in this group,
there is no case registered GI bleeding that favors the use
of Cox-2 drugs selective group compared with those of
non-selective in group particularly older ages.

CONCLUSION

After analyzing and processing the results obtained from
this research,compared with data from the literature and
many other relevant studies, we come to the following
conclusions:

Use of NSAIDs causes a number of side effects in the
digestive tract.

As long as the time of treatment, the greater will be the
harmful effects of these drugs.

Most vulnerable age group is over 65, then postponed
ages are most vulnerable.

COX-2 selective precedence over non-selective COX group
especially old age and patients who use long time.

NSAIDs should be used at the time as short as possible.

The risk groups for side effects, should be used gastric
protectors such as H2 blockers and proton pump
inhibitors.

LITERATURE

1. Resuli B, Prifti S, Bibolli I, Kajo I, Basho ], Babameto A.
NGastroenterologijia”.Shtépia botuese e librit Universi-
tar.ShtypshkronjakAlbpaper”. Tirané. 2000:53-184.

2. Gamulin S, Mrushiq M, Kérvavica S, dhe bashképuntoré
t MPatofiziologija”. Pérkthyer né gjuhén shqipe nga Uni-
versiteti i Prishtinés, Fakulteti i Mjekésisé Prishtiné,
2001;(29):795-798.

3. Cakérri L, Bregu R.JNFiziologjia mjekésore”. Shtépia
botuese-Ilar. Tirané, 2000;(8):397-416.

4. Simone Rossi, ed. Australian medicines handbook
2006. Adelaide: Australian Medicines Handbook Pty
Ltd. 2006.

5. Traversa, G; Falker, Am; Ippolito, Fm; Caffari, B; Capurso,

10.
11.

12.

Original scientific paper

L; Dezi, A; Koch, M; Maggini, M; Alegiani, Ss; Raschetti,
R (January 1995). “Gastroduodenal toxicity of different
nonsteroidal antiinflammatory drugs”. Epidemiology
(Cambridge, Mass.) 6 (1): 49-54.

Australian Medicines Handbook. NSAIDs. January,2007.

Sostres S, Gargallo C], Arroyo MT, Lanas A. Advers ef-
fects of non steroid anti-inflamatory drugs (NSAIDs: As-
pirin and Coxibs) on upper gastrintenstinal tract. Best
Pract Res Clin Gastroenterology. 2010. Apr

Sunil Nikose, Mridul Arora, Pradeep Singh, Derashree
Nikose, Séapnil V Gadge and Sohael Khan. “ Gastrin-
tenstinal advers Effects due to Use of NSAIDs in Non-
Traumatik Painful Muskuloskeletal Disorders”. J Gas-
trointenstinal Dig Syst, 2015:5:348

Huang J-Q, Sridhar S, Hnt RH. Role of Helicobacter
Pylori infection nand non-steroidal antiinflamatory
drugs in peptic ulcer disease: a metaanalysis. Lancet.
2002;359:14-22.

University of Maryland Madical Center. 2011.

0C Rogovean, CT Streba, CC Vere, L Patrescu, R Traista-
ru. Superior digestive tract side effects after prolonged

treatment éith NSAIDs in patientes éith osteoartritis. I
med Life. 2015 Oct - Dec, 8(4):458-461

Carlos Sostres, Carla J Gargallo, Angel lanas. NSAIDs
and upper and loéer gasrointenstinal mucosal demage.
Artgritis Res Ther. 2013. 15(Suppl. 3):S3-

143 | Medical Journal - MEDICUS

AN


http://en.wikipedia.org/wiki/Adelaide

L Original scientific paper J

BAKTEPUCKA BATTTHO3A 1 CKBAMO3HU KJIETOYHH
ABHOPMATHOCTH HATPII0TO HA MATKATA

[lpare Jlabecku', [lyragimn Ocmanu?, Cotupuja [lyBnuc?, Hemu bamecka’, BecHa AnToBcka', Musika TpajaHoBa!,
Mapjan CrojoBcku', AHa [Jabecku'

'J3Y YHuBep3uTeTCcKa KIMHKUKA 3a THHEKOJIOTHWja ¥ akyliepcTBo, Ckorije, MakeioHuja
2IHCTUTYT 3a jaBHO 3/ipaBje Ha Penryonuka Makenonuja, Cromje, MakegoHuja
3J3Y YuuBep3uTeTCcKa KIMHKMKA 3a pafMoTepanyja 1 oHKosnoruja, Ckomje, MakegoHuja

Medicus 2018, Vol. 23 (2): 144-150
ATICTPAKT

Boeen: Llenra Ha cryagujara Oelle [a [JOKaKeMe IIOCTOEHE€ Ha acouujaluja romery OakTepucKaTa BarmHosa U
CKBAMO3HUTe KJIETOUHU aOHOPMaIHOCTU Ha TPJIOTO Ha MaTKara.

Marepujan 1 merogu: Cross-sectional crynuja, paboreHa Ha 128 cekcyaJHO aKTHMBHU »KeHU, Ha BospacT o 20 10
59 roguHM, CO CKBAMO3HU KJIETOUHM aOHOPMAa/IHOCTH Ha I'P/IOTO Ha MaTkara Ha ITAIT TecToT, Ha YHUBEP3UTETCKUTE
KJIMHUKU 38 TUHEKOJIOTUja U aKyIIepCTBO U pagroTepanuja u oHKomoruja Bo Ckorije 1 Ha IHCTUTYTOT 3a jaBHO 3/1paBje
Ha Penybnuka Makeponwuja, Bo mepuozioT ofi Janyapu 2016 roguna fo Jyau 2017 roguna. Kaj cure »keHu ce HaripaBU:
KOJITTOCKOTICKA IIepBUKaJIHa OMOTICHja CO eHIIoIepPBUKaTHa KMpeTayka 3a XMUCTOIATOJIONIKa aHai3a 1 HylieHT-0B cKop
CHUCTEM.

Pesynratu: bakrepuckaTa BarmHo3sa Oelle eTeKTupaHa Kaj 56 (43,75%) maimeHTKy. AHaM3aTa Ha IToJIaTOLIUTe MToKayka
acolujanyja ToMery IprUCyCTBOTO Ha OaKTepucKaTa BarHoO3a U rojaBaTa Ha CKBAMO3HUTE KJI€TOUHM aOHOPMAaTHOCTH
Ha T'PJIOTO Ha MarkaTa (Xu KBazpar Tect=4,1906, p=0,040649, p<0,05). Delle meTeKTUpaH MOPACT Ha MIPUCYCTBOTO
Ha OaKTepucKara BarMHO3a IapajiejIHO CO 3rOJIEMyBambe Ha LUTOMNATONOWKUOT (p=0,015938) 1 XHUCTONATONIOMIKHOT
(p=0,041932) creneH Ha Je3uja Ha TpnoTo Ha MartkaTta. Gardnerella vaginalis 6Gelle HajbpekBeHTeH OaKTePUCKU
MOPMOTHUIT Kaj IMAaLMeHTKUTe co OakTeprcKa BarnHosza (96,43%;54/56), Bakreprckara BarnHosa Oelle HajhpeKBeHTHa
Kaj nanuentkruTe rof 30-roguinHa Bo3pact (57,14%; 16/28).

3ak/ydok: Hariara crynuja rokaska fieKa IIOCTOM acollydjalidja ToMery baKrepucKara BarMHO3a M CKBAaMO3HUTE
KJIETOUHM abHOPMAaJIHOCTH Ha TPJIOTO HA MaTKaTa

Knyunu 360poBU: OaKkTeprcKa BarnHo3a, CKBAMO3HU KJIETOUHM aOHOPMaJTHOCTH, I'PJIo Ha MaTtKa, HylIeHT-0B CKOop

BOBE]] co Gardnerella vaginalis. Tlocnemuia e Ha HapyuieHa
paMHOTe)ka TIOMery Ppas3IuYHM THUIOBM HA OaKTepuu
Bo BaruHata. HamecTo HopmajiHa TMpefjoOMUHAIMja Ha
NIaKTOOAIIM/TH, BO BarMHaTa MOKAT Jla ce Haj/jaT pasnIHu
TUTIOBM Ha MUKPOOPraHM3MM, Kako Imro ce: Gardnerella
vaginalis, Mobiluncus species, Prevotella species,
Bacteroides, Peptostreptococcus, Mycoplasma hominis u
Ureaplasma urealyticum [3]. Oma 3a mTo ce cornacyBaar
TIOTOJIEMUOT OPOj MCTPAKYBAUM € Toa JieKa baKTeprcKaTa
BarMHO3a TPeTCTaByBa MPOMEHa HA MUKPOEKOIOTHjaTa
Ha JIOTHMOT JKEHCKM TeHWTajeH TPAKT, TaKa IITO
MHUKPOOPTaHU3MHUTe KOM BO TeK Ha PermpoJyKTMBHUOT

Yire ce Boiu MmosieMUKa OKOY Toa KAaKo Jla ce 03HAuu
DakTeprcKaTa BarmHo3a, Kako: MpOMeHeTa BarvHaIHa
cocTojba, BarMHajHa MH(EKIMja WIM KaKo BarMHaieH
cunapom [1]. Criopes eHM MCTpa)kKyBauM OaKTepHCKaTa
BarvHo3a e mopeMeTyBambe BO COCTaBOT HAa BarMHaHATa
¢dnopa Koe 7oBemyBa 10 HaMajlyBame Ha OpojOT Ha
BOJIOPOZ TIEPOKCHU]] TPOJYIMPAUKUTE JTAKTOOAIMIM U
TpeioMIHalIja Ha Pa3sHOBU/HY aHaepoOHu OaKTepun [2).
Cropep, apyry OakTepucKaTta BarHo3a e oITMMUKPOOHa,
NpUMapHO aHaepoOHa wWH(eKIWja, TOpaHO BUKAHA
“HecnerpuueH BariHUTHUC”, WK BATHHUTUC TIPUIPYIKEH
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T1Iepyoy] Ha jKeHaTa MOCTOjaT BO Maj Opoj BO BaruHara,
TIOUHYBaaT Jia HajBiajiyBaaT Haj JakToOauuiure [4].
[lepBUKaIHUTE IUTOMOMIKM a0HOPMATHOCTU Ce HajIeHu
MHOT'Y [IOBeKe Kaj JKeHITe Co HapyllleHa BaruHaiHa (iopa,
LITO Cyreprpa Ha MOKHATa BPCKA MOMery OakTepucKaTa
BAarnHO3a M MHTPAEIUTENHUTE JIe3UH M KaplUHOMOT Ha
rp/IoTo Ha MaTKata [5]. Bo KMMHMUKaTa mpakca, Hajuecto
NpPUMEHYBAHM METOJI 3a [JUjarHOCTHKA Ha OaKTeprcKaTa
BarnHo3a ce HynentoBara Metoma (HyieHToBHOT
CKOp cHCTeM) W AMCEeNOBUTE KIMHWYKA KPUTEPUYMH
[6]. Bo mabopatopuja, HylileHTOBHMOT CKOp cucTeM e
CUTYpeH, yIoOeH M eduKaceH METOJ 3a [MjarHOCTHKA
Ha OaKkTepucKaTa BarmHo3a [/] M ce cMmeTa 3a ,,37aTeH
cTaHjapy” TeCT BO IMjarHOCTUIMPabeTo Ha OaKTepucKaTa
BarmMHo3a [8] mopaju moroneMara ceH3UTHBHOCT (93-97%)
1 PETIPOAYKTUOMIHOCT O] AMCENIOBUTE KpUTEpUyMu [9].

[lenvte Ha crygujata Oea: 1a JlOKajkeMe TOCTOEHe
Ha acolyjalyja ToMery OaKTepucKaTa BarmHo3a W
CKBAMO3HMTE KJIETOUHM aOHOPMATHOCTM HA TPJIOTO Ha
MaTKara, Ja TU JIeTeKTUpaMe HajuecTuTe OAKTePHCKU
MopOTUIIOBA Ha OaKTepucKaTa BarmHo3a, Ja ja
ofpeMe TIpeBaJIeHIMjaTa Ha DaKTeprCKaTa BarnHo3a 1
7a ja ompeMMe HajadeKTUPaHATa BO3pAcHa Ipyria.

MATEPHJAJI U METOAH

Iwu3aju Ha cryaujata: CTymujaTa mpeTcTaByBa IpeceyHa
cryauja (cross-sectional study).

Matepujan: Marepujan mpeTctaByBaaT 128 cekcyanHo
aKTUBHU MalMeHTKU Ha Bo3pacT off 20 7o 59 roguxu, co
abHOpMajieH IIepBHMKAJieH IMTONMONIKM Haof, OJHOCHO
Haop Ha [TAII TecT, Koj MoKasKyBa IIOCTOEe e Ha CKBaMO3Ha
WHTpaenuTejHa Jie3rja WIM CKBaMO3eH WHBa3sUBeH
KapIMHOM Ha T'p/IOTO Ha MaTKaTa.

Kputepuymu 3a ucknyuyBame: Bo crymujata He Oea
BKJTyUeHHU: OpeMeHH JKeHH, JKeHH! CO MPETXOHU OTlepariun
Ha TPJIOTO HAa MaTKaTa (KOHM3allWH, jariepoy] TBOOKCH]
JlacepCKH  BAMOPU3AIMU M TOTATHU XUCTEPEKTOMUH), CO
TPETXOIHA A0HOPMAJTHY IIUTOJIOIIKM U XMCTOIATOOIIKI
Hao/I¥ Ha I'P/IOTO Ha MaTKATa, }KeH! BO TeK Ha MEHCTPYaJTHO
KpBapemwe, JeHH KOM TMOC/efHUTe IIecT Hefiend Owie
WM ce TOfT JIOKa/THA WM CHCTeMCKA aHTHOMOTCKA WIH
AHTHBHPYCHA Teparyja 1 JKeH! KO MOC/IeTHUTE JIBA IeHa
MMajie ceKcyasieH Of{HOC WK IipaBesie BArMHAJIHA TOAJIeTa.

[leprop Ha peanu3anja: CrymujaTa Oelre CIpoBeleHa
Bo mepuofoT of janyapu 2016 roguHa mo jyau 2017
rofiiHa Ha YHMBEP3UTETCKUTe KIMHUKY 3a TUHEKO/IOorHja
W aKylIepcTBO M 3a pajjMoTepanuja U OHKOJIOTHja BO
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Cromje 1 Ha MHCTUTYTOT 3a jaBHO 37paBje Ha PemyOmyka
Maxkenonuja Bo Ckomje.

METOI[I/II Ka] CUTE JKEHU Ce HallpaBEHM: KOJIIOCKOIICKaA
JepBUKaJHa 6I/IOHCI/IjH CO eHjounepBHKa/iHa KUpeTaKa 3a
XUCTOIIATOIOIKa aHa/Iu3a 1 HYI,IQHT-OB CKOp CUCTeM.

Ilutonomka aHamu3a: lluTonmomKkuTe pesynTaTd Oea
KnacuuIMpand  cropeq  peBupmpaHaTa Bethesda
Knacu(yKalja, Kako: aTUIHNYHE CKBAMO3HHU KJIETKH CO
HefleTepMUHKpaHo 3Hauerbe (ASC-US, Atypical Squamous
Cellsof Undetermined Significance); aTunindsu ckBaMo3Hu
KJIETKM KOM He MCKIyuyBaaT CKBaMO3Ha MHTpAeNUTeTHa
nesuja of Bcok cremneH (ASC-H, Atypical Squamous Cells
cannot exclude a High-grade squamous intraepithelial
lesion); ckBamo3Ha MHTpaemuTeNIHA Jie3dja Of HU30K
crened (LSIL, Low grade Squamous Intraepithelial
Lesion, CIN 1, Cervical Intraepithelial Neoplasia Grade
1); ckBaMO3Ha MHTpaEMUTeNHA Jie3Kja Off BHCOK CTeleH
(HSIL, High grade Squamous Intraepithelial Lesion, CIN 2,
Cervical Intraepithelial Neoplasia grade 2, CIN 3, Cervical
Intraepithelial Neoplasia grade 3, CIS, Carcinoma In Situ)
11 CKBaMO3€H MHBa3UBeH KapIMHOM.

Xucronaronomka aHamusza: Cropen  Mopdornorujara
JeTepMUHMpPaHa  BO  OWONTHYHUTE  TIPHMEPOLIH,
IIePBUKaJIHUTE Haoau 0Oea KapaKTepuU3MpaHU KaKo:
HOpMaJIeH HaojT (HecrieiuuyeH IePBUIIUTHC); CKBAMO3HA
MHTpaenuTeNHa ne3uja o Hu30K crened (LSIL, Low
grade Squamous Intraepithelial Lesion) - necen cremen
Ha pauciiasuja, mwiocHat KoHpumoM (flat condyloma),
XPOHMYHO BMPYCHO BOCIajieHHe Ha TPIOTO Ha MaTKara
(cervicitis chronica virosa); ckBaMo3Ha MHTpaeIUTelTHA
nesuja of Bucok creneH (HSIL, High grade Squamous
Intraepithelial Lesion) - ymepeH M TeXOK cTeneH Ha
IUCIUIa3yja, in situ ckBamo3eH KapiMHOM M MHBa3HBEH
CKBaMO3€eH KapI[FHOM.

HyrienToB ckop cucteM: 3a u3paboTKa U MHTepIpeTariuja
Ha HyIleHT-0BHOT CKOp cHcTeM Oellle HarpaBeH Mpemnapar
Ha IpeJIMEeTHO CTaKJeHIle 0boeH 1o 'paM U aHanmM3KMpaH
Ha cBeToceH Mukpockon Olympus BH-2 (CAJI) Ha 1000
MaTH 3rofieMyBame Ha BUAHOTO mojie. Ce JeTeKTHpa
MPUCYCTBO MJIM OTCYCTBO Ha HOpMaJiHa OaKTepucKa
BarMHajHa  (piopa, Cce  JleTeKTMpaa  HAjuecTuTe
Oarrepucku MopdotunoBu (Lactobacilli, Gardnerella
vaginalis, Bacteroides, Mobiluncus, Prevotella) u ce
m3paboti Nugent-oB cKop cucTeM, Bp3 0a3za Ha Koj
Oelie  [WjarHOCTMIIMpaHa OaKTepuCKaTa BarMHO3a.
WnTeprperanyjaTa Ha Nugent-oBUOT CKOp oOfielle [0
CTIeHUOT pefiocief: ckop of, 0-3, 3HAUM MPHUCYCTBO Ha
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HOpMaJTHa BarMHaiHa riopa (momuHanmja Ha Lactobacilli-neraTuBeH 3a bakTepucKa BaruHosa); ckop of 4-6, 3Haun
pelyKiMja Ha HOpMaJTHa BaruHamHa (hopa (HeraTMBeH 3a OaKTepuCKa BaruHo3a) M ckop of 7-10, Bo cOracHOCT €O
HylleHT-0BUTe KpUTEPUYMH, 3HAUH JIOMUHAIIMja Ha aToreHa BarnHamHa (iopa (o3uTHBeH 3a OaKTepUCKa BarnHo3a),
“3y1aTeH cTaHzapy” 3a MOCTOEHe Ha DAaKTepHCKa BarnHO3a.

CratrcTiyka aHami3a: [logatoruTte bea BHeceHH Bo cTaHap/eH codTBep 3a 6a3a Ha mopator (Excel). CraTicTinukaTta
aHa/iM3a Ha (OPMUPAHKUTE CTATUCTUUKHI CePUU Oea CITPOBEMIEHN CO CTATMCTHUKMOT mporpaM CTAaTUCTUUKY TaKeT 3a
omurrectBeHn Hayku (SPSS, Statistical Package for Social Sciences), Bepsuja 23.0. CTpyKTypaTa Ha CTaTUCTUUKUTE CEPUI
o aTpubyTHBHH Oete3y Oellie aHa/IM3KMpPaHa CO OPeyBabe Ha MPOHOPLKK U cTanku. CTPYKTypaTa Ha HYMEPUUKUTE
0erne3u Oelire aHaJIM3UPaHa Co OfIpe/lyBarbe Ha MEPKH Ha [ieHTpajiHa TeH/IeHIMja 1 MepKu Ha ucrep3uja. [IporieHara
Ha HOPMaJIHOCTa Ha HYMEPUUKKTE CePUH Ce HAIpPaBH CO MOMOII Ha XU-KBaJpaT TecT. AHaTMTHUKATa (hasa ce COCTOM
OJI, CTIE[JHHTE TOCTANKM: aHa/Ii3a Ha OJJHOCH (IIOCTOEke HA acollyjaliija) MEry IBe CepuE CO aTpUOYTHBHHI Bapujabmu
ce HaIpaBK €O MOMOII Ha XU-KBajipat TecT. CTaTHCTUYKY 3HAUajHU Ce CMeTaa MOJIaTOIUTe Kaj KoM P BpejHOCTa Oelle
<0.05.

PE3Y/ITATH

Bo cryaujata 6ea Bkinyuenu 128 manmentku Ha Bo3pact of, 20 o 59 (40,50+10,85) ropusu (Taberna 1).
Ta6ema 1. [lucTpurbyiija Ha MalleHTKUTe CHOpPe] BO3PacHH IPYIIK

20-29 28 (21,87)
30-39 38 (29,69)
40-49 30 (23,44)
50-59 32 (25,00)
BkymHo 128 (100)

[lutomatonomky, nmaiie: 13 (10,16%) mamuentku co ASC-US, 7 (5,47%) co ASC-H, 31 (24,22%) co LSIL, 56 (43,75%) co HSIL
u 21 (16,40%) maiyeHTKa O MHBA3MBEH CKBAMO3€H Kapl[MHOM Ha IPJIOTO Ha MaTKara. XMCTOIATONONIKM, uMalie: 9
(7,03%) manmenTKM co HopMmareH Haof, 41 (32,03%) co LSIL, 54 (42,19%) co HSIL u 24 (18,75%) natmeHTKM CO MHBa3UBeH
CKBaMO3€eH KapIMHOM Ha I'PJIOTO Ha MaTKaTa.

Tabena 2. J[lucTpubyiyja Ha bakTeprCKaTa BarkHO3a BO OJHOC Ha IIUTONATONOIIKATA [1jarHo3a

_ HSIL
bakrepucka LSIL (n=31) (n=56) HBasuBeH
BarmHo3a In situ CKBaMO3eH BkymHo
ASC-US _ KapIMHOM (n=128)
13 ASC-H (n=7) CIN1 CIN2 CIN3 CKBaMO3eH 1
(n=13) (n=31) (n=20) (n=21) KapIMHOM n=21)
n=15)
n (% n (% n (% n (% n (%) n (%) n (%) n (%)
[pucycrBo 1(7,69) 4(57,14) 12 (38,71) 7(35,00) 11(52,38) 7(46,67) 14 (66,67) 56 (43,75)
OTcycTBO 12(92,31) 3(42,86) 19 (61,29) 13 (65,00) 10 (47,62) 8(53,33) 7(33,33) 72 (56,25)

Jlerenpa: n, 6Opoj; CIN, nepBukaaHa MHTpaemuTenHa Heortasma, ASC-US, aTMIMUHM CKBaMO3HH KJIETKH CO
HefleTepMUHKMpPaHO 3Hauewe; ASC-H, aTuuyHu CKBaMO3HH KIeTKM KOM He MCK/IYUyBaaT CKBaMO3Ha MHTpaeIUTe/THa
7nie3uja off BUCOK cTeneH; LSIL, ckBamMo3Ha MHTpaemuTe/THa fie3uja off HU30K creneH; HSIL, ckBaMo3Ha MHTpaenuTeIHa
7ie3uja off BUCOK CTelleH

Opn BKymHO 128 marpMeHTKH, DaKTeprcKaTa BarkHo3a Oellle HajieHa Kaj 56 (43,75%) malueHTK. AHa/IM3aTa Ha OJjaTOLUTe
TI0KaJka II0pacT Ha MPUCYCTBOTO Ha OaKTeprCKaTa BarMHo3a mapaseiHo Co 3roJieMyBatbe Ha IIUTONATOIOIKUOT CTeIleH
Ha JIe3uja Ha TPJIOTO Ha MaTKara (xu-KBajpart Tect=12,198, p=0,015938, p0,05) (Tabesna 2).
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Ta6ena 3. Jluctpubyija Ha bakTeprcKaTa BarkHo3a BO OJHOC HA XMCTOMATO/IONIKATA [{MjarHo3a

LSIL HSIL
3 (n=41) (n=54) 3
£ = =}
= % o] < =
g s | & ) g e e=
) SN s = = =) & 8= SES Ex
(=9 T =l S H o e el =0 55—” 5;
& S k=) Sn=s =E5£ = GE 2= as el
= = 5 =S = == ] 2g 8
< T = = = R o=
2] ) = =
= e =
n % | n % | n % | n (%) n (%) n (%) n (%) n (%) n (%
[IpucyctBo 1(11,11) 5(25,00) 1(50,00) 7(36,84) 7(46,67) 11(47,23) 9(56,25) 15(62,50) 56(43,75)
OTcycTBO 8(88,89) | 15(75,00) | 1(50,00) | 12(63,16) 8(53,33) 12(52,77) 7(43,75) 9(37,50) 72(56,25)

Jlerenpia: n, 6poj; LSIL, ckBaMo3Ha MHTpaemuTeTHa j1e3uja off Hu3ok creneH; HSIL, cKkBaMo3Ha HHTpaenuTe/Ha jJe3dja
O] BHICOK CTeTleH

AHanmu3aTa Ha TOJATOL[MTe IMOKaXKa IIOpacT Ha OaKTepuCKaTa BarkHO3a, NapajeliHo CO 3rONEMYBAameTo Ha
XHCTOMATOMONIKKOT CTEMeH Ha Jie31ja Ha IP/I0To Ha MaTKaTa (Xu-KBagpar tect=6,3434, p=0,041932, pi0,05). AHanu3aTa
Ha IoJJaToIIUTe TI0Ka)Ka acollyjallyja IIoMery IPUCYCTBOTO Ha DaKTepuUCKaTa BarkHO3a U I0jaBaTa Ha CKBaMO3HUTE
KJIETOYHM aOHOPMA/IHOCTH Ha I'PJIOTO Ha MaTKaTa (xu KBazpart tect=4,1906, p=0,040649, p<0,05) (Tabena 3).

Ta6ena 4. JlucTpudyiyja Ha bakTeprcKaTa BarkHo3a CIiope]] BO3pacHH rpyny Kaj 128 matueHTKu

ng:ﬁgggga 20-29 30-39 40-49 50-59
Bpoj (%) Epoj (%) Epoj (%) Bpoj (%)
TIpucycTBo 16 (57,14) 13 (34,21) 12 (40,00) 15 (46,87)
OTCyCTBO 12 (42,86) 25 (65,79) 18 (60,00) 17 (53,13)
BKymHO 28 (21,87) 38 (29,69) 30 (23,44) k) (25,00)

AHanm3aTa Ha OJIaTOLMTe MOKaKa JieKa OaKTepucKaTa BarnHo3a e HajpeKkBeHTHa Kaj IalieHTKuTe mog, 30-roauiiHa
Bo3pacr (57,14%; 16/28) (Tabena 4).

Tabena 5. [lujarHo3a Ha OaKkTepiCcKaTa BariHo3a co HylleHToB cKop

0-3 53 (41,41)
4-6 19 (14,84)
7-10 56 (43,75)
BrymHo 128 (100)

lnTepnperarujaTa Ha HylleHTOBHOT CKOp IOKa)ka jieKa off BKyIHO 128 manuentky, 53 (41,41%) namueHTKy Oea co
HopMaJiHa BaruHanHa (iopa, 19 (14,84%) co peaykija Ha HopManHaTa BaruHasaHa qopa u 56 (43,75%) malueHTK co
HpUCYTHa OaKTeprcKa BaruHo3a (Taberna 5).

Ta6ena 6. [lucTpubyiuja Ha GakTepuckuTe MOopdoTUIIOBY Kaj 128 maiueHTKH

Bakrepucku MopdoTu " %) " %)
Gardnerella vaginalis 54 (96,43) 18 (25,00)
Bacteroides species 39 (69,64) 15 (20,83)
Mobiluncus species 29 (51,78) 8 11,17)
Prevotella species 28 (50,00) 7 9,72)
Lactobacillus species 1 (19,64) 60 (83,33)

Jlerenpa: n, 6poj
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Gardnerella vaginalis 6eme HajhpekBeHTeH OaKTePUCKU
MOpP(OTHUIT Kaj MalMeHTKUTe CO MPUCYTHA OaKTepucKa
BaruHo3a (54/56), a Lactobacillus species kaj marjpeHTRUTe
o oTcyTHa OakTepucKa BaruHo3a (60/7) (Tabena 6).

3AKJIYYOK

Hamata cTyguja mokaka [leKa MOCTOM acolujaija
noMery OakTepucKaTa BarmHOo3a ¥ CKBaMO3HUTe
KJIETOYHM a0HOPMAJTHOCTH Ha TPJIOTO Ha MAaTKaTa, JleKa
Gardnerella vaginalis e Hajuect GakTepucKu MOP(OTHIT
Ha OaKTepyCKaTa BarMHO3a U JieKa MyIajiaTa Toryialuja
1o 30 ropmiIHa BO3pacT e HajaceKTHpaHa Bo3pacHa rpyria.

JUCKYCHJA

BakTepyucKkaTa BarMHO3a € 4ecT BarMHaJeH CHHJPOM
BO pENpoOAVKTUBHUOT Mepuoj Ha jkeHata. Moxke Ja
buie acormpaHa co I0BeKe aKyIepPCKH U TMHeKOIOIIKH
KOMIUIMKALIMH, KaKo WITO Ce: IIpeJBPeMeHo MOpoJyBarbe,
XOPMOAMHHOHUTHIC, €HJOMETPUTHC II0C/Ie I[APCKU pes,
mejiBMYHA  MH(IAMaTOpHa 00JIecT, II0CTOIEpPATHBHH
MH(EKLMH 110 XUCTEPeKTOMHja i CO abHOpMajIeH Haoy] Ha
rpioTo Ha MaTkara [10].

Bo Hamara cTyauja OakTepucKaTa BarmHo3a Oelie
nereKktrpaHa Kaj 43,75% ofi naiueHTkute. OBOj MPOLIEHT
Ha OaKTepuCKa BarMHO3a Kaj MaleHTKUTe CO CKBaMO3Ha
WHTpaenuTelHa Jie3dja M CKBaMO3eH MHBa3MBEH
KaplMHOM Ha TPJIOTO Ha MaTKaTa KOpecIHOHAupa Co
HEKOM TPeTXOIHO 00jaBeHH CTYAWHM; BO CTyAWjaTa Ha
Caixeta u cop. og 2015 roguua, paboTeHa Ha 251 jkeHa co
abHOpMaJIeH LiepBUKAJIeH [IUTOIONIKM HAol, 0aKTepucKaTa
BarmHo3a Ounma perektupaHa Kaj 103 (41,00%) xeHu
[11], Bo amepukaHcKkara ctyquja Ha Behbakht u cop. op
2002 ropuHa, BO rpymara Ha >KeHU CO MHTpaelmuTeHa
jie3nja Ha TPJIOTO HAa MaTKaTa, OaKTepucKaTa BarmHo3a
ouna perexktupaHa Kaj 49,02% op mnaumentrute [12],
uTanujaHckara cTynuja Ha Vetrano u cop. of 2007 ropuHa,
paboreHa Ha 504 ;KeHM CO JUCIIACTUYHU TPOMEHM Ha
TPIIOTO Ha MaTKara, MpUKaKkaja mpeBaneHia of 41,67%
[13].

Bo HamaTta cTyqmuja HajroeM MpOIEHT Ha OaKTepucKa
BarmHo3a oz 57,14%, beliie HajaeH Kaj MagaTa momyJamgja
nop, 30-roguinHa Bo3pacT. OBa HajBepojaTHO ce IOKU
Ha HAUMHOT Ha CEKCYaJTHO OJJHECYBame (IIPOMUCKYUTET)
Ha MJIalaTa Tornyamuja. BUcoK mporeHT Ha OakTepucKa
BarmHO3a Kaj Mjafara IIONyialuja e HajieH u BO
HEKOM TIPEIXO[JHO O00jaBeHW  CTYAMM: BO JaHCKaTa
ckpunuHr-crymja Ha Klopm u cop. om 2008 ropuna,
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Omia JeTeKTHpaHa OaKTepucKa BarmHo3a of 67,40%
Kaj MyIajata momynamuja [314]; bpasuiackara cTyauja Ha
Murta u cop. ox 2000 romuHa, moKaskajaa IMoCToele Ha
OakTepucka BaruHo3a of 64,10% (250/390) Kaj >keHuTe
nop 30-rogMIiiHa BO3pacT, co Mo3uThBeH Haop Ha IITAII-
TeCT 3a MOCTOeHhe Ha CKBaMO3HA MHTpPaenuTeHa jie31ja
Ha I'pJIoTo Ha MaTKata [15].

['oneM Opoj MpeTXomHO 00jaBeHM CTYAMM IPe3eHTHpaaT
pas/MuHa MOBP3aHOCT IMOMery OaKTepucKaTa BarlHO3a
11 CKBAMO3HKTE UHTPAEMUTe/THUTE JIe3UH U CKBAMO3HHOT
MHBa3KBeH KapI[IHOM Ha I'PJIOTO Ha MaTKaTa. Acolijaliyja
ToMery OakTepucKaTa BarnHO3a M CKBaMO3HHTE KJIeTOUHH
aOHOPMa/HOCTK Ha IPJIOTO Ha MaTKaTa, KAKo BO HalllaTa
cryauja (p=0,040649), HajmeHa e ¥ BO HEKOM IPETXOJHO
oOjaBeHN CTYIMHM; UTaIMjaHCKaTa CTyAuja Ha Vetrano u
cop. o1 2007 roguna, paboTeHa Ha 504 JKeHHU CO CKBaMO3Ha
MHTpaenuTe/IHa Jie3nja Ha IPJI0TO Ha MaTKaTa, IoKaykaja
TO3UTHBHA Kope/alija IoMery OaKTeprcKaTa BarkHO3a
1 CKBAMO3HHTE HWHTPAelUTENHU JIe3Md Ha TPIOTO Ha
matkara (pH0,0001) [13], GenrickaTa MeTa-aHaaKM3a Ha
Gillet u cop. om 2012 roguHa mHOKa)kaja acolujaliuja
nmomery OakTepucKaTa BarkHo3a ¢ IlepBHKalHaTa
uHTpaenuTenHa HeommasMa (OR=1,51; 95%CI: 1,24-1,83)
[16], mo3WTMBHAa Kope/ialja MoOMery OaKTepucKaTa
BAarMHO3a M CKBAMO3HUTE KIETOUHH aOHOPMaJHOCTH
Ha TPIOTO HAa MaTKaTa IIOKa)kaje KOPejCKUTe CTYIMH
Ha Nam u cop. ox 2009 romuna (p=0,043) [17] u Ha Oh
1 cop. of 2015 roguna (p=0,007) [18]. Bo cTyaujata Ha
AuTtoBcKa ¥ cop., OakTepucKaTa BarmHO3a € HajaeHa
TMOBeKe Kaj IOArpynaTa Ha JKeHM CO MaJUTHU JIe3Hu
Ha TP/IOTO Ha MaTkaTa (6,3%) OTKOJNKY BO NOJTpyIIaTa
co OeHMTHM JIe3Md Ha TIploTo Ha MaTkaTa (2,1%) [19].
[ToBeke xumoTesu ja o0jacHyBaaT MOBP3aHOCTA MOMEIY
OaKTepucKaTa BarMHO3a M MHTPAeHMMTESTHUTE JIe3Md Ha
rpIoTO Ha MaTKara. EfjHa off HUB IpeTIoCcTaByBa JeKa,
Kaj JKeHUTe co baKTepUCKa BarkHo3a BO MOPACT Ce MYLIMH
JerpajanuonuTe eH3uMu. OBHe eH3MMH, KaKo ILITO ce
cHja/ufasuTe (HeypaMUHMA3H), MMaaT [IJlaBHa yjora
BO Jlerpajialidja Ha 3alITHTHUOT CJI0j HA IIePBUKATHUOT
enmuTes, MPeIU3BUKYBaaT MUKPOAOpPasuy MM MPOMEHH
Ha eMUTeTHITE KIIETKH IIITO [IOBE/yBa 10 VHHUILTYBahe Ha
3allITHTHaTa MyKo3Ha Oapuepa [20)].

Bo Hamara ctymuja Oelle HajoeHa IIOBP3aHOCT MOMEIY
OaKTepucKaTa BarMHO3a ¥ CTEIEHOT Ha Jie3dja Ha
rpnoto Ha Martkarta (p=0,041932). IloBp3aHOCT moMery
OaKTeprCcKaTa BarMHO3a M CTEIIEHOT Ha Jie31ja Ha TPI0TO
Ha MaTKaTa e JleTeKTHpaHa BO cTyaujata Ha Roeters u
cop. of1 2009 roguHa (pk0,05) co OR:7-12 3a HSIL [21]; Bo
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Xo/aHJicKaTa ctyaujata Ha Verbrrugen u cop. ox 2006
romuHa (OR:1,62; 95%CI: 1,10-2,38), Kako 1 Bo KopejckaTa
crynuja Ha Oh u cop. ofg 2015 rogusa (pi0,0001) [18].

Hajuect Oakrepucku MopdoTun Ha OaKTepucKara
BAarMHO3a Kaj Mal[UeHTKUTE CO CKBAMO3HM KJIETOUHH
abHOPMAaJTHOCTH Ha IP/I0To Ha MaTKara Oeme Gardnerella
vaginalis (96,43%), a moToa, CO omarauku pemocief
cnemyBaa: Bacteroides species (61,64%), Mobiluncus
species  (51,78%), Prevotella species (50,00%) wu
Lactobacillus species (19,64%). Bo maparBajckarta cTyauja
Ha Mongelos P. u cop. op 2015 roguHa, paboTeHa Ha 181
KeHa Co CKBaMO3HH KJIeTOUHH aDHOPMaTHOCTH Ha IPJIOTO
Ha MaTkarta, Gardnerella vaginalis 6uma pgerekTupaHa
Kaj 96,5% op skenute [22]. Cmyen mpoueHt (95,00%) Ha
Gardnerella vaginalis 0wn mpukaxkaH Bo OocaHCKara
cryayja Ha Numanovic F. u cop. om 2008 ropuHa,
paborena Ha 200 ceKcyaTHO AKTHBHH 3KeHH Of] KAHTOHOT
Tysna [23]. Bo kopejckata ctyauja Ha Oh u cop. o 2015
ropuHa, Bacteroides species oun etekTupaH Kaj 64,28%
op manmentkute co CIN [18]. Typckara cryauja Ha Bahar
H. op 2005 ropuna, Hotupana ppeksennuja og 49,00% Ha
Mobiluncus species Kaj ;keHuTe co OaKTeprCKa BaruHo3a
[24]. [lTomexa mak, Bo aMepHKaHCKaTa CTy/1ja Ha Srinivasan
u cop. ox 2012 romuHa, mpoiueHToT Ha Lactobacillus
species keHuTe co OaKTeprcKa BaruHo3a own 17,9% [25].
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BACTERIAL VAGINOSIS AND SQUAMOUS CELL ABNORMALITIES OF THE UTERINE CERVIX

JIpare Jlabecku’, [yrarma Ocmanu2, Cotupuja JlyBmuc?, Hemu bamecka, BecHa AnToBcka', Munka TpajaHoBa!,
Mapjau CrojoBcku', AHa [Jabecku’

'J3Y YHuBep3uTeTCKa KIMHUKA 3a THHEKoJoruja 1 akyiepctBo, Ckomje, MakejoHMja

2JIHCTUTYT 3a jaBHO 37paBje Ha Perty0mika MakenoHuja, Ckorje, MakemoHuja

3J]3Y YHuBep3uTeTCKa KIMHKKA 3a pajjoTepanyja 1 oHkonoruja, Ckomje, Makenonuja

ABSTRACT

Introduction: The purpose of the study was to prove the existence of an association between bacterial vaginosis
and squamous cell abnormalities of the uterine cervix.

Material and methods: Cross-sectional study, performed on 128 sexually active women aged 20 to 59 years with
squamous cell abnormalities of the uterine cervix of the PAP test at the University Clinics of Gynecology and
Obstetrics and Radiotherapy and Oncology in Skopje and the Institute of public health of the Republic of Macedonia,
in the period from January 2016 to June 2017. In all women, a colposcopy cervical biopsy with endocervical curettage
for histopathological analysis and the Nugent score system is made.

Results: Bacterial vaginosis was detected in 56 (43.75%) patients. Data analysis showed an association between
the presence of bacterial vaginosis and the occurrence of squamous cell abnormalities of the uterine cervix (chi
square test = 4.1906, p = 0.040649, p <0.05). There was an increase in the presence of bacterial vaginosis in parallel
with an increase in cytopathology (p = 0.015938) and histopathological (p = 0.041932) grade of cervical lesion.
Gardnerella vaginalis was the most frequent bacterial morphotype in patients with bacterial vaginosis (96.43%,;
54/56). Bacterial vaginosis was the most frequent in patients under the age of 30 years (57.14%; 16/28).

Conclusion: Our study showed that there is an association between bacterial vaginosis and squamous cell
abnormalities of the uterine cervix.

Key words: bacterial vaginosis, squamous cell abnormalities, uterine cervix, Nugent score
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HPV-ADN SI METODE DEPISTIMI PER RISKUN DHE PROBLEMET
CERVIKALE

Ilda Ndreko!
1Q. SHNr. 1, Konsultori i gruas, Fier, Albania

Medicus 2018, Vol. 23 (2): 151-153

ABSTRAKT

Qéllimi : Qellimi i kétij studimi éshté gé té pércaktohet pérhapja e Virusit té Papilomes Humane né njé popullaté
aktive seksualisht, pa probleme té identifikueshme té méparshme té cerviksit.

Metoda: Né studim jané marré gra seksualisht aktive, mbi moshen 30 vjec. Kohézgjatja e studimit éshté 3 muaj
(tetor - dhjetor 2017). Me ané te késaj analize éshté identifikuar ADN e Virusit té Papilomés Humane pér 13 tipet
kryesore me risk mé té larte ( 16,18, 31,33 ,35,39 ,45 ,51,52 ,56 ,58 ,59 ,68). Rezultati gé merret éshté pozitiv ose
negativ, pa specifikuar secilin tip.

Rezultatet : Ne studim jané marre 225 gra, 97 prej tyre e kané marré veté materialin dhe 128 jane marré nga mjeku.
Nga keto 204 kané rezultuar negative dhe 21 kané rezultuar pozitive pér njé nga tipet e Virusit té Papilomés
Humane. Té gjitha kané béré pap test dhe vetém 8 prej tyre kané beré kolposkopi. Ne pap test 2 kané rezultuar
ASCUS dhe 1 ka rezultuar HSIL, té tjerat normal. Ne kolposkopi 1 ka rezultuar Displazi e hershme.

Konkluzioni: Pércaktimi i popullates gé ka Virusin e Papilomés Humane dhe ndjekja e métejshme pér té
parandaluar problemet serioze té cerviksit, pér ti zbuluar dhe pér ti trajtuar né kohén e duhur.

Fjalet kyce : Virusi i Papilomés Humane, Pap Test , Kolposkopi, cerviks

HYRJE lezioneve.

VirusiiPapilomés Humane (HPV) éshté njé ngainfeksionet Shumé infeksione jané asimptomatike dhe nuk

seksualisht té transmetueshme mé té pérhapura. HPV
jané njé grup i vogél i ADN viruseve dhe shkaktojné
njé varietet té lezioneve beninje dhe malinje té lékures
dhe té membranave mukozale. Mé shumé se 150 tipe té
ndryshme té virusit ekzistojné duke pérfshiré dhe rreth
40 tipet qé infektojné traktin genital human. Nga kéto,
kemi tipet me rrezik onkogjenik té larté (16 , 18 ,31,33, 35
,39,45 51,52, 56,58 ,59 ,68 ) qé shogérohen me kancerin
cervikal, vulvar, vaginal dhe anal. Tipet me rrezik
onkogjenik té ulet (6, 11, 40, 42, 43, 44..54 ) qé shogérohen
me lythat genital. HPV 16 éshté mé onkogjeniku duke
numeéruar rreth gjysmén e kancerve cervikal. HPV 16 dhe
18 sé bashku numérojne rreth 70% té kancerve cervikal.
HPV 6 dhe 11 jané mé té shpeshtét dhe shogérohen me
lythat genital dhe jané pérgjegijés pér rreth 90% té kétyre

shkaktojné sémundje me kliniké té dukshme. Megjithaté,
infeksioni me HPV persitente me kohen mund té shkaktoj
prekancer ose kancer.

Kanceri cervikal éshté njé nga shkaget kryesore té
morbiditetit dhe vdekjes ne graté né mbaré boten. 70% e
ketyre kancerve potencialisht mund té parandalohen me
profilaksi me vaksinen e HPV.

Kanceri cervikal rritet nga cerviksi. Ai shkaktohet nga
njé rritje anormale dhe ka aftesiné pér tu perhapur né
pjesét e tjera te trupit. Kanceri cervikal éshté i katérti nga
shpeshtésia dhe i katérti si shkak per vdekshmerine né
grate. Rreth 70% ndodhin né vendet né zhvillim. Pérdorimi
i programeve té depistimit ka reduktuar dukshem stadet
e avancuara té kancerit. Né vendet e pazhvilluara mbetet
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njé nga shkaqget kryesore te vdekshmérisé.

OBJEKTIVI

Objektivi i kétij studimi éshté qé té pércaktohet pérhapja
e HPV né popullatén aktive seksualisht, pa probleme té
identifikuara té méparshme té cerviksit. Né kété menyré
pér personat me HPV pozitive béhet njé kontroll dhe njé
vlerésim mé i shpeshté i cerviksit pér ndryshime fillestare
qé shkaktohen nga virusi.

MATERIALE DHE METODA

Né studim jané marré gra aktive seksualisht dhe mbi
moshén 30 vjecare. Materiali éshté marré nga veté
pacienti pasi éshté instruktuar nga personeli mjekésor
ose éshté marré direkt nga mjeku, nga endocerviksi gjaté
nje vizite vaginale. Jané pérjashtuar nga studimi graté gé
kané kryer histerektomi totale. Kohézgjatja e studimit
ka gené 3 muaj (Tetor-Dhjetor 2017). Me ané té késaj
analize éshté identifikuar ADN e virusit HPV pér 13 tipet
kryesore me rrezik onkogjenik mé té larté (16, 18, 31, 33,
35, 39, 45, 51, 52, 56, 58, 59, 68). Rezultati qé merret éshté
negativ (pér asnjé nga tipet e mésiperme) dhe pozitiv (pér
té paktén njé nga tipet e mésiperme pa e specifikuar pér
secilin tip). Té dhénat jané mbledhur dhe nga njé pyetésor
qé plotésohet nga gruaja.

REZULTATET

Né studim jané pérfshiré 225 gra nga té cilat 97 e kané
marré materialin veté dhe 128 éshté marré materiali nga
mjeku. Nga kéto 204 kané rezultuar normal dhe 21 kané
rezultuar pozitiv. Té gjitha kané béré pap test, ku 2 kané
rezultuar me ASCUS dhe 1 me HSIL, té tjerat normale, 8
prej tyre kané béré kolposkopi, 7 kéné rezultuar normal
dhe 1 ka rezultuar me displazi té hershme. Me ané té njé
pyetésori éshté béré njé vlerésim i pérgjithshém i gruas.

1- Ne bazé té arsimit rezultojne : * 8 Vjecar, 50 gjithsej
dhe nga kéto 8 me rezultat pozitiv, * Mesém, 108 gjithsej
dhe 8 pozitive *I Larté, 67 gjithsej dhe 5 pozitive.

2-Ne bazé té punésimit . * Pa puné, 84 gjithsej, 4 pozitive *
Me puné, 141 gjithsej, 17 pozitive.

3-Ne bazé té gjendjes civile : * Beqgare, 6 gjithsej, 3 pozitive
* E ve, 4 gjithsej, asnjé pozitive * E Martuar, 205 gjithsej,
14 pozitive * E Divorcuar, 10 gjithsej, 4 pozitive.

4-Ne bazé té moshés se kontaktit té paré seksual: * <20
vje, 109 gjithsej, 12 pozitive * 20-25 vjece, 103 gjithsej,
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8 pozitive * 25-30 vjec, 4 gjithsej, 1 pozitive * >30 vjec, 7
gjithsej, asnjé pozitive.

5-Ne bazé té lindjeve: * Asnjé, 13 gjithsej, 4 pozitive * 1
femijé, 22 gjithsej, 2 pozitive , * mbi 2 femijé, 190 gjithsej,
15 pozitive.

6-Ne bazé té kontrollit té¢ méparshém me pap teste : * Po,
66 gjithsej, 7 pozitive * Jo, 159 gjithsej, 14 pozitive.

7-Ne bazé té numrit té partneréve : * Njé, 218 gjithsej, 18
pozitive * Mbi 1 partner, 7 gjithsej, 3 pozitive.

8-Ne bazé té duhanpirjes : * Po, 29 gjithsej, 4 pozitive *Jo,
196 gjithsej, 17 pozitive

9-Ne bazé té pérdorimit té kontraceptivéve oral : * Po, 8
gjithsej, 1 pozitive *Jo, 210 gjithsej, 20 pozitive * Kondom,
7 gjithsej, asnjé pozitive.

PERFUNDIMI

Pércaktimi i popullatés qé ka virusin e HPV dhe ndjekjen
e métejshme pér té parandaluar problemet serioze té
cerviksit, pér ti zbuluar dhe pér ti trajtuar né kohén e
duhur. Nga studimi shikohet se graté mé té riskuara, jané
graté né moshén fertile, gé kané kontaktin e paré seksual
paramoshés 20 vjecare , gé kané mé shumé se njé partner.
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AS A SCREENING METHOD FOR RISK AND CERVICAL PROBLEMS

Ilda Ndreko!
1Health Center Nr.1, Women Health , Fier , Albania

ABSTRACT

Aim of study : The purpose of this study was to determine the prevalence and the spreading of the Human
Papillomavirus, in a sexual active population, without problems identified before of the cervix.

Methods : Sexually active women with age over 30 years had being studied. Duration of study was 3 months from
October to December 2017. By this analyses, HPV-DNA was identified for 13 major risk types ( 16, 18, 31, 33, 35, 39, 45,
51, 52, 56, 58, 59, 68). The result being taken is negative and positive , without specifying for each type.

Results : The study included 225 women of whom 97 received the material themselves and 128 recived from the
doctor. 204 of them were negative and 21 positive. Of these positive all of them performed Pap Test and 8 of them
performed colposcopy. In Pap Test 2 of them resulted ASCUS and in colposcopy normal , 1 resulted HSIL and in
colposcopy resulted displasi.

Conclusions : Determing the population that has the HPV and further tracking to prevent serious cervical problems
to detect and treat them in a timely and proper manner.

Key words : Human Papillomavirus, Pap Test, Colposcopy, cervix.
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3 Medical Faculty, University [Ss Cyril and Methodius, University Clinic of Obstetrics and Gynecology, Skopje,
Macedonia

4 Special hospital for gynecology and obstetrics “Mother Theresa” Cair, Skopje, Macedonia

Medicus 2018, Vol. 23 (2): 154-157
ABSTRACT

Objective: To report our experiency with using the omental flap for the treatment of gynecologic jatrogenic
vesicovaginal fistulas (VVE).

Material and methods: The study evaluated 14 patients who underwent VVS repair with transabdominal approach
with omental flap between January 2010 and December 2013. The main causes of VVF in this study cohort were 9
(64.2%) for benign and 5 (35.8%) for malignant conditions. In oll cases were used omental flap with sufficient length
in delayed surgical repair (after 3 month of gynecologic surgery). Preoperatively the cystoscopi with colposcopy
was done to identify the size, site, number of fistulas and relationship with ureteral orifices and sites of vagina. In
adition CT urography or intravenous pyelograms were performed to exclude the ureterovaginal fistulas.

The dorsal lithotomy position, with infraumbilical laparothomy approach and transvesical O’Connor technique
in general anesthesia were used. Before resection of fistulous canal up to fresh and healthy tissue the intubation
of ureteral orifices were performed. Further multilayer defect closure beginning from vagina, omental flap
interposition, followed by bladder serosa and mucosa.

Next 7 days bladder was drained with urinary catheter, cystostoma and ureter stents, which were pulled out one
by one next 2 days. At 10th day, before catheter removal was performed cystogram.

Results: Operative metode is succesfull in 13 (93%) of patients. After one year follow up it’s no recurrence. The
bladder capacity is suffuicient.

Conclusion: O’conore’s technique for repairing subtrigonal and supratrigonious vesicovaginal fistulas over 10 mm
in wide, with the omentum interposition, is a method that promise a high percentage of success in the first repair.

Keywords: Vesicovaginal fistula, O’'Connor technique, omental flap

INTRODUCTION associated with urogenital malformations. The acquired
divided into obstetric, surgical, radiation, malignant, and

Vesicovaginal fistula(VVF)isthe abnormal communication =
miscellaneous causes.

between the urinary bladder and the vagina (1). It is a
condition that has a profound impact on the quality of In the last century the incidence as complication of
life and social consequences. obstetric procedures was much higher than those of
gynecologic surgery, but now with modern obstetric

The etiology of VVF may be categorized into congenital
BY Y 8 8 services and introducing new safe methods, these fistulas

or acquired. Congenital VVFs are extremely rare and are
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are rare. Most common cause in 75-90% of cases is
hysterectomy for malignan or nonmalignant causes|(2, 3,
4).

The treatment start with immediately cathetetrisation in
next 3-5 weeks, after suspicious for VVF. In cases where
the fistula is not closed , in the next 2-3 months surgical
repair is planned.

It is preferable to make delaying surgery until inflamed
and infected tissue has been treated and resolved (5).

Transperitoneal, extraperitoneal or transvaginal
approach can be used. The main principles of surgical
repair are: The fistula should be widely mobilized from
the surrounding tissues, so that fistula closure can be
achieved without tension on the site of repair; The repair
must be “Water - tight” at the time of closure.

The major complication during and after surgery are:
infection, bleeding, injury of other organs, surgical
failure of fistula repair, possible new fistula formation,
thromboembolism.

In the following study, we present our experience of
surgical treatment of VVF with O’Conore’s technique
in patients who underwent gynecologic surgery with
hysterectomy for malignant or nonmalignant cause.

MATERIAL AND METHODS

Fourteen patients were underwent surgery for VVF repair
with O’Conore techniques between January 2010 and
December 2012 in Urologyc Clinic in Skopje.

The main sign is continuous uncontroled flow of urina
in vagina which it starts with a few drops and ends with
full flow (6).

Diagnosis should be do at some steps. First step is to
exclude the urinary incontinence. This goal is achieved
with physical examination-loss of the urine per vagina
(wet tampons in vagina) and not per urethra. Second step
is to confirm that the lekeage is indeed urine. This can
be verified with intravenous injection of indigo carmine
or intravesical instillation of color water. Dry vaginal
tampons during bladder filling indicate fistulas between
upper urinary tract and vagina. All these differential
diagnoses further can confirm by ultrasonography,
CT wurography (figure 1), intravenous urography or
cistography (figure 2). Cystoscopy is an indispensable
final diagnostic method which provide data for site, size,
number and margins of fistulas (Figure 3).

Profesional paper I

Figure 1: CT urography. Ekstravasation of contrast in vagina

Figure 2: Cistography. Extravasation of constrast in vagina

Figure 3: Cystoscopy-Fistula chanel

P -

For surgical treatment we used technique previously
described by o’Conore (Figure 4)

Figure 4. O’Conores technique for vesicovaginal fistula repair
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One day before surgery the patients are treated with
laxative and rectal enema. In sterile conditions we placed
catheter in the urinary bladder and swabs with betadine
in the vagina. Infraumbilica laparotomy was used. First
we have prepared a part of the omentum that will be used
as a graft. Then we opened the urinary bladder in the
dome. Ureteral orifices and the location of fistula(s) are
identified, and ureteral catheters are placed in orificies.
The incision of bladder wall is extended posteriorly to the
level of the fistula.. Then the fistula channel is resecled
circularly up to the macroscopic vital and healthy margin.
Then healthy urinary bladder wall is prepared in width
up to 8-10 mm. With this preparation we also win healthy
vaginal walls. First we suture the vagina in the coronary
direction, than interpositioned the omental graft on the
suture of the vagina and with sagital direction suture the
urinary bladder wall. The urethral stent were extracted
in the frontal abdominal wall with special openings. To
ensure complete drainage from the bladder, we have
applied cystostomy in all cases.Results

The mean age of patients was 49 years (range 39-60). At all
patients fistula was as complication after hysterectomy for
malignant and nonmalignant causes. At eleven patients
fistula was supratrigonal, one trigonal and two cases in
the margine of the trigonum. The average diameter of
fistula was 16 mm (range 11-22). The mean time for VVF
repair from gynecologic surgery was 5 month (range 3
to 7 month). All cases were primary VVF. In all patients
were used O’Conore’s technique for repair. There were no
intraoperative complications. Blood transfusion was not
required. Mean operative time was 105 min. (range 65 to
180). Of the 14 cases only one had refistulation (7%), but
after adeted 10-day catheterization it’s no leakage.

After 12 month follow up all patients are continent,
with sufitient bladder capacity. It's no registered
refistulisation.

DISCUSSION

VVF is most commonly found in urogenital fistulas.
Approximately 90% of cases (in developed countries)
are related to complications of gynecological surgical
procedures (7). From gynecological procedures
hysterectomy, which is a common gynecological
procedure, is the cause of 75% of cases (8). The cases that
are included in our study are all related to hysterectomy
for malignant or benign causes. In all cases, hysterectomy
has been performed with transabdominal aproach, two of
which have been converted by laparoscopic procedures.
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From our study were excluded cases of fistulas after
irradiation therapy or another ethyology. Also, cases
where retroperitoneal or transvaginal approaches are
used are not described. So in the study are only included
cases where technique O’Conore with omental graft are
used. This method was used in cases in which the fistulas
were over 10 mm in size, positioned over or in margin of
the trigonum or in the cystoscope was observed to be in
direct contact with the urethral orifices. The results are
encouraging. Of the 14 cases only one had refistulation
(7%), but after adeted 10-day catheterization it's no
leakage. Same result report O, Conore , 1991 (9), with 9%
of refistulisation.

Most controversial is the time of repair. In all cases, we
have respected the classic principle of operating time
3-6 months after primary operation in order to minimize
inflammatory reactions in the lips of fistula. But this
time has been a psychological and social burden for
the patient, but it is unresolved that the success of the
operation is not compromised.

Still, there is no consensus on what is defined by early and
late reparation. Based on the relevant publications, the
authors classify in early repairs the interventions carried
out 1-3 months and later 2-4 months after the primary
operation (10, 11) (Collins C. G et al. 1960; Wang, Y et al
1990).

Our 93% success rate in the first reparation is similar to
the other publications with the late time reparation (12,
13).

CONCLUSION

O’conore’s technique for repairing subtrigonal and
supratrigonious vesicovaginal fistulas over 10 mm in
wide, with the omentum interposition, is a method that
promise a high percentage of success in the first repair.
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REZYME

Qéllimi: Té prezentojmé pérvojén tone té riparimit té fistulave jatrogjenike vezikovagjinale (FVV) me interponim
té flapit omental.

Materiali dhe metodat: Né studim jané té kycur 14 pacienté té cilét iu nénshtruan riparimit té FVV me gasjen
transabdominale dhe interponim té omentumit, né periudhén né mes janarit 2010 dhe dhjetorit 2013. Nga numri
i pérgjithshém i pacientéve té kycur né studim, 9 (64,2%) ishin operuar pér sémundje beninje dhe 5 (35,8%) pér
etiologji malinje. Né té gjitha rastet éshté bérré riparimi i shtyer (3 muaj pas kirurgjisé gjinekologjike) dhe éshté
pérdorur fleta kontinuale omentale. Para operimit té gjitha rastet i jané nénshtruar cistoskopisé, kolposkopisé,
me qéllim gé té identifikohet vendi, madhésia, numri dhe raporti fistulés me orificiumet ureteral dhe faget e
vagjinés. Me géllim qé té pérjashtohet komunikimi i vagjinés me ureterét, te té gjitha rastet u bé CT urografia apo
urografia intravenoze.

U pérdor teknika transvezikale O’Connor, me gasje transabdominale infraumbilikale, né anestezion té pérgjithshém.
Sé pari u intubuan ureterét dhe mé pas u preparua kanali fistuloz. Vagjina u mbyll né drejtim transversal, u
interponua fleta e omentumit gé u fiksua me suture dhe mé pas u mbyll muri i fshikés. Tubat ureterale dhe
cistostoma u hogén ditén e 8-té dhe té 9-té. Né ditén e 10-té, para hegjes sé kateterit u krye cistogrami.

Rezultatet: Metoda operative ishte e suksesshme né 13 (93%) raste. Pas njé viti nuk kishte asnjé recidiv. Kapaciteti
i fshikés ishté i mjaftueshém.
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EPIDEMIOLOGIGAL DATA AND METABOLIC DISSORDER OF CHILDREN
ADMITED TO PICU

Melpomeni Bizhga, Sashenka Sallabanda, Elmira Kola

Medicus 2018, Vol. 23 (2): 158-159
ABSTRACT

84 consecutive randomly selected children from 0-14 years old admitted to Pediatric Intensive Care during a
year were evaluated epidemiologically and for acid base balance disturbance related to age group. There was
nosignificant difference in gender between admited children (x?=0.01 p = 0.9) .We noticed prevalence of group
age 0-4 years old with 71 patients or 84.5% of overall, with a relevant statistically difference compared to other
group ages(x’=99 p<0.01).but there is a statistically important difference related to number of patients and type of
disorder. (x>=15.7 p < 0.01). Acidosis as a disorder comply 70.4% of patients.

There is not statistically importat difference comparing patients age and type of ABdisorder. (H=0.64 p=0.6)

DESIGN All the patients are evaluated clinically and had blood
gas analysis in admission. And are classified as having

This is descriptiv study and shows some epidemilogical > . .
acidosis or alkalosis or normal blood gas analysis as

data related to age, gender and type of acid -base balance

in children admitted to TIP. primary disorder.
MATERIAL AND METHOD ?EfULTS‘
a
In this study we have included data from 84 consecutive N M .
randomly selected children from 0-14 years old admitted Conder
to Pediatric Intensive Care during a year.
Males 43 51.2
For data analysis we have used Kolmogorov-Smirnov test
for normal distribution and Kruskal Wallis. Females 4 488
Diagnosis at PICU discharge in participants were: 09
Reason for PICU admission was: respiratory insufficiency | GTOUP age (vears)
(pneumonia, upper airways obstruction, asthma and |[0-4 n 84.5
others), circulatory insufficiency (congenital heart [s.g 7 83
disease, etc.), neurological disorders (status epilepticus, 01 6 -
meningitis, etc.) metabolic disorders, gastrointestinal
disorders, intoxications, etc. <001

In thls Study we have not lncluded neonatal cases and ACCOI‘leg tO gendel‘ dlSU‘lbllUOIl 43 patlentS or 51.2% Of
trauma cases, which are treated to other hospitals. total are males and 41 or 41.48% are females without any

Revisté mjekésore - MEDICUS | 158

IS ISP



At

significant difference between them. (x*=0.01 p = 0.9)
tab 1.

Tab 2
looseromben T ]
Minimum 0

Maximum 14

Arithmetical average 2.26

95% CI per average 1.54102.97

Mediane 1.0

95% CI for mediane 0.0to13

Variance 10.94

Standard Deviation 3.30

Interquatrilor Range(IQR) 0-4

for noaldistibagon. | Drop of ormality (<0001

Summary of statistical age related:

The age of patients is not submitted to normal
distribution. Median age is 1 years old and Interquatrilor
range is 0-4 years old.

We noticed prevalence of group age 0-4 years old with 71
patients or 84.5% of overall, with a relevant statistically
difference compared to other group ages(x’=99 p<0.01).

According to AB disorder patients are categorised
to acidosis (metabolic and respiratory), and alcalosis
(metabolic), we had no respiratoryb alcalosis in our group
cluster.

Tab 3.
(1) Metabolic alcalosis 12 32.29
(2) Metabolic acidosis 34 3772
(3) Respiratory acidosis 25 35.44

Kruskal Wallis H=0.64 p=0.6

There is a week and not important relation in distribution
of different acid base balance disturbances, but there is
a statistically important difference related to number of
patients and type of disorder. (x=15.7 p < 0.01). Acidosis as
a disorder comply 70.4% of all patients.
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Fig 1. Number of participants related to AB dissorde
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Metabolic dissorder comply children from 0-1 years old,
normal ABB comply children 2 years old, meanwhile that
in respiratory acidosis average age is 10 years old.

DISCUSSION

Average age of children in our study is 2,26 years old,
mediana is 1.0 years old(0.1-14 years).

Tis result is similar to other PICU patients data, where
mediana of inparticipants and nonparticipants is 1,4
years old (0.1-17.3 years old) (4).

More than 50% of children are between 0.1 tol vyears
old. This it is related age particularities of this group,
inborn diseases fast deterioration of general conditions,
inabilities to preserve energetically reserves etc. (1)(3).

We noticed prevalence of group age 0-4 years old with 71
patients or 84.5% of overall, with a relevant statistically
difference compared to other group ages(2).

According to acid base changes related to age groups we
did not notice any relation.
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LEUCOPENIA IN THE TREATMENT OF THE BREAST CARCINOMA WITH
CYCLOPHOSPHAMIDE AND DOXORUBICIN AND CONNECTION OF GSTP
GENE.

Ilir Ismaili', Mihail Kocubovski?,Sasho Panov3,Skender Saidi*

University Clinic for Radiotherapy and Oncology
Head of Sector of Environmental Health at Institute of Public health of the republic of Macedonia
SDepartament of molecular biology and genetics, Ss.Cyril and Methodius University

4Skender Saidi-University Clinic of Urology,Ss.Cyril and Methodius University

Medicus 2018, Vol. 23 (2): 160-168
ABSTRACT

Adjuvant chemotherapy in combination of cyclophosphamide and doxorubicin is often followed by a series of toxic
effects with varying degrees of severity and clinical relevance, where the constitutive polymorphisms play a key
role in the genes involved in the detoxification and metabolism of the chemotherapeutics. Breast cancer is among
the leading causes of morbidity and mortality and is among the most common malignant neoplasms among
women globally.

The main goal of this study is to determine the association of A313G (rs1695) polymorphism in GSTP1 gene with
the occurrence of leukopenia.

During this study, the detection of gene polymorphism GSTP1 rs1695 was performed with the method of genotyping
with fluorescent probes of DNA samples isolated from 110 cases with breast cancer treated with cyclophosphamide
and doxorubicin.

Analyzes have shown that patients who are carriers of the homozygous variant genotype GG, as well as the
heterozygotes AG, have more than 4 times, i.e. more than 16 times higher likelihood of getting clinically significant
leucopenia in the treatment with chemotherapeutics, respectively, compared to patients carriers of the wild
genotype AA (p = 0.006). The calculated risk for the development of leucopenia in patients with the genotype GG
and AG is 3.7 and 9.5 times higher, respectively, compared to those with the genotype AA.

Key words: breast cancer, gene polymorphism GSTP1, cyclophosphamide, doxorubicin, leucopenia

INTRODUCTION inhabitants, standardized for the age, among females (2).

The occurrence of the breast cancer is the highest in
North America and Northern Europe, and is the lowest
in Asia and Africa. Worldwide, according to GLOBOCAN,
it is estimated that annually breast cancer accounts for
more than 1.300.000 cases among women, with around
450.000 cases of death (1). According to the calculations
of GLOBOCAN, the annual occurrence of breast cancer
in the Republic of Macedonia for the year 2012 was
76.2 cases, while mortality in 25.5 cases per 100.000
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Breast cancer is a systemic heterogeneous disease that
begins as a malignant solid neoplasm of the ductal or
lobular epithelium of the breast. Due to the high incidence
and mortality in the developed countries, breast cancer
is among the best studied malignant diseases, with an
enormous number of published scientific publications
and projects so far. However, the clinical success of the
existing therapeutic modalities is not satisfactory, and
many details of the etiopathogeneses and the clinical
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course of the disease, especially for cell and molecular-
genetic aspects, are insufficiently clear or contradictory.

The fact that breast cancer is about 100 times more
common in females than in males, suggests that the
role of estrogen and progesterone as one of important
intrinsic risk factors (3). So far, a number of other risk
factors have been identified, such as: genetic factors,
i.e. hereditary mutations in the BRCA1, BRCA2, TP53
genes, and others, as well as the family and personal
history of breast cancer. Other factors include: the total
number of menstrual cycles, previous pregnancies, the
structure and benign changes in the breast, the use of
hormone and contraceptive drugs, postmenopausal
hormone replacement therapy, and previous chest x-rays.
In addition, other increased risks include the history
of alcohol consumption, overweightness, insufficient
physical activity and many other factors with variable
statistical significance in relation to the risk of breast
cancer.

Histologically, breast carcinomas are classified
into ductal (represented by about 80% of all cases),
lobular (about 15%), medullary and mixed types (rarely
represented). The histopathological grade of malignancy,
that is, the degree of differentiation of malignant cells,
as well as the clinical- pathological stage of the disease
based on pTNM system, i.e. according to the dimensions
of the primary tumor, the local invasion of the tissue
structures, the metastases in the regional lymphatic
nodes and the distant metastases, play e key role in the
choice of therapy, as well as for the prognosis of the
clinical course of the disease. The immunohistochemical
detection of E-cadherin significantly helps in the routine
distinction of the ductal type from the lobular type, while
the immunohistochemical or semi- quantitative in situ
(FISH / CISH / SISH) determination of the expression of
hormone receptors: estrogen (ER), progesterone (PR), the
expression of the protein product of the HER2 gene, as
well as the presence of the Ki-67 proliferative antigen and
other proteins, are important pathological parameters
that can be used in the clinical selection of adjuvant and
targeted therapy.

The molecular classification according to the expression
of selected genes, including the ER and PR receptors (4),
has been applied in the recent years. So far, different
molecular classification systems have been described
that differ in the number of molecular subclasses, the
criteria for which genes are selected, the methodology
(quantitative Real-Time PCR, fluorescent in situ

Profesional paper

hybridization, DNA-microarray or other molecular
techniques). So far, different molecular classification
systems have been described that differ based on the
number of molecular subclasses, the criteria for the
selected genes, the methodology (quantitative Real-Time
PCR, fluorescent in situ hybridization, DNA-microarray
or other molecular techniques).

In most cases of breast cancer, except for non-operative
patients and in the presence of certain contraindications,
surgical treatment is indicated, whereby the breast tumor
is completely or partially removed. According to the
scope of the surgical removal, surgery may be a radical
mastectomy or conservatively, that is, quadrantectomy or
lumpectomy.

The use of chemotherapy and/or radiation therapy before
surgery in advanced carcinoma, in order to reduce the
stage, isreferred toas non-adjuvant therapy. Postoperative
adjuvant systemic chemotherapy and radiotherapy are
applied routinely to reduce chances of minimal residual
disease (MRD), thereby reducing the occurrence of local
relapses and regional and remote metastases.

According to the current therapeutic protocol (AC,
from Adriamycin and Cyclophosphamide) which is
applied to the Clinic for Radiotherapy and Oncology,
the adjuvant chemotherapy with cyclophosphamide and
doxorubicin in patients with breast cancer is performed
with the following scheme: treatment starts within 3
to 4 weeks after surgery (mastectomy, quadrantectomy
or lumpectomy); a total of 4 cycles (doses) are applied
with 21 days between each of them; and every dosage
includes: doxorubicin (Adriamycin) 60 mg / m2 i.v. and
cyclophosphamide 600 mg / m2 i.v.

The superiority of the combined therapy with doxorubicin
and cyclophosphamide as an adjuvant chemotherapeutic
treatment in breast cancer has been demonstrated in
many randomized studies and meta-analyzes (5-8).

The doses of chemotherapeutics are calculated according
to the body surface and the patient’s condition, but
nevertheless, different types of toxic effects and side
effects occur with variable intensity in different patients,
and in some cases they do not occur at all. It is thought
that the main cause of such variability is due to the
presence of constituent and inherited polymorphisms in
the genes whose products are involved in the intracellular
transport of chemotherapeutic agents or in their
metabolism, resulting in a change in pharmacodynamics,
pharmacokinetics, and in the clinical effects and toxicity
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of the drug (9). Single nucleotide polymorphisms (SNPs)
can modify the biological activity of the encoded protein
and thus have a major impact on the occurrence of
toxic effects and side effects in chemotherapy. The most
common toxin effects are hematopoiesis depression
(anemia,  leucopenia, particularly = neutropenia,
thrombocytopenia), cardiomyopathy toxicity, digestive
toxicity (oral, intestinal mucositis, gastrointestinal
bleeding, icterus); general disorders (nausea, vomiting,
changesinarterialblood pressure), febrile states, systemic,
local and skin infections, neurotoxicity, nephrotoxicity,
and others. Serious toxic effects, such as severe
neutropenia, and especially the febrile neutropenia,
not only have a negative impact on the quality of life of
the patient, but also cause further complications and
increase mortality and cost of treatment [10].

Among the large number of tested polymorphism in
genes that, through their protein products, are involved
in pharmacodynamics, pharmacokinetics, and other
mechanisms of the action of agents used in adjuvant
chemotherapy of breast cancer, the GSTP1 gene is
processed in this paper.

The GSTP1 gene (glutathione-S-transferases Pi-1) is
located on the chromosome locus 11q13.2, contains 7
exons and has a length of about 2.8 kb. The protein
product of this gene is the GSTP1 enzyme belonging to
the superfamily of metabolic glutathione-S-transferases,
expressed in all tissues (11). Mammalian cytosolic
glutathione-S-transferases are divided into 6 classes,
and GSTP1 is classified in the class (pi), from which
the name of the enzyme originates. Glutathione-S-
transferases are involved in the detoxification of many
types of hydrophobic and electrophilic endogenous and
exogenous compounds by conjugation with reduced
glutathione. With these reactions, the multifunctional
enzymes participate in the processes of removing the
reactive and harmful byproducts of oxidative stress in
the cells. In addition, glutathione-S-transferases have a
key role in the metabolism of xenobiotics, including the
chemotherapeutic agents. The GSTP1 gene is also highly
polymorphic, and the various variant alleles encode
isozyme forms that have differences in terms of catalytic
activity, and thus differences in metabolism performance.
For this study, the rs1695 polymorphism is very important,
also referred to as rs947894 or GSTP1 A313G, i.e. the A>
G transverse to the nucleotide position 313, resulting in
the non-synonymous substitution Ile105Val at the level of
the protein product (12). This polymorphism significantly
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correlates with the therapeutic response and toxic
nuisances as well as with the outcome of the treatment
with cyclophosphamide in breast cancer (11, 13, 14)

The motive for this study was derived, first of all, from
the clinical experience in the treatment of numerous
breast cancer patients who, with similar demographic-
clinical features, show great diversity in the occurrence
of toxic effects in chemotherapy.

PURPOSE

The main goal of this seminary paper is to determine the
impact of polymorphism rs1695 in the GSTP1 gene on the
occurrence of leucopenia during and immediately after
the combined chemotherapy with cyclophosphamide and
doxorubicin in a group of 110 patients with breast cancer.
According to the results of the analysis of the existence
of a genetic link, the goal is to determine the likelihood
and the calculated risk of the occurrence of leucopenia
during chemotherapy with these medicines, which
would, prospectively, enable a prediction of the potential
patients at risk.

MATERIALS AND METHODS

During this clinical-observational, genetic-associated
study, clinical monitoring and laboratory registration of
leucopenia, as well as the genotyping of polymorphism
GSTP1 rs1695 in 110 patients with breast cancer, was
performed from the onset of the first administered dose
until the expiry of three weeks after the completion of
the last dose of treatment with combination adjuvant
chemotherapy with cyclophosphamide and doxorubicin,
according to the existing therapies protocols established
at the PHI Clinic for Radiotherapy and Oncology in
Skopje. The clinical part of the study was carried out at
the Clinic for Radiotherapy and Oncology in Skopje, while
the molecular-genetic and statistical analyzes at the
Laboratory for Molecular Biology in PMF.

After signing the written consent for participation in
the study and its approval by the Ethics Committee
at the Medical Faculty, the selection of patients was
performed according to the determined criteria for
inclusion (histopathologically proven breast cancer in
female patients which according to the existing protocols
of the Clinic are treated with a combined adjuvant
chemotherapy with cyclophosphamide and doxorubicin,
hand-written consent by the patient, availability to
appropriate clinical data, etc.), as well as exclusion
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from the study (clinically proven autoimmune diseases,
chronic corticosteroid or immunosuppressive therapy,
pregnant patients, insufficient clinical parameters, etc.).
Internationally verified criteria for the identification and
gradation of leucopenia were used (15)

The determination of the polymorphism rs1695, i.e. of
the transition A>G to the nucleotide position 313 in the
exon 5 of the GSTP1 gene causing the non-synonymous
substitution Ile105Val at the level of the protein
product, was determined by molecular analysis. For this
purpose, a sample of up to 3 mL of venous blood with an
anticoagulant (Disodium ethylenediaminetetraacetate
salt) genomic DNA was isolated by the standard method of
sodium chloride extraction, chloroform extraction, and
subsequent ethanol precipitation.

The genotyping was performed by amplification in real-
time (Real-Time PCR) with the allelic discrimination
method using two TagMan fluorescent probes, marked at
the 5-end with the FAM or VIC fluorescent marker, while
at the 3-end with the NFQ fader, which are specific for
the two possible alleles that differ in the polymorphic
nucleotide position: A, respectively G (16).

Statistical analyzes were performed by comparing
the determined independent variables for gene
polymorphisms with the clinical-laboratory dependent
variable on the existence, degree, duration, number
of events and other data for leucopenia during and
immediately after treatment with cyclophosphamide and
doxorubicin in patients with breast cancer. Statistical
calculations were performed using the XLStat 2016
software extension installed on Microsoft Excel 2016. The
connection between the clinical and laboratory data on
leucopenia in patients with the presence of the examined
polymorphism was carried out with the nonparametric
Pearson Chi-square test, as well as with the Cochran-
Armitage Ordinance test. The relative risk - risk ratio, as
well as the odds ratio, was calculated from the association
of an appropriate polymorphism with a definite nuisance
or other clinically relevant parameter. The reliability
interval CI (confidence interval) calculations were
performed at 95%, i.e. at p <0.05.

RESULTS

The basic demographic, clinical and laboratory
parameters for the total of 110 breast cancer patients
treated with cyclophosphamide and doxorubicin adjuvant
are shown in Table 1.
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Table 1. Basic demographic and clinical data for patients
Parameter values

Age:

average +SD (range) 54,61 + 9,96 years (33 - 76)

Family anamnesis n %

No 100 90.91
Yes 10 9.09
Total 110 100.00
Smoking history n %
Non-smoker 62 56.35
Mild 35 31.82
Intensive 13 11.82
Total 110 100.00
Stadium n %

la 1 0.91
Ila 15 13.64
ITh 26 23.64
Il 0 0.00
Illa 24 21.82
IITh 5 4.55
Illc 29 26.36
IV 1 0.91
Not defined 9 8.18
Total 110 100.00

SD = standard deviation

Due to the space and the goals of this seminar paper, the
other clinical and laboratory data from the patients not
shown.

Since leucopenia is present in only 16 patients, in the
further genetic-statistical analysis was not additional
substratification was not conducted according to the
degree of leucopenia, but rather binary calculations have
been performed: only cases in which it did not occur at
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all or in which leucopenia was recorded have been taken
under consideration.

The genotypes of rs1695 polymorphism in the GSTP1 gene
were determined in the DNA samples analyzed from all
110 patients included in the study. Given the single locus
of this gene, there are three possible genotypes: AA (non-
variant, wild genotype), AG (heterozygous genotype), and

000000000000

types of alleles: A (wild type allele) and G (variant, i.e.
minor allele).

The genetic analysis of the frequencies of the genotypes
of polymorphism rs1695 in the GSTP1 gene in relation to
the presence or absence of leukopenia in patients was
performed using the genotype model, with 2 values being
calculated by the two-way test. The results of the analysis

GG (variant genotype). In the locus there are only two are shown in Table 2.

Table 2. Connection of leucopenia with the genotypes of polymorphism rs1695 to the GSTP1 gene

AA 4 43.62 2 12.50 10199 | 0.006 Ref. Ref.

AG 48 51.06 10 62.50 4.271(0.88-20.62) 3.707(0.86-16.06)
GG 5 5.32 4 25.00 16.400 (2.37-113.52) 9.556 (2.05-44.48)
Total 94 | 100.00 16 | 100.00

OR = Odds Ratio (odds ratio); RR = Risk Ratio (risk ratio); 95% CI = Confidence Interval (confidence interval at 95%); ref = reference values

As evident from the results shown, the patients who are carriers of the homozygous variant genotype GG as well as
the heterozygotes AG, have more than 4 times, that is, more than 16 times higher likelihood of clinically significant
leucopenia in the treatment with chemotherapy, respectively, in relation to patients carriers of the wild genotype AA
(p = 0.006). The calculated risk for leucopenia in patients with the genotype GG and AG is 3.7 and 9.5 times higher,
respectively, in relation to those who are carriers of the wild genotype AA.

The analysis of the frequencies of the polymorphism rs169 in the GSTP1 gene with respect to the presence or absence
of leucopenia in the patients was performed using the allele model where the values were calculated by the two-way
test. The results of the analysis are shown in Table 3.

Table 3. Connection of leucopenia with the allele frequencies of polymorphism rs1695 in the GSTP1 gene

A 53 30.85 18 56.25 7802 | 0.005 Ref. Ref.
G 130 | 69.15 14 4375 2.882 (1.34-6.19) 2.436 (1.28-4.62)
Total 188 | 100.00 | 32 | 100.00

OR = Odds Ratio (odds ratio); RR = Risk Ratio (risk ratio); 95% CI = Confidence Interval (confidence interval at 95%); ref = reference values

Variable allele G carriers have a nearly 3 times higher likelihood of clinically significant leucopenia in the treatment
with the chemotherapeutics, respectively, relative to the female patients carriers of the with wild allele A (p <0.01).
The relative risk for leukopenia in patients with allele G is about 2.5 times higher than those who are allele A carriers.

Using the additive model of genetic analysis, compared to the frequencies of patients without one, as well as one and
two variant alleles G, with the use of the Cochrane-Armitage two-way test for Ordinal Connection. The results are
shown in Table 4.
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Table 4. Connection of leucopenia with the variant allele of the
polyérriorphism 151695 in the GSTP1 gene analyzed with the additive
mode

0G | 41 | 4362 | 2 | 1250 3.058 0.002
1G | 48 | 5106 | 10 | 62.50
2G | 5 5.32 4 | 2500

Total | 94 | 100.00 | 16 | 100.00

Obviously there is a statistically significant connection
(p <0.01) of leucopenia with a linear increase in the
presence of allele G. It is evident from the values shown
that the genetic connection of leucopenia increases with
the number of alleles indicated: 0G <1G <2G.

DISCUSSION

In this study, the leukopenia genetic association was
examined as one of the most common toxic effects of
adjuvant chemotherapy with cyclophosphamide and
doxorubicin in a group of 110 breast cancer patients, on
the one hand, with the genotypes of polymorphism rs1695
in the GSTP1 gene, on the other.

The results indicate that patients who are carriers of
the homozygous variant genotype GG, as well as the
heterozygotes AG, have a statistically and significantly
higher probability and risk of leucopenia during the
therapy with cyclophosphamide and doxorubicin than
patients carriers of the visible genotype AA. Accordingly,
the presence and the number of variant allele G linearly
correlates with the presence of leucopenia.

This shows that the determination of the polymorphism
rs1695 of the GSTP1gene is pharmacogenetically related
to the risk of leucopenia in breast cancer patients treated
with combined chemotherapy with cyclophosphamide
and doxorubicin.

Cyclophosphamide is a pharmacologic precursor, or a
spleen. Therefore, metabolic activation is necessary for
its chemotherapy action. After the parenteral application,
the activation takes place through a series of enzymatic
mediated from cytochrome oxidases CYP2B6 and
CYP2(9, and to a lesser extent with CYP3A4 and CYP3A5,
in hepatocytes, with which the cyclophosphamide
is first converted to 4-hydroxycyclofosfamide (17).
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Subsequently, this compound is converted into its
tautomeric form of aldofosfamide, and it is spontaneously
degraded to phosphoramide mustard, which is in fact
the therapeutically active molecule. The compounds
4-hydroxycyclophosphamide and aldofosfamide are
detoxified by the conjugation mediated by multiple
enzymes from the superfamily of glutathione-S-
transferase (GSTA1, GSTM1, GSTP1 and GSTT1), as well as
with aldehyde dehydrogenases (ALDH1A1 and ALDH3A1)
to carboxycyclophosphamide (18, 19). All these enzymes
are found in hepatocytes.

Gene polymorphisms leading to non-synonymous amino
acid residue substitutions in the encoding enzymes
can reduce the efficiency of the detoxification of
cyclophosphamide and its metabolites, increasing their
concentrations and duration of clearance, and thus may
have a major impact on the occurrence of toxic effects
and side effects, as well as secondary malignancies (11).

The relationship of the gene polymorphism GSTPI1
rs1695 with toxic effects, such as leucopenia, in adjuvant
chemotherapy with cyclophosphamide and doxorubicin
in breast cancer patients has been described in several
studies.

To illustrate the importance and clinical significance
of the genetic connection of polymorphism GSTP1
rs1695 with the toxic effects during the treatment with
cyclophosphamide can also serve the case scenarios
that are not rare in the literature. Thus, Tran et al. (20)
shows a case of a young patient (age 25) in whom a low
initial dose of cyclophosphamide administered for the
treatment of an autoimmune disease caused a series of
life-threatening toxic effects.

Zhang et al. (21) studied the polymorphisms in the
CYP3A, GSTP1, and MDRI1 genes and their connection
to the therapeutic response and the toxic effects of 120
breast cancer patients in treatment with epirubicin and
cyclophosphamide. In terms of the polymorphism GSTP1
rs1695, the authors noted lower toxicity and side effects
in the presence of the wild homozygous or heterozygous.
The described toxic effects were not statistically related
to the age of patients, the stage, menopause status, nor
with the dosage of the drugs.

Similarly, in a study conducted by Tulsyan et al. (22),
207 patients with breast cancer who were treated with
anthracycline drugs were analyzed. The genotyping was
performed on two genes from the glutathione transferase
family, including the polymorphism that was also used in
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our study: GSTP1rs1695. The authors described that their
analysis established a statistically significant connection
of the variant and heterozygous genotype of this
polymorphism with the onset of anemia, leucopenia, and
neutropenia, and considered that such pharmacogenetic
studies could produce tests to predict the outcome and
toxicity of chemotherapy in cancer patients.

However, there are contradictory results among the
studies, and in some studies no significant connection
was established of the GSTP1 A313G polymorphism with
pharmacokinetics and metabolism, nor with the clinical
toxicity of doxorubicin and cyclophosphamide.

In a study of Low et al., a total of 403 patients with breast
cancer were analyzed, treated with cyclophosphamide
and doxorubicin, out of which 184 experienced side effects
and served as a group of test-subjects and 219 in whom
no toxic effects appeared and had a role of the control
group (23). As toxic effects, this study followed only those
cases in which leucopenia or neutropenia with grade 3 or
higher appeared, as well as gastrointestinal toxicity with
grade 2 or higher. In the study, genotypes of a total of 143
polymorphisms in 13 candidate genes were determined:
CYP2B6, CYP2C9, CYP2C19, CYP3A4, CYP3A5, ALDHIAL,
ALDH3A1, GSTA1, GSTM1, GSTP1, GSTT1, ABCC2 and
ABCC4. These genes are involved in the activation,
metabolism, and transportation of cyclophosphamide. Of
interest in this paper is that polymorphisms in the GSTP1
gene have not shown a genetic link to the toxic effects of
this study.

A genetic connection was not found in the research of
Jamieson et al. (24). In this pharmacogenetic study, the
pharmacological effects of cyclophosphamide (combined
with epirubicin and 5-fluorouracil) in the adjuvant
therapy of 51 patients with breast cancer were tested.
Concentrations of cyclophosphamide and several of its
metabolites in the plasma were determined at different
time intervals after administration, using liquid
chromatography and mass spectrometry (LCMS). The
genotyping was performed on 11 genes whose products
are involved in the metabolism of cyclophosphamide and
include the GSTP1 gene. According to the authors of the
publication, the determined genetic polymorphisms have
only minor influence on the adjuvant therapy of breast
cancer with cyclophosphamide and anthracyclines.

The absence of genetic connection was also reported
from Islam et al. (25). In this study, polymorphisms
GSTP1 rs1695 and ABCC4 rs9561778 were studied, as well
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as the appearance of toxic effects in cyclophosphamide
chemotherapy, epirubicin, and 5-fluorouracil in 256
patients with breast cancer. Of interest in this paper is
that the polymorphism rs1695 in the GSTP1 gene has not
shown any association with any type or degree of toxicity,
in contrast to the ABCC4 rs9561778 polymorphism.
Interestingly, the polymorphism GSTP1 rs1695 showed a
statistically significant connection with the therapeutic
response of patients.

Such contradictory results are not unusual in the genetic-
associative studies and can be caused by a variety of
independent factors, including: the inherent genetic
constitution resulting from the ethnic-demographic
structure of the population of patients tested in the study,
but also various external factors such as the geographical
area, diet, exposure to environmental pollution, often
poorly studied, influences (11).

Further research is needed to confirm the genetic
association and to assess more precisely the predictive
value of polymorphism GSTP1 rs1695, which may
potentially be practical in personalized medicine, that is,
be used in the selection and dosing of chemotherapeutics
according to the individual genotype combination in each
individual patient.

This can reduce the likelihood of serious toxic effects,
such as leucopenia, and reduce morbidity and mortality
associated with chemotherapy.
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ABSTRAKT

HYRJE: Zhurmat e zemrés jané prezentimi mé i shpeshté i sémundjeve té zemrés.Vlerésimi i zhurmave té zemrés
sipas Levin-in béhet né 6 shkallé.

QELLIMI: Té tregojé praniné e anomalive kongjenitale t& zemrés tek femijét qé jané me praniné e zhurmave é
zemrés,dhe té theksojé réndésiné e diagnostikimit té hershém té tyre.

MATERIALI DHE METODA: Punimi éshté prospektiv, i realizuar né IPSH PEDIATRIKA Tetové, reparti pediatrik-SK
Tetové, Klinika e fémijéve Shkup, né periudhé nga 01.04.2017-01.04.2018. Jané analizuar té gjithé fémijét té cilét
kané gené me prani té zhurmave sistolike té shkalléve té ndryshme nga gjithsejt 894 fémijé té kontrolluar.Metoda
diagnostifikuese ka gené fillimisht auskultimi i zemrés né formén e skriningut té hershém té anomalive té lindura,
pérputhshmeéria e zhurmave sistolike me té dhénat anamnestike pér cianozé centrale ose akrale kané gené raste
pér té vazhduar diagnostifikimin e métutjeshém té kétyre fémijéve me ECHO té zemrés dhe EKG, prané Spitalit
Klinik Tetové dhe Klinika e fémijéve Shkup.

REZULTATET: Nga gjithsejt 894 fémijé té kontrolluar né IPSH PEDIATRIKA me zhurmé sistolike té shkalléve nga
2/6-6/6 kané rezultuar 25 ose 2,79% raste. Nga diagnostikimi i métutjeshém me EHO dhe EKG, me anomali té
lindura kongjenitale kané rezultuar 12 ose 1,34% raste: 2 raste me tetralogia fallot, 6 raste me FOA, 4 raste me
ASD, 13 kane rezultuar pa anomali kardiake.

PERFUNDIMI:Paragitja e anomalive té lindura té zemrés né 1,23 % né raport me referencat e tjera té cilat jané né
pérgindje 0.9%. Diagnostifikimi i hershém éshté njé sfidé serioze pér cdo mjek, sepse trajatimi, ndjekja e tyre né
dinamiké éshté problem akut. DISKUTIMI: Jo té gijthé zhurmat sistolike rezultojné me anomali kongjenitale,por
prania e zhurmave sistolike éshté né rritje.Ngelet pér tu hulumtuar se cilat nga shkage ndikojné né paraqitjen e
anomalive té lindura té zemrés.Mendojmé gé faktorét e ndotjes ndikojné direkt né rritjen e pérqgindjes sé anomalive
kardiake.

REKOMANDIME: Té gjithé zhurmat sistolike té cilat né auskultacion detektohen duhet gé detyrimishté té
diagnostkohen dhe njékohésishté té ndigen né dinamiké.

Fjalé kyc: skriningu kardiologjik.

HYRJE

Zhurmat e zemrés jané prezentimi mé i shpeshté i
sémundjeve té zemrés. Vlerésimi i zhurmave té zemrés
sipas Levin-in béhet né 6 shkallé[1]. Né rastin e auskultimit
té zemrés éshté shumé me réndési pércaktimi i shkallés
sé zhurmave[4,5].

Anomalite e zemres pérfshijné defekte septale atriale dhe
ventrikulare, pulmonare ose aortale,ductus arteriosus
persisntens, etj. Shumica e fémijéve me ndonjé nga kéto

rezultate duhet t'i referohen njé pediatri-kardiolog[3].

Né pjesén mé té madhe té rasteve etiologjia e njé
kardiopatie kongjenitale mbetet e panjohur. Incidenca
e kardiopative kongjenitale paraqitet rreth 7-8 pér 1000
lindje.

Si shkage té anomalive kongjenitale mund té permendim
aberacionet kromozomike, sindomen Di George,

infeksionet virale si rubeolla dhe faktoré té tjeré si
alkoholi diabeti etj,[2].
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Ehokardiografia si metodé joinvazive ka béré hap shumé
té réndésishém né diagnostikimin dhe pércaktimin e
anomalive té lindura té zemrés[d]. Fémija i dyshuar
pér patologji té zemrés i nénshtrohet disa metodave
diagnostifikuese ku pérfshihen: eho, ekg, rtg e krahérorit,
puls oksimetri, kateterizimi kardiak dhe rezonanca
magnetike[6].

QELLIMI

Té tregojé praniné e anomalive kongjenitale té zemrés
tek femijét qé jané me praniné e zhurmave té zemrés dhe
té theksojé réndésiné e diagnostikimit té hershém té tyre.

MATERIALI DHE METODA

Punimi éshté prospektiv, i realizuar né IPSH PEDIATRIKA
Tetové, reparti pediatrik-SK Tetové, Klinika e fémijéve
Shkup né periudhé nga 01.04.2017-01.04.2018. Jané
analizuar 25 fémijé té cilét kané gené me prani té
zhurmave sistolike té shkalléve té ndryshme nga gjithsejt
894 fémijé té kontrolluar (tabela 1).

Tabelal.

Me prani té zhurmave sistolike 25(2,79%) fémijé

Pa prani té zhurmave sistolike 869 fémijé

Metoda diagnostifikuese ka gené fillimisht auskultimi i
zemrés né formén e skriningut té hershém té anomalive
té lindura, pérputhshmeéria e zhurmave sistolike me té
dhénat anamnestike pér cianozé centrale ose akrale
kané gené raste pér té vazhduar diagnostifikimin e
métutjeshém té kétyre fémijeve me ECHO té zemrés dhe
EKG,prané Spitalit Klinik Tetové dhe Klinika e fémijéve
Shkup.

REZULTATET

Nga gjithsejt 894 fémijé té kontrolluar né IPSH
PEDIATRIKA me zhurmé sistolike té shkalléve nga 2/6-
6/6 kané rezultuar 25 ose 2,79% raste(grafikon 1).

graf. 1.
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Nga diagnostikimi i métutjeshém me EHO dhe EKG, me
anomali té lindura kongjenitale kané rezultuar 12 ose
1,34% raste: 2 raste me tetralogia fallot, 6 raste me FOA, 4
raste me ASD, 13 pa anomali (grafikon 2).

graf. 2.
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PERFUNDIMI

Paragitja e anomalive té lindura té zemrés né 1,23 % né
raport me referencat e tjera té cilat jané né pérgindje
0.9%(grafikon 3).
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Diagnostifikimi i hershém éshté njé sfidé serioze pér cdo
mjek,sepse trajatimi,ndjekja e tyre né dinamiké éshté
problem akut.

DISKUTIMI

Jo té gijthé zhurmat sistolike rezultojné me anomali
kongjenitale, por prania e zhurmave sistolike éshté né
rritje.

Ngelet pér tu hulumtuar se cilat nga shkage ndikojné né
paragitjen e anomalive té lindura té zemrés

Mendojmé qé faktorét e ndotjes ndikojné direkt né rritjen
e pérgindjes sé anomalive kardiake.

REKOMANDIME: Té gjithé zhurmat sistolike té cilat
né auskultacion detektohen duhet gé detyrimishté té
diagnostkohen dhe njékohésishté té ndigen né dinamikeé.
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DETECTION OF CONGENITAL CARDIOPATHY WITH AUSCULTATORY SCREENING
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ABSTRACT
INTRODUCTION: Heart suffers are the most common manifestation of heart disease.

PURPOSE: To show the presence of congenital heart abnormalities in children who are with the presence of
heartburn, and accentuation the importance of their early diagnosis..

MATERIAL AND METHOD: The paper is prospective, realized at PHI PEDIATRIKA, Clinical hospital of Tetovo, Clinic
of the children Skopje, from 01.04.2017-01.04.2018. All children who were in the presence of systolic murmurs of
different scales were analyzed 894 froma a total.The diagnostic method was initially the auscultation of murmurs
in the form of early screening of congenital abnormalities,compliance of systolic murmurs with anamnestic data
for central or acute cyanosis has been the case to continue the diagnosis of these children with ECHO of heart
and EKG,near Clinical Hospital Tetovo,Children’s Clinic Skopje.

RESULTS; from a total of 894 children controlled at PHI PEDIATRIKA, with systolic murmurs from 2 / 6-6 / 6
resulted 25 or 2.79% cases.(graph.l)From the EHO diagnosis and EKG,with congenital anomalies,there werel2
orl.34% cases: 2 cases with tetralogy fallot,6 cases with FOA 4 cases with ASD,13 without anomaly.(graph.2)

CONCLUSION; The occurrence of congenital heart abnormalities at 1.23% in relation to other references is 0.9%.
Early diagnosis is a serious challenge for every physician because treating and following them in dynamic is an
acute problem.

DISCUSIONS: Not all systolic noise ends with congenital abnormalities, but the presence of systolic noises is on
the rise. It is necessary to investigate which of the causes affect the appearance of congenital heart anomalies.We
think that the factors of pollution directly affect the increase in the percentage of cardiac anomalies.

RECOMMENDATIONS: All systolic murmurs that is detected in auscultation should be obliged to be diagnosed and
simultaneously followed in dynamics.

Key words: cardiology screening.
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ABSTRACT

HYRJE. Arteria e mesme trurore, arteria cerebri media (ACM) vaskularizon pjesén mé té madhe té fages laterale té
hemisferés sé trurit té madh, pérveg pjesés sé sipérme té lobit parietal dhe pjesés sé poshtme té lobit temporal dhe
oksipital si edhe capsula interna dhe ganglionet bazale. Ndahet né katér segmente: pjesa proksmale-sfenoidale
(M1), insulinare (M2), operkulare (M3) dhe kortikale (M4). Mlshtrihet prej fillimit t¢ ACM deri te bifurkacioni/
trifurkacioni i saj (né limen insulae). Drejtohet lateralisht nga chiasma opticum, rostralisht prej tractus opticus,
ndérsa kaudalisht prej trigonum olfactorium. Dorzalisht ndodhet pjesa e jashtme e substantia perforata anterior,
pjesa prepiriforme e kores sé trurit té madh dhe stria olfactoria lateralis, ndérsa rostralisht buza e pasme ala
minor ossis sphenoidalis. Né nivel té limenit té insulés, segmenti M1 kthehet dorzalisht dhe kaudalisht dhe formon
gjurin e ACM. Jané pérshkruar né 2,5 deri 21% té rasteve. Diametri i segmentit M1 l1éviz prej 2,4-4,6 mm, mesatarisht
3,0-3,9 mm. Gjatésia sillet prej 12,8-16,9 mm. Hipoplazioni i segmentit M1 pérshkruhet mjaft rrallé né rreth 0,3% té
hemisferave. Fenestrimi i segmentit M1 poashtu mjaft rrallé (0,3% té rasteve). Duplikatura e segmentit M1 éshté
fenomen interesant karakteristik pér kété arterie e pranishme né 0,3% té hemisferave.

PERFUNDIMI. Okluzioni i kétyre arterieve sjell deri né sindrome té ndryshme té insultit cerebrovaskular. Njohja e
detajizuar e raportit morfologjik dhe topografik té segmentit M1 té ACM éshté me réndési té vecanté pér suksesin e
operacioneve cerebrovaskulare pér zgjidhjen e shumé rasteve klinike té tumorreve trurore si edhe té aneurizmave
té enéve té gjakut.

FJALET KYCE: arteria e mesme trurore, segmenti M1, arteriet lentikulostriatale

HYRJE cerebri). Mé tej, ajo shtrihet né thellési té gropés sé jashtme
té trurit té madh (fossa lateralis cerebri), ndérmjet lobit
temporal dhe atij frontal té trurit té madh (telencephalon)
dhe jep mé tepér degé anésore kortikale, té cilat shtrihen
népér fagen e jashtme té hemisferés sé trurit té madh.
Né sipérfage té insulés, ku ndodhet ACM, ndahet né dy,
tre, ose mé shumé degé primare pérfundimtare, té cilat
mé tej ndahen né degé sekondare, dhe nga ato do té
krijohen degét kortikale (leptomeningeale). Kéto arterie
mé tutje degézohen né degé té shkurtra duke pérfunduar
né koren e trurit té madh, ndérsa degét e gjata depértojné
ACM ndahet né vendin ku béhet bashkimi i cisternés sé g thellési, né masén e bardhé té trurit té madh deri né

arteries karotike dhe cisternés sé Sylvii-ut né nivel t¢ harkushet anésore té trurit. Ato shfagin variacione té
hullisé laterale té trurit té madh (cisterna fossae lateralis  mgdha né numér, né ményrén e krijimit dhe té degézimit.

Arteria e mesme trurore, arteria cerebri media (ACM),
pérvec arteries sé pérparme trurore, a.cerebri anterior
(ACA), éshté dega mé e madhe pérfundimtare e arteries sé
brendshme karotike, a.carotis interna (ACI) (1). Arteria e
mesme trurore vaskularizon pjesén mé té madhe té fages
laterale té hemisferés sé trurit té madh, pérvec pjesés sé
sipérme té lobit parietal dhe pjesés sé poshtme té lobit
temporal dhe okcipital. Poashtu ajo vaskularizon capsula
interna dhe ganglionet bazale.
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Pas daljes nga regjioni operkulo-insulinar, népér hulliné
e Sylvii-ut, degét kortikale né ményré té flladitéses
drejtohen kah fusha e tyre e vaskularizimit (2).

Zakonisht pérshkruhen kéto degé kortikale, té cilat i
marrin emértimet varésisht prej fushés morfologjike té
ciléen e vaskularizojné: a. frontobasalis, a. prefrontalis,
a. sulci precentralis, a. sulci centralis, a. parietalis
anterior, a. parietalis posterior, a. gyri angularis, a.
temporooccipitalis, a. temporalis posterior, a. temporalis
media, a. temporalis anterior dhe a. polaris temporalis
(2, 3).

Eshté e pranuar ndarja e ACM né katér pjesé ose
segmente: pjesa ose segmenti proksmal (M1), insulinar
(M2), operkular (M3) dhe kortikal (M4) (3,4).

M1: éshté pjesa e cila shtrihet prej bifurkacionit té ACI deri
te bifurkacioni i ACM né pragun e insulés (limen insulae),
njékohésisht i njohur edhe si segmenti horizontal ose
sfenoidal (Figura 1).

M2: i njohur edhe si segmenti insulinar, shtrihet prej
bifurkacionit/trifurkacionit t¢é ACM deri te sulcus
circularis insulae prej ku vazhdon né segmentin M3.

M3: i njohur edhe si segmenti operkular, shtrihet prej
sulcus circularis insulae deri né sipérfagen kortikale
té fissura Sylvii, prej ku dalin degét operkulare (brenda
fissura Sylvii).

M4: i njohur edhe si segmenti kortikal, i cili ndodhet
né sipérfagen pérreth fissura Sylvii deri te sipérfagja e
korteksit prej ku dalin degé té cilat drejtohen prej fissura
Sylvii kah sipérfagja konvekse e hemisferés trurore.

Figura 1. Fagja e poshtme e trurit té madh ku shihet segmenti
MI i arteries sé mesme trurore, degét lentikulostriatale, degét
temporale dhe orbitofrontale.

Dega orbitofrontale |
" \ M1iACM
Segmenti M1 i ACM éshté i drejtuar lateralisht nga
chiasma opticum, rostralisht prej tractus opticus, ndérsa
kaudalisht prej trigonum olfactorium, me drejtim lateral,

dorzal dhe rostral (Figura 2).

Review I

Figura 2. Segmenti M1 i arteries sé mesme trurore (ACM). Shigjetat
e bardha i tregojné arteriet lentikulostriatale; shigjetat e zeza
tregojné a. choroidea anterior (AchA); ICA=arteria karotike e
brendshme; ON=nervi optik; OT=tractus opticus; OC=chiasma
opticus; AccMCA=a.cerebri media accessoria

&
‘ -

Dorzalisht prej segmentit M1 ndodhet pjesa e jashtme e
substancés sé shpuar té pérparme, substantia perforata
anterior, pjesa prepiriforme e kores sé trurit té madh dhe
stria olfactoria lateralis, ndérsa rostralisht prej arteries
ndodhet buza e pasme e krahéve té vegjél té ashtit
sfenoidal (ala minor ossis sphenoidalis). Né nivel té limenit
té insulés, segmenti M1 menjéheré kthehet dorzalisht
dhe kaudalisht duke formuar gjurin e ACM. Ndarja e
hershme e segmentit M1 né trungun pérfundimtar éshté
e mundur né ciléndoqofté piké pérpara limen insulae.
Jané pérshkruar né 2,5 deri 21% té rasteve (3,5).

DISKUTIMI

Njohja e karakteristikave —mikromorfologjike té
ACM, degéve té saja, me theks té vecanté té arterieve
lentikulostriatale (AL) éshté mjaft e réndésishme pér
operacionet cerebrovaskulare.

Segmenti M1 ndahet né pjesén proksimale, té mesme dhe
distale. AL jané té pranishme né té tre pjesét e M1. Né
numrin mé té madh té rasteve jané paré menjéheré pas
bifurkacionit té ACM nga trungu i sipérm dhe né mé pak
raste nga trungu i poshtém. Ndérsa nuk jané gjetur AL
nga degét superolaterale té segmentit M1.

Né literaturé gjejmé qé diametri i segmentit M1 1éviz prej
2.4 deri né 4,6 mm, mesatarisht 3,0 deri né 3,9 mm (Tabela
1). Gjatésia sillet prej 12,8-16,9 mm, mesatarisht 15,4 mm
(3,6). Hipoplazioni i segmentit M1 pérshkruhet mjaft
rrallé dhe ekziston né 0,3% té hemisferave (2). Fenestrimi
i segmentit M1 poashtu mjaft rrallé paraqitet, gjithashtu
né 0,3% té rasteve (2). Duplikatura e segmentit M1 éshté
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fenomen interesant qé éshté karakteristik pér kété
arterie. Eshté e pranishme né 0,3% té hemisferave (6).

Tabela 1. Karakteristikat e segmentit M1 té arteries sé mesme
trurore dhe degéve té saja

Segmenti M1 88,24 2,4-4,60 (3,9)
Bifurkacioni real 11,76 1,60-2,10 (1,85)

Bl kacioni 23,53 140-2,00 1,73)
leptoggtgl?;geale a7 0,79-1,40 (1,10)
lentiﬁa}ggiiitatale 100,00 0,08-0,90 (0,48)

Ekzistojné dy trungje té segmentit M1, trungu ventral dhe
dorzal. Trungu ventral éshté mé i hollé dhe krijohet afér
fillimit té a. choroidea anterior, si dhe trungu dorzal i
cili éshté mé i shprehur dhe né ményré tipike i pérgjigjet
segmentit M1. Nga té dy trungjet ndahen degét perforante
dhe té dy trungjet vazhdojné né drejtim té korteksit, me
até qé trungu ventral jep arterien kortikale temporale
ndérsa trungu dorzal i jep té gjitha degét tjera.

Arteria e mesme ndihmése trurore (a. cerebri media
accessoria) éshté e pérshkruar né 0,3% té rasteve (3,6).
Kjo arterie rrjedh prej pjesés proksimale, segmentit Al
té ACA, ose veté filimi i segmentit A2. Pastaj kthehet
kaudalisht dhe lateralisht dhe i bashkangjitet segmentit
M1 né ményré tipike duke kontribuar né degézimin e tij
gendror dhe perferik (6).

Né 10-15% té rasteve segmenti M1 ndahet né tre trungje
pérfundimtare. Trifurkacioni ndodh proksimalisht gjurit
té ACM prané limen insulae. Shihet njé degé e hershme
temporale qé del prej pjesés proksimale té segmentit M1
(Figura 4).

Figura 4. Diseksion anatomik qé tregon ndarjen e segmentit M1 né
tre trungje pérfundimtare *.

*A.J. Ulm et al. Microsurgical and angiographic anatomy of middle
cerebral artery aneurysmus: Prevalence and significance of early
branch aneurysmus. Neurosurgery 62(ONS Suppl 2):0NS344-
ONS353, 2008.
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Degét perforante té segmentit M1 té ACM (aa. centrales
anterolaterales ose aa. lenticulostriatae)

Arteriae lenticulostriatae (AL) jané degé tipike perforante
té ACM. Quhen arterie lentikulostriatale duke iu referuar
nucleus lentiformis (i cili pérbéhet prej putamen dhe
globus pallidus) si dhe striatumit (Figura 5).

Varésisht prej karakteristikave mikroanatomike, e mbi
té gjitha duke u bazuar né pozitén e tyre, kéto arterie

ndahen né tre grupe enésh gjaku: grupi lateral, i mesém
dhe medial.

1. Grupi lateral i AL (arteriae lenticulostriatae laterales,
ALL) éshté i pranishém gjithmoné.

Mesatarisht, éshté i pérbéré prej katér arteriesh (3-6) té
cilat ndahen nga njé e treta distale e segmentit M1 té
ACM, por edhe nga dega pérfundimtare dhe segmenti
fillestar i trungut arterial pérfundimtar. Né rreth 50%
té rasteve ekziston edhe trungu i pérbashkét prej té cilit
ndahen arterie té caktuara.

2. Grupi i mesém i AL (arteriae lenticulostriatae
intermediae, ALI) éshté i pranishém né

pjesén mé té madhe té hemisferave, rreth 88%, 1-8 arterie
dalin prej njé té tretés sé mesme té segmentit M1. Né njé
té tretén e rasteve ndahen me trung té pérbashkét i cili
jep degé té vecanta perforante.

3. Grupi medial i AL (arteriae lenticulostriatae mediales,
ALM), ekziston né rreth 85% té rasteve. Pérbéhet prej 1-5
arteriesh, mesatarisht prej 2 arterie, té cilat ndahen nga
njé e treta fillestare e segmentit M1 té ACM (5).

Figura 5. Raporti anatomik i arterieve lentikulostriatale ndaj
nucleus lentiformis

Arteriet lentikulostriatale shikuar né térési, jané
arterie té shumta, rreth 10 arterie né secilén hemisferé



At

(mesatarisht 6-18 né secilén hemisferé), me diametér
0,08-09 mm, mesatarisht 0,48 mm (Tabela 2). Duke
marr parasysh se fusha e tyre e vaskularizimit éshté me
réndési vitale, zvogélimi i numrit té tyre do té thoté ose
qé disa arterie té vecanta jané me diametér mé té madh
ose qé degét perforante té ACA jané dominante dhe
mbizotérojné territorin e tyre té vaskularizimit (5,7).

Tabela 2. Vendi i origjinés sé arterieve lentikulostriatale e shprehur
né pérgindje

Origjina e arterieve lentikulostriatale Frekuenca (%)

Segmenti M1 100

Segmenti M2 294

Vendi i bifurkacionit 8,82

Trungjet terminale té M1 5,88

Degét leptomeningeale 38,24

Arteria cerebrale aksesore 294

AL kané ményré Kkarakteristike té shtrirjes

ekstracerebrale. Dalin nga ana dorzale e segmentit
M1 té ACM, pastaj menjéheré kthehen medialisht dhe
vazhdojné me anén dorzale duke pércjellur trungun e
segmentit M1 kah fillimi i tij. Pas njé rruge té shkurtér
pérséri menjéheré kthehen dorzalisht, duke béré njé hark
té mprehté, deri né vendin e futjes né pjesén laterale té
substantia perforata anterior.

AL vaskularizojné pjesén gendrore té hemisferés sé
trurit té madh. Grupi medial i AL éshté i destinuar pér
té vaskularizuar pjesén laterale té globus pallidus, pjesén
dorzale té crus anterius capsulae internae dhe pjesén
rostrodorzale té caput nuclei caudati. Degét e grupit té
mesém dhe lateral té AL marrin pjesé né vaskularizimin e
nucleus caudatus, putamen dhe pjesén dorzale té capsula
interna (8-11).

Madhésia e zonés ishemike té trurit varet nga diametri i
pjeséssé okluduarté AL. MuriiAL me diametér mé té madh
mund té jeté vend i krijimit té pllakés mikroateromatoze,
duke shkaktuar stenozé ose okluzion, apo mikroemboli
e degéve distale (4,12,13). Nga ana tjetér, AL me diametér
mé té vogél, ose degét e saja, mund té jené té démtuara
nga lipohijalinoza dhe nekroza fibrinoide, té cilat sjellin
deri te ruptura e arteries, ose mé shpesh deri te okluzioni
i saj dhe pér pasojé infarkt té indit pérkatés truror (12,13).
AL, e vecanérisht grupi lateral, mund té vaskularizojné
dy deri né tre sktruktura fginje, dhe zona ishemike mund
té pérfshijé pjesé edhe té ganglioneve bazale edhe té
kapsulés interne (3,14). Okluzioni i degéve anésore ose i
degéve pérfundimtare té AL sjell deri te infarkti lakunar
i cili mé shpesh pérfshin pjesé té kapsulés interne dhe/
ose putamenin té cilin e vaskularizojné (4, 13-18). Vendi i

Review

ndarjes sé AL prej trungut té segmentit M1 té ACM mund
té jeté vendi i krijimit té aneurizmave (2,19,20).

Arteriet lentikulostriatale jané arterie terminale qé do té
thoté se né regjionin té cilin e vaskularizojné nuk ka degé
té tjera kolaterale. Okluzioni i kétyre arterieve sjell deri
né sindrome té ndryshme té insultit cerebrovaskular.

Marinkovic et al. né hulumtimin e tij ka numéruar 3-18
arterie lentikulostriatale né té dyja hemisferat si degé
té segmentit M1. Tiire et al. né nénté hemisfera (22,5%),
AL i kané pérshkruar si degé frontale té segmentit ML
Umansky et al. né 5,7% té mostrave, AL i kané gjetur si
degé té ACM (3, 21) ndérsa Marinkovic et al. kané gjetur njé
ose mé shumé AL si degé né njé té katértén e hemisferave
(5). Chyatte dhe Porterfield né studimin e tyre raportojné
qé AL si degé té segmentit M1 té ACM asnjéheré nuk
e vaskularizojné lobin frontal dhe nga kjo éshté njé e
dhéné e réndésishme qé na tregon se lobi frontal mund
té largohet me lehtési nga ACM gjaté operacioneve
kirurgjikale (22).

Studimet jo té mjaftueshme té raportit né mes té
segmentit M1 té ACM dhe degéve té tija lentikulostriatale
jané arsye e hulumtimeve té métejshme té parametrave
topografik dhe morfometrik té trungut té arteries dhe
degéve té saja, gjé qé do té jeté bazé pér intervenime té
sigurta mikrokirurgjikale né kété fushé.

KONKLUZIONI

Arteriae lenticulostriatae kané ményra té ndryshme té
krijimit dhe degézimit. Ata vaskularizojné pjesén mé té
madhe té bérthamave bazale: putamen, globus pallidus
dhe nucleus caudatus, si edhe pjesén dorzale té capsulae
internae. Pér shkencat mjekésore réndési mjaft té
madhe ka njohja e detajizuar e raportit morfologjik dhe
topografik té segmentit M1 té ACM dhe degéve té tija
lentikulostriatale.

Me réndési té madhe éshté edhe prania e degéve
perforante té ACA né vaskularizimin e strukturave
gendrore té trurit té madh, té cilat i bashkangjiten AL
dhe sé bashku depértojné né indin truror népérmjet
substantia perforata anterior.

Sot té gjitha operacionet neurokirurgjikale té aneurizmave
té segmentit M1té ACM kryhen nén mikroskop operativ. Né
kété ményre, iu largohen léndimeve jatrogjene té degéve
té ndjeshme perforante té segmentit M1 té ACM, ndérsa
nga ana tjetér vjen deri te zhvillimi i neurokirurgjisé
mikrovaskulare dekompresive, ndérsa procesi patologjik
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ose aneurizmat largohen né ményré radikale, prej ku
rrjedh edhe réndésia e vecanté e kétij studimi.

Studimi i karakteristikave —mikroanatomike dhe
topografike jané té njé réndésie kruciale si pér shkencén
fundamentale ashtu edhe pér njohjen, kuptimin dhe
zgjidhjen e shumé rasteve klinike té tumorreve trurore si
edhe té aneurizmave té enéve té gjakut.

Té dhénat e fituara nga karakteristikat mikromorfologjike
té arterieve lentikulostriatale mund té ndihmojné pér
vendosjen e sakté dhe precize té diagnozave neurologjike
te pacientét me lezione ishemike fokale té bérthamave
bazale dhe té kapsulés interne, si dhe rritet mundésia
pér operacione mé té sigurta neurovaskulare né kéto
regjione trurore.

Si konkluzion, arteriet lentikulostriatale jané shumé
té réndésishme né vaskularizimin e capsula interna,
putamen, nucleus caudatus dhe globus pallidus.
Neurokirurgét duhet té kené parasysh réndésiné e kétyre
arterieve se démtimi i tyre mund té shkakton komplikime
té shumta serioze motorike.
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ANATOMICAL FEATURES OF THE M1 SEGMENT OF THE MIDDLE CEREBRAL ARTERY AND
HIS PERFORATING BRANCHES

Valvita Reci!, Sadi Bexheti, Selim Cerkezi'

Faculty of Medical Sciences, Department of Anatomy, University of Tetova

ABSTRACT

INTRODUCTION. The middle cerebral artery (MCA), vascularizes most of the lateral sides of the cerebral cortex,
as well as the internal capsule and basal ganglia, except the upper part of the parietal lobe and the lower part of
the temporal and oxypital lobes. MCA is divided into four segments: sphenoidal (M1), insular (M2), opercular (M3)
and cortical (M4). M1: is the part that extends from the beginning of MCA to its bifurcation/trifurcation (limen
insulae). The M1 segment is directed laterally of chiasma opticum, rostrally of the optic tract, and temporally
of the trigonum olfactorium. Dorsally of M1 segment is the outer part of the anterior perforated substance, the
prepiriform part of the cerebral cortex and stria olfactoria lateralis, while rostrally is the posterior margin of the
greater wing of the sphenoid bone. On the ventromedial aspect of the insular cortex, the M1 segment usually
(75% to 80% of cases) bifurcates into superior and inferior trunks. The M1 segment perforates the brain with
lenticulostriate arteries, which supply the basal ganglia. The diameter of M1 segment is about 2.3-49 mm, on
average 2.8-4.1 mm. The length ranges from 11.9-17.02 mm, on average 15.6 mm. Hypoplasion of the M1 segment
rarely is described, in about 0.3% of hemispheres. Segmentation of the M1 segment is also very rarely in 0.3% of
cases. The duplication of the M1 is an interesting feature for this artery, present in 0.3% of hemispheres.

CONCLUSION. The occlusion of M1 arterial branches leads to various syndromes of cerebrovascular deseases.
Detailed knowledge of the morphologic and topographic ratio of the M1 segment of MCA is very important for the
success of cerebrovascular surgery to resolve many clinical cases of brain tumors as well as vascular aneurysmes.

KEYWORDS: middle cerebral artery, M1 segment, lenticulostriate arteries.
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THE RELEVANCE OF STRUCTURE-FUNCTION CORRELATION IN
DIAGNOSING GLAUCOMA

Vesna Dimovska Jordanova!, Bekim Tateshi!
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Medicus 2018, Vol. 23 (2): 178-185
ABSTRACT

Introduction: Early diagnosing of glaucoma plays a key role in relation to treatment choice and its effectiveness.
Diagnosis and treatment making decision is, in general, based on the complementary data emerging from diagnostic
technology that provides evidence regarding structural damage of the optic nerve (assessment of optic nerve head,
peripapillary retinal nerve fiber layer and macular thickness measurements), and, on the other hand, functional
evaluation of retinal sensitivity enabled by visual field assessment. Of course, the standard basic clinical methods
of investigation should not be neglected and these examinations should be the fundament for upgrading with
“imaging” methods in order to achieve accurate glaucoma diagnosis.

The main dilemma refers to the question of the superiority and overestimation of one diagnostic group over the
other. Such a disagreement has brought to the necessity of developing and designing of different measurement
standard as single index that would reflect the relationship between structural and functional damage in glaucoma.

Conclusion: Recent advances in “imaging” devices for the assessment of optic disc

morphology and retinal nerve fiber layer thickness have the potential to greatly facilitate glaucoma diagnosis and
monitoring of the disease.

Still, there is no simple answer yet to the question - which assessment has greater relevance in the patients that
have inconsistent results of the investigations, and, how can we compare the data from both types of investigations.
Furthermore, is there a relevant pathway that could embrace both types of examination in order to unify the
result in a single metric that would integrate the findings emerging from structural and functional methods.

It remains this issue to be resolved by further randomized clinical studies in future.

Keywords: glaucoma, visual field, retinal nerve fiber layer, macular thickness, optical coherence tomography.

INTRODUCTION m assessment of the rate of progression - standard
automated perimetry (SAP) photographs, “imaging”

Glaucoma still remains one of the leading causes of
methods

legal blindness worldwide, due to the development of S . _ o
glaucomatous optic neuropathy, leading to irreversible ™ anticipation of the estimated disease’s deterioration

vision loss. impact to the vision-related quality of life

One of the crucial dilemmas over past decade that
occupies the attention of the ophthalmologists refers
to the nature and relevance of the mutual relationship
m detecting “real” change in structure/function between functional examinations (visual field -VF), and

Glaucoma management should take into account few
different aspects of the disease, such as:
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“imaging” investigation methods that are detecting
structural damage (optic nerve head parameters - ONH,
peripapilary retinal nerve fiber layer thickness - RNFL
and macular thickness, mostly represented by ganglion
cell complex -GCC and macular deviation maps.).

The establishing of structure-function correlation
provides improvement in glaucoma treatment and
management, but unfortunately, such agreement is
very rarely seen in everyday clinical practice. Although
a significant correlation between structure and function
is expected, number of studies that have used available
measurements have reported weak, or, at best, moderate
relationship.

One of the reasons for this is a number of factors that
have certain influence over the correlation, like definition
and severity of glaucoma, selection of diagnostic tests
and finally, the mode of analysis and proper result
interpretation.

Other explanation of such level of relationship is suggested
to be the variability associated with measurements
obtained by different available technologiesl

Apart from the differences in investigation methods,
the underlying mutual pathophysiological mechanism
of glaucoma is represented by the progressive loss of
retinal ganglion cells (RGCs). Therefore, glaucoma is
a disease that requires data obtained by conducting
structural and functional tests to recognize alterations
associated with the loss of RGCs. Although, functional
methods, such as standard automated perimetry (SAP)
remains “gold standard” for diagnosing and monitoring
of glaucomatous neuropathy, high-resolution imaging
devices have excellent accuracy in providing evidence for
structural damage in glaucoma, especially the thinning
of RNFL. In general, the clinical procedures should
provide complementary assessment of glaucomatous
neuropathy, but comparisons of the two approaches have
reported discrepancies in the time-courses of structural
and functional defects. Number of studies is reporting
that structural losses precede functional loss, even up to 5
years (pre-perimetric glaucoma), while other researchers
suggest interval of RGCs dysfunction prior to detectable
structural alterations caused by RGCs death. Anyway,
it seems more likely that there is an overall correlation
between structure and function in glaucomatous disease
because the underlying changes in both pathophysiologic
mechanisms are caused by the loss of RGCs.2

Retinal ganglion cell (RGCs) loss has been clearly

Review

established as basic and crucial pathophysiological
phenomenon in glaucoma development. Retinal nerve
fiber layer and retinal ganglion cells together comprise
about 40% of the retinal thickness, and about 50% of total
RGCs are localized in the region of macula. In human and
experimental primate models of glaucoma, RGCs loss was
identified around the fovea at early disease stages. Quigley
and coworkers (1998) have estimated that approximately
50% of RGCs were lost before detectable visual field
loss on Goldmann kinetic perimetry. Recent studies are
calculating with 20% loss of RGCs before detectable visual
field damage on SAP, and Mackenzie and coworkers are
fixing this number on 30-40% of RGC loss.3

Number of total RGCs varies in range of 0.7-1.5 millions, in
average about 1 million RGCs, with 50% localized within
central 4-5 mm of the macular region and peak density of
15000 mm?2. It makes only about 7.3% of total retinal area,
the part which is not properly covered

with visual field assessment tests.4

ISSUES RELATED TO STRUCTURE-FUNCTION
RELATIONSHIP IN GLAUCOMA

One of the most likely reasons for the disagreement
between structure and function measurements
is suggested to refer on the different scales of the
measurements between the two methods. SAP measures
visual sensitivity over logarithmic scale (range 4 log.
units), while OCT measures RNFL thickness and macular
inner layers over a linear range of approximately 25 to
200 microns in normal individuals.2,5,6

The studies that have been an extension of the work of
Quigley and coworkers have highlighted the importance
of determining the correct scale (linear vs logarithmic)
for describing the relationship between structural loss
and visual field defect. It has been estimated that linear
relationship may improve the understanding of the
relationship between structure and function for early
glaucoma, whereas a logarithmic relationship allows for
mapping the structure-function correlation over a larger
age.3

Different investigators have used different methods to
evaluate the structure-function relationship in glaucoma.

Some of the researchers are pointing out the necessity
of including so cold “corrective factors”, such as age and
stage of the disease in the model for result analysis. It is
considered that when age and stage of the disease are
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variables incorporated into the OCT-derivate parameter
values, there has been reported excellent agreement with
SAP-obtained estimates for all the subjects. One possible
explanation for the need of stage-corrective factor in the
analysis model is glial remodeling of the retinal nerve
fiber layer during the disease process.2,3

Regression analysis is estimated as most common and
effective method of investigating the correlation between
structure and function during the course of glaucoma.
Some researchers are considering the quantitative
regression models as the most suitable methods for
assessing correlation of SAP and RNFL measurements
performed by OCT. There are data reporting that non-
linear regression models are more appropriate to
evaluate structure-function correlation in advanced
glaucoma, finding moderate level of correlation.5

000000000000

STRUCTURE/FUNCTION PARAMETERS

Functional diagnostic methods, such as standard
automated perimetry (SAP) have been still considered
as “gold standard” for assessment of glaucomatous
neuropathy (EGS Guidelines 2014, American Academy of
Ophthalmology - AAO).

But, it is nonselective and subjective test that requires
patient cooperation and concentration in a longer
duration. The accuracy could be compromised by the
influence of fatigue, loss of fixation, pupil size, refraction,
necessity of long learning curve. SAP indices correlate
with health-related quality of life and patient’s daily
activities. SAP is quantitative method and EGS Guidelines
recommend three visual fields per year during first two
years in newly diagnosed glaucoma.7 (Fig.1)

i e

Fig.1. Visual field by Standard automated perimetry-SAP (Optopol)

Also, a number of studies have shown insufficient
sensitivity of perimetry at the level of early glaucomatous
damage. Besides, perimetry is subjected to the
underestimation of the neural loss amount, that finally
leads to underestimation of progression rate, which
is one of main targets in glaucoma management Those
disadvantages have brought to the necessity of developing
objective and accurate examination methods to serve as
alternative and additional diagnostic tool.

Macular thickness measurements were also found to
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correlate with peripapillary retinal nerve fiber layer
thickness measurements. RNFL thickness measurements
in a number of studies had shown higher sensitivity
and specificity for the detection of glaucomatous
visual field damage compared with macular thickness
measurements.

Macular thickness and ganglion cell population are
considered as stable parameters in healthy population,
and the usefulness of macular thickness measurements
as glaucoma indicator has been noticed since the
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invention of Retinal Thickness Analyzer (RTA) at the late
nineties by Zimmer. Furthermore, some studies report
evidence of macular thickness measurement overcoming
some limitations of RNFL measurements.

Glaucoma preferentially thins the ganglion cell complex
(GCC) in macula, which includes the axons, cell bodies
and dendrites of retinal ganglion cells.

The Ganglion Cell Complex has been identified as highly
sensitive and specific for diagnosing glaucoma and
monitoring its progression (Rao et al, Ophthalmology
2010). Therefore, studies based on “imaging” methods
had revealed the possibility of using macular thickness
as a marker for glaucoma detection and progression
assessment.

Although the reports are suggesting that GCC
measurements and average RNFL parameters perform
similarly in terms of glaucoma diagnosis, RNFL
measurements are considered more reproducible and
therefore may better detect glaucomas progression.

T
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Also, one has to bear in mind that RNFL measurements in
healthy individuals are affected by few parameters, such
as age (progressive thinning in temporal quadrant in older
age), size of ONH (larger disc is correlated with thicker
RNFL values), axial length (negative correlation with
RNFL thickness), refractive error and racial differences
(rim area is most independent parameter regarding this
feature).

RNFL measurements and optic nerve head topography
(ONH) are showing good agreement with GCC
measurements and perimetry9

RNFL thickness of 753u is established as so cold

“tipping point” and provides good correlation with
VF loss. But, RNFL thickness obtained by optical
coherence tomography (OCT) in advanced glaucoma is
no longer reliable parameter due to the “floor effect”,
that represents insufficiency of OCT ability for further
structural measurements, compared with perimetry.10
(Fig.2)

Fig.2.RNFL thickness measurement (SD-OCT Topcon 3D 2000)

The difference in RNFL measurements obtained by
different technologies is most likely reflecting the
different aspects of the detected pathological changes.

THE ROLE OF SPECTRAL DOMAIN OPTICAL
COHERENCE TOMOGRAPHY (SD-OCT)

The advent of Posterior Segment Optical Coherence
Tomography (PS-OCT), especially Spectral Domain
OCT (SD-OCT), has bypassed the gap of inconsistencies

immanent to visual field assessment. It represents
the group of non-invasive “imaging” methods and
substantially had revolutionized the knowledge of
ophthalmologists regarding the subtle pathologic
mechanisms and processes that are affecting neuro-
retinal structures.

The method is capable of providing quantitative, objective
and high resolution assessment of optic disc, macula
and perpapillary retinal nerve fiber layer in glaucoma.
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It was introduced in 1991 and in following decades has
caused “imaging” revolution in ophthalmology, obtaining
objective anatomical and morphological assessment of
the optic nerve head and macular region.

The method is based on the principle of low-coherence
interferometry, providing cross sectional images of the
optic nerve, peripapillary retinal nerve fiber layer and
macularregion. SD-OCT as more sophisticated technology
has enhanced resolution, decreased scan acquisition time
and improved measurements reproducibility, compared
to previous older technologies like TD-OCT (Time Domain
- OCT). Regarding glaucoma, it has been successfully used
for disease detection and evaluation of progression, but
the limited agreement between structural and functional
tests has indicated the strong necessity of a combined
approach for recognition and monitoring of the disease.
Additionally, recent advances in retinal segmentation
algorithms with SD-OCT have made possible the
automated detection of boundaries of individual retinal
layers in the macular region, obtaining new and precise
parameter for glaucoma assessment.

OCT enables reliable measurements of RNFL thickness,
providing better information on the topography of ONH
compared with other “imaging” devices and presenting
accurate measurements regarding macular damage
identified through GCC thinning.

In everyday clinical practice RNFL, ONH and GCC/Inner
Plexiform Layer metrics complement each other. Optic
nerve head parameters are less useful in diagnosis and
monitoring of glaucoma (.Budenz and Mwanza,.2013)

One of the most significant advantages of OCT in
glaucoma is the fact that it provides assessment and
detection of early glaucoma, but it becomes insufficient
in advanced glaucoma, due to so cold “floor effect”.
In retinal imaging, the “floor effect” is defined as the
point at which no further structural damage can be
measured. Measurements of RNFL within values < 55-50p
have no objective relevance, due to the inability of OCT
technology for further thickness measurement. Even in
a blind patient, due to the “floor effect” RNFL layer has
an average thickness of 55p1. This is elaborated by the fact
that RNFL layer contains not only the axons of RGCs, but
also blood vessels and supporting cells.

Bowd et al. estimated the floor for several retinal
structures and found that ganglion cell-inner
plexiform layer thickness (GC-IPLT) remained above the
measurement floor after other retinal tissues had thinned
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to the extent of reaching their floor. They suggested that
this makes the GC-IPLT a better candidate than other
retinal structures for detecting progression in advanced
glaucoma.12

COMBINING STRUCTURE AND FUNCTIONAL DATA FOR
OPTIMIZING DIAGNOSTIC ACCURACY

Regardless the rapid evolvement of OCT
technology that provides incredibly useful information
regarding early structural damage in glaucoma, clinicians
are often found in a situation of discrepancies between
the results of imaging technology and functional tests.

Therefore, a lot of glaucomatologists have alerted the
need of developing a single measurement or unit that
would combine structural and functional data and obtain
relevant and trustworthy information.

In general, it is considered that visual field usually
performs poorly at the level of early glaucoma damage.
Besides, visual field tends to underestimate the amount
of neural damage during the early stage of the disease,
and at the same time, underestimate also the rate of
progression that may be developing. (Fig.3)

Medeiros and coworkers have developed a single index
that combines the two types of information, translating
the results of both tests into a single common unit that
is called combined structure-function index (CSFI). The
method combines RGC count estimates from OCT and
SAP and averages them using a weighting system that
considers differences in the performance of SAP and
imaging tests at different stages of the disease. The CSFIis
an estimate of the percentage of RGCs loss compared with
the age-expected RGC number obtained by comparison
to a normative database. The purpose of the CSFI is to
merge the results of structural and functional tests into a
single index that can be used to diagnose, stage and detect
disease progression.

The index performed better than isolated measures of
structure and function for diagnosing preperimetric
and perimetric glaucoma. In addition, by combining
structural and functional tests into a single estimate of
RGC loss, the index provides an intuitive parameter for
clinical use.

Itisimportant to emphasize that the CSFIuses empirically
derived formulas to estimate the number of RGCs from
SAP and OCT based on previous experimental studies in
monkeys.
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Fig.3. Visual field and RNFL measurement at the same patient

ASSESSMENT OF GLAUCOMA PROGRESSION

Monitoring glaucoma is crucial in the disease evolution,
mainly due to the necessity of assessment of progression
rate as an inherent parameter for future decision making
regarding treatment and vision-related quality of life.
In early disease, looking for change over time also may
be useful for glaucoma diagnosis, with advantages
over classifying eyes using cross-sectional normative
databases.

Therefore, high resolution and low variability are
essential requirements for the detection of glaucomatous
progression with imaging devices. SD-OCT devices show
excellent reproducibility for RNFL measurements in
healthy and glaucomatous evyes..

Studies comparing the reproducibility of SD-OCT and TD-
OCT indicated that the measurement variability of RNFL
thickness was significantly lower with SD-OCT.10

Although optic disc stereophotographs have been
considered the gold standard for evaluation of structural
damage in glaucoma, evaluation of rates of structural
change using stereophotographs is difficult because of
the qualitative and subjective nature of this assessment.

Two different methods have been proposed to identify
OCT structural deterioration over time using different
approaches to separate true change from test-
retestvariability: event- versus trend-based methods.
In event-based methods, the differences in RNFL

thicknesses of the current tests are compared with those
of previously established baseline examinations.

These thresholds usually are based on test-retest
variability levels obtained from patients followed over
relatively short periods in which there is reasonable
assurance that the disease has not progressed. Potential
advantage of trend-based methods is that they can provide
estimates of rates of structural deterioration over time.
These estimates are essential to identify those patients
with fast disease progression that could be at higher risk
for developing functional impairment as a result of the
disease.

Detecting progression by SAP and SD-OCT simultaneously
occurs rarely.

It is important to emphasize that an optimal method for
detecting glaucomatous progression should not only give
an indication of whether or not the eye is changing over
time, but also should estimate the rate of deterioration.
Estimates of RGC counts from a combination of structural
and functional tests have been shown to be able to detect
glaucomatous progression and estimate rates of disease
deterioration.

Number of studies have investigated the diagnostic
accuracy of SD-OCT for RNFL parameters in glaucoma.
RNFL thickness parameters evaluated in these studies
have generally included the global average peripapillary
RNFL thickness, corresponding to the average of all
thickness measurements in the peripapillary circle
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around the ONH, as well as parameters measuring
thickness by quadrants (superior, inferior, temporal,
nasal).

Depending on the specific parameter evaluated and the
characteristics of the studied population, sensitivities for
detection of glaucomatous damage by the best performing
RNFL parameters have been reported to range from
approximately 60% to 98% and for specificities ranging
from 80% to 95%.. In general, the parameters with best
diagnostic accuracy have been the average peripapillary
RNFL thickness and thicknesses in the inferior and
superior quadrants.More precisely, the global average
RNFL thickness has generally been shown to be the
most reproducible and reliable parameter,which is
not surprising considering that its calculation involves
averaging measurements over a relatively large area. The
improved reproducibility offers large gains in the ability
to detect progression over time.17,18

Change in average RNFL thickness > 5u between two
measurements is considered significantly suspicious for
glaucoma progression.13,19

The strongest structure function relationship
regarding RNFL measurements was found for arcuate
measurements, and for macular measurements it refers
to inner retinal thickness.4,11,14,20

CONCLUSION

There is still missing definition of “golden standard” in
diagnosing glaucoma.

Clinical examination, standard automated perimetry
as standard reference and structural “imaging” are
considered as “must” in diagnosing and monitoring
glaucoma.

Regarding the relevance and/or superiority of structural
or functional parameters, at this time point it is
considered that structural “imaging” methods are more
sensitive at early glaucoma compared with standard
automated perimetry.

Detecting change and the rate of progression is one
of the most significant tools for successful glaucoma
management and providing vision-related quality of life.

Structure-function relationship in every glaucoma
patient should be assessed only complementary to
clinical information and all available diagnostic methods,
avoiding misdiagnosing based exclusively on the reports
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of structural measurements (“red disease”).
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THE RELEVANCE OF STRUCTURE-FUNCTION CORRELATION IN DIAGNOSING GLAUCOMA

Vesna Dimovska Jordanova!, Bekim Tateshi!

University Eye Clinic, Faculty of Medicine, University “Saints.Cyril and Methodius”, Skopje

PE3UME

BoBepi: PaHOTO [iMjarHOCTUIIMpabe Ha I7IayKOMOT MMa KJIydHa yjiora BO OJIHOC Ha M300pOT HA TPETMaH M HeropaTta
eduracHocT. [lujarHocTUIIMpameTo Ha 6Oosecta W M300POT Ha TpeTMaH Tpeba BOTIABHO Na OMAAT Oa3uWpaHu Ha
BKYITHUTE TTOaTOLIN TOOMEeHH Of CUTe IUjarHOCTUUKY METOAM Ko 06e30eTyBaaT CO3HAHM]a BO OMHOC Ha CTPYKTYPHOTO
OIITETYBame Ha BUIHMOT HEPB (MTpOlleHKa Ha IMalujiaTa Ha BUIHUOT HEpPB, NepUIIariiIapHuTe PeTHHATHU HepPBHU
BJIaKHA U MepeaTa Ha MaKyJlapHara fiebesrHa), KaKo 1 MCIIUTYBakbe Ha PeTUHAJIHATA CEH3UTHUBHOCT ITPEKY COCTOj0aTa
Ha BUAHOTO 11os1e. CeKaKo, CTaHIapHNUTe KIMHUUKU UCIIUTYBaba Tpeba a [MpeTcTaByBaaT TeMeJl 3a [I0CTABYBabe Ha
IujarHosTa, Kou Tpeba ma bupmar HaArpageHy co COBPEMEHUTE “UMULIMHT TEXHOIOI MU,

[maBHaTa OuieMa Kaj KJIMHUYApUTe Ce OJIHeCyBa Ha IpPAalllalkeTo 3a MOTeHLMjajHaTa CYIIepPUOPHOCT Ha efHa O]l
I'PYIIATE Ha IUjAarHOCTUUKK METOM BO OJJHOC Ha ocTaHaTuTe. YecTaTa HEKOH3UCTEeHTHOCT BO HAOOUTE IOMEery OBHUe
IIBe I'PYITM Ha UCTIMTYBaka ja TOTBPAYBa HEOIIXOHOCTa Off Pa3BOj Ha JIPYryM MEPHU €JIMHULIM KaKo CTaHAapIrd KOU Ke
ja pedriekTrpaaT Kopealujara roMery CTpyKTypHUTe 1 (QYHKLIMOHATHUTE UCITUTYBAakba.

Saknydyok: CoBpeMeHHUTe [OCTUTHYBaba BO PA3BOjOT HA HOBUTE “MUMUILIMHI” TEXHOJIOTUU 3a TTPOlleHKa Ha Iarujiara Ha
BUJIHWOT HEPB U JlebeslHATa Ha PETHHAHUTEe HEPBHU BJIAKHA, BO TOJieMa MepKa r'o ojleCHyBaaT MOCTaBYBamkeTO Ha
IiMjarHo3ara Ha TJ1ayKOM U crieflereTo Ha OosecTa.

Cerak, He TIOCTOU €IMHCTBEH U eJJHOCTaBEH OJI'OBOP H TpallalkeTo — Koja I'pyra Ha WUCTIIUTYBambha MMa ToroiemMa
B&)KHOCT U KAKO MOKe Jla ce KOMITapupaar ToJIaTolUTe Off Pa3IMIHUTe TPYIK Ha UCITUTYBamA.YIIITe MTOBeKe, [asiu e
MO>KHO I3ajHUparbe Ha perieBaHTeH UH/IEKC KAaKO eIMHCTBeHA MepHa efJUHUIIA KOj Ke TM MHTerpupa pesyaTaTuTe Ha
IIBeTe TPyl Ha UCTIATYBAbA.

OCTaHYBa OJrOBOPOT Ha OBMe OWJIEMUN a I'o JaJgaT NOHWTE ITOroJiIieMrn paHOOMU3MPaH KIIMHMYKU CTYON.

Knyunu 300poBU: [VIayKOM, BUAHO I10JIe, PETUHAJIHM HEePBHM BJlaKHA, Maky/iapHa Je0ejirHa, ONTUUKA KOXepeHTHa
ToMorpaduja.
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THE ROLE OF THE EARLY DIAGNOSIS OF AUTOSOMAL RECESSIVE
POLYCYSTIC KIDNEY DISEASE IN FETUSES- CASE STUDY
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ABSTRACT

Introduction:The autosomal recessive polycystic kidney disease (ARPKD) is a rare disorder that is present in
1:20,000 babies. A fetal death may occur due to a severe oligohydramnios, or neonatal death caused by pulmonary
insufficiency. The aimof the case study presentation is to point out the importance of the ultrasound diagnosis
as early as possible in the pregnancy, so that the right decision is made by the parents and by the gynecologist.
Methods: The methods used in this case include ultrasound, invasive diagnosis- amniocentesis and chorionic
villus sampling, cytopathologic analysis and PCR amplification and sequencing of PKHD1 gene in the parents’
blood, amniotic fluid and chorionic villi. Results:The patient is 29 years old women, fourth pregnancy, previous
two labors on time with caesarean section, both of the babies died in the neonatal period and are subject to
post-mortem examination. The findings from the post-mortem examination shown a suspicion for autosomal
recessive polycystic kidney disease (ARPKD). After the second result of the post-mortem examination, the parents
were examined for having a mutation in the PKHDI gene and it was confirmed that both of them are having
this mutation. The third pregnancy ended with an induced abortion because the amniocentesis confirmed a
fetus having a homozygote for ARPKD. In the fourth pregnancy a chorionic villus sampling was performed and
a fetus was found with a heterozygote for ARPKD and the pregnancy was successful with a viability of the fetus.
Conclusion:The timely intervention of gynecologist can prevent unfavorable effects- Caesarean section of matured
fetuses that then usually exist in the first two months, because dialysis is the only therapy, temporarily until
kidney transplantation takes place. This leads to emotional and medical consequences suffered by the parents.

CASE STUDY

INTRODUCTION: The isolated presence of  big
hyperechogenic kidneys with reduced or absent amniotic
fluid in the pregnancy can suggest polycystic disease of
the fetus. The timely prenatal diagnosis is important
,because this state can have serious implications if the
pregnancy continues. Thus having into consideration
the lethal outcome when the fetus is a homozygote for
mutation and evaluation and genetic counseling of the

AIM: The timely prenatal diagnosis with the use of
ultrasound, prenatal diagnosis for the presence of
mutations of the gene PKHD1 in the both parents
and genetic counseling is the only way to prevent the
unfavorable outcome of newborns that are homozygotes,
carriers of the mutation for PKHD1. The aim of the case
study presentation is to point out the importance of the
ultrasound diagnostics in the early stage of the pregnancy
so that the parents and the gynecologist can make the

parents is necessary. More precisely, in this case the
outcomes of the fetuses are shown, with the parents,
carriers of heterozygotes for mutation of genes for
autosomal polycystic kidney disease with an incidence 1
of 20000 newborns.
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right decision.

METHODS: The methods used in this case include
ultrasound, invasive diagnosis- amniocentesis and
chorionic villus sampling, cytopathologic analysis and
PCR amplification and sequencing of PKHD1 gene in the
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parents’ blood, amniotic fluid and chorionic villi.

RESULTS: The patient is 29, fourth pregnancy, previous
two labors with Caesarean section due to reduced
amniotic fluid with a development of fetal distress in
term. The first pregnancy resulted in a girl, 3620 grams,
the second with a living male, 3500 grams, born on
time and the second pregnancy with urgent Caesarean
sections due to fetal distress with oligohydramnios with
an Apgar score equal or higher than 7 Both newborn
children died in the neonatal period and subject to post-
mortem examination. The post-mortem examination
show autosomal recessive polycystic kidney disease
(ARPKD):»Ren  polycysticus,Portal fibrosis at cystis
haepaticae,Hypoplasio pulmonum». Even though after
the results of the first post-mortem examination were
obtained the recommendation of the pathologists was
APRKD examination to be done, it was not performed.
After the second post-mortem examination has been
made, the parents were examined for being carriers of
mutation for polycystic disease and the following results
were obtained: mother, carrier s. 2414C>T in the exon 24
and s.9530 T>C in the exon 58 (mutation in the PKHD1
gene). In the course of the third pregnancy amniocentesis
was performed in the 17th gestation week and it was
determined that the fetus has a presence of mutation
in the PKHD1 gene- inherited the two mutations from
the two parents, i.e. that it has a genotype related with
ARPKD, due to which the pregnancy was terminated with
an induced abortion- with a finding of medullary kidney
disease. Chorionic villus sampling was performed in the
fourth pregnancy and it was determined that the fetus
is a heterozygote of ARPKD (mutation inherited from
the father). The pregnancy is with normal ultrasound
findings and successfully terminated on time with a third
Caesarean section, with eutrophic male baby.

- .

Image 1. Post-mortem examination finding. Iamge -macroscopic
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2. Hystopathological finding
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DISCUSSION: The autosomal recessive polycystic
kidney disease (ARPKD) is a rare disorder that appears
in 1:20,000 infants. A fetal death may occur due to a
severe oligohydramnios, or neonatal death caused by
pulmonary insufficiency. (1) The renal pathology in
ARPKD is characterized by non-obstructive dilatation or
extension of the collecting tubules in the renal medulla
that results in microcysts with a diameter up to 2 mm.
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In severe cases the cysts may expand in the cortex. The
external renal cortex remains normal because this
disease does not have tubules. The severity of the kidney
disease is proportional to the percent of nephrons
affected by cysts and is correlated with the seriousness
of mutations of PHKD1. (2) Furthermore, all affected
individuals have a certain degree of engagement of the
liver with hiliary dysgenesis and hepatic fibrosis. The
survival of the persons with ARPKD depends on the
subtype: perinatal (hours), neonatal (months), infantile
(up to 10 vears) and junior (decades). The involvement
of the kidney is more common in cases with perinatal
presentation, while the inclusion of the liver is more
common for the later diagnosis of ARPKD.There are a
numerous cases stated in the literature where a large
part of ARPKD with postnatal diagnosis, after the death
of the neonate as it happened in the first and second
pregnancy of our patient. In one case study of Joseph
Thomas and collaborators including a 27-year old patient,
primigravida, the pregnancy was normal until the 24th
gestation week, but, after the second trimester, after a
series of ultrasonic examinations have been performed,
bilateral symmetrically increased and hyperechogenic
kidneys have been noticed, absence of urinary bladder
and amniotic fluid index 9. In the 28th gestation week
the same finding was confirmed with an ultrasound, with
additional oligohydramnios and fetal acid. The patient
started with early labor which ended with a difficult
spontaneous labor due to big fetal kidneys. A finding of
the autopsy showed the presence of ARPKD. (3) Unlike
our case, the disease from the first pregnancy was not
excluded, apart from the advice given by the pathologists
and obstetricians. In a lot of cases in the world ARPKD is
detected in the prenatal period or right after the death of
the first newborn with ARPKD. The ultrasound diagnosis
of APRKD is highly pathognomonic when there are
significantly increased echogenic kidneys on both sides,
small or absent urinary bladder and oligohydramnios;
but, nevertheless, the precise prenatal diagnosis cannot
be made certain just with an ultrasonic examination. (4)
In one case presented by Dayananda Kumar Rajanna, a 26-
year old patient with a second pregnancy, the first normal
in the 24-26 gestation week a fetal antenatal diagnosis
was determined for autosomal recessive polycystic
disease with a severe oligohydramnios, and under aseptic
conditions, the pregnancy was terminated with an
induced early birth. The autopsy finding shows ARPKD.
(5) The ARPKD is not related with an increased frequency
of abnormal karyotype because the chromosome studies
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are not useful in determining the diagnosis, but can be
of use for excluding other disorders in the differential
diagnosis related to abnormal karyotype. Additionally,
an amniocentesis or chorionic villus sampling can be
performed so the molecular diagnostic tests may be run
of fetal DNA, that sometimes can confirm the ARPKD
diagnosis. The prenatal diagnosis is possible with the use
of analysis of haplotypes or analysis of a direct mutation
of the gene PKHD1. PKHD1 is a big gene expanding via the
genome segment of 500 kilobases of the chromosome
number 12. Direct analyses of the mutation have been
declared to discover 85 percent of the cases. (6) Therefore,
in our case, after the second post-mortem examination
finding the parents have been examined for being carriers
of mutation in the PKHD1 gene, where it was confirmed
that the both of them are carriers of this mutation. In
the third pregnancy an amniocentesis was performed in
the 17th gestation week and it was determined that the
fetus has a mutation of the gene inherited by the both
parents due to which the pregnancy was terminated.
In the fourth pregnancy prenatal diagnosis was also
performed, chorionic villus sampling was performed and
it was determined that the fetus is a heterozygote for
ARPKD (mutation inherited only from the father) and the
pregnancy was successfully terminated until the term set
with a eutrophic male baby.

CONCLUSION: The methods of molecular diagnosis
should be used in early pregnancy, but this disease is
usually ultrasonically detected in the second trimester
and has an incidence of 1 0f 20000 newborns. Even though
it is characteristic the ultrasound to show increased
homogenic (mycrocystic) hyperechogenic kidneys of the
fetus with oligohydramnios associated with pulmonary
hypoplasia, so called club foot and Potters’ face,
nevertheless, this disorder is characterized by a spectrum
of ultrasonic findings. The timely intervention of the
gynecologist can prevent unfavorable effects- Caesarean
section of babies ready to be delivered that afterwards
usually live in the first two months because the only
therapy is dialysis to a kidney transplantation. This can
cause emotional and medical consequences suffered by
the parents.
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AIICTPAKT

BoBen: ABTO30MHO pellecrBHA MOMTULIMCTHYHA OotecT Ha Oyopesute (ARPKD) e peTKo HapyulyBambe, Koe Ce jaByBa Kaj
1: 20,000 sxkuBopomeHu melia. Moske 11a HacTaHe beTajHa CMPT MOPaAU TEKOK OJIMIOXUAPAMHUOH, WM HeoHaTaHa
CMpT ropanu benoxapobHa MHcyduLMeHIWja. llenta Ha Mpe3eHTaLMjaTa Ha CJIY4ajoT e [Ia ce IMOeHTUpPa BaykKHOCTAa
Ha VITpa3ByyHa AWjarHOCTMKA IITO € MOMKHO I0paHO BO OpeMeHOCTa,3a TpaBWUJIHA OfJIyKa Ha POIUTESIUTE U
ruHekosiorotr.Metonin:Bo 0Boj ciydaj ce KOpUCTEHU KaKO MeTOAM-Y/ITPa3BYK,MHBa3MBHA [AWjarHOCTUKA-aMHUOLIEHTe3a
1 XOPUOHOMOTICH]a, XCUTOoIaTosomKa aHanm3a u PCR amrmdukaiyja u cekBeHmonnparme Ha PKHD1 reH Bo KpB ofj
POJIUTENH, TJI0/I0BA BOZIAa M XOPUOHCKU pecnuku.Pesyratu:[lanientkana 29 roguimnHaBo3pacT, 4eTBpTabpeMeHoCT, TTp
eTXOHU/IBETEe PMUHCKUTIOPOTyBamacol lapckupes mpu 1mto ob6ete HOBOPOZEHU Ce TIOUMHATH BO HeoHATaeH Tepuofy
1 gazieHu Ha obnykiuja. JlobreH ob6IyKIIMOHEH HAOIT BO ITPUJIOT Ha aBTO30MHA pelleCUBHA MOJTUIIMCTUYHA OyOpeskHa
6omnect(ARPKD).ITo BToproT 0OAYKLIMOHEH HAO], POAUTENIUTE Ce UCIIMTYBAHU 338 HOCUTEJICTBO Ha MyTaluja Bo PKHD1
reHoT, Kajle IITO IMOTBPJEHO € JeKa JBajliata ce HOCUTeM Ha oBa MyTanuja.Tperara OpemMeHOCT 3aBpIIEHO CO
VHAYLIpaH abopTyc OMejKr Ha aMHHOLIeHTe3a TTOTBpieH deTyc Koj xomo3uroT 3a ARPKD. Bo uetBpTara 6pemeHocT
HarpaBeHa XopuoHbuoricHja 1 yTBpiieH deTyc Koj e xetepo3uroT 3a ARPKD u 6pemMeHocTa yCreniHo e 3aBpiieHa co
BMjabUIieH 171071, 3aK/ydoKk:HaBpeMeHaTa UHTEpPBEHIIMja HA TUHEKOJIOTOT MOJKe Jla TIpeBeHNpa HEMoBOTHU e(heKTU-
LIAPCKU pe3 Kaj IJI0JIOBU BO TEPMUH KOU 10TOA er3UTUpaar HajuecTo BO MPBUTE JIBA MECELN Off KUBOTOT, Ouziejku
e[IMHCTBEHA Tepalldja e [ujanrsa, IIPMBPEeMeHO [0 TpaHCIlaHTaluuja Ha OyOper. OBa [oBezyBa 10 €MOTUBHU U
MEJIUIUHCKY TTOCTeAUIIN Kaj POJUTENUTE.
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T'YBUTOK HA BII KAKO PE3Y/TTAT HA THOEKIMJA HA
IPECENTAJTHO TKUBO CO ITPOITATAITJA BO OPBUTA

Emuruja I'omeBcka JJamreBcka!, Munena I'ony6oBuk!

1J3Y YKnuuuxka 3a ounu 6onectu, Ckomje, P.MakenoHuja

Medicus 2018, Vol. 23 (2): 190-194
PE3VME

Boen: MHbeKIUM Ha NepuopOUTaaIHO U OpPOUTAIHO TKMBO Ce YyeCcTH UHMIIaMATOPHU MPOLIECU BO JIETCTBOTO, KOU
MOJKAT J1a OBeZAT 0 CEPUO3HNA KOMITTUKAIUY.

Len Ha TPyOoOT e NpuKa3 Ha 14-rofuiiHo ZieBojue, Kaj Koe KaKo pesy/TaT Ha OpOMTasIHO LIMpermke Ha MHGeKLujaTa
ofl mpecernTajeH ndraMaTopeH Mpolec Ha TOPHUOT OUEeH Karlak, co (opMuparme Ha abcliec, AOLUIO 10 HINPEeHe
Ha MHQEKTOT BO OpOUTATIHOTO TKUBO, CO KOHCEKYTMBHO OIITETYBarhe Ha OMTUUKUOT HEPB, IITO PE3YATUPATIO CO
HeroBa arpodwmja. [lo XocmuTanu3anyja Kaj JIeBOjUeTO Ce HarlpaBeHW MaHAATOPHM UCTIMTYBama (KPBHA CJIMKA CO
nudepentujannaa dopmyna u KT Ha r7iaBa), Ko Tokaykasie n3paseH BOCIalTesIeH Mpoljec Ha FTOPHUOT OUeH Karlak, Co
HeroBa eKCcTeH3uja BO OpOUTATHOTO TKMBO. BO TeK Ha XocnuTanusaiuja Ouin aJIMUHACTPUPAH CUCTEMCKU U JIOKaJleH
AHTUMOMOTCKU TpeTMaH M Ousia HarpaBeHa JIpeHa)ka Ha MpPUMAapHOTO yKapuiire. OBa pes3ylITUpaso co caHalldja Ha
BOCTIAJIEHUETO Ha OPOUTAJTHOTO U MEePUOPOUTAITHOTO TKUBO, HO CO I'YOUTOK Ha BUJI, KAKO CEKBEJIA Ha OIITETYBame Ha
OTITUUYKUOT HEPB.

3akydoK: PaHa mujarnosa v afieKBaTeH TPeTMaH UMAAT KJIydHa yJiora BO CIIPeuyBabe Ha MOKHUTE KOMIUTUKAIIUY Off
oBaa 3abosyBatbe, a Ipej| ce BO CripeuyBatbe Ha T'YOUTOK Ha BUJI, KAKO HajTellKa OKyJlapHa KOMITTMKalja Win rojaBa
HA KpaHWjaJTHU KOMITUTUKAIIMU KO Ce o]l 3Hadere ad vitam.

KnyuHu 300poBU: [IpecerTaieH LeyIuTUC, OpOrTaeH LeylIuTrc, abcliec Ha Karak, aTpoduja Ha ONTUUKUOT HEepB,
T'YOMTOK Ha BUJ]

BOBE]]

Hdekiuure Ha OpOUTATHOTO TKMBO Ce€ UECTH
nH(IaMaLii BO IeTCKaTa BO3PacT, KO MOKAT fla JloBefjaT

JO0 TelIKA KOMIUIMKalluu, IYPU U BUTAJTHO 3arpO3yBauyKHu.
(1,2)

OpbuTanHUOT CeNTyM e 3HayajHa
¢budposHa, aHaTOMCKa CTPYKTYpa BO
nebMHUpae U eBONyLHja Ha OPOUTATHUTE MH(DEKIWH.
(3,4) Mudexkuuja mpe opOUTaTHUOT CENITYM MTPETCTABYBa
TpecenTaeH HeayIuTHC, TofieKa HHQeKIHja Ha TKRUBaTa
3a/] CEIITYMOT e JiepuHIpaHa KaKo 0pOMTaJieH LeTy/IUTHC.
MHderuunTe MOXKe 7a ce pasBMjaT KaKo pe3y/iTaT Ha
perMoHaHa MHBa3Wja Ha IATOT€HH MHUKPOOPraHM3MH
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0] COCeIHUTEe TKWBA, CMHYCH W Ha30(hapuHKC, TpayMa,
XMPYPILIKa HHTePBEHIIMja UK Off IeHTaTHU MporiecH. (1)

AKO HaBpeMeHO He Ce 3aloyHe CO JIeKyBabe,
TIPEeCENTaTHIOT LeNYIUTIC JIECHO MOXKe Jla HarmpezyBa
M [la TpeMHHe BO OpOWTaleH Ipolec W Ja [oBene
[0 KOMIUIMKALMA CO BKMCOKA CTallKa Ha MOpPTaJIUTET,
BKJIyUyBajKM MEHMHTUTHC, abcIlec Ha MO30K ¥ Tpombo3a
Ha KaBepHO3eH CUHYC. (3,4)

ITPUKA3 HA CJIYYAJ

JleBojue Ha 14 ropMiHa BO3pacT ce jaBuIO Ha KinHMKa
3a ouHu Oonmectu Bo CKomje, TOpajj CHIHO M3pa3eHa


mailto:egosevska@yahoo.co.uk
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TIPOITO3a, eieM, epUTeM U TYOeme Ha BUJIOT HA JIEBOTO
0KO. AHAMHECTMUKM IallieHTKaTa Jjajaa ITOflaTOK [eKa
CHUMITTOMHUTE 3aMoyHaje Of Tpel OKOMy 5-6 [eHa,
CO TIOKaueHa TeJleCHa TeMIlepaTypa, I71aBOOOMKA, CO
TIOCTENEeHO 3ro/ieMyBambe Ha OTOKOT Ha TOPHUOT OYeH
Karak Ha JIeBOTO OKO M 00/MKM BO UCTOTO. [lanueHTKaTa
TaJia mojjaToK JieKa mpey MojaBaTa Ha OTOKOT Ha KarakoT
Ha JIeBOTO OKO HeMaJla HUKAKBHM OUHH ITPO0JIeMHU 1 MMaJia
HOpMaJTHa BMIHA OCTpHHA Ha fiBeTe oun. [Ipef okomy 20-
THHA JIeHa TpeJ] T0jaBa Ha CHMIITOMMTE, MaleHTKaTa
HalpaBuJIa enuIalyja Ha BeruTe.

[lo mojaBa Ha NpBUTE CUMITTOMH, MAlJUEHTKATA Ce jaBuia
Kaj odTamMonor off CeKYHJapHO 3[[PaBCTBO Kajie e
IWjarHOCTUIMPaH IpecenTaieH LeNyUTHC Ha JIeBOTO
OKO, OPJIMHMPAHa e CHCTeMCKa aHTMOMOTCKA Teparnuja u
ycMepeHa BO 37IpaBCTBeHa YCTaHOBA Off TePIIMjaTHO HUBO.
Ho, manyeHTKaTa He ja 3eMajia OpAMHUpaHaTa Teparuja
¥ BO TepliyjajiHa 37paBCTBEHa YCTAaHOBa Ce jaByBa Kora
JIONIO JIO PAIU/THO BJIONIYBAkbe Ha COCTOjOATa.

Ha Knuuukata 3a ounu Gonectu Bo CKorlje e HampaBeH
KOMIUTETeH O(TaJIMOJIONIKY MPerJie],

[Tpu mpyeMoT OuTa IIPUCYTHA CHTHO M3Pa3eHa MPOITo3a,
efleM ¥ epUTeM Ha TOPHUOT OYeH Karlak Ha JIEBOTO OKO.
(cmugka 1)

Cnuka 1. Hpm(az Ha MallieHTKaTa Py IMpyueM Ha KJIMHUKaTa

BupiHaTta ocTpyMHa Ha JIeCHOTO OKO OWIa HOpManHa, 0e3
kopekiuja (VOD: 1,0sc), a Ha 71eBo OKO MMaJjia caMo OCeT Ha
CcBeT/IMHa, 0e3 mpoekimja (VOS: L+P-).

HaopioT Ha 1eCHOTO OKO, KaKO M MOTHJIUTET OWJI ypejieH BO
CcHUTe TIPaBI[H, a HA JIEBOTO OKO 3a0efie;kaHa e MpoTpy3uja
Ha3aJIHO U IOy ¥ opTajMoIUieruja. bOMUKPOCKOTICKH
TIPUCYTHA M3pa3eHa XeMo3a U XurepeMuja Ha KOBYKTHBa
Ha J1eBOTO OKo. IlamueHTKaTa OwWaa XoCMTaTM3UpaHa
Ha KIMHMKaTta M Owie HampaBeHW  JOMOTHUTETHU
MCITUTYBaba:

- KpBHa CuKa co paucdepeHiujanHa (opmyna, Koja
HOKa)kaja s3roleMeHa cemuMmeHTanmja (54 mm/h),
sronemeH 60poj Ha neykouutu (17,3x109/L), co 3romemen
opoj Ha HeyTpodum (13,7%),

Review I

- OPJI mpernen, mpu Koj TpelHa PUHOCKOIHMja OM/Ia CoO
ypeZieH Hao[,

- KT Ha raBa co c/ie[jHHOB HAao/I; Ha HMBO Ha JieBa OpOKTa,
ropeH OueH Kamak, Ha HMBO Ha m.levator palpebrae
superor, okonmy m.rectus lateralis mo dacuuja 0Oynou,
TMPUCYTHO MEKOTKMBHO 3ajie0eNyBame CO MEKOTKMBEH
efleM, KOj BpIIM KOMIpecuBeH edekT Ha OyI0ycoT BO
MeIMOMH(EePUOPEeH acIeKT M eJIoHralija Ha ONTHYKKOT
HepB. MeKOTKMBHH TIPOMEHH IPUCYTHA M Ha HHUBO Ha
ropeH oueH Kamak, m. orbicularis oculi u okony tarsus
superior ¥ TOMMHYBaaT IOCTCeNTanHo. JlakpuMasHa
JKie3fia sroieMeHa, MH(IaMaTopHO U3MeHeTa. ((purypa 2)
@urypa 1. KT Ha rmaBa

- Kaj maiuenTKata OM/ 3eMeH OpHMC Off KOHYKTHBA Off
JIEBOTO OKO, HO He OuJie W30/IMPAHH MATOTeHH OAaKTepuu
¥ radm.

OppunHupaHa Owaa  CHCTEeMCKa  aHTHOMOTCKA U
KOPTHKOCTEPOU/HA Tepamija M JIOKaJHa aHTHOMOTCKA
Teparuja, BO BIJ Ha KallKi U MacT.

Bo TekoT Ha XocmuTanu3alujaTa 3a JeTeKiuja Ha
ONITETYBalha Ha ONTHYKUOT HEPB, HAIpaBeHO Ouio
HeBPO(hH3UOTIOIIKO MCIIUTYBabe - BU3YeJIeH! eBOLMPaHU
norextujamu (BEII), koe mokaxkasno jjleka HeMa HUKAaKoB
e7IeKTPO(U3MONONIKK O[ITOBOP Off JIeBaTa CTpaHa.

YeTnpu fieHa 1O MPUEMOT, CO TMojaBa Ha (QIYKTyaluja
Ha aOcliecoT, HalpaBeHa e MHIM3Mja ¥ JpeHaka. Ilo
HalpaBeHUTe MPOLIEJYPU JIONUIO 710 TOf00pyBambe Ha
JIOKaJTHaTa COCTOj0a, CO IOB/IEKYBahe Ha BOCIIATUTETHITE
3HAIM, BOCIOCTAaBYBalhe HA HOpPMalHa MOMOKba U
MOTHJIUTET Ha OYHOTO jaOOJIKO BO CHTe MpaBId, HO CO
ryOUTOK Ha BuHATa (QYHKIIMja Ha JIEBOTO OKO. (C/IMKa 2)
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Cnuka 2. [puka3s Ha manyeHTKaTa MpH UCITKC Off KIMHUKAaTa

)

B R el s B

[upetse Ha HH(EKIMjaTa BO OPOUTATTHOTO TKMBO, IOBEJIO
710 KOHCEKYTUBHO OIITETYBAbe HA ONTUUKUOT HEPB, IITO
pe3ynTHpa co HeroBa atpoduja (cMKa 3) ¥ rYOMTOK Ha
BUJIOT Ha a(heKTUPAHOTO OKO.

Cnuxka 3. O4HO JTHO Ha JIEBO OKO

JUCKYCHJA

HdekiuuTe Ha OpOWTATHOTO TKMBO Ce 3HAYajHU
KJIMHIYKK COCTOj0M KOM UecTO Ce jaByBaaT BO JieTcKaTa
BO3pacT ¥ MOKAT [ija JI0BEJAT 10 KOMIUIMKAIUK, KOU T0
3arpo3yBaaT BUZIOT 1 KMBOTOT. (2,3) HajuecTo ce jaByBaar
Ha BO3pacT moMery yetupu Meceiid u 16 rogunu. (1,5)
[IpecenTanHUOT LIETYIUTUC Ce jaByBa MHOTY MIOYECTO, BO
criopeiba co opOUTaTHUOT Ee/Ty/TUTHC.

Septum orbitae mpercraByBa (huOpo3Ha cacumja Koja
ce TpoTera off MEpPHOCT ¥ MBUIATA HA OPOUTATHHOT
OTBOP, /10 Tap3ajJHaTa IUIOUKA HAa TOPHUOT OYeH Karlak,
Kako M Of WBHWIATa Ha JI0JIHATA Tap3ajHa IUIOYKa
0 TEepHOCTOT Ha JIO/HATa MBMIA Ha opbutata. OBa
dacuuja meduHMpa rpaHUIA TIOMEY IPeCcenTaaHoTo
¥ OpOMTAIHOTO TKMBO W MPETCTaBYyBa, Ha HEKOj HAUMH
¢dbusuuka Oapuepa 3a muUpeme Ha MH(IaMalujaTa Ha
oBue KoMmapTMaHu. Cenak Topajixi MOCToee Ha OoraTu
BEHCKU KOMYHUMKAIIH, MOKHO € IAPethe Ha MaTOMOIKUOT
nporiec omery opue crpykrypu. Chandler MHory ropusu
HaHa3a/| a1 KIacu(UKAIUCKA CUCTeM KOj TIpeTcTaByBa
BOJMY 3a Tepuopbutannu nHdekuuu. (4) Ilo Hero Tue ce
KnacuuipaaT Kako rpyma 1 - mpecemnTtajeH eyIuTIC,
rpyma 2 - opouTaieH eyIuTUC, rpyma 3 - cydreprocTaneH
abcrec, rpyma 4 - mudyseH opouTaeH adbclec 1 rpyma S -
TpoM003a Ha KaBepPHO3eH CUHYC. (4)

OBa ucTopucKa Knacu(uKalicKa lieMa He 3HAud JieKa
elleH TUII Ha MH(EKIUja, JoBe/yBa 0 MPEMUHYBabe BO
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Opyr THIIL. Cenakx €JUHCTBEHUTE aHATOMCKH OJHOCH Ha
l'IepI/IOp6I/ITHJIHOTO TKUBO, 00raTHOT 1 KOMIJIEKCEH BeHCKH
OpeHakeH CUCTeM, KaKO MW KOMYHHUKalluuTe HOMGI"Y
KpaHMyM, C€ OKOJIHOCTHA KOM TOa I'0O OBO3MO;KYBaaT.

YecTo maTH ce CIyuyBa HEHaBPEMEHO [IHjarHOCTHIMPabe
1 HEHaBPEMEHO 3aIl0uyBambe CO COOJBETHA aHTHOMOTCKA
Tepanwuja, /ja 0Befie [0 IPeMUHYBatbe Ha MPeCenTaTHUOT
LIeTTYIUTIC BO opbuTajieH mporec. (1)

Kaj periata mpy MHGEKIMKM Ha OPOMTATHOTO TKHUBO, Ce
COOUYBaMe CO JIjarHOCTHYKY U TepPareBTCKH MOTEINKOTHH
mopajiy MHOTYTe MOMKHM eTHOJIOUIKK IPHUMHUTEIH.
lako HajuecTa mHpMUMHA 3a pas3Boj Ha opOMTaeH
1IeTY/IUTHC e TapaHa3eHUOT CUHY3UTHC, CeKoja MH(EKIIHja,
BK/Iy4yBajKu KOIYKTHBUTIHC, TaKPHUOLUCTHUTHC,
JaKpHOaJIeHUTHC, XOPZIEONTYM WIn Tpayma
Ha OKOTO M COCEHUTE TKWBA, MOXKe Jla JIOBeJaT Ji0
TIPeCcemTaJTHIOT LIeyIUTHC. (2,6,7)

[ToBeke BUJO0BM Ha MHUKPOOpraHu3aMu ce IMpPUUYMHUTEIN

3a  [epuopoMTaieH WIM  OpOMTalieH  IIeNy/IUTHC.
Hajuectro wu3omupanum ce  Staphylococcus —aureus,
Streptococcus  pyogenes, Hemophilus influenzae,

Streptococcus pneumoniae ¥ aHaepoOHH OakTepuu. (8)
IIpen, BoBemyBameTo Ha TMOMMCAXapHAHA BaKI[MHA CO
Haemophilus influenzae tun 6 (Hib), Bo 1985 roguna, H.
influenzae 0w HajuecTHOT M30MMpPaH MUKPOOPTaHU3AM
BO KPBHUTE KY/ITYPHU Kaj MALieHTH co tenymuTuc. (1,8)

Kommjyrepusupana Ttomorpaduja (KT) Bo Hekom
Cc/lyyay TPEeTCTaByBa K/Iy4Ha /MjarHOCTHYKA MeTofa BO
pasrpaHMuyBame Ha eKCTeH3HMjaTa Ha HMHQeKIujaTa u
mudepeHIjalMjaTa Ha IpecenTaneH, of OopOuTaneH
nenymutic. Mcrata Tpeba cekorail jja ce MpUMeHyBa BO
nudepeHIMjaIHa JUjar€o3a MpU COCTOjOM Ha OrpaHnyeH
MOTWIMTET Ha OYHHOT OYIOyC WM ogTaIMOIUIETHja,
TPOITO3a M HaMaJIeHa BU/JHA oCTpuHa. (1)

He TIOCTOU TPELN3HO neMHIHAPaH
TepanucKu TPOTOKOJT 3a TpeTMaH
Ha TIpecenTajieH W opourtaneH uemymaTuc. [lorpebHO
e MAIMeHTOT fla Cé XOCMMTAIM3Mpa ¥ MOHHTOPHPA,
3apajiy MOJKHHUTE TEIKM OKYIapHH M MHTPaKpaHHjaTHI
KOMIUTMKALIH.

Pesynratute of  crymujata Ha Aygiin u cop. (2017)
VKa)KyBaaT Ha CJIeJIHMBE TPeJUCIIOHMPauyKK (haKTOpU
3a TpecenTajieH W OpOUTaeH IeYIUTUC: CUHY3UTHC
- kaj 444% opn manueHTUTe, WHQEKIWja Ha TopeH
pecrupaTopeH TPaKT - Kaj 25%, KOBYKTUBUTHC - Kaj 11,1%,
meHraneH abciec - Kaj 11.1%, yooy of MHCEKT - Kaj 2,7%,
TocJie XMPypLIKa MHTePBeHIIUja Ha 3a[HUOT OUeH CerMeHT



At

- Kaj 2,/% W 1ocje omepalyja Mmopagu ONCTPYKIKja Ha
HasolMakpuMeH KaHan Kaj 2,7%. (1) Bo oBaa cryauja, Kaj
caMo efleH MaIjUeHT JIOIUIO /IO 3aryda Ha BUJIOT, KAKO
KOMIUTHKAIIKja Off CyO/[ypasieH mypyjeHTeH mpoiiec. (1)

1 Bo moBeKe YTy CTYAUHU Ce MPUKaKaHU TAL[UEHTH, Kaj
KO KaKo KOMIUTHKAI[Hja off 0pOMTasIeH eTyUTUC JIOLIIO
710 peayKIyja Wik ryouTox Ha Bup. (1, 9-13)

Bo crpoBesienara cryauja Ha Maheshwari 1 cop. (2009),
HPOYUYBAHMU Ce CJIyJar Ha 00UTasIeH LeyIMTHC, HacCTaHaT
KaKo pesyITaT Ha akyTeH gakpuonuctutuc. (9) JIBajia
MAIMeHTH CO aKyTeH JJaKPUOIMCTUTHUC, KAKO pPe3ynlTaT
Ha (hopMHUpame Ha MHTPAKOHa/leH abciiec ro 3aryoumsie
BuzIOT. (9) UcTo Taka 1 Bo cryguuTe Ha Martins u cop.
(2008) wu Pfeiffer u cop. (2016) ce mpuKaskaHN MaLUEHTH
Kaj Kou fiouuio o pexaykimja (10), 0ZHOCHO /10 T'YOUTOK
Ha Buj (11), Kako mocyieuiia Ha OpOMTAIeH IIeNYIUTHC,
Hpe3BUKaH Off aKyTeH Aakpuonuctuc. (10,11)

Crymujata Ha Connell u cop. (2001) mpuKaKyBa MalyeHT,
Kaj KOro JIOIIIO JI0 KOMIUIETeH T'YOUTOK Ha BUIOT KaKo
pesyaTaT Ha (PYIMMHAHTeH OpOMTaNeH LeTyIUTHC,
TI0C/Ie/IUIIA Ha ITapaHa3aieH CUHy3UTHC. (12)

Singh u cop. (2017) Bo HMBHATa CTyIMja NPUKaKyBaaT
TaI[eHTH Kaj KOM JIONIIO /IO TYOUTOK Ha BUJT, KAKO Pe3yIITaT
Ha opOKTaJIeH HIeTYIUTHC, TIOCTIe/IMLA Ha PUHOCHHY3UTHC.
(13) IlpuumHK 3a TYOUTOK Ha BUJI Kaj OBME Cyyau Oue:
OKJTy3uja Ha peTMHAJTHA apTepuja, KOpHeasTHa yIlepalyja,
ONTUYKH HEBPUT U ITaHO(TaMuT. (13)

Bo cyryuan Ha opOMTaIHa MIHBOJIBUPAHOCT Ha MH(eKIujaTa,
aexnmjaTa Ha OMTUUKKOT HEPB MOKe OP30 1a HAIpeTyBa
W [Jia 7I0Befie [0 MPEBEep3MOMIHO ONITETYBae, KaKo
IITO € U BO KOHKPETHUOT C/Iy4aj KOj € Mmpe3eHTUpaH BO
TpyAoT. U MoKpaj arpecMBHUOT TPeTMaH, Of MOMEHTOT
Ha Tpe3eHTHpame Ha HallaTa KIMHUKA, He JOIUIO [0
noflo0pyBate Ha BHUfIHaTa (PYHKIMja Ha adeKTHPaHOTO
OKO.

3AKJIYYOK

lomeM men on opOWTaTHUTE TKUBHU WH(MEKIMH Ce
CJIyYyBaart BO JieTcKaTa Bo3pacT. Cepuo3HU KOMIUTUKAIIUH
Ha OpOMTAIHUTe TKMBHU MH(EKIUU ce MO304eH alcriec,
TpoMO0(hIeOUTHC Ha KaBEPHO3HUOT CHHYC U I'YOMTOK Ha
BUI.

PaHa JiMjarHo3a M aJieKBaTeH TPeTMaH ce Off CYIITHHCKO
3Hauee 3a CIIPeuyBambe Ha MOTeHIMjaTHUTe OITaCHOCTH
10 JKMBOT, Ha (DYHKI[MOHATHUTE KOMIUIMKALIMU M TEIIKU
HOCTIEIUIM CO COIMjaTHM MMIUIMKAIMM, KaKo WITO € BO
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Cellulitis: A Case Series. Glob ] Otolaryngol. 2017, Vol.3
(3): 1-5.

VISION LOSS AS A RESULT OF INFECTION OF PRESEPTAL TISSUE WITH PROPAGATION
TOWARDS THE ORBITAL CAVITY

Emilija Gjoshevska Dashtevska', Milena Golubovik!

University Clinic for Eye Diseases, Skopje, R. Macedonia

ABSTRACT

Introduction: Infections of periorbital and orbital tissue are frequent inflammatory processes in childhood that
can lead to serious complications.

The aim of the case is through the presentation of a 14-year-old girl, who as a result of the orbital spread of
the infection from the preseptal inflammatory process of the upper eyelid, lead to the formation of an abscess
and expansion through the orbital tissue, with consecutive damage of the optic nerve, which resulted with its
atrophy. Mandatory probes (blood count with differential formula and CT) were performed after the hospitalization
of the girl, which showed an expressive inflammatory response of the upper eyelid, with its extension towards the
orbital tissue.

In the course of hospitalization, systemic and local antibiotic treatment and drainage of the primary hot spot were
administered, resulting in the repair of inflammation of the orbital and periorbital tissue, but with blindness as
the consequence of the optic nerve damage.

Conclusion: Early diagnosis and adequate treatment have a Kkey role in preventing the possible
complications of this disease, and above all in preventing the loss of vision, as the most severe
ocular complication or the occurrence of cranial complications that are of significance ad vitam.
Keywords: preseptal cellulitis, orbital cellulitis, eyelid abscess, optic nerve atrophy, loss of vision.

Revisté mjekésore - MEDICUS | 194

IS ISP



L

Review

)

KANCERI I MUSHKERIVE DHE SKRININGU, PREZANTIM RASTI.

Bekim Ismaili!, Katarina Stavrik?;, Vjosa Xhaferi®
TPSH “Dr.Bekim-1”
2KU “ Néné Tereza” Shkup

SUniversiteti Shtetéror i Tetovés, Fakulteti i Shkencave Mjekésore.

Medicus 2018, Vol. 23 (2): 195-197

ABSTRACT

Vlerésimi i sakté dhe trajtimi i pacientit me kancer té mushkérive kérkon njé gasje té ekipit qé pérfshin mjekét
e pérgjithshém, pulmologét, kirurgét torakal, onkologét dhe ekipet e trajtimit paliativ. Trajtimi mé i suksesshém
éshté nése pacientét diagnostikohen né stadet e hershme té TNM rangimit, dhe pér kété rol té réndésishém luan
screening’u i pacientéve. Gjaté kétij prezentimi té rastit do té tregojmé rrjedhén e sémundjes sé njé pacienti 69
viecar i cili ka gené 30 vjet duhanpirés. Nése do té vendoset njé sistem i miréfillté screening’u te duhanpirésit,
diagnostikimi do té jeté shumé mé efikas dhe me njé kosto mé té ulét pér sistemin shéndetésor.

Fjalét kyce: Carcinoma pulmonare, prezantim rasti, NSCLC, TNM

HYRJE

Kanceri i mushkérive éshté kanceri i dyté mé i zakonshém
né meshkuj dhe femra (duke mos llogaritur kancerin
e lékurés). Pérhapja e duhanpirjes né popullatén e
Magedonisé éshté 39.73% , ndérkaq 48.41% kur shtohen
edhe duhanpirésit gé nuk konsumojné duhan cdo dité. 2

Rreth 14% e té gjitha kancereve té reja jané kancere té
mushkérive.1 Ajo shtoi se né Magedoni vdesin rreth 20,000
persona cdo vit si rezultat i sémundjeve kardiovaskulare
té shkaktuara kryesisht nga konsumimi i duhanit dhe
alkoolit.3

Kanceri i mushkérive mbetet njé sémundje shkatérruese
qé shkakton 6% té té gjitha vdekjeve dhe pérbén mbi njé té
katértén e té gjitha regjistrimeve té tumoreve malinje tek
meshkuj dhe 11% tek femrat né vendet e industrializuarad

Regjistrat Evropiane té kancerit, ku jané rregjistruar té
dhénat pér mbijetesén pesévjecare, mbeten zhgénjyese
me njé numér té ulét, duke filluar nga 6% -14%, me pak
pérmirésime né dy dekadat e fundit, pavarésisht nga té
gjitha pérpjekjet terapeutike.5

Arsyeja pér rezultate té tilla té numrit té ulét, mund té
pérfshijé zbulimin e voné té sémundjes, problemet e ko-
morbiditeteve né njé popullaté pacientésh me histori

té konsumimit té duhanit, déshtimin e modaliteteve
terapeutike aktuale pér té ndikuar né historiné natyrore
té sémundjes.

PREZENTIM I RASTIT

Njé pacient 69-vjecar, i pensionuar paragitet né
ambullantén e pérgjithshme me njé histori njé mujore té
dhimbjes né kraharor, kollé dhe hemoptizi. Né fillim éshté
dyshuar pér gjakosje me prejardhje gastrointestinale.
Mjeku familjaré e udhézoi pér né repartin
gastrohepatologjik. Pacienti i u nénshtrua gastroskopisé,
e cila nuk dha shenja qé prejardhja e gjakderdhjes éshté
nga lukthi apo duodenumi. Pastaj pacienti éshté drejtuar
pér njé radiografi té karaharorit ku éshté vérejtur njé
masé né mushkériné e majté, por asnje anomali tjeter
té mushkérive ose mediastinumit (Figura 1). Hija bén
shtypje né strukturat mediastinale né té majté dhe
atelektazé.

Né Kompjutertomografi (CT) té mushkérive dhe
mediastinumit - CT native dhe me kontrast né planin
aksijal, sagjital éshté vérejtur atelektazé komplete né
pulmonin e majté dhe bronkogram i vogél ajror né hillum
dhe regjionin apikal. Né bifurkacionin e trahesé 2 cm nén
bronchin principal té majté éshté vérejtur obstrukcion
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Figure 1 Rentgenografi e kraharorit ku verehet masé ne mushkériné e majté.
il

komplet i bronkut me masé intramurale e cila né CT
me kontrast ka pasur njé rritje diskrete té intenzitetit té
hijes. Dyshohej pér proces neoinfiltrativ té tipit central
me sasi té vogél té léngjeve né regjionin apikoposterior
majtas. Mushkéria e majté me KT normale , nuk vérehen
lezione fokale karakteristike. Rrugét bronkiale té djathta
me diametér fiziologjik té lumenit, mbi karinén vérehen
giéndra limfatike té zmadhuara deri ne 15mm dhe
giéndrat limfatike pretrakeale deri te Truncus Pulmonis
deri ne 13mm. Hepari dhe Lieni pa ndryshime fokale.

Patohistologjia

Carcinoma planocellulare bronchogenes pulmonum
lateris sinistri (non small cell lung carcionma) Ngjyrosje
me HematoksilinEoziné

Gjaté vézhgimit mikroskopik té materialit, u vérejtén
nukleole me keratinocite maligne né fazén e mitozave
patologjike e cila na tregon pér karcinom bronhogjen
planocelular.

Bronkoskopi me biopsi

Laringu éshté verejtur té jeté me diametér fiziologjik,
plica vocales me lévizje sinkrone. Trachea me diametér
oval dhe lumen té kalueshém. Pema bronkiale e djathté
e kalueshme deri né subsegmente, ndérsa né anén e
majté né pjesén fillestare té lumenit té bronkut principal
té majté u vértetua prania e masés tumoroze me formé
ovale , hiperemike dhe me primesa té gjakut e cila bén
obstruksion té degéve té sipérme dhe té poshtme té
bronkeve pasuese né mushkériné e majté. Jané marré
material biopsie nga mé shumé regjione té bronkut.
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Mélcia izoehogjene, homogjene me madhési normale. Né
lobin e djathté masé hiperehogjene me diametér 10mm
me diagnozé diferenciale hemangiom qé éshté né kontakt
me gesen e témthit. Qeska e témthit me madhési normale
pa shenja pér kalkulozé, nuk ka dilatim té rrugéve
bilijare. Nuk vérehet sasi e shtuar patologjike e léngut né
hapsirén peritonale, ndérsa organet tjera abdominale né
suaza fiziologjike.

Deri ketu pacienti u ndoq nga mjeku amé, mé pastaj
u dérgua ne klinikén Torakale pér intervenim dhe né
periudhé té shkurtér pas intervenimit pati Exitus Letalis.

DISKUTIMI

Pirja e duhanit ka njé ndikim shumédimensional
né kancerin e mushkérive. Ai mbetet faktori mé i
géndrueshém shkakésor pér zhvillimin e sémundjes dhe
mbart njé vleré definitive prognostike dhe parashikuese.6

Duhanpirésit jané té prirur pér efektet anésore té
shpeshta gjaté kurseve terapeutike té kimioterapisé
dhe radioterapisé, dhe madje edhe nén anestezi té
pérgjithshme (GA), dhe pér komplikime kirurgjikale.
Mbijetesa e tyre post-kirurgjikale éshté gjithashtu mé e
ulét. Shkalla e mbijetesés 10-vjecare né pérgjithési dhe
sémundja specifike ulet pasi numri i pakove té cigareve
rritet né pacientét me Non-Small Cell Lung Cancer
(NSCLC).7

Analiza multivariate nga njé studim retrospektiv né
Singapor, nuk mund té gjente njé lidhje té réndésishme té
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pirjes sé duhanit dhe mbijetesés.8

Pirja e duhanit éshté gjithashtu e lidhur me cilési mé té
dobét té jetés dhe predispozon pacientét tek kanceret
dytésore dhe sémundjet kronike té mushkérive,
potencialisht duke i béré kéta pacienté té papérshtatshém
ose té pambrojtur ndaj ndérhyrjeve té mévonshme
onkologjike.

KONKLUZIONI

Shkaktar i réndésishém né zhvillimin e Kancerit té
mushkérive dhe né jetégjatésiné e pacientéve, pas
intervenimit kirurgjik ose vetém me kemioterapi, éshté
duhanpirja. Né qoftése do té organizohet screening te
pacientét gé jané duhanpirés, nga ana e mjekéve amé,
numri i rasteve me kancer tmushkérive, do gté ishte
shumé mé i ulét dhe me mé pak pasoja vdekje prurése.
Ndjekja e kétyre pacientéve nga ana e mjekéve amé éshté
ményra mé e miré. Trajtimi i kétyre pacientéve ka kosto
mé té larté pér Fondin e shéndetésisé, né krahasim me
screeningun e popullatés duhanpirése dhe trajtimin né
fazat e para té ndryshimeve neoplazike.
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KANCERI I MUSHKERIVE DHE SKRININGU, PREZANTIM RASTI.
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KU “ Néné Tereza” Shkup
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ABSTRACT

Accurate assessment and treatment of the patient with lung cancer requires a team approach involving general
practitioners, pulmologists, thoracic surgeons, oncologists and palliative treatment teams. The most successful
treatment is if patients are diagnosed at the early stages of TNM ranking, and for this important role plays the
screening of patients. During this presentation of the case we will show the course of the illness of a 30 year old
smoker. If a genuine screening system is established for smokers, diagnosis will be much more efficient and cost-
effective for the healthcare system.

Key words: Pulmonary carcinoma, case presentation, NSCLC, TNM
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PATWJALIOHA PETHHOIIATHJA PE3YITTAT HA ITPOTOHCKA
PAJTUOTEPAITHJA KAJ MAJTUTEH MEJTAHOM HA XOPOUJIEA

Munena ['onyooBuk', Haramra TpneBcka IllekepuroB!

'YauBepsurercka Knunuka 3a Ounu 0onectu, Ckorje, MakemoHuja

Medicus 2018, Vol. 23 (2): 198-203
ABCTPAKT

PasiujarioHaTta petrHoratyja e 6aBHO MPOTrpeCMBHA MUKPOAHTUOTIATUjA, KOMITTUKAIIUjA TI0 U3JI0KEHOCT Ha OUIIO KOj

M3BOP HA 3pauethe BO TeparuvjaTa Ha MHTPAOKyJIapHUTE TYMOPH.

BackysonaTijaTa Ha MaKy/JIapHOTO TKMBO €BOJIYMPa Off BACKYIapHA HEKOMIIETEHTHOCT (MaKy/IapeH efieM, KpBapeme
1 eKcydaTh) 10 obUTepaTMBeH eHAapTepUTHC (MCXeMMja) CO CEeKyHIapHa HeoBacKylapusalidja, KpBapeme BO
CTAKJIECTOTO TeJIO U NpepeTrHanHa ¢pubposa.

Tymopu 3aj] eKBAaTOPOT, OKOJIY MaKyJlaTa, IorojieMu TYMOPCKY popMallii, U ITOBUCOKATA BKYIIHA [03a Ha 3paderhe ro
3roJieMyBaaTr PU3MKOT Off paJidjalioHa peTuHonaTja. @paKLUPOHUPakbeTo, AU3ajHOT Ha TPETMaHOT, BUOT 1 CTallKaTa
Ha aJMUHUCTpalja Ha pafujalvja Tpeba fa ce 3eMaT Bo penBujl. CeKako eKkcrpecrjaTa Ha 3a00/TyBabeTo MoyKe fa
MMa paa3jIMuHy KJIIMHUUKKY Bapujaliiy, 3aBUCHO OFf BO3PACTa M OKYJIAPHUOT Hao[] Kaj 3a00JIeHUOT.

CymnpecujaTa Ha MOCT 3payHaTa peTUHOoIaTHja MOyKe Jla ce TMOCTUIHe CO MepuojiuuHa MHTpaBuUTpeasnHa aHTU-VEGF
arMKaly, Bo KOMOMHUPaH TpeTMaH co (hoKasiHaTa jjacepdoToKoaryiaiyja.

[len Ha Tpy#oOT e MpeKy MprKas Ha cjydau [ia ce Mpe3eHTupa paauvjalidoHaTa peTMHOoIaThja Kako KOMITIMKalLja Off

MPOTOHCKATA paZItoTeparuja, BO TpeTMaH Ha MaJIUreH MeJIaHOM Ha XOpouzea.

Knyunu 360poBU: pajujaliMoHa PeTUHOIIATHja, MaKy/oaTuja, IIPOTOHCKa pajuoTepalija, MaJureH MejlaHoMa Ha
xopoupea

BOBE]]

PajijaipioHaTa peTMHOIATHja € 0aBHO IPOrpecHBHA
MHKpOAHTMOIIaTHja Koja ce jaByBa IO IIPETXOJHO
U3JI0}KEHOCT Ha 3pauerbe. PajyjalimonaTa peTHHONATHja e

BJIETYBaaT BO CTapeerme W ce MOJJIoKEeHW Ha aromnTo3a.
(1) Cerako jj03aTa Ha 3payerse MOKe Jia Ce MCKOPHMCTH 3a
7la ce peBeHKpa MHIU/IeHIIaTa Ha jaByBarbe Ha 3pauHaTa
MaKy/IonaTuja, peKy n30uparme Ha U3BOPU Ha 3pauerbe

TIpeJIBU/I/TBA KOMIUTAKALIM]a TI0 U3/I03KEHOCT Ha OUIIO KOj
M3BOD HA 3pauere BO TepamnujaTa Ha MHTPAOKYIapHUTE
TYMODH.

[lenvTe Ha pajuoTepamnujaTa CO MPOTOHCKH 3paljd Kaj
yBeaJleH MeJIaHOM Ce Jla ce CIIpeud MeTacTasMpame Ha
TPOIIECOT, ¥ MCTOBPEMEHO fla Ce 3auyyBa OpraHOT CO
IITO € MOKHO Tofiobap Bujl. [IpoToHUTE TH OIITETYBaaT
KieTkuTe co fectpykuuja Ha JIHK, mpu mto TyMopckuTe
KIeTKM ja TIy0aT pempojfiyKTUBHATa  CIOCOOHOCT,
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KOH ja OrpaHMUyBaaT MCTaTa Ha MaKy/iara u (oBea.

BripoueM Bo mocTpajiujallioOHKOT TIePHOf, foara moseKa
10 TmporpecuBHa AMCQVYHKIMja Ha BacKyraTypata Ha
peTHHaTa ¥ ONITUYKUOT HepPB, IIITO JI0Be[[yBa 10 TIPOMEHU
BO CTPYKTYpaTa M MPOMYCTIMBOCTA, OJIHOCHO OKJTy3Hja U
HeoBacKy/napu3aiyja. PeTvHaHUTe TIPOMEHU BOPOjyBaaT
MUKpDOQHeYpU3MHU, pPEeTUHAJIHM XeMOparuu, IBPCTU
eKcyzaTH, MeKH “cotton wool” ekcygari, 1 co Iporpecuja
MOJKe J1a Jioje /10 KanuiapHa Herepdys3uja U peTHHAIHA
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HeoBacKy/lapu3alyja.

Tymopu 3aj eKBaTOPOT, OKONMy Makyiara, IOroeMu
TYMOPCKU (hopMaljui, ¥ TMOBMCOKAaTa BKYIHA [j03a Ha
3paueme T0 3rojieMyBaaT PU3MKOT Off pajujaljuoHa
peruHonatuja.(l)  @pakUWOHMpameTo, [W3ajHOT Ha
TPeTMaHOT, BUJIOT M CTallkaTa Ha aJMMHUCTpallija Ha
pajujaiuja Tpeba fa ce 3emar Bo mpemBuj. Cekako
eKCITpecHjaTa Ha 3a00/TyBaeTO MOJKeE J1a MMa paa3IuyHu
KJIMHWYKY Bapyjalliy, 3aBUCHO 07} BO3PacTa U OKYJIaPHUOT
Hao]I Kaj 3a00/IeHHOT.

CympecujaTa Ha 3payHaTa MaKyjolaTdja MOKe [a ce
MOCTUTHe €O TepuoAMyHa WHTpaBuTpeanHa aHTU-VEGF
alUIMKaIM{, BO KOMOMHMpaH TpeTMaH co (oKanHaTa
nacepgoToKoarynarpuja.

[lenHa TPYIOT e MPeKy MpKMKa3 Ha CJTyJ4au fla ce pe3eHTHpa
pajiijaliioHaTa peTMHOMATHja KaKo KOMIUTHKAI[Mja off
MPOTOHCKATa pajjMoTepanuja, BO TPETMaH Ha MaJlureH
MeJTaHOM Ha XOpoujiea.

ITPNKA3 HA C/IYYA)

/Kena, Ha 33 rof1.BO3pacT, Co IPOrpecyBeH Iaj] Ha BUjHATa
octpuHa BCVA 0, 3 sc. Ilo KoMIieTHHOT 0(hTaIMOIONIKI
nperniefi W U3BpIIEHM MMUIIMHT HCTIeflyBamba ce
IUjarHOCTUIIMPA MaJlureH MeJaHOM Ha XOpoujea co
numensun 9,9 x 9,6 x 2,8 u knacudukanuja TINOMO (Cr.1,
2, 3) Criopej; TIPOTOKOJIOT 3a TPETMaH, ce WHAMIMpAaLIe
MPOTOHCKA pajUTepanuja Kajle Oelle MOJJIOKeHa Ha
3paueibe 60 Gy eKBUBaIeHT K0OaT Bo 4 (ppakium.

EBanyanujata 3a mepuop off 6 Mecery mokaxa cTabuIHa
KIMHMYKAaTa COCTOj0A CO JIeCHA  KOHjVKTHBaJHA
XuIepeMuja 1 co nogobpeHa BuiHa octprHa BCVA 0,5 sc,
u ynrpacoHorpadcku ne3uja 7, 9Imm x 2, 4dmm. (Cn.4, 5, 6)

Hema ceKyHJapHM MeTacTaTCKd [IeTIO3UTH BO JIPYTH
OpraHu, HUTY MPETXO[JHO JIPYTO OKY/IApHO 3a00/yBame 1
0e3 MpoIrpaTH! CUCTEMCKU 3a00/TyBatba.

IIo 10 meceuy of TepamuMCKMOT TpeTMaH, HAOfOT Ha
uHMpeKTHa Ouomukpockomuja, OCT, ®A, mnokakaa
IIMPOKM 30HK Ha MCXeMIYHA HeBaCKy/Iapu3upaHa PeTruHa,
Koja ro 3acdhaka IpefieJIoT Ha MeJUOPeTHHA, CO IIPUCYTHU
IIAHTOBM HAa KPBHU CajiOBM, U TATOJIOIKA KPBHA MpeKa
BO rpaHMYHATa 30Ha, ¥ BO TPOCTOPOT Mer'y BaCKy/IapHUTE
apKajy, MPUCYTeH efleM KaKo M BO MaKy/lapHa peruja,
IBPCTU  eKcyfmatd, “cotton wool"v  mpepeTUHATHH
xemoparuu. BugHata octpuHa usHecyBarie 0,2 sc. (Cn.5,
6) Ce mpucTany Ha TPeTMaH MHTPaBUTPeaHa alnKalyja
Ha anTi BET'® npenapar, beBaru3symao.

Review I

Fig.l ®yuayc doTo- mpHKa3 Ha MaJureH MeJTaHOM Ha
xopouzea / d=9,9 x 9,6 x 2,8 mm

Fig.2 Exorpadcku mpuKa3 Ha MaJureH MeJlaHOM Ha
Xopouyiea

Fig.3 FA, ®nyopecuentncka anrvorpaduja mpuka3 Ha
MaJTUreH MeJlaHOM Ha Xopoupiea
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Fig4 ®yHpyc Haofi - NpWKa3 Ha MajiureH Me/laHOM
Ha Xopoujea CoCToj0a TMOCTe TpUMeHa IIPOTOHCKA
paguoTepanuja

Fig.5 FA Haop = ®nyopecienHcka aHruorpaduja, mpuKas
Ha pajujalMoHa PeTHHONATHja Kaj MaJureH MeJHOM Ha
Xopowujea Io IprMeHa TPOTOHCKA PajioTeparija
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Stallard Bo 1933 roguHa mpB TM ONMIIYBAa IPOMEHUTE
Kaj MalMeHT CO PeTHHAHM KaliIapHH XeMaHTMOMHU U
PEeTHHOO/IACTOMM 110 MMIUTaHTal[MjaTa Ha PajioH, TIPH IITO
TOCTpa/MjallioHaTa PeTHHONATHja CTaHyBa Ce I0YecTa,
pe3yaTaT Ha IpUMeHaTa Ha JIOTIOMHUTETHU TepParucKu
mogianuTeTy. (1)

Flick ymrre Bo 1948 ropunHa T ONMIIYBA aKyTHUTE
IIPOMEHU Ha PeTHHATa Kaj MPe;KMBeaHuTe Off aTOMCKUTE
eKcIuI03uM Bo Xupomma ¥ Haracaku, akyTHH J1e31d KOU
OmIe BO Kopejaljja cO HUCKMTe HMBOA Ha O€M KpBHU
KJIEeTKH ¥ Pe3y/ITaT Ha MaHIMTOIeHH]jaTa Mpeu3BIUKaHa
0f] 3pauerbe, a He JUPEKTHA MpoMeHa Ha petuHara.(1)(2)

[IpBuTe ucnenyBama Oue MpaBeHM Ha MajMYHCKH OYM
TO/JIO;KHU Ha 3padere co 30 Gy, Kage mo 12-24 meceiu
oune 3abene;kann (hoKajaHA 3arydba Ha MEPUIMTH U
eH/IOTeJTHH KIIeTKH.

Archer co copa6. (1)(2) mak wucmuTyBaje YOBEUKH
eHVK/IeMpaHd OuM Kajie 10 3pauere OTKpuie 3aryba
Ha eHJIOTeNIHUTe KiIeTKH, (y3uopMHE KaluaapHu
JuIaTallii M MHKDPOAaHeBPU3MH KOM Ce pasBiIe BO
obactuTe Ha ¢/1a0b0 MOJIPKAHU KaIlMIapy.

MctuTe aBTOPM NPHKAKYBAaT MPEKY eJeKTPOHCKU
MHKPOCKOIT TPHCYCTBO Ha HOBY MHTPAPETHHAIHY CaJIOBH
KOM CcofipKaT (DeHeCcTpUpaH eHJOTeN, ITO VKaKyBa Ha
a/ITepHATHBEH MeXaHKM3aM Ha BacKy/IapHAO MCTEKYBame,
TIPUCYTHU MUKPOAHEYPU3MHU U €03UHO(DMITHU €KCYIaTH BO
Ha/[BOPELIHUTE IIEKCU(OPMHHM 1 BHATPELIHN HYK/IeapHH
CJI0eBH Ha PETHHAIHOTO TKaeme. (3)(4)

Ce pesumupa JieKa BacKylapHaTa [eKOMIeH3allija e
TNpUMapeH naTo(hU3MONONIKI MeXaHU3aM BO IPOLIECOT Ha
TIOCTPA/IUjal[IOHOTO ONITETYBahe Ha PETUHATHOTO TKAebe.
[IpUMapHKOT MpOLEC € OIITeTYyBame Ha eHJOTeTHUTE
KJIETKHM CO T'YOMTOK Ha ePHUIIMTH Kajie ioara 0 KaluiapHa
OKJTy3uja 1 (hopMUparbe Ha MUKpoaHeBpu3Mu. CJIe[JHO BO
30HKMTE Ha KammulapHaTa Herepdysuja Mpu peTHHaTHATa
MCXeMHja Jloara Jio MpoTeKyBame “leakage” u mojaBa Ha
MaKy/lapeH efieM, HeoBacKy/lapu3allfja, KpaBpeme BO
CTaKJIeCTOTO TEJI0 M TPaKIMja Ha PETHHAIHOTO TKaekbe,
nugepeHIrjaTHO  IMjarHOCTUYKM MPOMEHN HCTO KaKo
Kaj [ujabeTMyHAaTa peTHHONATHja, INTO VKa)KyBa Ha
3aeJHUYKU MaTO(U3MOIONIKA MEXaHI3aM Ha OIIITEeTYBatbe
Ha KaluIapHUTe eH0Te/InjaTHu KieTku. (4)(5)

[TagmoT Ha BuHATA OCTPUHA OOMYHO € MpeIU3BUKaH Off
MPUCYTHUOT MAaKy/IapeH efieM, WM MAaKylIapHO TBpPAU
eKCYJIaTH, MaKylapHa MCXeMHja WM OINTEeTyBame Ha
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ONTUYKUOT HepB. Guyer co copabOTHHMIIM (3) MOKaKyBaaT
JleKa HajpaHuoT U HajuecT HaoJ] e MaKy/IapHUOT eJleM KOj
0w pHCyTeH Kaj 87% off MaleHTHTe BO POK Off 3 TOJMHI
0] 3pauemeTo.

CTyauu OTBP/YBaar [ieKa KIeTKUTe Ha HEPBHUOT CUCTEM
ce 3HAUMTEJHO OTIIOPHM HA jOHM3UPAUKOTO 3pauerbe,
HACMOPTH BacCKy/IapHUTE KJIETKHM, U JIeKa TIPOMEHUTe ce
B (pa3aTa Ha KiieTouHa fiefiba, Bo uHTpedasa, co MpeKuH
Ha IPoIecoT Ha MUTO3a.(5)

XUCTONOIIKM TaK TOTBPAEHO e WCYesHyBame Ha
XOPMOKANWIAPUC, PETUHATHAOT TUTMEHTEH —emuTeNl
(RPE), coroperieniTopute M pPeTHHATHUTE HEPBHU
B/laKHA, €O MHBasWja Ha Jeykouutu. (5) O6Gmactute
0e3 oTopelenTOPHU KIETKM KOPECIOHAMpaaT Co
oOjacTHTe Ha IUTMEHTHA JIUCIIep3Uja co HaMaJIeH Opoj Ha
MeJIaHOLIUTH, TIOCTOM 3ajiebeTyBambe Ha apTepHolapHUTe
¥ KalmIapHUTe SUIIOBU U 3ary0a Ha eH/J0Te/THU KIIeTKH.

3a pasnuKa of JujabeTHUHATa pPeTHHOINATHja, BO Koja
MPBUYHO Ce BJWjae Ha MEPHIUTHUTe, Kaj pajujaioHaTa
peTHHOMATHja foara [0 paHO TyOerme Ha EHIOTeSTHUTE
KieTKu.(5)

TomorpamoT Ha ONTHYKaTa KOXepeHTHa Tomorpacuja
NPUKAKYBAa  BUJIMBO  3HAUMTEJIHO  UMCTeHe  Ha
BHATpeIIHUTe TIeKCU(OPMHM, BHATPEIIHH HYKIeapHU
M HaJBOPEIIH! IUIEKCU(POPMHU CJI0EBH, IITO YKaKyBa
lleKa OIITeTYBAmeTO TpeJu3BUKAHO Off pajujaija e
OrpaHMYeHO HAa BHATPENIHUTE C/I0EBM HA MPEKHUI[ATA.
Cekako, MOKe JIa HACTAHAT CeKYHIapHU (DYHKIMOHATHU
TIPOMeHH BO Ha/[BOPEIIHATA MPeKHUIIA. (5)

HcToBpeMeHo ce MoTeHIMpa ieKa OCTOU Pa3/IMuHo Bpeme
Ha jaByBame Ha pajiijal[iOHUTe KOMIUTMKauuu. MmeHo
HaIMeHTUTe CO UCTOPHja 3a U3/I0KEHOCT Ha pajifjal[lioHa
TepanujaMosKe Jia pa3BujaT MocTpeTaMaHCKa pajiijaliioHa
peTHHOMaTHja 3a mepuop of 1 Mecer o 15 rogunu, Ho,
HajuecTo ce jaByBa IoMmery 6 Mecely 1 3 rofuHHu (6) mTo
ce TOKa)Ka ¥ BO JIBaTa CJIyJyau BO OBOj TPV,

Cmopen, Braun co copab. Bo mpocek 3a 14, 6 mMeceru of
BpeMeTo Ha 3padyerheTo ce jaByBaaT MOCTUPa/HjalldOHUTe
mpomeHH Bo omcer o 4 mo 32 mecemu. [logeka Guyer co
copa0. mpujaBusie yiITe mo3abaBeH MOYETOK Ha 3HAIM 10
3pauerbe Ha MPOTOHCKH 3paLl LITO e IBIKY Off 5 Mecelu
1o 15 rogunn , Bo mpocek Ha 40 meceriu.(3)

Hako pmocera Hema jedMHUpAHO Ipar, MPOLEHKUTE 3a
3pauerhe Ha HaJIBOPEITHKUTe 3pally ce ABMKaT off 15 mo 60
Gy, pu 1ITO MHIIMIEHI[aTa Ha peTUHOIATHja OCTOjaHo ce
3rojieMyBa Bo 7031 morojemu of 45 Gy. (6)(7)

Review

[TareHTHTE KOM TPMMaat noMaky ofi 25 Gy Bo (hpakiuum
on 2 Gy wim moMasKy, 0O0MJYHO He pa3BuBajie 3HauajHA
peTHHOIaTHja, OJTHOCHO XurepdpaKiyjaTa e acolpaHa
CO HaMaJieHa MHIIUJIeHIa Ha PeTHHOMATH]a Ha 3pauekbe.

Kaj miakHata  OpaxuTepamujaTa  PU3MKOT O]
peTpoHoOMaTHjaTa pe3ylaTaT Ha 3pauere € IOBp3aH Co
BKVIIHATa J[03a Ha U37I0}KeHOCT Ha TKUBOTO.

Bo TpeTMaHOT Ha MAJIUTHUTE YBEAIHU MeJIaHOMH,
TeparneBTCKUTe alMKAaTUBHU JI03U ce OBWXaT of 80 0
100 Grey mTo Kopenupa CO YeCTUTe MOCTTPETMAHCKH
KOMIIIMKAI[UH 0f] 0BOj BH/L.(7)

lcToBpeMeHO BKYIHAaTa Jj03a Ha 3paueme, Koja e BO
KopeJiallija co BUCMHATA Ha TYMOPOT U JIOKallujaTa, UCTO
TaKa ro 3rojieMyBaaT PU3UKOT 3a Pa3BOj Ha pajiujal[ioHa
peTHHOMATH]a.

Ce oueKyBa JieKa TYMOPHTe CO Jle0eMHa TorojieMa off 4
MM Cé CO TIOBMCOK PU3HK 3a 110jaByBatbe Ha pajiujaljioHa
KoMmIUTiKaiuja (5) HamaneHoTo pacrojanue 10 (oBea
MCTO TaKa e TIOBP3aHO CO HaMajieHo BpeMe 3a Pa3Boj Ha
MakysionaTuja (5).

PejieBaHTHI CTYJMK I'M U3[BOjyBaat rlaBHU (haKTOPK Ha
PM3MK M TOa: TIOMJIaJia BO3PACT, MOCTOEUKH Jujabetec
MEMTYC W TOKPaTko pacTojaHMe Ha TYMOPOT [i0
ONMTHYKKOT [UCK, He MCKIYUYBajKM T'M M KOpEJIal[uuTe
CO XHIIepTeH3HjaTa, MCTOBPEMEHOTO IIpHMame Ha
XeMoTeparnuja 1 OpemeHocr. (8)

OmreTyBameTo Ha TKUBOTO € HajroieMo BO TOUKATa Kajie
IIITO TIPOTOHUTE TIPeCTaHyBaaT Jla ce JIBUKAT, TOCTOU T.H.
«bpryiiku BpB» Ha joHM3alldja, CO PeJIaTUBHO IITeethe
Ha OKOJIHOTO 3][paBO TKHMBO, 3pakoT MOKe 7a Owujie
BMCOKO KOJIM3UPaH, CO IITO Ce HamManyBa KolaTepaHOTO
OLITEeTYBale Ha COCEJIHUTE CTPYKTYPH, KAKO ONTHYKUOT
HepB 1 (poBeara.

Benjamin Franklin Bo 1980-tute ropmuuu, cropsesyBa
CTY/IMja 3a JIoflaBaibe Ha MHTPaoKyIapHa MUKPOOpaHOBa
XUIIepTePMHja €O Lie/1 HaMaTyBatbe Ha [o3KTe Ha 3payHaTa
Tepanyja CO PaJMOAKTUBHKM IIOUM BO TPETMAHOT Ha
XOPOMJaTHUTE MeJTaHOMH. (9)

Heurro mogoia, Bo 1990 r. ucTrot objaByBa cTyaMja 3a
yIoTpeba Ha pajMo-HeIpoNyCTIMBY Oapuepu Co Iien Ja
B/IMjae Kako BHaTpellleH LITUT 3a BpeMe Ha 3pPauyHHOT
TpeTMaH, IITO JieHeC ce MOCTUIHYBa CO CHUJIMKOHCKOTO
macio. (10) Cemak, mo cpegMHaTa Ha JeBeJeCETTHUTE
roAVHN He Ce OTKpUMBA eIHOCTaBHA HMCKO-PU3UYHA
MOKHOCT 3a IIOf[oOpYBame Ha 3payHaTa Tepamuja Co
PaJMOaKTUBHM ITOUKH. (11)
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Bocmopenbacojoa-125, mpuMeHaTa Ha HICKOEHEPreTCKUTe
totonu kako ITamaguym-103 ja cMeHUja MHTpaOKyIapHaTa
mucTpubyLMja Ha fmo3aTta, (11) sromemyBajku ja jo3aTa
BO PaMKH Ha TYMOPOT, X HaMaJlyBaie Ha 3pauereTo Ha
OKONHUTe oKynapHu cTpykTypu. Cemnak ce mno 2005 rop.
He ce MOTBP/IyBa e(peKTUBEH MPEBEHTUBEH M TePAIMCKH
TpPeTMaH 3a MoCTpajidjaliioHaTa MaKy/onarHja.

IlocnegHuTe melleHUN MpUMeHaTa Ha “IeMapKalioHaTa”
doxanHa JIOK u antu BE[® TepamuckuTe MofanuTeTn
MOKa;KyBaaT JleKa MOjKe Jia ja IIOTTUCHAT pajujallioHaTa
petuHonaTtuja.(12)

lIMeHo mpeq mojaBaTa Ha aHTHAHTHOTEHUTE areHCH,
peurcu cute oOjaBeHM CTYIUM 3a TeparcKd TPeTMaH
pajioTepanyja Ha XOPHUOMJAJIEH MeJaHOM MOKaKaje
JleKa io0K1eHaTa BUJIHA OCTPUHA BO IEPUOJ, Off 3-5 TOMHU
e 061uro 20/200 nmu nonoro. (12)

Antu-VEGF n1eKoBU MO3Ke fla ce KOPHCTAT 3a pajujaliioHa
MaKy/IOaThja TMOBp3aHa CO TPETMAHOT HAa OKYIapeH
nmumMoM, yBeaJleH MaJIMreH MeJlaHOM M KapLMHOM Ha
JIaKpUMaJTHA JKJTe3]1a, CHHYCH WY OKYJIapHU aHeKcH. (13)

be3 orzieq Ha U3BOPOT, MOC/IEJIHUTE AKTYeTHU CTPaTeruu
ce MPUMMapHO MeCeuyHo Jlo3upame Co Iie/l [ia ce YTBPIU
CTeNeHOT Ha KJIMHUYKMOT OfITOBOP (HOpMaju3alyja Ha
TebenrHAaTa Ha MaKynaTa co 0aBHO paspellyBame Ha
WHTpapeTHHA/IHUTe KpBapewka M TMojaBaTa Ha cotton
wool). Ilotoa, TuTpupame Ha Opoj Ha WHjeKI[UH, Ha
HeJle/IHA MHTepPBaMM M JI03M Ha MpenaparoT MoTpeOHH
3a CTaOM/IM3Mpame Ha Mal[MeHTUTe CO TeK Ha BpeMeTo.
[loceraniny CcTyuu TOTBpPAYBaaT JieKa CTaHJapAHOTO
alyIMIMpame Ha DBanu3yma0d e BOOOMYAeHO BHCOKO,
OTHOCHO edpeKToT ce mocTuruyBa u co 2,0, 2,5, umu 3,0
mg/ (13)

3AK/IYYOK

PafiujaiiioHaTa peTMHOMATHja € 3HAUAjHO AlUTMKATHBEH
TepalmuCcK TPeTMAaH 3a OKY/IapHUTe W OpOUTATHUTE
3a0onmyBaba.  DU3MUKUTE  KApaKTePUCTUKU  KOW
OBO3MOKYBaaT VHU(OPMHOCT BO AUCTpUOyIMjaTa Ha
pajiMoTepanucKaTa ji03a, OrpaHWuyBame Ha objacTa
Ha JIelyBakbe CO MUHMMAJIHO pacejyBambe M OCTap Taj
0e3 m3paseHa KojaTepajHa IITETa Ha OKOTHOTO TKHUBO
ja aBopu3MpaaT BO TPeTMAHOT Ha WMHTPAOKY/IapHUTE
MaJIUTHU TYMOPH.

Jlokanu3aryjaTa M roleMHHATa Ha TYMOPOT BO Kopestalyja
CO Jlo3aTa Ha 3payHaTa Teparuja, 3roeMeHaTa (pakiuja
M CHCTEMCKM BacKylapHM 3a0onyBama cCe TIJIaBHUTE
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VHJIYKTOpU ~ Ha
peTHHoMaTHja.

jaByBame Ha  IOCTpajiujaliMoHaTa

CynpecujaTa Ha pafuWjalldOHATa peTHHOIATHja U
MaKy/iornaTija Moke [ia ce MOCTUTHe CO MepUuouuHU
uHTpaBuTpeannu anTu-VEGF anmkanym, Bo KomOuHMpaH
TPeTMaH co JiacepdoToKoarynamujara.
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PATMJALTNOHA PETHHOITATH]JA PE3Y/ITAT HA ITPOTOHCKA PAZTMOTEPAIIHJA KAJ
MAJIUTEH MEJTAHOM HA XOPOU/IEA

Murnena ['onyooBuk', Hatamra Tprescka IllexkepuHos!

1YuuBepsurercka Kminuka 3a Ounu 0onecty, Ckomje, MakegoHuja

ABSTRACT

Radiation retinopathy is a slowly progressive microangiopathy, a complication following exposure to any source of
radiation in the treatment of intraocular tumors.

Vasculopathy of the macular tissue evolves from vascular incompetence (macular edema, bleeding and exudates)
to obliterative endarteritis (ischemia) with secondary neovascularization, vitreous hemorrhage, and preretinal
fibrosis.

Tumors behind the equator, around the macula, larger tumor formations, and the higher total radiation dose
increase the risk of radiation retinopathy. Unfortunately, fractionation, design of treatment, type and rate of
radiation administration should be considered.

Certainly, the expression of the disease may have distinct clinical variations, depending on the age and ocular
findings of the patient.

The suppression of post irradiation retinopathy can be achieved with periodic intravitreal anti-VEGF applications,
in a combination treatment with focal laser photocoagulation.

The aim of the study is to present radial retinopathy as a complication of proton beam radiotherapy in the
treatment of malignant melanoma of chloride.

Key words: Radiation retinopathy, maculopathy, proton beam radiotherapy, malignant melanoma of choroid
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Medicus is an international journal of that publishes
papers from all areas of medical research. Furthermore,
the journal indends to bring educational material of high
quality to its members for continuous medical education
(CME), by publishing original research, professional and
review papers, case reports, brief communications,
literature summary articles and editorials.

The Journal is official organ of the »Association of
Albanian Medical Doctors from Macedonia«.

The language of publication is Albanian and English (the
editorial board may decide whether other language will
be used for publications). Authors are requested to have
their paper proof-readed and edited for the respective
language.

Please use standard-sized paper and submit your article
in the following formate: Word for Windows, Times New
Roman 12.

Manuscripts should be submitted in electronic format,
either on disc or by e-mail to the Editor-in-Chief,

Nevzat Elezi, MD. PhD

Editorial Office, Str. Mehmed Pashe Deralla,
No 16, 1200 Tetovo,

Email: shmshm@live.com

The Journal allows submission of no more than one
article as an author, and at most two, being a co-author
per issuance.

The authors attest that their contribution has neither
been published nor submitted for publication elsewhere,
untill the editorial procedure is over.

Authors should adhere to the International Committee of
Medical Journal Editors (ICMJE) authorship criteria in so
far as they apply. These can be found at www.icmje.org.

The Journal will acknowledge receipt of your article
within seven days and let you know when you will be
informed of the editorial board’s decision.

Articles to be published in Medicus will be peer-reviewed.
The editorial board will take into account the reviewer’s
comments and may then promt the author for changes or
further work.
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1. Fagja e paré - ballina: Duhet té pérmbajé: (a) titullin e punimit, té
shkurtér, por informativ; (b) emri, inicialet e emrit té mesém dhe
mbiemrit té secilit autor; (c) institucioni; (d) emri i departamentit
qé i atribuohet punés shkencore; (e) emri dhe adresa e autorit pér
t'iu pérgjigjur né lidhje me doréshkrimin; (f) burimi/pérkrahja né
formé té granteve, paisjeve, barnave dhe né pérgjithési.

II. Fagja e dyté - abstrakti dhe fjalét kyge: Abstrakti duhet
té shkruhet me maksimum prej 150 fjalésh pér abstraktet e
pastrukturuara, dhe me 250 fjalé pér abstraktet e strukturuara
(pjesét pérmbajtésore: objekti/ete studimit ose hulumtimit,
procedurat bazé, sic éshté pérzgjedhja e subjekteve apo kafshét
laboratorike, metodat vrojtuese dhe analitike, pastaj, rezultatet/
gjetjet pérfundimtare (té dhénat dhe réndésia e tyre statistikore,
nése éshté e mundur), dhe konkluzionet kryesore. Vini theksin
mbi aspektet e reja dhe té réndésishme té studimit apo vrojtimit.
Nén abstraktin indentifikoni dhe shkruani fjalét kyqe: 3-5 fjalé
apo fraza té shkurtéra qé do té ndihmojné né paisjen me tregues
té punimit dhe publikimit té abstraktit. Pérdorni terme nga lista
e Index Medikus pér Néntituj Mjekésor (Medical Sub-Headings
[MeSH]); nése nuk ka term té pérshtatshém né MeSH pér disa terme
té reja, mund té pérdorni termet e dhéna.

III. Fagja e treté dhe té tjerat - teksti i ploté i artikullit: Teksti i
ploté I artikujve hulumtues ose vrojtues normalisht, por jo
domosdoshmérisht, duhet té jeté i ndaré né paragraf me kéta
néntituj: hyrja, metodat dhe materialet, rezultatet dhe diskutimi.

1. Hyrja: Krijoni njé kontekst apo prapavijé(trualli) té studimit (qé
né fakt éshté natyra e problemit dhe réndésia e tij). Pér té béré
kété duhet té béni njé hulumtim té literaturés - duke kérkuar,
gjetur dhe lexuar punimet pérkatése, qé duhet té jené si referencé
né doréshkrimin tuaj. Sqaroni hipotezat tuaja dhe planifikoni t’i
testoni ato, si dhe pérshkruani géllimet tuaja. Kini géndrim té
qarté se cka prisni té gjeni dhe arsyet qé ju udhéhogén tek hipotezat
qé keni krijuar. Objekti i hulumtimit mé sé shpeshti fokusohet kur
parashtrohet si pyetje. Mos pérfshini té dhéna apo rezultate nga
puna qé do té raportohet.

2. Metodat & Materialet: Ky paragraf duhet té pérfshijé até
informacion qé ishte né dispozicion né kohén qé plani apo
protokoli i studimit po shkruhej. Té gjitha informacionet e marra
gjaté studimit i takojné paragrafit té Rezultateve.

Pérshkruani pérzgjedhjen tuaj té pjesémarrésve sé vrojtimit
ose eksperimentit (pacientét ose kafshét laboratorike, pérfshiré
kontrollat) qarté, duke pérfshiré kriteret e pérshtatshme (inkluzive)
dhe pérjashtuese (ekskluzive).

Parimi udhéheqés duhet té jeté i garté se si dhe pse studimi
éshté béré né njé ményré té caktuar. Jepni detaje té mjaftueshme
pér metodat, mjetet dhe materialet (jepni emrin dhe adresén
e prodhuesit né kllapa), dhe procedurat pér té lejuar té tjerét té
kuptojné dhe riprodhojné rezultatet tuaja.

Nése njé metodé e caktuar qé éshté pérdorur éshté e njohur, atéheré
nuk éshté e nevojshme té jepet pérshkrim komplet i saj. Mund ti
referoheni punimit né té cilin sé pari heré éshté pérshkruar dhe té
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short, but informative; (b) the first name, initials of middle name
and last name of each author; (c) the institution; (d) the name of the
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II. Second page - abstract and keywords: The abstract should be
written with a maximum of 150 words for unstructured abstracts
and 250 words for structured abstracts (containing parts:
objective(s) of study or research, basic procedures, such as selection
of subjects or laboratory animals, observational and analytical
methods, then, the main findings/results (data and their statistical
significance, if possible), and the main conclusions. Emphasize the
new and important aspects of the study or observation.

Below the abstract identify and write the keywords: 35 words or
short phrases that will assist in indexing the paper and publication
of the abstract.

Use terms from the list of Index Medicus for Medical Sub-Headings
(MeSH); if there is no appropriate MeSH term for some newly
introduced terms, we can use the given terms.

II1. Third and further pages - full text of the article: The full text
of research or observational articles should normally be, but not
necessarily, divided into sections with the following headings:
introduction, material and methods, results and discussion.

1. Introduction: Provide a context or background for the study
(that is, the nature of the problem and its significance). To do this
you must complete a literature review - searching for, finding
and reading relevant papers, which must be referenced in your
manuscript. Explain your hypotheses and the plan to test them,
and describe your aims. Clearly state what you expect to find and
the reasoning that led you to the hypotheses that you have made.
The research objective is often more sharply focused when stated
as a question. Do not include data or conclusions from the work
being reported.

2. Methods & Material: This section should include only
information that was available at the time the plan or protocol for
the study was being written. All information obtained during the
study belongs in the Results section.

Describe your selection of the observational or experimental
participants (patients or laboratory animals, including controls)
clearly, including eligibility and exclusion criteria.The guiding
principle should be clarity about how and why a study was done in
a particular way.

Give sufficient details of the methods, apparatus and materials
(give the manufacturer’s name and address in parentheses), and
procedures to allow others to understand and reproduce your
results.

If a particular method used is well known then there is no need
to give a complete description. You can reference the paper in
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pérmendni ndonjé modifikim/ndryshim qé keni béré. Jepni arsyet
pér pérdorimin e tyre dhe vlerésoni kufizimet e tyre. Né fund,
pérshkruani se si i keni analizuar té dhénat tuaja, duke pérfshiré
metodat statistikore dhe pakon programore qé keni pérdorur.

Autorét e doréshkrimeve té rishqyrtuara duhet té pérfshijné
njé paragraf gé pérshkruajné metodat qé kané pérdorur pér
lokalizimin, pérzgjedhjen, ekstrahimin dhe sintetizimin e té
dhénave. Pérdorni formén joveprore té foljes, né vetén e treté, kur
dokumentoni metodat, gjé qé do té fokusonte vémendjen e lexuesit
tek puna qé éshté béré e jo tek hulumtuesi (P.sh. Jané marré, jané
realizuar, jané prezantuar etj.)

2. a) Statistikat: Pérshkruani metodat statistikore me detaje
té mjaftueshme pér t'ia mundésuar njé lexuesi me njohje né até
fushé t'i qaset té dhénave origjinale pér té verifikuar rezultatet e
raportuara. Kur éshté e mundur, pércaktoni sasiné e zbulimeve
dhe prezantoni ato me indikatoré pérkatés té gabimeve né
matje apo pasiguri (si¢ jané inter-valet e besueshmérisé). Evitoni
mbéshtetjen vetém né testet statistikore té hipotezave, sic jané
vlerat p, qé déshtojné té transmetojné informacion té réndésishém
mbi madhésiné e efektit. Jepni detaje rreth pérzgjedhjes sé rasteve
(randomizimi) dhe pérshkruani metodat dhe sukseset e vro-jtimit
gjaté realizimit té studimeve té verbuara. Definoni termet
statis-tikore, shkurtesat dhe mé sé shumti simbolet. Specifikoni
programin kompjuterik qé éshté pérdorur.

3. Rezultatet: Ky paragraf duhet t'i béjé gjetjet tuaja té garta.
Prezantoni rezultatet tuaja né rend logjik né tekst, tabela dhe
ilustrime, duke dhéné sé pari rezultatet kryesore ose mé té
réndésishme. Mos i pérsérisni té gjitha té dhénat né tabela apo
ilustrime, né tekst. Nénvizoni ose pérm-bledhni shkurtimisht
vetém vrojtimet mé té réndésishme.

Kur té dhénat pérmblidhen né paragrafin e Rezultateve, jepni
rezultate numerike jo vetém si derivate (pér shembull, pérqgindja)
por gjithashtu si numra absolut nga té cilét derivatet jané
llogaritur, dhe specifikoni metodat statistikore qé jané pérdorur
pér t'i analizuar ato.

Kufizoni tabelat dhe figurat né aq sa jané té nevojshme pér té
sqaruar argumentin e punimit dhe pér té vlerésuar té dhénat
ndihmése. Duke pérdorur grafikonet pér té reprezentuar té
dhénat tuaja si alternativé e tabelave, do té rrisé kuptueshmériné
e lexuesit. Mos i dyfishoni té dhénat né grafikone dhe tabela. Duhet
té jeni té qarté se cili lloj i grafikoneve éshté i pérshtatshém pér
informacionet tuaja. Pér shembull, pér té reprezentuar korelimin
mes dy ndryshoreve, preferohet grafiku vijézor, krahasuar me
grafikun rrethor apo né formé shtyllash.

Sa i pérket té gjitha paragrafeve, qartésia dhe té génit i thukté
éshté kyce. Mos prezantoni té njéjtat té dhéna mé shumé se njé
heré. Kufizojeni veten né té dhénat gé ndihmojné né adresimin
e hipotezave tuaja. Kjo éshté e réndésishme edhe nése té dhénat
i aprovojné ose nuk i pranojné ato. Nése keni béré analiza
statistikore, duhet té jepni vlerén e proba-hilitetit (p) dhe té tregoni
se éshté shprehés (sinjig né nivelin gé ju po testoni. Varésisht nga
analizat e pérdorura, gjithashtu mund té jeté e réndésishme té jepni
intervalet e besueshmérisé sé rezultateve (Confidence Interval -

Information for authors

which it was first described and mentioned any modifications
you have made. Give the reasons for using them, and evaluate
their limitations. Finally,, describe how you analysed your data,
including the statistical methods and software package used.

Authors submitting review manuscripts should include a section
describing the methods used for locating, selecting, extracting, and
synthesizing data.

Use the third person passive voice when documenting methods
which would focus the readers’ attention on the work rather than
the investigator.(e.g. Were taken, was performed, were presented
itd.)

2. a) Statistics: Describe statistical methods with enough detail to
enable a knowledgeable reader with access to the original data to
verify the reported results. When possible, quantify findings and
present them with appropriate indicators of measurement error or
uncertainty (such as confidence intervals). Avoid relying solely on
statistical hypothesis testing, such as p values, which fail to convey
important information about effect size. Give details about the ran-
domization and describe the methods and success of observations
while using blinded trials. Define statistical terms, abbreviations,
and most symbols. Specify the computer software used.

3. Results: This section should make your findings clear. Present
your results in logical sequence in the text, tables, and illustrations,
giving the main or most important findings first. Do not repeat all
the data in the tables or illustrations in the text. Emphasize or
summarize only the most important observations.

When data are summarized in the Results section, give numeric
results not only as derivatives (for example, percentages) but also as
the absolute numbers from which the derivatives were calculated,
and specify the statistical methods used to analyze them.

Restrict tables and figures to those needed to explain the argument
of the paper and to assess supporting data. Using graphs to
represent your data as an alternative to tables will improve the
reader’s understanding. Do not duplicate data in graphs and
tables. You need to be clear what type of graphs is suitable for your
information. For example, to represent the correlation between
two variables, a line graph is preferred to a pie chart or a bar chart.

As with all sections, clarity and conciseness is vital. Don’t present
the same data more than once. Restrict yourself to the data that
helps to address your hypotheses. This is important whether
the data supports or disproves them. If you have carried out a
statistical analysis, you should give the probability (P) value and
state it is significant at the level you are testing. Depending on
the analysis used, it may also be important to give the confidence
intervals of the results, or the statistical parameters such as the
odds ratios. Provide a caption for each figure making the gen-eral
meaning clear without reference to the main text, but don’t discuss
the results. Let the readers decide for themselves what they think
of the data. Your chance to say what you think comes next, in the
discussion.

3. Tables: Each table should be inserted at the point of the text
where they have to be placed logically, typed by the same rules
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CI), ose parametrat statistikoré si proporcionet e rastit (odds ratio).
Béni pérshkrimin tek secila figuré duke béré té qarté domethénien
e pérgjithshme pa referencé né tekstin kryesoré, por mos diskutoni
rezultatet né té. Léreni lexuesin té vendosé veté se ¢faré men-don
pér té dhénat. Mundésia juaj pér té théné se cfaré mendoni, éshté
né vazhdim, tek diskutimi.

3. Tabelat: Secila tabelé duhet té vendoset né vendin e tekstit ku
duhet té vihet logjikisht, e plotésuar me té njéjtat rregulla sikur
teksti i ploté. Mos i dérgoni tabelat si fotografi. Secila tabelé duhet
té citohet né tekst. Tabelat duhet té jené me numra ashtu qé té
jené né koordinim me refer-encat e cituara né tekst. Shkruani njé
pérshkrim té shkurté té tabelés nén titullin. Cdo sqarim shtesé,
legjendé ose sqarim i shkurtesave jostan~darde, duhet té vendoset
menjéheré poshté tabelés.

4. Diskutimi: Ky paragraf éshté pjesa ku ju mund té interpretoni
té dhé-nat tuaja dhe té diskutoni duke ballafaquar dhe krahasuar
gjetjet tuaja me ato té hulumtuesve té méparshém. Rishikoni
referencat e literaturés dhe shihni nése mund té pérfundoni se si
té dhénat tuaja pérkojné me até qé keni gjetur.

Ju gjithashtu duhet té llogarisni rezultatet, duke u fokusuar né
mekaniz-mat né prapavij té vrojtimit. Diskutoni nése rezultatet
tuaja mbéshtesin hipotezat tuaja origjinale. Gjetjet negative jané
aq té réndésishme né zhvillimin e ideve té ardhshme sikur gjetjet
pozitive.

E réndésishme éshté se, nuk ka rezultate té kéqgija. Shkenca nuk
té béjé me té drejtén dhe té gabuarén, por merret me zgjerimin e
njohjeve té reja.

Diskutoni si jané paragitur gabimet né studimin tuaj dhe cfaré
hapa keni ndérmarré pér té minimizuar ato, késhtu duke treguar
se ju ¢cmoni ku-fizimet e punés tuaj dhe fuginé e pérfundimeve
tuaja. Duhet gjithashtu té merrni né konsideraté ndérlikimet e
gjetjeve pér hulumtimet né té ardhmen dhe pér praktikén klinike.
Lidhni pérfundimet me géllimet e studimit, por evitoni géndrimet
dhe pérfundimet e pakualifikuara, qé nuk mbéshteten né ményré
adekuate nga té dhénat. Shmangni prioritetet deklarative apo té
aludoni né punén qé nuk éshté krahasuar.

5. Referencimi: Referencat jané baza mbi té cilén éshté ndértuar
raporti juaj. Shqyrtimi i literaturés dhe leximi i referencave
giithmoné duhet té jeté piké fillestare e projektit tuaj. Ky
paragraf duhet té jeté i sakté dhe té pérfshijé té gjitha burimet e
informacionit qé keni pérdorur.

Né formatin “ Vancouver” , referencat numérohen njé nga njé, sikur
qé shfagen né tekst dhe identifikohen me numra né bibliografi..

Shénoni té gjithé autorét kur jané gjashté e mé pak; kur jané
shtaté ose mé tepér, shénoni tre té parét, pastaj shtoni “et.al.”
Pas emrave té autoréve shkruhet titulli i artikullit; emri i revistés
i shkurtuar sipas ményrés sé Index Medicus; viti i botimit; numri
i véllimit; dhe numri i fages sé paré dhe té fundit.

Referencat e librave duhet té jepen sipas emrit té autorit, titullii
librit (mund té citohet edhe titulli i kapitullit para titullit), vendi
i botimit, botuesi dhe viti.
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as for the full text. Do not send tables as photographs. Each table
should be cited in the text.Tables should be numbered so that they
will be in sequence with references cited in the text. Provide a brief
explanation of the table below the title. Any additional explanations,
legends or explanations of non-standard abbreviations, should be
placed immediately below the table.

4. Discussion: This section is where you interpret your data
and discuss how your findings compare with those of previous
researchers. Go over the references of your literature review and
see if you can determine how your data fits with what you have
found.

You also need to account for the results, focusing on the
mechanisms be-hind the observation. Discuss whether or not your
results support your original hypotheses. Negative findings are just
as important to the de-velopment of future ideas as the positive
ones.

Importantly, there are not bad results. Science is not about right or
wrong but about the continuing development of knowledge.

Discuss how errors may have been introduced into your study
and what steps you took to minimise them, thus showing that
you appreciate the limitations of your work and the strength of
your conclusions. You should also consider the implications of
the findings for future research and for clinical practice. Link
the conclusions with the goals of the study but avoid unqualified
statements and conclusions not adequately supported by the data.
Avoid claiming priority or alluding to work that has not been
compared.

5. Referencing: The references are the foundation on which your
report is built. Literature searches and reading of references
should always be the starting point of your project. This section
must be accurate and in~clude all the sources of information you
used.

In the Vancouver format, references are numbered consecutively
as they appear in the text and are identified in the bibliography by
numerals.

List all authors when there are six or fewer; when there are
seven or more, list the first three, then add “et al.” The authors’
namer are fol-lowed by the title of the article; the title of the
journal abbreviated ac-cording to the style of Index Medicus; the
year of publication; the volume number; and the first and last
page numbers.

References to books should give the names of any editors, place
of publication, editor, and year.

In the text, reference numbers are given in superscript. Notice
that issue number is omitted if there is continuous pagination
through-out a volume, there is space between volume number and
page numbers, page numbers are in elided form (51-4 rather than
51-54) and the name of journal or book is in italics.The following is
a sample reference:
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Né tekst, numrat e referencave jepen me indeks té sipérm. Véreni se
¢éshtja e numrave neglizhohet nése ka numértim té vazhdueshém
pérgjaté gjithé véllimit, ka hapésiré mes numrit té véllimit dhe
numrit té fages, numrat e fageve jané né kété formé: 51-4 né vend té
51-54, dhe emri i revistés ose librit éshté né italic. Né vazhdim éshté
njé shembull i referencés:

Artikujt e revistave:

1. Lahita R, Kluger J, Drayer DE, Koffler D, Reidenberg MM. Antibod-
ies to nuclear antigens in patients treated with procainamide or
acetylpro-cainamide. N Engl ] Med 1979;301:1382-5.

2. Nantulya V, Reich M. The neglected epidemic: road traffic inju-
riesin developing countries. BMJ 2002;324: 1139.

3. Murray C, Lopez A. Alternative projections of mortality and dis-
ability by cause 1990-2020: global burden of disease study. Lan-
cet 1997;349: 1498-504.

Librat dhe tekste tjera:

4. Colson JH, Tamour NJJ. Sports in juries and their treatment. 2nd
ed. London: S. Paul, 2006.

5. Department of Health. National service framework for coronary
heart disease. London: DoH, 2000.

www.doh.gov.uk/nsf/coronary.htm (accessed 6 Jun 2003).

6. Kamberi A, Kondili A, Goda A, dhe bp; Udhérréfyes i shkurtér i
Shogqatés Shqiptare té Kardiologjisé pér parandalimin e Sémundjes
Aterosklerotike Kardiovaskulare né praktikén klinike, Tirané, 2006

7. Azemi M, Shala M, dhe bp. Pediatria sociale dhe mbrojtja shénde-
tésore e fémijéve dhe nénave. Pediatria, Prishtiné 2010; 9-25

Shmangni pérdorimin e abstrakteve si referenca; “té dhéna
té papub-likuara” dhe “komunikime personale”. Referencat e
pranueshme, por ende té papublikuara lejohet té merren, vetém
nése shénoni se jané “né shtyp”.

6. Mirénjohjet: Ju mund té keni déshiré té falénderoni njerézit qé
ju kané ndihmuar. Kéto mund té rangohen prej atyre gé ju kané
pérkrahur me teknika eksperimentale deri tek ata gé ju kané
késhilluar deri né bér-jen e doréshkrimit final.

7. Formati i fajllit té té dhénave pér ilustrimet (figurat): JPG

Nése pérdoren fotografité e pacientéve, qofté subjekti, qofté
fotografité e tyre nuk duhet té jené té identifikuara, ato duhet té
shogérohen me lejen e shkruar nga ta pér pérdorimin e figurés.
Format e lejuara jané né dispozicion nga redaksia.

Nése fajllet e té dhénave jané shumé té médha pér t'u dérguar me
e-mail, rekomandohet dérgimi me CD né adresén toné.

8. Legjendat pér Ilustrimet (Figurat)

Legjenda e tabelés duhet té vendoset mbi tabelé. Referenca e njé
tabeleje, e cila éshté marré nga ndonjé publikim tjetér, duhet té
vendoset poshté tabelés. (Eshté pérgjegjési e autorit té sigurojé
lejen e ribotimit nga botuesit e atij botimi) Legjenda e figurés
duhet té vendoset né fund té fages. Referenca e figurés e marré
nga ndonjé tjetér publikim vendoset né fund té legjendés. (Leja e
ribotimit duhet té sigurohet nga botuesi i kétij botimi).

Information for authors

Journal articles:

1. Lahita R, Kluger J, Drayer DE, Koftler D, Reidenberg MM. Antibod-
ies to nuclear antigens in patients treated with procainamide or
acetylpro-cainamide. N Engl ] Med 1979;301:1382-5.

2. Nantulya V, Reich M. The neglected epidemic: road traffic inju-
ries in developing countries. BMJ 2002;324: 1139.

3. Murray C, Lopez A. Alternative projections of mortality and dis-
ability by cause 1990-2020: global burden of disease study. Lan-
cet 1997;349: 1498-504.

Books and other monographs:

4. Colson JH, Tamour NJJ. Sports in juries and their treatment. 2nd
ed. London: S. Paul, 2006.

5. Department of Health. National service framework for coronary
heart disease. London: DoH, 2000.

www.doh.gov.uk/nsf/coronary.htm (accessed 6 Jun 2003).

6. Osler AG. Complement: mechanisms and functions. Englewood
Cliffs: Prentice-Hall, 1976.

Avoid using as references abstracts; “unpublished data” and
“personal communications”. References to accepted but yet
unpublished articles are allowed to be made, only if you note “in
press”.

6. Acknowledgements: You may wish to acknowledge people who
have helped you. These can range from those who supported you
with exper-imental techniques to those who read or offered advice
on your final manuscript.

7. Data file format for illustrations (figures): JPG

If photographs of patients are used, either the subjects should not
be identifiable or their pictures must be accompanied by written
permis-sion to use the figure. Permission forms are available from
the Editor.

If data files are too big for transmission as an Email attachment
submis-sion of a CD to our address is recommended.

8. Legends for Illustrations (Figures)

The legend of a table has to be placed above the table. The reference
of a table, which has been taken from another publication, must
be placed below the table. (It is the author’s responsibility to
obtain the permission of reproduction from the publishers of the
publication.) Figure legends are to be placed at the end of the paper.
The reference of a figure taken from another publication stands
at the end of the legend. (Permission of reproduction must be
obtained from the publishers of this publication).
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