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Cenmnna nerenepanuja xyre mpibe (Age-related macular degeneration-AMD) cmana
Mmehy Boaehe y3poke cienuia kox jbyau crapujux ox S0 roguHa y pa3BUjeHUM 3eMJbaMa CBETA.
[Ipema cBETCKMM CTaTUCTUYKUM Tojanuma 6poj obonenux oq AMD-a kpehe ce usmehy 20-25
MWJIMOHA, a OuYeKyje ce na Taj O6poj mopacre 1.5 myra y Hapennux 10 rommna, 300r mopacta
crapuje nomynanuje (1,2). YV HaIoj 3eMJbH HE IOCTOje CTATUCTHYKH MOAAU O Opojy 00omennx
0J1 OBe 0OJIECTH.

Hajuemrha ¢popma AMD-a je cyBa dopma u oHa ce jaBiba koa 80-90% oOonmenux, AOK
10-20% pasBuje BiIaXHY HJIM HeoBackyiaapHy ¢opmy Oomnectu. Knunmuky ciuky AMD-a
KapaKTepHIlle HApYIICHA IICHTPAJHA BUJHA ONITPHHA, TaKO Ja CY CBAKOJHEBHE aKTHBHOCTH
obonenmux ocoba Beoma otexkane. 30or Tora AMD mnpencraBiba, HE caMO MEAMITMHCKHA Beh u
3Ha4ajaH COMOCKOHOMCKHU IPOOIeM.

Benuku Opoj cBerckux cryauja 0aBHO Ce HCTpaKUBambeM (aKTopa OATOBOPHUX 3a
HACTaHAaK W TMPOTPecHjy oBe 0OJECTH Kao W HAuyMHMMAa HheHOr Jeuerma. Jomr 2001. romune
oOjaBibeHn cy pesynratu cryauje Age-Related Eye disease Study 1 (AREDS1) koja je Ha
OCHOBY MaTO(HU3HOJIONIKUX MPOMEHA, Koje HacTajy koq AMD-a nedunmcana morpedban yHOC
CyIJIeMeHaTa 3a CIpedyaBame HacTaHka y3HanpemoBasie ¢dopme Oonectu (3). Toxom 2006.
roaune crnposeneHa je AREDS2 cryauja, koja je y cBoja HCIIUTHBaWba J0Jaia joIl HEeKe rpyme
cymwiemenata (4). Kmmaumuke cryamje xao mro cy Minimally classic/occult trial of the anti-
VEGF antibody ranibizumab in the treatment of neovascular AMD (MARINA) (5), Anti -VEGF
antibody for the treatment of predominantly classic CNV in AMD (ANCHOR) (6), Efficacy and
safety of Ranibizumab in patients with subfoveal CNV secondary to AMD (EXCITE) (7),
Prospective OCT study with Lucentis for neovascular AMD (PrONTO) (8), Open-Label,
Multicenter, Phase 11 Study Assessing the effects of Same-Day Administration of Ranibizumab
and Verteporfin PDT ( PROTECT) (9), ucnutuBaie cy edekar Jieuera oBe 00JECTH JIOKATHOM
NPUMEHOM aHTHTENa Koja JIeNyjy Ha BacKylapHHU eHaoTenujaitHu ¢akrtop pacta (antu-VEGF),
Ka0 M HAuuH JI0o3Wpama Jeka pamd mTo Oosbe edukacHoctu. Ilopehemem epuracHOCTH
OeBaruzymaba u pannbuszymaba Oawima ce Comparison of Age-Related macular degeneration
treatments trials (CATT) cryauja, koja je mokaszaia jga OeBanu3ymad 1O CBOJUM pe3ysTaTHMa

HUje UH(EPUOPHUjHU Y OHOCY Ha paHnou3ymad (10).



1.1. Cenunina aereHepaiuja ’xyre MpJbe — 1epuHUIHja

Cenmnna jereHepanuja sxyre Mpibe (Age-related macular degeneration—-AMD) je
o0oJbeHE KOje Y3pOKyje omrTeheme HEeHTpalHe BUAHE omTpuHe. To je cmopo Hampenyjyha
JIeTeHEepaTHBHA OOJIECT Cca HE TaKO HU3PaXEHUM CMETHamMa y BUAY y PaHUM CTajujyMUMa
Oosectd. PaHy KIMHHYKY CIHKY KapakTepHIle I0jaBa KPHBJbCHA CIHMKE, J1a OM BpPEMEHOM
JIONLIO JIO MojaBe 3amyhema, a KaCHHUje W pa3Boja LIEHTPAIHOT CKOTOMa Y BHIHOM 10JbYy (CluKa
1) (2).

Hopmanan Bujg KpuBibeme ciiuke u 3amyheme Cxotrom

A-AAR

Crnuxka 1. Kako BUIu ManyjeHT ca JereHepalyjoM KyTe MpJbe

HcnuTrBama cy mokaszaja Ja ce CEHWJIHA JereHepaluja )KyTe MpJbe jaBiba demihe Koj
ocoba sxenckor moia (11), mok cy pesynraru Blue Mountains Eye Study nokasamu na je
y4decTalloCT TojaBe BIaKHE (OpMe CEHWJIHE JereHepaluje )KyTe MpJbe KOJ KeHa aymio Beha
Hero koj Mmymkapana (1.2% vs. 0.6%) (12). ExcriepuMeHTH CHpOBEAEHH Ha >KUBOTHH-aMa
MoKa3aJid Cy Jia KOJI J)KeHKH MMocToju Beha ekcrpecuja kuHa3za perenropa (Kinase insert domain
receptor-KDR), penenitopa 3a aktop pacra BackynapHor engotena (vascular endothelial growth
factor-VEGF), te ce tako n objammasa Beha ydectanoct oBe 6onectu. Takohe Oonect ce yenthe

jaBsba kop Oene nmomynamuje (13,14,15).

1.1.1 ®axropu pU3HKa 32 HACTAHAK CEHUJIHE JereHepaalnuje )KyTe MpJbe

[TocToju Benukm Opoj (akTopa Koju MOry AoBecTH A0 Hactanka AMD-a. Moxemo ux
TIOJISJIUTH Ha CHJIOTeHE M er30reHe. Y TPyIy eHAOTeHuX (hakTopa CIaiajy CTapemhe W TeHETCKH
daTtopu, MOK y TpyINy Haj3HAYajHUJUX €r30TeHUX (QakTopa cHanajy: MNylleme, H3jarambe
MHTEH3MBHO] CBETJIOCTH, HETIPaBHJIHA CXpaHa (CHpOMaIllHa BUTAMUHUMA) U KapAHOBacKyIapHH

baxtopu (16).



1.1.1.1 Eanorenu ¢hakTopu pu3uka

Cmapere

CaMm Ha3uB Oonectu y ceOW caapku u3pa3 ,,CCHUIHA MITO TOBOPH y MPWJIOT TOME Ja
YIIpaBO JIETeHEPAaTUBHE MPOMEHE KOje ce NelIaBajy Yy MpoIecy CTapema YyTHUy Ha I0jaBy OBE
oonectu. [TocreneH ryOuTaK 3alITATHUX CYIICTAHIIM M TOMUJIAkE OTIIAAHUX TPOJIyKaTa OCEOHO
y henujama perunannor nurmentHor enutena (Retinal pigment epithelium-RPE) nexu y kopeny
oBe Ooxectu (16,17,18).

I'enemcku pakmopu puzuxa

Jomr panuje cy uneHTH(PUKOBAHM T€HHU KOjH Cy TIOBE3aHU ca ucnosbaBambeM AMD-a. To cy
ABCA4, ELOVL4, FIBL-6, APOE, SOD2 (16). Toxom 2005. roguHe OTKpUBEH je KOMILJICMEHT
daxrop X ren (complement factor H-CFH) u mweros naj3navajuuju momumoppuszam Y402H 3a
KOju ce cMmarpa J1a uMma Hajeehu ytuiaj Ha pa3Boj AMD-a (16,19). Jlasba ucuTHBamba Y CKIOMY
genome-wide association studies-GWAS ykasana cy Ha noctojame joumr 20 JoKyca KOjH MOTY
objacuutu HacieaHor (¢akropa ose Oosectu (20). Mehy Haj3HaYajHHjUM JIOKYCHMa HCTHYY CE€

1931 u 10g26.

Kapouosackynapnu gpaxmop u amepockneposa

Cmarpa ce ga mnose3zaHocT u3smehy AMD-a u arepockiepo3e motuue peynoM 300r
CIMYHOCTH MOJICKYJICKE KOMIIO3MIMje JApy3a M aTepOCKIepOTHYHMX IutakoBa (21,22,23).
IToBe3anoct u3Mmel)y cucremcke xunepTeH3uje M HeoBacKyilapHe AMD mnpunmucyje ce ynosu
anruorensuna Il (22). Aurvorensun Il wHayKyje excmpecujy (akropa pacrta BacKyJlIapHOT
€HJI0Tea M aHTHUOIOEeTHHA, (hakTopa YKIJbYYEHHX y Tporec aHruoreHese. Ilocroje mokasm ma
Onmokana anruoteHsuH |l peuenrTopa AETMMHYHO HMHXMOMpAa HAcTaHAK EKCIEPUMEHTAIHe
XOopoHJaiHe HeoBacKylapHe MemOpane (choroidal neovascular membranae-CNV) Hna mozneny

naroBa (24).



1.1.1.2 Erzorenu ¢akTopu pu3uKa

Iywerve
VY crmpoBeneHUM enuAeMHONIOMKUM cTyaujama Cong-a u Lawrensaon-a ca capajgHuninMa
MoKazaHo je aa 30or ocioOahama MPO-OKCHAATUBHUX W NPO-UHOIAMATOPHHX KOMITOHEHTH

TOKOM IYIIEHa J0JIa3H J0 MPOrpecHje CEHUIIHE JIerenepaiuje xyre mpise (23,25,26).

Ymuyaj ceemnocmu

W3narame MHTEH3MBHO] CBETIIOCTU Takohe yTmue Ha pa3Boj AMD-a. CeTiiocHU Tanacu
tanacue qyxkuHe 400-500 nm (maBa CBETJIOCT) JaKo MOTY Ipohu Kpo3 Je0BE OKa U OIITETUTH
peruny u doropenenope (27). llto je kpaha tamacHa myxwuna (YB 3paunm), Beha je enepruja
KOjy OHH ocno0ahajy, a caMuM TUM U IITeTa KOjy HaHOce TKUBY. [103HATO je Aa u Tamacu ayxe

TaJlaCHEe Iy’)KUHE MOT'Y UMatu 1mtetad edekar (28).

Hcxpana - ynoc xparewusux mamepuja

Crynuje AREDS1 (2001. rommne) m AREDS2 (2006. romuHe) ucrakie cy 3Ha4aj
JMjETEeTCKUX CyIJIeMeHaTa y ycropaBamy Hactanka AMD-a (3,4). To cy npe cBera Butamuau C
u E, nyreuH, 3eakcaHTHH, celleH M IMHK. CMaTpa ce J1a OHM JUPEKTHO MPEBEHUPA]y ILTETHE

MMoCICANIC OKCUIATUBHOT CTpECA.
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1.2 KiuHHYKA cJIMKA U KJIacupUKaLKMja CeHUJIHE lereHepaluje ;KyTe MpJbe

IIpema AREDS ctynuju u kmuHuukoj ciuid AMD ce Moxke MOAenuTH y TpU OCHOBHA

CTaaujyMa: paHH, Cpe/by U y3Hampeaosaiu (tabdemna 1) (29).

Tab6ena 1. Craaujymu CEHWIHE JereHepalnje )xyTe Mpibe Ha ocHoBy AREDS crynuje

AMD cranujymu Kapakrepucruke

Panu JI0CTa MaJIUX Apy3a (<63 um mpedHuKa) uiv mnap

BenumHe ( >63 um go 125 um)

Cpenmu nocra ( >20) MEKUX HEjaCHHX JIpy3a CPEIIEbe BEITMYNHE
(=63 um g0 125 um) unu HajMame 1 Benuka apy3a
(=125um ) unu reorpadceka arpoduja Koja He 3axBaTa

nenrtap ¢oseosie

Y3nanpenoBanu XOpOUIaTHA HEOBACKYJIapHa MeMOpaHa/0KUIbaK

reorpadcka arpoduja Koja 3axBaTa [EHTap MaKyJe

1.2.1. Panu cranujyMm ceHUITHE JAeTEHEpaIrje KyTe MpJbe

Panu craaujym KapakTepuile NMPUCYCTBO JIpy3a Pa3IMYUTE BEIMUYMHE, KOje ce CMaTpajy
MOYETHUM TIpoMeHa oBe Oosiectd. OHE Cy y CTBapU €KCTpaIeNyJIapHU JEMO3UT KOJU C€ Halla3H
n3mely OazanHe mMeMOpaHe PETHHAIHOI MUIMEHTHOI €NHUTeNla U YHYTpalllkhe KOJIareHe 30He
Bruch-ose memOpane. Y oBoM cragmjymy mMoxe ce Hahu mocra Manux (TBpAMX) Apy3a <63um
WIN Tap MEKUX Jpy3a BenuuuHe oa >63um mo 125um. CyGjeKTUBHE CMETHE Y BUY jOII YBEK
HE MOCTOj€e, WK Cy TIaK BPJIO OJIare y CMUCITY KPHBJbEHA CITUKE.

Benmuku Opoj cryamja mOTBpAMO je Aa Cy YOPaBO MEKEe Jpy3e MPEKpEeTHHIA Ka

HarpeoBamy oBe Oonectu (29).

11



1.2.2 Cpenmu cTaanjyM CEHWIHE JETCHEPAIN]je KYTe MpPJbe

VY oBoM craaujymy noBehaBa ce Opoj M BeMTMYMHA JIpy3a Kao M HHXOBA JIOKAIN3ALH]a.
Hbera kapakrepuie gocta (>20) MeKHMX HEjaCHHUX Jpy3a cpelibe Benuunne (>63um mo 125um)
Wi HajMame 1 Bemmka apysa (>125um), wiam  pasBujeHa reorpadcka arpoduja BaH IEHTPa
¢doseone. Mehytum BenukM 3Ha4a] y OBOM CTaAWjyMmy OOJIECTH TMpHUIAje CE M PETHKYJIAPHUM
nceyao/ipy3amMa, Wik petukynapHoj Oomectun makyne (30,31), jep ce ympaBo OBE MpPOMEHE
cMaTpajy BaXXHUM IPEKypcopyuMa Ka pas3Bojy y3HampemoBaie dopme Oonectu (32). Ananuzom
OBHX MpPOMEHAa Ha CHMMKY METOJOM OITHYKe KoxepeHTHe Tomorpaduje (Optical coherence
tomography-OCT) yrBpheHo je aa cy mnceyaoapyse JOoIUpaHe M3HaA PETHHAIHOT MUTMEHTHOT
enMTeNa 3a Pa3jIKy O] OCTAIuX Jpy3a Koje ce Hanasze ucnof (33). [lopen kpuBibEHa CIUKE Y

OBOM CTa/IMjyMy jaBJba C€ M LIEHTPAITHO 3aMyherme BUa.

1.2.3 VY3HampenoBaiu WM KaCHH CTaJMjyM CEHHUIIHE JAeTeHEpallrje KyTe MpJbe

OBaj cramujym uuHe aBa mojaruia, cyBa AMD wmnu  reorpadceka atpoduja (georgafic
atrophy-GA) u Bnaxna wim HeoBackymapHua AMD. Kox kacuwe cyBe AMD nonasu 10
nporpecuBHe atpoduje RPE, xopuokanunapuca u dotopeuentopa (34). Kox Bnaxne ¢dopme
OoJiecTu JA0Ja31 JI0 pa3Boja XOpOoHIajiHE HEOBACKYyIapHe MeMOpaHe. Y OBOM CTaJlijyMy MOCTOJU

M3PAKEH LEHTPAIHHU CKOTOM.

1.3 IMaTodusnoioruja HacTaHKA CEeHUJIHE lereHepanuje ’KyTe MpJbe

Peruna je TkuBo ca HajsehoM MeTabOIMYKOM aKTHBHOIINY U MOTPOIIKHOM KHCEOHHKA T10
jenuHUIM TexuHe y opranm3my (35). PeTMHamHM KpBHM CyIOBH JONHPY 1O CIOJHAIIEHET
iekcuopMHor cinoja cHabAeBajyhn KHUCEOHMKOM M XpaHJbUBUM MaTepHjaMa YHYTpAIIbhe JIBe
tpehune perune. Criospamma Tpehrna je aBackynapHa. OHa 100Hja XpaHJbUBE MaTepHje TPEKO
xopuokanunapuca (35). VYmnpaBo mnpomene Ha HuBoy RPE, doropenentopa, Bruch-ose

MCM6paHC " XOpHOKaIrunjiapuca oArOBOpHE Cy 3a HaCTaHAK AMD-a.
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@omopeyenmopu u RPE

dusnonomka ynora RPE, Bruch-oBe memOpane u Xxopowmjiee je CTBapame ONTHMAIHOT
cTama 3a (QyHKUMOHHCame (oTopeuentopa (mranuha u yenuha) yuja je OCHOBHA yiora y
aricopruyju (GOTOHA W JNETeKUWju BHAHMX curHaia u3 okoiuHe. hemuje RPE dopmupajy
JEHOCIIOJHY MeMOpaHy H Yy TECHO] Cy BE3H ca YHYTpaIlllbUM CerMEHTOM (OoTOperentopa Koju
cagpXke TyCTO IaKoBaHEe MOJIEKyjJe BHIAHOT murmenra. OHe mpe cBera (GOpMHUPajy KPBHO—
peruHanHy Oapujepy, HCHOPYYYjy XpaHJbUBE MaTepuje W KHCEOHUK (OTOpEIenTopuMa |
CKYIJbajy METaTaboJIMUKe IPOAYKTe (poTopenenTopa HacTajle y TOKY BHIHOT IuKiIyca. O63upom

na punaaajy heamjama HeHTpaIHOT HEPBHOT CHCTEMa HEMajy CIIOCOOHOCT pereHeparyje.

Bruch-osa membpana

Bruch-oBa memOpaHa ce cacToju 0 MET CI0jeBa KOjU CaapiKe KoJlareH U enacTuH. Hbena
yJora je 1a (M3MYKK pa3BOjd CCH30PHY PETHHY OJ1 BAaCKYJIApHOT KOPHUTa XOPHOKAITHIapHUCa.
YnpaBo IpoMeHe Ha HUBOY OBE MEMOpaHEe MOTY JIOBECTH JI0 ypacTamba HOBUX KPBHHX CyJIOBA H

(bopMupama XOporIaiHe HEOBAaCKYJIapHe MeMOpaHe.

Xopouoea

Xopowujea mpeacTaBiba jefaH O] JIBa UPKYJIATOpPHA CUCTEMa KOjU YUECTBY]y Y UCXpaHU
perune. Ilpexko xopuokammiapuca XpaHJbMBE MaTepHje JOCIEBajy 10 CHoJballkbe Tpehune
peTuHe.

CBe HaBeseHE CTPYKType HEONXOJHE Cy 3a HOPMAJHO (YHKIMOHHCAE BHUJA, alld MOA
yTUIajeM pPa3IMYUTUX I[polleca peMeTe ce TIpaHMIle XOMEOCTa3e M Kpeupa Omoxemujcka
wiardopma 3a 6yayhy maronorujy Hacranak AMD-a (36,37,38,39).

VY e nporiece oaroBopHe 3a HacTanak AMD-a crianajy (ciuka 2)(36):

1. HEKOHTPOIKCAHU OKCHJIATUBHU CTPEC

2. nunodycruHOoreHe3a

3. Ipy3oreHesa

4. 6naru uH(IAMATOPHU TIPOILIEC - TapanHQIamaIja

5. HeoBacKyJapu3zaluja koJ Biaxse popme AMD-a
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Uctamberve UcTtambere

Usnarawe UV Bpyxose xopuokanunapuca Jll OKcuaaTUBHM cTpec
3paumma

AMC(')YHKU.M]a pmmmmmmsd  HocTaHaK gpy3a AKTMBaUMja
RPE KOMM/IeMeHTa

1 NMeaumjatopu
[cpynumja uHbnamaumje
bpyxose
membpaHe

Y3Hanpegosana AMD u ry6uTtak suga

HeoBackynapusaumuja

Cnuka 2. MexaHu3aM HacTaHKa HeoBacKyinapHe AMD

1.3.1 OxcunaTuBHH CTpEC

Kako Om ce oapkama XomeocTasa y OpraHM3MY IIOCTOj€ pa3JIMYUTH PeryJaTOPHH
MEXaHW3MH Ha CBUM HHBOMMAa KOJU OJp)KaBajy paBHOTEKY wu3Mel)y oOKcHIaTHMBHHX U
aHTHOKCHIaTUBHUX Mpolieca. CBaku nmopemehaj paBHOTexke u3Mel)y oBa JBa mpoiieca JOBOIH 10
omrehema henwja u TkuBa. Ta ce mojaBa Ha3WBa OKCHIATUBHU cTpec. OKCHIATUBHU CTpEC je
gecT (PEeHOMEH KOjH ce JieNIaBa KoJi CBUX KUBHX Onha. Y HOpMaTHUM (U3HOIJIONIKAM TIpOIiecuMa
ociobahajy ce cimobonm paaukanu (reactive oxygen species-ROS wu reactive nitrogen species-
RNS) koju 6p30 OHBajy HEyTpalWCaHW AKTHBAIMjOM CH3MMa MM HEKHM JPYTHM IyTEBHUMA.
CrnobomHu pamukanm Cy jako HecTaOuiaHW W Op30 pearyjy ca ApyruM MoJIeKyauMa Ja Ou
YCIIOCTaBWJIM CTAaOWIHO cTame. MMmajy IUpPEeKTHO IMTOTOKCHMYHO fejcTBO. Kama mohe 1o
omtehema cucremMa oxbpaHe on cIOOOJAHMX paJMKalla JI0JIa3d JO HCIOJhaBamka HHXOBOT
IITETHOT JiejcTBa. Y MpOLeCy OKCUAATUBHOT CTpeca y PETHHU HAjBUIIE CTPagajy AYTH JIaHIH

nonu3acuhennx MacHux kucenuna (polyunsaturated fatty acids-PUFA).
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Hajsehy mrery perunm kao cinoboguu pagukand uunHe ROS wu lipid-derived oxidative
protein (40,41,42,43,44).

1.3.2 JIunodycunnorenesa

JlunodycuuHorenesa je npouec Gopmupama sunodycnuuna. JlunopycuuH ce TaIOKU y
MHOTMM henjama y opraHuszMy y TpoIecy cTapema. PeTHHaIH JTUITOQYCIMH ce Pa3lIuKyje 0.1
OCTAJIUX jep CaJpKu JiepuBaTe BUTAMHUHA A KOjU MOTHYY M3 BHUIHOT IMKIyca. AKyMyJamuja

munodyciuna y henujama RPE je Bakan 3Hak crapema oka (45).

1.3.3 dpy3orenesa

Jlpy3orenesa je (Gopmupame ekcrpauenyinapHor aemnosuta usmel)ly RPE u Bruch-ose
MmeOpane (45). JIpyse Cy IEno3uTH KOjU c€ aKyMYJIUpajy eKcTparenyaapHo y aeny usmehy RPE
W yHyTpallmhe KojareHe 3oHe Bruch-oBe memOpane (46,47). One ce cMaTpajy OCHOBHHM
napameTpoM y aujarHoctuim AMD-a. KiimHHYKH ce MOTy MOJENUTH y TBPAE U MEKE Jpy3e y
3aBHCHOCTH O]l BEIMYMHE M OOJHMKAa, a Takohe Oommcyjy ce€ M pPETHKyJapHEe ICeyAoApys3e.
Jlpy3oreHesa je KOMIUIEKCaH MYJITH(AKTOpPHjaJIaH MPOIEC KOJH CE CIIOPO JCIIaBa TOKOM BHIIIE
roauHa. Tako ¢opmupanu neno3utu He camo na pusnuku oasajajy RPE ox ¢oropenentopa seh
U UHAWPEKTO yTUYy, HajBEepOBAaTHHUj€ pPa3BOjeM JOKATHOI HMH(IAMaTOPHOr OJroBopa Ha

HanpeaoBame 6osectu (48).

1.3.4 Nnpnamanuja

AMD Huje wiacuyna uHpnamatopHa Oonect (49,50,51). TIpomeHe koje ce aemaBajy y
MpoIleCy HEHOI HACTaHKa Ha3WBajy ce mnapawHdIamaiyjoM jep camo MO HEKHUM acleKThUMa
oarosapajy urgamaTopHom mporiecy (52).

[Tapaundnamanuja je ©Ha4Ye NpoIlec aganTalyje TKUBa Ha MITETHE MPOAYKTE KOjU HACTajy
U Kao Mocleania oOKCHuIaTUBHOT cTpeca. Hopmanan napanHdiaMaTopHi OJroBOp HEOIMXOaH je
3a 0OHaBJbakhE TKMBA U YCIOCTaBJbamkhe HOpMaITHE (PYKIIMOHATHOCTH. HapyimaBameM HOpMaTHUX

napanH@aMaTOpHUX MyTeBa y peTUHU J10J1a3H 110 pa3Boja AMD-a.
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[Tapanndnamanuja 3ajeqHO ca aKTUBALMjOM MHUKpOIIIHMje, MHPUITpAljoM Makpodara u
aKTHBAIIMjOM CHUCTEMa KOMIUIEMEHATa, HAPOYHTO AJITEPHATUBHOI IyTa Ca HEKOHTPOJIMCAHUM
crBapatbeM MAC kommiekca (membrane attack complex-MAC) yruue na nactanak AMD-a,

pe cBera JI0Bo M 110 apy3oreHese (53,54,55).

1.3.5 HeoBackynapu3zaiyja

HeoBackynapuzanmja y ckinony AMD-a mnpeacraBmba ¢Qopmupame HeoBacKyaapHe
MemOpane. HeoBackynapHa mMeMmOpaHa HacTaje ypacTameM HOBO(OPMHUpPAHUX KPBHHUX CYyIOBa
U3 XopHoKammiapuca kpo3 omirehema Ha Bruch-osoj memOpanu ka RPE u ¢doropenenropuma

(45,56). Ona je ocHOBHHM CyICTpaT y popMupamy Biaxue Gpopme AMD.

1.4 Baaxkna ¢gopMa ceHUWIHE jIereHepaluje ;KyTe MpJbe

OcHoBy oBe ¢opMe OonecTH KapakTepuile, Kako cMO Beh MOMEeHynu, HpPHUCYCTBO
XOpouJaJIHe HEOBACKyJIapHEe MeMOpaHe 300T uera ce U Ha3uBa HeoBacKynapHa AMD. V ocHoBu
HACTaHKa HEOBACKyJIapHEe MeMOpaHe JIeXKH NPOIeC aHTHOTeHe3e. AHTHOTeHe3a je GopMUupame
HOBHMX KpBHHMX CyJ0Ba U3 INocTojehux KpBHUX cyloBa KOJA ojapaciux ocoba. JaBiba ce Kao
OJIrOBOp Ha pasjMuuTe Mpolece Kao IITO Cy McXeMHja W MH(pIamanuja. AHTHOreHe3a MoKe
OouTtH ¢u3MooMKa U TaToyiomKka. PU3MOJONIIKAa aHTHOTEHE3a j€ 3apacTare paHa W TMPOIeC
penMpKynanuje 'y MHOKapAy, JMJOK IaTOJONIKY Tpe/ACTaB/ba HAacTaHAaK CyOpeTHHaHE
HEOBacKyJapHe MeMOpaHe, peyMaTOUIHOT apTpUTHCa U KapiuHoMma (57).

Kao Haj3Hauajuuju daxtop anruoreHese y Hactanky CNV uctuue ce VEGF koju yruue
Ha noBehame BacKyJapHOT epMeabmIuTeTa U CTUMYJIAIN]y HEOBaCKyJIapu3allyje.

AHruoreHesa je KOHTpoiHucaHa OamaHcoM wu3Mel)y cTUMyrnanuje W WHXUOUIIHje
anruorenese (58). Muxubutop anrumorenese je Pigment epithelium-derived factor (PEDF).
VYnpaBo HapylieHa paBHOTeXa u3Mel)y oBa JiBa mpoiieca ycie IpoayKaTa OKCHAaTUBHOT CTpeca
nosoau 1o npennoctu VEGF-a y ogrocy Ha aktuBHOCcT PEDF-a 11 xao mocnenuiia Tora monasu

1o pa3soja CNV (ciuka 3)(58).
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Crnuxka 3. Pa3Boj xopouaiHe HEOBacKyJlapHe MeMOpaHe

1.4.1 [TaToduzumonoruja HacTaHKa XOPOUIATTHE HEOBACKyJIapHe MeMOpaHe

CMmarpa ce &a riaBHy yJIOTY Y HacTaHKy HeoBackyiapHe MeMOpane umajy hemmje RPE.
Omne caapke MeNaHWH KOjU MX INTUTH OJl OKCHJATHBHOI cTpeca. TOKOM roanHa cMamyje ce
KOJIMYMHA MeJaHnHa. HekomIuieTHa AMrecTHja OTHAaJHUX MpOAyKaTa y MpOIecy BHIHOT
IUKITyca JOBOJW JO TOCTereHe akyMmyianuje Jmnodycuunna (59). Jeana ol KOMITOHEHTH
munogycuuHa je u peruHoun A2E koju moxe ma omretn DNA y hemmjama RPE u napymm
UHTErPUTET MUTOXOHApHjanHe MemOpane (60). Bpemenom monasu mo 3anebspama Bruch-ose
MeMOpaHe, OIajama I'yCTHHE M AdaMeTpa Xopuokanuiapuca u popmupama apysa (61). pyse
Cy JIETMO3UTH KOjU Ce aKyMylnupajy ekcTpanemyinapHo y naery usmehy RPE um yHyTpamme
kosareHe 3oHe Bruch-ose memOpane. CBe TO JOBOAM 10 CMamEeHOI MPOTOKA M TPAHCIOPTA
xpansbuBHX Matepuja 1o hennja RPE. Kao mocneauia Tora HacTaje XMIIOKCHja KOja JOBOJHU 10
aktuBarje transcription factor hypoxia-inducible factor (HIF) loa(HIF1A) (62). To cy
TpaHCKpUNIHOHK (hakTopu 3a mojadany mnponyknujy VEGF u amconmytHo cy HeomxomHU 3a
noBehaHy TPaHCKPUIMIIMjy MHOTHX I'eHa Kao OAroBop Ha xumnokcujy (63,64). HIF nuje jenmunu
dbaxrop koju ctumynuiie ekcrpecujy rera 3a VEGF. Ty cy jour u epidermal growth factor-EGF,
transforming growth factor- TGFa u wundnamatopuu turokunu (65,66,67,68). Ilojauana
excripecuja VEGF noBoaum 10 gopmupama HOBUX KPBHUX CYJIOBa KOjU ypacTajy M3 XOpOHJee
npeMa pEeTHHU W HbUXOBE II0jadyaHe eKCyJanHje, ITO JOBOAM N0 HACTaHKAa XOPOWIATHE

HEOBacKyJlapHe MeMOpaHe.
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1.4.2 ®@akTop pacta BaCKyJapHOT €HA0TeNa

VEGF je rmmKompoTenH 4uHje Cy OCHOBHE (YHKIHMje peryiaindja BacKyJIOTeHes3e,
aHTHOTEHE3E¢ W TpEeXHBJbaBamke CHIOTeNHuX hemuja (69). MohaH je MHIYKTOp BacKylapHe
nepmeadbmtHoctu (70,71,72). Cmatpa ce Takohe ma yTWdYe WM Ha PETHHAIHY JICYKOCTazy M
Heypornpotekijy. Ilocroje yetnpu paznuuuta tuna VEGF. Unanosu pammmmje cy VEGF A, B,
C, D u ninanienrapuu ¢akrop pacra (placental growth factor-PIGF).

Onu uMajy pasnuuute aQuHHUTETE 3a pa3IHMYUTe pelenTope Ha eHaoTenHuM henmujama (vascular
endothelial factor receptors-VEGFRS) (73,74,75). WaentudukoBane Cy TpH BPCTE pelenTopa
tupo3un kuHaze: VEGFR1;, VEGFR2 u VEGFR3. VEGFR1 umma mo3uTuBaH W HeraTuBaH
edexar Ha AaHTHOTEHE3Y.

VEGFR2 je mpumapHu MeaujaTop MHUTOTEHOT, AaHTMOTEHOT W e(eKTa Ha MepMeaOuIHOCT
kpBHEX cynoBa VEGF-A. VEGFRS je ykibyuen y numdanruorenesy (69,76,77,78,79). Hajsurie
nonaaraka noctoju o VEGF-A dakropy pacta 300r HeroBor 3Hauaja y OKyJIapHOj MaTOJOTHjU.
VEGF-A je mera nenoBama Hajeher Opoja antu-VEGF nexosa (80,81). Cgoje nmenoBame
octBapyje npeko VEGFR1 u VEGFR2 peuentopa m jenmuHu je WHIYKOBAH XHUIIOKCHjOM.
VEGF-B ce cenexktuBHo Besyje 3a VEGFR1 u uma ymory y perymauuju [erpaiaiuje
eKcTpallenylapHor Matpukca, henujcke aaxesuje u murpanuje (82). VEGF-C u VEGF-D Besyjy
ce 3a VEGFR2 u VEGFR3 penenrope u perymumnry numdorenesy. VEGF-C ykibyden je y
nporiec 3apactama pana (83). PIGF (phosphatidylinositol glycan anchor biosynthesis, classF) ce
cenexktuBHO Besyje 3a VEGFRI1 peuentop. Iloznat je mo tome mto morenuupa VEGF-A
UHIYKOBaHy mponudepanujy enaorennux hemmja (82,83).

Kon mwymu je wunmentudukoBano mgeBer riaBaux wu3odopmu VEGF-A: VEGF121,
VEGF145, VEGF148, VEGF162, VEGF165, VEGF165b, VEGF183, VEGF189 u VEGF206
(83). Cmarpa ce na je m3odpopma VEGFL165 Haj3acTymsbeHMja, M A2 MMa BUTAIHY YJIOTY Y
anruorenesn (85,86). VY o¢wusuonomkum ycmoBuma VEGF-A  ydectByje y mporecy
BacKkyisoreHese. Backymorenesa je mpomec ,,de Novo“ ¢opmupama KpBHHX CYI0Ba TOKOM
eMOpuoreHese Koju nounme AuQepeHinjanujom, npoandepainjoM 1 MUTPalljoM XeMaTOreHIX
marnyHux hemmja y3 yrunaj VEGF-A u PIGF (87,88). VEGF-A uma ymory y mporuecy
BacKynoreHese u anruoresese. lLlentpanna ynora VEGF-A nokasana je y maroreHe3u

OKYJIapHUX MUCXEMH]CKUX-HEOBACKYIApPHUX OOJIECTH.
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Nutpaokynapuu HuBo VEGF moBe3an je u ca ¢popMupameM HOBUX KPBHHX CyJIOBa KOJI

narjeHara ca anjabeTeCHOM PETHHOIATH]jOM M APYTHM HCXEMHUjCKUM obosberbrma (89,90,91).

1.5 /IujarHocTHKA CeHHMJIHE lereHepannje :KyTe MpJbe

JlujarHocTHKa CEHWJIHE JIeTeHEepamuje >XyTe MpJbe BpIIM C€ KOMOWHAIIMjOM BHIIIC
JUjarHOCTHYKHUX MeToaa. To ¢y MHIUpeKTHa odTalIMOCKoNHja, (hiyopecienHcka anruorpaduja
(®PA), unnoumjanuH TpuH aHruorpaduja (indocyanine green angiography—ICG), omnruuka
koxepentHa tomorpaduja (OCT) u dynayc ayroduyopecuenmmja (fundus autofluorescence-
FAF).

1.5.1 MunupekTHa oTaIMOCKOIHja

[IpencraBba mpernen ¢yHayca y HWHIUPEKTHO] CIMLOM Ha Mmmant jammd. To je
Oe3KOHTaKTHA MeToja y3 kopumiheme nyrne oa 90 wim 60 D, Wi KOHTAaKTHOM METOJOM Y3
nomoh ['omaman-oBor crakna. [lpermex ce paam y Muapujasu. XOpoWaadHa HEOBACKyJapHA
MeMOpaHa ce BUAM Kao 3€JeHKACTOCHMBKAcTa MPOMEHA y MakyilH ca MPUCYTHUM PETHHAIHUM
€1eMOM, CYOpeTHHAIHUM WJIM MHTpapeTUHAIHUM Xemoparujama. [locnenmu craaujym 6onectu
je opmMupame oxxHUIbKA.

Beoma je Baxxno pasmukoBatu CNV ox apysa. TBpae apyse cy maie, okpyrie, )XyhkacTto
6enuyacte HakynuHe. [lojeauHauHO OBe Apy3e ce cMaTpajy HOPMATHUM (U3HOIOIIKAM HaJla30M
y IpoIiecy crapema. Meke npyse cy Behe o 63 UM y mpeyHUKy, )KyTe WIH CUBKAacTe, HeJaCHUX
rpanuia. ['ycTuHa UM ce cMamyje of IeHTpa ka nepudepuju. Mory ce cnajatu y Behe apyse.
CBojuM crnajambeM MOTY JI0BECTU J10 (hopMHUpama JAPYy3€HOUIHOT MMOCTEPUOPHOT EMHUTENIN]aTHOT

onBajama (posterior epithelial detachment-PED).

1.5.2 ®dnyopecnenncka anruorpaduja - DA

VY ciydajeBuMa Kaja MOCTOJU JAWJIEMa Jia JHM Ce paad O KOH(DIYEHTHUM Jpy3aMa WM
HEOBaCKyJlapHOj MeMmOpaHu panu ce ¢uyopecuenHcka anruorpaguja. DA  cioyxu 3a

neduHUCamE BEIMUMe MeMOpaHe, leHe JIOKaTM3allije, TUa U aKTUBHOCTH.
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@A ce u3Boau yopusrasamem 5 ml 10% pactBopa HaTpujyM-diyopeciienta y KyOuTainy
BeHy. HakoH HmbeKIM]je CIIMKa ce 04HO JHO U TO of pane ¢asze (10-20 sec.) ma g0 kacHe ¢ase.
Tymaueme Hanmaza Ham omoryhaBa kinacupukanujy CNV Ha OCHOBY BeHE JTOKAIHM3AIHMje U THITA
dayopecuenmnmje. I[lo tuny dayopecuennuje CNV ce nenu Ha: KIacW4Hy, MPEIOMUHAHTHO
KJIaCHYHY, MHHUMAJIHO KJIaCHYHYy W OKyITHy MemOpany (92,93). Ilo MecTy okamu3aiuje
MeMmOpaHa Moxke Outu cyodoBeanHa (3axBata ¢oseony), jykcradoseanna (y kpyry ox 200 um
o poseoie) u excrpadopeanna (200 UM wiu Buiie o1 GoBeoie).

AKo ce paau O TBpAMM JApy3ama, muxoBa QuyopecueHnuja Ha @A kopecnoHampa ca
npy3amMa u wucrameweM RPE  ucmom mux. Meke apy3e mak MOKa3yjy paHy
xunepdayopecleHInjy ca KaCHUM 00jereM anu 0e3 Iypema KOHTpacTa.

Knacuuny CNV kapakTepuiily jacHe TpaHuiie XurnepQryopecieHnnje y OAHOCY Ha OKOJIHO
TKHBO Yy paHuM ¢azama. Y KacHHM (a3zama MOCTOJH MPOTPECHBHO IypeHE KOHTpacTa M3BaH
rpanuna nedunucanux jom y panoj ¢aszu. Kmacuuna CNV je 6ospe nedunucana oa OKyjiITHE
MeMOpane jep npoaudepanuje nocroje uznag RPE.

Oxyntany CNV kapakrepuilie UCTaYKaHO IMOJbe XHIepIyopecieHIje y KacHuM (a3ama
aHTuorpaMa HejacHO Je()MHUCAHUX IPAHUIIA y OJHOCY Ha OKOJHO TKHBO.

[Tocroje nBa obnmuka okyntHe CNV (94): ¢ubpoBackynapHO oOfiBajame PETUHATHOT
MUTMEHTHOT eNuTeIa KOjU ce BUAM Kao MeraBa XunepguiyopecleHIMja HakoH 1-2 MUHyTa nocie
WIEKIM]e ca MEeP3UCTEHTHUM 00jeheM WM IypemeM 00je y cyOpeTuHamHu npoctop HakoH 10
MUHYTa, U LIypewe y KacHO] ¢a3u u3 HepehenHncaHor U3Bopa, IITO ce BUIU KAao KacHa Ierasa
xurnepQyopeceHrja Kojoj HeAoCTajy 100po JedUHUCAaHEe UBUIIE, ca LypemeM 00je Y OKOJIHU
CyOpeTHHAIHH IIPOCTOP.

[Mpenomunantro knacuyaa CNV je memosura CNV kox koje mosee KIacudyHe MeMOpaHe
yiHM BHIIE o1 50% ne3uje.

Munumanso kinacuyda CNV je memosuta CNV koJ1 kKoje nosbe Ki1acuuHe MeMOpaHe YnHU

Mame o1 50% nesuje.
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1.5.3 Unpouujanud rpul anruorpaduja - ICG

WNunonujanun TpuH je 060ja Koja ce pacTBapa y BOJIU H Be3yje Ce 3a MPOTEHHE IIa3Me.
Odnyopecrienpa Onm3y WHpaNpBEeHOT paHra. boja ocraje mpuUMapHO Yy XOPOHIATHO)]
UPKYJIaluju ITo oMoryhaBa BU3yelIHM3alujy XOpPOHJATHOT KPBHOT IPOTOKA KOjH C€ HE MOXKE
BHJIETU O] cyOpeTWHanmHe KpBH W ekcyaanuje kama ce pagu DA. ICG je kopucHa 3a
uaeHtupukanujy yome nepunucanux okyaTHUX CNV um oHHMX Koje ce He MOry Hpernu3HO
nepunucaru Mmeronom DA.

[Tocroje 3 naumna 6ojewma ICG-om. "Hot spots” oarosapajy oxyntHum memOpaHama Ha
@®A. One cy mMame on AMjaMeTpa ONTHYKOT JMCKa 10 BEIMYMHU W TIOKa3yjy paHy, I00po
nepuHUCaHy XUrepIyopecieHIn]y.

[TnakoBu cy Behu on nujameTrpa MucKa y MPEYHUKY, KacHHUje (IIyOpecleHIIUpajy U MOTY
outH 100po WK Jorie nehuHucaHuX rpanuia. Yemhe ce jaBibajy y omHocy Ha' hot spots”.

Komb6uHOBaHO 00jeme KapakTepwuiie mojaBy u "hot spot” u miaka. Ha ICG-y TBpae mpyse
xurnepdiryopeceHuupajy mnocie 2-3 MuUHyTa W KacHuje. Heke mexe npyse je moryhe um He

JICTEKTOBATH, JIOK JApyre XumnodrypecieHunpajy kpo3 cee dase (94).

1.5.4 Ontuuka KoxepeHTHa Tomorpaduja

OnTuuka KoOXepeHTHa ToMorpaduja je HEHMHBa3uWBHA, OE3KOHTAKTHA JIMJarHOCTHUYKA
nporenypa. Beoma je jenHocraBHa 3a M3BOheme M MOXE ce pajuTH M Ha YCKy 3eHuuy. He
3axteBa npumnpemy nanujenta. OCT nmarupa jomr ox 1991. ronune. Ha XxymaHO) peTHHM IpBH
nyT je mpumermeHna 1993. romune (95,96,97). 3acHuBa ce Ha MPUHIMIY HHUCKO KOXEPEHTHE

cBetiocHe uHTepdepomeTpuje (ciuka 4) (98,99).
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Cnuka 4. MexanusaM (QyHKIIMOHHCAkhA ONITHYKE KOXEPEHTHE ToMOTrpaduje

IToctoje aBe Bpcte amapara: time domain OCT (TD-OCT) u spectral-domain OCT (SD-
OCT). Kong TD-OCT-a eMHUTOBaHH CBETJIOCHH 3paK OJ CTPaHE CYINEPIyMHUCIICHTHE U0 [ena
ce Ha JBa Jiena. JemaH 3pak mpoja3d Kpo3 ONTHYKE MEIHje a MOTOM ce pedIiekTyje oj ciiojeBa
perune. [pyru 3pak ce onduja ox pedepentHor ortenana. [Ipomene no3umuje orieaana Ha myTy
pedepeHTHOr CBETIOCHOI cHoma oMmoryhaBajy aHaiau3y CTPYKTypa peTHHE Ha DPa3IuYUTHM
nyOMHaMa y TOKY CBeTJIOCHOr exoa (opmupajyhu A-scan. Bpeme moTpeOGHO 3a CKeHHpame
kapaktepuctuka je TD-OCT-a.

Cappemennju SD-OCT nHema motpeOy 3a oriieaiom kKoje ce kpehe Ha myTy pedepeHTHOT
CHOIIA CBETJIOCTH, IITO oMoryhaB MHoro Opxy ciauky Bucoke pesonynuje. SD-OCT omoryhasa
caOupame BeJUKOr Opoja cHuMaka BHcoke pezonyuuje 50 myra Opxke ox TD-OCT-a. Beoma
KBJIUTETHA CJIMKA JOOWjeHa Y JBE WU TPU paBHU omoryhaBa BU3yeNnU3alH]y YHYTpaIImbe
CTPYKTYype peTHHE, OTHOCHO MaKyle. To je ycTBapu onTHUYKa OMoIIcHja MaKyIle, Wi Kako je joII
HAa3MBajy U XUCTOJIOTH]ja YXKHBO.

ITomohy OCT—a y makynu onucyjemo ciezaehe ciojeBe of cliojba Ka yHyTpa: Xopoujea u
XOPHOKANMJIAPUC; PETUHATHHU IMUTMEHTHHU CMHUTEN; Croj m3Mel)y CroJpalllbuX W YHYTpAIIbUX
cermenara ¢oroperentopa (IS/OS junction between inner and outer segments of
photoreceptors); cmospamma rpanuuHa MemOpana (ELM-external limiting membrane);
criospanu HykineapHu cioj (ONL-outer nuclear layer); cnospammsu mpexactu cioj (OPL-outer

plexiform layer); yayrpammsu Hykineapuu cioj (INL-inner nuclear layer);

22



yuyrpammsu Mpexactu cioj (IPL-inner plexiform layer); cmoj ranrmujckux hemmja (GCL-
ganglion cell layer); ymyrpamma rpannuHa memOpana/ciioj HepBHux Biakana (ILM/INFL-

internal limiting membrane/nerve fiber layer) (ciuka 5) (97).

Cmuka 5. Xucronomku /OCT mpecek Makyiie 1o CJI0jeBHMa

O03upoM Ha BU3yEJIHM3AIIH]y CJI0jeBa PETUHE Y MaKyJIl MOXKE C€ Ta4HO JEe(PUHHUCATH Y KOM
ClI0jy TIOCTOje TpoMeHe. Mory ce mpatuTd cienehe maTosomike npoMeHe: 1. TpUCYCTBO
untpaperuHanne teudoctu (intraretinal fluid-IRF), 2. cy6petunante reunoctu (subretinal fluid-
SRF), 3. TeyHOCTH WCIIOJ PEeTHHAIHOT MMrMeHTHOT enmrtena (pigment epithelial detachment-
PED), 4. cyOperunanHor xumneppeduieKTHBHOT TKMBHOT komruiekca (Subretinal hiperreflective
tissue complex-SHTC), 5. cnospammsrpannune MmemoOpane (external limiting membrane-ELM) u
6. 3aneOipambe yHYTpallllbe TpaHWYHE MeMOpaHe—enupeTHHaIHa MeMOpana (epiretinal

membrane-ERM).

IRF-unTpapernramaa teynoct ce Ha OCT-y Buau kao ToJApydYje CMameHe
pednekTuBHOCTH U3Mely ciojeBa peTwHEe Y3 mopact nebsbmHe Makyne. SRF-cyOpermHamHa
TEYHOCT TOBOPH O CTamy CIOJbAllEbe XeMaTOpEeTHHAJIHE Oapujepe jep HEHUM IMOMyIITamheM
7107131 10 HaKyMHMHE TEYHOCTH, ILITO C€ BUAM Ka0 ONTHYKU IMpa3aH MpocTop u3Mmely peTuHe u
RPE. PED unu cepo3na abnanuja perune je TeunocT ucnoq RPE, mTo ce u Buau kao oaBajame
RPE. SHTC-cybpernnanan xureppedieKTHBHU TKUBHH KOMIUIEKC WK CyOpeTrHamHa Gudposa
BUJIM CE€ Kao BHCOKO pedpakTHBHa MeMOpaHa u3Mel)y HeypoceH3opHe petmHe M Bruch-ose

MeMOpaHe.
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ELM-cnospamma rpaHnyHa MeMOpaHa youaBa ce Kao XuneppedieKTHBHA KOHTHHYHpaHa
JIMHW]ja HCTIpe]T coja (hoTopenenTopa Koju ce MmaK Onucyje Kao XuneppeIeKTUBHA CII0j UCTIPE]
RPE. ERM-enupernnanna memOpaHa je 3aae0JbaHa yHYTpallllkha TpaHHYHA MeMmOpaHa Koja
Habupa mnoBpmmHy Makyie. Ha ocnoBy OCT-a Moxe ce HU3BpPIIMTH M KiIacupUKaIyja

HeoBacKylapHe MeMOpane Kojy je mpemtokuo Donald Freund (94).

OCT xknacudukanyja ce 3aCHMBa Ha OJHOCY XOPOHJATHE HEOBAaCKyJIapHe MeMOpaHe u
RPE.
1. Tun 1 - CNV ce nanasu ucnoa RPE u Bruch-ose memOpane
2. Tun 2 - CNV ce nanasu uzmely perune u RPE
3. Tumn 3 - CNV ce Hanaszu yHyTap peTHHE

Moxe rmocrojaTd ¥ KOMOWHAIHja HEKOT OJ] OBUX HAUYWHA ypacTama.

Ocum nujarHoctuke W HaBepeHux mnpenHoctu koje OCT wmma y onmHocy Ha japyre
IMjaTHOCTHYKE METOJAe, OHa je jeAMHCTBEHa  jep C€ €leM MOXe KBaHTU(UKOBATU
NpUKa3uBameM IeHTpanHe neomuue y wmakymd (central macular thickness-CMT), wiun
3ampeMHHe-BolyMeHa TeuHocTr y Makynu (100,101).

Hentpanna nebGsbuHa Makyle Mepu ce wusMely 1nBe xumeppeduieKTUBHE IHHHU]E.
VHyTpalllkha JHHHja TOTHYE OJ] YHYTpalllbe rpaHnvyHe MeMOpane (membrana limitans interna-
ILM), a cmospamima o cioja QoToperentopa peTuHe. 3ampeMHHa MeMmOpaHe onpeljyje ce
JIUPEKTO TPEeKo codTBepa MHCTATIUpaHOr Yy amapary. 300r CBOjé HEMHBAa3MBHOCTH U

jemroctaBaoctn OCT cimyxwu u 3a npaheme manyjeHara HaKOH IPUMEHhCHE Teparnje.

1.5.5 ®ynayc ayrodpnyopecuenuuja- PAD

VY 0BOj IMjarHOCTHUYKO] MPOIIENYpU Kamepa mpuMa ayTohIyopeceHIIn]y eMUTOBAaHY Of]
ctpane ¢uyopodopa perune. Excuuranmja mumodycipHa ce BpIId y3 MOMON TaJlacHE JYXUHE
uzmehy 470 u 550 nm. Yuyrap TamHe (hoBeasiHe aBacCKyJapHe 30He, yClie]] HaKylTMHEe TUTMEHTa
elleM ce BHJIM Kao PacBeTJbaBambe 300T momepama nurmenta (102).

Atpoduja RPE ce Buam xao TaMHO MOJb€ jaCHO OTPAaHMYCHO, YaK W 00Jb€ y OJHOCY Ha

dyrzyc bororpadujy.
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CBexxe xemoparuje BUIUMO Kao TamHa moJba. Hakynuue teunoctu ucnojg RPE, npyse,
TEYHOCT MOPEKJIOM OJf XOpOHWJajJHE HEOBacKyjJapHe MeMOpaHe MOKe ce IpHKa3zaTu ca
[0jaYaHUM, HOPMAJIHUM WJIM CMameHUM (IYOpPECUEHTHHM HHTEH3UTETOM. 300r TOra OBY

METOAY Tpeba KOMOMHOBATH Ca OCTAJIUM JIMjarHOCTUYKUM Mporeaypama (102).

1.6 Jleueme ceHUJTHE IereHepaluje ;KyTe MpJbe

1.6.1 MeaukaMeHTHa Tepanuja

1.6.1.1 Ynorpeba BUTaMHUHA U APYTUX CyIJIEMEHaTa

VYnorpeba BuUTaMMHAa W JPYTUX CyIUIEMEHaTa  ycliopaBa HalpeloBamke CEHUIIHE
JiereHepalmje xxXyre MpJbe, rpe cBera u3 cyBe y BnaxHy (opmy. Benuke crynuje (AREDSL u
AREDS2) nedunucane cy agekBatHy (GopMyInanujy BUTAMHHA U CyIUIEMEHATa 32 yCIOpaBambe
CEHUJIHE JieTeHepanuje xxyre Mpibe. @opmyna caapxu S00 mg sBurtamuna C, 400 1) sutamuna E,
10 mg nyreuna, 2 mg 3eakcantuHa, 1000 mg omega 3 MacHUX KuCeNMHA, 25 MJ HKUHKa U 2 Mg

Oakpa y 00Ky 6akap oxcuna (3,4).
1.6.1.2 Aatu - VEGF tepanuja

CBe AnTu-VEGF nexkoBe MoxeMO MOAEIWTH y BUIIE Ipyla Yy 3aBUCHOCTH O] HHXOBOT
MexaHu3Ma JienoBama (103):
1. nexoBu xoju neyrpanuinry VEGF (Pegaptanib, Bevacizumab, Ranibizumab, Aflibercept,
KH902, AdGVPEDF11D, Bevasiranib)
2. IGKOBH KOjU ce YKJbYuyjy y Apyre nyreBe aktuBauuje VEGF (Sirolimus)
3. nexoBu koju HeyTpanuury VEGFR (jour Hucy kopuithenu y opTaamMoaoruju)
4. IeKOBH KOjH C€ YKJbYUyjy y myTeBe yapyxeHe ca VEGF myresuma (JSM6427, Volociximab).
[ToceOHy rpynmy uyuMHE JIEKOBU ca aJTepHATUBHUM IyT€BUMa JeJOBama (JIEKOBU UHUjU
nyTeBU JenoBama Hucy Be3anu 3a VEGF). V Ty rpymy cnanajy areHcH Koju JOBOAE [0
omrehema KpBHUX Cya0Ba kao mro cy: Eculizumab, ARC1905, Infliximab u Ozurdex (103).
Haj3nauajuujy rpymy umHe JekoBH Koju HeyTpammmy nejctBo VEGF. TpenytHo ce y
odranmonoruju HajBuie kopucte cieaehn AnTH-VEGF nexoBu: Ranibizumab (Lucentis®),

Bevacizumab (Avastin®) u Aflibercept (Eylea®).
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1.6.1.2.1 Maxuburopu Qaxropa pacta BacKyJapHOT €HAOTEa

Pegaptanib sodium (Macugen®) 6uo je mpBu Jiek oBe BpcTe oa00peH on crpane US
Food and Drug Administration-FDA 3a neueme Braxxkne popme AMD-a jomr 2004. ronune. Jlek
ce Besyje camo 3a VEGF-A, omHocHo camo 3a meroB uzodpopm VEGF-A 165. 360r 6ospux
pe3yiTaTa Koju Cy MMOCTUTHYTH JieuewmeM apyruMm antu-VEGF nekoBuma ymorpeba oBor Jieka je
JI0CTa CMambeHA @ Y MHOTUM 3eMJbaMa U n30adeHa.

Pann6usyma6 (Lucentis®) peructpoBan je 2006. roaune ox ctpane FDA Ha ocHOBY
pesynrata nooujenux y crynujama MARINA u ANCHOR.

PannOuszyma0d umHe peKOMOMHOBaHA XyMaHHM30BaHA aHTHTENIa y BUAY (parmMeHara, aKTHBHA
npotuB cBux m3opopmu VEGF-A.

Aflibercept (Eylea®) - VEGF Trap-Eye je conyomwinu VEGF penenrop. To je
pexombuHoBanu ¢Gy3uoHHU MpoTenH Koju caapxku aenose VEGFR-1 u VEGFR-2 peuentopa u Fc
¢dparment xymanor 1gG. Besyje cee VEGF-A uzodopme (ca Behum adhuHUTETOM y OIHOCY Ha
npyre Autu-VEGF nexose) (104), VEGF-B u Phosphatidylinositol glycan anchor biosynthesis,
class F-PIGF. 3a neueme Bnaxne popme AMD-a 3BannuHo je peructpoBan 2011/2012. ronuse.
300r cHakHUjer apUHHUTETa BE3WBamba M AYXKEr IMOJyBPEMEHa JKUBOTAa Y OKY, JIEK C€ MOXe
aITMKOBATH y MaJIMM Ji03ama U ca Behum pasmaruma (105,106).

Bevasiranib (SIRNA - 027) unaktuBupa MRNA VEGF Ttako na cynpumupa npomayKIujy
VEGF (107,108,109).

Edexkar oBor neka ce ucnutyje y cryauju Cand5 Anti-VEGF RNA — CARE, nok ce y Il
dasu cryauje Combining Bevasiranib and Lucentis Therapy - COBALT wucnuryje mero edekart
y KoMOuHanuju ca pannouzymadoom (110).

KH902 je pexombunoBanu comyommnu VEGFR nmporenn xoju canpxu nenmose VEGFRI u
VEGFR?2 peuenropa komouHoBanuM ca F¢ nenom 19G (cnmuno adaubepennry) (110,111).
AdJGVPEDF11D capmxu y ceou ren Pigment epithelium-derived factor-PEDF 3a xoju ce

cMaTpa Jla yTude Ha MHXUOuIHjy anruorenese (112,113).
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1.6.1.2.1.1 BeBamu3yma6 - Avastin®

BbeBaru3zymab je pekoOMOMHAHTHO XyMaHHU30BaHO MOHOKIIOHCKO 1gG anTuteno. [lenyje Ha
cee VEGF-A u3odpopme. Caapxu aHntuTena y meauHH, MosieKylcke texune 149D (cnuka Op.
6)(105).

ITpBa Off-label wmHTpaBeHcka ymorpeba Avastina® y neuemy HeoBackynapae AMD npu
nyT je oOjaBibeHa 2005. rogune (114). Hakon Tora o6jaBibeHO je J0CTa pajoBa BE3aHHX 3a
edekaT OBOTI Jieka HaKOH MHTpaBuTpeanHne npumene (115,116,117,118,119,120). besarusymad
(Avastin®) je 3BanuuHO 0700peH on ctpaHe FDA 2004. roauHe 3a MHTPABCHCKY MPUMEHY Kao
XEeMOTeparnuja y Jieuemhy METaCTaTCKUX KapIMHOMA KOJIOHA M PEKTyMa.

CATT (comparison of AMD treatment tial, Bevacizumab vs Ranibizumab) cryauja uuju
cy pesynratu oOjaBbenn 2011. w 2012. roamHe mokazana je mga Oeanmuszymad Huje
nH(EPHUOPHUU TIO CBOJUM pE3yiATaTHMa y OJHOCY Ha paHUOM3yMal y jedewmy BiaxHe dopMme
AMD-a. Tlocne AMD-a moapydje mpuUMeHE OBOT JieKa MPOIIMPEHO je M KOJ JAujadeTecHOr
MaKyJapHOT eJleMa U OKITy3Hje LEHTPAIHE PETHHAIHE BEHE W/ IEeHE TPaHe.

»
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Crnuka 6. Beparusymab (Avastin) — antuTesno y uenunu ca Bezanum VEGF monekymima

bepann3ymab ce mpexko RPE u xopuaee TpaHCHOpTyje aKTHUBHHM TpPAaHCIOPTOM Y
IUPKYJIAIKjy, T€ Ce 3aTO HE Mpenopydyje ocodama ca CpuyaHOM HMHCY(PHUITHU]EHIINjOM U aHTHHOM
MEKTOPHC, Kao U ocobama Koje Cy mpenexane MOXKIaHH! yaap.

Jlo canma Huje Hal)eHa MOBE3aHOCT OBOT JIEKa Ca CUCTEMCKUM HexebeHUM edextuma (121).
Y wManoj cepwju TpeTHUpaHWX MarujeHaTa ca HeoBackyidapHoM AMD jeawmHu cucreMcku
HexeJbeHH epexaT Onna je xunepreHzuja. OKynapHa TOKCUYHOCT HUje oTBh)eHa y CripoBeIeHUM

crynaujama (122,123,124,125,126).
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International Intravitreal Bevacizumab Safety Survey cryamja koja je wucnuTHBaIa
HEe)XeJbeHe eeKTe yTBpAWiIa je Ja Hema Beher cucTeMCKOr pu3uKa y OJHOCY Ha PU3HMK KOjH
MOCTOjU O] HAaBEJCHUX CTama Koja Cy WHAYe YecTa y momynanuju crapujux. O JToKaTHUX
HEXeJheHUX edeKaTa Be3aHUX 3a JIaBamke MIHEKIMja MOTY ce jaBUTH cydy3uja, epo3uja, Jie3nja
COYMBa, a BPJIO PETKO abmamuja Mpexmwade u eHaodramvuruc (127). Ilto ce Thye HavymHA
J03Mparbka Ty joIl He I0CToje TauHo Aedunucane cmepauie (128).

Ha ocmoBy MARINA u ANCHOR crymuje matu cy cnempehu mpemno3u no3upama
OeBanm3ymada v paHnOU3ymaba:

1. MeceyHO 103Upame

2. PRN-pro renata (mo notpedu) gozupame npaheno OCT-om

3. PRN nosupame npaheno OCT-om u ¢uryopecienHCKOM aHTHorpadujom

4. PRN nosupame mpaheno OCT-oMm, duyopeclienHCKOM aHTHOTPadUjoM M TIPOAYKCHEM

uHTepBajia u3Mel)y mocera Kaja ce MOCTUTHE CTaOMIHO cTambe (treat and extend)

1.6.1.2.2 JlekoBHu KOju ce YKJbYUY]y y Apyre nyreBe aktuBanuje VEGF

[TocToju BuIlle areHaca y 0BOj IpyIIH, ajii 3a caja je Haj 3HayajHuju Cuposumyc.

Sirolimus je arenc umja je mera menmoBama Hypoxia-inducible factor 1-alpha (HIFla).
dakrop koju yruue Ha aktuBanujy HIFla je mehanistic target of rapamycin (mTOR).
Wuxuodutop MTOR je cupomumyc. Sirolimus (Rapamune) uMa aHTH-HHQIIAMATOPHY, aHTH-
aHTHOTEHY M aHTU-(PUOPOTUYHY aKTHBHOCT.

On crpane FDA onobpeH je kao mpeBeHIMja OJ] 010Hjamba TPAHCIUIAHTUPAHUX OpraHa

(129,130). V ToKy Cy CTyaM]je 3a HCIIUTHBAILE HETOBOT eekTa y jgeuckhy HeoBackymapae AMD.

1.6.1.2.3 JlexkoBu koju HeyTpanumry VEGF peuentope

MexaHu3aMm JejcTBa OBUX JieKoBa oriiena ce y omokamu VEGF-penienropa. OBu nekoBu

HUCY jOII TECTUPAHH Yy OPTAIMOIOTH]H.
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1.6.1.2.4 JlexkoBu KOju ce YKJbYUyjy y yTeBe yapyxkene ca VEGF nyresuma

JSMG6427 je mnpBu CeNneKTHMBHU Maiu MoJieKynl uHxuOutop wuHTerpuna alphaSbetal.
WuTerpunu cy MoieKyiau Koju Mory Outu axktuBupanun VEGF-om u monamarté ce kao
peuentopu. Ha mpumep VEGF-A165 Moxke akTUBHpaTH BHUIIE HMHTETPHHA YKJbYYEHUX ¥
anruorenesy. Jeman o wux je u a2f (131,132,133).

Volociximab je MOHOKJIOHCKO aHTUTENO ca MCTHM MeXaHH3MoM kao u JSM6427. Tlpsa

UCIHUTHBaka OBOT Jieka paleHa cy Ha 3edeBuma re je CNV Ouna n3a3Bana gacepom.

1.6.1.3 JlekoBu ca anTepHAaTUBHUM IyTEBHMa JIeJIOBamba (JIEKOBU YMjU IIyTEBHU JEJIOBamba HUCY

Be3anu 3a VEGF)

ATeHCH KOjH 10BO/Ie 10 NyLHaka (IUucpynuuje ) KPBHUX CyA0Ba

VY nocaenmux 10 romuHa OTKPHBEHO je JOCTa MOJEKYyJa KOjU HM3a3HMBajy MyIame HOBO
HACTAJIMX KPBHUX CyIOBa. TH MOJIEKYJIM MMajy HCTH MEXaHHU3aM JI€jCTBA KA0 KOJIXUIIMH H BEOMa
CIIMYHY CTPYKTYpY. Be3syjy ce 3a B-TyOynuH y He3penum enorenHum hemmjama.

Kao pesynrar Tora nomnasu 10 mpoMeHa Ha KpHUM cyioBuMa. Hu jenan ox oBux JiekoBa
HHj€ YKJbYUCH y CTyaujy 3a lieuere AMD-a (134).

Nuxuduropu unpaamanuje - axTUBalMja cCUCTEMa KOMIUIEMEHATa CMaTpa c€ BaKHUM
norahajeM KOjU JOBOJU 1O XpOHHYHE JoKasHe uHGumamaruje kogq AMD-a. To uunHu cucrem
KOMIUIeMeHaTa MoryhoM TadukoMm JesnoBama y neuewy AMD-a. Ty cnagajy Eculizumab (Soliris),
ARC1905 koju ce Be3yjy 3a C5 komoHeHTy cuctema komriemenara (135,136).

Infliximab (Remicade) je pekoMOMHOBAaHO MOHOKJIOHCKO aHTHUTEJO KOje ce Be3yje 3a
TNFa (tumor necrosis factor-a). Tpenythro je y Il ¢pa3u ucnutupama y neuery AMD-a.

Ozurdex cmama y Tpynmy KOPTHKOCTEPOMAA (JIEKCAMETACOH) KOjU HWHXHOUIIE

MH(IaMaTOPHY peaKiujy.
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1.6.2 Xupypuike MeTo/1e jJe4yemha

1.6.1.1 CybmakynapHa Xupypruja

Cayxu 3a yknamame cyopernnanne CNV u kpBu. Xupypiika excriusuja cyOdoBeanHe
CNV mnokazana je nmobpoout y cramuma rrae moctoju CNV kom muonuje W OKyjlapHe
xucromiazmose (137). He Oamr ummpecwBHHM pe3yiaTaTd y Jiedcwy HeoBacKyinapue AMD-a
npunucanu cy ymautary RPE y komruiekc mMemOpane, ma TOKOM omepanuje J0Ja3d U 10
ETOBOT YKJIahakba, Kao U YKJIamama 3axBaheHor XOpHoKanwiapuca, ITo pe3yiITupa JIOINjoM

[IOCTONEPATHBHOM BUIHOM orurpuaoM (138).

1.6.2.2 TpaHcnokaruja MaKyse

W3Bomu ce y cinydajeBuma rae cy jako omrehenu ¢otopenentopu, RPE, Bruch-osa
MeMOpaHa U XopHuoKanuiapuc.Ykiamame cyopernunaane CNV ocrapiba 30HY omreheHOr TKHBa
TaKO Jla HeMa IOJPIIKE YCIOCTaBJbamby BHIHE (QyHKIHje. M3BoaM ce Tako INTO ce LEHTap
MaKyJie poTHpa y OJIHOCY Ha HOBOHACTaJe KpPBHE Cy/IOBE Ha 3/jpaBu Jieo perune. Kana ce momepu
MakKyJia OHJa C€ Jlacep KOPHCTH 3a YHHIITaBaleé HOBOHACTAIMX KPBHHUX CynoBa. Poraruja
MakKylie je MoKa3ana KpaTKOTpajHO mMoOoJsblllatbe BHAA KOJA Hekux manujeHara (139,140).
Omnepanujy mnoMmepama Makyje NpaTd M oOmepaluja IoMepama ojarorapajyhux wmwumumha.
HaskanocT pesynraTu Cy 4ecTO HEMPEIBUANBH 1 Ha AyTe CTa3e MporHo3a je HejacHa. Koa Hekux

cily4ajeBa J10Jia3u JI0 pa3Boja npoyiudeparuBHe BUTPOPETUHOMATH]E U a0JIallije MpeKbaye.

1.6.3. OcTa;iu BUIOBH Tepanmuje

1.6.3.1 ®doroxunamcka Tepamnuja (photodinamic therapy - PDT)

Kopuctu ce y Tepanuju Binaxne popMme ceHIIHE JIereHepanuje xxyre mpibe. Verteporfin
(Visudyne) peructpoBan je 2000. rogmue on crtpane FDA. OBaj nek ce yOpusraa
MHTPABEHCKUM IyTeM y Lupkynamnujy. iMa nojauan auHUTET 3a HOBOHACTalle KPBHE CYIOBE Y
Makynu (HeoBacKyjgapHa MeMmOpana). Jlacepckum 3pakoM ojapelieHe TanmacHe TyKMHE JIeK ce
aKTHBHUpa U JIOBOJM 110 (popMupama TpomMOOoBa M OJoKMpama a0HOPMAHUX KPBHUX CYyJ0Ba,
TayHHje BUXOBOT Iypema U (popmupama oxuibka. Edekar neka Tpaje oko 3 mecena. Yecto
3axTeBa BUIIE MTOHABJbama. OBa Tepamnuja oMoryhaBa CelIeKTUBHO JIEI0OBamke HAa TAYHO ojipeheHa

10Jba JIOK JIPYTH JACTOBH Makyie Mory ocraTu nomrehenn (141,142).
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360r uyecte mojaBe arpoduje Ha HUBOY RPE u passoja Antu-VEGF tepanmje ynorpeba

PDT je nocra cMameHa, WK j€ CBeJieHA Ha yIOTpeOy y KOMOMHAIIM]U ca IPYTUM areHCHUMa.

1.6.3.2 Panuarnmona tepamnuja

Tperupame cyodoseanrne CNV paauanimoHoM TeparnujoM HHj€ HOBOCT Y OGTaIMOJIOTH]H
(143,144,145,146). HajuoBHju crcTeM KOjU je KOHCTpYHCaH y oBe cBpxe HasuBa ce Oraya IRay.
To je He MHBa3MBHM CUCTEM M YECTO C€ KOPUCTU HaKoH Tepanuje anTH-VEGF nexosuma. Amapar
KOPUCTH HUCKO €Heprercke X 3pake Koje H3y3eTHO (OKYCHpaHO HUCIOpydyje 0 Makyie.
Crynuje Ha )KMBOTHE-AMA Cy CIIPOBEICHE pajy MOTBPIE MUJbAHOCTH M 0€30€IHOCTH CHCTEMA.
IRay ucnopyuyje no3y on 22 Gy xopuctehu 3 3paka kpo3 ckiepy Ao Makyie. [Ipe kinHuyka
ucnutuBama Oraya IRay cucrema moTBpamia cy Ja HEMa INTETHOT 3paderha HAa COYHMBO H

OIITUYKHU HEPB.

1.6.3.3 I'encka tepanuja

HcTpaxnBama Ha MOJbY T€HCKE TEpalvje HalpaBuia Cy U3y3eTaH MOMaK y NOoCiHeambux 15
roguHa. [lywb oBe Tepamuje je Jga ce yOalMBameM T'CHETCKOI MaTepujaja y OKO U HEroBOM
aKTHBAIIMjOM OMOTYhM KOMIIEH3alldja akKTUBHOCTH MonuduKoBaHor reHa naomahuna. ['eH ce
IUTaCUpa y OKO HWHTPAaBUTPEATHO MM CYOpPETHHAJIHO, BE€3aH 3a BEKTOp KOju Hajuemihe
npejicTaBbajy  MoaupukoBaHu aneHo Bupycu (AAV-adeno-associated virus). Osako
Moan(GUKOBAaHU BUPYCH HE M3a3MBajy HUKakBe mTeTHE edexre. Y cBery je y Toky 12 ctynuja
KOje UCIIUTY]y eekaT reHCKe Teparnrje KOA Pa3IUuYUTHX 000JbeHha pEeTHHE.

V ¢a3u | wimHHYkor ucnuTHBama cryauje “Retinostat,” morBphena je curypHoct
cyOpeTHHaIHE arTMKaIuje JeKa KoJ maiujeHara ca BiakHoM ¢opmoM AMD u aujaberecHuM
enemom (147).

Jlpyra cTynuja Koja MCIUTYje edekaT IeHCKe Tepanuje Koj MalyjeHaTa ca BIaKHOM
¢dopmom AMD 30Be ce “AAV-SFLT” (ren SFLT koju 6mokupa VEGF Be3an monudukoBan
aneno Bupyc). IlpBu pesynratu oBe cryadje ob6jaBibenu cy 2013. romuue ox ctpane Heier-a
(148).

HcnutrBama paljeHa Ha mpuMaTuMa Mokasaja cy Ja y OKy y KoMe je yOpu3rana oBa CyIlCTaHIa
HE JI0JIa3U JI0 pa3Boja HeOBacKyIapHe MeMOpaHe U ako MOCTOjU CTUMYJanyja 3a To. Tepanujcku
edekaT Ha MpUMaTHMa TPajao je BUIIE O] TOAWHY roanHa. Ha ocHOBy Tora 3amodera je cTyauja

u Ha Jbyauma e je AAV2-sFIt01 nat y KoMOMHAIU]H ca JIYIIEHTHCOM.
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[TanmjenTu cy npaheHn Ha MECEYHOM HHMBOY TOAWHY jJaHa. Huje Omno HexesbeHuX edekara. Y
TPYIU TJ/I€ je JaTa reHcKa Tepanuja peTpeTMaH ca JYIEHTHCOM OWO je 3HauajHO MambH HEro y

koHTponHOj Tpynu (0.33 nacnpam 3.00 umekiyja).

1.6.3.4 Kopeknuja Buma nomohuum cpeacreuma (Low-vision rehabilitation)

3a moctuzame 00Jbe BUIHE OMITPUHE MOTY C€ KOPHCTUTH M ypehaju Koju mMmajy moceOHa
COYMBA WJIM EJIEKTPOHCKE CHUCTEME KOjU NPOAYyKYyjy yBehaHe ciuke oOMmKmux oOjekara. OHuU
nmoMaxy cmaboBuauM JpyauMma Mely kojuma cy W marnujeTd 'y 3aBpuiHoj (a3u CeHWIIHE

JIETeHEePaIIH]je KYTE MPJbE.

1.7 HuTpaBuTpeasHa alUIMKALNM]ja JIEKOBA

WuTpaBuTpeanna amukanyja Jieka TOApa3yMeBa JaBamke JieKa y CTaKIacTo Tello
(Butpeyc). OBakaB HauWH omoryhaBa HEroBy OpXy amcopIldjy, a CaMUM TUM U Opike
ucrnojpaBambe edekra. OBa MHTEpBEHIMja MojApasyMeBa cliienehe: MpeonepaTHBHY MPUIIPEMY

NalyjeHTa; aluKalujy Jeka; IpUMeHy OCTONepaTUBHE TepaIyje.

1.7.1 IlpeonepaTuBHa npurpema

Jlek ce naje y ONEpalMOHO] CalM Yy CTEepUJIHUM YycioBuMa. [lanmjeHT normucyje
nH(GOPMATUBHU IMpHcTaHaK. TonmukanHa aHTHCENca COPOBOJU ce KamuMma 5% MOBHMIOH joAMJA
KOj€ yKalaBaMoO y KOHJYHKTHUBaJIHM cakyc 2-3 MUHyTa Ipe HHTepBeHIuje. Takohe xam ucror
MOBHU/IOHA Kalla Cé ¥ Ha CaMO MECTO aIUIMKaIlHje Jieka Ha KOH]JYHKTHUBH.

Amnkera cnposeneHa 2011. roxuHe mokaszana je na 99% odranmornora y  Amepunu
KOPHUCTH MOBHUIOH joJ Kao TonukanHu aHtucentuk (149). IloBumoH joa mMma HMIMPOK CIIEKTap
aHMOAKTEPUCKOT JejcTBa W Op30 Bpeme nenoBama (15-120S), O6e3 mo3HaTe pe3UCTEHIHUjE |
anadunakce (150). IlpocrmekTnBHa paHIOMH30BaHAa CTyAHMja dYHje pe3yaTrare je 00jaBHO
Friedman mnokasana je na 5% noBumoH jon 3a 30S MOCTHXKE 3HAYajHY PEAYKIHjy OakTepuja
(151). Umeknmja ce naje y JOKaITHOj aHECTE3U]H.

OcCHOBHM IIWJb aHECTE3Wje j€ Ja CIpeud IoMepame IMaldjeHTa W MoBeha  HeroBy

curypHoct u koMmpop. Hajuenrhe ce kopucre TonukanHa 1 cyOKOWYKTHBAJIHA aHECTE3H]a.
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Pesynraru crynuje Blaha u capannuka mokasanu cy na He MOCTOjH pas3iiMKa IITO CE THYE
00J1a MPUIIMKOM aIUIMKallKje JIeKa HE3aBUCHO O] TOTa Jia JIM Ce KOPUCTE IPOIPaKanH, TeTpaKauH
Kaly, JUJIOKauH Typepu WU ce JHIOKaWH Jaje CYOKOHjyHKTHBaIHO. HajBuile HexeJbeHuX
edekara 13a3Bao je CyOKOHjYHKTHBAIHO aluiMKoBaH JmaokauH (152). Ctynuja koja je mopenuia
0.5% mnponpakaus, nponpakauH + 4% nuaokauHOM HaTombeH Tydep u 3.5% nuaokauH rein
[oKa3aja je Ja HeMa pe3IMKe IWITO ce THYe IojaBe Oosla KOJ JaBamka WHTPAaBUTPEATHUX

umekimja (153).

1.7.2 Annukanuja nexa

[TocToju Tpu OCHOBHE TEXHHKE aIlIMKAIIMje JIeKa Y 3aBUCHOCTH OJ yIjla MOJ KOJUM HTjia
npobaja ckiepy, a To ¢y (ciuka 7)(154):
A. Amnmukanuja mox yriioM ox 90° (y06o.1 o1 IpaBUM YTIIOM)
b. Ammukanuja mox yriom oz 45°-60° (y6o ykoco o yriiom o 45°-60°)
1. Anntnkaruja ca popMupameM TBOCTPYKOT TyHENa Te ce CKiiepa nmpoduja mox yriiom oxa 15°-
30°, 3aTtuM ce uraa nomepa 10 45°-60° wto cTBapa TyHEN Yy JIBE pa3jIMuUTEe paBHU. AIIULUPA

ce JIEK, a 3aTUM HTJIa U3BJIAYU MO yriioM o1 90°.

45-60°

15-30° 45-60° 90°

» »

Crnuxka 7. TexHuke MHTpaBUTPEATHOT JaBamba WHJEKIIHMje - eMa TPU pa3IMuuTe MyTame yjaacka

UTJIe KPO3 CKIIEPY
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[TpunvkoM arMKammje JeKa MOTY c€ KOPHUCTUTH W UTJie pa3nuuute BenuuuHe. [loctoju
BUIIIE CTy/Hja KOje Cy UCIMTUBAJIC YTUIAj BEIWYHMHA UTJIE, yrao MoJl KOjUM Ce WrJja IJIacupa,
nyOuHy wWHCcepuuje Ha pediykc Jieka, KOHTAMUHAIW]y WTJe, WHKapIepalujy BUTpeyca, 0ol
MPUIIMKOM aruiukaiyje, omreheme ckiepe, caMy UCTIOPYKY JIeKa.

Bume cryamja je mokazamo mga je pedaykc BuTpeyca (MEpEeH 10 BEITUYHMHHU
CyOKOH]YHKTHUBAJTHOT jacTy4eTa MOCJIe HHJEKIIH]e) 3Ha4ajHO HIKU Kol (OpMHpama CKIepaTHOT
TyHEJla TPWIMKOM JaBama WIBEKIHje Kaja ce TMopead ca JpYyruM — TeXHUKaMa
(154,155,156,157,158). Benuunna urie koja ce kopuctu je 29 u 30 G (gauge). Urne ca 26 u 27
G nosoxe nmo Beher pedmykca Butpeyca (154). CmaTtpa ce Aa BelIMYMHA UTJIE HE YTHYE Kao

dbaxtop kontamuHanuje (159).

1.7.3 TlocronepaTuBHA Teparuja

[To muTamy ynorpebe aHTUOMOTHKA IOCJE JaBamba WHTPABUTPEATHE HH]EKIHje MOCTOje
pa3nuyuTa MUIUbEHA. Y MOjeAMHUM CTyAMjaMa 00jaBJbEHO je 1a aHTUOMOTHUIM HE J1a PEIYKY]y
10jaBy eHI0(TaIMUTHCA MTOCTOTIEPATUBHO HETO Cy IMOBE3aHU Ca BUXOBOM BehOM MHIMACHIIOM
(160).

Dave u ayropu nmokasaiu cy Jja O4M Koje Cy TpeTUpaHe aHTUOMOTHUIIMMA [T0CTIe UHEKIIN]e
pa3BUjajy pPE3UCTEHTHY KOHJYHKTHBaJHY (JOpYy y OJHOCY Ha O4YM KOje HHCY MpHUMaje
antuonoTuk (161). Kopumhewme 5% moBWIOH joauaa Tpe HWHTEpBEeHNHje Oe3 ymorpede
AHTUOMOTHKA TOCTIE UIbEKIM]e HE JOBOJIU JI0 pa3Boja OaKTEepHjCKEe PE3UCTEHIIN]E WU MPUMETHE

NpOMEHE KOHjYHKTHBAJIHE (hiope Hamucanu cy y cBoM pazy (162).

1.7.4 TlocronepaTuBHE KOMIUIUKAIIH]E

UecTe kOMIUIUKAIM]€ KO/ MHTPABUTPEAIHE aluIMKalnje jecy auckoMdop Ha MecTy yoona,
CYOKOHJYHKTHBAJTHO  KpBapewe, BUTPEAIHH pepiaykc H  TPaH3UTOPHO  IOBHIICHE
MHTPAOKYJIAapHOT NMpuTHCKa. [lanujeHTn Mory pa3BUTH BUTpeasiHa WM PETHHAIHA KpBapema U
abmanujy Mpexxmade. Hajrerka komruimkaiyja jecte eHa0pTaIMHUTHC.

VY BeNMKHM MYITHIICHTPHYHUM pPaHJAOMH30BAHUM CTyAHMjaMa IOKa3aHa je y4ecTaJocT

ennodraamuruca ox 0.019% - 0.09 % (149,163).
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Hajuemha xommukanuja Tmociie JaBamba HWILEKIH]E JECTE IOCTONEPATUBHH CKOK
uaTpaokymapaor npurucka (MOII). Hacraje 360r moBehanor HHTpaoKyIapHOI caapiKaja mocie
arutukaije jeka (164). Ckok je Tpansutopas (165). Hexu ayropu npeanaxy mMacaxy Oynoyca 5
MUHYTa MPe UHEKIIN]je J1a He OM KacHUje JOIUIO 0 3HA4ajHOT CKOKAa WHTPAOKYJIAPHOT MPUTHCKA

(166).
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I'naBHu um/b oBe cTyauje je na ce yrBpau edekar antu-VEGF MoHOKIIOHCKOT aHTHTENA
Ha pPa3lIMYUTE CTPYKTYpHE TPOMEHE CII0jeBa PETHHE y MaKyJd KOJ BIIaKHE (opMe CCHUITHE
JIeTeHepalmje *KyTe MpJbe. Y CKIaay ca OBUM IIMJBEM IMOCTaBUIM CMO M cienehe cnenuduune

LIAJBEBE:

1. Hcnwratu yrunaj antu-VEGF MoHOKIIOHCKOT aHTHTENA HA IICHTPAIHY AcOJbMHY PETUHE Y

MaKyJu

2. HWcnuratu yrunaj antu-VEGF MOHOKIOHCKOT aHTUTENa Ha BUAHY OLUTPUHY

3. Ucnuratn yrumaj antu-VEGF MOHOKJIOHCKOT aHTHTENa Ha pa3jiMuuTe CTPYKTYpHE

POMEHE y MaKyJH Je(pUHICaHE METOIOM ONITUYKE KOXEpEHTHE ToMorpaduje

4. VYTBpOUTH TOBE3aHOCT THIOBa MeMOpaHe Kiacu(pUKOBaHE METOJOM (IIyOpECIICHHCKE

a"ruorpaduje ca CTpyKTYpHUM IIPOMEHaMa Y MaKyJIx

Panne xumnorese:

1. UnTpaBuTpeanno npumemeHo aHTH-VEGF MOHOKIIOHCKO aHTHTENO  yTHYE Ha CMambeme
LeHTpaJiHe JeOJbUHEe pPEeTMHE y Makyidu KOJ TalMjeHaTa ca BIXHOM (OpPMOM CEHMIIHE

JiereHepaluje ’KyTe MpJbe.
2. Edexar antu-VEGF MOHOKIIOHCKOT aHTUTENIa Ha BHIHY OIITPUHY 3aBHCH OJ] Pa3IMYUTHX

CTPYKTYPHUX KaAPAKTCPUCTUKA HCOBACKYJIApHC MCM6paHC o,upeljeHe METOJAOM  OIITHUYKEC

KOXepeHTHe Tomorpaduje.
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3.1.BPCTA CTYAUJE

OBO wuCTpaXuBame j€ CHPOBENEHO Kao KIMHWYKA, KOXOPTHA, MPOCHEKTHBHA,
HepaHJAOMHU30BaHa CcTyauja Ha KunmHumum 3a ouyne Oosnectd BojHomenunuHcke Akanemuje y
beorpany, on centemoOpa 2013. no maprta 2015. rogune. Ctyamja je omoOpeHa o7 CTpaHE
Etnukor xomurera Bojnomemmnmacke Axanemuje. Onx ykymao 101 wucnuranuka, 82 je
YKJbYYEHO y CTYIHjy, JAOK je ocTanux 19 uckipydeHo 300r HemoTmyHe aoKkyMmeHrtanuje. CBU
nanujeHTd cy mnpahenn wmuHMManHo 6 wmeceuu. llpahen je edexar VEGF wunxuburopa
(6eBann3ymaba) arIMKOBAaHOT MHTPABUTPEATHO HA PE30JYIMjy HEOBAaCKylIapHe MeMOpaHe U Ha

BCHC PA3JIMYUTC CTPYKTYPHE KAPAKTCPUCTHUKE.

3.2.UCITMTAHUI

Hcnuranumm ykibydeHH y CTYIHUjy Cy oapaciie ocode, o0a moma, crapuje oa 65 roguHa ca
MOTBpH)eHOM JTMjarHO30M BlakHe (OpMe CEHWIHE JereHepalyje KyTe MpJbe Koja paHuje Huje
nedeHa. CBHM NaIMjeHTH TOTHHCATM Ccy HMHOOpPMATHBHHM IPHUCTaHAK y mucaHo] dopmu. Y
3aBUCHOCTH O] THIIa HEOBACKyJIapHEe MeMOpaHe MjarHOCTUIIOBAaHE METOAOM (DIIyOpecIenHCKe

aHruorpacguje noJIeJbeHU Cy Y JIBE€ OCHOBHE IpYII€.

1. Tpyma: ucnutanuiy ca tunom | HeoBackynapHe meMOpaHe (OKyJITHa U MHHHUMAJHO

kiacuaHa CNV)
2. TI'pyma: wucnutanmimu ca tunoM |l HeoBackymapHe MemOpane (kiacH4Ha |

npeoMuHanTHO KiacuuyHa CNV)

CBH ManyjeHTH YKJbYUEHH Yy CTYAH]Y IPUMUIIU CYy YKYITHO 1O 6 WHjeKIHja OeBanuzymabda y
pasmaky on 30(+2) nana. Kourtpone cy paheHe mnpBM, ceqMu U TpHIECETH JaH IOCIe

I/IHTepBCHI_II/Ije. Tor TPUACCCTOI IaHa aHHI/IKOBaHajC nu cne;[eha J03a JICKaA.
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Kputepujymu 3a ykibyuuBame y CTyaujy cy :

1. Bonecuumm ca BiaxHOM (OPMOM CEHHIIHE JIETCHEepalrje )XyTe MpJbe Koja paHuje HHje
JeueHa

2. bonecHuiu xoju He 00Jy]y O aKYTHUX WJIM XPOHUYHHUX 3aabeha OKa

3. BonecHunu ca MpoOBUIHUM ONTHYKHM MeldjamMa y KoOje CIajajy ¥ MOYeTHa KaTapakTa,
Kao0 U nceyopakHO OKO

4. bonecHuiu ca BUIHOM omtpuHoM > (.05

5. DBonecHuIm Koju MOTY U KOjU CYy MOTHBHCAHHU JIa J10JIa3€ Ha PEIOBHE KOHTPOJIC

6. bonecHuM Koju cy MOTNHCAIN IMCAaHY CarjacHoCT 3a ydyemhe y CTyauju

Kpurepujymu 3a HCKIbyUnBame U3 CTyIHjE CY:

[Tocrojame npyrux 000Jbemha Ha OYHOM JIHY

JIeKOMITEH30BaHU TJIAYKOM

[TanmjeHTH KOju Cy Mpeexaliu CpUaHu WM MOXKIIAHH yIap

M w0 D e

bonecuuu KOjI/I Cy oAyCTaIr O JICUCHa

3.3.METO/L

[TanmjenTn cy y KIMHMKY 3a ouHe Oonmectu BMA ymyhuBaHu of cTpaHe HaAJICKHUX
oranmonora M3 MpUMapHUX U CEKYHJApPHHUX 3/IPAaBCTBEHUX IEHTapa paad JAWjalHOCTHKE W
Tepanuje mnoctojehux mnpomena y wmakynu. [lpernen je 3amounmpao y3uMameM ONIITE H
oranmornomke anamuese. OPTaTIMOJIOUIKK TMperiie] je MoJpazymeBao ojpehubame HajOobe
kopuroBane BujHe omtpuHe (best corrected visual acyitu-BCVA) y3 momoh Snellen-oBux
tabmuna. Uatpaokymapuu mnputucak (MOII) oapehuBan je ammaHanmOHUM TOHOMETPOM IO
Goldmanu. Ilpernen npeamer cerMeHTa OKa BpIIIeH je OnoMukpockornoM ¢pupme Haag-Streit.
Hlupewe 3eHHMIIa pagu Iperjiega OYHOI JHA CHPOBOJMJIM CMO YKalaBamkeM KalbHIa
tponkamug 0.5% u ¢enunedpun 5%. Ilpernex ounor nHa palheH je Ha OMOMHMKPOCKOIY

0€3KOHTAaKTHOM MHIMPEKTHOM odranmockonujoM y3 momoh nyme o1 90 D ¢pupme Volk Optical.
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Ha ocHOBYy oBoOT mperiena perucTpoBaHO je MPUCYCTBO HEOBAcKyJlapHE MeMOpaHe y MaKyiIH.
Hakon oBor mpernena manujeHTHEMa cy palheHe ¢ayopeciienHcka aHrvorpaduja W ONTHYKA
KoxepeHTHa ToMorpaduja. dmyopecuenHcky anruorpadujy cMmo pagunum Ha Topcon Trc—
NW7SF-FA ¢ynnyc kamepu. Hakon ypahene @A uzBpiieHa je kiacudukairja HeOBaCKyJapHe
MeMmOpaHe Ha Tun | koju unHe okynTHa u mMuHUMaaHO KiacuyHa CNV um Tun Il xojy ywmne
KiaacnuyHa u npegomMuHaHTHO kiacmyHa CNV m Ha OCHOBY TOr Hanmasa CBH MAlMjeHTH CY
MOJIEJbCHHU y JBE TPYIIE.

1. Ucnuranuim ca tunoMm | HeoBackymapHe MemOpaHe (OKyJITHa M MUHUMAJIHO KJIacHYHA
CNV)

2. Ucnuranuiu ca turnoM |l HeoBackymapHe MemOpaHe (KiIacMuHa H TMPEIOMHHAHTHO
kiaacuuHa CNV)

Oxyntay CNV onucyjemMo Kao HCTauKaHO MOJbe XUIEePPIIyopeceHIINje HejaCHUX IPpaHHIIa
npema okonHoM TKUBY. Knmacmuna CNV je jacHuUX TpaHHMIlaMa y OJHOCY Ha OKOJHO TKHBO.
[MpenomunanTHO M MuHUMaNHO KiacuuHa CNV cy MemoBHTH THIOBH MeMOpaHe U 3aBHCE O]
tora na i je Bumie ox 50% nesuje kracnaaa CNV (mpeoMUHAHTHO KJIACUYHA), WU j& Mabe O]
50% ne3uje xnacuuna CNV (MUHUMAITHO KJTacHYHa MeMOpaHa).

dayopecieMHCKY aHruorpadujy M3BOAMMO TaKO INTO HAKOH HMOCTHUTHYTE MEIUIMHCKE
Myjipyja3e MpBO ClMKamo Koyiop ¢ortorpaduje oba ¢pyHayca, noroMm ¢ororpaduje y 3elIeHOM
cerny ,.red free“, a HakoH Tora ce HamemTa IIaBu GUITEp Ha anapaTy W MAIMjeHTy Ce MPEKO
opaynwrte armmkyje Sml 10% pactBopa Hatpujym-dayopeciienna. Konrpacue dotorpaduje
CIIMKa]y ce ()PEKBEHTHO Y MPBHUX 5 MUHYTa a MOTOM Mociie 20 MUHyTa BpIIK C€ CHUMambe KacHe
¢aze. HakoH 3aBpuieTka cHUMama Ha QyHAyC Kamepu U kinacuduxanuje npucytHe CNV
MalMjeHTy paJdMO ONTHYKY KOXEpPeHTHY Tomorpadujy paaud Aajbe CTPYKYpHE aHaau3e
HEOBacKyJapHe MEMOpaHe.

OCT cmo panunu va Topcon 1000-SD OCT Top 1000-T3D3 Draster anapary (ciuka op.
8). Ha ocroBy OCT Hanaza mepwin cMO IIeHTpanHy nAeOspbuHy petuHe y Makymu (CMT),
3alpeMrHy MeMOpaHe U TPUCYCTBO WM OJICYCTBO cienehmx mapamerapa: . MHTpapeTHHAIHE
teunoctu  (intraretinal fluid-IRF); 2. cyOperunamne teunoctu (Subretinal fluid-SRF); 3.
abnanuje peruHasHOr TMrMeHTHOr enwurtena (posterior epithelial detachment-PED); 4.
cyOpeTnHamHOT XHIeppedIeKTUBHOr TKMBHOT Komruiekca (subretinal hyperreflective tissue

complex-SHTC); 5. cnospamnme rpannune memoOpane (external limiting membrane-ELM) u
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6. ecnuperuHanHe meMmOpane (epiretinal membrane-ERM). V nHotupamy oBUX IpoMeHa

y4eCTBOBAJIC CY JBE 0c00€, a CBE je& HAATJICAaHO U 0JI00PEHO OJ1 CTpaHe MEHTOPA.

Cmuka 8. OCT amapar

3a cimukame Ha OCT-y kopumhen je mporpam ,3D wmakyna® koju mnoapasymena
TPOAMMEH3MOHATHM  CHMMak MakyJse. CTpyKTypHE IpOMEHEe HeoBacKyjlapHe MeMOpaHe
aHaJIM3MpaHe cy y cyodoBearHoM nosby mmpuHe 1| mm. PerucrpoBana je nieHTpanHa neOJbHHA
perune y makyau (central macular thicknes-CMT) u 3anpemuna mem6pane (Total volume-TV)
mpaxesa y mm® no ETDRS mewmu (Early Treatment Diabetic Retinopathy Study Research
Group ) (couka 9).

Crnuka 9. Ananuza cHuMKa Makyie nomohy OCT-a
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IRF peructpyjemMo kao Te4HocT u3Mely ciojeBa yHyTpamme petuHe. SRF BuUauMo kao
teunocT u3mehy perune u RPE. PED ce Buau kao teunoct ucnon RPE, mto ce u Buau xao
onBajambe RPE. SHTC-cyOpernnanuu xuneppedieKTHBHI TKUBHH KOMIUIEKC HIIM CyOpETHHAIHA
¢ubpo3a ce BuAM Kao BHUCOKO pedpakTuBHa MemOpaHa u3mel)y HEypOCEH30pHE pETHHE WU
bpyxoBe memOpane. ELM ce youaBa kao xumeppedaeKTHBHA KOHTHUHYHWpaHa JMHHU]ja HCIIPE]
cinoja (oropernenTtopa Koju ce mak omucyje kao xuneppeduektuBuu cioj ucnpen RPE. ERM

BUIMIMO Kao 3a7ie0JpaHy YHYTpallkhy IPaHUYHY MeMOpaHa Koja HaOupa MOBPIIMHY MaKyJe.

OCT nana3 aHanu3upaH je HEMOCPEIHO Ipe aluThKaIlfje CBake J03¢€ Jieka. Y ciydyajeBuma
KOJ KOJUX j€ JOLUIO JIO MOTITYHOT MOBJIaYeha TEYHOCTH Y MaKyiH, (JOpMUpama OXKHIbKA, UIH
pa3Boja atpoduje mpe Aare MIeCTe J03€ JieKa MPEeKUHYIW OW Jieuere U TU MalUjeHTH Cy
WCKJBYYCHH U3 CTYIH]C.

Arukanyja JeKa BpIICHA j€ Y OIepallMiOHO] CAH Y CTEPUITHUM ycloBuMa. JesuH(eKiujy
KOIbYKTHBE MTOCTU3AIM CMO YKallaBamheM CTEPUJIHOT TOBUJIOH jOJHIa Y KOIBYKTHBAIHH CaKyC, a
ne3uH(eKIjy OKOJIMHE OKa BpUIWIM cMO OpucameM koxke 10% pacTBopoM MOBHIIOH jona. 3a
JIOKaJIHy aHecTe3ujy kopumthene cy kamu 1% Terpakanna. Xupypr ce npumnpemMa Kao 1 3a CBaKy
XUPYPIIKY WHTEPBEHIHN]Y (Mpame pYyKY,CTEPHJIHU MaHTHJI, CTEpWJIHE pYyKaBHIIE, MAacKa).
beBanuzymal je mpeaxogHO MPUNPEMIbEH HaBJIAYEHEM Yy CTEpUIIHE MHCYJIMHCKE HINPHUIIEBE Y
KonmuuHM of 1.25mg  Gepammsymab6a (0.05ml ox komepumjanHe Goumie Avastina®).
Amuirkanyja Jieka y CTakjacTo TeJo BPIIM ce Yy Mpelely Hapc riaHa Ha 4 mm oj jauMOyca.
Bennuuna urie je 29 G. Hakon aruinkaiiyje jieka crtaBibajy ce karmu dexamethason-neomycin u
mact chloramphenicol u oxo ce 3atBapa no kyhe. Pagu npesennuje nadekyje nanujeHTUMA je
caBeToBaHO 1a ykamaBajy kamu uniflox (ofloxacinum 0.3%) 3x nmHeBo 3 maHa mocie
uHTepBeHuje. Konrpose cy paleHe npBu, ceIMu U TPUAECETH JIaH 1ociie nHTepBeHuuje. [psor
JaHa TOce WHTEpBEHIMje oapehrBaHa je BuaHA omTpHHA W TpaheHo je Ja Ju MMa HEKUX
koMinirkamnuja. Ceamor u Tpuaeceror naHa (2 nana) oapehuBana je BCVA u pahen je OCT.
Tpuneceror nana (+2) na ocaoBy OCT nHanasa, arunkoBasa je cieneha qo3a neka. Kontponna
@A pabhena je mocne mecte 03¢ JieKa, MM paHHMje aKo j€ MOCTojala JAujeMa O MpPOIeHU
aktuBHOCTH CNV. {msb je 6no cmameme CNV, 0JHOCHO TOBJIaYeHEe TEUHOCTH M CMHPHBARE

aktuBHoctu CNV.
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AxtuBHa CNV mnozpazymeBa mnoBehame KOJIMYMHE TEYHOCTH y MAaKyldd y OJHOCY Ha

paHuju CHUMaK, moBehame nedspuHe Makysne SOUM WiIu BUINE, W/WIH MPUCYCTBO TEUHOCTH KOja

nep3ucTupa He3aBUCHO of puMeHe antu-VEGF tepanuje.
CBU HalM MCMUTAHULU MPUMMIIM Cy HIeCT Ao3a y pa3maky oa 30 (+ 2) mana. Omiyka o
MECEUHOM JIO3Upakby JIeKa M KOJIMYMHA OJ IIECT J[03a JIOHCIICHA je HAa OCHOBY YBHA y JIO caja

CIIPpOBEAC CTy,I[I/Ije M HAIICT BUHICTOJHMIIEET HCKYCTBA.

3.4.CHAT A CTYAUJE U BEJIMYNHA Y30PKA

Ha mnowerky wucnutuBama, OOJECHHLIIM Cy TMpeMa YJIa3HUM KpUTEepHjyMHUMa (THUII
HeoBacKynapHe MeMOpaHe) rnojesbeHu y a8e rpymne. Mako ce cBu npeasuleHn napaMmerpu mpare
y onpeheHnM BpeMeHMMa TTOCIIE CBaKe 0J1 6 MPUMCHCHUX UIHLEKIIN]ja JieKa, CTaOUIIaH TepaIiijCKu
OJITOBOp C€ OYEKyje IOCie TpoMeceyHe NpuMeHe mperapara. Crora je oaiaydeHo 1a ce 3a
MPOLIEHY BEIUYMHA Tpymna KopucTe 4 BpeMeHCke Tauke (0a3zaigHa BpPEJHOCT OIUTPUHE BHUA,
BPEJHOCTH OLITPUHE BUAa nocie 1., 2., u 3 unjexuje 6eannzymada).

[Ipema mnpenMMUHAPHUM HCTIMTHBAKMMA U TOJAIMMa U3 JIUTEpaType Koje Cy 00jaBUIN
Bloch u capamuuiu ouekyje ce jommuja BuaHa omtpuHa y |l rpynu (kiaacuyHa/mpe1OMHHAHTHO
kiaacuana CNV) 36or yeniher pa3Boja cyopetunante pudpose. Ha ocHOBY Tora ouekyje ce aa he
no00JbLIAKE BUIHE OLITPHHE OUTH 32 0KO 15% Gosbe y | rpymu (167).

Conrad ca capagaunrMa 00jaBHo je J1a ce BUAHA OIMITPUHA KO/ MalldjeHara mocie mpuMeHe

OeBarm3ymaba mocie 8 Henmesba mompaBuia ca 0.1 Ha 0.2, a neHTpanHa Ne0/bUHA Y MaKyJIH

cMammia ca 316 = 107 pm ua 206 + 45 pym nocie 8 neaespa (120).

Glenn J. Jaffe ca capagnunuma oGjaBuo je na HajBehu yTuIlaj Ha KOHAYHY BUIHY OIITPHHY
uma IRF y onnocy na SRF u PED (168).

V3 cuary crynuje ox 0.8 (80%) u BepoBatHohy rpemike npBor tumna (o= 0.05), mpousunazu
na notpedan Opoj 6onecHuka (ounjy) usHocu 82 (41 y cBakoj rpymn).

[Iponiena BenuuMHE y30paka M3BpILIEHA je IpUMEHOM KomepuujanHor codrsepa GPower

3.1.
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3.5. CTATUCTHYKA OBPAJIA IIOJATAKA

Amnanusa npaheHnx mokaszarejba 000JbEH-A BpILIEHA je IMyTeM CTaHAapIHUX IapaMerapa
JIECKPHUIITUBHE CTaTUCTUKE (Cpelma BPEOHOCT M CTaHIApAHa JeBHjallfja) WM IIyTEM
perucTpalmje y4decTaJoCTH MojaBe HeKuX ooenexja (hpekBeHIuja).

V 3aBucHocTH of Thna nopehema kopumthena je ANOVA 3a nonasspana Mepema (yHyTap
rpyna) wim ANOVA y 2 mpaBua 3a mopehema wusmely rpyma. Ilopeheme nuctpubymmja
(pexBeHIMja Pa3IMYUTUX TpyNa BplleHa cy mMyTeM X Tecta. Moryha moBe3aHoCT T10jeMHUX
npaheHux mapamerapa yTBpheHa je mpruMeHoM Pearson-oBe KopenannoHe aHanuse.

3Ha4YajHOCT YTHIAja MOjeIUHHX CTPYKTYPHHX TIPOMEHA pETHHE Ha OIUNTPUHY BHIA
UCTIHTaHA je MPUMEHOM MYJTHIUIE PErpecHOHe aHalu3e. 3HAuajHOCT pa3jifKa HCIUTHBAHUX
obenexja npuxsahena je Ha HUBOY P<0.05.

3a cTaTMCTUYKY aHalnM3y KOpHCTUhEeH je KOMepLHjaJHH CTaTUCTHUKUu codrBep SPSS

Bep3uja 20.0.

45



AV
PesyaraTu



VY crynujy je 6m0 ykspydeH ykynHo 101 mamujeHt, 19 je MCK/bydeHO 300T HEMOTITYHE
JOKyMeHTaIje a oopahenu cy nmogamu 82 manujeHTa. CBUM HCHUTaHUIIMMA TPETUPAHO j€ camMo
jemHo oko. Ha ocHOBY Hanasza quryopeciienHcke anruorpaduje mojiesbeHu ¢y y ase rpyme (mo 41
UCIHUTAaHUK Yy cBakoj rpynu). [IpBy rpyny unHe MCIUTAHUIU KOJ KOjUX je Ha (hIyopeclenHCKO]
anrvorpaduju TOCTOjajla OKyJATHa W MuHUManHO kimacuuHa CNV, a gpyry rpymy duHe
UCIUTAHUIIM Ca KJIACUYHOM M mpegoMuHaHTHO kiacuyHoM CNV. Takolhe, cBuM ncnuTaHumma
ypaljeHa je W CTpyKTypHa aHaiM3a HEOBacKyJapHe MeMOpaHe MOMOhy ONTHYKE KOXEpPEHTHE
tomorpaduje. [Ipahenu cy rope HaBenenu napamerpu. CBH MalyjeHTH TPUMIIK Cy 1o 6 1103a

antu-VEGF Tepanuje (6eBaru3yma0) y pasmaky ox 30 (£ 2) maHa.

4.1. OnmTy noaany nanujeHara

XKusoTtHa 1006 mcrmTaHuka kpetana ce ox 71 no 88 romuna. [Ipoceyna crapoct y mpBoj
rpynu u3Hocuna je 77.2 (SD=6.48) a y apyroj 77.8 (SD=6.55) roauna. Ocoba MyIikor moja y
npBoj rpymnu 6uio je 20 a 'y apyroj 22, 0K je oco0a KeHCKOT Mojia y MpBoj rpynu ouio 21, ay
apyroj 19 (Tabena 2).

I 77.2 20 21
I 77.8 22 19

TaGena 2. [Ipoceyna cTapocT U pacnojiena UCIIUTaHUKa 10 MOy

4.2 Pesyaratu epuxacHoctu aHtu-VEGF Tpermana y ogHocy Ha BHIHY

OLUTPHHY

[Mpoceuna Hajoosbe KopuroBaHa BuaHa omrtpuHa (BCVA) npe 3amounmama Tepamnuje y
npBoj rpynu u3Hocuia je 0.19, a y apyroj 0.14. ITocne Tpehe no3e y npBoj rpynu U3HOCHIA j&
0.36, y npyroj 0.27, a Hakon mecre go3ze 0.42 y mpBoj u 0.30 y apyroj rpymu (Tabena 3,
I'padukon 1).
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Onuoc nouetae | Onguoc nmoyerne 1 | Onaoc BCVA
npe Hoene | moete |y BCVA mocie | BCVA mocie 6 nocie 3. u 6.
BCVA Tpehe | mecte
TperMata no3e | mo3e 3 Mecena Mecelu Mecena
(Z Bpeanocr) (Z Bpeanocrt) (Z Bpeanocr)
| rpyma | 0.19 036 |0.42 5.551 5.315 3.473
Il rpyna | 0.14 0.27 |0.30 |5.647 5.616 3.894
CraTtucTiyka 3Ha4ajHOCT p<0.01 p<0.01 p<0.01

*BCVA-best corrected visual acuity

Tabena 3. IIpoceune Bpeanoct BCVA mipe u HakoH amnukanuje antiu-VEGF tepanuje u
nopeheme u3mely BpemeHckux Tayaka no rpynama (Wilcoxon test)

0,6

0,5 -

04 -

0,2 -

0,1

i |
1

npe Tepanwje

Il mosa

VI nosa

B | rpyna
Il rpyna

I'paduxon 1. IIpoceune Bpennoctu BCVA npe u HakoH arunkanuje antu-VEGF tepanuje

[Tpoepa cratuctuuke pasnuke BpengHocTH BCVA m3melly pa3snmuumTuX BpEeMEHCKHX

Tavaka 3a cBaky rpymy moce6uo (Wilcoxon tect) mokaszana je aa MOCTOjU BHCOKO CTATHCTHUKU

3HaYajHa pa3iiuKa 3a cBaky rpymny noceono (p<0.01) (Tabena 3 u I'paduxon 1).
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3a nopehemwe BCVA u3mel)y rpyma kopuirhen je Mann-Whitney U Tect mo kome BUAMMO
na je ogHoc BpeaHoctu npoceune BCVA 3HadajHO mpoMemeH mociie Tpehe 03¢ y 0JHOCY Ha

BpenHoctu npe tepanuje (p<0.01), mok y omHocy Tpehe u mecte 103¢ J100HjaMO MOOOIBINAE

npoceune BCVA, anu pasinka Hije BUCOKO cTatucThuku 3HadajHa (p<0.05) (Tabena 4).

Opnoc  mouetrne | Ogaoc  mouetHe  u | Ogaoc BCVA mnocne 3.
BCVA  wusmelhy | BCVA mocme Tpu |m 6. mecena wusmehy
rpymna Mecena usmehy rpyna | rpyna

Mann-Whitney U | 677.0 530.5 598.0

Z BpPETHOCT 1,549 2.951 2.258

3HAYajHOCT p>0.05 p<0.01 p<0.05

*BCVA-best corrected visual acuity

Tab6ena 4. TTopehewe BCVA usmelhy rpyma (Mann-Whitney U tecr)

YouaBaMo J1a ce Tpyne HHUCY 3Ha4dajHo pasnukoBaie mo nouetHoj BCVA. Ipoceuna BCVA je
6ospa y | rpynu ucniuTaHrka U Ipe ¥ HAKOH TPETMaHa, ajli HeMa CTaTUCTHYKY 3HaYajHe Pa3lInKe

u3Mely rpyma. O0e rpyne cy 3HauajHO ojpearoBaie Ha aHTH-VEGF tepannjy.

4.3 Pesyaratu eduxacHoctu  aHTu-VEGF TpermMaHa y oaHocy Ha

HEeHTPaJHY 1e0/buHy MakyJe Mepeny OCT-om

IMpoceuna teHTpanHa aedspuHa y Makymu (CMT) Ha modyeTky TpeTMaHa y MpBOj IPYyId

n3Hocuna je 414.49 ym, y npyroj 424.88 pm. Ilocne tpehe mo3ze y mpBoj rpynu ernem ce
cmamuo Ha 294.24pm, a y apyroj Ha 310.10 pm. Ilocne mecre noze CMT y mpBoj rpynu

u3Hocuna je 228.41 ym, a'y npyroj rpynu 216.05pm (Tabena 5 u I'paduxon 2).
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| rpyna 414.49 294.24 228.41

Nrpyma | 424.88 310.10 216.05

*CMT central macular thickness

Tabena 5. IIpoceune Bpeagnoctu CMT npe n HakoH amnmukanuje antu-VEGF tepanuje

600 -

500 -

B rpyna

cMT
)
8

21l rpyna

npe Tepanwje Il posa VI aosa

I'paduxon 2. [Ipoceuna CMT npe u HakoH arunkanyje antu-VEGF tepanuje



cpenma Wilks Lambada
Bpeme .
I'pyne npahera BpPEIHOCT SD TECT 3HauajHOCT
CMT(um)

I MOYETHA 414.49 64.07 0.082 p<0.01

nociie 31294.24 61.17

Mecena

nocie 6 | 228.41 58.71

Mecenu
I MOoYeTHA 424.88 68.18 0.068 p<0.01

nocie 3| 310.10 54.79

Mecena

nocire 6 | 216.05 45.60

Mecenu

*CMT central macular thickness

Tab6ena 6. Tlopehewe CMT usmel)y Bpemenckux tauyaka o rpymnama (Wilks Lambada)

[Mopehewe CMT 3a cBaky rpymy nocebHo u3mely Bpemena paheno je ANOVA u Wilks

Lambada tectom koju Cy moKa3aid ja MOCTOjH BHUCOKO CTATUCTUYKH 3HAYajHa pasiikKa y 00e

rpyme (p<0.01) (Ta6ena 6).

IMopehemwa usmelhy rpyna (CrymentoB T TecT) mokaszana cy Ja ca MPOTOKOM BpeMeHa

JI0J1a31 10 3HA4YajHOT CMambema e/leMa y Makyld y o0e rpyle U Jja HeMa CTaTUCTUYKU 3HadajHe

pasnuke u3Mel)y rpymna mo CBUM BpeMEHCKUM Taukama rmocMatparba (p>0.05) (Tabena 7).

Onuoc mouere CMT

u3Mely rpyna

Onuoc nouetue u CMT

IIOCJIC TPU MECCla

Onuoc CMT mnocie 3. u

6. Mecena usmehy

u3Mely rpyna rpyna
CrynmentoB T | 0.71 0.49 1.75
TECT
SEEFEPOST | 505 p>0.05 p>0.05

*CMT -central macular thickness

Tabena 7. ITopehemwe CMT wm3melhy rpymna
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4.4 Pesynratu eduxacHoctu  aHTH-VEGF Tpermana y oaHocy Ha

3anpeMuHy MemOpane y makyJu mepeny OCT-om

[Ipoceuna Bpeanoct 3anpemune memOpane no ETDRS memu (McrpaxuBauka rpymna paHor

TpeTMaHa aujaberecHe peruHomnaruje-Early Treatment Diabetic Retinopathy Study Research

Group) m3pakena y mm3 (Total volume-TV) mpe 3anounmarma Tepanuje u3Hocuia je 8.78 mms3
y ipBoj u 8.96 mm3 y apyroj rpymu. [Tociie Tpu Mecena JIOILIO0 je 10 CMamkbeha 3alpPeMUHE TaKo
na je ona msHocwia 7.84 mm3 y mpBoj u 7.94 mm3 yuapyroj rpynu. HakoH mect meceru

POCEYHA BPEIHOCT qocTrriia je 7.23 mm3 y mpsoj u 7.02 mm?3 y npyroj rpynu (TaGena 8).

TV npe nociue 3 | mociue 6

. 2 '
(mm3) | Tepammje | mecema | Mecenu X SHaYaJHOCT

| rpyma | 8.78 7.84 7.23 71.19 | p<0.01

I 8.96 7.94 7.02 80.04 | p<0.01
rpymna

*TV-Total volume

Tabena 8. 3anpemuna CNV nipe u HakoH arutnkaiyje ant-VEGF Tepanuje u Friedman-os tect

[Topehema palhena y cBak0j on rpyma mo BpeMEHCKAM Taukama rmocmarpama (Friedmanov
TECT) MOKasaja cy jga y obe rpyme TIOCTOjU 3Ha4yajHO cMmamerme 3anpemudHe CNV usmelyy
HaBeeHuX BpeMmeHckux naTepBana (p< 0.01) (Tabena 8, I'padukon 3).

ITopeheme BpenHOCTH 3ampeMHHE HEOBAaCKyJapHE MeMOpaHe 10 BPEMEHCKMM Taukama

nocMmarpama wu3BpuieHo je Kolmogorov-Smirnovim Ttectom Koju je IMoOKa3ao Ja Hema

CTaTUCTHYKH 3HaudajHe pasnuke (p>0.05) (Tabena 9).
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Kolmogorov-

3).

I'pymne TV TV(mm?)-cpena SD Smirnov

BPEIHOCT

| moyeTHa 8.78 1.31 0.19
nmocne 3 |7.83 1.19 0.20
Mecena
nmocne 6 7.23 0.99 0.75
Mecelnu

I moyeTHa 8.95 1.14 0.20
mocie 3| 7.94 0.95 0.20
Mecela
nmociie 6| 7.02 0.78 0.17
Mecenu

*TV-Total volume

Tabena 9. ITopehewme BpenHOCTH 3anipeMUHE HEOBACKYyJIapHe MeMOpaHe 110 BpEMEHCKUM TayKama
HocMaTpama yHyTap rpyma

H | rpyna

=1l rpyna

npe Tepanuje Il po3a VI posa

I'paduxon 3. [Ipoceuna 3anmpeMuHa HEOBACKyJIapHEe MeMOpaHe Ipe W HAKOH aIuIMKaIlfje aHTH-

VEGF tepanuje (TV-Total volume)

53



ITopehema m3mely rpyma (Wilcoxon Tect cyme paHroBa) mokaszaia cy ga y obe rpyrme
MOCTOjW CTATUCTUYKU 3HavajHa pasinuka y BpeaHoctu 3anpemune CNV usmehy cBux BpemeHna

(p< 0.05) (Tab6ena 10).

OnHOC IMOYETHE U OnHoC MoYeTHE U OnHoc 3anpemMuHe
zarpemute CNV | 3anpemune CNV nocie CNV nocrne 3. u 6.
IIocJie TpU Mecena 6 . Mmecela Mmecena
Wilcoxon tecr 5.57 5.57 5.14
3HAYajHOCT p<0.05 p<0.05 p<0.05

*CNV- choroidal neovascular membrane

Tab6ena 10. [Topehemwe 3anpemure CNV uzmely rpyna (Wilcoxon tecr)
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4.5.

CTpyKTypHe

KapaKTCpUCTHUKE

HEOBACKYJIapHe
nepunucane nomohy OCT-a y 06e rpyne ucnuranmka

MeMOpaHe

CrpyKTypHe IIpe HHTEpBeHIHje | ocle 3 Mecena noce 6 MeceLy
IéaNp\a}KTepmmKe rpyne rpyne rpyne
| I | I | I

Mpucyrsa(+) IRF | 17(415) | 38(92.7) | 6(14.6) | 34(82.9) |8(19.5) |16(39.0)
g;@ma(-) IRF 24(585) |3(7.3) |35(85.4) | 7(17.1) |33(80.5) | 25(61.0)
Eﬁzma (H)SRF | 39(95.2) |30(73.2) |31(75.6) |3(7.3) |17(415) |1(2.4)
(N)g@ma(-) SRF 2(4.8) 11(26.8) | 10(24.4) | 38(92.7) | 24(58.5) | 40(97.6)
er(ZZ)yTHa (+)PED | 40(97.6) |16(39.0) |26(63.4) | 0(0) 124) | 1(24)
(N);@m (OPED | 1(2.4) 25(61.0) | 15(36.6) | 41(100) | 40(97.6) | 40(97.6)
lr\lll(;fgyma(ﬂ SHTC | 0(0) 25(61.0) |5(12.2) |30(73.2) | 24(58.5) | 28(68.3)
(N);@ma ()SHTC |41(100) |16(39) |36(87.8) | 11(26.8) | 17(415) |13(31.7)
lr\lll(;ypfgyma ()ELM | 41(100) |41(100) |39(95.1) |34(82.9) | 26(63.4) | 11(26.8)
g;@ma ()ELM | 0(0) 0(0) 249) |7(17.1) |[15(36.6) | 30(73.2)
Eﬁfzyma (+)ERM | 8(195) |3(7.3) |8(19.5) |6(14.6) |8(195) |7(17.1)
(E%:%Ha (OERM | 33(80.5) |38(92.7) |33(80.5) |35(85.4) | 33(80.5) | 34(82.9)

b

Wnrpaperunanta reuHoct(IRF); Cyoperunanna Teunoct(SRF); AGnanuja peTHHATHOT
nurmenTHor enurena(PED); Cyoperunanau xupepediektuau TkuBHU KoMiuiekc(SHTC); Criosparima
rpanndHa MmemOpana(ELM); Enupernnanna memopana(ERM);

TaGema 11.

bpoj wucnuTtaHuka ca pasIUYUTHM CTPYKTYpHUM Kapaktepuctukama CNV
nepuaucaaum OCT-om

VYV Tabenu 11 mpukaszyjeMo Opoj MCTIMTAaHWKA Ca MPUCYTHHUM U OJICYTHUM PA3THIUTHM

CTPYKTYpPHUM KapaKTepHCTHKa HeoBackylnapHe memOpane aeduaucannx OCT-oMm y omHOCY Ha

THUII HEOBaCKyJIapHe MeMOpane aedunucane metogom FA.



IRF je 6una mpucyrHa (IRF+) xon 17 (41.5%) ucnuranuka y npBoj u 38 (92.7% ) y
JPYT0j TPYIH MPE 3a0YNbamkha TEPAIHje.

VY npBoj rpynu HakoH Tpehe no3e IRF je Ouna npucyrHa ko 6 (14.6%), a y apyroj kox
34 (82.9%) ucniuraHuka.

[Mocne mecte no3e IRF je 6una npucyrna koa 8 (19.5%) ucnuranuka y u 16 (39.0%) y
Ipyroj Tpymu. YoudaBamo jJa ce Opoj mcnuTaHuka ca mpucytHoMm IRF cmammo BpemeHOM.
Amnanuza nogaraka CrynentoBuM T TecToMm mokasana je na je 0poj MCIIMTaHHWKa ca MPUCYTHOM

IRF npe Tpermana 6uo 3na4ajuuje Behu y npBoj rpynu (p<0.01), kao u 1a ce cMamHO 3HAYAJHO

y 00¢ rpyme Hakon npumeHe aHTu-VEGF tepanwuje, 3Hauajuuje y npBoj rpynu (I'paduxon 4).
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I'paduxon 4. IlpucyctBo u oacyctso IRF npe u nocne tpermana y | u Il rpynu

SRFE_ je 6owra mpucyrHa (SRF+) kox 39 (95.2%) ucnuranuka y nipBoj u 30 (73.2%) y npyroj
TpyIHU TIpe 3arounmbama Tepanydje. Y mpBoj rpymnu HakoH Tpehe noze SRF je 6una mpucyTtHa Koj
31(75.6%) ucnuranuka, a 'y npyroj koa 3(7.3%). ITocne mecre no3e SRF je Ouiia mpucyTHa KO
17 (41.5%) ucnuranuka y npsoj u kof 1 (2.4%) y npyroj rpyn.
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VYouaBamo 5a ce Opoj ucnuTaHuka ca npucyTHom SRF cMmamrno BpeMeHoM. AHanu3a mojaraka
CrynentoBuMm T TecToM mokasana je na je 6poj ucnuranuka ca nmpucytHoM SRF mpe tpermana
Ono 0e3 3Ha4ajHEe pasznuKe y o0e rpyre, Kao W Ja Ce 3HA4ajHO CMAamHO y 00e rpyre HaKoOH

3aBpmerka Tepanuje (P<0.01), 3nauajuuje y npyroj rpynu (p<0.01) (I'pacdukon 5).
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I'paduxon 5. [lpucyctBo u oacyctBo SRF mpe u mocne tpetmana y | u |l rpynu

PED je 6una npucytHa (PED+) kozg 40 (97.6%) ucniutanuka y npBoj u Koz 16 (39.0%) y npyroj
IpyIu Ipe 3ano4nbama Tepanyje. Y npBoj rpynu HakoH Tpehe no3e PED je 6una npucyrtna kox
26 (63.4%) ucnuTaHuKa, a y Ipyroj HUje pPEerucTPOBaHO EeHO mpHcycTBO. [locie mecre mo3e
PED je Owmna npucyrna kox 1 (2.4%) ucnuranuka y npoj u xon 1 (2.4%) y apyroj rpymu.
YouaBamo 51a ce 6poj ucnuTanuka ca npucyriom PED cmamno BpemeHoM.

Ananmusa moparaka CryaentoBuM T TecToM mokazana je na je Opoj MCHHUTaHUKA ca
npucytiom PED mpe tpermana Omo 3HauajHo Behm y mpBoj rpymm (pP<0.01), mox ce mo
3aBPIIETKY TPEMaHa 3HA4ajHO CMamHOo y 00€ Tpyre, Tako Ja Ha Kpajy Tepamuje HeMa pa3iuke

u3mel)y rpymna no 0pojy ucnurtanuka ca npucyriom PED (I'padukoH 6).
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I'padukon 6. IIpucyctBo u oncyctBo PED mnpe u mocne tpermana y | u |l rpynu

SHTC umn (SHTC+) Huje Omia mpuCyTHA KOJl MCIUTAHWKA Y MPBOj TPYIH TPE 3ar0Ynmbamba
Tepamnuje, AOK je y APYroj rpymu perucrpoBaHa kon mux 25 (61.0%). Y mpBoj rpynu HakoH
tpehe noze SHTC je Ouna mpucytHa kon 5 (12.2%) ucnurtanuka, a y Apyroj rpymu kon 30
(73.2). Mocne mecte noze SHTC je 6una nmpucytHa kox 24 (58.5%) ucnuranuka y mpBoj U KOJ
28 (68.3%) y npyroj rpynu. YodaBamo na ce Opoj ucrnutanuka ca npucyriom SHTC mosehao
BPEMEHOM.

Ananusa noparaka CryaeHtoBuM T TecToM Mokazana je na je Opoj MCHHUTaHUKA ca
npucytHom SHTC mipe tpermana 6uo 3Havajuo Behu y apyroj rpymu (p<0.01). ITo 3aBprierky
TpemMaHa 3Ha4ajHo ce nmoBehao Opoj ucrmranuka ca npucyraoM SHTC y nipBoj rpymnu , 10K je y
JPYyToj TPYNH MPaKTUYHO OCTA0 HE MPOMEHEH, TaKO Ja Ha Kpajy Tepanuje Hema pasiuke usmely

rpyna o 6pojy ucnuranuka ca npucyrium SHTC (I'paduxon 7).
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I'padukon 7. [IpucyctBo u oncyctBo SHTC mpe u nmocne tpermana y | u Il rpynu

ELM je Owna npucyrna (ELM+) xox cBux wmcnuranuka (100%) y obe rpyme mpe
3arouumama Tepanuje. Y npBoj rpynu HakoH Tpehe noze ELM je Ouna mpucyrHa xox 39
(95.1%) ucnuranuka, a mocie mecte g03e kox 26 (63.4%). Y npyroj rpymnu nocie tpehe mo3e
ELM je Omna npucytna xon 34 (82.9%), a mocne mecre kox camo 11 (26.8%) ucnuraHuka.
Bunnmo na ce 6poj marnmjeHaTa ca ouyBameM KoHTHHYUTeTa ELM cBpeMeHOM cMmamyje Tako na
nocye mecte Ao3e Opoj ucnutanuka ca oacyrHoM ELM ( ELM-) y mpBoj rpynu usHocu 15
(36.6%), a y npyroj rpynu 30 (73.2%). Ananusa nogataka CtynenroBum T TecToM mokaszaia je
na je Opoj mcrnmranuka ca ouyBaHoM ELM mpe tpermana Ouo mojjeqHak y ode rpyre, JIOK ce

HAKOH Teparnuje Taj Opoj cMamuo y obe rpyne, 3Ha4dajuuje y npyroj rpymnu (p<0.01) (I'padukon

8).
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I'paduxon 8. IlpucyctBo u oacycrso ELM npe u nocine tpermana y | u |l rpynu

ERM je 6una npucyraa (ERM+) xox 8 ucriuranuka (19.5%) y npsoj u 3 (7.3%) y npyroj
Ipynu Ipe 3arouumbama Tepanuje. Y npBoj rpynu HakoH Tpehe noze ERM je Oumia npucyrHa
kon 8 (19.5%), a y mpyroj koxm 6 (14.6%) ucnuranuka. Ilocne mecre noze ERM je Ouna
npucytHa Koz 8 (19.5%) ucnuranuka y npBoj u kox 7 (17.1%) y apyroj rpynu. Buaumo na ce
Opoj mcruTaHWKa KoJl Kojux moctoju mpucytHa ERM mosehao BpemMeHOM. AHanm3a Iojaraka
CrynenroBum T TecToM mokasana je 1a je 0poj ucnuranuka ca npucyrtHom ERM npe tpermana

6uo Hemto Behu y mpBoj Ipymnu, U Ja Ha Kpajy TpeTMaHa HHUje JOLUIO JI0 3Ha4ajHOT noBehama

Opoja ucnuranuka ca npucyraom ERM (p>0.05) (I'padukon 9).
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I'paduxon 9. IlpucyctBo u oacycrso ERM mnpe u nocne tpermana y | u Il rpynu
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4.6. OgHoc  pasIHYUTHX  CTPYKTYPHHUX  KAPaKTePUCTHKA
HeoBackyJapHe memoOpane gooujenux OCT-om ca BuaHOM

omrtpunomM (BCVA) m umeHTpajsHOM Ne0/bMHOM Yy MaKYJIH

(CMT)

[Tpoceuna BCVA
CrpykrypHe npe UHTEpPBEHIMje | Tocie 3 Mecena nocie 6 Mecenu
Kapakrepucruke
CNV rpyne rpymne rpymne

I 1 I 1 I I
ITpucyrna (+) IRF 0.16 0.14 0.24 0.27 0.18 |0.24
Oncytha (-) IRF 0.21 0.08 0.38 0.23 047 10.34
IpucytHa (+) SRF 0.19 0.11 0.34 0.15 0.38 ]0.15
OuncytHa (-) SRF 0.10 0.22 0.42 0.28 046 ]0.30
Ipucyrna (+) PED 0.19 0.12 0.40 / 0.60 ]0.20
Ouncytha (-) PED 0.10 0.20 0.33 0.27 041 |031
[lpucyrna (+) SHTC |/ 0.14 0.17 0.22 032 |0.46
Oncyrha (-) SHT 0.19 0.14 0.40 0.38 0.56 |0.25
IpucyrHa (+)ELM 0.19 0.19 0.37 0.29 0.53 |0.46
Oncyrha (-) ELM / / 0.15 0.17 023 10.24
IpucytHa (+) ERM 0.18 0.17 0.32 0.26 033 |0.26
Oncytha (-) ERM 0.20 0.14 0.37 0.27 044 031

Haj6ose kopuroBana Buana omrtpuHa (BCVA); Hurpaperunanna teunoct (IRF); CyOperunanna
teunocT (SRF); A6nanuja perunannor nurmeHtHor enuteia (PED); CyOperunanau xupepedieKTHBHA
tkuBHH KoMmIuieke (SHTC); Crniosparia rpanndna memOpana (ELM); Enuperunanna membpana (ERM);

TaGena 12. Ilpuka3 mnpoceune BCVA kxox wucnuraHuka ca pasIduUTUM CTPYKTYpHHUM
kapaktepuctukama CNV nepunucannm OCT-om
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CTpyKTypHE MIpe UHTEPBEHITH]ES nociue 3 mecena nociue 6 meceuu
kapakrepuctuke CNV CMT(um) CMT(um) CMT(um)
rpyme rpyme rpyme
I Il I Il I 1
[Tpucyrna (+) IRF 421.9 423.7 285.3 307.3 248.7 | 225.2
Oncyrra (-) IRF 409.2 440.3 295.7 323.8 2235 | 210.2
[Tpucyrna (+) SRF 416.1 434.6 301.2 367.7 248.2 | 241.0
Oncytha (-) SRF 383.5 398.4 278.8 305.5 215.9 | 2154
[Tpucyrna (+) PED 416.3 402.0 290.0 / 204.0 | 295.0
Oncyrha (-) PED 340.0 439.5 301.3 310.1 229.0 | 2141
Ipucyrna (+) SHTC |/ 417.0 335.4 313.1 2475 | 230.8
Opncytha (-) SHT 414.5 437.2 288.5 302.0 2014 | 184.2
Ipucyrna (+)ELM 414.5 414.5 295.9 303.6 211.8 | 183.7
Oncyrha (-) ELM / / 262.0 341.4 257.2 | 227.9
IpucytHa (+) ERM 424.0 456.0 312.4 337.0 262.9 | 236.0
OncytHa (-) ERM 412.2 422.4 289.9 305.5 220.1 | 211.9

Wurpapernnanna teunoct (IRF); CyOperunanna teunoct (SRF); AbGnanuja peTMHaIHOT MUIMEHTHOT
enutena (PED); Cybperunannu xupepeduiektuBau TKHBHH Komiuieke (SHTC); Crospaiimba rpaHHYHA
memOpana (ELM); Enupernnanna memOpana (ERM); Lientpanna ne6spuna y makynu (CMT)

Tabena 13. Ilpuka3 npoceune CMT kon ucnuTaHuKa ca MPUCYTHOM U OJICYTHUM CTPYKTYPHUM

kapaktepctukama CNV mo rpynama

4.6.1. Opnoc IRF ca BCVA u CMT

[Tpoceuna BCVA y npBoj rpymnu npe nmoverka tepanuje m3Hocuia je 0.16 kox mamujenara
ca npucytHom IRF (IRF+). ITocne tpehe nose nmpoceuna BCVA nosehana ce na 0.24, a nocne
mecte oneT cMamwmia Ha 0.18 kox manumjenara ca IRF+. Y ucroj rpynu, koa MCIIUTaHUKA KOA
kojux Huje nocrojana IRF (IRF-) npe 3anounmwarma tepanuje npoceuna BCVA u3nocuna je 0.21,
nocie tpehe mo3e ce mosehana nHa 0.38, a mocie mecre Ha 0.47. Y npyroj rpymm mpocedHa
BCVA mnocuna je 0.14 nmnpe 3amounmama Tepamdje KOJ IMalHjeHaTa ca IMPHUCYTHOM
uHTpapeTuHaaHoM TeuHomrhy (IRF+).

ITocne tpehe noze mnpoceuna BCVA ce nosehana na 0.27, a mocne mecre U3HOCHIA j€
0.24. Y wuctoj rpynu KoA manyjeHara Ko KOjux HUje OMiio mprucyTHE HHTPAPETHHAIHE TEYHOCTH
(IRF-) mpe 3anoummara Tepamnuje mpocedna BCVA wusHocuna je 0.08, mocne Tpehe mose

noBehana ce Ha 0.23 , a mocne mecre go3e Ha 0.34 (Tabena 12, I'padukon 10).
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I'paduxon 10. [Ipoceuna BCVA y | u |l rpynu ko npucyrse u oacyrue IRF

3a mpahewe BCVA yHyTap rpyna mo BpeMEHHMa KOJI UCIUTAHHWKA Ca MPUCYTHOM H

onBojeHo ca oacytHoM IRF kopumrhen je Friedmanov u Wilcoxon tect cyme panrosa.

BCVA 3Ha4ajHOCT 3HauajHOCT 3HauajHOCT
BCVA nou-3m | BCVA 3m-6m | BCVA nou-6m
IIpucyrna IIpe 0.16 p>0.05
IRF TpeTMaHa
ITocne 31024 p<0.05
Mecena
[Tocne 610.18 p<0.05
MeCeIn
Oncytha IRF | [Ipe 0.21
TpeTMaHa
ITocie 310.38 p<0.05
Mecera p<0.01
[Tocie 6| 0.47 p<0.05
MeceIn

Haj6ospe kopurosana suaHa omrpuna (BCVA); Uurpaperunania teqnoct (IRF)

Tabena 14. ITpuka3 omnoca BCVA kpo3 BpeMeHCKe Tauke IocMaTpama YHyTap WCIUTAaHUKA ca

npucytHoM u ofcyTHoM IRF 3a | rpyny
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BCVA | 3nauajaoct 3Ha4ajHOCT 3HavajHOCT
BCVA nou-3m | BCVA 3m-6Mm | BCVA nmou-6m
IIpucyrna Ipe 0.14
IRF TpeTMaHa
[Tocne 310.27 p<0.05
Mecela p<0.05
ITocae 61024 p>005
Mecenn
OncytHa IRF | Ipe 0.08
TpeTMaHa
[Tocne 310.23 p<0.01
Mecerna p<0.01
ITocne 6034 p<0.05
MeCeIn

Haj6ospe kopurosana suaHa omrpuna (BCVA); Uurpapetunania teqnoct (IRF)
Tabena 15. Ilpuka3 oqnoca BCVA kpo3 BpeMeHCKe Tauke MocMaTpama yHyTap UCIUTaHHUKA ca

npucytHoM u oxacytHoMm IRF 3a |l rpynmy

Ha ocHoBy oBe ananuze youaBaMo JAa ce y mpBoj rpymnu npocedyda BCVA kop ucnuranvka
ca nmpucytHoM IRF monpasuia u to ca 0.16 mpe tpermana Ha 0.24 mocine 3 meceria (p<0.05). Ox
tpeher mecena y oanocy Ha mectu BCVA ce moropmana ca 0.24 na 0.18 (p<0.05). ITopenchu
MOYETHY U Kpajwy BUJIHY omTpuHy 0.16-0.18 BuauMO 1a HE MOCTOjU CTATHUCTUYKU 3HayajHa

paznuka y modoJspliamby BUJHE OLITPUHE HAKOH IIECTE J103€ JIeKa Y MPBOj IPYNH KOJ UCHUTAHUKA

ca nmpucytHoM IRF (p>0.05). ¥V ucroj rpynu xox ucnuranuka ca oncyriom IRF BCVA ce ca

0.21 mpe tepanuje nonpasmwia Ha 0.38 mocne Tpehe mosze (p<0.05), u ca 0.38 nHa 0.47 mocrne
mecte no3e (P<0.05). I'nenajyhu Bpeanoct mpe tpermana (0.21) U BpeJHOCT MOCIIE MECT MECEIH
(0.47) BunMMO 5a MOCTOJU CTAaTUCTUYKH 3HAYajHA pas3jivKa y MoOoJblIaky BUIHE OLITPUHE KOJ
ucnuranuka ca oacytHoM IRF y npBoj rpymnu (p<0.01) (Tabena 14).

VY npyroj rpynu koj nanujenara ca npucytHom IRF BCVA ce ca modetka tpetmana (0.14)

nonpasmia Ha 0.27 mocae tpehe mose (p<0.05), mok ce mocine mecte q03e cMamuia Ha 0.24 y

oxHocy Ha Tpehy no3y (p>0.05) (Tabena 15).

[Iparehu BpemnocTu mpe TpetMaHa U HakoH mecte no3e (0.14-0.24) Buaumo 1a je umak
gonuio 1o mnobospmama BuaHe omTpuHe P<0.05) kox wucnuranmka ca npucytHom IRF

(I'paduxon 10).
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Kon ucnuranmka ca oncyrHom IRF mpoceuna BCVA wm3nocuna je 0.08 mpe tpermana,
nocie tpehe mo3e ce mosehana na 0.23 (p<0.01), a mocne mecre go3e n3nocuia je 0.34 (ca 0.23-
0.34) (p<0.05). ITopenchu mouerHy BuAHY OMITPHUHY U OHY mocie mect Mecenu (0.08-0.34)
BUJIMMO JIa j€ 3HaYajHO IOUUIO 10 1mO0oJsbinama BuaHe omtpuHe (P<0.01) xon marmujeHara ca
oncytHoMm IRF (Tabena 15).

[Topehewe BCVA ynyrap rpyna m3mel)y ucrnuranwka ca mpucyTHOM u ojacyTHoMm IRF

paheno je Mann-Whitney U mecmonm.

. 3 Mecera nocie 6 mecenu mocie
ITpe untepBeHuuje . .
UHTEpBEHIIN]E MHTEpBEHIIN]E
IIpucyrna | OpncyrHa | IlpucyrtHa Oncyrna IIpucyrna OpncyrHa
(+)IRF (-)IRF (+)IRF (-)IRF (H)IRF (-)IRF
| rpyna 0.16 0.21 0.24 0.38 0.18 0.47
BCVA
3HAYajHOCT p>0.05 p<0.05 p<0.01
M rpyma |0.14 0.08 0.27 0.23 0.24 0.34
BVCA
3HAYajHOCT p<0.01 p>0.05 p<0.05

Nurpaperunanna teunoct (IRF); Hajoosbe kopurosana Buana omrpuna (BCVA)

Tabena 16. [Topehewe BCVA ko ucniutanuka ca npucyTHoM u ojxcytHoM IRF ynytap rpyna

VY Ttabenn O6poj 16 youaBamo na Bpeanoctm BCVA yHyrap mpBe rpyre mpe moderka

Teparje He MOKa3yjy CTaTHCTHYKH 3Ha4ajHe pasnuke (P>0.05) 0e3 003upa 1a M UCTUTaHHIH

uMajy mpucytHy, win oacytHy IRF. V wucroj rpynu mocne tpehe mose, BUAMMO Aa MOCTOjU

3HavajHa pa3nuka o nuraiky BCVA u na je To y kopuct nanmjenata 6e3 IRF. ITocne mrecte

no3e Ta pa3nuka ce jomr Bumie yBehasa (p<0.01) y xopuct ucnuranuka 6e3 IRF.

VY npyroj rpynu mpe modeTka Jedera MOCTOjU CTATUCTUYKH 3HAaYajHa Pa3jIfKa 10 MUTamby

BCVA (p<0.01) u oHa je y kopuCT MCIHTaHHKA Koju HeMajy IRF.
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ITocne tpehe mo3e y oBoj rpynu Hema pasziuke (p>0.05) usmel)y BCVA 6¢3 063upa aa u

ucnutanuiy uMajy npucytny IRF wiu me. ITocie mecte mo3e pasnuka moctoju (P<0.05) u to y

kopuct BCVA ucnuranuka 6e3 IRF.

3a nopeheme npoceune BCVA u3mely rpyna koj ucnuranuka ca mpucyTHOM M ojcyTHoM IRF

koputihen je Mann-Whitney U mecm.

[Ipe unTEpBEHITN]C

3 Mecela mocie

6 Mecenu mocie

MHTEPBEHIIN]E MHTEPBEHIIN]E
I rpyna Il rpyna | rpyna Il rpyna | rpyna Il rpyna
BVCA BCVA BCVA BCVA BCVA BCVA
IRF+ 0.16 0.14 0.24 0.27 0.18 0.24
3HAYajHOCT p>0.05 p>0.05 p<0.05
IRF- 0.21 1 0.08 0.38 1 0.23 0.47 | 0.34
3HAYajHOCT p<0.01 p<0.05 p<0.05

IMpucytna IRF (IRF+); Opcyrna IRF (IRF-); Hajoosse kopuroBana uana omtpuda (BCVA);
Nurpaperunania teunoct (IRF)

Tabena 17. [lopehewe BCVA usmely rpymna koJ uCnuTaHuKa ca MpUCYTHOM U ojacyTHOM IRF

VY rtabenu 17 youaBamo Ja mpe moyeTka TpeTMaHa KoJ McnuTaHuka ca npucytHoMm IRF

u3Mel)y TpBe W JIpyre rpyme HHje MOocTojana pasiuka y BuaHoj omrpuau (p>0.05), mox kox

ucnutanuka ca oncytHoM IRF mpe Tpermana mocroju 3HauajHa pasnuka (p<0.01) mo mutamy

BCVA usmehy rpyna. Ilocne tpehe noze xon npucyrae IRF nHema 3HauajHe paznuke usmely

rpyna (p>0.05), nox kox oxcyrHe IRF moctoju pasnmuka no mutamy BCVA (p<0.05). Tlo

3aBpUIETKY TpeTMaHa KoJ ucnuTaHuka ca npucytHoM IRF jaBsba ce 3HauajHa pasnuka usmelhy

rpyna (p<0.05), kao u kox oncyrre IRF mo 3aBpiieTky TpeTmaHa.
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I'paduxon 11. IIpoceuna BCVA usmehy | u |l rpyne xon npucyrne u oncythe IRF

VY rtabemn Opoj 13 yowaBamo na je mpoceuna CMT y mpBoj rpynu mpe 3amodnmama
tepanuje n3Hocmia 421.9 um kox IRF+, 1ok je xon nanmjenata ca IRF- m3nocuna 409.2 um. ¥V
ucroj rpymnu nocie tpehe no3e npoceyna CMT usnocuna je 285.3um (IRF+) u 295.7 um (IRF-
), a mocne mrecre 248.7 um (IRF+) u 223.5 pm (IRF-). VY apyroj rpymnu npe 3amnounbama
tepanuje npoceuna CMT usnocuna je 423.7 um (IRF+) u 440.3 um (IRF-). TToce tpehe nose
neka npoceyna CMT wusnocuna je je 307.26 um (IRF+) u 323.8 um (IRF-), a noce miecre
no3ze 225.2um ( IRF+) u 210.2 um (IRF-) (I'padukon 12).
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I'paduxon 12. I[TIpoceuna CMT (um) y | u |l rpynu kox npucythe u oacytHe IRF

3a npaheme CMT yHyTap rpyma 1o BpeMeHHUMa KOJ| HCIUTAHUKA Cca TPHUCYTHOM H

oxBojeno ca oacytHoM IRF xopumhen je Wilks Lambada tecr, a 3atum u nmopelheme maposa.

CMT (um) 3HavajHOCT 3HauajHOCT 3HauajHOCT
CMT nou-3m | CMT 3m-6M | CMT mnou-6m
[IpucyrHa Ipe 421.9
IRF (+) TpeTMaHa p<0.01
[Tocne 312853
Mecena p<0.01
[Tocne 6 | 248.7 p<0.05
MeceIu
OpncyrHa IIpe 409.2
IRF (-) TpeTMaHa
[Tocne 3 1295.7 p<0.01
Mecera p<0.01
ITocne 6 | 2234 p<0.05
Mecenn

Llentpanna ne6spuna y makyinu (CMT); Uatpaperunansa teunoct (IRF);
Tabena 18. IIpuka3 onnoca CMT kpo3 BpeMeHCKe Tauke mocMaTpama yHyTap HCIHUTaHHKa ca

npucytHoM u oacytHoMm IRF 3a | rpymy
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CMT (um) 3Ha4YajHOCT 3Ha4YajHOCT 3Ha4YajHOCT
CMT nou-3m | CMT 3m-6M | CMT nou-6m
IIpucyrna Ipe 423.7
IRF (+) TpeTMaHa
[Tocne 31307.2 p<0.01
Mecela p<0.01
ITocne 6| 225.2 p<005
Mecenn
OncytHa ITpe 440.3
IRF (-) TpeTMaHa
ITocne 313238 p<0.01
Mecerna p<0.01
ITocne 6 | 210.2 p<0.01
Mecenu

Lentpanna ne6spuna y makyau (CMT); Unatpaperunanna teunoct (IRF)
Tabena 19. [Ipukaz ognoca CMT kpo3 BpeMeHCKE Tauke MocMaTparma yHyTap MCIUTaHUKa ca

npucytHoM u ogacytHoMm IRF 3a |l rpyny

Ha ocHoBy oBe ananuse BuauMo 11a ce y npBoj rpymnu npoceysa CMT kox ncnuranuka ca
npucytHoM IRF cmamuna ca nodyerne 421.9 npe tpermana na 285.3 nocie 3 mecena (p<0.01).
On tpeher mecera y onnocy Ha mecti CMT ce cmammia Ha 248.7 (p<0.05). [Topenehn nouerny
n kpajiby CMT BUIMMO /2 MOCTOjU CTATUCTHYKK 3HaudajHa pasnuka y cmamery CMT HakoH
IIeCTe 03¢ Jieka y MpBOj rpynu ko ucnuranuka ca npucytHoMm IRF (p<0.01). V ucroj rpymu
ko ucnutanuka ca oacytHoM IRF CMT ce ca 409.2 npe Tepanuje cmamuna Ha 295.7 nocne
tpehe mose (p<0.01), m wma 223.5 mocne mecte go3e (p<0.05). INopenehu BpemnocT mpe
TpeTMaHa M BPEIHOCT IMOCJE MEeCT MECEI BUIMMO J1a MTOCTOjJH CTATHCTUYKH 3HAYajHA Pa3jiuKa y
noboseimaby CMT kox ucnuranuka ca ogcyraom IRF y npBoj rpymu (p<0.01) (Tabena 18).

VY npyroj rpynu koa namujeHara ca npucytHom |IRF CMT ce ca mouetka Tpetmana (423.7)

cmammina Ha 307.3 mocie Tpehe mose (p<0.01), nok ce mocine mecte A03¢ cMamuia Ha 225.2 y

oxHocy Ha Tpehy mo3y (p<0.05). IMopenehu BpemHOoCTH Tpe TpeTMaHa M HAKOH IIECTE J03€

yodaBaMo Jia je JOIUIo 10 3HavajHor cMamera CMT (p<0.01) kox ucruTaHWKa ca MPHUCYTHOM

IRF (Ta6ena 19).
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Kon uncrnmranmka ca oacyrHoMm IRF mpoceuna CMT wusnocuna je 440.3 mpe TperMana,

mocie tpehe mose ce cmammia Ha 323.8 (p<0.01), a mocie mecre mo3e usHocuiaa je 210.2

(p<0.01). I'nenajyhu mouerny CMT u OHy mociie mecT Meceld BUAMMO Jia je 3HaYajHO JIOILIO

1o cmamema CMT kox nanujenata ca oacytaom IRF (p<0.01)(I'paduxon 12).

[Topehewe CMT ynyrap rpyna usmehy ucnuranumka ca mpucyTHoM u ojacytHoMm IRF

paheno je CtynentoBuM T TecTOM.

[Ipe unTEpBEHITH]C

3 Mecela mocie

6 Mecenu mocie

MHTEPBEHIIN]C WHTEPBEHIIN]E
IRF [Ipucyrna OncyrtHa [Ipucyrna OpncyrHa [Ipucyrna OpncyrHa
(H)IRF (-) IRF (H)IRF (-) IRF (H)IRF (-) IRF
| rpynma CMT | 421.9 409.2 283.3 295.7 248.7 223.48
3HAYajHOCT p>0.05 p>0.05 p>0.05
Il rpyna CMT | 423.7 | 440.3 307.2 3238 225.2 210.2
3HAYajHOCT p>0.05 p>0.05 p>0.05

LlenTtpanna ne6spuna y makynu (CMT); UuaTtpaperunanna teunoct (IRF)

Tabena 20. [Topehewe CMT u3mely ncnuranuka ca npucytHom u oacytHoM IRF ynyrap rpyna

VY tabenu Opoj 20 Bunumo na BpenHoctu CMT yHyTap mpBe rpyne mpe noverka Teparuje

He M0Ka3yjy CTaTUCTUYKHU 3HavajHe pa3iuke 0e3 003upa Aa 1 UCHUTaHUIM nMajy npucytHy IRF

wim He (p>0.05). Tako ce nonamajy u BpemHoctu CMT mocne tpehe u miecte mo3e Jieka

(p>0.05). ¥ npyroj rpynu mpe moyeTka Jieuemha He MOCTOjU CTATUCTUYKY 3HaYajHa pa3jiuKa 1o

nutary CMT, Ge3 003upa na mu nmocroju npucyrHa uwin He IRF (p>0.05). ITocne tpehe u mecre

noze takohe Hema 3HauajHe paznuke uzMelly CMT Ge3 o03upa na 1M HUCHOUTAHUIM HMajy

npucytHy IRF wiu ve (p>0.05).

3a mopeheme mpoceune CMT m3melhy rpyma ko HCIHUTaHWKA ca MPUCYTHOM M OJICYTHOM

MHTpapeTuHaIHOM TeuHouthy kopuctuiu cmo CtyaentoB T TecT.
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[Ipe unTEpBEHITH]C 3 Mecela mocie 6 Mecenu mocne
WHTEpBEHIIN]E MHTEPBEHIIN]E
| rpyna Il rpyma | rpyma Il rpyma | rpyma Il rpyma
CMT (um) | 421.9 423.7 285.3 307.2 248.7 225.2
IRF+
3HAYajHOCT p>0.05 p>0.05 p>0.05
CMT (um) | 409.2 440.3 295.7 323.8 223.4 210.2
IRF-
3HAYajHOCT p<0.05 p<0.05 p>0.05

IMpucyrna IRF(IRF+); Oncyrra IRF (IRF-); Lenrpanna nebssuna y makynu (CMT); UuTpaperunanta
teunoct (IRF)

Tabena 21. [Topehewe CMT usmely rpymna kon ucnuranuka ca npucyTHoM u oacytHom IRF

VY Ttabenu 21 nparumo nopeheme CMT u3mely npBe u apyre rpymne Koa UCIUTaHUKA ca

IRF+ u IRF-. Bugumo na npe modeTka TpeTMaHa KoJ ucnutanuka ca IRF+ usmely npse u npyre

rpyne He nocroju pasnmuka y CMT (p>0.05), nok kox ucnuranuka ca IRF- mpe Tpermana
noctoju pazmka (p<0.05) mo muramwy CMT usmel)y ipBe u npyre rpyme. [Tocie tpehe no3e xon
ucnuranrnka ca IRT+ Hema 3HavajHe pasnuke uzmely npse u apyre rpyme (p>0.05), mok konx

IRF- moctoju paznuka no nuraty CMT (p<0.05).

[To 3aBpueTky Tpermana kon IRF+ u nasme Hema pasnuke usmely rpyna xao u xox IRF-

(p>0.05) (I'padukon 13).
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I'padukon 13. IIpoceuna CMT (um) usmelyy rpymna ko npucytHe u oacytae IRF

4.6.2. Ognoc SRF ca BCVA u CMT

[Ipoceuna BCVA y npBoj rpynu npe noverka tepanuje m3nocuia je 0.19 kox mamujenara
ca mpucytioM SRF (SRF+). ITocne tpehe no3e nmpoceuna BCVA 6uina je 0.34, a mocie mrecte
0.38 xon manmjenata ca SRF +. Y uctoj rpynu, KoJ UCIIUTaHHUKA KOJ KOjuX HUje nocrojana SRF
(SRF-) mpe 3anounmama tepanuje npoceuna BCVA usnocuna je 0.10, mocne tpehe nose 0.42, a
nocine mecre 0.46.

VY npyroj rpymu npoceuna BCVA wm3nHocmna je 0.11 mpe 3amounmama Tepamnuje Ko
nanujeHara ca npucytiom SRF (SRF+). Tlocne tpehe mo3e mpoceuna BCVA usnocwuia je 0.15,
a mocne mecre ucto 0.15. ¥V ucroj rpynu koj nmanujeHara Koj Kojux Huje ouino npucytae SRF
(SRF-) mpe 3anounmata Tepanuje npoceuna BCVA u3nocuna je 0.22, mocie tpehe noze 0.28 ,

a mocie mecte go3e 0.30 (Tabena 12, I'padukon 14).
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I'paduxon 14. IIpoceuna BCVA y | u |l rpynu ko npucyrse u oacyrue SRF

3a npaheme BCVA yHyTap rpyma mo BpeMEHHMa KOJ WCIIMTaHWKA Ca TMPHCYTHOM H

oaBojeHo ca oacytHo SRF xopurrhen je Friedmanov u Wilcoxon tect cyme panrosa.

BCVA 3HavajHOCT 3HauajHOCT 3HavajHOCT
BCVA mnou-3m BCVA 3m-6mM | BCVA nou-6m
[TpucytHa Ipe 0.19
SRF TpEeTMaHa
[Tocne 31034 p<0.05
Mecela p<0.01
ITocne 6 |0.38 p>0.05
MeCeIn
OpncyrHa IIpe 0.10
SRF TpeTMaHa
ITocne 31042 p<0.01
Mecera p<0.01
ITocne 6 | 0.46 p>0.05
Mecenn

Haj60sbe kopurosana Bugna omrpuna (BCVA); Cybperunanna teuroct (SRF)

Tabena 22. [Tpuka3 omnoca BCVA kpo3 BpeMeHCKe Tauke IocMaTpama YHyTap WCIUTAaHUKA ca

npucyTHoM U oficyTHoM SRF 3a | rpymy
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BCVA 3Ha4ajHOCT 3Ha4ajHOCT 3Ha4ajHOCT
BCVAnou-3m | BCVA3 m-6 M | BCVA nou-6 m

IIpucyrna Ipe 0.11
SRF TpeTMaHa

ITocne 310.15 p>0.05

Mecela p>0.05

[Tocne 6| 0.15 p>0.05

Mecenn
OncytHa ITpe 0.22
SRF TpeTMaHa

[Tocne 310.28 p>0.05

Mecerna p>0.05

ITocne 6 (0.30 p>0.05

Mecenu

Haj6ospe kopurosana suaHa omrpuna (BCVA); Cybperunanna reunoct (SRF)

Tabena 23. [Ipuka3 onnoca BCVA kpo3 BpeMeHCKe Tauke IocMaTpama YHYTap UCIUTAaHUKa ca

npucyTHoM u ojcytHoM SRF 3a |l rpymy

Ha ocHOBY OBe aHanm3e BUIUMO Jia ce y pBoj rpymnu npoceurna BCVA mompaswmia u to ca
0.19 mpe tpermana Ha 0.34 mocie 3 mecena (p<0.05). Ox Tpeher Mecena y 0IHOCY Ha MIECTH
BCVA ce npomenuna ca 0.34 na 0.38 (p>0.05). IIparehu noueTHy u Kpajiby BUAHY OLITPUHY
0.19-0.38 (p<0.01) youaBamo 1a IMOCTOjH CTATUCTHYKH 3HAYajHA Pa3jinKa y MOOOJbIIAKY BUIHE
OIIITPUHE HAKOH IIIECTE JI03€ JIeKa y TPBOj TPYIH Ko ucrmtanuka ca SRF+. YV ncroj rpymu ko
ucnuranuka ca SRF- BCVA ce ca 0.10 npe tepanuje nonpasmwia Ha 0.42 mocne Tpehe nose
(p<0.01) u ca 0.42 na 0.46 moce mecte go3e (p>0.05). [Tparehu Bpearoct mpe Tpermana 0.10 u
BpenHoCT mocie mmect mecenud 0.46 BUIMMO Ja TIOCTOJM CTAaTHMCTHYKU 3HA4YajHa pasiiuka y
no00JbIIakY BUHE OLITPHHE KO ucnutanuka ca SRF- y mpBoj rpynu (p<0.01) (TaGena 22).

VY npyroj rpynu kox namujeHara ca SRF+ BCVA ce ca nmoderka tpetmana (.11 nonpasuna
Ha 0.15 mocne Tpehe mosze (p>0.05), u ocrama HempoMmemeHa W Tocie mecte no3e. [nenajyhn
BpEIHOCTH TIpe TpeTMaHa u HakoH mecte no3e (0.11-0.15) BuauMo na Hema 3HA4YajJHOT
nobospmama BCVA (p>0.05) kox ucnuranuka ca SRF+. Ko ucnuranuka ca SRF- npoceuna
BCVA uznocuina je 0.22 npe TpetmaHna, anu ce nocie tTpehe no3e nosehana na 0.28 (p>0.05), a

nocie mecte Ha 0.30 ( p>0.05) (Tabena 23).
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[Topenehu moueTHy BuaHy omTpuHy W ony mocie mect mecenu (0.22-0.30) youaBamo na je
JOLLIO 0 M00OoJbIIatba BHIHE OIITPHHE, and He 3HadajHo craructuuku (P>0.05) kox
nanujeHata ca SRF-.

[Topehewe BCVA yHyrap rpyma u3Melhy HCIHTaHWKAa Cca TPUCYTHOM M OJICYTHOM

cyoperuHaaHoM teuHolrhy paheno je Mann-Whitney U tectom.

[Ipe unTEepBEHITH]C 3 Mecera mocie 6 Mecenu mocie
MHTEPBEHIIN]E MHTEPBEHIIN]E
IIpucyrna OncyrHa IIpucyrna OpncyrHa [Ipucyrna OpncyrHa
(+) SRF (-) SRF (+) SRF (-) SRF (+) SRF (-) SRF
| rpyma 0.19 0.10 0.34 0.42 0.38 0.46
BCVA
3HAYajHOCT p<0.05 p<0.05 p<0.05
II rpyna 0.11 0.22 0.15 0.28 0.15 0.30
BCVA
3HAYajHOCT p<0.05 p<0.05 p<0.05

Cy6perunainna teunoct (SRF); Hajoosbe kopuroana Buana omrrpuna (BCVA)

Tabemna 24. [lopeheme BCVA kop ricinTanuka ca MpUCyTHOM U ojicyTHOM SRF yHyTap rpyma

VY tabenu 6poj 24 BuauMoO na ce nodetHe BpenHoctd BCVA yHyTap o0e rpyne 3Ha4ajHO

MonpaBJbajy HaKoH Tpehe u miecre Ao3e jeka 6e3 003upa Aa JU UCIUTAHULU UMajy MPUCYTHY,

wm oacytHy SRF (p<0.05).

3a mopehewe mnpoceune BCVA wu3mely rpyma KoJ HCHOUTaHUKAa ca HPUCYTHOM H

OJICYTHOM cyOpeTnHamHOM Teunomrhy kopuctiiu cmo Mann-Whitney U tecr.
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[Ipe unTepBeHuuje 3 Mecela mocie 6 Mecenu mocie
MHTEPBEHIIN]E MHTEPBEHIIN]E
| rpyna Il rpyna | rpyma Il rpyna | rpyma Il rpyna
BCVA BCVA BCVA BCVA BCVA BCVA
SRF+ 0.19 0.11 0.34 0.15 0.38 0.15
3HAYajHOCT p<0.05 p<0.01 p<0.01
SRF- 0.10 1 0.22 0.42 | 0.28 0.46 1 0.30
3HAYajHOCT p<0.05 p<0.05 p<0.05

Cy6perunanna teunoct (SRF); Hajoosse kopuroBana Buana omrpuna (BCVA); TlpucyrHa SRF (SRF+);

Oncyraa SRF (SRF-)

Ta6ena 25. [Topeheme BCVA u3zmel)y rpyna koj ucuTaHuka ca NpucyTHOM U ojicyTHoM SRF

VY Tabemu 25 BUAMMO A2 Mpe MOYETKA TPETMaHa KOJ MCIUTAHWKa ca mpucytHoM SRF

u3Mely npBe u Apyre rpyme nocToju pas3jiuka y BUJIHO] OIITPUHU Yy KOPUCT UCIIMTAHUKA U3 NPBE

rpyme (p<0.05). Ilocne Tpu U mIiecT Mecenr pa3jiruKa y BHIHOj OIITPUHU 3HAYAjHO CE MOIpPaBHIa

Kox uctmranuka y npsoj rpymu (p<0.01). Kox ucnmranmka ca oxcyrnom SRF mpe tpermana

tTakohe je mocrojara pasiuMKa y BUAHOj OIITPUHU Yy KOPUCT HUCIHTAaHWKA W3 JIpyre Tpyre

(p<0.05). ITocne Tpehe mo3e pa3nuka y BHIHO] OIITPHHU OWNIA je Y KOPUCT MCIUTAHHKA IPBE

rpyIie, IITO je 0CTaI0 He MpoMemeHo 1 mocie mecte no3e (P<0.05) (I'paduxkon 15).
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I'padukon 15. Ilpoceuna BCVA u3mely rpyna ca npucyraom u ojacytaoM SRF
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VY rtabenu 6poj 13 youaBamo na je mpoceuHa CMT y mpBoj rpynu mpe 3anodumbama
tepanuje u3nocmwia 416.1 um (SRF+), nok je kox marujenata ca SRF- usnocuina 383.5 um. vV
ucroj rpynu nocie tpehe noze npoceuna CMT m3nocuna je 301.2 um (SRF+) u 278.8 um
(SRF-), a mocne mecre 248.2 pm (SRF+) u 215.9 um (SRF-). ¥V npyroj rpynu mnpe 3amnounmbama
tepanuje npocedyna CMT usnocuna je 434.6 um (SRF+) u 398.4 um (SRF-). [Tocie tpehe mo3e
neka npoceuna CMT usHocuia je je 367.7 um (SRF+) u 305.5 um (SRF-), a mocine miecte no03e
241.0 um (SRF+) u 215.4 pm (SRF-) (I'paduxon 16).
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I'paduxon 16. I[Tpoceuna CMT (um) y | u Il rpynu kox npucythe u oacytHe SRF

3a mpahewe CMT yHyTap rpyma 1o BpeMeHUMa KOJ HCIUTAHUKA Ca TPHCYTHOM U

oxBojeno ca oacytHoM SRF kopurnihen je Wilks Lambada tecr, a 3atum u nopeheme naposa.
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CMT (um) 3Ha4YajHOCT 3Ha4YajHOCT 3Ha4YajHOCT
CMT nou-3m | CMT 3m-6M | CMT nou-6m
IIpucyrna Ipe 416.1
SRF (+) TpeTMaHa
[Tocne 31301.2 p<0.05
Mecela p<0.01
[Tocne 6| 248.1 p<0.05
MeceIH
OncytHa ITpe 383.5
SRF (-) TpeTMaHa
ITocne 312728 p<0.05
Mecerna p<0.01
ITocne 6 | 215.9 p<0.05
Mecenu

Ientpanna ne6spuna y makyau (CMT); Cyoperunanna teunoct (SRF)

Tabena 26. [Ipukaz oqaoca CMT kpo3 BpeMEHCKE Tauke IOoCMaTpama yHyTap HCIHUTAaHUKA ca

npucytHoM u ofcyTHoM SRF 3a | rpymy

CMT (um) 3HauajHOCT 3HauajHOCT 3HavajHOCT
CMT nou-3m | CMT 3m-6Mm | CMT mou-6m
IIpucyrna ITpe 434.6
SRF (+) TpeTMaHa
ITocne 31367.7 p<0.05
Mecera p<0.01
[Tocrme 6|241.0 p<0.05
Mecenn
OncyrHa [Tpe 398.4
SRF (-) TpeTMaHa
[Tocne 313055 p<0.05
Mecena p<0.01
[Tocrme 6| 2154 p<0.05
Mecelu

Ilentpanna nedssuna y makynu (CMT); Cyoperunanna teunoct (SRF)

Tabena 27. IIpuka3z ogaoca CMT kpo3 BpeMeHCKe Tauke IocMaTparma yHyTap HCIUTAaHWKA ca

npucytHoM U oacyTHoM SRF 3a |l rpymy
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Ha ocHoBy ananmm3e mojataka BUAMMO Ja ce y mnpBoj rpymu mpocedHa CMT kon
HCIIUTaHUKA ca MpucyTHoM SRF 3HauajHo cmamuia ca movetHe 416.1 npe tpermana Ha 301.2
nocie Tpu u 248.2 nocne mect mecenn (P<0.05). V ucroj rpynu Koa MCOUTAHUKA Ca OJCYTHOM
SRF CMT ce ca mouetHe 383.5 mpe Tepanuje 3Ha4ajHO cMamuia Ha 272.8 mocne Tpu u 215.9
mocie mect mecern (P<0.05).

[Topenehu nmouetny u xkpajiyy CMT BUAMMO 1@ MOCTOjU CTATHCTHYKH 3HA4YajHA pasiidKa y
cmamery CMT HakoH miecte mo3e Jieka KOJA HCIUTAHUMKA ca MPUCYTHOM M oicyTHoM SRF
(p<0.01) (TaGemna 26).

VY npyroj rpynu kox nauujeHata ca npucyrHom SRF CMT ce ca mouerka TpermaHa
cmamuia ca 434.6 na 367.7 nocne tpehe u 241.0 nocie mecre po3e (p<0.05). Kox ucnuranuka
na oacytHoMm SRF y ucroj rpynmu CMT ce cmamuia ca modetHux 398.4 na 305.5 mocie tpu u
215.4 nocne mect mecenn (P<0.05). I'nenajyhu BpenHocTH mpe TpeTMaHa M HAKOH IIECTE J103€
BUIUMO JIa je JONUIO A0 3HauajHor cMmamema CMT kox ucnuTaHWKa W ca HPUCYTHOM U
oncyraom SRF (p<0.01) (Ta6ena 27).

[Topehewe CMT yHyTap rpyma usmel)y UcCnuTaHMKa ca TPHUCYTHOM M oicyTHoMm SRF

paheno je CrynenroBum T TecTom.

IIpe unTepBeHuuje 3 Mecena nocie 6 mecenu nocne
MHTEPBEHIIN]E MHTEpPBEHIIN]E
SRF [Ipucyrna OncytHa [Ipucyrna OncytHa [Ipucyrna OncytHa
(+)SRF (-)SRF (+)SRF (-)SRF (+)SRF (-)SRF
| rpyna 416.1 383.5 301.2 272.8 248.1 215.9
CMT(um)
3HAYajHOCT p>0.05 p>0.05 p<0.05
II rpymna 434.6 398.4 367.7 305.5 241.0 215.4
CMT (um)
3HAYajHOCT p>0.05 p<0.05 p<0.05

Ientpanna ne6spuna y makynu (CMT); Cyoperunanta TeuHocT (SRF)

Ta6emna 28. Tlopeheme CMT m3melhy ucnmranmka ca mpucyTHoM U ocyTHOM SRF yHyTap rpyma
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VY tabenu 28 youaBamo na BpenHoctu CMT yHyTap npBe rpyrie npe modyeTka Teparnuje He

MOKa3yjy CTaTUCTUYKH 3HAYajHE pa3iuke 0e3 003upa Aa JIM MCIUTAHUIM UMajy IpucyTHy SRF
wm He (P>0.05). Ilocne Tpehe nmo3e neka Takohe HE MOCTOjUM 3Ha4YajHA pasivka u3Mehy
Bpennocth CMT koj wucnuranuka ca npucyTHoM U ozacytHom SRF (p>0.05). Mehyrum
BpeaHoct CMT mocie mecte 103€ JieKa 3HAa4ajHO C€ Pa3juKy]y Y KOPHCT HCIIMTaHHMKA ca
oacyrHom SRF (p<0.05).

Y npyroj rpynu Takohe Hema 3HauyajHe pasznuke y BpeaHoctuma CMT mpe mouerka
Tepanuje 6e3 063upa aa mu nocroju SRF wm ve (p>0.05). Ilocne Tpehe u 1mecre go3e nonasu
no 3HauajHor cmamewma CMT kox ucnuranuka ca SRF- y omHocy Ha one ca mpucytHom SRF
(p<0.05).

3a nopeheme mpoceune CMT u3melhy rpyma koj ucuTaHUKa ca MPUCYTHOM H OJICYTHOM

cyoperunanHom teunonthy kopuctuiu cMo CtyaenTtoB T tecr.

[Ipe unTepBeHIyje 3 Mecena mocie 6 Meceuu nocie
MHTEPBEHIIN]E WHTEPBEHIIN]E
| rpyna Il rpyna | rpyma Il rpyna | rpyma Il rpyna
CMT (um) | 416.1 434.6 301.2 367.7 248.1 241.0
SRF+
3HAYajHOCT p>0.05 p<0.05 p>0.05
CMT (um) | 383.5 398.4 272.8 305.5 215.9 2154
SRF-
3HAYajHOCT p>0.05 p<0.05 p>0.05

Cy6perunanna teunoct (SRF); Ipucyrna SRF (SRF+); Oncytna SRF (SRF-); Ientpanna nedsbuHa y
Makysu (CMT)

Tabena 29. [lopehewe CMT u3mely rpyna Koa ucnuTaHuKa ca IpUCyTHOM U oJcyTHOM SRF

VY tabemu 29 npatumo nopehere CMT u3mely npBe u apyre rpyre Koa MCIUTaHUKA ca
SRF+ u SRF-. Bugumo na mpe modverka TpeTMaHa Koja ucrnmrtaHuka ca SRF+ msmely npee u

apyre rpyne He noctoju pasznuka y CMT, xao u kox ucnimranuka ca SRF- (p>0.05).
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[Tocne Tpehe mo3e neka mocToju 3HauajHa pasnuka usmel)yy Bpennoctu CMT y kopuct
3HauYajHUjer cMamemha Ko UcnuTanuka y npsoj rpynu (P<0.05) u xoa oHUX ca MPUCYTHOM M
oncytHoM SRF. Tlocie mecte mo3e omer HeMa 3HauYajHE pa3iIMKe MO MuTamy BpeaHoctu CMT
KOJI MCIMTAaHWKA TpBE M Jpyre rpyme, 6e3 od3upa na nu mocroju SRF wnu we (p>0.05)

(I'padukon 17).

600 -
500 -
400 -
B | rpyna (SRF+)
E 300 - M| rpyna (SRF-)
(]
B |l rpyna (SRF+)
200 ~ Il rpyna (SRF-)
100 -

npe Tepanwje Il nosa VI aosa

I'paduxon 17. [poceuna CMT (Um) usmelyy rpyna ca npucyTHoM U oncyTHoMm SRF

4.6.3. Onquoc PED ca BCVA u CMT

[Tpoceuna BCVA y npBoj rpymnu npe moverka tepanuje m3Hocuia je 0.19 kox mamujenara
ca npucytiom PED (PED+). ITocne tpehe mo3e nmpoceuna BCVA 6uina je 0.40, a mociie mrecte
0.60 kox manujenara ca PED +. ¥V ucroj rpynu, KoJ MCHOUTaHUKA KOJA KOJUX HHje MOCTOjana
PED (PED-) mpe 3anountama tepanuje npoceuna BCVA usnocuina je 0.10, mocne tpehe nose
0.43, anocne mecre 0.41(Tabena 12, I'padukonly).

VY npyroj rpynu npoceuna BCVA m3Hocuna je 0.12 mpe 3amounmama Tepanuje KOJI
nanujerara ca npucyriom PED (PED+). Tlocne tpehe mo3ze PED nuje Owiia mpucyTHa HH KO
jemnor marujenta. [locne mecte y oBoj rpynu PED ce monoBo mojaBuo kox oxpehenor 6poja
UCIHUTaHuKa U ruxoBa npocedyna BCVA 6uia je 0.20. ¥V uctoj rpymnu Ko namnujeHaTa Koz KOjux
uuje 6wno npucytie PED (PED-) mpe 3amoummama Tepanuje npoceuda BCVA usnocuia je

0.20, mocie Tpehe go3e 0.27 , a mocie mrecte go3e 0.31 (Tabena 12, I'padukon 18)
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0,1 -

npe Tepanwje Il nosa VI aosa

I'pacdukon 18. IIpoceuna BCVA y | u |l rpynu ucnuranuka y 3aBucHoCTd o Tora jna i je PED
MPUCYTHA UIIH HE

3a mpahewe BCVA yrHyTap rpymna mo BpeMEHHMMa KOJ HMCIIMTaHWKA ca MPUCYTHOM U

oaBojeno ca oacyrHoM PED kopumihen je Friedmanov u Wilcoxon tect cyme panrosa.

BCVA | 3nauajHocT 3HauajHOCT 3HavajHOCT
BCVA nou-3m | BCVA 3m-6mM | BCVA nou-6m
IIpucyrna IIpe 0.19
PED TpeTMaHa
ITocne 31040 p<0.05
Mecera p<0.01
ITocne 6 | 0.60 p<0.05
Mecenn
Oncyrna IIpe 0.10
PED TpeTMaHa
ITocne 310.33 p<0.05
Mecera p<0.01
ITocne 6 (041 p>0.05
Mecenu

Haj6osse kopuroBana Buana omtpura (BCVA); TeyHOCT HCIOJ PETHHATHOT NMUTMEHTHOT eIHTela
(PED)

Tabena 30. [Tpuka3 omnoca BCVA kpo3 BpeMeHCKe Tauke IocMaTpama YHyTap WCIUTaHUKA ca

npucytHoM u oacyTHoM PED 3a | rpyny
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BCVA | 3nauajHoct 3Ha4ajHOCT 3Ha4ajHOCT
BCVA nou-3m | BCVA 3m-6mM | BCVA nou-6m
IIpucyrna Ipe 0.12
PED TpeTMaHa
[Mocne 31/
Mecela p>0.05
[Tocne 6|0.20
Mecenu
OncytHa IIpe 0.20
PED TpeTMaHa
ITocie 310.27 p>0.05
Mecena p>0.05
ITocne 6031 p>0.05
Mecenu

Haj6osme kopuroBana Buana omtpura (BCVA); TeyHOCT HCIOJ PETHHATHOT MUTMEHTHOT EIHTela
(PED)

Tabena 31. [Ipuka3 onnoca BCVA kpo3 BpeMeHCKe Tauke IocMaTpama YHYTap UCIUTAaHUKa ca

npucyTHoM u ojcytHoMm PED 3a |l rpyny

Ha ocHoBy oBe aHanmu3e BUIUMO Jia ce y npBoj rpymnu npoceuna BCVA nmompasunia u o ca
0.19 mpe tpermana Ha 0.40 mocie 3 mecena (p<0.05). Ox Tpeher Mecena y 0IHOCY Ha MIECTH
BCVA ce npomenmna ca 0.40 na 0.60 (p<0.05). [Topenehu noueTHy u Kpajiby BUAHY OLITPUHY
0.19-0.60 (p<0.01) youaBamo J1a MOCTOjU CTATHCTUYKH 3HAYajHA pa3jikKa y MOOOJbIIaY BUIHE
OLUTPUHE HAKOH HIECTE J03€ JeKa y MPBOj rpynu KoJ ucnuranuka ca PED+. V ucroj rpynu kox

ucnuranuka ca PED- BCVA ce ca 0.10 npe tepanuje nonpasuia Ha 0.33 mocne tpehe nose

(p<0.05) u ca 0.33 na 0.41 nocne mecte mo3e (p>0.05). ITopenehu BpeaHOCT Mpe TpeTMaHa

(0.12) u Bpenmnoct mocne mect Mecenu (0.41) youaBamo Ja MOCTOjU CTATUCTUYKH 3Ha4ajHA
pasnuka y mo0oJblliakby BHIHE OIITPHHE Koj ucnutaHuka ca PED- y mpBoj rpymu (p<0.01)
(Tabena 30).

VY npyroj rpymu koxa mamnujeHata ca PED+ mocme Tpu mecena Huje Ouimo HH jeaHOT
nanujeHTa ca npucyrHom PED, Tako na moxemo mopeautu nouetHy BpenHocT 0.12 u mocine
mect Mecer (0.20) mTo Mokasyje Jga HeMa 3HadajHe pasiiuKe 1Mo MHUTamy modosemama BCVA
(p>0.05). Kox ucniuranuka ca PED- npoceuna BCVA u3nocuna je 0.20 npe Tpermana, ainu ce

nocie tpehe nosze nmosehana wa 0.28 (p>0.05), a noce mecte Ha 0.31 (p>0.05).
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[Topenehu moueTHy BuIHY omTpuHYy M OHY mocie mecT mecernu (0.20-0.31) Bugumo na je
JOLLIO0 10 M00OoJbIIatba BHJIHE OINTPHHE, and He 3HadajHo craructuuku (P>0.05) kox
nanujenara ca PED- (Tabena 31).

[Topehewe BCVA ynyrap rpyna usmel)y ucrnuranuka ca nmpucyTHOM U oacytHom PED

paheno je Mann-Whitney U tectom.

[Ipe unTEpBEHIN]C 3 Mecerna rocie | 6 Meceln mnocJe
MHTEPBEHIIN]E MHTEPBEHIIN]E

IIpucyrna OncyrtHa IIpucytna | OacyTtHa IIpucyrna OpncyrHa
(+)PED (-)PED (+)PED (-)PED (+)PED (-)PED

I rpyma | 0.19 0.10 0.40 0.33 0.60 0.41

BCVA

3HAYajHOCT p>0.05 p>0.05 p<0.05

I rpyma | 0.12 0.20 / 0.27 0.20 0.31
BVCA
3Ha‘IajHOCT p>005 p>005

Teunoct ucnox perunanHor nurmeHtHor emnutena (PED); HajOosbe kopuroBaHa BuaHA OIITPUHA
(BCVA)

Tabemna 32. [Topehewe BCVA ko ucitanuka ca mpucyTHoM u ojxcytHom PED yrytap rpyma

VY Tabemu 6poj 32 youaBamo na ce mouerHe BpemaHoctu BCVA yHyrap o0e rpyme He
pas3NMKyjy 3HaYajHO KOJ MCIUTaHWKa ca npucyTHoM u oiacytHom PED (p>0.05). IMTocie tpehe
7103 y MpBOj I'pynu Takohe He MOCTOjU 3HayajHa paziuka no nurawy BCVA 6e3 o03upa Ha
npucytHy winu oiacytHy PED. V' npyroj rpynu mocne Tpehe no03e HHMje OMIO HHM jeCHOT
ucnuTanuka ca npucyriom PED tako na Ty Hucmo mMorim ypaauti nopehema BCVA.

[Tocrme mecTe j03€¢ y MpPBOj TPyIU IMOCTOjU 3HAYajHa pasnuka mo nurtarky BCVA kon
ucnuranuka ca PED+ u PED-. bossba BCVA youena je kox ucnuranuka ca npucyriom PED
(p<0.05). Y npyroj rpymnu u mocie mecte g03e Hema paziuke uzmel)y BCVA kon ucnuranuka ca
PED+ u PED- (p>0.05).

3a mopeheme mnpoceune BCVA m3mehy rpynma koa WCnUTaHWKA ca  MPUCYTHOM U

oncytHoM PED xopuctuimu cmo Mann-Whitney U tecr.
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[Ipe unTepBeHuuje 3 Mecena nocie 6 mecenu nocne
WHTEPBCHIIN]C WHTEPBCHIIN]C
| rpyma Il rpyma | rpyma Il rpyma | rpyma Il rpyma
BCVA BCVA BCVA BCVA BCVA BCVA
PED+ 0.19 0.12 0.40 / 0.60 0.20
3HAYajHOCT p>0.05 p<0.01
PED- 0.10 | 0.20 033 [ 027 041 [ 031
3Ha4aJHoOCT p>0.05 p>0.05 p>0.05

Teunoct ucmon peruHanHor nurmeHtHor enwurtena (PED); HajOosbe kopuroBana BujaHA OIITPHHA
(BCVA); Ilpucyrua PED (PED+); Oncyraa PED (PED-)

Tabena 33. [Topehewe BCVA uzmel)y rpyna ko ucnutanrika ca npucyTHoM U oacytHom PED

VY Tabenu 33 BuauMO J1a mpe MOYeTKa TpeTMaHa KOJ MCIuUTaHWKa ca npucytHom PED

usMmel)y mpBe u japyre rpymne He mocToju pasiuka y BuaHoj omtpuHu (P<0.05). IMocnme mect

MeCelr pa3jivKa y BHJIHO] OIITPUHH 3HAYAjHO CE MONpaBmiIa Ko ucnuranuka ca PED+ y mpBoj

rpynu (p<0.01). Kox ucnuranuka ca oncyrHom PED mpe Tpermana Takohe HHje mocrojana

pasnuKa y BHIHO] OIITPHHHU M3Mel)y ncnuTaHuka npee u apyre rpyme (p>0.05) u tako ocraje u

nocie tpehe u mecre no3e sneka (I'paduxon 19).
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I'paduxon 19. IIpoceuna BCVA wm3mel)y rpyna, nprucyraa u oacyraa PED
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VY Tabenu 6poj 13 Buaumo aa je npoceuna CMT y npBoj rpynu npe 3anourmama Teparuje
usHocuna 416.3 um (PED+), mok je xon marmjeHara ca PED- m3nocmma 340.0 pm. VYV wuctoj
rpynu nociie Tpehe no3e mnpoceuna CMT usnocuia je 290.0 um (PED+) u 301.3 um (PED-), a
noce mecre 204.0 um (PED+) u 229.0 um (PED-). ¥V apyroj rpynu mpe 3anodnmbama Tepanuje
npoceuna CMT usnocuina je 402.0 um (PED+) u 439.5 pum (PED-). [Tocne Tpehe no3e seka Huje
o6uno ucnurtanuka ca PED+, a koxg onux ca PED- mpoceuna CMT wusnocuna je 310.1. Ilocne

mrecte gpo3e npoceyna CMT usnocuna je 295.0 um (PED+) u 214.1um (PED-) (I'paduxon 20).
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I'paduxon 20. [Tpoceuna CMT (um) y | u Il rpynu ucnutanuka y 3aBHCHOCTH OJ] TOTa Jia JI je

npucytHa PED wiu He

3a mpahewe CMT yHyTap Tpyma 1o BpeMeHHUMa KOJ HCIHUTAaHUKA Ca MPHCYTHOM U

ozaBojeHo ca oacyrHoMm PED kopumrhen je Wilks Lambada tecr, a 3atum u nopeljere naposa.
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CMT (um) | BmauajHoct 3Ha4YajHOCT 3Ha4YajHOCT
CMT mou-3m | CMT 3m-6M | CMT nou-6m
IIpucyrna Ipe 416.3
PED (+) TpeTMaHa
ITocne 31290.0 p<0.01
Mecela p<0.01
[Tocne 6 | 204.0 p<0.05
MeCeIH
OncytHa IIpe 340.0
PED (-) TpeTMaHa
ITocne 313013 p<0.05
Mecena p<0.01
ITocne 6 | 229.0 p<0.05
Mecenu

Ientpanna ne6spuna y makyau (CMT); TeunocT ucron peruHaiHor murmenTHor enurena (PED)

Tabena 34. IIpukaz oqaoca CMT kpo3 BpeMEHCKE TauyKe MOCMaTpama yHyTap HCIHUTAaHUKA ca

npucyTHoM u ojacytHom PED 3a | rpyny

CMT (um) 3HauajHOCT 3HauajHOCT 3HauajHOCT
CMT nou-3m | CMT 3m-6mM | CMT mou-6m
IIpucyrna ITpe 402.0
PED (+) TpeTMaHa
[Mocne 31/
Mecera p<0.01
ITocne 61]29.,0
Mecenn
OncyrHa [Tpe 439.5
PED (-) TpeTMaHa
ITocne 313101 p<0.05
Mecena p<0.01
[Tocrme 6|214.1 p<0.05
MeceI

Ienrpanua nedsprna y makyau (CMT); Teunoct ncnon perunansor nurmenTHor enurena (PED)

Tabena 35. [Ipukasz ogaoca CMT kpo3 BpeMeHCKe Tauke IocMaTparma yHyTap HCIUTAaHWKA ca

npucyTHoM u ojcytHoM PED 3a Il rpymy

Ha ocHoBy ananu3e nojpataka BUIUMO Ja ce y npBoj rpynu npoceyda CMT kox nucnuranuka

ca npucyrHoMm PED 3nauajno cmammna ca modetrHe 416.3 mpe tpermana na 290.0 mocie Tpu
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umwekiyje (P<0.01). IMopenehu Bpemgnoctm CMT mocne tpu (290.0) m mocne mect mecenu
(204.0) youaBamo 1a je momuio 10 3HadajHor cmamema CMT (p<0.05). ITopenehu mouerHy u
kpajiby CMT Buaumo na mocToju CTaTHCTUYKH 3HavajHa pasnuka y cmamery CMT HakoH
IeCTe JI03€ JIeKa y MPBOj Tpymnu Koja ucrnurtanuka ca npucytHo PED (p<0.01). ¥V wucroj rpymnu
ko1 ucnutanuka ca ogcyrHom PED CMT ce ca mouetne 340.0 npe Tepanuje 3Ha4ajHO CMarmbuiIa
Ha 301.3 mocne Tpu u 229.0 mocie mect meceru (P<0.05). I'menajyhu nmouetny u kpajisy CMT
BUJIMIMO J1a TIOCTOjU CTaTUCTHYKU 3HAYajHa pasiuka y cMamery CMT HakoH miecte mo3e jeka
Koj ucnuranuka ca oacyraom PED (p<0.01) (TaGena 34).

VY npyroj rpynu kox mauujeHara ca npucyrHom PED CMT ce ca mouerka Tpermana
cmammia ca 402.0 uHa 295.0 mocne mecte qo3e (P<0.01). Huje Omio ucnutaHuKa ca MPUCyTHOM
PED mocne tpehe noze nmeka . Kog mcrnmranumka na oncyrHom PED y wmcroj rpymu CMT ce
cMmamuia ca moyetHux 439.5 ua 310.1 mocne tpu u 214.1 nocie mect mecenu (P<0.05) (Tabena
35).

3HaYajHOT cMamemha CMT kox ucuTanuKa U ca mpucyTHoM u oacytHoMm PED (p<0.01).

[Topenehu BpegHOCTHM Tpe TpeTMaHa W HAKOH IIECTE J03€ BUIMMO Jia jeé AOUUIO J0

[Topehewe CMT ymyrap rpyna wm3mel)y HcIMTaHWUKA ca MPUCYTHOM W oacytHom PED

paheno je CrynenroBum T TecTom.

IIpe unTepBeHuuje 3 Mecena nocie 6 mecenu nocne
MHTEPBEHIIN]E MHTEpPBEHIIN]E
PED [TpucytHa OpxcytHa [TpucytHa OncytHa [IpucytHa OncytHa
(+)PED (-)PED (+)PED (-)PED (+)PED (-)PED
| rpyna 416.3 340.0 290.0 301.3 204.0 229.0
CMT(um)
3HAYajHOCT p<0.05 p>0.05 p>0.05
II rpyma 402.0 439.5 / 310.1 295.0 214.1
CMT (um)
3HAYaJHOCT p>0.05 p<0.05

Llentpanna ne6spuna y makynu (CMT); Tednoct ucnion pernnannor nurmeHTHor enurena (PED)

Tabena 36. Ilopeheme CMT m3mely ucnuranuka ca mpucyTHoM u oicyTHoM PED ywnytap

rpymna
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VY tabenu 36 youaBamo ga cy Bpennoctd CMT yHyTap mpBe rpyre npe moderka Teparuje
3Ha4ajHO BHIIE Koja ucrnuTanuka ca PED+ nero onmx ca PED- (p<0.05). ¥V npBoj rpymu mocie
tpehe u mecte no3e jeka BpeaHoctu CMT msmely ucnuranuka ca PED+ u PED- ce ne
pas3nukyjy 3Haqajuo (p>0.05).

VY npyroj rpynu Takohe Hema 3HauajHe pasznuke y BpeaHoctuma CMT mpe moderka
Tepanuje 6e3 oo3upa na qu nocroju PED wmmu we (p>0.05). Ilocne mecte mo3e momasu 110
3HavyajHor cMamema CMT kox umcnuranuka ca PED- y omHocy Ha oHe ca mpucytHom PED
(p<0.05).

3a nopehemwe npoceune CMT usmel)y rpymna koa ucruTaHUKa ca MPUCYTHOM U OJICYTHOM

PED xopuctuiu cmo CrynentoB T TecT.

[Ipe unTepBeHnnje 3 Mecena nocie 6 mecenu mocie
WHTEPBEHIIN]E WHTEPBEHIIN]E
| rpyna Il rpyna | rpyma Il rpyna | rpyma Il rpyna

CMT(um) 416.3 402.0 290.0 / 204.0 295.0

PED+

3Ha4ajHOCT p>0.05 p<0.05

CMT(um) 340.0 439.5 301.3 310.1 229.0 214.1

PED-

3HAYajHOCT p<0.05 p>0.05 p>0.05

Teuynoct ucnox peruHanHor nurmeHtHor enurena (PED); IlpucyTHa TEYHOCT HCHOJA PETHHAITHOT
nurmenTHor enurtena (PED+); OmytHa TedHOCT HWcmoj peTHHanHOr nurMmeHtHor enwmtena (PED-);
enrpanua nebpuna y makynu (CMT)

Tabena 37. [Mopeheme CMT m3melhy rpymna ko1 ncuTaHuka ca MPUCYTHOM | ojicyTHOM PED

VY tabenu 37 npatumo nopehewe CMT usmely npBe u apyre rpyrne Koa MCHUTAHUKA ca
PED+ u PED-. Buaumo ma mpe modeTka TpeTMaHa Koj ucrnutanuka ca PED+ usmehy npee u
apyre rpymne He mocroju pasiauka y CMT (p>0.05). Tlocne tpehe mose jeka HUCMO MOIIH

ypanutu nopehewa CMT jep y apyroj rpynu Huje OMIIO UCTTUTAHUKA.
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[Tocne mecTe q03€ OMeT MOCTOjU  pa3iuka o nutamwy Bpennoctu CMT kon ucnuranuka
ca npucytHom PED y kopuct ucnuranuka npse rpyime (p<0.05).

Kon ucniuranuka ca oncyrnom PED BumuMo na mipe moderka TpeTMaHa MOCTOjH 3HAYajHO
matba CMT xon umcnuranmka y apyroj rpymu (p<0.05). Ilocne tpehe m miecte mo3e Hema

3HauyajHe paziuke no nurarky CMT kox ucnuranuka npBe u apyre rpymne ca oacyraom PED

(p>0.05) (I'padukon 21).
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I'padukon 21. [Ipoceuna CMT (um) u3melyy rpymna, npucytHa uiu oacytHa PED

4.6.4. Oqnoc SHTC ca BCVAu CMT

VY npBoj rpynu HEje Omio ucnmraHuka ca npucytHuMm SHTC mpe 3anounmama Tepanuje,
tako na Hemamo HU nipoceuny BCVA. IIpoceuna BCVA y nipBoj Tpynu nipe To4YeTKa Teparuje
usnocuia je 0.19 xox manujenara ca oncyraum SHTC (SHTC-).

[Tocne Tpehe noze mpoceuna BCVA 6una je 0.17, a mocne mecte 0.32 xox narujenara ca
SHTC+. V wucroj rpynu, Koj HcIMTaHWKa Ko kojux HHje moctojana SHTC (SHTC-) mocne
tpehe no3e nmpoceuna BCVA usnocuna je 0.40, a mocie mecte 0.56.

VY npyroj rpynu npoceusa BCVA wusnocuna je 0.14 mpe 3amouumama Tepanuje KO

nanujenara ca npucyriom SHTC (SHTC+).
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[Tocne tpehe no3ze npoceuna BCVA usnocuna je 0.22, a mocine mecte ucto 0.46. Y uctoj
rpynd KOI marujeHara kox kojux Huje Omno mpucytHe SHTC (SHTC-) mnpe 3anounmarba
tepanuje npoceuna BCVA msnocuna je 0.14, mocne tpehe moze 0.38, a mocne mecre 0.25

(Tabena 12, I'padukon 22).
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I'padpuxon 22. [Ipoceuna BCVA y | u |l rpynu ucnutaHuka y 3aBUCHOCTH OJ] TOra Jia JH je
npucyrHa SHTC nnm He
3a mpaheme BCVA yHyTap Tpyma mo BpeMEHMMa KOJ| WCIUTAHUKA Cca MPHCYTHOM U

ozaBojeHo ca oacytHom SHTC kopumihen je Friedmanov u Wilcoxon tect cyme paHrosa.
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BCVA | 3nauajaoct 3Ha4ajHOCT 3HavajHOCT
BCVA ou-3m | BCVA 3m-6M | BCVA nou-6m
[Mpucyrna Ilpe /
SHTC TpeTMaHa
ITocne 31017
Mecena
[Tocne 6|0.32 p<0.05
Mecenn
OncytHa ITpe 0.19
SHTC TpeTMaHa
[Tocne 31040 p<0.01
Mecerna p<0.01
ITocne 6 | 0.56 p<0.05
Mecenu

Haj6osme kopuroana BumHa omrpuHa (BCVA); CyOpernHanan xuneppe]IeKTHBHU TKUBHU KOMILIEKC

(SHTC)

Tabena 38. [Ipuka3 onnoca BCVA kpo3 BpeMeHCKe Tauke IocMaTpama YHYTap UCIUTAaHUKa ca
npucytHoM u oacytaom SHTC 3a | rpyny

BCVA 3Ha4yajHOCT 3Ha4yajHOCT 3Ha4yajHOCT
BCVA ou-3m | BCVA 3m-6m | BCVA nou-6m
[IpucyrHa Ipe 0.14
SHTC TpEeTMaHa
[Tocne 31022 p>0.05
Mecena p<0.01
[Tocrme 6 | 0.46 p<0.05
Mecenu
OncytHa Ipe 0.14
SHTC TpEeTMaHa
[Tocrme 31038 p<0.05
Mecena p<0.05
[Tocne 6 |0.25 p<0.05
Mecenu

Haj6ome xopurosana Buana omtpuna (BCVA); CyOpetnnannu xuneppedIeKTUBHE TKHUBHU KOMIUIEKC

(SHTC)

Tabena 39. [Ipuka3 omnoca BCVA kpo3 BpeMeHCKe Tauke IocMaTpama YHyTap WCIUTAaHUKA ca

npucytHoM U oacytHoM SHTC 3a Il rpymy
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VY npBoj rpynu HUje Ouino ucnuTaHuka ca npucyrHom SHTC mpe 3amounmama Tepamnuje.
ITocne tpu mecena mpoceuna BCVA kox oBux ucnuranuka w3Hocwia je 0.17 a mocne miect
Mmecenu ce nonpasuna Ha 0.32. [lopexnehu oBe momaTke BUAMMO J1a MOCTOjJM 3HA4YajHA pa3jivKa
u3mel)y oBux Tpomeceunux u mecromeceunux BpenHoctu BCVA (p<0.05). ¥V oBoj rpymu kon
ucriutannka ca SHTC- npoceuna BCVA m3nocuna je 0.19 npe nouerka tepanuje. Kox oBux
ucniutannka npoceuna BCVA ce nocne Tpu mecena nmonpasuia Ha 0.40 (p<0.01), a mocne mect
mecernn Ha 0.56. ['memajyhu modetny u kpajiy BuaHy omtpuny 0.19-0.56 Bugumo ga moctoju
CTaTUCTHYKHU 3Ha4YajHA pa3iivKa y N00OJbIIaky BUIHE OIITPUHE HAKOH HIECTE J03€ JeKa Y MPBOj
rpymnu ko ucnmtannka ca SHTC- (p<0.01) (Tabena 38).

VY npyroj rpynu koj mnamujeHara ca SHTC+ BCVA ce ca nouerka Tpermana 0.14
nonpaBmia Ha 0.22 mocie tpehe moze (p>0.05), u na 0.46 mocne mecte mo3e (P<0.05).
I'menajyhu BpemHocT mpe TperMana W HakoH miecte jgose (0.14-0.46) BuauMoO 1@ TOCTOjH
3HavajHo nodosbmame BCVA (p<0.01) kox ncnuranuka ca SHTC+. Kox ucnuranuka ca SHTC-
npoceuna BCVA uznocuna je 0.14 npe Tpermana, anu ce nocie tpehe noze noehana na 0.38
(p<0.05), a moce mecte ce cMammia Ha 0.25 (p<0.05) (Tabena 39).

[Topenehu movyerHy BUAHY omTpuHy U OHY nocie mect mecenu (0.14-0.25) Buaumo na je
JIOIIIO 70 MOropiiamka BUAHE OMITPHHE, alld He BHCOKO CTaTUCTHYKH 3HauajHO (P<0.05) xon
narujeHata ca SHTC-.

[Topehewe BCVA ymyrap rpyma m3mel)y ucnuTaHWka ca TPHUCYTHUM W OJCYTHUM
CyOpeTHHATHUM XHIleppedICKTUBHUM TKUBHUM KoMIuiekcoM paljeHo je Mann-Whitney U

TCCTOM.
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[Ipe unTEpBEHITN]C

3 Mecela mocie

6 Mecenu mnocie

MHTEPBEHIIN]E MHTEPBEHIIN]E
[Ipucytna OncyTtHa [Ipucyrna OncytHa [IpucytHa OncytHa
(+)SHTC (-)SHTC (+)SHTC (-)SHTC (+)SHTC (-)SHTC
I rpyna |/ 0.19 0.17 0.40 0.32 0.56
BCVA
3HA4YajHOCT p<0.01 p<0.01
II rpyna | 0.14 0.14 0.22 0.38 0.46 0.25
BVCA
3HAYajHOCT p<0.05 p<0.05

Haj6ospe xopuroBana Buana omrpuna (BCVA); CyOperuHandu xuneppedaeKTUBHE TKHBHU KOMILICKC

(SHTC)

Tabena 40. [Topeheme BCVA ko ucnuranuka ca npucytHuM u oacytium SHTC yryTap rpyna

VY Tabemu Opoj 40 BumuMO na y TpBOj TPYNU Mpe MOYETKA TpPETMaHa HHje OWIIO

ucnutanuka ca npucyrnom SHTC. ITocne Tpehe no3e mpoceuna BCVA je koa 0BUX HCIIUTaHUKA

ca SHTC+ usnocumna 0.17, a xkoxg onux ca SHTC- 0.40 (p<0.01). ITocne mecre go3e Takohe

MOCTOjH BHUCOKO CTAaTHUCTWYKHU 3HauyajHa pasnmka y BpeaHoctn BCVA m3mely mcrmranmka ca

SHTC+ u SHTC- y xopuct onux 6e3 SHTC (p<0.01). ¥ apyroj rpymu ucnuraHuka mpe

noyeTka Tepanuje He nocroju pasnuka y BCVA kon ucnuranuka ca SHTC+ u SHTC-. [Tocne

tpehe noze 6osby mpoceuny BCVA umajy ucnutanumu ca SHTC-, a mocne mecre ca SHTC+

(p<0.05).

3a mopeheme mpoceune BCVA m3mely rpyma

oncyraom SHTC kopuctunu cvo Mann-Whitney U Tecr.
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[Ipe unTEepBEHITH]C 3 Mecela nocie | 6 MeCELH ocJjie
MHTEPBEHIIN]E MHTEPBEHIIN]E
| rpyma Il rpyna | rpyna Il rpyna | rpyna Il rpyna
BCVA BCVA BCVA BCVA BCVA BCVA
SHTC+ / 0.14 0.17 0.22 0.32 0.46
3HAYajHOCT p>0.05 p<0.05
SHTC- 0.19 1 0.14 0.40 1 0.38 0.56 | 0.25
3HaqajHOCT p>005 p>005 p<005

Haj6ospe kopurosana Buana omtpuna (BCVA); Cybperunaniu xuneppedaeKTHBHE TKHBHH KOMILICKC
(SHTC); Mpucyruaa SHTC (SHTC+); Oncyrna SHTC (SHTC-)

Tabena 41. [Topehewe BCVA usmel)y rpymna ko ucnuTanvka ca npucyTHoM U oacytHom SHTC
VY TabGemu 41 yodaBamo Ja mpe MoyeTka TpeTMaHa y MPBOj TPYNH HEMa UCIUTAHUKA ca
npucyrHom SHTC. ITocne tpehe no3e He moctoju pasnuka no nurary BCVA kox ucnuranmka
ca SHTC+ usmehy npse u apyre rpyne (p>0.05). [Tocne mrecte 103 MOCTOjU 3HaYajHA pa3iinKa
usmel)y npoceune BCVA ko ucnurannka ca SHTC+ y kopuct onux u3 apyre rpyie (p<0.05).
Kon ucnuranuka ca oncyrHom SHTC mpe Tpermana u mocie Tpehe 1o3e He MOCTOjU
pasnuka o mutarky BCVA (p>0.05), 10k ce mociie miecte 103€ Ta pa3iinka mosehaBa y KOpUCT

6osbe BCVA kox ucniuranuka y npsoj rpymu ca SHTC- (p<0.05) (I'padukon 23).
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I'paduxon 23. IIpoceuna BCVA wu3mel)y rpyna ca npucytHom u oacytaom SHTC
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VY Tabenu Opoj 13 youwaBamo ma je mpoceuna CMT y mpBoj rpynu mpe 3amodnmbarma
tepanuje u3Hocmia 414.5 um (SHTC-), nok uuje 6mino mamujenara ca SHTC+. V ucroj rpynu
nocie tpehe moze mpoceuna CMT usHocuna je 335.4 pm (SHTC+) u 288.5 um (SHTC-), a
nocie mecre 247.5 pm (SHTC+) u 201.4 pm (SHTC-). V npyroj rpynu mpe 3amnoudbama
tepamnuje npoceuna CMT usnocuna je 417.0 um (SHTC+) u 437.2 um (SHTC-). ITocne tpehe
no3e jeka npoceuna CMT msnocuna je je 313.1 um (SHTC+) u 302.0 um (SHTC-), a mocne
mecte o3¢ 230.8 um (SHTC+) u 184.2 um (SHTC-) (I'padukon 24).
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I'padukon 24. Ilpoceuna CMT (Um) y | rpynu ucnuTaHuKa y 3aBUCHOCTH Ja JIU je TIPUCYTaH
SHTC unu ne

3a npahewe CMT yHyTap rpyma 1o BpeMEHHMMa KOJl MCIUTAHHMKA Ca MPUCYTHOM WU

oznBojeHo ca oacyrHom SHTC kopurihen je Wilks Lambada tect, a 3atum u nopelheme naposa.
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CMT (um) 3Ha4YajHOCT 3Ha4YajHOCT 3Ha4YajHOCT
CMT nou-3m | CMT 3m-6M | CMT nou-6m
[Mpucyrna Ilpe /
SHTC (+) TpeTMaHa
[Tocne 313354
Mecera
[Tocne 6| 247.5 p<0.05
MeceIH
OncytHa ITpe 414.5
SHTC (-) TpeTMaHa
[Tocne 312885 p<0.05
Mecena p<0.05 p<0.01
[Tocne 6| 201.4
Mecenu

Ientpanna ne6spuna y makyau (CMT); CyOperunanuu xumneppedieKTuBHE TKHBHU Kominieke (SHTC)

Tabena 42. [Ipukaz oqnoca CMT kpo3 BpeMeHCKEe Tauke IocMaTpama yHyTap MCIUTaHUKa ca
npucytHoM u oacytaom SHTC 3a | rpyny

CMT (um) 3Ha4ajHOCT 3Ha4ajHOCT 3Ha4ajHOCT
CMT nou-3m | CMT 3m-6M | CMT nou-6m
[IpucyrHa Ipe 417.0
SHTC (+) TpeTMaHa p<0.05
[Tocne 3]3131
Mecela p<0.05 p<0.01
[Tocne 6| 230.8
MecelH
OpncyrHa Ipe 437.2
SHTC (-) TpeTMaHa
ITocne 31302.0 p<0.05
Mecera p<0.01
ITocne 6 |184.2 p<0.05
Mecelu

Llentpanna ne6spuna y makynu (CMT); CyOpernnannu xuneppediekTuBHE TKHBHU Kominieke (SHTC)

Tabena 43. IIpuka3 onqHoca CMT kpo3 BpeMeHCKe Tauke mocMaTpama yHyTap HCIHUTaHHKa ca

npucytHoM U oacytHoM SHTC 3a Il rpymy

98




Ha ocHoBy ananmm3e mojataka BUAMMO Ja ce y mnpBoj rpymu mpocedHa CMT kon
ucriutanuka ca npucyriom SHTC 3nauajuno cmamuna 335.4 mocie tpehe no3e Ha 247.5 mocne
mecte o3¢ (P<0.05).

VY wucroj rpynu kox ucnuranuka ca oacyrHom SHTC CMT ce ca mouerne 414.5 mnpe
Tepandje 3HadajHo cMmamuiaa Ha 288.5 mocie tpu (p<0.05) m 201.4 mocime mecT MecelH.
I'nmenajyhu moyetny u kpajiby CMT BuammMo 5@ MOCTOjM CTaTUCTUYKHM 3HA4ajHA pas3jiMKa y
cmamerby CMT HakoH miecte 03¢ Jieka Koj ucnuranuka ca oacyraom SHTC (p<0.01) (Tabena
42).

VY npyroj rpynu koxa nanujerara ca npucyrHom SHTC CMT ce ca nmouerka TpeTMmaHa
cmamuia ca 417.0 na 313.1 mocne tpehe u 230.8 mocie mecre no3e (P<0.05). Ko ucnuranuka
ca oncyrHoM SHTC y ucroj rpyrmu CMT ce cmamuna ca moyetnux 437.2 wa 302.0 mociie Tpu u
184.2 nocie mect mecenn (P<0.05). Topenchu BpeaHocTn mpe TpeTMaHa U HAKOH IMIECTE J103€
BUIUMO JIa je JONUIO0 A0 3HauajHor cMmamema CMT kox ucnuTaHWka W ca HPUCYTHOM U

oncyrnom SHTC (p<0.01) (Tabena 43).

[Topeheme CMT ynyrap rpymna uzmel)y ucnuranuka ca npucytHom u oacytnom SHTC paheno je

CrynentoBum T Tectom.

[Ipe uaTEpBEeHNIN]jC 3 mecena mocie 6 mecenu mocie
UHTEpBEHIIN]E UHTEpBEHIIN]E

SHTC [TpucyrHa Oncyrna ITpucyrna OncyrHa ITpucyrna OncyrHa

(+)SHTC (-)SHTC (+)SHTC (-)SHTC (+)SHTC (-)SHTC
I rpyna |/ 414.5 3354 288.5 247.5 201.4
CMT(um)
3HAYajHOCT p<0.05 p<0.05
I rpyna | 417.0 437.2 313.1 302.0 230.8 184.2
CMT (um)
3HAYajHOCT p>0.05 p>0.05 p<0.05

Llentpanna ne6spuna y makynu (CMT); CyOperunannu xuneppediekTuBHE TKHBHU Kominieke (SHTC)

Tabema 44. Tlopeheme CMT m3mely mcnuranuka ca npucytHoM u oacytHom SHTC ymyrap

rpymna
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O63upom 1a y MpBOj TPyId HUCIHTAaHWKA HUje OWiio marujeHara ca npucytHom SHTC,
HHUCMO y MoryhHocTH aa nmopenumo mnpocedde Bpeaqnoctd CMT u3mel)y ucnuranuka ca SHTC+
u SHTC- mpe Tepanuyje.

Y wucroj rpynu Bpeanoctu CMT ce 3mHauajHo pasnukyjy y cmucity mame CMT kon
ucnuranuka ca SHTC- mocie tpu u mect Mecenn (p<0.05)(Tabena 44).

VY npyroj rpynu npe modyeTka Tepamnuje He MOCTOjU 3HadajHa pasiuka 1o nutamby CMT

n3mely ucniuranuka ca SHTC+ u SHTC-, xao u nocne tpehe noze (p>0.05). [locne mecte no3e

nojaBJpyje ce 3HayajHa paznuka y mnpuior Matbe CMT kox ucnuranmka ca SHTC- (p<0.05)
(Tabemna 44).
3a nopehemwe npoceune CMT usmel)y rpymna koa ucruTaHUKa ca MPUCYTHOM U OJICYTHOM

SHTC kopuctumu cmo CrynenroB T Tect

[Ipe unTepBeHnnje 3 Mecena nocie 6 mecenu mocie
WHTEPBEHIIN]E WHTEPBEHIIN]E
| rpyna Il rpyna | rpyma Il rpyna | rpyma Il rpyna
CMT(um) / 417.0 335.4 313.1 247.5 230.8
SHTC+
3HAYajHOCT p>0.05 p>0.05
CMT(um) 414.5 437.2 288.5 302.0 201.4 184.2
SHTC-
3HAYajHOCT p>0.05 p>0.05 p>0.05
CyOperunanaun  xuneppeduiektuBin  TkuBHH — kKoMmmuiekc (SHTC); Ilpucyran  cyOpeTnHamHu

xuneppeduexkTuBHd TKUBHU Komiuieke (SHTC+); Oncyran cyOpeTHHaIHM XuneppeIeKTUBHH TKUBHU

komiutekc (SHTC-); Llentpanna ne6spuna y makynu (CMT)

Tabena 45. [lopehewe CMT u3mely rpyna koja ucuTaHuKa ca IpucyTHoM U oacyTHoM SHTC

VY Tabemu 45 nparumo nopeheme CMT u3mely npBe u apyre rpyne Koja HCIIUTAHUKA ca

SHTC+ u SHTC-. YouaBamo na BpemeHcka nopehema no rpynama uzmel)y SHTC+ u SHTC- uu

y JEIHOM TPEHYTKY He MO0Ka3yjy 3HauajHy cTaTUCTUUKY pa3nuky (p>0.05) (I'paduxon 25).
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I'padukon 25. IIpoceuna CMT (um) usmel)y rpymna ca npucytnom u ogcytHom SHTC

4.6.5. Ognoc ELM ca BCVA u CMT

IIpoceuna BCVA y npBoj rpynu npe noderka tepanuje usHocuia je 0.19 kox manujenara
ca mpucytHom ELM (ELM+). [Tocne tpehe no3e npoceuna BCVA 6uia je 0.37, a mocne mecre
0.53 kon mamjenara ca ELM+. V ucroj rpynu, mpe moverka Tepanuje Huje Ouino MCIUTaHuKa
ca oncytHom ELM (ELM-). Ilocne tpehe noze npoceuna BCVA uznocuna je 0.15, a mocne
mecte 0.23. YV apyroj rpynu npoceuna BCVA wusnocuna je 0.14 mnpe 3anounmama Tepanuje
kox nmarujenara ca npucytiom ELM (ELM+). Tlocne tpehe noze mpoceuna BCVA u3Hocuna je
0.29, a nocune mecre 0.46.

VY ucroj rpynu KoA namyjeHara ko kojux Huje 6uino npucyrie ELM (ELM-) nocne tpehe

noze npoceuna BCVA usnocuna je 0.17, a mocne mecte no3e 0.24 (Tabena 12, I'padukon 26).
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I'paduxon 26. [Ipoceuna BCVA y | u |l rpynu xon mpucyrae u oacyrae ELM

BCVA

0,7 -

0,6

0,4 -

0,2 -

0,1

npe Tepanwje

Il mosa

VI nosa

m | rpyna (ELM+)
| rpyna (ELM-)
M |l rpyna (ELM+)

Il rpyna (ELM-)

3a mpahewe BCVA yHyTtap rpyna mo BpeMeHUMa KOJ| MCIIMTAHHUKA ca NPUCYTHOM H

ozaBojeHo ca oacyrHoM ELM kopumthen je Friedmanov u Wilcoxon tect cyme panrosa.

BCVA 3Ha4yajHOCT 3Ha4yajHOCT 3Ha4yajHOCT
BCVA ou-3m | BCVA 3m-6M | BCVA mou-6m
[TpucytHa Ipe 0.19
ELM TpEeTMaHa
ITocie 31037 p<0.05
Mecena p<0.01
ITocie 6| 0.53 p<0.05
Mecenu
OncytHa Ipe /
ELM TpeTMaHa
[ocne 310.15
Mecera
ITocne 6 |0.23 p>0.05
MecCeIH

Haj60sbe kopurosana Bugna omrpusa (BCVA); Crospamnma rpannuna memopana(ELM)

Tabena 46. [Tpuka3 onnoca BCVA kpo3 BpeMeHCKe Tauke ocMaTpama YHyTap MUCIIUTaHUKA ca

pUCYTHOM U oJcyTHOM ELM 3a | rpymy
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BCVA 3Ha4ajHOCT 3Ha4ajHOCT 3Ha4ajHOCT
BCVA nou-3m | BCVA 3m-6m | BCVA nou-6m
IIpucyrna Ipe 0.14
ELM TpeTMaHa
ITocne 310.29 p<0.05
Mecela p<0.05 p<0.01
[Tocne 6| 0.46
Mecenn
OxcytHa ITpe /
ELM TpeTMaHa
[Tocne 31017
Mecena
ITocne 61024 p>0.05
MeCeIn

Haj6ospe kopurosana suaHa omrrpusa (BCVA); Crospamnima rpanndaa memopana(ELM)

Tabena 47. Ilpukaz omnoca BCVA kpo3 BpeMeHCKe Tauke IOocMaTpama YyHYTap

MCIUTaHKUKA ca MPUCYTHOM U oacyTHOM ELM 3a Il rpymy

Ha ocHoBy oBe ananm3e yodaBamo ja ce y npBoj rpymu npoceuna BCVA nonpasuia u o
ca 0.19 mpe tpermana Ha 0.37 mocie 3 mecena (p<0.05). Ox Tpeher mecena y 0JJHOCY Ha IIECTH
BCVA ce npomenmna ca 0.37 na 0.53 (p<0.05).

[Mopenehu moyetHy u kpajiby Buany omtpuny 0.19-0.53 (p<0.01) youaBamo na mocToju
CTaTUCTHYKY 3Ha4YajHa pa3iivKa y MO0OJbIIaky BUIHE OIITPUHE HAKOH MIECTE 03¢ JeKa Y MPBOj
rpynu koj ucnutanuka ca ELM+. V ucroj rpynu xon ucnutanuka ca ELM- BCVA ce ca 0.15
nocite Tpehe no3e monpaswia Ha 0.23 nocine mecte go3e (p>0.05)(Tabemna 47).

VY npyroj rpynu kon manujenata ca ELM+ mpoceuna BCVA mpe Tepanuje u3Hocuia je
0.14, mocne tpu mecena 0.29 (p<0.05), u mocne mect mecenn 0.46 mTO TOKa3yje 3HAYAjHY
pa3nuky no nutamwy nodossbmama BCVA (p<0.01). Kox ucniuranuka ca ELM- npoceuna BCVA
usHocuna je 0.17 mocne Tpehe no3e u nmosehana ce na 0.24 nocne mecte (P>0.05)(Ta6ena 48).

[Topehewe BCVA yHyTap rpymna u3mel)y UCUTaHUKA ca TMPUCYTHOM H oJcyTHOM ELM
paheno je Mann-Whitney U tectom.
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[Ipe unTEpBEHITN]C 3 Mecerna rocie | 6 Meceln rmocJe
MHTEPBEHIIN]E MHTEPBEHIIN]E

[Ipucyrna OncyTtHa [Ipucytna | OacythHa [Ipucyrna OncytHa
(+)ELM (-)ELM (+)ELM (-)ELM (+)ELM (-)ELM

I rpymna | 0.19 / 0.37 0.15 0.53 0.23

BCVA

3HAa4YajHOCT p<0.05 p<0.05

I  rpyma | 0.14 / 0.29 0.17 0.46 0.24
BVCA
3HAYajHOCT p>0.05 p<0.05

Haj6ospe kopurosana suaHa omrrputa (BCVA); Crospamnima rpanndaa memopana(ELM)

Tabena 49. [Topeheme BCVA ko ucnuranuka ca mpucyTHom u oacyTHoMm ELM ynytap rpymna

VY Tabenu 6poj 49 youaBamo Ja HUje OMII0 UcnuTaHuKa ca ojacyTHoM ELM npe Tepanuje y
o0e rpyme Tako Ja ce He Mory nopeauTtu Hu BpeqHoctd BCVA mpe tepanuje. Ilocne tpehe u
mecTe J103¢ y MpBOj TPYIH MOCTOjU 3HaYajHa pasiuka 1o nurtary BCVA y kopuct ucnuranuka

ca ELM+ (p<0.05). ¥V apyroj rpymu nocie tpehe 103e He MOCTOjU 3HaYajHA pa3jivKa 1Mo MUTamby

BCVA mmely ucniutanmka ca ELM+ u ELM- (p>0.05). Tlocne miecte no3e y Apyroj rpymnu

MI0CTOjM 3HayajHa pa3nuka no nutawby BCVA koj ucnutanuka ca ELM+ u ELM- u To y kopuct
6ospe BCVA kon ucniuranuka ca nprcyriom ELM (p<0.05).
3a nmopeheme nmpoceune BCVA m3mely rpyna ko MCIUTaHWKA ca TPUCYTHOM H OJICYTHOM

ELM kopuctinu cmo Mann-Whitney U tecr.
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[Ipe unTEepBEHITH]C 3 Mecela nocie | 6 MeCELH ocJjie
MHTEPBEHIIN]E MHTEPBEHIIN]E

| rpymna | Il rpymna | | rpyna | Il rpyna | | rpyna | Il rpymna

BCVA BCVA BCVA BCVA BCVA BCVA
ELM+ 0.19 0.14 0.37 0.29 0.53 0.46
3HaYajHOCT p>0.05 p>0.05 p>0.05

ELM- / |/ 0.15 1 0.17 0.23 1 0.24

3HaYajHOCT p>0.05 p>0.05

Haj6ospe kopurosana suaHa omrrpusa (BCVA); Crospamnima rpanndaa memopana(ELM)

[Mpucyrna ELM (ELM+); Oncytna ELM (ELM-)

Tabena 50. [Topehewe BCVA uzmel)y rpyna ko ucnuTaHuka ca IpuCyTHOM U oacyTHoM ELM

VY Tabemu 50 youwaBamo nma kox ucnutanuka ca ELM+ u onBojeno ELM- He mocroju

3HaYajHa CTAaTUCTHKYKA pasiuka y Bpennoctuma BCVA u3mel)y rpyma rmo BpeMeHCKHM Tadkama

nocMatpama (p>0.05) (I'paduxon 27).

I'padukon 27.
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[Tpoceuna BCVA wm3melyy rpymna ca mpucytHa u ojcytHom ELM
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VY rtabenu 6poj 13 youaBamo na je mpoceuna CMT y mnpBoj rpynu npe 3anodumbama
tepanuje usHocuwia 414.49 um (ELM+). Huje 6uito ucnuranuka ca ELM-. YV uctoj rpymu mocie
tpehe no3e mpoceuna CMT usHocuia je 295.9 um (ELM+) u 262.0 pum (ELM-), a noce miecre
211.81 pm (ELM+) u 257.20 um (ELM-).

VY npyroj rpynu mpe 3anouumama tepanuje npoceyHa CMT wusnocuna je 414.49 pum
(ELM+). Huje 6uno ucnuranuka ca ELM-. [Tocne mecre go3e neka npoceuna CMT uszHocuna je

183.73 um (ELM+) 1 227.90 pm (ELM) (I'paduxon 28).
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300 - m | rpyna (ELM+)

250 - | rpyna (ELM-)

CMT

200 - M |l rpyna (ELM+)

150 - Il rpyna (ELM-)
100 -

50 -

0 -
npe Tepanwje Il nosa VI aosa

I'paduxon 28. IIpoceuna CMT y | u |l rpynu xon mpucyrhe u oncyrHe ELM

3a mpahewe CMT yHyTap Tpyma 1o BpeMeHHUMa KOJ HCIUTAaHUKA Ca TPHCYTHOM U

onBojeHo ca oacytHoM ELM kopumihen je Wilks Lambada tecr, a 3atum u mopelerme maposa.
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CMT (um) 3Ha4YajHOCT 3Ha4YajHOCT 3Ha4YajHOCT
CMT nou-3m | CMT 3m-6M | CMT mou-6m
[Ipucyrna Ipe 414.49
ELM (+) TpeTMaHa p<0.05
[Tocne 3| 295.90
Mecela p<0.01
[Tocne 6| 211.81 p<0.05
MeceIH
OxcytHa ITpe /
ELM (-) TpeTMaHa
[Tocne 31 262.00
Mecena p>0.05
[Tocne 6 | 257.20
Mecenu

Ientpanna ne6spuna y makyau (CMT); Crospanima rpanndna membpana (ELM)

Tabena 51. IIpukaz ogaoca CMT kpo3 BpeMEHCKE Tauke IOocMaTpama yHyTap HCIHUTAaHWKA ca
pUCYTHOM U ojicyTHOM ELM 3a | rpyny

CMT (um) 3HavajHOCT 3HavajHOCT 3HauajHOCT
CMT nou-3m | CMT 3m-6M | CMT nou-6m
IIpucyrna Ipe 414,49
ELM (+) TpeTMaHa p<0.05
ITocne 3 | 303,65
Mecena p<0.05 p<0.01
ITocne 6 | 183,73
MecelH
OncytHa IMpe /
ELM (-) TpeTMaHa
ITocne 31341,43
Mecena
[Tocne 6 | 227,90 p<0.05
MecelH

enrpanua nebpuna y makynu (CMT); Criosparma rpannana memopana (ELM)

Tabena 52. IIpuka3 onqnoca CMT kpo3 BpeMeHCKe Tauke mocMaTpama yHyTap HCIHUTaHHKa ca

npucyTHoM u ofcyTHoM ELM 3a Il rpymy
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VYouaBamo na HeMa ucnurtanuka ca ELM- npe moueTka Tepanuje y mpBoj rpynu. Ha ocHoBy
aHanu3e mojaaraka y mnpBoj rpymu npoceuHa CMT kox wucnuranwka ca mnpucytHom ELM
3Ha4YajHO cMamuia ca nodyetHux 414.49 na 295.9 nocne tpehe noze u 211.81 nocne mecre no3e
(p<0.05).

VY wucroj rpynu kon ucnutanuka ca oacyrHoM ELM CMT ce ca 262.0 mocne tpehe

cMmamuia Ha 257.20 mocne mecte go3e (p>0.05). IMopenehn moyerny u kpajisy CMT Buanmo

Jla TOCTOjU CTATHUCTUYKHM 3HauajHa pa3iuka y cmamemy CMT HakoH miecte 103 Jieka KoA
ucnutanuka ca ouyBanom ELM (p<0.01) (Tabena 51).

VY npyroj rpynu ko nauujeHara ca npucytHoM ELM CMT ce ca nouerka TpeTmana
cmamuia ca 414.49 na 303.65 mocme tpehe m 183.73 mocne mecre moze (P<0.05). Koxg
ucnuranuka ca oncyrnom ELM y uctoj rpynu CMT ce cmamuna ca 341.43 mocne tpu Ha 227.90
nocie mect mecerm  (P<0.05). Ilopenehn BpeaHOCTH Mpe TpeTMaHa W HAKOH MIECTE 03¢
BUIUMO Jia je JOIUIo A0 3HayajHor cMmamewma CMT kon ucnuranuka ca mpucytHom ELM
(p<0.01) (Tabemna 52).

[Topehewe CMT yryTap rpyma u3mely UCIUTaHWKA ca MPUCYTHOM U ojacyTHOoM ELM

paheno je CrynenroBum T TecTom.

[Tpe untepBeHuyje 3 Mecena nocie 6 mecenu nocne
WHTEPBEHIIN]E UHTEPBEHILIN]E

ELM [TpucyrtHa Oncyrna ITpucytna | OxcyrtHa IIpucyrna OncyrHa

(+)ELM (-)ELM (+)ELM (-)ELM (+)ELM (-)ELM
I rpyma | 414.49 / 295.90 262.00 211.81 257.20
CMT(um)
3HAYajHOCT p>0.05 p<0.05
II rpyna | 414.49 / 303.65 341.43 183.73 227.90
CMT (um)
3HAYajHOCT p<0.05 p<0.05

Llentpanna ne6spuna y makynu (CMT); Cnospamma rpannyna MemOpana (ELM)

Tabema 53. Tlopehewe CMT m3mely mcrmtanuka ca mpucyTHOM M oicyTHoM ELM ymytap

rpymna
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OG63upoM n1a y IpBOj IpyIld HCIUTAHWKA HHUje OWIO marujeHata ca ojacytHom ELM,
HHUCMO y MoryhHocTH na mopeaumo npocedde BpeaHoctu CMT u3mel)y ucnimranuka ca ELM+ u
ELM- mnpe Tepamnuje.

VY ucroj rpynu Bpeanoctu CMT Hucy ce 3HauajHO paznukoBaiie u3Mmel)y UCIIUTaHUKA ca
ELM+ u ELM- nociie Tpu mecena(p>0.05), mok moce mect Mecenu pa3inka y Bpennocta CMT
Ce 3Ha4YajHO pa3IMKOBajIa y KOPHCT HCIUTaHKKa ca mpucytHoM ELM (p<0.05).

Y npyroj rpynu Takohe Huje Oumito ucnuTanuka ca ogcytHoM ELM mpe Tepamnuje. [locne tpehe u
mecTe J103¢ MocTojana je 3HadajHa pasznuka y Bpeanoctu CMT usmely ucniurannka ca ELM+ u
ELM- u To y kopucT ucnuTanuka ca npucyriom ELM( p<0.05) (Tabena 53).

3a nopehemwe npoceune CMT u3mel)y rpyna koa ucruTaHUKa ca MPUCYTHOM U OJICYTHOM

ELM xopuctunu cmo Ctynentos T Tecr.

[Ipe unTepBennuje 3 Mecena nocie 6 mecenu nocie
WHTEPBEHIIN]E WHTEPBEHIIN]E
| rpyna Il rpyna | rpymna Il rpyna | rpyma Il rpyna

CMT(um) 414 4 414.4 295.9 303.6 211.8 183.7

ELM+

3Ha4ajHOCT p>0.05 p>0.05

CMT(um) / / 262.0 341.4 257.2 227.9

ELM-

3Ha4ajHOCT p<0.05 p>0.05

Llentpanna nebspuna y makyian (CMT); Cnospamma rpanuuna memOpana (ELM); Tlpucyrna ELM
(ELM+); Oncyrna ELM (ELM-)

Tabena 54. [lopehewe CMT u3mely rpyna Koja uCUTaHUKA ca MPUCYTHOM U oJicyTHOM ELM
VY Tabemu 54 mparumo nopeheme CMT u3mely npBe u apyre rpymne Koja HCIUTAHUKA ca
ELM+ u ELM-. Bugumo na mpe moyeTka TpeTMaHa koA ucnutanuka ca ELM+ usmelhy npse u

apyre rpyme He noctoju pasziauka y CMT. ¥V o0e rpyne HUCMO UMaly UCIUTAHUKE €A OJICYTHOM

ELM mnpe nouetka Tpetrmana. [locne tpehe u mecre no3e ko ucnutanuka ca ELM+ He moctoju

3HavajHa pasznuka y BpeaHoctu CMT usmelyy npBe u apyre rpymne ucnuranuka (p>0.05).
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Kon ucnuranuka ca oncyrnom ELM nocne tpehe noze nocroju paznuka y CMT y kopuct

ucniutannka npse rpyme (p<0.05), mok ce mocie miecte mo3e Ta pasiauka ryou (p>0.05)

(I'padukon 29).
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E 300 - M | rpyna (ELM-)
(]
M |l rpyna (ELM+)
200 Il rpyna (ELM-)
100 -
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I'padukon 29. ITpoceuna CMT (um) u3mel)y rpyna kox nprcytHe u oacythe ELM

4.6.6. Oqnoc ERM ca BCVA u CMT

[Tpoceuna BCVA y npBoj rpynu npe noverka tepanuje m3Hocuia je 0.18 kox marujenara
ca npucyrHom ERM (ERM+). Tocne Tpehe no3e npoceuna BCVA 6una je 0.32, a mocrne mecre
0.33 kox nanujenata ca ERM+. ¥V wucroj rpynu, Ko ucnuTaHMKa KOJ KOJUX HHje MOCTOjana
ERM (ERM-) npe 3anounmama Tepanuje npoceuda BCVA usHocuna je 0.20, mocie tpehe nose
0.37, a mocxne mecre 0.44.

VY npyroj rpymu npocedsa BCVA wm3nocuna je 0.17 mpe 3amounmama Tepanuje KoJl
nanujenara ca npucyriom ERM (ERM+). Tlocie tpehe noze mpoceuna BCVA 6Guna je 0.26, a
nocie mecte Takohe 0.26. Y ucToj rpynu Koj nanyjeHara Koa kojux Huje omio npucyrie ERM
(ERM-) npe 3anounmama tepamnuje npocedda BCVA m3Hocuna je 0.14, mocie tpehe nosze 0.27,

a mocie mecte go3e 0.31 (Tabena 12, I'padukon 30).
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I'paduxon 30. [Ipoceuna BCVA y | u |l rpynu xon npucyrae u oacyrae ERM

3a npahewe BCVA yHyTap rpymna no BpeMeHuMa KoJ UCIIUTaHUKa ca IPUCYTHOM U 0/IBOjE€HO ca

oncytHoM ERM xopurirhen je Friedmanov u Wilcoxon tect cyme panrosa.

BCVA 3Ha4yajHOCT 3Ha4yajHOCT 3Ha4yajHOCT
BCVA ou-3m | BCVA 3m-6mM | BCVA nou-6Mm
[TpucytHa Ipe 0.18
ERM TpEeTMaHa p<0.05
ITocne 31032
Mecena p<0.05
ITocne 6 (0.33 p>0.05
Mecenu
OpncyrHa [Ipe 0.20
ERM TpEeTMaHa
ITocne 310.37 p<0.05
Mecera p<0.01
[Tocne 6|0.44 p>0.05
MecCeIH

Haj60sbe kopurosana Buana omrpusa (BCVA); Enupernnanna mem6pana (ERM)

Tabena 55. IIpuka3 onnoca BCVA kpo3 BpeMeHCKe Tauke mocMaTpama YHyTap MUCIIUTaHUKA ca

npucyTHoM U ojcyTHoM ERM 3a | rpymy
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BCVA 3Ha4ajHOCT 3HavajHOCT 3HavajHOCT
BCVA ou-3m | BCVA 3m-6mM | BCVA nou-6m
IIpucyrna Ipe 0.17
ERM TpeTMaHa
ITocne 0.26 p>0.05
Mecena p>0.05
[Tocne 0.26
Mecenn
OncytHa ITpe 0.14
ERM TpeTMaHa
[Tocne 0.27 p<0.05
Mecerna p<0.05
[Tocne 6031 p>0.05
Mecer

Haj6ospe kopurosana BuaHa omrpuna (BCVA); Enupernnanna memopana (ERM)

Tabena 56. [Ipuka3 onnoca BCVA kpo3 BpeMeHCKe Tauke IocMaTpama YHYTap WCIUTAaHUKA ca

npucyTHOM u ojicytHoM ERM 3a |l rpymy

VY mpBoj rpynu Koja UCITaHHKa ca mpucyTHoM ERM mpe 3anmoumnmama Tepanuje nocrojaia je
pasznuka y BpenHoctd BCVA y xopuct 6osbe BCVA mocne tpu mecena (p<0.05), mok mocie
mrect Mecenu BpenHocT BCVA ce Huje 3HauajHO MpoMeHuIa. Y OBOj TPYIU KOJ MCIUTaHUKA ca
ERM- mpoceuna BCVA m3Hocuna je 0.20 mpe modetka Tepanuje. Koj oBHX ucrnuTaHHKa
npoceura BCVA ce nmociie Tpu Mecena momnpasmia Ha 0.37 (p<0.05), a mocne mect mecenu Ha
0,44 . Tlopenehu mouetHy W Kpajiby BumHy omrtpuny (0.20-0.44) Buaumo aa  MOCTOjH
CTaTUCTMYKHU 3Ha4yajHa pa3iivKa y no0oJblllakby BUAHE OIITPUHE HAKOH ILIecTe J03€ JIeKa y MPBOj
rpymnu koj ucrnmtanuka ca ERM- (p<0.01) (Tabena 55).

VY npyroj rpynu ko marnujenara ca ERM+ BCVA ce ca mouerka tpermana (0.17)

nomnpasuia Ha 0.26 mocne tpehe no3e (p>0.05), u Ha 0.26 mocne mecte no3e. Ko nucnuranuka

ca ERM- mpoceuna BCVA usnocuna je 0.14 npe tpermana, anu ce nocie tpehe no3e nosehana

Ha 0.27 (p<0.05), a mocne mecrte usnocuna je 0.31 ( p>0.05). Ilopenchu mouerny BumHY
omTpuHy U oHy mnocie mect meceru (0.14-0.31) Bugumo n1a je Aonuio 10 m0OoJbIIama, all He
BHCOKO CTaTUCTHUKH 3HauajHO (P<0.05) (Tabena 56).

[Topeheme BCVA ynyrap rpyna uzmel)y ucnuranuka ca npucyTHoM U oacytHom ERM

u3BpiieHo je Mann-Whitney U tectom.
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[Ipe unTEpBEHITN]C 3 Mecera mnocie 6 Mecenu mocie
MHTEPBEHIIN]E MHTEPBEHIIN]E
[Ipucyrna OncyTtHa [Ipucytna | OacythHa [Ipucyrna OncytHa
(+)ERM (-)ERM (+)ERM (-)ERM (+)ERM (-)ERM
I rpyma | 0.18 0.20 0.32 0.37 0.33 0.44
BCVA
3HaYajHOCT p>0.05 p>0.05 p<0.05
II rpyna | 0.17 0.14 0.26 0.27 0.26 0.31
BVCA
SHa"ajHOCT p>0.05 p>0.05 p>0.05

Haj6ospe kopurosana suaHa omrrpuna (BCVA); Enupernnania memopana (ERM)

Tabena 57. [Topeheme BCVA koj ucnuranuka ca mpucyTHuM u oacytHuM ERM ynyrap rpymna

VY Tabemu 6poj 57 youaBamo ma Bpepnoctu BCVA ynyrap mpBe rpyne mpe moyerka

Tepanuje He MOKa3yjy CTaTHUCTUYKU 3HauyajHE pas3iuke 0e3 o03upa /a Ju HCIHUTAHUIU UMajy

npucytHy win oncytHy ERM (p>0.05). V wucroj rpynu mocine tpehe mo3e Takohe Huje

mocrojana 3HadajHa paznmmka y BpemHoctm BCVA wm3mely wmcnuranmka ca ERM+ u ERM-

(p>0.05). ITocne mecte n03e Beh MOCTOjU CTATUCTHYKK 3HAYajHa pasiuka y BpenHoctu BCVA

usmel)y ucnuranuka ca ERM+ u ERM- y kopuct ucnutanunka ca ERM- (p<0.05). ¥V apyroj

IpyNy UCIMTAaHUKA Ipe TOYeTKa Tepamuje, mocjae TP Mecela 1 1ociie MecT MECE He MOCTOjH

pasznuka y BpenHoctu BCVA kox ucnuranuka ca ERM+ u ERM- (p>0.05).

3a nopehewe npoceune BCVA u3melyy rpyna Koa MCIHMTaHUKA ca MPUCYTHOM M OJCYTHOM

ERM kopuctuiu cmo Mann-Whitney U Tecr.
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[Ipe unrepBeHIyje 3 Mecela mocie 6 Mecenu mnocie
MHTEPBEHIIN]E MHTEPBEHIIN]E
| rpyna | |l rpymna | | rpyna | Il rpyna | | rpyna | Il rpymna
BCVA BCVA BCVA BCVA BCVA BCVA
ERM+ 0.18 0.17 0.32 0.26 0.33 0.26
3HaYajHOCT p>0.05 p>0.05 p>0.05
ERM- 0.20 10.14 0.37 1 0.27 0.44 1 0.31
3HaqajHOCT p>005 p<005 p<005

Haj6osme xopurosana Buana omrpuna (BCVA); Emuperunanna memOpana (ERM); Ilpucyrna ERM
(ERM+); Oncyrna ERM (ERM-)

Tabena 58. [Topeheme BCVA usmel)y rpyma ko iCUTaHWKA ca IPUCYTHOM U o1cyTHOM ERM

VY Tabenu 58 yowaBaMo jaa Ipe rmouyeTka TpeTMaHa Koja ucnutaHuka ca ERM+ usmely

IpBE M Apyre TpyIe HE MOCTOjU CTATUCTHYKM 3HayajHa pasiuka y BpeaHoctd BCVA y cBum

BPEMEHCKUM Taukama rnocMatpama (P>0.05). Kox ucnuranuka ca ERM- npe mouerka tepanuje

He MOCTOjU CTAaTUCTHUKA 3HauyajHa pasnuka y BpenHoctuma BCVA usmely npse u qpyre rpyne

(p>0.05). ITocne Tpehe u mecte A03€ MOCTOjU 3HAUajHA pasnuka usMmely npoceune BCVA kon

ucnuranuka ca ERM- y kopuct ucnmtannka u3 npse rpyie rpyne (p<0.05) (I'paduxon 30).
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I'padukon 30. IIpoceuna BCVA usmely rpyma, npucytHa u oncyrHa ERM
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VY Tabenn Opoj 13 Bumumo na je mpoceuna CMT y mpBoj rpynu mpe 3amouuibama
tepanuje uzHocwiaa 424.0um (ERM+), u 412.2 pm (ERM-). V¥ wucroj rpynu nocie tpehe no3e
npoceyHa CMT wusnocuna je 312.4pum (ERM+) u 289.9um (ERM-), a mocne mecre 262.9 um
(ERM+) u 220.1 pm (ERM-). V npyroj rpynu mpe 3anouyumarma Tepanuje npocedna CMT
uzHocuna je 456.0 um (ERM+) u 422.4 pm (ERM-). Ilocne tpehe noze neka mpoceuna CMT
usHocuia je je 337.0 um (ERM+) u 305.5 um (ERM-), a nocine mecte go3e 236.0 um (ERM+)
1 211.9 pm (ERM-) (I'padukon 31) .
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I'padukon 31. I[Ipoceuna CMT (um) y | u Il rpynu ko npucytHe u oncyrae ERM

3a npahewe CMT yHyTap rpyma 1o BpeMeHHUMa KOJ| HCIUTAHWUKA ca TPHUCYTHOM H

oxBojeHo ca oacyrHoM ERM kopumihen je Wilks Lambada Tecr, a 3atum u nopeleme naposa.
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CMT (um) 3Ha4YajHOCT 3Ha4YajHOCT 3Ha4YajHOCT
CMT nou-3m | CMT 3m-6M | CMT nou-6m
[Ipucyrna Ipe 424.0
ERM (+) TpeTMaHa p<0.05
ITocne 313124
Mecela p<0.01
[Tocne 6 | 268.8 p<0.05
MeceIH
OncytHa ITpe 412.2
ERM (-) TpeTMaHa p<0.05
[Tocne 31289.9 p<0.01
mecelid p<0.05
[Tocne 6| 220.1
Mecenu

Ientpanna ne6spuna y makyau (CMT); Enupernnanna membpana (ERM)

Tabena 59. [Ipukasz oqaoca CMT kpo3 BpeMEHCKE TauKe MOoCMaTpama yHyTap HCIHUTAaHUKA ca

npucyTHoM u ojcytHoM ERM 3a | rpyny

CMT (um) | 3nauajuoct 3Ha4ajHOCT 3Ha4ajHOCT
CMT mou-3m | CMT 3m-6M | CMT nou-6m
[TpucytHa ITpe 456.0
ERM (+) TpeTMaHa p<0.05
ITocne 31337.0
Mecena p<0.05 p<0.01
ITocne 6 | 236.0
MecelH
OpncyrHa IIpe 422.4
ERM (-) TpeTMaHa p<0.05
[Mocne 313055 p<0.01
Mecena
[Tocne 6| 2119 p<0.05
MeceIH

entpanna neb6puna y makynu (CMT); Enupernnanaa memopana (ERM)

Tabena 60. [Ipuka3z ogaoca CMT kpo3 BpeMEeHCKe Tauke IocMaTparma yHyTap HCIUTAaHWKA ca

npucyTHoM u ojicytHoM ERM 3a |l rpymy
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VY o6e rpyne kox ucnutanuka ca ERM+ u ERM- nipe modeTka Tepanuje W mociie Tpu

Mecella MMOCTOjM 3HayajHa CTAaTHCTHYKa pasjiuka y cMmamemy BpeaHoctd CMT (p<0.05), mox

Mocyie IeCcT MecelH Ta pasziuka y onHocy Ha nmoueTHy CMT je BHCOKO CTaTUCTHYKHM 3HAYajHA

(p<0.01)(Tabene 59 u 60).

[Topehewe CMT ynyTap rpymna u3mely wicnmuTaHuka ca IpUCYTHOM H ojcyTHoM ERM

paheno je CtynentoBuM T TecTOM.

[Ipe unTEpBEHIN]C 3 Mecerna rocie | 6 Meceln rmocJe
MHTEPBEHIIN]C MHTEPBEHIIN]E
[IpucyrHa OncyrHa [Ipucytna | OacyTtHa [TpucyrHa OpncyrHa
(+)ERM (-1)ERM (+)ERM (-1)ERM (+)ERM (-)ERM
I rpyma | 424.0 412.2 312.4 289.9 262.9 220.1
CMT(um)
3HAYAjHOCT p>0.05 p>0.05 p>0.05
II rpyma | 456.0 422.4 337.0 305.5 236.0 211.9
CMT (um)
SHa9aJHOCT p>0.05 p>0.05 p>0.05

Llentpanna ne6sbuna y makyau (CMT); Enupernnanna membpana (ERM)

Tabema 61. Tlopeheme CMT m3mel)y ncnuranuka ca npucyTHoM u ojxcytHom ERM ymyrap

rpymna

VY o0e rpyme y OKBUPY BpEMEHCKHUX Tadaka nmocmarpama usmely Bpennoctu CMT kon

ucnuranuka ca ERM+ nu ERM- He noctoju craTHCTHYKH 3HavajHa pasnuka (p>0.05) (Tabena

61).

3a nopeheme npoceune CMT n3mel)y rpyna Ko HCOIUTaHUKA ca IPUCYTHOM U OJICYTHOM

ERM xopuctunu cmo CrynentoB T TecT.
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[Ipe unrepBeHIyje 3 Mecela nocie | 6 MeCELH ocJjie
MHTEPBEHIIN]E MHTEPBEHIIN]E

| rpyma Il rpyna | rpyma Il rpyna | rpyma Il rpyna
CMT (um) 424.0 456.0 312.4 337.0 262.9 236.0
ERM+
3HAYajHOCT p>0.05 p>0.05 p>0.05
CMT(um) 412.2 422.4 289.9 305.5 220.1 211.9
ERM-
3Ha4ajHOCT p>0.05 p>0.05 p>0.05

Llentpanna ne6sbuna y makyau (CMT); Enuperunanna memOpana (ERM);IIpucyrna ERM ( ERM+);
Oxncyrna ERM (ERM-)

Tabena 62. [Topeheme CMT m3melhy rpyna ko1 uCiuTaHuKa ca MPUCYTHOM U ojcyTHOM ERM

VY tabenu 62 nparumo nopehewe CMT uzmely npse u apyre rpyne KoJ UCIIUTaHUKA ca

ERM+ u ERM-. IIpe nmouerka TpermMaHa , Ka0 U y CBUM BPEMEHCKMM TaukaMa IlOCMaTpamba

BpenHoctd CMT m3mely | u |l rpyme He moka3syjy cTaTHCTHYKH 3HAYajHY pPas3lMKy, OMIIO Ja ce

paau o ucnuranuiiuma ca ERM+ wiin ERM- (p>0.05) (I'padukon 32).
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B | rpyna (ERM+)
M | rpyna (ERM-)
M|l rpyna (ERM+)

Il rpyna (ERM-)

VI po3a

I'paduxon 32. IIpoceuna CMT (M) usmelyy rpyma ca npucyTHoM u oacytHom ERM
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4.7. HexkesbeHU eeKTH JIeUuemnha

VY 0BOj CTyIUju YKYITHO j€ alIMKOBaHO 492 mHTpaBUTpeaIHEe MHjeKIMje ABacThHa. JIek je
aruIiKoBaH Ha 4 mMm ox siuMOyca (pars plana) najuenihe y ropmeM TeMIopaaHoMm KBaapaHTy. Ha
KoHTponu cieneher nana kon 34 (6.8%) umanu cMo CyOKOHjyHKTHBAIHY XEMOpPAarujy yrpaBo
UCIOJI TOpHbET Kamka. Llpracty epo3ujy poxmade uMalid CMO HaKOH jeqHor AaBama (0.2%), u To
je canmpaHo 0e3 MKakBuX nocieanna. OBe KOMIDIMKAIMjEe HACTAJe Cy O] caMor y0ojaa urie u
HUCY Npe/ICTaBJballe HUKAKBY OIMACHOCT IO BUAHY OIITPHHY.

HukakBux mo BUJ OMacHUX KOMIUTHKAIMja Kao IITO Cy, PyNTypa W abjammja Mpexmade,
WHTPABUTPEATHO KpBapeme, cHaodraamutuc, HUje Owmno. Takohe HuUCMO wWMamM HU
KOMILIMKAIMje KOje Cy Be3aHe 3a caM JICK, Kao IITO Cy OKIy3Hja ICHTPAIIHE PETHHAITHE apTepHje,
YBEHTHUC, MpPOTpEecHja KaTapakTe, HUTH CHCTEMCKEe HexeJbeHe edekre (TpomOoeMOoImjcKe

KOMIUTMKAIMje U CKOK KPBHOT TIPUTHCKA).
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Bnaxny ¢opMmy ceHumiHE JereHepanuje JKyTe MpJbe KapakTepuile (OpMHUpame
HeoBacKylnapHe MeMOpaHe y Makynu. [ J1aBHe mpoMeHe Be3aHe Cy 3a aKTHBHOCT BAacKyJapHOT
SHJIOTEIMjaTHOT (paKTopa pacTa Koju J0BOAM A0 mNoBehaHe mepMeaOMIIHOCTH Kamwiapa, a To
MOCTIEIMYHO JTIOBOJH JI0 IIyperha TeUHOCTH WU KPBU y MaKkyinu. /lenienuje Tparama y Jeuemny OBe
OoJiecTu J0BENIEe CYy J0 Kpeupama OWOJIOoIIKe Tepanuje y Buny antutena ycmepenux Ha VEGF.
JlokanHa aruKanuja jeKka y BHAy MHTPABUTPEAIHE WI-EKIIM]e HalpaBWIa j& JOII jeJaH KOpak
Hanpen. JIek aruKoBaH Ha MECTO MPOMEHE Y Majlo] KOHIIEHTPAIlUjH UMa BEJIHKY €(PEHKAaCHOCT
0e3 3HaYajHUX CUCTEMCKHX HEeXEJbEHUX e(eKkara.

VY 0BOj CcTyaMju HOKymadud cMmo jaa yrBpaumo edekar aHtu-VEGF MonokioHckor
antutena (OeBanuszymada) Ha pesonyuujy CNV u BuAHy omTpuHY KOJA TMalyjeHaTa ca
pa3IMYNTAM TUIIOBHMAa HEOBacKylapHe MeMOpaHe nepuuucane meroqoM DA, xkao u yTHIa]
pa3nmuuuTUX CTPYKTypHHX Kapaktepuctuka CNV Ha edekar GeBannzymada.

[lpema pamHOj XMIIOTE3W OYEKHMBAIM CMO Ja MHTPABHTPEAIHO IMPHUMEHEH OeBanu3ymad
yTHh4e Ha MoOoJblIamke BUAHE OIITPUHE Y 00€ rpyre, ca TuM Aa y npBoj rpynu BCVA 6yzae 6osba
3a 15% y omHOCy Ha Opyry Tpyny HCIHTaHHKA, Kao M Ja JIOBelIe 10 CMamerma ICHTPaHe
ne0JpuHEe peTMHEe y Makyidu y o0e rpyne ucnuTaHuka. llopen Tora mpatwinm cMO W YTHIA]
Pa3NUUYUTUX CTPYKTYPHHMX KapaKTEpUCTHKA HEOBAacKylapHe MeMmOpaHe ojapeheHe MeTojioM

OINITHYKE KOXEPEeHTHE ToMorpaduje Ha edekar OeBannzymaoa.

5.1. Ananu3za edekra antu-VEGF Tepanuje Ha BHAHY OIITPUHY U LEHTPAJHY 1e0/bUHY Y

MAaKYyJIM KOJ nanujenara ca Heopackyjiapuom AMD (Edukacnoct antu-VEGF Tepanmuje)

VBohewe antu-VEGF Tepanmje y neuemy HeoBackynapue AMD mnpe HemTo BuIIe 0of
JleceT TOJMHA HAIpaBWIIO je BEIIMKM Kopak Hampen. PaHuje ce 3a ycmopaBame HalpenoBama
HEOBacCKyJlapHe MeMOpaHe KOpUCTHJIa JacepdoTokoarynaiuja, a HakoH Tora U Beprenopdun
(dhoTonMHAMCKA TEpanwja.

Ynotpeba HOBUX OMOJIOIMIKUX JIEKOBA, aHTUTENA YCMEPEHUX Ha MOJIEKYII KOJHU je IIpecyiaH

y Hactanky CNV, kao u meroBa MHTpaBUTpeaIHa alIMKaIHja, MOKa3alu cy HajOoosbe pesynraTe

y Jeuewmy oBux mnanujeHara (114,115,116,117,118,119,120).

121



[TocToju Benmuku Opoj cTyamja Koje ¢y mpoydaBayie €hUKaCHOCT TpeTMaHa HHXUOUTOpUMA
VEGF na CNV kon mamujeHata ca CEHWJIHOM JereHepanujoM kyTe mpJbe. [lopen mpahema
camor edekra neka, paheno je u mopeheme pasnmunmtux Bpcta aHTU-VEGF 5ekoBa, kao u
Pa3NMYUTHX HAYMHA J[O3HMPamba.

EduxacHocT Tepanuje npaheHa je Ha OCHOBY Mepema IeHTpaIHE AcOJbUHE y MaKyJdd U
BUJHE OIITPHHE MPE W HAKOH TpeTMmaHa. Y pamoBuma obOjaBibenum 2006. rogune (Rosenfeld
(115); Avery (116); Bashshur (117); Spaide (119); Conrad (120) mpuka3syje ce 3HauYajHO
cmamere CMT u mobosbmame BCVA HakoH arunkaiyje 6eBanuzymaba . Conrad ca ayropuma
HABOJIM JIa je mocie 8 Heleshba HAKOH CaMo jeJIeHe aluTMKOBaHe 03¢ Oeanu3ymada JOIUIo 10
nobossiama npoceune BCVA ca 0,1 na 0,2, a npoceuna CMT ce ca mouetHux 316+107 pm
nonpaBuia Ha 206+45 um. [Tocne Tora 00jaBJbeHU CY U PE3YyITaTH BEITUKUX CBETCKHX CTYAHja
(anti-VEGF antibody for the treatment of predominantly classic CNV in AMD-ANCHOR; u
minimally classic/occult trial of the anti-VEGF antibody ranibizumab in the treatment of
neovascular AMD -MARINA), koje cy nmotBpanie ehHUKaCHOCT Teparije He3aBUCHO Ja JIU Ce
pamu o mpepomuHaHTHO kKiacnyHoj CNV wmiay MUHMMAaIHO KIIACHYHOj/OKYNTHO] MeMOpaHu
nepunucanoj merogom A (5,6). ANCHOR crynuja mopenuna je epukacHocT paHuOn3ymaoa y
onHocy Ha PDT tepanujy kon ucnutanuka ca kiacuuHoM CNV. Pesynratu cy mokazanu jaa ce
nociue 12 Mecenu BUJ HUje moropuiao 3a 15 cinosa ( Tpu pena) y ogHocy Ha nouetHy BCVA koj
94.3% wucnuTaHuKa KOJU Cy NMPUMUIU paHnOu3ymad y onxHocy Ha 64.3% Koj HCHHTaHHUKA
KojuMma je pahen PDT.

Pesyntaru MARINA crynuje mocie 12 mecenu nokasanu cy aa je BCVA oOuna > 6/12
Koz ckopo 40% tpetupanux y onHocy Ha 11% ucnuranuka Koju cy OWJIM Yy KOHTPOJIHO] TPyNHU
(5).

[Tpema momanuma koje cy o6jaBuau Bloch u capagaunum mommuja npoceuna BCVA HakoH
CIIPOBE/ICHOT Jieuema mnocTwke ce y |l rpynu umcnuranuka, (KinacMyHa W TPEIOMUHAHTHO
knacuuna CNV) mpe cBera 30or Behe nHnuaeHIe pa3Boja cyopeTnHanane ¢pudpose, Tako 1a ce
Koj ucnutanuka y | rpymnu ouekyje 3a 15% 6ospa mpoceuna BCVA (167).

VY crynuju Comparison of Age-Related macular degeneration treatmments trials (CATT)
M0Ka3aHo je Ja paHuOu3ymad HHUje CYNEepPHOPHUJU IO CBOJUM pe3yiTaTuMa y OJHOCY Ha
oesarmzymab. CATT cryamja je cnpoBeneHa Ha 1208 ucnuranmka u mnpaheH je edekar

pannOu3ymabda u 6eBanmszymada ko meceunor 1 PRN nosupama (10,169).
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ITocne nBe rommHe pe3ylaTaTH Cy TOKa3aM Ja OeBanu3ymMad HHUje HWH(PEpUOPHHjU TIO
MOCTUTHYTUM PE3yJITaTUMa, Kao ¥ J1a MECEYHO J03Hpame nMa 00JbH pe3ynTar y ogHocy Ha PRN
(p=0,46) (10,169). YnpaBo Ha OCHOBY OBHMX pe3yjiTaTa MH CMO C€ OJJIY4HIId 3a OeBanu3zymao,
YHja je [[eHa BUILECTPYKO MOBOJbHU]jA Y OJIHOCY Ha paHMOM3yMald, Kao M 32 MECEYHO JO3Hpambe.
VY EBponu je Ha 610 ucnutanuka crposefena cryauja the inhibition of VEGF in age-related
choroidal neovascularisation (IVAN), koja je Takohe morBpamia ga OeBaruzymald HHje
uHpEpUoOpHUjH y oxHOCY Ha paHuOusymad (p=0,26), ka0 W Ja Hema 3HAYajHE PA3IUKE Y
NOCTHTHYITMM pe3ysitaTuMa 0e3 003upa Ha HauuH J0o3upama jeka (Meceuno win PRN) (p=0,18)
(170,171).

Pesynratu y Hamoj ctynuju mo nutamy edekra Oeanuzymadba Ha BCVA u CMT y
MOTITYHOCTH KOpENupajy ca A0 cafga o0jaBjbeHMM pesyntaruma. Bpemnoctu BCVA cy ce
kperane ox 0.19-0.36-0.42 y npsoj u 0.14-0.27-0.30 y npyroj rpynu ucnurtanuka (tadena 3 u
rpadukon 1). Bpennoctu CMT kperane cy ce og 414.9 um y npBoj u 424.88 um y npyroj rpynu
npe TpeTMana, a nocine Tpehe u mecre go3e CMT ce cmamuna y npBoj rpynu Ha 294.24 um u
228.41 pm, u 310.10 pm u 216.05pm nppyroj rpymnu (tabena 5 u rpaduxon 2). Craructuuka
aHaJM3a IoJjiaTaka yHyTap BPEMEHCKUX Tauaka IMOCMaTpama 3a CBaKy Ipyly MOceOHO Mmokazana
je na ce BpenHoctu npoceuHe BCVA 3HauajHO monpaBibajy y TOKy Tpajama Tepanuje (p<0.01).
Taxohe nob6unu cmo 1a je ogHoc BpeaHocT npoceune BCV A 3HauajHo mpoMemseH mnocine Tpehe
no03e y oxHocy Ha BpemHoctu mpe tepanuje (p<0.01), mok y oaHocy tpehe m miecte mo3e
nobujamo mobospmame npoceuHe BCVA, anm pasnuka HHje BUCOKO CTaTUCTHYKM 3HA4YajHA
(p<0.05).

Pesynratu Hamie crynuje Takohe cy mokaszanu na HaMm je KoHauHa mpoceuyHa BCVA 3a
12% 6ospa koa ucnutanuka y | rpynu y onnocy Ha |l rpymy, mTo je y carjlacHOCTH ca paHuje
00jaBJbEHUM pe3yJTaTHMa.

[Topehema 3a cBaky rpymy nmocedbno koxa npahema CMT, mokasana cy ia MOCTOjU BUCOKO
CTaTHCTUYKU 3HauajHa pa3iuka u3Mely CBUX BpPEMEHCKMX Tadaka y 00e Tpyre HCIHTaHUKA.
[Topehemwa u3mel)y rpyma mokasana cy Ja ca MPOTOKOM BpeMeHa J0JIa3H JO BHCOKO 3HAYajHOT

CMamema eiemMa y Makyiu y ooe rpymne (p<0.01) .
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5.2. Anaim3a edgexta aHnTu-VEGF Tepanuje y ogHocy Ha CTpyKTypHe MpoOMeHe Y MaKYyJId

nepunucane OCT-om

Y CATT cryauju nipahen je edexar antu-VEGF tepanuje (BCVA u CMT) Ha paznuunte
napamererpe y makyimu aedunncane OCT-om. To cy npe cera npucyctso IRF, SRF u PED (10,
169). Pesynratu oBe CTyAMje MOKa3ald Cy Ja KOJ HMCIHTAHHKA KOjH Cy HAa MECCYHOM HHUBOY
N00Mjaly Tepanujy cBe TPH JIOKaTU3alHje TEYHOCTH Y MaKyJId TOKOM IpBe rOJMHE e()eKTUBHH]E
SJIMMUHICAHE Yy OJTHOCY Ha UCHHUTaHUKE Koju cy Tpetupanu nmo PRN pexumy. [lo komiuieTHe
pe3oiylje TeYHOCTH Jouuio je kox 25.7% ouujy TpeTupaHUX MeceyHo OeBalu3ymMadboMm y
onnocy Ha 19.8% tpetupanux PRN pexumom. Takohe 3akipyueHo je na paHuOuzymabd 6osbe
emumunuine IRF vero 6eBanuzymad (p=0,01); pasiuka usmel)y JiekoBa je Mama ako Je y IHuTamby
SRF (p=0.052) u PED (p=0.11). [loka3aHo je na HaBeICHE CTPYKTYypHE MPOMEHE y MaKyJIH
nepunucane OCT-oMm, 3HauajHO yTHuy Ha edekaT anTu-VEGF Tepanuje u TecHO cy moBe3aHe ca
BugHOM omtpuHoM. AHTU-VEGF Tperman 6e3 o03upa Ha BpCTy JieKa M HA4YWH JO3UpPamba
JOBOJIM 10 PENyKIHje TEYHOCTH Yy Makyiu, cmamera CMT u Hopmanmuzamuje peTHHaiHe
anaromuje (168,169). IlpucycrBo IRF ynpyxkeno je ca Behum majgoM BHWAHE OIITPHHE, Y
nopehemy ca ocranum napamerpuma. Kibyd oBe cryauje je otkpuhe na IRF nepunucana OCT-
oM nMa Behu HeratuBaH yruiaj Ha BCVA on SRF u PED (168,169).

VY Hamoj ctynuju 3HadajHo je 6osba BCVA kon mcruTaHnka KOju HUCY UM MPUCYTHY
IRF u To y 06e rpyne. Y mpBoj rpynu kox oBux ucnuranuka BCVA ce kperana ox 0.21-0.38-
0.47 (p<0.01), a y mpyroj rpymu ox 0.08-0.23-0.34 (p<0.01) (tabema 12, rpaduxon 10).
Bpennoctu CMT cy ce 3HauajHO cMamuBajie 0e3 o03Mpa Ha TO KOja je BpcTa TE€YHOCTH
nomunupana (p<0.01) (tabena 13, rpadukonl2). Illto ce Tnye omHoca SRF ca BCVA Takolhe
CMO JOOWJIM 3HAuYajHO MOOOJBIIAKE BUAHE OIITPHUHE KOJ MCIUTAHWKA Koju HuCy mMmaimn SRF.
Bpennoctu BCVA cy ce kperane y mpBoj rpynu koj oBux ucnutanuka ox 0.10-0.42-0.46
(p<0.01) , a y ampyroj rpymu on 0.22-0.28-0.30 (p<0.01) (trabenma 12, rpaduxon 14). Kox
ucnutanuka ca npucyrnom SRF y o6e rpyne momuto je mo mobospmama BCVA u To 3Ha4ajHO
camo y nipBoj rpynu. Bpearnoctn CMT 3HavajHO cy ce mompaBuiie y o0e Tpyme 1Mo 3aBpIIETKY

neuema (P<0.01) (tabena 13, rpadukon 16).
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Kon ncniuranuka ca npucyraom PED(+) Bpeqnoct BCVA y ipBoj rpymiu Kpetiie ¢y ce of
0.19-0.40-0.60(p<0.01), a y apyroj rpynu ucnutanuka og 0.12 go 0.20(p>0.05) (rabena 12,
rpapukon 18). Bpemnoctu CMT 3HauajHo cy ce mompaBuiie y o0e rpyrne HCIUTaHHKaA, 0e€3
063upa na au je PED 6una npucyrna wium He (p<0.01) (tabena 13, rpaduxon 20 ).

Mathew ca capagHunMa y CBOM pajy Mope. MPUCYTBA PA3IMYUTHX THIIOBA TEYHOCTU Y
Makyiu npatd 1 kKoHTHHYuTeT ELM 1 ERM na OCT-y. ¥V muxoBoj cryauju je Tpetupano 110
ounjy. 3aKJby4riiu ¢y aa je uarerputer ELM Koju mpatu u MHTErpuTeT (OTOperenTopa BakaH
NPEIUKTOP OYyBama BUIHE OIITpUHE, Kao u 1a je IRF HeratuBan mpeauKkTOp BHIHE OIUTPUHE.
JIoOUT y BHIHOj OLITPHHMU OMIIA je 3Ha4YajHa caMo Koj ucmutanuka ca okyataom CNV (172). Jla
je ELM 3HayajHa Kao MO3UTHBHHU MPEAUKTOP BHUJHE OIITPUHE O0jaBJbEHO je W paHHUje KOA
narujenara ca HeoBackysiaapHoM AMD u CRVO neuenux PDT-om (173,174).

O 3nauajy ELM mume Oishi y cBom pany, rme nopen ELM mpaté u ouyBame
¢doropenenrtopa, koju cy y TecHoj Besu ca ELM. On 3akipyuyje na je craryc ELM Bume y
kopenaruju ca BCVA Hero crame dotoperentopa (173).

AlKin ca ayropuma y cBoMm pamy npartu edekar OeBanmzymaba Ha yruna] BCVA xon
ucnutanuka ca Heopackyinapaom AMD kox kojux ce na OCT-y onucyje u npucyctso ERM, u
3aKJbydyje Jla He MOCTOjU CTaTUCTUYKM 3HadajHa pasnuka y npomeHn BCVA 6e3 o6G3upa Ha
npucyctBo unu oacyctBo ERM (175). Ilpomene BCVA ce HuCy 3Ha4ajHO CTaTHCTUYKH
pasznukoBaiie u3Mmel)y rpyna (mpBa rpymna HeoBackymapHa AMD, npyra rpyna HeoBackyiapHa
AMD+ERM) nocrne 3,6 u 12 meceru (p=0.65, p=0.94, p=0.47). [Ipoceune Bpeanoctu CMT ce
Takol)e HHCY CTaTUCTMYKU 3HA4YajHO pas3jiMKoBalie M3Mely Ipyna Kpo3 CBE BPEMEHCKE Tauke
nocMarpama (p=0.13, p=0.52, p=0.94) (175).

Pierro ca capagHuiiumMa y CBOM pajy mokasao je 1a ce ERM jasisa xox 26% 10 32% ounjy
ca HeoBackysnapaom AMD (176).

Luttrul ca capagHuimMa ommcyje na BUTpekTOoMHja ca ykiamambM ERM u antu-VEGF
Tepanuja qoBojie 10 nodossiiamba BCVA kon oBux ncnuranuka (177).

Seko ca capagHuIIMa y CBOM pajay HaBoau MOTYNHOCT Jja XpOHMYHA TPaKIlKja HA PETUHY
(ERM) moxe na uzasoBe npomeHe Ha RPE u BpyxoBoj MemMOpaHu (0BOIM 10 HHCKOT HHBOA
uHbIaMalyje M CTUMYJUIIe mnporpecujy HeoBackynapHe AMD wunaykoBajyhu ocnoGahame
VEGF (178). Takohe oBe TpakipoHe cuiie MOTy J1a aHTaronusyjy edekar antu-VEGF tpermana

1 10Bey 710 (hapMaKoJIOIIKe PE3UCTEHIH]e KO OBHX manujeHara (179).
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Pe3ynaratn Hame cryamje mokasanu Ccy Aa y o0e Tpyle IOCTOjU 3HavajHa pa3jihKa Io
nutamy BpeaHoctd BCVA y kopuct ucnuranuka ca npucyraom ELM (+) (0.19-0.37-0.53) y
npBoj rpynu u (0.14-0.29-0.46) y npyroj rpynu  (p<0.05), kao u na Hema paznuke u3Mehy rpyma
Kox ucnutanuka ca ELM+ u3mely npse u apyre rpyme (tabena 12, rpaduxon 26). ITo ce
tue BpeaHoctd CMT y obe rpyrie mocToju CTaTUCTUYKY 3HA4ajHa pa3iuka y cmMamemy CMT
KO/ ucnuTanuka ca ouyBanom ELM (p<0.01)( tabena 13, rpadukon 27).

Kon ncniuranuka ca npucyrnom ERM(+) nobunu cmMo 1a u3Mely mpBe u aApyre rpymne He
MIOCTOjM CTATHUCTUYKH 3HaudajHa pasnuka y BpeaHoctuma BCVA y cBUM BpeMEHCKHM Tadykama
nocmarpama (p>0.05) (tabena 12, rpadukon 29). Koa ucnuranuka ca oncyraHom ERM(-) npe
MOYeTKa Teparuje He MOCTOjU CTaTUCTHYKA 3HayajHa pa3iuka y BpeaHoctuma BCVA usmehy
npse u japyre rpymne (p>0.05), nok nocne Tpehe u mecre 103e MOCTOjU 3HAYAjHA pa3liuKa KO
ucnuranuka ca ERM- y xopuct ucnuranuka npse rpyne (p<0.05).

I[Ipe mouerka TpeTMaHa, Kao U y CBUM BPEMEHCKUM Taukama rocmarpama Bpegnocta CMT
msmehy | u |l rpyme He moka3yjy CTaTHCTUYKM 3HA4YajHy pa3ivKy, OWJIO Ja ce pagd o
ucnuranuima ca ERM+ win ERM- (p>0.05) (Tabena 13, rpadukon 31).

Bloch ca capagnunuma y cBoM paay HMCIUTHBajga J€ yTUI@j cyOpeTuHaimHe (GuOpose
(SHTC) ma Buany omrTpuHy. 3ak/bydWiav Cy Jaa je pa3Boj cybdoeanHe ¢ubdpoze Koj
HeoBackyinapue AMD  ympyxkenuju ca tumom |l CNV (mpeqoMHHAaHTHO KIAaCHYHOM U
kiacuaHoM CNV) u JiomujoM BHIHOM OINTPUHOM 300r MUCYHKIHje ¢oToperentopa Kao
nocneaute Jome wucxpane RPE (167). IpenomunanTHO kiacuyHa W kiacuuHa CNV ¢y
N03HATHje Kao arpeCUBHUjHU TUIl MeMOpaHe U 030UJbHUje HapyIlaBajy BUAHY OLITPUHY, IITO je Y
CarJacHOCTH ca HamuM rnoganuma (167,168).

Anamuza MARINA u ANCHOR crynuja mokasana je 1a v Tocie JIBe TOAWHE Jieuemha 1Mo
MECEYHOM pPeXUMYy TpHMeHe panuOuzymada, moBehame CNV moBe3aHo je ca peayKIHjoMm
BuHe omtpune (5,6). JlupekTHo nopeheme OBUX CTyaHja ca HAIlUM pe3yiTaTuMa Huje Moryhe
300r pa3iuka y AM3ajHy M METOAOJIOTHjU, ald IMOCTOjH TE€HEpalHO clarame jep arpodwuja
Mpexmade 1 pa3Boj cyodoseanHe ¢pudpose J0BOJE A0 JOUIMje BUAHE OIITPUHE HAKOH JIeUeHma y

OJTHOCY Ha MCITUTAHUKE KOJI KOJUX HUje JOILIO 10 pa3Boja OBUX npomena (167).
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Pesynratn y Hamoj ctyauju mokasanu cy aa cy ce BpeaHoctu BCVA y o6e rpyme
3HaYajHUje TOMpaBWIIC KOJ HUCMHUTaHWKa ca oacyTHoM SHTC y omHocy Ha OHE KOO KOjUX je
SHTC 6una npucyrHa. ¥ mnpBoj rpynu Koj ucnuraHuka ca npucyraom SHTC(+) nompasuna ce
ca 0.17 na 0.32 (p<0.05), a xox onux ca oacyrHom SHTC(-) ca 0.19 na 0.56 (p<0.01). Y apyroj
rpynu kox ucnuranuka ca SHTC(+) mompasuia ce ca 0.14 ma 0.46 (p<0.01) u ca 0.14-0.56 kox
ucnuranuka ca oacyraom SHTC(-) (p<0.05).

Takohe y HammM pe3ynTaTuMa BHIUMO Jla BpeMEHCKa nopehema mo rpynama usmelhy
SHTC+ u SHTC- Hu y jemHOM TpeHYTKY HE TOKa3yjy 3HauajHy CTaTUCTUUKY pasznuky (p>0.05)
(tabena 12, rpaduxon 23). Bpeanoctu CMT y o6e rpyne cy ce 3HauajHo cMmamuie (Tabena 13,

rpadukoH 29).

5.3. Anaimu3a 3aCTYNJbEHOCTH Pa3JHYMTHX CTPYKTYpHMX KapakTepuctuka CNV
onpehennx OCT-om ca Tunom CNV jgepuHHCaHOM MeTOAOM (hIyopecleHHCKe

aHruorpagmuje

[Ipa xknacudukamuja HeEOBacKylapHe MeMOpaHe Jara je Ha OCHOBY Hajasza
¢nyopecuenrcke anruorpaduje. lllta Hac je HaBeno na TparaMmo 3a moBe3aHouhy usmely
pa3nuuuTUX CTpyKTypHHX Kapakrtepuctuka CNV oapehenux OCT-om ca tunom CNV
neuHUCAaHOM METOIOM (uryopeclienHcke anruorpaduje?

VY crymujama ANCHOR u MARINA moka3zano je na je edekar antu-VEGF Tepamnuje
nogjenHak kon tuma | u tuma Il CNV (5,6). Mehytum y KIMHMYKO] MpakcH HaWJa3uMoO Ha
HEITO apyrauuje pesynrare. [IpBu koju je mpeaioxkuo xuctoyomky kiacupukanujy CNV 6mo
je Gass (94,180). Mehytum 6e3 passoja mogepuux OCT amapara (ox 1991. roaune) HHCMO
Onnm y MOryhHOCTH J1a TaKO JIeTajbHO Ae(HUHHIIIEMO XHCTOJIOIIKY CTPYKTYpY kyTe MpJbe (181).
baszupano Ha xucrosnomkoj kiracudukanuju Donalda Gassa momohy OCT-a Freund je y com
paxy nparuo nosezaHocT npomeHa Ha OCT-y u Tuna memOpane nepunucane merogom OA (94).

VY ¢Bojoj cryauju Freund ca capagaunmrMa 3ak/bydro je aa ce kox okyiarae CNV (tum 1)
cpehe y Behem mporeaty SHTC, a Ha kpajy ce moxe jaButu ¢udpoBackyiaapaun PED u SHTC,
Te 300r TOra OBM TMalMjeHTH Jiomwmje pearyjy Ha aHtul-VEGF Tepanujy m umajy nommjy

koHauHy BCVA wu ako nonazu 10 cMameta CMT (94). [Ipumermiu cy na ce koa oko 10-15%
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nanujeHarta ca HeoBackyjaapHoM AMD koju umajy oxynray CNV uemnihe jaBma IRF, PED, u
noinasu o omrehema Ha HUBOy ELM u dhoTopenenrtopa.

OBakBu manujeHTd cy ocer/buBUju Ha aHTU-VEGF Tepanujy, anm konauna BCVA je
MPUJIMIHO HE3aJJ0BOJbaBajyha 300r ryouTKa doTopenenropa.

Kon marujenara ca ximacuunom CNV (tum I1) Freund u capamuuiu 3ak/bydusid Cy Ja
nomunupajy IRF u SHTC, nok ce PED ce perko cpehe. OBakBM TalyjeHTH H3Y3€THO CYy
ocetsbrBH Ha aHTU-VEGF Tepanujy. Ako ce jaBu SHTC uecro ce ryou ELM (94).

Bloch ca capagnuiuma je y cBOM paay 3akibydmia Jia Cy NPEAOMHHAHTHO KJIacUYHA U
kiaacuuna CNV arpecuBHuje u 030mpHKje HapymaBajy BCVA (167). Takohe 3akbydniu cy na
koz ounjy ca tunom || CNV yemhe monaszu a0 pasBoja cydodoneanne Gpuodpose u nomuje BCVA
y ogHocy Ha oHe ca tuniom | CNV.

Besy usmelyy BupHe omtpuHe W odyBama KoHTHHyHTeTa ELM 1 crnoja doropernenropa
KOJU ce Ty Hayasze KoJ Jieuewma HeoBackynapue AMD dotoanHamMckoM TeparnjoM y CBOM paay
omucao je jomr 2009 romuue Oishi ca capaguuiuma (173), a wcTe roguHe O TOME IMUIIE U
Sayanagi camo HakoH npumMeHe antu-VEGF Tepanuje (182).

[louerna BuaHa omrTpuHa, crame (oropeuentopa u uuterpurer ELM  mopen CMT
BaXHU Cy IPEAUKTOPH BUHE OLUITPUHE HAKOH IMOBJIAUYEHHa eKCyalnje.

AHanmu3oM HalMX MoJaTaka youwiau cMmo jaa je mpucyctBo ELM u doropenenropa
MoBe3aHo ca 00JbOM BHIHOM OINTPUHOM, KaKO Tpe 3aloudibama Tepanvje, TaKo W HaKOH
3aBpuIeTKa ucre. 3HauajHy yiaory ELM u goropenentopa kao BaKHOT IPOTHOCTHYKOT (hakTopa
y niporienu konaune BCVA y cBojoj ctyauju motephyje 1 Mathew ca capagaunmma (172).

V Hamoj cryauju 3HadajHO noboseiiake BCVA mnoctoju y obe rpyne Ko narujeHara ca
ouyBaHUM KOoHTHHyHTeTOM ELM u doropenentopa, 1ok y ciydajeBuMa rjae ce ryoum mHUXOB
uHterpurer uMamo u Jsomujy BCVA (mocroju moOosbliame, aqd pa3jiika HHje BHCOKO
CTaTUCTHYKHU 3HAYAjHA).

bpoj mammjenata ca ouyBaHMM KoHTHHyHuTeToM ELM wu mnparehux ¢oropenenropa
CMamyje ce Tmocie TpeTMmaHa, HapouuTo y |l rpymum rae moctoju 3HayajHO Mamu Opoj
WCIIUTAaHWKA ca O4YyBaHUM KoHTHHyWTeToM ELM mocne Ttepanuje. 3naum ga ce Behu Opoj
namujeHara ca ouyBanom ELM u ¢ortopenentopuma Hanasu | rpynu (OKyJlITHA 1 MUHUMAJIHO
kinacuyHa CNV).

VY nureparypu ce o OBOM MUTaky MOTY Hahu pa3IuyuTH pe3yaTaTH.
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Bloch ca capaguunmuma (167) y cBojoj cTyauju mo0uja CiIMyHE pe3yiaTaTe HaIIMMa, 0K
Freund (94) y cBom pany ympaBo roBopH jaa je oaroBop Ha antu-VEGF tepamujy 60sbH KOJ
narujeHara y Ipyroj rpynu  (KiacuvHa U npegoMuHaHTHO Kinacudana CNV).

VY cryamjama kao mto cy ANCHOR u MARINA moxkasaHo je na 06e3 o03upa Ha THUII
HeoBacKyJapHe MeMOpaHe kinacudukoBane metonoM @A Hakon antu-VEGF tepanuje monasu
10 moboJspiama Buaa (5,6). OBakBe pe3yaTare CMO U MH IIOTBP/IMIIN, KA0 U Ja je 3Ha4ajHO 00Jba
BUJIHA OLITPUHA aKO Ha Kpajy Jiedewa NocToju ouyBaH KontuHynteT ELM u doropenenropa.

Tun Il CNV y xoje cnanajy knacuuna u npepomuHantHo kiacuuna CNV mosnatmje cy
Kao arpecHBHHUje MPOMEHE KOje BHIC HapyliaBajy BuaHy omrpuny Hero tun | CNV (167,168),
IITO CE U TOKA3aJI0 U Y HAIIO] CTYAUjH.

3amTo ce 700ujajy 0BaKoO pa3iuuuTH pe3ynraru? CMarpa ce Ja OJroBop JeKH Y TOME IITO
je mopdomomka crpyktypa CNV u3y3zerHo ciioxkeHa W BETUKHA OpoOj HBEHUX CTPYKTYPHHUX
napamerapa yruie Ha KOHa4HY BUIHY OIITPHUHY.

V Hamoj cryauju goouinm cMo n1a je SRF npe nouerka TperMaHa 3acTyIjbeHa y o0e rpyie,
Bumie y | rpynu Hero y apyroj (95.12%-73.17%)(p<0.01) (tabena 11) Ca HacTaBKOM Jicuctha
kommunHa SRF ce 3HawajHo cmamumna xox mcrnmranuka y |l rpymm, amm je BCVA nHa xpajy
TpeTMaHa Ouiia 60Jba KO HCIIMTaHUKa y | Tpymu u ako je Kox wux 0o 3HauajHo Behu mporeHat
npucytHe SRF Hero y apyroj rpynu. CMT He 3aBucH 3Ha4ajHO HM OJ jJEJHOT O] MapamMeTapa,
OHA Ce BPEeMEHOM 3HAYajHO CMamHBaJIa y Kopenanuju ca nomnopakom BCVA (rpadukon 5).

IRF je mpe Tpermana Owia 3actymbenuja y Il y omHocy Ha | rpymy (92.7%-41.5%)
(tabenma 11)(p<0.01). Ha kpajy tpermana IRF je u ocrana 3actymbenuja y |l rpymu mro je y
Kopenauuju u ca 6osbom BCV A Ha kpajy Tpetmana y | rpynu ko1 HICIUTaHUKA KOJU HUCY UMAJIH
npucytHy IRF (¢urypa 4).

PED je 6wmia npe TpeTMaHa 3actyiubeHuja y | rpynu y ogHocy Ha apyry (97.6%-39.0%)
(rabena 11). Ha kpajy nedyewa obe rpyme cy 100po oapearoBajie M JOLUIO j€ 10 3HA4ajHOT
cmamewa PED-a y o6e rpyme. Ilto ce Tuue BCVA ona je Ha kpajy 6una 6ospa y | rpynu u To
KOJI MCTIUTaHWKa KOJa Kojux je octanmo mpucytHo PED-a.OBa koHcTarammja takohe morBphyje
3Ha4a] octamux Mopdomomkux crpykrypa CNV koje Takohe yrmuy Ha koHauny BCVA
(p<0.01)(rpadukox 6).

SHTC je 3nauajHO OMia 3aCTYNJbeHMja KOA McnuTaHuKa y |l rpymu, jep Koj ucruTaHuka y

| rpymm ipe Tepanuje Huje Omno npucyrae SHTC (tadena 11).
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Ha kpajy Tpetmana SHTC ce pasBuna y o6e rpymne, Hemro Bumie y |l rpynmu. BCVA je kon
ucnutanuka y | rpynu O6mia 60sba KOJ OHUX KOjU HHCY mMmanu npucyrad SHTC, gok je y Il
rpymnu Omna 6osba kox ucnuranuka ca npucyrauM SHTC (p<0.01)(rpadukon 7).

Cwmarpa ce nma je To 300r Tora mMTO KOJ MUCIUTAaHUKA Yy APYroj rpymu Behum yTtumaj Ha
KOHAauYHYy BUIHY OIITPpUHY UMa npucytHa IRF.

ELM wu nparehu ¢oTtopenenTopu OWIM Cy MPUCYTHH KOJ| CBHX HCIIMTAHHUKA MPE MOYETKA
tepanuje. 1o 3aBpiierky Opoj ucnuranuka ca ELM Ouo je 3nauajno mamu y | rpymnu, nero y Il
(63.4%-26.8%) (p<0.01)(tabena 11, rpadukon 8). Illto ce Thvue BCVA oHa je Ouia Oosba Ha
Kpajy Jeuema y 00e rpymne Ko ucnutanuka ca ouyBanom ELM u nparehum doTtopenentopuma.

ERM je na movetky TperMaHa Owmia 3actymibenuja y | rpymu Hero y 1l (19.5%-7.3%)
(rabenma 11, rpaduxon 9). Ha kpajy nedema y | rpynu octao je uctu Opoj MCIMTaHHKA Ca
npucyrHoM ERM, noxk ce y |l rpynu Taj 6poj Hemto nosehao. Illto ce tmue BCVA, ona je Ha

Kpajy Omna 6osba koA ucnuTaHuka ca ojacytHom ERM u To y 0b6e rpyme, a koI OHHMX ca

oncyrnom ERM BCVA je 6una 6ospa y | Hero y |l rpymu (p>0.05).

5.4. Ilpenopyke 3a 1a/bu HANPeEAAK

Cam npotokon naBamwa aHTU-VEGF nexoBa jour yBek HUje jacHO AeduHUCaH. Y cTyaujama
kao mto ¢y Lucentis compared to Avastin study (LUCAS) (183) u Randomozed trial to compare
the safety and efficacy of two ranibizumab dosing regimens in a Turkish cohort patient with
choroidal neovascularisation secondary to AMD (SALUTE) pexum naBama 6uo je treat and
extend, mok y Prospective OCT study with Lucentis for neovascular AMD (PRONTO) u Study
to evaluate ranibizumab in subjects with choroidal neovascularisation secondary to AMD
(SAILOR) nauun mo3upama 6uo je Pro re nata (PRN) treat and observe (184).

Takohe cripoBozie ce CTyAMje Koje Mpe CBera UCHHTY]y Ja JIM JAYroTpajHO JieueHmhe aHTHu-
VEGF nexoBrma Moe JIOBECTH JI0 pa3Boja reorpadceke arpoduje y makymnu (185).

Crynuja the Verteporfin plus Ranibizumab for choroidal neovascularisation in age-related
macular degeneration (DENALI) ucniutuBana je edekar KOMOMHOBaHE Teparuje paHnOu3ymada

ca (POTOJMHAMCKOM TEpaIjoM 1 caMo edekar paHuOu3ymada (186).
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Pesynatu HuCy mokaszanu Behy nmpeagHocT KOMOMHOBaHE Y OJHOCY Ha MOHO Tepamujy (186).
Hcto 1o je motBpheno u y The verteporfin plus ranibizumab for choroidal neovascularisation in
age-related macular degeneration (MONT BLANC) (187).

WuTpaButpeanna ynorpeda KOPTUKOCTEPOUIA, HAPOUUTO TPHAMIMHOIOHA Y KOMOUHAIH]H
ca PDT TepanujoM HMCIIUTHBAaHA je y HEKOJIMKO paHmomu3oBaHux cryauja (188,189,190) .OBa
Tepardja HHje 3a)KuBejia 300T BEIMKOT PU3HMKa O HACTaHKa riaykoma u katapakre (191).

[Tokymmano je u neueme KOOMHOBAmEM TPH BpCTa JieKa MalHMjeHaTa ca HeOBAaCKYJapHOM
AMD. Tperupanu cy komOuHanujom antu-VEGF neka, nHTpaBUTpeaIHUM KOPTHKOCTEPOUIUMA
u PDT-om (192,193). OBe crynuje cy mokaszaie fa J10Jla3u 10 peayKiuje ne0JbuHe Y MaKylu U
nobospiiaba BCVA. ¥V cBakoMm ciiydajy oBa cTpaTertja je pe3epBrcaHa 3a MalujeHTe KOoa KOjuxX
KOHBEHIIMOHAJIHA TEpaIija He TIOCTIKE pe3yTare.

HoBu tepaneyrcku areHcu, kao wmto je platelet-derived growth factor (PDGF) anTturena
UCIUTHBaHa cy y KomOuHanmju ca aHTu-VEGF Tepanujom 3a neueme HeoBackymapHe AMD.
OO03upoM Ja oba areHca peryJiuily aHTHOTeHe3y W JONYyYjy jelaH APYror IHJb HHUXOBE
KOMOMHAIMje je Ja Iojaya BHUXOBY CHATy Y CMamClkhy XOPOUJAIHE M PETHHAIHE BacKyJapHE
npomudepanuje. [lepunuru tperupanu antu-PDGF arencom tpebano 6u ga Oyay oceTJbUBHjH
Ha edekat antu-VEGF tepanuje (194).

KonuenTt nepconHanu3oBaHe MeaulMHe KoJ mauujeHara ca AMD-om 6p3o Hampenyje

(195). Ona ce 6a3upa Ha uaeHTH(UKAIUjU reHoTHa (148).
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AHanm3oM HaImx nmoaaTraka 1omjan CMO 10 CJ'ICI[ehI/IX 3aKJbydadKa:

1. UntpaButpeanna ynorpebda antu-VEGF MOHOKIOHCKOr aHTHUTENa y JICUCHY BIIaXKHE
(dbopMe CeHHITHE JIereHepalyje *KyTe MpJbe JOBOAM JO 3HAYAJHOT CMambECHha IICHTPATHE
neOJbUHE Y MKy U T000JbIIaka BUIHE OMITPUHE y 00€ TpyIe UCITUTaHUKA.

2. Ha OCT-y kox ucnutaHuka ca oKylITHOM W MuHHMainHO kinacuuHoM CNV mpeosnalyyjy

cyoperunanHa TedyHocT (SRF) u cepo3na abnanuja peTHHATHOT MUTMEHTHOT EmUTena
(PED).

3. Ha OCT-y kon wucnuTaHWKa ca KJIACUYHOM W NpPeJOMHHAHTHO kiacudHoM CNV
npeoBnalyjy unTpapernHamna teyHoct (IRF) m cyOpermHamnu xwurmeppedieKTHBHU
tkuBHU Komiuieke (SHTC).

4. Ceposna abnanuja peruHasHOT nUrMeHtHor emmrtena (PED) HakoH mpuMeHe aHTH-

VEGF MOHOKJIOHCKOT aHTHUTENa 3aCTYIUbCHH]a j€ KOJ| OKYJITHE U MUHHUMAJHO KJIACHYHE
CNV.

5. OdyBaH KOHTHUHYUTET CHoOJballlbe TIpaHuuHe MeMOpane (ELM) wu mnparehux
¢doroperienTopa yrude Ha 00JbY KOHAUHY BHJHY OIITPHHY IO 3aBPIIETKY JIeUeHa KO
o0e rpymne ucnuTaHuKa.

6. Ilpucyrna enupernHamHa memOpana (ERM) ytude Ha nommjy KOHauYHY BHIHY OIITPHHY
KoJ1 00a THIIa HeOBaCKyJapHe MEMOpaHe.

7. Haxon mnpumene aHTu-VEGF MoOHOKIOHCKOr aHTHTena Oosba BHUAHA OIUTPHUHA
MIOCTUTHYTA j& KOJI MCIHUTAHUKA Ca OKYJITHOM U MUHMMaIHO KinacudHoM CNV.

8. Konx mcnuTanmka ca KJIACHYHOM W TpeqoMHHAHTHO kKiacmaHoM CNV HakoH mpumeHe
anTi-VEGF MoHOKIIOHCKOT aHTHTENa 1 1ajbe npeoinalyje mpucyctBo IRF u SHTC mro

Jj€ AMPEKTaH y3pOK JIOUIN]Oj KOHAYHO] BUJHO] OIITPHHH.

9. Tperman antu-VEGF MOHOKIIOHCKMM aHTUTENIOM je edukacaH u Oe30enaH y Tepanuju
BJIaKHE (pOpMe CEHUIIHE JieTeHepaltje KyTe MpJbe.
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na CenwmiHa JereHepalmja KyTe MpJbe NpeAcTaBiba BojaehH Y3pOK Clienuia Ko
nomynamuje crapuje on 50 roauHa. JaBiba ce y IBe OCHOBHE (opme, cyBa M Biaxna. Koj
BIAXHE QopMme nonazu 0 (opMmupama XOpOHWJATHE HEOBAacKyJlapHE MeMOpaHe W Opier
MOTopIlamka BUIHE OMITPHHE. Y Jeuewmy ce kopuctu antu-VEGF MOHOKIIOHCKO aHTHTENO uuja

je ynorpeba y eKCaH3uju TOCISAmBUX JeCET TOANHA.

VY crynujy je 6u0 ykpydeH ykynmHo 101 manwmjent, 19 je wckibydeHO 300T HEMOTITYHE
JIOKyMeHTanuje, a oopahenu cy nogauu 82 nanujeHra. CBUM UCIUTAHUIIMMA TPETUPAHO j€ CaMo
jenHo oxo. Ha ocHOBy Hana3a ¢uryopecuienHcke aHruorpaduje nojiesbeHu cy y ase rpyme. IlpBy
TpyIy YUHWIN CY UCIIMTAHUIIM Ca OKYJATHOM M MHUHUMAITHO KJIIACHYHOM, a JIPYTY ca KJIACHYHOM H
MPEJOMUHAHTHO KJIACHYHOM HEOBACKYJIapHOM MeMOpaHoMm. YpaleHa je M CTpYKTypHa aHaim3a
HEoBacKyJlapHe MeMOpaHe 1oMohy ONTHYKe KoxepeHTHe ToMorpaduje. CBU cy NpUMMIM 1O 6
no3a auti-VEGF MoHOKI0HCKOT aHTHTeNa (OeBanu3ymada) y pasmaky o 30 (£2) nana.

Pesynratu cryauje omoryhunu cy oOjekTuBHO carienaBame edekra antu - VEGF
MOHOKJIOHCKOT aHTHTEJa Ha BUAHY OLWITPUHY W IEHTPAIHY NeOJbUHY Y MaKyld, U MPEUU3HO
neuHHCame MECTa OBE Tepamuje y MPOTOKOIY Jieueha BiIakHe (popMe CeHHITHE JiereHepalyje
KYTe MpJb€ Ha OBUM IIPOCTOPUMA.

WntpaButpeanna ynorpeba aHTu-VEGF MOHOKIOHCKOT aHTHTENa y JIeUEHY BIIaXHE
dbopme CeHWIHE IereHepainuje >KyTe MpJbe JOBOJIM 10 3HAYAJHOT pPEAyKOBama ICHTpaHE
ne0JpuHe y MaKyllu ¥ o00JbIIamkha BUHE OMITPUHE Y 00€ TpyIie NCTIUTaHUKA.

AHanu3a CTpyKType HeOBacKyjJapHe MeMOpaHe IOKaszaja je Ja KOJ HCIHUTaHWKa ca
OKYJITHOM ¥ MHUHHMAJIHO KJIaCUYHOM MeMOpaHOM mpeoBial)yjy cyOpeTMHalHAa TE4YHOCT U
cepo3Ha alrianyja PETHHAIHOT NHUTMEHTHOr enwTena. Koj ucnHuTaHuka ca KIaCHYHOM U
MPEIOMUHAHTHO KJIACUYHOM MeMOpaHoM IipeoBial)yjy HMHTpapeTHHajiHa TEYHOCT H
CyOpeTHHaIHH XHUTeppeQIeKTUBHM TKUBHM Komiiekc. Cepo3Ha aOrnanuja peTHHAIHOT
NUTMEHTHOI eMuTeNla HAKOH NpUMEHE JieKa 3acTyIUbeHMja je€ KOJ OKYJITHE M MHHHMAIIHO
KiacnyHe MeMOpaHe. O4yBaH KOHTHHYWTET CIIOJbAlllheé TpaHUYHE MeMOpaHe W mparehmx
doropenennitopa yrude Ha 0OJbY KOHAYHY BUIHY OLITPUHY IO 3aBPIIETKY Jieuerma KoJ 00e
rpyne ucnuraHuka. IIpucyTHa enupernHanHa MeMOpaHa yTHY€ Ha JIOMIM]Yy KOHAUYHY BHIHY

OIITPUHY KOJ 00a Tumna HCOBACKYJIApHC MeM6paHC.
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Kragujevac, scientific domain: Pharmacology, member;

Mirko Resan, PhD, assistant professor, Medical faculty, University of Defence Belgrade,
scientific domain: Ophtamology, member;

Gordana Radosavljevic, assistant professor, Faculty of Medical Sciences, University of
Kragujevac, scientific domain: Pharmacology, member;
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8.3 BUOT'PA®UIA AYTOPA

1. JINYHU [TOAALIA
Nwme u nipesume: Jparana Puctuh
JHlatym 1 mecto pohema: 25.aprycta 1973 rogune y Humry
Anpeca: np VBana Pubapa 98, 11000 beorpan
Tenedon: 064/1398813
2. OBPA3OBABE

OcHOBHY ¥ cpemy MIKOJTY 3aBpiinmia y beorpany.
Meaununcku gaxyntet y beorpany 3aBpummna 1999 ronune ca mpoceunom oreHoM 8,60.
Crneuujanuctuyku ucnuT u3 odpraamonoruje mnoioxmia 2005 rogune Ha

BojHoMeMumHCKO] AKaJeMHju ca OJJIMYHOM OIICHOM.

3. NNO3BHABAKE CTPAHUX JE3UKA
Enrnecku (HanpeaHu HUBO)

4. PAJJHO UCKYCTBO

On 2006. roguHe ctanHo 3amocieHa Ha Kimauim 3a oune 6osectn BMA-o/cexk 3a
JacepcKy xupyprujy oka. 2015. rogune nzadpaHa y 3Bamb€ aCUCTEHTA Ha TIPEIMETY
odTanmornoruja Ha MenunuHckoM dakynTeTy YHuBep3uTeTa ofdpane y beorpany.

5. PA3HO

VYkipydeHa y HAydYHU TpojekaT Ha BojHOMeauIIMHCKO] AKaIeMHjU IOl HA3UBOM:
,,CaBpeMeHH INjarHOCTUYKHU ¥ TEPAIH]CKU MPUCTYI 000belhUMa MPEAHET U 3aIHhEr
CerMeHTa OKa‘“.
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8.5. AUTHORS CURRICULUM VITAE

1. PERSONAL DATA

Name and surname: Dragana Ristic

Date and place of birth: 25.8.1973. Nis

Address : dr lvana Ribara 98, 11000 Belgrade

Phone : 064/1398813

2. EDUCATION

Elementary and high school finished in Belgrade.
Medical Faculty in Belgrade, graduated — 1999 (8.60).
Specialisation in Ophthamology finished 2005 in Military Medical Academy in Belgrade.
3. FOREIGN LANGUAGE

English (advanced)

4. WORK EXPERIENCE

Ophtamologyst in Ophtamology Department on MMA (2006). Assistant trainee at Department of
Ophtamology, Medical Faculty, University of Defence, Belgrade.

5. MISCELLANEOUS

Winner of diploma for the best paper presented at the Student Congress (Kopaonik, 2007).
Participant in large number of eminent national and international congresses. Member of the
organizing committee of a large number of national and international symposiums. Member of
the Serbian Physiological Society.
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8.7 UHAETU®UKALIUOHA CTPAHUILIA JOKTOPCKE JUCEPTALIUJE

1. Aymop

Nwme u ipesnme: parana Puctuh

Jatym u Mecto pohema: 25.08.1973. Hum

Canmamme 3anocneme: Kimmanka 3a oune 6onectn BMA, Menumacku gakynter BMA

11. Jlokmopcka oucepmanuja

Hacnog: Edexar antu- VEGF MOHOKIIOHCKOT aHTUTENA Ha CTPYKTYPHE IPOMEHE Y MaKyJIH KOJT
0oJiecHHKa ca BIaKHOM (DOPMOM CEHHITHE JIETeHEpallHje KyTe MpJbe

Bpoj crpanuma: 152

Bpoj cimka: 9

Bbpoj 6ubnmorpadcekmx nogaraka: 195

YcranoBa u MecTo rje je paa u3pahen: Kinunauka 3a oune 6onectu BMA

Hayuna o6mact (YIK):

Menrop: pod. ap Mupjana Januhujesuh Ilerposuh

III. Oyena u oopana

JHarym npujase teme: 06.05.2014.

Bpoj omtyke u gaTym npuxBatama nokTopcke aucepranuje: 1V-03-537/18 ox 01.10. 2014.

Kowmrucuja 3a omleHy oJJOOHOCTH TeMe B KaHAuaTa:
[Tpod. np Mupjana Januhujesuh Ilerposuh, Banpeanu npopecop Pakynrera METUIIMHCKUAX HAyKa
VYuusep3utera y Kparyjesiy 3a yxy Hayuny obxact Odranmornoruja, mpeaceHuK
[Tpod. ap MupocnaB BykocassseBuh, penosau npodecop Meaunumuckor dakyiarera BMA
VYuusepsurera ondpane y beorpaay 3a yxy Hayuny obmact Odranmornoruja,wian
Homu. np l'opnana Pagocasnjesuh, nouent dakynrera MEAUIIMHCKAX HayKa Y HUBEP3UTETA Y
KparyjeBiy 3a yxxy Hay4Hy o6sacT MUKpoOHOJIOTH]ja 1 IMYHOOTH]a, YIaH

Komucwuja 3a orieHy JOKTOpCKe AMCEpTaLIH]je:
npod. np Cynunna Cpehkosuh, Banpeaau npodecop dakynrera MeAMIMHCKUX Hayka y Kparyjesiy
3a yxy HaydHy obnact Odranmornoruja, mpeaceHuK;
npod. 1p Mupocnas BykocasibeBuh, penosuu npodpecop Menunusckor ¢akyiatera Y HUBep3uTeTa
onopane y beorpany 3a yxy Hayuny obnact Odranmornoruja, diaH;
npod. [p Mapko ®@onuh, Banpeaau npodecop dakynrera MeAUIIMHCKUX Hayka y Kparyjesiy 3a
YKy HayuHy obnact Knuanuka gapmanuja, diaH;
noit. [Ip Mupko Pecan, norienT Meaunmackor gakynteta YHuBep3uTeTa onopane y beorpany 3a
YKy Hay4dHy oOmact OdranMonoruja, 4iaH;
nou. p I'opnana PagocasibeBuh, nonent @akynrera MeIUIIMHCKUX Hayka y KparyjeBily 3a yxy
Hay4yHy 001acT MukpoOnoJioruja 1 MMyHOJIOTHja, YIaH;

Komucyja 3a onbpaHy 1OKTOpCKe AucepTanyje:
npo¢. ap Cynuuna Cpehkosuh, Banpennu npodecop dakynrera meauunHcKux Hayka y Kparyjesiy
3a y’)Ky HayuHy oOsact OdTanmonoruja, npeaceIHuK;
npod. a1p MupocnaB BykocassseBuh, penoBau npodecop Meaunuunckor dakynarera Y HUBep3UTETa
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onopane y beorpany 3a yxy HaydHy obnact Odranmororuja, dwiaH;

mpod. Ip Mapko ®omnuh, Baapeaan npodecop Paxkynrera MeqUIIMHCKIX Hayka y Kparyjeiy 3a
yKy HayuHy obnact Knununuka dapmarmja, dias;

no11. Ip Mupko Pecan, noenr MeauimHckor ¢akyiaTeTa Y HUBep3uTeTa oJi0pane y beorpany 3a
YKy HaydHy obOnact OdranMosoruja, 4iaH,

nou. p l'opnana PagocasibeBuh, noment @akynrera MeIUIIMHCKUX Hayka y KparyjeBily 3a yxy
Hay4yHy o01acT MukpoOnoJioruja 1 IMyHOJIOTHja, YWIaH;

Jatym onbpane muceprarmje:
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OBPA3AIL 1.

N3JABA O AYTOPCTBY
[ornucuuk np Hparana Puctuh
bpoj onnyke u marym npuxparama: [V-03-537/18 o1 01.10.2014. ronune

N3JABJBYJEM na je moxTopcka aucepTanuja mo Ha3uBoM: ,,Edexar antu- VEGF MoHOKIOHCKOT
aHTHUTEJIa Ha CTPYKTYpHE MPOMEHE Y MAKyJIU KOJ 0OJIECHHKA Ca BJIAYKHOM (DOPMOM CEHUITHE
JieTeHepaInje )KyTe MpJbe

- pE3yJTaT CONCTBCHOI' UCTPAXXUBAYKOI' paaa,

- J1a TIpeJUI0’KeHa ANcepTalija HU y [IeJTMHU, HU Y JIeJIOBUMA HHje Oniia mpeiokeHa 3a JoOujame
OUJI0 KOje AUIIOME MPEeMa CTYAUjCKUM MPOrpaMUMa APYTHUX BUCOKOIIKOJICKAX YCTAHOBA,

- J1a Cy pe3y/ITaTi KOPEKTHO HAaBECHU U

- ]a HUCaM KPIIHO ayTOPCKa MpaBa HUTH KOPUCTHO MHTEJIEKTYaTHy CBOjUHY IPYTUX JIHIIA.

V Kparyjesuy, 21.03.2017. ronune

[Torruc ayropa ap parana Puctuh
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OBPA3AIL 2. U3JABA O UICTOBETHOCTHU UITAMITAHE U EJIEKTPOHCKE BEP3UJE
JOKTOPCKE NMCEPTAILIMJE

Nme u npesume aytopa: [Iparana Puctuh

bpoj onnyke u marym npuxparama: [V-03-537/18 o1 01.10.2014. ronune

Crynujcku porpam: JIOKTOpCcKe akaieMcKe CTyIuje

Hacnos pana: Epexat antu- VEGF MOHOKIIOHCKOT aHTHTENA HA CTPYKTYPHE MMPOMEHE Y MaKyJId KOJI
0osiecHMKa ca BIaKHOM (POPMOM CEHHITHE JIETeHEpallHje KyTe MpJbe

Mentop: [Ipod. np Mupjana Januhujesuh [letporuh

N3JABJBYJEM na je mrammnana Bep3uja JOKTOPCKE JUCEpPTAIlje HCTOBETHA EICKTPOHCKO] Bep3UjU
KOjy caM Tipeniao 3a oojaBsbrBame Ha optairy JJUTMTAJIHOT PETIO3UTOPUJYMA
YHUBEP3UTETA Y KPAT'YJEBILY.

JO3BOJbABAM na ce o6jaBe MOjH JIMUHH [TOJIAIIM BE3aHU 3a JOOMjamke akaleMCKOT 3Bamba JOKTOpa
HayKa, Kao IITO Cy: MMe U IIPe3uMe, FOIUHA U MecTo polema, 1aTyMm on0paHe paaa. OBH INUHN

NoJaly Mory ce 00jaBUTH MPEKHUM CTaHUIAMa AUTMTAIHE OUOINOTEKe, Y €JeKTPOHCKOM KaTajlory
u y myonukanujama yausepsureta y Kparyjesiy.

VY Kparyjesuy, 21. 03. 2017. rogune

[Tormmc ayropa ap parana Puctuh
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OBPA3AIL 3.

N3JABA O KOPUIITREBY

OBJIAIIIRYJEM YHuBep3uTeTcKy OMOIMOTEKY Ja Y JUTHTATHN PETIO3UTOPHjyM YHUBEP3UTETA Y
Kparyjesity yHece Mojy JOKTOPCKY AucepTaiyjy o HacioBoM " Edekar antu- VEGF
MOHOKJIOHCKOT aHTHTEa Ha CTPYKTYPHE IIPOMEHE Y MaKyJIU KoJi 00JIECHHKA ca BIAYKHOM (hopMoM
CEHIITHE JIETCHEepaIlije )KyTe MpJbe, Koja je MOje ayTOPCKO JIeIIO.

JlucepTaryjy ca CBHM IMPIJIO3UMa MPEAao caM y eISKTPOHCKOM GopMaTy MOToJHOM 33 TPajHO
apXUBUpAbHE.

Mojy TOKTOPCKY AUCEPTALH]y MOXparmbeHy y JUruTaaHu perno3uTopujyM Y HUBEP3UTETa Y
KparyjeBity Mory na kopucte CBU KOjH MOIITY]y oJipende caapkaHe y 0qadpaHOM TUITY JIMIICHIIE
Kpeatusne 3ajennure (Creative commons), 3a KOjy caM Ce OITy4Ho:

1. AyropcTBO

2. AyTopcTBO-HEKOMEPILIUjaTHO

3. AyTopcTBO-HEKOMEpIHMjaTHO-0e3 pepaze

4. AyTOopCTBO-HEKOMEPIUjATHO-IeJTUTH 0] UCTUM yCJI0BUMA
5. AytopcTBo-6e3 mpepane

6. AyTOpCTBO-JEIIUTH MOl HICTUM YCIIOBUMA

VY Kparyjesuy, 21. 03. 2017. rogune
[Tornuc ayropa np Jlparana Puctuh
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