Bp3 ocHoBa Ha unen 27 craB (1) on 3akoHOT 3a 31paBcTBeHaTa 3amTuTa (,,CiyxOeH
BeCHHK Ha PenyOnmka Makemonuja®“ 6poj 43/12, 145/12, 87/13, 164/13, 39/14, 43/14,
132/14, 188/14 u 10/15), MUHHCTEPOT 3a 3[PaBCTBO JJOHECE

YOATCTBO
3A MEJJULIMHCKOTO 3I'PUKYBAILE ITPU KAPIIUHOM HA BYBPEI'OT

Yien 1

Co oBa ynarcTBO ce YTBpAyBa MEIUIMHCKOTO 3IPIKYBame IPHU KapLUHOM Ha
OyOperor.

Yiien 2

HaunHOT Ha MEIMIMHCKOTO 3TPIIKYBamke MpPU KapIMHOM Ha OyOperor € IajeH BO
IIPUJIOT, KOj € COCTaBEH J1eJ1 Ha 0Ba YIaTCTBO.

Yien 3

3apaBcTBEHUTE PAOOTHUIIM M 3JPABCTBEHUTE COPAOOTHUIIM ja BPIIAT 3ApaBCTBEHATa
JIEJHOCT Ha METUIIMHCKOTO 3IPHKYBarbe MPH KApIMHOM Ha OyOperot mo MmpaBHJIO COTJIACHO
OBa yIaTCTBO.

[To ucknydok onm craB 1 Ha OBOj WieH, BO TMOCIWHEYHH CIIydad IO OIICHKA Ha
JOKTOPOT MOXKE J1a ce€ OTCTalM OJ OJpea0uTe Ha OBa YMATCTBO, CO COOJBETHO MHCMEHO
o0pa3ioxeHne 3a MPUYUHUTE U MOTpedara 3a OTCTAllyBamke U CO MPOIEHKA 32 HATAMOIITHHOT
TEK Ha 3rPUKYBAamETO, IIPU IITO UCTOTO OJ] CTPaHa Ha JOKTOPOT COOJIBETHO CE TOKYMEHTHpA
BO MHCMEHa (hopMa BO MEIUIIMHCKOTO JOCHE HA TAIIUEHTOT.

Yien 4

OBa ynaTcTBO BJIETYBa BO CHJIAa HApEIHUOT JEH OJ JIEHOT Ha 00jaByBameTO BO
,,City>)xOeH BecHUK Ha PemmyOiinka Makenonuja®.

bp. 17-2616/1 MHUHUCTEP
27 dpespyapu 2015 roguna Huxouaa Tonopos
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KAPIIMHOM HA BYBPEI'OT

M3/l VYmarctBa
OxTomBpu 2012

WHIOWAEHIA U ENMUIEMHAOJIOTAJA

Kapuunomor Ha 6yoper (roHaramy Bo TekcToT kako PITIT-Renal cell carcinoma) e 3acramen co 2-3 %
O]l CUTE MAJIMTHOMH Kaj BO3pacHaTa MOMyJAlfja U MPETCTaByBa CEJMH MO 3aUYECTCHOCT KapIUHOM
Kaj MKUTE U JIEBETTH IO 3a4eCTEHOCT KApPIIMHOM Kaj >KeHuTe. Bo CBETCKM paMKH TOAMIIIHO MMa
okomy 209 000 wHoBoOTKpmeHHm u 102 000 cMmpTHH ciydan. Bo W3MHHATHBE HEKOJIKY TOIWHU
WHIMJCHIATA Ha cuTe ctaguymu Ha PI[I e 3romemena, mTo, mak, MPHIOHECE IO IMOCTOjaHO
3rojeMyBame Ha CTalkara Ha MOPTAIMTET MO CIUHUIA TOoMyjandja. AKTHBHOTO W MAcCHBHOTO
nynieme ImMrapu e BocTaHoBeH pm3uk (akrop 3a PLL[, kako u xwumneprensmjara. Cemnak,
AHTUXHUIIEPTCH3UBHHUTE JICKOBH, KaKO IITO ce TUYyPETULNTE, HEe ce He3aBUCHO moBp3anu co PLILI. Mcto
taka, PI{I] mo cé m3riiena e movecT Kaj MAlMEHTHTE CO 3roJieMEHa TeleCHa TE)KUHA, MAlUHeHTH CO
TepMHHAIHa OyOpekHa cl1abocT, cTeKHaTa OyOperkHa MUCTUYHA 00JIECT U TyOepO3Ha CKIIepo3a.

[Mpubmimkuo 2-3 % ce HACISTHU U ONMUILIAHU CE HEKOJIKY aBTOCOMHO JOMHHAHTHU CHHAPOMH, CEKOj
CO IMCTUHKTHBHA T'€HETCKAa OCHOBA M (peHOTHI 0] K0j Hajuecta ¢ Von Hippel Lindau (VHL) 6onecra.

JANJATHO3A U ITATOJIOTUJA / MOJIEKYJIAPHA BUOJIOTHUJA

Co0THOCOT Ha Malli U CIy4YajHO JUjarHOCTULIMPAHHU TYMOPH € 3HAYajHO 3TOJIEMEH, IITO e OJKH Ha
HIMpoKaTa yrnoTpeda Ha abJJOMUHATIHA CHUMama, Ha Tp.: YJITPa3ByK, KoMIjyrepcka Tomorpaduja LT
U MarHeHTHa pezoHannia MP. MomenranmHo noseke o 50 % on PLIL] ce neTekTupaat kako ciy4ajHU
Haoau. Cemak, MHOry on maugueHtuTe co PIII] Beke MMaar KIMHUYKKA CUMOTOMHM, KaKO LITO C€
cinabuHCcKa OoJika, BUIJIMBA XeMaTypuja M NaimaduiHa abJoMHHAIHA Maca (KJIacMYHaTa TPpHUjanua);
METaCTaTCKM CHMIITOMH, KaKO INTO ce¢ O0O0Jika BO KOCKUTE, OEJOApOOHM HOAYJIHM WM
MapaHeOTNIACTHYHU CUMITOMH, KaKo IITO CE€ XHIIEpKalllleMHja, Heo0jaCHHBA TPECKa, EPUTPOILIUTO3a
Wik CUHIpOM Ha 3aryba. CaMuoT (M3WYKW TIperiie]] HaBeAyBa Ha TOHATAMOIIHH WCIeTyBamba,
0COOCHO Kora ce NMPHCYTHH MPETXOJHO CIIOMEHATUTE CHUMITOMH W 3Hamu. Kako jomojiHeHHME Ha
JIPYTHTE TECTOBU MHUIIMPAHU O] CHMIITOMATONOTHjaTa, coMHEex)oT Ha PLILL 6u Tpebano ma wHUIMpa
mabopaTOPUCKO HUCIHUTYBakhe HA CEPYMCKH KPEaTHHWH, XEMOTJIOOWH, IJIEyKOLWUTH, TPOMOOIIHTH,
JaKTaT ACXHUAPOreHas3a U cepyMCcKH Kopurupan kamuym. [ 1V, B ]

Ce mpemnopadyBaar TecTOBHTE 3a WH(IamaropeH cuHapoMm kako LI peaktmsen mportenn (LIPII) u
CeMMEHTalja Ha epUTPOUUTH. Hekoum o7 OBHE TECTOBHM c€ MPOTHOCTHUYKM TIOKa3aTeNd 3a
NPEXHUBYBabE U C€ KOPUCTAT 32 MPOLIEHKA Ha PU3UKOT (BUIH MOAOIY).

Hajronem Opoj onm ciaydanTe ce BHUCOKO COMHHTENHH TpH CHUMameTo. JlhjarHozata oOWYHO ce
MOCTaByBa CO YITpPa3ByK, a ce moTBpAyBa co L[T koja oBO3MOXyBa NpOILEHKA Ha JIOKalHATa
HaIpeaHATOCT, 3adareHocT Ha JuMpHHUTE jaznwm u Apyrn Mertactasu. MP moxke ma o6e36emu
JIOTIOTHATETHA W(hOpMaIlii TPy YTBPAyBamke Ha JIOKaTHATa HAIPEIHATOCT M MPUCYCTBO Ha BEHCKHU
TYMOPCKHM TPOMOH U BO CUTYAI[MHUTE KOT'a HE MOXKE J1a c€ YIOTPpeOr HHTPABEHCKH KOHTPACT.

3a To4HO yTBpyBame Ha cTaquyMoT Ha PLIL] monHonpaBHo € na ce Hanpasu LT uiu MP Ha abnomen
u rpaged komr [ Il , A ]. T Ha rpagHHOT KOII € HAjCCH3UTHBHHOT TPHCTAI 3a yTBPyBame Ha
craguymor. [ 111, A']. OcBeH ako MocTOM WHIUKAINK]a O KIMHHYKUTE U JTa0OPATOPUCKHUTE 3HAIU U
CUMITOMH, NIPUMEHaTa Ha ckeH Ha Kocku wi LT ( wiu MP ) Ha MO30KOT He ce mpernopavyyBa Kako
pyruHcka kawHndka mpakca. [ I, A ]. TIET (mo3utpon emrcroHa ToMorpaduja) He € CTaHmapIHO
WCIIUTYBak-E Kaj MUjarHo3aTa U yTBpAyBame Ha ctaguyMoT Ha PIIIL. Kop OGuorcujara Ha TymopoT Ha
OyOper ja maBa XHUCTOIATOJIONIKATA TOTBP/IA 32 MAJTUTHOCT CO BUCOK CCH3UTHBHUTET U CHEIIM(PUIHOCT.



Jujaraoszara co O6moricuja ocobeHo Tpeba aa ce HampaBh IMpeJ TPETMAHOT CO abJAaTHBHU TEpPAITHH.
[I11, B]. Taa e ucto Taka MHOMIMpAHA Kaj MAIMETHUTE CO METacTaTcKa OOJIECT Mpe 3all0YHYBamkbe CO
cucremcku tperMad.[lll, B]. Kpajuata xucronaromnomika qujaraosa, Kiacudukaimja, CTeleHyBambe 1
eBajTyalyja Ha MPOTHOCTUIKUTE (haKTOpH ce 6a3mpaar Ha MPUMEPOKOT 01 HePpeKToMHUjaTa Kora € TOj
JOCTAIICH.

Ilamonowxka npoyerKa

WnentndukyBanu ce crienmpryHA TEHETCKHU anTepanuu Kaj padnuanu norrunosu Ha PL{L (TaGena
1). MHory o1l OBHE T€HETCKH ajJTepallii UCTO TaKa ce HajlIeHH Kaj MOYECTUTe CIIopajniyHu GopMH Ha

PIIII.

Tabema 1. ['eHCckH 1 XpOMO30MCKH aOHOPMAITHOCTH, acorupanu co PIIL]

XHCTONOMIKH XpoMo30MCKH A0HOPMAJTHOCTH I'enckn
NOTTHIIOBH a0HOPMAJIHOCTH
CBeTIIoKIeTOueH 3p25-26 (34%-56%) ox criopagnuHUTE KapIIHHOMH,

3pl4.2 una 3pl2 VHL
[Tarmmnapen Tum | Tpucomuja wn TeTpacomuja 7, Tpucomuja 17 umm

HEIOCTATOK Ha XPOMO30MOT Y ¢ MET
[Manmnapen tun |l Tpucomuja uim Terpacomuja 7, Tpucomuja 17 mim

HEJIOCTaTOK Ha XpOM030MOT Y Fumarate-hydratase
Xpomodoben XpomMo3oMckr HeocTaTok Bo 1,2,6,10,13,17 u 21 Birt-Hogg-Dube
KapruaoMm Ha coOupHH Xpomo3omcku HegocTaTok BO 1 (, 6p, 130, 14, 15,
KaHAJH 21qu 22

VHL, Von Hippel Lindau.

o Csemnokierounuot PIII] e majuecTroT mortun Ha cropaguued PITI] kaj Bospacuu ( 70-80 %).
TunuyHa XHUCTOJOIIKA OCOOEHOCT € CBETJIMOT AacleKT Ha KIETKUTE 3apaid IJIMKOTCHOT U
JUNUAAUTE BO HUBHATA LuToIUasMa. Tue ce auctpubynpanu Bo TyOyJIapHUTE U COMUIHUTE JICIOBH
CO MHOTY BIEYaTiMBa KamwiapHa cTpoMa. Myntunokynapauor muctuueH PLII, wmsrpanen
IEJIOCHO OJ1 OpOjHHM IIMCTH OOHMKOJCHHW CO CBETIHM KJIETKH, BEPOjaTHO € BapHjaHTa Ha HHCKa
arpecuBHOCT Ha OBO]j MOTTHIL.

e [lamunapen PLL[ ( 7-15 % ). HeroBoTo mme mpousieryBa on IUCTpuOyLMjaTa Ha MaJUTHH
KIJIETKH OKOJy KamwiapHarta cpueBrHa (namunum) Bo 50-70 % om Tymopot. Bo 73% on ciyuaute
ce tun | (umaat perka nuromiasMa), a Bo 42 % ce tun |l (uMaar eo3uHOHIHA IMTOILIA3MA).
Tunuana ocoOEeHOCT € CHIHaTa eKcIpecrja Ha anda metun aiun Co A pakeMmasa.

e  Xpomodoben PLIL ( 5-10 % ). TunuyHMUTE KIETKH CE€ MOJUTOHAIHH, CO jaCHA JACIHMHEalHja Ha
LUTOIIa3MaTcKaTta MeMOpaHa (IITO UM JaBa U3IJiell Ha pacTUTeNlHa KieTka). biaenara mpexecta
muroriazma (xpomogo0) € 3apajy MPUCYCTBOTO HA MHOIITBO IUTOILIA3MATCKA WHBarnHUPaHU
Be3ukynu co aujametap ox 150-300 am. LOH 17 ro moep3yea oBoj Tymop co Birt Hogg - Dube
CHHJIPOMOT, C-Kit eKCIIpecHjaTa € TUIIMYHA KapaKTePHCTHKA Ha KICTKHTE.

e PIII na cobupuu kanamu (Bellini tymop). Iomanky ox 1 % ox PLLL ce on memymapHHOT
nuctaneH HehpoH winu benuHueBn kananmu. TunudyHata Mopdonoruja Ha KIETKUTE € O BHUCOK
HyKJieapeH CTeleH, CO3MHO(QWIHA [WTOIUIa3Ma, JIOMHHAHTHa TyOynapHa MOAPENeHOCT,
JIe3MOIUIa3Hja U eKCIIpecHja Ha UTOKEPATUHHU CO BUCOKA MoJieKyJicka maca. MenynapHuoT PLILT
ce cMeTa 3a HeaudepeHInpaH cOONPHOKaHAIEeH KapLUHOM.

e Hekou qpyru peTKH XUCTOJIOTHUU BKITydyBaaT:

- Tpancnokamucku PI[L] . OBoj pemok eHTHTET, IVIABHO NMPHUCYTeH Kaj Jelara ¥ Kaj MJaau
BO3pacHH, Ce KapaKTepu3upa co TpaHciokamuja Ha Xpl1.2 co redcka gysuja TFE3, wim nomanky
vecTara TpaHciokanuja t (6;11), (p21; 9q12) u pysuja TFEB.
O MynmHO3HO TyOynapeH u BpeTEHOBUIHO KIIETOUYEH KapIIHHOM.
0 TyOyno uuctuuen PLLI, usrpagen on 30ueHn TyOyau U IUCTH ONKPYKEHH CO KYOOUTHU
WIA KJIMHECTH KJIETKH CO MHOIITBO €O3MHO(MIHA LUTOIUIa3Ma M TOJEMH jaipa, CO
3a0eNeXIIMBHY jaIPeHLa, MOXKE [1a IPETCTaByBa MOTTUIN Ha nanuiaped PLILL.



0 CsernoknerodeH mammwiaper PLILL, gecTo moBp3an co TepMuHamHa OyOpekHa O0JeCT.
0 Hexowu PIIL] ocranyBaat HeknacupuupaHm.
Cexoj on oBue mopdonomku morrunosu Ha PIIL] Moke ma Kopenupa co pa3inW4yH{ MATHINTA, KaKO
IITO Ce:
e XWuMoKcuja HHIYIHPaH Nat (CBETIOKIeTOUeH, manmiapeH tun |l mpeky ®dymapareH rem).
e M TOR curnanen nat (CBETIOKIETOUEH 1 Tanunapen i |1).
e ¢ Met- RAF-MEK ERK nar (nanunapen tum | u Tpanciokanucku PIIIT).
e C Met- RAF-MEK ERK mnat (xpomodo6en).
Cute oBHE MaTHINTa MOXE Jia TNPETCTaByBaaT IMOTCHIUjaIHM TapreTd 3a TapreTHpaHH
TEpaIHH.

CTAIMYMCKO I'PYIIUPAILE U ITPOLHEHKA HA PU3UK

Cmaoduymcko epynuparve
Tpeba m1a ce KOPHUCTH CUCTEMOT 3a craauyMcko rpymupame UICC TNM 2009 (Tabena 2).

Ta6exna 2. Craguymcko rpynupambe Ha RCC (UICC TNM knacudukamuja Ha MaIUTHA TyMOpPH, 7-MO
m3nanue, 2009)

T MIPUMapeH TyMOpP

X MIPUMApHUOT TYMOpP HE MOKE J1a C€ MPOLIEHN

TO HeMa JI0Ka3 3a MPUMapeH TyMOp

T1 TyMOp <7 CM BO HajrOJIEMHUOT JWjaMeTap, OrpaHU4YeH Ha OyOperot

Tla  tymop 4.0 cm
T1lb tymop >4.0 cm, o <7.0 cm

T2 Tymop >7.0 CM BO HAjrOJIEMHOT AMjaMeTap, OrpaHUueH Ha OyOperot
T2a  tymop >7 cm, Ho <10 cm

T2b  tymop >10 cm, orpanuuecH Ha 6yOperoT

T3 TYMOpOT T'¥ 3a¢aka roJeMuTe BEHU WIH NepUHEOPUTUIHUTE TKUBA, HO HE U
UICHIIaTepalHaTa HaJ0yOpexkHa xkie3na U He ja mpoousa Gerota fascia

T3a  TyMOpOT MacHMBHO C€ IIMPHU BO OyOpeKHaTa BeHa WM HEj3UHUTE TPAaHKH, MM TYMOPOT BPIIH
NeprpeHaliHa MHBa3Wja W/WIM HHBa3Hja Ha PEHAIHO CHHYCHATa MacT, HO HE ja MpoOuBa
Gerota fascia

T3b  TymopoT MacuBHO ce mupH BO BeHa KaBa Mo Aujadparmara

T3C  TyMOpOT MacHMBHO C€ IIMPHU BO BeHa KaBa HaJ AvjadparmMara Wi ro HHGUIATpUpPA SHIOT Ha

BEHa KaBa

T4 TYMOpOT BpIIM HHBa3uja Ha Gerota fascia, BkiydyBajku COCEIHO MPOLIHPYBAE BO
HTICHTIaTepalTHaTa Han0yopekHa JKIe3/1a

N peruoHaIHU JTUMGHH ja3in

NX pernoHanHuTe TUMGHH ja3TH HE MOXKE Ja Ce MPOLeHAT

NO HEMa METacTa3H BO PETHOHATHUTE TUMGMHH ja3)In

N1 METacTa3d BO PErHOHAIHUTE JTUM(QHH ja3iu

M JaJiedHu MeTacTa3u

cMO  KIMHHMYKK HEMA JAJIEYHU METACTa3u

CM1  KJIMHMYKH JaJIEYHU METACTa3u

pPM1  marosiomKu JOoKaKaHU JajJCuHU METAcTa3!u , Ha TIP. TCHKOUTJIEHA OUOoTICH]a
CragnyMCKO rpynupame

Craguywm | T1 NO MO
Craguym Il T2 NO MO
Craguywm Il T3 NO MO
T1-3 N1 MO
Craguym IV T4 cexoe MO
Cexoe M1



Ilpoyenxa 3a pusuxom

PILI nma MomrHe BapHjaOMiiHa IPUPOTHA UCTOPH]ja, MOJEIUTE 3a MPOLEHKA Ha PU3UKOT CE pa3BUCHU
3a J]a 1ajiaT MPOTHOCTHYKA HH(OpManyja 3a MAUEHTHTE | JIa YKaXKaT Ha COOIBETHOCTA M TN3ajHUTE
3a cTpaTH(uKanyja Ha PU3UKOT Kaj KITMHUYKUTE CTYIHH.

Jlokanuzupana 6onecm

Moxe f1a ce KOpUCTaT [Ba CHCTEMa 3a NPOLEHKAa Ha PU3MKOT 3a MpOrpecuja Kaj JOKaIW3UpaHu
TYMOpH: CTaIMyMOT, rojemuHata, rpagycor u Hekposzata ( SSIGN ) m UCLA cucremor 3a
UHTErpupaHo craauymcko rpymupame ( UISS ). OBue cucremu ce onumanu Bo Tabena 3 u 4. Bo
SSIGN ToukHTE Ha PU3MK ce aKyMyJHpaaT Kako IITO € MOKaXaHo BO Taberara MoAoIy U ce cooupaaT
3a J1a ce 100Ke CKOp Ha PU3HK.

SSIGN ckopot ce kommnapupa mo3utuBHO co UISS ckopoT BO mpenuKTHBHATA TOYHOCT Kaj Tpymna
MaNMeHTH KOM MMalle XHpYypIIKa pecekuuja Ha ceemiokiaeroden PLLI. On npyra crpana, UISS nasa
NPOTHOCTUYKM TPEOUKIMH W 3a JIOKAIM3WpaHa M 3a Meracrarcka OojecT. JlomomHHUTETHH
MPOCIIEKTUBHY TOJATOIM Ke OWJaT JOCTAIlHH OJI TEKOBHUTE aJjyBAaHTHU CTYJIUH 32 TMAIICHTH CO
BHUCOK U cpeaHopusnyeH PILI.

Tabema 3. SSIGN ckop 3a nokanusupan PLIL]

KapaxTtepucruka Ckop
[Matonomka T kateropuja pTla 0
Ha IIPUMapHUOT TyMOD pT1b 2
(TNM 2002) PT2 3
pT3a-4 4
Pernonanen Honanex pNX i pNO 0
craryc (TNM 2002) PN1 mmm pN2 2
l'onemuHa HA TYMOP <10cm 0
>10cm 1
Hykneapen rpaayc 1 v 2 0
3 1
4 3
XHCTONMOMKA TYMOPCKA He 0
HEKpo3a Ha 1
CkopoBHu I'pyna 5-TOAUIIHO
MpeKUBYBambe 0€3
metactasu (%)
0-2 HU30K PHU3HK 97.1
3-5 CpEeIleH pU3UK 73.8
>6 BHCOK PH3HK 31.2

Hanpeonama 6onecm

[IporHocTnukuTe MOAENM HAjupBO Oca W3rpajeHH Kora HMyHOTepamujara Oele CcTaHAapaHa
tepanja. Memorial Sloan-Kettering Cancer Center ( MSKCC ) wmun  Motzer ckopor Oemre
crangapaen cucteM. MSKCC ckopoT € BalMaupaH W axXypupaH 3a IIPUMEHA BO CeraiiHatra epa Ha
TapreTHpaHu Tepanuu, kako mro ce Heng kpurepuymute. [lanmenture ce ctpatuuuupann cropen
NPUCYCTBOTO Ha IECT PU3MK (HaKTOpPH:

e Kapnodcku nepdopmanc crarycor < 80 %.



XeMoro061H, MOHU30K OJ1 IOTHATa HOpMaJlHa TPaHMIIa.
Bpeme o mujaraosata 10 TpeTMaHOT OJT €/1HA TOAMHA.
Kopurupan kanmuym HaJl TOpHATa TPaHULIA.
TpomboruT HajJ ropHATa HOPMAJTHA TPaHUIIA.
Heytpodunu van ropaata rpanuma.

Tabena 4. UISS (UCLA Integrated Staging System)

I'pynu Ha MamMeHTH IIporHocruyka rpyna
T craguym Fuhrman | ECOG craryc | 5-roauinHo
rpaayc crenu(puIHO
NpPeKNBYBaH-€
(%)
Jlokanu3upana | Huzok pusuk | 1 1-2 0 91.1
oonect (NO, | Cpenen 1 1-2 1 unm moBeke 80.4
MO) PH3HUK 1 3-4 Cexoj
2 Cekoj Cekoj
3 1 Cekoj
3 2-4 Cekoj
3 2-4 1 wim oBeke 54.7
Bucoxk pmsuk | 4 Cekoj Cekoj
Meracrarcka | Huzok pusuk | N1, MO Cekoj Cekoj 32
oonect N2, MO/M1 | 1-2 0
Cpenen N2, MO/M1 | 1-2 1 unu oBeke 195
PU3HK 3 0,1unn noBeke
4 0
Bucok pmsux | N2, MO/M1 | 4 1 unu oBeke 0

prHI/I criopeJ pu3uK U NECTTOAUIIHO CHGLII/I(I)I/I‘IHO OpPCKUBYBAKLC

Bpojot Ha mpucyTHH pu3HK QaKTOpHu ce coOupa U pU3UKOT ce CTpaTU(UKYBa Ha CICTHHOB HAYHH:

Bpoj Ha pu3uk I'pynu ciopen puzuk CpenHo BKYITHO JBeronumuo BKYITHO

(hakTopu MPEKUBYBAHE npexuByBambe (%)
(Mecenn)

0 MOBOJICH Hema 00jaBeHO 75

1-2 cpelneH 27 53

3-6 JIoUI 8.8 7

buomapkepu

Nako Ma MHOTY MOTEHIMjallHU OMOMapKepH KOW Ce MCTPa)XKyBaaT, HUTY €CH HEe € BaIHJIMpaH 3a
OTIIIITa ymoTpeda BO MPOTrHOCTUYKA U BO PEIUKTHBHA MporieHKka Ha PLLI.

MEHAIINPAIBE HA JIOKAJIHA/JIOKOPETMOHAJIHA BOJIECT

T1 TYMOPH( <7 CM )

Ce npernopayyBa napiyjaiHa He)peKToMHja KaKko MPeTIIoYrTaHa OIHja Kaj TyMOPH, OTpaHHYEeHH Ha
opraHoT a0 7 cM (eiekTuBHa mHaukaiuja) ( Tabenma 5 ).Ilapuujanna HedpekTOMHja MOXE Ja Ce
HaIpaBy TPEKYy OTBOPEH, JIAITAPOCKOIICKU MIIM KOEIMOCKOIICKH POOOTCKM MOTIOMOTHAT npuctain. Kaj
MaIMEeHTH CO KOMIIPOMHUTHpaHa OyOpeskHa (QyHKIHMja, COIMTapeH OyOper Wi OWjaTepaiHd TYMOPH,
napiujanHara HepekToMHja € MCTO Taka CTaHIapAeH TpeTMaH, 0e3 pas3iiKa Ha TrojieMUHaTa Ha



TyMOpPOT (MMIIepaTUBHA MHAMKaNHUja). Jlamapockorckara paaukaiHa He)peKToMHUja ce Mmpernopadysa
IIOKOJIKY TapIjarHara HedpeKTOMHja € TEeXHWYKH HEW3BOMINBA. PamnoppekBEeHTHUTE WIH
KproaOIaTHBHUTE TPETMAHHU CE alTePHATUBHU IIPUCTAITH, OCOOEHO 3a MAI[MeHTH CO MaIH KOPTUKAITHI
Tymopu, HacieneH PIILL u MmynTurmm 6unaTepaiHu TyMOPH.

AKTHBHOTO CJEleHE € aJTepPHATHBHA OMNIHja Kaj MOCTApH HAIMEHTH CO TOCEPHUO3HH MPHUAPYKHU
KOMOPOHUINTETH UM OHUE KOW MMaaT M3TJIeIN 3a KPAaTKO MPEKUBYBAE U CONIMIHHA PEHATHU TYMOPH,
romainu of 4 cMm.

T2 TYMOPU( >7 CM )
Jlamapockoricka paaukaiHa HedpekToMuja € mpedepupana omniuja.

JIOKAJTHO HAIIPEJHAT PIIIL ( T3 Y T4)

OtBopeHaTa panukKanHa HeQpeKTOMHja OCTaHyBa CTaHAApAEH TPETMaH, MAaKO MOXE Ja Ce 3eMe
MIPEeIBUJ U JIAMIAPOCKONCKH mpucTan. CHCTEMaTCKa aJpeHANICKTOMHja WM SKCTCH3MBHA JUMQHA
JIMCEKIIHja He ce mpernopadyBa Kora adbgomuHarHAOT LT He mokakyBa 3adaTeHOCT Ha aIpEHATHUTE U
Ha TUMQHHTE jas3iu.

Hewma niperiopauan ajjjyBaHTeH TpeTMaH, HaKO BO TEK CE MHOTY aJIj yBaHTHH CcTyJuu. bu Tpebaio na ce
MOJIP’KYBA BKIYUyBamkhe Ha MAIUCHTH CO JIOKATH3UPaHa 00JIeCT BO KIMHAYKH CTY/IHH.

HeoazjyBaHTHHTE TIPUCTANM CE C& YIINTE EKCIIEPUMEHTAIHH, 0COOEHO 338 PECEKTHOUITHUTE TYMOPU U
He Tpeba Jja ce mpernopadyBaaT BOH KIMHHYKUTE CTyAWU. MHOTY CTYAHH MOKa)XXyBaat Jieka TAKBHTE
MpUCTAld C€ pellaTHBHO Oe30eAHHM CO CKPOMHO HaMmajlyBameé Ha TOJIEMHHATa Ha TYMOPOT (HO
MOT0JIeMO TYMOPCKO HaMmalyBamk€ BO METACTATCKHTE MecTa) M HeMa JOKakaHa eQHUKAaCHOCT 3a
MIPEKUBYBakETO O€3 Mporpecyja Ha OojecTa.

Tabena 5. Ilpenopaku 3a TpeTMaH Ha JIOKANU3UPAH U JoKanHo HanpenHat P

HusBo u cTenen Ha npemnopaka

[Taprijanaa HEDpEKTOMH]ja € IperopadaHa Kako TpeTMaH I, C
Ha cute T1 Tymopu ako ce 10O0MeHN HEeTaTUBHU MAapTHUHU U
npuaTIvB pU3UK O MOPOUIAUTET

Jlanmapockoricka pagukaina HedpekToMuja € npedepupana | |1, B
OTITHja 32 TPETMAH Ha OpraH-OTrpaHWYCH PII (CTaIuyMH
T1, T2, NO, Nx, M0) kora nparujanHara HepeKToMHja He
€ U3BOJUINBA

PyTtuncka agpenanekroMyja u tuMQHa TUCEKITHja HE € In,Cul, A
norpeOHa 3a CHTEe paJuKaIHU He(hPEKTOMHN

OtBopeHa paaukanHa Hehpekromuja, co neinl roouBarme I, C
HETaTHBHU MapTUHHU € CE YIITe CTaHap/] 3a JIEKyBambe Ha
JIOKAJTHO HAIlpeIHAT PIII

AOJIaTUBHUTE TPETMaHU CE AITEPHATUBHU IIPUCTAIIH Kaj I, C
MOCTapH MAIUCHTH CO MaId KOPTHKATHHA TyMopH (<3Cm) ,
BPOJICH PIII[ ¥ MYJITHITHH OWJIaTePaTHA TYMOPH

AKTHBHO CIIEZICH-E € alITSPHATHBHA OIIIH]ja Kaj TalMCHTH I, C
>75 roIMHY, CO 3HAYUTEITHU KOMOPOUJIUTETH U COITUIHU
PEHAIHU TYMOPH CO TOJIeMHHa <4 CM




MEHAIIMPAIBE HA METACTATCKA BOJIECT

e VYjora Ha XUpyprujara

Bo epata Ha wuMyHOTepamujaTa IUTOPEIyKTHBHaTa HeGPEKTOMHUja C€ mpernopadysallie Kaj

marMeHTuTe co po6ap nepdopmanc craryce [ LA ]. Jlanu oBaa mpemnopaka ke ocTaHe M CO TEKOBHHTE

TapreTUpaHd Tepamnud Ce HUCTPaKyBa BO JBE TMPOCICKTHBHU CTyAud. Bo pyTHHCKa Tmpakca,

MUTOPEYKTUBHATA HE(PPEKTOMHUja ce TperopadyBa Kaj MalueHTH co nodap nepdopMaHc craTyc U

rojJIieMHu IMpUMAapHU TYyMOPHU U 3a MAUCHTH CO CUMIITOMATCKHU IIPUMApPHU JIC3HUU. HI/ITOpeIIyKTI/IBHa

HepeKTOMHUja HE ce MpenopayyBa Kaj MalueHTH co JoMI nepdhopMaHc CTaTyc.

e MeracTazekToMHja MOXKE Ja C€ pasriefyBa W Ja C€ H3BeIC M0 MYITHAUCLHUILIMHAPHO
pasrienyBame 3a CEJeKTHPAaHU MALMEHTH CO CONUTApHU WM JIECHO NPUCTAIHH OeI0ApoOHH
MeTacTa3u, COIUTAPHU PECCKTHOWITHI HHTPaaOJOMIUHAIIHN METacTasH, IOJT UHTepBaji 6e3 Oonect
o He(PEKTOMHUja WU MapIHjaleH OJrOBOP Ha METACTa3UTEe Ha UMYHOTEpAIKja WK TapreTHpaHa
tepanuja. CKOpEIIHUTE PETPOCTIECKTUBHH W HEPAaHJAOMHM3MPAHM CTYyIUH Ha MAlUCHTH CO
meractarcku PLII (MPIIL]) mokaxkyBaaT NpPOJOIDKEHO CPEIHO NPEKUBYBAKHE Kaj OHHE CO
METaxpOoHU OeJoAPOOHHM METacTa3y W MHTEPBal Ol HajMaJKy JIBE TOIWHH. MeTacTa3eKToMujaTa
MoOe Ja 00e30e1u MoxkeH OeHe(HT 3a MPEKUBYBALE Kaj CEICKTUPaHa rpyna MalUeHTH caMo CO
OemonpoOHM  MaTacTasd, JIOJI METaXpoH HMHTepBas 0Oe3 0OonecT ©  OAroBOp Ha
WMYHOTEpanuja/TapreTupaHa Teparnuja npei pecekuujara.

e Cucremcka Tepanuja

[Ipemopakure, riaaBHO, ce OJHECYBaaT Ha CBETJIOKIIETOYHATA XHCTOJIOTHja, OHIEjKM HAjMHOTY Of
MPBUYHUTE CTYJIMH CE HAIIPABECHH HA OBOj YECT XMCTOJIOMIKH MOTTHIL. J{OTIOTHUTEIHO MpernopaKuTe ke
Cce pa3NInKyBaaT cIiopesi cTpatuuKalmjata Ha pU3UKOT (BUIH [TOTOPE).

(Tabemna 6)
Tpsonunucku mpemman na nayuenmume co 000pa ull co CPeOHa NPocHO3aA

Bunejku wekon PIIL] mMaaT MHOTY MHIOJEHTCH TEK, Tpeba Jia ce 3eMe BO MPEIBHJ IEPHOIOT Ha
oTicepBaIja mpeJ| 3aloYHyBambEeTO CO TPETMAHOT. TpH TPEeTMaHH MMAaT MOKaXaHO e(PUKACHOCT BO
¢asza 3: 6eBaizymad (Bo komOuHaIMja co uaTepdepon anda), cyuntunu6d [I,A] u nazonanut [11,B ].
Curte TpH JieKa ce PErHCTPUPAaHU BP3 OCHOBA Ha MOAOOPYBAaWmETO HA MPEKUBYBAKHETO O€3 Mporpecuja
Ha OoJecTa, cropesicHo co uHTephepoH anda i mianeoo.

Copadenuo [I1, B], unrepdepon anda [I, D] u uarepneykun 2 [I11, C] ce antepHatuBHH oniyu Kora
JPYTHTE JEKOBH HE MOXKaT 0e30€/1HO J1a ce JaaT WK Kaj BUCOKO CEJICKTUPAHH CITyYau.

Hogwure ormiuu, Kako mTo ce THB03aHuO (Oasupano Ha (aza 3 momarorure, npukakanu Ha ASCO
2012 on Motzer u copaOOTHUIUTE) WK AKCUTUHUO OU MOYKEJO Ja CTaHAT JIOCTAITHU 3a PBOJIMHUCKH
TpeTMaH BO OJIMCKa WTHHUHA.

IIpsonunucku mpemman Ha nayueHmume co 10uid NPO2HO3a
TeMcuponumyc € BO MOMEHTOB €IMHCTBEHHOT JIEK CO JI0Ka3 OJ MPBO HUBO 3a aKTMBHOCT Kaj OBaa
nonynanuja nanuenTa [l, B]. [lumor cryaujata mokaxka nmompoOpyBame Ha BKYIHOTO IMPEKHUBYBAHE,

CHOPECHO cO MHTEPHEPOHOT WIIM KOMOHMHAILMja HA TEMCUPOJIIMMYC ¥ HHTEPPEPOH.

Bp3 ocHOBa Ha OpojHMTE aHAIM3W OJf MOATpyHAara OJ MWIOT CTyAWjaTa, Kako M INpOrpaMHTe 3a
NPOLIMPEH TIPUCTall, CyHUTHHHUO € Jpyra pasyMHa omuuja Bo oBoj ciyuaj [, B].

JacHO e J&eka 3a MHOTY MAIMEHTH CO JIolIa INPOTHO3a HajaoOpaTra CyNOpTHBHA HEra OCTaHyBa
eIMHCTBECHATA aJIeKBaTHA OIIIMja Ha TPETMaH.



Bmoponunucku mpemman

Jloka3 3a aKTHBHOCTA HA WHXHOWTOPUTE HA THPO3WH KWHA3aTa MO IIMTOKMHUTE € MOKAXKAaH CO
copadenud [l, A], masomanu6 [Il, A] u ox Heomamua akcutuau6 [l, A]. CyHUTHHHO MMa TIOKa)KaHO
akTHBHOCT BO 0BOj cetunr [lll, A] . Ho, 6unejku VEGF Tapretupanara tepamuja cera € MpBOJIMHUCKH
CTaHJapJACH TPETMaH, Ce HamalyBa OpOjoT Ha MAIMEHTH KOU Ce JICKYBaaT CO IIUTOKUHH.

ITo npBonuuuckuor TpetMan co VEGF TapretupaHa Tepamuja U €BEpONMMYC M aKCHTHHUO ce
aKTHBHH M MOXe Ja ce npenopauysaat [ I,A u |,B coonserHo] . /IBara jeka mokaxyBaar 3Ha4ajHO
moioOpeHo MpEeXKHUBYBamke O3 mporpecwja Ha Oosecta BO OJHOC Ha Iarebo (eBepoiMMyc) WU
copadennd (akcutuauO). [Ipedpramero on enen Tuposun kunaza naxuourop (TKU ) Ha npyr (T.e.
ol CcyHUTHHHO Ha copadeHn® wuau oOpaTHO) MOKaXa OJpEACHA aKTUBHOCT, TIJIaBHO, Kaj
peTpOCIeKTUBHH (a co Toa BHcokomnpucTpacuu) crymuu [l11, B].

Tpemonunucku mpemmat

Kako npogomkenne Ha BTOPOIMHUCKHOT TPETMAH €€ MPEnopavyBa BKIYUyBambe BO KIMHUYKU CTYIUH
KaJie To € Bo3MOoXkHO. Kaj manmenture kou ce jekysaat co apa TKU (wmu TKU u GeBanusymal) ce
npernopauyBa eseponumyc. [Il, A]. Kaj mammentute Kou ce mperxoaHo jekyBanu co VEGF
tapretupana tepanuja u MTOP nuxu6utop, TKU e moxen tpermas [l11, B].

Meduuuz—tcxu mpemman Ha memacmamcka bonecm co HecBemaoKIemo4Ha quWIOJZOZl/lel

Hema mpoCHEKTHBHHM DPaHIOMHU3HUPAHH IMOJATOIM 3a MAIMCHTHTE CO HECBETIOKJIECTOYCH pPEHAJICH
KapIMHOM. 3a OBHE MAIMEeHTH Ce MpenopadyBa BKIY4YyBambe BO CIEUU(PUYHU IU3ajHUPAHH CTYIHH.
Cemnak, BO OTCYCTBO Ha TaKBW CTY/HH, MPETIIOPAKUTE MOXKE 1a ce 0asupaar caMo Ha pPe3yJTaTH O[]
MpOrpaMUTe Ha MPOIIMPEH IPUCTAI HA CYHUTUHUO 1 copad)eHHO HAa Malld PETPOCIIEKTHBHU CTYIHU U
Ha aHaJM3a Ha MOJrpyIa OJ CTyAWjarta 3a perucrpaunuja Ha Temcuponumyc. OBHe CTyIHU cyrepupaar
JIeKa TAIUEHTHTE CO HECBETIOKIICTOYHA XHUCTONIOTHja MOXe Ja UMaaT GeHe(HT O JIEKYBAamETO CO
CcyHUTHHHUO, copadenund wimn Temcuposumyc [111, B].

Tabena 6. Anroputam 3a cucteMcku TpeTMad Ha MPLIL]

XucTonoruja u I'pynu cnopen pusuk Crangapn Onmuja
CETHHT
CBETIIOKIICTOYCH Jobap 1 cpeficH PU3UK CHHATHHHO IR zgnziezeciss
MpBa JIUHHUja Bepanmzyma6+M®H | (BkiyuyBame Ha
Jlomra iporHo3a [Tazomann6 BHCOKOmo3¢eH IL-2)
Temcupoaumyc
Copadennd
CBeTJIOKIIETOYCH [To mperxonna Tepanuja co | Copadenud
BTOpA JIMHUja LUTOKUHU [Tazonanu6
AXCUTHHUO
[To mperxoana Tepanuja co | EBeponmmyc Copadenuod
WHXUOUTOPH HA TUPO3UH AxcuTHHNO
KHHa3a
CBETJIOKIIETOYCH ITo mpeTxoana Tepanuja co | EBepomumyc
TpeTa JIuHHja JIBa UHXUOUTOPH Ha
TUPO3UH KHHA32
He-cBeTiokneTouna Temceponumyc
XHCTOJIOTH]a CyHUTHHUO
Copadennd




Ynoea na paouomepanujama u 6ucgocgponamume

PagnotepanujaTa MMa orpaHuyeHa yiora BO NMPUMapHUOT MEHAIMEHT Ha KapLMHOMOT Ha OyOper.
Cemak, ce KOPUCTH BO MHOTY Pa3IMYHU KIMHUYKH CUTYaILlH, OCOOCHO 32 HEPECEKTHOMIHN JIOKATHA
PEKypeHIIN U MeTacTaTcka 0oJIecT.

e Panmorepanujara Hema ynora BO aJijyBaHTECH M HEOaJ[jyBaHTeH CETUHT (4 HeraTuBHU cTyauu ) [,
D].

e Pamnorepanmjata MoXe /a ce€ KOPUCTH 3a JICKYyBambe HEPECEKTHOWIIHA JIOKAJTHA WM PEKYpPEHTHA
OoJecT, co me aa ce moao0pu JIokamHaTa KOHTposa. Kaj marueHTuTe Kaj KO XUpyprujara He €
MOXHA 3apaad Jom mepdopMaHC CTaTyC M HECOOIBETHA KIIMHWYKA COCTOj0a Ha IMAIMEHTOT,
pazuoTepanujata MOXKe Ja C€ KOPHCTH KaKo aJlITepHAaTUBA aKo APYTHTE JIOKATHH TEPariH, Kako
ITO € paguoadnanujara, He ce ageksatau. [V, D].

e Pammorepammjata ¢ edekTHBHA TepamMja 3a TalHjaldja Ha JIOKaJHA W CHMITOMAaTCKa
MeTacTarcka 00JIeCT WM 3a MPEBEHIIMja Ha MPOTPECHja Ha MeTacTaTcKara 0OJIeCT Ha KPUTHIHHU
MecTa: Kockd, Mo3oK. [l, A]. IIpu cumnTomMarcka KOCKeHa MeTacTa3a JOKaJlHaTa paguoTepantja
WM KaKo €IHOKpaTHa (pakimja nin Kako GpakmrOHUPaH Kypc MOXe J1a JOBEJE 70 OJICCHYBAmbE
Ha CUMIITOMHTE JypH Kaj JBE TPETUHM O] CIIyJauTe CO KOMIUIETEH CHMIITOMAaTCKU OATOBOD Kaj
20-25% [I, A].

e 3a MeHayupame Ha KOMIpECHja Ha Medyja CIHMHAINC aMOyJaHTeH CTaTyC NpH IWjarHo3a U
JUMHUTHpaHa MeTacTarcka Oonect ce moBosHU (pakropu. Kaj oHMe manueHTH Kou MOXKe Aa oJat
Ha orepaliyja, IpUMEHaTa Ha oIepalldja M pafuoTepaldja T'o MoJ00puUie MPEKUBYBAAHETO U
OJIpXKYBamkeTO Ha aMOyJaHTEH CTaTyc, CIIOPEJCHO CO Toa KOra € CIpOBEJeHa caMO Hpajdjaiyja
[I, A]. Ilpu wmeHapupameTo Ha TAaOMEHT CO MO30YHH METAcTa3d, KOPUCTCHETO Ha
KOPTUKOCTEpOUIN MOXe Ja 00e30ean edeKTHBHO NMPHUBPEMEHO OJIECHYBamE Ha LiepeOpaiHuTe
cumnromu. Paauworepanuja Ha 1en mo3ok wmely 20-30 Gy Bo 4-10 ¢pakuuud COOIBETHO €
epuKacHa 3a JIOKaJHA KOHTpPOJAa M MOXE Ja ce MOJOO0pU CO CTEepeoTaKTHYHA KpaHHjaTHa
paauoTepanuja, 0COOCHO Kaj MOArpyINa Ha MAlMeHTH CO eIMHEeYHA HepeceKTuOwnHa nesuja. [l
B].

BucdochonarnaTa Tepanuja co 30JCHIPOHCKA KUCEIHUHA ja HaMalyBa I0jaBaTa Ha CKEJICTHH
KOMIUTMKAIMK Kaj MaIMeHTH co KockeHH metactasu ox MPLILl m ce mpenopadyBa 3a oBaa
rpyna HalMeHTH BP3 OCHOBA Ha MPOLEHKAaTa Ha OYEKYBAaHOTO BpeME Ha IPEKHBYBAmbE Ha
MalMEeHTOT W BEpOjaTHOCTA 3a MPHIOOMBKH o] cuMnromarcku OeHedur. HoBute arencu
ocBeH Oucdochonarure (Ha mp. paguym 223, neHo3ymMal) ce cera JOCTAIHU (WU Ke Oumat
JOCTarTHU BO OJIMCKAa WIHWHA), HO HWBHAaTa crnenuduyHa ymorpeda Kaj KaplUUHOMOT Ha
OyOperoT ce yuire ce HCTpaKyBa.

EBAJIYAIIMJA HA OAI'OBOPOT U CJIEJEIBLE

Hema nokas nexa HeKOj KOHKPETEH MPOTOKOI 3a Clelleke Birjae Bp3 ucxonot kaj paanoT PIL. Hema
HUTY, NIaK, CTaHAap/IHa Npernopaka 3a cieaewe Ha Hanpeaaar PLL

[llemara Ha cneneme 3a nokanusupad PLL[ mo xupypruja Tpeba Oa 3aBHCH OF TEPANEBTCKUTE
MOKHOCTH Ipu  pekypeHuara. L{T ckeHOBU Ha Topakc ¥ abOMEH PYTHHCKH Ce MPaBaT CO BPEMEHCKHU
WHTEpBaJM, 3aBHCHO O]l pu3uK (akropure. [lodarorpajHo cieieme ce MpernopadyyBa BO HEKOU
WHCTUTYLIMH, BO 3aBUCHOCT OJf MOXKHOCTA 3a JIOLIHEXKEH PEJarc, HO HUKOrall He € HOKaxaH OeHepuT
0]l OBa.

3a BpeMe Ha cHuCTeMCKaTa Tepamnuja kaj mamueHtn co MPIIL] Tpeba ma ce mpenopadaat imeMu Ha
cienemwe co LT cken Ha 2-4 Mecelu 3a Jla ce yTBPAM OJATOBOPOT M Pe3UCTEHIMjaTa. Mako He ce
copmenn, RECIST kpurepuymute octanyBaat HajIoOpHOT METOJ 3a MPOIEHKA Ha e(hUKacHOCTa Ha
JIEKOT.



HuBoa Ha 10Ka3 U cTemeHn Ha npenopaka na ESMO® nu ASCO?

HUBOA HA JIOKA3

I. Jloka3, 100ueH 01 MeTaaHAJIN3a HA NMOBeKe, 100p0 TU3ajHUPAHU,
KOHTPOJIMPAaHU cTyaAuHu. PAaHIOMM3MPaHH CTYAUM CO HU30K CTeNeH Ha JIAXKHO
NMO3UTHBHYU ¥ HU30K CTeNeH HA JIAYKHO HEraTUBHHU rpelIKu (BHCOKA MOKHOCT).

I1.  Jloka3, koj e 1o0neH o 6HapeM eqHa 100PO IU3AjHUPAHA eKCIIEPUMEHTATHA
cryauja. PannoMuznapanu cTyAMU €O BUCOK CTeNeH HA JIa)KHO MO3UTHBHU
W/WJTH JIA7KHO HETaTHBHH IPEIKU (HUCKA MOKHOCT).

I1. Toka3, koj e 1o0MeH o1 100PO AU3ajHUPAHH, KBA3U eKCIEPUMEHTATHU
CTYIMHU, KAKO IITO c¢ HEPAHIOMHU3UPAHHU, KOHTPOJIMPAHHU, CTYHH CO eHA
rpyna, KOXopTH BpeMeHCKH MU CIy4aj-KOHTPOJa CTYAHH.

IV.  [loka3s, Koj e o1 100po 1M3ajHUPAH, HEEKCIIEPUMEHTAKTHHU CTYANH, KAKO IITO

ce KOMIIAPATHBHUTE U KOPEJAIUCKH T1eCKPUNITHBHUTE CTYIHH, KAKO 1
CJIY4Yaj-KOHTPOJIa CTyIuM (cepuja Ha cJaydau).

V. V. /oka30T e 01 NPUKA34 HA CJy4Yad U KIMHUYKH PUMepPH.

C

A.

B
C.
D

TEIIEHHU HA ITPEIIOPAKA

MocTon noxa3 ox HMBO | Wi KOH3UCTEHTEH 3aKJIYYO0K O] MOBEKe CTy UM CO HUBO
Ha goka3 IL, Il u IV.

. ITocrou noka3 ox Huso I1, II1 u IV u 3akiydyounre ce reHepajTHO KOH3UCTEHTHH.
ITocTou noxka3 ox HuBo II, III u IV, HO 3akiaydounTe C€ HEKOH3UCTEHTHH.

. IocTon Majio WM HeMa CHCTEMATCKO eMIIUPHCKO HUBO HA 10Ka3.
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YnarcTBoTO Tpeda Aa ce axKypupa eHaul Ha 4 TOIMHU.

IIpenBuaeHo e ciaenHo axypupame 10 okroMBpHu 2016 roamua.
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