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BOBE/[]

Xymanuot [Tanmmmoma Bupyc (XTIB) e IHK Bupyc co apuHUTET KOH €MUTETHATE KICTKU.
ITocrojat npexky 100 pa3znuunu Tunosu, of kou 40 ce HajIeHN HA XyMAaHUOT aHOTCHUTAJIEH
tpakT. On oBue, HeKoM THIOBH (Hajuecto 16, 18, 31 u 45) ce MOTEHIMjaTHO OHKOTCHU |
3aTOA Ce MPOTJAaceHN KaKO BUCOKOPHU3NYHY, JOfIeKa OCTAHATUTE TUIIOBY, IPEJOMUHAHTHO 6
n 11 cekoram mnpegu3BUKyBaaT caMO OCHHWTHU JI€3WM, @a 3aToa Ce IPOrJaceHu 3a
HUCKOPHU3WYHU.

ZaGoaysame XTIB Tun

’HJIaHTapHI/I KOHJIUJIOMU 1,2, 4

Kowumomn 1,2,4,26,27,29, 41, 57

’PaMHI/I KOHIUJIOMU 3,10, 27,28,41,49

‘1" €HUTAJIHA KOHIUIOMHU 6, 11, 30, 40-45, 51, 54

epBrKATEH KapIHHOM 16,18, 31, 33, 35, 39, 45, 51, 52, 56, 58

‘HpeKaHuepOBHI/I JIe3un ‘16, 18, 34, 39, 42, 55

‘HapI/IHI‘eaJIHI/I MManuiIoMua 6,11, 30

XIIB ce npeHecyBa HajueCTO NPEKY CEKCyaleH OJHOC U € HaJYeCTHOT CEKCYaJTHO IIPEHOCINB
MUKpOOpraHu3aM. YnorpebaTa Ha KOHAOM 3a CIIPEYyBambE Ha IPEHECYBAKETO CE CMETa
Kako HecurypHa Metopa. MmynHutetoT KoH XIIB e Tunckm cnenuduyeH, ma 3aToa
undeknujata co egeH tun XIIB He cnpeuyBa uH(pexkuuja co apyr. KoHKOMUTAaHTHHU
undekuun co mnoBeke TunoBu XIIB He ce perku. Kaj HajromemMumor Opoj KeHH
nepBukanauTe XI1B nH(peknum ocraHyBaaT acCHMIITOMATCKU M MUHJIMBH, B HE MOXKE J1a ce
NETEeKTHPaaT HUTY CO HAJOCETIUBUTE METOMIM, Kao IITO € MeTopaTta GAA (gene amplification
assay). Mcroro Baxm u 3a Bucoko-puznyHute XIIB, mTo Bogu [0 3aKiaydyok pAeka
HaJrOJIEMHUOT JIeJl Off CYOKJIMHUYKHATE MH(EKIUH HEe Ce PU3MK 3a pa3BOj Ha LEpBHUKAJEH
KapLMHOM, TYKY €Ka MMYHOHEKOMIIETEHTHHOT OpraHu3aM OBO3MOXYBa NEP3UCTEHIIMja Ha
BHUPYCOT, IITO € CYLITHHATa Ha CHJIHATA ACOLMPAHOCT CO NMPEKAHLUEPO3HUTE LEPBUKAIHU
JI€3UN.

[Tep3ucrentnara XIIB nHdekuja co BACOKOPU3NYHY TUIIOBYU € CUJIHO acCOL[MpaHa co
Pa3BOjOT Ha IUIAHOLEYJIapEeH KapIMHOM Ha IIEPBUKCOT Ha MaTKaTa, JApUHKCOT U
¢hapuakcoT (Braakman et al., 2004), BynBaTa, anycoT (Carter et al., 2001) n merucort (Ferreux
et al., 2003).

HMmynnot oprosop nporus XIIB BoriaaHo ce JOKK Ha KIETOYHUOT UMYHUTET, O€3 OriIe]
fany Ke ce HajiaT Ha LEepBUKAIHUOT MyKyC BO M okody ne3ujata Wrl unu UrA anturena
IpOTUB aHTUreHcKuTe ppakuuu. [Tocne HaBneryBamweTo Ha XIIB Bo enurenHaTa KieTKa u
pennukanujata Ha BupanHata [IHK, cnenu npe3enTanujata Ha aHTUTEHUTE HA MeMOpaHaTa
Ha WH(}pUIUpaHaTa KJIeTKa, ICTOBPEMEHO €O Jlauekke Ha nHTepdeponn tun I (anda u 6eTa)
KOM TNpEeAn3BHKYBaaT TaKCHja Ha aHTUIEH-TIPe3eHTHpaukuTe KiIeTku. Ha oBa pearmpaar
AQHTUTEH-TIPE3EHTUPAUYKUTEe JUMQOLUTU, KOU BO PErMOHAIHUTE JUMQHU ja3nu ja
NPOOIXKYBaaT BepIKHATA MIMYHA peakiyja co nHayKropckute T-mumornutu (CD4+), kou

ro npemno3HaBaaT aHTUTEHOT BO BUJ Ha IENTUA acouupaH co Monaekyaure of Il kimaca on
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MHC (TymMopckuTe KJIETKH He mpe3eHTHpaaT Mmoisekynu kmnaca II om MHC, Tyky camo
UH(UIMPaHUTE KIIETKHN Kaj KOW He ce cydnsia HeommacTuuHa nmpomena!). Op ipyra cTpaHa,
uHUIMpaHaTa KJETKa, IOJ BiIMjaHHE Ha WHKopnopupaHata BupanHa [HHK, naum
OUTOKMHUA CO WMMYHOCYIPECHUBHO [I€jCTBO M LHMTOKMHHM CO HMHAYKTOPCKO J€jCTBO Bp3
cynpecopuute T-mumdonunTtu.

Bo pernonanauTe nuM@HHM ja3iin ce ClIyyyBaaT UCTOBPEMEHO MOBEKE peakIy - aHTUIEH-
NpEe3CHTUPAYKUTE KIJIETKU JladyaT UHTepgepoH anda u HMHTEpiAeyKuH 12, co IITO ce
cTUMyJinpa mnpoJudepanrjaTa ¥U LUUTOTOKCHMYHO J[I€jCTBO HA LMUTOTOKCHYHHUTE T-
aumconuT, Makpodgarure n Ha HK-knetkure (rojsemu rpaHynupanu JTUMQOIUTH), KO
MOYHYBaaT Ja MUTpUpaaT KOH Jie3WjaTa, a UCTOBPEMEHO CE€ BKJy4yBa U XyMOPAJIHUOT
UMYHHUTET - C€ CO3[jaBaaT MeMopHpauku Jumdouutn crnenuduyau 3a aHtureHute E2
(CD4+), E6 m E7 (CD8+) ma XIIB. Ha oBOj HauWH ce TOCTHTHYBa TpBaTa IEJd -
JOKanu3upame Ha HMH(peknujata. AHTHTENaTa KOH INPETXOAHO HABEEHUTE AHTUTEHU
(kmaca Url' 1) um acucThpaaT Ha MEXaHM3MHTE Ha KIETOYHATA IUTOTOKCUYHOCT CO
OICOHM3alMja Ha WMH(UIUPAHUTE KIETKU, HAa TOj HAauuH OBO3MOXKYyBajku uMm Ha HK-
kinerkute (mpe3zentupaar CD56 m CDI16 peuentopu 3a Bp3yBame Ha TapreT KJeTKa
ornconm3npana co Url III) murorokcnyeH edeKT MpeKy er3onuTo3a Ha TPaHyJd U TPEKy
TpaHCMEMOpPAHCKU CUTHAJIM3UpPAHA allonTo3a.

EJII/IMI/IHaHI/IjaTa Ha JIe3I/IjaTa, OJHOCHO CIIOHTAHOTO H3JICKYBAKC CE IIOCTUTHYBA Ha
CJIICTHUOT HAaYMH: aKTUBUPAHUTEC HATOTOKCUYIHU UMAAT IBaA MEXaHU3MU HA )lejCTBOI

1. erszoumTo3a Ha rpaHyiu NpeKky nepoOprHM, MPEeU3BUKYBajKU OCMOTCKH AucOasaHc,
a W TPEeKy CepWH ecTepa3uTe (TPaH3MMH), KOW CO CEYIITe HEMO3HAT MeXaHW3aM
unnyuupaat aerpaganuja Ha JTHK. Teopunte 3a HUTOTOKCHYHOTO JAEJCTBO NPEKY
TUM(OTOKCUHUATE U MPOTEOTTMKAHUTE CE CEYIITE JUCKYTaOUITHMU.

2. TpaHCMEMOpAHCKM CUTHAJIM3MpaHA amnolNTo3a: AaKTUBUPAHUOT LUTOTOKCHYEH T-
aUM@OLUT NMPE3EHTUPA HA CBOjaTa MeMOpaHa MOJIeKyJa-Turasy 3a Pac-penentopoT
Ha MeMmOpaHaTa Ha WHQUIUpaHaTa KJETKa, a HUBHATAa WMHTEpaKklyja TeHepupa
CUTHAJ KOj IOBEIyBa JI0 anonTo3a

3. makpodarure u HK-kneTkure noroa ro 4ncrat KIIETOYHUOT JIeOpuUc

XIIB 1NO3UTHBHUTE HEOIUIa3MH HMMaaT 3rojieMeHa €KCIpEecHja Ha BUPATHU OHKOTE€HHU
nporenan E6 u E7. XIIB E7 nporemHOT BileryBa BO MHTEpakiyja cO peTHHOOJIAacTOMA
IPOTEUH PEryjaTop Ha KJIETOYHHOT LMKIyc, pRb, Ha TOj] HAaUMH OBO3MOXKYBajKM MM Ha
UH(pUIUpaHUTe KJIETKM BJIe3 BO CHHTeTHYKaTa pa3a oOf KIETOYHHOT LMKIyc. 3a
OTIIOYHYBal€ Ha KaHIleporeHe3ara € moTpeOHa KOHTHHyupaHa ekcnpecuja Ha E6 u E7
IpPOTEUHUTE, KOM OHAejKu ce Off BUPYCHO IIOTEKJIO, ce WjeajlleH Taprer 3a
UMYHOCTUMYyJIHMpauyka Tepanuja. [locrojaT mopaTonmu KoM yKaxkyBaaT jeka MoOXe [a
NOCTOjaT CyOKNIMHUYKY MH(peKnnu (MoxeOH MmoajgekBaTeH TEPMUH € KOJIOHW3alyuja) U Co
BucokopusnyeH XIIB kom TpaaT men XKMBOT, Ma ako HE INOCTOM MOMEHT Ha KMyHa
AMcperynanyja, Toraml M Jie3djaTa HUKOraml He OM ce OTKpWia M THOKpaj PEelOBHHUTE
KOHTPOJIM CO HAjOCETJIMBUTE METOMAM Ha jerTekuuja. Ha mpamameTo KONKy € JaTeHTHUOT
nepuop of npeHecyBawe Ha XIIB no MmanudecTHa ne3uja pa3MucinyBamara ce pa3jiuyHu U
YecTO MaTH CIPOTHBHHU, a C€ BO PAHrOT Off €€H Mecel] A0 IMOBEKEe JIeCeTULU TOHAMHH.
CnpoTuBHO Ha OBa, (PaKTOT IITO HAJAETEKTUOWIHMU C€ JIE3UHTE Kaj PEJIaTUBHO MJjafaTa
nonyJanuja, Hak yKaxyBa flekKa ako 110 IPEHECYBalkbeTO HE Ce pa3BHe Jie3uja 3a PEIaTUBHO
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6p30 BpeMe, Toraml pU3WKOT 3a HAacTaHyBame Ha JOIHA IIepBHKAajHA Jie3uja Off MCTOT
NpeHecyBame € 0CTa MaJl.

CeymiTe ce AUCKYyTaOWIHM TEOPUMTE 3a MMyHaTa AKMCperyjanyja Kaj OHHE IpeKaHIEepo3u
KOM HporpeaupaaT BO KapUUHOM: WH(ULIUPAHUTE KIETKH HE TO Ipe3eHTHpaaT Ko-
CUTHAJU3UPAuYKUOT Monekya B7 3a purorokcuunute T-nmumdouuTn, Teopujata Ha
aHTUTeHCKa Moflynanyja (Kako pe3ysiTaT Ha ajfiekBaTeH UMYH OArOBOp jioara jo ryoeme Ha
AHTUTEHUTEe Ha WH(QUIMpaHaTa KIEeTKa TMOpagd EHJOIUTO3a - OTHYIITamke Ha
MeMOpaHCKMOT KOMIUIEKC BUpaJieH aHTUTEH - aHTUTENO, Ma OfpelicH BPEMEHCKHU MEePHOf
uctata WH(QUIMpPaHA KJIeTKa He WHAyIHpa WMYH OJTOBOp), MMYHOCYNpecuja TMOpamu
BUpPAJTHUTE TUTOKNHU, UTH.

He nmocrojat HaunHu Ha IpeBEHIMja HA LIEPBUKAJHUTE, BYJBAPHUTE, AaHATHUTE, JJTApUHI€AlI-
HuTe 1 opodapunreannute XI1B ne3un co xemoTepanuja, na 3aToa UCIATYBAYUTE IIUPYM
CBETOT HE BpLIAT ITOBEKE CTYAUMN CO XEMOINPEBEHIIM]a.

Bo opmHOC Ha TepamnmjaTa Ha JIE3WHMTE, BO 3aBHCHOCT off THNOT Ha XIIB (BHCOKO wmim
HUCKOPM3WYCH) a M cropef rpaaycotr ox PAP HaopgoT, mocTojaT moBeKe MOJATUTETH -
Podophyllotoxin kako 0.15% xpem mnum 0.5% pactBop (HuBO Ha joka3 Ib, A), Imiquimod
Kako 5% kpem (HmBO Ha qoka3 Ib, A), moroa Murepdepon Gera rem 0.1 million 1U/g,
TPUIXJIOpOAlleTHA KHUCENWHA, KpHoTepamnuja, enekrpokayrepu3anuja (Ib, A) / macepcka
eBanopanuja (IIb, B), kupeTaxka, a BO TOHOBO BpeMe M BaKIIMHUTE KOW COIPKAT BUPATHU
naptukiu 6e3 Bup3iaHa [JJTHK (DNA-free viral particles).

Ilocne moBeKe HeEyCHEIIHW KJIWHUYKU CTYAMH CO L€ IOCTATHYBaWk€ Ha IO3UTHUBEH
Tepanucku edekT Ha aHTHOKcumaHcute - B-kaporeH (Kristin A. Keefe, Michael J. Schell,
Cheryl Brewer, Michael McHale, Wendy Brewster, Julia A. Chapman, G. Scott Rose, D. Scott
McMeeken, Westley Lagerberg, Yei-Mei Peng, Sharon P. Wilczynski, Hoda Anton-Culver, Frank
L. Meyskens and Michael L. Berman), ackopOuHcka 1 (pojiHa KHCeINHA, JUKOMNEeH, MOCeOHO
uu 3aeaHo Bo komOuHanuja (Efficacy in treatment of subclinical cervical HPV infection without
intraepithelial neoplasia: systematic review; Instituto Fernandes Figueira, Fundagdo Oswaldo
Cruz, Rio de Janeiro, Brazil, indexed for Medline, LILACS, Excerpta Medica) Bo TpeTMaHOT Ha
MaHugecTHa neppukanta XI1B ne3uja npegu3Bukana off BUCOKOPU3UYEH THII, KOHEYHO CE
1ojaBMja CTy[UU, KOU OKaXyBaaT (paBOpaOWIIEH TepanmuCKN YUYMHOK HAa NMOBEKE aKTUBHU
MAaTEpUU CO UMYHOCTUMYJIATUBEH €(PEKT:

e ExkcrpakT op Coriolus versicolor (Mycology Research Laboratories Ltd (500 mg/tablet).
Jose Silva Couto and Daniel Pereira da Silva, Cervical Pathology Unit, Portuguese
Institute of Oncology, Coimbra, Portugal, 20th European Congress of Obstetrics and
Gynaecology 2008) nokaxka 72% perpecuja Ha LSIL me3uute cnopeneHo co 45%
ninane6o, kako u 90% perpecuja Haogot of XIIB Tunusanumjata cnopeno co 8,5%
mianeoo.

e KOoMOMHalUjaTa Ha EKCTPAKT O]l aloe Bepa, MPONoJauc M [-uHTepdepoH, co
KOMIIJIEKCEH MEeXaHW3aM Ha JIejCTBO, KOj ondaka aHTUOAKTEPUCKO, aHTU(PYHTAIIHO,
QHTUBHUPAJHO, AHTHUOKCHJAaTUBHO,  AHTUKAHUEPOTr€HO, TPOMOOJIHUTUYKO U
MMYHOMOJIYJIATOPHO JiejcTBO Bp3 Jie3ujaTa (Bosn J Basic Med Sci. 2006 Nov;6(4):79-
84, PMID: 17177657 [PubMed - indexed for MEDLINE)).

e HwmyHotepanuja co ynrpadunTpat of xymanu seykouutu (H. Spitzbart, U.B. Hoyme,
Department of Obstetrics and Gynaecology, Frauenklinik, Erfurt, Germany, Infect. Dis.
Obstet. Gynecol. 8:120-123, 2000. © 2000 Wiley-Liss, Inc.) mokaxka HeraTuBu3aImja Ha6
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HaopoT opg XIIB PCR tunuzanuja Bo 88,7% op ucnuTaHuyKuTE 32 6 HElenn, JofeKa
kaj ocranature 11% ce qoOu HeraTuBM3alja 1Mocie BropaTa afMUHUCTpaIH]ja.

e A-007 unrpaBarunazneH ren (Tigris Pharmaceuticals, Multi-Center Phase Il Clinical
Trial of A-007 in Patients with High-Grade CIN and Invasive Cervical Carcinoma St.l) -
kaj 77,78% opn mNalMeHTKUTe € TMOCTUTHAT KOMIUIETeH OfAroBop, kKaj 11,22%
napuujanes, 11% 6e3 ogrosop.

e HMupon-3-KapOuHoun - mokaxa JO3HO-3aBUCEH Tepanucku yuuHoK Bp3 XIIB ne3uurte
Bo moBeke cryauu (" Inhibition of Polycyclic Aromatic Hydrocarbon-Induced Neoplasia
by Naturally Occurring Indoles,” Wattenberg, L. W. & Loub, W. D., Vol. 38, Cancer Res.,
1410-1413, (1978); Grubbs C. J. et al., "Chemoprevention of Chemically-Induced
Mammary Carcinogenesis by Indole-3-Carbinol,” Vol. 15, Anticancer Res., 709-716,
(1995); Newfield et al., "Estrogen Metabolism & Human apillmavirus-Induced Tumors of
the Larynx: Chemo-Prophylaxis with Indole-3-Carbinol,” Vol. 13, Anticancer es., 337-341,
(1993)

ba3upanu Ha pe3ynaTaTuTe Off MHOTY CTY[UA KOU IO UCHOUTYBAJE JIE€JCTBOTO HA HEKOJIKY
aKTUBHM MaTEpUU €KCTaxupaHu of OejiaTa MMena, KAaHTApUOHOT, ajJOE€TO U MPOIOJIHUCOT
(JIeKTUH, BUCKOTOKCHH, PYTWH, KBEPIETHH, MPOAHTOLUjaHUIUHU, ajloe-eMeJINH, alioe-
OapbanonH, akalleTHH), a M BOJAEHU Of] MOBeKe J0Opo MOKyMeHTHpaHu ciydau Ha XIIB
JIe3UM YCHELHO TpeTupaHu co Bapymun 1 u 2 pacTBopuTe, BO COIJIACHOCT CO M3[aAEHOTO
(hapmakonomko Muciewme u (purodapMakoliomikaTa JOTHKA, CE OJIyYuBME fa IO
CIpOBeJiIeME OBa KJIMHUYKO UCITUTYBAKE.
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PAIIMOHAIIE 3A OJPX/IMBOCTA HA XHUIIOTESATA 3A MOXEH
TEPAITMCKU E®EKT HA NCITMTYBAHOTO CPEJCTBO BO KOMBMHAILINJA
CO CTAHIAPOHMOT BUTAMHNHO-AHTHUOKCUIOATHUBEH TPETMAH HA
BUOJIOIIKU (PCR) JOKAXAHA XI1B MH®EKIMJA O] BUCOKO PUSNYEH
TUIT CO NI BE3 BUOIICUCKHN TOKAXKAH CIN I

Bo nmoHaTaMOIIHUOT TEKCT I'M U3HECYBaMe NOBAXKHUTE €(PEKTH Ha aKTUBHUTE MATEPUU Of
KOM CE€ COCTABEHU PACTBOPUTE HA MCHUTYBAHOTO CPEJCTBO, HOCUTENIH Ha (PU3UOUIUTETOT
Ha HalllaTa CTyjyja, CIope]] HUBHOTO (papMaKOIMHAMCKO JI€JCTBO.

OAPMAKOIMHAMCKO JEJCTBO HA AJIOE

Bo moceramnuTe WH BUBO M MH BUTPO MCIIUTYBamba JOKAKAHO € JIAKCATHBHOTO JIEjCTBO Ha aJlOETO,
KO€ Ce JIOJDKH Ha aHTPaHOWIHATA TJIMKO3UIHA COAPIKUHA, OJTHOCHO Ha MPHCYCTBOTO HA aJIOWH A U
b (Robbers JE, et al. Pharmacognosy and pharmacobiotechnology. Baltimore: Williams &
Wilkins; 1996). TI'muko3uaute ce MeTaboiM3HMpaaT CcO TMOMOII Ha TIIMKO3WAa3aTa BO IPEBHATa
¢dopa 10 aKTMBHM aHTPOHH, KOM TO 3rOJIEMyBaaT MOTWJIMTETOT Ha Je0EIOTO IPEBO MPEKy
naxubunyja Ha Ha+/K+ mymmara w XJIOpHUTE JOHCKM KaHAIHM, J0JIcKa 3roJIeMyBameTO Ha
CeKpeljaTa ce JOJDKM Ha CTUMYJalldja Ha MPOJYKIMja Ha MyKO3a M Ha XJIOpHATa jOHCKa
CeKpeluja.

JloOueHnoT aHTUUH(IAMaTOpeH e(PeKT BO WH BHUBO CTYJIUHTE Ha CTAOPIHU CE TMOKaXalo JeKa €
J03HO 3aBUCEH - alloeTO HMMa HHXHOUTOpPEeH e(eKT Ha OCI000IyBaHmETO HA XHCTaMUH O]
MIEPUTOHEATHN MACTOIUTH Kaj CTA0OpEll, MHAYIIMPAHH CO aHTHTEH.

Bo un Burpo crymuure Ha Chung 1996, Shin 1997 u Joanne Barnes 2002, nokaxaH e
CYNpUMHUPAYKU e(EKT Ha all0e-€MOJMHOT BP3 THPO3HH KHMHA3HATA aKTUBHOCT HA KaHIIEP KICTKUTE
KOMW MMaar 3royieMeHa excripecrja Ha XEP 2 pernenropor.

Bo un BuBO cryauure Ha Ghannam 1986, Al-Avadi 1985 u Joanne Barnes 2002 nmokaxaH e
XUTIOTJIUKEMHUYCH e(PEeKT Kaj aIOKCaH-TUja0CTUIHY TIYBIU U T1jaOCTUYHU CTAOPIIH.

Bo MH BUTpPO CTyauuTe [OOK&)KaHO € aHTHMHUKPOOHOTO JI€jCTBO Ha anoe-0apOaiowH Bp3:
Mycobacterium tuberculosis (MUK = 0.125 mg/ml), Bacillus subtilis (MUK = 0.25 mg/ml),
Helcobacter pylori (mo3Ho-3aBucHa wuHXHOUIMja), 4 COEBH HAa METHIMINH-PE3UCTEHTHU
Staphylococcus aureus.

3a anoe-eMOIMHOT € JOKaXaHO IAMPEKTHO BHPYLUAHO ACjCTBO KOH clieHMBE BHpycu: Herpes
simplex virus tun 1 u 2, Varicella-Zoster Bupyc, Influenza Bupycu.

Bo JlekemBprckoro m3manue 1991 na Antimicrobe Agents Chemother 1991 Dec; 35(12):2463-6;
o0jaBeHa e uH BUTpoO cryaujata Ha Sydiskis RJ, Owen DG, Lohr JL, Rosler KH, Blomter RN
(Department of Microbiology, University of Maryland, Baltimore 21201) Bo koja e JOKaxaHO
BHPOCTATCKOTO JICjCTBO Ha ajioe eMoauH Bp3 herpes simplex virus type 1 u type 2, varicella-zoster
virus, pseudorabies virus, influenza virus, adenovirus u rhinovirus, mpeky awiIyn#ja BO anoe
€MOJIUH 32 Bpeme o1 15 MuH Ha 37°C. Ucrara CTyJ¥ja MOKa)XyBa U CUJIHO MH BATPO BUPOCTATCKO
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JICJCTBO Ha aHTpaxuHOHHMTE ekcTpaxwpanu oJ Rheum officinale, Aloe barbadensis, Rhamnus
frangula, Rhamnus purshianus n Cassia angustifolia Bp3 herpes simplex Bupycot tum 1.
HajHoBuTE HcnuTyBama cyrepupaaT Ha MMYHOMOJYJIAOpEH M aHTHHEOIUIaCTUYEH e(PeKT Ha
aleMaHaH, aJoepuAnuH U Au-2-eTwi-xekcmi-gramator (Zhang L, Tizard IR. Activation of a
mouse macrophage cell line by acemannan: the major carbohydrate fraction from Aloe vera gel.
Immunopharmacology. 1996 Nov;35(2):119-28.; Lee JK, Lee MK, Yun YP, Kim Y, Kim JS, Kim
YS, et al. Acemannan purified from Aloe vera induces phenotypic and functional maturation of
immature dendritic cells. Int Immunopharmacol. 2001 Jul;1(7):1275-84.; Pugh N, Ross SA,
ElSohly MA, Pasco DS. Characterization of Aloeride, a new high-molecular-weight
polysaccharide from Aloe vera with potent immunostimulatory activity. J Agric Food Chem. 2001
Feb;49(2):1030-4. Lee KH, Kim JH, Lim DS, Kim CH. Anti-leukaemic and anti-mutagenic
effects of di(2-ethylhexyl)phthalate isolated from Aloe vera Linne. J Pharm Pharmacol. 2000
May;52(5):593-8.)

3a eMOMHOT ce JoKaxka Jieka nHXuOupa KieToyHa npoaudepanyja 1 UHAYIApa anonTo3a
BO MH BATPO KYJITypa Ha XyMaH! KIIETOYHM JIMHUU Off XEHATOLEyJIapeH KapIUHOM, IIPEKY
p-53 u p-21 curnamuaure natumra (Kuo PL, Lin TC, Lin CC. The antiproliferative activity of
aloe-emodin is through p53-dependent and p21-dependent apoptotic pathway in human hepatoma
cell lines. Life Sci. 2002 Sep 6;71(16):1879-92). AHTHOKCHIAHTHOTO ¥ aHTHHH(IAMATOPHOTO
JIejCTBO Ha €KCTPAKTUTE Ha ajloe To NOTBPAM U cryaujaTa Ha Yagi A, Kabash A, Okamura N,
Haraguchi H, Moustafa SM, Khalifa TI. Antioxidant, free radical scavenging and anti-
inflammatory effects of aloesin derivatives in Aloe vera. Planta medica. 2002 Nov;68(11):957-60,
lofleka TOofaTonuTe 3a ymoTpebaTa HA EKCTpaKTH Off ajoe TMpu TpeTMaH Ha
MOCTUPAINjallMOHNOT paguofiepMaTuT ce muckyrabuiaau (Heggie S, Bryant GP, Tripcony L,
Keller J, Rose P, Glendenning M, et al. A Phase Il study on the efficacy of topical aloe vera gel on
irradiated breast tissue. Cancer Nurs. 2002 Dec;25(6):442-51.; Olsen DL, Raub W, Jr., Bradley
C, Johnson M, Macias JL, Love V, et al. The effect of aloe vera gel/mild soap versus mild soap
alone in preventing skin reactions in patients undergoing radiation therapy. Oncol Nurs Forum.
2001 Apr;28(3):543-7.;  Williams MS, Burk M, Loprinzi CL, Hill M, Schomberg PJ, Nearhood
K, et al. Phase Il double-blind evaluation of an aloe vera gel as a prophylactic agent for
radiation-induced skin toxicity. Int J Radiat Oncol Biol Phys. 1996 Sep 1;36(2):345-9.)

Cera ce BepyBa JieKa HeKOM oOfi (paBopaOunHuTe €(PEeKTH Ha ajoeTO PE3YyIATHpAaT Of
nHXuOMIMjaTa Ha OpaJUKMHUHOT, IPEKy IPUCYCTBOTO Ha KapOOKCHIIENTHAAa3aTa BO
ekcTpakToT. Ce cMeTa fieKka ajoeTo ja cTUMyiaupa popmanyjaTa Ha TPOMOOKCAH, BaXXeH 3a
3apacHyBameTo Ha panu (Foster S, et al. Tyler's Honest Herbal: A Sensible Guide to the Use of
Herbs and Related Remedies. New York: Haworth Herbal Press; 1999). Anemanas,
KapOoxuapaTHa Qpakiuja IepuBHpaHa O] JIUCTOT, ja CTUMYIIMpa MPOAYKIMjaTa Ha [IUTOKUHU Ha
Makpogarsa kieTouHa uHuja Kaj raysiwm (Zhang L, Tizard IR. Activation of a mouse macrophage
cell line by acemannan: the major carbohydrate fraction from Aloe vera gel.
Immunopharmacology. 1996 Nov;35(2):119-28.), a u ©Ma WHXHOMTOPHA MMYHOMOIyJIUpadKa
aKTUBHOCT CO MHAyLHpame Ha marypanujata Ha aenaputunynute kietku (Lee JK, Lee MK, Yun
YP, Kim Y, Kim JS, Kim YS, et al. Acemannan purified from Aloe vera induces phenotypic and
functional maturation of immature dendritic cells. Int Immunopharmacol. 2001 Jul;1(7):1275-
84). AnoepuorT, nak, € MOTEHTEH UMYHOCTHMYJIATOP, MPEKY MEXaHM3aM Ha TojadyBame Ha NF-
kappa B — akruBrocTa (Pugh N, Ross SA, EISohly MA, Pasco DS. Characterization of Aloeride, a
new high-molecular-weight polysaccharide from Aloe vera with potent immunostimulatory
activity. J Agric Food Chem. 2001 Feb;49(2):1030-4.).
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co nnu 6e3 omoncucku nokasxkaH CIN I

IpeaynpenyBame - MujektubunHara ¢popma Ha ajioe Bepa, Koja ce MpUMEHyBallle Kaj 3a00seHu
O] KapIIMHOM, Pe3yJITHpaIIe cO HeKOJIKy er3utycu. [IpaBmnoro Ha ®JIA e neka amoe He Tpeba aa
ce kopucth Kako yiakcatuB - FDA. Status of Certain Additional Over-the-Counter Drug Category
IT and III Active Ingredients. Accessed July 25, 2008 http://www.fda.gov/ohrms/dockets/98fr
/050902a.htm

Hecakanu nejcTBa

TonukanHaTa agMUHHCTpalldja Ha ajoe Bepa ren e Oe30emna. Jlo cera, He ce NpelU3UpPaHU
TOYHUTE TOKCHMYHH JI03H BO OJHOC Ha Tupouanara auchynmuja (Pigatto PD, Guzzi G. Aloe linked
to thyroid dysfunction. Archives of medical research. 2005 Sep-Oct;36(5):608), akyTHHOT XenaTuT
(Rabe C, Musch A, Schirmacher P, Kruis W, Hoffmann R. Acute hepatitis induced by an Aloe
vera preparation: a case report. World J Gastroenterol. 2005 Jan 14;11(2):303-4) wu
nepuornepatuBauTe KpBapemwa (Lee A, Chui PT, Aun CS, Gin T, Lau AS. Possible interaction
between sevoflurane and Aloe vera. Ann Pharmacother. 2004 Oct;38(10):1651-4).

HNHTepakuum co JIeKoOBH

[Tpu opasiHa aTIMUHHCTpALIKja MOXKE Ja C€ CIy4aT CIeTHUTE €PeKTH O] JOCEeTa UCIIUTAHOTO:
Lay0ypuna - anmoeto MoXe J1a IO MOTEHIIUPA XUITOTJIIMKEMUYHUOT e(heKT

Juypernum 1 JIMrOKCHH - aUTUBEH XUIIOKATMEMUUYEH €EKT, OPAIU JAKCATUBHUOT €(PEKT aKko
ce KOPHUCTH JI0JIT0 BpeMe

[Tpu noBpIIMHCKA arIMKaIHja:
XHIPOKOPTHU30H - AIUTUBEH aHTUMH(IaMaTOpeH e(eKT
CeBo(uypaH - aIUTUBEH aHTUKOATYJIAHTEH €(EeKT

OAPMAKOJINHAMCKO JJEJCTBO HA VISCUM ALBUM (BEJIA UMEJIA)

Konerute onm HucturyToT 3a dapmakosoruja Bo u3nanaeHoTo MDapMakoJIONMIKO MHUCICHE 3a
UCIIMTYBAaHOTO CPEACTBO YKa)KyBaaT Ha CUTHU(MKAHTHA IIATOTOKCUYHA aKTUBHOCT (BO in Vitro u in
vivo crynuute Ha Khwaya 1980, 1986, Evans 1973, Konopa 1980, Hulsen 1987, Joanne Barnes
2002). TloTeHIUpaHO € AHTUTYMOPCKOTO JI€jCTBO HAa TYMOPCKH MOJETH Ha TiyBIH, JlyncoB
KaplMHOM Ha 0eu ApoOOBH Ha CTaOpIH, aaeHokapirHoM Ha koyioH 38 u C3H ameHokapuuHOM Ha
J0jKa, Kako W mpu JTUMQOOJIaCTHA JICyKeMHja PE3HCTEHTHAa Ha MeETOTpekcar u 1urapadun. Ce
CMeTa JeKa aHTHUTYMOPCKOTO JCjCTBO CE JOJDKM HAa aMHHOKHCEIMHHTE COJpKaHW BO Oenara
uMela Jia ja oJp)KyBaaT KIeTovHaTa nudepeHnujanuja. Bo geceramnHara mpakca eKCTPaKTHTE O]
Oenata MMella ce KOpHCTea 3a IMOMOIICH TPEeTMaH Ha apTPHUTHC, XCTIATUTHUC, CHJIA, XUIIEPTCH3H]a,
celanyja, MMyHa CTUMYJIalija ¥ HeOIIa3MH.

VIMyHOCTHMYJIATUBHOTO /I€JCTBO € JJOKa)KaHO BO 1N VIVO CTYJMMTE Kaj TIyBIIH, a CE€ OJTHECYBA KaKo
Ha XyMOPaJIHHOT, TaKa U Ha KJIETOUHUOT UMyHUTET. [lonucaxapuanure ppakunu Ha OenaTta uMmena
ja TIpPOJIOHTHpaaT M CYNpHUMHUpPAaT XMIEPCEH3UTHUBHATA peaklyja HMHAYLHMpaHa O] €r30reHHuTe
CTHUMYJIATOPH, TpPH WMYHOJIOIIKA CTHUMYJaldja BKIYYeH € MOHO(AromuTHUOT CHCTEM, a
MMYHOCTUMYJIATUBHUOT €(eKT € JMHEapHO 3aBUCEH O]l KOJIMYMHAaTa Ha aJAMHUHUCTPUPAHUOT
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exctpakT (Bloksma 1982, Coeugniet 1987, Joanne Barnes 2002). 3a nextunoT on Viscum album
MOKAXKaHO € JIeKa TO MPEBEHUPAa BUCKOTOKCHH M AJEPreH HHAYIUPAHOTO OCI000IyBame Ha
xuctaMuH o xymanute seykouutu (Luther 1974, 1977, Ziska 1978, Franz 1981, Joanne Barnes
2002). JlektuHHUTE ja MHAyLUpaaT MakpodarsHara HUTOTOKCHYHOCT, (aromurosara, moroa ja
3rojieMyBaaT IuTOKMHCKaTa cekpenrja uH BuBo (TNF-alpha, IL-1, IL-2, IL-6) u ja 3romemyBaar
IIUTOTOKCUYHOCTA BP3 pa3HU HEOIUIACTHYHH KieTouHH JTuHuK uH BUTpo (Kleijnen J, Knipschild P.
Mistletoe treatment for cancer: Review of controlled trials in humans. Phytomedicine 1994;1:255-
60., Goebell P, et al. Evaluation of an unconventional treatment modality with mistletoe lectin to
prevent recurrence of superficial bladder cancer: a randomized phase II trial. J Urol. 2002
Jul;168(1):72-5., Mengs U, Gothel D, Leng-Peschlow E. Mistletoe extracts standardized to
mistletoe lectins in oncology: review on current status of preclinical research. Anticancer Res
2002;22:1399-407., Steuer-Vogt MK, et al. The effect of an adjuvant mistletoe treatment
programme in resected head and neck cancer patients: a randomised controlled clinical trial. Eur J
Cancer 2001;37:23-31). XunoTeH3uBHUOT €(EKT ce CMeTa JeKa ce JOJDKM Ha MPHCYCTBOTO Ha
aneTuiIXonuH, xuctramuH, ['ABA, TupamuH u ¢iaBoHH.

Bo Mopero Ha HOBHM CTyIWM W 3aKIIy4OIld HUE K€ T'M HMCTAaKHEME caMO OHHE CO Hajmobpa
METOI0JIOTHja Ha U3BEyBambe:

In vitro n cTyauu Ha KJIETOYHM KYJITypH: JOKakKaHa € CTYMWJIAlMja Ha OCIO0O0IyBameTo Ha
pasnuyHu nUTOKUHU of Jumdonuture (Duong Van Huyen JP, Delignat S, et al. Comparative
study of the sensitivity of lymphoblastoid and transformed monocytic cell lines to the cytotoxic
effects of Viscum album extracts of different origin. Chemotherapy. 2003;49:298-302.),
CTHMYyJIaIlfja Ha OCJIO00IYyBakETO HA CyNepoKcHaeH aHjoH oa HeyTpopwmmute (Franz H, Ziska P,
Kindt A. Isolation and properties of three lectins from mistletoe (Viscum album L.). Biochem J.
1981;195:481-484., Olsnes S, Stirpe F, Sandvig K, Pihl A. Isolation and characterization of
viscumin, a toxic lectin from Viscum album L. (Mistletoe). J Biol Chem. 1982;257:13263-13270.),
sronemeHa npoaykmnujata Ha T-xenmepu-CD4+ u monouut (Luther P, Sehrt I, Bergmann KC,
Reutgen H. Allergy and lectins: action between IgE-mediated histamine release and glycoproteins
from Viscum album L. (mistletoe). Acta Biol Med Ger. 1978;37:1623-1628., Cocugniet EG, Elek
E. Immunomodulation with Viscum album and Echinacea purpurea extracts. Onkologie. 1987;10(3
Suppl):27-33.), nymmupame Ha TMOIBMKHOCTA MepeHa BO aucraHna Ha T-rmMdorurure-CD4+
(Timoshenko AV, Gabius HJ. Efficient induction of superoxide release from human neutrophils by
the galactoside-specific lectin from Viscum album. Biol Chem Hoppe Seyler. 1993;374:237-243.),
akTuBanuja Ha NK KkieTkuTe n moBeke o] IBOJHO 3roJieMyBame Ha IpaHyJIOIHMTHATA (harouuTHA
aktuBHOCT (Stettin A, Schultze JL, Stechemesser E, Berg PA. Anti-mistletoe lectin antibodies are
produced in patients during therapy with an aqueous mistletoe extract derived from Viscum album
L. and neutralize lectin-induced cytotoxicity in vitro. Klin Wochenschr. 1990;68:896-900. , Stein
GM, Berg PA. Evaluation of the stimulatory activity of a fermented mistletoe lectin-1 free
mistletoe extract on T-helper cells and monocytes in healthy individuals in vitro.
Arzneimittelforschung. 1996;46:635-639., Fischer S, Scheffler A, Kabelitz D. Oligoclonal in vitro
response of CD4 T cells to vesicles of mistletoe extracts in mistletoe-treated cancer patients.
Cancer Immunol Immunother. 1997;44:150-156.), penapupame Ha PaaHOJIONIKH HACTAHATHTE
omreryBama Ha JJHK Ha monouuTn on mepudepna kpB (Nikolai G, Friedl P, Werner M, et al.
Effect of a mistletoe extract (Iscador QuFrF) on viability and migratory behavior of human
peripheral CD4+ and CD8+ T lymphocytes in three-dimensional collagen lattices. In Vitro Cell
Dev Biol Anim. 1997;33:710-716.), a u3MepeHo € | JeKa 3a aKTUBUpame Ha (arorurosara Kaj
YOBEKOT € TMOoTpeOHa 703a JIEKTUH (JIEKTUHOT € KIacu(pUIMpaH Bo ¢amMuwimjata Ha puOO30M-
nHakTuBUpauku npoteuHu Tum II) u Buckorokcun 0.025 u 20 ng/mL (Klett CY, Anderer FA.
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Activation of natural killer cell cytotoxicity of human blood monocytes by a low molecular weight
component from Viscum album extract. Arzneimittelforschung. 1989;39:1580-1585.). Nma u
crynuu ¢a3za Il xon mak ykaxyBaar JeKa eKCTpakTHTe o1 Oesia uMenia HeMaaT HUKaKoB e(eKT BO
¢daronuTHaTa akTHBanMja Kaj 3apaBu doBeuku cyOjexktu (Mueller EA, Anderer FA. A Viscum
album oligosaccharide activating human natural cytotoxicity is an interferon gamma inducer.
Cancer Immunol Immunother. 1990;32:221-227.), oa kaje Mak HpPOHU3JIEryBa Jieka HE CEKOj
eKCTpakKT oj Oela MMella MMa MCTa akTUBHOCT. Ha mpumep, akTHBHOCTa Ha BHAOBHTE Ha Oena
umena kou pacrtat Bo Amepuka (Phorandendron serotinum, Phoradendron flavescens) ¢ momana
O]l aKTHBHOCTa Ha Oenara mmena koja pacte Bo Kopeja (Viscum album L, var. coloratum), a
HajrojieMa aKTHBHOCT MOKaXXyBaaT EBpoOICKHTE €HIEeMH M TOoa OHHE KOU TMapa3uTHpaaT Ha
jabonkoBo ApBO, O0p wim Aab. Bo Hammor citydaj ce kopuctu Oenla UMelna Koja mapa3uThpa Ha
1ab0BO PBO, OJ1 IOBUCOKUTE Mpeaen Ha benacuma.

Bo moBeke cTyauum Ha YOBEYKM M AHUMAJIHM HEOIUIACTHYHHM KJICTOYHU JIMHUHM € JOKaKaHO
AaHTHHEOIUIACTUYHOTO JIEJCTBO HAa BOJACHUOT EKCTPAKT Ha OeslaTa MMesa, U TOa HAjIIOBEKE 3a BpeMe
Ha GO ¢azara on ximerounnotr MutoTcku nukiayc (Mueller EA, Anderer FA. A Viscum album
oligosaccharide activating human natural cytotoxicity is an interferon gamma inducer. Cancer
Immunol Immunother. 1990;32:221-227., Stein GM, Schaller G, Pfuller U, et al. Thionins from
Viscum album L.: influence of the viscotoxins on the activation of granulocytes. Anticancer Res.
1999;19(2A):1037-1042.). Ce omnwumryBaaT HEKOJKY MEXaHHU3MH Ha JCjCTBO: WHXHUOMIMja Ha
CHHTE3aTa Ha KJIETOYHHM NpoTeuHH of cTpaHa Ha jekTuHoT (Kovacs E. The in vitro effect of
Viscum album (VA) extract on DNA repair of peripheral blood mononuclear cells (PBMC) in
cancer patients. Phytother Res. 2002;16:143-147., Frank U, Engels I, Wagner A, et al. Influence
of mistletoe (Viscum album) extracts on phagocytosis/burst activity of human phagocytes. Eur J
Clin  Microbiol Infect Dis. 2003;22:501-503.), xmacuuHa TpoOrpaMHpaHa amonTo3a Ha
HEOIUTAaCTUYHUTE, HO He W Ha HopMmanHuTe Kietku (Wildfeuer A, Mayerhofer D. The effects of
plant preparations on cellular functions in body defense. Arzneimittelforschung. 1994;44:361-
366.), Op3a wmHakTHBanWja Ha [OJIIMEBHOT amapaT Ha HeomIacTHYHMTE KieTku (Bayazit V.
Cytotoxic effects of some animal and vegetable extracts and some chemicals on liver and colon
carcinoma and myosarcoma. Saudi Med J. 2004;25:156-163.) 1 anTHaHTHOTCH €(EKT HAa BEHCKUOT
ernoren (Van Huyen JP, Bayry J, Delignat S, et al. Induction of apoptosis of endothelial cells by
Viscum album: a role for anti-tumoral properties of mistletoe lectins. Mol Med. 2002;8:600-606.).
Ce cMeTa JieKa o/ ceTa MeIlaBHHA Ha aKTUBHH KOMIIOHEHTH BO BOAEGHHOT pacTBOp oJ Oena nmena,
HajCWJIEH aHTHHEOIIaCcTU4eH moTeHuujan uMa JektuHoT (Dietrich JB, Ribereau-Gayon G, Jung
ML, et al. Identity of the N-terminal sequences of the three A chains of mistletoe (Viscum album
L.) lectins: homology with ricin-like plant toxins and single-chain ribosome-inhibiting proteins.
Anticancer Drugs. 1992;3:507-511.), moroa Buckotokcuuure (Stirpe F, Legg RF, Onyon LJ, et al.
Inhibition of protein synthesis by a toxic lectin from Viscum album L. (Mistletoe). Biochem J.
1980;190:843-845., Bussing A, Suzart K, Bergmann J, et al. Induction of apoptosis in human
lymphocytes treated with Viscum album L. is mediated by the mistletoe lectins. Cancer Lett.
1996;99:59-72.), 3a xou mak e IOKa)xaHo JieKa crpedyBaar neHatypanyja Ha JJHK npu 3arpeBame
(Yoshida T, Zhang M, Chen C, et al. Enhancement of the cytotoxicity of mistletoe lectin-1 (ML-1)
by high pH or perturbation in golgi functions. Pharmazie. 1991;46:349-351.). 3a0enexana e
JI03HO-3aBHCHA AamONTOMYHA AaKTUBHOCT Ha JIGKTHHOT: KoHIeHTpamuja mox 10 ng/mL Hema
anonrondeH edexT, moaeka Bo koHueHTpauuu 10-100 ng/mL ce mocTurHyBa oj mapiygjaniHa 10
KOMIUICTHA arlonTo3a Ha UCIUTyBaHaTa KieTogHa Kyiarypa U-937 Ha yoBeuku npoMononuty (Van
Huyen JP, Bayry J, Delignat S, et al. Induction of apoptosis of endothelial cells by Viscum album:
a role for anti-tumoral properties of mistletoe lectins. Mol Med. 2002;8:600-606.).
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ExcnepuMeHTaHM aHUMaJIHU CTYJIUH: CIIMYHO KaKO M BO MH BUTPO CTYAHMUTE, BO MHOIITBO WH
BUBO CTYAMM HA XHBOTHH € JIOKQ)XKaHO CHJIHO HWMYHOCTHMYJATHBHO M AHTHHEOIJIACTUYHOTO
JIEJCTBO HA JICKTUHOT U BUCKOTOKCHHOT O] Oeyiata nMera.

Bo wucnutyBameTo u3BeneHo Bp3 Wistar riryBIM, Ha KOM €JHOKPaTHO MM € aJMHUHHUCTPUpPAH
WHTPAaBEHCKU JIeKTUH oj EBporickunor coj Ha Oena wummena Bo no3za 0.5 go 1.0 ng/kg,
muToTOKCHYHOCTa Ha NK KIIeTKuTe ce ayrmpaia, a OpojoT Ha KPYNHOKIETOYHHUTE TPaHyIMPaHu
nuMdonUTH TopacHas 3a TP NaTH BO pok of 48 yaca Bo criopeada co koHTpoaHaTa rpymna (Hajto
T, Hostanska K, Weber K, et al. Effect of a recombinant lectin, Viscum album agglutinin on the
secretion of interleukin-12 in cultured human peripheral blood mononuclear cells and on NK-cell-
mediated cytotoxicity of rat splenocytes in vitro and in vivo. Nat Immun. 1998;16:34-46., Seitz W.
The effect of Iscador (Viscum praeparatum M.) on the Walker carcinosarcoma of the rat. Wien
Klin Wochenschr. 1975;87:131-132). Bo wucOuTyBameTO W3BEICHO Bp3 3ajall, HAa KOU
€THOKPATHO TOTKOYKHO MM € aJIMUHUCTPHUPAH JEKTHH 07 EBpPOIICKHOT coj Ha Oena uMmerna BO J103a
025 nmo 1.0 ngkg, 3abenexxana e 3acuieHa nUTOTOKcHMyHocta Ha NK  kieTtkure,
KPYITHOKJIETOYHUTE TpaHyIupaHu JUMGOIUTH U Ha (aromurupaukute rpanyigoruta (Hajto T,
Hostanska K, Gabius HJ. Modulatory potency of the beta-galactoside-specific lectin from
mistletoe extract (Iscador) on the host defense system in vivo in rabbits and patients. Cancer Res.
1989;49:4803-4808.). Bo wucnuTyBameTO H3BEIEHO Bp3 INIYBLUUM CO HHAYLHMpPaH MEJAaHOM Ha
TOPHUTE EKCTPEMUTETH, aJIMHHUCTpUpaH ¢ wuHTpaneputoneanHo ISOREL - nexktun of
EBponcknor coj Ha Oena mmena Bo nmo3a 100 ng/kg, 3abenexaHa € HEKpo3a Ha TyMOpPOT U
3HAYHMTEHA TYMOp pEAyKIhja, Kako M CWJIHA IIUTOTOKCHMYHA akTHBHOCT Ha NK KieTkute BO
camoto Tymopcko TkuBo (Zarkovic N, Zarkovic K, Grainca S, et al. The Viscum album preparation
Isorel inhibits the growth of melanoma B16F10 by influencing the rumor-host relationship.
Anticancer Drugs. 1997;8(Suppl 1):S17-S22.). 3a 1eKTHHOT U BUCKOTOKCUHOT 0J1 EBpOIICKHOT €Oj
Ha Oena WMena UMa aHMMAJIHU CTY/AWU KOHM JOKaKyBaaT MHXMOWIIMja HAa Pa3BOjOT HA METACTa3H.
Kaj rimyBim anmMuH#uCcTprpana e 1o3a o 1.66 mg WHTPABEHCKH JICKTUH ¥ CUMYJITAHO MHjEKTUPAaHU
ce xiueTkn Ha MenmaHoMm (B16F10 kietkn) m 3abenekaHa € TPEBEHIMja HAa CO3JaBAETO HA
MEJIAaHOMCKH KOJIOHUU BO 92% O]l MCITUTYBAaHUTE )KUBOTHU. VICTHOT €KCIIEPHUMEHT, CAaMO HaMECTO
CHUMYJITAaHO aIMUHHCTPHUPAkE, JEKTHHOT € aJMUHUCTPUpPAH MET JCHA IO WHjeKTHPAmeTO Ha
MEJIAaHOMCKH KIIETKH, TOOMCHA € HHXUOMIIM]ja Ha GOPMUPAETO Ha MEIAHOMCKH JICTIO3UTH BO 68%
on >xuBotHUTE (Antony S, Kuttan R, Kuttan G. Effect of Viscum album in the inhibition of lung
metastasis in mice induced by B16F10 melanoma cells. J Exp Clin Cancer Res. 1997;16:159-
162.).

3a jxai, MocTojaT ¥ CTYJAMU BO KOU U MOKPaj BapHjallMUTEe BO aJIMUHUCTPHpAHATa 1032 U HAUNHOT
Ha aJMHUHHCTpaldja, HE € JOKaXaHO HUKAKBO AHTHHEOIUTACTUYHO JI€JCTBO Ha EKCTPAKTOT O]
EBpornckuot coj Ha 6ena umena (Berger M, Schmahl D. Studies on the tumor-inhibiting efficacy of
Iscador in experimental animal tumors. J Cancer Res Clin Oncol. 1983;105:262-265., Kunze E,
Schulz H, Ahrens H, Gabius HJ. Lack of an antitumoral effect of immunomodulatory galactoside
specific mistletoe lectin on N-methyl-N-nitrosourea-induced urinary bladder carcinogenesis in rats.
Exp Toxicol Pathol. 1997;49:167-180.).

Xymanu ctynun; Bo MHOomTBOTO XyManu cryauu (Huber R, Klein R, Berg PA, et al. Effects of a
lectin- and a viscotoxin-rich mistletoe preparation on clinical and hematologic parameters: a
placebo-controlled evaluation in healthy subjects. J Altern Complement Med. 2002;8:857-866.,
Hajto T, Lanzrein C. Natural killer and antibody-dependent cell-mediated cytotoxicity activities
and large granular lymphocyte frequencies in Viscum album-treated breast cancer patients.
Oncology. 1986;43:93-97., Leroi R. Postoperative Viscum album therapy after surgery of breast
neoplasms. Helv Chir Acta. 1977;44:403-414. , Hassauer W, Gutsch J, Burkhardt R. What
prospects of success does Iscador therapy offer in advanced ovarian cancer? Onkologie.
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1979;2:28-36., Salzer G, Havelec L. Prevention of recurrence of bronchial carcinomas after
surgery by means of the mistletoe extract Iscador. Results of a clinical study from 1969-1971.
Onkologie. 1978;1:264-267., Salzer G. Investigation to improve the survival of patients with
bronchial carcinomas "radically operated." Z Erkr Atmungsorgane. 1975;142:127-131., Bradley
GW, Clover A. Apparent response of small cell lung cancer to an extract of mistletoe and
homeopathic treatment. Thorax. 1989;44:1047-1048., Kuehn JJ. Favorable long-term outcome
with mistletoe therapy in a patient with centroblastic-centrocytic non-Hodgkin lymphoma. Dtsch
Med Wochenschr. 1999;124:1414-1418. ), npeTe:KHO HM3BeIyBaHU cO [ €pMAaHCKHOT mpenapat
Iscador - ekcTpakT on EBponicknoT coj Ha Oenna nMena, ¥ Toa Ha OOJTHU O] paK Ha J0jKa, CTAANyMHU
I u I, moroa cure 4yeTupu cTraauymMa Ha OBapHjajeH KapIUHOM, JOOWEHU ce CHUTHHU(PHKAHTHU
pe3yaTaTd BO OJHOC Ha 5-TOMUIIHOTO U 10-rOJUITHOTO MPEKHUBYBAKkE, IyPH U Kaj OBApUjATHUOT
kapuuHoM Bo craguymu III u IV. Iloctrou ronema rpymna Ha case-parnopTy KOU JypU U TOKaKyBaar
KOMIUIETEH OJITOBOpP Ha MOHOTEpamuja co eKCTpakT o Oena umena (Kjaer M. Mistletoe (Iscador)
therapy in stage IV renal adenocarcinoma. A Phase II study in patients with measurable lung
metastases. Acta Oncol. 1989;28:489-494.). HampaBena e romema (10226 wucnuTaHUIM)
MPOCTIEKTUBHA, HEPAHJOMHU3UpaHa open-iaden CTyauja, BO Koja € JIOKaKaHO IPOJIOHTHUpPAE Ha
BKYNTHOTO mpexuByBame 3a 40% kaj ucnutaHunuTe Kou ymoTtpeOyane Iscador (ekcTpakT of
EBporncku coj Ha Oena mMena), a Owiie 3a00JIeHH O]l KOJIOPEKTaJeH, 0eloApoOeH, KapIMHOM Ha
KETyTHUK B KapimHoM Ha nojka (Grossarth-Maticek R, Kiene H, Baumgartner SM, Ziegler R. Use
of Iscador, an extract of European mistletoe (Viscum album), in cancer treatment: prospective
nonrandomized and randomized matched-pair studies nested within a cohort study. Altern Ther
Health Med. 2001;7:57-66, 68-72.). HajronemMuoT A€ OJl CTyTUMTE YKa)XKyBaaT Ha POJOKYBabE
Ha BPEMETO Ha TPEXHMBYBamkEe W IMONOOpYyBame Ha KBAJUTETOT HA JKMBOT INPH yroTpedara Ha
EKCTPaKTUTE 0J1 Oella MMesla KaKo aJIjyBaHCH Ha CTaHAAPJIHUTE XEMOTEPAITUCKH U PATUOTEPATUCKU
MPOTOKOJIM, HO HE Kaj CHTE THIIOBH Ha HEOIUIa3Mu. EjHa oIl MpeTmocTaBKUTE 3a HEUEIOCHHOT
OJITOBOp Ha TepamMjata € Jieka ce co3aaBaar IgG aHTHTena BO YOBEKOBHOT OpraHHM3aM IMPOTHB
JEKTHHOT, TIOKpPaj HEMAkETO Ha TeHEPATHO YCBOCH CTAaB 32 HAUYMHOT HA aIUIMKaIMja U J03UTE Ha
JCKTHH ¥ BUCKOTOKCUH TPECMETaHWM IO KuWjorpam TeinecHa maca win BMI. Bo MomeHTOB,
craopure Ha FDA, NCI (National Cancer Institute) m ASC (American Cancer Society) e
IIMPOKATa yrnoTpeda Ha JIGKTUH U BUCKOTOKCHH BO TepalujaTra Ha HEOIUIa3MH Jia ce CBEJIe caMo Ha
I00pO AM3ajHUPAHN KIIMHUYKHU HCITHTYBAbA.

IpeaynpenyBame — be3 eKkcTpakiiija Ha CaKaHUTE aKTUBHU MAaTEpUH, JIUCTOBUTE HA PACTCHUETO
Ce CHJIHO OTPOBHHM aKO ce€ YIoTpedaT CUPOBU — JOBOJIHYU C€ caMo 3 JIMCTA 3a J]a HaCTaHe KOMa.

KonTpannankanuu — 6peMeHoCT, opaJu TOHWYHATA CTUMYJIallkja Ha THPAMUHOT BpP3 yTEPYCOT

Hecakanm edexktn — Tpecka, T1JaBOOOJKA, JICYKOLMTO3a, OPTOCTATCKA XHIIOTCH3H)a,
Opanukapauja, aujapea, MOBpakame, XUIIOTCH3Mja, CMWICITHYHN Halaad, MHO3a, KOMa, er3uTyC
(Schulz V, et al. Rational Phytotherapy: A Physician's Guide to Herbal Medicine, 4™ ed. New
York: Springer; 2001., Gorter RW, et al. Subcutaneous infiltrates induced by injection of
mistletoe extracts (Iscador). Am J Ther 1998;5:181-7., Foster S, et al. Tyler's Honest Herbal: A
Sensible Guide to the Use of Herbs and Related Remedies, 4™ ed. New York: Hawthorn Herbal
Press; 1999., Newall CA, et al. Herbal medicines: A Guide for Health Care Professionals.
London: Pharmaceutical Press; 1996., Schulz V, et al. Rational Phytotherapy: A Physician's Guide
to Herbal Medicine, 4™ ed. New York: Springer; 2001.

Gorter RW, et al. Subcutaneous infiltrates induced by injection of mistletoe extracts (Iscador). Am
J Ther 1998;5:181-7., Kleijnen J, Knipschild P. Mistletoe treatment for cancer: Review of14
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controlled trials in humans. Phytomedicine 1994;1:255-60., Mengs U, Gothel D, Leng-Peschlow
E. Mistletoe extracts standardized to mistletoe lectins in oncology: review on current status of
preclinical research. Anticancer Res 2002;22:1399-407.).

Peaxknuu co MeTUKaMEeHTH:

AHTHXHINIEPTEH3UBH — BO3MOXKCH aTUTUBEH XUIIOTCH3UBEH €(PEKT

JIMrOKCHH — aHTarOHUCTUYKO JI€JCTBO MOPAJAX HETATUBHUOT HHOTPOIIEH e(heKT
AHTHAPUTMUIHM - AHTATOHUCTHYKO JI€]CTBO IOPAJAN HETATUBHUOT MHOTPOIIEH €EeKT

OAPMAKOIMHAMCKO AEJCTBO HA ITPOITIOJIMC

[Topagu orpomunTe reorpad)cku Bapujanuy KOU ce 0pa3yBaaT Ha COCTaBOT, CKOPO € HEBO3MOXKHO
Jla Ce UCIUTYBaaT KOHCTHTYCHTHTE Ha IPOIOJIHMCOT, MMOCEOHO BO OJHOC HA MPOIOPIIMOHAIHATA
3aCTarneHoCT, KOja € 3aBHCHA HaJMHOTY OJ MpHUCYTHaTa (jopa Ha COOJIBETHHOT PETHOH O] KaJe
NOTEKHYBa MPONOIUCOT. JlypH M MPOIOJIUC 3eMEH OJf HCT M3BOP BO pa3jiMYHa CE30HA IOKaKyBa
TOJIEMH CE30HCKH BapHjallid BO COCTABOT, Taka Ja MOCTOjaT M3BOHPEAHO MAJKy METOJOJOIIKH
npu@aTiIuBy CTyIUHU 33 HETOBUOT YYHHOK. [Ipormonucor uma 6akTepuocTaTcko, OAaKTEPULIMIHO U
(GYHTUIIMIHO J€jCTBO. AHTUMUKPOOHHUTE MAaTepUU C€ TEPMOCTAOWIIHU, a MOYYCTBUTEIIHA HAa OBHE
MaTepuH ce TpaM-Mo3UTHBHUTE OakTepuu kako Staphylococcus aureus, Bacillus cereus Bo ogHOC
Ha rpam-HeratuBHUTE Oaktepun kako Escherichia colli, Pseudomonas aeruginosa, a moteHImpaHo
€ aHTUMHUKOTHYHOTO JejcTBO Bp3 Candida albicans. AHTUMUKpOOHATa aKTUBHOCT Ha MPONOIMCOT
ce cropeyBa Co OHaa Ha CyJI(OHAMHUINTE, a BOTJIABHO CE JIOJDKH HA JISjJCTBOTO Ha (hIABOHOUIMTE.
®naBoHOMIOT akKaleTWH MMa AaHTUUH(IAMAaTOPHO [€jCTBO, 3rOJEMyBajKH ja CTaOMIIHOCTa Ha
KanmmwiapHuoT suia. [1o3HaTo € aHeCTeTHMYKOTO JEjCTBO Ha IPOIMOJHCOT, BaKHO IPH JIOKAIHA
alIMKanuja, Kako ¥ Tpo(UUKO-TpaHyIallHOHHOT e(heKT BO HACOKa Ha moOp3a emuTenH3anyja Ha
KOXHHTE U ciry30kokauTe epo3un (Gorunovik, Lukic — Farmakognozija 2001).

OAPMAKOAMHAMCKO AEJCTBO HA HYPERICUM PERFORATUM (KAHTAPHOH)

JIeKOBHUTOTO JI¢jCTBO HA KAHTAPHOHOT € MO3HATO O] JAMHEIIHU BPEMHHEbA, a C€ KOPUCTU KaKo 3a
HAJIBOPCIIHA, TaKa M 3a BHaTpelIHa ynotpeda. Kako 4aj cimyxu 3a peryiaupame Ha MOTHIMTETOT U
AlMIUTETOT Ha XKEIyIHUKOT U IpeBaTa (0JaMHa MO3HAT KaKo OJJIMYEH arneputus). Bo ¢opma Ha
eTepCKO Maclio JellyBa Ha CIMMHHAIMja HAa LPEBHUTE TMapa3uTu. DEHONICKUTE COeAMHCHUja Ha
KaHTapUOHOT C€ CO MOTCHIIMPAHO aHTHOAKTEPHUCKO JICjCTBO.

Tpeba moceOHO fa ce HANlOMEHE W AHTUACTPECUBHOTO, AHTHHEBPOTHYHOTO U AHKCHOIUTUYKOTO
JIejCTBO, 3a INTO HAaora MPHUMEHAa BO TPETMAHOT HAa HEBPAJTMH, AHKCHO3HOCT, JCTPECUBHU U
HEBPOTUYHM cocT0jOu uTH. [TompenunsHo, ce ynotpedyBa 3a Jenpecuja, kajae Moxe 1a Oume cKopo
€IHAKBO C(PCKTHUBCH KAKO M HMUIPAMUHOT WM CCIICKTUBHUTE WHXHOUTOPH HA CEPOTHHUH
(selective serotonin reuptake inhibitors SSRIs), mpemeHcTpyamauor cuaapom, seasonal affective
disorder — SAD u ankcuo3Hoct (Brenner R, Azbel V, Madhusoodanan S, et al. Comparison of an
extract of hypericum (LI 160) and sertraline in the treatment of depression: a double-blind,
randomized pilot study. Clin Ther. Apr 2000;22(4):411-419., Linde K, Knuppel L. Lalrge—scale15

T'maekomnomko-Akymepcka Knnanka, Bogmancka 66, YauBep3uteT CB. Kupun u Metonnj, Ckomje,
MakepoHnyja


javascript:openPMID(12168816)
javascript:openPMID(12168816)
javascript:openPMID(10823363)
javascript:openPMID(10823363)
javascript:openPMID(10823363)
javascript:openPMID(15693723)

Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

observational studies of hypericum extracts in patients with depressive disorders--a systematic
review. Phytomedicine. Jan 2005;12(1-2):148-157., Schrader E. Equivalence of St John's wort
extract (Ze 117) and fluoxetine: a randomized, controlled study in mild-moderate depression. Int
Clin Psychopharmacol. Mar 2000;15(2):61-68., Szegedi A, Kohnen R, Dienel A, et al. Acute
treatment of moderate to severe depression with hypericum extract WS 5570 (St John's wort):
randomised controlled double blind non-inferiority trial versus paroxetine. BMJ. Mar 5
2005;330(7490):503., Kasper S, Volz HP, Moller HJ, et al. Continuation and long-term
maintenance treatment with Hypericum extract WS((R)) 5570 after recovery from an acute episode
of moderate depression - A double-blind, randomized, placebo controlled long-term trial. Eur
Neuropsychopharmacol. Nov 2008;18(11):803-813., Kasper S, Anghelescu IG, Szegedi A, et al.
Placebo controlled continuation treatment with Hypericum extract WS 5570 after recovery from a
mild or moderate depressive episode. Wien Med Wochenschr. 2007;157(13-14):362-366., Linde
K, Mulrow CD, Berner M, et al. St John's wort for depression. Cochrane Database Syst Rev.
2005(2):CD000448., Linde K, Berner MM, Kriston L. St John's wort for major depression.
Cochrane Database Syst Rev. 2008(4):CD000448., Stevinson C, Ernst E. A pilot study of
Hypericum perforatum for the treatment of premenstrual syndrome. BJOG. Jul 2000;107(7):870-
876.), Ho yTBpaeHO ¢ neka Hema eduxacHocT npu AJ[X]] - attention deficit /hyperactivity disorder
(Weber W, Vander Stoep A, McCarty RL, et al. Hypericum perforatum (St John's wort) for
attention-deficit/hyperactivity disorder in children and adolescents: a randomized controlled trial.
JAMA. Jun 11 2008;299(22):2633-2641.) u comatonunuuja (Sardella A, Lodi G, Demarosi F, et al.
Hypericum perforatum extract in burning mouth syndrome: a randomized placebo-controlled
study. J Oral Pathol Med. Aug 2008;37(7):395-401).

Mexanu3am Ha /1€jCTBO

Ce cmera [neka XUNEPUIMHOT (MO CTPpyKTypa € (UIOPOTIYIMHOJ) € OJrOBOpPeH 3a
AHTUJICTIPECUBHOTO JICjCTBO, ja MHXMOMpPAa MOHOAMHMHO OKCHJla3aTa, UMa yMEpeH adUHHUTET 3a
MYCKapUHCKHTE, XOJIMHEPIUIHUTE U CHUI'Ma PELENTOPHTE, C1abo ja MHXUOUpa kaTexon-O-MeTu-
TpaHc(epa3ara ¥ ro HamalyBa IMOBTOPHOTO Ipe3eMame¢ Ha HopenuHeppuH. Mcro Taka, ce
MOKa)Xajao JeKa XUMepPOPUHOT Tro HWHXHUOUpA TMOBTOPHOTO MpE3eMame Ha CEPOTOHUHOT,
nonamMuHOT, TABA u JI-riyTaMHHOT BO MH BUTPO MCIUTYBamaTa. XUnep(GopruHOT € 0OroBOpEH 3a
naayknujata Ha CYP 3A4 nmpeky akTuBaiyja Ha MperHaH X — PEeenTopoT, JoJeKa aHAITeTCKOTO
U CTUMYJIATUBHOTO JICjCTBO HA €KCTAPKTOT O] IIEJIOTO PACTCHHE C€ JOJDKU HA OMO(IIaBOHOUIHUTE
koncruryentu (Fetrow CW, Avila JR. Professional's Handbook of Complementary & Alternative
Medicine. Springhouse (PA): Springhouse; 1999., Leuner K, Kazanski V, Muller M, et al.
Hyperforin--a key constituent of St. John's wort specifically activates TRPC6 channels. FASEB J.
Dec 2007;21(14):4101-4111., Mueller SC, Majcher-Peszynska J, Mundkowski RG, et al. No
clinically relevant CYP3A induction after St. John's wort with low hyperforin content in healthy
volunteers. Eur J Clin Pharmacol. Sep 3 2008).

®apmakoknHeTuka (Barnes J, Anderson LA, Phillipson JD. St John's wort (Hypericum
perforatum L.): a review of its chemistry, pharmacology and clinical properties. J Pharm
Pharmacol. May 2001;53(5):583-600):

XunepuIuH — 1o 2 Yaca 1o OpajHa aJMUHUCTpaIfja ce JOCTUTHYBA HajrojieMa KOHIICHTpalluja,
MOJY)KUBOT Ha €JIMMHHAIM]a € OKody 25 daca. CTaOWIIHU KOHIIEHTpAIMHM C€ TOCTHTHYBaaT II0
YETBPTHOT JI€H 0] ynoTpeoa.

Xuneppopun - mo 3.5 uaca mo opajgHa aJMHUHUCTpAlMja CE€ JOCTUTHYBAa HajrojieMa
KOHIICHTpAIIKja, MOY>KUBOT Ha eJIMMHHAI]a € OKoIy 9 vaca.
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

Ilceynoxunepunud — o 30 MUHYTH IO OpajJiHA aJAMHHHCTpaIHja CE€ JOCTUTHYBa HajrojieMa
KOHIICHTpALlKja, TOIY>KUBOT Ha eIMMHUHAIIM]a € OKoy 23 yaca.

IIpenynpenyBame — EKCTPAKTOT OJ KAHTAPUOH MOKE JIa MPEeIU3BHKa (DOTOCEH3UTUBHOCT U Tpeba
Jla ce PEeKUHE aMUHUCTpaIlMjaTa eHa Hellela Ipe T onepalyja Wik XeMoTeparuja.

KouTpaunaukamum — GpeMEHOCT | JIaKTaIlija

Hecakanu epextn (Barnes J, Anderson LA, Phillipson JD. St John's wort (Hypericum perforatum
L.): a review of its chemistry, pharmacology and clinical properties. J Pharm Pharmacol. May
2001;53(5):583-600., Parker V, Wong AH, Boon HS, et al. Adverse reactions to St John's Wort.
Can J Psychiatry. Feb 2001;46(1):77-79., Fetrow CW, Avila JR. Professional's Handbook of
Complementary & Alternative Medicine. Springhouse (PA): Springhouse; 1999., Holme SA,
Roberts DL. Erythroderma associated with St John's wort. Br J Dermatol. Nov 2000;143(5):1127-
1128., Bhopal JS. St John's wort-induced sexual dysfunction. Can J Psychiatry. Jun
2001;46(5):456-457., Dean AJ, Moses GM, Vernon JM. Suspected withdrawal syndrome after
cessation of St. John's wort. Ann Pharmacother. Jan 2003;37(1):150):

Yectu: rmaBoOomKa, rajielke, CTOMayHa 00JIka, 3arek, BpTorjiaBuila, KoHdysuja, 3aMop, cyBa ycra,
HapyIIyBamke Ha COHOT, CeNalnja.

Perkn: ¢QotocensutuBHOCT WM (HOTOAEPMATUTHC, AKyTHAa HEBpOIMAaTHja, 3TOJEMEHO
MPOTPOMOMHCKO BpeMe, 3rOJIEMEHH XeTaTalHi TpaHCAMUHA3HU, MaHHja.

HckayuynTeTHO peTKHM: CEpOTOHMHCKU CHHAPOM (XHIEpTeH3Hja, nujadopesa, arutanuja, OIra
c1abocCT), epUTPOJCPMHUja, HAMAJICHO JIMOWI0, CHHAPOM Ha NMPCKWHYBamke Ha TpeTMaH (Haysea,
aHOPEKCH]a, CyBa YCTa, JJaTHH TPECKH U TMPETEPaH 3aMop).

HNutepakuun co mequkamentu (Xu H, Williams KM, Liauw WS, et al. Effects of St John's wort
and CYP2C9 genotype on the pharmacokinetics and pharmacodynamics of gliclazide. Br J
Pharmacol. Apr 2008;153(7):1579-1586., Barnes J, Anderson LA, Phillipson JD. St John's wort
(Hypericum perforatum L.): a review of its chemistry, pharmacology and clinical properties. J
Pharm Pharmacol. May 2001;53(5):583-600., Mathijssen RH, Verweij J, de Bruijn P, et al.
Effects of St. John's wort on irinotecan metabolism. J Natl Cancer Inst. Aug 21 2002;94(16):1247-
1249., Jiang X, Williams KM, Liauw WS, et al. Effect of St John's wort and ginseng on the
pharmacokinetics and pharmacodynamics of warfarin in healthy subjects. Br J Clin Pharmacol.
May 2004;57(5):592-599., Gurley BJ, Swain A, Williams DK, et al. Gauging the clinical
significance of P-glycoprotein-mediated herb-drug interactions: comparative effects of St. John's
wort, Echinacea, clarithromycin, and rifampin on digoxin pharmacokinetics. Mol Nutr Food Res.
Jul 2008;52(7):772-779., Markowitz JS, Donovan JL, DeVane CL, et al. Effect of St John's wort
on drug metabolism by induction of cytochrome P450 3A4 enzyme. JAMA. Sep 17
2003;290(11):1500-1504., Brinker F. Herb Contraindications and Drug Interactions. 3rd ed.
Sandy (OR): Eclectic Medical Publications; 2001., Frye RF, Fitzgerald SM, Lagattuta TF, et al.
Effect of St John's wort on imatinib mesylate pharmacokinetics. Clin Pharmacol Ther. Oct
2004;76(4):323-329., Smith P, Bullock JM, Booker BM, et al. The influence of St. John's wort on
the pharmacokinetics and protein binding of imatinib mesylate. Pharmacotherapy. Nov
2004;24(11):1508-1514., Schwarz Ul, Hanso H, Oertel R, et al. Induction of intestinal P-
glycoprotein by St John's wort reduces the oral bioavailability of talinolol. Clin Pharmacol Ther.
May 2007;81(5):669-678., Eggertsen R, Andreasson A, Andren L. Effects of treatment with a
commercially available St John's Wort product (Movina) on cholesterol levels in patients with

hypercholesterolemia treated with simvastatin. Scand J Prim Health Care. Sep 2007;25(3):154-
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

159.,

Andren L, Andreasson A, Eggertsen R. Interaction between a commercially available St.

John's wort product (Movina) and atorvastatin in patients with hypercholesterolemia. Eur J Clin
Pharmacol. Oct 2007;63(10):913-916):

1.

Huroxpom P450 3A4 - KaHTapuOHOT ro MHIYLHMpPa LUTOXPOM-H30€H3UMOT 3A4, yuu
BPEJHOCTH c€ BpakaaT e/lHa Hejesa M0 MPEeKUH Ha aJIMUHUCTpalMjaTa Ha KaHTApUOH, a
JIEKOBU KOM ce MeTabonm3upaar npexy 3A4 ce:

Teopwmn — cuIHO ce HaMalyBa HHMBOTO BO IUIa3Ma, pe3yJATHPAjKH BO HaMaleHa
e(uKacHOCT

XUB mpore3a MHXHOWUTOPU - CHJIIHO CE€ HamMalyBa HHUBOTO Ha WHAWHABHD, PUTOHABHD,
Hel(UHABUP M CAaKBHHABHUP BO IUIa3Ma, pe3yiTHpajku Bo 3rojemeHo XMB BupamHo
ONTOBApPYBaWkECH PAa3BOj HA PE3UCTECHITH]A.

XUWB He-HYKIICO3UJAHU UHXUOUTOPU Ha peBep3HaTa TPAHCKPHUNTA3a - CHIIHO CE HamallyBa
HUBOTO Ha e(aBUpEH3 W HEBApUIIMH BO IUIa3Ma, pe3yiaTHpajku Bo 3rojemeHo XMB
BHUPAJIHO OTNITOBAPYBA-EU Pa3B0Oj HA PE3UCTEHIIN]A.

[{uKIOCHOpPHH - CHJIHO CE€ HaMalyBa HHBOTO BO IUIa3Ma, pe3yJITHpPajKu BO HaMajeHa
e(pUKaCHOCT.

Takponmumyc (PamaMuiiiH) - CHJIHO C€ HamallyBa HHBOTO BO IIIa3Ma, PE3yJITHPAjKH BO
HamaseHa e()UKacHOCT.

JlunuraseMm - yMEpeHO ce HaMalyBa HUBOTO BO IUIa3Ma, PE3YyJITHPajKd BO HaMmajeHa
e(hUKacHOCT.

Hudenunun - ymepeHo ce HamanyBa HHMBOTO BO IJIa3Ma, PE3yJITHUPajKM BO HaMajeHa
e(UKaCHOCT.

Hpunotekan — HUBOTO Ha MeTa0oIuTOT SN-38 Ha HPUHOTEKAHOT MOXeE J1a C€ HaMaJIeH! 32
40% v Tpu HeAeNU MO MPEKUHOT Ha aJIMUHUCTpPAlIMja HA KaHTApUOH

Bapdapun — wuzomepor S moxe aa uma 3abp3anH Merabonuzam mnopagu CYP 3A4
MHIYKIHja, OTHOCHO ycriopeH Mmetabonm3am nopaau CYP 1A2 naxubunmja

JIMrokcuH — HamasieHa abcopmiyja U HaMaJIeH! TIa3MaTCKU KOHIIEHTPAINH

Tpunranu — 3rojieMeH CepoTOHEPTHYEH e(PEKT U BO3MOXKEH CEPOTOHMHCKH CHUHIPOM IpPH
UCTOBpeMeHa ymnoTpeba U Ha murTanonpam, GIyoKCeTHH, (IyBOKCAMUH, TAPOKCETUH WIIH
30JIMUTPHUTITAH

CenekTBHU MHXHUOUTOPH Ha cepoTHHUH (selective serotonin reuptake inhibitors SSRIs) —
3rOJIEMEH CEpOTOHEPTrUYeH €(PEeKT M BO3MOKEH CEPOTOHMHCKU CHHJIPOM IPU MUCTOBPEMEHA
yroTpe0a 1 Ha IuTanonpam, hayoKceTHH, (IyBOKCAaMUH, MAPOKCETHH WX CEPTATHH
TpULMKIUYHM aHTUJETPECUBU — 3TOJIEMEH CEpOTOHEepruYeH eQGeKT U BO3MOXKEH
CEepOTOHMHCKU CHHJIPOM TIPU UCTOBpEMEHa ynorpeba 1 Ha He(a30J0H, aMUTPUIITHIINH HITH
MMUIIPaMHH, BO3MOXKHO HamallyBame Ha epukacHocTa

OpanHu KOHTpALENITUBM — pEOyKIMja Ha IUIa3MATCKUTE KOHICHTPAIMd W HaMaleHa
e(UKacHOCT

AJIKOXO0JT — 3rOJIEeMEHA ceflalmja

AHecTeTUIIM — KapJuOBacKyjIapeH konanc (0e3 aHapuIaKTUYKU PEaKIMu) MpU yrnoTpeda
Ha ¢eHTaHun, nponodoi, A-TyOOKypapHH, CYKIIMHIIXOINH CO MOCNenoBaTeNIHa yrnoTpeda
Ha a30TEH OKCUIYJ U H30(IypaH.

Xemorepanuja — 0cOOCHO BHUMaHHUE MPU KOHKOMHUTAHTHA Tepamnuja co nukinodochamu,
MAKIUTAKCEN, €TOMO3U/ 1 UPUHOTEKaH, TOpaJl HaMajeHa e(pUKacHOCT Ha IUTOCTATULIUTE.
Tamoxcuden — penynupana epuKacHOCT

Anmpa3zonaMm - peyKiyja Ha IUIa3MaTCKUTe KOHIICHTPALUU 1 HaMalleHa e(huKacHOCT
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

e JlexctpoMeropdaH - peAyKIHja Ha TUIA3MATCKUTE KOHIICHTPAIIMK U HaMaJleHa €PUKACHOCT

e CUMNAaTOMUMETUIIM - 3TOJEMEH CEPOTOHEPTMYECH €(PEeKT M BO3MOXKEH CEPOTOHHHCKU
CUHIPOM

e lMaTtuHUO — 3roJeMeH KIUPEHC

e (CuMBacTaTHH - 3rOJIEMEH KIHPEHC, MOCJIEOBATEIHO 3rojieMyBambe Ha HUBOTO Ha JIJUJI
XOJIECTPOJT

e ATOpBacTaTUH - 3rOJIEMEH KIHMPEHC, MOCIEIOBATEIHO 3rojieMyBamke Ha HUBOTO Ha JIJIJI
XOJIECTPOJI

2. Huroxpom P450 2C9- kaHTapMOHOT T'O WMHAyLHpa LUUTOXpOoM u30eH3uMoT 2C9, ma ce
jaByBaaT MHTEPAKIIUU CO TJIMKIIA3H]I — 3TOJIEMEH KIUPEHC

OAPMAKOAMHAMCKO JEJCTBO HA RADIX INULAE (OMAH)

I'maBHUTE COCTaBHU KOMIIOHEHTH Ha EKCTPAKTOT O]l OMaH C€ aJaHOJIAKTOH, M30aJaHOJAKTOH,
CECKBUTEPIICHOJIAKTOHH, KOM ITIOCEIyBaaT aHTH(IOTHCTHYKO, aHTHOMOTCKO, aHTHUXEIMHHTHUYHO,
aHTH(YHTATHO U €KCTIEKTOPAHTHO (CEKPETOIMTUYKO) JIEjCTBO.

OAPMAKOAMHAMCKO AEJCTBO HA MILLEFOLII HERBA (AJAYUYKA TPEBA)

Yuire of TaMHEIIHU BPEeMHba € MO3HATO aHTHCENTUYKOTO M aHTHHH(IAMaTOPHOTO JIjCTBO Ha
ajaydkara TpeBa aIlUIMIHMpaHa JIOKAJTHO Ha OTONM W PaHM, KAKO W HEJ3MHOTO JEjCTBO BO
noI00pyBamkeTO Ha (PyHKIIMjaTa HA OPTaHUTE 33 Bapewe. BOJACHUOT EKCTPAKT UMa M JUYPETHUKO
JICJCTBO, a MPH TIOBUCOKU KOHIIEHTPAIIMU U aHTUKOHBYJI3UBHO, CIIA3MOJINTUYHO, aHTHITHPETUIHO U
XUIMOTEH3UBHO /ejcTBO (Joanne Barnes 2002).

OAPMAKOAMHAMCKO AEJCTBO HA FLORES CALENDULAE (HEBEHOB IIBET)

Bo manerara Ha QpMakoIMHAMCKH [IjCTBA C€ HWCTAKHyBaaT CTUMYJIATOPHOTO JIEjCTBO Ha
enutenu3anyja Ha TkuBata (Barnes J, Anderson LA, Phillipson JD. Herbal Medicines. London:
Pharmaceutical Press; 2002.) cnazmonutuuynoto, antTurH(piamatopaoto (Bako E, Deli J, Toth G.
HPLC study on the carotenoid composition of Calendula products. J Biochem Biophys Methods.
Oct-Nov 2002;53(1-3):241-250., Akihisa T, Yasukawa K, Oinuma H, et al. Triterpene alcohols
from the flowers of compositae and their anti-inflammatory effects. Phytochemistry. Dec
1996;43(6):1255-1260., Chandran PK, Kuttan R. Effect of Calendula officinalis Flower Extract on
Acute Phase Proteins, Antioxidant Defense Mechanism and Granuloma Formation During
Thermal Burns. J Clin Biochem Nutr. Sep 2008;43(2):58-64.,  Szakiel A, Ruszkowski D,
Grudniak A, et al. Antibacterial and Antiparasitic Activity of Oleanolic Acid and its Glycosides
isolated from Marigold (Calendula officinalis).Planta Med. Nov 2008;74(14):1709-1715.,
Kalvatchev Z, Walder R, Garzaro D. Anti-HIV activity of extracts from Calendula officinalis
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pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
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co nnu 6e3 omoncucku nokasxkaH CIN I

flowers. Biomed Pharmacother. 1997;51(4):176-180., Sarrell EM, Cohen HA, Kahan E.
Naturopathic treatment for ear pain in children. Pediatrics. May 2003;111(5 Pt 1):e574-579.,
Sarrell EM, Mandelberg A, Cohen HA .Efficacy of naturopathic extracts in the management of ear
pain associated with acute otitis media. Arch Pediatr Adolesc Med. Jul 2001;155(7):796-799) u
aHTHCenTHYKOTO. ETepnunHnTe Macna u praBoHOMIUTE JeiTyBaaT aHTHOAKTEPUCKU U (YHTHIIUIHO,
a HOCUTENIM Ha aHTUMH(IAMATOPHOTO JIEjCTBO C€ CIOOOIHUTE U eCTepUUIIMPAHA TPUTESPIICHCKU
AITKOXO0JIH, 0COOCHO Ha ecTepoT (hapaauol.

[TocTojar cTyauu KoM yKakyBaaT Ha WH BHBO U MH BUTPO IUTOCTATCKU €(PEKT HA CKCTPAKTOT O
HeBeHOB 1BeT (Boucaud-Maitre Y, Algernon O, Raynaud J. Cytotoxic and antitumoral activity of
Calendula officinalis extracts. Pharmazie. Mar 1988;43(3):220-221.,  Ukiya M, Akihisa T,
Yasukawa K, et al. Anti-inflammatory, anti-tumor-promoting, and cytotoxic activities of
constituents of marigold (Calendula officinalis) flowers. J Nat Prod. Dec 2006;69(12):1692-1696),
KaKo ¥ MPEBEHTUBHO JiejcTBO Ha paauoaepmatut (Pommier P, Gomez F, Sunyach MP, et al. Phase
IIT randomized trial of Calendula officinalis compared with trolamine for the prevention of acute
dermatitis during irradiation for breast cancer. J Clin Oncol. Apr 15 2004;22(8):1447-1453), o u
nokaxanu aneprucku peakuuu (Reider N, Komericki P, Hausen BM, et al. The seamy side of
natural medicines: contact sensitization to arnica (Arnica montana L.) and marigold (Calendula
officinalis L.). Contact Dermatitis. 2001 Nov;45(5):269-72., Barnes J, Anderson LA, Phillipson
JD. Herbal Medicines. London: Pharmaceutical Press; 2002.). 3acera mo3Hatu ce caMo CICAHHUTE
KOHTpaMHIUKAIIMH — OPEMEHOCT, JIaKTallija U IPEeOCETIUBOCT.

OAPMAKOAMHAMCKO AEJCTBO HA CORTEX CORNU MAS (KOPA O/ IPEH)

On moceraiHaTa IpUMEHa BO TPaJMIIMOHATIHATA MEHUIIMHA, CE€ UCTAKHYBaaT aHTHIIUPETUYKOTO U
aJICTPUHTEHTHOTO JICjCTBO, BOTJIABHO ITOCJIEIUIIA HA TIPUCYCTBOTO HA TaHWH W NekThuH. Ce cmeTa
JieKa TOoCelyBa aHTHHEOIUIACTHYHO W AHTUPETPOBUPATHO JCjCTBO, HO IMOTBpAATa O]l BAKBUTE
3aKJIy9OIH JJOOMCHH OJ1 HajBEPOjaTHO CEIICKTUPAHH Ccase-paropT Tpeda ga CTUTHE O KIIMHUIKUTE
UCTIHTYBama KoM ce Bo TeK. OI cuTe eHIeMH HajnoOpo ce McnUTaHu A3HUCKUTE COCBH, 3a KOU
MOoCTOM OOWJIHA JOKyMEHTAIlMja 3a JICKOBUTOCTa HAa CKCTPAKTHTE O IUIOAOT, a O] 3alajHHUTe
€HJEMHU HajIo0po € WChuTaH JaMajKaHCKUOT APEH, 3a YHj eKCTPaKT O]l Kopara € JIOKa)KaHO
CEIaTMBHO M aHAJITETUYHO JICjCTBO, HO M CTUMYJIAIMja Ha JJAUCHETO Ha €CTPOTCHHU Kaj KEHHTE, Ia
TO] €KCTPAKT HE € JI03BOJIEH 3a KOpHUCTewme Kaj Tpyauuuu u nowiku (Bradley PR (ed.): British
Herbal Compendium, vol. 1. British Herbal Medicine Association, Bournemouth, UK; 1992. ,
Newall CA, Anderson LA, Phillipson JD: Herbal Medicines. A Guide for Health-care
Professionals. Pharmaceutical Press, London, UK; 1996. , Mills SY: The Dictionary of Modern
Herbalism. Thorsons, Wellingborough, UK; 1985. , Fetrow CW & Avila JR (eds): Professional's
Handbook of Complementary and Alternative Medicines. Springhouse Corporation, Springhouse,
PA; 1999.).
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pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

JU3AJH

HMcnutyBakbeTO0 € [BOCTpPAaHO CJENO, PaHAOMHM3MPAHO, IU1aneb0 KOHTPOJIUPAHO,
JIOHTUTYAMHAIHO, ce W3BefyBalle Ha ['mHekonomko-akymepckara Knunuka, KnnHnuknm
LenTap Ckomnje, og OktomBpu 2007 go OxTomBpu 2008. Perpytupanu ce 88 ucnuTaHUYKH,
MOJIEJIEHN Ha Tpylla Koja MOKpaj BUTAMUHO-aHTUOCHJATHUBHUTE CYIUIEMEHTH ro foOHBa
HCOUTYBAaHUOT MpenapaT W rpyna Koja MOKpaj] BUTAMUHO-AaHTUOCUJATUBHUTE CYIIJIEMEHTH
nobuBa mnanebo npenapat. MicnuTaHWYKUTE ce TpeTupaHu aMOYyJIaHTCKH, Ha JOOPOBOJIHA
ocHoBa. Kpurepumymure 3a BKiydyBame omdakaa HCIUTaHMYKM Kaj Kom co PCR of
epBHKajeH Opuc e qokaxaH BucokopusnueH XIIB co nunm 6e3 6uoncucku gokaxan CIN I,
BO j00pa omiTa cocToj0a, Kaj KoM ce MCKIy4yBaaT cOCTOjOM KOM MOXKAT fa AOBEAaT 0
er3uTyCc WM CUTHU(UKAHTHO BJIOUIYBalk€ Ha OMINTaTa 3[paBCTBEHA cocToj0a mpep na
3aBpIIU UCIUTYBakbeTO. KpuTepuymn 3a HEBKIIyUyBamwe ondakaa MpeTXOAHO JEeTEKTUPAHA
MIPEYyCTBUTEITHOCT KOH HEKOja Off KOMIIOHEHTUTE Ha IMpenapaToT, 0coOU OOJIHM Off TEIKU
KapAMOBAaCKyJapHH, PECNUPATOPHU, PEHAIHM, XENMaTallHW M LepeOpaiHu AUCHYHKIUU
(nekommeH3upann), OOJHH CO MAaJMTHOMH, aBTOMMYHH 3a00JlyBama, WHTECTHHAJHA
OTCTPYKIIMja, MOCTOCYKN WH(pIaMaTOpHU TpeBHH 3abomyBama (KponoBa Gomecr,
yALEpO3eH KOIWT), aneHAWIWT WA CTOMayHa OoOJKa Off HepasjacHeTa eTHOJIOTHja,
XemMarypyja Oj J[OKaXaHa WIM HeJAoKa)kaHa €TUOJOrWja, OCOOM TIIOCTaBeHW Ha
KOPTUKOTEpanuja WM aHTUKOAaryjlaHTHa Tepamnuja. Kpurepuymu 3a HUCKIyUyBame O
cTyaujaTa Oea UCMUTAHUIM Ka] KOU Ke ce aujarHoctunupa nosucok crened Ha CIN (II wim
III) Ha Owoncuja u Kaj Kou Ke Ouje MoTpeOHa XUPYypIlIKAa WHTEPBEHIU]ja, UCIUTAHUIN Kaj
KOM C€ perucTpupaar KJIMHUYKM 3HALM 3a MPEYYBCTBUTEIHOCT BO TEK Ha ymoTpebaTa Ha
IpenapaToT, ACHIUTAaHUIM Kaj KOU BO TEK Ha UCIUTYBAKETO K€ ce perucTpupa 3ab0iyBame
IPETXOAHO HABEJEHO BO KPUTEPUYMHUTE 32 HEBKIIyUyBalke M UCIHTAHUIM Kaj KOU Ke ce
jaBaT TaCTPOMHTECTHHAJIHU TETOOM, CPLEBHM apUTMMHM, aJOyMUHYpHja, XeMaTypHja, KOU ce
BO JUPEKTHA acOIMPaHOCT CO aJMUHHCTpalyjaTa Ha MCIOUTYBAHOTO CpefcTBO  (ce
UCKJIyyyBa Jpyra reHe3a Ha MpOjaBEeHUTE CUMITOMH). 3a BpeMe Ha HCIOUTYBaHETO
NI03BOJIeHa Oelle ynoTrpeba Ha HECTePOMJHW AaHTHUMH(MIAMATOPHU JIEKOBH, AHAJITETHIIH,
BUTAaMWHU, KapAUOTOHUIM, auypeTunu, aHtuaenpecusn, AKE - mHxuOutopm, cemaTusy,
Tepamnuja 3a peryjanyja Ha amjadeT, Kako W ynoTpeba Ha aHTUMUKpPOOHA Tepamnuja 1o
WHMKANMja, JIOKAJTHO WJIM CHCTEMCKHM, a He Oeme [Jo3BojJeHa ynorpeba Ha
KOPTHKOCTEPOUJHN IIpenapaTé CO CHCTEMCKO [€JCTBO WJIM [Jpyru IpenapaTd co
CUTHA(PUKAHTHO HMMYHOCYIIPECHUBHO fiejcTBO. [lo  wHMIMjanTHWUOT Tpernex  Npu
pErpyTUPAETO, CIeAyBa MPETVIENN N0 4 U IO 8 MECEIIH.

OEJ

EBanyanuja Ha TepameBTcKaTta e(guUKaACHOCT mpema nepBukanHute umHpekumu co XIIB
BHCOKOPU3MYHM THIIOBH, IPOlieHa Ha 0e30eJHOCTa U ToJIepaHTHOcTa Ha BapymuH 1 u 2 BO
oO0mmKk Ha pacrBop. CratucTHyHM CUTHA(UKAHTHA pas3nuka MoMely rpynara co
UCIATYBAHOTO CPEACTBO M Ijanedo rpymata BO HeraTuBm3anyjaTa Ha HaopoT of PCR
(Polymerase chain reaction) 3a XIIB Tunu3zanuja u mcue3nyBambe Ha aGHOpMamHHOT TTATI
Haoj Ou 3Hauelse ONlyja 3a Tepanyuja Ha UCIIUTYBAHOTO CPENICTBO.
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

MATEPHNJAJ

HcnuryBaHOTO cpecTBoO - Bapymun 1 u BapymuH 2 ce pacTBopu 3a nepopajiHa almKanyja
COCTaBEHM IJIaBHO Of] BOAEH €KCTPAKT Off MOBEKE pacTUTENHM APOru - Inulae radix, Visci
herba, Cornus coretex, Callendulae flos, Milefolii herba, Cynodon rhizome, Hiperici herba u cyB
E€KCTPAKT Ha aJIO€ U MPOIOJIHC.

BapymuH 1 ce cocTon off BOJIEH U CYB EKCTPAKT.

Bopen exkcrpakT om pactutenHdm jAporum: Viscum album (BHCKOTOKCHH, WHO3WTOJIH,
(hraBOHCKM XeTepO3UN, ICUUTHH, XOMHH), [Iponomnuc (praBonouan).

CyB eKCTpakT Off ajioe - aHTpaHowdu, OapGamouH (cMmeca of 2 aujactepom3zomepru 10-
rMKOo3MWIaHTporn: Ao A m AnouH B), anmomHo3un A u B-mzomepnu 11-opro-anda-
pamHO3uu Ha anouH A u B, cnmoGonen anoe-emenuH, amoe3uHn A u b, amoenun, 5 - u 7-
xuapokcuanons A u b.

3a noeHOCTaByBaklkE, COCTABOT € IaJIeH BO CleHaTa Tadesa:

Nme ¢ /100 ml dynkunmja KBanureT
Bopnen excrpat op pacturenHu aporu | 99.50 aKTHBHA KOMIIOHEHTa | IS

Visci herba 1.00 aKTHMBHA KOMIIOHEHTa | MKS

Propolis 0.80 aKTHMBHA KOMIIOHEHTa | IS

Aqua purificata ad 100 pacTBopyBay Ph. Eur*
CyB ekcTpakT o Anoe 0.30 akThBHA KomnoHeHta | Ph. Eur*
MeTrunnapaxugpokcu 0eH30atT 0.18 KOH3€epBaHC Ph. Eur*
[Tponmnmapaxuppokcu OeH30aT 0.02 KOH3€pBaHC Ph. Eur*

PactBopoT 3a mepopanHa amnmkanyja BapymuH 2 ce cocTom mcTOTaka O BOJACH M CYyB
eKCTPAKT.

Bojennor ekcrpakT e cocraBeH ofi: Radix inulae helenium (MHYJIMH, TEpIEHTUHOWUIH -
CUTOCTEpOJIA, CUTMACTEPOJ, JAaMapafgueHoN, (PPUAECINH, CECKBUTEPIIEHCKHA JIAKTOHM -
aJIAaHTPOJIAKTOH, W30JIAaHTPOJAKTOH M JUXUAPOATAHTPONAKTOH, AJIAHTOMHCKA KHUCEJIWHA,
asyJienH W pe3wH), Viscum album (BUCKOTOKCHH, WHO3WTOJH, (DIIABOHCKU XETEPO3U/H,
JenuTuH, XonuH), Cortex cornu mas (TaHUHW, OPTaHCKY KUCEINHH, TIeKTHH ), Flores calledulae
(ceckBUTEpNEHN, TPUTEPIEHCKU CAMOHWHM, TPUTEPICHCKU aJKOXOJM, MUOJIHU, TPHUOJIH,
maBoHOMIM, MONMcaxapuan, KymapuH), Herba milefolii (Butamuur K, azynwn, axuneus,
OPraHCKM KHMCEJIMHH, UHYJIWH, (p1oOaTaHWH, aKOHUTHA KUCEJIMHA U JIEPUBATU Off €CTEPCKHU
Macna - [-anda nunen, JI-numonen, JI-OopHeosn, GopHUA anerat, OOpHEONd, TYjoH, JI-
KamMdop, angexugu, LOUHEON, W30BAJEpUjaHCKAa KUCEJIWHA, CajJuluiIHA KHUCEJIWHA,
CECKBUTEPIICHCKH aJIKOXOJIM, KaMa3yJieH, CTeposim W TaHWH), Rhizoma cynodon dactylon
(acmaparun), Herba  hiperici  (XumepuuuH, TCEeYIUXUNICPUIIVH, H3OXHUIIEPHLVH,
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

NPOTOXUIIEPULNH, TAHWUHU, MPOAHTOLUWja-HUJUHU, (PIaBOHOMAW - XUNEPO3UAU, PYTHH,
KBEPLUUTPUH, M30KBEPUUTHH, KeMdeposa, OudiaaBoHOMAUW - OWANWUIEHUH, AEpUBaTH Ha
¢aoporyuunon, xunepgopuH, (eHONMHM KHUCenuHU - KaendyHa M XJIOPOTE€HUYHA
(epynuuna, 6eTa-CHTOCTEPOJ, PETHHOJ, ACKOPOMHCKA KHCEJINHA, KCAHTOHU, XOJINH ).

CyB eKCTpakT Off ajioe - aHTpaHowdu, OapOanouH (cmeca of 2 aujactepom3zoMepHu 10-
rmKko3mnanTponn: AnonH A u AnouH B), anomno3un A u b-uzomepnu 11-opro-anda-
pamHO3unM Ha ajmouH A u b, cnobopien anoe-emenuH, anoe3ud A u b, amoenun, 5 - u 7-
xupipokcuanou A u b.

3a noegHOCTaByBaWE, COCTABOT € 1aJIcH BO clegHaTa Tabesna:

Nme s /100 ml dynkuyja Ksanurer
BopeH ekcrpar o pacturensu aporu | 99.00 aKTMBHA KOMIIOHEHTA IS
Inulae radix 1.60 aKTHUBHA KOMIIOHEHTA MKS
Visci herba 1.20 aKTHABHA KOMIIOHEHTA MKS
Cornus coretex 0.60 aKTHBHA KOMIIOHEHTA IS
Callendulae flos 1.00 aKkTUBHA KomnoHeHra | Ph. Eur*
Milefolii herba 0.40 aKTHABHA KOMIIOHEHTA Ph. Eur*
Cynodon rhizoma 1.50 aKTHUBHA KOMIIOHEHTa | IS
Hiperici herba 1.40 aKTHBHA KOMIIOHEHTA Ph. Eur*
Aqua purificata ad 100 pacTBopyBau Ph. Eur*
CyB ekcTpakT o Anoe 0.80 aKTHBHA KOMIIOHEHTA Ph. Eur*
MeTunnapaxupokcu 0eH30aT 0.18 KOH3E€pBaHC Ph. Eur*
ITponunnapaxugpokcu OeH30aT 0.02 KOH3E€pBaHC Ph. Eur*

* Cropep NocaeaHUTE BaXKEeUKH AU Ha IATUPaHUTe (hapMaKoIen

ITnanebo pacrBopute 1 1 2 ce HanpaBeHU Off: OpallHO Of] MYEHKA, MEJIEHU TPULH, OpaIlIHO
Ofl pPX, BOfeH eKcTpakT o Herba absinti, MarHe3mym creapar, TajdK, MHUKPOKPHUCTAITHA
uenyaosa, aepocoa 200, copOUTON ¥ MHAYCTPUCKA NpexpaMOeHa 6o0ja 3a yokonaga LOT 06
E 0019067.
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

METOIN

Bo ciIcaHaBa tabella ce BHECEHM THIOT Ha HUCIIATYBAlkLE U BPEME KOra CE€ HallpaBCHU,
3aCeHUYCHUTE KeJIun O3Ha4dyBaaT MMperyieq Kora COOBCTHOTO UCUTYBalkbC HE CE U3BEyBaA.

rpy0a JieyKoIulakuja, MO3auK, MyHKTyaluja
aleTo-0eJI EMUTEl

aTUNIUYHA TpaHC(OpMaNOHa 30HA

® ATUNNYHU KPBHHU CaJIOBU

HcnuryBame I mecer IV mecen, VIII mecen
AHaMHECTHYKH NOJATOLH (HaBEeeHN BO TECT JIUCTH) X
Konnnockonuja (Barcelona classification 2002, IFCPC) | X X X
ITATI Tect (Bethesda cytological classification 2004) X X X
XTIB PCR Tunmsanyja Ha HepBUKATHUOT OpHC X X X
Hecakanu ecektu X X
Kpurepuymure 3a ucnutyBame Ha TepanuckaTa e(pukacHOCT rpaayc
Haopn ox | Hopmanen (A Haon) 0
KOJIMOCKOICKA
knacnukanuja | © TPaHC(hOpMaIOHa 30Ha
(Barcelona 2002, | ® OpPHIMHAJICH INIOYECT CIUTE
IFCPC) e eKTommja
Comuurenes (B Haopn) 1
e HEXKHa JICYKOIJIaKKja, MO3auK, IyHKTyaluja
e jOfi-HeraTHMBHA 30HA
Ao6nopmaien (C Haon) 2

PAP Haoj | benurnn - HopmanHm Haogu co wim Oe3 apyra npomnpatsa | 0
(Bethesda uHpeKuuja
HUTOJIOLIKA
kracuuKamuja Low-grade SIL (XIIB wnu CIN I/HPV) 1
2004) ASC-H nnmu ASC-US 2
High-grade SIL (CIN II, CIN III unu CIS co nnu 6e3 XI1B) 3
CycnekTeH Haof] 32 UHBa3UBEH KapLUMHOM 4
XIIB PCR | HeraTtusu3zanuja Ha HaOOT 0
THNA3ANUja .
Ilep3ucrennuja Ha HAOJOT Ha UcTOBeTEH Tull Ha XIIB 1
ITojaBa Ha HOB Tun Ha BucokopusuueH XI1B 2
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

Kareropuja rpajayc Ha HeCAKAHH [IejCTBA

A | Koxnu aneprucku HEMa | MamyJ03€H JepMaTHUT / er3eM

b |TUT HEeMa | cTOMayHu OOJIKM / KOJUKY / ujapea / oncTunanuja
B | Ommra cocroj6a ucra | cnaboct / opTocTaTcKa XUMOTEH3H]ja

r |(YIr HEMa | XemaTrypyja

IIpu perucrpupame Ha OMJIO KOe Of HECaKaHUTE JIejcTBa Ce IOMOJIHYBallle CcJe/lHaBa
Tabea, HaBeyBajKu ja KaTeropujaTa Ha HecakaHOTO AejcTBO (A, B, B, I):

Kareropuja A b B r

[aTyM Ha jaByBambe

TesKnHa'

BpeMETpacme”

aconpaHoCT’

Tek / ucxon®

'TexXnHA - ce 03HAa4YyBa CO CIEJHATE HYMEPUYKH Tpafych: 1= cmabo, 2= ymepeHo, 3=
TEIIKO

’BpEMETPAEHHE - CE O3HAUYBAAT HyMEPUUYKM OPOjOT Ha JIEHOBU HAa TPAECHETO HA HECAKAHOTO
I€]CTBO

’acoNMpPaHOCT MOMery II0jaBEHMTE TErOOM M IPENapaToT - C€ O3HadyBa CO CJIEJHHUTE
HyMepHYKM rpagycu: 0= HeMa acouupaHocT, 1= npeTnocTaBeHo, 2= BepojaTHO

“Tex / MCXOJT - ce O3HAYYBA CO CIEHUTE HYMEPUYKHU IPayc: 1=[aBameTO Ha IPenapaToT
€ TIPOJIOJIZKEHO, HECAKAHOTO JIEjCTBO NCUYE3HYBA, 2=1aBambEeTO Ha npenapaTroT e
POJOJIKEHO, HECAKAHOTO JIEjCTBO NMEP3UCTHPA, 3=[aBakETO Ha MPEnapaToT € MPEeKUHATO
MOpa i HECAKAHUOT €(PEKT
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

PE3YJITATHU

I'm ucnuraBme pesyaTaTtute off OOjeKTUBHATE Bapujabiau KOM ce AUPEKTEH MOKa3aTesl Ha
palnyoHaJHOCTa Ha TpeTMaHoT (konmockoncku mnperien, PAP, PCR rtunuszanuja), op
aHAMHECTUUYKHUTE Bapujadau KOUM MOXKAT fia MpUOHecaT BO MPOLEHKATa 32 palliOHATHOCT
Ha TpPeTMaHOT (MylIeHmhe, PETOBHOCT BO KOH3YMHPAHETO AHTHOKCHIAHCH W BHUTAMWHH,
HAI[MOHATHOCT, BO3pacT Ha MpPB CeKcyaljeH OfHOc, Opoj Ha aboprycu, Opoj Ha pafama,
KOpHUCTEHE HAa KOHJOM, OpavyHa cocToj0a, Opoj Ha aKTUBHM CEKCYaTHU NapTHepH, Opoj Ha
IPETXOAHMU CEKCYajlHU NapTHEpHU, KOPUCTEHE Ha XOPMOHCKA KOHTpalLENTHBHA Teparyja,
o0pa3oBaHNE U PENOBHOCT BO KOH3YMHPAHETO aHTHMOKCHIAHCH U BHUTAMHHH), KaKO U Off
aHAMHECTUUYKUTE Bapujabiid 3a KOW ce COMHEBaBME JleKa MMaaT OMIIO KaKBO BIIMjaHNE HA
TPETMaHOT (MECTO Ha KHMBECHE).

1. KOJIIIOCKOIICKHN HAO/]

Amnanmzata co Friedman ANOVA nokaxa [ileKa HoCTOjaT CTAaTHCTHYKH 3HAYAJHH Pa3INKH
noMery KOJINIOCKONCKHTE HAONHM NPW NPBHOT Nperjief, NpBaTa H BTOpaTa KOHTPOJA Kaj
HCIHTAHMYKUTE KON Gea TPeTHPAHH! CO HCIUTYBAHO CPENiCTBO.

(ANOVA Chi Sqr. =27,444 df=2  p=0,000001)

Amnamusara co Wilcoxon Matched Pairs Test mokaxa peka NDOCTOJaT CTATHCTHYKH
CHrHH(MKAHTHH Pa3IHKN NMOMery KOJIMOCKONCKHOT HAOX MPW NPBHOT Nperjie[ W NpBara
KOHTPOJ1a Kaj HCIUTAHHYKHTE KON NMPUMAAT HCMHUTYBAHO CPEACTBO.

(T=0,00 Z=2,9340 p=0,00334)

Amnammsara co Wilcoxon Matched Pairs Test mokaxka peka NOCTOJaT CTATHCTHYKH
CHTHU(DMKAHTHY PA3IMKH NMoMerly KOJIMOCKONCKHOT HAOJ NMPHW NPBHOT Nperjie[l H BTOpara
KOHTPOJIA Kaj HCNMTAHMYKHTE KOM NpPUMAaaT HCIHUTYBaHO cpenactBo. Pasnukure ce
NMO3HAYAjHU NPH BTOPATa KOHTPOJIa BO OHOC HA NPBHOT nperJiex Bo () - Bpeme.

(T=0,00 Z=3,7723  p=10,000196)

Amnammszara co Wilcoxon Matched Pairs Test mokaxka peka NOCTOJaT CTATHCTHYKH
cHrHH(MKAHTHH PA3THKH MOMely KOJIMOCKONCKHOT HAON NMPH NMPBaTa KOHTPOJAa N BTOPATa
KOHTPOJIA Kaj HCIUTAHNYKHTE KOH NPHUMaaT HCOHUTYBaHO cpeacTtBo. OBje pasiamkara e
CTAaTHCTHYKN 3HAYAjHA, HO € IOMAaJIa BO OIHOC Ha /IBeTe NPEeTXOHM.

(T=0,00 Z=2366 p=0,0179)
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII

co nnu 6e3 6umoncucku nokaxkad CIN I

TabGena Op. 1. [ucTpuOynuja Ha UCNUTAHULIMTE CO MCIUTYBAaHO CPENCTBO CIIOPEN
KOJIIOCKOII-CKMOT HaOJl Ha MpB IIperJjef, IpBa U BTOpa KOHTpoJla
KOJIMOCKOIICKH HAOJ HCNUTYBAHA IPyNa co HCNUTYBAHO CPEACTBO
0 I II
H % H % H %
Hopmajien naox (0) 13 28.26 20 48.78 25 67.57
comuureaeH Haox (1) 14 30.44 11 26.83 8 21.62
adoHopmanen Haog (2) |19 41.30 10 24.39 4 10.81
BKYIIHO 46 100 41 100 37 100
I'papukon Op. 1. ductpuOyuuja Ha UCNUTAHULIUTE CO MCIHUTYBAHO CPEJCTBO CIOpEN
KOJINOCKOIICKMOT HAOJ Ha NPB NPETJIe]], IpBa U BTOpa KOHTPOJa
0 I II
O nopmanen B comuntenen [JadoHopmalieHn
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII

co nnu 6e3 6umoncucku nokaxkad CIN I

Tabena 6p. 2. JucTpubynyja Ha UCIUTAHULUTE CO IUIANEeO0 CIOpes KOMMOCKOICKUOT HAOJ

Ha TpB NIperJjef, IpBa U BTOpa KOHTpoJa

KOJMOCKOIICKH HA0X

HUCNUTyBaHa rpyma co IIJIaIl860

0 I II

H % H % H %
HopMmaJsen Haon (0) 12 28.57 14 35.89 20 60.6
comunreaeH Haox (1) 13 30.95 12 30.77 9 273
aonopmasien Haoq ( 2) 17 40.48 13 33.33 4 12.1
BKYIHO 42 100 39 100 33 100

I'pacukon 6p. 2. [ductpudynuuja Ha MCOUTAHUIUTE CO IUane0o crnopef KOJMOCKOICKHOT
HaoJl Ha IIPB IIpEeTJIe], IpBa U BTOpa KOHTPOJIa

20-
18-
16
14
124

0

O nopmanen B comuurenen O adHopmanen
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

Amnanmmsata co Friedman ANOVA nokaxa [leKa HoCTOjaT CTaTHCTHYKH 3HAYAJHH Pa3INKH
noMery KOJIOCKONCKHTE HAONM NPW NPBHOT Nperjief, NpBaTa H BTOpaTa KOHTPOJA Kaj
HCIMTAHMYKUTE KON NPUMaa mianedo.

(ANOVA Chi Sqr.= 19,500 df=2  p=0,00006)

Amnammsata co Wilcoxon Matched Pairs Test mokaxa feka He NOCTOJaT CTATHCTHYKH
CHrHH(MKAHTHH Pa3IHKN NMOMery KOJIMOCKONCKHOT HAOX MPW NPBHOT Nperjiex W NMpBara
KOHTPOJIa Kaj HCIUTAHNYKUTE KO NpUMaa 11anedo.

(T=0,00 Z=1,603 p=0,1088)

Amnammsara co Wilcoxon Matched Pairs Test mokaxa peka NDOCTOJaT CTATHCTHYKH
CHTHU(DMKAHTHY PA3IMKH NMoMery KOJINMOCKONCKHOT HAOJ NMPHW NPBHOT Nperjie[l H BTOpara
KOHTPOJIa Kaj HCIUTAHHYKHTE KON NMPUMAAT NJ1anedo.

(T=000 3=3059 mu=0,00221).

Anammsata co Wilcoxon Matched Pairs Test mokaxka paeka HNOCTOJaT CTATHCTHYKH
cHrHH(MKAHTHH Pa3IHKH MOMely KOJINOCKONCKHOT HAON NMPH NPBaTa KOHTPOJAa M BTOPaTa
KOHTPOJIa Kaj HCIUTAHWNYKATE KOH NPUMAaT mianedo.

(T=0,00 Z=2,665 p=0,0076).
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

2. PAP naon

Amnammsara co Friedman ANOVA mnokaxa JeKka He NOCTOjaT CTATHCTHYKH 3HAYAJHH
pazmuku nomery ITAII naopure mpu NMPBHOT Hperjen, MPBaTa W BTOPAaTa KOHTPOJA Kaj
HCIUTAHMYKUTE KOM Oea TpeTHpaHHu co HCNUTYBaHO cpeacTBo. (ANOVA Chi Sqr. = 5,096
df=2 p=0,0782)

Amnammsata co Wilcoxon Matched Pairs Test mokaxa feka He NOCTOJaT CTATHCTHYKH
curanpukanTHn pa3anku nomery ITAIT HaoguTe npu NPBHOT MperJiex U NPBATa KOHTPOJIA
Kaj NCIUTAHNYKNTE KON MPUMAaT MCIUTYBaHo cpeactBo. (T=7,00 Z=0,733 p=10,4630)

Amnammsata co Wilcoxon Matched Pairs Test mokaxa feka He NOCTOJaT CTATHCTHYKH
curanpukanTHn pazmuku nomery ITATI HaoguTe npn NpBUOT NperJie] U BTOPaTa KOHTPOJIa
Kaj NCIUTAHNYKNTE KOU MPUMAaT HCHUTYBaHO cpeactso. (T =15,00 Z=1,274 p=0,2026)

Amnammsata co Wilcoxon Matched Pairs Test mokaxa feka He NOCTOJaT CTATHCTHYKH
curnngnkanTan pasankn nomery ITAII Haomor mpu mnpBaTta KOHTpoJa M BTOpara

KOHTPOJIa Kaj NCNIUTAHNYKATE KOU npuMaat ucnurysano cpeacrso. (T = 9,00 3 = 1,260
o =0,2075)

Tab6ena Op. 3. QucTtpuOyuuja Ha MCOUTAHUIMTE CO MCNUTYBAaHO cpefcTBo crnopep [TAIIL
HAOJOT HAOJ Ha NIPB IperjeN, NpBa U BTopa KOHTpoJIa

ITAII naop HCIIMTYBAHA IPyNa CcO HCNIUTYBAHO CPECTBO

0 I I

H % H % H %
Hopmasen Haox (0) 20 43.5 22 53.66 |28 75.7
Low-grade SIL (1) 19 41.3 14 3415 |7 18.9
ASC-H/ASC-US (2) 7 15.2 4 9.76 1 2.7
High grade SIL (3) 0 0 1 243 1 2.7
cycneKkTeH Haoj 3a naBasuseH Ca (4) 0 0 0 0 0 0
BKYIIHO 46 100 41 100 37 100
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Knuanuko ucnutyBame Ha TepanuckaTa e(pUKacHOCT, MOJHOCIUBOCT U 6€30eHOCT Ha NepOpaIHA
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII

co nnu 6e3 omoncucku nokasxkaH CIN I

I'pacpukon 6p. 3. ductpubynyja Ha UCIUTAHULUTE CO UCHUTYBaHO cpefcTBo cnopen [TATIT
HAOJOT Ha MPB Iperiiel, IpBa 1 BTopa KOHTpoOJIa

30

251

20

15

10+

oo E1 a2
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Ta6ena 6p. 4. [luctpubynuja Ha ucnutanunuTe co mianedo cnopen [TAIT HaogoT Ha npB

npersieq, IpBa U BTopa KOHTpoJia

ITAII naop HCNUTYBAHA IPyNa co mianedo

0 I I

H % H % H %
Hopmasien Haox (0) 18 42.86 |20 51.28 |19 57.68
Low-grade SIL (1) 17 4048 |15 3846 |9 27.28
ASC-H / ASC-US (2) 7 16.67 |2 5.13 2 6.06
High grade SIL (3) 0 0 2 5,13 2 6.06
cycneKkTeH Haoj 3a unBasuBen Ca (4) 0 0 0 0 1 3.03
BKYIHO 42 100 39 100 33 100
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

I'pacpukon 6p. 4. ductpubynyja Ha ucnutanunute co nianedo cnopen [TAIT HaogoT Ha ipB
npersen, npBa u BTopa KOHTpoJia

go m1l a2 a3 m4

Amnamnsara co Friedman ANOVA nokaxa Jeka HOCTOjaT CTATHCTHYKH 3HAYAJHU Pa3/IHKH
nomery ITAIl HaoguTe NpH NPBHOT Tperyie[], NpPBaTa W BTOPaTa KOHTPOJa Kaj
HCIUTAHWYKATE KoM 0ea Tpetupanu co miane6o. (ANOVA Chi Sqr.=8,00 df=2 p=
0,01832)

Amnamusara co Wilcoxon Matched Pairs Test mokaxka fnexa He NOCTOJaT CTATHCTHYKH
curanpukanTan pa3anku nomery ITAIT HaoguTe mpu NpBHOT Mperieqn U NPBaTa KOHTPOJIA
Kaj NCIUTAHNYKNTE Kou mpumaar mwianedo. (T =15,00 Z =0,000 p=1,00)

Amnammsara co Wilcoxon Matched Pairs Test mokaxka feka He NOCTOJaT CTATHCTHYKH
curangnkanTan pazankn nomery ITATI HaonuTe npn NPBHOT NperJie H BTOPaTa KOHTPOJIA
Kaj NCIUTAHNYKATE Kou mpuMaar mwianedo. (T =2,00 Z=1,782 p=0,0747)

Anammsata co Wilcoxon Matched Pairs Test mokaxka paeka HNOCTOJaT CTATHCTHYKH
curinpukanTin paziuku nomery ITAIl naomor mpu mpBaTa KOHTpOJa M BTOpaTta
KOHTPOJIa Kaj NCIMTAHNYKNTE KOU npumaart miaanedo. (T =0,00 Z=2.201 p =0,0277)

OBa mokaxkyBa fieKa MMa CTATHCTHYKH 3HAYAjHO BJIOIIYBamke Kaj MCOUTAHHYKATE KOH
npumase mianedo Bo ognoc Ha [TAII naoxuTe nomery npsara u BTOpaTa KOHTPOJIA.
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

3. XIIB PCR TUIIM3ALINJA

Amnamnmsara co Friedman ANOVA nokaxa JeKa HOCTOjaT CTATHCTHYKH 3HAYAJHU Pa3/IHKH
nomery XIIB PCR Tunu3anujata mpu npBHOT NperJief], NpBaTa U BTOPaTa KOHTPOJa Kaj
HCIUTAHNYKUTE KON Gea TPeTHPAHH CO HCIUTYBAHO CPeNICTBO.

(ANOVA Chi Sqr. = 51,058 df=2  p=0,000001)

Anammsata co Wilcoxon Matched Pairs Test mokaxka paeka HNOCTOJaT CTATHCTHYKH
curnngunkanTan pa3zmukn nomery XIIB PCR tunu3ammja mpu npBHOT mperje] M npBara
KOHTPOJIa Kaj HCIUTAHNYKATE KOH NPUMAAT HCIIUTYBAHO CPEACTBO.

(T=14,00 Z=4204  p=0,000026)

Amnammsara co Wilcoxon Matched Pairs Test mokaxka peka NOCTOJaT CTATHCTHYKH
curanpukanTan pa3mukn nomery XIIB PCR tunn3anujata npu npBuoT nperjeq H BTOpaTa
KOHTPOJIa Kaj HCIHTAHNYKATE KOWM MNPHMAAT HCOUTYBaHO cpenacrBo. Pa3znmkure ce
NMO3HAYAjHA NPH BTOPATAa KOHTPO.J1a BO OAHOC HA NMPBUOT nperJie Bo 0 - Bpeme.

(T=17,50  Z=4,787 p = 0,000002)

Amnammsata co Wilcoxon Matched Pairs Test mokaxka feka He NOCTOJaT CTATHCTHYKH
curangnkanTan pazmukn nomery XIIB PCR tunmm3ammjaTa nmpu mpBaTa KOHTpoOJa W
BTOPATa KOHTPOJIA Kaj HCHUTAHNYKHTE KOU NPUMAAT HCIIUTYBAHO CPE/ICTBO.

(T=4,50  Z=12890 p = 0,0587)

Ta6ena Op. 5. [luctpubyuyja Ha UICIUTAHUIUTE CO UCUTYBaHO cpeacTBo cnopen XIIB PCR
THUNKA3ALK]jA HA NIPB MPETJie]], IpBa U BTOpa KOHTpOJa

XIIB PCR HCNUTYBAHA Tpyna CcO MCIHUTYBAHO
. CpeacTBo

THINH3ANHja

0 I II

n % n % n %
HeratuseH Haox (0) 0 0 29 |70.73 |33 |89.2
Ilep3ucrennuja Ha ucroperen Tun Ha XIIB (1) 46 |100 |11 |26.83 (3 8.1
ITojaBa nHa HOB BUcOKopu3nyeH Tun Ha XIIB (2) 0 0 1 24 |1 2.7
BKYIIHO 46 |100 |41 (100 (37 |100
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Knuanuko ucnutyBame Ha TepanuckaTa e(pUKacHOCT, MOJHOCIUBOCT U 6€30eHOCT Ha NepOpaIHA
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII

co nnu 6e3 omoncucku nokasxkaH CIN I

I'padpukon Op. 5. [Juctpubyinuja Ha UCOUTAHULUATE CO UCOUTYBAHO cpencTBo crnopen XIIB
PCR Tunmsanyja Ha pB Mperieq, IpBa ¥ BTopa KOHTpoJa

0o m1 02

Tabena 6p. 6. Juctpubynyuja Ha ucnuranuuute co mianedo cnopep XIIB PCR Ttunuzanmja

Ha TpB IIperjef, IpBa U BTOpa KOHTpoIa

XIIB PCR HCMUTYBAHA IPyNa €O IIanedo
THNH3ANHja 0 I I
H % H % H %

HeratuBeH Haox (0) 0 0 18 | 46.15 |23 69.70
Ilep3ucrennmja na ncroperen Tun Ha XIIB (1) 42 (100 |19 [48.72 |8 24.24
IIojaBa na HoB BucokopusnveH tun Ha XIIB (2) 0o (0 2 (513 |2 6.06
BKYIHO 42 100 |39 | 100 33 100
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

I'papukon Op. 6. Huctpubyuuja Ha wucnutaHuuure co mianebo cnopen XIIB PCR
THINA3ALKJA HA NIPB [IPErJIe]], pBa U BTOpa KOHTpOJja

0 I I

ao |1 02

Amnanusara co Friedman ANOVA nokaxa Jeka HoCcTojaT CTATHCTHYKU 3HAYAjHU Pa3/IMKH
nomery XIIB PCR Tunu3anujaTa mpu npBHOT Nperief, NpBaTa U BTOPaTa KOHTPOJa Kaj
HCIUTAHUYKHTE KOM 0ea TPpeTHPaHH CO mianedo.

(ANOVA Chi Sqr. =32,240 df=2 p=0,00001)

Amnammsara co Wilcoxon Matched Pairs Test mokaxa peka NOCTOJaT CTATHCTHYKH
curanpukanTan pa3mmkn nomvery XIIB PCR tunm3anuja npu npBHOT mperjeq W npBara
KOHTPOJIa Kaj HCIUTAHNYKNTE KOH MPUMAAT I1aneodo.

(T=22,00 Z=3249 p=0,00115)

Amnammsara co Wilcoxon Matched Pairs Test mokaxa peka NDOCTOJaT CTATHCTHYKH
curnngunkanTan pasanku nomery XIIB PCR Tunu3anujara npu npBuoT nperjeq H BTopara
KOHTpPOJIa Kaj MCNUTAHWYKATE KOM MpuMaaTr mianedo. Paznmukure ce mo3HauajHnm npm
BTOPaTa KOHTPO.J1a BO OJJHOC HA NPBHOT nperJex Bo ( - Bpeme.

(T=26,00 Z=3,672 p=0,00024)

Amnammsara co Wilcoxon Matched Pairs Test mokaxka fexka He NOCTOJaT CTATHCTHYKH
curancukanTan pa3mukn nomery XIIB PCR Tunm3ammjara mpu mpBaTra KOHTPOJa M
BTOpPATa KOHTPOJIA Kaj HCHUTAHNYKHUTE KOU MPUMAAT IU1anedo.

(T=7,00 Z=0,733 p=04630).
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 6umoncucku nokaxkad CIN I

4. BKPCTEHA AHAJIN3A I[IOMEI'Y I'PYIIUTE CIIOPEN
KOJIIIOCKOIICKNOT HAOJ HA IIPB ITPETJIE]

Tabema Op. 7. quctpubyuuja Ha UCOUTAHUIUTE CHOPEN KOJMOCKONCKHUOT HAOJ Ha MpPB
nperiep

KOJIMOCKOICKH HAOT TPETHPAHH €O UCMHUTYBAHO CPEACTBO | TPETHPAHH CO MIANEHO
A % A %
HopmaJsien Haox (0) 13 28.26 12 28.57
comuuresneH Haox (1) |14 30.44 13 30.95
aonopmanen Haog (2) |19 41.30 17 40.48
BKYIIHO 46 100 42 100

I'pacpukon Op. 7. [ductpudOynuja Ha UCIUTAHUIUTE CHOpPE] KOJIIMOCKOICKMOT HAOJ Ha MPB
npersaeq

20
184
16
14
12+
10+

A
17

HCIIUTYBAHO CPECTBO nianedo

O nopmanen B comuuTeNIeH O aduopmanen

Amnanmsarta co nomom Ha Mann-Whitney U Test mokaxka jeka He HOCTOJaT CTATHCTHYKH
CHrHU(MKAHTHA PA3IMKN NOMery HWCIUTAHUIHMTE KOW e TPETHPAHH CO HCIUTYBAHO
CPeJCcTBO U HCIHTAHMINTE KOH Ce TPETHPAHH CO IIaned0 BO OHOC HA KOJNOCKONCKH HAON
HA NPBHUOT NperJief.. (Z=-0,062 p=0,950)
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Knuanuko ucnutyBame Ha TepanuckaTa e(pUKacHOCT, MOJHOCIUBOCT U 6€30eHOCT Ha NepOpaIHA
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

5. BKPCTEHA AHAJIM3A TIOMETY TI'PYIIUTE CIIOPEJ PAP HAOI HA
I1PB ITPETJIE[]

Ta6emna Op. 8. [Juctpubynuja Ha ucnutanunure cnopen [TAI1 Haon Ha npB nperien

ITAII naop TPETHPAHHU CO HCIUTYBAHO CPEICTBO TPEeTHPAHH €O IIANed0
A % A %
Hopmasen Haox (0) 20 43.5 18 42.86
Low-grade SIL (1) 19 41.3 17 40.48
ASC-H/ASC-US (2) |7 15.2 7 16.67
High grade SIL (3) |0 0 0 0
e ot ™ : L
BKYITHO 46 100 42 100

I'pacukon 6p. 8. MuctpuOyumja Ha ucnutanuuute cnopef ITAII Haon Ha ipB nperneq

207 oo
18-
161
141 m1
121
10 02
8.
6.
al O3
2.
0- m4
HCHHTyBaHO Cpe}lCTBO IIJIa[l660

Amnammsara co Mann-Whitney U Test mokaxa fAeka He MOCTOjaT CTATHCTHYKH
CHTHU(DMKAHTHA Pa3JIMKN TNoMely HCIATAHANHATE KOH C€ TPETHPAHH CO MCHHTYBAHO
CPeACTBO ¥ MCIUTAHHIUTE KOU ce TPeTHpPaHH co mianedo Bo oqHoc Ha ITAII maonor npn
NPBHOT NperJien.

(Z=-0,1086  p=009135).
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 6umoncucku nokaxkad CIN I

6. BKPCTEHA AHAJIM3A TIOMEI'Y TPYIIUTE CIIOPE]l XIIB PCR
TUITN3ALMIATA HA IIPB ITPEIVIE]]

Ta6ema Op. 9. ductpubynuja Ha ucnutanunutTe cnopen XIIB PCR tunusanuja Ha npB
nperiep

XIIB PCR TPEeTHPAHU CO | TpeTHpanu co

. HCIATYBAHO CPEACTBO | IUIANEd0
THNH3ANHja

A % A %

HeratuBeH Haox (0) 0 0 0 0
Ilep3ucrennuja na ucrosered Tun Ha XIIB (1) 46 100 42 100
ITojaBa na HoB Bucokopusnden Tun Ha XIIB (2) |0 0 0 0
BKYIHO 46 100 42 100

I'pacpukon Op. 9. Muctpubyuuja Ha ucnurtanunute cnopen XIIB PCR tunuzamnuja Ha nps
nperieq

50+
45-
40-
35
30
25-
20+
15-
10+

HCIUTYBAHO CPEJICTBO nianedo

oo m1 02

Amnammsara co Mann-Whitney U Test mokaxa fAeka He MOCTOjaT CTATHCTHYKH
curHA(UKAHTHA PA3JMKN NOMery WNCIUTAHHIUTE KOM €€ TPETHPAHH CO MCIHUTYBAHO
CpPeJICTBO M HMCHNUTAHUIINTE KOM ce TpeTHpaHu co mianed6o Bo ogHoc Ha XIIB PCR
THINM3ANMjaTa HA NPBUOT Nperjen. (Z =0,000 p=1,00).
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 6umoncucku nokaxkad CIN I

7. BKPCTEHA AHAJIN3A I[TIOMEIL'Y I'PYIIUTE CIIOPE[
KOJIIITIOCKOIICKNOT HAOJI HA TTPBA KOHTPOIJTA

Tabena 6p. 10. ductpubynuja Ha UCNUTAHULUTE CHOPEN KOJIMOCKONCKMOT HAOJ Ha MpBa
KOHTpoOJIa

KOJIMOCKOIICKH HAO0] TPETHPAHH €O HCIHMTYBAHO CPEACTBO | TPETHPAHH CO IJIANed0
A % A %
HopMmaJsen Haox (0) 20 48.78 14 35.89
comHureseH Haox (1) 11 26.83 12 30.77
aonopmasien Haog (2) 10 24.39 13 33.33
BKYIHO 41 100 39 100

I'pacdpukon Op. 10. JucTpuOynuja Ha HCOIUTAHULUTE CIOPEN KOIIOCKOIICKUOT HAO/ Ha IpBa
KOHTPOJIA

20"
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HCIUTYBAHO CPEIACTBO nnaueﬁo

O nopmanen B comHuTENEH O adnopmanen

Amnammsara co Mann-Whitney U Test mnokaxa JAeka He MOCTOjaT CTATHCTHYKH
CHTHU(DMKAHTHA Pa3/IMKH NMOMery HCNHTAHHIUTE KOM NMPHMAAT MCOUTYBAHO CPEACTBO M
HCIMTAHAIMTE KOHM NMPHMAaaT IJIaned0 BO OHOC HA KOJMOCKONCKHOT HAOJ Ha NpBarTa
KOHTpoO.1a.

(Z=-1,102 p=02704)
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Knuanuko ucnutyBame Ha TepanuckaTa e(pUKacHOCT, MOJHOCIUBOCT U 6€30eHOCT Ha NepOpaIHA
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

8. BKPCTEHA AHAJIM3A TIOMEIY T'PYIIUTE CIIOPEJ PAP HAOI HA
ITPBA KOHTPOJ/IA

Ta6ena 6p. 11. Juctpubyuuja Ha ucnutanunurte cnopen [TAIT Haon Ha mpBa KOHTpoOJa

ITAII naop TPETHPAHHU CO HCIUTYBAHO CPEICTBO | TPETHPAHH CO NJIANEH0
A % A %
Hopmasen Haox (0) 22 53.66 20 51.28
Low-grade SIL (1) 14 34.15 15 38.46
ASC-H / ASC-US (2) 4 9.76 2 5.13
High grade SIL (3) 1 243 2 5,13
e " |° : oo
BKYITHO 41 100 39 100

I'pacukon 6p. 11. Huctpubynuja Ha ucnuranunute cnopef ITAII Haon Ha mpBa KOHTposIa

25- =0
201 22
151
a2
101
a3
5-
4 L0 >0 m4
01l
HCHI/ITyBaHO CpeJICTBO mlaueﬁo

Amnammsara co Mann-Whitney U Test mnokaxa Jeka He MOCTOjaT CTATHCTHYKH
cnrHA(UKAHTHA PA3INKH NMOMery WCHHTAHMIHUTE KOW NMPHUMAAT NCHHTYBAHO CPENCTBO M
HCIUTAHUIUTE KON NpuMaart miane6o Bo oxnoc Ha ITAII HaogoT Ha mpBaTa KOHTPOJIA

(Z=-0,120 p=0,9042).
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Knuanuko ucnutyBame Ha TepanuckaTa e(pUKacHOCT, MOJHOCIUBOCT U 6€30eHOCT Ha NepOpaIHA
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

9. BKPCTEHA AHAJIIM3A TIOMEIY TPYIIMTE CIIOPE[l XIIB PCR
TUIIN3ALIMJA HA TTPBA KOHTPOJIA

Tabena 6p. 12. Jucrpubynuja Ha ucnuranunure cnopepn XI1B PCR tunusamnuja Ha mpBa
KOHTpOJIa

XIIB PCR TPETHPAHH CO UCMHUTYBAHO CPEJACTBO | TPETHPAHH CO IIANEHO
THNH3ANHja A % A %
HeratuBeH Haon (0) 29 70.73 18 46.15
Ilep3ucTrennuja Ha WCTOBe-

ren Tum na XTIB (1) 11 26.83 19 48.72
IIojaBa HA HOB BHCOKOpH-

3nuen tun Ha XITIB (2) 1 244 2 513
BKYIIHO 41 100 39 100

I'padukon Op. 12. Muctpubyuuja Ha ucnutanunure cnopep XIIB PCR tunuzanuja Ha npBa
KOHTpOJIa

30
29
254
20+
15-
10-
5-
HCIIUTYBAHO CPeJICTBO nianeso
ao w1 a2

Amnanmmsara co nomom Ha Mann-Whitney U Test mokaxka AeKa HOCTOjaT CTATHCTHYKH
cHrHH(NKAHTHA PA3IMKH NoMely HCNHTAHANUTE KOH NPHMAAT HCIHTYBAHO CPENCTBO M

HCIMTAHHIMTE KOW mpuMaat mianedo Bo oxnoc Ha XIIB PCR Tunu3anmjara npu npsara
KoHTpona (Z=-2208 p=0,0272).

41

T'maekomnomko-Akymepcka Knnanka, Bogmancka 66, YauBep3uteT CB. Kupun u Metonnj, Ckomje,
MakepoHnyja



Knuanuko ucnutyBame Ha TepanuckaTa e(pUKacHOCT, MOJHOCIUBOCT U 6€30eHOCT Ha NepOpaIHA
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

10. BKPCTEHA AHAJIN3A I[IOMEI'Y I'PYIIUTE CIIOPEN
KOJIIIOCKOIICKHNOT HAOJ HA BTOPA KOHTPOITA

Ta6ena Op. 13. ductpuOynyja Ha UCIUTAHULUATE CIIOPE] KOJIMOCKONCKUOT HAO/ Ha BTOpa
KOHTpOJIa

KOJIMOCKOIICKH HAOJ TPETHPAHHU €O HCIUTYBAHO CPEICTBO | TPETHPAHH CO IJIANE60
A % A %

Hopmasen Haox (0) 25 67.57 20 60.6

comuureseH Haox (1) 8 21.62 9 273

aonopmasnen Haox (2) 4 10.81 4 12.1

BKYIIHO 37 100 33 100

I'papukon Op. 13. ducTpubyuuja Ha MCIUTAHULUTE CIOPE]] KOJMOCKOICKMOT HAOj Ha
BTOpa KOHTpoOJIa

HCIUTYBAHO CPECTBO nianedo

O nopmanen B comuuTeNIEH O aouopmanen

Amnammsara co Mann-Whitney U Test mokaxa JAeka He MOCTOjaT CTATHCTHYKH
cHrHU(UKAHTHA PA3TMKA NOMely MCIHTAHMIUTE KOHM NPHMAAT HCIHTYBAHO CPENCTBO M
HCIUTAHNIMTE KOM NMPHMAAT IJIae0d0 BO OJHOC HA KOJINOCKONCKHOT HAOX MpH BTOpaTa
KOHTposa. (Z=-0,476 p=0,6337)
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

11. BKPCTEHA AHAJM3A TIOMEL'Y TPYIIMTE CIIOPE]] PAP HAOJ] HA

BTOPA KOHTPOIIA

Ta6ena 6p. 14. uctpubyuuja Ha ucnutanugure cnopep [TAIT Haon Ha BTOpa KOHTpOJia

ITAII naop TPETHPAHH €O HCIUTYBAHO CPEICTBO | TPETHPAHH CO IJIaNE60
A % A %

Hopmasen Haox (0) 28 75.7 19 57.68
Low-grade SIL (1) 7 18.9 9 27.28
ASC-H / ASC-US (2) 1 2.7 2 6.06

High grade SIL (3) 1 2.7 2 6.06
e ety |1 : r e
BKYITHO 37 100 33 100

I'pacukon 6p. 14. Muctpubynuja Ha ucnuranunute cnopef ITAII Haon Ha BTOpa KOHTpoOIa

30+

25

20

15

0=

28

Ananmu3zata co Mann-Whitney U Test

HCIUTYBAHO CPEICTBO nianedo

ao

m1

02

O3

m4

OKaxa /[leKa He MOCTOjaT CTAaTHCTHYKH

cNrHA(UKAHTHA PA3INKH NMOMery WCIMHTAHMIHUTE KOW NMPHMAAT WCHHTYBAHO CPENCTBO M
HCIUTAHUIUTE KON npuMaart miane6o Bo oxnoc Ha ITAII nHaogoT Ha BropaTa KOHTpOJIAa

(Z=-1,705

p = 0,0881).
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Knuanuko ucnutyBame Ha TepanuckaTa e(pUKacHOCT, MOJHOCIUBOCT U 6€30eHOCT Ha NepOpaIHA
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

12.BKPCTEHA AHAJIM3A TIOMEI'Y TPYIIMTE CIIOPE]l XIIB PCR

TUIIN3ALIMJA HA BTOPA KOHTPOIJIA

Tabena Op. 15. Juctpubyuuja Ha ucnuranunure cnopef XIIB PCR tunusanuja Ha BTOpa

KOHTpOJIa
XIIB PCR TpeTHPaHH co HCNHUTYBAHO | TPETHPAHH CO IIANEHO
. CpencTBo
THIN3AHja
A % A %
HeratuBeH Haox (0) 33 89.2 23 69.7
Ilep3ucrennuja Ha HCTOBe-
Ten Tun Ha XTIB (1) 3 8.1 8 24.2
IlojaBa Ha HOB BHCOKOpH-
3uden Tin Ha XTIB (2) 1 2.7 2 6.1
BKYIIHO 37 100 33 100

I'pacpukon 6p. 15. uctpubynyja Ha ucnutanunute cnopep XI1B PCR tunuzanuja Ha BTOpa

KOHTpOJa

35-

30+

25
20
15
10+

HUCNIUTYBAHO CPEACTBO

mwianedo

Amnanmmsara co nomom Ha Mann-Whitney U Test mokaxka AeKa HOCTOjaT CTATHCTHYKH
CHTHU(DMKAHTHA PAa3/IMKH NMOMery HCNHTAHHIUTE KOM NMPHMAAT MCOUTYBAHO CPEACTBO M
HCIATAHNIUTE KO mMpuMaat mianedo Bo ogaoc Ha XIIB PCR tunn3anmjata mpn Bropara
KoHTposa (Z = - 1,995 p = 0,0460). 3nauajHocra Ha Pa3INKHTE € MOMAJIA HA BTOpPATa
KOHTPOJIa, a OrojieMa Ha npBaTa KoHTpoa Bo ognoc Ha XI1B PCR Ttunu3amujara momery

ABETE HCIUTYBAHU I'PyIIN.
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

13. KOPEJALINJA MOMEIY IYNEWKWETO LIMTAPU U HETATUBU3AILIMJA
HA XIIB PCR TUIIM3AIINJATA

Amnanu3ara co nomouI Ha Fisher exact TecT mokaxa feka mocTou aconujanuja (Kopeaamnuja,
3aBHCHOCT) nmoMery nep3ucrennujara na XIIB n HaBnkara 3a nymeme nqurapu Kaj Hammre
ucnurannaku (p = 0,0408).

IIymeme nurapu - BO Kopelanyja co CUTe JOCEralllHi UCIIUTYBawka Ha OBaa Bapujadia, U BO
HalllaTa CTyAMja NMyLIEHETO NATapyd CUTHU(UKAHTHO BIMjaclle Bp3 UCXOAOT Off TPETMAHOT
1 Bp3 UCXOJIOT Ha CIIOHTAHOTO U3JIeKyBawe. Hajromemara cTyauja nu3BefeHa gocera Koja ro
IpOydYyBa BJIMjaHHETO HA NYLWIEHETO LIUrapd Kako PpHU3UK (PakTop 3a LEepBUKAJCH
kapuuHoM, co 105760 ucnmranmuku, € crygujata Ha Anthony Gunnell et all, Karolinska
Institutet, Stockholm, a e o6jaBena Bo Cancer Epidemiology, Biomarkers & Prevention, Noemvri
2006. 11 pep oBa cTyawja ce 3Haelle MEXaHU3MOT IO KOj € mo0reHa CUTHU(PUKAHTHOCTA -
OEH3UPEHOT Of] MHXAJIUPAHUOT 4Yaj Of [UrapUTE CE TAJOXKM Ha LEPBUKAJIHUOT MYKYC, Kajie
ja mHXMOUpa ogOpamMOeHaTa yjaora Ha JIaHrepXaHCOBUTE KJIETKH, OHEBO3MOXKYBAjKH T Ja
n3navyatr JOBOJIHA KOJIMYMHA WHTEPJIECYKUHA NOTPEeOHM 3a aieKBaTEH UMYH OATrOBOp Ipema
XIIB undpekumjata. llIBefackaTa cTyauja ru n3Hece CAESTHUBE 3aKIyYOIH:

o [Ilep3ucrennujata Ha XIIB -16 uH(peknujaTa co BUCOK BUPAJIECH JIOY] U NYIIEHETO
ro 3rojieMyBaaT pHU3MKOT 3a LEPBUKAJICH KapuuHOM 3a 27 maTH BO OJHOC Ha
nymayurte kou Hemaat XIIB-16 uadeknyja.

o XIIB -16 na¢exknujaTa HE3aBUCHO Off BUPAIHUOT JIOY/ ¥ MYLIEHETO IO 3rojieMyBaaT
PU3HMKOT 3a LIEPBUKAJIEH KapUMHOM 3a 14 maTé BO OJHOC Ha NYIIAYUTE KOM HEMAaT
XIIB-16 undekuyja.

e Henymauure co Bucok XIIB -16 BupasneH noyn uMaaT caMo 6 aTH IOr0OJIeM pU3HK
3a IEpBUKAJIEH KapIMHOM BO OJHOC Ha HemymauuTe kou HemaaT XIIB-16
uH(peknyja.

e Ilocronm ogHOC momery MyHMIAYKUOT CTaXX M LEPBUKAIHUOT KapLUHOM - IIOCTOH
CTATUCTUYKM CHUTHU(PUKAHTEH MYJITUIUIMKATUBEH OJHOC IoMely BapujabiuTe
nymewe nurapu u nep3ucteHTHa XIIB wuHQexknuja Kako Npeau3BUKyBaud Ha
LEPBUKAJIHUOT KApUMHOM, IPEKy KOMOMHALM]ja Ha [iBa CPOJHU MeXaHU3MU. EfHuOT
€ MEXaHU3MOT Ha JIOKaJlHa UMYyHa Cylpecuja, a BTOPUOT € JieKa U MPUCYyCTBOTO Ha
XIIB Ha pepBUKalHaTa MyKo3a U IIYLIEHETO 3a€HO IO HapyllyBaaT JaueHmeTo Ha
O[[pEJCHU LIUTOKNHU KOU yYeCTBYBaaT BO KOHTpOJaTa Ha aOHOPMAJIHUOT KJIETOYEH
pacTt u qudepeHnujanuja.

Bo namara cTyaynja ICIMTaHWYKUTE TH NMOIEJIMBME TJIOOATHO HA MyLIayy U HENyIlayy, a He
Ce WCOUTYBaHMW BapujaOIuWTEe NpPOCEYHAa JHEBHA KOH3yMallija Ha LUrapd, HUTY MaK
BpeMETpacke Ha MyIIauyKUOT cTaxX. Pe3yinraTure of cTaTUCTMYKATA aHAIU3a MoKaxKaa:
e Kaj nmymaunte HacraHyBa mocnopa clioHTaHa HeraTtuBu3anmja Ha XIIB wnaopot -
cnaba nopajy KpaTKOTO BpEMETpAECHE Ha CTy/iujaTa
e YMepeHa CTaTUCTUYKA CUTHU(PUKAHTHOCT NMOMefy MylIayuTe Off KOHTPOJIHHUTE U

miane6o rpynarta
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekmja o BHCOKO pU3NYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

14. KOPETALINJA IOMEI'Y OCTAHATUTE AHAMHECTNYKH

BAPUJAB/IN N UCXOOOT HA TPETMAHOT

Bo3pacr

[Mpoceunara Bo3pacT Ha McnuTaHMYKUTEe W3HecyBaie 30,2 + 6,6 roguan (MuH = 18 ro u
Makc = 47 roj.), IMTO KaKO MPUMEPOK € OJJIMYCH 3a UCIUTYBame OUjejKu Kopeaupa co
MOIaTOLUTE OJf TOrOoJIeMUTE CTYAMHM, KOM YKaXXyBaaT JieKa PU3UKOT 3a LEpBHUKAJECH
KapuuHoM u ppekBeHnrjaTa Ha XI1B nndpekuunTe ce HajuecTn Ha Bo3pacT nomery 18 u 30
FOIMHU, ILITO M OAroBapa Ha BO3pacTa CO HajuecTH cekcyadHu opHocu. Hammata
CTAaTUCTHYKA aHAJIM3a YTBP/IU JieKa He MOCTOU CHrHH()UKAHTHA 3aBHCHOCT MOMery BO3pacra
HA HCIUTAHMYKHTE U HCXO0T O TPETMAHOT NOCJIe BTOpaTa KOHTpoaa (y2=2,14 df=1
p=10,1432).

Ta6ena 6p. 17. JuctpuOyuyja Ha UICIUTAHUYKKUTE Of IBETE UCUTYyBaHu rpynu cnopen XI1B
PCR Tunusanmja Ha BTOpaTa KOHTpOJa U BO3pacTa

BO3pacT XTIIB PCR Ha BTOpa KOHTPOJIA BKYITHO
NO3NTHBEH HAOJ\ | HETAaTHBEH HAON

1m0 30 ron. 6 36 42

Hajg 30 ron. 8 20 28

BKYITHO 14 56 70

Bo3pact Ha nIpB ceKcyajieH OfHOC

BapujaGnaTa Bo3pacT Ha NpB CeKCyajleH OJHOC BO HallaTa CTyAHMja ja WCIUTaBMe
CTaTUCTUYKM U IOKPa] COMHEXKOT 3a HETOYHUM AHAMHECTUYKH IOAATOLM, BOOIIITO,
UMaMBMe€ 4YyCTBO JileKa CUTE aHAMHECTMYKU Bapujadiu MOBp3aHM cO OpOj Ha aKTUBHU U
IPETXOJHM CEeKCyaJHH NapTHEPHU, KAKO U (PpeKBEHIMjaTa Ha CEKCyallHH OJJHOCH BO TEK Ha
UCIATYBaWkhETO, NAaKO HUBOTO Ha ANMCKpElLja BO UCIUTYBAakHETO Oellle Ha HajBUCOKO HUBO -
BEJIHAIIl 10 PAaHIOMU3AlKjaTa BO TECT JIUCTUTE Oellle BOAEH CaMO PaHJOMU3ALMOHUOT Opoj,
0e3 NTMYHU NOfAaTOLX BO OHOC Ha nMe, npe3ume u EMbB. Ctynunrte nokaxysaatT 3rojieMeH
peslaTUBEH PpU3MK 3a IEpBUKAJIEH KapLUUMHOM IpU MOMJAjia BO3pacT Ha HpPB ceKCyalleH
OJIHOC, @ HHE KaKO UCIUTYBauM cMeTaMme Jieka Bapujabiata Tpeba fa ce mperMMeHyBa BO
BO3pAacT Ha NMOYETOK Ha CeKcyajHa MCTOpHja Ha MCMMTAHMYKATa, IITO € BO Kopejalyja co
TEPMUHOJIOTHjaTa HAa UCIIUTYBAUYMTE IIUPYM CBETOT. BO OffHOC Ha ycrexoT Ha TPEeTMaHOT,
oBaa Bapujabna He faje curiucpukanTed yunHok. He mocron curangukanTHa 3aBHCHOCT
noMery BO3pacTa Ha MCNUTAHWYKATE NPH NPBHOT CEKCYalleH OJHOC M HMCXOJAOT O]
TPETMAHOT IOCJIe BTOpaTa KouTtpoaa. (x2=1,16 df=1 p=0,2819).
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Knunanyko ncnutyBame Ha Tepamnuckara e(puKacHOCT, MOJHOCIMBOCT U Oe30€IHOCT Ha TMepOopaTHU
pactBopu Bapymun 1 m 2 (MHTep-eBporeHekc) BO KOMOWHUpaAH TpeTMaH CO ITOJUBUTAMUHO -
THOKCHUJIaHTHA Tepanuja Kaj 6uonomku (PCR) mokaxkana XIIB nH(pekyja o BECOKO pU3NUYEH THII
co nnu 6e3 omoncucku nokasxkaH CIN I

Tabena Op. 18. [luctpubynyja Ha UICIUTAHUUYKUTE Of AABETE UcnuTyBaHu rpynu cnopep XI11B
PCR Tunmsanuja Ha BTOpaTa KOHTpOJIa ¥ BO3pacTa Ha IIPB CEKCyaJIeH OJJHOC

Bo3pact Ha npB cekc. oqHoc | XIIB PCR Ha BTOpa KOHTpOJa BKYIIHO
NMO3UTHBEH HAOT HEeraTHBEH HAO[
mo 20 ropn. 9 27 36
Han 20 ron. 5 29 34
BKYIIHO 14 56 70
ITopomn

bpojor Ha mopoam Kako BapujaGila HE IOKaxa pasiimKa BO OJHOC HA MCXOAOT Of
TPETMAHOT BO HalllaTa CTYAM]a, HAJBEPOjaTHO MOpPafM TOA IITO MCIUTYBAHUOT IMPUMEPOK
BOIIaBHO Oellle XOMOTeH M BO OJTHOC Ha OBaa Bapujabia (of 88 ucnuraHndky Hyumapu 6ea
56, co eneH mopox 16, co aBa mopopa 15 m 1 co Tpu mopoja) mako MO MyOIUKYBAHUTE
CTyJUHU, 3a€JHO CO OpOjOoT Ha abOpTycH, C€ MOKa)KyBa 3TOJIEMyBamke€ Ha PU3UKOT 3a
LEPBUKATIEH KapIMHOM, OCOOEHO BO 3eMjuTe BO pa3Boj. Kaj KeHu co cepyM uiam moBeke
IOPOJIX, PU3UKOT € ABOJHO IIOrOJIEM BO criopefda co XXeHuTe kou uMaat 1-2 nopopa. Mcro
Taka, paHaTa BO3pacT Ha MoOpof, npep 17 roAuiiHa BO3pacT, o YABOjyBa PUBHKOT
copefiecHo co mopop mociae 25 roguHa. CryguuTe KOM TMaK TO UCHOUTyBaaT
XUCTONATOJOWKHAOT THII HAa UEPBUKATHUOT KapUMHOM TOBpP3aH CO OBaa Bapujadna,
yKaxkyBaaT Ha TOa ieKa PU3MKOT 3a IIJIaHOLeyJapeH KapluHOM ce AYIUTHpa co 3 U oBeke
NOpoAM BO cmopenda cO HyJIWNapuTe, Kaj KOU IaK € IIOrojieM MpOIEeHTOT Ha
aJIcHOKapILMHOM 32 pPa3yiMKa Off JKEHUTE KOU UMalie OPOf.

He mnocrom CHI‘HI/I(l)I/IKaHTHa 3aBHCHOCT nomef‘y mopoaurte (l/lMa/HeMa) H HUCX0J0T 0N

TPETMAHOT Kaj HAIINTE NCIUTAHNYKN Mocjie BTopaTta KonTpoaa (x2=0,92 df=1 p=
0,3373 ).

Ta6ena 6p. 19. MuctpuOyunja Ha UICIUTAHUIKUTE Off ABETE UCIUTYBaHU rpynu cnopep XI1B
PCR Ttunuzanmja Ha BTOpaTa KOHTPOJA U TOPOIUTE

nopoau XIIB PCR Ha BTOpa KOHTpO.JIa BKYIIHO

NO3UTHBEH HAOJ

HEraTHBEH HAO

nMa 8 24 32
HeMa 6 32 38
BKYIIHO 14 56 70
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KnuHuYKO nenuTyBame Ha TepanmuckaTa e(pUKacHOCT, MOJHOCIUBOCT U 0€30€IHOCT Ha NEPOPATHA
pactBopu Bapymun 1 u 2 (MHTep-eBporeHekc) BO KOMOMHHpPAH TPETMaH CO IOJMBHUTAMUHO -
TUOKCHIaHTHA Tepanwuja Kaj ouonomku (PCR) mokaxkana XI1B nH(peknuja o BUCOKO PU3NYEH THUII
co nnu 6e3 6moncucku mokaxkad CIN 1

TekoBHa Tepanuja nopagy apyra mHaukanuja koja e komopounuret Ha XIIB nndexumjara
CO BHCOKOPHM3WYEH THIl - TOPagdl MaJUOT NPUMEPOK HE Ce HMCIUTYBAaHU COJIECjCTBA HA
eBEeHTyaJlHa TEKOBHA Tepanuja Ha UCNUTAHWMYKUTE, MO3BOJICEHA TpeMa KpUTEepUyMHUTe 3a
BIIKyUyBam€ BO CTy[ldjaTa, CO UCIIUTYBAHUOT Ipenapar.

Bo ofHOC Ha MecTOTO HA KHBeemwe, IPEOBIAlyBaaT UCIUTAHNIKN Off rpagoBuTe (88.63%)
a BaKBaTa MPEeBAJIEHIIA BO OTHOC HA MAJIMOT OPOj UCOIUTAHUYKHU Off IOMAJIA MECTA HE MOXKE
la faje peanHa IMOAJIora 3a CTAaTUCTMYKA aHAM3a Ha acoLMpaHOCTa Ha MECTOTO Ha
>)KUBEEHE BO OJIHOC HAa UCXOAOT Off TPETMAHOT, MOTpeOHa € JajeKky Nmorojema cepuja u
MYJTHLEHTPUYHA AUCIEpP3Uja HAa HMCIUTyBawmeTO. [IpakTWyHaTa NMPEFHOCT BO ONHOC Ha
MECTOTO Ha KHMBEEHE € BO (PAKTOT IITO BO MOTOJEMHUTE MECTa MOJECHO CE CTUTHYBa [0
KOHJIOM, UMa MOBEKE OpAMHALUMU 3a KOHTPOJIA, a CO OTJIe]]l HA MEHTAJUTETOT, U HUBOTO Ha
IUCKPELH]a € OTOJIEMO.

Bo ogHOC Ha HaMOHATHOCTA MPEOBIIAyBaa NCOIUTAHUYKKA Off MaKkeJOHCKa HalMOHAIHOCT
(90.90%), npuMepoKOT Off HaIllaTa CTyJauja € IOCTa XOMOTEeH, OJHOCHO He OfiroBapa Ha
peanHaTa geMorpadcka NpoueHTyalHa 3acTalleHOCT Ha MaJIMHCTBAaTa, [1a HE MOXeE Jla ce
HalpaBy CTATUCTHYKA aHAIN3a HAa aCOLMPAHOCTA HA HAIIMOHAITHOCTA BO OJHOC HA MUCXOJOT
Ol TPETMAHOT, MOTpeOHa € JaleKy MOrojJieMa cepuja U MYJTULUEHTPUYHA AUCHEp3dja Ha
UCIUTYBaKkETO, TOCEOHO CO BKIyUyBame Ha LEHTPH KOM C€ HaoraaT BO MeCTa CO MellaHa
HallMOHaJIHA cTpyKTypa. Cnopes nyOonMKyBaHaTa JAUTEPATypa, HE IOCTOM Pa3JInKa BO OHOC
Ha crnoHTaHa perpecuja Ha XIIB ne3uwjatra / pusuk mnporpecrja Bo Cais cropep
HallMOHAJIHATA NPUIAJHOCT, TYKY pA3IUKUTE CE€ AOJKAT MCKIYYMBO HA CTUJIOT Ha
CEKCyaJIHO OJJHECYBam€, MOJUTUKATA HA CKPUHUHT M ynoTpebaTa Ha KOHAOM. Bo ogHOC Ha
pAacHUTE pa3JIMKHW, MOCTOJaT CTYAUU KOM yKa’KyBaaT Ha IOMajl PU3MK 32 LEPBUKAIEH
KapIMHOM Kaj XXE€HHUTE O I[pHATa paca BO crnopeada co xkeHurte ofi 6enara paca. Mcro Ttaka,
BO PETMOHUTE Kajie JKEHUTE MMaaT CEKCyaJlHW MapTHEPHU CO HMPKYMIM3MjaTa HA MAIIKHOT
MIOJIOB OpPTraH, ce HaMaJlyBa MHIUAIEHIIaTa Ha nH(pekyuja co XI1B.

Bpoj na aGoprycu - mopagu COMHEBamkE BO UCKPEHOCTAa Ha U3jaBUTE, OBaa aHAaMHECTUYKa
Bapuja0bja HEe MOXKeMe CTAaTUCTUYKHM fAa ja aHanmu3umpame. Kako 3emja cme BTOpH BO
permoHOT MmO Opoj Ha aGoprycu (mpBa e AnbaHuWja), a aHAMHECTHUYKUTE IOATONU O]
HalllaTa CTyAMja HE ja MOKa)KyBaaT uCTaTa Kopejaluja, ma 3aToa He ja o0paboTuBME
craructuyku. Bo 2001 roguna perucrpupanu ce 8427 neramau aGopTycu (BKYIHAOT OpoOj €
okoiy 30000), mpu mMTO OMHOCOT Ha MOPOAYBamaTa co aboprycu u3HecyBa 3.2:1. Cryaunre
MOKa)KyBaaT JileKa >KEHUTE cO efeH aboypTyc mmMaaT 2.3 TOTrojieM pellaTUBEH pU3UK 3a
LEpBUKAaJEH KaplMHOM, a OHME CO JiBa M noBeke aboprycu 4.92 Bo cnopenda co OHME KOU
Hemase umHAynupaH aboptyc. OHa IITO € HAJUHTEPECHO MaK Off BaKBUTE CTYAUH, NOKpPA]
OYEKyBaHMOT (PaKT 3a 3rOJIEMEH pEJaTUBEH PU3MK 3a OBapUjalieH, €HAOMETpHjaJieH U
KapLUMHOM Ha JI0jKa Kaj >KeHUTe KOu abopTupalie, € 3roJIeMEHUOT pPeJaTUBEH PU3UK U KOH
XeNaToLeNyJapHAOT KaPIMHOM.

Kopucreme Ha KOHIOM - CUTE HaIllM MCIUTAHWYKMA KOW W3jaBWja fieKa MMaaT aKTUBEH
CeKcyaJieH KMBOT (65 Ha OpOj) Ha cUTe KOHTPOJIHU MPErJIe[id h3jaBrja leKa HeMaaT OIHOC
0e3 KOHJIOM, HO mojaBaTta Ha HOBM TunoBu XIIB kaj HMB HM fagoa 3a mpaBoO fa oBaa
aHaMHEeCTUYKa Bapujabiia HE ja UCIUTYBaMe CTATHUCTHYKM MOPaii COMHEHHUE 32 HEUCKPEHU
oprosopu. MHaky, cKOpO CHTE€ CTyquM NMOTBPAYBAaT [eKa KOPUCTEHETO Ha KOHJOM IO4q
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CKpaTyBa BPEMETPACHETO NOTPEOHO 3a CHOHTAHO U3JIEKyBakhe. MEXaHMUKOTO CIIpEeuyBamkhe
Ha penH(EeKIUN U KOMH(EKINHN € €[IeH Of] HajBaXKHUTE NMPEAYCIOBH 3a U3JIEKYBaHE.

Kopucreme Ha opaHa XOpMOHCKAa KOHTPaeNTHBHA Tepanuja - BO HAIllaTa CTy/IAja AIMaBMe
camo 5 UCIUTAaHNYKK KOM KOPHCTea OPAIHA XOPMOHCKY KOHTPALIETITUBY, 2 BO KOHTPOJHATA
u 3 BO 1utane6o rpymnara (MCTUTE M3jaBUja W JeKa MOKpaj OpaliHaTa KOHTpaleniuja, aeKa
KOPHCTAT U KOHJJOM), TIa MaKO YTBPJUBME JiIcKa HeMa YYNHOK BP3 MCXOIOT ¥ Ha TPETMAHOT
U BO CIOHTAHOTO WM3JIEKyBame / Mep3ucTeHNrja, (HajioJIrOTO BpeMeTpaewhe Ha TaKBaTa
Tepanyja Kaj HalluTe UCIUTAHWYKU € MOKPaTKO Of 2 TOAMHM, IITO CIOPE] AOCeramHaTa
o6jaBeHa JuTeparypa He Ou Tpebajo la BiIMjae Ha UCXOAOT Off TPETMAHOT) CeNak IMOpau
npeManuoT 6poj, He MOXeMe fla TO CMeTaMe KaKo pejieBaHTEH MOJaTOK UaKO Pe3yaTaToT €
BO KOpeJjlaldja cO OCTaHAaTUTE MyOJMKyBaHM WMCIHWTyBawka Ha oOBaa Bapujabna. Cropep
MeTaaHanu3ata Ha Dr. Amy Berrington, Cancer Research UK Epidemiology Unit, Radcliffe
Infirmary, Oxford, Bo Koja ce ucnuTyBaHu mnogatouu of 24 3emju co BKymHO 12 500
WUCOUTAHWYKH, YTBPACHO € JeKa >KEHUTEe KOM KOpHUCTAaT oOpajHa XOPMOHCKA
KOHTpAalleNTHBHA Tepanydja A0 2 TOJMHUW HEMaaT IOroJIeM pPHU3HMK, OHHE KOM KOPHUCTAT
noponaro of 5 roguau uMaat 10% mnorosem pu3uK 3a pa3Boj Ha LEPBUKAJIEH KapIMHOM BO
criopefi0a co >KEHUTE KOM HMKOTalll He KOPHUCTEJE BaKBa Tepanuja, JoficKa MPOLUEHTOT ce
kauyBa Ha 60% OKOJIKY TepanujaTa ce 3eMa nopouro of 10 roguau. 1o oBa MeTa aHanu3a
ce 3Haelle IeKa KOPUCTEHETO OpajHa XOPMOHCKA KOHTpaleNTHBHA Tepanuja ro 3roleMyBa
PU3HMKOT 3a pak Ha JI0jKaTa, a o HaMaJlyBa pU3UKOT 3a OBapHjajiHU HEOIUIa3MU, HO HeEMalle
MOMIaTOLM 3a BIMjaHUETO BO PA3BOjOT HA IIEPBUKAIHUOT KAPIIMHOM.

Bpauna cocroj6a - on 88 ucnuranuuku, 47 (25 BO KOHTpodHA, 22 BO mianebo rpyma)
yUecHUYKH ce BO Opak (mpB Opak), 6 ce pa3BefieHU 1o NpB Opak (2 BO KOHTPOIHA U 4 BO
miane6o rpymnara) a 35 HuKorain He 6mie Bo 6pak. Hema curHnguKaHTHOCT BO OTHOC BO
OJJHOC Ha MCXO/IOT Off TPETMaHOT.

Bpoj Ha akTHBHE ceKcyaiHu nmaptaepu - off 88 mcnmraHnukd, 65 (34 Bo KoHTpoiHa, 31 BO
ranebo Tpyma) YYECHWYKW W3jaBHja JIeKa MMaaT caMO 1O eleH aKTHBEH CeKCyalleH
naptHep, a 23 (12 Bo konTponHa m 11 Bo mmane6o rpymnaTta) m3jaBuja eka 3a BpeMe Ha
CTyWjaTa BOOIIITO HeEMaaT CeKCyajdHu ofHochu. HemaBMme HHTY efHa HCIOUTAHUYKA,
noceOHO Mef'y OHMeE Kaj KoM ce jaBu nHdeknuja co HoB Tun Ha XIIB, Koja HaBeie mogaToK
3a HOB aKTHBEH CEKCyaJieH MapTHep, l1a 3aToa M He HajloBMe CUTHU(UKAHTHOCT BO OTHOC
BO OJJHOC Ha MCXOMIOT Off TPETMAHOT.

bpoj Ha npeTxogHM CeKCyaJlHH NapTHepH - OBaa aHAMHECTMYKa Bapujabna He ja
aHAJTM3UpPaBMe CTAaTHCTUIKM TOpafd AOOMEHUTE HEMCKPEHU OITOBOPH, KOHKPETHO, HA OBa
npallame HAjrOJIEeMHUOT JIeNl Off UCIIMTAHUIKHATE peKoa Jieka jpocera mMane 1-2 mpeTXomHu
cekcyanan maptHepu. Camo 7 on BKynmHO 88 wmcnmrtaHmdku (7.95%) Kom ja 3amodyHaa
CTy[MjaTa, U3jaBuja leKa uMajie oBeKke ofi 2 NPeTXOAHO CEeKCyaJHU NMapTHEPH, HO HUEMIHA
noseke of 4.

OO6pa3oBanue - Mako cropef MyONMKYBAaHUTE PE3YJTaTH CTENEHOT Ha OOpa3oBaHME MMa
yJiora BO OJHOC Ha MOArwjieH, MOCEpPHO3€H CTaB KOH ynoTpedaTa Ha KOHIOM, MOPEJOBHU
KOHTPOJIU U MOJ00ap XUTMEHO-AUETETCKN PEXXUM, BO HalllaTa CTy/Uja HajrOJIEMHUOT JIEN Off
UCIOUTAHUYKUTE CE CO BUCOKO OOpa3oBaHME, NMa MOpajgd XOMOTEHOCT Ha TPYyIHTE, oBaa,
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BapHja0ia He € CTaTUCTUYKHU UCIIUTYBAHA.

PeioBHOCT BO KOH3YMHPameTO AHTHOKCHAAHCH M BHTAMHHH - CIOpE], aHAMHECTHUYKUTE
NofaToLX, a Taka M Oapaa KPUTEPUYMUTE 32 BKIYUyBake, CUTE€ HCIUTAHUYKU PEOBHO
KOH3yMHupaa BUTaMuHu (¢onna kucenuna, A, Il u E) u antnokcunancu (6eta KapoTeH), of
pa3MYHM TPOM3BOAMTENM W BO PA3NUYHU NO3M (MHAMBHUAYaAIHM), OWACjKM HE MOCTOU
reHepajiHa IIpenopaka, Kako HHUTY MaK CTyAMja Koja MOKaKyBa CUTHU(PUKAHTHOCT Ha
BUTAMHMHO-aHTUOKCHIaTUBHATa Tepalnuja AOBOJIHA fla ja eTabiupa Kako TpeTMaH, 3aToa u
BO HalllaTa CTyAWja BapujabjaTa pas3juKa BO JJO3UTE Ha BUTaAaMUHO-aHTHOKCHJATHBHATAa
Tepanuja He Oelle cTaTUCTUYKN oOpaboTeHa. Of1 JoceramHoTo MyOJuKyBaHO UCKYCTBO, HE
IOCTOM CUTHU(PUKAHTHA ACOLUMPAHOCT Ha CyIJIEMEHTapHaTa BHTaMHUHOTEpangjaTa u
CYIUIEMEHTApHUTE AHTHOKCHJAHCH BO OJHOC Ha HCIUTYBAaHUTE TIpPyNU Ha HOPMAJIHA
UCXpaHa, HO 3aTOa NaK IOCTOM CUTHU(PMKAHTHA pa3iuKa MoMery rpynuTe co HOpMajHa
UCXpaHa 1 FPYIHUTE CO HEeaeKBAaTeH KAJIOPUCKU ¥ KBAIUTATUBEH BHEC HAa XpaHa.

OcraHaTy acneKkTH Ha XHTHEHO-THETETCKHOT PeXHM - NMOBEKe WCIHUTYBa4M MyOIUKyBaa
MOJIaTOIM JlIeKa PU3UKOT 3a IMporpecuja Ha LepBuKajgHuTe je3un Bo CAis, 0coO€HO
aJIeHOKApIIMHOM, € CKOPO 32 IOJIOBMHA HAaMaJleH Kaj KeHU KOM ce TYyIIupaatr Hnoseke of 6
naTH HeJeJHO, CIOPEeJeHO CO >KeHUTe KO ce TymupaaT 1-5 matu HemenHo. Bo Hamata
CTyZXja, Opail OYEKyBaHO MaJINOT OpOj Ha MCIIMTAaHUUYKH, OBaa Bapujalja He ja 3eMaBMe
peaBujl.

HECAKAHU E®GEKTU

On BKynHO 88 WCIATAaHWYKYM, HECAKaHW €(QeKTH acouupaHd €O KOPUCTEHETO Ha
UCIUTYBAHOTO CPEACTBO / manebo, r'u JOOUBME CIIETHUBE PE3YITATH:

Bo konTposHaTa rpymna ce nojaBuja jiBa ciydaja Ha CTOMa4YHU TeroOu U iujapea, TPETMaHOT
Oellle MpeKWHAT Kaj elHaTa UCOUTAaHWYKA OUjiejKu ce MOTBPAU JIeKa HECaKaHUOT e(eKT €
IUPEKTHO MPOBOIMPAH O] UCIUTYBAHOTO CPENICTBO, MOfieKa Kaj Apyrata UCMUTAHUUYKA IO
HaMaJlyBawk€TO Ha [jo3aTa Ha ackopOuHcka kucenuHa of 6000 mr gHeBHO Ha 1000 Mr HEBHO
HecaKaHMOT ePeKT ce U3ryom 1 ucTaTa MpOJIOJIKU CO 3eMamhe Ha UCIUTYBAHOTO CPENICTBO.

Kaj rpynaTta TpeTtupana co miane6o ce nojaBuja MeT ciiydyan Ha CTOMayH# TEroOU Off TUIOT
Ha ENUracTpuyHa M1upo3a, TPETMAHOT Oelle MpEeKUHAT ¥ Oenle COBETYBaHa aiMUHUCTpanyja
Ha H2 OsokaTop muiaum mHXMOMTOpP HAa MPOTOHCKA Mymma. PasnmukaTa BO COCTAaBOT moMery
MCIIUTYBAHOTO CPEJICTBO M IJIane60 pacTBOpUTE (COApKAT €KCTPAKT Off TIENIHH ), CIIOpPE HAC
€ IpUYMHaTa 32 BAKBAOT HECAKaH €(PEeKT.
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SAKIAYYOIIN

Ta6ena 20. [uctpubyuuja Ha CUTE€ WCIUTAHULM CHOPEN HAOAUTE Off KOJMOCKOICKHOT

npernen, PAP naogot u XIIB PCR Tunu3zanyujata BO TEK HAa UCIIUTYBAKETO

colposcopic CONTROL GROUP PLACEBO GROUP
findings 0 I 1 0 I I
n % n % n % n % n % n %
?gr)ma' 13 | 2826 | 20 | 48.78 | 25 | 67.57 | 12 | 28.57 | 14 | 35.89 | 20 | 60.6
:‘fi"c“’“s 14 | 30.44 | 11 | 2683 | 8 |21.62 | 13 | 3095 | 12 [30.77| 9 | 27.3
?g‘;""mal 19 | 4130 | 10 | 2439 | 4 | 10.81 | 17 | 40.48 | 13 [ 3333 | 4 | 12.1
total 46 | 100 |41 | 100 [37] 100 [ 42| 100 [ 39| 100 [ 33| 100
CONTROL GROUP PLACEBO GROUP
pap findings 0 | 11 0 1 1T
n % n % n % n % n % n %
?8")“‘3' 20 | 435 | 22 |53.66 |28 | 75,7 | 18 | 42.86 | 20 | 51.28 | 19 | 57.68
i"lw)'grade sil 19| 413 | 14 | 3415 7 | 189 | 17 | 4048 | 15 | 38.46 | 9 | 27.28
?szc;h / asc-us 71152 | 41976 | 1] 27 | 71667 2| 513 2] 606
?;g;‘ grade sil 0 0 11243 |1 27 |0 0 2 | 513 | 2 | 6.06
suspicious for
invasive ca 0 0 0 0 0 0 0 0 0 0 1| 3.03
(4)
total 46 | 100 |41 ] 100 [37] 100 [ 42| 100 [ 39| 100 [ 33| 100
HPV PCR CONTROL GROUP PLACEBO GROUP
PV 0 I I 0 I I
8 n % n % n % n % n % n %
negative ( 0) 0| 0 [29]7073|33 78921 o | o |18]46.15] 23
perzistence of
thesame HPV | 46 | 100 | 11 | 26.83| 3 | 81 |42 | 100 | 19 | 4872 | 8 | 24.24
type (1)
new high-risk
HPV type 0 0 1 | 244 | 1] 27 |0 0 2 | 513 | 2 | 6.06
occurence (2)
total 46 | 100 [ 41| 100 [37] 100 [ 42| 100 [ 39| 100 [ 33 ] 100
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Mako nmaBMe Majn Opoj Ha ucnuTaHui| (of perpytupanute 88 cryaujaTa ja 3aBpiiuja 70),
cemak Haulara CTyfuja NOTBpAu Aeka TpeTMaHoT Ha XIIB ne3unte co ekcTpakTu off anoe,
Oeya mMesa, KAHTapUOH, MTPONOJINC, ajAydyka TpPeBa, HEBEHOB I[BET, OMaH U KOpa Off APEH, a
COApKaHM BO MCIUTYBAHOTO CPEACTBO, MMAaT CUTHU(PUKAHTEH YYMHOK cO (paBOpaOuieH
ucxopi. He MoxxeMe er3akTHO jla OATOBOPUME Ha KOja WJIM KOU aKTUBHU MAaTEPUU CE TOIKU
(pbaBopaOuUIHUOT TepaneBTCKM €e(eKT Ha WCIUTYBAHOTO CPEACTBO, MaKO CIOpeN
pacnojoXiauBaTa JINTEpaTypa, HajCEpUO3HU KaHAUATU C€ JEKTUHOT U BUCKOTOKCHUHOT Off
OenaTta MMena, pyTUHOT, KBEPUETUHOT M NMPOAHTOLUjaHUAMHUATE OJf KAHTAPUOHOT, ajloe-
E€MEJJUHOT, ajioe-0apOaloMHOT, aleMaHaH M OeTaMaHaH Off aJoeTo, aKAUETHUHOT Off
MPONOJUCOT WK NaK HEKOJja Off aKTUBHUTE MAaTEPUH CEYIITE HEJOBOIHO UCIUTAHM.

Hammor 3aKkiy4ok e [eKa HCOUTYBAHOTO CPeACTBO uMa (aBOpadWieH YYHHOK BO
Tpemanotr Ha XIIB ne3unte o7 BHCOKO-pU3NYEH THI, MOCEOHO BO TpynaTa HemylIavm.
BpemeTro norpeoHo 3a HeraTtuBu3amuja Ha Haogor ox XIIB PCR Tunm3ammjara
curan(pukanTHO e cKkpareHo. [IponenToT Ha HopManu3npanu Koianockoncku u PAP naomu
e MoroJjieM Kaj rpynata TpeTHpaHa ci HCIUTYBAHOTO cpeacTBo. Bo ogHoc Ha Ge30eqnocTa,
HCIUTYBAaHOTO CPEJACTBO CMeTaMe [eKa e 0e30eJH0 KaKO CaMOCTOE€H TpPETMaH WU BO
KOMOMHaIMja CcO MOJMBUTAMMHCKAa M AHTHOKCUJIaTUBHA Tepalnyja, CO HallOMEHa J[eKa
nopajy MajJuoT MPUMEPOK HE Ce MCIUTYBAIlle Kopejanuja MmoMmely eBeHTyalHa TEKOBHa
Tepamnuja 1o Apyra HHIWKaIHja 1 HecakaHu e(PeKTH.

Ckomje, MapT 2009

p. 'opan Iumutpos

p. Munan Pucreckn

52

T'urexonomko-Akymepcka Knnnuka, Bogwancka 66, YHusep3ureT CB. Kupun u Metonnj, Ckonje,
MakenoHnnja



