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KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

1. MME HA JIEKAPCTBEHMSA IMPOAYKT ?’U Y 6J” 15-1- W5

[Tazonanu6 3enTuBa 200 mg puamupanu TabneTku
Pazopanib Zentiva 200 mg film-coated tablets

[Tazonauu6 3enTuBa 400 mg puamupanu TabneTku
Pazopanib Zentiva 400 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbhCTAB

[lazonanub 3enTuBa 200 mg puamupanu TabneTku

Beska Tabnerka cpabpika nazonaHud xuapoxiaopua (pazopanib hydrochloride), ekBuBanenren Ha 200
mg na3onaHub (pazopanib).

[Tazonann6 3enTusa 400 mg punmupanu TabneTku

Bcaka Tabnerka cpabpxka nazonaHub xuapoxnopua (pazopanib hydrochloride), exBuBasienreH Ha 400
mg nasonauub (pazopanib).

3a NMbJIHKUSA CINUCHK Ha NMOMOILLHUTE BELIIECTBA BHXXTe TOUkKa 6.1.
3. JJEKAPCTBEHA ®OPMA

OunmupaHa Tabnerka (Tabnerka).

Iazonanud 3enmusa 200 mg huimupanu mabiremxu:

Po3osa, npoabiarosara ¢puiamupana tabnerka ¢ Ba1b0HaTo penedHo o3nayeHue <2007 or eanara
CTpaHa, ¢ pa3MepH npubauszurenHo 14 mm x 6 mm.

[Tazonanub 3enm 0 u mKu.

bsna, npoabsarosara ¢puiamMupana Tabnerka ¢ Bab0HaTO penedHo o3HaueHue “400” ot enHara cTpaHa,
¢ pazMmepu npubausuTeaHo 18 mm x 7 mm.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

bu6peuHoknerbueH kapunHoM (RCC)

[lazonanu® 3eHTHBA € NOKa3aH NpPH Bb3PAaCTHH 3a JIEYEHHE OT ITbpPBa JIMHUA Ha Han
O0bOpeuHokneTb4eH KapuuHOM (RCC) ¥ npu nauMeHTH, KOMTO ca NOJYYHIIH TIpe/l
C LMTOKHMHH 3a Harnpe/Hajo 3abonsBaHe. | =




CapkoM Ha MeKHTe ThKaHH (STS)

[Tazonanu6 3eHTHBA € NOKAa3aH 3a ieYeHHE HA Bb3PACTHH NALMEHTH C ONPEAC/NCHH MOXBHAOBE Ha
HanpeaHall capkoOM Ha MEKMTE ThKanH (STS), KOMTO ca moMy4YniIH NpeaeCcTRALla XHMHOTEPAITHA 34
METacTaTHYHO 3a0onsaBaHe WM NPU KOMTO € HacThNWAa nporpecus 10 12 Mecela caex (Heo)
aJlOBAHTHA Tepanus.

EduxacHocTTa 4 6€30nacHOCTTa €a YCTaHOBEHH CaMO NPU ONMPEAESCHH XMCTONIOMHYHUA TYMOPHH
noasuaose Ha STS (Bxk. Touka 5.1).

4.2 JIo3HpOBKA H HAYHH HA NPHJIOKEHHE

Jleuenne ¢ [azonanud 3entusa Tpsadea aa ce 3anMoYBa CaMo OT JIEKap ¢ ONHT B MPUITOKEHHUETO Ha
NPOTUBOTYMOPHH JIEKAPCTBEHH NPOILYKTH.

EOBH@BKE

Buv3pacmnu
[MpenopbunTenHaTa ao3a nazonanuo 3a neyenne Ha RCC wnu STS e 800 mg Beausk AHEBHO.

Kopexyun na oosama

3a na ce OBJAIEAT HEXEJTAHHTE PEAKLIMM, KOPCKLMATA Ha A03aTa (IOHKWKaBaHe WM NMOBHILIABAHE)
TpabBa Aa ce npaBK CTHNANOBUAHO ¢ 110 200 mg HU3XOAAMIO WIH BB3X0AAII0 BB3 OCHOBA HA
HHAUBHIYaNHaTa NOHOCUMOCT. JlozaTa Ha nasonakHd He TpaOBa na Hansuwasa 800 mg.

Ileouampuuna nonyaayus
[Tazonanub He TpadBa Aa ce U3rON3BA MPH AeLia HA BL3PAcCT NOA 2 FTOAWHH NOpaaH CHO0paXKeHus 3a

0€e30nacHOCT OTHOCHO pacTeXKa M Pa3BUTHETO HA OPraHuTe (BXK. TOYKK 4.4 1 5.3).

Be3onacHocTTa M epHMKACHOCTTA HA Na30MaHKO NMpH Aela Ha BB3pacT OoT 2 Ao 18 roauHH BCe ollle He e
yCTaHOBEHA.

HanuuHuTe NOHACTOALUEM JAaHHH ca ONHCaHH B TouKa 4.8, 5.1 1 5.2, HO npenopLKH 3a J03UPOBKATa
He Morart jaa 6baaT nageHu.

Cmapuecka gb3pacm

JlaHHUTE 3a NPWIOXKEHNE HA NMa30NaHKud NPH NALUWEHTH HA BB3PACT HA H Haa 65 roAvHM ca
orpaHuyeHH. B npoyupanus ¢ nasonaHud npu 6LOpeYHOKNETHUEH KAapLIMHOM KATO LIAIO0 He ca
HabJoAaBaHH KIMHHYHO 3HAYHMH pa3iiKH B 6€30NacHOCTTA Ha NMazonaHHO MeXay Xopa Ha Bb3pacT
Hana 65 roUHY H NO-MN4aH nauuedTH. KNHHHYHHUAT ONHT HE NMOKA3Ba Pa3IHKH B MOBIHABAHETO
MEXKOY MAUMEHTUTE B CTApHeCKa Bb3pacT H No-MIaJAHUTE NaUMEHTH, HO HE MOXe 1a C€ H3KJIIOUH
NOBHILIEHA YYBCTBATEHOCT NPH HAKOH MALIMEHTH B CTApYECKa Bb3PacT.

bvbpevno yepeacoane

Manko BeposaTHO € OBOpPEYHOTO YBpeXKAaHE Aa OKa3Ba KJIIMHMYHO 3HAYHM e(EKT BLPXY
dapMakOKHHETHKATa Ha 1a30naHKb, KaTo ce UMa MpeaBna HHCKaTa ObOpeyuHa eKCKpeLHs, e
nmazonaHns W HeroBuTe MeTadonutu (BxK. Touka 5.2). [lopaau Tasu npuyKHa He ce HANgFE

Ha 103aTa MPH NALUMEHTH ¢ KPEATHHHHOB KIHpBHC Han 30 ml/min. ITpu nauuerTy ¢ KeH
. . b .

KnHpbHe noa 30 ml/min ce npenopbyBa MOBHLIEHO BHUMAHHE, ThH KATO HAMA ONHT ¢{TIg3o AN
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Yeprnoodpobno yepexcoare

[TpenopbKuTe 32 NO3HPAHE MIPH NALHEHTH C YEPHOAPOOHO yBpEXNaHe ca OCHOBAHH Ha
tapMaKOKMHETHYHHTE NPOYHYBAHHUS HA NA30NaHKUO NMpPH NAaUHEHTH C paliHYyHa CTENEH Ha HepHOAPOoOHa
auchyHKuMA. (BXK. TouKa 5.2). [Ipean 3ano4ysaHe U NO BPEME Ha JICYCHHUE C Na30MaHHO Ha BCHYKH
nalMeHTH TPAOBRA Ja C€ MPaBAT U3CJICABAHHA Ha yepHOApoOHaTa QYHKLMA, 3a A4 CE ONpeaeiy JalH
HMAaT YepHOApoOHO yBpexaaHe (BX. Touka 4.4). [Ipunoxennero Ha Na3onarkud NpU NaUMEHTH € JIEKO
WJIH YMEPEHO YepHOAPOOHO yBpexaaHe TpaOpa f1a cTapa ¢ NOBHLIEHO BHHMAHHE H IIPH BHHUMATEITHO
rnpocneagsaHe Ha MNOHOCHMOCTTA. IIpenoprunTenHaTa 103a NPH NALMEHTH C JIEKH OTKJIOHEHUS B
CEPYMHHTE 4YepHOApOOHH noKa3aTeniy (aepHHUpaHH WIN KATO HOPMAJIHU CTOHHOCTH Ha OSUIMpyOunHa
H NOBMLIIEHHE Ha anaHWH-aMHHOTpaHcdepaza (AJIAT) ot BecaKa cTeneH, WK KaTo MOBHILIEHHE HA
ounupyouna (>35% ampekren) ao 1,5 mbTh ropHara rpaniua Ha Hopmara (I'T H), HezaBucuMo ot
croiiHocTTa Ha AJIAT) ¢ 800 mg mazonaHu6 BeaHbkK NHEBHO. IIpH nauHeHTH ¢ YMEpPEHO
yepHOAPOOHO yBpexaaHe (1ePMHHPAHO KAaTO NOBHILICHUE Ha OUunupybuH >1,5 10 3 nbTH ropHara
rpaHyLia Ha HOpMaTa, He3aBUCUMO OT ctoiHocTHTE Ha AJIAT) ce npenopruBa HamaneHa a03a
nazonaHu6 200 mg BeaHbxK AHEBHO (BXK. TOUKA 5.2).

[1azonaHu6 He ce npenopbYBa NPH NALMEHTH C TEXKKO YepHOAPOOHO yBpexxnane (1ePHUHUPARO KATO
oo OwnHpybuH > 3 IBTU ropHara rpaHULa Ha HOpMATa, He3aBUCHMO OT CTOHHOCTTAa Ha AJIAT).

Buxre Touka 4.4 3a npocaeaspaHe Ha yueproaApoOHaTa PyHKLUS M 3a TpoMAHa Ha J03aTa NpH
NaLHUEeHTH C JICKAPCTBEHO MHAYLMPaHa XENaTOTOKCHYHOCT,

HauuH Ha INPUNOXCHHC

[Tazonannb 3eHTHRA € 3a nepopanHo npwiokeHne. Toi Tpabea na ce npuema 6e3 xpaHa, NOHE €AHH
yac npeagy WM [Ba Yaca CNnea XpaHeHe (BXK. Touka J5.2). PunmupaHuTe Tabnetku TpsOsa aa ce
NMpHeMaT LENK € BOAa U Aa HE CE YYITST WM HATPOLUABAT (BXK. TOUKa 5.2).

4.3 IlpormBonoka’aHus

CBpBXUYBCTBHTEIHOCT KBM @KTHBHOTO BELIECTBO WIH KbM HAKOE OT MOMOLLHKTE BELLICCTBA,
u3bpoeHu B Touka 6.1.

44 ChnenmanHH OpexynpexAcHnd H NpeANa3HH MEPKHE NPH yonoTpeba

YepHoapobHu edekru

[To Bpeme Ha npuwioKeHHe Ha nazonaHKd ca croOlABaHH clyyad Ha yepHOapoOHA HEAOCTATBYHOCT
(BKmouMTeNHO ¢QaTanHu ciayvan). [IpriaokeHHeTO Ha na3onaHud NpH MALUKHEHTH C JIEKO WIK YMEPEHO
yepHOAPOOHO yBpexaaHe Tpabsa na cTaBa ¢ NOBHLUICHO BHUMAHHUE H NPH BHUMATENIHO NMpoceasBaHe.
[IpenoppunTENHATA 4034 NPH NALMEHTH C JIEKH OTKJIOHEHHA B CEPYMHHTE YepHOAPOOHH NoOKa3aTeNnu
(ae(HHHpaHH WKW KATO HOPMAJITHU CTORHOCTH Ha OunupybuHa u nopuinenue Ha AJIAT oT Besaka
CTENEH, WK KaTo NMoBHIIeHUe Ha OunupyOuHa a0 1,5 ITbTH ropHaTa rpaHMLIa HA HOpMAaTa, HE3ABUCHMO
ot croiiHocTTa HA AJIAT) e 800 mg nazonanu6 BeaHbxk AHeBHO. [IpH nalleHTH ¢ yMepeHo
yepHOAPOOHO YBpEXKIAHE C€ NMPENOPbhYBA HaManeHa no3a nasonandd 200 mg BeAHbXK NHEB x>

croifHocTHTe HAa AJIAT) (BXk. Touka 4.2 u 5.2). [1azonaHud He ce npenopbUBa NpH na
yepHOApoOHO yBpexaane (00w 6unHpyOuH >3 NbTH NOPHATA rpaHKLIA HA HOPMATA,
cToiHOCTTAa HA AJIAT) (BX. Touka 4.2 u 5.2). [lpu T€34 NaLUKEHTH €KCNO3ZHLUATA NP



3HAYHTEJIHO HAMaJIeHa, BBIIPEKHU Ye € MHOTO BapHaOHIHa, CbC CTOHHOCTH, CYHTaHH 32 HEAOCTATBbYHH
14 OCUTyPAT KITHHHYHO 3HAYHUM €(eKT.

B xaHHHUHH npoyuBaHKa ¢ nazonanM® ca HabmoaaBaHW NOBULIEHH HHBA HA CEPYMHHTE
TpaHcaMuHasH (AJIAT, acnaprar amunorpancepasa [ACAT]) n dunnpybun (Bx. Touka 4.8). B no-
rojisMa 4acT OT CJIY4YauTe € cboOUIaBaio 3a n3onupado nosvinasane Ha AJIAT n ACAT, 6e3
CBHITBTCTBAILO NOBHIIABaHE Ha ajsKanHata ¢ocdarasza wiv 6unupybuna. [NaynenTn Ha Bo3pacT Han 60
roAHHH MOXE Na ca ¢ noBHileH puck 3a jeka (> 3 x I'TH) go Texka (> 8 x I'TH) crened Ha
nosuinasade Ha AJIAT. [laumeHTHTe, HocuTenu Ha anen HLA-B*57:01 cbilo ca H310XKeHH Ha
NOBHLIEH PUCK OT NoBHinaBaHe Ha AJIAT, cebp3aHo ¢ npuema Ha nazonaHud. YeproapobHara
¢yHKLMA TpabBa /a ce NpocneasBa NPH BCHYKHK, NOIy4aBally NMa3onalid, He3aBHCHMO OT MeHOTHIA U

Bb3pacTTa (BX. TOUKa J.1).

CepyMHHTE Y4epHOAPOOHU noKa3aTenu TpabBa Aa ce H3CNEeABAT NpeaH 3aN0YBaHE Ha JIEUEHUETO C
nazonasuo, Ha 3-Ta, 5-Ta, 7-Ma H 9-Ta ceaMHLUa, cliea KOETO Ha 3-TH U Ha 4-TH Mecell, ¢
AOITHJINHTENHH H3CJIECABaHHA MPH KIHHAYHH noka3anus. [lepuoamyHoTo UM H3cneaBase TpaOBa aa
NPOOBJDKH H cell 4-TH Mecell.

Buwxte Tabnuna 1 3a ykaszanus 3a npoMaHa Ha 103aTa NMPH NALHUEHTH C H3XOAHH CTOMHOCTH Ha o011
OnnnpyOuH <1,5 x I'TH n ACAT n AJIAT <2 x ITH:

Tabanna 1 TlpomMeHn na A03ATA NPH JIEKAPCTBEHO HHAYNHPARA XENATOTOKCHIHOCT

CroiiHocTH Ha uepHoapobHuTe | IIpoMaHa Ha no3ata
NOKa3aTe/lH

[TopuiLaBaHe Ha Ia ce npoayKH JIEYERUETO ¢ NAa30NaHUd, KaTo BCAKA CEIMHLIA

TpaHCAaMHMHA3MTE MeXAy 3 H 8 | ce mpocaeaasa YepHoApoOHaTa QyHKIHMA, TOKATO HHBATA HA
x ITH TPAHCAMMHA3MTE C€ BBPHAT A0 CTeneH 1 WK a0 U3XOAHO HUBO.

[lopuiaBaHe Ha Ha ce npekbeHE IeUeHHeTO ¢ na3onaHud, AOKATO HUBATA HA
TpaHcamMuHa3zute >8 x [TH TpaHCaMHHa3WTe ce BbpHaT 10 CreneH | WK A0 H3XOAHO HHMBO.
AKO ce MpeLeHH, Y€ NMOTeHLHATHHUTE NOJI3H OT MOBTOPHO
3aro4BaHe Ha JIeYeHHKe C na3onaHub HaaBULIABAT PHCKA OT
XETNaTOTOKCHYHOCT, TOraBa Aa ce 3aNo4YHE OTHOBO JiCYeHHeE C
nasonaHub B HamManeHa a03a ot 400 mg AHEeBHO H Na ce
H3ClleABAT CEPYMHHTE 4€pHOAPOOHH MOKA3aTENIH BCAKA CEAMHLA
B MNPOABHKEHHE HA 8 CeAMHLIA. AKO CJIEI TOBTOPHO 3aOyYBaHe
Ha JICYCHUETO ¢ NnazonaHud, NOBULIABAHETO HA TPAHCAMHUHAZHTE
nocTurde otHoBo >3 X I'TH, npuemMbT Ha nazonanub Tpabsa na
ce NpeyCcTaHOBH OKOHYATEHO.

INosHinaBaHe Ha Jla ce npeycTaHOBU OKOHYATE/IHO NPUEMBT Ha nazonaHuo.
TpaHcaMuHasuTe >3 x I'TH [TanuenTuTe TpadBa Aa ce NMPOCASAABAT, AOKATO HUBATA HA
3a€/1HO ¢ MMOBHILNABAHE Ha TpaHCAMHHa3HTE ¢€ BEPHAT OO CTeneH 1 uiKM A0 H3XOJHO HHUBO.
Ounupybuna >2 x [TH IMazonauud ¢ UGT1 A1 unxuburop. Jleka, MHAUPEKTHA
(HekoHIOrMpaHa) xunepdunupybnHeMHus Moxe 1a ce Habmonapa
NpH NALMEHTH ¢bC CUHAPOM Ha (ilbert. [launenT camo ¢ nexa
HHIUPEKTHA XHNepOMnHpyOHHEMUS, H3BECTEH WK NpeanoaraH

Jla ce IeKYBaT cropef npenopbKUTe, NaJcHH
nopyiapaHua Ha AJIAT.




EanospeMenHaTa ynotpeba Ha nazonaHud U CHMBACTATHH YBeJIHMaBa PHCKa OT MOBUILABAHE HA
AJIAT (Bx. Touka 4.5) v TpaOBa Aa ce OCHIIECTBABA C MOBHIIEHO BHUMAHHE M CTPHKTHO HabnioaeHue.

XHNepTOHHUA

[Ipy KTHHUYHK MPOYYBAHMA C MMa30MaHU0 ca HACTHIBANK CHLOMTHA HA XUIIEPTOHHUS, BKIIIOYHTEHO
HOBOAHATHOCTHLHPAHH CHMIITOMATHYHH €MH30H Ha MOBHLUEHO KPBBHO HANAraHe (XMNEPTOHKUYHA
kpu3a). KpeBHOTO Hansrane tpadBa na e nodpe KOHTpOIHpaHO NpeaH Aa ce 3arnovHe NpPHEM Ha
nazonaund. [launerTuTe TpAOGBa A ce MpoCcnEAABaT 3a XHNEPTOHHA CKOPO CNEA 3anoyBaHe Ha
NedeHue (He No-KbCHO OT €/1HAa CeAMHLIA CJIe]] 3an04YBaHe Ha Na3onaHyld) U Ha YECTH HHTEPBAIH Cliea
TOBA, 32 J]a C€ OCUTYPH KOHTPO.I Ha KPBbBHOTO Hansraue. [loBuiieHHTEe HHB2 Ha KPBBHOTO HANsAraHe
(CHCTONHO KpBbBHO HandraHe > 150 mm Hg nnn anactTonHo kpupBHO HasArane =100 mm Hg) ce
NpoABABAT pPaHO B X0Aa Ha JiedueHHeTo (npu npubnusurenno 40% ot ciryyaure ca ce npoIBHIH 1o 9™
1€H, a npy npubauantenno 90% ot ciayyaure ca ce NposBWIM npe3 mupuTe 18 ceamuun). KpreHoTO
HaaraHe TpA0GBa Ja ce npocneasBa M a C€ OBNaAsBa He3a0aBHO ¢ KOMOHHALHA OT
AHTHXMIMEPTCH3IUBHO JIEYCHHE H NMPOMAHA Ha J03aTa Ha Na3onaHub (cnupaHe W NOBTOPHO 3aMOYBaHE ¢
HaMaJleHa 1032 CrOpell KIIMHHYHATA npeueHka) (8. TOUkH 4.2 U 4.8). Jleyennero ¢ nazonarud tpadea
1a ce MpeKpaTH, aKko HMa J0Ka3aTesCTBa 3a XMNEPTOHHYHA KPH3a WM aKO XMNEPTOHHATA € TEKKA U
MMEPCUCTHPA BBIPEKH AHTUXMNCPTEH3UBHO JICHEHHE H HAMAlIABaHE HA [103aTa Ha Ma3onaHuo.

CuHapom Ha nocrepuopHa obpatruMa eHuedanonatia (PRES)/ CunapoM Ha oOpaTuma nocrepHopHa
neBkoeHuedanonatus (RPLS)

PRES/RPLS e cwobuaBaH 8uB Bpb3ka ¢ nazonaiud. PRES/RPLS moxe na ce nposeu ¢ rnasobonue,
XHIEPTOHNA, BPYOBE, JIETAprusA, OOBPKAHOCT, CNENOTA U APYTH 3pPHTENHH H HEBPONIOTHYHH
HapylIEHHS, B MOXke 1a Obae ¢ ¢araneH usxoa. IlaunenTture, pazsuamid PRES/RPLS, Tpabpa
3aBMHATH J1a TIPEKPATAT JICUEHHETO ¢ Na30naHud.

HurepcTuunanna 6enoapodua 6onect (MBb)/11HeBMOHKT

HurepcTuunanyia SenoapodHa Gonect, KoATO MOXKeE 2 € ¢ daTaneH u3xoa, € cbodllaBaHa BbB BPB3Ka
¢ nazonauub (Bx. Touka 4.8). [layueHture Tpabea na OvaaT HabmogasaHM 3a OenogpoOHH CUMIITOMM,
HacouBalud kbM UBb /mHeBMOHUT ¥ NeueHHeTo ¢ nasonaHud Tpabea na ce npekpaTu Npu MaLMEHTH,

pa3sHealiy Ubb WIH NHEBMOHHT.

Copaeuna auchyukuns/CorpaeyHa He0CTATBYHOCT

PuckoBeTe H nons3uTe OT JieueHHeTo ¢ nazonaHud TpadBa Aa ce npeueHAT Nnpeay 3arnovpaHe Ha
NeYEHHE MPHU NALHUEHTH ¢ NpeallecTBalla chpaeuHa JucPyHkuua. bezonacHocTTa M
(¢apMaKOKHHETHKATa Ha Na30NaHN0 NpH NAlMEHTH ¢ YMEPEHA A0 TeXKKa ChPACYHE HEZOCTATBYHOCT
HJIK TIPpY NalUMeHTH ¢ HHBA Ha JleBoKaMepHa ¢pakuna Ha ustnackBaHne (LVEF) noa HopMannute He ca
MMPOYYCHH.

B knMHW4HH npoyuBaHMA ¢ Na3onaHub ca rabnlonapaHn cHOUTHA Ha ChpaevuHa QUCPYHKLHA KaTo
KOHIeCTHBHA CHPACUYHA HeZOCTAaTHYHOCT M HaManeHa LVEF (Bx. Touka 4.8). B paHnomusupaH —~
Nnpoy4BaHe, CPABHABALLC Na3onaHUb v cyRUTHHUO npH 6b0peduHoKNeTEUeH KapuruHOM (R :}___ \ \
(VEG108844), na yuacTHMLMTE ¢a npaBeHM WiMeppaHHA Ha LVEF Ha U3xoaHO HMBO H
nsmepsaHua Ha LVEF. Habnionasana e MyokapaHa auchyHkums npu 13% (47/362) oy fiktia
paMoTo Ha na3onaHub B cpaHenHe ¢ 11% (42/369) or nMuaTa B paMOTO Ha CYHMTHHHE, = |




HaGnionaBaHa e KOHTECTHBHA Cbp/eyHa HEAOCTATBYHOCT NpH (,5% OT nuuiaTa BLB BCAKO OT paMeHaTa
Ha JeyeHUe. KOHrecTHBHa ChplieyHa HEAOCTATBHYHOCT € JoKnajABaHa npy 3 ot 240 auua (1%) sue
¢aza III STS npoyusanero VEG110727. Hamanssane na LVEF npu nuua ¢ uaMepBaHus ciea
3aMOYBAHE Ha JIEYEHHETO M TIPH nocaeasaly nimepsanus Ha LVEF, e ycranoseno npu 11% (15/140)
B rpyrniaTa Ha na3onaHub B cpaBHeHHe ¢ 3% (1/39) B rpynara Ha nnaue6o.

Pucxoeu gpaxmopu

Tpunanecer or 15 yyacTHHuM B rpynata Ha nazonanyd B STS npoyusaxero ¢a3a Il ca umanm
€AHOBPEMEHHO H XHIIEPTOHHA, KOATO MOXE JIa € BIIOLIM/IA ChPACYHATa JHCPYHKLHA NTPH PUCKOBH
NalHeHTH Ype3 MOBHIIABAHE Ha Clied HATOBAPBAHETO HA ChpLETO. 99% ot nauneHTHTe (243/246),
BiunoueHH B STS npoyusadero daza III, BknounTeNHO Te3n 15 yuacTHHLM, ca npHeMany
aHTpauMKiIuH. [lpequiecTrallo Je4eHHe ¢ AHTPALMKJIHH MOXKE J1a € PHCKOB (akTop 3a ChbpaeydHa

IMCOHYHKLUMA.

Peszyamam

Ye1upu o1 15-T¢ YUACTHHLM ca Cce Bb3CTAHOBWIY HAITBJIHO (B paMKHUTE Ha 5% OT U3XOAHOTO HHUBO) M
INPH 5 € HMAJTO YACTHHHO Bb3CTAHOBABAHE (B paMKHUTE Ha HOPMAHHUTE IrpaHMUM, HO >5% noa
M3XOJIHOTO HUBO). EAHH yYaCTHUK He C€ € BE3CTAHOBWI, 8 3a OCTAHAJIMTE 5 YYaCTHULIM HAMA HATMYHU
JaHHH OT npocieadaBaHe.

Oenaoneare

CniupaHe Ha JieY€HHeTO ¢ na3onanu® WM HaManaBaHe Ha ao3ata TpaOBa 1a ce KOMOHHHMPpAT C
JIeYCHUE HA XUMEPTOHHUATA (AKO HMa XHIIEPTOHHA, BIDKTE NPECAYNPEANTENHKA pa3eil No-rope) npu
MALMEHTH CbC 3HAUUTETHO HaManaBaHe Ha LVEF, cnopea KN1MHUUHHTE NOKa3aHus.

[lanueHTHTE TpAaOBa Aa CE NMPOCAEAIBAT BHUMATENHO 34 NPU3HALM WIH CHMITTOMH Ha KOHI€CTHBHA
ChpIeUYHa HEAOCTATHYHOCT. [IpH MalLUeHTH ¢ pHCK OT CHpASUYHA AWCHYHKLHS € MpenopbUuBa
H3clie/BaHE Ha H3XOAHO HHBO U NepuoanvHa ouenka Ha LVEEF.

Yabpkasane Ha QT uHTepBana m forsade de pointes

B xnuHU4HEK npoyuBaHud ¢ nasonanud ca HabmoaaBaHy chOUTHA Ha yawnkaBaHe Ha QT uHTepBaia v
torsade de pointes (Bx. Touka 4.8). [1azonanub Tpabpa na ce npuiara ¢ NOBHILIEHO BHUMaHHe NpH
NalMEeHTH ¢ aHaMHe3a 3a yab/bkaBaHe Ha QT uHTepBana, npH NalHeHTH, KOUTO NpHEMaT
AHTHAPHTMHYHH NICKAPCTBA KK OPYIH ICKAPCTBEHH NPOAYKTH, KOWTO MoraT aa yasnkat QT
HHTepBaa, KAKTO H IPH NaldeHTH CbC ChOTBETHO NMPEILIECTBALLO chpAeuHo 3abonspane. I1pu
NPUIOKEHHE Ha NAa3onaHud ce npenopbusa NpociieasBaHe Ha €IEKTPOKAPAHOIPAMUTE NPH 3aM04YBaHE
Ha ICYCHHUETO U MEPHOAHUHO CE/ TOBA, KAKTO H NOAABPKAHE Ha HABATA HA JCKTPOJHUTHTE (HAnp.
KaJILKHA, MAarHe3ui, KATUH) B FPaHULIMNTE HA HOpMATA.

AprepHasiHi TPOMOOTHYHH CHLOMTHS

B xJIHHMYHH Npoy4BaHMA ¢ Na3onaHud ca HabnoZaBaHH cliyyad Ha MHOKapAeH HHQapkT, MHOKapaHa
HCXEMHS, HCXEMHUEH HHCYNIT H TPaH3HTOPHH HCXEMHYHH aTakH (BX. Touka 4.8). Habmopaanu ca
¢bOuTHA ¢ NetaneH u3xoA. [asonanud Tpabpa aa ce npuiara ¢ NOBUILIEHO BHHMAaHKE NMPH NALIMEHTH C

[Tlazonanud He e MpOyYBaH NpH NALHEHTH, KOUTO Ca UMAJIH €MH30/ B PAMKHTE Ha npe
mMecella. PellieHHeTO JajiM a ce NPUIOXKH JleueHHe TpaOBa Aa ce HanpaBH BbL3 OCHOBA
HHAMBHAYAITHOTO ChOTHOLUEHHKE MO/13a/PUCK 3a NALMEHTA. |



Benozun TpoMoeMO0nHUHH CHLOUTHS

B xIMHHYHH NpoyYBaHHA ¢ Na3zonanHb ca HabmonaBaHu BEHO3HH TpoMOoeMbonUuHU cubUTHA,
BKJTIIOYHTEHO BEHO3Ha TpoMOo03a H benoxpobHa eMOonHs ¢ neraneH naxoa. Bonpeku ue ca
HabmonaBaHKu v B AseTe npoyyBaHuda - RCC u STS, yectorara um ¢ 61na no-sucoka B STS
nonynauuata (5%), B cpasaenue ¢ RCC nonmynauusTa (2%).

TpombotHyHa MukpoanrvonaTus (TMA)

TMA e cpobinaBaHa B KJIMHHYHHTE NPOYYBaHHUA C NMa30NaHUO KaTo MOHOTEpanua, B KOMOHHALHA ¢
OesaLaymMad 1 B koMOMHaLMA ¢ TonoTeKaH (BxK. Touka 4.8). [launenrture, passuBawn TMA, Tpabsa
OKOHYAaTe/lHO A8 NMPEKpaTaT JEYeHHETO ¢ nazonaHub. Cnena cndpaHe Ha JeueHKBeTo € HabmonasaHa
ob6patumoct Ha edexture Ha TMA. Ilazonanu6 He € noka3aH 3a KOMOMHHPAHO NPWIOKEHHE C APYTH
CpeacTsa.

XemoparuyHHi crOUTHUA

B x1MHWYHU NpOy4BaHHs ¢ Na3zonaHWO ca croOIaBaHU CHOMTHSA, CBBP3AHHU ¢ XEMOoparus (Bx.

TouKa 4.8). HacTbneanu ca xemoparuuiu ¢cuOMTHA € daraneH usxol. [lasonannd He e npoyusaH npu
NaLMEeHTH ¢ aHAMHEe3a 33 XeMOITTH3a, MO3BUYEH KPBBOMIIKB WIH KIHHUYHO 3HAYUM
ractpouHTecTHHaNeH {(I'U) kppBon3nue npez nocneauure 6 Meceua. [tazonanub Tpabea na ce
npwiara ¢ NOBHiIEHO BHUMaHHE MPH NALHEHTH CbC 3HAYHTENEH PHCK OT KbPBEHE.

AHEBDH3MH W apTEPHAJIHH NHCECKALIUH

Hanonseanero Ha HHXuOUTOpH Ha MbTa Ha VEGF npu nauueHTH cbe Wik 6€3 XHNEPTOHUA MOXKE fia
NoANoMorH#e obpa3yBaHeTO Ha aHEBPU3MH W/WIKM apTrepvanHy aucekauui. [Ipean 3ano4uBaneTo Ha
neyeHue ¢ nazonaHud Tpabsa BHUMaTENHO Ja ce MPELCHH TO3H PHCK MPH NMAUHEHTH C PHCKOBY
(aKTOPH KATO XUMEPTOHUA HIH aHAMHE3a 38 aHCBPU3MM.

["acTpounTecTuHanuu (I'M) nepdopauum u puctyna

B KJIHHHYHH NpOyUuBaHMA C nazonaHub ca Ha6/10aaBaHW CHOMTHA HAa racTPOMHTECTHHATHA
nepdopauus i guctyna (Bx. Touxa 4.8). Hacteneanu ca cuOuTHS Ha nepdopaiiis ¢ eTaleH H3XO/A.
[Tazonanub TpsaOBa Aa ce npunara ¢ NOBHLIEHO BHHMaHHUE TIPH NAalLMEHTH C PHCK OT pa3BUTHE Ha
raCTPOMHTECTHHATHA nepdopalind WK PHCTYIIA.

3apacTBaHe HA PaHH

He ca nposexaany opuiHaiHK NPOYUBaHUA 3a eeKTa Ha Na3onaHud BLPXY 3apacTBaAHETO HA paBM.
Toi KaTo HHXHOUTOPUTE HA CHAOBHA eHAOTENEH pacTexeH paktop (VEGF) Morar aa snowar
npoleca Ha 3apacTBAHE Ha PaHH, ICUEHHETO ¢ na3zonaHu® Tpabea na ce cnpe Hali-Manko 7 AHM npeau
MiaHOBa onepauns. PelueHueTo 3a NOBTOPHO 3alI0YBAHE Ha leUeHHe ¢ nasonaHud cien onepauus
TpAOBa 1a ¢¢ OCHOBAaBa HAa KJIMHUYHA OLIEHKA 3a aleKBATHOTO 3apacTBaHe Ha paHata. [IpuembT Ha
nazonaHu® Tpabea aa ce NpeyCTaHOBH NPH MALUEHTH € JEXHCLEHLMS HA paHAaTa.

XHUIIOTHPEOUANIBM




XHNOTHPEOUAN3BM TPAOBa 11a ce ieKyBaT CNope] CTaHAAPTHATa MEAULIMHCKA MPAaKTHKAa Npean
3aMOYBAHE Ha JeueHHe ¢ nasonaHub. Benuky nauuedTy TpabBa aa 6baaT BHEMATENHO HabmogaBaHu
3a MPU3HALK H CHMITTOMM Ha TUPEOMHAa AHCGhYHKIIHA NPH JeveHre ¢ nasonaHub. JlaboparopHo
npocieadaBaHe Ha TUpeonaHaTa pyHKUMA TpAOBa Aa ce NPOBeKAa MEPUOJUYHO K Aa Ce JIEKyBa
cnopei CTaHAapPTHATa MEOHLMHCKA NPaKTHKa.,

IIporenBrypus

B knUHUYHH NpoyYBaHH C MA30MaHub ca cbOOLLIABaHHN Cayuau Ha nNpoTeuHypus. [Ipenopbusa ce
H3CJIeABaHe Ha YPHHATA B HAYAJIOTO M MEPUOAMYHO N0 BpeMe Ha IeUeHHETO, H NaluydeHTHTe TpaOBa Aa
ce NpoC/eAsBaT 3a BiolIaBaHe Ha NpoTeHHypHusTa. [IpuemMbT Ha nazonanud Tpabsa na ce
NpeycTaHOBH, aKO MALHEHTLT pa3BHe HEQPOTHYEH CHHAPOM.

Tymop-nu3uc curapom (TJIC )

Bi3nukBanetro Ha TJIC, sxmountenno TJIC ¢ neraned usxon, ce cBbp3Ba ¢ ynorpedara Ha nazonaHud
(8. TouKa 4.8). [laueHT! ¢ NnoBHLIEH pUck OT Bb3HHKBaHe Ha TJIC ca Te3n ¢ Obp30 HapacTBaluy
TYMOpPH, FoJIIM TYMOpPeH ToBap, 6b0petHa AHChYHKUMS WK AexuapaTalms. [Ipeau 3anousaHe Ha
Ne4YeHUETO ¢ na3zonaHud TpadBa na ce OOMHCIAT NPEBAHTUBHU MEPKH, KaTO JICYUCHHE Ha BACOKH HUBA
Ha MUKO4YHA KUCE/IMHA ¥ HHTPaBEHO3HA xiparalus. [lanueHTure, H3noxeHH Ha pUCK, TPsaOBa na ce
npocneasBaT BHUIMATEIHO M a C€ JIEKYBaT CNOpel KIIHHHYHUTE NOKA3aHuA.

[IHeBMOTOpPAKC

B KNTMHMYHH NPOYUYBAHHUA C Na3onaHyud NpH HaNpeaHan CapKoOM Ha MEKHTE ThbKaHH ¢a HabmoaapaHu
cbOMTHA Ha MHEBMOTOpPAKE (BXK. To4Ka 4.8). [TaumueHTHTE Ha NevyeHue ¢ nasonanud Tpabea 1a ce
HabnonaBaT BHUMATENTHO 33 NPHU3HALIK H CUMITTOMH Ha NHEBMOTOPAKC.

[lenuaTpyyna nonyaanus

Tobii kKaTO MEXaHM3IMBT HA ACHCTBHE Ha NA30NaHMO MOXKE 12 3aCEerHe TEXKKO pacTeka ¥ Pa3BUTHETO Ha
OpraHHTE MO BPEME HA PAHHOTO NMOCTHATANHO Pa3BHTHE NMPU rpH3ay (BX. To4ka 5.3), nazonaHub He
TpaOBa aa ce napa Ha NEAHATPUUHH ITALMEHTH Ha Bb3PAcT Noj 2 rOAMHH.

Hudekuuu

CpoOl1apaHy ca CTy4aH Ha CEpHO3HH HHPEeKUHMH (CBC WK 0€3 HEYTPONEHHUA ), KOUTO B HAKOH CTy4au
ca 3aBBLPLIBANH C JIETAIEH U3XO.

KomOuHaIMa ¢ ApYyTrH CHCTEMHH NPOTHBOPAKOBH TEPANHH

KauHHyHATE Npoy4YBaHHA HA nasonaHu® B kOMOMHALIMA ¢ peAulia APYrH MPOTHBOPAKOBH TEpaIHH
(BKJTIOMHTENTHO HanpUMEp NEMETpEKcel, JanatiHub 1 nemOponnsymMal) ca npekpaTeHn B paHeH eTan
NMopaaM OMAaceHHA 3a NOBHIIEHA TOKCHYHOCT WHIK CMBPTHOCT, H HE € YCTAHOBEHa Oe3onacHa
epeKTHBHA 0032 NpU KOMOMHALHA HA TE3H JICYCHMUSL.

bpeMeHHOCT




BpEME Ha JIEYEHHUETO € NAa3onaHH0, NOTEHLMATHHAT PHCK 3a deryca Tpadra na dvae 0bacHeH Ha
nawgeHTkaTa. JXeHH ¢ aerepoaeH noreHunan Tpabea 4a ObaaT noChBETBaHU Aa H3OArBaT
3a0peMeHaABaHe, JOKATO Ca Ha JleueHHe ¢ naszonaHub (BxK. Touka 4.6).

B3aumonencTusa

EAHOBpeMEHHOTO leyeHHue ¢ MOiIHKH HHXHOUTOpH Ha CYP3 A4, P-rnukonporenna (P-gp) wiu
NMPOTEHHA Ha PE3UCTEHTHOCT Ha pak Ha rbpaara (BCRP) TpabBa aa ce H3barea nopaau pucka or
NOBHUIEHA €KCTIO3HLMA Ha nasonanub (Bxk. Touka 4.5). Tpabsa ga ce oOmucu u3bop Ha
AITEPHATHBHH CHITHTCTBALUM JICKAPCTBEHH CPEACTBA, O€3 WM ¢ MUHHMAJICH NOTEHLMAN 3a
nHxubupane Ha CYP3A4, P-gp uniu BCRP.

EaroBpeMeHHOTO neueHne ¢ HHAYKTOpH Ha CYP3A4 TpabBa aa ce u3barea nopaay puck OT HaMalicHa
eKCMO3HLMA HA na3onanud (Bx. Touka 4.5).

Haﬁﬂl{}ﬂaBHHH Cca CJIYYaH Ha XHIIEPIrIUKEMHA TTPH CITHOBPCMCHHO JICYCHHE C KE€TOKOHA30JI.

EaHoBpeMeHHOTO NPHUAOIKEHHE Ha Na3onaHub ¢be cydcTpaTH Ha ypuaAHHANGDOCPHATTIIIOKYPOHII
tpaHcdepasza 1Al (UGT1 A1) (Hanp. upuHoTEKaH) TpabBa fa cTaBa ¢ NOBULIEHO BHUMAHHE, Thi KaTo
nazonaHub e uuxuburop Ha UGT1 Al (Bx. Touka 4.5).

[lo Bpeme Ha neveHue ¢ nazonaHud TpadGea aa ce W3GArea npyeMa Ka CoK oT rpeindpyT (Bx. Touka
4.5).

[TomMOLIHM BEIIECTRA

To3n rexapcTBEH NPOAYKT ChABbPAKA No-Manko ot | mmol Harpuit (23 mg) Ha ¢wiMHpaHa Tabnetka,
T.€. MOXKE JIa CE KAXKE, € MPAKTHUECKH HE ChABprKa HATPHH.

4.5 BiauMoaeHcTBHE ¢ APYIH JEeKAPCTBEHH NPOAYKTRE B APYrH GOpPMHEA HR B3AHMOJeHCTBHE
KTH Ha Y 1EKAPCTBEHH I KTH BEPXY TazonaHub

In vitro npoyyBaHHs NOKAa3BaT, 4¢ OKCHOATHBHHUAT METaOONMH3BM Ha Ma3onaHutb B HOBELIKHUTE
YyepHOAPOOHU MHKPO30MH ce Meauupa riaasHo oT CYP3A4, ¢ HeaHauuTenHo yuacTHe Ha CYPIA2 u
CYP2CS8. Ilopanu Tazu npuunHa, MHXUOUTOpUTE U HHAYKTOpUTE HA CYP3 A4 Morar 1a npoMeHsT
MeTabon3Ma Ha na3onaHuo.

Huxubumopu na CYP3A44, P-gp, BCRP
[Tazonanub e cyOocTpar 3a CYP3A4, P-gp u BCRP.

EaHOBpeMEHROTO NpHaokeHHue Ha na3onadud (400 mg BeaHbk AHEBHO) ¢ MOLIHHAA HHXHOUTOD Ha
CYP3A4 u P-gp, xeroxkonazon (400 mg BeAHEX ZHEBHO) 3a 5 MoC/J€10BaTENIHH JHH, € A0BEJO A0
nosuimasane ¢ 66% v 45% Ha cpeaHuTe CTORHOCTH ¢BLOTBeTHO Ha AUC 024y U Cmax Ha NasonaHuo, B
CpaBHEHHE C NMPWIMKEHUE Ha Na3zonaHub camocToaTenHo (400 mg peAHLX NHEBHO 3a /




1300 pg*h/ml), nokaseat ue B NPUCHCTBHETO Ha MoLeH HHxHOUTOp Ha CYP3A4 1 P-gp,
HaMAaNgBaHETO Ha A03aTa Ha na3zonaHuo Ha 400 mg BeAHbLK AHEBHO NPH NOBEYETO NALMEHTH LIS
NOBeAe 10 CHCTEMHA €KCMo3HLMsA, noaobHa Ha Ta3Kn, HabnaaBaHa ciea NPUWIOoKeHHe Ha nasonaHuo
800 mg peHBXK NHEBHO caMocTOATENHO. Hakon nauueHTH obaye Morar 1a MMaT NO-BHCOKAa CHCTEMHA
eKCMOo3ULIMA Ha nazonaHub ot Tazu, HabmonasaHa cned npwioxeHue Ha 800 mg nazonanub

CaAMOCTOATECTHO.

EnHOBpeMEHHOTO NPUIIOKEHHE Ha Na3onaHud ¢ ApyrH MOLIHHA HHXHOHTOPH Ha CYP3A4 (nanp.

MTPAaKOHAa30A, KIIApUTPOMHMLWH, aTa3aHABHP, HMHIHHABUP, He(a3z0A0H, HeIPHHABHD, PUTOHABHD,
CaKBHHABHP, TEJIMTPOMULIMH, BOPHKOHA30/) MOKE Ja MNOBULIH KOHUEHTpaUHMATa Ha nasonaHub. CokbT
oT rpeiindpyT cbabpxka HHXHOHTOP Ha CYP3A4 1 Chb1110 MOXKE Aa NOBUIIH NIA3MEHHTE
KOHLIEHTPALKK Ha NMa30naHuo.

[Tpunoxennero Ha 1 500 mg nanatuHud (cyOcTpat H cnab nHxuOuTOop Ha CYP3A4 u P-gp, u Mmoluex
uHxubutop Ha BCRP) ¢ 800 mg nazonanub Boau po npubauszurento 50% no 60% nosuinasave Ha
cpeanaTa AUCp24) H Cpisx Ha nazonaHuO, B cpaBHEHHE ¢ NpUnoxeHHe caMo Ha 800 mg nazonanud.
Huxnbupanero Ha P-gp wwin BCRP ot nanatnuub, BepoaTHO AonpHHAacs 3a MNoOBULLICHATA
€KCMO3HLIHA Ha Na3onaHud.

EaHoBpeMeHHOTO NpHIokKeHHe Ha nazonaHub ¢ nuxuoOuTop Ha CYP3 A4, P-gp u BCRP, kato
nanaTuHMO, 1ie 10BeAE N0 NMOBMLIABAHE HA IUIa3MEHHTE KOHLEHTPALUHH Ha na3onaHud.
EaHOBpeMEHHOTO NPUIOKEHHE ¢ MOUIHM HHXHOHTOpHU Ha P-gp wiu BCRP crviio Moxe na npomeHy
eKCMNO3KLMATA U PasNpeACIEHHETO HAa Na30naHud, BKIOUYUTENHO U pasfnpeeIeHHeTO B LICHTpAnHaTa
HepBHa cucteMa (LIHC).

EaHoBpeMERHOTO NpWIoxkeHHe Ha nazonaHub ¢ MolueH HHxubutop Ha CYP3A4 tpabea na ce u3bsarea
(BX. Touka 4.4). AKO HIMa HAIMYHA MEAMLIMHCKH NMPUEMJINBA AJITEPHATHBA HA MOLEH HHXHUOUTOP Ha
CYP3 A4, npy eAHOBpEMEHHO NpWIOKEHHE, 03aTa Ha nasonaHud Tpabea aa ce HaMmanu Ha 400 mg
AHeBHO. B TakuBa ciry4aun TpabBa BHHMATENHO Ja ¢ce HaOMI0AaBA 32 HEXENAHU PEAKLIHM W MOXKE Aa C€
OOMHCIIH JOITLIHHUTENRO HAMATIBAHE Ha JO3aTa, aKO ¢8 HabI01aBaHH HEXENIaHHM PeaKkLiMH, Bb3IMOXKHO
CBbP3aHH C JIEKAPCTBOTO.

KombunauusaTa ¢ MoLHH HHXUOMTOPH Ha P-gp wnn BCRP Tpabea na ce u3barea, niu ce npenopnusa
H300p Ha ANTEPHATHBEH CBITHTCTBALL JIEKAPCTBEH NPOAYKT 6€3 Wi ¢ MHHMMAJICH MOTEHLIMAN 34
uHxubupaHe Ha P-gp wnn BCRP.

Huovkmopu na CYP3A44, P-gp, BCRP

Huaykropu Ha CYP3A4, xaTo pudamMnuH, MOraT 1a NOHHKAT I1a3MEHUTE KOHLIEHTPALIMM Ha
nazonaHub. EqHOBpeMEHHOTO NpUIOKEHHE Ha nazonanud ¢ MomHyu HHAYKTOpU Ha P-gp unn BCRP
MOXKE a4 MPOMEHH EKCNO3HLIMATA M pa3npeaeIeHHETO Ha Na3onaHub, BKITFOUHTENHO M
pasnpenenenuero B LITHC. Ilpenopbusa ce n3bop Ha anTepHaTUBHO CHITHTCTBALLO NleHeHue 6e3 unu ¢
MHUHHMAaJEH MOTEHUHAN 33 HHAYKLUHA Ha €H3HM HJTH TPaHCNopTep.

QCKTH Ha na3onasub BbDXY APYTH JNCKAapCTBCHH NPDOAYKTH
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3HauMM edekT BupXy papmakokuHeTHkaTa Ha KodenH (TecToB cyberpar Ha CYPLA2), sapdapuH
(TecToB cyGerpat Ha CYP2C9), unu omenpason (tecros cyocrpar Ha CYP2C19) npu nauveHTtH ¢
kapuuHoM. [1azonann6 e goeen ao nopHwasaxe ¢ npuonusuTenHo 30% Ha cpeanure AUC # Crex Ha
mMuAaa3osnaM (tectos cyocTpat Ha CYP3A4) u nosnmaeane ¢ 33% a0 64% Ha OTHOWICHHETO Ha
KOHLIEHTPALIMHTE Ha JeKCTpoMeTpodaH KbM AeKCTpodaH B ypHHATA Clie MEPOPATHO NPUIIOKEHHE Ha
aekcrpoMerpodan (TectoB cybcrpar Ha CYP2D6). EnnospemenHoTo npwwioxkenne Ha nasonannd 800
mg BEAHLK AHEBHO M nakinuTakcen 80 mg/m? (cy6erpat Ha CYP3IA4 n CYP2C8) BeiHBK CeAMHUHO
€ NIOBEJIO RO CpeAHO noUltaBaHe ¢ 26% n 31%, cboTBeTHO HA AUC H Cmax HA NAKNHUTAKCEN.

B3 ocHoBa Ha in vifro ICso ¥ in vivo ¢cTolHOCTMTE Ha TU1a3MeHaTa Cpgx, MeTA0OMUTUTE Ha NaszonaHub
GSK 1268992 u GSK 1268997 moraT na aonpuHecar 3a HeTHHA HHXUOUTOPEH eekT Ha nasonaHubd
BLpxy BCRP. B pommbaHeHHe Ha TOBa, HE MOXE J1a ce H3KTioud nHxuOUpaHe Ha BCRP u P-gp ot
na3onaHuO B raCTPOMHTECTHHATHHA TPAKT. ENHOBPEMEHHOTO NMPWIOKEHHE Ha NMA30MaHuo ¢ Apyru
nepopanuu cyoctpaty Ha BCRP u P-gp tpsbea aa craBa ¢ noBUIIEHO BHUMAHHE.

In vitro, nazonanub e HHXHOUPaAN YOBELIKHA TPAHCTIOPTHPALI OPFraHHYHHU AHUOHH NOJIHIETH
(OATPI1B1). He Moxe na ce H3KNIOUM, Y€ Na3onaHUod iie nopnuae GpapMakOKHHETHKATa Ha
cyberpature Ha OATP1B1 (Hanp. cratunm, Buxre ,,Edekr Ha enHoBpeMeHHaTa ynoTpeda Ha
na3onaHut ¥ CUMBACTATHH NO-A0MY).

[Tazonanu6 ¢ HHXHOHTOP Ha eH3uMa ypuauHaudocdarrmokyporoszun TpaHcdepaza 1Al (UGT1AL)
in vitro. AKTHBHUAT MeTabonuT Ha upuHoTekaH SN-38, e cybcrpar ha OATPIB1 w UGTI1 AL
EnnoBpeMeHHOTO NpuaokeHue Ha 400 mg nasonanub BeaHbK AHEeBHO ¢ 250 mg/m* uetykcHMmatb
150 mg/m?* npunoTekaH BoaH a0 npubnusuTento 20% nosHiLaBaHe Ha CHCTEMHATA EKCIIO3KLIMA Ha
SN-38. [1azonanub Moxxe na HMa MO-roJSMO BIHAHHUE BBPXY INCTIO3HLUMATA HA SN-38 npn nHua ¢
UGT1A1*28 nonnMopdH3bLM B CpaBHEHHME ¢ Ml ¢ anen oT ,JuB” THIL. Obaue, reHoTHnsT UGT1Al
He BHHAru npenckaspa egekra Ha nasonaHydd sppxy aucnioznnusaTa Ha SN-38. EnqHOBpeMeHHOTO
NpUIOXKeHHe Ha naszonaHud cbve cydcTpatu Ha UGT1A| Tpabea na cTtasa ¢ noBHLIEHO BHUMAHUE.

Edexr Ha eaHOBpeMeHHaTa ynotpeba Ha nazonaHu® v CUMBAacTaTHH

EanoBpeMeHHaTa ynotpeba Ha nazonaHMO ¥ CHMBACTATHH YBEJIMYABA CITYYaWTE HA MOBHLIABAHE HA
AJIAT. Pe3syaraTtuTe OT MeTa-aHANK3, H3non3sail cOOpHH NaHHHW OT KITHHHYHH NPOYYBaHHA C
naszonanud, nokassar, ye AJIAT>3 st I'TH ce noxnaaea npu 126/895 (14%) ot nauneHTHTE, KOUTO
He ca ynoTpeOABaNn CTATUHH, B cpaBHEHHE ¢ 11/41 (27%) oT nauMenTHTE, KOUTO ca ynorpebasany
¢IHOBpeMeHHO cUMBAacTaTHH (p=0,038). Ako nMauWeHT, npyeMall €AHOBPEMEHHO CHMBACTATHH,
pa3eue nosuiaBaHe Ha AJIAT, cnenpaiiTe ykazaHHuSTa 3a JO3MPOBKA Ha NMAa3onaHUO U Mpexparere
npHeMa Ha CHMBACTaTHH (BX. Touka 4.4). B nonbnHeHHe, eaHOBpeMeHHaTa ynorpeba Ha nazonanud u
APYTM CTATHHH TpAOBa Na ce OCBbIIECTBABA C NOBHIUICHO BHUMAHME, ThH KaTO NOHACTOAIUEM HAMA
HAJTWYHHM JOCTATHLYHO JJaHHH, 34 1a C€ OLIeHH BNHAHHETO UM BbpXY HHBaTa HA AJIAT. He e
H3KJIIOYEHO na3onalud aa nornmsae GpapMakOKHHETHKATA HA ApYTH CTATHHH (HAMp. aTOPBACTATHH,
¢1yBacTaTHH, NPaBACTATHH, POCYBACTATHH),

EdexT Ha XpaHaTa BbpXy nasonaHub

mbTH noBuiiaBaHe HAa AUC 1 Cpax. [Topaan Tazu npuunna, nazonavu® tpabsa aa
HaliManko 1 yac npean WK 2 yaca cnen XpaHeHe.
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JlekapcTBEHM NPOAYKTH, NosuiuaBaiiy pH B cromaxa

EnHOBpeMEHHOTO NPHIOKEHHE HAa Ma3onaHud ¢ e30Menpa3os Hamanasa OHOHANHYHOCTTA Ha
nazonanud ¢ npubnusurenHo 40% (AUC U Cpax) ¥ €IHOBPEMEHHOTO [TPHJIOXKEHHE HA NMa30MaHub C
neKapcTea, KOUTo nosuinasat pH B cromaxa, TpaOBa ga ce n3baresa. Axo enHOBpeMeHHaTa ynoTtpeda
Ha HHXHOHTOp Ha npoToHHaTa noMna (PPI) e HeobxoaUMO O MEAHLIMHCKH NMOKa3aHHUs, Ce
npenopbyBa A03aTa Ha na3zonaHub a ce npueMa 6e3 XpaHa BEJHBXK JHEBHO BEYEP, €HOBPEMEHHO C
MHXHOUTOpa Ha npoTtoHHaTa nomMna (PP1). Ako eaHoBpemMenHoTo npunoxkeHue Ha H2-penentopeH
AHTATOHHUCT € HeoOXOoAHMMO MO MEAHLIMHCKH MOKa3aHns, nasonaHnd tpadea na ce npueMa 6e3 xpaHa
noHe 2 yaca npeax wim noHe 10 yaca cnex noszarta Ha H2-penenrophus aHTaroHucT. Ilazonaxu6
TpaOBa Aa ce npHeMa noHe | Yac npead WK 2 yaca ciell MpUNoXKEeHHe Ha KPaTKOAECHCTBalIH
aHTHaUMaH. [IpenopbKHTE 32 HAYHHA HA eJHOBPEMEHHO NMPHJIOKEHHE HA HHXHOUTOPH Ha NPOTOHHATA
noMna (PPIs) u H2-peuenropHH aHTAroHUCTH €€ OCHOBABAT Ha PU3UONOTHYHH CHOOpAKEHHUA.

4.6 DepraanTeT, HpeMEeHHOCT H KbpMeHe

bpeMenHocT/KOHTpaLenums rnpu MbXe M XKEHH

HaMa aocTaThyHO ZaHHH 3a NPHJIOXKEHHETO Ha na3onaHub npu OpeMeHHH xkeHH. [IpoyuBaHusTa npu
’KMBOTHH ca MOKAa3a/lIM PeNpoAYKTHBHA TOKCHYHOCT (BX. TOYKa 5.3). [loTeHLIMANHHAT PHCK NMpU Xopa
He € H3BECTEH.

[Tazonanub He Tpsadea na ce npuema no BpeMe Ha OpeMeHHOCT, OCBEH aKk0 KIMHHYHOTO ChCTOAHHE Ha
’KEHATA He U3UCKBA JIEYEHHUE ¢ na3zonasub. Ako nasonaHub ce npunara no BpeMe Ha OPEMEHHOCT, WIN
aKO NAaLMEeHTKAaTa 3a0peMeHee o BpeMe Ha NleYeHHe ¢ na3onaHub, MOTEHUWANHUAT PHCK 3a Moaa
TpabBa na 6bae oOACHEH HA NALHEHTKATA.

XKenure ¢ aerepoaeH noreHuuan Tpabea na 6baaT NOCHBETRAHK Aa H3MOI3BAT NMOAXOAALLA
KOHTpalenuus No BpeMe Ha NICHEHHETO U B MPOALIKEHHE Ha NOHE 2 CEAMHLM Clie NpHeMa Ha
nocjJenHaTa f03a na3onaHub, U na H3tATeaT 3aDpeMEeHABaAHE NO BPEME HA ICUEHHETO C naszonaHuo.

[TauueHTHTE OT MBXKKH IOJ (BIU[I-G‘IHTEHHG TC3H C B&SEI{TOMH}I) TPHGBH Aa H3NOoJA3BaT IpE3CpBaTuBH
no BpEME Ha I10JIOB KT, JOKATO NpUCMAT na:sonanuﬁ, H B NMPpOABJIKCHHE HA MNOHC 2 CeIMHMLIH caenl

npHeMa Ha nocjieAHaTa J03a nasonadub, 3a Aa ce u30erHe NOTEHUMANHA EKCMO3HLUMA HA
JIEKapCTBEHHA NPOAYKT Ha 6peMeHHa NapTHLOPKA K Ha NMApTHLOPKA C PeNpOAYKTHBEH MTOTEHLHAT,

KbpMmeHe

Be3sonacHocTTa nNpy Nprio)KeHHE Ha nasonaHub mo BpeMe Ha KbpMeHe He € npoy4deHa, He e u3secTHo
lanH nasonaHud Wix HeroBHTe MeTabONHUTH ce EKCKPETHPAT B KbpMaTa. HamMa aHHM OT npoyJyBaHus

NPH XKHBOTHH 33 €KCKpeLMATa Ha na3onaHud B )KMBOTHHCKOTO MNako. He Moxke na ce H3knouM pucK

3a KbpMaueTo. KbpMeneto TpaOBa a ce NpeKbCHE NO BpEME Ha JiedeHHe ¢ Na3onaHuo.

DepTUANTET
[IpoyuBaHHA MMPH KHUBOTHH NOKA3BAT, Y€ MBKKHST H KEHCKMAT QEPTIIMTET MOTAT Aa C€ NOBIMSAAT OT
neueHye ¢ nazonaHub (BkK. Touka 5.3). "

4.7 EdexTn BbpXy cnocobnocTTa 32 modrpaHe 1 pabora ¢ MAIIARHK
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[TasonaHu6 3eHTHBA He MOBAMABA WM NOBIMABA NPEHEOPEKHMO CNOCODHOCTTA 3a 1odHpaHe U
paboTa ¢ mainHd. PapMakonorH4HHTe CBOHCTBA Ha NMa3onaHUO He MpeanosaraT BPeHO BIUSHHE
BBbPXY Te3H AcHHOCTH. [IpH ouenka Ha cnocobHOCTTA Ha NAUKEHTAa 3a H3BBPUIBAHE HA AEHHOCTH,
KOMTO M3UCKBAT NMPELICHKA, ABHMATECJIHA HJIM KOTHUTHBHH CITOCODHOCTH, TpAOBA a ce UMaT npeaBuA
KITWHHYHHA CTaTYC Ha NauHeHTa H Npoduia Ha HexkeslaHW peakuMn Ha nazonaHudb. IlauneHTHTe
TpaOBa aa H30Arear wodupaHe Wik paboTa ¢ MallHHHU, aKO C€ YyBCTBAT 3aMasHH, YMOPEHH HIIH
cnabu.

4.8 HexeNann JIeKapeTBeHH PEAKUHH

Pesiome Ha npodrna Ha 6e30nacHOCT

COopHuTe JaHHKH OT OCHOBHOTO Npoyy4BaHe npu 6bOpeunoknerbuel kapuunoM (RCC) (VEG105192,
n=290), pasumpexoTo npoyusane (VEG107769, n=71), noakpensaworo npoyusaHe ¢asa I
(VEG102616, n=225) 1 paHIOMH3RPAHOTO, OTKPHTO, NapaneaHorpynoro ¢asa Il Heunpepropuo
npoyusane (VEG108844, n=557), ca oueHeHH B LANIOCTHATA OLCHKa Ha 6e30MacHOCTTa B
NOHOCHMOCTTA Ha nasonaHud (obuio n=1 149) npu yyacTHHUH ¢ 6BLOPEHHOKNETHEYEH KapLIHHOM (BXK.

TO4YKa J.1).

COopHHTE JaHHKM OT OCHOBHOTO NPOYYBaHE MpH capkoM Ha MekuTe ThkaHu (STS) (VEG110727,
n=369) B noakpenawoTo npoyusaHe ¢asa Il (VEG20002, n=142) ca oLileHeHH B LIANIOCTHATA OLICHKA
Ha 0e30nacHOCTTa H NOHOCHUMOCTTA Ha naszonaHud (obwa nonynaums 3a 6¢zonacuoct n=382) npu
yuacTHULH ¢bC STS (Bk. TOuka 5.1).

Haii-BaxxHuTe CEpHO3HH HEXKENAHH peaKLiiH, YCTaHOBEeHH B npoyuBaHuaTa npd RCC u STS ca 6unu
NpexXoAcH UCXEMHUYEH NPUCTBIT, HCXEMHUEH HHCYNT, HCXEMHA HAa MHOKapaa, MHOKap/AeH H MO3BbYEH
HH(APKT, cbpAe4yHa JUCHYHKIIHA, TACTPOMHTECTHHANHA nepdopaums ¥ PUCTyNa, yanpkaBane Ha QT
HHTepBana, Torsade de Pointes U 6enoapobeH, raCTPOHHTECTHHANIEH H MO3bYEH KPbBOH3IUB. BeHuky
HEeXEeJIaHH peaklMU ca cboblaBsaHy nNpu <1% ot nekyBaHuTe NAUHEHTH. JIPYIrH BaXXHHW CEPHO3HH
HEXKEJIAHH JICKAPCTBCHH PEaKLIMH, YCTAHOBCHH B NMpOy4YBaHuaTa npu STS, BKIOYBAT BEHO3HH
TpoMOOeMOONHUYHY CHOMTHA, NABOKaMEepHa NUCOHYHKLIHA U [THEBMOTOPAKC.

JleranHuTe CHOMTHA, NPHETH KAaTO BB3MOXHO CBBP38HH C NMa3onaHud, ca BKIMOYBAIH
racTPOMHTECTHHAJIEH KPBBOHIJIHB, fenoapobeH KpbBOH3IUB/XEMONTH3A, OTKJIOHEHUA B
yepHoZapoOHaTa GyHKUMA, HHTECTUHANHA nepdopaliud U UICXEMHYEH HHCYNT.

Hait-uectiTe Hexenanm peakums (HabmoaasaHy npM Hait-manxo 10% or nauneHTHTE) OT BCAKA
crenen B npoyuBaHuaTa npd RCC u STS ca BnovyBany: avapus, NpoMsHa B LIBETAa HA KOCATA,
XHIOMUIrMEHTALIHA Ha KOXKaTa, eKCPonuaTiBeH oOpHB, XHITEPTOHUA, raieHe, raBobonue, ymopa,
aHOPEKCHA, NOBPBILAHE, NUCIEY3HA, CTOMATHT, MOHH)XABAHE Ha TErOTO, 00/IKa, NOBHIIEHA AJlAHUH
aMHHOTpaHCcdEpa3a U NOBUILICHA ACNApPTAaT AMHHOTpaHC(epa3a.

HexxenaHvTe nekapcTBEHH peakLMH OT BCHYKH cTeneHH, chofasany npy nuuata ¢ RCC n STS nnn
NO BpEME Ha MOCTMAPKETHHIOBHA NMEPHOJ, ¢a U3OPOEHH MO-10/1y N0 CUCTEMO-OPraHHH KIacoBe, Mo

IJaHHH He MOX€ Aa ObJe HanpaBeHa OLIEHKA).
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Kareropuure ca onpeaeneHd no abcomoTHaTa Y€CTOTA B JAHHHTE OT KITHHAYHH H3MUTBAHMS.
OueHeHy ca CbILO H NOCTMAPKETHHIOBUTE JaBHH 32 6€30nacHOCTTa H NOHOCHMOCTTa OT BCHYKH
KITHHHYHH NPOYYBaHUA C NMa3onaHub U OT CNOHTAHHH ¢boOWeHus. BbB BCaka rpyna no
CHCTEMOOPraHHH KJIACOBE, HEXKE/IAHWTE PeaklUUH ¢ €IHAKBa YECTOTa Ca MPEACTABEHH B HH3XO A1l pell
[0 OTHOLLIEHHE HAa TEXHATa CEPHO3HOCT.

CnHchK Ha HeXeJaHWTE peakiiH B TabnnyeH BUT

Tabnana 2 Hexenann peakndH, CBbP3aHH € JIeYeHHETO, ¢ho0Menn B NPOYYBAHHATA NpH
0b6peunoieTbyen KapuraoMm (n=1149) unn no BpeMe HA NOCTMAPKETHHIOBAS

BEPREOJ
YecToTa HexenaHn peaknun Bcrukn Crenend | Crenen 4
CHcTeMO-0pranHn o o
e cORe (BCHUKH crenend n | n (%) n (%)
CTEINEHH) (%)
Yectn Undexkimu (cbe win He3 C C C
HeyTponeHus )t HEH3BECTHA | HEM3BECTHA | HCH3BECTHA
Hudexnun n 4YeCcTOoTa 4yecToTa 4yecToTa
aadecTanun HeuectH Uudekunn Ha BEHLIMTE 1 (<1%) 0 0
HHdeKuno3€eH NEPRTOHNT 1 (<1%) 0 0
Heonna3mn - HeuecT TymopHa 6onka 1 (<1%) 1 (<1%) 0
AoOpoOKAYECTBCHN,
3JI0KAYECTBCHHA B
Heonpeae/aenH (BRI.
KHCTH H NOJIHNHA)
YectH TpombouuTOoneHns | 80 (7%) 10 (<1%) | 5(<1%)
HeyTponenus 79 (7%) 20 (2%) 4 (<1%)
JleBkonenns 63 (5%) 5 (<1%) 0
HeuecTn [NonuuuTeMHA 6 (0,03%) |1 | O
Hapymenus Ha | Penku TpoMGoTHuHa C C C
KPEBTA H JemM@pHATA MHKpPOaHI'HOTIATHA HEH3BECTHA | HEU3BECTHA | HEU3IBECTHAa
CHCTEMS (BKMIOYHTENHO TPOMOOTHYHA | yecToTa 4YecToTa 4yecToTa
TpoMbouMTONEeHHYHA
Mypnypa ¥ XeMOJIHTHYEH
ypeMH4eH CHHApPOM) ¥
Hapymenns na YectH XHNOTHPEOUIUI LM 83 (7%) 1 (<1%) 0
€HAOKPHHHATA
CHCTEMA _
Mzoro Hamanen aneTur* 317 (28%) | 14 (1%) 0
YECTH
::5:;:;';:::: Yectn Xunodocharemus 21 (2%) 7 (<1%) 0
XpaAHEHETO Hexuaparaums 16 (1%)
HeuectH XHurnoMartHesveMus 10 (<1%)
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C C C C
Heu3BecTHa | Tymop-nHu3uc cuHapoM™® HEU3BECTHA | HEM3BECTHA | HEH3BECTHA
4eCTOTA | 4YECTOTA 4eCcToTa 4eCTOTa
Ieaxaann Yect be3cnHue 30 (3%) 0 0
HAPYIICHHS
MHoro JHducrey3us’ 254 (22%) [ 1 (<1%) 0
YECTH ['naBobonue 122(11%) [ 11 (<1%) | O
Yecrn 3amMasHOCT 55 (5%) 3 (<1%) 1 (<1%)
Jleraprus | 30 (3%) 31%) |0
[lapecresuns 20 (2%) 2 (<1%) 0
[lepudepHa cenzopHa 17 (1%) 0 0
HEBPOIaTHS |
Heuect Xunoecresns 8 (<1%) 0 0
TpanzuTOpHA UCXEMHYHA K; (<1%) 4 (<1%) 0
aTaKa
Hapymenns Ha CoHIHBOCT 3(<1%) | 1(<1%) |0
HCPBHATA CHCTEMA -
Ilepebpoackynapen 2 (<1%) 1 (<1%) 1 (<1%)
MHLMACHT
HcxeMH4eH HHCYIT 2 (<1%) 0 1 (<1%)
Penku CHHAPOM Ha [TocTepHOpHa C v C
obpaTma eHuedanronaTus/ HEH3BECTHA | HEU3BECTHA | HEH3BECTHA
CHHAPOM Ha oDpaTHMa 4yecToTa YeCTOTA YecToTa
NOCTEPHOPHA
NeBKOeHUedanonaTus
-'.
YecTH 3aMBIIIEHO 3pEHHE 19 (2%) 1 (<1%) 0
Heuectw | Omiensane Ha peruHaTat 1 (<1%) 1 (<1%) 0
Hapymenus Ha
S PaskbeBaHe Ha peTnHarat 1 (<1%) 1 (<1%) 0
[lpoMsaHa B uBeTa Ha MurmTe | 4 (<1%) 0 0
HedyecTn bpanukapaus 6 (<1%) 0 0
Cupreuns MuokapaeH nadapkr 5 (<1%) 1 (<1%) 4 (<1%)
Hapymenns Crpneuna aucdynkima’ 4 (<1%) 1 (<1%) 0
HMcxeMus Ha MHOKapaa 3 (<1%) 1 (<1%) 0
Muoro XHIMEePTOHNA 473 (41%) | 115 (10%) | 1 (<1%)
YeCTH
Yectu ['opemu BuIHH 16 (1%) 0 [0
CopaoBn BenozHo tpomboembonnuno | 13 (1%) 6 (<1%) 7 (<1%)
HApYIIEeHHA CHOMTHE £
3auepBaBaHe 12 (1%) 0 0
HeuectH XunepTroHH4YHa KpH3a 6 (<1%) \(1%)
KpbroH3nue 1 (<1%
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Penkwu AHEBPHU3MH H apTEPHAITHH C C C
AUCEKaLMHT HEeH3BECTHA | HEU3BECTHA | HEM3BECTHA
YyecToTa yecToTa YyecToTA
YecTH Enncrakcuc 50 (4%) 1 (<1%) 0
JinchoHns 48 (4%) 0 0
ncnues 42 (4%) 8 (<1%) 1 (<1%)
XeMonTH3a 15(1%) | 1(<1%) 0
ﬁ:;:ia;opﬂn, HeuectH PHI:IOPEH 8(<1%) 0 0
MeARACTHEAINN benoapobeH KpLBOHITHE 2 (<1%) 0 0
HAPYIERHR [THEBMOTOPAKC 1(<1%) |0 0
Peaxu HUurepcTHimania 6enoapobuaj C C C
oonect/mHeBMOHHTT HEU3BECTHA | HEHM3BECTHA | HEH3BECTHA
YyeCcToTa 4YeCcTOoTA 4YeCcTOTa
MHoro Huapus 614 (33%) | 65 (6%) 2 (<1%)
4YEeCTH I"'aneHe 386 (34%) | 14 (1%) 0
IlospbitaHe 225 (20%) | 18 (2%) 1 (<1%)
Kopemna 6onka® 139 (12%) | 15 (1%) 0
Yecrn CroMaTtHT 96 (8%) 4 (<1%) 0
JIncnencus 83 (7%) 2 (<1%) 0
dnaryneHuus 43 (4%) 0 0
AbBooMHHANHA AUCTEH3UA 36 (3%) 2 (<1%) 0
Yinuepauus B ycTata | 28 (2%) 3 (<1%) 0
CyxoTta B ycraTa 27 (2%) 0 0
HeuecTH [lankpeaTuT 8 (<1%) 4 (<1%) 0
PekTajieH KpbBOHU3NHB 8 (<1%) 2 (<1%) 0
XeMmaToxeaus [6(<1%) |0 [0
["acTporHTECTHHANEH 4 (<1%) 2 (<1%) 0
KPbBOHIIMB _ _
MeneHa 4 (<1%) 1 (<1%) 0
Cromamuo-ipennn [ToBuiIEHa NEpUCTANTHKA 3 (<1%) 0 0
HAPYIICHES
AHaICH KPhBOH3/IHB 2 (<1%) 0 0
[Tepdopauns na acbenoro 2 (<1%) 1 (<1%) 0
| 4epBo
KpbBOH3/IHB OT yCTATA 2(<1%) | 0O 0
KpbBouanus ot ropHara 4act | 2 (<1%) 1 (<1%) 0
Ha raCTPOMHTCCTHHATHUA
TPaKT
Enrepoxyranna ducryna |1 (<1%) Ik 0
| Xemaremesa K (<1%) 0 0
XemopounaneH kppeoHiue | 1 (<1%) 0 0
[Mepdopauus Ha wieyMa B (<1%) ' 1 (<1%)

KpbROHAIHB OT

XpaHonpoBoaa
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PerponepuroHeanen 1 (<1%) 0 0
KpPbBOHW3/IMB
YectH XunepounupyOoHH- eMus 38 (3%) 2 (<1%) 1 (<1%)
AbHOpMHa yepHOApOORa 29 (3%) 13 (1%) 2 (<1%)
L . ]
XenaToOuHAPHH AenaToTokeHIHOCT | 18 (2%) 11 (<1%) | 2(<1%)
HApYIICHAS Heuectn Xurexuia 3 (<1%) I(<1%) [0
JlekapCTBECRO HHAYLHPAHO 2 (<1%) 2 (<1%) 0
4YepHOAPOOHO yBpexaaHe
YepHoapobra 1 (<1%) 0 1 (<1%)
HeaocTaThuHOCT _ _
MHuoro [fpomsaHa B uBera Ha kocata | 404 (35%) | 1 (<1%) 0
YeCTH
CHHOpOM Ha NaJIMapHO- 206 (18%) | 39 (3%) 0
TUIAHTApHA EPUTPOAM3ECTE3HA
Anonenms 130 (11%) | O 0
Ob6pus | 129 (11%) | 7 (<1%) | 0
YecTH KoxHa xMnonurMeHTaLu1s 32 (5%) 0 0
Cyxa koxa 50 (4%) 0 o
Cupbex 29 (3%) 0 0
Epurem 25(2%) |0 | 0
KoxkHa nenurMeHTaLus 1 20 (2%) 0 0
Xunepxuapoza 17 (1%) lo Ik
HapymweHHs Ha Heuectn HapyiieHus Ha HOKTHTE |11 (<1%) |0 0
KONKATA B KoxHa excionnanms 10(<1%) |0 0
NOAKOKHATA ThKAH Peakums Ha 7 (<1%) 0 0
GOTOUYBCTBHTENHOCT
EpureMeH oOpuB 6 (<1%) 0 0
Epymenne Ha KOXKaTa 5 (<1%) 0 0
Maxyno3seH obpus 4 (<1%) 0 0
Copbsu obpus 3 (<1%) 0 0
BeankyoseH oOpus 3(<1%) 0 0
['enepanuiupaH cupbex 2 (<1%) 1 (<1%) 0
["enepanuaupat obpus 2 (<1%) 0 0
[larynozeH oOpus 2 (<1%) 0 0
[InanTapen epurem 1 (<1%) 0 0
KoxeH ynkyct C C C
HEeW3BECTHA | HEU3BECTHA | HEU3BECTHA
4eCTOTA | YeCToTa 4YecToTa
Hapymenas na YectH ApTpanrus 48 (4%) 8 (<1%) 0
MYCKYJHOCKE/NECTHATA Munanrus 35 (3%) 2 (<1%) 0
CHCTEMA H MycKy/HH cra3mMH 25 (2%) D~ 1
CBEAHHHTC/THATA HeuecTtH MyckynHo-ckenerna 6onka | 9 (<1%)
ThKAH

17




Hapymenus Ha Muoro [IpoTeHHypns 135(12%) | 32 (3%) 0
6n0peunTe 1 YeCTH |
NHKOYHHTe IbTHMA | HevyecTH KpbBOU3IHB OT NUKOYHHUTE 1 (<1%) 0 0
mhTHIRA
Hapymenns Ha HeudecTH Menoparus 3 (<1%) 0 0
Bb3OPOHIBOAHTE/IH BnaranmilieH KpbBOH3JIHB 3 (<1%) 0 0
ATA CHCTEMA H
IbpaaTa Metpoparus 1 (<1%) 0 0
Msoro YmMopa 415 (36%) | 65 (6%) 1 (<1%)
4ecTH |
YecTH Bo3nanenue Ha nurasuuure | 86 (7%) 5 (<1%) 0
OGmu Hapymeuns n ActeHus 82(7%)  [202%) [1(<1%)
e.tbemn HA MACTOTO EﬂEMh 72 (6%) ] ({1%) 0
HA NPHJIOKEHHE
bonka B rvpavre 18 (2%) 2 (<1%) 0
Heuectu Brpucane 4 (<1%) 0 0
Hapywenusa Ha nurasuuure | 1 (<1%) 0 IE
MHoro [TosviuaBaHe HA anaHHH- 246 (21%) | 84 (7%) 14 (1%)
4YeCTH aMHHoTpaHcdepasaTa
[ToBuiuasaHe Ha 211 (18%) | 51 (4%) 10 (<1%)
acrnaprataMuHoTpaHcdepasara
Yectu [ToHwkaraHe HA TErNOTO 96 (8%) 7 (<1%) 0
[ToprinaBaHe Ha OuwnupybunHa | 61 (5%) 6 (<1%) 1 (<1%)
B KPbBTA _
[ToBuiunapaHe Ha kpeatHuHa B | 55 (5%) 3 (<1%) 0
KpLBTA _
[TosuiaBaHe Ha nMNa3ara 51 (4%) 21 (2%) 7 (<1%)
[Tonmxkasane na 6pos Ha 51 (4%) 3 (<1%) 0
GeHTe KPbBHH KIIETKH'
Hicneapanns IMoBHIL2BaHE HA 36(3%) |0 0
THPOUACTHMYIHpALLHA
XOPMOH B KpBbBTa
IloBumiaBaHe Ha aMHJIa3aTa 4 35 (3%) 7 (<1%) 0
[loruiiaBaHe Ha 31 (3%) 0 (<1%) 4 (<1%)
raMarJyTaMuil TpaHcgepasarta
[loBHinaBaHe Ha KPbBHOTO 15 (1%) 2 (<1%) 0
HansAraHe
[loBuinaBaHe Ha ypesTa B 12 (1%) 1 (<1%) 0
KpbBTA
OTKNOHEHUS B 12 (1%) 6 (<1%) 1 (<1%)
YEePHOAPOOHHTE
(YHKLIHOHANHU TE€CTOBE
HeuectH [louinaBaHe Ha

YepHOAPOOHNTE EH3INMH
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[lonmxkasane Ha kpbBHata| 7 (<1%) 0 1 (<1%)

3axap

Y avmokasane Ha QT 7 (<1%) 2 (<1%) 0

HHTEpBaJia Ha

€JIEKTPOKapaAHOrpama

[TopnmiaBaHe Ha 7 (<1%) 1 (<1%) 0
| TPaHCAMHHA3HUTE

OrtknoHenna B THpeouaHure | 3 (<1%) 0 0

YHKLIMOHAIIHU TECTOBE

[TouaBane Ha auactTonHoTO | 2 (<1%) 0 0

KPBbBHO HaIAraHe

[ToBuinasane Ha cuctonHoTO | 1{<1%) 0 0

KPBBHO HANAraHE

THexenaHa peakiius, CBbpP3aHa ¢ JICYCHUETO, CHOOLIEHA MO BpeMe Ha NOCTMAPKETHHIOBHA NEpHO/ (CTIOHTaHHH
CHODLLIEHHA H CEPHO3HH HEXENIAaHH PeaKLIMY OT BCHUKH KIIHHHYHH NpOy4YBaHHA ¢ na3onaHud).

KomOHHHpaHH ca clieIHUTe TEPMHHM:

*HexxenaHHu peakUMH, CBBP3aHH C JIeHEHHETO, ChOOLIABaHH CaMo MO BpeMe Ha MOCTMAapPKeTHHIOBHS
nepuox. OT HATUYHUTE NaHHH HE MOXKE J1a Ob/ic HanpaBeHa OLICHKA HA YECTOTAaTa.

8 KopemHa 6onka, kopeMHa 0o/ka B ropHaTa ¥ KopeMHa 60JIka B ZOTHATa 4acT Ha KopeMa

® Enem, nepudepen eaem, eeM Ha OYMTE, JIOKATH3HPAH €1eM H €IeM Ha JIHLETO

¢ Jlncreysus, arey3nusa H XUnoreysms

1 TTounskaBaHe Ha 6pos Ha GenuTe KPLBHHU KIETKH, NMOHKHXKABaHE Ha Opos Ha HeyTpodunnTe u
NOHHWKaBaHe Ha OpoA HA NEeBKOLIMTUTE

° IloHW>KeH aneTHT U AHOPEKCHHA

" Copneyna auchyHKUMA, NeBokamepHa AucyHKLMs, ChPASYHa HEAOCTATBYHOCT H PECTPHKTHBHA
KapAHOMHOTIATHA

8 Beno3no tpoMboemMb0oaHuHO cpOHTHE, AbI00Ka BeHO3Ha Tpombo3a, 6enoapobeH eMOONH3BLM H Tpom003a

Heyrponesud, TpoMOOLIMTONEHHA K CHHAPOM Ha NAIMAPHO-TUIAHTAPHA EPUTPOAM3ECTE3NA Ca
HabnogaBaHH NO-Y€CTO NPU NALMEHTH OT H3TOYHOA3ZHATCKU NPOH3XOA.

Tabauna 3: Hexxe/1aHH PeAKIHH, CBHLP3aAHH € JIEYEHHETO, ChO0IIICHH B NPOYYBAHUATA NPH
CAPKOM HA MEKHTE TbKAHH (N=382) U4 N0 BpeMe HA NOCTMAPKETHHIOBRA NEPHOA

YecToTa HexelanH peakuun Bcnukn Crenend | Crenen 4
CucremMo-oprannn

(BCHUYKH creneHa n | n (%) n (%)
KJ1aCOBe

CTeneHH) (%)
Huodexuun H YecTtu Hudexius Ha BeHuuTe | 4 (1%) 0 0
HH¢eCTALIHH |
Heonnazma- Muoro uectd | TyMopHa Gonka 121 (32%) | 32 (8%) 0
A006poKaAYeCTBEHH,
3JIOKAYECTBEHH H
Heonpexeen (BKJ.
KHCTH R DO/MIHOH) _ _
Hapymenns Ba Muoro yecti | JleBkoneHns 106 (44%) {3 (1%) |O
KPLBTA H NEMPHATA TpomboruTOoneHus 86 (36%)
cherema’ HeyTponeHus 79 (33%)
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Heuectn TpomOoTHUHA 1 (<1%) 1 (<1%) 0
MHKPOaHIHONaTHS
{BKJIIOUUTENHO
TpoMOOTHYHA
TpomMOOLIMTONEHHYHA
MypiTypa H
XeMOJIUTHUYEH
YPEMHUYEH CHHAPOM)
Hapymenns Ha YectH XHNOTHPEOHAH3IBM 18 (5%) 0 0
¢HAOKPHHHATA
CHCTEMA
Mporo yect | HaManeH aneTur 108 (28%) | 12 (3%) 0
Xunoanbymunemus' | 81 (34%) | 2 (<1%) 0
Hapymenns Ha Yectr Jlexuaparauns 4 (1%) 2 (1%) 0
mMeTa00JIH3MA | Heuectn XHnoMarHe3veMms | 1(<1%) 0 0
XpRaHEHETO C TyMmop-nu3mc C C C
HEU3BECTHA | CH M* HEH3BECTHA | HEH3BECTHA | HEM3BECTHA
4ecToTa YyecToTa 4yecToTa 4yecToTa
McuxHYHHA YecTH beicbHMe 5(1%) 1 (<1%) 0
BApYHICHHSA _
MHnoro vectH | Hucreysus 79 (21%) 0 0
I'nasobonue 54 (14%) 2 (<1%) 0
HectH lNepudepna cenzopna | 30 (8%) 1 (<1%) 0
Hapymenns HA HCBpONaTHA
HePBHATA CHCTEMA 3amMasHOCT 15 (4%) 0 0
HeuecTH CbHNUBOCT 3 (<1%) 0 0
[TapecTe3us 1 (<1%) 0 I
Mo3sbuen nHpapkT 1 (<1%) 0 1 (<1%)
Hapymenuna na Yectn 3aMbriieHO 3PpEeHHE 15(4%) 0 0
ouHTe _
Yectn CepaeuHa 21 (5%) 3 (<1%) 1 (<1%)
AUCDYHKIHA®
Copaeunn JleBokaMepHa 13 (3%) 3 (<1%) 0
HAPYIICHHR JINCHYHKLIHA
Bpanukapaus 4 (1%) 0 0
Heuectn Muokapaen uHdpapkt | 1 (<1%) 0 0
| Muoro yecTu XHMepTOHHA 152 (40%) | 26 (7%) 0
Yeceru BerosHo 13 (3%) 4 (1%) 5(1%)
TpoMbOEMOOIHYMHO
cbOuTHE?
Cvaosn [opelty BHIHH 12 (3%) 0 0
HAPYIMCHRAHR 3auepBABaHE 4 (1%) 0 0
Heuectn Kpseonanus 2 (<1%) 1 (<1%) 0
Peaxu AHEeBpHU3IMY H C Te C
apTepHa/IHM AUCEKALUM | HEH3BECTHA | HEU3BECTHA | HEM3BECTHA
| 4ECTOTa | 4ECTOTE T 4ecEQY:
PecnupaTophn, YecTH EnucTakcuc 22 (6%) ml'" \
FPLAHA H Jinchonus 20 (5%) mm 2, \\
MeIHACTHHAJNHH JucnHes 14 (4%) JOESTIR P S )
HApYIICHHR Kawmua 12 (3%) FeTass o/ ¥R
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[TneBMOTOpAKC 7 (2%) 2 (<1%) 1 (<1%)
XwiLaHe 4 (1%) 0 0
benoapoben 4 (1%) ] (<1%) 0
KPbBOH3/THB
Heuectn OpodapuHreanHa 3 (<1%) 0 0
bonka
bpoHxuaneH 2 (<1%) 0 0
KPbBOH3/IHB
PuHopes 1 (<1%) 0 0
XeMONnTH3a 1 (<1%) 0 0
Peaxu UnrepcTUiManHa C C C
GenogpobHa HEeH3BECTHA | HEHM3BECTHA | HEU3BECTHA
Bonect/nHeBMORHTY | YecTOTa 4yecToTa yecTora
MHoro uectH | Inapus | 174 (46%) |17 (4%) |0
[Capene 167 (44%) | 8 (2%) 0
[Topphinane 96 (25%) 7 (2%) o
Kopemna 6onka® 55 (14%) 4 (1%) | 0
CToMaTHT 41 (11%) | 1(<1%) |0
Yectn Ab610MHHaNHa 16 (4%) 2 (1%) 0
JHCTEH3UA _
Cyxora B ycTaTa | 14 (4%) 0 0
Hucnencus | 12 (3%) 0 0
KpsBouanus B ycrara | 5 (1%) | 0 0
PnatyneHuus 5 (1%) 0 0
AHaleH KpbBOH3IIHB 4 (1%) 0 0
Hevectn I'acrporHTecTHHaleH | 2 (<1%) 0 0
CroMamnao-1peBHHE RpRBOMAIAR
HApYIIeRHS Pexraned kpbpouanue | 2 (<1%) 0 0
EnTepokyTtanHa 1 (<1%) 1 (<1%) 0
(pHCTYNA q |
CroMaueH KpeBoM3HE | 1 (<1%) 0 | O
MeneHa 2 (<1%) 0 0
KpbBROM3NINB OT 1 (<1%) 0 1 (<1%)
XPaHONpoOBOAY _
[epuronuT 1 (<1%) 0 0
PeTponepuroHeaneH 1 (<1%) 0 0
KPBbBOH3JINE
KpbBOH3IHB OT 1 (<1%) 1 (<1%) 0
ropHaTa 4acT Ha
raCTPOMHTECTHHAITHHA
| TPaKT
Ilepdopauns Ha wieym | 1 (<1%) 0 1 (<1%)
Heuectn AOHOpMHa 2 (<1%) 0 1 (<1%)
XenarobnaHapeu 4EPHOAPOOH Y HKLINS
C YepuoapodbHa C v
HAPYICHHAN "
HCU3BECTHA | HEAOCTATHYHOCT HEeN3BeCTHA He 35 THA
4eCTOTA YecToTa _dms\
MHoro [lpomaHa Ha uBeta Ha | 93 (24%) 3 ‘
4YeCTH KocaTa
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Hapymenns na XunonurMentauud Ha | 80 (21%) 0 0
KOKATA A KO>KaTa
NOAKOMKHATA THKAH Exconuatuser 0bpus | 52 (14%) 2 (<1%) | O
YectH Anoneuns 30 (8%) 0 0
HapyuieHue Ha 26 (7%) 4 (1%) 0
KoXaTa“
Cyxa Koxa 21 (5%) 0 0
XHnepxuapos3a 18 (5%) 0 0
Hapyuenue Ha 13 (3%) 0 0
HOKTHUTE _
Copbex 11 (3%) 0 0
EpHrem 4 (1%) 0 0
Heuectu KoxkeH yikyc 3 (<1%) 1 (<1%) 0
O6pus 1 (<1%) 0 0
[TamynoseH oOpus 1 (<1%) 0 0
Peakiiua Ha 1 (<1%) 0 0
(OTOUYBCTBHTEIHOCT
CunapoM Ha 2 (<1%) 0 0
naiMapHO-IUIaHTapHa
| €PHUTPOAM3ECTE3HS
Hapymienus na YecTH MycCKyJIHO-CKENETHA 35 (%) 2 (<1%) 0
MYCKYJTHOCKEJIeTHATA Oonka _
CHCTEMS H Muanrus 28 (7T%) 2 (<1%) 0
CheAHHHTEIHATA MyckyaHH cnasmu 8 (2%) 0 0
ThKaH HeuectH ApTtpanrus 2 (<1%) 0 0
Hapymenuas Ha HeuectH ITporenHypHs 2 (<1%) 0 0
6nOpennTe B
NAKOYHHTE NHTHHA
HapymeHns Ha Heuectn BnaranuineH 3 (<1%) 0 0
BL3NMPOH3BOARTE/IH KphLBOH3/THB
ATA CHCTEMA H Menoparus 1 (<1%) 0 0
 I'bpAATA _
MHoro uecTr | YMopa 178 (47%) | 34(9%) | 1(<1%)
YectH Eaem® 18 (5%) | 1 (<1%) 0
O6mp HapymeHus H bonka B repauTe 12 (3%) 4 (1%) 0
edexTH HA MACTOTO BrpucaHe 10 (3%) 0 0
HA NPHJOKEHHE Heuectn Br3nanenue Ha 1 (<1%) 0 0
JIMTaBHLIMTE®
AcCTeHHHA 1 (<1%) 0 0
MHoro uects | IlourkaBaHe Ha 86 (23%) 5 (1%) 0
TErJIoTO _
Yecru OTKI0HEHHS NPH 29 (8%) 4 (1%) 0
M3CJ1€ABAHHA Ha
Hicaeapanus" YIIHTe, HOoca H
I'bpJIOTO"
[ToBuaBaHe Ha 8 (2%)
anaHuH
aMHHOTpaHcdepasarTa




OTtioHeHusd B HUBata | 6 (2%) 0 0
Ha Xonecrepona .

[ToBuinaBaHe Ha 5(1%) 2 (<1%) 2 (<1%)
acriaprar
aAMMHOTpaHcdepasaTa

[losuiiaBane Ha 4 (1%) 0 3 (<1%)
ramMarjlyTaMmi

TpaHc(epaszaTa _ |

Heuectn [ToBHiIaBaHe Ha 2 (<1%) 0 0
61nrpyOHHa B KPBBTA

Acnaprar 2 (<1%) 0 2 (<1%)
AMHHOTpaHc(epasa

AnanuH 1 (<1%) 0 1 (<1%)
aMHHO‘l"PaHC(PEPR?-a

[Monwxapade Ha 6pos | 1 (<1%) 0 1 (<1%)
Ha TpoMOoUHTHTE |

Yabvmkasane Ha QT 2 (<1%) 1 (<1%) 0
MHTEpBaJia Ha
€JISKTpOKapaHorpama

tHexenaHa peakuus, CBbp3aHa C JICYUCHHUETO, CHOOLIEHA N0 BpeMe HA MOCTMAPKETHHIOBUSA NEPUOL

(CMTOHTAHHH CHOOUICHHA H CEPHO3HM HEXENAHU peakKLIMK OT BCHYKH KITUHKWYHH NPOYYBAHUA C Na30naHub).
*HexxenaHu peaklMH, CBBP3aHH € JIEUEHHETO, ChOOINABAHH CaMO M0 BpeME Ha MOCTMAPKETHHTOBUA
nepHoA. OT HAJIHYHHUTE JaHHH HE MOXKE a ObAe HanmpaBeHa OLICHKa Ha YeCToTara.

KomMbuHupaHu ca CICOHWTE TCPMHHH.

* KopeMHa 00nka, xopeMHa O0Nka B ropHaTa 4acT Ha KOpemMa 4 raCTpOMHTeCTHHaIHA Gonka

® Enem, nepudepeH eneM U €/1eM Ha KiIenaumre

° [Mo-ronsiMa 4acT OT Te3W CAy4au ca OMIH CHHAPOM Ha NManMapHO-IUIAHTapHA €PUTPOANH3ECTEINA
9 BeHo3HH TpoMO0oeMOOIHYHH CHOHTHS — BKTIOYBA TEPMHHHTE BeHO3HA TpoM603a, Genoapoben

emBonu3sM H TpoM603a
°[To-ronamMara 4acT OT TE€3M C/Iy4YaH ONMUACBAT MYKO3UT

f'YectoTaTa ce ocHoBaBa Ha Tabnuum ¢ taGoparopuu croiinocTH ot VEG110727 (N=240). Te ca
OOKAAQIRAHH KATO HEXKEJIaHU peakLUH OT H3CJEeQOBATEIUTE NO-PAIAKO C CpABHEHHE C YCTAHOBEHOTO B
TabnuumTe ¢ 1abopaToOpHU CTOHHOCTH.

8 CorOuTHda Ha chpAeUHHa AXCHYHKLHA — BKIIOUBAT JIEBOKaMepHa NHCHYHKLMA, ChpACYHA HEAOCTATHYHOCT
H PECTPHKTHBHA KapIHOMHONATHA

bYecToTaTa c€ OCHOBABa Ha HEKeTaHHWTE PeakLiMH, JOKJIAABaHH OT HicneaosaTenure. JlaGopaTtopHu
OTK/IOHEHHA ¢a JOKIaJBaHH KaTo HeXKeJIaHH peakLHd No-paaKo OT H3CICAOBATENNTE B CPaBHEHHE C
YCTaHOBEHOTO B TabanuuTe ¢ JabopaTopHH CTOHHOCTH.

Heyrponenns, TpoMOOLMTONEHNUS H CHHAPOM Ha NaJMapHO-TUIAHTapHA ePHUTPOAH3ECTE3HUA ca
HabnMoAaBaHH MO-4YECTO NPH NALKUEHTH OT H3ITOUHOA3HATCKH NPOU3XOA.

[leanarpyyHa nomynauns

[TpoduneT Ha Ge30nMacHOCT NpH NEAMATPUHMHM NMALMKEHTH € NMoAoGeH Ha TO3M, OMHKCaH 3a nazonanub

[Py BbL3PACTHH 38 OROOPEHHTE HHAMKALMH Bb3 OCHOBA Ha AaHHHTE OT 44 neANaTPHIHL HAlIHE

TOUKA 3.1).
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CpobiaBaHe Ha NOAO3UPAHU HEXKEJIAHH PeaKLIHH

Cpob1aBaHeTo Ha NOAO3UPAHHU HEXKEJIaHHW PeaKLIMM clie]l pa3pellaBaHe 3a yrnorpeda Ha JieKapCTBEHHUS
NMPOAYKT € BakHO. ToBa no3posigBa Aa NpoAbIKH HaOIKOICHHETO HA CHOTHOLIEHHETO M0J13a/pUCK 32
JieKapcTBeHHUs NMPoAYKT. OT MeIMLIMHCKUTE CNELMATMCTH C€ H3UCKBA J1a ChoOLIaBaT BCAKa
MoI03MpaHa HeXeJlaHa peakuus Ype3 HallMOHAJIHA CHCTeMa 3a cholLaBaHe, NocoueHa B
UsnbaHuTeNnHa areHuus no nekapcrparta yi. .. Jlamsan ['pyes” Ne 8 , 1303 Codwus, Ten.: +35
028903417, yebcaint: www.bda.bg.

4.9 Ilpeaosnpane
[Tazonanu6 B 1034 10 2 000 mg € oueHeH B KJIIMHHYHH NpoyuBaHud. YMopa CreneH 3 (10303aBUCHMA

TOKCHYHOCT) ¥ XuneprToHus CreneH 3 ca HaOmoaaBaHU NpH | OT 3 NaUMEeHTH, KOMTO ca NpueMay
1034, cboTBeTHO 2 000 mg u 1 000 mg nHEeBHO.

Hsama cneuuduyeH aHTHAOT NpH npeao3upaHe ¢ na3ornaHuod W JIeYeHUEeTOo Ha INpelo3upaHeTo TpsadBa
l1a c€ ChCTOM OT OOLIM NOIbPIKALIM MEPKH.

5. ®APMAKOJIOTr'HYHHU CBOMCTBA

S.1 dapMakoJHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHTHHEOIUIACTUYHH CPEeACTBA, MPOTEHHKUHA3HU UHXHOUTOPH, IpYTH
nporeMHKHHa3HU UHXHOUTOpHU, ATC koa: LO1EXO03

MexaHu3bM Ha 1I€HCTBHE

[Tazonanu6 e nepopayieH, MOLIIEH, MYJITHTapreTeH THpO3HHKHHa3eH HHXHOuTOp (TK1) Ha
peuenTopul, -2 v -3 Ha cbaoBHUA eHaoTeneH pactexeH (pakrop (VEGFR), TpomGounuTHUTE pacTexHH
¢akropu (PDGFR) -0 u —f, u peuenropa Ha ¢akropa Ha cTBosioBUTe KiIeTKH (¢-KIT), cbe cToiiHOCTH
Ha ICso, choTBeTHO 10, 30,47, 71, 84 u 74 nM. B npeaAKIMHHYHH €KCNIEPUMEHTH, Na3zonaHuod e
HHXHOKpaJ No 10303aBUCHM HAYHMH JIMTaH1-UHAYLHpaHOTO aBTopochopunupane Ha VEGFR-2, c-Kit
u PDGFR- B peuentopure B knerkure. /n vivo nazonanud uuxudbupa VEGF-uuayuupanoro VEGFR-
2 hochopunupane B 6enu apoOoBe Ha MULIIKU, AaHTHOT€HE3aTa MPH pa3IMYHH JKUBOTHHCKH MOJEIIH,
KaKTO M pacTe)ka Ha MHOXKECTBO YOBELIKH TYMOPHH KCEHOTPAHCIUIAHTATH MPH MHULLKH.

dapMaKOreHOMHKa

B1B hapmakoreHeTHUEH METa-aHAJIW3 HA JaHHHU OT 31 KJIMHWYHH NpOYy4YBaHHWA Ha na3ornaHuo,
NPUJIOKEH WM KATO MOHOTEpAIus WK B KOMOHHALIMA C APYrd CpeACTBa, noBuinaBaHe Ha AJIAT >5
x I'TH (NCI CTC Crenen 3) Bb3uukBa rnpu 19% ot Hocurenure Ha HLA-B*57:01 v npu 10% ot
He-HocuTenuTe. B Ta3u 6a3a nanuu 133/2 235 (6%) ot naumMeHTHTE ca HOCHUTEIH Ha anen HLA-
B*57:01 (Bx. Touka 4.4).

KJIMHUYHH NTPOYyYBaHHUA

bvopeunoxnemvyen kapyurnom (RCC)
be3onacHocTTa M epukacHocTTa Ha NazonaHub npu RCC ca oueHeHH B paHao
JIBOMHOCJIATIO, TU1aLe00 KOHTPOJIMPaHO, MHOTOLIGHTPOBO MpoyuBaHe. [lauueHT
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HanpeaHan Wunu meractaTiued RCC ca pannpoMusupan da nosyuasar nasonaHid 800 mg seanbk
nHeBHO WK nuanedo. OCHOBHATA Lie Ha MPOYYBAHETO € OHUNAa Aa ce OLCHAT U CPABHAT ABETE IPYIH
Ha JIeueHHe 3a npexxuBieMocT 6e3 nporpecus (PFS), a ocHOBHaTa BTropyuHa KpaiiHa Touka ¢ odlnara
npexuBaemMocT (OS). JIpyrure uenu ca OWwin aa ce OLECHAT HUBOTO Ha 00LIATa CTENCH Ha NOBJIHABAHE
H NIPOOBJDKMTEITHOCTTA HA MOBINHABAHETO.

Or obmo 435 nauMeHT™M B TOBA NPOYUBaHe, 233 nauueHTH ca Ounu 6e3 npeaulecTsallo JeYeHHe, a
202 mauuenTH ca 6WIH Ha BTOpa NTHHHUA, KATO Ca TIOJYYHIH €OHO NPEALLeCTBALLO eucHue Ha Oa3aTa
Ha IL-2 unu INF-a. @yrkupmoraiHoTO ¢CheTogHHE (ECOG) e 6Ho cX0aHO MeXIy rpyIHUTe Ha
nasonaHu6 u wiauebo (ECOG 0: 42% cnpamo 41%, ECOG 1: 58% cnpamo 59%). Ilo-ronamara vacr
OT NallHEHTHTE ¢a HMaTH WnH GnaronpusatHH (39%), unu cpeanu (54%) nporHocTHyHH (paxropu no
MSKCC (Memorial Sloan Kettering Cancer Centre)/Motzer. Bcuuku nauMeHTH ca OHIM Cbe
CBETNOKNETbYEH XHCTOJOMHYER THIT WIH NMPEAUMHO CBETIOKIETHYECH XHCTONMOMHUYCH THIL.
[Ipubnu3uTeNnHO NOROBMHATA OT BCUUYKHK NALUUMEHTH ca OWIIH C 3 WIH NoBeyYe 3aCErHaTH OT
3a00NABAHETO OpraHa H NpH NOBEYETO NALIMEHTH € HMano Metactasu B Henure apodose (74%) u/munn
nuM@HHTE BH3AH (54%) Ha H3XOHO HHUBO.

CxopneH TIPOLEHT OT NALIUEHTHTE BBB BCAKa rpyna ca 6mnu 6e3 npeawecTraimo NEYeHHE U ¢
npeALlecTBAaLLO JeueHHe ¢ UMTOKHHH (53% 1 47% B rpynara Ha nazonaHu®, 54% u 46% B rpynara Ha
nnaue6o). B rpynara c npeainecTsauo ne4eHHE ¢ LHTOKMHH, NIOBEYETO nauMeHTH (75%) ca nomyuunnu
Tepanusa Ha 6azaTta Ha MHTEPPEPOH.

CXojieH MPOLEHT OT NAlUEHTHTE BLB BCAKA Ipyna ca OHIH ¢ NpealecTBalla HeppexToMus
(crotBeTHO 89% M 88% B rpynara Ha nazonanu® KU B rpynara Ha maueo) W/WIK NpeaIIECTBALLO
npueneyeHne (croTBeTHO 22% U 15% B rpynara Ha nazonanvb W B rpynara Ha ruiauedo).

[TopBHYHHAT aHANN3 HA ITbpBHYHATA KpafiHa Toyka PFS ce ocHoBasa Ha oLieHKa Ha 3a00NABaHETO Ype3
HE3aBHCHM Mperie] Ha peHTreHorpa¢puMTe Ha LA1aTa MOIMyJialda Ha npoy4yBeaHeTo (Oe3
NpeALLeCTBAIIO ICYSHUE U ¢ APSAMIECCTBALI0 NCUSHHUE C LIMTOKMHH ).

Tabaauma 4  OO6mu pezyarars 3a egpukacHocT npH RCC no nezaBacEma ounenka (VEG105192)

Kpaitun Touxw/Ilonynauus Ha P crolinocT
NPOYYBAHETO [Iazonaun6b [Inauebo HR (95% CI) | (emHocTpaHHO)
PFS
Obma* ITT N=290 N=145

MeaguaHa (Meceln) 0,2 4,2 0,46 (0,34; 0,62) | <0,0000001
CreneH Ha NOBJIHABAHE N=290 N=145

% (95%Cl) 30 (25,1; 35,6) | 3(0,5;6,4) — <0,001
HR = Koeduuneut Ha puck; ITT = “Intent to treat”; PFS = [IpexupgeMoct 6e3 nporpecus. *-I[lomynauun 6e3
NpedILECTBAINO JIEYCHHE H C NPEAmecTBallo eueHHe ¢ IMTOKKHHH.

®urypa 1 Kpasa na Kaplan-Meier 3a npexurssaeMocT 6e3 nporpecns cnopen He3aBHCHMA
OlleHKA 3a o0mATa nonyaanug (nonyaanuu 6e3 npeamecTBALO JieUeHHe H ¢
npeamecrsamo neieHne ¢ naTokRER) (VEG105192)
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Y +— Pazopanib (N = 290)
Median 9.2 months
e 08- | 4 Placebo (N = 145)
z + Median 4.2 months
5 06 - g Hazard Ratio = 0.46
z L i 95% C1 (0.34, 0.62)
a. E P<0 0000001
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0,62), P<0,0000001

@urypa 2

- A

4 Pazopanib (N = 155)
Median 11.1 months

-~ Placebo (N = 78)
Medan 2.8 months

Hazard Ratio = 0.40
95% 1 (0.27, 0.60)
T P<0.0000001

=

X oc; Meceun, y oc; [1pouent 6e3 nporpecus, [1azonanu0

X oc; Meceum, y
oc; [IpoueHT 6e3
NporpecHs,
[Tazonanubd —
—— (N=290)
Menauana 9,2

mecena;
[Tnauebo -------

(N=145)
Menunana 4,2
Mecella;
KoepuumeHT Ha
puck = 0,46;
95% CI (0,34;

Kpusa na Kaplan-Meier 3a npexxuBsieMocT 0e3 nporpecHsi cnope/ He3aBHCHMA
OlleHKA 32 nony.JiauuaTa 6e3 npeamecrsamo Jevenne (VEG105192)

(N=155) Menmnana 11,1 meceua; Ilnauebo ----

--- (N=78) Menunana 2,8 meceua; Koedpuuuent Ha puck =0,40; 95% CI (0,27; 0,60), P<0,0000001

” x:?? 1/

durypa 3 Kpuea Ha Kaplan-Meier 3a npexxuBseMocT 0€3 nporpecus cnope/i He3aBucHMa
OLICHKA 3a NomnyJjauusaTa ¢ npeamecrsamo Jevenrne ¢ utnTokuan (VEG105192)
1.0 :
-+ Pazopanib (N = 135)
Medsan 7.4 months
E 031 ---4---- Placebo (N = 67)
: Medsan 4.2 months
5 0.6 — Hazard Ratio = 0.54
S . 95% C1(0.35, 0.84)
’ T P<0 001
= . BA- +- | S
g | L PO, W
& 02, L7 s  _—
0.0
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Months
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X 0C; MecellH, y oc; [lpouenT 6e3 nporpecus, I1azonanud (N=135) Meauana 7,4 meceua:
[Inauedo ------- (N=67) Meauana 4,2 meceua; Koepuumenr Ha puck = 0,54; 95% CI (0,35: 0,84),
P<0,001

[1py nauMEHTUTE, KOUTO Ca C€ MOBJIMAJIMA OT JICYEHHETO, MEIHAHATaA HA BPEMETO J10 MOBJIMABAHE €
ouna 11,9 cenMuLM, a Me/IMaHATa HA NMPOAB/HKUTEIHOCTTA HA NOBJIMsABaHe € Ouna 58,7 ceaMULIM

cnopea He3aBucumara oueHka (VEG105192).

JlanHuTe 3a MeuMaHaTa Ha obara npexxusseMocT (OS) B KpaliHUS aHAJIM3 HA NMPEXKUBAEMOCTTA,
onpeaeseH B NpoTokona, ca ounu 22,9 meceua u 20,5 meceua [HR=0,91 (95% CI: 0,71; 1,16;
p=0,224)] 3a naijyeHTHTE, pAHAOMH3HUPAHH CHOTBETHO B PaMOTO C Na3ornaHub u pamoTo ¢ manebo.
Bb3MOXHH ca OTKJIOHEHHUS B pe3yaTaTuTe 3a obwara npexusseMocT (OS), Tei kato 54% ot
MaLMEHTHTE B paMOTO € MJiauedo ca NpHeMaJli ChblO W Na30naHKud B NPOABKEHHETO Ha TOBA
MpoyuBaHe cjiell nporpecus Ha 3abonssaHero. lllecTaeceT W WweCT NMpoLEHTa OT NALMEHTHTE,
npueMaiy niaunedo, ca rnoJIy4yusim Je4YeHHUe clie/l Mpoy4YBaHeToO B cpaBHEHHUE ¢ 30% OT nauueHTHTe,
MpHEMAJIH Nna3onaHuo.

He ca HabmonaBaHH CTATUCTHYECKH 3HAYHMHU PA3JIMKH MEXIY IPYINUTE Ha JIeYEeHHE MO OTHOLLIEHHUE Ha
rnodanHoTo kayecTBO Ha *)HMBOT (Global Quality of Life), oueneno no EORTC QLQ-C30 u EuroQoL

EQ-5D.

B npoyuBasne ¢aza Il npu 225 naumeHTH ¢ JIOKaJIHO peLIMAMBUPAJl UJIK METACTATHYEH CBETJIOKJIEThYEH
ObOPEYHOKIIETHYEH KapLIMHOM, OOEKTHBHATA CTENEH Ha NnoBJiMABaHe € Ouna 35%, a MmeiMaHara Ha
[NPOABJDKUTEIHOCT Ha NOBJIUABAHETO € Ouna 68 ceamuuM criopea He3aBUCHMaTa oueHKa. MeauaHara
Ha PFS e 6una 11.9 meceua.

be3onacHocTTa, e(hMKaCHOCTTAa U KA4ECTBOTO HA KMBOT NMPH Na3onaHud cnpsiMo CYHUTHHHO, ca
OLIEHEHH B €/IHO paHAOMH3HUPAHO, OTKPHUTO, NapajeaHorpynoso ¢asa Il HeundepuopHo npoyusane
(VEG108844).

B npoyusaHero VEG 108844, nauuentu (N=1 110) ¢ nokanHo HanpeaHasa w/unu MeractatuiueH RCC,
KOMTO IpeIH TOBA HE ca OUJIM HA CUCTEMHA Tepanus, ca paHJAOMH3HPaHH Ja NpUeMaT WJIH Nna3onaHuo
800 mg BeaAHBXk NHEBHO O€3 npeKkbeBaHe, WK CYHUTHHUO 50 mg BEAHBXK JHEBHO B 6-CEAIMHUYHHU
LIMKJIK C 4 CeIMULIM Ha JIeYEHHeE, M0C/Ie/IBAHU OT 2 ceIMULIK Oe3 J1IeyeHHe.

OcHOBHATa 11eJ1 Ha TOBa NMPOYYBaHeE € J1a Ce OLICHH U cpaBHM npexuBseMoctta 6e3 nporpecus (PFS)
[MPU MALMEHTHTE Ha JIEYEHHUE C Ma30MaHKu0 B CpaBHEHHE C NMALIMEHTUTE HA JIEYEHHE CbC CYHHUTHHMO.
JleMorpadckuTe XapakTepUCTHKH ca OMJIM CXOJIHH MEX/ly paMeHaTa Ha JieueHHe. XapaKTepUCTHKHTE
Ha 3a00J19BaHETO NPH IMbPBOHAYaJHAaTa AWarHo3a U NpH CKPHHUHIa ca 0anaHCUpaHU MeX/1y paMeHara
Ha JIEYEHHE, KaTo MOBEYETO NMALMEHTH ca OMIIH CbC 3a00/1sBaHe OT CBETIOKJIETbYEH XHCTOJIOTHYEH
THIN U cTeneH 1V.

VEG108844 noctura mbpBHYHaTa cu kpaiiHa Toyka PFS u noka3sa, ye nazonaHu0 e ¢ He no-maska
e(puKacHOCT OT CYHUTHHHO, ThH KaTO ropHara rpaniua Ha 95% Cl 3a koeuumeHTa Ha puck e no-
HUCKa OT OMpeJie/ieHaTa B IPOTOKOJIa JOMYCTHMA rpaHuLa 3a HeuHpepHopHocT ot 1,25. OOumTe

pe3yJTaTy 3a epuKkacHOCT ca 06001eHH B Tabnuua 5. 4”’{;\1}4?’4 ”‘Jﬁ\\
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HR

Kpaiina Touka [Mazonanub6 N=557 CynuTuanb N=553 | (95%Cl)
PFS
O6wwo
Meauana (Mecewn) 8,4 9.9 1,047
(95% CI) (8,3; 10,9) (8,3; 11,0) (0,898; 1,220)
O0ma npexxuBAeMOCT
MenuaHa (Mecelmu) 28.3 29,1 0,915°
(95% CI) (26,0; 35,5) (25,4; 33,1) (0,786; 1,065)

HR = Koedunumnent Ha puck; PFS = [1pexusseMocT 0e3 nporpecus, * P croiitHocT = 0,245 (2-cTpaHHO)

®urypa4 Kpua na Kaplan-Meier 3a npexxuBsiemocT 0e3 nporpecus crnopej He3aBHCHMA
ouneHka 3a odmara nonyJauus (VEG108844)
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Bpeme cned pasaomu3aumns (meceum )

AHanu3 Ha noarpynurte Ha PFS e nanpasen 3a 20 aemorpadcku ¥ nporHocTHuHM (hakropa. 95%
JIOBEPHUTEJIHH MHTEPBAJIH 3a BCHUYKH MOArPYNH BKJIKOYBAT KOE(HLIMEHT Ha pUCK 1. B TpuTe Hal-manku
ot Te3u 20 noArpyInM, TOYKOBaTa OLIEHKA Ha KOe(pMUMEHTA Ha PUCK € HaaBULuMiIa 1,25; T.e. npu
y4yacTHULM 6e3 npeawectpaia Hedppekromus (n=186, HR=1,403; 95% CI (0,955; 2,061)), u3xoaunu
crorHocTd Ha LDH>1,5 x I'TH (n=68, HR=1,72; 95% CI (0,943: 3,139)), u MSKCC: HUCBK pHUCK
(n=119, HR=1,472; 95% CI (0,937, 2,313)).

Capkom na mexume muvkanu (STS)

EdukacHocTtra u 6e3onacHoctra Ha nozonanud npu STS ca oueHeHn B ocHOBHO ¢a3za IlI
paHJ0MHU3HUPAHO, ABOMHO-CJIANO, M1aLed0-KOHTpOIHpaHO MHOroLieHTpoBo npoy4uBaHe (VEG110727).
0610 369 nauuenTu ¢ HanpeaHan STS ca OWnM paHaoOMU3UpaHHU aa nojyyaeat nazonaHu6 800 mg
BE/IHBLXK JIHEBHO WITH TU1aledo. BaxkHo e, ye caMO NalHeHTH ¢ OTpeae/ieHH XHCTOIOTHYHH J10/1BU/I0BE
Ha STS ca nonycHaTH 1a yyacTBaT B M3[MTBAHETO, W CJI€10BATE/IHO €(pUKACHOCTTA e

Ha Ma3onaHuO MOorar J1a ce CYMTAT 32 YCTAHOBEHHW CaMO TMPH Te€3M MOATrPYyIH Ha S eHmet
nazonaHuO TpsOBa aa ce orpanvum a0 TakuBa STS noasuaose. RIS
',.‘ ‘:(:. :_.“kﬁ,'* ’E:'ﬁr 1‘“ J v:.
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dubpobnacthn (Gubpocapkom npH BB3PACTHH, MUKCOGHOpOCApKOM, CKIEpO3Hpalll eNTHTEIOHAEH
¢HbpocapkoM, 3N10Ka4ECTBEHN COIMTAPHH (PUOPO3IHH TYMOPH), T. Hap. PUOPOXHCTHOLIMTHH
(nneomopde anokauecTseH pubpo3eH xucrnouurom [MFH], rurasroknersued MFH, Bp3nanurenes
MFH), nefioMuocapkoMm, 3N10K84ECTBERH INTOMYCHH TYMOPH, Ha CKEJIETHHUTE MYCKYJIH (IL1EOMOPQEH H
anBeosapeH pabaoMHOCAPKOM ), BACKYJIAPHH (ENUTEIONAEH XEMAHTHOCHAOTENUOM, AHTHOCAPKOM ),
HeAuPEepeHUMPaHH (CHHOBHAJICH, ENHTEIOHUIEH, aN1BE0JIAPEH MEKOTHKAHEH CapKOM, CBETJIOK/IEThYEH,
Ae3IMOIACTHYEH ApeOHOKPBINIOKNETbUYCH, EKCTpapeHaIeH pabaonieH TyMop, J0Ka4e¢CTBEH
ME3CHXHMOM, NEPUBACKYIAPHH ENUTETOUAHOKIETHYHH TYMOPH, CAPKOM Ha HHTHMATA),
3/I0KAYECTBEHH TYMOPH Ha OOBHBKHTE Ha NEPHPEPHUTE HEPBY, HEAU(PEPEHLIMPAHH CAPKOMH Ha
MEKHTE ThKAHHU, KOUTO HE Ca onpeaeneHy no Apyr HauuH (NOS) u aApyrH BUIOBE capKxOMH (KOMTO He
ca H36POEHH KaTO HEMOAXOAALLN).

CneaHHTe BUAOBE TYMOPH HE ca OWIH NMOAXOAALIM:

AJIHNOUMTEH CapKoM ( BCHUKH NMOJABUAOBE), BCHYKH padAoOMHOCAPKOMH, KOHTO HE Ca alIBEONIapHH MNH
IieoMOp¢HH, XOHAPOCAPKOM, OCTEOCAPKOM, TYMOPH Ha Ewing/npUMUTHBHH HEBPOEKTOAEPMATHH
tymopd (PNET), ractpo-uHTecTiHaneH crpomanet tymop (GIST), aepmaropubpocapkoma
nporybepanc, Bb3nannTesieH MUoGHOpobnacTeH capkoM, 310KaueCTBEH ME3OTEIMOM M CMECEHH
Me30JepMaTHH TYMOPH Ha MAaTKaTa.

TpabBa aa ce orOenexH, Ye MALKWEHTHTE C AAUTNIOLIMTEH CAPKOM ca GIITH H3KIMOYEHH OT OCHOBHOTO
¢paza 1II npoyuBane, Tbi karo B npeasapurenHoro daza Il npoyusade (VEG20002), axturHocTTa
(PFS Ha ceamuna 12), HabmonapaHa ¢ nazonaHut npy aAUNOLMTEH CAPKOM, HE € JOCTHIHaNa
HeoOXoaHMaTa cTerneH, KOATO Aa MO3BOAH MO-HATATBIIHO KITHHUYHO H3CIeABaHe.

Jpyr Kmo4YoR BKIKOYBALL KpATepHii Ha npoyysaHero VEG110727 e Oun: xucTonordyHd JaHHM 3a
BHCOKA WIH CpelHa CTeNeH 3noKkavyecTBeH STS U nmporpecud Ha 3abongeaHeTo B paMkuTe Ha 6 Meceua
OT JIEYEHHE 3a METACTATHYHO 3adonaBaHe, WIH pelMaMB B paMKHTE Ha 12 Meceua ot (Heo)-
/aqtOBaHTHA TEpanus.

IIpeau na ce BKIIIOYAT B NPOYYBAHETO ACBETAECET H 0CeM npoLeHTa (98%) oT yyacTHHUMTE ca
npueMain AokcopyOoHumH, 70% ca npuemanu Hpochamua v 65% OT yHacTHHULIMTE Ca MPHEMAIIH NIOHE
TPK WIH MOBEYE XHMHOTEPANIEBTHYHH NMPOLYKTA.

ITauyenTHTe ca 6mnu crpatuduiEpany no dgakropure Ha pynkiMonanHusa craryc no C30 (WHO PS)
(0 wny 1) Ha H3XOOHO HHUBO H OPOA HA JIHHMHUTE HA MPEALIECTBALLO CHCTEMHO JIEYEHHE HA HANpEeaHAIO
3abonseaHe (0 nau 1 cnpamo 2+). BbB BCAKA OT IPYINHTE HA NEUEHHE € HMATO MAJIKO MO-BHCOK
NPOUEHT HA YUYACTHULIHTE ¢ 2+ JIHHHHM HA NPEeALISCTRALLO CHCTEMHO JieueHHe Ha HanpeaHalo
3abonaBane (cLoTBeTHO 58% M 55% 3a paMOTO Ha neyeHue ¢ rauedo 1 paMOTO Ha JICUEHHE C
nazonaHud) B cpasHexHme ¢ 0 wiK | AMHUM HA NPEAIIECTBAIO CHCTEMHO JeueHHe (ChOTBETHO 42% 1
45% 3a paMOoTO Ha neueHMe ¢ niauedo ¥ paMoTO Ha feueHue ¢ rasonaHud). Meauanara Ha
NPOAL/DKATENHOCT Ha MpoCieaAsBaHe Ha YYaCTHHUMTE (OnpeaeneHa OT AaTaTa Ha paHAOMH3aLMA A0
JaTaTta Ha NocneeH KOHTAKT WM CMbpT) € Ouna nogoOHa 3a ABeTe paMeHa Ha JieyeHne (9,36 Mecela
3a 1u1auedo [B ananasoH ot 0,69 no 23,0 meceua] v 10,04 mecena 3a nazonanu® [B AuanasoH 0,2 no

24,3 Mecenal).)

OcHoOBHaTa lien Ha npoy4BaHeTo e 6mna npexussemoctra 6e3 nporpecus (PFS), ouieHeHa upes
HE3ABUCHM PafHONOrHUEH Nperiea; BTOPHUHUTE KpaiiHH TOUKH ¢a BKIIOUBANH 00111a Npe)XuB
(OS), oduia crened Ha NOBAUABAHE H NPOABDKUTENHOCT Ha NMOBNNABAHE.

Tabnarma 6 OOma pe3yaraTn 3a epuxkacnHocT npH STS no He3ABHCAMA OIEHKA
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Meauana (ceamuin) (95%
CI)

38,9 (16,7, 40,0)

Kpa#inn Touxn / Ilazonanub Ilnanebo HR (95% CI) | P crolinoct
IHonyaanng Ha (aBycTpaHHo)
NpPOYYBAHETO

PFS
O6ua ITT =246 N=123

MennaHa (ceAMHUILIH) 20,0 7,0 0,35 (0,26; 0,48) <(,001
JletfioMHOCapKoM N=109 N=49

MenuaHa (ceaMHLIH) 20,1 8,1 0,37 (0,23; 0,60) <(,001
[Toarpynu Ha CHHOBHANECH N=25 N=13
CapKoM

MenuaHa (ceaMuim) 17,9 4,1 0,43 (0,19; 0,98) 0,005
[loarpynu Ha ,,apyru STS” N=112 N=61

Meanana (ceaMHLIH) 20,1 4.3 0,39 (0,25, 0,60) <(0,001
OS
Obwa ITT N=246 N=123

MeauaHa (MeceLH) 12,6 10,7 0,87 (0,67; 1,12) 0,256
JletioMuocapkom™* N=109 N=49

MenuaHa (Mecenn) 16,7 14,1 0,84 (0,56; 1,26) 0,363
[loarpynu Ha cHHOBHANEH N=25 N=13
capkoM*

MenunaHna (MeceLH) 8,7 21,6 1,62 (0,79; 3,33) 0,115
Iloarpynu Ha , qpyru STS”* N=112 N=61

MeanaHa (Meceun) 10,3 9,5 0,84 (0,59; 1,21) 0,325
CTenen HA NOBIHABAHE
(CR+PR)

% (95% CI) 4(2,3;7,9) 0 (0,0; 3,0)
IpOoABIDKATENHOCT Ha
NOBIHABAHE

HR = Koepuiment Ha puck; ITT = ,Intent to treat™; PFS = [Ipexursaemoct 6e3 nporpecus; CR = [1nnno
nopnussaHe; PR = YactruyHo nosauasane; OS = O0ma npexnBieMocT
* O6waTa NpeKUBAEMOCT 3a CbOTBETHHTE XHCTONOTHYHH noArpyny Ha STS (nediomunocapkoM, CHHOBHANEH

capkoM K “apyrn ” STS) TpsOpa ga ce HHTEpNpPETHPA ¢ NOBHLICHC BHHMAHKWE Nopaan Mankus Opoii Ha
JIMLATA ¥ IIHPOKHTE AOBEPHTEIHH HHTEPBAJIH.

[TogobHo nogobpenue B PFS, Bb3 OCHOBA HA OLIEHKA Ha u3caenosarens, ¢ HabnoagBafi
na3onaHud B cpaBHeHHUE ¢ paMoTo Ha mwauebo (B o6mara ITT nonynauus HR: 02

0,52, p<0,001).




@urypa S Kpusa na Kaplan-Meier 3a npexxuBsemocT 0e3 nporpecus npu STS cnopen

He3aBHCHMA oueHKa 3a obmara nonyaauus (VEG110727)
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MNote: 95% confidence interval bands are shown for each treatment

He e nabntonaBana 3HauuTenHa pa3nvka B OS Mexay ABeTe paMeHa Ha JieYeHHe NPU KpanHUS aHalIu3
Ha OS, HanpagseH ciea karo 76% (280/369) ot cvbuTHaTa ca ce cayunau (HR 0,87; 95% C10,67; 1,12

p=0,256).

[leapnaTpryHa nonyaauus

[Ipoyusane ¢a3a | (ADVLO0815) na nazonanub e nposeaeHo npu 44 neauaTpuyHy NALMEHTH C
Pa3JIMYHH PELIMAWBHPALLK WIH pedpaKTEPHH COJIMAHHU TyMOpH. OCHOBHATA LI € J1a CE€ NPOYYHM
MaKCHMaJlHaTa NOHOCHMa J103a (maximum tolerated dose, MTD), npo¢gunsT Ha 6e30nacHoOCT M
¢apMakOKHHETHYHHTE CBOMCTBA Ha na3onaHuO npu aeua. MeauaHnara Ha NPOAB/KUTEIHOCTTA Ha

€KCMO3HMLIMsA B TOBA npoyuBaHe € 3 meceua (1-23 meceua).

[Ipoyusane ¢a3za Il (PZP034X2203) Ha nazonaH1b € npoBeeHo NMpH 57 rneaAdaTpu4yHH NaLUEHTH C
pedpakTEPHH COJIMIHH TYMOPH, BKJIIOYHUTEIHO pabaomuocapkom (N=12), He-pabaoMHocapkOMeH
MekoTbKkaHeH capkoM (N=11), capkom Ha Ewing/pPNET (N=10), octeocapkom (N=10),
HeBpoOsiacToM (N=8) u xenarobnactom (N=6). [IpoyuBaHeTo € npoBeAEHO KATO MOHOTEpaINHms,

HEKOHTPOJIMPAHO, OTKPUTO MPOYYBAHE 3a ONpe/Ie/ITHE Ha TEPArneBTUHYHOTO AEHCTBHE Ha na3onaHuo
MPH J€lla U IOHOWM Ha Bb3pacT | a0 < 18 roaunu. [1azonanub e npunarax exxeaHeBHO noja popmara
Ha TabseTkH B 103a 450 mg/m?/n03a uaM KaTo nepopasiHa cycrneHsus 225 mg/m?/no3a. Makcumanto
AoNycTUMAaTa AHeBHa J103a 3a Tabnetku e 800 mg u 400 mg 3a nepopasina cycneHsus. MeauaHaTa Ha

NPOABJ/DKUTEIHOCTTA Ha ekcrno3ulma € 1,8 meceua (1 aeH-29 meceua).

PesynraTure OT TOBa Npoy4YBaHe HE MOKAa3BaT 3HAYUMO AHTHTYMOPHO JAEHCTBHE NMPH ChOTBETHATA
rneaMaTpUyYHa nomnyJiaiusa. 3aToBa naonaHub He ce NMPenopbYBa 3a JEYEHUETO HAa TE€3H TYMOPH NpH
rneJMaTpuyHa nomnynauus (BX. Touka 4.2 3a HHpopMalMs OTHOCHO ynotpeba B neaxaTpusTa).

EBponeiickaTa areHLMs 110 JieKapcTBaTa 0ocBOO0XKAaBa OT 3ab/IDKEHHETO 3a npeﬂm:'raasmw
pe3yaTaTuTe OT NPOYyYBaHUATA C pe)epeHTHHS JIEKapCTBEH NPOAYKT, ChAbprKalll naaopfahu@iﬁw\

BCHYKH MOArpyIny Ha neauMaTpH4HaTa nomnyjauMs rpu JICYEHHE Ha KapLIMHOM Ha 010 euE y e
O0bOpeuHOTO JlereHye (¢ u3KIoYeHue Ha HeppobnactoM, HepobiacTomaTo3a, CBET T:.u
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capkoM, Me300nacTeH HedpoM, OLOpeucH MeaynapeH KaplIiMHOM H padbnonaeH Tymop Ha 6n0peka)
(Bxk. Touka 4.2 3a uHOpMaLIMa OTHOCHO ynoTpeda B meANaTpHATA).

5.2 OapMakoKUHETHYIHH CBOHCTBA

Abcopbnus

[Tpu nepopainHo NpuiokeHHe Ha eAHOKpaTHa A03a nasonaHu® 800 mg Ha naLMEHTH CBC CONMHH
TYMOPH, MAKCUMATHATA TU1a3MeHa KOBUEHTpaLUMUA (Cnax) NpuOau3uTenHo 19 + 13 pg/ml e Ouna
AOCTHrHaTa ciea MeavaHa 3,5 uaca (rpaHuud 1,0-11,9 yaca) u ¢ nocturuara AUCo.. npubausurento
650 = 500 pg.h/ml. ExeaHereH npreM Ha no3ata Boau Ao noprwasade Ha AUC.r ¢ 1,23 no 4 nbTH.

He e HabmonasaHo ¢hoTBercTBanio nopvilapaHe Ha AUC unH Cuax py nazonasud ¢ g1o3u Han 800
mg,

CHCTeMHATA €KCIO3ULIMA Ha na3onaHnd ce nosMiaBa npu NpHUAoKeHHe ¢ XpaHa. IlpunoxeHHero Ha
na3onaHyud ¢ XpaHU ¢ BUCOKO MK ¢ HUCKO ChAbP:KaHME Ha Ma3HHUHH BOAH 1O NMPHOJIHU3HTENHO 2-
kpaTHO nosuuaBaHe Ha AUC u Cy,,. [lopaan ToBa, nazonanud tpadea aa ce npunara Halu-mManko xea
yaca C/1ed WIH Hai-MaNKoO €IHH 4ac npean XxpaHeHe (BXK. Touka 4.2).

[Tpunoxenuero Ha nazonaHud 400 mg narpoineHa Tabnerka € nopHmWiIo0 AUC«o.72) ¢ 46% H Ciax
PUONH3UTENHO 2 ITBTH U € HAMANIMIIO tnax ¢ MPHONIUM3UTENHO 2 Yaca, B CpaBHEHHUE C TIPUIOKEHHE Ha
sia rabnerka. Te3u pe3ysraTd MokasBar, e OHOHANIMYHOCTTA U CTETICHTA Ha nepopanHa abcopOuns
Ha Na30MaHHO ca MOBHILCHH CNejl NPUIoKEHHE Ha HaTpolleHaTa TabyleTKa, B CPAaBHEHHE C
NpriIcKeHHe Ha Lina Tabnerka (Bx. Touka 4.2).

PanpeaeneHue

CBBp3BaHEeTO Ha Na30NaHUd ¢ YOBEUIKMTE MIA3MEHH MPOTEHHH in vivo € 60 NO-BUCOKO OT 99% Ge3
3aBUCHMOCT OT KOHLIEHTpaLmsaTa Haa croiHocTH ot 10-100 pg/ml. In vitro npoyusaHus npeanonarar,
ue nazonauub e cyberpar Ha P-gp n BCRP.

buoTpaHchopMauus

PezyatatH OT in vitro npoyuBaHUA NMOKa3BaT, 4ye¢ MeTabonM3Ma Ha nasonanub € MeIUHPaH INaBHO OT
CYP3 A4, ¢ HesnaunTeaHo yqyacTHe HAa CYP1 A2 w CYP2CS8. YerHpure ocHOBHH MeTabonura Ha
nasonaHud oTroBapaT caMo 3a 6% OT ekcno3yMuuATa B I1a3mMarta. EAuH oT Te3n Metabonnutu
HHXHOHWpa npoandepaumata Ha VEGF-cruMynupaHi 4oBellIKH €HAOTENHH KJIETKH OT YMOWIHKaHA
BEHA ChC CXO/IHA CHJIA C Ta3H Ha nasonaHud, apyrure ca 10 no 20 meTH no-cnabo aktueHu. [opany
TOBA, AEHCTBHETO HA MA30MAaHU0 3aBUCH INIABHO OT eKCIIO3ULIMATA Ha NMa3onaHuto.

EnuMHHHpaHe

[Tazonanub ce ennmuHupa 6aBHO CHC CpeaAHO BpeMe Ha nomyXHBoT 30,9 yaca cieq npuioxeHHe Ha
npenopbuHTenHara go3a ot 800 mg, EnumuHupanero e rnasro upes deueca, kato 6u6peu
STTHMHHHpaHe OTroBaps 3a <4% OT npunoxkeHaTa 1034.

CrneuManHy nonyjaauuy

bvbpeuno yapexcoane
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PesynraTvte mokassar, 4ye No-Manko o1 4% ot 103aTa Ha NEPOPANTHO NPHIIOKEH NAa30onaHud ce
EKCKpEeTUpa B YpHHaTa noj ¢popMaTta Ha nazonaHud U metabonuTH. Pesyatatvre OT NOMyNauHOHHO
(papMaKOKHHETHHHO MOAETHpaHe (AaHHM OT MHua ¢ W3xoaHHu cToMHOCTH Ha CLCR B pamkuTe Ha 30,8
ml/min ao 150 ml/min) nokaseat, 4ye € MaNko BepOATHO OBOPEUHOTO YBpekKaaHe Ja HMa KITHHHYMHO
3Ha4YuM edexT BBpXY dapMaKOKMHETHKaTa Ha nazonaHu®. He ce H3HCKBa KopMrupaHe Ha A03aTa NpH
NMaLUMEHTH ¢ KpeaTHHNHOB KIUpEHC Haa 30 ml/min. IlpenopryBa ce NOBHLICHO BHUMAHHE NPH
NAUHEHTH C KPEaTHHHHOB KITHPBHC Mo 30 ml/min, Tl KaTO HAMA OINMMT OT MPWICKEHHE HA
nazonaHHOb NpH Ta3u nonynalKs NAaUMEHTH (BXK. TO4Ka 4.2).

Heproopobro yapesxcoare

Jexo

Meanavure Ha Chpax B AUC(0.24) Ha Na30naHKO B CTALMOHAPHO CHCTOAHUE MPH MALMEHTH C JICKH
OTKJIOHEHHA B 4epHOApPOOHHUTE napameTpH (AcpHUHHPAHH WM KaTO HOPMAJIHH CTOMHOCTH Ha
OunnpyOHH M BCAKa CTENeH MOBHILEHUE Ha allaHMH-aMUHOTpaHchepasa (AJIAT), uan karo
nosuiieHue Ha SWiMpyOuH (>35% aupexren) no 1,5 wbTH ropHaTa rpaHHua Ha HOPMAaTa, HE3ABHCHMO
oT cToMHOCTTA Ha AJIAT) caen npunoxkenue Ha 800 mg BeAHBXK AHEBHO €a CXOIHHM C MEJHUAHUTE NpH
NaLMEeHTH ¢ HOpMalHa YepHoApoOHa dyHkIMa (Bk. Tabauua 7). Ilpenopruntensara Ao3a npH
NALUMEHTH € JIEKH OTKIOHEHHS B CEPYMHUTE YepHOApOoOHH nokazateny ¢ 800 mg nazonaHud BeaHbXK
NHeBHO (BXK. TOuKa 4.2).

Ymepeno

Maxcumannara norocuMa no3a nasonaHud (MTD) npu nauneRTH ¢ yMEPEHO YepHOAPOOHO
yBpexcaaHe (acpHHHUPAHO KATO NMOBHILIEHHEe Ha SWwinpyOuHa >1,5 no 3 mbTH ropHaTa rpaHHLA Ha
HOpMaTa, He3aBHCHMO OT cTOoHHOCTHTE Ha AJIAT) e 200 mg Beansx AHeBHO. CTOHHOCTHTE Ha
MeauaHHTe Ha Cmex 1 AUC@-24) B CTALMOHAPHO CBCTOAHHE clien npunoxkeHne Ha 200 mg nasonanub
BeJHBXK AHEBHO MpH MALKEHTH ¢ YMEPEHO YepHOApOOHO yBpeKaaHe, ca npubausnteaHo 44% n 39%
OT CBOTBETHHTE CTOHHOCTH Ha MEAMAHHTE cien NpuwioxkeHHe Ha 800 mg BeAHBK AHEBHO MPH
NaUHEeHTH ¢ ROpMaTHa YepHOApoOHa pyHKku K (BxK. Tabnuua 7).

Cniopen aaHHuTe 3a 6€30NacCHOCT H NOHOCHMOCT, 103aTa Ha nalonaHud Tpadea aa ce peayuupa ao
200 mg BeAHBX AHEBHO IIPH XOpa ¢ YMEPEHO uepHoApoOHO yBpexkaaHe (BXK. Touka 4.2).

Texcxo

CroHnocTHTE HA MeAHAHUTE HA Cmax 1 AUC(0-24) B CTALIMOHAPHO CBCTOKHKUE Cllea nNpuioxkeHue Ha 200
mg nasonaHid BeAHBX AHEBHO NMPH NMNALKMEHTH C TEXKO 4epHOAPOOHO yBpEKaaHe, ca NPUONINIUTENHO
18% n 15% oT cbOTBETHHTE CTOHHOCTH Ha MeAHaHHTe ciel npwioKeHHe Ha 800 mg BeHbX THEBHO
NpH NaUMEHTH ¢ HOpMATHA YepHOAPoOHa PpyHKUKA. Bb3 OCHOBRa Ra HaMalleHaTa eKCNO3HLMA H
OrpaHH4YCHHS YePHOIPODOEH pe3epB, NazonaHHb He ce Npenopb4Ba NPH NALMEHTH C TEXKO
YepHOAPOOHO yBpexaaHe (AePpHHHpaHO kaTo odul OunupyOuH >3 MbTH ropHaTa rpaHKLa Ha HOPMATAa,
He3aBUCHMO OT cToiiHocTTa Ha AJIAT) (BXK. TOUKa 4.2).

Tabauma 7 Meanann na PAPpMAKOKHHETHIHHTE NAPAMETPH HA NA30NARH06 B CTAIIHOHAPHO
ChLCTOSHHE, H3MEPEHH NPH JHIA ¢ 4€PHOAPOOHO YBPEKIaHE

I'pyna Hicneapana | Caax (ng/ml) AUC (0-24) IIpenopbLunTe/na
Ji (131 (g x hr/ml)

Hopmanna 800 mg BJ 52,0 888.2

qepROAPOOHA (17,1-85,7) (345,5-1482)

¢yHKNRN

Jeko WYY 800 mg BJ1 33,5 774,2

(11,3-104,2) (214,7-2034,4)
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Ymepeno Y 200 mg BJ] 22,2 256,8 200 mg BH
| (4,2-32,9) (65,7-487,7)
Texxo HY 200 mg B 04 130,6 He ce npenopbusa
(2,4-24,3) (46,9-473,2)

B/l — Beanbkx AHEBHO

Ileouampuuna nonyrayus

Cnea NPUIcKEHHETO Ha Nna3ofaHnb 225 mg/m? (kaTo nepopansa CyCneHs3Ns ) NpH NEABaTPHYHE
nmanHeHTH, papMakokMHeTHIHHTE NnapaMeTPH (Cmax, Tmax H AUC) ca nogo6uu Ha Te3H, crobLueHHn
NOPAHO MPH Bb3PAaCTHU NaLMEHTH, JeKyBaHd ¢ 800 mg nazonaHud. Pe3ynTaTuTe nokaspar, uye Mexay
IeLa ¥ Bb3pacTHH HAMAa 3Ha4YMTEIHA payiMKa B KIHPBHCA Ha Na30NaHud, HOPMAIM3HpaH CrpAMo
T€JIECHATa NMOBBPXHOCT.

5.3 IlpeaknHHHYHH ARHHH 32 0e30NACHOCT

[MpeaxnuHUUHUAT Npodun Ha 6€30NacHOCT HAa Na30naHud € OLIEHEH NPH MULIKH, IIBXOBE, 3aHLH H
MaliMyHH. B npoyuBraHHs ¢ MHOFOKpPATHO MpUiarale npy rpu3adm, epeKTUTe PbpXy MHOXECTBO
ThKaHH (KOCTH, 3b0H, HOKBTHO JIeriio, penpOIYKTHBHY OPraHM, KpbBHA ThkaH, Ob0peL n naHkpeac)
M3r7IeXKOaT CBbP3aHu ¢ papMakonoruata Ha uHxubupane Ha VEGFR v/unu HapylnapaHe Ha
curHanHuTe mbTHIIa Ha VEGF, kaTo noseueTo edexTu ca HabmoaaBaHW NpH HUBA HA N1a3MEHA
€KCMO3MIMs NOA Te3H, HabmoaaBaHH B KIHHHKaTa. /Ipyru HaGmoaaBaHy edekTH BKIIOMBAT 3aryda Ha
Terno, Auapua WM 3abomaBaHuA, KOUTO ¢a OWIH WK BTOPMUYHH Ha JIOKANTHH FaCTPOMHTECTHHANHH
ePEeKTH, MPUYUHEHHN OT BUCOKA THraBM4Ha €KCMO3ULIMA HA JIEKAPCTBEHHUA NPOAYKT (MaHMyHH ), WIH
¢apMakonoriuiu edekru (rpusaun). [lponudeparnBHu YyepHoApOOHH Ne3un (€03MHOPWIHH OTHHUILA
¥ azeHoM) ca HabaroaaBaHK NPH XKEeHCKH MUILKH NPH €KCNO3HIHA 2,5 ITbTH NMO-BHCOKA OT Ta3H IIpH
Xopa Bb3 ocHoBa Ha AUC.

B npoyuBanns 3a I0BeHWTHA TOKCHYHOCT, KOTaTO HA IUTbXOBE B NepHoaa npeay orbuBaHe ca
NPHAOKEHH A034 NpudnnauTenHo 0,1 MbTH KIHHWYHATA eKcro3HUMs, OazupaHa Ha AUC npu
BB3PACTHH XOPa, OT AeH 9 clen paxxaaneTo A0 AeH 14 cnen paxaaHeTo, nazonaHud NpUYUHABA CMBPT
1 abHOpMEH opraHeH pacTex/pa3suTue Ha 6nOpeumre, Oenure Apobose, YepHHL APOO H CHPLETO.
Koraro Ha rutbxoBe B nepuoja cnen orbuBaHe ca ripwiarady 03H OT AeH 21 ciel paxaaHeTo A0 AeH
62 cnen paKaaHETO, TOKCHKOJIOTHYHHUTE JAHHH ¢4 CXOAHHK € T€3M MPH BB3PACTHH NIBXOBE NpH
noaoOHHU eKcno3ulKK. IleaAnaTpHYHHTE MallMEHTH €a C MOBHINEH PHUCK 32 KOCTHH H 3b0HH eeKkTH B
CpPaBHEHHE C Bb3PaCTHHTE, Thil KATO TE3H NMPOMEHH, BKIIOYBAINH HHXHOHpaHe Ha pacTexa (CKbCEHH
KpaifHULIM), YYTUTHBM KOCTH U pemoaenupade Ha 3u0u, ca HabnioaaraHu npy Mnaau nasxoBe npu =10
mg/kg/aueBHo (paBHO Ha nipubnuzurenHo 0,1-0,2 mbTH KNMHUMHATA ekcno3vuu, Hasupana Ha AUC
NPH BB3PACTHU XOpa) (BXK. To4Ka 4.4).

KTH BLDX Il HTCTA H TCPATOINCHHKY CDCKTH

Ilazonanub ¢ nokasan eMOPHOTOKCHYHOCT M TEPATOreHHOCT NMPH TIPUIOKEHHE NPH IUTBXOBE U 3afiuy
NpH eKCNno3HLKH nopeye ot 300 NbTY NO-HUCKK OT €KCNO3KLMATa [P Xopa (Bb3 ocHOoBa HA AUC).
EdexTuTe ca BKIIOUYBAIW HAMAJICH (PEPTHIMTET NPH )KEHCKHUTE, NIOBHIUEHA Npe- H
NOCTUMILIAHTALMOHHA 3aryda, paHHa pe3opOilus, eMOpHOHAJICH JIETAJIUTET, HAMANECHO TS
Ha ¢eTyca H ChpACYHOCHA0BH Mandopmaumu. [1pu rpusaun ca HabnoaasaHu 1 HaMgAE
TENa, MOBHILEH Opoit KUCTH U aTpodus Ha AifuHMuMTE. B npoyuBaHe Ha ¢pepTun re/ K
ILTbXOBE HE ca HabmoaasaHu €PeKTH BpXY YHPTOCBAHETO WK PEepTHINTETA, / E 12 gt
HaMAaJIeHO TErfI0 Ha TeCTUCHUTE H eNUAMAMMUCA ¢ HAMANISBaHe HA NPOU3BEXIAHO ’- Ak IS




cnepma, Ha NOABMIKHOCTTA Ha CNEPMaTO30MAUTE U Ha KOHLIEHTPALIMATA Ha CIIEPMaTO30MH B
eNUMAMMHCa U TECTHCHUTE NMPH eKcno3uumH 0,3 mbTH eKCno3uumMaTa npy xopa Bb3 ocHoBa Ha AUC.

| eHOTOKCHYHOCT

[lazonaHuO He € NPUYMHKWII TEHETUYHHU YBPEKAAHUS NMPH MPOBEXKIAaHE HA TECTOBE 3a NT€HOTOKCHYHOCT
(TecT HAa Ames, TeCT 3a XpOMO30MHH adepaliyi B YOBELUKH NnepupepHU TUMPOLMTH U in vivo
MHMKPOHYKJIEapeH TeCT NMpH MJIbXoBe). CHHTETHYEH MEXKAMHEH MPOAYKT, U3M0JI3BaH MpH
MPOU3BOACTBOTO Ha NMa30rnaHub, KOWTO C€ OTKPHBA CHLLO B MAJIKH KOJIMYECTBA U B KPAMHOTO
JIEKApCTBEHO BELLECTBO, HE € OMJ1 MyTareHeH npu Tecta Ha Ames, HO € OWJ1 FeHOTOKCHYEH NMPH TeCTa ¢
MHLIW JTUMGOM M in vivo MUKPOHYKJIEAPEH TECT NMPH MHULIKH.

KaHueporeHHoCT

B aByroaMiiHM npoyyBaHHus 3a KAaHLUEPOreHHOCT ¢ na3onaHub, ce Hab/moAaBa NOBMIlIEHA YECTOTa Ha
4yepHOAPOOHH aICHOMH MPH MHULIKH U AYOJACHA/IHH aICHOKAapLUMHOMH NpH M1bXoBe. Bb3 ocHOBa Ha
cneuMdUUHaTa NaToreHe3a Mpyu rpu3ayyd 4 MeEXaHW3Ma Ha Bb3HMKBAHE Ha T€3HM HaXOJKH, HE Ce CYMTAa,
ye T€ OTPa3fABAT HAJIHYMETO HA MOBULIECH KAHUEPOr€HEH PUCK NMPHU NALMEHTH, NPHEeMalIX 1a30naHHo.

6. OPAPMALIEBTUYHHU JAHHHU
6.1 CnHcbK HAa NOMONIHHTE BelllecTBAa

llazonanu6 3enmusa 200 mg purmupanu madremxu:

Slapo Ha TabnerTkara.
MukpokpucTanHa uenaysosa (E460)
HaTpueB HULLIECTEH riaMkoaar (Tumn A)
[Tosunon (E1201)

Marue3ueB creapat (E470b)

OOBHBKa Ha TabseTkara:
XunpomeJosa (E464)

TuranoB nuokcun (E171)
Makporou 400 (E1521)
XeneszeHn okcua, uepseH (E172)
[Tonucopbart 80 (E433)

ITazonanub 3enmusa 400 mg puwmuparnu mabremxu:

Anpo Ha Tabnerkara:
Muxkpokpucranta uenynosa (E460)
HarpueB HulecTeH raukonar (tun A)

[osunon (E1201)
MaruesueB creapat (E470b)

B H CTKaTa.

Xunpomenosa (E464)
Turanos auokcun (E171)
Maxporon 400 (E1521)
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[Tonucop6ar 80 (E433)

6.2 HecbBMeCTHMOCTH

Henpuioxumo

6.3 Cpok Ha roaHocTt

3 roaAuHHU

6.4 ChnennajHu yCJIOBHA HA ChbXPaAHEHHE

To3u nekapcTBeH NMPOAYKT HE H3UCKBA CIIELIHAIHH YCIIOBHS 3a ChbXpaHEHHeE.

6.5 BuamncbabpkaHHe HA ONAKOBKATA

lazonanub 3enmusa 200 mg purmupanu madremxu.
30, 90, onakoBka Tun MyaTunak ot 90 (3 onakoBku no 30) punmupanu tabnerku B 6enu HDPE
OYTHJIKH C MOJIMIIPOITHIIEHOBA Karayka, 3alllMTEHa OT OTBapsHe OT JeLa.

30, 90, onakoBka Tun Myatunak ot 90 (3 onakoBku no 30) puaMupaHu TabaeTKH B Npo3payHu
anymuHueBu-PVC/PE/PVDC 6aucrepn.

30x 1,90 x 1, onakoBka Tun Myatunak ot 90 x 1 (3 onakoBku no 30 x 1) punmupanu TabneTky B
npo3pauHu anyMuHHeBU-PVC/PE/PVDC nepdopupanun eaHo1030BH OHCTEPH.

Ilazonanub 3enmuea 400 mg purmupanu mabremxu.

30, 60 ¢punmupanu Tabnerku B HDPE 6yTunku ¢ nonunponiieHoBa Kanayka, 3aiiMTeHa OT OTBapsiHe
OT Jeua.

30, 60, 90, onakoeka Tun Mynatunak ot 60 (2 onakoBku no 30) punmupanu TabneTku B Npo3pavHH
anymuHueBu-PVC/PE/PVDC 6aucrepn.

30x1,60x1,90x 1, onakoBka Tun Myntunak ot 60 x 1 (2 onakoBku no 30 x 1) punmupanu
Tabnerku B npo3paunu arymMmuHuesu-PVC/PE/PVDC nepdopupann enHon0308H OaHCTEpH.

He BcHUYKM BUIOBE ONaKOBKHW Morar aa Obaar [TYCHATH Ha la3apa.

6.6 ChneunajHH npeana3HH MepPKH NPH H3XBbLPJsHe

HsamMa cneyMyaiHU U3UCKBaHUA.
7. IPUTEXATEJI HA PASPEHLIEHUETO 3A YIIOTPEBGA

Zentiva k.s.
U kabelovny 130,
Dolni Mécholupy

102 37, Prague 10
Yewka penybauka

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

[1azonanu6 3enTuBa 200 mg duamupanu Tabaerku: Per. Ne 20220082
[Tazonanu6 3enTusa 400 mg punmupanu Tabnerku: Per. Ne 20220083
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9. JATA HA ITBbPBO PASPELHIABAHE/INIOJHOBABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO pa3pewiaBane: 08.03.2022

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

14.05.2025 r.
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