2T ﬂﬁy‘i':l-'EHHﬁ PrEHUIﬂﬂ non
KPATKA XAPAKTEPMCTHMMWWHE m—— HEKAPCTBATA
K UAOXKBHUe 1

Lr 3 o 0
1. HME HA JJEKAPCTBEHUS MPOAYKT oM ee. ‘?/’Z"’OOJ?"[/JDJ ______________

[Tazonann6 3entusa 200 mg ¢puaMupanu TadNeTKH BG/MA/MP - é“‘" € A2 —? 1 -05- ZBZL

-----------
------
----------------------
-------------
---------
LR

Pazopanib Zentiva 200 mg film-coated tablets 5 _-'_r 06peHe Ne

[Tazonanu6 3entuna 400 mg ¢punMupaHu TabIETKH
Pazopanib Zentiva 400 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

[Tazonanu® 3entuBa 200 mg dunmupanu TabJICTKH

Bcesika TabieTka chabpika nazonanud xuapoxiuopua (pazopanib hydrochloride), eksuanenren Ha 200
mg na3onaHuo (pazopanib).

[Tazonanu6 3entrBa 400 mg dunmMupanu TabieTku

Bcesika TabneTka chabpiKa nazonaHud Xuapoxnopun (pazopanib hydrochloride), exsuBanenten Ha 400
mg na3onanud (pazopanib).

3a IMbJIHUS CITUCHK HA MMOMOIIIHUTE BELIECTBA BHXKTE TOYKA 6.1.

3, JIEKAPCTBEHA ®OPMA

dunmupana tadnerka (Tabnerka).

Iazonanud 3enmusa 200 mg purmupanu madaremeu:

Po3osa, npoasiiroara ¢puamMupana tadnerka ¢ BTbOHaTO penedHo o3HayeHue 200" oT eaHaTa
cTpaHa, ¢ pasMepH npuoausurenHo 14 mm x 6 mm.

Hazonanub 3enmusa 400 mg hurmupanu mabremxu:

Bsana, npoasarosara punMupaHa Tabnerka ¢ BTbOHaTO penedHo o3HayeHue “400” ot eqHaTa cTpaHa,
C pa3MepH npubau3uTeaHo 18 mm x 7 mm.

9. KJUHUYHU JAHHH
4.1 TepaneBTHYHH MOKA3aHHSA

bropeuHokneTrueH kapuuHoM (RCC)

[Tazonann6 3eHTHBA € MOKa3aH MPH Bb3PACTHH 3a JICYECHHE OT ITbpBa JIMHHUS Ha Harpe
0BOpeuHokIeThYeH KapunHOM (RCC) 1 npH mauHeHTH, KOUTO ca MOJYYHIIH NTPE/
C LINTOKHHH 3a HanpeaHao 3adomnsaBaHe.




CapkoM Ha MEKHUTE TbKaHH (STS)

[Tazornann® 3eHTHBA € MOKAa3aH 3a JICYCHUEC HA Bb3PACTHH MALMCHTH C ONPEACICHH MIOABHI0BE HA
HaIpeaHas CapKoM Ha MeKHTe ThKaHH (STS), KouTo ca nojsy4yusi npeamecTnalila XMuMHOTEpaIus 3a
METACTATHYHO 3a00/IIBaHE UIIM TIPU KOUTO € HACTBITHIIA Nporpecus 10 12 meceua ciea (Heo)
aJIl0OBaHTHA Teparus.

Edukacnocrra 1 0€30MacHOCTTa ca YCTAHOBEHH CaMO TPH ONPEACICHH XHUCTOJIOIMYHH TYMOPHH
noaBuaoBe Ha STS (Bxk. Touka 5.1).

4.2 J103UpPOBKAa U HAYHUH HA MPHJIOKEHHE

Jleuenwme ¢ [1azonann® 3eHTHBa TPsAOBA J1a CE 3aM104YBa CAMO OT JICKAp C OMHUT B MPHJIOKECHHETO Ha
MPOTHBOTYMOPHH JICKAPCTBEHH MPOAYKTH.

J1o3upoBKa

Bv3pacmnu
[IpenoppunTenHara nqo3a nazonanuoO 3a neyeHne Ha RCC uwnm STS e 800 mg BeAHBXK AHCBHO.

Kopexyus na oozama

3a j1a ce OBJIAJIEAT HEXKEJIAHUTE PEaKIIMK, KOPEKUMATA Ha J03aTa (MOHMW)KaBaHE HJIM MOBHIIIABAHC)
TpsAOBa J1a ce NMpaBu CTBIAJIOBUAHO ¢ 110 200 mg HU3XOAALIO MK Bb3X0AA110 Bb3 OCHOBA Ha
MHAMBHAYyaJHaTa NoHocuMocT. Jlo3aTa Ha na3zonaHuO He TpAOBa na Haasumasa 800 mg.

lleouampuuna nonyiayus

[Tazonanu® He TpsOBa Aa ce U3MOJI3BA MPH JIela Ha BB3PACT N0/ 2 FOAHHM NMOPaJH CbOOpaXKeHHs 3a
0€30MacHOCT OTHOCHO pacTexa M pa3BUTHETO HA OpraHuTe (BxX. TOUKH 4.4 1 5.3).

be3onacHocTTa M e(pMKACHOCTTA Ha 1a30MaHMUO NpH aena Ha Bb3pacT oT 2 10 18 roJuHu BCe OLIC HE €
YCTaHOBCHa.

HasimyHUTE NOHACTOANIIEM JJAHHH Cca ONMHCAaHHU B TO4Ka 4.8, 5.1 1 5.2, HO NIPENOPBKH 3a J03HUPOBKaTa
He Morar jJa ObJaaT JaJcHH.

Cmapuecka 8v3pacm

JIaHHHUTE 3a NPUJIOKEHHE HA MMa30MaHu0 MpHU MALMEHTH HA BB3pacT Ha U HaJ 65 roJAMHH ca
orpaHuuyeHu. B npoyuBaHus ¢ na3onanuO rnpu 0bOpEeYHOKIETHYEH KapLIMHOM KaTo LsJIO HE ca
HaOM0JaBaHH KJIMHUYHO 3HAYMMH pa3j MKy B 0€30MacHOCTTAa Ha NMa3onaHubd MEXy Xopa Ha Bb3pacT
HaJl 65 roAMHU U MO-MJIAJH MAUMEHTH. KIHMHUUHHUAT ONUT HE MOKAa3Ba Pa3/IUKH B [TOBIHABAHETO
MEXK/1y MAlMEHTHUTE B CTAPYCCKA Bb3PaCT U MO-MJIAJIMTE MALMEHTH, HO HEC MOXE /1a CC M3KJIIOYH
MOBHILICHA YYBCTBUTEJIHOCT IIPH HAKOH MALIMEHTH B CTapyeCKa Bb3pacT.

bvopeuno yepeoicoane

Masnko BepoATHO € OBOPEUHOTO YBPEKAAHE Ja OKa3Ba KJIMHHYHO 3HAYUM €(PEKT BBPXY
(apMaKOKMHETHKATa Ha Ma30MaHuo, KaTo ce UMa NpeaBu/ HUCKaTa ObOpeUHa eKCKpe

Ha J103aTa IMpH NaLMEHTH C KpeaTHHUHOB KIMPBHC HaA 30 ml/min. Ilpu naumneHT
KaupbHC noa 30 ml/min ce npenopbyBa MOBUIICHO BHUMAHHUE, ThH KaTO HAMA O
Ta3M MOMNyJauHs MaLUEHTH.



Yeprnoopoono yepeoicoate

[IpenopbkuTE 32 JO3HPAHE MPH NMALUUEHTH C YEPHOAPOOHO yBpEkK/JaHE Ca OCHOBAHH Ha
(apMaKOKMHETHYHHTE MIPOYYBAHMS HA MMa30MaHKO NP MALMEHTH C pa3JIMyHa CTENEH Ha YepHOAPOOHa
nucyHkuus. (Bx. Touka 5.2). [Ipeamn 3anouBaHe u 1o BpeMe Ha JICUEHHE C 11a30MaHHO Ha BCHYKH
MalMCHTH TpAOBa Ja ce npaBAT U3CJEABAHUS HA YEpHOAPOOHAaTa PyHKUHMS, 3a J1a Ce OIpEAeiH J1anu
HUMaT YepHOaApoOHO yBpexkaaHe (Bk. Touka 4.4). [IpunokeHuero Ha na3onaHud NpH MaUMEHTH C JICKO
HJIM YMEPEHO YepHOAPOOHO yBpexKaaHe TpsOBa J1a cTaBa ¢ NOBHILICHO BHHMAHHUE U IPH BHUMATEITHO
npocljieasBaHe Ha noHocumocTTa. [IpenopsunTenHara 103a rnNpy NaHCHTH € JICKH OTKJIOHCHHUS B
CEPYMHHUTE YEPHOAPOOHH noka3areiau (aeMHUpaHH MM KaTO HOPMAJIHM CTOMHOCTH Ha OMIMpyOHHa
M MOBHMILIECHHUE Ha anaHMH-aMuHOTpaHchepasa (AJIAT) ot Bcska cTeneH, UM KaTo MOBULLICHUE Ha
ounupyouna (>35% aupekrten) a0 1,5 meTH ropHara rpannua Ha Hopmara (1 1'H), HezaBucumo ot
crorHocTTa HA AJIAT) e 800 mg nazonanud BeAHBbXK AHEBHO. [Ipy mauneHTH ¢ yMepeHo
4yepHOAPOOHO yBpexaAaHe (AchUHMpPAHO KATO MOBHIICHUE HA OMIMpYOHH >1,5 10 3 nbTH ropHara
rpaHylla Ha HopMaTa, He3aBUCHUMO OT cToHHOCTHTE HA AJIAT) ce npenopryBa HamajieHa 103a

nazonanu0® 200 mg BeaHBX AHEBHO (BXK. TOUKa 5.2).

[Tazonanu® He ce npenopbYBa MPH MALMEHTH C TEKKO YEPHOAPOOHO yBpexkaaHe (Ae(PHUHHUPAHO KATO
00111 OMMpyOMH > 3 IbTH rOopHATa rpaHMlIa HAa HOpMAaTa, He3aBUCHMO OT cTtoiHocTTa Ha AJIAT).

BixTe Touka 4.4 3a npocneasBaHe Ha yepHoApoOHaTa PyHKUMS U 3a IIPOMSAHA HA J103aTa [IpH
MALMEHTH C JICKAPCTBCHO MHAYLUPAHa XEMAaTOTOKCHYHOCT.

HayuH Ha NPUIIOKEHHUE

[Tazonanu® 3eHTHBA € 3a nepopaiHo npuioxenue. Tol TpsOBa na ce npuemMa 0e3 XpaHa, IOHE €/IMH
qac Mpeau WM JIBA Yaca cjieJl XpaHeHe (Bxk. Touka 5.2). PunMupanuTe TadbneTku TpsOBa ja ce
NpHeMar LEe/IU ¢ BOJA U J1a HE Ce YyIIAT WJIM HATPOLIaBaT (BXK. TOYKa 35.2).

4.3 IIporuBonokazaHus

CBpPBbXYYBCTBHUTEJIHOCT KbM AKTHBHOTO BELICCTBO HJIM KbM HAKOE OT ITOMOII[HUTE BELIECTBA,
H30pocHH B TOUKa 6.1.

4.4 CpoeuHaJHH NpeaynpexIeHUss H NpeaANna3HH MepKH NPH ynorpeda

YepHoapoOHu edekTn

[To BpeMe Ha MpUIOKEHHE HA Na3onaHud ca choOIIaBaHH ClIyyaH HAa YEPHOAPOOHA HEOCTATBYHOCT
(BKJIroumnTeNnHO (paranuu ciaydau). [IpunoxeHneTo Ha na3onasud Npy NaueHTH ¢ JIEKO HIIH YMEPEHO
4YepHOAPOOHO YBpEkK/aaHe TpsAOBa a cTaBa C MOBHUILIECHO BHUMAHHUE M IIPY BHUMATE/IHO IPOC/ICAsiBaHE.
[IpenoppunTEenHaTA 103a MPH MALMEHTH C JICKH OTKJIOHCHHUS B CEPYMHHUTE YEPHOAPOOHH MOKa3aTe/u
(neuHUpAHH MJIM KATO HOPMAJIHM CTOMHOCTH Ha OMnmpyOuHa u nosumenue Ha AJIAT ot Bcska
CTEINEH, WM KaTo MOBHUIIIEHHE HAa OMIMpYyOHHa 10 1,5 mbTH ropHaTa rpaHdilia Ha HOpMarta, He3aBHCHMO
ot croitHocTTa HAa AJIAT) ¢ 800 mg na3zonaHn® BeAHBXK AHEBHO. [IpH nmauueHTH ¢ ymepeHo
4epHOAPOOHO YBpEXkKIaHe ce NMpernopbyBa HamaneHa no3a nasonadud 200 mg BeaHbx SRS,
(noBHIICHHUE HA OMnUpyOuHa >1,5 10 3 IbTH ropHaTa rpaHdla Ha HOpMara, He3aBH .-/ ;
croiHocTuTe HA AJIAT) (BX. TOouka 4.2 1 5.2). [1azonanu® He ce npenopbryBa IpH r'




3HAYUTE/IHO HaMaJIeHa, BbIIPEKH Y€ € MHOI0 BapHaOHIIHA, CbC CTOMHOCTH, CYMTAHH 3a HEJOCTAThYHH
J1a OCUT'YPSAT KIIMHUYHO 3HAYUM €(EeKT.

B knuHn4YHKM npoy4BaHHus ¢ na3onaHud ca HaOOAaBaHHU MOBHUIICHH HUBA HA CEPYMHHTE
tpancamuHa3u (AJIAT, acnaprat amunotpancdepasa [ACAT]) u Onnupyoun (Bx. Touka 4.8). B no-
rojsMa 4acT oT CJIydauTe € choOuiaBaHo 3a usonupaHo nopuinaBane Ha AJIAT u ACAT, 6e3
ChITBTCTBAIIIO MOBHIIIABAHE HA ayKaJHaTa ocdaTtaza uam OmnmpyouHa. [laumenTu Ha Br3pact Hajg 60
rOJAMHU MOJXKE J1a ca ¢ noBMiueH puck 3a jeka (> 3 x I'TH) no texka (> 8 x I'T'H) crenen Ha
nosumasade Ha AJIAT. [Taunenture, Hocutenu Ha anen HLA-B*57:01 cbuio ca n3ioxeHu Ha
MOBHIICH PUCK OT noBuiaBaHe Ha AJIAT, cepp3aHo ¢ npuema Ha nazonaHu0. YepHoapoOHara
¢byHkumMs TpsAOBa Aa ce MpocieasBa MpyU BCUUKH, MOJyd4aBaly na3ornaHnd, HE3aBUCUMO OT F'€HOTHIIA U
Bb3pacTTa (BXK. TOYKa S.1).

CepyMHHUTE YEpHOAPOOHHU MoKa3ateau TpsaOBa J1a ce U3CneABaT IPE/IH 3all0UYBAHE HA JICYCHHCTO C
nasonaHuo, Ha 3-ta, 5-ta, 7-Ma 1 9-Ta ceaMHLIa, CJIEJ] KOCTO HA 3-TH U HAa 4-TH Mecell, C
NOMBIAHUTEIHH H3CJICABAHUS MPH KIMHUYHM Noka3aHus. [leppoanuHoTo UM H3caeaBaHe TpsOBa ja
MPOABJIKH U ciiea 4-TH MECELL.

Buxre Tabnmua |1 3a ykazaHus 3a npoMsHa Ha J103aTa [IpHU MaUHEHTH ¢ H3XOAHHU CTOMHOCTH Ha 00l1I1
onmmupyomun <1,5 x I'TH u ACAT u AJIAT <2 x I'TH:

Tabauua 1 TlpoMeHu HA J03aTa NPH JIEKAPCTBEHO HHAYUMPAHA XeMATOTOKCHYHOCT

CtoiHOCTH Ha yepHOoapoOHuTe | [IpomsiHa Ha go3aTa
[10Ka3aTesIn

[ToBuiaBaHe Ha Jla ce npoabIbKK JICUEHHETO ¢ 11a30MaHu0, KaTo BCAKa CEAMHULA

TpaHCAMMHA3MTE MEXAy 3 1 8 | ce nmpociiesBa YepHOApoOHaTa PyHKIIMs, JOKATO HHBATA Ha
x I'TH TpaHCaMHHa3UuTe ce BbpHAT 10 CteneH 1 M 10 U3X0AHO HUBO.

[loBuIIaBaHe Ha Jla ce npeKbCHE JICYCHUETO € na3onaHud, J10KaTO HUBATa Ha
TpaHcamuHasuTe >8 X [ 1T H TpaHCaMHHa3HuTEe ce BbpHAT 40 CteneH 1 wiM A0 U3X0JHO HHUBO.
AKO c€ MPELEHH, Y€ MMOTEHUMATHUTE 0JI3H OT [IOBTOPHO
3all0YBaHE HA JICYCHME C Ma30MaHMu0 HAABHILIABAT PHUCKA OT
XEIMaTOTOKCHYHOCT, TOraBa Ja c¢ 3aril04HC OTHOBO JICUCHHE C
na3zonaHu0 B HamaneHa no3a ot 400 mg qHEBHO M J1a ce
M3CJIE/IBAT CEPYMHHUTE YEPHOAPOOHH MOKA3aTe/IM BCAKA CEAMMLA
B IMPOABJDKCHHUC HA 8 CEAMHMLUM. AKO CJIEJ MMOBTOPHO 3al0YBaHC
Ha JICYEHHETO C Ma30naHu0, MOBUILIABAHETO HA TPAHCAMHHA3HTE
pocturie otHoBo >3 x I'TH, npuemMbT Ha na3zonaHub TpsbBa 1a
CC MPCYCTAHOBH OKOHYATECJIHO.

[loBumaBane Ha Jla ce npeycTaHOBM OKOHYATEJIHO MPHEMBT Ha Ma301aHHO.
TpaHcamuHasute >3 X [ TH [TaumenTute TpaOBa ga ce npocieasaBar, J0KaTo HUBAaTa Ha
3a€IHO C MOBMIIIABAHE HA TpaHcaMHHa3uTe ce BbpHAT A0 CterneH 1 M 10 U3X0IHO HUBO.
onnupyouna >2 x ['TH [Tazonanu®d ¢ UGT1 A1 unxuburop. JIeka, HHAMpEKTHA
(HEKOHIOTMpaHa) XUIEepOMIMpyOHHEMHSL MOXE J1a ce HaboaaBa
[MpH NaueHTH ¢be cuHapoM Ha Gilbert. [TanuenTu camo ¢ neka
MHAUPCKTHA XUNECPOHIUPYOHHEMHUSI, H3BECTEH HIIH MPENIQiaraH

noBunIaBanua Ha AJIAT.




EnHoBpemenHata ynorpeba Ha na3onaHud 1 CHMBACTaTHH yBEJIMYaBa pUCKa OT IOBHILIABAHE HA
AJIAT (Bxk. Touka 4.5) u TpsAOBa Ja C€ OCBIIECCTBABA C MOBUIIEHO BHUMAHUE U CTPUKTHO HAOJIIOICHHE.

XHUIIEPTOHUS

[Ipy KIMHUYHHK NPOYYBAHHA C 11a30M1aHKO ca HACTHIBAJIHU CHOUTHS HA XHITEPTOHHS, BKJIIKOYHUTEITHO
HOBOJHArHOCTHULIMPAHH CHMIITOMATHYHH €MH301H HA MOBHIICHO KPBBHO HAJIAraHe (XUNEPTOHUYHA
kpu3a). KppbBHOTO Handrane tpsaosa ja ¢ 1o0pe KOHTPOJIHPAHO MPEAH [1a Ce 3al0YHe IPUEM Ha
nazonaHuo. IlauneHnTuTe TpsAOBA Aa ce NPOCIEAABAT 3a XUIIEPTOHUSA CKOPO ClIe/1 3all04YBaHE Ha
JICYCHHE (HE MO-KBCHO OT €HA CEAMHIA CJIC/l 3al0YBaHe Ha Ma30MnaHu0) U Ha YECTH HHTEPBAJIH CIIE]]
TOBAQ, 3a Jla CE OCUI'YPH KOHTPOJI Ha KpbBHOTO HaJsiraHe. [loBHIIEHNTE HUBA HA KPBBHOTO HAJISITAHE
(cMcTONHO KpbBHO HaArane >150 mm Hg unu auactonno kpbBHO Hausirane =100 mm Hg) ce
MPOSBSABAT PAHO B X0/1a Ha JieueHUueTo (npu npudausurenano 40% ot cayqaure ca ce nposBuiIu o 9™
JIeH, a npu npubau3uTeaHo 90% ot ciayvyauTe ca ce nposBHIK npe3 mbpBuTe 18 ceamuum). KpbBHOTO
HaJsAraHe TpsadBa Ja ce mpocic/asaBa M Ja ¢e OBJajisgBa He3a0aBHO ¢ KOMOMHALIMSA OT
AHTHUXHMIICPTCH3HBHO JICUCHHUE M NTPOMSAHA HA J103aTa HA na3onaHuo (CIMpaHe M MOBTOPHO 3al0YBAHE C
HaMaJIeHa J03a crnopea KJIMHUYHATa NnpeucHKa) (BxK. ToukH 4.2 u 4.8). JIleueHuerto ¢ nazonanud tpsaOBa
Jla C€ MpeKpaTH, aKO UMa J0Ka3aTe/ICTBA 32 XMIEPTOHMYHA KPHU3a MJIM aKO XMITCPTOHHSATA € TEXKKa U
MEPCUCTHPA BBIIPEKH AHTHXUIICPTCH3UBHO JICYEHUE H HaMaJIsiBaHE Ha J103aTa Ha 1a3onaHuo.

Cunapom Ha nocrepuopHa ooparuma enuedanonarus (PRES)/Cunapom Ha odpaTtuma nocrepuopHa
neskoeHuedanonatus (RPLS)

PRES/RPLS e chob0maBaH BbB Bpb3ka ¢ rnazonanud. PRES/RPLS moxe aa ce nposiBu ¢ rnasodosnme,
XHUIEPTOHHUS, I'bPYOBE, JIETAPTUs, 0OBPKAHOCT, CIACMOTA U JAPYTH 3PHUTEIIHU U HEBPOJIOTHYHH
HapyLICHHs, U MOXe aa Obae ¢ atanel usxon. [launenture, passusamu PRES/RPLS, TpsOBa
3aBMHATM /1a IPEKPATAT JICUCHHUCTO C Ma30naHuo.

MuTepcTuumanuia oenogpodna donecrt (Mbb)/I1neBMOHUT

UnTepcTuumaina 6enoapodHa 00secT, KOSTO MOXKE J1a € ¢ (paTalieH M3X0/, € CboOllaBaHa BbB BPb3Ka
¢ na3omanuoO (Bx. Touka 4.8). [lauuenture TpsadBa na 6baat HabMOAaBaHU 3a OEMOAPOOHU CUMIITOMH,
HacouBall kbM MBb /mHeBMOHUT M 1eyeHneTo ¢ na3onaHud TpAOBa Ja ce NMPEKPaATH IPH IMALMCHTH,
pa3suBaiid Ubb nim nHeBMOHMT.

Copaecuna auchyHkuus/CbpacyHa HEAOCTATbYHOCT

PuckoBeTe M Mo3UTE OT JICYEHHETO € Ma3onaHud TpAOBa Ja ce NMpEeUEHAT Mpeax 3arnoyBaHe Ha
JICYCHHE MTPH NALMEHTH C NpeaLecTBala cbpacyta 1ucyHkuus. bezonacHocrra u
(papMaKOKHMHETHKATa Ha Na30MnaHud NpH MauMEeHTH C YMEpEHa /10 TEKKa Cbp/ICYHa HEJI0OCTaTBYHOCT
WJIH NPH MALMCHTH C HUBA Ha JIcBOKaMepHa gpakums Ha uitiacksadHe (LVEF) moa HopmanHuTe He ca
[IPOYYECHH.

B knuHM4YHM npoy4yBaHUA ¢ nazonaHud ca HaOaK01aBaHU ChbOUTHA Ha ChpACYHA AUCHYHKLHSA KATO
KOHIeCTHBHA Chp/IcYHa HeJaoCcTaThb4HOCT U HaMasieHa LVEF (Bx. Touka 4.8). B pannomusupano
MPOy4YBaHE, CPABHABALLIO 11a30M1aHUO U CYHUTHHHO npH OBOPEUYHOKIIETHYCH KapLMHOM (R—

(VEG108844), na yyacTHUUMTE ca nnpaBeHH u3MepBanus Ha LVEF Ha u3xoaHo HH 1P
u3mepBanus Ha LVEF. HabmonaBana e muokapana auchyuxkums npu 13% (47/3¢ h.-’

paMOTO Ha na3zonaHu6 B cpaBHeHHE ¢ 11% (42/369) ot nuiiaTta B paMOTO Ha CYHYYTEH %
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HabOmionaBaHa € KOHIreCTHBHA ChpAc€YHA HE0CTaThYHOCT 1pH 0,5% OT Julara BbB BCAKO OT paMeHarTa
Ha JieueHue. KOHrecTMBHA ChpjevHa HEAOCTATHYHOCT € JoKJ1aaBaHa rnpu 3 ot 240 nuua (1%) BbB
¢daza Il STS npoyuBanero VEG110727. Hamangasane na LVEF nipu nnua ¢ n3mepsanus cnej
3ar0YBaHe Ha JICYCHHUETO M NMpH nocneasanu uimepsanusa Ha LVEF, e yctanoseno npu 11% (15/140)
B rpyrnara Ha nasonaHu0 B cpaBHeHue ¢ 3% (1/39) B rpynara Ha nuaue6o.

Puckoeu ghakmopu

Tpunanecer ot 15 yyacTHuuM B rpynara Ha nazonanu0 B STS npoyusanero ¢a3za 111 ca umanu
e/IHOBPEMEHHO U XHUIIEPTOHHUSI, KOSATO MOXKE J1a € BJIOLIKIIA ChbpAeYHATa AUCPYHKLMS [TIPH PUCKOBH
MALMCHTH Ype3 MOBHUIIIABAHE HA CJICJI HATOBAPBAHETO HA ChpLETO. 99% oT nauuenture (243/246),
pktouyeHH B STS npoyuBanero ¢asa III, BkntouutenHo te3m 15 yyacTHUUH, ca IpUEMau
anTpauuknuH. [IpeauiecTBaiio se4eHnue ¢ aHTPALMKIMH MOXE J1a € PUCKOB (PaKTOp 3a ChbpJACYHA

NUCPYHKLMS.

Pesyimam

YeTupwm oT 15-T€ y4aCTHHULIM Ca C€ Bb3CTAHOBHUJIM HAITBJIHO (B paMKUTE Ha 5% OT M3XO/IHOTO HHUBO) H
Npu 5 ¢ UMAJIO YACTUYHO BH3CTAHOBSBAHE (B PAMKHTE HA HOPMAJIHUTE I'PaHULIM, HO >5% MoA
M3XOQHOTO HUBO). EAUH y4acTHHK HE CC € Bb3CTAHOBHII, @ 3@ OCTAHAJIUTE 5 YYACTHHLM HAIMA HAJIMYHH
JAHHH OT MpPOCIIE/IsBaHE.

Osnraoseane

CrnipaHe Ha JICYEHHEeTO ¢ NMa30onaHud W/ HaMalsiBaHE Ha J103aTa TpsAOBa J1a ce KOMOMHHPAT C
JICYCHHUE HA XUIIEPTOHHUATA (AKO UMA XUIICPTOHMA, BHKTC MPCAYIPCAUTEIIHUAA pa3ae)i 10-rope) npu
MalMeHTH ChC 3HAYUTEIHO HaMmansaBaHe Ha LVEF, cnopea KIMHUYHUTE NOKa3aHMs.

[TamenTuTe TPsAOBA Aa CE NMpOCAEAsSBAaT BHUMATEIHO 3a MPU3HALM HJIM CUMIITOMH Ha KOHIE€CTHBHA
ChpACYHA HEAOCTATHYHOCT. [IpH MauueHTH ¢ pUCK OT ChpacyHa AMCHYHKUHS C€ NPENopbhYBa

H3CJIeBaHEe Ha M3XO0/HO HMBO U nepuoanyHa oucHka Ha LVEF.

YabmkaBane Ha QT uHTepBana u rforsade de pointes

B knuHM4YHM npoy4yBaHMs ¢ rnazonaHud ca HaOMmoaaBaHu cbOUTHA Ha yabmkaBaHe Ha QT uHTEepBana u
torsade de pointes (Bx. Touka 4.8). [lazonanu® TpsOBa 1a ce npuiara ¢ NOBHIICHO BHUMAHHUE MPH
MaLMEHTH C aHaMHe3a 3a yab/kaBaHe Ha QT uHTepBana, Ipu MauUeHTH, KOUTO MpHUEMAT
AHTHAPUTMHYHHM JICKAPCTBA WJIH JIPYTH JICKApPCTBEHU NMPOAYKTH, KOUTO Morar jAa yasipkat QT
HHTEpBAJia, KAKTO M MPH MALUMUCHTH CbC CbOTBETHO IPEALIECTBAILO ChpACcYHO 3a0oisiBaHe. [Ipu
[NPUJIOKCHHUE HA Ma30MaHuO ce npernoppyBa MpocieAssBaHe Ha CJICKTPOKAPAHOrPAMHTE MIPH 3arl0YBaHe
Ha JICYCHHUCTO U MEPHOIMYHO CJIC/ TOBA, KAKTO M MOAABPKAHC HA HUBATAa Ha CJICKTPOJIMTUTE (HAMp.
KaJILMH, MAarHe3uy, KaJIMi) B FPaHULIMTE HA HOpMaATa.

ApTepuUaaHi TPOMOOTUYHH CHOUTHS

B knMHHYHM NTpOyYBaHMUA C 1a30naHMO ca HaOI0AaBaHu Cllydyad Ha MMOKapACH UH(ApPKT, MHOKap/1Ha
MCXEMHS, HCXEMHYECH MHCYJIT U TPAH3UTOPHU UCXEMHUYHHM aTakM (Bx. Touka 4.8). HabinronaBanu ca

chrOuTHS ¢ neraneH u3xon. [lazonanud TpsdBa 1a ce npuiara ¢ MNOBUILIEHO BHUMAHME MPH MALMEHTH C
MOBHUIIIEH PUCK 3a TPOMOOTHYHH CHOUTHA HJIH KOMTO UMAT aHAMHE3a 3a TPOMOOTHY
[la3onanuO He € Mpoy4YBaH MpH MAUMEHTH, KOUTO Ca UMAJIM €MH30[ B PAMKHTE H

MHAWBH1YAJIHOTO ChOTHOILLIEHHUE M0J133/PHCK 3a MaLHEHTA.



Beno3nu TpomM00eMO0IHYHN CHOMTHS

B KJIMHHMYHM [TpoyyYBaHMs C ra3onaHud ca HaOJK0JaBaHU BEHO3HU TPOMOOEMOOIUYHH CHOUTHSI,
BKJIIOUHMTECIIHO BEHO3Ha TpoM0Oo03a 1 0enoapoOdHa eMO0JHud € eTaneH U3xoa. Benpeku ue ca
HaOmoaaBaHM M B BeTe npoyuBaHus - RCC n STS, yecrorara um e Ouia no-sucoka B STS
nonyaauusaTa (5%), B cpaBHeHue ¢ RCC nonynauusra (2%).

TpomboTnyHa mukpoanrunonatusa (TMA)

TMA ¢ choOliaBaHa B KIMHHYHHUTE NMPOYYBAaHMS € Ma30nNaHUO KaTo MOHOTEpanus, B KOMOHHALIHSA C
OeBanM3yMad u B koMOHMHauuMs ¢ TonoTekaH (BxK. Touka 4.8). [Tauuenture, pazsuBain TMA, TpsaOBa
OKOHYATEJIHO JIa NPEKpaTAT JICUECHHUETO ¢ nazonanund. Cien cnupaHe Ha JIeYEHUETO € HaboJaBaHa
obpatumocT Ha edektute Ha TMA. [Tazonanu® He € noka3aH 3a KOMOMHHUPAHO IPHIIOKEHHUE C JIPYTH
CpCICTBA.

XeMOparuyHu CbOUTHS

B knuHHYHM npoy4BaHUA C na3onaHud ca cboOulaBaHu CbOUTHS, CBbP3aHU C XEMOparus (BxX.

Touka 4.8). HactenBanu ca xemoparuuuum cs0uTHs ¢ daraneH u3xol. [1azonanud He e npoy4yBaH 1pu
MalMEeHTH ¢ aHaMHe3a 32 XEMOINTH3a, MO3bYEH KPbBOU3JIMB HJIH KJIMHUYHO 3HAYUM
ractpouHTecTuHalieH (I'H) kppBOM3nKB npe3 nocneanure 6 meceua. Ilazonanuod TpsOBa na ce
npuJiara ¢ MOBHMIICHO BHUMAaHHUE MPH NALMCHTH ChC 3HAYUTEIICH PHCK OT KbPBEHE.

AHEBpPHU3MH U apTEPHATIHU JUCCKALIMH

M3non3BaHeTo Ha HHXHMOUTOPU HA NMbTA HA VEGF npu nauueHTH ChC HIIM 0€3 XUINICPTOHUA MOXKE J1a
[MOJANMOMOrHe 00pa3yBaHETO Ha AHEBPHU3MH M/HIIM apTepuaiHu aAucekauuu. [Ipeau 3arnouBaneTo Ha
JICYEHHE ¢ na3onaHud TpsadBa BHUMATEIHO Ja C€ MPEUCHHU TO3H PUCK IPH MALMEHTH C PUCKOBH
¢dakTOpH KaTO XMNEPTOHUA WJIM AaHAMHE3a 32 AaHEBPHU3MH.

["actpounrecrunanuu (I'M) nepdopauuun 1 Gucryna

B k1MHHYHM NpOyYBaHHA C NazonaHud ca HabmoaaBaHU CbOUTHUS HA raCTPOMHTECTHHAJIHA
nepdopanms uin puctyna (Bx. Touka 4.8). HactenBanu ca cbOutHs Ha nepdopauus ¢ JieTaiaeH U3X0.
[Tazonanu® TpsiOBa ga ce mpuiara ¢ MOBHILICHO BHUMAHHUE IIPH MAUHMEHTH C PUCK OT pa3BHTHE Ha
racTpOMHTECTHHAIHA nepdopaums wim puctyna.

3ﬂpﬂCTBﬂHE Ha paHH

He ca npoBexaanu opuuHamHu NpoyyBaHUs 3a eekTa Ha na3onaHud BbpPXY 3apacTBAHETO HA PaHH.
Twit KaTO HHXHOUTOPHUTE HA CHAOBHA eHao0TeNneH pacTexeH gaktop (VEGKF) morar na Biowar
MpoLeca Ha 3apacTBaHE HA PaHM, JICUCHUETO C Ma30naHuod TpsOBa 1a ce cnpe Hau-Manko 7 JHH Npeau
JIaHOBa ornepauus. PemieHneTo 3a NOBTOPHO 3al04YBaHe Ha JICYCHHE C Ma30MaHuo clie] onepanus
TpsiOBa Ja ce OCHOBABA Ha KJIMHMYHA OLICHKA 3a aJIcKBaTHOTO 3apacTBaHe Ha paHara. [IpueMbT Ha
na3onaHuo TpsOBa Ja ce NMPEYCTaHOBH IPH MALMEHTH C JIEXHCLICHLMA Ha paHaTa.

XHUIIOTHPEOUANIBM

B knuHMYHKM npoy4yBaHud ¢ nazonaHuO ca HaOMKOaaBaHU CbOUTHA HA XUIIOTHPE
4.8). [IpenopbuBa ce U3X0HO J1aDOPATOPHO M3CIICABAHE HA THPCOMAHATA (PYHK




XHITOTHPEOUAM3BbM TPAOBa Ja ce JIEKYBaT CIOpe/l CTaHJapTHaTa MEJIMLIMHCKA NMPAKTHKA MPEIH
3aro4YBaHe Ha JiedeHHe ¢ na3onannd. Bcnuku naumeHTn TpsadBa 1a ObaaT BHUMATEIHO HAOJ0JaBaHH
3a MPU3HALM U CAMIITOMHM HA THPEOMIHA AMCHYHKUHMS [IpH JieueHHue ¢ nazonanno. JlabopatopHo
pocieisiBaHe Ha THpeonaHaTta pyHkuMs TpsOBa 1a ce npoBex/aa NepHOJANYHO M J1a CE JICKYBa
CIOpe/l CTaHAApTHATA MEAMLIMHCKA ITPAKTHKA.

[Iporennypus

B knuHMYHKM npoy4BaHUs C na3onaHuo ca cbobuaBanu ciny4dad Ha rporeuHypus. [Ipenopsusa ce
M3CJIeIBAHE HA YPUHATA B HAYAJIOTO M IMEPHOAUYHO MO BPEME Ha JICUCHHUETO, U MALMCHTHUTE TPAOBa J1a
ce MpOoCJeasBaT 3a BioLIaBaHe Ha npoTeuHypuAaTa. [IpuembT Ha nazonanud TpsAOBa na ce
MPEYCTAHOBH, AKO MALMCHTHT Pa3BUe HEPPOTHUYCH CHHIPOM.

Tymop-nu3zuc cunapom (TJIC)

Bo3auksanero Ha TJIC, BkmouuTtenHo TJIC ¢ neraneH n3xon, ce cBbp3Ba ¢ ynorpedara Ha 1a3onaHud
(B. Touka 4.8). [launeHTn ¢ noBuieH puck ot Bb3HMKBaHe Ha TJIC ca te3u ¢ Obp30 HapacTBaLH
TYMOPH, TOJISIM TYMOPEH TOBap, 0b0pevHa nuchyHKuus uinn aexuaparauus. [lpeam 3anoysane Ha
JICYEHHUETO ¢ na3zonaHud TpsOBa ga ce OOMUCIAT NPEBAHTHBHH MEPKH, KaTO JICUYCHHE HA BUCOKH HHBA
Ha MMKOYHA KHCEJIMHA M HHTPpaBCHO3Ha Xuapartauud. [laumenture, H310KE€HH Ha PUCK, TPSAOBa J1a ce
[MpocJieAsABaT BHUMATEIHO M J1a CE JIEKYBAT CIOpE/l KIMHUYHUTE NOKa3aHHs.

[IHeBMOTOpAKC

B KJIMHUYHU ITPOYUYBAHUs € [Ma30MaHKO MPH HANpeIHaJl CApKOM Ha MEKMTE ThKaHHU ca HaOMroqaBaHH
ChOUTHS Ha MHEBMOTOpAKC (BXK. Touka 4.8). [TaumeHTHTE Ha IeYeHHE C Ma30naHyuo TpsOBa J1a ce
HaOJ/TI0JaBaT BHUMATEJIHO 3a MPU3HALM U CUMIITOMH Ha ITHEBMOTOPAKC.

[lenpaTpuyHa nonynauus

Toit KaTO MEXaHM3MBT HA JICHCTBHE HA Ma30MaHUO MOXKE J1a 3aCErHe TEXKKO pacTeXka M pa3BUTHETO HA
OpraHMUTE MO BPEME Ha PAaHHOTO IOCTHATAJIHO Pa3BUTHE IPH I'PU3ayH (BXK. TOYKa 5.3), ma3onaHuo He
TpsAOBa 11a ce aBa Ha NMEANMATPUYHH MALMEHTH HA Bb3PacT 10/ 2 rOJAHHH.

Uudekunu

Cpo0l111aBaHu ca cllyvyau Ha CEPHO3HU HHPEKLUH (CBC HIIK O€3 HEYTPOIECHHS ), KOUTO B HAKOH Cllydau
ca 3aBBbPILBAJIH C JICTAJICH H3XOA.

KoMOMHaLus ¢ Apyru CUCTEMHH [IPOTUBOPAKOBH TE€PAIUH

KiuHHYHHUTE NMPOYYBAHUS HA Ma30nMaHMd B KOMOMHALMA C pearua JApyryd NpOTHBOPAKOBH TEpaANuH
(BKJIIOYHTEIIHO HANIPUMED MEMETPEKCEI, JanaTHHUO KU neMOposin3ymad) ca npeKpaTeHHd B paHEH eTarl
mopajay ONnaceHMs 3a MOBHIIEHA TOKCUHYHOCT M/WJIM CMBPTHOCT, M HE € YCTAaHOBEHA O€301acHa 1
¢(eKTHBHA /1032 MPH KOMOUHALIMS HA TE3H JICUYCHUS.

bpeMeHHOCT

[[peAKNMMHUYHHUTE TTPOYYBAHUS [PH XXKUBOTHH Ca MOKA3aJIH PENpPOAYKTHBHA TOJ

5.3). Ako na3zonmaHuO0 ce nmpuiiara rno BpemMe Ha OpeMEHHOCT MJIM aKO MaLMCHTKY T'é
c('] K -'.-' . -
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BpEME Ha JICYCHHUETO C Na30naHuo0, MOTEHUHAIHUAT PUCK 3a (peTyca TpssOBa na Obae 00sACHEH Ha
nauMeHTKarta. JKeHu ¢ aeTepo/ieH noTeHuMal TpsaoBa 1a 0baaT NOChBETBAHM 1a M30srBat
3a0peMeHsIBaHe, JOKATO Ca Ha JICYECHHUE € Ma30raHuod (BX. Touka 4.0).

BiaumMoacnucTBuA

EnnoBpeMeHHOTO jieueHne ¢ MOLIHN HHXUOUTOpH HAa CYP3 A4, P-rnukonporeuna (P-gp) uin
MPOTECHHA HA PE3UCTEHTHOCT Ha pak Ha rbpaata (BCRP) Ttpsadsa na ce n3bsarea nopaau pucka ot
[MOBHIIIEHA EKCMO3UIIMS Ha nma3onanno (Bxk. Touka 4.5). Tpadsa na ce oOmucnu n3dop Ha

aJITCPHATHBHHU CHITBTCTBALIHU JICKAPCTBEHHU CpeACTBA, O€3 WIM ¢ MUHUMAJICH MOTEHLIHAJ 34
naxubupane na CYP3A4, P-gp wiu BCRP.

EnHoBpemMeHHOTO jicueHMe ¢ MHAYKTOpH Ha CYP3A4 TpsiOBa na ce n30sArea rnopajau puck oT HaMaJicHa
CKCIIO3HIINS Ha na3ornaHuo (B>K. Touka 4.5).

HabmonaBanm ca ciiydad Ha XUOEPIIIMKEMHUS [IPH €JHOBPEMEHHO JICYCHHUE C KETOKOHA30!I.

EnHOBpPEMEHHOTO NMPHIIOKEHHUE HA MAa30MaHNO CbC cyOCTpaTH Ha ypUAMHAMGPOCPHATIIIIOKYPOHHI
tpancgepasa 1Al (UGT1Al) (Hanp. mpuHOTEKaH) TpsAOBa /1a cTaBa C MOBHIIEHO BHUMAHHE, ThH KaTO
nazonanno € nHxuouTop Ha UGT1A1 (Bxk. TOuKka 4.5).

[To Bpeme Ha nedeHune ¢ nasonaHud TpsaOBa aa ce U305ArBa nMpUemMa Ha COK OT rperngpyT (BXK. TOUKa
4.5).

[ lomoniHM BeLiecTna

To3u nekapcTBeH NPOAYKT ChAbPIKA MO-Manko oT 1 mmol HaTpui (23 mg) Ha puaMHpaHa TabJIeTKa,
T.€. MOXE J1a C€ KaXe, Y€ MPAKTHYECKHN HE ChABPKa HATPHH.

4.5 B3aumoaeicTBHE ¢ IPYIH JIEKAPCTBEHU NPOAYKTH H APYIrH GOpMH HA B3aHMO/AeHCTBHE

EdekTn Ha Ipyru JICKapCcTBEHU MPOAYKTH BbPXY Ma3011aHUuO

In vitro npoy4uBaHMs 1OKa3BaT, Y€ OKCHAATUBHHUAT METAa00IM3BbM Ha 11a30M1aHUO B YOBEIIKUTE
yepHOAPOOHH MHKpPO30MH ce meauupa riaBHo oT CYP3 A4, ¢ He3naunrenno yyactue Ha CYP1A2 u
CYP2CS8. [lopaau Ta3u npuuuHa, HHXHOHTOpUTE M HHAYKTOpUTE HAa CYP3A4 MoraT na npoMEHAT
MeTaboIM3Ma Ha Ma3onaHuo.

Huxubumopu na CYP3A4, P-gp, BCRP
[Tazonann6 e cydocrpar 3a CYP3A4, P-gp u BCRP.

EnnoBpeMeHHOTO npuiioxkeHue Ha mazonaHud (400 mg BeAHBK JHEBHO) C MOILHUA HHXHOMTOP Ha
CYP3A4 u P-gp, kerokoHa3o (400 mg BeAHBK JHEBHO) 3a 5 MOCICAOBATEIHH JAHH, € JOBEJIO 10
nosumaBaHe ¢ 66% un 45% na cpeaHuTe CTOHHOCTH COTBETHO HA AUC 0-24) U Cnax Ha na3onayuo, B
CpaBHEHME C MPHJIOKEHHUE HAa na3onaHuo camocToATeaHOo (400 mg BeAHBK JAHEBHO 3477 JHi)s
CpaBHeHMs Ha papMaKOKMHETHUHMTE TMOKa3aTeM Ha ma3onaHu0 Cax (nana3oH 74 $pcs

croiHocTH 27,5 no 58,1 ng/ml) u AUC p.24) (1Hana30H HA CPEAHH CTOMHOCTH 48
cien npuiaoxeHue Ha nasonaHuo 800 mg caMOCTOATEIIHO U ClIe MPHII0KECHHE




1300 pg*h/ml), mokasear ye B npuCbCTBHETO HA MoLLeH HHXHOUTOp HAa CYP3A4 u P-gp,
HaMaJIIBaHETO Ha Jio3aTa Ha nazonaHuo Ha 400 mg BeAHBK JAHEBHO IPH MOBEYETO MALMEHTH L1IE
JAOBE/IC 10 CUCTEMHA EKCIMO3MLIMA, 110,100Ha Ha Ta3u, HAOJII01aBaHa Cle/l NPHII0KEHUE Ha Ma30I1aHuo
800 mg BeAHBK JHEBHO caMOCTOATENHO. HAKOM manueHTn obaye Morar J1a MMar [10-BMCOKAa CHCTEMHA
CKCITIO3MLIMS HA na30naHuO oT Ta3u, HabmoaaBaHa ciiej npuinoxenue Ha 800 mg nazonanuo
CAMOCTOSATECITHO.

EXHOBpEMEHHOTO NPHIIOKEHHE HA 1MAa3011aHu0 ¢ Apyru MowHH HHXuOuTopH Ha CYP3 A4 (Hamp.

MTPaKOHAa30J1, KJIApUTPOMHULUMH, aTa3aHaBUp, MHIAWHABUP, HEDA3040H, HeIPUHABHD, PUTOHABHD,
CaKBHHABHUP, TCJIMTPOMHUMH, BOPUKOHA30J1) MOXKE Ja MOBHIIM KOHLCHTpaLMATa HAa na3onaHuo. CoKkbT
oT rpeundpyt cbabpka HHXHOUTOP HA CYP3 A4 M chlI0 MOKE 1@ MOBUILH [UIa3MEHUTE
KOHLICHTPALIMH Ha Ma30naHuo.

[Ipunoxxenunero Ha 1 500 mg nanatuHuO (cyocrtpart u c¢inad nuxudburop Ha CYP3A4 u P-gp, u Molen
uHXHOUTOp Ha BCRP) ¢ 800 mg nazonanu® Boamn no npudnusurenHo 50% no 60% nosuinaBaHe Ha
cpeaHata AUC p.24) M Ciax Ha ma3onanud, B cpaBHEHHE € NpuiIokeHue camo Ha 800 mg nazonaHuoO.
Nuxubupanero Ha P-gp w/unu BCRP ot snanatuHuO, BEpOATHO AONpPHUHACS 3a MOBHUILIEHATA
CKCITIO3MLIMA HA Ma30MaHuo.

EnnoBpemeHHOTO nprilokeHue Ha nasonanud ¢ nuxuourop Ha CYP3A4, P-gp u BCRP, karo
NanaTUHMO, 111e JOBEAE A0 MOBHUIIABAHC HA IJIA3MEHHUTE KOHLICHTPALIMHU HA Ma30MaHHuo.
EAHOBPEMEHHOTO NMPUIIOKECHUE ¢ MOLLIHM HHXHOUTOPH HA P-gp mim BCRP cbhmo moxe na npoMeHH
EKCIMO3ULHATA U PA3NPECACICHUETO Ha Ma30MaHN0, BKIIFOYUTEIIHO U pa3lpeAe/IEHUETO B LICHTPAJIHATA
HepBHa cuctema (LIHC).

EIHOBpEMEHHOTO NMPUIIOKEHHUE HA na3onaHud ¢ moweH HHXHouTop Ha CYP3 A4 Tpsabsa na ce u3dsrea
(Bx. Touka 4.4). AKO HAIMa HaJIMYHA MEJAULIMHCKH MTPUEMJIMBA aJITCPHATHBA HAa MOLIEH HHXHOUTOp Ha
CYP3A4, npu eq1HOBPEMECHHO IPHIIOKEHHUE, 103aTa HA ra3onaHud TpsadOBa aa ce Hamanu Ha 400 mg
nHeBHO. B TakuBa cnydau TpsiOBa BHUMATE/IHO J1a c¢ HAO/II0aBa 3a HEXKEIaHH peaKUMH U MOXE J1a ce
OOMMCIIM JOITBJIHUTEIHO HaMaJIsiBaHE HA 103aTa, aKo ca Ha0I0JaBaHN HEKCIIAHH PEAKLHMH, Bb3MOXKHO
CBbP3aHH C JICKAPCTBOTO.

KomOunnauusaTa ¢ moutiu mHxuburopu Ha P-gp unn BCRP Ttpsabsa na ce n3dsrea, nim ce npenopbyBa
M300p HA AJITEPHATHUBCH ChITHTCTBALLL JICKAPCTBECH MPOAYKT 0€3 UM C MMHUMAJICH ITOTCHLIMAJ 34
nHxuOupane Ha P-gp unu BCRP.

Huoykmopu na CYP3A4, P-gp, BCRP
Hunykropu Ha CYP3A4, kato pudamnun, MOrar Ja MmoHMXKar IUIa3MEHUTE KOHLCHTPALMU Ha

nasonaHu0. EAHOBPEMEHHOTO NMPHJIOKECHHUE HA Ma30MaHu0 ¢ MOLIHM HHAYKTOPH Ha P-gp nin BCRP
MOJKE J1a TPOMECHH €KCMO3ULHUATA U Pa3NpeaC/ICHUETO HA 1a3011aHU0, BKJIIOUMTEIIHO U
pasnpeaencuueTo B [LIHC. [IpenopbuBa ce H300p Ha aITEpHAaTHBHO CHI'BTCTBALLIO JICYEHHE 0€3 MIIH C
MHHHMMAJICH MOTCHLHAJI 3a MHAYKUHSA HA CH3UM WJIH TPAHCIIOPTEP.

EdekTn Ha mazonaHu0 BbpXY APYTH JIEKAPCTBEHH MPOAYKTH

In vitro npoyuBaHHs ¢ YOBEUIKK YEPHOAPOOHN MHKPO30MH Ca MOKa3allH, Y€ Na3ongym,

noreHuHanHa Haykuus Ha yoBewku CYP3A4. Knuununn papmakonornunu npay
npuiioxkeHue Ha nazonaHuo 800 mg BeAHBXK JHEBHO Ca OKa3asu, 4Ye na3ornaHyp s
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3Ha4YuM e eKT BbpXy (papmMakoKMHETHKaTa Ha KoeuH (TectoB cyocTpat Ha CYP1A2), Bapdapun
(recToB cyocTpar Ha CYP2C9), unu omenpaszon (tectoB cyoctpat Ha CYP2C19) npu nauueHTH ¢
kapuuHoM. [Tazonanund e nosen 10 nopuwasaue ¢ npuoOn3uTeaHo 30% na cpeauure AUC u Cpax Ha
muaazonam (tectoB cyoctpat Ha CYP3A4) u nosuwiasane ¢ 33% 110 64% Ha OTHOLICHHUETO HA
KOHLIEHTPALIMKUTE Ha ACKCTPOMETpOdaH KbM ACKCTPOPaH B ypHUHATA CJIE/ [IEPOPATTHO IPHIIOKEHHE HA
nekcrpomerpodan (tectoB cyocrpar Ha CYP2D6). EnnoBpeMeHHOTO nipuniokeHue Ha nazonanud 800
mg BEAHBXK AHEBHO U nakiauTakcen 80 mg/m” (cyocrpat Ha CYP3A4 u CYP2C8) BeiHB)K CEAMHUYHO
¢ J0BeJIO A0 cpeaHo noBuiaBaHe ¢ 26% u 31%, cboTBeTHO HA AUC M Cpnax Ha NAKJIMTAKCE].

B13 ocHoBa Ha in vitro 1Csop 1 in vivo cTtoiHOCTHTE HaA IU1a3MeHaTa Cmax, MCTA0OJIMTUTE HA MMA30I1aHUO
GSK1268992 u GSK 1268997 morar 1a gonpuHecar 3a HETHUS HHXHOUTOPEH €(EKT Ha Mna3ornaHuo
BbpXy BCRP. B nonbiiHeHHe Ha TOBa, HE MOXe Ja ce n3kIruu HHxuoupane Ha BCRP u P-gp ot
Ma3onaHud B raCTPOMHTECCTHHAJIHUA TPAKT. EAHOBPEMEHHOTO MPUIIOKEHHUE HA NA30MIaHKO C Apyru
nepopasiiu cyocrpatu Ha BCRP u P-gp TpsabBa na craBa ¢ noBuilcHO BHUMaHHE.

In vitro, nazonann0® ¢ MHXUOUpa YOBCHIKHA TPAHCIIOPTHPALL OpraHUuYHHA aHUOHM IMOJIUIEIITH/
(OATPI1B1). He moxe aa ce M3KJI04YH, Y€ na3onaHyo e nopiuie (papMakOKMHETHKATA Ha
cybctparure Ha OATPI1BI1 (Hanp. cratuny, BuxkTe ,,EekT Ha eqHOBpeMeHHaTa ynorpeda Ha
Ma30MnaHud U CUMBACTAaTHH  MO-40J1Y).

[Tazonanu® e nHXUOMTOP HA eH3nuMa ypuauHaudocharrokypoHosua Tpancdepasa 1Al (UGT1Al)
in vitro. AKTUBHUAT MeTabonuT HAa UpuHOTEeKaH SN-38, e cyoctpat Ha OATPIB1 n UGTI1AL
EnnospemennoTo npunoxenue Ha 400 mg nazonanud BeausxK AHEBHO ¢ 250 mg/m?” netykcumad u
150 mg/m* upuHOTEKaH BOJM 10 MpuOaH3uTeHO 20% MOBHIIABAHE HA CHCTEMHATA €KCIO3ULHA Ha
SN-38. [Iazonanu0 MoKe Aa MMa MO-TOJISIMO BJIMSIHME BbPXY Aucno3numaTa Ha SN-38 npu nuua ¢
UGTI1A1*28 nonumopdu3bM B CpaBHEHHE ¢ Jinua ¢ anen ot , auB’” tun. Odaye, renorunst UGT1AL
HE BUHAIM MNpeAcKa3Ba eekta Ha nazonaHud BpXy aucno3uuusata Ha SN-38. EqHOBpEMEHHOTO
MpUIoKEHHE Ha na3onaHud cbe cydbctpatu Ha UGT1 AL Tpabsa aa craBa ¢ NOBHIIEHO BHUMAHHUE.

EdekT Ha eqHOBpeMeHHAaTa ynioTpebda Ha na3ornaHud ¥ CUMBAcTaTHH

EanoBpemeHHaTa ynorpeda Ha na3onaHu0d U CHMBACTaTHH yBEJIMYaBa CJIy4auTe Ha [OBUILIABAHE HA
AJIAT. Pe3ynrarure oT MeTa-aHaIU3, U3I10J13Ball COOPHU JaHHU OT KJIMHUYHH IIPOYYBAHHUA C
nazonaHu0, nokassart, ye¢ AJIAT>3 nbtu ['TH ce noxiaasa npu 126/895 (14%) ot nauueHTUTE, KOUTO
He ca ynoTpeOsiBaiin cTaTuHU, B cpaBHeHHE ¢ 11/41 (27%) oT nauueHTUTE, KOMTO Ca ynoTpedsBaiu
e/IHoBpeMeHHO cuMBacTaTtuH (p=0,038). AKo nainueHT, npuemalll €JHOBpEMEHHO CUMBACTaTHH,
pa3Bue nosuiasaHe Ha AJIAT, cneaBaiTe ykazaHUsATa 3a 103MPOBKA HA Ma30MaHud U npekpaTere
[[pyeMa Ha CUMBAcTaTHH (BX. Touka 4.4). B nonbiHeHune, eiHOBpeMeHHarta yrorpeda Ha nazonaHnud u
JPYIry CTaTHHH TpsAOBa J1a c€ OCHLUCCTBsABA C [TOBHILICHO BHUMAaHHUE, ThH KaTO MOHACTOALIEM HAMA
HaJIMYHU JOCTAThYHO JIaHHM, 3a /1a C€ OLICHHU BIIMAHUETO UM BbpXYy HUBaTta Ha AJIAT. He e
H3KJIKOYEHO NMa3onaHuo Ja 1nosiausae (papMaKOKHMHECTHKATA HA APYry CTaTHHM (HAMp. aTOpBacTaTHH,
¢J1yBacTaTUH, MPaBacTaTHH, POCYBACTATHH).

Edekt Ha XpaHaTa BbpXY na3onaHub

[IpunoxenueTo Ha na3onanud ¢ XxpaHa dorata WM OeHa Ha Ma3HMHU BOAHU 110 MPHO 2

HAaMMaJIKO | 4ac npeau WK 2 4yaca cjiel XpaHCHeE.

11



JlekapCTBEHHU NPOAYKTH, lIOBHIIABamM pH B ctomMaxa

ETHOBpEMEHHOTO NMPHUIIOKEHUE HA Ma30MaHu0 ¢ e30Menpa3o HamassiBa OMOHAJIMYHOCTTA Ha
nazonanuo ¢ npuOau3UTEIHO 40% (AUC M Cmax) 1 €IHOBPEMECHHOTO MPHJIOKEHHUE HA 11a30MaHMn0 C
JieKkapcTBa, KoUTOo noBuiuasat pH B ctomaxa, TpsiOBa na ce u304rea. AKo €JHOBpEMEHHATa yrorpeda
Ha MHXMOHMTOp Ha npoToHHaTa nommna (PPI) ¢ HeoOXxoanMO Mo MEIMUIMHCKH MOKa3aHHUs, C€
MpernopbyBa /103aTa Ha na3onaHu0 ja ce npuema 0e3 XxpaHa BEAHBK JIHEBHO BEYEp, €JHOBPEMEHHO C
HHXHOMTOpa Ha npotoHHata nomna (PPI). Ako enHoBpeMeHHOTO npunoxenue Ha H2-peuenropen
AHTArOHHUCT € HeOOXO0IMMO 0 MEAMUMHCKH MOKa3aHMs, na3onaHud TpsoOBa 1a ce npuema 0e3 xpaHa
nmoHe 2 yaca npeau uiam nore 10 vaca cnen no3ara Ha H2-peuentopuus antaronuct. I1azonanu®6
TpsAOBa Ja ce npuema noxHe | yac npeaun MiaM 2 yaca ciel nNpuI0KEeHHE Ha KpaTKOAEHCTBALLH
anTHauuau. [IpenopbkuTe 3a HaUMHA HA €JHOBPEMEHHO MPHIOKEHHE HA HHXHOUTOPH Ha ITPOTOHHATA
nnomra (PPIs) u H2-peuenTtopHu aHTarOHUCTH C€ OCHOBABAT HA (PU3HOJOrHYHH CHOOPAKEHHUS.

4.6 @epruauTeT, OPEMEHHOCT H KbpPMEHe

bpemenHocT/KoHTpauenuus npu MbxKe U XKEHHU

Hsma mocTaTthyHO JaHHHM 3a NMPHJIOKEHUETO Ha na3onaHud npu OpeMeHHU KeHH. [IpoyuBaHusTa nipu
KMBOTHH Ca MOKA3aJIM PENPOAYKTUBHA TOKCUYHOCT (BXK. Touka 5.3). [loTeHUHaIHUAT pUCK MPH Xopa
HE € U3BCCTCH.

[Tazonanu® He TpssOBa aAa ce npuema 1o BpeMe Ha OpEMEHHOCT, OCBEH aKO KJIMHHYHOTO ChCTOSHHE HA
KEHATa HE H3MCKBA JICUEHHE ¢ na30naHub. AKo rna3onaHud ce nmpujara 1o BpeMe Ha OpeMEHHOCT, MIIH
aKo MallMCHTKaTa 3a0peMeHee 1o BpEeME Ha JICUEHHE C 11a30MaHu0, NOTCHUHAJIHUAT PHUCK 3a IU10/1a
TpsiOBa Ja Obj1e 00SACHEH HA NMaLMEHTKATA.

JKeHuTe ¢ IeTepo/ICH 1oTeHUMas TpsA0Ba a ObaaT MOCHBETBAHH J1a M3I10JI3BaT IM0AX0As111a
KOHTpALICILMUA [10 BpEME HA JICYCHHETO U B MIPOAB/DKCHHUE Ha MMOHE 2 CEAMHLH CIIE/ ITpHEMa Ha
[ocJjIeHaTa J103a rna3onaHu0, v Ja u3osrear 3adpeMeHsBaHe 0 BpEME Ha JICYCHHUETO C I1a30MaHHO.

[lanueHTHTE OT MBXKKH 110J1 (BKJIFOYHTEIIHO TE3M C BAa3CKTOMHMS ) TPAOBA /1a U3I10/13BAT NpE3epPBaTHBH
MO0 BPEME Ha IMOJIOB aKT, JIOKAaTO MPUEMAT Ma30MnaHub, H B NPOABIDKEHHE HA MOHE 2 CCAMMIH CJIC]
NpuemMa Ha MocJjieHaTa 103a rna3onaHuo, 3a 1a ce u30erue noTeHuUraaIHa €KCro31Lus Ha
JICKApCTBEHHUS MPOAYKT Ha OpEeMEHHA NapTHHOPKA M HAa MAapTHBOPKA C PENPOAYKTHBEH IOTECHLHAJI.

KbpMeHe

be3onacHocTTa NpHu NpHIOKEHUE HA Ma30MaHuo 10 BpeME Ha KbPMEHE HE € nmpoyyeHa. He € u3BecTHo
J1aJIN Ma30naHud WM HErOBUTE METAa0OJIMTH Ce€ EKCKpEeTHpAT B KbpMaTa. HsaMa 1aHHH OT npoyuBaHHs
MPH XXHUBOTHHU 33 €KCKpELUATa HA Na30MaHMO B )KHBOTHHCKOTO MJISIKO. He Moke J1a ce M3KIIIOYH PUCK
3a KbpMmaueTo. KbpMeHeTo TpsaOBa 1a ce NpeKbCHE M0 BPEME Ha JICYCHHUE € 11a30I1aHuo.

OepTHanTeT

[IpoyuBaHus NMpH )KMBOTHH MOKA3BAT, Y€ MBKKHAT M )KEHCKHAT (PEPTHIMTET MOraT Jia C€ MOBJIMSAAT OT
neveHue ¢ nazonaHuod (Bxk. Touka 5.3).

4.7 EdekTn Bbpxy cnocodHocrra 3a iopupaHe u padora ¢ MALIHHH
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[Tazonanu® 3eHTHBA HE MMOBJIMABA WM MOBJIUABA NPEHEOPEIKMUMO CITIOCOOHOCTTA 3a IO(PHUPAHE U
paboTta ¢ MammHu. PapMaKoJIOrHYHUTE CBOMCTBA HA MMa30M1aHUO HE MpE/noaraT BpeAHO BIUSIHHUE
BBbPXY Te3M AeiiHOCTH. [Ipu onieHKa Ha cr1ocoOHOCTTA HA MALMEHTA 332 U3BBPLIBAHE HA JICHHOCTH,
KOMTO M3MCKBAT MPELCHKA, JIBUTATCIHU UM KOTHUTHBHHU CIIOCOOHOCTH, TPAOBA J1a € MMAT MPECABH L
KJIMHUYHMA CTAaTyC Ha NalMeHTa 1 npoduia Ha HeXeJlaHU peakuuu Ha na3zonanud. [lauuenture
TpsAOBa ga u30arsar wodupaHe i padbora ¢ MallIMHH, aKO CE€ YYBCTBAT 3aMasiHH, YMOPEHH HJIH
cJiadu.

4.8 HexenaHu jeKapCTBeHH PeaKIHH

Pe3toMe Ha npoduiia Ha 6€30M0acHOCT

COopHHUTE JaHHH OT OCHOBHOTO Mpoy4BaHe npu 6b0peunokneTsueH kapuuHoM (RCC) (VEG105192,
n=290), pa3zmupenoro npoyusane (VEG107769, n=71), noakpensawmoro npoyusaHe a3a Il
(VEG102616, n=225) n pan0MHU3HPAHOTO, OTKPHUTO, napajienHorpynoso ¢asa Il HemnpepuopHo
npoyuBaHe (VEG108844, n=557), ca olicHEHH B LIsUIOCTHATA OLICHKA HA O€30IMacCHOCTTA
NMOHOCHMOCTTA Ha na3zonanud (00mo n=1 149) npu y4acTHHLHK ¢ ObOPEYHOKJICTHYEH KapLIHHOM (BXK.
Touka S.1).

COOpHHUTE JaHHH OT OCHOBHOTO MpOYy4BaHe npH capkom Ha Mekute Thkanu (STS) (VEG110727,
n=369) u noakpensmoro npoyusane ¢aza Il (VEG20002, n=142) ca oueHeHy B LJIOCTHATA OLICHKA
Ha 6€30MacHOCTTa ¥ MOHOCHMMOCTTa Ha ma3onanub (obuia nonynauus 3a 6e3onacHoct n=382) npu
yqacTHMLM ¢bC STS (BX. TOuKa 5.1).

Haii-Ba)xHUTE CEPHO3HM HEXKEJIAHU peakLnK, ycraHoBeHU B npoyuBanusTa npu RCC u STS ca ounm
NPEX0JICH UICXEMHUUYCH MPHUCTbHIT, HCXEMHYCH MHCYJIT, MCXEMHS Ha MHOKapaa, MHOKapICH U MO3bYCH
uH(}apKT, chpjeyHa AMCYHKIMA, FaCTPOMHTECTHHANHA nepdopauns U pucTya, yabnkaBaHe Ha QT
uHTepBana, Torsade de Pointes un 6eoapo0OeH, racTpOMHTECTHHAJICH M MO3BYCH KPBBOM3IHB. BCHYKH
HEXKEJIAaHM peakUMM ca cbobuaBanu npu <1% ot JiekyBaHUTE NauMEHTH. /Ipyru Ba)KHH CEpHO3HH
HEXKEJIAaHH JIEKAPCTBEHHM PEaKUMHK, YCTAHOBEHH B NpoyuBaHUATa npu STS, BKIIIOYBAT BEHO3HH
TpoMO0EeMOOINYHU CHOUTHSA, JIIBOKaMEpHA JUCHYHKIUSA U ITHEBMOTOPAKC.

JleranauTe CHOMTHSA, MPHUETH KATO Bb3MOXKHO CBBbP3aHH C Ma30IMaHN0, ca BKJIKOYBAJIH
raCTPOMHTECTHHAJICH KPbBOM3IIMB, 0€510Ap00CH KPbBOM3JIMB/XEMOIITH3A, OTKJIOHCHHS B
yepHOApoOHAaTa YHKUHSA, MHTECTHHAJIHA Nepopalus U HCXEMHYEH HHCYIIT.

Haii-uecTture Hexenanu peakuuu (HadmoaBaHu npu Han-Manko 10% OT MauMeHTHUTE) OT BCAKA
creneH B npoyuBaHusTa npu RCC u STS ca BkiarouyBanu: auapus, rpoMsiHa B 1IBETa Ha KOCATAa,
XHUITONMUIMEHTALMS HA KOXaTa, eKC(}OoIMaTUBEH 0OpUB, XMUIIEPTOHHS, F'aJICHE, II1aBO00IHNE, YMOPAa,
AHOPEKCHS, MOBPBIAHE, IUCTCY3Us, CTOMATHUT, MOHM)KABAaHE HA TErI0TO, O0JIKA, MOBHIICHA aJTaHHH
aMHHOTpaHcdepas3a v MOBHUIICHA acnapTat aMHHOTpaHcepasa.

Hesxenanure nekapcTBEHH peaKlMM OT BCHYKH CTENeHH, cbobmaBany npu auuara ¢ RCC u STS nnn
[10 BpEME Ha NMOCTMAPKETHHTOBUS IMIEPHO/1, ca U30POCHH 1M0-10J1y 10 CHCTEMO-OpPraHHH KJIaCoBE, 110

4eCcTOTa M CTENEH Ha TexecT cbrilacHo MedDRA. 3a knacugukauusaTa 1o 4ectora € U3IoJ3BaHa
ciaenHaTa KOHBeHLUA: MHOro yectd (=1/10); uectu (=1/100 no <1/10); Heuectu (=>1/1 "r::_‘ N,
peaku (>1/10 000 no <1/1 000); muoro peaku (<1/10 000); c Hen3BecTHA YECTOTA (4 '

JaHHHU HE MOXKE Ja Obae HanmpaBCHa OLICHKA). ;.‘._3
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Kareropuure ca onpeaesieHu 1no abcoroTHaTa Y€CTOTa B JAaHHHUTE OT KJIIMHMYHH M3ITUTBAHMS.
OLieHEHH Cca ChILIO U MOCTMAPKETHHIOBUTE JJAHHH 3a 0€30MacHOCTTAa H MOHOCHMOCTTA OT BCHYKH
KJIMHUYHHU NTPOYYBAHMS C Ma30MaHUO M OT CIOHTAHHM ChOOLIEHHs. BBB BCsiKa rpyna 1o
CHCTEMOOPraHHH KJIACOBE, HEKEJIAHUTE PCAKLMM C €IHAKBA YECTOTA Ca NMPEACTABCHH B HU3XOSLL PE/l

10 OTHOLLICHHC HA TAXHATA CCPHO3HOCT.

CnUCBK HA HEXKCJIAHUTE PCAKLIMHU B TA0JMYCH BH

14

Tadauua 2 Hexe1aHH peakluHH, CBbP3aHH C JIEYEHHETO, CHOOLIIEHH B NPOYYBAHHATA NPH
0bOpeyHOKIEeTHYEeH KapuHHOM (n=1149) uiu mo BpeMe Ha NOCTMAPKETHHIOBHSA
nepHo/l

YecrToTa Hexe/1aHH peakuUHH Bcuuku Crenen3 | Crenen 4
CucTemMo-OpraHHu <
(BCHYKH creneHH n | n (%) n (%)
RIS CTeNneHH) (%)
Yectn Undpekuum (cbe nam 6e3 C C C
HeyTponeHus ) HEHU3BECTHA | HEU3BECTHA | HEU3BCCTHA
Nndpexuumn u 4eCTOoTa 4eCcTOoTa 4eCcToTa
nHpecTalUH HeuectH Mndekuns Ha BEeHUMTE 1 (<1%) 0 0
UndexkunoszeH nepuToHUT 1 (<1%) 0 0
Heonuazmu - Heuectn Tymopna 6onka | (<1%) 1 (<1%) 0
N100pOKAYeCTBEHH,
3JI0KA4YeCTBEeHH H
HeomnpeaejaeHH (BKJI.
KHCTH H IMOJIMIIH)
YecTH TpombouuToneHus 80 (7%) 10 (<1%) | 5 (<1%)
HeyTtponenus 79 (7%) 20 (2%) 4 (<1%)
JIeBkoneHus 63 (5%) 5 (<1%) 0
HeuvectH [Tonuuuremus 6 (0,03%) |1 0
Hapymenus Ha | Penkwm TpomboTHuHA C C C
KpbBTa M JiuMHaTA MHUKpPOAHIMOIaTHs HCHU3BECTHA | HEM3BECTHA | HEU3BECTHA
cucTemMa (BKJIIOYHTEIIHO TPOMOOTHYHA | yecToTA 4yecToTa 4YECTOTA
TPOMOOILIUTONIEHUYHA
Mmypnypa U XeMOJIMTHYECH
YpEMHUUYCH CUHAPOM) T
HapyuieHust Ha YectH XHUNOTUPECOHIUIBM 83 (7%) 1 (<1%) 0
€H/JIOKPHHHATA
cucTreMa
MHuoro Hamanen anerur® 317 (28%) | 14 (1%) 0
4YEeCTH
Hlapyenus Ha YecTn Xunogocdaremus 212%) | 7(<1%) |0
MeTa00/JIH3MA H
XpaHeHeTo Jlexuaparanms 16 (1%) q
Heuectu XunomarHe3neMus 10 (<1%) /| &




C C C C
Hen3BecTHa | TymMop-au3uc cuHjapom™ HEHU3BECTHA | HEU3BECTHA | HEM3BECTHA
4YecToTa 4YeCcToTa 4ecToTa 4yecToTa
[lcuxuuHuU YectH be3cbHue 30 (3%) 0 0
HAPYIUEHHA
MHuoro Hucrey3us® 254 (22%) | 1 (<1%) 0
4YECTH [ naBoOoONIME 122 (11%) | 11 (<1%) | O
Yectu 3aMassHOCT 55 (5%) 3 (<1%) | (<1%)
Jleraprus 30 (3%) 3 (<1%) 0
[Tapectesus 20 (2%) 2 (<1%) 0
[lepudepHa ceH3opHa 17 (1%) 0 0
HCBpPOIATHA
Heuectun XHUIoecTe3us 8 (<1%) 0 0
Tpan3uTopHa HCXEMHYHA 7 (<1%) 4 (<1%) 0
aTaka
RApyTeNY . CBHIMBOCT 3 (<1%) 1 (<1%) 0
SEpR e LlepeGpoBackynapeH 2(<1%) | 1(<1%) | 1 (<1%)
MHLUJAECHT
HcxemuyeH uHCyaT 2 (<1%) 0 | (<1%)
Penku CUHIpPOM HA MOCTEPUOPHA C C C
oOparuma CHH@CIZ?HJIOH&THH/ HEU3BECTHA | HEU3BECTHA | HCHU3BECTHA
CHHIPOM Ha 0DpaTHMa 4eCcTOoTa 4YECTOTA 4yecToTa
MOCTEPHOPHA
neBKoeHuedanonaTus
+
YectH 3aMBIJICHO 3pCHHUE 19 (2%) 1 (<1%) 0
HeuecTm OrnenBaHe Ha peTHHATAT 1 (<1%) 1 (<1%) 0
Hapyuienus Ha
oUNTe Pa3kncBaHe Ha peTuHaTat 1 (<1%) | (<1%) 0
[Ipomsna B uBeta Ha mursmre | 4 (<1%) 0 0
Heuectn bpanukapaus 6 (<1%) 0 0
MuokapaeH HHOAPKT 5 (<1%) | (<1%) 4 (<1%)
Coupaeuynm . - - 2
HapyLIeHHs ‘bpACUHA JUCPYHKLIUSA 4 (<1%) l (<1%) 0
Mcxemus Ha MHOKap/1a 3 (<1%) | (<1%) 0
MHoro XHUIMEePTOHHA 473 (41%) | 115(10%) | 1 (<1%)
4YECTH
YectH ['opeiu BBJIHH 16 (1%) 0 0
Cb10BH Beno3Ho TpoM00eMOOIMYHO 13 (1%) 6 (<1%) 7 (<1%)
HApYLICHUS cbOuTHC
3auepBsBaHe 12 (1%) 0 0
HeuecTH XHNepToOHHYHA KpHU3a 6 (<1%)

KpbBOH3/IHNB
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Penku AHEBpH3MH U apTECPHATHH k- (- @
JHCCKALIUU T HCHU3BECTHA | HEM3BECTHA | HEM3BECTHA
4YeCTOoTA 4eCTOTa 4eCcTOTA
Yect Enuncrakcuc 50 (4%) 1 (<1%) 0
Jinconums 48 (4%) 0 0
JlucnHes 42 (4%) 8 (<1%) 1 (<1%)
Pecnuparopun XeMOoInTH3a 15 (1%) 1 (<1%) 0
’ Heuyectu PuHopes 8(<1%) 0 0
IPLAHHU H
MeIHACTHHAIHR benoapodeH KpbBOM3IINB 2 (<1%) 0 0
HApYUIeHHS
[TneBMOTOpaKc 1 (<1%) 0 0
Penku UuTepcTuumanya 6enoapodbna | C C -
00JICCT/ITHEBMOHHMT T HCHU3BECTHA | HCU3BECTHA | HEH3BECTHA
4eCTOTa 4eCcToTa 4ecToTa
MHoro Jnapus 614 (53%) | 65 (6%) 2 (<1%)
4YeCTH ['agene 386 (34%) | 14 (1%) 0
[ToBpblIaHe 225 (20%) | 18 (2%) 1 (<1%)
Kopemna 0onka® 139 (12%) | 15 (1%) 0
YectH Ctomarur 96 (8%) 4 (<1%) 0
Jlucnerncus 83 (7%) 2 (<1%) 0
DnaTtyneHUHs 43 (4%) 0 0
AOJOMHWHAJIHA TUCTEH3NSA 36 (3%) 2 (<1%) 0
Ynuepaius B ycrara 28 (2%) 3 (<1%) 0
Cyxora B ycTara 27 (2%) 0 0
Heuectn [TankpeaTHT 8 (<1%) 4 (<1%) 0
PekraneH KpbBOHM3JIMB 8 (<1%) 2 (<1%) 0
XeMaToxe3us 6 (<1%) 0 0
["acTponHTECTHHAJICH 4 (<1%) 2 (<1%) 0
KpbBOM3JIUB
Menena 4 (<1%) 1 (<1%) 0
CTOMAIHG-Spenmn [IoBHILIEHA NEpHUCTAJITUKA 3(<1%) 0 0
HAPYLIEHUHA
AHaJieH KpbBOH3JIMB 2 (<1%) 0 0
[lepdopauus Ha nedenoTo 2 (<1%) 1 (<1%) 0
4EpBO
KpbBOH3IHMB OT ycTaTa 2 (<1%) 0 0
KpbBOHM31HMB OT ropHara yact | 2 (<1%) 1 (<1%) 0
Ha raCTPOMHTCCTHUHAIHUA
TPaKT
EnTepokyranHa ¢ucryia 1 (<1%) 0 0
Xemaremesa 1 (<1%) 0 0
XemopouaaneH kpbBou3nue | 1 (<1%) 0 0
[lepdopaums Ha nieyma | (<1%)
KpbBOHM3IHMB OT
XpaHOIpoBO/1a
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PerponepuroHeaneH | (<1%) 0 0
KpbBOU3JIUB
YecTH XunepounupyouH- emus 38 (3%) 2 (<1%) 1 (<1%)
AOHOpMHa YepHOAPOOHA 29 (3%) 13 (1%) 2 (<1%)
¢byHKUMA
XenaToToOKCHYHOCT 18 (2%) 11 (<1%) 2 (<1%)
XenartooOH/JIHAPHH
HADYLICHHS Heuectn Xbnrenuna 3 (<1%) I (<1%) 0
JlekapcTBEHO MHAYUHMPAHO 2 (<1%) 2 (<1%) 0
4EpPHOJAPOOHO YBpEkK/1aHE
YepHoapoOHa 1 (<1%) 0 1 (<1%)
HEIOCTATHYHOCTT
MHoro [IpomsHa B LBETA Ha KOcaTa 404 (35%) | 1 (<1%) 0
4YECTH
CuHApPOM HA NaJIMapHO- 206 (18%) | 39 (3%) 0
[UITAHTApHA EPUTPOAN3ECTE3UA
Anoneums 130 (11%) | O 0
Ob6pus 129 (11%) | 7 (<1%) 0
Yect Ko)xHa XHrmonurMeHTauus 52 (5%) 0 0
Cyxa Koxa 50 (4%) 0 0
Corpbex 29 (3%) 0 0
Epurem 25 (2%) 0 0
Ko)xHa nenurmMeHTauus 20 (2%) 0 0
Xurepxuaposa 17 (1%) 0 0
Hapyuenus Ha HeuectH Hapyumenus Ha HOKTUTE 11 (<1%) 0 0
KOXKaTa u Koxna excdonnaums 10 (<1%) 0 0
NOJAKOKHATA ThKaH Peakums Ha 7 (<1%) 0 0
(OTOUYBCTBUTEITHOCT
Epuremen oOpun 6 (<1%) 0 0
Hapywienue Ha koxkata 5 (<1%) 0 0
Makyno3eH oOpuB 4 (<1%) 0 0
Copbsi 0OpuB 3 (<1%) 0 0
Be3ukynoszeH oOpuB 3 (<1%) 0 0
[‘eHepanu3upaH cbpOEK 2 (<1%) 1 (<1%) 0
['eHepanu3upaH 0OpHUB 2 (<1%) 0 0
[Tanyno3exn oOpuB 2 (<1%) 0 0
[InaHTapeH eputeM | (<1%) 0 0
KoxeH ynkyct C C C
HCU3BECTHA | HEM3BECTHA | HCHU3BECTHA
4yecToTa 4yecToTa 4ecToTa
Hapyuienus Ha YectH Aptpanrus 48 (4%)
MYCKYJ/IHOCKe/IeTHATa Muanrus 35 (3%)
CHCTEeMa H MyCKy/IHH Cria3MH 25 (2%)
ERERMRRICHARNIN Heuectn MyckynHo-ckeneTHa 6onka | 9 (<1%)
ThbKaH
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Hapymienus Ha MHoro [Iporennypmus 135 (12%) | 32 (3%) 0
OLOpeunTe H 4YECTH
NHKOYHHTE NbTHINA | HeyecTH KpbBOH3IHB OT MHKOYHHUTE 1 (<1%) 0 0
MbTHILA
Hapyuienus Ha HeuecTH Menoparusi 3 (<1%) 0 0
BBL3NPOUIBOAMTCIH BnaranuuieH KpbBOHM3IIHB 3 (<1%) 0 0
aTa cucTeMa M
rbpaAaTa Mertpoparus 1 (<1%) 0 0
MHoro Ymopa 415 (36%) | 65 (6%) | (<1%)
4YECTH
Yectn Bb3nascHue Ha JIMTaBULIUTE 86 (7%) 5 (<1%) 0
Obwu HapyeHus u AcTtenus 82 (7%) | 20 (2%) 1 (<1%)
epeKTH HA MSICTOTO Enem® 72 (6%) 1 (<1%) 0
HA NMPUJIOKEeHH e
bonka B repaure 18 (2%) 2 (<1%) 0
Heuectn Brpucane 4 (<1%) 0 0
HapyuieHus Ha JIMraBuumre 1 (<1%) 0 0
MHuoro [loBuimaBaHe Ha ajlaHHH- 246 (21%) | 84 (7%) 14 (1%)
4ECTH aMHHOTpaHc(epa3aTa
[loBuIaBaHe Ha 211 (18%) | 51 (4%) 10 (<1%)
acraprataMMHOTpaHcdepasara
YectHn [lonmkaBaHe Ha TErJIOTO 96 (8%) 7 (<1%) 0
[ToBumasane Ha Ounupyouna | 61 (5%) 6 (<1%) 1 (<1%)
B KpBbBTa
[ToBumaBaHe Ha KpeaTHHHMHA B | 335 (5%) 3 (<1%) 0
KpBbBTa
[loBuiIaBaHe Ha UMNa3ara 51 (4%) 21 (2%) 7 (<1%)
[TonmxaBaHe Ha Opos Ha 51 (4%) 3 (<1%) 0
6enuTe KpbBHH KIETKH!
U3cnensanus [ToBumIaBaHe HA 36 (3%) 0 0
THPOUACTUMYJIMPALLHS
XOPMOH B KpPbBTa
[loBummaBaHe Ha amuJia3ara 35 (3%) 7 (<1%) 0
[loBuIaBaHe Ha 31 (3%) 9 (<1%) 4 (<1%)
raMarjyramui Tpaicdepasara
[ToBuiiaBaHe Ha KPbBHOTO 15 (1%) 2 (<1%) 0
HaJIAraHe
[ToBumiaBaHne Ha ypesTa B 12 (1%) 1 (<1%) 0
KpPBbBTa
OTKIIOHEHUS B 12 (1%) 6 (<1%) 1 (<1%)
4EPHOAPOOHUTE
(G YHKUHMOHAJIHK TECTOBE
Heuectn [loBuimaBaHe Ha | \%)

4EPHOAPOOHHUTE CH3UMH

11({1%
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[TonmxkaBane Ha KpbBHaATa| 7 (<1%) 0 | (<1%)
3axap

Y neikaBane Ha QT 7 (<1%) 2 (<1%) 0
MHTEpBaJIa Ha

eJICKTpOKapanorpamMa

[ToBuiaBaHe Ha 7 (<1%) 1 (<1%) 0
TPAHCAMHUHA3HUTE

OtkyoHeHHA B TUpeouaHuTe | 3 (<1%) 0 0
(G YHKIIMOHAITHH TECTOBE

[ToBnmasaHe Ha qHacToIHOTO | 2 (<1%) 0 0
KPbBHO HAJISATAHE

[ToBumiaBane Ha cuctogHoTo | 1(<1%) 0 0
KPbBHO HAJISITAHE

THexenana peakuus, CBbp3aHa C JICYCHHETO, ChOOIICHA 110 BpEME Ha MOCTMAapKETHHIOBHA MEPHOJL (CTIOHTAHHH
CHOOILECHHS M CEPHO3HH HEXKEIAHU PEAaKLMU OT BCHYKH KJIIMHHYHH NPOYYBaHHs € Ma301aHu0).

KoMOnHHMpaHH ca ClIEAHUTE TEPMHHM:
*Hexenanm peakliiM, CBbP3aHH C JICUCHUETO, ChOOIIIaBaHU CaMO 10 BPEME Ha MOCTMAapKECTHHIOBHSA
nepuoa. OT HAIMYHUTE JaHHU HE MOXE Aa ObJic HaNpaBCHAa OLICHKA HA YeCTOTaTa.

* Kopemna 0oJika, KOpeMHa 00/IKa B ropHaTa M KOpeMHa 00JIKa B JI0JIHATa 4YacT Ha KOpeMa

® Enem, nepudepeH e1eM, €IeM Ha OYHTE, JIOKAJIM3UPAH €IEM U €/IeM Ha JIMLIETO

¢ Jlucreysus, arey3us U XUIorey3us

d TTonmxkasaHe Ha Opost Ha OeIMTE KPbBHM KJICTKH, NOHM)KaBaHE Ha Oposi Ha HEYTPOPHIIMTE U
[MOHHMKABAHE HA OpOs HA JICBKOLIMTHTE

* [ToHM>KEH aneTUT U aHOPEKCHSA

' Cepaeuna aucyHKMs, JIeBOKaMepHa AUCYHKLHS, ChpACYHA HEAOCTAThYHOCT H PECTPUKTHBHA
KapIMOMHOIATHS

& BeHO3HO TPOMO0EeMOOIMYHO CHLONTHE, IbJI00KAa BEeHO3HAa TpomO03a, 06e101podeH eMO0an3BM U TpoMOO3a

HeyTponenusi, TpoMOOLUMTOINEHUA U CHHIPOM Ha MaJIMapHO-IUIAHTApPHA EPUTPOIH3CCTEC3HA Ca
Ha0JI0/1aBaHH MO-YECTO MPH MALUEHTH OT H3TOYHOA3HATCKH IMPOH3XO/I.

Taéauua 3: HexkeslaHH peakuny, CBbP3aHHU € JIEYEHHETO, ChbOOIIIeHH B IPOYYBAHUSTA MPH
CAPKOM HAa MeKHMTe TbKaHH (N=382) H/IK 110 BpeMe HA NOCTMAPKETHHIOBHSA MePUO]

YecroTa HexenaHu peakuuu Bcuuku Crenen3 | Crenen 4
CucreMo-opraHHu o
(BCHYKH crenenu n | n (%) n (%)
KJl1acoBe
CTENmeHH) (%)
Nudexkuun 1 Yectu Mudexkuns va BeHuure | 4 (1%) 0 0
HH(pecTAUHH
Heonnazmu- Muoro yectu | TymopHa 0osika 121 (32%) | 32 (8%) 0
A00pOKaYeCTBEHH,
3JI0KAYeCTBEeHH U
Heomnpeae/ieHH (BKJI.
KHCTH M ITOJIMIIH)
HapyuieHus Ha MHuoro yectH | JIeBKOneHus 106 (44%)
KpbBTa H JiHM(HATA TpomOoLuTONCHHUS 86 (36%)
cucrema' HeyTtponeHus 79 (33%)
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Heuectn TpomOoTHYHA 1 (<1%) 1 (<1%) 0
MHKpPOAHTHOTIaTHA
(BKJIOUMTEIJTHO
TPOMOOTHYHA
TPOMOOLIMTOIICHUYHA
nyprnypa v
XEMOJIMTUYECH
YyPEMHUYEH CHHAPOM)
HapyumeHust Ha YectH XHUIOTHPECOHANIBM 18 (5%) 0 0
eH/IOKPHHHATA
cHCTEMA
Muoro yectu | HamaneH anetur 108 (28%) | 12 (3%) 0
Xunoanbymunemus' 81 (34%) 2 (<1%) 0
HapyuieHus Ha Yectn Jlexunparauus 4 (1%) 2 (1%) 0
MeTad0/Iu3Ma HeuectH XHUIIOMarHe3neMus | (<1%) 0 0
XPAHEHETO C Tymop-nu3uc C C C
HCHU3BECTHA | CHHAPOM™ HEM3BECTHA | HEU3BECTHA | HEHU3BECTHA
4YeCcTOTa 4eCTOTa yecToTa 4eCTOTa
IMcuxuyHHU Yectn be3cvHme 5 (1%) 1 (<1%) 0
HapylleHHUs
Mmuoro yectH | Jlucreysus 79 (21%) 0 0
[ naBobonue 54 (14%) 2 (<1%) 0
YectH [lepudepna cenzopna | 30 (8%) | (<1%) 0
Hapyumenus Ha HCBPOIlaTHA
HepBHATA CHCTEMA 3amasHOCT 15 (4%) 0 0
Heuectn CBHJIMBOCT 3 (<1%) 0 0
[Tapectesus | (<1%) 0 0
Mo3bueH HHDAPKT 1 (<1%) 0  (<1%)
Hapymenus Ha YectH 3aMBIJICHO 3pEHHE 15(4%) 0 0
OYHTe
YectH CbpaeuHa 21 (5%) 3 (<1%) | (<1%)
aUchHyHKUHA®
ChbpaeyHu JleBokamepHa 13 (3%) 3 (<1%) 0
HAPYLUEHHHA AUCHYHKLIMUSA
bpanukapaus 4 (1%) 0 0
HeuecTn MuokapaeH HHDapKT 1 (<1%) 0 0
MHoro yectH | XUIICPTOHHSA 152 (40%) | 26 (7%) 0
YecTH BeHo3Ho 13 (3%) 4 (1%) 5 (1%)
TPOMOOEMOOJIMYHO
chouTHE!
Cua0BH ["opemu BbIHH 12 (3%) 0 0
e 3ayepBsBaHe 4 (1%) 0 0
HeuectH KpbBOH3/IHB 2 (<1%) | (<1%) 0
Penkun AHEBpH3IMH H C C C
ApPTCPHAITHH JIMCCKAUMH | HEU3BECTHA | HEM3BECTHA | HEM3BECTHA
4yecToTa YECTOTI——+-HECTOTA
PeciHpaTOpHH, Yectn Enucrakcuc 22 (6%) 0 mm
IPBAHU H Jlnconus 20 (5%) Mm
MeAHACTHHAJIHH JlucniHes 14 (4%) [HM ﬂmm\
HapylLUIeHUs Kamnuoa 12 (3%) *“ s 3 | 5
L ; 1.: “'"r__,-’
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[THeBMOTOpAKC 7 (2%) 2 (<1%) | (<1%)
XbJILaHE 4 (1%) 0 0
benoapodeH 4 (1%) 1 (<1%) 0
KpBbBOU3JINB
Heuectu OpodapuHreanHa 3 (<1%) 0 0
OoJIKa
bpouxuanex 2 (<1%) 0 0
KPbBOU3JINB
Punopes I (<1%) 0 0
XeMorTH3a 1 (<1%) 0 0
Penku MuTepcTuumnanua C C C
oenoapodbHa HEHM3BECTHA | HEU3BECTHA | HEM3BECTHA
001eCT/THEBMOHHUTT YyecToTa 4eCcTOoTa yecToTa
MHuoro yectu | Inapus 174 (46%) | 17 (4%) 0
["ageHe 167 (44%) | 8 (2%) 0
[loBpb1aHe 96 (25%) 7 (2%) 0
Kopemnua 6onka® 55 (14%) 4 (1%) 0
CromaTuT 41 (11%) 1 (<1%) 0
Yectn AOnoMHUHaJIHA 16 (4%) 2 (1%) 0
JIUCTEH3HUSA
CyxoTta B ycrara 14 (4%) 0 0
Jlncniencus 12 (3%) 0 0
KpbBOHM3/MB B ycTara 5(1%) 0 0
dnaryacHUHA 5 (1%) 0 0
AHaJICH KPbBOM3JIUB 4 (1%) 0 0
Heuectn ["acTpouHTECTHHAJIEH 2 (<1%) 0 0
CroMalIHO-YpeBHH et
HapyIIeHHs Pexranen kppBou3nuB | 2 (<1%) 0 0
ExnTepokyTaHHa 1 (<1%) 1 (<1%) 0
¢ucryna
CromatueH KpbBou3auB | 1 (<1%) 0 0
MeseHa 2 (<1%) 0 0
KpbBOHM3JIMB OT 1 (<1%) 0 1 (<1%)
XpaHOIIpOBO/Aa
[lepuTOHHUT 1 (<1%) 0 0
PerponepuroHeancH 1 (<1%) 0 0
KPbBOH3JIUB
KpbBOH3JINB OT 1 (<1%) 1 (<1%) 0
ropHaTta 4acT Ha
raCTPOMHTECTHHAJIHHUS
TPAKT
[lepdopaums vHa mneym | 1 (<1%) 0 1 (<1%)
HeuecTn AOHOpMHA 2 (<1%) 0 1 (<1%)
XenaTooOM/JIHAPHHU SCpRaRpoSiE (ywap:
@ YepHoapobdHa C e C
HApYUIEeHUSA i .
HCHU3BECTHA | HEJOCTAThYHOCT HEH3BECTHA | HEH3BLRTHATREM3BECTHA
yecToTa 4ecToTa ¢ :
MHoro [IpomsiHa Ha uBeta Ha | 93 (24%) \
4YECTH Kocarta A
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Hapyuwienusi Ha XunonurmeHtauus Ha | 80 (21%) 0 0
KOKAaTa U KO)KaTa
NOJAKOKHATA TbKaH ExcdonuaTnBen oopus | 52 (14%) 2 (<1%) 0
Yectn Anoneuus 30 (8%) 0 0
HapyuieHnue Ha 26 (7%) 4 (1%) 0
KO>KaTa*
Cyxa Koxa 21 (5%) 0 0
XHIepXuapos3a 18 (5%) 0 0
HapyuieHue Ha 13 (3%) 0 0
HOKTHTE
Copbex 11 (3%) 0 0
Eputem 4 (1%) 0 0
Heuectn KoxeH ynkyc 3 (<1%) 1 (<1%) 0
O0puB 1 (<1%) 0 0
[lanyno3eH oOpuB 1 (<1%) 0 0
Peakums Ha 1 (<1%) 0 0
(OTOYYBCTBHUTEIHOCT
CunaapoMm Ha 2 (<1%) 0 0
[majiMapHoO-IJIAHTaApHa
EPUTPOAU3ECTE3US
Hapywienust Ha YectH MyCKyJIHO-CKEJIETHA 35 (9%) 2 (<1%) 0
MYCKYJ/JIHOCKeJIeTHATAa 0o0JiKa
cCHCTEeMA H Muanrus 28 (7%) 2 (<1%) 0
ChbeIHHHTe/IHATA MycCKynHM cria3MH 8 (2%) 0 0
ThKaH HeuecTu ApTpairus 2 (<1%) 0 0
Hapywienus Ha HeuectH [Iporennypus 2 (<1%) 0 0
ObOpeunTe H
NHKOYHHTE MbTHINA
Hapymienus Ha Heuectn BnaranumicH 3 (<1%) 0 0
BbL3NPOU3BOAUTEH KPbBOH3JIUB
aTa CHCTeMa H MeHoparus 1 (<1%) 0 0
rbp/aarTa
MHoro uect | YMopa 178 (47%) | 34 (9%) 1 (<1%)
YectH Enem® 18 (5%) 1 (<1%) 0
O01M HApYLUEHHS U bonka B repauTe 12 (3%) 4 (1%) 0
epeKTH HA MACTOTO Brpucane 10 (3%) 0 0
HAa NPHJI0KEHHE Heuectn Bw3nanenue Ha 1 (<1%) 0 0
JIMraByuLHTE"
AcTeHus 1 (<1%) 0 0
Muoro yectu | I lonnkaBaHe Ha 86 (23%) 5 (1%) 0
TErJI0TO
YectH OTKJIOHECHHUSA [TPH 29 (8%) 4 (1%) 0
M3CJIe/IBAHUA Ha
UscaenBanus” YIUIMTE, HOCA H
I'bPJIOTO"
[loBumaBaHe Ha 8 (2%)
aJlaHUH
aMMHOTpaHcdepaszara
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OtknoneHus B HuBara | 6 (2%) 0 0
Ha X0JIECTEpoJia

[ToBummaBaHe Ha 5(1%) 2 (<1%) 2 (<1%)
acriaprar
aMHHOTpaHcdepazarta

[loBuiaBaHe Ha 4 (1%) 0 3 (<1%)
raMarjlyTamMui
TpaHc(epasara

Heuectn [IoBuIIaBaHe Ha 2 (<1%) 0 0
OnnupyOHHa B KpbBTa

Acnaprar 2 (<1%) 0 2 (<1%)
aMHHOTpaHcdepasa

AJlaHUH 1 (<1%) 0 1 (<1%)
aMUHOTpaHcdepasa

[TonmxkxaBane Ha Opost | | (<1%) 0 1 (<1%)
Ha TPOMOOLIMTHTE

Yawmxkaane Ha QT 2 (<1%) 1 (<1%) 0
MHTEpBAaJIa Ha
CJICKTpOKapAnorpama

THEH{EHHHH PCaKlnsdA, CBbP3dHd C JICHCHHCTO, C'hDﬁIIIEHEl 10 BPCMC Hd INOCTMAPKCTHHI'OBHA TICPDHO

(CIIOHTAHHHU ChOOIIEHHUSA U CEPHO3HH HEXEJIAHU PEAKLIMM OT BCHYKH KJIMHUYHM MMPOYYBAHUSA C MA30MaHUD).
*Hexenanu peakuuu, CBbp3aHM C JICYCHUETO, ChOOILIIaBaHU CaMO 110 BpEMe Ha IMOCTMAPKECTHHI OBHUS
nepuod. OT HATMYHHUTE JAHHHU HE MOXeE J1a Ob/Ic HAllpaBEHa OLCHKA HA YeCTOoTaTa.

KoMOuHupaHH ca ClieAHUTE TEPMHHH:

* KopemHa 0oska, kopeMHa 00/1ka B ropHaTa 4acT Ha KOpeMa M raCTpOMHTECTHHAJIHA 0oJKa

® Enem, nepudepeH e1eM  e1eM Ha KJIernadyuTe

‘ [lo-rosnsima 4yacT OT T€3M cllyyau ca OMJIM CUH/IPOM Ha IMaJIMApHO-IUIAaHTApHA CPUTPOIN3ECTE3HS
4 BeHO3HHM TPOMOOEMOOJIMYHH CHONUTHA — BKJIFOYBA TEPMHUHHUTE BEHO3HA TPoMO03a, 6e101pooeH

eMO0JIM3BbM M TpoMOO3a
ITo-ronsgMara 4acTt OT TE€3H CJIy4Yau OMUCBAT MYKO3UT

"Yecrorara ce ocHoBaBa Ha TabnuuM ¢ labopatopuu croitHoct ot VEG110727 (N=240). Te ca
NOKJIAJABAHU KATO HEXKEJIAHW PEAKLHH OT U3CJICI0BATCIIMTE M0-PAJIKO C CPABHEHHE C YCTAHOBEHOTO B
TabnuumTe ¢ 1abopaTopHU CTONHOCTH.

¢ Cu0OuTHS HA chpeYHA AMCHYHKUHS — BKIIOYBAT JICBOKAMEpPHA AUCHYHKLMSA, ChbPACYHA HEAOCTAThYHOCT
U PECTPUKTHBHA KapAHOMHONATHS

"YecToTaTa c€ OCHOBAaBa Ha HEXKEJIAHUTE PEAKLMH, JOKJIaIBaHH OT H3cieaoBatenure. JlabopatopHu
OTKJIOHCHMS Ca JIOKJIaJBaHH KATO HEXKEJIAHU PEAKLMH MO-PAAKO OT MU3CJICI0BATCIMTE B CPABHCHHE C
YCTAaHOBCHOTO B TaOJIHULMTE C JIADOPATOPHU CTOMHOCTH.

HeytponecHusi, TpoMOOLUMTONCHUS U CHHAPOM Ha NaJIMapHO-IUIAHTAPHA EPUTPOAU3ECTE3MS Ca
Ha0JII0JaBaHM 10-YE€CTO MPHU MAUMEHTH OT U3TOUYHOA3UATCKH IPOU3XO.

HEHHHTPH‘IHH [OITYJIdLIHA

[IpodrrbT Ha O€30NMaCHOCT NPH NEAHATPUYHH MALUEHTH € 110100CH Ha TO3H, ONHCAH 3a Ma30MaHuo
MPH Bb3PACTHH 3a 0JI00pPEHHUTE HHAMKALMHK Bb3 OCHOBA HA JaHHHUTE OT 44 neanaTpuy
npoyuBaHe ¢aza | ADVLO81S5, u 57 neanatpuysu nauMeHTH B npoy4sBaHe (asa 11
TOYKa S5.1).
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Cpo0O11aBaHE HA 10I03UPAHHU HEKEIAHH PEAKLIUH

Cp0oOI11aBaHETO HA MOJA03HPAHHN HEXKCJIAHU PCAKLIMH CJIC pa3pellIaBaHe 3a yrnoTpeda Ha JICKapCTBCHHUS
MPOJAYKT € Ba)KHO. ToBa 1no3BoJisiBa 1a NPOABJIKH HA0JIKOACHHUETO HA ChOTHOLLICHUETO 110J1338/PHCK 3a
JICKaApCTBEHUS NMPOAYKT. OT MEAMLIMHCKHUTE CIIELIMAJIUCTH CE€ M3HCKBA Jla ChOOLIAaBaT BCAKA
MoJ03MpaHa HEXKelaHa peakiUs Ype3 HallHOHAJIHA CHCTEMA 3a ChoOIIaBaHe, MOCOYCHA B
M3nbauuTenHa areHuMs no nekapcrsara yi. ,,Jlamsan ['pyeB” Ne 8 | 1303 Codus, Ten.: +35

928903417, yeocait: www.bda.bg.

4.9 [Ipexo3upane
[Tazonanu0® B 1031 10 2 000 mg e oleHEH B KIIMHUYHHU NTpoyuBaHus. Y Mopa CreneH 3 (a0303aBUCHUMa
TOKCHYHOCT) U XxuneptoHusa Crenel 3 ca HaOmoaaBaHu npu | oT 3 mauMEeHTH, KOUTO Ca NMPHEMaH

1034, cbOoTBETHO 2 000 mg u 1 000 mg aHeBHO.

HaMma crieuu@uyeH aHTHAO0T IPH NPeA03UpaHe € Ma30naHu0 M JICYCHUETO HA MPEA03UpaHEeTo TpsAOBa
J1a C€ CbCTOHU OT OOLIM MOAABPKALLH MCPKH.

S. ®APMAKOJIOTHYHU CBOVCTBA

5.1 ®apmakoAHHAMHYHHU CBOHCTBA

(dapmakoTepaneBTHYHA rpyrna: AHTHHCOIUIACTUHYHU CPEACTBA, IPOTCHHKUHA3HH HHXUOUTOPH, IPYyTH
nporeMHKHHAa3HU HHXUOuTOpH, ATC koa: LO1EXO03

MexaHHU3bM HaA JICHCTBUE

[lazonanu0 € nepopaneH, MOLIEH, MYJTHTAPreTeH THpO3UHKUHA3eH HHXuouTop (TK1) Ha
peuentopul, -2 u -3 Ha cbaoBuA eHaoTeneH pactexeH paktop (VEGFR), TpoMOOUMTHUTE paCcTEKHH
¢akTopu (PDGFR) -a u —, u peuenrtopa Ha aktopa Ha cTBosioBuTe KJIETKH (¢-KIT), ¢be cToiHOCTH
Ha ICso, cboTBeTHO 10, 30,47, 71, 84 1 74 nM. B npeaAKIMHUYHH €KCIICPUMEHTH, Ma30MaHU0 €
MHXUOMpaJ1 Mo 10303aBUCHM HAYMH JIMMAaHA-UHAYyUMpaHoTo aBTodochopunupane Ha VEGFR-2, c-Kit
n PDGFR- B peuenropure B kinetkure. /n vivo nazonanud nuxudbupa VEGF-uuayunpanoro VEGFR-

2 dpochopunupane B 6esm ApoOOBE HA MULIKH, AHTHOT€HE3aTa MPH Pa3JIUYHH XHUBOTHHCKH MOJICITH,
KAKTO M pacTexka Ha MHOXECTBO YOBELIKM TYMOPHHU KCCHOTPAHCIJIAHTATH MPH MHUILLKH.

dapMaKOr¢HOMHKA

BbB (papMakoOreHeTHYCH METa-aHaJIM3 Ha JIaHHHU OT 3| KJIMHUYHM NPOYYBAHMS Ha I1a30MaHHuO,
[PUJIOKEH HIIM KATO MOHOTEpPAIUs WK B KOMOUHALIMS C APYT'H CpeACTBa, nosHuaBaHe Ha AJIAT >5
X I'TH (NCI CTC Crenen 3) sp3auksa rpu 19% ot Hocurenure Ha HLA-B*57:01 v ipu 10% ot
He-HocuTenauTe. B Ta3u 0a3a nannm 133/2 235 (6%) ot mauueHTHTE ca HOCHTENH Ha anen HLA-
B*57:01 (Bxk. Touka 4.4).

KJIMHUYHHU [IPOYYBaHHSA

bvopeunoxiemvuen kapyurnom (RCC)

be3zonacHocTTa M epukacHocTTa Ha nazonannd npu RCC ca onleHeHH B paHIOMH3
ABOMHOCIIAINO, M1auedo KOHTPOJIMPAHO, MHOTOLCHTPOBO TNpoyuBaHe. [TauueHTH (
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HanpeaHan u/unn meractatndeH RCC ca panaomusnpanm 1a nojay4dasar nazonaHnd 800 mg BEAHBXK
AHEBHO MM Mu1ane60. OCHOBHATA 11€J1 HA MIPOYYBAHETO € OMIa J1a C€ OLICHAT M CPABHAT ABETE IPYITH
Ha JIeYeHHeE 3a npexussiemoct 0¢3 nporpecus (PFS), a ocHoBHaTa BTOpHYHa KpaiiHa TO4YKa € obiara
npexuBsemMocT (OS). JIpyrure uenu ca OUnM ga ce OUEHAT HUBOTO Ha 001aTa CTEICH Ha MOBJIMSABAHEC
M POABJDKHTEIHOCTTA HA MOBJIHABAHETO.

Ot 061110 435 mauMeHTH B TOBA Npoy4BaHe, 233 naumeHTH ca Onnn 0e3 npeauecTanlo JeUeHue, a
202 nauMeHTH ca OMJIM Ha BTOPA JIMHUS, KaTO ca MOJYyYHIH €IHO Mpe/IlecTBaIlo JICueHHE Ha 0a3arta
Ha IL-2 ninn INF-a. ®@ynkunonannoro cbetosinue (ECOG) e Omno cxoaHo Mexay rpynure Ha
na3onanud u mauedo (ECOG 0: 42% cnpsamo 41%, ECOG 1: 58% cnpsimo 59%). I1o-ronsamara yact
OT MalMEHTUTE ca UMaiu win onaronpusatHu (39%), nnum cpeanu (54%) NpOorHOCTHYHHM (PAKTOPH 10
MSKCC (Memorial Sloan Kettering Cancer Centre)/Motzer. Bcuuku naiueHTH ca Ouim cbe
CBETJIOKJIETBhYEH XUCTOJIOTMYECH THI UM NIPEAMMHO CBETJIOKJIETBYECH XHUCTOJIOITHYEH THIL.
[IpnOGAM3UTEIHO MOJIOBUHATA OT BCHYKH NALIMEHTH ca OMJIM € 3 WIM 1OBEYE 3aCErHaTH OT
3a00/15BaHETO OpraHa M npH MOBEYETO NAIlMEHTH € UMaJIo MeTacTa3u B oenure apodose (74%) n/unm
nmumdHuTE BB3H (54%) HAa H3X0AHO HUBO.

CX0/JIeH NPOLEHT OT MallHEHTUTE BbB BCsKa rpyna ca oOunu 0e3 npeamecTsailo JICUCHHUE U C
[pe/IecTBallo JieueHue ¢ UUTOKHHM (53% u 47% B rpynara Ha na3zonanu0, 54% u 46% B rpymnara Ha
rane6o). B rpynara ¢ npeauiecTBalilo JIeUCHHE C LIMTOKHHH, IMOBEYETO nauneHTH (75%) ca nony4uiim
Tepanus Ha 0a3aTa Ha HHTEPHEPOH.

CXO0/1eH MPOLECHT OT NAlMEHTHTE BbB BCsKA rpyna ca Ouiu ¢ npeauecTaaila He)peKTomMus
(cboTBeTHO 89% M 88% B rpynara Ha na3onaHd0 ¥ B rpyrnara Ha 1n1auedo) W/ vy npeauecTBalo
mpyenedeHue (cprorBeTHO 22% 1 15% B rpynaTta Ha na3onaHd0 u B rpynara Ha raueo).

[TepBHYHHAT aHAJIN3 HA MbpPBUYHATA KpaitHa Touka PFS ce ocHoBaBa Ha o1leHKa Ha 3a00/11BaHETO Ype3
HE3aBHUCHM IIperjie/] Ha peHTreHorpadunTe Ha UsIaTa MnomyJianus Ha Npoy4YBaHeTo (0e3

npeamecTBamo JCIYCHHUC H C NIPCALICCTBALIO JICHCHHC C HHTOKHHH).

Taboiauna 4 OO60mu pezyaratu 3a epukacuoct npu RCC no nezaBucuma ouenka (VEG105192)

Kpaitnu Touku/llonynauus Ha P cronHOCT
MPOYYBAHETO [Tazonanu® [L1auebo HR (95% CI) (€AHOCTPAHHO)
PES
O6ma* ITT N=290 N=145

Meanana (Mecelm) 9.2 4.2 0,46 (0,34; 0,62) | <0,0000001
CteneH Ha MOBJIMSIBAHE N=290 N=145

% (95%Cl) 30 (25,1; 35,6) 3(0,5;6,4) — <0,001
HR = Koepuuuent Ha puck; ITT = “Intent to treat”; PFS = [Ipexussemoct 6e3 nporpecus. *-Ilonynauuu 6e3
MpeALISCTBALLO JICYCHHE M C MPEALICCTBALLO JCYEHHE C LUHTOKHHH.

@durypa 1 Kpusa na Kaplan-Meier 3a npe:xkuBsieMocT 0€3 nporpecusi cnopej He3aBHCHMA
OlleHKa 3a o0mara nonyJauus (monyJauuH 0e3 npealIecTBallo JieyeHHe H ¢
npeaumecTBaio jedyeHne ¢ unTokuaun) (VEG105192)
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Kpusa nHa Kaplan-Meier 3a npexxuBsieMocT 0e3 nporpecus crnopea He3aBUCHMA
OLleHKA 32 nonyJjauusaTa 0e3 npeamecrsawo Jevyenue (VEG105192)

(N=155) Meauana 11,1 meceua; [nauedo ----

--- (N=78) Meauana 2,8 meceua; Koepuuuent na puck =0,40; 95% CI (0,27; 0,60), P<0,0000001

Purypa 3 Kpua na Kaplan-Meier 3a npexussieMocTt 0€3 nporpecus crope/i HezaBucuMma
OLICHKA 34 IOoIyJIaluATa ¢ nmpeawecTBaino Jeyenue ¢ HMHTOKHHH (VEG105192)
101 + : .
;‘1\ —+— Pazopanib (N = 135)
. .l. Median 7.4 months
Q _ . _
X U5 | T —-<4--- Placebo (N = 67)
'5 - ! Median 4.2 months
& 06- _"l = Hazard Ratio = 0.54
3 y SE—— . 5% C1(0.35, 0.84)
- + ey T P<0.001
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X oc; meceuH, y oc; IIpouent 6e3 nporpecus, [1azonanud (N=135) Menuana 7,4 meceua;
[Inauebo ------- (N=67) Meauana 4,2 mecena; Koedpuumnent na puck = 0,54; 95% CI (0,35; 0,84),
P<0.001

[Ip1 maumueHTHUTE, KOMTO Ca CE MOBJHUAIM OT JICYCHHETO, MEIMAHATa Ha BPEMETO JI0 NOBJIMSABAHE €
omna 11,9 ceamuim, a MeaMaHaTa Ha NPOAB/DKUTEIHOCTTA HA MOBIMABaHE € Ouna 58,7 ceamuuu
criopea HezaBucuMmarta olecHka (VEG105192).

JlanHuTE 3a MeMaHaTa Ha obuiara npexuBacMocT (OS) B KpalHHA aHAJIM3 HA NPEKHUBIACMOCTTA,
OMnpeJe/icH B MPOToKoJa, ca ounu 22,9 meceua u 20,5 meceua [HR=0,91 (95% CI: 0,71; 1,16;
p=0,224)] 3a nauMeHTUTE, PAHAOMN3MUPAHU CHOTBETHO B PaMOTO € Ma30naHuod M pamoTo ¢ 1anedo.
Bb3MOXKHH ca OTKJIIOHCHHS B pe3yaTaTuTe 3a odara npexussieMocT (OS), o kato 54% ot
MalUEeHTHUTE B paMOTO € Iu1aledo ca npueMau Chbilo M Ma3onaHud B NMPOIbIDKEHUETO HA TOBA
[MpOy4YBaHE CJie/] Iporpecus Ha 3adonsaBaHeTo. lllecTaeceT u miecT nMpoLeHTa OT MAalMCHTHTE,
npuemasy niauebo, ca moydusu Je4eHue ciiel npoyusaHeTo B cpaBHeHHE ¢ 30% oT mauuMeHTHTe,
MpUeMasiy rna3ornaHmo.

He ca HabGmonaBaHy CTATUCTUYECKH 3HAYMMHM PA3JIMKH MEX/1y IPYIHTE Ha JICUYEHHUE 110 OTHOLLCHHUE Ha
rinobaaHoTo KayecTBo Ha *kHuBOT (Global Quality of Life), oueneno no EORTC QLQ-C30 u EuroQoL
EQ-5D.

B npoyuBane ¢asza Il npu 225 nauMeHTH ¢ JIOKAJIHO PEUMANBHPAT MM METACTATHYCH CBCTJIOKJICTHYCH
OBOpPEYHOKIETHYEH KAPLUMHOM, OOEKTHBHATA CTENCH Ha NoBAUsABaHe ¢ Onna 35%, a MmeanaHara Ha
MPOABJDKUTEIIHOCT HAa MOBJIMSABAHETO € Omna 68 ceaMuLM cnopel He3aBUcUMara oueHka. Meinanara
Ha PFS e ouna 11,9 meceua.

be3onacHocTTa, edUKACHOCTTA U KAYECTBOTO HA KUBOT MPH IMa3onaHud cripaMo CYHUTHHHO, ca

OLICHEHH B €IHO PAHAOMM3UPAHO, OTKPHTO, mapajeaHorpynoso ¢asa Il nemnpepuopHo npoyusane
(VEG108844).

B npoyuBanero VEG 108844, naunentn (N=1 110) ¢ nokanno nanpeanan u/vwnm meracratndeH RCC,
KOMTO IIpEeIy TOBA He ca OMJIM Ha CHCTEMHA Tepanusi, ca paHAOMH3HPAHH J1a MPHEMAT WM Na30MaHuo
800 mg BeHBK JHEBHO 0€3 NpeKbCcBaHe, MM CYHUTHHMO 50 mg BEAHBXK JHEBHO B 0-CEIMHMYHH
LHMKJIM C 4 CeMUIM Ha JICYEHUE, MOCJIEABAHHU OT 2 cCAMMUUM O3 JICUCHHUE.

OcHOBHaTA 1I€J1 Ha TOBA MMPOYYBAHE € J1a CE OLICHH M CpaBHH npexuBieMoctTa 0e3 nporpecus (PES)
MpH MAalMEHTHTE HA JICYCHHUE C Ma30MaHu0 B CPaBHCHHUE C MALIMCHTUTE Ha JIEYEHUE ChC CYHHUTHHHO.
JlemorpadckuTe XapakTEPUCTHUKH ca OMIM CXOHU MEX/Y paMeHaTa Ha JICUCHHUE. XapaKTEPUCTHKHTE
Ha 3a00JIIBaHETO MPH ITbPBOHAYAJIHATA JHArHO3a M MPH CKPHHHMHIA ca ODaJlaHCHPaHHU MEXy paMeHaTa
Ha JICYCHHE, KATO MOBEYETO MALMEHTH ca OMIIM ChC 3a00J19BaHE OT CBETJIOKJICTHhYEH XUCTOIOTHYEH
THI U cTeneH 1V,

VEG108844 noctura mppBUuYHaTa cH KpaiiHa Touka PFS u nokassa, ye nazonanu0 € ¢ HE N0-MaJika
e(MKaCHOCT OT CYHMTHHHUO, Thi KaTO ropHata rpanuua Ha 95% CI 3a koe(HuUMEHTa Ha PHUCK € M0-
HHCKa OT ONpejie/ieHaTa B [IPOTOKOJIa 10NyCTUMA rpaHHla 3a HeHHpepropHocT ot 1,25. O0uTe
pe3ynaTaTH 3a e(pMKacHOCT ca 00001IeHH B Tabnuua 3J.

Tadauuna S OO0wmu pesyararu 3a epuxkacHoct (VEG108844)
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HR

Kpaiina Touka [Tazonanudo N=557 Cyuuruand N=553 | (95%CI)
PFS
Oo6mmo
MeauaHa (MecerH) 8,4 9,5 1,047
(95% CI) (8,3; 10,9) (8,3; 11,0) (0,898; 1,220)
O01ua npexxuBAEMOCT
Meaunana (Meceru) 28.3 29.1 0,915%
(95% CI) (26,0; 35,5) (25,4; 33,1) (0,786; 1,065)

HR = KoeduuueHt Ha puck; PFS = I[lpexuBsaeMmoct 0e3 nnporpecus, * P ctonHoct = 0,245 (2-cTpaHHO)

®urypa4 Kpusa na Kaplan-Meier 3a npexxuBsieMOCT 0e3 nporpecust cnopea He3aBUCHMA
oueHka 3a odomara monyjaauusa (VEG108844)
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Bpeme cned pasgomMuiauma (meceum)

Ananu3 Ha noarpynute Ha PFS ¢ nanpasen 3a 20 nemorpadckm u nporHoctuyHu pakropa. 95%
JIOBEPHUTEJIHM HHTEPBAJIM 3a BCHUYKH MOJArPYNH BKIKOYBAT KOe(HULIMEHT HAa pUcK 1. B TpuTe Hai-mManku
oT T¢31 20 moArpyIM, TOYKOBaTa OlLCHKA HAa KOC(ULIMCHTA HAa PUCK € HaaABHLIMIA 1,25; T.€. 1IpH
yyacTHULHM Oe3 npeamectBama Heppektomus (n=186, HR=1,403; 95% CI (0,955; 2,061)), n3xoauu
crorHocT Ha LDH>1,5 x I'T'H (n=68, HR=1,72; 95% CI (0,943, 3,139)), 1t MSKCC: HUCBK pHCK
(n=119, HR=1,472; 95% CI (0,937; 2,313)).

Capkom Ha mexume muvrkanu (STS)

EdukacHocTra 1 6¢3omacHocTTa Ha mo3onauud nmpu STS ca oucHeHu B ocHoBHO ¢a3za 111
paHIOMH3UPAHO, IBOMHO-CJIAIO, I1aLe00-KOHTPOJIMPAaHO MHOrOLEeHTPOBO IpoyuBane (VEGI110727).
O0uro 369 nauueHtH ¢ HanpeaHan STS ca Onnu paHAOMU3KMpaHU Ja nosydasat nasonaHuo 800 mg
BCJIHBXK JHEBHO WM 1U1aue0o0. BaxkHo ¢, ye caMo NalMeHTH C ONPEACICHN XUCTOJIOTHYHH IQIBUJOBE
Ha STS ca nomycHaTH 1a y4acTBaT B M3MHTBAHETO, M CIICJI0BATEIHO S(PHKACHOCTTA H O£5Qx W/‘IE

Ha nasonaHud MOrar Ja ce CYMTAT 3a YCTAHOBEHH CaMo IpH Te3u noarpynu Ha ST
na3zonaHuO TpAOBa ga ce orpaHuyu A0 TakuBa STS nmoasuaoBe.

CneHuTe BUI0BE TYMOPH ca OMIIM MOAXOISIIM:
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dudpodnacTum (pubpocapkom npH Bb3pacTHH, MUKCOPHOPOCAPKOM, CKIICpO3Hpalll EIUTEJION/ICH
¢udpocapkoM, 310Ka4YCCTBCHHU COJUTAPHH (PUOPO3HH TYMOPH), T. HApP. (PUOPOXUCTHOLIUTHH
(ruieoMmop@den 35no0kayectBeH GpuoposeH xuctuountoMm [MFH], ruranroknersyes MFH, Bp3nanurenen
MFH), neitoMHOcapkoMm, 3JI0Ka4€CTBEHH IIOMYCHU TYMOPH, Ha CKEJICTHUTE MYCKYJIH (ruieoMmopdeH u
aJIB€oJIapeH pabdI0MHOCAPKOM ), BACKYJIAPHH (€MHUTECIOUAECH XEMAHTHOCHI0TEIMOM, AaHTHOCAPKOM),
HeandepeHIUpaHy (CHHOBHAJICH, CITUTEIOUICH, aJIBEOJIADEH MCKOTbKAHEH CAPKOM, CBETJIOKIICThYCH,
1C3MOIUIACTHYCH APCOHOKPBITIOKIIETBYCH, EKCTPApPEHAJICH PA0IOHICH TYMOpP, 3/1I0Ka4YCCTBEH
ME3CHXHUMOM, MIEPUBACKYJIAPHU EITUTEIOMIHOKICTBYHM TYMOPH, CAPKOM Ha MHTHUMATA),
3JI0KQYECTBCHHU TYMOPH Ha OOBMBKHUTE HA NEepUPEPHUTE HEPBH, HEAUPEPEHUMPAHHU CAPKOMH Ha
MEKHTE ThKaHH, KOUTO HE ca onpejaesneHu no apyr Hauud (NOS) u apyru BuaoBe capkOMH (KOHTO HE
ca U30pOCHHU KAaTO HEMOAXOISLIH).

CJIeIHUTE BUJIOBE TYMOPH HE ca OWJIM MOAXO/IALIH:

AJIMIIOLIMTEH CApKOM (BCHYKH IMOJABHUI0BE), BCHYKH padJOMHOCAPKOMH, KOUTO HE Ca aJIBCOJIAPHHU HIIH
1eoMOp(pHHU, XOHAPOCAPKOM, OCTECOCAPKOM, TYMOPH Ha EwWIng/npuMMHTHBHH HEBPOEKTOACPMAJTHH
tymopu (PNET), ractpo-untectunanex ctpomanex tymop (GIST), nepmarodpudbpocapkoma
npoTydepaHc, Bb3NaJIUTEICH MHOPUOPOOSIACTEH CAPKOM, 3JI0KAYECTBCH ME30TECJIMOM U CMECCHHU
ME€30/1CpMaJIHM TYMOPH Ha MaTKara.

TpsabBa na ce oTdenekKH, Y€ NALMEHTUTE C AAUITOLMTEH CAPKOM ca OHJIM M3KJIFOYEHH OT OCHOBHOTO
¢da3za Il npoyuBane, TbH KaTo B ripeaBaputesHoTO (a3a 1l npoyusane (VEG20002), akruBHOCTTA
(PFS na ceamuua 12), HabnroaBasa ¢ na3onaHud npu aaunouMTEH CAPKOM, HE € JOCTHIHAJIa
HEOOXOAMMAaTa CTENECH, KOSATO J1a MO3BOJIHM MM0-HATATHIIHO KJIMHUYHO H3CJIC/IBAHC.

Jlpyr ki1ro4oB BKiIOYBaNl Kputepuid Ha npoyuBaHero VEG110727 e Own: XMUCTONOTrHYHM JaHHHU 34
BUCOKa WJIM Cpe/iHa cTeneH 3io0kadyecTBeH STS u nporpecus Ha 3a00J1siBaHETO B paMKHUTE Ha 6 Meceua
OT JICYCHME 3a METAaCTaTHYHO 3a00JIsIBaHE, WM pELM/INB B paMKUTE Ha |2 Meceua ot (Heo)-

/ﬂ,IIIGBE.HTHﬂ TCpariusl.

[Ipeam na ce BKiIOYAT B MPOYYBAHETO JAEBETACCET U oceM npoueHTa (98%) oT yyacTHULHMTE ca
npueManu agokcopyouuut, 70% ca npuemanu ndochpamua u 65% 0T y4aCTHHLMTE Ca ITPUEMAJIH [MOHE
TPH HJIM [TIOBEYE XMMHOTEPANIEBTHYHH NPOAYKTA.,

[TanmenTuTe ca Omnm crparuduumnpanu no gpakropure Ha pyHkunoHanuusa craryc no C30 (WHO PS)
(0 mam 1) Ha U3XOAHO HMBO M OpOs HA JIMHMUUTE HA MPEAIICCTBALIO CHCTCMHO JICUCHHUE HA HAIIPECAHAIO
3abonsBane (0 mnu | cnpsamo 2+). BB BCAKa OT rpynUTE HA JICUCHHUE € UMAJIO MAJIKO T1O0-BHCOK
MPOLICHT Ha YYACTHULIMTE C 2+ JIMHUM HA NPEALICCTBALIO CUCTEMHO JICUCHHE HA HAIIPE/IHAJO
3a0018BaHe (CBOTBETHO 38% M 55% 3a paMOTO HA JICYCHHE C IU1aued0 M paMOTO Ha JICYEHHUE C
na3zonaHu0) B cpaBHeHHE ¢ 0 WM | JIMHUK HA NpEeALIECTBAI0 CUCTEMHO JICYCHHE (CHOTBETHO 42% M
45% 3a paMOTO Ha JICYCHHC C IU1aled0 U paMOTO Ha JICYCHHUE ¢ na3zonanud). Meauanara Ha
MPOABJLKUTEIIHOCT HA MPOC/CAIBAHE HA YYaCTHULMTE (OINpEaC/ICHa OT JaTaTa Ha paHJ0MHU3aLMs 10
JaTarta Ha MOCJCJACH KOHTAKT WM CMBPT) ¢ Onia noaoOHa 3a ABETE paMcHa Ha JieueHue (9,36 meceua
3a ru1anedo [B amana3ol ot 0,69 no 23,0 meceua] n 10,04 mecena 3a nazonanud [B quana3on 0,2 10

24,3 meceual.)
OcHoBHarTa 11eJ1 Ha MPOoy4YBaHETo € Oua npexuBsiemoctra 6e3 nporpecus (PFS), ouenena
HE3aBUCHM PAJHOJIOrHYCH MPErJie/1; BTOPUHYHUTE KPalHU TOYKH Ca BKJIKOYBAJIH 001Ia

(OS), obmia creneH Ha NOBJMABAHE U MPOABIKUTEIIHOCT HA MOBJIUSBAHE.

Tabauua 6 OO0wmm pesyararu 3a epukacHocT npu STS nmo HezaBHCHUMA OLIEH

29 4
S —




KpaiiHu TOYKH / [Tazonmanuod [Inanedo HR (95% CI) | P croiHocT
[Honyarauus Ha (ABYCTpPaHHO)
NPOY4YBAHETO

PFS
Oo6ma ITT N=246 N=123

Menamnana (ceaMHIM) 20,0 7,0 0,35 (0,26; 0,48) <0,001
JleiioMnocapkom N=109 N=49

Meanana (ceaMHUIH) 20,1 8,1 0,37 (0,23; 0,60) <(,001
[Toarpynu Ha CHHOBHANECH N=25 N=13
CApKOM

Meauana (ceaMHIIH) 17.9 4.1 0,43 (0,19; 0,98) 0,005
[lonrpynu nHa ,,apyru STS” N=112 N=61

Meaunana (ceMHILIH) 20,1 4.3 0,39 (0,25; 0,60) <0,001
OS
Ooma ITT N=246 N=123

Meanana (Meceum) 12,6 10,7 0,87 (0,67; 1,12) 0,256
Jleiiomuocapkom™ N=109 N=49

Menanana (Mecenm) 16,7 14,1 0,84 (0,56; 1,26) 0.363
[Toarpynu Ha CHHOBHAJICH N=25 N=13
CapKoM™

Mepanana (Mecenm) 8,7 21.6 1,62 (0,79; 3,33) 0,115
[Tonrpynu Ha , apyru STS”* N=112 N=61

Menmnana (Mecelm) 10,3 9,5 0,84 (0,59; 1,21) 0,325
CTeneH Ha NOBJIMAABAHE
(CR+PR)

% (95% CI) 4(2,3; 7,9 0 (0,0; 3,0)
[IpoAB/IKUTEIIHOCT Ha
MOBJINSIBAHE

Meauana (ceamuun) (95%

CI)

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

HR = Koeduuuent Ha puck; ITT = ,Intent to treat”; PFS = [Ipexussaemoct 6e3 nporpecus; CR = [IsaH0

nopauaBaHe; PR = Yactuuno nosnusasane; OS = O01wa npexuBAaeMocCT

* O0wara NpexUBAEMOCT 3a CbOTBETHHTE XHCTOJOrHYHH NOArpyny Ha STS (J1eHoMHOCapKOM, CHHOBHAJIEH
capkom H “apyru ”’ STS) TpsabBa aa ce MHTEpNpEeTHpaA ¢ NOBHIICHO BHUMAHUE MOPAJIH MAJIKUs Opoil Ha
JIMUATA M LIHPOKUTE JTOBEPHTEIHH HHTCPBAJIH.

[Tono6Ho nogobpenue B PFS, Bb3 OCHOBA Ha OLIEHKA Ha M3clie10BaTeNs, € HaOM01aB
na3onaHud B cpaBHEHME ¢ pamoTo Ha mauedo (B odwara ITT nonymauus HR: 0,3 75 0

0,52, p<0,001).
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®urypa S KpuBa na Kaplan-Meier 3a npexxuBsiemoct 0e3 nporpecus npu STS cnmopen
He3aBHCHMA olleHKa 32 odomara nonyaauusa (VEG110727)
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FPazopanib 2458 Ba 25 5
Placebo 123 & 1
Note: 95% confidence interval bands are shown for each treatment

He e naGmonaBaHa 3HaudTeHA pa3nuka B OS Mexay ABETE paMEHa Ha JICYCHHUE MPU KPAaHHHUS aHAJIN3
Ha OS, HanpaseH cnejn kato 76% (280/369) ot cwbutuara ca ce cnyunnu (HR 0,87; 95% C1 0,67; 1,12
p=0,256).

[leanaTpuyHa nomnysanus

[TpoyuBane ¢a3za I (ADVLO815) nHa nazonanud e nposeeHo npu 44 neauaTpyuyHy MalHEeHTH ¢
pa3JINYHU PEUUIMBUPALIN WM pe(pakTEpHH COJUAHM TyMOpH. OCHOBHATA LIE] € 1a CC NMPOYUH
MaKCHMaJIHaTa MoHocHMa J03a (maximum tolerated dose, MTD), npo¢guabT Ha 6€30MaCHOCT H
¢bapMaKOKHHETHYHHUTE CBOMCTBA Ha 1a3onaHuo npu aeua. MeanaHara Ha NpOAbL/DKHTEIHOCTTA HA
€KCITO3ULIMA B TOBA MpoyuBaHe ¢ 3 Meceua (1-23 meceuna).

[IpoyuBane ¢aza Il (PZP034X2203) na nazonanuO e rpoBeACHO IpU 57 NEeIHATPHYHH IMTALHECHTH C
pedpakTepHH COJIMIHN TYMOPH, BKJIIOUYUTENIHO padaomuocapkoM (N=12), He-pabaomMHocapkOMEH
MekoTbKaHeH capkom (N=11), capkom Ha Ewing/pPNET (N=10), ocreocapkom (N=10),
HeBpoOJactoM (N=8) u xenarodnactom (N=6). IIpoyuBaHeTo € NpoOBE/ICHO KATO MOHOTEparius,
HEKOHTPOJIMPAHO, OTKPHUTO IPOYYBaHE 3a ONpee/siHe Ha TEPAaneBTUYHOTO JACHCTBHE Ha I1a30M1aHH0
MpH JCLA M FOHOIN Ha Bb3pacT | 10 < 18 roaunu. Ilazonanud e npunaran exeaHeBHO 1o ¢popmara
Ha TabyieTkH B 103a 450 mg/m?*/n03a uaM Kato nepopaiHa cycrnensus 225 mg/m*/no3a. MakcumanHo
N0MmycTUMAaTa JHEBHA J103a 3a Tabnetku € 800 mg u 400 mg 3a nepopaina cycneHsus. Meananara Ha
NPOJAB/DKUTEIHOCTTA Ha ekcno3uuus e 1,8 meceua (1 nen-29 meceuna).

PesynraTure OT TOBA MPOYYBAHE HE MOKA3BaT 3HAYMMO AaHTUTYMOPHO JACHCTBHE IPH ChOTBETHATA
neaMaTpUyYHa nomnysjauus. 3aToBa ra3onaHud He ce NpernopryBa 3a JICYCHHUETO Ha TE3M TYMOPH MPH
neaMaTpuuHa nonynanus (Bx. Touka 4.2 3a uHdopMaLHs OTHOCHO yrnoTpeda B eAHaTPHUATA).

EBponeickara areHius no JieKapcTeara 0CBOO0XK/1aBa OT 3aAb/KEHHUETO 3a MPEAOCTa Qg_\@'\u“ﬂ Mo
PE3YJITaTUTE OT MPOYUYBAHMATA C pePepeHTHHS JIEKAPCTBEH MPOJAYKT, ChbAbPIKAILIl 1a v
BCHMYKH IMOJArPYIH Ha NeANATPHUYHATA NONYJaluUs MPH JICYCHNE HAa KApLIMHOM Ha 0 '
OBOpEeYHOTO JiIereH4Ye (¢ U3KJIKYCHHE Ha HepobaacToMm, HeppobaacTomarosa, CBe
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capkoM, Me3001acTeH Hepom, ObOpedeH Meay1apeH KapUHMHOM U pabaoHIeH TyMOp Ha ObOpeKa)
(Bx. TOouka 4.2 3a uH(poOpMaLIUSg OTHOCHO yroTpeOa B neauaTpusiTa).

5.2 @apMaKOKHHEeTHYHH CBOHCTBA

AOGcopOums

[Tpn nepopaliHo NpUIIOKEHUE HA €AHOKpATHA J03a nazonaHud 800 mg Ha MaLMEHTH ChC COJIMIHM
TYMOpPH, MaKCHMaJIHaTa IurazMeHa KoHueHTpauus (Cmax) npubnmsutenno 19 = 13 pg/ml ¢ Ouna
jl0cTUrHaTa cnej meauana 3,5 yaca (rpanuum 1,0-11,9 yaca) n e nocturnara AUCy... npndin3uTenHo
650 + 500 pg.h/ml. ExxeaneBen npuem Ha po3ata Boam jao nosuwmasade Ha AUCo.r ¢ 1,23 1o 4 neTH.

He e HaOmonaBano crorBercTBanio nopuinasane Ha AUC mnu Chax py nazonadud ¢ 1034 Haja 800
mg.

CucTeMHaTa eKCIO3UIINA Ha na3onaHud ce NMoBHUIlIaBa MPH NPHIOKEHUE € XpaHa. [IpuiiokeHunero Ha
[1a30MaHN0 C XpaHU C BUCOKO HJIM C HUICKO ChAbPKAHUE HA Ma3HUHHM BOAU 10 MPHOIM3ZHTENHO 2-
kpatHO noBuiuaBane Ha AUC u Cyax. [lopaau ToBa, nazonanud tpsdBa aa ce npuiara HauH-MaJiko J1Ba
yaca CJieJl MM Hal-MaJIKO €IMH 4ac Npeau XpaHeHe (BXK. To4ka 4.2).

[Tprnoxennero Ha nazonann® 400 mg HatpoucHa Tadbnerka ¢ noBummIo AUC0-72) € 46% U Crnax
NMPUOJIU3NUTEIHO 2 MBTH M € HAMAJIMIIO tmax C MPUOIM3NTENHO 2 Yaca, B CPABHCHHE C MPHIOKECHHUE HA
usaa Tadserka. Te3u pe3ysiraTi MoKa3Bar, 4e OMOHAJIMYHOCTTA M CTENEHTa Ha IepopaiHa abcopOuus
Ha ra3onaHud ca MOBMILCHM CJIE MPHI0KEHUE Ha HAaTpollcHaTa TabJieTKa, B CPaBHEHUE C
NPHJIOKEHHUE Ha Lsy1a TabneTka (BXkK. Touka 4.2).

PasnpeaeneHue

CBBbpP3BaHETO HA MA30MaHUO C YOBCUIKUTE MIA3MEHH MPOTEHHH in vivo € OUIIO MO-BUCOKO 0T 99% 0¢3
3aBUCHMOCT OT KOHLIeHTpauusaTa HajJ cTOHHOCTH OT 10-100 pg/ml. In vitro npoyuBanus npeanosarar,
ye na3onaHub e cyocrpar Ha P-gp u BCRP.

buorpancdopmaris

PesynraTu OT in vitro npoy4BaHMs NMOKa3BaT, 4e¢ METabOIM3Ma Ha 1a30MaHuO ¢ MEIMMPAH IMTaBHO OT
CYP3A4, ¢ neznauntenno yuyactue Ha CYP1A2 u CYP2C8. Yetupure OCHOBHM MeTabOIHTA HA
nazonaHud oTroBapsaTt camo 3a 6% oT ekcro3uuMsTa B ruiasMara. EQuH ot Te3n MeTaboJIuTH
nuaxuoupa nposmdepauusta Ha VEGF-cTuMynnpanu 9oBemIKY €HAOTEIHH KJICTKH OT YMOWIMKaIHA
BEHA ChC CXOJIHA CHJIa ¢ Ta3u Ha nazonaHuoO, apyrure ca 10 go 20 nbTH no-cnabo aktuBHU. [lopaau
TOBA, JICHCTBUETO HA 1a30MaHMUO 3aBHUCH IJIAaBHO OT CKCIO3UUMATA HA NMa30MaHuo.

EnuMuHupane

[TazonanuO ce enMMHUHMpPA 6ABHO CBhC CPEAHO Bpeme Ha nmouykuBoT 30,9 yaca ciea npHiIoKEeHHE Ha
npenopbunTenHara g03a ot 800 mg. EnnmuHnpaneTo e rnaBHO upe3 (eneca, kato 060pe
CIMMHHHpAHE O0TroBaps 3a <4% OT NMpHIIOKEHATA 1034,

CneumaJiHy nonyJiamnuu

bvopeuno yspeoicoane
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Pe3ynrarure nokassar, 4e no-majako ot 4% oT A03aTa Ha NepopaHoO MPUIIOKEH Ma30naHub ce
eKCKpEeTHpa B ypHHaTa noja ¢popmara Ha na3zonanu0 u metadonutu. Pesynrature oT nonyaifmOHHO
bapMaKOKMHETHYHO MOJIe/IMpaHe (JaHHM OT Juua ¢ u3xoauu ctoitHoctn Ha CLCR B pamkuTe Ha 30,8
ml/min g0 150 ml/min) noka3Bar, 4¢ € MaJIKO BEPOATHO OBOPCYHOTO YBPEK/AAHE 1a UMaA KIIMHUYHO
3HaYUM e(eKT BbpXY (papMaKOKHHETHKATa Ha na3onaHno. He ce H3MCKBa KOpUIrHpaHe Ha 03aTa IpH
MaMEeHTH ¢ KpCaTHHHHOB KiIUpbHC Haja 30 ml/min. [IpenopbyBa ce MOBUILICHO BHUMAHHE TIPH
MNALMEHTH ¢ KpEaTHHUHOB KJIUPBHC oA 30 ml/min, ThH KaTO HAMA OMMUT OT IMPHIIOKEHHE HA
Ma3ornaHuo rnpu Ta3M MomnyJiauus MauueHTH (BXK. ToUKa 4.2).

Yeprnoopobno yspexcoamue

Jleko

Meaunanure Ha Cypax 1 AUC (p-24) Ha Ma3011aHUO B CTALIMOHAPHO CBCTOSHUE IPH MALMCHTH C JICKH
OTKJIOHCHHS B YEPHOAPOOHHUTE nMapamMeTpH (JAepHUHUpPAHHU HIIH KaTO HOPMAJIHHU CTOHHOCTH Ha
OMIMpyOMH M BCAKA CTEIMECH MOBUIIECHHE HA alaHMH-aMUHOTpaHcepasa (AJIAT), wiun karto
MOBHUIICHHE HA OMIMpyOHuH (>35% aupekrteH) a0 1,5 mbTH ropHara rpaHyvLa Ha HopMaTta, HE3aBUCHMO
ot croiiHOCTTa HAa AJIAT) cnea npunoxenue Ha 800 mg BeAHBK JAHEBHO Ca CXOHH C MEIMAHHUTE IPH
MAaUMEHTH ¢ HOpMaJiHA yepHOoApoOHa PpyHKuMs (BXK. Tabnuua 7). [IpenoppunTennara no3a npu
MaLMEHTH C JICKH OTKJIOHCHHUS B CEpYMHHUTE YepHOApoOHH noka3zaTtenu € 800 mg nazonaHud BEAHBK
JIHEBHO (BK. TO4Ka 4.2).

Ymepeno

MakcuManiHaTa rmoHocuma jo3a nazonanud (MTD) npu nanueHTH ¢ yMEpPEHO YEpHOAPOOHO
yBpexJaHe (JiepuHupaHO KaTo NMOBULIEHHE HA OunMpyOuHa >1,5 10 3 MbTH ropHara rpaHmia Ha
HOpMaTa, He3aBUCHUMO OT cToiHOcTUTE HAa AJIAT) € 200 mg Beanbx AHEBHO. CTOMHOCTHTE Ha
meauaHuTe Ha Cmax © AUC(0-24) B CTALIMOHAPHO CbCTOsIHUE ciiell npuiioxkenue Ha 200 mg na3zonanuoO
BEJIHBXK JHEBHO IMPH MALUCHTH C YMEPEHO YCpHOAPOOHO yBpexkaaHe, ca npudamnsznreaHo 44% u 39%
OT CbOTBETHHUTE CTOMHOCTH Ha MeJHaHUuTe ciel npuiiokeHne Ha 800 mg BEAHBK JHEBHO IMPH
[MalHEHTH C HOpMaJIHA YepHoApOoOHa pyHkuua (Bxk. Tadbnmua 7).

Cnopea JaHHHUTE 3a 0€30MAaCHOCT M TOHOCUMOCT, J03aTa Ha 11a3onadydo tpsidBa aa ce peayuMpa 10
200 mg BeIHBXK JHEBHO MPH XOpa ¢ YMEPEHO YepHOAPOOHO yBpexaaHe (BXkK. Touka 4.2).

Teoicko

CroitHocTute Ha MeauaHuTe Ha Cmax 1 AUC(0-24) B CTALIMOHAPHO ChCTOAHME clie]l npuinoxenue Ha 200
mg Ma30naHu0 BEAHBK JIHEBHO MPH MALMEHTH C TEXKKO YEPHOAPOOHO YBpPEK/AaHE, ca NPHUOIH3UTEIIHO
18% u 15% OT ChOTBETHHUTE CTOMHOCTH Ha MEIMAHHUTE cie] npuinokeHue Ha 800 mg BEAHBK AHEBHO
[PH MalMEHTH C HOPMAJIHA YepHOAPOOHA (PyHKLMA. Bb3 OCHOBA Ha HaMaJIeHaTa EKCIIO3HLIMS H
OrpaHHYCHHUS YEPHOAPOOECH pe3epB, Ma30MaHNUO HE Ce MPEnopbUYBa MPH MALUMEHTH C TEKKO
4epHOAPOOHO yBpexkaaHe (aepuHHpaHo KaTo 001y OMMpyOHH >3 bTH ropHaTa rpaHdila Ha HOpMarTa,
He3aBUCHUMO OT ctoiHocTTa Ha AJIAT) (BXk. TOuka 4.2).

Tadimuua 7 Meaunanu Ha papMAKOKHHETHYHHUTE MapaMeTPH HAa NAa30NaHH0 B CTALHOHAPHO
ChCTOSIHHE, H3MEPEHH IPH JIMIA C YePHOAPOOHO YBpexKIaHe

['pyna H3ciaenBana Chax (ng/ml) AUC (0-24) [IpenopbunTeIHa
1032 (ug x hr/ml) 1034

HopmaJiina 800 mg B/I 52,0 888,2 800 mg B/I

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

GyHKUHUS

Jlexo Y 800 mg B/] 33.3 774,2

(11,3-104,2) (214,7-2034.,4)
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Ymepeno HY 200 mg B/I 22,2 256,8 200 mg B/1
(4,2-32,9) (65,7-487,7)

Texko UY 200 mg B/l 9.4 130,6 He ce npenopbuBa
(2,4-24,3) (46,9-473,2)

B/l — Beanbxk AHEBHO

HE()HG!HPH‘IHG nony.jidyui

Crnejl1 npHIOKEHHETO Ha na3onanud 225 mg/m” (KaTo rnepopaiHa CyCreH3us) Npu rneAuaTpuyHH
[MalMEeHTH, PapMaKOKMHETHYHUTE NapaMeTPH (Crmax, Tmax 1 AUC) ca no00HH Ha Te3H, CbOOILIEHH
[IOPAHO NPH Bb3PACTHH MAUMEHTH, JIeKyBaHH ¢ 800 mg na3zonanuO. Pe3yaraTure nokassar, 4e MKy
JIClA ¥ Bb3PACTHH HAMA 3HAYUTEIIHA pa3/iMKa B KJIMPBHCA HA IM1a30MaHHO, HOPMAIU3UpPaH CIPAMO
TEJICCHATa MOBBPXHOCT.

5.3 IlpeAKJHHUYHH JAHHHU 32 6€30MACHOCT

[IpeakMMHUYHUAT npod KT Ha OE301aCHOCT HA Ma30MaHU0 € OLUECHEH MPU MHULIKH, IUTbXOBE, 3alLH U
MalMyHH. B npoyyBaHHs ¢ MHOIOKpPATHO MpUJIaraHe rnpMu rpu3adyu, CPeKTUTe BbPXY MHOXKECTBO
ThKaHH (KOCTH, 3b0H, HOKBTHO JICTJIO, PENPOAYKTHBHH OpraHM, KpbBHA ThbKaH, ObOpELH M MaHKpeac)
H3IJIEKAaT CBbP3aHu ¢ apmakosnorusTa Ha nHxuOupane Ha VEGFR w/mnu napymaBane Ha
curHagHuTe nbTyina Ha VEGF, kaTo noBeueTo edekTu ca HaONM0JaBaHU MPHU HUBA HaA IUJ1a3MCHA
€KCMO3HULUA MO T€3H, Ha0IKJaBaHu B KJIMHHUKATA. /[pyru HaOmonaBaHu eekTH BKIKOYBAT 3ary0a Ha
TErJio, AMapus U/ UM 3a00JsIBaHUSA, KOUTO ca OMJIM WJIM BTOPHUYHM HA JIOKAJIHH raCTPOMHTCCTUHAJIHH
eeKTH, MPUYMHEHH OT BUCOKA JIMTABHYHA CKCITIO3MLUMSA HA JICKAPCTBCHUSA MPOAYKT (MAaUMYHH), HIH
¢apmakosiornyHu epektH (rpuszaun). [lponundepatnBHmn yepHoapoOHM ne3uu (CO3MHOYHUIHN OTHHILIA
1 aJICHOM) ca HaOJIIoJaBaH! MPH KEHCKH MHULIKH IIPH €KCIO3UUHMS 2,5 TBTH NI0-BUCOKA OT Ta3H NPH
xopa Bb3 ocHoBa Ha AUC.

B npoy4BaHus 3a 10BEHHJIHA TOKCHYHOCT, KOraTo Ha IUTbXOBE B [€pHo/Aa Npean oTOMBaHe ca
MPUJIOKEHH 103U npuOau3uTenHo 0,1 nmbTH KJIMHHYHATA eKCcro3uuus, 0asupana Ha AUC npwu
Bb3PAaCTHHU XOpa, OT JICH 9 ciea paxxaaHeTo a0 aeH 14 ciea paxjaaHeTo, na3onaHud npuyuHAIBa CMBPT
1 aDHOpPMCH OpraHeH pacTex/pa3BuTuc Ha ObOpeunTe, Oenure apodoBe, YepHUS APOO U CHPLETO.
Korato Ha rurbxoBe B nepuoja ciiejl OoTOMBaHe ca Ipuiaraiy 1034 ot AcH 21 cien paxxaaHeTo 10 JeH
62 cnen paxaaHETO, TOKCUKOJOTMYHUTE JaHHHU ca CXOAHHM C TE3H MPH Bb3PACTHHU IUTbXOBC IIPH
MOAOOHH eKCro3uuuK. [leamaTpuyHUTE NALMEHTH Ca C MOBULICH PUCK 3a KOCTHU M 3b0HU epeKTH B
CPABHCHMC C Bb3PAaCTHUTE, ThH KAaTO TE3HU IMMPOMCHH, BKJIIOUYBALIM HHXHOHUpaAHE HA pacTexa (CKbCCHH
KpaHHHLM), YyIUIMBH KOCTH M pPEMO/ICIIMpaHe Ha 3b0M, ca HaOdII04aBaHH NPy MJIaJM IUTbX0BeE npu =10
mg/kg/nHeBHo (paBHO Ha npuoau3uTenHo 0,1-0,2 nbTH KIMHUYHATA €KCcno3uuus, 0azupana Ha AUC
[IpH Bb3PAaCTHHU X0pa) (BxK. Touka 4.4).

EdekTH BbpXY penpoayKuusaTa, GepTHIMTETa U TEPATOrCHHU €PEKTH

[TazonanuO e noka3zan eMOpPHMOTOKCHMYHOCT M TEPATOTCHHOCT MPH MPHIIOKEHHUE MPH TUTBXOBE U 3aHLIH
[pH eKcrno3uuuu noseye ot 300 mbTH MO-HUCKHK OT €KCIIO3HUMATA [IpHU Xopa (Bb3 ocHoBa Ha AUC).
EdexTure ca BKIOUYBaAM HaMajleH QEPTUIIMTET MPH HKEHCKUTE, MOBUILICHA Mpe- U
[MOCTUMIUIAHTALIMOHHA 3ary0a, paHHa pe3opoumns, eMOPUOHAJICH JICTAJIMTET, HAMAJICHO TEJl
Ha ¢eTyca ¥ CbpacUYHOCHA0BH Mandopmauuu. [Ipu rpusaumn ca HaOMOJaBaHU U HAM
TEJa, MOBHUIICH OpOM KUCTH M aTtpodusa HA AHYHULKTE. B npoyuBane Ha ¢pepTHianTe
[UTbXOBE HE ca HaOmogaBaHu ePeKTH BbpPXY YM(PTOCBAHETO HIIK (DEPTHIIMTETA, HO
HaMaJICHO TETJIO Ha TECTHCUTE M CMHAHIUMHCA C HAMAJISIBAHE HA MPOU3BEKIAHOTO
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criepMa, Ha MOJABHXKHOCTTA Ha CIIEPMATO30MIMTE M HA KOHLIEHTPALUATA HAa CIIEPMATO30M/IH B
CIMUAMIUMHCA U TECTUCHTE MPH eKcno3uuuu 0,3 mbTH €KCIIO3uUMATa IPH Xopa Bb3 ocHOBa HA AUC.

| eHOTOKCHYHOCT

[Tazonanu® He € NpUYMHUI FE€HETUYHH YBPEXIAHUS NIPH MPOBEKIAHE HA TECTOBE 3a FT€HOTOKCHYHOCT
(TecT HAa Ames, TECT 3a XpPOMO30MHH a0depalMy B YOBEUIKH NEpUPepHH TUMPOLIUTH H in VIvo
MHUKPOHYKJICAPEH TECT MPH IBX0BE). CHHTETUYEH MCKIMHEH [POAYKT, H3II0JI3BAH [1PH
[MPOU3BOACTBOTO Ha Ma30MaHud, KOUTO CE OTKpPHBA ChILO B MAJIKH KOJIMYECTBA U B KPAMHOTO
JICKAapPCTBEHO BEILECTBO, HE € OMJI MyTareHEH MpM TecTa Ha Ames, HO € OMJI TEHOTOKCUYCH ITPH TECTa C
MUK JIHM(OM H in vivo MUKPOHYKJICAPEH TECT MPH MHUILKH.

KaH1IEpOreHHOCT

B nByroauiiHu npoyyBaHHs 3a KAHIICPOT€HHOCT ¢ Ma3onaHuob, ce HabJ01aBa MOBUILICHA YECTOTA HA
4EpHOAPOOHH aJICHOMH MPH MHUILKH U AyOJACHAIHM aJJlCHOKApPLMHOMM IpH IIbX0BE. B3 0CHOBA Ha
crieMruHaTa naToreHesa npy rpu3aud M1 MEXaHu3Ma Ha Bb3HMKBAHE HA T€3M HAXOJKH, HE CE CUHTA,
ye T€ OTPA3sIBaT HAJIMYMETO HA MOBHILCH KAHLUEPOrE€HCH PUCK MPH MAaLMEHTH, MPHUEMAIIH na3onaHuo.

6. OPAPMALIEBTUYHHU JAHHHU

6.1 CnuchbK Ha NMNOMOILIIHHUTE BelleCTBAa

[lazonanub 3enmusa 200 mg hurmuparnu madiemxu.

Slapo Ha TabieTKaTa.
MukpokpuctainHa uenyinosa (E460)
HatpueB HHLIECTEH MIIHKOIAT (THIT A)

[Toeuaon (E1201)
Marne3ueB creapat (E470b)

OOBHBKA Ha TabseTKaATA:
Xunpowmenosa (E464)

TuranoB nuokcua (E171)
Makporon 400 (E1521)
XKeneseH okeun, yepseH (E172)
[Tonucopbar 80 (E433)

llazonanub 3enmusa 400 mg purmupanu mabremxu.

Anpo Ha Tabnerkara:
Muxkpokpuctansa nenynosa (E460)
HarpueB HMIIECTEH INMUKOAAT (THI A)
[ToBugon (E1201)

Marne3ues creapat (E470b)

OOBHBKa Ha TabseTkaTa:
Xunpomenosa (E464)
TuranoB qnokcun (E171)
Maxkporon 400 (E1521)
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[Tomucopbar 80 (E433)

6.2 HecbBMEeCTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHocr

3 roaAMHHU

6.4 Croeuua/HH YCJIOBHSI HA CbXPaHeHHe

To3u nekapcTBEH NPOAYKT HE M3UCKBA CTICIIMAIHU YCIIOBHS 3a ChbXPaHCHHE.
6.5 Bujau cbabpKaHHe HA ONIAKOBKAaTAa

Iazonanud 3enmuea 200 mg purmuparnu madremru.

30, 90, onakoBka Tun myJarunak ot 90 (3 onakoBkH 110 30) ¢punmupanu tadbnetku B 0ean HDPE
OYTHJIKH C MOJUIPONHJICHOBA Kala4vka, 3allMTEHa OT OTBApsAHE OT JcLa.

30, 90, onakoBka Tun MyJtunak ot 90 (3 onakoBkH 1o 30) ¢puaMupaHu TabJETKH B IPO3paYHH
anymuHnesu-PVC/PE/PVDC Onucrepn.

30x 1,90 x 1, onakoBka Tun myJstunak ot 90 x | (3 onakosku no 30 x 1) priimupanu TabneTKH B
npo3paunn anymuHueBu-PVC/PE/PVDC nepdopupanu eqnono3osu dnucrepH.

Iazonanub 3enmuea 400 mg purmupanu madbremxu.

30, 60 dunmupanu Tabnerku B HDPE OyTHiIKM ¢ MOIMIIpONMIIEHOBA Karayka, 3allUTeHa OT OTBapsAHeE
OT JeLa.

30, 60, onakoBka Tun Myatunak ot 60 (2 onakoBku 1o 30) ¢unmupanu TabeTKH B IPO3pavYHH
anymuaueBu-PVC/PE/PVDC bnucrepn.

30x 1, 60 x 1, omakoBka Tun myatunak ot 60 x 1 (2 onakoBkHu 1o 30 x 1) punmupanu TabiIeTKH B
npo3paysy anyMuHHeBH-PVC/PE/PVDC nepdopupanu eqH01030BH OJIUCTEPH.

He BcHukHM BHIOBE OMAKOBKH MOrart Jaa ObJaT MyCHATH Ha ras3apa.
6.6 ChoneumnajHu npeanasHu MEPKH NMPH U3IXBbPJIAHE

Hsama cnieumnaJiHi U3HCKBaHMA.
7. IPUTEXATEJI HA PAZPELIEHHUETO 3A YIIOTPEBA

Zentiva K.s.
U kabelovny 130,
Dolni Mécholupy

102 37, Prague 10
Yeuwka penybiuka

8. HOMEP(A) HA PASPELIEHHUETO 3A YIIOTPEBA

[Tazonann® 3entuna 200 mg dunmupanu Tabaerku: Per. Ne 20220082
[Tazonann6 3entnBa 400 mg dpunmupanu tabnerku: Per. Ne 20220083
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9. JATA HA NIBPBO PABPEHLIABAHE/TIO/ITHOBSIBAHE HA PASPELIEHHETO 3A
YIIOTPEBA

Jlara Ha nbpBO pa3pemaane: 08.03.2022

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

31.01.2024 r.

37



