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2. KAYECTBEH U KOJIMMECTBEH CbCTAB

[Tazonanu® 3enTuBa 200 mg duamMupaHu TabieTKH

Bcesika TabneTka chabpika nasonaHud Xuapoxiaopua (pazopanib hydrochloride), exBuBanenten Ha 200
mg na3onaHud (pazopanib).

Bcsaka TabneTka cbabpika nazonanub xunpoxnopua (pazopanib hydrochloride), exsuBanenten Ha 400
mg nasonaHub (pazopanib).

3a MbJIHUA CIMUCHK HA NMOMOILIHUTE BellleCTBa BHKTE TOUkKa 6. 1.

3. JJEKAPCTBEHA ®OPMA

dunmupaHa tabnerka (Tabnerka).

lazonanub 3enmusa 200 mg hurmupanu maoiemxu.

Po3oBa, npoasaroBara ¢puimupana tabdnerka ¢ BabOHaTo penedHo ozHaueHue “200” ot eqHara
cTpaHa, ¢ pasmepH npubausurento 14 mm x 6 mm.

Hasonanub 3enmuea 400 mg gurvupanu mabremiu:

bsana, npoasarosara ¢punamupana tabnaerka ¢ BuTeOHaro penedpHo o3zHaueHue “400” ot eaHaTa cTpaHa,
¢ pa3MepH npubauzuTenHo 18 mm x 7 mm.

4. KJIMHHYHHU JIAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

buOpeunoknerbueH kapuuHoMm (RCC)




[Nazonann® 3eHTHBA € NOKa3aH IMPU Bb3PACTHH 34 JICYCHHE OT MbpBa THHUA Ha HaMpeHal
O0n0OpeuHoKieThHEH KapuHHOM (RCC) ¥ npH NaLMEHTH, KOXUTO Ca NOJYYHIH NPEALICCTBALIO JICYEHHE
¢ LMTOKHHH 3a HanpeaHano 3abonsBaxe.

CapkoM Ha MekHTe ThkaHH (STS)

[lazonanu® 3eHTHBA € NOKa3aH 34 JICYCHHUE Ha BH3PACTHHU MALIMEHTHU ¢ ONpeacicHH MoABKAOBE HA
HamnpeaHan capkoM Ha MeKHTe TbhkaHU (STS), koHTO ca NnoMyYWIH NpeaLecTBalla XHMHOTEPATTHA 3a
MEeTacTaTHYHO 3abonaBaKe WIH NMPH KOUTO € HACThIIWIA nporpecus a0 12 Meceua cnen (Heo)
ARIOBaHTHA Teparus.

EdukacHocTTa H 6€30MaCHOCTTA Ca YCTARHOBEHH CaMO MPH OMNpeNcIeHH XHCTONOTHYHH TYMOPHH
noasuaose Ha STS (Bxk. Touka 5.1).

4.2 Jo3upoBKA H RAYHH HR NPHIOKEHHE

Jleyenne ¢ [lazonaun® 3eHTHBa TpAOBa fa ce 3aMoyBa caMo OT JIEKap C OIUT B MPWIOKEHHETO Ha
MPOTHBOTYMOPHH JIEKAPCTBEHH MPOAYKTH.

Jo3upoBKa

Bw3pacmnu
[TpenoprunTenHara ao3a nazonaHud 3a neyeHue Ha RCC wim STS e 800 mg BeaHnkK AHEBHO.

Kopexyun na oozama

3a Ja c¢ OBNAACAT HEXETAHHUTE PCakLMH, KOPEKLMATA HA A03aTa (IOHKABAHE WIH MOBULIABAHKE)
TpabBa Aa ce npasu cTuNANOBHAHO € 110 200 mg HU3XOAALIO WK BB3XOAALIO B3 OCHOBA Ha
HHIHBHIYATHATa oHocumocT. Jlo3aTa Ha nazonauub He Tpabea na Haapumasa 800 mg.

[leouampuvna nonyiayus

Masonanu6 we Tpa6GBa aa ce H3NO0J3Ba NP AeLA Ha BB3PACT NOA 2 FOAMHH MOPaaH cho0paxeHHs 3a
6e30MacHOCT OTHOCHO pacTexXa H pa3sBHTHETO Ha OpraHuTe (BXK. TOUKHK 4.4 1 5.3).

be3onacHocTTa M epUKACHOCTTA Ha NazonaHKO Npu Aeua Ha Bb3pacT oT 2 7o 18 roguum Bee ollie He €
YCTAHOBEHA.

HanuuHuTe NOHAcTOALIEM JaHHH ca onucaHH B Touka 4.8, 5.1 ¥ 5.2, HO nIpenophLKH 3a AO3UPOBKATA
HE Morar ja OpJaT JaJeHH.

Cmapuecka ev3pacm
JlaHHHTE 38 NPUNOKEHHE HA Na30NaHUd NMpH MauMeHTH Ha BB3PACT Ha U HaJ 65 roauum ca

orpaHduceHy. B npoyusaHus ¢ na3zonaHuod npy 6LOpEUHOKNETLYEH KAPLIMHOM KAaTO LU0 HE Ca
HaGMmoONaBaHH KITMHHYHO 3HaYHMH Pa3nHuKU B 6€30macHOCTTa Ha na3onaHud Mexay Xopa Ha Bb3pacT
Haj 65 roAMHH ¥ NO-MJ1aJH NauKHeHTH. KNTHHHYHHAT ONHUT He NOKa3Ba Pa3iMKH B NOBNMABAHETO
MEXAY NALHEHTHTE B CTAPUECKA BL3PACT H NMO-MJIAJUTE NALMEHTH, HO HE MOXKE J1a CE€ H3KJIIOYH
MOBHILICHA YYBCTBHTEJIHOCT NPH HAKOM MALIMEHTH B CTap4YecKa Bb3pacT.

bvbopeuno vepescoane
Manko BeposaTHO € 6B0peuHOTO YBpeXKaaHe na Oka3Ba KIMHHHYHO 3HAUYUM e(EeKT Bb

¢apMaKOKHHETHKATa Ha Na30naHUb, KaTo ce HMa npeasuA Huckara OudpeuHa ekc




nasonaHu® U HeroBuTe MeTadONMUTH (BK. TOUKA 5.2). [lopagH Ta3u npHyHHA He ce Hajlara KOpeKLHS
Ha J03aTa NMPH NALHEHTH C KPeaTHHHUHOB KHpBLHC Haja 30 ml/min. [1pn naumeHTH ¢ KpeaTHHHHOB
knupbHC noa 30 ml/min ce npenopnyBa NOBHIICHO BHUMAaHHE, Thil KATO HAMAa ONMHT ¢ Na3onaHub npu
Ta3M MOIMyJIatiHd NAalHEHTH.

Yepuoopobuo yepescoane

[IpenopbkuTe 3a AO3MPAHE NMPH MALMEHTH C YEPHOAPOOHO YBpPEIKAAHE ¢a OCHOBAHM Ha
dbapMaKOKHHETHYHHTE NPOYUYBAHHA HA NA30MaHUO MPH NALMEHTH C pa3iiyHa cTeNneH Ha YepHoApoOHa
auchyHkumd, (BxK. Touka 5.2). [Ipeau 3anoyuBaHe U o BpeMe Ha JICYEHHE C Na3ofaHuO Ha BCUYKH
nauneHTH TpAOBa Aa ce NpaBaAT H3CAEABAHHA HA 4epHOApoOHATa QYHKUMS, 34 JA C€ ONPEACIR JATH
MMaT HepHOAPOOHO yBpexaaHe (BXK. Touka 4.4). [IpunoxeHnero Ha na3onaHud npu NalUeHTHy ¢ NEKO
WIH YMEPEHO 4epHoapobHO yBpeXKaaHe TpsaOBa Aa cTapa ¢ NMOBUILICHO BHHMAHHE H TTPH BHUMATEITHO
NpocNeAsBaHe Ha MOHOCUMOCTTA. [IpenoprunTenHaTa 1032 NPH NALMEHTH C IEKH OTIJIOHEHHS B
CEPYMHHUTE YepHOAPOOHH NOKa3aTe/H (AepHHHPAHH WM KaTO HOPMAJIKHM CTOMHOCTH Ha OMNHpYOHHa
H NOBMILICHHUE Ha aJlaHWH-aMUHOTpaHChepa3a (AJIAT) oT BCsAKa CTENeH, MW KaTo NMOBHLICHHE Ha
Sunupybuna (>35% aupekren) Ao 1,5 mbTH ropHara rpaHHua Ha Hopmata (I'T'H), HezaprcHMO OT
crofiHocTTa HAa AJIAT) e 800 mg nazonaHub peaHBX AHEBHO. [1pH NaLBEHTH C YMEPEHO
yepHoApoOHO yBpexaaHe (AchHHUPAHO KaTO NMOBHIICHHE Ha OmnpyOuH > 1,5 no 3 mbTH ropHaTa
rpaHMLia Ha HOPMATA, HE3aBUCHMO OT cTOHHOCTUTE Ha AJIAT) ce npenoprysa HaMaIeHa 1034
nazonanub 200 mg peanbXK AREBHO (BXK. TOUKa 5.2).

[Mazonanub He ce npenopbUBa MPHK NALMEHTH C TEXKO YepHOAPoOHO yrpexnane (neduHHpaHo KaTo
o0 6unupyOHH > 3 T ropHaTa rpaHMLIA Ha HOPMAaTa, HE3aBHCHMO OT CToliHOCTTa Ha AJIAT).

Buxre Touka 4.4 3a npocneasBane Ha 4epHoapoOHaTa PYHKLMA M 3a MPOMAHA Ha J103aTa NPy
MaLUMEHTH C IEKAPCTBEHO MHAYLIMPAHA XeNaTOTOKCHYHOCT.

HauuM Ha NIpUIOKEHHE

[TazonanH® 3eHTHBA € 3a NepopanHo npuinoxeHue. Toi Tpadpa na ce npuema 6€3 xpaHa, NOHE €1MH
Yyac NMpeay WiM JBa 4Yaca cliell XxpaHeHe (Bx. Touka 5.2). Punmupanure tabnerk Tpadsa na ce
[IpHEMAT LIEJIM ¢ BOJA H J1a He ce YYNAT WIH HaTpollasat (BXK. Touka 5.2).

4.3 IlpornBonoxazaHus

CBpBbXHYBCTBHTEIHOCT KbM aKTUBHOTO BELLECTBO MJIH KbM HAKOE OT NMOMOLIHHTE BEIIlECTRA,
w3bpoeHu B Touka 6.1.

44 ChneuHaJHH npeaynpexaeRHs H NpeANa3HA MEPKR OpH ynorpeba

HepHoapoOHu edexTn

1o Bpeme Ha npHiokKeHHe Ha nasonaHud ca choOLaBaHH cilyyad Ha YepHOApOOHa HEZOCTATBYHOCT
(BrutrouHTENHO (haTanHu ciyyau). [Ipunoxenuero Ha nazonaHUb NpH NALMEHTH C JIEKO WIH YMEPEHO
yepHOAPOOHO yBpeaaane TpadBa aa ¢TaBa ¢ MOBHILEHO BHUMAHHE H NPH BHHMATEIHO NPO

(nedUHHpPAHH HAHM KATO HOPMANHH CTOMHOCTH Ha OWIMpYOHHA H MOBHILEHHE Ha
CTelIeH, WK KaTo NOBHILCHHE Ha Ounupy6GuHa o 1,5 mbTH ropHaTa rpaHiLa Ha H
ot croitHocTTa HAa AJIAT) e 800 mg nasonanu® seaHbx AHeBHO. IIpH nauMeHTH
yepHOAPOOHO yBpeXIaaHe ce MpenopbYBa HamaleHa fo03a nazonanyub 200 mg Bex



(noeuiueHue Ha GunupybuHa >1,5 A0 3 MbTH ropHaTa rpaHHLia Ha HOpMaTa, He3aBUCHMO OT
croiiHocTuTe Ha AJIAT) (Bx. TouKka 4.2 M 5.2). [lazonaHKb He ¢e NpenopvYBa NPY NALMEHTH ¢ TEXKKO
yepHOAPOOHO yBpexxaaHe (obm 6unupybun >3 nbTH ropHaTa rpaHKLA HA HOpMAaTa, HE3aBHCHMO OT
croitHocTTa Ha AJIAT) (B3k. TOuka 4.2 1 5.2). [1pu Te3n nanMeHTH excno3HuXATa npy no3a 200 mg e
3HAYMTEHO HaMaJieHa, BBIIPEKH Y€ € MHOTO BapHaOHIIHA, CBC CTOHHOCTH, CYHMTAHH 33 HEAOCTATHYHH
Na OCUTYPAT KJIMHHYHO 3HAYHUM €(EKT.

B xAMHWYHH Npoy4BaHKA ¢ nasonaHud ca HabmoaasaHH NOBUUICHH HUBA HA CEPYMHHUTE
TpaHcamMHHa3d (AJIAT, acnaprat amuHoTpaHchepasza [ACAT]) n Ounupybun (Bx. Touka 4.8). B no-
rongMa 4acT OT CiyuadTe € cho0maBaHo 3a uzonupaHo nosyasaHe Ha AJIAT u ACAT, 6e3
ChITETCTBALLIO NOBHLIABAHE Ha ankanHaTa ocdarasza win Ounupybuna. [aunenTn Ha Bu3pact Han 60
FrOJMHH MOXKe J1a ca ¢ NnoBHILieH pyuck 3a eka (> 3 x ITH) ao texxa (> 8 x I'TH) crenen Ha -
norvinaBaHe Ha AJIAT. [lauuenture, HocuTenK Ha anen HLA-B*57:01 cbilo ca H3NI0KEeHH Ha
MOBHIllEH PHCK OT noBxHiaraHe Ha AJIAT, cebp3aHo ¢ npuema Ha nazonaHub. YepHoapoOHata
¢yHKUHA TpaOBa 1A ce NpocneasaBa NPU BCHYKH, NOJTy4YaBally Na30naHH0, HE3aBUCHMO OT N'¢HOTHNA H
Bb3pacTra (BxK. TOUka 3.1). '

CepyMHHTE YepHOAPOOHH noxazaTenu TpAOBa 1a ce H3CNCARAT NPEAH 3aMOUYBAHE HA JICYEHHUETO C
nazonanub, Ha 3-Ta, 5-Ta, 7-Ma U 9-Ta cenMHLIa, ClIeA KOETO Ha 3-TH H Ha 4-TH Mecely, ¢
DOMBJIHUTEIHH H3CIeABAHUA IPY KIMHHYHH MOKa3aHuA. [lepuonuyHoTo MM H3cneaBaHe TpsOBa ga
NPOABJLKH H clied 4-Thn Mecell.

Bixre Tabnuua 1 3a ykazanus 3a NpoMsHa HAa 103aTa MPH NaLHEHTH C HIXOAHH CTOHHOCTH Ha od1I
OnnupyOuH <1,5 x TTH u ACAT u AJIAT <2 x I'TH: |

Tabnuual [Ipomenw Aa 203aTR OPH JEKAPCTBEHO HHAYIHPAHA XENATOTOKCHYHOCT

CroitHocTh Ha uyepHoapobuuTe | [lpomsHa Ha no3ara
| MoKasaTe;iH
[TopuiiaBaHe Ha Jla ce mpoaB/nKK ICUEHHETO ¢ Na30naHldd, KaTo BCgKa ceiMHiIa
TpaHcaMHHa3uTe Mexxay 3 H 8 | ce npocnenasa uepHoapodbHaTa GpyHKuM, NOKATO HHBATA HA
x ITH TPaHCAMHHA3HWTE c€ BBpHAT 10 CTreneH | uiKn 10 H3X0OHO HHUEO,
[ToBHaBaHe Ha Jla ce NpeKbCHE ICUECHHETO ¢ Na3onanud, 10KaTo HUBATa Ha
TpancamuHaznre >8 x I'TH TpaHCAMHHA3MTE ¢e BBpPHAT A0 CTeneH | unm A0 H3X0AHO HHBO,
| AKO ce npeLieHH, Y€ NOTEeHLHaNHUTe NON3H OT NOBTOPHO
3aII04YBaHE Ha JIEYSHHE ¢ NMa30NMaHU® HaaBMILABAT PHUCKA OT
XenaTOTOKCHYHOCT, TOraBa 1a e 3afouHe OTHOBO JIEYEHHE ¢
na3onasHd B Hamanena no3a or 400 mg nHeBHO 1 Aa ce
H3CJICIBAT CEPYMHHTE YePHOAPOOHH MOKA3ATENIH BCAKA CeAMMLA
B NpOAB/DKEHHE Ha 8 ceAMHUM. AKO cliefl MOBTOPHO 3ano4vBaHe
Ha JICYEHUETO C NA30NaHud, MOBUINIABAHETO HA TPAHCAMHHAZHTE
aocTurde oTHORO >3 x I'TH, npreMbT Ha nasonann® tpabea na
Ce NMPEYCTAHOBY OKOHYATETHO.
[ioBHnaBase Ha Ha ce npeycTaHOBH OKOHYATE/IHO NMPHEMBT Ha Na3onaHud.
TpaHCaMHHa3HTe >3 X ITI—I ITaupeHTHTE TPAOBA Aa Cc€ NpocaensBaT, 10KaTO HUBATA Ha
33€/IHO € NOBHIIABAHE HA TpaHCaMHUHA3uUTE c€ BbPHAT A0 CreneH | UM a0 N3XpaAC MEHE,?U?
ounupybuHa >2 x ITH [lazonanub e UGT1 A1 nuxuburop. Jleka, HHANpeE TS —. i >
(HekoHIOrMpaHa) xunepOunupyOHHEMHA MOXKe i E:ri?f‘() O Ttk (%‘;;,
MpH MNALKUEHTH CBC CHHAPOM Ha Gilbert. [TauueHTH 1 3
MHANPEKTHA XHUIIEpOWIHPYOHHEMHS, H3BECTEH tﬁ; ' ; fJ %’
;-EH R / N
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cuHapoM Ha Gilbert, u nosumanane Ha AJIAT >3 x ITH tpsatea
na ce JIEKYBaT criope NpenopbLKUTE, AaA€HH 38 H30JIHPaHH
nopHiasanus Ha AJIAT.

EnnoBpemeHHaTa ynorpefa Ha nazonaHHd U CHMBaCcTaTHH YBEJHYaBa PHCKA OT MOBHILIABAHE Ha
AJIAT (Bx. Touka 4.5) v TpabBa Aa ce OCHINECTBARA C MOBHILICHO BHUMAHHWE M CTPHUKTHO HalbmoaeHue.

XHUNEPTOHUSA

[Ipy KIHHAYHKY NPOyYBaHMS C NA30NaHUO ca HACTHNBAIH CHLOMTHA Ha XHINEPTOHUA, BKITHOYUTETHO
HOBOJHArHOCTHUHPaHW CUMITOMATHYHHK €MH30AH HAa MOBHUILNEHO KPBBHO HaNAraHe (XUNepToHUYHa
kpu3a). KppBHOTO Hasisrane TpaOBa Aa € Ao0pe KOHTPOIUPAHO Npeay Aa e 3arno4vHE MPHEM Ha
naszonaHu6. [TaumenTuTe TPAOBa N1a C& MPOCHEAABAT 32 XMUIIEPTORUA CKOPO ¢ 3anoyYBaHe Ha
neyeHne (He NO-KbCHO OT €AHA ceAMHLA Cie]] 3a104BaHe Ha Na3onaHul) H Ha YeCTH HHTEPBAIH CllE]
TOBA, 34 N1a C€ OCHTYPH KOHTPOJI Ha KPBBHOTO HasraHe. [ToBHIlIEHUTE HMBA HA KPHBHOTO HAJISTAHE
(cucTonHO KpbBHO Ranarade =150 mm Hg unu auacronro kpwuBHO Handarave =100 mm Hg) ce
[POABABAT PaHO B X012 Ha JieueHHeTO (npy npubausurenHo 40% ot cnyyaure ca ce NMPOABHIM A0 9™
IeH, a npu npudbnusutenrno 90% ot ciyyauTe ca ce nposBuUaH 11pe3 mppeuTe 18 ceamuum). KpreHoTto
HansraHe TPAGBa Aa ce MPOCNEAABA H Ja ce OBNANABa He3a6aBHO ¢ KOMOHHALNS OT
AHTHXHIIEPTEH3UBHO JIEUEeHUE H NMTPOMAHA Ha Ao03aTa Ha nazonaHud (cndpaHe U NOBTOPHO 3allOYBaHeE ¢
HaMaJleHa 103a Cnopel KIMHHYHATA npeneHka) (Bx. Toukd 4.2 u 4.8). JleueHnero ¢ nazonauub tpabea
Ja ce MpeKpaTH, aKo MMa AOKa3aTeNCTRa 38 XMNEPTOHHYHA KpH3a WIH aKO XHIIePTOHUATA € TEXKKaA
IEPCHCTHPA BBIIPEKH 8HTHXMMECPTECH3URHO JICYCHHE U HAMAJIABAHE Ha 103aTa Ha na3onaHHo.

CunapoM Ha noctepHopHa obpatruma enuedanonatua (PRES)/CunapoM Ba obpaTtHMa nocTepHopHa
neskoeHuedanonatus (RPLS)

PRES/RPLS e crobinasaH BbB Bpb3Kka ¢ nazonanin®. PRES/RPLS moxe na ce nposeu ¢ rinasobonue,
XMNIEPTOHHA, MLPUOBE, JIETAPrHa, OOBPKAHOCT, CJIENOTA U APYTH 3PHTE/IHA M HEBPOJIOTHYHA
HapyLleHHs, U Moxke A4 Obae ¢ ¢araneH usxoa. [laumenrure, pazsupamy PRES/RPLS, tpabsa
3aBMHACH J1a IPEKPATAT JICHEHHETO C Na30MnaHMuo.

Hurepcrinanya 6enoapobna Gonect (Mbh)/TIHeBMOHMT

HHurepcTHLManHa Senoapobra bonect, KOATO MOXKe Na € ¢ daTaleH U3X0o], € cbod1IaBaHa BbB BPbL3Ka
¢ nazonaHub (Bx. Touka 4.8). [launeHTHTe TpabBa na ObaaT HabMoOAaBaHH 3a DenoapodHH CHMITTOMH,
Haco4yBall KbM Ubb /NHEBMOHHT M NieYeHHETO ¢ naszonaHud TpaAdBa Aa ce MpekpaTH NPH NaLHEHTH,
pazpuBalii Ubb 1M NHEBMOHMUT.

Copaeyna auchyHKLME/CHpACUHA HEAOCTATEYHOCT

PuckoBere 1 NON3HUTE OT NEYEHUETO ¢ na3zonaHvd TpadBa na ce nNpeleHAT Npear 3ano4BaHe Ha
JICYECHHE TPH MALMEHTH C NPEALIECTBAILA chpAeUHa AuchyHKLMA. be3zonacHocTTa B
(apMaKOKHMHETHKATA Ha NMa3ornaHud NPy NaUHEHTH C YMEPEHA 0 TEKKAa CbpACYHAa HEAOCTATHHHOCT
WIK NPH NaUHEHTH C HUBA Ha JIeBOKaMepHa ¢gpakuvs Ha nitinackeane (LVEF) non HopmanneuTe He ca
MPOYYEHH.

B K1MHHYHH Npoy4BaHUA ¢ nazonaHuO ca HabmoaaBaHu ¢cuOUTHR HA CHpaCUHA
KOHI€CTHBHA ChpAeyuHa HeaocTaThuHOCT M HamaneHna LVEF (Bsx. Touka 4.8). B ‘JL_
NpOyuBaHe, CpaBHABALIO Na30NaHu0 W CYHHTHHHO npH 6BOpeyHOKNEThYEH Ka



(VEG108844), na yuacTHHUMTe ca npaseHH uiMepsanua Ha LVEF na uaxonHo HUBO M nocneapaiuy
u3mepBaHua Ha LVEF. Habnionasana ¢ Muokapaxa aucdyHkuus npu 13% (47/362) ot nuuara B
pamoTo Ha nazonaHud B cpasHeHHe ¢ 11% (42/369) or nvuara 8 paMOTO Ha CYHUTHHUOD.
Habmonapana € KOHrecTHBHa chplieuHa HeaocTaThyHOCT NpH 0,5% oT nvuaTa BLB BCAKO OT paMeHara
Ha JieueHHe. KOHreCTHBHA CHbPACYHA HEOOCTATHYHOCT € noknaasaua npy 3 ot 240 nyua (1%) sbB
daza I1I STS npoyusanero VEG110727. Hamanasane Ha LVEF npu nuua ¢ wamepBanua cnea
3afoYBaHe Ha eUEHHETO H MPH nocacasallyd namepsaius Ha LVEF, ¢ ycranoseno npu 11% (15/140)
B rpynara Ha nazonaHu® B cpassensie ¢ 3% (1/39) B rpynara Ha uiaue6o.

Puckoeu ghaxmopu

Tpunaaecer or 15 yyacTHMUM B rpynara Ha nazonanub B STS npoyusaHnero ¢a3a III ca wmanu
€IHOBPEMEHHO M XHIMEPTOHHA, KOATO MOJKE 12 € BIIOLLIWIA ChpASeYHATa AUCHYHKLMA PH PHCKOBH
MalMHEHTH YPe3 NMOBHLIABAHE Ha CJIEA HATOBAPBAHETO HA ChpUETO. 99% oT naumeHTHTe (243/246),
BKaoueHH B STS npoyueaneTo ¢aza I, exmounrenHo Te3n 15 yyactHauM, ca npHeManH
aHTpauMKiIKH. [IpeamecTsaluo JeueHre ¢ aHTPALMKIAKH MOXe 1a € pUCKOB $aKTop 3a ChpAeUHa

AUCOHYHKIINA.

Pezyamam

HerupH o1 15-Te yyaCTHHLIM ca C€ Bb3CTAHOBWIHM HAITLJIHO (B paMKUTE Ha 5% OT M3XOHOTO HHBO) H
[IPH 5 € HMAJI0 YaCTHYHO Bb3CTAHOBABAHE (B PAMKHTE HA HOPMAIHMTE I'PaHHLIK, HO >5% nox,
M3XOAHOTO HHBO). ENHH YYaCTHHK HE C€ € Bb3CTAHOBHJL, a 38 OCTAHAJIUTE 5 YYAaCTHHLHA HAMA HAJITHYHU
AAHHH OT NpochendaBaHe.

Oenaossane

CnHpaHe Ha IeYECHHETO ¢ NasonaHubd WK HamansaBaHe Ha Ao3aTa TpsOBa Ja ce KOMOKHHpAT ¢
JICYEHHE Ha XHIIEPTOHKATA (aKO MMA XMIICPTOHHA, BIDKTE NpeAYNPEANTETHHS pa3aca No-rope) NpU
NALMEHTH CBC 3HAYMTENHO HaManaBane Ha LVEF, cnopen knHHHYHHUTE nOKa3aHK4.

[TaumenTuTe TPAbBA Aa C€ NpocneadaBaT BHMMATENHO 3a NPHU3HALUM WIH CUMITTOMH Ha KOHIecTHBHA
ChPIACYHA HEAOCTATBLYHOCT. [IpH NaLMEHTH ¢ PHCK OT ChpleuHa JUCOHYHKINA ¢¢ NPENOPBbYBa
H3CNIE/IBAHE Ha M3XOAHO HHBO U NepuonyHa oucHka Ha LVEF.

Yawmxasane Ha QT unTepBana M forsade de pointes

B knuHUYHH npoy4BaHuA ¢ nazonaHu® ca HabmoaaeraHu crOUTHA HA yawbkapane Ha QT uHTepBana u
torsade de pointes (Bx. Touka 4.8). [Iazonanu6 Tpabsa aa ce rnpunara ¢ NOBUILICHO BHHMAHHKE TNPH
NalUMEeHTH ¢ aHAMHe3a 3a YAb/hkaake Ha QT MHTepBana, NPM NALHEHTH, KOHTO [pHeMaT
AHTHAPUTMHUYHH JICKAPCTBA WK APYTH JCKAPCTBEHH MMPOAYKTH, KOMTO MOraT Aa yawpkat QT
HHTEPBAa, KAKTO H NMpH NALKEHTH CbC CHOTBETHO NPEJUIECTBALLO ChpAeuHo 3abonasane. [Tpu
NPWICKEHHE Ha 11a30NaHUG ce NPeropbYBa NPOCNeAsBaHe HA eIEKTPOKAPIHOrPAMHTE IIPH 3alIOUBaHE
Ha JIEYEHHETO U NMEPHOAMYHO C/IE] TOBA, KAKTO W NOAAbPXKAHE HA HHBATA Ha eNeKTPONUTHTE (Hamp.
KanUUH, MarHe3ni, Kanui) B rpaHHLMTE HA HOPMATA.

AprepHaniy TpoMboTHUHH cEOHTHA

B xn1HHHYHH Npoy4BaHHA ¢ Na3onaHuo ca HaOmoaaBaHK cilyyaH Ha MUOKapAEeH HRpapKP K ToKAE
HCXEMHUA, HCXEMHUUYECH HHCYAT H TPAH3UTOPHH HCXEMHYHHM aTakH (BXK. TouKa 4.8). Habodhaume
cbOuTHs ¢ neranel u3xoa. [lazonanu® TpabBa aa ce npunara ¢ NOBMiIIEHO BHHMAHHE @ .
MOBHUIECH PHCK 332 TPOMOOTHYHM CHLOMTHA MM KOMTO UMAT aHAMHE3a 34 TpOMOC { eh G

[Na3zonanu6 He € NpoyuBaH fPK NAUMEHTH, KOWTO Ca MMAalTH eNH30/1 B PAMKHKTE Ha Nigeixciigey 67,
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mecena. PeuleHreTo ganu na ce npuioxu NeueHne TpadBa aa ce HanpakH Bh3 OCHOBA HA OLIEHKA Ha
HHAMBH/IYaNHOTO ChOTHOLICHHE NOJ138/PUCK 32 NALMEHTA.

Benosnu tpomboembonuynn crOHTHA

B KIHHHYHH Npoy4BaHKHA ¢ Na30naHub ca HabnonapaHH BeHO3ZHH TpoMOOeMOONHYHH chOUTHA,
BKJIIOUMTENHO BeHO3Ha TpoMO03a K OenoapodHa embonus ¢ neraneH u3xoa. Benpeku ye ca
HaObmonasakK U B Asere npoyuBaHud - RCC u STS, yectorara uM € 6una nmo-pvcoka B STS
nomyaanuara (5%), B cpasHenne ¢ RCC nonynawmisra (2%).

Tpombornuna mukpoanrdonarus (TMA)

TMA e cpobilaBaHa B KITHHHYHHTE NPOYUYBaHMA ¢ Na30naHUO KaTo MOHOTEpania, B KOMOHHauus ¢
Oepaun3ymMad ¥ B koMOMHaLMA ¢ TonoTekaH (BXk. Touka 4.8). [lalseHTHTe, passusaii TMA, tpabea
OKOHYATENHO 1a NMPEeKpaTAT JeueHHeTo ¢ nazonanud. Cnen cnupaHe Ha JieueHHeTo € HabnmonasaHa
obparumoct Ha epexrure Ha TMA. Tlazonanu® He € nokasaH 3a KOMOMHHPAHO NPUIIOIKEHHNE C APYTH
CpeAcTBa.

XemoparuyHi CrOHTHA

B knHHMYHH npoyuBaHUs C fazonaHdd ca crolbiaepaHu cLOMTHSA, CBBP3aHH C XeMoparus (Bx.

TouKa 4.8). HacTbnBanu ca xeMoparuiHi ¢weOUTHA ¢ aTtanieH u3xo. [1azonanud He e npoyusaH 1pH
NMALUEHTH ¢ aHAMHE3a 33 XEMONTH3a, MO3IBYEH KPbBOHINHUB WIH KIHHHYHO 3HAYHM |
ractpouHTecTHHaleH (I M) kpbeRou3nuB npes nocneasuTe 6 Meceua. [azonanub tpabea aa ce
MpUsIara ¢ NOBHMUIEHO BHUMAaHHE NPH MAMEHTH ChC 3HAYMTENEH PHCK OT KbPBEHE.

AHEBEHBHH H apTepHaJIHH MHCEKALIHHA

H3non3eaHero Ha HHXnOUTOpH HA META HA VEGF nipu nauueHTH ¢be WK 63 XHNEePTOHMA MOXKE Na
NOANOMOTHE 06pa3yBaHeTo Ha aHeBPH3MH W/WIH apTepuaniu aucexaunn. [peay 3ano4sasero Ha
Je4YeHHeE ¢ nazonaHud TpabBa BHHMATETHO Ja ¢e NPELEHH TO3H PUCK NPH NALUHEHTH C PUCKOBH
$HaKTOPH KaTo XMNEPTOHHA WIH aHaAMHE3a 33 aHEBPH3MM,

I ac'lpdumecmﬂanuu (TH) nepdopaunu ¥ dpucryna

B xi1AHHYHH Mpoy4YBaHUA ¢ naszonaHud ca HabmonaBaHH CLOMTHA Ha FACTPOHHTECTHHANIHA
nepdopaums WK $puctyna (BX. Touka 4.8). HacToneanu ca crOUTHA Ha nepdopauus ¢ JeTaleH H3X0/.
[Mazonanu6 Tpaba na ce NpHnara ¢ MOBHILEHO BHHMAHME MPH NALMEHTH ¢ PHCK OT pa3BHUTHE Ha
raCTpOMHTECTHHAJIHA nepdopauns Wik pucryna.

3apacTBaHE Ha paHH

He ca nposex<1aHH o HLMATHN IPOYYBaHHA 3a ed)ekTa Ha Ma30MaHHO BLPXY 3apacTBAHETO Ha PaHH.
TobH KaTO HHXHOUTOPHTE Ha CHAOBHA €HAOTENECH pacTexeH dakTop (VEGF) morat aa siomar |
NpoLeca Ha 38PacTBAHE HA PaHH, JICUEHHETO ¢ nasonaHud TpabdBa na ce cnipe Haii-Manko 7 KM Npeay
IUTAHOBA onepauus. PelueHHeTo 3a NOBTOPHO 3ano4BaHe Ha JieYEHHE ¢ Na3zonanud cnen
TpAGBa A4 ce OCHOBABA HA KIMHKYHA OLIEHKA 33 afIeKBATHOTO 3aPACTBAHE Ha PAHATA.
na3zonaH4do Tpabpa a ce NpeyCcTaHOBH NPH NALMEHTH ¢ AEXHCUEHLMSA HAa paHaTa.




XHNOTHPEOKAHIBM

B xauHHYHK npoyuBaHud ¢ nasonaHHd ca HabalonaBaHW CHOMTUA Ha XHIIOTHPCOHAH3BM (BXK. TOYKA
4.8). [1penopbuBa ce H3X0AHO JabOPaTOPHO U3CEeABaHE HAa THPEOHAHATA (PYHKLMA U MALUEHTUTE C
XMNOTUPEOUAHIBM TpAOBa a ce JICKYBAT CNOpel CTAHAAPTHATA MEAWLIMHCKA NPAKTHKA NPEeaH
3aMI0YBAHE HA JICYCHHE ¢ Nasonakub. BcHukn nauneHTH TpabBa Ja 6baaT BHMMaTeTHO HabNoAaBaHH
3a MPU3HALIM U CHMITOMH Ha TUpeoHaHa AUChyHKIMA npy NeyeHHe ¢ nasonadud. JlaboparopHo
[pocaeIABaHE Ha TUPEOUHaTa GYHKIMA TpIOBA a ce MPOBEXKAa NEPHOHYHO H 12 Ce fIEKYBa
Cropel CTRHAAPTHATA MEAULIMHCKA [IPAKTHKA,

[IpoTeHHYDKRA

B KnHHHYMHK Npoy4YBaHKuA ¢ na3zonaHud ca croduapaHH ciyyau Ha nporernypHs. [Ipenoptusa ce
H3CNICABAHE HA YPUHATA B HAYANIOTO Y MEPHOJHYHO N0 BPEME HA JIEYEHHETO, H NMaUMEHTHTE TpAOBa na
Ce TIPOC/IeAABAT 38 BIOILIABAHE Ha MPOTeHHYpHaTa. [lpHeMbT Ha nasonanu6 Tpabea aa ce
NPEYCTAHOBH, 8KO NMALMEHTHT pa3eue HeGPOTHUCH CHHIPOM.

Tymop-nu3nc cunapom (TJIC)

Bu3unkesanero Ha TJIC, smiountendo TJIC ¢ neranen u3xon, ce cBup3sa ¢ ynorpedara Ha nasonaHud
(Bx. Touka 4.8). [1auMeHTH ¢ nosMilieH puck ot Bb3HUKBaHe Ha TJIC ca Te3un ¢ 6Bp30 HapacTRallH
TYMOPH, T'OJIIM TYMOpeH ToBap, Ov0peuna aucpyHkums unm aexuaparauus. [Ipeau sanoupaHe Ha
JIeYEHRETO ¢ nazonanud Tpabea na ce OOMUCNAT NpeBAaHTUBHH MEPKHU, KATO ICUCHHE HA BUCOKH HHBA
Ha NMUKOYHA KHCEITHHA U HHTPABCHO3HA XHApaTauud. HlauMeHTHTE, H3I0)KEHH Ha PHCK, TpAOBa Ja ce
npocieAsBaT BHAMATENHO H JIa C€ JICKYBaT Cropel KITHHHYHHTE NOKa3aHHA.

[THeBMOTODAKC

B xMHHYHH npoy4YBaHHA ¢ nasonaHub Npu HanpeaHan CapKkoM Ha MEKYTE ThbKaHH ca HabnmonasaHu
cbOUTHA Ha NHeBMOTOpake (BX. Touka 4.8). [laniyeHTuTe Ha NeyeHue ¢ nazonanub rpabea na ce
Ha0I0NaBAT BHUMATEITHO 3a NPU3HALIW H CHMITTOMH HA MTHEBMOTOPAKC.

[leanaTpyuHa nonynauus

Tbil KaTO MEXaHM3MBT Ha ACHCTBHE Ha Na3onmaHud MOXKE a 3aCerHe TEXKO pacTexa H pa3BHTHETO Ha
OPraHHTE M0 BPEME Ha PAHHOTO NOCTHATAIIHO PA3BHTHE NPH rpH3auM (BX. Touka 5.3), nazonaHud He
TpaOBa 1a ce JaBa Ha NeJHAaTPHYHH NALHEHTH Ha BB3PAcCT MoA 2 roAHHH,

Hudekiiun

Cpolblasanm ca cryyan Ha CEpUO3HH HHQEKUMH (CbC MM 6e3 HEYTPONEeHHA ), KOUTO B HAKOH CITy4au
Ca 3aBBPLIBAITH C JieTalleH U3XO0/.

KDMﬁHHMH C APYIH CHCTCMHH TTDOTHBOPAKOBH TEPAIIHH

KiiuHn4sMTe Mpoy4BaHus Ha na3onaHub B komOuHaLMa ¢ peauua Apyry NpoTHBOPAKOBH
(BKTIOUHTENTHO HANpHMEP NEMeETpeKce, n1anaTteHud U neMOponusyMab) ca npekpareH
nopajy OMaceHHs 3a NOBHILEHA TOKCHYHOCT W/HNH CMBPTHOCT, H HE € YCTAHOBEHa O
edeKTHBHA N03a NPH KOMOUHALIMA HA TE3H JICUECHUA. |




bpeMeHHOCT

[IpeaxnuHHYHHTE NPOYYBAHKS NPH XKHBOTHH CA NOKA3ANH PENPOAYKTHBHE TOKCHYHOCT (BXK. TOYKA
5.3). Axo naszonaHu® ce npuiara rno BpeMe Ha OpeMeHHOCT HJIM aKO NalMeHTKaTa 3abpemenee 1o
BpEME Ha JICYEHHETO ¢ Na30naHub, MOTeHUMANHUAT pUCK 3a (eTyca Tpadsa na 6bae obAcHeH Ha
naiMeHTKaTa, JKeHu ¢ feTepoacH NnoTeHUHaN TpaOBa Aa ObJaT NOCHLBETBAHM A8 U30ArBaT
3a0peMeHABaHEe, AOKATO Ca Ha NICYEHHE C nazonanub (Bx. Touka 4.6).

BizaumopaeiicTBus

EnHoBpeMeHHOTO NeyeHue ¢ MOLIHH HHXHOUTOPH Ha CYP3 A4, P-rnukonpoteuna (P-gp) win
[POTEHHA Ha Pe3HCTEHTHOCT Ha pak Ha repaara (BCRP) TpaGea Aa ce H3bsarea nopaau pucka ot
MOBHIIlEHA eKCTIO3UIMA Ha TazonaHub (Bk. Touka 4.5). Tpabra na ce odmucau n3bdop Ha
AITCPHATHBHH CHITBTCTBALLM IEKAPCTBEHH CPeaAcTBa, 63 WK ¢ MHHHMMANEH NOTCHLMAN 3a
nuxubupane Ha CYP3A4, P-gp unu BCRP.

EnnospeMenHoTo NeueHre ¢ HHAYKTOpH Ha CYP3A4 Tpabea aa ce u3bsarea nopaau pHCK OT HaMaJIEHa
eKCNO3ULMA Ha na3onaHud (BXK. Touka 4.5).

HabmopnasaHH ca CJIY4HaH Ha XHICPIIIHKEMHA TIPH CAHOBPCMCHHO JICUCHHE C KETOKOHA30IL.

EnHoBpeMeHHOTO NpHIOKEHHE Ha Na3onaHHb cbe cyGeTpaTi Ha ypHAHHARGOCHATIIIOKYPOHHN

tpaHchepasza 1Al (UGT1 A1) (nanp. npHHOTeKaH) TpabBa fa cTaBa ¢ MOBUILEHO BHHMaHME, Thil KaTo
naszonanubd e unxudbHTOp HAa UGTI1 A1 (BX. TOUKA 4.5).

[To BpeMe Ha neueHue ¢ nazonaHKWd TpaORa na ce H3bArBa rMmpuemMa Ha cok ot rpeindpyT (BXK. TOUKa
4.5).

[TOMOLIIHH BellecTha '

To3n nekapcTBEH NPOAYKT ChabpXkKa no-Manko ot 1 mmol Harpuit (23 mg) Ha puaMupaHa TabneTka,
T.€. MOXE /12 C€ KaXE, Y€ NPAKTHYECKH He ChAbDXKAa HATPHIA.

4.5 BaaamoaeHcTBHE ¢ APYrE NEKAPCTBEHHA NPOAYKTH H APYIrH GOpMR HA B3IAHMOAEHCTBHE

Edexrv Ha apyr¥ I€KapcTBEHH NPOAYKTH BBDXY Ha30MNaHHue

In vitro npoyuBaHMA MOKA3BaT, Y€ OKCHOATHRHUAT MeTabOIM3bM Ha MA30MaHU0 B YOBEIIKHTE
YEePHOAPOOHU MHUKPO3OMH ce Mearupa rnaeHo ot CYP3 A4, ¢ HeaHauutenHo yyactie Ha CYP1A2 u
CYP2CS. llopaau ta3u npuunHa, UHXHOUTOpUTE U HHAYKTOpUTE HAa CYP3A4 MoraT aa NpoMeHsT
MeTabonniMa Ha nasonanud.

Huxubumopu na CYP3A4, P-gp. BCRP
[Tasonanub e cyberpar 3a CYP3A4, P-gp u BCRP.

EaHoBpemeHHOTO npwioxkeHHe Ha nazonadHub (400 mg BeaAHLK AHEBHO) C MOIIHHS HH
CYP3A4 u P-gp, kerokoHazon (400 mg Beanbk AHEBHO) 32 5 MOCNENOBaTeNHH NHH,
nosyasane ¢ 66% n 45% Ha cpeadnTe CTOHHOCTH CBHOTBETHO HA AUC0.24) M Crax
CpaBHEHHE C [MPUNOKEHHE Ha na3onaHHud camoctosTenyo (400 mg BeAHBK AHEBHO
CpapHeHus Ha GapMakOKHMHETUYHHUTE MoKa3aTeaH Ha nNa3sonaHnb Cmax (AHaNa30H Ha




croitHocTh 27,5 no 58,1 pg/ml) u AUC.24) (ananazon Ha cpeaun croiinocTH 48,7 a0 1040 pg*h/ml)
caen npmcimenue Ha nasonaHub 800 mg caMOCTOATENHO U C/eA NPHIOKEHHE Ha nasonauud 400 mg
rumoc ketokoHason 400 mg (cpeaya cToiHOCT Ha Chax 59,2 pg/ml, cpenna crofiHoct HAa AUC .24
1300 pg*h/ml), nokazear ye B NpUCHLCTBHETO Ha MOwWIEH HHxUOUTOp Ha CYP3A4 u P-gp,
HaMaJIIBaHETO Ha J03aTa Ha nasonaHud Ha 400 mg BeAHBXK AHEBHO MPH MOBEUYETO NMALMEHTH LUE
aosene 0 CUCTEMHA €KCNO3UnMA, noaoOHa Ha Ta3u, HabaroaaraHa cief NPUICKEHHWE Ha Na30onaHHd
800 mg BeaAHDK AHEBHO caMocTOoATENNHO. HaxOn nauMeHTH obaye Morar Aa UMaT NO-BHCOKA CUCTEMHa
€KCMO3ULMA Ha Na3onaHuO oT Ta3u, Habmopaeaxa cnen npunoxenue Ha 800 mg nasonanud
CaMOCTOATEITHO. |

EnHOBpeMEHHOTO NPHJIOKEHHE Ha Na30naHvKd ¢ apyry MoluHH HHXUOUTOpH Ha CYP3 A4 (Hanp.

HTPaKOHa30J1, KJIApHTPOMHKLIMH, 2Ta3aHaBHP, HHAMHABHD, Heda3010H, HenHHABHDP, PUTOHABMD,
CAKBHHABUP, TEJAUTPOMHLHH, BOPHKOHA30/) MOXKE [1a MOBUIIIM KOHUEHTpauyaTa Ha nazonanut. CoxbT
oT rpeAndpyT cbabpxka HHXHOHTOP HAa CYP3A4 H cbilo MOXKeE Ja MOBHILIH ILUTA3MEHHUTE
KOHLCHTPALIHH Ha na3onaHuo.

Mpunoxennero Ha 1 500 mg nanatHuub (cyberpar v cnab unxuburop va CYP3A4 u P-gp, u MomeH
- uExubuTop Ha BCRP) ¢ 800 mg nasonanu6b sogu no npubnuzurenHo 50% po 60% nmosuinasaHe Ha
cpeaHara AUC 24y 1 Cax Ha Na30mnaHKO, B CpaBHEHHE ¢ npuioxkeHUue camo Ha 800 mg nazonaHuo.
HMuxubupanrero Ha P-gp w/'wniu BCRP ot nanatunu®, BepoaTHo nornpuHaca 3a nosHileKarTa
EKCIMO3HLIMA Ha na3onaHuo.

EaHOBpeMeHHOTO NMpHiokeHne Ha na3zonaHud ¢ naxuburop Ha CYP3A4, P-gp u BCRP, karo
nanarduHub, We qo8eae A0 NOBUILABAHE Ha NNa3sMEHMTE KOHIICHTPALKH Ha naszonanxd.
EnHOBpEMEHHOTO NPHIOKEHAE ¢ MOLLHH uHXUOuTOpH Ha P-gp nnun BCRP cbio Moxke aa npoMeHH
€KCIO3ULMATA U pasNpeaeieHHeTO Ha Na3onaHud, BKAIOYMTENHO Y pasnpeac/ICHHETO B UCHTPAIHATA
HepsHa cyuctema (LIHC).

EnHOBpeMEHHOTO npiiokeHne Ha nas3onaHub ¢ momeH HHXHOMTOp Ha CYP3 A4 Tpsabpa aa ce n3barsa
(BX. Touka 4.4). AKO HAMA HANNKYHA MEAHLIMHCKH NPUEMNNBA ANTEPHATHRA Ha MOLLIEH HHXHOUTOP Ha
CYP3A4, npu eqHOBpEMEHHO NPHIIOKEHHE, 103aTa Ha Ma3onaHuo TpsOBa Aa ce Hamanu Ha 400 mg
AHeBHO. B TakuBa ciyyau Tpabea BHUMAaTENHO Aa ce Habaroaapa 3a HexxenaHu peakUuMK U MOoKe a ce
OOGMMC/IH TONLJIHMTENHO HAMAIABAHE HA [I03aT4, 4KO ¢4 HABMIONABAHH HEXE/AHHN PEaKLMH, Bb3MOXHO
CBBLP3aHHU C JIEKApCTBOTO. |

Kombunaumsata ¢ moutnu nHxuburopu Ha P-gp unu BCRP Tpabea na ce u3bsrsa, WM ce npenopbysa
n360p HAa ANTEepPHATHBEH CHITLTCTRALL JIEKAPCTBEH NPOAYKT €3 WK ¢ MHHMMAJIEH NOTEHLHAT 34
UHXxHOHpaHe Ha P-gp unu BCRP.

Huoyxmopu na CYP3A4, P-gp, BCRP

Huaykropu Ha CYP3 A4, kaTo pudaMnuy, MOTaT 1a NOHDKAT IUIA3MEHUTE KOHLIEHTpaLldH Ha
nasonaHud. EaHoBpeMeHHOTO NpUNoKeHUe Ha rna3onaHub ¢ MOLWHH HHAYKTOpH Ha P-gp unu BCRP
MOXE /1a MPOMEHY €KCMO3HLMATA H pasrnpeaccHHETO Ha Na30naHHe, BKIIOUHTEIHO H
pasnpeaencHueto B LIHC. [Ipenopbuba ce n1360p Ha anTepHaTHBHO CHITBTCTBAILO NeUueHNe 6e3 WiK ¢
MUHKMAJICH MTOTEHUHAN 32 MHAYKLHA HA €H3UM WIIH TPaHCIIOpTEpP.

EdexTy Ha nazonanud BupXy Jpyrya I€KapCTBERH NPOAYKTH
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noTeHUHaNHa UHAYKIHA Ha YoBelikd CYP3A4. KnuHminu QapMakoiorduHy Npoy4BaHMa ¢
npuoXeHHe Ha naszonauu® 800 mg BeaHBXK JHEBHO ca MOKAa3ajH, Y€ NasonaHud HAMa KIHHWYHO
3HaYUM edeKT BrPXY PapMakOKHHETHKATa Ha KodeHH (Tecto cyberpar Ha CYP1A2), sapdapun
(tectoB cybcTpat Ha CYP2C9), unu omernipason (rectoB cydcTpar Ha CYP2C19) npu nauueHTH ¢
kapuuHoM. ITazonaHu6 € aoBen A0 nopuuasane ¢ npuban3uTenHo 30% Ha cpeannre AUC n Chax Ha
Muaazonam (rectoB cybcrpar Ha CYP3A4) u nosuiuasaHe ¢ 33% no 64% Ha OTHOLIEHHETO Ha
KOHLICHTPALIMHTE Ha JEKCTPOMETPO(aH KbM AeKCTpodaH B YPHHATA el NMEpOpanHO NMPHIOKEHHE Ha
aexcrpomerpodaH (tectoB cyocTpar Ha CYP2D#6). EnHospeMeHHOTO NpwiokeHue Ha nazonaHut 8§00
mg BeAHBK AHEBHO W nakanTakcen 80 mg/m? (cy6crpar Ha CYP3A4 u CYP2C8) BeanTk CEAMHUYHO
€ JoBeno A0 cpeaxo nosHinapane ¢ 26% u 31%, cvotBeTHO HAa AUC M Chiax Ha TAKITHTAKCEN.

B13 ocHoBa Ha in vitro ICso ¥ in vive cToliHocTUTe Ha nnasMeHaTa Cpa, MeTabOIMTHTE HA Ma3onaHuG
GSK1268992 u GSK 1268997 moraT aa AONpHHECAT 3a HETHUA HHXHOHTOpPEH eeKT HAa Na3onanub
pbpXy BCRP. B zomrbiiHeHHe Ha TOBa, He MOe aa ce U3kmoud Huxubupane Ha BCRP u P-gp ot
nazonanud B raCTPOMHTECTHHANIHHA TPakT. EAHOBpeMEHHOTO NPWIOKEHHE Ha NazonaHud ¢ Apyru
nepopanHy cyocrpatd HAa BCRP 4 P-gp tpabBa aa crasa ¢ noBHiIEHO BHHMaHUE.

In vitro, nazonannt ¢ uHxubUpan YoBELIKHSA TPAHCNIOPTHPALI OPraHHYHH 8HHOHH FIONHIICITTH]
(OATP1BI1). He Moxe aa ce H3kmouy, ve na3zonaHuod mie nopnuse papMakoKMHETHKATa Ha
cybcrpatute Ha OATP1B1 (nanp. crarunn, Buxre ,.EdQekt Ha eaHOBpeMeHHaTa yriotpeda Ha
Nna3onaHHud H CHMBACTATHH MO-A0MY).

[Iazonanu® e HHXKOUTOP Ha eH3HMa YpHAHHAHDOochaTTIIOKYpoHO3UN TpaHchepasa 1A1 (UGT1A1D)
in vitro. AKTUBHHAT MeTaboauT Ha upuHOoTekaH SN-38, e cyberpar Ha OATPIBI1 n UGTIAL.
EaHoBpeMeHHOTO npunoxenHe Ha 400 mg nazonanub BeAHBX AHeBHO ¢ 250 mg/m? uerykcumab H
150 mg/m? npHROTEKAH BOAM A0 Npubansutenno 20% noBMUILABaHE HA CHCTEMHATA eKCIO3ULIMA Ha
SN-38. I1azonanub Moxe 1a HMa NO-rOJIAMO BJIIHAHHKE BBPXY AHCIIO3HUMATA HA SN-38 rpH nHua ¢
UGT1A1*28 nonuMop(dH3bM B CpaBHEHHE C JTHLA ¢ anen oT ,,aus” tun, Obaue, reHotunst UGTI A
HE BHHArd npeackaisa edexra Ha na3zonaHub BepXy aucnoznnusata Ha SN-38. EaHospeMeHHOTO
NpHIOKeHHe Ha nasonaHub cbe cyOeTpaTh Ha UGT1 Al TpaOBa na cTaga ¢ NOBUILIEHO BHUMAaHHKE.

EdekT Ha eaAHOBpeMeHHAaTa YynoTpeba Ha nazonaHWO W CHMBAacTaATHH

EnnospemMennara ynorpeba Ha na3ornaHud 4 CHMBACTAaTHH YBEJIM4aBa CIIyYauTe Ha NMOBULLIABAHE Ha
AJIAT. Pesyntatute OT MeéTa-aHanu3, H3Non3eai ¢OOpHU NaHHH OT KJIHHWYHH MPOYYBaHHA C
nazonaHud, nokazsar, e AJIAT>3 nvtu I'TH ce aoknaasa npu 126/895 (14%) ot nalHeHTHTE, KOHTO
HE ca yrnoTpeOsBallM CTATHHH, B CpaBHEHHE C 11/41 (27%) OoT nauveHTHTe, KOUMTO ca ynorpebaBaiu
eaHoBpeMeHHO cuMBacTaTHH (p=0,038). Ako nauMeHT, npyUeMall eAHOBPEMEHHO CHMBAaCTaTHH,
pa3sue nosumasaHe Ha AJIAT, caenpalite ykazaHuaTa 3a JO3MPOBKa Ha NazomnaHub u npekparere
[IpHEMa Ha CHMBACTATHH (BX. TOuKa 4.4). B nomeiHeHHe, eqAHOBpeMeHHaTa ynotpeba Ha na3zonaHud u
APYrH CTAaTHHU TPpAOBA Ja ce OCHIUECTBABA ¢ MOBHILIEHO BHUMaHHe, Thil KaTo MMOHACTORIIEM HAMA
HaJTU4YHH JOCTATBYMHO JAaHHH, 32 4 C€ OLIEHH BNHAHHETO UM BbpXYy HUBaTa Ha AJIAT. He e
M3KJIIO4YEHO na3onaHub na nosnuse GpapMakokMHETHKATA HA APYrd CTaTHHK (HATp. aTOPBACTATHH,
¢nyBacTaTuH, MPaBACTATHH, POCYBACTATHH).

EdexT Ha xpaHaTa BbpXy nazonaHnb

[TpunoxeHueTo Ha nazonaHHb ¢ xpaHa Gorara win 6eHa Ha Ma3HWHU BOAU 4O NpH

nmbTH noBHiuaBaHe Ha AUC U Cy,x. [lopaam Tasn npuumna, naszonanu6 tpabea na ¢
HauManko | yac npeau unm 2 yaca Cnea XpaHeHe.
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JlekapcTBeHH NPOAYKTH, noBHIuaeawy pH B cToMaxa

EQHOBpeMEHHOTO NPHIOKEHKE Ha Na30flaHKd ¢ e3oMernpa3on HaMalsBa OMOHANMYHOCTTA Ha
na3zonanub ¢ npudnuzuTento 40% (AUC U Cuax) H €AIHOBPEMEHHOTO NMPHWIOKEHHE Ha Na3onaHud ¢
nekapcTBa, Kouto nosuwiasat pH B croMaxa, TpaOBa na ce u3darea. Ako eqfHOBpeMEHHaTa ynorpeda
Ha MHXUbUTOp Ha npoToHHaTa noMna (PPI) e HeoOxoauMo O MEAMLIKHCKH NOKAa3aHKA, ce
NpenopLYBa A03aTa Ha Na3onaHub aa ce npueMa 6€3 XxpaHa BEHLXK JHEBHO BEUep, €IHOBPEMEHHO C
HHxuOuTOpa Ha npotoHHaTa noMmna (PPI). Ako eaHoBpeMennoTo npuinoxeHue Ha H2-peuenropen
AHTANOHHCT € HeoOX0AUMO MO MEAMIMHCKH NMOKa3aHHA, Na3onaHud TpsOBa na ce npuema 6e3 xpaHa
noHe 2 yaca npeay v noHe 10 uaca cnen nozara Ha H2-peuenrropumna anraronuct. ITazonanu6
TpaOBa na ce npuema nore 1 4ac npead WK 2 yaca ciiell NPUIOKEHHUE Ha KPAaTKOACHCTBALLH
aHTHauMaH. [IpenopbkyTe 3a HAUMHA Ha €AHOBPEMEHHO NMPUIIOKEHHE HA HHXHOUTOPH Ha NPOTOHHATA
nomna (PPIs) u H2-peuenTtopHu aHTAaroHHCTH ce OCHOBABAT Ha (PU3NONOru4HHN ChOOpaKEHU.

4.6 @epTHaHTET, OPEMEHHOCT B KBPMEHE

bpemeHHOCT/KOHTpaLIeNILIMA AIPH MbXKE H XKEHH

Hsama aoctaThuHO JaHHH 34 NPHWIOKEHHUETO Ha nasonaHub npu OpeMeHHH xeHuU. [IpoyuBaHuaTa NpH
KUBOTHH €& NOKa3alH PepOAYKTHBHE TOKCHYHOCT (BK. Touxa 5.3). IloTeHUMaNHUAT PHCK MTPH XOpa
HE € U3BECTEH.

[Mazonanu6 He TpaOBa fa ce nMpHeMa No BpeMe Ha OPeMEHHOCT, OCBEH 8KO KIMHUYHOTO ChCTOAHHE Ha
AKEHATA HE H3MCKBA JIEYCHHE ¢ nazonaHud. Ako nazonaHub ce npunara no BpemMe Ha OPEMEHHOCT, WIH
aKo rnaiMeHTKaTa 3abpeMeHee Mo BpEMe Ha JICYEHHE € Na30naHyu0, NOTEHLHAITHHAT PUCK 33 MU0
TpabBa na 6bae 0OSCHEH Ha NaLMeHTKATa.

XKenure ¢ nerepoacH noresuMan Tpsadsa Aa HbAAT NOCHBETBAHM 1A HINOI3BAT MOAXOAALLA
KOHTpaLenuHs 1Mo BpeMe Ha JICYEHHETO U B NPOABJDKEHHE HA NIOHE 2 CEAAMMLIH CneAl npueMa Ha
NOC/AEAHATa 103a Na3onaHdb, B na u3barear 3abpeMeHABaHe MO BpEME Ha JIEUEHHETO ¢ Ma3onaHMo.

[TalMEHTHTE OT MBAKKH NMOJT (BKIHOMHTENHO TE€3H C Ba3eKTOMHA) TpA0Ba Aa H3INON3BAT NpPe3ePBAaTHBH
110 BpEME Ha MOJIOB aKT, AOKATO PHEMAT Na3onaHud, U B Npoab/HKEHHE Ha NMOHE 2 CeAMHLIA chel
MpUeMa Ha rocleaHaTa Ao3a nasonaH{uo, 3a Aa ce u3berHe NOTEHUMATHA EKCIIO3HIIMS HA
NIEKAPCTBEHHA NPOAYKT Ha OpeMeHHa NapTHLOPKA U Ha NapTHEOPKA C PENPOAYKTHBEH TIOTEHLIHAI.

KbpMeHe

BezonacHoOCTTa NpH NpUIoKeHHe Ha NazonaHud no BpeMe Ha KbpMeHe He e npoyucHa. He e n3BecTHo
Jany na3onaHud® WM HeroBuTe MeTaboaUTH C€ EKCKPETHPAT B kKbpMaTta. HaMa naHHM oT npoyuBaHus
NPH XXHBOTHH 33 €KCKPEUMATa Ha NMa30naHud B )KMBOTHHCKOTO MIIAK0. He MOoXe f1a ce M3KITIOYH PHCK

3a KbpMmaueTo. KspMmeHero TpabBa /1a ce npekbCHe NO BpeMe Ha JIEYEHHE C Ma30NaHHo.

DepTUIHTET
[IpoyuBaHuUs NPU KUBOTHHU NOKA3BAT, Y€ MBKKHAT H JKEHCKUAT QepTIIMTET MOTrarT Ja ce
neueHue ¢ naszonanud (Bxk. Touka 3.3).
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4.7 EdexTn BopXy ¢cnocofnocTTa 32 modupane n padora ¢ MAMAAHK

[Tasonanu® 3eHTHBa He NOBJIHABA WIH NORINABA NMPEHEOPEKUMO CIOCOOHOCTTA 33 iIOPHpaHE U
paboTa ¢ MalIHHH. PapMaKoJIOrMYHUTE CBOACTBA HA NA30NaHKHO He nNpeaAnonaraT BpeJHO BIHAHHE
'BBPXY Te3u AeinocTH. [IpH oLieHKka Ha cnocoOHOCTTa Ha NAalHeHTa 38 H3BLPLIBAHE Ha ACHHOCTH,
KOWTO M3UCKBAT MpeLieHKa, ABHraTe/IKM MK KOTHHTHBHY CNOCOOHOCTH, TpAOBA Aa Ce MMAT NPeABHIL
KJIMHMYHUA CTAaTyC Ha NaLHMEeHTa ¥ npoduna Ha HeXKENaHH peakLMH Ha nazonaduO. [lanuenTHre
TpAOBa Aa W30Arear modupaHe WiH paboTa C MallIHHH, aKO C€ YYBCTBAT 3aMasiHH, YMOPEHH HITH
ciabu.

4.8 HexenaHH JeKAPCTBEHA PeAKOHH

PesioMe Ha npodmna Ha HezonacHOCT

COOpHUTE A@HHH OT OCHOBHOTO Npoyy4BaHe npH 0uOpeuHorieTrueH KapumHoM (RCC) (VEG105192,
n=290), paswnperoro npoyurane (VEG107769, n=71), noakpensmoro npoyusane.dasa I
(VEG102616, n=225) u paHAOMH3HPAHOTO, OTKPHTO, fapaienHOrpyrnoro ¢aza Il neundepropso
npoyusaHe (VEG 108844, n=557), ca oLieHeHH B LIJIOCTHATA OLIEHKa Ha 6e3011acHOCTTa U
NOHOCHMOCTTA Ha nasonannt (06wmo n=1 149) npy yyacTHHLM ¢ 61LEPEYHOKNETHYEH KAPLIMHOM (BXK.
Touka 3.1).

COopHHTE JaHHM OT OCHOBHOTO MPOYUBaHE NMPH capkoM Ha MekuTe TekaHu (STS) (VEG110727,
n=369) u noakpemnsioro npoy4yeane dasa Il (VEG20002, n=142) ca olieHeHH B LWIJIOCTHATA OLIEHKA
Ha 6e30nacHOCTTa H MOHOCHMOCTTA HA masonanud (obia nonynauus 3a 6e3onacHoct n=382) npu
y4YaCTHHIM ¢BC STS (BXK. TOuka J5.1).

Halt-BaXHUTE CEpUO3HM HEXEJIAHH PCaKUMH, YCTAaHOBEHH B NpoyuyBaHuaTa MpH RCC u STS ca 6unu
MPEXOAECH HCXEMMYEH MPHCTDBI, HCXEMHYEH HHCYIIT, HCXEMHMA Ha MHOKapaa, MHOKAPAEH W MO3bUEH
HH]APKT, CbpAeYHa IHCOYHKLMA, raCTPOMHTECTHHANHA nepdopaiing n pucryna, yawnkaBane Ha QT
uHTepsana, Torsade de Pointes n benonpoden, racTpOUHTECTUHANIEH K MO3BYEH KPBBOH3AHB., BCUuku
HEXKE/IaHH PEaKLMH ca cro0waBsaHn npy <1% or nekyBanuTe nauueHTH. JIpyru BaxXHH cepHO3HH
HeXKelaHH NeKAPCTBEHU PeaKlMK, YCTAHOBEHH B Npoy4yBaHUATA NMpH STS, BKMOYBAT BEHO3HH
tpomboeMOonuiHN CLONTHS, TIBOKAMEPHE AMCPYHKLMSA H MTHEBMOTOPAKC.

Jleranuure CLOMTHA, MPHETH KATO BE3IMOXKHO CBLP3aHH C Ma30naHKO, ca BKAKOYBAIH
raCTPOMHTECTHHAJICH KPBBOU3JIMB, OenoipobeH KPbBOUINMB/XEMONTH3a, OTKIIOHCHHA B
yepHoapobOHaTa PyHKLUMA, HHTECTHHANHA nepdopalud U KCXEeMHYEH HHCYNT.

Haii-yecTuTe HexxenaHu peakuyu (HabmoaasaHu npu Hak-mManko 10% OT naLMeHTHTE) OT BCAKA
crencH B mpoy4yraHusTa npH RCC u STS ca sxmoupany: nuapus, NnpoMAHA B LIBETA HA KOCATA,
XUITONUIrMEHTALIMS Ha KOXKAaTa, eKCPoIHaTHBEH 00pUB, XMNEPTOHUA, rajicHe, rinaBobdonue, yMopa,
AHOPEKCHSA, MOBPBINAHE, AUCTEY3UA, CTOMATUT, NOHWIKABAHE HA TErn0TO, 60/Ka, NOBUILIEHA aJlAHHH
aMHHOTpaHcdepaza H MOBHLIEHA acnapTaT aMHHOTpaHcdepa3sa.

HexenaHure NEKapcTBEHH peakliMM OT BCHYKH CTeNEeHH, chobimaBaHu npH auuara ¢ RCC u STS wiu
N0 BpeMe Ha MOCTMAPKETHHIOBHA NMEPHO/, ca H3OPOEHH MO-A0/Y NO CHCTEMO-OPTaHHH KJI
YeCTOTa U CTENEH Ha TexecT cbrrnacHo MedDRA. 3a knacudukauHgaTa o 4eCcToTa €
c/ieQHaTa KOHBEHIMA: MHoro decTH (=1/10); yvectn (>1/100 no <1/10); Heuectu (>1/
peakH (=1/10 000 no <1/1 000); muroro peaxu (<1/10 000); ¢ HeusBecTHaA YecTOTA
NaHHH HE MOXE 1a ObAe HaNpaBeHA OLECHKA).
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KaTeropuure ca onpeaenieHu no abconoTHaTa YeCTOTa B JAHHHTE OT KIHHHYHH H3NHTBaHMA.
OueHeHH ¢a ChINO M NIOCTMAPKECTHHIOBHTE JAHHH 33 6€30NaCHOCTTa H NOHOCUMOCTTA OT BCHUKH
KJIHHHYHH NPOYy4YBaHNus C Na3onaHud H OT CNOHTaHHH ChOOIEHHA. BbB Bedxka rpyna no
CHMCTEMOOPraHHM KJIaCOBe, HEXKETAHUTE PEaKUMH C €HAKBA YECTOTA Ca NPEACTABEHH B HU3XOIAIL pel

10 OTHOLICHHUE HA TAXHATA CEPHO3BOCT.

CHUCHK Ba_HEXKENAHUTE peaklIMK B TAOIHYEH BU]

Tabnuna2  Hexenand peaknuu, CBLP3aHH € Je4YeHAETO, CHLO0IMERN B NPOYYBAHRHETA IPH
6u6peunokneTruen KapuraoM (0=1149) unn Do BpeMe Ha DOCTMAPKETHHIOBHS
nepuo

YecToTa Hexe1ann peakiina Benukn Crenen3 | Crenen 4
CucreMo-0prannn
(BCHYKH creneHn n | n (%) n (%)
Kaacone CTeNeHH) (%)
YecTn HHdexuum (cve nnu G6e3 C C C
HeyTponeHus )t HEU3BECTHA | HEU3BECTHA | HEU3BECTHA
Hadexnnn A 4yecToTa 4yecToTa YyeCcToTa
HAQecTaAHH HeuecTn MHudexuns Ha BeHLMTE 1 (<1%) 0 0
HudekimoseH nepUTOHHUT 1 (<1%) 0 0
Heomnazmn - HeuectH TymopHa 6onka 1 (<1%) 11 (<1%) 0
aobpoxavecTBenn, |
ITOKAYECTBEHH H
HeonpeaenieHn (BT,
KHCTH H NOJIHNH)
Yecth | TpomGomMTONEHHUS 80 (7%) | 10(<1%) | 5(<1%)
HeyTponeHus 79 (7%) 20 (2%) 4 (<1%)
JleBKOTIEHNS 63(5%) |5(<1%) |0
Heuectn [TonmuuTemus 6(0,03%) |1 0
Hapymenns HR | Penxu TpomboTHuHa C C C
KPbBTA H JHMHATA MHKPOAHTHOMATHA HEH3RECTHA | HCH3BECTHA | HEH3BECTHA
CHCTEMA | (BIJHOYHTEJIHO TPOMOOTHYHA | yecToTa 4ecTOTa 4yeCcToTa
TpoMOOLMTONEHHYHA
MypITypa H XEMOJAMTHUEH
YPEMHYEH CHHAPOM) T
Hapymienus Ha YecTH | XHNOTHPEOHAHIBM 83 (7%) 1 (<1%) 0
eHAOKPHHHATA
CHCTEMA | |
Msoro HamaneH anetur® 317 (28%) | 14 (1%) 0
H YeCcTH
M:T":';;::::: YecTn Xunogpocoharemmus 212%) |7(<1%) |0
XpaHeHeTo Hexnaparaups 16 (1%)
Heuectn | Xunomarueanemus 10 (<1%)

14




C C C C
Heu3BecTHa | TyMop-au3He CHHApOM™* HEU3BE€CTHA | HEH3BEeCTHA | HEH3BECTHA
| 4ecToTA _ 4ECTOTa | 4ecToTa YecToTa
Ienxnann YecTH bescnHue 30 (3%) 0 0
HApYUIeHHS
Muoro Hucrey3us® 254 (22%) | 1 (<1%) 0
YecTH I"naBobonmue 122(11%) | 11 (<1%) |0
Yectu 3aMasHOCT 35 (5%) 3 (<1%) 1 (<1%)
Jletaprus 30 (3%) 3 (<1%) 0
[apecTeans 202%) [2(<1%) |0
[Tepudepna ceHzopHa 17 (1%) 0 0
| HEBpOMAaTHA
HeuectH Xunoecresus 8 (<1%) 0 0
TpaH3uTOpHA HCXEMHUHA 7 (<1%) 4 (<1%) 0
aTaKa
Hapymenns Ha CBHHIHBOCT 3 (<1%) 1 (<1%) 0
TEpRTATS CRCIER [lepeOposackynapen 2 (<1%) 1 (<1%) 1 (<1%)
 HHLIMACHT |
HcxemuueH HHCYNT 2 (<1%) 0 1 (<1%)
Penku CHHIpOM Ha NOCTepHOPHA ' C v C
obpaTuma eHuedanonarus/ HCH3BECTHA | HEH3BECTHA | HEH3BECTHA
CHHJPOM Ha oDpaTHMa 4yeCcTOoTa 4YEeCTOTA 4yecToTa
IOCTEPHOPHA
neskoeHuedanonaTus
.‘.
YectH 3aMBIIEHO 3peHHE 19 (2%) 1 (<1%) 0
Heuecrn Ornensane Ha peruHarat 1 (<1%) 1 (<1%) 0
Hapymenns na
JR— PaskbcBaHe Ha peTuHarat 1 (<1%) 1 (<1%) 0
[Ipomsana B uBeta Ha Muriiure | 4 (<1%) 0 0
Heuectn bpanukapaus 6 (<1%) 0 0
Copaeunn MuokapneH nadapkr f 5 (<1%) 1 (<1%) 4 (<1%)
HApYIeHHs Coepaeyna JHCHYHKLHA 4 (<1%) 1 (<1%) 0
HcxeMusa Ha MUOKapaa 3 (<1%) [1 (<1%) 0
MHoro XHIepTOHNA 473 (41%) | 115 (10%) | 1 (<1%)
YEeCTH i _
Yect I'opeuy BLIHK 16 (1%) 0 0
CuaoBnH Benosxuo tpomboeMbonuno | 13 (1%) 6 (<1%) 7 (<1%)
HADPYIICHAS ceOuTHE 8 |
3aueprsapaHe | 12 (1%) 0 0
HeuecTn XHuneproHU4HA KpH3a 6 (<1%) &ME H <1%)
KpnBouinus 1 (<1%) Q& . 2
SN\ %
A E Y U
= \ASE O R T B
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Penxn AHEBPU3MH H apTEPHAIIHH C C C
nucekauumt HEeH3BECTHA | HEU3BECTHA | HEHU3BECTHA
4ecTOoTa 4EeCTOTA 4eCTOoTa
YecTH Emucrakcuc 50 (4%) 1 (<1%) 0
Jucponus 48 (4%) 0 | 0
ucnies 42 (4%) 8 (<1%) 1 (<1%)
' XeMofrTu3a 15 (1%) I (<1%) 0
f;:l;::p::opuﬂ, HeuectH Punopes 8(<1%) 0 0
MeIHACTHHAJINE benoapobeH KprBOHU3IHEB 2 {<1%) 0 0
HApYLIEHHS , }
[THeBMOTOpAKC 1 (<1%) 0 0
Penky HurepcTHunanya 6enoapobua | C C C
| Gonect/nneBMoHuTT HEM3BECTHA | HEM3BECTHA | HEH3BECTHA
| 4ecToTa 4ecToTa | yecToTa
Msoro Jnaphs 614 (53%) | 65 (6%) 2 (<1%)
4eCTH ["anene 386 (34%) | 14 (1%) 0
[loBphiate 225 (20%) | 18 (2%) 1 (<1%)
Kopemna 60ska’ 139 (12%) | 15 (1%) 0
YecH CroMaTHT 96 (8%) 4 (<1%) 0
Hucnencus 83 (7%) 2 (<1%) 0
QnaryneHumun 143(4%) |0 0
AOJOMHHANHA AWCTEH3HA 36 (3%) 2 (<1%) 0
Yjuepauus B ycrara 28 (2%) 3 (<1%) 0
CyxOTa B ycTaTa | 27 (2%) 0 0
HeuecTH [TaHkpeaTuT 8 (<1%) 4 (<1%) 0
PexraneH xphLBOH3/IHE 8 (<1%) 2 (<1%) 0
XeMmaroxe3us 6 (<1%) 0 0
['aCTpOMHTECTHHANEH 4 (<1%) 2 (<1%) 0
KPbBOH3/IHB
Cromamuo-upesis MeJieHa 4 (<1%) 1 (<1%) 0
[ToBHiIeHa NepUCTAITHKA 3 (<1%) 0 0
HAPYLIeHHS
AHalleH KPLBOH3JIHB 2(<1%) |0 0
Iepdopauys Ha nebenoro 2 (<1%) 1(<1%) |0
4YepBO
- KpbBOH3/IMB OT yCTaTa 2 (<1%) 0 0
KpeBouznus o1 ropHara yacT | 2 (<1%) 1(<1%) | 0O
Ha raCTPOMHTECTHHANHHA ~
TPaKT |
EnTepokyranHa ducryna 1 (<1%) 0 0
XemaTeMesa I'1 (<1%) 0 0
XeMopouaaneH kpbpBousus | 1 (<1%) 0 0
IMepdopauya Ha uneyma K (<1%)
KpuBoHanus ot 1 (<1%)
 XpaHonpoBo/a
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PeTponepuTroHeaneH 1 (<1%) 0 0
KPbBOH3JIHB
HectH XunepOunupyOHH- eMus 38 (3%) 2 (<1%) 1 (<1%)
AOGHOpMHa yepHOApOOHa 29 (3%) 13 (1%) 2 (<1%)
PyHKIMA -
XenaToGRnapHH | XenaToTOKCHYHOCT 18 (2%) 11 (<1%) 2 (<1%)
e — Heuectn AwiTeHHdLa 3 (<1%) 1 (<1%) 0
JlekapcTBEHO MHAYLIMPAHO 2 (<1%) 2 (<1%) 0
YEPHOAPOOHO YBpEKAaHE
YeprnoapobHa 1 (<1%) [0 1 (<1%)
| HeAOCTaThYHOCTY
MHoro ITpomsHa B usera Ha kocata | 404 (35%) | 1 (<1%) 0
YeCTH _ |
CHHAPOM Ha najiMapHO- 206 (18%) | 39 (3%) 0
I1IAaHTAPHA EPUTPOAH3ECTE3N
Anoneuns [130(11%) [0 0
O6pus | 129 (11%) | 7 (<1%) 0
YectH KokHa XHNONMHIrMeHTaLMA 32 (5%) 0 0
[ Cyxa koxa [504%) [0 0
Cuplex 29 (3%) 0 0
Epurem 25 (2%) 0 0
KoxkHa aenurMeHTanus 20 (2%) 0 0
XuUnepxuaposa 17 (1%) 0 0
Hapymenns na Heuectu _rHapymeHml Ha HOKTHUTE 11(<1%) 1|0 0
KOWKATS H KoxxHa excponnauus 10(<1%) | O 0
NOAKOXKHATA ThKaH Peakuivs Ha 7 (<1%) 0 0
| (pOTOMYBCTBHTETHOCT
EputemeH obpuB 6 (<1%) 0 0
Hapyiienue Ha koX<aTa 5 (<1%) 0 0
Makyno3sel o6pHs 4 (<1%) 0 0
| Cbpbaw obpus 3 (<1%) 0 0
Be3ukynoseH cOpHB 3 (<1%) 0 | O
["enepanusupaH cbpbex 2 (<1%) 1 (<1%) 0
["'eHepanm3upaH oOpuB 2 (<1%) 0 0
[Tlanynosen o6pus 2 (<1%) 0 0
[InanTapex epureM 1(<1%) |0 0
Koxen ynkyct C C C
HEH3BECTHA | HEH3BECTHA | HEU3BECTHA
4ecToTa 4yecToTa 4yecToTa
Hapymennsa na Yectn ApTpanrus 48 (4%) IE (<1%) 0
MYCKYJIHOCKEJIETHATA Muanrus 35 (3%)
CHCTeMA H | MyckynHH cnazMu 25 (2%)
CrtannurenarTa HeuectH MyckynHo-ckenerna 6onka | 9 (<1%)

ThKaH

17




Hapymenss aa Muoro | IpoteuHypus 135 (12%) | 32 (3%) 0
OnOpenurTe 1 4YeCTH
NHKOYHATE NbTHIR | HeuecTns KpbBOHITHB OT MHKOYHHTE I (<1%) 0 0
ITLTHLLA
Hapymenng Ha | HeuecTtn Menoparus 3 (<1%) 0 0
Bb3NPOH3IBOAHTEIH Bnaranuiier KpbBOH3IHB | 3 (<1%) 10 0
ATA CHCTEMA H
rbpaaTa Metpoparus 1 (<1%) 0 0
MHoro YMopa 415 (36%) | 65 (6%) 1 (<1%)
4EeCTH
YecTH Bb3naneHue Ha nurapHuure | 86 (7%) 5 (<1%) 0
O6mu HapymenHs B AcTenus | 82(7%) | 20 2%) 1 (<1%)
ePeKTH HA MECTOTO Enem’ 72 (6%) 1 (<1%) 0
Ha NPHIOKEHHE 1+
boska B repanTe 18 (2%) 2 (<1%) 0
HeuectH Brpucane 4 (<1%) 0 0
Hapyienus Ha nurasuuure | 1 (<1%) 0 0
MHoro [TosuinaBaHe Ha anaHHH- 246 (21%) | 84 (7%) 14 (1%)
YeCTH aMHHOTpaHC(epa3aTa
[losuinaBaHe Ha | 211 (15%) [ 51 (4%) 10 (<1%)
acnapTaTaMHHOTpaHcepasaTa
YecTn [ToHKkaBaHe Ha TErJIOTO 96 (8%) 7 (<1%) 0
[TosuitaBane na Gunupybuna | 61 (5%) 6 (<1%) 1 (<1%)
B KPBBTA _ _
[ToBuinaBaHe Ha kpeaTHHHHA B | 55 (5%) 3 (<1%) 0
KPbBTA
[ToBuiaBaHe Ha KBNasara 51 (4%) 21 (2%) 7 (<1%)
Monwkasane Ha Gpos Ha 51@%)  |3(<1%) |0
GenuTe KPHBHH KIETKHI
Hicneppanng [MTosuinasane Ha | 36 (3%) 0 0
THPOHACTHMYJIHPAIIHUA
XOPMOH B KpBBTa
[loBHInaBaHe Ha aMHiazaTa 35(3%) 7 (<1%) Ik
[loBHinaBaHe Ha 31 (3%) 9 (<1%) 4 (<1%)
raMariyTaMii TpaHcgepasaTa
[TosMaBaHe Ha KPLBHOTO 15 (1%) 2 (<1%) 0
HanAraHe
[ToBHizaBaHe Ha ypeATa B 12 (1%) 1 (<1%) 0
_ KpbBTA _
OTK/IOHEHHA B 12 (1%) 6 (<1%) 1 (<1%)
YEPHOAPOOHHTE
$GYHKUHOHANHH TECTOBE
[MoBuiHaBaxe Ha

HeuectH

YEePHOAPOOHUTE EH3IUMH

11 (<1%) (
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[Tonmwxkasane Ha KpbBHaTa| 7 (<1%) 0 1 (<1%)

3axap _

Yemxapane Ha QT 7(<1%) | 2(<1%) 0

MHTEepBasia Ha

€JEKTpOKapaARorpama

[TosuinaBsaHe Ha 7 (<1%) 1 (<1%) 0
 TPAHCAMHHA3HTE

Orxnonenus B THpeouaHutre | 3 (<1%) 0 0

GYHKUHOHAIHH TECTOBE

[TosumaBane Ha quacToaroTo | 2 (<1%) 0 0

KPBBHO HalAraHe

[Normmaeane Ha cucToHOTO | 1(<1%) 0 0

KPBbBHO HaNAraHe

tHexenana peakis, CBbp3aHa ¢ JEYCHHETO, CHOOUICHA NO BpeMe Ha NOCTMAPKETUHIOBUA NEepHOI (CMOHTaAHHH
CBHOOIIEHHS M CEPHO3HH HEXKENAHU PeaklMK OT BCHYKH KJIHHWYHH NMPOYUYBaHHs ¢ Na3onaHub).

KoMGuHHpaHH ca ClIeAHHYE TEPMHHMU:

*HexenaBu peakLiiH, CBbP3aHH C JIEYEHHETO, ChOOLLABAHH CAMO 10 BpEME Ha NOCTMapPKETHHIOBHA
neprof. OT HAIMYHKUTE JaHHH He MOe 1a ObJie HanpaBeHa OLIEHKA Ha YECTOTATa.

® KopemHa 6onka, kopeMHa 6onka B ropHaTta H kKopeMHa 00/Ika B JOJIHATA YacT HAa KopeMa

® Enem, nepudepeH eieM, €AeM Ha OUHTE, TOKATH3HPAH €M H €eM Ha JIHLIETO

¢ lucreyans, arey3usa H XHIIOT€yY3HA

9 [TourxapaHe Ha Opos Ha GeNluTe KPbBHM KJIETKH, NIOHIKABaHe Ha Gpod Ha HeyTpoduIHTe H
NOHWKABAHE Ha Opos Ha NEeBKOLUTHTE

° IloHmwikeH aneTUT N aHOPEKCHA

" Copaeuna AMcOYHKUHS, IeBOKAMepHa AHCHYHKLIHA, ChPIEYHA HEAOCTATBYHOCT H PECTPHKTHBHA
KapZHOMHOTIATHA

* Benosno tpomboembonuuno chbutHe, apnboka BeHosHa Tpombo3a, Henoapoben embonuazm 1 Tpombo3a

HeyTtponenus, tpoMOOLMTONEHHA W CHHAPOM Ha MaTMapHO-IUIAHTApHA EPUTPOAM3ECTE3HS ca
HaOMonaBaHH N0-4€CTO NPH NMALUHCHTH OT H3TOYHOA3HATCKH MPOH3XOA.

Ta6auna 3: HexxelaHH peaKknHH, CBLP3AHH ¢ JIe2€HHETO, ¢bOOIIEHH B NPOYYBAHHASTA NPH
CAPKOM HA MEKHTe TbKanH (n=382) njin no BpeMe HA MOCTMAPKETHHIOBHS NEPHO

YecToTa Hexenanu peaKunn Bcerukn Crenen3d | Crenen 4
CuacreMo-oprannu

(BCHUKH crenenHa n | n (%) n (%)
KJIACOBE

| crenens) | (%)

Hadexnnn B Yectn Hudexkuns Ha seHuure | 4 (1%) 0 0
HHpeCTANHY
Heonaaszmu- Muoro yectd | TymopHa Gonka 121 (32%) | 32 (8%) 0
xo0poKaTIecTBEHN,
3NI0KAYECTBCHA H
HeonpeaeNeHH (BKI.
KHCTH H NOJINDINA)
Hapymeﬂnﬂ Hna MHOro yecTH HBBKUHEHM 106 (44%) 3 (1%)
KpbBTA H N1EMHATA | TpombouuTonenus 86 (36%)
cucTema’ HeyTponenus 79 (33%)
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HeuectH Tpom6oTHHa 1(<1%) |1(<1%) |0
MHKPOaHTHOTIATHA
(BKIIIOMHTEIHO
TpoMOOTHYHA
TpOMOOLIMTONEHHYHA
nypnypa H
XEMOJIMTHYECH
| YpeMHYEH CHHOPOM) | h
Hapymenns na YecTH XHUNOTHPECOHAHIBM 18 (5%) | 0 0
¢BIOKPHAHATA
CHCTEMA
MHoro yectu | Hamanen anetur 108 (28%) _ 12 (3%) 0
Xunoanbymunemns’ 81 (34%) | 2(<1%) 0
Hapymenus ua YectH Jexuaparauus 4 (1%) | 2 (1%) 0
MeTabosH3IMA H Heuectd | XHnomarHe3sueMus 1 (<1%) 0 0
XpaneHeTo C TyMOp-nH3KcC C C C
HEU3BEeCTHA | CHHAPOM™ HeH3BeCTHAa | HEHAIBECTHa | HEM3BECTHA
YyecToTa | yecToTa YeCTOTA YeCTOTA
[Ncaxnunn Yectu bescuHye 5 (1%) 1 (<1%) 0
Hapymienns | | _ _
MHoro yectn | Aucreysns 79(21%) |0 0
['naBobonue 54 (14%) 2 (<1%) 0
Yectu [lepudepna ceHzopHa | 30 (8%) 1 (<1%) 0
Hapywenus HA HEBpOTIaTHA
HEPBHATA CHCTEMA 3amasHOCT 15 (4%) 0 0
HeuecTtun CHHIUBOCT 3 (<1%) 0 0
IlapecTesna 1 (<1%) 0 0
Mo3buen HH(papKT 1 (<1%) 0 1 (<1%)
Hapymenus na YectH 3aMBITICHO 3peHHe 15(4%) 0 0
OYHTE
Yectu CrpaeuHa 21 (5%) 3 (<1%) 1 (<1%)
AHCOYHKLUA®
Copaeunn JleBokamepHa 13 (3%) 3 (<1%) 0
HAPYIUCHHA | AHCQYHKLMA |
bpaauxkapaus 4 (1%) 0 0
Heuectn MuokapaeHn undapkr | 1 (<1%) 0 I
| Muoro uectn | Xunepronus [152(40%) |26 (7%) |0
YectH Bexo3Ho 13 (3%) 4 (1%) 5 (1%)
TpoMboeMOOIHYHO
crbuTHE®
Crnaosn [opeiun BBIHH 12 (3%) 0 0
HApYIICHHE 3auepBsaBaHe 4 (1%) 0 0
Heuectn ._Kp‘bBUHBJIHB 2 (<1%) 1 (<1%) 0
Peakn AHEBPH3IMH H C C C
apTEpHaIHK NHCEKALIHH | HEU3BECTHA | HEW3BECTHA | HEM3BECTHA
| HECTOTA qeCTOTA
Pecnupatopns, Yectn EnuncTakcHc 22 (6%)
FPLAHK H Juchonus | 20 (5%)
MEeARACTHHAJIHH JducnHes | 14 (4%) ‘
HAPYIIEeHHS Kaununa 12 (3%)
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[THeBMOTOpAKC 7 (2%) 2 (<1%) 1 (<1%)
Xbhuaxe 4 (1%) 0 0
benonpoben 4 (1%) 1 (<1%) 0
KPbBOU3JIUB |
Heuectu OpodgapHHreanHa 3 (<1%) 0 0
bonka
bpoHxunanen 2 (<1%) 0 0
KPbBOU3IHB
PuHOpen | (<1%) 0 0
XeMOoNnTH3a | (<1%) 0 0
Penxu HMurepcTuuyanta C C C
oenoapobHa HEM3BECTHA | HEM3BECTHA | HEU3BECTHA
Oonect/NIHeBMOHUTY 4eCTOTa 4ecToTa 4eCTOTa
Muoro yecty | Jlnapums 174 (46%) | 17 (4%) 0
["apene 167 (44%) | 8 (2%) 0
[loBpbllaHe 96 (25%) 7 (2%) 0
Kopemna bonka® 55 (14%) 4 (1%) 0
CroMaTHT 41 (11%) 1 (<1%) 0
YecTH AbaoMHHATHA 16 (4%) 2 (1%) 0
IUCTEH3UA
CyxoTa B ycTarta 14 (4%) 0 To
Hucnencus 12 (3%) 0 0
KpbBouinue B ycrata | 5 (1%) 0 To
MnartyneHuns 5(1%) 0 0
AHajleH KPbBOU3/TUB 4 (1%) 0 0
HeuecTtH ["acTpouHTECTHHAEH 2 (<1%) 0 0
KPbLBOMU3JIHUB
CToMalyHO-4YpeBHH
— Pekranen kpweouznue | 2 (<1%) 0 0
EHTepoxyTaHHA | {<1%) | (<1%) 0
ducTyna
CromaleH KpbBousnue | 1 (<1%) 0 0
Menena 2 (<1%) 0 0
KpbLBOH3IUB OT 1 (<1%) 0 1 (<1%)
XpaHonpoBO1a
[lepuronuT | (<1%) 0 0
PeTponepuToHeanex I (<1%) (0 0
KPbLBOW3NUB
KpbBOHM3/UB OT | (<1%) 1 (<1%) 0
ropHaTa 4acT Ha
racTPOMHTECTUHAIHHUSA
TPaKT
[lepgopaumns Ha uaeym | | (<1%) 0, | {(<1%)
HeuecTu ADOHOpMHa 2 (<1%) 0 1 (<1%)
Xenarobumapn qyepHOAPOoOHaA PYHKLUKS
Hapymenus C HepHoapobHa * C C __c
HEW3BECTHA | HEAOCTATBYHOCT HEH3BECTHA | HEU3BECTHA-AEMSBLCTHA
4yecToTa qeCTOTa qeCT(q 1_:. 3
MHoro Ilpomsna Ha usera Ha | 93 (24%) 0 X | '
YECTH Kocara
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Hapymenns Ha XunonurMeHTauusa Ha | 80 (21%) 0 0
KOXKATA H KOXKaTa
NOAKOXKHATA ThKAH * Excdomuartiien o6pus | 52 (14%) 2(<1%) |0
' HectH Anonelns | 30 (8%) 0 0
| HapywieHne Ha 26 (7%) 4 (1%) 0
KoxKata®
Cyxa koxa 21 (5%) 0 | 0
Xunepxuaposa 18 (5%) 0 0
Hapyiuenne Ha 13 (3%) 0 0
HOKTHTE
Copbex 11 (3%) 0 | O
EpHrem [40%) 0 0
Heuectn KoxeH yakyc 3 (<1%) 1 (<1%) 0
O6pus 1 (<1%) 0 | 0
[Tanmynosen o6pus | 1(<1%) 0 | O
Peakiiug Ha 1 (<1%) 0 0
_ (pOTOYYBCTBHTEHOCT _
CaHapom Ha 2 (<1%) 0 0
naaMapHO-TUIaHTapHa
| EpHTPOIH3ECTE3HS
Hapyumenns na YectH MyckynHo-ckenetHa | 35 (9%) 2 (<1%) 0
MYCKYJ/JIHOCKEJIETHATA donka _
CHCTEMa H Muanrus | 28 (7%) 2 (<1%) 0
CheARHHATE/IHATA MycKynHH criazMu 8 (2%) 0 0
ThHKAH HeuectH ApTtpanrus 2 (<1%) 0 0
Hapymeunns Bs Heuectn [IpoTeuHypus 2 (<1%) 0 0
0L0penuTe B
NMAKOYHHTE IbTHILA
Hapymenns ga Heuectn | Bnaranmuer 3 (<1%) 0 0
BL3NPOH3BOIATEH KPBbBOK3THB |
ATA CHCTEMA H MeHoparus 1 (<1%) 0 0
 I'bpAATA _
Muoro yectn | Ymopa 178 (47%) | 34 (9%) 1 (<1%)
Yectu Enem" 18 (5%) 1 (<1%) 0
O0Omn napymenus u bonka B repauTe 12 (3%) | 4 (1%) 0
ehexKTH HA MECTOTO BtpucaHe 10 (3%) 0 0
HA TpHJIOKEHHE Heuectu Bru3najieHHe Ha 1(<1%) |0 0
JIUrasHLHTE®
AcTenus [ 1(<1%) 0 0
Muoro yectn | [lonmxkaBaHe Ha 86 (23%) 5 (1%) 0
TErJIOTO
YecTH OTKIIOHEHHA MTPH 29 (8%) 4 (1%) 0
H3CeBaHUA Ha -
Hicaeapanns® YILIUTE, HOCa H
IrbpJIOTO"
IToBuiiaBaHe Ha 8 (2%) 4 (1%)
anaHHH
aMHHOTpaHC(epa3aTa
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OtknoHeHns B HHBata | 6 (2%) 0 0
Ha X0JIECTEPOIA

[loBuiIaBaHe Ha 5 (1%) 2 (<1%) 2 (<1%)
acrnapTarT
aMHHOTpaHc(epalaTa

IloBHiaBaHe Ha 4 (1%) 0 3 (<1%)
ramMaryTaMui

Tpancepasara

Heuectu [ToBuHIaBaHe HA 2 (<1%) 0 0
OMnMpyOMHa B KPBBTA |

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

AnaHuH 1 (<1%) 0 1 (<1%)
aMHHOTpaHchepasa

[TonmxkasaHe Ha 6poa | 1 (<1%) 0 1 (<1%)
Ha TPOMOOLIHTHTE

Y owmkasaHe Ha QT 2 (<1%) 1 (<1%) 0
WHTEpBAaJa Ha
€JIEKTPOKAPAHOTpaMa

tHexxenana peakuus, CBbP3aHa ¢ NEUYCHHETO, CHOOICHA NO BPEME Ha MOCTMAPKETUHIOBHSA NEPHOA

(CrTOHTaHHH CHOOLICHHA W CEPHO3HH HEXENaHH PeakilMi OT BCUYKH KJIMHUUYHKA NPOYYBaHHA ¢ Na3onaHuo).
*HexxenaHn peakuyy, CBBP3aHHU C JICUEHHETO, ChOOLIaBaHHU CaMO 10 BpeMe Ha MOCTMAaPKCTHRIOBHA
nepyoa. OT HAJIMYHHUTE AAHHH HE MOxKke 1a Oble HaNpaBeHa OLIEHKA Ha 4eCTOTaTa.

KoMOHHKHpaHU ca ClleAHHTE TEPMHHH:

* KopeMna Gonka, xopemHa 60nka B ropHaTa 4acT Ha KOpeMa M raCTpOMHTECTHHaIHA 60J1Ka

® Enem, nepHdepeH eem U €IEM Ha Kena4uTe

“ [To-ronsMa 4acT OT TE3M CJIYuaH ca OuiM CHHAPOM Ha NAJIMAPHO-IUIAHTAPHA CPHTPOAN3ECTE3UNA
9 BeHo3HH TpoMO0oeMOOIHYHH CHOHTHA — BKIIOUBAa TEPMHHHTE BeHO3HA TpoMbo3a, 6enoapobeH

eMbonu3zsM U TpoMbO3a
° [lo-ronaMara 4acT OT TE3H C/IyYaH ONMUCBAT MYKO3HT

"YecroTara ce ocHoBaBa Ha Tabnuim ¢ nabopatopuu crolinoctd ot VEG110727 (N=240). Te ca
JOKIaJABaHH KATO HEXENaHH PEaKLIMU OT H3CNEIOBATE/IMTE TO-PAAKO C CPABHEHHE C YCTAHOBEHOTO B
TabnuumTe ¢ nabopaTopHHU CTOHHOCTH.

8 CouOuTHa Ha ChpACYHA AHCOYHKLIMA — BKJIIOYBAT JICBOKAMEPHA AUCHYHKLHA, CHPACYHA HEIOCTATBYHOCT
H PECTPHKTUBHA KAPAHOMHONATHA

b ecTOTaTa c€ OCHOBAaBa HA HEKEJIAHHWTE PC€akUHH, A0KIIaABAHH OT H3CACAOBATC/IHTE. HﬂﬁﬂpﬂTﬂpHH

OTKJIOHEHUA ca JOKNABAHH KATO HeXeJIaHU PeakLUy NO-pAaKo OT H3CJAEAOBATE/IMNTE B CPABHEHHE C
YCTAHOBEHOTO B TabnuuMTe ¢ 1adopaTOpHHU CTOHHOCTH.

Heytponenus, TpoMOOUHTONEHHS H CHHAPOM Ha NAJIMAPHO-TUTAHTApHA EPUTPOAN3ECTE3US CA
Habmo1aBaHA NMO-YECTO NPH NAUMEHTH OT H3TOYHOA3HATCKH NMPOH3XO.

[1epnaTpyyiHa nommynanus

[IpodrnreT Ha Ge30NacHOCT NMPH NEAUATPHYHH NALMEHTH € NoAcOEeH Ha TO3HU, OTIHCAH 3a Na3onaHub

Npy Bb3PaCTHH 3a OJ0OPEHUTE HHAHKALMHK Bb3 OCHOBa Ha AAHHHUTE OT 44 neaHaTpHYHH N / e
npoyusaHe ¢aza | ADVL0815, u 57 neguarpuyHH nauneHTH B npoyusaHe da3za [1 PZP( -,k*' !
TOouKa 5.1). | - YA Gy
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CpoOiiaBaHe Ha NOAO3UPAHHU HEXKEJIAHU PEeaKLvH

Cpo01aBaHeTo Ha MOJI03MPAHH HEXKEJIaHHW peaKLMH clell pa3pellaBaHe 3a ynorpeda Ha JiekapCcTBEHUS
MPOAYKT € BaxkHO. ToBa no3BosisgBa J1a NpOAb/KH HaOIIOIEHHETO Ha ChbOTHOLLIEHHETO NOJ3a/PHCK 3a
neKkapcTBeHUs NpoayKT. OT MeIMIIMHCKHUTE CNELMAIMCTH C€ U3MUCKBA Jla ChOOLIAaBaT BCAKA
Mo/103MpaHa HeXKeJlaHa peakiius upe3 HallMOHAJIHA CHCTeMa 3a cho0LiaBaHe, Noco4eHa B
U3nbiaHuTeHa areHums no aekapcreara yi. ,Jlamsan ['pyes™ Ne 8 |, 1303 Codus, Ten.: +35
028903417, yebcant: www.bda.bg.

4.9 IIpenosupane

[Tazonauu6 B 1031 10 2 000 mg e oLeHeH B KIMHWYHM npoy4BaHusa. Ymopa Crenen 3 (10303aBHCHMa
TOKCHYHOCT) U XuneptoHus CreneH 3 ca HaOiro1aBaHu MpH | OT 3 NMalMEeHTH, KOMUTO ca NMpHEMAJTH
no3u, ¢cboTBeTHO 2 000 mg u 1 000 mg aHEeBHO.

Hsma crietiudrueH aHTHAOT NP Npeo3upaHe ¢ na3onaHud U 1IeYeHHUEeTO Ha npeao3upaHeTo TpsadBa
71a Ce ChCTOM OT OOLIM MO IbPIKALLH MEPKH.

5. ®APMAKOJOI'NYHHU CBOUCTBA

5.1 @PapMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHTHHEOIUIACTHYHH CPE/ICTBA, IPOTEHHKUHA3HH HHXHOUTOPH, APYTH
nporeMHKkHa3Hu HHXUOUTOpu, ATC koa: LO1EXO03

MexaHu3bM Ha JIEHCTBHE

[Tazonanub e nepopaneH, MOLIEH, MYJITHTApreTeH THpo3uHKUHa3eH HHXxuouTop (TK1) Ha
peuentopul, -2 1 -3 Ha cbaOBUs eHjoTeneH pacrexeH pakrop (VEGFR), pomOoumTHHTE pacTexHu
baxkTopu (PDGFR) -a u —f, u peuenrtopa Ha ¢akTopa Ha cTBosioBHUTE KiIeTKH (¢-KIT), cbe cTroliHOCTH
Ha ICso, chorBeTHO 10, 30,47, 71, 84 1 74 nM. B npeAKJIMHHYHH €KCEPUMEHTH, Ma30MnaHuo e
MHXHOMpaJ 1o 10303aBHCHM Ha4YHH JIMraH1-uHAYyUHpaHoTo aBrodochopunupane Ha VEGFR-2, c-Kit
u PDGFR- B peuentopure B kietkure. /n vivo nazonaHud uuxudbupa VEGF-unayuupanoro VEGFR-
2 ¢pochopunupane B 6eau 1poOOBE HA MULIKH, aHTHON€HEe3aTa IMpU pa3/IHuyHH KUBOTHHCKH MOJIEJIH,
KaKTO W pacTe’ka Ha MHOXKECTBO YOBELIKH TYMOPHH KCEHOTPAHCIUIAHTATH MPH MHULIKH.

dapMaKOreHOMHKa

BbB (hapMakoreHeTHYEH MeTa-aHaJIM3 HA JaHHM OT 3 | KJIMHMYHHM NPOYYBaHUS HA Na30naHMo,
MPUJIOKEH WK KaTO MOHOTEpAIMs WKW B KOMOMHAUMS € IpYry cpeacTBa, rnopuiuasaie Ha AJIAT >5
x ['TH (NCI CTC Crenen 3) sb3uuksa npu 19% ot nocurenure Ha HLA-B*57:01 v npu 10% ot

He-HocuTenuTe. B Ta3u 6a3a nannm 133/2 235 (6%) or naumeHTHTe ca HocuTenu Ha anen HLA-
B*57:01 (Bxk. Touka 4.4).

KJAMHHUYHH PpOYyYBaHMS e
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HanpenHan w/unu Meractatiuer RCC ca panaoMusupanH ga nojyyasar nazonaHio 800 mg BeHbXK
NHeBHO WM Iutauebo. OcHOBHATA L€/l HA NPOYYBAHETO € OMNa A4 c€ OLEHAT H CPaBHAT ABETE IpyNH
Ha JIeueHHe 3a npexuBieMoct 6e3 nporpecus (PFS), a ocHOBHaTa BTOpHYHA Kpa#Ha To4ka e o0Liara
npexuseMocT (OS). JIpyrure nenu ca Ounu Aa ce OLCHAT HHBOTO Ha 00LLaTa CTENeH Ha NMOBJIUABAHE
H MPOABDKKHTENTHOCTTA Ha NOBJIHABAHETO.

Ot o010 435 nauKMeHTH B ToBa Npoy4uBaHe, 233 nauxeHTH ca 6unu 63 npeauiecTBailo JICHCHHAE, a
202 naupeHTH ca OMNK Ha BTOpa JIMHMUA, KATO Ca NOMYYHIM SAHO NpEALIeCTRAllO teUeHHe Ha Oa3aTa
Ha IL-2 win INF-a. OyukiponanHoro ¢sctosHue (ECOG) e 6uno cxoano Mexay rpynure Ha
nazonaHu6 1 mnauedo (ECOG 0: 42% cnpamo 41%, ECOG 1: 58% cripamo 59%). Ilo-ronamara qact
OT MAallHEHTHTE ca HMaNH unu 6aaronpuathH (39%), wm cpeann (54%) NporHocTHYHN GaKTOpPH No
MSKCC (Memorial Sloan Kettering Cancer Centre)/Motzer. Bcuuky nauueHTu ca OWiu cbe
CBET/IOKJIETBYEH XHCTOJIOTHYEH THIT HIIH NMPEAUMHO CBETIIOKICTYCH XHCTOOTHYEH THIN.
ITpuOAU3HTENHO MOJIOBHHATA OT BCHYKHK MALMEHTH ca OWIH ¢ 3 HIH NMOBeYe 3acCerHaTH OT
3a6019BAHETO OPraHa W NMPH NOBEYETO NALMEHTH € UMaTIO MeTacTasH B 6enure apodose (74%) u/wu
nuMdHATE BB3MH (54%) Ha U3XORHO HHUBO.

CxoaeH NpOLIEHT OT NALMEHTHTE BbB BCAKa rpyna ca Ounu 6e3 npealuecTsauio Je4eHHe H ¢
NMPEALIECTRAINO CYSHUE ¢ LIMTOKUHH (53% u 47% B rpynara Ha nasonaHu6, 54% u 46% B rpynara Ha
wauebo). B rpynara ¢ npeawecTsaio JeHEHHE ¢ LIHTOKHHY, NOBEYETO NalMeHTH (75%) ca noayunnH
Tepanus Ha fa3aTa Ha HHTEPJEPOH.

CxoneH NpolEHT OT NaUMEeHTHTE BbB BCAKa rpyna ca OliH ¢ nmpeamecTpaina He)peKTOMHA
(crorBeTHO 89% M 88% B rpynara Ha nazonaHud M B rpynara Ha naue®o) W/unu npeaecTralllo
nwueneveHHe (cpoTBeTHO 22% H 15% B rpynara Ha nazonanu6® u B rpynaTta Ha rnauedo).

[1TbpBHYHHAT AHANIM3 HA ITEPBHYHATAE KpaiiHa Touka PFS ce ocHoBaBa Ha olLieHKa Ha 3a60a9BaHETO upes
HE3ABHCHM MpErfien Ha peHTreHorpagHH1TE Ha LAUIATA ONynauMsa Ha mpoy4eaHeTo (be3

NIpEeRLIESCTBALIOC JJEYCHHE H C NPEAINCCTBRALID JICUEHHE C HHTOKHHH).

Tabnama 4  O6mnm peayiaratn 32 edpuxacunoct npa RCC no nezasacuma onenka (VEG105192)

Kpaiiau Touku/Tlomynauma Ha | P cTOMHOCT
NpOYYBAHETO [Tazonanub [Inauebo HR (95% CI) | (ezHocTpaHno)
PFS |
Obmwa* ITT N=290 N=145

MenuaHa (MeceLH) 9,2 _ 4.2 _ 0,46 (0,34, 0,62) | <0,0000001
Crenen Ha NOBUABAHE N=290 N=145 |

% (95%CI) 30 (25,1; 35,6) 3(0,5; 6,4) — <(,001
HR = KoedHlHEeHT Ha pHCK; ITT = “Intent to treat™; PFS = [IpexusaeMocTt 6€3 nporpecua. ¥-Ilonynaign 6e3
NpeANIECTBALIO JIEYEHHE U C PEALUIECTBAILO JeTeHAE C IMTOKHHH.
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®urypa 1 Kpusa na Kaplan-Meier 3a npe:xxuBsiemocTt 0e3 nporpecusi cnopea He3aBHCHMA
OlleHKA 34 00maTa nonyJjauus (nonyjJauuu 0e3 npeamiecTBAINO JeYEeHHE H ¢
npeamecrsamo Jevenne ¢ unrokunn) (VEG105192)

L | JA_ 1 L

b —+—— Pazopanib (N = 290)
| Median 9.2 months
£ 08 - :
r " : , -4 Placebo (N = 145)
& 4 Median 4.2 months
g 0.6 - v | Hazard Ratio = 0.46
2 P 1 95% Cl (0.34, 0.62)
a 1 P<0.0000001
04 - + 4+
g 1
g 02- SRt o S
e
0.0 4
0 4| 10 15 20
Months
X oc; Meceum, y oc; [lpouenr 06e3 nporpecus, [1azonanu0 (N=290) Meauana 9,2 meceua; Ilnanebo ----- -

- (N=145) Meanana 4,2 meceua; Koepuumnent Ha puck = 0,46; 95% CI (0,34; 0,62), P<0,0000001

®urypa2 Kpusa na Kaplan-Meier 3a npexxuBsieMocT 0€3 nporpecHsi cnope/ He3aBHCHMA
OLleHKA 32 nmonyJaunusaTa 0e3 npeamecrsamo Jeyenune (VEG105192)

A d I 4 i

Pazopanib (N = 155)
Medan 11.1 months

- Placebo (N = 78) i
Medan 2.8 months

Hazard Ratio = 040 |
95% C1(0.27, 0.60)
P<0.0000001

X oc; Meceun, y oc; [Ipouent 6e3 nporpecus, [Tazonann0 (N=155) Menuana 11,1 mecena; [Tnauedo ----
--- (N=78) Menunana 2,8 mecena; Koepuuunent na puck =0,40; 95% CI (0,27; 0,60), P<0,0000001
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Purypa 3 Kpuea na Kaplan-Meier 3a npexxussiemMocT 0€3 nporpecus crnope/1 He3aBUcHMa
OLIEHKA 3a MMOoIyJialuaTa ¢ npeamecTsamo Jevenne ¢ nuroknnn (VEG105192)

L 1 ' i 1

+— Pazopanib (N =135) |
Median 7.4 months
E ==~ PRACEDO (N = 61) ]
' Median 4.2 months
% 0.6- "1 % Hazard Ratio = 0.54 |
: S—-_— 95% C1 (0.35, 0.84)
E i 1"—1- - P<0.001
< 0.4 - k B :
€ el e TR
E 0.2 - oo -+ 3 v |
004 o ? - - |
0 9 10 15 20
Months
X oc; mecel, y oc; Ilpouent 6e3 nporpecus, I1azonanu6 (N=135) Meamnana 7,4 mecela;
[lnauebo ------- (N=67) Menunana 4,2 meceua; KoepuumueHr Ha puck = 0,54 95% CI (0,35: 0,84),
P<0,001

[Ipy nauMeHTHTE, KOMTO Ca Ce MOBJIUAIH OT JICYEHUETO, ME/IHaHATa Ha BPEMETO /10 MOBJIMSBAHE €
ouna 11,9 cenmuiin, a MeIMaHaTa Ha NPOABL/DKMTEIHOCTTA Ha NMOBJIMsABaHe € Ouna 58,7 cenmuuu
criopel He3aBucumara oueHka (VEG105192).

JlaHHuTe 32 MeMaHaTa Ha obuiara npexuBaeMocT (OS) B KpalHHUS aHAJIW3 Ha NPEKUBAEMOCTTA,
onpejesieH B npoTokoia, ca ounm 22,9 meceua 1 20,5 meceua [HR=0,91 (95% CI: 0,71; 1,16;
p=0,224)] 3a nauMeHTUTE, PaHAOMH3HPAHH CbOTBETHO B PaMOTO € na3onaHud U paMoTo ¢ riauedo.
Bb3M0OXKHM ca OTKIIOHEHMS B pe3yjaTraTtuTe 3a oouara npexxussemoct (OS), TeH kato 54% ot
MaLMEHTHTE B PaMOTO ¢ 1uialedo ca npueMaliv CbLO M NMa30naHud B NMPOABHKEHUETO HA TOBA
NpoyuBaHe cie/l nporpecus Ha 3adbonspanero. Lllectaecer u wect npoueHTa OT NaUHEHTHTE,
npyueMaJiy rauedo, ca nosy4yusiy JedyeHue ciell nNpoyyBaHeTo B cpaBHeHHUE ¢ 30% OT nauueHTuTe,
npHeMaJii na3onaHuo.

He ca HabnronaBaHu CTaTUCTHYECKHU 3HAYMMH PA3/IMKH MEX1Y I'PYINUTE HA JICYEHHUE M0 OTHOLLIEHHUE Ha
rnodanHoTo KauecTBO Ha MBOT (Global Quality of Life), oueneno no EORTC QLQ-C30 u EuroQoL
EQ-5D.

B npoyuBane ¢a3za Il npu 225 nauyeHTH € JIOKaAJIHO peLMAHBHPAJT WK METACTATHYEH CBETJIOKJIEThbYEH
ObOpEeYHOK/IEThYEH KapLIMHOM, OOEKTHBHATA CTEINEH Ha NnoBjusBaHe € Ouna 35%, a meanaHara Ha
NPOAB/DKUTEITHOCT Ha MOBJIMABAHETO € OHia 68 ceIMULIM criope/1 He3aBHCHMaTa olleHka. Meinanara
Ha PFS e 6una 11,9 meceua.

be3onacHocTTa, €PUKACHOCTTA U KAYECTBOTO Ha XKHUBOT MPH Nna3onaHuO crpsiMo CYHUTHHHO, ca

OLIEHEHH B €/IHO PaH/IOMH3HPAHO, OTKPUTO, NnapaienHorpynoro ¢asza Il neundepuopro npoyusase
(VEG108844).
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800 mg BeAHBK AHEBHO O€3 rnpeKkbCcBaHe, WiH CYHUTHHHO 50 mg BeAHbXK JHEBHO B 6-CEIMHUYHH
LIMKJIH ¢ 4 cCeIMMLIM Ha JIeYeHHe, MOCJIe/IBaHH OT 2 CeIMHUIIM 0€3 JIeYeHHE.

OcHOBHATA 11€J1 Ha TOBA MPOYYBaHE € /la Ce OLIEHH U CpaBHH npexussemoctra 0e3 nporpecus (PES)
[PU NaLMEeHTHTE Ha JIeYeHHE C Na30naHud B CPaBHEHHWE C MALMEHTUTE HA JICYEHHE ChC CYHHTHHHO.
Jlemorpa)ckuTe XapakTepUCTHKHM ca OWJIH CXOHH MEX/1y paMeHaTa Ha JieueHHe. XapaKTEePUCTHKHTE
Ha 3a00JIIBAHETO TMPH ITbPBOHAYAJIHATA IMATHO3A W NMPH CKPUHUHIA ca 0alaHCHUPaHW MEeXy pamMmeHaTa
Ha JIeYEHHE, KaTO MOBEYETO NMaLMEHTH ca OWIKM Cbe 3a0015BaHe OT CBETJIOKJIETHYEH XHCTOJIOIHYEH

TAN U cTteneH 1V.

VEG108844 noctura npBuuHaTta cu kpakHa touka PFS u noka3sa, ye nazonaHu0 e ¢ He no-maJika
e(pMKaCHOCT OT CYHUTHHHO, ThH KaTo ropHara rpanuua Ha 95% CI 3a koe(pULIMEHTa HA PHCK € T10-
HMCKA OT OrpeJieJieHaTa B MPOTOKOJIa J0MYCTUMA rpaHuLia 3a HeuHdepuopHocT ot 1,25. Obwure
pe3ynTaTH 3a eukacHocT ca 00001eHH B Tabauua 5.

Ta6auna 5 OO0mu pesyaratu 3a epuxacunoct (VEG108844)

HR
Kpaiina Touka IMazonanund N=557 Cynnruanbd N=553 | (95%C]))
PFS
O6u1o
MeauaHa (MeceL) 8,4 9,9 1,047
(95% CI) (8,3;10,9) (8,3; 11,0) (0,898; 1,220)
O06ma npexxuBsieMoCT
MenunaHa (mecenm) 28,3 29,1 0,915°
(95% CI) (26,0; 35,5) (23.4; 33,1) (0,786; 1,065)
HR = KoeduumeHnt Ha puck; PFS = [1pexussemoct 0e3 nporpecus, * P croiiHocT = 0,245 (2-cTpaHHO)

®urypa4 Kpusa na Kaplan-Meier 3a npexxuBsiemocT 0e3 nporpecHusi cope/l He3aBHCHMA
ouneHka 3a oomara nonyaanus (VEG108844)

cesnsesncsss N1AIONAHKD (N=557)
o - = CYHUTUHMWO {N=553a

0 2 8 12 16 20 24 28 32 36

Bpeme cneg paHgommsaumns (meceum)
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Ananu3 Ha noarpynute Ha PFS e nanpaBen 3a 20 aemorpadcki H NpOrHOoCTHYHH dakTropa. 95%
JNOBEPHTEIIHH HHTEPBAH 38 BCHYKH NOATrPYIH BKIIOYBAT KOSQHLHUEHT Ha puck 1. B TpuTe Hal-Manku
ot Te3u 20 noArpynH, TOYKOBAaTa OLICHKA Ha KOe(PULIMEHTa HA PHCK € HAABHIIMAA 1,25; T.€. NpH
yuacTHUUH 6e3 npeaiecTBaiia Hegpekromus (n=186, HR=1,403; 95% CI (0,955; 2,061)), n3xonuu
croiiHocT Ha LDH>1,5 x ITH (n=68, HR=1,72; 95% C1 (0,943; 3,139)), 1 MSKCC: HUCBK pHCK
(n=119, HR=1,472; 95% CI (0,937, 2,313)).

Capxom na mexume muvkanu (S1S)

EdukacHocrTa ¥ 6e30macHOCTTa Ha nozonaHud npu STS ca oleHeHH B ocHOBHO (ha3a 1l
paHAOMH3HPaHO, ABOHHO-C/AMNO, I1auedo-KOHTPOIHpaHO MHOIOLIEHTpOBO npoyuBaHe (VEG] 10727).
O6wmo 369 nauyenTy ¢ HanpeaHan STS ca 6unu panaoOMH3MpaHH Aa nony4asart nazonaHud 800 mg
BeAHBXK AHEBHO WIH Iutaledo. BaxkHo €, 4e caMo NaLMeHTH ¢ ONpEacsIEHH XUCTOMIOTHYHH MOABHAOBE
Ha STS ca nomycHaTH Ja y4acCTBAT B U3NIHTBAHETO, H CAeAOBaTENHO edHKacHOCTTa M Ge3onacHoCTTa
Ha Na3onaHud MoraT Za ce CUHMTAT 38 YCTAHOBEHH CaMO MpPH Te3H noaArpynH Ha STS H neyeHuero ¢
nasonaHu6 TpaOBa xa ce orpaHHyu Ao TakMea STS noasuiose.

CneaHuTe BHAOBE TYMOPH 2 OHJIM MOAXOAALLH:

dubpobnacTun (pubpocapkom NpH BB3pacTHH, MHKCOPHUOpOCAPKOM, CKAEPO3UPALL ENHTENIOHIEH
bubpocapkoM, 3T0KAYECTBEHH COJUTAPHH PHOPO3HH TYMOPH), T. Hap. PHOPOXHUCTHOLIMTHH
(ieoMopden 3n0kayecTBeH GubpozeH xuctuouuroM [MFH], rurasroknersyen MFH, pe3nanurenen
MFH), neifioMHocapkoM, 3TOKAYECTBEHH FIIOMYCHH TYMOPH, Ha CKEJIETHUTE MYCKYJIH (IL1€OMOP(EeH U
anBeoyapeH pabaoMHOCAPKOM), BACKYNapHH (€NUTENIOUAEH XeMaHIHOCHAOTEIHOM, AHTHOCZPKOM ),
HeaudepeHLHpaHy (CHHOBHAJNIEH, eNUTEIOHIEH, aJIBEO/IapeH MEKOTbKAHEH CapKOM, CBETJIOK/IETbY€EH,
Ie3MOIUTACTHYCH ApeOHOKPBITIOKIIETHYEH, eKCTpapeHaneH pabaoOHICH TYMOP, JTOKAYECTBEH
ME3CHXHMOM, EPUBACKYIAPHH €MUTEIOMIHOKICTHYHH TYMOPH, CAPKOM HA HHTHMATA),
37J0KaY€CTBEHH TYMOPH Ha OOBUBKUTE Ha nepu(epHUTE HEPBH, HeaH(epeHIMpaHH CApKOMH Ha
MEKMTE ThbKaHH, KOMTO HE ca onpeacacHH no apyr HayvH (NOS) M ApyrH BHAOBE CAPKOMH (KOHTO He
ca H3OPOSHM KaTO HEMOAXOAALIH ).

CnenHuTe BHAOBE TYMOPH HE ca OWiIH MOAXOQALIH: |

AJHNOLMUTEH CAPKOM (BCHUYKH NMOABHAOBE), BCHYKH pabAOMHOCAPKOMH, KOUTO He Ca ajIBeOJIapHH W
rneoMopghHH, XOHAPOCAPKOM, OCTEOCAPKOM, TYMOPH Ha Ewing/npUMMTUBHH HEBPOSKTOACPMATHA
tyMopH {(PNET), racrpo-uiurectunanex crpomanes tymop (GIST), aepmaTodpubpocapkoma
npotyGepanc, Bb3naInTeNeH MHOGUOpOGNacTeH capkoM, 3TOKAaYeCTBEH ME30TEMOM H CMECEHH
‘Me30JepMaAIHH TYMOPH Ha MaTKaTa.

Tpabra na ce orbenexw, ye NAUEHTHTE C AAMMNOLIMTEH CAPKOM ca OHIH M3KIIOYEHH OT OCHOBHOTO
da3a 11l npoyuBane, Thit kaTo B npeaeapHTeaHoro ¢asa Il npoyusane (VEG20002), aktuBHOCTTA
(PFS na cegmuua 12), HabmoaaeaHa ¢ na3zonaHud npH aaunoLyTeH CAPKOM, He € JOCTHIrHana
HeoOXO0®MAaTa CTeNeH, KOATO A4 MO3BONH MO-HATATBHIIHO KIIHHUYHO H3C/ICABAHE.

Hpyr xmouoB BKiOuBaLl KpUTepHi Ha npoyuBaHeTo VEG110727 e OWn: XHCTONMOrHYHM TaHHH 34
BMCOKA HITH Cpe/lHa cTeneH iokauecTeeH STS u nporpecus Ha 3a6onsaBaHeTo B paMKHTE Ha 6 MeceLa
OT JIeYeHHE 38 MeTacTaTH4HO 3abonsBaHe, MM peLIMB B paMKUTe Ha 12 Mecela ot (Heo)-

/aAtOBAHTHA TEPATMAL.

[Ipean pa ce BKIIOYAT B NMPOYYBAHETO AEBETAECET H 0ceM npoueHTa (98%) oT ywacTHHUHTE

TPH WIH MOBCYC XUMHOTCPAINICBTHYHH NPDOAYKTa.
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[TanuenTure ca OWIH cTpaTHdHLMpaHy No gakTopuTe Ha pyHKuMoHanHUA ctatyc no C30 (WHO PS)
(0 nau 1) Ha H3XoAHO HMBO H OPOA HAa THHAHMTE Ha MPERUIeCTBA0 CHCTEMHO NEYCHHE HA HANPEIHANo
3abonasaHe (0 WK 1 cnpamMo 2+). BBB BCAKa OT IPYIIHTE Ha JICUEHHE € HMANO MANKO NO-BHCOK
NPOLIEHT HA YYACTHULIMTE ¢ 2+ NTHHAM Ha NPEAWEeCTBAIlO CHCTEMHO IeYeHHE Ha HaltpeHalo
3aBonsBaHe (ChOTBETHO 58% M 55% 3a paMOTO Ha JIEYEHHE ¢ I1aLeto H paMOTO HA JIEYEHHE ¢
nazonasub) B cpasHeHue ¢ 0 WK 1 NMHUK Ha MPEAUIECTBALIO CUCTEMHO JieyeHHe (CbhoTBeTHO 42% U
45% 3a paMOTO Ha JiedeHne ¢ riauecbo ¥ paMoTo Ha Nedense ¢ nazonanud). MeauaHata Ha
NPOABDKHTEHOCT Ha NpOCheAsBaHe Ha YHaCTHHIMTE (onpeeneHa OT JaTaTa Ha PAHIOMH3aLHA 10
NIATATa HA NMOoCAeAeH KOHTAKT WIH ¢MBPT) € Huna noaodHa 3a ABeTe paMeHa Ha nedeHHe (9,36 mecena
3a rauedo [B ananaszod ot 0,69 no 23,0 meceua) u 10,04 mecena 3a nazonanud [B awanasox 0,2 o
24,3 mecenal.)

OcHoBHaTa L& Ha MpoyuBaHeTO € Omwna npexuniemoctTa 6e3 nmporpecus (PFS), oucHena upes
HE3aBHCHM PaJMHOIOTMUYEH Npernea; BTOPHYHMTE KPalffHH TOYKH Ca BKIIOYBAIH 0011 NMPEeXHBIEMOCT

(OS), o6111a cTenex Ha MOBJIMABAHE H TIPOABIDKUTENHOCT Ha MOBJIHABAHE.

Tabauna 6 OOmu pesyararn 3a eprkacHocT npi STS no mezaBrcAama onenka (VEG110727)

Kpaiinn Touxn / IazonannG ILnanebo HR (95% CI) | P crofinoct '
Ionynanug Ha (aBycTpanno)
NPOYYBAHETO

PFS
O6bma ITT N=246 N=123

Mennana (ceAMHLIN) 20,0 7,0 0,35 (0,26; 0,48) <0,001
JlefioMHOCAPKOM N=109 N=49

MeanaHa (cenMHLIH) 20,1 8,1 0,37 (0,23, 0,60) <0,001
[Toarpynu Ha CHHOBHANEH N=25 N=13
CapKoM

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

Menuana (CeIMHLHN) 20,1 4.3 0,39 (0,25; 0,60) <0,001
OS i
O6ma ITT N=246 N=123

MeaunaHa (Meceln) 12,6 10,7 0,87 (0,67; 1,12) 0,256
JletiomHocapkoM™ N=109 N=49

Meauana {(meceiin) 16,7 14,1 0,84 (0,56, 1,26) 0,363
IMoarpynu Ha CHHOBHANEH N=25 N=13
capkoMm*

MeauaHa (MecelH) R,7 21,6 1,62 (0,79; 3,33) |
[Moarpynu na ,apyru STS”* N=112 N=61 |

Menvana (MeceLM) 10,3 2,5 0,84 (0,59; 1,2
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CreneH HA NOBJ/IHAIBAHE
(CR+PR)

% (95% CI) 4(2,3;79) 0 (0,0; 3,0)
[Ipoab/IKUTENHOCT Ha
MOBJIMSIBAHE

Menuana (ceamuim) (95%
CI)

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

HR = KoeduumenT Ha puck; ITT = ,Intent to treat”; PFS = [Ipexussemoct 6e3 nporpecus; CR = [IbjHO
nosiausiBane; PR = Yactuuno nosaussane; OS = O01a npexuBieMocT

* O6mara npexxMBAEMOCT 32 CbOTBETHHUTE XUCTOJIOTHYHH noaArpynu Ha STS (JiefioMmuocapkoM, CHHOBHAJIEH
capkom u “npyrn ” STS) Tpsabsa na ce HHTEprpeTHpa ¢ NOBHILIEHO BHHMaHHE NMOpa i MaJIkus Opo# Ha
JINLIATa U LIHPOKUTE AOBEPHUTEIHH HHTEPBAJIM.

[Tono6Ho nogobpenue B PFS, Bb3 0OCHOBa Ha OlieHKa Ha M3ciie10BaTess, € Hab/Il01aBaHoO B PaMOTO Ha
nazonaHuO B cpaBHeHHe ¢ paMoTo Ha ruauebo (B obmara I'TT nomynauus HR: 0,39; 95% CI, 0,30 no
0,52, p<0,001).

®urypa S Kpusa na Kaplan-Meier 3a npexuBsiemocT 0e3 nporpecust npu STS cnopen
He3aBHCHMA olleHKA 32 obmaTa nonyaauus (VEG110727)

1 | | 1 L 1

Estimated Survival F undtion

60 100

Subjects At Risk
Pazopanib 246 88 25 S 1
Placebo 123 6 1

Note: 95% confidence interval bands are shown for each treatment

He e nabntonaBaHa 3HAYMTE/IHA Pa3/ivKa B OS mexay aABeTe paMeHa Ha JIeYeHHe NMpU KpaiHUs aHalu3
Ha OS, nanpaseH ciesn kato 76% (280/369) ot cvbutusTa ca ce cayunnu (HR 0,87; 95% CI1 0,67; 1,12
p=0,256).

[leanaTpuyHa nomnyaaius

[IpoyuBane ¢a3za I (ADVLO0815) na nazonanud e nposeseHo npu 44 neauaTpuyHH MaLHEHTH C
pa3/IMuHM peLMAUBUPALLH WK pedpakTepHH CONUAHN TyMOpH. OCHOBHATA LIEJI € J1a C€ MPOY4H
MaKCHMaiHaTa noHocuma ao3a (maximum tolerated dose, MTD), npodpunsbT Ha 6e3onacHoCT

EKCMO3HIIMs B TOBA nMpoyuBaHe e 3 Meceua (1-23 meceua). AP iR <

| 3 [ 7 YR A\ % |
i = [ [; ---..J ¥ r.' .Lru:.' | € !
eI B P A N f — ]
,\ = ':F_ 57':"t':"'l‘:- . ""3_1*;-?_ RS /JI
\ \ e /S )

{.;"‘- ) 2 i

\ <, /4

N\ J,f?ﬂ@ By o

31 N—




[Tpoyusane dasza Il (PZP034X2203) na nasonannb € nposeAcHO NpH 57 NeAHATPHYHH NALHEHTH C
pedpakTepHH COMMAHHN TYMOPH, BKIoYMTeNHO pabaomuocapkoM (N=12), He-pabnoMuocapkoMeH
mMexoTbKaHeH capkoM (N=11), capkom Ha Ewing/pPNET (N=10), octeocapxom (N=10),
nespobnactoMm (N=8) u xenarobnacrom (N=6). [IpoyuysaHeTo € NpoBe¢HO KaTO MOHOTEPAIIHH,
HEKOHTPOJUPAHO, OTKPHTO NIPOYYBAHE 3a ONpee/isHe Ha TEPaNeBTHYHOTO AcHCTBME Ha Na3onaHyb
MPH Jella H I0HOWH Ha Bb3pacT | no < 18 rogunmn. [asonanub ¢ npunaran exenHeBHO noA gopMata
Ha TabneTkH B Jo3a 450 mg/m?/no3a WK KaTO NEpopaiHa cycneHsus 225 mg/m?/nosa. MakcumanHo
NOMyCTAMaTa HeBHa fo3a 3a Tabnetkn e 800 mg 1 400 mg 3a nepopanHa cycnensns. Meananara Ha
MPOOBL/DKMTETHOCTTA Ha excrosuums ¢ 1,8 Mecena (1 neH-29 Meceua).

Pe3ynTaTHTe OT TORa NPOYYBAHE HE MOKA3BAT 3HAYHMO AHTHTYMOPHO AE€HCTBHE MPH CHOTBETHATA
nejHaTpH4Ha Nnomyjaaiua. 3aToBa Nna3onanud He ce MpenopLusa 3a JISUEHHETO Ha TE3H TYMOPH NpH
neaHaTpHYHA MOMyJaums (BXK. Touka 4.2 3a HHQOpMaLIMA OTHOCHO YNoTpeda B IeanaTpuaTa).

Epponeiickara areHiuHs Mo JekapcTBaTa ocB000KAaBa OT 3a/IL/DKEHHETO 32 NIPEJIOCTaBAHE Ha
pe3y/NITATHTE OT MPOYYBAHHUATA ¢ pedePEeHTHNIE JIEKapCTBEH NPOAYKT, ChABPXALL Na3onaHub, BbB
BCHYKH MOATPYNH Ha NeAHaTPHYHATA NOMYJalHs MPH NeueHUe Ha KapLiMHOM Ha ObpOpeka H
OBOpeuHOTO Nerenye (¢ u3KoYeHe Ha HegpobrnacToMm, HedpobrnacToMaTo3a, CBETIIOKIETBYEH
capKkoM, Me3o0nacTeH HegpoM, O6LOpeueH Meayaper KapUMHOM U pabrouaeH TyMop Ha ObOpeka)
(BX. TOouKa 4.2 3a MHHGoOpMaLMa OTHOCHO ynoTpeda B neAHaTpusaTa).

5.2 @apMAKOKHHETHTHH CBOHCTBA

Abcopbuua

[Ipu nepopanHo NPHJIOKEHHE Ha €AHOKpaTHa fo3a nasonaHud 800 mg Ha naumenTH Cue CONMMIHH
TYMOPH, MAKCHMa/1HaTa nna3MeHa KOHUEHTPalHUA (Cunax) npubnusurenHo 19 £ 13 pg/ml ¢ 6buna
NOCTHTrHaTa cea meanaHa 3,5 yaca (rpanuum 1,0-11,9 yaca) n € nocrurnata AUC.. mpubnuzurenso
650 + 500 pg.h/ml. ExxenHeBeH npuem Ha posara soau Ao nosuuiasaHe Ha AUC,.r ¢ 1,23 1o 4 mbTH.

He e naGmonaBaHo cvoTBeTcTBallo nosumaeane Ha AUC win Cr.x ipH nasonanud ¢ ao3m Han 800
mg.

CucTeMHATa eKCIO3MLMA Ha Na3onanub ce MOBUILIABA NIPH NPHIOKEHHE ¢ XpaHa. [IpHAOKEHHETO Ha
na3onaHud ¢ XpaHH C BHCOKO WIM C HUCKO ChABPKAHHE HA MA3HUHHA BOAM 10 NMPUOIU3UTENHO 2-
kpaTHO nopHlaBaHe Ha AUC u Cpay. [lopanu ToBa, nasonanu® tpabea ga ce npunara Han-Manko aBa
yaca cJieji WM Hai-MaJIko eIMH Yac NpeaH XpaneHe (BXK. Touka 4.2).

[IpunoxeHneTo Ha nasonaHn® 400 mg Harpomena rabnerka e nopuMno AUCp.72) ¢ 46% H Cpax
NPHOIHUIUTETHO 2 METH H € HAMAIWIO trex C MPHOIH3UTENHO 2 Yaca, B CPaBHEHHUE ¢ NPUIIOKEHHE HA
uina Tabnerka. Te3m pe3yaraTyd noka3BaT, ye OHOHANMYHOCTTA M CTENEHTA Ha nepopanka abcopbuus
Ha Na30naHKob ca MOBHIIEHH CJIE] NPHWIOXKEHHE Ha HaTpolleHaTa TabneTka, B CpaBHEHHE C
NpHIOKEHUE Ha Ls1a Tabnerka (BXK. To4Ka 4.2).

PasnpeneneHre

3aBHCHMOCT OT KOHLEHTpaumsiTa Haj cTofiHoctH ot 10-100 ug/ml. In vitro npoyuBanms
ye nazonaHud e cyberpar Ha P-gp u BCRP.
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buotpancdopmalmi

PesynraTtu ot in vitro Npoy4YBaHHs NOKa3BaT, 4¢ MeTaboIM3Ma Ha Na3onaHHOd € MeaHUpaH I1aBHO OT
CYP3 A4, ¢ neznauntenno yuactue Ha CYP1A2 n CYP2C8. Uetnpure 0CHOBHU MeTabonuTa Ha
na3onaHvO oTroBapaT caMo 3a 6% oT ekcnosuLMATa B fU1a3MaTa. EauH ot Tean Merabonutn
HHXHOHpa nponrgepaunnTa Ha VEGF-cTuMynHpaHy 4oBeuIKH €HAOTEIHH KIETKH OT yMOWIHKaIHa
BeHa ChC CXOAHA CUIa ¢ Ta3W Ha nasonanu6, apyrure ca 10 1o 20 nb1H no-cnabo aktueHK. [lopanu
TOBa, JEelCTBHETO HA Na3onanud 3aBHCH INABHO OT €KCIIO3HLUMATA Ha NMa3onaHHo.

EnuMuHHpanHe

[Tazonanub ce ennMHBMpa 6aBHO CbC CPEAHO BpeMe Ha NoayxkusoTt 30,9 naca cnen npuioxkeHHne Ha
npenopbuHTENnHaTa no3a ot 800 mg. EauMuHHpaHeTO € rnaBHo 4pe3 ¢eueca, xato 6s6peuHoTO
¢IMMHHHpaHe 0TToBapa 3a <4% OT npuiIokeHaTa Jo3a.

Crneuuaniy nonyJJaaluuH

bvopeuno yspeocoane

PesyntaTvTe nMoka3sar, e no-Majiko ot 4% oT A03aTa Ha MepopaHO NPHIMKEH na3onaHud ce
€KCKpeTHpa B ypHHaTa noa dopMaTa Ha nazonanud u merabonuru. PesyaraTtuTe OT NOIMyNalHOHHO
(hapMakOKMHETHYHO MOAeIHpaHe (AaHHHU OT NHIa ¢ U3XoaHH cToiHOCTH Ha CLCR B paMxuTe Ha 30,8
ml/min no 150 ml/min) noka3spar, ue e Manko BEpOSTHO OBOPEYHOTO YBPEKIAHE fa UMA KNIMHHYHO
3Ha4YHM e(eKT BbpXY hapMakokMHeTHKATa Ha nasonaHub. He ce u3McKkBa kopurupaHe Ha no3arTa [pH
NalHEeHTH C KPeaTHHHHOB KIBpBHC Hag 30 ml/min. Ilpenopbusa ce NOBUILLIEHO BHHMAHHE TPH
MalMEHTH ¢ KPEATHHHHOB KAHPEHC noA 30 ml/min, ThH KaTO HAMA OTIMT OT MPWIOKEHHE HA
na3onaHud NpHu Ta3H NOMmyJalus NauHeHTH (BX. Touka 4.2).

Uepnodpobro yepexcoane

Jexo | |

Menuannre Ha Cnax B AUC 024) Ha Na30maHud B CTAIHOHAPHO CHCTOSHHKE NPH NAUMEHTH C JICKH
OTKJIOHEHHS B YepHOAPOOHUTE napamMeTpy (1epUHHpPAHH WIH KATO HOPMAJIHH CTOHHOCTH Ha
OWHpYOHH H BCAKA CTeTIEH NMOBHILIEHHE Ha anaHHH-aMuHOoTpaHcdepasa (AJIAT), wnu karo
NOBHIIEHHE Ha SWIMPYOHH (>35% aupekteH) a0 1,5 MbTH ropHaTa rpaHANA Ha HOPMAaTa, HE3aBUCHMO
ot cToiiHocTTa HAa AJIAT) cnen npunoxeHde Ha 800 mg BeAHDBK JHEBHO Ca CXOAHH C MEAMARHUTE NPH
naLneHTH ¢ HopManHa yepHoApoOHa GyHkuua (Bxk. Tabauua 7). [IpenoppuMTennara no3a npu
NAaLKMEHTH C JIEKH OTKIIOHEHHSA B CEpYMHUTE YepHOApoOHHM noka3arenu ¢ 800 mg naszonauub BeaHbxk
JAHEeBHO (BXK. TOUKa 4.2).

Ymepeno |
MakcuManHaTa noHoCHMa 103a nazonaHud (MTD) npH nauHeHTH ¢ yMepeHO 4epHOAPOOHO
yBpexxaaHe {ne)HHHpaHO KaTo NoBHILEeHHE Ha OunupyduHa >1,5 no 3 mbTH ropHaTa rpaH1la Ha
HOpMATa, He3aBUCHMO OT cToiiHocTHTE Ha AJIAT) € 200 mg seaHBXK aHeBHO. CTOHHOCTHTE Ha
MegHaHHUTE Ha Cmax U1 AUC(0-24) B CTALMOHAPHO CBHCTORHHUE cnea npunoxeHue Ha 200 mg nazonaHub
BEHLK JAHEBHO NPH NaLHEHTH C YMEPEHO YepHOAPOOHO yBpeKaaHe, ca npubansurento 44% n 39%
OT CHOTBETHHTE CTOHHOCTH Ha MeAMaHMTe ciieq npuiokeHHe Ha 800 mg BeaHbX JHEBHO NpH
NaluHEeHTH ¢ HOpMATHA YepHoApoOHa dyukums (Bx. Tabnuua 7).

Cnopen naHHHTE 3a 6€30NMaCHOCT W IOHOCHMOCT, A03aTa Ha nasonaHuO TpabBa na ce pe
200 mg BeaAHBK AHEBHO MPH XOpa C YMEPEHO YESPHOAPOOHO yBpexKaaHe (Bx. To4ka 4.2)
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Texcxo

CroiiHocTHTe Ha MeauaHuTe Ha Cmax H AUC©0-24) B CTALIMOHAPHO ChCTOSHHKE Cliel MpWIokeHHe Ha 200
mg na3onaHud BeAHBK AHEBHO NPH MALMEHTH C TEXKO YEPHOAPOOHO yBpeXKaaHe, ca NPHOANIUTENHO
18% ¥ 15% OT CHOTBETHHTE CTOHHOCTH Ha MEAHAHKWTE CleaA npunoxkeHHe Ha 800 mg BeIHEXK NHEBHO
NpH NALIMEHTH ¢ HOPMaJIHa YepHopoOHa GyHKLMA. B3 OCHOBA Ha HAMAJIEHATA EKCTIO3HLIMA U
orpaHMYEHHA YepHoapobeH pe3eps, Na3onaHKd HE Ce MpenopbyBa [IPH NALMEHTH C TEXKKO
yepHOJPpOOHO yBpexaaHe (nedHHnparo kato ob Gunupy6GuH >3 MbTH ropHaTa rpaHMlla Ha HOpMArTa,
He3aBHCUMO OT ctoiiHocTTa Ha AJIAT) (Bx. Touka 4.2).

Tabauna 7 Meauand Ha PapMaAKOKHEHeTHYHHTE NAPAMETPH HA Na30N2RAD B cTRHRORAPHO
CHCTONHHE, A3MEPEHNE NPH JIHNA ¢ YepHOAPOOHO YBpexKiane

I'pyna Hicneapana | Cpu (ug/ml) AUC (0-29) IIpenopnunTeNHa
1034 - (pg x hr/ml) 038

Hopmaana | 800 mgBJ 52,0 | 888,2 800 mg B

uepHoapobHA (17,1-85,7) (345,5-1482)
GyHKNHA

Jexo Y 800 mg BJ] 33,5 774,2 800 mg BJI

| (11,3-104,2) (214,7-2034.,4)
YMmepeno UY 200 mg BA 22,2 256,8 200 mg BJ1
(4,2-32,9) | (65,7-487,7)

Texxko UY 200 mg B 9,4 130,6 He ce npenopruBa
' (2,4-24,3) (46,9-473,2)

B]l — Beaubx nHesHo

IHeduampuuna nonyaayus

Cnen npHaOKEHHETO Ha nasornaiub 225 mg/m? (kaTo nepopaiHa CyCneH3Ha) NPH NeAHaTPUYHH
NALUWUEHTH, GapMAKOKUHETHYHHTE NapaMeTpH (Cmax, Tmax H AUC) ca nogobHu Ha Te3n, crodiuenn
MOpaHO NPH BHIPACTHH MALKEHTH, NexyBaH ¢ 800 mg nasonaHub. PesyaraTtute Noka3saT, Ye MEXKAY
nella ¥ Bb3pacCTHH HAMA 3HAMMTE/IHA Pa3/iKKa B KIIHPbHCA HA Ma30MaHHd, HOPMAIIU3HPAH CPAMO
TEJIECHATA NOBbPXHOCT.

5.3 IlpeaAKIHAENYHA JaAHH 33 6ezonmacHOCT

[TpeaknHHUUHUAT Npod i Ha 6e30MacHOCT HA Ma30NnaHud € OLICHEH NMPH MHULIKH, TUTBXO0BE, 3akilH U
MaliMyHH. B npoyuBaH#is ¢ MHOTOKpaTHO NpWiaraHe MpH rpH3ayH, eexTHTe BbpXy MHOXECTBO
ThKaHH (KOCTH, 360K, HOKLETHO J1I€FN0, PENPOAYKTHBHH OPraHH, KpbBHa ThKaH, 6p0peun n naHkpeac)
H3ITIeKAAT CBBP3aHH ¢ dapMmakosoruaTa Ha uHxnOupaHe Ha VEGFR u/unn HapyluapaHe Ha
curnanuure rbTHLLA Ha VEGF, kaTo noBeuero edexr ca Habmoaasanu Npy HHBA Ha IU1a3MeHa
eKCIMO3HLIKA Mo Te3HK, HaOmonasaHy B KnHHUKaTa. [pyru Habmoaasanu edexTn Biurousar 3aryba Ha
TErJIo, AUApHa KWWK 3a00/1aBaHHA, KOWTO ca OWJIH WIH BTOPHUYHHU HA NOKATHU FAaCTPOUHTECTUHANHH
eeKTH, NPUYUHEHH OT BUCOKA JIMTABHYHA €KCIIO3HUMA HA IEKAPCTBEHMUA NPOAYKT (MalMyHH), WiH
¢apmaxonorudny edextu (rpusayn). [lponudepatuBru HepHOAPOOHH Jie3uH (€03HHOPWIHH OTrHHMIA
M aJICHOM) ca HaOmonaBaHH MPH XEHCKH MULLIKH NMPY €KCNO3ULUg 2,5 MbTH NO-BHCOKA OT Ta3M NpH
xopa Bb3 ocHoBa Ha AUC.

B npoyuBaHHA 3a IOBEHH/IHA TOKCHYHOCT, KOTAaTO Ha IUTHXOBE B MEPHOAA NpeaH OTOHBAUER
npWIoXKeHH A03U npubnusurento 0,1 mbTH KIMHKYHATA eKCno3HLUA, Ha3zHpaHa Ha /
_BB3PacTHH XOpa, OT JeH 9 cien paxaaHeTo a0 AcH 14 caea paxaaHeTo, na3’onaHud
1 aGHopMeH opraHeH pacrex/pazsurie Ha OLOpeuuTe, benute apodbose, YepHHA Af
Korato Ha ruteXOBe B NlepHoa cliel 0OTOMBaHE ca MpUIarady 1034 OT A¢H 21 cnen
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62 cnep paXxAaHeTO, TOKCHKOJOTHMHHUTE JaHHY ¢a CXOAHHU € TE3H IPH BH3PACTHH MUILXOBE NpH
nopobuu excnozuumu. [leauaTpyyHUTe NAaLMEHTH Ca C MOBUILUEH PHCK 32 KOCTHHU U 3b0HH €deKTH B
CpaBHEHHE C BL3PACTHHUTE, Thil KaTO TE3H NMPOMEHMU, BKJIIOYBAIIN HHXHOWPaHEe Ha pacTeXa (CKbCEeHH
KpaiHHLM), YYIUIMHBH KOCTH M peMOAeIUpaHe Ha 350H, ca HabmogaBaHH Mpy Maaau rrsxoee npy =10
mg/kg/nHesHO (paBHO Ha npubnuzurenHo 0,1-0,2 mbTH KNKHHHYHATA ekcno3niMA, Oaznpana Ha AUC
NpH BB3PACTHH XOpa) (BXK. TOUKa 4.4).

Edextn BﬁwmﬁuMepzmuma M TEpaTOreHHH eEeKTH

[Tazonauub € mokazan eMOPHOTOKCHYHOCT H TEPATOr€HHOCT MPH NPHIOKECHUE NPH IUTHXO0BE H 3aHLIH
npy €KCno3viuu nopeye oT 300 NuTH NO-HUCKH OT EKCNIO3HUMATA NPH Xopa (Bb3 ocHoBa Ha AUC).
EdexTuTe ca BKIOUYBAIU HAMANCH (DEPTUNUTET NPH XKEHCKUTE, MOBHIICHA Npe- U
NOCTHMMIVIAHTALMOHHA 3aryba, paHHa pe3opduys, eMOpHoHaleH NeTalHuTeT, HaMANEeHO TENECHO TErI0
Ha (peTyca U CbpACYHOCHAOBH Mangopmauni. [Ipn rpuzaun ca HabnoaapaHu ¥ HaMaIeH Opoit KBJITH
Tena, NOBHILCH 6poii KHCTH M aTpoduA Ha siuHHLIMTE. B NpoyuBaHe Ha GEPTIIHTETA IPH MBKKH
MUTbXOBE He ca HabnmoaaBaHu e(eKTH BhpXY YH(PTOCBAHETO WK (pepTUNHTETA, HO ca HaboxaBaHH
HaAMaJICHO TETJI0 Ha TECTUCHTE K SNUAMAHMHCA ¢ HAMANIABAHE HA NMPOM3BEKIAHOTO KOJIHYECTBOTO
criepMa, Ha NMOJABHXKHOCTTA Ha CIIEPMaTO30MINTE H HA KORLICHTPAUMATA Ha CIIEPMATO30MH B
ENMUANAYMUCA H TECTUCHTE NPH eKcno3nuuy 0,3 METH eKCNo3MIMETa NPH XOpa B3 ocHoea Ha AUC.

I eHOTOKCHYHOCT

[TazonaHub He € NPHYUHKA M€HETUYHH YBPEKAAHUS NPU NMPOBEKAAHE HA TECTOBE 38 NTEHOTOKCHYHOCT
(TecT Ha Ames, TeCT 3a XpOMO30MHK abepaunn B HOBEIIKH nepu@epHH TUMOOLMTH H in vivo
MHKPOHYK/I€APEH TECT NPH IUIbX0oBe). CHHTETHYEH MEXIMHEH NPOAYKT, H3TION3BAH NPH
MPOU3BOACTBOTC Ha Na30naHUl, KOUTO C€ OTKPHMBA CBILO B MAJIKH KOJIHYECTBA H B KPaHHOTO
JIeKApCTBEHO BELIECTBO, HE € OM1 MyTareHeH MNpH TecTa Ha Ames, HO e G FeHOTOKCUYEH MpH TECTa C
MHIIH THMPOM H in vivo MUKPOHYKNEAPEH TECT NPH MHLIKH.

KaHLEePOreHHOCT |

B ABYI'OJHUIHH IIpOYHYBAHHA 34 KAHLHEPOICHHOCT C HRBGH&HHS, ce HabNoaaBa NOBHMIIIEHA Y€CTOTA Ha
‘-IEPHO,[[]JOﬁHH aJieHOMH NpH MHILUKH H AYOJACHAIHH aNCHOKaApLUHHOMH NPH ILTHXO0BE. B13 ocHOBa Ha
Cl'lElJ.H(l)H‘IHﬂTﬂ NaToreHesa rnpy rpu3aiun H MCXaHuiMa Ha BE3HHKBAHC Ha TC3H HaXO0JKH, HE C€ C'-II-"ITH,
HC TC OTpAa3ABaT HAJIMHHCTO Ha NOBULICH KAaHLHCPOICHCH pPUCK NPH NNAallHCHTH, TTPHEMAaILIH na3onaHHo.

6. OAPMAILEBTHYHHA JAHHH

6.1 CnHcBHK HA NIOMOIKHHTE BelIeCTBA

Ilazonanub Ienmusa 200 -mg purmupanu mabremxu:

Aapo Ha TabneTkara.
Mukpokpucranna ueaynosa (E460)
Hartpuep HUIIECTEH TIHKOAAT (THN A)

[losunon (E1201)
MarnessneB creapat (E470b)
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OOBHBKA Ha TabaeTKkara:
Xunpomenosa (E464)

TwuranoB auokcua (E171)
Makporon 400 (E1521)
XeneszeHn okcua, uepsen (E172)
[Tonucopbar 80 (E433)

Iazonanu6 3enmusa 400 mg durmupanu mabremxu:

Anpo Ha TabneTkara:
Mmcpmcpﬂc'mmg uenyno3a (E460)
HarpueB HuecreH riaukonar (Tum A)

[Toeunon (E1201)
Marne3ues creapar (E470b)

O6BuBKa Ha TabneTkara:

Xunpomenosa (E464)
Turano auoxcua (E171)

Makporon 400 (E1521)
[Tomicop6ar 80 (E433)

6.2 HecbBMeCTHMOCTH

Henpuinoxumo

6.3 Cpok Ha roanocTt

3 roAMHH

6.4 ChnenuHa/iHH YCJI0BHS HA CbXPAHEHHE

To3u nekapcTBeH NPOAYKT HE U3KUCKBA CIIELIMAJIHU YCIIOBHUSA 3a CbXPaHEHHE.
6.5 BuHaH cbAbLpPKAHHE HA ONIAKOBKATA

laszonanu6 3enmusa 200 mg urmupanu madiemxu.

30, 90, onakoBka Tun Mmyatunak ot 90 (3 onakoBku no 30) punamupanu tabnerku B 6enu HDPE
OYTHJIKM C MOJIMIPOINMUIIEHOBA Kana4ka, 3alllMiTeHa OT OTBapsiHE OT Jiela.

30, 90, onakoBka Tun myatunak ot 90 (3 onakoBku no 30) ¢uamMupanu TabneTky B npo3pavyHu
anyMHHHeBn-PVC/PE/PVDC onucTepm.

30 x 1, 90 x 1, onakoBka Tun myatunak ot 90 x 1 (3 onakosku no 30 x 1) duamMupanm TabneTku B
npo3pauHu anymMmuHueBu-PVC/PE/PVDC nepdopupanu e1H01030BH OiIMCTEPH.

llazonanub 3enmusa 400 m emKu.
30, 60 dunimupanu Tabnerku B HDPE OyTuiiku ¢ nonunponuiaeHoBa Kanayka, 3alliMTeHa crr __pme

OT Jela. N‘Hﬂ_i |
m "*", \\\

30, 60, 90, onakoBka Tun MyaTunak ot 60 (2 onakosku no 30) punmupanu TabieTku
anymuaueBu-PVC/PE/PVDC 6nucrepm.
30x1,60x 1,90 x 1, onakoBka Tun myatunak ot 60 x 1 (2 onakosku no 30 x 1)

- - . HII'.'
36 N A BRI

-‘“'-'"l-ﬂ.-lnll—"" -



He BcHukH BHI0BE ONMAKOBKK MOrar Ja ObJaTt 1nycHaTH Ha rnasapa.
6.6 ChnenuHa/JiHH nNpeaAna3sHH MEPKH NMPH H3XBBLPJIAHE

Hsama cneumanHu U3HCKBAHUA.

7. MIPUTEXATEJI HA PASPEHLIEHHETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130,
Dolni Mécholupy

102 37, Prague 10
Yewka penybiuka

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

[Tazonauu6 3enTuBa 200 mg dunamupanu tabaerku: Per. Ne 20220082
[Tazonanu6 3entusa 400 mg dunmupanu Tabnerku: Per. Ne 20220083

9. JIATA HA ITBPBO PA3ZPELHLIABAHE/TNIO/IHOBSIBAHE HA PASPEHIEHUETO 3A

YIIOTPEBA

JlaTta Ha nbpBO pazpewasane: 08.03.2022
JlaTa Ha nocyieHO NOJHOBSIBAHE:

10. JATA HA AKTYAJ/IUBUPAHE HA TEKCTA

14.05.2026 r.
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