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2. KAYECTBEH U KOJIMMECTBEH ChCTAB

Besika punmupana tabnietka cbabpika nazonaHud xuapoxsuopu (pazopanib hydrochloride)
exkBuBasieHTeH Ha 400 mg na3zonanud (pazopanib).

3a NbJIHUA CITUCHK HA NMOMOILIIHUTE BELIECTBA BUXKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka

bsina, npoasbiarosara ¢puaMupana tabserka, ¢ BAIbOHaTO penedHo ozHayenue ..400 ot ennara crpana
U ¢ npubau3uTenHu pasmepu 18,0 mm x 7,1 mm.

4. KJIAHWYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

bbuOpeuHokieTbyeH kapuMHoM (bKK)

[Tazonann® TeBa e noka3aH Npy BL3PACTHH 3a JICYEHHUE OT MbPBA JIMHUA HA HANpe/1HaJl
O0bOpeuHokieTbyeH kapunHoM (BKK) u npu nauMeHTH, KOUTO €a MoJIyYHIH NMPEALLeCTBAllO JeYEeHHE
C LIMTOKHHU 3a HanpeaHaso 3abolsBaHe.

Capkom Ha MekuTe ThkaHH (CMT)

[Tazonanu6 TeBa e noka3aH 3a JleYeHHE HAa Bb3PACTHH MALIUEHTH C ONPE/IEJIEHH TOIBH/I0BE Ha
Hanpe/Hajl capkoM Ha Mekute TbKaHHu (CMT), kouTo ca nonyyusiv npeainecTaiila XMHMHOTEpanus 3a

METacTaTH4YHO 3a00/IsBaHe WK MPH KOMTO € HACTBITHIA nporpecus 10 12 Meceua cnea (Heo)
aJIlOBaHTHA Teparus.

EdukacHocTTa M 6e30nacHOCTTa ca YCTAaHOBEHH CaMO TPH OIpe/IeNIEeHH XHCTOJIOTHYHH TYMOPHH
noasuaose Ha CMT (Bxk. Touka 5.1).

4.2 J1o3MpOBKA H HAYHH HA NPHJIOKEHHE

Jleuenme ¢ [azonanub Tepa TpsaOBa aa ce 3anousa caMo OT JIEKap € OINHT B MPHIIOKEHHETO HA
NPOTHBOTYMOPHH CPE/ICTBA.

Jlo3upoBka

Bv3pacmuu
[IpenopbunTenHaTa 103a na3onaHuo 3a JieueHue Ha EKK wid CMT e 800 mg BeaHbXK HE

Kopexyus na oozama 2
3a /1a ce OBJIAJIEAT HEXKEJAHUTE PeaKkLIMH, KOPEKLIMATA Ha Jl03aTa (1TOHHKABaHE WIITH 1 g \_l 2%
TpsAOBa J1a ce npaBH CThNANOBH/AHO ¢ 110 200 mg HU3XOAS1110 HIIH Bb3XO/110 Bb3 OCH vy | > !
WHAMBHYaJHaTa NOHOCUMOCT. Jlo3aTa Ha nazonanub He TpsOBa aa Hajasuiasa 800 mg. / o
W&/
| %
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Ileouampuuna nonyaayua
[Tasonanuub He TpaOBa Aa ce U3NON3Ba NPU A€Lia Ha Bb3PacT noa 2 roAMHH Nnopaau cbobpaxeHns 3a
6e30M1aCHOCT OTHOCHO PacTeXa H Pa3BUTHETO Ha OpraHuTe (BikK. To4ukH 4.4 u 5.3).

BeszonacHocTTa M epMKACHOCTTA Ha Na3onaHUO NpH Jeua Ha Bu3pacT oT 2 10 18 roauHu Bce olle He €
YCTAHOBEHA.

HanuuuuTte NMOHacTos1LEeM JaHHH ca onucald B Touka 4.8, 5.1 1 5.2, HO npenopBbKH 3a 103HPOBKATa
He Morar Ja O6baar njafeHH.

Cmapuecka eb3pacm ‘

JlanHuTE 32 NMPHIOKEHUE Ha Na3onaHud Npy NALKMEHTH HA BB3pacT Ha M Haj 65 roauHH ca
orpaHnuyeHy. B npoyuBaHus ¢ nazonaHub rpv 6LOpeUHOKNEThYEH KAPLIMHOM KATO LAJIO HE €2
HaOMI0AaBaHH KIMHMUYHO 3HAYMMH pa3iHKK B 6e3omacHOCTTa Ha nasonaHud MeXay Xopa Ha Bb3pacT
Haa 65 roguHU U No-Mjaau nauueHTH. KNTHHHYHKAT ONUT HE MTOKA3Ba Pa3jiMKH B NOBIIHABAHETO
MEKIY NAaLMEHTHTE B CTApUecKa Bb3PacT M N0-MIaJJUTe NTALHEHTH, HO HE MOXeE JIa CE M3K/IIOYH
MOBHILIEHA YYBCTBHTEIHOCT NPH HAKOH NALMEHTH B CTapyecKa BH3pacT.

bvbpeyno yapexcoane

Masko BepOsATHO € 6BOPEeUHOTO YBpEXKaaHe 1a OKa3Ba KIMHHYHO 3HAYHUM €(EKT BbPXY
(hapMaKOKHHETHKATA Ha Na3onaHu0, kaTo ce UMa NpeBHA HUCKaTa ObOpeyYHa EKCKpeLIna Ha
na3onaHub n HerosuTe MeTaboauTH (BX. Touka 5.2). Ilopanu Ta3W NpHUHHA HE CE HaNara KOpeKUHA
Ha N03aTa MPH NaUHEeHTH ¢ KpeaTUHHHOB KIMpbHC Haa 30 ml/min. flpn nauueHTH ¢ KpeaTHHHHOB
kiupbHe nod 30 ml/min ce npenopryea NOBHLIEHO BHUMAHKE, THH KaTO HIMA ONMT C NasonaHub npu

Ta3H MOMmyauud NauueHTH.

Yeproopobro yepeosxcoane

[TpenopbkuTe 33 103UpaHe NPH NMALIMEHTH ¢ YepHOAPOOHO YBpe)KIaHE ca OCHOBAHH Ha
¢apMaKOKHHETHYHUTE MPOYYBAHHA Ha Na30MaHKWG Npu NalMeHTH ¢ pa3nWvHa CTENEH Ha YepHOAPOOHa
auchyHKIMA. (Bx. Touka 5.2). [Ipeau 3anousase H no BpeMe Ha NeYEHHE ¢ Na3onaHHb Ha BCHYKY
naLueHTH TpA0Ba na ce NPaBAT H3CNeBaHUA Ha YepHoAapoOHaTa dyHKLMA, 3a 1a ce OTIpeaey Jalu
MMaT 4YepHOApoOHO yRpexxaaHe (BX. Touka 4.4). [IpuwioxkeHHeTo Ha Na30MaHU0 NPH NAUHEHTH C JIEKO
WIH YMEPEHO YepHOApoOHO yBpexxaaHe TpaOBa Ja cTasa C NOBHIIEHO BHUMAHHE M NPH BHHMATENIHO
npocieasBaHe Ha noHocumocTTa. [IpenopburTenHaTa no3a MPH NALUEHTH C JIEKH OTKIIOHEHHUS B
CepYMHHTE YepHOAPOOHH noka3zaTeny (JedHHHPAHHU WK KaTO HOPMAlIHK CTOWHOCTH Ha OUnHpyOHHa
M NOBHILIEHHE Ha anaHHH-aMHHOTpaHcdepasa (AJIAT) oT Besika cTeneH, HiH KaTo MOBHIIEHHE Ha
Ounnpybuna (>35% aupexren) a0 1,5 msTH ropHara rpasuua Ha HopMara (I'TH), HezaBUCHMO OT
croitiocTTa Ha AJIAT) e 800 mg nazonannd BeaHDBK AHEBHO. [IpN NAUHEHTH ¢ YMEPEHO
yepHOAPOOHO yBpexKaaHe (AedpHHUPaHO KaTo NOBKLUEHWE Ha Ounupy6buHn >1,5 10 3 x ITH,
He3aBHCHMO OT cToHocTHTE Ha AJIAT) ce npenoprysa HaMasieHa Jo3a nazonaHvO 200 mg BeaHbXk
JHeBHO (BXK. TOUKa 5.2).

[Mazonanu® He ce MpenopbUBA NMPH NALUEHTH C TEXKO YepHOAPOoOHO yBpexxaaHe (nedHHHpaHO KaTo
o611 6unupyoun >3 x I'TH, HezaBncHMo ot ctoilHocTTa Ha AJIAT).

BrxTe Touka 4.4 3a npocaeasBaHe Ha yepHOApPoOHAaTa (PYHKLMA U 3a NPOMSIHA HA 1034aTa NpH
NAHEHTH C ICKaPCTBEHO MHAYLIMPARA XEeNaTOTOKCHYHOCT.

Ha4MH Ha NPUIOKEHUE
[Tazonanub e 3a nepopanHo npunoxenue. Toi TpadBa ga ce npHeMa Oe3 XxpaHa, NOHE €AMH Yac Npean

BOJA M J1a HE Ce YYIAT WM HaTpoluapar (By. Touka 5.2).
4.3 IIporHBOoROKA3AHNSA

CB]J’bX‘-[}’BCTBHTeIIH(}CT KbEM AKTUBHOTO BELUECTBO HJIKM KBM HAKOC OT MOMOLWHHATC BC
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H30poeHH B TOYka 6.].
4.4 CpheuHaJHH nNpeaynpexaeHHA H NpeAna3HH MePKH NPH ynoTpeba

YepHoapobuu edekru

[To Bpeme Ha MpUnoXKeHHe Ha nazonaHud ca cLoblaBaHK cyyad Ha YEPHOAPOOHA HEAOCTATBYHOCT
(BmounTenHo ¢ataniu caydan). [TpunoxeHHeTo Ha Na30MaHAO MPH NAUKWEHTH € JIEKO HIIH YMEPEHO
yepHOAPOOHO yBpexKaaHe TpsAOBa Ja cTaBa € NOBHIUIEHO BHUMAHHE H NIPH BHHMATETHO MPOCIEASBaHE.
[IpenopbYHTENHATA 1032 NPH NALKUEHTH C JIEKH OTK/JIOHEHUA B CEPYMHHTE 4€pHOAPOOHH NMOKa3aTeln
(medHHUpaHH WIH KaTO HOPMANHK CTOMHOCTH Ha 6unnpybuna u nosHilieHne Ha AJIAT ot Beaka
CTErneH, WM KaTo nopuileHHe Ha Ouwnupybuna no 1,5 x I'TH, HesaBucHMO oT cTtoitHOCcTTa HA AJIAT) €
800 mg mazonaHKO® BeaHBXK NHeBHO. [Ipn naupeHTH ¢ yMepeHo 4epHOAPOOHO yBpeXKaaHe ce
npenopbyBa HamasieHa no3a nasonaHus 200 mg BeaHbX AHEBHO (MOBHIIEHNE Ha Gunupy6una >1,5 no
3 x ITH, He3arucuMo ot croitHocTiTe Ha AJIAT) (BX. Touka 4.2 u 5.2). [lazonanud He ce
npenopb4Ba NPH MAUHEHTH C TEXKKO YepHOoApoOHO yBpexaaHe (00w 6unupybun >3 x ITH,
He3aBHCHMO OT cToifHocTTa Ha AJIAT) (BX. ToMka 4.2 ¥ 5.2). [IpH T€3H NALMEHTH €KCMO3IHLHATA MPH
no3a 200 mg e 3HAUUTENIHO HaMaseHa, BbNPEKH Y€ € MHOro BapuabHIIHA, CbC CTOHHOCTH, CYUTAHH 32
HEJOCTATBYHH Ja OCHI'YPAT KIIMHHYHO 3Ha4HuM e(geKT.

B xnHHHYHN NpOoyuBaHHA ¢ Na3onaHud ca HabmoaaBaHW NOBHILEHHU HUBA HA CEPpYMHMTE
tpancamnuHazu (AJIAT, acnaprat amuHorpaHcdepaza [ACAT]) u 6unupybun (Bx. Touka 4.8). B no-
ro/iiMa 4acT OT C/IyYauTe € choOLaBaHo 3a u3onHpaHo noeuiuasaHe Ha AJIAT n ACAT, 6e3
CBHITBTCTBALIO NOBH1IIABaHE Ha anKanHaTa gocdaTaza unu ounupyOnHa. IlauneHTH Ha Bb3pacT Hal

60 roauHu MOXKe Ja ca ¢ noBuilueH puck 3a jieka (> 3 x [TH) no texka (> 8 x 'TH) crenex Ha
nosumaBaHe Ha AJIAT. ITauuenture, HocHTeny Ha agen HLA-B*57:01 ¢bino ca H3nokeHU Ha
NOBHUILEH PHCK OT nosumasade Ha AJIAT, cebp3aHo ¢ npuemMa Ha nasonaHnG. YepHoapoOHara
dbyHkiMa TpaOBa aa ce Npocneaasa MpH BCHYKH, NOJTyYaBallly Na30Nakud, HE3ABHCHMO OT F€HOTHINA H
Bb3pacTTa (BX. Touka 5.1).

CepyMHMTE YepHOAPOOHH Noka3aTenu TpaOBa Aa ce U3CNIEABAT NPEaM 3anoUuBaHe Ha JICYEHHETO C
nas3onaHuo, Ha 3-Ta, 5-ta, 7-Ma ¥ 9-Ta ceAMHLIa, CIed KOETO HA 3-TH H Ha 4-TU MecelL, C
AOMBJIHHTEIHHA H3C/IEABAHUSA NMPH KIMHUYHY NnokazaHua. [lepuoanuHoTo UM WicneasaHe TpaOsa fa -
NPOAL/KY ¥ cnel 4-TH Mecell.

Bwkre Tabauua 1 3a ykasaHus 3a NpOMAHA Ha 003aTa NP NaLMEHTH ¢ U3XOAHH CTOMHOCTH Ha oduy
ouwmupyomH < 1,5 x ITH u ACATu AJIAT <2 xITH:

TaGaana 1 IlpomMenu Ha 03aTA NpH JEKAPCTBEHO-HHAYUHPAHA XeNATOTOKCHYHOCT

CroiiHocTH Ha udepHoapobHuTe | [IpoMAHa Ha no3aTa

NoKa3aTenu _

[ToBuiiaBane Ha Jla ce npoabJDKH JIeHeHUETO ¢ Nna3onanyd, KaTo BCAKa ceaMHuLa

TpaHCaMHHa3HuTe Mexnay 3 U 8 X | ce npocaensBa YepHoapoOHaTa QYHKUHA, 1OKATO HUBATA Ha

I[TH TPaHCAMHHA3HTe ce BbpHAT Ao CreneH | WiH 10 H3XOAHO HHBO.

[1oBHINaBaHE HA Jla ce npeKbCHE JIeUeHHETO C NMa3onaHnb, AOKAaTO HURATA Ha

TpaHcaMuHasuTe > 8 X ITH | TpaHcaMHHa3uTe ce BbpHaT oo CreneH | K A0 M3X0AHO HHBO.
AKO Ce TIpELIEHH, Y€ MTOTEHLHAHHTE NOJI3K OT NIOBTOPHO
3aNnouBaHe Ha JIeueHHEe C Na3onaHW0 HaABHLIABAT PHCKA OT
X€naToTOKCHUYHOCT, TOraBa Aa ce 3ano4He OTHOBO JIEUEHHE C
nazonaHub B HamaneHa xo3a or 400 mg QHEeBHO W Aa ce
H3CJIEABAT CEPYMHUTE YepHOAPOOHM NMoKazaTeNnHt BCAKa CeaMHLIa
B NPOABLIDKEHUE Ha 8 ceAMHLUM. AKO CNeA NOBTOPHO :.. -
Ha JIEYEHHETO C Na30NaHub, NOBHUILIABAHETO HA TPAHCE )3
nocturie oTHOBO >3 x I'TH, npreMbT Ha nasonaHu®/
C€ NMpeyCTaHOBH OKOHYATEJIHO.

IMopHimaBaHe Ha | Jla ce NpeycTaHOBW OKOHYATE/IHO NPHEMBT Ha Na3g¢

TpaHcamuHasure > 3 x I'TH [laumenTiTe TpAOBA fa c€ MPOCAEAABAT, 10KATO
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3aeJHO ¢ NMOBHILABAHE Ha TpaHcaMHHa3uTe ce BLpHAT A0 Crenex | Wi 10 U3XOAHO HHBO.
omnupybuna > 2 x ITH [Mazonann® e UGT1 A1 unxubutop. Jleka, nHaupexTHa
(HEKOHIOrMpaHa) XunepOunupySHHeMHa MoXe Ja ce Habnoaasa
pH NauMeHTH ¢b¢ CHHApoM Ha Gilbert. ITauneHTH caMo € Jieka
HWHAWPEKTHA XHNepOunupyOHeMus, H3BECTEH HIIH NpeAnoiaraH
cunapoM Ha Gilbert, u nopuwasaue Ha AJIAT > 3 x ITH Tpabsa
Ia ce JIEKYBaT Crope NpernopbKATE, AAJEHH 38 H30JHPaHH
nosuinasaHusa Ha AJIAT.

EanospemenHaTa ynorpeba Ha nazonanud M CHMBACTaTHH YBE/IHYABA PHCKA OT NOBHIllaBaHe Ha
AJIAT (Bx. TouKa 4.5) 1 TpnOBa na ce OCHIIECTBABA C MOBHLUEHO BHHMAHHE H CTPHKTHO

HaOmMoIeHHE,

XUneproHus
TIpH KIMHHYHHY NPOYUYBAHHA C MA30NaHKO ca HACTHIBAIK CHOUTHA Ha XHNEPTOHUS, BKIIIOYUTENHO

HOBOAMArHOCTHUKPAHH CHMITOMATHYHH €NH30AH Ha NOBUIIEHO KPbBHO HAIATAHE (XHMEPTOHHY HA
kpuza). KppBHOTO Hansaraxve Tpabpa aa e nobpe KOHTPOJIHPAHO MpeaH Aa ce 3aMoYHe NMPHEM Ha
nazonaHub. [launenture Tpadpa aa ce NpocneAABaT 32 XHNEPTOHUA CKOPO €€ 3arnoYBaHe Ha
neyeHHe (He MO-KbCHO OT €4Ha ceMHLIA cliel 3aMoYBaHe Ha nazonaHud) U Ha 4eCTH HHTEPBAJIH ClieA
TOBA, 34 [1a C€ OCUT'YPH KOHTPOJI Ha KPbBHOTO HanAraxe. [ToBuilieHHTE HHBA HA KPBBHOTO HanAraHe
(CHCTONHO KPbBHO HanaraHe >150 mm Hg wnin auactonHo kpbBHO Hanarane =100 mm 'Hg) ce
MPOABABAT PAHO B XOAa Ha NeueHueTo (npu npubausurenHo 40% oT ciryyauTe ca ce NposiBHAK 10 9-
TUA [IeH, a NpH NpHOAH3UTENHO 90% OT CilyyauTe ca c¢ NpOABWIH Npe3 mupsuTe 18 ceaMHLn).
KpuBHOTO HanaraHe TpaOBa Ja ce mpocieasBa U a Ce oBiangsa He3abaBHO ¢ koMOMHalMA OT
AHTHXMIEPTEHINUBHO JICYEHUE W NPOMAHA HA J03aTa Ha Na3onaHub (cnupaHe W NOBTOPHO 3anO4YBaHe ¢
HAMAJIEHA 71033 cnopes KNIHHUYHATa npeueHka) (Bx. Touxu 4.2 n 4.8). Jleuenuero ¢ nasonaHudb
TpAOBa Aa ce NPEKPATH, aKO MMa J0Ka3aTeNcTBa 3a XHINePTOHHYHA KPH3a WIH aKO XHIIEPTOHHMATA €
TE)KKA M MEPCHCTHPA BLIIPEKH aHTUXUINIEPTEHIUBHO JEUEHHE H HAMAJIABAHE HA 03aTa Ha NMa3onaHuo.,

Cunzpowm Ha ofpaTtuma 3aaHa eHuedanonatis (CO3EYCunapom Ha obpaTiMa 3a1Ha
nepxoexuedanonarua (CO3JIE

- CO3E/CO3JIE e cwobiaBaH BbE Bpb3ka ¢ nazonaHnb. CO3E/CO3JIE moxke na ce mposBH €
rnasobonne, XMNEepTOHHS, IbPUOBE, IeTaprui, 0ObPKAHOCT, CNENOTa H APYTH 3PHTEAHH U
HEBPOJIOrHYHH HapylleHHs, U MOXe Aa Obae ¢ daTaned usxon. IlauyedTHre, pa3BHBallH
CO3E/CO3JIE, Tpabpa 3aBHHaru na nNpeKkpaTaT JleueHUeTo ¢ nazonaHud.

HurepcTuumanta 6enonpobua Gonecr (Mbb)/IlneBMoHHT
UnTepcTHiHanHa GenonpobHa 6onect, KoaTo Moxke Na € ¢ (ataien u3xol, € ¢bo0lillaBaHa BbB Bpb3Ka

¢ nazonaHud (Bx. Touxa 4.8). [Naumenrure TpsadBa na 6baaT HabnloaaBanu 3a GenoApoOHN CHMIITOMM,
HACOYBALIM KbM HHTepcTHUMaNHa GenoapobHa 6onect/mHeBMORUT. Jlewennero ¢ nazonanud Tpsabsa
/ia ce MpeXpaTH NMpH NMalUeHTH, pa3BUBaILIK HHTEPCTHLMANHA DenoapobHa 60necT HiIH NMHEBMOHMT.

CopaevyHa tMCPYHKUKHA/ChpAeYHAa HEAOCTATHYHOCT

PuckoBeTe H MOJI3HUTE OT JICYEHHETO ¢ NazonaHud TpadBa fia ce NPeLICHAT NPEaH 3ano4BaHe Ha
neyeHue NPH MalUeHTH ¢ NpeallecTRalla cbpaeyHa AucyHxuus. bezonacHocTTa M
¢apMaKOKHHETHKATA HA na3onaHud NpH NauMeHTH ¢ YMEPEHa JO Te€XKKa CbpJeiHa HEIOCTaTbYHOCT
HJIM NP NalWeHTH C HUBA Ha leBokaMepHa ¢ppakiius Ha uatnackeaue (JIKOH) noa HopManHHuTe He ca

MPOYYEHH.

B wiHHHYHH NPOYYBaHHA C nasonanub ca HabmonaBanu CHOMTHA Ha CHPACYHA AMCOYHKUMS KATO
KOHIE€CTHBHA Chp/IE¥HA HeNoCTaThuHOCT H Hamanena JIKOH (Bxk. Touka 4.8). B pangomusupaHo
IPOYyYBaHe, CPABHABALLO Na3onaHul W cyHHTHHHO npH 6L6peunokneTrueH KapuuHoM (BKK)
(VEG108844), Ha yuacTHHUMTE ca npaBeHH HamepBaHug Ha JIKDH Ha H3XoaHO HHBO M 1O
usmepBaHus Ha JIKPH. HabnoaasaHa € MuokapaHa auchynxuus npa 13% (47/362) ot
pamMoTO Ha nasonanu6 B cpaBHeHMe ¢ 11% (42/369) oT nnuaTa B paMOTO Ha CYHHTHHHO
HabmonasaHa € KOHreCTHBHA ChpAeyHa HeAOCTAaThYHOCT npH 0,5% oT nHLaTa BbB BCA
Ha neueHne. KoHrecTHBHa chpaeyHa HeIOCTATBYHOCT € AoKnaaeaHa npH 3 ot 240 anugi(
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dasa 111 CMT npoyusanero VEG110727. Hamanasatie Ha JIKDPH npu nxLa ¢ n3MepBanua cnen
3ano4YBaHe Ha JIEYEHHETO M Npy nocneasaiy uamepsanns Ha JIKOH, € ycranoseno npu 11%
(15/140) 8 rpynara Ha nasonaHu6 B cpasHeHHe ¢ 3% (1/39) B rpynara Ha nnaue0o.

Pucxoeu ghaxmopu

Tpunanecet oT 15 yuacTHuLM B rpynata Ha nasonaHud B CMT npoyusaHeto ¢asa 111 ca umanm

e XHOBPEMEHHO H XUIEPTOHHS, KOATO MOXE 1A € BJIOLIWIA ChpAcYHaTa AMCHYHKUNA NPH PUCKOBH
NaLMEHTH Ype3 MOBUILABAHE HA ClieJl HATOBAPBAHETO Ha ChpUETO. 99% oT naunenTute (243/246),
pkniodedn B CMT npoyusaneto ¢asa I1l, BmnounTento te3n 15 yuacTHHUY, Ca IpPUEMANTH
aHTpauMKIuH. [peawecTsamo neyeHne ¢ aHTPALMKIHH MOXKE 1a € PUCKOB (akTop 3a ChpaeyHa

IUCOHYHKLINA.

Pezyamam
YeTrpH OT 15-Te yHYaCTHHLIM Ca Ce€ BB3CTAHOBWIH HAMBIHO (B pAMKHUTE Ha 5% OT H3XOJAHOTO HHBO) H

MNpU 5 € IMANO YaCTHYHO BB3CTAHOBABAHE (B PAMKHTE HAa HOPMAIIHUTE MPaHULM, HO >5% noa
M3XOAHOTO HHUBO). ENMH YYaCTHHK He ce € BL3CTAHOBWI, 8 3@ OCTAHAINNTE 5 Y4aCTHHUHN HAMA HAJIHYHH

NaHHH OT NpociicAsBaHe.

Oaaaoseane

CnupaHe Ha JIeUEHHETO ¢ Na3onaHub W/ Wiy HamansBaHe Ha A03aTa TpAOBa Ja c€ KOMOMHHPAT ¢
NIeYEHHE Ha XHTIEPTOHHATA (aKO MMA XHIEPTOHMA, BIDKTE NMpPEAYIpeAUTETHAS pa3aes Nno-rope) npy
MaLMEHTH CbC 3HAUMTENHO HaManasaHe Ha JIK(PDH, cnopea KNHHHYHUTE MOKA3aHUA.

[TauuenTyTe TPAOBa Aa ce NpocieaaBaT BHUMATEIHO 32 NPH3HAUM HIH CHMIITOMH HAa KOHT€CTHBHA
chpCHHA HEAOCTATHYHOCT. [IpH MauMeHTH C PHCK OT ChpAcYHa AMCHYHKLHMA Ce NPEnopbyBa
H3CJIe/IBaHE Ha W3XOOHO HHUBO M NEPHOAHYHA oLeHKa Ha JIKDH,

Y npmkaBane Ha QT uHteprana u torsade de pointes

B xAMHHYHHK NPOYyYBaHUn ¢ NazonaHKO ca HabmonaBaHu chOUTHA Ha yawDKaBaHe Ha QT nHTepBana u
torsade de pointes (Bx. Touka 4.8). [1azonauub TpsabBa na ce npunara ¢ NOBUIIEHO BHHMaHHE TIPH
MauMEeHTH ¢ aHaMHe3a 3a yasukaBaHe Ha QT wHrepBana, npu NauMeHTH, KOHTO NpUeMar
AHTHAPHTMHYHH NIEKAPCTBa WIH APYTH NEKAPCTBEHH NMPOAYKTH, KOUTO MOTaT Ja yaemkar QT
HHTEPBANA, KaKTO W TPH MAUKEHTH CbC CHOTBETHO NPERHIECTBALIC CHPACYHO 3abongeaHe. [1py
MPUJIOKEHHUE Ha Na30naHKHb ce npenopbYBa rpocfieisBaHe Ha eNeKTPOKapAMOrpaMuTe Npu 3ano4saHe
Ha JIEYEHHETO M NEPHOAWYHO CNe/l TOBA, KAKTO M NOAAbPXKAHE HAa HABATA HA CJICKTPOAXTHTE (Hamp.
Kall{i, MarHe3ui, Kanui) B rpaHMLMTE Ha HOpMarTa.

AprepHanHn TPOMOOTUYHU CHLOUTHA

B KJIMHHUYHM NpOoyYBaHHs ¢ nasonaHub ca Hab/MoAaBaHK ciyyayd Ha MHOKapAeH HHGAapKT, MHOKapaAHa
MCXEMHMA, HCXEMHUYEH MHCYT M TPAH3UTOPHK HCXEMUUHHM aTakH (BXK. Touka 4.8). Habnonaranu ca
cbOMTHA ¢ neraneH Haxoa. [Nasonanub Tpabpa aa ce nmpunara ¢ NOBUIIECHO BHUMaHHE NPH NaUKUEHTH C
IOBHLLIEH PHCK 32 TPOMOOTHUHH CHOHTHA HIIH KOMTO HMaT aHaMHe3a 3a TPOMOOTHYHH CHONTHA.
[Mazonanu® He € MPOYYBaH MPH NALMEHTH, KOUTO Ca WM& eNW30[ B paMKHTE Ha NPEeAXOJHHUTE 6
Mecena. PellieHHETO Aaiy a ce NPHIOKH NieueHye TpabBa 1a ce HanpasH Bb3 OCHOBA Ha OLICHKa Ha
HHAUBHIYAJIHOTO CHOTHOILIEHHE 110/13a/PHCK 3a MALYEeHTa.

Beno3un TpoMGoemGBonnynn crdutus
B xiIMHHYHM NpoyuBaHHA ¢ nasonaHul ca HabnogaBaHK BEHO3BM TPOMOOEMOONIHYHH CHOHTHS,

BITIOYHTETHO BeHO3Ha TpoMOo3a i 6enoapobHa embonusa ¢ aetaned usxol. Benpeks ye ca
HaGmonasanu U B AseTe npoyuBaHus - BKK u CMT, yectorara um e 6una no-sucoka 8 CMT
nomynauusaTa (5%), 8 cpasienue ¢ BKK nomynauusra (2%).

Tpom6orHuna Mukpoanrvonatus (TMA)
TMA e cboOlapaHa B KJIMHHYHUTE NPOYYBAHMA C nazonaku6 xato MOHOTEPAINHNA, B KOM

OeBann3ymad v B koMOMHaLKA ¢ TonoTekaH (BX. Touka 4.8). [launeHTHTE, pa3BHBailH
OKOHYATE/HO 2 MPEKpaTAT J€4YEHHETO ¢ nazonanud. Crien crvpane Ha Ne4YeHHETOo € Ha
obpatumMocT Ha edexTuTe Ha TMA. Tlazonanub He e nokasaH 3a KOMOHHHpPAHO NPUNOK
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CpeACTBaA.

XeMoparnuHy CLOUTHA
B KIMHHYHH NPOYUYBaHKA ¢ Nna3onaHud ca crodliaBaHH CHOHTHA, CBHP3aHH C XeMoparua (Bx.

touka 4.8). HacTenpanu ca xemoparuunu cudutHA ¢ (paranen n3xon. [lasonaHud He e npoyysaH npy
MaUMEHTH C aHAMHE3a 3a XEMOITH3a, MO3BbYEH KPBBOK3IHB WIH KITHHAYHO 3HAYHM
racTpountecTuHaneH (I'H) kpbBon3nus npes nocneanuTe 6 meceua. Ilazonanu6 Tpsabea na ce
npwWiara ¢ NOBULIEHO BHUMaHHE MPH NALHWEHTH CbC 3HAYUTENIEH PHCK OT KbpPBEHE.

AHEBPH3MM U apTEpHATIHU JHCEKAUUH
H3non3sanero Ha MHXuOUTOpH Ha MbTA Ha VEGF npu nauneHTH cbe KK 0€3 XHAEPTOHHA MOXeE Aa

NOANOMOrHe 06pasyBaHeTO Ha aHEBPH3IMH W/MJIH aprepUaniu AMcekauuH. Ilpeay 3ano4BaHeTo Ha
nedeHue ¢ nazonaHud Tpadbea BHUMATENHO A CE MPEIICHHN TO3W PUCK TIPH NMALMEHTH ¢ PUCKOBH
¢$aKTOpH KaTO XHINEPTOHHS WIH aHaAMHE3a 332 aHEBPH3MH.

["acTtponHTecTHHAIHH (') nepdopaunu U puctyna

B xiMHHYHH npoyyBaHHA ¢ nazonaHud ca HabmonaBanu CHOMTHA HA raCTPOHHTECTHHANIHA
nepdopaiida WK ductyna (Bx. Touka 4.8). Hacteneanu ca cuburns Ha nepdopaums ¢ nerajieH
n3xon. [azonanub tpabsa na ce npunara ¢ NOBHIUEHO BHUMAHHE MPH NAaLHEHTH ¢ PUCK OT Pa3BHTHE

Ha raCTPOHHTECTHHAIHA nepdopauus Uy GUcTyna.

3apacTBaHE Ha paHH

He ca npoBexnaaHy opuLMaANHH NpOY4YBaHKUA 3a edeKTa Ha na3onaHud BbpXy 3apacTBAHETO HA paHM.
Toit ka0 HHXUOWTOPHUTE Ha CHAOBKA eHAoTeneH pactexeH ¢axrop (VEGF) Morat aa snowar
MpoLEeca Ha 3apacTBaHE Ha paHu, JICYEHHETO ¢ Na3onaHud TpadBa Aa ce crpe Han-Manko 7 AHU NpeaH
[U1aHOBA oneparnMs. PelneHHeTo 3a MOBTOPHO 3afI0YBAHE HA JIeYeHHe ¢ na3onanud cnea onepauus
TpSOBa J1a c€ OCHOBaBa HAa KIIMHHYHA OLIEHKa 334 aACKBATHOTO 3apacTBaHe Ha paHaTta. [IpueMbT Ha
nasonaHud TpaOBa a ce npeyCTaHOBH TIPH MAUMEHTH ¢ JIEXHCLEHLIMA Ha paHaTa.

XHUITOTHPEOHAHIBM
B KJIHHHYHH NpOyYBaHMA C nNazonaHud ca HabMmogapaHH CHOMTHA Ha XHMOTHPEOUAUIBM (BIK.

Touka 4.8). IlpenopruBa ce n3xoaHO NaGOpPaTOPHO KU3CNECABAHE HA THPEOUAHATa PYHKLIMA K
NalHEHTHTE C XHIIOTHPEOHAN3IbM TPAOBa 1a ¢ NEeKYBaT Cnopel CTaHAapTHATAa MEJAHLMHCKA NPaKTHKA
NpeaH 3ano4YBaHe Ha jeveHHe ¢ nazonaHud. Beuuku nalneHTH TpsabBa aa 6bAaT BHUMATEHO
HaOMI0NaBaAHH 332 NPH3HALKY U CHMITTOMH Ha THPEOHHA AUCHYHKLIMA TIPH JIeUEHHE ¢ nazonaHuod.
JlabopaTopHO npocneasBaHe HA THpeouAHaTa QyHKLHMA TpAOBa fna ce NpoBeXxaa NEPHOAUYHO H Ja ce
JIEKYBa CIIOPEA CTaHAapTHAaTa MEOHULIMHCKA NPAKTHKA.

[IpoTenHypHs
B KJIMHHYHM NPOYYBAHMUsA ¢ Na3onaHUO ca cLoOlaBaHK CiTyyaH Ha npoTerHypHs. [Ipenopbysa ce

H3CJ1e/1BaHE HA YPHHATa B HAYANOTO M NEPHOAHYHO 10 BPEME Ha JICUCHHUETO, U nauMeHTHTE TpAOBA Aa
ce MpocJie/IBaT 3a BloluaBaHe Ha npoTenHypHaTa. [lpueMbT Ha nasonaHnd TpaGea na ce
MPEYCTAHOBH, aKO MAUUEHTDT pa3sBHe HE(PpOTHUEH CHHAPOM.

Tymop-nu3nc curapom (TJIC)

Bn3uukpanero Ha TJIC, skmountenno TJIC ¢ neranen u3xon, ce cBbp3Ba ¢ ynorpedara Ha naszonaHuo
(Bx. Touka 4.8). [laupeHTH ¢ noBuiueH puck 0T Bb3HUKBaHe Ha TJIC ca Te3u ¢ 6bp30 HapacTBalIK
TYMOPH, FoJIiM TYMOpPEH ToBap, 6b0petHa auchynkuua wim aexuaparaums. Ilpeay sanoysaHe Ha
JeueHHeTo ¢ naszonanud TpsadBa na ce OOMUCIAT MPEBAHTHBHA MEPKH, KATO NICYEHHE HA BUCOKH HHBA
HAa NHKOYHA KHCENHHA H MHTpaBeHO3Ha XxuapaTaums. [lauuenTure, W3noKeHH Ha puck, TpaOBa aa ce
npoc/ieaaBaT BHUMATENIHO H 1A CE JIEKYBAT criopel KIHHHYHHTE MOKa3aHuA.

[THeBMOTOpAKC
B k1uHMYHKY NpoyuBaHHs ¢ Ma3onaHud npy HanpeaHan capkoM Ha MEKHTE ThbKaHH ca Ha
cbOMTHA Ha NMHEBMOTOpPAKC (BXK. To4Ka 4.8). [launeHTHTE Ha NeueHHEe ¢ na3onaHub 'rpaﬁ
HabmoJaBaT BHUMATE/THO 32 NPH3HALK H CUMITTOMH Ha NMHEBMOTOPAKC.
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[leanaTpyuna nonynaius
T KaTO MEXAHH3MBT Ha JCHCTBHE HA NMa30MaHH0 MOXKe J1a 3aCErHE TEXKO pacTeka H pa3sBHTHETO Ha

OPraH{TE NO BpeMe Ha PAHHOTO MOCTHATAIHO Pa3BMTHE MPH rpH3a4H (BXK. TOUKa 5.3), mazonaHHuO He
TpsOBa Aa ce 1aBa Ha NMeAUaTPHYHH NAUMEHTH Ha BB3PacT oA 2 TOJIHHU.

Hudexuuu
CH001aBaHH ¢ca CIy4au Ha CEpHO3HH MH(EKLMH (ChC WK Oe3 HEYTpONeHHs ), KOUTO B HAKOH CITy4aH

ca 3aBbPLIBAIM C JICTAICH U3XOJ.

KoMOHHALKA ¢ APYTH CHCTEMHH NPOTHBOPAKOBH TEPantH

KnuHuuHUTE NpoyYBaHHUA Ha nasonaHub B KOMOMHALIMA ¢ peauLa IpyrH NpOTHBOPAKOBH TEpPANHH
(BKJIIOYMTENTHO HAMPHMEP NMeMeTpekce, JanaTHHHO W neMbpou3yMad) ca NpekpaTeHu B paHeH eTar
Nnopaay OnaceHHs 3a NOBHLIEHA TOKCHYHOCT H/HIK CMBPTHOCT, H HE € yCTaHOBEHa Oe30macHa
edeKTHBHA 1032 NMpyY KOMOHHALINA Ha TE€3H JIeYECHHA,

bpeMeHHOCT |

[peakIMHHYHHTE MPOYYBAHHMA NPH XKHBOTHH €38 NMOKA3aNH PENPOAYKTHBHA TOKCHYHOCT (BXK.

touka 5.3). AKo nazonaHus ce npuaara no BpeMe Ha OPEMEHHOCT WIM aKo NalHEHTKaTa 3adpemMeHee
O BpEME Ha JISUEHHETO ¢ Na30NaHMu6, MOTEHUMATHUAT PUCK 3a (eTyca Tpadea na Hbae 00ACHEH Ha
nauMeHTkaTa. JXeHu ¢ aeTepoaeH noteHnyan Tpabea aa 6baaT nochBeTBaHy Aa u3barear
3abpeMeHABaHe, JOKATO Ca Ha IeYeHHeE ¢ NasonaHud (BXK. Touka 4.6).

BiaumoaeAcTBUA | |
EaHOBpeMEHHOTO JieueHHe ¢ MOLIHU HHXHOHTOpH Ha CYP3 A4, P-raukonportenna (P-gp) win

MPOTEHHA Ha Pe3UCTEHTHOCT Ha pak Ha rbpaara (BCRP) Tpabea na ce u3barea nopaau prcka ot
MOBHILEHA €KCMO3ULIMA Ha nasonaHHO (BX. Touka 4.5). Tpabsa na ce obMucau w3dop Ha
aNnTEPHATHBHH CHITLTCTBALLM JICKAPCTBCHHU CPEACTBa, O€3 WIH ¢ MUHMMANEH NIOTeHLHan 32

nHxuOupaHe Ha CYP3 A4, P-gp unu BCRP.

EnHoBpeMeHHOTO Nevenne ¢ uHaykropu Ha CYP3 A4 tpabsa na ce u3bdsarea nopaau puCk oT HaMajlcHa
eKCIMO3ULUMA Ha nazonaHud (Bx. Touka 4.3).

HabmonaeaHnu ca CITy4yaH Ha XHNCPriIHKEMHUS NMPpHA CAHOBRDECMCHHO JICHCHHUE € KETOKOHA30J1.

EAHOBPEMEHHOTO MPIIOKEHHE Ha Ma30naHKb che CyGCTpaTH Ha ypUaHHANGOCHATTIIOKYPOHUI
tpaHchepaza 1A1 (UGT1A1) (Hanp. npuHOTEKaH) TpsAOBa fa CTaBa ¢ MOBHLIEHO BHHMAHUE, ThH KaTO
nazonaHn® ¢ naxuburop Ha UGT1A1 (Bx. TOUKa 4.5).

[To BpeMe Ha fiedeHune ¢ nazonaHnd Tpabea aa ce n3darea npuema Ha Cok OT rpeHnPpyT (BXK.
Touka 4.5).

[TomoOLHHK BelllecTBA
To3n nexapcTBeH NPOAYKT ChAbpXKa no-Masko oT | mmol Hatpuit (23 mg) Ha punmupaHa Tabnertka,

T.€. MOXEC Na C€ KAXKe, He [IPAKTHYCCKH HE CbhbAbP2Ka H&Tpl‘[ﬁ.

4.5 BsaumojeiicTBHe ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYrH GopMHu HA B3anMoaeHcTBHE

EdekTu Ha npyry 1eKapcTBEHHU NPOAYKTH BBDXY NMAa3onaHubd
In vitro Npoy4YBaHHs MOKA3BAT, Ye OKCHIATHBHHAT MeTaboNH3BLM Ha Na3onaHud B YOBELIKHTE

uepPHOAPOOHH MUKPO30MH ce MeauHpa rmasHo 0T CYP3 A4, ¢ HesHauHuTenHO yuacTHe Ha CYPIA2 n
CYP2C8. Tlopaau Ta3u npuuuHa, HHXHOMTOpUTE H MHAYKTOpUTE HA CYP3A4 Morat 1a NpoMeHAT
MeTaboM3Ma Ha na3onaHud. ==

Huxubumopu na CYP344, P-gp, BCRP
[Tazonauu6 ¢ cybcrpar 3a CYP3A4, P-gp u BCRP.

EnHoBpeMeHHOTO npunokeHHe Ha nasonadub (400 mg peaHbK AHEBHO) C MOLHHA
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CYP3A4 u P-gp, ketokoxason (400 mg BeAHBXK AHEBHO) 34 5 NOC/NEAOBATENHH JHH, € J0BENO 10
nosHinaBaHe ¢ 66% H 45% Ha cpeanure croliHocTH choTBETHO HA AUC0.24) 1 Crax H2 Na30nannd, B
CpaBHEHHE ¢ NPHIOKEHKHE Ha na3onaHub camocTtoaTenHo (400 mg BeAHBXK NHEBHO 38 7 AHH).
CpaBHeHHs Ha ()apMaKOKMHETHYHHTE NOKa3aTeNH Ha nazonaHud Cr,x (AMaNa3cH Ha CpeAHH
croiiHocty 27,5 0o 58,1 ug/ml) u AUC.24) (AHana3oH Ha cpeaHu cTtoiHocTH 48,7 no 1040 pg*h/ml)
cnea npunoxenune Ha nasonasund 800 mg caMOCTOATENHO H ciie MpHNoKeHue Ha nasonaHib 400 mg
rtoc kerokoHason 400 mg (cpeana croHHOCT HA Cpax 59,2 pg/ml, cpeana crofHoCT Ha AUC 024
1300 pg*h/ml), nokasBat 4e B NPHCHCTBHETO Ha MollleH HHXHOHTOp Ha CYP3A4 u P-gp,
HAMaJIIBaHETO Ha A03aTa Ha nazonanub Ha 400 mg BeaAHBXK OHEBHO NPH NMOBEYETO NALMEHTH LIE
noBee 10 CUCTEMHA €KCMO3HLKA, NoaoOHa Ha Ta3H, HabmoAaBaHa ClieR NPUWIOKEHHE Ha Ma30naHud
800 mg BeAHDXK AHEBHO caMocTosTeNHO. Hakou nauneHT obaye Morar Jja HMaT No-BHCOKA CHCTEMHA
EKCIIO3HLIMA HA na3onaHud oT Ta3u, HabnoaasaHa cnea npuioxeHnue Ha 800 mg nasonaHuOb
caMoCTOATENHO. EAHOBpEeMEHHOTO NPpUIOXKEHHE Ha Na3onaHub ¢ ApyrH MOLHY HHXUOMTOPH Ha
CYP3A4 (Hanp. HTpaKoHa30Ji, KIAPUTPOMHLIMH, aTa3aHaBHp, HHAWHABHP, Heda30a0H, HEAPHHABHD,
PHTOHABHP, CAKBHHABHP, TEIMTPOMHLIMH, BOPHKOHA30J1) MOXE [1a MOBHLIH KOHLICHTPALIHATA HA
naszonaHub. CoksT OT rpeiindpyT chabpka WHXHOHTOP Ha CYP3 A4 M cBlIO MOXKE A MOBHLIH
U1a3MEHHTE KOHUCHTPALIMHM Ha NMa3onaHHo.

[punoxenvero Ha 1 500 mg nanaTtuHub (cybeTpar v cnab naxuburop Ha CYP3A4 u P-gp, u MolueH
unxuourop Ha BCRP) ¢ 800 mg nasonanu6 Boau no npubnusurenso 50% no 60% nosHinasaHe Ha
cpeaHata AUC(0-24) u Cuax Ha Nazonanu®, B cpaBHEHHe ¢ NpUnokeHue camo Ha 800 mg nasonaHuo.
Huxnbupaneto Ha P-gp w/wim BCRP ot nanatuHu0b, BepoaTHO AOMPHHACA 32 NOBHILEHATA
€KCMO3HLIMA Ha na3onanuo.

EnHOBpEMEHHOTO NpUiokeHUe Ha nazonaHub ¢ uHxubutop Ha CYP3A4, P-gp u BCRP, karo

nanaTMHHUO, LIe A0Be/Ie A0 NOBHILIABRAHE HA ITa3MEHWTE KOHLEHTPAlMHY Ha na3onaHHoO.
EayoBpeMeHHOTO NMPUJIOXKEHHE ¢ MOLHH UHXHOUTOpH Ha P-gp wiu BCRP cbilo Moxke na MpOMEHH

EKCMO3HLIMATA K pa3Nipeie/ICHHETO Ha Na30NaHy0, BIIIOYHTENHO H pa3peACNIEHHETO B LIEHTpalHaTa
HepsHa cucTeMa (LIHC).

EaHoBpeMeHHOTO NPHIOKEHHE Ha maszonaHub ¢ mouteH HHxubHuTop Ha CYP3 A4 Tpabea na ce u3barea
(Bx. Touka 4.4). AKO HAMA HAITHYHA MEIULIMHCKH NPHEMIIMBA a/ITepHATHBA HAa MOLLEH UHXUOUTOp Ha
CYP3 A4, npy eAHOBpeMEHHO NIPHWIOKEHHE, 103aTa Ha Na3onaHUO TpsOBa na ce namanu Ha 400 mg
aHeBHO. B TakHBa ciydaw TpsaGBa BHMMATENHO Aa ce HabMK0/1aBa 32 HeXeNlaHH peakUWH W MOKE J1a e
OOMMCIH AONBIHUTEHO HAMANIABAHE HA [103aTa, AKO Ca HabmoNaBaHH HeXKeNaHH peakliHH, Bb3MOXKHO
CBBP3aHH C JIEKAPCTBOTO.

- Kom6unaupsra ¢ Moy uxubutopy Ha P-gp nwiu BCRP Tpabsa na ce u3barea, nim ce npenopbyea
H300p Ha anTepHATUBEH CBHIBTCTBAL JICKAPCTBEH MPOAYKT Oe3 MY ¢ MHHHMAJIEH MOTEHIHAN 32
HHxubupane Ha P-gp niu BCRP.

Huodyxmopu na CYP344, P-gp, BCRP

Hunykropu Ha CYP3 A4, kato pudamMnuH, MOraT Aa NMOHWAKAT IUIa3MEHHTE KOHLUCHTPAaLWK Ha
naszonaHu®. EqHOBpeMEHHOTO NPUIIOAKEHHUE Ha Na3onaHub ¢ MOLIHH HHAYKTOpH Ha P-gp wnu BCRP
MOJKE 12 IPOMEHH €KCMO3KIIMATA W pa3NpeAeieHUETO Ha Na30NaHHG, BKITIOYHTEIHO H
pasnpeaenenrero B LIHC. [Ipenopbusa ce n360p Ha AITEPHATHBHO CHITHTCTBALLO JIEHEHHE O€3 WU C
MHHHMAJIEH MOTSHLMAN 34 HHAYKLMA Ha €H3HM HIIH TPpaHCHopTep.

Edexru Ha nazonaiub Bbpxy ApPYrH A€KapcTBEHH NPOAYKTH

In vitro NpoyyuBaHHKA ¢ YOBELIKH YePHOAPOOHH MHKPO3OMH Ca NOKA3aIH, Ye nasonaHibd nHxHbupa
CYP ensumute 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2E1. In vifro PXR 1ecT npu xopa € nokaszan
NOTEHUHAIHA HHAYKLHA Ha YoBewIKH CYP3A4. KnuHHYHH (papMaKoJIOrHYHK NPOYYBaHHS C
npuioxeHne Ha nazonaHubd 800 mg peaHDK AHEBHO Ca NMOKA3aH, Ye NasonaHud HaMa l{.l"lH
3HauYUM edeKT BbpXY apMaKOKHHETHKaTa Ha kodeHH (TecToB cydcTpar Ha CYP1A2), B; /,- -
(trectoB cybcrpar Ha CYP2C9), nnu omenpa3zon (rectos cyberpar Ha CYP2C19) npu X f
lﬁf J,

xapuuHoM. [lazonanu® e aoBen no nopuwasaxe ¢ npudausurento 30% Ha cpeaHuTe
muaasonaM (Tectos cyocTpar Ha CYP3A4) u noeuwiaBane ¢ 33% po 64% Ha oTHowue
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KOHIIEHTPALMHUTE Ha JekcTpoMeTpodaH KeM NEKCTpodaH B ypHHaTa ciell IEpOpPaHO MPWIOKEHHE Ha
aexctpoMeTpodaH (TectoB cybcTpar Ha CYP2D6). EnHoBpeMeHHOTO npHinoxkeHue Ha nasonaHHo 800
mg BeAHbXK AHEBHO M nakauTakcen 80 mg/m? (cyberpar na CYP3A4 n CYP2C8) BeaHDK ceMUYUHO
e 10Beno Ao cpeaHo nosHuiarade ¢ 26% u 31%, cvorBeTHO HA AUC M Chrax Ha MaknuTaxcen.

B13 ocHoBa Ha in vitro IC50 n in vivo cToHHOCTHTE HA asMeHara Crax, MeTabOIUTHTE HA Na3onaHuob
GSK 1268992 u GSK 1268997 moraTt na A0NpHHECAT 32 HETHHA HHXHOUTOpEH edeKkT Ha na3onaHuod
pbpXy BCRP. B nonmbnHeHne Ha ToBa, He MOXe Aa ce H3knouu uaxudbupane Ha BCRP u P-gp ot
na3onaHKus B racCTPOMHTECTHRAIHHA TPAKT. EAROBPEMEHHOTO NPUIOKEHHE Ha Na3onaHub ¢ qpyry
nepopanHu cydcrpatu Ha BCRP u P-gp TpsabBa aa ctaBa ¢ noBHineHO BHUMAaHHKE.

In vitro, nazonaun® ¢ HHXKMOMpaN YOBELIKHA TPAHCTIOPTHPALL OPraHAYHN aHWOHH MONUNENTHA
(OATPI1B1). He moxe na ce H3K0uM, 4ye na3zonaHuo e nopnuae gapMakOKHHETHKATA HA
cybcrpature Ha OATP1B1 (Hanp. craTtuny, BUKTe . EdbexT Ha eqHOBpeMEHHaTa ynotpeba Ha
na3onaHud U CHMBACTAaTHH MO-A0JTY).

[Tazonanu6 e HHXHOUTOP Ha eH3uMa ypranHaHochaTrmoKypoHos3ui Tpadchepaza 1Al (UGT1Al)
in vitro. AKTHBHHMST MeTaGonut Ha upuHoTeKaH SN-38, e cyGerpar Ha OATP1IB1 n UGT] AL,
EnnoBpeMeHHOTO MpunoxkeHHe Ha 400 mg nasonanub BeaHBX AHEBHO ¢ 250 mg/m? ueTykcumab u
150 mg/m? upMHOTEKaH BOAN N0 NpHGnM3HTENnHO 20% NoBHIIABaHE HA CHCTEMHATA €KCIIO3HLIMA HA
SN-38. [Nazonanub Moxe Ja UMa MO-rofAMO BIIHAHHE BbPXY AMCAO3KIMATa HA SN-38 npH nuua ¢
UGT1A1*28 nonuMopdu3bM B CpaBHEHNE ¢ Julia ¢ anen oT ,.auB” Tun. Odaue, renoturrsT UGTIAI
He BHHAru npeackaspa edexTa Ha nasonaHud BupXY Aucno3diMaTa Ha SN-38. EnHoBpeMeHHOTO
npuiokeHue Ha nasonaHud cuc cybctpatd Ha UGTIA|L Tpabea na craBa ¢ NOBMLIEHO BHUMaHKE.

EdexT Ha egHOBpeMeHHaTa ynorpeba Ha na3onaHud ¥ CUMBACTATHH

EnnoepeMeHHaTa ynotpeba Ha nazonaHud U CHMBACTATHH YBeJIM4YaBa CJIYYauTe Ha MOBHLUABAHE Ha
AJIAT. Pesyntature OT MeTa-aHaNMU3, H3NOA3Ball COOPHH JAHHH OT KIIMHUYHH MPOYyYBAHHUA C
naszonaHu6, nokassart, 4ye AJIAT>3 nvtu I'TH ce noxnansa npu 126/895 (14%) oT nauMeHTHTE, KOUTO
He ca ynoTpebaBanu cTaTUHH, B cpaBHeHue ¢ 11/41 (27%) oT nauneHTHTe, KOUTO Ca ynoTpeOaBanu
eqHOBpeMeHHO cuMBacTaTuH (p=0,038). AKo nauHeHT, Npuemalll €AHOBPEMEHHO CHMBACTATHH,
pasBue nopuiuapaHe Ha AJIAT, cneapaiite ykazaHKATa 32 A03MPOBKA Ha Ma30naHHb M npekparere
npveMa Ha CHMBACTATHH (BX. Touka 4.4). B aonbnHeHue, eqHoBpeMeHHaTa yiioTpeda Ha nasonaHuo u
ApYTH CTATHHA TPAORA a CE OCHIUECTBABA C NOBHIICHO BHUMaHHE, Thi KaTO NOHACTOALIEM HAMA
HAJIMYHH JOCTAaTbYHO JaHHH, 3a 13 ¢€ OueHH BIIMSHUETO UM BbpXy HHBaTta Ha AJIAT. He e
H3KNIOYEHO Na30onaHub Aa nornuse GapMaKOKHHETHKATA HA IPYTrH CTATHHM (HAMp. aTOPBACTaTHH,
¢dnyBacTaTUH, NPAaBaCTaTHH, PO3YBACTaTHH).

EdekT Ha XpaHaTa BbpXy na3onaHud
[TpunoxerueTo Ha nasonaHub ¢ xpaHa 6orara wix 6eaHa Ha Ma3HMHH BOAH A0 NPHOIHIHTEIHO 2

nbTH noeuinasaHe Ha AUC u Cpax. Ilopaau Tazu npuumrHa, nasonaHud tTpsadsa na ce npyHema Hai-
Manko | yac npeam UM 2 yaca ciea XxpaHeHe,

JlekapcTBEHM NPOAYKTH, NOBMInasauu pH B ctoMaxa
EAHOBpeMEHHOTO NPHIIOXKEHHE Ha Na3onaHub ¢ e3oMenpason HaMansiBa OHOHATHYHOCTTA Ha
nazonadub ¢ npuoansuTenHo 40% (AUC n Chax) W €AHOBPEMEHHOTO NPUIIOKEHHE Ha Na3onaHHd ¢
NeKkapcTBa, KouTo nopuuaear pH B cromaxa, TpaOBa na ce u3bsrea. Axo eaAHoBpeMeHHaTa ynotpeda
Ha HHXHOUTOp Ha nNpoToHHaTa nomna (MUIIIT) e HeobxoauMoO Mo MEAHLIMHCKH MOKA3aHUA, CE
MpenopbYBa J103aTa Ha nasonaHub Aa ce npHeMa 0e3 XpaHa BEAHBXK AHEBHO BEUEP, €AHOBPEMEHHO C
HHXHOUTOpa Ha npoTtoHnaTa noMna (UI11). Ako eaHoBpeMeHHOTO NpHIOkKEeHHe Ha H2-peuenTopex
aHTArOHKCT € HeOOXOAMMO NO MEAMLIMHCKH NOKa3aHuA, nazonanud Tpa0dBa na ce npueMa 6e3 xpaHa
noHe 2 yaca npeayd Wwiu none 10 vaca cnea noszara Ha H2-peuentopHus anrarosucT. Ilazona
TpabBa Aa ce npuema noHe | yac npeau wiu 2 yaca cnel NPUIoKeHHe Ha KpaTKOOeHCTB
aHTHALKUAM. [IpenopbKHTe 332 HAYKWHA HA €AHOBPEMEHHO NMPUIOKEHHE HA HHXUOUTOPH
nomna {HI1IT) u H2-peuenTopHi aHTaroHWCTH C€ GCHOBABAT Ha PUIMOSIOTUYHHU CBOO
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4.6 DepruanTer, 6peMeHHOCT H KbPMEHE

bpeMenHocT/KOHTpauenuus npu Mbxe v )KeHH

Hama aocTaTh4yHO AaHHH 33 NPHIOXKEHHUETO Ha Na3zonaHud npu OpeMeHHH xeHu. [lpoyuBaHusTa npu
’KHBOTHH Ca NMOKAa3alNK penpoAyKTHBHA TOKCHYHOCT (BXX. TOuKa 5.3). IloTeHUHanHHAT pHCK NpU Xopa

HE € U3BECTCH.

[Tazonanub He TpabOBa Aa ce npHeMa no BpeMe Ha OpeMEHHOCT, OCBEH aKO KJIHHHYHOTO ChCTOSHHE HA
)KeHaTa HE 3MCKBA NeYeHHUE ¢ Ma3zonaHnb. Ako naszonaHud ce npunara no BpemMe Ha OpEeMEeHHOCT, WIH
aKo NMaLiMeHTKaTa 3a0peMeHee no BpeMe Ha JISYEHHE ¢ Na30nauud, NOTEHIMATHUAT PUCK 3a IU1oJa
TpaOBa na 6bae 00jACHeH Ha NMaUHeHTKaTa.

YKenuTe ¢ JeTepoaeH norteHuHan Tpabsa aa OpAaT NOCHBETBAHHU Aa W3NOJ3BAT NOAXOAALIA
KOHTpaLEeNnLHA Mo BpeMe Ha JIEYEHHETO H B MPOAB/DKEHHE Ha NOHE 2 CEAMMUUH ClIe] NpHEMa Ha
nocJieAHaTa A03a na3onaHuo, U aa u3darear 3ad0peMeHsIBaHe MO BpEME Ha JICYEHHETO ¢ NMa3onaHMo.

[TallHEHTHTE OT MBIKKH MO (BKJIKOUMTENHO Te3H C Ba3CKTOMHA) TpAOBA Aa HA3MON3BaT NPE3CpBATHBH
O BPEeME Ha MOJIOB aKT, ZOKATO NpUeMarT Na3onaHus, H B IPOSBDKCHHE Ha ITOHE 2 Ce/IMHLIM ClIe/
ipHeMa Ha NocjleaHaTa A03a na3onaHud, 3a na ce U3dberHe NOTeHUKAIHA EKCTIO3HLIHSA Ha
JIeKapCTBEHUA NPOAYKT Ha OpeMeHHa napTHLOPKA H Ha NApPTHLOPKA € perpoIyKTHBEH NMOTEHLHATN.

KbpMeHe

be3onacHOCTTa NPH NPHJIOKEHUE Ha Na3onaHHO Mo BpeMe Ha KbpPMEHE HE € npoydeHa. He e wisecTHo
JaJIy Na3onaHud Wiv HeropuTe MeTaboNnTH ce eKCKpeTHpaT B KbpMaTa. HaMa faHHU OT npoy4YBaHus

MPH >KHBOTHH 32 EKCKPELIMATA Ha na3onaHHb B )KMBOTHHCKOTO MiIako. He Moxke Aa ce U3KMIOUH pHCK

3a kKbpMaueTo. KspMeHero TpafBa na ce npekbCcHE 10 BpeMe Ha JIEUEHHE ¢ Ma3omnaHHo.

DepTUIUTET
[IpoyuBaHus NpH KUBOTHH NIOKA3BAT, Y€ MBIKKHAT M KEHCKUAT PEPTHIMTET MOraT Aa C€ NOBAHSAT OT

neueHHe ¢ nazonanud (Bx. Touka 3.3).
4.7 EdexTH BBpXY cnocobHOcTTA 3a WodHpPaHEe H paboTa ¢ MAIIHHH

Mazonann6 Tepa He NOBIMABA WIK NOBIHKABRA NPEHESPEKHMO CIOCOOHOCTTA 3a WodHpaxe ¥ paboTa ¢
MailHHH. DapMaKoNoOrHYHHTE CBOHCTBA Ha NazonaHyd He npeanonaraT BpeIHO RIHMAHHE BLPXY TE3H
neiHocTH. [1pu olieHka Ha cnocoGHOCTTa HA NALMEHTA 33 H3BbPLIBAHE HA JEHHOCTH, KOUTO U3HUCKBAT
npeleHKa, ABUraTeIHH HIH KOTHUTHBHH CMIOCOOHOCTH, TpAOBa 1a ce HMaT NpeaBu/l KIHHUYHHA
CTATYC Ha MalMEHTa H Npodiia Ha HEXENaHH peakuuu Ha nazonaHu0. [lauveHTure Tpadsa na
H30arear wodupase wid pabota ¢ MalllMHU, aKO CE€ YYBCTBAT 3aMasHH, YMOPEHHU WIIH cl1abu.

4.8 Hexenanu JeKapCTBEHH PeAKItHH

Pe3ioMe Ha npoduaa Ha 6e30nacHOCT

COopHHTE AAHHH OT OCHOBHOTO npoyueaHe npy 06peyHorneTrueH KapuuHoM (BKK) (VEG105192,
n=290), paswpenoro npoyusaHe (VEG107769, n=71), noaxpensaworo npoyuraHe ¢aza 1l
(VEG102616, n=225) ¥ paHAOMU3UPAHOTO, OTKPHTO, NapanenHorpynoso ¢asa lll veundepuopno
npoyusane (VEG 108844, n=557), ca OLleHEHH B LIANIOCTHATA OLEHKa Ha 6€30MacHoCTTa H
MOHOCHMMOCTTA Ha nazonaHub (obuio n=1 149) npu yuacTHHLM ¢ OBOPEUHOKNETEHYEH KAPLUWHOM {BXK.
TO4Ka 35.1).

COopHHTE NaHHHM OT OCHOBHOTO MpoyuBaHe NMpH capkom Ha MekHuTe ThKaHH (CMT) (VEG110727,
n=369) u noakpensworo npoyusaHe ¢aza Il (VEG20002, n=142) ca oLicHEHH B LUAIOCTHA
Ha 6e30nMacHOCTTa H NOHOCHMOCTT2 Ha nasonanub (obia nomynaums 3a 6e30nacHoOCT n
yyacTHULH ¢cbc CMT (BK. Touka 3.1).

Haii-BasKHHTE CEPHO3HH HEXENAHN peakUMH, YCTaHOBEHH B npoyuBanuaTa npH bKK
npexoAeH HCXEMHYEH MPHUCTDBI, UCXEMHUUYEH HHCYIIT, HCXEMHA Ha MHOKapaa, MHokap
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UHGAPKT, ChpAeYHA NUCHYHKINA, TaCTPOUHTECTHHANHA nepdopalus H PUCTY N, yab/bkasane Ha QT
HHTEpBaia, torsade de pointes 1 6enoapoben, raCTPOHHTECTHHANIEH H MO3bUYEH KPLBOH3IHNB. BCcHuky
HeXXeNnaHW peakuuy ca cpodiaBadu NpH <1% oOT JieKyBaHHTE NauMeHTH. Jlpyr1 BaXKHH CEpHO3HH
HEXXEJIAHM JIEKAPCTBEHH PEeaKLUHM, yCTaHOBEHH B nmpoyuBanusaTa npy CMT, prouBar BeHO3HH
TpoMboeMGONHYHH CHLOUTHSA, NIBOKaMepHa JUCPYHKUMA H MHEBMOTOPAKC.

JletanHuTe CHOMTHA, NPHETH KATO Bb3MOXKHO CBBP3aHU € Na30naHUO, ca BKIIOYBAIH
racTPOMHTECTHHAJIEH KPHBOUINUB, OenoapobeH KpbrBOUITHB/XEMOITTH3a, OTKIOHEHHA B
yepHoApoOHaTa PyHKLMA, HHTECTHHANHA nepopalHs B HCXEMHUEH HHCY.T.

Haii-uecTnre HexXeNnaHd peakuny {(HabnonasaHu npy Ha#i-mManko 10% oT naLiMeHTHTE) OT BCAKA
creneH B npoy4uBaHuaTa nnpu bBKK u CMT ca prarouBanu: avapus, npoMsHa B LiBeTa Ha Kocarta,
XHUNOMUIMEHTALIHS Ha KoxaTa, ekconnaTuBeH oOpuB, XMNepTOHNA, raAcHe, rnapodbonue, ymopa,
aHOPEKCHA, MOBpPLILaHe, JHCTEY3Hs, CTOMATHT, MOHWKABAHE HA TErJIOTO, D0JiKa, MOBHILEHA A/IAHHMH

aMHHOTpaHc(epasa 1 NOBHIIEHA acnapraT aMKHOTpaHCc(epasa.

HexenaHuTe nexapcTBEHH PeakLiMM OT BCHYKH cTeneHy, chodiapanuy npy aduata ¢ BKK u CMT unu
MO BPEME Ha NMOCTMAPKETHHIOBUS NEPHOL, €a H3OPOCHH NMO-101Y MO CHCTEMO-OPraHHH KJ1acoBe, Mo
YEeCTOTA M CTEMNEH Ha TexxecT cpriacHo MedDRA. 3a knacudukaumsTa no 4ecTora € U3MnoJj3BaHa
cleIHATa KOHBEHIIHA: MHOTO YectH (>1/10); uectn (21/100 go <1/10); veuectu (>1/1 000 o <1/100);
peaxu (>1/10 000 go <1/1 000); muoro peaku (<1/10 000); ¢ HeusBecTHa YeCTOTA (OT HATMYHHUTE
NaHHH He MOXKeE Ja Objie HanpaBeHa OLICHKA).

Kateropunre ca onpeaesieHy no abcoloTHATa YECTOTa B JaHHUTE OT KIIMHHYHH M3NUTBAaHMI.
OueHeHH ca ChlIO K NOCTMAPKETHHIOBUTE JaHHH 3a 6e30nacHOCTTa H MOHOCHMOCTTA OT BCHUKH

KJIMHHYHH NPOYYBAHUSA € Ma30naHUO W 0T CNOHTaHHH CboOWEeHMs. BLB BCsKa rpyna no CHCTeMo-
OpPraHHH KNAacoBe, HEeXeJaHHTE PEaKkLiMM C €IHAKBA YECTOTa €a NPEACTABEHU B HH3XOAALLL pel Mo
 OTHOLLIEHHE Ha TAXHATA CEPHO3HOCT.

CoHcbK Ha HeXENaHUTe peakudH B TabiiM4en BUA

Tabnana 2 Hexeslanu peaknuH, CBLP3aHH C Je4eHHETO, ChOOIIEHH B NPOYYBAHHATA MNPH
OnOpeunoxneTnruen xkaponHaoM (n=1149) nIR no BpeMe HA NOCTMAPKETHHIOBHA

nepuoOn
CHcTeMO-OpravHA Yectora | Hexkenann peaknun | BcHukn Crenen 3 | Crenen 4
KJIACOBeE (BCcHUKH crene’Hd n | n (%) n{%)
CTeNnenH) (%)
| YecTH Hudexumu (cec mnin | C C C

Oe3 HeyTponenus)t | HensBecTH | HeM3BecTH | HEM3BeCTH
a 4YECTOTA | a YecToTa | a 4YecToTa

Hadexnuu H

N S—— Heuectn | Uudexumnsa Ha 1 (<1%) 0 0
BEHLIWTE
HNudexuunosen I (<1%) 0 0
NEPUTOHMUT

Heonnazmn - Heuectu TymopHa 607Ka 1 (<1%) 1 (<1%) 0

RoOpoKaviecTBEeHH,

3NOKAYECTBEHH H
HeonpeaeaeHH (BKJIL.
KHCTH H H0/IHIH)

YectH TpombounTonenus 80 (7%) 10 (<1%)
HeyTponeHus 79 (7%) 20 (2%)
Hapymenns Ha JleBKOneHUA | 63 (5%) 5 (<1%
KpLBTA H AaMbnata | Hevectn | Iloanumremus 6 (0,03%) |1
CHCTEMA Penxn TpomboTHYHA C C
MHUKPOAaHTHOMNATHA HEU3BECTHA| HEU3BE
(BKITHOYHTENTHO 4eCTOTa a qec*rma
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TpoMOOTHUYHA
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TPOMOOLIMTONEHHYHA
mypnypa H
XEMONHTHYEH
ypeMH4eH cuHapom)t
HapymeHnns Ha YectH XHIMOTHPEOHANIBM 83 (7%) I (<1%) 0
eHIOKPHHHATA
CHCTEMA
Muoro Hamanen anetur® 317 (28%) | 14 (1%) 0
YECTH
Hapymennus na Yectn Xunodocharemns 21 (_2:_/6) 7 ({1?:) 0
eTaGONH3MA B Jexnaparaums 16 (1%) 5 (<1%) 0
XpAHEHETO Heuectn | XunomarHesvemus | 10(<1%) | O 0
C Tymop-Tn3uc C C C
Hen3BecTHa| cuHapom™ HEH3BECTHA| HEU3BECTH | HEM3BECTH
yecrora | YEeCTOTA a 4ecToTa | a 4eCToTa
IIcHXHYHA YecTH be3cnHHe 30 (3%) 0 0
HApYIIEHHS _
MHoro - ducrey3us® 254 (22%) | 1 (<1%) 0
4YEeCTH | I'naBobonue 122 (11%) [ 11 {(<1%) [ O
YecTH 3aMasHOCT 55 (5%) 3 (<1%) 1 (<1%)
JleTaprus 30 (3%) 3 (<1%) 0
[TapecTe3ns 20 (2%) 2 (<1%) 0
[epudepHa censzopHa | 17 (1%) 0 0
HeBponarus
Heuectn | Xunoecre3us 8 (<1%) 0 | 0
TpaH3uTOpHa 7 (<1%) 4 (<1%) 0
HCXeMHYHa aTaKa
HapymeHusa Ha CHbHIHBOCT 3 (<1%) 1(<1%) |0
HEPBHATA CHCTEMA epebpopackynapen | 2 (<1%) 1 (<1%) 1 (<1%)
MHUHAEHT
Hcxemuued Heynt | 2 (<1%) 0 1 (<1%)
Penxu CuHOpoM Ha C C C
NOCTEpHOpPHA HEH3BECTHA| HEU3BECTH | HEM3BECTH
obpaTuma 4ecToTa a 4eCTOTa | 4 YeCTOoTa
eHuedamonaTns/
CHHAPOM Ha obpaTuma
NOCTEPUOPHA
neBkoeHuedanonaTus
T
Yectn 3amMbIIeHO 3pEHHE 19 (2%) 1(<1%) 10
HeuectH OtnenBaHe Ha 1 (<1%) 1 (<1%) 0
- peruHarat
Hapymesnus na PaskbcBaHe Ha 1 (<1%) 1 (<1%) 0
O4HTe
peruHatat
[Mpomana B useta Ha | 4 (<1%) 0 0
MMIJIMTE
Heuectw | bpaaukapass 6(<1%) 10 0
MuokapaeH undapkr | 5 (<1%) 1 (<1%) 4 (<1%)
Crpaeunn Copaeuna 4 (<1%) 1 (<1%)
HApPYIIEHHS quchyHKLMS'
HcxeMmns Ha 3 (<1%) 1 (<1%)
MHOKap/a |
MHoro X HnepToHus 473 (41%) | 115 (10%
Cba0BH HApYIIEHHS | YECTH
Yectn ['opelliH BIHH 16 (1%) 0




BeHozno 13 (1%) 6 (<1%) 7 (<1%)
TpoMO0oeMOONUYHO
cpOnTHE®
JauepBaBaHe 12 (1%) 0 0
Heuectn | Xunepronnyda kpusa | 6 (<1%) 0 2(<1%)
KpbBOH3NHE 1 (<1%) 0 0
Peakwu AHEBPH3MH H C C C
| apTePUATHH HEH3BECTHA| HEH3BECTH | HEM3BECTH
AncEKaUnHT 4eCcToTa a 4eCTOTa | a 4eCToTa
Yectn Enucrakcue 50 (4%) 1 (<1%) 0
HduchoHus 48 (4%) 0 0
JncnHes 42 (4%) 8 (<1%) 1 (<1%)
XeMOoNnTu3a 15 (1%) 1 (<1%) 0
PeclupaTopa, Heuectu | Punopes | 8(<1%) 0 0
FPRANE W benoapobeH 2 (<1%) 0 0
MEAHACTHHAJIHH
HADYCHHS KPBbBOU3/HB _
[IHeBMOTOpaKC 1 (<1%) 0 0
Peaku HHTepcTHLIMANHA C C C
benoapobHa HEHU3BECTHA| HEW3BECTH | HEM3BECTH
OonecT/MHEBMOHUTT | 4ecTOoTa a YecToTa | a 4eCToTa
MHoro duapus 614 (53%) | 65 (6%) 2 (<1%)
YECTH "aneHe 386 (34%) | 14 (1%) 0
[loBpolIaHe 225 (20%) | 18 (2%) 1 (<1%)
Kopemua bonka® 139 (12%) | 15 {1%) 0
YectH CromMaTHT 96 (8%) 4 (<1%) 0
Hucnencus 83 (T%) 2 (<1%) 0
dnaryneHLHs 43 (4%) 0 0
AbnoMHHaTHA 36 (3%) 2 (<1%) 0
NHUCTEH3US
Yauepauus B yctata | 28 (2%) 3 (<1%) 0
Cyxora B ycTaTa 27 (2%) 0 0
Heuectu | IlankpeaTHT | 8 (<1%) 4 (<1%) 0
PexraneH KpbBOH3IHB| 8 (<1%) 2 (<1%) 0
XeMaToxe3ns 6 (<1%) 0 0
I'acTpounTectTrHaneH | 4 (<1%) 2 (<1%) 0
KPBbBOM3/IHB
CromManiHoO-1peBHH Meneka 4 ({l:/“) | 1 (<1%) 0
HAPYIIEHHS [loBuieHa 3 (<1%) 0 0
[EPHCTAIITHKA _
AHaneH KppBon3iuB | 2(<1%) | O 0
[Mepdopauns Ha 2 (<1%) 1 (<1%) 0
1ebenoTo YepBo
KpbBOH3NHB OT 2 {<1%) 0 0
_ycrara
KpbBOHIHUB OT 2 (<1%) 1 (<1%) 0
ropHaTa 4acT Ha
racCTPOMHTECTHHAJTHHA
TPAaKT
EHTEepOKyTaHHa 1 (<1%) 0 0
_¢pucTyna
Xemaremesa 1 (<1%) 0
XeMOopoUaATIeH 1 (<1%) 0
KPbBOH3JIUB
Ilepdopauns Ha 1 (<1%) 0
WieyMa
13
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KpbBOH3NIHB OT 1 (<1%) 0 0
XpaHoIpoBoAa
Perponeputoneaned | 1 (<1%) 0 0
KPBBOH3JIUB
YectH XunepobunupyOHH- 38 (3%) 2 (<1%) 1 (<1%)
eMid
AOGHOpMHa 29 (3%) 13 (1%) 2 (<1%)
yepHOApoOHa
QyHKLHSA
XenaTtoTOKCHYHOCT 18 (2%) 11 <1%) | 2 (<1%)
Hx:na;clﬁﬂun.r;napﬂn HeuecTH XuiaTeHuna 3 (<1%) 1 (<1%) 0
Py JlexapcTBEHO 2 (<1%) 2 (<1%) 0
MHOYLHMPAHO
yepHOAPOOHO
| yBpexnaue
YepHoapoOHa 1 (<1%) 0 1 (<1%)
| HenocTaThUHOCTY
MHoro [Tpomsana B upeta Ha | 404 (35%) | 1 (<1%) 0
YECTH KocaTa
CHHIpPOM Ha 206 (18%) | 39 (3%) 0
naJMapHO-TUIaHTapHa
| epUTPOAH3ECTE3HS |
Anonenus 1130 (11%) | O 0
Obpus 129 (11%) | 7(<1%) {0
YecTH KoxHa 52 (5%) 0 0
XMNOMUIMEHTaLNS
Cyxa koxa 50 (4%) 0 0
Cophex 29 (3%) 0 0
Eputem 25 (2%) 0 0
Koxna 20 (2%) 0 0
AeNUrMEeHTaL S
XHnepxuaposa 17(0%) [0 0
Heuectn | HapyuieHus Ha 11(<1%) |0 0
Hapymennsa Ha HOKTHTE
KOAMATA 1 Koxuna ekconmaums | 10(<1%) |0 0
NMOAKOXKHATS THKAH Peaxuns na 7 (<1%) 0 0
G OTOUYBCTBHTEHOCT
Epuremen o6pHB 6(<1%) |0 0
Hapyluienue Ha 5 (<1%) 0 0
KOXAaTa
MakynoseH obpHB 4 (<1%) 0 0
Copbaw obpus 3 (<1%) 0 0
Besukynoszen obpus | 3 (<1%) 0 0
I 'eHepanuaupan 2 (<1%) 1 (<1%) 0
Copbex
['enepanninpaH obpus 2 (<1%) 0
[lanynoseH oOpuB 2 (<1%) 0
[lnaHTapeH epHTeM 1 (<1%) 0
KoxeH yakyct C C
HEH3BECTHA| HEH3BECTH
4yecToTa a 4ecToTa
HapynieHns Ha HectH Aptpanrus 48 (4%) 8 (<1%)
MYCKYJ/JIHO- Muanrus 35 (3%) 2 (<1%)
CKEJIETHATA CHCTEMA MyCKY/IHH cna3MH 25 (2%) 0
H CLEAHHATENHATA Heuectn | Myckynno-ckenerna | 9 (<1%) 1 (<1%)
ThKAH DoJIKa
14
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HapymenHsa na Muoro [Tporennypus 135 (12%) | 32 (3%) 0
ObOpenHTe H YECTH
NHKOYHNTe NbTHWIA | Heuectn | KpbBOKINMB OF 1 (<1%) 0 0
NMUKOYHHTE MbTHLILA
HapymenHs Ha Heuectu | MeHoparus 3 (<1%) 0 0
BBL3NPOH3BOAHRTEIHAT Bnaranuuiex 3 (<1%) ) 0
A CHCTEMA H I'bpAaTa KPBBOM3/IUB
| MeTtpoparus | 1 (<1%) 0 0
MHoro Ymopa 415 (36%) | 65 (6%) 1 (<1%)
YECTH
YectH Bn3naneHue Ha 86 (7%) 5 (<1%) 0
JIMTaBHALIATE
O0mu napyenus i AcTeHus 82 (7%) 20 (2%) 1 (<1%)
e(l)elrm HA MAECTOTO E,uemb 79 (6%) 1 ({1%) 0
Ha [PRIOHCHRE Bostka B FhPAMTE 18(2%) |2(<1%) |0
Heuectn | BTpHcaHe 4 (<1%) 0 0
HapyiueHuns Ha 1 (<1%) 0 0
JIMFABHLIMTE _
MHoro [loBHiIaBaHE Ha 246 (21%) | 84 (7%) 14 (1%)
YeCTH aJlaHKH-
aMUHOTpaHcdepasaTa _
[ToBHinaBaHe Ha 211 (18%) | 51 (4%) 10 (<1%)
acnaprar-
aMHHOTpaHKcdepasara .
YecTH [TonwxapaHe Ha 96 (8%) 7 (<1%) 0
TErA0TO
[TosHinapaHe Ha 61 (5%) 6 (<1%) 1 (<1%)
O6unupybHHa B KpbBTa ‘*
[losHinaBpaHe Ha 55 (5%) 3 (<1%) 0
KpeaTHMHUHA B KPbBTa | |
[ToBuinaBaHe Ha 51 (4%) 21 (2%) 7 (<1%)
Iua3ara |
[ToHnxaBaHe Ha Opoa | 51 (4%) 3 (<1%) 0
Ha OenHTe KPbBHH
KIETKH’ _
[TopHiuaBane Ha 36 (3%) 0 0
Uscaeapannn THPOMA-
CTHMYJIHpaLUMA
XOPMOH B KPbBTA _
[ToBuilaBaHe Ha 35 (3%) 7 (<1%) 0
aMWJ1a3ara
[ToBuiapaHe Ha rama-| 31 (3%) 9 (<1%) 4 (<1%)
FITyTaMKIT
TpaHcdepasara
[ToBuluaBaHe Ha 15 (1%) 2 (<1%) 0
 KPBBHOTO HaslAraHe
[loBullIaBaHe HA 12 (1%) 1 (<1%) 0
_ypeATa B KpbBTa
OTKJIOHEHHR B 12 (1%) 6 (<1%) 1 (<1%)
YepHOApOOHUTE -
(G YHKLHOHAHH
TE€CTOBE
Heuectn [ToBuuwasane Ha 11 (<1%) | 4(<1%)
yepHoApoOHKTE
eH3HMH
[TonnkasaHe Ha 7 (<1%) 0
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KpbBHAaTa 3axap
YaowpkaBane Ha QT | 7 (<1%) 2 (<1%) 0
HHTEpBaa Ha
€IEKTpOKapAHorpama
[ToBuitiaBaHe Ha 7 (<1%) 1 (<1%) 0
TpaHCaMUHa3uTe
OTKI10HEeHHd B 3 (<1%) 0 0
THPCOUHHTE
(bYHKLUMOHANIHH
TECTOBE
floBHIaBaHe Ha 2 (<1%) 0 0

AHACTONHOTO KPBbBHO
HalATraHe
IToBHILIaBaHe Ha 1 (<1%) 0 0
CHCTOMHOTO KPbBHO
HalAraHe

t HexxenaHa peakiiif, CBbp3aHa ¢ JICYEHUETO, CHOOIIEHA MO BPEME Ha MOCTMAPKETHHIOBHA NEPHOA
(CIOHTAHHH CHOOLIEHHA B CEPHO3HH HEXXEJaHU PeakLMU OT BCHYKH KIMHWYHH NpOYuBaHHA ¢ nazonaHHo).
* HexxenaHH peakiMH, CBbP3aHH € IEUeHHETO, CHODIaBaHH CaMo N0 BPEME HAa NOCTMAPKETHHTOBHA
nepHoa. OT HANHYHUTE JAHHA HE MOXe Aa Obe HanNpaBeHa OLICHKA HA Y4€CTOTAaTa.

KoMOuHHpPaHH Ca CIEIHHTE TEPMHHM:

2 KopemHa Gonka, kopeMHa §0/Tka B TopHaTa M KOpeéMHa 00sIka B 101HATA YacT Ha KopeMa

b EneM, neprudepeH enem, eaeM Ha OYHTE, NOKAJTH3HPAH €IEM H €/1IEM Ha JIULETO

¢ ducreysna, arey3Hd H XHNoreysus

4 MoumxkapaHe Ha 6pog Ha GeNHTe KPBbBHH KJIETKH, NOHWKaBaHe Ha O6pos Ha HEYTPOGHIUTE H NMOHIKABaHe
Ha OpOA Ha JICBKOLIWTUTE

® [IOHMXEH aneTHT H aHOpEeKCHUA

F Copoedna ancdyHkuus, ieBokaMepHa JIHCYHKLMA, ChbpPACYHA HEAOCTATEYHOCT H PECTPHKTHBHA
KapAHOMHOMNATHS

¢ BeHo3Ho TpoMboeMbonyHO crOHTHE, AbG0Ka BeHO3Ha TpoMb03a, benoapober emboan3bM H TpomOo3a

HeyTtponenus, TpoMOOLIMTONEHHS WU CHHIAPOM Ha NAJIMapHO-IUIAHTapHA EPHTPOAM3ECTE3US Ca
HaOMoaaBaHH NMO-4YECTO NMPH NALUHEHTH OT H3TOHHOAZHATCKH NMPOH3XOA.

Tab6anna 3 HexeNaHH peaKIHH, CBHP3aHH ¢ JeYeHHETO, ChODIMIEHN B NPOYYBAHHATAR NpH
CAPKOM HA MEKHTe ThKaHH (n=382) anu no BpeMe HA MIOCTMAPKETHHIOBHA NMEPHOA

Cucremo- | HecroTa Hexerann Bcenukn Crenen 3 n | Crenen 4

OpPrapHY KJIacoBe | (BCHUKH peaKNHH CTEeNEeHA N (%) n (%)
CTeNneHn) (%)

Hndexunn n Yectn Hudeximg Ha 4 (1%) 0 - 0

HHGeCcTAHNHH BEHLIUTE

Heonaaszmn- Msoro Tymopua 6onka 121 (32%) 32 (8%) 0

no0poKaYeCTBEHH| YECTH
» 3IOKAYeCTBEHH

H HeonpeaejJeHH
(BKJ1. KHCTH H

NOJHEH)
Muoro JleBkoneHus 106 (44%) 3 (1%)
YECTH _TpomboumTonenus | 86 (36%) 7(3%)
HeyTponenns 79 (33%) 10 (4%)
Hapymenas na HeuvecTH TpomboTuuHa 1 (<1%) 1 (<1%)
KpbBTA H
AHMGHATA MUKPOAHIHOTIATUA
creTemal ( BKJIIOYHUTENHO
- TpoMOOTHYHA
TpoMOOLIUTO-
neHHYHA MypITypa U
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XE€MOJIUTHYEH
YPEMHUYEH CHHIPOM)

Hapymenns Ha | YectH XunotupeouanssM | 18 (5%) 0 0
CHAOKPHHHATA
CHCTEMA -
Muoro HamaneH aneTur 108 (28%) 12 (3%) 0
4ECTH XunoanGymunemus' | 81 (34%) 2 (<1%) 0
Hapywenunsa na | Yectu Hexunparaums 4 (1%) 2 {1%) 0
meTaboansma m | Heuectn Xunomaruesnemus | 1 (<1%) 0 0
XpAHEHETO C TymMop-n1u3uc C uenspectHa | C C
HEH3BECTHa | CHHApoOM® 4yecToTa HEW3BECTHA | HEM3BECTHA
4eCcTOTa 4ECTOTa 4eCTOTa
IIcHXHYHH Yect be3cbHuUe 5(1%) 11(<1%) 0
HAPYIICHHS
Muoro Jucreysus 79 (21%) 0 0
HECTH [ nasobonue 54 (14%) 2 (<1%) 0
YecTH [lepndepna 30 (8%) 1 (<1%) 0
Hapymenns Ha CEH30pHa
HepBHATA HEBpONATHA
CHACTEMA JaMasHOCT 15 (4%) 0 0
Heuectn CHHIMBOCT 3 (<1%) 0 0
[TapecTesns 1 (<1%) 0 0
Mo3sbueH HHdapkT | 1 (<1%) 0 1 (<1%)
Hapymenna Ha | HecTH 3ambriaeHo 3peHue | 15 (4%) 0 0
O HTE
YectH CbpaedHa 21 (5%) 3 (<1%) 1 (<1%)
AHChYHKUMAE
Cupaeunn JleBokamepHa 13 (3%) 3 (<1%) 0
AUCHYHKLHSA
HapyrieHus Bpannkapaus 4 (1%) 0 0
HeuecTtH MuokapneH 1 (<1%) 0 0
HHpapKT
MHoro XUnepToHus 152 (40%) 26 (7%) 0
YECTH _
YecTH BeHo3Ho 13 (3%) 4 (1%) 5 (1%)
TpoMboeMBONHUHO
Craosu cs6utHe’
A — ["opewin BbIHH 12 (3%) 0 0
3aueppaBaHe 4 (1%) 0 0
HeuecTH KpbBOU3INIHB 2 (<1%) 1 (<1%) 0
Peakwu AHEBpPH3MH H C "ensBectHa | C C
apTepHAIHH 4eCTOTA HEU3BECTHA | HEU3BECTHA
JUCEKALHH YECTOTA 4YECTOTa
YecTH Enucraxcuc 22 (6%) 0 0
Jucgonns 20 (5%) 0 0
HucnHes 14 (4%) 3(<1%) ~ |0
Kauinuna 12 (3%) 0 0
PecnapatopuH, [THeBMOTOpAKC 7 (2%) 2 (<1%) 1 (<1%)
rPLARH H XblLaHe 4 (1%) 0
MeAHACTHHAIHH benonopoGen 4 (1%) 1 (<1%)
HAPYIIEHHS KPbBOH3/IHB |
HeuecTn Opodapnrreansa | 3 (<1%) 0
OoJKa
bponxnanen 2 (<1%) 0
KPLBOU3JIHB

HU/H/0771/002/R/001
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PuHopes | 1(<1%) 0 0
XemonTusa [ 1(<1%) 0 0
Penxn HHTepcTHUHATHA C HeusBecTHa | C C
benoapodHa 4yecToTa HEH3BECTHA | HEH3BECTHA
bonecT/MHEBMOHHTY 4eCTOTa YeCTOTa
MHoro Onapusg 174 (46%) | 17 (4%) 0
YecTH ["anene 167 (44%) | 8 2%) 0
[ToBpbIIaHE 96 (25%) 7 (2%) 0
Kopemta boJika® 55 (14%) 4 (1%) 0
CTOMaTHT 41 (11%) 1 (<1%) 1 0
YectH AbaoMHHaNHAa 16 (4%) 2 (1%) 0
AUCTEH3HA
_Cyxora B ycTaTa 14 (4%) 0 0
Jucnencus 12 (3%) 0 0
KpbBOHUTHB B 5 (1%) 0 0
_ycTarta
OnaryneHums 5 (1%) 0 0
AHaneH kpeBousnus| 4 (1%) 0 | 0
HeuectH ["acrpounTecTHHane | 2 (<1%) 0 0
H KpLBOHIHB

Cromammno- PekraneH 2 (<1%) 0 0

YpeBHH KPBBOH3JIHB

HAPYLIEHHS EnTepoKyTaHHa 1 (<1%) 1 (<1%) 0

ducTYyna
CromalrueH 1 (<1%) 0 0
KPbBOM3JIUB '
Menena 2 (<1%) 0 0 ~
KpbBOM3NHB OT 1 (<1%) 0 1 (<1%)
_ XpaHONpOBOJA _ _

[lepuTOHMUT 1 (<1%) 0 0
Perponepuroneanes| 1 (<1%) 0 0
KPBBOHIIHB
KpbLBOM3IHB OT 1 {(<1%) 1 (<1%) 0
ropHara 4acT Ha
raCTPOMHTECTHHAJIH
Hfl TPaKT
[lepdopauma Ha 1 (<1%) 0 1 (<1%)
WIEYM

Heuectu | AbHopMHa 2 (<1%) 0 1 (<1%)
yepHoApoOHa

XenaToORIHADH QyHKINS _

H HApYIICHEBS C YeprHoapobua C HenseecTHa | C C
HEM3BECTHA | HEJIOCTATBYHOCT* | yecToTa HEU3BECTHA | HEHU3BECTHA
4EeCTOTa YeCTOTA YEeCTOTA
MHoro [TpomsaHa Ha useta | 93 (24%) 0 0
YeCTH Ha KOCaTa

XunonurMeHTauus | 80 (21%) 0 0
Ha KOXKATa

Hapymenus na ExcdonunarrieeH 52 (14%) 2 (<1%) 0

KOKATA H oGpHE

HOAKOARATA YecTH Anoneuus [ 30 (8%) 0

ThKaH HapyLueHue Ha 26 (7%) 4 (1%)

KOXKaTac
Cyxa KOXa 21 (5%) 0
Xunepxuaposa 18 (5%) 0

HU/H/0771/002/R/001
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Hapyumienue Ha 13 (3%) 0 0
HOKTHTE |
Copbex 11 (3%) 0 0
Epurem 4 (1%) 0 ()
HeuecTH KokeH yaKyc 3 (<1%) 1 (<1%) 0
O6pus_ 1 (<1%) 0 0
[Tanynosen obpus | 1 (<1%) 0 0
Peaxuua Ha 1 (<1%) 0 0
(OTOYYBCTBHTEN -
HOCT
CuHapoM Ha 2 (<1%) 0 0
nanMapHoO-
TUTAHTAPHA
EpUTPOAM3ECTEIUS
Hapymenns na | Hectu MyckynHo-ckenetHal 35 (9%) 2 (<1%) 0
MYCKYJHO~ 0osKka
CKeJIETHATA Muanrus 28 (7%) 2 (<1%) 0
CHCTEMA H Myckyauu cnasMu | 8 (2%) 0 0
CHEAHHHTEHATA | HeuecTH ApTpanrus 2 (<1%) 0 0
ThLKAH
Hapymenus #a | Heuectn [IpoTenHypus 2 (<1%) 0 0
O0LOpenuTe
NHKOYHHTE
NhTHINA
Hapymennsa Ha | Heuvectn BnaranuiieH 3 (<1%) 0 0
Bb3NPOHA3BOAHTEI KPbBOH3JIHB
HATA CHCTEMA H MeHoparus I (<1%) 0 0
rbpAATA
Muoro YMopa 178 (47%) 34 (9%) 1 (<1%)
YEeCTH
Obmn YecTH Eaem® 18 (5%) 1 (<1%) 0
HAPYITCHIA | boska B repaure 12 (3%) 4 (1%) 0
::I;?:;:;:a Brpucane 10 (3%) 0 0
pHIOKenHe HeuecTn anaﬂenni Ha 1 (<1%) 0 {;
JIATABHLINTE
AcTeHHA 1 (<1%) 0 0
MHoro [TonnkaBaHe Ha 86 (23%) 5 (1%) 0
4eCTH TErJ0TO
YectH OTKNOHEHUA NpH 29 (8%) 4 (1%) 0
H3CJICIBAHHSA HA |
YUIHTE, HOCA U
| IBpJIOTO"
[ToBHlIaBaHEe Ha 8 (2%) 4 (1%) 2 {(<1%)
aTaHUH
AMHHOTPAHC-
tepaszara
Hamennan_nn" (}riﬂoﬂeﬂuﬂ B 6 (2%) 0 0
HMBATa Ha
X0JIeCTepoa
| IlopunIaBane Ha 5 (1%)
acrapTar
aMMHOTpaHC-
¢depazara
[ToBuinaBaHe HA 4 (1%)
rama-riry TaMun
TpaHcepa3ata
19
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HevectH [ToBHILIaABaHE HA 2 (<1%) 0 0
6unupybHHa B
KpPBBTA

Acniaprar 2 (<1%) 0 2 (<1%)
aMMHOTpaHcdepasa
AnaHuH 1 (<1%) 0 I (<1%)
aMHHOTpaHcdepasa
[ToHnwkaBaHe Ha 1 (<1%) 0 1 (<1%)
bposa Ha

TpoMOoUHTHTE
Yaemkapade Ha QT | 2 (<1%) I (<1%) 0
HHTEpBaJ1a Ha

€IEKTPOKapaHo-
. rpaMa

t HexenaHa peakuus, CBbp3aHa ¢ JIEMEHHETO, ChoOIlEeHa 11O BpeMe Ha NOCTMAPKETHHIOBHA MEPHO
(CTIOHTaHHH CBOOIIEHHMA M CEPHO3HH HEXKENAHH PEaKUHH OT BCHYKH KNTHHHYHH MPOYYBAHHA €
nasonaHuob).

* HexxenaHu peakliMi, CBBP3aHM C IEYEHUETO, CHOOLIABAHM CAMO N0 BpeMe Ha MMOCTMAPKETHHIOBHA
nepuol. OT HANHYHHTE NAHHH He MOXe Ja Obae HanmpaBeHa OLCHKA HA YE€CTOTATA.

KOMOHHHpAHH Ca CISAHUTE TEPMHHH:

* KopemHa GoJika, kopeMHa 00Jka B nopHaTa 4acT Ha KOpema M raCTPOMHTECTHHAJHA Oonka

b Egem, neprdepen eeM H eIeM Ha KnenaynTe

° [To-rossMa 4acT OT TE3H CJiyyaH ca OWNH CHHIPOM Ha NaJIMapHO-NNAHTapHa CEPHTPOIAH3ECTEINS

4 Benoinu TpoMOGoeMBonuuHH CHLOMTHA — BKIIOYBA TEPMHHUTE BEHO3HA TpoMbo3a, 6enonpoben
eMbonu3bM K TpoMOO3a

¢ [To-ronsMara 4acTt OT TE3H CIY4aH ONMHUCBAT MYKO3HKT

FYectoTarta ce ocHOBaBa Ha Tabnuuu ¢ naboparopHH crToiiHocTH oT VEG110727 (N=240). Te ca
NOKIAZIBAHH KATO HEXENIAHH PeaKUUH OT W3CNed0BATENHTE NMO-PAIKO ¢ CpaBHEHHE C YCTAHOBEHOTO B
Tabnuuure ¢ nabopaTopHHU CTORHOCTH,

8 CnOuTHA Ha ChpleYHa NHCHYHKLUHA — BKIIOYBAT JIEBOKaMEPHa AMCYHKLMA, CHPACYHA HEAOCTATHYHOCT M
PECTPHUKTHBHA KapAWOMHOMNATHA

h YecToTaTa cC& OCHOBABa Ha HeXeNaHHTE peakLMH, JOKNaaBaHH oT u3cneaosartennte. Jlabopatopuu
OTKJIOHEHMA Ca AOKJIAABAHU KATO HEXENAHN PEaKlMH NMo-pAAKO OT H3C/E€A0BATCANTE B CPABHEHME C
_YCTAaHOBEHOTO B Tabiuumre ¢ 1abopaTopHH CTOHHOCTH.

Heytponenusa, tpoMOOLUMTONEHHS W CHHAPOM Ha TNAJIMEPHO-TUIAHTapHA €PHTPOAM3ECTE3HA Ca
HaOonaBaHW MO-YECTO MPH NaLHEHTH OT H3TOYHOA3HATCKH NPOH3XO/L.

[TeguaTpuyHa nomynats
[MpodunsT Ha 6€30TIACHOCT NPH NMEeAHaTPUYHH NTAUMEHTH € NOI00EH HA TO3H, ONKCAaH 32 Na3onaHud

NpH BL3PACTHH 338 0A00peHHTE MHONMKALMH Bb3 OCHOBA Ha AaHHHTE OT 44 neHaTpUYHH NallKeHTH B
npoyusane ¢azal ADVLO0815, u 57 neamaTpryHy naumeHTH B npoyusane ¢asa I1 PZP034X2203 (px.
Touka 5.1). -

CroblilaBaHe Ha NOAO3MPAHH HEXKENAHN PeaKiliH

Cpob1apaHeTo Ha NMORO3UPAHH HEXXENIaHH peakLMH clie]] pa3pellaBaHe 3a ynorpeda Ha nexapcTBeHHs
NPOAYKT € BaXHO. TOBa No3BoNsBa Aa NPOARDKHA HAOIIOAECHHETO HAa CHOTHOLIEHHETO MO13a/PUCK 32
JieKapcTBeRHs NMpoaykT. OT MEAHLMHCKUTE CTIELIMATHCTH CE€ H3IHCKBA Aa ChoOIAaBaT BCAKA
NMOQO3NpaHa HEXeNaHa peakuua ype3 ManwnHuTenHa arenums no aekapersara yi. ,Jlamau ['pyes”

Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcalt: www . bda.bg.

4.9 Ilpeaosupane

[Tazonanu6 B no3u o 2 000 mg e olieHeH B KIIMHUWYHU NpoyuBaHusa. YMopa CreneH 3 (
TOKCMUYHOCT) 4 xuriepToHHa CreneH 3 ca HabmonasaHu npyu | oT 3 NaUMEHTH, KOHTO €
n03u, cboTBeTHO 2 000 mg v 1 000 mg nHeBHO.

Hsama cnetidrueH aHTHAOT NpH NpeAo3HPaHE C Ma30NaHud U NCYECHHUETO Ha Npeao3H
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14 ce CBCTOM OT OOLUM NOAIBPHKALLH MEPKH.

5., ®APMAKOJIOrMYHH CBOUCTBA

5.1 PapMAKOAHHAMHYHH CBOHCTBA

dapmaxkoTepaneBTH4HA rpyna: AHTHHEONNACTHYHH CPEACTBA, NPOTEHHKHHA3HH HHXHOUTOPH, ApYrH
nporevHkHHa3HKu HHXuOuTOopH, ATC koa: LO1EXO03

MexaHH3BEM Ha JEHCTBHE
[Tazonanu® e nepopaneH, MOILEH, MyITHTApreTeH Tupo3uHkHHa3eH HHXHOMTOP (TK1) Ha peuentopu-

1, -2 u -3 Ha cBOOBHMA eHaoTeNneH pacTtexeH ¢akrop (Vascular Endothelial Growth Factor, VEGFR),
TpoMbounTHUTE pacTexxHu dakropu (Platelet-Derived Growth Factor Receptor, PDGFR) -0 n —f3, n
peuenTopa Ha dakTopa Ha crBosioBHTe KieTkH (c-KIT), cee croiinoctu Ha ICso, chotBeTHO 10, 30, 47,
71, 84 u 74 nM. B npeaAKNHHHYHK €KCTIEPUMEHTH, NazonaHud € HHXHOKpan nNo 10303aBHCHM HA4YHH
Avrana-HHaOyuupaHoro astogocopunupane Ha VEGFR-2, ¢-Kit 1 PDGFR-P peuentopure B
knerxure. In vivo nazonanub uuxubupa VEGF-ungyuupanoro VEGFR-2 ¢ocopunupane B 6enu
Apo0OBe Ha MULIKK, aHTHOTEHEe3aTa NPU Pa3IHYHH XKHBOTHHCKH MOJIE/H, KAKTO H pacTeka Ha
MHOXKECTBO YOBEILIKH TYMOPHH KCEHOTPAHCILTAHTATH NPH MUUIKH.

dapmMaxQreHoOMHKa
B1e (hapMakoreHETHUEH MeTa-aHaau3 Ha JaHHH OT 3| KIHHHMYHH NpoyUYBaHHA Ha nazonaHud,

NpUIoXKeH WIH KaTO MOHOTEpanus WiK B KOMOMHalLMA ¢ APYTH CpeAcTBa, nosyuiasane Ha AJIAT >5 x
I'TH (NCI CTC Crenen 3) sb3Hukea npH 19% ot Hocurenure Ha HLA-B*¥57:01 n npn 10% ot He-
wocHTenuTe. B Taszu 6a3a nanun 133/2 235 (6% ) ot naunenTHTE ¢a HocuTenH Ha anen HLA-B*57:01
(BXK. TOUKa 4.4).

KNMHWYHHK NPOYYBAHHUA

Bvbpeunoxnremvuen xapyunom (bKK)
BesonacHocTTa # edukacHocTTa Ha nazonanu® npu BKK ca ouenenu B paHaOMH3NPaHO,

IBOMHOCIANO, TW1aLeb0 KOHTPONHPaHO, MHOTOUEHTPOBO npoyusaHe. [launentu (N=433) ¢ nokanHo
HanpeaHan Wunm Meractatiued BKK ca pangomusupanu na nonyuasat nasonadud 800 mg seaHbk
AHEBHO WM wnanebo. OCHOBHATA LiEN Ha MPOYYBaHeTo € OMna na ce OLUEHAT U CPpaBHAT ABETE rpyny
Ha JieyeHHe 3a npexussiemoct 6e3 nporpecus (I1BI1), a ocHoBHaTa BTOpHYHA KpaiiHa TO4Ka € obiara
npexxusseMocT (Overall Survival, OS). [pyrure uenn ca 6unH 1a ce OUEHAT HUBOTO Ha o0inarta
CTENEH Ha NOBJIHABAHE K NMPOABIKUTENNHOCTTA HA NMOBIUABAHETO.

Ot o0wo 435 nauyeHTy B TOBA Npoy4BaHe, 233 nauueHTH ca 6uny 6e3 npeAulecTBalio JIEYEHHE, a
202 nauueHTH ca 6WNK Ha BTOpa JIMHMA, KaTO ca NOJYYHJIM €AHO NpeLlecTBalllo JeyeHue Ha Oa3ara
Ha IL-2 unu INF-a. @yskunonandoro csctosHue (ECOG) e Ounio cxoaHo Mexay rpynure Ha
nasonanu® ¥ mwaueGo (ECOG 0: 42% cnpamo 41%, ECOG 1: 58% cnpsamo 59%). Ilo-ronsamara uvacT
OT NAalHEHTHTE ¢a UMaAIH WIH OnaronpuaTHH (39%), win cpeasn (54%) NporHoCcTHHHHU (pakTOPH MO
MSKCC (Memorial Sloan Kettering Cancer Centre)/Motzer. Bcuuku naueHTH ca OHIM cbe
CBETNOKIETBUYEH XHCTONOMHYMEH THIT WIH NPEAUMHO CBETJIOK/IEThYEH XHCTONOHYEH THIT.
[MpubnuzuTenHO NONOBHHATA OT BCHYKH NalMEHTH ca OWIH C 3 WM MOBEYE 3aCErHATH OT
3a00/1BAHETO OpPraHa ¥ NpU NoBeYeTo NaUHEeHTH € uMaio MetacTasu B Oenute apobose (74%) n/unn
num@pHUTE BB3IHM (54%) Ha U3XOAHO HHUBO.

CxofeH NPOLEHT OT NalUEeHTHTE BB BCAKA rpyna ca 0wy 6e3 npeawecTsallo JeHEHHE H ¢
NpeALIeCTBALLO JieyeHHe ¢ UHTOKHHH (53% u 47% B rpynara Ha naszonaHub0, 54% v 46% B
nnaueSo). B rpynara ¢ npealuecTsalio ie4eHHe ¢ UWWTOKHHH, MOBEYETO NALMEHTH (75%)

Tepanus Ha Da3ara Ha MHTEpP(EPOH.
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CXO0/ieH NMPOLIEHT OT MallMEHTUTE BbB BCAKA rpyna ca OWiM ¢ npeauiecTBalla HepekToMus
(cboTBeTHO 89% M 88% B rpynara Ha nazonaHu0 M B rpynara Ha njauedo) W/uiau npeauecTBailo
npuenedyeHue (cboTBeTHO 22% u 15% B rpynara Ha nazonaHuO U B rpynara Ha ruanedo).

[TbpBHYHHMAT aHANK3 HA MbpBUUYHaATa KpaiiHa Touka [1bI1 ce ocHoBaBa Ha olieHKa Ha 3a00/19BaHETO
ype3 He3aBMCHM TIperJie/l Ha peHTreHorpa)MMTe Ha LiaaTa nomnyjanus Ha npoyysasero (0e3
MpealecTBallo JIeYeHHe U ¢ NpeaLecTBalllo JIeYeHHe C IMTOKHHH ).

Tab6anna 4 O6mu pesyararu 3a epukacuoct npu BKK no nesapucuma ouenka (VEG1035192)

Kpaiian IMazonanunb Il.1anebo HR (95% CI) P croiinoct
Touku/Ilonyranus HA | (eano-
NPOYYBAHETO CTPAHHO)
I1BI1
O6wa* ITT N =290 N = 145

MenauaHa (MecelLH) 9,2 4,2 0,46 (0,34, 0,62) <0,0000001
CreneH HA NOBJ/IHSIBAHE N =290 N =145

% (95% CI) 30 (25,1,35,6) | 3(0,5,6,4) - <(0,001
HR = Koeduuunent Ha puck; ITT = “Intent to treat”; [1BI1 = Ilpexussemoct 0e3 nporpecus. *-Ilonynauun
0e3 npelecTBalllo JeueHHe H C NpeIIecTBallO JIeYeHHE C IHTOKHHH

®urypal Kpusa na Kaplan-Meier 3a npexxuBsieMocT 0e3 mporpecHs crnopea He3aBHCHMA
OlleHKa 3a o0mara nonyjanus (monmyJjanuu 0e3 npeamecTBamo Je4YeHHe H C
npeamecTBamo Jevyenne ¢ uuToknun) (VEG105192)

l o | 1 1 1

1.0 4
0 —+— Pazopanib (N = 290)
Median 9.2 months
& 08 -
g —+—— Placebo (N = 145)
- Median 4.2 months
g 0t - Hazard Ratio = 0.46
? 95% C1 (0.34, 0.62)
g P<0.0000001
= 04 - :
= T
 —
- B—s |
-t
0.0 h
0 5 10 19 2

Months
X oc: Meceun, y oc; [1pouenTt 6e3 nporpecus, [1azonanud (N = 290) Menmnana 9,2 meceua; I[lnauedo ----
(N = 145) Menuana 4,2 meceua; KoedpuumneHnr Ha puck = 0,46: 95% CI (0,34: 0,62), P<0,0000001
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@urypa 2 KpuBa na Kaplan-Meier 3a npexussiemoct 0e3 mporpecHsi cnopea He3aBHCHMA
OLIEHKA 32 mony.JianusaTa 0e3 npeamecrsamo jgevenne (VEG105192)

L i o L AL

1.0 4 4+ Pazopanib (N = 155)
Medsan 11.1 months
g 08- oot Placebo (N = 78) |
';.:*- Medsan 2.8 months
0.6 - 1...._-‘ T Hazard Ratlo = 040
g - 95% C1(0.27, 0.60)
£ |+ T P<0.0000001
04 - e o 1 i
g 4 """" : T ceenl J‘ -+
£ 02-  S— -
i ST I—
0.0- : v
0 9 10 15 20
Months
x oc; Meceuu, y oc; [Tpouent 6e3 nporpecus, [1azonanud (N=155) Menauana 11,1 meceua; I1nauedo ----

(N=78) Meauana 2,8 mecena; Koepuunent Ha puck =0,40; 95% CI (0,27; 0,60), P<0,0000001

®urypa3 Kpua na Kaplan-Meier 3a npexussiemocT 0e3 mporpecHsi cnopej He3aBHCHMA
OIICHKA 32 NONYJIAIHATA ¢ npeamecTsamo Jevenne ¢ HHTOKHHH (VEG105192)

1 i 1 | |

1.0 | :
+— Pazopanib (N = 135)
Median 7.4 months
& 0.8- -
I -t Placebo (N = 67)
' Median 4 2 months
% 0.6 o Hazard Ratio = 0.54
= 95% Cl (0.35, 0.84)
e P<0.001
= 04- + = '
g | 9 A o
R o iy W
£ ;| -
004 _ .
0 5 10 15 20
Months
X oc; Meceu, y oc; [Ipouent 6e3 nporpecus, [lazonanud (N=135) Meaunana 7,4 meceua; [1nauedo ----

(N=67) Menuana 4,2 meceua; KoepuumneHnt Ha puck = 0,54; 95% CI (0,35: 0,84), P<0,001

[Ip1 nauMeHTHTE, KOMTO Cca Ce MOBJIUAJIH OT JICYEHHETO, ME/IHaHaTa Ha BPEMETO J10 MOBJ/IHsABAHE €
Oouna 11.9 cenMuuM, a MeiMaHaTa Ha NPOABL/DKUTEIHOCTTA Ha NOBAUsABaHe € Ouia 58,7 ceamMuum
crnopen He3aBucuMaTta oueHka (VEG105192).

JlanHuTe 3a MeaMaHaTa Ha obuiaTa npexupsiemMocT (OS) B KpaHHHS aHAJIW3 HA MPEXKHUBAEMOCTTA,
ornpejiesieH B NpoTokona, ca 6uwiu 22,9 meceua u 20,5 meceua [HR=0,91 (95% CI: 0,71; 1,16:

p=0,224)] 3a nauMeHTUTEe, PAaHIOMH3UPAHH CHLOTBETHO B PAMOTO € Na30naHud U pamoTo ¢ rnauedo.
Bb3MOXKHH ca OTKJIOHEHMS B pe3yJiTaTuTe 3a oOuiara npexussemMoct (OS), Tei kaTo 54% ot
MalMEHTUTE B PpaMOTO ¢ muiauedo ca npuemasiy Chbllo U na3onaHud B MpoAb/KEHHETO HA TOBA
poyuBaHe cjie/l nporpecus Ha 3abonsBanero. Lllectaecer U miecT npoueHTa OT NaLHEHTHTE,

npuemainu niauebo, ca noayyvyuIy JeyeHue ciiel npoy4uBaHeTo B cpaBHeHHe ¢ 30% OT nmauueHTHTe,
pyeMasii rnazonaHuo. T ———

He ca HabGii0naBaHH CTATUCTHYECKH 3HAYMMH PA3IMKH MEXK/1y FPYNUTE Ha JIEYEHHUE 110

rnobanHoTo KayecTBO Ha )HBOT (Global Quality of Life), oueneno no EORTC QLQ- /Ee}-‘! % -% \
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B npoyusane ¢aza [l npu 225 nauMeHTH ¢ JOKATHO peUUAHBHpAN WIH METACTATHYCH CBETIOKIIETLYEH
61LOpeyHOKIETHYEH KapLIMHOM, OOeKTHBHATa CTeNeH Ha nopiussaHe € Ouna 35%, a MeaHaHara Ha
NPOAB/LKUTEAHOCT HA NOBIMABaHETO € Ouna 68 ceIMHLIM cnope/ He3aBUCHMATa OLeHKAa. MeauaHara
Ha [1BI1 ¢ 6una 11,9 meceuna.

BesonacHocTTa, €()MKACHOCTTA M KAYECTBOTO HA AKUBOT MpH Na30NaHHO CnpsMO CYHHTHHHO, ca
OLIEHEHY B €JHO PaHIOMH3HPAHO, OTKPHTO, napajienHorpynoso dasa [l neundepuopHo npoyusare
(VEG108844).

B npoyusanero VEG 108844, naunentn (N=1 110) ¢ nokanno Hanpeanan uw/unu metacratuueH bKK,
KOWTO MpeRx TOBA He ca OWIH Ha CUCTEMHA Teparis, Ca PaHA0MU3HPaHH Ja NPHEMAT WIH Nna3onaHud
800 mg BeaAHDXK AHEBHO O€3 npekbCBaHe, WK CyHHTHHMO 50 mg BeAHBK AHEBHO B 6-CEAMHYHH
UHMKIIH ¢ 4 ceIMHUK Ha JieueHHe, NOCIEeABAHH OT 2 ceaAMMLM Oe3 ledeHHe.

OCHOBHATa LI/ HA TOBa MPOYYBAHE € 1 C€ OUCHU U CpaBHH npexusieMoctTa 6e3 nporpecus (11BI1)
MPH NAaUMEHTHTE Ha NleyeHHe ¢ Na3onaHibd B CpaBHEHHE C MAUMEHTHTE Ha JleUeHUe ChC CYHHTHHHO.
IlemorpadCcKkuTe XapakTepUCTHKH ca OMAM CXOAHH MEXY paMEHaTa Ha JIieueHHE. XapaKTepHCTHKHTE
Ha 3a00/19BaHETO NPH MBPBOHAYANIHATA AMArHO3a U NPH CKpHHHUHIA ca GanaHCcHpaHH MeXAy paMeHaTa
Ha JIeYeHHE, KATO MOBEYeTO NMalMeHTH ca O1M ¢be 3ab0sisBaHe OT CBETVIOKIETBYEH XHCTOIOMHYEH

THN U cTeneH IV.

VEG108844 noctura mppsuyuHaTa cH kpaiiHa Touka [1BI1 u nokassa, ye nasonaHud e ¢ He No-MaJka
e(PHKACHOCT OT CYHHTHHHO, Thil kaTo ropHaTta rpaHuua Ha 95% Cl 3a koeduLMeHTa Ha PUCK € Mo-
HHCKa OT omnpeeieHaTa B MPOTOKONa AOIMYCTHMAa rpaHHLa 3a HeMHgepuopHocT ot 1,25. Obmmure
pe3yaTaTH 3a epukacHocT ca 0606uieHH B TabnKua 5.

Tabauua § O6mu pe3yaraTH 3a ePUKACHOCT (VEG103844)

Mazonanub CyHRTHHRO HR

Kpaiina Touka N = 557 N =553 (95% CI)
IIbI1
Ob6u10

MeanaHa (MeceL) 8.4 9,5 1.047

(95% CI) (8,3, 10,9) (8,3,11,0) (0,898, 1,220)
O0ma npexxuBaEeMOCT |

Meanana (Mecenn) 28,3 29,1 0,9152

_ (95% CI) (26,0, 35,5) (25,4, 33,1) (0,786, 1,065)

HR = Koeduument #a puck; I1BI1 = Ilpexusaemoct 0e3 mporpecus, a P crofiHocT = 0,245 (2-cTpanHo)
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®urypa 4 KpuBa na Kaplan-Meier 3a npexuBsieMocT 0e3 mporpecusi crnopei He3aBHCHMA
ouenka 3a oomara nonyaanus (VEG108844)

1.0 1 o O e paznpﬂmb =557
"= sunitinib (N=553
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0 4 8 12 16 20 24 28 32 36 40
Time since Randomisation (months)

Ananns na noarpynure Ha I1BI1 e nanpaBen 3a 20 nemorpacky M NporHocTH4HM (akropa. 95%
JIOBEPUTEJIHA HHTEPBAJIH 3@ BCUYKH MOArPYIH BKIIOYBAT KOE(PHLIMEHT Ha puck |. B TpuTe Hal-Manku
oT Te3u 20 moaArpynM, TOYKOBAaTa OLEHKAa Ha KoepHLMEHTa Ha PUCK € HaaBuwwia 1,25; T.e. npw
yyacTHHIM Oe3 npeawectraiia Hedppekromus (n=186, HR=1,403: 95% CI (0,955; 2,061)), u3zxoauu
croiitnoctd Ha LDH>1.5 x I'TH (n=68, HR=1,72; 95% CI (0,943 3.139)), 1 MSKCC: HUCBK pHCK
(n=119, HR=1,472; 95% CI (0,937; 2,313)).

Capkom na mexume mvkanu (CMT)

EdukacHoctra M 6e3onacHoctTa Ha nozonaHud npu CMT ca ouenenun B ocHoBHO (asa 11
PaHI0MH3HPAHO, ABOMHO-CIIANO, M1aLe00-KOHTPOJUPaHO MHOroLeHTpoBo npoyyBare (VEGI10727).
O6110 369 naumvenTy ¢ HanpeaHan CMT ca Ounu panaoMu3upanu aa nonay4dasar nazonaHuo 800 mg
BeIHBIK JIHEBHO WJIM TU1ale60. BaxkHo e, ye camo nauMeHTH ¢ onpeaesieHH XHCTOJOrHYHH MOJABH/10BE
nHa CMT ca nqomycHaTH /1a y4acTBaT B M3MUTBAHETO, M CJ1€10BATEIHO €(PUKACHOCTTAa M D€30MacHOCTTa
Ha na3onaHub Morar Ja ce CUMTAT 3a YCTAHOBEHH ¢aMo 1pH Te3u noaArpynu Ha CM'T u neueHueTo ¢
naszonanub Tpadsa na ce orpannum a0 takuea CMT noasuiose.

CneaHuTEe BHA0BE TYMOPH ca OMJIM NMOAXOASILH:
dubdpobdaacTau (GuOpocapkom Mnpu Bb3PACTHH, MUKCOPHOPOCAPKOM, CKIIEPO3HPaALLL EMTHUTE/IOM/1EH
dubpocapkom, 310Ka4eCTBEHH COTUTapHU PUOPO3HH TYMOPH), T. Hap. PHOPOXHCTHOLIMTHH
(rnieomopden 3nokauecTBeH pubposeH xuctnouuTom [3MX], ruranrokiiersueH 3D X, Bb3naanuTe/IeH
3D X), 1eHOMHOCAPKOM, 3/I0KAYE€CTBEHH INIOMYCHH TYMOPH, Ha CKEJIETHUTE MYCKYJIH (I1€OMOP(EH H
asiBeosiapeH pab10MHOCApPKOM), BACKYJIapHH (EMHTEIOH/IEH XEMAaHIHOEH/I0TEJIHOM, AHTHOCAPKOM),
HeaudepeHIMpaHu (CHHOBHAJIEH, ETTUTENION/IEH, AJIBEOJIaPEH MEKOTbKAHEH CAPKOM, CBETJIOK/IETbYEH,
1€3MOILJIACTHYEH IPeOHOKPBIVIOKIEThYEH, EKCTPapeHalleH pad1oHIeH TyMOp, 3J10Ka4eCTBEH
ME3EHXHUMOM, MEePUBACKYJIAPHH €MUTEIOMIHOKJIETbYHH TYMOPH, CAPKOM Ha HHTHMaTa),
3JI0KAYECTBEHH TYMOPH Ha 0OBUBKHTE Ha nepudepHuTe HepBU, HEAU(DEPEHUMPAHH CADKOMM HA- -
MEKHTE ThKaHH, KOMUTO He ca onpenaeneHu no Apyr HauuH (NOS) u 1pyru Bu10Be capk
ca M30pOeHH KaTo HEerMoAXOAALILH).

CrieiHUTE BUJIOBE TYMOPH He ca OUJIH NOAXOASLIM:
AJIMNOLIMTEH CapKOM (BCHYKH MOJBHUI0BE), BCHYKH padIOMHOCAPKOMH, KOUTO HE C
n1eoMOp(hHHU, XOHAPOCAPKOM, OCTEOCAPKOM, TYMOPH Ha EWINng/MIpUMHTHBHH HEBPO
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TymopH (ITHET), ractpo-untecTuHaneH crpoManed tymop (F'MCT), nepmaropnbpocapkoma
npoTyGepanc, Br3nanurencH MuodudbpobracTeH CapkoM, 3JI0KAYECTBEH ME30TENTHOM H CMECEHH
Me30aepMalHH TYMOPH Ha MaTkara.

Tpa®sa na ce oTOeNIeKH, Y€ NALMEHTHTE ¢ AAMIMOLUMTEH CAPKOM Ca OM/IM H3KIIIOUEHH OT OCHOBHOTO
daza 111 npoyusane, Tbi kaTo B npeasapuTenHoTo Pasa Il npoyusane (VEG20002), akruBHOCTT2
(TIBI1 Ha ceamuua 12), HabmoaasaHa ¢ nazonaHud NpH aAUMOLMTEH CAPKOM, HE € NJOCTHIHaNa
HEOOXOIMMATA CTENEH, KOATO Ja NO3BOIHU NO-HATATHUIHO KIMHHYHO H3CIIEABAHE.

Jpyr Kmo4oB BKNO4BALI KpHTepuii Ha npoyusaHeTo VEG110727 e 6uit: XuCTONOTHYHH JaHHH 32
BMCOKA WM cpefiHa cTeneH mokavyecTBeH CMT 1 nporpecHsa Ha 3a00naBaHeTo B paMKHTE Ha 6
Mecela OT JICYUECHHE 3a MeTacTaTHyHO 3abonsaBaHe, WIH peuHauB B paMKUTe Ha 12 Mecena ot (Heo)-
/aI0BAHTHA TEpanus.

[Tpenn aa ce BKIAOYAT B MPOYYBAHETO ACBETACCET H OCEM NpoLeHTa (98%) OT yyacTHHUMTE ca
npHeMaH RoKcopyOouunH, 70% ca npuemand npochamun H 65% OT y4aCTHHLHTE ca NPHEMANIH MOHE
TPH WIH NOBEUYE XHMHOTEPaneBTUYHH MPOAYKTA.

[MauneHTHTE ca 61nn crpaTuduLMpann no daxkTopuTe Ha PyHKuMonanHus cratyc no C30 (WHO PS)
(0 unu 1) Ha U3XOAHO HHBO K OPOs HA NUHHHTE HA MpPeAIECTBALLO CHCTEMHO JICUCHHE HA HANPEAHAJIO
3a6onaBane (0 unn 1 cnpamo 2+). BeB BcaKa OT rpynyTe Ha NeYEHHE € MMalO MAIKO MO-BHCOK
NPOLIEHT HA YYACTHHLMTE C 2+ JIMHHM Ha NPEALIECTBALLO CHCTEMHO JIeYeHHe Ha HaNpeAHANO
3abonapane (cvoTBeTHO 58% U 55% 33 PAMOTO HA JICYEHKE C I1aLe00 H paMOTO Ha JIEUCHHE C
nasonaiub) B cpaHeHne ¢ 0 UM | TMHEM Ha NPEeALIECTBALLO CHCTEMHO JieyeHHe (ChoTBETHO 42% M
45% 3a paMOTO Ha NedeHHe ¢ Nnalebo U paMoTo Ha NeyeHue ¢ nasonaunb). Meananarta Ha
NPOABJDKHTENHOCT Ha NMPOCHEAABAHE HA YY4aCTHHIMTE (ONpeaeaeHa OT JaTaTa Ha paHAOMH3aLus 10
naTaTa Ha MocjeAeH KOHTAKT WM cMBPT) € O1na nogobHa 3a ABeTe paMeHa Ha nedeHHe (9,36 Mecenia
3a anebo [B ananasou ot 0,69 no 23,0 meceua] u 10,04 meceua 3a nazonaxud {B quanason 0,2 no
24,3 mecenal.)

OcHOBHATA LieN Ha NMpoy4BaHeTo € Ouna npexusseMocTra 6e3 nporpecus (I1bI1), ouenena upes

HE3aBUCHM PAMONOTHYEH Mperae; BTOPUYHHTE KpailHH TOYKH ¢a BKIIOUYBAIH 0011 MPEKHBIEMOCT
(OS), ofwma cTenen Ha NOBJIHABAHE H NPOABDKHTEIHOCT Ha MOBNIUABAHE.

Tabauua 6 O6mu pesyararu 3a epuxacuoct npu CMT no nesasncuma onenka (VEG110727)

Kpainu Touxku/ Ta3zonanub ILhanebo HR (95% CI) | P cTrolinocT
Monyaanun Ha (aBy-
NPOY4BaHETO CTPaHHO)
MbIl
Obwa ITT . N =246 N=123
Meauana (ceAMHLIN) 20,0 7,0 0,35 (0,26, 0,48) <0,001
JlefioMHOCApKOM N=109 N =49
Menunana (ceMHLIM) 20,1 8,1 0,37 (0,23, 0,60) <(,001
[Toarpynu Ha CHHOBHAJICH N =25 N=13
capkoM |
MenuaHna (ceaMHIH) 17,9 4,1 0,43 (0,19, 0,98) 0,005
[Tloarpynu Ha ,,apyru CMT” N=112 N =61
Mennana (ceaMuLun) 20,1 4,3 0,39 (0,25, 0,60)
OS
Obma ITT N =246 N=123
MenauaHa (MeceLH) 12,6 10,7 0,87 (0,67, 1,1
26
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Jle#iomuocapkom™ N=109 N =49

MenuaHa (MeceulM) 16,7 14,1 0,84 (0,56, 1,26) 0,363
[Toarpynu Ha CHHOBHAJIEH N =235 N=13
capkoM™

MeauaHa (MeceLm) 8.7 - 21,6 1,62 (0,79, 3,33) 0,115
[Toarpynu Ha ,,1pyru N=112 N =61
CMT”* 10.3 9,5 0,84 (0,59, 1,21) .32

Me1uaHa (MecelL)

CreneH HA MOBJIHABAHE
(CR+PR)
% (95% CI) 4 (2,3, 7,9) 0 (0,0, 3,0)
[ TpOoABIIKHUTETHOCT Ha
MOBJIMSIBAHE
Meauana (ceamuum) (95% | 38,9 (16,7, 40,0)
CD

HR = Koeduument Ha puck; ITT = ,Intent to treat™; TIBI1 = Ipexxussemoct 6e3 nporpecus; CR = [1biHO
nosnuasaHe; PR = HacTuuno noausasaHe; OS = OO011a npexuBsiemMocT
* O6uara nNpexuBAEMOCT 3a CbOTBETHUTE XUCTONOrHYHH noarpynu Ha CMT (nelioMmHocapkoM, CHHOBHAJIEH

capkoM H “apyru ” CMT) TpsaGBa na ce uHTepnpeTHpa ¢ NOBHILEHO BHUMaHKe Nopaan Majikus Opoii Ha
JIMLIATA W LUHPOKHTE JIOBEPHUTEIHH HHTEPBAJIH.

[Tono6Ho nonobpenue B [1BI1, Bb3 OCHOBa Ha OLIEHKa Ha W3ciie/loBaTeld, € Hab/1101aBaHO B paMOTO Ha
nazonaHuO B cpaBHeHHe ¢ paMoTo Ha rauebo (B obwara I'TT nonynaums HR: 0,39: 95% CI, 0,30 no
0,52, p<0,001).

®urypa 5 Kpusa na Kaplan-Meier 3a npexussiemoct 6e3 nporpecusi npu CMT cnopen
He3aBHCHMA OleHKa 3a oomaTa nonyaanus (VEG110727)

Pazopanib -
g b
S g o TR 1 i - —
0.0 - Seremmazdazey i 1 L
1 | | 1 | I
0 20 40 60 80 100
~ Time since Randomisabon (Weeks)
Subjects Al Risk
Pazopanib 246 88 25 S 1

Placebo 123 8 1
Note- 95% confidence interval bands are shown for each treatment

He e naGmonaBaHa 3HauuTeNlHa pa3idka B OS MexX/1y ABeTe paMeHa Ha JIeYeHHe MPH K
na OS, HanpaseH ciea kato 76% (280/369) ot cvbutusTa ca ce cayuuaun (HR 0,87: 9
p=0,256).
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[leauaTpnyHa NOMyaanH
[MpoyusaHe daza | (ADVL0815) Ha nazonanub e npoeeaeHo nNpy 44 NeAUaTPHYHH NAUMEHTH ¢

pa3/IMYHH peUHOHBUpAILX HITH pedpakTepHH CONUAHK TyMopH. OCHOBHATA LieN € ia Ce IPOoYYH
MaKcuManHarta rnnoHocuMa no3a {MI1J]), npodgrrer Ha Oe30NacHOCT H PApPMAKOKHHETHYHHUTE CBOKCTBA
Ha ria3onanub npy aeua. MeaHanaTa Ha NPOABDKUTENHOCTTA HA €KCIIO3HLIMA B TOBA NpOyYBaHE € 3

mecena (1-23 mecenia).

[MpoyuBane ¢aza 11 (PZP034X2203) Ha nazonaHKd € npoBeaeHo NPpH 57 NeAHATPHUHH MALMCHTH C
pedpakTepHH COJTMOHM TYMOPH, BKIIOUHTENHO pabaomuocapkom (N=12), He-pabaoMHocapkoMeH
mexkoTekaHeH capkoM (N=11), capkom Ha Ewing/ITTHET (N=10), ocreocapkom (N=10), HespobracTom
(N=8) 1 xenarobnacrom (N=6). [IpoyusaHeTO € POBEACHO KaTO MOHOTEpANHA, HEKOHTPOJIHPAHO,
OTKPHTO MPOYHBAHE 3a ONpeeNsHE Ha TEPANEeBTHYHOTO JCHCTBHE Ha Na3onaHuo npH Jela u IHOIUHK
Ha Bb3pacT | 0 < 18 rogunu. [Nazonanub ¢ npunaran exeaHeBHo nojt ¢popmara Ha TabneTkH B 2032
450 mg/m?/n03a WK KaTo NepopanHa cycreHsns 225 mg/m?/no3a. MakcHManHo gomycTHMara JHEBHA
no3a 3a tTabnetku e 800 mg u 400 mg 3a nepopanna cycneHsus. MeavaHarTa Ha IPOABDKHTEIHOCTTA
Ha excno3unug € 1,8 mecena (1 aeH-29 meceua).

PesynTaTiTe OT TOBA MPOYUYBAHE HE fIOKA3BaT 3HAYHMMO AHTHTYMOPHO NCHCTBHE MPH ChOTBETHATA
neAHaTpHYHa nonynanua. 3aTopa Na3onaHud He ce NpenopbYBa 3a JICYEHHETO Ha T€3H TYMOPH MPH
neAMaTpHuYHa nonynanms (BxkK. Touka 4.2 3a uHGOpMaLIMA OTHOCHO ynorpeda B NeAWaTpUATa).

EBponeiickaTta areHIMd 110 JIEKAPCTBATa OCBODOXKAABA OT 3a1LJDKEHHETO 32 NPEACCTaBAHEe Ha
pe3yJITaTHTE OT IPOYUBAHUATA ¢ pedePEeHTHHS JIEKApCTBEH NPOLYKT, ChAbpKALI 1a30NMaHHG BB
BCHUKH NOArPyNH Ha NeAHATPHYHATA NOMyNaUMs NMPH JIEYEHHE Ha KapIMHOM Ha ObOpeka u
OLOpevHOTO Nerenye (¢ N3KIoUeHue Ha HegpodnacToM, HeppoOIACTOMATO3a, CBETJIOKIIEThUECH
capkoMm, Me3obnacteH Hedpom, 6pOpeueH MenynapeH KapurHOM ¥ pabaonaeH TyMop Ha ObOpeka)
(B2k. Touka 4.2 3a UH(MOpPMAaLIAA OTHOCHO YNoTpeba B neauaTpHsTa).

5.2 PapMAKOKHHETHYHH CBOHCTBA

Abcopbuus
[Ipu nepopanHoO NPUNOKEHHE Ha eAHOKpaTHa fo3a nasonaHub 800 mg Ha NauMeHTH CbC CONUAHM

TYMOPH, MaKCMMaJTHaTa Ila3MeHa KOHUEHTpauHs (Cmax) npubausurenno 19 + 13 pg/ml e 6una
NOCTHIrHATA cel MeavaHa 3,5 uaca (rpauuum 1,0-11,9 vaca) u € nocturnara AUCoe-« npuOIM3uTeEnHO
650 + 500 pg.h/ml. ExxeqHeBen npueM Ha no3ata Boau 10 nosuinasase Ha AUCo.tc¢ 1,23 no 4 neTH.

He e nabmonasaHo crorBeTcTBallO nosvinaaHe Ha AUC uny Cmax Npy nazonanHud ¢ 1034 Hax
800 mg.

CucTeMHaTa eKCNO3ULMA Ha Na3onaHub cec NoBHIIABA NPU NMpHIokKeHHe ¢ Xpana. [IpunoxenueTo Ha
Na3onaHHO ¢ XpaHH ¢ BUICOKO WK C HUCKO ChABbPXaHHE Ha Ma3HUHHM BOAH AO NPUOIHINTENHO 2-
xpatHo nopuiaBade Ha AUC u Cmax. [Topagu ToBa, nasonannt tpsabpa na ce npwiara Haii-Maiko Jsa
yaca cjed WM Hal-MaJiko €AHH 4ac Npean XpaHeHe (BxK. Touka 4.2).

[Ipunoxenuero Ha nazonannbd 400 mg HatpoweHa Tabaerka e nopuwnno AUCw-72)¢ 46% 1 Cmax
NPHOJUIUTENHO 2 MbTH 4 € HAMATIWIO tmax C NPHONMH3UTENHO 2 4aca, B CPABHEHHE C NMPHICKEHHE Ha
us1a Tabnerka. Te3n pe3yaraTv nokKaspar, Ye OHOHATHYHOCTTA M CTENEHTa Ha nepopanHa abcopbuus
HA Ma30MaHu0 ca MNOBHIUEHH CJel NPHIOKEHHE Ha HaTpollieHaTa TabAeTKa, B CPABHEHHE ¢
MPUIOAKCHHE Ha Liaia Tabnerka (BxX. Touka 4.2).

Pasznpeaeneuue
CBLp3BaHETO Ha Ta30MaHHb ¢ YOBELIKUTE TUTa3MEHM NPOTEHHR in vivo € OWIOo 110-BHCOKD O @.Q%hﬁc‘am o
3aBHCHMOCT OT KOHLIEHTpauHaTa Haa ctoiiHocTH ot 10-100 pg/ml. In vitro npoyusayl@BeATGITARAY, 7.
ye masonaHHoO e cyGerpart Ha P-gp n BCRP. g iy }\%ﬂ \
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buorpancdopmalius
PesynraTH OT in vitro Npoy4BaHMs NMoOKa3BaT, 4¢ MeTab0/JH3Ma Ha 1Ma30NaHHO e MeHHPaH raBHO OT

CYP3 A4, ¢ Hesnauntenro yuacthe Ha CYP1A2 u CYP2C8. YetupHre OCHOBHH MeTabO0IUTA Ha
nazonaHub oTroeapaT camo 3a 6% OT eKkcno3WuMaTa B nnasmara. Enus ot Te3H MeTaboNHTH
nuxubupa npoaudepauuaTa Ha VEGF-cTHMYIHpaHH YOBELLKH €HIOTE/IHH K/1€TKM OT YMOMIHKaIHA
BeHa ChC CXOAHA CHJIA C Ta3H Ha nasonanud, apyrurte ca 10 no 20 msTH no-cnabo akrusHH. [lopanu
TOBA, NEHCTBUETO HA NA30NAHKO 3aBUCH FITABHO OT €KCTIO3ULIMATA Ha na3onaHuo.

EnuMuHvpate |
[Tazonanu® ce envMKUHKMpa 6aBHO CBHC CpeaHO BpeMe Ha noiy>KHBoT 30,9 yaca ciiell NpHAOKEHHE Ha

npenopbunTenHara ro3a ot 800 mg. EnuMuHMpaneTo e riasHo 4pe3 geueca, kato ObOpeuHoTo
eNMMUHUpaHe 0TroBapsa 3a <4% ot npunoXKeHaTa a03a.

CneuMaJHHu NOMyJalHHU

bvbpeuno yepexcoane

PesynraTuTe nMokasBar, 4e No-manko ot 4% or n03aTa Ha NEPOPATHO NPHIIOKEH NA30NAaHUO ce
eKCKpeTHpa B ypHHaTa noa ¢popmara Ha nazonaHubd 1 Metabonutu. Pesyararure OT NOMyaauHOHHO
¢dapMaKOKMHETHYHO MOJieNIHpaHe (1aHHH OT JIHLA ¢ M3XOJIHH CTOHHOCTH Ha KPEaTHHHHOB KIIMPBHC B
pamkuTe Ha 30,8 ml/min a0 150 ml/min) noka3ssar, 4¢ € Manko BeposaTHO O6bOpeUHOTO yBpeXKAaHE Aa
MMa KJIHHAYHO 3HAYMM edeKT PEpXY hapMaKOKHHeTHKaTa Ha nazonanud. He ce u3ucksa KOpHrHpaHe
HA [103aTa NpPH NALNUEHTH ¢ KPEaTHHUHOB KIMpbHE Haa 30 ml/min. [IpenopryBa ce noBHINEHO |
BHHMaHHeE MNpKU NaLMEHTH C KPeaTHHHHOB KIHPBHC 1o 30 ml/min, Thil KaTo HAMA OMNMT OT
[PHIOKEHHE HAa MA30NaHK0 NpPH Taszu NonynauMs NaluMeHTH (BXK. Touka 4.2).

Yeproopobro yepesicoane

Jlexo

MennanuTe Ha Cmax 1 AUC(0-24) Ha nazonasu® B CTALHOHAPHO CHCTOSHHE TMPH NALIMEHTH C JIEKH
OTKJIOHEHHS B YepHOApOOHHTE napaMeTpH (AcPHHHPAHH WIHM KaTO HOPMAHH CTOHHOCTH Ha
O6unupyOuH M BCAKA CTEMNEH NOBULIEHUE Ha alaHMH-aMUHOTpaHcdepasa (AJIAT), nnu kato
nosyitieHHe Ha Ownpy6un (>35% anpexred) no 1,5 mbTH ropHaTa rpaHHlia Ha HopMaTa, HE3aBUCHMO
ot croiHocTTa Ha AJIAT) cnea npunoxerne Ha 800 mg BeAHBK JHEBHO €A CXOAHH ¢ MEIHAHUTE NPH
NaUMEHTH ¢ HopManHa uepHoaApobHa pyHkuus (Bxk. Tabnuua 7). IlpenopbunTentara no3a npH
NaLMeHTH C JIEKH OTKNOHEHHA B CEPYMHUTE YepHoapoOHHU noka3zarent € 800 mg nazonanund BeaHbXK
OHEBHO (BX. TOuKa 4.2). |

VYmepeno

MaxkcHMasinaTa noHocuma ao3a (MI1J1) nazonaHu® npH nauMeHTH C YMEPEHO YepHOAPOOHO
yspexkaane (aedprHupano KaTo nopuuieHye Ha 6unnpybuna >1,5 10 3 MbTH ropHara rpaHiLa Ha
HOpMara, He3aBHCHMO OT cToliHocTHTe Ha AJIAT) € 200 mg Beanbk AHeBHO. CTOHHOCTHTE HA
meauaHuTe Ha Cmax 1 AUC0-24) B CTARIMOHAPHO CBCTOAHME ciiea npuinoxkeHHe Ha 200 mg naszonanud
BEAHBXK AHEBHO NPH NALKMEHTH C YMEPEHO YepHoApoOHO yBpexKaaHe, ca npuoausuTesiHo 44% wn 39%
OT CHOTBETHHTE CTOHHOCTH Ha MeJIHaHNTE cneA npuiokeHye Ha 800 mg BeAHBK AHEBHO NPH
NAauHEHTH ¢ HopManHa YepHoApoOHa dynxuus (Bx. Tabauna 7).

Cniopea AaHHHTE 3a 6€30MacHOCT M MOHOCHMOCT, 203aTa Ha nasonaHHb Tpsabsa na ce peayuMpa ao
200 mg BeAHLX AHEBHO MPH XOpa ¢ YMEPEHO HEPHOAPOOHO yBpexaaHe (BX. ToUka 4.2).

Teoicko
CroiiHocTuTe Ha MeauaHHuTe Ha Cmax ¥ AUC(0-24) B CTAMOHAPHO CHCTOSHHE clied npuaoxeHue Ha 200
mg na3onaHud BeAHbXK AHEBHO NPH NAaLMEHTH C TEXKO YEPHOAPOOHO yBpeXkaHe, ca NpUOIH3NTENHO
18% u 15% oT CLOTBETHHUTE CTOMHOCTH HA MEAMAHHTE cel npunoxkeHde Ha 800 mg Be
[pY NALKEHTH ¢ HOpMaTHa uyepHozpoOHa gyHkuMa. Bb3 OCHOBa Ha HAMAJICHATA EKCI
orpaHHueHus YepHoApoOeH peseps, Na3onaHud He ce npenopbyBa IIPH NALMEHTH ¢
yepHoaApoOHO yBpexaaHe (aedunupaHo kato obul GunkpydbuH >3 METH ropHara rp
He3aBUCHMO OT cToiiHocTTa Ha AJIAT) (BX. TOYKa 4.2).
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Tabauua 7 Meanann na PapMaKOKHHeTHUHHTe NAPAMETPH HA NA3ONABHO B CTANHOHAPHO

CHCTOSIHHE, H3IMEPEHH IPH NHUA ¢ 9epHoapobno yepexkaaHe (Y).

I'pyna Hicaeapauna C,. (ng/ml) AUC (024 IpenopnLuHTEIHA
038 (ng x hr/ml) 1034

Hopmaana 800 mg OD 52.0 888.2 800 mg OD

yepHOAPOOHA (17,1-85,7) (345.5-1482)

¢yuxnus

Jleko Y 800 mg OD 335 774.2 800 mg OD

(11,3-104,2) (214.7-2034.4)

Ymepeno HY 200 mg OD 22,2 256.8 200 mg OD
(4,2-32,9) (65.7-487.7)

Texxo UY 200 mg OD 9,4 130,6 He ce npenopbuea
(2,4-24,3) (46,9-473,2)

OD — BeaHbX THEBHO

Ileouampuuna nonyaayus

Cnen NpHWIOKEHKHETO Ha nasonaHu6 225 mg/m? (kaTo nepopanHa CycneH3!s) NpH NeAHaTPHUHI
nauneHTH, hapmakokuHeTHUHUTE NapaMeTPH (Cmax, Tmax H AUC) ca nogo6HH Ha Te3d, CHOOIIEHH Nno-
paHo MpH Bb3PacTHH NauUMEeHTH, nekysaHH ¢ 800 mg nazonanu®. PesysraTite nokaspart, 4e MEXIY
Aiella ¥ Bb3PaCTHH HAMA 3HAYMTENHA paziHKa B KJIMpPbHCa Ha Ma3onaHub, HopManH3MpaH CpaMo

TeNeCHaTa NOBBPXHOCT.

5.3 IlpeaxnAHH4HEA AAHHH 32 0e30NACHOCT

[MpeaxiuHnuHUAT npogun Ha 6e30NaCHOCT Ha Na3onadHb € OlleHeH NPH MHLIKK, IUILXO0BE, 3aHLM H
MaiiMyHH. B npoy4YBaHHA ¢ MHOrOKpaTHO NpuiaraHe NpH rpH3aqm, €peKTHTE BbPXY MHOXKECTBO
TBbKaHH (KOCTH, 3504, HOKBTHO JIErNI0, PENPOAYKTUBHH OpraHd, KpbBHA ThKaH, 0L0peLn U naHkpeac)
M3rIeXAaT CBLP3aHy ¢ apMakonorusTa Ha HHXWOnpane Ha VEGFR wwnn HapywiaBaHe Ha
curHagaute nbTuina Ha VEGF, kaTo noseueto eekTH ca HabnoaaBaHH NMPH HHBA Ha T1a3MEHa
eKCIIO3MLIMA NOA Te3u, Habmoaasany B KIMHHKaTa. Jlpyrn HabmoaaBaHu edekt BKIOYBAT 3aryHa Ha
TErno, AMapus W/ nin 3abossBaHus, KOUTO ca OUNH WIH BTOPHYHH Ha JIOKANHH raCTPOHHTECTHHAJIHHU
edeKTH, IPUYHHEHH OT BUCOKA IMFaBHYHA EKCNO3MLMA HA NEKapCTBEHHA NPOAYKT (MaHMyHH), Wi
(papmakonornutu edektH (rpusaun). [IponndepaTnBHn 4epHOAPOOHH NE3NH (€O3NHOGHITHH OrHHLLA
4 afieHOM) ca Hab/1100aBaHH NPH )KEHCKH MHLLIKH NPU €KCMNO3HLMA 2,5 ITBTH NO-BUCOKA OT Ta3H NpH
Xopa Bb3 ocHoBa Ha AUC.

B npoyuBaH#s 3a I0BEHWIHA TOKCHYHOCT, KOFaTO Ha TUTBXOBE B NEPHOJA Npein OTOMBAaHE ca
NPHICKEHH 1031 npubnusutento 0,1 MbTH KNMHHYHATA ekcno3Huma, 6askuparHa Ha AUC npu
BBL3PacTHH XOpa, OT AeH 9 cnen paxaaHeTo a0 AeH 14 ciel paXkaaHeTo, Na3onaHHG NPHYHHABA CMBPT
H aGHOPMEH OpraHeH pacTex/pa3BHTHe Ha 6B6peunTe, Genure ApoboBe, YepHHS APOS M CHPLETO.
Koraro Ha IUTbXOBE B NEpHOAa cael oTOMBaHEe ¢a NpyiaraHyu 103 ot aeH 21 cnex paxaaHdero A0 AeH
62 cneql paKAaHETO, TOKCUKONOrHYHUTE JAHHH €a CXO/IHH C Te3H NMPH BB3PAaCTHH IUTbXOBE NPH
nogo6Hu excnosuumy. IleayarpiyHnTe NaLMEHTH & ¢ NOBHULLIEH PUCK 338 KOCTHH H 3b0HH €(eKTH B
CpaBHEHME C BB3PACTHHUTE, Thil KaTO TE3W NPOMEHH, BKIKOYBALIM MHXHOHpaHE Ha pacTeka (CKbCEHH
KpaiHHLUH), YYTUIMBH KOCTH ¥ peMoJenupaHe Ha 3601, ca HabmonasaHy npy M1aaM RITBXOBE NPH
>10 mg/kg/nHeBHo (paBHO Ha npubansurentHo 0,1-0,2 nbTH KAMHUYHATA EKCNO3ULHA, ODa3upaHa Ha
AUC npu BB3pacTHH Xopa) (Bx. TOYKa 4.4).

EdexTu BbpXY penpoaykuuaTa, GepTHIHTETa H TEPATOreHHH eeKTH
[Tazonauu® e nokazan eMOPHOTOKCHYHOCT M TEPATOrEHHOCT MPH NMPUIOKEHHE NPH TLTLXOB
NPH €KCNO3HUMH noBeye oT 300 NbTH NO-HHCKH OT €KCNO3ULMATA MPH XOopa (BB3 OCHOBA
EdexTyTe ca BKIIOYBAMH HAMANEH (PEPTHANTET NPH KECHCKHUTE, NOBHLLIEHA Npe- H

NOCTUMILUIAHTALIHOHHA 3aryba, paHHa pe3opOLus, eMOPHOHAIEH NIETANIMTET, HAMATIEHO
Ha ¢eTyca u cepAeuHOCHA0BH Mandopmauuu. IIpu rpusaun ca HabmonaBaHy ¥ HaM
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Tena, NOBHILEH Opoil KUCTH H aTpodus Ha giuHKUMTE. B npoyuBaHe Ha GpepTUNHTETA NPH MBXKKH
LIBLXOBE He ca HabmonaBanu eekTH BbpXY YH(PTOCBAHETO WIH (PEPTHINATETA, HO Ca HAONIOAaBaHH
HAMAJICHO TerJI0 Ha TECTHCHTE U eNHAHIHMHCA ¢ HAMANSBAHE HAa MPOH3BEKAAROTO KOJIHYECTBOTO
criepMa, Ha NOABWXKHOCTTA Ha CMEPMATO3OUANTE W HA KOHLICHTPALUMATA HA CIICPMATO30HAH B
EMUANIUMHCA M TECTHCHTE MpH ekcno3uuwi 0,3 mbTH eKcno3uumsaTa rpHu Xopa Bb3 ocHoBa Ha AUC.

[ eHOTOKCHYHOCT

[lazonanu6 He € MPHUMHKWI NEHETHYHH YBPEXK1aHHA NPH MMPOBEkKAAHE HA TECTOBE 33 FEHOTOKCHYHOCT
(TecT Ha Ames, TECT 32 XpOMO30MHH abepaluy B HOBEWIKH nepHepHy TMMPOLIUTH U in vivo
MHKPOHYKJIEapEH TECT MPH MILX0Be). CHHTETHUEH MEXAWHEH NPOAYKT, M3MO3BAH NPH
NPOH3BOACTBOTO Ha Na3onaHub, KOATO ce OTKPHBA CHIIO B MAJIKH KOIYYECTBA H B KPalfHOTO
IEKaPCTBEHO BEWIECTBO, He € OHNT MyTareHeH npu Tecta Ha Ames, HO € OWI FTeHOTOKCHYEH NpH TeCTa ¢
MHULIY JTHMGOM H in vivo MUKPOHYKJI€apeH TECT MPH MHUIKH.

KaHueporeHHocT
B aByroaMilHH MPOYYBAHHA 3a KAHUEPOTEHHOCT ¢ nasonaHud, ce HabnoJaBa NOBHIIEHA YECTOTA Ha

YepHOAPOOHN aACHOMH NPH MULLKH K JyOASHATHH aNeHOKapUHHOMH NpH NiibXoBe. B13 ocHoBa Ha
cneu¢HYHATa NaTOreHe3a NP IPH3aul H MEXaHH3Ma Ha BE3HHKBAHE HA TE3H HAXOJKH, He Ce CUHTa,
4e T€ OTPa3fABaT HAJIMYHETO HA NOBHILEH KaHUEPOr€HEH PHCK MpPH NMaLMEHTH, NPHEMalilH Na3onaHsto,

0. PAPMAILEBTHYHHA JAHHH
6.1 ChnHcbk HA HOMOIIHHATE BEllleCTBA

Snpo Ha Tabnerkara:
MukpokpucTansa ueaynosa (E460)
HaTtpue HHWECTEH raukonar (Tyumn A)
ITosunon K30 (E1201)

MarHe3uep cteapar (E470b)

(DHUIMOBO NOKPHTHE:

Xunpomeno3sa (E464)

TutaHoB gHokcHa (E171)

Makporon 400 (E1521)

[Tonucopdat 80 (E433)

6.2 HechbBMECTHMOCTH

Henpuioxumo

6.3 Cpok aa rogmoct

4 rOAVHH

6.4 ChHenHa/iHH YC/IOBHAH HAa ChXpPAHEHHE
To3n nekapcTBeH NPOAYKT HE H3UCKBA CMNELHATIHH YCJIOBHA 38 ChbXPaHCHHE.

6.5 BuancnabpkKanHe AR ONAKOBKATA

30, 60, rpynoBa onaxoska 1o 60 (2 onakoekn no 30), 90, rpynoea onakoeka no 90 (3 onax
30) dunmupany Tabnetky B npospadHi AnyMUsHR-PVC/PE/PVDC 6aucteps.

30, 60, rpynoea onakoeka no 60 (2 onakosku no 30) ¢puimupaHu TabneTku B O€iu
0fna NONAUMPONKWIEHOBA Kanauka, 3auldTeHa oT Jeua.

He BcHukM BHAOBE ONAKOBKHW MOrar aa 6'B,El&T MYCHATH Ha Na3apa.
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6.6 CpenHaJIHH NpeANa3HH MEPKH NPH HIXBLPJ/JAHE

Hsama cnellHaiHH H3UCKBAHHUA.

7. TIPHTEXATEJI HA PASPEINEHHUETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5

2031 GA Haarlem

Hupepnasaus

8. HOMEP{(A) HA PASPEILIEHHUHETO 3A YIIOTPEBA

Per. Ne 20220052

9. JATA HA ITBbPBO PABPEHIABAHE/TIOAHOBABAHE HA PAPEHIEHHETO 3A
YIIOTPEBA

JtaTa Ha MbPBO paspewaBaHe: 14 pespyapu 2022 r.
JlaTa Ha NOCAEeAHO NMOAHOBABAHE:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA
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