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KPATKA XAPAKTEPHCTHKA HA NTPOAYKTA



1. HWME HA JIEKAPCTBEHMA ITPOAYKT
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2. KAYECTBEH U KOJMYECTBEH ChCTAB o che AR T R oy [oveenssscsanasasnsssna

[Tazonanub Papmacaivuc 200 mg durmuparu mabremxu

Bcesika Tabnerka chappika nasonaHub xumpoxiuopua (pazopanib hydrochloride), exBuBaneHTeH Ha
200 mg nmazonanub (pazopanib).

Ilaszonanub @apmacaiivrc 400 mg urmupanu mabnemxu

Besika Tabnerka chabpika nasonaHu® xuppoxiopun (pazopanib hydrochloride), ekBuBaieHTeH Ha
400 mg nazonanub (pazopanib).

3a MBJIHUS CITMCHK HAa MOMOILLHUTE BellecTBa BIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka

ITasonanub Papmacaiivrc 200 mg durmuparu mabiemxu

Po3osa npoasirosara, ¢pmwiMupaHa tabnerka ¢ BITEOHATO penedHO 03HAYCHUE ..200* ot enHara
cTpaHa u pasMepu 14,3 mm x 5,7 mm.

ITasonanub @apmacaiivic 400 mg purmuparnu mabremxu

Bsna npoasnrosara, punmupana tabnerka ¢ BmITeOHaTO penepHO o3HaueHue ,,400" oT eaHata
crpaHa 1 pa3Mepu 18,0 mm x 7,1 mm.

4. KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHHA

BrbpeunokierbueH kapuuHoM (RCC)

[Tazonmanu6 MapmacaifbHC € MoKa3aH NMPY BB3PACTHH 34 JICYCHHUE OT MbpBa JIMHKA Ha HarpeaHall
6B6peunokieTbueH kapuuHoM (RCC) 1 npy nauueHTH, KOWTO ca MOMYYHIH NPEALIECTBAILO JEYCHHE
C MTOKHHH 3a HarpeaHano 3abosisBaHe.

CapkoM Ha MekuTe ThbKaHu (STS)

[Tazonanu6 dapMacaiibHC € oKa3aH 3a JieYeHUe Ha Bb3PACTHH MALMEHTH C OTPEENICHH NOABHA0BE

Ha HAMpeaHaJ CapKoM Ha MeKHuTe ThKaHH (STS), KOMTO ca Noy4rITH NpeaIecTBala XHMHOTEparnus
3a METACTATH4HO 3ab0JIABaHE WIM NMpPU KOMTO € HacTbnwia mporpecusa no 12 meceua crnen (Heo)
a/Il0BaHTHA Teparus.

EdukacHoctra ¥ 6€30MacHOCTTa Ca YCTAHOBEHH CaMO INpH ONpPEAENneHH XHCTOJIOTHYHH TyMOpPHH
noasunose Ha STS (BX. Touka 5.1).




4.2 [Xo3upOBKA R HAYHH HA NPHIOKEHHE

Jleuenuve ¢ TlazonmanuG Pdapmacaiienc TpA®ba Ja ce 3amoYyBa CaMoO OT Jiekap € ONMMT B NPHIOKCHHUETO HA
. IPOTHBOTYMOPHH JICKApCTBEHH MPOAYKTH. o

O03HDOBKA

Bu3pacmnu
TpenopryuTeIHATA R03a Nazonannd 3a nederne va RCC wmm STS e 800 mg BeRHBXK NHEBHO.

Kopexuus na_dosama | -
3a fa ce ORNTAAeAT HOKENIaHHTe peaKiHi, KOpeKIMATa Ha 103aTa (OHIKaBaHe WY NoBHIIaBaxe) TpadBa na ce
NpaBy CTHIANOBHAHO C 110 200 mg HH3IXOAAINO HIKM BBIXOAALI0 Bb3 OCHOBA Ha

HHMPHIYATHATA NIOKOCAMOCT, Jlo3aTa Ha nazonanub He Tpsbsa ga HagBHuiasa 800 mg.

Heduampuuna nonyviaayus

- TTasonaHuG He TpAGBA ia Ce M3IION3BA [PH IeNa HA BB3PACT NOA 2 FOAMHH NOpajii ChoOpaKeHn 32 6€3011aCHOCT =_:_L |
OTHOCHO PacTexka U PasBUTHETO Ha OPraHwTe (BXK. TOUYKH 4.4 1 5.3). '

Be3onacHoCTTa ¥ eWKACHOCTTa Ha Na3onaHud npy Aella Ha BH3pAcT oT 2 10 18 roaMHW BCe omte HE € f'
YCTaHOBEeHA. Jluncear pasHu (X. Touka 5.1).

HanyyHuTe JaAHHY ¢a OMHCAHH B TOUKH 4.8, 5.1 n 5.2, HO He MOXKe Ja C¢ HAllpaBH NpenopbKa 3a J03HPOBKa.

QPHHE‘IECHG gb3pacm

JlaHHuTe 33 OPHWIOKEHHE HA Na3onaHub npu NAWMeHTH HA BB3PAacT HA ¥ Hald 65 rOAWHH Ca OrpaHHYCHH. B o

- MPOY4BAaHHA € NA3onaHnO mpH GBOpeYHOKNETHHEH KApLUMHOM KaTo LANO He ca HAO/MmofaBall KIMHKYHO =
3HAYMMH PAMIHKH B 6€30MacHOCTTA HA Na3ornaHub Mexay Xopa Ha BB3pacT Hal 65 rogHHH H Mo-MABAH -

NAMHEHTH. KITHHWIHHAT OfUT HE [T0Ka3Ba PasmHKH B MMOBTHABAHCTO MEX Y NALHEHTHTC B CTApYCCKA BB3PACT H =

NO-MIAJIATE TAIMeHTH, HO HEe MOXe Jla C€ H3KIIOYM NOBHMIICHA YYBCTBHTENIHOCT NMPH HAKOH NALMEHTH B .
CTapyecka Bb3pacT. | " |

bvopeuno vapexcoane ._
Marnko sepoaTHo ¢ GBOpedHOTO YRpEKAaHE a OKa3Ba KNHHUYHO 3HAaTHM edeKT BepXy (PapMaKOKMHETHKETA Ha
Na3oIaHub, KaTO C& HMA NpeasH HicKaTa OGpOpedHa eKCKpenns Ha |
Ma3onaHud H HErOBHTE MeTaboauTH (BXK. Touka 5.2). [lopazan 1231 NpHYMHA He Ce HAJIAra KOPeKInA
Ha J03aTa MpU NALMEHTH ¢ KPeaTHHHHOR KHpBHC Hag 30 ml/min. Ilpy NaueATH ¢ KPEaTUHIHOB KIHPBHC N0
30 mi/min ce npenoprYsa MOBUINIEHO BHAMAHKE, T KaTo HIMA OITHT C I1a30naHud mpH
Ta3¥ NOITYNAIMA NALMEHTH.

Ueprodpobro yepedcoane

[IperioppkuTe 33 JO3MPAHE NpPY NALMEHTH ¢ YePHOAPOOHO yBpeKIane ca OCHOBAHH Ha q;apmaﬁommemqﬂﬂ'rﬂ S

IPOYYBAHKA HA Ma30MaHH0 [IPH HallHEHTH ¢ PAR3IHYTHA CTereH Ha YepHogpobHa

muchyHkums, (Bx. TodKa 5.2). [Ipeay 3anoysaHe u 110 BpeMe Ha JI€4eHHE ¢ Na30NaHHO Ha BCHIKM
malHeHTH TpadBa Aa ¢e NpaBAT M3CACHBAHMA HA YepHOoApoOHaTa QYHKIHMA, 3a Aa Ce ONpelenH AaH UMAT
q9epHOIpPOOHO yBpexnane (Bx. Touka 4.4). I[TpunokeHHeTo Ha Ma30naHHO NpH RaHEHTH C JIEKO WY YMEPEHO

JeproapobHO yBpexaaHe Tpafpa na cTABa ¢ NOBMIIEHO BHMMAHHE M TPH BHHMATCNHO HPOCTENsBAHE Ha ~ -

nonocumocTTa. [IpenopruMTenHaTa A03a NMpH NAUHCHTH C JIGKH OTKIIOHEHHS B CCPYMHMTE qepnn,upoﬁﬁu- |
noxasateny (AePMHHUPAHM HIH KATO HOPMANHH CTOMHOCTH Ha OHIMPYOWHA H NOBUIUCHHE HA @IaHHH-

amuHOTpaHcdepasa (AJIAT) or Beska CTeNeH, KM KaTo nopuimenye Ha OmnnapybuHa (>35% nnpexreH) o 1, 5. . :
ITETH M'OPHATA MpaHHIa Ha HopMara (ITH), HesasucuMo ot croiinoctra Ha AJIAT) e 800 mg nasonanub BenH®N .
nHeBHO. IIpH NaumMeHTH ¢ YMEPEHO 4epHOAPOOHO yBpeskiane (KedHHHMpaHo KaTo NoBUeHue Ha OumnpyOun |

>1,5 10 3 THTH FOPHATA MPAHMILIA HA HOPMaTa, He3aBHCHMO OT CTOHHOCTHTE Ha AJIAT) ce npenopruea HamaneHa
Zo3a nasonanut 200 mg penHEX AHEBHO (BX. TOUKa 3.2), o

-l""'___-:—..--..-:_._:"'h..




GumpyGaH >3 ITHTH ropHATa IPaHHIA HA HOPMATa, HE3ABHCHMO OT cTofiHocTTa Ha AJIAT).

BikTe Touka 4.4 3a npocHendBaHe Ha depHoXpobRaTa QyHKIMA M 33 NPOMAHA Ha N03aTa IpH NALHEHTH C -
NEKAPCTBEHO MHIYLHMPAHa XENAaTOTOKCHUHOCT. ;

Hadmy HA IpUOXeHue

Tlazonanu6 e 3a nepopanso mprioxkeste. Tol TpiGBa A2 ce NpHeMa Ge3 Xpana, ToHe efMH Yac IPS/IH WM [IBa

yaca ciefl XpareHe (B&K. Touka 5.2). dunMupanuTe Tabnetky TpabBa A2 ce MPHEMAT LEenH ¢ BOla ¥ 13 He ce ©

qYIAT WIK HATpoIasaT (BX. Touka 5.2).
4.3 HpoTuBonoKa3anHs

CBPEXYYRCTBHTENHOCT KbM AKTHBHOTO BEILCCTBO IUIH KEM HAKOE OT IIOMONIHATE BEIeCTBa, H30poesH B TOUKA
6.1. |

4.4 CheuMaH¥ NPeAYNPeKAeHNS B IPEATA3HH MEPKH NPA ynoTpeda
Yepto KTH

[To BpeMe Ha OpWIOKEHHe HA nasormaHud ca cpOOMmMABAaHH ClIydaH Ha yepHOoApoOHA HENOCTATBYHOCT
(BKMIOYHTENHO araned ciuyyaw). [IpunoxeHHeTo Ha MA30nNaHH0 NpU DAUHEHTH € JIEKO HIH YMEPEHO
yepHOApPoOHO yBpexgaHe TpabBa da cTapa C NOBHINCHO BHMMaHWC M [IPH BHHMATCIHO [POCICAABAHC.
[IpenopeunTeNHATa 0033 NpPH DANMEHTH C JIEKH OTKIOHEHHA B CEPYMHUTE YEPHONPOOHM moOKazaTends
(nehHHMpaHH WM KaTO HOPMAJIHY CTOMHOCTH Ha GHMImMpyGuHa ¥ mosumeHue Ha AJIAT oT BesAKa CTETIEH, WK -

KaTo rnopuienne Ha GunupybnHa go 1,5 mpTa ropHara rpaHMla Ha HOpMaTa, HE3aBHCHMO OT cTOMHOCTTA HA = .

AJIAT) e 800 mg mazonanu6 BeOHBK AHEBHO. [IpH NALMEHTH C YMEPEHO HEPHOAPOOHO yBpexRcane ce |
MperophYBa HaMaleHa A03a na3onaHut 200 mg BeNHbXK RHEBHO (TIOBHIICHHE Ha Onnupy6uNa >1,5 10 3 nbTH
TOPHATA rpaHHIla Ha HOPMATA, HE3ABHCHMO 0T cToiHOcTHTE Ha AJIAT) (Bxk. Touka 4.2 1 5.2). [lasomanmb He ce
OpenopsaBa NpH NAIMEHTH ¢ TEXKO YepHOApo6HO yBpexnane (o6m 6umupySuH >3 TbTH rOpHATa IPAHKLA Ha -

HOPMATa, RE3ABHCHMO OT CTOHfHOCTTa Ha AJIAT) (Bk. Touka 4.2 i 5.2). Ipy Te3H NAUMEHTH CKCTIO3MIMATA IpH
no3a 200 mg ¢ 3HAYMTENHO HAMANCHA, BHAPEKH Y€ € MHOro BapuabWiHa, CbC CTOHHOCTH, CHMTAHM 33 -

HEeROCTATRYHH [a OCHIYPAT KIIHHHYHO 3HAYHM E(DEI(T.

B KNIHHAMHK NpOyHYBaHH:A ¢ Na30NaHnd ca HabmoIasaHH NOBHLICHH HUBA HA CEPYMHHTE TPaHCAMHHA3H (AHAT, -
acmaprar aMuHoTpaHcdepasa JACAT]) u GumupyOun (Bx. Touka 4.8). B mo-rojsiMa 4acT OT ciydauTe €

CHOGIABANO 33 W0MHpaHo nosumapaHe Ha AJIAT u ACAT, Ge3 chUBTCTBAIl0 NOBHINABAHE HA &lkanHata -
¢pocdaraza win SuinHpyGuna, HanuerTd Ha pE3pacT Hax 60 roawHy MOXe Na ¢a ¢ TIOBHILICH PHCK 34 JieKa (>3

'xTTH) no Texxa (> 8 x 'TH) crenen Ha nosumapase Ha AJIAT. [TanuenTrre, Hocurtenn na anen HLA-B*57:01 -
CHIIO ©2 MINMKESHX Ha TOBMIIEH DUCK OT mopHinasaHe Ha AJIAT, csppsaHO ¢ OpHema Ha nasonaHub.
YeproapoGHaTta yHKIms TpA6Ba Aa ce MpoCHendBa P BCHYKY, [OMyYaBallM [a30NaHMb, HE3aBHCHMO OT .
TeHOTHIIA H BE3pacTTa (BX. Touka 5.1). o

Cepymuure YepHoapoOHH moka3aTeaIn TpaOBa Ja ce w3caenBar MPead 3ao4BaHe Ha NCUCHHUETO C na3onaHmo, nn
Ha 3-1a, 5-T1a, 7-Ma 4 9-Ta ceAMHLA, C/ied KOSTO HA 3-TH H Ha 4-TH Mecell, ¢ JOTHIHHTOIHE H3CICHBAHHA r!pﬂ o

KIMHWIHA TOKa3aHu. [TepHOAHYHOTO MM M3cieaBaHe TpA0Ba fa MPOABIDKH H clien 4-Td Mecell.

Buxre Tabmuua 1 3a ykasaHus 3a IPOMAHA HA I034Ta NPH NALMEHTH ¢ H3XOKHH CTOHHOCTH Ha 0011 ﬁmnpyﬁm: '_ -
<I,S5xITHu ACATu AJIAT <2xITH:

TaGauna 1 IIpomeln HA A03AaTA NPH JEeKAPCTBEHO HHAYLHPAHA XeNaTOTOKCHYHOCT

| CrofiocTu Ha ueprompobEuTe | [IpoMsHA Ha A03aTa |
nokasareno® | _

| [loBnmasane Ha Jla ce npoARMKY IE9EeHNETO ¢ TIA30IIaHH0, KaTo BCAKA CeAMHIIA
TPaHCAMHUHA3ATE MexAay 3 # 8 x| ce mpocnensBa qepHoApoOHara (PyHKWHA, AOKaTO HMBATA Ha

 JITH | TpancamuHa3uTe ce BbpHar ic CreneH | K 10 H3XOAHO HUBO.




[loBumapaHe Ha | [la ce npexbCHe NEYEHHETO ¢ MA30NAHUG, JOKATO HHBATA Ha

| TpancamuHasure >8 x ITH TpaHcaMuHasuTe ¢e BepHaT fo CreneH 1| WIH 1O M3XOAHO HHBO.
AKO ce npeleHy, Y€ NTOTCHIHATHHTS NOA3H OT NOBTOPHO
3afo4YBAHE HAa NcdeHHe ¢ Na3onaHud HaABUIIABAT PUCKA OT
XenaTOTOKCUYHOCT, TOrapa fa C¢ 3anodHE OTHOBO JCYCHHME C
| | na3zonaspb B HaMaleHa A03a ot 400 mg AHEBHO M Ha Cc M3CIESBAT]
CEpYMHHMTE depHONpOOHH TmOKa3aTelH BCAKa CeAMHLA B
| mporsmKenite Ha 8 ceaMuIM. AKO Ciiefl TOBTOPHO 3afi0YBaHe Ha

JeYeHAEeTO ¢ Na3onannd, TOBHINABAHETO HA TPAHCAMMHA3ZHTE
gocTuree oTHOBo >3 x I'TH, npueMsT Ha nazonanud Tpabsa Aa ce

L L NPEYCTAHOBH OKOHYATEIHO,
ITopumapade Ha Jla ce mpeyCTaHOBH OKOHYATEIHO NPREMBT Ha Na30TaHkb.

| TpancamuAasure >3 x ITH| IMaugenture TpadBa A2 ce mpocnenssaT, AOKATO HHBAaTa Ha
3a€JHO C MOBHINIABAHE HA TpaHCAMHHAa3HTe ¢ BppHAT Zo CteneH 1 WK 10 K3XOIHO HHBO.
bunupybuna >2 x ITH | Masonaun6 e UGTI1Al usxuburop. Jleka, HHAMPEKTHA

(HeKOHIOTMpaHa) XunepOwmpyGHHEMEA MOXKe Aa ¢e HalmonaBa
npH naupenty cbC cuHapoM Ha Gilbert. ITaupenTn camo ¢ Jieka
MHIHUPEKTHA XUNepOmWIApYOMHEMHA, W3BECTCH HIH NpeANonaraH
| cummpoM Ha Gilbert, u nopuinasate #Ha AJIAT >3 x I'TH Tpabsa
fa ce JeKyBaT cIHopel [periopbKHTE, AANCHH 33 H30JHpaHH
| | mopmaBaHys Ha AJIAT,

ExsoBpeMeHHaTa yrnoTpeba Ha na3onanu6 M CAMBACTATHH yBeNMYaBa Pucka OT mobumasane Ha AJIAT (B}K
TOYKa 4. 5) H Tpa6Ba Ja ce OCHIIECTBABA ¢ NOBHIIEHO BHEMAaHNE H CTPHKTHO HabmozeHHe.

IlpH KIMHAYHHA TPOYYBAHHN ¢ Ma3omaHu® ca HacTeHBAIH CHOHTHA Ha XHNCPTOHMA, BRIFOYMTENHO
HOBOAMATHOCTULIAPAHM CHMITOMATHIHM ENN304M Ha TIOBHMIIEHO KPhBHO HAjAraHe (XHIEPTORWYHA KpH3a).

KpseroTo RajtATane Tpa6Ba 13 e JoOpe KOHTPONUpaHo Npeiy Aa ¢ 3aII0dHe IpHeM Ha nasonaHud. [Taupenture -

TpaGBa Aa c& mPOC/IC/IABAT 33 XAIIEPTORHA CKOPO CIeJl 3aMOYBaHe Ha JjieueHHe (He Mo-KECHO OT eiHa CeaMuua
ClIeH, 3aloYBaHe HA Na3onaHub) H HA YeCTH WHTEPBAIM CJIEN TOBa, 3 JIa C& OCHIypH KOHTPOA Ha KPBBHOTO -
Hanarane. [lopHiieNTe HUBA Ha KPHBHOTO HALIraHe (CHCTOMHO KpBBHO HamaraHe > 150 mm Hg v gpactonyo
KpLBHO HamaraHe =100 mm Hg) ce mposesdBar paHo B xopa Ha jedeHwero (npu npubnusntenHo 40% ot
CIyUapTe ¢a ce MPOABHIN 10 9™ ned, a npd npudnusutento 90% oT cnyvyauTe ca ce MPOABUIH Npe3 MbPBHTE -
18 cenmuum). KpsBHOTO Hamarane TpabBa Aa ce NpocieasBa U Aa ce orianapa He3abasHo ¢ kOMOWHAUMA OT
AHTHXUMEPTEH3UBHO JEYCHUE W IIPOMAHA HA N03aTa Ha Na3onaHnl (CriMpaHe ¥ NOBTOPHO 3aM04BaHe ¢ HAMAICHA -
1032 cTiope]] KIMHWYHATA NpencHKa) (8. Touku 4.2 ¥ 4.8). JleueHuero ¢ nazonanu0 Tpadsa Aa Ce NpeKpaty,
aK0 HMa ROKa3areiCTBA 3@ XHICPTOHHYHA KPH3a HWIH aKO XMIIEPTOHMSTA € TeXKKa M NMEPCHCTHPA BBIPEKH
AHTHXHIIEPTSH3HBHO NEHCHHE H HaMaNABaHe Ha J03aTa Ha Ma30naHub. |

CvHapoM Ha mnocTepHopHa ofpatima eHuedanonarus (PRES)CuuipoM Ha oOparuma noc're:gnupﬂa'
nepkoeHuedanonarug (RPLS)

PRES/RPLS ¢ cro6masaH BB Bpnika ¢ nasonatm6. PRES/RPLS Moxe Xa ce nposed C masobonue, .
XHIIEPTOHMW, I'bPUOBE, JIETaprud, 00BPKAHOCT, CIIENnoTa ¥ APYrH 3PHTETHA ¥ HEBPOJOTHIHH HAPYIUCHHA, U
Moxe na Onge ¢ daraneH msxop. Ilaumenrure, passusamy PRES/RPLS, Tpsbpa 3aBHHard Aa HperHTﬂT f

JIEYEHHETO C 11a30TNaHHo.

a beno Ha 0onect (MBh YT 14eBMOHWT

Hnrepctuimania Getoapobra Gomect, xoaTo MoXe ga € ¢ (aTalneH H3XOf, e choblnaBaHa BbB Bpb3Ka C .
masomami6 (Bx. Touka 4.8). IMaupenrute Tpabea ma Gngar HaOmoxaBank 3a OenonpoOHH CHMNITOMH, ':
HacoYBaIM KBM HMHTepCTHUmManHa Genonpobua Gonect/mHeBMonut. Jleuennero ¢ masonanu® TpaGsa na ce

ITPEKPaTH NPH NAMEHTH, PA3BUBAIY HHTEPCTHIHATHA OesoapobHa OollecT WIH NHEBMOHMT. ,.w-'**"’__j“““




Crpaeuna auchyexous/Crpaeyna HeAoCTaTbYHOCT

PHCKOBeTe B TI0N3HTE OT JISYSHHETO ¢ Ma3omaHud TpaAbea Aa ¢e NpeleHAT NPEIH 3alo04BaHe Ha JICYCHKWC NpH
MAaLHEHTH C PeAIeCTRama Chpacysa Auchynxuns. besonacHocrra M (apMakOKHHETHKaTa Ha nasonannd npu
NALHCHTH ¢ YMepeHa 10 TeXKKA ChpAedHA HeOCTATHYHOCT HTH ITPH [MAIMEHTH ¢ HHBA Ha N1CBOKAMEpHa cbpatcuuﬂ
Ha u3Tnackeate (L VEF) nog HopMasnHHTE HE Ca POyHeHH. -

B xnMHUMHA npoytmauua ¢ TIa30MaHKG ca HAG/ONABAHM CHOMTHS Ha ChPAEYHA JHC(YHKIIHA KATO KOHTECTHBHA
ChpACYHA HEROCTAaThuHOCT ¥ HaManeHa LVEF (Bx. Touka 4.8). B paHAOMH3HPaHO MPOYYBAHE, CPaBHABAILO
nAa3omaHuG ¥ CyHHTHHHG npH 656peaHokeTsucH kapuaioM (RCC) (VEG108844), Ha yJacTHHOHNTE Ca NPAaBeHH
usMepsanmsi Ha LVEF Ha u3xomuo HMBO M mocieApainy u3Mepsanus Ha LVEF. Habnionasana € Muokapana
nucynxuns npu 13% (47/362) ot muuara B pamoto Ha nasonaHuG B cpasHeHue ¢ 11% (42/369) ot nuuaTa B
PaMOTO Ha CYHHTHHHO.
Ha0monasaHa € KOHI'GCTHBHA CBPIEUYHA HEAOCTaTHYHOCT npH 0,5% OT /MHuaTa BBB BCAKO OT PaMEHaTa Ha‘
nedenre. KoHrecTHBHA ChpledHa HEAOCTATHUHOCT € AoKiaasana npH 3 ot 240 muma (1%) suB
dasza III STS npoyusanero VEGI110727. Hamangeane Ha L VEF nipH i ¢ H3MEpBaHUA CHC
3aM0YBaHE HA JIEYCHUETO U IIPH nocieapamy uiMepsanms Ha LVEF, e yeranosero nipu 11% (15/140) B rpyna:ra
Ha nazonanu6 B cpasHeHue ¢ 3% (1/39) B rpynara Ha mnaue6o.

Pucxosu haxmopu

TpunaneceT ot 15 yJacTHHIH B rpynaTa Ha mazomanu® B STS npoyusaHeto ¢asa Il ca nManu enHquemeHHn

M XUTICPTOHH, KOSTO MOXKE A2 € BIOLIMNA ChPAeYHATA AUCYHKIMA TPH PACKOBH
NALPEHTH 9pe3 NOBHIIABAHE Ha CTie/l HATOBAapPBAHeTO Ha chpueTo. 99% or nauueHTHTe (243/246), BKIIOYEHN B

STS npoyusanero ¢asa I, BKOTHTENHO Te3u 15 YJAaCTHHLM, ¢a NPHEMANTK AHTPALMKIIHH. Hpeﬂmemaamo |

NeYeHne ¢ aHTPAHKIINH MOMKE /ia € PUCKOB QaKTop 33 CHpACHHA THCGHYHKITHA.

Pesyamam
Yernpu oT 15-Te YUaCTHHIM Ca c€ BE3CTAHOBIUIH HAITBIHO (B paMKuTe Ha 5% OT H3XOAHOTO HHBO) ¥ OPK O €
HMA0 YaCTHYHO BH3CTAHOBABaHE (B PAMKHTE Ha HOPMAJIHHTE FPAHKLH, HO >3% MOA

H3XOAHOTO HHBO). ENNH y9acTHHK He Ce ¢ Bh3CTAHOBHIL, 4 33 OCTAHAIIHTE 5 YIACTHHMLM HAMA HAUTHYHH

AaHHM OT NNPpOCIICAABAHC,

Qaraosgane
'CHHpaHe Ha NEYEHHUETO ¢ Ma3onaHul W/AIM HaMaiBaHe Ha A03aTa TPAGBA A3 ce¢ KOMOHHMPAT C NEUCHHUE Ha
XMNIEPTOHMATA (aKO WMa XHIIGPTOHHs, BIDKTE NPEAYNPEAUTENHMS Dasfgel No-Tope) IpH MAleHTH ChC
3HATUTeNHO HaMaiasane Ha LVEF, cnopea KAHHUYHHATE NOKa3aHuA.

[ManuenTaTe TpaGsa Aa ce NPOCNeAsBaT BHUMATENHO 3a NPH3HAUM HJIM CHMIITOMH Ha KOHNE€CTHBHA CBPAC1HA
HeZoCTaThIHOCT. [IpH mAUHEeHTH ¢ PHCK OT ChpAcHHa ZHCPYHKINA Ce MpenopbyBa U3CAe/BaHe HA H3XOLHO
HUBO M nepHonuvHa ocueHka Ha LVEF.

Y e T torsade de pointes

B KIHHIMHAHK npqumma ¢ nazonauu® ca HabimomaBaHy chOHTHA Ha yabpkaBaue Ha QT uHTepBana u forsade
de pointes (Bx. T0uKka 4.8). [Tazonanu6 Tpadea Ja ce NpHiara ¢ NOBHIICHO BHUMAHHE IIPH MAUHCHTH C 2HaMm Hesa
1a yaspkasake Ha QT MHTepBana, NpH NALMEHTH, KOWTO NMPHEMAT aHTHAPUTMHYHY JIEKApCTBa WX ApYrH
NeKapCTBEHH TIPOAYKTH, KOMTO MOraT Aa yasmkaT QT HMHTepeana, KakTO ¥ NPH NALMEHTH CBC CBOTBETHO
NpeuecTBal0 ChpAeuHo 3abongBaHe. [1pH NpHITOKEHUE Ha naszonanud ce Npenope4Ba MPOCIEAABANE Ha
eNEKTPOKAPAHOTPAMHTE NPH 3ar0YBaHe HA JCYECHHETO M NEPHOAUYHO C/IEA TOB3, KAKTO M INOANBPKAHC HAa
HMBATA Ha efICKTPOMMTHTE (HAanp. KanLwi, Marnezui, Kaiui) B rpaHULMTe Ha HOpMATa.

A HATHHA _ ouTHs

B KIMHWYHH IIPpOyYBaHHs ¢ Ia30MaHKG ca HaGmoaaBany CIIy4al Ha MHOKapAeH HHQapKT, MHOKaPIHA HCXEMMUS,
HCXeMUMEH HHCYNT ¥ TPaH3HTOPHH HCXEMHYHM aTaki (BK. Touka 4.8). Habmogasaun ca ceOHTHA € NeTaneH
m3xon. Ilazonanu® Tpabea Aa ce Opuaara ¢ NOBHIIEHO BHAMAHWC IPH NAHCHTH C now;tm\aa,

/’ ? no H.‘L,Jf/q




TpOMOOTHUHY CHOUTHA WM KOMTO MMAT aHamHe3a 3a TpoMGoTuanry CoOuTHA. T1a30naHub He € npoyuBaH npifi :
MAHEHTH, KOUTO ¢a HMANH ENH30[ B PaMKATE Ha IPSAXORHHTE |

6 Mecena. PellicHMeTOo HRamd Aa ¢e NPWIOXKH Jedenne TpgOBa 13 ce HAnpasH Bb3 OCHOBA Ha OlCHKa Ha S

HHAHBHIYAAHOTO CHOTHOUICHHE NOI3A/PHCK 33 ITAIUCHTA.,

BedozHy TpoMGoeMOOnHYHH C1O

B KIMHAYHH NPOYYBAHMS ¢ MAl0NAHKG ca HabmoAapaHH BEHO3HH TpoMBoeMOoHIHY CHOHTHA, BITIOUHTEAHE

BeHO3Ha TpoMG03a W GenoapobHa emOoNHA ¢ NeTaneH M3XOX. Benpekw de ca HabmozaBaHH H B IBETE o
npoyusanus - RCC u STS, uectorara M ¢ Gmia no-srcoka B STS nonynatmara (5%), B CpasHEHME C RCC S

nonynawusTa (2%).
T omﬁomqua M AHTHOTIATHA

TMA e c¢boblnaBaga B KIMHAYHMTE TPOYYBaHMA C TNA30TaHAC Xaro MOHOTepamMs, B KOMOHHaups & -

Gepamusymab W B KOMOGHHamad ¢ TomoTekan (Bx. Touka 4.8). Iaumewrwre, passusamy TMA, Tpatsa .

OKOHHYATeNIHO [a MPEKPaTHT JIeueHHeTo ¢ nasonaHu®. Cnex crnupake Ha Ae4eHKeTO ¢ RabnIoIaBaHa oﬁpafrnmow | f ___
Ha ethexTHTe HA TMA. TTazonanm® He e mokasaH 3a KOMOMHUPAHO NPHIOKEHHE C APYTH CPEACTEA. |

XeMOparndau b

B xnuHMuEM NpoydBaHWA ¢ Nasomanub ca crolmasaHy CHOHTHS, CBEP3aHM C XeMoparus (BK. TOuKa 4. 8) -
HacTeBany ca xeMOparudiy ce0uTHA ¢ daraner uxon. Jlazonannd He € NpoyvBaH MpH NALHCHTH ¢ aHaMHeaa_ |
3d XeMOMTH34, MO3BYCH KPBHROHAIHB HIM KINMHMYHO 3HAYHM TaCTPOMHTCCTHHAICH (F'H) KpbLBOHINMB TIPE3
nocneanuTe 6 Mecena. Iasonapnt Tpabea na ce Mpwiara ¢ NOBUINEHO BHUMAHME [PH MALMEHTH CBC 3HAYNTENCH

PHCK OT KbPBEHE. |

€ Ha H c

Wanonssasero Ha HHXUGUTOPH Ha T4 Ha VEGF npy MaLMeHTH CBC Wik 063 XUNepTOHUA MOXKE Ia MOANOMOrHE
0Gpa3yRaHeTo HA aHEBPH3IMH W/WIH apTepHATHU AuceKkauuu. IIpeau 3aMOYBAHETO HA JICUEHHE ¢ Ma30maHHb
Tpa0Ba BHMMATEJIHO Ja C& ApelleHY TO3H PHCK NPH HAalMEHTH ¢ PHCKOBH (AKTOPH KaTO XHIEPTOHMA MAH
aHAMHE32a 32 AaHEBPH3IMA. -

I_‘g_cmu}mrecmﬂgﬂn (') nepdopaunu n dpuctyiaa

B KIAHIYHH TpOy4BaHHA ¢ na3onaHub ca Habmonapany chOMTHA Ha raCTPOMHTECTHHANHA nepdopaLus unn.._:
ducTyna (sx. To9Ka 4.8). HacTensany ca cs6uTHA Ha nepdopauws ¢ neraneH uixox. Nazomanu® Tpabsa aa ce
NpHIIara ¢ NOBHINCHO BHEMAHVE TIPH NAllieHTH ¢ PHCK OT PAZBATHE HA FACTPOMHTECTHHANHA nepdopanya 1tk

ducryna.
He ca nposexaany opuIHATHK poyuBaHKA 32 eDEKTa Ha Na301NaHHG FEPXY 3apacTBAHETO Ha paHy. TsH Karo -
HHXHOUTOPUTE Ha CHIOBMS exloTelel pactexeH daxrop (VEGF) morar aa BolnaT mpoleca Ha 3apacTBaHe Ha -

paHu, NeYeHRETO ¢ na3onaHnG TpaGsa Aa ce clpe Hali-Manko 7 AHM Npely IUIAHOBA onepaims. PemeHUeTo @&,

HOBTOPHO 3aN0UBARE Ha JIEUCHHE C TIA3OTAHUG cries onepauus TpAGBa 1a & OCHOBABA HA KAWHHYHA OUEHKA 33
aICKBATHOTO 3apaCTBaHe Ha paHaTa. [IpueMbT Ha nasonaHub TpadBa Aa ce NpeycTaHOBH HPY NALHCHTY C
NEXKCLCHIMA HA paHATA.

O bM

B KIHHHYHM IPOYYBAHHS ¢ NA30Manu® ca HaGMIOJABAHA CHOMTHA HA XHIOTHPEOHIMIBM (B, Touka 4.8). -
[penoprusa ce M3XOAHO naGopaTopHO M3C/ICABaHE HA THpeoMAHATa GQYHKUMA H DALMEHTHTS © .

XHKIIOTHPEOHUIM3BM TPAOBA A Ce JeKyBar CIOpeA CTaHAapTHaTa MEIMUMHCKA NpakTHKA NPEId _ a o

JleYeHHe ¢ NA30TAHnG. BeMuky mauweHTd TpabBa Aa Obaar BHAMaTenHo HabnrogasaH




CHMNTOMH Ha TIpeOHaHA TUCHYHKIMA NPH JISUeHHE ¢ Na30maHuod.

JlaGopaTopxo mpocne/isBaHe Ba THpeouaHaTa GyHKIHA TPAOBA Aa cC MPOBEXAA MEPHOAUHIHO U a CC ﬂe“}’ﬂa | |
CIIOpeH CTaHAAPTHATA MEAHIMHCKA MMPaKTHKa. |

[IporenHypHA

B KIHHEYHA MPOYyHBAHNUA ¢ Na30naHKd ca CroOmaBaHy CTydad Ha npoTenHypus. Ilpenopsisa ce Hacneﬂnaﬂe B
Ha YpHHAT2 B HaYaNOTO H NEPHOIHIHO M0 BpeMe Ha JICUCHHETO, N NMALHCHTUTS TpsGBa §a c€ NMpOCAEsBar 32 e
BIOInaBsaHe Ha nporeuHypuaTa. [IpueMbT Ha nazomaHu® TpaObBa ga ce npeyCTaHOBH, AKO MAUMCHTBT paaane o

He$pOTHICH CHHAPOM.
0 cC M JI C

Ba3uuxpanero Ha TJIC, sxmouvrenso TJIC ¢ neraneH #3Xo[, ce CBBP3BA ¢ ynorpebata Ha masonanud (k. -

Touka 4.8). TTaMeHTH ¢ NOBAIIEH PUCK OT Bh3HukBaHe Ha TIIC ca Tesu ¢ OBp30 HapacTBAlllM TYMODH, FOJAM -

TYMOpeH ToBap, 6p6pevHa aHCyHKIMA WM Jexunparauis, [Ipeny 3anouBaHe Ha JICUCHHETO C Na30naHnG - -
Tpsibpa 7ia ce OOMMCIAT TPEBAHTHBHYA MEPKH, KATO JICYCHHE Ha BMCOKHM HUBA Ha ITMKOYHA KHCEIMHA' H .

WHTpABEHO3HA XHAparauns. [TanuedTHTe, H3N0KeHH Ha PACK, TpAOBa 1a ce NpoCAeasBaT BHUMATEIIHO M 1 CC |
NEKYBAT CHopel KIHHWIHHTE NIOKa3aHu .

[THeBMOTODAKC

B KIMHUYHM TIpOYUBaHUA ¢ A30TMAHKG TpH HanpeJHan CApkoM Ha MEKWTE THKAHH ca HabonapaHH CbOMTHA
Ha MHEBMOTOpaKc (BX. Touka 4.8). INatmeHTHTE Ha newenye ¢ nazonanud Tps0ba qa ce HabNIOAABAT BHHMATEHO
33 MPpH3HALHE H CUMITTOMYM Ha ITHEBMOTOPAKC. |

[enyaTpyuaHa HOITYNaIMs

Thii KATO MEXaHH3MBT HA JeHCTBHE Ha NA30MAHMG MOYe A 3aCETHE TEXKO PacTeXka U Pa3sBUTHETO Ha OPTaHHTe. |
110 BpeME Ha PaHHOTO HOCTHATATHO PasBUTHE PH rpisadd (BxK. Touka 5.3), nasonanub He Tpabsa na ce ,uaan
HA ISAHATPUMHHM MALKMEHTH HA Rb3pacT NoA 2 FONUHH.

Hudeximm

Cpo0Iasand ca Clyuad Ha cepHo3HH MHdeknuu (Cpe WwiH 6e3 HEYTPONEHMA), KOMTO B HAKOM Ciy4dn ca .
3ABEPUIBATH C JIETANICH H3XO/.

KoMOHHAIHA ¢ ADYTH CHCTEMHH IIPOTHBOPAKOBY TEPANHH

KyHuuYHKTE leD)"-IBaHHH Ha nazonauu® B XoMOuHAIWA C peduia APYTH NPOTHBOPAKOBH TEpamuu -
(BKIOYHTEIHO HAPHMED NEMeTpeKces, JanaTHHHO u neMOponn3yMal) ca npeKpaTeHy B PaHeH €ran nopa.uﬂ
OfaceHHs 3a TOBHINIEHA TOKCHYHOCT W/IAH CMBPTHOCT, H He € YCTaHoBeHa Ge3onacHa M epexTHBHA 1032 npy-
KOMOHHAIMA Ha Te3H JICYCHHA. -

bpeMEeHHOCT

[peaKMHHUIHHTE TPOYMBAHHA IIPH XHBOTHH €3 TOKA3AIM PEMPONLYKTHBHA TOKCHYHOCT (BK. TOUKa 5.3), AKO
Na30maHub ce npuiara 1o BpeMe Ha GPEMEHHOCT WIH aKo NAUMEHTKATa 3a0peMeHee TI0 BpEMe Ha JIe4eHHETOo C | |
nazonandd, OOTEHIHATHUAT PHCK 3a (eTyca Tpabpa na Gbae 0OSCHEH Ha MallMCHTKATa. JKeHH C NETEPOACH
noreRuHuan TpsOBa na ObJAT NOCHBETBAHHM Ja W30ATRAT 3a0peMeHsABaHe, AOKATO Ca HA JICICHHE © nazonasut
(Bx. TO49Ka 4.6).

BianMoaeHcTBEA

EAHOBPEMEHHOTO ficucHHe ¢ MOmEH HHxuGuropn Ha CYP3A4, P-rauxonporenna (P-gp) uiu HEET_@ﬂHma Ha




PE3NCTEHTHOCT Ha paK Ha repaara (BCRP) Tpabea fa ce u30Arsa NOpalH PrcKa OT NOBHIICHA €KCTIO3NLINA HA -
nazonaHuO (BXK. Touka 4.5). Tpabsa na ce oOmucny H3OOp Ha aATESPHATHBHH CBHITBTCTBALIM nercapc'rﬂeﬂn :
cpencTsa, Ges WiN ¢ MHUHMMANCH NOTeHpan 3a naxutupane Ha CYP3 A4, P-gp wm BCRP.

E/HOBPEMEHHOTO NcueHue ¢ muaykTopH Ha CYP3A4 tpsafBa na ce u3barsa mopagy pUCK OT HAMAJICHA
eKCTIO3HUMA Ha MTA30naHKG (Bx. TodKa 4.5). o

Ha6momasany ca cyday HA XHIEPITHKEMHs TIpH eIHOBPEMEHHO JEICHHE ¢ KETOKOHA30M. EXHOBPEMEHHOTO ™ - '

TMPHIIOMKECHHE Ha na3zonaHud ¢uc cjrﬁcrpam Ha YpUAHEAHGOCHATTIOKYPOHII

tpancdepasa 1A1 (UGT1A1) (wanp. HpuROTeKaH) TpAOBa Aa CTaBa ¢ NOBHUIEHO BHUMAHKE, THI KaTO
nazonannt e uAXHOHTOP HA UGT1A1 (BX. TOUKa 4.5).

Io BpeMe Ra JieHeHHE ¢ N1a30ITaHHb TPOBa fa ce #3bATEA NpHeMa Ha COK OT rpeHngpyT (BXK. TOUKa 4.3).

IloMOITTHM BeI2CTRA

To3u NeKapCTBeH MPOAYKT ChABKA ITO-MaIKo oT 1 mmol Harpuit (23 mg) Ha GunMHpana Tabnerka, T.e. MOXE .
Ra Ce XaXe, ve NMPAKTHICCKH HE ChABPKA HATPHMA. o

4.5 BaaumoaelicTBHE ¢ APYrH JEKAPCTBEHH NPOAYKTH H APYrH GopMH Ha B3auMoJelcTBHE
€KTH Ha feKa HH BB gazonaHub
In vitro IpOyYBaHM MOKa3BaT, Ye OKCHAATHBHMAT METaDONH3BM HA A30NaHNu0 B 4OBEIMKHTE qcpﬂo,upoﬁﬂﬁ

MHKDO30OMH ce Meauupa riiasHo oT CYP3A4, ¢ nesnayurenso ydacrue Ha CYP1A2 u CYP2CB. Ilopaau Tasy-
[IpH+HHA, HHXHOHTOpHTE B HHAykTOpHTe HA CYP3A4 Morar Aa POMEHAT MeTabony3Ma Ha a3onanud.

Huxubumopu pa CYP344, P-gp. BCRP
[Tazonaund e cyberpar 3a CYP3A4, P-gp u BCRP.

ExHOBpEMEHHOTO TIPIIOKEHHE Ha MazonaHu (400 mg bexusk AHEBHO) ¢ MowWHMA HHXUGHTOp Ha CYP3 Ad H.
P-gp, xerokonaszon (400 mg BemHbXK AHEBHO) 3a S MOCNEHOBATENHN AHH, € JOBEO N0 MOBHINABAHE C 66% u

45% Ha cpenuuTe CTOHHOCTH CHOTBETHO Ha AUCp.24) H Crax HA NA30MAHKO, B CpaBHEHHE ¢ NMPHIIOKEHHWE Ha
nazonamu6 camocrosTenmHo (400 mg BenHBXK AHEBHO 3a 7 Auu). CPaBHCHHA Ha bapMaKOKHHETHUHHTE
TOKa3aTeNy Ha Na3onaHut Cosx (HANTA30R Ha cpelHHU cTolnocTH 27,5 M0 58,1 pg/ml) u AUC .24 (AHANIA30H Ha
cpeHH CrofnocTd 48,7 o 1040 pg*h/ml) cnex npwioxenue Ha nasonaHu6 800 mg caMOCTOATENIHO W CIIEA .
MIPHJIOXKCHHE HA nasonanu6 400 mg mwnoc ketokonazon 400 mg (cpeAHa CTOHHOCT Ha Cuex 59,2 pg/ml, cpenna
crotiHocT ua AUC@24) 1300 pg*h/ml), nokassar 4e B NPHCHCTBHETO Ha MOIIEH HExuGHTop Ha CYP3A4 1 P+

gp, HaMaJABaHeTO Ha [103aTa Ha Nasonannd Ha 400 mg BeAHDK AHEBHO MDY MOBEYCTO MALMCHTH UIC ROBTAS no-
CHCTEMHA eKCTO3MUMA, OXOOHA Ha Ta3W, HaGmoKaBana ciel NpwiokeHue Ha nasonaHu® 800 mg Beanmk .

AHEBHO CamoCTOATeNnHO. Hskow naumeHTH o6ade MOraT Aa HMaT IIO-BHCOKA CHCTEMHA OKCHOIMINA Hd B
nasonaHub OT Ta3H, HAGMOoAABaHA Clie] npﬂnomenne Ha 800 mg nazonaHub cCaMOCTOATENHO.

EnHOBpeMEHHOTO NpHTOKEHKE Ha NA30MaHu0 ¢ apyrd Moy mxuburopn Ha CYP3A4 (Hanp. mpamﬁazm -

KJIAPHTPOMHLYH, aTaaHaBHp, HHIUHABUD, He(a3loNoH, HeldyHABHD, PHTOHABHD, CAKBHHABHUD, TEANTPOMULIKH,
BOPHKOHA3071) MOX<e Ja NOBHINA KOHLEHTpaluaTa Ha masonaHul. COKBT oT rpeindpyT ChabpiKa HHX no nTop

aa CYP3A4 1 CHIO MOYe /1a [IOBHIUM IUIA3MEHHTE KOHLIEHTPAIHH Ha Ma3onaHuo.

IMpanoxenneTo Ha 1 500 mg nanaTauG (cy6etpar B c1ab uaxuburop Ha CYP3A4 n P-gp, 1 MomeH HHXUO wror-" 2 :

aa BCRP) ¢ 800 mg nasonanub sofu no apubmasHrenno 50% no 60% noppmaeane Ha CpeHATa AUCpiH
Cuax Ha Na30MaHub, B cpaBHenMe ¢ npwioxerue camo Ha 800 mg nmasomanub. Mrxubuparero xa P-gp w/ mm‘_' |
BCRP ot nanaTHHHO, BEPOATHO AOMPHHACA 3a [IOBHIIEHATA EKCTIOUIMA Ha Na30onanuo. .

EaHOBpPEeMEHHOTO MPHIOKEHHE Ha Nasonanub ¢ uaxuburop Ha CYP3A4, P-gp 4 BCRP, xaro




JOBele A0 TIORHIIABAHE HA INIA3MEHUTE KOHLICHTPALIMY Ha [1a30NaHH0. EXHOBPEMEHHOTO IIPIIIOKEHHE C MUlﬂHH
HHXuOHTOpH HA P-gp vy BCRP cpino Moxe aa npoMeHH €KCNO3WLMATA M PaslIpeaeeHHeTo Ha nazonauuxo, -
BKITIOYHTEIHO H PA3NIpeICICHHETO B LiEHTpanHaTa HepeHa cucTeMa (LIHC).

ExHOBpeMEHHOTO NPUIOXKEHHE Ha NA30NaHHO ¢ MomeH HHXHOHTOD Ha CYP3A4 Tpsbea na ce H30arsa (B}l{ |

To4ka 4.4). AKO HAMa HA/THYHA MEAHLIMHCKY MPUEMIIMBA ATEPHATHBA Ha MolneH HHXHGuTop Ha CYP3A4, mph
eIHOBPEMEHHO TIPIITOKEHME, 2103aTa Ha najornaHub Tpabea aa ce Hamany Ha 400 mg 1HeBHo. B TakuBa Cydan
TpA0Ba BHHMATENHO N2 ¢¢ HaOmoAaBa 3a HeXKeNaHW PEAaKIMM M MOXe A2 c& OOMMCIH JONBIHHWTENHO.
HAMANABAHE HA J103aTa, aKo ¢a HaOmo#aBaHy HeXXelaHd peaklMyi, BE3MOXHO CBBP3aHH ¢ 1eKapCTBOTO. ’

KoMGHRANMATA ¢ MOIHH HHXKOHTOpH Ha P-gp min BCRP Tpa6Ba a ce 1364rsa, Wi Ce npenophysa H300p Ha'
ATTCPHATHBEH CHITBTCTBAIL JEKAPCTBEH IPOAYKT 6€3 HIH ¢ MHHMMaJIeH IOTEHLMAN 33 HHXubupaHe Ha P-gp Wiy |
BCRP. |

Hndvmqgu Ha CYP3A44, P-gp. BCRP
HMuapykropd Ha CYP3A4, xato pudaMimuH, MOTaT fa MOHIKAT INIa3MEHHTE KOHIIEHTpAllHH HA nazﬂnaHHG

EAHOBPEMEHHOTO MPHIOKEHHUE HA MA30TIaHNO ¢ MOLIHY WHEYKTOpH Ha P-gp win BCRP |
MOXe Ja MPOMEHH €KCIIO3HIMATA H pasnpeneeHHeTo Ha Ma3onaHud, BKITIOYHTEIHO 1 Pa3lIpeCCHUETO B HHC
ITpenopruBa ce H300p HA ANTEPHATHRHO CHITLTCTBAINO JICUEHHE €3 HITH ¢ :
MUHMMAJICH NTOTEHLMAT 32 MHAYKLMS HA €H3HM HIH TPaHCIOPTEp.

Edexry Ha nasonauud BepXy ApYIrH NeKapCTBeHH IPOIYKTH

In Vitro TPOY4BaHWS C YOBEINKH YePHORPOGHW MHKDO3OMH Ca NOKAa3anW, ue nasonann® MHXMOHpa CYP |
emsmmure 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2El. In vitro PXR TecT TIpH x0pa € nokasal TNOTEHLHAINA
HHAYKLEA Ha doBemkd CYP3A4, Kiunmuny dapMaKoIOTHYHH PoydBaHus ¢ MPHIOKeHHe Ha nasomanus 800
Mg BEAHBK AHEBHO Ca MOKA3a/H, Ye Na30naHud HAMa KNTHHHYHO 3HAYUM €(eKT BEpXY (papMaKOKHHETHKATA HA
xotdenH (Tectos cyberpar Ha CYPIA2), Bapdapus (Tectos cy6erpar #Ha CYP2C9), win omenpason (TecTos
cyberpar Ha CYP2C19) npu naumentu ¢ kapuzsom. [TasonaHub e nopen 10 MOBHIIABAHE C NpUOAUIHTENHO

30% Ha cpenaETe AUC 8 Crex H2 MET@305aM (TecTOB cYGeTpat Ha CYP3A4) M nopHilasane ¢ 33% A0 64% na
OTHOINEHHETO HAa KOHIEHTPALIMHTE Ha NeKkcrpoMerpodaH KbM AEKCTpO(aH B YPHHATa CIEd MEPOpaiHo
NpWIOKEHHE Ha IekcTpoMerpodan (rectoB cyberpar Ha CYP2D6). EaHOBpEeMEHHOTO NPHIOKEHUS Ha.
nazonanu6 800 mg BeawpX AHeBHO W Naxnurakcen 80 mg/m? (cy6erpar Ha CYP3A4 u CYP2C8) BEHH’B}E
CEIMUTHO € OBENIO 0 CPEAHO MOBHINABaHE ¢ 26% U 31%, cboTBeTHO HA AUC M Cumx Ha makyuTakces.

Bs3 ocHOBa Ha in vitro ICsp M in vivo croliHocTuTe Ha MNa3MeHaTa Cmax, MeTaOOMUTHTE HA IA30NAHHO

GSK 1268992 u GSK 1268997 morar Aa JOMpHHEcaT 3a HETHUA MHXHOUTOpEH edekT Ha Ma3omaHHO BBDXY
BCRP. B nomsiiHeHHe HA TOB3, HE MOe Aa ce u3kmoud uuxvbupase Ha BCRP u P-gp or nasonanudb B
[ACTPOMHTECTHHANHNSA TPAKT. EAHOBPEMEHHOTO MPHICKEHHE Ha MA30MaHUG ¢ APYrH NIepopalHK cyocTpaTi Ha
BCRP u P-gp tpsafsa ma ctasa ¢ NMOBHINEHO BHUMAHME. .

In vitro, nasonanuG e WHXHOMpa YOBEWIKRA TPAHCTIOPTHpaL opraHmyHK anHoHH noymnentun (OATP1B1). He_ -
MOXE Ja ce M3K/IIOYH, e nazonaHul e noenude apMakoOKMHETHKATa Ha cyﬁcrpa'rme Ha OATP1Bl1 (Hanp L
CTATHHH, BIKTE ,,EdexT Ha eqHOBpeMeHHaTa yHoTpeda Ha MazonaHu® W CHMBACTATHH” NO-A0JTY).

[Tazonmanub e Hmmﬁmop Ha €H3INMa ypn,unﬂnmboccpawnmxypomam tparcdepaza 1A1 (UGT1Al) in vitro. -
AXTHBHHAT MeraGomut Ha upuHOoTekan SN-38, ¢ cybGerpar ma OATPIBY u UGTIAL EXHOBPEMEHIOTO
npunokeHue Ha 400 mg nazonanu6 BefHLXK AHEBHO ¢ 250 mg/m’ nerykcrmab u 150 mg/m? UPUHOTEKAH BOAK
Ro npubmmprenso 20% MOBMINABAHE HA CHCTEMHATA €KCTIo3HIMA Ha SN-38. [TazonaHu® MOXE Aa WMa ITo-
TFOJIAMO BITASHHE BBPXY QUCNIO3HIMATa Ba SN-38 npH nuna ¢ UGT1A1*28 nonuMopdussM B CpaBHEHHE C Jmua-_f-

¢ anen or ,guB” thn ObGaue, reHorsrsT UGT1Al Be BuHard npefckaspa edekra Ha Na3onaHAG BEDXY

nucnosHipTra Ha SN-38. EQHOBpeMeHHOTO IPWIokeHHe Ha nasonanub cec cyberparu Ha UGT1Al rpabsa aa
CTAaBa C TIOBMILICHO BHAMaHHKE, o

EdexT Ha eTHOBpeMeHHATa YIIOTpeda Ha nasonaHud ¥ CHMBACTATHH
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EnnoBpeMeHHaTa ynotpeba Ha mazonanub ¥ CHMBACTATMH YBEJTHYABa CIHYYaWTe Ha MOBHIaBaHe Ha AJIAT.
Pesynrarute OT METa-aHAMN3, H3NO3Ba COOpPHM AaHHH OT KIIWHHYHH NPOYy9IBaHUy C nazonaHuo, moKasear, ye
AJIAT>3 metu ITH ce goknansa npu 126/895 (14%) oT nauueHTHTe, KOHTO HE Ca yIoTpeOSBaNy CTaTHHI, B
cpasHeHue ¢ 11/41 (27%) OT nauueHTHTE, KOHTO ca ynoTpebaBany eAHOBpeMeHHo cumpacTaThH (p=0,038). AI(D

. MAUMEHT, NpHeMan] ¢IHOBPEMEHHO CHMBACTATHH, 15
passHe nosumasane Ha AJIAT, cnenpaiiTe yxkasaHuaTa 3a Z03HPOBKA Ha Ma30mauud K NpeKpaTeTe npnema Ha__' -
CHMBAcTaTHH (BX. TOUKa 4.4). B nombanenue, eqHOBpEMeHHaTa ynoTpeba Ha nasonaHud u -
APYTH CTATHHH TPAOBA Ja C& OCHINECTBABA C MOBHIICHO BHHUMAHHE, ThH KaTO IOHACTOSHICM HAMA HEUTHIIHH |

JOCTATHYHO AAHHM, 34 Ja Ce OLCHM BAMSHMEeTO MM BEpXy HuBara Ha AJIAT. He ¢ mxmodeHo mazonaHuo na
nopiuse (PapMaKOKMHETHKATA HA JPYTH CTATHHM (Hanp. aTOPBAaCTATHH, (yBacTaTHH, npanacramn,

pocynac'ram)
Edexr Ha XpaHaTa BePXY HasonaHubd

TpunoxeHHeTo Ha masonaHn6 ¢ xpaHa Gorara wiM GeaHa Ha MasHHHHM BOIM O NPHOMM3MTENHO 2 ﬂ'hTPj |
nopumapade Ha AUC d Cuex. ITopanu TasH npruKHA, Nazonanud Tpadba Ja ce npueMa HaH-Manko | gac npeay
WY 2 9aca ¢nex XpaHeHe. o

JlexapcTBeHH MPOIYKTH, nosuimasany pH B croMaxa

EZHOBDEMEHHOTO MPHIOXEHME HA TMA30NaHub ¢ e30Menpa3osl HaMalsBa OHOHAIMYIHOCTTA Ha HHSOHﬂHHG ‘3_
npubmaTento 40% (AUC H Cmax) H €MHOBPEMEHHOTO TPHIOKCHHE Ha MasomaHHD ¢ nexaperea, KOHTO
nopumasat pH B cromaxa, TpabBa ma ce H36arBa. AKO ¢IHOBpPEMEHHATa ynorpe6a Ha HMHXHOMTOP Ha
nporonsara noMna (PPI) ¢ reo6xonuMo no MeaVITHHCKH NOKa3aHH4, C€ NPENopBIBa N03aTa HA Nasolan né na
ce mpHeMa 6e3 XpaHa BeIHbK JHEBHO Beuep, eMHOBPEMEHHO ¢ MHHXHOHTOpa Ha npoToHHaTa noMmna (PPL). AKO'
eXHOBPEMEHHOTO NPHIOKeHHe Ha H2-penenToped aHTaroHACT € HeOOXONHMO MO MEAMUMHCKH MOKAa3aHMs,
nasonanub TpaGBa ma ce mpHeMa Oe3 XxpaHa moxe 2 4aca npead Wik none 10 daca cned nosara Ha H2-
peLienTopHAs aHTaroHucT. [Tasonann6 Tpabsa na ce npueMa noHe 1 4ac mpeaw WM 2 vaca cien npnmxceﬂue )
Ha KpaTKoOelCTBallH aHTHAUMAH. [IpenopbkuTe 3a Ha4MHA HA SAHOBPEMEHHO NIPHIOKEHHE Ha HHXUOUTOPH Ha

mporoHHaTa nomna (PPIs) # H2-peLienTOpKHA aHTArOHKCTH Ce OCHOBABAT HA GM3MONOTHYHH ChOOP&KEHNS.

4.6 DepTRIANTET, GPEMEHHOCT H KbPMEHE

BpemennocT/KoHTpalenis mpy Mbike ¥ KeHH

Hsma KOCTaTHIHO A3HHHM 33 NPHIIOKESHHETO Ha Ma3onaHul npu OpeMeHHH xerH, [IpoyusaHuaTa NNPH XKHBOTHH
ca MOKa3aly penpoAyKTHBHA TOKCHYHOCT (BK. To9ka 3.3). ITOTEHUMATHHAT PHCK TIPH XOpa HE € H3BCCTEH.

[Mazonanu® He TpAGBa Ja ce mpHeMa 1o BpeMe Ha OpEMEHHOCT, OCBEH AK0 KITHHHYHOTO ChCTOAHME HA }Ee:HaTa-'

He W3HCKBA IEYeHHE ¢ [1a30TIaHKG. AKO na3onaHub ce IPHIara 1o BpeMe Ha GPeMEHHOCT, I aKO NAUNEHTKATa

safpemenee Mo BpEMe Ha NeMeHHe ¢ TA30NaHK0, NOTEHLMANHASAT PHCK 33 IWIona Tpabsa A2 Obae 0b6acHeH HA |
NalMCHTKATA., |

KeHure ¢ II;GTB]JO,IIEH NOTeHLHAaT TpAOBa A3 OBAAT NOCHBETBAHH JIa H3MOJI3BAT NOAXOAAIIRA KOHT]JEIIBIII.[HH no'
BpPEME Ha JICYEHHETO M B IIPOXBIDKEHHE HA [IOHE 2 CEIMHIM CIeA pHeMa Ha NOCICAHAaTa 4032 nalonaryd, u ,ua_ |
u36arear 3a0peMeHABAHE 110 BpeMe Ha JIeUeHHETO ¢ na3onaHud.

TTanpenTHTE OT MBXKH NON (BKIIOUHTEIHO TE3H C Ba3eKTOMIR) TpA0Ba A2 U3NOM3BAT NPE3epBATHBH 10 BDC ME
Ha TIOJIOB KT, A0KATO IIPHEMAT Na30MaHu0, H B NPOIKDKEHNE Ha NIOHE 2 CSAMULM Ce] MpHeMa Ha IOCIICAHATA.
n03a nazonanmO, 3a Ja ce H30ErHe MOTeBIMAHA E€KCIIO3HMIHA Ha JICKAPCTBCHHMA NPOAYKT HA ﬁpweﬂﬂa

NapTHEOPKA H Ha NapTHHOPKA C PENPOAYKTHBEH OTCHLHAI.

KepMeHe

Be30nacHOCTTa NPH NIPHIOKESHWE Ha Na30Manub no BpeMe Ha KbpMeHe He € nmpoyueHa. He ¢ H3BECTHO any




33 eKCKpElHATA Ha Na3onaHHd B JKHBOTHHCKOTC MiAKo. He Moke ha ce M3KIIOMH PUCK 33 KBpMadeTo. -
KbspMmerero Tpa6Ba Ia ce IPEKBCHE NI0 BpeMe Ha JiedcHHUe ¢ na3onaH#uo.

QEePTHIHTET

[TpoyuBaHus MpH XKHUBOTHH [TOKA3ZBAT, 9¢ MBKKHUAT H XEHCKHMAT QEPTHIHTET MOTAT Ja C€ TIOBIHAAT OT JICHCHHE |
¢ masonanub (BxK. TOuKa 5.3). |

4.7 EdjexTE BBpXY cniocobnocrra 3a wiodHpaHe H padbora ¢ MAINHHH

Masonauu6 PapmacaifbHC HE MORIMABA HIH MORIHABA TpeHeOpekHMO criocobHOCTTA 32 IoQHpaHe H paborta -
¢ MamuHH. PapMakoIOrHUYHHTE CBOMCTBA Ha MasonaHW® He rpeanojaraT BpeaHO BIHAHME BBPXY TC3H

aeitrocty. TTpH olieHKa Ha cIOCOGHOCTTA Ha MAIMEHTA 33 H3BBPIIBAHE HA NSKHOCTH, KOWTO M3HCKBAT MPEHCHKA,
NBHTATCITHA WIY KOTHUTHBHH CTiocOOHOCTH, TpAOBa fia ce MMAaT NpelBHA KIHMHHYHHA CTATYC Ha MalMeHTa H .
npodHia Ha HeXeENaHW peakiMy Ha masomanub. [laupenTure Tpabpa ma wsbsrear modupare WM padota ¢
MaIIHHH, AKO € TyBCTBAT 3aMasiHH, YMOPEHH HIH cialu. -

4.8 Hemenann JEKAPCTBEHH pPeaKUHH

Pesome Ha mpoduiia Ha 6e30nacHOCT

C6opHUTe IaHHH OT OCHOBHOTO IIpoyyBane npH 6n6peunoknersyeH kapuuHoM (RCC) (VEG105192, n=290),
pasmmpenoro mpoyysase (VEG107769, n=71), nomkpemsamoro npoyusase ¢asa II (VEG102616, n=225) n
paHZOMH3UPAHOTO, OTKPHTO, NapaneitHorpynoso dasa Il nenrndepropHo npoyusane (VEG108844, n=5 >7),ca
'OLEHEHH B IMJOCTHATA OLECHKA Ha Ge3omacHocTra H MOHOCHMOCTTa Ha maszonaHu® (obmo n=1 149) npy.
YYACTHUIH ¢ OBOPSIHOKNICTHYEH KAPIMUHOM (BK. ToUKa 5.1). |

 CGOpHHTE JAaHHH OT OCHOBHOTO TpOYHBAaHE MpH capkoM Ha Mekute Thbkamu (STS) (VEG110727, n=369) H'f o

MOZIKPENIAIOTO NMpoyaBare daza [T (VEG20002, n=142) ca olieHeHH B IWIOCTHATA OLIEHKa Ha GesonachocTran

OHOCHMOCTTA Ha Ma3onanub (06Ia momynamms 3a 6esonacHocT n=382) npw yyacTHuuH che STS (k. Toq_ﬂ:-:i
5.1).

Hali-Ba<HATE CEPHO3HM HEXENAHN PeaKiyH, YCTaHOBeHH B npoyuBaHuaTa npH RCC u STS ca 01y npexoaeH -
HCXeMWICH MPHCTHI, ACXEMHYIECH HHCYJIT, HCXEMHA Ha MHOKapZAa, MHOKapACH H MO3BYCH WHPAPKT, CBpACYHZ -
muchYHKINSA, FacTPOHHTECTHHANHA Nepdopalns | ducTyna, ymeixkasane Ha QT urrepsana, Torsade de Pointes
H GesoapoOeH, rACTPOMHTECTAHAICH H MO3BYEH KPBBOHIHB. BCHIKN HEXENaHA PEaKiMH €2 ChOOILIaBAHI TIPH
<1% OT NexyBaHHTe TAOHCHTH. JPYrH BaKHH CEPHO3HU HEXKENAHH JICKAPCTBCHH DPEAKIMH, YyCTAHOBCGHH B
npoyueaHusTa npH STS, BKMOYBaT BEHO3HH TpoMOoeMOONAUYHH CHOMTHA, AABOKAMEDHA AMCOYHKLHA M
MHEBMOTOPAKC. .

JletanauTe cHOHTHA, MMPHETH KATO BH3MOKHO CBBP3aHH C 11230NaHHO, Ca BIUIOYBAIH raCTPOMHTECTHUHAICH -
KpPBBOM3IINB, 6enoapobeH KpPhBOHAUTHB/ XEMONTH3a, OTKIOHEHHA B YepHoNpobHaTa (QyHKIMA, HHTCCTUHAIHA

riepdopaliia H HCXEMHYCH HHCYIIT.

Haif-uecTHTe HexenaHw peaxkipin (HaGironapaHH npy HaH-Majiko 10% OT DaUMEHTHTE) OT BCAKa CTEMCH B
npoyusanuaTa Ipu RCC u STS ca BKmOYBAIH: ARapHsi, TIPOMAHA B IBeTa HA KOCATa, XHIIOHIMEHTaluA Ha

KOXKATa, ekchOINaTHBEH OGPHB, XHIIEPTOHN!A, rafeHe, TIaBoboNHe, yMOpa, aHODEKCHA, ITOBPBILAHE, AHCIeyINs, -

CTOMATUT, TIOHHXKABAHe Ha TErnoTo, GoNKa, MOBMIIEHA ANaHWH aMHHoTpaHCdepasa M MOBHIIEHA acHapTaT
- aMHHOTpaHc(epasa.

HexenaHuTe JeKapCTBEHM PeakLHH OT BCHYKH CTENeHH, chobimapany npy gruata ¢ RCC u STS nin no speme
HA TIOCTMAPKETHHIOBHA NEPHOJK, ¢a H3GPOEHH MO-AOTY IO CHCTEMO-OPTAHHH KJIACOBE, N0 YECTOTA M CTENCH Ha

Texect chrnacHo MedDRA. 3a KIacHQUKALIATA 110 YECTOTA € M3ION3BAHA CIEHATA KOHBEHLHA: MHOTO YeCTH ~ .

(21/10); uectr (21/100 po <1/10); vewectn (21/1 000 ao <1/100); peaxu (21/10 000 xo <1/1 000); MuOTO PEAKHA
(<1/10 000); ¢ HemsBeCTHA HecTOTa (OT HANWYHMTE IaHHN He MOXe 1a Oblle HanpaBeHa OLICHKA).
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Kareropudre ca onpefenesu no abcomoTHaTa 96CT0Ta B JAHHHTE OT KIIHHHYIHY W3THTBAHNA. OueHeRN ¢a ChlD

¥ NIOCTMapKETHHTOBHTE JAHHH 3a 0e30macHOCTTa M NMOHOCHMOCTT OT BCHYKM KIMHHMHU TIPOYHBaHWA L
[A30NAHHG H OT CIIONTAHEY chobGmeHus. B1B BoAKA TPyNa 110 CHCTEMO~ OPIaHHH KIACOBE, HEMKENAHATE PEaKUMN - -
¢ e/IHAXBA YECTOTA ¢4 MPEACTABSHH B HU3XONSI pell N0 OTHOICHHE Ha TAXHATA CCPHO3HOCT. .

CiMchk Ha HeXeJIaHHUTE DEaKUivy B TabjandeH BHA

Tabnuma 2  HemenSHR pPeaKiMy, CBHP3AMH C JMEHWETO, CHOGUIEHH B NPOYMBAHHATA upn
6L6peanokaersaeH KapuaHoM (n=1149) HiH 10 BpeMe HA NOCTMAPKETHHIOBUNH NEPHOX o |

CHETEMO-0p — Hexkenann peaKuyn Benvxu Crenen 3 Crenen 4
KIaCORe crennend 0| n (%) n (%)
e 1w
| Hudexuun (CvC dan C C C
6e3 HeyTponeHus)t HEH3BECTHZ | HEH3BECTHA | HEH3BECTHA
Hujexunn | deCTOTa | 4ecToTa HeCToTa
| HH(ECTALHH —} Hndexuna na pedupre | 1 (<1%) 0 40
| Hadexumoses 1 (<1%) 0 0
NCPUTOHAT
Heomwnazms - TymopHa Oonka 1 (<1%) 1 (<1%)]) 4,
nodpoxayecTBEHH,
3AOKAMECTBEHH "
HeonpeneneHd (BKI
KHCTH R NOJIHOH) k
| TpomGowmronenna | 80 (1%) | 10(<1%) | 5(<1%)
Heyrponeuns 79 {7%) 20 (2%) 4 (<1%)
| Jlenkonenus 163 (5%) 3 (<1%) T 0 |
| HeuectH TTonuupTeMHs 6(0,03%) |1 0
Hapymenns wal Pelxs T TpomBoTnusa C C C
KPBLBTA H AAMOPHATA MHKpPOSHTROTIATHA HEHIBECTHA | HEM3IBECTHA | HCH3BCCTHA
CHCTEM? (BKJIFOUMUTEITHO YeCToTa YeCTOTa yecToTa
TpoMOOTHYHA "
| | TPOMGOLHTONERHEYHA
{ TypHypa ¥
XeMOTHTHYEH
T o - ypeMudeH CHEApoM) T
Hapywenan Ha YecrH XUIOTHPEOUIUI M 83 (7%) 1 (<1%) 0 |
eHIOKPHHHATA
| cHcTema _
Muoro uectu | Hamanen anerut® 317 (28%) | 14 (1%) 0 |
| Xunodocharemus 21 (2%) 17 (<1%) 0
Hapymneuns Hexunparatms 16 (1%) 5 (<1%) 0
MeTaborn3mMa ‘ XHUTToMarHe3HeMHus t 10 (<1%) O K |
XpaHeHeTo — |
C T «] € C C |
[H&HBBM& YMOp-TIU3UC CHEAPOM ™| 4o ismecTH | HewIBeCTHA | HEW3BECTHA
i . 4eCTOTA _| ecToTa 4ecTOTa } dectora_
HcHXHIHN YecrH Be3cuhue 30 {(3%) 0 D
HApYHICHHS |
Muoro gectu | Jucreysua® 1254 (22%) | 1(<1%)
| [ TaBoGONHe 122 (11%) | 11 (<1%)
Yecrn 3aMasHOCT 55 (5%) 3 (<1%)
JleTaprus 30 (3%) 3 (<1%)
| [Mapecresus 20 (2%) 2 (<1%)
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| Tlepuepra cerzopaa | 17 (1%) | O 0
___| HeBponarua _ J
HeuecTH Xumoecresns 8 (<1%) 0 0
. TpansuTopHa 7 (<1%) | 4 (<1%) 0
| | HCXeMHYHa aTaKa |
Hapymennn . ChHIMBOCT l 3 (<1%) 1 (<1%) 0 |
| HEPBHATA CHCTEMA | [{epeGposackynapeH 2 (<1%) | 1 (<1%) 1 (<1%)
HHIIAEHT |
- o HcxeMHuer HHCYNT 2(<1%) |0 1 1(<1%)
Peaxu CuHIpOM Ha C C C |
| | IOCTEPHOPHA 00paTHMa | HEH3BECTHA | HCHM3BECTHA HEW3BECTHA
| enuedanonarys/ qecToTa 4ecToTa YyecToTa
CHHIpoM Ha oOpaTHMa)
OCTEpHOPHA
i neskoennedanomaruay
:
Yectw [ 3amurieHo 3penue 19 (2%) 1 (<1%) 0
| Hewecrn OrneneaHe Ha 1 (<1%) 1 (<1%) 0
H _perunaraf |
e M PasKbcBaHe Ha T(<1%) | 1(<1%) |0
| petuHaTat J
[TpoMsHa B 1[BETA HA 4 (<1%) 0 0
_ R _ MUTJIHTE _

I | | Heuecrn Bpamukapaus | 6 (<1%) 0 0
Cupresnn | Muoxapnen undapxr | 5(<1%) [ 1(<1%) | 4(<1%)
HApYIIeHHS Crpneuna nuchyrxmms’ | 4 (<1%) 1 (<1%) 0

l _ _ | N o Hcxemus 5a muokapaa | 3 (<1%) | 1{<1%) 0 .

MHOTr¢ 9ecTH T XWnepToHns 473 (41%) | 115(10%) | 1(<1%)
Yectn lopemy BLAHH 16 (1%) 0 0
Bexo3Ho 13 (1%) 6 (<1%) 7 (<1%:)
| ! TpoMGoeMOONHIHO
Cba0BH HEpYUICHHSA | crluTHE® {
3aueppABaHE 12 (1%) 0 0
Heuectn Xuriepronwuna kpu3a | 6 (<1%) 0 2 (<1%)
| | Kpeeonziue 1 (<1%) |0 0
Penxu AHEBpH3IMH H C C C
apTepHalHi HEH3BECTHa | HEM3BECTHa | HEM3BECTHA
, HACEKALIMHT YeCToTa 4eCTOTa yecToTa .
| Uecn | Emicrakcic 50 (4%) 1 (<1%) 0
Jnchonus 48 (4%) 0 0 .
| [ucrHes | 42 (4%) 8 (<1%) 1 (<1%)
Pec o XemonTHsa 15 (1%) 1 (<1%) 0 o
rpbnzgﬂ PHH, o Heuectn | Puropes 8(<1%) 0 IC
MeIHACTRHAIHA Benonpobex 2 (<1%) 0 0
e — KPBBOHINIHE
by | [TReBMOTOpPAKC (<1%) |0 L
Penxu | HerepcTuLmanta C C C -
Oenoapobua HEHM3BECTHA | HEM3BECTHA | HEM3BECTHA
- _ _ i Sonecr/nHeBMOHMTY YeCTOTa | uecrota qeCTOTA
| | MEoro uectn JHapus 614 (53%) | 65 (6%) 2 (<1%)
| 'anexe 386 (34%) | 14 (1%) 1
TTospbiliaHe 225 (20%) | 18 (2%) 1 (<1%)
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KopemHa bonka® 139 (12%) [ 15 (1%) 0
YecrH CTOMATHT 96 (8%) | 4 (<1%) 0
Hucnencus 83 (7%) 2 (<1%) 0
OnaryneHups | 43 (4%) 190 0
AOGzoMHHATHA 36 (3%) | 2 (<1%)}) 0
' | IMCTeH3MA
Ynuepauus B ycrata | 28 (2%) 3(<1%) 10
"Cyxora B ycrara 27(2%) | 0 0
Heuectu TTankpeaTHT 8 (<1% 4 (<1%) 0
PextanecH Kphaamnn- {8 (<1 %; 2 (<1%) 0
XeMaroxesnd 6(<1%) |0 0
["acTpounTecTRHaneH | 4 (<1%) 2 {<1%) 0
| KPBHBOU3IHB
MerneHa 4(<1%) | 1(<1%) 0
[TopuiieHa 3 (<1%) 0 0
| IEpUCTAIITHKA _ ~
E:;::j:iﬂl;qpeﬂ““ AHaneH KpHBOH3ITHB 2 (<1%) 0 0
Ilepdoparud Ha 2 (<1%) 1 (<1%) 0
nebenoro 4epBo
l KpseonzmB oryctata | 2(<1%) |0 1 0
KpBbBOH3NHB OT 2 (<1%) 1 (<1%) 0
ropHara qacT  Ha
racTPOHHTECTHHANHMA
| TPaKT . A
| EHTepOKYTaHHA 1 (<1%) ) 0
ducTyna |
XemaTeMesa 1 (<1%) 0 | 0
XeMOpOHTIATICH 1 (<1%) 0 0
| KpBEBOM3NHB
[lepdopanva Ha 1 (<1%) 0 1 (<1%)
HcyMa - .
| KpbBOH3IHB OT 1 (<1%) 0 0
| XpaHompoBOAa
PerponepuronecaneH 1 (<1%) 0 0
_ _ | KPBBOM3/IHB |
Yectu XumepounupyOuH- 38 (3%) 2 (<1%,) 1 (<1%)
eMHUA |
AbGHOpMH2 29 (3%) 13 (1%) 2 (<1%)
gyepHOApoOHa QyHKIMA ' |
I_ XenaToTOKCHIHOCT 18 (2%) [11 (<1%) 2(<1%)
XenaToOWIapui o ooy JKeTeRnLA 3(<1%) | 1 (<1%) [0 '
HAPYHIEHHA
JlexkapcrBeHO 2 (<1%) 2 (<1%) 0
HHAYIHPAHO
yepHOAPOOHO
| YBpEKIAHE
YepHoapobua 1 (<1%) 0 1 (<1%)
| HEIOCTATHYHOCT
Muoro gecti | [IpoMsHa B IBETA H2 404 (35%) 1 (<1%) 0
KOCaTa
CHHIpOM Ha 206 (18%) | 39 (3%) 0
maJMapHO-TUIaHTapHa
| epuTpoAM3ECTE3UA
| Anonerss 130 (11%) | 0
| O6puE 129 (11%) | 7 (<1%)




[ Yecru Koxua 52 (5%) 0 0
XHMIONHArMEHTALA "
| | _Cyxa xoxa 50 (4%) 10 0
Crpbex 29 (3%) 0 [0
EpureM 25 (2%) 0 0
| | Koxrm %1(2%) [0 0
JeTTIrMEHTALHSA |
Hapymenus nal, | Xumepxuxposa _J17(d%) |0 0
KOXKATA u' Heqect Hapymenus ga 11 (<1%) 0 0
MOAKOXKHATSE THKAH HOKTHUTE _ |
KoxHa ekconralus 10 (<1%) 0 0
Peaximsa Ha 7 (<1%) 0 0
| ' | gorouyscrenTentocr |
EpuremeH 06puB 6 (<1%) 0 | 0
Hapymienue Ha 5 (<1%) 0 0
, | KO’KaTa ) |
| MaxynoseH 0OpHB 4 (<1%) 0 0
‘ Copbsn 00pHB 3 (<1%) 0 0
BesukynoseH oOpHE 3 (<1%) | 0 0
i | I'enepanusypan 2 (<1%) 1 (<1%) 0
| cppbex
Tenepamuzapan obpus | 2(<1%) |0 0
| | TTamynoseHn obpus 2 (<1%) 0 0
| TinaTapen epHTEM 1(<1%) |0 [0
Koxen ynxyct C C C ]
. HEH3BeCTHA | HEHM3BECTHA | HEM3BECTHR |
! [ YeCcTOTa | yecroTa yecrora
Hapymenus Ha| HYectH Emanm;l 43 (ﬁ%:) 8 (<1%) 0
MYCKYJHO- Muanrus 35 3%) 2 (<1%) 0
| CKeNeTHATA cnc'reuar___ _ MyckyJTHH cria3Mu 25 (2%) ] 0 0
R cbheIHHHTeIHATA| HegecT MyCKyTHO-CKEIeTHA 9 (<1%) 1 (<1%) 0
TbhbKaH OoJIKa
| Hapymenns ua | Muoro uectn | IlpoTenHypus 135 (12%) L32 (3%) 0
0LOpeunTe H| Heuectn | Kpbpowznus or 1 (<1%) 0 0
NHKOUHHTE IFETAMA MHKOYHHUTE THTHILA
| Hapymenus ,,,l'ﬁéqecm Menoparus (3(<1%) |0 0
| BB3pPOU3IBOAHTENH | Braranuimes 3 (<1%) 0 10
ATA CHCTEMS H | KPBBOH3JIHB | _
rLpaarTs Merpoparss 1(<1%) |0 0 -
| MHoro gecth | YMopa 415 (36%) | 65 (6%) 1 (<1%)
Yectn Bp3paicHue Ha 86 (7%) 5 (<1%) 0 |
| | JIUTABHLIATE | 1 |
O6umu HapymenHs H AcTenns 82 (7%) 20 (2%) | 1(<1%)
epeKTH HA MACTOTO Enem® 72 (6%) 1 (<1%) 0
| B# TPRIOHERHE - [ Bonxa B repmute 18Q2%) [2(<1%) |0
| Hewecrn | Brpucane 3 (<1%) |0 0
- Hapymenus Ha 1 (<1%) 0 0
_ ‘ JIHTABHLHTE |
[ | [losumapaHe Ha
MBHOro wecTH | anaHuH- 246 (21%) | 84 (7%)
aMHHOTpaHc(pepasara
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[ToBuillapaHe Ha 211 (18%) | 51 (4%) 10 (<1%)
acnaprar- -

H3cuaeasaHusa

aMHMHOTpaHC(epalaTa

L
I[ToHumxapage HA

TEIJIOTO

96 (8%)

7 (<1%)

0

[ Tiosnmasane HA

| GrnmpyOuHa B KPEETA

161 (5%)

6 (<1%)

1(<1%)

Ilopumasane Ha
| KpeaTHHHHA B KPHBTA

55 (5%)

3 (<1%)

o

IToBuiIaBaHE HA
nMna3aTa

51 (4%)

21 (2%)

T7(<1%)

Toumwxapane Ha 6pos
Ha  Oemure Kpbﬂﬂpﬂ

KneTKn

51 (4%)

3 (<1%)

0

'— =
[Topumasa”e Ha

THPOMA- CTHMYTHPAIINA
| XOpMOH B KPBBTa

-y

36 (3%)

IToprmaBaHe Ha
aMIIaA3aTa

35 (3%)

| 7 (<1%)

ITopumapaHe Ha raMa-
TTYTaMII

| Tpancepasara

31 (3%)

9 (<1%)
]

ITosuniapase Ha
KpBHBHOTO HAlAraHe

15 (1%)

2 (<1%)

| TTosK1IgBaHE HA
 ypesTa B KpBBTa

12 (1%)

| 1 (<1%)

OTKIOReEHS B

| yepHOAPOOHHTE
(PYHKIHOHAIHHE TECTOBE

12 (1%)

6 (<1%)

[ (<1%]

[lopuiiapane Ha
l yepHoApoGHATE EH3HMH

11 (<1%)

4 (<1%)

3(<1%)

TToHIOKaBAHE HA
KPBBHATA 38Xap

7 (<1%)

O

1 (<1%)

VabnmkapaHe Ha QT
HHTEpBana Ha

eJICKTpoXapayorpaMa

7 (<1%)

2 (<1%)

(

IToBHINABaHE HA
CaMHHA3HTE

7 (<1%)

1 (<1%)

OTknoHeHHs B
THPSOHIHNUTE

G YHKLMOHATTHHA
| TECTOBE

3 (<1%)

—

I[HosuiiapaHe Ha
NRACTONHOTO
HIATAHE

KPBBHO)|

2 (<1%)

[TosuniaBaHe Ha
CHCTONMHOTO

I{]J'BBHO‘

1(<1%)

] HaJATaHE

17

. " . . . i g . .
. ; L . .
T S S S - . . Co e
PR T e, ot R .. - .
. - ™ .. - e a . o L .



YHexenana peakiysi, CBEp3aHa ¢ IEICHHETO, cro0meHa o BpeMe Ha nocrmapnenmrbﬂna nepuon
(cTIOHTAHHH CHOOMEHUA K CSPHOIHM HOKENAHU PAKIMKY OT BCHUKH KIHHHYHW IPOYUBAHUA C nazonaHud).

KoMOHHMpaHAu ca CICAHHTE TEPMUHU;

*Hexelauy peakuH, CBBP3aHH C JICIEHHETO, CHOONIABAHH CaMO MO BPEME HA NOCTMAPKETHHTOBHA T1CD HOA.

Or HaMMuUuATe JAHHN He MOXe fa Opac HapaBeHa OUCHKA Ha 9e€CTOTaTa.
a Kopemna 60nka, xopeMHa 60/ka B ropHaTa ¥ kopeMHa Oonka B 10J1HATA YacT Ha KOpeMa
b Exem, nepudeped eneM, eAeM Ha OUHTe, JIOKATHIHPAH SAEM H €ICM Ha JIHIETO
¢ Jucreysus, arcysia H XHIIOrey3HA

d ITonwkaBaHe Ha Opoa Ha O¢ATe KPHBHH KIETKH, MOHWKAaBaHe HA
Ha Opos Ha NEBKOUMTHTE

e [ToHKeH aneTUT H aHOPEKCHA

f Ceppaeuna qucyHKLUEA, IEBOKaMEPHa AMCOYHKIHA, ChpAEYHA HEAOCTATBIHOCT H PECTPHKTHBHA

KapAHOMHOHATHA

g Berosto TpoMBoemGommano cpiHTHE, ABnG0Ka BeHo3HA TpoMbo3a, GenonpodeH eMOOJIU3BM H

TpombO3a

6pos Ha HEYTpOoQHIHTE H MOHIKABAHE

HeyrponeHna, TpoMOOLHTONEHHA H CHHAPOM HA NaIMapHO-IUIAHTApHA CPUTPOIH3CCTCIHA €A Habmonasans
[10-%eCTO MPHA NAUHACHTH OT M3TOYHOA3NATCKHA NPOHIXOM. |

TaGanna 3: Hexeasns peaKkuyn, CBbP3aHH € JCHeHHETO, ChobeHn B NPOYBAHNSATA NPH CapKOM Ha.
MeKHTE ThKAHH (n=382) niu no BpeMe Ha HOCTMAPKEeTHHIOBHSA NePHON |

)

CHeTeMo-opragHs YecroTa Hexenann peaxund | Benuks C'rfnen 3 Crneneu 4
KIACOBE (BCHYKRH cremeHH N n (%) n (%) L
- _joveneny) (Vo) 1 N o
Hudexuu n| Yectn Wudexuus na peauare | 4 (1%) 0 0 i
HHpecTanHn | -
Heomrazmu- MBHoro uectH | TymopHa 6onka 121 (32%) | 32 (8%) 0 o
NOOpOKAUECTBEHH, -
IMOKAYECTBEHH H -
HeonpeneaeHH (BKA. o
KHCTH H Sy
l AOJNHITH) o i
MHoro gecTH | JIeBroneHud 106 (44%) | 3 (1%) 0
TpoMOoUHTONCHHAS | 86 (36%) 7 (3%) 2 (<1%)
Heyrpornenns 79 (33%) 10 (4%) 0
Heuects | TpomboTHuHa 1 (<1%) 1(<1%) |0
Hapymenns Hal MHKPOAHTHOTIATHS
KPBLBTA H AUMPHATA (BKITIOUHTENTHO
cHcTema’ TpoMOOTH A
TPOMOOIHTONEHUTHA
NypHypa M XeMOJTHTHYEH
ypeMU4eH CHHIPOM)
Hapymeuud Ha! Hecru XUIOTHPSOUAUIBM 18 (3%) 0 0
eHJOKPHHHATA
CHCTEMS | . .
MHOro uecTH | HamaleH aneTyT | 108 (28%) 112 (3%) 0
Xumoan6ymuHeMua’ 81 (34%) | 2(<1%) 0
Hapywenua nal HYectn Jexunparaims 4 (1%) 2 (1%) Q
MeTaboIHIMa H| Heuectn XHINOMaTrHE3HEMHA 1 (<1%) 0 0
XPAHEHETO | C TyMop-NTH3HC C C C
HEH3BECTHa | CHHIApOM™ HEH3BECTHA | HEH3BECTHA | HEM3BECTHA
. YECTOTa yecTOTa 4yeCcToTa
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HcuxnyHH YecTH BescsHue 5 (1%) 1 (<1%) 0
HApPYIIeHHS |
ﬁmw uecTH | JIncreysus 79(21%) 10 0
I'naBobonne 54 (14% 2 (<1%) 0
| YectH [Tepudepna cenzopra | 30 (8%) 1 (<1%) 0
Hapymenuns  ®=a HCBpOMaTHA
HepBHATA CHCTeMA | 3aMadHOCT 115 (4%) 0 0
Hevecrn CHHIHBOCT 3 (<1%) 0 0
IMapecresns 1(<1%) |0 0
Moabuen undapkT 1 {(<1%) Q 1 (<1%)
Hapymenns Ha| Yectn 3aMBIIIEHO 3peHHE 15(4%) 0 0
OYHTE
Yectn Copreuna nuchynxuma®| 21 (5%) 3 (<1%) ] (<1%)
Conpaeunn JlepokaMepHa | 13 (3%) 3 (<1%) 0
HapYIIeHHUN ITHCPYHKIHA
J bpanuxapnus 4 (1%) 0 0
| Heuectu MuoxapaeH HHpapKT 3 1 (<1%) 0 0
MHoro qecTy | XHTICPTOHMS _ 152 (40%) [26(7%) |0
YHectH BeHO3HO 13 (3%) 4 (1%) 5 (1%)
TpoMGoeMOOIHIHO
 cnOuTHe” _ ]
CbaoBH HAPYIEHHA [opeld BBIHH 12 (3%) 0 0
3auepBABaHE 4 (1%) 0 0
| HewecTs KpELBOHU3MHE 2 (<1%) 1 (<1%) 0
Penxmu AHEBpH3MH H C C IC
apTEPHATTHHE JHCEKAUMH | HEH3BECTHA | HEM3BCCTHA | HEH3BECTHA -
) | gecToTa 4ecTOTa JecToTa
YecTn [ Emmcrakcuc 22 (6%) 0 L
Jncdorns 20 (5%) 0 0 L
Hwcnnes 14 (4%) 3 (<1%) 0
Kammnmuua 12 (3%) 0 0
IIHeBMOTOpaKC 7 (2%) 2 (<1%) 1 (<1%)
XnInaHe 4 (1%) 0 0
0 L)
Pecnaparopns, ﬁgﬁgﬁ: +(1%) L(<1%) 0
FPBATY " Hewecrn Opodapusreamna |3 (<1%) | O 0
METHACTHHAJIHH SomKa
Hapyfenas Bpnnmaneﬁ 2 (<1%) 0 0
_KPbBOHIFD . |
PuHopes 1(<1%) 10 0
XemonTHza 1 (<1%) 0 0
Penku WyTepcriupanya C [ C C |
fenoapobHa HEU3BECTHA | HEM3BECTHA | HEM3BECTHA | -«
6onect/nHeBMOHUTY YecTOTa qecTOTa qecToTa | |
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MHoro gectH | napui 174 (46%) | 17 (4%) 0
Tanene 167 (44%) | 8 (2%) 0
[ToBpBUIaHE 96 (25%) | 7(2%) 0
Kopemua Gonka® | 55(14%) | 4 (1%) 0
CroMaTHT 41 (11%) | 1({<1%) 0
HecTH AbOmoMuHaIHA 16 (4%) 2 (1%) 0
| IACTEH3HA o
CyxoTa B ycTaTa 14 (4%) 0 0
Hucnencus 12 (3%) 1 0 0
Kpneouanus B ycrata | 5 (1%) 0 0
QnaryneHuHs 5 (1%) 0 0
. AHANCH KPHBOM3NHB 4 (1%) 0 0
Heudecrn ["acTpOHMHTECTHHANEH 2 (<1%) 0 0
 KPBBOM3IIUE
eayenmn Pexranics kpreonamas_| 2 (<1%) | 0 0
EHTepoKyTaHHa 1 (<1%) 1 (<1%) 0
HCTYJIA L
CromameH kpspouanus | 1 (<1%) 0 0
‘ Menena 2 (<1%) 0 0
KpsBOH3IHB OT 1 (<1%) 0 1 {<1%)
XpaHONPOBOAaA ]
| [lepuronut 1 (<1%) 0 0
PerponepuronecancH 1 (<1%) 0 0
| KPHBOH3JIHB 1
Kp®B0oU3NnuB OT 1 (<1%) 1 (<1%) 0
ropHata qacT Ha
racTpOMHTECTHHAIIHAA
TPaKT
Hepdopaupa Ha maeym | 1 (<1%) 0 1 {(<1%)
XenarobHaaapHH Hegectn AOHOpMHA 2 (<1%) 0 1 (<1%)
HapyIIeHHS _ uepHOAPoOHA HYHKLHA
C HemssectHa YeprnonpoOHa C c c
qyecToTa HEJI0CTaThYHOCT™ HeH3BeCTHA | HEU3BECTHA | HEM3BECTHA
4yecroTa yecToTa qecTOoTa -
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MHOF0 4ecTH | [Ipomsna Ha meraHa | 93 (24%) 0 0
| kocata 1
Xunonurmenramya Ha | 80 (21%) 0 0
KOXKATa _ |
Exconmaripen o6pus | 52 (14%) | 2(<1%) |0
Yectn Anonenns 30 (8%) 0 AL
| Hapymenue na 26 (7%) | 4 (1%) 0
KOXKaTa® *
 Cyxa KoXa 215%) 10 0
 Xunepxuaposa 18 (5%) 0 0
Hapywexns na Hapymenne Ha 13 (3%) 0 0
KOKATA H , HOKTUTE |
NOAKO’KHATA ThKAH Cupbex 1. T (3%) 0 0
Epurem 4 (1%) 0 1 0
Heuectn KokeH YIKyC 3 (<1%) 1 (<1%) 0
| O6pus 1(<1%) [0 0
| Marynosen o6puB 1 (<1%) 0 0
| Peakuua Ha 1 (<1%) 0 0
, (OTOTYBCTBUTENHOCT
CHHAPOM Ha 2 (<1%) 0 0
NanMapHO-IUIAHTApHA |
. CPHTPOIH3CCTE3UA ;
Hapymenua Ha Yectu MyCKyTHO-CKeJIETHA 35 (9%) 2 (<1%) 0
MYCKY/IHO- | Gonka i ] ]
CKeJeTHATA Muanrus 28(7%) [2(<1%) |0
CHCTEMa H _ MyCKyJIHH CIIa3MH 8 2%) | 0 0
CHLCOHHATEAHATA HeuectH Aprpanrua 2 (<1%) 0 0
ThKAaH _ .
Hapymenns Ha ﬁ-let!ecm [Iporeunypus 2 (<1%) 0 0
0nOpenuTe H
NHKOYHHTE
NbLTHILA J
Hépymemm HA HedecTH Braranuiex 3 (<1%) 0 0
BL3NPOH3BOAHTE/IH KPBBOMINB
aTa CHCTEMA H | MeHoparns 1 (<1%) 0 0
rbpaaTa
Muoro gectn | YMopa 178 (47%) | 34 (9%) 1 (<1%)
YecTH 1 b 18 (5%) 1 (<1%) 0
OGiun napyuiens | BoJika B IbpANTe T123%) __|4(%) [0
H eerTH Ha Brprcae T [10(3%) |0 0
MHCETOTO Ha HeuectH Ba3naneHue Ha 1 (<1%) ) 0
NPHICKEHHE .
JINTABHIIUTE
AcTeHud 1 (<1%) 0 0
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MHoro uectd | [loHKkaBane Ha 86 (23%) |5(1%) 0
TErnoTO {
YecTH OTkNOHEHHA NPH 29 (8%) 4 (1%) 0
H3CIieZBAHHA Ha YIIHTE,
HOCa H TBPJIOTO®

[ToBuiIaBaHe HA 8§ (2%) 4 (1%) 2(<1%) =
ANaHHH o
aMHHOTpaHcepasara
OrxnoseHns B HuBata | 6 (2%) 0 0
| Ha XOJIECTepona
[TopumiaBaxe Ha 5 (1%) 2 (<1%) 2 (<1%)
acraprar
aMHHOTpaHC)epasara
[TopuwaBane Ha raMa- | 4 (1%) To 3 (<1%) -
TIIyTaMMT
TpaHcdepasara
Heuwectn [ToruiiasaHe Ha, 2 (<1%) 0 0
6unupybuna B KpbBTA
Acnaprtat 2 (<1%) 0 2 (<1%)
aMHHOTpaHcdepa3a
| AraHHH 1 (<1%) 0 1 (<1%)
aMHHOTpaHcepasa
[TomwxaBaHe Ha Opos 1 (<1%) 0 1 {(<1%)
Ha TPOMOOLMTHTE _
Vawokasane Ha QT | 2 (<1%) 1 (<1%) 0
HHTEpBAIIA Ha

| enexcrpoxapmorpasa

Hacaeapanua®

tHexenada peaxips, CBEPIAHA ¢ Ne9eHUeTo, CHo0IICHA 10 BPEME HA TIOCTMAPKETHHIOBHA (IEPHOA,
(CIIOHTAHHHE CHOGIIEHHA H CEPHOIHY HeXETaHH PEakIy OT BCHYKH KIHHHYHE POYUBaHAA C Na3onanuo).

*Hesenasy peakiy, CEbP3AHH C JIEYSHHETO, CHOGIIABAHH CAMO 110 BPEME Ha IOCTMAPKETHHIOBHA NIEPHO,|

Or HaTHYHHTE JaHHY He MOXKe Ja Op/ie HanpaBeHa OLIEHKA Ha YeCTOTaTa.

KomOnlnpann ca CeaHNTe TEPMHUHH:

8 KopemHa 60nka, kopeMHa 6o/xa B ropHaTa 94aCcT Ha KOpeMa K racTPOMHTECTHHANHA DOoJIKa
® EneM, mepudepeH eeM H €CM Ha KIeNavuuTe

° [To-ro/IfMa 4acT OT Te3H ClIydaH ca OWIH CHHAPOM Ha MAIMapHO-IUTAHTAPHA ePHTPOAN3CCTEIHA
4 Beno3ny TpoMOoeMOONHUHH CHOMTHS — BKIYBA TEPMHHHTE BEHO3HA TpoM603a, Genoapoben emGoanibm!
¥ TpoM603a |
®Tlo-ronsiMaTa 9acT OT Te3H CJIYYAH OIKMCBAT MYKO3HT
f'Yecrorara ce ocHoBaBa Ha Tabnuiy ¢ naboparopHH croiiHocTd ot VEG110727 (N=240). Te ca noknansaqu
KaTO HEXETaHH PeakLiH OT U3CACA0OBATENIUTE MTO-PSAAKO C CPaBHEHUE ¢ yCTAHOBCHOTO B
TabnunETe ¢ naboparopHH CTOHHOCTH.
8 CpOuTHA Ha ChpAeYHa HHCHYHKIMA — BK/TI0YBAT JieBoKaMepHa UCOYHKIMS, ChpAcIHa HEAOCTaThIHOCT H
PECTPUKTHBHA KaPAHOMUONIATIA
hYectoTaTa CE OCHOBABA HA HEXENAHHTE peakuMH, JOKIAABAHH OT HicnenoparesuTe. JlabopaTtopHH |
OTKIOHEHMS ca NOKNAJBAHH KAaTO HEXeNaHH peaklUMH TO-PAIKO OT H3CNENOBATCIMIE B CPaBHEHHE C

CTRHOBEHOTO B TabIIHuHTe C 1a6oOpaTOPHH CTOMHOCTH.

HeyTponienus, TpOMOOLHTONEHHS M CHHAPOM Ha NAIMapHO-IUIAHTApHA EPHTPOAM3ICCTE3HA Ca
HabJI0AaBaHy 10-9€CTO IMPH NALKMEHTH OT H3TOMHOA3HATCKH NMPOH3XOA.

[lenppaTpuHa ITOIY/IALIHY

MpodwThT Ha 6e30MaCHOCT MPH NENUATPHYHH [TALMEHTH € MON0GeH Ha TO3M, OMKUCaH 3a Na3onaHus npy
BBH3PACTHH 33 OROOpEeHHTE MHIMKAUMMU BH3 OCHOBA HA JAHHWUTE OT 44 NCAWATPUYHUM TANWEHTH B
npoygpane gaza I ADVL0815, u 57 nequaTpyuHH NauqueHTH B npoy4usane (a3a II PZP034X2203 (K
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To¥Ka 3.1).

Cro011aBaHe Ha 110A03HPAHH HeXeIaHH peaklHy

CH0o5maBaneTo Ha NONO3HPAHH HEKENaHA PEaKiVH cliell PaspeIlaBane 3a ynorpeda Ha NCKapCTBCHHA
MPOAYKT € BXHO. TOBA MO3BOJABA A MPOXBDKH HAOMONACHHETO HA CHOTHOMICHHETO noJ3a/pucK 34
neKkapcTBeHHA NPORYKT. OT METHIHHCKHTE CIIEIMATHCTH C¢ H3ACKBA Ja CHOOILIABAT BCAKA NOAO3UpaHa
HEXE/IAHA PeaKMA Ypes3

H3menHHTENHA areHUHA MO ICKapCcTBaTa

yi. ,,Jaman I'pyes™ Ne 8

1303 Codms

Ten.: +359 2 8903417

yeOcaliT: www.bda.bg

4.9 Ilpero3apane

Masonauub B no3u 10 2 000 mg e OueHeH B KIMHKUKY Npoyusanus. Ymopa Crened 3 (0303aBUCHMA
TOKCHIHOCT) K xurepronus Crened 3 ca HabmoaasaHy IpH 1 0T 3 MaLHEHTH, KOMTO €2 NpreMalld 1031,
crorBeTHO 2 000 mg 1 1 000 mg nHEBHO.

Hsma cienndiyeH aHTHAOT NpH MPEAO3UPAHE C Ma30NaHA0 H ICUCHHETO Ha ITPEJO3HPAHETO TpaAbBa Oa
¢e CHCTOM OT O0IIHM NOANLPKAINY MEPKH.

5. ®APMAKOJIOIrHYHH CBOHUCTBA

5.1 @apMaKoABHAMUYHN CBOKCTEA

dlapuaxo'repanéﬂma rpyna. AHTHHEOINACTHYHHA CPEACTBA, APYr# AHTHHCOIUIACTHYHH CPEICTER,
npoTeHHKHHAa3HN HEXHOHTOPH, ATC xox: LOTEXO03

Mexaau3zbpM Ha NeHCTBIS

IMasoranu6 ¢ nepopasicH, MOLIEH, MYJTTHTAPreTeH THPO3HHKUMHA3EH HHXHOUTOD (TK1) nHa penenropH-
1, -2 ¥ -3 Ha CHAOBMA eHZoTeneH pacrexeH dakrop (VEGFR), TpoMOOUHTHHTE pacTexHi (akTOpH
(PDGFR) -a M —B, ¥ penerrropa Ha $akropa Ha cTBOJOBHTE KieTkH (C-KIT), Ch¢ CTOHHOCTH Ha 1Cs0,
croreetHo 10, 30, 47, 71, 84 » 74 nM. B npeaxTHHHUHN SKCTICPHMCHTH, rasonanud e paxroupan no
0303ABHCHM HaYHH JIMTAHI-MEAyLMpaHoTo apTodocdopunupane na VEGFR-2, ¢-Kit u PDGFR-P
peenTOpATe B KIeTKHTE. Jn vivo Tasonanmt wnxubupa VEGF-unnyuwmpanoto VEGFR-Z
dochopwinpane B 6eu ApoSoBe KA MULIKH, AaHTHOT€HE3aTa NPH Pa3IFYHH )XHBOTHHCKH MOACIH, KaKTO
H PACTEKA HA MHOMKECTBO YOBELIKH TYMOPHH KCEHOTPaHCILIAHTATH ITPH MHUIIKH.

DapMAKOTCHOMHKA

BB papMakoreHeTHUCH METa-aHA/IN3 Ha JAaHHH 0T 3 | KiIHHWYHH IPOYYBAHKA Ha na3onaHuo, NPrUIoKeEH
HJTH KATO MOHOTEpalHA WIH B KoMOHHALMA ¢ ApYTH CPEACTBa, NoBHinaBaHe Ha AJIAT

>$ x ITH (NCI CTC Crerent 3) prsumkea npu 19% ot socurenure #a HLA-B*37:01 n npn 10% ot He-
Hocurenure. B Tasu 6aza qanHu 133/2 235 (6%) OT NauMEHTHTE Ca HOCHTEIIH Ha alci

HIL.A-B*57:01 (Bx. TOuxa 4.4).

KIHHAYIHHA OPOYIBRHHA

Bvbpeunoinemvuen xapyuom (RCC)

BesonacHocrTa ¥ eHKacHOCTTA HA Tasonann6 npd RCC ca OLEHEHH B PAHIOMH3HPAHO, JIBOHHOCTIANO,




OCHOBHATA NEN HA NpOyuBAaHeTo € OWia Ja c€ OLEHAT W CPapHAT [BETE¢ rPyNH Ha JiCHEHHE 32
npexuBieMocT Ge3 nporpecus (PFS), a 0cHOBHaTa BropHYHa KpaliHa TOYKa € 00mlaTa NpexnBAEMOCT
(OS). Jlpyrute UemH ca GMIM 1a ce OLEHAT HWUBOTO Ha OOLIaTa CTENEH Ha MOBIWABAHE 1
NPOABIKUTEIHOCTTA Ha IOBIMABAHETO.

Ot o61mo 435 mAUMEHTH B TOBA npoyusane, 233 naipenTH ca G 663 NpeALIECTBALLD JICHCHHE, 2 202
NAIHEeHTH ¢a 6T HA BTOPa JMHHAA, KaTo Ca NOTYIHWIR €QHO IpelecTBailo JeyeHne Ha 6a3ara Ha IL.-
2 unu INFou.. @ynxuporannoto ceerogare (ECOG) e 6uno cxoaHo Mexay rpynure Ha nazonaHHd K

 mwrane6o (ECOG 0: 42% crpamo 41%, ECOG 1: 58% cnpsamo 59%). Ilo-rojiamara 9acT OT NAMCHTATE
Ca MMANH WIH SRaronprsTEy (39%), Wi cpenru (54%) nporsnoctHdny daktopy no MSKCC (Memorial
Sloan Kettering Cancer Centre)/Motzer. Bcuyky natjgeHTH ca O/l CbC CBETNOKICTHYCH XHCTOIOTHHECH
THII WIM NPeAHMHO CBETIOKNETHYEH XHCToNOrHieH THIL [TpHOMH3MTENHO MOJOBHHATA OT BCHYKM
NalMesTH ca O ¢ 3 WM nopede 3acerdaTi oT 3abonsBaHeTO OPraHa M IIPH MOBEUCTO ITALUUCHTH
HMaJI0 MeTacTasm B Genvre npobose (74%) wunu mampHUTE BB3IH (54%) HA H3XOAHO HUBO.

CxofieH NpoleHT OT NAUMEHTHTe BHB BCAKa rpyna ca OumH 0e3 IpealuecTBAIo JICHEHHE U C
MpEANISCTBAIO JICHEHHE ¢ HMTOKMHH (53% W 47% B rpynara Ha naszonanaud, 54% w 46% B rpymnara Ha
rwnauebo). B rpynara ¢ npeaniecTsamo JeHEHHE ¢ IIHTOKHHHA, NOBEYETO MAllHCHTH (75%) ca NoNy4YHIn
Tepanis Ha 6a3arta Ha HHTEPQEPOH.

CXOZ€H NPOLEHT OT MALMEHTHTE BB BCAKA IPyIa ca GIIH ¢ NpeecTBallia HeQPeKTOMHUS (CBOTBETHO
89% u 88% B rpynara Ha nasonasdut W B rpynara Ha niatie6o) WHIH NpeAecTBAIIO JIBUCICHCHUE
(choteeTHO 22% o 15% B rpymnara Ha NMa3onNaHKG H B TPyMNaTa Ha Ianedo).

[TepBUMHHAT aHAMHM3 Ha NBPBHYHRATA KpaltHa Touka PFS ce ocHOBaBa Ha OLICHKA HA 3a60NABaHETO YpE3
HE3aBHCHM IIpernel Ha peHITeHorpaduuTe Ha [ANaTa NOyIalid Ha Npoy1BaHETO (6e3 npenmecTBalilo
NeYeHHe | ¢ MPEAIESCTBAIO JICICHNE ¢ IIMTOKHHH).

Tabanua 4 OGIIH pe3yATATH 3a epHKacHOCT npu RCC no He3aBHCHMA OLICHKA (VEG105192)

- R P ¢CTOMHOCT
Kpaitun Touxw/llonynamus Ha (egHO-
NIPOYYBAaHETO | _ TMasonanu® [Tnauebo HR (95% CI) CTPaHHO)
PFS
Obuza* ITT N=290 N=145
MenuaHa (MecelH) 9,2 4,2 0,46 (0,34; 0,62) | <0,0000001
TENEeH Ha [MOBIHABAHE N=290 N=145
Yo (95%CI) 30 (25,1; 35,6) 3 (0,5; 6,4) - <(,001
HR = Koeduument Ha puck; [TT = “Intent to treat”; PFS = [IpexupaemMocT 6¢3 mporpecus. *_.[Tonynauuy 6e3
_TpeNUISCTBAILIO ACUECHHE H ¢ NPeALIECTBALLO JIEYSHHE C IHTOKHHH.

®urypa 1 Kpusa Ha Kaplan-Meier 32 npexxu#paeMocT 6e3 HporpecHsl cCnopea HE3aBHCHMA
onenka 3a ofmara nonyianus (nomyiaunu 0e3 NpPeJMEcTBAMO JeueHHWEe H € NPEAICCTBANIO
nedenne ¢ uuToxkunn) (VEG105192)
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Median 9.2 months
E 08 - PlACELO (N = 145) -
' Median 4.2 months
g“w "'1_ i | '
- % 1 i aF -
(=5 -' Pcﬂ.w&m L.
02- E ‘—%. : -
N D
0.0 1 | | i
0 5 10 15 20
Months
X o¢; Meceun, y oc; ITpouent 6e3 nporpecus, [Tazonanu6 (N=290) Menauana 9,2 meceua; [Lnauedo ------

-- (N=145) Menuana 4,2 mecena; Koeduuuent na puck = 0,46; 95% CI (0,34; 0,62), P<0,0000001

®urypa2 KpusBa Ha Kaplan-Meier 3a npexussieMocT 0e3 mporpecusi Cropel He3aBHCHMA
oLleHKa 3a nonyJaauusTa 6e3 npexmecrsamo Jedenne (VEG105192)

el———————————

e PzOpANId (N = 155)
Median 11.1 months

vosdmees PlACEDO (N = 78) [
Median 2.8 months

Hazard Ratio =040 |
95% 1 {0.27, 0.60)
P<D.

S
0 > 10 15 20
Months
X oc; Meceuwy, y oc; I1pouenTt 6e3 nporpecus, [Tazonanud (N=155) Meauana 11,1 meceua; Inauebo ----

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

®urypa3 Kpusa na Kaplan-Meier 3a npe:xkuBsieMocT 0e3 nmporpecusi Cropen

HE€3aBHCHMAOUCHKA 3a nonyjJaunusTa ¢ npeamecrsaulo JIeyeHHeé ¢ HHTOKHHH
(VEG105192)

i L

+— Pazopanib (N = 135)
Median 7.4 months

“+ Phcaboiﬂ*—'ﬂ?)
Median 4.2 months

Hazard Ratio =054 [
95% Cl (0.35, 0.84)

0 5 10 15 20
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X 0C; MeceliH, y oc; IIponent 6es nporpecus, ITazonannt (N=135) Meauana 7,4 mecena; [Lnanebo ------
-- (N=67) Menuana 4,2 mecena; Koeduunent ra puck = 0,54; 95% CI (0,35; 0,84), P<0,001

I1pH nalmMeHTHTE, KOMTO Ca Ce MOBNHATY OT Je9CHHETo, MeJHAHATA HA BPEMETO JI0 MOBJIHABAHE € Ouna
11,9 cenmuny, a METHAHATA Ha MPOABDKHTEIHOCTTA HA INMOBIHABaHE € OWiaa 58,7 CCAMMIM CIOpEn
Heszasucumara oueHka (VEG105192).

JTaHHETE 30 MemaHaHaTa Ha ofmara npexwuesemoct (OS) B KpaliHHMd aHanHM3 Ha NPEKHBIEMOCTTA,
ONpeAeneH B NpoTokona, ca O 22,9 Mecena u 20,5 mecenia [HR=0,91 (95% CL 0,71; 1,16; p=0,224)]
33 NALMEHTHTE, PaBIOMHU3HPAEH CEOTBETHO B PaMOTO C [1a30MTAHHG U paMoTo ¢ Iwiauebo. BraMoxHu ca
OTKJIOHCHHS B PE3YNITATHTE 32 00uIaTa npexupaemMocT (OS), Thi karo 54% OT NALHEHTHTE B paMOTO €
nanebo ca NpHEMANH CBHINO Y NMA30NaHu0 B IPOARWDKCHHETO Ha TOBA MPOYYBAHE CHC/ NPOrpECHS Ha
3abonsBanero. [llecTaeceT U lecT NPOLIEHTa OT NANMEHTHTE, NPHEMaTH Naanedo, ¢a MOy HIH JICICHHE
clel NpoydBaHeTo B cpapheHHe ¢ 30% oT nanueHTHTe, IIPUEMATH Ma30naHko.

He ca Habmogapady CTATHCTHYECKH 3HAYHMH Pa3THKU MeXAy IPYNMHTE HA JICYCHUE 10 OTHOLICHHE Ha
ro6aTHOTO KayecTBO Ha xMBoT (Global Quality of Life), ouereno o EORTC QLQ-C30 u EuroQol.
EQ-5D.

B npoyusane ¢asza I npu 225 naipeHTH ¢ OKaNHO PELHANBHPAT WIH METACTATHUCH CBCTIOKNCTRYCH
GBOpevHOKIeThYeH KapLUMHOM, O0EKTHBHATA CTeNeH Ha mominmussaHe € Guna 35%, a MenWaHaTa Ha
IPOABDKHTENHOCT HA MOBIHABAHETO € G1na 68 ceAMHLM CLIOPEN HE3aBRCHMATA OLeHKa. Meauanara Ha
PFS e 6mna 11,9 Mecena.

Be30macHOCTTa, €PHKACHOCTTA H KAYECTBOTO HA JKMBOT MPH Na30TIAHHO CIIPAMO CYHUTHHHO, Ca OLIEHEHH

B €IHO PpaHAOMHM3HPAHO, OTKPHMTO, mnapanensorpynoeo ¢asa III HewH(pEpHOPHO MPOYYBAHE
(VEG108844).

B npoyusarero VEG108844, maumentn (N=1 110) ¢ nokanso HanpezHan wunu MeractatuieH RCC,
KOWTO Nped Tosa He ca OWIH Ha CHCTeMHA Tepamus, ¢a PAaHAOMHSHPAHM [d IPHEMAT WIH Na30NaHu0
800 mg BenHbX HHEBHO 6€3 NpeKbCBaHe, WM CYHHTHHHO SO mg BeHBX JHEBHO B 6-CCIMHUYHH LMKIY
¢ 4 ceAMHIH Ha IeYeHHE, NOCIISABAHHN OT 2 ceAMHIH 0e3 e4YeHHE,

OcHoBHara 1en Ha TOBa IPOYIBAHE € A Ce OICHH H CPaBHH ITPEKHUBAEMOCTTA 6e3 nporpecud (PFS) mpu
MallHEHTHTE HA JICYSHHEe C MA30NaHHO B CpaBHeHHE C NALMEHTHTE Ha JieYeHHe CbC CYHUTHHUO.
HemorpadcKHTe XapaKTEPHCTHKH ca OMIH CXOAHH MeXIy PaMeHaTa Ha JieyeHHe. XapaKTEPHCTHKHTE Ha
3a60/BaHETO NpH THPBOHAUANIHATA AHATHO3a M MpH CKPHHMHTA ca OanaHCHpaHH MeXIYy paMEHATa Ha
NeYeHie, KaTo NOBEUETO MAMMEHTH ca SIH Cue 3a00NABaHe OT CBETAOKASTHHEH XHCTOJNOTHYCH THIL W
crencH [V,

VEG108844 noctura mhpBHYHATA cH KpaiiHa Touka PFS m moka3Ba, 4e nazomaHu® € ¢ He 10-Majka
e(pHKACHOCT OT CYHUTHHHO, THi# KaTo ropHata rpaauna Ha 95% CI 3a koeduinieHTa HA PUCK €
Nno-HUCKA OT OfpedeleHaTa B MPOTOKOMa NOIYCTHMA IpaHulia 38 HeHH(EPHOPHOCT OT 1,25. Obmmure
pe3yaTaTtH 3a edHkacHocT ¢a 0600menu B Tabuua 3.

Tabauua 5 OGM pe3yaTaTh 3a epuxacHocT (VEG108844)

i  Iazonmann0 CyHHTHHHO HR (95%
KpaiiHa TouKa N=357 N=553 | CI)
| PFS

O6mo | |

Menuana (Mecenu) 8,4 9,5 1,047

(95% CI) (8,3; 10,9) (8,3;11,0) (0,898; 1,220)
O6ma npexuBaeMOCT
Meamara (MecenH) 28,3 29,1
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(95% CI) | 260,355 | (254:33,) | (0,786, 1,065)
HR = Koeduuuent na puck; PFS = [pexursemoct 6e3 nporpecus, * P ctoituoct = 0,245 (2-crpaHHO)

C@urypad4 Kpupa Ha Kaplan-Meier 338 npexnefeMoct (e3 NpPorpecHst cnopen HelapHcuma
olenka 3a o6mara nomyJjauus (VEG108844)

isermen  A30MAHNG (N=557)
v wwev i CYHATMHKAG (N=563)
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Asammz Ha noarpynure Ha PFS e Hanpaped 3a 20 memorpagcku U nporHocTadHy daxropa. 95%
[OBEPHTEHA MHTEPBATH 33 BCHUKY TOArPYIH BKIoUBaT KoeGHImeHT Ha puck 1. B TpHTe Ha#-Manku
oT Tesu 20 MOArpYyIH, TOYKOBATAa OLIEHKA HA KOS)WIMEHTa Ha pHCK € Hamsuumia 1,25; T.€. DpH
yuacTHMUM Oe3 mpemmecrsaina Hedpexromus (n=186, HR=1,403; 95% Cl1 (0,955; 2,061)), n3xoaHH

croftnoctn Ha LDH>1,5 x ITH (n=68, HR=1,72; 95% CI (0,943; 3,139)), 1 MSKCC: HHCBK DHCK

(n=119, HR=1,472; 95% CI (0,937; 2,313)).

Capxom_na_mexume_mupranu (STS

EduxacHocTra H 0e3omacHocTTa Ha mosomanm6 mpu STS ca omeHeHm B ocHOBHO (asa llI
DAHIOMH3HPAHO, ABOMHO-CIANO, Malle6o-KOHTPOAUPaHO MHOroleHTpoBo npoyyeane (VEGI 10727).
O6mo 369 naumenT: ¢ Hanpensan STS ca Ganm paHAOMM3UpPAHHM Ja NONydasaT nasonanud 800 mg
BEIHBX JHEBHO HH Mmnauedo, BakHo e, 4e caMO MauydeHTH ¢ ONpeaeneH XHCTONOrHHHY NOABUAOBL
Ha STS ca ZOMyCHATH AA Y49aCTBAT B M3ITHTBAHETO, ¥ CEAOBATEIHO eQUKACHOCTTA H 0€30MaCHOCTTA Ha
M230TIAHMG MOraT fid CE€ CUMTAT 332 YCTAHOBSHH CaMO NPH TE3H NOArpynd Ha STS M NEUeHHETO ¢
nasonaHud Tpabea ga ce orpaHHyH g0 Takuea STS nonsunose.

CnelnHUTE BUIOBE TYMOPH ¢a CHIM ITOIXO/IAIINA:

Oubpobnactan (GEGpoCcapkoM NpH BBE3PACTHH, MHKCOGHOpOCApKOM, CKICPO3HMpALl EIHTCIOHICH
GuOpocapkoM, 3OKAYeCTBeHH conurapaM ubposEm TymopH), T. Hap. OUOPOXUCTHOLHTHH
(mreoMopden 3nokadecTsen Gpubposen xucruowwrroM [MFH], ruranTokneTbue MFH, pp3nanurencH
MFH), neiioMuocapkoM, 310KaYeCTBEHH ITIOMYCHE TYMOPH, Ha CKEJIETHUTE MYCKYJH (mneomopdeH M
anBeoNapeH palHOMUOCAPKOM), BACKYNAPHW (SNMTEHOMACH XSMAHTHOCHOTENHMOM, AHIKOCAPKOM),
ReaudepeHLpai (CHHOBHANICH, CINTEIOHACH, alBeoapeH MEKOTHKAHESH CAPKOM, CBETJIOKIETRYCH,
Ae3MOINacTHIeH IOpeOHOKPBINIOKNIETEYEH, eKCTpapeHaneH pabAomicH TyMop, 3n0Ka4YeCTBCH
ME3EHXHMOM, TIEPHBACKYJIAPHH SITHTENOHIHOKISTEYHH TYMODPH, CapKOM HA HHTHMATA), 3M0KAIECTREHH
TYMODH Ha OOBHBKHTE Ha nepudepHuTe HEPBY, HeANDEePEHIMPaHH CAPKOMH Ha MCKHTE ThKaHH, KOHTO
He ¢4 ONmpelcieHH Mo Apyr HaueH (NOS) u Apyrd BHIOBE capkom# (KOHTO HE ca H3DPOCHH KaTo
HETIOAXOHAIA).
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CrnelHWTE BUXOBE TYMOPH HE ca OMITH MOAXOAAIUM:
AIHIIOLATEH CAPKOM (BCHYKH TOABHAOBE), BCHIKM pabfoMHOCApPKOMH, KOHTO HE Ca JIBCOapHi WA

mneoMopdHN, XOHAPOCAPKOM, OCTEOCAPKOM, TYMOPH Ha Ewing/MpHMHTHBHM HCBPOCKTOACPMATHH |

tymopd (PNET), racrpo-HHTECTHH&ICH CTPOMaNcH TyMop (GIST), nepMaTodubpocapkoma
nporyGepade, BhanamureneH MmuoduOpobnacteH CapkoM, IIOKaUYeCTBEH ME3OTEIHOM M CMECCHHU
Me30AePMATHM TYMODH Ha MaTKara.

Tpabea na ce oTONIEKH, Y€ TALNEHTHTE ¢ AAUIIOLHTEH CApKOM €2 BITH H3KIIIOUEeHH OT OCHOBHOTO (pasa
[1I fpoy4Bane, T KaTO B IpeABapUTENHOTO (pa3a Il mpoyusaHe (VEG20002), akTHBHOCTTA

(PFS Ha cepmuua 12), HaGmomasaHa ¢ Ma3oNAHMG (pPU AIUNOUMTEH CapKOM, HC € IOCTHIHANA
HeoOXoauMara CTerneH, KOATO Ja NO3BOJIH 10-HATATHILHO KITHHUYHO H3CNICABAHE,

Ilpyr xmogoB BKMOuBal kKpurepmit Ha npoyuysanero VEG110727 ¢ QW XMCTOJIOTHYHH NaHHH 3a
PHCOKA MW CPelHa cTeneH 3nokagectren STS u nporpecys Ha 3a00MABAHETO B PAMKHTE Ha 6 Mecela
OT JIeTeHHe 33 METACTATHYHO 3260NdBaHe, WK PELHAYE B paMKuTe Ha 12 Mecewa oT (Heo)-
/aJFOBAHTHA TCPATHA.

Tipenn fa ce BKTIOYAT B NPOYUBAKETO ASBETALCET ¥ 0CeM pOLeHTa (98%) OT yHACTHHUMTE Ca PHEMAITX
nokcopyoumms, 70% ca mpueMany Hpocdamua ¥ 65% oT YHJACTHHUMTE Ca MPHEMAH [OHE TPA WIH
noseue XHMAOTEpaneBTHYHHE POAYKTa.

TaupenTrTe ca GAM CTpaTHOMIMPANH N dakTopuTe Ha pyHKImoRannua craryc no C30 (WHQ PS) '

(0 unu 1) na n3xogHo HHBO K Opog Ha MHHHHTE HA MpeJmeCTBAIO CHCTEMHO JICUCHHE Ha HATIPSAHANO
sabonseane (0 wm 1 cnpaMo 2+). BBB BesAka OT IPYNHUTE Ha JICHSHHE € HMATO MAJIKO I10-BHCOK NPOLCHT
Ha YYaCTHHIMTE ¢ 2+ JHHUK Ha MpellIecTBalio CHCTEMHO JCYEHHE HA HANPCAHAIO 3abonssaue
(croTBeTHO 58% M 55% 33 paMoTO Ha JiedeHHe ¢ mnanedo M pamMoTo Ha JeueHue ¢ nazonasud) s
cpasHexne ¢ 0 WM 1 THHWM Ha NpeAliecTBALIO CHCTEMHO edeHue (ChOTBETHO 42% u 45% 3a paMOTO
Ha JiedeHHe ¢ Inauefo M paMoTO Ha JieueHMe ¢ MasonaHu0). MenuwaHaTa Ha NMPOABKHTGIHOCT HA
mpocieAsBaHe Ha YY9aCTHHUMTe (OnpeAcieHa OT [aTara Ha paHJOMM3ALAA N0 NiaTaTa Ha HOCHCACH
KOHTAKT HIIH CMBPT) € G1ila oaoGHa 3a JBpeTe paMeHa Ha ieueHHe (9,36 Mecena 3a Iaugdo | B ARana3oHn
ot 0,69 10 23,0 Mecena] 1 10,04 Mecena 3a nasonanub [B ananaszod 0,2 10 24,3 Mecenal.)

OcHoBHara UEJ Ha NPOYYBAaHeTo © OWia MPEXKHBACMOCTTA oez nporpecus (PFS), ougHeHra upes
He3aBHCUM PaZHONIOTHYEH Iperyiesl; BTOPHYHHTS KpalHN TOUKH ¢a BKIIIOUBATIH 00ma NpeXKUBACMOCT
(OS), 06ma cTencH Ha NOBTHABAHE H ITPOABLIDKATENIHOCT HA IIOBIHABAHE,

Ta6auna 6 OGuwn pesyaraTn 3a epukachoct nipn STS no nesapucnma oneHka (VEG110727)
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Kpaiinn rouxn / Honyxanus Masonann6 Mnanebo HR (95% CI) | P cToHHOCT
HA NPOYUBAHETO (2BY-
_ _ CTpaHHO)
PFS
O61a I[TT N=246 N=123
Menuarxa (CeaAMHIIH) 20,0 7,0 0,35 (0,26; 0,48) <0,001
JlefioMHOCapKOM N=109 N=49
Menuana (ceqMHIL) 20,1 8,1 0,37 (0,23; 0,60) <(0,001
Tloarpymm Ha cﬁﬂﬂnna.ueﬂ N=25 N=13
CApPKOM |
MeznuaHa (CeaIMHIIN) 17,9 4,1 0,43 (0,19; 0,98) 0,005
[Moarpyns Ha ,,apyru STS” N=112 N=61
Menwana (CenMuuu) 20,1 4,3 0,39 (0,25; 0,60) <(,001
0S
Obwa ITT N=246 N=123
Memana (Mecenw) 12,6 10,7 0,87 (0,67, 1,12)
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JlefiomuocapkoM™ N=109 N=49

MenuaHa (MeceLH) 16,7 14,1 0,84 (0,56; 1,26) 0,363
[Toarpynu Ha CHHOBHAJIEH N=25 N=13
capkom™

Menuana (MeceLn) 8,7 21,6 1,62 (0,79; 3,33) 0,115
[Moarpynu Ha ,apyrua STS™* N=112 N=61

Menuana (MeceLu) 10,3 9,5 0,84 (0,59; 1,21) 0,325
CreneH HA MOBJIHSIBaAHE
(CR+PR)

% (95% CI) 4(2,3;7,9) 0 (0,0; 3,0)
[TpoaBDKUTENHOCT HA
MOBJTHSBAHE

Menuana (ceamuuu) (95% 38,9 (16,7; 40,0)
CI)

HR = KoeduumenT Ha puck; ITT = ,Intent to treat”; PFS = I1pexussiemoct 0e3 nporpecus, CR =IIsnano0
nosausBane; PR = Yactuuno nosaussase; OS = O61wa npexuBsiemMocT

* O6mwara NpexHBAEMOCT 338 CHOTBETHHTE XHCTOJIOrHYHH noarpyny Ha STS (1eHOMHOCApKOM, CHHOBHAJIEH
capkoM ¥ “apyru ” STS) TpaOsa na ce uHTepnpeTHpa ¢ MNOBULICHO BHHMAaHHE MTOPaJH MAJIKHA Opoit Ha HuaTa
H LIHPOKHMTE AOBEPUTE/IHH HHTEPBAJIH.

[Tono6Ho nopoOpenue B PFS, Bb3 0OCHOBa Ha OLICHKA HAa U3CIIeN0BaTENA, € HaO0IaBaHO B paMOTO Ha

nasornanu6 B cpaBHEHHe ¢ pamMoTo Ha rutaue6o (B obmara ITT nomynauusa HR: 0,39; 95% CI, 0,30 no
0,52, p<0,001).

®urypa5 Kpusa na Kaplan-Meier 3a npexussieMocT 0e3 mnporpecHsi npH STS cnopen
He3aBHCHMA OlleHKa 32 o0mara nonyaauus (VEG110727)

1 1 | | | |

80 100

Subjects At Risk
Pazopanib 246 88
Placebo 123 8

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

- R
h

He e naOmomaBaHa 3HauMTeNHa pa3tuka B OS MexIy [ABeTe paMeHa Ha JIeYeHHe MPH KpalH!s aHann?

na OS, HanpaBeH cinen kato 76% (280/369) ot cuburusTa ca ce cayunnu (HR 0,87; 95% Cl10,67; 1,12
p=0,256).

[leauaTpUyHa Nomynauus

[Mpoyusane daza I (ADVLO0815) Ha masomaHu® € NpoBEAEHO Npu 44 NefHaTpHYHH MAUMCHTH C

pa3/IiYHH peUUAWBHpPALUA HJIH pedpakTepHH COJHIAHHM TYMOPH. OcHoBHaTa LEJN € Ja c€ MpoyHu.
TN
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MAaKCHMANHATA [OHOCHMAa 0033 (maximum tolerated dose, MTD), npodunsT Ha Oe3zomacHoOCT W
¢dapMakOKHHEeTHYHHTE CBOKMCTBA Ha MasonaHul upn geua. MepuanaTa HA NPOABIKMTENHOCTTA Ha
eKCIIO3HLHS B TOBa Npoy4BaHe € 3 Mecena (1-23 mecena).

[poyusane daza I (PZP034X2203) ua nazonanw® e NpopefeHo npy 57 NejuarpuiHi NANKEHTH ©
pedpaKTepHH COMMAHM TYMOPH, BKMouHTenHo pabmomuocapkoM (N=12), He-pabaoMHOCapKOMEH
- MeKoTbKaHeH capkoM (N=11), capkoM Ha Ewing/pPNET (N=10), octeocapkom (N=10), HeBpobracTom
(N=8) u xenarobmactoM (N=6). [IpoyusaHeTO € NPOBEACHO KATO MOHOTepallii, HEKOHTPOIHPAHO,
OTKPHTO MpOYYBAHE 32 ONPEAC/AHE Ha TEPaNeBTHYHOTO OelCTBHE Ha 11a30MaHnd npy zena U IoHOLIH

Ha BL3pacT 1 Ko < 18 romwum. [Masonamu6 e npunaras eXeNHSBHO NIOA POpMarTa Ha TabIETKH B X032 -

450 mg/m2 /no3a HIH KATO EpopaiHa Cycnensud 225 mg/m2 /n103a. MakCHMAaTHO AOMYCTHMAaTa IHCBHA

mo3a 3a Tabmerks € 800 mg 1 400 mg 3a nepopanHa cycrieH3nda. MennaHaTa Ha MPOABDKHTCHOCTIA HA -

excrioznuus e 1,8 Meceua (1 nes-29 mecela).

PesyrmraTHTe OT TOBa NpOYYBaHEe HE MOKa3BaT 3HAYUMO RHTHTYMOPHO ACHCTBHE TPH CHOTBCTHATA
NeAHATPAYHA NOMyNaums. 3aTORA MAz0NAHU0 He Ce [penophbYBa 33 JICUSHHCTO Ha TE3W TyMOpH NpH
negHATpHYHA NMOmynamus (Bk. Touka 4.2 3a uHdopMawus OTHOCHO ynoTpeda B NEAHATPHATA).

EBponeiickara arcHupsa no Ae€KapcTBara oCcBOOOXKZaBa OT 3aJB/DKCHHETO 3a NPCAOCTaBAHC Ha
Pe3yNTATHTES OT MPOYIBAHHMATA ¢ NTa30HaHH0 BHB BCHYKH IIOATPYIIH Ha NICAHATPHIHATA NOMynalus IpH
JeueHHe Ha KaprMHOM HA ObOpeka u GnOpeuroro NereHde (¢ W3KmoucHHe HA HedpoOmacToM,
HedpoONacTOMaTo3a, CBETAOKNETHUCH CapKoM, Me306nacTer Hedpom, GBOpeUcH MEAYNApeH KApUUHOM
H pabnorneH Tymop Ha 6n6peka) (Bx. Touka 4.2 3a HHOPMalHA OTHOCHO yroTpeda B e AHATPHATA).

5.2 (DapMAKOKHHETHYHH CBOHCTBA
AbcopOrms

Tpu mepopanHo NpHUNCKEHHe HA efHOKpaTHA No3a nasonaHuO® 800 mg Ha NMAHEHTH CBC COMHAHH
TYMOPH, MaKCHMANHATA IUIasMeHa KOHUeHTpauusa (Cmex) npubnmsurenno 19 + 13 ug/ml ¢ 6una
KOCTHrHATA ¢Nel Meawana 3,5 uaca (rpapmim 1,0-11,9 yaca) u e nocrurnaara AUCo NpuONm3HTENHO
650 = 500 pg.h/ml. ExxeaseBeH npreM Ha Ao3aTta Boau Ao nosamasane Ha AUCe.r ¢ 1,23 ao 4 nbTH.

He e Ha6monaBaHo croTBerCTBamo nobumapane Ha AUC i Crax Tpy nazonapu6 ¢ fo3u Haa 800 mg,

CHCTeMHATa eKCIIO3MIMNA Ha nasonanud 6 moBMIABA NPH TIPMIOXKSHHE ¢ XpaHa. |IpunoxenneTo Ha
[Ma30naHuG ¢ XpaHH C BECOKO HJTH C HHCKO ChABPKAHAE HA MA3HHHH BOAH 0 MPUOMA3HTEIHO
2-kpatHO nopHabane Ha AUC d Cpa. [opaau Tosa, nasonadu6 Tpa6Ba aa ce npuiara HaH-Manko npa
yaca CIell WiIH Hail-Mako ¢HH 4ac Npeay XpaHeHe (Bk. Touka 4.2).

Tipunoxennero Ha masomaHnr6 400 mg HarpomeHa Tabnerka e moBHIMWIO AUCq.72) ¢ 46% H Cmx
MPUOITHIHTEHO 2 MBTH H € HAMATWIO twax C NPUOIM3HTENHO 2 YAcCa, B CPABHEHHE C NPHJIOKCHHE Ha
nsra TaGrerka. TesH pesyIITaTd MoKa3Bat, ¢ GHOHaIMYHOCTTA B CTENCHTA Ha epopanHa abcopOLms Ha
nazonanul ca NOBMINCHH CSH NPWIOKEHHE Ha HATPOIeHaTa TabNeTKa, B CPABHEHNE C NPIIOKEHHE Ha
ia TabneTka (Bx. To4ka 4.2).

Pasnpenenenue

CBEp3BAHETO HA NA30NAHKMG ¢ YOBSIKHTE TUIA3MEHH NPOTEHHH i vive ¢ G0 mo-BHCOKO oT 99% Oe3

3ABHCHMOCT OT KOHIIeHTpaumsTa Haz, crofirmoctd ot 10-100 pg/ml. In vifro npoyusatua MpeZfronarar,
ye naszonaHud e cyocrpar Ha P-gp u BCRP.

bu cthopM
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Pe3yaTaTH OT in vitro Npoy4BaHHs NoKa3eaT, Y€ MeTabonu3Ma Ha 1a30mnaHMO ¢ MeguHpaH IMaBHO OT
CYP3A4, ¢ HesHaunTenHo yuactue Ha CYPIA2 m CYP2C8. Yerupure OCHOBHM METabONHTA Ha
Ia30MaHud OTTOBAPAT caMo 3a 6% OT eKCIo3HLMATA B IIasMaTa. EAMH oT TE3H MeTabonuTH HAXUDHpa
mpomudepaimara Ha VEGF-cTHMyHpaHs HOBEWKY €HAOTEIHH KJIETKH OT yMOMIHKAHA BEHA CBO
CXOZHA CHIa © Tas¥ Ha masonaHud, apyrwre ca 10 no 20 meTu no-cnabo akrueuu. ilopany ToBa,
neHCTBHETO HA MMa301aHH( 32BHCH [JJaBHO OT €KCIIO3UIMATA Ha Ma30TaHkd.

EJBMUHUpaHE

[Tasonmanu6 ce enuMHuHHpa GaBHO CHC CpeAro BpeMe Ha nomyxuBoT 30,9 Yaca Cilel NPHIOKCHHE Ha
npenopyaUTEnHaTa A03a oT 800 mg. EnummHupaneTo ¢ rnaBHO upes deneca, Karo OBLOpeTHOTO
eTHMHHHPaHe 0TT0oBapA 3a <4% OT IPHIIONKEHATA 1034,

CrenpanHy nonyiaauuu

Bvbpeuro yepexcdane

PesynraTHTe MOKa3par, 4€¢ Mo-Manko oT 4% or no3aTa Ha NEpopalHo TPHIOKEH nasonanut ce
eKCKpeTHpa B ypuHaTa noa ¢opmara Ha masonaHub u Merabomwrd. PesyAraTure OT MOMYNAHOHHO
(hapMaKOKHHETHIHO MOAENMpaHe (FaHHHM oT mHua ¢ u3xoauu croidnoctr sa CLCR B pamknTe Ha 30,8
ml/min go 150 ml/min) noka3sar, Ye ¢ MalKko BepoATHO OBHOPEYHOTO yBpeXIaHC Aa HMA KIHHHYHO
saaguM eekT BupXxy (papMaKOKMHETHKATa Ha ma3onaHub. He ce #3icKBa KOPUTHPaHe Ha

JO3aTa APH MAIHEHTH ¢ KPEATHHMHOB KIHpHHC Haf 30 mi/min. Iipenops4sa ce MOBHIICHO BHUMAHKC
MpH NAUMEHTH ¢ KPeaTMHHHOB KimphHC nox 30 ml/min, TeH KaTo HAMA OMMT OT MPHIOKCHHE HA
NA30NaHKD TpH Tasy NOTYAINS NAMeHTH (BK. Touka 4.2).

Yeprnoopobuo vepeokcdane
Jlexo

Menuanute Ha Crex H AUC24) HA D330MAHKO B CTAUMOHAPHO CBCTOAHME NPH OALMEHTH C JICKK
OTKJIOHSHHA B YepHOOpOGHHTE napameTp (IeGHHHPaHH HIH KATO HOPMANHH CTOHHOCTH Ha
6wmMpy6GHH U BCAKA CTENeH NOBXILIEHHE Ha anauud-aMuHoTpaHcdepasa (AJIAT), nnu KaTo NOBHILICHHE |
Ha OunupyOuH (>35% AaupekTeH) oo 1,5 meTH ropHara rpaHHLA HA HOPMarTa, HE3ABUCHMO

ot croiiHocTTa Ha AJIAT) cnen npmnoxensne Ha 800 mg BEeIHEXK AHEBHO €3 CXORHH C MCIHAHHUTE IIPH
nAlHeHTH ¢ HOpMaHa YepHoapoOHa ¢yHxusa (k. Tabnuua 7). IlpenopsudTeHaTa A03a opy
MalMEHTH C JICKH OTKJIOHEHHS B CEpyMHHTe YepHOApoOHH MoxasarenH e 800 mg Na30oNaHH0 BEIHLX
nHeBHo (BX, TO4Ka 4.2).

Ymepeno

MakCHMATHATA NOHOCHMA 1034 nazonarus (MTD) npu mauMeHTH ¢ YMEPEHO UepHONPOOHO YBRpemJaHe
(neduHupaHo KaTo NopHmicHHe Ha OmwmpyOmma >1,5 Ao 3 IMHTH ropHata rpaHuia Ha HOpMata,
He3aBHCHMO oT croliHocTuTe Ha AJIAT) e 200 mg peIHBK AHeBHO. CTOHHOCTHTE Ha MCAHAHHWIY Ha Crmax
H AUCo-24) B CTALIHOHAPHO CHCTOAHHE CHICA MPHIOKEHHE HA 200 mg na3onaHub seqHBX AHEBHO NPk
MAUMEHTH C YMEPeHO HepHOApoGHO yBpexnaHe, ca mpubmmsurenHo 44% u 39% OT CHOTBETHHTC
CTOMHOCTH Ha MeAHaHuTe clex npinoxenne Ha §00 mg BeAHBXK AHEBHO NPH NAUMCHTH ¢ HOPMATHA
yepHOApoOHa PyHKUHA (BX. Tabmuua 7).

Criopen NasHATE 3a 6€30NAaCHOCT M MOHOCHMOCT, A03aTa Ha nasonaHub TpA0Ba na ce pexyunpa 1o 200
mg BeAHbXK HHEBHO [IPH XOPa ¢ YMEPEHO YepHOAPOGHO yBpexkaaHe (BX. ToUKa 4.2).

Teoicko

Cro¥HOCTHTE Ha MeAUaHHTe Ha Cmax # AUC(024) B CTALHOHAPHO CHCTOAHHE Clie/l MPUIOKEHHe Ha 200
mg Na3onaHub BeAHBX JHEBHO NPH MALMEHTH C TEXKO YePHOOPOOHO YBpeXaHe, ca

npuOananTenHo 18% u 15% oT CHOTBETHHTE CTOMHOCTH HA MEJHAHHTE CJIC] MPHIOKCHHE Ha 800 mg
Be[IHBK JIHEBHO NpH TMALMEHTH ¢ HOpManHa dyepHompoOHa (yHKWkA. BB3 oCHOBa Ha HaMalCHATa
eKCIIO3HIINS B OTpaHHuCHHS QepHonpobeH peseps, Nasonannd He ¢ MPENopbYBa NPH INIANMEHTH C TEXKO
gepHOApoOHO yBpexaane (AeduHEpano xato obm 6utupyOHH >3 ITHTH ropHaTa rpaHdila Ha HOpMaTa,
HE3aBUCHMO OT cTOMROCTTA Ha AJIAT) (Bx. TOuKa 4.2).
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Ta6nwua 7 MegnaHn Ha (ApMAKOKHHETHYHHTE NMapaMeTpH Ha na3onann® B CTAUHOHAPHO
ChCTOSHHE, H3MEPEHH NPH JHLIA ¢ YepHOAPOOHO YBPEKIaHe

I'pyna Hscaeaana | Cumax (ug/ml) AUC (0-24) MpenopnuHTenna
. 1038 (ng x hr/ml) 033
Hopmanna 200 mg BI{ | 52,0 8882 800 mg B]I
J¢pHOAPOOHA (17,1-85,7) (345,5-1482)
 QYHKIHA |
JIexo UY 200 mg BJ{ 33,5 774,2 800 mg B/I
(11,3-104,2) | (214,7-20344) |
Ymepeno UY 200 mg BJ1 22,2 256,8 200 mg BA
| | (4,2-32,9) (65,7-487,7)
[ Tesxo TY 200 mg B P,4 130,6 He ce mpenopbisa
(2,4-24,3) (46,9-473,2)
B/l — BeaHsxk OIHEBHO
IlezgnaTpHaHa DOMy /1AM

CneJ MpHIOKEHHETO Ha na3onaHub 225 mg/m2 (karo MepopaiHa CyCIIeH3HA) NMPH NEXHATPHYHH
MALMEHTH, PapMaKoKHHETHIHHTe NapaMeTPH (Cmax, Tmax # AUC) ca nomobuy Ha Te3H, CHODIIEHH NO-
paHO TpH BH3PACcTHH NALKEHTH, TeKyBaHHu ¢ 800 mg nazonanub. Pe3y TaTHTe MOKA3BaT, 1€ MEXAY ACLA
H BB3PacTHH HAMA 3HAYMTEHA pasiHKa B KIHPHHCA HA NA30NaHub, HOPMATHM3NPAH CIIpAMO TeIeCHaTa
MOBBLPXHOCT.

53 IpeakanHHYHH JaHHH 3a GeaonacHocT

[TpenxnuHAMHUST TPOGIT HA 6E30NacHOCT Ha NMasomaHub € OLEHEH NPH MAIIKH, IUTBXO0BS, 3aHLK H
MaliMyHH. B IpoyYBaHHs ¢ MHOTOKPATHO MpH/araHe IpH I'pH3adH, edexTire BbPXy MHOXECTBO THKAHH
(x0CTH, 304, HOKBTHO JISTVIO, PENPOAYKTHBHY OPTaHH, KPbBHA ThKaH, OBOpelH 1 NAHKPEeac ) HaTMIOK AT
CEBP3aHH ¢ dapmakooruaTa Ha uaxubupare va VEGFR w/w napymasane Ha CHTHAITHHTE ITHTHLIA
Ha VEGF, karo nosedero edekti ca HabmozaBaBu Npd HHBA H3 IUIA3MEHA CKCIIO3MIMA NOX TE3H,
HaGMoNaBaHl B KIMHKKaTa. Jpyru HaGniofasany edexTH BKMOYBAT 3ary0a Ha Teryio, AMapHa WK
3a00NABAHMSA, KOUTO ca GHNY WIM BTOPUMHH Ha JIOKQTHA TACTPOMHTECTHHANHY ehekTH, NPAYHHEHN OT
BHCOKA JIMTABKYHA €KCTIO3HIHA Ha JIEKApCTBEHHA MPOXYKT (MaiMyHH), HIK dapmaxonoruyHn ePeKTH
(rpusaum). [TpormdepaTupan YepHOAPOGHHA Ne3nk (eo3MHOGHITHN OrHUINA U AJCHOM) Ca HaO/ 0 aaBaHH
[PH KEHCKH MHLIKH [PH eKCIO3HLHA 2,5 HBTH M0-BHCOKA OT Ta3H NPH XOpa Bb3 OCHOBA HA AUC.

B npoy4panui 3a F0BERWIHA TOKCHYHOCT, KOraTo Ha ILTEX0BE B EpHOJa MPEIH OoTOMBaHE ca MPHIOKEHH
mo3n npubmmsaTenHo 0,1 MpTH KIMHKYHATA excriosuid, 6asupana Ha AUC npH BB3PacTHH X0pa, 0T
eH 9 cliell pakIaHeTo o JeH 14 chaen paxkJaHeTo, Na3onaHHO MpiudHHsBa CMBPT ¥ 80HOPMEH opraHen
pacTex/passurue Ha 6b6perure, Gemure npobose, YepHHA APOO H CHPLUETO.

Koraro Ha THXOBE B NEPHO/A ciIex oT0HBaHe ca Mpwiarady JO3H oT AeH 21 criex paxkaHeTo 10 JCH 62
Cnell POKIAHETO, TOKCHKOMOTHIHUTE JAHHH Cca CXOIHW ¢ TE3H NMPH BH3PAaCTHH TUIBXOBE IIPH noaodHK
excrio3uumy. [lequaTpHYHUTE NAIHEHTH €A C MOBHILEH PHUCK 33 KOCTHH Y 350HH edeKTH B CPaBHEHHE C
BB3PACTHHUTE, THH KAaTO T€3H MPOMEHH, BKIIOUBAlM HHXHOHpaHe HAa pacreika (CKBCEHH KpaHHHIM),
gYIUIMBY KOCTH H PEMOAETHpaHe Ha 360, ca HaOmonasany npH MIAIH INTEXOBE APH

>10 mg/kg/nuepno (paBHo Ha npubmasurenHo 0,1-0,2 nbTH KIHHIYHATA KCIO3HITH, 6asnpaHa HAa AUC

[IPH BB3PACTHH Xopa) (BXk. TOUKa 4.4),

Edexru X Ayl ATOTeHHH KTH

[Tazonanu6 e noka3an eMOpHOTOKCHYHOCT W TEPATONCHHOCT NPH NPHIOKEHHE TIPH ITHX0BC H safuu
NPH eKCTIO3HIMY noBede oT 300 MLTH MO-HUCKM OT eKCIO3HIMATA NPH Xopa (Bb3 OCHOBA Ha AUC).
Edexrure ca BRIOUBATH HAMAIEH epTIITHTET NPH KEHCKUTE, TOBANICHA NIPe- H NOCTHMILIaHTALHOHHA
sary6a, parEHa pe3opOuMs, €MOpHOHANEH JICTAIMTET, HAMAICHO TENECHO Terao Ha ¢eryca H
chpAedHOCHA0BH MandopManin. [Tpyn rpa3a4y ca Hab/MoAABAHH 1 HAMAJICH Opo# XBIITH TENa, OB
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- 6poit xuctH u arpodus Ha sidHuuMTe. B mpoyusane Ha (epTHAMTETA MPH MBXKKH IUIBXOBC HC €4
HabMoAABAHH eEeKTH BLPXY UH(TOCBAHETO WK HEPTHINTETA, HO Ca HAOMOAABAHN HAMATICHO TEIIO Ha
TECTACHTe W eNMAMIMMMca ¢ HamansgBaHe Ha MPOW3BEKAAHOTO KOJTMYECTBOTO CICpMa, Ha
NOJBWKHOCTTA HA CIICPMATO30MAMTE H HA KOHLEHTPALMATA Ha CNEPMATO3OHIM B ETIMAMAMMHCA W
TECTHCHTE IIpH eKCNo3uAN 0,3 MbTH €KCMO3HUMATA IPH X0pa BB3 OCHOBA Ha AUC,

I e HOTOKCHYHOCT

ITazonarm He € MPHIHHMII TEHETHYHH YBPEXKAAHHS TIPH MPOBEXKJAHE HA TECTOBES 33 TCHOTOKCHIHOCT
(TecT Ha Ames, TECT 33 XPOMO3OMHM afepaly B HOBEIKA NepH(pepHn TUMOGOLMTH M in VIvo
MHKpOHYKJICapeH TeCcT IpM IurbXobe). CHHTeTHMEH MEXKAWHEH TPOAYKT, HINOI3BaH TIpH
MPOH3BOZICTBOTO HA NAa3onaHub, KkoiTo ¢ OTKpHBA CHIIO B MAIKK KONMHYECTBA H B KpalfHOTO
JIEKapCTBEHO BELIECTBO, He € O MyTarcHeH NPH TecTa Ka Ames, HO € Ol FEHOTOKCHUICH IIPH TECTa C
MHIIH JTMMGOM M in vivo MUKPOHYKJIeapeH TeCT PH MMILKH.

K T¢HHOCT
B IBYroZHIIHK MPOYYBAHHA 38 KAHUEPONEHHOCT ¢ MAa30MaHHO, C¢ Ha0Omo1aBa NMOBHIIEHA YECTOTa HA
YyepHOApOoOHH aIeHOMH NpPH MHIOKH W AYOACHAIHH aieHOKapiHHOMH IIpH ILTbXOBC. Be3 OCHOBaA Ha

' cnenndWIHATa NATOTEHE3A NIPH IPU3AYH H MCXaHHIMA Ha B3HUKBAHE HA TE3H HAXOKY, HE CE CHHTA, HE
T OTPa3ABAT HANHMETO HA NOBHIIEH KAHIEPOTCHEH PHCK NPH NMAIMEHTH, MPUEMAIIA T1a30MaHH0.

6. PAPMAINEBTHYHHA BAHHU
6.1 CnHcbK Ha NOMOHIHHTE BEIECTBA

Hasonanub QPapmacaiivtic 200 mg urmupany mabnemxu

Anpo ra rabnerkara
MukpokpucTansa uenynosa (E460)
Harpies BEHIIeCTeH TNTUKONAT (THI A)

IMoeupor K30 (E1201)
Marnesues creapaT (E470b)

O(BuBKa Ha Tabmerkara
Xunpomenosza (E464)
Twranos quoxcun (E171)
Makporon 400 (E1521)
YepseH xeneseH oxcun (E172)
[NomucopGat 80 (E433)

Hazonanub @apmacaivuc 400 mg duamupanu mabnemsu

Sopo Ha Tabnerkara
MuxkpoxpHcTaHa ueiysosa (E460) -
Harprep HMIIecTeH MITHKONAT (THN A)
[Moeupmon K30 (E1201)

Maruesues creapat (E470b)

(OOBHBKA HA TAONETKATE
Xumpomenosa (E464)
Turtanos auokcun (E171)
Maxporon 400 (E1521)
MMomacop6ar 80 (E433)

6.2 HecrBMeCTHMOCTH
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HenpraoxeMo

6.3 Cpox Ha roaHOCT

36 Mecena

6.4 CrpoenuaaHH yCJI0BHS HA ChXpanicHHe

To31 nekapCcTBEH NPOAYKT HE H3HCKBA cneuuahnn YCJIOBHA 32 ChXpaHEHHUE,
6.5 Bua H CHALPIKAHEE HA ONMAKOBKATA

[asonanut @apmacative 200 mg duwmupanu mabremxu

TabnerxuTe ce nocrasat B 6end HDPE OyTHIKH, ¢ Kanayka 3a0iTeHa OT OTBapAHE OT Acla,
ceaspxkama 30, 90 TaGneTkH WK rpynosa onakoska ot 90 (3 onaxosky 1o 30) TabneTKH.
Tabnerkure ce HOCTABAT B npo3paunn, Oe3upeTrrd PVC/PE/PVDC-aryMHHHCEH 6auctepy no 30, 60,
90 Tabnerkn, rpynosa onakoska ot 60 (2 onaxosky no 30) TabneTky WNH rpYNoBa ONaKOBKa OT 90 (3
onakoBkH 1o 30) TabneTkH. f
 Tabnerxure ce nOcTaBAT B npo3paqnn, Oesusernd PVC/PE/PVDC-aryMHHHEBH, nep$pOpHpaHH,
emHono308M Gmucrepn 30 x 1, 60 x 1, 90 x 1, rpynosa onakoska ot 60 x 1 (2 onakopxu 30 X 1),
rpynosa ornakoska oT 90 X 1 (3 onakosku 30 x 1) TabmeTkH.

Iazonanub @apmacaibic 400 mg dwmupanu mabremxy

Tabnerkure ce nocTaBAT B Genn HDPE OyTuakH, ¢ Karmavka 3aliiTeHa oOT oTBapAHe OT ACTa,
ceIbpxama 30 mnm 60 TabnerkH.

TabnerkuTe ce HOCTABAT B npo3paunn, 6eausetnn PVC/PE/PVDC-anymunness OMaCTEPH 1o 30, 60,
90 TabneTKH, FPyNoBa onakopka oT 60 (2 onaxoBky no 30) TabNeTKH WK FPYNoB2a ONakoBKa OT 90 (3
onaxoBkH no 30) rabnerkn.

TabneTkuTe ce A0CTABAT B Mpo3pauuy, 6esusetan PVC/PE/PVDC-anyMuHHERH, nepdopupasH,
eniHON030BH GiacTepn 30 x 1, 60 X 1, 90 x 1, rpynosa onakorka ot 60 x 1 (2 omakoeka 30 X 1),
rpynosa onaxoska oT 90 x 1 (3 onaxosku 30 x 1) rabneTkH.

He Bcvuky BHAOBE ONIAXOBKM MOraT Ja ObaaT myCHaTH Ha nasapa.

6.6 CrhennHajau NpeXNa3HAa MEPKH NPH H3IXBBPIAHE

HsaMa cnerdayiHd U3HCKBaHNA.

Hen3noM3BaHUAT JeKapCTBEH NPOIYKT HIN OTIAAbYHATE MATEPHAIH OT Hero TpAOBa ia C€ H3XBBPIIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAaHUA.

7 MIPATEXATEJ HA PA3PEIIEHHMETO 3A YIIOTPEBA

Pharmascience International Limited
Lampousas, 1

1095 Nicosia

Kimsp

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

Ilazonanm® PapMmacatipic 200 mg dunmupann Tabnerky Per. Ne 20220054
[Tazonaun6 @apMacaibhc 400 mg punMupaku TabaeTky Per. Ne 20220055
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9, JATA HA IObPBO PA3PEUIABAHE/MIOJHOBSBAHE HA PAZPEUNIEHHETO 3A
YIIOTPEBA

JaTa Ha mepBo paspemapane: 15.02.2022

10. JATA HA AKTYAJM3INPAHE HA TEKCTA

02/2023
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