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2. KAYECTBEH U KOJTMYECTBEH CbCTAB =

ITazonanub @apmacaivrc 200 mg duimuparu mabnemxu

Besika Tabnerka chabpika nasonaHu® xuapoxiopun (pazopanib hydrochloride), ekBuBaneHTeH Ha
200 mg nazonanub (pazopanib).

Hazonanub @apmacauvic 400 mg purmupanu mabremxu

Besika Tabnerka chabpika nazonaHu® xuapoxsopun (pazopanib hydrochloride), exBuBaneHTeH Ha
400 mg naszonanub (pazopanib).

3a MBJIHUS CITMCHK Ha MOMOILIHUTE BEleCcTBa BHXKTe To4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA
QunMupaHa TabseTka

Hazonanub Papmacaiivrc 200 mg unrmupanu mabremxu

Po30Ba mpoxbiroeara, puimupaHa tabnerka ¢ BTbOHaTO penedHo o3Hauenue ,,200” or enHaTa
cTpaHa ¥ pasmepu 14,3 mm x 5,7 mm.

[Taszonanub @apmacauvrc 400 mg purmuparu mabaemxu

Bsna mpoabarosara, (uaMupaHa Tabnerka ¢ BLTBOHaTO penedHo o3Hauvenue ,,400 oT enHara
cTpaHa M pasMepu 18,0 mm x 7,1 mm.

4. K/IUHHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHS

Bnb6peunoknerbueH kapuuHoM (RCC)

[Tazonann® ®apmacaifbHC € MOKa3aH MpH BH3PACTHH 3a JICYCHHE OT ITbpBa JIMHUA Ha HANpeaHA
6Bp6peuHoKIeThYeH KapuHOM (RCC) ¥ npH NauMeHTH, KOUTO Ca MOJIy4YHIIH NPEALIECTBALLO JICHCHHE
C LIMTOKMHH 3a HanpeaHao 3abonsBaHe.

CapkoM Ha MekuTe ThbkaHu (STS)

[Tazonanu6 PapmacaifbHC € MoKa3aH 3a JICYEHHE Ha Bb3PACTHH MALMEHTH C ONPENEICHH MOABHI0BE
Ha HalpeIHaJl capkoM Ha MekuTe ThKaHH (STS), KouTo ca nosyuHIH NpeaLecTsalla XuMHOTEpanus
3a METacTaTHYHO 3a0oJisBaHe WIH NPH KOMTO € HacThluia mporpecus no 12 meceua cnen (Heo)
aJlf0BaHTHA Teparnus.

EdukacHoctra ¥ 6e30macHOCTTa Ca YCTAHOBEHH CaMO MpH OMNPEAesieHH XHCTOJIOTMYHH TyMOPHH
noasuaose Ha STS (Bxk. Touka 5.1).
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4.2 Jo3HpoBKAa H HAYHH HA NPHJIOKEHHE

Jlevenue ¢ Ilasonanu6 MapmacaifbHc TpaOBa Aa ce 3aMo4YBa CaMoO OT JICKap C ONMHUT B MPHIOKCHHETO Ha
MPOTHBOTYMOPHH JIEKAPCTBEHH IMPONYKTH.

HOBH POBKa

Bvapacmnu
[MpenopbumTenHaTa 103a nasonanub 3a nedenne Ha RCC wn STS e 8§00 mg BeaHBX AHEBHO.

Kopexyua na 0ozama

3a na ce OBMALEST HEXEIAHNTE PEAKiVH, KOPEKLMATA Ha 1038Ta (NMOHHKABAHE WK nosuiaBaHe) Tpadsa Aa ce
MpasH CTEHANOBHAHO C 1o 200 mg HH3XOAAILO WIH BE3XOAAIIO0 BB3 OCHOBA Ha

WHAMBHAYATHATA NOHOCUMOCT. Jlo3aTa Ha nasonaHub He TpabBa na Hagsuiasa 800 mg.

ITeQuampuyna nonvaayus
Mazonanub He TpA6Ba fa ce U3MOA3Ba MPH Aella HA BH3PacT NOA 2 FoIMHK NOpaIy chroOpakeHn 3a 6e30MacHOCT

OTHOCHO PAacTexa M PaIBHTHETO Ha OpraHuTe (BK. TOUkH 4.4 1 5.3).

Be30nMacHOCTTa W eUKACHOCTTa Ha MasonaHu0 MpH Aelia Ha BB3pacT OT 2 oo 18 ropuHM BCE OILUE HE €
ycraHoBeHa. JIMIICBAT JaHHH (BX. TOUKa 5.1).

HanuueuTe JaHHH Ca OnucaHy B ToukH 4.8, 5.1 B 5.2, HO He MOXe Ja C€ HaNpasH NMpEnopbKa 3a J03HPOBKA.

Cmapuecka gvbapacm

NauHuTe 33 MPWIOKEHHE HA Na3onaHul npy NAIMEHTH HA BH3PAcT Ha H Haj 65 roaMHHd ca orpaHudcHH. B
npoy4ypaHua ¢ nazonaHu® npH OnOpevHOKIETHYEH KAapUMHOM Karo LWI0 HE Ca HabrogaBaHN KIIMHHYHO
JHAYHMHM PayIMKM B Ge30macHOCTTa Ha MasomaHuMO MexXIMy XOpa Ha BB3PacT Hafl 65 rooMHHA # [O-MAanH
nanMeHTy. KIMHUYHHAT OTIHT He MOKa38a Pa3fiMKH B MOBIMABAHETO MEXKAY NAIMEHTUTE B CTapuCCKa Bh3PpacT 1
NO-MJIALMTE MALMEHTH, HO HE MOXe Ja ¢& M3KMO4H MOBHIUEHA YYBCTBHTEJIHOCT MpH HAKOH NMALHCHTH B
crap4yecka Bb3pacT.

Bvbpeuno yapedcoane
Manko BepoATHO € O6pedHOTO YBpeKaHe Aa OKa3Ba KIHHHYHO 3HA1HM edexT pppXy PapMaKOKHHETHKATA HA

na3onasub, KaTo ce HMa MpeaBHI HHCKaTa ObOpeTHa eKCKpeLHA Ha

naszonaHnd ¥ Heropute MetabonuTtu (BXK. TouKa 5.2). Ilopany Tasu NpUYHHA HE €€ HAlara KOpEKLKA

Ha IO3aTA NPH NALKEHTH ¢ KPEaTHHHHOB KITHPBHC Hap 30 ml/min. [TpH nauneHTH ¢ KPEATHHHHOB KITHPBHHC TIOX
30 ml/min ce npenops4Ba MOBHIICHO BHUMaHWE, ThA KaTO HAMA OMHUT C naszonaHud mpu

Ta3y MOMyJdauHd TaLMCHTH.

epnodpobHo yepeoicoane
[MpenophKHUTE 3a AO3UPAHE NPH NALHEHTH C 4YepHOAPOOHO YBpEkKAaHE ¢4 OCHOBAHH Ha ¢apMaKOKMHETHYHHTE

rpoy4YBaHHd Ha Ma3onaHKO MpH MAUMEeHTH C palTHIHA CTEMNCH Ha yepHoaApoOHa

auchyHKUHA. (BX. Touka 5.2). [Ipeay 3anoysaHe H MO BpEMeE Ha JICYCHUE C nasonaHnd Ha BCUUKH

namueHTy TPA6BA Jia ce MpaBAT W3CNEABAHHA Ha HepHOApOOHATa QYHKUHA, 33 /1a C& OMPEACIH AATH MMat
yepHOApOOHO yBpexaaHe (BX. Touka 4.4). [IpunoXeHHeTo Ha na3onaHub NMpH NALKUEHTH ¢ JIEKO HIIH YMEPEHO
4epHOAPOGHO YBpexiaHe TpAGBa 1a CTapa ¢ MOBHINCHO BHHMAHHE M NMPH BHHMATENHO NPOCHCAABAHC Ha
[OHOCMMOCTTa. [IpenophUMTEHATA 1033 NPH MALHEHTH C JICKH OTKIOHCHHA B CCPYMHHTC yepHOAPOOHH
nmoxaszateny (HeHHMpaHH WIH KaTo HOPMAIHH CTOHHOCTH Ha OunupyOHHA M NOBHIICHHEC HA alaHHH-
amuHoTpaHcdepasa (AJIAT) oT BCAKA CTEMCH, WIH KaTO NOBHIICHHS HA 6unHpyOuna (>35% aupexreH) o 1,5
[TLTH rOpHaTa rpaHuua Ha Hopmara ([ TH), He3aBUCHMO OT CTOAHOCTTA Ha AJIAT) e 800 mg nazonanub BEAHBXK
nHeBHO. [TpH MAlLHEHTH ¢ yMepeHo YepHOAPOOHO yBpeIaHe (nedHHMpAHO KAaTO MOBMINEHHE HA OWIMPYOHH
>1,5 70 3 MHTH rOpPHATAa rpaHKLia Ha HOpMaTa, He3aBUCHMO OT CTOMHOCTHTE Ha AJIAT) ce npenoppuBa HaMaJIeHa
no3a nazonanu6 200 mg BeOHEX AHEBHO (BX. TOUKa 5.2).
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GunpyGyH >3 ITHTH rOpHATA IPaHHLA HA HOPMATa, HE3aBACHMO 0T CTOHHOCTTa Ha AJIAT).

Buwxre Touka 4.4 3a mpociendpaHe Ha uepHoapoOHaTa QYHKUHA M 3a MPOMAHA HA N03aTa NMPH MALIHCHTH €
JEKapCTBeHO HHAYLIMpaHa XeNnaToTOKCHYHOCT.

HauuH Ha TPHIOKEHHE

TasonaHu® e 3a nepopantHo npwioxkenue. Toit TpadBa na ce npueMa O6e3 XpaHa, NOHE €AWH Yac MPEaM HIH 1Ba
yaca cjief XpaHeHe (BK. Touka 5.2). OuwiMupaHuTe Tabnetky TpabBa na ce NpUeMar LeNH C BOAA H JIa HE Ce
qyIIAT WIH HaTpolnaBaT (Bx. To4dKa 5.2).

4.3 TIIpoTHBOMOKA3ZAHHA

CBpBXUYBCTBHTEIHOCT KbM AKTHBHOTO BELIECTBO MITH KBM HAKOE OT IOMOLUHHTE BELECTBA, H3DPOCHH B TO'KA
6.1.

4.4 ChnenHaJHH NPeAyNPEeXRICHHR H NPeaNna3sHH MePKH NpH ynotpeba
YepHo HH ePeKTH

[To BpeMe Ha NpWwiIoKeHHe Ha mnasonaHu® ca cbobllaBaHW clyyad HA 4YepHOAPOOHA HEAOCTATBYHOCT
(BKMOYUTENHO Garanuu ciaydau). [IpunokeHueTo Ha masonaHu® npud NALMEHTH C JIEKO HIM yMEpEHO
4epHoapoOHO yBpeknaHe TpabBa Ja craBa C MOBHIIEHO BHUMAaHHE W NpPH BHHMATCIIHO MPOCACHABAHE.
IMpenopbuuTeNHATA [03a MPH NAUMEHTH C JIEKH OTKIOHEHHS B CEPYMHHTE 4YepHOADOOHH IOKa3aTeNu
(neduHMpaHH WM KaTO HOPMATHH CTOMHOCTH Ha OwinpybuHa u nopumeHHe Ha AJIAT or BedAKa CTENnecH, Wi
KaTO MOBHIIEHHE HAa OMnHpyGuHa f0 1,5 MbTH ropHaTa rpaHMLia HA HOpMATa, HE3ABHCHUMO OT CTOMHOCTTA Ha
AJIAT) e 800 mg nasonaHu® BefHLXK OHEBHO. [IpH MaLMeEHTH ¢ yMepeHO JEpHOAPOOHO yBpexpaHe ce
npenopbyBa HAMaICHa 1032 nazonadut 200 mg BeAHBXK AHEBHO (NOBUINEHNE Ha OWMMpyOuHa >1,5 K0 3 MHTH
ropHaTa rpPaHALA Ha HOpMATa, HE3aBUCHMO OT cTofiHocTHTe Ha AJIAT) (8x. Touka 4.2 1 5.2). [Tasonannb He ce
NpenopbyBa NPH MALKMEHTH C TEXKKO YepHOApoOHO yBpexkaaHe (06m 6WiHpyOHH >3 NBTH ropHaTa rpaHHIia Ha
HOpMaTa, He3aBHCHMO OT croltHocTTa Ha AJIAT) (Bx. Touka 4.2 1 5.2). IIpy Te3u NaUMEHTH €KCNIO3ULMATA NpH
no3za 200 mg e 3HaUMTENHO HAMalieHa, BBIIPEKH Y€ € MHOro BapHaOWiIHa, CBC CTOMHOCTH, CUHTAHH 3a
HEAOCTATHYHH J1a OCHTYPAT KJIHHHYHO 3HAYHM €(QeKT.

B xIMHHYHH NPOYYBAHUA C Naszonanub ca HaboAaBaHH NOBHINEHH HHBA Ha CEpyMHHTE TpaHcamMuHasu (AJIAT,
acnaprar amuHotpaHcdepaza [ACAT]) u 6miupybun (Bx. Touka 4.8). B no-rojisMa 4acT OT CIy4aunTe €
cpobuiaBaHo 3a uizonupaHo noprasade Ha AJIAT u ACAT, 0Oe3 cobmpTCcTBallO MOBHILABAHE HA AIKAIHATA
docdarasza win GunHpyOrHa, IlanueHTy Ha BB3pacT HAA 60 roagMHH MOXE Aa €a C MMOBHIICH PHCK 32 JICKa (>3
x I'TH) 1o Texxa (> 8 x 'TH) crenex Ha nosumasane Ha AJIAT. [TauuenTrTe, HocuTenu Ha anest HLA-B*57:01
CBLIIO €A HATOKEHH HA TOBMINEH pHCK oT nosumiasaHe Ha AJIAT, cBbp3aHO ¢ npHeMa Ha Mas3onaHuo.
YeproapobHara pyHKUHA TpaGBa Aa e NMpOCICHABA NPH BCHUKH, NMONy4YaBallH Na3zoflaHWO, HE3aBHCHMO OT
reHOTHNA H Bh3pacTra (XK. Touka 5.1).

CepyMHHTe MepHOIPOOHH NOKa3aTenn TpabBa Ja ce W3CJIeABaT IPEAH 3anouBaHE Ha JICYCHHETO C Ma3onaHHo,
Ha 3-Ta, 5-Ta, 7-Ma | 9-Ta CeAMHULIA, CNIEJ KOECTO HAa 3-TH H Ha 4-TH Mecell, ¢ JOITLIHHTEIHH H3CIEABAHHA TIPH
KTMHWYHY okazanus. [TepHogHuHOTO MM H3ceaBaHe TpAGBa 1a NPOABIDKH H CNE 4-TH Mecell,

BikTe Tabnuua | 3a ykazaHus 3a POMsAHA HA JO3aTa MPH MAUHEHTH C H3XOMHH CTOHHOCTH Ha 001 OUIHpyOHH
<1,5xITHu ACAT u AJIAT <2 xITH:

Tabauua 1 TIpomMeHH HA J03ATA NPH JEKAPCTBEHO HHAYIHPAHA X€NATOTOKCHIHOCT

CroliHocTH Ha yepHoapoOHuTe | [IpomMaAHa Ha no3aTa

| JOKR3ATCIIH . — S — —
[ToBHInaBaHe Ha Ila ce TTPOMBL/DKH JIEYEHHETO ¢ Na3onaHud, KaTo BCAKa CeAMHMLA
TpaHcaMuHa3uTe Mexay 3 u 8 x| ce mpocnenssa yepHoapoOHaTa (YHKUMS, AOKAaTO HHBATA Ha
ITH _ _ TpAHCAMHHA3UTE ce BBpHAT N0 CreneH | wWin 10 H3XOMHOFNED,, ..




[ToBuuIaBaHe Ha Jla ce mpeKbCHE JIeYEHHETO ¢ NAa30onaHH0, AOKAaTO HHBATa Ha _I

TpaHcamuHazuTe >8 X ['TH TpaHcaMHHa3HTe ce BbpHAT Ao Crener 1 Wik N0 M3XOOHO HMBO.
- AKO ce TIpelIeHH, Y€ NOTEHLHATHHTE MOJ3H OT ITIOBTOPHO
3alOYBaHE Ha JIeYeHHe ¢ Na3onaHud HAABHIIABAT PHCKA OT
XeNaTOTOKCHYHOCT, TOraBa Ja ¢ 3ano4He OTHOBO JIEUYEHHE C
nazonaHut B HaManeHa 1o3a ot 400 mg AHEBHO M Ja ¢ H3CICABaAT
CepyMHHMTEe 4YepHOZpOOHH noKa3aTeln BCiKa CEaMHLA B
NpoODKEHHE Ha 8 ceaMHMLM. AKO CI€H ITOBTOPHO 3arnovBaHe Ha
NeYeHHEeTO ¢ IMa3omaHud, MOBMLIABAHETO Ha TpaHCaMHHA3ZHTE
| mocrurie otHOBO >3 X ['TH, mpueMbT Ha nasonaHud Tpaba aa ce
NpEyYCTAHOBH OKOHYATEJTHO,

[ToBumnaBaHe Ha Jla ce MpeyCcTaHOBH OKOHYATENIHO NPHEMBT Ha Ma3onaHuo.
I rpancamunasure >3 X ITH| [aumenTure TpaGea na ce NPOCNENABAT, NOKATO HHBATA Hay

3a€AHO C NOBUINABAHE Ha TpaHCaMHHa3HTe ce BbpHaT A0 CTeneH 1 WIH K0 H3XOAHO HUBO.
6wmupybuna >2 x I'TH Mazonauu® e UGTIAl wunaxuOurop. Jlexka, HHIMpPEKTHA
(HEKOHIOrMpaHa) XUnepOWMpyOHHEMHUs MOXe Aa ce Habmoaasa
| py nauMeHTH cbe cuHApoM Ha Gilbert, ITaunenTy camo ¢ jeka
HHIHPEKTHa XHUMepOHIupyOMHEMHA, H3BECTEH HIHM IpeAnonara
curapoM Ha Gilbert, 1 mosumaeane Ha AJIAT >3 x ITH tpsbea
Ia ce JIeKYBaT Cropea IMpenopbKHUTe, dadeHH 338 M30IHpPaHH
nopHinasaHua Ha AJIAT.

EnHoBpeMeHHaTa yrnoTpeSa Ha na3onaHHb H CHMBACTaTHH YBENIMYABa PUCKa OT MoBHLIaBaHe Ha AJIAT (BXK.
Touxa 4.5) ¥ TpAbBa 13 Ce OCBILECTBABA C MOBHINECHO BHHMaHHE H CTPHKTHO HabimoneHue.

XHIEPTOHNA

[Tpy KIHHPYHE NpOydYBaHHMA C mNa3onaHkb ca HACTHNBANM CBOMTHA Ha XHNEPTOHHA, BKIMIOYHTENHO
HOBOIMATHOCTHLMPAHH CHMITTOMATHYHH €NM304H HA MOBHINEHO KPHBHO HalAraHe (XMNEPTOHHYHA KPH3a).
KpbBHOTO Hansrane Tpabpa na e o6pe KOHTPOIMPAHO NPedH Aa ce 3arodHe npueM Ha nasonanud. [TauweHTure
Tpa6Ba Aa ce IMpOCIEAABAT 33 XHUNEPTOHHA CKOPO Clie]l 3aTI0YBAHE Ha JieueHHe (He N0-KBCHO OT eJHa CenMHLa
clel 3aroyBaHe Ha rna3onaHyub) ¥ Ha YecTH MHTEPBAIM CJlel TOBa, 3a Aa C¢ OCUTIYPH KOHTPOJ Ha KPBBHOTO
Hansrase. [IoBUIIeHHTE HUBA HA KPBBHOTO HaNATaHe (CHCTONHO KphBHO Ha/sirane =150 mm Hg unn AnacToaHo
KpBBHO Hansrase >100 mm Hg) ce mposesBaT paHO B XoJa Ha jeueHHero (npu npubmusurenHo 40% or
CIYYaHTE Ca C¢ IPOABIIH 10 9™ neH, a npu npubnusurento 90% oT ciryuauTe ca ce MPOABAIN NPE3 [TBPBATE
18 ceamuim). KppBHOTO Hanrane Tpa6sa fa ce NpoCNeassa U Aa ce Ornanasa HezabasHO ¢ koMOHHALMA OT
AHTHXHIIEPTEH3NBHO JIEUCHHE M MPOMAHA HA 7103aTa Ha na3onaHHb (criupaHe H MOBTOPHO 3aMoYBaHe ¢ HAMalCHa
[03a Criopell KIMHHYHATA npeLeHKa) (BxK. Touky 4.2 u 4.8). Jleuenunero ¢ nasonann® TpabBa Aa ce NpeKparH,
aKO MMa JOKA3aTeICTBA 3a XHMEPTOHHYHA KpH3a WM 8KO XHIEPTOHHATA € TEKKA H NEPCHCTHPa BBIIPEKH
AHTUXUTIEPTEH3HUBHO JIeYeHe H HaMaNnABaHe Ha J03aTa Ha nasonaHud.

CuHapoM Ha TnocTepHopHa ofiparuma eduedanonmarus (PRESYCunapomM Ha o6parHma TOCTEPHOPHA
neskoeHuedanonatus (RPLS)

PRES/RPLS e chobmasaH BB Bpb3ka ¢ masonanu6. PRES/RPLS moxe ma ce npossH ¢ riaasobonue,
XHIIEPTOHUA, ThPYOBE, JIeTaprius, 06BpKkaHOCT, cnenora ¥ APYrd 3pPHTENHH H HEBPOJIOTHMHM HApYUICHHSA, H
Moxe aa Opae c daraned usxon. [Mauuenrture, passupaiid PRES/RPLS, Tpabsa 3aBHHar# na npexkpatsr
NeYSHHETO ¢ nazonaHuo.

Hure anHa Oeno H HUEb eBMOHHUT

Hureperuumanua GenonpobHa Gonect, KOSTo Moxe fa € ¢ ¢araneH H3xon, ¢ croOlllaBaHa BbB BpPR3KA C
nasomanu6 (Bxk. Touxka 4.8). TTaumeHture Tpabea ma Obaar Habniogaeanu 3a GenoapoOHM CHMITTOMM,
HACOYBAUIM KBbM HHTEPCTHLHanHa Genonpobua Gonect/mHeBMOHMT. JledeHnero ¢ masomaHu0 Tpabsa na ce




Coupaeuna auchynkims/CppaedHa HENOCTATEYHOCT

PuCKOBeTe M MON3HTE OT JEYEHHUETO ¢ NMasonaHub TpadBa Aa ce NpeUeHAT NPEAH 3anoisane Ha JICHCHHS NIPH
MAIMERTH ¢ IpeAIIecTRalla ChpAedHa auchyHKumA. besonacHoCTTa H bapMaKOKHHETHKaTa Ha na3jonaHu npy
MALKMEHTH C YMEPEHA A0 TEXKKA ChpAeHHa HEJOCTATHYHOCT HITH ITPH NMAUMEHTH C HHBA Ha JICBOKaMepHa bpaxkuna
Ha w3rnacksaHe (LVEF) noa HOpManHUTE He Ca TIPOYUCHH.

B kIMHKYHH NPOY4BAHMA C Ma30naHKb ca HAGMOKABAHN CBOHTHA HA ChpASHA mHCYHKLMA KATO KOHMECTHBHA
ChpleuHa HeAoCTaTbiYHOCT ¥ HamaneHa LVEF (ex. TouKka 4.8). B paHIOMH3HpAHO NpPOYy4YBaHE, CPaBHABALIO
nasonanub u cysuTHHUG npu 6u6peunokneTs4eH kapurHoM (RCC) (VEG] 08844), Ha y4aCTHHIMTE Ca NPAaBEHU
uamepsanns Ha LVEF Ha W3XOZHO HHBO M NOC/CABALUM M3MEpBAHHA Ha LVEF. Habmonasana € MHOKapaHa
auchyuxkuma npy 13% (47/362) ot nuuara B paMOTO Ha nazonanub B cpaBHeHue ¢ 11% (42/369) ot nxuarta B
pPaMOTO HA CYHUTHHHO.

HaGmionapaHa € KOHreCTHBHA ChpAe4Ha Heaoctarbusoct npu 0,5% otr anuara BbB BCAKO OT paMeHaTa Ha
neuenne. KoHrecTHBHA CHPAEYHA HEAOCTATEYHOCT € JOKMaABaHa pH 3 ot 240 nmua (1%) BBEB

dasa III STS npoygsanero VEG110727. HamasApase Ha LVEF npu nu1ua ¢ H3MepBaHKA ciel

3alfoYBaHE Ha JICSCHHETO W DY Mocyeapamy uiMepsanus Ha LVEF, e ycraHoBeHO npH | 1% (15/140) B rpynara
Ha nasonaHu6 B cpasHeHHe ¢ 3% (1/39) B rpynara Ha miaueto.

Puckoeu paxmopu

TpuxaneceT oT 15 ydacTHMUW B rpynaTa Ha nasonanH6 B STS mpoydsaHeTo dazsa III ca umanH eJHOBPEMEHHO
1 XMIIEPTOHHA, KOATO MOXE Ja € BIOIINIA ChpAeYHaTa IUChYHKLHMA IPH PHCKOBY

[ALMEHTH Upe3 MOBHIIABAHE HA CJie HATOBAPBAHETO Ha ChpUETO. 99% OT MALKHCHTHTE (243/246), BXTIOYCHH B
STS npoyusanero ¢asza IIl, BKMOYHTENHO Te3H 15 yIaCTHHIM, Ca NpUEMATH AHTPALMKIIVH. [TpeamecTsalllo
JleueHHe C AHTPALMKIAH MOXE Aa € PHCKOB (haKTop 3a ChpAcYHA ANCHYHKIHAL

Pesyrmam

YeTups oT 15-Te yJaCTHHLM Ca C€ Bb3CTAHOBMIM HANMBIHO (B PAMKHTE Ha 5% OT M3XOAHOTO HHBO) K TIPH 5 €
MMano JaCTHYIHO BLICTAHOBABAHE (B PAMKHTE Ha HOPMANHMTE IPaHHIIM, HO >5% 1ox

H3X0OHOTO HMBO). EAHH YYACTHHK HE Ce € Bh3CTAHOBMIL, a 33 OCTAHAJIMTC 5 yYacTHHIIM HAMA HAJTHYHH

AaHHH OT IPOCHEAsBAHE.

(Qanaonsane

CrnvpaHe Ha JIeYEHHeTO ¢ MajonaHub W/HiIM HaManiBaHe Ha /03aTa TpAOBa Ja c¢ KOMOMHHMpAT C JIeYCHHE Ha
XUIIEPTOHHATA (aKO HMAa XHMEPTOHMA, BHXTE MNPEIYNPEAWTENHHA pasien [O-TOpe) IpH TMALMEHTH CbC
3gauydTenHo HaManapaHe Ha LVEF, cnopea KTHHHYHHTE TOKa3aHHA.

[NanueHTHTe TPAGBA Ia C€ MPOCTIENABAT BHUMATEHO 32 MPH3HALM WIH CHMITOMH Ha KOHTE€CTHBHA ChpACHHA
HeOCTATHYHOCT. [TpH MALMEHTH C PHCK OT ChpACYHA AMCQYHKLHA C€ MpenopbyBa MICHCABAHE HA H3XOAHO
HHMBO ¥ NepHoJUHa oueHka Ha LVEF.

Vowpkasase Ha QT uHTepBana U forsade de pointes

B xIHHHYHH NPOyYBaHHA ¢ nasonaHu6 ca HabmoaapaHu CHOMTHA Ha YIB/DKABaHE Ha QT uHTepBana u torsade
de pointes (px. Touxa 4.8). ITazonanu6 Tpabsa na ce npunara ¢ NOBUMNEHO BHHMAHWE NPH TALUCHTH ¢ aHaMHe3a
3a yanpkaaHe Ha QT uHTEepBajsa, NPY NALMCHTH, KOWTO MPHEMAT aHTHAPHTMHIHH JICkapcTsa Wi IpYTH
NIeKapCTBEHH TPOAYKTH, KouTo MoraT ja yawnkar QT uHTepsana, KakTo H MpH NALMCHTH CBC CHOTBETHO
peAllecTBalle cbpaedno 3abonasaHe. [IpH NMPHIOKCHHS Ha nazornaHub ce mnpernopepysa MpoCcielABaHe Ha
eIEKTPOKAPAHOrPaMHTE MpH 3AMOYBAHE HA JICUCHHETO M MEPUOJMYHO CIEA TOBA, KakTo H NMOAIBPXAHE HA
HMBATA HA EJIEKTPONHTHTE (HANp. KANIMi, MarHe3ni, Kanui) B rpaHHLKMTE HA HOPMATa.

Aprepuanuy TpoMGoTHuHE CHOUTHA

B x1HHUYHH TPOYyYBaHHsA ¢ nasonaHuO ca Ha0noaaBaHH CITy4aH HA MHOKap/ieH MHApKT, MHOKApIHA HCXEM U,
MCXEMHUEH HHCYIT M TPAH3HTOPHM MCXEMHYHHM aTakH (BX. Touka 4.8). HabGnmionaBany ca, e»drTI o eJa eH
usxoa. [lazonanu® TpaGBa pa ce nMpuara ¢ [OBHILIEHO BHHMAHHE NPH NALHCHT NOBNLICH /O




TpoMGOTHYHYM CBOMTHA MM KOHTO HMaT aHAMHE3a 32 TpoMbGoTuunH crbuTHA. IlazonaHHb He € Npoy4BaH MpH
MaLMeHTH, KOUTO Ca HMaH €NMH30/] B PAMKHTE HA NPEAXOOHHTC

6 Mecena. PellieHWero Hand Aa ce NpWIOKM JedeHne TpabBa ja ce HampaBH B3 OCHOBA HA OUCHKA Ha
MHAMBHAYAJHOTO CHOTHOWICHHE MON3a/PUCK 3a NallHeHTa.

Beno3uu TpoMOoeMbonnuHH CHOMTHA

B KNMMHMYHHE [TPOYYBaHHUA ¢ nasonanub ca HabmogasaHH BEHO3HH TpoMGoeMOONHYHH CHOMTHS, BKJIIOUHTEITHO
peHo3Ha TpomGo3a ¥ GenoapoGHa emGamus ¢ jeraneH u3xol. Buopeku te ca HaGrojgaBaHM M B JBETE
npoyusanus - RCC u STS, yecrorara UM € 6mna no-ucoka B STS nomynauuara (5%), B cpasHenne ¢ RCC

nomynauusaTa (2%).

TpomOGoTHYHA MUKPOAHTHONATHA (TMA)

TMA e chobmasaHa B KIMHMYHMTE MPOYYB&HHA € Ia30maHub kaTo MOHOTepanusi, B KoMOHHAIHA C
Gepanu3ymal ¥ B KOMOMHALMA C TOMOTEKaH (BX. TOUYKa 4.8). Mauuenture, passuBam TMA, Tps0Ba
OKOHYATEJIHO [1a TPEKPATAT ieueHHETO ¢ nasonaHub. Cnen cnupane Ha JIEYCHHETO € HabmoznasaHa obpaTHMOCT
Ha edekture Ha TMA. IMasonaHu6 He e Noxa3aH 33 KOMOMHHPAHO MPIIOKEHHUE C PYTH CPEACTEA.

XeMoparnyuy cuOuTid

B KIHHHYHA OPOYYBaHMA ¢ masonaHub ca crobluapaHu CHOWTHA, CBBLP3AHH C XEMOparus (px. Touka 4.8).
HacThIBaIH Ca XeMOparniHy ch6UTHs ¢ dataneH u3xoA. [lasonanub He € Mpoy'BaH NpH NALUNCHTH © aHAMHE3A
332 XEMOITTH3a, MO3LYEH KPBLBOHIIHMB WIM KAMHHYHO 3HAYHM aCTPOMHTCCTHHANCH (TH) KpbBOM3NHE NpE3
nocensuTe 6 Mecena. [aszonanu6 Tpi6sa ja ce pUnara ¢ NOBHIISHO BHUMAHKE DX NAUNCHTH ChC 3HAUHUTEIICH
PHCK OT KbpBEHE.

AHeBpH3MHM U apTEPHANTHM JTHCEKALINH

M3noi3BaHeTo Ha MHXKGHTOPH Ha meTa Ha VEGF NpH nauHeHTH Che wiv 6e3 XANEpTOHUA MOXE 14 MOANOMOTHE
o0pasyBaHeTO Ha aHEBPH3MH HW/HIH apTEPHATHM NHCCKALUMH. Tpeou 3anouBaHETO Ha JIeYeHHE ¢ NA3ONaHUG
TpAGBa BHHMATENHO Ja C¢ MPElLeHH TO3M PUCK MpPH NAUHEHTH ¢ PHCKOBHU daxTopu KaTo XHIEPTOHHA WM
aHaMHe3a 3a aHEeBpH3Ma.

I"acrpounrecTynanuu (CH) nepdopauny K Guctyna

B KIHHMYHM NPOYYBaHHs ¢ nasonaHnb ca HabmonasaHH CHOMTHA HA FACTPOHHTECTHHAIHA nepbopaliud HIH
ductyna (sk. Todka 4.8). Hacrersanu ca chbOHTHSA HA nepdopaiius ¢ netaieH uixoa. Ilasonanut Tpsadea aa ce
MpHUJIara ¢ NOBHIIEHO BHUMAHHE NPK NALKEHTH C PHCK OT pa3sBHTHC Ha racTpOMHTECTHHANHA nepdopalns Wi

¢ucTyna.

3apacTBaHE Ha paHUu

He ca nposexaaHy opHUMAIHA NPOy4BaHKA 38 e(eKTa Ha nasonaHkb BBPXY 3apacTBaHeTo Ha paHH. Thit KaTo
HHXMGHTOPUTE HA CHAOBHA EHAOTEIEH PACTEXeEH (pakTop (VEGF) morar Aa RIOLIAT NpoLieca Ha 3apacTBaHe Ha
paHH, ICHEHHETO ¢ MasonanuG Tpabsa na ce crpe Hal-Manko 7 nHM Mpeay MJIaHoBa onepaus. PeieHueTo 3a
NMOBTOPHO 3aNO4BaHE Ha JIEYCHHe ¢ nasonaHub cnen onepailis TpAOBa a ce OCHOBaBa HA KIIMHU'HA OLCHKA 3a
aIeKBaTHOTO 3apacTBaHe Ha panara. [IpHeMbBT Ha nasomaHuG TpabGBa Ja ce MPEyCTAHOBH NPH MAIMEHTH C
AEXHCLCHIIHA HA paHaTa.

XHn H3IBM

B KIMHMYHM NpOYYBAHHA ¢ Nasonanub ca HaGmonapaHW CHOMTHA HA XUMOTHPEOUAMIBM yka 4.8).
[penoppuBa ce W3XOAHO NabopaToOpHO H3CNEABAHE HA THPCOWAHATA ¢yH

XHMOTHPCOHIK3EM TPAOBA Ja ce JieKyBar Cniopell CTaHaapTrHaTa MEAHIIMHCKA
TeyeHHe ¢ najonaHu6. BeWukd nalHeHTH TpaA6Ba 13 OBAAT BHHMATEIHO HabJ1
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CHMITOMH HA THPEOUIHA THCHYHKLIHA MPH JICUCHUC C nasonaHuo.

JiaGopaTopHO NpocneABaHe Ha THPEOHIHATA dbyHkups TpaGBa Aa ce NPOBEXAA NEPHOANYHO M Ja Ce JiekyBa
Cropel CTAaHAAPTHATA MEAHLMHCKE NPAKTHKA.

[IpoTeHHYpHA

B KIHHAYHH NpOY4BAaHHMA C MAa3onaHHG ca ChOOIIABAHH CTyYaH Ha MPOTCHHYPHIL. [TpenopbuBa ce H3CHCHABAHE
Ha YpHHATA B HAYANOTO M NMEPHOAHIHO MO BPEME HA JICHCHHETO, H nanpeHTHTe TpA6Ba Aa ¢e MpOCNendBar 3a
RIIOMIAaBaHe Ha nporeuHypnara. [IpueMsT Ha naszonaHu® TpaGBa fa c¢ MPCYCTAHOBH, AKO NalyeHThT Pa3Bue

HehPOTHIEH CHHIPOM.

TVYMOpD-JIU3HC C M (TJIC

Biamukpanero Ha TJIC, skmountentdo TJIC ¢ neraneH H3xoa, ¢e CBbp3Ba © ynorpebara Ha nasonaHsub (Bx.
touxa 4.8). ITauMeHTH ¢ NMOBHIIEH PUCK OT BE3HHMKBAHC HA TJIC ca Te3u ¢ Opp30 HApacTBAWH TYMOPH, FOJIAM

TyMOpeH ToBap, Ob0peuHa AHCYHKUMA HIH DCXHApaTalii. [Npeau 3amodBaHe Ha JICYCHHETO C naszonasund
TpabBa Na ceé OOMHUCIAT NPEeBaHTHBHH MEPKH, KaTo JICHCHHC HAa BUCOKM HHBA Ha MUKOYHA KHCEAHHA H

HHTpaBeHO3HA XuapaTaltus. [TaiieHTHTe, H3OXCHY HA PHCK, Tps6Ba a Ce¢ MPOC/EAABAT BHUMATENHO H Aa CC
JIeKYBAaT CIope] KITHHAYTHUTE MOKa3aHHA,

[THeBMOTODPAKC

B xIMHWYHM IPOYIBAHHS ¢ Na30naHu® Mpy HaNpelHad CapKOM Ha MEKUTE ThRaHH ca HaOmoaaBaHH CHONTHA
Ha MHEBMOTOpaKC (BXK. Touka 4.8). [TatmeHTUTE Ha JICUCHHE C nazonaHub Tpa6Ba ga ce HaOmoaaBaT BHHMATEIHO
33 [MPH3HALM H CHMITTOMH Ha ITHCBMOTOPAKC.

[leguaTpu4Ha NOMyIAUHA

Tt KATO MEXAHM3MBT Ha AcHCTBHE Ha Na30MaHub MOXKe [1a 3aCErHe TEXKKO pacTexka i pasBHTHETO Ha OpraHnTe
O BpEME Ha PAHHOTO MOCTHATANHO PA3BATHE NPH rpu3atiy (mx. Touka 5.3), mazonaHub He TpAOBa a c¢ nasa
Ha MeAHATPHYHH MALMEHTH Ha BE3PACT NOA 2 FOAHHM.

Hudexuum

Cpo6maBaHyu ¢ca CNyvyad Ha CEpHO3HM HHPEeKuMM (ChC HIH Ge3 HEYTpOTICHHA), KOMTO B HAKOH ClIyHad ca
3aBLPIUBATH C JIETANIEH U3XOA.

KoMOuH C U CHCTEMHH IDOTHBOPAKOBH Tepanuy

K/IMHMYKMTE NPOYMBAHWA HA nNa3omaHW0 B KOMOHWHAIWA C peaMua IpyrH MPOTHBOPAKOBH TEPANUH
(BKIOYMTENHO HATIPUMEDP NEMETPEKCE, nanaTHHHO ¥ nemOponu3ymal) ca NpeKpaTeHH B paHEH €Tall Nopaan
ONACEHHS 34 MOBHIIEHA TOKCHYHOCT W/HIH CMBPTHOCT, H HE € YCTAHOBCHA OeszonacHa ¥ eeKTHBHA 103a MpH
KoMOMHALMA HA TE3H JICUCHHA,

bpeMeHHOCT

[MpeAKTHHUYHUTE MPOYYBAHMA MPH )KUBOTHH Ca TOKa3aIM peNpONYyKTHEHA TOKCHUYHOCT (BX. TO4Ka 5.3). AKO
Ma3onaHud ce mpuiara ro BpeMe Ha GpEMEHHOCT WK aKO NALMCHTKaTa 3abpeMeHee 110 BpeMe Ha JICUCHHETO ¢
[a30MaHub, MOTEHIMATHHAT puck 3a deTyca Tpabsa na Ovae obsicHeH Ha maumMeHTKaTa. JKXEHH C AeTEpOICcH
fnoTeHMan Tps6Ba Aa 6BaT NOCHBETBAHM Ja W30ATBAT 3a6peMeHABaHE, NOKATO Ca Ha JICUCHUE € na3onaHud
(BK. TOUKA 4.6).

BianMoaeHCTBHA

EnHOBPEMEHHOTO JICYEHHE C MOLLHH urxubuTopu Ha CYP3Ad4, P-rmukonporensa (P-




PE3HCTEHTHOCT Ha PaK Ha rbplaTa (BCRP) Tps6Ba aa ce n3barea nopaau pucka oT NOBHIICHA EKCMO3HIHA Ha
masoranu6 (Bx. Touka 4.5). TpaGea ga ce oOMHCIH n36Op Ha AITEPHATHBHH CBI'BTCTBAILM JIEKADCTBEHH
cpelcTBa, 6e3 HIH ¢ MUHMMAJICH NOTCHIAAN 34 nuxnGupane va CYP3A4, P-gp unu BCRP.

ExHoBpeMeHHOTO NedeHHEe ¢ HHOYKTOpPH Ha CYP3A4 Tpsafsa ma ce H3bArsa MopajH pHCK OT HaMajcHa
eKCIIO3NUMA Ha masonaHub (Bx. Todka 4.5).

Ha6monapaHy ca CTydaH Ha XHIEPrIINKEMHA MPH €AHOBPEMEHHO JICHCHHE ¢ KeTOKOHa30l. EAHOBPEMEHHOTO
[pHIIOMKEHME Ha TTa3onaHil Cbe CyOCTpaTH Ha ypHIHHAKGOCHATTIIOKYPOHHI

tpaHcdepasa 1A1 (UGT1A1) (Harp. upuHOTEKAH) TpA0BA JIa CTaBa ¢ NOBHIICHO BHHMAHHC, THH# KaTO
nasonann6 e maxutuTop Ha UGT1A1 (k. TouKa 4.5).

IMo BpeMe Ha JieueHwe ¢ Na3onaHud TpsbBa ja ce W3bArsa npueMa Ha COK OT rpetindpyT (BX. TOUKa 4.5).

[ToMONIHY BEIECTRA

To3K 1€KapCTBEH NPOIYKT ChABPKA IIO-MAKO OT 1 mmol Harpuit (23 mg) Ha GprIMHpaHa TabNeTKa, T.€. MOKE
1a ce KaxKe, 4e MPAKTHYECKH He ChAbPxka HATPHA.

4.5 BiauMoaeiicTBHe ¢ APYIH JeKAPCTBEHH NPOAYKTH H IPYId dopMH HA B3aHMOAeHcTBHE

EdeKTH Ha JPYTH AEKApPCTBEHH NPOMYKTH BBPXY Ma3zonaHud

In vitro NpoydYBaHUA MOKA3BAT, Y€ OKCHIATHBHUAT MeTaboM3bM Ha Na30maHnt B HOBEIIKMTE YCPHOAPOOHY
MHKPO30MH C€ MEIHUPA INaBHO OT CYP3A4, ¢ HesnaunTenuo yqactue Ha CYP1A2 n CYP2C8. opanu Ta3u
NPUYHHA, HHXHOUTOPHTE W MHAYKTOPHTE Ha CYP3A4 Morar Aa npoMeHAT MeTaGoau3Ma Ha na3onaHHo.

Huxubumopu na CYP3A44, P-gp. BCRP
IMTazonanub e cyberpar 3a CYP3A4, P-gp u BCRP.

EaHOBpeMEHHOTO NMPHIOKEHHE Ha nasornaHub (400 mg BeAHBXK AHEBHO) C MOLKHMA urxuburop Ha CYP3A4 n
P-gp, kerokoHa3zon (400 mg BeAHBXK AHEBHO) 3a 5 MOCNeAOBaTENHH JHH, € AOBCIO 10 nopuiuaBaHe ¢ 66% u
45% Ha CPEAHHTE CTOHHOCTH CBHOTBETHO HA AUC .24y ¥ Crnax Ha NasonaHub, B cpaBHeHHE ¢ NPANOKEHHE HA
nasonanu6 camoctoaTenno (400 mg BeAHBXK AHEBHO 3a 7 quy). CpaBHEHHA Ha (PapMAKOKHHETHYHHTE
NOKA3aTENH Ha Na30TAHHG Cinex (AMATIA30H HA CPENHH CTORHOCTH 27,5 10 58,1 pg/ml) u AUCo.24y (AMama3oH Ha
cpenHu crotiHocTu 48,7 no 1040 ug*h/ml) cnen npuiokeHue Ha nazornaHu6 800 mg CaMOCTOATENHO U Clel
NpWIOKEHHE HA nazonagut 400 mg MOC KETOKOHA30 400 mg (cpeaHa cToHHOCT HA Crnx 59,2 pg/ml, cpeaxa
croiiHocT Ha AUCp24y 1300 pg*h/ml), nokaspaT 4e B NPHCHCTBHETO HA MOILCH uaxuburop Ha CYP3A4 u P-
gp, HAMAISBAHETO Ha 103aTa HAa nazonanu6 Ha 400 mg BeAHBK AHEBHO NMPH MOBEYETO MAIMEHTH LIC NOBEAE 1O
cHCTEMHA eKCrO3MumMA, mogoOHa Ha Ta3u, HabnlofaBaHa cliel NPUICKEHHE HA nasonannt 800 mg BEAHBX
HEBHO caMocTosTenHo. HAKOM nauueHTH obaye MOraT 1a HMMaT MO-BUCOKA CHCTEMHA €KCHO3HIMA Ha
na3onaHuG oT Ta3H, HaGmoaaBaHa caen npunoxenye Ha 800 mg nazonadHb caMOCTOATENHO.

ExHOBPEMEHHOTO MPHJIOKEHHE HA Na30maHub ¢ APYrd MOLIHA MHXHOWTODH Ha CYP3A4 (Hanp. UTpaKoHa30/,

KIapUTPOMMIIHH, aTa3aHaBUp, HHAHHABHD, Heda300H, HenbUuHABUD, PATOHABUD, CAKBUHABHD, TCTUTPOMHLIMH,
BOPUKOHA30/1) MOXE A NOBAIIH KOHLUEHTPAIMATA Ha nasonanu6. COKBT OT rpeindpyT ChABPKA HHXHOHTOP
ua CYP3A4 M CBIIO MOXE a2 MOBMLIH IUIa3MEHUTE KOHUEHTpAUMH Ha nasonaHuo.

[Tpunosxeruero Ha 1 500 mg nanaTUHUG (cyGerpar 1 cnab unxuburop Ha CYP3A4 u P-gp, H MolcH HHXHOUTOP
na BCRP) ¢ 800 mg nazonaHu6 BofA A0 MPHONMIHTENHO 50% no 60% nosmmasaHe Ha cpeaHara AUC-24) B
Cy HA TA30TTAHHG, B CPaBHEHHE C TPHIOKeHHe camo Ha 800 mg nasonadub. Unxubupanero Ha P-gp W/HIH
BCRP oT nanaTuHu0, BEpOATHO AONPHHACA 33 NOBHIIICHATa CKCNIO3HLMA Ha nmasonaHuo.
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nosene A0 NOBHILABAHE Ha TUIA3MEHHTE KOHLCHTpaLMH Ha nazonakius. EqHOBPEMEHHOTO NPHNOKEHHE C MOULHH
urxuGuTopH Ha P-gp wiu BCRP Cwilio MOXE N2 MPOMEHH eKCIIO3NLMATA K PA3MpENCISHHETO Ha [1a30MaHuo,
BIUTIOUMTENHO H PA3Tpee/ieHHEeTO B LEHTPAIHATA HEPBHA CHCTEMA (LTHC).

EnHOBPEMEHHOTO MPIIOXKEHHE Ha nasonaxn® ¢ MomeH urxubuTop Ha CYP3A4 1pabsa na ce n36sarea (BX.
TouKa 4.4). AKO HAMA HATHYHA MEJMIMHCKH MPHCMITHBA aJITEpHATHBA HA MOLICH HHXHOHTOP Ha CYP3 A4, nipy
eIHOBpPEMEHHO MpHIIOKEHHE, X034Ta Ha nasonauput TpA6Ba Aa ce HamMany Ha 400 mg JHEBHO. B TakrBa clyyan
TpAGBa BHHMATEIHO Aa Ce HaGmonaBa 33 HEXKeJaHW peakUHd M MOXe jna ce oOMHMCIH OOITBIHHTENHO
HaMAIsBAHe HA 03aTa, aKo ca HabMoJaBaHH HeXeENaH! PeakUuH, FHIMOKHO CBBP3aHH C JIEKAPCTBOTO.

KoMGHHALMATE ¢ MOLHHE HHXHGHTOpY Ha P-gp Wi BCRP TpabBa na ce U30Arsa, WK ce Npenopnriba 30op Ha

alTepHAaTHBEH CHITHTCTBALL JIEKApCTBEH IPOLYKT 6es WK C MUHMMATEH MOTeHUMA 32 HRXHOHpaHe Ha P-gp HiH
BCRP.

Hndyxmopu na CYP3A4, P-gp, BCRP
Uunykropr Ha CYP3A4, kato pudaMnMH, MOTAT Aa MOHIKAT IUIa3sMCHHTC KOHIEHTpauMy Ha ma3onaHuo.

EQHOBPEMEHHOTO NMPHIIOKCHHUE HA a3onaHu6 ¢ MOIIEK MHAYKTOpH Ha P-gp win BCRP

MOXe 12 MPOMEHH eKCIIO3HIMATA K pasnpecicHHETO Ha Nas3onaHub, BKMIOYHTETHO H pasnpeaeNCHHCTO B 1THC.
[Tpenopbuba ce U360p HA ANTEPHATUBHO CHITETCTBAINO nevyenue Oe3 WiN C

MUHUMEJICH TOTEHIMA 32 HHOYKLHA Ha eH3UM HIH TPaHCTIOpTED.

EdexTy Ha nazonaHu® BHPXY APYIH JEKADCTBEHY NpOAYKTH

In vitro Npoy4BaKHA C YOBCLIKH yepHOAPOOHH MHKpO3OMH Ca MOkasajH, He nasomanub waxubupa CYP
emsumure 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u YEl. In vitro PXR TecT npH Xopa € nokasan MoTCHIHalHa
uHaykuus Ha yopemkH CYP3A4. KinHUYHHA hapMaKoIOrH4yH1 NPOYHBaHHA ¢ IPHIOKEHHE Ha nasomanu® 800
mg BeAHBX AHEBHO €A N0Ka3aJIH, 1e NA3ONAHKG HAMA KITMHUIHO 3HAYMM edekT BhpXY PapMaKOKWHETHKATA Ha
kodeuH (rectoB cyberpar Ha CYP1A2), papdapuH (TecToB cyOCTpaT Ha CYP2C9), win omemnpa3on (TecToB
cyberpat Ha CYP2C19) npn nauyeHTH ¢ xapuuHEOM, [1azonanu6 ¢ Koses 10 NMOBHINIABAHE € npHOIUIUTENHO
30% Ha cpeanuTe AUC H Crmax HA MHA23071aM (TECTOB CYOCTpAT Ha CYP3A4) u nopuiasaHe ¢ 33% no 64% Ha
OTHOILIEHHETO Ha KOHIEHTpaUWWTe Ha nexcrpomerpodaH KpM JEKCTpOpaH B ypHHATa CIICA nepopanHo
NPHIOKEHHE Ha nexcrpomerpodad (TecTOB CyOCTpaT Ha CYP2D6). EnHOBpeMEHHOTO NPHIOKECHHE Ha
nazornanu6 800 mg BeAHBK AHEBHO M maxauraxcen 80 mg/m? (cyGetpar Ha CYP3A4 n CYP2C8) BentbiK
ceMHYHO € JOBENO IO CPEAHO NOBHIIaBake C 26% X 31%, croTBeTHO Ha AUC U Ciax Ha MAKJTHTAKCET.

Brs ocHoBa Ha in vitro ICso M in vivo CTOHHOCTHTE Ha IIa3MEHaTa Cmax, META0ONMUTHTE HA nasonaHub
GSK 1268992 u GSK1268997 morar ja OOTPHHECAT 34 HCTHHMA UHXHGHTOPEH edeKT Ha na3ofaHud BLPXY
BCRP. B JonmmiHeHHE Ha TOBa, HE MOXE Ja C€ H3IKIOHH uaxuoupane Ha BCRP u P-gp ot naszonaHuo B
raCTPOMHTECTHHANHKA TPAKT. EAHOBPEMEHHOTO MPHIOKCHHE Ha [a30nanuo ¢ ApyrH NepopanHH CybcTpaTh Ha
BCRP u P-gp TpaOBa Aa cTapa ¢ NOBHIIEHO BHUMAHNC.

In vitro, nasonaHu6 e HAXHOHPaIT TOBELIKUA TPAHCTIOPTHPALL OpraHHTHH arvonn nonunenTun (OATP1B1). He
MOXE N3 Cé MIKITIOUH, Y€ Ma30naHud me NoBIuwie dbapMaxoKMHeTHKaTa Ha CyOCTpaTHTe Ha OATP1B1 (namp.
CTATHHH, BIKTE ,,EQeKT Ha eMHOBPEMCHHATA ynotpe6a Ha Na3onaHub u CHMBACTATHH" TIO-HOJY ).

Masonauu6 € HEXHOUTOP Ha eH3INMa ypHIHHAHGOCHATTMIOKYPOHOSH tpancdepasa 1Al (UGT1AL) in vitro.
ATHBHEST MeTabonur Ha upuHoTexan SN-38, e cyOcrpar Ha OATP1B1 u UGTI1Al. EnHOBpEMEHHOTO
npuaoxeHue Ha 400 mg nasonaHuG BeAHEXK JHEBHO ¢ 250 mg/m’ neTykcHMad H 150 mg/m’ upuHOTEKaH BOAH
no mpubnusutenHo 20% nosHIIaBaHe Ha CHCTCMHATA excnosHims Ha SN-38. IMTazonanud MoXxe [a MMa II0-
FONSAMO BIIMAHHE BBPXY AHCNO3HLMATA Ha SN-38 npH ALA C UGT1A1%*28 nonuMop(u3IbM B CPABHEHHE C JTHLA
c anei or ,aup” Tun. O6aue, reHotumsT UGTIAL He BrHArM mpeacKaina edekTa Ha Ma3onaHubd BBPXY
nucrnosuimaTa Ha SN-38. ExHoBpeMeHHOTO MPAI0XKCHUE Ha nasonanu6 cue cyberpard na UGT1AL Tpabsa na
cTaBa ¢ NOBHMIIEHO BHAMAHHE.

EdexT Ha eJHOBpEeMEHHATA YII a Ha MA30NaHU0 M CHMBACTATHH
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EnnoBpeMexHaTa ynotpeba Ha na30naHu® ¥ CHMBACTATHH YBEJMYapa CIy4YaHTe Ha MOBHIIABAHC Ha AJIAT.
Pe3ynTaTuTe OT METa-AHAIN3, H3MOI3BALL c6opHH A3HHY OT KITHHUYHH NPOY4BaHKA C nasonanud, noxa3ear, 4
AJIAT>3 mymi I'TH ce noknansa npu 126/895 (14%) OT NalUEHTHTE, KOMTO HE €3 yrnorpeOsABaNy CTATHHH, B
cpaBHeHHe ¢ 11/41 (27%) oT MALKEHTHTE, KOUTO ¢4 ynorpebsBany eAHOBPEMEHHO CHMBACTATHH (p=0,038). Ako
MaLMeHT, MPHEMaIll €HOBPEMEHHO CHMBACTATHH,

pa3BHe MMOBHINABAHE HA AJIAT, cneasaiite yKa3aHHATA 33 JIO3HPOBKA HA nasonaHud M NpekpareTe npueMa Ha
CHMBACTAaTHH (BX. ToUKa 4.4). B NOMLNHEHHE, €AHOBPCMCHHATA ynotpeba Ha nazonaHud u

[pyTH CTATHHH TpAGBa Aa Ce OCBILCCTRABA C [IOBHMILIEHO BHHMAHHE, Thii KaTo MOHACTOALEM HAMA HalMHHH
NOCTATHYHO JAHHH, 32 A4 C€ OLEHH BIHAHWHETO UM BLpXY HHBATA na AJIAT. He e m3kmioueno nasonaHud na
nopnuAe GdapMakoKMHeTHKara Ha Jpyrd CTaTHHH (Hanp. aropsactaTuH, ¢uyBacTaTMH, MNpaBACTATHH,
pOCYBAcCTATHH).

EdekT Ha XpaHaTa BbPXY na3onaHud

[TpunoXKEHHETO Ha nasonaHu6 ¢ xpaHa Gorata Wi §eAHa HA Ma3sHWHH BOIOM N0 npubam3uTenHo 2 MTbTH
noeumanarke Ha AUC H Cyax. [lopanu Ta3u NpunHa, naszonaHub Tpadpa a ce mpUeMa Hal-Manko 1 yac npeou

WM 2 4aca cliel XpaHeHE.

Nexa HH TNIOBHII H B cTOMAXAa

EHOBPEMEHHOTO TIPWIOKEHHE Ha MA30NaHHO ¢ e3oMenpason Hamaiisa GHOHATHMYHOCTTA Ha NTa30maHHob ¢
npubmmsurento 40% (AUC u Cumax) ¥ JHOBPEMEHHOTO NMPHIOKEHHEC HA nasonaHud C ekapcTBa, KOHTO
nopumagat pH B cromaxa, TpabBa na ce u3bsrBa. AKO eqHOBpEeMEHHaTa ymoTpeba Ha MHXHOUTOp Ha
NPOTOHHATA MOMIIA (PPI) ¢ Heo6XOAHMO MO MEAMLIHHCKH oKasaHus, ce npenopbysa n03aTa Ha najonaHud na
ce npuema 6e3 xpaHa BEAHEXK THEBHO BEYED, eIHOBPEMEHHO ¢ HHXHOHTOPA Ha MPOTOHHATA NIOMIIA (PPI). Ako
eHOBPEMEHHOTO NpiIokeHHe Ha H2-peuenTopeH aHTaroHHCT © HeoOXOIMMO M0 MEOHLIMHCKH TOKa3aHHi,
nasonanué Tpabpa ja ce mpHema 0Oe3 XpaHa TOHE 2 waca mpead wid nowe 10 waca cnej no3ara Ha H2-
peLleNTOPHHA AHTArOHMCT, [NaszonanuG Tpsa6Ba Aa ce mpueMa NoHe 1 yac NpeaH 1in 2 yaca cnef MpuwIoKEHHe
Ha kparkoAeicTBamy anTHAUMAM. TIpenopbKUTE 32 HaWHHA Ha eAHOBPEMEHHO TIPHIOXKEHHE Ha HHXHOHTOPH HA
nporonnata nomna (PPls) u H2-peuenTOpHH aHTATOHHUCTH CL OCHOBABAT Ha (PM3KHONOTHYHHM CHOOPAKECHHA.

4.6 @epTHAHTET, OpEeMEeHHOCT H KbPMEHE

Bmmeﬂnocrﬂ(amengn_n NPH MBIKE H XKEHV

Hama HOCTATHYHO AAHHM 32 MPHIOKEHHETO HA Na30NaHH0 TpH 6pemeHHH KeHH. TIpoy<BaHIATA IPH XKHBOTHH
ca TOKa3aT| PEMpPOAYKTHBHA TOKCHMHOCT (B, ToUKa 5.3). [IOTEHUHANHUAT PHCK TPH XOpa HE € H3BECTEH.

[Tazonauu® He TpaOBa na ce mpuUeMa IO BpEME Ha 6pEMEHHOCT, OCBEH aKO KIHHHYHOTO CHCTOAHKE HA yKeHaTa
He V3HCKBA JIEYEHNne C nasonadub. Ako nasonaHKo ce mpuiara ro BpEMe Ha 6PEMEHHOCT, WIH aKO NallHeHTKaTa
3afpeMeree Mo BpeMe Ha JICYCHHE C a3onaHHs, MOTEHUHATHHAT PUCK 3a IU0Ja TpAbBa ja 6bae o0ACHEH Ha
Mal{eHTKaTa.

YeHHUTe ¢ AeTepoieH noTeHman Tpadea Aa OBAAT NOCHBETBAHH /A M3TION3BAT MOAXOAAIA KOHTPALCTILIHA NO
BpEME Ha JICYEHHETO H B MPOAKIKCHHE Ha NIOHE 2 ceIMHMLIM clie/l MpHeMa Ha ITOCNIeIHATa 1033 nazonauud, 1 1a
u3Garear 3a6peMeHABaHe MO BPEME Ha JICUCHHETO € nasonanud.

[lalMeHTHTe OT MBKKH 11071 (BIIIOYHTETHO TE3U © Ba3eKTOMMSA) TpAOGBa Ja H3MOJNI3BAT NPE3CPBATHBH IO BPEME
HA MOJIOB aKT, IOKATO MPHEMAT Na3onasuOb, ¥ B NPOABIDKCHHE HA NTOHC 2 ceAMHLUHM CIIel pHeMa Ha MoceHaTa
1032 mazomaHub, 3a Aa ce u30erHe MOTCHLMATHA EKCMO3KLAA HA IeKapCTBEHUs TPOXYKT Ha OpeMeHHa

NApTHLOPKA M HA MAPTHBOPKA C PENpPOYKTHBECH NMOTCHUMAT.

KspMeHe

Be3onacHOCTTA Npy TPUIIOKEHNE HA na3onaHué no BpeMe Ha KbPMEHE HE € Mpoy4cHa. H.e/
[a30Mauut WiKH HeropuTe MeTaboNHTH ¢ eKCKPETHPAT B KbpMatd.
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33 eKCKpEIMATa Ha Na3onaHub B )KHBOTHHCKOTO MIIAKO. He MOXe fna c€ HM3KJIIOUM PHCK 3a KbpPMAUETO.
KbpMeHETO TpAGBa Ja Ce NPEKBCHE M0 BPEME Ha JICHCHHC ¢ nazonanuod.

QepTHIHTET

Tpoy4BaHHs NPH XHBOTHH NOKA3BAT, 9€ MBAKKHAT 1 HKEHCKUAT (PEPTHIMTET MOTaT Aa ce MOBMMAAT OT JICHCHHC
¢ nasonanub (BX. Touka 5.3).

4.7 Edexru Bbpxy cnocobHOCTTA 38 modupaue 4 pabora ¢ MAMIHHH

[lasonanu® dapmacalibHC HE MOBIHABA MK NORIHABA npeHe6GpeKHMOo CIoCOGHOCTTa 3a Iiodupane U paboTa
¢ mamuHy. DapMaKOMOrHYHHTE CBOWCTBA Ha nazornaHu® He NpPEANonaraT BpelHO BIHAHHE BBPXY TE3N
netnocT. [Tpy oLieHKa Ha criocoOHOCTTa Ha NALMCHTA 34 H3BEPIUBAHE Ha JEHHOCTH, KOMTO H3HCKBAT NpeLeHKa,
IBArAaTeIHA WIH KOTHUTHBHH CNIOCOOHOCTH, TpabBa Aa ce MMAT NpeABH] KIMHUYHHA CTATyC Hd nalueHTa U
npodwia Ha HEXKeNaHH peakilnK Ha nazonannG. [TanpenTHTe Tpa6Ba Aa M3GATBaT WOGHpPAHE WIH palora ¢
MAILIMHK, AKO C€ YYBCTBAT 3aMasHH, YMOPCHH HIH cnabu.

4.8 Hexenand JexapcTBCHH peaKUHH

PezioMe Ha npoduna Ha 6€30macHOCT

COopHHATE AAHHH OT OCHOBHOTO NpOY4BaHE IIPH 6BOPeIHOKICTHUCH KAPLIHHOM (RCC) (VEG105192, n=290),
pa3LIAPEHOTO MpOy4BaHe (VEG107769, n=71), NOAKPEIAIIOTO NPOYIBAHE daza II (VEG102616, n=225) ¥
paHAOMH3HPAHOTO, OTKPHTO, NAPAIETHOTPYTIOBO ¢aza Il HeuHdepuopHO MPOYUBAHE (VEG108844, n=557), ca
OLlEHEHH B LAIOCTHATA OLiCHKa Ha Oe30nacHOCTTa W MOHOCHMMOCTTA Ha nazonamu6 (obwo n=1 149) npu
y4aCTHHLH ¢ OpOpeHHOKNCTHICH KapLHHOM (BK. TOuKa 5.1).

CGopHUTE JaHHH OT OCHOBHOTO MpOY4BaHE NpH CADKOM Ha mexute Tekanu (STS) (VEG110727, n=369) u
noAKpenAuwoTo nmpoy4pase dasa i (VEG20002, n=142) ca OLEHEHH B LELIOCTHATA OLICHKA Ha Oe30MacHOCTTa H
NOHOCHMMOCTTA Ha ma3onaHMG (obula nomynauus 3a 6e30macHoOCT n=382) npu yuacriuiy ¢u¢ STS (BXK. TOUKA
5.1).

Hati-BaykKHHTe CEpHOIHH HeXeNaHH PeakuyH, YCTaHOBEHH B NPOyuBaHHAT nipu RCC u STS ca Onmm npexoleH
{CXeMHY€eH MPUCTDIT, HCXEeMUYEH HHCYNIT, HCXEMHA Ha MHOKapaa, MHOKapACH H MO3b4eH WH(APKT, ChpACHHA
auchHYHKIHMA, FACTPOHHTECTHHATTHA nepdopala ¥ QHCTYNA, yaRIKaBaHe Ha QT unrepBana, Torsade de Pointes
u 6enoapobeH, raCTPOMHTECTHHAIEH H MO3BHEH KPBBOHIIHE. BCHYKY HEeXeNaHH peakiiy ¢a ChoOLaBaHy Mpy
<1% OT NeKyBaHMTe MAaUMEeHTH. JIpyrH BaXXHH CCPHOZHH HEXKCIAHH NEKapCTBEHH DEaKUMH, YCTAHOBCHH B
npoyuysaHusTa npu STS, BKIIOYBAT BEHO3HH TpoMGoeMOONMUHM CHOUTHA, JIHBOKaMCpHA IUChYHKLIMA H
[THEBMOTOpAKC.

Jletanuure CHOUTHA, IPHETH KATO BB3MOXKHO CBbp3aHH C na3zonaHud, ca BKIIOYBAIHM [ACTPOHHTECTHHAICH
KpbBOM3NHB, OenoapobeH KPBBOHITHE/XEMOTITH3a, OTKIOHCHHA B yepHOApoOHaTa (yHKIHA, HHTECTHHATHA
nepdopanis ¥ HCXEMHYEH HHCYT.

Haif-yecTHTe HeXeAaHH peakumu (HabmionasaHM NpH HaA-Mako 10% OT MauMeHTHTe) OT BCAKa CTencH B
npoyusanmuaTa npd RCC u STS ca BKIIO4BAIH. NHApHA, NpoMsHA B 1[BETA Ha KOCATa, XMITOMHIMEHTALMA Ha
Koxara, ekcoInaTuBeH OOpHB, XHNEPTOHHA, FANICHE, rnapoGonye, yMOpa, aHOPEKCHs, MOBPBLUAHE, NHCTCY3NA,
CTOMATHT, MOHIKABAHE HAa Ternoro, Oonka, MOBHIICHA AIaHHH amMuroTpaHcdepasa ¥ MOBHINCHA acnaprar
aMHHOTpaHchepasa.

HexelaHWTE NEKAPCTBEHH PEakLMy OT BCHUKH CTCNCHH, cbobuasany npu nuuarta ¢ RCC 1 STS niu no BpeMe
Ha NOCTMApPKETHHIOBHA TTEPHOJ, €& HIDPOCHHU MO-A0IY 1O CHCTEMO-OPTaHHM KJIACOBE, 110 YeCTOTa K CTEINCH Ha
rescect cbriacio MedDRA. 3a xnacuduxalusTa o 9eCTOTa € U3NOJI3BaHa cllenHaTa KOHBEHLHA: MHOIo Y€CTH
(21/10); wecru (21/100 mo <1/10); neuectu (=1/1 000 no <1/100); penxu (=1/10 000 go <1/1 000); MHOrO peaKH
(<1/10 000); c HeH3BECTHA YECTOTA (0T HATMMHHTE JaHHH HE MOXE Aa 6b4e HanpaBeHa o
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Kareropuure ca onpeaeneHH rno abconoTHaTa 4ecToTa B JAHHATE OT KITHHHYIHH U3NHTBAHNAL. OLieHEHH ¢a ChLIO
i MOCTMAPKETHHIOBHTE JaHHM 3a Ge30macHOCTTAa M MOHOCHMOCTTa OT BCHYKH KAMHMYHH NpPOYyHBaHHA €
nasonaHub U OT CIIOHTAHHH ChOOLICHHS. BB BCAKA rpyTia o CHCTEMO- OPraHHH KNACOBE, HEOKCIAHHTC PCAKLINK
C e/IHAKBa YeCTOTa ca MPE/CTaBeHH B KUBXOAAIN Pell N0 OTHOLICHHE Ha TAXHATA CCPHO3HOCT.

CnuchK Ha HEXEJaHUTE peakuuy B TabinHYeH BUA

Tabanna 2

HexeJaHH peaKlHH, CBBP3AHH ¢ JIEYCHHETO, CHOOMEHH B NPOYYBAHMATA [pH

6b6peunoKaeTLYeH KapuuHoM (n=1149) nian no BpeMe HA NOCTMAPKETHHI OBUS NE€PHOA

C YecroTa \ Hemenann peakuud | Benuks CreneH3 | Crenen 4
HCTEeMO-OPraHHH %) n (%)
NACOBE (BCHYKH crenenn ni n{%
| . CTeneHH . Ye) _ _ _
Yectn Hudexumnn (cpec WM C C C
6e3 HeyTponeHus )T HCUIBECTHA | HEM3BECTHA | HEH3BECTHA
Hugexunn H_ 1 i 4eCTOTa | yecToTa gecToTa
HHpeCTALHH HedecTH Mudexuma HaBerumre [ 1(<1%) |0 0
| HudekumoseH 1 (<1%) 0 0
| | NEPHTOHHT |
Heonnasmu - Heuect | TymopHa 6onka | 1 (<1%) 1 (<1%) 0
no0poxaYecTBEHH,
3JI0KAYMECTBCHH H
HeonpeaeaeHH (BK.
KHCTH H OJHAH)
Yectn TpomGowwronerna | 80 (1%) | 10(<1%) | 5 (<1%)
Heyrponexnus | 79 (7%) 20 (2%) 4 (<1%)
___ _ JleBKoneHHs 63 (5%) 5 (<1%) 1 0
Heuecty [TonHUKTEMHA 6 (0,03%) 1 0 _
Hapymel.]“ﬂ HA Penoxku TpOMﬁQTH‘IH& C C C
KpLBTa H AHMHATA MHKPOAHI HOMATHSA HEW3BECTHA | HEU3BECTHA | HEM3BECTHa
CHCTEeMa (BKITIOYMTEITHO 4eCcTOTa JyecTora 4eCcToTa
TpOMOOTHYHA
TpOMOOLMTONCHHYHA
mypmypa H
XEMOJIMTHYCH
N | |ypemwencumapoM)T | . I
HapyuieHns Ha YecTH XHNOTHPEOHAHIBM 83 (7%) 1 (<1%) 0
eHIOKPHHHATA |
CHCTEMa _ _
| | Muoro secrus | Hamanen anerny® 317 (28%) | 14 (1%) | 0
YectH XunodochpareMun 21 (2%) 7 (<1%) 0
l———— - L~ J _— i
Hapymenus HA Jexuapataumns 16 (1%) 5 (<1%) 0
| MeTaGoAHIMA "Eeqwm XHnoMarsesHeMus 10(<1%) |0 0
XpaHeHeTo !
¢ TyMop-nu3uc CHHAPOM™® | ¢ ¢ ¢
HEH3BECTHA HEH3BECTHA | HEM3BECTHA | HEH3BECTHA
_ YyecTOTa _I_ _ 4YECTOTA qecToTa | 4ecToTa
McuxH4YHHA Yectu beacrHHE 30 (3%) 0 0
HApYIIEHHS |
MHoro qectv | Jlucreysus® 254 (22%) | 1 (<1%) [0
I"nasoGonue 122 (11%) | 11 (<1%) 0
YecTH 3aMasHOCT 'L 55 (5%) 3 (<1%) 1 (<1%)
Jleraprusa {30 (3%) 3(<1%) 4
IlapecTesus 20 (2%) 2 (<1%
13
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‘ Tlepudepna censopra | 17 (1%) 0 — To
HEBpOIATHS _ ]
HeuecTH | Xunoectesus 8(<1%) |0 _ 0
Tpammopna 7 (<1%) 4 (<1%) 0
HMCXEMHYHA aTaKa _ _
Hapymenss . | ChHIMBOCT 3(<1%) [1(<1%) |0 J
HePBHATA CHCTEMA LlepebpoBacKkyapeH 2 (<1%) 1 (<1%) 1 (<1%)
HHIMACHT _
_ | Acxempmen mueymr | 2 (<1%) 0 | 1(<1%)
Penxu CrHOpOM HA C C C
nocrepHopHa o6paTHMa | HEM3BECTHA | HCM3BECTHA | HEW3IBECTHA
eHuUedanonaTus/ 4ecTOoTa YeCTOoTA 4eCTOTA
CUHIpPOM Ha oOpaTHMa
| NoCTEPHOpPHA
nepkoeHuedanonaruat
| | YectH [ 3amMBraeHo 3pEHHE 19 (2%) [1 (.::1%) 0
‘ Heuectu OtTnensane Ha 1 1(<1%) ({1%) 0
HapyiieHus Ha Pa3kbCcBaHe Ha [ 1(<1%) 11 (<1%) 10
O4HTE
Harat |
[pomMsAHa B LIBETA HA 4 (<1%) | 0 0
_ MHITIMTE L _
HedecTH Bpa,nnxapm | 6(<1%) | 0 0
1) 0 0
Chprednn ]!é{aoxapnen HHd)apm‘ 5(<1 :ﬁ) 1 (<1 uA’) | 4(<I %)
| napymienns | BpIACYHA II,HC(l)}'HI(L[Hﬁ 4 (<1%) 1 (<1%) 0
chemuﬂ Ha MMOKapAa 3 (ﬂl%) l 1 (<1%) 0
T ] 1 MHOTO 4ecTH | XUIEepTOHHA 473 (41%) | 115 (1::}%9'_r 1 (<1%)
YectH | Copely BBIHK 16 (1%) | 0 0
BeHO3HO 13 (1%) 6 (<1%) 7 (<1%)
| TpoMGoeMOONHIHO
CoLA0BH HApYIICHUS] CrOMTHE”
| _J_BanpBHBaHB 12 (1%) | 0 0
Heuectn Xnncproumna kpuzsa | 6 (<1%) 0 2 (<1%)
KpT:.BﬂH?.nHB 1 (<1%) 0 0
[ Penku Aﬂeapumu " [C | C C
apTepUaTHH HEHW3BECTHA | HeH3BECTHAa | HEH3BCCTHA
| nncexmmﬂ't | yecrora | vecToTa | uecToTa
YecTH Ermcralccnc _ 50(4%)  |1(<1%) 0
'_]Inc OHHA 48 (4%) 0 o
JucrHes 42 (4%) 8(<1%) [ 1(<1%)
XeMonru3a 15 (1%) 1 (<1%) 0
I;;E:Eampnu, " Heuecrn PuHopesd 8(<1%) | 0 0
MeIHACTHHAJIHH fz;gp::’eﬂ 2 (<1%) 0 0
K H3IUB
HApyutent= [THeBMOTOpPAKC 1 (<1%) 0 0
| Penxu ~ | Murepcrummanra | C 'c  |C
tenoapobna HeH3BeCTHA | HeH3BecTHA | HEH3BCCTHA
' | Gonect/mHeBMOHMT | 4ecToTa 4yecToTa gecrora |
Mmuoro uectr | Jinapni 614 (53%) 65 (6%) 2 ({1%)
["anene 386 (34%) | 14 (1%)
‘ ToBpbIIaHE 17225 (20%) | 18 ﬂm. N
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) Kopemua Oonka’ 139 (12%) | 15 (1%) 0 |
Yectu CTOMATHT 96 (8% 4 (<1%) 0 ]
TMcnencus 83 (7%) <1%) 0
| OnaryaeHUNA 43 (4%) 0 l
AOnOMHHANTHA 36 (3%) 2 (<1%) 0
JNCTEH3UA . I
Yaue pycrara___| 28 (2% 3 (1% 0 _
| CyxoraBycrara 27 (2%) 0
[ Hewectn [TaHKpeaTHT 8 (<1%) 4 (<1%) 0 1
| PexTanen xppBousaus | 8 (<1%) 2 (<1%) 0
XeMaTOXE3INA _ 6(<1%) | 0 0 |
TactpounTectuHanes | 4 (<1%) | 2 (<1%) 0
| KPbBOH3/THB
Menena 4<% [1(<1%) 10
[osumeHa 3 (<1%) 0 0
| CromanHo--1peBHH ‘:L_ne AT 1 To0~
AHaneH xppBonanue | 2 (<1%) 0 0
| HAPYIICHHA ﬂepci-)?}pafubﬂ HA 2 (L{l%) ] (*-'-’-l‘V;) o0
| icGenoTo HepBo _ i _
KpbBOWIIHE OT ycTara | 2 (<1%) I 0 _l 0 |
KpbBOHIIHB OT 2 (<1%) 1 (<1%) 0
ropHara yacT Ha
raCTPOMHTECTHHANHHUA
| TPAKT _ N E— , N
EHTepOKYTaHHE 1 (<1%) 0 0
HCTYa S I
XemaTemesa , 1 (<1%) 0 | 0
XeMopoHaaIcH 1 (<1%) 0 0
KPBBOH3/INB _ L
[Mepdopaums Ha 1 (<1%) 0 1 (<1%)
Wieyma — DE—
KpbBOH3INIHB OT 1 (<1%) 0 0
XpaHOMpPOBOAA i
PerponepHTOHEaJIEH 1 (<1%) 0 0
[ ___| KpbBOW3NMB | N
YecTH XunepOnnupyOHH- 38 (3%) 2 (<1%) 1 (<1%)
eMHs I L |
| AGHOpMHa 29 (3%) 13 (1%) 2 (<1%)
yepHOApoOHa PyHKIHSA
XenaToGHIHADHH | ) XenaToTOKCH4IHOCT _18 (2%) ‘_ll (El%_) 2 (<1%)
| mapymenus HeuecTH XnITeHHUA 3 (*:1%)_ 1 (<1%) 0
JlexapcTBEHO 2 (<1%) 2 (<1%) 0
' HHIYLIHPAHO '
: 4yepHOAPOOHO .
_YBPEOXAAHE
YeprOApOGHA 1 (<1%) 1 0 1 (<1%)
i HEeJOCTATBYHOCT 1l ]
Msuoro uectt | [[poMAHA B LBETA HA 404 (35%) | 1 (<1%) 0
| KOoCaTa |
CuHzgpoM Ha 206 (18%) | 39 (3%) 0
| MaTMapHO-TUIaHTapHA
' | SpHTPOMH3ECTEIVA i S
Anonenms 130 (11% 0 Tl a
[Oopws  1129(11%) |7 (FReEA0—Cn\\
ii? ’ . 1 g": R X
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YecTH KoxHa 52 (5%) 0 0
' XMIONHTMEHTAIMA _ | __] _
_Cyxa Koxa 50 (4%) 0 10
Co . 29(3%) 10 10
l Eﬁmm 125 (2%) 0 | 0 1
KoxHa 20 (2%) 0 | 0
AeMTHTMEHTALIHA i
| HapyineHHs Ha| | Xunepxuaposa 17 {1%) 0 10 ]
lcn::;"ra nl Heuecrn HapymeHnus Ha 11 (<1%) 1o 0
NOAKOKHATA TbKAaH HOKTUTC - _ . .
Koxna exchonuamma | 10 (<1% 0
[ Peaxua Ha 7 (<1%) 1 0
$GOTOUYBCTBHTENHOCT | . _
I_E’,_plrreueu_@gm 1 6(<1%) 0 1 0
HapymeHue Ha 5(<1%) 0 0
KoXata - i - : —
Makyno3eH 0OpHB 4 (<1%) 0 0
Cipbsmoopue _ [3(<1%) 10 [0
Be3ukyn03eH 00puB 3 (<1%) 0 10
, ['eHepanu3upaH 2 (<1%) 1 (<1%) 0
| copbex |
| Tenepanusupas o6pus | 2 (<1%) 0 0
[TamymnoseH 0GpHB 5(<1%) | 0 0 |
- | ILtaHTapeH epHTEM 1 (<1%) 0 _ |10
Koxen ynakyct C C C
HEM3BECTHA | HEM3BECTHA | HEH3BECTHA
. qecTOoTa 4ecTOoTa qecTOTa
HapymeHHs na| Yectu | ApTpauIrus | 48(4%) ‘ 8 (<1%) ‘ 0 |
MYCKYJIHO- Muanrus 35 (3%) 2 (<1%) 0
CKeJICTHATA CHCTEMa MycKy/IHH Cra3MH 25 (2% 0 0
B ChelHHHTeNHATA| HedecTH MycKky/ THOCKeneTHa | 9 (&1%)) 1(<1%) |0 o
ThKAH boinka
HapymeHHs Ha T Muoro q&cm_rﬂ_plomuﬂyﬁm 135 (12%) 132 (3%) 0
6n6peunte W Heuectn _T(pmoﬁmn-ﬂ OT 1 (<1%) “To — o -
NHKOYHHKTE NBETHUIA NHKOYHHWTE IMhTHILA
N - - I — _ — - _
HapymeHus ual HeuecTH | Menoparud _3_(?1%) ] o 0
BB3NPOH3BOAMTENH BnaranuilieH 3 (<1%) 0 0
aTa  CcHereMa  H| BOWTHB _ _ -
rbpARTA | MeTpoparus 1 (<1%) |0 0
MHOr0 YecTH | YMOpa 415 (36%) | 65 (6%) | 1 (<1%)
[ YecTH | Bp3naneHue Ha 86 (7%) 5 (<1%) 0
_JIATaBULINTE N — __l — N
O6H HapyLIeHHA H AcTeHuA _ 82 (T%) 20 (2%) 1 (<1%)
ebekTH HA MSACTOTO| 72 (6%) 1 (<1%) 0
HA NPHIOKEHHE Bosika B I'bpAuTe 18 (2%) |
HeuecTH Brpucase ] 4-(<:1%) ]
' HapymeHus Ha 1 (<1%)
_ | |swrapumure — B
[TopuiaBane Ha
| MHOrO 4¢CTH | &TaHMH-
aMHHOTpaHcgepas3aTa
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[TopHIIABAHE HA

HicnenBaHuf

211 (18%) ‘ 51(4%) | 10(<1%)

96 (8%) 7 (<1%) 0

61 (5%) ‘6'(<i%) 1(<1%)

[MopHiaBaHe HA 55 (5%) 3 (<1%) 0

KpeaTHHMHA BKpBBTa | _ _ ‘ L

[TopHmmasane Ha 51 (4%) 21 (2%) 7 (<1%)

.ﬂﬂnm_ _ _ _ _?_______r _ _
51 (4%) 3 (<1%) 0

[MoHwxaBaHe Ha Opos

—

Gl
o

TloBHIIABAHE Ha -36-(?'%)
THPOKII- CTHMYJTHPALLIHA

| XopMOH B KDBBT2
TToBHLIABAHE Ha 35 (3%) 7(<1%) |0
aMHa3ara
- osnmasane marama- | 31 3%) | 9(<1%) [ 4(<1%)
CITyTaMIT
| rpasicepasara |
[TopHinaBaHe Ha 15 (1%) 2 (<1%) 0
 KPHBHOTO Ha/IATAHC . :
TloBumaBaHe HA 12 (1%) 1 (<1%) |0
ypeATa B KpbETa
| OTKIOHEHHA B 12 (1%) | 6 (<1%) 1 (<1%)
yepHOAPOOHHUTE
¢byHKLMOHANHM TECTOBE
I R 1
Heuvecru [ToBHiIaBaHE HA 11 (<1%) 4 (<1%) 3 (<1%)
yepHOAPOOHUTE CH3IUMH
[ Tlonwxkasaxe Ha 7 (<1%) 0 [ 1(<1%)

Y ownkapaHe Ha QT
MHTEpBaNa Ha

KapauorpaMa 1 _
[ToBuIIaBaHE HA 7 (<1%) 1 (<1%) 0

TPAHCAMUHA3UTE . |
OTKIOHEHHA B 3 (<1%) 0 0
THPEOUIHHUTE
| GYHKUMOHAIHH l
TECTOBE |
[ToBHIIaBaHE HA 2 (<1%) 0 0
HACTONHOTO  KPBEHO|
HaJIATaHe
[losumIaBaHe Ha 1(<1%) 0 0
CHCTOIJIHOTO KPBBHO
HaIATaHe

7 (<1%) 2 (<1%) 0
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| b Enem, nepudiepeH €AeM, 6AEM Ha OUHTE, JIOKANUINPAH CACM U €AEM Hi JIELIETO

$HexenaHa peaxius, CRbp3asa ¢ IEHEHHETO, chObILIEHa M0 BpeMe Ha NOCTMApKETHHIOBHA NEPHOA
(CTIOHTAHHHM CHOGILEHHA H CEPUO3HH HEKENAHH PEAKLIKH OT BCHUKH KTHHHYHM NPOYYBAHMA C Na30NaHHb).
KoMOuHHpaH! ca CNEHHTE TCPMHHU!

*HexenaHH peaklyy, CBbP3aHH C JIEICHUCTO, ChOOIIABAHN CaMO MO BpEME Ha NOCTMapKETHHIOBHA NEPHOIL.
OT HATWYHATE AAHHHM He MOxe a Gbae HanmpaBeHa OUCHKA Ha 4CCTOTATA.

a Kopemna Gonka, kopeMHa §oka B ropHaTa H KOpeMHa fonka B AOAHATA YacT Ha KOpeMa |

¢ Jlucreysus, arcy3nsa ¥ XHIIOrey3us

d [ToHwxapaHe Ha 6pos Ha OesTuTe KPbBHH KICTKH, MOHIKABAHE Ha 6pos Ha HeYTPOodHIHTE U TIOHHKABAHE
Ha Gpos Ha JICBKOINTHTE

¢ [ToHIDKEH aneTHT H AHOPCKCHA

f Copaeuna gucdyHKLIMA, TeBOKaMEPH2 mucdyHKLMA, ChPACHHA HEAOCTATEUHOCT M PECTPUKTHBHA
KapAHMOMUOIIATHA

g BeHo3HO TpoMGOeMOONHYHO cp6uTHE, THN00Ka BeHo3Ha TpoMO03a, GenonpoOeH eMOONH3BM H
Tpombo3a

A _— L - — A——

HeyrponeHus, TpoMOOLMTONEHUS H CHHIPOM Ha naiMapHo-IJIaHTapHa €pUTPOAH3ECTEINA Ca HabnogaBaHH
M0-4€CTO NMPH NAUMESHTH OT H3TOUHOA3HATCKH MPOH3XOL.

Tabauua 3;: HexeaaHH PeaKIHH, CBbP3aHH C JEUCHHETO, cHO0IIeHH B NPOYYBAHHATA NPH CAPKOM Ha
MEeKHTe ThKaH (0=382) WIH N0 BpeMe Ha NOCTMAPKETHHIOBHA NepHOA

C HexenaHH peaKkiuH BeHUxH Crenen 3 | Crenen 4
HCTEMO-OPraHHH ;
- crenedn n| n (%) n (%)
KJaacoBe o
Undexunn u| Yectu ' Uudexuns va peHuure | 4 (1%) 0 To
HH{ECTALHH _ _ _ | |
Heomna3mMu- Mmuoro uects | TyMopHa Oonka 121 (32%) | 32 (8%) 0
pofpoxauecTBeHN,
3/10KA4Y¢CTBEHH H
HeonpeaedeHH (BKJL.
KHCTH H
NOJHNH) | i _ _ ) _ | _
MHoro 4ecTH | JIeBKOTIEHHA 106 (44%) | 3 (1%) 0
TpombouuToneHHA 86 (36%) 7 (3%) 2 (<1%)
_ [Heytponenns | 79 (33%) [104%) [0
| Heuectu TpoMGoTHYHA 1 (<1%) 1(<1%) [0
Hapymienus HA MHKPOAHTHOTIATHS
KpbLBTA H JHMpHATS (BKJTIOUHTEITHO .
cucrema’ | TPOMBOTHYHA
TPOMOOLIMTONEHHYHA
Mypnypa H XeMOJUTHYCH
ypeMH4eH CHHAPOM)
| Hapyuenus Ha| Yectn B XHITOTHPEOUTHIBM 18 {5%) 0 0
eHIOKPHHHATA
cHcTeMa _ _ _ i I
Muoro uectn | Hamanes anernt | 108 (28%) r:_12 3%) |0 |
Xunoanbymunemus’ | 81 (34%) | 2 (<1%) 0
HapywieHust Ha| YectH _| Hexunparauus 4 (1%)
meTaboanaMa n| Heuectn | XunoMarHesueMus 1 (<1%)
XpaHEHEeTO C TyMOp-ITH3NC C
HewspecTHa | cHHApoM™ | Hen3BeCcTHA
YeCTOTa L | 4ecToTa
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McHXHYHH | YecTn BeschHue 5 (1%) 1 (<1%) l 0
| HapyuleHHsT
MHOro 4ecTH creyaui 7921%) |0 0
| I'nasobonue 54 (14%) | 2(<1%) 0
[ TlepudepHa ceH30pHA 30 (8%) 1 (<1%) 0
| Hapymenust Ha HCBPOTIATAA 1 _ -
HEepBHATA CHCTEMA 3aMadHOCT 15(4%) 10 190
HeuecTH CBHIMBOCT 1 3_({1%) | 0 0
. [ TlapecTe3ns | 1 (<1%) 0 i LI
J | Mo3nHeH uHapKT 1(<1%) | 0 1 (<1%)
Hapymenus Ha| YecTH 3aMBIIICHO 3pEHHE 15(4%) 0 0
ouHuTe 1 | _ - |
YectH Cobpae4Ha nuchynximad | 21 (5%) 3 (<1%) 1 (<1%)
.- _— —
CohpaeyHH \ JleBOKAMEpPHA 13 (3%) 3 ({1%) 0
HapylieHHA l OMCQYHKIHA : _
Bpaavxapana 4 (1%) 0 0
HeuecTH MuoxapaeH UHQapKT 1 (<1%) [0 0
| Muoro uecty |_XHI'IBPTO_HH;I — | jLlS?. (40%) 26 (7%) 1o
YectH Beno3HO 13 (3%) 4 (1%) 5(1%)
TpoMOoeMOOTHYHO
cnburHe”
CooBH HAPYIIEHHS | [opemy BRIHK | 12 (3%) 0 l 0
1_33‘IE]JBHBB,HE 4 (1%) 0 0
‘:Heqecm KpbBOHINHB | 2 (<1%) 1(<1%) |0
Penxu I‘ AHeBpH3MH H | C C [C
apTepUaTHH AUCEKAlMK | HEH3BECTHA HEM3BECTHA | HEHIBECTHA
— e | uecTOTA yecToTa | MeCTOTd |
| YecTn Enucrakcue 22 (6% 0 10
| JIuchonmn 120 (5%) 0 0
JlucnHed 14 (4% 3 (<1%) 0
Kauumia ‘12@/&) [0 o
[THeBMOTOPAKC 7 (2%) [2 (<1%) 1 (<1%)
XBILAHEe | 4 (1%) 0 10
0 0
PecTHpATOPHH, Bem;ﬁl;p;)fss 4 (1%) 1 (<1%) 0
;l:;il;g'mnaunn Ul Heuectn g;_?g;apnnreanna 3 (<1%) 0 0
HapYyICHHE '_BFon.x'naneH | 2 (<1%) 10 0
KPbBOMIIHB _ .
Punopest ! 1(<1%) _ 0 o
~XeMonTh3a I 1 (<1%) 0 _ 0
Peaku HUHTepcTHIHATHA C C C
6enoapobua Hew3BecTHA | HeM3BECTHA | HEM3BCCTHA
| _ Gonect/mHeBMORMT] | 9ECTOTA JecToTa 4ecToTa
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| Muoro dectu | lnapus 17 (4%) * 0 _
["aneHe ) 8 (2%) 0 |
[ToBpBIIAHE 7 (2%) 0
| Kopemna Gonka® | 55 (14%) 4 (1%) 0
| CroMaTut | 41 (11%) 1 (<1%) 0
Yectt AOnoMHuHANTHA 16 (4%) 2 (1%) 0
|
1 0 |
0 o
|0 0
“Onarynenms | 5 (1%) 0 0 ]
N | AHaneH KppBOHIIMB | 4 (1%) |10 0
HeuectH TactpounTecTHHaneH | 2 (<1%) 0 0
CToMAIHO-SPenHIE ;ex::::;l:cngbmmna T2(<1%) __| 0 [0 —
HApYIHIeHHN EHTepOKyTaHHa 1 (<1%) | 1(<1%) |0
| HCTYyJa
CromameH KE. BOHANHB | | !{1%)-_—1' 0 10
Menexa 12(<1%) | O 0
KpbBOUATHB OT 1 (<1%) 0 1 (<1%)
XpaHONpoBOJA _ |
__ie—gmﬂn'r ) 1 (<1%) 0 10
PeTponepuroHeaneH 1 (<1%) 0 0
| | | KpoBOWTHA - | I
KpBhBOH3NHB OT 1 (<1%) 1 (<1%) 0
ropHara 4acT Ha
racTpOMHTECTHHATHHA
TpaxT : N
| | Mepdopaund Ha wieyM | 1 (<1%) 0 1 (<1%)
XenaroOuanapHH HeuectH ABHOpMHA 2 (<1%) 0 1 (<1%)
| HApYHIeHHS yepHOAPOOHA QYHKIIHA _ _ i
C Hem3pecTHa ' YepHo Ha C v [c
q9eCTOTa HeAOCTATHYHOCT* HEH3BeCTHA | HEW3BeCTHa | HEH3BECTHA
I_ - ) | qecToTa 4eCTOTa | wecToTa
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B ) ["Muoro gectn | TTpoMsiHa Ha upetaHa | 93 (24%) ‘ 0

xocaTa |
XunonurMeHTauus Ha | 80 (21%) 0
' KOXaTa _ -
ExcdonnarupeH oﬁpnn 2 (<1%) 0
. Yectn Anoneuma 30 (8%) 0o 10 .
| HapyweHne Ha 26 (1%) 4 (1%) 0
| koxara® _ I
Cyxakoka | 21(5%) 0 0 _
H Xunepxuaposa 18 (5% 0 0
apymeHHA HA T 13 (3% 0 E—
apyLICHHE Ha (3%)
KOKATA H OKTHITE
NOAKOKHATA ThKAH -
' Ceplex N
___| EpureM —
HeudecTn KoxeH YAKYyC i
Obpus : 0
[lamynoseH OGEHB 1 1(<1% 0 0
Peaxuusa Ha 1 (<1%) l 0 1o
_(OTOUYBCTBHTETHOCT _
CHHAPOM Ha 2 (<1%) 0 To
MaJMapHO-IUTaHTapHa
- | I - JAH3CCTE3NSA _ . |
HapymeHHs HA YectH | MYCKYTHO-CKENETHa 35 (9%) 2 (<1%) To
MYCKYAHO- bonka , J
CKeJNETHATA Muanrys 28(71%) |2(<1%) 0
cHcTEeMa H Mzcgmm cnaami | 8 (2%) 0 0
CheAMHHTETHATA Hevect ApTpairus 2(<1%) |0 [0
_ThKan L | S S - —
HapyumeHHs HA HeuecTtu [Tporennypus 2 (<1%) 0 0
6n6peunTe M -
NMUKOUHHTE
NbTHIIA | _
HapymeHHsA Ha HeuectH anara.lmmeu 13 (<1%) 0 0
BBL3NPOH3BOAHTEH KpBBOM3/IUB 1 _ _ _
ATA CHCTEMA H MeHoparud 1 (<1%) 0 [0
I'bpaaTa
MHoro 4yecTH | Ymopa
O61uH HapylIeHHH Hecrn B K:- — 1
H epeKTH HA 3 anc:ne pauIc =~ |
R pucae =
:::1112:. e HeyectH B’BBH&JIBHHL: Ha
JIUTABHLIUTE
ACTEHMA

——r i i i L - - L E—— L -
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MHOro 4€CTH | [TonmwkaBaHe Ha 86 (23%) 5 (1%) 0
YecTH OTKIOHEeHH TTPH
H3CJIeNBAHHA Ha YIIHTE,

HOCa H I'BPIOTO®

L - F

29 (8%) | 4 (1%) 0

i [TosuImaBaHe Ha 11>3 (2%) | 4 (1%) 2 {(<1%)
| anaHuH
‘avmHorpaschepazara | | 1
OriioHe A B HuBaTa | 6 (2%) 0 0
Ha XOJiecTepona L
[MopMIDABAHE HA 5 (1%)
acriaprart
b | aMmuHOTpaHcepasata | _ _ _
H3cneaBanus [opuwapaHe Ha rama- | 4 (1%) 0 3 (<1%)
| cnyTamusn '
| Tpanchepasata | _ __ |
HeuecTH [NoBuiIaBaHe Ha 2 (<1%) 0
6unupyOHHA B KpBBTA | -
Acnaprar 2(<1%) |0
aMHHOTpaHcpepasa _ |
ANaHUH 1(<1%) |0 1 (<1%)
aMHHOTpaHcjepasa o _ |
| TToxmpkaBane Ha 6pos 1 (<1%) 0 1 (<1%)
| Ha TpoMOOLHTHTE L '
Vowkasane Ha QT 2 (<1%) 1 (<1%) 0
HHTEpBana Ha
|| enexrpoxapniorpaMa | i
}HesxenaHa peakuusi, CBbp3aHa C JICHEHHCTO, ChOOIIEHA 1O BpeME Ha NMOCTMAaPKETHHIOBHA NIEPHOA
(CIOHTaHHH CBOOIEHHA M CEPUO3HA HEXETaHN peaxd| OT BCHUKH KIIHHHYHH MPOYIBAHHA ¢ nasonaHud).
*Hexenany peakiiiy, CBbp3aHH € ICUCHHETO, CHOBLIARAHH CAMO TIO BpeMe Ha NIOCTMAPKETHHIOBHA NICPHOL.
Ot HANTMYHMTE JAHHK He MoXe Ja Oble HanpaBseHa OlCHKa Ha 4yeCTOTATa.
KoMOMHHpaHH ca CISAHUTE TEPMHHH.
» KopeMHa Gonka, kopemHa Gonka B rOpHaTa HacT Ha KOpeMa ¥ FACTPOMHTECTHHANHA Honka
b Enem, nepud)epeH eAeM M €IeM Ha KiCnaquTe
¢ [To-roNiiMa 4acT OT TE3H clyyau ¢a O CHHAPOM Ha AANMAPHO-IUTAHTapHA epHTPOAN3CCTEINA
4 Beno3uyu TpoMG0eMBONMIHH CBONTHA — BIITIOYBA TCPMUHUTE BeHo3Ha TpoMGo3a, Genoapoben emMOoTH3IEM
u TpoM0bo3a
¢ [1o-roNgMaTa YacT OT TE3H Cyuad ONKCBAT MYKO3UT
f YeoToTaTa CE OCHOBABA Ha TaGmuLy ¢ 1afopaTopHU CTOAHOCTH OT VEG110727 (N=240). Te ca noxknaisasu
KaTO HEOKENAHH PEAKLMK OT H3CIeAOBATEIHTE NO-PAIKO © cpaBHEHHE ¢ YCTAHOBEHOTO B |
tabnuuuTe ¢ NabopaTopHH CTORHOCTH.
8 Cp6UTHA HA ChpAeTHa AHCOYHKIMS — BKITIOUBAT JICBOKAMEPHA nucYHKLMA, ChpAeYHa HENOCTATHYHOCT K
peCTPUKTHBHA KapAHOMHOTIATHA
h JecToTAaTa CE OCHOBABA HA HEXEJIAHHTE PeakLH, AOKIANBAHH OT uicnenosarenure. JlabopaTopHH
OTKIOHEHHS €A AOKIABAaHM Karo HEXENaHH peakiuu MO-PALKO OT W3CNEHOBATENNTE B CpaBHCHUE C
| YCTAHOBEHOTO B TAOIHMLMTE C naopaTopHH CTORHOCTH.

2 (<1%) | 2(<1%)

Heytponenus, TpomMOouuToneHud W CHHAPOM HA NANMAPHO-TUTAHTAPHA EPUTPOAM3CCTE3UA  Ca
HAGIONABAHH NO-YECTO NMPH NALMEHTH OT H3TOUHOA3HATCKH MPOHIXOL.

[TeauarpuyHa MOMyJa

[MpoduwrsT Ha 6e30MacHOCT NPH NEAHATPHIHH NALHCHTH e oxoGEeH Ha TO3H, ONIKCAH 33 Na30NaHKO MpH
BB3pacTHU 3a ofo0peHHTe MHAHKALNK Bb3 OCHOBA HA JaHHWTE OT 44 neauaTpy4Hy NALMCHTH B
npoyusane dasza I ADVLO81S, u 57 neguaTPHHH NMALUEHTH B [IPOYBAHC daza 11 PZPO3
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touka J5.1).

C1p00mAaBaHe Ha Moa03 HeXenaHHu

C10BmABAHETO Ha TIOAO3MPAHHN HEXeNaHH PeaKiian CIcA paspelIaBane 3a ynorpeba Ha JICKapCTBEHINA
NpoAyXT ¢ BakHO. Topa Mo3BoABA A4 MPOXB/DKY HAOMONCHHCTO Ha CHOTHOMIEHHETO TMOJN3a/PHCK 34
JIEKaPCTBEHNA TPOAYKT. OT MEAHLIHHCKHTE CNELMATMCTH C& W3KCKBA 118 ChobiLaBat BeAka noao3vpaHa
HeXeJIaHa peaKuusa Jpes3

VsnBJiHHTENHA areHuus 1o JiekapcTbata

yn. ,,JAaMsaH I'pyep” Ne 8

1303 Codun

Ten.: +359 2 8903417

yeGcaitt: www.bda.bg

4.9 IlpeaosHpane

IMasonanus B no3u a0 2 000 mg € ONCHEH B KIHHHYHY MPOy4BaHHs. YMopa CreneH 3 (m0303aBUCHMA
TOKCHUHOCT) ¥ XynepToHus CTencH 3 ca HaGyIoAaBaHH TIpH 1 OT 3 NALMCHTH, KOWTO €4 npHeMany J03H,
cworeto 2 000 mg u 1 000 mg AHEBHO.

Hsma cnemduieH aHTHAOT IPH NPEe03NpaHe ¢ IA30MAHMG M NCUEHHETO Ha MPEAO3HPAHETO TpsabBa Na
ce ChCTOH OT oOIIM MOAXBPKAIH MEPKH.

5. @OAPMAKOJIOTrHYHH CBOHCTBA

5.1 DapMaKOAHHAMH'IHH ¢BOHCTBA

dapMakOoTepanesTHYHa rpyTa. AHTMHEOILIACTHYHM CPEACTBa, APYrH aHTHHEOTIACTHIHA CPEACTRA,
MPOTEMHKUHA3HH MHXHOMTODH, ATC xon: LO1EX03

MexaHnIbM Ha NeHCTBUE

[lazonaHu6 e mepopaneH, MOLIEH, MYJITUTAPIeTeH THPO3NHKWHA3EH uuxuturop (TK1) Ha peuenTopH-
1, -2 u -3 Ha CBHJAOBHs €HHOTENEH pacTekcH dakrop (VEGFR), TpoMBOLUTHUTE PACTEXKHH daxTopH
(PDGFR) -« 1 -}, ¥ pelenropa Ha hakTOpa Ha CTBOJIOBHTE KICTKH (c-KIT), B¢ CTOMHOCTH HA ICso,
croTeTHO 10, 30, 47, 71,84 n 74 nM. B npefKIHHAYIHH €KCIIEPAMEHTH, nazonadud ¢ HHXubHUpal 1o
0303aBHCHM HAUHH JUraH-WHAYLIHMPAHOTO asrodochoprIHpaHe Ha VEGFR-2, cKit 1 PDGFR-}3
peLenTopuTe B  KIETKHTE. In vivo nasonaHuG wHXHOHpa VEGF-HHAyupaHoTO VEGFR-2
dbocdopunupane B Genu npofoBe Ha MHIIKH, aHrHOreHe3aTa py pa3fiKuHH )KHBOTHHCKH MOZIC/H, KAKTO
11 pacTexa Ha MHOXECTBO HOBCILKH TYMOPHH KCEHOTPAHCIUIAHTaTH TIpH MHUIIKH.

(D apMaKkOreHOMHKa

B1p dapMakoreHeTHYEH METa-aHa/IH3 Ha faHHy OT 31 KTMHWYHH NPOYy4BaHHA Ha nazonasut, npuwioKeH
UMY KATO MOHOTEPanus WIH B KOMOHHALWMA ¢ ApYTH CpeACTBa, TOBHIIABAHE Ha AJIAT

>5 x TTH (NCI CTC CreneH 3) BB3HMKBA IIPH 19% or nocuTenute Ha HLA-B*57:01 1 mipy 10% ot He-
wocuTenute. B Ta3u 6a3a naHHH 133/2 235 (6%) OT MALUMEHTHTE Ca HOCHTE/M Ha anersn

HLA-B*57:01 (8. TouKa 4.4).

KIyHWYHA POYYBAaHHA

Bubpeunoxnemvyen KapPYUHOM (RCC)

Be3onacHOCTTa H epHKacHOCTTa Ha nazonanu® npu RCC ca olleHeHH B PaHAOMH3HPAHO, ABOHHOCIIANO,
mianefo KOHTPOINpaHo, MHOTOLICHTPORBO npoyunase. [JauneHTH (N=435) ¢ NOKaTHO H
veractariued RCC ca paHIOMH3UPaHH J1a MoxyHdasat riazonasnO 800 mg BeAHBXK OH
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OcHOBHAaTa lieJl HAa NPOYYBAHCTO © Guna Oa ce OLCHAT M CPaBHAT ABETE IPYTH Ha JIEICHHE 33
NpeXUBAEMOCT 0€3 NpPOrpecHs (PFS), a2 0OCHOBHAaTa BTOpH1HA kpaitHa To4ka € obuara NPeKUBAEMOCT
(OS). Jlpyrure uenn ca 6WIM Aa ce OLSHAT HMBOTO HA obiiaTa CTENeH Ha TORIWABAHC H
NPOABIDKUTETHOCTTA HA [MOB/INABAHETO.

Ot o610 435 naiy¥eHTH B TOBA NPOYHBAHC, 733 nauueHTd ca Guwin 6e3 NpeamecTBallo JCIEHHE, 2 202
NAIMeHTH ca 6K Ha BTOpa JIMHUA, KaTO ¢a MOMYSHIIM S[HO MPEAIECTBAIIO JICICHHE Ha Gasara Ha IL-
9 wiut INFo.. OyHKUHMOHATHOTO CHCTOAHHC (ECOG) e 610 CXOIHO MEXKIY rpymnHTe Ha rnasonaHud u
manebo (ECOG 0: 42% cnpaMo 41%, ECOG 1: 58% cnpamo 59%). To-roisiMaTa 4acT OT NaHCHTHTE
ca MMAJIH WiH GnaronpusaTHE (39%), WM CPCAHY (54%) npOrHOCTHYHH daxropu no MSKCC (Memorial
Sloan Kettering Cancer Centre)/Motzer. BcyuKH NalHeHTH ca G1iH Che CBETNOKNCTRICH XMCTONOrHUCH
THI WIH MpefUMHO CBETIOKIETHYUCH wycTosiormded Tun. [IpubnusMTenHo nonobkHata Of BCHYKH
napMeHTH ca Gunu ¢ 3 MM noBeue 3acCrHatu Of 1260 ABAHETO OPraHa U TpH NOBEHETO MALMEHTH ©
uMao MeTacTasu B GenuTe ipobose (74%) w/unu NUMQHATE BB3H (54%) Ha H3XOAHO HHBO.

CxoeH TPOLEHT OT NalMeHTHTe BbB BCAKA rpyna ca Omni Ge3 MpPEAIIECTBAINO neYeHrHe H ¢
peALECTBAINO JICYEHHE C LIHTOXHHH (53% un 47% B rpynaTa Ha nasonadund, 54% n 46% B rpynara Ha
nane6o). B rpynara ¢ npeaUIecTBallo AeueHue ¢ LMTOKHHH, [TOBEUYETO MalHCHTH (75%) ca nony4wIn
Tepanys Ha fa3ara Ha uHTepdEpPOH.

CxofieH MPOLIEHT OT NAUHEeHTHTe BbB BCAKA rpyna ca 61K ¢ mpeawecTsalla HedpeKTOMHS (CHOTBETHO
0% u 88% B rpynaTa Ha Na3onaHuO M B TPYNATa HA nnaneo) WK NpeliecTBAIO JIBHENCHCHHT
(cvoTBeTHO 22% ¥ 15% B rpynara Ha asonaHu® ¥ B rpynaTa Ha niaueto).

[ThpBHYHMAT AHAIN3 HA IbPBUIHATA kpaiina Touxa PFS ce 0CHOBaBa Ha olleHKa Ha 3a00NABaHETO 1PE3
He3aBMCHM NpErjiea Ha peHTreHorpaduuTe Ha LAaTa MOy Ialthi Ha npoyuBaHeTo (6e3 npeawecTealno
feueHue ¥ ¢ NPeALIeCTBALO TeYCHHE C LIMTOKHMHH).

Tabauua 4 OOmMH peayaTaTH 32 ePHKACHOCT NPH RCC no He3aBuUCHMA OLICHKS (VEG105192)

P cTOHHOCT
Kpatinu Touxw/Tlomynauust Ha (eaHO-
_TNpOYYBaHETO . TTazonaHu0 Mnauebo | HR(95% Cl) | crpaHHO)
PFS
O6ua®* ITT N=290 N=145
Menuana (Meceun) 9,2 4,2 0,46 (0,34; 0,62) | <(,0000001
TeneH HA MOBITHABAHE N=290 N=145
% (95%CI) 30 (25,1; 35,6) 3 (0,5; 6,4 ~ <0,001
HR = Koeduiment Ha puck; ITT = “Intent to treat’™; PFS = [TpexHBACMOCT Ges nporpecHs. *-Tlonynauny be3
NpeALIeCTRAIlO CYCHHE U C : NPEJIIECTBAINO JCHCHAS © UHTOKUHH.

Gurypa 1 Kpupa Ha Kaplan-Meier 3a npexHBREMOCT Ge3 mporpecus cnopel He3aBHCHMA

onenka 3a ofmara nomyaanns (nonynannn Ge3 npeMecTBALI0 JeueHHe H ¢ npeauiecTBAMIO
eqenne ¢ uurokuny) (VEG105192)
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—4+— Pazopanib (N = 290)
Median 9.2 months

v Placebo(N=145 |
Median 4.2 months

Hazard Ratio =046
95% 1 (0.34, 0.62)

E‘ n-.a : -i- _____
E o:4 L.}L‘+ - |

----- L
0.0 - ;
b — T Y .
0 5 10 15 20
Months
x 0c; Meceun, y oc; ITpouenT 6e3 nporpecus, [Tazonanu®b (N=290) MeaunaHna 9,2 Mecela; [Tnanebo ------

-- (N=145) Meauana 4,2 Mecena; KoepHLMEHT HAa PHCK = 0,46; 95% CI (0,34; 0,62), P<0,0000001

@urypa2 Kpusa Ha Kaplan-Meier 3a npexHBseMOCT Ge3 mporpecusi cnopea He3aBHCHMA
oLIHKA 32 monyJjanusaTa 6e3 npeawecTsaio neyenne (VEG105192)

-—
—a— Pazopanib (N = 133)
Median 11.1 months

ot PlaCEDOMN=T78) |
Median 2.8 months

Hazard Ratlo = 0.40
95% Cl {0.27, 0.60)

"""""""

0 ) 10 15 20
Months
x oc; Mecenu, y oc; ITpoueHT 6e3 nporpecus, [Tazonanub (N=155) Menuana 11,1 meceua; [1naunedo ----

- (N=78) Menuaua 2,8 mecea; KoepUUHEHT Ha PHCK =0,40: 95% CI (0,27; 0,60), P<0,0000001

®urypa3d Kpusa Ha Kaplan-Meier 3a NpeXHBAEMOCT Ges mnporpecHsi cmnopen
He3aBHCHMAOLEHKA 32 TNOMYJIAlUHATa € MNpealecTBamo Jie4yeHHe ¢ UHTOKHHH

4+— Pazopanib (N = 139)
Median 7.4 months

i s Phcehoiﬂ=ﬁ7}
Median 4.2 months

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




X 0C; MeceuH, Yy oc; [IpoueHT 6e3 mporpecis, [Mazonanuo (N=135) Menuana 7,4 MeceLa, [Tnauebo ------
-- (N=67) MeauaHa 4,2 mecela; KoedULHEHT Ha PHCK = 0,54; 95% C1(0,35; 0,84), P<0,001

[Nps naUeHTHTE, KOHTO €A C¢ NMORIHANM oT NIedeHHeTo, MeAHaHaTa Ha BPEeMETO JI0 TIOBITHABAHE € Ouna
11,9 ceqMu, 8 MEAHAHATA Ha MPOALIKHTETHOCTTA HA MOBIUABAHE e ouna 58,7 ceaMHLM Cnopel
nesapucumara ouenka (VEG105192).

JlaHHWTe 33 MeJHaHaTa Ha OOMaTa MPEKHBACMOCT (OS) B KpalfHUA aHANIM3 HAa MPEKMBACMOCTTY,
OMpeNeneH B MPOTOKOA, Ca Gunu 22,9 meceua u 20,5 Mecelia [HR=0,91 (95% Cl: 0,71; 1,16; p=0,224)]
12 [aLMEHTHTE, PAHNOMHU3HPaHH CbOTBETHO B paMOTO C nasonanu6 u pamoTo ¢ rauebo. BE3MOXKHH €2
OTKIOHEHHS B PE3YJITATHTE 3a 0011aTa NPEeXKUBACMOCT (OS), Trii Kato 54% OT NAUMEHTUTE B PAMOTO €
wianefo ca mpueManH ChILO H [A30MaHNG B MPOMBDKEHNETO HA TOBA MPOYYBAHE CICA nporpecus Ha
sa6onasaHeTo. lllecTaeceT ¥ mecT NPOLEHTA OT MALMEHTHTE, NpHeMalli rwianefo, ca noy4ynIm Ie4eHHE
cliel] MPOY4BAHETO B CPABHEHHE C 10% OT NalMEeHTHTE, MPUEMAITH NTa30naHuo.

He ca HaGMONABAHH CTATHCTHYECKH 3HAYHMH PA3THKH MEOXIY rpyTHTe Ha JICUeHHE 10 OTHOLIEHHE Ha
rno6anHoTo kauecrso Ha xueoT (Global Quality of Life), ouexeHo no EORTC QLQ-C30 u EuroQoL
EQ-5D.

B npoy4aHe ¢a3a Il npy 225 NaLKEHTH C JIOKATHO pELMAUBUPAT WY METACTaTHiCH CBETJIOK/IETBUYCH
OBOpeUHOKNICTEYEH KapLHHOM, o6exTMBHATa CTENeH HAa MORIUABAHE € Omnma 35%, a MeauaHaTa Ha
NPOABHKUTENHOCT Ha MOBIIMABAHETO € 6una 68 ceaMMIH CrIopel HE3aBUCHMATa OLICHKA. MenauaHara Ha
PFS e 6una 11,9 Meceua.

Be30macHOCTTa, epUKACHOCTTA H KaHeCTBOTO Ha XKHBOT MPH Na30naHuG CpAMO CYHHTHHHO, ca OLIEHCHY
B eIHO PAHAOMH3MDAHO, OTKDHTO, MNAapaneHOIPYHOBO dbasza Il HenndepHOPHO TNpOYIBAHE
(VEG108844).

B npoyusaHero VEG108844, nauneHTH (N=1 110) ¢ n0xanHO HANpeAHA wwin meracrataueH RCC,
KOMTO MpeaH TOBa He ca OWIH Ha CHCTEMHA TEpanhi, ca paHAOMH3INpPaHH Jia MmpueMar Wil niazonaHud
800 mg BeIHBXK AHEBHO O3 MPEKbCBAHE, HIlH cyHHTHHHO 50 mg BeJHBX QTHEBHO B 6-ceMHUYHH LIUKIH
¢ 4 ceIMHIM HA JIGUeHHE, NMOCNeBaHH OT 2 CeAMMUIH Ge3 neucHue.

OcHOBHATA LieJ1 Ha TOBa MpOoy4BaHe € a C¢ OLeHH H CPaBHH npexuBsieMocTTa 0e3 nporpecus (PFS) npu
NALMEHTHTE Ha JedeHue ¢ rasjonaHud B CpaBHEHHE C MALMEHTHTS Ha JleUeHHe ChC CYHHTHHHO.
IleMmorpadckuTe XapaKTePHCTHKH Ca GIUTH CXOLHH MEXIY PaMeHATa Ha neyeHHie. XapaKTepHCTHKHTE Ha
3a601BAHETO MPH MHPBOHAYANHATA AMATHO3a H NPH CKpPHHHITA ¢4 GanaHcupaHd MEXIy paMcHaTa Ha
JieyeHue, KATO NOBEYETO MAMEHTH ca O’IH CBbC 1aG0ABAHE OT CBETIIOKAETHRYEH XUCTONOTH4CH THIT H
creneH 1V.

VEG108844 mocTvra mbpBHMHATa CH KpaHHa TOYKa PFS u nokassa, ue nasonaHud € ¢ He no-Majka
epHKacCHOCT OT CYHHTHHUO, Thi KaTO ropHaTa rpaHulia Ha 95% CI 3a KoedHLHECHTa Ha PHCK €
[O-HHCK& OT OTpeJieNieHaTa B MPOTOKO/A JOMyCTHME rpaHKlla 3a neuHbepropHocT ot 1,235, O0muTe
pe3ynTaTH 3a epUKacHOCT ca 0Go01weny B Tabnuua 3.

Ta6auua 5 OGmH pe3yaTaTH 32 ePHKACHOCT (VEG108844)

MazonanHo CyHHTHHHO HR (95%
| Kpafina Touxa ___N=557 | E— N=553 I & ]

PFS
O6wwo

Meanana (MeceLH) 8.4 9.5 1,047

(95% CI) (8,3; 10,9) (8,3;11,0) (0,898; 1,220)
O0ma npeXxXUBAEeMOCT
Mennana (MeceLH) 28,3 29,1
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(95% CI) (26,0;35,5 | (25,4;33,1) | (0,786; 1,065)
HR = KoedHuLHEHT Ha PHCK; PFS = [1pexuBaeMOCT Ge3 nporpecus, a p croiinocT = 0,245 (2-cTpaHHO)

durypa4 Kpusa Ha Kaplan-Meier 3a npexHBseMOCT 0e3 mporpecusi crnopea He3aBHCHMA
olLIeHKA 32 o01aTa nomyJialuHs (VEG108844)

0 4 8 12 16 20 24 28 32 36 40

Bpeme crnel paHaoMu3aumns (Meceum)

Ananus Ha noarpynure Ha PFS e HanpaseH 3a 20 nemorpadCKH M MPOTHOCTHYHH (aKTopa. 95%
[IOBEPUTEIHM UHTEPBAIX 32 BCHYKH NOArpYNH BKIIOHBAT koedHIMEHT Ha pucK 1. B TpUTE HaH-MalKu
or Te3u 20 moarpyrmnu, TOYKOBaTa OLECHKa Ha koedHLMEHTa HA PUCK € HaJBULIMIA 1.25; Tie. nIpw
yyacTHULM 0€3 npeamecTsalla neppexromus (n=186, HR=1,403; 95% CI (0,955, 2,061)), ©3XOOHH
croiinoctd Ha LDH>1,5 x I'TH (n=68, HR=1,72; 95% CI (0,943, 3,139)), 1 MSKCC: HHUCBK PHCK
(n=119, HR=1,472; 95% CI (0,937; 2,313)).

Capkom _Ha MmeKume MmbKaHu (STS)

EdukacHocTTa M 0€30MacHOCTTa Ha noszonauu6 npu STS ca oueHeHn B OCHOBHO daza 1l
paHIOMHU3HPAHO, ABOHHO-CIIAINO, miane60-KOHTPOIHPaHO MHOTOLEHTPOBO MNPOYy4BAHE (VEG110727).
O6wo 369 nauueHTH ¢ HanpenHan STS ca OwiM paHAOMH3HpaHH [id nonyuasat nmazonanub 800 mg
BeJIHBXK JHEBHO WM ruianebo. BaxHo e, ue caMo MAlMEHTH C onpe/eNeH: XHCTOJIOTHYHH MOABHAOBE
na STS ca fomycHATH a y4acTBaT B M3MHUTBAHETO, H cienoBaTenHo eukacHOCTTa U 0e30MacHOCTTa Ha
nazonaHub MOraT [a Ce CUMTaT 3a yCTaHOBEHH CaMoO NpH Te3H NOATpyIH Ha STS U Je4EeHHETO C
naszonaHud Tpsa6Ba 1a ce OrpaHu4M 10 TaKHBA STS noaBHAOBE.

ClieqHUTE BHIOBE TYMOPH ca OWJIH NOAXOASALUH:
®dubpobnactHu (pubpocapkoM MpH BB3IPACTHH, MHKCcOHOpOCapKoM, CKJIepo3upall EnHTETOWACH
dubpocapkoM, 3N0KaYECTBEHH COJIMTApHH ¢ubpo3nn TyMOpH), T. Hap. dHOPOXHUCTHOLIUTHH
(mneomopdeH 3/10Ka4eCTBEH ¢ubpo3eH XHCTHOLIUTOM [MFH], rurantoxnersyeH MFH, Bb3nannTeieH
MFH), neiioMHOCapKOM, 3/I0Ka4eCTBEHH INIOMYCHH TyMOPH, Ha CKeJIeTHUTE MYCKYJH (ruieoMopdeH U
anBeosiapeH paGIOMHOCApKOM), BacKyJapHH (enUTENIONAEH XEMAHrHOEHAOTEITHOM, aHTHOCAPKOM),
HeauepeHUMpaHd (CHHOBHAIICH, EMUTEIONICH, aBeo/IapeH MEKOTbKAHEH CapKOM, CBETJIOKJICTBYCH,
e3MOIUIacTHYeH ApeOHOKPBITIOKIEThYEH, EKCTpapeHAICH pabnouneH TyMOp, 3J10Ka4YeCTBEH
ME3eHXHMMOM, TIEPUBACKY/IAPHH EMTUTENIONAHOKIIETHYHH TyMOPH, capKOM Ha HHTHMAarTa), 30Ka4eCTBEHH
TYMOpH Ha OOBMBKHTE Ha nepudepHUTE HEPBH, HEAU(EPEHIIMPaHH CAPKOMH Ha MEKHUTE TbKaHH, KOUTO
He ca OnpeneseHu Mo ApYr Ha'iuH (NOS) u apyrd BHAOBE CapKOMH (kouTO He ca M3DOpOeHH KaTo
HEMOAXOISALLIH).
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CnexHuTe BHIOBE TYMOPH HC Ca OWIH NOAXOAAIIH:

AIHMOLMTEH CAapKOM (BCHYKH NoABHAOBE), BCHYKH pabioMHOCAPKOMH, KOWTO He ca anBeoNlapHH HIIH
1mieoMOpdHY, XOHIPOCAPKOM, OCTEOCAPKOM, TymMopH Ha Ewing/mpHMHTHBHH HEeBPOEKTOAEpMATHH
rymopu (PNET), racTpO-MHTECTHHANICH CTPOMAICH tymop (GIST), nepmaropubpocapkoMa
npoTy0epaHc, Bh3NanHTENCH MuoGuGpoblacTeH CapKoM, 3/10KaUCCTBEH ME30TETHOM M CMECCHH
Me30epPMAJTHH TYMOPH Ha MaTKaTa.

Tpa6pa na ce OTOE/EKH, YE NALHCHTHTE © AIMIIOLMTEH CapKOM ca OGN H3KIOUCHU OT OCHOBHOTO (aza
111 npoyusaHe, ThH KaTO B peBApUTENHOTO (a3a II npoydBaHe (VEG20002), akTHBHOCTTS

(PFS Ha ceamuua 12), HaGIONABAHA ¢ Ma30MaHWG MpY ANHIIOLUTCH CapkOM, He € JOCTHIH&IA
HeoBXOoNuMAaTa CTEMNEH, KOATO Aa MO3BOJH [I0-HATATHLUHO KITHHHYHO H3CICIBAHC.

IlpyT KIOYOB BKTIOYBAIN KpuTepuli Ha NPOYIBAHETO VEG110727 e 6u1: XMCTOJIOTHIHH NAHHW 33
BHCOKA HIM CpefHa CTerneH 3/0KaeCTBCH STS u nporpecus Ha 3a00NABAHETO B paMKuTe Ha 6 Mecela
T NeYEeHHE 33 METACTATHYIHO 3a00NIsBaHE, HIH PCLHIHE B paMKuTE Ha 12 MeceLa oT (Heo)-
/aroBaHTHA TeparnuA.

[lpeaw Aa ce BKMOYAT B MPOYHBAHCTO JeBETACCET K 0CEM TPOLICHTA (98%) OT y4aCTHHIHTE Ca TPHEMAH
nokcopyoupiH, 70% ca npHeMaii udocamun ¥ 65% o1 yHacTHHLNTE €4 pHeMaltyl 1IOHe TPH HIH
nosede XHMUBOTEpaneBTHIHH NPOAYKIA.

[MammenTure ca 6wiM cTpaTHGHUMpPaHH 10 dbaxTopuTe Ha (HYHKIHOHATHHA CTATYC no C30 (WHO PS)
(0 wiu 1) Ha H3XOAHO HHBO H 6pos HA NMUHUMTE HA MPEAECTBALIO CHCTEMHO JIeHeHHE Ha HarpeHano
3aGonapane (0 win 1 cnpsMo 2+). BbB BCAKa OT rpymHTe Ha JICUCHHE € M0 MAIKO TO-BUCOK ITPOLIEHT
Ha y4yacTHMUMTE ¢ 2+ JMHHMM HA PENILUECTBAI0 CHCTEMHO JeHeHue Ha wanpeHano 3abonspaHe
(ceotBeTHO 58% M 55% 33 pamoTO Ha neyeHye ¢ mnanebo ¥ paMoOTO Ha JIEYCHHE C nazonaHub) B
cpaBHeHue ¢ O WiH | JIMHWH Ha NpeAIIECTBALI0 CHCTEMHO JICHEHHC (cbotBeTHO 42% 1 45% 33 PaMOTO
ua nederue ¢ miauebGo ¥ paMOTO HA NEUCHHE C nasonanu6). MennaHata Ha NMPOABIKHTCIHOCT Ha
npocieAsBaHe Ha YJaCTHHLMTE (ompefeneHa OT AaTaTa Ha paHAOMM3allHA A0 fAaTara Ha TOCHENeH
LOHTAKT KWK cMBPT) € 6iwa mosofHa 3a BETE paMEHa Ha neueHue (9,36 Mecela 3a ruianeto [B AnanasoH
ot 0,69 po 23,0 mecena) u 10,04 Mecena 3a nazonanu6 [B auanasoH 0,2 70 24.3 meceLal.)

OcHOBHaTa UeJ Ha Mnpoy4YBAHCTO € 6mia mpexussemocTTa 0e3 NpOrpecHs (PFS), ouieHeHa Hpe3
He3aBHCHMM PAJHONOIMHeH Nperael; BTOpHIHHTE KpaliHH TOYKM Ca BK/IIOUBATH ofula OpexUBACMOCT
(OS), o6ia cTeneH Ha NOBIHABAHE 1 MPOIL/DKHTENHOCT Ha NOBIHABAHE.

Tabauua 6 OO6LIH Pe3yATATH 33 ePHKACHOCT NPH STS no He3aBHCHMA OLLCHKA (VEG110727)

'l{paﬁﬂu rouKH / i'[nny.r-l;fmn Ma3zonanub T Mnauebo [ HR (ﬁ—.')“/n CI)' TP croiinoct
HA NPOYYBAHETO (nBY-
eTpansio)

PFS
O6wa ITT . N=246 N=123

MenauaHa (CEAMHLH) 20,0 7.0 0,35 (0,26; 0,48) <0,001
JNetfioMHOCAPKOM ' N=109 N=49

Mezauasa (CeaMHULH) 20,1 8,1 0,37 (0,23; 0,60) <0,001
[loarpyny HA CHHOBHAIEH N=25 | N=13
CapKoM

MenuaHa (CeAMULH) 17,9 4,1 0,43 (0,19; 0,98) 0,005
[onrpynu Ha ,Apyru STS” N=112 N=61

Menuana (CeaMHIIH) 20,1 J_ 4,3 0,39 (0,25; 0,60) <(,001
oS 1 N B : 4
O6ma ITT N=246 N=123

Mennana (Meceun) 12,6 10,7 0,87 (0,67, 1,12) 0,256
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JleiioMuocapkoM™ N=109 N=49

Menuana (MeceLH) 16,7 14,1 0,84 (0,56; 1,26) 0,363
[Toarpynu Ha CHHOBHAICH N=25 N=13
capkoM*

MenuaHa (MeceLH) 8,7 21,6 1,62 (0,79; 3,33) 0,115
[loarpyn# Ha ,,ApYTH STS”* N=112 N=61

MenuaHa (MeceLH) 10,3 9,5 0,84 (0,59; 1,21) 0,325
CrerneH HA NOBJIHSIBAHE
(CR+PR)

% (95% CI) 4(2,3;7.9) 0 (0,0; 3,0)
[TpoaABJDKHTENHOCT Ha
MOBJIUABAHE

Menuana (ceamuun) (95% 38.9 (16,7; 40,0)
Cl)

HR = Koeduuuent Ha puck; ITT = Intent to treat”; PFS = IIpexuBieMOCT 6e3 nporpecus; CR = [161HO
nosnusBane; PR = HYacTHYHO nopiuaBade; OS = O6uia npexuBAeMOCT

* O6aTa NpeXMUBAEMOCT 338 CHOTBETHUTE XUCTONOTHYHHU MOArpyNnH Ha STS (yiefioMHOCapKOM, CHHOBHAJICH
capkoM H “IpyrH STS) Tpsa6GBa na ce HHTEPNPETHpa ¢ [OBMILEHO BHUMAHHE Mopaad MAJIKHA Opoii Ha HLaTa
M LIMPOKHTE JOBEPHUTE/IHH MHTEPBAJIH.

[Toxo6Ho momobpenue B PFS, B3 0CHOBA HA OLIEHKA Ha W3cienoBatel, € HaOMoAaBaHoO B paMOTO Ha
na3zonaHub B CpaBHEHHE C paMOTO Ha rauebo (B obmara ITT nomynauxs HR: 0,39; 95% CI, 0,30 no
0,52, p<0,001).

®urypa 5 Kpupa Ha Kaplan-Meier 3a npeXHBAEMOCT fe3 mnporpecusi INpH STS cnopea
He3aBHCHMA OLIEHKa 3a o0uiaTa nomyJalHs: (VEG110727)

| | | | | |

Estimated Survival Function

Subjects Al Risk
246 68 25 S 1
Placebo 123 8 1

M:ﬁmmmw-umumw

He e Ha6oqaBaHa 3Ha4MTE/IHA pasjikKka B OS Mexay ABeTe paMeHa Ha JIeUCHHE TIpH KpaiiHus aHalu3
na OS, HampaseH Clel KaTo 76% (280/369) oT cpOUTUATA Ca ce CITYUYHIH (HR 0,87; 95% C10,67; 1,12

p=0,256).

[TequaTpUyHa MOIMYJIALINA

IMpoyusane ¢aza I (ADVLO0815) Ha na3onaHub e mpoBEACHO MpH 44 menuMaTpUHHH MAUKMEHTH C
pa3sTM4HKH PELMAMBHPALLIA HIH pedpakTepHH COJHAHHM tymopu. OcHoBHaTa L€
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MAKCHMATHATA MOHOCHMA J03a (maximum tolerated dose, MTD), mpodursr Ha 6e30NacHOCT H
(hapMaKOKHHETHUHUTE CBOACTRA HA nasonaHué npu aeua. MenWaHara Ha TPOABIKHTEIHOCTTA Ha
eKCMIO3KULMA B TOBA MpOY1BaHe € 3 Mecela (1-23 meceua).

[TIpoyusane ¢asa Il (PZP034X2203) Ha Na3onmaHKG € mpoBefeHo MpH 57 nenHarpH4HH NalMeHTH C
pedpakTepHH COJMAHH TYMODH, BIUTIOYMTEIHO pabaoMHOCApKOM (N=12), He-pabmOMHOCAPKOMEH
mMexoTpKaHeH capxom (N=11), capkoM Ha Ewing/pPNET (N=10), ocTe0CapKOM (N=10), reBpofnacrToM
(N=8) u xenarobiacToM (N=6). [Tpoy4BaHeTo ¢ MPOBEICHO KATO MOHOTEpAIs, HEKOHTPOIHPAHO,
OTKPHTO MPOYYBAHE 32 ONPEAC/AHE HA TepaneBTHYHOTO AeHCTBHE HA nasonasub npu Acua H I0HOLIH
Ha BB3pacT 1 1o < 18 romuHU. [Tazomanu6 e mpunarad eXeaHEBHO IOJ ¢opmaTa Ha Ta0AETKH B K034
450 mg/m2 /5032 WIIH KaTo nepopaisa CyCrneH3InA 225 mg/m2 /A03a. MaxcuMaIHO A0y CTUMATA HCBHA
no3a 3a Tabnerky e 800 mg u 400 mg 3a nepopainHa CyCneHInA. MeznxaHaTa Ha MPOABIKUTENTHOCTTA Ha
excriosuuya e 1,8 meceua (1 aen-29 Mecela).

PesyaTaTdTeé OT TOBA NpOYYBaHE HE NOKA3BAT 3HAUMMO AHTHTYMOPHO AeHCTBHE NpH CHOTBETHATA
MeAMaTpHYHA Monyaauud. 3aToBa nasonaHub He ce MpenopbyBa 3a JIEGCHHETO Ha Te3H TyMOpH IPH
eaMaTpHYHa MOy almsa (BX. ToUKa 4.2 3a nHGoOpMaLHA OTHOCHO ynorpefa B eAnaTpuATa).

EsponeiickaTa arcHis 10 JICKapCTBaTa ocpoGoXaaBa OT 3aXB/DKEHHETO 3a MpEAoCTaBiHC Ha
pe3yNTaTHTE OT MPOYIBAHHATA C NA30NaHU6 BB BCHUKHM MOANPYNH HA NEAHATPUHIHATa oMy altiid TP
nedeHue Ha KapuuHoM Ha OnOpexa M 6u6peunoTo JercHYe (¢ H3KMOYCHHUE HA HedpobnacTom,
He(pobnacTomMaTo3a, CBETIOKICTHHCH CApKOM, me3o6nacren HedpoM, ObOpedeH Meoy1apeH KapLUHHOM
u pabnounes TyMop Ha 6b0peka) (Bx. TO4Ka 4.2 32 HH(pOpMALMS OTHOCHO yriorpefa B NEAHATPUATA).

52 @apMaKOKMHETHUHM CBOHCTBA

Ab6copbuus

[Ipu nepopanHo NPUIOKEHHE Ha €AHOKpaTHA nosa nasonanuG 800 mg HAa MAUMEHTH CbC CONHAHH
TYMOpH, MAKCHMA@IHATA IUIAIMEHA KOHLCHTPALMX (Crax) TpuOnM3uTENHO 19 13 pg/ml e buna
JOCTHIHATa Cliell MeAnaHa 3,5 yaca (rpadmuun 1,0-11,9 yaca) ¥ € [TOCTHrHaTa AUCp< TpHOTHIUTENHO
650 + 500 pg.h/ml. ExxexineBeH NpHEM Ha A03aTa BOAH 110 nopumasane Ha AUCo.r ¢ 1,23 10 4 MBTH.

He e HabmoAaBaHoO CHOTRETCTRAMO nosuiuasate Ha AUC unu Coax IIPH NTa30MaHKG € NO3M Hal 800 mg.

CHCTEMHATa EKCIIO3ULMSA Ha TMa30naHud ce MoBHilasa MpH NpWIOKECHHE ¢ XpaHa. [TpunoxeHNHeTo HA
nazonaHu6 ¢ XpaHu ¢ BUCOKO HJIH C HHCKO ChABPKAHUC Ha Ma3HMHH BOIY 0 NPUOMH3IHTEITHO
2-xpaTHO nopumasaHe Ha AUC ¥ Cuax. TTOpau TOBA, Na30NAHHO Tps6Ba Aa ce mpunara Hai-Manko xsa
yaca CJiek WK Hafi-ManKo eduH J9ac Npear XpaHeHe (BX. TouKa 4.2).

Tpunoxkenwero Ha nasoriaHuG 400 mg HaTpolucHa ra6nerka e mopummio AUCpm) ¢ 46% 1 Ciex
ApMGIM3KUTENHO 2 BT M € HAMANUI0 tmax C npuGAM3UTENHO 2 4aca, B CPaBHEHHE ¢ MPUIOKCHHC Ha
usna tabnerka. Te3u pesynTaTi NOKA3BaT, 9¢ 61HOHANIMUHOCTTA U CTENEHTa Ha nepopanHa abcopOLma Ha
nasonaHut ca MOBHLIEHH ClIe NPHIOXKEHHE HA HATPOLICHATA tabeTKka, B CPABHEeHHE C NPHIOKEHHE Ha
usta Tabnerka (Bx. Touka 4.2).

PasnpeaeneHHe

CBBp3BaHETO Ha Ma30naHul ¢ HOBCLIKHTE MUIA3MCHH ApOTEHHH in vivo € 6o no-BHCOKO OT 99% 6e3

3aBUCHMOCT OT KOHLICHTpALMATA Haj CTOHHOCTH OT 10-100 pg/ml. In vitro npoy4BaHHA npeanonarar,
ye nasonanu6 e cyberpar Ha P-gp u BCRP.

bu chopM
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Pe3ynTatH OT in vitro Npoy'saHui nokassat, qe MeTabONM3MA Ha Ma30naHub € MeAHUMpaH MaBHO OT
CYP3A4, ¢ HE3HAUYHMTEIHO YHAcTHE Ha CYP1A2 u CYP2C8. Herupure OCHOBHH MeTabonuTa Ha
a3onaHub OTroBapAT camo 3a 6% OT eKCro3HLMATa B rasMara. EaMH OT Te3H METaboauTH HHXu#OUpa
nponudepaunaTa Ha VEGF-CTHMyNHpaH# GO0BELIKH CHIOTEIHH KICTKH or yMOWnHxanHa BeéHa CbC
cxOIHA CHNA C Ta3yd Ha Ma3onaHHO, ApYrHTE Ca 10 mo 20 msTH mo-cnaGo akruBHM. Ilopank TOBA,
neCTBHETO Ha Ma3zonaHuo 3aBHCH [MIABHO OT eKCIIO3MIIMATA HA Na30MaHH0.

EnuMUHHpaHe

IMazonanub ce enuMUHUpa 6aBHO CBC CPEAHO BpPEME Ha nomyxusoT 30,9 waca ciell NPANOKEHAE Ha
npenopbpYMTENIHATa A03a OT 800 mg. EMAMHHHpaHeTO € TJIAaBHO 9pe3 deneca, xaro OBOPETHOTO
eTMMHHUPAHE OTrOBaps 3a <4% OT NMPUIOKEHATA no3a.

CneunanHi NomynannH

Bwbpeuno ygpeacoane
Pe3yiTaTMTe MOKa3Bar, 4é No-MAIKO or 4% OT RO3aTa Ha NEpPOpPaTHO MPHIOKCH nazonaHud ce

¢KCKpeTHpa B yprHaTa nol dopmara Ha nasonaHiG ¥ MeTaGonuTH, PesylITarure OT NOMyJAlHOHHO
(papMaKOKHHETHMHO MOJENHPAHE (DaHHU OT JIKLA ¢ H3XOAHH cToinocty Ha CLCR B pamkure Ha 30,8
mUmin zo 150 ml/min) noxa3sar, 4¢ € MaIko BEPOATHO 650peuHOTO YBpeXKAaHe 1a HMa KIHHHYHO
snauuM edekT BbpXy papMaKkOKHHETHKATA Ha nazonann6. He ce M3UCKBA KOPHTHpaHe Ha

J1033Ta NPH NAIMEHTH ¢ KPEaTHHHHOB KITHPBHC Hajl 30 ml/min. Ilpenopbusa c¢ MOBHIIEHO BHHMAHHC
npy NAUHEHTH ¢ KPEeaTHHHHOB KIMPBHC nox 30 ml/min, Thil KaTO HAMA OMHT OT MPHIOKCHHC HA
nazonasud npH Ta3y Nomynanusa nauueHTH (Bx. ToIKa 4.2).

YeprodpobHo yepeicoane
Jlexo

MenuauuTe Ha Crex H AUC24) HA Ma30MaHKG B CTALMOHAPHO CBCTOAHME MpH TALMCHTH C JICKH
OTK/IOHEHHA B 1€PHOXPOOHATE NMapaMeTpH (nedHHHpaHH WIH KaTO HOPMaJHH CTOMHOCTH Ha
6unupyOHH K BCsKa CTENeH NOBUINCHAC HA anaHuH-aMuHOTpaHchepa3a (AJIAT), wiH kaTo NOBHIICHHE
Ha GuTupyGHH (>35% ITHPEKTeH) 10 1,5 ITbTH ropHaTa rpaHAULA HA HOpMaTa, HE3aBUCHMO

oT crotitocrta Ha AJIAT) cnea NpWIOXKCHHE Ha 800 mg BeIHBX AHEBHO Ca CXOIHM C MEIHaHHTE NPH
HALMEHTH ¢ HOPMATHA UepHOAPOOHA PYHKLIMA (px. Tabnuua 7). [penopbunTeNHaTa 1032 NpH
[lALMEHTH C JIEKH OTKIOHEHHS B CCPYMHHTC yepHOLPOOHH TIOKA3ATENH € 800 mg nasonaHud BEAHBX
naHeBHO (BXK. Touka 4.2).

Ymepeno

MakcHMaTHATa IOHOCHMa 1032 Na30naHH0 (MTD) npH Mau¥eHTH ¢ YMEPCHO yepHOPOOHO YBpEKAAHE
(nepHHUpaHO KaTO MOBHIUCHHE HA 6unnpy6una >1,5 1o 3 MBTH ropHara rpaiuiia Ha HOpMAarTa,
uelaprcHMo OT crolinocTvTte Ha AJIAT) € 200 mg BeAHEXK AHEBHO. CroiHOCTHTE Ha METHAHHTE HA Crax
# AUC(o-24) B CTAIIHOHAPHO CHCTOAHME CIICA npunoxenne Ha 200 mg nazonasu® pegHBK JHEBHO NMpH
NAlLMEHTH ¢ YMEPEHO HEePHOAPOOHO YBpemIaHe, Ca npubnusurentHo 44% o 39% OT CbOTBETHHTE
CTOKHOCTH Ha MEAWAHWTE Clel NMPHIOXKEHHE Ha 800 mg BeAHBX AHEBHO TIPH MALHEHTH ¢ HOpMAHA
yepHOApobHa GYHKLMA (BXK. Tabmuua 7).

Cropen, BaHHuTe 38 6e30MacHOCT H MIOHOCHMOCT, 103aTa Ha nazonaHu6 TpaGBa ia ce penyurpa Ao 200
mg BEAHBK NHEBHO IIPH XOpa ¢ yMEPEHO yepHONPOGHO YBpEKAAHE (BA. TOUKA 4.2).

Teocxo

CroiigocTuTe Ha MeauaHuTe Ha Crex H AUC ¢-24) B CTAILIMOHAPHO CHCTOAHHE CIIEL npunoxexnne Ha 200
mg Na3onaHuG BEAHBXK AHEBHO MPH NAlLMCHTY ¢ TEXKO YepHOAPOOHO yBpEXKAaHe, Ca

npubnusurenHo 18% H 15% OT CLOTBETHUTE CTOMHOCTH Ha MEIHAHHTE CIIC/L npunoxenue Ha 800 mg
BeJJHBK AHEBHO NpH MALMEHTH ¢ HOpPMAHA yepHOApoGHa (yHKUMA. Bp3 OCHOBa Ha HaMajieHaTa
eKCIIOIHLMS M OTPaHHUCHHA YePHOAPOOEH PE3epB, nasonalub He ce mpernopbLYBa NPy NAUKCHTH C TEKKO

yepHOAPoOHO yBpEXKIaHe (neduHUpPaHO KATO 00 GwimpyOHH >3 IMHTH ropHaTa rpaHulia Ha HOpMaTa,
nesapuckMo oT crofinoctta Ha AJIAT) (BX. TOYK2 4.2).
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Tabanua 7 Meauany HA PapMAKOKHMHETHYHHTE NapaMeTpH HA nazonanub B CTAUHOHAPHO
ChCTORHME, H3MepPeHH MPH JHUA ¢ YepHoapobHO yBpexIaHe

I'pyna HscnengaHa | Com (pg/mlb) [ AUC (0-24) [IpenopbHTENHA
_ _Ao3a (pugxhr/ml) | 034
HopMmaasxa 800 mg BJT | 52,0 | 888,2 800 mg BJI
yepuoapobHa (17,1-85,7) (345,5-1482)
HKIHA _ _ _ | _ _ I _ _ _

Jlexo HY 800 mg B] 774,2 800 mg BJ

‘ I S (214,7-2034,4)
Ymepeno Uy 200 mg BJ1 22,2 256,8 [ 200 mg BJ1

B _ | _ ) (4,2-32,9) J5,7-487,7) )
Texxo HY 200mg B P.4 130,6 He ce npenopbysa

_ (2,4-24,3) (46,9-473,2) J

B/l — Benuox NHEBHO

[TeanaTpuyHa NOITYJIALUAA

Cnex TPWIOKEHHETO Ha masomaHu6 225 mg/m2 (karo mepopanHa CYCNeH3uWd) Nnpu NeAHaTpHIHH
naupesTs, papMakokuHeTudHNTe NapaMeTpH (Cuax, Tmax H AUC) ca nonoOHY Ha Te3H, CHOOLIeHH Mo-
paHO MpH BH3PACTHH NMAIMEHTH, JCKYBaHH C 800 mg nazonanub. Pesynrarure nokassat, 4e MEXIY ACIA
M BB3PACTHH HAMA 3HAYMTEHA pa3liiKa B KIMPbHCA Ha nasonaHut, HOPMATH3HPAH CIPAMO TEJIECHATA
NMOBBPXHOCT.

53 IpenxIMHHYHM JaHHU 33 6e30nacHOCT

INpeaxTMHUIHUAT npodun Ha O6e30nacHOCT Ha nazonaHHl € OleHeH NPH MHIIKH, IUTEXO0BE, 3aklM H
maliMyHH. B npoyuBaHHi ¢ MHOrOKpaTHO NpHJIaraHe pH rpH3a‘iH, edexTHTE BHPXY MHOXECTBO ThKaHH
(KOCTH, 3b6H, HOKBTHO JIETIIO, PENPOAYKTHBHH OpraHH, KPhBHA ThKaH, 6B0peld 1 NAHKPeac) H3rJeKAaT
CBbp3aHH ¢ HapMaKkoIOrusTa Ha HHXHOHpaHe Ha VEGFR w/wiH HapyllapaHe Ha CHrHAJIHWTE NMBTHIIA
Ha VEGF, karo mosedero eextd ca HaGmoaasaHu NMpH HHBA Ha IUTa3MCHA eKCIIO3NLHA 1TON TE3H,
HaGogaBaHy B Kiunukata, Jlpyru HabnmonaBaHy e(ekTH BKIIOYBAT 3aryba Ha TErno, AHapHs W/HIH
3a6oNABAHMSA, KOUTO ca OWIM WIM BTOPHYHH HA JIOKaJITHH raCTPOHHTECTHHAIHH edexTH, MPHUNHEHH OT
BUCOKA THIABMYHA E€KCIIO3HIIMS Ha JICKAPCTBEHHS NMPOAYKT (MaAMyHH), WK (GapMaKOIOrHHH edeKTH
(rpusaun). [TponudepaTHBHK YEPHOAPOOHH JIC3HH (e03MHOGMHIIHH OTHHILA H AZICHOM) C2 HaO/II0OAaBAHM
[IPY JKEHCKH MHIUXH TIPY €KCIIO3ULIA 2,5 MBTH NO-BHCOKA OT Ta3H MpH X0pa Bh3 ocHoba Ha AUC.

B npoy4BaHHA 33 IOBEHWIHA TOKCHYHOCT, KOI'aTO Ha IUTBXOBE B NNEPHOLA NPEAH oTOMBaHE Ca IMPHIOKEHH
no3u npubnusurento 0,1 MbTH KMHHUYHATA CKCOOIULIMA, 6asupana Ha AUC npH BBE3pacTHH Xopa, OT
aeH 9 ciefl paxAaHeTo 10 AcH 14 ciel paxIaHeTo, naszonaHu6 npuunHABa CMBPT ¥ aOHOPMEH OpPraHcH
pacrex/pa3sutHe Ha GrOpeLuTe, Genure RpoOOBE, FCPHUA Rpo6 U CHPLETO.

Korarto Ha IUThXOBE B NIEPHO/a Cliel OTOMBAHE Ca PHUIAraHy 03K OT IieH 21 Ciiefi paKnaHeTo 110 ACH 62
cren PAXIaHeTo, TOKCHKONOTHYHHUTE JAHHH Ca CXOMHH C TE3H IPH BB3PACTHH ILTBXOBE IpH nonoOGHU
excniosuimi. TlequaTpHYHUTE NALMEHTH ¢a ¢ MOBHIICH PHCK 32 KOCTHH H 356HH edEKTH B CPABHECHHE C
BL3pacTHHTE, ThH KATO TE3H NMPOMEHH, BKIIOYBAIH uHxubHpaHe Ha pacTexa (CKBCeHH KpalHKIM),
qYIUIHBH KOCTH H peMOJEIHpaHe Ha 3b0H, ca HaOmonasaHy TpH MIaaH TUTBXOBE MpH

>10 mg/kg/nueBHo (paBHO Ha npubansuTenHo 0,1-0,2 MBTH KIMHHYHATA EKCIIO3HLINA, Gasupana Ha AUC
pH BH3PACTHH X0pa) (Bxk. Touka 4.4).

EdekTH BbPX e HTETA H TEPaTOreHHU eDeKTH

[Nazonanu® e nokaszan eMOPHOTOKCHYHOCT M TEPaTOreHHOCT NPH MPWIOKEHHE NPH ILTEXOBE H 3atiiy
pH ekcro3uuyH noseye ot 300 MBTH NMO-HHCKH OT SKCIO3HLMATA TIpK XOpa (b3 ocHoBa Ha AUC).
EdexTHTe ca BXIIOYBATH HAMATIEH GepTHIHTET IIPH KEHCKHTE, HOBHIEHA Npe- 1 NOCTHMIUIAHTALMOHHA
sary6a, paHHa pe3opOumMs, eMOpHOHANEH NeTalHTeT, HaMajeHO TEJIECHO TerIo Ha ¢
ChPAEYHOCHA0BH MandopmaLiy. [TpH rpu3ayu ca HabmoaBaHH H HaMAJICH 6poit XBATH TEN
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Gpoit xuctu ¥ arpodus Ha AWHHWLIHTE. B npoyusaHe Ha {epranureTa NpH MBKKH ILTLXOBE HE Ca
Ha6moAaBaHy edeKTH BEPXY YH(PTOCBAHETO HITH dbepTrnMTETa, HO CA HAONIOAABAHM HaManeHO Terio Ha
TeCTHCHTE M €NMAHAMMMCA C HaMaaiBaHc Ha NPOM3BENAAHOTO KOJIWYECTBOTO CNiepMa, Ha
MOABIDKHOCTTA HA CIEPMATO30MANTE W HAa KOHLCHTPALWATE Ha CNEPMATO30MIM B ENHAMIMMHCA H
recTHCHTE TIpH ekcnosuimy 0,3 IMbTH CKCIO3HIATA TIPH xopa B3 ocHoBa Ha AUC.

['eHOTOKCHYHOCT

Tlasonanu® He € MPHUHHWI FeHeTHIHH YBPEXIaHHA TNpH npoBeXJaHe Ha TECTOBE 33 MCHOTOKCHUHOCT
(Tect Ha Ames, TECT 3a XpOMO3OMHH abepaiu B YOBCUIKH nepudepHy JIUMPOLMTH H in VIvo
MHKDOHyKJIeapeH TeCT TIpH rrbxoBe). CHHTETHYEH MEXKAMHEH TNPOAYKT, U3I0J3BAH  TIpH
NpOW3BOACTBOTO HA nasonauu®, KOWTO ce OTKpHBa CBbILO B MAJKH KOJIMUEeCTBa M B KpaHHOTO
NEKApCTBEHO BEUIECTBO, HE € 611 MyTareHeH Npy TeCTa Ha Ames, HO ¢ 6\ reHOTOKCHYEH MpH TECTa C

MMIIH AEMDOM H in vivo MEKPOHYKICApEH TECT IPH MHIUKH.

Kanliepore HHOCT

B [BYrOAMIIHH NMPOYYBAHMA 33 KAHUEPOreHHOCT C nazonanu6, ce HabmoAasa MOBHIUCHA HECTOTA HA
yepHOAPOOHK AICHOMH NMPH MMIOKH X [yOAEHAIHN AJICHOKapLMHOMH NpH IUTHXOBE. B13 OCHOBA Ha
criel¢UIHATA NATOTeHE3a IPH IPH3aYH H MEXaHH3Ma ya BE3HHKBAHE HA TE3H HAXOAKH, HE CE€ CUNTA, HC
Te OTPasABAT HATHUHETO HA TIOBHINEH KAHLCPOreHEH PUCK TIpH TNALMEHTH, NpHeMaliy nasonanuo.

6. OAPMAIIEBTHMHH JAHHHU

6.1 CnuchK HA MOMOIIHHTE BellleCTBa

Iasonanub Gapmacaiivic 200 mg QUAMUPARY mabaemxu

Snpo Ha TabnerTKara

MUKpPOKPHCTAIIHA LISTY103a (E460)
Hatpues HUILECTEH IITHKONAT (THN A)

Mosunou K30 (E1201)
Maruesuee creapat (E470b)

O6BuBKa Ha_Tabnerkara
Xunpomenosa (E464)
Turauos auoxcun (E171)
Maxporon 400 (E1521)
YepseH KeJe3eH OKCHI (E172)
ITonucopbar 80 (E433)

Hazonanub PapmMacaubhc 400 mg dumupanu mabremxu

Ha eTKaTa
MHEKPOKPHCTAIHA LISy 1032 (E460)
HaTtpuneB HHUIIECTEH IITHKOIAT (THm A)

I[Tosuzon K30 (E1201)
Maruesues creapat (E470b)

O6suBKa Ha TabseTkara
Xwumnpomenosa (E464)
Turanos quoxcun (E171)
Maxkporon 400 (E1521)
IMonucop6at 80 (E433)

6.2 HechbBMECTHMOCTH
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HenprmoxuMo

6.3 Cpok Ha roAHoCT

36 Mmecenia

6.4 ChnenyalHH YCJ0BHA HA CHXPAHCHHC

To3H NeKapcTBeH MPOAYKT HE M3UCKBa CHELHMANIHH yCNIOBHA 34 ChXpaHeHHME.

6.5 BrI i chALPXKAHHE HA OMAKOBKATA

Iasonanub Oapmacaiivic 200 mg Guimupany mabremkuy
Ta6nerxure ce gocrapar B 6enu HDPE OyThiKHy, ¢ karnatika jaI¥TeHa OT OTBapAHe OT e,

corappxama 30, 90 TabneTKy WIH rpynoBa ONakoska oT 90 (3 onakoBky no 30) TabNeTKH.
TaGierkuTe ce JOCTABAT B NpO3paiHH, OC3UBETHH PVC/PE/PVDC-anymMunues nucrepu no 30, 60,
90 Tabnerky, rpynosa onakoeka ot 60 (2 OnakOBKH 110 30) TabneTxH WIK rpynosa OnakoBka OT 90 (3
onakoBkH 1o 30) TabaeTku.

TaGneTKuTe ce JOCTABAT B IPo3padyHu, Oe3LBETHH PV C/PE/PVDC-anyMHHUEBH, TepHOPHPaHH,
enHonosopu 6mucrepu 30x 1,60 x 1, 90 x 1, rpynoBa onakoska ot 60 x 1 (2 ONAKOBKH 30x 1),
rpynosa onakosxa ot 90 x 1 (3 omakosku 30 x 1) TabneTkn.

Iazonarnub Papmacaubtc 400 mg Qurmupanu mabnemxu

TaBnerkure ce aocraesaT B 6enu HDPE 6yTunky, ¢ kanaika 3allATeHa o1 OTBapAHE OT Oela,
chabpxaia 30 wiu 60 Tabnerxu.

TableTKUTE Ce LOCTABAT B MPO3PayHH, Oe31BeTHH PVC/PE/PVDC-anyMunuesu 6auctepy no 30, 60,
90 TabJeTKH, rPyNnoBa onakosxa ot 60 (2 onakoBku no 30) TabneTKH Wik rpynosa onakoska oT 90 (3
onakoBkH mo 30) TabneTkH.

TabrerkuTe e AOCTABAT B NPO3payny, 6e3LBCTHH PVC/PE/PVDC-anyMHHHEBH, NepHOpHpanH,
ennoao3oBu onucrepu 30 x 1, 60 x 1,90 x 1, rpynoBa OnaxoBKka oT 60 x 1 (2 onakoBku 30 x 1),
rpynosa onakobka oT 90 x 1 (3 onakoBKH 30 x 1) Tabnerxy.

He BCHUKH BHAOBE ONAKOBKH MOFaT Aa ObAAT MyCHATH Ha Maapd.

6.6 CrnenMaJHy NPeANA3HH MEPKH NPH HIXBLPIAHC
HaMma crieniHaJIHH H3UCKBaHHA.

Henanoa3BaHiAT JeKapCTBEH MPOLYKT WK OTTIafbYHHTE MaTEpHAlH OT Hero TpAOBa Ja € H3XBBPIAT
B CHLOTBETCTBHE C MECTHUTE H3HCKBAHHA.

7 MIPHTEXATEJ HA PASPEHIEHHETO 3A YHOTPEBA

Pharmascience International Limited
Lampousas, 1

1095 Nicosia

Kump

8. HOMEP(A) HA PASPELIIEHHETO 3A YHOOTPEBA

[Mazonaun® ®apmacairec 200 mg ¢unMupaHy TabIeTKH Per. No 20220054
Masonaun6 Papmacaiibic 400 mg duiMupaHi tabnerky Per. No 20220055
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9, JATA HA IO'BPBO PA3ZPELIABAHE/MOJIHOBABAHE HA PAPEILIEHHETO 3A
YIHOTPEBA

Ilata Ha MbPBO paspeluaBane: 15.02.2022
Jlata Ha NOCAeAHO NOAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

08/2026
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