IPAJNOXEHHE

KPATKA XAPAKTEPUCTHKA HA MPOAYKTA
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T AATERHA ATEHUAS N0 JIEKAPCTRATA

1. HME HA JEKAPCTBEHUSA IMPOAYKT { Kpamie XepaxmepuomuKa Ha npogykma - n}mmnue 1
A0l A0IEOL ML
Asyrn6 200 mg dbunMupaHH TabneTku Kot Poz. Ne ST e Dl B 6.//9 .
Anyan6 400 mg dunmuparm TabreTkH \ ) Y / S 47 /.7 p- 6075 4
Upaaneuienue Ne Bl e i
Alunib 200 mg filn-coated tablets . . 8- 1
Alunib 400 mg film-coated tablets AeBpg S T e s ——

2. KAUYECTBEH H KOJIHYECTBEH CbCTAB
aub 200 me dunM Tabn

Beaka QiMHMpaHa TaGeTka ChAObPAKA NA3ONAHMG XWIpOXJIOpHA (pazopanib hydrochloride),
exBuBanenTed Ha 200 mg nasonannb (pazopanib).

Anynm6 400 mg duiMupayy TabneTkn

Beska QunMmpana TaGlerka ChOBPKA NA30NAHHG XMAPOXIOPHA (pazopanib hydrochloride),
exsuBaneHTeH Ha 400 mg (pasopanib).

34 MBIHAS CIMCHK HA IOMOLIHUTE BEINECTRA BIDKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

dimupana Tabnerka

Anynn6 200 mg puaMupari TabneTkH

P030B4, NpoIBIToBaTa GUiMHpaHa TabneTka ¢ BITROHATO 03HAYCHHE ,,200¢ oT emHaTa CTpaHa u
pasmeps 14,3 mm x 5,7 mm.

Anyeu6 400 mg dunmupany TabneTky

Bana, NpoARIToBaTa hHIMUpaHa TabneTka ¢ BATEOHATO O3HAUCHHE ,,400“ ot emHATa CTPaHa U
pasmeprt 18,0 mm x 7,1 mm.

4, KIAHUYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHHUA

BbOpEIHOKIETEIEH KAPUHHOM (RCC)

Anysu6 e HOKa3aH IIPH BBIPACTHY 32 JieYeHHE OT ITHPBA JINHUA Ha HaNpeaHan 6E0peTHOKIIETEYEH
kapiuHoM (RCC) | 1pH MAIMEHTH, KOUTO Ca MOy YHITH NPeIiecTBAILO NEHeHHE C OWTOKHHH 32
Hanpenuano safosseaxe.

CapkoM HA MGKHTE ThKAHW (8TS)

AnyHHG e [OKa3aH 3a f¢HeHHe HA Bb3paCTHH NALHEHTY ¢ ONPENIENeRH NONBHN0BE Ha HarpeaHan
capxoM Ha MexuTe ThKaHH (STS), KouTo ca oMy K NpeNecTBalla XAMIOTEparini 33
MeTacTaTiYHO 3a507aBaHe WIH [P KOMTO € HACTBIIHA uporpecus o 12 Meceua cnen (Heo)
AMFOBAHTHA TEparnuA.

nonsunose Ha STS (Bx. Touxa 5.1).




4.2 [No3mpoBka H HAUNH HA NpAJOKeRHEe

Fiegerne ¢ AmyHu® TpaGBa Za ce 3AD048A CAMO OT JIEKap C OITHT B NPANOKEHUETO HA IPOTHBOTYMOPHH
AexapcTBEHH NPOAYKTH.

O BK

Be3pacmuu
YIpenopbunTeNHATA H03a TIa3onaHHG 3a Nederue Ha RCC wim 8TS e 800 mg BeHbX JHEBHO.

Kopexyua na_dosama.

3a 213 Ce OBNALEAT HENEIAHATE PEAKIIHY, KOPEKLFATA Ha 103aTa (MOHMKABAHE WIH MOBUUIABAHE)
Tps6Ba 1A ce NPaBH CTHIANOBARHO ¢ 10 200 Mg HM3XOARWO KAW BB3XOMAMO BL3 OCHOBA Ha
WHAWBKIYANHATA NoHoCKMocT. Josata Ha asonanu He TpaGha Ia HANBHILAB 800 mg.

Heduampuuna_nonyagyun
IMasonanub He TpAOBa Aa ce H3MO3BA IIPH Aelz Ha BE3pacT oA 2 roMHM TIopajH COOPAKEHHA 33
6e30nacHOCT OTHOCHO PacTeka H PAIBHTHETO Ha OpraHnTe (BX. TOUKU 4.4 H 5.3).

BezonacHocrTa ¥ ehUKACHOCTTA Ha NA3onanyd npy Aeia Ha BE3pacT OT 2 nmo 18 roauHi BCE OLIE HE €
ycraHoBena, JInncsat AaHHA (BX. Touka 5.1).

Cmapuecxa gx3pacnt

JlaHHATe 33 IPHIOKEHHE Ha Ma30TaHUG IPH NAUHEHTH Ha BE3PACT HA H Hal 65 roguHH ca OTPAHUYICHH.
B npoyuBaug ¢ na3onanut mpu Gs0pevHOKNETEHEH KapIMHOM KaTO {ILI0 He ¢4 HabmoRaRaHy
KUHHETHO 3HATAMY PAsHUKY B Ge30macHOCTTA Ha Na3ofaHkG MKy X0opa Ha BE3pacT Han 65 TOOVHA
T1O-MJIANH NarmenTs, OTHHIMHUAT ONMT He TIOKA3BA PasHKH B NORMTHABAHETO MEXIY NAUHCHTHIC B
cTapuecKa BE3PacT H [0-MIIHTE MAIMEHTH, HO HE MOXKe 3 CE H3K/IOYH MOBHIUCHA yBCTBHTEHOCE
TpY HAKOW MALMEHTH B CTAPYECKa BE3PACT.

Bvbpeuno yepesicoane
Maimko BepoATHO ¢ GEGPEUHOTO YBPEHAAHS Ja 0KA3BA KIHHITHO 3HAYHM edeKT BBPXY

dapMaKoKHHETHKaTA HA [ia30nanub, KaTo Ce MMA Npe/B ] HHCKaTa OB0peuna excKpeLpa Ha
na3oTaHuG ¥ HerosuTe MeTaGomuTH (Bx. ToUKa 5.2). Ilopaau Ta3u IpHIHHA He Ce Hajlara KopexIfHa
Ha [03aTa NP NAUMEHTH ¢ KPEATHHMHOB KTHpbHC Ha 30 ml/min. TIpy nanHeHTH ¢ KpeaTHHAHOB
KIHpBHC noA 30 ml/min ce npenopsysa MOBHIICHO BHUMAHHE, THil KATO HAMA ONMT C NA3CNAHHG NMPH
TA3H MOTyAauus MAUHeHTH,

Yeprodpobno yepescoane

TpenopsKHUTE 32 NO3APAHE NPH NAUHEHTH C yepHOZPOGHO YBpEKAaHE Ca OCHOBAHH Ha
(apMaKOKHHETHUHHTE MPOYUBAHHA HA [1230NIaHAG TIPH NAMEHTH C PATHHMHA CTENECH HA 9ePHOPOGHA
macyHKmms. (Bx. To9ka 5.2). [Ipenu 3amodBane H 1O BpeMe Ha NEICHHE © masonaHHl HA BCHYKH
TAIMEHTH TPA6Ba /A Ce TIPABAT H3CHeABAHAA Ha JepHOApoGHATa dbyHKUMA, 38 13 €& ONPENSTH JATH
MMaT 4epHONPOGHO YBpERIAHE (BXK. TOUKA 4.4). [IPUIOKEHHETO Ha nazonaHut NpA MAUMEeHTH C JeKO
WIH yMEPeHo YepHonpobuo yepesksane TpaGpa Aa CTABA ¢ TIOBMILEHO BRAMAHHE M IIPH BHAMATENTHO
TpOCAEAABANE HA NOHOCHMOCTTR, TIPeNOPBYMTENHATA 1032 [IPH NALHEHTH C JIEKH OTKIOHEHHA B
cepyMHHTe YepHOAPoGHH mokasarenH (AeGHHNPaHH WIH KaTO HOPMAITHH CTOMHOCTH Ha GUApyOHHa 1
HOBHINEHHE HA ATaHHH-aMuHoTpanc(epasza (AJIAT) ot Beaka CTeNeH, HIIH KATO IOBHILICHHE Ha
Gunupy6una (>35% aupexteH) 10 1,5 IreTH ropHaTa rpaHHLA HA HOPMATA (I'TH), He3aBHCHMO OT
crotiroctTa Ha AJIAT) ¢ 800 mg nasonaHnG BeaEbA XHEBRO. [IpH NAUpMeHTH ¢ yMEPCHO YepHOApoSHO
yapexaaHe (JeQuHUPato KaTo NOBHICHUS HA GunupyOus >1,5 Ko 3 IETH FOPHATA FpaHLlia Ha
HOPMaTa, HE3ABMCHMO OT CTOHHOCTHTE Ha AJIAT) ce npenopbsa RaMANCHA 1032 nasorrannd 200 mg
BELHBX JHEBHO (BK. TOYKa 5.2).

Tlazonanub He ce MPENnopEHBa NpPH TANHEHTH ¢ TEKKO YePHONPOSHO YBpEKIaHe (zedrmupado
o6m GunupyGuH >3 TETH NOpHATa rpaHHia HA HOPMATa, HE3AaBUCHMO OT CTOHHOCTTA Ha

BinkTe TOUKa 4.4 3a OpocieasBaye Ha IepHogpoCHaTa GyHKIHA H 34 IPOMAHA HA RO
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C NEK&pCTBEHO HHAYLIHPaHa XenaTOTOKCHIHOCT.

Hauus Ha MpHACKEHHE

TMazonanut e 3a nepopatHo mpuiokeHne, Tol TpaGea fa ce mpHeMa 6e3 XpaHa, TOHE IHH YaC IpeH
JIH [Ba 4aca Clel XpaHeHe (B, Touka 5.2). PHIMHpaHuTe TAGIETKH TpaGBa Aa ce NpHEMAT LieH ©
BOJIA U 712 He CE IyIAT AIH HATpOwasar (BX. Touks 5.2).

4,3 TIporHBONOKAIAHHNA

CBpBXTIYBCTBATENHOCT KbM AKTHBHOTO BEIECTBO WM KBM HAKOE OT TOMOLIHHTE BelmecTsa, mahpoeHH
B TOUKa 6.1,

4.4 Cnenuaauu npesynpe:KIcHHA W NpPeANa3HH MepKH IpPH ynotpeba

Yepuoapobuy edextr

ITo BpeMe Ha MPHIOXKeHHe Ha Ta30MaHuG ca CrOGIABAHM CITyau Ha 4epHOAPOOHA HEXOCTATEIHOCT
(BkmounTenHo daranun cayyan). [IPUIOKEHHETO HA Ta30MAHUG NPA NALMEHTH C JIEKO HIH YMEPEHO
qepHOapoGHO YBpekaaHe TpAGBa 1a CTABA C MOBHIICHO BHUMAHHE H [1DH BHIMATCIHO NpPOCIeoABAHE.
TpenopbunTEHATA JO38 [IPH MALKMEHTH C IEKH OTKNOHEHHS B COPYMHITE yepHOAPOGHY NOKA3aTEeNH
(medMHIpAHY WM KATO HOPMANHH CTOHHOCTH Ha Gunupy6GuHa u noprwenne pa AJIAT or Beaka
CTENEH, WM KATO [OBRINeHNE Ha 6unupyGrHa 10 1,5 IMBTH ropHaTa rpaHKLa HA HOPMATa, HE3ABHCHMO
or crodizocTta Ha AJIAT) e 800 mg nasonaHHG BeAHERK AHEBHO. [IpH NALMEHTH C yMEPEHO
qepHOAPOGHO YBpEKIaHe Ce NMPENopEisa HaManeHa 1032 nazonanut 200 mg peaHbK JHEBHO
(norrmeHue Ha GumpyGuHa >1,5 10 3 METH rOpHATA TPAHALA HA HOPMATA, HE3ABHCHMO OT
croiHOCTHTE Ha AJIAT) (Bx. Touka 4.2 H 5.2), ITazonaHub He ce MpenopbuBa NPH MAalMEHTH C TEKKO
YepHOIpoGHO yBpexaaHe (06m SrwmpyGHH >3 ETH ropHaTa rpaHAUA Ha HOpMATa, He3asHCUMO oT
croiHocTTa HA AJIAT) (BX. Touka 4.2 1 5.2). TIpH Te3H NAIMEHTH SKCIIO3ULKATA IPH 1034 200mge
3HAYHTEIHO HAMANEHa, BRIPEKH 4€ € MHOTO BaprabuiHa, ChC CTONHOCTH, CUMTAY 33 HEAOCTATHHHH fa
OCHI'YPAT KNMHUYHO 3HAYMM e()eKT.

B KIMHAYHYE NPOYUBAHMA ¢ NA30NAHKG ca HalMoNaRaHM NOBHIUEHH HHBA HA COPYMHHATE TpaHCaMHHAZH
(AJIAT, acniaprar amuHoTpancdepasa [ACAT]} u 6wupy6orH (BX. ToYka 4.8). B no-ronama 4acT oT
cyyauTe e cro0apaHo 3a H30/HPaHo NMOBHIIABAHE HA AJIAT u ACAT, Oe3 ¢CBIIBTCTBALLO
noBHIIABaHe Ha ankanHaTa docdarasa wim 6unupyéura. [TaLNeHTH Ha BE3PAcT Hajl, 60 roguHM MOXe
713 ¢A ¢ FIOBHLIEH puck 3a Neka (> 3 x ITH) mo Texxka (> 8 x I'TH) crenex Ha noumasase Ha AJIAT.
[NampenTuTe, HocHTENH Ha anen HLA-B*57:01 c5i0o ca HYI0/KEHA Ha NOBMILEH PHCK OT TIOBUITABAHE
Ha AJIAT, cBBp3aHoO ¢ IIpHEMa Ha Nasonalu6, YepHonpoGuara dyHxunAs TpatBea Aa ce MpOCHeaABa IpH
BCHYKY, MOJTy4aBallH Na30nasy0, He3aBiCHMO OT FeHOTHITA H Bh3PacTTa (Bx. TouKa 5.1).

CepyMuuTe 4epHOAPOSHH NMOKA3ATEIH TpAGBa Aa Ce H3CIISIBAT NPEIH 3anoyBaHe HA JIEUCHHETO C
fiasonaHub, Ha 3-1a, 5-Ta, 7-Ma K 9-Ta ceIMHIIA, CIIE KOETO Ha 3-1Y ¥ Ha 4-TH MECET], ¢ DOITBITHHTSHHN
W3CNSABAHNS [IPH KIMHVMHEY nokasanws. [IepHOIHHOTO HM HICIEBAHE Tpa6Ba Aa IPOABIDKH K Cnea 4-
TH Mecell

Bioxre Tafnnua 1 3a ykasaHus 3a NPOMAHA HA 1033Ta NIPH NANWEHTH ¢ H3XONMHH crolmocTn Ha o0
eunapy6un s1,5 x TTH 1 ACAT u AJIAT <2 x [TH:

Tabauua 1 TIpomeAn Ha 1032TA NPH JEKAPCTBEHO HHAYUNPAHA XeNATOTORCATHOCT

CroftHocTy Ha gyepHoApodHuTe | [IpoMsHa Ha 503aTa

NOKA3ATesN

ToeuiuapaHe HA Tla ce [poIBIKH JEYEHHETO C a300aHKG, KATO BCAKa CeMULIA
TpaHCAMHHA3MTE MeXIy 3 M 8 X | ce NpoCcnenssa uepHoApoOGHaTa QYHKLHA, HOKATO HUBATA HA

ITH TPaHCAMHHA3HTE C¢ BRPHAT 10 CTeneH 1 MiH 1o n3xom{%L\\
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IMopumapane Ha Tia ce NpeKbeHe IeYeHASTO ¢ IA30Nanyb, AOKATO HHBATa Ha
tpancamunazure >8 X [TH TPAaHCAMWHA3NTE C¢ BEpHAT A0 CreneH ! WK 10 WXOZHO HUBO.
AKo ce npelieHd, 3¢ IOTEHUNAIHHTE IOJI3H 0T IOBTOPHO
japoYsaHe Ha NeyeHwMe ¢ Nalonanub HaIBMIIABAT PHCKa O
XENaTOTOKCHYHOCT, TOraBa A Ce 3arovHe 0THOBO JCUCHHE C
nasomauut B HaManesa ao3a ot 400 mg AHEBHO B Ja C¢ HICHCABaT
CepYMHHTE 9ePHOAPOOHH IoKa34TeNH BCAKA CeIMHIA B
NPOILITKEHHE Ha § cemMi. AKO ClIeA MOBTOPHO 3aN0™BAHE HA
NeYeHHETO ¢ MA30NaHu(, MOBUINABAHET) Ha TPIHCAMUHAZHTE
noCTArEE 0THOBO >3 X I'TH, IpUeMBT Ha nazonanub TpabGsa ma ce
MIPEYCTaHOBH OKQHYATSIHO.

TMosnmasane Ha Jia ce peycTaHOBH OKOHYATENHO TPHEMBT Ha na3onaHud.
TpaucaMunasnre >3 x [TH TMauwenTuTe TPA0Ba Ja ¢ NPOCNENABAT, AOKATO HABATA Ha
3aeAHO ¢ TOBHIIABAHE HA TpaHCaMHHa3HTe ¢e BhpHAT 20 CreneH 1 AIH 0 HIXOZHO HHBO.
Bunupy6una >2 x ITH Masomaun® ¢ UGT1A1 urxubwrop. Jleka, HHAMPEKTHa

(HeKOHIOTHpaHa) XUMEpOUIMPYOHHEM A MOKE fa c& HaOmagasa
TIpY NANHEHTH cbe cHHapoM Ha Gilbert. TianmenTH caMo ¢ eka
HHAHPEKTHA XUNepGUIHpYOHHEMHUA, W3BECTEH ANA NPSANONAray
crrzpoM va Gilbert, 1 nosunasane Ha AJIAT >3 x TTH Tpabaa
I8 ce EKYBAT Crope] NPeNopPEKATS, NANCHY 32 HI0IAPAHK
nopumapanns Ha AJIAT,

EanospeMeHHara ynorpeba Ha masonanub A CAMBACTATHH YBe/TH4aBa PHCKA OT MOBUILIABAHE Ha AJIAT
(Bx. Touxa 4.5) ¥ TpA6Ba A C& OCHICCTBARA ¢ NIOBHINCHG BHIMANNS 1 CTPEKTHO HabmozneHue.

Xuneprosys

[Tpy KIMHEHIHE TPOYYBaHHA C 83000 ca HACTHIBATH CHOMTHA Ha XHNEPTOHHA, BKIGUHTETHO
HOBOJHMATHOCTHIHPAHH CHMITTOMATHYHE STH30/H HA NIOBUIICHO KPLBHO HAIArAHG (XMIIepTOHHYHA
xpma). KpseHoOTO Handrane Tpa0Ba xa € noGpe KOHTPONHPAHO NPEIH [a C& 3aII0YHE pHEM Ha
[a30naEk6. [TamuenTuTe TPAOBA A ¢6 MPOCHERABAT 33 XUIEPTOHUS CKOPO CAe 3aT0IBAHE HA EHCHHe
{He NO-KBHCHO OT EXYHA CEAMHIIA CIIS/L 3all0UBAHE Ha nasonanut) H HA YECTH HHTEPBAIH C/IEl TOBA, 3a Ia
e OCHIYPH KOHTPOI HA KPBBHOTO Hansrase. [JoBumieryTe HIBA HA KPEBHOTO HANATAHE {cHcTONHO
KpBBHO HanArase =150 mm Hg MWK AHACTONHO KPEBHO HATATAHE >100 mm Hg) ce npoABABAT paHO B
xoa Ha nevennero (npu npubmmurenno 40% o cayuanTe ca ce IPOABKIA 10 9™ 5ieH, a pn
npubmusutento 90% oOT CtyuauTe ca ¢e MPOABAIIH [Pe3 TPBATE 18 ceaMuiin). KpbBRHOTO HANATAHS
TpaOBa Jia ce NpocTeasnha ¥ a Ce OBNAsBa HesabaBHo ¢ KOMEGHHALMS 0T AaHTHXHNEPTEH3HBHO TEUCHHE
¥ IPOMAHA Ha F03Ta Ha MA30NaHKG (CIIMPAHE U MOBTOPHO 3aMQ1BAKE C HAMAJISHA 033 COpen
KTHHIMHATA TIPerieHKa) (BK. ToukH 4,2 r 4.8). Jleqennero ¢ nazonaHut TpAdEa Aa ¢ MPEKpaTH, aK0 HMa
[OKA3aTENCTER 33 XHTEPTOHMHHA KPH3a WITH AKO XHICPTOHHATA € TEXKA H NepcucTHpa BEIPeKH
aHTHXHATIEPTCH3UERO JICICHHUE M HAMA/MBAHE H2 11038Ta HA nazonaxuo.

CHHApPOM Ha TIOCTEPHOPHA oGpaTuma ennedanonaTys (PRESYCunnpomnaa o0paTiMa MOCTEpHOpHA
gepkoenedanonarus (RPLS)

PRES/RPLS e crofmasau BsB Bph3ka ¢ nazonanus. PRES/RPLS moke ga ce nNpossH ¢ rnasoGonue,
XHIIEPTOHMA, TEPUOBE, IETAPTHS, 0GBPKAHOCT, CISMOTA H APYIH SPHTENHH H HEBDONOTHIHH
Hapylerus, 1 Moxe fa 6bae ¢ daTaten uIKoz. [TaumenTute, paspubaink PRES/RPLS, Tpadpa
3aBHHATH Ja [IPEKPATAT JeYSHHAETO ¢ Masonanub,

Wnreperuuuanga GegoapobHa gonect (MBB YITHEBMOHUT

Hnrepernuuanta GenoapolHa Gonect, KOATO MOXE 7@ e C aTaneH uixon, € crofiaBana BB BPB3KA C
nasonanub (k. Touka 4.8). TlammenTnTe TPAGBA AA 6naar Habmronasany 3a GenoapoGHH CHMOTOMH,

HACQURANIM KEM HHTEpCTHUMANHA Genoapodua §0ecT/ IHEBMOHHT. JleueHneTo ¢ Hasomn
ce TPEKpaTH TIPH HALAECHTH, PA3BABALIH HHTCPCTHIHATHA Genoapobua Honect KITH NH

LpIeYHa TH ConpaeyHa HeIoCTATEYHOCT
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PHCKOBETE H MON3MTE OT JEYSHHETO ¢ nasonanut Tpatea na ce MPEUEHAT NPEH 3an0YBaHe Ha eqCHHE
TIpH NALKEHTH ¢ NPELIECTBAmA CEPACYHA zuchyHkuua. BesonacrocTra M $apMakOKWHETHKATA Ha
Na30naHu [IpH MAIMEHTH ¢ YMEPeHa 10 TEXKA ChPAETHA HeOCTATHIHOCT WA MPH NALMCHTH ¢ HHBA
Ha nepokaMepHa Ppaxuma Ha usTiacksake (LVEF) nox HopMATHHTE HE C2 IPOYHCHU.

B KIHHEYHY TPOYYBaHNAA € NIA30NaHKG ca HaOmozaBay ChOUTHA Ha CEPIETHA IMCPYHKINA KATO
KOHreCTHBHA ChpACUHA HeAocTarbaHocT U HamaneHa LVEF (mk. Touka 4.8). B panmoMH3HpaHO
npoy4BaKe, CPABHABAIIO 1a30TIAHUG ¥ CYHHTUHUG [pH GBOPCYHOKIETHYEH KAPUHHOM (RCC)
(VEG108844), Ha yqacTHHALHTE Ca NPaBeHN HIMEPBAHMA Ha LVEF Ha H3X0IHC HHBO M IIOCHENBAIOH
msmepeaHid Ha LVEF. Habmonasasa e MrOKapiHa machyHKuEA IpH 13% (47/362) or NHLaTa B
paMoTo Ha masonaHuG B cpasHenHe ¢ 1% (42/369) ot HnaTa B paMOTO Ha CYHHTHHHD.
Ha6m1o0aBana € KOHrecTHBHA ChPAeUHa HeHocTaTk4HOCT npH 0,5% OT JIMLATA BbB BCAKO OT paMeHaTa
Ha nevenne. KoHrecTHRHA CHPIEYHA HENOCTATHYHOCT € AOKNANBANA P 3 oT 240 miua {1%) BbB
dasa I STS npoyusanero VEG110727. Hamanasare Ha LVEF np 1H0a ¢ H3MEPBAaHIL CIe]
3amovBaHe Ha JeYeHHeTo M IIPH mocaensamy wiMepearys Ha LVEF, e ycranopero npu 11% {(15/140) B
rpynata Ha nasonasub B cpapHenue ¢ 3% (1/39) B rpynara Ha manebo.

Pucosu paxmopu

Tpunaaecer oT 15 yaacTrIM B rpynara Ha masornatut B STS npoysaseTo ¢asza III ca ©Mank
eIHOBPEMEHHO H XHIEPTOHMA, KOATO MOXKe 1a € BIOLHIA ChpAcHnaTa IHCPHYHKIIA IPH PHCKOBH
TaLMEHTH Ype3 TOBHIIABAHE HA Clle]l HATOBAapBaHETo Ha ChpLeTo. 99% OT NaumeHTHTe (243/246),
sKmoveny B STS npoyusarero dasa ITI, BRIOUMTENHO Te3H 15 y9IaCTHHLH, ¢a NPHEMATH aHTPALMKTIHH.
TIpenecTBamo NeueHHe C AHTPALKIHH MOJKe 1A € PUCKOB (aKTop 3a CHpAieTHa nucyHKIMA,

Pezyamam
YerppH OT 15-Te yIacTHUUH Ca C& BBICTAHOBUIH HAITBIHO (B PAMKHTE Ha 5% OT H3XOJHOTO HHBO)} H

TIpH 5 € AMaJI0 YaCTHUHO RE3CTAHOBABAHE (B PAMKXWTE H2 HOPMAIHHTE TPAHMUIH, HO >5% non
MIXOMHOTO HUBo), E/IMH YUACTHHX HE Ce € Bh3CTAHOBHI, 4 33 OCTAHATIHTE 5 yHACTHHIIN HAMA HATHYHH
IaHHU OT IpOocneaaBaHe,

Qenadngane

CripaHe Ha JIe4eHHeTO ¢ Ta30naHut WWIH HAMANIABAHE Ha A03aTa TpatBa 1a ce KOMOMHHpAT C NIEUeHHe
Ha XMIIEPTOHNATA (KO AMA XHITEPTOHHA, BIDKTE NPENYNPEAHTENHI Pasaen no-rope) MpH NailHEHTH CBC
3HauHTENHO HaMamsieaHe na LVEF, criopen kniHIYHATE TOKa3aHni.

IMaupeHTHTe TpAGBa 1a ce NPOCIENABAT BHIMATENHO 32 NPH3HALY HIH CUMIITOMH Ha KOHNECTHBHA
chpAeYHA HENOCTAaTLIHOCT. [IpH nalMeHTH ¢ PUCK OT ChpAciHa mHchYHKUHA c& NpenopbiBa
¥3CTeBAHE HA M3XOAHO HHBO ¥ TepuouyHa onerka Ha LVEF.

Y nemxapake Ha OT BANA K forsade aintes

B KIMHEHHH IpOyUBaHHS ¢ Nasomanu6 ca Habmonasany ceOHTYA HA yIBIKABALE HA QT nurepsana H
torsade de pointes (mx. Touka 4.8). ITasonanm6 Tpsbea fa ce Npurara ¢ NOBAIICHO BHIMAHUE PH
TNALHEHTH ¢ AHaMHe3a 3a yObbkasade Ha QT HHTepBana, PU NAIMEHTH, KOUTO IIPHEMAT
AHTHAPATMIYHY IEKAPCTEA WIH IPYTH REXAPCTEEHA MPOIYKTH, KOHTO MOraT 2 YI(biDKaT QT
VIHTepBaJa, KAKTO M IPH [AIHEHTH ChC ChOTBETHO NPEIISCTBALO CHPICTHO sabonspane. [Ipu
TPWIOKEHHE Ha NazonaHnG ce TIPETopEYBa NPOC/EIBaHe HA ENEKTPOKAPTHOrpaMHUTe NPH 3afQvBaHe
HAa NIeUEHHETO 1 MEPHOLHYHO CIIeN TOBA, KAKTO ¥ IOAALPKAHE HA HUBATA Ha C/ICKTPONNTHTS (marp.
Kanuuil, Marsesuit, kanuii} B IPaHULTE HA HOPMATa.

AprepHanHy TPOMOOTHIHH CLOHTHA

B KIMHHYHE IPOYUBAHMS C Na30NaHuG ca HafNoIaBaHK CIyqan Ha MUOKapieH HHGAPKT, MHOKapAHA
MOXEMHS, MCXEMUNEH HHCYIT H TPAH3UTOPHH HCXeMHUHH aTaky (BX. TOUKa 4.8). HaGnoasauu ca

CHOMTHA ¢ feTanel Haxoz. Ilasonannd TpaGea ia C& MpUnara ¢ TIOBHINCHO BHMMAHNES
NOBHITEH PUCK 33 TPOMGOTHHHN CHOMTHA MK KOHTO HMAT aHaMHE34 34 TpoMOOTHY
[lazonaHu® He € MpoyvBaH IPH NALKEHTH, KOHTO ¢4 MMAIH €TTH30/ B PAMKMTE Ha
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6 Mecena. PemeHneTo JaA [a ce NpIOKH Jedenye Tpsabsa 1a ce HANpaBH Bh3 OCHOBA Ha OLICHKA Ha
MHAMBHIYATHOTO CHOTHOLICHHE M0/I3a/PUCK 34 NAiHEHTa.

Benosun TpoMG0eMBONHIHH CEONTHA

B XIHHHYHY NPOYUBAHKA ¢ Na3onaHub ca HabmoAaBaHy BEHOSHH TpoMGoeMOOTHHI CHOHTHA,
BKTIOUMTENHO BEHO3HE TPOMG03a 1 Genoapobua eMGOIHA € neTaleH maxol. Brnpexy de ca
HabnoNaBaHy U B ApeTe npoyusaHns - RCC u STS, wectorara uM e Gia no-BHCOKa B STS
nomynamuata (5%), B cpaenre ¢ RCC nomynanmsTa (2%).

TpomGoTHyHa MUKDOGHTHOTIATHS (TMA)

TMA e chobluaBaHa B KIMHUYHHTE Npoy4BaHHsA ¢ Na30naHnG KaTto MOHOTEpANHs, B KOMOHHALMA C
GeBalnsyMab 1 B KOMOHHALHA ¢ TOMOTEKAH (BXK. TOUKA 4.8). TMaunenTute, passHeamy TMA, Tpsabsa
OKOHUATENHO JA NPEKPATAT IEUEHHETO ¢ Ia3onaHud. Cnel CriMpane Ha ICICHUETO € Habmonasana
obparnmoct Ha edexture Ha TMA. IMasonanu6 He ¢ NoKasaH 3a KOMOUHHPAHO NPHIOKEHHE C APYTH
CpefcTea.

XeMoparuyHu cE0UTHE

B KTHHHYHHM TIPOYBAHKA ¢ M30NaHKHG ca cho0maBany ChOMTHS, CBHP3AHH ¢ XeMoparui (B

101Ka 4.8). HacThIBANY ca XeMoparundHy chOuTHA ¢ GaTaneH u3XoA. TMazomanuG He e Npoy4BaH MPH
DALMEHTH C AHAMHE32 38 XeMOIITH33, MO3bH4EH KPHBOUIHE HITH KIHHHIAO 3HATHM
FaCTPOHHTECTHHANIEH (TH) KpBBOM3NHE Mpe3 NnocaexHuTe 6 Mecera. IMasomanuG TpaGea ma ce
TpHIara ¢ AOBHIIEHO BHHMAHHE NPK NAIHEHTH ChC 3HATHTENCH PHCK OT KEPBEHE.

AHEBPH3MY H apTepHanHy THCCKATTHN

ManonspaHeTo HA HEXMOMTOPH Ha nbTA HA VEGF NnpH nauieHTH CbC Wil Gez XumnepToHMs MOXe 12
OANOMOTHE 06pa3yBaHeTo Ha AHEBPIH3MU H/HITH apTepHANTHA [HCEK AL Tpenn 3anoYsaHeTo HA
nedeHue ¢ nazonanut Tpatsa BHAMATETHO fa ¢ TIPELIEHH TO3H PHCK MPH MAIMEHTH ¢ pUCKOBH (axTopH
KaTO XHIIEPTOHUA WIH aHAMHE3A 33 aHEBPH3Ma.

Cacrponarecrnaammy (TH) nepdopauvy ¥ HUCTYAA

B KIAHHHY OpoyIBaHHA ¢ NazonaHu® ca HabmomaBaHy ¢BOGUTHA Ha raCTPOMHTECTHHATHA nepdopanua
Wi ductyna (Bx. Touxa 4.8). HacTemsanu ca cGuTHA Ha nepdopaums ¢ neTaneH uskos. [Tasonaxub
Tpa6Ba Aa ce mpUrara ¢ MOBHIIEHO BHYMaHHE NPH NAIEHTH ¢ PHCK OT Pa3BUTHE HA
racTPOHHTECTHHANHA Nepdopalnd Wik GrcTyna.

apacreade Ha paHu

He ca nposesknany obHIMAIHH IPOyIBaHHA 3a edexTa Ha [a30naHKd BBPXY 3apacTBaHETO HA paHH.
Tsil KATO MEXHOHTOPYTE Ha CHIOBIS SHAOTENEH pacTexeH (akTop (VEGF) Morar fa BIOHIAT npoLeca
HA 3aPACTBAHE HA PAHM, EUEHKETO ¢ NasonaHub TpAdBa Aa ce Crpe Hal-ManKo 77 Auu TIpend [UIAHOBA
onepauus. PelieHHETO 3a OBTOPHO 3aM04BAHE HA NIEYEHUE ¢ rrasonanub cien omepanua TpAdea fa ce
OCHOBABA Ha KITMHMYHA OLEHKA 33 AfICKBATHOTO 3apacTBaHe Ha paxara, [[pHeMbT Ha nasonanu® Tpabpa
714 ¢& TIPEyCTAHOBH NPH MAlMEHTH ¢ AIEXHMCLISHLIWA HA paHaTa.

XHOOTHPEOUIHIEM

B KIMHAYHK TPOYHBAHKA ¢ Na3onaHuG ca HabIroaBakH ¢HOHTHA HA XMIIOTHPEONAK3EM (BXK. TOYKa
4.8). Tlpenopr4sa ce A3X0IHO NabopaToOPHO M3CIECABAHE Ha THPCOHIHATA dyHKIMA ¥

[AUMeHTHTE ¢ XHMOTHPEOUAM3HM TPAOBa Aa Ce IEKYBAT CTIope/l CTAHIAPTHATA MEMHIIHECKA MPAKTHKA
TIpeIy 3aNOYBAHE Ha NIeYeHUe C Ma3onanu6. BeHKH NalueHTH TpaGEa Aa 6BAAT BHAMATEIHO,
HaGTEOABAHH 32 IPH3HALMA K CHMITTOMH HA THPEOHIHA NMCOYHKIA NPH feerue ¢ nas
JlaGopaTopHO pocne ABaHe Ha THpeoUnHaTa hyHKIHA TpaGBa 53 ¢ NPOBEKIIA NEPHO,
JleKyBa CIIOpe]l CTAHAAPTHATA MEAHIIMHCKA TTDAKTHKA.
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IIporeBuypus

B KIMHHYHY Npoy4BaHKA ¢ Ma3onaru ¢a ChoOIABAHH CITydaH HA IPOTEHHyPHA. ITpenopbusa ce
M3CNEARAHE HA YPUHATA B HAYAIOTO H NEPHOQMHHO MO BpeMe Ha JICYCHHETO, 1 NALMEHTHTE 1pabBa ga ce
HMpOCTEAABAT 38 BAOMIABAHE Ha HPOTeHHypuATa, TIpHeMET Ha ntasonaHud TpacBa A3 ¢ MPEYCTAHORH,
aKo MAUAEHTHT pa3Bue HePOTHYECH CHHAPOM.

TyMOp-TMIHC C M

Bpsauxsasero Ha TJIC, exmountenso TJIC ¢ eTaneH n3xog, e CB5P3Ba ¢ ynoTpebara Ha nasonaHub
(Bx. Touxa 4.8). [TalMEHTH ¢ MOBHIIEH PHCK OT BH3HHKBAHE HA TIC ca Te3u ¢ HBP30 HAPACTBAIIH
TYMOpH, FOMAM TYMOpeH ToBap, Gs0peuna mucdyHKIEA Wiy aexuxparams, [Ipeny sanoysase HA
nederueTo ¢ Votrient Tpa6Ba aa ce 00MHCIAT NPEBAHTHBHYE MEPKH, KATO IEHEHHE Ha BUCOKH HHBA HA
[MMKOYHA KVICETHHA ¥ HHTpaBeHO3Ha XuapaTanus. [TalmeHTHTE, H3NOKEHN HA PHCK, TpabBa na ce
TIPOCNENABAT BHUMATENHO H 1a Ce JIEKYBAT CIIope/l KITMHWYIHHTE ITOKa3aHHs.

IIHeBMQTOPAKS

B KNHHIHHH NpOy4BaHms ¢ MTa30NaHHG MPH HaNpeAHan capkoM Ha MEKHTE THKaHH ¢ HaOmonapaHH
¢s0uTHA Ha IHeBMOTOpaKC (BK. Touka 4.8). [Tanmenture HA ICICHHE C na3onaHuG TpabBa Ja ce
HabIroNaBaT BHUMATENHO 3a TIPU3HAIM B CHMOTOMH Ha THEBMOTOPAKC.

Ienparpyuina MOMyTanuus

T KaTo MEXaHM3MET Ha ACHCTBHE HA MTA30NAHKO MOXE Ja 3aCeTHE TEKKO PacTeXa H passBUTHETO Ha
OpraHuTe N0 BpeMe Ha paHHOTO NIOCTHATATHO PasBATHE TIPH TPH3AYH (Bx. Touxa 5.3), mazonaHub He
Tpabra Aa ce AaBa HA HeAMATPHYHM NAIMEHTH HA BE3PACT N0 2 FONAH.

Hadexmym

CroBILaBany ca cIyvan Ha Cepro3HY HHpexumuH (cue wiK Ges HeyTpONeHHs), KOHTO B HAKOH CITyHan ca
3aBBPIUBAIA C JIETANEH U3X0.

KoMGuH < CHCTEMHH MPOTHRODAKOBY TEPANMH

KMHUYHUTE NpOyIBaKYA HA 1A30MAHKG B KOMOUHALIA C NEMETPEKCEN (neapeGHOKIETbYEH Pak Ha
Gemns apob [NSCLC]) n nanatHHHG (LepBHKaNcH KapIMHOM) Ca IPEKPATEHH B PAHEH €Tall Hopany
OMACEHNs 32 IOBWITIEHA TOKCHYHOCT 1/WITM CMBPTHOCT, ¥ He € YCTaHOBeHa Ge30iacHa M epeKTHBHA 1032
TpH KOMOMHAIHSA HA TE3H MEUESHHA.

BpeMeHHOCT

TIpeNKMMHMYHETE NPOYYBAHIA IPH KKBOTHY Ca TIOKA3ANH PEPOLYKTHBHA TOKCIMHOCT (BK.

TouKa 5.3). AKO NA30MAHKG ce Mpriara Mo BpeMe Ha GPeMEHHOCT WK 8KO MALMCHTKATa 3a0peMeHee 110
BpeMe Ha JIEYEHHETO ¢ Na30NaHN0, NOTEHIMATHIAT PUCK 32 detyca Tpsbsa na 6bae obAcHeH Ha
naumenTkarta, YKeHd ¢ IeTeposieH MoTeHUMaN TpA6Ba na ObIaT MockBeTBAHY 1a H30ATBAT
3aGpeMeHABAHE, NOKATO G4 Ha JIEYSHHE C NIa30MaHuG (BK. TOUKA 4.6).

BaarMonelcTBua

EHOBPEMEHHOTO JIE4eHHE C MOIIHI KHXHOHTOPH Ha CYP3A4, P-rnukonporenHa (P-gp) Wi npoTelHa
Ha PE3MCTEHTHOCT Ha pax Ha repaara (BCRP) tpabea na ce H30ATBA NMOPaJH PHCKA. OT IIOBHIIEHA
EKCIIO3HLIAA HA MA3OTAHMG (BK. Touxa 4.5). Tpabea na ce oOMucin H360op HA ANTEPHATHBHY
CHIBTCTBAILY TEKAPCTBEHU CPEACTBA, Oe3 MM ¢ MAHUMAJIEH IIOTEHUWAT 32 nuxutupane Ha CYP3A4,
P-gp uu BCRP.

EJHOBPEMEHHOTO Jieuerne ¢ Hiaykropu na CYP3A4 1paGsa na ce H36ATBa Mopaiy
eKCTIO3HIHA Ha NasonaHHO (K. Touka 4.5).



HabmoaBasu ca Ciyua H2 XHREPIIIKeMHA TIPH THOBPEMEHHO JICYEHHE ¢ KETOKOHA30M.

EXHOBpEeMeHHOTO TIPHIOKEHN Ha Ma3onaHuG cbe CyOcTpaTi Ha ypuaaHIEGOChATTTIOKYPOHII
tpaHcdepaza 1A1 (UGT1A1) (wanp. upHHOTeKaH) TpabBa 1a CTABa C MOBHIICHO BHUMAHUE, Tt KaTo
nazonaHnt e uaxubuTop Ha UGT1A1 (BXk. Touka 4.5).

Tlo BpeMe Ha fedeHue ¢ Na30maHu TpOBa fa Ce H3GATBA IPHEMA HA COK OT rpeindpyr (Bk. TouKa 4.5).

IToMOIIHH BelECTRA

To3u NekapcTBeH NPOAYKT ChABPkKA MO-Manko ot 1 mmol Harpuit {23 mg) Ha punmMHpana Tabnerka,
T.6. MOXE [(a Ce KaKe, Ye MPAKTHIECKH He ChAbpiKa HATpui.

4.5 BiauMmozeilCTEHE ¢ APYrH JeKAPCTBEHA IPOAYKTH i APYTH (opMH Ha B3aUMOAEHCTRBHE
Edexrn Ha JIEKADCTBEHH TPONYKTH BEPX onann®

In vitro Npoy4BaHHAA TIOKA3BAT, 9 OKCHAATHBHUAT MeTab0MH3BM Ha mAa30naHAd B YOBELIKHUTE
yepHOAPOGHHM MHKPO3OMH C& MeAMApa raBHO oT CYP3A4, ¢ HE3HATHUTENHO YIACTHE HA CYPIA2u
CYP2CS8. INopaau Ta3u NpHIHHA, HHXHOMTOPHTS M HHAYKTOPHUTE HA CYP3A4 MoraT aa rpoMeHAT
MeTafonMa Ha masonanub.

Huxubumopu na CYP3A44, P-gp, BCRP
IMasonanub e cyGerpar 3a CYP3A4, P-gp n BCRP.

EZIHOBPEMEHHOTO IPUIOKEHHe Ha NasonaHub (400 mg BeAHEXK ZHEBHO) C MOLIHKA HHXHOHTOp Ha
CYP3A4 u P-gp, keTokonason (400 mg BeRHEK THEBHO) 32 5 MOCTEOBATE/THH /IHH, & IOBEIO 10
roBuIIaBaHe ¢ 66% 1 45% Ha cpeauuTe croliHocTH choTBeTHO Ha AUC(24) M Crmax HA masonanub, B
CpaBHEHHE ¢ MPHIMKEHHE Ha Ta30MaHG CaMOCTOATEIIHO (400 mg BefHBK JHEBHO 32 7 AHY).
CpapreHud Ha $apMaKOKUHCTHMHUTE NOKA3ATENH HA Ma30MaHu0 Coex (AMAA30H HA CPENHH CTOMHOCTH
27,5 10 58,1 pg/ml) 1 AUC.24) (AManason Ha cpeniHy cToiHOCTH 48,7 10 1040 pg*h/ml) cien
npwioKenue Ha Mazonanub 800 mg cAMOCTOATENHO U CNIEA IPUIOKEHKE HA nazonadnt 400 mg IWIC
xeTokoHazon 400 mg (cpenHa cTofiHocT Ha Cuay 59,2 pg/ml, cpenya cToliHoCT Ha AUCp24 1300
ug*h/ml), nokazeat 4e B MPHCHCTBHETO HA MOIIEH uuxubuTop Ha CYP3A4 1 P-gp, HaMaiiBaHETO Ha
I03aTa Ha TlazonanuG Ha 400 mg BeHEXK THEBHO TIPH NIOBEYETO NMALMEHTH We NOBEAEe A0 CUCTEMHA
eKCIIO3MINA, TofofHa Ha Ta3H, HaOMmoaaBaHa cre IPHNOKEHUE HA mazonaHut 800 mg BeAHEK AHEBHO
camoctogTerso. Haxou nanuenT ofade MOTAT g UMAT MO-BHCOKA CHCTCMHA EKCTIOZUIMA HA
[1A30TIaHKG OT Ta3H, HabMIoNaBaHa CNek Nprnmkenue Ha 800 mg nasomasyub CaMOCTOATEIHO.

EHOBPEMEHHOTO MPIUTOKEHYE HA NA30NaHHG ¢ APYTH MOITHY aHxubuTopy Ha CYP3A4 (Hanp.

HTPakOHAa30J1, KNAPHTPOMHLIMH, ATa3aHABHD, HEAWHABHD, Heda3onoH, HelndHHABHP, PHTOHABHP,
CAKBHHABHD, TEIUTPOMHLMH, BOPHKOHA3OM) MOJKeE 13 TIOBMIIN KOHNCHTPALATE Ha nazonaHub. Cokbr
ot rpefingpyT chIEpaa KHxuGHTOp Ha CYP3A4 1 CBINO MOXKE 1A TIOBULIH TIASMEHHTE KOHLIEHTPALHH
Ha TIa30naHud.

TprioxkenneTo Ha 1 500 mg manatuanG (cyberpar u cnab maxuéuTop Ha CYP3A4 u P-gp, 1 MOTIEH
uHxuGuTop Ha BCRP) ¢ 800 mg nazonaHub Bomy A0 npunuantenso 50% no 60% nosHiIaBaHe HA
cpenrata AUC 024y H Cmax HA TTA30TIAHNKO, B CPABHEHHUE C MIPIIONKEHHE CAMO Ha 800 mg nazonaHub.
Unxubupauero Ha P-gp wunu BCRP ot nanaTHHAG, BEPOATHO JONPHHACH 33 MOBHINEHATA CKCIO3HIA
Ha nasonanud.

ERHOBPEMEHHOTO TIPUIOKEHHE Ha MA30NaHKG ¢ HEXHOHTOP Ha CYP3A4, P-gp u BCRP, kato
nanaTurmb, e AoBene AC NOBHINABAHE HA [UIa3MEHHTE KOHLICHTPaU/H Ha razonanHuG.
ENHOBPEMEHHOTO PHIOKEHHE ¢ MOIIHHA HHXHOUTOPH Ha P-gp i BCRP chiito MOXKeE
EKCTIO3UIIATA H PA3MpEIeNeHHeTo Ha Na30TaHus, BKIOTHTENHO H palrpeeneHieT
HepsHa cucTema (LTHC).




ENHOBpEMEHHOTO TIPHJIOKEHHE Ha Na30naHyb ¢ MOIEH wrxuGuTop Ha CYP3A4 TpaGsa na ce wsbarsa
(B3k. TO4Ka 4.4). AKO HAMa HAMHIHA MEIMUMHCKH UPHEMITHBA ANTEPHATHEE HA MOIICH HIXROHTOD Ha
CYP3A4, TIpu eAHOBPEMEHHO NPUIIOKEHHE, 103aTa Ha nazonanu6 Tpacsa Na ce HaMany Ha 400 mg
nHEBHO. B TaxuBa cydau Tpsa6Ba BHEMATENHO /2 ¢¢ HabNo/1ana 32 HEXENAHH Peak iy i MOKe 1a ce
o6MHECIH] JOTRARHTEHO HAMATABAHE HA 103aTa, aK0 ca HabiIIoNaBaHH BeXEIaHH peakiiy, BE3IMOKHO
CBBP3aHH C JeKapCTBOTO.

KoM6HHATEATA ¢ MOIHH HEXHGHTOpH Ha P-gp win BCRP Tpatsa ga ce H30Area, WM ce pernophbHsa
H360p HA ATTEPHATHBER CHITHTCTBAI IEKAPCTBEH MPOLYKT Ge3 Wi ¢ MAMIMAIeH NOTeHLHAN 33
uaxuéupane xa P-gp wm BCRP.

Hudyxmopu na CYP344, P-gp, BC

Hugyxropu ua CYP3A4, kato prédaMniH, MOraT 3 IOHIKAT [IASMEHHTS KOHUEHTpalui HA
nazonaHu6. EAHOBPEMEHHOTO NPHIOKEHHE Ha NA30NaHHG C MOIIHY MHIYKTOpH Ha P-gp w BCRP
MOeE I3 MPOMEHH EKCIIO3HINATA H PasnpeACICHRETO Ha [azonaEHb, BEIIOYHTEIHO H PAsIpeIeneHHeTo
8 L{HC. IlpenopryBa ce #360p Ha aATTepHATHBHO CHIOBTCTBALIO JICUCHHE Gez mwiH ¢

MUHMMaNeH OOTCHUHAN 33 HHAYKIHA Ha ¢H3UM WIH TPaHCTIOPTED.

EQQKTH Ha sazonanub BBPXY JPYTH JIEKapCTBEHH MIPOOYKTH

In vitro TIpOy4BaHus C YOBEIIKH 1ePHOAPOGHH MAKPO3OMH €A [IOKA3AIH, 1€ nazonann6 uuxubupa CYP
emsuMuTe 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2EL. In vitro PXR TecT IpH Xopa € IoKa3am MoTeHIMANHA
MHAyKLwa Ha doBenikd CYP3A4. Kineimmu ($apMakONOTHHHH [POy4BAHAS ¢ MPHAMKCHHE Ha
nasonann6 800 mg BEAHBXK IHEBHO Ca MOKA3aNH, Y Na30NaHAG HAMA KIHHHTHO SHATIM edekT BEpXY
{apMakoKMHeTHKATa Ha KotheHH (TECTOB cy6erpar ma CYP1A2), sapdapHH (TecToB CyOCTpar Ha
CYP2C9), win oMenpazon (tectos cyGerpar Ha CYP2C19) npH nanMenTy ¢ KapUMHOM. Masonanub e
noBe 10 TIOBHIIABaKE ¢ pubansuTenHo 30% Ha cpenHATE AUC 1 Crax H2 MHIA3078M (TECTOB
cy6erpar Ha CYP3A4) u noprmasane ¢ 33% 20 64% Ha OTHOMIEHHETO Ha KOHLIEHTPAIIHUTE HA
meKcTpoMeTpoda KbM JekcTpodan B ypHHaTa Cief| NePOpaTHO NPAHIOKECHHE Ha AekcTpoMerpodan
{TecroB cy6erpar Ha CYP2D6). EAHOBPEMEHHOTO MPIIOKEHHE Ha nazonagnt 800 mg sesiHEK THEBHO
u naxnuTakcen 80 mg/m? (cyGerpar na CYP3A4 i CYP2CB) BenHbik COAMITIHO € 0BENO 110 CpeaHo
poeumasane ¢ 26% 1 31%, chorBeTHO Ha AUC B Coax H2 NakiHTaKCeN.

B3 ocHOBA Ha i vitro ICso | in vivo cToliHOCTHTe Ha IUTa3MEHATA Crmar, METAGOIHTHTE Ha NIa30MaHud
GSK 1268992 1 GSK 1268997 Morar fa AOTIPMHECAT 33 HETHUA MHXHOUTOPEH ehexT Ha nazonanu®
pupxy BCRP. B nomeiHente HA TOB3, HE MOXKE A3 Ce HIKII0TH urxubupare Ha BCRP u P-gp ot
A30TaHMO B FACTPOMHTECTHHANHHA TPAKT. EAHOBPEMCHHOTO MPHIOKEHAS HA nmasonakm6 ¢ Apyrd
nepopanuu cyberpatu Ha BCRP n P-gp TpaGBa 1a cTaBa ¢ IOBHIICHO BHUMARHeE.

In vitro, na3onaHUG & HHXHOHPA YOBELIKAS TPAHCTIOPTHPAIN OPraHHYHA AHHOHH MOTHNENTHA
(OATPIB1). He Moxe fa ce U3KITHOUH, 4 asonanuo we nosnuge GapMaKOKUHETHKATa Ha CyOcTpaTaTe
#a OATP1B1 (namp. CTaTHEH, BIKTe ,,EeKT Ha efHOBPEMEHHATA ynorpe6a Ha nazonanu u
CHMBACTATHH TO-J0JY).

TasonaHut e HEXHOHTOP Ha eH3UMA yPHIMHIHGOCHATIITIOKY POHOSII tpancdepaza 1A1 (UGT1AL) in
vitro. AKTHBHHAT MeTaGoNuT Ha HpuHOTeKkaH SN-38, e cyGerpar na OATPIBI u UGT1AL.
EfHOBPEMEHHOTO MpHIoKeHue Ha 400 mg na30nanut BeAHBK IHEBHO ¢ 250 mg/m? netykcumab u 150
mg/m? IPUHOTEKAH BOIH N0 MPHOINIHTEIHO 20% nOBHIIABAHE HA CHCTEMHATA eKCIIO3HIA Ha SN-38.
TNa30naHKG Moxe A2 MMa No-rofAMo BIMAHAE BEPXY AWCTIOIMIMATa Ha SN-38 npH fuua ¢ UGT1A1*28
HoTMMOpGH3EM B CPABHEHHE C KA ¢ alel 0T ,,auB” Tun. Ofage, reHOTHITET UGT1Al He BHHATH
npezckazBa edekTa Ha Ma3onaHud BePXY AUCHO3UIMATA HA SN-38. EnHOBpeMEHHOTC NPHIOHKEHHE Ha
nasonasnG ¢pe cyberpath va UGT1A1 tpsaGea na crasa ¢ [IOBAWIEHO BHHMAHUC.

E!j!CKT Ha ¢ THOBpEeMEHHATE YIIOT p_eﬁa Ha 12307aHY0 ¥ cCMMBACTATHH

EIHOBpeMeHHATa yIoTpefa Ha Na30onanu6 ¥ CHMBACTATHH YBE/M4aBa ClTyHaHTe Ha roB
AJIAT. PesynraTdTe OT META-aHATH3, H3MOI3BAL cOOpHY JaHHH OT KAHHHYHH TIPOYH
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Nasonanub, nokassar, 9e AJIAT>3 meu I'TH ce noknaxsa npu 126/895 (14%) OT NalMEHTHTE, KOUTO
He ca ynoTpeGspani craTuny, B cpapHenue ¢ 11/41 (27%) oT mamueHTHTe, KOHTO Ca ynorpeOaBatn
enHOBpeMEHHO cumpacTaThH (p=0,038). Ax0 NalHeHT, NpyeMal eAHOBPEMEHHO CHMBACTATHE,

paspue nosuiuasane Ha AJIAT, cnefpaiite yxasaHATa 32 NO3KPOBKA Ha nasonaHud H NpeKpaTere
NpHEMA Ha CHMBACTATHH (BXK. TouKa 4.4). B IOMBIHEHHE, IHOBPEMCHHATA ynorpefa Ha nasonaHu® 1
JpYr¥ CTATHHW TpAGBA 1A C¢ OCHILECTBSBA ¢ MOBHLICHO BHAMAHMHE, TBH KATO MOHACTOAEM HAMA
HAJMYHH JOCTATHYHO JAHHH, 34 A C¢ OLICHH RIIHHETO HM BRPXY HMBATA HA AJIAT. He e H3KIHYEHO
na3onanub Aa nosuAe (apMAKOKMHETHKATA HA APYTH CTATHHH (HANp. aTOPBACTATHH, (yBacTaTHH,
NPaBACTATHH, POCYBACTATHH).

EdexTt Ba xpaHata BBPXY TASOTIARN0

TIpHNOKEHHETO Ha Pa3onanHuG ¢ Xpana GoraTa WK GelHA Ha MASHMHI BOJWM 110 npuGnusuTento 2 WbTH
nopamasae Ha AUC ¥ Crx. ITOpanu 143w IpHMuHa, Masonauut TpaGea fa ce NpHeMa Hak- Mako 1
4aC IPEAH HIH 2 yaca clel XpaHeHe.

JNekapeTeeny npoayKTH, TOBHILL H B cToMaxa

EzxnoBpeMeHHOTO NPUITOKCHHE HA nazonanub ¢ e3oMenpa3on HaMaLABa HOHAIMHOCTTA Ha na30MaHAG
¢ mpubmuzurenso 40% (AUC H Cuax) ¥ €AHOBPEMEHHOTO MPUIOKEHHE HA Na30naHHG ¢ rexapcrsa,
korTo nosurmasat pH B cToMaxa, TpaGRa Aa ce n3GArsa. AKO eIHOBPEMEHHATA ynotpefia Ha FHXHOHTOD
Ha npoTorHaTa nomna (PPI) e BeoGXonHMO MO METHLMHCKH TIOKa3aHIs, C& IIPETOphTRa 103aTa Ha
nasonanud 1a ce mpueMa 0e3 XpaHa BeAHbK AHEBHO BEUEp, SIHOBPEMEHHO C HHXHOHTOPA HA
nporounara nomna (PPI). Ako eaHOBpeMEHHOTO IIPHIOKCHHE HA H2-pellenTOpEH aHTArOHHCT €
Heo6X0IMMO TT0 MeHIFHCKY MOKa3aHus, Ma3onanut Tpabea xa ce MpHeMa fes xpaHa noHe 2 1aca
npeay WK moxe 10 daca cnen nosata Ha H2-penenTopHis aHTArOHHCT. Masonanu® TpaGsa Aa ce
mpueMa NMoHe 1 €ac npean Wi 2 Haca cie NPHIOKCHIS Ha KpaTkoAeiicTBAILY aHTHALTHH.
TpenopbLEAUTE 33 HAYMHA HA STHOBPEMEHHO NPHIOKEHHS Ha MEXUGHTOPY Ha IpoToHHaTa nomma (PPIs)
H H2-pelienTopaM aHTATOHNCTH ¢€ OCHOBABAT HA (H3HONOTHYHHA cpO0paKeH .

4.6 Depruanter, §peMeHHOCT H KLPMeHE

BpemennocT/KOHTPANETIINA OPH MBXE U MEHH

HaMa mocTarbuyHO JAHHM 33 TPWIOKEHHETO HA NasomaHud npu OpeMeHHR XeHA. TIpoyvBaHRATa IIPH
SKHBOTHH €A TIOKa3a/IH PEerpoONYKTHBHA TOKCHUHOCT (Bk. Touka 5.3). IloTeHIIMAHUAT PHCK NPH XOpa He
€ U3BECTEH.

Tlazonasu6 He TpAGBA A ce MPHEMA [0 BpeMe HA SPEMEHHOCT, OCBEH ak0 KITHHHIHOTO CHCTOAHKE Ha
JkeHaTa HE W3HCKBA JICUEHHE C NA30NaHAb, AKO Ma3omaHub ce MPHIAra o BpeMe Ha GpeMeHHOCT, WIH
AKO NAIHeHTKaTa 3a0peMeHee No BpeMe Ha JISCHHE ¢ Na3onasyud, MOTEHIHANHIAT PHCK 32 ILTOAA
Tpsa6Ba na 6bae 06AcHEH Ha MAllHEHTKATA.

*enute ¢ AeTeponeH MOTEHUMAN TpAdEa fa GB4aT TIOCHEBETBAHY JIa H3M0M3BaT MOAXOAAIIA
KOHTDALIEIILIHA TI0 BPeMe Ha JIEYEHHETO U B IIPOIRIKCHHE Ha [OHEe 2 cemMMUM CIISH NpHeMa Ha
noceIHATA 1033 Na30NaHu0, | Ja 13darsaT 3a0peMeHABAHE 1O BPEME Ha JIEHEHHETO © a30maHuo.

TTaLHeHTHTE OT MEKKH TION (BKIKYHTETHO TE3H C BazeKTOMMsA) Tp:OBa Ia U3MI0/I3BAT NPE3EPBRATIEU 1O
BpEME Ha [10/10B aKT, IOKATO TIPHEMAT Na30oNaHub, U B IPOIBIKEHNS HA HOHS 2 ceAMUITH clief IpHeMa
Ha MOCTEIHATA 1033 Ta30Nanub, 3a Ja ce uiberte NOTEHIMANHA eKCTIO3HIIMA Ha IEKAPCTBEHHA IPOAYKT
Ha GpeMeHHa TApPTHEOPKA U Ha IAPTHROPKA C PETPOAYKTHBEH MOTEHIHMAT.

Kspmene

Be30macHoCTTa P TIPWIOXKEHHAE Ha Ma30naHUG [0 BpeMe Ha KhPMEHE HE € POyHeHa. Hee
NanH na3onanub 1M HeroBHTe MeTaboTHTH C8 €KCKPETHPAT B KbpMard. Hawma nansu ot
TIPH JKHBOTHH 32 €KCKPELATA Ha Na3onanub B KHBOTHHCKOTO MIAKO. He moxe fa ce

KbpMaveTo. KnpMeneTo TpabBa a ce MPexbCHE O BpEME HA JICHEHHE ¢ niazonanut.
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DepTIIHTET

Ipoy<BaRKA IPH XXKUBOTHH MOKAIBAT, 4€ MBKKHAT H EHCKAAT depTHAKTET MOTAT 114 ¢ NOBJIHAAT OT
NieueHHe ¢ NalomaH46 (BK. Touka 5.3).

4.7 EdexTn Bbpxy cocofHOCTTA 33 WodHPaHE H paloTa ¢ MALIHHHA

AnyHHG He MOBTMABA WITH NOBTHABA MpeHeOPERUMO cnocobHocTTa 3a modupane U paboTa ¢ MAHHY,
dapMaKONOTHHHITE CBOKCTBA HA Na30NaHU0 HE IPEANoNAaraT BPEHO BIMAHHE BRPXY Te3H AeHHOCTH.
TTpu OLEHKA HA cIIocOGHOCTTA Ha TIAUMEHTA 34 H3BLPIIBAHE HA mefHOCTH, KOUTO HAHCKBAT MPELeHKa,
J(BMFATeNHH WM KOTHHTHEHY CTiocOGHOCTH, TPA0Ba 1 Ce HMAT NPEABHI KNHHHTHUA CTaTyC Ha
AIMEHTA ¥ TPOQHIA Ha HEXEAAHH peakuyy Ha nasonauub. IlanmenTuTe TpabBa A3 H3GATBAT
wodupane wix paGoTa ¢ MANIMHY, aKO C& TyBCTBAT 3aMasHH, yMOPEHH HIH cnabu.

4.8 HekenaHu JeKAPCTBEHH PEAKIHH

PezroMe na npoduna Ha OezonacHocT

CGopHUTE JAHHY OT OCHOBHOTO IPOYYBaHe IpH 6B6peunokteTsyeH kapuuom (RCC) (VEG105192,
n=290), pazwnperoto npoy4saxe (VEG107769, n=71), NOAKpenAIIOTO MPOyIBaHe dazall
(VEG102616, n=225) ¥ paHIOMH3MPAHOTO, OTKPHTO, [aPa/IeTHOrpyII0B0 dasa [l HenHPpepropHO
npoyusase (VEG108844, n=557), ca OlieHEHA B LANOCTHATA OLiCHKA HA fezonacHoCTTa H
IOHOCHMOCTTA Ha MasomaHus (06mo n=1 149) npu y4acTHHIK ¢ (OPETHOKNICTEICH KAPLHHOM (Bk.
Touka 5.1).

CGOopHHTE JAaHHH OT OCHOBHOTO MpOy4BaHe NPH CapkoM Ha MEKHTE TEKaHH (STS) (VEG110727, n=369)
¥ nOAKpensIoTo npoy4sane dasa Il (VEG20002, n=142) ca OLeHEHH B IJIOCTHATA OLICHKA HA
Ge30T1aCHOCTTA M OHOCHMOCTTA Ha Nasomany6 (061a momyanys 3a GeaonacHocT n=3 82) npn
yuacTHHUY cbe STS (k. Touka 5.1).

Haii-BayKHHTE CEpHO3HH HEMENAHH PEAKIHH, YCTAHOBCHH B NPOYHBAHMATA IIPH RCC u STS ca 6unn
Tpexo/ieH MCXEMHYEH IPHCTBI, HCXeMUYEH UHCYIT, HCXeMIA Ha MUOKApIa, MHOKapieH K MO3bUEH
HH}APKT, Cbpae4Ha AHCHYHKLMA, FACTPOMHTECTHHANHA nepdopauns u Guctyra, yaswkasase Ha QT
unTepeana, Torsade de Pointes U GenoxpobeH, FraCTPORHTECTHHANCH U MOSBUCH KpbBOMANME. BCHUKY
HEXelIaHH PEaKLHH ca chobmapasy npH <1% OT JIeKyBaHUTe NALHCHTH. JpyTH BakHH CEPHO3HH
HeKeNaHH JIEKApCTBeHH PeakUy, yCTaHOBeHH B IIPOYIBAHHIATA IIPH STS, BKAKOMBAT BEHO3HI
TpoMGoeMGOTMIHY CHOATHI, JIABOKAMEPHA AMCHYHKIMA 1 MHEBMOTOPAKC.

Jleraneure CBHOMTHA, OPHETH KATO BB3MOXKHO CBEEP3aHH € masonaHud, <¢a  BKTHOYBAIH
FACTPOHMHTECTHHAJICH KPbBOHITINB, GenoapobeH KPbROH3NHE/XEeMONTH3A, OTKAOHECHH: B gepHogpobHaTa
PyHKIA, HETECTHHATHA NEPHOPANHKS B HCXECMHUUCH HHCYAT.

Hafi-qecTHTe Hexenann peakuuy (HabmoasaHy Npy Hadi-vanko 10% ot HAlMEHTHTE) OT BCAKA CTENCH
B mpoyusanusTa npH RCC ¢ STS ca BRmoYBaii: AuapHd, MpoMAHa B LBETA HA KOCATa,
XUTTOTHIMEHTALMS Ha KOXaTa, exconuarneH 00pHB, XUNEPTOHAA, TajieHe, IapoGoNKe, YMOPa,
aHOPEKCHs, TOBpHILAHe, MCTEY3H, CTOMATHT, TIOHIDKABAHE Ha TETTIOTO, 60J1Ka, [IOBMIIEHA ATAHHH
aMHHOTpaHcdepasa U NOBHILEHA acTiapTaT aMuuoTpaHcdepasa.

HeskeNaHHTe NEKAPCTBEHU PEAKLIHHA OT BCHUKY CTETIEHH, CHOOMABAHY TPH JIHIIATA € RCC u STS nan 1o
BpEMe Ha TTOCTMapKETHHTOBHA [IEPHO], Ca 13GPOEHH NO-AONY 10 CHCTEMO-OPTaHHH KJIACOBE, [0
4ecTOTA ¥ CTeNeH Ha Texect cbrimacio MedDRA. 3a knacu(HKamiATa Mo Y€CTOTa € H3NON3Bata
CJieHaTa KOHBEHLWs: MHOTO YecTd (21/10); wectu (21/100 no <1/10); neuectu (21/1 000 ao <1/100);
peaxw (21/10 000 o <1/1 000); muoro peaxu (<1/10 000); c Hem3BeCTHA 1eCTOTA (0T HAMYHHUTE JAHHH
He Moxe 12 6bJie HanpaBeHa OLIEHKa).

KaTeropuuTe ca ONpeAeIeHH 10 aGCOMOTHATA YeCTOTA B IAHHUTE OT KIWHMMHIL M3MIHT
ca CHIIO ¥ TIOCTMAPKETHHTOBHTE KAHHH 32 GE30NIACHOCTTA H [IOHOCHMOCTTA OT BCHIKH
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TIPOYUBAHFA © IA30NAHKG B OT CIOHTaHHH cboGmeHNA. BEB BCAKA TPYNa N CHCTEMO- OPraHHH

KNacoBe, HeXETaHHTE PEaKHH ¢ ¢IHaKBA YECTOTA C& npeAcTABEHH B HU3XOAAII pen mo QTHOINCHHE HA

TAXHATA CEPHOIHOCT.
Chouchk Ha HEXKEN

B TAOIH4CH B!

Tabanpa?  Hemensnn peakuMiy, CBLPIAHH € ACUSHHETO, ¢hoSMIeHNA B NPOYSBANUATA PR
6p6peunokneTrnueH KapainoM (1=1149) nian no BpemMe Ha TOCTMAPKETHHIOBHA
nepHoOa

C YecroTa Hexenand peaxcuan | Benuxu Crenen 3 Crenen 4
HCTEMO-OpTaHBH o o
KISCOBE (BCHIKH creneHan | n (%) n (%)
cTerneHn) (%)
Yectu Hudexmau (cse Wik C C C
Ges neyTponesua)t HEN3BECTHA | HEUIBECTHA | HEM3IBECTHA
Hrjexnnn B 4ecToTA YECTOTA 9ecTOTd
HHbeCTANHN Heuecrn Wndexuus Ha peHunTe | 1 (<1%) 0 0
HuadeknmoseH 1(<1%) 0 0
[IEPHTOHUT
Heonnasmu - Heuecrn TymopHa Gonka 1 (<1%) 1{<1%) 0
A00pOKAYECTBEHM,
NOKAYECTRCHH U
HeonpeaeaenH (B,
KHCTH H TIOTHIH)
Yecrn TpoMGouHTONERHA 80 (7%) 10 (<1%) 5 (<1%)
HeytpomeHns 79 (7%) 20 (2%) 4 (<1%)
JlepKomeHHA 63 (5%) 5 (<1%) 0
Heuectn TonHuHTEMHA 6 (0,03%) 1 0
Hapyumeuns Ha Penxn TpomGorHuHa C C C
KpbBTA ¥ AuMbHATA MMKPOaHTHOTIATHA HEH3BecTHa | HeM3IBeCTHA | HEM3BECTHA
CHETEMA {BKIFOUHTENHG qecTora YyecToTa 4ecToTa
TpoMGOTHIHE
TpomGonATONSHAYHA
nyprypa H
XEMOIHTHYEH
eMudeH cHHApoM) T
Hapymenus Ha Yectn XHIOTHPEOHINIEM 83 (7%) 1 (<1%) 0
€HAOKPHHHATA
CHCTEMA
Muoro yecrs | Hamanen anerur® 317 (28%) | 14 (1%) 0
Yectn XunodochareMus 21 (2%) 7 (<1%) 0
Hapymenus ua Hexunparaiist 16 (1%) 5 (<1%) 0
MeTaGoaH3IMA " HeyectH XHnoMarHe3uemMis 10(<1%) |0 0
ApaHenHeTo
c TyMop-nu3ne ¢ ¢ ¢
HEW3BECTHA crEIpOM* HEeW3BECTHA | HeM3BECTHA | HEM3IBSCTHA
YECTOTA 4eCTOTa YeCTOTa 9ecToTa
TicHxuyHH YectH BescrHHE 30 (3%) 0 0
HAPYLIEHUA
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MHuoro yecTr | Jucreysus’ 254 (22%) | 1 (<1%) 0
I'napoGomue 122(11%) [11(<1%) [0
YecTH 3amasnoct 55 (5%) 3 (<1%) 1 (<1%)
Jleraprus 30 (3%) 3 (<1%) 0
Tapecresns 20 (2%) 2 (<1%) 0
Tepudepna cemopHa | 17 (1%) 0 0
HEBpONaTHA
Heuectn Xunoecresmsa 8 (<1%) 0 0
TpaHIuTOpHA 7 (<1%) 4 (<1%) 0
FCXEMMYHA aTaka
HapymieHus Ha CrHnuBocT 3 {<1%) 1 (<1%) 0
HepBHATA CHCTEMA IepeSporackynapen | 2 (<1%) 1 (<1%) 1 (<1%)
HHUUAEHT
HcxeMuger HHCYIT 2 (<1%) 0 1 (<1%)
Penku CHHIpoM Ha C C C
nocTepropHa o6paTHMa| HeM3BECTHA | HEH3BECTHA | HEH3BECTHA
enuedanonaTaa/ 4ecToTa YeCcTOTA 4ECTOTa
cHHIpOM Ha oOpaTHMa
TIOCTEPUOPHA
neBKocHUedanonaTHa
-’-
YecTH 3aMbIIEHO 3PEHUE 19 (2%) 1 (<1%) 0
Heuectn Otneneane Ha 1 (<1%) 1 (<1%) 0
peruHatat
Hapymetus Ha Paskrcaasie Ha T<1%) |1(<1%) |0
ouHTe
perunarat
IMpomsAHa B OBETA HA 4 (<1%) 0 0
MHUTTATE
Hewectu Bpamuxapavs 6 (<1%) 0 0
0, 0, 0,
Cupaeuny I(\:/imkapnen HH}APKT ] 5(<1 f)) 1{xi o/o) 4 (<1%)
I — Bpredna gHchyuxum| 4 (<1%) 1 (<1%) 0
Hcxemns Ha Muokapzaa | 3 (<1%) 1(<1%) 0
Maoro YecTH | XHIepTOHUA 473 (41%) | 115 (10%) | 1 (<1%)
YecTn T'opemn BEAHH 16 (1%) 0 0
Benoaro 13 (1%) 6 (<1%) 7 (<1%)
TpoMOOeMOOIHYHO
CbAOBH HAPYIIEHHS cplurne®
3adepeaBaHe 12 (1%) 0 0
Heuecrn Xumepronuyta kpma | 6 (<1%) 0 2 (<1%)
KpbBon3nus 1 (<1%) 0 0
C AHeppHIMHA H C C C
HEM3BECTHA | apTepMATHH JHCEKALHH | HEeH3BECTHA | HEW3BECTHA | HOHM3BECTHA
4eCToTa YecToTa YecToTa HECTOTA
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YecTH Enmucrakcuc 50 (4%) 1({<1%) 0
JncdhoHns 48 (4%) 0 0
Jucnues 42 (4%) | 8(<1%) 1 (<1%)
XeMonTHza 15 (1%) t (<1%) 0
f;f;:ﬁa:(’p““’ HeuectH PuHOpes 8(<1%) 0 0
MeIMACTHHARHH Ex:(’:f;nﬁ;: 2(<1%) 0 0
Rapynienua TTaerMoTOpaKe 1 (x1%) 0 0
Peaxu HurepeTHIEATHA C C C
6enoopobHa HEM3BECTHA | HEH3BECTHA | HEH3BECTHA
Sonect/naeBMOHHTY qe¢ToTa 9ecToTa JecToTa
MHoro yectH | Jinapua 614 (53%) | 65 (6%) 2 (<1%)
aneHe 386 (34%) | 14 (1%) 0
IToBpEIIaHE 225 (20%) | 18 (2%) 1 (<1%)
KopemHa Gonxka® 139(12%) | 15 (1%) 0
YecTr CToMAaTHT 96 (8%) 4 (<1%) 0
JIlucnencus 83 (7%) 2 (<1%) 0
DnaryneHuHA 43 (4%) 0 0
ASnoMunansa 36 (3%) 2 (<1%) 0
OUCTEH3IUS
Ynuepallds B YCTATa 28 (2%) 3 (<1%) 0
CyxoTa B yCTaTa 27 (2%) 0 0
Hedectu IMaHkpeaTHT 8 (<1%) 4 (<1%) 0
PexrareH kppBonins | 8 (<1%) 2 (<1%) 0
KeMaToXe3Hs 6 (<1%) 0 0
TacTpounTectuHaneH | 4 (<1%) 2 (<1%) 0
KpBBOH3IHB
Menena 4 (<1%) 1 (<1%) 0
[NoBumena 3 (<1%) 0 0
CroMaltHO-YPeBHH NepACTAITHKA
HapymeHAsN AHaJIeH KPLBOH3NHB 2 (<1%) 0 0
Mepdoparmn Ha 2 (<1%) 1(<1%) 0
JneberoTo yepro
Kpbeonuss ot yerata | 2 (<1%) 0 0
KpbBoH3IHB OT 2 (<1%) 1 (<1%) 0
ropHaTa 4acT Ha
racTPOHHTECTHHATHUA
TPaKT
EHTEpOKyTaHHA 1 (<1%) 0 0
dbucTyla
XeMaremesa 1 (<1%) 0 0
XeMopouzaaeH 1(<1%) 0 0
KPBBOHIIHE
TMepdopauwa Ha 1 (<1%) 0 1 {<1%)
HieyMa
KpbBOHIHB OT 1 (<1%) 0 0
XPAHOMPOBONA
PeTponepuToHEANEH 1 (<1%) 0 0

KPEBOHTHB
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YectH Xunepbumpy6un- 38 (3%) 2 (<1%) 1 (<1%)
eMuA
AGHOpMHA 29 (3%) 13 (1%) 2 (<1%)
yepHompoOHa QyHKIHA
X XenaroTOKCHIHOCT 18 (2%) 11 (<1%) 2 (<1%)
“::;f;i‘;’;““p““ Tioweorn | IKbarenuma 3<% [1(<1%) |0
JlexapcTBeHO 2 (<1%) 2 (<1%) 0
HHAYLHPAHO
qepHOAPOOHO
yBpekAaHe
Yepronpobua 1 {<1%) 0 1(<1%)
HeJOCTaThIHOCT
Mpuoro yecTr | IIpoMsHa B LBeTa HA 404 (35%) | 1(<1%) 0
KOCATa
CHEApOM HA 206 (18%) | 39 3%) 0
OATMAPHO-IUTAHTADHA
EPHTPOIIECTEIHA
Anoneims 130(11%) | O 0
Obpne 129 (11%) | 7(<1%) 0
YecTn Koxna 52 (5%) 0 0
XUMOITATMEHTALHSA
Cyxa Koxka 50 (4%) 0 0
CopGex 29 (3%) 0 0
Epurem 25 (2%) 0 0
Koxna 20 (2%) 0 0
JeTArMeHTaHA
HapyweHHs Ha XHnepxuaposa 17 (1%) 0 0
KOKATA H Heuectn Hapymennd Ha 11 (<1%) 0 0
NOAKOKHATA THKAH HOKTHTE
Koxna exchonnamua__ | 10 (<1%) 0 0
Peakimn Ha 7 (<1%) 0 0
($OTOUYBCTBUTEIHOCT
EpureMen o6puB 6 (<1%) 0 0
Hapymenue Ha 5 (<1%) 0 0
KOXKaTa
MakynoaeH ofpuB 4 (<1%) 0 0
Crpbam obpHB 3 (<1%) 0 0
BeaukynoseH oOpHB 3 (<1%) 0 0
TenepamizupaH 2 (<1%) 1{<1%) ]
cbrpbex
Tenepanusupad o6pus_| 2 (<1%) 0 0
Tlamynosen o6pHB 2 (<1%) 0 0
TInanTapeH epyreM 1 (<1%) 0 0
Koxen yakye Cc c C
HEH3BecTHA | HeM3BECTHA | HEH3BECTHA
4eCTOTa 4ecTOoTa yecToTa
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HapymieHHs Ha Yectd ApTpanths 48 (4%) 8 (<1%) 0
MYCKYJIHO~ Muasnrus 35 (3%} 2 (<1%) 0
CKeJETHATA CHCTEMA MyCKYTHH CTIasMH 25 (2%) 0 0
H chepuuHTemEaTa | HevecTn Myckynao-ckenetsa | 9 (<1%) 1 (<1%) 0
THXAH Gonka
HapymeHus Ha MHoro YectH | IIpoTedsypis 135 (12%) | 32 3%) 0
616peunTe 1 Heuectn KpBBOHANEB OT 1(<1%) 0 0
NMHKOYHHTE TETHIIA HKOYHHTE MTETHIA
HapyweHuas na Heuectd Menoparus 3 (<1%) 0 0
BLINPOH3BOANTEAH Baarammex 3 (<1%) 0 0
ATa CHCTEMA H KPBBOH3IHB
repaaTa MeTtpoparus 1 (<1%) 0 0
Muoro yectn | Ymopa 415 (36%) | 65(6%) 1 (<1%)
YecTH Br3nanexue Ha 36 (7%) 5(<1%) 0
JIHTABHUITE
OO6uIH napymieHnsl H AcTeHHA 82 (%) 20 (2%) 1 (<1%)
edexTH Ha MACTOTO Enem® 72 (6%) 1(<1%) 0
HA MPHIOZRCHEE BONKA B TEPIHATE 18 (2%) 2 (<1%) 0
Heuectd Brpucane 4 (<1%) 0 0
Hapyenns Ha 1 (<1%) 0 0
JIHTABHLNTE
Mauoro uectn | [loprmapaHe Ha 246 (21%) | 84 (7%) 14 (1%)
anaHuH-
aMHHOTpaHcdepa3ara
Hscnensamws Tlopvmasane fa STT(18%) | 51@%) | 10(<1%)
acnapTar-

aMHHOTpaHchepasaTa
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Hicnensanus Yecrn TloHpkaBaHe Ha 96 (8%) 7(<1%) 0
TErNoTo
ToBrimasane Ha 61 (5%) 6 (<1%) 1(<1%)
OuHpyGHHA B KPBBTA
[TopunraBane Ha 55 (5%) 3 (<1%) 0
KPeaTHHHHA B KPBBTA
TloBMIDABAHE HE 51 (4%) 21 (2%) 7 (<1%)
JIMma3aTa
TTonmkapane Ha Gpos | 51 (4%) 3 (<1%) 0
Ha Oenmrre KpEBHA
kneTkn’
ToBuinaBase Ha 36 (3%) 0 0
THPOMA-
CTHMYJIHPAII
XOPMOH B KPBBT2
TlopnmasaHe Ha 35 (3%) 7 (<1%) 0
aMmTa3aTa
TMoeumasaxe Ha rama- | 31 (3%) 9 (<1%) 4 (<1%)
TIyTAMHIA
Tpaucdepasara
TToBMmIaBane Ha 15 (1%) 2 (<1%) 0
KPHBHOTO HANATAHe
Tormuapaue Ha 12 (1%) 1 (<1%) 0
ypeara B KpbBTa '
OTKJIOHEHMA B 12 (1%) 6 (<1%) 1(<1%)
qepHOOPOCGHHTE
(YHKIMOHAIHH TECTOBE

Hewectn Hosuirasane Ha 11 (<1%) 4 (<1%) 3 (<1%)
4epHOAPoOHHUTE SHIHMH

TMomprasane Ha 7 (<1%) 0 1 (<1%)
KpbBHATA 3aXap
Vassmxasane Ha QT 7 (<1%) 2 (<1%) 0
HHTepBaJla Ha
e/eKTPOKApINOTpAME
TlopuniaBaHe Ha 7 (<1%) 1 (<1%) 0
TPAHCAMHHA3HTE
OTKICHEHHA B 3 (<1%) 0 0
THPCOHAHHTE
bYHKIMOHATHE
TECTOBE
TosniuaraHe Ha 2 (<1%) 0 0
AHACTONHOTO KPLEHO
HanAraHe
IMTopmmaBaHe Ha 1(<1%) 0 0
CHCTONHOTO KPBRHO
HaJAraHe
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THexenana peaxiys, CBbP3aHa ¢ IEICHHETO, cpobiIeHa Mo BpeMe Ha NOCTMAPKETHHRI OBKA EPHON
(crioHTaHHM CLOGLIEHNS H CEPUOGHH HEMXENIAHH PEAKIUH OT BCHHKH KIMHAYHY TIPOyIBaHKA ¢ nasonanut).
KoMOVHMpaHH ¢a CTIETHUTE TEpMHHK:

*HesxenaHn peakHy, CBhP3aHH C JICUCHHUETO, cBLO0IIARAHH CaMO [0 BPEMe Ha NOCTMaPKETHRIOBHA NEPHON
Ot HaIM4HHTE JaHHY He Moxe Ja Oble HanpabeHa OLEHKA Ha 16CTOTATa.

* Kopemua Gomka, kopemHa 60ska B TOPHATA i KOPEMHA GoyKa B JOJTHATA 4acT Ha KOpeMa

b Enem, nepudepeH eieM, eNeM Ha OYHTe, JIOKANU3NpaH eACM H CIEM Ha JHLETO

¢ JIucreysus, arey3us H XHMIIOTey3HA

4 [Tomwkapane Ha 6pos Ha GeNiTe KPEBHK KJICTKH, MOHIDKABAHE Ha Gpos Ha HeyTPOQHIHTE U NOKIKABAHS

KapauOMHOTIATHA

TpoMO03a

& BeHo3HO TpoMGoeMOOIIMHO CB

sa Gpos Ha JEBKOUMTHTS
* TloHwKeH aneTHT H aHOPEKCHA
f Cppneuna aucyHKIMA,

NeBOKAMEpHA AKCHYHKINA, CHPIEYHA HENOCTATEIHOCT H PECTPUKTHEHA

GuTHe, NHIGoKA BeHo3Ha TpoMbo3a, GenonpoGen eMOOTHIBM H

Heytpornens, TPOMGOLMTOTICH!A ¥ CHEAPOM Ha MaIMApHO-IUTAHTApHA epUTpOAM3ECcTE3UA ca HalmonapaHy

[1O-YECTO TIPH NAIHEHTH OT H3TOMHOA3HATCKH MPOH3XOXL,

Ta6auma 3: HekxenaHd peakuHMH, CBbP3aHH ¢ JICHEHHCTO, cbofilieAn B NPOYYBAHMSATA PH CAPKOM HA

MEKHTe TbKaHH (1=382) Wiy 1o BpeMe Ha NOCTMAPKETHHIOBHA NEpHOA

C YecroTa HexenanH peaKIHH Beuukn Crenen 3 | Cremen 4
HCTEMO-OPraHHH o o
IACOBE (BeHIKH creneainn | n (%) n (%)
CTemeHn) (%e)
HuadeKnHH B YectH Hndexuns ua serupre | 4 (1%) 0 0
HHpecTAUHA
Heonunazmu- MHoro gecti | TymopHa Gonka 121 (32%) | 32 (8%) 0
AoGpoKavecTBeHH,
3/10KAYECTBEHH H
HeonpeaeseHH (BIUL.
KHCTH H
TOJINTTH)
Muoro gectu | JleBkoneHIA 106 (44%) | 3 (1%) 0
TpoMOoUNTONCHHA 86 (36%) 7(3%) 2 (<1%)
Heyrponenus 79 (33%) 10 (4%) 0
Heuectu TpoMboTHTIHA 1(<1%) 1(x1%) 0
Hapymenus Ha MUKPOAHTHOMATHS
KPLBTA H NEMOHATA (BKITIOQHTENHO
cuerema’ TpoMOOTHYHA
TpoMOOLMTONEHATHA
nypnypa H
XEeMONIHTHYEH YPeMHUeH
CUHOPOM)
HapyuieHns Ha HectH XMITOTHPEORAHIBEM 18 (5%) 0 0
eHJOKPHHHATA
CHCTEMA
Muoro yectu | HamaneH aneTar 108 (28%) | 12 (3%) 0
XunoanGymMuHeMas’ 81 (34%) | 2(<1%) 0
HapymeHH# nal Yectn Hexsaparauns 4 (1%) 2 (1%) 0
merafoanIma ¥| Heuectu XunoMarae3HeEMHA 1 (<1%) 0 0
KXPaHEHETO C TymMOp-nHU3nC C C C
HeM3BECTHA | CHHIpoM™ HeH3BecTHA | HEM3BECTHA | HEW3BECTHA
9ecToTa 9eCTOTA 4ecToTa d;ligzmm
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TlcnxHaHH YectH BesctHMe 5(1%) 1 (<1%) 0
HAPYILeHHA '
Muoro uectu | Jucreysus 79(21%) [0 0
T'nasobosmie 54 (14%) | 2 (<1%) 0
Yectn Hepudepua cemsopa | 30 (8%) 1 (<1%) 0
HapymeHHs Ha HeBponaThi
HepBHATA CHCTEMA JaMasHocT 15 (4%) 0 0
Heuectt CrHnuBoCT 3 (<1%) 0 0
Tlapecresns 1 (<1%) 0 0
MosbueH AndapkT 1 (x1%) 0 1 (<1%)
Hapymienus ua YecTHt 3amMEBIIIEHO 3peRHe 15(4%) 0 0
oyuTe
Yecti Cupaeqna muchyuxumat | 21 (5%) 3(<1%) 1 (<1%)
Crpaeunu JleBoxamepHa 13 (3%) 3 (<1%) 0
HAPYIUEHHN oUchYHKIMA
Bpaaynxapams 4 (1%) 0 0
Hegectn MuokapreH HHdapkT 1 (<1%) 0 0
Muoro 4ectH | XHIepToHns 152 (40%) | 26 (T%) 0
YeeTH BeHo3HO 13 (3%) 4 {(1%) 5(1%)
tpoMGoeMBonitno
cpbuTHe?
Co/i0BH HapyHIeHHA Topentn BRITHH 12 (3%) 0 0
3avuepBaBane 4 (1%) 0 0
Heuect KpeBOM3IHB 2 (<1%) 1(<1%) 0 T
C AHEBDH3IMH B C C c
HEWABECTHA | ApTEPHANHM AMCEKAIAM | HEM3BECTHA | HEM3BECTHA | HCU3BECTHA
4eCTOTa 9eCcTOTa gecToTa 9eCTOTa
Yectu EmmiacTaKCHe 22 (6%) 0 0
Jchouus 20 (5%) 0 ¢
Jucnres 14 (4%) 3 (<1%) 0
Kaumyna 12 (3%) 0 0
TTHeBMOTOPAKC 7 (2%) 2 (<1%) 1 (<1%)
Xnnuane 4 (1%) 0 0
9 0,
PecnupaTopHs, Egggﬁ::;: 4(1%) 1(<1%) 0
TPBAH H Hevecty Opodapunreanta 3 (<1%) 0 0
MeIHACTHHAIHH ok
HApYIHEHUS BpoHxuanen 7(<1%) |0 0
KPEBORIUEB
Prxopes 1 (<1%) 0 0
Xemormruza 1 (<1%) 0 0
Penxu HurepeTuudanya C C C
Henoppobra HEH3BECTHA | HEM3BECTHA | HEW3BECTHA
Gonect/nHeBMOBHTT YecTOTa 4ecToTa YecToTa
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Muoro yectst | Juapus 174 (46%) [17(4%) 10
Tanene 167 (44%) | 8 (2%) 0
TlopphliaHe 96 (25%) 7 (2%) 0
Kopemua Gonka® 55 (14%) 4 {1%) 0
CToMaTHT 41 (11%) 1 {<1%) 0
YectH AGnoMuHanHA 16 (4%) 2 {1%) 0
O¥ICTeH3UA
Cyxora B ycTaTa 14 (4%) 0 0
Jucnencya 12 (3%) 0 0
KprBoHANME B YCTATA 5(1%) 0 0
DAaTYICHUNA 5 (1%) 0 0
ApaneH KpbROMIIMB 4 (1%) 0 0
Hegectn TactponurecTuaner | 2 (<1%) 0 0
KpBBOH3HB
g:;;';ﬂ:;:qpew" Pekranes kppeonanme | 2 (<1%) 0 0
EnrepokyTaHHa 1 (<1%) 1 (<1%) 0
¢pucryna
Cromamen kpbBoryms | 1 (<1%) 0 0
Menena 2 (<1%) 0 0
Kp5Bod3tHB OT 1 (<1%) 0 1 (<1%)
XpasonpoBOia
TMepuToHHAT 1 (<1%) 0 0
PerponepaToHSaNeH 1 {<1%) 0 0
KPbBOMAIHR
Kpreouuine oT 1 (<1%) 1 (<1%) 0
TOPHATA YaCT Ha
racTPOMHTECTHHATHIS
TPAKT
Tlepdopaims 5a wieym | 1 (<1%) 0 1 (<1%)
Xenatobunnapau Heuects AGHODMHA 2 (<1%) 0 1 (<1%)
HApYUICHHS yepHOApoOHa PYHKUHA
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Mrioro dectd | [ipomsHa Aa useta Ha | 93 (24%) 0 0
KOCETa
XymonurmenTamusa Ha | 80 (21%) 0 0
KOXKaTa
Excdonuarnsen o6pu | 52 (14%) 2 (<1%) 0
Yectn Anonemms 30 (8%) 0 0
Hapywenue Ha 26 (7%) 4 (1%} 0
Koxara’
Cyxa Koxa 21 (5%) 0 0
Xunepxuaposa 18 (5%) 0 0
Hapymwesnda Ha
KOWaTa H HapymneHHe Ha 13 (3%) 0 L0
NOAKOKHATA ThKAH HORTHIC
Crpbex 11 (3% 0 0
EpuTeM 4 (1%) 0 0
Heuecrn KoxeH yIkyc 3 (<1%) 1 (<1%) 0
OGpHB 1 (<1%) 0 0
[Tamynosed o6pus 1 (<1%) 0 0
Peaxi Ha 1 (<1%) 0 0
GOTOTYBCTRHTEAHOCT
CuHOpoM Ha 2 (<1%) 0 0
MaIMapHO-IUIaHTapHa
EpUTPOAK3IECTEINS
Hapyuieuns Ha YecTH MyCKyJHO-CKEIETHA 35 (9%) 2 (<1%) 0
MYCKYJIHO- HONKa
CKeJeTHaTa Muanrun 28 (7%) 2 (<1%) 0
CHCTEMA H MYCKYJTHH CHa3MH 8 (2%) 0 0
ChLeMMHATEIHATA Hegectd ApTpanrua 2 (<1%) 0 0
TbKAH
Hapywenns Ha Hewectd IMporerHypus 2 (<1%) 0 0
obOpeunTe H
NMUKOYHHTE
NbBTHIIA
Hapyuienus Ha Heuectn Briaranpines 3 (<1%) 0 0
PBINPOH3IBOIHTENH KPHBOMAIHE
aTa cHETEMA U Menoparusa 1 (<1%) 0 0
rLPAATA
Muoro uect | YMopa 178 (47%) | 34 (9%) 1 (<1%)
06 YecTH Epnem® 18 (5%) 1 (<1%) 0
IE RAPYINEHHH Bo/KA B ILPIATE 12(3%) | 4(1%) 0
H edleKTH Ha B 5
TPHCAHE 10 (3%) 0 0
MACTOTO U3 Hegecu BrananeHHe Ha 1 (<1%) 0 0
npuaokeHue p———
Acrerns 1 {<1%) 0 0
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Muoro gectd | [lommxkasaHe Ha 86 (23%) 5(1%) 0
TErI0TO
Yectn OTKTOHEHNA TpH 29 (8%) 4 (1%) 0
HICTeABAHMA HA YILIHTE,
HOCA H MBPIOTO’

TlopuinasaHe HA 8 (2%) 4 (1%) 2 (<1%)
aaHIH
aMuHOTpaHChepasara
Orxnonenns B viBata | 6 (2%) 0 0
Ha XO/ecTepoa
TlopHmAaRaHE HA 5 (1%) 2 (<1%) 2 (<1%)
acTraprTar
amuHoTpachepasara
Tloskmasane Ha rama- | 4 (1%) 0 3 (<1%)
TIYTAMAT
TpaHctepalaTa
Hewectn TTopumasake Ha 2 (<1%) 0 0
GunupyOHHa B KPLBTA
Acmaprat 2 (<1%) 0 2 (<1%)
aMHHOTpaHcdepasa
AnaHuH 1(<1%) 0 1 (<1%)
aMHHoTpancdepasa
TToumxkagane Ha 6pos 1(<1%) 0 1 (<1%)
Ha TPOMOOLMTHTE
Vawmxasade Ha QT 2 (<1%) 1 (<1%) 0
HMHTEPBANA Ha
eMeKTpoXapaHorpamMa
tHexenauna peaklys, CBbp3aHa ¢ IEYCHHUETO, cbOOLIeHA 110 BpeMe Ha NOCTMapPKETHHIOBHA NEPHON
(CIIOHTAHHM CBOOLIEHHA H CEPHO3HM HEXCIAHH PEAK MM OT BCMIKI KTHHAYHY OpOy4BaHMs ¢ NazonaHio).
*HexeNanH peakIiHy, CREP3aHH ¢ JeUeHneTo, ChoGiaBani caMo Mo BpEMe Ha NOCTMAPKETHHIOBHUA NEPHOLL.
OT Ha IMYHKTE JaHHY He MOXe fa Ohje HANpaBeHa OIeHKAa Ha 1ecToTata.
KoMOUHHpaHH ¢a CITEAHUTE TEPMHHEH:
* Kopemna 6oika, kopemta Gonka B ropHara 4acT Ha KOpeMa i FACTpOVHTECTHHAITHA 60NKa
b Enem, neprdepes eleM U E1eM Ha KICTaHTe
¢ [Jo-TONAMA YACT OT TE3H CIydaH ca GiiIn CHHAPOM Ha NaJIMapHO-TIAHTApHA €pUTPOAH3ECTEINA
4 Berosau TpoMGoeMGonu Y CHOUTHA ~ BRIIOTBA TEPMHHHTE BEHO3HA TpomBo3a, Genoapoben eMGONMIBLM
H Tpombo3a
° [To-roJIaMATa 9aCT OT TE3H CIydYaH OMUCBAT MYKOZHT
f YecTOTATA CE OCHOBABA Ha TabnuLK ¢ nabopaTopHu CTOHHOCTH OT VEG110727 (N=240). Te ca
IOKTIABAHH KATO HeeNaHH PeaKili OT H3CISAOBATEIHTE NO-PAIKO € cpasHeHRe ¢ YCTAHOBEHOTO B
TabmuupTe ¢ NaGopaTopHu CTOAHOCTH.
¢ Cp0uTHY Ha CHPAEYHA MHCHYHKLHA — BENIOIBAT ICBOKAMEPHA AnchYHKIAA, CHPACYHE HEROCTATSHHOCT H
PECTPHKTHBHA KapIHOMHOTIATHA
h JecTOTATA CE OCHOBABA HA HEKENAHUTE PEAKIMH, NOKIIaIBAHM OT K3C/ISA0BATEIITL. JlaGopaTopHH
OTKIOHEHNR Ca HOKNIaIBaHH KATO HEKEAaHA Peakiiy No-PANKO OT H3CIS[0BATENHTE B CpaBHEHHE C
YCTAHOBEHOTO B TAGIULMTE C naopaTOPHH CTOHHOCTH.

HacaeaBanaa"

HeyTporneHus, TPOMOOIHMTONICHAA ¥ CHHAPOM HA ManMapHO-[IAHTAPHA EPUTPONHMIECTEIHA Ca
HabTIONABAHK TI0-9ECTO TIPH NAUMEHTH OT H3TOYHOA3HATCKH NPOH3XOL.

TleAnaTpHMHA TOITYIAIIAN
[MpodursT Ha 6e20MACHOCT NPH HEARATPHHA NALKEHTH € NogoGeH Ha TO3M, OTICAH 3a [TA30TIaHH
TIpH BE3PACTHH 33 ONOOPEHUTE MHIMKALMH B3 OCHOBA HA IN@aHBATE 0T 44 NeAHATPHYHH NAlKHEHTH B
npoyysane daza I ADVLO81S, u 57 neAHaTpPHTHA NALHEHTH B IpoyYBaHe daza Il PZPQ
Togka 5.1).
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CrobluaBaHe HA MORO3HPANH HEX aK

C'h0GIABARETO HA TIONO3UPAHY HEMNENAHH PeaKiii Cnejl paspellaBate 3a yrioTpeba Ha NeKapCTBEHAA
TIPOAYKT € BaxkHO. ToBa MO3BOMABA A3 MPONBILKH HABIIONEHAETO HA CHOTHOMIEHHETO TIOMI3a/PHCK 32
JNeKapCTBeRMs NpoRYKT. OT MEAHIMHCKHTE CIICLHATHCTH C6 H3MCKBA Aa cpobuIaBaT BCAKa MOIO3HpaHa
HexenaHa peakums ipes

HameiauTeIHA AreHIHA 110 IEKAPCTBATa

yi. ,Jaman Ipyes” Ne 8

1303 Codunt

Ten.: +359 2 8903417

yeboaliT; www.bda.bg

4,9 Hpenosupade

[Tazomaus6 B fo3H 40 2 000 mg e oueHeH B KITHHHTHY POy IBAHIA, Vmopa CreneH 3 (nososaBucuMa
TOKCHUHOCT) M Xunepronua CreneH 3 ca nabmonasady npu 1 ot 3 HAUMeHTH, KOMTO Ca TpHeMAIH
no3%, chorserno 2 000 mg ¥ 1 000 mg aHEBHO.

Hama crienuduyeH aHTHAOT PY NPEXO3NPaHe ¢ NazonaHuG H JEYeHHeTO HA IIPEROIUPAHETO TpabGBa
Ia ce CBCTOH OT 00uIH NOAREKAIA MEPKH.

5.  ®APMAKOJOTHYHH CBOMCTBA
5.1 @apMAKOTHHAMHYHH CBOHCTER

(apMAKOTEPaNeBTHHA rpyTa: AHTHHEOTUIACTIIHH CpencTea, NPYTH AHTHHEOTUIACTAYHI CPENiCTBa,
NPOTEHHKUHAZHH HHXUOMTODH, ATC xon: LO1EX03

Mexauu3eM Ha JeliCTBHE

Tazonanu® e nepopaien, MOLes, MyITHTAPTeTeH THPOSHHKAHAICH prxuburop (TK1) Ha peuienTopu-
1, -2 1 -3 Ha CHOOBHSI SHHOTENCH PACTEXEH daxtop (VEGFR), TPOMOOUMTHHTE PACTEXKEHH daxropr
(PDGFR) -0 u -§, 1 peuenropa xa daxropa Ha CTBONOBUTE KIECTKH (¢-KIT), ¢BC CTORHOCTH HA 1Cso,
cpoTBeTHO 10, 30, 47, 71, 84 1 74 nM. B npeKIMHAHI SXCIEPHMEHTH, nasonagub e HEXUOHUpAN 10
[103022BKCHM HAYMH JIMIaHA-MHIYIHPaHOTO aprodocdopunnupane na VEGFR-2, ¢-Kit u PDGFR-$
petierTTopuTe B Knetxkure. In vivo rasomaunt uaxabupa VEGF-HHIYIIPAHOTO VEGFR-2
docioprmipane B Geni APOOOBE HA MAMIKH, AHTHOTeHe3aTa pH PasiTIHy XKHBOTHHCKA MOJIEIH,
KAKTO ¥ pacTe)xa Ha MEOXECTBO HOBSIIKH TYMOPHH KCEHOTPAHCTUAHTATH [IpH MHIIKH.

GapMakoreHOMHKA

Bxb dapMakoreHeTHHEH MeTa-aHAIH3 HA NAHHHA OT 31 xIMHAYHA IPOYUBAHAA HA nasonaHud,
TIPHAOKEH MM KaTO MOHOTEPAlHA Ky B KOMOMHALASA ¢ APYTH CPEACTBE, TOBHINABAHE Ha AJIAT
»§ x I'TH (NCI CTC Crenen 3) BB3HAKEA IPY 19% ot HockTensre Ha HLA-B*57:01 # pu 10% ot
He-gocuTenute. B Tain 6a3a fanmm 133/2 235 (6%) OT MALMERTHTE Ca HOCHTENH Ha alIe]l
HLA-B*57:01 (Bx. Touka 4.4).

KIMHHMHY OpOYYBaHHA

Bubpeunoxnentvied KAPYUHOM {RCC)

Be30NacHOCTTa W eMKACHOCTTa Ha Nasonasul mpH RCC ca OLIEHEHH B PAHAOMUI3HPAHO,

ABOAHOCIANO, M1ANe60 KOHTPOIMPAHO, MHOTOLICHTPOBO npoy4sane. [TanuerTa (N=435) ¢ nokanso

HaflpenHal WK METacTaTHi¢cH RCC ca paHIoMH3UPaHN 12 NOTyHasar nasonaaub 800 mg BeIHRX

IHeBHO iWu mnaueGo, OCHOBHATA Yen Ha MPoyYBAHETO © 6114 A2 e OLIEHAT U CPaBHAT 1,

NledeHue 33 TPEKUBAEMOCT Ge3 mporpecus (PFS), a ocHOBHATA BTOPHIHA KpaifHa TO4K
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npexussemoct (OS), Jipyrute uens ca GHUIK Na C OLEHAT KHBOTO Ha 0bmaTa CTeneH Ha TORIHABAHS
H TIPOJL/DKHTETHOCTTA HA TIOBNHABAHETO.

Or 06mo 435 ManueHtH B TOBA MPOYIBAHE, 233 napmenty ca Guam Ge3 npeaecTsalo ACHERHE, 4 202
TAUMERTH ca GIIN Ha BTOPA JIMHUA, KATO CA MONYHHIH S1HO [peAmecTRANo eueHAe Ha Gasara Ha IL-
2 wid INFo.. @yRKIEOHAIHOTO CECTOAHNE (ECOG) e 6uno cxoniHO MeXy FpYIHIe Ha niazonasud u
mauebo (ECOG 0: 42% cnipamo 41%, ECOG 1: 58% crpsamo 59%). [To-ronamara 9acT oT
AMMEATHTE Ca MMATH Y GNaronpuaTHH {(39%), wra cpeauH (54%) IIPOrHOCTHIHH daxTopH 10
MSKCC (Memorial Sloan Kettering Cancer Centre)/Motzer. Beuuk MAIMEHTH ca Ounu ¢Be
CRETIOKIETHYCH XUCTONOrAYEH THIT WIH TIPSIUMHO CRETHOKNETRICH KMCTONOTHYEH THIL
Tlpu6musMTeNHO NONOBHHATA OT BCHYKH MAIHEHTH C2 Gwid ¢ 3 FAIM HOBEYe 33CerHATH OT
3a60TABAHETO OPrata M IPH NOBEYETO NMALMCHTH € HMAJI0 MCTACTAH B Genurre npobose (74%) WK
naMduETe BB3NH (54%) HA H3XOIMHO HUBO,

CxofleH BPONERT OT MALUMEHTHTE BBE BCAKA rpyna ca Gum Ge3 TpeIIecTBAILO ACUEHHE 1 ©
NpeAWecTBALIQ JTeYeHHE ¢ TOKHHY (53% u 47% B rpynarta Ha nasonanu6, 54% u 46% B rpynara Ha
nnane6o). B rpymara ¢ NpeAmeCTBallo JEICHHE C IHTOKHHH, noBeueTo nauveHTH (75%) ca MomyTHnn
Tepamua Ha 6a3aTa Ha RHTEPPEPOH.

CxofieH NPOLEHT OT NAIWEHTHTE BBB BCAKA Ipyna ¢d GHTM ¢ NpeIeCcTRaIa HeppeKTOMus (CHOTBETHO
89% u 88% B rpynara Ha Na3onaHu® A B IPyIaTa Ha maue6o) WHTH NpeAecTBallo TbYCne CHHE
(cwoTBeTHO 22% ¥ 15% B rpynata Ha nasonauu® ¥ B rpynata Ha wauebo).

TTppBUYHHAT aHAIH3 HA TBPBHTHATA kpaiina Touxa PFS ce 0CHOBaBA Ha OLiEHKa Ha 3a0oNABaHETO Ipe3
He3aBUCUM TIPETJieN HA PeHTreHOr padHiITe Ha UIaTa nony auki Ha mpoyuBaHeTo (6e3
TIpeAMIECTBAIQ JIEYCHUE H C MPEIIECTRAMO JECHHE LHTOKHAHHE).

Tabauua 4 OGmH pesyarary 3a ebukacHocT Opu RCC no ne3apucuMa onenka (VEG105192)

P crofigoct
Kpaitan Touku/Tlomynaumas Ha {efno-
npOyIBAHETO [Mazonanus [nauebo HR (95% CI) CTPAHHO)
PFS
Obma* ITT N=2909,2 N=1454,2
Memuana (Meceln) 0,46 (0,34; 0,62) <0,0000001
CTeneR HA NORTHABAHE N=290 N=145
% (95%CI) 30 (25,1;35,6)_| 3(0,5;64) — <0001
HR = Koeduument Ha puck; ITT = “Intent t0 treat”; PFS = [IpexusaeMoct e3 Nporpecis. *[Tomynamuk 6e3
TPeAICCT BAING JEYCHHE H & npemucmmuo JIEYEHUE C IATOKNHM.

@urypa 1 KpuBa Ha Kaplan-Meier 3a Npe:XHBAECMOCT Ge3 nporpecHs cHopel He3aBHCHMA
OUECHKA 33 0GIATA HOMYAANHA (MOIYIRUHH Ge3 MpeaIIecTBAINO JeyeHHRE H ¢ NPeAmecTallo
neyernme ¢ uutoxunn) (VEG105192)
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0 § 10 15 20

Months
x oc; Mecenw, y oc; [Tpouent 6e3 nporpecus, TTazonanu® (N=290) Menuana 9,2 meceua; Tnauebo ------
-- (N=145) Mexnuana 4,2 Mecela; Koeduuuent Ha puck = 0,46; 95% CI (0,34; 0,62), P<0,0000001

@urypa2 Kpusa na Kaplan-Meier 3a npexussieMocT 6e3 nporpecHsi cnope He3aBpHCHMA
oLIeHKA 32 MonyJauusaTa 6e3 npeamecTBaLIO JeeHHEe (VEG105192)

i 3 i i i

—g— Pazopanib (N = 155)
Median 11.1 months

cordeeee PlaCEDON=T78) [
Median 2.8 monts

g 0.6 - Hezard Ratio = 040 |
g L.....‘ - 95% C1 (0.27, 0.60)
0.4 L..._,i
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ey
0.0 +
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Months

x oc; Mecenu, y oc; [TpoueHT 6e3 nporpecus, [Tazonanun® (N=155) Meanana 11,1 meceua; Inane6o ----
---- (N=78) Menuana 2,8 mecena; KoedunueHT Ha pHCK =0,40; 95% CI (0,27; 0,60), P<0,0000001

®urypa3 Kpusa na Kaplan-Meier 3a npexuBsieMocT 0e3 nporpecHsi cnopea
He32BHCHMAOLEHKA 34 MOMY/IAUHUATA ¢ NPeIIeCcTBANIO JeYeHHe ¢ UHTOKHHH
(VEG105192)

L 1 i A i

—— Pazopanib (N = 135)
Median 7.4 months

T Reand s onts

Hazard Ratlo =054 [
95% C1(0.35, 0.84)
P<0.001
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- (N=67) Meanaua 4,2 Mecewn; Koeduuprent Ha pHek = 0,54; 95% CI (0,35; 0,84), P<0,001

ITpu &UHERTHTE, KOHTO €2 C6 IOBTALIH OT CHEeHHeTO, MEIUAHATA Ha BPEMETO 7o IIoBNMABAHE ¢ Ouia
11,9 ceaMuIM, & MEQHAHATA HA MPONBIKHTENHOCTTA Ha MOBTHABALE ¢ 6una 58,7 cegMHELM crioper
wesasucumMara oueHka (VEG105192).

JlasruTe 32 MeAMaHaTa Ha 061iaTa NPSKABIEMOCT (OS) B kpaliHus AHAIU3 HA NPEIKUBAEMOCTTE,
onpezieNicH B TIPOTOKONA, ca Guuw 22,9 mecenia i 20,5 Meceua [HR=0,91 (95% CI: 0,71; 1,16;
p=0,224)] 32 maugeHTHTE, PAHIOMU3HPAHH CBOTBSTHO B PAMOTO € nasonakub # paMoro ¢ manebo.
BB3MOKHH C2 OTKIOHCHHA B PE3YITATHTS 32 00mara NpekHBAEMOCT (08), Tt kato 54% ot
NALMEHTHTE B PAMOTO ¢ TUIaueo ca IPHEMATH CBIO H MA30NAHAG B POIBIKEHHETO Ha TORA
npoyuBane cilen nporpechs ua 3abonasanero. lllecTAeceT 1 IMECT NPOLIEHTA OT TIAUHEHTHTE,
TIPHEMANTH TLTALEGO, CA MONYYIWIH NeYeHHe CIIeX NPoyIBaHETO B CPARHCHHE C 30% oT nauHeHTHTE,
TPAEMATH TA30MaHHD.

He ca Ha6IONABAHA CTATHCTHIECKY SHATHMMH PA3iEKH MEXY TPYIHTE Ha JICYEHHE 0 OTHOMICHHE Ha
LI0GATHOTO Ka4ecTno Ha xueoT (Global Quality of Life), oueneso no EORTC QLQ-C30 m EuroQoL.
EQ-5D.

B npoyugane ¢haza [1 npy 225 napeHTH ¢ TOKATHO PELIMAMBAPAT LI METACTAaTHYEH CBET/IOKNCTHYEH
6EGpEeYHOKIETBYEH KapLUAHOM, 00eKTHBHATA CTENEH HA NOBTUIBAHE ¢ oua 35%, a MeJRaHATA Ha
[IPONWIKHTENHOCT HA [IOBIHABARETO ¢ 6xna 68 cepMuIs CTIOPE/ He3aBNCHMAT ONCHKA. Menuauara
Ha PFS e 6mna 11,9 Mecena.

Be30nacHOCTTa, epHKACHOCTTA H KQ9eCTBOTO Ha JKMBOT NPH na3omaHud CipAMo CYHHTHHHO, ca
OlieHEH! B eIHO PAHIOMH3HPAKO, OTKPHTO, HapanenHorpyrioso dasa IiI HeHH(EPHOPHO MPOYIBAHE
(VEG108844).

B npoyusarero VEG108844, nanpesty (N=1 110) ¢ noKasiHO HanpeaHAI w/umu metactarides RCC,
KOHTO NIPEIH TOBA He ¢a 6Ty Ha CHCTEMHA Tepanys, Ca PAHAOMH3HPaHH 12 IpUEMAT Wi na30NaHus
800 mg BeaxEk AHEBHO Oe3 MpeKECBANRE, WIH cynuTHHEG 50 Mg BETHE®K JAHCBHO B §-CEOMHTHH LMK
¢ 4 cenMULM Ha IeYeRNe, OCIEABAHY 0T 2 cenmuty He3 neueHye.

OcHOBHATA 1€l Ha TOBA TIPOYYBAHE € 1@ ¢e OLEHH U CPaBHM IMPEXHBAEMOCTTA Ge3 nporpecnus (PFS)
fIpY MALACHTHTE Ha JIEYCHUE ¢ nazonanud B CPaBHEHHE ¢ MAUHEHTHTS Had JCHCHHE CBC C}IHH'I‘HHHﬁ
HlemorpadickuTe XapaKTEPUCTHKH €2 GHITH CXOIHH MEXKTY PAMEHATA HA CHSHNC. XapakTepHCTHKHTE
Ha 3260NABaKeTO NP THPBOHAYANIHATA AHATHO3A H PH CKPUHKHTA ¢ GanaucHpaHy MEXIy paMeHaTa
Ha, JIeYEHUe, KATO IIOBEYETO TAIMERTH ¢ I ChC 3a6oMABaAHe OT CBETNOKNETHIEH XHCTOJIOTHHEH THIT
u creneH IV.

VEG108844 nocrira mxpeMusaTa ci kpafina Toaxa PFS # nokassa, 9e nasonanub ¢ ¢ He mo-MaJKa
e(UKAcCHOCT OT CYHHTHHRO, THH XaT0 FOPHATA FPAHHIE HA 95% CI 3a KoedienTa Ha PHCK €
F0-HMCKa OT ONPENEIeHATa B [IPOTOKONA HOITYCTHMA IPAHHLA 33 HeunbepHopHocr ot 1,25. Obmyre
pesyiTarTH 3a eukacHocT ca obobmenn B Tabmuua 3.

Tabauma 5 OGmn peayarath 3a epuxacuocr (VEG108844)

Hazonanub CyduTHHHE HR (95%
Kpaiina TouKa N=557 N=553 CI)
PFS
Ob6mo
MenuaHa (Meceun) 8,4 9,5 1,047
(95% CI) (8,3; 10,9) (3,3;1.,0) (0,898; 1,220)

Ofma npexasaeMocT
Menuana (Mecem) 28,3 29,1
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(95% CI) |  (26,0;355) | (254;33.1) | (0,786; 1,065)
HR = Koeduuuent Ha prck; PFS = [TpekuBaeMocT 6e3 mporpecus, * P crofiroct = 0,245 (2-cTpaHHO)

®urypa4 Kpnsa Ha Kaplan-Meier 3a npe:uBsieMocT Ge3 mporpecHsi Criope/ He3aBHCHMA
oneHKa 3a o6mara nonyaauus (VEG108844)
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Bpeme cnes paHaoMuiauns (meceum)

Ananus Ha nogrpynute Ha PFS e nanpasen 3a 20 nemorpadcky M IPOrHOCTHYHM (akropa. 95%
JIOBEPHTEJTHH MHTEPBANIM 33 BCHYKH NOATPYTH BKIHOYBAT koeuimeHT Ha puck 1. B TpuTe Hai-MalKH
ot Te3u 20 moArpynH, TOYKoBaTa OLEHKA Ha Koe(HIMeHTa HA PUCK € HABHLIHAIIA 1,25; T.e. ipy
yuacTHHLM O€3 npeaiecTsalla nepexromus (n=186, HR=1,403; 95% CI(0,955; 2,061)), u3xonxu
cToiiocTi va LDH>1,5 x I'TH (n=68, HR=1,72; 95% CI (0,943; 3,139)), » MSKCC: HHCBK PHCK
(n=119, HR=1,472; 95% CI1 (0,937; 2,313)).

Caprom_na mexume muoxanu (STS)

E¢ukacsocTTa 1 6€30M1aCHOCTTA HA nozonanu6 npu STS ca OLieHeHH B OCHOBHO tasza Il
PaHIOMH3HPAHO, ABOHHO-CIIATO, 1a1e60-KOHTPOAUPAHO MHOTOLEHTPOBO MPOY'BAHE (VEG110727).
O6wo 369 mamuenTy ¢ Hanpeanan STS ca Gk paHIOMHU3MPAHH Ja NoTyasar nazonanu6 800 mg
BeHBK THEBHO WIH Miane6o. BaHo e, 4e caMo NalMEeHTH C OMpe/eneHH XHMCTOJIOTHYHHU MOIBHAOBE
Ha STS ca JI0MyCHATH /12 y4acTBaT B H3ITHTBAHETO, U CNIE0BATEIHO epuKacHOCTTa M He30MmacHoCTTa
Ha [1a30MaHKG MOTaT /|2 C& CUMTAT 3a yCTAHOBEHHM CAaMO NPH TE3H MOArpyIH Ha STS u nevyeHueTo ¢
nasonanud TpsAOBa ia ce OrpaHHuH 10 TakHBa STS noasuaoBe.

CnenHuTe BUIOBE TYMOPH ca OMJIH MOIXONALIHA:

®ubpobnactru (GuOpocapkoM NpH BL3PACTHH, MHKCOpUOPOCAPKOM, CKIEPO3HPALLL STTHTE/IOMACH
(uGpocapkoM, 3M0KAYECTBEHH COMUTAPHH $uGPO3HN TYMOPH), T. Hap. PHOPOXUCTHOLUTHH
(nneomopteH 3710Ka4eCTBEH ¢pu6poser xucrnommurom [MFH], rurantoknersHeH MFH, BB3nanuTeicH
MFH), neifioMHOCapkoM, 310KaYeCTBEHH TTIOMYCHH TyMOPH, Ha CKeJIeTHHTEe MyCKy.u (riieomopdeH 1
anseonapeH pabIOMHOCAPKOM), BACKyNIapHH (emuTEsIOHIEH XEMAHTHOCHIOTEIHOM, AHrHOCapKoM),
HeaudepeHuMpati (CHHOBHANIEH, STUTENOMCH, ANBEOTAPEH MEKOTBKAHEH CApKOM, CBET/IOKJIETBYEH,
Je3MoIuiacTHueH ApeGHOKPBITIOKIETBYEH, EKCTPApCHATIEH pabmonneH TyMop, 3/10Ka4eCTBeH
Me3eHXMMOM, MepPUBACKY/IAPHH ENHTETOMIHOKIETBYHH TYMOPH, CapkoM HA WHTHMATa),
310Ka4ECTBEHH TYMOPH Ha OOBUBKHTE HA nepudepHuTe HepBH, HeAMdEPEHLIMPaHH CapkOMM Ha
MEeKHTE ThKaHH, KOMTO He ca OTpelieNeHH Mo npyT HaulH (NOS) 1 apyru BUAOBE CAapKOMH (xouTO HE
ca M3GPOEHHU KaTO HeMOIXOMSALLH).

% \\.\ym

CJie/IHUTE BU/I0BE TYMOPH He ca Onili MOAXOIsIIA: AW
i
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ANVNOIATEH CApKOM (BCHYKH TOIBIAOBE), BCHIKH palTOMHOCEPKOMH, KOHTO HE Ca AIBEONAPHH KK
WU1eOMOPdHH, XOHAPOCAPKOM, OCTEOCAPKOM, TyMOpH sa Ewing/mpUMHTUBHY HEBPOCKTOACPMATHH
yymopu (PNET), racTpo-MHTECTHHAIEH CTpOMANCH Tymop (GIST), nepmatofubpocaproma
npoTy6epaHc, Bb3HATHTENCH MiobrEPOBNACTEH CapKOM, WIOKAHECTBEH MEIOTHIHOM M CMEceHd
Mezo/iepMTHH TYMOPU Ha MaTKaTa.

Tpzbra A2 ce oTORNeKH, 1 NALMEHTHIC C AMVITOLMTEH CAPKOM ca GHiH W3KIIOHCHA OT OCHOBHOTO
¢paza 11l npoydsaHe, Thil KaTO B NPEABAPHTEIIROTO dasa Il npoyysane (VEG20002), akTHBHOCTT2
(PFS ua cenmunia 12), Habmonasaxa ¢ na30nadBs NpH aIHTIOLETEH CAPKOM, HE € OCTHIHANA
Heo6X0XHMATa CTENeH, XOSTO Aa TO3BOIH [10-HATATHIUHO KNNHITHO HI3CIEABAHE,

JpyT KIOHOB BKKOYBALL KpHTEPHH Ha NPOYydBAHETO VEG110727 e 6mn: XMCTONOTHYIHH JTaHHH 32
BUCOKA MM CPeJiHa CTeNeH 3N0KAHeCTBeH STS u nporpecus Ha 3a50/IABAHETO B PAMKMTC Ha 6 Mecena
oT JleueHHe 33 METACTATHYHO 3a00NABaHe, Wi PEIM/IMB B PAMKHATE Ha 12 mecena ot (Heo)-
/amOBaHTHA Tepamya.

TIpeay aa ce BIUTIOYAT B NIPOYUBAHETO ACBETACCET H oceM nipouenTa (98%) 0T yHacTHHIWTE ¢4
TNpreMaliyi TOKCOpyOUImH, 70% ca opuemany ndocdamun n 65% 0T YICTHRIMTE Ca [pHeMaIH NOHE
TPH WK HOBEYE XMMHOTEPANICBTHHH MPOAYKTA.

TampenTure ca 6w cTpaTuduuupans No GakTOPHTE HA (YHKIMOHATHEA CTATYC 11O C30 (WHO PS)
(0 wny 1) HA H3XOHO HUBO U 6poA Ha JIMAMATE HA TIPEAIIECTBAII0 CACTEMHO JIEIEHRE HA HAITPEHAMO
sa6onseane (0 Wi | copaMo 2+). Bos BeAKa OT IPYIMTE Ha NISUCHHE & UMasn0 Maliko NO-BUCOK
MpOLEHT HA YJaCTHALNTE C 2+ NMHMY Ha PEIICCTBAMO CHCTEMHO JleieHne Ha RalpeaHaio
saGonsBae (CHOTBETHO 58% 1 55% 3a PaMOTO Ha NedeHue rnauebo W paMoTO Ha JAEHSHHE ©
nazonanu6) B cpasRenue ¢ 0 win [ IIMHAYN Ha (PeAIecTBA0 CHCTEMHO JeueHne (ChOoTBETHO 42% 1
45% 3a pAMOTO Ha JIeqeHHe C ialebo A paMoTo Ha neuenue ¢ masonannt). Menuanara Ha
NPOIBNKATEIHOCT HA NPOCTeNNBAHE HA yHACTHHLINIS (onpenenena OT JATATA HA PAHIOMH3ALKA A0
HAaTaTa Ha MOCIeNeH KOHTaKT WK CMBPT) € Guna monobHa 34 JBETE paMEHa Ha NCYeHHe {9,36 Mecena
33 IuaneGo [B Amamason ot 0,69 10 23,0 mecena) 1 10,04 Meceiia 3a nazonanu6 [B Auanason 0,2 10
24,3 mecenal.)

OCHOBHATA 161 Ha IPOYYBAHeTo € G114 NPeKHBAEMOCTTa e3 nporpecun (PFS), onieHeHa 1pes
He3aBACHM PASHONOrHYEH IPErsIe]i; BTOPHIHHUTE KpaliHy TOUKH Ca BKIIOSBAIH o613 MpexuBAeMOCT

- (O8), ofima cTerneH Ha NOBTHABAHE 1 NPOXHDKUTEHOCT Ha HOBIHABAKE,

Taganua 6 OOIME pe3yATaTH 32 edUKACHOCT NPH STS no He3aBHCHMA OLUEHKR (VEG110727)

Kpaiina Touxn / Iazonanuo ILnaueGo HR (95% CI) P cTodiROCT
Tlonyaanks HA (amy-
npoy4BaMeTo CTPAHHO)

PFS
Obwa ITT N=246 N=123

Menpmana (CeAMHIIN) 20,0 7.0 0,35 (0,26; 0,48) <0,001
JletioMmocapkoM N=109 N=49

Mexmana (cemMuI) 20,1 8,1 0,37 (0,23; 0,60) <(,001
Ionrpynu Ha CHHOBUATEH N=25 N=13
capKoM

Menuana (CeIMuITH) 17,9 4,1 0,43 (0,19; 0,98) 0,005
Toarpynu #a ,,2pyru STS” N=112 N=61

Mensmana (ceIMHILE) 20,1 4,3 0,39 (0,25; 0,60) <0,001
oS
O6ma ITT N=246 N=123

Menuana (MeceLH) 12,6 10,7 { 0,87 (0,67; 1,12}

29




Tlefiomuocapkom™ N=109 N=49

MeaunaHa (MeceLm) 16,7 14,1 0,84 (0,56; 1,26) 0,363
Tloarpyt Ha CHHOBHAMCH N=25 N=13
capkoM*

Mennaua (MeceLln) 8.7 21,6 | 1,62(0,79; 3,33) 0,115
Toarpyn# Ha ,,apyru STS™* N=112 N=61

Meppana (Meceiln) 10,3 9,5 0,84 (0,59; 1,21) 0,325
CreneH HA NOBINABAHE
(CR+PR)

% (95% CI) 42,379 0 (0,0; 3,0)
[TpoaBKHTENHOCT Hit
nepasasane

Menuana (cenmumm) ($5% 38,9 (16,7; 40,0)
Ch
HR = Koejuuuent Ha puck; ITT =, Intent o treat”; PFS = IpexnpsieMocT Ge3 NpOrpeck; CR = ITsns0
nopymapane; PR = Yactuuno normxsase; 08 = 0611a NPeKHBIESMOCT
* O6wATA PERUBREMOCT 33 CHOTBETHHTE XHCTONOTHIHH NOATPYIY Ha STS (nelioMHAOCAPKOM, CHHOBRAIEH
capioM 1 “apyra " STS) TpaCBa 1a ce HMTEppeTUpa © MOBHIIEHO BHAMANHE NIOpatK Manxkns Gpoli Ha THIATa
H LIHPOKHTE AOBEPHTENHH HETEPBANH.

TlonoGHo nopobpenne B PFS, 553 0CHOBA HA OLICHKA HA y3cnefoBaress, € HabmogapaHo B paMoTO HA
nasomanmb B cpaBHeHHe C pamMoTo Ra wiaueGo (B obmara ITT nomynamms HR: 0,39; 95% CI, 0,30 Ao
0,52, p<0,001).

®urypa5 Kpusa na Kaplan-Meier 3a npexkusaeMoct Gea nporpecus npu STS cnopex
He3ABHCHMA OlEHKA 3a o6mAaTa Nomy/JaiHA (VEG110727)

i ] 1 1 b ]

jects Al Risk
Puzopenid 246
Placsbo 123 [} 1
mmmwm.:mummﬂ

He e nabmonasasa 3HAUNTENHA pasmuka B OS Mexly JBeTe paMmena Ha NeucHue npH KpaliHua aHanvs
Ha OS, HampaseH cief, kato 76% (280/369) oT cubuTHATA €A €O CHYHHIH (HR 0.87; 95% CI0,67; 1,12
p=0,256).

[leanaTpirina DoMyIanud

Esponetickara arcHIMA 110 JiekapeTeara ocBoGoKAABA OT 3aARDKSHHETO 32 IIPeNoCTABAHE Ha
pe3yNTATHTE OT MpOyuBaHuATa ¢ Votrient BB BCHIKH IIOATPYIIH Ha TleANATPAUIHATA NOTIY T
Jleyenue Ka kapuHoM Ha Gp0peka # 6p0pedroTO NETeHte (¢ m3KmoueHme Ha Hedpobn
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HedpobnacToMaTo3a, CBETIOKNETRUEH CAPKOM, mesobnacTex Hedpom, GuOpeueH MeaynapeH
KapuuuoOM | pabaouneH TyMop Ha Epbpeka) (B, T0uKa 4.2 33 HHYOPMAUHA OTHOCHO ymortpeba B
NeIuaTpUsTa),

Epponetickara areRiHA 110 1€KapCTBaTa OTiara 3aTb/DKEAMETO 34 NPEZIOCTARIHE Ha pe3yNTaTHIC OT
npoyusaHH:ATa ¢ Votrient B eaHa WIH MOBEYES NOArPYIH Ha NEGUATPHYHATA Ol MPH JeHeHue
Ha paBaoMuOcapKoM, He-paGOMAOCAPROMER MEKOTRRAHEH CapkoM M TYMODH OT IPyNiaTa CapKOMH Ha
Ewing (8. Touxa 4.2 32 HHpOPMAIA OTHOCHO ynorpefa B NEeAUATPHSATA).

52 @apMaKOKHHETHIHH CBOHCTBR

Abcopbusa

ITpy NepopanHO NPUIOKEHHE Ha ENHOKpATHA 1033 masorrasut 800 mg Ha FAUMEHTH CBC CONKAHK
TYMOpH, MBKCHMalTHATa [UTA3MeHa KOHUEHTpaLud (Cex) mprbmmsmrenso 19 £13 pg/ml e 6una
JOCTHTHATA cejl Menuara 3,5 gaca (rpamnuy 1,0-] 1,9 uaca) u ¢ nocTHrHara AUCo« NpUGIHIUTETHO
650 + 500 pg.h/ml. ExkexHeBes NpUEM Ha NO3ATa BOAH A0 NIOBHINABAHE na AUCo.r ¢ 1,23 10 4 mbTH.

He e nabmomapado CHOTBETCTBALIO MOBHMIABAHE HA AUC st Coax IpH 1830MaHKG ¢ K034 HAT 800
mg.

CroTeMHaTa EKCTIOINLIA HA 11a30naHuG ce NOBHUIABA NP NPANOKEHNE C XpaHa. TIpHnomKeHnero Ha
Ifa20faHH6 ¢ XpaHu ¢ BHCOKO MTH € HACKO CHABPKAHKE Ha MasHUHM B 110 TpUOIH3UTENHO
2-xparno nopuwasane Ha AUC 1 Crex. Tlopany Tosa, 1a30TaHnG TpAdBa Aa ce mpuiara Hal-Marko
7BA 4ACA CTIeH WY Hal-ManKo eMH 4ac TPe/l XpaHeHe (k. Touxa 4.2).

TIpuioxkenueTo Ha nasonatnG 400 mg HaTpoleka raGnerka ¢ nopuunuo AUC.) ¢ 46% ¥ Coax
NpHGTIINTENHO 2 THTH H € HAMATHIO tma © MPUOTIH3UTENHO 2 HACa, B CPABHEHUES C IPHIOKCHNS Ha
1ana tabnerka. Tesd pe3y/ITATH NOKA3BaT, 9¢ SHOHATHMHOCTTA H CTENeHTa Ha Nepopanta aScopOuus
Ha [Ta30nanu6 ca MOBHINEHH CIe OpHIOKeHHNe Ha HATPOTICHATA TabneTka, B cpaBHEHHAE ¢
pHIoNeHHe Ha Hwia TabreTka (BX. ToHKa 4.2).

PasnpeneneHie

CBB3BAHETO HA NA30TIAHKG ¢ YOBSIIKHTE ILTAIMEHH TIPOTEHHH in vivo & GHIIO TIO-BHCOKO OT 99% Ge3
3aBHCHMOCT OT KOHLEHTpAIsTa Hax crofnocTa of 10-100 pg/ml. In vitro MpoyIBaHuA MPEATIONATAT,
we nasonanut e cyberpar Ha P-gp m BCRP.

buorpanchopmMani

Pe3ynTard OT in vitro IPOYYBAHHA HOKa3Bart, 3¢ MeTabonuIMa Ha NazonaHnd e MelMHPaH TaBHO OT
CYP3A4, ¢ nesnaunTenRo yuactae Ha CYP1A2 n CYP2C8. Yernpyre OCHOBHH MeTabONNTA K
NA30MaHKG OTrOBapAT CaMo 33 6% 0T CKCTIOIAIUATA B INIA3MATA. EnuH ot Tesn MerabonuTy nEXubHpa
nponkgepamiara Ha VEGF-CTUMY/T¥paHH HOBEIIKY SHIOTENHA KIETKH 0T yMOWIMKANHA BEHa ChC
CXOIHa CIIA ¢ TasH Ha nasonanub, npyrure ca 10 no 20 nyTR no-cnabo axrusH. Iopany TOB3,
AeHcTBAETO Ka NMA30MAKK0 3a8BMCH IMaBHO OT eKCIIO3AINLITA Ha nasonanub.

EnvMusHpane

Tazonapub ce eTMMHAHUPA GaBHO CHC CPEAHO BPEME HA TIOTYKHBOT 30,9 4aca ceqn IPHIIGKEHAE Ha
npenopkymATenHara io3a ot 800 mg. EJIMMHHHPABETO € [ABHO upes eneca, karo Gu0pednoTo
eTMMBHEPaHE OTroBaps 3a <4% OT npunoxenara 103a.

CreldanHy HOIyIaiH

Bubpeuno yepeycoane
Pe3ynTaryTe HOKA3BAT, Y€ I0-MAITKO OT 4% OT [03aTa HA [IEPOPATHO MPUAMKEH [1230TaH

eKCKpeTHpA B ypHHaTa nog Gopmara Ha nazonasuG K MerabonuTy. PesynraTure OT 1o
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thapMaKOKHHETHIHO MOICTHPAHE (nansM OT JIMIA C HIXOAHH cToliroctn na CLCR B pamxute Ha 30,8
mi/min go 150 ml/min) NOKA3BAT, Y& € MAIKO BCPOATHO HhOpeuHOTO YBpOKHAHS N2 HMa KIUHINHI
sHauuM eGeKT PBPXY PapMaKOKMHeTHKATA HA pazonasub. He ce M3ncKBa KOPHTHPAHE HA

K032TA PW NALMEHTH C KPEATHHAHOB KIHPHHC HA 30 ml/min. ITpenops4Ba ¢ NOBHIICHO BEMMAHHS
TIpH NAQMEHTH ¢ KPEATHHHHOB KIHPBHC TIOA 30 mi/min, Te# KaTO HAMA OTHT OT MPWIOKEHHUES HA
nazonaunt mpu TA3H TIOMyNalHs NAlHCHTH (px. TouKa 4.2).

Uepnodpobno yepescoare
Jexo

Mezauanute #a Crax ¥ AUC(024) HR [A30MAHHG B CTALMOHAPHO CHCTOSHKE NIPH MALMCHTH C JekM
OTKNOHEHHA B 4epHONPOCHATE TIAPAMETPH (meduHMpaNH WIH KATO ROPMAIHH CTOBHOCTH Ha
GunMpyOMH ¥ BCAKA CTENCH IOBHICHAES HA aaHMH-aMUBOTpaHchepasa (AJIAT), und Kato
noBHmeHne Ha Gunapy6un (>35% AHpeKTeH) Ao 1,5 MBTH ropHaTa rpaHila ha HOpMaTa, He3EBACHMO
ot croiimocTta Ha AJIAT) cned npuaoKeHne Ha 800 mg BEIHLK AHEBHO Ca CXOJIHH ¢ MEITHAHHTE npH
[ANMEHTH C HOPMATHA WepHORPOGHa GyHKIMA (e%. Tabnuua 7). [Ipenopbumrenyara 032 NP
[MAUMEHTH ¢ JEKH OTKIOHESHIA B CEPYMHHTE yepHOLPOOHH MOKA3ATENH & 800 mg nasonaHulG BEAHBX
nHeBHO (BK. To4Ka 4.2).

Vmepeno

MaKCUMATHATA TOHOCUMA 1033 Niasonaund (MTD) nps NauyueHTH C YMEPEHO yeproapobHO
yBpexpane (Ae¢MHUPAHO KaTO NOBAICHUE HA Gumupy6ura >1,5 20 3 MHTH rOpHATA rPaHULIA HA
HOPMATa, HE3aBUCHMO OT CTOHHOCTHTE Ha AJIAT) e 200 mg BenHEX AHEBHO. CrofinocTute Ha
mexuannTe Ha Coax B AUC(024) B CTAIHOHAPHO CHCTOAHHE cnex npwiokeHue Ha 200 mg nazonauud
BEHLK JJHEBHO MPY ITALHERTH C YMEPEHO yepHOAPOOHO YBPEXKIAHE, Ca nprémmpTenHo 44% 1 39%
OT CHOTBETHHATE CTOMHOCTH HA MEAHAHNTE CIIEX IPHIOKCHHE Ha 800 mg BeAHBK AHEBHO NPA
[AUHEHTY C HOPMAITHA YEPHOAPoOHa QYHKLMA (ex, Tabnmua 7).

Criopel iaHHUTE 33 GE30MaCHOCT M NOHOCHMOCT, jo3aTa Ha NasonankG TpalBa Ja ce pemynupa 10 200
Mg BENHBK AHEBHO NPH XOPa C YMEPEHO yepHOAPOGHO yBpekane (8. TOUKa 4.2).

Teocxo

CrotiroCTHTE #a MeuaHHTe H2 Cuax B AUC(p24) B CTRUHOHAPHO CBHCTOSHME cefl niprnoxenue Ha 200
Mg Ma30maHu6 BEXHBkK JHEBHO NPH MALMEHTH O TENKO YepHOAPOGHO YBPEKAAHE, CA

npubmsuTenso 18% u 15% OT CHOTBETHHMTE CTOHHOCTH HA METUAHHTE CEN nputoxenne Ha 300 mg
BENHBXK AHEBHO TIPH NALMEHTH ¢ HOPMATHA yepuoapodHa dyuxiud. Br3 0cHOBA HA HAMAJieHaTa
EKCIIO3MITMA ¥ OTpaHMUEHHEA UePHOAPOGEH Pe3eps, na3oiaHuG He ce npenoppyBa NpH NAHEHTH ©
TenKo 9epHOApoOHO yBpeKIaTe {meduimpaHo kaTo 0611 FrnupyOus >3 TBTH OpHATA TPasHLa Ha
HOPMATA, HE3ABHCHMO OT CTOHHOCTTR Ha AJIAT) (Bx. TouKa 4.2).

Tabnuua? Meananu Aa GapMAKOKHHETHIHHIE NAPAMETPH Ha nazonanub B CTaUHOHAPHO
CHCTONHHE, H3MePeHH TIPH JHIIA ¢ HePHOAPOGHO YBPEKIAHE

Tpyna WN3caensana T Conax (1g/mal) AUC (0-24) TipenophuATeIHa
no3a _(pg x hr/m)) no3a

HoepmanHa 800 mg BA 52,0 8882 800 mg BJ]

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

dyHKUHRSA

Jlerco TY 800 mg BN, 33,5 774,2 800 mg BJ

(11,3-104,2) | @ 14,7-2034,4)

VYmepeno 1Y 200 mg BT, 22,2 256,8 200 mg BXL
(4,2-32,9) (65,7-487,7)

Texxo TY 200 mg BX 9,4 130,6 He ce mpenopbHBa
(2,4-24,3) (46,9-473,2)

B ~ Benubx ZHEBHO

ennarpy4ng Honyaaues
Cren npuIOKEHHETO Ha mazonaspd 225 mg/m?2 (kaTo nepopanya CyCTieH3Hs) PH NERRAT,
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NANMERTH, apMAKOKAHETHIHUTE TAPAMOTPH (Cuauxs Tensx 78 AUC) c2 nomoGHA Ha Te3H, CHO0MmIeRY 1o~
PAHO NpY BH3PACTHI NAUHCHTH, IEKYBAHH C 800 mg nasonaxu®. PesyaTaTHTe NOKA3BAT, e MexAay Acua
¥ BB3PACTHH HAMA FHATHTETHA PA3IAKA B KIHPBRCA Ha razonaugnG, HOPMATM3UPaH CIIPAMO TEJIECHATA
NOBBPXHOCT.

53 [pexsasRE4HA JABHY 33 GesonacHocT

TTpe I IMERIHAST TpOduN Ha e30MIaCHOCT HA NA3ONAHUG € OUCHER MPH MUIHKM, NTBXOBE, saliy 1
MaliMyHY. B TIpoyHBaHHs ¢ MHOTOKPATHO NpAiaratc {Ipy TpH3aYH, SPHEKTHTE BHPXY MHOKECTBO
FBKaHH {KOCTH, 35011, HOKETHO JICTNI0, PeHpONyKTHBHA opraly, KpEBHA TBKAH, GHOpely 1 NaHKpeac)
MArAEKAAT CREDIAHY C PAPMAKONOTHATA Ha nHxuGupane Ha VEGFR wuny HapyUIapaHe na '
carHaspTe meTHina Ha VEGF, xaTto noseqeTo edrextu ca Habaonasany IPH HABA HA WiaiMeEHa
eKCIIOIHIES 0] TE3H, HAOMOABAHH B KIIHHMKATA. Jpyru nabmonasany edexTH BKII0IBAT 3aryGa HA
Terno, Inapys W/ 3a001ABARA, KOUTO €3 G1UTR WA BrOPHYHH Ha JOKATHH TaCTPOMATECTHHANIHM
edexTh, APHMUAHEHN OT BHCOKE JIATABHIHA eKCTIO3ULMA Ha JIeKapCTBEANA NPOIYKT (MalMyHH), WIIH
dapmakonorusHu ebexTn (rpw3aun). [ponuepaTHBHHA gepuoApodHH NEINH (e03HOPUNHHE OTHHIIA ¥
aNeHOM) ca HaOMOAABAHH [IPH HKEHCKH MHUIKH TIPH eKCTIO3HINEA 2,5 TTHTH T0-BHCOKA OT Ta3H TPH XOpa
553 ocHopa #a AUC.

B rpoyuBaHnAs 33 FOBEHIIHA TOKCHIHOCT, KOTaTo Ha [UTHXOBE B NEPUOIA MPey oTOHBaHE ¢a
TPINOMKEHH 034 NPAGAH3UTENHO 0,1 NETH KNHHHMHATA eKCIOIHLHA, Hasmupana na AUC mpr
BL3PACTHY XOPa, OT ieH 9 ClIef paxXaaHeTo 10 neH 14 cnen pakIaHeTo, masonanub NpUUUHAER CMEPT
¥ aBHOPMEH OPTaHEH PacTex/PasBHTHe Ha 656petyre, Genute npoGone, TEPHAA Apo6 1 CLPLETO.
Koraro Ha IUIbX0BE B EpHONA C/iel OTOHBARE CA TIpWIAarati [O3H OT AeK 21 cnen paxAaHeTo 10 ICH
62 ciledl paXAAHETO, TOKCHKONOFHYHNTE NaHHH C2 CXOOHY ¢ TE3H NPH BB3PACTHY TUTEXOBS PH
nonoGay excriosulnn. [TenuaTPHIHHTE TalUeHTH ¢a ¢ TIOBUIICH PHCK 33 KOCTHH # 35GHH efhexTy B
CpaBHeHHe C Fh3PACTHUTE, ThHl KaTO TE3H NPOMOHH, BRTIOTBANIM HHXHORpaNE Ha PACTeXaA (CKBCEHN
KpalfHuly), TyIUTABH KOCTH i PEMOAE/MpAne Ha 3604, ¢a Hab/MOaBaHHN NPH MIAIH IBXO0BS IIPH
>10 mg/kg/nHeBHO (paBHO Ha nipubusurenso 0,1-0,2 METHA KIUHIHATA eKCrio3uis, Gazupana Ha
AUC npu BE3PaCcTHH X0Opa) (BK. TOHIA 4.4),

EdextH BLpX 0, e UTeTa ¥ TepaToreHHy ede

Tlasomanué e Hokasan eMOPUOTOKCHHMHOCT B TEPATOTeHROCT NpH OPHIOXEHNE TPA INBXO0BE U safiiy
TIpH EKCNO3UIMH [IOBEYS OT 300 IIHTH HO-HHCKH OT eKCIO3HLIATA JIPH Xopa (B3 ocHosa Ha AUC).
EdexTrTe ¢a BKIIOHBAITH HAMATCH depTIIMTET NPY KEHCKUTS, MOBHILCHA Ope- U
HOCTHMIITAHTALHOHHA 3ary6a, pauna peopBims, eMOPHOHANEH NETATHTET, HAMATEHO TEECHO TErIo
ra JeTyca # ChPAEIHOCHI0BH Mandopmaiy, [py rpasays ca Habmopapauy ¥ HamaneH Spoit KBITH
reJia, NOBMILEH Opo¥ KHCTH 1 ATPodHs Ha AtfunpyTe. B IpoydBaHe Ha QEPTHAHTETA NPH MBKKH
[LTEXOBE He Ca Habmoaapany ehexTH BbpXy UH(TOCEAHETO HITH depTH/mTET2, HO €A nalmonaraHu
HAMATEHO TEIIO HA TECTHCHTE H CITMTMAMMUCA C HAMAIABAHE Ha FPOM3BEKFAHOTO KOJTAYECTBOTO
cTiepMa, Ha TIONBIKHOCTTA Ha CTIEPMATO30HAHTE ¥ HA KOBUEHTPAIMATA HA CIIEPMATO30HIN B
eNMIHAEMAICA i TECTHCHTE ITPH EKCAOSHINA 0,3 MbTH eKCTIO3MIMSATA TPH XOpa Bh3 ocHosa Ha AUC.

TeHOTOKCHYIHOCT

Tazonaku6 He & IPAYMEN FeHeTHIHH YBPEXAaH A NpH IIPOBEXAHE HA TECTOBE 38 FHOTOKCHIHOCT
(TecT BA Ames, TECT 32 XPOMOZOMHH abepariuy B YOBEKK NepHpepHI nuMGOLHUTH B in Vivo
MHKPOHYKIIEAPEH TECT TIPH MIBXOBE). CuHTETHIEH MEKIHMHEH IPOAYKT, H3NO/3BaH IPH
NPOW3BOACTBOTO Ha a30TaHuG, KOWTO C& OTKPHEA CBINO B MATKY KOIHYECTBA i B KpafHoTO
JIeKapCTBEHO BELIECTBO, He € GHJI MyTArCHeH NpH TECTa Ha Ames, HO & GHJI FeHOTOKCHHEH IIpH TeCTa ©
My TUMGOM H in vivo MUKPOHYKIIEapEH TECT NpH MIIKYL.

KanleporeKHoCT

B ppyrogdutHi apoyyBaHdAs 33 KaHIEepOoreHHOCT C nazonadunb, ce HaOmopasa NOBUIIE
t{epﬁonpoﬁﬂﬂ AJCHOMH ITPH MAIIKH H LY OJICHATHH 4JCHOKAPIIHHOMH NPH ILTEXO0BE.
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cneuudama'ra mATOreHe3a Npy rpu3aui MEXSHHM3MA HE BE3HHKBAHE HA TEIH HAXOOKH, HE CC CUMTA,
4ye Te oTpassgear HaIMUAETO HA MOBUILICH KAHIePOreHeR PHCK 1IPH fAl{AeHTH, NpHeMAaTH masonasub.

6. ®OAPMAHEBTHYHM JAHHU

6.1 Craucsx B2 BoMOIMHATE BelIeCTBA

Anyen§ 200 mg duaMHpany TaGNeTKy

Adpo na_mabiemkama

MuUKpPOKpUCTATHE LENy/1032 (B460)
HatpweB HEIISCTEH FIHKOIAT (tan A)

Torupon K30 (E1201)
Marsesues creapar (E470b)

Ob6eusxa na_mabremxama
Xumpomenoza (E464)
Turanos guoxcena (E171)
Maxporon 400 (E1521)
YepBeH XeJIe3CH OKCHL (E172)
TlonucopGar 80 (E433)

Anynub6 400 mg QrMEpari TAGNeTKY

Hopo na mabnemxama
MHUKPOKPHCTANTHA LETyN03a (E460)
Harpues HHIIECTEH MIHKOIAT (Tum A)
Fosuzon K30 (E1201)

Marnesnes creapar (E470b)

Obguea na mabaemkama
Xunpomenosa (E464)
Turanop puoxcun (E171)
Maxporon 400 (E1521)
TMonucopbar 80 (E433)

62 HechBMECTHMOCTH
Henpunoxamo
6.3 Cpox na roaHOCT
36 mecelia
6.4 Creuua/JHH YCJI0BUA HA ChXPaHEHHE
Toad NekapCTBEH TIPOLYKT HE MINCKBA CISLHATHY yCIOBHA 33 ChXpaHEHHE.
6.5 Bun u ChALPAKAHUE HA OMAKOBKATA
Anynu6 200 mg GuIMHpaHK TabneTky ca OIAKOBaHH B anyMnuuﬁ-PVCfPE/PVCD GNUCTEepH WIH

HDPE GyTIIKin ¢ Karma=kd oT [OARTIPONIUIEH, 3AIIUTEHH OT OTBAPIHE oOT Aeua, ChAbpKalty 30 Wi o0
TabmeTKH,

AnyHré 400 ng duimMapaHi tabneTk! ¢4 OIAKOBAHH B anmemﬁ-PVC.fPEfPVCD 6nH
HDPE GyTHIKH ¢ Kala4Ke OF HOJHNPOTHIEH, JanIUTeHy oT OTBAPANS OT S, Cb
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rabneTku.

He BcHHKY BHAOBE OTTAKOBKH Morart fa OsHaT OyCHATH Ha nasapa.

6.6 CrenuajgHH NPeMNIasHA MEPKA NPH HIXBBJIAHE
Hama cTelManHE HIHCKBaHUA.

Hewsnon3paduAT NEKapCTBCH TOPORYKT HIH OTNaABYHATE MATEPHAIIH OT HETO TpﬂﬁBa Ja C¢ M3XBBPIAT
B CBOTBETCTBUE ¢ MECTHHTE HINCKBAHMA.

7. TIPATEXATEJ HA PA3SPEHIEHHETO 3A YIIOTPEBA
Anydapma Bearapus OO/
yn. O6opume 1, er.7, ank. 13

Cogmux 1504
buarapua

8. HOMEP(A) HA PASPEUIEHUETO 3A YIIOTPEBA

Anynut 200 mg duwIMIpaH ca6nerxku Per. Ne 20220080

Anynub 400 mg dEIMHEpAHT raBnerxu Per. Ne 20220081

9. JIATA HAIIBPBO PA3PEIHABAHEMOJHOBABAHE HA PAZPENIEHWETO 3A
YHOTPEBA

Jlara HA MHPBO PRIPELUABANE: 08.03.2022
10. JATAHA AKTYAJW3HPAHE HA TEKCTA
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