WINLAHUTENMA ATEHLKS 110 JIEKAPCTBATA

KPATKA XAPAKTEPHC Ha Rpogyxma Tipusamons 1
1. HFME HA JEKAPCTBEHHSA IPOAYKT Paspewseriue e

sanne. 622585 Uik 1)

Tlasonmaru6 Tepa 200 mg dunmupann Tabnerku
PaZOpanib Teva 200 mg ﬁlm-coated tablets MM M ........................... .\/. ...............................

Tazonanu6 Tepa 400 mg dpunmupany TaGreTkH
Pazopanib Teva 400 mg film-coated tablets

- 2. KAYECTBEH H KOJIHIECTBEH ChCTAB

Hazonanub Teea 200 mg dunmupanu mabyemxu

Beaka Tabnetka chABpka nasonanub xuapoxnopun (pazopanib hydrochloride) expupanenTen Ha -
200 mg nasonanu6 (pazopanib).

Ilazonanub Tesa 400 mg durmupanu mabremxu
Beska TabneTka Chabpika na3zonaHub XuapoXiIopHa (pazopamb hydrochlorlde) CKBHBAJICHTEH Ha
400 mg nazonauut (pazopanib).

~ 3a WBJIHMA CIHCHK HA MOMOMHHTE BEIECTBA BIGKTE TouKa 6.1,

3. JEKAPCTBEHA ®OPMA

®unMupaHa TabneTka

Ilazonanub Tesa 200 mg dunmupanu m&ﬁﬂemxu :

Po3zosa, npoasiroeata dgunmvupana tabnerka, ¢ BATEGHATO penedHo o3naucHue ,,200“ oT enHaTa
CTpaHa H ¢ IpuOIMRHTeNHH pasMepn 14,3 mm x 5,7 mm.

1lasonanub Tesa 400 mg dunmupanu mabnemxu

Bsina, npogearosara dunMuipana rabnerka, ¢ BAIEOHaTo penedHo osuaueHHe ,,400“ oT eAHaTa cTpana
H ¢ npubnuzuTenHu pasMeps 18,0 mm x 7,1 mm.

4. K/HAHHAYHHA JAHHHA

4.1 TepaneBTHYHH DOKAIAHAS

bu6peunorneTsueH kapupnom (RCC) -

Tazonanu6 Tepa ¢ mokasaH NpH BB3PACTHH 34 NIEYEHHE OT ITBPRA JIAHEA HA Hanpe,ul-laﬂ
&pbpeunokneThuer kapmuHOM (RCC) ¥ Tpu naLHEHTH, KOHTO ca MOMYUYH/IH [PeALIECTRAIIO IeYeHHE
¢ IHTOKHHY 33 HanpeaHano 3abonapane. .

CapxoM Ha MEKHTe Thkanu (STS)
ITazonann6 Teea e nokasau 3a JieueHHe Ha BB3PACTHH MALMEHTH ¢ ONpeZieieHH TIOABHAOBE Ha
HampeAHa1 CAPKOM Ha MEKHTE ThKaHH (STS), KOHTO ¢a MONyYHIN [IPeINeCcTBAala XHMHOTE
METACTATHYHO 3a00nsaBaHe M NPH KOUTO € HACTBIHAA IporpecHs 1o 12 Meceua cre

ayrOBaHTHA TEPAIHA.

Edukachoctra 1 Ge30nacHoCTTa ca yCTAHOBEHH CAMO NPK OTPEIENEHH XHCTOIO
noaeuose Ha STS (Bk. Touka 5.1).
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4.2 [lo3upoBka H HATHH Ha NPH/IOKEHHE

Jleuerne ¢ [azonamn6 Tepa TpaGea aa ce 3amouBa caMo OT JIEKAP C OTHT B MPHICKEHHETO HA
[IPOTHBROTYMOPHH CPE/CTBA.

O3HPOBKA

Bwspacmmu
IpenopsunTenHaTa Ao3a nasonaHub 3a geueHne va RCC wm STS ¢ 800 mg BeAHBXK AHEBHO.

Kopexyun na dozama

3a 13 ce ORNANERAT HEWENAHWTS PeaKiiMK, KOPEKIMATA Ha 03aTa (IOBIDKaBaHe WIH NOBHMINABAHE )
- TpabBa fia ce MpaBH CTHNANOBHIHO ¢ 10 200 mg HU3XOAAINO WIH BE3XOAIIO BB3 OCHOBA Ha
HHIMBHAyaJIHaTa IOHOCHMOCT. Jlo3aTa Ha mazonanus He TpAOBa Aa HaneHmapa 800 mg.

Ileouampuunag nonyacuus
[Nazonanu® He TpaGBa Aa Ce M3MONI3RA NPH Aelia HA BB3PAcT 1071 2 FOHHH NOPaH CHOGPAKEHHS 32
Ge30macHOCT OTHOCHO PacTeka H Pa3BHTHETO Ha opraHuTe (8%, ToukH 4.4 1 5.3).

Be30onacHoCTTa H e(MKACHOCTTa Ha NMA30MAaHKG NMPH Aelia Ha BB3pacT oT 2 10 18 rojHHy Bee OlLe He €
YCTaHOBEHA.

Hamwguure nonacToAllleM JaHHH ca OIHCAHH B Touka 4.8, 5.1 H 5.2, HO periopEKH 34 JJO3HPOBKATA
HE MOraT Jia Os1aT JafleHH.

Cmapuecka sv3pacn
JlaHHHTE 33 MpHIMKEHHE Ha MA30Nany6 MPH NaHEeHTH HA BH3pPacT HA W Haj 65 roJHHH ca

orpaHHYeHH. B npoyJBanus ¢ nasonaHu® npH OLOpeuHOKIETEIEH KAPIHHOM KaTo A0 He ca
HabmonaBaHH KIMHHMHO 3HAYHMH pa3iuKH B 0€301aCHOCTTA Ha MazonaHub Mex Iy Xopa Ha Bb3pacT
Hag 65 roRHM K MO-MNaAH MANHEHTH, KJTHHHYHMAT ONMT HE NOKA3BA PAIHKH B NOBIHABAHETO
MEXIY NALHUSHTHTE B CTapYecka BE3pacT H MO-MNaluTe NANUEHTH, HO HE MOXE 12 C& H3KIIIOUH
TMOBHINIEHA YYRCTBUTCITHOCT NIPH HAKOH [NAlIHCHTH B CTApYCCKa Bb3pacT.

Bvbpeyro yepexcoane

Manko BeposTHO € 660pedHOTO yBpexaaHe Ja OKa3ba KIMHWYHO 3HAYHM edekT BLPXY
tdhapMaKOKHHETHKATA Ha Na3onaHus, KaTo ce HMa NPEABH] HICKaTa Op0peuHa eKCKpPeLHs Ha
nasonaHu® H HeroBuTe MeTabomuT (Bx. Touka 5.2). [Topaau Ta3H MpAYHMHA HE CE HANATA KOPEKIs
HA 103aTa NMPH NALMEHTH ¢ KPEATHHHHOB KITHPEHC Haj 30 ml/min. Ilpu nanwueHTH ¢ KPeaTHHHHOE
wiHpBHE noA 30 ml/min ¢e mpenopbuBa NOBKIICHO BHUMAHKE, Thil KATO HAMA OIHT C Ma30NaHHd npu
Ta3H MOMyJalHg NaHEHTH.

Yeprodpobro yepedsicoare

IIpenopebkuTe 3a JO3HPaHe NPH NALMEHTH ¢ YEPHOAPOOHO YBPEKIAHE A OCHOBAHM HA
$apMAKOKMHETHYHHTE NPOYYBAHAA HA (1330MAHKG [IPH NALMEHTH C pasiHYHA CTENEH Ha YepHOnpolHa
nachyHKuH. (BXK. Touka 5.2), [Ipeau 3arousaHe | 110 BpEMe Ha JieueHHe ¢ Na30naHud Ha BCHYKH
TAlMEHTH TPAGRA J1a ce TIpaBAT K3CeABaHHA Ha HepHOAPOGHATa QYHKIUHN, 33 Ia C& ONPEILH [Iaw
HMAT YepHoApoOHO yBpexkaaHe (Bk. Touka 4.4). [IpuicKeHHeTo Ha Na30naHuO IPH NALMEHTH C JIEKO
HJIH YMEPEHO 4epHOAPOOHO YBpekaaHe TpAOBa Ja cTaBa ¢ MOBHINCHO BHUMAHHE H [IPH BHUMATEIHO
npociiendBale Ha NOHOCHMOCTTA. [IpenopeunTEHATa K032 OPH NAUHEHTH C JIEKH OTKIIOCHEHHA B
CepyMHHTE YepPHOAPOOHH NOKa3aTelIH (DehHHAPAHH WM KATO HOPMAIHH CTOHHOCTH Ha GUIMpYOHHA

croiiHocTTa Ha AJIAT) ¢ 800 mg nazonauu® penLk nHerHO. [lpH nanwenT! ¢
qepHOAPOOHO yBpexaaHe (AeduHupaHo KaTo MOBHILeHHE Ha ORMIHPYOHH >1,5
HE3ABUCHMO OT CTOMHOCTHTE Ha AJIAT) ¢ce npenopbiBa HaMaleHa J03a Na30l;
JHEBHO (BX. TOuKa 5.2).
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Iazonanw6 re ce OPEnopbUBa NPH NALKEHTH ¢ TEXKO YePHOAPOSHO YEpexaaHe (neduHHPaHO KATO
o6 6mnnpyoun >3 x I'TH, HesaBHcHMO oT cTofiHocTTa Ha AJIAT).

Bxre Touka 4.4 3a npocnegssane Ha yepHoapobHaTa yHKIMA M 32 IPOMAHA HA 103aTa [IPH
TIALHEHTH ¢ JIEKapCTBEHO HHAYLUHMPaHA XENAaTOTOKCHYHOCT.

Hauun Ha opunoxeHue
Mazomarm6 e 3a nepopanto npunoxenue. Toil TpabBa aa ce npueMa 6e3 XpaHa, NOHE €HMH YAC MPEIH

' HITH /IBa 4aca cliefi XxpaHene (BXK. Touka 5.2). GunMupannTe TabneTky TpabBa Ja ce MPHEMAT 1IEITH ¢
BOJA H J1a HE c€ YYTIAT HIIH HATPOIAaBaT (BiK. To4dka 5.2).

4.3 IlpoTHBOROKA3AHHEA

CBpBXYYBCTBUTEITHOCT K5M 4KTHBHOTO BEIIECTBO HIH KbM HAKOE OT MIOMOLIHHATE BEIEeCTBA,
u36poeHH B TouKa 6.1. :

4.4 Coenuajanu npeaynpe;KIcHHS H NpeANa3zHA MePKH IPH yooTpeda

HepHoapobuu edektn
Tlo Bpeme Ha NPHICKEHKE HA NMA30NMAHKHG ca CHODLIABAHH Cly4aH Ha 4epHOPOOHA HEAOCTATBYHOCT
(exmounTenHO (aTanHu cydan}). [IpunokeHHeTo Ha Ma30NaHH0 MPH MalHEHTH ¢ JIEKO HITH YMEPEHO
yepHOAPOOHO YBpeNnIaHe TpAORa la cTaBa ¢ MOBHUICHO BHUMAHHE M HPH BHUMATE/HO NPOCTIe/ABaHe.
IIpenoprumTensarta A03a MPH NALMEHTH C JIEKH OTKIIOHEHHS B CEPYMHHTE HePHOAPOOHH [OKA3aTEH

* (aeMHMpaHH HIIH KaTO HOPMAJTHH CTOWHOCTH Ha GrmupySuHa u noeHmenue Ha AJIAT or Besaka
CTEIeH, HWIH KATO MOBHIIeHHe Ha Grmnpy6una no 1,5 x ITH, He3asuchMo ot cToliHocTTa Ha AJIAT) e
800 mg mazonanu® BenHbXK AHeBHO. TIpH NawkeHTH ¢ yMepeHo YepHOAPOGHO YBpekaaHe ce
IpenopbyBa HaManeHa 103a nazonaHut 200 mg BeaHEXK AHEBHO (MoBHIIeHHe Ha OunHpybuna >1,5 no
3 x ITH, ne3zaeucumo ot crofiHoctiTe Ha AJIAT) (BX. Touka 4.2 1 5.2). [Tazonauub He ce
npenopryBa NPH NALHEHTH ¢ TEXKO 4epHOAPoOHO yBpexaane (o6m, 6unupyOun >3 x ITH,
He3aBUCHMO OT cToHHOCTTa Ha AJIAT) (Bk. Touka 4.2 1 5.2). IIpH Te3u NaLHEeHTH eKCIIO3HIHATA X
no3a 200 mg e 3HaYHTENHO HAMAJIEHA, BEIPEKH 4 € MHOTO BapHaOHiIHa, CBC CTOHHOCTH, CUHTaHH 32
HeJOCTATLYHH Ja OCHTYPAT KIKHHYHO 3HAYHM edekT.

B xivAHYAA npoyusaHud ¢ nazonannd ca Habmromasand noBHIIEHH HABA HA CEPYMHNTE
TpaHcamunasu (AJIAT, acnaprar amunoTpancdepaza [ACAT]) u 6unnpybun (K. Touka 4.8). B no-
rofIAMa YacT OT CIIyJanTe € Chobiapano 3a u3onupaHo nosxiapase Ha AJIAT u ACAT, Ges
-CBITFTCTBAIIC NOBHINABAHE Ha alKaiHaTa docdarasza win GumipyOuHa. [TauneHTH Ha BE3PACT HAX
60 roguHn MOXE Na ca ¢ MOBHINEH PHCK 32 Jieka (> 3 x [TH) go Texxa (> 8 x I'TH) crene Ha
nopuiagade Ha AJIAT. Tlanpenture, HockTenn Ha anen HLA-B*57:01 crimo ca H3I0MXEHH Ha
TIOBHILIGH PHCK OT HoBHINaBaHe Ha AJIAT, cBupsano ¢ npiHeMa Ha nasonanu®. Yepnoapobuara
- (hyHKIMA TPAOBa fia ce MpocleAsBa MPH BCHYKH, TOTYYaABAINYE Ma30NaHu0, HE3aBHCHMO OT TSHOTHIIA H
BB3pACTTA (BXK. TOUKa 5.1).

CepyMHHTe 4epHOAPOOHH NOKAa3aTENH TPAOBa A3 ¢e H3CICARAT MPSAH 3alIOUBAHE Ha JIEICHHETO C
nasonasu®, Ha 3-ta, 5-1a, 7-Ma ¥ 9-Ta ceaMHLA, cliel KOoeTo Ha 3-TH H HA 4-TH Mecell, ¢
JOITBIIHMTE/HY M3CIEABAHMS TIPH KIMHHYHH IOKa3aHuA. [leprOANYMHOTO UM H3cTeIBaHe TpaOBa 1a
TIPOMBIIKH H ClIe]l 4-TH Mecelr.

Buxre Tabnuua 1 3a ykasaHus 3a pOMSHA Ha A034Ta PH NAIMEHTH ¢ H3XOJTHH CTOHHOCTH Ha o6
Ormupy6un < 1,5 x ITH u ACAT w ATAT <2xITH:

Ta6nema 1 HpoMeHE Ha N03aTA HPH JEKAPCTBEHO-HHAYIHPAHA XeNATOTOKCH

Nnoxasatesn
IloBHuiaBaHe Ha Jla ce NpoNbIDKH ACUEHHETO ¢ MazonaHub, ka
TpaHCaMKHa3uTe MeXay 3 M 8 X | ce mpocnensra yepHoapobHaTa GyHKLHS, 10

3

Croiinocri Ha 4epHOApoOHuTE | [TpoMsHa Ha go3aTa " {{
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ITH _ _ TpaHCaMHHA3HTE ce BhpHAT 0 CreneH 1 MK 10 H3XOIHO HHBO.
IoBHInarane Ha ' Jla ce npekbCHe IeYeHHETO ¢ Na3onaHub, TOKAaTO HMBATA HA
TpaHcamHuHasHTe > 8 x [TH TpaHCaMHHa3uTe ce BhpHAT A0 CTeneH 1 Wi 10 H3XOHO HHBO.
AKO ce MpeleHH, Ye MOTSHIMATIHATE 10131 0T IOBTOPHO
3a04YBaHe HA JICYeHHE ¢ Ma30naHHb HaJIBHINABAT PHCKA OT
XEMATOTOKCHMHOCT, TOraBa a ¢e 3aMmoYnRe OTHOBO JIEYEHHE C
nasonaHub B HaManeHa A03a ot 400 mg tHeBHO K na ce
H3CJICABAT CEpYMHHTE UepHOAPOOHH [10Ka3aTelH BCAKA CEAMHLA
B NpoABIDKeHIE Ha § ceAMHLIH. AKO Cfie[l IOBTOPHO 3ano4YBaHe
Ha JIEUEHHETO ¢ Na3onanub, MOBUIABAHETO HA TPAHCAMHHA3HTE
nocTHrHe oTHOBO >3 X TTH, npueMbT Ha nazonanud TpAOBa Ja
-C€ MPEYCTAHOBH OKOHHYATE/HO.

INoemiaBane Ha Jla ce npeyCTAaHOBH OKOHYATE/HO NPHEMBT Ha Na3onaHub.
Tpancamunaszure > 3 X [TH TanmeHTHTE TPAOBA Ma C& MPOCAEAABAT, JOKATO HHBATA Ha
3a€JHO C MOBHIIABAHE HA | TpaHcamMMHa3MTe ce BRpHAT Ao CreneH 1 uni 1o W3XOAHO HHBO.
Omnapyouna > 2 x ITH Tazonanu6 e UGT1A1 unxuburop. Jleka, HHIHpeKTHA

(HekoHIOrMpasa) XHnepoMIHpyOHHEMUS MOe JAa ce Habnroara
NpH naupeHTH cue curapoM Ha Gilbert. [TaumeHTH camo ¢ eka
HHAHPEKTHA XHNepOHWTHPYOHHEMHESA, U3BECTEH HITH MPEANOIAran
cuHpoM Ha Gilbert, u nopumapane Ha AJIAT > 3 x ITH Tpa6sa
Jia ce NeKYBaT CIIOpe ] MperioPbKHTE, JaACHH 3a H30MUpaHH
noermmaeanug Ha AJIAT. -

EnHoBpeMeHHaTa ynotpeGa Ha Ia30maHAO H CHMBACTATHH YBE/IMYABA PHCKA OT MOBHINARAHE HA
AJIAT (8. Touka 4.5) H Tpabea a ce OCHIIECTBABA C NOBHILIEHO BHHMAHHE U C'TpHKTHO
HabmoneHue,

XurepToHus
IIpH KIMHHYHA NPOYYBAHKA ¢ Na30NaHH0 ¢4 HACTHIBANH CHOHTHE Ha xrmep'ronml BIJTIOYHTEJIHO

HOBOJIMArHOCTHIHPAHH CHMITTOMATHYHH TIHM30¢ Ha MOBHIIEHO KPBBHO HanAraHe (XHAECPTOHHYHA
kph3a). KpeBHOTO HasATake Tpsabea Aa € noOpe KOHTPOJNHPAHO NPE/IA A3 CE 3allOYHE NPHEM Ha
nazonanu6, TauxeHTHTE TPabBa Aa ce nNpocaeadBarT 3a XHIEPTOHH CKOPO ClIEH 3aNOYBaHe Ha
neuenne (He NO-KB5CHO OT e4Ha CeAMHLIA CJIe 3al0YBAHEe Ha Ma30maHHe) H Ha YeCTH HHTEPBAIIH CNej
TOB3, 34 Jid C€ OCHIYPH KOHTPOJ Ha KPLBHOTO Halrane. [JosHineHnTe HiBa Ha KPEBHOTO HaNAraHe
(cHCTONHO KPBBHO Hansrade >150 mm Hg wam auacTonHo KpeEHO HalATake >100 mm Hg) ce
TIPOABABAT PaHO B XO/Ja Ha nedyeHueTo (npu npubnuzutenHo 40% oT ciyvadTe ca ce NposBUIM 10 9-
THA ZieH, a nipu npubmazutenHo 90% or ciydauTe ca ce MPOSBIITH TIpe3 mbpHTe 18 cepmuiy).
KpsEHOTO Hanmsrane Tpsa6ea Aa ce Npocieaaea H 4 ce OBIaagea He3a0aBHO ¢ KOMOHHALIAA OT
AHTHXKIEPTEH3UEHO JICUEeHHe M NPOMAHA Ha 703aTa Ha Ma3onaHHG (CHpane K [IOBTOPHO 3aMI0YBAHE C
HaMaJIcHa 032 CIope KIHHAYHATA npenenka) (Bxk. ToukH 4.2 u 4.8). Jledenuero ¢ nazonanu6
TpA6Ba 12 Ce NPEKPaTH, ako HMA JOKa3aTeNICTBA 3a XUIIEPTOHHYHA KPH3a HITH aKO XHIICPTOHHATA €
TEXKA U MEPCHCTHPA BBIPEKH aHTHXMIIEPTEH3HBHO JICYSHNE H HAMATABAHE HA J032Ta Ha Ma30NaHKo.

Cu M Ha [I0CTePHOpHa obpaTiMa eHuedanonatus (PRES)/Cu M Ha 00paTHMa NOCTEPHOPHA
neskoenuedanonatus (RPLS .

PRES/RPLS e cro6imapan BB Bpb3ka ¢ nasonanut. PRES/RPLS moxe 2a ce npossu ¢ rasoGonue,
XHIICPTOHHSA, MBPIOBE, JIETAprid, OOLPKAHOCT, CNENOTa H APYTH 3PHTCAHH W HEBPOJIOTHUHE
HapyIleHHd, 0 Moxe 1a Onje ¢ daraneH u3xoxn. Halmermma paseuBauu PRES/RPLS, tpatea
33BHMHACH [ MPEKPATAT IEYSHHETO C Na30NaHub.

HurepcTrunanna 6enoapofna Gonect (MBB )Y IIHeBMOHHT

HurepeTHunania Genoapodua 6oecT, KOATO MOXKe Ja € ¢ daTaleH H3X0/, e chol1L
¢ mazonanu6 (Bx. Touxa 4.8). INauperTire Tpabea fa 6baat Habmonasany 3a Genoz,
HAcOYBALIH KbM HHTEpCTHIHaAHA GenonpobHa Gonect/mueBMoHuT. Jleuenuero ¢ 1
Aa € NPEKPaTH NPH NALMEHTH, PAa3BHBAIH HHTEPCTHIMATHA Genoapobna Gomect 1t

HU/H/0771/001-002/1B/002



Cepaeuna mucdyHkums/ChpedHa HEIOCTATEYHOCT

PHCKOBETE H MONIZHTE OT IeueHHETO ¢ Na3onaHHb TpAbBa fa ce MPELeHAT NPEM 3aN0YBaHe Ha
JieueHHe NPH MALMEHTH C NpeAecTBama ChpAeuHa AucyHkuua. besonacnocTra H
¢dapMaxoOKHHeTHKATA HA MA30HaHHG NPH NALHEHTH C YMEPEeHa AC TeXKKa ChpPICTHA HEIOCTATBYHOCT
HIH APH NalHEHTH ¢ HUBA Ha ieBoKaMepHa dpakimis Ha wsTnacksade (LVEF) moa HopManHHTe He ca

MPOYYEHH.

- B wimHidHY npoy4Banus ¢ nazomaHub ca Habmonaeanu cbEHTHA Ha chpAedYHa JUCPYHKIMS KaTo
KOHIECTHRHA ChplieyHa HefocTarbunocT H Hamaniena LVEF (Bx. Touka 4.8). B panaoMusHpaHo
NpoyYBaHe, CPABHABAINO MazonaHub n cyHuTHHuG npu 6s6peunoxneTsueH KapuuHoM (RCC)
(VEG108844), Ha yuacTHHLATE ca IpaBeHH H3MepBaHud HA LVEF Ha H3xonHO HHEO H IOC/TIEABALIH
m3mepsanng Ha LVEF. Habmoznaeana e Muokapana aucdynkums npu 13% (47/362) ot nuuara B
paMoTO Ha nazonaHub B cpasdenue ¢ 11% (42/369) ot nuuara B paMOTO Ha CYHHTHHHO.
Ha6mopasana e KOHrecTHBHA Chp/ieMHa HefocTaTs4HOCT NpH 0,5% OT NIMIaTa BBE BCAKO OT paMeHara
Ha nevenre. KOHreCTHBHA ChpiieYHa HEAOCTATHYHOCT ¢ A0KIaBaHa pH 3 ot 240 muua (1%) eB
¢daza I1I STS npoyusanero VEG110727. Hamanasare na LVEF nipu siHua ¢ H3MEPBAHHS CITeN
3aI0YBAHE HA JICYCHHETO H TpM nocieasamy k3Mepeania Ha LVEF, € yeranoseHo npu 11% (15/140)
B rpymiaTa Ha nazonaHu® B cpasHeHHe ¢ 3% (1/39) B rpynara Ha mnaue6o.

Puckoeu gpaxmopu _

Tpunanecet ot 15 yuacTHHIM B TpynaTa Ha nasonaHut B STS npoyusaneto dasa 111 ca uMami
€IHOBPEMEHHO H XHIIEPTOHHA, KOATO MOJKE Jia € BJIOLINA ChpledHaTa AUCGYHKIHA NMPH PHCKOBH
NAIMEHTH 9pe3 MOBHINABAME HA CJIEJ HATOBAPBAHETO Ha CHPLUETO. 99% OT naumeHTHTe (243/246),
srmodeHH B STS mpoyusadero dasa III, Brirourtenno Te3u 15 y9acTHHIM, ¢a NpHEMAIH
aHTpalMKIHH. [IpemecTsaino neveHne ¢ AHTPALIKIIIMH MOXE /i3 € PHCKOB (aKTop 3a chpedHa
JUCYHKIHA, )

Pezyamam
Yernpu 0T 15-T€ y4aCTHHIM Ca CE BE3CTAHOBKIIH HAITKIHO (B paMKuTe Ha 5% OT H3XOAHOTO HHBO) H

pH 5 € HMATO YaCTHIHO BEICTAHOBABAHE (B PAMKHTE Ha HOPMAIHHTE TPAHKLIM, HO >5% 10
H3XOJHOTO HHBO). EnvH y4acTHHK He Ce € BE3CTAHORMIT, a 33 OCTAHANNTE 5 Y4aCTHHIH HAMA HAIMYHH .
JAHHH OT [IpoCenaBaHe.

Osradnasane

CnipaHe Ha JIe4eHHETO ¢ Na3onaHud WK HaMangBaHe Ha [103aTa TpAOBa Ja c& KOMOHHHPAT ¢
NevyeHNHe HA XHTIEPTOHHATA (KO HMa XMNEPTOHHA, BUXKTE NPeIyNpeIUTENTHHA pa3aei no-rope) npH
MALIMEHTH CRC 3HAYUTeNHO Hamanaeade Ha LVEF, cnopen KIHHIMHNTE NOKa3aHHA.

Hauuemme TpﬂﬁBa Jace rrpocnemna’r BHHAMATCITHO 34 l'IpPIBHaLlPl WIH CHMIITOMH Ha KOHI¢CTHEHAa
CBpPAEYHA HEAOCTATRUHOCT. [IpH NalHeHTH ¢ PHCK OT chpaeusia AMCHYHKIEA ce NpenopLuBa
H3CIE/BAHE HA H3XOJHO HUBO H NeprHoqn4YHa oueHka Ha LVEF.

Yaemxapane aa QT unreppasa H torsade de pointes- :
B xIHHWYHH NIpoYHBaHKA ¢ Ma3onaHHb ca Habmogasann cuOMTHA Ha yabDkaBaHe Ha QT uHTepBana u
torsade de pointes (Bx. Touka 4.8). [Tazonanut Tpadea na ce npwiara ¢ NMOBHIICHO BHHMAaHHE NPy
TIALIHEHTH C aHaMHe3a 3a yabokaBane Ha QT HHTepBana, npH NalMEHTH, KOKTO NPHEMAaT
AHTHAPHTMIYHH JICKAPCTBA MK NPYTH JEKAPCTBCHH NPOAYKTH, KOHTO Morar Ja yabwkar QT
HHTepBala, KAKTO H MPH MAIHEHTH ChC CHOTBETHO MpeAINecTBamo chpAeyHo 3abonasaue. [Ipu
NIPHIOKEHHE HA NMA30MAHKUG ce NPenopEYRa MPoCAe/SBaHe Ha eNEKTPOKapAHOIPAMHTE MPH 3aMn0tBaHe
Ha JICUSHHETO H TIEPUOJHTHO CAC]] TOBA, KAKTO H MOATEPKaHe HA HHBATA Ha €NEKTPOIUTHTE (Hamp.
KAJILIHH, MATHE3MH, KaIKi{) B rpaHAINTe HA HOPMATA.

Aprepuannu TpoMBoTHIHH CHOHTHA _

B xIMHHYHH NpoyYBaHMA C MA20N2HAD ca Habmoxasadu cny4yad Ha MHOKapAcH
HCXEMHMS, HCXEMHUYEH HHCYNIT ¥ TPaH3UTOPHH HCXEMHYHH ataku (BK. Touka 4.8). Kadriod
cuOHTHA ¢ neTanen w3xoz. [lazomann6 TpsOBa fa ce MpHIara ¢ NOBHLICHO BHAM é@ \H IR
TIOBHILCH PHCK 32 TPOMOOTHUHY CHOHTHS HIHM KOMTO MMAT aHAMHE3a 32 TPOMO :
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[Tasonasmb He e MpoyBaH NpH NAMHEHTH, KOWTO Ca HMaJTH eNIH30 B PAMKHTE HA MPEIXORHHTE 6
mecella. PelleHyeTo 1anm ra ce NpunoxH NeueHHe TpAOBa Ja ce HANPaBH B3 OCHOBA Ha OLEHKA Ha
HHAMBHAYQTHOTO CHOTHOIIEHHE MN0/134/PHCK 33 MALMEHTA.

Benosau TpomMGoeMboaHH chOUTHS ,
B xIMHHYHE IPOYYBAHHA ¢ N1A30MAHKG ca rabmonasaHn BeHO3HH TpoMOOEeMOONHYHH CHOHTHA,

BKITIOUHTENIHO BEHO3Ha TpomO03a H GenoapobHa embonus ¢ netaneH u3Xo. BeIpekH de ca
HaOmiogaBany U B ABete npoy4eanus - RCC u 8T8, yectorara um e Grna no-pracoka B STS
nonynaumsTa (5%), B cpasHeHHe ¢ RCC nomynaumara (2%).

TpomGoriuna mamonam {TMA)

TMA e cho0masana B KITHHHYHHTE NPOYYBAHAMA ¢ Na20NnaHul KaTo MOHOTEpaINi, B KOMOMHALMA C

Hepamzymal u B komGuHaums ¢ Tonotexan (Bx. Touka 4.8). [Taipentute, paszpusamyu TMA, Tpabaa

OKOHYATEITHO Ja MPEKPATAT JICYEHHETO ¢ nazonannG. Cnej cnipane Ha JedeHHETO € Habmonasana

- obpatumocT Ha edextrTe Ha TMA. TTazonaHuG He € nokazan 3a KOMGHHHPaHO NPHIIOKEHHE ¢ IPYTH
CpeACTEa.

XeMOparuJHy ¢EOHTHS
B ©IHHHYHH NIpoy4YBaHus ¢ Na3onauut ca cLoblaBaHy CHOMTHS, CBBP3aHH C XeMoparns (BK.

To4ka 4.8). HacTeneamu ca xemoparuuan cuOuTHA ¢ (aranen wsxon. I1azonanub He e npoyusaH 1npH
MALMEeHTH ¢ aHaAMHe?a 33 XEMOIITH3a, MO3BYEH KPEEOHIIHME WITH KIHHHYHO 3HAYUM
racrponaTecTHHATEH (I'H) kphBouanue npes nocnennure 6 mecena. [Tasonanut Tpsabea na ce
OpHIara ¢ NOBHINCHO BHHMAHHE NPH MALMEHTH ChC 3HAYUTENEH PHCK OT KbPBEHE.

AHEBPHIMH W apTEPHATHH JACEKAIHH

H3nonspadeTo Ha uHxuGHTOpH Ha bTA Ha VEGF npu natenT# cbe Wik 6€3 XMNEPTOHHS MOXeE 1a
noanoMorde obpasyBaHeTo Ha aHEBPH3MH H/HJIH apTepHalHy Aucekarmu. Ilpeau 3anoysaHeTo Ha
JieyeHHe ¢ nasonaHud TpaOBa BHUMATEIHO Ja Ce TPELICHH TO3H PHCK MPH NALMEHTH ¢ PHCKOBH
thaxTopy KaTO XHNEPTOHUS WIH AHAMHe3a 3a AHEBPHIMH.

FacTpOHHTECTHHAIINM (. l"H') nepdopanvu H ducTyna

B wmmnuaHY npoyyuBaHig ¢ nazonaHub ca HabmonaBaHH CHOHTHA HA raCTPOHHTECTHHAITHA

- mepdopanms win $puctyna (px. Touka 4.8). Hacteneanu ca c»OMTHA Ha nepdopaiiii ¢ JeTancH
n3xoA. [Tazonanub Tpadsa na ce npuiara ¢ NOBHIIEHO BHHMaHUe P NAIHEHTH C PHCK OT PasBHTHeE
Ha racTPOMHTECTHHAIHA r[eptbopamm WM pHCTYIA.

3apacTeaHe Ha paHH

‘He ca nposexaany opuimannn npoyusaHus 3a eekTa Ha Ma30NaHHO BBPXY 3apacTBAHETO HA PAHH.
T xaTo HHXHOHTOpHTE Ha CHAOBHA eHIOTENeH pacTexeH ¢akrop (VEGF) Morat na siownar
npoleca Ha 3apacTBaHe HA PaHH, JICYEHHETO C Ma3oMaHuO TPAGEA A3 ce chpe Hak-MaJiko 7 HH Npeau
TJIAHORA OMepaliii. PemnenneTo 3a MOBTOPHO 3amo4BaHe Ha JevueHHe ¢ Na30naHub cien onepanus
TpabBa Na ce OCHOBaBa Ha KIIHHHYHA OLEHKA 32 aJeKBaTHOTO 3apacTBaHe Ha paHaTa. [IpHeMbT Ha
ra3onanu TpAGBa Aa ce NpeyCTaHOBH NpPH NaAUMEHTH ¢ AEXHCUEHIHS HA PaHaTa.

Xun OHAMZEM
B KIHHAMHE NPOYYBaHKA ¢ MA30NaHub ca HabmoJaBaHy cLOUTHA Ha XMIOTHPEOHIHIBLM (BXK.

Touka 4.8). IIpenoprusa ce U3X0AHO NaGOPATOPHO H3C/IEIBAHE HA THPEOHAHATA (PYHKIHA H
NALHEHTHUTE ¢ XHIIOTHPEOHAH3EM TPAOBA J1a ce JIEKYBAT CIIOpe] CTAH/IAPTHATA MEAMLIMHCKA MPAKTHKA
Npey 3an09YBaHe Ha NeyYeHHe ¢ NazonaHuG. Bcauky nanpeHTH Tpa6ea na 6bAaT BHUMATENHO
Ha0moAaBaHH 32 NPH3HALKM M CHMIITOMH Ha THPEOHAHA JUCHYHKIWS NpH NCUYSHUE ¢ nazon
JlabopatopHo npociensBaHe Ha THpeOHIHATA HYHKIIMS TPSOBa Na ce MPOBEXKAA NEPHO,
JIEKYyBa CIIOpe), CTaHAAPTHATA MEHIIHHCKA ITPaKTHKA,

HpoTteunypus - .

B KIHHUYHH NpoyYBaHuA ¢ TIa30NaHKG ca chobLIaBaHH ciydaH Ha poTeHHypua. [p

H3CJIe[BAHE HA YPHHATA B HAYAMOTO K NEPHOAHYHO M0 BPEME Ha JICUSHHETO, M TAIHE
- ¢€ IPOCNCABAT 3 BJIOLIABAHE HA NPOTeHHYpHATA. [IpHeMET Ha mazornanud Tpadea na
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OpeyCTAHOBH, 4KO HALMEHTHT Pa3BHe HE(POTHYEH CHHAPOM.

Tymop-n3Kc ¢ om (TJIC

Branuksanero Ha TJIC, sxmounrento TJIC ¢ netaneH H3XOA, ce CBBEp3Ba ¢ ynorpedara Ha nasonaHnd
(Bx. Touka 4.8). ITauneHTH ¢ noBHIeH puck ot Be3HKHKBaHe Ha TJIC ca Te3u ¢ Gbp30 HapacTBalLK
TYMOPH, FOJIIM TyMOpeH ToBap, 6s0peuna aucdynkuma wid Jexunparanua. IIpeau 3anousaxe Ha
JIEYEHHETO ¢ NasonaHub Tpabea fa ce COMHCIAT MpeBaHTHBHA MEPKH, KATO JICYSHHE Ha BUCOKH HUBR
HA MHKOYHA KHCETHHA M MHTPABeHO3Ha XHpaTauma. [TanueHTHTe, H3/10%eHH HA PHCK, TpAOBA f1a ce
TPOCIIE/IABAT BHUMATEIIHO U /12 C¢ JISKyBAT CIIOPE]] KIMHUYHATE TIOKA3aHHA.

HHeBMOT()paKc

B kAMHAYHA NpOYYBAHHA C naaonannﬁ NpE HanpeaHan caplcou Ha MEKHTe ThKaHH ca HabmogaBaHH
CBHOHTHA Ha [HeBMOTOpaKe (BXK. Touka 4.8). [TanmeHTHTe HA NeYeHHe ¢ Ma3onaHub 'rpﬂﬁna Ja ce
HamogaBaT BHHMATENHO 3a MIPH3HALM H CHMITTOMH Ha THEBMOTOPAKC.

[NeanaTpryHa monyaaums
Twit kaT0 MEXaHH3MBT HA ACHCTBHE Ha MA30TIAHMG MOJKe A 33CETHE TEXKO pacTexka H pasnpmie'ro Ha

OpPTaHuTE 10 BPeMe HA PAHHOTO MOCTHATA/IHO PA3BHTHE NMPH rpu3aqH (BXK. ToUKa 5.3), masonaHub He
Tpslﬁna Jia ce Tara Ha NeJHaTPHIHE MalMEeHTH HA BE3pACT N0 2 roauHH.

HUndeximn _
Crobmaeany ca cirydan Ha CepUO3HH HHQEKLAH (Che MIH O€3 HEYTpONeHH:s ), KOHTO B HAKOH CITy4aH
ca 3aBBPIIBAJIH C JIETAIEH H3XO0A.

. KomOunalmg ¢ Apyri CHCTEMHH NPOTHBOPAKOEH TEPANHH

KnuautuTe mpoydranud Ha nazonasul 8 KoMOHHAIMYS ¢ PSAMIA APYTH NPOTHBOPAKOBK TCPAnHy
(BJIIOMHATENHO HATIPAMED TIEMETPEKCES, NATIATHHHG 1 nemOpoH3yMal) ca IPEKpaTeHH B PaHEH €Tall
NOpajii ONAceHH 34 MOBHIICHA TOKCHYHOCT H/WIM CMBPTHOCT, H HE € YCTaHOBeHa fe30MmacHa M
e)eKTHBHA 1032 IMPH KOMOHHAIIUA HA Te3H JICYCHHS.

Bpemennoct
[MTpepHUUEWTE NPOYIBAHUA NPH JKMBOTHY CA TI0KA3aTH PEIPOTYKTHBHA TOKCHIHOCT {BXK.
TouKa 5.3). AKko nasonanu6 ce npunara no Bpeme Ha GPEeMEHHOCT WIH aKO MALMEHTKaTa 3abpeMenee
0 BpEME Ha JISUEHHETO ¢ NTa30naHHe, MOTeHUHANHUIT pUCK 3a detyca Tpsabea aa Obae oOjscHEH Ha ’
naneHTKaTa. JXenu ¢ aerepoaeH noreHuHan Tpabea fa O6AaT MOCHBETBAHH Aa H30ATBAT
3a0peMeHABaHe, JOKATO Ca HA JIEUCHHE ¢ NA30TaHHG (BxK. TouKa 4.6),

£

Baaumoneilicreus

EnnoBpemennoTo nedenne ¢ Molku uaxubuTopu Ha CYP3A4, P-rmukonporennsa (P-gp) unu
'TIPOTEHHA HA PE3UCTEHTHOCT Ha pak Ha repAata (BCRP) Tpabea ga ce w3barsa nopaau pucka ot
NOBHIICHA EKCTIO3HLMA HA NTa3onanib (K. Touka 4.5). Tpabea na ce obmucny u3bop Ha
aNTepPHaTHBHH CHITBTCTRAHIH TIEKAPCTBEHM CPEACTBa, (Ge3 WIH ¢ MHHHMAJIEH MOTSHLHAT 32
nuxubupane Ha CYP3 A4, P-gp unu BCRP.

EnnospeMeHHOTO Neyerne ¢ Huaykropi Ha CYP3 A4 Tpatea aa ce w3barea mopagy puck OT HAMalneHa
€KCIIO3HIHA Ha na3zonaHHd (BiK. Touka 4.5).

Habmonasanu ca cityuas Ha XMNEPriMKEMHA IIPH €JHOBPEMEHHO JIEYEHHE ¢ KETOKOHA30IL.
.EnnoBpeMeHHOTO IpAnoKeHue Ha nasonannd cse cybeTpaTy Ha ypuaunaudocdaTinokypo

Tpancgepaza 1Al (UGT1A1) (wanp. upuroTeKkan) TpAOBa fa CTaBa C MOBHUIEHO BHAM
nasonaux® ¢ HHxubuTOop Ha UGT1A| (BXK. TOUKa 4.5).

ITo Bpeme Ha Jleyerne ¢ masonaHMUO TpAGBa na ce W30ATBA MpHEMa Ha COK OT rpeing
To4YKa 4.5).
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IloMomny BeinecTra
TO3H NIEKAPCTBEH NPOAYKT CBABPKA No-Manko oT 1 mmol Hatpuii (23 mg) Ha duMupaHa Tabnerxa,
T.€. MOXKE [ C€ KAKeE, Y€ MPAKTHICCKA He ChAbPXKa HATPHH. .

4.5 BzaaMoelicTBEe ¢ APYI'H JAeKAPCTBEHH OPOAYKTH H APYrH (hopMA HA B3amMoJelicTBHe

EdekrH Ha ApYTH JIeKapeTBeHH NPOAYKTH BBPXY HazonaHus

. In vitro npoy4BaHHA NOKA3BAT, Y€ OKCHIATHBHHAT MeTaGOIM3bM Ha Na30l1aHH0 B YOBCHIKHMTE
YepHONPOOHH MHKPO3OMH ce MeiiHpa riagHo ot CYP3 A4, ¢ HesHaunTesHo ygacTie HA CYP1A2 1
CYP2C8. [lopany Ta3u Npy4HHEA, HHXBOUTOpHTE U HHAYKTOpHTE HAa CYP3A4 morar na MpOMeHsT
MeTabomu3Ma Ha Ma3onaHuG.

Huxubwmopu na CYP3A44, P-gp, BCRP
ITazonann6 ¢ cyberpar 3a CYP3 A4, P-gp u BCRP.

EnHOBpeMEHHOTO HpHiIOkeHHe Ha nasonanut (400 mg BeAHBK THEBHO) ¢ MOIHHA UHXHOWTOD Ha
CYP3A4 u P-gp, xerokonazon (400 mg Benwsaxk JHEBHO) 32 5 MOC/IEAOBATEHH JIHH, € JIOBENO 10
noermasade ¢ 66% # 45% Ha cpeaHute cToiHOCTH cboTBETHO Ha AUC(0.24) M Cynax Ha Ma30TIaHKG, B
CpaBHEHHE ¢ NPHIOKEHHE HA MA30NaHuG camocTosTeNnHo (400 mg BeAHEHK SHEBHO 32 7 JHHA).
CpaBHenms HA (papMAKOKMHETHYHHTE NMOKA3ATENM Ha Na3onaHub Cinax (1MANIA30H HA CPEAHH
croiinoctd 27,5 mo 58,1 pg/ml) u AUC .24 (aHanasoH Ha cpeHH cToifHocTH 48,7 o 1040 pg*h/ml)
cie/l NpuncxKeHHe Ha nasonanut 800 mg cAMOCTOATENHO H CJIEA NPHICKEHHE Ha nasonauub 400 mg
nmoc ketokorason 400 mg (cpepna‘croiinoct Ha Crax 59,2 ng/ml, cpenua crofinoct va AUC .24
1300 pug*h/ml), mokaszear ye B mpHcHCTEHETO, Ha Mornen HAXHOHTOP Ha CYP3A4 n P-gp,
HaMAIBAHETO Ha 103aTa Ha nazonanu6 Ha 400 mg BeaHbK AHEBHO NpH TOBEYETO NALMEHTH LUe
NOEEZE 10 CHCTEMHA EKCIIO3HIIHS, IoA0GHa Ha TasH, HaGmonapaHa cie/l MPIIOKEHHE HA Na30onaHnb
800 mg epnBk NHEBHO caMOcToATENHO. Hakou narpenTH ob6ade Morart a HMaT MO-BMCOKa CHCTEMHa
€KCIIO3HIMA HA NTa30naHK0 OT TasH, Habmoaasaxa cien mpwioxkerue Ha 800 mg nasonaHHG
CaMOCTOATEHO. EAHOBpeMEHHOTO NpHIoKEHHe HA Ma30naHu0 C APYTH MOIHH HHXUOHTOPH Ha
CYP3A4 (Hamp. HTPaKoHA30, KIAPHTPOMHLIEH, aTA3aHABHD, HHARHABHD, HedasoloH, HendHHaBHp,
PHTOHARMp, CAKBHHABHP, TENHTPOMHIIHE, BOPHKOHA30J) MOXKe A3 NOBHIIH KOHI[EHTPALMATA Ha
nazonanu6. CokeT ot rpeiindpyT chabpika HHXHOHTOp Ha CYP3A4 H cBHUIO MOXE Aa NOBHILIH
[LTA3MEHMTE KOHLEHTPAIMA Ha Na30nanub. '

Ipunoxennero Ha 1 500 mg nanatHauG (cybcTpar u cnad wHxuburop Ha CYP3A4 u P-gp, u MoIeH
HHXHOHTOp Ha BCRP) ¢ 800 mg nazonannt sogu ao mpubausurendo 50% no 60% nosHinapaHe Ha
cpeanata AUC(0-24) 11 Cay Ha iasonanub, B cpaBHeHHe ¢ NpHIOKeHHe camo Ha 300 mg nazonanu®.
Huxubupanero Ha P-gp w/mni BCRP or nanatuan6, BepofATHO HOMPHHACH 33 MOBHINIEHATA
€KCITO3HITHA Ha Na30aHH0.

EnnospeMeHHOTO NpAIokeHHe Ha nasonanud ¢ naxuburop Ha CYP3A4, P-gp u BCRP, kato
TanaTHHuUO, mE J0BeAe AC IVBHMINABAHE HA MNA3MEHHTE KOHISHTPAUY HA Nazonanus.
EnHoBpeMeHHOTO NpHIIOKEHHE ¢ MOIMHH HHXHOuTOPH Ha P-gp win BCRP cbino Modke Aa IPOMEHH
EKCNO3HLMATA K paslipesieicHHeTO Ha Na30nanub, BKMIOYHTENHO H paslpele/eHHETO B LICHTpAIHATA
HepeHa cucteMa (LIHC).

ExHOBpeMeHHOTO NPUIMKeHHE Ha nasonand6 ¢ MomeH nuxubutop Ha CYP3 A4 Tpabea Ja ce u3barea
(Bk. Touka 4.4). AKO HAMA HANTHYHA METULHHCKH IIPHEM/IMBA AATEPHATHBA Ha MOLIEH WAXHOHTOp Ha
CYP3 A4, npu eNHOBPEMEHHO NPHIIOKEHHE, A032Ta Ha nasonanu0 tpadea Ja ce Hamamu Ha 400 mg
AHEBHO. B TakHBa Cliyuau TpaOBa BHMMATENHO Aa ce HaOMoIaBa 3a HesKeNTaH! PeakHK H M
OOMHCIIH JOITKIHHTENHO HAMANSBAHE Ha J03aTa, aKO ¢a HabmofasaHH HEXKEIIaHH Pe
CBBP3aHH C JIEKAPCTBOTO. :

KoMmOuHanmATa ¢ MOIIHM HHXHOMTOPH Ha P-gp min BCRP tpaGea aa ce u3darea, i
H300p Ha alTEPHATHBEH CHITPTCTBALL JIEKAPCTBEH MPOAYKT 03 HIIH ¢ MHHHMAJICH II
HHXHOHpase Ha P-gp wm BCRP. ‘
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Huoyxmopu na CYP3A44, P-gp, BCRP

Huaykropu Ha CYP3 A4, xaro pudamimeH, MOraT Ja MOHIKAT MIa3MEeHHTe KOHICHTPAUMH Ha
nazonaHud. ENHOBpeMeHHOTO NPHIOKEHHE HA Na30MaHub ¢ MOLHH HHIYKTOpH Ha P-gp win BCRP
MOXE Na NPOMEHH €KCTIO3HIIHATA H pasnpeaelIeHHETO Ha Masonanus, BKIIOYHTETHO H
pasnipenenennero & [THC. Tpenoprusa ce uzbop Ha anTepHATHBHO CHITHTCTBAIIO NevueHHe 6e3 WiH ¢
MHHHMMAJIEH NOTEHIHAJI 33 HHAYKIMA HA €H3UM HIH TPaHCIIopTEp.

EdexTH Ha nasonanu® Bepxy ApYrH JJEKAPCTBEHH MPOAYKTH

In vitro ipoyuBanHnA ¢ HOBEINKH YEPHOAPOOHH MHKPO30OMH €4 MOKA3aJH, U¢ Na3onaHud HHXuGupa
CYP enznmure 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 1 2E1. In vitro PXR Tect npH Xopa € nMokasan
MOTEHIHANHA MHAYKIMA Ha 9oBetikH CYP3A4. Knuawanu gapMakoJIOTHUHH NPOYYBaHHS C
NPUIOKEHHE HA Tlazonankb 800 mg BeHEK AHCBHO ca OKA3alH, e Na30NaHHG HAMA KJIHHHYHO
3HaYEM edexT BppXy apMakoKHHETHKATa Ha koderH (Tectos cyberpar Ha CYP1A2), sapdapun
(TecToB cyberpat Ha CYP2C9), wimn oMenpason (recroe cyberpar Ha CYP2C19) ipH mauHeHTH ¢
kapipHoM. [Tazomann6 e zoben xo noeuuarane ¢ npuGmzaTenHO 30% Ha cpeatuTe AUC 4 Crax HA
MuziazosaM (TectoB cybcrpar Ha CYP3A4) u nosumasane ¢ 33% g0 64% Ha OTHOLIEHHETO Ha
KOHUEHTpaLMHTE Ha AeKcTpoMerpodan KeM AckcTpodaH B ypHHATA Cliell EPOPATHO NPHICKEHHE HA
aexctpoMetpodan {Tectos cyGerpar Ha CYP2D6). EaHoBpeMeHHOTO NPAJIOXKEHHE Ha nazonanu6 800
mg BeAHBXK JHEBHO H namrrakcen 80 mg/m? (cy6erpar na CYP3A4 1 CYP2C8) penubx cenMUUHO
€ JIOBENO A0 cpeXHO NosumasaHe ¢ 26% u 31%, crotBeTHO Ha AUC H Cruex Ha TAKIIHTAKCEN.

B#3 ocHoga Ha in vitro IC50 u in vivo croliHocTrTe Ha riasmMeHaTa Cogx, METAOOIHTHTE Ha Ta30naHKO
GSK1268992 1 GSK 1268997 MoraT Aa RoNpHHecaT 3a HeTHUA HEHXHOHTOpEH edekT Ha nazonannd
Bbpxy BCRP. B fonniHense, Ha TOBa, He MOXE /13 c¢ H3Kmoun HExuOHpaHe Ha BCRP u P-gp ot
T1a301aHHG B raCTPOMHTECTHHANHHS TPakT. ENHOBpeMEHHOTO NPHICKEHHE Ha Na30NaHub ¢ ApyrH
niepopanan cyoctpard Ha BCRP u P-gp Tpatea aa cTasa ¢ NOBHINEHO BHEMAaHHE.

In vitro, nazonanu6 e HEXMGHPAN YOBELIKHA TPAHCTIOPTHPALL OPraHWYHH AHHOHH TIOJTHTIETTTH]
(OATPIBI). He moxe ia ce H3KMOYH, 4e MAaz0NIAHKG me nosimuHie GapMakOKHHETHKATa Ha
cybcrparure Ha QATP1BI (Hanp craTHHH, BKTE ,,EdexT Ha eqHOBpeMeHHaTa ynoTpeba Ha
Ma300aHHG B CHMBACTATHH™ IO-IOMY).

INasonann ¢ HHXHOHTOP Ha en3uma ypuauHAudocdaTrmokypoHosun TpaHcdepasa 1A1 (UGT1A1)
in vitro. AKTMBHHAT MeTabormT Ha upuHoTekaH SN-38, e cy6erpar Ha OATPIBI u UGTIAL
EnHOBpeMEHHOTO NpHIoKeHHe Ha 400 mg nazonaHuG BeAREK AHeBHO ¢ 250 mg/m’ nerykcnmat u
150 mg/m? ApHHOTEKAH BOAM Ao NpHGIH3HTENHO 20% IOBHIIABAHE HA CHCTEMHATA eKCIIO3HIIMA Ha
SN-38. TTazonanuG MOXKe 1a HMa MO-TONAMO BIMAHHE BBPXY JHCIIO3HLMATA HA SN-38 1pH /HUa ¢
UGT1A1*28 nonumopduzsM B cpaBHEeHHE C HUa ¢ anei oT ,,aus” THI. Obaue, renotunstT UGT1A1
HE BHHATH NpeAcKa3Ba edekra Ha Ma3onaHub BEPXY JUcnosHiuaTa Ha SN-38. EqHoBpeMeHHOTO
NpwIokeHHe Ha nazonannb cxe cyberpatn Ha UGT1A1 Tpsbea na cTaBa ¢ MOBHILCHO BHHMAHHE.

@CK’I‘ HA CNAHOBPDEMEHHATA YHIOT peﬁa Ha OAa30NaHub 4 CUMBACTATHH

EnnoepeMennara ynotpeba Ha na3omaHi0 M CHMBACTATHH YBENHUABA CITYMAHTE HA MOBHINABAHE Ha
AJIAT. Pe3yaTaiHTe OT METa-aHAIH3, H3NOA3BAIY CGOPHH AAHHH OT KINHHYHH IPOYYBAHHS C
na30maHuG, mokassar, 4e AJIAT>3 meta I'TH ce noknagsa npu 126/895 (14%) oT NaLMeHTHTE, KOUTO
HE ca ynoTpebABaH CTATHHH, B cpaBHeHHe ¢ 11/41 (27%) OT NalHeHTHTE, KOMTO ¢a YIoTpebABaiy
¢AMOBPEMEHHO cuMBacTaTHH (p=0,038). Axo maumeHT, npueMan e AHOBPEMEHHO CUMBACTATHH,
pasBHe noeumasane Ha AJIAT, crefipaiite yKasanusTa 3a JO3KPOBKA Ha NasonaHud H npekparere
npHeMa Ha CHMBAcTaTHH (BK. TodKa 4.4). B nomsiHeHHe, eHOBpeMeHHAaTa ynoTpeda Ha mazonanut u
JApPYTH CTATHHH TPAORA JIa C€ OCBIUECTBARA C MOBHIIICHO BHUMaHHE, THH KaTo MOHACTOALIEM HAMI
HAJTMYHM JOCTATHYHO NAHHH, 32 [ Ce OLSHH BITHIHHETO MM BEpXy HHBaTa Ha AJIAT. He
M3KITIOYEHO NMa30oNaHub fa opnuse GapMaKOKHHETHKATA HA IPYTH CTATHHH (Hanp. aTof
¢rTyBacTaTHH, NPAaBACTATHH, PO3YBACTATHH).

KT Ha XpaHaTa BEPXY [asonaHud i
IIpanoxkennero Ha nazonaHuG ¢ xpaHa foraTa wix O¢AHa HA Ma3HHHH BOAH 10 npué
meTH nosumapane HA AUC M Cray. [Topanu Tasu nprumHa, nazonanu® Tpadea aa ce
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Maiko 1 gac mpeau WM 2 Haca ciel XpaHeHe.

JlekapcTBeHH NpoAYKTH, NoBHmasamy pH B cromaxa

EnnoBpeMeHHOTO NPUIOKEHNE Ha NA30Nannd ¢ e30MeNpasoN HaManiBa CHOHAIMYHOCTTa Ha
nazonaHuG ¢ npubmsHrento 40% (AUC u Chiax) H €JHOBPEMEHHOTO NPHICKEHHE Ha NMa30naHub ¢
nexapcTBa, koHTo nopHmaBar pH B cromaxa, TpaGea na ce u364TBa. AKO THOBpEMCHHATA YIIOTpeda
Ha HHXHOWTOpP Ha npoToHHaTa nomna (PPI) € HeoGX0AMMO M0 MEAHLIIMHCKH TOKAa3aHHA, Ce
NpPEnopbhYBa KO3aTa Ha Ma3onaHus Aa ce npueMa O¢3 XpaHa BEAHEXK JHEBHO Bedep, CAHOBPEMEHHO ¢
HHXHOMTOpa Ha npoToHHaTa nomma (PPI). Ako eaxoBpeMensoTo npunoxkente Ha H2-penerrropen
AHTATOHHCT € HEOOXOAMMO IO MEIHLIMHCKH nokasaHus, nasonanyt Tpabsa na ce mpuema Ge3 xpaHa
noHe 2 Jaca npeau WM noke 10 gaca cpen aosara va H2-penientoprua anraronwct. [lasonamut
Tps0Ba Na ce mpHeMa noHe | Jac npequ WiH 2 Jaca ce NpuIoKeHHe Ha KPaTKOASHCTRAIIH
anTHamMM. [IpenopekuTe 3a HAYHEA HA SAHOBPEMEHHO NPHIOKEHHE HA HHXHOHUTOPH Ha NPOTOHHATA
nomna (PPIs) u H2-pelieNTopHy aHTarOHUCTH C& OCHOBABaT Ha (PH3HOJOTHYHH CHOOPaKEHH .

4.6 @eprTuanETeT, peMEeHHOCT H KLPMeEHE

bpemennoct/KoHrpauenius npH Mbxke A XKEHH
Hsma octaThuHO JaHHH 3a IPHIOKEHHETO Ha NMazonaHuG npu 6pemertH xexu. [IpoyuBaHusTa npu

JKHBOTHH €a MOKA3A/IH PEMPOAYKTHBHA TOKCHYHOCT (B3K. Touka 5.3). [loTeHIHaNHHAT PHCK IIPH XOpa
HE € H3BECTEH. ' ' :

ITasonanu6 e TpabBa aa ce npHeMa Mo Bpeme HA OPEMEHHOCT, OCBEH aKO KIMHHYHOTO ChCTOAHHE Ha
AeHaTa He H3HCKBA JIedeHue ¢ na3onanut. Ako azonannb ce Npwiara no BpeMe Ha OPEMEHHOCT, KIH
aKo MaIieHTKarTa 3abpeMeHee no BpeMe Ha JleUeHMe ¢ na3onaHKuG, MOTEHIHANKHKUAT PHCK 33 TUIONA

. Tpa6Ba za Opae 0OJCHEH Ha NALMEHTKATa.

JKenure ¢ nereposeH noTeHUHan Tp:absa Na ObAAT OCHBETBAHH J1a M3MOM3BAT NOXOAAIA
KOHTpaluenuHg no BpEME Ha JICYEHHCTO H B NIPOARIDKEHHE Ha ITOHE 2 CeIMHITH CJie] NpHEMa Ha
TocIIeAHATA J03a na30naHud, u aa H3barear 3abpeMenssane O BpeMe Ha JIEYCHHETO ¢ nasonaHub.

IlanpeHTHTE OT MBKKH TION (BEIHOUMTEHO TE3H ¢ BA3EKTOMHA) TpAGBA 13 H3MON3BAT MPE3CPBATHEH
0 BpSME Ha NOJa0B akT, JOKATO NIpHeMaT nasonaﬁuﬁ, HE npo,u'bmxeﬂne Ha n_one 2 CCAMHIIH Cch
IIpHEMA HA MOCTIEHATA f03a NA30NaHuG, 32 Ja c6 W30ErHe NOTEHIHANHA CKCTIOHIMA Ha -
NeKapCTBEHH:A IPOXYKT Ha GpeMeHHA MapTHhOPKA M HA NAPTHBOPKA C PENpOIYKTHBEH NOTCHIHAT.

KspMmene
BezonacHocTTa IIpH NPUICKEHHE Ha NIa30MaHHG MO BpeMe Ha KbpMeHe He e npoyyeHa. He e u3BecTro

JIaJTH Ma30N1arnG HTH HeTOBHTE MeTabONHTH ce eKCKpeTHpaT B KbpMaTa. HaMa naHH# oT npoy4YBaHHAA
P JKHBOTHH 33 SKCKPELMAT2 Ha MAa30NaHHG B KHBOTHHCKOTO MIsKko. He Moxke A2 Ce H3KIIOYH PHCK
3a KppMaveTo. KEpMeHeTo TpAGBa na ce IPeKbCHE [0 BpeMe Ha JIeYeHHe ¢ Na30naHHo.

DepTHAHTET
INpoy4paHHA MpH )KUBOTHH TIOKA3BAT, Y€ MEKKHAT H JKeHCKHAT PepPTHIHTET MoraT /1a ¢¢ MOBJTHAST OT
NeyeHHe ¢ nazonasub (Bx. Touka 5.3).

4.7 Edexrn Bnpxy cnocofrocrra 32 modupane u paﬁm‘"a_c MAUER

ITazonanu6 Tesa He NOBJIMABA WITH NOBJIHABE NpeHeOpekHMo cnocobHOCTTa 32 modHpate H paboTa ¢
Malnuae, GapMakoJIOrHYHHTe CBOMCTBA HA Na30MaHHG He NPEAronaraT BpeAHO BIHAHHE BRI

NpeLeHKa, ABUIaTeIHA Wi KOTHHTHBHH cTOCOOHOCTH, TpA0Ba Aa ¢& MMaT npeaBul i
CTAaTyC Ha NalMenTa M Mpodiia Ha HexellaHA peakuWH Ha nasonaHu6. [TanpenTure
H30aTBaT Wodupane WM paGoTa ¢ MaUIHHK, KO CE 9YBCTBAT 3aMasHH, YMOPEHH Hj
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4.8 Hexenann NeRaApCTBEHH PLAKNHE

Pestome pa npodmia Ha GesonacHoct

CG6opHHTe JaHHY OT OCHOBHOTO MpoyuBaHe npu GuGpeuHowieThuex kapuHoM (RCC) (VEG105192,
n=290), pazmupenotro npoyusane (VEG107769, n=71), noaxpemsmwoTo npoy4ueane dasa II
(VEG102616, n=225) 1 paHIOMH3HPaHOTO, OTKPHTO, NapaenHorpynoso ¢asza [II nenndepropHo
npoyusane (VEG108844, n=557), ca oueHeHH B IUIOCTHATA OLIEHKA HA 6e30MacHOCTTa U '
NOHOCHMOCTTA Ha nazonanus (06mo n=1 149) npu y4acTHHIM ¢ OBOpeTHOKNIETEIEH KAPLHMHOM (BXK.
TOUKa 5.1).

CGopHHTE TaHHH OT OCHOBHOTO NPOY4BaHe IPH capkoM Ha MekuTe ThkanH (STS) (VEG110727,
n=369) n nonkpenamorto npoyusaye haza Il (VEG20002, n=142) ca olleHeHH B IAN0CTHATA OLEHKA
Ha 6e30MacHOCTTa M MOHOCHMOCTTA Ha nasonanud (ofma nonynauus 3a GezonacHoct n=382) npu
vaacTHHLH ¢pe STS (Bxk. Touka 5.1).

Haii-BaKHHTE CEPHO3HH HEXKENIAHH PEaKIMK, YCTaHOBeHH B npoyusanusaTa npu RCC u STS ca 6uma
OpPEXOASH HCXEMHYCH TIPHCTBIL, HCXEMHUYEH HHCYIT, HCXEMHS Ha MHOKapaa, MHOKapAeH H MO3BYEeH
HH$apKT, ChpaeuHa AHCYHKLMA, TaCTPOHHTECTMHATHA nepdiopats 1 ducTyia, yabiokasade Ha QT
nHTepBana, torsade de pointes u GenoapobeH, racTpOMHTECTHHANEH H MO3BYCH KPbBOM3IIHB. BCHUKH
HeXeNaHH peaklMH ca chobHlaBaHil NpH <1% OT NeKyBAHHTE NanueHTH. JPyrH BAXXHHA CEPHO3HE
HEXENAHH JIEKaPCTECHH PEaKIHH, YCTAHOBEHH B NpoydYBanuaTta npu STS, BIOYBAT BEHO3HH
TpoMboeMOONIMIHI CHOHTHA, NABOKaMepHa AUCHYHRKLMA H ITHEBMOTOPAKC.

JletanHuTe cHOWTHS, NPHETH KATO BH3MOKHO CELP3aHH ¢ 11a30TaHub, ca BKIOYBATH
PacTPOMHTECTHHAICH KPhBOH3NUB, Genoapoben KPEBOMAIHB/XEMOIITH3A, OTKIOHCHHA B
yepHonpoSara GyHKuws, HHTECTHHANHA NepOpALIA H HCXEMHYEH HHCYIIT.

Haii-yecTyTe HexenaHM peakiin (HabmronapaHn Npy Hali-Maiko 10% OT NalMEeHTHTE) OT BeAKa
creneH B npoyusannsTa npd RCC 1 STS ca rmioysanu: [HapHs, NpoMsIHa B UBETa HA KocaTa,
XHIOMUFMEHTAIHS Ha KOXKATa, eKcoTHaTHBEH O0pPHB, XHNIEPTOHHUS, rajeHe, riapodonne, yMopa,
AHOPEKCHS, IOBPBIIAHE, HCTEY3H, CTOMATHT, TOHKXABAHE HA TErNOTO, GOJKA, IOBHINEHA aNaHHH
aMMHOTpaHCdepasa H IOBHINEHA acTapTaT aMHHOTpaHcdepasa.

HesxenanuTe nexapcTBeHH peaKiHH OT BCHYKH CTeNeHH, crobimasans npH munata ¢ RCC u STS unu
TNI0 BpEME Ha MIOCTMAPKETHHIOBHA NEPHO, ca H30pOeHH T0-J0Ty MO CHCTEMO-OPTaHHH KIIacoBe, 110
4ECTOTA H CTeNeH Ha TexecT chriacHo MedDRA. 3a knacHHKALMATA 10 JECTOTA € H3MO/I3BAHA
CII€IHATa KOHBEHLMs: MHOTO 4YecTH (>1/10); wectr (>1/100 no <1/10); Heuectn (=1/1 000 o <1/100);
penxn (=1/10 000 go <1/1 000); MuoTO peakn (<1/10 000); ¢ Heu3BecTHa YecTOTA (OT HANKUHHTE
OaHHH HEe MOJKe f1a ObIe HanpaBeHa OLeHKa).

Kareropuure ca onpenenenn no abComoTHATA YECTOTA B JAHHHTE OT KIHHHYHH H3NHTBAHHA.
OneHeHH ca CBINO H MOCTMAPKETHHTOBKTE JAHHH 34 6€30[IaCHOCTTa H MOHOCHMOCTTA OT RBCHUKH
KJIMHHYHH NPOYYBAHUSA ¢ IA30TIAHAC M OT CIIOHTaHHH ¢HoOIIeHMs. BB BeAka Tpyna 10 CHCTEMO-
OpraHHH KJIacoBe, HEXEeNIaHHTe peaKl|y C €1HAKBA YeCTOTa Ca NpeICTABEHH B HU3XOAII pe 1o
OTHOIICHHE HA TAXHATA CEPHOZHOCT. :

CrnHChK Ha HexkeNlaHUTE PeAKLMH B TaGIHYeH BHI

Tabamna 2 Hexkelann peaknus, CBLP3AHH ¢ Je4eHHETO, ¢LOOLIEHA B NPOYYBAaHMATA HpPH
6b0peunoxiernyen KapnuaoM (n=1149) EAR mo BpemMe Ha NOCTMAPKETHHIOBHA

mepHoa

Cucremo-oprannn Yecrora | Hexenann peaknun | Bemakn Creme

KJIACOBE (BCHUKE creneHE & | n.(%) ( Y Lrwd
CTENeHH) (%) E [ b

Hedexnnn n - | Yectn Hudexumn (csc uwmm | C C ‘\é;%“ &7

HBdecTanuu 6e3 HeyTpomeHHs ) HEH3BECTH | HEH3BE ]
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4 9eCTOTa | 4 4eCcTOoTa | @ YecToTa
Heuectn | Mndexima va 1(<1%) 0 0
BEHLIHTE
Hudexmmosen 1(<1%) 0 0
HEPUTOHHT
Beonnaimu - Heuecru | Tymopna Gonka 1 (<1%) 1 (<1%) 0
AoGpokadecTBEeHH, ’
3JIOKAYECTBEHH H
HeoNpeReNeHad (BRI,
KHCTH H NOJHIH)
Yectr TpomboupToneHns 80 (7%) 10 (<1%) | 5(<1%)
Heyrponenus 79 (7%) 20 (2%) 4 (<1%)
Jleskonenns 63 (5%) 5 (<1%) 0
Heuectn | [lomumprremus 6(0,03%) |1 0
Hapymenas na Penxu TpomboTiuHa C C . C
KPLBTA B JTEMpEATA MHKpOAHTHOTIATHA HEH3BECTHA| HEH3BECTH | HEM3BECTH
cHCTeMa {BKIEOYHTENHO YecToTa adecToTa | a vecToTa
TpoMOOTHYHA
TPOMGOLMTONICHHIHA
nyprypa H
XEMOIHTHYEH
ypeMu4eH CHHEPOM)T '
Hapymenus na Yectn XunorupeonausbM | 83 (7%) 1(<1%) |0
€RJOKPAABRATA '
CHCTEMA
Mmnoro Hamanen anetur® 317 (28%) | 14(1%) 0
4ECTH
Hapymesns za Yectu Xumodocharemns 21 (ZZA:) 7 (<1:A;) 0
MeTalonnIMa B Aexunparauys 16 (1%) 5 (<1%) 0
XpAHeHeTo Hedect | XumomarHesHeMHs 10(<1%) |0 0
1 C Tymop-nusuc C C C
HCH3BECTHA GHHI[pOM* HEH3BECTHA| HCHM3BCCTH | HEH3BCCTH
4YecToTa 4ECTOTa auvecToTa | @ gecToTa
Heuxuiann YecTn BescuHue 30 (3%) 0 0
HApYIICHHS B |
Mmoro Hucreyzus® 254 (22%) | 1 (<1%) 0
4eCTH Inapobonue 122¢11%) (11 (<1%) !0
Yectn 3amaanocT 55 (5%) 3 (<1%) 1 (<1%)
Jlerapria 30 {(3%) 3 (<1%) 0
Mapectesns 20 (2%) 2 (<1%) 0
Iepudepua cenzopna | 17 (1%) 0 0
HEBPONATHA
Hevectn Xunoecresus 8 (<1%) 0 0
TpanzuropHa 7(<1%) |4(1%) 0
HCXeMiYHa aTaKa
f: py[ucHnm na Commeoct 3(<1%) | 1(<1%) |0
pBHATA CHCTEMA ,
» IepeGposackynapes | 2 (<1%) 1{<1%) 1 (<1%)
HHIHACHT <
_ Hexemuued uaeyaT | 2 (<1%) 1 (<1%)
Penxn CHHApOM Ha C
NOCTePHOPHA HEH3BECTHA
obpaTtuma 4eCcToTa
eHuedanonars/
CHHApOM Ha ofpaTuMal
MIOCTEPHOPHA
JIeBKOEHTIe(hanonaTHa

HUM0771/001-002/1B/002
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1.
Yect 3amEINeHo 3peHHe 19 (2%) 1 (<1%) 0
Heuectn | Otneneane Ha 1 (<1%) 1 {(<1%) 0
peTHHaTat
f:p”m‘_’“"” Ha Pasxtcsane Ha 1(<1%) |1(<1%) |0
HTe
pernHaTat
Tlpomsua B ugeta Ha | 4 (<1%) 0 0
MHTITHTE
Heuectn - | Bpaguxapaus 6 (<1%) 0 0
MuokapzaeH vHbapkT | 5 (<1%) 1 (<1%) 4 (<1%)
Crupaeunn Crpaevuna 4 (<1%) 1 (<1%) 0
Hapymenas anchynkuus’ ' .
Hcxemus Ha 3 (<1%) 1(<1%) 0
MHOKApAA
Mmoro XurepToHns 473 (41%) | 115 (10%) | 1 (<1%)
YECTH
Yectn Topemm BRIHH 16 (1%) 0 0
BeHo3HO 13 (1%) 6 (<1%) 7 (<1%)
- | TpoMboemMbon4HO
Co0BH HApYmIeHAS c'bﬁmeg
: 3auyepraBaHe 12 (1%) 0 0
Hewyecrn | Xunepronnyna xpu3a | 6 (<1%) 0 2 (<1%)
KpbeoH3nue 1 (<1%) 0 0
Penxu AHEBpHIMH H C C C
apTepHaIHi HEH3BECTHA| HEM3BECTH | HEH3BECTH
JHcexaunt 4ecTOTa ayecToTa | 4 vecToTra
Yectn Emsctakcuc 50 (4%) 1 (<1%) 0
Juchonus 48 (4%) 0 0
Jucnxes 42 (4%) 8 (<1%) 1 (<1%)
Pecumparopms, | XemonrHza 15 (1%) 1 (<1%) 0
: ’ Hewectn | PuHopes 8(<1%) 0 0
FPBARE M Benonpoben 2 (<1%) 0 0
MeJHACTHHAJHH Kp’BBDEIiJ]KB
HAapymiennd ITreBMOTOpaAKC 1 (<1%) 0 0
Penkn HurepeTHiIHanBa C C C
Genoapobua HEH3BECTHA| HEHW3IBECTH | HEH3BECTH
.| Gonect/mHEBMOHATT | WecTOTa 8 9eCTOTA | a 4ecTOoTa
MHuoro Jnapus 614 (53%) | 65 (6%) 2 (<1%)
4ECTH lanene 386 {34%) | 14 (1%) 0
[ToepoinaHe 225 (20%) | 18 (2%) 1 (<1%)
Kopemna 6omka® 139 (12%) | 15 (1%) 0
Yectn CTOMaTHT 96 (8%) 4 (<1%) 0
Jucnencus 83 (7%) |2(<1%) 0
dnaryaeHuus 43 (4%) 0 0
A6ToMHHATHA 36 (3%) 2 (<1%) 0
Cromanmino-apesHn JAHCTEH3HA
HApYIIenns Yinepauus B yctata | 28 (2%) 3 (<1%)
' CyxoTa B ycTaTa 27 (2%) 0
Hewectn | Ilankpeatut 8 (<1%) 4 (<1%)
Pextanen kppBouznue| 8 (<1%) 2 (<1%) ,
XeMaToxezus 6 (<1%)
T'acrpounTecTHHANEH | 4 (<1%) 2 (<1‘V% 5 k0
| KPBBOHIIIMB e il G
Menena 4(<1%) |11 | 8753
ITopumena 3 (<1%) 0 \\
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TiepHCTATTHKA

Amnanen kperoymHe | 2 (<1%) 0 0
Tlepdopanus Ha 2 (<1%) 1 (<1%) 0
JAe0eIoTO YepBo
KpbBouznue ot 2 (<1%) 0 0
ycTaTa
Kpneoksnue ot 2 (<1%) 1(<1%) 0
TOpHATA 9acT Ha :
racTPOHHTECTHHATHHA
TPaKT
EHTepoKyTaHHa 1 (<1%) 0 0
ducTyna '
Xemaremesa 1(<1%) |0 0
XemopoHaaneH 1 (<1%) 0 0
KPBBOU3IIHB
[epdopamna Ha 1 (<1%) 0 1{<1%)
wieyma
KpsBOH31MB OT 1 (<1%) 0 0
XPaHOIPOBOAA
Perponrepuroneanen | 1 {<1%) 0 0
KpPBBOH3IIHE
Yectn Xunepbunupybun- | 38 (3%) 2 (<1%) 1 (<1%)
€MHs ' '
A6GHOpMHa 29 (3%) 13 (1%0) 2 (<1%)
uepHOApoOHA
| dyHKIHA
XematoGumapan _ XenarorokcuunocT | 18 (2%) 11 (<1%) | 2(<1%)
Rapymenns Heuwectu | XKwirrennua 3 (<1%) 1 {(<1%) 0
JlexapcTBeHo 2 (<1%) 2 (<1%) 0
HHIYLIHPAHO
YepHOApoOHO
YBpeXKAaHE ‘
Yeproapobra 1 (<1%) 0 1 (<1%)
HEAOCTATHYHOCTT ‘
Mmnoro. © | lpomsna B upera Ha | 404 (35%) | 1 (<1%) 0
YecTH Kocarta
' Cunppom Ha 206 (18%) | 39 (3%) 0
naaMapHO-IUIaHTapHa
€PHTPOAH3ECTEIHA
Asoners 130 (11%) | O 0
Obpue 129 (11%) | 7 (<1%) 0
Yectu Koxna 52 (5%) 0 0
XMITOTIHT MEHTALHSA
| Cyxa koxa 50 (4%) 0 0
Dapymeniz a2 [ Crpben 29(3%) |0 0
| moaKoxHATA THKaAH Eprren 25 (2%) 0 0
Koxsa 20 (2%) 0 0
JIETIHrMEHTALHs
Xunepxuuposa 17 (1%) 0
Heuectr | Hapymenmus Ha 11(<1%) |0
' HOKTHTE
Koxna excommaips | 10 (<1%) | 0
Peaxnus Ha 7 (<1%) 0
(hOTOUYBCTBHTENHOCT:
Epuremen obpue 6 (<1%) 0
5 (<1%) 0
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KOXaTa
MakynozeH obpHB 4 (<1%) 0 0
Cuphsm obpre 3 (<1%) 0 0
Besuxynoszen obpue | 3 (<1%) 0 0
[enepanu3upan 2 (<1%) 1 (<1%) 0
cupben
Tetepammsupan obpus| 2(<1%) |0 0
Tanynozen obpue 2 (<1%) 0 0
Tinaarapen epureM | 1(<1%) [0 0
Koxen ynkyct C C C
. HEH3BECTHA| HEM3BECTH | HEH3BECTH
4eCTOTa a 4ecTOTa | a HecToTa
Hapymenun na Yeetn ApTpanrus 48 (4%) 8(<1%) |0
MYCKYJIBO- ' Muanras 35(3%) [2(<1%) |0
CKEJIeTHATA CHCTEMA MyCKyITHH cnasMi 25 (2%) 0 0
H CHeAHHBTEHATA Hewectn | MyckynHo-ckenetna | 9 (<1%) 1(<1%) |0
TBEKAH 00nKa
Hapymenns na Meuoro Tlporennypus 135 (12%) | 32 (3%) 0
6n6penure B YECTH
NHKOYHATEe OpTHIA | Hewecrm | Kpwmouanue o1 1 (<1%) 0 0
. ' MHKOYHHTE HHTHIA '
Hapymenna na Heuecrn | Menoparus 3 (<1%) 0 0
Bb3OPOHIBOANTEHAT Braraymmen 3 (<1%) 0 0
a cHCTEMA H IbpAaTa KPBBOH3JIMB
Merpoparus 1 (<1%) 0 0
Mmuoro VMopa 415 (36%) [ 65 (6%) 1(<1%) -
YeCTH .
Yectn Br3nanense Ha 86 (7%) 5{<1%) 0
06 JIMTABHIIHTE
Ny d’::_n“;ﬂ“;i‘::;'o“ AcTenus 82(7%) |2002%) | 1(<1%)
N — Eaem® 72 (6%) 1 (<1%) 0
bonka B repanTe 18 (2%) 2 (<1%) 0
Hevectu | Brpucane 4 (<1%) 0 0
Hapyienus ua 1 (<1%) 0 0
JIMCABHITHTE
Mpnoro TloBuinaBare Ha 246.(21%) | 84 (7%) 14 (1%)
YeCTH aNavHH- _
aMunotpancepazara :
INoruinasaue Ha 211 (18%) | 51 (4%) 10 {<1%)
acriaprar-
amMuHOTpaHchepasara [ -
Yectn Honmxarane Ha 96 (8%) 7 (<1%) 0
TErJIOTO
Iloruinasane Ha 61 (5%) 6 (<1%) 1(<1%)
. OHupyGHHA B KPBBTR
Hacneapauns Iosumasane Ha 55 (5%) 3 (<1%) 0
KPEAaTHHHHA B KPLBTA | '
Tloruinapane Ha 51 (4%) 21 (2%) T {<1%)
JIMnasara
IMoumkapaHe Ha Gpos | 51 (4%) 3 (<1%)
Ha GemmHTe KPBBHH /
kaerku! &
HopHamagane Ha 36 (3%) 0 ! ( i-:‘
THPOUA- : Al
CTHMYHpAaIHA
XOPMOH B KPBBTa
15
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Mopmuasane va | 35 (3%) 7 (<1%). 0
aMMIIasara
IMosumarane Ha rama-| 31 (3%) 9 (<1%) 4 (<1%)
TITyTaMHI
TpaHchepazaTta
[NoBHmaBaxe Ha 15 (1%) 2 (<1%) 0
KPBBHOTO Hajlirade .
INoemmnapane Ha 12(1%) | 1(<1%) 0
ypesTa B KPBBTa
OTKIIOHEeHHA B 12 (1%) 6 (<1%) 1(<1%)
4YepHOIpoOHHTE ‘
(YHKITHOHAIHH
TECTOBE
Heuectw | IMoemmasane Ha 11{<1%) | 4(<1%) 3 (<1%)
~ gepHOAPOOHUTE
EH3HMH ,
IouwxapaHe HA 7 (<1%) 0 1 (<1%)
KPBBHATA 3axap
Vapmxaeane va QT | 7 (<1%) 2 (<1%) 0
MHTEpEATla Ha
eJIEeKTPOKapAHorpamMa
IloBnmagase Ha 7 (<1%) 1(<1%) 0
TpaHcaMHHA3ZHTE
OTKIOHEHHS B 3{<1%) 0 0
THPEOHIHHTE
GYHKIHOHATHHA
TECTOBE
Iopmmapane Ha 2 (<1%) 0 0
JHAACTOITHOTO KPBhBHO
HAIATaHe -
TlopHIaBafe Ha 1 (<1%) 0 0
CHCTOIHOTO KPBEBHO
HaJIATaHE
1 HemeJIaHa peaKmis, CEbP3aHA ¢ ICUEHNETO, ChODIeHa No BpeMe Ha NOCTMAPKETHHTOBHA TICPHO
(cTioNTaHHA CHOGIIEHNA H CEPHO3HH HEeXENaHH PeAKLUHH OT BCHIKH KIHHHYHH IPOYIBAaHUA ¢ Na30naHut).
¥ HexenaHu peakiH, CEBP3aRH ¢ JICYCHHETO, CHOOIIABAHM CaMO 110 BPEME Ha MOCTMAPKETHHIOBHA
nepuoi. OT HANMYHHTE JAHHE He MOXe I3 ObJe HallpaBeHa OLISHKA Ha 9ECTOTaTa.
KoMOHHKpaRH ca CIeIHATE TEPMEHH.
* Kopemua Goulka, kopeMHa 60JIka B ropHATA K kopeMHa GONKa B JO/IHATA YacT HA KOPEMa
® Enem, nepudiepeH eleM, ef1IEM Ha OYHTE, NIOKATHIHPAH eIeM M eleM Ha JHIeTO
¢ Hrcrey3us, areyses H XHIOTey3nd
4 [onmxarane Ha Gpox Ha GeluTe KPHBHH KIIETKH, IOHIKABAHE HA 6pos Ha HeyTpOUIIHTE U MOHIMKABAHE
Ha Opos Ha IeRKOLITHTE
¢ [IoHMXKEH ANETHT H AHOPEKCHA
f Copaeuna AucdyHKups, TeBOKaMepHa AACHYHKIAA, ChPACYHA HEIOCTATEYHOCT H PECTPHKTHBHA
KapIHOMHOTIATHA
£ BeHo3HO TpoMGoeMGONHIHO chOHTHE, TbNG0KA BeHO3HA TpomGo3a, benoapobeH eMGONUIEM B TpombGo3a

HeyTponenns, TpoMGOLMTONEHHA M CHHAPOM HAa NAIMAPHO-INIAHTAPDHA EPHTPOIM3ECTESHA Ca
HAOMOIABAHH TIO-YECTO NPH MAIMEHTH OT H3TOYHOA3HATCKH HPOH3XO.

Ta6ngua 3 HexeNans peakmnd, CELP3AHA C JIeMEHHETO, CHOGIIEHH B HOPOYUBa
CAPKOM Ha MeKHTe ThKAaHH (1=382) wau no BpeMe Ha NOCTMAPKETHH

L

CreremMo- YecroTa Hexenann Berukna Crenen 3
OPraHEH KAacobe | (BCHUKR PeaKOuA ¢TENeHH n (%)
cTenenn) (%)
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‘Hndexunn n YecTH HHudexuua va 4 (1%) 0 0
pHGecTaNEH BEHLIMTE '
HeonnasMn- Muoro Tymopra Gonka 121 (32%) ~ | 32 (8%) 0
AoOpoKavecTBeHH| YeCTH
s 3I0KAYECTBEHH
M HeompeaeaeHH
(BKJT. KECTH H
NOJIHNH)
MHoro JleBxonenus 106 (44%) 3{1%) 0
4ECTH Tpombormronenns | 86 (36%) 7 (3%) 2 (<1%)
: Heytponenns 79 (33%) 10 (4%) 0
Hapymenus na Hegectn TpomboTHUHA 1 (<1%) _ 1(<1%) 0
KPLETa B MHAKPOAHTHONIATHA ‘
JampHaTa (BicmousTenHO
cacTeMal tpomboTHHa
TpoMbonuTo-
MIEHHYHA MypITypa H
XeMOJHTHYEH
YPeMHICH CHHIIPOM)
Hapymenns sa | Yectn XunorHpeonanseM | 18 (5%) 0 0
eHA0KPAHEATA '
CHCTEMA - E
Mmuoro Hamanen anetur | 108 (28%) 12(3%) |0
: YeCcTH Xunoanbymunemus’ | 81 (34%) 2 (<1%) 0
Hapymennsa na | Yectn Jexunparamus 4 (1%) 2 (1%) 0
MeTabommsma B | Heuectn Xunomarsesuemus | 1 (<1%) 0 0
XpaHeneTo | C Tymop-mH3He C nemsgectHa | C C
HEH3BECTHA | CHHApOM* yecToTa HEH3BECTHA | HEW3BECTHA
JeCTOTa 4ecTOTa YecToTa
Icaxuunn Yectn BezchHHe . 5(1%) 1 (<1%) 0
HAPYIICHAH _
Mhnoro - Jucreyzua 79 (21%) 0 0
YecTu CnasoGonue - 54 (14%) 2 (<1%) 0
Yectn Mepudepna 30 (8%) 1 (<1%) 0
Hapymenns Ha ' CEH30pHa
HepBHATA ' HEBpONATHS
cACTEMAa 3amasHoCT 15 (4%) 0 0
' Heuectu CHHIMBOCT 3 (<1%) 0 0
[apecTesns 1 (<1%) 0 0
Mosbuen uadapxr | 1 (<1%) 0 1 (<1%)
Hapymenns ga | Yectn 3ambrneHo 3penne | 15 (4%) 0 0
OuHTE _
Yectn - | Cppmeuna 21 (5%) 3 (<1%) 1 (<1%)
auchyHKips®
Q, 0,
Cupaeqnn g;:;mepna 13 (3%) 3 (<1%) 0
HApYIICHRA Bpanukapaus 4 (1%) 0 0
Heuecrn Muokapaes 1 {<1%) 0 0
HHpapkT .
‘Mmoro XHTIepTOHHS 152 (40%) 26 (7%)
HeCTH ' _
CraoBH Yectu BeHO3HO 13 (3%) 4 (1%) U,
n:n eHRS TpoMboeMbonHaHO / AT L
Py crbuTHe? g TS
Topeliin BhiIHH 12 (3%) O 3
3auepeaBane 4 (1%)
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Hegectn Kpreonsius 2 (<1%) 1(<1%) 0
Penku AHEBpHIMH H C HeuzpectHa | C C
apTepHAIHH 4eCcTOTa HEH3BECTHA | HEM3BECTHA
JHCeKaLMH YecTOTa YECTOTA
Yectn ErmeTakcue 22 (6%) 0 0
Jucdonns 20 (5%) 0 0
JucrHes 14 (4%) 3 (<1%) 0
Kamnnua 12 (3%) 0 0
TTHerMOTOpAKC 7 (2%) 12 (<1%) 1 (<1%)
Xninane 4 (1%) 0 0
Pecnmparopus, Benogpoben 4 (1%) 1(<1%) 0
IPLAEEE . KPBBOHBJIHE
MeXHACTHHEAIHR Heyectn gpo¢apnmaﬂﬂa 3(<1%) 0 0
OnKa
HApYEHEE Bpomxwaren 2 (<1%) 0 0
KPBBOH3/IHB
PunHopes 1 {<1%) 10 0
XemonTusa 1 (<1%) 0 0
Penxn HurepcTaimania C nenspectna | C C
BemonpobHa YecToTa HEH3BECTHA | HEM3BECTHA
Oonect/nieBMOHHTY 4eCTOTa YecToTa
Mmoro Jnapus 174 (46%) | 17 (4%) 0
HecTH lapene 167 (44%) | 8 (2%) 0
Iopprmane 96 (25%) 7{(2%) 0
Kopemna Gonka® 55 (14%) 4 (1%) 0
CroMatHt 41 (11%) 1 (<1%) 0
Yectn ASnomMunanAa 16 (4%) 2(1%) 0
' JHCTEH3UA . ,
Cyxora B yeTata 14 (4%) 0 0.
Hducnencus 12 (3%) 0 0
Kpepouanue B 5(1%) 0 0.
‘Lycrara
®OnaryneHupms 5(1%) 0 0
AnaneH kpreonzmeB| 4 (1%) 0 0
Heuectn lacrpounTtectrHane | 2 (<1%) 0 0
| H KpBBOW3NHB
Cromamno- Pexranen 2 (<1%) 0 0
JpeBHE KPBBOH3IIHR
HApymIeHHs EntepokyTranna 1 (<1%) 1 (<1%) 0
¢ucryna
CromaieH 1 (<1%) 0 0
KPBBOM3IIHB e
Menena 2 (<1%) 0 0.
KpnBoManue ot 1 (<1%) 0 1 (<1%)
_XpaHonporona ‘
IeputonuT 1 (<1%) 0 0
Perponepurtoneane| 1 (<1%) 0 0
'5BOH3/THB
Kpbeowanus ot 1 {(<1%) 1(<1%)
TOPHATA 4acT Ha
FaCTPOHHTECTHHANH
HA TPaKT
Iepdoparma Ha 1(<1%) 0
HiIeyM '

HU/H/0771/001-002/\B/002
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Hegectn AbHOopMHa 2 (<1%) 0 1 (<1%)
yepHOApOGHA :
XenaTobmanapu byHKIHs
H HApYIIeHHA C YeproapoOHa C nenspectHa | C C
HEH3BECTHA | HEJOCTATEYHOCT* | HecToTa HEH3BECTHA | HEH3BECTHA
YECTOTa _ ' 9eCTOTA HECTOTA
Mmuoro Tlpomsana na nseta | 93 (24%) 0 0
YECTH HA KOCcaTa
Xunomarmenrauusa | 80 21%) [0 0
HA KOXaTa _ '
ExcommaTupen 52 (14%) 2 (<1%) 0
obpuB
Yectu Anmoneuns 30 (8%) 0 0
Hapywenue Ha 26 (7%) 4 (1%) 0
KOXKaTac
Cyxa Koxa 21 (5%) 0 0
" 50
Rapymen G -
KOMAATA H
HOAKOKHATS HOKTHTC .
THKAR Cappbex 11 (3%) 0 0
Eputem 4 (1%) 0 0
Heuectn KoxeH yikyc 3 (<1%) 1 (<1%) 0 -
Ob6pue 1(<1%) 0 0
Tamynosen ofpus | 1 (<1%) 0 0
Peakiug Ha 1.(<1%) 0 0
doTodyBCTRBUTEN-
HOCT
CHHApPOM HA 2 (<1%)- 0 0
naaMapHo-
IUIaHTapHa
epHTPOAH3ECTE3NUS
Hapymennsa Ba | YecTu MyckynHo-ckenetHal 35 (9%) 2 (<1%) 0
MYCKYJIHO~ bolka
CKEJECTHATA Muanras 28 (7%) 2 (<1%) 0
CHCTEMA H Myckynnu cnasmu_ | 8 (2%) 10 0
CheJHANTENHATA | HeuecTH Aptpanrus 2 (<1%) 0 0
THKAH
Hapymennna Ba | Heuectn IIpoTenHypus 2 (<1%) 0 0
6nOpennTe B
NHKOHATE
IbLTHIIA
Hapymennsi Ba | Heuectn Braranmimen 3 (<1%) 0 0
BB3NPOHIBOJBTE KPBBOH3ITHB
HATA CHCTEMA H Menoparus 1(<1%) 0 0
rLpaara .
Mnoro Vuopa 178 (47%) 34 (9%) 1 (<1%)
YSCTH .
O6mu Yecrn Faew® 18 (5%) 1(<1%)
::;5::::';:“ H Bonka B repaure 12 (3%). 4 (1%)
BrpucaHe 10 (3%) 0
MACTOTO Ha i B I (<1%) 0
- edecTH Lananennee Ha ]
JIUCABHIIHATE
AcTeHus 1(<1%) 0
" . MHoro IMoHmwxkaBaHe Ha 86 (23%) 5(1%)
3cJIeABAHMS
| gecTH TErJI0TO

" HU/H/771/001-002/1B/002
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Yectn OrtknoHenns mpu | 29 (8%) 4 (1%) 0
H3C/IeABAHHA Ha '

YIIHTE, HOCA H
T'BPJIOTO® -

Tlopamagane Ha 8 (2%) 4{1%) 2 (<1%)
aNaHWH
aMHHOTpaHC-
depazara

OTKI0HEHHA B 6 (2%) 0 0
HHBATA Ha :
“XonecTepona

ITopnmaeane Ha 5(1%): 2 (<1%) 2 (<1%)
acmapTat
AMHHOTpaHC-
depazaTa

IMoBumasane na 4(1%) - 0 : 3 (<1%)
| rama-rayTaMui
TpaHchepazaTa

Heuectu TToBHIIaRaHEe Ha 2 (<1%) 0 0
' OnmupyboHHA B

KPEETA

AcnapTa'f 2 (<1%) 0 2 (<1%)
aMHEHOTpaHChepasa |

ANaHUH |1 (<1%) 0 11 (<1%)
aMHHOTpaHc(epasza

Hommwkasane va - | 1 (<1%) 0 1 (<1%)
| 6poa Ha
TPOMOOLTHTE

Varwmxasane Ha QT | 2 (<1%) 1 (<1%) 0
HHTepBa/a Ha
eNeKTPOKAPIHO-
rpamMa

T Heskenana peaxums; CBLP3aHa ¢ IEICHAETO, CHOGMEHa 10 BpeMe Ha IIOCTMAPKETHHTOBHA IEPHON
(cnonTanHy cHOOIMEHNA H CEPHO3HHA HEKCAAHH peaKiny OT BCHYKH KIHHHYHHA NPOy1BaHNA C
naszonanni).

* Hexcenanu peakuyH, CBBPRaHH ¢ NeYeHHETO, ChoOMARAHN CAMO TI0 BPEMe Ha NOCTMAPKETUHTOBHA
nepron. OT HANHYHMTE JaHHE He MOXe Aa 6bJe HanpaeeHa OLIEHKA HA HECTOTATA.

KomGHEApaHE ca CIeRHATE TEPMMHH:

* KopemHa fonka, kopeMHa 00JKa B ropHaTa 9acT Ha KOpeMa H raCTPOHHTECTHHaNHA Golka

® EneM, nepHepeH eaeM i €aeM Ha KIeTIavaTe

¢ ITo-romama 9acT OT Te3H Clydad ca GHIM cHHAPOM Ha namapno-mxamapna CPHTPONH3ECTEIHA

4 Bero3nu TpomGoemGoIAR c'LGHTmI BEIIOYBA TEPMHHETE BeHO3HA Tpombo3a, Henoapoben
emMOonH3EM H TpOMGO3a

¢ ITo-ronamaTa YacT OT TE3H CIIYUaH ONHCBAT MYKO3HT '
TJecrorara ce ocHoBaBa Ha Ta6mvmu ¢ naGoparopu cTokroctH oT VEG110727 (N=240). Te ca
JOKN2ITBAHH KATO HE/KEIAHK PEaKIIAH OT H3CAEIOBATEIUTE NO-PAMIKO C CPaBHEHHE © ycraﬁosenom B
TalnamMTe ¢ 1abopaTopHH CTOMHOCTH,

& CpOHTHA HA CHPACYHA AHCOYHKLMA ~ BKIIOYBAT JileBOKaMepHa AUCOHYHKIHSA, ChPASTHA HETOCTATBYHOCT H

PECTPHKTHBHA KapAHOMHOTIATHA -
" YecToTaTa ce OCHOBABA HA HEXEAHHTE PEaKIHH, AOKIAIBAHA OT U3cieforaTermte. JlaboparopHu
OTKJIOHEHMA €2 JOKIIaIBAHHE KaTo HekeNaHH Peakifiy Mo-pAIKo 0T H3CAEIORATEIHTE B CPaBHEHHE
YCTAHOBEHOTO B TAONHIKTE ¢ TaGopaToOpHH CTOMHOCTH.

HU/H/0771/001-002/1B/002

HeyrponeHwsa, TpoMOOLMTONEHHS W CHHOPOM HA MNAIMapHO-TUIAHTAPHA EPHTPO
Ha0/T01aBaHK TI0-YECTO MPH MALHEHTH OT H3TOYHOA3WATCKH [IPOH3XO.

IeapaTpuyHa NOMyaaIHA
[Tpodrner Ha Ge30MacHOCT NpH NEAHATPHYHY TIALHEHTH € NoA00eH Ha TO3H, OITHCaH 34
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IIPH BE3PAcTHH 3a 0400peHHTE HHAMKALMH B3 OCHORA HA JAHHHTE OT 44 NeAHATPHYHH NAIHEHTH B
npoyusase a3a I ADVL0815, u 57 neguaTpHusn nauueHTH B poy4sane ¢asa I PZP034X2203 (px.
Touka 3.1).

CrobmaBaHe HA TOTO3HPAHH HEXKEIAHH PEaKIHH .
CrobmapaHeTo Ha NOTO3HPAHH HEeXelaHU PeaKiMH clie]] paspeliaBaHe 3a YIOTpeGa Ha N1eKapCTBEHHA |

OpOAYKT € BaxKHO. ToBa no3eongBa 1a NPOABKH HAGOACHHETO HA CHOTHOIUSHHETO ITOM34/PHCK 32
NEKAPCTECHEA HPoayKT. OT MEAMUHHCKATE CHCIHAIHCTH ¢e M3HCKBA Ja ChoDIuasar BCAKa
NIONO3MpaHa HEXENAaHa peakims dpe3 3ITBIHUTENHA areHIys Mo jAekapeTsara yi. Jaman ['pyes”
Ne 8, 1303 Codna, Ten.: +359 2 8903417, yeGeaiir: www.bda.bg,

4.9 Ilpexosmpane

INasonanu6 B 1031 Ao 2 000 mg e oLeHeH B KIMHKYHK poy4ranud. YMopa Crenen 3 (n0303aBHCHMA
TOKCHYHOCT) ¥ XHNiepTonHa CreneH 3 ca HabmogasaHi npH 1 oT 3 nauMeHTH, KOKTO ¢a NPHEMATTH
103H, cboTBeTHO 2 000 mg 1 1 000 mg gHeERHO.

Hsama crienu¢yyer aHTHIOT NpH NpeAO3HpaHe ¢ Ma3onaHub | IeYeHHeTo Ha npeo3upaHeTo TpabBa
Jla ce CECTOH OT OOIIM NMOIIbPHKALIH MEPKH. :

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapmakoAHMHAMHYHE cBOlicTBA

QapMakoTepaneBTHYHA IPyna: AHTHHEOILIACTHYHH CPeCTBa, IPOTEHHKHHAZHH HHXHOHTOPH, NpYTH
HNpoTeHHKHHA3HH MHXHOHTOpH, ATC xoa: LO1EX03

Mexanu3bM Ha JelicTBHe _

ITazonanub e nepopaneH, MOLIEH, MyITHTaAPTeTeH THpo3HHKuHa3zeR HHXuOuTOp (TK1) Ha peuenTopH-
1, -2 1 -3 Ha ¢BHOBHA eHpoTENeH pactexeH dpaktop (VEGFR), TpoMGommMTHATE pacTeXkay GaKTopH
(PDGFR) - 1 —B, u peuenropa Ha daxropa Ha ctonopute kieTki (c-KIT), cke croiinocTy Ha ICso,
cnoteetHO 10, 30, 47, 71, 84 u 74 nM. B npeAKIMHAYEN eKCNEPHMEHTH, TTa20naH|0 € HHXHOHpan no
I0303aBHCHM HAYHH JIHTaH/-UHAYLMpPaHOTO aBTodochopwmpane na VEGFR-2, c-Kit u PDGFR-B
peLenTopHTe B KieTkuTe. [n vivo nasonanuG unxubupa VEGF-uamyimpanoro VEGFR-2
dochoprmipane B 6em ApoGoBe Ha MHIIKH, AHTHONEHE3ATa NPH PATHYHH XKHBOTHHCKH MOJIENH,
KaKTO M pacTe:Ka Ha MHOMKECTBO YOBEIIKH TYMOPHH KCEHOTPAHCIUIAHTATH IIPH MHIIKH.

DapMakoreHOMHAKA
Bre dapmakoreHeTHUEH METa-aHANIN3 HA JaHHH 0T 31 KIHHUYHH MPOYYBAHHMSA HA Na30NaHUD,

NPKIOKEH HWIH KaTo MOHOTEpamis WiH B KOMOWHAIHA ¢ APYTH CpeACTBa, nopuinasane Ha AJIAT >5 x
ITH (NCI CTC Crenen 3) pb3uuksa np 19% ot Hocurenure Ha HLA-B*57:01 1 ipu 10% ot He-
HocHTennTe. B Tasu 6a3a namim 133/2 235 (6%) ot nauuenTate ca HocHTenH Ha anen HLA-B*57:01
(8. TOuKA 4.4). :

KnyuHH4HY npoydsaHus

Bebpeunornemvuen xapyunom (RCC)
BezonmacHocTTa H eHKacHOcTTa Ha nazonannG npu RCC ca oueHeHH B paHiOMU3HPaHO,

ABOHHOCIIANO, I1a1e60 KOHTPOTHpaHo, MHOTOLIEHTPOBO TipoyyBaHe. [NatyenTn (N=435) ¢ esame
HafpeaHan u/HiH Meractatiier RCC ca pangoMusipan ia nony4asar nasonanut 804 b
AHEBHO WiIH 1aleGo. OCHOBHATA Lies Ha TPOYHBaHeTo € GHila A2 Ce OLIEHAT H CPaBHj
Ha JIeYCHHe 3a rpekKuBiaemoct Ges nporpecus (PFS), a ocHOBHAaTa BTOPHYHA KpaiHa
npexausieMoct (OS). Jipyrure fienu ca GIIH Ja ¢e OLICHAT HUBOTO HA obLIaTa cTemng
 MPOXB/DKHTEHOCTTA Ha MOBITHABAHETO.
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Or 06mo 435 nauuenTy B TOBa npoy4saHe, 233 nauueHTH ca 6uwin Ge3 npeuIecTBalloO JeYeH e, a
202 naupeHTH ca GWIH Ha BTOpA JIMHKS, KATO ca MOJY4YH/IH eJHO Npe/IecTBalIo JeyeHune Ha Oazara
Ha IL-2 unu INF-o. @yukusonanuoro ceerosuue (ECOG) e 6uno cXxoaHo Mexay rpyrnure Ha
nasonauub u maue6o (ECOG 0: 42% cnpamo 41%, ECOG 1: 58% cnpsamo 59%). ITo-ronsmara uact
OT MAaLMEeHTHTE ca HMaIK WiK Graronpuatau (39%), Wik cpeann (54%) MPOrHOCTHYHH (AaKTOPH MO
MSKCC (Memorial Sloan Kettering Cancer Centre)/Motzer. Bcuuky nauueHTH ca GHIIH Cbe
CBET/JIOK/IETHYEH XHCTOJIOTHYEH THIT WK NMPeAUMHO CBETIOK/IEThYEH XHCTOJNOIHYEH THIL.
[Mpubnu3uTeNHO NOJOBHHATA OT BCHYKH MAIMEHTH ca OM/IH ¢ 3 WIIH MOBeYe 3aCerHaTH OT
3a00/11BaHETO OpraHa M MpH NMOBEYETO NMALMEHTH € MMasio MetacTtasu B Genure apodose (74%) w/unu
numduuTe BB3H (54%) HA H3XOAHO HHBO.

Cxo/ieH MPOLIEHT OT MalMeHTHTe BLB BCAKa rpyna ca 6uin 6e3 npeamecTsanio Je4eH e | ¢
NpeIIIecTBalo JedeHHe ¢ UMTOKHHM (53% 1 47% B rpynata Ha nasonanu6, 54% wu 46% B rpynara Ha
nnaue6o). B rpynara ¢ npeaumecTsaino jie4eHHe ¢ IMTOKHHH, MoBeYeTo nalmeHTH (75%) ca noiy4uiu
Tepanus Ha 6a3ata Ha HHTepEepOH.

Cxo/ieH MPOLIEHT OT MalHeHTHTE BHB BCAKA IPyna ca OWIIH ¢ Mpe/iuiecTBalna HepeKToMus
(cvotBeTHO 89% 1 88% B rpynara Ha nasonanu® M B rpynata Ha niaue6o0) K/WIK NpeAIIecTBALIO
nmbueneverne (cboTBeTHO 22% U 15% B rpynara Ha nasonaHu® W B rpynara Ha miane6o).

[TbpBHYHMAT aHATH3 Ha MBPBHYHATA KpaiiHa Touka PFS ce ocHoBaBa Ha olieHKa Ha 3a00JISBaHETO
upe3 He3aBHCHM TIperJie]l Ha peHTreHorpaduuTe Ha LsIaTa NoNyaalMs Ha npoy4saneTo (Ge3
TNpeIIIECTBAILO JIEYEHHE H C MPEIIIECTBAIIO JIEYEHHE C IIMTOKHHH).

Tabanna 4 O6mu pesyararTn 3a epukacuaoct npu RCC no sezaBucuma onenka (VEG105192)

Kpaiinm Mazonannd Ilnanedo HR (95% CI) | P croiinoct
roukn/Ilonynanus Ha (eano-
NpOY4YBaHETO CTPAHHO)
PFS
O6ma* ITT N =290 N=145

Menuana (Meceim) 9,2 4,2 0,46 (0,34, 0,62) <0,0000001
CreneH HA NOBJIHABAHE N=290 N=145

% (95% CI) 1 30(25,1,35,6) | 3(0,5,6,4) - <0,001
HR = KoedumuenT Ha puck; ITT = “Intent to treat”; PFS = [Ipexussemoct 6e3 nporpecus. *-Ilomynamun 6e3
NpeIeCTBAMIO JICYSHHE H ¢ MPEeIecTBALIO JIeYEHHE C LINTOKHHH

®urypal Kpnea ma Kaplan-Meier 3a npexnBsiemocT 0e3 mporpecusi crnope]l He3aBHCHMA
OleHKa 3a ofmara nomyJjanus (momyJjamHu 0e3 npelmecTBAIIO JieWeHHE H C
npemecTBamo Jedyenne ¢ nurokunn) (VEG105192)

e — Pampanib{N 290)
Median 9.2 months

o & - Placebo (N =145) |
5 Median 4.2 months
+ :
s t Hazard Ratio = 0.46 |
: 95% C1 {0.34, 0.62)
P<0.0000001

G o “I 1
02 - b, e %"l ------ 5 . H

00 -

Proportion Progression-Free

Maonths
x oc; Mecewn, y oc; IIpouent 6e3 nporpecus, INazonann6 (N = 290) Menuana 9,2 mec
(N = 145) Menuana 4,2 Mecena; Koeduunent Ha puck = 0,46; 95% CI (0,34; 0,62), P<0,000000
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®urypa2 Kpusa ma Kaplan-Meier 3a npexunBsieMocT Ge3 mporpecHs cnopel He3aBHCHMA
OLeHKa 3a nony.amunATa 6e3 npeamecramo Jeuenne (VEG105192)

104 (N =155)

Median 11.1 months

weepeeee PlaCEDO (N = 78)
Median 2.8 months

Hazard Ratlo = 0.40
95% Ol (0.27, 0.60)
P<0.0000001

=
=]
L

o
-

Proportion Progression-Free
N =
r..l

P
r

Months
x oc; Mecemnn, y oc; [Iponent Ge3 nporpecns, [Tazonauu6 (N=155) Menuana 11,1 mecena; [Lnane6o ----
(N=78) Memnana 2,8 meceua; Koeduuuent va puck =0,40; 95% CI (0,27; 0,60), P<0,0000001

®urypa3 Kpnea Ha Kaplﬁn-Meier 3a NMpeXHBAEMOCT Ge3 mporpecHs CHopex He3aBHCHMA
OIleHKA 32 NONYJALHATA ¢ NpeJmecTBamo Jedenne ¢ nuroknnn (VEG105192)

s — 4+ Pazopanib (N = 135)
Median 7.4 months

8 08 ——+— Piacebo (N = 67)
£ Wedin 42
% 08+ Hazard Ratio = 0.54
E ]y e
% 041 + o s I
g 0.2 F SO A

0.0

0 § 10 15 20

~ Months
X oc; Meceny, y oc; [Iponent 6e3 nporpecus, [Tazonanu6 (N=135) Menunana 7,4 Mecena; Ilnaueﬁo -—--
(N=67) Memnana 4,2 meceua; Koeduuuent Ha puck = 0,54; 95% CI (0,35; 0,84), P<0,001

I1pu manMeHTHTE, KOMTO Ca Ce NOBJIMAIM OT JIeYUeHHeTO, MeJHaHaTa Ha BPEMETO JI0 NIOBIHABAHE €
6una 11,9 ceqMunm, a MeiMaHaTa Ha MPOAB/DKUTEIHOCTTA Ha MOBIHsABaHe € 6una 58,7 cenMuum
cnopen HesaBucHMaTa oueHka (VEG105192).

JlaHauTe 32 MeMaHaTa Ha obara npexkussaeMoct (OS) B kpaHHHA aHATH3 HA NIPEKHBAEMOCTTA,
oMnpezieNieH B POTOKoa, ca Ounm 22,9 mecena u 20,5 mecena [HR=0,91 (95% CI: 0,71; 1,16;
p=0,224)] 3a naumeHTHTE, PAHIOMH3UPAHH CHOTBETHO B PAMOTO ¢ Ma3onaHud ¥ paMoTo ¢ manebo.
Bb3MoxHH ca OTKIOHEHHS B pe3ysiraTuTe 3a obuara npeskussemoct (OS), T karo 54% ot
NalMEeHTHTE B PaMOTO ¢ Muianebo ca NpUeMali ChIlo M Ma3onaHHd B MPOAB/DKEHHETO Ha TOBa
npoy4BaHe cie/ nporpecus Ha 3abonasadeto. Lllectaecer u wecT nNpoLeHTa OT NalHe
npHeMainH muane6o, ca NoJyYWIH JeYeHH e clejl Npoy4yBaHeTo B cpaBHeHHe ¢ 30% o
npHeMaiy nasonanuo.

He ca Haﬁﬁm,uana]m CTATHCTHYECKH 3HAYHMH Pa3THKH MEXKITY IPyTUTe Ha jiede
rnobanHoTo kavecTBo Ha )kHBOT (Global Quality of Life), oueneno no EORTC
EQ-5D.
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B npoyurane dacza Il npu 225 nanHeHTH ¢ TOKATHO PELHANBHPAl WIH METACTATHYEH CBET/IOKAETEYUCH
6B6peuHOKIEThYCH KAPIHHOM, 00EKTHBHATA CTENEH Ha NoBNHABaHe e Owia 35%, a MeanaHaTa Ha
NPOABDKATEIHOCT HA [OBMMABaHeTO € Owna 68 ceMHLM cNopea He3aBHCHMATA OLICHKA. MemiaHaTa
Ha PFS e 6una 11,9 Mecena.

Beaonacuocna, edHKacHOCTTa H KA9ECTBOTO Ha JKHBOT n'pn nasonanub cnpaMo cyHHTHHHO, ca
OLIEHEeHH B €[JHC PaHIOMI3HPAHO, OTKPHTO, mapanenHorpynoeo ¢aza I Heumbepnopﬂo np0yqnaﬂc
(VEG108844).

B npoyuranero VEG108844, nanenty (N=1 110) ¢ noxanHo Hanpeasan w/iwiH meractaruues RCC,
KOMTO NIPEeIH TOBA He ca GHIM HA CHCTEMHA Tepanus, ¢a PAHNOMM3HPAHH Ja PHEMAT WIIH [1a30MaHuG
800 mg BenHBK AHEBHO Ge3 MpexbCRaHe, WM CYHRTHEMO 50 mg BeIHEK THEBHO B 6-CEAMIMHY
LHKIH ¢ 4 ceMHIIM Ha JICHEHHE, TIOCICABAHM OT 2 ceqMHIIA {e3 nedeHHe.

‘OcuoBHaTa LieJ1 HA TOBa NPOYYBAHE € A Ce OLEHH H CPaBHH npexxupieMoctTa Ge3 nporpecui (PFS)
TIPK NALMEHTHTE Ha JIEYeHHE C NIa30MaHKE B CPaBHEHHE C MAIYEHTHTE Ha Ne4eHue CbC CYHUTHHHE.
Hemorpadckure xapaKTepicTrK# ca GHIH CXOIHK MEXIY PaMeHaTa Ha JiedeHHE. XapaKTePHCTHKHTE
Ha 3a60/ABaHETO NPH ITHPBOHAYATHATA JHATHO3A M TIPH CKPHHAHFA Ca DanaHcHpanry MeXIy paMeHaTa
Ha neueHHe, KaTo MOBEYETO MAllHeHTH ca OHITH Che 3a00IABaHe OT CRETIIOKICTHYEH XHCTONOTHYEH
THI H cTenen [V, ' :

VEG108844 noctrra mepBHYHATA CH Kpaiiua To4ka PFS H mokaspa, He nasonaHub € ¢ He MO-MaJyika
euracHocT oT CyHHTHHEO, THH KaTo ropHara rpanuua Ha 95% CI 3a xoedHIHeHTa Ha PHCK € TI0-
HHCKA OT ONpe/ieNieHATA B IPOTOKONA JOMYCTHMA rPaHHIA 3a HenHepHopHoct ot 1,25. O6mute
pesyJrraTH 2a eHKacHoCT ca 0600ImeHH B Tabnuua S.

Tabaama 5 O6ma pesynraTa 3a epakacroct (VEG108844)

azonaund CynaTHHRO HR
Kpaiina Touka N =557 N=553 (95% CI)
PFS
| Obmo 7 _

MenuaHa (Mecelr) - 84 9,5 1.047

(95% Ch (8,3, 10,9 (8,3, 11,0) (0,898, 1,220)
O0ma npexxHBAEMOCT

Menuana (Mecen) 28,3 29,1 . 0,915

{95% CI) (26,0, 35.5) (25.4,33,1) (0,786, 1,065)
HR = KoednimeHT Ha pnéx; PFS = Ipexusacmoct 6e3 nporpecud, a P croimoct = 0,245 (2-cTpanHo)
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®urypa 4 Kpusa na Kaplan-Meier 3a npexuBsiemoct Ge3 mporpecHsi cnopej He3aBHCHMA
oneHka 3a obmara nonyaauns (VEG108844)
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Ananus Ha noarpynute Ha PFS e nanpasen 3a 20 memorpadcku u mporHocTHuHH (aktopa. 95%
JIOBEPHTEIIHH HHTEPBAJIH 32 BCHYKH NMOATPYNH BKIIOYBAT Koe(HLMEHT Ha puck 1. B TpuTe Hal-Mauku
or Te3u 20 MOArpynH, TOYKOBATa OLEHKAa Ha KoeuIlHEHTAa HA PHCK € HaiBuiuwiaa 1,25; T.e. npu
y4yacTHHLM Ge3 npenwecrtrama Heppexkromus (n=186, HR=1,403; 95% CI (0,955; 2,061)), u3xoaHu
croiiHoct Ha LDH>1,5 x ITH (n=68, HR=1,72; 95% CI (0,943; 3,139)), 1 MSKCC: HHuCBK pHCK
(=119, HR=1,472; 95% CI (0,937; 2,313)).

Capxom Ha mexume muvxanu (STS)

E¢uxacnoctra n 6e3onacHoctTa Ha nosonanub npu STS ca oueHeHn B ocHOBHO (haza 111
PaH0OMH3HPaHO, NBOWHO-CIIANO, MU1aleb0-KOHTPOIHpaHo MHOroLeHTpoBo npoyusane (VEG110727).
O6mo 369 naumenty ¢ Hanpeanan STS ca GuIM paHIOMH3MpaHH Ja nomyyasart nasonaHub 800 mg
BeHBK JHEBHO WM Muianebo. BaxkHo e, 4e caMO NalMeHTH ¢ OnpeeieHH XHCTOIOrHYHH MO/IBUI0BE
Ha STS ca nomycHaTH 1a yyacTBaT B M3MHTBAHETO, H CJIEJOBATENHO epHKAacHOCTTa M Ge30MacHoOCTTa
Ha na3onaHub Morar Ja ce CHHTAT 3a YCTAHOBEHH caMO NPH Te3H noArpynH Ha STS u neuenuero ¢
nasonaHub Tpa6Ba a ce orpanuum 1o Takuea STS noasumose.

Cneanure BUIOBE TYMOPH ca OMIIH MOAXOALIM:
®ubpobnactau (Gpubpocapkom npu BB3pacTHH, MUKCOYHOPOCAPKOM, CKIEPO3HMpALLL EITHTENIOHIEH
(dubpocapkoM, 310Ka4eCTBEHH CONMUTapHH GPUOPO3HH TYMOpH), T. Hap. GUOPOXHCTHOLIMTHH
(nneomopden 3nokauecTser Gpubposen xuctrouurom [MFH], rurantoknersues MFH, Bp3nanurenen
MFH), siefioMHOCapKOM, 37I0Ka4€CTBEHH IIOMYCHH TYMODH, Ha CKEJIETHUTE MYCKY./IH (TUIeoMOpdeH 1
anpeonapeH pabl0MHOCapKOM), BACKYJ/IapHH (ENUTENIOMIEH XeMaHT HOSHIOTEIHOM, AaHTHOCAPKOM),
HeIn(epeHIMpany (CHHOBHATIEH, ENTMTE/IOH/IEH, aJIBe0JIapeH MEKOThKaHeH CapKOM, CBET/IOK/IEThYEH,
Ae3MOIUIacTHYeH JpeOHOKPLITIOKNIEThYEH, eKCTpapeHaeH pabloneH TyMOp, 310Ka4ecTBeH
MEe3eHXHMOM, TNIEPUBACKYJIAPHH eMUTEeNIOMIHOKIeTbYHH TYMOPH, CAPDKOM Ha HHTUMAaTa),
3JI0Ka4€CTBEHH TYMOPH Ha OOBMBKHTE Ha MepU(epHHTe HEPBH, HeAU(EPEHLIMPAHH CAPKO
MEKHMTE ThKaHH, KOUTO He ca onpezesneHu nmo apyr Hauud (NOS) u apyru Buaose cap
ca U30pOeHH KaTo HeMOIXOMSIIIHN).

= [
CrieZtHMTE BHIOBE TYMOpPH He ca OWIH Noaxoasiy: [f & [
AJIMIOLIMTEH CapKOM (BCHYKH MOABHIOBE), BCHUYKH pabaoMHOCAPKOMH, KOHTO He C! aﬁm ; ’ /
n1eoMOpOHH, XOHAPOCAPKOM, OCTEOCAPKOM, TYMOPH Ha Ewing/NmpUMHTHBHH HeBpoemnepma}lHu g /)

25 "' ’mm'\b“‘
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TymMOpH (PNET), ractpo-uttectunanes crpomanex tymop (GIST), HepmaTohubpocapkoMa
npoTyOepaHe, BLAMATHTEICH MHOPHOPOOIacTeH CapKoM, 3NIOKAYSCTBEH ME30TEIHOM H CMECEHH
ME30NEePMAHH TYMOPH Ha MaTKATa.

Tpabea fa ce oTOeNekKH, Ye MALMEHTHTE C aJUNOLHTEH capKdM ca GHIM HAKITFOYEHH OT OCHOBHOTO
taza III npoyurane, THii Kato B npeapapurentoto ¢asa II npoyusare (VEG20002), akTHBHOCTTA
(PFS na cenmuna 12), nab/monasana ¢ NasonaHuG NpPH ATHIOIHTEH CAPKOM, HE € JOCTHIHANA
HeoOXOaMMaTa cTeneH, KOATO Aa MO3BOJH MO-HATATHIIHO KIHHHIHO H3CASIBaHe.

JIpyT KIHOYOR BKIOYBALIL Kpirepuii Ha npoy4saneTo VEG110727 € 6uit: XHCTONOTHYHH JaHHH 32
BHCOKA HITH CPEJIHA CTENeH 3oKkayecTed STS u nporpecus Ha 3a60/ABAHETO B paMKHTE Ha 6 Mecena
OT JIeYeHHe 33 METACTATHYHO 3a60mmane KA PELMAMB B paMKUTe Ha 12 Mecena oT (Heo)-
/aOBaHTHA Tepamui.

Ilpenn na ce BKIIOYAT B IPOYHBAHETO NEBETACCET H OCEM MpomieHTa (98%) oT yJacTHHLMTE ca
npHeMaTH NoKcopyOuuMH, 70% ca npremany udocthamug u 65% oT y4acTHHIHTE ¢a MPHEMANIH TOHE
TPH HJH [I0BEYE XHMHOTEPaNeBTHYHH NPOAYKTA.

IlanprerTHTE Ca 61T cTpaTHdHUHpaHn no dakTopuTe Ha GyHKUHOHANHKA cTaTyc no C30 (WHO PS)
(0 mnu 1) Ha u3x0AHO HHBO B Gpos Ha IMHHKTE Ha PEAINSCTBAIMIO CHCTEMHO JISYEHHE Ha HATIPEHAIIO
3abonsgBare (0 Wi 1 copsamo 2+). Bes Beaka OT rpynHTe HA JEUEHHE € HMAJO MaJIKO 110-BHCOK
MPOLIEHT Ha YYaCTHHIUMTE ¢ 2+ JHHHH HA NPEJIIECTBAlNo CHCTEMHO JieUeHHe Ha HanpeaHano
3abonapane (croTBeTHO 58% H 55% 33 paMOTO Ha JleueHHe ¢ WIae60 H paMOTO Ha NICUEHHE C
nasonaHut) B cpaBHeHHE ¢ (0 WM | TMHHY Ha NpeANIECTBALIO CHCTEMHO JIe4eHHE (ChOTBETHO 42% M
45% 3a pamoTo Ha nevyerHe ¢ anebo H paMOTO Ha NeveHHe ¢ Nazonanmb). Mennanara Ha
MPOAB/DKHTENHOCT Ha NMpOcAeMBaHe Ha YYACTHHIHTE {ONpeeieHa OT AaTaTa Ha paHIOMHIAIMA 10
naTa'[ﬁ Ha NOCJIeleH KOHTAKT HTH CMBPT) € Giuia moaobHa 3a IpeTe pamMeHa Ha nedeHue (9,36 Mecera
3a mnauebo [B Ananasou ot 0,69 ao 23,0 mecena) u 10,04 Mecena 3a nasonanub [B mHanazoH 0,2 no
24,3 mecenal.)

OCHOBHaTa LieN Ha Ipoy4BaHeTo ¢ Gina npexueaemoctTa 6e3 mporpecns (PFS), oeHeHa upes

HE3aBHCHM PaJHOJIOTHYEH NPETe]; BTOPHYHHTE KPalfHH TOUKH ¢a BKTIOUBATH 0011a NPexXHBAEMOCT
(O8S), of1ma cTeneH Ha NOBJIMABAHE M MPOJBLIDKHTEIHOCT HA MOBJIMABAHE.

TaGanua 6 O6ma pesynraTa 3a epukacHocT opn STS no nesapacama onenka (VEG110727)

HU/M/0771/001-002/| BIOb2

KpaHHH Toukn/ Ilazonanu6 ILlnane6o HR (95% CI) | P cToiinoct
Ionyanus Ba (aBy-
HPOYyIBAHETO CTPAHHO)
PFS .
O6wa ITT N=246 N=123
Mennana (ceaMuIm) 20,0 7,0 0,35 (0,26, 0,48) <0,001
Jlediomuocapkom N=109 N=49
Mennana (ceqmury) 20,1 8,1 0,37 (0,23, 0,60) <0,001
[Noarpynu Ha cCMHOBHANIEH N=25 N=13
capkoM .
Menauana (cchHun) 17,9 4,1 0,43 (0,19, 0,98) 0,005
Honrpymu na ,apyru STS” N=112 N=61
Mejuana (ceaMumm) 20,1 43 0,39 (0,25, 0,60) 1
os ];“‘
O6ma ITT N =246 N=123 -
MeuaHa (Mecerin) 12,6 10,7 0,87(0,67, 1,12)
26




Jlefiomuocapkom™ N=109 N=49

Menuana (Mecelin) 16,7 14,1 0,84 (0,56, 1,26) 0,363
INoarpynyu Ha CHHOBHAJIEH N=25 N=13
capkoM*

MenuaHa (MecelH) ' 8,7 21,6 1,62 (0,79, 3,33) 0,115
IMoarpynu Ha ,,apyru STS™* N=112 N=61

Menuaua (Meceun) 10,3 9,5 0,84 (0,59, 1,21) 0,325
Crenen HA NOB/IHABAHE
(CR+PR)

% (95% CI) 423,79 0 (0,0, 3,0)
ITpoab/DKUTETHOCT Ha
TIOB/THSABaHE

Menuana (ceamuun) (95% | 38,9 (16,7, 40,0)
CD

HR = Koeduuuent Ha puck; ITT =, Intent to treat”; PFS = [IpexuBsemoct 6e3 nporpecus; CR = [IenHo
nosnuasane; PR = Yactnuno nosnussane; OS = O6ua npeKuBsIeMOCT

* Obmara npeXUBAEMOCT 3a CHOTBETHHTE XHCTOJIOTHYHH TTOArpynH Ha STS (neffoMHocapkoM, CHHOBHAIIEH
capkoM u “mpyru ” STS) TpsaGBa a ce HHTepNpeTHpa ¢ NOBHIIEHO BHUMaHHE MOpaau Mankus 6poii Ha
NHIaTa H NIHPOKHTE JIOBEPHTEHH HHTEPBAJIH.

IMopo6xo nomobpenne B PFS, b3 ocHOBa Ha OLleHKa Ha W3cenoBaTeNs, € Habao1aBaHo B paMOTO Ha
nasonanu® B cpaBHeHHe ¢ pamoTo Ha ruianebo (B obmara ITT nomynauus HR: 0,39; 95% CI, 0,30 g0
0,52, p<0,001).

®urypa 5 Kpusa na Kaplan-Meier 3a npexuBsiemoct Ge3 nporpecus npu STS cnopen
He3aBHCHMA ONeHKa 3a o0maTa nonyiaauuns (VEG110727)

Estimated Survival Function

Subjects At Risk
Pazopanib 246 B8 25 5 1
Placebo 123 8
Note: 95% confidence interval bands are shown for each treatment

He e nabmonasana 3HauMTenHa pasinuka B OS Mex1y 1BeTe paMeHa Ha JICYEHHE TP
Ha OS, HanpaseH cnen kato 76% (280/369) or cxbuTuaTa ca ce cyunnu (HR 0,87;
p=0,256).
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IleauaTpyana nonynaixs

Hpoyurane aza [ (ADVLO815) na nasonannG e npoeeieHo npy 44 NeHATPHYHM NALHMEHTH C
PasNUYHH PeLHIMBUPAITH HIH pedpakTepHu comuauy TyMopK. OCHOBHATa Liel € A3 ¢ NPOoyIH
MaKCHMAJIHATA [OHOCHMA 71032 (maximum tolerated dose, MTD), npodunsT Ba 6e30MaCHOCT H
dbapmakokuneTHysmTE CBOlCTBA Ha NasonanHb npu Aeua. MenuaHaTa Ha NPOABIDKHTENHOCTTA Ha
€KCMO3HMIHA B TOBA Nipoy4Bake e 3 Mecena (1-23 mecena).

[Ipoyupane daza Il (PZP034X2203) Ha nasonaHu® e IpoBEACHO NpH 57 neJHaTPHYHH NALHEeHTH ¢
pedpaKTepHH COMHAHE TYMOPH, BETIOUHTENHO pabaomrocapkoM (N=12), He-pabaoMHocapkoMeH
MeKoTbKaHen capkoM (N=11), capkom Ha Ewing/pPNET (N=10), ocreocapkom (N=10),
HeepoGnacrom (N=8) u xenato6nactom (N=6). ITpoyupaHeTo € IIPOBEASHO KATO MOHOTEPAITHS,
HEKOHTPOJIHPAHO, OTKPHTO IPOYUBAHE 3a OMPEE/ISHE HA TEPaNeBTHIHOTO AeHCTRHE Ha Na3onaHub
JIPH JIETiA W IOHOWH Ha Bb3pact | 1o < 18 rogunm. [Tasonanu6 e npriarad exeqHeBHo nod gopmata
Ha TabneTkH B 1032 450 mg/m%/no3a wnu Karo nepopanHa cycneHsus 225 mg/m*/no3a. Makcrmanto
ROIYCTHMATA THEBHA 11032 3a TabneTxH e $00 mg u 400 mg 3a nepopanHa cycnensus. Menuanata Ha
NpOIBDKHTENTHOCTTA Ha excro3uums € 1,8 Mecena (1 neH-29 Mecena). :

PesysraTiTe 0T TOBa NpOy4BaHE He MOKAa3BaT 3HAYHMO AHTHTYMOPHO JEHCTBHE NpH CHOTBETHATA
NEeAHATPHYHA TIOITy/1alH4. 3aToBa Na3oNaHUd He ce NpenopryBka 3a ICYEHHETO HA TC3H TYMOPH INpH
. MeAHATPHYHA NOMYJaua (Bxk. Touka 4.2 3a HHGOPMAIHA OTHOCHO YIIOTpeba B nefHaTpuaTa).

EBponefickaTa areHIIHA MO JIEKAPCTBATA OCBOO0KIABA OT 33BDKEHHETO 33 NPeOCTABSHE Ha
Pe3yJITATHTE OT MPOYYBAHHATA ¢ PeePEHTHHA IEKAPCTBEH MPOAYKT, ChIBPKALL a30NaHKH0 BLB
BCHYKH TTOATPYITH HA IeHATPHUYHATA NOMY/IALHA TIPH JICYeHAE Ha KaplMHOoM Ha 610peka H
650peunoTo erense {C W3KNOYeHHE Ha HepobracToM, HedpobaacTOMaTO34a, CRETIIOKIETEYEH
capKoM, Me3o0macteH HepoM, Gr6pedeH Meayapen KapUMHOM 1 pabioHaeH Tymop Ha 6b6pexa)
(Bx. Touka 4.2 32 UH(OPMALHA OTHOCHO YTIOTpeDa B T IHATPHATA).

52 PapMaKOKHHETHIHH CBOHCTBA

AbcopGira

IIpn nepopanto npunokeHHe HAa eXHOKPaTHA 1032 nazonaHn® 8§00 mg Ha NalHEeHTH C5C CONMAHH

" TYMODH, MAKCHMAJIHATA IU1a3MeHa kKoHLeHTpaums (Cmax) npubamsmrenso 19 + 13 pg/ml e 6una
HOCTHTHaTa ciiel; MeaMana 3,5 gaca (rpaneum 1,0-11,9 uaca) u e nocruraata AUCo.» npubauzuTenso
650 £ 500 pg.h/ml. ExxenHeeH npueM Ha no3ata Boau Ao noenmasane Ha AUCot¢ 1,23 no 4 mpH.

He ¢ HabmonasaHo croTeTeTBamo nopumasane Ha AUC win Cmax IPH DasonmaHu® ¢ n034 Haj
800 mg. -

CHcTeMHaTa eKCTIO3MIMA HA TIA30TIAHUG ¢e MIOBMIIABA TpH IPHIOKeHHE ¢ XpaHa. [IprinoxeHHeTo Ha
na3onaHuG ¢ XpaHy ¢ BHCOKO WIH ¢ HHCKO ChABPKAHHE HAa Ma3HHHHA BOOM 10 NpuOAU3HTeNHO 2-
KpaTHo nopuimasade Ha AUC i Cuas. [Topaan Tora, naszonann® Tpa6ea fa ce npHiara Haii-manko asa
9aca ¢S WIH Hali-Manko eIMH Yac [peay XpaHeHe (BK. To4uka 4.2).

Ipunoxerrero Ha nazonanud 400 mg Harpoweka Tabnerka e nopuiuno AUCo-72)¢ 46% 1 Cimax
OpHOITHZNTENHO 2 ITHTH H € HAMATHIO tmax ¢ OPHOIMIHTEIHO 2 Jaca, B CPABHEHHE C NPHIIOKEHHE Ha
suia tabnetka. Te3u pesynTaTH MOKA3BaT, Ye GHOHATIMMHOCTTA M CTENEHTA HA NepopanHa abcopOiua
Ha nNazonanu® ca NOBHUIIEHM CE/ IPUIOKEHHE Ha HATPOIIeHaTa Tab/leTKa, B CPaBHEHHE ¢
HNpHIoKeHHe HA Wa TabneTka (Bx. Touka 4.2).

Pasnpenenenne
CBbp3BaHeTO Ha NIA30TIAHHG ¢ JOBEIIKUTE IUTA3MEHH NIPOTEHHH in vivo € Omio 1o-B

38BHCHMOCT OT KOHLEHTpalusTa Hay ctoiHocTH ot 10-100 pg/ml. In vitro npoyu
Y€ Na3cnaHAsG e cyGerpar Ha P-gp n BCRP. !

i
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bug chopM

PesysrTaTH ot in vitro NpoyuBaHMA MOKA3BAT, Ye MeTaGoH3MA Ha [1a30TIaHHG € MEIHHPAH TJIABHO OT
CYP3A4, c nesnauurenso yuacte Ha CYP1A2 u CYP2C8. Yetrpute ocHOBHH MeTabONIHTa Ha
na3onaHub OTTOBApAT CaMo 3a 6% OT eKCIO3HIMATA B Ia3Marta. EquH ot Te3n MeTabouTH
HHXHOHpa nponudepaimaTa Ha VEGF-CTHMYNMpaHH HOBEIIKH €HAOTENHH KIETKH OT YMOMIHKa/IHa
BEHA CBC CXOfIHA CHJIA C Ta3H Ha nasonmannG, apyrute ca 10 1o 20 meTh no-cnabo akTueny. Ilopann
TOBA, NCHCTBUETO -HA TA30NaHMD 3aBHCH TJIARHO OT eKCIOHIMATA Ha nazonasud.

Enumunupane _
[Nazonannd ce enuMuHEEpa 6aBHO CHC CPEIHO BpeMe Ha MOMYKHROT 30,9 yaca CJIel MPHIMKCHHE HA

npenopbumTenHara 1032 ot 800 mg. EnumiEMpaneTo e rnagHo ypes eueca, KaTo 6B6peuHoTOo
eMTMMHHHAPAHE OTTOBApA 32 <4% OT MPHIOKeHaTa ;[osa

Crnenannmn nomynaign

Dv6peuno vepeoioane ) _
PesyntataTe moka3sart, 4e N0-Manko 0T 4% OT A03aTa Ha IEPOPAITHO NPIUIOKEH Na3onaHud ce

€KCKPETHpa B YpBHATA 0N hopMaTa Ha nasonaHud 1 MeTabonuT. PesynraTuTe OT NOMYNALHOHHO
(dapMakoKMHETHUHO MOAETHpaHe (aHHH OT JKia ¢ mixoaHu croiinocTi Ha CLCR B paMkuTe Ha 30,8
ml/min g0 150 m)/min) nokasgar, 4e e MaJIko BEpOATHO OBOPEUHOTO yBpexKAAHE /id HMA KIIHHHIHO
3Ha49HM e(deKT BhpXy hapMaKOKHHETHKATa Ha ma3onaHuG. He ce HM3HCKBa KODHIHPaHe Ha J03aTa MPA
TAIHEHTH ¢ KpeaTHHHACB KHpbAC Hag 30 ml/min. [Ipenoprusa ce nopuiicHO BHHMAHHE TIPH

' MALMEHTH C KPeaTHHHHOB KnHpbHC noA 30 ml/min, Thii KaTo HAMa ONMT OT NPHIOKSHHE HA .
na30naHxb NpH Ta3d NoMyAaLiks MalMeHTH (BXK. ToUka 4.2).

Yeproopobno yepexcoane

Hexo

Menuanure Ha Cmax 8 AUC0-24) Ha naaonaﬂufi B CTALIHOHAPHO CHCTOAHUE NPH TALMEHTH C JIEKH
OTKJIOHEHHUA B MepHOAPoOHMTE mapaMeTpH (AeMHHPaHH HITH KaTO HOPMAJHA CTOHHOCTH Ha
OumpyOuH 1 BesKa cTeNeH NOBHIIEHHE Ha ananHH-amuHOTpadchepasa (AJIAT), unu kato
MoBHINEHHe Ha GunpyOuH (>35% pupexten) Ao 1,5 ObTH ropHaTa rpaHHIia HA HOPMATA, HE3ABHCHMO
ot croiiHocTTa Ha AJIAT) cnen npunoxenne Ha 800 mg BeAHEX JHEBHO Ca CXOIHH ¢ MEMAHHTE NPH
NALHEHTH ¢ HOpMaJiHa YepHORpobHa dyrkims (2xk. Tabnuua 7). [IpenopbumTesHaTa 1032 PH
NalMEHTH C JIEKH OTKIOHEHHS B CEPYMHMTE YepHONPOGHH MoKasaTenH ¢ 300 mg Ma3onaHud BeIHbK
OHEBHO (BK. TOuKa 4.2).

Ymepeno

MakcumannaTa nosiocHMa 103a naszonannd (MTD) npyu nanMeHTH ¢ yMepeHo '—prHO}J{pOﬁHO
yEpexaaHe (AedurmpaHo KaTo nopuiierHne Ha Swiupybuna >1,5 1o 3 Ty ropHaTa FPaHMIa Ha
HOPMATa, HE3aBUCHMO OT cToMHocTHTe Ha AJIAT) e 200 mg peAsbxk AHeBHO. CTOMHOCTHTE Ha
MeauannTe Ha Cmax 8 AUC(-24) B CTAMOHAPHO CHCTOAHME cAea Npunoxenue Ha 200 mg nasonann®
BEJHBK AHEBHO [PH MALIAEHTH C YMEPEHO YePHOAPOOHO YBpEkKaaHe, ca nprtausuTento 44% u 39%
OT CHOTBETHHTE CTOHHOCTH HA MEAHaHHUTE CJiel MpuwioxkeHe Ha 800 mg BeaHBX AHEBHO DpH
HALHEHTH ¢ HopMaliHa 9epHoApobHa Gyaxums (ex. Tabnuua 7).

Cropen 7aHHETe 3a He301aCHOCT H [IOHOCHMOCT, J03aTa Ha nasonasu® Tpadpa Aa ce pelylikpa 1o
200 mg BeAHBXK JHEBHO NPH XOPa ¢ YMEPEHO YepHOAPOGHO yBpeXKaaHe (BXK, ToUKa 4.2).

Texcro
CrofinoctrTe Ha MenHasHTe HA Cmax H AUC(0-24) B CTALIHOHAPHO CHCTOSHHE CITSH MPHIOKEHHE Ha 200
mg NasonaHHd BeIHbK AHEBHO NPH MALHEHTH C TE&KKO YepHOApobHO YBpeknaHe, ca npyEs
18% 1 15% 0T cHOTBETHHTE CTOHHOCTH Ha MeJJHAHMTE clle| npuiiokeHHe Ha 800 mg A’
TPH NALKEHTH ¢ HOpMa/Ha YepHoApobHa PyHKMA. BB3 0cHOBa HAa HaMareHaTa eKCTIONIMI

OrpaHH4YeRH YepHOApoOeH peseps; Ma3onaHWO He ce NIpenopbUBa NIPH MALIMEHTH C ’i‘eiﬂf(_) 1:« 2
1epHOApobHO yBpexaane (AeduHupano KaTo o6 6WTHPYGHH >3 ITETH ropHaTa FpaHHlla ﬁa.
HE3aBHCHMO OT cToiiHOCTTa Ha AJIAT) (Bik. TOUKa 4.2). _ A "—é .

. l : .: 7-':7 o a
29 \Q‘ b .

HU/H!0771/001-002/1B/002



Ta6aana 7 MeqsaEE Ha ¢apMaKkoKHHETHYAHTe HAPAMETPH HA NA3oNamERb B crannonapno
ChCTOSHAE, H3MEPeHH NPH JHNA ¢ YepHoApobHo yBpexaane (UY).

I'pyma Hicaeapana | C,,, (pg/ml) AUC @29 HpenopbuaTenaa
1033 {png x hr/ml) - A03a

Hopmanna = 800 mg OD 52.0 888.2 800 mg OD

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

dyaxnEa :

Jiexo UY ' 800 mg OD 33,5 7742 800 mg OD

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

¥mepeno IY 200 mg OD - 222 - 256.8 200 mg OD
(4,2-32.9) (65.7-487.7}

Temxo TY 200 mg OD 9,4 130,6 He ce npenopsusa
(2,4-24.3) {46,9473.2) '

OD — BeIHEXK THEBHO

Ileduampuuna nonyaayus :
Crien NprIoKeHHeTo Ha masonaHuG 225 mg/m’ (KaTo mepopaiHa CyCIieH3Hs ) PH NeIHaTPHYHH
MALHEeHTH, dapMaKoKHHETHYHHTE MapaMeTpH (Cmax, Tmax M AUC) ca mopo6HH Ha Te3H, ChOOIIEHH NO-
PaHO NPH BE3PACTHH NAlMeHTy, neKyeann ¢ 800 mg nasonanu. PeayITaTHTe NOKA3BAT, Y& MEKIY
Jielia H Bh3PacTHH HiIMa 3HAUMTE/IHa Pa3iiiKa B KNIMPBHCA Ha Na3onaHH0, HOPMaJM3HPaH CIpAMO
TeNISCHATA MOBBPXHOCT.

5.3 Ilpeaxnuunsan AaHBH 32 GesomacmocT

HpeAKITHHAYHHAT pod I Ha Ge30MacHOCT Ha Ma3onaHub € OLeHeH NPH MHUIIKH, IUTEXO0BE, 32U H
MaHMyHH. B npoyuBaH#s ¢ MHOTOKPATHO NpHJIaraHe py rpu3ady, eGeKTHTE BhpXY MHOMKECTBO
ThKaHH (KOCTH, 350H, HOKETHO JIETIIO, PeNPOAYKTHEHH OpPraHy, KphBHA ThKaH, Gp0peLt M naHkpeac)
H3CNEKAAT CBBP3aHH ¢ (papmakosnorusTa Ha nHxubupaHe Ha VEGFR w/unu HapyImapane Ha
cHrHaIHHTE MeTHINA Ha VEGF, kato nopevero edexTn ca HabmoaasaH# Mpy HABA Ha [UIa3MEHA
€KCTIO3HIMA 1O, Te3H, HabnoJapaHH B KIMHKKaTa. Jpyru HabmonaBany epeKTH BIUTIOYBAT 3aryba Ha
TerNio, AUAPHA W/ WIH 2a00N1ABaHUA, KOMTO ¢2 GHIM HIH BTOPHYHH HA JIOKATTHH FaCTPOHHTECTHHANHH
eexTH, NPHUMHEHH OT BHCOKA JIMTABMYHA SKCTIO3HLMA Ha JIEKAPCTBEHHS IPOXYKT (MaMyHH), HIH
dapmaxonsoraaH edekry (rpusaun), Iponndeparienu yepHoApoGHH Ne3HH (€03MHODHITHH OFHHILA
H a/IeHOM) ca HaOJmoAaBaHH IIPH JKSHCKH MHIIKH [IPH €KCIIO3HIMA 2,5 ITHTH NO-BHCOKA OT TA3H MPH
Xxopa Bb3 ocHoea Ha AUC.

B mpoyusaHus 3a JOBEHHWIHA TOKCHYHOCT, KOT2TO Ha IUTEXOBE B MEPHOAA Npean otOUBaHe ca
MPHAOKEHH A03H NpROAMzrTento 0,1 METH KIIMHHYHATA eKCIiosnims, 6azupana Ha AUC mpu
BBL3PACTHH XOPa, OT AeH 9 ciiel pakIaHeTo A0 Aex 14 clen paxaaHeTo, mazonaHHd MPHYHHABA CMBPT
1 abHOpMEH opraHeH pacTtex/pazsuThe Ha 6pbpenure, Geaure Apobose, yepHus Dpob H CHPLETO.
Koraro Ha mrexoBe B neprHoaa cniell OTGHBaHe ¢a IPHIaraHy JO3H OT AeH 21 cnex pakpaHeTo A0 AeH
62 cnen paXkpaHETO, TOKCHKOJIOTHYHHATE JAHHH €A CXOHH ¢ TE3H NIPH RB3PACTHH ILTBXOBE [1PH
noxo6HA excno3ulMH. [TeaHaTpUYHKUTE NALMEHTH ¢4 ¢ MOBHLIEH PYCK 32 KOCTHH M 350HH ¢()eKTH B
CPaBHEHHE C BB3PACTHHTE, Thil KATO TE3W POMEHH, BKIIFOYBALIN HHXUOHpaHe HA pacTexka (CKLCeHH
KpaiHHIp), 9yTUTHBH KOCTH ¥ peMojesnpase Ha 350H, ca HaOmogasasdu TIpH MIalH TUTBXOBE IPH
>10 mg/kg/nueBHo (paBgxo Ha NpubGIH3HTENHO 0,1-0,2 NBTH KIHHAYHATA eKCNO3MIMA, Ga3upaHa Ha
AUC nipH Bb3pacTHH X0pa) (Biac. Touka 4.4). :

EdexTn Bbpxy penponykiyara, depTunnTera 1 TepaToreHHH edexru
TNazonanu6 e mokazan eMOPHOTOKCHYHOCT H TEPATOrEHHOCT NPH MPHIOKEHHE TIPH
TIPH €KCITO3MUHH 0Beve 0T 300 MBTH NMO-HUCKH OT eKCTIO3HLMATA MPH XOpa (B‘bS
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Tena, noBHINeH Opoit kueTH 1 atpodus Ha siuHMUMTe. B npoyuraHe Ha dhepTHIHTETa IPH MBXKKH
TLTEXOBE He ca HabmonasaHy edekTy BEpXY undTocBaHeTO UK QEpTIWIHTETa, HO ca HabmoapaHH
HaMAJIEHO TErJIO Ha TECTHCHTE ¥ eMHIHINMECA ¢ HAMATABAHE Ha NIPOH3BEXIAHOTO KOITHYECTBOTO
criepma, Ha NOABHKHOCTTA Ha CIIEPMaTO30MIMTE H Ha KOHLIEHTPALHATA Ha CIICPMATO30HAM B
eNHIHAAMHKCA H TECTHCHTE IpH excrosuiin 0,3 T eKCIIO3ULMATA TIPH Xopa Bb3 ocHopa Ha AUC.

I'enoToxcHuHOCT .

ITasonaHKuG He € MPHYHHII FEeHeTHHHH YBPesKAaHHs TPH NPOBEXKIAHE HA TECTOBE 38 TCHOTOKCHYHOCT
(TecT Ha Ames, TecT 3a XpoMo3oMau abepanuu B 9oBeky neprbepHn mumbormTH U in Vivo
MHKPOHYKJIEAPEH TECT NpH IUTEX0Be). CHHTETHHCH MEXKIHHEH MPOAYKT, H3I0T3BaH NpH
OPOH3BOACTBOTO HA MAa30NaHKb, KOIMTO ¢ OTKPHBA CBINO B MATKM KOJTHYECTBA H B KPaHHOTO
JIEKAPCTBEHO BEIIECTBO, He ¢ O MyTAareHeH npH TectTa Ha Ames, HO € OHI TeHOTOKCHHEH IIPH TeCTa ¢
MHLIH THMGOM H in vivo MEKPOHYKJI€apeH TECT NPH MHIIIKH.

-‘KaHueporeHHoOCT

B neyroamuorau l'li)O)f'-lBaHPIﬂ 3a KaHIEPOreHHOCT ¢ a3onaHu®, ce HabmoaBa NOBHIIEHA Y€CTOTA Ha
4epHOAPOOHH aAeHOMH MPH MULIKH H TYOACHAIHHA acHOKAPLHHOMH Npy 1EX0Be. BB3 ocHOBa Ha
cneurgHYHATa NaTOTeHE3a TIPH IPH3a4H H MEXAHH3MA HA BE3HAKBAHE HA TE3H HAXOIKH, HE C& CUHTa,
Ye Te OTPa3ABAT HAMYHETO HA TOBMINCH KAHLEPOreHEH PHCK MPH MALHEHTH, IPHEMALIH TTa30NaHHo.

6. ©®APMAIEBTHYHH JAHHU
6.1 CnHEchK HA NOMOIIHHTE BeIECTRA

fazonanub Teea 200 mg punmupanu mabremxu: .

Anpo Ha Tabnetkara:
MiukpokpucTansa uenynosa (E460)
HarpHer HHIDECTEH riHKonar (Tumn A)
IMosunon K30 (E1201)

Marnesuer creapar (E470b)

DHIMOBO OKPUTHE:
Xnnpomenosa (E464)
Twranoe anokcun (E171)
Maxkporon 400 (E1521)
YepseH xenesed okcug (E172)
IMonucop6ar 80 (E433)

Hlazonanub Teea 400 mg puwmupanu mabremxu:

Anpo na Tabnerkara:
MukpoxpucranHa uemynosa (E460)
Hartpnes HuinecTeH raukonar (THO A)
IToeuaon K30 (E1201)

Marnesuee creapar (E470b)

DHIMOBO MOKPHTHE:
Xunpomenoza (E464)
Twuranos muokcup (E171)
Makporon 400 (E1521)
ITonucop6ar 80 (E433)

6.2 HecbpBMecTEMOCTH

Henpunoxemo
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6.3 Cpox na rogaOCT

3 m;IIHHH.

6.4 CpenHajNHH YCJIOBHE HA CHLXPAHCHHE

To3n nexapcTBeH NPOAYKT HE W3HCKBA CTICLHAIIHH YCIIOBHSA 34 CBXpaHEHHE.

6.5 'BagHd chALpXAHEE HA OMAKOBKATA

Hazonanub Teeg 200 mg purmupanu mabremuu:

30, 60, rpynoea onakoeka no 60 (2 onakoeku tio 30), 90, rpynoea onakopka no 90 (3 onakoBku
no 30) ¢punMuparn TabneTkH B nposzpaunu AmyMuruii-PVC/PE/PVDC 6ancreph.

Hazonanubt Tega 400 mg d)mumu mabremxu:
30, 60, rpymioBa onakoBka 1o 60 (2 onakosku nio 30), 90, rpynoea onakoeka no 90 (3 omakoBkH 1o
30) ¢punmupanu Tabnerxu B nmpospaunn Amymunui-PVC/PE/PVDC GnucTepn.

He BcHuky BHAOBE OTTAKOBKH MOTAT Aa GBJAT IyCHATH Ha razapa.
6.6 Cnennajuu npeINasHE MepKH NPH H3XBLPJIAHE

Hama CIICIITHATHH H3HUCKBaHHA.

7. NIPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

TevaB.V.

Swensweg 5

2031 GA Haarlem

Hunepnannus

8. HOMEP(A) HA PASPENIEHHUETO 3A YITIOTPEBA

" MasoraruG Tesa 200 mg — Per. Ne 20220051

[Tazonanu6 Tepa 400 mg — Per. Ne 20220052

9. JIATA HA ITHPBO PAIPEINABAHE/TMIOAHOBSBAHE HA PA3PEINEHHETO 3A
YHOTPEBA

JlaTa Ha ITEpRO paspemasane: 14 'q)eprapH 2022 T.

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA
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