KPATKA XAPAKTEPHCTHKA HA TPOAYKTA X OX 2 0 OIS 7/ 5

1. MME HA JJEKAPCTBEHHSI TPOYKT AOTOTC g0 s

[Tazonanu6 Tesa 200 mg ¢punmupanu TabneTku
Pazopanib Teva 200 mg film-coated tablets

[Tazonanu® Tesa 400 mg ¢punmupanun TabneTku
Pazopanib Teva 400 mg film-coated tablets

2. KAYECTBEH U KOJIHHECTBEH CbCTAB

lHazonanuo Tesa 200 mg dhurmupanu madiemcu
Beska punmMpana tabnerka cbabpika nazonaHud xuapoxiaopua (pazopanib hydrochloride)
ekBuBasieHTeH Ha 200 mg nazonanub (pazopanib).

[azonanud Tesa 400 mg dhuimupanu madaemxu
Beska punamupana Tabnerka cbabpaka nazonaHud xuapoxyuopua (pazopanib hydrochloride)
exkBuBasieHTeH Ha 400 mg na3zonanub (pazopanib).

3a MbJIHUA CITUCHK HA NMOMOILIIHUTE BELIEeCTBA BUXKTE TOUuka 6.1.

3 JIEKAPCTBEHA ®OPMA

duamupana Tabnerka

[lazonanuo Tesa 200 mg dhurmupanu maonemxu
Po3osa, npoabiarosara ¢uimupaHa tabnerka, ¢ BIbOHaTo penedHo o3Hauenue .,200% or eHaTa
cTpaHa U ¢ npuOIM3KTENHM pasmepu 14,3 mm x 5,7 mm.

[azonanud Tesa 400 mg humupanu maoremxu
bsana, npoawarosara puaMupana tabnerka, ¢ BUTbOHaTO penedHo o3Hauenue ,,400° or eaHaTa cTpaHa
U ¢ npuOan3uTeNHU pazmepu 18,0 mm x 7,1 mm.

4. KJIMHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHSA

bbuOpeunokneTbueH kapuuHom (RCC)
[lazonanun® TeBa e nokasaH nNpv BL3PACTHH 3a JICYEHHE OT MMbpPBa JIMHUS Ha Hanpe/Hasl
ObOpeyHokneTbueH KapuuHOM (RCC) M npu nauMeHTH, KOUTO ca MoJIyYH/IH NMPpeaLIeCcTBalllO JIEYEHHE

C IMTOKHWHH 3a HanpeaHaso 3ado/sBaHe.

CapkoMm Ha MekuTe TbhKaHH (STS)
[Tazonanu® Tea e nokasaH 3a Je4YeHHe Ha Bb3PAaCTHH MALMEHTH ¢ OTNpee/IEHH NOABHI0BE HA
Harpe/JHaJl CapKkoM Ha MeKkuTe ThKaHH (STS), KOUTO ca Nosyuyn/Iv npealiecTnalla XuMHoTepanus 3a
MEeTacTaTH4YHO 3a00J1IBaHe WJIH NPH KOUTO € HACTbIKIIA rporpecus 10 12 meceua cnen (Heo)
a/IDBAHTHA Teparus.

EdukacHocTTa n 6e30nacHoCTTa ca YCTAHOBEHH CaMO TPH ONPE/IEIEHH XHCTOIOrHY pHE . \\

noasuaose Ha STS (Bxk. Touka 3.1). ARAOION 1D\
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4.2 [o3upoBka B HAYHH HA NPHJI0KEHHE

Jleuenue ¢ [azonanu® Tepa TpaOBa a ce 3anouBa camMoO OT JIEKap ¢ OMUT B NMPHIIOKEHUETO Ha
NPOTHBOTYMOPHH CPEACTBA.

Jlo3UpoBKa

Bv3pacmuu
[IpenopwurTenHaTa no3a nazonaHub 3a neueHue Ha RCC nnn STS e 800 mg BeaHbX AHEBHO.

Kopexyun na oozama
3a na ce OBAAACAT HEXKENAHHTE PEaKLUUN, KOPEKUMATA HA A103aTa (MOHW)KABAHE WAH MOBULIABAHE)
TpaOBa 1a ce NpaBH CTLNANOBHAHO ¢ no 200 mg HU3XOAAO WK BB3XOAIIIO Bb3 OCHOBa Ha

WHAHBUAYaNHATa NoHocUMoOCT. Jlo3aTta Ha nasonanub He TpaOBa na Haasuiwaea 800 mg.

lleduampuuna nonyaayus
[Tazonanub He TpaOBa aa ce H3MOA3BA NPH A€LA HA Bb3PAcT NOA 2 rOAMHH NOpajd CbOOPAKEHHUA 3a
0€30nacHOCT OTHOCHO pacTeka U pa3BUTUETO HA OpPraHUTe (BXK. TOYKH 4.4 1 5.3).

besonacHocTTa H epMKacHOCTTA Ha NazonasHd NpH Acua Ha Bb3pacT oT 2 A0 18 roinHHU Bce oLle He €
YCTaHOBECHA.

HanuunuTe NOHacTOALEM AaHHU ca onucaHH B Touka 4.8, 5.1 1 5.2, HO NpenopbKH 3a 103HPOBKATA
He MoraT Aa 6baaT JaneHn.

Cmapuecka gb3pacm

JlaHHHTe 3a NpUIOKEHHEe Ha Na3onaHud Npy NALMEHTH HAa BB3PACT Ha U Haa 65 roauHM ca
orpaHHueHH. B npoyusanus ¢ nazonannt npu GHOpEYHOKNIETHYEH KAPLIMHOM KaTO LIAIO0 He ca
HabnoaaBaHH KIMHHYHO 3HaYMMHU pa3iiiky B 0€301nacHOCTTa Ha Na3onaHud Mexay xopa Ha Bb3pacT
Haa 65 roJHHY K No-Maaau NauxdeHTH. KMMHUYHUAT ONHUT He N0Ka3Ba PAVIHKH B MOBITUABAHETO
MEXIY NaLHEHTHTE B CTAPYECKa Bb3PacT M MO-MAAJAUTE NALKMEHTH, HO HE MOXKE 113 C€ H3KIIKYH
MOBHULIEHA UYBCTBUTENMHOCT MPH HAKOH NAUHEHTH B CTApUECKa Bb3pacT.

bwvbpeuno ygpeoicoare

Masko BepoaTHO € OBOpeUHOTO yBpexaaHe Aa OKa3pa KIMHHYHO 3HAUYUM e(eKT BbpXY
(hapMaKkoOKHHETHKaTa Ha Nna3onaHHO, KaTo ce MMa NMpeaBHA HHUCKaTa ObOpeyHa eKCKpeLus Ha
nasonaHub W HeropuTe MetadonuTH (BxK. Touka 5.2). [lopaan Ta3v NpHYHHA He Ce Hanara KOpeKuus
Ha J03aTa [pH NalMeHTH ¢ KpeaTUHHUHOB KITHpBHC Haa 30 ml/min. Ilpn nauuenTy ¢ KpeaTHHWHOR
KinpbHe noa 30 ml/min ¢ce npenopbyBa NOBUIIEHO BHHMaHHe, Thil KATO HAMa OIMUT C Na3onaHud npu

Ta3H MOMyJalMs NaLHeHTH.

Yeprnodpobro yaepesicoane

[TpenopbKUTE 3a 103MPpaHE MPU NALUMEHTH € YEPHOAPOOHO yBpexaaHe ca OCHOBaHH Ha
¢hapMaKOKMHETHYHUTE NPOYYBAHHUA Ha Na30NaHUuO NMpHU NMaLUEHTH C pa3ivvHa CTENEH Ha YepHoapoOHa
nucyHxkuua. (Bx. Touka 5.2). [lpeau zanouBaHe U Mo BpeMe Ha JieUeHHe ¢ Na3onaHud Ha BCHYKH
‘TIaLHEHTH TPAORA J1a ¢e NPaBAT H3CACABAHHSA Ha YepHOApOOHaTa QYHKLMA, 32 A Ce ONpeaeiu JalH
MMAaT YepHoapoOHO yBpexaaHe (Bx. Touka 4.4). [IpunoxkeHrero Ha na3onaHud NpU NalKEHTH ¢ NeKo
WJIH YMEPEHO YEPHOAPOOHO YBpexKaaHe Tpabra Aa CTaBa ¢ MOBHILCHO BHUMAHHKE W NPY BHUMATEITHO
npocjeAdaBaHe Ha MOHOCUMOCTTA. [IpenopbunTenHaTa 403a NPH NAHKUEHTH C JIEKH OTK/IOHEHHUA B
cepyMHHTE YepHoApoOHM nokaszarenn (aepHHUpPaHH WIH KaTO HOPMAJIHK CTOHHOCTH Ha OMnHpyOuHa
1 NOBHUIEHHE HA anaHHH-aMuHOTpaHcdepasa (AJIAT) or Bcaka cTeneH, WK KaTo NMOBUILIEHHE Ha
ounupybuna (>35% aupexkten) ao 1,5 nmbTH ropHata rpaHuua Ha HopMara (I'T H), HezasucuMo ot

uepHOoApPOOHO yBpexaaHe (1epMHUPAaHO KaTO NOBUINEHHE HA OUnMpyOuH >1,5 no 3
He3aBHCHMO OT cToliHOocTHTE Ha AJIAT) ce npenopbuBa HaMaleHa 103a na3onaHud
JIHEBHO (BX. TOYKa 3.2).
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[TazonaHub He ce npenopbyBa NMPHU NMaLUEeHTH ¢ TEXKO YepHOAPOOHO yBpekaaHe (AehUHUPAHO KATO
o6 6unnpyouH >3 x I'TH, HezaBucumMo ot croitHocTTa Ha AJIAT).

Buxre Touka 4.4 3a npociaeasBaHe Ha YepHOAPOOHaTa (PyHKLHA U 3a MPOMAHA Ha 103aTa [IpH
MALMEHTH C JIEKAPCTBEHO HHAYUMPAaHa XeNaTOTOKCHYHOCT.

Hauuy Ha NpHAOKEHHE

[TazonaH#u6 € 3a nepopaino npunoxerue, Toi TpsOBa na ce npuema 6€3 xpaHa, NOHE €AWH Yac npeau
WM JIBa Yaca cnea xpaHeHe (BX. Touka 5.2). Quamupannte Tabnerku Tpabea aa ce npuemar UenM ¢
BOJA H I1a HE C€ UYMNAT WK HATPOWIARAT (BXK. TOUKA J.2).

4.3 IlpornBOnoOKa3anuA

CBpBbXYYBCTBHTENHOCT KbM AaKTHBHOTO BELUECTBO MITM KbM HAKOE OT IMOMOLIHHTE BeLlEeCTBa,
H30poeHH B TouKa 6.1.

4.4 CnenHajHH npeaAynpexaeHus H NPeANa3HA MEPKH NpH ynotpeda

YeproapoOHH edexTH
ITo BpeMe Ha NMpHIOKEHHEe Ha na3zonaHuO ca cboblaBaHM C1yuau Ha HepHOAPoOHA HeNOCTATBHHOCT

(Bi1IOUMTENHO aTanHyu cny4yau). [IpunoxeHneTo Ha nazonaHud NPH NALMEHTH € JIEKO WU YMEPEHO
yepHOAPOOHO YBpeXaaHe TpabBa 1a cTaBa ¢ NOBULLEHO BHUMAHHE W MPH BHUMATENHO NPOC/CAaBaHe.
[IpenopbuMTenHata 1032 NpY MALUHEHTH C JIEKH OTKJIOHEHUA B CEPYMHHTE YEPHOAPOOHHU Noka3aTenn
(ne¢HHMpaHH WIH KaTO HOPMAJTHH CTOMHOCTH Ha OWinpyOuHa U nopuiieHre Ha AJIAT ot Bcaka
CTerleH, WK KaTo NoBUileHHe Ha Ounupybuna no 1,5 x I'TH, He3aBucuMO oT cToHHOCTTa HAa AJIAT) €
800 mg nazonaHu® BeaHbAK AHEBHO. [IpH NAUMEHTH ¢ YMEPEHO YEPHOIPOOHO YBpEKIaHE CE
npenopb4yBa HaManeHa A03a nazonanud 200 mg seaAHbLXK AHEBHO (NOBUILIEHHUE Ha OUnHpyOHuHa >1,5 ao
3 x I'TH, He3zaBucumMo ot ctoliHocTuTe HA AJIAT) (Bx. Touka 4.2 u 5.2). [TazonaHub He ce
npenopbHBa NpH NalMEHTH ¢ TEXKO YepHOAPOOHO yBpexxaaHe (0dw 6wiupybun >3 x I'TH,
He3aBHCHUMO OT cTolHocTTa Ha AJIAT) (BXK. Touka 4.2 1 3.2). [IpH Te3U NALUMEHTH €KCHO3UIMATA NPU
no3a 200 mg e 3HauMTENIHO HAMAlIeHa, BLIIPEKH Y€ € MHOro BapHabuiHa, cbC CTOMHOCTH, CHMTAHHM 34
HEeAOCTAThYHH A4 OCHTYPAT KIMHHYHO 3HAUYUM e(EeKT. '

B KJIMHHYHH MpOy4BaHHA C na3onaHud ca HabNAaBaHM NOBULLIEHH HUBA HA CEPYMHMTE
TpaHcamuHasH (AJIAT, acnaprar amuHoTpaHcdepasa [ACAT]) v 6unupybun (Bx. Touka 4.8). B no-
rojisiMa 4acT oT ciryvyauTe e chobiasano 3a w3onHpano nosuwaeaHe Ha AJIAT w ACAT, 6e3
CHN'BTCTBALLC MOBHILIABAHE Ha anKanHaTa ¢ocdara3za unu ounupyduHa. IlaumeHTH Ha BB3pacT Hal

60 roauHu Moxe J1a ca ¢ MoBHLIEH pHck 3a Nieka (> 3 x TTH) no texka (> 8 x I'TH) ctenen nHa
nosvilnasaHe Ha AJIAT, ITauvenTure, HocuTenn Ha anen HLA-B*57:01 cbio ca u3noxkeHH Ha
MOBHLLIEH PHCK OT nosHllaBaHe HA AJIAT, cebp3aHO ¢ npuema Ha nasonaHud. YepHoapoOHara
¢byHKuHs TpaOBa Aa ce npociieAsBa AP BCHUYKH, NOJy4aBallly na3onaHub, He3aBUCHMO OT reHOTHNA U

BBL3pacTTa (BXK. TOUKa 5.1).

CepyMHuTe YepHOOpoOHM nokasares TpsOBa Aa ce N3CNeABaT NPelH 32[10YBAHE HA JICYEHHETO C
nazonaHuo, Ha 3-ta, 5-ta, 7-Ma ¥ 9-Tta ceaAMHLA, Clie KOETO Ha 3-TH W Ha 4-TH Mecell, ¢
DOITLJIHUTENTHH HU3CIIEBaHHA NMPH KJIWHAYHU nokasadua. [leppoauuHoTo UM nicneaBane tpabea aa
NPOABL/DKH H cliefl 4-TH MeCEL.

Buxre Tabnuua 1 3a ykazanus 3a NpoMAHA Ha& £03aTa MPH NALKMEHTH ¢ H3XOJHH CTOHHOCTH Ha oL
omnnpybun < 1,5 xITH n ACAT u AJIAT <2 xI'TH:

Tabauna 1 HPOMEHH HA A03aTa NPH JeKAPCTBCHO-HHAYLHPAHRA XENATOTOKCHHHOCT

CroiiHocTH Ha YepHoapoOHHuTe | IIpoMsiHa Ha no3zarta
NOKa3aTe/H
[lopuiuapaHe Ha Jla ce npoab/DKY NEYEHHETO ¢ Na30naHub, KaTg
TpaHcaMHHa3uTe Mexay 3 U 8 x | ce npocaeassa YepHogpobHara dyHKLHS, AOKA
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ITH TpaHCaMHHAa3UTe ce BbpHaT Ao CrerneH 1| WiK 10 H3XOAHO HHBO.

[ToBUIIaBaHE Ha Jla ce npeKbCHE NEYEHUETO ¢ Na3onaHuod, JOKATO HUBATA Ha
TpaHcamuHasute > 8§ x I'TH TpaHCaMHHa3uTe ce BbpHAT A0 CreneH | UM A0 H3XOAHO HUBO.
AKO ce npeLeHH, Ye NOTEHUHANHHTE T0J3K OT MTOBTOPHO
3aNO4YBaHE Ha JieYeHHe ¢ Na3onaHud HaaBHLIABAT PUCKA OT
XeNnaTOTOKCUYHOCT, TOraea aa ¢e 3anoyHe OTHOBO JIEHEHHE ¢
nazonaHu® B HamasneHa 2o3a ot 400 mg AHEeBHO M Aa ce
H3CNEOBAT CCPYMHUTE YEPHOAPOOHH MOKa3aTe/IH BCAKA CeAMULA
B NPOJBLKEHHE Ha 8 ceaMHLM. AKO Cell TOBTOPHO 3allOUBaHe
Ha JIeYeHHETO ¢ Ma30naHyud, NOBHUILABAHETO HA TPAHCAMHUHA3HTE
aocTurie otHoBo >3 x I'TH, npuemsT Ha nazonanud Tpadea na
ce NMPEYCTAHOBH OKOHYATENHO.

[loBHIUaBaHE HA Jla ce npeyCcTaHOBH OKOHYATEIHO NPUEMBT Ha Ma3onaHuo.
TpaHcamuHaszute > 3 x [TH [TauneHTHTE TpsOBa Na ce NpocieAsBaT, AOKAaTO HHBATa Ha
3a€AHO ¢ NMOBHLIABaHE HA TpaHCAMXHAa3HMTE ce BbpHAT 10 CTeneH | Wi 10 H3X0AHO HUBO.
OunupybuHa>2 x I'T'H [Tazonanu® e UGT1A1 nuxuburop. Jleka, vnaupekTHa

(HeKOoHIOrHpaHa) xunepobunupybuHeMus Moxke aa ce Habnroaaea
MpH NalHEHTH Cb¢ CHHAPOM Ha Gilbert. TTaunenTit camo ¢ neka
HMHAWPEKTHA XUNepOUNUpyOUHEMHSA, H3BECTEH WIH NPEANOIaraH
cuHapoM Ha Gilbert, u nosuiuasane Ha AJIAT > 3 x 'TH tpabpa
Ja ce NeKyBaT cropel MpernopbKUTE, JaAeHH 3a H3OJIHpPaHH
nosyinapaHus Ha AJIAT.

EnHoerpeMeHHaTa ynorpeba Ha nazonaHud U CUMBACTATHH YBEJIHYABA PUCKA OT MOBULIABAHE Ha
AJIAT (Bx. Touka 4.5) u TpaOBa Aa ce OCBHLUECTBABA C TOBHIICHO BHUMAHHE H CTPHKTHO

HabOAEHHE.

XunepToHus

[Tpy k1MHHUHY NpoyyuBaHUA € Na30NaHK0 ca HACTBNBANY CHOHTHA HA XHIIEPTOHUS, BIJIIOUUTENHO
HOBOJAMArHOCTHLMPAHH CHMNTOMATHYHH €TIM30I1 HA NMOBUIUEHO KPLBHO HANATAHE (XHIIEPTOHUYHA
kpu3a). KpsBHOTO Hansdrane TpsbBa aa € A00pe KOHTPOAHPAHO NPEAH Ja CE 3aMo4YHe NPHEM Ha
nazonaHu6. [faunenTnre Tpabea aa ce npocneAsBaT 3a XHNEPTOHHA CKOPO CE 3an04YBaHE Ha
nedyeHue (He NO-KbCHO OT eAHa CeAMHLIA CJIe] 3aM0YBaHe Ha Na3onaHub) ¥ Ha YECTH UHTepBaJH clefl
TOBA, 3a Aa C€ OCUTYPH KOHTPOA Ha KPbBHOTO HanAraHe. [10BHIICHHATE HHBA HA KPBBHOTO HAIATAHE
(CHCTONHO KpBEBHO Hanarane =150 mm Hg uin anactonHo KpbBHO Hangrase =100 mm Hg) ce
MPOSBABAT PaHO B X044 Ha nedeHneTo (npu npubnuzurenno 40% ot cmyyanre ca ce nMpoasBinH ao 9-
THA IEH, a py npubnusutenHo 90% ot ciryvanTe ca ce NpOABWIM NpeE3 MbpBUTE 18 ceaAMHLIM).
KpbBHOTO Hasrane TpadBa Jia ce MpocieasBa u Aa ce oBlagsaBa He3a0aBHO ¢ KOMOHHALMA OT
aHTHXHNEPTEH3IWBHO NIeHEHHE H MPOMAHA Ha 103aTa Ha na3onaHud (cnupaHe U NOBTOPHO 3aN0OMBAHE C
HaManeHa 103a CNopell KIIHHWYHATa npeueHka) (Bx. ToukH 4.2 n 4.8). Jleuennero ¢ nazonaHud
TpAOBa J1a CE€ MPEKPATH, AKO UMAa JOKA3aTEeNCTBA 38 XHIIEPTOHUYHA KPH3a WK aKO XHIIEPTOHHUATA €
TEXKa M NEPCHCTHPA BbIIPEKH AaHTUXHUNEPTEH3UBHO JICUCHHE H HAMATIABAHE Ha /103aTa HA Na3onaHHo.

CunapoM Ha nocrepHopHa o6patuMa enuedanonatus (PRESYCunapom Ha obpaTma noctepyopHa
nepkoeHuedanonarna (RPLS)

PRES/RPLS e ctobiuaBan BB Bpbika ¢ nazonaHud. PRES/RPLS moxe na ce nposasu ¢ rnasofonue,
XHIIEPTOHHA, I'bPUOBE, JIETAPTHA, OOBPKEHOCT, CNENOTa U APYTH 3PHTENHH H HEBPOJIOTHYHH
HapyllIeHHs, U Moxe aa Obae ¢ paraned nzxoa. Ilaurenture, pazsuBauid PRES/RPLS, Tpabea
3aBUHATH [1a MPEKPaTAT JEUYEHHETO ¢ Na3onaHmnob.

UutepctHunania 6enoapobua 6onect (UbB)Y/T1HeBMOHUT
Hurepcruuyanna 6enogpobna Honect, KOATO MOXKE J1a € ¢ paTaneH U3xol, e cbodlaBaHa BbB BPb3Ka
¢ nazonaHuo (Bx. Touka 4.8). [lauuenTtrre TpabBa na 6vpaaT HabnroaaBaHH 3a benoapo /-= 1 Rl
HacOYBallH KbM KHTepCcTHUHANHA 6enoapobna 6onect/nuesMoHHT. JlewenneTo ¢ nasf \*f
fa ce NMPEKpaT NPH MalKeHTH, pa3BUBaLLld UHTEpCTHLMATHA 6enoapobHa Oonect ud
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CopaeuHa aucdyHkuns/CepaeduHa HENOCTATBYHOCT
PHckoBeTe U NON3HTE OT JieYeHHETO ¢ NMa3onaHud Tpadsa [a ce NpelUeH T Mpeiu 3anoyYBaHe Ha

JIeYeHHE TPH MALMEHTH ¢ NMpeIIecTBalla chpaeyHa ancyHkums. besonacHocTTa K
apMaKOKHHETHKATA Ha Na30MaHK0 NpH NALMEHTH ¢ YMEPEHA A0 TEXKa CHPACUYHA HENOCTATRYHOCT
MJIK NPH NAaLKEHTH C HUBA Ha JieBokaMepHa ¢pakuus Ha uitnacksane (LVEF) noa HopmanuuTe He ca

NMpOoYyH4eHH.

B KJIMHHYHK NPOYYBaHHA ¢ MasonaHub ca HabmoaaBaHW cHOMTHA Ha CbpAEYHA ANCPYHKLIUS KaTO
KOHreCTHBHA ChpAeuHa HepocTtaTbuHOoCT M HamaneHa LVEF (Bx. Touka 4.8). B panaomuzupano
NpOy4BaHe, CPaBHABALLO NMa30naHW0 U cyHUTHHHUO npu 6B0peuHoKIeThYeH kKapudHoM (RCC)
(VEG108844), Ha yuacTHHLIMTE ca npaseHH uiMepBaHud Ha LVEF Ha u3XxonHo HHEO U nocneaBallH
wsmepBaHua Ha LVEF. Habmonapana e MuokapaHa aucyukuus npu 13% (47/362) or anuara B
paMoTO Ha na3onaHub B cpaBHeHue ¢ 11% (42/369) ot inuara B paMOTO Ha CYHHTHHHD.
HabnionaBaHa € KOHreéCTHBHA ChpJeYHa HEAOCTATBYHOCT NpH 0,5% OT nuiaTa BLB BCAKO OT paMEHATa
Ha neyeHne. KoHrecTupHa chpaetHa HeAOCTaTbYHOCT € JoknansaHa npu 3 ot 240 nuua (1%) b8
¢a3a 111 STS npoyusanero VEG110727. Hamanasane Ha LVEF npu 1nua ¢ HaMepBaHus ciel
3aMO4YBaHe Ha JICUEHHETO U NpH nocneapaiiy namepeauva Ha LVEF, e ycranoseno npu 11% (15/140)
B rpynara Ha masonaHu6 B cpaBuenue ¢ 3% (1/39) B rpynara Ha nnauedo.

Pucxoeu ghaxmopu

Tpunanecer ot 15 yuacTHuuM B rpynata Ha nazonanub B STS npoyusanero ¢azsa Il ca umann
€IHOBPEMEHHO U XHMEPTOHUSA, KOATO MOXeE J1a € BIOLINIA Chple4yHaTa AMCYHKLHMA IPH PUCKOBH
. MAUHEHTH 4pe3 NOBHLIABAHE HA ¢S HATOBAPBAHETO Ha ChpLETO. 99% ot maumenTure (243/246),
BitoveHH B STS npoyusadero ¢asa lll, BknrounTenHo Te3un 15 yyacTHUUM, ca npyHeManu
anTpaudkiauH. [peawmecreaino neyeHye ¢ aHTPaLMKIMH MOXE A3 € PHCKOB (paKkTop 3a ChpAeUHa

AUCHYHKLIHA.

Pezyamam

YernpH OT | 5-T€ y4acTHHLM ca Ce BB3CTAHOBWIW HAITBIIHO (B paMKHUTE Ha 3% OT W3XOAHOTO HHBO) H
MpHd 5 € UMAI0 YaCTHYHO BB3CTAHOBsABaHE (B PaAMKHTE Ha HOPMAIHWTE MPaHHLH, HO >5% nof,
M3XOJHOTO HHBO). EJMH y4aCTHHK He C€ € Bb3CTaHOBHIL, a4 32 OCTAHAJIUTE 5 YYaCTHHLIH HAMA HaJUYHH

AaHHH OT NPOCIEaABaHC.

Osaaoasane
CrniMpaHe Ha le4yeHHeTo ¢ nazonaHud W/unu HaMansBaHe Ha o3ata Tps6Ba 1a ce KOMOHHHpaT ¢

JleMeHHE Ha XHNePTOHUATA (aKO HMa XHNEPTOHHUA, BIDKTE NMPeayNPeAUTEIHHUA pa3en no-rope) npu
NAIlKEHTH CbC 3HauUTENHO HaManaBaHe Ha LVEF, cnopen KIMAAYHUTE nokasaHus.

[TauneHTHUTE TPadBaA NA ce NPOCIeASBAT BHUMATEIHO 3a NPH3HALK UAH CUMIITOMH Ha KOHIeCTHBHA
Chp/AeYHa HeAOCTAaTLUYHOCT. [IpH naLMeHTH ¢ pHCK OT chpACYHa AHCHYHKLMS Ce MpenopbyBa
H3C/leABaHE HA H3XOAHO HHUBO M nepuoanyHa oueHka Ha LVEF.

Yanikapane Ha QT uHTepBana u torsade de pointes

B KJIMHHYHY IPOYUBAHMA ¢ Na30naHub ca Habnoaapanu CLOUTHA Ha yabkaBaHe Ha QT unrepsana u
torsade de pointes (Bx. Touka 4.8). [1azonanu6® Tpadea aa ce npunara ¢ NOBALUCHO BHHMAHHE IIPH
MalMEeHTH C aHaMHeE3a 3a yasbkasane Ha QT HHTepBana, NpH NaUMEHTH, KOHTO NMPHEMAaT
AHTHAPUTMHYHH JIEKAPCTBA WIH APYTH NE€KapPCTBEHH NPOAYKTH, KOMTO MoraT aa yasmpkart QT
HHTEPBAJ1A, KAKTO M NPH NaLWEHTH ChC CHOTBETHO NpeaLilecTBallo cbpacuHo 3abonapane. Ilpu
NpUJIOKeHWe Ha nasonaHu® ce npenopbyBa nNpocaeisBaHe Ha eNeKTPOKapaHOrpaMHUTE MNPH 3anoyBaHe
Ha NTeYeHHETO H NEPUOAHYHO Cl€ TOBA, KAKTO U NOAAbPKAHE HA HUBATA Ha €JIEKTPONUTHTE (Hanp.
KaJiuK#, MarHe3un, Kalvi) B rpaHHULIMTE HA HOPMATA.

AptepuaiHy TpOMOOTHYHH CHOUTHS

B K1MHHUHM NIpoyuBaHKs ¢ nazornanub ca HabnioJaraHK ClTy4ad Ha MHOKapaeH HHpaghe
HCXEMHA, HCXEMHUUEH WHCYIIT U TPAHIHUTOPHH HCXEMHYHH aTaku (BX. Touka 4.8). Ha@hy

chOUTHA ¢ NtetaneH u3xoa. [1azonanub Tpadea aa ce npunara ¢ NOBHLLIEHO BHUMaHUE
MOBHILIEH PHCK 32 TPOMOOTHUYHM CHOMTHA HJIM KOUTO HMAT aHaMHe3a 33 TpoMOoTHY
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[TazonaHu6 He € Npoy4YBaH MPH NALUMEHTH, KOUTO €2 HMaNIi eNU30[ B PAMKHTE HA NMpeAXoAHUTE 6
Mecelia. PelnenreTo nanu aa ce npuaoxku neveHue TpadBa Aa ce HanpaBH Bb3 OCHOBA Ha OLIEHKA Ha
HHIHBHYAIHOTO ChOTHOUWICHHE NOJI3a/PUCK 34 NAaLMeHTa.

Benoznu tpom60eMOOIHYHY CHOUTHA

B k1HHWYHH NpOyUYBaHUA ¢ na3zonaHub ca HabnoaaBaHW BEHO3HU TpoMO0eMOONTHYHH CLOUTHA,
BKJIIOUHMTEHO BeHO3Ha TpoMOo3a u OenoapobHa embonus ¢ snetaned uixoa. Brnpeku ve ca
HaOmoaasaHy ¥ B Aeete npoyyBaHHa - RCC u STS, vectorara uM ¢ 6una no-eucoka B STS
nonynaumuarta (5%), e cpaeserue ¢ RCC nonynaumsTa (2%).

TpomboTuuHa Mukpoanruonatug (TMA)

TMA ¢ cpobiaBaHa B KIMHHYHUTE NPOYYBAHKA C Ma3onaHud KaTo MOHOTEpanus, B KoMOMHaLMA ¢
OeBaun3yMad M B koMOMHauHs ¢ Tonotekax (Bx. Touka 4.8). Ilaunenture, pazpusaiy TMA, Tpabea
OKOHYATEJIHO A NPEKPATAT JEUEHHETO ¢ naszonaHud. Cnea cnupaHe Ha neueHHeTo € HabnmoaasaHa
obpaTuMocT Ha epexTuTe Ha TMA. Tlazonanuurd He € nokasaH 3a KOMOMHUPAHO NMPUNOKEHHE C APYTH

CpelICTBa.

XeMoparn4su ¢eOuTHA

B kiMHHYHH MpOYYBaHHMA ¢ NMa3onaHud ca cboOuIaBaHy C'bGHTHH CBBbP3aHH C XEMOparus (Bx.

Toyka 4.8). Hacrbnesanu ca xeMoparuuHu cx0uTHS € paTtaned u3xoa. [1azonanud He e npoyusad npu
NaLKeHTH C aHaMHE3a 3a XEMONTH3a, MO3bYEH KPBbBOHAUTHE WIH KNIWHHYHO 3HAYHUM
ractpountecTuHaneH (I['H) kpseouznus npes nocneanure 6 mecena. lasonanub Tpadea na ce
npuiaara ¢ NOBULIEHO BHHMAHHE MPH NMALHEHTH CbC 3HAUMTENICH PHCK OT KbPBEHE.

AHEBQHBMH H ApTCpHalHH NHCCKALlIHH

H3nonseaHeTo Ha UHXUOMTOPY Ha NbTA Ha VEGE npu naumeHTH cbe Wik 6e3 xuneproHua moxe aa
noAnoMorHe oOpa3zyBaHETO Ha AaHEBPU3MHU W/ WK apTepHaniy aucekauuu. [1peau 3anouBaneTo Ha
JAEYEHME C Na3onaHnb TpabBa BHUMATEHO J1a C€ NPELEHH TO3H PUCK NPH NALHUEHTH C PUCKOBH
(haKTOpPH KaTO XHIEPTOHUA WY aHAMHE3a 38 8HEBPH3IMHU. |

[CactpountectuHansu (I'H) nepdopaunn u ¢pucryna

B kn1HHWYHY Npoy4YBaHUA ¢ Na3onaHut ca HabmoaaBaHW CHOUTHA Ha raCTPOMHTECTUHANHA
nepgopaums UK ¢puctyna (Bx. Touka 4.8). Hacteneany ca cbOMTHA Ha nepdopauus ¢ JieTaneH
nw3xoa. [lazonanu6 Tpabsa na ce npunara ¢ NOBHILIEHO BHUMAHHE NPH NALMEHTH C PUCK OT Pa3BUTHE

Ha racTPOMHTECTHHANIHA nepdopauus uin GpucTyna.

3apacTBaHE Ha paHH
He ca npoBexaalu odpHLHANHN NPOYYBAHHA 3a €(PEKTA Ha Na3onaHud BbpPXY 3apacTBAHETO Ha PaHHU.

Twit xaTo HHXHMOUTOPHTE Ha CBAOBHA eHaoTeNeH pacTexen gaxrop (VEGK) Morar aa siomar
Mpoileca Ha 3apacTBAaHE Ha PaHH, JIEUeHHETO ¢ na3onaHnb TpsaGBa aa ce cnpe Hali-manko 7 AHU npeau
[1aHOBA OflepaLus. PellieHHETO 3a MOBTOPHO 3aMOYBAHE HA JICYEHHE C NMA30MaHub crie onepauys
TpsabBa Aa ce OCHOBaBa Ha KJIMHUYHA OLIEHKa 38 aAE€KBaTHOTO 3apacTBaHe Ha paHaTta. [I[pueMbT Ha
nazonaHnbd Tpadra ga ce npeycTaHOBH NPH NaLUEHTH ¢ A€XHCUIEHLIMA Ha paHaTa.

XHNOTUPEOUIHIBM
B knuHMYHK NpoyuBaHUA ¢ nasonaHub ca HabmogaBaHu CbOMTHA Ha XUINOTUPEOUANIBM (BXK.

Touka 4.8). [Ipenoprnusa ce naxoaHo nabopaTopHo U3CNEeABAHE HA TUPEOUIHATA GYHKLUS H
NaluMEHTUTE C XUMOTHPEOUIH3bM TpSOBa 1A C€ JIEKYBAT CrOpPEA CTAHAapTHATA MEIULHHCKA MPaKTHKa
Mpeay 3anouBaHe Ha AeueHue ¢ nazonadud. Beuuku nauwenTu tpabea na 6baat BHUMATENTHO
Habn104aBaHM 3a MPHU3HALIK H CHMITTOMM Ha THPEOUIHA AUCHYHKLUMSA [PH NeYeHHe ¢ na3onaHuob.
JlaGopaTopHo npocaecasBaHe HAa THpeoMaAHaTa GyHKUHA TpAOBa 1a ce NPOBEXAa NEPHOAUUHO H
JIEKyBa CNopeA CTaHAApTHaTa MeAHLIMHCKA MPaKTHKA.

[porenHypus
B xinunuHM npoy4saHus ¢ nasonanub ca cboOLaBaHm ciiyvau Ha npoteuHypus. Ilpe
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MpeyCTAHOBH, aKO NALMEHTBT Pa3BHE HEPPOTHUYEH CHHIPOM.

Tymop-nu3znc cuHapom (TJIC)

Br3nukBaHeTro Ha TJIC, Bemounrenno TJIC ¢ neranen u3xoa, ce cebp3sa ¢ ynorpebara Ha nazonaHubd
(Bxk. Touka 4.8). [launeHTH ¢ NOBHILIEH pUCK OT Bb3HukBaHe Ha TJIC ca Te3u ¢ Obp30 HapacTBaIlH
TYMOPH, FOlIiM TYMOpPEH ToBap, Os0peura nuchyHkumua win aexunparauus. [pean sanousaHe Ha
NeyeHHeTo ¢ naszornaHub TpabBa na ce OOMUC/IAT NPEBAHTHBHU MEPKH, KATO NeYeHUE Ha BUCOKH HUBA
Ha MHUKOYHA KMCENMHA M MHTPABCHO3HA XuApaTauus. [laupeHTHTe, H3N0KEHH Ha pHCK, TpAOBa 1a ce
NpoCNeAABaT BHUMATEHO U J1a CE JIEKYBAT CNOpe/l KITHHHYHHUTE NOKa3aHus.

[IHeBMOTOpaKc |
B kMHHHYHK npoyuBaHHKA C na3onaHud npy HanpeaHan capkoM Ha MEKUTE TbKaHM ca HabmonaBpaHH

ceOHTHA Ha MHeBMOTOpakc (Bxk. Touka 4.8). INauuenTure Ha neyenne ¢ nazonanud Tpadea aa ce
HaONI0AaBaT BHHMATENHO 33 NPH3HALM U CHMIITOMH Ha NHEBMOTOPAKC.

[TeanarpH4Ha nonyJjaluus
Tobit kaTo MEXAHU3MET Ha AeHCTBME Ha nazonaHKd MoXe [1a 3acerHe TEXKO pacTeka W pa3BUTHETO HA

OpraHHuTE MO BpeMe Ha paHHOTO NMOCTHATAIHO pa3BHTHE NpH rpu3adH (BxK. Touka 5.3), nazonaHud He
TpAOBa Aa ce 1aBa Ha NEAWATPHYHH NAUMEHTH HA BBL3PACT MO 2 rOZIUHMN.

Hndekuuu

CpobuiagaHH ca ciyydan Ha CepUO3HU MHDEKUHH (CHC HITH D€3 HEYTPOIIEHKA ), KOUTO B HAKOM ClTydau
ca 3aBbPLUBAIH C JIETAIEH U3XO0A.

Kombuuanug ¢ Apyru CHCTEMHH NPOTHBOPAKOBH TEpaNy

KnuuuuHMTE NpOoYyYBaH{sa Ha nazonaHud B KOMOMHAUMA ¢ peauua Apyryd NpOTUBOPAKOBH TEpanuH
(BKITHOUMTENTHO HaNpUMeED nemeTpekce, nanatTHHUO 1 nemoponuiymad) ca npekpaTeHd B paHeH eTarn
nopaad ONaCeHUA 3a MNOBHUILIEHA TOKCHYHOCT W/UIIH CMBPTHOCT, H HE € YCTaHOBeHa Oe3zonacHa H
e(eKTHBHA 1032 TPy KOMOUHALHMA Ha TE3H JICUCHHS,

bpeMeHHOCT

[IpenxnuHUYHHUTE NPOYYBAHUA MPH KHUBOTHH Ca NOKa3any penpoAYKTHBHA TOKCHYHOCT (BXK.

TouKa 5.3). Ako naszonaHud ce npuiara 1o speMe Ha OpEMEHHOCT WIH aKo naudeHTKara 3abpeMenee
Mo BpeMe Ha JICYEBUETO ¢ Na3zonaHud, NOTEHUHATHHAT PHCK 3a deTyca Tpadea Aa Obje o0sCHEH Ha
nauMeHTKaTa. JKeHH ¢ aeTepoaeH noreHunan Tpabsa aa 6baaT NnocLBEeTBAHMW Aa H30Areat
3a0peMeHaBaHe, IOKaTO ¢a Ha JIeYeHHe ¢ naszonaHud (Bx. Touka 4.6). |

BiauMoielicTBUA

EnHOBpeMeHHOTO NeueHue ¢ MolHK HHXHOUTOPH Ha CYP3 A4, P-raukonpoTteuna (P-gp) wnu
NMpPOTEMHA Ha PE3UCTEHTHOCT Ha pak Ha rbpaata (BCRP) tpsabea aa ce u3barea nopagu pucka ot
MOBHLLIEHA EKCMNO3HLMA Ha nazonadub (Bxk. Touka 4.5). Tpabsa na ce obmucam uzdop Ha
AITEPHATHBHH CHITBTCTBALLM JICKAPCTBEHH CPEACTBA, 0€3 WIH ¢ MHHHMANICH NOTCHUUA 32

uHxubnpane Ha CYP3 A4, P-gp nnu BCRP.

EanoBpeMeHHOTO NneyeHne ¢ HHAYKTOpH Ha CYP3 A4 tpabpa na ce u3bArea nopaay puck oT HamasleHa
eKCIo3uiMa Ha naszonaHud (BX. Touka 4.5).

HabnronaBaHH ca cliy4yau Ha XMNEPrIMKeMHUS NPU €AHOBPEMEHHO JICYEHUE C KETOKOHA30..
EnHOBPEMEHHOTO NPWIOKEHHE Ha Na30naHud cbe cyOCTpaTH Ha YPHIAHHAHGDOCHATINIOKYPOHWI
TpaHcepasa 1A1 (UGT1A1) (vanp. upuHoTekaH) TpabBa Aa CTaBa C NOBMILEHO BHHMAHHE, ThH KaTo

naszonaHud e an_uﬁmop Ha UGTI1AI (Bx. Touka 4.5).

ITo Bpeme Ha neveHue ¢ nazonaHub TpsOra na ce nabarea nprueMa Ha Cok Ot rpeindp
TOUKa 4.5).
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[IoMOILIIHY BElLIECTBA ‘
To3u nexapcTBEeH MPOAYKT ChAbpka Nno-Manko oT 1| mmol natpuit (23 mg) Ha puinmMupaHa TabnerTka,
T.€. MOX€E J1a C€ KaXKe, Ye NPaKTHYECKH HE ChAbpKa HaTpUH.

4.5 BiaumopaeiicTBHe ¢ JIPYFH JIeKAPCTBEHH NPOAYKTH H APYTrH GOPMH HA B3aHMOJEHCTBHE

EdekTH Ha APYrU JEKAPCTBEHU NPOAYKTH BbPXY Ma30NaHHO
In vitro Npoy4YBaHHUA NOKA3BAaT, 4€ OKCUAATUBHUAT MeTaboH3bM HA Na30onaHHO B YOBELIKUATE

YEPHOAPOOHU MUKPO30MH ce Meauupa rnasHo oT CYP3A4, ¢ Hesnauntenno yvactve Ha CYP1A2 n
CYP2C8. lNopaan Tazu npuunHa, nHxudOuTOopHUTe U HHAYKTOpHTE Ha CYP3A4 morar aa npomMeHaT
meTaboNM3Ma Ha nasonaHud.

Huxubumopu na CYP3A4, P-gp, BCRP
[Tasonanud e cyberpar 3a CYP3A4, P-gp u BCRP.

EnHoBpeMEHHOTO npuaokeHue Ha nazonaHud (400 mg BeaHbx AHEBHO) ¢ MOMHHUA HHXHOUTOD Ha
CYP3 A4 u P-gp, kertokoHazoa (400 mg BeaHbK AHEBHO) 3a 5 MOCHEAOBATENIHH JHH, € AOBEJIO A0
nosuliasaHe ¢ 66% 1 45% Ha cpeanuTte ¢TOHHOCTH CbOTBETHO HA AUC«0.24) U Cax Ha MazonaHuoO, B
cpaBHEHHE ¢ MpHIoKeHue Ha nasonaHub camMoctoaTenHo (400 mg BeAHBXK AHEBHO 3a 7 IHH).
CpaBHeHNs Ha papMaKOKHHETUYHHUTE NMoKa3aTeny Ha nasonannd Cmax (AMANA30H Ha CpeaHH
croiinocTd 27,5 no 58,1 ug/ml) u AUC .24y (1nanazon Ha cpeanu crofinocTh 48,7 10 1040 pg*h/ml)
cyieq NpUnoKeHre Ha nasonanu6 800 mg caMocToATENHO K cnel npunoxkeHue Ha nasonanud 400 mg
wnoc ketokoHasoa 400 mg (cpeana cTofHoCT Ha Crax 59,2 pg/ml, cpeana croiiHocT Ha AUC0.24)
1300 pg*h/ml), nokazsat ue B NpUCHCTBUETO HA MOLIEH HHXubuTOp Ha CYP3A4 1 P-gp,
HaAMaJIABAHETO HA 103aTa Ha nazonaHkb Ha 400 mg BeAHBXK AHEBHO NPU ITOBEYETO NALIUEHTH Lile
NOBede 10 CUCTEMHA ekcno3nuug, nogobHa Ha Ta3M, HablloaaBaHa cnel NPHIIOKEHHE Ha Na3onaHyub
800 mg BeaAHBK IHEBHO caMocToATENHO. Hakon nauneHTH 00aye MoraTt Ja UMaT No-BHCOKa CHCTEMHA
€KCMO3MUKUA HA Na30onaHub oT Ta3u, Habmoaasana ciea npunoxeHue Ha 800 mg nazonanud
CaMOCTOATETHO. EAHOBpEMEHHOTO NPUIOKEHHE Ha Na30naHMd ¢ Apyry MOLUHY UHXHOUTOpPH Ha
CYP3 A4 (nanp. HTpaKoOHA30M, KJIADUTPOMHLIMH, aTa3aHaBUpP, MHAHHABHP, Heda3000H, HendUHABHD,
PHTOHABHP, CAKBUHABHP, TEJIMTPOMHLIMH, BOPHKOHA30J1) MOXKE /12 MOBHIUH KOHLIEHTPALHATA Ha
nasoniaHib. CoxsT OT rpeiindgpyT cbabpxka HHXHOUTOP Ha CYP3 A4 M CbUIO MOXKE 1a NOBHLIM
M1a3MEHHTE KOHLIEHTPALMH Ha Na3onaHu1o.

Mpunokenuero Ha | 500 mg nanatuun6 (cy6cTpat v cnab nuxubuTop Ha CYP3A4 u P-gp, 1 MolueH

nuxubutop Ha BCRP) ¢ 800 mg nasonann® Boau no npubnuszurento 50% ao 60% nopnuiasaHe Ha
cpeaHaTta AUC(0-24) n Crax Ha Nazonanud, 8 cpaBHEHHE ¢ nNpuiIokKeHHe camo Ha 800 mg nazonanud.

HMuxunbupaneTto Ha P-gp w/vnn BCRP ot nanatuHnO, BeposATHO ZONpHHACA 3a MOBHILIECHATA
EKCMO3WLIMA Ha NazonaHuob.

EaHOoBpeMEHHOTO NpUIIOXKEHHE Ha nazonaHnd ¢ HHxuouTop Ha CYP3 A4, P-gp u BCRP, kato
nanaTHHAUG, L1e 1oBeAe N0 MOBHINABAHE HA TUIA3MEHHMTE KOHLEHTPALHH Ha Na3onaHus.
EAHOBpeMEHHOTO NPHIIOXKeHHEe ¢ MOLIIHY UHXHOHUTOpH Ha P-gp win BCRP chuo Moxe na npomeHu
EKCNO3ULIHATA M pa3npeaeeHHETO Ha Na3onaHub, BKIIOYUTENHO H pa3npeRe/IEHHETO B LEHTpallHaTa
HepeHa cuctema (LIHC).

EHOBPEMEHHOTO NPHIIOKEHHE Ha NasonaHub ¢ MowteH nuxuGurop va CYP3A4 tpabea na ce n3barea
(Bx. Touka 4.4). AKO HIMa HaJTH4YHA MEAKLMHCKH NMPHEMIWBA aJITEPHAaTHBA Ha MOLLEH HHXHOMUTOp Ha
CYP3 A4, npyn eAHOBpEMEHHO MPWIOXKEHHE, A03aTa Ha na3zonaHnud Tpadea na ce Hamanu Ha 400 mg
AHeBHO. B TakuBa cnyuad TpabBa BHMMaTENHO Ja ce HalbJlioaaBa 3a HOXKENAHH PEAKLIMK ¥ MOXeE Ja ce
OOMMCAH AOMBJIHUTENHO HAMAJIABaHEe Ha 103aTa, aKOo ca HabMoaBaHK HEXKEIaHH PEeaKLIMH, Bb3MOXKHO
CBBbP3aHH C JIEKAPCTBOTO. |

KomGuuauusara ¢ MouwHd HHxuburopu na P-gp unu BCRP tpsabea na ce u3barea, un
H300p HAa aNTEPHATHBEH CBHITHTCTBALL JICKAPCTBEH NPOAYKT 6€3 WK ¢ MUHHMANEH N0
HHXxHOupane Ha P-gp unu BCRP.
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Hudyxmopu na CYP3A44, P-gp, BCRP l
Hupyxropn Ha CYP3 A4, xato pudaMnuH, MOrat 1a NOHKXKAT IJIA3MEHWTE KOHLEHTPALHH Ha
nazonauu6. EAHOBpeMEeHHOTO NpWIoKeHHe Ha na3onaHud ¢ MOHKU HHOYKTOpH Ha P-gp unu BCRP
MO3KE J1a MPOMEHH €KCMO3ULIMATA B Ppa3snpeaACICHHETO HA NA30NaHHO, BKNIOUUTENHO U
pasnpeaeneHuero B LLHC. Ilpenoptusa ce H300p Ha anTepHaTHBHRO CHIIBTCTRALLO JICYEeHHE 6e3 WIH ¢
MUHHMMAaJIEH NOTEHUNA 34 HHAYKLUHUA Ha EH3UM WK TPAHCTIOPTEP.

EdexTH Ha nazonaHub BbpXy APYrH JEKAPpCTBEHHU MPOAYKTH

In vitro npoyuBaHH§ ¢ YOBEUIKH Y€PHOAPOOHH MHKPO3OMH ca NMOKa3any, Y€ rnasonaHubé nuxubupa
CYP enzumure 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2E1. In vitro PXR TeCT Npu Xopa e nokaszall
NOTEHLMANTHA HHAYKLKA Ha yoBelukH CYP3 A4, KnunnyHu ¢papMakolIOrdyHH NMpoy4uBaHus ¢
npunoxeHde Ha nazonannd® 8§00 mg BenHBK JHEBHO ca MOKa3aiH, Ye na3ornaHud HAMa KJIMHUYHO
3Ha4YUM edeKT BbpXy dhapMakOKHHeTHKaTa Ha KodeuH (TecTor cybcTpaTt Ha CYP1A2), sapdapun
(tectoB cybeTpar Ha CYP2C9), nan omenpazon (recroB ¢ydcrpar Ha CYP2C19) npu nawgieHTH ¢
kapuuHoM. [Tazonanu® e nosen ao nosuwaeane ¢ npubausutenHo 30% Ha cpeaHnte AUC u Cpax Ha
MHAa3onam (tectoB cyberpat Ha CYP3A4) u noeuinaBane ¢ 33% no 64% Ha OTHOMIEHKETO Ha
KOHLIEHTpaUMKTe Ha AeKCTpoMeTpodaH KbM AEKCTpOo(ad B YPHHATA CER NEPOPATIHO NPUIOKEHHE Ha
nexcrpomerpodas (tecroe cyberpar Ha CYP2D6). EqnoBpementoTo npunoxeHre Ha nasonanut 800
mg BeJHbX AHEBHO W nakiuTakcen 80 mg/m° (cyberpar Ha CYP3A4 n CYP2C8) BeanBX c€AMHUHO
€ 10BEJIO 10 ¢pelHo nosuLiaBaHe ¢ 26% u 31%, cpoTBeTHO HAa AUC K Crax Ha MaKJIHTaKCE.

B13 ocHoBa Ha in vitro 1C50 u in vivo cTtoHHOCTHTE Ha nnnazMeHaTa Cmax, META0OIMTHTE Ha Na30MaHHO
GSK 1268992 u GSK 1268997 morat aa nonpHHecaT 3a HETHHA HHXHOHTOPEH edekT Ha nazonaHHub
BbpXy BCRP. B fonmbnHeHue Ha ToBa, He MOXe 1a ce u3knmoud HHxuoupane Ha BCRP u P-gp ot
nazonaHub B raCTPOMHTECTHHAMHKUA TPaKT. EAHOBpeMEHHOTO NpUNoXeHHe Ha Na3zonaHud ¢ ApyrM
nepopantu cybctpatu Ha BCRP u P-gp Tpabra na craBa ¢ noBHiueHO BHHMaHHeE.

In vitro, nazonaHub e HHXHOKpan YoBELIKHA TPAHCTIOPTHPALL OpraHUUHK AHHOHH NOHNETTTH/
(OATPIB1). He MOxe na ce M3KIIOUH, Ye na3onaHud ue nosnndae papMakoOKHHETHKATa Ha
cyoctpaTtre Ha OATPIB1 (Hanp. ctatuan, BukTe ,,EcbekT Ha eAHOBpeMeHHaTa ynoTpeba Ha
nasonaHud ¥ CUMMBACTATHH NO-A0NTY).

[1azonanub e uHxUOMTOP Ha eH3uMa ypuauraudochaTraokypoHo3ua TpaHcdepasza 1A1 (UGT1A1D)
in vitro. AKTUBHUAT MeTabonut Ha upuHoTekaH SN-38, e cyberpar Ha OATPIB1 u UGTIAL
EnnospeMeHHOTO Npunoskente Ha 400 mg nasonaHub seanbk nHEBHO ¢ 250 mg/m? netyxcumab u
150 mg/m? upuHoTekaH BoaK A0 npHOnH3HTENHO 20% NOBHINABAHE HA CHCTEMHATA EKCTIO3HLINA Ha
SN-38. [lazonanu® mMoxe Aa UMa NO-TOAAMO BIHAHHE BbPXY AWcno3HuMATa HA SN-38 npu nHua ¢
UGTI1A1*28 noauMmopdu3sM B CpaBHEHHE € HLA ¢ anen oT ,,auB” THIL. Obaue, reHotunsT UGTIAI
He BHHArK npeackassa edpekTa Ha nasonaHub BBpXy Aucno3uuuaTa Ha SN-38. EnHoerpemenHoTo
NpwiokKeHHe Ha nazonanudb cuve cybecrpati Ha UGTIAT Tpabpa na ctasa ¢ NOBHLIEHO BHUMAHHE.

Edekr Ha egHoBpeMeHHaTa ynoTpeba Ha na3zonaHHd H CHMBACTAaTHH
EnHospemMeHHaTa ynoTpeba Ha nazofiaHu® U CHMBACTATHH YBeNH4aBa cllyMauTe Ha NOBHLIABAHE HA
AJIAT. Pesynrature oT MeTa-aHaau3, H3NOA3Ball COOpHH AaHHH OT KITHHHYHYU IPOYYBAHUA C
nazonaHud, nokasear, ye AJIAT>3 nwTu [TH ce goknansa npu 126/895 (14%) or naumeHTHTE, KOUTO
HE ca yrioTpebaBanu crarudu, B cpaBieHue ¢ 11/41 (27%) ot nauueHTHTE, KOWTO ¢a yRnoTpeOaBanu
eAHOBpeMeHHO cuMBacTaTHH (p=0,038). Ako nauMeHT, NpHemMalll eAHOBPEMEHHO CHMBACTaTHH,
pa3zeue nosvilaBaHe Ha AJIAT, cnenpaiTe ykasaHuaATa 3a AO3MPOBKA Ha Na3onaBub M npekparere
MPHEMA HA CUMBACTATHH (BXK. Touka 4.4). B nombiiHeHme, eaHoBpeMeHHaTa ynoTpeba Ha nasonaHub u
JAPYTrU CTaTHHM TpAOBa Ja ce OCBHILIECTBABA C NOBULUEHO BHUHMAHHE, ThH KaTO MOHACTOALIEM HAMA
HaJU4YHHU AOCTATHYHO JaHHU, 3a Ja ce OLIeHH BIHAHHETO UM BbPXYy HHBaTa Ha AJIAT. He e
M3KJIKDYEHO NazonaHub ga nopnuse (papMakOKMHETHKATA Ha APYry CTATHUHH (HAMp. aATOPB
(nyBacTaTUH, NpaBaCTaTHH, PO3YBACTATHH ).

EdexT Ha xpaHaTa BBpPXY DazonaHu®
[IpunoxeHueTo Ha nasonanud ¢ xpaHa forara unu HegHa Ha Ma3HUHM BOAH A0 NpUls
msTH nosuinasaHe Ha AUC u Cy,x. [Topanu Ta3u npuunsa, nazonanu® Tpabea aa ce np
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Manko | yac npeau MM 2 yaca cnej XpaHeHe,

JlekapcTBeHM NpoAYKTH, MoBUItaBaiy pH B ctomMaxa
EnHOBpEMEHHOTO MPWIOXKEHHE HA Na3onasub ¢ e30Menpas3on HaManasa OHOHATHYHOCTTA Ha

nazonanub ¢ npuoan3nTenHo 40% (AUC K Cuax) M €1HOBPEMEHHOTO MPHIOXKEHHE Ha NAa30NaHHb ¢
nexapcTBa, KOMTO nosvwiaeaT pH B ctomaxa, TpaOBa na ce u3bsarsa. AKo eAHOBpEMEHHATa ynorpeda
Ha UHXMOUTOp Ha npoToHHaTa nomna (PPl) e HeobxoaMMO NO MEAHUIMHCKH NOKa3aHHA, C€
penopbyBa J03aTa Ha nasonaHub na ce mprema 6e3 XpaHa BEAHBXK AHEBHO Beuep, €AHOBPEMEHHO €
HHXHMOHUTOpa Ha npoToHHaTa nomna (PPI). Ako eanoBpemenHoTo npuwiokeHne Ha H2-peuentopex
AHTArOHUCT € HeOOXO0AMMO MO MEAMIIMHCKH NOKa3aHus, na3onanub Tpabea ga ce mpueMa 6e3 xpaHa
noHe 2 4aca npeau unu noHe 10 vaca cnexn no3ara Ha H2-peuentopHud aHTaroHuct. [lazonaHno
TpsGBa fa ce npyeMa noHe | Yac npeam WK 2 4yaca ciel NpHJIOKEHHE Ha KpaTKOACHCTBALLM
aHTHaumayd. [IpenopbkuTe 3a HaUHHA Ha €THOBPEMEHHO MPWIOKEHHE HA HHXHOUTOPH Ha NPOTOHHATA
nomna (PPIs) u H2-peLienTopHY aHTaroHUCTH CE OCHOBABAT Ha (PM3NONIOFMYHU CHoDpaxeHus.

4.6 Depruaurer, 6peMEHHOCT H KbpMeEHe

BpemennocT/KoHTpaneniiua Npy MbKe U XKeHU
HsaMa gocTtarbyHO JaHHH 38 NPWIOKEHHETO Ha na3onaHuo npu OpeMeHHu kenH. [lpoyusanuaTa npu
>KMBOTHH ¢a 10Ka3aJIi penpoAYKTHBHA TOKCHYHOCT (BaK. Touka 5.3). [loTeHUHaHUAT pHCK NpH XOpa

HC € H3BCCTCH.

[Tazonauub He TpsOBa na ce npHemMa no BpeMe Ha OPEMEHHOCT, OCBEH aKO KIHHHYHOTO CHCTOSHHE Ha
)KEHATa He H3UCKBA JIeYEHUE ¢ NnasonaHud. AKo na3zonaHub ce npuiara no BpeMe Ha OpEeMEHHOCT, WIH
aKo nauveHTKaTa 3abpeMeHee 1o BpeMe Ha NeUYeHHUe ¢ NMa3onaHuo, NOTCHUMATTHHAT PHCK 3a NU1oja
TpaOBa na 6bae 009CHeH Ha NalUeHTKATA.

Xenure ¢ AeTepO/IeH NoTeHUMan Tpadea Aa 6bAAT MOCHBETBAHM J1a W3MNON3BAT NMOAX0AqLIA
KOHTPALENLMA N0 BPEME Ha JICHEHHETO ¥ B NPOAB/IKEHHE Ha NMOHE 2 CEAMMLIM Clie]l MpHeMa Ha
MOCJAEAHATA 1033 na3zonanud, U Na n30Areat 3abpeMeHsaBaHe NO BpEME Ha NeHYEHHUETO ¢ Ma3onasuod.

[Tal{ueHTHTE OT MBLKKH 107 (BKAIOYHTEIHO TE€3U C BA3CKTOMM) TpAOBa 1a H3NOJI3BAT MPE3CPBATHBH
MO BpeMe Ha NOJOB aKT, AOKATO NPUEMAT Na3onaHHuG, U B MPOAL/DKEHHE Ha MOHE 2 CEIMULM ClieA
npyemMa Ha MoCJeAHaTa 1032 nasonaHub, 3a na ce U30erHe NOTEHHAIHA EKCNO3IULIMA Ha
JIEKaPCTBEHHA NPOAYKT Ha OpeMeHHA NapTHLOPKA H Ha NMAapTHLOPKA ¢ PENPOAYKTHBEH NOTEHIHAN.

Knpmene

BeszonacHocTTa NpU NPUIcKEHRHE Ha NazonaH1d no BpeMe Ha KbpMeHe He € npoyyeHa. He € U3BeCTHO
Aany rasonasud Win HeroBHTE MeTabOMTH C€ EKCKpPETUpAT B KbpMaTa. HiMa JaHHK OT NpoyuyBaHHs

MPH KHBOTHH 32 eKCKPeLIMATA Ha Na3onaH1d B XKHBOTHHCKOTO MIISKO. He MOXKe [1a ce W3KITIOUH PHCK

3a KbpMaueTo. KupmeneTo Tpa6Ba Aa ce mpeKbCHE N0 BpeME Ha JICUEHHE ¢ NasonaHuo.

DepTUAUTET
[TpoyyBaHUs NPH KHBOTHH NMOKA3BaT, Y€ MBKKHAT H XKEHCKHAT (PEPTHIIMTET MOraT Aa ce NOBJIUAAT OT
JeueHHe ¢ nasonaHHuo (BxK. Touka 5.3).

4;7 E¢gexTn BBpXy cnocoOHOCTTA 32 Iodupane H padoTa ¢ MALIBHH

[Mazonanuu6 Tesa He NOBIUABA WM MOBNHSIBA NMPEeHEOPEKUMO cnOocoOHOCTTA 3a WodHpaHe K paboTa ¢
mawinHi, OPapMakooruMHHUTE CBOMCTBA HAa NA30NaHKO He MPEANnoaaraT BPeAHO BAUAHHE BbPXY TE3H

aeitnocTH. [pu oneHka Ha ¢cnocoGHOCTTa HA MalLUEeHTa 3a U3BbPILBAHE HA A€HHOCTH, KOMTO H3NCKBAT
npeueHKa, ABUraTeJIHM WIH KOFTHHTHBHH CTIOCODHOCTH, TpAOBA [1a ce MMAT NpeABHA KIHH -
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4.8 HexenaHn NeKAPCTBEHH PEAKUHH

Pe3sloMe Ha npoguna Ha 6e30NacHOCT
C6opHuTe AaHHH OT OCHOBHOTO Npoyu4eaHe npH 6L6peuHokneTryen kapunHoMm (RCC) (VEG105192,

n=290), paswmnpenoto npoyusate (VEG107769, n=71), noakpenauoro npoyusaHe ¢asa [l
(VEG102616, n=225) 1 paHAOMH3HPAHOTO, OTKPHTO, NapaneaHorpynoso ¢gasa il HenupepuopHo
npoyuBaHe (VEG108844, n=557), ca oLieHeHH B LBUIOCTHATA OLIEHKA Ha 6e30NacHOCTTa B
MOHOCHMOCTTA Ha nazonauub (o61mo n=1 149) npu yyacTHULY ¢ HBOPEUHOKIETHHEH KAPLIMHOM (BX.

Touka 3.1).

C6opHHTE JaHHU OT OCHOBHOTO NPOYUBAaHE NPH CApKOM Ha MeKkHTe Thkanu (8TS) (VEGI110727,
n=369) u noaxpensworo npoyusare ¢aza Il (VEG20002, n=142) ca oueHeHH B IAJIOCTHATA OLIEHKA
Ha 6e30NacHOCTTa H MOHOCHMOCTTA Ha nasonaHud (obwa nonyaauus 3a 6ezonacHocT n=382) npy
yuacTHHLH cbC STS (Bx. TOuKa 5.1).

Haii-BaxuuTe CEPHO3HM HEXENAHH PeaKiiiH, YeTaHOBeHH B npoyyBaHuATa npu RCC u STS ca 6nnu
Npexo/ieH UCXEMHYEH MPUCTBI, HCXEMHYEH MHCY/IT, HCXEMHS Ha MHOKapAa, MHOKapAeH W MO3bYeH
uHdapKT, CbpaevHa AHCYHKLMA, FACTPOMHTECTHHANIHA Nepdopailva U PucTyna, yabnkasane Ha QT
WHTEpBana, torsade de pointes u 6enoapobeH, raCTPOUHTECTHHANEH U MO3BYEH KPBBOU3AHUB. Beruku
HEXENaHu peakUHH ca cpobuiasany npy <1% ot neKyBaHUTe NALMEHTH. JIpyry BaXHH CEPHO3HH
HEXENaHH JIEKAPCTBEHH peakiliH, YCTAHOBEHH B NpoyuBaHuATa npH STS, BKNIOYBAT BEHO3HH
TpoMO0eMOOTUYHH cHOUTHA, NABOKaAMEPHA JHCPYHKIMA ¥ THEBMOTOPAKC.

Jleranuure chOUTHA, IPHETH KATO Bb3MOKHO CBBLP3aHH € Na3onaHHoO, ca BKITIOYBAIH
raCTPOMHTECTUHANIEH KPBBOH3IUB, OenoapodeH KPbBOH3NIHB/XEMOIITH3a, OTKIOHEHHA B
yepHoapoOHaTa PYyHKLNS, HHTECTHHAIIHA NepPOopaUns U UCXEMHUEH HHCYIT.

Haii-uecTrTe Hexxenanu peakuyu (Habmoaasanu npu Hail-Manko 10% oT nanMeHTHTE) OT BCAKa
creneH B npoy4BanuaTa npu RCC u STS ca BxiroyBany: Anapus, NpoMAHa B LIB€TA Ha KOCATAa,
XMNOMMIrMEHTALIMA Ha KoXKaTa, ekconmaTupeH o6pUB, XUNEPTOHUA, TaacHe, rnapodbonue, yMopa,
aHOPEKCHS, MOBPBIUAHE, IUCTEY3Ud, CTOMATHT, NOHWXKABAHE HA TErNIOTO, OONKa, NOBHLIEHA anaHHUH
amuHOoTpaHchepasa M MOBMILEHA acnapTaT aMHHOTpaHCcpepasa.

HexxenaHuTe NeKapcTBEHH peakiMu OT BCUUKH CTENeHH, cbodimasany npy auuara ¢ RCC n STS unu
[0 BpEMe Ha MTOCTMapPKETUHIOBHA MEPHUO], ca H3OPOEHH NMo-a0i1y 110 CHCTEMO-OPraHHH KJ1acoBe, Nno
4YeCTOTa H cTerneH Ha TexecT cbhitacHo MedDRA. 3a knacugukaumuaTa no 4eCTora € U3IMojI3BaHa
CJIeAHATa KOHBEHLUA: MHOIO YecTH (=1/10); yectn (21/100 po <1/10); HeuecTH (=1/1 000 go <1/100);
penky (>1/10 000 no <1/1 000); mHoro peaxH (<1/10 000); ¢ Hen3BecTHA YeCTOTA (OT HANMYHHUTE
NaHHHU He MOXke Aa Obae HanpaBeHa OLEHKA).

KaTeropuure ca onpeneneHs no abconoTHara 4eCToTa B JaHHHTE OT KIIMHAYHH M3MHTBAHHS.
OuEHEHHU Ca ChIIO W NOCTMAPKETHHIOBUTE NaHHM 3a He30nmacrocTTa U MOHOCHMOCTTa OT BCHUKH
KIIKHHYHHY [IPOYUBAHHSA ¢ NMa30naHnb H OT CNOHTaHHM cboOLIEHHA. BLB BCAKa rpyna no cCHCTEMO-
OPTraHHH KJIACOBE, HEXENAHUTE peaKLHH ¢ €IHAKBA YECTOTA Ca NPEACTABEHH B HU3IXOAAIN pel No
OTHOILLIEHHE Ha TAXHATa CEPUO3HOCT.

CUCHK HA HEXeJIAHHTE peakL K B TabJIMYEH BHA

Tab6auua 2 HexenaHH peakiyHH, CBbpP3aHK ¢ JieHeHHETO, ChoOIIEHH B NMpPOYYBAHHATA MpPH
0nLOpeuHokneTbYeH kapunHoM (n=1149) nan no BpeMe HA NMOCTMAPKETHHTOBHA

nepHo

CHCcTEeMO-OpPraHHH YecroTa | Hexenann peakunn | Bcuuknu Crtenen

KJ1acoBe (BCHUKH creneHda n | n (%)
cTeneHH) (%)

Hnpexunun YectH Hudexkumn (cvec i | C C \

HHpeCcTAUHH 0e3 HeyTponeHHsa)T | HEM3BECTH | HEH3IBEAYFL
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a YecToTa | a YecToTa | a 4eCToTa
Heuect | Mudexuns Ha 1 (<1%) 0 0
BEHLIHTE ‘
Undexunosex 1 (<1%) 0 0
NEPUTOHHT
Heonna3mu - Heuecrtn Tymopua bonka 1 (<1%) I (<1%) 0
A00pOKateCTBEHH,
3I0KAYECTBEHHA H
Heompe/e/IeHH (BK.1.
KHCTH H NOJIHNIA)
YectH TpomboLMTONEHNS 80 (7%) 10 (<1%) | 5 (<1%)
Heytponetus 79 (T%) 20 (2%) 4 (<1%)
JleBkoneHus 63 (5%) 5 (<1%) 0
HeuecTH [TonuuureMus 6 (0,03%) | 1 0
H Penku TpomboTHuHa C | C C
APYILIEHHA HA
KpPLBTA H IEMpHATA MHKPOaHIHOMNAaTHA HEU3BECTHA| HEM3BECTH | HEM3BECTH
CHCTEMA (BKJIIOUHTEITHO yeCTOTa a YecTora | a 4YecrTorta
TpoMOOTHYHA
TPOMOOLIMTONEHNYHA
Myprypa H
X€MOJTUTHYEH
ypeMu4eH cuHapom)
HapymieHHs Ha Yecru XHMOTHPEOHANIBM 83 (7%) 1 (<1%) 0
€HAOKPHHHATA
cCHCTEMA
Mmnoro Hamanen anetut® 317 (28%) | 14 (1%) 0
YECTH
YectH Xunodocparemus 21 (2%) 7 (<1%) 0
H“"’;‘““““ Ha nexu,;iamum 16(1%) | 5(<1%) |0
;le::e:.::f:nla " Heyectn | XunomMaraesneMus 10(<1%) |0 0
P C Tymop-nu3uc C C C
HEWU3BECTHA| CUHAPOM™ HEHW3BECTHA| HEU3BECTH | HEU3BECTH
4YeCTOTA 4eCcTOTA a 4YecToTa | a 4ECTOTa
Mcuxuunn YecTr Be3cbHHe 30 (3%) 0 0
HApPYIICHHSA
Mmuoro JHucreysusa® 254 (22%) | 1 (<1%) 0
4YeCTH ["naBobonue 122 (11%) [ 11 (<1%) |0
YecTn 3aMasHOCT 55 (5%) 3 {(<1%) 1 (<1%)
Jleraprus | 30 (3%) 3 (<1%) 0
[lapecTesns 20 (2%) 2 (<1%) 0
[lepudepHa cenzopna | 17 (1%) 0 0
HEBpONATHUS
Heuectu XHnoecre3ud 8 (<1%) 0 0
TpansuTopHa 7 (<1%) 4 (<1%) 0
Hapymenns na HCXEMHMYHA aTaka
HEpPBRATA CHCTEMS ChHIHBOCT 3 (<1%) 1 (<1%) 0
| [lepebposackynapen | 2 (<1%) 1 (<1%) 1 (<1%)
HHUHACHT
UcxemuueH vHeyaT | 2 (<1%) 0 1 (<1%)
Penku CHHAPOM Ha C C C
NocTepHOpHa HEHW3BECTHA| HEH3BECTH | H¢
obpaTtuma ueCTOTA a 4ecToTa
eHuedanonatua/
CHHAPOM Ha obpaTHMa
MOCTEPHOPHA
NeBKoeHUedanonaTis
12
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.|.

19 (2%)

1 (<1%)

Yectn 3aMBITIEHO 3pECHHE 0
Heuectn OtnensaHe Ha 1 (<1%) 1 (<1%) 0
HapymeHus Ha  petiHaraf
Pa3zkbcBaHe Ha 1 (<1%) 1 (<1%) 0
ouyuTe
_peruHarat :
[lpomsHa B iBeta, Ha | 4 (<1%) 0 0
MHILJIHTE
Heuectn | Bpaaukapnus 6 (<1%) 0 0
MuoxkapaeHd HHOapkT | 5 (<1%) 1 (<1%) 4 (<1%)
Copaeusn Copaeuna 4 (<1%) 1 (<1%) 0
HAPYMICHHS nuchynkuns’
Hcxemus Ha 3 (<1%) 1 (<1%) 0
MHOKapaa
Muoro XHUNepToHNS 473 (41%) | 115 (10%) | I (<1%)
YECTH
Yectn | "'opeluy BuHH 16 (1%) 0 | O
Benosuo 13 (1%) 6 (<1%) 7 (<1%)
TpoMboeMbonHuHO
cbOUTHEE
Cbrosi rapymenus 3aucpBaBaHe 12 (1%) 0 0
Hewect | Xunepronuuna kpusa | 6 (<1%) 0 2 (<1%)
KpbBouinue 1 (<1%) 0 0
Penxu AHEBpH3MH H C C C
apTepHAIHH HEH3BECTHA| HEU3BECTH | HEU3BECTH
aucekaunnt 4ecToTa a 4eCToTa | a YeCToTa
YecTH EnncTakcue 20 (4%) 1 (<1%) 0
Jncponus 48 (4%) 0 0
Hucnnes 42 (4%) 8 {<1%) 1 (<1%)
PecnHpaTOpHA XeMonTH3a 15(1%) | 1(<1%) 0
FpLIRH B ’ Heuectn | Punopes | 8(<1%) |0 0
MEIHACTHHAIHE benogpoben 2 (<1%) 0 0
N — KpbBOH3IHB
[ IneBMOTOpAKC 1(<1%) [0 | O
Penxn HuTepcTuunanya C C C
HenoppobHa HEH3BECTHA| HEU3BECTH | HEM3BECTH
OonecT/nHEBMOBKTT | YecToTa a 4ECTOTA | a 4ecToTa
MHoro duapus 614 (53%) | 65 (6%) 2 (<1%)
4eCTH ["anene 386 (34%) | 14 (1%) 0
[Tosprluane 225 (20%) | 18 (2%) 1 (<1%)
Kopemna 6onka® 139 (12%) | 15 (1%) 0
Yectu CromaTuT 96 (8%) 4(<1%) [0
Jivcnencus 83 (T%) 2(<1%) |0
DnatyseHUHA 43 (4%) 0 0
AOnoMHHaNHa 36 (3%) 2 (<1%) 0
CTOoMAIIIHO-YpEeBHH AHCTEH3IUA
HApYWCHHSA Yauepauus B ycrara | 28 (2%) 3 (<1%) 0
CyxoTa B ycrara 27 (2%) 0 0
Heuectn | ITaskpeaTut 8 (<1%) 4 (<1%) 0
Pextaned kpeBoninue| 8 (<1%) 0
Xemaroxe3us 6 (<1%)
["acTpovHTecTHHAaNeH | 4 (<1%)
| KpBbBOMIITHE
Menena 4 (<1%)
[HoBuieHa 3 (<1%)
13
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NEPHCTAITHKA
AnaneH KpbBoH3IIHB | 2 (<1%) 0 0
[lepdopaums Ha 2 (<1%) 1 (<1%) 0
aebenoto uepBo
KpbBOH3IUB OT 2 (<1%) 0 0
_ycrara
KpBBOHIIHB OT 2 (<1%) 1 (<1%) 0
ropHarta 49acT Ha
raCTPOHUHTECTUHANHHUA
TPaKT
EHTepoKyTaHHa 1 (<1%) 0 0
ductyna
XeMaremesa 1 (<1%) 0 0
XeMopoHaaneH 1 (<1%) 0 0
KPbLBOHW3JINB
[lepdpopaums Ha 1 (<1%) 0 1 (<1%)
HJIEYMa
KpbBOU3INIHE OT 1 (<1%) 0 0
XpaHoIpoBoJa
Petponepuroneanen | 1 (<1%) 0 0
KPBBOU3JIHB
Yectu Xunepbunupyobus- 38 (3%) 2 (<1%) 1 (<1%)
EMHA
AOHOpMHA 29 (3%) 13 (1%) 2 (<1%)
yepHOAPOOHa
(OYHKLUHA
XenaTo6HIHa pHH XenatoToKCHYHOCT - | 18 (2%) 11 (<1%) | 2(<1%)
napymenns Heuectn | XKpaTeHHLA 3 (<1%) 1 (<1%) 0
JlekapcTBeHO 2 (<1%) 2 (<1%) 0
WHAYLIHPAHO
YyepHOAPOOHO
_yBpex/aHe
YepHoapoOHa 1 (<1%) 0 1 (<1%)
HEJOCTATHYHOCTT
MHoro [TpomsaHa B ueeta Ha | 404 (35%) | 1 (<1%) 0
JyecTH KOcaTa
Cunapom Ha 206 (18%) | 39 (3%) 0
najMapHO-IL1aHTapHa
epUTPOAH3ECTEIHS
Anonenus 130 (11%) | O 0
O6pus 129 (11%) | 7 (<1%) 0
YecTH KoxHna 52 (5%) 0 0
XHMONUrMEHTALHS
Cyxa koxa 50 (4%) 0 0
Hapywenus na Crpbex 29(3%) | 0 0
KOXKATa K
MOAKOXHATA THKAH EpHTeM 2> (270) 0 0
KoxHa 20 (2%) 0 0
NEeMUrMeHTaUHs
Xunepxuaposa 17 (1%) 0 0
HeuecTu HapywieHus Ha 11 (<1%) |0 0
HOKTHUTE
KoxHa ekchoananya | 10 (<1%) | O - ~Fo.
Peaxkuus Ha 7 (<1%) 0 ot e f"fgl,
e o
(hOTOHYBCTBUTETHOCT T o G
Eputemen obpus 6 (<1%) 0 ) ’?lff‘:‘, 3 1};*
HapylieHue Ha 5(<1%) |0 AT
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KOXaTa
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Makyno3eH obpus 4(<1%) 10 0
Copbaw o6pHs 3 (<1%) 0 0
Besnkynosed obpus | 3 (<1%) 0 | 0
['eHepanH3upaH 2 (<1%) 1 (<1%) 0
cepbexk
['eHepanusupal obpusl 2 (<1%) 0 0
[anynoseH obpuB 2 (<1%) 0 0
InantapeH epureM | 1(<1%) |0 0
KoxeH ynkycT C C C
HEeHW3BECTHA| HEU3BECTH | HEM3BECTH
| YyecToTa a 4YeCToTa | a 4ecToTa
Hapymienns na Hectu Aprpanrus 48 (4%) 8 (<1%) 0
MYCKYJAHO- Muairus 35 (3%) 2<1%) |0
CKEJIETHATA CHCTEMA MycKynHH cna3Mu 25 (2%) 0 0
H CLEAHHHTEIHATA Hewect | MyckynHo-ckenetHa | 9 (<1%) 1 (<1%) 0
ThKAH 00onKa
HapymieHHus Ha Muoro [IporenHypus 135 (12%) | 32 (3%) 0
ObLOpeuuTe M YECTH
NHKOYHHATE NbTHINA | HeuecTH KpbBOU3NHB OT 1 (<1%) 0 0
NUMKOYHUTE ITHTHUIA
Hapywenns Ha ‘Heuectn | Menoparus 3 (<1%) 0 0
'BBL3NPOH3IBOAHTENHAT Bnaranuinen 3 (<1%) 0 0
A CHCTEMA H I'bPAATA KPbBOH3JIMB
MeTpoparus 1 (<1%) 0 0
MHoro YMopa 415 (36%) | 65 (6%) I (<1%)
YecTH
YecTH Bri3naneHue Ha 86 (7%) 5 (<1%) 0
O6mu napymenus o S
AcTteHus 82 (7%) | 20(2%) 1 (<1%)
edexTH HA MACTOTO Enem® 72 (6%) 1 (<1%) 0
1A TpHIGKCHNE bonka B ropanTe 18 (2%) 2(<1%) 10
Heuectu | Brpucane 4 (<1%) 0 0
Hapyuienns Ha 1 (<1%) 0 0
JIATaBHLIHTE
Muoro [loBuinaBaHe Ha 246 (21%) | 84 (7%) 14 (1%)
YecTH aNaHWH-
| aMWHOTpaHcgepasaTa
[TosnumaBaHe Ha 211 (18%) | 51 (4%) 10 (<1%)
acrnaprar-
amMHHOTpaHcdepasara
YectH [ToHuxaBaHe Ha 96 (8%) 7 (<1%) 0
TErJI0TO
[TosuuiaBsaHe Ha 61 (5%) 6 (<1%) 1 (<1%)
6unvpybrHa B KpbBTa
H3caensanug [ToBuiiaBaHe Ha 55 (5%) 3 (<1%) 0
KpeaTHHHHA B KPBBTa
[ToBuiiasaHe Ha 51 (4%) 21 (2%) 7 (<1%)
JIMNa3aTa
[ToHuxapane Ha 6poa | 51 (4%) 3 (<1%) 0
Ha OenuTe KpbLBHH
KJIETKH®
[ToBnaBaHe Ha 36 (3%) 0
TUPOH]L-
CTUMYJIHpaLIIHA
XOPMOH B KpPbBTa
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[ToBMlIaBaHe Ha 35 (3%) 7 (<1%) 0
aMWi1a3ara
[TopmiuaBaHe Ha rama-| 31 (3%) 9 (<1%) 4 (<1%)
rTyTaMH
TpaHcepasara
[ToBMiLIaBaHEe Ha 15 (1%) 2 (<1%) 0
KPbBHOTO HaJIsSTaHe
[loBuillaBaHe Ha 12 (1%) 1 (<1%) 0
| ypeATa B KphBTa
OTKJIOHEHHUS B 12 (1%) 6 (<1%) 1 (<1%)
yepHOIpOoOHMUTE
(OYHKUHOHATHH
TECTOBE
HeuecTH [loBHiaBaHe Ha 11 (<1%) | 4(<1%) 3 (<1%)
YepHOOPOOHUTE
€H3HMH -
[Tonwxkasaue Ha 7 (<1%) 0 1 (<1%)
KpbBHaTa 3axap
VawmxaBadHe HA QT | 7 (<1%) 2 (<1%) 0
HHTEpBana Ha
eJIEKTpoKapaHorpama
[TopuuiaBaHe Ha 7 (<1%) I (<1%) 0
TpaHCAMHHA3HTE |

OTKJIOHEHHA B 3 (<1%) 0 0
THPEOHAHHTE |
(O YHKUHOHATHH
TECTOBE
[ToBHuIaBaHe Ha 2 (<1%) 0 0
JHACTOJIHOTO KPbBHO
HaJIAraHe
[TopuilaBaHe Ha 1 (<1%) 0 0
CRCTOJIHOTO KPBBHO

HaJIATaHC

T HexxenaHa peakius, CBbp3aHa ¢ IEYEHHETO, ChOOLLICHA N0 BPEME HA MOCTMAPKETHHIOBHA NEPHOL
(cnoHTaHHHK CbOOLIEHHA H CEPUO3HH HEXETAaHH PEAKLIMA OT BCHUKW KNHHUYHH fTPOYYBaRHA C naszonaHuo).
* HexxenaHy peakiuHH, CBbP3aHU € JIEYEHHETO, ChODIIIABaHH CaMO MO BpeMe Ha NOCTMAPKETHHTOBHA
nepuoa. OT HANHYHHUTE JAHHH HE MOXeE Aa ObAe HanpaBeHa OLEHKA Ha YECTOTATA.

KombuHHpaHH ca CICAHATE TEPMHHH;

a KopeMHa 0onka, kopeMHa 0oJIKa B ropHaTa H KopeMHa 0ofika B JoNHAaTa YacT Ha Kopema

b Enem, nepudepeH eneM, eeM Ha OUHTe, NOKANH3HUPAH €AEM U eIeM Ha JIMLETO

¢ JIncreysusd, arey3nsi H XHIOrey3Hs

d [TounxaBaHe Ha O6pos Ha OennTe KPbBHU KIETKH, IOHWXKaBaHe Ha Opos Ha BEYTPOPHANTE B NOHMKABAHE
Ha OpoA Ha TeBKOLIUTUTE

° [ToHHKEH aneTUT ¥ aHOPEKCHA

f CvpaeyuHa aucdyHkKiMa, NeBOKaMepHa THCHYHKIMA, ChpAeuHa HEAOCTaTLYHOCT U PECTPHKTHUBHA
KapAWOMHONATHA

¢ BenosHo tpomboembonuuHo crOuTHE, ABIOOKA BEHO3HA TpoMbo3a, benoapobdeH eMbonHIbM H TpoMOO3a

HeyrtponeHusa, TpoMOOLMTONEHHS WM CHHAPOM Ha NaJIMapHO-IUIAHTApHAa EPHTPOAU3ECTE3NS <a
Ha0TIoAaBaHH MO-4e€CTO NP NMALUEHTH OT U3TOYHOA3ZHATCKH [TPOU3IXOA.

Tabanna 3 Hexenann peaknHH, cBbpP3aHH € JIE4E¢HHETO, CLOOIEHH B Npoy4BAHHNTA NPH
CAPKOM HA MEKHTE ThbKaHH (n=382) B/i4 N0 BpeMe HA NOCTMAPKETHH -

Cucremo- YecToTa Hexenann Beuakn Crenen
OPraHAH K1acoBe | (BCHUKH pPEAKI[HH CTenmeHH n (%)
CTENEeHH) (%)
16
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Hudexnun # Yectn Hndekums Ha 4 (1%) 0 0
HHpEeCTAUHH BCHLIHTE h
Heomn1a3Mu- MHoro TymopHna Gosnka 121 (32%) 32 (8%) 0
| nobpoxavecTBeHH| YeCTH
, 3JIOKAY%EeCTBEHH
B HeonpeaAeNenH
(BKJI. KECTH H
HOJHITH)
MHoro JleBKONEHNs 106 (44%) 3 (1%) 0
YECTH Tpomboumtonenus | 86 (36%) 7 (3%) 2 (<1%)
| Heytponenus 7933%) [ 10(4%) 0
Hapymenus ua HeuecTH TpomboTHuHa 1 (<1%) 1 (<1%) 0.
MHKPOAHIHOMNATHA
KPbHBTA H
JHM@HATA ( BKIIFOMHTEITHO
cucrema’ TpoMOOTINHE
TpoMOOLHTO- ,
neHUYHa Mypnypa u
XeMOJIUTHYCH
YpeMHYEH CHHIPOM) J
Hapymenus Ha | Yectn XunorupeonaussM | 18 (5%) 0 10
€HAOKPHHHATA
CHCTEMA |
Mmuoro HamaneH aneTHr 108 (28%) 12 (3%) 0
YECTH XunoanGymunemus' | 81 (34%) 2 (<1%) 0
Hapymenns na | Yectn Hexunparauus 4 (1%) 2 (1%) 0
meTaboan3imMa v | HeuectH XunoMmarHesnemus | 1 (<1%) 10 0
XpaHeHReTo C TyMop-nu3nc C HeuspectHa | C C
HeW3BeCTHA | CUHAPOM™ YeCTOTa HEU3BECTHA | HEU3BECTHA
4YecToTa | yecToTA 4ecToTa
IlcRxHuBn YecTH be3cbHue 5(1%) 1 (<1%) 0
HApYINCHHS |
Muoro Aucreysus 79 (21%) 0 0
YECTH Casobonune 54 (14%) 2 (<1%) 0
Hectu [lepudepHa 30 (8%) 1 (<1%) 0
Hapymenus Ha CeH30pHa
HePBHATA HEBPOMATHS |
CHCTeMa 3aMasHOCT 15 (4%) 0 0
Heuectu CBHIUBOCT 3 (<1%) 0 0
| [lapecTesns 1 (<1%) 0 0
Mo3sbued uHpapkt | 1 (<1%) 0 1 (<1%)
Hapymenns Ha | Yectu 3ambriaeHo 3penue | 15 (4%) 0 0
OYHTE
UectH CupaedHa 21 (5%) 3 (<1%) 1 (<1%)
auchyHKuus®
Cupaenn JleBokamepHa 13 (3%) 3 (<1%) 0
AUCPYHKLIHA
HApyHIcHRAY bpanukapaus 4 (1%) 0 0
Heuectn MuokapaeH 1 (<1%) 0 0
HH}apKT
MHoro XHNEpPTOHUA 152 (40%) 26 (7%) 0
YECTH
YecTH BexosHo 13 (3%) 4 (1%)
Craone TpoMb0oeEMOONIHYHO
HapymEHgﬂ cbOHTHE"
['opelliH BLIIHH 12 (3%) 0
3auepBsBaHe 4 (1%) 0
17
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HeuecTH KpbBOK3IIHB 2 (<1%) 1 (<1%) 0
Peaku AHEBPH3IMH H C HeusBectHa | C C
apTepHaiHH 4ecToTa HEeU3BeCTHa | HeH3BeCcTHa
AHCEKALIMH 4E€CTOTA 4yeCcToTA
Uectn Enncrakcuc 22 (6%) 0 0
Hucdonus 20 (5%) 0 0
Jncnues 14 (4%) 3 (<1%) 0
Kaninuna 12 (3%) 0 10
[THeBMOTOpAKC 7 (2%) 2 (<1%) 1 (<1%)
XBbillaHe 4 (1%) 0 0
Pecnnpatopas, benoapobeH 4 (1%) 1 (<1%) 0
FpBARH K KPbBOU3JIHB :
MeaHACTHHAIHN HeuecTn Opodapunreansa | 3 (<1%) 0 0
HAPYIMCHHSA Goixa
bpouxuaneH 2 (<1%) 0 0
 KPbBOM3IIUB
PuHopes 1 (<1%) 0 0
XeMonTusa 1 (<1%) 0 0
Penkwu HuTepcTHUHAHA C HensBectHa | C C
6enoapobHa 4yecToTa HEHU3BECTHA | HEU3BECTHA
Oonect/nHeBMOHHT T 4yeCTOTa 4yeCcToTa
MHoro Hunapus 174 (46%) | 17 (4%) 0
YeCTH ["aneHe 167 (44%) | 8 (2%) 0
Iloppbinane 96 (25%) 7(2%) 0
Kopemna bosnka’ 35 (14%) 4 (1%) 0
CroMaTHT 41 (11%) 1 (<1%) 0
YectH Ab6aoMHHaTHA 16 (4%) 2 (1%) 0
JHUCTEH3HA
CyxoTa B ycTaTa 14 (4%) 0 0
Jlucnencus 12 (3%) 0 0
KpbBOHn3nus B 5 (1%) 0 0
ycrara
DaaTyeHUHs 5 (1%) 0 0
AHaneH kpbBoH3nuB| 4 (1%) 0 0
HeuecTu ["acTpounTecTHHane | 2 (<1%) 0 0
H KPbBOH3/IHB
Cromainno- PexTanen 2 (<1%) 0 0
YpeBHH KPLBOHIMB
HapyuieHHs EnTepokyTaHHa 1 (<1%) 1 (<1%) 0
| pucTyIa
CromalueH 1 (<1%) 0 0
KPbBOHI/IHB
MeneHa 2 (<1%) 0 0
KpbBou3nus ot 1 (<1%) 0 1 (<1%)
XpaHoNpoBoaa
[lepuTonut 1 (<1%) 0 0
PetponepuroneaneH| 1 (<1%) 0 0
 KPBBOM3/IHB
KpbBROU3INB OT 1 (<1%) 1 (<1%) 0
ropHarta 4acT Ha
racTPOMHTECTHHANH
HSl TPAKT
[lepdopauns Ha 1 (<1%)

HICYM

HU/H/0771/001-002/1B/Q05
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HeuecTu AOHOpMHA 2 (<1%) 0 1 (<1%)
yepHoapoOHa
XenaToOnanapH GYHKUMA
M HApPYUIeHHS C YepHoapobHa C HemzpecTHa | C C
HEH3BECTHA | HEAOCTATBbYHOCTY YEeCTOTA HEH3BECTHA | HEU3BECTHA
4eCcToTa 4eCToTa YeCcTOoTa
MHuoro [Ipomsaua Ha useta | 93 (24%) 0 0
YecTH Ha Kocara
Xunonurmenrauus | 80 (21%) 0 0
Ha KOXaTa
ExcdonnarueeH 52 (14%) 2 (<1%) 0
oOpus
HecTH Asoneuns 30 (8%) 0 0
HapyuieHue Ha 26 (7%) 4 (1%) 0
KOMKATac
Cyxa xoxa 21 (5%) 0 0
H Xunepxuaposa 18 (5%) 0 0
ApYIHIEnn Ha Hapyuienue Ha 13 (3%) 0 0
KOMKATA H
HOKTHTE
N Copbex 11 (3%) 0 0
EpureM 4 (1%) 0 0
HeuectH KoxeH yIkyc 3 (<1%) I (<1%) 0
O6pus I (<1%) 0 0
[Marmynosen obpus | 1 (<1%) 0 0
Peakupns Ha 1 (<1%) 0 0
(GOTOMYBCTBUTEN-
HOCT
CuHapoM Ha 2 (<1%) 0 0-
najiMapHo-
nyIaHTapHa
| EpHTPOAU3ECTE3US
Hapymenna na | Yectu Myckynno-ckenerHal 35 (9%) 2 (<1%) 0
MYCKYJ/IHO- OosKa
CKEJAETHATA Muanrus 28 (7T%) 2 (<1%) 0
CHCTEMA H Myckynuu cnasmi | 8 (2%) 0 0
CheANHHTENHATA | HevyecTH ApTpanrusa 2 (<1%) 0 0
| ThKaH
Hapymenns na | Heuectn [Tpotennypud 2 (<1%) 0 0
0nOpennTe H
NHKOYHHATE
MHTHINA
Hapymenna Ha | Heuectn BnaranuuueH 3 (<1%) 0 0
BBb3NPOH3IBOAHTEN KPbBOH3/IHB
HATA CHCTEMA H MeHoparus 1 (<1%) 0 0
rLpAaTa
MHoro YMopa 178 (47%) 34 (9%) 1 {(<1%)
YECTH
Obmn YecTu Enem” 18 (5%) 1 (<1%)
HAPYILEHLH B Bonka B repaute | 12 (3%) 4 (1%)
edexTy Ha R S
TpPHCAHE 10 (3%) 0
MRCTOTO Ha HeuecTu Br3naneuune Ha 1 (<1%) 0
NPHJIOKEHHE .
NIUraBULIUTE
AcreHud 1 (<1%) 0
" b Muoro [MoHwkasaHe Ha 86 (23%) 5 (1%)
3CJIeABAHHS
YECTH TErJ0TO




YectH OTKIOHEHNA NpH 29 (8%) 4 (1%) 0
M3CNEeABAHHA Ha
yLIMTE, HOCA H
I'bpJIOTO"

[TosumiaBane Ha 8 (2%) 4 (1%) 2 (<1%)
alTaHHH
AMMHOTpPaHC-

_(bepazara

OTKNOHEeHHA B 6 (2%) 0 0

HHUBaTa HA
XONCCTCpOaa

[ToBuinaBaHe Ha 5(1%) 2 (<1%) 2 (<1%)
acnaprar
aMYHOTPAHC-
depa3ara

[TosuiIaBaHe Ha 4 (1%) 0 3 (<1%)
raMa-riayTaMmui
TpaHcdepasarta

HeuectH [TosuinaraHe Ha 2 (<1%) 0 0.
OmnupybuHa B
KpPbBTA

Acnaprar 2 (<1%) 0 2 (<1%)
aMHHOTpaHcdepasa

AnNaHHH 1 (<1%) 0 1 (<1%)
aMYHOTpaHchepasa

[lonnxkaBaHe Ha 1 (<1%) 0 1 (<1%)

Opos Ha
TPOMOOLIMTHTE

YawrmxaBane Ha QT | 2 (<1%) 1 (<1%) 0
UHTEpBaNaZ Ha
eNIeKTpoKapano-
rpama

T HexenaHa peakuus, CBbp3aHa ¢ JIEY€HHETO, CHOOLIEHa N0 BpEME Ha NMOCTMAPKETHHIOBUA NEPHOA
(CTOHTAHHM CHOOIIEHNA M CEPHO3HH HEXENAHH peaKLUMH OT BCHYKH KIHHHYHH NPOYYBaHUA C
nazonaHunb).

* HexenaHu peaklMH, CBbP3aHH C JIEYEHHETO, CbOo0IaBaHy caMO NO BPEME Ha MOCTMAPKETHHIOBUA
nmepuol. OT HATMYHKTE AAHHH He MOXe J1a Oble HanpaBeHa OLEHKA Ha YECTOTATa.

KomO6uHHUpaHH ca CIeAHHTE TEPMHHH;

5 KopemHa 6oka, kopeMHa 6oJika B ropHaTa 4acT Ha kopema M raCTPOMHTECTHHANTHA OonKa

b Enem, nepudepeH €1eM H €1eM Ha KJIEayHTe

¢ [To-ronsAMa 4acT OT Te3H CJIyuyan ca OMIH CHHAPOM Ha NaJMapHO-IJIAHTAPHA EPHTPOAH3ECTE3HA

4 BeHO3HH TpoMOOeMOONTHUHH CHOUTHA — BKIFOYBA TEPMHHHUTE BEHO3HA TpoMOo3a, Genoapoben
emb0onn3LM H TPOMOO3a

*Tlo-rongaMara 4acT OT T€3H CIyUaH ONHCBAT MYKO3HT

fYectoTaTa ce ocHoBaBa Ha Tabnuum ¢ nabopatopHu croftnoctd ot VEG110727 (N=240). Te ca
ROKJIAJBAHH KATO HEXKEJAHH peakliny OT U3CIEAOBATENHTE NO-PRAKO C CPABHEHHE € YCTAHOBEHOTO B
TabnuumTe ¢ 1abopaTopHHu CTORHOCTH.

8 CrOMTHA Ha CbpaeuHA AHCHYHKUHWA — BKIHOYBAT IeBOKaMepHa AUCPYHKLNA, ChpACYHA HEJOCTATHYHOCT H
pPeCTPUKTHUBHA KapIHOMHOIATHA

b YecToTaTa ce OCHOBABa HA HEXEMAHHTE PeaKkliii, JOKIIaABaHH OT H3cneaoBareaunte. JlabopaTopHH
OTKJIOHEHHSA Ca JOKJIaABAHH KATO HEXEJAHHN pEaKLMy NO-PAAKO OT HICIEAOBATENHTE B CPAaBHEHHE C
YyCTAHOBEHOTO B TaGJHUMTE ¢ JJabOpaTOpHH CTORHOCTH,

HabnO1aBaHH NO-YECTO NPH TIAUMEHTHA OT U3TOYHOA3ZHATCKH NPOU3XOL.

IleguaTprysa nonyiayus
ITpodunnT Ha Ge30NacHOCT NpHU NEAHATPUUHM NALUEHTH € NoKoOEH Ha TO3H, OINHUCa
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[MPH BL3PaCTHH 33 0A0OpEeHNTe HHAMKALMMA Bb3 OCHOBA Ha JAHHUTE OT 44 neAHaTPHYHY NaLMEHTH B
npoyusare ¢aza ]l ADVLOR15, n 57 neanaTpuuHu nauneHTH B npoyusare ¢asa ll PZP034X2203 (Bx.
ToukKa 5.1).

CrobliaBane Ha NOJAO3ZHPAHH HEXENAHH PEAKLIUY
CpoOLaBaHETO HA MONO3UPAHH HEXKETaHH peaKLMM CJie/] pa3peLiaBaHe 3a ynorpefa Ha eKapcTBEHHUS

NpOAYKT € BaxkHO. ToBa no3BonsBa Aa NpoALIKH HAOMOAEHHUETO Ha CbOTHOLIIEHHETO T10/13a/PHCK 3a
nexapcTBeHU NpoaykKT. OT MEAULIMHCKHUTE CTIELIHAIKCTH CE H3UCKBA Aa ChoO11aBaT Bedka
[10103HPaHA HexXeNNaHa peaklus Ype3 M3nwnHuTenHa aredums no nexkapcreara yiu. ,,damsau ['pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcaidT: www.bda.bg.

4.9 Ilpeao3npane

[Tazonauu® B Ao3u o 2 000 mg e ouleHeH B KNIMHHYHHU NMpoy4BaHusa. YMopa CreneH 3 (A0303aBUCHMA
TOKCHYHOCT) U XHnepToHHa Crenen 3 ca Habmonasanu npu 1 o7 3 NAUMEHTH, KOHTO Ca NPHEMAIIH
no3n, crotBeTHO 2 000 mg 1 1 000 mg aHEBHO.

Hama cneunrduryeH aHTHAOT NpH NpeAo3UpaHe ¢ 11a3onaHud U JIeueHHETO Ha NPEAO3IHPAHETO TpaOBa
Ia ce CbCTOH OT 001K NOAABPHKALLM MEPKH.

5. ®APMAKOJOIHNYHH CBOMCTBA

5.1 @apMakoAHHAMHYHH CBOHCTBA

MdapmakoTepaneBTHYHA rpyna: AHTHHEOTUIACTHYHU CPEICTBA, NPOTCHHKWHA3HY HHXHOUTOPH, ApYyTrH
nporeuHKHHa3HU uHxudburopu, ATC xoa: LOTEXO3

MexaHU3IbM Ha NEHCTBUE
[Tazonannd e nepopaneH, MOLIlEH, MYJTHTapreTeH THpO3HHKHHa3eH HHXHOHTOp (TK1) Ha peuenTopHu-

1, -2 ¥ -3 Ha cBaoBHA eHaoTeneH pactexxeH dakrop (VEGFR), TpomGoumnTHHTe pactexuu daktopu
(PDGFR) -a u —8, u peuenrtopa Ha daktopa Ha cTBo0BHTE KneTKH (¢-KIT), cbe crofirocTh Ha 1Cso,
cwotBetHO 10, 30, 47, 71, 84 u 74 nM. B npeaKTHHUYHH €KCNEPUMEHTH, 1a3onaHud € HHxubupan no
J0303aBHCHM HA4MH NHraii-uHAyuupaHoto aprogochopunupane Ha VEGFR-2, ¢-Kit 1 PDGFR-
peuenropute B kKnetkure. /n vivo nazonaHud nuxudbupa VEGF-nuayuupanoro VEGFR-2

dochopunrpare B 6enu npobose HA MHLLKH, AHTHOTEHe3aTa NpU paz/IMYHHA )KMBOTHHCKH MOJCIIH,
KaKTO W pacTeka Ha MHOXKECTBO YOBEIIKH TYMOPHH KCEHOTPAHCTUIAHTATH NPH MHLUKH.

dapMakoreHoMHKa
BbB (hapMaKkOreHETHHEH META-aHANM3 HA NAaHHH OT 31 KNHHHYHHM [TPOYUBAHHA HA NMa30maHHo,

MPUJIOKEH WK KaTO MOHOTEpanus WiH B KOMOWHaUM ¢ Ipyry cpeacTsa, nosHasane Ha AJIAT >3 x
I'TH (NCI CTC Crtenen 3) pe3nukBa npu 19% ot HocuTenure Ra HLA-B*57:01 v npu 10% o He-

Hocurenure. B Ta3u 6a3za gannu 133/2 235 (6%) ot nauneHTHTE Ca HOCHTENH Ha anenl HLA-B*57.01
(Bx. TOuKa 4.4).

KJIHHHWYHY NpoYyYBaHUA

bvbpeunoxiemvuen kapyunom (RCC)
Be3onacHocTTa W epuKacHocTTa Ha nazonaHud npu RCC ca oueHEHH B paHAOMH3HPAHO,
BOMHOCHANO, auefo KOHTPOMKHPaHO, MHOTOUEHTPOBO npoy4saHe. [launenTn (N=435) ¢ nokanno
Hanpeasan w/unu meractathiyeH RCC ca panaoMusHpaHy 1a nony4asat nasonaHud 800 mg BeaHbXK
NHEBHO WM IU1aLe6o. OCHOBHATA LIEJ HA MIPOYYBAHETO € G1Na 1a ce OLICHAT M CPaBHAT ABETEPPYI -
Ha JieYyeHHe 3a npexxuBsemMocTt 6e3 nporpecua (PFS), a oCHOBHATA BTOpHUYHA KPaiHa TOUKA'¢
npexxnaemoct (OS). JIpyrure uenu ca 6WnM 1a c€ OLCHAT HUBOTO Ha 001laTa CTEMNEH K
H NPOAB/KHUTETHOCTTA HA NMOBIUABAHETO.

21
HU/H/0771/001-002/1B/00S



Ot 0010 435 naiMeHTH B TOBa NMpoyuBaHe, 233 nauueHTH ca Ounu 0e3 npeauecTsaillo JieyeHue, a
202 naumMeHTH ca OMJIM Ha BTOpA JIMHMUS, KATO Ca MOJIYYUIIH €1HO Npe/IliecTBallo JieueHHe Ha O6a3ara
Ha IL-2 win INF-a. ®yukumonantnoto cberosiue (ECOG) e 6mi1o cxonHo Mexay rpyrnure Ha
nazonanu6 u naauedo (ECOG 0: 42% cnpamo 41%, ECOG 1: 58% cnpsmo 59%). [To-ronsimara yact
OT MalMEHTHTE ca UMaJI WK OnaronpuaTHH (39%), wim cpeanu (54%) NporHoCTHYHHU (PaKTOPH 110
MSKCC (Memorial Sloan Kettering Cancer Centre)/Motzer. Bcuuku naiueHTH ca Ouim cbe
CBETJIOKJIETHYEH XHUCTOJIOMHUYEH THIT WM NPEAUMHO CBETJIOKJIETHYEH XUCTOIIOMHYEH THII.
[TpuGaM3HTEHO NOJIOBUHATA OT BCHUYKH MALMEHTH ca OWJIM ¢ 3 WK NOBeYe 3aCerHaru ot
3a00J19BaHETO OpPraHa v NpH MoBeYeTO NMalHeHTH € UMaJIo MeTacTasu B 0enure apodose (74%) w/nuiu
numpHuTe BB3HU (54% ) HA U3XOAHO HHUBO.

CXO0/1eH MPOLEHT OT MallMEHTUTE BB BCAKA rpyna ca Ouiam 0e3 npeaecTpaiilo JeYeHHE U ¢
npejuecTsauo JeueHue ¢ UMTokuHH (53% u 47% B rpynara Ha nasonanHu0, 54% u 46% B rpynara Ha
nuanedo). B rpynara ¢ npeiiecTBaiilo Jie4ueHHe ¢ LUTOKMHH, NOBEYEeTO NauueHTH (75%) ca nony4uiiu
Tepanus Ha 0a3ata Ha UHTEP(EPOH.

CXO0J/1eH NMPOLEHT OT NMallMEeHTHTE BB BCAKA rpyrna ca OWIM ¢ npe/iuecTsaila HepeKkTomus
(cvoTBeTHO 89% M 88% B rpynara Ha nazonaHu0 U B rpynara Ha riauedo) Wi npeiiecTsaio
nbuesieyeHue (croTBeTHO 22% 1 15% B rpynara Ha na3onaHud0 M B rpynara Ha ruauefo).

[TbpBUYHMAT aHANIM3 HA MbPBUYHATA KpaiiHa Touka PFS ce ocHoBaBa Ha olieHKa Ha 3a00/1BaHETO
ype3 HE3aBMCHUM NperJie/l Ha peHTreHorpa)uuTe Ha Lis1aTa rnoryJalnus Ha rnpoy4BaHero (0e3

NnpeawecTBallo Je4YC€HHE H C NnpeatecTBallo JICHCHHE C I.IHTOI{HHH).

Ta6anna 4 O6mu pesyaratu 3a epukacHoct npu RCC no nezasucuma onenka (VEG105192)

Kpaiinn [Mazonanub IMaauebdo HR (95% CI) | P croiinoct
Toukn/Ilonyaanus HA (eamno-
NpPOY4BAHETO CTPAHHO)
PFS
O6ma* ITT N =290 N = 145

MenmnaHa (Mecelu) 9,2 4,2 0,46 (0,34, 0,62) <0,0000001
Crenen Ha NoOB/IHABAHE N =290 N = 145

% (95% Cl) 30 (25,1, 35,6) | 3 (0,5, 6,4) - <0,001
HR = Koeduument Ha puck: ITT = “Intent to treat”; PFS = [IpexussemocT 0e3 nporpecus. *-lIlonynauun 0e3
HPE,!].LLIQCTEHH,IU JEYECHHE H C npeamecTsaulo Je4CeHHUE € UHTOKHHH

®urypal Kpusa na Kaplan-Meier 3a npexuBsiemMocT 0e3 mporpecHsi crnopel He3aBHCHMA
oneHKa 3a obmara mnonyjanus (nmomyJanuu 0e3 mnpeamecTBamio JieYyeHHe H ¢
npeamecTBamo jgevyenue ¢ uutoknan) (VEG105192)

| 1 1 1 L

1.0 4
0 +— Pazopanib (N = 290)
Median 9.2 months
2 08 -
e v : - Placebo (N = 145)
c . Median 4.2 months
z D6 - 1 Hazard Ratio = 0.46
S, | 954% C1(0.24, 0.62)
= | i P<0.0000001
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X oc; Meceuu, y oc; Ilpouent 6e3 nporpecus, Ilasonanud (N = 290) Meauana 9,2 me A\

(N = 145) Meanana 4,2 mecelia; Koedument Ha puck = 0,46; 95% CI (0,34; 0,62), P<0,000000 % \"* =&

22 %}«- )
o v, ____,_...-; -

HU/H/0771/001-002/1B/005



®urypa 2 KpuBa na Kaplan-Meier 3a npexussiemoct 0e3 mporpecHsi cnopea He3aBHCHMA
OllEHKA 3a monyJanuaTa 0e3 npeamecrsamo Jevenne (VEG105192)

] m——— . J . i 4 -

1.04 < 4+ Pazopanib (N = 155)
- Median 11.1 months
g 084 ! l—*—l 4+~ Placebo (N = 78)
o .L 4}[]—- Median 2.8 months
% 06- - e sy T Hazard Ratio = 040 |
£ _ F o 95% C1 (0.27, 0.60)
=z : | + T P<0.0000001
g 04 I I | T r
- 14 s
S o5 DTN = J- -+ =+
2 0.2- s O S i a |
santRL (SRS +_; '''' +
0.0 . I - s i —
d < 10 15 20
Months
x oc; Meceun, y oc; [Ipouent 6e3 nporpecus, [lazonanu0 (N=155) Meanana 11,1 meceua; [lnauedo ----

(N=78) Mennana 2,8 meceua; Koedpuumnent na puck =0,40; 95% CI (0,27; 0,60), P<0,000000 1

®urypa3 Kpusa nma Kaplan-Meier 3a npexunssemMoct 0e3 nporpecusi cnopea He3aBHCHMA
OIIEHKA 32 MONYJIALHATA ¢ npeAlecTBamo jJevyenne ¢ nturokunn (VEG105192)

1 | |

g +— Pazopanib (N = 135)
Median 7.4 months
@ 0.8 p =6
o -—4--— Placebo (N = 67)
: Medsan 4.2 months
g 0.6 - - Hazard Ratio = 0.54
= 95% CI{0.35, 0.84)
;E_’ 'L‘—-!-—‘—q-—_L P<0.001
= 04- - B i
A N [ RIS RO G ST ot i
g | + - 1 i
g 02 _F—-l- i
004 8 _ ‘ , . ;
0 9 10 15 20
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X 0c; MeceuH, y oc: [Ipouent 6e3 nporpecus, [1azonanund (N=135) Meauana 7,4 meceua; [1nauedo ----

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

[Tpu maumeHTUTE, KOMTO €A Ce MOBJIMAIM OT JICHEHHETO, ME/IHaHATa HAa BPEMETO JI0 MOBJIMABAHE €
ouna 11,9 ceamuum, a MeaMaHaTa Ha NPOJAL/DKUTEIIHOCTTA HA MOBJIMAgBaHe € Ouia 58,7 ceaAMULH
criope/1 He3apucumarta ouenka (VEG105192).

JlannuTe 3a MeMaHarTa Ha obiara npexxupsieMocT (OS) B KpaitHUS aHAJIW3 HA NPEKUBAEMOCTTA,
onpejesieH B npoTokosa, ca omim 22,9 meceua u 20,5 mecena [HR=0,91 (95% CI: 0,71: 1,16
p=0,224)] 3a nauMeHTUTE, PAaHAOMH3UPAHH CHOTBETHO B PAMOTO C Ma30naHud U paMoTo ¢ Miaueoo.
Bb3MOXKHH ca OTKJIOHEHUS B pe3yJiraTtuTe 3a oblara npexussemoct (OS), Tl kaTo 54% ot
MaLMEHTHUTE B paMOTO ¢ 1u1aledo ca npuemMalii Cblilo M nazonaHud B NMpoOJAb/LKEHHETO HA TOBA
poyuBaHe ciejl nporpecus Ha 3abonssanero. lllectaeceT v wecT NpoLeHTa OT NMalUeHTHTE,
npreMasy mniauebo, ca noay4uiIv JedeHue ciiel Npoy4uBaHeTo B cpaBHeHHe ¢ 30% OT nalMeHTHUTe,
npyueMa’siy nas3ornaHuo.

He ca HaGi10/1aBaHM CTAaTUCTHYECKH 3HAYUMH PA3JIMKK MEXKY IPYNUTE HA JICYEHUE 11
rnobanHoTo kauecTBo Ha )UBOT (Global Quality of Life), oueneno no EORTC QLQ
EQ-5D. |
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B npoyusate ¢aza [l npu 225 naumeHTH ¢ 10KaNHO peLUAUBAPAT WIH METACTATHYEH CBETJIOK/IEThYEH
ObOpeUHOKIIETEHEH KapUMHOM, 0OEKTHBHATA CTENEH HA NOBJIHABAHE € Ouna 35%, a MeaHasaTa Ha
MPOab/KUTETHOCT Ha MOBIUABAHETO € Ouna 68 ceaMuuyu cnopen HelaBMCHMaTa oueHka. MeanaHara

- Ha PFS e 6una 11,9 Meceua.

Be3zonacHocTTa, e(pUKACHOCTTA H KAYECTBOTO HA XXUBOT NPU Na3onaHud cnpaMo CYHUTHHHO, ca
OLICHEHH B €JHO paHAOMHU3IUPaHo, OTKPHTO, napanenHorpynoso ¢asa lll Hemndepropro npoyusane
(VEG108844).

B npoyusaneto VEG 108844, nauventn (N=1 110) ¢ nokanno Hanpeanan u/uimn Meractatuded RCC,
KOMTO Npeay TOBa He ca OWIN Ha CUCTEMHA Tepalnus, ca PAHIOMH3UPAHH Jla MPHEMAT WIH Na3onaHuo
800 mg BeaHLK AHEBHO €3 MpexbcBaHe, MK CYHUTUHHO 50 mg BEOHBK AHEBHO B 6-C€AMHYHH
LUMKJIM ¢ 4 CeIMHIIH Ha JIeYeHHe, NMoceABaHH OT 2 ceaMHULM Oe3 neveHme.

OCcHOBHATA LieJ1 HA TOBA MPOYYBRAHE € J1a Ce OLIEHW U CPaBHU npexkupsemocTTa Oe3 nporpecus (PFS)
[pH MALMEHTUTE HAa JIeYEHHE C Na30NnaHUub B CpaBHEHHE C NALMEHTHUTE HA JIEYEHHE CbC CYHUTHHHO.
HemorpadckHuTe XapaKTepHCTUKH ca OWIH CXOAHU MEXAY paMeHaTa Ha JICYCHHE. XapaKTePHUCTHKHTE
Ha 3200/19BaHETO NpY MbPBOHAYAIHATA JHACHO33 K NPH CKPUHUHIa ca banaHcHpaHHU MeXY paMeHaTa
Ha JIeYeHUE, KATO MOBEYETO MALHEHTH ¢a OWIN Che 3ad0NsaBaHe OT CBETIOKIIETbYEH XMCTOJIOTUUYEH
THN H cTeneH 1V,

'VEG 108844 noctnra mppBuuHaTa cH KpaiiHa Touka PFS u nokasea, ue naszonaHu0 e ¢ He no-Majika
epMKacHOCT OT CYHUTHHHO, THH KaTo ropHara rpanyua Ha 95% Cl 3a koeduuneHTa Ha pUCK € No-
HUCKa OT OTpe/iefieHaTa B NPOTOKOJIa ACIMYCTHMA I'PaHHila 3a HeuH(eprHopHocT ot 1,25. Obwmre
pe3yJTaTH 3a egukacHocT ca 00obwenn B Tabnnua 3.

- Tabaumna 5 O6mu pesyaratu 3a epukacnoct (VEG108844)

[TazonanunG CyanTunab HR

Kpa#ina Touka N = 557 N =553 (95% CI)
PFS
Obuio

Menunana (Meceun) 8,4 9,5 1.047

(95% CI) (8,3, 10,9) (8,3, 11,0) (0,898, 1,220)
OfIma npexnBAEMOCT

MenunaHa (MeceLn) 28.3 29.1 0,915

(95% CI) (26,0, 35,5) (25,4, 33,1) (0,786, 1,065)
HR = KoeduuneHr na puck; PFS =Tipexupgemoct 6e3 nporpecns, a P croiiHoct = 0,245 (2-cTpanno)
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durypa4 Kpusa na Kaplan-Meier 3a npexkusiemocT 0e3 nporpecHusi crnopej He3aBHCHMA
onenka 3a oomara nonyaanus (VEG108844)
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Ananu3 Ha noarpynure Ha PFS e nanpasen 3a 20 aemorpadgcku M nporHoctHuHu ¢akropa. 95%
JIOBEPHUTEIHK HHTEPBAJIM 32 BCHUKH MOArPYNH BKIKOYBAT KOCPHIIMEHT Ha pucK |. B TpuTe Hak-Manku
or Te3u 20 noArpymnu, TOYKoBaTa OlleHKa Ha KoeduuMeHTa HAa pUCK € HaaBuwuiaa 1,25: T.e. npu
yuyacTHHIM Oe3 npeawmectBaia Hedgpekromusa (n=186, HR=1,403; 95% CI (0,955: 2,061)), usxoaHu
croiHocty Ha LDH>1.5 x I'TH (n=68, HR=1,72; 95% CI (0,943 3,139)), 1 MSKCC: HUCBK pHUCK
(n=119, HR=1,472; 95% CI (0,937; 2,313)).

Capxom na mexume mvkanu (S1)

E¢ukacnocrra u 6e3onacHoctTa Ha nozonanud npu STS ca ouenenu B ocHoBHO (asa 11l
paHJ0MM3HPAHO, JIBOHHO-CJIANO, MJ1a1ed0-KOHTPOIMpaHO MHOTroueHTpoBo npoyusaHe (VEGI110727).
O610 369 naumentu ¢ Hanpeadan STS ca Ounu paHaomusMpanu na nosayuyasar nasonaHudo 800 mg
BE/IHbK JHEBHO WM muanebo. BaxHo e, ye caMo NMalMeHTH ¢ ONpPeAe/IEHH XMCTOJIONMYHH 1M0/1BH/10BE
Ha STS ca 10nycCHATH J1a y4acTBAT B U3MUTBAHETO, M CJI€10BATEIHO ePUKAcCHOCTTA U Oe30onacHoCTTa
Ha ra3ornaHub Morar Ja ce CYUMTAT 3a YCTAHOBEHH ¢aMo MpH Te3W noarpynu Ha STS u nedyenuero ¢
naszonanub TpsOBa na ce orpaHyuuu 10 Takuea STS noasuoBe.

CnenaHure BUAOBE TYMOPH ca OMJIH NMOJAXOASALLH:
dubpobaactiu (pudpocapkoM nNpH BL3PACTHH, MUKCOPHOPOCAPKOM, CKIEPO3HpaLll €MUTEIOHIAEH
¢ubpocapkoM, 3710Ka4eCcTBEHH COIUTapHH (PUOPO3HHU TYMOPH), T. HAp. PUOPOXHCTHOLMTHH
(nieomopden 3y0kavecTBeH (pudposen xuctnountoM [MFH], ruranroknerbuen MFH, Bb3nanurenen
MFH), 1eHoMHOCapKOM, 3JI0KAYE€CTBEHH INIOMYCHH TYMOPH, Ha CKEJIETHUTE MYCKYJIH (ruieoMopdeH U
aJiBeojiapeH pabIoOMHMOCapKOM ), BACKYJIapHH (EMUTEIOHIEH XEMAHTHOEHI0TEJIHOM, AaHTHOCAPKOM ),
HeaudepeHUHpaHH (CHHOBHAJIEH, ETTUTEION/IEH, AJIBEOJIAPEH MEKOTbKAHEH CAPKOM, CBETJIOKJIETHYEH,
JI€3MOIIJIACTHYEH APeOHOKPBITIOK/IEThbYEH, €EKCTpapeHalieH pab0oH/IeH TyYMOP, 3/I0KaY€CTBEH
ME3EHXHMOM, MEPHBACKYJIAPHH EMUTEIOMIHOKIETBYHH TYMOPH, CAPKOM Ha HHTHMATA),
3JI0KA4YE€CTBEHH TYMOPH Ha OOBHBKHUTE Ha nepu(epHUTe HEPBH, HeAU(EPEHLIMPAHH CAPKOMHU Ha
MEKHTE ThKaHH, KOUTO He ca onpejesieHd no aApyr HauuH (NOS) u 1pyru BU10BE cCapKkoM
ca U30pOEeHH KaToO HEMOAXOASALLH).

CieiHUTE BHI0OBE TYMOPH He ca OUIH NOJAXOASLLM:
AIMNOLMTEH CAPKOM (BCHUKH I10/IBUI0BE), BCHUKH pab10MHOCAPKOMH, KOMTO HE C

1eoMopdHH, XOHIPOCAPKOM, OCTEOCAPKOM, TYMOPH Ha EWing/npuMHTHBHH HEBPO PMATHH / >
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TymMopH (PNET), ractpo-uHTecTHHanen crpomaneH tymop (GIST), nepmarodubpocapkoma
npoTydepaHc, Bh3NATHTENEH MUOPUOpOOIACTEH CapKOM, WIOKAYECTBEH ME30TEIHOM H CMECEHH

Me30JepManHi TYMOPH Ha MaTKara.
Tpabra na ce oTOenexH, 4e NALWEHTUTE C AZIUTNOLIUTEH CApKOM ca OM/IM U3KIIOYEHH OT OCHOBHOTO
¢a3a [1l npoyusane, ThH kaTto B npeaaputentoto pasa [l npoyusane (VEG20002), akruehocTTa
(PFS Ha cenmuua 12), HabmoaasaHa ¢ nasonanub npy agUNOLMTEH CAPKOM, He € NOCTHTHAA
HeoOX0AMMaTA CTENEH, KOATO A2 NO3BOJH MO-HATATBLIHO KIMHUYHO H3CIEABAHE.

Jpyr KTo4oB BKIIOUBALL KpuTepHii Ha npoyusaHeTo VEGI1 10727 e 6un: XHUCTONOrHYHHY 1aHHH 3a
BHCOKA WJIK Cpe/iHa cTeneH 3noxavectseH STS u nporpecus Ha 3abosigBaHeTO B paMKHTe Ha 6 Meceua
OT JICUEHHE 3a METACTATUHHO 3abongeaHe, wWiv peunauB B paMKUTE Ha |12 Meceua ot (HeO)-
/amIOBaHTHA TEpAnus.

[Tpeau a ce BKIIOUAT B MPOYYBAHETO ACBETAECET U OCEM MpoLieHTa (98%) oT yyacTHHUHTE Ca
npueMany gokcopybuuun, 70% ca npueMann ndocdamun u 65% OT yUaCTHHLUHTE Ca NPHEMATH NOHE
TPH WJIH NOBEYE XHMHOTEPANEBTHYHH MPOAYKTA.

[NaumenTtuTe ca Ounu crpaTidguuupast no pakropute Ha pyHKkuHoHanHua crarye no C30 (WHO PS)
(0 wny 1) Ha H3XOAHO HHUBO W Opos Ha NHWHMHTE HA NPERWIECTRALIIO CHCTEMHO JIEYEHHE HA HANpeaAHAaNo
sabonsaeane (0 wau 1 cnpamo 2+). BB BcAka OT pyfnMTe Ha JIeHEHUE € UMallo MaJIKO MO-BHCOK
MPOLIEHT HAa YYaCTHHUHKTE € 2+ JIMHMHU HA NPEALIECTBAILO CHCTEMHO JIEUEHHUE HA HAlpeaHAN0
sabonasaHe (cboTBeTHO 58% M 55% 3a paMoTO Ha neycHHE ¢ auebo N paMoTO Ha JICHECHUE ¢
nazonaHul) B cpaBHeHHe ¢ O uaAKM 1 TMHHA HA NPEeJLIECTBAIO CUCTEMHO JICueHHE (CbOTBETHO 42% M
45% 3a paMOTO Ha NieveHHe ¢ nauebo U paMoTO Ha NieHeHHe ¢ nazonaHnd). Meauanara Ha
MPOJBIDKHTETHOCT Ha MpOCieSBAHE Ha YYaCTHHLUMTE (ONpeAeNieHa OT JaTaTa Ha PaHJ0MH3alLMA 10
AaTaTa Ha NocneaeH KOHTAKT Wik CMbpPT) € Onna nogobHa 3a nere pameHa Ha nedeHue (9,36 Meceua
3a nnauebo [B avanaszon ot 0,69 1o 23,0 mecena] u 10,04 meceua 3a nazonaund [B nanason 0,2 no
24,3 mecena).)

OcHOBHATA LEJ Ha Ipoy4YBaHETo € Onna npexupieMoctra 6e3 nporpecus (PFS), ouenena upes

HE3AaBHCHM PAaZHUOJIOrHUYEH Nperyiel; BTOPHYHHTE KPAiHH TOUYKM ca BKNIOYBAIH 00L1a NPEXHBAEMOCT
(OS), ofa cTeneH Ha NMOBJIMABAHE H NPOABJDKHTENHOCT Ha NMOBJIMABAHE.

Tadauna 6 O6im pesynratH 3a epuxacHoct npH STS no nezasucama onenka (VEG110727)

Kpalinu Touxks/ IMazonannd ILnianebo HR (95% CI) | P cTofinocT
lonyaanus na (nBy-
NpPOoy4BaHETO CTPAHHO)
PFS
Obwua ITT N = 246 N=123
MenuaHa (ceaMULIN) 20,0 7,0 0,35 (0,26, 0,48) <0,001
JlelioMmuocapkom N=109 N =49
MeauaHa (ceaAMMIH) 20,1 8,1 0,37 (0,23, 0,60) <(,001
Iloarpynu Ha CHHOBHANEH N =25 N=13
CapKoM
MennaHa (ceaAMHIIH) 17.9 4,1 0,43 (0,19, 0,98) 0,005
[loarpynu Ha , ,apyru STS” N=112 N =61
Mennana (ceaMHuLM) 20,1 4,3 0,39 (0,25, 0,60)
OS
O6uma ITT N =246 N=123 P fedste
MenuaHa (MeceLu) 12,6 10,7 0,87 (0,67, 1,18).3 | "N
26 AN

HU/H/0771/001-002/1B/005




Jleliomuocapkom™ N =109 N =49

Me/1iMaHa (MecelmM) 16,7 14,1 0,84 (0,56, 1,26) 0,363
[loarpynu Ha CHHOBHAJIEH N=25 N=13
capkom*

MeuaHa (MeceLH) 8.7 21.6 1,62 (0,79, 3,33) 011D
[Toarpynu Ha .. apyru STS™* N=112 N =61

Meimana (Mecelm) | 10,3 9,5 0,84 (0,59, 1,21) 0,325

CreneH HA NOB/IHSIBAHE
(CR+PR)

% (95% CI) 4(2,3,7,9) 0 (0,0, 3,0)
[IpOoABIKUTETHOCT Ha
MOBJIUSABAHE

Meuana (ceamuum) (95% | 38,9 (16,7, 40,0)
CI)

HR = KoeduuuenT Ha puck; ITT = ,Intent to treat”; PFS = [1pexussemoct 0e3 nporpecus; CR = [1bHO
nopauseare; PR = Hactuuno nosauseane; OS = O0ma npexuBsiemMocT

* O0mara npexXMUBAEMOCT 3a CbOTBETHUTE XHCTOJIOMMUHH MoArpynu Ha STS (ielioMHOCApKOM, CHHOBHAJIEH
capkoM u “apyru " STS) TpabBa na ce MHTepnpeTHpa ¢ MOBHILIEHO BHUMAHME Nopaau Majikus Opoi Ha

JinuaTta H IHpOKHUTE JTOBCPHTC/IHH HHTCPBAJIH.

[Tono6Ho nopobpenue B PFS, BB3 0cHOBaA Ha OLleHKa Ha U3cienoBaress, € HabJ1/1aBaHo B paMOTO Ha
nazonanu0® B cpaBHeHHe ¢ pamoTo Ha ruianebo (B obwata I'TT nonmynauus HR: 0.39; 95% CI, 0.30 1o

0,52, p<0,001).

®urypa 5 Kpusa na Kaplan-Meier 3a npe:kussiemoct 6e3 nporpecusi npu STS cnopen
He3aBHCHMaA olleHKa 3a o0mata nonyaanus (VEG110727)
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Estmated Survival Function
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0.0 Seecmsgpdnger —
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Time since Randomisation (Weeks)

Subjects At Risk
Pazopanib 246 68 25 S 1
Placebo 123 B 1

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

He e nabmonaBaHa 3HaunTesnHa pasivka B OS Mex/1y JIBETe paMeHa Ha JIe4YeHHUe NpH Kpa
na OS, narnpaseH ciiea kato 76% (280/369) ot cvburtusTa ca ce cayunnu (HR 0,87: 95%

p=0,256).
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lleayaTpruHa nonynauus

[Mpoyusaue ¢aza | (ADVL0815) na nazonanub € nposeeHo npu 44 neANaTpUSHHU NAUNEHTH C
pa3IUYHH PEUMANBHPAILY WIH pedpakTepHH COMHIHK TyMOpH. OCHOBHATA L€l € 1a Ce NPOoYyUH
MaKcUMaJHaTa moHocuMa j103a (maximum tolerated dose, MTD), npodunsT Ha 0€30MaCHOCT H
hapMakoKHHETHUHUTE CBOMCTBA Ha Ma3onaHub NpH Acua. MeanaHara Ha NPOXWDKHTEIHOCTTA HA
€KCMno3yliMg B TOBA npoyusane € 3 mecena (1-23 meceua).

IIpoyusaue ¢aza Il (PZP034X2203) na nasonaHub € npoBeACHO NMpH 57 NeAHATPUYHH NALKUEHTH C
pedpaKkTepHH CONHWAKRH TyMOPH, BKIIOUKTENHO pabaomuocapkoMm (N=12), He-pabaoMuocapkomeH
mekoTbkaHeH capkoM (N=11), capkom Ha Ewing/pPNET (N=10), octeocapkoM (N=10),
HeppobOsactoM (N=8) u xenarobnactom {(N=6). IlpoyusaHero € npoBeACHO KATO MOHOTEPAINHA,
HEeKOHTPOJIMPAHO, OTKPHTO NMPOYYBAHE 3a ONpeieNsaHe Ha TePaneBTUYHOTO ACHCTBHE Ha Na3onaHuo
npH Aclia M IOHOLLH Ha Bb3pacT | Jo < 18 roaunn. INazonanub e npunarak exeaHeBHo noja ¢opmara
Ha TabneTkH B 0032 450 mg/m?/103a WK KaTo nepopanHa cycnexsmns 225 mg/m?/no3a. MakcMMalnHo
NOMYyCTHMATa JHEBHA A03a 3a Tabnerku e 800 mg » 400 mg 3a nepopanna cycnensns. Meauanara Ha
NPOAB/DKMTENHOCTTA Ha ekcno3uums € 1,8 meceua (1 nen-29 meceua).

PesynaraTTe OT TOBa MPOYYBAHE HE MOKA3BAT 3HAYUMO AHTHTYMOPHO ACHCTBHE NPH CLOTBCTHATA
neJuaTpyUHa NofyiaLus. 3aToBa Na3onaHud He ce NpenopbhYsa 3a JJEUCHHETO HA T€3H TYMOPH NpH
neJHaTpHuYHA nonynauus (BXx. Touka 4.2 3a uHdopMaLms OTHOCHO ynoTpefa B neanaTrpuaTa).

EBponeiickaTta areHUHs no JekapcTeaTa ocBo00XKaaBa OT 3aAL/DKEHHETO 3a NpeJAOCTaBsiHE Ha
pE3VITATUTE OT NMPOYYBAHHUATA ¢ pepepeHTHHA IEKAPCTBEH MPOAYKT, ChABPKAlLl a30MaHuO BbB
BCHUYKH NOArPYIH HAa MeAHaTPUYHATA MOIYJaLUs [Py JiIeYeHHE Ha KapuWHOM Ha Ob0peka u
O610peyHoTO NereHye (¢ H3KIYeHHe Ha HedpobiacToM, HedpobiacToMaTo3a, CBETIIOKIEThYEH
capkoM, Me3o0nacTeH Hedpom, 6H0peueH MeaynapeH KapuMHOM W pabaonaeH TyMop Ha OBOpeKka)
(BxK. Touka 4.2 3a HHGOPMALHA OTHOCHO ynoTpeda B NeAUATpHATA).

5.2 DapMAKOKHRETRYNR CBOHiCTBA

Abcopbuns

[py1 NnepopaTHO NPHICKEHHUE HA €JHOKpaTHA 034 NasonaHnG 800 mg Ha NaUMEHTH ChC CONTHIHA
TYMOPH, MaKCUMajHaTa nna3Mena koHueHTpaluus (Cmax) npubausurenno 19 + 13 pg/ml e 6una
OOCTHrHATA cnel MeavaHa 3,5 uaca (rpanyud 1,0-11,9 yaca) u e nocturHata AUCo-« npubnu3uTenHo
650 + 500 pg.h/ml. ExxenneBen npuem Ha ao3ata Boax o nopuwasane Ha AUCo-r¢ 1,23 1o 4 nb1h.

He e HabmoaasaHo cwhoTBercTBallo nopuluaBade Ha AUC i Cmax py mazonaHud ¢ 1034 Haa
800 mg.

- CucTeMHaTa EKCIO3MLIMA Ha Nna3onaHKl ce NOBHLIABA NpH NPWIOXKEHHE ¢ XpaHa. IlpunoxeHuero Ha
MazonaHub ¢ XpasHu ¢ BHCOKO HJIM ¢ HUCKO CbIbP)KaHHE HA MA3HUHU BOJAM A0 NPUOIH3KTENHO 2-
kpaTtHo noBHuasaHe Ha AUC v Cmax. [lopaam ToBa, nasonanu6b tpsabsa na ce npwiara Hak-MajiKo J1Ba
yaca cjieq MM Hal-MasKo e[JUH Yac npeau XpaHeHe (BkK. Touka 4.2).

[Mpunoxenunero Ha nazonanu® 400 mg HaTpowena Tabnerka € noBuuno AUCo-72)¢ 46% 1 Cmex
NpUONH3INTENHO 2 NBTH U € HAMATWIO tmax C MPUOAU3UTENHO 2 Yaca, B CPABHCHHE C NPUIIOKEHHE HA
uana tabnetka. Te3n pe3yaTaTH NokasBar, Yye 6HOHANIMYHOCTTA H CTENEHTA Ha nepopaniHa abcopbdims
Ha na3onaHub ca NOBHILEHH cie] MPHIMKEHHE Ha HaTpolwleHaTa TabneTka, B CpaBHEHHE C
NPUIOKEHHE Ha Lia Tabnerka (BXk. ToYka 4.2).

Pasnpenenenue
CBBbP3BaHETO Ha Nna3onaHud ¢ YOBELLKUTE NIa3MEHK NPOTEUHH in vivo € OWIo Mo-BHCOKGOR
3aBUCHMOCT OT KOHLICHTpalnATa Hag ctoiiHocTH oT 10-100 pg/ml. In vitro npoyusanng/ge
ye nazonaHud ¢ cyberpar Ha P-gp u BCRP.

28
HU/H/0771/001-002/18/005




buoTtpaHcpopmaims

PesynraTd OT in vitro Nnpoy4BaHHs NMOKa3Bat, 4e MeTaboIN3Ma Ha na3onaHud e MeqUUpaH rnasHo ot
CYP3A4, ¢ HeanauntenHo yuyactne Ha CYP1A2 u CYP2CS8. Yetupure OCHOBHH METabOIMUTA Ha
nazonadub orropapaT camo 3a 6% oT ekcno3kuMaTa B nazmara. Eaus ot te3u metabonuru
HHXHOHUpa nponudepauuara Ha VEGF-cTUMynHpanu YOBELIKH €HAOTENHHA KNETKH OT yMOWIHKaNIHA
BeHa CbC CXOIHA CHJIA ¢ Ta3H Ha nasonaHud, apyrure ca 10 ao 20 meTy no-cnabo akrusHu. [lopaau
TOBa, JCUCTBHETO Ha NMa30NaHHO 3aBHCH INIABHO OT €KCINO3HLMATA Ha na3onaHud.

EnnMHBHpaHe .
[Tazonanub ce enumuHnpa GaBHO ChC CpeAHO BpeMe Ha noayueoT 30,9 yaca ciaela NMpUIoKeHHUE Ha

npenopsuMTenHaTa go3a ot 800 mg. EnumMuunpaHeTo e rnasHo upes ¢eueca, kato 6L0peuHoTo
€JTHMHHHpaHe 0TroBaps 3a <4% oT NpuIoXKeHara a03a.

CneupanHy nonynanuu

bvbpeuno ygpeacoane
PesynraTure noka3ear, 4ye no-mManko or 4% oT 403aTa Ha NEPOPATTHO NPHIAOKEH Ma3onaHHo ce

€KCKpeTHpa B YpHHaTa noj ¢opMara Ha na3onaHud U MetabonuTy. Pe3ynraTure OT nonyaauMoHHO
(papMaKOKHMHETHYHO MOAeNMpaHe (AaHHU OT HUA ¢ u3xoAHH cToifHocTH HAa CLCR B pamkuTe Ha 30,8
ml/min no 150 ml/min) noka3ear, ue € Maako BEPOATHO OBOPEUHOTO YBPEKAAHE 1a UMA KIIMHHHUHO
3Ha4YNM edekT BupXy dapMakokUHETHKaTa Ha nasonaHut. He ce u3nckea KopurupaHe Ha go3ara InpH
NalHeHTH ¢ KPeaTHHUHOB KNHPBHC HaA 30 ml/min. [IpenopbuyBa ce NOBHILEHO BHHMAaHHE NPH
NalMeHTH ¢ KPCATHHUHOB KIHPBHC noa 30 ml/min, Tei KaTO HAMA ONMT OT NPWIOKEHHUE Ha
nazonaHXo Npu Tasu nonyJJauus nayueHTH (Bxk. Touka 4.2).

Yeproopobro yepesicoane
Jlexo

Meaunaunte Ha Cmax 1 AUC(0-24) Ha nazonaHUO B CTALHOHAPHO CHCTOAHUE NPH MALMEHTH C JIEKH
OTKJIOHEHHA B u¢pHOAPOOHUTE napamMeTpH (AedHUHUPAHH WIH KaTO HOPMaJIHH CTOMHOCTH Ha
6unupyOMH W BCAKA CTENEH MOBHILEHHE Ha anaHuH-aMHUHoTpaHcepasa (AJIAT), unu karo
nopHuIeHHe Ha SUnHpyOuH (>35% aupekten) oo 1,5 mbTH ropHara rpaHHila Ha HOpMaTa, HE3aBUCHMO
oT cToiiHocTTa Ha AJIAT) cnea npunoxeHue Ha 800 mg BEAHBK AHEBHO €A CXOAHH ¢ MEAMAHMTE NPH
NallHEHTH ¢ HOpMaNHa YeproApoOHa pyHKuMA (BXK. Tabnnua 7). [IpenoprunTentara ao3a npu
falHeHTH ¢ JJEKH OTKJIOHEHHS B CEPYMHHMTE YepHOApoOHH nokasateny ¢ 800 mg nazonauub BeAHBXK
AHEBHO (BX. TOuka 4.2).

Ymepeno

Maxkcumandara noHocuMa fo3a naszonanid (MTD) npu nauveHTH ¢ ymepeHo uepHoapoObHo
yBpexaane (AepHHUpaHo KaTo NopHileHHe Ha OunupyduHa >1,5 10 3 mbpTH ropHaTa rpaHiua Ha
HOpMaTa, He3aBHUCHUMO OT cTOMHOCTHTE Ha AJIAT) e 200 mg BeaHbXx AHEBHO. CTOHHOCTHTE HA
mMeaHaHuTe Ha Cmax U AUC(0-24) B CTALMOHAPHO CBCTOAHME Cea Npuaoxkenue Ha 200 mg nazonanud®
BEAHBX JHEBHO NPH MALIHEHTH C YMEPEHO YepHOApOoOHO yBpexaaHe, ca npubnusurento 44% u 39%
OT CbOTBETHUTE CTOMHOCTH HAa MeaAMaHUTe clel npunoxeHue Ha 800 mg BEHBK IHEBHO MPH
NaLHEeHTH ¢ HOpMaNHa YepHoapoDOHa dyHkumMs (Bx. Tabnuua 7).

C‘nﬂpen NaHHUTE 3a 6€30MacHOCT U MOHOCHMOCT, [103aTa Ha nasonanub Tpsabea aa ce peayuupa oo
200 mg BeAHDBK AHEBHO MPH XOpa € YMEPEHO YepHOApoOHO yBpexkaaHe (BK. TouKa 4.2).

Teorcko
‘CroitHocTuTe Ha MeauaHUTe Ha Cmax H AUC0-24) B CTALIMOHAPHO CHCTORHKE clieA npinoxeHue Ha 200
Mg Na3onaHub BEAHDbIK JHEBHO MPH MALIKEHTH C TEXKKO YEPHOAPOOHO yBpexaaHe, ca anG *
18% 1 15% oT choTBETHUTE CTOHHOCTH HA MEAHAHKMTE clieh npuaoxkeHue Ha 800 mg Bex
Npd NALMEHTH ¢ HOPMaJiHa 4YepHOAPoOHa pyHKUMA. Bb3 OCHOBA Ha HAMAJIEHATa €KCNO3
OrpaHHYEHUA YEPHOAPOOEH pe3eps, Na3onaHud He ce NpenopbYBa NMPH NALKHEHTH ¢ TE
4epHOApoOHO yBpexkaaHe (aeduHHupato KaTo 06w 6unupybud >3 nbTH ropHaTa rpaHm
He3aBHCHMO OT cTolHocTTa Ha AJIAT) (BXx. TOuka 4.2).
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Ta6amua 7 Meanann Ha GapMAKOKHHETHUHHTE NMAPAMETPH HA Na30onaHub B CTaNHOHADHO
CHLCTOSHHE, H3IMEPEHH NPH JIHIA ¢ YepHoApoOno yBpexaane (1Y).

I'pyna Hicaeapana | C,; (ng/ml) AUC .20 IpenopbunTena
1033 (ng x hr/ml) 1033

Hopmanna 800 mg OD 52.0 888.2 800 mg OD

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

pynKuus

Jlexo Y 800 mg OD 33,5 774.2 800 mg OD

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

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

Texko HY 200 mg OD 9,4 130,6 He ce npenopbusa
(2,4-24,3) (46,9-473,2)

OD — BeAHBX JHEBHO

[leduampuuna nonyrayus

Cren NpUIOKEHHETO Ha nazonaHub 225 mg/m? (kaTo nepopasiHa CycreH3Us) NpH NEAHAaTPHYHA
nagueHTH, papMakokuHeTHUHUTE napaMeTpH (Cmax, Tmax © AUC) ca nogodbHU Ha Te3n, CLOOWEHH no-
paHoO NpH Bb3PacTHH NaLMEHTH, NexkyBanu ¢ 800 mg nasonanub. PesynTaTture nokassar, ue MEXI1y
nella ¥ Bb3PacTHH HAMA 3Ha4HWTENIHA pa3z/HKa B KIMPBHCA Ha Na3onaHud, HOpMaIH3UpaH CIpAMO
TeJIECHATA MTOBBLPXHOCT.

5.3 IlpeaAKAHHHYHH JaHHH 3a Oe300aCHOCT

[TpeaknUHKYHUAT Npodun Ha 6€30MacHOCT HA Na30MNaHnd € OLIEHEH NMPH MHULLIKH, IUTbXOBE, 3aHLIN H
MaiiMyHH. B npoyuBaHus ¢ MHOMOKPaTHO NpHaraHe MpH rpH3avu, €PeKTHTE BbpXY MHOXKECTBO
TbKaHH (KOCTH, 3bOH, HOKBTHO JIETNI0, PENPOAYKTUBHH OpraHy, KpbBHA ThKaH, OL0peLn 1 naHkpeac)
M3rneXAaT CBbP3aHH ¢ dhapMaKoioruiTa Ha uHxuGupare Ha VEGFR W/unu HapyliasaHe Ha
curHanHnTe mbTrina Ha VEGF, kaTto noBedeto edexru ca Habmonasaiy npy HUBA Ha MJ1a3MEHA
eKCINO3ULMA NOJ Te3H, HaboAaBaHu B KIIMHUAKaTa. Apyrn HabnoaasaHu edekTH BKMOYBAT 3aryda Ha
TErno, Auapusa u/wan 3abonaBanus, KOUTO ca OMIN WM BTOPHYHH Ha JIOKATHH raCTPORHTECTHHAIHH
ed)eKTH, NPHYUHEHH OT BUCOKA JIMTABHYHA €KCNO3HLIHS Ha JIEKAPCTBEHHS NPOAYKT (MaHMYHH), UITH
dapmakosnioriunu edextn (rpusaun). [lponudepaTHBHH YEPHOAPOOHH ie3UH (€03UHOPHIIHH OTrHHLLA
H a/IcHOM) ca HaOmmoaaBaHK NPH )KEHCKH MHULIKH NPY eKCNo3ulug 2,5 NbTH NO-BUCOKa OT Ta3y NPpH
xopa Bb3 ocHoea Ha AUC.

B npoyuBaHus 3a 10BEHW/THA TOKCHYHOCT, KOTaTO Ha [UTbXOBE B NEPHUOJA NpeaH OTOUBAHE Ca
NPWIOXKEHH 1031 npubausurenHo 0,1 nbTH KIMHWYHaTa ekcno3vuua, basupada Ha AUC npu
BB3pACTHH XOPa, OT JieH 9 cnen pakaaHero Ao AeH 14 cnen paxaaHeTo, na3onaHnd NpuuMHaIBa CMbPT
H aOHOpMEH OpraHeH pacrex/pa3BuTHe Ha Obx0OpeuuTe, Hennte apobose, uepHuUs apob H CLpLETO.
Koraro Ha nibXxoBe B nepyHoaa cieg otbruBaHe ca NpWiaraHu Jo3M ot AcH 21 chel paxaaHeTo [0 ACH
62 cnej paXaaHETOo, TOKCHKOIOTHYHHTE JaHHH €a CXOJIHH € TE3H IPU BB3PACTHH IUTbXOBE NPH
noJo0HH eKcno3nLKi. IlenHaTpHYHHTE NALHEHTH ca ¢ NOBHILIEH PHUCK 32 KOCTHH U 3b0HH ePEKTH B
CpaBHEHHE C Bb3PAaCTHHTE, Thil KaTO T€3H MPOMEHH, BKJIIOUMBAILH HHXHOHpaHE Ha pacTexa (CKbCEHH
KpaifHULIM ), YYILTMBM KOCTH H peMoJiesiHpaHe Ha 3b01, ca HabntogasaHH MNpH MJIalH MbXOBE NPH
>10 mg/kg/asesHo (paBro Ha npubanzuTenHo 0,1-0,2 NbTH KIMHUYHATA eKCno3KUMA, 6azHpaHa Ha
AUC npu BB3pacTHH xopa) (BK. Touka 4.4).

Edekt BbpXy penpoaykuusarta, Qepruivurera U TEPATOreHHH €EKTH
[lasonaHub € nokazan eMOPUOTOKCHYHOCT U TEPATOTCHHOCT MPH NPWIOKEHHUE MPU TUTBXO
NpH eKCno3uuru nosede oT 300 NbTH NO-HUCKHU OT EKCMO3HLMUATA NPH XOpa (B3 OCHOB

EdexTute ca BKIOUBAIH HAMANCH QEPTHAKTET TIPH KEHCKHUTE, NOBHILEHA TPe- U w2 1\1&: ‘\
TR (I |

NOCTHMIUIAHTALHOHHA 3ary0a, paHHa pe3op0Oiiug, eMOPHOHATIEH NieTAIUTET, HaMalleH rASEEAREIY

Ha deTyca ¥ chpaeuHOCHA0BH ManiopMauun. [lpu rpusayu ca Habn0AaBaHKY K HaM i = )
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Tena, NoBuileH 6poii kKUCTH 1 aTpodma Ha situHuuMTe. B npoyyBane Ha GepTUANTETA IPH MBIKKH
[LTbXOBE HE ca HabnoxasaHy epeKTH BbPXY YAPTOCBAHETO UNK (hepTUIMTETA, HO Ca HaOMI0aaBaHH
HAMAaJICHO TErJIO HA TECTUCHTE H EMMMANANMHCA C HAMAIABAHE HA NPOH3BEXKIAHOTO KOJIHUECTBOTO
cnepMa, Ha MOABWKHOCTTA Ha CNEPMATO30MUTE H Ha KOHLIEHTPALUMATA HA CNEPMATO30HN B
enUIUANMHCA H TECTUCHTE NP excno3uunK 0,3 MbTH eKcrio3ulngTa NMpH Xopa 813 ocHosa Ha AUC.

[ €HOTOKCHYHOCT

[TazonaHu® He € NPHYKWHHUI FEHETHYHH YBPEKAAHHA MPH NPOBEXAAHE HA TECTOBE 32 FeHOTOKCHYHOCT
(TecT Ha Ames, TECT 3a XpoMO30MHHU abepaLuyt B 4OBEIUKH nNepHdepHH TUMGPOUNTH | in vivo
MHKPOHYKJIEAPEH TECT MpH MrbXose). CHHTETHYCH MEXKIHHEH NPOAYKT, H3MNOA3BAH NPH
IPOX3BOACTBOTO Ha Na3oNaHK0, KOHTO ce OTKPHBA CHUIO B MAJIKH KOJIHYECTBA H B KPaHHOTO
JIEKAPCTBEHO BELLECTBO, He € OW1 MyTareHeH Npu Tecta Ha Ames, HO € O NFeHOTOKCUUEH NMPH TeCTa ¢
MMIIH JTHMPOM H in vivo MHKPOHYKJICAPEH TECT MPH MUILIKH. *

KaHLeporeHHOCT

B peyroauIHu Npoy4YBaHKA 3a KAHLEPOreHHOCT ¢ na3onaHHod, ce HabAloAaBa NOBHILEHA HECTOTA Ha
4yepHOAPOOHH aJE€HOMH NMPH MHILKH K AYOJEHAIHH aJCHOKAPLUHHOMH MpPH IbXoBe. Bb3 ocHOBa Ha
cneunguUHaTa NaToreHe3a NPy rpyu3avyu 1 MEXaHW3Ma Ha Bb3HUKBAHE Ha T€3H HaXOJKH, HE C€ CYHTAa,
ye Te OTpa3faBaT HATHYHETO HA MOBHULIEH KAHUEPOreHeH PUCK NMPH MAUMEHTH, MPHEMAILH Na3onaHyod.

6. OAPMAIUEBTHYHH JAHHH
6.1 Cnuchk Ha NIOMOIIHHTE BEeIHECTBA

Iazonanub Teea 200 mg dhuamupanu mabremru:

Snpo na Tabnerkara:
Mukpokpucrania uenynosa (E460)
Hatpuen HulllecTed raukonar (Tun A)

[Tounon K30 (E1201)
Marne3nes creapat (E470b)

DUAMOBO NOKPHUTHE:
Xunpomenosa (E464)
Turanos anokcua (E171)
Makporon 400 (E1521)
UepseH xeneseH okcua (E172)
[Tonucopbar 80 (E433)

Ilazonanut Teea 400 mg urmupanu mabremxu.

Anpo Ha tabnerkara:
MukpokpucTanHa UeTyno3a (E460)
Harpues huecteH ramkonar (tun A)
[MoBumon K30 (E1201)

Maruesues creapat (E470b)

DOWIMOBO NOKPHTHE:
Xunpomenosa (E464)
TurauoB nnokcua (E171)
Maxkporoa 400 (E1521)
[Toaucopbar 80 (E433)

6.2 HecnBMEeCTHMOCTH

Henpunoxumo
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6.3 Cpokx Ha rogHocTt

4 ropuHM

6.4 ChnennajJnHn ycjoBHS HA ChHXPAHEHHE

To3u NexapcTBEH NPOAYKT HE H3MCKBA CNEHHANHH YCIOBHA 33 ChXPaHCHHKE.

6.5 BuAaH cBALPKAHAEC HA ONNAKOBKATA

ITazonanut Teea 200 mg purmupanu mabaemxu:

30, 60, rpynosa onaxkoska no 60 (2 onakosku no 30), 90, rpynosa onakoska no 90 (3 onakoekH

no 30) ¢punmupanu Tabnetku B npospaudn AnyMUHHA-PVC/PE/PVDC GauctepH.
30 ¢punmupann tabnerku B 6ean HDPE 6ytinku ¢ Oana nonunponwieHoBa Kanauyka, 3aulMTeHa OT

ACLA.

Ilazonanub Tesa 400 mg puwimupanu mabremxu:

30, 60, rpynosa onakoska o 60 (2 onakosku no 30), 90, rpynosa onakoska no 90 (3 onakoexy no
30) dunmupanu Tabaetky B npo3padnu AnyMHaHi-PVC/PE/PVDC onnctepn.

30, 60, rpynosa onakoska no 60 (2 onakosxy no 30) ¢unmupanu tabnerku B 6enu HDPE 6yThnku ¢
OAJ1a NOJMNPONWICHOBA Kailadka, 3aluyTeHa OT JeLa.

He Bcvuky BHAOBE ONAKOBKK MOTaT Aa ObaaT MyCHAaTH Ha nasapa.
6.6 ChnenHaJRR npeaNA3ZHH MEPKH NPH H3XBbLPJISHE

Hama cneuranHu H3HCKBaHUA.

7. NMPUTEXATEJI HA PASPEUIEHUETO 3A YIIOTPEBA
Teva B.V.

Swensweg 5

2031 GA Haarlem

Huaepnanaus

8. HOMEP(A) HA PAJPEIHEHHETO 3A YITIOTPEBA

[Mazonaun6 Tera 200 mg — Per. Ne 20220051
Masonann® Tepa 400 mg — Per. Ne 20220052

9. JATA HA ITBPBO PA3PEIIABAHE/TIOAHOBSABAHE HA PAZPELHIEHUETO 3A
YINIOTPEBA

JlaTa Ha nbpBO paspewanaHe: 14 ¢pespyapu 2022 r.

10. AATA HA AKTYAJIM3UPAHE HA TEKCTA
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