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1. UME HA JIEKAPCTBEHHUA ITPOAYKT

Cyraner 12,5 mg TBbpAM KarncyJiu
CyraHert 25 mg TBbP/M Kancyju
Cyraner 50 mg TBbpAH Kancyju

Suganet 12.5 mg hard capsules

Suganet 25 mg hard capsules
Suganet 50 mg hard capsules

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Beska kancyna cbabpxa CyHMTHHHOOB masart (sunitinib malate), ekBuBaneHTeH Ha 12,5 mg CyHUTHHHO
(sunitinib).

Bcsika kancyna cbabpxa CYHUTHHHOOB Masat (sunitinib malate), ekBuBajsieHTEH Ha 25 mg CyYHUTHHHO
(sunitinib).

Bcaka kancyna cbabpka CYHUTHHHMOOB Manar (sunitinib malate), ekBuBaneHTeH Ha 50 mg CYHHTHHHO
(sunitinib).

3a N'bJIHUSA CITUCHK HA MOMOLLIHUTE BEIleCTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
T'Bbpaa kancyna (kancyna)

Cyraner 12,5 mg kancyna

TBbpaa kenaTHHOBA KarcyJia C OpaHKEBO Kanaye M OpaHKeBO TAJ10, ¢ HanevaTtaHo ¢ 06510 mactuao “SNB”
U “12,57 Bbpxy Tsasioro. Kancynara e nbaHa ¢ opaHxkeB npax. Pasmep Ha kancynara: 4 (abjkuHa
NpUOAU3UTENHO 14 MM).

CyraHer 25 mg kancyJa

TBbpaa xkesaTHHOBA KarcyJa ¢ kapaMmelsieHO (CBeTNoKadsaBO) Kanaye U OpaHkKeBO THAJIO0, C HANEYaTaHo C
05710 MacTHI0 “SNB” 1 “25” Bbpxy TanoT1o. Kancynara e nbjiHa ¢ opaHxeB npax. Pa3mep Ha kancyJnara: 3
(ABJDKUHA NPUOIU3ZUTENHO 16 MM).

Cyraner 50 mg kancyJja
Tebpaa xenaTHHOBA Karcyja ¢ KapaMeJieHO Karnaye U KapameJsieHO Ta10 (CBeTJ0Ka(psaBO), C HaneyaTaHo ¢
yepHo MacTuJio “SNB” u “50” Bbpxy Tsn10T0. Kancynara € nbjiHa ¢ opaHxeB npax. Pa3mep Ha kancynara:
lEL (yabsmkena; abmxkuHa npubauszutento 20 mm).




4. KIHHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHUA

[acTponHTecTHHANEH cTpoManed Tymop (I MCT)

CyraHer € nokazaH 73a& JIeYCHHETO Ha HeonepaOullieH W/MIM  METAaCTATHYEH  310KAYECTBEH
racTpouHTecTHHaneH ctpomaned TyMop (I UCT) npu Bb3pacTHu, clien HEYCNEWHO NEYCHHE C UMATHUHHO,
NOpajaH PE3HCTEHTHOCT UM HENTOHOCHMOCT,

MeTtactaTHueH On0OpeuHoO-KaeThYEH KapuuHoM (MbKK)
CyraHer e NnokKasaH 3a JEYEHHUETO Ha HanpeaHal/MeTactaTuueH ObOpeuHo-kneTbueH kapunHoM (MbKK)
NPH BbL3PACTHH.

[laHKpeaTHYHH HEBPOCHAOKPUHHUW TYMopH (NHET)
CyraHeT € TmnoKaszaH 3a Je4eHHE Ha HeonepabuiHH WAW MeTacTaTUYHH, A00pe AudepeHLHpaHH
MaHKpeaTHYHH HEBPOEHAOKPHHHK TYMOPH (NHET) npun nporpecupane Ha 60neCcTTa Npy Bb3pacTHH.

4.2 J1o3MpOBKAa M HAYHH HA NPHI0KEHHE

Tepanusara c¢be CyraHer TpabBa aa Objae npeanpueTa OT JieKap, KOWTO UMa OMMT B NPHJIOKEHHETO Ha
NPOTHBOPAKOBH JICKAPCTBEHH MPOAYKTH.

0o3upoBKa

[Ipu T UCT v MBKK npenopvuutennara goza Cyrauer e S0 mg, npueMana nepopajio BeaHbX AHEBHO, B
NPOABLHKEHUE Ha 4 nocneaoBaTe/IHK CEAMHUM, NOCNieBaHa OT 2-ceAMHYHA nay3a (cxema 4/2), 3a na ce
00XBaHE MbJICH LHKBJ OT 6 CeAMHULH.

[Tpu nHET npenopbuntennara goza Cyrader € 37,5 mg, npueMana nepopajHO BEAHBXK AHEBHO 0e3 NepHOa
HA NOYMBKA B CXE€MATA.

Koperxyua na dgzama

bezonacrocm u nonocumocm

[Ipy THCT w MBKK BB3 ocHOBa Ha wHaHuBHAayasiHata 0€30MacHOCT H NOHOCHUMOCT, MOXE 1a Obae
MPUJIOKEHO MOAUdHUHpaHe HA ao3aTa B ¢TbNKH OT 12,5 mg. /lHeBHaTa n03a He TpsbBa aa HaABHLLIABA
75 mg, vuTo Aa 0bae HaMansBaHa noa 25 mg.

[Ipu nHET BB3 ocHoBa Ha nHAMBMAYanHaTa 0€30MACHOCT W MOHOCHMOCT MOXE Ja ObAE MPHIOKEHO
MOAHGULHPAHE HA J03aTa B CThNKH OT 12,5 mg. MakcumanHara ao3a, npujarada no speme Ha nHET
npoy4BaHeTo ¢aza 3, e ouna 50 mg AHEBHO.

ﬂpencaaﬁnﬂ B MpHAAIranvCTO MOraT jJa CC HANIOKAT Bb3 OCHOBE HA HHAHBWUIAYAJIHATA O€30MaCHOCT W
NOHOCHMOCT.

CYP3A4 unxubumopw/unoyxmopu
EAHOBPEMEHHO NPHJIOKEHHE HA CYHHTHHHO ¢ MOWIHHU MHAYKTOpH HAa CYP3A4 kazk NgOBa



N103aTa Ha CYHUTUHUO ¢bC CcThOKKU OT 12,5 mg (a0 87.5 mg Ha aen npu I'MCT n MBKK unv 62,5 mg Ha aeH
npu¥ NHET), Bb3 0CHOBa HA BHUMATENTHO HAONOAECHHE HA NOHOCHMOCTTA.

EaHoBpeMeHHO NMpHIOXeHHe Ha CYHHTHHHO ¢ MowHH HHXnOuTOpH Ha CYP3 A4 kato xetokonason TpadBa
n1a ce u30area (sx. Toukd 4.4 u 4.5). AKO TOBA HE € Bb3MOXKHO, MOXE J1a € HEOOXOAUMO HaAMa/IABAHE Ha
A03MTE HA CYRUTHHHO N0 MUHUMYMa oT 37,5 mg aHeBHo npu [ UCT n MbKK nap 25 mg 1a aen npu nHET,

Bb3 OCHOBA Ha BHUMATENHO HaONOACHHUE Ha NOHOCUMOCTTA,

TpabBa na ce vMma npeaBug M300pa Ha ApYr CbIbTCTBALL JNEKAPCTBEH NPOAYKT, KOWTO HSIMA WIH € C
MHHHMAaJTHA cnOcOOHOCT aa HHAYLHUpa nau HHxuOupa CYP3 A4,

CHEHH{IUIHH nonyiaayuu

Ieouampuuna nonyrayus
besonacHocTTa M epukacHoCTTa HA CyraHeT npu NaudeHTH nojJ 1 8-roauiuHa Bb3pacT HE Ca YCTAHOBEHH.

HannddauTe noHACTOALLEM NAHHH ¢a ONHcaHv B TOUKHW 4.8, 5.1 K 5.2, HO npenopbka 3a A03MPOBKATA HE
MOKe Ja Obae HanpaseHa.

Cmapuecka ev3pacm
OKon0 eaHa TpeTa OT NAUMUEHTUTE B KIMHHYHHUTE NPOYUBAHUA, [IPHEMAIN CYHHTHHUO, ca OMIM Ha 65 UM

NnoBc4yec NroaAHHH. He ca YCTAHOBCHH 3HAYHMH pPA3/IHYNWA B De30nacHOCTTa WM ECbHKaCHOCWa MCHKAY 1O-
MJ/IadH H MMO-Bb3PACTHH NAUHUCHTH.

Yeprodpobro yepeicoane

He ce npenopbuBa afanTHpaHe Ha HavyanHarta A03a, KOraTo CYHUTHHHMO ce€ Mpuiara Ha NauHeHTH C IEKO 10
yMepeHo YyepHoapobHo yepexaaHe (Child-Pugh Knac A u B). CyHUTHHHO HE € NpOy4BaH IIpH JiKia ¢ TEXKO
(Child-Pugh Knac C) uepHoapoOHO yBpexkaaHe ¥ 3aTOBa, MPHAOKEHHETO MY MNPHU MALHEHTH C TEXKKO
4EepHOAPOOHO YBpexKaaHe He MOXe Ja ObAe npenopbyaHo (BA. Touka 5.2).

bvopeuno yepesicoane

He e HeobxoauMo kopUrupane Ha HayanHata 103a, KoraTo ¢e npuema CYHHTHHHO OT nauueHTH ¢ 6bOpeyHo
yBpexJaHe (OT NeKO A0 TEXKKO) Unu ¢ tepMuHanHa dOvbpeuna HeaocrtatbuHocT (ESRD), kKOMTO ca Ha
xemoauanuza. llocnensalto kopurupaHe Ha jgosara TpsaOBa Aa ¢e¢ OCHOBaBa Ha MHAMBHAYanHarTa
0e30MacHOCT MU NOHOCHMOCT {BXkK. TOUKa 5.2).

Ha4yuH HA NpHIOKEHHE
CyraHer € 3a nepopanHo npuaoxeHue. Toi Moxe Aa ce npuemMa cbe UK H6e3 xpaHa.

AKO C€ NponycHe fA03a, He OUMBa Ja Ce AaBa AONBJAHUTENHA J03a HA nauveHTa, [laiuenTsT TpadBa A4
npHeMe obHyaHHaTa npeAnyucana n103a Ha cieaBatlus 1eH.,

4.3 IIporuBonoka3aHus

CBpPbXUHYBCTBHTEIHOCT KbM aKTUBHOTO BELIECTBO MW KbM HAKOE OT MNOMOLIHHUTE B OEHH B
TOYKa 6.1.




4.4 ChneuHalHH NpeaynpexKieHHs H NpeanaiHi MEepPKH NpH ynorpeda

EAHOBpEMEHHO MPUNOKEHHE ¢ MOLWHH HHAYKTOPH HA CYP3 A4 TpsabBa 1a ce n3bsarea, TbH KaTo MOXKE Aa
MOHUMKH NNAIMEHHUTE KOHLUEHTPALUH HA CYHUTHHUO (BXK. TOUKY 4.2 n 4.5).

EAHOBpEMEHHO NPUNOKEHUE ¢ MOILHK HHXHOUTOPH HA CYP3A4 Tpsadea aa ce u3dArea, Thil KaTo MOXE 14
MNOBHULIHN NAA3ZMEHUTE KOHUECHTPAUMK HA CYHUTHHHUD (BX. TOukHu 4.2 1 4.5).

HapylueHHUs Ha KOXKATA ¥ TbKAHUTE

[TaunenTute TpsabBa Aa O6BAAT YBEAOMEHHU, He MOXKE 1a C¢ NOABH ACMTUIMEHTALMSA HA KOCATa M KOXKaTa Mo
BpeMe Ha JTEYEHHE CbC CYHHTHHUO. JIpyTH Bb3MOXKHU A€PMATONOMHYHHU €PEKTH MOTAT 4a BKIKOYBAT CYXO0Ta,
yaebensiBaHe WIH HANYKBAHE HA KOXKaTa, MEXypueTa UK OOPUBH MO AJNIAHUTE HA PbLIETE U XOAHNATA HA
KpakarTa.

[ OpenocoyeHUTE peakuu He ca OHIIN KyMyNnaTHBHH, OOMKHOBEHO ca OMnM 00paTHMH U OOLLIO B3€TO HE ¢a
AOBENH 10 NpeKpaTABaHe HA JeHeHUeTo. JloknaaBaHH ca Ciyyad Ha NHOACPMA FaHrPEHO3YM, OOHKHOBEHO
obpartma ciea npekparaBaHe Ha npuema Ha CYHUTHMHHO. CbobuiaBa ce 3a TEXKH KOXKHH pEakLMH,
BKJIKOYUTEIHO Cllyd4an Ha eputema Myatudopme (EM), cnyuad, npeanonaraum cHHApPOM Ha Stevens-
Johnson (SJS) 1 TokcHuHa enupaepmania Hekpoausa (TEN), HAKOH OT KOHMTO NeTalHH. AKO HMa NPHU3HaLUX
HJIKM CUHMNTOMMW HA CHHAPOM Ha Stevens-Johnson, TEN unu EM (Hanp. nporpecuBeH KoxeH oOpuB, 4ecTo
CLNPOBOAEH C MEXYPH UMK JIMFABUYHH JIE3UH), ICUEHHUETO ¢bC CYHUTURUD TpsabBa na ce npekpatd. AkKO
AWar{03aTta Ha CHHAPOM Ha Stevens-Johnson uan TEN 6bie noTBbpicHa, JieyeHHEeTo He O1HBa Na ce 3anoysa
oTHOBO. [lpu HsAxon cnyuyau Ha nogoszupaHa EM naunenTturte ca nonecsin Aobpe NOBTOPHO 3anoyBaHe Ha
NIEYEHHETO CHC CYHUTHHHO NpH Mo-HKUCKA 4034, CNeA OTUIYMABAHE HA PEaKUUATA; HIKOHW OT T€3H MallHEHTH
ChLLIO TAKa €1HOBPEMEHHO €a NONYYHIIN JICUEHUE C KOPTHKOCTEPOUAH UM AHTUXUCTAMHWHH (BXK. TOUKa 4.8).

KpLBOM3IHB M KbPBEHE HA TYMOPH

XeMOpard4yHuTe CbOUTHSR, HIKOH OT KOUTO ¢a OUAH NeTalHU, ChOBLIEHH NPH KIHHHYHKA NPOYUBAHUA ChC
CYHHTHHHO W NO BpEME HA TMMOCTMAPKETHHIOBOTO MNPOCIEAsBaHE, €a BKIXOUYBAIM KPbBOWUIIWUBH OT
CTOMAalLIHO-YPEBHHA TPAKT, PECHPATOPHUSA TPAKT, NUKOUHUTE NBbTHILA W MO3bYHH KPBBOM3IUBH (BK.
Touka 4.8).

PyTuHHaTa OUEHKaA Ha CHLOUTHATA HA KbpBeHe TpAOBA /1a BKIKOYBA NblHA KPbBHA KapTHHA W (pH3MKANEH
nperaen.

EnucTakcuc € OMna Hali-yecTaTa XxeMoparnyHa He)KenaHa peaxuHs, KoAaTo € CbobLEeHa NP TPHOMU3IHTENHO
NONOBHHATA OT MALIUEHTHTE ChC COJIMAHHU TYMOPH, KOUTO ca HMald XeMoparuyHH cbOuTus. Hakou oT
CJIYMAUTE HA €NUCTAKCUC Cca OUITU TEKKU, HO PSAKO JIETAITHM.

Cbo0Luasa ce 3a cayyau Ha TYMOPHA X€MOparus, BOHSAKOra CBbp3aHu ¢ TYMOPHA HEKpO3a, KaTo HAKOH OT
TE3¥ XEMOPAruyHu cbOnTHA ca OHIIK NeTanHHu.

KpbBOU3IHB OT TYMOpaA MOXE 1a HACTBITM BHE3ANHO ¥ B ciyyait Ha OenoapobeH TYMOp MOrar a ¢€ NposiBAT
KaTo TEXKKH H KHBOTO3acTpallaBalld KpbBOXpaueHe Hau OenoapodeH KpbBOM3INMB. []pM KNAWHUYHHUTE
MPOYYBAHHA H NO BPEME HA NOCTMAPKETHHIOBHSA OMKT NPH NAUNUEHTH, JIEKYBaHH c {,‘ s BKK,
[TUCT n 6enoapoden kapudHoM, ca HabaoaaBaHu Cayyad Ha OesnonpobHa xemf y TRO ATO C
aetaneH H3xoa. CYHUTHHUO He € 0000peH 3a NpHNoKEeHHE NPH MaUHEHTH ¢ paj§ i \
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[launedTH, noayvyasalld €AHOBPEMEHHO AHTHKOAryNaHTH (Hanp. sapdapHH, aUeHOKYMapoJ), MOXE Aa
ObaaT npocneasBaHd nNEPHOAHMYHO, Hpe3 MbJHA KpbBHA KapTHHa (TpomMOouuTH), ¢aKkTopH Ha
KpbBOoCchCcHpBaHeTO (PT/INR) u duzuxanen npernea.

CTOMAaLIHO-4YPEBHH HAPYILEHHUS

Hnapus, ranede/nospsLiabde, kopeMHa 6onka, AHCnencHs U cToMaTuT/00NKa B yctaTa ca OWnn Hal-4ecTo
CbOOLABAHHTE CTOMAIUHO-YPEBHH HEXENAHH PeaKkllMH; ChOOWIABAT C& CHUIO M CAYHAH HA e30darut (Bx.
TOYykKa 4.8).

[Moanbpkawlara rpwka NpH CTOMALIHO-YPEBHUTE HEXENaHHW peakuyH, W3HCKBAaIlH JieueHde, MOXE Aa
BKJIFOYBA JIEKAPCTBEHH NPOAYKTH NPOTHB NOBPbLUAHE, NPOTHB JHAPHS WK AHTHALHJIH.

[Ipn mauMeHTH ¢ HHTpaadAOMWHANHM 3IT0KAYECTBEHH 0O0pa3yBaHus, NEKyBaHW CbhC CYHUTHHHD, ca
CbOOLUEHH CEpPHO3HH, MOHAKOra NETANHH CTOMAILHO-YPEBHHM YCAOKHEHHS, BKIHOUMTEIHO CTOMALIHO-
ypeBHa nepdopaums.

XHNEPTOHUS

CboOliaBa ce 3a XUNEepTOHUA, CBbP3aHa CbC CYHHUTHHHUO, BKIIKOUYHTENHO TeXKa XxunepToHus (>200 mmHg
cuctonHo unv 110 mmHg awnacronHo xpbBHO Hansrade). [lauventute TpabBa na ce M3caeaBaT 3a
XUNEPTOHHUA U 12 C€ KOHTPOAMpAT aAEKBaTHO. BpeMeHHO npekpaTaBaHe ce NpenopbyBa NpH NAalMEHTH C
TEXKA XHUNEPTOHHUA, KOATO HE CE€ KOHTPOAWPA ¢ NIPUIOKEHWE Ha nekapcTBa. JleueHneTo Moxke ga Obae
NOAHOBEHO BEJHAra LOM XHNEPTOHKUATA C€ KOHTPOJMpA N0 NOAXOAAI] HaYKH (BX. Touka 4.8).

XE€MATONOMHYHH HAPYLUEHUSA

Hamanen abconroren Opoit HeyTpodpuiiv ® HamaneH Opoli TPOMOOUHUTH ca ChOOIIEHH KAaTO CBbP3aHHU CbC
CYHUTHHUOD (B, Touka 4.8). ['opHuTe CHLOHUTHR HE ca OMAH KYMYJIATHBHH, 0OMKHOBEHO ca OUIIM oOpaTHMH
H 00O B3€TO HE Ca AOBENH A0 NpeKpaTaBaHe Ha JeyeHueTo. HuTo egHo oT Te3d cbOUTHS B NPOYyUBaHUS
daza 3 He ¢ OMAO neTanHO, HO PEIAKH NIETANIHH X€MATOAOIMYHH CbOHUTHA, BKIIOUMTENHO XE€MOpPAarus,
CBbp3aHa ¢ TPOMOOUMTOMNEHHA U HEYTPONECHUYHH HHPEKUHUH, ca ChOOLIEHK NPH MOCTMAPKETHHIOBOTO
HaOIloAEHHE.

KakTo npy paHHUTE, TaKa U NPH NO-KbCHUTE €TaMi HA JICYCHHETO CbC CYHHUTHHHUO e HaDoaaBaHa nossa
HA aHeMMuS.

[IbnHa kpbBHA KapTHHA TpAOBA 1a C€ HAMPaBH B HAYAJIOTO HA BCEKH TEpaneBTHYEH UKD NPH NALHEHTH,
MOJyYaBally NEUYEHHE CbC CYHUTHHUO (B, TOuKa 4.8).

CbpAeyHHN HAPYLIEHHS

CbpaeyHOCBAOBHTE CHLOUTHA, BKIKOUYMTENHO CbPAEYHA HEAOCTATBUHOCT, KApAHOMUONATHA, HAMAIEHMS
NoA HOpMAaTa B JEBOKAMEpHaTa Gpaklus HA H3TNACKBAHE, MHOKAPJNT, MHOKApAHA HCXEMHUS H MUOKAPAEH
MHGAPKT, HAKOH OT KOMTO NETATHHU, ¢a Ounn cboOLIEHH NPH NAUMUEHTH, IEKYBAHH CbC CYHHUTHHWO. Tesu
NAaHHW Tpeanosarart, 4¢ CYHUTUHUMO MNOBHLIABA pPUCKA OT Kapauomudonarus. [lpp naumeHTHTe HE ca
KACHTUPHUUMPAHK CneudPHUHH  AONBIAHWTENHH DPHCKOBH (akTOpH 33  CyWHETHRRGHL 1y LIHpaHa
KapAHOMHUONATHA, OCBEH cneundryHua 3a nekapcTBoTo edekT. M3nonseaiite // SOV TG NpH
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MAUMEHTH, NPH KOUTO ChUIECTBY BA PUCK MJIM HMAT aHAMHE3a 3a TAKHBA ChOMTHA &8




OT BCUUYKH KJIHHUYHH NIPOYUYBAHUSA CbC CYHHTHHHO Ca UM W3KIIKOYBAHH NAUKEHTH, KOKTO |2 Meceua
Npeaq NPUAOKEHBETO HA CYHHTHHHNO ca nokaszanu cbOMTHA OT CTPAaHa Ha CHPLETO KATO MHOKApAEH
HHOAPKT (BKIOMUTENHO TEXKA/HecTaDHIHA aHFHHA NEKTOPHC), KOpoHapeH/neprepeH apTepHaneH
Oaiinac rpadr, CHMNTOMaTHYHA 3aCTOHHA cbpaeuHa HeaocTatbyHOCT (3CH), MO3LUYHO-CBAOB HHUHAEHT
HJU NPEXOAHA UCXaMHUYHA aTaka Uiy benoapodua eMboand. He € n3BeCTHO aanu NauUMeHTHTE C TE3U
ChN'BTCTBALIN CHCTOAHUA MOraT Jia ca ¢ NOBUIIEH PHCK OT Pa3BHTHE HA 3aBUCHUMA OT CYHUTHHHO
NneBOKamMepHa AUCPYHKLHUA,

Jlekapure ce CbBETBAT Aa NPEUEHAT TO3W PUCK CNPAMO BbIMOXKHHTE NMO3U OT CYHUTHHUO, JlokaTo npuemar
CYHUTHHHUO, nauneHTuTe TPAOBA BHUMATENHO /12 C€ NPOCNEANABAT 33 KNUHHYHU NPH3HAUK H CHMNTOMH Ha
3CH, ocobeHOo mauMeHTHTE ¢ KapaAMOJOrUYHH PHUCKOBH (dakTopu W/WAKW aHaMHE3a Ha 3abonsBaHe Ha
KOpOHapHuTe aptepvu. [Ipy mauueHTH, rnpuemMawld CYHUTHHHO, TpsabBa na ce vuMa rpeaBdi OUECHKA Ha
JIKOH 8 HauanoTo # neproanuHo caen tosa. [lpu nauuenTu 6€3 KapaAHONOrHYHH PUCKOBH (bPaKTOpH 8
HayanoTo TpabBa 1a ceé HanpaBW OUCHKA Ha (PpaAKUMHATA HA H3TJIACKBAHE.

[Ipy HanMuue Ha xkNMHWYHKN nposiBM HA 3CH ce npenopbyba Aa ce npekpatd CyHUTHHUO. TlpueMbT Ha
CYHHTHHUO TpadBa aa ce npeKbCHE BPEMEHHO W/HIK 103aTa 1a ¢€ HAaMallM NPH NauMeHTH 0€3 KIHHHYHO
nokasarenctso 3a 3CH, Ho ¢ dpakuusg Ha n3tnackBane <50% u >20% noa H3XOIHOTO HHBO.

Y avaxasaHe Ha QT uHTepsana

[lpy nauHEHTH C EKCNIO3HLIMA HA CYHUTHHHO ca HabnmoaaBaHu yabaxaBsaHe Ha QT nHTepBana # Torsade de
pointes. YasmkapaHeTro Ha QT-nATEpBaNa MOXe Ja AOBEJE 10 YBEJIWUYEH PUCK OT KAMEPHH APHTMHH,
BJIIOUKTENHO Torsade de pointes.

CyHutuuud TpsbBa aa ce u3nosssa ¢ MOBUUIEHO BHWMAaHHUE NpU NAalMEHTH ¢ U3BECTHA aHaMHe3a 13a
yabikaBaHe Ha QT-wHrepsana, NaLMEHTH, NPUEMALRM AHTUAPUTMHUYHK JIEKAPCTBA WIIM JIEKAPCTBEHHU
NPOAYKTH, KOUTO MOrat aa yabikasar QT uwHTepBana, UnK NAauMEHTH CbC CbOTBETHO MPpEeALUECTBALLO
cbpacyHo 3abonaBaHe, OpaAUKapAUS HIH €NIEKTPOJUWTHH HapylleHHs. EAHOBPpEMEHHOTO MPHIGKEHHE HA
CYHUTHHHO ¢ Motuun BHXHOuTOpH Ha CYP3 A4 Tpabea aa ce orpaHH4u NopaizH Bb3MOXKHOTO NOBUILEHHE
Ha NJIA3MEHUTE KOHUECHTPAUWH Ha CYHHTHHHO (BX. TOukH 4.2, 4.5 u 4.8).

Cnyyay Ha BeHO3Ha TpoMboembonus

CubuTHA Ha BeHO3HA TpoMBOeMOONHs, CBBLP3aHHN C JIEYEHHETO, ¢a CbOOLLIEHH MPH NAaUHEHTH, KOMTO ca
NPHEMAJIH CYHUTHHUD, BKIIIOYHTENHO AbA0OKA BeHO3HA TpoMbo3a 1 BenoapobHa emOoiund (Bx. Touka 4.8).
Cayuan Ha OenoapoOHa eMDOoaUa ¢ neTaned H3XoA ca HAbAloAaBaHW NO BpPEME HA MOCTMAPKETHHIOBHA
NepUoa Ha HabnoaeHHE.

ApTepHaNHH TPOMOOEMOOIUYHH CHLONTHA

[Ipy nauMEHTH, NEKYBAHU CBLC CYHHTHHHO, ca cbOOWIABAHM CliydMan HAa apTepuallHd TpoMboeMbOoNHuHH
cuOuTHA (ATC), noHskora neranHd. Hait-yectute cbLOMTHS BKIIIOYBAT MO3BLUYHOCHAOBH HWHLMWAEHTH,
MPEX0AHa HCXEMHYHA aTaka U MO3b4eH MH(pAPKT. PuckoBuTe thakTopn, cebp3aun ¢ ATC, B aonbiHEHHE
KbM MOAJNEKALC 3J0KAaUECTBEHO 3a0onsBale v Bb3paAcT >65 rogvHU, BKIAKOYBAT XHMEPTOHHUS, 3aXapeH
auabeTt v npeauuiHo TpomboeMOoHuHO 3abonisABaHe.

AHEBPH3IMH H apTEpPHANTHH IHCEKALHU
H3non3BaHeTO HA HHXHOUTOPH HA MHTA HA CHAOBHSA €HAOTE/CH pacTexeH da
CbC WK O€3 XWUNEPTOHUA MOXKE Ja NoANOoMOrHe odpa3lyBaHETO Ha aH




AUCCKALUH. l'Ipe,uH 34MIOYBAHETO HA JIEYEHHE ChL CyHHTHHHS, Tpﬂﬁﬂﬂ BHHMATCIIHO Aa C€ APECLCHH TO3H
PHCK NpH NauHCHTH € PHCKOBH (I)HI{TDPH, KAaTO XUNEPTOHUA HJIH aHAMHE34d 34 aHCBPH3Ma.

TpomboTiuna MukpoaHruonatua (TMA)

[lpy mosABaTa Ha XEMONMTUUHA aHeMus, TpoMOOUMTONEHHs, yMmopa, ¢GAYKTYWpalla HEeBpOJOTHYHA
CUMITOMATHKA, ObOpeUHO yBpexaaHe U Tpecka ¢ Heobxoaumo aa c¢e oomucau TMA kato anarHo3sa,
BKJIKOYUTENHO TPpOMOOTHYHA TpoMbDoudToneHnyHa nypnypa (TTII) v XeMONUTHYHO YpEMUUEH CHHAPOM
(XY(), nonsakora sogewn 10 0b0OpeyHa HeJOCTATBYHOCT HITH JIeTalleH H3X0oA. TepanuaTta ¢bC CYHHTHHHO
TpsbBa na ObAe npeKpaTeHa Mpy NaLunueHTH, KOUTO pa3BuaT TMA, 1 e HeoBX0AHMO CBOEBPEMEHHO JIEYEHHE.,
HabntonaBako € oTiuyMsiBaHe Ha cUMNTOMUTE HAa TMA cnea npekparsiBaHe Ha ie4eHHeTOo (Bx. Touka 4.8).

Tupeonana AUChyHKLUS

[IpenopbyBa ¢€ Ha4anHO NMadOPATOPHO H3CNENBAHE HA (PYHKUMATA HA LWHMTOBHAHATA XKJi€3d MPH BCHYKH
nauveHTH. [launeHTHTE ¢ aHaMHe3a 3a XUNOTHPEOMAUILM WU XHINEPTUPEOMANUIBM TpsibsBa na Obaar
NIEKYBaHy¥ CNIOpe] CTAHAAPTHATa MEAMLUMHCKA NPAKTHKA NPEIH HAYaloTO Ka NEUYEHHETO CbC CYHHTHHUO.
[lo BpeMe Ha neyeHUue ChC CYHHMTUHHO Tpsadsa Ja ¢ce M3BbLPLUBA PYTHHHO NPOCNCAsIBAHE Ha THpEeOWaHaTa
¢yHKUMA Ha BCeku 3 Mecelna. B nonbnHenne naunenturte TpsadBa ga 6vaar HabnoaaBavu BHUMATENHO 3a
MPU3HALK H CHMITOMH HA TUPEOUAHA JUCHYHKLUUS NO BPEME HA JICUEHHETO U HA TTALLMEHTHUTE, NPOABUNH
[MPH3HALM H/HJIM CUMIITOMM, HACOYBAILMN KbM TUPEOUWAHA AUMChYHKLUA, TpAOBA na ¢e HanpaBu 1abopaTopHo
H3CcneasaHe Ha QPYHKLUMATA Ha LIMTOBKAHATA XJ1€3a N0 KJIMHUYHU NoKa3aHua. [lauMeHTHTe, KOUTO Pa3BHAT
TUpeOHaAHA AMCPYHKUUA, TpROBa na ObaaT NEKyBaHHU cnopel CTaHAapTHAaTa MEIHUMHCKA NPAKTHKA.

XHNOTUPECOUAN3IBM € HAaDMOAABaH B HAYAJI0TO, KAKTO U B NIO-KbCHHTE €TanH HA NEYEHHUETO CbC CYHUTHHHO
(BX. TOuKa 4.8).

[lankpeatur

[ToBHIUEHHS B AKTHBHOCTTA HAa CEpyMHATa NMNa3a U aMuasza ca HabnonaBaHH NPH NAUKUEHTH ¢ Pa3IHUHU
CONUJAHH TYMOPH, KOUTO Ca NONy4aBany CYHUTHHHO. [loBHLIEHHATA B aKTHBHOCTTA Ha NiUMa3ara nNnpu Juua
C Pa3/JHYHH COJUAHH TYMOPH ca OHJIH MPEXOAHU U OODMKHOBEHO He ¢a OUJTU NPUIAPYIKEHU OT NPU3HALH UITH
CHMIITOMHK HA NaHKpeaTuT (BX. Touka 4.8).

CbobLieHH ca cnyyad Ha CepPUO3HHA MAHKPEATUUHU CBOUTHS, HAKOU C NETANeH M3X0A. AKO ¢a HalHue

CHMIITOMH HA [TAHKPCATHT, TCpalliaTa CbC C}’HHTHHHﬁ TpHﬁBﬂ Add C€ NMpEyCTaHOBH, 4 HA NMAUHCHTHUTC Aad CC
OCHTYPH NOAX0AAWO NOoAABPKALLO JEHEHHE.

X€NnaroTOKCHUYHOCT
[IpH naumeHTH, JIEKyBaHH CbC CYHHTHHHO, ce HabnoaaBa XenaToTOKCHUHOCT. Cnyyan Ha yepHoapoOHA
HeJOCTATBYHOCT, NOHAKOra ¢ NETANEH MU3X0/, ¢a Habmoaasauu npu <1% OT NAUHEHTUTE ChC CONUAHM
TYMOPH, NEKYBAHH CbC CYHUTHHHO. HeobX0AWMO € MOHHUTOpHpaHe Ha 4epHOAPOOHUTE (PYHKUHOHATHH
nokasarenu (anaHuH amuuoTrpascoepasa (AJIAT), acnaprar tpancamunaza (ACT), Huea Ha GUINPYOUH)
MPEAH 3aN0YBAHE HA JICUEHHETO, NO BPEME HA BCEKH LMKbBI HA JIEYEHHETO H KOraTo € KNHHHYHO NOKAa3aHo.
[Tpn HanHuKe Ha MpU3HALM HIIH CHMIITOMH Ha YepHOJAPOOHA HEAOCTATBYHOCT, CYHUTHHUO TpabBa na Obae
CpAH W TpadBa Aa ce npUaIoKaT NOAXOASALLHN NOAAbPXKALIM MepKH (BX. Todka 4.8).

bbOpeuHa ¢pyHKUKS
Cvobwasa ce 3a cnyuad Ha OBOpeuHo yepexiaHe, 6bLOpeyHa HeoOCTaTbhUH
HEAOCTATBYHOCT, B HAKOH CAYUAH C JCTaNEH W3X0/ (BX. Touka 4.8).




PuckosuTe ¢akTopH, CBbp3aHH ¢ ObOpevyHO yBpeXAaHE/HEAOCTATBLYHOCT, MPU MAUMEHTH, NMpUEMALLH
CYHUTHHHO, BKJIOUBAT B AonbjHeHHe KbM noanexaul bKK, vanpeanana Bb3pacT, 3axapeH auader,
nognexamo  ObOpeuno  yBpekaaHe, Cbpae€yHa  HEAOCTATBYHOCT,  XUNEPTOHHSA,  CENCHC,
AEXWApaTallMs/XHITOBOIEMUSA U pabaoMHoania.

be3zonacHocTTa Ha HENPECKBCHATO JICYHEHHE C(CbC C}'HHTHHHS HPH MNAUHCHTH € YMEpPCHA AC TOCKK4A
NMPOTCHHYPHUHA HC € CUCTCMATHHHO OLCHCHA.

CbobLWEHH ca ¢cyvyan HA NIPOTEHHYPUA M PeKH ciiydan Ha HEDPOTHUeH cuHaApoM. [penopbuBa ¢e H3X0AHO
H3CNEABAHE HA ypHHATA, KaTO nallMeHTUTe TpsadBa aa ObaaTt HabMOAABAHU 3a PA3BUTHE HIIH BNOLLABAHE HA
NpOTEHHYpUATA, [IpUEMBT HA CYHUTHHUO Ce fipeyCTaHOBABA NPH NAUHEHTH ¢ HEPPOTHUYEH CHHAPOM.

ducryna

AKO HacTbny¥ oOpasyBaHe Ha (PUCTYNA, NEUEHUETO CLC CYHUTHHUO Tpabea pa Obae npexkbcHaTo. Mima
orpaHuyeHa HHdopMauus OTHOCHO NPoAbKUTENHATA ynoTpeba Ha CYHUTHUHUO NpH NalueHTu ¢ PUCTYH
(BXK. TOuka 4.8).

HapylileHo 3a3ipaBsiBaHe Ha paHu
[10 BpeMe HA NEYEHHETO ChC CYHHTHHHO Ce ChOOLLIABAT CIYUYAH HA HAPYLLUEHO 3a3/(paBABaHE HA PaHH.

He ca nposexaaHy opuuHanHi KIHHHYHW W3NWTBAHHA 32 edekTa Ha CYHHTHHHO BbpXY 3a31paBABAHETO
Ha paHHUTe. BpeMeHHO cnupaHe Ha Ne4YEHHETO ChC CYHHTHHHO ce NpenopbyBa NpU MauKEHTH, MOANOXKEHH
Ha FOJIEMU XUPYPrdYHH UHTEPBEHLIHH, OT ChoOpaxeHus 3a He30nacHoCT. ¥iMa OrpaHnuyeH KIMHHUYEH ONUT
MO0 OTHOLIEHHE HA BPEMETO 33 BB30OOHOBSBAHE HA Tepanusita Ci¢l rolsMa XUpyprdyHa HHTEpPBEHUHS.
PelueHueTo ga ce Bb30OHOBH NIEUEHUETO CbC CYHHTHHUO cnea roasama XupypriuHa HHTepBeHUHs TpsbBa
aa ce 0a3Mpa Ha KJIMHHYHATA OUCHKA HA Bb3CTAHOBABAHETO OT ONEPALMATA.

OCTeOoHEKPO3a HA YENKCTTa

CrobuiaBa ce 3a C/lyyad Ha OCTEOHEKpO3a Ha YENOCTTA NPH NAUMEHTH, NEKYBAHW CBC CYHHTHHHO.
[loBeueTo cnyvan ca cbOOIUEHH NPH NAUMEHTH, KOUTO Ca TNOJYYHUIIH NPEALECTBAI0 AW CbIbTCTBALLD
NEYCHUE C MHTPABEHO3HO MpuiaraHd OUGOCHOHATH, NPU KOUTO OCTEOHEKPO3aTa Ha UEeNCTTa €
HACHTHOUUKPaH pUcK. TpaOdBa aa ¢c¢ NoAX0X1a ¢ BHUMAHWE, KoraTo CyraHeT U MHTPABEHO3HO NpHaaraiu
OudochoHaTH Ce NpunaraT eAHOBPEMEHHO WK NOCNEA0BATENHO.

MHBa3HBHKTE ACHTAJHH NPOLIEAYPHU ChUIO NPEACTABAABAT HACHTU(HULIMPAH pUCKOB (akTop. [Ipeau na ce
3an04yHe JeueHne ¢be Cyranert TpdaOBa 1a ¢€ UMA NPEABUA ACKTAICH Npernea ¥ NOAXOASAWH TPEBAHTHBHH
MepKkH. IIpy nauueHTH, NpHuemMand Wau Bce olle npydemMaind OHGochoHATH 38 HHTPABECHO3HO NPHIIOKEHHUE,
HHBA3UBHHUTE JCHTAIHU NPOLECAYPH TPSOBA NPH Bb3MOXKHOCT Aa ¢e U30Arear (BxkK. Touka 4.8).

CBpbX4YBCTBUTENHOCT/AHTHOCAEM
AKO HaCTBhNH aHIMOAEM BCIEACTBUE HA CBPbXUYYBCTBUTEIHOCT, ICHEHUETO CbC CYHUTHHHO TpsabBa na bbae
[MPEKBbCHATO U [1a CE OKAXE CTAHAAPTHA MEAWLLIMHCKA NoMolLLL (BX. Touka 4.8).

[ bpuOBE
B KIWHWYHH NPOYYBaHUA HA CYHUTHHHO H NPH NOCTMAPKETHHIOBOTO HA0 110 JEH 4o Gz L NpUoBe.
[TauuenTH ¢ rbpyORE M NPU3HALH/CUMIITOMH, OTroBapAiud Ha CHHARE ; # \YaaHa



neskoeHuedanonatua (RPLS), karo xuneproHus, ranaBobonde, HamManeHo BHUMAHHWE, MPOMEHEHH
YMCTBEHH (PYHKLHMH H 3ary0a Ha 3peHHETO, BKJIIOUMTENIHO KOpoBa chenoTa, Tpabdsa na 6baaT KOHTPOAHPAHH
Upe3 MEAHUMHCKH CPEACTBA, BKIAKUYHUTEIHO KOHTDON HAa XUNeproHusaTta. [lpenopbuBa ce BPEMEHHO
NPEKBCBAHE HA ACUEHHETO ChC CYHUTHRUO; CAied Bb3CTAHOBABAHETO NEUEHUETO MOXKeE Aa ObJae NOAHOBEHO
NO PEUICHUE HA REeKYBALIMA JeKap (BxX. Toyka 4.8).

Cuuapom Ha TyMopeH paznaj (CTP)

Cayuan Ha CTP, HAKOM OT KOHTO JieTalHH, ca HabaAaBaHHU PASKO NO BPEME HA KITHHUYHUTE U3THTBAHHUS
H MPH MNOCTMAPKETUHIOBOTO HADNIOACHHE NPH [TALIMEHTH, JIEKYBAHW CbC CYHHUTHHUD. PHCKOBUTE (hakTOPH
3a CTP BkaouyBat ronsgma maca Ha TyMopa, npejuiecrtBallla XpoHHYHa ObOpeuHa HeAOCTATbUHOCT,
ONUCYPHUA, AeXHIApaTaluHA, XHIOTOHHA M Kucena ypuHa. Teid nauMeHTd TpsAOBa CTPUKTHO Ja ce
npocnegssBar M aa Cce JNEKyBaT COOped KIHHUYHWATE NOKa3aHuA, KAaTo TpAOBa Aa ce OOMUCIH H
NnpoPUIAKTHYHA XHUAPATALKA.

HUHdexuuu
Mma cpobtueHus 3a CepuO3H UHPEKUMH, CbC W O€3 HEYTPOINEHHUA, BKITIOYHTETHO U HAKOHW € JIETaNEH

kpaii. CboOLlIaBa Ce 3a HEMECTH CJIyYyaH Ha HEKpOTH3Mpall (PacuMMT, BKIIOYUTENHO Ha NEPUHEYMa,
NOHAKOTA C NeTaneH u3xo[ (Bx. Touka 4.8).

Ilpy nauneHTH, KOUTO Pa3BUAT HEKPOTH3UPALL DaCUMHUT, TEUCHHETO CbC CYHUTHHHO Tpg0Ba Aa ce npeKkpaTH
i CBOEBPEMEHHO TpADBa Na ce 3armovHe NOAXOAALLO JeUEHHE.

XHUNOrIHKEMHUS

[1o BpeMe Ha JleueHUeTO CbC CYHUTHHUO ¢e cboblaBa 3a roHuWXKaBaHe Ha roKo3aTa B KPbBTa, B HAKOH
C/lyyau ¢ KJIMHHYHA CUMNTOMATHKA W Hajarawd Xocndranuiauus nopajd 3aryfba Ha ce3HaHue. B cnyva#
Ha CHMMITOMATHYHA XMMOMIHKEMHUA, NPUEMBT HA CYHUTHHHUO TpsOBa Aa ObAe BPEMEHHO NPEKpaTeH.
["N10KO3HUTE HHUBA B KpbBTa TPADBA A4 ObJAT MPOCNEAABAHHU PErYASAPHO NPpH NalMeHTH ¢ auader, 3a aa ce
OLUECHH AATH AOIMPOBKATA HA AHTUAUADETHUTE NEKAPCTBEHU NPOAYKTH TpAOBA Aa C& KOPHIrupa, 3a jAa ce
HaMa/TH PUCKBT OT XHIIOTIIHKEMHS (BXK. TOUKA 4.8).

XHUNepaMOHEMHYHA eHuedanonaTug

HabnioaaBaHa € xunepaMoHEeMUYHA eHuedanonaTtus NpH CYHUTHHUO (BX. Touka 4.8). Ilpy naunenTure,
KOWTO Pa3BHAT HEOOACHUMA JICTAPrHsA WM NPOMEHH B ICUXNWUHHA CTATYC, TPAOBA Aa ce H3MepH HHBOTO HA
AMOHRK Y Aa Ce NpeaAnpHeMaT NOAXOAALH KIKHHYHH MEPKH.

[ToMONIHH BELLECTRA
Tosa nexkapcTBo cbabpika No-Manko oT 1 mmol Hatpuit (23 mg) B eiHa Kancyna, T.€. 4¢ NPAKTHYECKK HE
CbAbPXKa HATPUH.

4.5 Bs3anmoaelcTBHE ¢ APYIH JIEKAPCTBEHH NMPOAYKTH H ApyrH opMH HAa B3auMoaelcTBHE
[lpoyuBaHus HA B3aUMOAECHCTBUATA Ca TIPOBEKAAHU CAMO MPU Bb3PACTHH.

JIeKapCTBEHHW NPOAYKTH, KOMTO MOTAT 1a NOBULLAT NJAIMEHUTE KOHLIEHTPALWH HA CYHHTHHHO
Edexm na unxubumopu na CYP3A4

[lpn 3apaBH A00POBONUH, €AHOBPEMEHHO [PHIOKEHHE HAa €AHOKpaTHa A033 Wﬂm
nuxuduTop Ha CYP3A4 keTokOHAa301 € A0BENO A0 NOBHILIEHHE B CTOHHOCTHTEHAR)P ﬂm




OCHOBEH MeTa0onHT| MakcuManHa KoHUeHTpalUHs (Cnax) B nnowta noa kpueara (AUCO-o0), CLOTBETHO C
49% u 51%.

[IpunoxeHHero Ha CYHUTHHHUO ¢ MOWHU UHXHOMTOpH Ha (CYP3A4 (Hanp. pUTOHABMpP, WTPAKOHA30J,
EPUTPOMHULIHH, KNAaPHTPOMHLKMH, COK OT rpeiindpyT) MOXKE 13 MOBULLH KOHUEHTPAUUHTE HA CYHUTHHUO.

CnepoBarenHo koMOuHUpaAHETO ¢ WHXHOUTOpH HA CYP3A4 cnensa na ce u3bsrea unu ga ce obcbau
H300pbT Ha ApYr CLNBTCTBALL JNEKAPCTBEH NPOAYKT, KOHTO HSIMAa MIH € ¢ MUHHMAIEH NOTEHUMAN 33
HHxHOupaue Ha CYP3A4.

AKO TOBA HE € Bb3MOXHO, MOXKE 14 € HeoDX0AUMO HaMansBaHe Ha A03aTa Ha CyraHeT 10 MUHHMYM 37.5 mg
auesHo npu THCT u MBKK unu 25 mg aHesHo npu nHET, Bb3 OCHOBa Ha BHMMATENHO HAbMOAEHHUE Ha
NOHOCHMOCTTA (BX. TO4Ka 4.2).

Edexm na unxubumopu na BCRP (npomeun na pezucmenmrocm Ha pax ma svpoama (Breast Cancer
Resistance Protein)

ChbuiecTBYBAT OrpaHHYE€HH KJMHHYHY JAHHH 3a B3aUMOACHCTBHETO MEXAY CYHUTHHHO W HHXUOHTODH Ha
BCRP u 3aToBa HEe MOXe A3 ObAe U3KNKOYEHA BL3MOXHOCT 34 B3AUMOAEHCTBHE MEWAY CYHHTHHHUO U ApYIH
nuxudutopu Ha BCRP (Bx. Touka 5.2).

JleKkapCTBEHHM NPOAYKTH, KOHTO MOTAT A4 NOHMXKAT NNAaIMEHUTE KOHUEHTPAIlMH Ha CYHHTUHHO

Egpexm na unoykxmopu na CYP3A4

[Ipyn 3apaBu nOOPOBOJILM €AHOBPEMEHHOTO MNPHJIOKEHHUE HA €JHOKpaTHA A033a CYHUTHHWO ¢ MOLHHUA
nuaykrop Ha CYP3A4 pndamnue ¢ N10BENO A0 HAMANEHUE B CTOMHOCTUTE Ha oOliaTta [CYHHUTHHHO +

ocHoBeH MeTa00NT] Crax H AUCh.0, CHOTBETHO € 23% W 46%.

[TpunoxeHHeTo HA CYHUTHHHO ¢ MolIHM HHAYKTOpH Ha CYP3A4 (Hanp. nekcameras’oH, (PeHHTOMH,
kapbamasenuH, pupamnuumH, penobapbutan unnM pacTUTENHU OPOAYKTH, ChABPKALLM KbJIT KAHTAPHOH
(Hypericum perforatum)} MoOxe 1a IOHMXHM KOHUCHTPAUMHUTE HA CYHUTHHHO. (CnenoBarenHo
KOMOMHHpaHETO ¢ HHAYKTOpH HAa CYP3A4 Ttpabea aa ce n3darea wam ga ce obchan u3dopa Ha apyr
CBNBLTCTBALL, NE€KAPCTBEH MPOAYKT, KOWTO HAMA WAM € C MHMHHMMAaNeH MMOTEHUHMAN 33 MHAYUHpaHe Ha
CYP3A4. Ako TOBa HE € Bb3MOXHO, MOKE Ja € HeoOXOAUMO YBeIHuaBaHe Ha jao3ara Ha CyraHer Cbe
crhiiky ot 12,5 mg (10 87,5 mg Ha aex 3a THCT n MBKK uau 62,5 mg avesno 3a nHET) Bb3 ocHoBa Ha
BHUMATEIHO HAbNoAeHHe Ha MOHOCUMOCTTA {BXkK. Touka 4.2).

4.6 DepTHANTET, OPEMEHHOCT H KhPMEHE
KoHTpauenuns npu Mbaxe U KeH!

Kenu ¢ gereponeH noTeHuHan Tpadea ia ObAAT NOCHLBETBAHM Jia U3N03BAT €PEKTHBHA KOHTpAUENUHS U
l1a c€ NpeanasBart o1 3abpeMeHsBaHe, 10KATO Ce IEKYBAT CbC CYHUTHUHHO.

bpeMeHHOCT
Hsama npoyusaHnua nNpu OpeMEHHH XEHW, W3noj3Baiud cyHUTHHUO. llpoyuBaHuATa npH XKHUBOTHU Ca
NOKA3aNnd pPenpoAYKTHBHA TOKCHYHOCT, BKJIIOYUTENHO MandopMauud Ha nnoaa (BX. Touka 3.3).
CyHUTUHHO He TpadBa Aa ce M3Moi3Ba Mo BpeMe Ha OPEMEHHOCT WK NPH KEHH, 3IMNON3BAT
e(PeKTUBHA KOHTpPALENLHA, OCBEH aKO Bb3MOXXHATA NOJ3a HE OnpaBgasa MNoOTeH
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AKO CYHHUTUHHUO C€ M3NOJ3BA NO BPEME HA OPEMEHHOCT WJIKM aKO NAauMeHTKaTa 3adpemMeHee, N0KaTo € Ha
NIe4EHHE CbC CYHUTHHHNO, TO T8 TpadBa Aa ObAE yBeAOMEHa OTHOCHO Bb3MOMHHS PHCK 3a 1noja.

KbpMeHe

CyHUTUHUO W/unu HeroBuTe MeTaboNnTH ce eKCKpeTHpaT B MISKOTO HA MbXoBe. He e u3aBecTHO ganu
CYHHTHHHUO MM OCHOBHHAT MY AKTHBEH METADONMUT €€ €KCKPETHPAT B KbpMaTa. Thil KaTO aKTHBHUTE
BELIECTBA YECTO C€ H3MbYBAT B KbPMATa U NMOPAAXd BL3IMOXHOCTTA 334 CEPHO3HU HEXENaHU PEaKIUH Y
KbpMaueTa, XKEHUTE He TpabBa Aa KbPMAT, A0KATO NPHEMAT CYHHTHHHKO.

QepPTUAUTET
Bb3 OCHOBA HAa HEKJIMHMUYHK HAXOAKH MBKKHAT U XEHCKHAT QepTHINTET MOraT Ja ObAAaT U3JIOKEHHW HA
PHCK NPH N€HEHHUE CbC CYHUTHHUO (BXK. Touka 5.3).

4.7 EdexkTH BLpXY cniocofHocTTa 32 Inodupare H padora ¢ MAIIHHHA

CyHUTHHUO NOBIHUABA B ManKa CTENEH cnocobHocTTa 3a wodupane u pabora ¢ MalwKHKU, TlaHeHTUTE
cJA¢liBa Aa OBAAT YBEAOMEHH, 4E MOXKE J1a NOYYBCTBAT 3aMaHRAHE NO BPEME Ha JEYEHHE CbC CYHHTHHUO,

4.8 Hexxenann 1eKapCTBEHH PEAKIIHH

Pesome Ha npoduna Ha He3onacHoCT

Hakl-cepuosHuTe HexenaHn peakuuy, CBbP3aHd CbC CYHUTHHHUO, HAKOU OT KOHTO neTanHu, ca 6ubpeyHa
HEAOCTATBYHOCT, CbPAEYHA HEAOCTATBYHOCT, DenoapobHa €MO0IHS, raCTPOMHTECTHHANHA nepdopaLHs U
X€MOPAruy (Hamp. Ha AMXaTeJHHTE NbTHLUA, FACTPOUHTECTHHANHHU, TYMOPHH, HA MUKOYHHUTE NBTHLA H
MO3bYHU XeMmoparuu). Hall-uecTnre HexenaHH peakuHH OT KOSATO H Aa € cTeneH ([POSABEHH IIpPH
nagdenture B bBKK, [UCT u nHET peructpattHoOHHH W3NHTBaHUS) BKAIOUBAT HAMAJICH ANETUT, BKYCOBH
HApYLUEHHUS, XUNEPTOHHUSA, YMOpa, TACTPOMHTECTHHANHW HapyLUEHHUS (KaTo AWapus, rajcHe, CTOMAaTHT,
AUCIENCHA W TIOBPBLUAHE), MPOMSHA B LUBETA HAa KOXATa U CHHAPOM Ha nanMapo-MjlaHTapHa
EPUTPOAH3ECTE3NA. Te3H CUMNTOMHU MoraT aa otcnabHat B X0Aa Ha aeueHHeTo. I1o BpeMe Ha neyeHueTo
MOXE Ja C€ pa3Bue XHUINOTHPCOMAHM3ZbM. XEMATOJOrMYHUTE HApylUeHUa (Hanp. HEYTPONEHKA,
TPOMOOUHUTONEHUA U GHEMHA) CA CPE/L HAH-YECTHTE HEWEIAHH JIEKAPCTBEHW PEAKIINH.

JleTanHuTe CHLOUTHA, PAUTHYHH OT TE3H, H30pPOEHHU B TouKa 4.4 no-rope Wik B ToUKa 4.8 1o-20:1y, 33 KOUTO
e ONJIO CUNTAHO, YE € Bh3MOXHO /1a Ca CBbP3aHH CbC CYHUTHHHO, BKIKOYBAT NOJHOPraHHa HEAOCTATHYHOCT,
AHCEMHHHpaHa BbLTPECHAOBA Koaryiauds, NEPUTOHEANECH KPbBOU3AHWB, HaADBLOPEUYHA HEAOCTATHLYHOCT,
MHEBMOTOPAKC, LIOK H BHE3ANHA CMBPT.

TabanyHo NpeAcTaBAHE HA HEXENAHWTE NEKAPCTBEHH PEaKLIMK

Hexenanu peakuuu, kouto ca ounu chodiueru npu 7115 naguentu ¢ FTUCT, MBKK v nHET, B nabop ot
COOpHH JaHHH, Ca OMUCAHH MO-A0dY MO CUCTEMO-OpPraHHU KNACOBE, YecToTa U cTeneH Ha TexecT (NCI-
CTCAE). BkioueHu ca cbLUO H HEXeJlaHU PeaKUHMH OT [IOCTMaPKETHHIOBUSA NEPUOA, HACHTHPULHPAHH MO
BpeMe HAa KNHHUMHMTE npoyuBaHHiA. [Ipn BCAKO rpynupaHe B 3aBMCHMOCT OT UYECTOTATA, HENKEIAHHUTE
NEeKapCTBEHH PEaKUHH ce HIOPOABAT B HH3XOAALl PEA NO OTHOLWEHHE HA CEPHO3HOCTTA.

YecTtoTHTe ca onpeaeneéHu Kato: MHOro vect (=1/10), wectn (=1/100 go <1/10) >1/1000 po

JAHHU HE MOXeE Na ObAe HANPABEHA OLICHKA),
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Tabauua 1 — Hexenanu peakuuu, 10K13ABAHH 110 BpeMe HA KIHHHYHH H3NHTBAHHS

MHOTro0 YecTH

ll‘IECTII

|Cnﬂeun-nprn HEH HeuecTn Peakn t HEH3IBECTHA
KJIAC yecToTA
. . }
Hndexunn BupycHu HexkpoTusupain
lmndecrannn HHPEKIIHY? pacumuT’
PecnupatopHHu bakrepuanHm
mudekumnn®” nHpexuun®
Abcuec®”
I OHUHM
HHPEKLHH
Hndexumn Ha
NMHKOYHHTE
NbTHILA
KOWHH
HHpEeKUHHU"
ICencuct’
Hapyiuienus na HeyTponeHus Tumdonenus [ManuuToneHus [TpomOOTHYHA
KpPbLBTA H [TpoMGouuTONEHUA MHKPOAHTHONATH
liumpHaTa AHEMHA PR
ICHCTEMA VleBkoneHuUn
HapyulienHa Ha lgrﬂpbquﬂcmmenﬂu AHrHOEaEM
HMYHHATA
IcHcTEMA _
HapyuieHus Ha XHOOTHPEOHAHIBM XunepTHpeouansvm [[UpeouaunT
HIOKPHHHATA
Euﬂema |
HapyuieHHs Ha I.HHMEUIEH anetut"  flexwaparauus CuHapoM Ha
meTabonHImMa H XHNOrnuKeMHs TyMOpeH pa3nan’
XPAHCHETO | B
[IcHXHYHH beacvHHE Ulenpecus
HAPYWICHHSR . _
HapyumieHns na Bamanuncr [TepudepHa LlepeGpanen I(CHHApPOM Ha Xunep-
HepBHATA [ naBobonue HEeBPONATHS KPbBOH3NMB' 3aaHa obpatuMa  [aMOHEMHUHa
Luc‘rema BkycoBu [Tapecteins MoO3bYHOCBOORB lenuedanonaTus’  |eHuedanona-
Hapy weHus® X UIOECTEINA HHAHUEHT THR
XUnepecTe3ns [lpexonna
_|McxemHuHa aTaxa |
HapyuwienHs Ha Ilepnopburanex
IOYHTE OTOK
LaeM Ha Khenaya
IMoBHwero
] [CbA3EHE
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HCeTeMo-opraneH |[MHoro uectu HecTH HeuecTH Peaxn IC Hem3ecTHa
ac [ | |uecToTa
bpIeYHH MuokapaHa I3acToliHa cwpacuHa [JleBokamepRa
APYLUCHHH HCXEMHAS HEAOCTATbYHOCT Cbpae4Ha
[Tonnkena MuokapaeH HEXOCTATBYHOCT
bpakums Ha uHgapkT™ Torsade de
H3TNAacKBaHe” (CbpaeuHa pointes
HENOCTATbYHOCT
Kapavwomuonarus’
Ilepukapaen Hinue
Y obpnxken QT
‘ HHTepBa ‘
ICL,unnH XHNEePTOHHA Ulbnboka KpbBOH3NHE Ha AHEBPH3MH H
HApYLUEHHS BEHO3HA [rymopa’ lapTepHaNHH
rpomDo1a lnuceKkauny’
['openin BbIHK
| 3auepBABaHE
PecnupaTopun,  [IucnHes benoapobHa benoapoter
rPLANH W Enucrakcuc lembonua’ KpbBOH3IHE'
MearacTHHaaud  [Kaunuua [TnespaneH Pecnuparopaa
HAPYILUEH K H3HUB HENOCTAThYHOCT
XeMOoNTH3Aa
UlucnHes npu
yCHITHE
IOpodapuHreanta
bonka"
Hazanna
KOHTE€CTHS
ICyxoTa B HOCA _
CTomamno- ICTnMaTm‘:’ [ acTpo- ICTOMaNIHO-YpEeBHa
YpeBRHH AOaOMHHaNHa 3oareanna nepgopaums’’
HApYLIEeHHA bonxa" ednykcHa [lankpearnt
Iloppbliane 0NeCT AHanHa ¢pucTyna,
Ulnapus lucdarus Konnt*
Ulucnencus ICToMallHo-
["anexe UPEBEH
KoHcTrunauus KPbBOM3HB
Ezodarut’
Paznygade Ha
Kopema
ADGIOMHHANEH
liuckomMopT
PexTaneH
KPbBOU3JINB
KbpBeHe oT
BECHLMTE
Y nuepaumy B
ycTaTa
[TpokTanrus
XeHnnT
XEMOPOHIH
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|Cnc’reun-upranen IMuoro uecrn HecTH HevecTH Peaxn IC Hen3BecTHA
KJIac L ‘ | yecToTa
[ n0cOAUHMUSA
bonka B ycTata
ICyxoTa B ycTaTa
MeTteopH3ibM
HCKOMOOpPT B
CTaTa
pyursase
XenaTobunuapHn YepHoapobHa XenaTut
HApYIUeHHs HEAOCTATBYHOCT
Xoneuuctur™
HapyuweHa
yepHoApoOHa
Kpy HKU M _
Hapyuwienns Ha  [Obe3userapaHe Ha |[hioweHe Ha Eputema
KOXKATA H Koxara” KOXaTa mynTudopme’
MOAKOXKHATS ICHHAPOM HA KoxHa peakuuna® ICHHAPOM Ha
TLKAH naamMapo- Ek3iema Stevens-Johnson®
naaxTapHa Mexypu Mnoaepma
epuTpoaniecreina  [Epurem raHrpeHO3y M
IO6pup? AnoneuHs [TokcrHuHa
[lpomsna B usera  |AkHE enuaAcpManHa
Ha KOCaTa Mpypuryc Hekponuia’
Cyxa Koxa XHNEPNUIMEHTA
LIHA HA KOXaTa
KoxHHK neinu
XHnepkeparoia
UlepmaruT
Hapywenns Ha
[HOKTUTE" |
Hapymienun Ha bonka 8 MyckynHo- IOC’reGHerm.a Ha Pabaomuoansa’
MYCKYJIHO- KpakHHLUHTE CKENEeTHH DONKN  [MENKCTTa MuonaTtha
ICKeJ1eTHAaTAa ApTtpanrua MycKkynHu ducryna’
CHCTEMA H bonku B ropba (Crna3Mu
CHeAHHHTEIHATA Muanrus
ThKAH MyckyHa
[caiabocT
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I(:HCTEHD-DPI"HHEH
Lﬂﬂﬂﬂ

MHoOro YecTtH

YecTH

HevecTH

Peaxn

|C HEH3IBECTHA
HeCTOTA

HapymeHns na
I0L0penuTe 1
INHKOYHHTE
INbTHINA

bnOpeuHa
HEJ0CTATBYHOCT
KOctpa Ou0peuna
[HeaOCTATBYHOCT
X pomarypus
[IpoTenHypus

KpbBousznue ot
MHKOYHWUTE NBTHLLA

ICHHAPOM

Hedpotuuen

lOﬁlun
HAPYLICHHA H
leheKTH HA
MACTOTO HA
[MpHAOKEHHE

BtinaneHue na
NTHraBULIMTE
YMopa”

Enem”
[@ebpnnnter

[ pbaHa Donka
bonka

[ punononobuu
ICHMITTOMH
Btpucane

Hapyweno
3a3/1paBABAHE

HicrezsaHu®

HamanssaHe Ha
TENECHOTO TErno
[Toumuken Bpoit
lﬁenu KPbBHH
KJICTKH
[NoBuueHa
Inunaza
[NoHuken Opoit
TPOMOOLIMTH
[ToHMeH
XEMOrJ00HH
[ loBHLICHA
AMHIa3a"
I{oBHuIeHa
cnaprar
EMHHnTpchc]Jepa
3a
[loBHIEeHA
aHHH
MHHOTpaHcdepa
a
OBHLICHH
OHHOCTH Ha
KPCAaTHHHH B
KpLBTa
IToBHIEHOD
KPBBHO HaNATaHe
[loBuieHu
ICTOMHOCTH Ha
MHKOYHA
KHCETHHA B

pbBTa

[loBHMILEHH
ICTOHHOCTH HA
KpeaTHH
tbocdoknHaza B
KPbBTA

{loBuueHwH
ICTOHHOCTH Ha
[TUPEOUACTUMYIUPA
LIHA XOPMOH B
KPbBTA

]

BxawouuTenHo netaiHu cbOHTHS
KDMEHHHPHHH ca CNCAHHTE TEPMHHH!

a HazodapHHruT v xepnec Ha ycTarta

6 bponxut, nHEeKUHH Ha NONHNUTE AMXATEHH [TbTHLLA, MHEBMOHHA H HHDEKLHH Ha
i Abcuec, abcuec Ha kpaiHuk, aHanen abcuec, abcuec Ha BeHuuTe, abcuec
naHkpeaca, nepuHeaneH adbcuec, nepupekTancH abcuec, pektaneH abcuec, cy
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r EzodareanHa xkaHanA03a ¥ yCTHA KaHAWA03a

. Uenyaut v KOXKHK HHpEKUHH

¢ Cencuc H CENTHYEH LWOK

* AbnoMunanen abcuec, abnoMHHanNeH ceNcUc, IUBEPTHKYJIHUT H OCTEOMHENHUT

! TpoMboTHYHA MHKpoaRruonaTHs, TpOMOOTHYHA TPOMOOUMTONEHHYHA NypNypa H XeMOMMTHUHOYpPEMHUEH
CHHAPOM

" HaManeH aneTHT ¥ aHOPEKCHA

Hucrey3una, arcy3un, HapylUEeH BKYC

OcTbp KOpOHApEH CHHAPOM, CTEHOKApAWS, HecTabDMnHa CTEHOKapAHA, 3anyliBaHe Ha KOpoHapHa apTepHi,
MHOKapAHA HCXeMHUsA

! [Monnxkena/abHopmHa ppakLMs Ha HITNACKBaHe

OcTbp MHOKapaeH HHGPAPKT, MUOKapaeH HHapkT, 6€3CHMNTOMEH MHOKapAER WHpapKT

OpodapuvHreanHa w papvHronapuireanta dSonka

© CToMaTHT M adTO3EH CTOMATHT

" Kopemun O0nkH, O0OKH B ropHaTa i QONHATA 4acT Ha Kopema

P CroMalHo-upeBHa nepdopaums 1 ypesHa nephopaua

¢ KOJIUT W HCXEMHYEH KONHT

! XONEUMCTHT H aKANKYJIO3€H XONEUNCTHT

y JKbnTa KOka, 00€e311BETABAHE HA KOXKATA U HAPYLLEHA NUIMEHTALIUA

¢ [lcopuazugopmen aepmatT, ekchonnarueen obpus, obpue, eputrematozeH o0Opus, donukyaapen obpwus,
reHEpanu3HpaH o0puB, MaKyn03eH 0OpHB, MaKyONAanynio3eH o0pUe, nanynosed oopue, cbpbaur oOpus

X Ko)KHH peakuMH U KOXXHH HAPYLUEHHS

u Hapylwierua Ha HOKTHUTE M 00€3UBETABAHE HA HOKTHTE

! YMOpa u acTeHuns

“' OTOK Ha THLETO, OTOK U NEPUPEPEH OTOK

= AMKIIa3a H NOBHLLEHA aMHIA3A

OnucaHuve Ha H30paHU HEXKENAHU PEaKLIHH

Hngpexyuu u ungpecmayuu

CpobLwaBaT ce ciay4yau Ha cepvo3Ha HHPeKUuHUA (Cbe HAM 6€3 HEYTPOINECHHSN), BKJIHOYMTENHO Cly4yau C
neraneH u3xold. Cbhodwasa ce 3a ciayydad Ha HeKpoTHavpall GacuMUT, BKAKYUTEAHO ¥ Ha NEPHHEYMA,
MOHAKOra NeTalHH (BXK. CbIO H T. 4.4).

Hapywenus na xpvema u rumnama cucmema

HamaneH abcontoteH 6poi Ha HEYTPOPHINTE € TEXKECT OT 3 U 4 cTeneH € ¢boblleH cboTBeTHO NpH 10% K
1,7% ot nauventute B [ UCT npoyusane ¢a3a 3, npu 16% u 1,6% ot naunenture 8 MBKK npoyusane
da3a 3 v npu 13% u 2,4% ot naunenrure 8 tHET npoyupane ¢aza 3. HamaneH 6poit Ha TpomOoUuHTHTE C
TEIKECT OT 3 U 4 CTENEH € ChoblueH CbOoTBeTHO NipH 3,7% 1 0,4% oT naurentute B  UCT npoyusaHe draza
3, npu 8,2% u 1,1% ot nauuenture B MBKK npoyupane ¢aza 3 v npmn 3,7% u 1,2% ot naumentute B tHET
npoyuBaHe (pasa 3 (Bx. Touka 4.4).

[Tpu 18% ot nauueHTUTE, NpUeMauld CyHUTHHHO B [ UCT npoy4sane ¢aza 3, ce cbobiuasa 3a CbOMTHA HA
KbpBEHE, cnpaMo 17% or nauueHTtute, npuemawd miauedo. [lpu 39% or nauneHTuTe, npHemaiuu
CYHHTHHHO 3a HenekyBaH A0 MoMeHTa MbKK, e nMano cny4van na xbpseHe, cnpamo | 1% oT naukeHTHTE,
npueMauid uHTepdepon-a (IFN-a). CeaemHanecer (4,5%) naumeHTH Ha leyeHHe ¢bC CYHUTHHHO, crnipsiMo
5 (1,7%) nmaunentd Ha IFN-a, ca uMan# cayyau Ha KbLpBEHE OT cTeneH 3 Wilu no-sucoxka. 26% ot




no speMe Ha NHET npoyusane daza 3, B cpasHenune ¢ 9,85% oT nauueHTuTe, noayuasain niauebdo (Bx.
TouKa 4.4).

B knMHUYHH (1IpOy4YBaHHA ce cboOLaBa 3a C/iyvan Ha TyMOpHa xemoparus npd npubansurenno 2% ot
naunwenTnte ¢ I UCT.

Hapywenus na umynnama cucmema
CphoblwaBaT ce peakllii Ha CBPbXUYBCTBUTEAHOCT, BKIKOUUTENHO aHrHOEAEM (BX. Touyka 4.4).

Hapywenua na emooxpunnama cucmema

XHIMOTHPEOHAKW3BM € CLOOLIIEH KaTO HeXelaHa peakuus npy 7 naudeHTy (4%), npueMalln CyHUTUHHO B
ABETE NPOYYBAHHA 34 UHTOKHH-pedpakTepeH MBKK; npn 61 naunenTn (16%) Ha CYHUTHHHO H 3 NaUHEHTH
(<1%) B paMmoTO Ha [FN-a B npoyysaneTo npu HenekysaH 10 moMenta MBKK.

B nonbaHeHHE, TOBHILIABAHWUA HA THPEOCTHUMY THpaLLHA XOPMOH (TSH) ca cbobuienn npn 4 naunenutu (2%)
¢ untokuH-petpaxtepen MBKK. O6wo 7% ot nauuentute ¢ MBKK ca umanu unu KnuHHYHO, HIH
1adopaTOpPHO JOKA3ATEACTBO 34 Bb3HUKHAN BCICACTBHE OT JIEYEHUETO XHMNOTHpPeOoWIH3bM. llpuaodut
XHIIOTHPEOHAHU3BM € yCTaHoBeH NpH 6,2% ot nauuenTTe ¢ [TUCT, nekyBaHH CbC CYHUTHHHO cnipaMo 1%
Ha nnauebo. Ilo speme Ha nHET npoyusane ¢aza 3 xunoTHpeoHaAHILM Ce ¢hoOL1aBa NpH 6 NaUMUEHTH
(7,2%), npeMailu CYHHTHHHO, U npH eAnH nauuneHT (1,2%), npuemain nnauebo.

TupeonanaTta GpyHKUMA € NPOCNEKTHBHO HA0AKD1aBaHa B IBE NPOYYBAHKS HA NALMEHTH ¢ PaK Ha rbpaaTa;
CYHHTHHHUO He e og00peH 3a ynoTtpeba npu pak Ha rspaata. B nhpBOTO NpoyyBaHe XHNOTHPEOUAUIBM CE
cbobiuasa npu 15 (13,6%) naudeHTH HAa CYHUTHHHO U npH 3 (2,9%) nauueHTH HA CTAHAAPTHO NEUCHHE.
[ToBuiueHO HUBO HA TSH B kpbBTA € cbOOLWIEHO NpH | (0,9%) nauMeHT HA CYHUTHHHO B NPH HUTO €HH OT
YYACTHHUUKTE Ha CTAHZAPTHO NeveHrne. XUNEePTHPEOUAN3IBLM HE € COOIIABAH NPH N€KYBaHH CbC CYHUTHUHHD
mauMeHT™ H ¢ ¢bobweH npu 1 (1,0%) nauMeHT HA CcTaHgapTHO nedeHue. B Apyroto npoyuBaHe
XHUMOTHPEOUAHIBM € CboOLeH npu oduo 31 (13%) naumeHTn Ha CyHUTHHHO W nipy 2 (0,8%) nauuenTu Ha
KaneuuTabun. [losuwenn HuBa Ha TSH B kpbBTa ca cbobuwieHH npy 12 (5,0%) nauMeHTH Ha CYHUTHHHO H
[IPH HUTO €HH OT NAUUECHTUTE HA KANCUUTAOUH., XUIECPTHPEONANIBM € ChoOlIeH npu 4 (1,7%) nauueHTH
HA CYHUTHHHUO W MPH HUTO €AHH OT NauHeHTUTe Ha KaneunTabuH. [ToHukenn HuBa Ha TSH B kpbBTa Ca
cbOOWeHH npd 3 (1,3%) nauneHTH HA CYHHUTHHHUO W NPH HUTO €AHMH OT NAUHEHTHTE HA KaneuuTaOHH.
[ToBumiaBaHe Ha T4 e cvobweno npu 2 (0,8%) nauneHTn Ha CYHUTHHWO W npu 1 (0,4%) nauvenT Ha
kaneuyuTabuH. IlosuularaHe Ha T3 e ¢cuobwieno npu 1 (0,8%) yuacTHUK HA CYHUTHHHUO K IPH HUTO €HUH OT
MauHEHTHTE Ha KaneuuTabrH. BCHUKH ChOOUIEHH CBLOUTHA, CBBLP3AHM C IMTOBHAHATA K€3a, Ca OT CTEMEH
1-2 (Bx. TOUKa 4.4).

Hapywenua na memabonuzma u xpaneremo

[To-BHCOKa 4€CTOTa HAa XMMOMIMKEMUYHU ChOMTHUA € C¢hobuleHa npu naudedTH ¢ NHET B cpaBHenne ¢
MBKK u I'HMCT. Bwnpeky ToBa, MOBEUETO OT T€3H HEXestaHu chOMTHA, HabA01aBaHn NPH KIUMHHYHKTE
MPOYYBAHHUA, HE Ca CUETEHHM 3a CBbP3aHH C NPOYUBAHOTO NEUEHHE (BX. TOUKA 4.4).

Hapyuwenus Ha Hepsnama cucmema

B KNIMHHUYHM MPOYYBAHUSA CbC CYHUTHHHO W OT NOCTMAPKETHHIOBOTO NPOC/EASBAHE CE cmﬁmaﬂa'r clyuvau
(<1%), HAKOH OT KOMTO NETANHH, HA MAUHEHTH C NpUNagbud H obpazHu ,[I', . RS r'prDBE ca
HaOnwoaaBaH{ NpY MAUMEHTH ChC UK 0€3 PEHTIEHONOMHYHO A0KA3aTENCT) (; ﬂ ﬁ' Ta3u (BX.

TOuKa 4.4). §
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Cvpoeunu Hapyuerus

B KNTHHHYHH U3NKUTBaHHS, HAMAJIEHHS B 1eBOKamepHaTa ¢pakuus Ha uitnacksave (JIKOH) ¢ >20% v noa
JONHATA IpaHHLUA Ha HOpMarta, ca CboOileHn npu okono 2% ot naudentuTe ¢ [HCT, nekyBaHu Cbe
CYHUTHHHO, 4% o1 nauuenTuTe C UHTOKHH-pedpaxTepeH MbBKK u 2% ot nauuentute ¢ [N'MCT,
nony4asawy nnauedo. Tezu nonnxenus B JIKOH uaraexaa He ce 3aababouasat M 4eCTo ce noaodpasar
B X044 Ha JieueHHeTo. B npoyusane npu HenekyBaH A0 MoMeHTa MBKK, 27% OT nauueHTUTE HA CYHUTHHHOD
H 15% ot naunexnTnTe Ha IFN-a ca umanu croinocT Ha JIKPH noa aonuara rpasnua Ha Hopmara. JIpama
(<1%) nauueHTH, NOJyUYaBad CYHUTUHHO, ca AnarHocTuunMpanu cue 3CH.

FHipu nmaudentw ¢ THUCT, “cwhpaeuHa HeAOCTATBLYHOCT , *3aCTOMHA CBbPACHHA HEAOCTATBHHOCT HIH
“JIeBOKAMEPHA CbPAEUYHA HEAOCTATHUHOCT Ca ChOOIEeHH npu 1,2% OT RAUUEHTUTE, NEKYBAHU CbC
cyHuTHHUO, U 0pu 1% oT nauweHTUTe, nekyBavu ¢ nuaauebo. B ocvosrHoto 'MICT npoyusane ¢a3za 3
(n=312), cBbP3aHH C JICUEHHETO NETATHU ChPACYHH PEaKkUHU Ca Bb3HUKHANU Npy 1% OT NauUeHTUTE OT
BCAKO paMO HA NPOYYBAHETO (T.€. paMeHaTa Ha CyHUTHHUO K nnauebo). B npoydsasie daza 2 npv LMTOKHUH-
pedpakTepid MBKK nauuenTtn, 0,9% ca noayuuniu cebp3aH ¢ JedeHHeTo neTalleH HHGApKT Ha MHOKapAa,
a B npoyusaHe ¢asza 3 npu HenekysaHuTe 10 moMenTa 3a MBKK nauunenTtu, 0,6% ot nauneHTHTE B paMoTO
Ha [FN-a 1 0% OT nauMeHTHTE B PAMOTO Ha CYHUTHHHO ca UManH CbplacyHH CLOUTHA C NETaNeH U3XOA.
[Ipn npoyuBane ¢a3za 3 npu nHET, 1 (1%) naudeHT, npueMan CyYHHUTUHHO, € nony4yun cBbLp3aHa C
JIEYEHHETO JIETANTHA CbPACYHA HEAOCTATBUHOCT.

Cvlosu napyuenus

XHUNepToHHS

XHNEPTOHUATA € MHOTO YeCTa HEXKENMaHa peakuus, CboOUlaBaHa Mo BPEME Ha KAWHUYHUTE NPOYyUYBAHHS.
[Ipn npubnusuteaHo 2,7% OT NAUUESHTHTE, KOWTO ca UMAJIH XHTIEPTOHHKSA, A03aTa HAa CYHHTHHHO e HaMmaleHa
HIH MPHEMBT BPEMEHHO € npeKkpareH. [Ipn HUTO eIWH OT T€3H NaUuMEeHTH NPUEMBT HA CYHUTHHHO He e Oun
OKOH4YaTeNHO npekpareH. Texka xuneptoHds (>200 mmHg cuctronso wnv 110 mmHg aunactonHo
HanAraHe) € HacTwlinna npu 4,7% OT NaUHEHTHTE CbC COAHAHH TYMOPH. XHNEPTOHHA € CboOUIEeHa MpH
npubnusMtenHo 33,9% oT nmauMeHTuTe, nNpHeManld CYHUTHHHO 3a HenexkysaH a0 mMomeHTa MbBKK, B
cpaBHcHUE ¢ 3,6% ot nauuentnte, npuemawy IFN-a. Texxa xuneptoHus e HacTbnuiaa npu 12% or
HEJEKYBAHHUTE 10 MOMEHTA MAaUuUEHTH HA CYHBTHHHUO M <1% ot nauymentute HA IFN-a. Xunepronus ce
cboOlaBa npH 26,5% ot naunentuTe, npuemauin cynutuuubd B nHET npoyuBane ¢aza 3, B cpaBHEeHHE ¢
4,9% ot nauuentdTe, npuemawld nnauebo. Texka xuneprouua ¢ Hacrenuna npu 10% ot nHET
MALKUEHTUTE, NPHEMALLIH CYHUTUHHO, U 3% OT nauuMeHTHTE Ha naauedo.

Cwubumus na seHo3na mpomboemborus
CubuTHS Ha BeHO3HA TPOMOOEMOBONINA, CBBP3aHH C ISYEHHUETO, ca CbobLweHu npu npubnuintenno 1,0% ot

MALHEHTHTE CbC COJMAHH TYMOPH, KOHTO Ca NPpUEMad CYHHTHHHO B KJIMHUYKHY H3INHTBAHHA, BKIIOYHUTENHO
[TUCT u BKK.

B I'MCT npoyuBaxe ¢aza 3, ceaem nauneHT (3%) Ha CYHUTHHHO M HUTO €aMH Ha maauebo ca MMaH
BEHO3HU TpoMboeMOonHuHU CHLOUTHSA; 5 oT 7 ca Onnu ¢ nbaboka BeHo3Ha TpomOo3a (JIBT) ot 3 cTeneH, a
2cabunu curccrenel |1 uau 2. Yetupu ot te3u 7 TUCT nauneHTy ca npexpaTiniy 1e4eHUeTo cliedl NbpBOTO
ycTtaHOBsABaHe Ha [IBT.

TpuHanecer nauneHTy (3%), npueMalli CYHWTHHHMO B npoyuBaHe dasza 3 n
MBKK, u 4 nauuenty (2%) 8 2 npoyyBaHua npu UHTOKMH-pedpakTepeH M
TPOMOOEMOONHYHU CbOUTHA. JICBET OT TE3U NAaUMEHTH ca UMaln O0enoapo

A0 MOMCHTA
BCHO3HH

H2H8
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oT cTeneHd 4. OceM oT Te3u naureHTd ca uManu JIBT, 1 ot crenew 1; 2 oT crener 2; 4 orctened 3 u | ot
creneH 4. EAWH nauueHT ¢ 6enoapodbna em060ana B npoyuBaHetro Ha uMToKHH-pedpakTepeH MBKK e uman
NpeKbCBAHE HA NPUEMA.

[Ipu HenekyBaHu a0 MomeHTa nauueHTH ¢ MDBKK, npuemauin [FN-a, ca ¢hobuieHn 6 (2%) BEHO3HH
TpoMO0oeMOOoNIHUHKN C¢BOUTHUS, | nauueHT (<1%) e uman JIBT or crenen 3 v 5 nauueHty (1%) ca nmanu
benoapobHa eMD0NHUA, BCUUKH CbC CTENEH 4.

Cu0uTHa Ha BeHO3Ha TpoMboeMObonus ca ¢bobuieHu npu 1 (1,2%) OoT nauMeHTUTE B PaMOTO, NpUEMaLLLH
CYHUTHHHO, u npy 5 (6,1%) OT nauuMeHTHTE B paMoTo Ha naauedo B npoyypareTo ¢aza 3 nHET. JIsama ot
NALUEHTUTE, NpHeMally nnauedo, ca umanu JIBT, | ¢cbe ¢cTenen 2 n 1 ¢be crener 3.

HaMa cpoliueHd chnyvaun ¢ netaneH W3XoA npu peructpauuoHHuTe npoyysanus npy [[UCT, MBKK w
nHET. Cayuau ¢ netaneH u3xoa ca HabnoaaBaHKu Npu noCTMapkeTUHHIOBOTO MPOCICAABAHE,

Cnyuaun Ha 0enoapobHa eM0onus ca Hadawaasadu npu npudbausznteano 3,1% ot naunenture ¢ FUCT u
npu npubnuzurenuo 1,2% ot nauuentute ¢ MBKK, konTO ca nonayuaBanu CyHHTHHHO B npoyuBaHHATa
¢dasza 3. He ca nonyueHu cbobuienns 3a benogpobua embonus npu nauuenture ¢ nHET, kouto ca
NoayyaBaii CYHHTHHHO B NpoydBaHeTo ¢asa 3. PeakH cayvau ¢ netaleH d3xo/ ¢a Onin HabnoaaBaHHi Npu
NOCTMapPKETUHTOBOTO NPOCREASBAHE,

[TauneHTHUTe, KOUTO ca UManHn GenoapobHa emOONMA B pamMxuTe Ha npeaxoaHuTe 12 meceua, ca Ounu
H3KJTIIOYEHHN OT KIIMHUYHUTE NPOYYBAHHUS HA CYHUTHHHO.

[1pd nauUEHTHTE, KOMTO Ca M0Ny4aBaId CYHUTHHHO B pErucTpauHOHHUTE NpoyyBaHu ¢asa 3, 6enoapobHu
CLOUTHSA (T.€. AUCTIHER, IIeBpalieH U3NUB, OenoapobHa eMOonua unu 6enoapodeH 0ToK) ca OUNH CHOOLLEHH
npv npubnusurento 17,8% ot naunentnte ¢ FUCT, npn npubansutento 26,7% ot nauvedtute ¢ MbKK
n npu 12% ot naunentute ¢ nHET.

[pu npubausurenHo 22,2% o1 nauueHTUTE CbC CONUAHK TYMOPH, BKIouHTenHo | UCT n MBKK, kouTto
ca NOJyvaBalld CYHHTHHHO B KIMHHWUYHH NPOYy4YBaHHA, ca HaDmoaaBaHH 06enoapoOHH CLOUTHUA.

CmoMawuno-upesnu Hapyuenus
[laukpeatuT ¢ HabmomaBaH HedecTo (<1%) npu nauMeHTHTe, noaydaganad cyHUTUHUO 3a THUCT unu

MbBKK. He ce cpoOluaBa 3a csbp3aH ¢ neveHHeTo naHkpeatut B nHET npoyusaHeTo ¢aza 3 (BXK. TOHKA
4.4).

JleTaJiHY CTOMAalUIHO-YPEBHU KPBbBOM3INBY ca cholbuleHH npu 0,98% oT nalineHTHTE, Noayydyasally niauedo
8 ' UCT npoyuBaHe paza 3.

XenamobuauapHu HApYUeHUs
CbobluaBa ce 3a yepHOAPOOHA AMCHYHKLUHS, KOATO MOXKE [a BKJIIOYBA OTKJIOHEHHA B YEPHOApPOOHUTE
byHKUHOHATHN NOKA3aTeNlH, XeNaTHT KUK YEePHOApoOHA HEOCTATHUHOCT (BXK. Touka 4.4).

Hapywenus na xoxcama u noOKodcHama muvKan
Coobwaear ce cayuan Ha MHoAepMa raHrpeHo3yM, KOHTO KaTo Lo ca ob fiBAHE Ha
NpHEMa Ha CYHHTHHHUO (BX. ChLIO TOYKa 4.4). '
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Hapytuenua na Myckyano-cxeiremuama cucmema u CoeOUHUMme nama movkakn

CrobuiaBar ce cayyad Ha Muonatua W/Mad pabAaoMHONN3a, HAKOH OT KOMTO ¢ octpa OnOpeuna
HEAOCTATRYHOCT. [lauMenTH ¢ npu3Haud WAH CHMNTOMH RAa MYCKYJIHA TOKCHYHOCT TpsOBa Aa Obaart
NeKyBaHH CNopel CTaHJapTHAaTa MEAHUMHCKA NPakTHKA (BXK. Touka 4.4).

Crobwasar ce cnyyan Ha oOpa3yBaHe Ha PUCTY U, MOHAKOra CBbP3aHH ¢ TYMOPHA HEKPO3a U PErpecHA, B
HAKOH CIYUaH C JieTalneH U3xoa (BX. Touka 4.4).

CbobuiaBa ce 3a clyyaH Ha OCTEOHEKPO3a Ha YENKOCTTA NPH NAUMEHTH, JEKYBAHH CbhC CYHUTHHHO |, no-
ronaMaTa 4acT OT KOMTO — NPH NAUHEHTH ¢ KHACHTH(HUMPAHH PUCKOBH (DAKTOPH 3a OCTCOHEKPO3a Ha
YEJIIOCTTA, B YACTHOCT €KCno3uurs Ha OudochoHaTH 3a HHTPABEHO3HO NPHIOKEHHE W/HUAH aHAMHE3a 3a
JCHTATHO 3a00NABaHE, H3IMCKBALLIO WHBA3UBHH ACHTAJIHH NPOLEAYPH (BXK. ChILO Touka 4.4).

Hzcreosanun

HaHHU OT HEKJTHHHYHH (in Vitro W in vivo) Npoy4BaHus, B 1034 NO-BHCOKH OT NPenopbYyHTENHATa 1034 NPH
X0pa, MOKa3BaT, Y€ CYHUTHHHO npuTexaBa CBOHCTBOTO JAa UHXHOUpa npoueca Ha penonspu3auusd Ha
ChpACYHHUA aKUHOHEH NoTeHunan (Hanp. yabmkasane Ha QT uHTepBana).

Yaemkasane Ha QTc untepBana #ag 500 msec e HacTenuno npu 0,5%, a npomeHu ¢ noseuye ot 60 msec
CNpAMO H3XOAHKHTE CTOHHOCTH ca HacThitiiun nipu 1,1% ot 450-te nauMeHTH CbC CONIMAEH TYMOp; ABarTa
MOCOYEHH NOKAa3aTens <€ npueMar 3a NOTEHUHANHO 3Ha4uMH npoMeHd. [lpy  KoOHLEHTpauuu,
NpUONH3HTENHO ABOHHO MO-BUCOKH OT TepanesTHUHATa, CYHHTHHUO ¢ nokasan, 4ye yabixkaBa QTcF
uutepaia (kopekuus Ha QT untepBana no Fridericia).

YabhkasaHeTo Ha QTc uHTepBana € U3ICACABAHO B €HO Mpoy4BaHe ¢ 24 nauneHTH, Ha Bb3pact 20-
87 rOAMHH ¢ HANPEAHAIHM 310Ka4YeCcTBEeHHU 3a0019BaHUA. Pe3yntaTtuTe OT TOBa NPOY4YBaHE ca MOoKa3alid, 4ye
CYHHTHHHUO uMa edekT BbpXy QTc HHTEpBRana (1edpUHHPAHO KATO cpedHa niauedbo-KopurupaHa npoMsaHa
or >10 msec ¢ ropHa rpaHuua npH 90% noseputened uutepsan [CI]>15 msec) npn TepaneBTHUHA
KOoHUeHTpauus (eH 3), ¢ u3nonssane Ha meToaa Ha Da3anHa KOpeKIHS B PAMKHTE HA ACHS H MPH NO-BHCOKA
OT TepaneBTHYHaTa KoHueHTpauuns (e 9), ¢ n3non3ease Ha aABaTa MeToaa Ha OazanHa kopekuus. Huto
€MH MalHUEHT He € noka3zan cToWHOCT Ha QTc¢ uurepsana >500 msec. Bunpeku ue edekt sbpxy QTcF
WHTepBana e HabnwaasaH Ha 3-Tust AeH, 24 uaca ciea npuaaraHeTo (T.e. MPH TepaneBTHUHA MA3MEHA
KOHLIEHTPAaLH, O4AKBaHa C/Ie MpenopbyuTENHATA HaYalHa 103a 50 mg) npyd MeToaa Ha 0a3aiHa KOPEeKIiUs
B PAMKHTE HA AEHS, KJIIMHHYHATA 3HAYUMMOCT Ha Ta3d HaX0/1Ka € HesCHa.

C nomowrta Ha noapobnu cepuitiy EKI 3anucu, nanpaBesn no BpeMe, OTroBapsALLO Ha TepaneBTHYHATa
HIH NO-TOAsiMa OT TEPANEBTHYHATA E€KCIMO3MUHS, NPH HHUTO €QWH OT MAalUEHTUTE OT NOAJEKAlLlATa Ha
oueHka wiH [TT nonynaunuTe He e HabnroaaBaHO pa3BUTHE Ha yab/kaBaHe Ha QTC HHTEpBana, KOETOo ce
CYHTA 33 “TEXKKO  (T.€. pABHO HA WJK NO-rOASMO OT CTeNneH 3 No oOLIUTEe TEPMHHONOTMYHH KPUTEPHH 32
HexenaHu cbOuTus (Common Terminology Criteria for Adverse Events, CTCAE), Bepcus 3.0).

IIpy TepaneBTHYHHW NRA3MEHN KOHUEHTpalKWH, MakCcHMmanHata cpegHa npomsHa Ha QTcF unrtepsana
(kopekuma no Fridericia) cnpsiMo n3xoaHara cTodHocT e Ouna 9 msec (90% 3.1 msec). Ilpwu

HHTEPBANA CIPAMO H3XOAHATa CTOMHOCT ¢ Ouna 15,4 msee (90% ClI:
(400 mg), W3nOoN3BaH KATO MO3UTUBHA KOHTPOAA, € MOoKa3zajl MaKCHM

20



WHTEpBana CpAMO H3XOAHATA CTORHOCT 3,6 msec. [IpH HUTO €IMH NALMEHT HE ¢ HA0IOAaBaH €(DEKT BLPXY
(QTc uHrepsana, mo-ronaam ot cteneH 2 (no CTCAE, Bepcus 3.0) (Bx. Touka 4.4).

Hbarocpoyna 6e3onacHocT npy MbKK

HbvarocpoyHara 0e30nacHOCT Ha CYHHTHHHO npv nauveHTH ¢ MbKK e ananv3npana B 9 3aBbplueHy
KNHHUYHH NPOYYBAHHUA, NPOBEACHH B YCNIOBUATA HA J€YEHHE OT NbPBaA JIHHKHA, OeBaUn3ymad-pedpakTepHO
H UMUTOKHH-pedpakTepHo 3abonseaHe npu 5739 naunentH, or kouto 807 (14%) ca nexysaHu B
NPOABbIDKEHHE HA >2 FOAHHH ¥ 10 6 rogunun. Ot 807-Te nailMeHTH, NoAyYaBanu ALATOCPOUHO NEUEHHUE ChC
CYHHTHHHO, NOBEUYETO CBLP3aHH C NEHEHHETO HexenaHnm cubntHa (treatment-related adverse events,
TRALELS) ce nogssBaTt nbpBOHaYANHO OPE3 NBPBUTE 6 Mecela — | roaAKHA Y CNel TOBA Ca HENPOMEHEHH WITH
HaMaasBart Mo 4YecToTa C TEYEHHE HA BPEMETO, ¢ U3KJIKOYEHUE HA XUIIOTHPEOHIHU3bM, UHATO UECTOTa Cce
YBEJIMYABA MNOCTENEHHO € BPEMETO, KaTro npe3 O6-roAulliH|sg NEpHOA CE€ TOABABAT HOBU CRYYaM,
[IpOABIKUTENHOTO NEUEHUE CbC CYHUTUHUD U3rIexK1a HE € CBbP3aHO ¢ HOBH BHaoBE TRAE:S.

IleanatpuyiHa nonyaanus
[IpopubT Ha 6€30MacHOCT HA CYHUTUHUO e nonyueH oT npoyusaHe ¢aza | ¢ NoBMILIABaHE HA A03aTa,
OTKPUTO NpoyuBaHe ¢a3a 2, npoyupaHe ¢aza 1/2 ¢ enHo paMo 1 o1 nySiiMKaLHH, KaKTO € ONHCAHO NO-A01Y.

[IpoBeaeno e npoyqsaHe ¢raza | ¢ ysenruaBaHe Ha 103aTa NEpPOpaieH CYHUTHHUO np 35 MauMUeHTH,
Britoynato 30 neanarpyuHmu nauMeHTH (Ha BbL3PACT OT 3 NOAUHHU a0 17 rOAWHK) U 5 Maaad BbL3pPACTHH
rmauMeHTd (Ha Bb3pact oT 18 a0 21 roaMHu) ¢ pedpakTepHU CONUAHU TYMOPH, KaTO NO-rofsaMara 4acT oT
MAUMEHTHTE €4 ¢ OCHOBHA JAMAarHo3a MoO3b4eH TyMop. BCHUKHM yyacTHHUM B NPOYYBAHETO NOJMyyasar
He}eNaHH NeKapCTBEHH PEaKLUKM, KaTO NOBEYETO OT TE3W PeaklliU ¢a TeXKH (CTENEeH Ha TOKCHYHOCT =3) U
BKMKOYBAT KapAHOTOKCUUHOCT. Hah-yecTuTe HexenaHud peakuun ca ractpouHtectTuHanna ([TH)
TOKCHUHOCT, HEYTPONEHUA, yMopa 1 nosriuaBaHe HA AJIAT. PUCKBT OT cbpaeUHU HEXENRAHH NEKAPCTBEHH
peakUHd HU3raexaa No-BUCOK IIPH NEAHATPUYHHTE NALHEHTH ¢ NPEAX0AHA €KCMO3ULMA Ha 0ONbYBaHEe Ha
CbPUETO WJIM AHRTPALMKIMHHA B CPABHEHUE C NEAUATPUUHHTE MAUMEHTH O€3 NpeaAxoAHa excno3uuus. 1Ipu
TE€3H MEAHATPHUYHHU NMALKUEHTH 0€3 NPEeAX0IHA €KCNO3ULIMA HA AHTPALUHUKIMHH HIH O0NbYBaHE HA CBPLETO €
HICHTHRUUNpAHA MaKCHMaNHaTa noHocuma nosza (MIJI) (Bx. Touka 5.1).

[TIpoBeaeHO ¢ OTKPHTO npoyuBaue $aza 2 npu 29 nauneHTH, BKAOUBALLO 27 neaAHaTPUUHK nalKueHTH (Ha
BbL3pACT OT 3 A0 16 roAWHN) H 2 MIaaH Bb3PaCcTHU NALUEHTH (Ha Bb3pAcT OT |8 roanun ao 19 roguuHu) ¢
PeKYpeHTEH/porpecuBeH/pedpakTepeH BucokoctenereH rinvom (BCI) unu enenaumom. U B aBete rpynu
HAMA HEXEIAHH peakUUH ctened 5. Han-uectute (=10%) HexenaHn cbOUTHA, CBbP3aHH C JIEYEHHETO, Ca
noHuxxeH Opoit na Heytpodmante (6 [20,7%] nmauueHTH) U BbTpeuepencH kpbBousnue (3 [10,3%]
NaUUEHTH).

I[Iposeaeno € npoyusaHe ¢aza 1/2 ¢ eaHo pamMo npu 6 neJMaTpu4HU NavdeHTH (Ha Bb3pacT oT 13 roanHH
10 16 roauun) ¢ Hanpegnan ueonepabuned N'MCT. Ha#i-uecTuTe HexenaHM NekKapcTBEHH peakuHH €a
AWapuA, raacHe, nonuxxeH Opoil Ha OennTe KPbBHU KJIETKH, HEyTponeHua W rnasodonune npu 3 (50,0%)
MalUHEHTH OT BCAKa pPeakuus, rinaBHo cteneH | wan 2 no texect. Yetupuma ot 6 mauHeHtH (66,7%)
MONYy4YaBaT HEXENaHW ChLOUTUSA, CBBP3AHU C JIEHEHHETO, OT cTeneH 3-4 {(crenen 3 xunodochareMus,
HEYTPOIEeHHS ¥ TPOMOOLMTONEHUS NPH | NalLMEHT OT BCAKO CbOKHTHE M HeyTporeHus OT cTtened 4 npu |
nauMeHTt). B ToBa npoyusane He ce cbobluasa 3a cepuo3HH Hexenanu cbdbutug (CHC) unu HexenaHu
JEKaApCTBEHHW peakuud cTenedH 5. B ABETE KIWHMYHHW [IPOYYBAHUA W 1Yy : O(HIBLT HA
0€30MaCHOCT CLOTBETCTBA HA U3BECTHUSA NMPOPHI Ha 0€30NACHOCT NMPH Bb3
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CohobulasaHe Ha MOJ03UPAHU HEXENAHH PEAKLNH

Cwo0iuaBaHeTO Ha NOJAO3ZUPAHU HEXKENaHW peakuyH clep paspeulaBaHe 3a ynortpeba Ha NekapcTBeHHUS
MPOAYKT € BaXHO. TOBa NO3BOAABA /1A NPOAbIKH HAaOMOAEHHETO HA CHOTHOLUEHHETO MOJ3a/PHCK 3a
JEKAPCTBEHHNA OPOAYKT. OT MEAHUHHCKUTE CNEUHATNCTH C€ M3IMCKBA JAa ¢boOlaBaT BCsAkKa NoJo3NpaHa
HeXellaHa peakius 4pe3 HalMoHanHa cHcreMa 3a cboduasaHe KbM Hi3nbiHuTenHara areHUHS MO
nekapcrTBara, yu. . Jlamsad [I'pyes” Ne 8, 1303 Codusa, ten.: +35928903417, yebcaiit: www.bda.bg.

4.9 IlIpepo3upane

Hama cneungprueH aHTHAOT Cpelly Npeao3HpaHe ¢bC CYHHTHHHO M neyeHHeTo Ha npeao3upasieto TpadBa
Ja ce CbCTOM OT 00uM noAABPKALUM MEPKH. AKO € NOKa3aHo, eTUHMHHHUPAHETO HAa HeabcopbupaHoTo
AKTHBHO BELLECTBO MOXE a €€ NOCTHUIHE Ype3 NOBPLUIAHE HJIM NPOMHUBAHE Ha cToMaxa. CbollueHn ca
CIYYaH HA NPEAO3NPAHE; HAKOH CIYHaH €a CBbP3aHH C HEXENAHH PeakUMH, ChOTBETCTBAIIN HA HIBECTHUS
npodun Ha 6€30NaCHOCT HA CYHUTHHHO.

5. ®APMAKOJIOTHYHH CBOHNCTBA
5.1 @dapMakoIHHAMHYHH CBOHCTBA

dapMakoTepaneBTHUHA rpyna: AHTHHEOIJIACTHYHH CpPeJCTBa, HHXWOUTOPU HA npoTerHKkHHazaTa; ATC
koa: LO1EXO]

MexaHU3bM Ha AeHCTBHE

CyHntuHu® HHXHOHpPA MHOXECTBO peuenTOopHH TUpo3uH KuHalu (Receptor Tyrosine Kinases, RTKs),
KOHTO Y4aCTBAT B TYMOPHHSA PACTEX, HEOAHTHOTEHE3aTa U METACTaTHYHOTO pa3BUTHe HA paka. CYHUTHHHO
¢ OUNT LICHTHOULUNPAH KaTO HHXHOUTOP HA PELIENTOPHUTE HA NONYYEHHS OT TPOMOOLUTH pacTexen GhakTop
(PDGFRa u PDGFRp), peuentopute Ha cbiaosus ennotrened pactexen daktop (VEGFR1, VEGFR2 u
VEGFR3), peuentopa Ha ¢aktopa Ha crTeosioBuTe knetkd (KIT), Fms-noaobHata THpO3WMH KHHaza 3
(FLT3), peuentopa 3a konoHnoctumynupauins dpaktop (CSF-1R) y peuentopa Ha nonyyenus oT ravanHa
KNneTb4yHa JHHUA HeBpoTpoduyeH daktop (RET). B OHOXUMHYHHM ¥ KJE€TbYHH aHaIU3H OCHOBHHAT
MeTaDONUT NoKa3Ba AeHCTBUE, NOA0OHO Ha CYHHTHHHO.

UIMHWYHA ePHRKACHOCT M 6€3011aCHOCT

JIMHKWYHATa 0€30NaCcHOCT M €PUKACHOCT HA CYHUTHHUO ca DU NPOYYEHH NPH NEYEHHE HA NALUEHTH C
[TUCT, KOUTO ce OMNK pe3MCTEHTHH HAa UMATUHHUO (T.€. TE31, KOWTO ¢a HMANTK Nporpecus Ha 3abongaBaHeTo
N0 BpEME MJH CJIed JIEYEHHE C MMATHHUO) UNH ¢ HEAOHOCHMOCT KbM MMAaTHHHO (T.€. TE3H, KOUTO Ca
NOJIYYHUNIH 3HAYMMaA TOKCHYHOCT MO BPEME HA JEYECHUE € UMATHUHHUO, KOATO € Monpeunia Ha no-
HaTaTBLWIHOTO JIEYEHUE), KAKTO NPH nedeHue Ha nauneHTd ¢ MBKK H neyeHueTo Ha nauyuveHTd ¢
Heonepabusien nHET.

EdukacHOCTTa Ce OCHOBAaBa Ha BpeMeTo 4o TyMopHa nporpecus (TTP) v yeeiHuasate Ha NpexHBREMOCTTA
npu I'MCT, na npexussemoctra 6e3 nporpecus (PFS) u uectorata Ha obektusen otrosop (ORR)
CHOTBETHO NPHU HENEKYBaH U UMTOKHH-pedpakTepeH MBKK u Ha PFS npu nHET .

FﬂcmPQHHFHEC?HHHiL’IHH CMPOMUAIHE MYMOPU
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ITnpBOHAUATHO OTKPUTO NPOYYBAHE € NOBULIABAHE HA A03aTa ¢ 6uno nposeacHo npu nauventd ¢ FTMCT
cnel Heycnex ¢ MMaTeHMO (cpeaHa MakcumanHa aHeBHa ao3a 800 mg) nopaldn pe3UCTEHTHOCT WAH
HeNnoOHOCHMOCT. BkntoueHu ca OWAK aeBeTAeCET W CEAEM NAUHEHTH NPH PA3IMuyHH J03M W CXeMH; 55
MAUMEHTH ca moayuasaitu 50 mg cyHUTHHEO O npenopsbUYBaHaTA CXE€Ma Ha Neuerue 4 CeaAMUUHN Ha/2
ceaMHLUH Oe3 neveHHe ('cxema 4/27).

B ToBa npoyuBaHe Meananata Ha 1'1P e Ouna 34,0 ceamutim (95% CI: 22,0, 46,0).

[Tp1 MaUMEHTH ¢ HENOHOCHMOCT KbM HMAaTHHHUO, WK C MporpecHs Ha 60JiecTTa NO BPEME HJIH CJIe JICHEHHE
¢ UMaTHHUO (cpeaHa MakcuManHa aHesHa no3a 800 mg) e OuI0 NpoBeeHO paHAOMHIHPaHo, ABOHHOCIANO,
naauedo-KkOHTPONUpPaHO nNpoyuysaHe daza 3 Ha cyHHTHHWO. B ToBa npoyusane, 312 nauueHTH ca Ouau
paHJoMU3MpanHy (2:1) aa noayuasaT nepopanHo BEAHBX JHEBHO Mo cxeMa 4/2 50 mg CYHHUTHHHUO uau
naauedo 1o nporpecHs Ha 3adoNsBaHETO HIK OTTENJIAHE OT NPOYUBAHETO Mo Apyra npuunHa (207 nauneHTtu
ca MoJy4yaBalH CYHUTHHUO, & 105 nauveHTH ca noayuasand nnauedo). [lbpBuuHata kpaiHa Touka 3a
e(pUKACHOCT Npu npoyusanero e duna TTP, onpeaeneHa KaTo BpemMeTO OT paHAOMH3KWpaHe A0 MbPBOTO
AOKYMEHTHUpaHE Ha ODEKTHBHA nporpecus Ha TyMmopa. [lo speMeTo Ha NpeABAPHTENHO OMpeAC/iCHHUSA
MEXJAHHEH aHanu3s, cpeagHoTo TTP npu cyHutHund ¢ ounno 28,9 ceamuun (95% C.1.: 21,3, 34,1) cnopen
OueHKara Ha u3cneposarens U 27,3 ceamuumn (95% CI: 16,0, 32,1) cnopen oueHxaTa OT HE3aBHCUMMHA
nperneg U € OUNO CTATUCTUUECKHU 3HAYUMO NO-NPOABLIKHTENHO, oTKonkoTo TTP npu nnauebo or 5,1
ceamuun (95% C.1.: 4,4, 10,1) cnopen oueHkara Ha nichenosarens U 6,4 ceamuuu (95% CI: 4,4, 10,0)
Cnopea oOueHKata oOT He3aBucumua npernea. Pasnukara B o0wata npexussemoct (OS) e Ouna
CTATHCTHYECKH B NNoN3a Ha CYHHTHHHO |koeduuneHT Ha puck (HR): 0,491 (95% C.1. 0,290 - 0,831)]; puckbT
OT CMBPT € O 2 NbTH MO-BUCOK NPH NALUEHTHTE B paMOTO Ha NJiauedo, cpaBHEHO ¢ pAMOTO HA CYHHTHHMO.

Chen MexAHMHHHUSA aHaNu3 Ha eUKAcBOCTTA M O830NaCROCTTA, N0 NPENnOpbKaTa Ha HE3aBHCHMUS CHBET 3a
HabnoaeHue Ha JaHHuTe M Oe3onacHoctTa (Data and Safety Monitoring Board, DSMB), pa3kpuBaHe Ha
3aC/IENABAHETO H HA NMALMEHTUTE B PaMOTO Ha naauedo e NpeanokeHo OTKPUTO JieYeHHE CbC CYHHTHHUO.

O6wo 255 nauneHTH ca npHeMand CYHUTHHHO B OTKpUTaTa (paza Ha NPOYYBAHETO, BKAKYUTEAHO 99
NALUEHTH, KOHTO NbPBOHAYAIHO ¢a OUNIH NIEKYBaHH ¢ nnaebo.

AHANNU3IBT HA NBPBHYHHTE H BTOPHUYHHTE KpaHHH TO4YKH B OTKPHTATAa (ha3a Ha MpOy4YBAHETO NOTBbPXKAABAT
Pe3yNTATUTE, ONIYYEHH MO BPEME HA MEKIAHHHHA aHANN3, KAKTO € MOKa3aHo B TabAMLa 2:

Tabauuna 2 - THCT ob6o6menne Ha kpaiiinre ToukH 3a epukacuoct (ITT nonyaauun)

JABOHHO-CANNO JIedeHHe"
Meauana (95% CI) KoedhHuueHT Ha pHCK ['pyna Ha
Kpaiina naauebo c
TOYKA p- KPbCTOCAHO
| CyTent IMaauebo (95% CI) CTOHHOCT neuenune’
IIspBuuHa .
TTP
(ceaMuun) |
MexHHHa 27.3(16.0, 32.1) 6.4(4.4,10.0) | 0.329(0.233, 0.4661 / oSt :
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Kpaitna 26.6(16.0, 32.1)] 6.4(4.4,10.0) | 0.339(0.244,0.472 <(0.001 10.4 (4.3,22.0)
Bropuuna
PFS
(ceaMHUHU) "
MexaHHHa 241 (11.1,28.3)] 6.0(4.4,9.9) 0.333 (0.238.0.467) <0.001 -
|' ) » L
KpaitHa 22.9(10.9, 28.0)| 6.0(4.4.9.7) 0.347 (0.253, 0473 <0.001 -
ORR (%)
MexnHHHA 6.83.7,11.1}) | 0(9) NA 0.006 -
Kpatina 6.6 (3.8,10.5) | 0(-) NA 0.004 10.1 (5.0,17.8)
OS (ceamMuuun )
MexanHHa - - 0.491 (0.290, 0.831) 0.007 -
KpaiHa 72.7(61.3, 83.0)| 64.9(45.7,96.0)| 0.876(0.679,1.129) 0.306 -

Coxpawenua: Cl=nosepurenen uurepean; [TT=noanexala Ha NeyeHME: NA;HEHPHHDH{HM{J; ORR=cTeneH Ha

obexkTueeH oTropop; OS=obuwa npexusaemoct; PFS=npexupaemoct 6e3 nporpecus; TTP=speme a0 TyMopHa

nporpecus.

" PesynraTHTE OT ABOMHO-ciAnaTa ¢a3za Ha aeyeHHe ca ot ITT nonysaumsta H, KbaeTo € HUNO yMecTHo, ¢ buna

HarpapeHa UeHTPANHINpAHA PEHTIEHOMOTHYHA OLeHKa.

PesynraTture 3a epHKacHOCT OT 99 nauMeHTH, KOHTO ca npeMUHany ot naauedbo Ha cyHuTnHnb cien paskpusane

Ha KOJOBETE Ha paHIOMHU3aLHA.

buna e nanpaseHa NOBTOPHO W3XOJAHA OLEHKA NPH NPEMHUHABAHETO H aHAIH3IBLT 33 €PHKACHOCT € Bb3 OCHOBA HA

OLIEHKATAa Ha H3CIeA0BATENTE.

° bpoaT Ha PFS npuM MeXAHHHHMA aHaIM3 € akTyanu3upaH Bb3 OCHOBA HA NPEH3UHCIABAHE HA IMbPBOHAYAJIHHTE
BaHHH.

" PesyaratuTe oT ORR ce npeacTaBaT kaTto NpoUEHT Ha MALMEHTHTE, KOUTO ca OUIK ¢ NOTEBPACH OTroBOp ¢ 95%
CL

1 MeaunaHnara HE¢ € JOCTHTHATA, Thid KATO JAHHWUTE BCE OLLE He ca ChOpaHH.

=y

Meauanara Ha OS npu ITT nonyaaunsrta e 6una cbotreeTHo 72,7 ceamuun v 64,9 ceamnuu (HR: 0,876;
95% CI: 0,679, 1,129; p=0,306) npn cyHuTHHHUO K npHu nnauebo. B To3u ananu3 pamoTo Ha naauebo
BKJIKOUBA OHE3H NAUHEHTH, PAHAOMU3HPAHH Ha nnauedo, KOMTO BNOCNEACTBHE €A MOJYYHIIH JIEUSHHE CbC
CYHUTHHUO B OTKpUTaTa daza Ha Mpoy4BAHETO.

Henexysan memacmamuyuern 66OpevHo-Kiemvuen KApYuHom
[IpoBeaeHo € paHAOMU3UPAHO, MBOMOUEHTPOBO, MEXAYHApOAHO npoyyBane ¢aza 3, OlUEHABAILO
eprkacHocTTa ¥ 0€30MaCHOCTTa Ha CYy HUTHHUO cpaBHeHO ¢ HHTepdepoH IFN-o npu nauMeHTH ¢ HENEKyBaH
MBKK. CeaeMcToTHH U neTaeceT nauueHTH ca SUNN paHaOMHU3HpaHu |:]1 B TepaneBTHUHHMTE paMEHa, TeE
ca NojlydyaBain N€YEHHE U CbC CYHUTUHUO B NOBTAPAWM Cce€ 6-CEAMMYHH LIMKIH, ChCTOALUM Ce OT 4
ceaAMHUUM N0 50 mg AHEBHO NEPOPATHO NPHAOKEHHE, NOCEJBAHO OT 2 CEAMHULIM NO Cxema 4/2), nau
[FN-0, NpuiokKeH Karto NOAKOXHA MHXKEKUHMA OT 3 MuHIHOHA eauHuun (M
BTOpaTta ceaMuua u 9 MU tperara ceaMuua v ¢nej TOBa Ha 3 HENOCNE/10Ba
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MeauaHaTa Ha NPOABIKUTEAHOCT HA JiedHeHUETO € Ouna 11,1 Meceua (ananasoH: 0,4-46,1) 3a 1e4eHHETO
cbC CYHUTHHHO 1 4,1 Meceua (ananaszon: 0,1-45,6) 3a neueHneTto ¢ IFN-a. CepHo3Hu HexenaHn cbOUTUA,
cBbp3aHu ¢ JeueHneto (TRSAES), ca cbobuuenn npn 23,7% OT nallHEHTHTE, NPUEMAtH CYHHTHHHUO, N 6,9%
oT nauueHTuTe, npuemainn [FN-a. Hectorata Ha npekpaTaBaHE HA JICHEHHUETO NOPaAN HEXEaHU ChONTHSA
obaue e Ouna 20% 3a cyunTmHn® u 23% 3a IFN-a. Bpemenso npexparssaHe Ha npuemMa Ha Ao3ara €
HacTbNHUNO NMpH 202 nauveHTn (534%) Ha CyHUTHHMO u 141 naunenT (39%) Ha IFN-a. Hamanapate Ha
A03aTa ¢ HacTbnune npu 194 naumnenth (52%) Ha CyHUTUHUO W 98 naumneHTH (27%) Ha IFN-a. 1lauuentuTe
Ca NICKYBaHU A0 Nporpecus Ha 3ab0nfABAHETO UK OTTEMIAHE OT NPOYYBAHETO. IIbpBrHUHATA KpaiiHA TOYKA
3a epuKkacHOCT ¢ Ouna PFS. Tlnanupan MexauMHeH aHanu3 nokassa CTAaTUCTHUYECKH 3HAYMMO MPEAUMCTBO
32 CYHHUTUHUO cnpsimo [FN-0, B ToBa npoyuBaHe, KbaeTo MeaHaHara Ha PFS 3a rpynarta, nekyBaHa Che
CYHUTHHUD, e Ouna 47,3 ceamMuu B cpaBHerue ¢ 22,0 ceamuuu 3a rpynara, aekysasa ¢ IFN-a; HR e 6un
0,415 (95% Cl: 0,320, 0,539, p-croiiHocT <0,001). Jpyru kpaiinu Touku ca BkawuBaniv ORR, OS ¢
6e3onacHOCT. OCHOBHOTO 00pa3HO W3C/NeABaHE € NPEKpPaTeHO Clea NOCTHraHe Ha MbpBUYHATA KpakHa
Touka. B okonuarenuus ananuz ORR cnopea oueHkara Ha uicneaoratenure € onna 46% (95% CI: 41%,
31%) 33 paMOTO HA CYHHTHHHUO U 12,0% (95% CI. 9%, 16%) 3a pamoTo Ha IFN-a (p<0,001).

JIeUeHHEeTO CbC CYHHTHHHO ce CBLP3Ba ¢ NO-NPOABIKUTENIHA npexHBaeMocT cnpsamo [FN-a. Meananara
Ha OS e 6una 114,6 ceamuun 3a paMoTo Ha CYHHTHHHO (95% Cl: 100,1, 142,9) u 94,9 ceamuUH4 3a paMOTO
Ha IFN-a (95% CI: 77,7, 117,0), ¢ xoedpuumneHT Ha pucka (0,821 (95% Cl: 0,673, 1,001; p=0,0510 cnpsamo
HeCcTpaTH¢PUUUPAH NOrapuTMHUHO Npeodpa3yBaH paHroB TECT).

LlanoctHure PFS u OS, nabmozasanu npu ITT nonynaumsara, onpeaeneHn Bb3 OCHOBA HA OCHOBHOTO
0bpa3Ho 1abopaTopHO U3CheaBaHe, ¢ca 0600wWweHn B Tabanua 3.

Tabnuna 3. Henekysan kpm MoMeHnTa mMRCC - 0600611eHHe Ha KPAHHHATE TOYKH 32 ePUKACHOCT
(ITT nonynauun)
CyHHTHHHO IFN-u
O606menne Ha npexuBaeMocT 0e3 nporpecHs * (N=375) (N=375)
[TauneHT 0e3 nporpecus Uan cMbpT [N (%)] 161 (42.9) 176 (46.9)
[TaunenTt ¢ HaONOAaBaHA NPOTPECHS UITH CMBPT [N 214 (57.1) 199 (53.1)
(%0)]

PFS (ceamuun)

Ksaptua (95% C1)
25% 22.7 (18.0, 34.0) 10.0 (7.3, 10.3)
0% 48.3 (46.4, 58.3) 22.1(17.1, 24.0)
75% 84.3(72.9,95.1) 58.1 (45.6, 82.1)

Hectpatnduuupan aHanus

KoepuuueHT Ha pucka (CyHUTUHUO cnpsiMo [FN-a) 0.5268

95% Cl 3a xoepuUHEHT Ha pUcKa (0.4316, 0.6430)

P-CTOHHOCT® <0.0001

O060o61enHe HA 00LIATA NPEKHBAEMOCT

[TauueHT, 33 KOrOTO HE € U3BECTHO AA € NoYWHan [n

(“o)]

-

185 (49.3)




[TaumenT, ko#iTO € noyrHan [n (%)] 190 (50.7) ‘ 200 (53.3)

OS (ceaMuuu)

| Kaptua (95% Cl)

25% 356.6 (48.7, 68.4) 41.7 (32.6, 51.6)
50% 114.6 (100.1, 142.9) 949 (77.7, 117.0)
75% NA (NA, NA) NA (NA, NA)

HecTpaTtudguuupan aHanus

KoeduuueHt Ha pucka (CYHUTHHHO cnpamo IFN-a) (.8209

95% CI 33 KOeDHLIMEHT Ha PUCKA (0.6730, 1.0013)

p-CTOHHOCT? 0.0510

Cokpawenus: Cl=goeeputencH HHTepBai; INF-a=uHTepdepon-anga; ITT=noanexawa Ha neuyeHue,; N=0po#
nauueHTH; NA=nenpuaoxumo; OS=o01ma npexneaemoct; PFS=npexusaemoct 6e2 nporpecus.
® OT AByCTpaHeH NorapHTMHYHO npeobpasysax paHros (log-rank) tecr.

L{umoxun-pegppaxmepen memacmamuyier GvbOPEYHO-KIeMbYeH KAPYUHOM

[IpoyuBane ¢asa 2 Ha CYHHUTHHHO € OMNO NMPOBEACHO HA MALMEHTH, KOUTO ¢a OMIM pedpakTepHHU HA
NpeallecTBalllia UHTOKHHOBA Tepanua ¢ uHtepineBkuH-2 Unu [FN-a. lllectaecer u TpH naudeHTH ca
NnoNy4Yuiad HavanHa ao3a 50 mg CYHUTHHUO nNEepopanHo BEAHBLXK [AHEBHO B [MPOAbDKEHHE Ha 4
NOC/ICAOBATENHH CEAMHLM, [OC/IEeABAHN OT 2-CeAMHMYHA May3a, 3a jJa c¢€¢ o0XBaHE NbJIEH UMKbI OT
6 cenMuiH (cxema 4/2). IlbpBUuHaTa KpaiHa Touka 3a ejukacHocT ¢ Ouna ORR, ocHoBamaiua ce Ha
Kputepuu 3a olleHKa Ha oTroBopa nNpH conuaxu TyMopH (RECIST).

B toBa mpoyuBaHe 4yecTorara Ha o0ckTHBHUA oTrosop ¢ 6una 36,5% (95% C.1.: 24,7%, 49,6%), a
meauaHata T TP e 6una 37,7 ceamnuu (95% C.1.: 24,0, 46,4).

B noTrBbpKAEHHE HA TOBAa, OTKPHTO, ¢ €AMWHWUYHO pPaMO, MHOIOLUEHTPOBO NPOYy4YBaHE 3a OlICHKA Ha
epukacHOCTTa K 6€30nMacHOCTTa Ha CYHHTHHHUO e Ouo nposeaeHo npu nauneHTH ¢ MBKK, xouTo ca Ouau
pe(pakTepHH HA NPEeALLIECTBALLA LHTOKHHOBA Tepanisa. CTo H WecT NauHeHTH ¢a NOoNyvaBajin Hai-Manko
no eaHa no3a or 50 mg cyHUTHHUO no cxema 4/2,

[IbpBUYHATA KpaliHA TOYKA 33 €(PUKACHOCT NIPH TOBa npoyuBaHe ¢ 0una ORR. BropuuHuTe KpalHU TOUKH
ca skmousaau TTP, npoasmkuTenHocT Ha otrosopa (DR) u OS,

B ToBa npoyuBaHe ORR ¢ 0una 35,8% (95% C.1.: 26,8%, 47,5%). Meaunanute #a DR un OS Bce ouwe He ca
OWIH JOCTUTHATH,

IHanxpeamuynu ne8poeHOOKpUHHU MYMOPU

[Hoaabpxkalllo, OTKPUTO, MEOTOUCHTPOBO NpoyyBaHe (aza 2 € oueHusI0 ePukacHocTTa B 6e30nacHoCcTTa
MpU CAMOCTOATENHO NpPHIOXKEHUE Ha CYHUTHHHO S0 mg aHeBHO no cxeMa 4/2 npv nauveHT# ¢
Heonepabuned nHET. I1pn koxopTa ot 66 nauueHTH ¢ TYMOPH Ha JIaHrepxaHCOBHTE KNETKH, NbPBUYHATA
KpalHa To4YKa 3a CTeneH #a oTroeop ¢ duna 1 7%.

[lpn mauuveHTM ¢ Heonepabunen nHET e nposeaeHo OCHOBHO, MHOrOUEHTPOBO, M
PaHAOMH3HPAHO, ABOMHOCIANO,
NPUIOKEHHE HA CYHHUTUHNO.,




HeobxoanMo e OMNo nayHeHTUTe 1a UMAT A0KAa3aHa TyMOPHA NPOrpecHs 8 paMKUTE HA U3MHHanuTe 12
MeceNd, Bb3 OCHOBA Ha KpuTepuuTe 3a oucHka Ha otrosopa npu connaud Tymopu (RECIST) u ca 6unm
paHAOMH3HPaHH (1:1) aa npueMat waMn 37,5 mg CYHUTUHUD BeAHBXK AHEBHO 0¢3 nounska (N=86), nau

naauebo (N=83).

OcHoBHaTa uen e duna aa ce cpapud PFS npu nauueHT™, npHeMally CyHUTHHHUO, CIpAMO NauUMEeHTH,
npuemaind nnauebo. Jpyrure kpaitau Touku ca BxiouBanu OS, ORR, PROs u 6e3onacHocT.

HeMorpagckute nokasarenn ca Ounn CpaBHUMH MEXAY MPYNKTE HAa CYHUTHHUO U nnauebo. B gonbaHeHue
49% orT naudeHTHTe HA CYHUTUHHO ca UManH HePYHKUHOHANHU TYMOpPH B cpasHeHue ¢ 52% ot
MaUMEHTHTE, NpHeMallK nnauedo, a 92% OT nauneHTUTE WU B JIBETE pPaMEHA Ca HUMaNH YEPHOAPOOHH
METACTas3Hu.

anﬂD}HeHHETG Ha COMaTOCTAaTHHOBH AHAJIO3U € OUIIO pa3pCLlIcHO NO BPpEMC Ha NPOYYBAHCTO.

0610 66% OT NALUUEHTHTE HA CYHUTHHUO ca npueMalii NpeallecTBalla CHCTEMHA TEPaNnUs B CPABHEHHE
cbe 72% OT naudeHTuTe Ha nnauedo. B ponbaneHue 24% OT nalMeHTUTE Ha CyYHHMTHHUO ca npuemanu
COMATOCTAaTHHOBY aHAJI03W B CpaBHeHKe ¢ 22% 0T nauneHTHTe Ha nnanebo.

HalJo1aBaHO € KATHHHYHO-3HAYUMO NTPEIUMCTBO NPH OUCHARAHETO OT W3caeaoBarens Ha PFS 3a
CYHHUTHHHO B cpaBHeHUe ¢ nnauedo. Menuanara Ha NpeXUBIEMOCTTA B paMOTO Ha CYHUTHHHUD e Ouna
11,4 meceua B cpaBHeHHe ¢ 5,5 Mecena 3a pamoto Ha nmaauebo [HR: 0,418 (95% CI 0,263, 0,662),
p-cToRHOCT=(0,0001]; nopobnuun pezynratu ca Ounn HabaoaaBaHK, KOraTo OLUEHKHTE HA TYMOPHUS
OTroBOpP, NOJIYHEHH Bb3 OCHOBA Ha npuaaradero Ha RECIST kbM namepsanusata Ha TymMOpa oT
H3cneaoBarenyTe, ca OUIHM UINON3BAHM 32 ONPEACNSHE HA TPOrpecUsTa Ha 3ab0NsABaAHETO, KAKTO €
nokasaHo B Tabauua 4. Ouenxka Ha HR B non3a Ha CyHHMTHHHO € HabntonaBaHa NPH BCHMKH NOArPYMNH C
OUEHABAHH XAPAKTEPUCTUKH HA U3XOAHO HHUBO, BKIIOYUTEHO M AHANIM3 HA OPOsl HA KYPCOBETE
NPEeALIECTBALLO CHCTEMHO JieueHue. 00110 29 naunMeHTH OT paMOTO HA CYHUTHHHO ¥ 24 OT paMOTO Ha
nnauedo He ca OUNKM NOANOKEHH HA MpeJllecTsalla CUCTEMHA Tepanus; npu te3u nauvenTd HR 3a PFS e
oun 0,365 (95% C1 0,156, 0,857), p=0,0156. [lonobHo Ha ToBa, npu 57 naLMEHTH B paMOTO HA
CYHHTHHHO (BKIOUMTENHO 28 ¢ | LUMKBN HA NpeAlIecTBallla CHCTEMHA TepanHa H 29 ¢ 2 unHn noseye
LIHKDBJA HA CUCTEMHA Tepanusa) 1 61 nauneHTH B paMOTO Ha nnauedo ( BKIUYHTENHO 25 ¢ | UHKDBA HA

MpeAllecTBalla CHCTEMHA TEpanus U 36 ¢ 2 MW NoBeUYe UHKBIA Ha CHCTeMHa Tepanud), HR 3a PFS e 6un
0,456 (95% CI1 0,264, 0,787), p=0,0036.

[lpoBeneH € aHanu3 Ha uyBcTBHTENHOCTTa KHa PFS, Kato aanHHute 3a nporpecusra ce 0a3vpaT Ha
HU3MEPBAHUATA HA TYMOPA, ACK/IAABAHH OT M3IC/IEAOBATENINTE H KbAETO BCHUKH MALMEHTH, OTNAAHANH N[O
NPUYHHH, pa3NtHYHK OT NPEKPATABAHE HA NPOYUYBAHETO, ca pa3riexaanu kato PFS chontna. Tosm adanus
NpeacTaBs KOHCEPBATHBHA OLEHKA HAa TEPaneBTHYHHUA €QEKT HAa CYHWTHHHO U NOAKpens NbpPBHYHUA
aHanu3, nokassaul HR 0,507 (95% Cl1: 0,350, 0,733) p=0,000193, I'naBHOTO NpoyYBaHE NPH NAHKPEATUYHH
HEBPOEHIOKPHHHH TYMOPH € OHJI0 NpeKpaTEHO NPEABAPUTEAHO MO OPEnopbKa Ha He3aBUCHM KoMHUTET no
JIEKapCTBEH MOHUTOPHHT, a MbpBUYHATA KpailHa Touka e Ouna OazvupaHa Ha OLECHKATA HA H3CNe0BATENS,
KaTo M ABaTa ¢akTa MOXKE J1a €a OKa3aju BIHAHHKE HA OUEHKATa HAa TePaneBTHUHHA edeKT.

3a Ja €€ M3KIK4YH NPUCTPACTHOCT NpH OlEHKAaTa Ha uicheaosatens 3a PFS, e n
HE3aBHCUM LICHTPATHM3IUPAH Nperiea Ha pe3ynTaTHTe, KOWTO € NoAKpenyun OlEeHK
KaKTO € nokasano B Tabnuua 4.




Ta6anua 4 - nHET pe3yaraTn 3a edpukacHocT ot paza 3 npoyuBaHe

[lapameTnp 3a epHKACHOCT CyHHTHHHO [Lhaune6o Koedpuunenr | p-croHHOCT
(N = 86) (N = 85) HA PHCK
(95% CI)
[IpexuBseMocT 6€e3 nporpecus |[MeauaHa, 11.4 5.5 0.418 0.0001*
meceuu (95% CI)] no ouieHka Ha (7.4, 19.8) (3.6, 7.4) (0.263, 0.662)
W3cJen0BaTeNs
[IpexuBseMocT 6€3 nporpecus [ Mea1aHa, 12.6 5.4 0.401 0.000066*
meceu (95% CI)] upe3s oueHka Ha (7.4, 16.9) (3.5, 6.0) (0.252, 0.640)
TYMOPHHS OTrOBOp, Bb3 OCHOBA Ha
npuiaraHeTo Ha RECIST kbM TymopHuTe
| OLIEHKH Ha H3C/ie10BaTElIs 1 i |
[IpexxuBsiemocT 6e3 nporpecus [Meauana, 12.6 5.8 0.315 0.000015* |
mecelu (95% Cl)] upes 3acneneH (11.1, 20.6) (3.8, 7.2) (0.181, 0.546)
HE3aBUCHM LIEHTpAJIU3UPaAH Nperjie/l Ha
TYMOPHHUTE OLEHKH
O6wma npexcussemoct (OS) 38.6 29.1 0.730 0.0940?
[nepuon Ha npocaeasBaHe S roAWHH ] (25.6,56.4) | (16.4,36.8) | (0.504, 1.057)
. [Meauana, meceuu (95% Cl)]
YecroTa Ha 06ekTHBEH OTroBop (%, (95% 9.3 0 NA 0.0066°
Cl)] (3.2, 15.4)

CokpaweHusa: Cl=nosepureneH uHtepsan, N=0poi nauueHTH; NA=He ¢ npunoxumo; nHET=naHkpeaTHyHH
HeBpoeHAO0KpHHHHU TyMOpH; RECIST=KpuTepuu 3a oueHka Ha OTroBOpa NpH CONUIHH TYMOPH.
% 2-cTpaHeH HecTpaTH(HLUHPaH JIOrapuTMHYHO nNpeobpa3yBaH paHroB TECT

® Touen TecT Ha Fisher

@urypa 1 - I'padpuka na Kaplan-Meier 3a PFS npu nHET npoyusane ¢a3za 3

100

g CyteHT (N=86)

= 90 MeguaHa: 11,4 meceua
o
g. Bﬁ I'IﬂEILI.Eﬁﬂ {N=86)
g. MeawuaHa: 5,5 meceua
m 70
@
O

o 60

)

3 g

: 50

<
X 40~ .
a L
c &
o 30:' g iR
5 s
S 20 b,
E KoedumumeHT Ha puck = 0.42 -

& 107 95% CI (0.26 - 0.66) " e -
0 p= 0. 1

— 0-

! ! | ' | e————
0 3 6 9 12 15 18

Bpeme (meceua)

bpo# mauuMeHTH B pHCK

28




CyHUTHHHKO 86 52 34 20 13 4 2
[Tnauebo 85 42 20 9 2 2 2

CokpaweHus: Cl=poseputenceH wuutepBan, N=0Opoii nauuenTH; PFS=npexussemocr 6e3 nporpecHs;
nHET=naHkpearnyHy HEBPOCHAOKPHHHH TYMOPH.

JaHHute 3a 0bwa npexuBaeMocT (OS) He ca OMIM NBAHU KbM BPEMETO HA NIPHKJIIOYBAHE RA NPOYYBAHETO
[20,6 Meceua (95% Cl; 20,6, NR) 3a pamoTo Ha cyHHTHHHO, B cpaBHeHne ¢ NR (95% CI: 15,5; NR) 3a
pamoTo Ha naauebo, HR: 0,409 (95% CI: 0,187; 0,894), p-croiinocT=0,0204). UMano e 9 cnyvan Ha CMBPT
Mpy paMOTO HA CYHUTHHHUO U 21 ¢aydas npu pamMoOTO HA naauebo.

[Ipn nporpecus Ha 3a6onsBaHeTo MaUUHeHTHTE ca OUNIN pascleneHd H Ha NaUKMeHTHTE OT nnauedo rpynara
€ NpPeAoCTaBeH AOCTbN A0 OTKPHTO JIEYEHHE CbC CYHHUTHHHO B OTAENHO pa3liHpeHo npoyusane. [lopaau
PAaHHOTO MNPUKIKOYBAHE HA NPOYYBAHETO, OCTAHANUTE MAUMEHTH ca OWAM pa3CneneHn W um € Ouil
NPEeANIOXKEH AOCTbN A0 OTKPUTO JIeUEHHE ChC CYHUTHHUO B pasminMpeHo npoyusade. O0wo 59 ot 83
nauneHTH (69,4%) ot pamoTo Ha nnauebo c¢a NPEeMHHANU HAa OTKPUTO JICHEHHE CbC CYHHUTHHUOD cuen
nporpecus Ha 3abonsiBaHETO, WJIK pa3ciensABaHe NpH MPUKIIOYBaHe Ha npoyusaHero. OS, HaOnoaaBaHa

chea S-roiMHO NpocheisBaHe B PAMKHTE HA pa3LIMPEeHOTO npoyuBaHe, ¢ nokazana HR 0,730 (95% CI.
0,504; 1,057).

Pesynrature OT BBENPOCHHUKA 3a KAYEeCTBOTO Ha XWBOT Ha EBponefickara opraHM3aumns 3a v3caelBaHe H
neyeHne Ha paka (European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire (EORTC QLQC-30)) ca nokazanu, ye o0moOTO rnodanHo, CBbpP3aHO CbC 3APABETO KAYECTBO
Ha XUBOT H 5 QYHKUHOHANHH ob6nacTH ((pH3HuecKa, ponesa, KOrHUTHBHA, EMOLIMOHANTHA U COlIMAIHA) Ca
NOAAbPXKAHU (IPH MALMEHTHTE HA JEYEeHHE CbC CYHUTHHMO B cpaBHeHue ¢ naanebo, ¢ OrpaHHYEHH
CUMMOTOMATHUYHH HEXeNaHH edeKTH.

[IpoBeieHO € MHOrOHALMOHANTHO, MHOTOLICHTPOBO, OTKPUTO MPOYYBaHE C €AHO paMo, (a3a 4 3a OLEHKA Ha
edHKACHOCTTA W 0e30nacHOCTTa Ha  CYHHTHHWO  NpUW  nNauMeHTH € NIPOrpecHpaui,
HanpeIHAIN/METACTaTHUYHU, 100pe Audeperunpany, Heonepabunuu nHET.

CTo ¢ wecT nauneHTH (61 nauneHTy B KOXOPTATA ¢ HEJIEKYBAHHU J0 MOMEHTA NAUHEHTH W 45 NauUEHTH B
KOXOPTAaTa ¢ NOCneABallla JMHHS HA JieYeHHe) NOJy4aBaT JieueHue ¢bC CYHMTUHHO nepopando 37,5 mg

BeJIHbK JHEBHO CBbrIacHO MPOABIDKHTENHA CXeMa C exXeAHeBHO npuiaraHe (continuous daily dosing,
CDD).

OueHeHaTta OT n3caeaoBarens meadara Ha PFS e 13,2 Meceua, kaxTto B obuiata nonynanua (95% CI: 10,9
16,7), Taka ¥ B KOXOpPTAaTa C HENEKYBaHH A0 MOMeHTa nauueHTH (95% Cl: 7.4; 16,3).

[TeaMaTpuysa nonyjauus
OnuThT OT ynoTpebata Ha CYHUTHHHUO NpU NeAHATPHYHY NALMEHTH € orpaHHueH (B, Touka 4.2).

[IpoeeaeHo € mpoyusaHe ¢aza | ¢ yBeauuaBaHe HA J03aTa fiepopaneH CYHHUTHHHO npu 35 NauueHTH,
BaouBalo 30 neauaTpHyHd NAUMEHTH (HA BBLIPACT OT 3 roauHu A0 17 roaHHH) U 5 M 3PaCTHH
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NAUKUEHTHTE C TNpPEeAXOAHA E€KCMNO3HUHSA Ha MNOTEHUWANHO KAPAWOTOKCHYHH JIEUEHHA (BKIMOUUTCHHO
AHTPALUKIIMHH) WK 001bYBaHE HA CHPUETO. BLB BTOpaTa 4acT Ha NPOYYBAHETO, BKIHOYBALLA NAUKEHTH C
NPEeAXOAHO NPOTHBOPAKOBO NeUYeHUE, HO 6e3 puckoBH (HAKTOPH 33 KAPAHOTOKCHUYHOCT, CYHUTHHUO KaTo
USL10 CE [TOHACH 100pe W € KITHHHYHO KOHTPONUpPYEM npy 203a 15 mg/m? va aed (MI1]]) no cxema 4/2. [pn
HUKOM OT YYaCTHULIMTE HE CE NOCTUTA MbJACH KAH YacTHUeH OTroBop. CTabusHo 3abongsaHe ce HabnOAaBa
npu 6 naumentd (17%). Eaun naumeur ¢ 'MCT e skmouen npu #uBo Ha noszara 15 mg/m? Ge3s
N0Ka3aTeNCcTBA 3a noyza. HabmogaBaHuTe HEXENaHW NEKAPCTBEHHW PEAKLUMU KATO USAN0 €A CXOAHH ¢
peakLUHUTe, HabN0AABaHH MPH Bb3PACTHH NAUMEHTH (BXK. Touka 4.8).

[lpoBeneHo ¢ daza 2 OTKPUTO NpoyUBaHE NPH 29 NaUUEHTH, BKIOUBALIO 27 NeANaTPUUYHH HaUUEHTH (Ha
Bb3pacT OT 3 roAHHU N0 16 roaMHM) K 2 Mnaau BLIPACTHHA MauueHTH (Ha Bb3pacT OoT 18 roauuu ao 19
rogudu) ¢ BCI unu enengumom. IlpoyusaneTo € cnpsHo KbM MOMEHTA HA MJIAHUPAHHA MEKIWHEH aHAIN3
NOpaJH JIMNCAa HA KOHTpoA Ha 3abonasaxero. Meavanarta Ha PFS e 2,3 meceua B rpynarta ¢ BCl' n 2,7
Mecela B rpynara ¢ enedHauMoM. Meananara Ha uanoctHara OS e 5,1 Meceua B rpynara ¢ BCI u 12,3
Mecena B rpynara ¢ eneHagumoM. Hab-yectute (=10%) cboblieHn HexenaHd CLOWTHA, CBBP3aHU ¢
JICYEHUETO, KOMOWHHPAHO NpU NAlKEHTUTE B JBETE TPYNH, ¢a HamaneH OpoH Ha HeyTpoduaute (6
nauueHTn [20,7%] n BbTpevepened kpbBoH3AMEB (3 nauueHTH [10,3%]) (B, Touka 4.8).

JlokazaTencTtea oT npoyv4yBaHe ¢aza |/2 Ha nepopaneH CYHWTUHHO, NpoOBEACHO MpH 6 NEAWATPHUYUHH
nagueHTH ¢ HCT Ha sb3pacT otT 13 roanuu 1o 16 roanHn, KOMTO Noay4asat CyHHTHHHO no ¢xema 4/2 B
1034, BapHpally Mexay 15 mg/m? auesno ¥ 30 mg/m2 AHEBHO, KAKTO W HANMUYHHTE MyOIUKYBAHH JaHHH
(20 neanaTpHYHH UKW MA3AH Bb3pacTHH nauneHTH ¢ TUCT), noka3Bar, ue ne4eHHeTo CbC CYHUTHHHO BOAU
Ao crabunusznpade Ha 3abonssanero npu 18 ot 26 (69,2%) nauveHTH cnea HEyCHNEWHO JIEYEHHE UIH
HEMOHOCHMOCT KbM UMATHHUO (16 mauneHTH cbe cTabunHo 3abonsgsane ot 21) nnu de novo/cnen onepauus
(2 mauueHTUH c¢be crabunHo 3abonsasaHe ot J), Ilpu npoyusauero daza 1/2, ctabunHo 3abonsBaHe M
nporpecdd Ha 3abonseaHetro ca HabnroaAaBaHK NpH 3 OT 6 NaUMEHTU 3a BCAKO OT ABETEe (CHLOTBETHO |
MAUHMEHT € MOJYUYH HEOAMOBAHTHO M | MAUKEHT € NOAYUYUIT AAKOBAHTHO IEUEHHE ¢ HMAaTHHUO). B ¢bLoTo
npoyusaHe 4 o1 6 nauuneHTH {66,7%) nonyuasat HexeNaHH CbOUTHA, CBBP3AHM C NEYCHUETO CTerneH 3-4
(cTeneH 3 xunodocdareMns, HeyTponeHus U TpombounTonenus npd | NaUHEHT OT BCAKO CLOUTHE H
HEYTPONEHUA OT cTeneH 4 npy | nauuenT). B gonbaHeHue, B nyOaukaunMuTe c€ ChOOILABA 3a CAEAHUTE
HEXKeJIaHM IEKAPCTREHH PEeaKUMH OT CTeneH 3, NpOABEHH NPU 3 NauueHTH: ymopa (2), raCTpOMHTECTUHAIHH
HEXKEJIAHKY JIEKAPCTBEHHN PeaKUWU (BKIIOYKTENHO anapus) (2), XeMaToNOrH4HN HEXENGHW JIEKAPCTBEHU
PEAKUHUH (BIIIIOUHMTEHO aHEMKS) (2), XONeUNUCTHT (1), XUnepTupeonansoM (1) n mykosur (1).

Magbpluen € nonynauMoHeH ¢apmakokdHeTHueH (DK) W ¢dapmakokuHeTHueH/(papMakOIHHAMHYEH
(OK/D M) ananus 3a ekctpanonnpane Ha OK n 0OCHOBHUTE KpakHH TOYKH 3a 6€30MacHOCT H eHKACHOCT Ha
CYHUTHHHO npu neaHatpuyHu naudeHTH ¢ [ UCT (Ha Bb3pacT: ot 6 roauuud Ao |7 rogunn). To3u aHanus ¢
Oa3zMpaH Ha AaHHHUTE, ChOpaHH NMpH Bb3pacTHU nauHeHTH ¢ TUCT uau conuanu TYMOPH, KakTo H NpH
NEAHATPUYHH TAUWEHTH CbC COMHAHH TYMOPH. Bb3 OCHOBA Ha aHanM3UTE HA MOJAEIHUTE, NO-Mlajata
Bb3pacT H NO-MANKHAT pa3Mep Ha TANOTO HE HM3raexAaa Ja NoOBAHABAT OTPULATEIHO OTFOBOPHTE KbM
niasMeHaTa eKCNo3uHUA Ha CYHUTHHWO no OTHOLWIEHHWE Ha ©6e30nacHOCTTa W ePHKACHOCTTA.
CHOTHOLUEHUETO NO3A/PUCK HA CYHUTHHHUO HE M3rnexaa Ja ce NOBIMABA OTPHUATENHO OT [o-M/ajara
BBL3PAcT UJIH NO-MANIKHA PAa3MEP HA TANOTO U C€ ONIPEAEs MNMABHO OT NJA3MEHATA MY €KCNO3HUILIHA.

EBponeiickata arenuna no nexapcreara (EMA) ocsoboxaasa o7 3aabiiKeHUETO BAHE Ha

pPe3yNTAaTUTE OT NPOYYBAHHA CbC CYHHTHHHO BbB BCHUKM NOATPYNH Ha NeaHa npH
OBOpeHEH KApUMHOM HJIH KapuHHOM Ha ObOpeyHOTO nereHve (c H3KI OM,
3
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HedpebdnacToMaTo3a, CBETJIOKIETBHEH CAPKOM, Me3o0sacTeH HepoM, MeayaapeH ObOpPeUEeH KapuHHOM U
pabnouaeH TymMop Ha ObOpeunTe) (BXK. TOUKa 4.2).

EMA oceoboXaaBa OT 3a0b/IKEHHETO 33 NPeJOCTABAHE HA Pe3YATATHTE OT MPOYYBAHHA CbC CYHHTHHHO
BbB BCUYKH NOATPYNH HA NEAHATPHYHATA MONYNALNA NPH FACTPOEHTEPONAHKPEATHYHH HEBPOSH ROKPHHHH
TYMOPH (C HU3KJIKOYEHUE HA HEBPOONACTOM, HEBPOTAHTIHOOMACTOM H (peOXPOMOUHMTOM ) (BxK. TOuKa 4.2).

5.2 @apMaKOKHHETHYHH CBOHCTBA

@K Ha CyHUTHHHOD € ouecHeHa npu 135 3apaBn 4100poBOAUM ¥ 266 MALKHEHTH CbC CONMIHKH TYMOpPH. DK e
Ouna cxoaHa NpH BCHYKH UICNEABAHH NONYAAUMH MAUHEHTH CbC COJAMAHM TYMODH H HPH 3ApaBMH
AO0pPOBOLH.

B ananasona Ha no3mn ot 25 ao 100 mg, nnowta noa KpuBarta ’nia3MeHa KoHueHTpauus - speme” (AUC)
H Crax C€ MOBHULUABAT MPONOPUNOHANHO Ha [03aTa. [IpH MHOTOKpPATHO AHEBHO MPHUIOKEHHE CYHHTHHHUO
KyMyaupa 3 10 4 NbTH, 3 OCHOBHHUAT MYy aKTHBeH MeTabonuT kymynupa 7 Ao 10 nbTH. CTauMoHapHuTe
KOHUEHTPAaLUKXHK Ha CYHUTHHHO U HErOBUAT NbPBUYEH aKTUBEH METADOJIUT Ce AOCTUrar B pamkuTte Ha 10 1o
14 nun. o Jlex 14 obwmre nnasMeHd KOHUECHTPAUMHM HA CYHUTHHUO U aKTHBHUAT MY MeTaboaMT ca
62,9-101 ng/ml, Te¢ ca TApreTHH KOHUEHTPAUHH, 3a KOUTO MPEAKIUHHUYHWUTE JAHHU NPEANONarar, ue
HHXHOUpAT GOCHOPHIMPAHETO HA PpELEeNnTOoPa in Vitro W BOAAT 10 TYMOpHA ¢Ta3za/HamMalsiBaHe Ha pacTexa
in vivo, OCHOBHUAT akTHBEH MeTabonuTt obxeawa 23% ao 37% ot obiarta excno3nuua. [1pu MHOrokpaTHo
JAHEBHO MPHUJIOKEHHE WM MHOIMOKPAaTHH LUMUKIM NPH NPOyYBaAHUTE CXEMH HA MPHJIOKEHHE He ca Ouiu
HabnoaBaHU 3HaYKMHU TpoMeH#t BbB PK HA CYHUTHHHO MK HA HErOBUA OCHOBEH AKTHBEH METabOHT.

AOcopbuus
Ciien nepopanHo NpUnoXeHUe Ha CYHUTHHUO, Chnax OOUKHOBEHO ca HabnrogasaHu oT 6 10 12 yaca BpeMe
10 MAKCUMAJIHA KOHUEHTPALHA T max CNEA MPHIIOKEHHE.

XpaHaTa HAMa €PEeKT BhpXy OUOHANHYHOCTTA HA CYHHUTHHHO.

Pasnpenenenue

In vitro, CBBP3BAHETO HA CYHHUTHUHHO U HErOBHA OCHOBEH AKTHBEH MeTaDONUT € YOBELUKHA TNJAa3MEH
MPOTEHH B H3CJHEeABAHUA In vitro € OMNO CbOTBETHO 95% u 90%, 6e3 3abenexxkumMa 3aBUCHMOCT OT
kOoHUeHTpauusTa. [lpusnauuar obem Ha pasnpeaeneHne (V4) 3a CYHHTHHHO e Oun ronsm — 22301,
MOKa3BaHKH pa3npeaec/ieHHE B ThbKaHHUTE.

MeTaboauTHH B3IAUMOACHCTBU S

H3uucnenuTe in vitro CTORHOCTH Ha KIi 3a BCHUYKH M3NHTaHW H30(opMH Ha uutoxopm P450 (CYP)
(CYPLA2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2CI19, CYP2D6, CYP2E1l, CYP3A4/5 w
CYP4A9/11) nokasBar, ye € MANKO BEPOATHO CYHHTHHHO ¥ OCHOBHHMAT MYy akTHMBEeH MeTaboiuT Aa
HHAYUHpaT MeTadonu3Ma Ha ApYrd akTHBHH BELIECTBA, KOUTO C€ METabOoaM3HpAT OT TE3H €H3UMH, A0
HAKAKBa KIUHUYHO-3HAYMMA CTENEH.

buoTtpancdopmauns
CyHuTuHuO ce merabonunsupa rnasHo ot CYP3A4, uzodopma ot rpynata Ha C
HETOBUS OCHOBEH aKTHBEH MeTabOUT, 1€3€TUN CYHHTHHUD, KOWTO cnea ToBa ce
H30EH3HUM.
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EntospeMeHHO NPUIOKEHHE HA CYHUTHHHO ¢ MOLWHH MHAYKTOPH Ha CYP3 A4 unn unxuburopu Tpa0Ba na

ce u30Area, Tbi KATO NNA3MEHHTE KOHUSHTPAUUH HA CYHWTUHUO MoraT Aa ce npoMeHaT (Bx. Toukd 4.4 1
4.3).

EnuMuHupaHe

Exckpeunsra € OCHOBHO 4pe3 u3npaxkHeHusaTta (61%), a €AUMHHHPEHETO HA HENPOMEHEHO aKTHBHO
BELLECTBO H METADONUTHTE MY 4pe3s Obbpeuute cheraBnssa 16% ot npuaoxkeHara f103a. CyHUTHHUD H
HEMOBUAT OCHOBEH AKTHUBEH META0OJUT Ca OUIHM OCHOBHHTE CbEAHHEHHUA, HACHTH(MULUPAHH B TJ1a3Ma,
YPHHA K H3NPAXHEHUSA, NpeacTaBnsBalld CbOTBETHO 91,5%, 86,4% u 73.8% oT paHOaKTHBHOTO BEILECTBO
B ChOpanuTe npobu. BropocTenenHn MetabonnuTu ca Ounu HAeHTHDUUHMPAHHK B YPHHA H U3NPAXKHEHHS, HO
0OUMKHOBEHO He ca OHUIM OTKpUBaHU B nia3Ma. Tortanruat nepopanieH kaupbHe (CL/F) e 6un 34-62 l/uac.
Chea nepopanHo NpUNOXKEHHE NTPH 3ApaBy J00pOBONLH, €IHMUHALIMOHHKTE NOAYXXHBOTH HA CYHHTHHHO H
HEMOBHA OCHOBEH AKTHUBEH Je3eTUI-MEeTabONKT Ca CbOTBETHO 0K0/10 40-60 yaca u 80-100 vaca.

EAHOBPEMEHHO MPUNOKEHHE C NEKAPCTBEHH NPOAYKTH, KOUTO ca HHXxUOuTOpH Ha BCRP

In vitro, cynuTHHUO npeacraBnsBa cyOcTpat Ha ednykcHus TpaHcnoprep Ha BCRP. B npoyusane
A6181038, enHoBpeMeHHOTO My npuioxexne ¢ reputuHud, uuxubutop Ha BCRP, He oka3Ba KAHHWUHO
3Ha4YHUM ePeKT BbPXY Crax H AUC Ha CYHHUTHHUO K oOLLIMTE NEKAPCTBEHH KOHLIEHTPALMH (CYHHTHHUO +
META0OoNMHT) (BXK. Touka 4.5). Tosa npoyuBaHe € MHOTOLEHTPOBO OTKPUTO NpoyuBaHe ¢asza 1/2, uicneasaulo
0e30MacHOCTTA/NOHOCHMOCTTA, MAKCHMAJTHATA MOHOCHMA 11032 H aHTUTYMOPHATa aKTHBHOCT HA CYHHTHHHUO
B KOMOHWHauud ¢ repUTHHUO NpU nanHEHTH ¢ MeTacTaTHUueH O1LOpeuHo-kneTbueH kapunHoM (MBKK). Karto
BTOPHUYHA LIEN € OucHABaHA ¢papMakokUHeTHKaTa Ha repuTHHKO (250 mg aHeBHO) U cyHUTHHHD (37,5 mg
[Koxopta 1, n=4] unu 50 mg [Koxopra 2, n=7] nHeBHO npu cxema ¢ 4-CeAMMUYEH NpUHEM U 2-CeAMUYHA
naysa) npu eAHOBPEMEHHO npuyiokeHue. IlpomenuTe BB @K napamerpu Ha CYHUTHHHO HE Ca KITHHHYHO
3HAUUMH U HE Ca NOKa3aNd B3aUMOICHCTBUA € ApYyrd JiekapcTBa. KaTo ce B3eme npeaBU/ OTHOCHTENHO
MankuaT Opod nauueHTH (1.€. N=7+4) n ymMepeHata A0 BUCOKA WHTEPHHAMBHAYANIHA BapHaOHUIHOCT Ha
papMaKOKHHETHYHHTE NapaMeTPH MEXAYy NALUHEHTHTE, HaxoakuTe 3a MK nexkapcTBeHO B3aMMOAEHCTBHE B
TOBa NpoyyBaHe TpAOBa Aa ce TbJKYBAaT 0COOEHO Npeanas/iuBo.

CneunaiHy nonynauuM

Ueprodpobro yepexcoane

CYHHTHHHO W OCHOBHHAT My MeTabonut ce Metaboamiupar rnasHo OT 4epHuUs aApoO. CHCTEMHUTE
€KCNO3HIUMH CNEA CANHHYHA 1032 CYHHTHHHO ca OMNIK CXOAHHW MPH JINLA C JIEKO UJTH YMEPEHO YEPHOAPOOHO
yepexaane (Child-Pugh knac A u B) 8 cpaBHeHHe ¢ tvUa ¢ HopmaliHa yepHoapobHa ¢yHkuusa. CYHHTHHHUO
He e OMN NPOYYBaH NpH 1MLA ¢ TEXKO yepHoApoOHO yBpexkaaHe (Child-Pugh knac C).

[lpoyyBanusTa NpU NallMeHTH ¢ pak ca n3kiawusank nauMeHTu ¢ AJIAT unu ACAT >2.5 x ULN (ropha
rpaHyla Ha HopMaTta) uau >3,0 X ULN, ako ce ab/ikl Ha yepHoapoOHK MeTacTasm.

bvbpeuno yepeorcoane
[Tonynaunorned MK aHanu3 e nokasasn, 4e NPUBHAHUAT KAUPBHC HA CYHUTUHUO (CL/F) He e Bun nosausaH
0T KpeaTHHUHOBHA KaupbHe (CLcr) B oueHaBanug auanazod (42-347 ml/min). Cucrem '
chell €JHOKpaTHA 103a CYHUTHHHUO € OMna cX0AHa Npy HHAMBHUAMW C TEXKO OBLOpeYHO
<30 ml/min) n TakuBa ¢ HopmaaHa ObOpeuna dyukuus ((Clcr) >80 ml/min). Bun
HErOBHAT NBPBHYEH MeTADOMHUT HE Ca EAMMUHHPAHHU YPE3 XEMO/IHATIK3A, NPH HHH




CUCTEMHA eKCno3uuus € 6una noHmxena ¢ 47% npu cyHUTHHHO U 31% npu HEroBus NbpBHUYEH METAbOIINT,
B CpaBHEHHE C MHAWBUAH C HOpMaHa 6bOpeyHa GyHKUMA.

Teano, QyrKyuoOHaAHO CHCMORHUE
[Tonynaunonan ®K ananuin Ha gemorpadCckyM AaHHH NOKA3BaT, 4€ HE ca HEOOXOAMMH MbPBOHAYANHH
KOPEKLHH HA A03aTa cnopes TeNeCHOTO Terino H GyHkunosanHoTo cberosnne no ECOG.

lHon

HanuyHuTe AaHHW MOKa3sar, Ye }KEeHUTe Morat aa uMart okono 30% no-HucwK npueuaeH kaupbwHe (CL/E)
H& CYHWTHHHUO, B CpaBHEHHUE C MDBXKETE: Ta3W pa3nvka, 00aye, HE Hanara NbpBOHAYANHU KOPEKLUMW Ha
A03aTa.

[leouampuuna nonyaayun

OnutsbT OT ynorpedarta HA CYHUTHHUO Mpv neAHaTpUYHH NAUMEHTH € OrpaHHueH (Bx. Touka 4.2).
[lonynaunonnutTe OK ananusu Ha cOGopeH Habop OT AaHHHU NpH BBL3PACTHH nauneHTH ¢ THCT v conuaku
TYMOPH, KAKTO U NPH NEAHATPHYHY MALMEHTH CbC COAMMIAHHN TYMOPH €a 3aBbpLlUeHH. M3BbpLIEHH ¢a aHANTH3H
Ha CTBNKOBQ KOBapHAaTHO MO/EIMpaHe 3a OLEHKa Ha edexTa HA Bb3pacTTa H pa3Mepa Ha TaI0To (0010
TEJIECHO TErN0 MIW TeNeCHa NMOBLPXHOCT), KAKTO H HA APYrH KoBapuaTH Ha BaxHW K napameTpu 3a
CYHUTHHHO W HEroBua akTHBEH METaA0O0NUT. OT H3CNEABAHHTE KOBAPHATH, CBbP3aHU C Bb3pacTTa U pasMepa
Ha THAOTO, Bb3pacTTa € 3Ha4y¥Ma KOBApHaTa Ha NPUBHUAHHA KNUPBHC HA CYHHTHHHO (KOJKOTO NO-MAnKa €
BL3PACTTA HA NEANWATPUYHUR NALMEHT, TOJKOBA NO-HUCHLK € NPUBUIHHUAT KAHUPBHC). [1oaobHO HA TOBA,
TEJECHATA MOBLPXHOCT € 3HaUUMa KOBapHUaTa Ha NPHBHAHUS KIUPBHC HAa aKTHBHHA META0ONHT (KOJMKOTO
MO-MAJIKa € TENECHATA NOBbPXHOCT, TOJKOBA MO-HUCHK € MPUBHAHHAT KIHPBHHC).

OcBeH ToBa Bb3 OCHOBA Ha HHTerpupan MK ananu3 Ha cOOpHH JaHHK OT 3 neaHaTpHYHU NPOYUBAHUSA (2
neauaTpHUYHH NPOYHBAHUA NPH CONHAHK TYMOPH H | neanarpuuno npoyusane npy T'MCT; sb3pacTu: oT 6
roaAMHy Ao 11 roanny n ot 12 roguun ao 17 roamHu), 13XoQHAaTa TelecKa MoBbPXHOCT (BSA) € 3HayuMa
KOBApPHATa HA NMPUBMAHHA KIUPBHC HA CYHUTHHHO W HEroBUA akTUBEH MeTabonut. Bb3 OCHOBA Ha TO3H
aHanu3 fo3a npubnnsutento 20 mg/m? fHEBHO NPU NeaWATPUUHK MALHEHTH C AMana3oH Ha BSA mexay
1,10 u 1,87 m? ce ouakBa Aa AOCTABH €KCNO3HLHN HA CYHUTHHHO W HErOBHS aKTHBEH MeTabonuUT (Mexay
75 u 125% ot AUC), cpaBiumMu ¢ Te3u npu Bb3pacTHu ¢ [ MCT, Ha kouTo e npunarad CcyHUTHHUO 50 mg
AHeBHO o cxeMa 4/2 (AUC 1233 ng.hr/ml). I1py neanaTpuyHH NpoyuBaHUs, HayallHaTa 103a CYHHTHHUO
e 15 mg/m’ (83 ocHoBa Ha MI1J1, naenTuduuupana npy npoyusase ¢asza | ¢ ysennuaBaHe Ha J03aTa, BX.
T. 5.1), kosaTo npH neavatpuuid naumeHTd ¢ TUCT e nosuwena ao 22,5 mg/m? u BNOCNEACTBHE [0
30 mg/m? (He ce npesnwasa oOwara go03a S50 mg/aeH) Bb3 OCHOBA HA WHAKBHAYAJIHATa
MOHOCUMOCT/Be30nackocT npu nauneHTnTe. OCBEH TOBa, cnopel NyOAHKYBaHW TUTEPATYPHHU JAHHH NPH
neanaTpuuHy naunenth ¢ TUCT, u3uucnenara navanna J103a € B rpaHuuuTe mexay 16,6 mg/m? no
36 mg/m?, noBuiena 10 A03u AopH 10 40,4 mg/m?® (6e3 aa ce npesuLrasa obwara go3a 50 mg/aen).

5.3 [MpeakAnHHYHH NaHHH 32 Oe30nacHOCT
B npoy4BaHHs BbpXy [IbXOBe M MAUMYHU HAa TOKCHYHOCTTA NOPH MHOMOKpPaTHO TNpHilaraHe ¢

NPOABIKHTENRHOCT A0 9 Meceua, OCHOBHUTE ¢PeKTH BbpXY MPUUETHUTE OpraHu ca OWJIM yCTaAHOBEHH B
CTOMALUHO-YPEBHUA TpaKT (NOBpblUaHE H AHApHA NpH MaUMyHH), HanOdBLOpeuHa >xnesa
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KNETKH C HEKpPO3a Ha €IMHUYHHW KIIeTKH), CJHOHYEHA XJe3a (aAuHHapHa XHNepTpodHs), KOCTHO-CTABHH
(yaebensagaHe Ha pacTeXHUTE NAOYKH), MaTka (atpodusa) v AHYHULK (HAMANEHO pa3BUTHE Ha
doNuKyauTe). BCHUKH NpoABY Ca HACTBNUIH NPH KITHHHYHO 3HAYUMH NNIA3MEHU HHBA Ha €KCIMO3HLUHA HA
CYHUTUHHO. JlombAHHUTENHH edheKkTH, HAONOAaBaHU B APYIH NPOY4BaHUSA, Ca BKJIIOMBAIH YAbKABAKE HA
QTc vHTepBana, HaMansBaHe HA NeBOKaMmepHaTta ¢pakluus Ha u3ThackBaHe, arpodus Ha TyOysuTe Ha
TECTUCHTE, YBEJIHYaBaHE HA ME3aHTHAIHHTE KNeTKH B ObOpeLuTe, KpbBOU3NHB B CTOMALLHO-YPEBHHA TPAKT
M YCTHAaTa JIMraBuLa K XuNeprpodus Ha KIETKHTE Ha npeaHus asn Ha xunoduzara. Cmata ce, ye
NMPOMEHUTE B MaTkaTa (eHJAOMEeTpHalHa aTpodus) U pacTeKHHTE NJAOHKH Ha KocTHTE (yaebenspaHe Ha
dbu3aTa WK XPYLUSIHA AHCMNA3KA) ¢a CBbp3aHH ¢ GapMaKoIOrHyROTO ACHCTBHE HA CYHUTUHHUO. TToseueTo
OT TE3M ABJICHHUA ca Dunu obpatumu caea 2 no 6 ceamuuu 6€3 neveHue.

[ €HOTOKCHYHOCT

["eHOTOKCHYHMAT MOTEHUHANT HA CYHHTHHHO e Oun u3cneaBan in vitro v in vivo, CYHUTUHUO He € Onn
MYTareHeH rnpv OakTepHu, NPpH H3NON3BAHETO Ha MeTabONUTHO aKTHBUpAHE OT 4YepeH Apod Ha MabX.
CyHHTHHHO HE € NpeRU3BUKANT CTPYKTYPHH XPOMO3OMHH HAPYLICHHA in Vifro B TUMPOUUTHH KNETKH OT
qyoselika nepudepHa kpbe. B nmumdboudTd oT yoBewka nepudepHa kpbB in vitro ca HabawaaBaHu
NOAUNAOHAHN (OpOHHM XPOMO3OMHU abEpaUHH) KAKTO B NPUCHCTBHETO, TAKa U B OTCHCTBHETO Ha
META00NUTHO akTUBHpaHe. CYHUTHHUO He € Onnl KJAACTOréHEH B KOCTEH MO3BK OT TUThX In Vivo.
[[eHOTOKCHHMHHAT NOTEHUHA HAa OCHOBHHA aKTHBEH METAbONMUT He € OMN H3NUTBAH.

KaHUeporeHHocT

[TpyU eAHOMECEUHO NPOYUBAHE ¢ racTpanHa COHIa, 38 YCTAHOBABAHE Ha A030B Ananazod (0, 10, 25, 75 unu
200 mg/kg/aneBHo), ¢ CDD, npu rasH2 TpaHCreHHH MULLKH, ca HabnoAaBaHH KapUHHOM H XHNepniasus
Ha bpyHepoBUTE KNE3K Ha ABAHAACCETONPbLCTHUKA, NTPH HaH-BUcOokarTa u3nuTeada Ao3a (200 mg/kg/neH).

[IpoBeaeHO € 6-MeCce4yHO NpoyuBaHe ¢ racTpaiHa coHnaa 3a kapuuHorenHoct (0, 8, 25, 75 [NOHWXEHH A0
50] mg/kg/nHeBHO) ¢ AHEBHO nO3WpaHe, NpH rasH2 TpaHcreHHu MUILKH. [ acTpoaAyOAEHAIIHN KapUHHOMM,
MOBULLUEHA YECTOTA HA ChNBTCTRALLM XEMAHTHOCAPKOMH H/KHITH XUNEpnia3usa Ha CTOMAaLIHATA AWraeMua ca
HaOnoaaeadu npu a034 >25 mg/kg aHeBHO, ¢ npoabkuTenHocT | uan 6 Meceua (=7,3 nbtn AUC npwu
MALUEHTH, NPUEMAJIH NPeNnopbLYUTENHATA AHEeBHa no3a [[1/1/1)).

[Ipy 2-roavwHO NpoyyBaHe 3a KapuudHoreHHocT npy nasxobe (0; 0,33; | nau 3 mg/kg/aHeBHO),
MPUJIOKEHUETO HA CYHHTHHHO B UUKNHK OT No 28 AHU, NOCIE€ABAHH OT 7-1HEBHHU NEpHOaU Oe3 NeyeHHe, €
AOBENO A0 MOBHLIEHA YeCcTOTAaTa HA (COXPOMOLUTOMU U XUNEpNNasus Ha HanbLOpeuHara Meayna npw
MBXXKH fLUTBXOBE, noayuasand no 3 mg/kg/adesHo, caea >1 roauna npunoxeuune (=7.8 mstd AUC np#
nauKMeHTd, Ha kxouTo € npunarada [1/IJ1). Kapuunom Ha bpyHepoBuTe Xkne3sn ce nossssa B
ABAHANECETONPLCTHUKA Np#t > 1 mg/kg/AHeBHO NpH )eHCKU U NpH 3 mg/Kg/AHEBHO NPH MBXKKH AKHBOTHH,
a4 XUNEPrjia3us Ha MYKO3HH KJIETKM € n0Ka3aHa B kKJNe3UCTHA cToMax npu 3 g/kg/AHEeBHO NpU MBLKKH
MKUBOTHHU, KaTo ce noasaBart npu =>0,9; 7.8 u crorBetHo 7,8 nbtn AUC npu nauueHTH, NpH KOHTO €
npunarana [1J1J}. [lpakTH4yeckoTo 3HaueHde 3a XxopaTa, Ha HEOIJIACTUYHHUTE HAXOAKH, HAOMIOAaBaHH [PH
NPOYYBAHKUS 3a KaPLUMHOTEHHOCT NPH MHULLIKK (TpaHcreHHU rasH2) u nibxoBe, € HEACHa.

PenpoayKTHBHA TOKCHYHOCT H TOKCHYHOCT 33 Pa3BUTHETO
B u3cneaBaHuss HAa penpoAyKTHUBHATA TOKCHYHOCT He ca HadntonaraHW edekTH
KEHCKHA pepTHanTet. [Ipu npoBeaeHH BbPXY MIbLXOBE U MAHWMYHH NMPOY4YBAHUS
MHOIMOKPAaTHO MpPUIMKEHHE, ca Ha0mMoAaBaHK e(EeKTH BbLPXY XKEHCKHS d)epm
bOoNKYNapHa aTpe3us, ACTeHEPaUUs Ha XbATOTO TAIO, CHAOMETPHAMHH NPOMEH)
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TErJ0 Ha MaTKaTa W AHYHUUHUTE NPH KIHHUYHO 3HAYHMH HYUBA HA CHCTEMHA eKcno3uuus. EdekTu Bbpxy
MBXKKHA QepTHANTET ca HabatoaaBaHu noa gopmara Ha TyOynapHa aTpodusa B TECTHCHTE, HAMAIEHHE HA
CnepMaTo30oniMTe B €NUAMAHMHCA ¥ KOJIOHAHA AEIUIELMS B MpOCTATaTA U CEMEHHUTE MEXypueTa MpH
NJa3MeHH HHBA HA eKCNO3HLUHA 25 MbTH NO-BHCOKH OT CUCTEMHATA EKCNO3MLINS NPH XOpa.

[Ipu nhbxoBe eMOpHo-deTanHaTa CMBPTHOCT € OMNa NPOABEHA KaTO CUFHUPHKAHTHO HaManeHue B 6pos Ha
XUBHUTE PeTyCcH, yBearueH Opoi Ha pe3opOuUKK, yBENHUYEHA NOCTUMITIAHTALMOHHA 3ary0a ¥ nbjiHa 3aryba
HAa MOTOMCTBOTO NPH 8 OT 28 OPEMEHHH XEHCKH XHBOTHH NPH NJIA3MCHH HUBA HA €KCMO3UUKUA 5.5 NbTH
MO-BUCOKH OT CHCTEMHATa eKcno3uuus npv xopa. INpy 3aiun HamalieHHeTo B Terjara Ha OpeMeHHHUTE
MaTKH 4 B Opos Ha xuBUTe ETYyCH Ce € AbhKan Ha ysenuueHus Opoii Ha pezopOumnu, yBeau4yeHarta
MOCTMMIIIAHTAUHOHHA 3ary0a v nbaHaTta 3aryda Ha nOTOMCTBOTO B 4 OT 6 OPEMEHHH XKEHCKH XKWBOTHHU TIpH
MJa3MEHU HUBA HAa €KCNO3HUMUA 3 NBTU NO-roJeMy OT CUCTEMHATA €KCNO3ULHA NPH Xopa. TpeTupaHe Ha
INBXOBE CHC CYHUTHHUO NO BpeME Ha opraHoreHesara A0Bee 10 TepaToreHHu edpekT npu >5 mg/kg/aeH,
CHCTOSLUN CE€ OT YBENHYECHA NOABA HA CKENETHU ManGOpMaLMK HA MN0AA, XapaKTEPH3UPAaHH TJIABHO KaTo
3a0aBEHO BKOCTEHABAHE HA MPbARATE/NYMOANHHTE NPEUUIEHH W NPOSBUAM C€ NPW NNa3MEHW HWBA Ha
EKCNO3ULHUA 3,5 NBTH NO-BHCOKHU OT CHCTEMHATA €KCNO3ULKA NPpH Xopa. [1py 3aliuu TepatoreHHuTe eeKTy
Ca ce CbCTOSAAM OT YBENHYEHA NOsABAa Ha lenKa Ha yCTHaTa NpH [JIa3MEHH HHBAa Ha €KCMO3WUHS
NPHUONHIMTENHO PABHH HA T€3W, Ra0NKAaBaHH B KIIMHUKATA, a TaKa CbLLUO Ha LIeNKa Ha yCTHATa W Lenka Ha
HeOUETO MpU NNa3MEHU HUBA HA €KCOO3ULMNA 2,7 MbTH NO-BHCOKH OT CUCTEMHATA eKCNO3UUMSA NPH XOpa.

Cyuutunu® (0,3; 1,0; 3,0 mg/kg/aAHEeBHO) € OLEHEH NpH [IPOYYBAHE BBPXY Npe- H NOCTHATAIHOTO Pa3BUTHE
npu OpeMeHHH NabXoBe. HagaaBaHeTo Ha Terio npu Maikara € 6uno HaMaaeHo No BpeMe Ha OpeMeHHoCTTa
M naktauuATa npu =1 mg/kg/aHeBHO, HO He e HabnwaaBaHa penpoAyKTHBHA TOKCHYHOCT A0
3 mg/kg/nnesHo (ovakBaHa ekcrno3vuua >2.3 nbTH AUC npu naudeHTH, Ha KouTo € npunarana [TI1).
HamaneHno Terno npy nokoierueTo ¢ HabawaasaHo npeau 4 cnea orébusaveTo npu 3 mg/kg/avesHo. He e
HabJilogaBaHa TOKCHYHOCT BbpPXy pa3BuTHeTO npd | mg/kg/nHeBHo (npubauzurenHa ekcnosuuua >0,9
nbTH AUC npu nauueHTH, Ha KOUTo ¢ npunarasa [1JJ1).

6. OAPMAILEBTHYHHA JAHHH
6.1 CnHchK HAa NOMOUWHHTE BelllecTBa

12,5 mg TBbpAH KAMNCYJH

Kancyano covovpixcumo

[Toeuaon K30 LP

MukpokpucTtanHa ueaynosa (tun 102)
Kpockapmenosa HaTpui

Maruezues cTeapar

Cwvcmas na kxancyaama
Kenatun

Tutanos guokcna (E171)
Yepsen xenesen okcua (E172)
Abat xkenesed okcua (E172)

{Tevamno macmiio
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Ilennak
Tutaunos anokcua (E171)
[TponuneHrIMKOI

25 mg TBbPAY KancyJu

Kancynno cvowpocumo

[Toeuaou K30 LP

MukpokpucranHa uenynosa (tin 102)
Kpockapmenosa HaTpui

Maruesues creapart

Cwvcmas Ha kancyrama
XenatHH

Tutanos anokcua (E171)
UepseH xene3en okcua (E172)
XKbaTt xenezeH okcua (E172)
Hepen xenesed okcug (E172)

[Hevamuo macmuno
Llennak

TutaHos auokcua (E171)
[lponuneHrinkon

50 mg TBLPAK Kancynu

Kancynrno cvovpocuvo

[lopumon K30 LP

MukpokpHucTanHta tenynaosa (tun 102)
Kpockapmenosza Hatpuii

Marsesues cTeapar

Cvcmas na kancyiama
KenatuH

Tutanos nuoxcua (E171)
Uepseu xene3eH okcua (E172)
XKbat xkeneseH okcua (E172)
YepeH xenesen okcua (E172)

[levamuo macmuio

Ulennak

YepeH xkenezed okena (E172)
[TponiHIEHJTHKON

6.2 HechLbBMeCTHMOCTH

Henpuaoxnmo

6.3 Cpox Ha rognoct
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baucrepu: 2 roaMHu
OnakoBKH OT NOJHETUIIEH ¢ BUCOKA MIbTHOCT: 2 FOAWHH

6.4 CrenHanHy YCJI0BHA HA CHXPAaHEHHeE

ChXxpansBaTe B OPMrHHANIHATA ONAKOBKA, 3a Aa ¢¢ NPEANa3u oT Bhara.
To3n nexapCcTBeH NPOAYKT HE U3UCKBA CNERHANHH YCIOBHA HA ChXPAHEHHE,

6.5 Buau chabpxaHKHe HA ONAKOBKATA

OnakoBKa oT nonueTtHned ¢ Bucoka nabTHOCT (HDPE) ¢ nonvnponunenoBa 3anyuwanka, 3aliMTeHa cpelly
OTBapsAHEe OT A€la, ¢ H3CYLIUTEN, ChAbpxkalla 30 TRLPAM Karicyiu,

oPA/AI/PE/Al 6aucTepn ¢ oTiaensalno ce PoHo, Cbe CYWINTEN, Chabpxkalld 28 unyu 30 TBbPAK KaMCyJu.
oPA/AI/PE/Al baucTepn ¢ eIMHHUYHH A03H, C OTIENBallO ce GOJHO, ChC CYLIMTEN, ChAbpXailK 28 X 1 nau
30 x 1 TBBpAM Kancynu.

He BcHukH BHAOBE ONAKOBKU MOTraT Aa ObAaT NyCHaTH B npoaaxoda.

6.6 Chneununannu npeana3Hu MepKH NPH HIXBLPAAHE

Hama cneuMaiHH U3UCKBAHHMA.

Hewn3non3BaHUAT NeKapCTBEH NPOAYKT HIIH OTNaAbYHHTE MATepHany OT Hero TpsAdBa aa ce W3XBbLPIIAT B
CbOTBETCTBHE C MECTHHUTE H3HCKBAHHAL.

7. MPHTEXATEJI HA PAZPELLIEHHUETO 3A YIIOTPEBA
Gedeon Richter Plc.

H-1103 Budapest

Gy&mrdi ut 19-21.

YHrapus

8. HOMEP(A) HA PASPELLIEHHUETO 3A YIIOTPEBA
Cyranet 12,5 mg tebpau kancyau: 20210244

Cyraner 25 mg tBbpad kancynu: 20210245
Cyraner 50 mg tebpau kancynu: 20210246

9. 1ATA HA ITbPBO PA3PELIABAHE/[NIO/JTHOB5IBAHE HA PAZPEULIEHHE
YIIOTPEBA

Ilata Ha nbpBO paspewnasare: 19.08.2021
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Ha'ra Ha NOCACAHO NOJHOBABAHC!

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

13.08.2024
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