KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HWME HA JIEKAPCTBEHMS ITPOAYKT

Cynutnau6 Canpos 12,5 mg TBBpAM KarncyJiu
/HUTHHUO CaHno3 25 mg TBBPAU KarCyu

Sunitinib Sandoz 12.5 mg hard capsules
Sunitinib Sandoz 25 mg hard capsules

2. KAYECTBEH U KOJJMYECTBEH CHCTAB . N a-l W 54?«0 2 3 /oy /95‘*

Cynutunub Cangos 12.5 mg TBbpAM KarcyJiu | Paspewerue N 20
Bcska kancyna ceabpka 12,5 mg cyHUTHHMO (sunitinib). | e €Cf 5-7—-—.51’) '07 - 20724

[ToMOIIHO BELIECTBO C U3BECTHO JICHCTBHE:
Bceska kancyna ceaspxa 0,42 mg HaTpHi.

3a MbJIHUA CITIUCHK Ha NMOMOILHMTE BCLUICCTBA BHXXTC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tebpaa kancyna

Cynutunub6 Cannos 12.5 mg TBbpAM Kancyiu
XenaTuHOBH KancyM, pa3mep 4, ¢ OpaHXKEBO Karnade ¥ OpaHXXeBO TAJIO, C Hare4yaTaHo ¢ 610
MacTHIO “12.5 mg” BLPXY TAJIOTO, ChbABPAKALLH XKBJITH 10 OPAHXKEBH I'paHy.IH.

VHUTHHHO L aF MU K& ’
menmnmmcympmepB mcmmmcbmmaqenommma,cmetmocﬁmo
MacTWIO “25 mg” BBPXY TAJIOTO, ChABPIKALUM KBJITH A0 OPaHXKEBH IPaHyJ/H.




4.1 TepanesTHYHR NOKAIAHHN

[acTpouHTecTHHANEH cTpoManeH Tymop (TUCT)

Cyrnraen® Canio3 € mokasaH 3a JICHEHHETO Ha HeonepabieH H/HIH MeTacTaTHYEH 310KAYECTBEH
ractpouHTecTHHaNEeH crpoMaieH Tymop (I'HCT) npu BE3pacTHH, Cliel HEYCHEITHO JTeUeHKe C
HMATHHHO, NOpagy PE3HCTEHTHOCT WIH HEMOHOCHMOCT.

MeracTtaTrdeH 0p0peqHo-k1eThueH kapiumHoM ( MBKK)
Cyuumunub CaHio3 € noka3saH 3a JICUEHHETO Ha HalpeAHal/MeTacTaTHdeH 60 pedHo-KiIeTh4eH

kapimHoM (MBKK) npu BE3pacTHH.

IlaskpeaTHyHH HeBpoeHIOKpHHHM TYMOpH (ITHET)
Cyuuramt CaHzios e noxasaH 3a JieueHHEe Ha HeonepaOwiHy Wik METaCTaTMYHH, JoOpe

audepeHIMpaHH TAaHKpeaTHYHN HeBpoeHAokpuHHHN TyMopH (ITHET) npu nporpecupate Ha 6onectra
P BB3PACTHH.

4.2 o3npoBKa H HAYHH HA NPHJIOKEHHE

Tepanua cbc cyHHTHHMO TpabBa na 6bAe npeanpueTa OT JeKap, KOHTO MMa OIMUT B MPHIOKEHHUETO Ha
NMPOTHBOPAKOBH JIEKAPCTBEHM NMPOYKTH.

Josupobka
ITpn TUCT n MBKK npenoprsuprenHata no3a CynurHHUO Caunos e 50 mg, npueMaHa NepopaiHo

BEIHEX JHEBHO, B MPOAB/DKEHNME HA 4 MOCHe0BATEIHH CEAMMIIM, NOCIEBaHA OT 2-CeIMHYHA nay3a
(cxema 4/2), 3a na ce oOXBaHe ITbJIEH LIMKBI OT 6 CEAMMIIH.

IIpu ITHET npenopsumreiHara go3a Cyuuruanbd Cannos e 37,5 mg, npHeMaHa nepopanHo BEIHBXK
JHEBHO 6€3 nMepHoa Ha MOYHBKA B CXEMATA.

Ko HG

be3zonacnocm u nonocumocm

[Tpu TUCT u MBKK 813 0cHOBa HA HHAMBHYaIHATa 6€30MACHOCT M NOHOCHMOCT, MOXe J1a Obae
NpUIOKEeHO MoaMGHIIMpaHe HA 103aTa B cTHIKM OT 12,5 mg. /[HepHaTa no3a He Tpabpa qa HANBHINABA
75 mg, avTO Aa 6bae HaMa/IBaHa rnox 25 mg.

ITpu [THET 813 OCHOBA HA MHAMBHIYANMHAaTa 6€30MacHOCT H MOHOCHMOCT MOXe A4 Obae MPHIOXKEHO
MOAM(HITMpaHe Ha A03aTa B CTHIKM oT 12,5. MakcuManHarta no3a, mpunarada no speme Ha ITHET

npoy4BaHeTo Paza 3, e 6mna 50 mg aneBHo.

[Ipexk:CBaHMA B IPIIArAHETO MOTAT A C€ HAJIOXKAT Bb3 OCHOBA HA HHIMBHAYanHATa 0€30MacHOCT U
NOHOCHMOKCT.

CYP3A4 unxubumopw/undyxmopu

EQHOBpeMEHHO NMPHJIOKEHHE HA CYHHTHHMO ¢ Mommn HHAYKTOpH Ha CYP3 A4 karo pudamMrmmH
TpaOBa Ja ce m36sarsa (Bx. ToukH 4.4 ¥ 4.5). Ax0 TOBa He € BB3MOXHO, MOXKe 1a Obaie HeoOxoauMo
YBEIHYCHHE Ha 03aTa Ha CYHUTHHHO ¢be cThIKM OT 12,5 mg (no 87,5 mg Ha aen npu F'HCT u

MBKK nnu 62,5 mg Ha aeH ripu [THET), B3 ocHOBa H2 BHUMATETHO HAOMOACHHE HA IIOHOCHMOCTTA.

EaHOBpeMEHHO MPUIOXKEHUE HA CYHHTHHHO ¢ MOIUHM HHXUOUTOpH HAa CYP3A4 KaTo KeTOKOHA30M
TpAOBa xa ce m30arBa (BXK. TOUKH 4.4 H 4.5). AKO TOBA HE € BB3IMOXKHO, MOXKe Ja Obae HeoOXonmumo

HaMaJISBaHE HA AO3HTE Ha CYHHTHHMO o0 MuHMMYMA oT 37,5 mg muesno mpu ' UCT 1 MBKK Hng).‘i—\
mg Ha aeH npu ITHET, b3 0CHOBa Ha BHUMATe/MHO HabmoieHue Ha IOHOCHMOCTTA.

TpaGera na ce mma npeasua W3bopa Ha APYT CHITETCTBAL JIEKAPCTBEH IMPOAYKT, KOKTO
MHHHMAJIHE cNocoOHOCT Aa HHAYumpa nix nexuoupa CYP3 A4,
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Cneuuannu nonyaayuy

[Teduampuvna nonyaayun
BesonacHocTTa U epUKACHOCTTA HA CYHUTHHHO IPM NalMeHTH NoA 18-roauuuHa Be3pacT He ca
YCTAHOBEHH.

JlaHHMTe, HANTWYHA KbM HACTOAIIMSA MOMEHT, Ca ONMcaHH B TOUKH 4.8, 5.1, ¥ 5.2, Ho npenopbka 3a
AO3APOBKATA He MOXe Aa Gblie HanpaBeHa.

Cmapuecka ev3pacm

OxoNo0 eHa TpeTa OT NMALUHMEHTHTE B KIHHHYHUTE MPOY4YBaHHH, IPUEMANH CYHHTHHHO, Ca OWIH Ha 65
WK noBede rogunH. He ca ycTaHOBEHM 3HAYHMH pazyimaid B 6€30MacHOCTTa WIH €)UKACHOCTTa
MEXKIY MO-MJIafM H MO-BB3PACTHH MNaLHeHTH.

Ueprodpobro yepeacoane

He ce npenopsyBa aganTHpaHe Ha HAYATHATA 038, KOraTO CyHHTHHHO Ce MpHara Ha NalHeHTH ¢
JIEKO JI0 YMepeHo uepHoapobHo yspexnane (i1ac A H B no Child-Pugh). Cynurinu6 He ¢ npoy4saH
npu uua ¢ Texko (kiac C nmo Child-Pugh) uepHonpobHo yBpexnane H 3aTOBa, NPHIOKEHHETO My
NPH NALMEHTH C TEXKO YePHOAPOOHO yBpexkaaHe He MOXe aa Ob/ie NpenopbuaHo (BX. TOUKA J.2).

Bvbpeuno yapeoxcoane

He ¢ Heo6X0aMMO KOPHTHPAHE HA HAYAHATA 034, KOT4TO ce NpHeMa CYHMTHHHO OT MaLHEeHTH C
616pedHo yBpexmaHe (OT JIeKO IO TexKo) WiH ¢ TepMHHanHA 656peuna HepoctaTsuHocT (ThH),
KOHTO Ca Ha xeMoauanmsa. [Tocneasamo kopurupane Ha Jos3ara TpabBa aa ce OCHOBABa Ha
MHAMBHAYATHATA 6€30MaCHOCT H MOHOCHMOCT (BXK. TOUKA J.2).

HauymH HA IIpHIOKEHHE
Cynutnau6 Canjos e 3a nepopaiHo npuioxenue. Toit Moxe aa ce mpuema cbe WM 6e3 xpaHa.

AXo0 ce IpomycHe Jo3a, He GHBa a ce Jasa JOLIHWTENHA 1033 Ha nauMeHTa. [TanpenTsT Tpabea na
npueMe o0HYalfHaTa NpeIHcaHa 10348 Ha ClIe/IBAIIHS KCH.

4,3 IIporasonmoxaizannd

CBpBXYYBCTBHTETHOCT KbM AKTHBHOTO BEILSCTBO WM KBM HAKOE OT NOMOIIHWTE BELeCTBa,
n36poeHH B Touxa 6.1.

4.4 Chnenuaasd npelynpeAIeHHA H NPeANASHE MEPKH NPR yHOTpeba

EanospeMenno mpuioxeHHe ¢ MomuH HHOyKTopH CYP3A4 1pabsa f1a ce u3bsarsa, ThH kaTo Moxe Ja
MOHKDKH TUIA3MEHHMTE KOHIIEHTPAlMH Ha CYHITHHHO (RK. TOUKH 4.2 H 4.5).

EnHoBRpeMEHHO NpHIOKeHHe ¢ MOIHH HHXHOHTOpH Ha CYP3A4 TpabBa na ce n3barsa, Thit karo
MOX€E Ja [OBMIIH IU1a3MEHHMTE KOHLIEHTPALMH HAa CYHHMTHHHO (BX. Touk# 4.2 H 4.5).

HapyineHys Ha KOXaTa M ThKAHWTE

[MawmenTTe TpAGBa N8 OHAAT YBEAOMEHH, Y€ MOXE /12 C€ NOABH ACNHIMEHTAlMA HA KOCATA M KOXKATA
o BpeMe Ha Jle4eHHe Cb¢ CYHHTUHMO. J[pyrH BE3MOXKHH JEPMATOJIOTHYHH ¢eKTH MOraT [a
BKIIOYBAT CyXOTa, yaebendBaHe WIH HAyKBaHE Ha KOXKATa, MEXypueTa WM OOpHBH MO JUTAHKTE Ha

pPHLETE M XOHNIaTa HA KPaKarTa.

TopenocoueHUTe peakitii He ca OWIH KyMyJ/IRTHBHH, OOMKHOBEHO ca G1IH obpaTuMu 1 0610 B3eTO
He ca JIOBENIH X0 NpeKpaTABaHe Ha JieyenueTo. JloxnansaHy ca CTydaH Ha IMHOACPMA raHIPEeHO3 v, =
o6GuKHOBeHO 06paTHMa CJie/l IPEKPATABAHE HA MpHeMa Ha CyHHTHHHO. C1o0maBa ce 3a TERKE oMMy, -
peakIH, BKIOYHTENHO ClTy4al Ha epureMa MynTHdopme (EM), cirydan, npeanonars :
Stevens-Johnson (SJS) u ToxcHuHa emuaepMania Hekponusa (TEH), HAKOH OT KOHTO XHfy.
MMa MpM3HAIH WK cHMITOMHE Ha cuhapoM Ha SJS, TEH wim EM (Hanp. nporpecHBeH|K@KeH obpuB, - - -
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4ecTO CHITPOBOJIEH C MEXYPH WM JINFABHYHM JI€3HH), TEUCHHETO ChC CYHHTHHMO TpaOBa fia ce
npexpaTa. AKo guarsosara Ha cuHapoM Ha SJS wm TEH 6bae noTBspaeHa, JiedeHHeTO He OHBA /1a ce
3anoysa OTHOBO. IIpH HAKOH cTy4aH Ha noAo3upaHa EM naluHeHTHTe ca OHECIH NOBTOPHO
3aIOYMBaHE HA JIEYEHHETO ChC CYHHTHHHO NpH MO-HHUCKA 1034, ClIe] OTIYMABAHE HA peaKuMsTa, HIKOH
OT T€3H NALMEHTH CHINO TAKA €MHOBPEMEHHO Ca IOyUHIH JeYeHHE C KOPTHKOCTEPOHAH HIIH
aHTHXHCTaMHHH (BX. Touxa 4.8).

H3JIHB H KBDBCHC HA H

XemoparnuxuTe ChOMTHA, HAKOH OT KOHTO & OWIH NeTANHH, ChOOMEHH NPH KIHHWYHH NPOYYBaAHMA
CHC CYHHTHHHMO H IO BpeMe Ha NOCTMAPKETHHTOBOTO NPOCIICASBAHE, Ca BKIIIOYBAIH KPbBOHWIMBH OT
CTOMAITHO-YPEBHHA TPAKT, PECIIUPATOPHHA TPAKT, TMKOYHHTE THTHINA H MO3BYHHTE KPHBOH3/IHBY
(BXx. TO4Ka 4.8).

PyTuHHaTa OLICHKA HA CHOMTHATA HAa KbpBEHE TpsAGBa Na BNIOYBA ITHJIHA KPHBHA KAPTHHA M
dM3UKAICH Mpernen.

Ermmcrakcuc e 6una Hali-4ecTara XeMOparHiHa HeXkellaHa peakiiud, KOATO € crolmena npu
NpUONHINTENHO [TOJIOBHHATA OT MALMEHTHUTE ChC COIMAHK TYMOPH, KOUTO Ca HMATH XeMOparHvHH
cuOuTHA. HakoH OT ciyuaHTe Ha eMMCTAKCHC ca OHIIM TEXKH, HO PAIKO JIETATHH,

Cro6iaBa ce 3a C/Iydad HA TYMOPHA XeMOpAarusi, NOHAKOra CEbP3aHH ¢ TYMOPHA HEKPO3a; KATO HAKOH
OT TE€3¥ XeMOParudHu CHOHTHA ca OITH NeTanHH.

KpbBOM3IIHB OT TYMOPA MOXE 8 HACTBITA BHE3AITHO H B CTy4aH Ha 0eTompoOeH TyMop Morar jia ce
IMPOABAT KATO TEXKKH M XKHBOTO3ACTPALIABAIIM KpBBOXpaueHe Hin OeonpodeH KphBom3nuB. I1pn
KIHHHYHHTE MPOYYBAHHUA H 10 BpeMe Ha MOCTMAPKETHHIOBHA ONHT TPH MALMEHTH, JIEKYBAHH ChC
cynutunub 3a MBKK, T'HCT u 6enoapoben xapumHOM, ca HabmonaBaHu ciTy4daH Ha Sesonpodxa
XeMOPArvs, HAKOH OT KOHTO ¢ JieTaneH H3XoA. CyHuTHHHO He e ox00peH 3a MPHIcKEHHE NpPH
NAIMeHTH ¢ pax Ha Oenmre ppobose.

[MaiMeHTH, NoJTyyaBamy eJHOBPEMEHHO aHTHKOArYJIaHTH (Harp. BapdapHH, alleHOKyMapoX), MOXe Aa
6BaaT npocaeNsBAHHM MEPHOAWMHO, Mpe3 ITHIHA KPbBHA KapTHHA (TpoMOOLMTH), HaKTOPH HA
kpbBocheHppaHeTo (PT/INR) » ¢pusuxanes npernen,

CroMalllTHO-YPEBHY HAPYINCHHA
Juapusd, rageHe/noBpbIIaHe, KOpeMHa 60JIKa, AMCIIENICHA U CTOMATHT/60/Ka B ycTara ca 61 Hai-

yecTO CHOOIMABAHUTE CTOMAINHO-IPEBHH HEXKEIAHH PEaKIMM;, ChOOINABAT ce ChINO M CAYYaH Ha
ezodaruT (BXK. TO4Ka 4.8).

[MoaaspskamaTa rpiwKa ITPH CTOMALTHO-YPEBHATE HEXE/IAHH PeaKkiMH, H3UCKBAIIH ICYSHHE, MOXKE fa
BKUTIOYBA JIEKAPCTBEHM ITPOAYKTH MPOTHB MOBpHINaHe, MPOTHB AHAPHA HIH AHTHALIMIH.

[Mpu naiMeRTH ¢ HHTPaabXOMHHAIHH JUTOKAYECTBeHH 00pazyBaHHS, JIEKYBaHH CbC CYHHTHHHO, ca
chOOIMEHH CEPHO3HH, NOHAKOra JIETATHH CTOMALUTHUH-YPEBHH YCIIOKHEHNI, BKHOYHTEIHO CTOMALIHO-

qypeBHa nepdopaiu.

XHIIePTOHUA
CrofmaBa ce 3a XHICPTOHHA, CBLP3aHA CbC CYHHTHHHO, BIUIIOYMTENHO TeKKa XunepToHud (>200

mmHg cucromuo wnu 110 mmHg quactonHo kpbeHO Hansrane). Ilatmerrure TpaOBa fa ce U3CIeaABaT

3a XHIIEPTOHMA H JA C€ KOHTPOXMPAT AACKBATHO.

BpeMEHHO NpeKPATABAHE Ce MPEMOPBYBA IPH MALHMEHTH ¢ TEXKKA XHITCPTOHHA, KOATO He Ce J—
KOHTPOJIHpA ¢ IPHIOKEHHE Ha JeKapcTBa. JleueHneTo MoXe a 651 MOJHOBEHO BEAHAra WOM
XMIIEPTOHMATA C€ KOHTPO/IMPA IO NOAXOAAL HAYHH (BXK. To4Ka 4.8).

XEeMAaTOJOrHYHH HapYIIIEeHH
Hamanen abcomoren Gpoii HeyTpodpwm u HamateHn 6poit TpoMOoLMTH ca CHODIIEHN Ka




of6paTHMu ¥ o610 B3€TO He Ca JAOBENIH A0 MpeKpaTABaHe Ha JeueHHeTo. HUTO eaHO OT Te3n CLOMTHA B
npoyusaHus $asa 3 He € GHIIO JIeTATHO, HO PEJIKH JIETATHH X€MATOJOTHYHH CBOHTHA, BITIOYMTETHO
XeMOparus, CBbp3aHa ¢ TPOMOOLMTONECHHA ¥ HEYTPOTICHHYHH MHQEKLWH, ca ChOOIIEeHH NpH
MOCTMaPKETHHIOBOTO HabmoaeHue.

Kakro mpu paHHMTe, TAKA H NIPH NI0-KBCHHTE €TAITH Ha JIEY4EHHETO ChC CYHNHTHHHO ¢ Hab/mozasana
MOABA Ha aHEMUA.

IT1JHA XpBBHA KApTHHA TpA0BAa Ja ce HaIpaBH B HAYAIOTO HA BCEKH TEPaNeBTHICH LIMKEJI IIPH
HAaLMEHTH, MOMY9¥aBalH JeYeHHe ChC CyHHTHHMO (BXK. TouKa 4.8).

Cepaeunu CHUS

CrpaeHHO-ChAOBHTE CHOMTHA, BKIIIOYHTENHO CHPACYHA HEAOCTATHYHOCT, KADTHOMHOMATHA,
HaMaJIEHHA TOJ] HOPMATA B IEBOKAMEpHATA (PpakiiUd Ha H3TNACKBAHE, MHOKAP/IMT, MHOKAap/IHA
MCXEMHUS B MHOKAPACH HHGAPKT, HIKOM OT KOHTO JIeTAITHH, ca 61WIH cChOoOLIEHH NP MaleHTH,
NeKyBaHH ¢b¢ CyHHTHHRO. Te3n naHmm npeanonarar, ue CyHHTHHHO NoBHINABA PHCKa OT
KapaHoMuonaTha. Ilpu naupeRTHTE He Ca HASHTHOUIMpPaHH CeUMHIHH NOITKIHHTE/IHH PHCKOBH
¢axTOpH 38 CYHHTMHHO-HHIYLIHpPaHa KAPAHOMHONATHA, OCBEH CIEUMQHIHKA 32 JIEKAPCTBOTO e(exT.
Hsnomrspalite BHHMATENHO CYHUTHHHO NTPH NMALMEHTH, IIPH KOHTO ChINECTBYBA PHCK WJIH HMAT
aHaMHe3a 33 TakuBa ChOMTHA (BXK. TOuKa 4.8).

OT BCHYKM KTMHHYHH MPOYYBAHHS CHC CYHHTHHMO ca Oy M3KTIOYBAHH MalMEeHTH, KOHTO 12 Meceria
peaH MPHIOKEHHETO Ha CYHHTHHHO ca MoKasaiM ¢x0HTHA OT CTpaHa Ha ChpLETO KaTO MHOKapAeH
uHpapKT (BKIOYMTEIHO TOKKA/HeCTaOlITHA CTEHOKApIHA), KOpoHapeH/nepudepeH aprephancH
Gatinac rpa¢T, CHMITTOMATHYHA 3acToiiHa chpAeuHa HenocTaThuHOCT (3CH), Mo3BUHO-CBAOB
MHIMIEHT WIH OPeXOAHO HapYIEeHHe Ha MO3BYHOTO KphBooOpaiueHue win 6enoapobna embonusa. He
€ M3BECTHO AATH NANHEHTHTE ¢ Te3H CHITHTCTBALIH ChCTOAHMA MOTAT A4 Ca C IOBUIIEH PHCK OT
pa3sBUTHE HA 3aBUCHMA OT CYHHTHHHO JICBOKaMepHa AHCHYHKIMA.

Jlexkapute ce CHBETBAT Aa NPELUEHAT TO3H PHCK CIPAMO BBE3MOKHHTE MOJI3H 0T CYHHTHHMO. JlokaTto
IIPHEMAT CYHHMTHHHO, NalHeHTHTE TpAOBA BHUMATEJHO Aa Ce MPOC/IEAABAT 38 KIIMHUYHH NPH3HAIH H
cumrrromMH Ha 3CH, ocoOeHO nalMeHTHTe ¢ KAPAHOJIOTMIHH PHCKOBH (PaKTOPH W/HWIM aHAMHE3a Ha
sabonsBaxe HA KOPOHAPHUTE apTepHu. [1pH nalHMeHTH, MpHemaly CyHHTHHHO, TpsOBa na ce uMa
npeasia oueHKa Ha JIKOU B HauanoTo 1 nepuoaudHo cnex Tosa. Ilpu natpert 6e3 KapaIuoJIOrHuHH
PHUCKOBH (pakTOpH B Ha4anoTO TpAORa a Ce HAMPABH OLICHKA Ha PpakiMsTa Ha H3TJIACKBaHE.

[Mpn vanuune Ha KIHHWaHM MpoaBH Ha 3CH ce mpenopr4sa Aa ce npexpati CyHHTHHMO. [IpueMsT Ha
CYHUTHHHO TpaOBa Aa ce MPeXpCHE BPEMEHHO W/HIIH 03aTa /1a C€ HAMAJTH [IpH NauMeHTH be3
KIHHHYHO Aoka3aTencTeo 38 3CH, Ho ¢ ¢ppakuua na m3TnackBane <50% u >20% noa u3xoaHoTO
HHBO.

Y e Ha OT- Bajia

I[IpH nalMeHTH ¢ EKCTIO3HIMA Ha CyHHTHHMO ca HabmonaBaHH yabokasane Ha QT-uHTepBana u
Torsade de pointes. Y mpibkasaHe Ha QT-uHTEepBana Moxe Aa AOBeAe A0 YBEIHYEH PUCK OT KAMEepHH
apuMTMHH, BKJHouMTenHo Torsade de pointes.

CynutuHu0 Tpa6Ba Ja ce U3MO0J3Ba ¢ MOBKIICHO BHUMAHHKE IIPH MAlMeHTH C U3BECTHA aHAMHE34 34
yaekasane Ha QT-uHTepBana, MalMUeHTH, IpHEeMald aHTHAPHTMHYHH JIEKAPCTBA HIH JIEKAPCTBEHH
NPOAYKTH, KOHTO MOTaT Ja yaAwpkasaT QT-uHTepBaia, WM naifHeHTH ChC CHOTBETHO NMPEAMICCTBALIO
CBpAedHO 3a00iABaHe, OpagHKapaAHUa WIM €JIEKTPOJIMTHH HapyImeHHA. EAHOBpEMEHHOTO NIPIIOKEHHE
HA CYHMTHHMO ¢ MOIIHH MHXxubuTOopH Ha CYP3 A4 Tpabna n1a ce orpaHH4YH Nopaau Bb3MOXKHOTO

NOBHINIEHHE HA TUIa3MEHHUTE KOHLICHTpAlMM Ha CYHUTHHUOD (BX. TOUKH 4.2, 4.5 u 4.8). =

Cayuayn Ha BeHO3Ha TpoMboeMbonus

CnOurHs Ha BeHO3HA TpoMOoeMOONIH, CRBLP3aHH C JIEUCHHETO, ¢a CHOOIMEHH NMPH Malpe >ca
NMPHEMAIH CYHHTHHHO, BIUTIOUMTENHO THI00KA BeHo3Ha TpoMbo3a H GenoapobHa eMGonHa m
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4.8). Cnmyuau Ha Genogpobta emOomis ¢ NeTaleH U3XoA ca HalMoAaBaHH M0 BpeMe Ha
OCTMAPKETHHIOBHs NTEpHOA Ha HabmoAeHHe.

AprepHanHu TpoMbGoeMbomany crbHTHS

[Ipu nalMeHTH, NeKyBaHH ChC CYHHMTHHHMO, ca ChOOIIaBaHHt C/Ty4aH HA apTepHAITHH
tpoMboembonuunn ¢cxOuTHa (ATEC), nonsxora seramau. Hali-gectire cr0MTHA BKITIOYBAT MO3BYHO-
CBJOBH MHLIM/ICHTH, MTPEXOAHA HCXEMHYHA ATAKA M MO3BbYEH HHCYT. PUCKOBHTE (PaKTOPH, CBLP3aHH C
ATC, B nomreiIHeHHE KbM NOANEXKAINO0 37I0KAYECTBEeHO 3a0019BaHe ¥ BB3PacT 265 roaAHHH, BIUTIOMBAT

XHIEPTOHMS, 3aXapeH AuadeT ¥ npeauinHo TpomboeMboiiiHo 3abonanane.,

AHEBpU3IMH H IHCE a HHTE
Hsnomspanero Ha HHXHOMTOpH HA T HA VEGF npu naipieHTH cBC WM 6€3 XHTIepTOHHA MOXKe 18
MOANIOMOrHe 00pa3syBaHeTO Ha aHeBPH3IMHU WHWIH apTepHaIHM AuceKaiuH. Ilpeau 3ano4saHeTo Ha

neyerne cr¢ CynntHHO CaHno3s, Tpa6Ba BHMMATEIHO J1a ¢e NMPELICHH TO3KH PHCK NMPH MAUMEHTH ¢
pHCcKOBH (AKTOPH KATO XHIIEPTOHMS WIK aHAMHE3a 34 aHeBpH3IMA.

TpomGoruna MukpoanrHonaTva (TMA)

I[Tpu nospaTa Ha XeMOJHTHIHA aHEMHA, TPOMOOLUMTONCHMSA, YMOPa, (UIyKryHpalina HEBpPOIOruIHa
CHMITTOMAaTHKa, 650peuHO YBpexKaaHe ¥ Tpecka € HeobxoauMo aa ce ooMucm TMA karo AMAarHosa,
BKIIOYHTETHO TpoMOoTHYHA TpoMOoumTonenyyHa mypmypa (TTII) 1 xeMONUTHYHO ypeMH4eH
curapoM (XY C), noHakora Bogemu a0 6x0pedHa HeNOCTaTEYHOCT WK JIETANIEH H3XOA. Tepamuara
chC CYHHTHHHMO Tpa6Ba 2ia GbJie MpeKpaTeHa IIPH MALMEHTH, KOHTO pa3suaT TMA, H € HeoOxoammMo
cBoeBpeMeHHO JeuenHe, HabmonasaHo e oTmryMaBane Ha CUMITTOMHTE Ha TMA ciiel npexpaTsasaHe
Ha JIeYeHHeTo (BXK. TO4KAa 4.8).

Tupeounna nycyHKims

[Ipenoprupa ce Ha4aAIHO JA0OpaTOpHO M3cIeABaHE HA PYHKUMATA HA IMHTOBUIHATA HJIe3a NpH
BCHUKH nanMeHTd. JIaieHTHTe ¢ aHaMHe3a 38 XHITOTHPEOMIWIBM HiTH XHUITepTUpeOMIH3EM TpaOBa 1a
OBIAT JIEeKYBaHH CIOpE/ CTAHAAPTHATE MEAMLIMHCKA MMPAKTHKA TPeAH HAYANOTO HA JICHEHHETO ChC
cyHuTHHMO. ITo BpeMe Ha JleueHHe ChC CYHHTHHHO, TpabBa fia ce H3BBpINBA PYTHHHO NPOC/EAABAHE
HA THpeoHAHaTa GyHKIMA HA BceKH 3 Mecelia. B JomwiHeHne naipeHTHTe Tpabea na 6paar
Ha0moAaBaHH BHHMATETHO 32 MPU3HALIA M CUMITTOMY Ha THPEOUWHA JMCPYHKIMA 0 BpEMe Ha
JIedeHHEeTO H Ha MAIMeHTHTE, IMPOABIIM NPU3HALIM U/WIH CHMITTOMH, HACOYBAIH KM THPEOHAHA
machyHKLMA, TpaOBa Ja ce HanpasH nabopaTopHo HicieABaHE HA PYHKUHATA HA MIMTOBHIHATA XJl€3a
No KIHHHYHM NoKa3aHud. ITaimMeHTHTe, KOUTO pa3BHAT THpeOUIHA MUCchyHKIMSA, TpAOBa Aa OBbaAaT

JIEKYBAHH CIIOpe]] CTAHIAPTHATE MEAUI[MHCKA IPAKTHKA.

XHIOTHPEONIM3EM € HROO/JaBaH B HAUaI0TO, KAKTO H B 10-KBCHUTE €TallH Ha JIEYeHHETO ChC
CYHMTHHHO (BK. TO4Ka 4.8).

IlaHkpeaTHT

IMoBHHICHHA B aKTHBHOCTTA HAa CEPYMHATA JIMIIA3A H aMIJia3a ca HabmoapaHH IIpH NAalMEeHTH ¢
Pa3IHYIHH COMMIHH TYMOPH, KOMTO ca NoTy4aBaid CyYHUTHHHMO, [loBHmeHusTa B aKTHBHOCTTE HA
IIMIIA3aTa IPH JIMIA C PATHYHE COJTHAHH TYMOPH ca 6H/HM nNpexoaHH U OOMKHOBEHO He ca OHIH
OPHAPY’XeHH OT NPH3HALM WM CHMITTOMHM Ha NMaHKpeaTuT (BxK. Touka 4.8).

Cpo0ImeHH ca clTydal Ha CEpHO3ZHM MNAaHKPEATHIHH CHOMTHA, HAKOH C JIETANESH M3XOA. AKO ca HAJITHLIE

CHMITTOMH HA ITAHKPEATHT, TEPAIHATA Ch¢ CYHHTHHHO TpsaOBa fa ce mpeycTaHOBM, 4 HA MALMEHTHTE
AA C€ OCHIYPH MOAXOAALIO NMOAXbPAKAII0 JCYCHHE.

XenmaTOTOKCHYHOCT
ITpu naiMenTH, IeKyBaHH ChC CYHHTHHHO, ce HabmonaBa XxenaToTOKCHYHOCT. Citydan Ha

4epHOZPOOHA HEAOCTATHYHOCT, NOHAKOrA C JIETANICH H3XO0], ca Habmoaasauu nmpH <1% ot
MalHEHTHTE CHC CONMIAHM TYMOPH, JIEKYBaHM ¢b¢ CyHHTHHHO. HeobxomiMo ¢ MOHHTOD
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CHMITTOMM HA 9EPHOIPOOHA HEAOCTATEYHOCT, CyHHTHHHG Tpa6Ba na 6hae cnpsH U TpOBa 21a ce
NPWIOKAT NOTXOAAIH MOAXbPXKALH MEpKH (Bx. To9Ka 4.8).

bnOpeuna
Crobmasa ce 3a cirydaH Ha 66peqHo yBpexaaHe, 6n6pedHa HEIOCTaTHYHOCT H/HIH OCTpa OB0OpetHa
HEOCTATHYHOCT, B HAKOHU CJIYYaH C JIETaeH H3Xo (BK. TouKa 4.8).

Puckosute GakTopH, CBEP3aHH ¢ GbOpeTHO YBpEeXKIaHEe/HeAOCTATEIHOCT, NPH MALMEHTH, IPHCMAaINH
CyHMTHHHMG, BKIIOYBAT B JOITHIHEHME KbM NoAyexaln 656peato-kieTrueH kapuusoM (BKK),
HAMpEe/IHANA BB3PACT, 3axapeH auaber, noanexamo 6x6peHo yBpexaaHe, ChpAcTHA
HEIOCTATHUHOCT, XHTICPTOHMS, CENICHC, AEXHApaTala/XHITOBOJIeMHs M pabaoMHOH3A.

Be30macHOCTTA Ha HENMPEKHCHATO JIeYeHHe ChC CYHHTHHMO TpH MMALMEHTH ¢ YMEpEHa 10 TeXKKa
NMPOTEHHYPHA HEe € CHCTEMaTHUHO OLICHEHA.

ChoOmEeHH ca cJTydad Ha MPOTEHHYPHA M PEIKH clTydad Ha HepotrieH cHHApoM. Ilpenoptbisa ce
H3XO/HO M3C/IeBaHe Ha YpUHATA, KaTo MaudeHTHTe TpAOBa 1a 6bnaT HabmonaBaHH 3a Pa3BUTHE HITH
BIIOIMABAHE HA NpoTeMHYpHATa. [IpeMBbT HAa CyHHTHHMO Ce IPEyCTAHOBABa NMPH MALACHTH C
HePPOTHYEH CHHAPOM.

DueTyIa

Axo HacTeIH of6pasyBaHe Ha GpucTysa, NedeHHeTo che CyHHTHHMO Tpabpa na 6n1e npexscHaTo. MMa
orpaHM4eHa HHGOPMALMA OTHOCHO MPOXBLDKHTEIHATA YNIOTpeba Ha CyHHTHHHO ITPH NALMCHTH ©
¢ucTym (BXK. TouKa 4.8).

eH ABABAHC
[To BpeMe Ha JIEYEHHETO Ch¢ CYHHTHHHO ce ChoOIIaBaT CiTydau Ha HAPYNIICHO 3a3/IpaBABAHE Ha PaHH.

He ca nmpoBexaaHH OQHIHATHN KTMHUYHY U3HTBAHNA 32 eeKTa HA CYHMTHHMO BLPXY

323/[paBABAHETO Ha panuTe. BpeMeHHO CIIHpaHe Ha JIEYECHHETO CHC CYHHTHHHO Ce Nnpenophysa NpH
NALHEHTH, NOAJIOKEHH HA IOJIEMH XHPYPradHH HHTEPBEHIIHH, OT cro0paxetnd 3a Gezonacuoct. Ma

orpaHH4eH KIHHAYEH OIAT [0 OTHOLIEHHE Ha BPEMETO 34 BE300HOBIBAHE HA TEpaNMATa CJICH rosamMa
XMpYprH4Ha HHTEpBEHIHS. CleI0BATE/HO, PEIIEHHETO A ce Bh3OOHOBH NEYEHHETO CHC CYHHTHHHO
cjel roJisiMa XHpypruvHa MHTepBeHIms Tpabpa ga ce 0a3Hpa Ha KIMHHMHATA OLICHKA Ha
BB3CTAHOBABAHETO OT ONCPAITHATA.

HE HA Ye/IOCTTA

Coo6Imara ce 3a CITy4ad HA OCTEOHEKPO3a Ha YeMIOCTTa NIPH NAalMEeHTH, ICKYBaHH ChC CYHUTHHHO.
[ToBeuero cityqau ca CLOOMEHH NPH NALMEHTH, KOUTO CA NOJYYHIH NPemeCTBAINO I
CHITHTCTBALIO JICUECHHE ¢ MHTPaBeHO3HO npunaranu GHgochoHATH, MPH KOHTO OCTEOHEKPO3aTa Ha
YeIOCTTA € HICHTHHIMpaH pucK. TpaGea /1a ce noaxoxkaa ¢ BHHMAHHE, KOraTo CyHHTHHHO M
MHTPABEHO3HO Npunaranu 6udochoHaTH ce mpunaraT ¢AHOBPEMEHHO HIH NOCISAOBATEIHO.

UHBa3HBHHTE ACHTATHH NPOLEAYPH CHHIO OpeAcCTaBIABAT HaeHTH(HIMpaH puckos dakTop. Ilpeau aa
ce 3af04YHe JeueHHue Ch¢ CYHMTHHHO Tpa6Ba Aa ce HMa NpeaBHA JEHTAICH NpPeryiedl H MOIXOAAUIH
NpeBAHTHBHH MepKH. [Ipu nauueHTH, MPUEMaTH WIK Bee ome npueMatm SudocdoHaTH 3a
MHTPABECHO3HO NPUICKEHNE, HHBASUBHUTE ACHTAIHH NpoLeLYPH TPAOBa NMPH BE3MOXKHOCT /13 C€
m3barsar (Bx. Touka 4.8).

CBDBEXIYBCTBHTEIHOCT/aHTHOEAEM
AKO HACTHIIM AHTHOEIEM B PE3YJITAT HA CBPBLXUMYBCTBHTENHOCT, JIEYEHHETO CBC CYHHTHHHO TpabBa Ja

6bjJie MPEKbCHATO M i C& OCHTYPH CTAHJApTHAE MeAMLIMHCKA oMo (BXK. To4ka 4.8).




yMCTBeHH QYHKUMH H 3ary0a Ha 3peHHeTO, BIIIOYHTE/IHO KOPOBa ClIenoTa, TpsOsa aa Onaar
KOHTPO/TMPAHH Ype3 MeJULMHCKH CPeCTRa, BKIIIOYHTEIHO KOHTPON Ha XunepToHuaTa. [Ipenopsisa
ce BpEMEHHO MPEKLCBAHE HA NeYEHHETO ChC CYHHTHHHO; CE BE3CTAHOBIBAHETO, TCICHHETO MOKE
aa 6pAe MOAHOBEHO 110 pellleHHe HA JISKYBAITHA Ackap (BxK. TouKa 4.8).

Cunnpom Ha TyMopeH pasnan (CTP)

Cnyuan Ha CTP, HIKOH OT KOHTO JIETAJIHH, ca HabmoaaBaHH PAAKO MO BPEME HA KITHHHYHATE
M3IIHTBAHMA H NPH OCTMAPKETHHIOBOTO HAOMOZEHHE NPH NALIMEHTH, JIEKYBaHU CHC CYHHTHHMO.
Puckosute daxropu 3a CTP BkmodBar rojtaMa Maca Ha TyMOpa, nipeiecTrama XpoHHyHa 6s0peyHa
HEOCTATHYHOCT, ONTMIYPHA, ACXHAPATAIA, XHIIOTOHUA H KHcena ypHHa, Te3d nauueHT™™ TpaOra
CTPHKTHO /1a Ce NPOCIIEASBAT U 1 CE IEKYBAT Criope] KIHHHYHHTE NOKA3AHH:A, KaTo TpAOBa 1a ce
obMuCIH 1 NpOoPIaKTHYHA XMAPATALIHA.

Hudexuym

Hma cpo0ImeHna 338 cepHO3HH MHPEKLMHE, che WiIH €3 HeyTPONeHH , BIVIIOYHTENIHO M HAKOH

neraneH Kpait. Cro01IaBa ce 3a HEYeCTH ClIydaH Ha HEKpPOTH3Hpalll PaciiHHMT, BKTIOUMTE/IHO Ha
NepHHEYMa, IOHAKOTA ¢ JieTaleH H3Xo/ (BX. Touka 4.8).

I[Ipu NalMeHTH, KOMTO Pa3BHAT HEKPOTH3HPAML (ACLMHAT, JICUCHHETO CBhC CyHHTHHHO TpaOBa na ce
NPEeXpaTH H CBOCBPEMEHHO TPAOBA Jia ce 3aN09He NOXOAAIIO JICYEHHE,

XunoramkeMus
o BpeMe Ha JieueHHETO CBC CYHHTHRUO ce choOInasa 3a NOHWKABAHS Ha ITIIOK03aTa B KPBBTA, B

HAKOH CIY9aH ¢ KIMHUIHA CHMIITTOMATHKA H HANAraly XOCIIMTaId3auMs nopany 3aryba Ha Cb3HaHHE.
B ciy4qaif Ha CHMITTOMATHYHA XMITONIMKEMHS, MPHEMEBT HA CYHUTHHHO 1p40Ba na 6b1€ BpeMEHHO
npekpaTeH. I moko3HuTe HUBA B KphBTa TpA0Ba Aa ObAaT npocneaiBadHK pery/IApHO NPH NAUMEHTH ¢
nuaberT, 3a 18 ce OLieHH Aa/IH JO3HPOBKATA HAa aHTHAHA0eTHHUTE JISKAPCTBEHH NMPOXYKTH TpadBa 1a ce
KOPHIHpa, 3a Ia C& HAMAIIM PHCKBT OT XHITOIVIMKEMHA (Bak. TOUKA 4.8).

Xun HEMWYHA eH1Ie THS

Ha6monasaHa e xunepaMOHEMHYHA eHuedanonaTra nmpu CyHUTHHHO (BXK. Tovka 4.8).

[Ipu nalMeHTHTE, KOKTO Pa3BHAT HEOOACHEHHMA IETAPIrHA WM IIPOMEHH B IICHXHYHHA CTATYC,
TpAOBa Ja Cce H3IMEPH HUBOTO HA AMOHAK U Ja Ce MPEeIITPUEMAaT NOIXONAIIH KITHHHIHH MEPKH.

Hampuii
ToBa nexapcTBO chABPXKA Malko nox 1 mmol Hatpuii (23 mg) Ha 1030Ba €AHHMIIA, T.C. HA MMPAKTHKA

., HE ChIObPKa HATpHit .

4.5 BianMogelicTBHE ¢ APYIA JeKAPCTBEHHE NPOAYKTH H APYIE $OpPMHE HA B3aEMOAeHCTBHE

[TpoyuBaHHA Ha B3aMMOAECHCTBHATA Ca IPOBEKAAHH CaMO NPH BB3PacTHH.

JlekapcTBEHM MPOAYKTH, KOHTO MOTAT JIa TIOBHINAT ILIA3MEHHUTE KOHLICHTPALIMH HA C HHUb
Eghexm na wixubumopu na CYP344

I1pu 3npaBu OOPOBOIIM, EAHOBPEMEHHO MPHIOXKEHHE Ha €AHOKPATHA 1038 CYHHTHUHMO ¢ MOIIHUA
nHxuOrTOp Ha CYP3 A4 KeTOKOHA30JI € JOBENO N0 NOBHIICHHE B CTOMHOCTHTE Ha 0bmara
[cynuTHHMO + ocHOBeH MeTabonuT] MakcHMaHa KOHIeHTpaLMs ( Cpax) H IUIOINTA HOX KPHBATA
(AUCs-), croTBeTHO 49% 1 51%.

[punoxernero Ha CYHUTHHMO ¢ momuy HHxuburopu Ha CYP3 A4 (Hanp. puTOHABHp, HTPAKOHA30/,
ePUTPOMHIIMH, KJIAPUTPOMMIIHH, COK OT IpeindpyT) Moxke Na MOBKIIH KOHLIEHTPALHHATE HA
CYHUTHHHO.

u3bopa Ha .u;pyr CBITHTCTBALL JIEKAPCTBESH HMPOAYKT, KOATO HAMA HJIM € ¢ MHHMMAJICH TOTE Q fBa ¥
mHxubupane Ha CYP3A4.
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AKO TOBA He € BE3MOXHO, MOXKe Jia € HeoOXoauMo HaMandBaHe Ha go3aTa Ha CyHutunub Cannos mo
mMuHEMMYM oT 37,5 mg aaeBHo npu FUCT 1 MBKK wmn 25 mg auesHo npu [THET, B3 0cHOBa Ha
BHHMATENHO HAOMmoAeHHe HA MOHOCHMOCTTA (BX. Touka 4.2).

Edhexm na unxubumopu na BCRP (npomeun na pezucmernmuocm Ka pax na zepoama (Breast Cancer
Resistance Protein)

ChIIECTBYBAT OrpaHHICHH KITHHHYHH JAHHHM 38 B3aUMOACHCTBHETO MEXAY CYHHTHHHO H HHXHOHTODH
na BCRP u 3aToBa He MOXe 1a Ob/ie H3KTOUEHa BE3MOXHOCT 32 B3guMoelicTBHe ME&KIY CYHHTHHHO
u npyru naxuburopu Ha BCRP (Bk. Touka 5.2).

JlekapCTPEeHH MPOAYKTH, KOMTO MOFAT Jia MOHIDKAT IUIA3MEHUTE KOHIIEHTPANH HA CYHUTHHHUO
Egpexm na unoyxmopu na CYP3A44

ITpu 3apaBy KOOPOBOIIM, SAHOBPEMEHHOTO MPWIOKECHHE HA HOKPATHA 10338 CYHHTHHMO ¢ MOIIHHUA
uHaykTop Ha CYP3 A4 pudaMiMumH e ROBEJIO A0 HAMAJICHHE B CTOMHOCTHTE Ha 001naTa [CYHHTHHHO
+ ocHoBeH MeTab0mUT] Cnax 1 AUCg., cOTBETHO C 23% 1 46%.

[Mpunokenrero Ha CYHHTHHHO ¢ MoIHH HMHAYKTOpH Ha CYP3A4 (Hamp. nekcaMerasoH, GeHHTOHH,
kapGaMazemnmn, pubammuimy, derobapburan win pacTUTSTHU MPOAYKTH, ChIPAKAIIH XCBJIT
xauTapHoH (Hypericum perforatum)) Moxe Aa NOHWKH KOHLEHTPALMHTE HA CYHHTHHHO.
Cnenosarenso, koMOMHHpaHeTo ¢ HHAYKTOpH Ha CYP3A4 Tpabpa na ce u3barea wim aa ce 06cham
H300pa Ha ApPYT CBHITHTCTRALL JIEKAPCTBEH MPOMYKT, KOHTO HAMA WIH € ¢ MHHUMAJICH ITOTeHIHAT 32
uaayumpasde Ha CYP3 A4, Ako ToBa He € Bb3MOXHO, MOXKe Ja € HeoOXOMMO YBETHYABAHE Ha J103aTa
Ha Cynuraub Canaos cbe cTenkH o1 12,5 mg (o 87,5 mg Ha nen 38 THCT u MBKK nnu 62,5 mg
anesHo 3a ITHET) B13 0CHOBa HA BHHMATENHO HabmoieHHe Ha MOHOCHMOCTTA (BXK. TOUKA 4.2).

4.6 DeprunuTeT, 6peMEeHBOCT H KbpMEHeE

Koxrpauenus Npy MBXKE H KSHH
JKenu ¢ gerepoaeH noreHLMan TpAOBa a 6paaT NOCHBETBAHH A M3MO3BAT PEKTHBHA

KOHTpALENILIHA H Ja ¢e IPeAna3paT oT 3a0peMeHABaHe, JOKATO C€ JIeKYBaT ChC CYHUTHHMO,

bpeMeHHOCT

Hama npoyusanusa npu OpeMEHHHM KeHM, H3N0J13BaIy CYHHTHHHO. [IpoyuBanuaTa rmpy KXUBOTHH ca
MOKA3AIH PENPOAYKTHBHA TOKCHYMHOCT, BITIOUHTEIHO MangopMallMi Ha IUTo4a (BK. Touka 5.3).
Cynutunut Cannos He Tpa6Ba a ce M3non3Ba o Bpeme Ha SPEMEHHOCT WIH MPH KEHU, KOUTO He
H3NO0M3BAT €PEeKTHRHA KOHTPALIENIIHA, OCBSH aK0 Bh3MOMHATA NOJI38 HE OITpasiaBa NMOTCHIIHAHUA
PHCK 33 1073, AKO CYHHTHHHO ce M3IO/I3Ba O BpeMe Ha OpeMEHHOCT MITH 8KO MAlHEHTKaTa
3alpeMeHee, AOKATO € HA JIeYeHHEe Che CyHMTHHMO, TO T4 TpabBa Aa 6b/ie yBeIOMEHA OTHOCHO
BB3MOXKHMS PHCK 34 IUIOAA.

Kspmene

CyHHTHHHG W/HIM HeroBuTe MeTabOTMTH ce eKCKpETHpPAT B MILAKOTO Ha ILThbXxoBse. He € H3BecTHO
NaJTH CYHUTHHHO WIH OCHOBHMAT My aKTHBEH META0O0JIHT ceé EKCKPETHpAT B KbpMaTa ImpH xopa. Thi
KaTO aKTMBHHTE BElECTBa YE€CTO C¢ EKCKPETHPAT B KbPMATa H NOPaJH BE3MOKHOCTTA 38 CEPHO3HU
HEXEIAHH PEaKiHH Y KbpPMAaueTara, JXeHHTe He TpsOBa fa KbpMAT, JOKATO NMPHEMAT CYHHTHHHG.

PepTHIATET
B®3 OCHOBA HA HCKIMHWYIHH HaXOAKH MBEKKHMAT M KCHCKHMAT (QEPTHIMTET MOTaT A3 OBhAAT WIOKESHH

HA PHCK IIPH JIeYeHHe CbC CYHATHHHO (BX. TOuKa 5.3).

4.7 EdexTn pupxy cnocobuocrTa 3a modrpane 1 pabora ¢ Mamnuu

Cyrnuriin6 Canio3 noBiHaBa B MAJTKA cTeneH cnocobHocTra 3a mogupake u pabora c M 3 %
[NaimeHTHTE cheasa Ja OBAT YBEJOMEHH, 9€ MOXE 3 MIOYYBCTBAT 3aMAafHOCT 10 BpEME H € A

CBC CYHMTHHHO.



4.8 Hexenann NeKAPCTBEHE PEAKIHA

Pe3ioMe Ha

H/Ia HA

NACHOCT
Hali-cepro3HUTEe HEXKE/IAHM PeaKLiMH, CBBP3aHH ChC CYHHTHHHO, HAKOH OT KOMTO JIETATHH, Ca

6B6pedna HEAOCTATHUHOCT, ChpAeHHA HEIOCTATRYHOCT, OenoapobHa eM60Hs, racTpOUHTECTHHATHA

nepdopaids M XeMOparu (Hamp. Ha AMXaTe/THUTE ITbTHINA, TACTPOHHTECTHHAIHH, TYMOPHH, Ha
IMUKOYHHTE NETHINA H MO3BUHM XeMoparuu). Haii-yecThme HexxenaHH peakilMK OT KOATO H Ja € CTENeH

(mpossenu npy naumeHTHTE B BKK, T'UCT 1 ITHET perucrpalfdOHHHA W3IHTBAHHKS ) BKIIOYBAT

HaMaJIeH AIIETHT, BKYCOBH HAPYIIGHHS, XHIIEPTOHHA, YMOPA, NMACTPOMHTECTHHAIHM HapyIMeHH] (XaTo
AMApHs, rajicHe, CTOMaTHT, AMCTICNICHA H TIOBPBINAHE), NPOMAHA B LIBETa Ha KOXATS H CHHPOM Ha
naMapo-INaHTapHa epurpoausecTesud. Tesu CHMITOMH Morar Aa orcnabHaT B X0/Aa Ha JIEUSHHETO.
[To BpeMe Ha JIe4EHHETO MOXKE ia C€ pa3BUe XUTIOTUPCOUAH3BM. XEMATOJIOTHIHMTE HAPYIICHHA
(Hamp. HEYTPOTIEHHA, TPOMOOLIMTOTIEHHS ¥ AHEMHA) ca Cpell HAK-YECTHTE HEXEIaHH JICKAPCTBCHH

peaKIIMH,

Jeramsmre chOMTHA, pa3iIMIHH OT TE3U, H30pOCHH B TO4Ka 4.4 no-rope WiH B Touka 4.8 no-goiy, 3a
KOHTO € OMI0 CUMTAaHO, Y€ € Bh3MOXKHO Jia Ca CBbP3aHH Ch¢ CYHMTHHHO, BIUIIOYBAT NOJIHOPraHHA

HEOCTATHYHOCT, JHCEMHHHPAHA BETPECHA0BA KOAry/alua, IEPUTOHCANIEH KPBBOW3/INB,
HanOLOpeuHa HeIOCTATHLYHOCT, THEBMOTOPAKC, IOK H BHE3AITHA CMBPT.

Tabmiuno

= HOXKECJ]

JICKADCTBCHH

Hexenanu peakiun, xouTo ca 6w crobmenu npu 7 115 narmentu ¢ 'MCT, MBKK u ITHET, B
HaOop ot cOOpHH AaHHH, CA OITHCAHH TO-A0JTY 10 CHCTEMO-OPraHHH KIACOBE, YECTOTA H CTEIEH HA
TexecT (NCI-CTCAE). BkmodeHH ca ChIIO M HEXEIAHH PEaKLMH OT IOCTMAPKETHHIOBHA NEPHOL,
MACHTHOHUIIMPAHH 11O BpeMe Ha KIIHHHYHUTE npoyusaHud. [Ipu BCAKO rpynupaHe B 3aBUCHMOCT OT
YECTOTATA, HEXKEJIAHHTE JICKAPCTBCHH PEaKLMU ce H30pOABAT B HH3IXOAAI pell N0 OTHOLICHHE HA

CCPHO3IHOCTTA.

YecToTHTE Ca OnpeAesieHHd KaTo: MHOro dect (>1/10), gectn (>1/100 no <1/10), Hewecru (>1/1 000
no <1/100), peaxu (=>1/10 000 no <1/1 000), muoro peaxu (<1/10 000), ¢ Hem3BecTHA YecTOTE (OT
HaJIMYHWTE JaHHH He MOXKe Ja Oble HanpaBeHa OLICHKA).

Tabarna 1. Hexelann peakiii, J0KIAABAHE N0 BpeMe HA KIHHRYHH H3NH3TBARAS

CHcTeMo- Msuoro yect | HYectn Hewectn Peaxn { C HeR3BeCTHAR
OpraHeH KIIac |. JeCcTOTA
Hedexunn n BupycHu HexpoTH3apan |
HHpecTANHH HHpexmun® dacmr* |
PecompaTopHH baxrepnanHu
uHdexImn’-* HE(EeKIHA™
Abcnec™*
'aOuaHm
HHpeKmu"
HUndekuus na
NMHKOYHKTE IThTHING
KoxHu rHpexmpun”
_ __| Cencuc* _ . . o
Hapymenns sa | Heyrpounenus | Jlumponenns [TlaHITONCHANA TpomboTruna
KpbBTa H TpoMbGommTon MHKPOAHTHOTIATHN
AAMpHaTA CHMA *
CHCTEMA AHeMHA
_ | JleBxonesHus | 1
HapyulenHs Ha CBpBXUYYBCTBHTEN | AHTHOEIEM |
MMYHHATA -HOCT
CHCTCMA 1 _ )._ _ _
Hapymesns B3 ' XATIOTHPECOH]] Xuneprapeouan- | Tapeommur
CHAOKPHEHHATA H3IbM IbM
CHCTEMA ' L _
Hapymennd Ha | Hamanen 1 Hexunparamuas CHHApPOM Ha
meraboHiMa H | ametHT" | XHANOTJIAKCMHA TYMOpe¢H pasoan*
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| xpamenero _ _
[erxpvaER beachHME Henpecni
_HAPYICHHE — — |
HapyuieHHs Ha | 3aMastHOCT [Tepudepra [lepebpanen Caaapom Ha 3ana | X@mepaMoH-
HEPBHATA I'masobonue HEBpOIATHA KPBHBOH3IHB™* ofpaTuma eMHIIHA
cHCTEeMA HapymeHud [TapecTesns Mo3p9HO-CBAOB | eHuedaromarna® eHnedaronaTua
Ha BKyca® XunoecTe3u HHIACHT*
Xunepecre3usa [Ipexomua
_ . HCXEMHYHA aTaKa
Hapymenaus gs [TepuopbuTancH
OYHTe OTOK
EaeM Ha xknena4a
| - | [IOBHINCHO CRII3CHE | _
Cepacann Muokapana 3acToliHa JleBoKaMepHA
HApYLIeHHS ACXeMAA™* ChpACYHA ChpACYHA
[Mormkena ¢ppakipa | HEAOCTATHFYHOCT | HEAOCTATRIHOCT®
Ha H3TIacKBaHe" Muokapres Torsade de pointes
HHpapkT**
CopaevHa
HeAOCTATHIHOCT™
KapapoMuonaTas
*
[lepuxaparen
H)JIHAB
YreokeH QT-
| . | HHTCpBaN !
Crnaoen Xuneprorus | Neaboka BeHO3HA KppBoW3imus Ha AHEBpHIMH H
HApYIEeHRAs TpoMObO3a Tymopa* apTepPHATHA
[lopemy BBIHU IRceKalu®
_ [ | 3auepraBane |
PecnnpaTopan, | JucmHes benogpotra benoapoben
FPLAHH H EmacTakcuc eMbommas* KpBbBOHINHB*
MeaHacTHHANHR | Kamnana [Lnespanen m3nue* | PecrmparopHa
HAPYIICHAS XeMmonruza HEAOCTATHIHOCT®
JiAacmHen npH
YCHIIHE
OpodapuarreanHa
Gonka®
Hazanna KOHrecTHA
| _ | Cyxora B HOCA |
Cromamno- Cromatut® I"'actpo- CroMaliHo-
YPEBHH Ab6aoMuHanHa | ezodareansa qpeBHa
HApPYLIICHHAS Goska™ pedurykcua 6onecr | mepdopamust*
[Torprmasne Huacharns [TlankpeaTnT
Juaapns CromammuO-9peBeH | AHajHa QPHCTYNA,
JAnRcnencus KpbBOH3ITHB* KOJHNT®
["'aneHe E3odarar*
3amnex Pasaysane Ha
Kopema
AOnoMHHATIEH
AACKOM$OPT
Pexranen
KPBBOM3IMHB
K»pBene ot
BCHIIHTE
Yinepanuu B
ycTrarTa
[Ipoxranras
Xedmur
XeMopounu
['nocoaunus
N boJllka B ycrarta

t1




Xenato-
Omnnapnn
HapYyUIeHHS

HapyuieHHES HA
KOKATA H
NOAKOXKHATA
TbKAH

IOGGSHBBHBaH

¢ Ha xOxkaTa¥
CunppoM Ha
nmanMapo-
IUTAHTAPHA
epUTPOAN3ECT
e3nA

OGpue®
ITpomsHa B
IBeTa Ha

' HapyureHEs Ha
MYCKYJIHO-
CKeJIeTHATA
CHCTEeMA H
CheAHHHTE/IHA-
| T ThKAH

r——

JIomeHe Ha KOXKaTa
Koxna peaxonia”
Ex3eMa
MexypH
EpureM
AJonenus
AKkHe
ITIpypuTyC
XHnepnurMeHTanms
Ha KOXaTa
KoxHn ne3uu
Xunepkeparosa
HepMarur
Hapymesns Ha
HOKTHTE"

YeproapobHa

HEeAOCTATRIHOCT®

Xonemucrar™*
HapymeHa

yepHOApoORa

S —

XenaTur

| GyHKI

' Epn'ﬁa

MyrTapopme™
CHHApOM HA
Stevens-Johnson*
[ImopepMa
raHTpeHO3yM
ToxcHuna
e[HJepMAaIHa
HeKpoamsa®

MyckynHo-
ckeneTHa Oonka
MyckylHH ca3MH4
Muanrua
MyckynHa cnabocT

- OcTeoHexpo3a Ha

4eIoCTTa
®ucryna*

F

PabnoMmonmaa®
Muornarua

Hapymennn Ha
OnbpennTe H
NHKOYHHTE
IhLTHINA

i

' brbpetna
HEAOCTATHIHOCT™

Octpa 6606peuna
HEAOCTATHYHOCT®

XpoMaTypus
| TTporentypus

KpbnBOHANIHB OT
MTHKOYHUTE

ITHTHIIA

O6mk
mpymeunn . ;

DPHIOAKEHHAE

| DeGpunureT

Bn3naneHue
HA
JIATABUIIATE
YMopa®
EneM™

bosxa B repauTe
bosnka
['pamnionoaodHM
CHMITTOMH
B1pucase

HapymeHo
3a3IpaABABAHE

H3cniennanusn

Hamanssane Ha
TEJIECHOTO TEIJIo
[TormxeH Opoii
6enu kppBHA
KIIeTKH
IlopHImeHa numnasa
IMorrmxeH Gpoth
TpoMOOLUTH
IMommxeH
XeMOrJIOOHH
ITopameHa
aMmiaza™
[TopHmeHa acnapTar
aMHHOTpaHC)epaia
ITopmmmena anannHe
aMuHOTPaHcPepasa
[TopHIIEHM

CTOHHOCTH HA

. [TopHIneHH

CTOHHOCTH Ha

kpearnA(oCcHoKH

~-HA3aTa B KpbhBTA
INoBumeHH
CTONHOCTH HA

THPEOHACTHMYIH-

panIHa XOPMOH B
KpBBTa

HedpoTrueH
CHHAPOM
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KpEeaTHHHH B KPBBTA
[lopHmeHO KPHBHO
HAJIATaAHE
[TosmneHH
CTOHHOCTH HA
MHKOYHATA

_ | KHCCJIHHA B KPbBIa

* BK/MOYHTENHO JIeTanHH ChOHTHA
Komﬁmpm ca CIeTHUTE TEPMHHHY:
HaszodapHHrAT B XepIiec Ha yCTaTa

6 BponxnT, HEQEKIHY Ha AOTHHTE JUXATEHH IThTHINA, MHCBMOHKS H HH(EKIAY HA AUXATC/IHATE ITHTHINA

» A6crec, abcnec Ha xpalHUK, ananen abcuec, abcnec Ha BeHIMTE, adcnec Ha 9epHHs apob, abcliec Ha
naHKpeaca, nepuHeaneH abcnec, nepupexranes abcuec, pexraneH abenec, cydkyraneH abcuec H 3p0¢H
abcuec

g Ezodareanna xanarAa H YCTH2 KaHIHI034

A LlenynHT K KOXHH HHpEeKIHA

¢ Cencuc H CenTHYCH IIOK

x Ab6pommHanen abcnec, aboMUBANEH CENCHC, THREPTHKYART H OCTEOMHETHT

3

TpomOGoTHYHA MMKpOaHTHONATHA, TPOMOOTHIHA TPOMOOIHTOIICHHYHA IYPITyPa H XEMOIATHIHO-

YpPeMHYEH CHAPOM
HaMmajeH aneTHuT H aHOPEKCHA

. Jlacreys3ns, arey3Hs H HapyIICHHA HA BKyCa

OCTBp KOPOHAPEH CHHAPOM, CTCHOKAPAHA, HeCTAOHIHA CTCHOKAp/MA, 3a0yIIBAHE HA KOPOHAPHA apTepHd
¥ MHOKapAHA HCXEMHA

[Tonxena/abHopMHA Ppakisd HA HITINACKBAHE

OcTBp MBOKapIeH HHPAPKT, MAOKAPJACH HHGAPKT H ,,THX' MHOKapACH HHPAPKT

Opodapunreansa u papuHronapHHTeanHa 6onka

CroMaTT ¥ aTO3€H CTOMATHAT

Abnomunanna 6onka, 60nka B JONMHATA H FTOPHATA 94CT Ha KOpeMa

CroMamHO-upeBHa nepdopanus A IpeBRa nepdopaips

KomaT u ncxeMmaeH KONUT

XONeIUCTHT H aKaNKy/03EH XOMCHHCTHUT

XKnra xoXa, 00e3BeTABANE HA KOKATA H HADYIIECHA MMTMCHTALAA

[Tcopuazudopmen aepMarTT, ekcdhomaTuBer o6pns, oOpuB, eprremMarozed 06pus, ponnkynaper oOpus,
rencpanmsapan o0pHs, Maxyio3eH obpuB, MakyonanyioieH oOpup, namynoser obpus ¥ cepbam o6pun
KOoXHHM peakiing ¥ KOXXHH BapyIeHHA

HapymeHHs Ha HOKTHTE B 00c3NBETABAHE HA HOKTHTE

YMoOpa H acTeHHA

OT1OK Ha TEIETO, OTOK H NeprdepeH 0ToK

AMUIa38 H MOBHUIIICHA aMANa3a

g < = 0 W O 0o @ E 9 w

B H & B =

OmucaHue Ha u3bpati HEXEIaHH PeaKITHH

Hudghexyuu u unghecmayuu
Crobmapar ce cirydan Ha cepHo3Ha Uhdexims (Crec Wi 6e3 HEYTPONeHNs ), BKIOIHTETHO CITyIaH C

neranen u3xox. Crobmaea ce 3a cly4ad Ha HeKpOTH3Hpal (GacHMMT, BIIIOYHTETHO H Ha NePHHEYMA,
MOHAKOra JICTATHH (BK. CBILO H TOYKA 4.4).

Hapywenus na xprema u numgpnama cucmema
Hamanen abcomoreH Opoit Ha HeyTpodumiTe ¢ TexXecT 0T 3 ¥ 4 cTeneH e ChO0IEeH CHOTBETHO IPH
10% u 1,7% ot naumernmure B TUCT npoyusane dasza 3, npu 16% u 1,6% or naipmenture B MBKK
nmpoy4raHe ¢aza 3 u npu 13% u 2,4% ot naumentre B [IHET npoy4sane ¢asa 3. Hamanen Spoii Ha
TpoMBouHTITE C TeXECT OT 3 H 4 cTeneH € chobueH choTBETHO NMpH 3,7% n 0,4% ot nareHTHTE B
I'ACT mpoyusane ¢asa 3, npu 8,2% u 1,1% ot naumenriure B MBKK npoy4arane dasa 3 u mpu 3,7% u
1,2% ot mauuenture B I[THET npoyusane da3za 3 (Bxk. Touka 4.4).
uafm

'\“% - kk, ',

ITpu 18% ot nammenryure, npueMaumy cyHHTHHHO B TUCT npoy4sane daza 3, ce ¢cro0inana 3
crOMTHA HA KBpBeHE, crpamo 17% or nauwmenTure, npueMant wianebo. [pu 39% ot naim
npuemamy CyHATHHHMO 3a HeslekyBaH a0 MoMenta MBKK, ¢ uMano cryvau Ha KepBene, ¢
OT nauMeHTuTe, NpHeMamy uurepdepor-a (IFN-a). Cegemnanecer (4,5%) naupeHTH Ha ¢

cipamo 5 (1,7%) nampenTH Ha [FN-q, ca HMAH CTydal Ha KEPBEHE OT CTEIeH 3 WIH NO-BHCOKA. 26%
13
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OT MALMEHTHTE, NOJIYHaBa/M CyHHTHHHO 3a rokuH-peppakrepeH MBKK, ca Hmanmu KepBene.
XeMoparuuHi cx0HTHS, ¢ H3KIIOYEHHE HA ENHCTAKCHC, Ca HACTHIIWIH npH 21,7% OT NalHeHTHTe,
nosyqasain cyHHTHHHG o BpeMe Ha ITHET npoyw4sane ¢asa 3, B cpaBHenme ¢ 9,85% OT naupueHTHTe,
nony4aBanm maueto (Bx. rouka 4.4)

B KIHHHYIHHA NPOY4BaHMA c€ ChoOIIAaBa 33 CIy4al Ha TYMODHA XeMOparus npH npubmsurento 2% or
mawpeHTHTe ¢ THICT.

Hapywenun na umynnama cucmema
Cro0maBar ce peakiuy Ha CBPBXYYBCTBHTEIIHOCT, BIJIOYHTEIHO aHTHOEAEM (BXK. TOUKa 4.4).

Hapywenus na enooxpurrama cucmema

XunoTHpeoHH3bM € CHOOIIEeH KaTo HexeNnaHa peakis NpH 7 nauueHTH (4%), npHeMamu
cyunTHMG B ABETE MpoydBaHua 3a HuTokMH-pedpaxrepedr MBKK; rpn 61 maumentu (16%) Ha
cyHuTHEMO 1 3 naupeHTH (<1%) B pamoTo Ha [FN- B MPpOY4BaHETO NMPH HEJICKYBAH K0 MOMEHTa
MBKK.

B nommiTHeHME, MOBHINABAHKA Ha THpeocTHMY THpamua XopMoH (TCX) ca crobmenn mpH 4 naumeHTH
(2%) ¢ uuroxun-pedpakreper MBKK. O6mpo 7% ot nauuenture ¢ MBKK ca HManmu HIH KIHHUYHO,
HiH 1a6GOpaTOPHO AOKASATENCTBO 38 Bh3HMKHAN BCJICACTBHE OT JICUEHHETO XHIIOTHPECOHTHIBM.
[Tpuno6HT XHNOTHPEOHIU3HM € ycTaHoBeH npH 6,2% ot nawenTrTe ¢ THCT, nexysanu cbe
cynuTHHHO, cripamo 1% Ha rane6o. ITo speme Ha [THET npoyusasne ¢asa 3 XUNOTHPEOHIHIBM Ce
cpobmasa npu 6 naupenT (7,2%), mpHeMany CyHWTHHHO, ¥ npy euH nauueHT (1,2%), mpreman
nnane6o.

TupeonaHaTa GyHKIMA € MPOCNIEKTHBHO HAO/MOAABAHA B [IBE IPOYUBAHHA HA NALMEHTH C PaK Ha
rbPRATA; CYHHTMHHO He e onobped 3a ynorpeba npH pak Ha repaara. B mepBOTO MpoyuBaHe
XHIIOTHPEOUIU3EM ce chobimaea mpu 15 (13,6%) naupeHTy Ha CyHMTHHHO M nipH 3 (2,9%) naupeHTH
Ha craHAapTHO Jeuenne. ITopumeno HuBO Ha TSH B xpsBTa € crobmeno npu 1 (0,9%) natHeHT Ha

CYHMTHHMO M ITPY HHUTO €JHH OT YIACTHHI[HTE HA CTAHAAPTHO NIeYeHHEe. XUTNICPTHPEOHAN3bM HE €
choOmaBaH ImpH JIeKyBaHH CbC CYHHTHHMO naifMeHTH U € chobieH mpi 1 (1,0%) naumenr Ha
CTAHAAPTHO JieyeHHe. B ApyroTo npoy4BaHe XMIIOTHPEOHIM3BM € chobmen mpu 06mo 31 (13%)
NalHeHTH Ha cyHHTHHMO 1 ipy 2 (0,8%) naumenTy na kaneuutabun. [Topmnenu Husa Ha TSH B
KpBBTa ca chobmenu npu 12 (5,0%) natMenTH Ha CYHHTHHHO H MPH HUTO €MH OT NAaL{HeHTHTE Ha
KanenuTabHuH,

XuneprapeonausnM € crobimeH nmpH 4 (1,7%) nauueHTH Ha CYHHTHHHO K NPH HUTO CAHH OT
nauMeHTUTe Ha Karnenurabun. [Tommwkenu Huea Ha TSH B kpbBTa ca cpobmenu nipu 3 (1,3%)
MALMEHTH HA CYHHTMHMO M NPH HUTO €IUH OT narpeHTHTe Ha KaneuuTabun, [losumasane Ha T4 e
crobmeno mpH 2 (0,8%) naupeHT! Ha cyHHTHHMO M 1pu 1 (0,4%) naieHT Ha KanenmTabuH.
TMosumasane Ha T3 e crobmeno mpu 1 (0,8%) yuacTHHK Ha CYHHTHHMO H IMPH HUTO €MH OT
ManHeHTHTe Ha KaneuutabuH. Bouuky crobmenn CHOHTHA, CBBP3aHH C IWTOBMAHATA J1e3a, ca oOT
cteneH 1-2 (K. Touka 4.4).

Hapywenua na memabonuzma u xpanexemo

ITo-BHcOKA YecTOTa HAa XHIIOTTIHKEMHYHH chOMTHA € choOmeHa mpH naumedTH ¢ IIHET B cpasHerHe ¢
MBKK u I'HCT. Bunpeky ToBa, TOBEHETO OT TE3H HeXeJIaHH CLOKUTHA, HabmoiaBaHM MnpH
KTHHHYHHTE NMPOyUBaH¥i, He Ca CYESTEHH 3a CBBhP3aHH ¢ MPOYYBAHOTO JIeUSHHE (BXK, TouKA 4.4).

Hapyrwenus na nepenama cucmema
B KIMHHYHK IPOYUBAHHA CHC CYHMTHHHO M OT MOCTMapKETHHIOBOTO MpOC/eAsBaHe ce cho0Imanar
cmydar (<1%), HAKOH OT KOWTO JICTA/IHH, HA NALMEHTH ¢ NPHNaALIM U o6pa3HH naHHM 3a RPLS.
I"bpyoBe ca HAOMOAABAHH NMPH MALMEHTH ChC WM 663 PEHTTEHONOTHYHO JOKA3aTEICTBO 38 MO3b
MeTacTasd (BXK. Touka 4.4).

Copoeunu napyuenus
B KIHHUYHH K3ITHTBAHKS, HAMAICHHS B JIeBOKAMEPHATA QpaKima Ha usTiiacksaHe (JIKD

[OJ AOJHATA IPAHMLIA HA HOPMATA, ¢4 CHOOIECHH TpH okoNo 2% ot naunenTHTe ¢ TUCT, nexy
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cbC CYHUTHHHO, 4% OT nauueHTHTe ¢ LrTokuH-pedpakreper MBKK 1 2% or naientrTe ¢ I'HCT,
nonxy4asaiy mianeto. Tesu norrkenns B JIKOH usrnexna He ce 3aABI00UABAT M 9€CTO Ce
nopoOpaBaT B X018 HA JieueHHero. B npoyusane npu HesekysaH a0 MoMeHTa MBKK, 27% or
nalMeHTHTe Ha CyHHTHHHG H 15% ot nanuentute Ha IFN-0 c2 mMami crofinocT Ha JIK@OH nox
IONMHATA rpaHmMIa Ha Hopmara, Jsama (<1%) naipeHTH, NOTy4aBai CyHUTHHHO, ca
auarHocTunmpasu cs¢ 3CH.

IIpu nammentr ¢ FTUCT, “chpaedHa HeAOCTATEUHOCT, “3aCTOHHA CHPACUHA HEAOCTATBUHOCT HIH
“/leBOKAMEPHA ChPACYHA HEAOCTATHYHOCT” ¢a Chobinent npu 1,2% oT nalpeHTHTe, NEKYBaHH CEC
cyHnTHHHG, ¥ pu 1% oT naiMenTHTE, NeKyBanu ¢ miaue6o. B ocnosHoro T'MCT npoyusase dasa 3
(n=312), cBBP3aHH C NEISHHETO JICTAIHU CHPACYHH PeaKilHH ¢& PL3HHKHAMH npH 1% OoT naumeHTHTe
OT BCAKO PAMO Ha MPOYYBAHETO (T.e. paMeHaTa Ha CyHHTHHHO H riane6o). B npoyusane dasa 2 npu
uurokus-pedpaxrepau MBKK naumenTn, 0,9% ca noiy4is cBBpP3aH ¢ T€4EHHETO JIETANICH HHapKT
HA MHOKap/ia, a B poyBaHe ¢a3a 3 npu Henekysanute g0 MoMenTa 38 MBKK naumenTs, 0,6% or
nampenTuTe B paMoTo Ha IFN-a 1 0% ot nauseHTHTe B paMOTO HA CYHHTHHHO ca HMAITH CHpACYHH
crOuTHa ¢ neranex m3xo, Ilpu npoyasane ¢asa 3 mpu ITHET, 1 (1%) naumeHT, npueMan CyHUTHHUO,
€ NOJIYYII CBBP3aHa C JICUCHHETO JICTATHA ChP/Ie9HA HEAOCTATBIHOCT,

Cvoo6u napyuienun

XUIEePpTOHUA

XHNepTOHHATA € MHOTO YECTa HEXEJIaHa peaxld, chobliaBaHa Mo BpeMe Ha KIHHMIHHATE
npoyuBasud. [Ipy npubnusurenso 2,7% or naumeHTHTe, KOMTO Ca MMAIIH XHIIEPTOHMA, 1034Ta Ha
CYHUTHHMO € HaMAJIeHA WIH NMPUEMBT BPEMEHHO ¢ MpekpateH. [Ipu HUTO eMH OT Te3H NAIHeHTH
NpUEMBT Ha CYHHTHHHG He € Oun OKOHYaTeNHO nmpekpareH. Texxa xunepronus (>200 mmHg
cucronno wid 110 mmHg anacTonHo HanfgraHe) € HACTHINA ITPH 4,7% OT NAUKEHTHTE CHC COJTUIHH
TYMOpPH. XHIIEpPTOHHMA € cr0o0meHa npu npudimsurenHo 33,9% ot naupeHTHTE, NpHEMAITH
cyHuTHHHO 3a HesexysaH no Momenra MBKK, B cpasreHne ¢ 3,6% or naimenTHTe, MpueMainy IFN-o.
Texxa XHIeproHKHa € HacThWIa MpH 12% OT HeNeKyBaHHTe O MOMEHTA NAIHEHTH HA CYHHTHHHO H
<1% ot nammenTre Ha IFN-a. Xunepronus ce ¢cxolinasa np 26,5% or nauMeHTHTe, IpUeMalim
cynutHHHO B [THET npoy«saHe ¢a3za 3, B cpaBHeHue ¢ 4,9% oT naimeHTITe, MpUeMaiiu ranebo.
Texxa xuneprornua ¢ HacTbmuia npA 10% or ITHET nanmenTyre, npueMalmy CyHHMTHHHO, H 3% ot
MAIMEHTHTE Ha Iuianedo.

CoOMTHA HA BEHO3HA TPOM

C10MTHA HA BeHO3HA TPoMOOeMOONH, CBBP3aHH C JIEYEHHETO, Ca CHOOILICHH NPH MPHOIH3IUTEIHO
1,0% OT nalnmeHTHTE ChC CONMMAHYA TYMOPH, KOMTO CA MPHEMATH CYHHTHHMO B KIIMHWYIHY U3NHTBAHUA,
pxnoauTentHo F'UCT u BKK.

B T'UCT npoyuBase daza 3, ceaeM nauueHTH (3%) Ha CYHUTHHUO ¥ HMTO eAMH Ha Iu1auebo ca MalH
BEHO3HH TpoMboeMOomuHK crOrTHA; 5 oT 7 ca 6w ¢ xenboka BeHo3Ha TpoMboza (IBT) ot 3
cTernicH, a 2 ca o1 cue crenel | wm 2. Yernpu ot Te3r 7 TACT nanpeHTH ca MpekpaTuIA
JIeYeHHeTO cJIe/] ITBPBOTO yeTaHORABaHE Ha JIBT.

TpunaneceT naieHTH (3%), npueMalH CyHUTHHHO B mpoydBaHe ¢asa 3 npu HeJieKyBaH 10 MOMCHTA
MBKK, 1 4 nauments (2%) B 2 npoy4raHHA npH MTokHH-pedpakrepeH MBKK ca chobunu 3a
BeHO3HH TpoMbGoeMOoHaHM cpbuTud. [leseT o1 Te3n naieHTH ca ManH Senoapobua emObomusa; 1 ot
creneH 2 U 8 ot crened 4. OceM or Te3n natmeHT ca mvam IBT, 1 or crenen 1; 2 or crenen 2; 4 ot
crened 3 u 1 or crenen 4. Emyn nanpeHT ¢ 6enoapobHa eMO0mMa B NpOYYBaHETO Ha LIHTOKHH-

pedpakrepen MBKK e uman npexscBaHe Ha IMpHEMA.
[Ipn nenexysanu A0 MoMeHta nauueHty ¢ MBKK, npuemaimu IFN-a, ca crobmenn 6 (2%) BeHO3HH
TpoMGoeMbomyHKl crOrTHS, 1 nauuenT (<1%) e uman JIBT ot crened 3 u 5 naipenTH (1%) ca

nmanu GenonpobHa eMOomMA, BCUYKH CBHC CTeNeH 4.

CrburHa Ha BeHO3HA TpoMboeMbonua ca chobmenu mpu 1 (1,2%) or naLMeHTHTE B paMoTo,
NMpHeMAall¥ CYHUTHHUO, U IIPpH 5 (6 1%) ot naumeHTHTE B paMOTO Ha ranedo B mpoy4BaH
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Hiama cpo0IIeHH CiTydaH ¢ JeTaleH H3X0A NpH perucTpauHonHurre npoyusadus mpu [UCT, MBKK u
HHET. Cnyuan ¢ JieTalleH ¥3X0/1 ca HabmoaaBaH! NMpH NOCTMAPKETUHIOBOTO NMpoOC/iesBaHe.

Ciryuan Ha GenonpobHa eMGonus ca HabmozasaHu npu npubmusurenHo 3,1% or naunenture ¢ F'ACT
1 npn mpubmasurenso 1,2% ot nanuerrure ¢ MBKK, xonTo ca nosmyyasans CyHHTHHHO B
npoyuBaHmaTa ¢asa 3. He ca nonydens crobimenus 3a OenoapoOHa eMOONHA MPH NALTHEHTHTE C

IIHET, xouTO ¢a NoMy4aBalH CyYHHTHHHMO B npoy4BaHeTo (paza 3. PeaxH crydaH ¢ JeTaneH H3XoA ca
Ol HaOmoaaBaHy IPH MOCTMAPKETHHIOBOTO MMpoCaeAaBaHe,

IMaipenTHTe, KOMTO ca MMaiH OenoapobHa emMOOmas B paMKkuTe Ha Npeaxoanure 12 Meceua, ca Owm
H3KMIOYEHH OT KIMHHYHHTE NPOYYBAHHA Ha CYHHTHHHO,

Ipu nalMeHTHTE, KOUTO CA NMOyYaBalM CYHMTHHHO B PErHCTPALIHOHHMTE NpoyYBaHus ¢asa 3,
Genonpobuu cuOUTHS (T.€. NUCTIHeA, IUIeBpalieH H3NuB, OenogpobHa eMboIna HWIH 6enoapobeH oTok)
ca 6umH crobmenm npH npudmusurenio 17,8% ot naumerrire ¢ TUCT, npu npubmsurento 26,7%
or naiMeHTHTe ¢ MBKK 1 nipn 12% ot naimenture ¢ ITHET.

[Tpu npubausurenso 22,2% OT NAMEHTHTE CBC COMUAHH TymMopH, BKmounTeHO THCT u MBKK,
KOHTO Ca NOTy9aBaTi CYHHTHEHO B KIIMHHIHK ITPOYYBAHHUSA, ca HabmoaasaHH 6eoapoOHH CHOUTHA.

CmoMauno-upesnu HapyuieHus

[TaukpeaTnT ¢ HabmonagaH HedecTO (<1%) npu nauueHTHTE, NoTy4asany CyHHTHHHO 38 ITHCT uin
MBKK. He ce choOiiana 3a cBpp3aH ¢ nedeHnero naHkpearur B [IIHET npoy4ysanero dasa 3 (px.
TOUKa 4.4).

JleTaTHHA CTOMANIHO-YPEBHH KPBBOM3NIMBH ca choomenu mpu 0,98% ot naimeHTHTE, MOTyYaBaIIH
mwiaue6o B TUCT npoyusane ¢dasa 3,

Xenamobunuapru napywerus

Crobmaea ce 3a yepHoApoOHa ANCHYHKIMA, KOATO MOXKE A8 BKJIIOMBA OTKJIOHEHHS B YePHOIPoOHUTE
byHKIHOBANHK NOKA3aTENH, XETIATHT WIH YepHOAPOOHa HEAOCTATHYHOCT (BXK. TOUKa 4.4).

Hapyuienus na xoocama u nooOxodxcsama mvKau
Cro0masar ce ciy4ad Ha MHOJepMa FaHrpeHO3yM, KOHTO KaTo LIUTO ca oOpaTMMH clien npeKkpaTapaHe
HA NIpHEeMa Ha CYHHTMHHO (B¢, ChIIO TOYKA 4.4).

Hapyuienia a MyCKyAHO-CKEREMHEAMaA CUCMEMA U CHEOUHUMERRAMA MbKAH
Cro0IIaBar ce crydaH HA MHOTIATHA W/HIH pabaoMUoMN34, HAKOH OT KOMTO ¢ 650peuna
HeAOCTATHYHOCT. [IalMeHTH ¢ NPH3HAH WM CHMIITOMH Ha MyCKYJTHa TOKCHYHOCT Tpsa0ea na 6bpaar

JICKYBaHH CTIOpe]i CTAHIAPTHATA MEAHLIMHCKA NMPaKTHKa (BX. To9YKa 4.4).

Crobmmasar ce cyqdad Ha oOpaszyBaHe Ha (PHCTYJIM, NOHAKOTA CBLP3aHM C TYMOPHA HEKPO3a H
perpecus, B HIKOH ClTy4au C JICTaJleH W3Xo (BX. Touka 4.4).

Crobmaga ce 3a ¢JIydaM HA OCTEOHOKPO3a Ha YeMOCTTA HPH NAlMEHTH, JIEKYBaHM ChC CYHHTHHHO, No-
rOJIAMATa 94CT OT KOMTO — MPH MALMEHTH ¢ HACHTHOUILMPAHH PHCKOBH (GaKTOPH 32 OCTEOHEKPO3a Ha
9eMOCTTa, B YACTHOCT €KCno3HiMa Ha OMpochOHATH 38 HHTPABEHO3HO MIPHIOKEHHE W/ HIM AHAMHE3A

33 JEHTATHO 3a00/9BaHe, H3HCKBAIO HHBA3HBHH ACHTANHH NpoueaypH (BXK. ChIIoe Touka 4.4).

Hscnedearnun
JaHHK OT HEKIMHAYHHE (in vitro U in vivo) NpoyvBaHui, B JO3H MO-BHCOKH OT NPENOPHYNTEIHATA
NPH XOpa, NOKA3BAT, 4e CYHHTHHUO npUTexasa CBOMCTBOTO Ja HHXHOHpa npoueca Ha pern
HA CHPACYHMA aKIMOHEH NMoTeHIMan (Hanp. yasokasade Ha QT-uHrepsana).
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KOHLEHTpAHH, IPHOMMIMTEHO JBOKHO 10-BHCOKH OT TEPANEBTHYHATA, CYHHTHHHO € ToKasan, e
yawokasa QTcF unreppana (kopexims Ha QT-mmrepsana no Fridericia).

VY remkasasrero Ha QTc uHTepBana € H3C/IeIBaHO B €XHO NMpoy4BaHe ¢ 24 naiHenTH, Ha Bp3pacTt 20-87
rOIMHK ¢ HATIPEAHAIH MI0KaueCTBeHH 3abomasanus. Pesyratre OT TOBA POYIBAHE Ca MOKA3AH, Je
cyHHTHHHG nMa edexT BBpxy QTc unTeppana (aedHHHPAHO KATO CpeaHa IUiaLebo-KopHTHpaHa
mpOMsHa oT > 10 msec ¢ ropHa rpasuua npx 90% mosepurenex uurepsan [CI] > 15 msec) npu
TepaneBTHYHA KoHueHTpaims (Jex 3), c M3non3paHe Ha MeTo/la Ha 6a3a/iHa KOpeKLps B paMKUTE Ha
IEH ¥ TIPH N0-BHCOKA OT TepaneBTHYMHATA KOHLEHTpauwA (IeH 9), ¢ H3no/3eaHe HA ABATA METOAA HA
GasanHa xopekumsa. Huro eauH mauueHT He ¢ nokasan crofiHocT Ha QTc unrepsana > 500 msec.
Brnnpeks ue edekt BrpXy QTcF unTeppana e Habmonasan Ha 3-THd ieH, 24 4aca cleJ MpHIATaHeTo
(T.e. IPH TEpanNeBTHYHA IUIA3MEHA KOHLIEHTpAlMA, OYaKBaHa CJie/l NPEeNOPEIMTEIHATA HAYATHA 1032
50 mg) nmpu MeToAa Ha Ga3ayTHa KOPEKIMA B paMKHTE Ha A€HA, KIMHHIHATA 3HAUMMOCT Ha Ta3H

HaxXoaka € HCACHA.

C nomMonrra Ha noapoOHu cepmiinu EKI™ 3anicH, HanpaBeHH 110 BpeMe, OTTOBapAlllO Ha
TEPANeBTUMHATA WIH N0-TOJIAMA OT TEPaNeBTHYHATA eKCTIO3HLMA, PH HUTO €IHH OT NALMEHTHUTE OT
nognexkamata Ha oueHka wi ITT nomynaipuure He e HabmoaasaHo passHTHE Ha yaAbDKaBaHe HA QTc
HHTEPBANA, KOETO C€ CYMTA 33 “TeXK0” (T.€. pABHO HA HIH MO-rO/IAMO OT CTéneH 3 no odmure
TepMHHONOMMYHM KPHTepUH 3a HexxerraHK cs6HTHg (Common Terminology Criteria for Adverse
Events, CTCAE), sepcus 3.0).

[Tpu TepaneBTHHHM IU1a3MEHH KOHLIEHTpALMM, MAKCUMAIHATA CpeHa mpomAxa Ha QTcF uxreppana
(xopeximsa mo Fridericia) cipamo n3xoaHata crofiHocT ¢ 6una 9 msec (90% CI: 15,1 msec). Ilpn
KOHLICHTpalMK MpHOIM3HTENHO ABOHHO [IO-TOJIEMH OT TepaleBTHYHATA, MAKCHMAIHATA NPOMAHA Ha
QTcF HHTepBana crpaMo H3XOAHATA cTolHoCT ¢ 6mna 15,4 msec (90% CI: 22,4 msec).
Moxkcudnokcaims (400 mg), H3NOI3BaH KATO NIO3HTHBHA KOHTPOIIA, € MOKa3al MAKCHMATHA CpeHa
npomsaHa Ha QTcF uHTepBana cnpAMo H3X0AHATa CTOHHOCT 5,6 msec. I1py HHTO €AHH NALMEHT HE €
HabmonaeaH edext Bpxy QTc unrepsana, no-ronsm ot cremneH 2 (mo CTCAE, sepcus 3.0) (Bx.
Touka 4.4).

IOsnrocpoua 6ezonacHoct mpH MBKK
Jisnrocpounara 6ezonacHOCT Ha CyHHTHHHO nipy naimeHTH ¢ MbKK e ananusupana B 9 3aBbpIlIeHH

KITMHHYHH MPOYYBAHHUA, IPOBEACHH B YCJIOBHATA Ha JICYCHHE OT ITHPBa JIHHHA, Gepaluzymat-
pedpaKkTepHO H IIMTOKHH-pedpakTepHO 3abonaBane mpd 5 739 natmenTH, ot KouTo 807 (14%) ca
NleKyBaHH B NMPOAL/DKCHHE Ha > 2 roMHH M 10 6 roguss. Ot 807-T€ maiueHTH, NoTy9aBaTH
ABICOCPOUHO JISMCHHE ChC CYHHTHHHO, OBEYETO CBBP3aHH C JICYCHHETO HEKENNaHH ChOHTHA
(treatment-related adverse events, TRAES) ce nofBsBaT ITbpBOHAYATHO Ipe3 ITbpBHTE 6 Mecelia — 1
rOAMHA H CJIE] TOBA Ca HETIPOMEHEHH HIH HAMAIABAT 110 YECTOTA C TCYEHHE Ha BPEMETO, ©
M3KTIOYEHHE Ha XHITOTHPEOHIH3bM, HHATO HYECTOTA CE€ YBEIMYABA IIOCTENCHHO C BPEMETO, KaTo Npe3

6-roqHIIHMS NEPHO] C€ TIONBIBAT HOBH ciTy4au. [Ipoab/DKHTENTHOTO JiedeHHE ChC CYHMTHHMO
H3ITISHKIA He € CBBPp3aHo ¢ HOBH BHAOBe TRAES.

ITeAMATPHYIHA HOITYIALHA
ITpoduneT Ha Ge30NaCHOCT HA CYHHTHHHO € noiydeH ot npoyusaHe ¢asa 1 ¢ moBHInaBaHe Ha 03aTa,

OTKPHTO NpoyuBaHe ¢aza 2, mpoyusaHe ¢aza 1/2 ¢ eqHo pamMo U OT MyOIHKALMH, KAKTO € ONMHCAHO 110-
aony.

ITposeneHo e npoyusaHe asa [ ¢ ypenuyaBaHe Ha J103aTa NepOpaIeH CYHHTHHHO 1pH 35 nalmeHTH,
BxodBamo 30 meaAHATPHYMHH NalMeHTH (Ha BB3pacT OT 3 roAMHH 40 17 roauHn) H 5 Miaau

BE3PACTHH NaLMeHTH (Ha BB3pacT or 18 no 21 roayum) ¢ peppakrepHy COMHAHM TYMOPH, KaTO No-
roJiaMaTa 9acT OT MalLMEHTHTE ¢a C OCHOBHA AMArH03a MO3bYEH TyMOp. BCHUKH y4aCcTHHIM B

NPOYYBAHETO MONYHYABAT HEXKEJIAHM JIEKAPCTBEHU PEaKI[HH, KATO MOBEYETO OT TE3H PeaKLMH

(cTemneH Ha TOKCHYHOCT = 3) M BKIIFOYBAT KAPAHOTOKCHYHOCT. Hal-uecTHTe HEXKENnaHu pe oA \

ractpouTecTHRANHA (I'H) TOKCHUHOCT, HEYTPONEHHA, yMOpa K nosmasane Ha ALT. Puckmr o1 ° -~ ¢ \

CHPACYHM HeXKENAHH JIEKAPCTBEHH PEAKIMH H3ITIEX/a MT0-BHCOK TIPH T THATPHIHHTE NALHEHTH (i 1 a3l

npeaxoAHa eKCNOo3uLMA Ha 00TbuBaHe Ha CHPLETO HIH AHTPALMIUIHHY B CPaBHEHHE C nenna'r’bmnme S
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naipeHTH 63 npeaIXo/Ha eKcrno3uum. IIpy Te3n neAMaTPHYHHA NALMEHTH 0e3 MPeaXOHA eKCMO3HIHI
HAa AHTPAIMKITHHE WIH O0ThUBaHe Ha CHPLETO € HACHTHOHIHMpaHa MAKCHMAITHATA MOHOCHMA 034

(MILD) (Bx. TOuka 5.1).

IIpoBeneHO € OTKPHTO Mpoy“BaHe da3a 2 np 29 NaMeHTH, BKnoYBamo 27 neAHaTPHIHH NAIMEHTH
(#a BE3pact ot 3 Ao 16 roauHM) ¥ 2 MIaaH BB3PacTHHU NAMEHTH (HA BB3pacT oT 18 roauxu Ao

19 romum) ¢ pexypeHTer/mporpecuses/pedpaxreper BucokocreneseH rimoM (BCIY) win
eneaauMoM. M B fiBeTe rpyImH HAMa HexejlaHu peakivu creneH 5. Hali-uecture (210%) Hexenanu

cBOHTHS, CBEp3aHM C ICYCHHETO, Ca NoHMWKeH Opoli Ha HeyTpodummTe (6 [20,7%] malmeHTH) K
BhTpeuepencH Kpeeou3mms (3 [10,3%] nauuenTH).

IIposeneHo e npoyusase (asa 1/2 ¢ eano paMo NpH 6 NEAHATPHYHH NALMEHTH (Ha BB3PACT OT

13 roguuu o 16 roqunn) ¢ Hanpeauan Heonepabunen 'UCT. Hali-uecTHTe HeXeaHH JICKAPCTBCHH
peaKLiMy ca Juapui, rafieHe, NoHwkeH 6poii Ha GermiTe KPHBHHM KIETKH, HEYTPOIICHHA M r1aBobomme
npH 3 (50,0%) naupeHTH OT BCAKA PEaKLHA, IMIaBHO cTeneH 1 uiM 2 no rexecrt. YeTMpuma ot

6 natgieHTH (66,7%) MOTYYaBaT HeXeaaHu ChOHTHA, CBBP3aHH C JICYEHHETO, OT CTeNneH 3-4 (crerneH 3
xunogocdaremMus, HEYTPONEHHA K TPOMOOLMTONEHHUH IPH | NAIMEHT OT BCAKO CHOMTHE K
HEYTPONEHHA OT cTereH 4 npu 1 nmaiuenT). B Tosa mpoy4ysaxe He ce crofmasa 3a CepHO3HU
nexxenaku cx0uTHE (CHC) M HexxenaHH eKapcTBeHH PpeakiiMH CTeneH J. B apere KIMHWYHH
MPOYYBaHUA M MyOauKaMuTe NpodWTET Ha 6e30MacHOCT CHOTBETCTBA HA HIBECTHHA Npodi Ha
6e30macHOCT MPH BH3PACTHH.

C ¢ Ha 1moao3 HEeXe/IaHH

Crof1aBaleTo Ha NOAO3HPAHM HEXENaHH peaKkLMH cleJl paspelnaBaHe 3a ynorpeba Ha JIeKapCTBEHUA
MPOAYKT € BaxkHO. ToBa NO3BOJIABA Aa MPOXHDKH HAOMONCHHETO HA CHOTHOIIEHHETO NOJI34/PHCK 38
NEKAPCTBEHHS MPOAYKT. OT MEAMIIMHCKUTE CIIELMANMCTH C6 H3HCKBA [1a CHOOIABAT BCAKA
NOJO3HPAHA HEXKEIAHA PEaKIHA Upe3 HAlMOHAITHA CHCTEMA 33 cho0maBaHe:

HsirejiHUTEHA areHuMA 1o JiekapeTBata yi. ,,Jiamsan pyes” Ne 8, 1303 Codus, yebeaii:
www.bda.bg.

4.9 Ilpeno3upasne

Hama cneuuduaeH aHTHAOT cpeury npenosupane cse CyHRTHHAG CaHio3 u 1e4eHMeTo Ha
npego3upaHeTo TpAOBa a ce ChCTOH OT OOIM NOATBPAAIIN MEPKH. AKO € ITOKA3aHO,
eTHMHHHMPaHETO Ra HeabCOPOHPAHOTO AKTHBHO BEIICCTBO MOXKE Ja C€ MOCTHIHE 9pe3 NOBPHINaHe WIH
npoMHBaHe Ha ctoMaxa. Crobienu ca ciyvyan Ha NpeJo3upaHe; HAKOM CITyYaH ¢a CBbP3aHy ¢
HEXXEJIAHHM PEakIM, ChOTBETCTBAINM Ha H3BECTHHA IMpodun Ha 6€30MacHOCT Ha CYHHTHHHO.

5, ®APMAKOJIOTTYHHA CBOHCTBA
5.1 PapmMaxonRHAMHEYHEA CBOHCTBA

dapMaxkoTepareBTHYHA rpyTia: AHTHHEOIUIACTHYHH CPEeICTBE, HHXHOUTOPH Ha MPOTEHHKWHA3ATA,
ATC xon: LO1EX01

MexaHuw3sM HA NEHCTBHE
CyHuTuHHO HHXHOHUPA MHOXKECTBO perierrropHu THpo3HHKMHA3H (PTK), KOUTO y4acTBaT B TYMOPHUSA

PacTeX, HSOAHTHOTSHE3ATa M METACTATUYIHOTO pa’BHTHE Ha paka. CyHUTHHHO € 6un HaeHTH)HIHpaH
KATO HHXMOHTOP HA PeLCNTOPHTE Ha noxyueHus ot TpomboliuTu pacrexeH daxrop (PDGFRa 1

PDGFRB), peuenropure Ha chaoBua eHpoTeneH pacrexeH daxrop (VEGFR1, VEGFR2 u VEGF
peuenrropa Ha dakropa Ha cTeonoeute Kietkd (KIT), Fms-nonobxata THposun xunasa 3 (ELEF3)ntp « 4. .
pelienTopa 38 KoJoHuocTuMyaMpamua pakrop (CSF-1R) 1 penerrropa Ha noyvYeHus ot "
KneThuHa THHHA HepoTpoduueH pakrop (RET-eua penerrropaa THpo3uHKKHA3a). B 6udxsmfu
KIETHYHH AHATH3H OCHOBHMAT MeTaBo/uT nokassa aeHcTBHE, N0AOGHO HA CYHMTHHHG. | & / -
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Knuruunara 6e3onacHocT H eHKACHOCT Ha CYHMTHHHO ca 61UTH MPOy4YeHH IpH JicueHHe Ha
naupeHTH ¢ TUCT, KOHTO ce OHIM pe3sHCTeHTHH Ha HMAaTHHMO (T.€. TE3H, KOHTO Ca HMAJIM IIPOTrpecHA
Ha 3a60/ISPaHETO MO BPEME HITH CleX JIeYeHHE ¢ MMATHHHO) WM ¢ HENOHOCHMOCT KbM MMaTHHHD (T.€.
Te3H, KOMTO ¢a MONYYH/IN 3Ha%MMa TOKCHYHOCT IO BpeMe Ha JicdeHHe ¢ MMaTHHHD, KOATO €
NONpeYH/Ia Ha MO-HATATHIIHOTO JIENeHHe), KakTo NpH nedeHne Ha naimenTH ¢ MBKK u nedenrero ua
paupeHTH ¢ Heonepabunex ITHET.

EduxacHoCTTA Ce OCHOBaBa Ha BpeMeTo 10 TyMopHa nporpecus (BTII) u yBenu4yaBane Ha
npexussemoctTa npn T'UCT, na npexwusaemMoct Ge3 mporpecus (TIBIT) u yecroraTta Ha o6eKTHBEH
orrosop (HOO) croTBeTHO 1pM HeleKyBaH U HTOKMH-pedpakTepeH MBKK u Ha [1bIIopn ITHET.

Iacmpounmecmunantiu cmpoManiu mymopu

[TepBOHAYATIHO OTKPHTO NPOYHBAaHE ¢ IOBHIIABAHE Ha £03aTa € OWIO NMPOBEACHO NPH NMALHEHTH C
TUCT cnen Heycnex ¢ uMaruHub (cpeqHa MakcHMManHa qHeBHa A03a 800 mg) nopaay pe3uCTCHTHOCT
WM HEIMIOHOCUMOCT. BxmosteHn ca O1IH AeBeTAeCET U CeeM NaLMeHTH IIPH pa3IuHH J03H U CXEMH;

55 nanpeHTH ca nonyuaBadH 30 mg cyHuTHHHO NO mperophYBaHATa CXEMa Ha JIeYCHHE 4 CeAMMIM
Ha/2 ceamuH Oe3 (Pcxema 4/2”).

B ToBa npoyusaHe, MEAHAHATA H BpeMeTO 0 TyMopHa mporpecus (BTII) e 6una 34,0 cenmmmu (95%
Cl: 22,0, 46,0).

[Ipy nalMeHTH ¢ HEMOHOCUMOCT KbM MMATHHHO, WK ¢ TporpecHd Ha Gosectra 110 BpeMe WiH cief
nedeHue ¢ MMaTHHUO (cpeaHa MakcHMAaIHA fHeBHa Ao3a 800 mg) e 6umno mposeaeHO paHIOMH3IHPAHO,
ABORHO-CNIANO, IIAaLe00-KOHTPOIMpaHo Npoy4uBaHe ¢a3a 3 Ha CyHHTHHHO. B ToBa nNpoy4sane, 312
nalMeHTH ca Own paHgoMu3upanH (2:1) Aa NoMy9aBaT [EPOPATHO BEAHLK AHEBHO 0 cxeMa 4/2 50
mg CYHUTHHMO WK manedo no nporpecus Ha 3a00/4BaHETO HUTM OTTEIVIAHE OT NPOYYBAHETO MO
Apyra npuumHa (207 nauMeHTH ca nomyJdasamy CyHATHHMO, a 105 nanueHTH ca nomy4yasanu niauedo).
[IhpeuunaTa kpalisa Touka 3a edukacHOCT npH npoy4usaHeTo ¢ 6mna BTIL, onpenenexa karo BpeMero
OT PaHAOMM3HpaHe 10 ITbPBOTO AOKYMEHTUpaHe Ha 00CKTHBHa Nporpecus Ha TyMopa. Ilo BpeMeTo Ha
NpeXBAPHTETHO ONpeAeICHHA MeXAUHEH aHanH3, cpeaHoTo BTII npu cysyrmriamb e 6mwio 28,9
cemmuii (95% C.1.: 21,3, 34,1) cnopen ouenxara Ha w3cnenosatens H 27,3 cexmmm (95% CI: 16,0,
32,1) cniopea oneHKaTa OT He3aBHCHMMA IIperiien U € 6110 CTaTHCTHYECKH 3HAYHMO 1O-
npoabDkuTenHo, 0TKoIKoTO BTII npu nnaue6o or 5,1 cenmuu (95% C.1.: 4,4, 10,1) cnopen
OlLleHKaTa Ha u3caegosarena H 6,4 cemvuum (95% CI: 4,4, 10,0) cniopen oueHkaTa OT HE3aBUCHMHA
npernen. Pazmuxara 8 o6mara npexxkupieMoct (OI1) e Ouna cTaTHcTHYecKH B 10138 HA CYHUTHHHO
[koepmmenT Ha puck (HR): 0,491 (95% C.1. 0,290 - 0,831)]; pucksT oT cMBpT € 6HI 2 ITBTH 1O-
BHCOK MpH NALHEHTHTE B PAMOTO Ha 1wiane6o, CpaBHEHO ¢ paAMOTO HA CYHMTHHHO.

Cnen MexIHHHMA AHATH3 Ha ePHKACHOCTTA H 6€30MacHOCTTA, IO NPEnopbKAaTa Ha He3aBUCHMHA bopna
3a MOHHTOpHpaHe Ha AaHHH ¥ Ge3onacHocT (Data and Safety Monitoring Board, DSMB), paskpuBane
Ha 3aCJIENIABAHETO H HA MALMEHTHTE B paMOTO Ha M1anefo € mpeyioxkeHo OTKPHTO JIEUCHHE ChC

CYHHTHHMO.

O61o 255 naiueHTH, NpHEMAIH CYHHTHHHO B OTKpHTaTa (pa3a Ha NPOYYBAHETO, BKITIOUMTENHO 99
NaLMEeHTH, KOUTO ITbPBOHAYANHO ca OwiH nexyBaHH ¢ mwianebo.

AHATH3BT HA MLPBHYHHTE H BTOPUMHKTE KpalHi TOYKH B OTKpHTaTa ¢)asa Ha IPOYyIBAHETO
NOTBBPKAABAT Pe3YITATHTE, TIONYHESHH 0 BpeMe HAa MEXIMHHUA AHAIH3, KAKTO € NT0KA3aHO B
tabmvmua 2:

Ta6anna 2. TACT o6o6menne 53 kpalinaTe ToukH 38 epuxacHocT (ITT nonynanud)

| /isolimo-cI1SM0 JJeUeHHE _
Mennana (95% CI) Koedrnuenr 5a pucK

Kpaiina Touxa Cynnrnuub | TLnane6o | (95% CI) -rﬁ-
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Memnmma 27,3 (16,0, 6,4 (4,4,10,0) [0,329 (0,233, | <0,001 -
32,) | 0,466)

Kpaitsa 26,6 (16,0, 6,4 (4,4,10,00 [0,339(0,244, | <0,001 10,4 (4,3,

i 32,1) 10,472) | 22,0)

Bropruna _ L

PFS |

(cemmmint)® N

MexmHHHA 24,1 (11,1, 60(4,4,99) [0333(0,238, [<0,001 |-

28,3) 0,467

Kpaiisa 22,9 (10,9, 6,0(4,4,97) |[0347(0,253, |<0,001 |-
28,0) | ___10475)
6,8(3,7,11,1) [0(-) NA | 0,006 -
6,6(3,8,10,5 |[0() NA 0,004 10,1 (5,0,
| _ 17,8)
lOS(cenmum)"4 . e .
MexauHHa - - 0,491 (0,290, 0,007 .
| ] 0,831
Kpaia | 72,7 (61,3, 64,9 (45,7, 0,876 (0,679, | 0,306 -
83,0) 96,0) 1,129) | |

Coxpamenns: CI=nopepHrencH mrrepm ITT=noanexmama Ha JICYCHHE; NA=penpunoxumo, ORR=cTencH Ha 00CKTHBCH

m*mnup, 0S=o00ma npexusgeMmoct; PFS=npexunsemoct 6¢3 nporpecus; TTP=speMe A0 TYMOPHA NPOTPECHA.
Peaynrarare ot apolino-cnsnara dasa na newcHue ca ot ITT nomynamusaTa |, KBAETO € 610 YMECTHO, € fia

HANpAB&HA ICHTPATM3APAHA PCHTTCHOJOTHYHA CIICHKA.
6 Pesynrarare 338 ¢HKACHOCT OT 99 MAUMeHTH, KOUTO CA NPEMHHAITH OT Tuialuefo Ha CYHHTHHHO ClIeh pa3kpHBaHe Ha

KOZOBETE HA PAHAOMA3AIMA. bHA ¢ HANpaBCHA MOBTOPHO H3IXOAHA OLICHKA PR MPEMUHABAHETO H AHANHIBT 34
eHKACHOCT ¢ Bb3 OCHOBA HA OLICHKATA HA HAICISIOBATEIIHT.
’ bposr Ha PFS npn MEXIMHEHHSA aHAMH3 ¢ aKTYANTHIHPAH BE3 OCHOBA HA MPEH3ITHC/INBAHE HA ITHPBOHATATHHTE JRHHH,
Peaynrarure 0T ORR ce MpeacTaBaAT KATO NPOLICHT HA NMALHEHTHTE, KOUTO ¢4 OHIH ¢ NOTBRPACH 0TroBop ¢ 95% Cl.
A MeamanaTa He € JOCTHIHATA, Thil KATO NAHHKTE BCE OLIE HE ca chOpaHH.

Menuanara Ha OS npn ITT nonynaumara ¢ 6una ceotBeTHO 72,7 ceamuum ¥ 64,9 ceqpmunu (HR:
0,876; 95% CI: 0,679, 1,129; p=0,306) 1ipu cynuTHHub 4 npH rwanebo. B To34 aHaIM3 paMoTO Ha
IwianeSo BKIIIOYBa OHE3H MALMEHTH, paHIOMH3HPAHM Ha Tanebo, KOHTO B NOCIIEACTBHE Ca MOy THIH

NedeHHe ChC CYHHTHHHO B OTKpHTaTa (a3a Ha NpOyYBAHETO.

Henexysan memacmamuuen 6v0peuno-xnenrvuen KapyuHom

[TpoBeaeHO € paHAOMH3UPAHO, MHOTOLICHTPOBO, MEXIYHAPOLHO NPOYYBaHe ¢asa 3, OLECHABALIO
e(HKACHOCTTA H O€30NMACHOCTTA Ha CYHHTHHHO cpaBHeHO ¢ HHTepdepoH IFN-a npr nanueHTH ¢
HesrekyBaH MBKK. CepeMcTroTH M neTaecer nauMenTH ca 6w pannomesupanu 1:1 B
TepaneBTHYHUTE PAMEHA; T€ Ca NOTYYaBAIM JICYCHHE WIH ChC CYHHTHHHMO B roBTapamy ce 6-

CeIMHMYHH IIHKIIH, CECTOAMM ce oT 4 ceaMuird o 50 mg AHEBHO NEPOPANHO NMPHIOKEHHE,
nocaeaBaHo ot 2 ceamuit nouMBKa (Cxema 4/2), wim IFN-0, DpHIOXKEH KATO NOAKOMHA HHKEKLINA

ot 3 muymoHa exuaMi (MU) nmepeara ceamuna, 6 MU eropaTta ceamuna ¥ 9 MU Tperara ceaqmuua u
Clie] TOBA HA 3 HEMMOCNAECAORATEIHM JTHH BCAKA CEAMMIIA.

Mexauasara Ha MPOXB/DKUTETHOCT Ha JieueHMeTo ¢ 6una 11,1 Mecena (auanason: 0,4—46,1) 3a

JIe4eHHeTO CbC CYHHTHHHO H 4,1 Mecenia (ananazon: 0,1-45,6) 3a nevenuero ¢ IFN-a. Cepuosuu
HeXeJIaHH ChOMTHA, CBBp3anH ¢ JieueHHeTo (TRSAES), ca cxobmenu npu 23,7% OT nalfHeHTHTE,
npHeMainy CyHMTHHHO, U 6,9% ot narenTuTe, npuemamu IFN-a. [IpoueHTHTE HAa NpEKpaTIBaHE /_,,_—\
JIe4EHHETO NOPaaH HexenaHnH crOuTHa obave ca 6umm 20% 3a cyHUTHHHO B 23% 3a IFN-a. *

[IpekparsBaHe Ha MpHeMa Ha A03aTa € HACTHIIWIO NpH 202 naumeHTH (54%) Ha CYHUTHHHMO
naipeHTH (39%) Ha IFN-a. Hamanssane Ha no3ata € HacTeimano npy 194 nauwenrn (52%) v 2

cyHHTHHMO H 98 nanmenTH (27%) Ha IFN-¢. [TaimenTuTe Ca JIEKyBaHM A0 NMPOrpecHUs Ha X
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3abonABaHeTo WIH OTTEr/IAHE OT mpoyusaHero. ITpBHUHATA KpalHa TOUKa 3a epHKacHOCT € Ouna
npexusgemoctra 6e3 nmporpecus (ITII). [Tnanmupan MeXIHHECH aHAIH3 MOKA3BA CTATHCTHYESCKH
3HAYMMO MPEIHMCTBO 3a CYHHTHHHO cripaMo [FN-g, B TOBa npoy4Bane, kpaeTo MequaHara Ha I1bI1 3a
[PYI&Ta, IEKyBaHa ChC CyHHTHHHMO, ¢ 61na 47,3 ceammid B cpasHeHKe ¢ 22,0 ceMMiIM 3a rpynara,
nexysaHa ¢ JFN-a; HR e 6un 0,415 (95% CI: 0,320, 0,539, p-cro#inoct <0,001). Jipyra xpalinu TouKH
ca smousam Y00, o6ma npexusieMoct (OIT) u 6esonacHocT. OcHOBHOTO 06pasHO H3C/IEABAHE €
IPEKPATEHO C/e/ JOCTHTaHe Ha IThpBHYHATA KpaiiHa Touka. B okoHuarennua aHamms YOO cnopen
OLICHKATA Ha H3cJen0oBaTeaHTe € 61a 46% (95% CI: 41%, 51%) 3a pamoro Ha cyHHTMHMO H 12,0%
(95% CI: 9%, 16%) 3a pamoto Ha [FN-a (p<0,001).

JleyeHneTo ¢HC CYHHMTHMHHO ce CBBP3Ba ¢ NO-NPOALIDKUTENHA NpexuBieMocT crpamo IFN-a.
Cpemuata OIl e 6una 114,6 ceqmuim 3a pamoTo Ha cyHHTHHHO (95% CI: 100,1, 142,9) 1 94,9
ceaMHIH 3a pamoTo Ha [FN-a (95% CI: 77,7, 117,0) ¢ koepmipieHT Ha pucka 0,821 (95% CI: 0,673,

1,001; p=0,0510 cipamo HecTpaTudmimpan log-rank).

Lianoctuure ITBIT 1 OIL, nabmoaasauu B ITT nomynaimara, onpeaeseHH OT OCHOBHOTO o6pa3Ho
nabopaTopHO H3caeABaHe, ca 0bobmenu B Tabimia 3.

Tabauna 3. Henexypan kbM MoMenTa MBKK — o6o6menne 1a kpafiHHTe TOUKH 32 ¢PHKACHOCT

_(ITT monynamus)
O6obmenne ma npexapgeMoct 6e3 CyaaTaEnb IFN-a
Bporpecas | (N =2375) | (N=2375) ]
[TauneHt 6e3 nmm WIH CMBPT [n g%n 161 (42,9) 176 (46,9)
[Mamment ¢ HabmoaBaHa MPOrpecHa WK 214 (57,1) 199 (53,1)
cmbpT [n (% _ | L
PFS (ceammm) _ o ]
Keapmun (95% CI) _ _ |
25% _ 22,7 (18,0, 34,0) 10,0 (7,3, 10,3)
| 30% _ 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) |
Hecrparuduupan anams: r ]
KoedummeHT Ha pucka (CyHHTHHMO cripaMo 0,5268
IFN-0) |
95% CI 3a xoepHUIHEHT Ha PHCKA (0,4316, 0,6430) L
_p-cmﬁnor.:'r‘ | <0,0001
| Obofmenne ha ofmara DpEeAXHBEEMOCT _
ITameHT, 3a KOroTO HE € H3BECTHO 18 € 185 (49,3) 175 (46,7)
nourHan [n (%)) _ _ :P__ ]
| [awgenT, kokro e nouuHan [n (%)] 190 (50,7) 1200633 ]
OS (cenvyim) -
| Keaprun (95% CI) -— .
| 25% _ 56,6 (48,7, 68,4) 41,7(32,6, 51,6)
150% [ 114,6(100,1,1429) [949(77,7,117.0)
| 5% NANNA,NA) _ [NA(NA,NA) _
| Hectpamdmumpan anamss _ | ]
KoedmmpeHT Ha pucka (CYHHTHHHO CITpAMO 0,8209
IFN-o) o
| 95% CI 3a koeHIMEHT Ha PHUCKa (0,6730, 1,0013) |
-CTOMHOCT" L 10,0510

Crxpamenne: Cl=noseprreneH nerepsan; INF-o=urrepdepon-anda; ITT=nognexama Ha nedenne; N=0poit
O NAIMEHTH;

NA=nenpunoxamo; OS=o6ma npexmsieMoct; PFS=npexuBsemoct 6e3 nporpecua.
* Ot 1ByCTpaHeH JIOrapUTMHMHEO npeobpasysaH padros (log-rank) Tecr.

Llumoxun-pegppaxmepen memacmamuuen 6vOpeuno-xremvien KapyuHoM

21




IIpoyusane ¢asa 2 Ha CyHuTHHMO e GII0 MpOBeieHO Ha MAIMEHTH, KOUTO ¢a 61TH pedpakTepHH Ha
IIpeANIeCTBAA IIMTOKHHOBA TEPANMA ¢ HHTepaeBKHH-2 MK IFN-«. 1llecTaeceT n Tpu naumeHTH ca
NONYYHIH HaYaIHA 1038 S0 mg CyHHTHHHO MepopaIHO BEAHBK AHEBHO B MPOABDKCHHE Ha 4
MOCIEAOBATEHH CEAMHLIH, MOCIENBAHA OT 2-CCAMHYHA M1ay34a, 3a Ja ce o0XBaHe IThJICH IHKBI OT 6
ceqmui (cxema 4/2). [IspsHuHaTa KpaifHa To4uka 3a edpuxacHocT ¢ Ouna YOO, ocHoBaBalna ce Ha
KpuTepHM 3a OLIEHKA HA OTTOBOpA IpM comuaHu TyMopH (Response Evaluation Criteria in Solid
Tumours (RECIST)).

B ToBa mpoy4BaHe YecToTaTa Ha o6ekTHBHMA O0TrOBOp € OMna 36,5% (95% C.1.: 24,7%, 49,6%), a
meauanata BTII e 6una 37,7 ceanvmm (95% C.1.: 24,0, 46,4).

B noTBEpKACHHKE HA TOBA, OTKPHTO, ¢ ¢AHHHYHO PaMO, MHOTOLICHTPOBO NPOYHBaHe 3a OLICHKA Ha
edukacHocTTa H 6ezonacHocTTa Ha cyHMTHHHE e 6wio mposeaeHo npn natmenTn ¢ MBKK, xouTo ca
OunH pedpakTepHM Ha NPEAIISCTBAINA HMTOKHHOBA Tepamus. CT0 H IMeCT NALMEHTH Ca MOy 4aBaiy
Half-MaJIKO TIO eHa A03a oT 50 mg cynuTHHO no cxema 4/2.

[TnpeHYIHATA KpadiHa TOUKA 32 edHKACHOCT NpH ToBa npoy4ysaHe € 6uwna JOO. Bropuyanmre kpaiHH
TouKH ca skmousann BTII, npoawmkurenHocT Ha otroeopa (I10) u OIl.

B ToBa npoyusate YOO e 6una 35,8% (95% C.1.: 26,8%, 47,5 %). Meauauure Ha I10 u OIl Bce ome
He ca OWIM JOCTUTHATH.

Ilankpeamunnu He8pOEHOOKPURHU MYMOPU

[Moaabpxaiilo, OTBOPEHO, MHOTOLICHTPOBO NpoyuBaHe (pa3a 2 € OLECHHIO ePHKACHOCTTA H
6e30NacHOCTTA TPH CAMOCTOSTEIHO NPWIOKeHHe Ha CyHUTHHHG 50 mg nHeBHO nmo cxema 4/2 npH
naipenTr ¢ HeonepabuwieH ITHET. Ilpu xoxopra oT 66 nalMeHTH ¢ TYMOpH Ha JlaHrepxaHcoBHTe
KJIETKH, TLPBHYHATA KpaifHa TOYKa 3a CTeneH Ha orrosop ¢ 6una 17%.

IIpu naimenTH ¢ Heonepabined ITHET e npoBexeHO OCHOBHO, MHOTOLIEHTPOBO, MEX/[YHRPOIHO,
PaHIOMH3HPaHO, ABOMHO-CIIATIO, MAalebo-KOHTPONMpaHO NMpoy4BaHe ¢ala 3 npH CaMOCTOATENIHO
NpUIOKEHHE Ha CYHHTHHUD.

HeobxomumMo € OW10 NalHEHTHTE A MMAT JOKA3aHA TYMOPHA IIPOrpecHs B pAMKHTE HA H3MHHAJIMTE
12 Mecelia, Bb3 ocHoBa Ha KpurepuuTe 3a oneHxa Ha oTroBopa npu conuaHu TyMopH (RECIST) u ca

6mm pangomMizupand (1:1) na npuemar iy 37,5 mg cyHuTHHMO BeJHRK JHEBHO 663 moyuska (N =
86), wmv mnaneto (N = 85).

OcHoBHaTa 1en € 6una na ce cpasuu [1bI1 npu nanmeHTH, MpUeManM CYHHTHHHO, CIIPAMO NALMEHTH,

npueMamy mane6o. J{pyrure kpaiinu Touku ca smoasanu Of1, YOO, aoknagBaHHTE OT NALMEHTH
naumm (JII11T) u 6e30nacHOCT.

TemorpadckuTe nokaszaresu ca GWIH CpaBHUMH MEXY IpyIIHTE Ha CyHHTHHMO H niane6o. B
AOBIHEHHE 49% OT MALMEHTUTE Ha CYHHTHHHO ca MMaTd He(YHKIHOHATHM TYMOPH B CPABHEHHE C

52% OT naifHeHTHTE, ITpHeMaIH aleto, a 92% ot NaIHeHTHTE H B IBETE paMeHA ca HMATH
yepHOIpOOHH MeTacTa3H.

[TpunokeHHETO HA COMATOCTATHHORH AHAJIO3H € OM/IO pa3pellieHO MO BpeMe Ha MPOYUBaHETO.,

O6mo 66% oT nalEeHTHTE HA CYHMTHHMO ca MpUeMaIN MpeAleCTBAINa CHCTEMHA Tepanus B
cpaBHeHHKe ¢b¢ 72% or naigMeHTHTe Ha wiauebo. B nonmeiaHeHue 24% ot nalMeHTHTe HA CYHHTHHHO
ca MpHeMaTH COMBTOCTATHHOBH 8HATIO3Y B CpaBHEeHME ¢ 22% OT nanMeHTHTe Ha Iianedo.

Habmoxasano e KIHHHAIHO-3HAYMMO MPESAHMCTBO IIPH OLICHABAHETO OT H3CICAOBATE/IA HA
CYHHTHHHO B cpaBHeHue ¢ rianeto. MeanaHaTa HA NPEXHBIEMOCTTA B paMOTO HA C
11,4 Meceua B cpaBHeHME C 3,5 Mecela 3a paMOTO Ha manedo [KoeHIIMeHT Ha PHCKa
(95% CI 0,263, 0,662), p-croiiroct=0,0001]; nono6buu pesynraTu ca 6wm HabmogapaHu,!
OLIEHKMTE Ha TYMOPHMA OTTOBOP, IOJMYYESHH BE3 OCHOBA Ha npuiaradeto Ha RECIST xeM
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H3MEPBAHMATA HAa TYMOpA OT H3CNeOBATENNTE, ca OWIH H3MOI3BAHH 3a ONpe/e/IiHe Ha MIporpecusTa
Ha 3a60/IABaHETO, KAKTO € NOKa3aHo B Tabnma 4. Onexka Ha HR B nonsa Ha cyHUTHHHO €
HabmoaapaHa IMpH BCHYKH NOATPYTHM ¢ OLICHABAHM XapaKTCPHCTHKH HA M3XOAHO HUBO, BKTIOYHTETHO
H aHa;M3 Ha Opod HA KypCOBeTe MpeAINecTBAIIO CHCTEMHO JledeHue. O0mo 29 nalMeHTH OT paMoTo
Ha CYHHTHHHO ¥ 24 or paMoTO Ha nyaledo He ca 61 MOAUTOKEHH Ha MpeAIliecTBalna CHCTEMHA
Tepamun; npH Te3u nanpeHTH HR 3a IIBIT e 6mn 0,365 (95% CI 0,156, 0,857), p=0,0156. Ilonobuo Ha
TOBA, ITPH 37 NalMEeHTH B pAMOTO Ha CYHRTHHMO (BIUIOYMTENHO 28 ¢ 1 IMKHII Ha nMpemmecTpalna
CHCTEMHA Tepanmui H 29 ¢ 2 WIH noBevye UMKhJIa Ha CHCTeMHA Tepanud) ¥ 61 naluueHTH B paMOTO Ha

nnanebo (BKIOIHTENHO 25 ¢ | LMK/ HA Npe/IecTBalla CHCTEMHA Tepanui H 36 ¢ 2 wiu noeeye
MKeaa Ha cicremHa Tepamua), HR 3a I1BI1 e 6un 0,456 (95% CI 0,264, 0,787), p=0,0036.

[IpoBeneH e aHanK3 Ha MyBCTBHTENHOCTTA Ha [IBI1, xato naHHHTE 3a nporpecuaTa ce 6a3upar Ha
H3MEPBAHHATA HA TYMOPA, AOKJIANBAHK OT M3C/IEJOBATE/IHTE H KbJACTO BCHIKH NAIMCHTH, OTTIaHAIH
No APHYMHK, Pa3THYHHU OT NPEKPaTABAHE Ha poy4BaHeTo, ca pasrnexaany karo ITbI1 cxburua. Tozn

aHAIH3 MpeACTaBA KOHCEPBATHBHA OLICHKA Ha TepaneBTHYHHA e(PeKT Ha CYHHTUHHO U NoAKpens
mepBHIHMA aHam3, nokassam HR 0,507 (95% CI: 0,350, 0,733) p=0,000193. I'nasroTO Npoy4BaHe

NPH NAHKPEATHIHH HEBPOSHAOKPHHHH TYMOPH ¢ OO MPEKPAaTeHO NPEABAPHTENHO M0 NMPENopHKA Ha

HezasucuM KoMuTeT N0 JiekapCTBeH MOHHTOPHHT, & IThbPBHYHATA KpaiHa Tokuka e Ouna Oa3upaHa Ha
OLICHKATA HA W3CIE/0BATE/A, KATO M ABaTa (paKTA MOXCE [a Ca OKA3A/IH BIIHAHHE HA OLICHKATA HA

TePANneBTHYHHMA ¢(EeKT.

3a J1a ce H3K/TIOYM MPUCTPaCTHOCT MpH OLIEHKaTa Ha u3cneaosaress 3a I1bI1, e nmposeaeH 3acnemneH
He3aBHCHM LeHTpatH3HpaH npernen (3HLII) na pesyrraTdre, KOHTO € MOAKPEIAT OLIEHKATA Ha
M3CIeJ0BaTe A, KAKTO € NOoKa3aHo B Tabnmua 4.

Ta6arna 4 - IHET pesyaraTH 38 epHKACHOCT OT ¢pa3a 3 mpoyuBaHe

IIapaMeTnp 3 ePHKACHOCT Cynutuanb® | ILianebo Koedpnument | p-
(N = 86) (N =85) HA PHCK cToHHOCT
_ (95% CI)
Mpexwasemoct Ge3 nporpecks 11,4 5,5 0,418
[memana, meceim (95% CI)] no 714.198) | (3.6,74) | (0263 0662) | %0001
OlICHKA Ha M3CJICAOBATE/IA _ 1 _ |
[IpexuBaemoct 6€3 mporpecus
[Memuana, mecertt (95% CI)] upes
OLleHKA Ha TYMOPHHA OTTOBOp, BB3 12,6 3,4 0,401 0,000066*
ocHoBa Ha mpunaradero Ha RECIST (7.4, 16,9) (3,5, 6,0) (0,252, 0,640) ’
KbhM TYMOPHHTE OlICHKH HA
H3CJICOBATENA
[TpexxuBgeMocT 6€3 nporpecus
[Menuana, mecerm (95% CI)] upes
OLICHKA HA TYMOPHHA OTTOBOP, BB3 12,6 5,8 0,315 0.000015*
ocHOBAa Ha npunaraHeto Ha RECIST (11,1,20,6) | (3,8, 7.2) (0,181, 0,546) ’
KbM TYMOPHHTE OLICHKM Ha
H3CJIeA0BaTeNA L _
[Tpexxursemoct 6€3 nporpecus
[Meanana, Mecelnt (95% CI)] upes 38,6 29,1 0,730 0.09408
C/ISI1 HE3ABHCHM LICHTPAIM3HPaH (25,6, 56,4) | (16,4, 36,8) | (0,504, 1,057) >
IIperyieq Ha TYMOPHUTE OLICHKH [
O6ma npexausaemoct (OIT) [mepuoa 9.3
HA NpocieAsBaHe 5 roavHHU] (3’ 2, 15,4) 0 NA
_[Menuana, Mecewm (95% CI)] S

Corpamenns: CI=nosepuTeneH HHTeppal; N=06poit IIRIIHEHTI;I; NA=Henpunoxumo; pNET=nanxpeé

HeBpOeHIOKpHHHH TyMopH; RECIST=KpuTepHH 3a OLICHKA Ha OTTOBOpA NPHA COTHAHH TYMOPH.
¢ 2-cTpaHEeH HecTpaTHHIMPAH NOTapHTMHIYHO npeodpasyBaH PaHIoB TECT

S Togen Tect Ha Fisher

Ourvpa 1. Kpusa 5a Kaplan-
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CyHUTHHHO (N=86)
Meamana 11,4 meceua

== TIlnaue6o (N=85)
Meanana 5,5 Mecena
X
5
=
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5 1
2
vy
&
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204 KoeduuHeHT Ha PHCK |
(HR) = 0,42 .
104 95% CI (0,26 - 0,66) . 8
p = 0,0001 o s s e s e e s e :
0- -
0 3 6 9 12 15 18 21

Bpeme (Mecelu)

bpoit nauMeHTH B pUCK
CyHUTHHHO 86 52 34 20 15 4 2

[Inauebo 85 42 20 Y 2 2 2

Cokpamenusa: Cl=nosepureneH nurepsai; N=0po# nauneHtH; PFS=npexussemoct 0e3 nporpecus;
pNET=naHkpeaTHuHud HEBPOCHIOKPHHHH TYMOPM.

Jlannute 3a o61a npexxuBseMocT (OI1) He ca OMIM MBJIHK KBbM BPEMETO Ha NPUKJIIOYBAHE HA
npoyuBaHeTo [20,6 meceua (95% CI: 20,6, NR) 3a pamoto Ha cyHUTHHHO, B cpaBHeHHE ¢ NR (95%

CI: 15,5; NR) 3a pamorto Ha naue6o, HR: 0,409 (95% CI: 0,187; 0,894), p-croiinocT=0,0204]. Umano
e 9 ciyyad Ha CMBPT MPH PaMOTO HA CYHUTHHUO U 21 citydas npu paMoTO Ha ruiaueoo.

[Tpu nporpecus Ha 3a00SBaHETO MALMEHTUTE Ca OUJIM pa3CJIENEHH U Ha MALMEHTUTE OT ruiauedo
rpynara € nNpeAoCTaBeH JOCTHI1 10 OTKPHT CYHUTHHHO B OTAETHO pa3wiupeHo npoyysaHe. [lopaau
PaHHOTO MPHUKJIFOYBAHE HAa MPOYYBAHETO, OCTAHAJIMTE MALMEHTH ca OWIIM pa3C/ieneHHd U UM € Ou
Mpea10XeH J0CTBIT 10 CYHHTHHHO B OTKPUTO pa3lIMpeHo npoyusaHe. O0wo 59 ot 85 nmauueHTH
(69,4%) ot paMOTO Ha Iu1aLedo ca MpeMUHAIM Ha OTKPUT CYHUTHUHHO cliell mporpecus Ha
3a00JIIBAHETO, WJIM pa3ciensaBaHe MpH NpUKIIOYBaHe Ha npoyuBaHeto. Oll, HabmonaBana cnen 5-
FOQHMIIIHO NpOCJ/ieAsiBaHe B pAMKHUTE Ha pa3lIMPEeHOTO npoy4BaHe, € nokasana HR 0,730 (95% CI.:

0,504; 1,057).

Pesynrarure OT BBNIPOCHKKA 3a KAYECTBOTO HA »KUBOT Ha EBponeickara opraHu3auus 3a U3cjieBaHe
v JleyeHHe Ha paka (European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire (EORTC QLQC-30)) ca noka3anu, ye o01oTo riiodajHo, CBbpP3aHO ChC 3/IPaBETO
Ka4eCTBO Ha )KHUBOT U 5 GyHKUMOHAIHU o0nacTu (pu3nyecka, poneBa, KOrHUTUBHA, EMOLIMOHAJIHA M
COLIMAJTHA) ca MOAAbPXKAaHHU MPHU NAaLUMEHTUTE Ha JIeYeHUE CbC CYHUTUHUO B CpaBHEHHME C U1auebo, ¢
OrpaHHYE€HH CUMIITOMATHYHH HEXENaHH €(DEKTH.

[IpoBeaeHO € MHOrOHaAUMOHAJIHO, MHOIOLIGHTPOBO, OTKPUTO MPOYYBaHE C €1HO paMo, ¢a3a 4 3a
OlleHKa Ha eUKacHOCTTa M 6e30nmacHOCTTa Ha CYHUTUHUO MPH NMaUMEeHTH ¢ MPOrpecHpalliH,
HarpeaHaJIM/MeTacTaTHYHH, 100pe audepeHuupanu, Heonepadbunuu [THET.

Cto 1 wect nauyeHTy (61 nauMeHTH B KOXOpTaTa C HEJIEKYBAaHH 10 MOMEHTA MaLMEHTH U 45
MAaUMEHTH B KOXOPTaTa C MOCeABalla JUH|S Ha JICYEHHE) MOJTy4aBar JIeYEHUE CbC CYHUTHHUO

nepopajiHo 37,5 mg BeAHBX JHEBHO CHIVIACHO MPOJB/DKUTEIIHA CXeMa C €XKEeIHEBHO NpusiaraHe
(TICEI).
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Ouenenara ot macnenoparens Mcauana Ha I1BIT e 13,2 mecena, kakto B o6mara nomyaauus (95% CI.
10,9; 16,7), Taka M B KOXOPTaTa C HeJIEKYBAHH 10 MOMeHTa nauuenTH (95% CI: 7,4, 16,8).

IlepuaTpyyHa momysaims
OnuTsT OT YynorpebaTa Ha CYHHTHHHO [IpH MeIHATPHYHY NAIMCHTH € OrpaHHYeH (Bx. Touka 4.2),

[IpoBeneno e mpoyusane gasa 1 ¢ yBe/JH4aBaHe Ha X03aTa NepopaneH CYHHTHHHO NpH 35 malMeHTH,
BKTIOUBAINO 30 neAMaTpHYHMA MALMEHTH (HA BB3PacT OT 3 roAuHHM A0 17 rogsHy) H 5 Mnaau
BB3PACTHH NAaLHEHTH (Ha BB3pacT oT 18 roaunu xo 21 roausM) ¢ pedpakrepHl COTHAHH TYMOPH,
KATO MO-rojisMara MacT OT NALIMEHTHTE CA ¢ OCHOBHA AHArHO3a MO3b4eH TyMOp., Habmonasana ¢
A030/TMMHTHpAINA KAPANOTOKCHYHOCT B ITHPBATA YaCT HA MPOYYBAHETO, KOETO CIIEH TOBA €
MPOMEHEHO, 38 J1a ¢ HAKIIOYAT MAlHEHTHTE ¢ MPeaX0JHa eKCIMO3KIHA Ha IOTEHIMAITHO
KapJHOTOKCH'HH JiedeHHs (BIUIOYMTE/THO AHTPALMKIIUHE) WK o0TpYBaHe Ha chpLieTo. BB BTOpaTa
YacT HA NPOYYBAHETO, BKIOYBAIIA MAIMEHTH ¢ TIPEXOAHO IIPOTHBOPAKOBO JICUCHKHE, HO 6€3 PHCKOBH
$baxTopH 38 KAPAHMOTOKCHIHOCT, CYHUTHHHG KaTO IEUIO ce NOHacH A0Ope U € KITHHHYHO
KOHTPOJIHpYeM mpH xo3a 15 mg/m2 na nen (MILI) no cxema 4/2. ITpu HUXO#H OT ydacTHHLMTE HE CE
MOCTHTa ITHJIEH WIN YacTH4eH orroBop. Ctabunno 3abonaBane ce Habmoxara nmpx 6 nauperT! (17%).
Emun namyenT ¢ TUCT e BKkmotdeH nNpH HABO Ha Jo3aTa 15 mg/m?2 6e3 nokasarencrsa 3a nossa.
HabmonasaHuTe HEXEIAHH NEKAPCTBEHH PEAKIHHM KATO 10 CA CXOAHH ¢ peaKkiuuuTe, HabmoaasaHn
NpH BE3PACTHH NMAIHEHTH (BX. TOYKA 4.8).

[Iposeneno e ¢paza 2 OTKpUTO NPOYUBAHE MPH 29 NAUMEHTH, BKTIOYBAINO 27 NEXNATPHIHH NALHECHTH
(xa BB3pacT o1 3 roguay A0 16 roguaK) 4 2 MIIaay RPE3PACTHHM NMALMEHTH (Ha BB3pacT oT 18 roauHn
10 19 romuem) ¢ BCI' nnmu enenauMoM. [IpoydBaHeTo € cnpAHO KbM MOMEHTA Ha IUTaHHPAHHUA
MEXIHHEH aHATU3 MOPajH JIHIca Ha KOHTPOI Ha 3abonaBaHero. MenuaHara Ha I1BI1 e 2,3 Mecena B
rpynata ¢ BCI™ i 2,7 mecenia B rpynara ¢ enieHaumoM. Meauanara Ha msutoctnarta Oll e 5,1 mMecenia B
rpynara ¢ BCI™ u 12,3 Mecena B rpynara ¢ enesaumom. Hait-uecture (>10%) crobimenu Hexenanu
cHOUTHA, CBBP3aHH C JIEYeHHETO, KOMOMHMpaHO NpH MALMEHTHTE B ABETE IPYIH ca HamaneH Opoit Ha
HeyTpoduaute (6 nauentn [20,7%) u BpTpedepernicH kpbrpou3nus (3 nauuentH [10,3%]) (Bxk.

TOuKa 4.8).

HNoxkasarencTsa ot nmpoyusaHe ¢aza 1/2 Ha nepopalieH CYHHTHHHO, poBeAeHO NpH 6 neauaTpHIHH
nawumeHTH ¢ TACT na Bp3pact ot 13 roauHu Ao 16 roauny, KOKTO NOJydaBaT CYHUTHHMO 110 cXema
4/2 B no3u, Bapupamm MexAy 15 mg/m2 nHesHO H 30 mg/m?2 AHEBHO, KAKTO U HAIMMHHTE
nybmxysann nannm (20 neauaTpuyHH WM MiIagH Br3pacTHH naweHTd ¢ 'HCT), noxassar, 4e
JIESEeHHETO ChC CYHHTHHMO BOAM A0 cTabunmaupane Ha 3abonsasasero npu 18 ot 26 (69,2%) natmenT
CJIe HEYCNEIIHO JICYCHUE HIH HENMOHOCHMOCT KbM UMaTUHMO (16 nmaupeHTH che cTabrnHo
3a00saBaHe oT 21) nim de novo/cnex onepaims (2 narueHTH ¢b¢ cTabwiHo 3a6onaBane ot 5). Ilpu
npoyusaHeTo ¢aza 1/2, crabunxo 3abonsasane H nporpecus Ha 3a6omssaseTo ca Habmoxasanu npu 3
OT 6 NallHeHTH 3a BCAKO OT JBeTe (CHOTRETHO | MALMEHT € NOMYYII HeOAMIOBAHTHO H |1 NallHeHT e
MOJYYHI aJIOBAHTHO JIeYeHHE ¢ HMATHHHO). B ¢cbmoTo npoy4usane, 4 ot 6 narueHTH (66,7%)
MOTy4aBaT HEXETaHH CEOHTHA, CBBP3aHM C JieveHHeTo cTemneH 3-4 (creneH 3 xunodocharemusn,
HeYTPONeHUA H TPOMOOLIHTONEHUA NIPH 1 MAlHEHT OT BCIKO CHOHMTHE H HEYTPOIICHMA OT CTeNeH 4 npu
| maumenT). B nomenHerue, B myOinkammure ce cho01IaBa 3a CICAHHTE HEXEIAaHH JTIEKAPCTBEHH
PEaKLHH OT CTENEH 3, MPOABCHU IPHK 5 NaLMeHTH: yMopa (2), raCTPOHHTECTHHAITHH HeXKEeIaHU
JCKAPCTBEHH peakiUHH (BKMOYUTEMHO AHAPHA ) (2), XeMATOJIOMYHM HEKEIAHH JICKAPCTBEHH PEaAKLHH
(sxnoumTeTHO aHeMuA) (2), xonewmcetHr (1), xuneprupeouaussm (1) u mykosur (1).

UzpnpmeH e nonynaimoHer K u OK/®J] anamas ¢ uen aa ce excrpanomupar ©K ¥ OCHOBHHTE
KpaliHu ToukH 3a 6e30nacHOCT U eHKACHOCT HA CYHMTHHHO npu neaMaTpudHy nauueHTH ¢ TUCT

Ha aHAJIM3IHTE HA MOJICJTHpaHe, IO-MJIANATa BBE3PACT H MO~-MANKHAT pa3MEp Ha TAIOTO He H3rAckaa 1a .~ .

MOBJIMABAT OTPULIATEIHO OTTOBOPHTE KbM ILIA3MEHATA eKCTIO3HLMA Ha CYHMTHHHG [0 OTHOICRME Ha .

GezonacHocTTa M epuKacHOCTTa. CHOTHOMEHHETO NOI3a/PHCK HA CYHHTHHHO He Brnexaa ja¢e, . - . .- = }
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TOB/IMABA OTPHLIATE/IHO OT NO-MJIAJATA BB3PAcT HITH M0-MAJIKHA pasMep Ha TAIOTO U ce oNpeaens
rIABHO OT IIA3MEHATA MY €KCITO3HLIMA,

EnponeiickaTa AreHips fo JeKapCTBaTa 0CB000XKAaBA OT 33 TH/DKEHHETO 32 NTPEeIOCTABAHE HA
pe3yJITATHTE OT [POYuBAHMA ¢ pedepeHTHHS MPOAYKT, ChABPKAIN CYHUTHHHO BB BCHIKH NOATPYTIH
HA NMeAMaTPHIHATA NOMyIALHA 34 JicYeHHe Ha OB0peyucH KAPIMHOM H KapitHHOM Ha 610peqnoTo
nerenye (¢ W3K/IOUEHHE HA HeppobnacToM, HedpobiacToMaro3a, CBETIOKIETHUEH CAPKOM,
mesoGacTeH HedpoM, MeaynapeH 6r6pedeH KapiuHHOM H pabnonaeH Tymop Ha Gn6pewmre) (BXK.
TOYKa 4.2).

Epponeiickara AreHimA o JIeKapcTBaTa 0CBO00KAaBa OT 3aMB/DKCHHETO 33 MPEAOCTABAHE HA

pe3yJITaTHTe OT HPOYYBAHHA ¢ pedepeHTHHA NPOXYKT, CHABPKAI CYHHTHHHO BB BCHUKH NOATPYIH
Ha NMeHATPUYHATA OMYJIALMA 34 JISYCHHEe HA FracTPOEHTEPONaHKPEaTHIHHN HEBPOCHIOKPHHHH
TyMOPH (¢ H3KTIOYEHHe Ha HeBpoOacToM, HeBporaHrmnobiactoM, peoXpoMOLIMTOM) (BXK. TOUKa 4.2).

52 DapMaxkoKHHETHYEH CBOACTBAR

DapMaKOKMHETHKATA HA CYHUTHHHO e oLeHeHa npy 135 3apasu nobposomm H 266 NaMeHTH Che
CONMIHH TyMOpH, PapMakoKHHeTHKaTa ¢ 6Wna CXOoAHA MPH BCHYKH H3CIE€ABAHH NMOITy AL

NaLMEHTH CBHC COMHAHM TYMOPH H ITPH 34paBH JoOpoBOIHM.

B muanaszona Ha ao3u ot 25 o 100 mg, miomra noa KpUeaTa “IUia3MeHa KOHLUEHTpauus - BpeMe™
(AUC) # Cnax Ce TOBHIIABAT NPONMOPLMOHATHO Ha J03aTa. [IpH MHOrokpaTHo HEBHO NMPHJIOKCHHE
CYHUTHHHO KyMyJIHpa 3 10 4 ITbTH, 8 OCHOBHMAT My aKTHBEH MeTabomuT Kkymymupa 7 fo 10 ImbTH.
CrauHoHapHHTe KOHICHTPALIMH Ha CYHHTHHHO H HEeroBHs MbPBHYCH AKTHBEH METabOMT Ce JOCTUIaT
B pamxute Ha 10 10 14 nan. o den 14 obmure ria3MeHH KOHUEHTPALMH HA CYHHTHHHO H aKTHBHHA
My Merabonnt ca 62,9-101 ng/ml, Te ca TapreTHH KOHIXCHTpAIHH, 38 KOHTO TPeAKITHHHYHHTE TaHHH
npeamnosnarar, 4¢ HHxuOHpaT GocdopunHpaneTo Ha PELIERTOpA in Vitro ¥ BOIAT 0 TyMOpPHa
cTa3a/HaManaBaHe Ha PacTeka in vivo. OcHOBHMAT akTHBeH Merabonut obxsaina 23% o 37% or
ofmara excno3uimA. [Ips MHOrOKpaTHO AHEBHO MPHIOXKEHHE WIH MHOTOKPATHH LIMKJIHM ITIPH
MPOYUBAHHTE CXEMH HAa MpHIOKEeHHe He ca 61nH Habmonasany sHaYHMK npoMeHH BLB OK Ha
CYHMTHHHO WIH Ha HETOBUA OCHOBCH aKTHBEH METAOOMMUT.,

AGcopbums
Cnen nepopanHo NMpUAMKEHHE HA CYHMTHHMO, Caxn 00MKHOBEHO Ca HaOmoAaBauu oT 6 10 12 yaca
BpeMe 0 MAKCHMANHA KOHUCHTPALMSA (tnax) CIIEH MPHIOMKEHHME.

XpaHata HAMa edekT BppXy CHOHATHYHOCTTA HA CYHHTHHHMO.

P eJICHHe
CBBp3BaHETO HA CYHHTHHHMO H HEroBHa OCHOBEH aKTHBEH METa0O/IHT ¢ YOBCUIKHA IIA3MEH ITPOTEHH B
H3CeNBaHHuA in vitro e 6WI0 ¢hOTBETHO 95% 1 90%, Oe3 3abenexknmMa 3aBHCHMOCT OT

xorueHTpaumsTa. [Ipusaauar o6em Ha pasnpeacneHue (Vd) 3a cysuTHrHO e 61n ronsm - 2230 L,
MOKA3BAHKY pa3Npeac/ICHHE B THKAHUTE,

MeTabomuTHu B3auMoeHCTBHA
Hswucnenwure in vitro crolinoctd Ha Ki 3a Bcuuky n3nurany uzopopmu Ha muroxopm P450 (CYP)

(CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EI1, CYP3A4/5 and
CYP4A9/11) nokasparT, 4e € MAIKO BEpPOATHO CYHHTHHMO M OCHOBHHAT My aKTHBEH MeTaboJIMT Aa
MHIYLHpaT MeTabonu3Ma Ha pYTH aKTHBHM BEIIECTBA, KOHTO C€ MeTAOONMM3HPAT OT TE3H CHIUMH, 10

HAKAKBa KJIMHHHYHO—3HaAa4YHMa CTEIICH.

Buorpancdopmaiis
Cynruun6 ce MeraGomasupa rinasHo ot CYP3A4, usogopma ot rpynara na CYP, xolfro/

HEroBMS OCHOBEH aKTHBEH METa0O0JHT, Je3eTH)1 CYHHTHHHO, KOMTO cex ToBa ¢ MeTaboInin
CBIMHA H3O0CH3HM. S A




ExqHoBpeMeHHO MPHIOKEHHE HA CYHHTHHHO ¢ MOmHH HHAYKTOpH Ha CYP3 A4 nin nHxubuTOpH
Tpa6Ba na ce H36ArBa, Tl KATO TUIA3MEHHTE KOHLICHTPALHH HA CYHMTHHHO MOTAT 13 ce IIPOMCHAT
(BK. TOuKkH 4.4 1 4.5).

EnyMuHUpaHe
ExckpelaTa ¢ OCHOBHO 4pe3 m3npaxkHerHsTa (61%), a eTHMMHHPAHETO Ha HEMMPOMEHEHO AKTHBHO

BEIIECTBO H MeTabonuriTe My upes 6n6permTe cherarnasa 16% ot npuioxeHara 103a. CyHUTHHHO 1
HETrOBHAT OCHOBEH aKTHBEH MeTaboIuT ca OHIH OCHOBHHUTE ChEAMHEHH, MACHTH(PHLIMPaHH B IU1a3Ma,
YPUHA H H3NPOKHEHMS, ITPEACTABIABALIHN CHOTBETHO 91,5%, 86,4% 1 73,8% oT pagmoakTHBHOTO
BeImecTBO B chbparnuTe nmpobu. BropocTeneHnn MetabonuTH ca OWIN HACHTH(GHIIMPAHH B YPHHA H
M3IPAKHEHHUA, HO OOHKHOBEHO He ca HWIM OTKpHBAHM B 1UIa3Ma. TOTAMHMAT nepopaieH KIHPBHC
(CL/F) e 6un 34-62 I/h. Cex nepopaiHO MpHIIOKEHHE NIPH 3/IpaBH A0OPOBONLIM, €THMHHALIHOHHHTE
NOMY>XHMBOTH HA CYHHTHHHO ¥ HErOBHA OCHOBEH AKTHBEH AE3eTHII-METabOoNMNT ca ChOTBETHO 0K0/10 40-
60 qaca u 80-100 aaca.

EnHoBspeMeHHO NMpWIOKEHHE C JIEKAPCTBEHN MPOIYKTH, KOMTO ca muxuburopu Ha BCRP
In vitro, cynutHu0 npeacTaBnasa cybcrpat Ha edurykcHus TpaHcnoprep Ha BCRP. B npoyusane
A6181038, eaHOBpPEMEHHOTO MY NpHIOKeHHE ¢ repuTuHHO, maxubuTop Ha BCRP, He oka3Ba

iMuM4Ho 3Ha4MM edekT Brpxy C_,, 1 AUC Ha cyHUuTHHKHO WM O0IHTE JIEKAPCTBEHH

KOHLIEHTpaLMH (CyHuTHHMG + MeTabosHT) (BXK. Touka 4.5). ToBa npoytiBaHe ¢ MHOrOLIEHTPOBO
oTBOpeHO Mpoy4rane daza 1/2, mscneapamo 6e30MacHOCTTa/ IIOHOCHMOCTTA, MAKCHMATHATA TOHOCHMA

1038 H AHTHTYMOPHATA AKTHBHOCT Ha CYHMTHHHO B KOMOMHALMA ¢ re)HTHHHO MPH NALMEHTH ¢
meTacTaTHieH 610peuno-KierhueH kapipHoM (MBKK). KaTo Broputia uen e oleHABaHa
¢apmakoxkuHeTHKATa Ha re@uTHHHG (250 mg nHepHO) H cyHHMTHHMO (37,5 mg [Koxopra 1, n=4] win
50 mg [Koxopra 2, n=7] aHeBHO NnpH cXeMa ¢ 4-ceIMMICH MPHEM M 2-CeIMHYHA Nay3a) IIPH
eqHOBpeMeHHO TpuaoxeHHe. [IpomeruTe BpB OK napaMeTpH Ha CYHHTHHHD HE ca KIMHHYHO
3HAYMMH H He ca NOoKa3aIH B3aHMOJICHCTBHA ¢ APYTH JiexkapcTea. Karo ce B3eMe npesu
OTHOCHTETHO MAIKHAT Opolt mammenTH (T.e. N=7+4) 1 ymepeHaTa A0 BUCOKA HHTCPHHIMBH(Y A/THA
BapHaOHIHOCT HA (PAPMAKOKMHETHYHMTE NApaMETPH MEKTY NalMeHTHTe, Haxoaxkute 33 OK
NIEXAPCTBEHO B3aHMOAEHCTBHE B TOBA NpoyuBaHe TpAOBa Aa ce THAKYBAT 0COOCHO MPEATA3ITHEO.

IT T1OITYJI

Heprodpobno yepedxcoane

CyHuTurHB6 1 OCHOBHHAT My MeTaGomuT ce MeTaboIH3HpaT IMAaBHO OT YepHHA Apod. CHCTeMHMTE
EKCMO3HLMHM CJie/l eAHHHYHA A03a CYHHTMHHO ca OHIM CXOAHHM TIPH JIMLIA ¢ IEKO WIH YMEPEHO
yepHOApoOHO yBpexaane (Child-Pugh xnac A u B) B cpasHeHHe ¢ THlia ¢ HOpMaNHa 4epHOApoOHa

yuxima. CyHUTHHHG He ¢ O Mpoy4BaH NpH JIHIA ¢ TEXKO YepHoApoOHO yBpexaaHe (Child-Pugh
Kiac C).

[MpoyyuBaHHATa MPH MALMEHTH C pak ca W3KmoyBaH nauMeHTd ¢ ALT wiu AST >2,5 x ULN (I'opua
I'panrmia Ha Hopmara) wm > 5,0 x ULN, ako ce AB/DKH Ha YePHOAPOOHH METACTA3H.

brvbpeuno yepexcoane

IMorynammones OK aHanu3 e mokasaj, 4e NPHBHAHUAT KIMPBHC Ha CyHHTHHUO (CL/F) He e 6un
NOBJHAH OT KpeaTHHHHOBMA kMpBHC (CLcr) B onenaBaHis xuamnascH (42-347 mi/min). Cucremuara
eKCITO3UIIMA Clie eHOKPaTHA 038 CYHUTHHHO e OMa cxoaHa NpH HHAMBHIH ¢ TeXKO Os0pedHo
yepexaane ((CLcr) <30 ml/min) u Takusa ¢ HopMasiHa 650peuna pynxums ((CLlcer) >80 ml/min).
Brrpexs ue CYHHTHHMO H HETOBMA IThPBHYCH MeTAOO0IHT He Ca eTMMHHMPAHH Ype3 XeMOIHAIN3A,
npy HHOUBHAK ¢ TBH, o0mara cHcTeMHa excno3nis € 61ia noHmwkeHa ¢ 47% mpu CyHHTHHMO H

31% nipu Heropua MEpBHYCH MeTabOIUT, B CPaBHEHHE ¢ HHAMBHIM ¢ HOpMaIHa ObOpeyHa ) @ |
— L.
A
Tezno, dynxyuonanto cvemonrue 7 %\
[Nomynaimonnn OK anamnau Ha Aemorpad)cky JaHHM [TOKA3BAT, Ye HE ¢a HeOOXOMHMMH ITEPROHAYATHY ;:,- ;

KOpEKIIMH Ha [I038Ta CTIOPE] TEJIECHOTO TETM0 H QYHKIMOHAHOTO CHCTOAHME NO ckanara Ehstern & (%}
Cooperative Oncology Group (ECOG). A
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IIon
HamaHure JaHHM NMOKA3BAT, 4e XKEeHUTe MoraT Aa HMaT oKoo 30% no-HUCHK MPHBKIEH KIHPBHC
(CL/F) Ha CyHMTHHHO, B CpABHEHHE C MBXKETe: Ta3H pailfiuka, odaye, He Hanara MbPBOHAYATHH

KOpCKLHM Ha J03aTa.

Ileouampuuna nonyaayus
OmHTsT OT YNoTpeSara Ha CyHHTHHHO NpH NEAHATPHYHH NALMEHTH € OrpaHMyeH (BXK. Touka 4.2).
HomynamoxnuTe OK ananwsu Ha cGopeH Habop oT AaHHM mpu BL3pacTHH nauueHTH ¢ TUCT 1

COTHAHH TYMOPH, KAKTO M NpH NeHaTpUIHHM NalHEHTH CHC COTMAHK TyMOPH Ca 3aBbPIICHH.
M3BEpIIeHH Ca aHAJM3H HA CTHITKOBO KOBAPHATHO MOJCIHPAHE 34 OLICHKA Ha eeKTa Ha BLE3PacTTa K
pasMepa Ha TATOTO (00O TEIECHO TEer/IO WIH TeeCHA MOBBPXHOCT), KAKTO M HA JPYTH KOBApHATH HA
ke QK napaMeTpH 3a CYHHTHHHO M HErOBHA AKTHBEH MeTa0OMMT. OT H3C/IeABAHMTE KOBAPHATH,
CBBP3aHH C BE3PACTTA H pa3Mepa Ha TAIOTO, BE3PacTTa € 3HAYHMa KOBApHATA Ha IPHBHAHNA KIHPBHC
HA CYHHTHHMO (KOJKOTO MO-MAJIKa € BL3pacTTa Ha NEAHATPHYIHMA NALHEHT, TOJIKOBA MO-HHCHK €
NpUBHIHKAT KTHpBHC). [lonodHO Ha TOBA, Te/IECHATa NOBBPXHOCT € 3HAYMMA KOBApHATA Ha
MPUBHIHHA KIHPHHC HA aKTHBHHA METabOHT (KOKOTO MO-MAJIKA € TelecHaTa HOBbPXHOCT, TOIKOBA

NMO-HHCHK € MPUBHIHUAT KIHPBHC).

OcpeH ToBa BB3 0CHOBA Ha uHTerpupaH OK ananus Ha cOOpHH AAHHH OT 3 NEAHATPHYHH NMPOYUBAHHS
(2 neAMATPHIHM NPOYYBAHHA MPH COMMIHHM TyMOpH M | neanaTpuyHo npoy4saHe npH I'HCT;
BE3PACTH: OT 6 roausn 2o 11 rogusy 1 or 12 rogumu 10 17 roAMHH), H3XO0/IHATA TEJIECHA MOBBPXHOCT
(ITTI) e 3HaYMMa KOBAPHATA Ha NMPHBHIHHA KIMPHHC HA CYHUTHHHO M HErOBHS AKTHBEH METa0O/HT.
Bp3 OCHOBA HA TO3H aHAIH3 A03a mpubmisurento 20 mg/m?2 NHeBHO NPH NeIHATPUYIHH MMALUEHTH C
muana3or Ha UTTI mexay 1,10 1 1,87 m2 ce ouakpa fa JOCTABH €KCIIOZHMIIUH HA CYHHTHHHEO H
HEeroBUA aKTUBEH MeTaboaHT (Mexay 75 u 125% or AUC), cpaBHHMH ¢ Te3u nipH BB3pacTHm ¢ I'HCT,
HAa KOHMTO € npuiarad CyHHTHHHG 50 mg aueBHo no cxema 4/2 (AUC 1233 ng.hr/ml). Ilpu

NeqHATPUYIHM NMPOY9YBaHHA, HAYATHATA A03a CYHHTHHMO € 15 mg/m2 (B3 ocHoBa Ha MIIJL,

HIeHTHOHIMpaHa IpH npoy4saHe ¢asa | ¢ ypeu4asase Ha ,uoaa'ra, BX. T. 5.1), KosTO IIpH
nemaarpusaM nawuentn ¢ TUCT e nopmmena no 22,5 mg/m? u nocneacrsue ao 30 mg/m? (He ce

npeeuIaBa obmara no3a 50 mg/aeH) BE3 OCHOBA HA HHAMBHIYJIHATA TOHOCHMOCT/0€30MacHOCT MpH
naimenTrTe, OCBEH TOBA, Cope] MyOIHKYBAHH JIMTEPATYPHHU NAHHH NIPH MTEIHATPHYHH MALMEHTH ¢
[UCT, w3unucieHATa Ha9aIHa 103 € B rpauiuMTe Mexay 16,6 mg/m? no 36 mg/m?, nosumena a0
1034 fopH no 40,4 mg/m? (6e3 aa ce npepumasa obmara n03a 50 mg/neH).

5.3 IpexxamaEvHE AsBHH 32 6esonacHocT

B npoyuBaHia BEPXY ILTEX0BE H MaliMyHH Ha TOKCHYHOCTTA NMPH MHOTOKPATHO [IPHIIATaHe C
MPOABLDKHTETHOCT A0 9 Mecella, OCHOBHUTE eeKTH BbpXY NMPHIIE/HATE OpraHH ca OWIH YCTaHOBEHH
B CTOMAIIHO-YPEBHHA TPAKT (TIOBPBILAHE H AWapus MpH MaliMyHH), HanOBOpeuHa xne3a (KOPTHKATHA
KOHTeCTMA W/WIH KPBBOM3/IMB MPH IUThXOBe W MaliMyHH ¢ HEKpO3a, nocsieapaHa ot ¢ubposa npu
MITHXO0BE), KPHBOTBOPHA H MM(o-06pasysaia cucTeMa (KOCTHO-MO3BYHA XHIIOLCTYNAPHOCT;
neruieua Ha TuMGONIH OT THMYC, CNe3Ka H JIMM(HHK BhTH), eK30KPHHEH NaHKpeac (AerpaHy./ialms
Ha AIMHAPHKTE KJIETKH ¢ HEKPO3a HAa e IMHHYHH KIIeTKH), CJIOHYCHA jule3a (AllMHapHa XHTIepTpodus),
KOCTHO-CTAaBHH (yAeOenaBaHe HA paCTE)XHUTE IUIOYKH), MaTKa (aTpodud) v situHHIM (HAMATICHO
pazpMTHe Ha (omxymure). BCHuku MposBH ca HACTHITWIHN NPH KIHHWYIHO 3HAYMMH IU1a3MEeHM HHBA Ha
eKCIIO3HIMA Ha CYHHTHHHO. Jompmurennn edekTH, HAOmonaBaHH B APYTH IPOYIBaHHA, Ca
BIUIOYBATH YAL/DKaBaHe HA QTc HHTepBana, HaMaNABAHE HA TIABOKAMEPHATA PpaKiyA HA
H3TNACKBaHe, aTpodus Ha TyOYHTE HAa TECTHCHTE, YBEIHYABAHE HA ME3aHTHAITHHTE KIIETKH B
6s0peLTe, KPLBOM3IHE B CTOMAIIHO-YPEBHHA TPAKT M MYK03aTa Ha YCTaTa H XHNepTpodHs Ha
KJIETKHTE Ha NMpeAHHA Asn Ha Xunodusara. CMATa ce, 4e IIPOMCHHTE B MaTKaTa (HAOMETpHAIHA

“~
arpodHq) H pacTeXHHTE IVIOYKHM Ha kKocTHTe (yAeOendsaHe Ha PpH3aTa HIM XPYLISIHA JACILIA3HA) h?q;i?.-ﬂﬁ v .,%

CBBP3aHH ¢ GApMAKOJIOrHYHOTO AelicTBHE HA CYHHTHHHO. [ToBedeTo OT Te3u seneHmst ca OMIH /72> 7 .«

; F'\.._f i ¢
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oOpaTumu cnex 2 no 6 ceqmuiu 6e3 nedcHue. ~ /

l"enmncmmzr NOTEHLMAN Ha CYHUTHHHO e 61 w3cneaBaH in vitro u in vivo. Cynuruaub He é 61m o
MyTareHeH npu GaKTepHH, IPH HAMOJI3BAHETO HA MeTabOTMTHO AKTUBMPAHE OT YepeH aApob Ha wrbx. * - -
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CyHMTHHMO HeE € IpeH3BHKAT CTPYKTYPHH XPOMO3OMHH HapyIIeHHUA in vitro B TAMQOLMTHH K/IETKH
oT yoBemKa neprudepHa kpbB. B mumdoipTy ot JoBemKa nepudepHa KpLB in vitro ca HAOMIOAABAHK
noymruionan (6poiism Xxpomoszomun abepalivi) XakTo B IPHCHCTBHETO, TAKA H B OTCHCTBHETO HA
MeTabouTHO akTHBHpaHe. CYHHTHHHO He e 011 KIACTOI¢HEH B KOCTEH MO3BK OT ILTBX in vivo.

T eHOTOKCHYHHSAT MOTEHITMAT HA OCHOBHHMA aKTHBEH MeTaboNHT He ¢ O m3nuTBan.

K;IHHQEQI‘EEE!OGT

IIpu eqHOMeCEHUHO NPOyYBAHE ¢ FaCTpa/IHa COH/A, 32 YCTAHOBSBAHE Ha J030B AuanasoH (0, 10, 25, 75
win 200 mg/kg/nHeBHO), ¢ MPOARDKUTEIHA cxeMa ¢ exequeBHo rmpinarane ([ICEIT), npu rasH2
TPaHCTEeHHH MMIIKH, C&8 HaO/oAaBaHM KaPLIMHOM H XHIIEPILIA3HA HA bpyHepOBHTE JUIe3H Ha
ABAHANECETONPHCTHHKA, NIPH Half-BHCOKATA M3nmuTBaHa f03a (200 mg/kg/nen).

[Ipu 6-Meceuno Mpoy4BaHe C FACTPATHA COHJA 3a KapIMHOreHHOCT (0, 8, 25, 75 [moxmkenu o 50]
mg/kg/AHEBHO) ¢ AHEBHO AO3HPAHE, NMPOBEACHO ITpH rasH2 TpaHCTeHHH MHIIKH. ['aCTpOAYOACHATHH
KAPLIMHOMH, NMOBHMINEHA YEeCTOTa Ha CHITHTCTBAIIM XEMaHTHOCAPKOMH H/WIH XMIIEpILIA3KA Ha
CTOMAIIHATA JIMIaBHIIA ¢a HabmoaaBaHH npH No3H =25 mg/kg AHeBHO, ¢ MPOABDKUTENHOCT 1 1 6
mecena (>7,3 mete AUC npH NaimMeHTH, MpHeMAalTH NpenopeyuTeaHara AHeBHa no3a [TLI]).

ITpH 2-roauinsHo Mpoy4BaHe 3a KapIMHOreHHo T pH wreXxose (0; 0,33; 1 wiu 3 mg/kg/muesno),
MPUIOKEHHETO HA CYHHTHHHO B LMKIH OT no 28 qHM, Noc/aeBaHK OT 7-JHEBHH nepuoau Oe3
JleveHHe, € JOBEJIO A0 MMOBHINEHA YecToTaTa Ha GeOXpOMOLIMTOMM U XHNepIUlasHa Ha HanObvOpeunaTa
MeIy/a IIPH MBKKH IUThXOBE, Momydasanu no 3 mg/kg/mHeBHO, caea > lroamya npunoxenne (= 7,8
s AUC nipu matmesTH, Ha Kouro e npwiarasa ITJUT). Kapuwsom Ha Bpyseposure xesH ce
MOABABA B ABAHAZECCETONPLCTHHKA NpH > 1 mg/kg/mHeBHO 1IpH KeHCKH H npH 3 mg/kg/nHeBHO nmpu
MEBIKKH KMBOTHH, 4 XHTIEPIUIa3HA HA MyKO3HHM KJICTKH € JOKa3aHA B JKJIE3HCTHA CTOMAX IpH 3
mg/kg/MHEBHO MPH MEXKH JKHBOTHH, KATO ce nogsasar npH > 0,9; 7,8 u cvorserHo 7,8 metu AUC
NpH naHeHTH, Tpu kouto € npunaraxda 11, IIpaktatieckoTo 3HaUeHHE 3a XOpaTa, Ha
HEOIIACTHIHHTE HAXONKH, HAOmoAaBaHy MPH ITPOYYBAHNA 38 KAPIIHHOTCHHOCT MPH MUINKH
(Tpancrennu rasH?2) u ruTsxose, € HesACHa.

PenpoOyKTHBHA TOKCHYHOCT M TOKCHYHOCT 38 Da3BHTHE
B m3acneasaHua Ha penpoayKTHBHATA TOKCHYHOCT HE Ca HaOmoaaBaHu eeKTH BbPXY MBAKKHA WIH

xeHcKHuA depTiwmareT. IIpH NpoBeAcHM BBEPXY IUTHXOBE M MaHMYHH NPOYUBAHHA Ha TOKCHYHOCTTA
NP MHOTOKPATHO MPHIOKEHHE, ca HabmonasaHu eGekTH BBPXY JKEHCKHA GepTiiinTeT oA ¢popMara
Ha $ONMKynapHa aTpe3ud, AereHepaliis Ha XHITOTO TAI0, EHIAOMETPHAIHH MPOMCHHM B MaTKATA H
HAMAJICHO TErJI0 Ha MAaTKATa ¥ AHYHHIIMTE NpH KIMHAYHO 3HAYHMM HMBA HA CHCTEMHA CKCITO3HIIHA.
EdexTH BbpXy MBXKKHS depTiLiuTeT Ca Habmoaaranu o popMara Ha TyOynapHa aTpodHA B
TECTHCHTE, HAMAJICHHE HA CIIEPMATO30HIMTE B CIMHAHIHMHCA H KOJIOH/HA JielUIel(H4 B IIPOCTATATa H
CeMEeHHMTE MeXypueTa IpH IUIA3MEHHN HHBA HA EKCTIO3ULMA 25 ITbTH NO-BHCOKH OT CHCTEMHATA

CKCIIO3MLIMA MPH XOpA.

ITpu narsxoBe eMOpHO-(eTATHATA CMEPTHOCT € OHila MPOSBEHA KATO CHIHH(UKAHTHO HAMAJIEHHE B
6pos Ha xuBHTe derycH, yBemrieH 6polt ha pe3opOLHH, YBETHYCHA NOCTHMIUIAHTALIHOHHA 3aryba H
NbJIHA 3aryoa Ha moToMCTBOTO NpH 8 OT 28 GpeMeHHH JKEHCKH JKMBOTHH NIPH [U1a3MEHH HUBA Ha
eKCIMO3HUMA 5,5 IMTH MO-BUCOKHM OT CHCTEMHATA eKCNO3HIMA NMpH Xopa. [1pu 3aliuu HaMaleHHeTo B
Ter;jara Ha GpeMeHHHATE MaTKM U B Gpos Ha XUBHTE PeTyCH ce € THDKa Ha yBeIHYcHus Opoil Ha
pe3opOLMH, yBeIMUCHATa NOCTHMILIAHTALIMOHHA 3ary0a ¥ ImuiTHaTa 3ary6a Ha noToMcTBOTO B 4 OT 6
OpeMeHHH XKEHCKH XXMBOTHH NPH IT43MCHM HHMBA HA EKCMIO3HIMS 3 ITHTH MO-TO/IEMHM OT CHCTEMHATA
EKCIO3HIMA NMPH Xopa. TpeTHpane Ha IUrbXOBe ChC CYHHMTHHHO 10 BpeMe Ha OPraHOIeHe3arTa ioBeje
10 TEPATOreHHH edeKTH NnpH >5 mg/kg/neH, ChCTOoAIM Ce OT YBETHYEHA NOSBA HA CKEJICTHH
MaJiopMaIMM HA TUIOZA, XAPAKTEPH3HPAHH IMaBHO KATO 3a6aBEHO BKOCTEHABAHE Ha
rphasuTe/ IyMOaTHHTE NPENUIeHH M ITPOSBHIM CE TIPH MJIa3MEHH HHBA Ha CKCIO3MIMA J,5 P

yBEJIHYEHA I105B8a Ha [ETIKA HA YCTHATA MPH IUIA3MEHH HHBA HA €KCNIO3ULMs Npubmnuféaiyd pasHy Ha
Te3H, Hab/moAaBaHH B KIIMHMKATA, 8 TaKa CHIIIO Ha IIeNKA HA YCTHATA M LienKa Ha HeOws :
[UIa3MEHH HMBA HA €KCMO3HLMA 2,7 IThTH NO-BUCOKH OT CHCTEMHATA eKCIIO3HIIAA MPH
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Cynurnnu6 (0,3; 1,0; 3,0 mg/kg/aAHeBHO) € OLIEHEH MpPH NMPOYYBaHE BbPXY Ipe- H MOCTHATATHOTO
pa3BUTHE Npu GpeMeHHH TUIbXoBe. HajiaBaHeTo Ha Tersio npu Maiikara € OWJ10 HaMasIeHO Mo BpeMe
Ha GpeMeHHOCTTa U JakTauusaTa npH >1 mg/kg/aHeBHO, HO He € Hab/ro/1aBaHa peNpoayKTHBHA
TokcH4HOCT 10 3 mg/kg/nHeBHo (ouakBaHa ekcno3uums 22,3 mbTd AUC npH naLyeHTH, Ha KOUTO €
npunarana I111]]). HamaneHo Terno npu nokoJjaeHUeTo € HabJr01aBaHo MpeIH U cliel OTOMBAHETO MPH
3 mg/kg/nHeBHo. He e Habnmo1aBaHa TOKCHYHOCT BbPXY pa3BUTHETO NpH | mg/Kg/nHeBHO
(npubausurenna ekcrnozuims >0,9 bty AUC npu nauueHTH, Ha KOWTo € npunarada [J1J1

6. OPAPMAINEBTUYHHU JAHHU
6.1 CnHucbK HA NOMOIIHHTE BelllecTBA

Kancynno cvowvposrcumo

[lenyno3a, mukpokpuctaina (E460)
Manuton (E421)

Kpockapmeiio3a HaTpu

[ToBunoH (E1201)

Marnesues creapat (E470b)

Cynutunu6 Canngos 12,5 mg TBbPIAH Karncyiu
Kancynna obeueka

YepaeH xene3eH okcup (E172)

Turanos auokeua (E171)

XKenatun

Ileyvamno macmuno, 6a10
[lennax

TwranoB auokcun (E171)
[Tponunenrnuxkon (E1520)

3eH o (5172)
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6.2 HechbBMECTEMOCTH

Henpunoxumo.

6.3 Cpox Ba roguocT

3 rouHM

6.4 CuoenHajEN YCJI0BHS HA ChXPAHCHHE

To3u JIeKAPCTBEH NMPOAYKT HE H3HCKBA CTICLIHANTHH YCNIOBHA HA ChXPAHCHHE,

6.5 Bua R CHABPRAHEE HA ONAKOBKATA

Kapronena kytus ¢ 6muctepu ot arymunuii-OPA/AlW/PVC, ceaspxamu 28, 30, 50, 56, 60, 70, 84,

90, 98, 100, 110, 120 TRBpAH KanICYJIH,

KaproHena kyTus ¢ nepdopupaHi eAHOR0308H GitucTepH oT aryMuHHA-OPA/AlW/PVC, chabpxaion
28x1,30x1,56x1, 84 x 1 TBLpAH KANCYJIH.

KaproHeHa KyTus ¢ GyTHIIKM OT riomeTrneH ¢ Bucoka wmtHocT (HDPE) ¢ nonunpormienosa (PP)
KanaJka, 3al[MTEHa OT OTBapfAHe OT Aeua (BMHTOBA Karaydka), Cpabpakaina 30 TBbpaM Kancymm.

He BcHuxu BHAOBE ONAKOBKH MOTAT Aa GhaaT ImycHaT B npojabda.

6.6 ChnenEaJHE DpeAnA3HE MEPKH NPH H3XBLPJASHE H pabora

Heusnon3BaHUAT JIEKAPCTBEH MPOAYKT ¥ OTNAXBYHHTE MATCPHATH OT HEro TpAOBa A ¢¢ M3XBBPILAT B

CHOTBCTCTBHE ¢ MECTHHTC H3HCKBAHHA.

7. TNPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Sandoz d.d.

Verovikova 57, 1000 Ljubljana

CnoeeHus

8. HOMEP(A) HA PAJPEHNIEHHETO 3A YIIOTPEBA
Cynurimmu6b Caupos 12,5 mg Per.No: 20190093

Cyrurunn6 Canpnos 25 mg Per.No: 20190094
Cyuurinm6 Canpos S0 mg Per.No: 20190095

9. JATA HA ITBPBO PASPEIABAHE/MOAHOBSABAHE HA PA3SPEILIEHNETO 3A
YIIOTPEBA

JlaTa Ha mBEpBO pa3spemaBate: 19/04/2019
IlaTa Ha riocneaHo noguHossBane: 08/04/2024

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA

05/2024
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