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CyHuTuHunO 3entuBa 12,5 mg TBbpAHU KalCyJIH
Sunitinib Zentiva 12,5 mg hard capsules

|

CyHuTHHHO 3eHTHBaA 25 mg TBBP/AH KaICyJIH
Sunitinib Zentiva 25 mg hard capsules

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Cynutuaun0 3enTuBa 12,5 mg TBbpAM KaICyJIu
Bcesika kancyna cbabpaxka 12,5 mg cyuuTunu0o (sunitinib).

Cynutuaub 3enTHBa 25 mg TBLPAH KancCy/iau
Besika kancyna cpabpxa 25 mg cyHuTHHHUO (Sunitinib).

3a 'bJIHUS CIIHCBK HA ITOMOILHHUTE BELIECTBA BHXKTE TOukKa 6. 1.

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

CynuTtuHuO 3enTuBa 12,5 mg TBbP/H KalICYJIH
JKenatuHoBH Karncyyu pasmep 4 (okosio 14,3 mm Qb/DKMHA) C OpaHKEBO Kalaye v OpaHkKeBo TAJIO, C Halle4yaTaHo
¢ 0a110 MacTii0 “12.5 mg” BbpXY TAJOTO H ChABPHKALLM KBJITH 10 OPAHKEBH IPAHYJIH.

CyHHUTHHHO 3eHTHBA 25 Mg TBBPAX KANCyIu

XKenaruHoBu Kancyyu pasmep 3 (okoso 15,9 mm gbipkuHA) cbC cBeTJIOKA(ABO Kamnaye H OPaHKEBO TAJIO, C
Hare4yaraHo ¢ 0sJ10 MacThIO ,,25 mg” BbPXY TAIOTO U ChABPHKALIH K BJITH 0 OPAHKEBH I'PAHYIIH.

4. K/IMHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHUA

["acTpounrectunaned crpomanet tymop (GIST)
CyHuTHHHO 3€HTHBA € NOKa3aH 3a JICYEHUETO HA HeonepadMHIICH M/ MJIH METACTATHYCH 3/I0KA4YeGEECH cHUMS
ractpoMHTecTHHAICH cTpoMalicH Tymop (GIST) npu Bb3pacThu, ciiea HEYCIICLUIHO JICYCHHE C ’ 0
[10paix PE3MCTCHTHOCT HJIM HEIIOHOCHMOCT.

L




Metactatuuicu 0b0pcuno-KieTbuen kapuuitom (MRCC)
Cyuutuund 3entupa € 110Ka3aH 3a JACUCHUCTO Ha HaNPCIHA/ METACTaTHYCH ObOPCUYHO-KICTBYEH KAPLUKMHOM
(MRCC) npu Bb3pacTHH.

[lankpeaTHHHH HEBPOCHUOKPHHHH TYMOPH (PNET)
CyuuTunund 3eHTHBA € HOKA3aH 3a JICYCHUC Ha HeollepalWwIHK WK METACTATHYHH, 100pe audepeHunpanu

[IAHKpEaTU41IK HEBPOEHLOKPpHHIIKM TymopH (pNET) npy nporpecupane Ha 00J1cCTTa 1IPU BB3PACTHM,

4.2 J03MpOBKA H HAYHMH HA NIPHJIOKECHHE

Tepanmnsara ¢be cyunTnnud Tpadea 1a OblAC upcauprera o1 IeKap, KOHTO HMa OLIMT B IIPHIIOKEHHCTO Ha
IIPOTHBOPAKORH NEKAPCTBEHH HIPOAYKTH.

Jo3upoBka
[pu GIST n MRCC npeuopbunrennara go3a Cynurnuud 3enruea ¢ 50 mg, npuemana nepopalHo BCAHbXK
JHEBHO, B [IPO/L/DKCHKE HA 4 110CIICIOBATCHHH CEINMHIIH, 110CIICIBAHA OT 2-CeAMHYHA Hay3a {cxema 4/2), 3a 1a

ce oOxBatie IbJICH LHKB!I 0T & CCAMULUA.

Ilpu pNET npenopsuurennara ao3za Cynuruuud 3enutusa ¢ 37,5 mg, upucMana 1HCpopaiHO BEUHBXK JHEBIO
0€3 IepHOJ HA MMOYHBKA B CXCMATA.

Kﬂﬂt’!{lﬂﬂﬂ HU 00 3aMa

bezonacrocm u HOHOCUMOCH
IIpun GIST u MRCC BB3 0cHOBa Ha MHAMBH/IY&IIHATA OC30IIACHOCT H HOHOCHMOCT, MOXKE 13 Ob/le 1IPHIIOKCHO

mMoaudHuKpalie 1A 103aTa B CThiiku OT 12,5 mg. /lirepHaTa jo3a He TpabBa na najueuiiasa 75 mg, nuro aa
Objac HamansBaia noja 25 mg.

[1Ipu pNET B33 0cHOBa Ha unaMBHAYannaTta 0€3001aCHOCT U HOIIOCHMOCT MOKC Ja ObJC NPHIOXKECHO
moaudrurpane 11a 103ata B cThiixy 0T 12,5 mg. Makcumannara 103a, npusarana 1o speme na pNET
npoyusaieto aia 3, ¢ 6una 50 mg JHeBHO.

[IpexbcBanua B UpHUIIAraleTo MOraT JIa CC HAJIOXKAT Bb3 OCHOBA HA HHAHBHAYAIHATA OC30MACHOCT H
[IOHOCHMOCT.

CYP3AS unxubumopu/undykmopi
EQHOBpEMEHHO IPUIOKCHUC HA CYHHTUIINO ¢ Moty uiAykTopu ita CY P3A4 karo pudamuuuun rpadbsa ua

¢ce n30area (Bxk. Touku 4.4 1 4.5). AKO TOBa HE € BL3MOMXHO, MOX¢ 1a Obae He0OX0AUMO YBEIHYCHHE Ha
%03aTta Ha CyHHUTHHHO ¢be crbnkun o1 12,5 mg (no 87.5 mg na acu npu GIST n MRCC unu 62,5 mg Ha jgen
npd pNET), Bb3 0CHOBA HA BHUMATEIIHO HADNIOACHUE HA NOHOCHMOCTTA.

EanospeMeHIo npHiioKeHe Ha CyHuTtiuud ¢ mownn uinxunbdutopu na CYP3A4 karo ketokonazon tpabea Ja
cc u30arsa (Bx. Toukn 4.4 1 4.5). Ako 10Ba HE ¢ BBIMOXKHO, MOXKE 1A € HCOOXOUAHMO HaMaJIABAIIE 113 I03KTE HA
CYHUTMHHO 70 muuumyma ot 37,5 mg anesuo npu GIST u MRCC unu 25 mg na neu upu pNET, Bb3 ocHoBa
HAa BHHMATEIIHO HABNoAcHHE HA IOHOCUMOCTTA.

Tpabsa na ce uMa npeaBua B300pa Ha ApYr CbITbTCTBALL IEKAPCTBEH NPOAYKT, KOHTO HXMA WIIH € C
MHHHMAHA CIIOCOOHOCT Ja uHAyuupa win nixudupa CYP3A4.

CrecunanHy NnolyJlauuu:

HHeduampuuna nonyaayus
besonacHocTTa M chMKaCcHOCTTA HA CYHRMTUHHO 11pH 1HalMEHTH 110 | 8-10JHIIHA BB3PACT HE ¢
HanuuHHTe NOHACTOSLEM JAHHM ca ONHCAHH B TOYKH 4.8, 5.1 ¥ 5.2, HO UpCIIOPBKA 33 JO3M

Aa 0b/1e HaupapeHa.




Cmapuecka 8b3pacm
Oxoio eMna TPCTa OT HALMEHTHIE B KIIMHHYIWTE IIPOYUBAHHS, 1IPHEMAAM CYHHTHHHO, ¢ca buin na 65 nnn
noeecue roamuu. He ca ycrasoseny 3HauuMH pazitiuua B 0€3011aCiiOCTTa UAH €PUKACHOCTTA MCHKLY 11O-MJIAIH

H NO-Bb3paCTHH NAUHCHTH.

Ueprnoopobro yvepesxcoane

He cc npenopbuea ajantydpaHc Ha HadalHaTta M033, KOraro CyRHTHHHO CC [punara Ha lalMeHTH C 1ICKO [0
ymepeo yepHoapobuo yspexaane (Child-Pugh Kiiac A 1 B). CyHUTHHHO He € 1pOyUBaH 11PH JIHLA € TCKKO
{Child-Pugh Kiiac C) ucpuoapo0tiio yBpexKAaHC U 3aTOBA, MPHIOKCHHUCTO MY 1IPH NALUCHTH € TEKKO
4CPHOAPOOHO YBPEKAAHE HE MOKE A ObJC IPENOPBLYAHO (BXK. TOUKA 5.2).

bvbpeuno yepexcoane

He e neodxouMMo KOpHrupane 1a HavaliHara 203a, Koraro ce [npucMa CynuTHiud oT nauucHtTu ¢ 0u0peuno
yBpexaate (OT JICKO M0 TCKKO) MY ¢ TepMmuuaina 6vbpcuna HeagoctarbunocT (ESRD), koxTo ca Ha
xemonuanuia. Ilocneapailo Kopyurupaie Ha ao3ara TpAOBa Ja ¢ OCHOBABA HA MIIMBM/lyailHatra 0C3011acHOCT H
NOHOCHMOCT (B¥. TOUYKA 5.2).

HayuH Ha OpUIOKEHHC
Cynurnuub 3enTHBA ¢ 32 llepopaiiHo npunoxkenue. Toit MOKE 143 cC npHeMa Cbe HilH D€3 xpaua.

AKo ce 1ponycue 103a, He OuBa 1a ce /1aBa JIOUBJIHKTCIHA 103a Ha llaudenTa. [lauucHTsT TpadBa na lipueme
oOMuaitnara npeMcana Jo3a Ha cic/Baluius JICH.

4.3 IIpoTHBONOKA3aHHUA

CBP'I::X'—IYBCTHH'I'CHHHCT KbM AaKTHBHOTO BCLUCCTBO HJIH KbM HAKOC OT LHIOMOUHHTC BCLWICCTREA, H36PUEIIH B TOYK4
0.1.

4.4 CneunaiHH npeaylnpexieHUs U NpeANa3HH MEpPKH LIPH yinorpeda

Ennospemenno npunoxerue ¢ mouiny uuayktopu Ha CYP3A4 tpadsa aa ce n30area, Tbi KaT0 MOKC Aa
HOHMXH 11/IA3MCHHTC KOHUCHTPALMH Ha CYHHTHHHO (BX. ToukH 4.2 u 4.5).

Eanospemento npuitoxenine ¢ Mowin uixuduropn na CYP3A4 tpabsa ua cc n304rsa, TeH Karto MOXe 1a
MOBUILIH [1J1A3MEITHTC KOHIICHTPALIUMH HA CYHHTHHUO (B3xk. TOUuKHn 4.2 1 4.5).

HapyluchHts i1a KOXaTa H ThKaHHTC

[Tauuenture TpsaOBa Aa ObUAT YBEAOMEHH, YC MOXKE [1a CC [10ABH JCIIMIMEITALMA Ha KOCATA U KOXKaTa 10
BPCMC HA JICUCHHE CBC CYHHUTHHHO. pyry Bb3MOKHH JAEPMATOIOTHYHN EPCKTH MOraT 1a BKIIIOUBAT CyXOTa,
yae0eaBate MK HallYKBAaHE HA KOXKaTa, MCXypucia WK OOPHUBH N0 JUIZHUTE HA PBLUCTE U XOAM/IATA Ha
KpakKara.

["openiocodyeHHTEe peakuuy He ca OHitH KyMyIlaTHBHH, 00HKHOBENO ca Oniu odpaTHMH ¥ 00ULL0 B3ETO HEC Ca
AOBCIIM J0 IIPEKpaTABaHC Ha JicyendeTo. Jokiaasany ca ¢cilyvyan Ha 1IHoiepMa rairpetosymM, OOMKHOBCHO
oOpaTuMa ccH NPEKpaTIBaHC Ha [IPUEeMa HA CYHUTHHHO. Cb00OMABA Ce 32 TEKKH KOXKHU PCAKUHH,
BKJIIOUHMTE/IHO clydaHd Ha epurcMa myntudopme (EM), cnyuau, upecanonaramy cuiapom Ha Stevens-Johnson
(SJS) u TokcrHuna enungcpmanda Hekponusa (TEN), nakon o1 kOou10 JeTanyn. AKo UMa NpU3HaLK Uin
CUMITOMH Ha cutiapom Ha Stevens-Johnson, TEN wiau EM (1anp. nporpecusex kosxken oOpHB, yecto
CHIIPOBOJICH C MCXYPH HJIH JIMI'aBHYEH JIC3HK), JICUCHHETO CBC CYHUTHHKO TpabBa 4a ce npekpatu. AKo
avardo3ara ina cuuapom Ha Stevens-Johnson nny TEN Obae norsspacia, jieucHueTo He OMBa /1a ce 3aioUBa
oTHOEO. [Ipn HsSKOH Cayvau HA noaozupaHa EM nauucirure ca nonec/Id NOBTOPHO 3al04YBaHe HA JICHEHHETO
CbC CYUMTHHMO 11PHU 110-HUCKA 1034, cJie/l OTIIYMABAIE HA PEAKUMATA; HAKOH OT TC3H [ALHEITH C




KpbBOH3INB H KbPBEHE HA TYMOPH

Xemoparnuuure CeOUTUA, HAKOM OT KOUTO ca OWiIH JIETAHH, ChOOIIEHH IPH KIHHKYHHY IPOYUYBAHHA ChC
CYHUTHHHO M 110 BpeMC Ha [IOCTMApPKCTHHTOBOTO POCICAABAHC, €A BKJIKOYBANH KPbBOH3IHBH OT CTOMALLHO-
YPEBHHA TPAKT, PCCIUPATOPHUS TPAKT, MMKOUHHUTE NBTHLIA H MO3bHHH KPLBOHIIHBH (BX. TOUKa 4.8).

PyTHHHATA OLEHKA HA CHOMTHATA Ha KbpBEHC TPAOBA 13 BK/IFOUYBA IIbJIHA KPLBHA KapTHHA H QPH3HKAICH
Hperieit.

Enucrakcuc e Onna Hai-uccTata xeMoparuyia HExelaHa peakums, KosSTo ¢ ChoOLCHa HPH IPUOIH3UTENHO
IHOJIOBHHATA OT LIALMENTHTE CbC COJIMAHH TYMOPH, KOMTO €a HMAJIH XeMoparnulin cedutus. Hakou ot
CIYHAUTE HA CIIMCTAKCUC Ca OUTH TEXKH, HO PSIKO JICTAIHH.

Crobmaea ce 3a C1y4an Ha TYMOpHA XeMOparus, MOHAKOIa CBbP3alii ¢ TYMOPHA HEKPO3a; KATO HAKOH OT T€3H
XEMOparu4Hi CbOMTHA Ca OWwin NeTanuu.

KpbLBOM3IHMB OT TYMOPA MOXCE /1a HACTBIIM BHE3AIIHO W B Cilydal na 0e/toapo0et TyMOp MOIaT a ce IpOsABAT
KATO TeXKH H )KHBOTO3ACTPALLABALILH KPbBOXPaucHe UiH 0enoapooce KpsBouinue. [lpu knuununure
IPOYYBAHHA M [10 BPEMC Ha IIOCTMAPKCTUHIOBHA ONUT APH IIAUMCHTH, JICKYBaHH ¢bC CyHHTHHHO 3a MRCC,
GIST u 6enoapoden kapuHHOM, ca HalIIOAaBaHU cny4ad Ha OeioapodHa XxeMoparua, HAKOH 0T KOHTO ¢
netaiien nixon. CynuTuHud He € oa00peil 3a IPWIOKCHHC 1IPH HAUHEHTH C pakK Ha Denurte ApoboBe.

[TaumedTH, nosy4aBalliM eJHOBPEMEHHO aHTHKOAI'YIaHTH (Ranp. BapdapuH, allcHOKyMaposl), MoxXe Ja Obaat
NpOC/IEASBAHU IEPHOAKYHO, YPE3 [IbJIHA KPBBHA KapTHHA (TPOMOOLMTH), (PAKTOPH HA KPBBOCHCHPBAHETO
(PT/INR) u dusukanien npernen.

CroMaluio-4peBHH HapylUCHKA
Huapus, raacse/noBpbluate, kopemua 0ollka, AMCIIENCHA H cToMaTHT/001Ka B ycTara ca OMau laluecro

ChODLIABAHHUTE CTOMALIHO-YPEBHHU HEWKE/IAHYM PEAKIIMM; CbOOWABAT Ce CBUIO U ClIyyaH Ha e30haruT (Bx. TOUKa
4.8).

[Topuabpkamara rpusxa 1py CTOMAUIHO-YPCBHHTE HEXEIAHU peaKkl My, HIMCKBALHM JIEYEIHC, MOXKE Ja BKI0YBa
JICKAPCTBEHU NPOAYKTH IPOTUB LIOBPBLLAHE, IIPOTHB MHAPHA HIH AHTHAUHAH,

[Mpy nanseHTH ¢ HHTPaad LOMHHAMIK JI0KAYCCTBCHU 0Opa3yBaHus, JIEKYBaIK CbC CYHHUTHHHD, ca chobiciin
CCPHMO3HH, {IOHAKOra JNCTATHA CTOMALLIIO-YPECBHH YCIIOKHCHHS, BKIIKOYHUTCIHO CTOMAIBHOUYPEBIIa nepgopaums.

X ULICPTOHHA

Coobiasa ce 3a XMIEPTOHHS, CBBP3aHa CbC CYHHTHHHO, BKIIIOYHTENHO TexKa xunepToius (> 200 mmHg
cucroiivo uin 110 mmHg anacrosuio kpeHO vandrane). [faynenture TpsadBa Ja ce U3ciieasar 3a
XUIICPTOHMA U Ja C€ KOHTPOJIUPAT aAeKBaTHO. BpemcHHo 1IpeKparsBate c€ [IPENopbYyBa NpH NalUucHTH C
TCXKKA XHIIEPTOHHA, KOATO HE CC KOUTPOIMPA C NPHAOKENHE Ha jiekapersa. Jleuchueto Moxe 1a obie
110(HOBCIO BEJHATA LWOM XHUIMEPTOHHATA CC KOHTPOIIHPA 110 HOAX 0O HauMl (BXK. Touka 4.38).

XemMar0J0rH4YHH HAPYILCHKS
Hamasen abcomoTten Opoi neypoduiin 1 namane 6poi TpoMOoUMTH ca cboOLIECHN KaTO CBBP3aIIH CbC

CYHHTHHHUO (BXK. Touka 4.8). ['opaure cbBuTHA He ca 1M KYMYyINAaTUBHU, OOMKHOBCHO ca OHIIM 00paTUMH U
00110 B3CTO HEC €A JOBEIH 10 IPEKPATABAHC Ha jeyeHncto. Huro ¢aHo OT Te3u chOnTHa B 1tpoyyusanns aza 3
HC ¢ OMI0 HETANTHO, HO PCAKH ACTAIHH XEMATOIOTHYHH ChbOMTHA, BKJIIIOYHTCIHO XEMOparus, CBbp3ana c
TPOMOOLIMTOIICHHA U HEYTPOIICHHYHH HHOECKUHH, €A CbOOLLEHH [IPH [TOCTMAPKETHHI'OBOTO HA0/IOACHHC.

KakTo [IPH PAHBHTC, TAKa H IPH TTO-KBCHHTC €Tally Ha JICHCHHETO CbL EyHHTHHHﬁ c HB.GJII{},U,HEHHH 110584 HA
dHCMHA.

[Tbnua KkpbpBHA KapTUHA TPAOBA J1a CC HANPABUY B HAYAIOTO 11a BCEKU TCPAIIEBTHYCH UHMKD
NOJIyHaBaIUM [IEYCHUC CbC CYHUTHHHO (BXK. TO4Ka 4.8).




CbpacyHy HapYLICHHA

C’bpﬂﬂ'—IHGC'EHDBHTE CLﬁHTHH, BKJ/IFOYHTCI/IHO CbpUACHilad HCAOCTATbUYHOCT, KAPAHOMHOILIATHA, HAMAICIHIHA
o, HopMata B JICBOKaMCpHAT4 (prIHLI,HH HAa H3TAACKBAHC, MHOKAPIHT, MHOKApAHA HCXCMHA H
MHOKAPICH HHd)Elpl{T, HAKOH OT KOHTO ICTAIIHE, Cd OunK C"hﬂﬁl.ﬂﬂllld NpH nHagrctTH, JNCKYBAHH CbC
CYHHTHHHG. Tesn JaHHH 11peaiionardar, 4Hc C}’]lHTHIIHﬁ LIOBHUIABA PHCKA OT KAPIAHOMHOIIATHA. an
HAUKEHTHTC HE €4 HACHTHHUHUPAHH CnCUMbBYHK JONBJIHKTCIHU PUCKOBH (aKTOPH 3a CYHHUTHHHO-
HILAYLMpaIla KapAHOMHONATHA, OCBEH CHCLUMPUYHHA 3a NCKapeTBOTO edexr. H311013BaHTC BHHMATCIIHO
CyHHTHle‘.Iﬁ [IpH HALHCHTH, [IPH KOHTO CbUICCTBYBAd PHCK H/IIH HMaAT aHaMHe3a 3a TAKHUBa CbOHTHUA {B}K.

Touxa 4.8).

OT BCHYKH KIUMHWYHH [IPOYYBAHMA CbC CYIIMTHHHO ca OMIM HIKIIFOYMBAHH HALMCHTH, KOUTO 12 Meceua npeuu
HPHIIOKEHHUETO HA CYHHTHHMO ca nmoka3zanu cOHTHA OT CTPaHa HA CBPUETO KATO MHOKapCH HHDAPKT

( BKIIIOUMTEIHO TEXKKA/HeCTaOMIHA aHIMHA 1ICKTOPHC), KopoHapeH/nepudeped aprepranct dafinac rpagr,
CHMNITOMATH4YHA 3aCTONHA CbpAcYHa HeaocTaTbyHOCT (3CH), MO3BUYIO-CBA0B HHLHUCHT HJIH [IPCXOLHO
HAPYLICHHE Ha MO3BLYHOTO KpbBOOOpawenue uin 0esioapodua emOboims. He e w3BecTHO Aaiy NauHEHTHTE C
TE3H CHLINbTCTBALLM CLCTOAIMA MOIAT /13 €a ¢ NOBHILCH PHCK OT Pa3BUTHE 1id 3aBMCHMA OT CYHRUTHHUO
fICBOKAMEpPHA ANCHYHKLIHA.

JlexapuTe cc CBBCTBAT Aa HIPEUCHAT TO3ZH PHCK CHPAMO BbIMOXHHTE (105131 OT CYHHTHHHO. JlokaTo npueMar
CYHHTHHUO, NAUMCHTHUTE TPAOBA BHUMATEIII0 1A C€ LPOCNCAABAT 3& KIMHHYHH 1IpU3HANH U CHMIITOMH Ha
3CH, ocobcHO NauHeHTHTE ¢ KapAHOJIOTHYHH PHCKOBH (PAKTOPH M/MitH aHaMHC3a Ha 3a00JIABaHE Ha
KOpoHapHHUTC apTepuu. [Ipy nauveHTH, npueMainu cyHutHnubd, tpsabsa fa ce uma npeasuy oucuxa na JIKOH
B HAY&JI0TO H IICPHOMHYHO ciien ToBa. [Ipn naumeHTH 0€3 KapAHONOI HYHH PHCKOBH GAKTOPH B HAa4allI0TO
TpAbBa J1a CC HAalIPAaBH OLICHKA HA (PPaKLMATA HA U3TIIACKBALIE.

[Ipu nanuume nHa Knuimyadu nposisy Ha 3CH ce upenopbsusa aAa ce npekpaty cyndTHHHO. [IpueMsT Ha
CYHUTHHHO TpaOBa Ja ce LIPeKbCHE BPCMENIO H/HIM 103aTa 113 CC HaMaJlK 11IpK HAUUCHTH 0€3 KIIMHHYHO
nokazarencteo 3a 3CH, Ho ¢ ¢pakuus Ha u3TaackBane <50% u >20% noj H3X0AHOTO HUBO.

Yabuaxkapatic Ha QT untepsana

[Tpu naumerTy ¢ KCIO3ULMS HA CyHUTHHKO ca nadbmogarany yabikagance na QT vurepsana u Torsade de
pointes. Y ibmxkaBanceto Ha QT-nHTepBana MOXKC Aa JOBEAC 0 YBEIHYCH PHCK OT KAMCPHH apUTMUMH,
BKIIOUMTENNO Torsade de pointes.

CyHutyuHuO TpadBa ja ce H3110138a ¢ LIOBHUIEHO BHUMAHKC LIPK IALUCHTH C H3BCCTHa aHaMHC3a 3a
yub/kaBane Ha QT-uutepBana, nauyenTH, HPHEMALLH AHTHAPHTMHYHH JICKAPCTRA HIIK JICKAPCTBEHH
IIPOAYKTH, KOKTO Morar Aa yabiikasar QT vHTepBana, viH HAUKEHTH ChC CHOTBECTHO NIpEUILECTBALLO
ChpAEYHO 3a00/19BAHE, OPAUMKADANA HIH CIHCKTPOJIMTHH HApyWenns. EnHOBpEMELIHOTO IIPHIOKENHHC HA
CYHUTHHHO ¢ MownH HHXHOHTOpH Ha CYP3A4 Ttpabsa aa ce orpasHHyuM OpaaH Bb3MOMKIIOTO IIOBHLWICHHC HA
IVIA3MCHHTES KOHUEHTPALUHH Ha CYHHTHHUD (Bx. ToukH 4.2, 4.5 n 4.8).

Ciryyau Ha BeHO311a TpoMboeMO0 M

CpOMTHS Ha Belo3Ha TpoMOOoeMOONNA, CBbP3AHH € JICHCHUCTO, €A CLOOIUCHH 1IPH [TaUHEHTH, KOUTO ca
HPUEMaAJIH CYHHTHHHO, BIJIOUYHTCIIHO ABJ0OKA BeHO3Ha TpoMDo13a U Denoupobiia embo0siHa (BXK. TOUYKa

4.8). Cinyuau Ha Ocnoapobha eMO0nus © netanel u3xol ca HadsonasaHy 110 BpeMe Ha MOCTMAPKETHHIOBHSA
HCPHOL HA HabioaeHue.

Aprtepnaiiv TpoMO0EMO0IIHYHH CBOHTHA
[Tpu nauMeHTH, 1CKYBAHU CbC CYHUTHHHUO, ca choBliaBany ciy4yan Ha aprepuainiu tpomboemOonuuim

chOHTHA (ATC), ntonakora netanud. Hai-uectute chOMTHA BKIIOYBAT MO3BYHOCHA0BH MHLUHUACHTH, IPCXO/IHA
HCXEMHYHA aTaKa U MO3bUYCH HHCYNT, PUCKOBHTC (GakTOpH, CBbP3aHd ¢ AT(C, B JI0IIBIIHEHHE KBM TOAIEXKALLO
3JI0KAa4eCTBCHO 3a00i18Bale H BL3PAcT =65 roguHu, BKIKYBAT XHIIEPTOHHA, 3aXapeH AHa0eT ¢
TpoMO0emM0b0/1MyHO 3a00/ABaHE.




AHEBPHIMH H aPTCPHAJIHH JIMCEKALIHH

M3nonsBauero Ha vixuluropu na b1 Ha VEGF npy naumeuts cbe viin 0€3 XRNCPTOHUS MOXKE 1A
noANOMorHe odpazyBaHCTO Ha ARCBPH3MH H/UIM apTepHaInn Axcexkauuu. [pean samouBaHeTo Ha JICHEHHE ChC
CYHHTHHMO, Tps0Ba BHUMATCIIHO Ja CC LIPELCHH TO3H PHCK IIPU NAUKENTH ¢ PHUCKOBH (PAKTOPH, KATO
XHIIEPTOHHA WIH AHAMHE3A 33 AaHCBPH3IMA.

TpomBGoruuna muxpoanrvotatua (IMA)

IIpu nosBara Ha XEMOJIHTHYIIA aneMusl, TpoMOoUHTONEHHA, YMOpa, (IIYKTYHpalla HEBPOJIOTHYHA
CUMIITOMATHKA, OB0pcuHo yBpexkaane H Tpecka e HeoOxoaumo aa ce oomuciin TMA kato a1arnosa,
BKJIIOYHTENHO TpoMBoTUUHA TpomOoumnTonennyHa nypuypa (T TI) 4 xeMoanTtHuno ypeMuycH CHHAPOM
(XVC), nonsgkora soaciuu oo 6p0peuna HEJlOCTATLUHOCT HAK ICTAICH H3XoM. Tepanuara ¢bC CYNHTHHHD
Tpabra 1a ObIe [PCKPATEHA NPH LIALMCHTH, KOMTO pa3suarT TMA, 1 € 1e00X0uM0 CBOCBPEMCHHO JICHCHHC.
Ha6;1101aBato e orwiyMaBalie Ha cuMToMuUTe Ha TMA caen npekparaBaie Ha jeueHHeTo (Bx. Touka 4.8).

Tupeonsna uucdyukuiis

[Tpenopsupa ce naqaito J1abopaTopHO H3CICABAHC HA PYHKUHATA HA LIMTOBHUAHATA XKJIC3A 1IPH BCHUKH
naguMenTy. [TanuelTHTe ¢ anamiies3a 3a XHIOTHPEOHIAN3IBEM NIIK XHIICPTUPEOUIN3BM TpA0Ba 1a ObUAT IEKYBAHN
Cl1OpE/l CTaH1APTIIATA MCAMUMHCKA NPAKTHKA IPEAH HA4YAN0TO Ha JIEYCHHETO Che CyHHTUHUO. [1o Bpeme na
JICUEHHE ChC CYHHTHHHO, TpAOBA Jia ce H3BBLPLUBA PYTHUHHO LIPOCICASBAHE HA THPCOMAHATA (PYHKLUHA Ha BCCKHU
3 meceua. B ponsiiHenne naupedTuTe Tpsibsa Aa ObaaT HabGnoAaBaHH BHHMATEIHO 33 1IPH3HALM H CHMIITOMH
Ha THPCOM/AHA AMCPYHKUHA 110 BPEME 1A JICUCHHETO Y HA MALMENTHTE, IPOABWIH PU3HALU H/UIH CHMIITOMH,
HACOYBALLH KbM THPEOHIHA AHCHYHKLMA, TPAOBaA /1a Ce HAanpaBH J1adopaTopHo U3CcacABaHE Ha PYHKLMATA HA
LIMTOBHUIHATA JI€3a 110 KIMHUYHK foKa3zanua. [lauMeHTHTe, KOMTO Pa3BUAT THPCOMIHA AUChYHKUMA, TpAOBa
na OLJAT JICKYBaHHU CIOPEA CTAHAAPTHATA MCAHIHHCKA [IPAKTHKA.

XHUNOTHpEeOHAH3bLM € Habmonasal B 1a4aN0TO, KAKTO H B NO-KbCIIUTE CTANH HA JICHEHHETO CbC CYIHTHIIND
(Bxk. TOUKE 4.8).

[lankpearur

ITosuLICHHA B aKTHBHOCTTA 1ia CCPYMHATA JIMI1a3a ¥ aMuJ1a3a ca HabnogaBaHH NPH NALHUCHTH € pa3/iHyiu
COJIMIHU TYMOPH, KOHUTO Cca Noay4aBaild CyuHTHHHO. IToBHIICHHATA B AKTHBHOCTTA HA 1MNA3aTa [1PH JIMLA ¢
Pa3IHYHU COMANAHN TYMOPH Ca Oniy IPCXOIH M OOUKHOBENO He Ca DMK UPHIAPYIKEHH OT IIPU3HALK WK
CHMMNTOMH HA MAIKPCATHT (BX. TOYKa 4.8).

CHobLicHM ca Ciny4aH Ha CEpUO3NH NAHKPCATUYHH CHOUTHA, HAKOM C JICTanelt U3XoA. AKO ca HallMue
CHMMTOMH HA MAHKPCATHT, TEPAIIHATA ChC CYHUTHHKO 1padBa Aa CcC NPEyCcTaHOBH, 4 HA HALMCHTHUTE 1 Ce
OCHIYPH HOAXOAALO IOAABPXKA0 NEUCIIHE,

XCHATOTOKCHYHOCT
TTpu nauMenTH, JICKYBalK CbC CYHHMTHHUO, cc Habntoaara xcitaroroxkerunoct. Cityuad na yeproapobna

HCAOCTATHLHIIOCT, IIOHAKOTA € JIETAJIEH H3X0M, ca Habmoaasaiin npy < 1% 0T HayUCHTHTE ChC CONMAHH
TYMOPH, JICKYBaHH CbC CYHUTHHHO. HeobxoauMo ¢ MOHUTOpHPAHC Ha 4epHOAPODIIMTE PYHKUHOHATHH
noxazarenu (ananunk amiuorpancdepasa (AJIAT), acuaprar tpancamunasza (ACT), HuBa na dOniupyoun) cacu
3a1104BAHC HA JIEYEHHETO, 110 BPEME HA BCEKH LMK HA JICHEHHMETO M KOrato € KIMHHYHO nokasado. Ilpu
HAJHYHE Ha IPA3ZHALM HAM CUMITTOMH 11a 4epHOAPOOHA HEA0CTATBYHOCT, CYHUTHHHO TpaOBa 1a Obie cupsl H
TabBa Aa CC MPHIIOKAT NOAXOIALUIN NOUIbPAKALLH MEPKH (BXK. TO4K2 4.8).

bbrOpeuna pyHkusd
Crnobulaea ce 3a cayyau Ha OB0peUHO yBpexlane, ObOpcUYHA HEJIOCTATHYHOCT K/ MK OCTpa ObBOpeuHa
HCHIOCTATEYHOCT, B HAKOH Cllydan ¢ ficTaleH U3xol (Bx. Touka 4.8).

Puckosute (pakTopH, cBbp3any ¢ 0LOpCUHO yBPEXKAAHE/HEQOCTATBYHOCT, NIPH NALMCHTH, Ip

nognexawo 0bOpeUHO YBpEeXKAAHE, ChpAEYHA HEAOCTATEYHOCT, XHIIEPTOHHA, CENCHC,
NCXHApPAaTAUHA/XHIIOBOIIEMUSA U pabaoMHOIN3A.




bcioniaciHocTTa 1Ha HCIIPCKLCHATO JICHCIHHC CbL CyHHTHI'IH6 HDH HHAUKMCHTH C YMCPCHA HO TCWKKE {(IPOTCHHYPHA
HC € CHCTEMATHYHO OLUCHCELA.

Co011cHM ca clydau Ha IIPOTEUIYPHUs M PCIKH cilydan Ha nedpornuch cungpom. Ilpeuopsupa ce u3xoauo
H3CACUBAHC HA YPUHATA, KATO NauMeHTHTE TpAadBa aa Obaa1 nadi01aBaly 3a pa3BUTUEC HIIM BJIOLIABAHEC HA
[IPOTCHIIYPHSATA.

[IpyecMBT HA CYHHTHHHO ce 1IPEYCTAHOBABA HPH ALHCHTH € HEQPOTHUYCH CHHPOM.

ducryna
AKO HacTBIlK oOpa3zyBaHe Ha PUCTYNA, JICYCHHUETO CbC CYHUTHHHO TpsaOBa na Obic npekbeHaTo. Hma
orpaHHyeHa HHPOPMAaL M OTHOCHO NPOABIKUTENHATA yIoTpeba Ha CYHHTUHMO 1IPH 1ALMCHTH € PUCTYIIH (BK.

TOuKa 4.8).

HapviuueHo 3a3gpaBapaic na patu
Ilo BpcMe Ha NEYCHHUCTO CbC CYIIMTHHHUO CC ChOOILABAT Cllydau Ha HApyUIENO 3a3/(PaBABAHE 1A PaHU.

He ca uposewnanu ouunaliiM KIHHHYHA M3HMTBAHUA 33 CPEKTa Ha CYHHUTHHHUO BbpXY 3a3(paBABAHCTO HA
PAHUTC.

BpeMcHHO CLMpPAIC HA JIEYCHUCTO ChC CYHUTHHHO Ce LIPENOPBUBA [PH IIALHECHTH, [IOJIICHKEHH Ha I'OJICMHU
XHPYPIrUYHH HHTCPBELLMH, OT CLOOpaXKerUa 3a Be3onacHoct. MmMa orpanuyeH KIHHH4CH OITUT 110 OTHOLLEHHE
Ha BPEMETO 3a Bb300OHOBSBAHE HA TCpAIlMATA CNE/ MONIMa XMPYPruuHa HHTCpBeHUuMA. Peluenunero aa ce
Bb300HOBH JIEUCHHETO CbC CYHHTHHHUO Clle] IoaaMa XUpYpPruuHa HHTCpBeHUMS TPADBA 1a ce Da3upa na
KJHHHYHATA OLICHKA HA Bb3CTAHOBABANCTO OT ONCPALHATA.

OcTeoliekpo3a Ha yenwcTTa (ostconecrosis of the jaw ,ONJ)

CwobuiaBa ce 3a C1ydan Ba OCTEOlCKPO3a HA YCHIOCTTA [IPH MALKHEHTH, NIEKYBAHU ChC CYRUTHHMO. [ToBeucTo
CIty4au ca CbOOLICHH LIPH NALKEIITH, KOUTO Ca MOJYYHIIH HPCAWICCTBALLO WK ChilBTCTBALLO JICYCHHE C
HIITPABCHO3UO Npuaaranyd OMpoc@oHaTy, IIPH KOMTO OCTCOHEKPO3aTa 11a YESJIOCTIA € HACHTHOHLUKPAIL PUCK.
TpsadBa aa ce MoAX0XK /A C BHUMaHHE, KOraTo CYHUTHHHO W HHTPaBEHO3HO jipwiarand Oudochonarm ce
NMPWIAraT eAHOBPCMCHHO HIIK [IOCEINOBATCHIO.

HuBainBHUTC ACHTANIH NPOLUCAYPH ChULO 1IpECTaBIABAT HAcHTUPHUKHPaH pUcKOB dakTop. [Ipesu na ce
331104HC JICHEHHE CbC CYHUTHHHO TpabBa na ce HMa 1IPpCABHA ACHTAIEH Lper/ie] B [IOAX0ASIH NPEBAHTHBHH
MCPKH. [IpH 1IAUKHCHTH, IPHCMaIH WIH BCE OLIE HIpHEMaH OUdocoHaTH 3a HHTPABEHO3HO [IPHIIOKEHHE,
HIIBA3HBHHUTC JCHTAJIHM NPOLUCAYpH TPAOBA IIPH BB3MOKHOCT Ja ce u30saraatr (Bx. Touka 4.8).

CBpBbX4YBCTBUTCNHOCT/aHI HOEHCM
AKO HacTbIIM AHMHOAEM BCICUCTBHE 11d CBPBbXUYBCTBHTENHOCT, JICHCHHETO ChC CYHUTHHHO ™a0Ba na dvae
[IPEKbCHATO H A CC OKAXKE CTaHJAPTHA MEAHLKIICKA 1IOMOLL (BXK. TOYKA 4.8).

| bpuoBe

B KIHMHHYHHK NPOYUBAHHA HA CYIIMTHHHO W {IPK NIOCTMAPKCTHHIOBOTO HA0NIOUCHHE ¢a ChOOUICHH I'bpUOBE.
[TaurcnTH ¢ I'BPYOBE U NPUIHALM/CHUMIITOMHM, OTIOBAPALLM 11a CUILAPOM 114 0OpaTuMa 3aaHa
nesxocuiedanonatua (RPLS), karo xHiepronus, 1:1apo00siMe, HaMatcHo BHHMaHMe, IPOMCHEHH YMCTBCHH
PyHKUHUK 1 3aryba Ha 3pEeHHETO, BKIKOUHUTENHO KOPOBa ClelloTa, Tpadsa na Obaar KOHTPOJIMPAHH 4pe3
MCIHIMHCKH CPCACTBA, BKJAIOHMHTCIIHO KOHTPOJI 1a XHlicpronuaTa. IIpciopbura ce BpCMEHII0 IPCKBCBAHE HA
JICHEHHCTO CbC CYHHTHHHO, ce/l BL3CTAHOBARAHCTO JICHCHHETO MOXKE 44 ObAC NOUYHOBCHO 110 PCILUCHHE HA
HEeKyBauud Jiekap (Bx. Touxa 4.8).

CunapoM Ha Tymopen pasnan (CTP)
Cayuan Ha CTP, HAKOM OT KOMTO JICTA/IHH, Ca HAOMIOIABAHH PRAKO 10 BPEME HA KIIHHUYHUTC U3IIMTBAHHSA U
1IPH HOCTMAPKETHHIOBOTO HAONKOLEHHE TIPH MNALKCHTH, JIEKYBAHHN CbC CYHHTHHUO. PUCKOBHTE
CTP BkslouBaT 1'0/11Ma Maca Ha TyMopa, NpcIecTBalla XpoHHuHa 6b0peuna HeAOCTATD
ACXHApATaLUa, XHIIOTOHHUA ¥ KHcena ypuHa. Te3n nauueHTH Tpa0Ba CTPUKTIO Ja ce 1p
JICKYBAT CNOPEA KIHHUYHHUTE [10Ka3aHHA, KaTO TpAORA Aa ce OOMHCIK U NPO¢UIAKTHY




HMHdexnp

Uma cboblilieHHR 3a cepHO3HH HHPEKLNHN, CBC HIN Oe3 HEYTPONEHUA, BKIIOUYHTENHO U HAKOH C JIETANeH KpaH.
CroOluaBa ce 3a HEUECTH Cllyuad Ha HEKpOTH3Hpalll ¢pacuMUT, BKIIOHUTENHO HA NEPHHEYMA, NMOHAKOra C
neraned u3xoa (Bx. Touka 4.8).

[Tpn nauMeHTH, KOMTO pa3BUAT HEKPOTU3IUpaLL PACUHHT, ICYEHHETO ChC CYHUTHHHUO TpAOBa A2 ce npeKkpaTH H
CBOEBPEMEHHO TPpAORa Aa Ce 3aMIOUHE NOAXOAALLO NEYEHUE.

XUNOTNUKEMUA
[To BpeMe Ha AEYEHHETO CBC CYHUTHRUO ce Chodiiasa 3a MoHW)XKasaHe Ha [1l0Ko3aTa B KPbLBTA, B HAKOH

C/Iy4an ¢ KJIHHUYHA CHMNTOMATUKA M HANArali XocnuTaIu3auus nopaaM 3aryfba Ha ce3Hanue. B cnyvai Ha
CHMINTOMAaTHYHA XHNOTHHKEMMSA, IPHEMBT Ha CYHUTUHUO TpsaOBa fa ObAe BpeMEHHO npekpaTeH. [ NIKo3HUTE
HHBa B KpbB8Ta TpadBa na 6bAaT npocneasBaHu peryJApHO Mpy NAaLKMEHTH ¢ Av4adeT, 3a 1a ce OLeHH AaTH
NO3UPpOBKATa HA aHTUAMAOETHUTE IEKApCTBEHK MPOAYKTH TpAOBa na ce KOpUrupa, 3a Aa ce Hamanu pUCKbT OT
XUNoTrnukeMHs (BX. Touka 4.8).

XunepamoHeMHU4Ha eHledanonarTus

HabnrwnapaHa € xunepaMoHeMuiHa eHuedanonaTha Mpyu cyHUTHRAO (BxX. TO4Ka 4.8).

[Tpy nauMeHTHUTE, KOUTO PA3BUAT HEOOACHUMA IeTaprua WIH NPOMEHH B NICHXUYHHA CTATYC, TpaOBa aa ce
H3IMEPH HUBOTO HA AMOHAK U Na ce NpearnpyHeMar NoaXoAdH KIHHHYHA MEPKH.

Hampuu
ToBa nekapcTao Chabpxa no-manko or 1 mmol Hatpuit (23 mg) Ha Ko30Ba €QUHHULA, T.€. MOXKE 12 CE€ Kaxe, e
MPAKTHYECKU HE ChAbpIKa HATPHH.

4.5 B3aumMoaeHcTBHE ¢ APYTH JEKAPCTBCHK NPOAYKTH H ApYru GopMH HA B3aHMOAeHCTBHE

[lpoyuBaHKMsA HA B3AaUMOACHCTBUATA Ca MPOBEKIAHA CaMO TP BH3PACTHM.

.]]EI{HPCTBEHH NpeAYKTH, KOUTO MOrat jd NOBHLIAT NJIa3MCHHUTC KOHUCHTPALHH Ha CYHUTHUHHO

Edpexm na unxubumopu va CYP3A4

[1pyn 3apaBH AOOPOBONLH, CAHOBPEMEHHO NPWIOKEHHE HA €AHOKPATHE 2038 CYHHTHHUO ¢ MOIWIHHUA HHXHONTOP
Ha CYP3A4 keTOKOHA30M € 10BENO A0 NOBHILUEHHE B CTOWHOCTUTE HA 0011aTa [CYHUTHHUO + OCHOBEH
meTabonnt] MakcUManHa KOHUEHTpauus (Cmax) W IU10LUTA 1104 KpHBaTa

(AUCo.»), cboTBeTHO € 49% U 51%.

[TpunoxxeHueTo Ha CYHUTHHUO ¢ MOLUHN HHXuOUTOPH Ha CYP3 A4 (Hanp. puTOHaBUp, UTPAKOHA3OM,
EPUTPOMHLNH, KNAPUTPOMHLIUH, COK OT rpendpyT) MOkKe Aa MOBHLLIW KOHUEHTPALMKTE Ha CYHUTHHUO.

CneaoBarento, kKomOHHKpaHeTo ¢ UHXWOUTOpU Ha CYP3A4 cneaBa na ce u3barea unu ana ce obcwvan nibopa

Ha ApYr CbIBTCTBALL JIEKAPCTBEH MPOAYKT, KOHTO HAMA WM € ¢ MHHUMAJIEH MOTEHUHAN 3a UHXUOHUPAHE Ha
CYP3AA.

AKO TOBA HE € Bb3MOXKHO, MOXE 112 € HeoOX0aMMO HaMalABaHe Ha fo3ara Ha CyHUTMHUO 3eHTHBA 10
MHHHMYM OT 37,5 mg axeBHo npH GIST n MRCC unu 25 mg anesHo npn pNET, Bb3 OCHOBA Ha BHUMATENHO
HabArOAEHUE Ha NOHOCUMOCTTA (BXK. ToUuka 4.2).

Eghexm na unxubumopu na BCRP (npomeun na pezucmenmuocm na pax na evpoama (Breast Cancer
Resistance Protein)

ChllUecTByBaT OrpaHUYEHH KNUHWYHKA JaHHH 32 B3aUMOIEHCTBHETO MEXKIY CYHUTHHHO H MHXHOUTOPH Ha
BCRP u 3aToBa He Moxe 1a 6bAe U3KNI0UECHA Bb3MOXKHOCT 33 B3aHMOAEHCTBHE MEXAY CYHHTHHUO M ApYrU
HHxHOuTOpH Ha BCRP (8%, ToYyka 5.2).

JlekapcTBEHH NPOAYKTH, KOUTO MOraT 1a NOHWXAT NNAa3MEHUTE KOHUEHTPALIMK HA CYHHT

Edexm na undykmopu na CYP3A4




[Ipu 3apaBu JOOPOBOJILH, €AHOBPEMCIHOTO HIPHJIOKCHHC HA CAHOKPATHA 210338 CYHUTHRUO C MOLLHINA
nuaykrop Ha CYP3A4 pudbamnun e 10Bei10 10 HaMaieHHE B CTOHHOCTHTC Ha 00L1aTa [CytHTHHHO + OCHOBEH
MeTabOoNMUT] Crax H AUCy.., chorBETHO € 23% 1 46%.

ITprioxeRHETO Ha CYHUTHHUO ¢ MOIIHK HHAYKTOpH Ha CYP3A4 (Hanp. AekcameTasol, GerRUToRN,
kapOamazenuu, pudaMitni, peHodapdHTAT HIH paCTHTENRU IPOAYKTH, ChABIKAILH XKbAT KAHTAPHOH
(Hypericum perforatum)) moxe 1a {LIOHUXH KOHUCHTpAaLHHUTE HA CYHHTHHKHO. CncloBare/ino, KOMORHHPAHCTO
¢ unaykropu Ha CYP3A4 tpabea aa ce u306sa18a mim Ja c¢ 00CBAH H300pa HA APy CBIBTCTBALL JICKAPCTBCH
HPOAYKT, KOHTO HAMA UK € C MUITMMaNEl [10TeHIHA 3a nHAYynHpaHe Ha CYP3A4. Axo ToBa He ¢ Bb3MOXHO,
MOXC /1a € HCOOX0AMMO yBeliHYaBale Ha fgo3arta Ha CyHUTHHUO 3CHTHBA CBC CThIKH OT 12,5 mg (1o 87,5 mg
na acu 3a GIST u MRCC unu 62,5 mg anesuo 3a pNET) Bb3 ocHOBa 11a BlIKMAaTEIRO HADIIKOACHUC Ha
IOHOCUMOCTTA {BX. TOUKa 4.2).

4.6 MepTHAHTET, DpeMEHHOCT H KbpMEHe

KOHTpaycmiyna mpyH MbKC M KCHH
Kenwu ¢ aerepoacH noTeHMaln TpsoBa na 0b4aT 110CBBETBAHM 44 H3N0JI3BAT CPEKTHBHA KOHTPALICIILIMA H 1A CC
[peia3sat oT 3abpemensBate, JOKaTo CC ICKYBaT ChC CYHUTHHHD.

bpeMeHnocT

Hama npoyuBanua npd OPCMCHLH XKCHH, H3noJ3Batuk cynntuuu0O. [IpoyuBanusrta npu »xUMBOTHH ¢a 11I0Ka3alH
PCOPOAYKTHBHA TOKCHYHOCT, BKIIOYHUTEIHO Manpopmauny Ha moaa {Bx. Touka 5.3). Cynurniund 3entusa He
TpsAOBa Aa ce U310J138a 110 BPCME 11a OPEMCHIOCT HIIH IIPH XKEHH, KOHTO HE H3H0N3BaT CPCKTHBHA
KOHTpAaLCILMA, OCBCH aKO Bb3MOXKHATA 110132 HC ONIPABJABA IOTCHUHATIHUS PHCK 33 QeTyca. AKO CYHHTHIINO
CC M3110J13Ba 110 BpEMC HA OPCMEHIIOCT HIIK aKO MALKNCHTKATA 3adpemenee, JOKATO ¢ HA JICYCHHE ChC
CYHHTHHHO, TO T4 TpA0Ba Aa Ob/1C YBCAOMEHA OTHOCHO Bb3MOKHHA PHCK 32 111014.

KbpMeHe

CyHUTHHUO W/ UK HCIOBUTE METADOJIMTH CE€ CKCKPETHPAT B MIAKOTO HA NbXx0Be. He ¢ H3BCcCTHO Jany
CYHHTHHHO HIIH OCHOBHHAT MY aKTHBCH MeTalOJIUT CC EKCKPCTUPAT B KbpMaTa. TbH KATO aKTHBHHUTE
BCLUCCTBA 4€CTO C€ U3TBYBAT B KLPMATA M ITOPAJH BE3MOXKHOCTTA 33 CCPHO3IIN HEXKEIAHH PEAKLHH Y
KbpMAUCTa, XEHHTE NIC TPAOBa Na KBPMAT, ZOKATO [IPUEMAT CYHUTHHHO.

PepTUNUTET
Bb3 ocHOBa 11a HEKIIMHHUYHM HAXONKY MBKKHAT H WCHCKUAT PEPTHIMTET MOraT 4a OBUAT U3I0KCHIH HA PUCK
LIPH JICYCHHUC CbC CYHUTHHUO (B3K. TOUKa 5.3).

4.7 EdexTn Bbpxy cuocobHocrTa 32 tiodupaHe v padora ¢ MallMHK

Cyuntunn0 11OBJIMABA B MAJIKa CTErcCl c1locobHoCcTTa 33 wodupane 1 padora ¢ mawnuu. [Tauuenture cneusa
na b3t YBCJAOMEHH, UE MOKE /1a NOUYYBCTBAT 3aMAHBAHE 110 BPEMEC HA JICUEHHE CbC CYHHTHIIND.

4.8 HexeaHn JeKapCTBEHH PEAKIUHH

Pe3ome na npoguaa i1a 6¢3onacHoct

Haii-cepyo3nuTe neXenaid peakui, CBbP3ali CbC CYHHTUHHO, HAKOH OT KOWTO JICTA/IHH, ¢a OLOpeuna
HEAOCTATLYHOCT, ChPAEYHA HCAOCTATBYHOCT, 0enoapoden eMD0IIMIbM, TACTPOHHTECTHHAJIHA IEPGOpPALHA H
XeMoparuu (Hanp. Ha AMXATC/IAHWTC NbTHLUA, 1'ACTPOUITECTHHANHH, TYMOPHH, HA IHKOQYHUTE IIbTHIIA U
MO3bUYHHK XeMmoparuu). Hal-yecTure HexenaHu pcakMH OT KOATO H Ja € CTEIeH ([IPOSBEHH NPH ITALUEHTHTE B
RCC, GIST u pNET perucrpauHoHHN U3IUTBAHHS ) BKIKOYBAT HAMAIICH BIIETHT, BKYCOBH HapyLUCiHIUA,
XUNEPTOHMSA, yMOpPa, FaCTPOMHTECTUHAIIHN HAPYILEHHA (KATO AHMApPUA, FajleHe, CTOMATHT, JIMCIIEIICUA H

CUMIITOMH MOTaT Ja OTC/abHAT B X014 Ha JeuycHHeTo. [To Bpeme Ha AcuenueTo MOXKe Ja ¢
XHIIOTHPCOHAHIBM. XEMATOJIOTHYHHUTE HAPYLUEHUA (HANpP. HEYTPONCHHA, TPOMOOUMTONE
Cpe/ Hal-4YeCTUTE HCHEIIAHHU JIEKAPCTBEHH PCAKLHU.




JleTanuure CbOHTHA, pasIHUHH OT Te3u, ni3bpocnu B Touka 4.4 no-rope witn B Touka 4.8 110-10i1y, 3a KOUTO ¢
OMIIO CHMTAHO, Y€ € BB3IMOXKHO J1a €a CBbP3aHH CbC CYUMTHHMO, BKIIIOUBAT NOJMOPIaliHA HEAOCTATHHHOCT,
JIMCEMHHHPAaHA BLTPECHAOBA KOAry/lalUHs, 1IEPUTONEAICH KPBBOH3IHE, HAA0BOpEUHA HENOCTATBYHOCT,
[IHEBMOTOPAKC, WOK ¥ BHE3ANHA CMbPT.

TadbnuyHO NPCACTABAHC HA HEWKEJIAHUTE JICKAPCTBCHU PEaKLIMH

Hexenanu peakunu, kouro ca 0unn cobuenu npu 7 115 naunentu ¢ GIST, MRCC u pNET, B natop or
COOpHH Aatiiy, ca OIIMCAHH N0-/10JlY 10 CHCTEMO-OPTraHHM KJACOBC, 4CCTOTA H cTenen Ha Texect (NCI-
CTCAE). Bkinoyeiiu ¢a CblIo K HCKEIAHH PCAKUMU OT {IOCTMAaPKCTHHIOBHA 11IEPHOA, HACHTHGHIUMPAHH 110

BPCME HA KIHHHUYHUTE 1IpoyuBaHus. [IpH BCAKO rpynupalic B 3aBUCHMOCT OT YECTOTATA, HEXKCIIANUTE

JICKAPCTBCHH PCAKILIHH CE H36pﬂﬂBﬂT B HH3XOAA U] pcil NO OTHOWCHHE Ha CCPHO3HOCTTA.

Yecrorure ca onpegencHi Kato: Muoro dectH (> 1/10), uectu (= 1/100 po < 1/10), "eveerun (= 171 000 no <
1/100), peakn (= 1/10 000 go < 1/1 000), muoro peaku (< 1/10 000), ¢ HeH3secTHA YecToTa (OT HAUIHUHHTE
HaHHH 1€ MOXKE Ja ObJIC HalpaBeHa oOLeHKa).

Tab.mna 1 — Hexxesnanu peakumu, 40K ABAHH 110 BpeMe HA KJIMHUYHH H3INUTBAHH S

Cucremoopranen Muoro yectH Yectu HeuecTn  Peaxn C
Kaac | HEWIBECTHA
| HecToTa
Hudekunu n BitpycHit nderusn® tHlekpoTH3Kpaw |
unecTaunu Pecimpatopuy nagekunn®” | dacuuut’ i
Abcuec™’ BakTtepnainn
"BsOnaHH HHBCKUHH! HHpEKITMH*
Huadekuuin Ra nNHKOYHUTES
IMLTHILA |
Koxnu undeximp? |
| Cencuc®’ ,
HapymeHun 1a HeyTpolicHis HumdroncHis [anayToncHs | TpoMbDoOTHHHA
KPhBTa H Jaumpuara | TpombouutTotienns " MHKPOaNTHOHATH
CHCTEMA AHCMHA 1.0
' JleskoicHKA |
Hapywenusa na CBPBXUYBCTBHTCIIHOCT | AHIHOE/ICM
HMYHHATA CHCTEMA
|
Hapymenna na XHHOTHPEOH,IH3LM XHIIEPTHPEOHAH DM . Tnpeouaut
CHAOKPHIINATA |
CHCTeMA |
Hapvuenns na . Hamazen anerut" | Jlexwpartauns | CHilpom Ha
verafonuima M XHNOPINKEMHA | TYMOpEH pa3iial
XPAHCHETO |
Mcnxuunm bescsume Henpecus
HAPYWEHHA [
Hapyutenns ua 3aMasHOCT [Tepuepria HeBpOIIATHA epebpasien | CuujtpomM Ha XHnep-
HEPBHATE CHCTEME [ TagobOHE [TapecTesns KPLBOWLIHE 33;IHa o0patTHmMa | aMONEMHYHA
- Bkycoan XHnoecTe s Mosbuttocsnos | eHUedanonatug” | eHuchuIoNa-
Hapywenng” XunepecresHs HHIHUCHT THA
[lpexos1a HEXeMHYHA
o o | araka o o
Hapymenun na [TepHOpOHTAICH OTOK
OMHTE [LHeM na Kienaua |
[ToeHUICHO CB.I3eHE i
Chpaednn MHOKapIHa HCXCMHAS KonrecTupna copieuna  JlesokamepHa
HADPYILEHHA [MToHHKCHA ppakuns Ha HELOCTATBUHOCT | CBP/ICHHA
H3TIIGCKBAHE Muokapaen HHpapkT™  HEeZOCTaTHYHOCT
Cwpaeuna | Torsade de
HEJA0CTATBWIOCT | pointes
Kapanosmuontarss’ |

[lepukapaet HuIHB
Yabsaken QT vurtepnat
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Cbaosr Hapywienus ' XHUCPTOHHA JBadoka seno3na Tpomdoia | KpbBomiiue Ha AHUCBPH3IMH
| [opely ghitum TyMOpa’ 1
3aueppaBane apTepHAINY
| AHCEKaLHH
Pecnupatopnn, | AucitHes Benoapoben emBommibm besntoapoden
IPLIHH H Enycrakcue [l:1espanent H3He KPLBOWLIHE
MECIHACTHHATIH Kawnuua XeMonTnsa PecuitpatopHa
HAPYIIEHHH JAucnHes npu ycH e HCAOCTATBUNOCT
| Opodapurreanna 6o tka"
| Hazanna konrecrys
Cyxo1a 8 HOCA i
CromamHOYpPEeBHH | Cromarut® ['acTpo-esogarcanta CToMalno-4pesHa
HAPYIICHH ADgoMunamna pedutykcHa 6oliect nepdopaunal’ |

Dora"
[Mospbitane
Hnapus
Hucnencua
Iagche
Kouctunauua

Hucdarns
CTOMILEHO-YMPCBEH
KPBBOH3IIE

Esodarut

Pa3aysaHe Ha KopeMma
ADIOMHHAICH JINCKOMPOPT
PeKTa ieH KPBLBUHITHE
KbpacHe OT BEHIIHTC

Y nuepauin B ycrata
[lpoktanrus

Xeinnt

XEMOPOHIIH

[Moconuns

bonka B ycrara

CyxoTa B ycrara
MeTeopH3bM

JnckomMopT B yCTaTa
Opureine

[TankpeaTur
AHanuHa ucTtyna,
Ko:ut*

Xenarobuanapuu Hepuoapodua Xenatur
HAPYIUCHHH HEJOCTATBYHOCT |
XoaeuucTut" ,
Hapyuwena
teproApobHa HYHKUMA |
HapyvumeHHna Ha (beniseTaBaune JTioweHe Ha KoxaTa Epsutema

KOAAaTaA H

1l KokaTaY

KoxkHa peaklus®

Mmy:ITHepopse”

NOAKOAHATA ThKAH CHHAPOM Ha Exiema - Cunapom na
natmaporutanTapua | Mexypu - Stevens-Johnson®
cpuTpoaniectesua | Epurem [Tvoaepma
Qbpue? Aloneins raHIPeHO 3y M
[TpomsaHa B usera AKHe | TokcHuna
Ha KOCATa Ipypuryc - enwacpmasiia
('yxa xowxa XHITEPIHTMCHTAIIHA Ha " HCKpO/IH3a’

KOAKaTya |
Kowknu e
XHnepkepatosa |
Hepmatur

| Hapyuuenus na nokrure” |

Hapymennna Ha | boaka s Myckysino-ckesneThu Bomkn | OcTeoHekposa Ha Pabinomuonnsa’

MYCKY/THOCKEIeTHATA KPalHHUMTC MycKy.1HH cuaisu YEIIKCTTA Muonutis

cHCTEMA H | ApTpajirus Muanrus Guctyna’

ChEeIHHHTE.THATA . boaku B repda Myckysina coraboct

TbKaH

l

HapyuieHus Ha BrOpeuna nedocratvunioct | KpoBoHLIHE OT Hedpornuen

inGpeunre u Octpa 6ulpeuna IHHKOYHHTE MbTHULA CHHIPOM

MHKOYHHTE N ETHHUA

HE,L0CTATBYHOCT
XpomarypHs
[IpoTennypHs

O61n HAapYHIEHHA |
ePeKTH HA MACTOTO

HAa NIPHIOACHHE

—

Buinaienne Ha
JIMFPABHLIHTE
YmMopa®

Enem™
Qehpuituter

['pLana donka

bolika

[pHUIONOA00HK CHMIITOMH
Btpucane

Hapyweno
31A3APABABAHE
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Hicael1Banun ' Hamaagraue Ha TeIeCHOTO [losuuienst cToMHOCTH

| TCHIO ia |
[Honuken Bpoiil Gean KpcatTHHDOCPOKHHAaTa

| KPBBHH KIETKH B K[YbBTA |
[Topumena tnnasa ToBHern cTORBOCTH
[Tonwxen Gpoi Ha |
TPOMOOIHTH THPCOHICTHMY IHDALIHA |
[Tonmxen xeMornobuu XOpPMOH B KpbBTa
[TosHmena ansstirasa™

| [ToBHIICHA
acunaprataMiHHoTrpancdepasa

| [ToeHLICHA |

a:1laHMHaMuHoTpancdepaia |
[ToBHIIEHN CTOHHOCTH Ha
KPCATHHHHA B KPBRTA |
[TosimeHo KPLBHO

| HanArane

[Topitme il CTOHHOCTH Ha
| MUKOYHATA KHCCITHIA B
KPhBTa _ _ _ L |

Bxrouurenno Jjicranim cboutus Komoununpanm ca

CICOHNTE TCPMHHH: '

*  Ha3zogapHHI'HT 4 Xeprec Ha ycTarta

°  DBpoHXHT, HHMCKLUMY HA LOMHUTE AHXATEC/IHM ITHTHLIA, IHEBMOHMA W HHMCKLMHU HA UXATEIHUTC
MbLTHILA

* Abcuec, abcuec Ha kpaiinHk, araiten abcuec, abcuee Ha BeHuuTe, abeuec Ha yepnuus 1poo,
abcuec Ha nankpeaca, nepuncanc abeuec, nepupektaien abeuee, pekranen abeugec,
cyOkytanen abcuec M 30¢H abeuec

" Ezogarcainia kaHAML03a H YCTHA KaHAHO034

T HenyauT v KoxXiu HDCKUHK

©  CelCHC H CCITHYER LIOK

*  AbaomuHaneH abcucc, adJOMUHAIEH CEIICHC, AMBCPTHKYIMT U OCTCOMUEIUT

' Tpom0OOTHYIIA MUKPOAHTHONATHS, TPOMOOTHUYIIA TPOMOOLUHTONCHUYIIA NYPYPa U
XEMOJIMTHYHOYPCMHYEH CUHIPOM

" HamallcH alleTUT 4 aHOPEKCHSA

" JIucreysua, arcy3us, Hapyuiclt BKYC

¥ OcTbp KOpOHAPCH CHHAPOM, CTEHOKAP/IHA, HCCTA0MIIHA CTCHOKAPAKA, 3a11YIUBAHC Ha KOPOHApHA
aprepusa, MHOKapJHa HCXCMHA

T TlonuxkcHa/abHOpMHA (PpakuMa HA H3TAACKBAHE

" OcCcTbp MHOKApUCH HHPAPKT, MHOKapeH nudapkr, ,,TUX" MUOKapacit HHdapx

" Opodapunrcanua u apuHronapunrcanna 00ika

*  CromatuTt M adTO3€H CTOMATHT

" Kopemin 0onku, OCHKH B ropHaTa M 10/11aTa 4acT Ha KopeMma

P Ctomaluno-apeBiia 11ephopaurs 1 UpeBHa 1ephopams

¢ Kojasr M HcXeMHuel Konur

" XOJEUHCTHT K aKaJIKYJIO3CH XOACHHCTHT

¥ JKwiiTa KOXa, 00C3UBCTABAHC HA KOKATA H HApyUICHA IMIMCHTALHA

v Tlcopuasudopmen acpmatur, ckedonuatusen o6pus, 006pHB, EpHTEMATO3CH OBPHB,
posukynapen 00pus, rernepanu3upan 0OpUB, Makyll03cH OOpUB, MAKyIIOAlIYII03EH 0OPHB,
rnaiyno3cH oopuB, cbplsi 00puB

*  KoxHn peakuum U KOX1iH HAPYUICHUS

“  HapywieHus Ha HOKTHTC ¥ 00C3UBETABAHE HA HOKTHTE

" YMopa ¥ acTcHuA

" OTOK Ha IHUETO, OTOK H HepHbdepeH OTOK

"' AMu/aza 4 [I0OBHILEHA aMUIIala

*

Onucanue 11a u30paiH HEKEIIAHN PEaKLKy

Enghesyun u unghecmanun
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CwoOiaBar ce cityvyan Ha cepro3Ha UHPEKUHA (CBC HIIK OC3 HCYTPOIICHHA ), BKAIOUYHTCIILG CAyYaH ¢ eTalcH
Hixoa. Cxoluasa ce 3a Cjiyyan Ha HCKPOTH3HPALL QAacLHNT, BKIKOYHTEIHO H HA LIEPHIEYMa, [10HIAKOTa
AeTaNHH (BXK. CbLLO H T. 4.4).

Hapyutenua na kpvema u nudhmama cucmena

Hamajct abcomoten 6poit Ha HeyTpod@HiIMTe € TCKCCT 0T 3 M 4 cTelieH ¢ ¢boOICH ChOTBCTHO 1pH 10% M
1,7% o1 naunenrure B GIST npoyusanc gasa 3, upu 16% u 1,6% ot nauuenrure B MRCC nipoyusane daza 3
unpu 13% u 2.4% ot naunentute B pNET nipoyusanc daza 3.

Hamanen Opoi na tpoMOouuTHIE ¢ TeHKECT 0T 3 H 4 c1encn € chobited cbhoTBeTHO NpH 3,7% 1 0.4% ot
naudenTurc 8 GIST npoyusane daza 3, upu 8,2% u 1,1% ot nauuenurure 8 MRCC 1tpoyusanc daza 3 u upu
3,7% u 1,2% ot nauneHture B pNET npoyusane ¢aza 3 (Bxk. Touka 4.4).

[Ipu 18% ot nmauuenture, nupueMaiun cyintuHu0 8 GIST npoyurane daza 3, ce cso0wana 3a cbONTHA HA
Kbpsene, cupamo 17% ot naunenrure, npuemaniy nnauedo. Ilpu 39% ot nauMenTuTe, npreMalld CyHUTHHHO
3a Henekysan o MomedtTa MRCC, ¢ nmano ciiyyan na kspsene, cupamo 11% ot naumcHTute, 1ipuemaiiu
uurepgpepou- a (IFN-a). Cenemuagecer (4,5%) naupeHTi Ha cyHuTunud, cupamo 5 (1,7%) naunenty na [FN-
(t, C4 UMAJH C/1Y4an Ha KbPBEHC OT CTEIICH 3 MU 110-BUCOKA. 26% OT HaUMENTHTE, N10J1ydaBadl CyYHUTHIHO 3a
nuroxkun-pedpaxrepcs MRCC, ca umanu xnpBenc. XeMoparduim ChOMTHA, ¢ H3K/IIOYCHHE HA CIIUCTAKCUC, Ca
HacTBIIHIH HpH 21,7% OT naumeH e, 110ayyasalim cyHuTuand no speme Ha pNET upoyusance ¢aza 3, 8
cpaBuenre ¢ 9,85% 0T nauMeHTUTE, MoNy4aBaiy auedo (Bx. Touka 4.4),

B knuun4nmn npoyysanua ¢¢ CbO0ILABA 3a Cllyyad HA TYMOPHA XEMOParua IpH Npuonn3nTeiino 2% or
nanpuenture ¢ GIST.

Hapyuwenst na usynnama cucmesta
C1o0uaBart ce pcakUHK HA CBPBbXUYYBCTBHTCIIHOCT, BKJIIOUHTEIIHO AlrHOCHEM (BXK. TouKa 4.4).

Hapyvuienua na endoxkpunnama cucmeniu

XHIIOTHPCOHIU3BLM € CbOOLICH KaTO Hexenana peakuus npy 7 nauxeHtu (4%), npHeMaiH cyHHTHIHG B aBeTC
npoyuBaius 3a UMTokrH-pedpaxrepes MRCC; nipu 61 naumentr (16%) na cyuuruuud n 3 nauuenrtu (<1%) 8
pamoTo Ha IFN- a B tipoyuBaneTo 1pu nHenekypan o momcuta MRCC.,

B zonsnuenue, nopuilasanusa Ha tupeoctumynupainus xopmoti (TSH) ca chobuienu nipu 4 nauuenrn (2%) ¢
uutrokui-pedpakteperr MRCC. Otuio 7% ot naunenture ¢ MRCC ca uManu min KnMHH4No, HILK
N1abopaTopHO A0KA3ATCACTBO 33 Bb3HUKIAI BCICACTBHE OT JICUCHHETO XHIOTHPCOMANIBM. [TpuaoduT
XHIOTHPCOKANU3BM € yeTtanoeen npH 6,2% or nagueurure ¢ GIST, nekysanu ¢be cyniHTHHHD, cupamo 1% na
mauedo. ITo speme ita pNET upoyusane ¢aiza 3 xHuorHpeonaninm ce ¢bodutasa pu 6 nauucuru (7,2%).
npuemalid cyHMTHHUO, v i1pu caun nauuent (1,2%), npuemai naauefo.

TupconHara @yHKUHA € HPOCNCKTHBHO HaliloaaBala B ABE IPOYYBaHKA HA NAUKMCHTH C paK ila rbpaara;
CYHHUTHHHO e € 0400pen 3a ynoTpeba 11pu pak Ha rbpaaTa. B ubpBoTo LIpoyyYBaHe XHNOTUPEOHIHIBM CC
cbobmana upu 15 (13,6%) naument na cyHntuund m npu 3 (2,9%) naumenT Ha cTaHaapTio JICYCHHUE,
[Mosuitcto nuso t1ia TSH B kpbBTa ¢ cho0LweHo upu 1 (0,9%) nlauuent Ha CyHUTHHKO U 1P HUTO €UMH OT
YYACTHANMTC Ha CTAHUAPTHO JIcHe HEe. XUNEPTHPCOUAU3bM HE € ChODIABAH 1IPH JIEKYBAHH ChC CYHHTHIIHG
fauHeHTH H ¢ cxobuich npu 1 (1,0%) nauuent Ha cranaptHo sicyenue. B apyroro npoyusaske
XRIIOTHPCONAN3IBM ¢ cbolwcH 1ipr 00wo 31 (13%) nauuenty na cynutuHud v npu 2 (0,8%) naumeury na
kaucuurabun. Ilosuinenn nupa na TSH 8 kpbBTa ca cbobuwenn npy 12 (5,0%) naumenty Ha cynuTHHHO H npu
HHTO €AHE OT MAUMEHTHTC HA KaneunTadunu. XunepTupeouausnM ¢ cbobuten upu 4 (1,7%) naiteHts Ha
CYHHMTHHHUO H NPH NKTO €AHH OT NauuenrTure Ha kaleumradbun. [oumxenn nuea na TSH B kpwBTa ca
cbpoOLIcHH 1pH 3 (1,3%) naumenTy Ha CYHUTHHHO H TIPH HUTO CAHH OT HALMCHTHTC HA KancuuTaduil.
[loBuwasanc ua T4 e cvobuwieno npu 2 (0,8%) naumentu Ba cynutunud v npu 1 (0,4%) nauveur na
katicuuradun. [Tosumasane #a T3 ¢ cwobuiciio npu 1 (0,8%) yyacTuuk a CcyHHTHHHO M HIPH
HAUHCHTHUTE Ha KanleuuTaduu. Beuukd cboGuueHn cbOUTHA, CBBP3aiIH C IUMTOBHIHATA X1
(B¥. TOuka 4.4).

Hapyuenun na vemaboauszva i xpaneremo
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[To-sucoka uecToTa Ha XHIIOIIMKEMUYHH CHLOUTHA ¢ choOweHa npu naurenty ¢ pNET B cpapnesine ¢ MRCC u
GIST. Bunpeku TOBA, [I0BEUCTO OT TC3H HCKECIAHU CHOUTHSA, HaDII04aBaAHK IPK KIIMHUYHHTC [IPOYUBAHHS, HE
Ca CYCTEHH 33 CBBP3IAHH C 1IIPOYUBAHOTO JICUCHHE (BXK. TO4YKa 4.4).

Hapywwenua na Hepgrama cucmema

B KJIHHHYHM 1IPOYHBAHUSA CC CYHUTHHHO H OT NOCTMAPKETHIINOBOTO IIPOCIIEAABAHE CE CHOOLLABAT C/IYUYaH
{<1%), nAKOW OT KOUTO NETANHH, HA IIAUMCHTH ¢ Ipunaasuy v o0pa3iii gavdu 3a RPLS. I'bpuose ca
HAOJI0aBaAHM [TPH NALKEHTH CbC KWK B€3 PEHTICHOIOIHYHO 10KA3aTCJICTBO 32 MO3bYHH METACTa3u (BXK. TOUKA

4.4).

Cupdeynit Hapyuieis

B KIMHHYHM W3NKTBAHUA, HAMAICHUA B JIcBOKaMepiaTa ¢ppakuus Ha uitnackeaie (JIKOH) ¢ = 20% u noxa
J10J1HATA PAHKLA HA HOpMAaTa, ca cbobuIcHH npH okono 2% ot nauucuture ¢ GIST, nekyBauu ¢bc CYHHTHHHD,
4% ot naurenture ¢ uuToknH-pedpakrepcH MRCC u 2% ot naunenture ¢ GIST, nonyyasauu nnauebo.
Tesu nonnxeunn B JIKOH uzrnexaa e cc 3aubaboyasart i 4CCTO ce noaodpABaT B X02a Ha JicYeHHeTO. B
(IpOyH4BaHe LpH HelleKyBaH A0 MoMeHTa MRCC, 27% o1 naumnenture 11a cyuutuuud u 15% ot naunenrure ta
IFN-a ca umanu cronnoct Ha JIKOH nog nonnara rpanuua va nopmana. 2 (<1%) mauuentH, nony4asaiu
CYHHTUIIHO, ca AnarHoctruupanu ¢se 3CH.

[Tpu nanmentu ¢ GIST, “cbpaeduHa HEQOCTATBYHOCT , “*3aCTOHHA ChP/ACYHA HEJOCTATLYHOCT  HAH
“NeBOKAMEPHA ChPAECYHA HEAOCTATHUNOCT  ca choOwenu npu 1,2% o1 nayueHTHTE, 1EKYBaHH CbC CYHHTHRHO,
H npH 1% oT nagUcHTHIC, NeKyBaHH ¢ naaucdo. B ocHosHoTo GIST npoyusane ¢aza 3 (n=312), cebp3anu ¢
JICYCHHUETO JIETANHH ChPASHHY PEaKUHH ¢a Bb3HUKHAIH 1IpY 1% OT nauMEeHTUTE OT BCAKO paMo Ha
HPOY4YBAHETO (T.€. pamMCcHaTa 11a CyHMTHHHO H 1iauedo). B npoyysane daza 2 npu uMTOKMI-pCPPAKTEPHHK
MRCC nauueutu, 0,9% ca nonyuunnu cBbp3aH € NCYCHHCTO JICTalcH HHPAPKT HAa MHUOKAp/a, a B [IPOYYBAHE
(haza 3 npu Henekysanure ao MoMedrta 3a MRCC nauuentwu, 0,6% ot nauucHrure B pamoro #a [FN-a u 0% ot
HAUKWCHTUTE B PAMOTO Ha CYHUTHHUO ca HMaK ChpUaedHH cuOuTHA ¢ neTtaicH u3xoxn. [pu nipoyusane dasa 3
upu pNET, 1 (1%) naunent, npyemal CyHUTHHHO, € MMOJYHHII CBBpP3aHa € JICYCHUCTO JIETA/IHA ChpJCYHA
HCOOCTATHYHOCT.

Cv006U HUPYWICHUS

XUIIEPTOHHSA

XHNEPTOHUATA € MHOLQ YECTa HEXCIAHa PCaKUMA, CbOOWABAHA 10 BPEME HA KIMHHYHKTE npoy4sanuds. [Tpu
NpUOIKM3IUTCANO 2,7% 0T NALMEHTUTE, KOUTO €38 HMAIIM XHIIEPTONNA, 1034Ta A CYUUTHHHAD ¢ HAMAIICHA WJIH
[IPHEMBT BPEMCHIIO € npekpaTted. I1pH HUTO enkH OT TE€3H NAUMEHTH IPHEMBT Ha CYMHTHIUO He e Bun
okonuareiio upekparei. Texka xuncprouns (>200 mmHg cucronuo uin | 10 mmHg auactonno nansrase) ¢
HAcTbLNMIa npd 4,7% OT NALKMCHTHTE CBC COJIRANMA TYMODPH. XHIIEPTOHHSA € CHO0LEHa NPpH IIPUDIUZUTCIIHO
33,9% oT nagMcHTHTE, pUcMaIH cyuutunn® 1a Hesiekysald 10 momenta MRCC, B cpasnehue ¢ 3,6% ot
nauueHtuTe, npuematuy [FN-

0. Texxka XHIIepTOHHKA ¢ HACTBIKAA npH 12% OT HesICKYBAHUTC 10 MOMCHTA IALHEHTH HA CYHUTHRHO n <1%
ot nanueHTuTe Ha IFN-a. Xulepronua ce ceodbuasa 1ipu 26,5% or nauHeHTUTC, IIPUCMALLH CYHBUTHHHOD B
pNET npoyusane dasa 3, B cpaBicnuc ¢ 4,9% or naunenture, npuemaiy i1aucbo. Texka xuiicpronus ¢
Hactulinna rpu 10% ot pNET naunenrure, npuemami cyintHitno, v 3% o1 nauneHTHTE Ha nhauedo.

CuOHTHA Ha Beno3Ha TpoMboembonng
CbOHTHA HA BEHO3ZHA TPOMDOCMOOIIHMA, CBBLP3aHH C JICUEHHETO, ¢a ¢hoOUIeHH upH upuO3uTenio 1,0% ot

MNAalHCHTHTC ChC COJIIHAHH TYMOPH, KOHTO Cd IIDHCMaJlH C}’IIHTHHH6 B KIHHHYHH H3IIHTBaAHHA, BKJIOYKTCIIHO
GIST 1 RCC.

B GIST npoyusane ®a3a 3, 7 nausientiu (3%) va cynutHHHO M HUTO eauH Ha 1u1auedo ca umManu BCHO3HH
TpomOoemMbonnuBK ¢HOUTHA; 5 0T 7 ca Ounu ¢ gbiadoka Becho3zua TpomOo3a (JIBT) ot 3 ¢crenen, a 2 ca Oxim
cwC ctenend | min 2. 4 or rean 7 GIST niauneHTH ca NPEKpaTHIIN JICUCHHUCTO e/ IIbPBOTO YCTAHOBABAHC HA

JABT.

13 naumenTh (3%), npueMaiuy CyHMTHHHO B npoyuBane daza 3 npH HEJleKyBaH JI0 MOME
mauuentu (2%} B 2 nipoyusanus npyn uutoxkun-pedpakrepen MRCC ca ¢cbobujunu 3a e
TpoMOOCMOOIHYIIY CHOUTHA. 9 OT TC3M LIALKMEHTH ca UMaK Genogpodeh emMO0nIBM, |
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Crenen 4. 8 or 1¢34 nnauucurv ca umanu BT, | or Creueu 1; 2 ot Crenten 2; 4 or Creuecd 3 u 1 or Creneu 4.
| napueur ¢ 6enoapodcH emboan3bM B 1ipoyuBaneTo Ha uuTokuipedpakrepen MRCC e umait nipekbeatie 1a

LIPHCMA,

ITpu uenekypanun 1o momexta naudcHTy ¢ MRCC, nppemawn [FN-a, ca chobuiens 6 (2%) BcHo3nu
TpombocMO0nnutir cudMTUA, | naunenrt {<1%) e uman JIBT ot Crencn 3 1 5§ naunenru (1%) ca nmanu

bcnoapoden emMO0IIn3IbM, BeHUYKH ¢be Crench 4.

CbbuTHA Ha Beno3na Tpomboembonua ca cbodincuy npu 1 (1,2%) ot nauuentyare B pamMoTo, IIpHEMAaLLH
CYHHTHHHO, 1 npH 3 (6,1%) o1 naunentuTe 8 paMoTo Ha miaueto B npoyuysaneto ®aza 3 pNET. 2 ot
HAlMEHTHTE, NpHueMailtH iauedo, ca umanu JIBT, 1 ¢coe Ctenen 2 1 1 cwe Crenen 3.

Hsama cpobuicnu ciyyau ¢ actanen u3xon npu perucrpanyondute ipoyusalins npu GIST, MRCC v pNET.
Ciywau ¢ neranen u3xoa ca Ha0/o4asadH [IPH NOCTMAPKETHHIOBOTO 1IPOCIIC/IABAHE,

Ciyvan Ha Benoapoden emOonu3bM ca nadimoaasanu npu 1npubansurenno 3,1% ot naumenrure ¢ GIST u npu
itpubinnsureino 1,2% ot naunentnre ¢ MRCC, kouto ca noyy4yasanu cyHuTHRUO B npoyusanuata ®asa 3. He
Ca noJiydeHu cso0wenns 3a desoapoben emO0nu3bM 1pH tauuentute ¢ pNET, kouTo ca nosryyasanu
CYHHTUHUO B nipoyuBancto Pasa 3. Peaxu ciydau ¢ neraneH U3xo/ ca Ouiad Hadnoaasaly nupu
IIOCTMAPKETHHIOBOTO 1POCIICASBAHCE,

[TaguentuTe, xOUTO ca HManu 0CoAPOOEH cMO0IIM3BM B PAMKHUTC Ha npeaxoaHuTe 12 Mecena, ca 6uan
H3KJIIOUEHH OT KIMHHYHUTE [IPOYYBAHHUA HA CYHHTHHUO.

IIpy naumenTUTE, KOUTO Ca 1101YYaBaIM CYHHTUHHO B perucTpauronuute rpoyusanns Pasa 3, 6enoapobHu
CbOHTUA (T.C. AMCHINEA, IUIEBPAICH U3JIUB, Dcsioapolbed eMBOIH3BLM HAH OenoapolbeH oToK) ca Guin cbobuieny
11pu 1pHbnusutesto 17,8% or naunenture ¢ GIST, npu npubausureno 26,7% or nauunenture ¢ MRCC u
1pu 12% ot nauuenture c pNET.

[Tpu npubinnsuteino 22,2% ot nauHeHTUTE CbC CONKUANK TyMOpH, BKIOYHTE/IHO GIST w MRCC, kouto ca
[10/1y4aBallH CYHHTHHHUO B KIMHKUYHU [IPOYYBAHHUA, Ca HaO0moaaBaHH 6¢l1oApoOHH ChONTHA.

CrIOMAUIHO-YPERH U HAPVIUCH UA
[TarkpeaTut ¢ wadiopaean neuecro (<1%) npu nauuenTute, nony4dasain cynutuHud 3a GIST unu MRCC.

He ce cboOulasa 3a ¢sbp3an ¢ aedcnuero nankpearut 8 pNET npoyusanero daza 3 (k. Touka 4.4).
Jletanuu cTtoMalino-4YPCBHU KPBLBOUIIMBHU ¢a ¢boOwend npy (,98% ot nauucHTuTe, noJiyyasaiiy iaucho B
GIST npoyusane ®aza 3.

XenamoowiuapHu Hapyuien s
Crobuiasa ce 3a ycpnoupodna JMCOyHKLM, KOATO MOXKE /4 BKIIOYBA OTKAOHEHUS B YCPHOAPOOHUTE

¢yHKuMOHAIIHY LIOKA3ATEIH, XCHATHT HIIH YCPHOAPOOHA 1HeI0CTaTLUYROCT (BXK. TouKa 4.4).

Hapyuienua na koxcama u nOOKoMCHama mMbrKaH
CpoblaBar ce cilyuaH Ha nHoacpMa 1airpcio3yM, KOUTO KaTo LU0 ca 00paTHMH clie IIpEKpATABAHE Ha
[IPHEMA HA CYHHTHHHO (BX. CblUO TOUKa 4.4).

Hapywiens na Mycryno-ckeremnama cucmend u cvedunumeanama mokan CboOLLIABAT Ce CllyuaH Ha
MHOTIATHA H/HIH pabAOMHOIIN3A, HAKON OT KOMTO ¢ 0bOpCyHa HeA0CTaTHUHOCT. TTauMenTH C IPH3HALHK UK
CHMOTOMHM HA MYCKY/IHA TOKCHYHOCT TpAOBA /12 OB/AT JICKYBaHK CIIOPCIL CTAHAAPTIIATA MEMIMHCKA
LIPAKTHKA (BXK. TOuKa 4.4).

Cpobwmasar ce cilyyan na o0pa3zyBaHe Ha QUCTYIIH, MOHAKOTA CBBP3aHU C TYMOPHA HEKPO3a K pel
HAKOH ClIy4aM ¢ HCTalICH U3X0 (BXK. TOUKA 4.4).

(C10o0L1aBa cC 3a C/lyyan Ha OCTEOHEKPO3a HA HENOCTTa P HAUKCHTH, JIEKYBaHU ChC CYHH
4acT OT KOMTO — [IPH NAUHEHTH ¢ HAEHTHPHLHUPAaHH PHCKOBY (AKTOPH 32 OCTCOHEKPO3a Ha
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HAaCTHOCT CKCIO3HUMA HA OUdochOoHATH 33 HHTPABCHOZHO [IPHIIOKCHHE H/NIH allaMHE3a 33 L4CHTANTHO
3a00J15BaHC, H3MCKBALLO HHBA3MBHH ACHTAIIHK HPOUCAYPH (BXK. CbUIO TOYKA 4.4).

Hzcnedaarust
JIaHHU OT HEKJIMHUYIIK (i Vitro U in vivoe) NpoyYBaHHA, B J03H [10-BUCOKHK OT LIPCNOPBYMTCIIATA 03a LIPH
X0pa, N0Ka3BaTr, Y¢ CYHUTUHHD NpUTECKaBa CRONCTBOTO Aa HHXMOMpa lIpouecad Ha pernoiapy3ayuus Ha

ChpPACYHHA aKIIHOHEH NMOTeHUMan (Hanp. yabkasaue na QT unrepsana).

Vabipkasane Ha QTc nuurepsana Haa 500 msec ¢ HacTbnuio 1pk 0,5%, a LipoMenu ¢ nmoseye ot 60 msec
CIIPAMO H3XOUHHTE CTOMHOCTH ca HACTBIMIK NpH 1,1% o1 450-Te ilauHenTH CbC COIUMUEH TYMOP; ABaTa
MOCOYEHH 110KA3aTE¢/A CC NPHEMAT 3a [IOTCHUMAJIHO 3HAYMMH npoMceHH. [IpH KoHuenTpaumu,
MPUOJIM3UTCIHO ABOHHO MO-BUCOKH OT TCPAallEBTU4HATA, CYHUTHIINO € 1okaszan, ue yaninkasa QTcF
uHTepBasa (kopekuus Ha QT untepsana o Fridericia).

Y usinkaBanero Ha QTc MHTCpBaja ¢ H3CICABAHO B ¢/1HO IPOYYRARC ¢ 24 naureHTy, Ha BhipacT 2087 roguuu c
HAlIpCAHAIM 3JI0KaYecTBEHH 3a00nsa8anus. PesyitaTHre OT TOBAa NPOYyYBAHE CA NOKA3AMM, Y€ CYHUTHHUO uMa
edexT Brpxy QTc naTepsana (uepHuupalo KATO CpeaHa 111aUe00-KopHIrHpaiia npomsana o1 > 10 msec ¢ ropna
rpanurua npd 90% posepurcien nureppan [CI] > 15 msec) npu repanesTH4Ha XOHUCHTpauus (eH 3), ¢
H3110/13BAHC HA MCTOAA Ha 0a3aliHa KOPEeKUHA B paAMKUTC Ha ACHSA U 1IPH I0-BHCOKA OT TCpalleBTUMHATA
konucHtpaums (cnr 9), ¢ n3noi3Bane Ha ABata MeToaa Ha Oa3aiHa kopekuua. HUTO €auH nauMenT He ¢
nokasaj ¢croiiHocT Ha QTc¢ nureppana > 500 msec. Beupeku ye chekrt rpxy QTcF untepsana e nabnwoiasan
Ha 3-t4g acH, 24 yaca Cich IPUIAraHeTo

(T.€. IIpH TEPANCBTHUYHA I11a3MEHA KOHUCHTPAUHA, OMaKBaHa CAC] INCHOPBYATCIHATA HavatHa A03a 50 mg)
Npyd MeToAa Ha 0a3anHa KOPCKUHA B PAMKHTC Ha ACHS, KIMHHYMHATA 3HAYMMOCT HA Ta3H HAXOAKa ¢ HEACHA.

C nomotura Ha nogpo0Hu cepuitnn EKT 3anucu, Halpasciu 110 BpeMe, OTroBapALLO HA TEPANEBTHYHATA HIIH
NMO-rojiiMa OT TepalleBTUHHATA CKCIIO3WLUA, LIPK HUTO CAMH OT IIALKMEHTHTE OT MOAJICKALATA Ha OLICHKA UK
[TT nonynauuuTe tic ¢ Haba0aaBaHo pasBUTHE HA yab/pkaBane Ha QTc nurepBana, koeTo ce cumra 3a
“TCKKO' (T.C. PaBIIO HA MJIM {10-1'015MO OT CTCIIEH 3 N0 OOU{MTE TEPMUHOIOIMYHY KPUTCPUM 32 HEXKEHAHH
cbOuTHs (Common Terminology Criteria tor Adverse Events, CTCAE), sepcust 3.0).

[Ipu TepaneBTHYHH MIA3MEHH KOHUCHTPALKMHY, MAKCHMaIHATA cpeana npomana Ha QTck uureprana (kopexuus
tio Fridericia) cuipamo uzxoauatra croiocT ¢ 6una 9 msec (90% CI: 15,1 msec). [1py koHucHTpauuu
MPHOIUINTEIHO ABOKHO [10-I'0JICMH OT TCPAIICBTHYHATA, MaKCHMaTHaTa npomada Ha QTcF untreppana cupamo
H3XOOHATa CTORHOCT ¢ buna 15,4 msec (90% CI: 22.4 msece).

Moxkcudgnoxcauus (400 mg), u3nonsBal KaTo ITOIUTHBHIA KOHTPOIIA, ¢ [10Ka3a/l MAKCHMAJIIIa CpeaHa [IpOMsiHa
Ha QTcF unuteppana cupsamo nixoanara croiuocr 5,6 msce. Ilpu HUTO ¢iMH NALKMEHT HC ¢ Ha0J1r04aBaH CEKT
Bupxy QTc unreppana, no-ronam or crencH 2 (ito CTCAE, Bepens 3.0) (Bx. Touka 4.4).

Abiirocpoyta 6ezonacuoct ipu MRCC

Jwiarocpoutiata 6e3oracHoct Ha cyudTHHHO 11ipu nauucHTH ¢ MRCC e ahasimanpana B 9 3aBbpuietu
KJMMHHYNM [IPOYYBAHHA, IPOBEJCHH B YCIOBUATA Ha JICUEHHUE OT [ILPBA JIMHUA, OCBanM3yMadpedpakTepo u
LHUTOKHH-pedpakTepHo 3a00iaBane [IipH 5 739 nauncHTH, 0T kKouto 807 (14%) ca JieKyBaHK B IIPOABIIKEHUC
Ha > 2 roadiyd ¥ 20 6 roguuy. Ot 807-Te 11aUHEHTH, N0J1YYAaBaAIH ABJITOCPOUYHO 1E€YEHHE CbC CYHHTUHUD,
IIOBCYETO CBBP3aHH C JIEYCHUETO HeXellann cubutua (treatment-related adverse events, TRAES) ce nosasapar
1BPBOHAYAIIHO (IPE3 N'bPBHTE 6 Meccla — | ro/MHa H CHCA TOBA Ca HCIIPOMCHCHH HITH HAMAJIRBAT 110 YCCTOTA
C TCYEHHE HA BPCMCTO, C HIKINOUEHHUE HA XHIIOTHPEOUIHIBM, YHUSATO YECTOTA CC YBESIIMYABA HOCTEIICHIIC C
BPCMCTO, KaTo 1pe3 O-rogquUIiHA NCPHO CE IIOABABAT HOBH Clly4au. [ IpoabiKHUTCAHOTO NEYEHHE ChC
CYHUTHHHO H3MJICKUA HE ¢ CBLP3aHo ¢ noBH BuaoBe TRAES.

IleMaTpyyna NONy/1auns

[IpoBeseno € npoyuranie @a3za 1 ¢ yBennuapane 1a g03ata 1epopajiel CyHHTHHMO npu 35 n
BJItOuBao 30 nepHaTpHuHy nauMeHTH (Ha Bb3pact 3 — 17 rodMHH) 1 5 MIaaH BB3PACTHH
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BL3pacT |8 — 21 roannu) ¢ pedppakTepEy COMMIHN TYMOPH, KaToO 1101'0/1iMATa 4acT O MALMEHTHTE ca ¢
OCHOBHA JKaI'H03a MO3bYcH TyMop. BCHUKH y9acTHHUM B IPOYHBAHCTO N10JIy4aBaT HCXKE/IAHH JIEKAPCTBCHH
PCAKLHH, KATO [IOBCYETO OT TE3M PCaKLMHU Ca TCXKKHU (CTCICH HA TOKCHYHOCT > 3) U BKIKOUBAT
KapJAHOTOKCHYHOCT. Har-yCcCcTHTE HEXKEIIAHK PeaKUMH ¢ca racTtpouuTecTuianna (I'HM) rokcuunocr,
HEYTPOIEHMA, YMOpa W nosuutasale Ha ALT. PUCKBT OT CHPACUHH HCHCHAHM JICKADCTBCHH PCAKI(MH
H301€XK/1a [10-BHCOK TIPH HEAHATPHYHHTE HAUHMCHTH C [IPCAXOAHA eKCIIO3UIHS HA 00JIBYBAHE HA ChPLUELTO HIIKN
AHTPAUMKIIHHH B CPABHEHHC C [ICAHATPHYHHTE NAaUMCHTH Oe3 npeaxoana excnosuuua. Ilpu Te3u neaHaTpHyH
auMeHTH 0€3 1PEUX0/(HAa CKCNO3HMUHA HA ABTPALHMKIMHH HIIK 00JIbYBaHE Ha CHPLICTO ¢ MACHTUPHUUKpaHa
MaKcuMaliHaTa 1icHocuMa no3a (MILJ1) (Bx¢c. Touka 5.1).

[IpoBeneno ¢ oTkputo npoyusane ®Pasza 2 npu 29 nauuenty, BKIOUYBAWO 27 NeAHATPULHM [IALUEHTH

(Ha BB3pacT 3 — 16 roamun) H 2 Mj1aH Bb3PAcTHU MAUMCHTH (A Bb3pacT 1& - 19 roaunm) ¢
pekypeHTcH/nporpecuset/pedpakrepet Bucokocteniehed rinom (HGG) wnn enenanmom. U B jere 1pynu
HisiMa HeXenadu peakiuuy crenen 5. Hait-uecture (210%) nekenanu ¢bOMTHA, CBBP3aHH C ACUCHHETO, Ca
oHskeH OpoH t1a neytpodunute (6 {20,7%)] nauncutu) u BbTpeuepelict kpbBou3aus (3 [10,3%]
HALMECHTH).

[Tposeueno ¢ upoyusaue ®asa /2 ¢ egno pamo 11pu 6 NIEAMATPHUKH [IAUHEHTH (Ha Bb3pacT 13 — 16 roaduH) ¢
nanpegnai Heouepadbunen GIST. Haii-uecTrTe HEXEIIaHH JICKAPCTBEHH PCAKLIMM Ca AHapHs, rajiene,
[HO1IMKCH OpOH Ha OCJIMTE KPBBHH KIETKH, HEYTpOeHHa H 111aBodoue nupu 3 (50,0%) nauueHTd OT BCsKa
peakuus, rnasae Crenen 1 win 2 1o rexect. 4 or 6 nauuchth (66,7%) nonyuaBat HCXKC/IAHH CHOHTHS,
CBBP3any ¢ neqyenuncto, ot Crenct 3-4 (crencH 3 xunogpochaTrcMus, HCYTPOIIEHUS H TPOMOCLMTONICHHS 1IpH 1
IIALMEHT OT BCAKO ChOUTHE M HCYTpONEHHUs OT cTelleH 4 1pu 1 nayuent). B tosa npoyueatie He ce cboOUlaBa
3a cepro3uu Hexenanu cuOuTua (CHC) nau nexenanu nexapereenu peakund Ctenuen 5. B aBete KnvHu4nH
[IpOYuBaHHA K NYOJIUKAUMUTE NPOPHABT HA OE30NACHOCT CHOTBETCTBA HA U3BECTHMA 1IPOMHUN HA DEIONACHOCT

[IPH Bb3PAcCTHH.

Croduiapade Ha NOL03UPAHU HEHKEIAHH PeaKLyu

ChobwasaneTo Ha [10[03MPaly HEXKENARK PCAKLHH CIIC pa3pellaBaHe 3a yioTpeta Ha JICKapCTBEIHSA POAYKT
¢ BaXXKHO. TOBa 110380/18Ba Aa LIPOABIIKK HADIIKOACHHETO HAa CHOTHOLIEHHETO N0/13a/PHCK 3a JICKAPCTBCHHA
npoAyKT. OT MEAHLIMIICKMTE CICUHANMCTH CC M3HCKBA Ja ChoOWAaBaT BCAKA [10103HpaHa HeXe/laHa PeaKLus
upe3 ManbnHuTEIHA areHUUs no jgekapcersara yia. Jamsu I'pye” Ne 8, 1303 Codus, Ten.: +35
028903417, yebcalt: w ww . bda. by,

4.9 IIpeno3upane

Hama cucunducl anTHao0T cpewy npeiao3npanc ¢b¢ CyHHTHHHO 3CHTHBA H JIEUEHHETO Ha 1IPCAO3HPAHETO
Tpad8a j1a CE ChCTOH OT ODLUH 110AABPKALLN MEPKH. AKO € NOKa3aHo, CIHMHHUPAHCTO HA HeabcopOupanoTo
AKTHBHO BCLIECTBO MOXKE [1a CE IIOCTHI'HE YPEC3 HOBPLIUIAHC HiM NpOMHBalic HAa cToMmaxa. CvobmcHu ca ciyyau
A NpeUo3Hpane; HAKOH CIIY4au Ca CBbpP3alH C HCXKENaHH PEAKUHHK, ChOTBCTCTBAILHN Ha H3BECTHHA NpoduIl na
0e3011aCHOCT 11a CYHHTHHRO.

5. ®OAPMAKOJIOT'MYHU CBONCTBA
5.1 ®apMaKoIHHAMUYHH CBOHCTBA

(DapmaxoTepailesTHYHA I'pyna: ANTHHEOMIACTHYHH CpeACTBA, HHXMOHTOpH 11a nporeulikuuaiarta, ATC koa:
LOIEXOI

MexaHHIbM Ha ACHCTBHE
CyHutrind utixndupa maoxkectso RTKs, konTo ydyacTBat B TYMOPHHS PacTex, HEOAHTI HOIeHe3a
MCTACTAaTHYHOTO pa3BUTHE Ha paka. CYHHTHHHO ¢ OH HACHTHPUUMPAR KaTo HHXUOHTOP nHa p
nojiyuenusa ot tpomoouutu pacrexet pakrop (PDGFRa v PDGFR), VEGF peuentopure (
VEGFR2 n VEGFR3)}, peucntopa Ha ¢akropa ua cresonoeute Kietkd (KIT), Fms-uonodna
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3 (FLT3), peuenropa 3a kononuocrumyiupauins @axkrop (CSF-1R) u peuenropa na nojayyeHus ot riuvanta
KJCTBYHA JHHUA HeBpoTpodurucH daktop (RET). B OnoOXMMHUHK K KI€TBYHH aHATIM3H OCHOBHHAT METabO0RUT

110Ka3Ba ACHCTBUC, I0A00HO HA CYHNHTUIIHD.

KiasHnyHa eprukacHocT 3 0€3011aCHOCT

Knunnunara 6e3oiacnoct i epukacHocT Ha cyuuTHHHO ca OMIM IpoyycHH npy JiedcHue Ha naumedtu ¢ GIST,
KOHTO ¢€ OMiIM PE3HUCTCHTHH Ha KMATHHKO (T.C. TC3H, KOMTO Ca UMAJIH 11porpecHs Ha 3ab0IIBAHCTO 110 BPCMCE
UITH CJiell JIeYEHHE ¢ MMATHHHO) HJIK C HEIIOHOCHMOCT KbM HMATHHHO (T.€. T€3H, KOHTO €A NOJIYYHIIH 31H1aUUMa
TOKCHUYHOCT 110 BPCME Ha JICUCHHE C MMATHHHO, KOATO € 11011peYrIIa I1a 110-HATATBUIHOTO ICUCHHC ), KAKTO 11PH
neuchue na naunent ¢ MRCC u sieucHuero Ha naunentu ¢ HeouepaGuien pNET.

Edurkacuoctra ce OCHOBaBA Ha BpCMCTO A0 TyMopua tporpecus (I TP) u yBennuagaiie na 1pexuBIcMOCTTa
npu GIST, na npexupsemoct 6¢3 uporpecus (PFS) u dyecrorara na obexturen orrosop (ORR) chotBeTHO 11pH
nesjackypad v nurokun-pedpaxreped MRCC u na PES npu pNET .

Facmpounmecmund i CmpoMaIHy myMopu

[TupsoHayanto OTKPHTO IPOYYBAHE C NOBHIUABAHE Ha A03aTa ¢ Omno nposeaeno upu nanucutu ¢ GIST cnen
HEyCIEX ¢ HMATHHHO (Cpeaiia MakcHMaliia AHCBHA 1033 300 mg) nopasu pe3HCTCHTHOCT HIIM HCROLIOCHMOCT.
Bxaroucuun ca Ounu 97 nanucHTH (IpK pa3IHY4HK I03H H CXEMH; 55 nauueH T ca nojay4dasalii 50 mg
CYBHTHHHO 110 HIpELIOpPbYBAHATA CXEMA Ha NeyeHne 4 ceamuun Ha/2 ceamuuk 6¢3 (Tcxema 4/27).

B Tora npoyusaue, mcavanara Ha TTP e Ouna 34,0 ceamuun (95% CI: 22,0, 46,0).

[Ipy nauMeHTH ¢ HEIIOHOCUMOCT KbM MMATHHHO, HIIK € Nporpecys Ha HONECTTA N0 BPEME WM CIIE/ JICUCHHUE C
HMaTUHKO (Cpelina MakcuMaliHa AneBua jio3a 800 mg) e O1i10 NpoBeACHO pAHLOMHU3HPAHO, ABOHHOCIIALLO,
1anedo-koHTponHpano upoyusane ®aza 3 na cynurnnud. B Tosa npoy4Bane, 312 nanuunentu ca Ouiu
panoMu3npaHy (2:1) 1a 11oiayyasat nepopaiHo 8CAHBX AHCBHO 110 cxeMa 4/2 50 mg cyuurrnud unu wiauedo
10 1pOIPecUs Ha 3a00IIABAHCTO WM OTTEINIAHE OT IIPOYHBAHETO MO Apyla npyynna (207 nanuenry ca
[10J1y4aBaiy CYHHTHHHO, a 105 nanuentu ca nonyuasanu miauedo). Hlspeyunrarta kpakna Touxa 3a
ePHKACHOCT 1ipy npoyuBancro ¢ ouna TTP, onpenencna kaTo BpeMeTo OT paHAOMU3ZUPAHE /10 [TbPBOTO
JNOKYMCHTHpaHe Ha 00CKTHBIA IIporpecks Ha TyMmopa. [1o BpemeTo Ha npeasapUTEIIHO O1IPEaesICHHS
MEKAMHEN anaans, cpeaHoTo TTP upn cydunrnand e 6uno 28,9 ceamuum (95% C.1.: 21,3, 34,1) cnopen
olcHKkaTa Ha uicienoBatens u 27,3 ceumuun (95% CI: 16,0, 32,1} cnopex ouenkata OT He3aBHCHMUA LIpErIey
H ¢ OMJIO CTATUCTHUCCKH 3HAYUMO [LOHPOABIKUTENHO, OTKONKOTO TTP 1pu miaucdo ot 3,1 ccummnum (95%
C.I.: 4,4, 10,1) cuopea cucHkara Ha u3cncaosaiens u 6,4 ceumuuu (95% CI: 4,4, 10,0) cnopen oucHkata or
He3aBUCUMMA ripernea. Pasnukara 8 obutara npexussaeMocT (OS) ¢ OMna CTaTHCTHYECKH B 110)13a Ha
cynutunud [koepunuent na puck (HR): 0,491 (95% C.I1. 0,290 - 0.831)]: puCKBT OT CMBPT € OUN 2 1IBTH
[IOBUCOK IIPH [TALKCHTHTC B PAMOTO Ha 11aucO0, CpaBlielo ¢ paMoTo 1a CYHHTHIHOD.

Cilej MEHIIMHHKSA anajiv3 Ha cpukacuocTra u 6C3011aCHOCTTA, 110 1IPEIIOPBKATA HA He3aBHCHMHUA bopa 3a
MOHHUTOPHPAaKLC Ha JaHHH H Oc3oniacnocT (DSMB), € paskpuTo 3aciendaBalieTo Ha poy4BaHETO M Ha

[AUMEHTHTE B PAMOTO HA 1J1aue00 € OPCAIOKENO OTKPUTO JICUCHUC ChC CYHHTHHHUO.

O0wo 255 MaUMCHTH, IIPHCMAJIHM CYHHTHHHO B OTKpHTATa (haza Ha (IPOYYBAHCTO, BKIOUYHTEIHO 99 nauuceHTH,
KOUTO ItbpBOHAYaNHO ca OMNM N¢kyBanK ¢ niauebo.

AHaJIM3bT 1ia ITBPBHYIIHTC H BTOPHYIIHTC l{pﬂﬁHH TOYKH B OTKPHTATA CI]EHH Ha [IPOYYBALICTO [IOTBbpANABAT
PE3YITATHTEC, 1HOJIYHCHHU 110 BPCMC Hd MCHCIHHEIHA dHANINW3, KAKTO € [1I0KA3aHO B TﬂﬁJIHLlﬂ 2

Tadbanna 2 — GIST obodmenne Ha KpaiHuTe TouKkH 32 epukacHocT (ITT nonyraunn)

JABOHHO-C/IAII0 JIeUeHHe®
Meanana (95% CI) HR
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Kpa#ua Touka Cynutuuubd Ilnaunebo (95% CI) P-CTOHHOCT
[IupBHYHA
TTP
(CeuMHUK)
MexanHna 27,3 (16,0, 32,1) 6.4 (4,4, 10,0) 0,329 (0,233; 0,466) <(,001 -
KpafiHa 26,6 (16,0; 32,1) 6.4 (4,4; 10,0) 0,339 (0,244, 0.472) <(},001 10.4 (4,3;
22.0)
BropH4na
PFS
(CCAMMLM )®
MexanHHa 24,1 (11,1, 28,3) 6,0(4,4;9,9) 0,333 (0,238; 0,467) <(),001 -
KpaiiHa 22,9 (10,9; 28,0) 6,0(4.4,9,7) 0,347 (0,253; 0.475) <(,001 -
ORR (%)
MexauHHa 6.8 (3,7:11,1) 0(-) NA 0.006 -
Kpaitna 6.6 (3.8: 10,5) 0(-) NA 0,004 10,1 (5,0;
17.8)
OS (ccamuuu)”’
Mexaunna - - 0,491 (0,290; 0,831) 0,007 -
Kpanna 72,7(61,3:83.0) | 64,9(45,7,96,0) | 0,876 (0,679:1,129) 0,306 -

Crkpawerna: Cl=/1osepurener nurepsai; HHR= koeduuuenr na pucka; [TT=no;1nexawa na Jieuenue;

NA=nerpunoxumo; ORR=cretien na obektugen orrosop; OS=obwma npexussemoct, PFS=npexusaemocr 6e3

nporpecus, TTP=speme 10 TyMOpHa nporpecus.

d s
Pesyntarure ot jiIBoHno-casnara gaza va nederdue ca o1 [TT nonynaumara v, knjeto € Huno ymecrio, € Ouna

HANPABCHA UEHTPATH3UPAHA PEHTI'CHOMOI MY HA OLEHKA.

Pesyitrarnte 3a edukacnoct oT 99 nauuenTH, KOHTO ¢a NpeMUHany o1 1nauebo Ha CYHHTHHHG Clie/] pa3KpHUBaHe

Hd KOI0BCTC HA PAlIOMH3IAUIHA. buna e HATIpaBCHA NOBTODHO HIXO0/1Hd OUCHKA OPH MPEMHHABANCTO H aHANIH3LT
3 Ed)lII(HCHﬂCT € BE3 OCHOBA Hd OUCHKATA Hd HICJIEJIOBATCIHTE.

EPGHT Ha PFS INpH MCHIHHHAA aHANH3 € aKTYa/IH3HPal B3 OCHOBA HA [IpEH3YHCHIRBAHE Ha NBERBOHAYUIHHTE
JAdHHH.

Pesynrarure or ORR ce npeactapAT kKaTo NMpouUeHT Ha IAUHEHTUTE, KOUTO ca DUIIH ¢ HOTBBLPJIEH OTroBop ¢ 95%
Cl.
Meanasara He € 10CTHI'HATE, THH KaTo JaliHUTE BCE OULE He ¢a CbOpatiu.

Menauanara ra OS npu [TT nonynauusra ¢ Ouira cvoreetTHo 72,7 ceamuum v 64,9 cenmuuu (HR: 0,876: 95%
CIL: 0,679, 1,129; p=0,306) npn cyuutuniud » npu nnaucbo. B toin ananuni pamoro Ha nnancto BI0O4BA
OHE3M [IaUUEHTH, PAILAOMHIUPAHH Ha 11a0c00, KOHTO B [IOC/ICACTBHE €A HONYYHIIH N1CYEHHE CbC CYHHTHHHO B
OTKpUTATa (paza Ha IPOYHUBAHETO,

Henerxyean smemacmamuuen 6b0peuno-Kitemvuen Kapyio

[IpoBejicHo € panJoOMU3IHPAHO, MIIOIOLCHTPOBO, MEX(IyHapoano lipoyusaHe ®aza 3, ouenssao
ehHKaCHOCTTA U BE30MaCHOCTTA HA CYHMTHIIMO cpaBHEHO ¢ BHTepdepoH IFN- o npy nauuenTtn ¢ nenckysan
MRCC. 750 naumnenTtu ca 6unu panjaomusupaliy 1:1 B TepaneaTHYIIMTE paMCHA: TC Ca [10J1Y4aBailH 1ICHEHMNC
HJIH CBC CYHHTHHHO B HOBTAPALH ¢ 6CCAMHYHY LHKIIH, CBCTOAILM ¢ 01 4 ceamruM 110 50 mg AHEBHO
LIEPOPAIHO HPHIICKCHHC, 10CIeABaHO OT 2 ceaMHuuH 1ounska (Cxema 4/2), wan IFN-a, upuniioxen karo
[H0AKOXHA HHXKEKUMA OT 3 MUltMoHa eanduuu (MU) uspsara ceamuua, 6 MU Bropara ceamuna v 9 MU
TpeTaTa cCeAMHUA M Cliel TOBA 11a 3 HCOOCNCA0BATCHHY MY BCHKA CeaMHULA.

Meyranara Ha NPOLABLILKUTCIHOCT Ha acuenueTo ¢ omia 11,1 meceua (quanazon: 0,4-46,1) 3a nCUCHHECTO CbC
CYHUTHHHO M 4,] Meceua (ananason: 0,1-45,6) 3a neuenrero ¢ IFN-a. Cepro3nu Hexenann cuburns,

cebp3ani ¢ Jeuennetro (TRSAES), ca cvobutenn npu 23,7% ot nauMeutiTe, nipueMatld CyHHTHHHG, 1 6,9%
OT HauucHTHTE, HipUemaltu [FN-a. IlpoueHTHTE Ha 1IpeKkpaTABAHC Ha JICUCHHETO NOpaJH HEXCIIaHH ChOMUTHA
o0auye ca Onnn 20% 3a cyuntuuuo u 23% 3a [FN-a. [IpckparsaBane Ha npHeMa 1a J1o3ata € Hac
Hayuentd (54%) Ha cyduTHHr® v 141 naurenrtu (39%) na [FN-a. Hamanssane na nozara e
194 naunentu (52%) na cynuTHnO v 98 nauncuru (27%) na IFN-o. [Tauventure ca neky,
fa 3a00/1ABaHCTO MK OTTCIIHE OT Hpoy4saticTo. [IbpBHUHaTa kpaiitia TouKa 3a eduKac

02
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[Trannpan MCKIAHIICH aHAIIM3 TOKA3BA CTATHCTHYECKH 3HAYUMO 1IPCAMMCTBO 38 cyHHTHHMO cupamo IFN-q, B
TOBa IIPOYyUYBaHC, KbACTO McaHanaTta Ha PFS 3a rpynara, JickyBaHa ¢bC CYHUTHHHO, € Ouna 47,3 cemMuuu B
cpaBhcHue ¢ 22,0 ceamuun 3a rpynara, Jickysata ¢ [FN-a; HR e 6ui1 0,415 (95% CI: 0,320, 0,539, p-crofinoct
<0,001). dpyru kpakinu touxu ca Biousaiin ORR, OS u 6e3onacHoct. Ochosnoto 00paino usciiegsane c
NPEKPaATCHO CIICA JIOCTHUIAaHE Ha HbpBHYNATA Kpaitna Toyka. B oxonuarennua anannsz ORR cuopes ouenkara
Ha u3cacaosareaure € ouna 46% (95% CI: 41%, 51%) 3a paMoTo Ha cyunTuHuO ¥ 12,0% (95% CI: 9%, 16%)
3a pamoT1o Ha [FN-a (p<0,001).

JIeuennero ceC CYHMTHHNO ce CBBP3BA C I1O-NPOaBIBKUTENHA NpexuBsemoct cupamo IFN-a. Meauanara na
OS e 6una 114.6 ccamuun 3a pamoto Ha cynutHaub (95% CI: 100,1, 142,9) n 94,9 ceamuly 3a paMoTo Ha
IFN-o (95% CI:. 77,7, 117,0), ¢ HR 0,821 (95% CI: 0,673, 1,001 p=0,0510 cupsmo nectpatuduumpan log-
rank).

Lisnoctuute PFS 1t 08, Hadmonasany 8 [TT nonynaunsra, onpedencHu ot oc1ioBiloTo o6pasno naboparopuo
HicneaBaiie, ca 06obuicuu B Tabiinna 3:

Tabauna 3. He.ekyBan kM momenta mRCC - 0000uteHne Ha kpaliHuTe TouKH 32 epuracuoct (ITT

nomyJiauHs)
0G001eH e HA ApeXuBsieMocT He3 nporpecus Cyuutuanb (N=375) [FN-a (N=375)
[laiment 0e3 nporpecus uan cMbpT [n (%)] 161 (42,9) 176 (46,9)
[laument ¢ nabmoaasana nporpecus uian cMupt [n (%)] R14(57,1) 199 (53,1)
PFS (ceamuiiu)
Ksaptun (95% CI)
25% 22,7 (18,0; 34,0) 10,0 (7,3; 10,3)
50% H8.3 (46.4; 58,3) 22,1 (17,1; 24,0)
75% 84,3 (72,9, 95,1) 8,1 (45,6, 82,1)
HecTpatHduumpan aHanms
HR (cynutnnub cnpamo IFN- q) 0,5268
©5% CI 3a HR (0,4316; 0,6430)

-CTOHHOCT" < {),0001

0odMIeHMe Ha 0DIIATA NPEXHBAEMOCT CYHHTHHHO 1FN-o0 (N =375)

(N =375)
[TaunenT, 3a KOFOTO HE € M3BECTHO Aa e novuHai [n (%)] |185 (49,3) 175 (46,7)
[TaunenT, koiTo € nounuan [n (%)] 190 (50,7) 200 (53,3)
0S {(ceamuLIU)
Ksaprun (95% CI)
25% 56,6 (48,7; 68.4) 41,7 (32,6, 51,6)
50% 114,6 (100.1; 142,9) 94,9 (77,7,
117,0)

75% NA (NA, NA) NA (NA, NA)
Hectpatuduuupas aHanus
HR (cyuutuHné copamo IFN-a) 0,8209
©5% CI 3a HR (0,6730; 1,0013)
P-CTOHHOCT 0,0510

Cokpawmenun: Cl=nosepurenen unrepsan; HR=koeduuuenr na pucka INF-a=unrteppepon-anda; ITT=nonexaiua Ha
nevenue, N=0poh naunerrn; NA=nenpunoraumo; OS=obwa npexussemocr; PFS=npexussemoct He3 nporpeg
*O71 AByCTpaHeH J0rapyTMH4uHo npeodbpaizysan panros (log-rank) tecr.

L{umorkun-pepparmepen emacmamuren DvOpeuHO-KIeMbYell KUPYUHOM

20




[Ipoyusane da3za 2 Ha CyHHTHIIMO € OMJIO IPOBEACHO HA NAUMENTH, KOUTO ca DKM pe@paKTeEPHH Ha
MPeUICCTRALLA LWTOKHHOBA TCpaltus ¢ HHTCpieBKHE-2 Wik IFN-o. 63 nanuenTy ca 1oyunIn Ha4anta j1o3a
50 mg CYHUTHHHO NEpPOpaIIII0 BCAHBXK ANEBHO B 11POABLIKECHHE HA

4 nocacuoBatellHl CEAMMLUM, [IOCICABAHH OT 2-CC/AMH4YHA Nay3a, 3a 4a cc 00XBaHE 1IBJICH UKD OT 6
cenMHuH (cxema 4/2). [IspBuuHaTta kpaiitia Touka 3a epuxacnoct ¢ Ouia ORR, ocrosasaua ce Ha Kputepuu
3a olleHKa Ha oTrosopa upk conuanu tymopu {RECIST).

B tosa 1ipoyuBainie yectorara Ha 00CKTURHMA OTIroBOp ¢ 6nna 36,5% (95% C.1.: 24,7%, 49,6%), a mcaunanara
TTP e O0una 37,7 cenmuuu (95% C.1.: 24,0, 46.4).

B norsupxkACHHUE 1id TOBA, OTKPHTO, C CAMHHYHO PaMO, MHOIOLCHTPOBO HPOYYBAHC 32 OLEHKA Ha
erkacHocTTa ¥ 0e3011acHOCTTa HA CYHUTHHUO € Ouito nposeacHo npu fraudenT ¢ MRCC, kodro ca bunu
pedpakTepHn HA HpeALICCTBALLA HATOKHHOBA Tepants. 106 NauKCHTH ca 110Jly4aBalii HAHMAIKO 110 e/lHa 1034
ot 50 mg cyHuTHHHO 110 cxema 4/2.

[TepBHunaTa KpaiHa TOUKA 3a epHKACHOCT 1IpH TOBA NpoyuBane ¢ Ouina ORR. Bropnunwure xpaiitin ToukH ca
prmousanu T TP, npoasipkurennoct Ha orropopa (DR) n OS.

B tosa npoyusane ORR ¢ 6una 35,8% (95% C.1.: 26,8%, 47,5 %). Mcananute na DR u OS Bce owe 11 ca
Ot NOCTHUTHATH.

Hankpeamuvii 1e8pOCHOOKPUNRE Y0P

[ToaabpxKalllo, 0TBOPEHO, MHOIOLCHTPOBO (IpOYuBaHe ¢a3a 2 ¢ OLUEHHIO ehHKACHOCTTA H 0€3011aCHOCTTA HIPH
CAMOCTORTE/1HI0 HIPWIOKEHHKE Ha CYHUTHHHO 50 mg aneBno no cxema 4/2 npu nayuHeHTH ¢ HeoliepabuncH
pNET. [Tpu koxopta ot 66 nauneiTi ¢ TyMopH Ha JIaHrepXancoBHTE KICTKH, IITLPBHYHATA KPaHHA TOYKA 34
cTelleH Ha oTrosop ¢ ouna 17%.

[Tpu taumenTH ¢ Heoncpadbunen pNET ¢ npoBeieHo 0CIIOBRO, MHOIOLICHTPOBO, MCXKAYHAPOLHO,
PaHAOMH3IHPANO, ABOHHOCIANO, NMIaUeBo-KONUTPOIHPAHO NPOYYBAHC (ha3a 3 MPH CAMOCTOATENIHO IIPHIIOKCHUC
Ha CYHUTHHHO.

Heo0xo0MMo ¢ OWi10 NatueHTHTE 1A HMAT A0Ka3aHa TYMOPHA [[POrPCCH B PAMKHTC HA U3MHHaIMTC |2
Mecena, Bb3 ocHoBa Ha KpurepHnure 3a oneHka 11a otrogopa npu conuiiu tymopu (RECIST) u ca duim
panaoMuidpans (1:1) 1a npuemar wiu 37,5 mg cyHutHHNO Beanbxk AneBno 6e3 nouneka (N = 86), nin
1inanecbo (N = 85).

QOcnosxata ueli e buna aa ce cpasny PFS npu naunenty, upyeMaiiiy CyHUTHHHO, COPAMO 1TALMENTH,
ipremaniy 1wauedo. Jpyrure kpaiinn Touky ca skiouBanu OS, ORR, PROs u 6e3onacnocr.

NeMorpadickyTe HoKa3are)u ca Ouin cpaBHUMH MEXKAY IPYIUHTE HA CyHuTuird H nnadcbo. B ponbanenue
49% OT nHAUMENTUTE HA CYHHTHHHUO ca uMati HeDYHKIIHOHATIHH TYMOPH B cpaslieline ¢ 52% OT 1IauueHTHTE,
npueMaiy naauedo, a 92% or nauMCHTUTE M B ABCTE PAMENA €A HMAJIH YCPHOAPOOIIH METACTA3H.

[TpHIOKEHHETO HA COMATOCTATHHORH aHa)l031K € OMII0 Pa3PCUICHO MO BPEME HA 1IPOYHBANCTO.

Oouio 66% 0T HAUMEHTHTC HA CYHUTHHHOD Ca 1IPHEMANH IIPEALICCTBAIIA CHCTECMHA TEPAIHA B CPABHECHHE CBC
72% oT nauuenrtHTe Ha unaucdo. B gonbnicune 24% 0T NaUMCHTHTE 1A CYHRTUHUO ca LipHEMaiu
COMATOCTATHHOBH aHAN03H B cpaBHeHUC € 22% OT HauHenTaTe Ha niaucoo.

Habnonapano ¢ KIMHUYHO-3HAYUMO [IPCAMMCTBO [IPU OUCHABAHETO OT Micneyosatens ua PES 33 CYHHTHHUOD B
cpaBHende ¢ maucto. MegnanaTta Ha NpeXXUBIEMOCTTa B paMOTO Ha CYHUTUHHO ¢ Onna 11,4 mecena 8
cpaBHeHHC ¢ 5,5 meceua 3a pamoTo Ha maaucto [HR: 0,418 (95% CI 0,263, 0,662), p-ctoiinoct=0,0001],

npuiaradeto Ha RECIST kbm n3MepBanmnata Ha Tymopa OT U3CACA0BATEAMTE, ca OWAK H3N0N3B
OlIpCAE/IAHE HA [POrpecHaTa Ha 3a001ABaHCTO, KAKTO € nokasano 8 radiuua 4. Ouenka na H &3
CYHUTHHHO ¢ Habsio1aBaHa NPU BCHYKH [HOATPYIIH ¢ OLECHABAHU XAPAKTCPUCTUKH HA U3XOAH
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BKTIOYHTENIO W aHAJIH3 1a Opof Ha KYPCOBCTC LPCULICCTBALIO CHCTEMHO JieucHne. O0wo 29 naunentu or
paMoTo 11a cyBUTHHMO K 24 oT pamoTo Ha 111anedo He ca OHIM 1IOMIOKEHH Ha [IPCALICCTBAIA CHCTEMHA
repanus;, npd T¢3d nayueHTd HR 3a PES e 61 0,365 (95% C1 0,156, 0,857), p=0,0156. IloaodHo 11a tosa, 11pu
57 HAUMCHTH B PAMOTO HA CYHUTHRUO (BIOIIOYNTENHO 28 ¢ | LUK Ha [IpeAlecTBAILA CHCTEMIIA Tepalusg 1 29
¢ 2 WM [IOBCYE UKKB/A HA CUCTEMHA Tepanus) 4 61 nanHenTH B paMoTo Ha rauedo (Bkiwuntenno 25 ¢ |
LIMK'BJ1 HA NIPCALIECTRAILA CHCTCMHA Tepanua U 36 ¢ 2 1M HoBCYE LMK/ Ha cHeTeMHa Tepanns), HR 3a PFS ¢

oui 0,456 (95% C1 0,264, 0,787), p=0,0036.

[IpoBenei e aHaiiM3 11a yyBcrBureliioctta na PFS, kato Aaudunte 3a niporpecusara ce 6a3upar Ha H3MepBaHHATa
Ha TYMOPa, J0KJ1aJABaAHH OT U3CICAOBATCIIMTE U KBACTO BCHYKH HALHEHTH, OTIATHAIM L0 HPHYHHHU, PA3IHUHH
OT NPCKPATABAHC HA 1IPOYUBAHETO, ca pa3rncxkianu kato PFS cuOmnrua. Tosn ananus npeacrass
KOHCEPBAaTHBHA OUCHKA HA TCPAICBTHYHHUA CPEKT HA CYHHTHHHO W 1104KPCIIA 1ILPBHYHHS aHalIH3, [10Ka3Balll
HR 0,507 (95% CI: 0,350, 0,733) p==0,000193. [ 1aBHOTO 1IpOYYBAHE IPH IIAHKPEATHUHH HEBPOECHIOKPHUHHH
TYMODPH ¢ OMJ10 1IPEKPATCHO [1PEIBAPUTEC/IHO (10 IPEIOPbKa Ha ne3aBucuM KoMuTeT 110 JIeKapcTBeH
MOHMTOPHHI, 2 IbPBHYHATA KpaiHa Touka ¢ Ouna Oa3upaHa HA OUEHKATA HA M3C/IEN0BATEISA, KATO U J1BATA
(hakTa MOXKE 13 Ca OKA3A1K BIHAHUC HA OLICHKATA HA TCPANCBTHUHUA eDEKT.

3a na ce H3KII0YM NMPHCTPACTHOCT NIPH OUcHKaTa Ha nicienoarens sa PFS, e nuposeaen BICR ua pesynrature,
KOKHTO € IOAKPEeIIJI OLICHKATA HA U3C/ICIOBATENs, KAKTO ¢ nokKa3aHo B Tabnuua 4.

Tabtsuna 4 - pNET pe3syararu 3a epuxacuoct or ¢gpaza 3 upoyusane

[lapameTnp 32 ePpHKACHOCT CYHHTHHHOD [Lhanebo HR P-CTOHHOCT |
i (N = 86) (N = 85) (95% CI)
[IpexkussacmocTt 0c3 | 0,418
fiporpecus [Meauana, mcceum 11.4 5,5 {0,263, 0,662) 0.0001¢ |
(95% CI)] no oucHka Ha (7.4, 19,8) (3.6, 7.4) ’

H3ICIICNOBATEIIA ' !

[Ipexcupsemoct OC3 porpecus |
[mcauana, meceun (95% CI)] upes
OLEHKA HA TYMOPHUS OTIOBOP, Bb3 12,6 5,4 0,401

IOCHOBA HA lIPpKIIAIaHEeTO 1 . (7.4, 16.9) (3.5,6,0) (0,252, 0,640)
RECIST xbM TyMOpHHTE OUCHKH |
Ha M3CJIeAOBATCIIS |

0,000066*

[IpexupacmocT HC3 nporpecus
[Meanana, meceltd (95% CI)] upes 12,6 5,8 0,315

180 HE3ABUCHM LICHTPANH3NDAH (11,1, 20.6) (3.8, 7.2) (0,181, 0,546)
[1PCrACA Ha TYMOPDHHTC OUCHKH e

O6uwa npexcupsemoct (OS) 0,730
[nepuon ua npocneassane S | 38.6 29,1 (0,504, 1,057)
rojuHu] (25,6, 56,4) (16,4, 36.8)

(Meanana, mcceuu (95% CI})] i

0,000015°

0,0940°

YecroTa 11a 00eKTHBCH 01T0BOP 93 |
(ORR) (3.2 *15 4) 0 NA 0,0066°

- [%e, (95% CI)] R
Cekpawenus: Cl=joBeputened untepran, HR=koeduunent na puck; N=0poit naunentu; NA=ne e npuioxkumo,
pNET=naukpearuutin HeBpoeH 10kputiHH TyMopH: RECIST=KpuTtepuu 3a oueHxa Ha 0Trosopa 1py COJIH,IHH TYMOPH,
" 2-¢rpateH HecTpaTH(HLUUPAH NOrapuTMHUHO peobpalysan pauros TecT ° Toyen

TecT Ha Fisher
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®urypa 1 — I'pa¢uka na Kaplan-Meier 3a I[IBII npu tHET npoyuBaue ¢a3a 3
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Cobkpamenns: Cl=nosepurenen uurepsai, N=0poi naumentu; PFS=npexussemoct 0e3 nporpecus;
pNET=naukpeatuunu HeBpOEHJIOKPHHHHU TYMOPH.

JlannuuTe 3a o06wa npexupsieMoct (OS) He ca OWJIM ITBJIHK KbM BPEMETO HA IIPUK/IIOYBAHE HA [IPOYYBAHETO
[20,6 meceua (95% CI: 20,6, NR) 3a pamoto Ha cynutunu0, B cpaBHeHue ¢ NR (95% CI: 15,5; NR) 3a pamoro
na uiauedo, HR: 0,409 (95% CI: 0,187; 0,894), p-cToiinoct=0,0204]. Umasno ¢ 9 cayuas Ha CMBPT [IPH paMOTO
Ha CYHMTHHHUO W 21 ciiyyas npu pamoTo Ha 1u1aueo.

[Tpu nporpecus Ha 3a00/15BAHETO MALUKCHTHTE Ca OWJIM Pa3C/ICIICHH W HA [TALMEHTHTE OT Iu1auedo rpymnara ¢
[PE/IOCTABEH JIOCTBII /10 OTKPHT CYHHTHHHO B OT/1€/IHO pa3wuupeHo npoyusane. Ilopaau pannoro
[PUKJIIOYBAHE HA [IPOYYBAHETO, OCTAHAJIMUTEC NALMEHTH ca OMJIM pa3ciieneHd U UM € OWIl IPEUIOKEH JOCTBII J10
CYHMTHHHMO B OTKPUTO pa3iuupeHo npoyusane. Oowo 59 ot 85 nauuentu (69,4%) ot pamoto Ha 1auedo ca
IPEMHHAJIH HA OTKPUT CYHUTHHHO clie/l nporpecus Ha 3a00JIsIBAHETO, HIIK pas3ciiensBale NpH NPHKIKYBAHE HA

npoyusaneto. OS, HaO/01aBana cnejl S-roAHILIHO POC/ICAIBAHE B PAMKHTE HA Pa3lIMPEHOTO IIPOYYBAHE, €
nokasaysa HR 0,730 (95% CI: 0,504; 1,057).

Pe3yiraTure 0T BBIIPOCHHKA 32 KA4ECTBOTO Ha )XHUBOT HA EBponeHckara opranu3alus 3a U3cjie/iBaHe u
neyenue Ha paka (European Organization for Research and Treatment of Cancer Quality of Life Questionnaire
(EORTC QLQC-30)) ca nokazanu, ye 001woTo rj100ajiHo, CBbP3aHO CbC 3PABETO KAYECTBO HA )KHUBOT U 5
GyHKLUHOHAIHH 00J1acTH (PU3MUecKa, polieBa, KOTHUTHBHA, EMOLMOHAIHA H COLMAIHA) ca 110UIbPKAaHH [1PH
[aLMEHTHTE HA JICYEHHE ChC CYHHTHHHO B cpaBHEHHUE C 1u1auebdo, ¢ OrpaHMYEHH CUMIITOMATHYHH HEXKE1aHH
ehexTH.

[IpoBeseHO € MHOrOHALHOHAJIHO, MHOIOLIEHTPOBO, OTKPHTO IIPOYyYBaHe € €1HO pamo, Pa3a 4 3
eukacHocTTa M 6€3011aCHOCTTA HA CYHUTHHHUO [IPH NALMEHTH € POrpecHpalliu, HalpeaHall
noope audepenumnpanu, Heonepadbuinuu pNET.
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Crto H WecT HagHeHTH (61 1auMeHTH B KOXOPTATa C HENCKYBAHK 10 MOMENTA NAUHEHNTH U 45 HALIMCHTH B
KOXOPTAaTa ¢ 110CJ1E€/1Ballla JIMHHA Ha JICUCHHUE) NONYYaBaT JICHEHHE ChC CYHUTHHRO nepopanuo 37,5 mg
BCIHIBXK JHCBHO CHIJIACHO NPOIB/DKMTENIHA CXeMa ¢ CKCUHEBHO npunaranc (continuous daily dosing,

CDD).

OueHenara oT H3cacaoparels Mmcauana Ha PFS ¢ 13,2 Meceua, kakto B obiata nonynauna (95% CI: 10,9,
16,7}, Taka v B KOXOpTAaTa ¢ HCACKYBauu 10 MomenTa nauventu (95% Cl: 7.4; 16,8).

[egnaTpuruna nonyianus
Ouurbt oT ynotpedata Ha CYHHTHHUO NPU NEAHATPHYHH HIALWMEHTH € OrpaHuycH (BxK. Touka 4.2).

[IporencHo e npoyusane @aza | ¢ yBeiimuaBaHe Ha J03aTA NCPOPAIICH CYHUTHHKO 1IpH 35 NauneHTH,
Bxatoypan(o 30 neanaTpyuyHy NaurceHTH (Ha Be3pacT 3 — 17 roayuun) u 5 Mnagy Be3pacTHH NHAUMCHTH (Ha
Bb3pacT 18 — 21 roiauuKn) ¢ pehpakTepHH COARANKN TYMOPH, KaTO 110-r0/1AMaTa YacT OT ALUMCHTHTE €a ¢
OCHOBHA JMarxola mMo3byeH Tymop. Habnrotagana e 1o3onumurypania KapMOoTOKCHYHOCT B TbpRAata 4acT Ha
[IPOYUBAHCTO, KOCTO CJIE] TOBA € MPOMEHEHO, 3a [a CC M3KIII0YAT NALMERTUTE C OPEAX0AHA CKCIIO3UUHUA Ha
MOTCHLUHAIHO KAPAHOTOKCHYHU JICUCHHKS (BKJIKOUYUTE/IHO aHTPALUKIHHK) HilH oQiIbYBAIIE HA ChPLUETO. BB
BTOPATA YACT HA 1IPOYYBAHCTO, BKIOYBALLA HIAUHEHTH C NPELXOAHO [IPOTHBOPAKOBO JICUCHHE, HO OC3 PHCKOBH
(hakTopH 3a KAPAUOTOKCHUUHOCT, CYHHTHHHO KATO LANO €€ 110HACH JOOPC # € KIIMHHYHO KOHTPOAHPYEM NPH
n03a 15 mg/m-° na aen (MID) 1o cxema 4/2. [TpH HUKOH OT yY4aCTHHUMTE HC CC HOCTHIA IIBIEH HAH YaCTHYCH
orroson. Ctabunio 3abonasane ce nabmogaea npu 6 nauneutn (17%). 1 nauuenr ¢ GIST ¢ BkaueH npu
HMBO Ha A03aTa 15 mg/m-” 6e3 aokazarencrsa 3a nonia. Habmogasauure nexeltaHd IckapCTBCHH PCaKiHH
KaTO LAI0 €& CXO/HHU C pecaKilMuTe, HaAOMO/aBaHH HPH Bb3PacTHH HAUMCHTH (BXK. To4Ka 4.8).

[Iposeneno ¢ ®a3za 2 oTKpUTO NPOYHBAHE PH 29 HANHMEHTH, BKIOUBANIO 27 ICAHATPAUHHU HALHCHTH (HA
Bb3pacT 3 — 16 rojiMHu) 1 2 Miauu eb3pactTay nauuetTy (ra sbpipact 8 — 19 roguuu) ¢ HGG uim enengumMom.
[IpoyuBanero ¢ CUPAHO KbM MOMCHTA HA [LUIAHHPAHUA MOK/AKHCH aHAJIN3 IOPaLH JIKICA 1A KOUTPOJI HA
3abosiaBaneTo. Mejanara 1ta PFS ¢ 2.3 meceua B rpynata ¢ HGG u 2,7 Meccua B rpyiara ¢ eNeHAUMOM.
Mecmanara na uanocriara OS e 5,1 mecena B rpynara ¢ HGG w 12,3 meccena B rpynara ¢ enenanmMom. Hait-
yecTHTE (=10%) chobuien Hexenanu cbOUTHA, CBBP3aliH € JICYEHNUCTO, KOMOMHUPAHO IIPY HIAUMCHTHTE B
JABCTC IPYNY ca HaMalcH OpoH Ha HeyTpoduinte (6 nauuentH [20,7%] ¥ BbTpeUYepeIicH KPLBOK3INMB (3
nauueHTH [10,3%]) (Bx. TOouka 4.8).

Jokazarencraa ot npoyusatie ®aza 1/2 na nepopasienl CYHHUTHRHO, NPOBEUACHO HipK 6 NCAHATPHUHH [TALIHCHTH C
GIST na sp3pact 13 —16 rouunu, KOUTO 1I0JYHABAT CYHUTHHHO N0 cxema 4/2 B 03U, BapMpaiuu Mexuy 15

mg/m?> aucsuo ¥ 30 mg/m® AHEBHO, KAKTO M HAIMYHHTE MyOiHKYBaHH HaHHK (20 1NeIHaTPUHHKH KK Mi1adH
gb3pacTHd naudent ¢ GIST), noka3zBar, 4e JICYCHHETO CbC CYHHTHHHUO BON 110 cTaDuin3Hpalie Ha

3a00/1a8aHeTO 1ipH 18 0T 26 (69,2%) nauueHTH el HEYCIICLIHO JICHCHHE HIIM BEHOHOCHMOCT KbM UMATHHHO
(16 nauMcHTH Cbe cTadHIIHO 3a0onaBade OT 21) unu de novo/cicg oncpauma (2 MaUMEHTH CbC CTabUIHO
3abosseane ot 5). [lpy npoyusanero Pasza 1/2, ctabunno 3ad019Bane M APOIPCCHA Ha 3abogBaneTo ca
HaOM0aBaHU IIPH 3 OT 6 NAKEHTH 32 BCAKO OT ABETC (CbOTBETIO 1 NALMEHT ¢ NOAYHKHI HCOANOBAHTHO H |
NaLMENHT ¢ [IOAYYHI AJI0BANITHO JIEUYEHHKC ¢ MMaTHHHO). B ckwoTo npoyuBaHce, 4 ot 6 nauueitu (66,7%)
110/1y4aBart ieKenaHu CbOMTHA, CBBP3aHH C NICYCHUETO cTeleH 3-4 (crenen 3 xunodocdaremus, HEYTPOIICITUA
v TpoMOOUHTOUEHHA ITPH | HAUUCHT OT BCAKO CBOUTHE H HEYTPOIICHHS OT cTercu 4 1ipy |1 nauuenT). B
ACITBAICHUE, B NYOIHHKALUUTE ¢ CbOOILABA 3@ CICAHUTC HEXEIIAHM IEKAPCTRCHU PCAKLIMH OT CTCIICH 3,
NPOSIBCHH NMPK 5 HALKMCHTH: yMOpa (2), racrpOMHTECTHHAIHH HEXECAIH ICKAPCTBCHH PeakUBH (BIUIIOUHTEHHO
aHapus) (2), XCMaTONOrHYHH HEXE/IAHK JIEKAPCTBEHH PCAKUMH (BKIUOYHTCAHO aHCMHA) (2). X0neuucTHT (1),
XKUNePTUPEOHAH3BM (1) n Myko3uT (1).

H3sbpiuen € nomnynandonen papmakokunerruyet (OK) u papmaxokunernyen/papmakoanHamuucs (PK/DJ)
aHasu3 3a ekcrpaioiupatie Ha OK ¥ OCHOBHUTE KpaHHHK TOYKH 3a O€3011aCHOCT U ¢HUKACHOCT HA CYHUTHHHO
npy reauatpuubmn naudentd ¢ GIST (Ha Bw3pact 6 —17 roguiin}. To3n ananus ¢ Dazupad Ha JaHHYEE
chOpanu npu Bu3pactid nauMeHTd ¢ GIST unu conuiaHY TYMOPH, KaKTC M IIPH NCAHATPUYHM | -

CONMANM TYMOpH. Bb3 0cHOBa Ha ana/IM3MTE Ha MOJCIIHTE, [10-MJIa1aTa Bb3pacT H ITO-MaJlKHs ’/!J-"."'
TAINOTO HE KU3IIICHKAA A [IOBIHABAT OTPHLIATEIIHO OTFTOBOPHUTE KbM IJ1a3MEHATA €KCHO3HLLHA { &1
OTHOLICHHE HA OE3011aCHOCTTA U CPUKACHOCTTA. CHOTHOWCHHETO [10/133/PHCK 11d CYHHUTHIIH 1%
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CC IIOBJIMABA OTPHUATCIIHO OT HO-MJ/IdddTad Bb3PacT HJIH HO-MAJIKHA pa3MED Ha TANNIOTO H CC ONIpEaC/IA ''aBHO
OT 1J1a3MeldTad My CKCIHO3HI{HA.

EMA ocBoOOwaaBa OT 3aAbJIKCIHUETO 33 IPEAOCTABAHE HA PE3YIITATUTE OT NPOoyUBaHMA ¢ pedepeHTHUA
JICKAPCTBCH HPOAYKT, KONTO ChAbp:Ka CYHUTHHHUO, BBB BCHUKH LIOArPYIIH HA LICAHATPUYHATA [IOIIYJIALHA [IPH
OBOpeuen KapUHHOM WM KapLMHOM HA OBOPCUIIOTO JIereHye (¢ U3KNKYCHHE HA HEPpoDilacToM,
HePpo0s1acTOMATO34, CBETIIOKIIETBUEH CAPKOM, Me3001acTen HeQpoM, MeaylapeH 0LOpeYeli KApLMHOM H
pa0AOoKnacH TyMop Ha ObOpeuure) (Bx. Touka 4.2).

EMA ocBoboAaaBa OT 3a0b/KCHUETO 33 IPSAOCTABAHC HA PCIYITATHTE OT NPOYUBAHHA C PCHCPCHTHHSA
AICKAPCTBEH NPOAYKT, KOATO ChABbPMA CYHUTHHUO, BbB BCHHKH NOAIPYIIM HA (IEMHATPHYHATA TI0I1YJ1ALIUS [IPH
racTPOCHTEPOIIAHKPEATHUYHH HEBPOCHAOKPHHIH TYMOPH (€ M3K/IIOUYCHHE Ha HEBPOOIIACTOM,
HEBPOraHrinnodnacToM 1 geoxpoMouuTom) (BXK. ToUka 4.2).

5.2 dapMaKOKHHETHYHH CBOHCTBA

®K na cynntuuub e oucaena nipu 135 3apaeu 106pososiu ¥ 266 nauuenty cbe conuann tymopH. OK ¢ 6una
CX0/1Ha IIPH BCHUKH M3CIIEABAHH [1IO1YNAUHH [IAUHCHTH ChC COJIM/IHH TYMOPH N [1PH 3UPaBH H0OPOBOIILH.

B nxanazoHa Ha 2034 oT 25 — 100 mg, tiou1ta no/ KpMBata "1n/a3McHa KonueHrpauus - spemc” (AUC) u
Cmax ce H0BHINABAT LIPONOPLUHOHANHO HA so3aTa. [IpyM MHOIOKpaTHO JHCBHO NPHIOKEHHE CYHUTUHND
KyMmyaupa 3 10 4 0bTH, @ OCHOBHHAT MYy akTUBeH meTabonut kymynupa 7 10 10 1rbru. CraunonapHure
KOHLIEHTPALIMH 1A CYHHTHHHO H HCTOBHS [TbPBUHEH aKTHBCH MCTa00MNT ce JocTHraT B paMkute Ha 10 no 14
auu. Jo Jdeun 14 obumte 111a3MCHH KOBUCHTPAUMK HA CYHHTHHHD M aKTHBHHS My MeTabolikt ca 62,9-101
ng/ml, e ca TapreTHt KOHUEHTPALIMH, 38 KOMTO HPCAKIMEHYHUTE AaHHH [IPEANoNarar, 4e HuXubupar
docdopHMpalieTO HA PCUCIITOPA In VILro U BOJAT JI0 TYMOPHA CTa3a/HaMalsBaHCe Ha pacTeXa in vivo.
OcHOBHHAT akTHBEH MeTabonnt 00xBawa 23% no 37% ot odbwara excriozuuus. [Ipu MHOrokpartiio HHCBHO
[IPHAOKCHUC MW MHOTOKPATHH LIHKIH IPH LIPOYHBAHUTC CXCMHU 11A HPUAOKEHNE He ca Ouau HabJio1aBanu
3Ha4UMH 1IpoMcHHU BEB PK Ha cyHUTHHHO MK HA HErOBHA OCHOBCH aKTHBECH MCTAa00JIHT.

Abcoplbums
Cnea nepopaito npuiIokeHue Ha CyHuTHHHO, Cnax OOMKHOBCHO ca Haf)iroaaranu ot 6 — 12 yaca BpeMe o
MaKCHMAanHa KOHUEHTPAUUA Tmax CJICA IPHIIOKCHHE,

XpaHara HAMa cHCKT BbPXY OHOHAIMYHOCTTA HA CYHHTHHHO.

PaznpeicneHuc

{n vitro, CBbP3BAHETO HA CYHUTHHHO H HENOBHA OCHOBCH aKTHBCH METAbO0JIMT C YOBCLIKMA 1UTA3MEH [IPOTEHII B
H3CIIEABAHHA i1 vitro € OKMno cboTBeTIO 95% n 90%, Oc3 3abciickUMa 3ABHCHMOCT OT KOHLCHTPALHATE.
[TpuBnunusT 00emM na pasnpeycienue (Va) 3a cynutunud ¢ Oun rosam - 2230 |, nokassaitku pasnpeieicHmc s
ThKallUTC.

MeTaboiuTHH B3aUMOACHCTBHA

H3uncneHute in vitro croitnoctn Ha Ki 3a BCHukd n3nutasn uzodopmu Ha uutoxopm P450 (CYP) (CYP1 A2,
CYP2A6, CYP2B6, CYP2CE, CYP2C9, CYP2C19, CYP2D6, CYP2EL, CYP3A4/5 1 CYP4A9/11) nokaisar,
YC € MAJIKO BCPOATHO CYHHUTHHHO M OCHOBHHAT MY aKTHBCH METaDOIUT 1a MRAYUHpAT MeTabOoJIM3MA Ha JIpYI'H
AKTHBHH BCIUCCTBA, KOMTO CC MCTADOJIMIHUPAT OT TC3IK CH3IUMHU, A0 IIAKAKBA KJIMHUYHO-3HAYHMA CTCIUECH.

buoTpaHc@opmauys
Cynurunub ce merabounizupa roasuo o1 CYP3A4, nzodopma ot rpynara na CYP, koitTo npoayiiMpa Herosus
OCHOBCH aKTHUBEH META0OJINT, €3eTHII CYHHTHHUO, KOHTO clle/i TOBa & MCTa0o/IM3MPa OT ChIUUSA H30CHIUM.




EIUMHHHpANC

Exckpeunsra € ocHoBHO upe3 winpaxucinata (61%), a entuMHHHUpaHeTo Ha HCNPOMEHEHO aKTHBHO BCLLECTBO
H MeTaboONHTHTE MY upe3 OLOpeunTe cberasiaBa 16% ot npuitoxkenara 103a. CyHHTHHHO M HCMOBUAT OCHOBEH
aKTHBEeH MeTaloJIHT Ca OHIIM OCHOBHHUTC ChCAMIENUA, MACHTHU(PHUMPAHH B [U1A3Ma, YPHHA U U3NPAKHCHHA,
[IpCACTAB/IABALIM CBOTBETHO 91.5%, 86.4% 1 73,8% 01 paan0akTHBHOTO BCIUCCTBO B CLOPaHHTC npodH.,
BropoctencinHu McTalOAUTH ca OUITM HACHTUQHUUHPAHK B YPHHA H H3IIPAXKHEHHUSA, 110 OOHKHOBEHO HE ¢a OunM
OTKpHBAliK B lUia3Ma. TOTAHHMAT LIEPOPAIEH KIIMPBHC

(CL/F) ¢ oun 34-62 l/yac. Cnea nepopajiHO HPHUIOKCHHE 1P 3PaBy ACOPOBOIILH, CITHMHUHALHOHHHUTE
[10J1YKHBOTH Ha CYHHTHHHO H HCI'OBHA OCHOBEH AKTHBCH UE3ETHI-METADONNT ca ChOTBETHO 0K0J10 40 - 60

yaca H 80 - 110 vaca.

EAHOBPCMEHHO [IPHIOXKCHHE C JICKAPCTBEHH 1IPOAYKTH, KOUTO ca HHXHOUTOpH Ha BCRP

Invitro, cynntunubd npegcrasnapa cyberpar Ha eduykcuua tpancnoprep Ha BCRP. B opoyusane A6181038,
€/1HOBPEMCHHOTO MY IIpHIIOKEHHE ¢ redutnind, nHxudburop na BCRP, ne okaisa KIMHUYHO 3HAYHUM COHCKT
BBPXY Cmax H AUC Ha cyHUTHHUOG MM OOWMTEC JICKAPCTBEHH KORUEHTpaldH (CYHUTHHHO + MeTabouHT) (BIK.
Ttouka 4.5). Tosa npoyusane ¢ MHOrOUEHTPOBO OTBOpEHO [poyueanie Pasza 1/2, nicneapaiuo
De30nacHOCTTa/TIOHOCUMOCTTA, MAKCHMAJTHATA IIOHOCKMA 1032 H aHTUTYMOPHATA AKTUBHOCT Ha CYHMTHHHOD B
KOMOMHAUMA ¢ TCOUTHHHO 1IPH IALMCHTH ¢ MeTacTaTHueH Ob0peyHo-KneTbyed kapuuuom (MRCC). Karo
BTOpPHYHA LS/l € OlCHsiBaHa (papMaKOKHHETHKaTa Ha re@urtnimd (250 mg aneeno) u cynutuuund (37,5 mg
[Koxoprta 1, n=4] win 50 mg [Koxopra 2, n=7] AHEBHO 1IpH cXCMa € 4-CEAMHUCH IIPHEM W 2-CCAMUYHA Nay3a)
1P €LAHOBPEMCHHO npuiioxkeuuc. [Ipomenute BpB PK napameTpn na CyHHTHHNO HE €A KIIMHHUYHO 3HAYUMH H
HC €a 110Ka3aJly B3aUMOACHCTBUA € ApYrH JickapeTea. Kato ce BieMe 1ipeisuy OTHOCHTC/IHO MAJIKHUAT Opoii
naguenTH (1.€. N=7+4) n yMepenara 40 BUCOKA HUTEPHHIUBUNYAIHA BAPHAOKIHOCT HA QAPMAKOKHHETHYRHTE
napaMeTIpy Mexy 11andcHTUTE, Haxo kHTe 3a DK nekapcTBeHO B3aMMOAEHCTBHE B TOBZ [IpOYyUBaHe TpaOBa na
CC ThIIKYRaT 0CODEHO 11pealasiuBo.

Cneuuaniu nolyJjaudu

Yeproopobno vapexcoarie

CyHHTHHHO H# OCHOBHHAT My METabONUT ce McTabOMMIUPAT TIABHO OT ueplina apod. CucTeMHUTE EKCNO3RUUN
Cjiel €AHHUAYHA 1033 CYHHTUHHO ca DMK CXOLHH NIPH JMUA € JICKO MM YMCPCHO YEPHOAPODHO YBPEKAAHL
(Child-Pugh xiiac A u B) 8 cpaBucHde ¢ nimua ¢ nopmainua yepHoapodua pyuxuus. Cyuutunud ue e oun
(IPOYUYBAH TIPH IMLA ¢ TeXKo yepHopobuo yepexaane (Child-Pugh kiac C).

[[poyuBaiinaTa npy nauMcHTH ¢ pak ca uikmousanu nauuenty ¢ ALT mnu AST >2.5 x ULN (I'opua ['pasnua
na Hopmara) unu > 5,0 x ULN, ako ce ab/mky Ha yepuopodiu meracrass.

bvbpeniio yepesxcoaiie

[Tonynauunonen WK aHain3 ¢ nokaszai, He NPHBUAHHAT KIMPBHC HA CYHUTUHHO (CL/T) ne ¢ Buil nosinsn ot
kpearununosus KiInpbhic (CLcr) B oueHaABanua ananason (42-347 ml/min). CucremHata eKCHO3ZHUMS CIIEH
¢JIHOKpaTHa /103a CYHUTHHHO € Ouna cxoa1a npy HHAUBHAH C TEXKKO 0b0peuto yepexaane ((CLcr) <30
ml/min) 1 Takusa ¢ nopmaiana 0s0pcuna pynkuusg ((CLcer) >80 ml/min). Buupexu ue cynturunu® u Herorus
ITBPBHYCH MCTA0O0JIMT HE ca CIMMHHHPAHM 4Ype3 XeMOoaHaln3a, rpyu nnausuan ¢ ESRD, obulara cucrtemna
eKCNno3uLuA ¢ Guna nonuxkena ¢ 47% npH cyHdTHHHO 1 31% 11pH HETOBUA ITBPBHYCH META00IINT, B CpaBHCHHE
C UHMBUJIH C HOpMaJIia ObOpeuna QyHKUMA.

Tecno, QyukyuondIHo CoCcmosHLe
[Tonynauuoniiy @K aHa/in3n Ha ACMOrpa()CKH JIaHHH 110KA3BAT, Y€ HE ca HCOOXO0AUMH MTbPBOHAYAIIHY
KOPEKLHH HA [403aTa CIopes TEJIECHOTO TCrI0 ¥ GYHKIIMOHAIHOTO cbeToAHHEe o ECOG.

floa
Hajnuunute JaHHH DOKA3BAT, UE MCHHUTC MOIaT a4a uMat 0Ko./t0 30% 1O-HUCBK LIPUBHIACH KINPD
CYHUTHHHUO, B CpaBHCHHUC C MBXKETE: Ta3zH pa3nuka, obavue, HC Hanara NLPBOHAYAJIHH KOPEKL

HTeduampuuna nonyaatjus
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Onurer oT ynorpedbata Ha CYNMTHHHO 1IPH NEAHATPHUHH 1IALMENTH ¢ OIPAHHUYCH (BXK. TOUKa 4.2).
[Tonynannounnte OK anannin na cbopen Hadop ot Jaunu npx Bb3pactiu nayuent ¢ GIST u conninun
TYMOPH, KAKTO U [IPH [ICAHATPUYHH [HAUHEHTH CbC COAHLHH TYMOPH ca 3apbpuicHH. M3ebpuienn ca ananuin
Ha CThIIKOBO KOBAPHATHO MOJICIIMPAHE 3a oUeHKa HA ¢(PCKTa 11a Bb3PacTia M pa3Mcpa Ha Ta510To (0010
TCJIECHO TCIJI0 HIIM TCICCHA NOBBPXIOCT), KAKTO ¥ HA JPYI'M KOBApHAHTHM aHann3u Ha Baxkuu QK napamerpu
33 CyHUTHHKMO U BeroBus akTHeel MCTaloiUT. OT W3CACABAHHUTE KOBAPHATH, CBBP3alli C Bb3pacTia U pamepa
Ha TANOTO, Bb3IPACTTa € 3HAYHMa KOBAPHATA HA [IPUBHU/IINA KIMPBHC HA CYHUTHHUO (KOIKOTO 110-MaJIKa ¢
BbL3PACcTTa Ha [EAUATPHUYHHUS 11aLIHEHT, TOJIKOBA I10-1IMCBK ¢ NPUBUAHUAT KIHUPBHC). [Tonobio na toea,
TEJICCHATA NOBBPXHOCT € 3HAYHMA KOBAPMATA HA 1IPUBMHIHHA KIUPBHC HA aKTUBHHA MeTaboJtUT (KOJMIKOTO 110-
MaJlIKa ¢ TC/IECHATA NOBBbPXHOCT, TOJIKOBA 110-HHCBK ¢ IPUBHIAHUAT KIMPBHC).

OcBCH TOBA Bb3 OCHOBa Ha uHTerpupan MK ananus na ¢cOOpHH gannBH OT 3 [IEAHATPHYHH [TPOYYBAHHA (2
[IeAHATPHYHH [IPOYYBAHUS IPH CONKAHK TYMOpHY M | neaunatpuuno npoy4sase npu GIST; sb3pactu 6 - 11
roJiMHM U 12 — 17 roannm), u3xoanara teaccHa 1oBbpxHoctT (BSA) ¢ 3HauuMMa kosapvata Ha UPUBMIHUA
KJMPBHC Ha CYHHTHHUO U HEroByUA akTHBEH McTabouT. Bb3 OCHOBA 1A TO3M ananns jo3a npubdnuzurenio 20
mg/m? MHCBHO MPH NEAHATPHYHH NalKeHTH ¢ adanazon Ha BSA mexay 1,10 u 1,87 m” ce o4axsa aa pocrasu
CKCHO3HHMH HA CYHHTHHNO M HeroBus akTHBeH MeTabonut (Mexny 75 v 125% ot AUC), cpaBHUMH C TE3M 1pH
pb3pacTHH ¢ GIST, va xourto ¢ npunaran cynutunnd 50 mg auesuo no cxema 4/2 (AUC 1233 ng.hr/ml). Ilpu
[1eMATPUYHH IPOYYBAHHA, HaYaaHaTa 1033 CyHHTHHHMO ¢ 15 mg/m? (813 ocnosa na MIIJI, uacirnduunpana
npu npoyusaunc ¢gaza [ ¢ yscnuyaBaHe Ha Jj103ara, BX. T. 5.1), kodaTo npu neguarpryan nauueHru ¢ GIST ¢
noBuuIcHa 1o 22,5 mg/m’ u Bnocieactaue a0 30 mg/m- (He ce npesriwasa obuara ac3a SO mg/nen) Bb3
OCHOBA Ha MHIMBHAYAJIHATA [IOHOCUMOCT/OC301IACHOCT 1IpH naumucitHTe. OcBeH Tosa, Cliopel HyO/JIMKYBaHH
JAUTCpaTypHRK Jatdd npu neguatpuuid naudentd ¢ GIST, u3unciicHara Havatila 103a ¢ B IPAHUUHUTE MSXIY
16,6 — 36 mg/m?, nosuiueHa 1o 1034 gopu ao 40,4 mg/m- (6e3 na ce npepuwasa obmara go3a 50 mg/nen).

3.3 Tipeak/mHHYHHU JAHHH 32 0EI0ONACHOCT

B npoy4uBanna ebpxy IUILX0OBE H MAHMYHH H3 TOKCHYHOCTTA PH MHOCOKpaTHO NpHaarate ¢
NPOABIIKHTCIHOCT 110 9 Meceua, OCHOBHHUTC €(PEKTH BLPXY IIPHUEIHHTE Opl'aHH ca OUIH YCTAaHOBCHH B
CTOMALBHO-YPCBHUA TPAKT ([IOBPBLILAIES B AHAPUS LIPH MaAHMYHH), 11a10b0peyna xite3a (KopTHKalHa
KOHI'CCTHS U/KJIKM KPBBOH3IJIMB IIPH LUILX0BE MU MAHMYHU C HCKPO3a, [10CIICABAHA 0T PHOPO3a LIPH IIBXOBC),
KPBBOTBOP!A H JIMM0O-00pa3yBaila CUCTCMa (KOCTHO-MO3bYHA XHIIOUCIYIAPHOCT; ACILUICUUA HA JTUMPOHIH OT
TUMYC, CIIE3KA K JIMM(DHH Bb3IH), CK30KPHUHCH laHKpeac (Jicrpatyliaiiua Ha allHHApHUTE KICTKH ¢ HCKPO3a 113
€JIHHHYHH KNSTKH), CIIHOIYCHA XJ1¢3a (AUMHAPHA XUNCPTPO(]HA), KOCTHO-CTABHU (yaelelABaHEe Ha pacTCKHUTE
LIOUYKH ), MAaTKa (aTpodgua) B AlUHHUM (HAMANCHO Pa3BUTHE HAa QONUKYINTE). BCHYKU IPOSBH €A HACTBLIIMIM
NpH KJIKHHYHO 3HAYUMH [UJIA3MCHH HHMBA HA CKCIIO3HIMA HA CYIMTHHNO. Jlotbauurennn edekTH,
HaOmoAaBaHy B APYIH LIPOYYBAHMA, Ca BKAIOUBAAH yabikasaHe Ha QTc HHTEepBana, Hamanssane Ha
NABOKaMepliata Qpakuusi Ha M3ITIIacKBaHe, aTpoduA Ha TYOYHHMTE HA TCCTHCHTE, YBC/IHYaBaHC Ha
MC3alTHANHUTC KJIIETKH B ObOpelHTE, KPLBOH3IUB B CTOMALUIHO-YPCBHHA TPAKT M MYKO03aTa lia ycTaTa U
XUIIEPTPODUA 1A KIETKUTE ta {IPCAHUA AL Ha xUulopuszara. CmATa ¢e, Ue NPOMCHHTE B MATKATA
(enaoMerpHania artpodusa) U pacTeKHMUTE INIOYKH 11a KOCTHTE (yAcOeaBaHe Ha (pU3aTa HIIM XPYLUsJIHA
AHCILIA3HA) Ca CBBbp3aHH ¢ DapMaKOAOrHYHOTO ACHCTBUE 11a CyHUTHHMO. [ToBeueTo OT Te3M aBACHUA ca Ounu
oOparumMu ciien 2 — 6 ceamuum De3 neyenue.

[ eHOTOKCHUHOCT
["[eHOTOKCHYHHUAT IIOTCHLUHAIl HA CYHUTHHHO ¢ OnA nicnensat in vitro H in vivo. CyHUTHHHO He ¢ Omll
MYTAICHCH 1IpU OaKTCPUH, LIPH H3II0I3BAHETO HA MCTADOIMTHO aKTHBHpaHE OT YyepeH Aped HaA TUIbX.
CyHUTHHUO HE € NPEANIBUKAN CTPYKTYPIH XPOMO30MHH HAPYLICHHS in Vitro B JIKMM(MOLUUTHH KIETKH OT
yoBelKa nepudepna KpuR. B nuMdbounTr o1 YoBelKa NCpHPEPHA KPbR i1 vitro ca HA0I0AaBaHH NOTHILION /M
(OpoiHK xpoMo30MHH a0cpaluu) KaKTo B IPHCBCTBUETO, TAKa U B OTCBCTBHETO HA METADOIMTHO aKTUBHpAHC.
CyHHTHHHUO He ¢ DM KNACTOreHes B KOCTCH MO3bLK OT 1UIBX i#7 Vivo. | EROTOKCUMHHAT 11OTCHLIAAJI
AKTHBCH MeTalO0IHT HE ¢ OHII M3ITHTRAHK.
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KanueporeHioct

[Tpu egHoMECEUHO LIpOYyUBalie ¢ racTpaliia Conja, 3a ycTalnosssauce Ha 40308 guanasou (0, 10, 25, 75 unn 200
mg/kg/nneBno), ¢ CDD, uput rasH2 Tpancreunu MUKy, ca 4abii0laBaHy KapUUHOM H XHIIEPILA3KA Ha
BpyllepoBHTC JI€3H Ha [BAHA/ICCETONPBCTHHKA, IIPH HAK-BUCOKATa u3ltntrava ao3a (200 mg/kg/uen).

[Tpu 6-MeceuHO LIPOYUBAHC € racTpaliHa conaa 3a kapuunnoreunoct (0, 8, 25, 75 [nounxkeun no 50]
mg/kg/IHEeBHO) C IHCBHO A03upaHe, poBeAcHo ipu rasH2 tpancrennd mukd. Facrpoayoactalniu
KapiMHOMH, NOBHILCHA YECTOTA HA CHIBLTCTBAILKY XCMAIITHOCAPKOMH H/HIIH XHIIEPIWIA3UA HA CTOMALHATA
aMrasina ca Hadnwaasanu 1py Jo31 =25 mg/kg anesno, ¢ npoabikutenioct 1 uinx 6 mecena (=7.3 ubtu

AUC npu nauMcHTH, npuecMany npenopsumMtennata gucsna itosa (I[II1]).

[Tpn 2-roamiLBO 1poyuBane 3a KapudHorennoct nupx niusxose (0; 0,33; 1 vnn 3 mg/kg/anceno),
LIPHIJI0KCHHETO HA CYHHTUHUO B UMKAH OT 110 28 1M, [10CACABAHN OT 7-ZHCBHH NCpHOAU De3 JieueHue, e
JIOBEJIO A0 1OBRUICHA YCCTOTAaTa Ha GEOXPOMOLIMTOME M XHIIEpILIa3ns Ha Hag0uOpeunaTa Meyna npu
MbXKKH [LUIBXOBE, NoJiyyaanu no 3 mg/kg/miesiio, cney > lrouuna npuinoxenne (= 7.8 nbtit AUC npu
[IaLMCHTH, Ha KOUTO ¢ npunarana IJJ). Kapuunom na bpynepoBure xie3u ce noasABa B
JBalafeceTOlPbCTHHKa UpH > | mg/kg/nueBno 1pu KCHCKHA K UpH 3 mg/kg/AHesHO NPH MBIKKH XHBOTHH, a
XMIICPIIA3HA HA MYKO3HH KJICTKH € /I0Ka3aHa B X/IE3HCTHA CTOMAX IpH 3 mE/KE/NHEBHO NPU MBXKKH
WUBOTHH, KaTO c¢ NoABABAT 1pH = 0.9; 7.8 n cporBeTHO 7,8 nh1d AUC npH nauuenTH, fpH KOUTO €
npunarasa [JUJ1 [IpakTyeckoTo 3naveHKe 3a xopara, Ha HEeOIUIACTHYHHTC HAX0/1KH, Ha0o1asaly 11py
[IPOYYBAHHA 33 KAPUMHOICHHOCT [IpH MULWKHK (TpaHcrennd rasH2) u nibxose, ¢ HeAcHa.

Penpo/ilyKTHBHA TOKCHYHOCT M TOKCHYHOCT 34 PA3BHTHUCLO

B u3ciienBanus Ha pelpOAYKTHBHATA TOKCHUHOCT HC ¢a HAONK01aBalH CPEKTH BbPXY MBXKKHA HIIH HKEIICKHUA
dbepruwinret. [Ipy npoBeein BbpXY ILUTBXOBE H MAHMYHH [IPOYHBALIHS HA TOKCHYHOCTTA LIPH MHOI'OKPATRO
IPUIICKEHHE, ca 1al)104aBaHH cheKTH BPXY XKCHCKUS (PCpTHINTET 1101 ¢opMaTa Ha (POIIMKYIIapHA aTpe3us,
JACTEHCPALHA HA KBITOTO TAIO, CHAOMETPHAIIHY IPOMEHH B MAaTKATa H HAMAJNENO TCIUIO0 HA MATKATA M
AHYHHLHTE HPH KJIMHWYHO 3HAYHMH HHBA HA CHCTEMHA €KCHIO3HLHA. EQEKTH BbpXY MBKKHA PCPTHIIMTCT ca
HaOnmoAaBaHu oA gopMmara na tyoyiapiia arpopua B TCCTHCHTC, HAMAJICHHUC HA CIICPMATO3OHANTC B
CIHANINMHACA U KOJIOHHA JCHACLUHA B 11PpOCTATaTa B CEMEHITHTC MEXYPUYETA NPH TU1A3MELH HUBA Ha
CKCMO3KLMA 25 IIBTH [10-BUCOKH OT CHCTCMHATA CKCIIO3HUMA IIPH XOpa.

I[lpu mibxoBe embpuo-derainata cMbPTHOCT € OHNa IPOBCHA KATO CHIHHPHKAHTIIO HAMAJICHHUC B Opos na
KUBHTE DETYCH, YBE/IMUCH Opoil Ha pe3opOUHH, YBCIIHYCHA II0CTUMILAANTAIMOHHA 3ary0a M TbJIHA 3aryDa 1a
[OTOMCTBOTO [IPH 8 0T 28 OpCMCHHH KEHCKH XHBOTHH [IPH 111a3MCHH HHBA HA CKCIIO3HUNA 5,5 1BTH HO-
BHCOKH 01 CUCTEMHATA €KCNO3MUMA 11py xopa. [pu 3aiiuy HamaieHHeTo B TCrnata Ha OPEeMCHHHTC MATKU M B
Opos na xuBuTe PETYCH CC € Ib/DKaN Ha yBeauucHUg Opoi 11a pe3opOuuK, yBeIMYCHATa
MOCTHMILIAHTALMOHHA 3a1'y0a ¥ bJI1aTa 3ary0a Ha HOTOMCTBOTO B 4 OT 6 OPEMCHHU JKCHCKH KUBOTHH NPH
[1J1a3MCHH HHBA Ha €KCMNO3HLUHA 3 NBTH NO-FOJNEMH OT CHCTCMHATA CKCIIO3MLMS IIpK Xopa. Tperupaiie Ha
ILILXOBE CbC CYHUTHIIMG 11O BpeMC 11a opratorele3ara J0BCE IO TepaToreiiu cektd 1pH =5 mg/kg/nen,
CBCTOALUM CE OT YBEJIHYUEIIA 1IOSBA HA CKe/leTH MandopMaLniy 1ia 11044, XapaKTEePU3IHpalik [JIABHO KATO
3a0aBCHO BKOCTCHABANE HA I'PBANRUTC/ IYMBAIHUTE NIPELUICHH H IPOABHIK CC NIPY TUIA3MCIH HUBA 12
EKCNO3HLHSA 5,5 11bTH MOBHCOKH OT CHCTCMHATA CKCIIO3HUMA 1Ipu xopa. [Tpu 3afiun TeparorcHHHTe ¢QEKTH Ca
CC CHCTOAJIM OT YBC/IMHENA IOARA HA L(CIIKA HA YCTHATA [IPH 1/1a3MEHH HMBA HA CKCLIO3MUHSA NPUOIHIHTEIHO
PABHH HA TE€3H, HaDMIOJaBaHU B KJIMHUKATA, a TAKa CHLIO HA LICNKA HA YCTHATA H LCHKA 11a nedueTo 1pu
[113a3MCHM HHBA HA €KCIIO3MLINA 2.7 NbTH 1H0-BHCOKH OT CHCTEMHATA CKCIHO3MUMA OPH Xopa.

Cynunruaud (0,3; 1,0; 3,0 mg/kg/a11eBHO) ¢ OLICHEH HIPKY LIPOYHBANE BbPXY (IPe- W NOCTHATAIHOTO Pa3BHTHE
npH OpeMeliny rbxoBe, HaiapaHeTo Ha TC1IO 1IpU MaHKaTa € OMJ10 HaMaJICHO 110 BpeME 1a OPEMCHHOCTTA U
nakrauusaTa npu =1 mg/kg/nHesno, Ho He ¢ HaDaK01aBana PCIPOLYKTHBHA TOKCHYHOCT 40 3 mg/kg/aneBHO
(ouakBaHa ckcnoiuuma >2.3 ust AUC 1ipu nanuentd, na xouto e npuiaraua II1J1). Hamaneno 1er
IIOKOJICHUCTO ¢ HA0MI0AaBaHOo NPCAH U clied oTOuBaneTo upH 3 mg/kg/aneeuo. He ¢ Hadion
BLPXY pa3BuTHETO NIpH | mg/kg/anesno

(upuGnn3utenna ekenozuuus 0.9 nvru AUC npu nauncHTH, HA KOKHTO ¢ 1ipHiaarana Il
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6. OPAPMAINEBTHYHH JAHHHU
6.1 CnucbK HA NOMOLIHHTE BellecTBa

Cwvemae na kancyrama Llenyno3sa, Mmukpokpuctaina (E460)
Mauuton (E421)

Kpockapmeio3a HaTpuH

[ToBugon K30 (E1201)

Maruesues creapar (E470b)

Cynutunu0 3enTuBa 12,5 mg TBbp/IM KalICYJIHU
(C'vcmae Ha kancynrama

Yepsen xeneszen okena (E172)
Turanos nuokcua (E171)
Kenatuu

Ievamno macmuno, 6510
[Iennak

TuranoB aunokcua (E171)
[Iponunenrnukon (E1520)

C 0 3e a 25 mg TBbpAM KaICYIH
Cvcmas na kancynama

Yepen xkeneszed okeua (E172)

Yepsen xene3ed okcun (E172)

Xwat xene3zen okcua (E172)

Turanos muokcun (E171)

XenaTtun

ITeyvammno macmuno, 6510
Ilennak

Turanos aquokcua (E171)
[Tponunenrnukon (E1520)

6.2 HecbBMEeCTHMOCTH
Henpuioxumo
6.3 Cpok HaroaHocr

3 rOJIMHH

29




6.4 Cneunainu yC/10BHS HA CbXPAHEHHE

To3u sickapcTBER LIPOUAYKT HE H3MCKBA CIIELHMAIIIIHN YCIOBHA Ha ChXPaHCHUC,

6.5 Buau cuabpxkaHue Ha OIIAKOBKATA

Kaproucna kyrua ¢ Anymunrni-OPA/Alu/PVC bnucTtepu, cbabpkaiun 28 TBbPAH KalCyIlH.

Kaproucna kytusa ¢ AnymMuuuil-OPA/AlIu/PVC uepbopupaiin canono3osu GiuctepH, chibpxamm 28 x 1 u 30

X | TRBPAM KALICYIIH,
Kaproncna kytns ¢ OyTunka ot nonuetunen ¢ Bucoka 1rstHoct (HDPE) ¢ nonunpounncuosa (PP) 3awurena
OT /lc1a Kanayka (BHHTOBA Katla4ka), Cxabpxaila 30 TBbpIH KalICYIIH.

He BCH4KH BH/IOBC O11aKOBKH MOTraT Aa 05/a71 11IyCHATH B NIpodaxba.
6.6 CueuuMaiHn npeanasHy MEPKH NPH HIXBBPJIAHE

HeusuoniBauuar JICKAPCTBCH 1IPCGAYKT HITH OTIAUBYHHTC MATCPHAIIH OT HCI'O Tpﬂﬁﬂ-’:l Adad CC HIXBLPIAT B
CLOTBCTCTBHE C MCCTIITUTC U3HUCKBUAHHA.

7.  NPUTEXATEJI HA PAIPEIIEHHETO 3A YIIOTPEBA

Zentiva ks,
U Kabelovny 130

102 37 Prague
Heuka penydiinka

8. HOMEP(A) HA PA3ZPELIEHUETO 3A YIIOTPEBA

Cynutunn0 3enrusa 12,5 mg rebpau kancynu: Per. Ne 20210275
Cynnrnaubd 3entuBa 25 mg tBepaM Kancyuu: Per. Ne 20210276
Cynuuntunud 3eutnsa 50 mg tBepay kancynu: Per. Ne 20210278

9. JATA HA ITBPBO PASPEIHUABAHE/ITOJJHOBABAHE HA PASPELIEHHETO 3A
YIIOTPEBA
Jara na nepBo paspcwasanc: 09.09.2021

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
02.05.2024 r.
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