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1. UME HA JIEKAPCTBEHHUA ITPOAYKT

CyuutuauOd Mannan 12,5 mg tBbp/iv Kancyiu
Sunitinib Mylan 12,5 mg hard capsules

CyHuTnHuO Maiinan 25 mg TBBbp/IM KarcyJiu
Sunitinib Mylan 25 mg hard capsules

CyHutuHuO Mannan 50 mg TBbp/IM KarcyJiu
Sunitinib Mylan 50 mg hard capsules

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Cyuutunu0® Mainan 12,5 mg TBbp/AM KarcyJ/iu
Besika kancysia ebabpxka 12,5 mg cyHUTUHHO (sunitinib).

CynutuHuO Maiian 25 mg TBbPAM KarcyJium
Beska kancynia cbabpka 25 mg CYHUTHUHHO (sunitinib).

CyHUTHHUO Maitnan 50 mg TBLP/IM Karcy.iu
Besika kanicyna cbuabpka 50 mg CyHUTHHHO (sunitinib).

3a NMbJIHKSA CITUCHK HA NMOMOLIIHHUTE BElIleCTBa BUKTE ToYka 6.1.

3. JJEKAPCTBEHA ®OPMA

I'sbpaa karncyna.

Cynutunn® Maiinan 12,5 mg TBbpP/IM KaICy.iu
Kenarunosu kancyiau, ¢ pazmep 14,2 mm £ 0,5 mm, ¢ opamKeBO Kanaye M OpPaHIKEBO THJIO, C
Hare4vaTaHo ¢ 08,10 MacTr/10 “12.5 mg” BbpXY TH10TO U ChABPIKALIHN KBJITH /10 OPAHIKEBHU IPAHYJIN.

Cyuutunubd Mainan 25 mg TBbp/IM Karcy/iu
JKenaruHoBH Kancyiiu, ¢ pasmep 15,9 mm + 0,5 mm, ¢cbC cBETIOKAPABO Kanaye v OpaHKeBoO THJIO, C
HarneyaraHo ¢ 0810 MacTH/I0 25 mg™ BbPXY TAI0TO U ChAbPKALUHK KbBJITH /10 OPAHIKEBH FPAHYJIH.

Cynurunud Mainad 50 mg TBbp/IM Karncy.iu
KenaruHoBHM Kancy.iu, ¢ pazmep 19,3 mm + 0,5 mm, cbe cBeT/1I0Ka(ABO Kanaye v CBeT10KaQsaBo TAJ10,
C Hane4yaraHo ¢ 05710 MacTui10 50 mg™ BbPXY THAI0TO M ChABPIKALLM KbITH 10 OPAHIKEBU IPAHYIIN.

4. KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKAZAHHUSNA

| acTpouHTecTuHalieH cTtpomasieH Tymop (GIST)
CyuuTuHMO Maisian e nokasaH 3a JICYEHMETO Ha HeornepaOu/IeH H/HIIM METAaCTaTHYEH 3JI0KAYS
racrpouHTecTHHasieH cTtpomasieH Tymop (GIST) npu BBb3pacTHH, Ciea HEYCIEUIHQ .
UMATUHUO, NOpa/ U PE3UCTEHTHOCT MJIK HEMMOHOCUMOCT. é\'&

s
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MertacraTuuen 0b0peuHo-ki1eThueH KapuuHom (MRCC)
CyuutuHuO Maisian e nokasaH 3a JIGYEHMETO Ha HanpejaHal/meractathyueH Obf
kapumHom (MRCC) npu Bb3pacThu.



[laHKpeaTHYHH HEBPOCHAOKPHHHH TYMOPH (pNET)

CyuuTuHub MaiinaH € nokasaH 3a J€4eHHE Ha HeonepabunHM WMIM METacTaTHYHH, J00pe
AUdepeHUHPaHH NAHKPEaTUYHH HeBpOoeHAOKPHHHHM TymopH (pNET) npu nporpecupane Ha Oonectra
MPH BL3PACTHH.

4.2 Jo3upoBKAa H HAYHUH HA NPHJICKEHHE

TepanusaTa ¢bC CyHUTHHHO Tpabea na 6bae npeanpuera OT jiekap, KOWTO HMa ONMUT B NPHJICKEHHUETO
Ha NPOTHUBOPAKOBH JIEKAPCTBEHHU MPOAYKTH.

Ho3upoBka

[Ipn GIST 1 MRCC npenopbunrenHara no3a CyHutunud Mainan e 50 mg, npuemaHa nepopasiHo
BEAHBXK JAHEBHO, B NPOAb/IKEHHUE HA 4 NOCACAORATEAHU CEAMHLUM, NOCeABaHa OT 2-CeMHYHA nay3a
(cxema 4/2), 3a na ce oOXBaHe NbJjeH UMK OT 6 CeIMHLM.

[Ipu pNET npenopburrtensara ao3a CyHutuHud® Maitnan e 37,5 mg, npeMaHa nepopanHo BeIHbXK
AHEBHO 6€3 rnepyoa Ha MOYUBKA B CXEMATA.

Kopexyuu na dozama

beszonacnocm u nonocumocm

[Ipu GIST v MRCC 813 ocHOBa Ha MHAMBUAYanHaTa ©€30MaCHOCT U [MOHOCHMOCT, MOXe aa Obae
MPUIOKEHO MOAHUPHLIMPAHE HA 103aTa B CThOKK OT 12,5 mg. /IHesHaTa fo3a He TpAOBa Aa HaxBKLLIABA
75 mg, HuTo na 6bae HamansBaHa noa 25 mg.

[Ipu pNET BB3 ocHOBa Ha MHAMBHAYaNHaTa 0E30MACHOCT ¥ MOHOCUMOCT MOXE Aa Obje NpUAOKEeHO
MOAHQHUMpaHe Ha J03aTa B CThNKH OT 12,5 mg. Makcumannara no3a, npunarada no speme Ha pNET
npoyusaHeto ¢aza 3, e dbuna 50 mg gHeBHO.

HPEI{LCBHHHH B IIPHUJ/1IAraHeTO MOrar jJa C€ Hal0XaT Bh3 OCHOBA HA UHAUBHAYAIIHATA 0e30nacHoOCT M
NMOHOCHMOCT.

CYP3A4 unxubumopu/unoyxmopu

EaHoBpeMeHHO npunoxkeHnWe HA CYHUMTUHHO ¢ mMouuu uHayktopu Ha CYP3A4 karo prudaMnuuMH
TpabBa na ce u3barea (Bx. ToukH 4.4 1 4.5). Ako TOBa HE € BB3MOXHO, MOXE Aa 6bae HeobXxoaumo
YBE/IHYCHHUE HA J103aTa HA CYHUTHHHO ¢bC cThikM OT 12,5 mg (1o 87,5 mg Ha aex npu GIST u MRCC
unu 62,5 mg na aeH npu pNET), Bb3 ocHOBa Ha BHMMaTeHO HabM01eHHE HAa MOHOCHMOCTTA.

EAHOoBpeMeHHO NpWIoKeHHe HAa CYHUTHHUD ¢ MolHK uHXHOUTOpH Ha CYP3A4 kaTo kerokoHason
TpabBa na ce w3barea (BXK. Touku 4.4 U 4.5). AKO TOBa He € BL3IMOXKHO, MOXE [1a € HEOOXOANUMO
HaMa/IgBaHE HA J03UTE HAa CYHUTHHUO no muHumyma ot 37,5 mg avesHo npu GIST u MRCC wnu
25 mg Ha aeH npv pNET, Bb3 0CHOBa Ha BHMMATEIHO HAOIIOAEHHE HA MOHOCHMOCTTA.,

Tpabea na ce vma npeasua W3bopa Ha Apyr ChIBLTCTBALL NEKAPCTBEH NMPOAYKT, KONTO HAMA WM € C
MUHMMaJHA CMOCOOHOCT Ja HHAYLUHpa Hiu HHXHOupa CYP3A4,

Cneyuainu nonyiayuu

Heouampuuna nonyrayus
be3onacHOCTTa W epHKacHOCTTa Ha CYHUTHHMO npu naudeHtu noa 18-roam
YCTAHOBEHH.

Hannunute nonacrosiemM faHHU ca onucalu 8 Touku 4.8, 5.1 1 5.2, Ho npenopt
MOXe Ra Obae HanpaBeHa.




Cmapuecka b3pacm

Okono eHa TpeTa OT MAUMEHTHTE B KIMHUYHHUTE MPOYUYBAHHA, NpHeManu CYHUTHHHO, ca 6K Ha 65
WK MOBEYE rOAHHKM. He ca yCTaHOBEHH 3HaYHMMH pa3fTHYHA B O€30NnacHOCTTa WK €(PUKACHOCTTA MEXITY
NO-MJIa11 U NO-BBIPACTHHA MALUEHTH.

Heproopobno yepeooane

He ce npenopbkyBa afanTdpaHe HAa HaYalHaTa 103a, KOrato CyHUTHHHUO ¢ npuiiara Ha NauMeHTH C JIEKO
10 yMepeHo uepHoapodHo yBpexaaHe (Child-Pugh Knac A u B). CyHuTHHHO He € mpoyy4BaH npu nuLa
¢ Texkko {Child-Pugh Knac C) yepHoapoOHO yBpekaaHe U 3aTOBA, MPHAOKEHHETO MY NMPH NMAUMEHTH C
TEIKKO YEPHOAPOOHO yBpeXKAaHe HE MOXKe Aa Oble npenopsyaHo (BxK. TouKa 5.2).

bvbpeuno yepesicoane

He e HeoOX0aAMMO KOpHIrMpaHe Ha HauyanHaTa J03a, KOFaTro ce€ NMpUeMa CYHHUTHHHUO OT NMauMEeHTH C
OvOpeuHo yBpexaaHe (OT NEKO A0 TEKKO) WM ¢ TepMuHanHa ObbpeuHa HeaoctaTbuHOCcT (ESRD),
KOUTO ca Ha xemoauanuiza. llocneaegaiio kopurvpaHe Ha gozara TpaOBa na ce OCHOBaBa Ha
HHAWBHAYAIHAaTa 6€30NacHOCT U NOHOCUMOCT (BX. TO4YKA 5.2).

HayMuH Ha NpRAOKEHHE
Cynutnaubd Maiinas e 3a nepopanHo npunoxenue. Toil Moxke aa ce rnpHema ¢be uam 6e3 xpaHa.

AKO ce nponycHe 103a, He OMBa /a ce AaBa JOMBJHMTENHA 4032 Ha nauuveHta. IlaunenTsT TpabBa na
npueme obUuaiHaTa nNpeanucaHa 103a Ha CaeBawms 1€H.

4.3 [IporuBonoxazanug

CBpBbXU4YBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO WIH KbM HAKOE OT MOMOLLIHUTE BEUIECTBA, H3DOpOoEHH
B TOYKa 6.1.

4.4 Cpeunannu npeaynpexacHHst H NpeANa3HH MEePKH npu ynorpeba

EaxoBpeMeHHO nNpuiokeHHe ¢ MOLLHH HHAYKTOpH HAa CYP3 A4 tpabBa na ce n304arasa, Tbit KaTo MOXKeE
1A NOHHMH T1IA3MEHHTE KOHIIEHTPALMH HA CYHUTHHUO (BXK. TOUKH 4.2 U 4.5).

EnHoBpeMeHHO npunoxeHne ¢ MoHU HHXHOMTOpK Ha CYP3 A4 tpabea na ce u3bsaraa, Toit KaTO MOXKE
Ja NMOBUIUH NAAZMEHHTE KOHUEHTpaLHK Ha CYHUTHHHUO (BXK. Touku 4.2 u 4.5).

HapylueHus Ha KOXKAaTa M ThKaHHUTE

[MaunenTuTe Tpadra na 6bAAT yBEAOMEHH, Y€ MOXKE 1a CE€ NOABH JENUIMEHTaMs Ha KOCaTa M KOXKaTa
O BPEME Ha EYEeHHE CbC CYHHTHHMD. [Ipyru Bb3MOXKHHU J€pMATONOTHYHH €PEKTH MOTaT Aa BKIIOUYBAT
cyxoTa, yaebensBaHe WIH HalMyKBaHE HA KOXKaTta, MEXypueTa Win oOpHBU NO ANAHUTE Ha PbUETE H
XO/MJaTa Ha KpaKara.

["openocoueHUTE peakHH He ca OHIH KyMyJlaTHBHH, OOMKHOBEHO ca Ounu oOpaTMK v KaTo LANO He
ca JOBENH [0 NpekparsBaHe Ha JedeHHeto. JlokiaaBaHM ca cnydad Ha MHOAECPMa FaHrPEHO3YM,
obHuKHOBEeHO 0DpaTHMa ciell npexkpaTaraHe Ha npHema Ha CYHHTHHHO. ChobilaBa ce 3a TEXKHU KOXKHH
peakUMM, BKTIIOUMTEIHO Cliyvyan Ha eputema MynTudopme (EM), cayuau, npeanonarami CHHAPOM Ha
Stevens-Johnson (SJS) u TokcuuHa enuaepmanna Hekpoauia (TEN), HRKOM OT KOHTO netaiHn. AKO
MMa NpPU3HAUKW UNK cuMmnTomu Ha cuHapoMm Ha SIS, TEN wau EM (Hanp. nporpecuBeH koxeH oOpus,

4eCTO CHLIPOBOASH C MEXYPH HWJIM JIMFTABHUUYHHU JIE3HH), JEUYEHHUETO CbC CYHUTHHUO Tps ."."""'"‘"
npekpaTH. Ako auarnozata Ha SJS wiu TEN 6bae noTebpacHa, neueHueTo He Gusg/ia. &l
oTHoBO. Flpn HAKkOM cnyuan Ha noaosvpana EM nauueHTHTE ca noHecau noeTOPARIMIO i" ’%’
JICYEHUETO CbC CYHUTHHUO NpH NO-HUCKA 1033, CAEA OTIYMABAHE HA peakuHAfag R
MALHEHTH CBLUO TAKA €AHOBPEMEHHO Ca NOJYHYWIH JIEYEHHE C KOPTHKOCTEPOUAH .L"?‘rl ff E
(Bk. TOuka 4.8). »
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KpbLBOUIIHB U KbPBEHE HA TYMOPH

XeMoparuuHd CbOMTHSA, HAKOM OT KOUTO ca OHITH NeTaANHH, CbODILIEHHN NPH KIIHHHYHHU NTPOYYBaHHUSA ChC
CYHHTHHHO W MO BpeMe Ha MOCTMAPKETUHTOBOTO MPOCNEAABAHE, Ca BKIIOMBAIH KPbBOHIIHBM OT
CTOMALUHO-YPEBHUA TPAKT, PECITHPATOPHUS TPAKT, MUKOYHHTE MMHTHLLA H MO3BYHH KPbROHITHBH (BXK.
TOUYKa 4.8).

PyTuHHaTa oueHKa Ha cbOMTHATA Ha KbpBEHE TPAOBa Aa BIUIIOYBA Mb/IHA KPbBHA KAPTHHA H PU3IHKA/ICH
nperiea.

Enucrakcuc e 6una Haii-yectata XxeMoOparM4yHa HeXejlaHa peakuus, KOATO € cbhoblleHa npu
NPUOIM3UTENHO MOJIOBHHATA OT NALMEHTHTE CHC CONMIHM TYMOPH, KOMTO ¢a MMajlud XEMOpardyHu
cbOuTHA. HAKOM OT cnyyauTe Ha €MUCTAKCHC Ca OMNU TEXKKH, HO PAKO JIETANTHH.

CwobluaBa ce 3a cny4dau Ha TyMOPHA XEMOparus, MOHAKOra CBbP3aHU C TYMOPHA HEKPO3a; KaTO HAKOU
OT TE€3HU XeMOpParuyHH cbOUTHA ca OUN JIeTaNTHN,

KpbBOHZIHE OT TymMOpa MOXKe 1a HaCTbIIH BHE3ANHO W B cay4ad Ha BenogpodeH TymMop Moxe 1a ce
NPOABH KaTO TEXKH W XHBOTO3ACTPALUABALLM KpbBOXpaveHe WM OenoapobeH KphBOW3IAHWB. [lpu
KJIMHUYHUTE WU3MUTBAHUA M 1O BPEME HA MNOCTMAPKETHHIOBUA OINMT IMPHU MALUMEHTH, JIEKYBAHH CbC
cyHUTHHHO 3a MRCC, GIST m Genoapoben kapumHoMm, ca HabmoaaBaHu cny4yan Ha OenogpobHa
XeMOparus, HIKOH OT KOHTO ¢ Jietaied u3xod. CyHHUTHHHO He € 0f00peH 3a NMPUIOKEHHE NPH MaLMEHTH
c pak Ha Benute qpobose.

[TauneHTH, MOayyYaBally €IHOBPEMEHHO aHTHKOATYIAaHTH (Hamnp. BapgapHH, alleHOKYMapoJi), Moxe a
ObaaT npocjeasBaHA NEPHOAMYHO, 4pe3 MbJHA KpbBHA KapTHHa (TpoMbouuTH), (Qaktopu Ha
kpbBocbcHpBaHeTo (PT/INR) u ¢pusnkanen npernea.

CroMalHo-4peBHH HApPYLIEHHNS

Jlnapus, ragene/nospouuiane, kopemHa bonka, aucrnencus ¥ cTtoMaTtut/0omka B ycrara ca Ounu Hai-
4yecTO CbOOLIABAHUTE CTOMALIIHO-YPEBHH HEXKENaHH peaklMM; ChoDIIaBaT c€ CbLIO M CAyyaH Ha
ezodarut (BxK. Touka 4.8).

[ToazbpiKawiarta rpuxka fpy CTOMaWHO-YPEBHHUTE HEXKE/IZHH PEAKLIMH, H3UCKBALLH JIEYEHHE, MOXE 1a
BKJTIOYBA JIEKAPCTBEHHW NPOAYKTH NPOTHB NOBPLIIAHE, NPOTHR JHAPHA WIH aHTHALMIM.

[lpy naumeHTH ¢ MHTpaabaoMHHANHM 3n0KauYecTBEHH oOpa3zyBaHHA, NEKyBaHH ChC CYHMTHHMO, ca
cboOluaBaHU CepHO3HM, MNOHAKora aTanHUu CTOMAUIHO-YPEBHU YCNOXKHEHHS, BKIKYHUTEAHO
CTOMALUHO- YpeBHa nepgopaums.

XHMNEPTOHHS

CbobwaBa ce 3a XHUNEPTOHMA, CBbP3aHA CbC CYHHUTHHHO, BKIIOUUTEIHO TEXKKA XHNEPTOHHA
(> 200 mmHg cuctonno wan 110 mmHg auacronHo kpuBHO Handraue). IlaunenTure Tpadbsea na ce
H3cneaBar 3a XHIEPTOHHA K 1A Ce€ KOHTPO/IHpaT aJleKBaTHO.

BpeMeHHO NpekpaTaBaHe ce NPENOPbLYBA NPH NAUMEHTH C TEKKA XHIEPTOHHA, KOATO HE C€ KOHTPOAXpa
C MPUIOXKEHHE HA NekapcTBa. JleueHueTo MOXKE 13 Oba€ NOAHOBEHO BEIHAra UIOM XWNEPTOHHATA CE
KOHTPOJIMpA MO NoAXoasil HauuH (BXK. Touka 4.8).

XEeMaTOJAOrHYHMH HAPDYLICHWUA

Hamaned abcontoted Opoit HeyTpoduian m HamaieH Opoit TpoMOOUMTH ca CbOOLLEHH SR
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cbC CYHHTHHHO (Bxk. TOuka 4.8). ['opHuTe cbOUTHUA He ca OUIU KyMynaTUBHH, OOH e DN C a1

oOpaTHMH U KaTO UAIO HE ¢a AOBENM A0 NpeKpaTaBaHe Ha neyeHueTo. HUTo eaHo ¢ , UGN X

npoyuBaHus ¢aza 3 He € OWUNo NEeTATHO, HO PEAKH NETAIHY XEMATOMOTHYHH ChOUT i*'i:é'”id' o 1-,‘--1 .
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XeMoparus, cBbp3aHa ¢ TpOMOOLMTOMEHHA U HEYTPOMEHUYHU HHpexund, ca\\cBpn
MOCTMApKETHHIOBOTO HabAI0AEHHE,




KakTo npu paHHuTe, Taka ¥ NpH NO-KbCHUTE €TaNH Ha JICYEHHETO CbC CYHHUTHHHO e HabnioaaBaHa
NOsSBa Ha AHEMMUHI.

[TbnHa kpbBHAa KapTUHa TpsbBa na ce HamMpagyd 8 HA4Yaq0TO HAa BCEKH TEPANEBTHYEH LUMKDLA OpH
MalLWEHTH, NOJY4YABALILH JIEYEHKE CbC CYHUTHHHUO (BXK. TOuKa 4.8).

CohpaevyHH HaApYUIEHHS
CbpaeyHo-CbAOBUTE CHOHTUA, BKJIKOYHUTEIHO CbpA€4YHA HEAOCTATBUHOCT, KapAHOMMUONATHSA,

HaMaJEHHE T1OJA HOpMaTa B JieBOKaMepHata (¢paklMs Ha MU3TNACKBAHE, MHUOKApAMT, MMOKapAHa
MCXEMHS W MHUOKapAeH MHOAPKT, HAKOH OT KOMTO JETaldHW, ca Ounu cboOuleHHW NpH MaluMeHTH,
JICKyBaHM CbC CYHUTHHHO. Te3n naHHM npeanonarar, 4e€ CYHUTUHHO TOBHLIABA pHMCKA OT
kapanoMuonatus. [lpu iekyBaHMTE MALMEHTHTE HE CA HAEHTUDULUMPAHHU CNeLHUPHYHN JOMBIHUTEIHH
PUCKOBH (PAKTOPH 3a CYHHTUHHO-HHAYLIHPAHA KApAMOMHONATHA, OCBEH CIIELIMPUYHUS 33 JIEKAPCTBOTO
epekT. U3nonzpaidTe BHUMATENHO CYHHTHHHUO NpU (TALUMEHTH, NMPU KOUTO CBLIECTBYBA PUCK WK HMAT
aHaMHe3a 3a TaKHUBa ChOUTHA (BXK. TO4YKka 4.8).

OT BCHYKH KWIHHHYHH NPOYYBAHUA CbC CYHHTHHHO ca OMaM w3kitoyBaHu nauneH T, KouTo 12 Meceua
NPEANU NMPHJIOKEHHETO HA CYHUTHHHO ca WManu cbOMTHA OT cTpaHa Ha CBLPLUETO KATO MHUOKapAeH
MH(APKT (BILIIOUUTENTHO TEXKa/HECTaOMNIHA aHMMHA NEKTOPUC), KopoHapeH/nepudepeH apTepuaneH
bafinac rpadt, cuMnTOMaTH4HAa 3acToiiHa cbpaeyHa HeaocTaTbyHocT (3CH), MO3BUHO-CBAOR
HHUHMACHT HWIX NPEXOJHO HAPYLUCHHE Ha MO3BYHOTO KpbBOOOpaileHHe, U OenoapodbHa embonus. He
€ M3BECTHO A/ MALUMEHTUTE C TE3K CHLNBTCTBALLM CHCTOAHUS MOraT Aa ¢a ¢ MO-BUCOK PUCK OT
pa3sBUTHE Ha 3aBUCUMA OT CYHUTHHHD neBokamMepHa AMCOYHKLIUA.

Jlekapure ce CbBETBAT 1A MPELEHAT TO3M PUCK COAPAMO Bb3MOMHHUTE MOMA3K OT CYHUTHHHO. JlokaTto
NpUeMaT CYHHTHHHUO, nauMeHTuTe TpaOBa BHUMATENHO Aa C€ NPOCACAABAT 32 KIMHHYHH NPU3HALIN H
cumrnroMu Ha 3CH, ocobeHo nailueHTHTE CbC CbpAEYHH PUCKOBM (DAKTOPM W/WIKM aHAMHE3a Ha
3a00NaBaHe HAa KOPOHApPHHTE apTepuH. IIpH naumeHTH, rnpueMaiud CYHUTHHHO, Tpabea da ce uma
npeasua ouenka Ha JIKOH B Havyanoto v nepuoanuHo cnea tosa. [lpn nauunentn 6e3 cobpaeHHM
pUCKOBH (aKTOPH, B HAHAIOTO TPAOBa Aa ce HanpaBH OLICHKA Ha (PpaKLMATA HA UITIIACKBAHE.

lipu HannyKe Ha KITHHUYHHU nposeH Ha 3CH ce apenopbysa na ce npekpati cyHUTHHUO. [IpweMsbT Ha
CyHUTHHUO TpabBa na ce NpeKbCHE BPEMEHHO H/WTH 103aTa 12 C€ HAMATH 1P NAUMEHTH 0€3 KIMHUYHU
naHHu 3a 3CH, Ho ¢ ¢pakuna Ha uiTnacksaHe <50% wu >20% nox H3XOOHOTO HHUBO.

Yawnxkabane Ha QT-unrepeana

[Ipy nauMeHTH ¢ eKCNo3uuuas HAa CYHUTHHHD ca HabnronasaHw yabnkasane Ha QT-wHTepsana o
Torsade de pointes. Y 1omkaBadeTo Ha QT-uHrepsaia Moxe 1a 10BeAE 10 YBETHYEH PHCK OT KAMEPHH
APUTMHHU, BKNOUUTENHO Torsade de pointes.

CyuuruHn® TpsabBa 1a ce M3non3sa ¢ NMOBUIUIEHO BHUMAHUE NPH MalIHEHTH ¢ M3BSCTHA aHAMHE?3a 3a
yabxkasave Ha QT-uHTepBana, nauuMeHTH, NpHEMAlLIH aHTHAPHTMHUYHH 1EKAPCTBA WM JIEKAPCTBEHM
MPOAYKTU, KOUTO Morat Aa yabmkasat QT-uHrepsana, wiM NaUEHTH CbC ChOTBETHO MPE/ILIECTRALLIO
cbpae4HO 3abonaBaHe, Opagukapaus UK €NEKTPOJUTHH HapylleHUA. EqHOBpEMEHHOTO NpHIoXeHHe
Ha CYHUTHHUO ¢ mowHu WHxuOuTOopu Ha CYP3A4 TpaOBa na ce orpaHHud Nopasu BL3MOXKHOTO
MOBHUUICHHWE HA IIA3MEHMTE KOHUEHTPALUU HA CYHUTHHHUO (BXK. TOukU 4.2, 4.5 1 4.8).

Cayyan Ha BeHO3Ha TpoMboemboaug
Cu0uTHa HA BEeHO3Ha TpoMOOEeMOOIMA, CBBP3AHH C JIEHEHHETO, ca cbodLIeHH NpU nau
[pHeMaii CYHUTHHHO, BKNIOUUTETHO Ab/100Ka BeHO3HA Tpombo3a u BbenoapobHa em
4.8). Cnyuan na Oenogpobna embonus ¢ neraneH wu3xoa ca Habnonasay
NOCTMApKEeTUHIOBUA NepHO Ha HabnoaeHue.

ApTepHaiHu TpoMOoeMOONHYHH CHOUTHSA




[Ipn nauMeHTH, IEKYBAHH CbC CYHHTHHHUO, ca choOLIaBaHH CllyHaH Ha apTepHaiHK TpoMOboeMbOIHYHH
cbOuTHa (ATC), nouskora nerannu. Han-uecture ¢OUTUA BKIIIOYBAT MO3BYHO- CbJAOBH HHLIMACHTH,
NPexo/Ha UCXEMHUUYHA aTaka H MO3BUYEH HHCYAT. PuckoBuTe akTopH, cBbp3ad ¢ ATC, B njonbiiHeHKE
KbM MOANENKAULO 3JIOKa4eCTBEHO 3abonsBaHe W Bb3pacT =65 roanHy, BKIKOUYBAT XMNIEPTOHUA, 3aXapeH
nnabet u npeaninHo TpomdoemMOOonHUHO 3abonaBaHe.

AHEBPHU3IMU U APTEPHANHH JHUCEKALIUH

H3non3saHeto Ha HHXHOWTOpU Ha NbTA HA VEGF npu nauuenTy cbe wamn 6e3 XxUnepToHUs MOXe na
NOANOMOrHe 00pa3lyBAHETO HA AHECBPH3IMHW W/ HWNH apTepHalHU aucekauuu. [Ipean ga ce 3anouyHe
neueHue cbC CyHUTHHHO Maiinan, TpsifBa BHUMATENHO 1A C€ MPELUSHH TO3M PUCK TIPH MALKEHTH C
PUCKOBH (PAKTOPH KATO XMIIEPTOHMA WK AHAMHE3a 332 AHEBPH3MA.

TpomboTuuHa Mukpoanruonatus (TMA)

[lpu nossara Ha XeMOJUTHYHA aHEMHK, TPOMOOUMTONEHUd, yMopa, QUIYKTyHpalua HEBpPOsIOrH4Ha
cuMnToMaTHKka, ObOpevHO yBpeKaaHe U Tpecka e HeoOxoauMo aa ce obmucnd TMA kaTto aMarHosa,
BKJIIOUMTENHO TpoMbotHuHa TpomOountonennuna nypnypa (TTII}) 4 XeMONHTUYHO YypeMUUEH
cuHapoM (XYC), noHakora Bogewy 10 O0peyHa HEAOCTATLHHOCT WK JIETAIEH U3XOA. TepanuaTa Chbe
cyHuTHHHO TpsbBa na Obae npekpaTeHa NMpU NAUMEHTH, KOMTO pazBuaT TMA, u ¢ HeoOxoaumo
ceoeBpeMeHHO neueHne. Habmonasaxo € oruuymsBaHe Ha cuMnToMuTe Ha TMA cnea npekparasaHe
Ha neveHueTo (Bx. Touka 4.8).

Tupeonana IHCHYHKLIUS

[Ipenopbuna ce HauaHO N1adbopaToOPHO H3CAEABAHE HA (PYHKIIMATA HA LLIMTOBUHATA J/1€32a [1PH BCHUKH
naudeHTH. [launeHTHTe ¢ aHaMHeE3a 3a XUITOTUPEOUIUIBM UK XHIEPTHPEOMaN3bM Tpadsa na Ovaar
JIEKYBAaHH CNOpel CTAaHAAapTHATA MEAMUHMHCKA MPaKTHKA MNMpPeAd HaYal0oTO Ha JICYEHHETO CbC
cyHUTHHHO. [1o Bpeme Ha neueHHe cbC CYHHTUHHD, TpabBa Aa ¢e H3RBPUIBA PYTHHHO MPOCIEIABAHE HA
THpeouaHaTa GyHKUUA Ha Bceku 3 Meceua. B gonbaHeHHe nauueHTUre Tpadea 1a Obaar HabnogasaHu
BHHMATEJHO 3a MPU3HALM M CUMIITOMU HA TUPEOHAHA AMCHYHKUUA MO BPEME HA JICHEHHETO U HA
NAUUEHTUTE, MPOABUIH MPU3HALM W/ HJTH CHMITOMH, HACOUYBALLK KbM THPEOUIHA AMCHYHKLHA, TpabBa
Aa c¢e Hanpasd abopaTopHO H3cneaBaHe Ha (YHKUHATA HAa LUIMTOBMAHATA /€32 NO KIHUHWYHH
nokasaHus. [launeHTHTE, KOUTO Pa3BUAT TUPEOUAHA AUCPYHKLUUA, TpAOBaA fa O6baAT IeKyBaHU Criopen
CTaHAApTHATa MEAMLMHCKA NPaKTHKA.

XUNoTHPEOHaANW3IbLM € HabnoaaBaH B HAYanOTO, KAKTO W B MO-KbCHUTE €Tanyd Ha JEYEHHUETO ChbC
CyYHHTUHHO (BX. TOouka 4.8).

[lankpeaTur
[loBHlIEHH B aKTHBHOCTTAa Ha CEpYMHATa 1MNa3a W aMuia3za ca Hab/ioaaBaHH NMPH NaUMEHTH C

pa3iUYHK CONIMAHN TYMOPH, KOHUTO €a MOJy4aBalW CYHUTHHHO. [ToBHLIEHHATA B AKTHBHOCTTA HA
nMna3sarta npu Jyua ¢ pa3iMyHA CONWAHH TYMOpPM ca OWnM npexoJHu ¥ OOMKHOBEHO He ca Ouim
OPUAPYKEHH OT NPUIHALN WA CHMIITOMH Ha NaHKpeaTHT {BXK. Touka 4.8).

CbobuieHH ca ¢Cllyuad Ha CEpPHO3HH MAaHKPEaTUYHU CHOMUTHA, HAKOM C JIETAIEH MU3X0A. AKO ca HaTHLE
CUMITOMH Ha MaHKpPEATHUT, TEpanUATa ChC CYHUTUHHO TpaORa Na ce npeycTaHOBM, a HA NAlMEHTHUTE 11a
ce OCUTYPH NOAXOAAIIO NOTbPHKALILO JIEUEHHE.,

XenaToTOKCHYHOCT
[Ipy naumeHTH, NexyBaHu CbC CyHUTUHMO, e HabnionapaHa xenarorokcuduocT. Ciydan Ha
YyepHOAPOOHA HEAOCTATBLHHOCT, HAKOU C NETANEH H3XO0A, ca HabnwnaBauu npH < 1% ot ?T‘
CbC COJMHMAHH TYMOPH, JIEKYBAHH CbC CYHUTUHHO. HeoOxonumo € MOHHUTOpHpaHe Ha /""'.;5' o Juning
$YHKLUMOHANHH nokalaTtenu (ananud TpaHcamMunbala (AJIT), acnaprar tpancamunasafAly
OunnpyOMH) cnea 3anoyBaHe Ha JIGUEHHETO, MO BPEME HA BCEKH UMKBJ Ha Jede
KJIHHWYHO nokazaHo. [IpH HanvMuKe Ha NpU3HaUM WIKH CKMOTOMM HA YEPHOAPOOHA
CYHUTHHHUO TpabBa na 6bae cnpsau v TpaOBa Ha ce NPUAOKAT MOAXOAALLM MOAABP

Touka 4.8).
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L



b106peuHa PyHKLUS
CwobuaBaHu ca ciiyyan Ha 660peuHo yBpexaaHe, ObOpeyHa HEAOCTATLHHOCT M/HK ocTpa Obbperina
HEAOCTATBYHOCT, B HAKOH CY4YaH C JIETAJIEH M3X0A (BXK. Touka 4.8).

Puckosute GakTopH, CBbp3aHH ¢ OBOpEUHO yBpeXKaaHE/HEAOCTATBYHOCT, IIPKH NALHEHTH, NpUEMallU
CYHMTHHHO, BKIIOYBAT B AoNbaHeHHe KbM nomatexaw RCC, HanpeaHana sw3pact, 3axapeH auvader,
noaiexaue ObOpeyHO  yBpexaaHe, CbpAeYHAa  HEAOCTATBYHOCT, XHMMEPTOHMUA,  CErCHC,
NexXuaparauuns/XunoeoaeMus U pabagomuonusa.

be3onacHOCTTa Ha HENPEKBCHATO NEYEHHE CbC CYHHTHHHO NpH MALUEHTH C YMEPEHA [0 TEexXKa
[POTEUHYPHA HE € CHCTEMATHUYHO OLEHEHA.

CrobLaBaHy ca C/iydan Ha MPOTEHHYPHUS M PEAKH ciyvau Ha HedpoTHUueH cHHApoM. [Ipenopbusa ce
M3XOJHO H3CNEBaHE HA YPUHATA, KaTO NauMeHTHTe TpAOBa aa ObaaT HabioaaBaHHU 3a PA3BUTHE HIIN
BJIOLLIABAHE HA NpoTeHHYypHaTa. [IpeycTaHoBeTe npHeMa Ha CYHUTHHHO NpU NaLKMEHTH ¢ HEQPOTHYEH

CHHAPOM.

ducrtyna

AKo HacTbu oOpasypaHe Ha GHUCTYNa, NEUYEHHETO ChC CYHHTHUHUO Tpabea aa 6bae npekbeHaTo. MMa
orpaHH4eHa WHGOPMALIUS OTHOCHO MPOALDKMTENHATA ynoTpeba Ha CYHMTHHHO [IpH NAUMEHTH C
¢ucTynu (BXK. TOUKA 4.8).

HapyuieHo 3a3apaBaBaHe HA PaHU
[To BpeMe Ha eYeHHETO CbC CYHUTHHHO ce cLoblasar cityvan Ha HapyLIEHO 3a3/1paBaBaHE Ha paHH.

He ca nposexnaHd OQUUHATIHKM KIMHUYHM MPOY4YBaHHA 33 e(eKTa Ha CYHMTHHHO BBPXY
3a3ApaBABaHETO HA paHUTE. BpeMeHHO criMpaHe Ha JEYEHUETO CbC CYHMTUHHO ce npenopbyBa nNpH
NaLMEHTH, MOMIOKEHU HA rOJIEMH XHPYPTHYHHA HHTEPBEHUMWH, OT ChoOpakeHus 3a bezonacHocT. Uma
OrpaHHUYEH KJIMHHUYEH ONUT MO OTHOLIEHHE Ha BPEMETO 32 Bb30OHOBABAHE HA TEpanMUATa CleA roisMa
XUpYPrHuHa HHTepBeHLHA. ClleA0BaTENHO, PELIEHHETO Aa C€ Bb30OHOBH JIEUEHHETO ChC CYHUTHHHO
ciel rojiaMa XupyprudyHa HHTepBeHUMs TpabBa na ce OasuMpa Ha KIMHMYHATA OUCHKA Ha
Bb3CTAHOBABAHETO OT ONEpaLHATA.

OcTeonekpo3a Ha yeatocTtTa (ONJ)
Cvobuiapaiu ca caydar Ha ONJ npd naumeHTH, N€eKyBaHU CbC CYHHMTHHHMO. TloseueTo cinyuau ca

CLOOIIEHN NPH MALUMEHTH, KOMTO ca MOJYYHIHM MPEAIIECTBALLG WIM CBIBTCTBALUO JIEYEHHE C
MHTPaBEHO3HO rpunaranyd oudocdonatu, npu kouto ONJ e uaeHTHduuupan puck. Tpabsa na ce
NOAX0XKAa ¢ BHHMaHHE, KOraTo CYHMTHHWO U MHTpaBeHO3HO npunaraHu dudocdoHatu ce mpunarar
€ IHOBPEMEHHO WJIH NOCIEA0BATEIHO.

HUHpazuBHHTE ASHTAIHH NPOUEAYPH ChLIO NPEACTABAABAT MACHTHOHUMPpaH pUckoB ¢akTop. [Ipeau aa
CE 3aMOyYHe JieYeHUe ChC CYHHTHHUO TpaOBa Ja ce MMa NpeABH/ JACHTANEH MNpErjieaA H NOAXOAALLM
NpeBaHTHBHW MepkH, [lpu nauudeHTH, npuUeMand WiIKM BCe oOuwe npuemaun OudochonatH 3a
MHTPABEHO3ZHO TNPHIOKEHHE, HWHBA3MBHHUTE [AEHTATHM Mnpoueaypu TpabBa ga ce wu3bsarear npu
Bb3IMOXKHOCT (BXK. TOuKka 4.8).

CBpbXUHYBCTBUTCAHOCT/aHTHOEAEM
AKO HaCTbIH aHMHOAEM BCJIEACTBHE Ha CBPbXYYBCTBUTEIHOCT, JIEHEHHETO CbC CYHUTHHHO TpadBa j1a

Obae NpPeKbLCHATO M 13 €€ OKAXE CTAHAAPTHA MEAHLIMHCKA noMotn (BxX. Touxka 4.8).

[‘bpuose

B kiuHUYHK npoyuBaHUA HA CYHMTHHUO U NPH NMOCTMAPKETHHNOBOTO HAD/KOAE!
rbpuoee. [laUMEeHTH ¢ rbpuOBE H MPUIHALIM/CHMITTOMH, OTIOBAPSALLUH HA CUHIPOM
neskoeHuedatonatua (RPLS), kato xuneprouuns, rnasobonue, HamaleHO BHHW




yMCTBEHH (yHKUHM H 3aryba Ha 3peHHETO, BKIKOUHMTE/NIHO KOpoBa cienora, Tpadsa na Ovaar
KOHTPONTHPAHH UYPe3 MEJHLMUHCKHN CPEACTBA, BIJIKOYKTE/THO KOHTPO HA xuneproHusTa. Ilpenopbusa
Ce BpEMEHHO NPEKBLCBAHE HA JICHEHUETO ChC CYHUTHHHO; cien Bb3CTAHOBABAHETO JIEHEHUETO MOXKE 13
Obie NOAHOBEHO MO peLlieHre Ha NeKyBallnd nekap (BxkK. Touka 4.8).

Cunapom Ha TymopeH pasnaa (CTP)

Cnyuan Ha CTP, HAKOU OT KOHMTO Ne€TalHH, ca HabAKOAaBaHW PAAKO MO BPEME HA KIMHHUYHHUTE
M3MUTBAHHA H €A CHOOLIABAHK MPH MOCTMAPKETHHIOBOTO HAbMIOAEHHE NPH TAUHEHTH, NEKYBAHH CbC
cyuuTHHUO. PuckosuTe daktopu 3a CTP BKItOUYBAT rosMa Maca Ha TyMopa, NMpealiecTaalla XpoHHyHa
ObOpeuHa HEIOCTAThUHOCT, ONIMIYPHs, JA€XHIpaTalMs, XMNOTOHHA U KMCEla ypuHa. Te3u nauMeHTH
TpABBa CTPUKTHO Aa C€ MPOCJACAABAT W A CE IEKYRAT CIOpe] KTHHHYHNATE NOKa3aHUuA, Kato TpabBa na
ce oOMHCIH ¥ NpodHUIaKTHYHA XHApaTaLHA.

UHdekumy

Uma cboDlLIleHHNS 33 CEPHO3HU HHPEKLHUH, ChC UK O€3 HEYTPONEHHA, BKIIOUUTEIHO H HAKOH C JICTAJICH
kpaih. CrobulaBaHU Ca HEYECTH Cly4yaH Ha HEKPOTH3WpaWl PAaCUMMUT, BKJIKOUHMTENHO Ha MEPUHEYMA,
MOHAKOrA ¢ JieTaneH H3xoA (BxX. Touka 4.8).

[Ipn nauneHTH, KOMTO pa3BUAT HEKPOTU3Mpalll PacCUHHT, TEYCHHETO CbC CYHHMTHHMO TpabBa aa ce
NpeKpaTH U CBOEBPEMEHHO TPAOBa Aa ¢ 3ano4He NoAXOAALLO JIEHEHHE.

XHUNOIrJIHKEMHS

[lo BpeMe Ha JiEMEHHUETO CbC CYHHTHHHO € choOlaBaHo 3a NOHW)KAaBaHE Ha IJIIOKO3aTa B KPbLBTa, B
HAKOHU CNYHay € KIIMHHYHA CHMIITOMATHKA M Hajlaraly XOCnUTaIu3aums nopaau 3aryba Ha Cb3HaHHE.
B cayyalh Ha CUMNTOMAaTHYHA XMIOTJIHKEMHSA, NPHEMbT Ha CYHUTHHHO TpsbBa ga Obae BpeMEHHO
npekpaTteH. [ JIIOKO3HUTE HMBA B KPLBTA TpabBa na ObaaT NpocneasBaHy peryJsapHO NPH MAUKWEHTH C
a1adeT, 3a Aa c€ OUEHH AAM JO3MPOBKATA HA AHTHAWADETHUTE JIEKApPCTBEHH NMPOAYKTH TpadBa aa ce
KOpUrupa, 3a [1a CE HaMaIi PUCKBT OT XUNOrNUKEMHA (BXK. TOuKa 4.8).

XunepamMoHeMHUUHa eHuedanonaTus

HabnionapaHa € xunepaMOHeMWHHa eHuedanonaTtua npH CYHUTHHUO (Bx. Touka 4.8). [lpu
MNaLUKEHTHUTE, KOWTO Pa3BUAT HEOOACHUMA JIETAPrUA MU MNPOMEHK B NICHXHWYHHUA CTaTycC, TpAOBa na ce
H3IMEPH HUBOTO Ha aMOHAK U /1a C€ MpEeANPHEMaT NOAXOAALUM KIMHHUYHHA MEPKH.

Hatpuii
Topa nekapcTBO ChAbpka no-Manko oT | mmol HaTtpwi (23 mg) Ha n030Ba €AMHHLA, T.€. MOXE 1A ce
KaXKe, Y€ MPaKkTHYECKHU HE ChAbPIKa HATPHM.

4.5 BiaumoaeHcTBHE ¢ APYIrH J€KAPCTBEeHH NPOIYKTH H APYrH GOopMH HA B3aHMOAEHCTBHE

[IpoyuBaHmMa Ha B3aWMOAEHCTBUATA Ca MPOBEXAAHH CaAMO MPU Bb3PACTHH.

HCKHPCTBEHH [MPOAYKTH, KOHUTO MOraT a4 1nmosHWaT riasMecHHUTE KOHUCHTpallHH Ha C}fHHTHHHG

Egbexm na unxubumopu na CYP3A4
{Ipn 3apaBu pobpoBoun, €THOBPEMEHHO MPUIOKEHUE HA €AHOKPATHA A03a CYHUTHUHHO ¢ MOLLHHUA
Haxubutop Ha CYP3IA4 kerokoHa3on e A0BENO A0 MOBULLIEHKWE B CTOWHOCTUTE Ha obluara [CYHHTHHHD
+ ocHoBeH Merabonut] MakcuMmanHa KOHUEHTpauMs (Cmax) M IUIOWITA NOJ KPHBATa
cbOTBeTHO ¢ 49% u 51%.

[IpunoxeHnero Ha CYHHTHHUO ¢ MOowHKN HHXHOUTOpU HAa CYP3A4 (Hanp. puto
EPUTPOMMULIKH, KIAPUTPOMHUHLMH, COK OT rpedndpyr) Moxe 1a MNOBHIUH
CYHUTHUHHO.



CnenoarenHo, kombuHupaHero ¢ uHxubuTopyu Ha CYP3A4 cheasa na ce w3barea wau aga ce odcwau
nidbopa Ha Apyr CbMBLTCTBALL NEKAPCTBEH MPOIAYKT, KOHTO HAMA WM € ¢ MHHHMAJIEH NMOTEHLMAN 3a
nHxubupaue Ha CYP3A4.

AKO TOBa HE € Bb3MOXHO, MOXeE f1a € HeoOXxoaAMMO HaMaiaBaHe Ha ao3ara Ha CyHHTHHUO Maiinan 1o
MHHUMYM OT 37,5 mg adneBHo npu GIST u MRCC unun 25 mg anesno npu pNET, 853 ocHOBa Ha
BHMMATEJIHO HabIoaeHe Ha MOHOCUMOCTTA (BXK. TOuKa 4.2).

Egexm na unxubumopu ma npomeun Ha pezucmenmuocm Ha pak Ha 2bpoama (Breast Cancer
Resistance Protein, BCRP)

CbiNEeCTBYBAT OrPaHH4EHH KIIMHHYHU JAHHH 33 B3aUMOACHCTBUETO MEXKIAY CYHUTHHHO U MHXHMOUTOPH
Ha BCRP u 3aToBa He MOXe 1a Obie U3KII0UYEHA Bb3MOXHOCT 32 B3aUMOAEHCTBHE MEXY CYHUTHHHUD
u apyru Huxundutopu Ha BCRP (Bk. Touka 5.2).

JlekapcTREHH NMPOJYKTH, KOMTO MOraT J1a NOHWMXAT MJIa3MEHUTE KOHLEHTPAUWH HA CYHHUTHHHO

Epexm na unoyxmopu va CYP3A4

[Ipn 3apasu A00pOBONUH, EAHOBPEMEHHOTO IPHI0KEHUE HA €1HOKpATHA 4033 CYHUTHHHO ¢ MOLWHUA
uHaykTop Ha CYP3A4 pudamMnud ¢ 20B€nN0 10 HaMANEHUE B CTOHHOCTHTE Ha oflaTta [CYHMTHHUO +
oCHOBeH MeTabonUT] Chnax U AUCy.», cboTBETHO € 23% 1 46%.

[lpunoxeHHeTo HA CYHUTHHHO ¢ MOWwHU HHAykTOpy HA CYP3A4 (nanp. aekcameTta3zoH, HEHHUTOMH,
kapbamazernuH, pupamnuH, peHobapObuTan Win pacTUTENHH NPOAYKTH, ChbABPHAUIK KBAT KAHTaAPHOH
(Hypericum perforatum)) MoOxe /[Ja MNOHWXH KOHLEHTpauMHTEe Ha CYHUTHHHUO. CreaopaTesHo,
koMOHHHpaHeTO ¢ HHAYKTOpU Ha CYP3A4 tpabsa na ce u3barsa uiu ga ce o06cwvam v3bopa Ha apyr
CBHIIBTCTBALY JIEKAPCTBEH NPOAYKT, KOHTO HAMA WK € ¢ MUHMMANEH [MOTeHUHaN 338 MHAYLHpPAHE Ha
CYP3A4. Ako TOBa He € Bb3MOXKHO, MOXE Ja € HeoOX0AHMO yBe/lHuaBaHe Ha go3ara Ha CyHHUTHHKO
Maiinat cbe etk o1 12,5 mg (ao 87,5 mg na aex 3a GIST u MRCC unu 62,5 mg anesHo 3a pNET)
Bb3 OCHOBA HA2 BHUMATEAHO HabitoaeHHe HA MOHOCMMOCTTA (BXK. To4YKa 4.2).

4.6 DepruanTeT, OpeMEeHHOCT H KbpMeHe

KoHTpauenuus npy Mbxe ¥ KEHN
XKeHu ¢ geTepoaeH noreHuUan Tpadea aa 6baaT NOCbBETBAHM J1a U3M0N3BAT €(PEKTUBHA KOHTPALIETLMS
W1 JIa Ce MpeAna3BaT oT 3abpeMeHaBaHe, 10KaTO Ce JIEKYBAT CbC CYHHMTHHHO.

bpeMeHHOCT

Hama npoyuBaHus npu OpeMEHHH XKEHM, u3non3sawld CYHUTHHHO. [IpoyuBaHusaTa npu )KHBOTHH ca
nokKa3sany PpenpoaAyKTMBHA TOKCHYHOCT, BKJIIOYHTENHO MaildopMauuyd Ha roaa (Bx. Touka 5.3).
CynuutuHu® Mafinan He Tpabsa na ce M3nona3Ba no BpeMe Ha OPEeMEHHOCT WM MPU KEHH, KOUTO He
M3N0A3BaT e)eKTUBHA KOHTpPALIENUHA, OCBEH aKO Bb3IMOXKHATA 1101332 OrpaBaaBa NOTEHUHUAITHHUA PUCK
3a eTyca. AKO CYHHTHHHUO ce nanonisa no speme Ha HPEMEHHOCT WK ako nauMeHTkara s3abpemenee,
AOKATO € Ha JICYEHHUE CbC CYHUTHHUO, TO Ta TpabBa na Obae yBeaOMEHA OTHOCHO BB3IMOXKHHUA PHCK 3a
nioja.

KbpMeHe
CyHMTHHHUO W/HIK HEroBUTE METAbOIMTH C€ EKCKpETHpaT B MASKOTO Ha m1bXoBe. He e u3BecTHO nanu
CYHUTHHHO WM OCHOBHHWAT MY aKTHBEH METADO/IUT C€ EKCKPETHUPAT B KbpMaTa. b KaTO aKTHBHHTE
BELLECTBA 4ECTO C€ HUIBYBAT B KbPMATa U N1I0PAAN BHIMOXKHOCTTA 332 CEPHO3HH HEXKE/IZHTPERTRY

KbpMa4eTa, JKeHUTE He TpAOBa 1a KbPMAT, A0KATO IPHEMAT CYHHTHHHO,

depTrnuTter
Bb3 0oCHOBA HAa HEKJIMHHUYHH HAXOAKH MBXKHAT U KEHCKHUAT PEPTHIMTET MOra
Ha PUCK MpPU EYEHHE CbC CYHUTHHMO (Bxk. TOuka 5.3).
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4.7 EdexTn supxy cnocobnocTTa 3a modnpane H pabora ¢ MalIMHM

CynutTHHu® Maitnan noBnausBa B Manka crernieH cnocobHoctTa 3a wogHpane U pabota ¢ MallMHM,
[TaumenTUTEe cheaea Aa ObAAT YBeAOMEHH, Y€ MOXE 4 MO4YBCTBAT 3aMaiBaHe M0 BpEME Ha JICHEHUE
CBHC CYHUTHHHO.

4.8 Hexenanu [1eKapCTBEHH PEAKUHHA

Pe3tome Ha npoduna Ha He3onacHoCT

Hali-cepuo3Hute HexeNnaHd peaklUuH, CBBP3aHM CBC CYHUTUHHD, HAKOM OT KOUTO JIETAlIHH, ca
ObOpeyHa HEZOCTATLUYHOCT, ChpACYHA HEAOCTATLYHOCT, OenoapobeH eMOOIUIBM, CTOMAUIHO-YPEBHA
nepopauns u xemopardd (Hamp. Ha AUXATENHHUTE NbTUINA, CTOMALUHO-YPEBHH, TYMOPHH, Ha
MUKOUHHTE MBbTHLLUA H MO3BYHHK XeMopariu). Hal-uecTuTe HexkelaHM peakLiMK OT KOATO K Ja € CTeNneH
(npossenn npu nauueHTHTe B RCC, GIST m pNET perucTpauMOHHM KIMHMYHK MINMHUTBAHKUA)
BKJIIOYBAT HAMaJIEH AMETUT, BKYCOBH HAPYLUECHHSA, XHIIEPTOHHUSE, YMOPA, CTOMALLIHO-YPEBHHA HAPYLLECHHA
(Hanp. anapus, raacHe, CTOMaTUT, ZUCTIENCHA H NOBPBLLAHE), MPOMAHA B LIBETA HA KOXKATA H CHHAPOM
HA MaAMapo-nAaHTapHa epUTPOAU3ECTE3UA. T€3H CUMITTOMM MOTAT 2a OTC/1a0HAT B X0a Ha JICHEHHETO.
[To Bpeme Ha JIeYEHUETO MOXKE 1A CE PA3BUE XHUITOTHPEOUAUIBM. XEeMATOOrHYHHUTE HApYLLUEHHUS (Hamp.
HEYTPOTNEHHA, TPOMOOLMTONEHUSA H AHEMHA) CA CPEA HAN-HECTUTE HEXKENAHH JICKAPCTBEHH PEAKUHH.

JletannuTte cuOUTUA, paznUUHHM OT TE3H, HIOpOEeHHU B Touka 4.4 No-rope wiM B TouKa 4.8 no-noay, 3a
KOUTO € OWIO CHYMTaHO, Y€ € Bb3MOXKHO 3 ¢a CBBbP3aHH CbC CYHUTHHMOD, BKJIIOUYBAT MOJMOpraHHa
HEeA0CTATbYHOCT, IMCEMHHHPAHA BLTPECHAOBA KOAry/1aLus, NepHTOHEANEH KPpbBOH3IUB, HanObOpeuHa
HEAOCTATbYHOCT, MHEBMOTOPAKC, LWOK U BHE3AMHA CMBPT.

TabnuuHO NpeAcTaBAHE HA HEKENAHHUTE IEKAPCTBEHH PEAKLNH

HesxxenaHu peakuuu, KouTo ca 6unun cvobuernu npn 7 115 naunenty ¢ GIST, MRCC u pNET, 8 Habop
oT cOOpHH JaHHH, Ca OTIHUCAHHK MO-10/Y MO CUCTEMO-OPraHHM KNacoBE, YECTOTA U CTEINEH HA TexecT
(NCI-CTCAE). Bx/ito4eHH ca CBLUO M HEXETaHH peaklUWd OT [MMOCTMAPKETHHIOBUS [EPHOA,
HAeHTHPUUKPAHU MO BPEME HAa KIMHUYHHUTE npoy4BaHuA. [Ipu BCAKO rpynupase B 3aBUCHMOCT OT
YECTOTATa, HEXKEJTAHHTE JIEKAPCTBEHU PEaKUHH C€ H30poABaT B HUIXOAALL peld I10 OTHOWEHHE Ha
CEPUO3HOCTTA.

YecToTHTE Ca onpeaeneHy Kato: MHOro 4ectH (= 1/10), yectu (= 1/100 1o < 1/10), neuecty (= 1/1 000
no < 1/100), peaku (= 1/10 000 go < 1/1 000), muoro peaku (< 1/10 000), ¢ HerzeecTHa yecToTa (OT

HATMMHHUTE JaHHHW HE MOXeE Aa Obae HanpaBeHa OLEHKa).

Tabauna 1. Hexenann peaknuu, 10k/1a1BAHHU N0 BpeMe HA KIHHHYHH H3INHTBAHHA

Cucremo- Muoro yectH Uectn Heuectu Peaxw C
OpPTaHeH KJaac HeH3BECTHA
YeCTOTA
Hudekuun v Bupycun Hekporusupau
HH}ecTaALHH HHPCKLHK * dacumur
PecnuparopHn baxtepuaiinm
uadekium HHGEKIHHN *
Abcuec '
I OHYHK
HHPECKILHN '
Hudexiinu Ha
[IMKOYHHTE NBLTHILA
KowHH nudekiing 2
Cencuc ©°
Hapywennn Ha | HeytponeHus JNumporieHus [lanuuTongHms TpomboT 4
KPLBTaA H TpombornrorieHus MHKpO-
numdpuaTa AHEMUS aHI'HONZ

CHCTEMA JleBkoOneHuUA




Cuceremo- Muoro uecrn Yecern HeuectH Peakn C

OPraHeH K1ac HEH3BECTHA
YecToTa
Hapywenuna ua CBpBLX4YBCTBHTC.IHOCT | AHIHOE, 1CM
MMYHHATA
CHCTEMa
Hapywerua Ha | XHIIOTHPEOH/IKIEM XHIICPTHPCOUIHIBM Tupconant
eHAOKPHUHHATA
CHCTEMA
Hapywenun Ha | Hamaien anetut® | Jlexuiaparanus {CHH/IpOM Ha
meTaboanima XHHOI THKEMHS TYMOPCH pa3naj -
XpaHeHeTo
Meuxuunm beictHue Henpecun
HAPYIMCHHSA
Hapywenus Ha | 3aMasHocT [lepudepna [lepebpaicn CHILIpOM Ha Xutiep-
HE¢PBHATA [ 1aBobo.ne HEBpOIATHS KPLBOW3IHE 3a1i1a obparHMa | aMOHCMHYHA
CHCTema Bkycosn [lapecTeauns Mo3byHOCH. 108 enuedaionarus * | enuedaiona-
HapYUuICHUR " XHHOETTEIUNA MHMUCHT THA
XHIICPCCTCIMA [[pexoaHa uexeMuyHa
araka
Hapywexnn Ha ITepuopOuTtaincH
OUHHTE OTOK

l-neM Ha Kienaya
IloBHIIIEHO ChIIEHE

Copaeunn Muokapana 3acToitna cbpacyHa JleBokamepHa
HApPYLIEH KA HCXeMus *° HEIOCTATBYHOCT Cbp/lc4Ha
[lonnwena ppakuns | Muokapaen HE0CTATLYHOCT
Ha M3T.1acKkBane * uupapxr " Torsade de
Covpacuua pointes

HEOCTATHYHOCT
Kapanomuorarus *
[leprkapacH H3.IMB
Yavaxen QT unrepsa

CoaoBu XHNepTOHHUA JIb.100ka BeHO3HE KpbBOH3IIHB Ha AHEBpPHIMH
HAPYLIEHHN TpoMbo3a Tymopa M
[‘opeitn BbaHU apTepUaTHU
3aucpaaBaHc AUCEKLMU™®
Pecnupatopuu, |/lucnues beoapoben besoapobex
rPbAHH H Enucrakcuc eMmB0:tMIbm * KPbHBOWIINB
MeanacTHHaAuH | Kauinuua [Tiespasien u3aus © | Pecnmparopha
HAPYIWEHHS XeMonTuaa HEJOCTATLYHOCT
JIMCItHER npu
YCHIHE
Opodapurnreaina
0o.1ka "

Hasza iHa KOoHT¢CTHA
Cyxora 8 uoca
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CHcremo- MHoro 4ecTH Hectw HeuectH Peaxwu C
OpraHeH KIac HEeH3IBECTHA
4eCcTOTA
Cromatuno- Cromarut © I"acTpo- CromainHo-4ypesHa
YpPEeBHH AbBaOMHHA IHA ¢30gareaita nepgopatims P
HAPYWEHHA Ho.1ka " ped.rykcHa bosiect | IlaHkpeatuT
| loBpBitaHe Jucdarns AHanHa ducry.a
HNuapus Cromamno-upeeeH | Kojut ©
Iucnericus KPBBOH3IMB
Maaene Esodarur
Koncrunauus Pa3.1yBatic Ha
KopeMa
Ab oMunaicn
auckomdropT
Pexraiien
KPbBOH3.IMB
KspseHe ot
HCHLIMTC
Y.uepauuu s
ycTara
[TpoxkTaiius
Xe#nur
XEeMOpPOH,IH
| 10CO/IHHUS
bo.1ka B ycrarta
Cyxora B ycrarta
MeTteopuibm
Juckombopr B
ycrara
OpursaHe
Xenarobuauapunu YepnoapobHa Xenarur
HAPY LI EHHS HEAOCTATBYHOCT
Xo:AeUHCTHT ™
Hapyuwicha
YyepHOAPoOHa PyHKLHS
Hapyuwienus Ha | ODesuseranane Ha | JhomeHe Ha koxaTa Epurema
KOMATA W Koxara Y KoxHa pcakupa MyJITdopme
NOAKOXHATA CunipoM Ha Ex3ema CuHapoM Ha
THKAH raimMapoe- MexypH Stevens-
n.1aHTapHa Eputem Johnson *
CPUTPOAMICCTEIHA | Aloneuuns [lnosepwma
Obpus ¢ AKHe I'AHIPCHO3YM
[Ipomsana 8 1iBeTa | [lpypuryc Toxcnuna
Ha KocaTa XuneplsrMeHTanus enUJIcpMaiHa
Cyxa koxa Ha KOMara HEKPO.IH3a
Koxum j1eauu
XHNEepPKCparosa
Hepsatur
Hapyimcina na
HOKTHTE "
HapymeHHa Ha | boaxas MyCKYy.1HO- QcreoHekpola Ha PabomMucansa
MYCKYJIHO- KpaiHHIIKTC ckencrHa Bosika YEIKOCTTA Muornarus
CKENEeTHATA Aptpairus Mycky:iui ciasmu | Ducryaa’
CUCTEMR H ho:1kH B repha Mua1Irus
ChedHHHTE/THATA Mycky.Ha caaboct
TbLKaH
HapyweuHa ua bnOpeuna KpbBOHI.IHR OT HedgporuueH
6n6penunre H HEJAOCTATLYHOCT | MUKOYHHWTE ITbTHILA CHIJIPOM

NMHUKOYHHTE
NMLTHILA

Octpa Ouvbpeuna
HE0CTATHYHOCT
XpoMarypus
[[poTeuHy pus
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CHeTemMo- MHOT0 Y4ecTH Yecrn HeuecTH PeaxH C

OpPraveH Knac HEH3IBECTHA
HecToTa

Obwu Bn3naieHnune na I'pnana 6o.ka Hapyueno
HAPYLUEHHA H JTUTaBHIHATE bonxa 3a31paBABAHE
edexTH HA Ymopa I punionoaobHw
MSICTOTO HA Enem ™ CUMNTOMM
NpHJIOXKeHHe Qebpuaurer Brpucaxe

HMicneapaHus HaMvansapaHe Ha [[loBHILIEHH CTOMHOCTH
TEJECHOTO TErn10 Ha KpPeaTuH

[foHMxeH ODpoi thocokunazara B
Oean KpbLBHU KPbLBTa

K1ETKH [TopyUIEHH CTOHHOCTH
[fopuuIeHa 1MNa3a | Ha

[lonnxen Opoi THPECOMACTHM Y. THPALLIHS
TpoMOOLMTH XOPMOH B KpPbBTa
[TonuxkeH
XeMoriobuu
[ToBHLIEHA
aMu1aza
[loBunicHa acnaprar
AMHHOTpaHcdepasza
[loBHLUIeHa ATAHUH
AMUHOTpaRcdepasa
[lopuuieHH
CTOHHOCTH HA
KpPEaTHHHHA B
KPbBTA

[loBHiEHO KPBBHO
Ha1arase

[ JoOBHLUEHH
CTOHHOCTH Ha
IHKOYMHATA
KHCEe/IHHA B

KpPbBTa

BrarounTEeIHO NeTanuu crOnTHs
KomOuHKpaHK ca ClieAHUTE TEPMHUHH:
*  HazogapHHIMT ¥ XepIec Ha ycTaTta

®  BpoHXHMT, HHOEKLMH Ha NOJHUTE AHXATCNHH TbTHUILA, [THEBMOHHMA ¥ MHGEKLIMU Ha AMXAaTETHHTE MbTHIIA

®  Abcuec, abcuec Ha kpalHHK, aHalleH abcuec, abcuec Ha BeHuuTe, abcuec Ha YyepHusa apob, abcuec Ha
naHkpeaca, nepuHeaned adcuec, nepupexkraned abciec, pekraieH abcuec, cybkyranen abcuec v 3vbeH
abcuec

" E3zodareanHa kaHAHA032 ¥ YCTHA KAHAKI03A

A4 [lenynuT ¥ KOMHH UHPESKUUN

©  CencHc U celTHUYEH WOK

*  AbpomuHaieH abcuec, abIOMHMHAIIEH CENCUC, AUBEPTUKYJIHUT HOCTEOMHENHT

*  TpomboTvuHa MHUKpOAHruonarusa, TpoMOOTHHHA TPOMOOUMTOMEHMYHA MOypnypa U XEeMOJMTHUHO-

YPEMHUYEH CHBIPOM
"  HamaneH aneTur ¥ aHOPEKCHUA

Jncreysns, arey3usa H HapyLLUEH BKYC

*  OcTbp KOPOHAPEH CHHAPOM, CTEHOKAPANA, HECTAOHIIHA CTEHOKAPAWS, 3aMyLIBaHE HA KOPOHAPHA apTepHs
H MUOKAPAHA HCXEMHS

1 TToHukeHa/aOHOpMHa (ppaKkLMA HA U3TIaCKBaHE

" Ocrbp MHOKApAEH UHPAPKT, MHOKAPIEHR HH(PAPKT U ,,TUX" MUOKAPAEH HHDAPKT

" OpodapuHreanHa U gapuHronapuireanda fonka

°  CTOMaTHUT U apTO3EH CTOMATHUT

"  Kopemna bonka, O0AKa B ropHaTa ¥ A0NHATA 4aCT HA KOpeMa

P (TtomalHO-4YpeBHa nepgopauus 1 YpeBHa nepdopaius

¢ KoJaUT U UCXEMHUYEH KOMUT

" XOJEUUCTUT K aKaTKyNno3€eH X0AeUHCTHUT

¥ JKbata koxa, obe3nBeTABAHE HA KOXKATA K HADYUIEHA MUrMEHTaLuS

14



¢ Tlcopuasudopmer aepMaTuT, exconnaTuseH obpus, oOpuB, epureMartoseH oOpuB, PONHKYNapeH o0OpHB,
reHepanu3upaH o0puB, Makyno3seH o0pHB, Makyaonamyiolded o0Opus, nanyno3eH o6pue U CbposaiL 0OpHUB
*  KoxHa peakLHs H KOXHO HapylueHHe

“  HapyleHHa Ha HOKTUTE H 00€3LUBETABAHE HA HOKTHTE
T ¥YMOpa H acTeHHR
" OTOK HA JTHLETO, OTOK M [EpUPEPEH OTOK

. AMHUNa3a H NOBHUICHA aMHJIa3a

OnucaHne Ha M30paHU HEXEJIAHU peaKLMH

Hugpexyuu u unghecmayuu

CrobularaT ce ¢ciyuyad Ha cepuo3Ha HHpeKUUA (Che WM 6e3 HEYyTpPONeHMA ), BKIIIOUHTETHO CIydaH ¢
netaneHd u3xon. Cbobllapa ce 3a ¢1yyan Ha HEKpOTH3Upalll PaCLIMKT, BKIIOUHTEIHO H Ha NEPHHEYMa,
[IOHAKOra NieTa/lHU (BXK. ChIIC M TOUKA 4.4).

Hapywenus na kpvema u aumgnama cucmema

HamaneHn abcontoren Opoi Ha HeyTpodunnuTte ¢ TexecT OT 3 v 4 creneH € ¢boOllleH ChbOTBETHO NpPH
10% un 1,7% ot naunentutre B GIST npoyusane ¢aza 3, npu 16% u 1,6% ot naunenture 8 MRCC
npoy4uBaHe ¢as3a 3 u npu 13% u 2,4% ot nauuenture B pNET npoyuBane daza 3. Hamanen 6poit Ha
TpoMOOLIMTUTE € TEXECT OT 3 U 4 cTeneH € cboduieH cboTBETHO NpH 3,7% M 0,4% OT nauMeHTUTE B
GIST npoyuane ¢aza 3, npu 8,2% u 1,1% ot mauuenture 8 MRCC npoyueane daza 3 v npu 3,7% u
1,2% ot naunenture B pNET npoyusaHe ¢a3za 3 (Bx. Touka 4.4).

[Ipyn 18% ot naumeHTHTE, npruemMaii cyHutHHO B GIST npoyusake ¢a3a 3, ce cvobuiaea 3a crOUTUA
Ha kbpBeHe, cnpaMo 17% ot naumenture, npuemaiuu niauedo. [pu 39% ot naumenTHTe, NpHEMaLuM
CYHHTHHHUO 3a HenekysaH a0 MomeHTta MRCC, e umano cayyam Ha kbpseHe, copamo 11% ot
nauneHTUTe, npueMaiiu uurepdepoH-a (IFN-a). Cenemuanecer (4,5%) nmauueHTH Ha CYHMTHHMO,
cnipamo 5 (1,7%) naunentu Ha [FN-a, ca iMaiin ciiyyan Ha KbpBEHE OT CTeNeH 3 WIK Nno-BHcoKa. 26%
OT TMALMEHTUTE, MONYUaBaTU CYHHTHHHMO 3a uuTokuH-pedpakrepeH MRCC, ca umanu kbpBeHe.
XeMoparvuHi cbOUTHA, ¢ M3KITIOYEHUE HA E€MUCTAKCHC, ca HACTBMWIK nipy 21,7% ot naumeHTHre,
noJiy4aBann cyHuTHHHO no BpeMe Ha pNET npoyusane ¢a3a 3, B cpasHenme ¢ 9,85% oT naumeHrure,
nony4yasaiu niaauedo (Bxk. Touka 4.4).

B Ki1MHHYHH NpoyYBaHHA ce CHOOLIABA 3a C/Iyyad HA TYMOPHA XeMoparus npu npudnuszurento 2% ot
nauueHture ¢ GIST.

Hapywenusa na umynnama cucmema
CpobuiaBat ce peaklMH Ha CBPBXUYBCTBUTETHOCT, BKIIIOUUTENIHO aHrMOEAeM (BXK. TOUKa 4.4).

Hapywenua na endoxpunnama cucmema
XUNoTUpeonIM3bM € ¢hoDLLIEH KaTO HeXXeNaHa peakuus npy 7 nauueHT (4%), npueMati CyHUTUHHO
B [BETE NMpoyuBaHHA 3a uUTOKHH-pedpakTepeH MRCC; npu 61 naunentn (16%) Ha CyHUTHHUO U 3

nauneHTH (<1%) B pamoTo Ha [FN-0. B npoyuBaHeTo npu HenekysaHd A0 Momenta MRCC.

B nonbiHeHHE, MOBUILIABAHHA HA TUpeocTHMyaupauusa xopMoH { TSH) ca ¢bo0LeHu npy 4 nauneHTH
(2%) ¢ untokuH-pedpakrepeH MRCC. Obuwio 7% ot nauuenture ¢ MRCC ca iManu uiu KIHHUYHO,
WY 1abopaTopHO [A0KA3aTEJICTBO 3a BBL3IHWUKHANL BCNEACTBHE OT JICUEHHETO XHNOTHPECOUIUIBM.
[IpnaobuT xunotupeouaniIsM € yctaHoBeH nipy 6,2% ot naumenture ¢ GIST, snekyBaHU Che
CYHUTHHHO, cnipaMo 1% Ha nnauebo. [To Bpeme Ha pNET npoyuBaHe ¢aza 3 XxMNOTHPEOUAM3IBM CE

nnanefo.

TupeongHata PyHKUUA € NPOCMEKTHBHO HaOniogaBaHa B /1B€ NPOYUBAHMA Ha I
repaatd;, CyHUTHHHUO He ¢ 0100peH 3a ynortpeba npu pak Ha rebpaata. B b
XMIOTHPEOMAN3IBLM ce chobsara npu 15 (13,6%) nauveHTy Ha cyHHTHHUG 1 npu \ (R
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Ha cTaHaapTHo JiedyeHue. [lopuweHo HuBo Ha TSH B kpbBTa € cvobuwieHo npu 1 (0,9%) nauueHT Ha
CYHHTHHHO M MPH HUTO €AMH OT YYACTHUHUMTE Ha CTAHAAPTHO JIEYEeHHUE. XHNEPTHUPEOUIUIBM HE €
cLOOLIABAH MPH JIEKYBAHM CbC CYHUTHHHO nauveHTH U e cboOweH npu 1 (1,0%) naumeHTt Ha
CTaHAapTHO neueHve. B apyroro npoyuBaHe xunotupeouaussm € cbobuied npu obwo 31 (13%)
NalHEHTH Ha CYHUTHHMO u npu 2 (0,8%) naumenTH Ha kaneuuradbun. [losuiuenn Husa Ha TSH B
KpbBTa ca ¢boduieHu npu 12 (5,0%) nmauumeHTH HA CYHUTHHHO U NTPH HUTO €AUH OT MAlUMECHTUTE Ha
KaneuuTabunH.

XuneprupeonansesM € c¢bodbweH npu 4 (1,7%) nauMEHTH HA CYHUTHHHUO M MPU HHTO €AUH OT
nauHeHTUTe Ha KaneurTabuH. [MoHmxeHu H1Ba Ha TSH B kpbBTa ca cbobueHH npu 3 (1,3%) naLueHTH
Ha CYHUTHUHHO M MpH HUTO €AMH OT NaUHEHTHTE Ha KaneunTabuH. [losHasane Ha T4 e cvobleHO NpH
2 (0,8%) nauneHTn Ha cyHUTHHHO M npr 1 (0,4%) nauuenTt Ha kaneumtabun. [loBuwiaBane Ha T3 e
cbobweHo npu 1 (0,8%) y4acTHHK Ha CYHHUTUHHO M NPU HUTO €AUH OT NALKWEeHTHTE Ha KaneUuHTabuH.
Bcruku ¢cb001ueHH chOUTHA, CBbP3aHH C LLIATOBK,IHATA XJe3a, ca OT cTeneH 1-2 (BXK. Touka 4.4).

Hapywienun na memaboausma u xparwernemo

[lo-BHCcOKa 4eCcTOTa HA XHNOTAKKEMHUYHHA ChOUTHS ¢ cboblLeHa npu nauneHTHd ¢ pNET B cpaBHeHMe ¢
MRCC un GIST. Bunpeku TOBa, MOBEYETO OT TE€3H HEXKENaHH CHOUTHAR, HaDN10NaBaHW NPH KIHHHYHHUTE
NPOY4BaHHI, HE Ca CUETEHH 33 CBRbLP3aHHU C NPOYYBAHOTO NeYeHue (Bx. TouKa 4.4).

Hapywenus na nepgnama cucmema

B KIMHMYHU MPOYHBAHUA CbC CYHUTHHHMO U OT NMOCTMAPKETHHIOBOTO MpocieasBaHe ce ¢boblaBar
cay4yad (< 1%), HAKOM OT KOMTO JIETAlIHH, Ha MALMEHTH C Npuvnaibuu U obpasHu naHHHW 3a RPLS.
['bpuoBe ca HabNKOJaBaHU MPH MALUEHTH CbC WK 0€3 PEHTreHONOrHYHO J0KA3aTeJICTBO 32 MO3bYHH
METacTa3H (BX. Touka 4.4).

Coupoeurnu napywenus

B KIMHWYHY H3NIUTBAHUA, HAMAIEHHS B JeBokaMepHarta ¢pakuus Ha uariacksaHe (JIKOH) c =2 20% u
MoJ A0NHATa rPaHULIA HA HOPMATA, ¢a CbOoOLIeHH npu KO0 2% oT nauueHTuTe ¢ GIST, nekyBaHH cbC
CYHUTHHHO, 4% ot nauuentute ¢ uUUTOKHH-pedpakTepeH MRCC n 2% ot nauuenture ¢ GIST,
nonydapauin mnauedo. Team noumxenus B JIKDH usrnexaa He ce 3aabiabouaBat M 4ecto ce
noaoOpaeaT B xoJa Ha JjeueHuetro. B npoyusaHe npu Henekyead no momeHta MRCC, 27% ot

MaluMeHTUTe Ha CyHMTUHMO U 15% ot nmaumenture Ha IFN-a ca umanu croinoct Ha JIKOH non
NOJIHaTa rpaHHua Ha Hopmata. Jlsama (< 1%) mnauyenTH, nojsydyaBain CYHUTHHHD, ca
auardoctHuupanu ¢s¢ 3CH.

[Ipn maumentu ¢ GIST, ,cbpaedHa HeaOCTATBHUYHOCT™, ,,3ACTOMHA CbPAECYHA HEAOCTATLYHHOCT™ WIIH
,JIEBOKAMEPHA CbPAEYHA HEAOCTATBLYHOCT ca cbhoOIUeHH npu 1,2% OT NaUUEHTUTE, JIEKYBAHU ChC
CYHHTUHHKO, W npu 1% oT naumeHTHTe, Nekysanu ¢ miauedo. B ocHosHOTO GIST npoyunane ¢aza 3
(n=312), cCBbP3aHU C NEUYEHHUETO JIETAIHH ChPAECYHH PEAKLMU ca Bb3HUKHAAKW npH 1% OT nauneHTHTE
OT BCAKO PaMoO Ha NpoyuBaHeTo (T.e. paMeHaTa Ha CYHUTHHHO U rauebo). B npoyusade daza 2 npu
uHTOKHH-pedpakTepHn MRCC natimenty, 0,9% ca noayunnu caup3aH ¢ JEYEHAETO ACTANECH HHAPKT
Ha MHOKapaa, a B Apoyusade ¢a3a 3 npu HenexkyBaHuTe Ao MomeHTa 32 MRCC nmauuenTy, 0,6% or
nauueHTuTe B paMoTo Ha IFN-a 1 0% ot nauueHTHTE B pAaMOTO Ha CYHHTHHHO ca UMaK CbpaeHHHU
cbOUTHA ¢ netanied usxon. [Ipu npoyusane ¢asza 3 npu pNET, 1 (1%) naumeHT, npuemast CYHUTHHHD,
€ NOJIYYW/1 CBbP3aHa C JIEHSHHETO JIeTaNHA CbpAeyHHA HEOCTATbUYHOCT.

Cvoo08u hapyuwienus

XHUNEepTOHUA

XUNepTOHUATA € MHOTO YECTA HEXKENaHa peaklusa, cbodliasaHa no BpeMe Ha muuuqume MPOYHBAHHA.

[Tpu npubausutenro 2,7% OT NauHEHTUTE, KOUTO €A UMAIH XUMNEPTOHUA, ﬂOBﬂTa : ”

HaMaleHa WAM MPUEMBT BPEMEHHO € npekpaTeH. [lpy HWUTO eaMH OT Te3d nail 14"'"“1

CYHHTHHHUO He ¢ OUN okoHuYaTenHOo npekpateH. Texkka xuneprouus (>200 mmH / T %‘
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o.. TexKa XMIepTOHHUA € HacThNKAa rMpu 12% OT HenexkyBaHUTE 10 MOMEHTA MALMEHTH HA CYHUTHHUD
U <1% ot nauuentTure Ha [FN-a. Xuneptouusa ce cvobwasa npu 26,5% oT naumeHTHTe, NMpUemMalLH
cyHuTHHHO B pNET npoyuBane ¢aza 3, B cpaBHenue ¢ 4,9% OT nauuMeHTHTE, MNPHEMALLH
rauebo. Texka xunepronus € HacTbnuaa rnpu 10% ot pNET nauvenTure, npueMaii CyHUTHHHO, U
3% oT nauMeHTHTE Ha maauebo.

Cu6uTHA HA BeHO3HA TpoMboembonus

CbubuTHa Ha BeHO3HA TpomOoeMOOMNA, CBBP3AHH C JIEUECHHETO, ca CbobuleHW npu npubanszurento
1,0% OT nauMeHTUTE CbC COITUAHU TYMOPH, KOUTO Ca MPHEMAIH CYHUTHHHUO B KIIMHHHYHH U3ITUTBRAHUA,
iJrouMTenHo GIST n RCC.

B GIST npoyusane ¢aza 3, ceaeM nauneHTu (3%) Ha CYHUTKRHHO H HUTO eaHH Ha mrauedo ca HMaH
BeHO3HU TpoMBoeMOOIHYMHN CHOUTHA; 5 0T 7 ca 6unn ¢ abnboka senosHa Tpombo3a (JIBT) ot 3 cTeneH,
a 2 ca Ownn cbe cteneH | nam 2. Yetupu ot te3n 7 GIST nauueHTy ca npekpaTuiiv JIeYEHUETO Clie]
NLpPBOTO ycTaHoBABaHe Ha J[BT.

Tpunagecer nauneHTH (3%), npuemal cyHUTHHHO B npoyueaHe ¢a3a 3 Npy HENEKYBAH /10 MOMEHTA
MRCC, n 4 nauuentu (2%) B 2 npoyusanus npu umtokuH-pedpakrepeH MRCC ca cbvobumnu 3a
BEHO3HH TpoMboeMbonnvHu cbdUuTHA. [leseT OT Te3n nauneHTH ca umanu BenoapodeH eMO0aU3IBM,; |
oT c¢teneH 2 U 8 oT cteneH 4. Ocem oT Te3n nauKedTH ca umanu /BT, 1 orcrenen 1, 2 ot crenexn 2, 4
oT cTened 3 ¥ 1 ot creneH 4. EauH nauuneHT ¢ 6enoapober eMOonNu3IbLM B MPOYUYBAHETO HA LIMTOKHH-
pedpakrepeH MRCC e nMan npekbceaHe Ha rpHema.

[lpu HenexyBanu no momenra nauueHTH ¢ MRCC, npuemawm IFN-o, ca cvodbuienn 6 (2%) sBeHO3HM
TpoMOoeMbonuvlun cubutHs; 1 naumnent (< 1%) e uman JIBT ot crenen 3 u 5 naunentH (1%) ca umanm
benoapobeH eMOONHU3IBLM, BCHYKH CHC CTENEH 4.

Cb6uTHa Ha BeHO3HA TpoMOOoembonus ca cvobiuenu npu 1 (1,2%) oT nauMeHTUTE B paMoTO, NpUeMallu
CYHUTHHMO, U ripy 5 (6,1%) oT nauMeHTUTE B pamMOTO Ha Iauedo B npoyusarHeTo ¢aza 3 pNET. [Isama
OT MaUMHeHTHTE, NpuemMalln miauedo, ca umanu BT, 1 cbec cTenen 2 v 1 cbe creneH 3.

Hama cvobuenn cnyqau ¢ neraines W3xoa npu perncrpaurdodHuTe npoyusalusa npu GIST, MRCC u
pNET. Cay4au ¢ neranes naxoa ca HabaonaBaHH NpH NOCTMAPKETHHIOBOTO NPOCIEAABAHE.

Cnyuau Ha Oenoapobend emOonu3zbM ca HabmogaBanu npu npubnusurenHo 3,1% ot nauuentTure ¢
GIST u npu npubnusurenno 1,2% or naudentutre ¢ MRCC, kouTo ca nonyyaBajid CYHUTHHHO B
npoyuBaHusTa ¢gaza 3. He ca noayveHn cbvobueHns 3a 6enoapodbeH eMO0NHM3IBM NPH NALKMEHTHTE C
pNET, kouto ca nony4daBanu cyHUTUHHO B npoy4usaHeTo daza 3. Peakn cayuad ¢ eTaneH U3Xoa ca
61K HabnoaaBaHW NPH NOCTMAPKETHHIOBOTO NPOCNEAABaHE.

flaumeHTHTE, KOUTO ca uManu 6enoapodbeH eMO0113bM B paMKUTE Ha NpeaxoaHuTe |12 meceua, ca buiu
U3KJIIOYEHH OT KIIMHUYHHKTE NPOYYBAHHUA HA CYHUTHHRO.

[Ipy nmauMeHTHTE, KOMTO €A NOJy4aBalM CYHHTUHMO B PErucTpaUMOHHMTE NpoyuBaHHA (aza 3,
OenonpobHyn cLOUTHA (T.€. AMCIIHEN, IUIeBpaleH HinuB, Denogpoben embonuabm WM HenoapodbeH
oTOK) ¢a O6unm ¢cbobuwenn npu npubausurento 17,8% ot naunenture ¢ GIST, npu npubausurenno
26,7% ot naunentnte ¢ MRCC u npu 12% ot naunentute ¢ pNET.

2
LY

[Tpu npubnuzurenno 22,2% OT nauueHTUTE CbC COMHAHU TyMOpH, BrnouuTenHo GIST g\

CC,
KOMTO €a NOJIy4aBaM CYHUTHHHUO B KIIMHUYHU MPOYy4BaHUs, ca HabnmonaesaHu 6enoipgany -

. mp
.y lm!

CToMaLIHO-4YPEBHU HAPYLIEHUS

IlankpeaTuT ¢ HabmoaaBaH HeuvecTo (< 1%) Npu nauueHTHTE, MONYYaBAIA CYHH
MRCC. He ce cvo01masa 3a cBbp3aH ¢ neueHueTo naHkpeatuT B pNET npoyusaney
4.4).
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JleTanHu CTOMAIIHO-YPEBHU KPBBOM3IHBY ca cboOweHu npu 0,98% ot nauvenrure, nony4apainu
nnauebo B GIST npoyusane ¢a3a 3.

XenarobunuapHu HapyuIeHUs
Crobwana ce 3a yepHoaApoOHa AUCPYHKLMA, KOATO MOXKE [a BKIKOYBA OTK/IOHEHHUA B HEpHOAPOOHHTE

GYHKLUHOHATHM [OKA3aTENH, XEMNaTHT HUITH YepHOAPOOHA HENOCTATBLYHOCT (BXK. TouKa 4.4).

HapynieHusi Ha KO)aTa W NOAKOXHATA ThKaH
Cpob1uaBar ce c/iy4an Ha NHOAEPMA raHIPEHO3YM, KOMTO KaTo L0 ca ODpaTUMH Clell NpeKpaTABaHe

Ha NpyUeMa Ha CYHUTHHHO (BX. cbLLo TouKa 4.4).

HapyiueHHs Ha MYCKYIHO-CKENETHATA CHCTEMA H CheMHHTEIHATA ThKaH

Corobuwasar ce cayyan Ha Muomatus Wuiu pabaoOMHOJIM3A, HAKOM OT KOUTO ¢ OBOpeuna
HeaoCTaTbYHOCT. [Taunery ¢ NpU3HaLy Wik CUMIITOMH Ha MYCKY/IHA TOKCHMMHOCT TpaOBa Ja Obpar
JIEKYBAaHHW CIIOPEA CTAHAAPTHATA MEAHLIMHCKE NMPAKTHKa (BX. Touka 4.4).

Coobwasar ce ciyuan Ha oOpasyBaHe Ha (UCTYAM, MOHAKOra CBBLP3AHM C TYMOPHA HEKpPO3a H
perpecus, B HAKOH CIy4aH C JieTaneH u3xoa (BxkK. Touka 4.4).

Cpobinasa ce 3a cny4vand Ha ONJ npH NauHeHTH, TEKYBARHU CbC CYHHTHHHO, NMO-roNaMara 4acT OT KOMTO
NMPH NALMEHTH C UASHTHOHUUUpPAHM PUCKOBH ¢aktopu 3a ONJ, B 4acTHOCT €KCNO3KMUHA Ha
OudochoHaTH 338 MHTPABECHOZHO NPWICHKEHHE W/ AW aHAMHeE3a 33 JCHTATHO 3abosisiBaHe, H3HCKBALLO
MHBA3UBHH JCHTAIHU NPOLEAYPH (BK. CbLLO TOUKa 4.4).

HUscaensaHus

JIaHHUW OT HEKITUHHUYHHU (in vitro W in vivo) NpOy4BaHHA, B 1034 [10-BHCOKH OT MPENOPBUHTENHATA 1034
Mpy Xopa, NoKa3ear, Ye CYHUTHHHO npuTekaBa CBOHCTBOTO Aa HHXHOHKpa npoueca Ha penonapHusaums
Ha CbpACYHUA aKLUMOHEH NOTEHUHAN (Hamnp. yabnkasaHe Ha QT-HHTepBana).

Y awmxkaeade Ha QTc¢ nurepeana Han 500 msec € HacTenHAO npu 0,5%, a npomeHu ¢ noseye ot 60 msec
CTIPAMO U3XOHHUTE CTOMHOCTH ¢a HAaCTLNWIH NpH 1,1% 0T 450-T€ NaUHEHTH CBC CONHIACH TYMOPp, ABaTa
NOCOYEHU MOKA3ATENA C€ [PHEMAT 3a [OTCHUMANHO 3HAYMMU MpoMeHH. [lpn KoHLUEHTpaumH,
NPUONHU3UTEIHO ABOHHO MO-BUCOKK OT TepaneBTHHHATA, CYHUTHHHUO € nmokazan, ue€ yabmkasa QTcF
uHrepsasia (kopekunsa Ha QT-unreprana no Fridericia).

YabaxasaHeto Ha QTc uHTepBaia € u3cneBaHO B €AHO KJIMHUYHO W3NWTBaHe ¢ 24 MauWeHTH, Ha
Bb3pacT 20-87 roauHU ¢ HANpeAHANM JOKAYECTBEHH 3a0onsBanus. Pezynrature OT TOBa NpOyHBaHE
¢a NoKasaiu, 4e CYHHTUHKO nma edekTt Bbpxy QTc uHTepBana (aeduHMpaHo KaTo cpeaHa rauedo-
kopurvupada npoMsHa ot > 10 msec ¢ ropHa rpandua np1 90% nosepurenen unurepsan [CI] > 15 msec)
NpH TepancBTHYHa KoHUeHTpauMs (/len 3), ¢ uanonssaHe Ha MeTo1a Ha DazanHa KOPEKLUMA B PAMKHUTE
Ha JCHA W NIPH NO-BUCOKA OT TepanesTHYHaTa KoHUueHTpauua (leH 9), ¢ H3non3saHe Ha A8aTa METOAa
Ha Oa3anHa kopekuHa. HUTO eauH nauueHT He € nokasan ctoiHocT Ha QTc mHTepBana > 500 msec.
Bunpeku ue edekt sbpxy QTck uHTepsana e Habniogaran Ha 3-Tud aeH, 24 yaca ciiend NpUNaraHeTo
(T.e. NnpH TepanesTHYHA NJa3MeHAa KOHLEHTPALMA, O4aKBaHa ciell Npenopb4yMTe/IHaTa HavalHa 1034a OT
50 mg) npu MeTona Ha ba3zanHa KOpEKLUs B paAMKUTE Ha JICHA, KAMHAYHATA 3HAYMMOCT Ha Ta3u HAXOKa
€ HeACHA.

C nomouwra Ha noapobHu cepuiind EKI 3anucu, HanpaseHu no Bpeme, OTroBapAUIO Ha
TepaneBTHYHATA WU NMO-roaaMa OT TepanesTHYHATa €KCNO3HUHA, MPH HHUTO €1MH OT NAUHUEHTHUTE OT
NOIEKALLATA HA OUEHKA WIIK NONyJaLHUTe, IL1aHMpaly 1a 6bvaar sekysanu (ITT), He
pPa3BMTHE HA yabJnKaBaHe HA QTc uHTepBana, KOSTO ce CHUTA 32 “TeXKO™ (T.€. paBHO
OT CcTeneH 3 no oOUMUTe TEPMHUHOJOTHYHUA KPUTEPHUH 3a HEXEJaHH ¢csOuTha (Com
Cniteria for Adverse Events, CTCAE, sepcus 3.0).
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[lpy TepaneBTHYHH IUIA3MEHU KOHLIEHTPALMKU, MAKCUMalIHATa cpedHa npoMaHa Ha QTck uurepsana
(kopekuns no Fridenicia) cnipaMo w3xoawarta croitHocT € 6una 9 msec (90% CI: 15,1 msec). [Ipw
KOHUEHTpALHUY NPHUONM3UTENHO ABOMHO NO-rojeMy OT TepaliesThiHaTa, MaKCHMAIIHATA NPOMAHA Ha
QTcF wunTepBana cnpamMo wu3xogHata crToilHocT ¢ Ouna 154 msec (90% CI: 22,4 msec).
MoxkcudnokcauunH (400 mg), n3moa3eaH Karo NO3UTHBHA KOHTPONA, € NOKa3ail MaKCUManHa cpelHa
npoMsiHa Ha QTcF unTepsana cnpamMo uiaxogHara cTorHOCT 5,6 msec. IIpy HUTO €AMH NALIMEHT HE €
HaOmoaasaH edekT Bbpxy QTc untepsana, no-roasam ot creneH 2 (no CTCAE, sepens 3.0) (Bx. Touka
4.4).

Absrarocpouna 6ezonacHoct npy MRCC

IHuarocpoudara 6e3zonacHoctT Ha CYHUTHHHO npy nauneHT ¢ MRCC e aHanu3zupaHa B 9 3aBbplUCHH
KIAHHYHH TPOYy4YBaHUA, NPOBEJeHHW B YCIOBHATA Ha JieyeHHe OT NbpBa JIMHHUA, OeBaunszymab-
pedpakTepHO M UMTOKMH-pedpakTepHO 3abonasaHe npu 5 739 naumenrtn, or kouro 807 (14%) ca
JIEKYBAaHH B MPOAbAXKEHUE HA > 2 rogvHH U a0 6 roamuu. Ot B(O7-Te nauueHTH, nony4asanu
ABAFOCPOYHO JICYEHHE ChC CYHUTHHHO, MOBEUYETO CRLP3aHH C JICYEHHETO HEXKEIaHH CHLOUTHUS
(treatment-related adverse events, TRAES) ce noagasaT nbpBOHA4ANHO Npe3 nupeure 6 Meceua — |
ro/lHHa W CNEl TOBA Ca HENMPOMEHEHH H/IM HAMANABAT MO YECTOTA ¢ TEYEHHUE HA BPEMETO, C HIKJIKOYEHHUE
Ha XHMMOTHPEOHIHIBM, UUATO YECTOTA CE€ YBEIMYABA NMOCTENEHHO C BPEMETO, KaTo npe3 6-roaAniuHuA
NepyHoa Ce NOABABAT HOBH Ciayuau. [poaABIkKHTENHOTO NE€YEHHE CbC CYHMTHHHO w3rnewaa He €
CBBP3aHO ¢ HOBM BUaoee TRAES.

[leanaTpuyHa nonyaauus

[TlpodunbT Ha 6e30nMacHOCT HAa CYHHTHHHUO € fonyyueH oT npoyueaHe ¢aza | ¢ nosUILaBaHe HA 403aTa,
OTBOPEHO Mpoyu4BaHe ¢daza 2, npoyusaHe ¢aza 1/2 ¢ eaHo paMo U oT NyOSHKALMH, KAKTO € OMHCAHO
no-10Jy.

[poseaeHo ¢ npoyusaHe ¢aza 1 ¢ ypenwuasaHe Ha no3ara nepopaneH CyHHTHHHO npu 35 nauueHTH,
BiuTiousaito 30 neaHaTpHyYHKW NAUMEHTH (HA BBL3PACT OT 3 rOAWHM 20 1 7 rOAMHKW) ¥ S MAaau Bb3pacTHH
nauneHTH (Ha Bb3pacT oT 18 10 21 roauHK) ¢ pedpakTepHU CONUIAHU TYMOPH, KATO MO- rojIAaMaTta 4acT
OT NAaLHEHTHTE Ca C OCHOBHA AWArHO3a MO3bYEH TYMOpP. BCHUKH YHACTHHLIK B TIPOYUBAHETO NOJIyHaBaT
HEeXKeJIaHW NEeKapCTBEHH PeakUWH, KaTo MOBEYETO OT T€3W PeaKLMH €a TeXKH (CTENEH HA TOKCHYHOCT
> 3) ¥ BKNKHOYBAT KAPAHOTOKCHYHOCT, Hal-yecTUTE HEXENAaHW PeaKUHH ¢ca racTpouHTecTiuHanHa (I 1)
TOKCHMHOCT, HEyTponeHus, ymMopa W nosuiuaBaHe Ha ALT. PuckbT OT cbpaeyHd HexenaHu
NEKAPCTBEHH PEAKLHMK MITNEKAA MO-BUCOK MPH NEAHATPUYHMUTE MALIMEHTH C IPEeAXOAHA €KCMO3HLIUS
Ha o0nbuBaHe Ha CBPUETO WIH AHTPAHUKIMHH B CpPaBHEHHE ¢ MNEAMATPUUHMTE MNaUHEHTH Oe3
npeaxonaHa excnosvuua. [lpyn Te3n neanaTpuyHy naureHTH Oe3 npeaxoaHa eKCro3HIMA Ha
AHTPALMKJIMHU WIH 0BN1bYBaHe HA CHPLETO € HACHTHHLIMpaHa MaKCHMAIHATa oHocKuMa ao3a (MI1D)
(Bx. TOuKa 5.1).

[IpoBeaeHo € OTBOPEHO NMpoyyuBaHe daza 2 npu 29 nalueHTH, BKIHOUYBALILO0 27 NEAUATPUYHU MALHEHTH
(Ha Bb3pacT oT 3 A0 16 roauHKW) UM 2 MNaaW BB3IPACTHH NaLMEHTH (Ha Bb3pacT ot 18 roawHu no 19
FOAMHH) C peKypeHTeH/nporpecuBeH/pedpakTepeH BucokocTernedeH ravoM (HGG) nan enengumom. U
B IBETE rPYNH HAMA HEXETaHU peaklmu crerneH 5. Hai-uecture (= 10%) Hewenanu cubUTHA, CBBP3aHH
C JTIEYEHUETO, Ca MOoHWKeH Opoit Ha HeyTpodunuTe (6 [20,7%] nauueHTH) U BbTpEeuepeneH KPbBOM3/HUB
(3 [10,3%)] nauneHTH).

[TlposeaeHo ¢ npoyusaHe ¢aza 1/2 ¢ eaHo pamo npu 6 neanarpuuHu naunedTd (Ha Bb3pact ot 13
roguHu 10 16 roamHu) ¢ HanpeaHan Heonepabunen GIST. Haili-decTuTe HexenaHu nNeKapcTBEHM
peakLHH ca Auapua, rajeHe, MOHWKEH Opoil HA OenuTe KpbBHH KIIETKH, HEYTPONEHHUA H raapodonue




nydonukauuuTe NpoPUIbT Ha 6€30NaCHOCT CHOTBETCTRA HAa W3BECTHHUA Npodu Ha Oe30NacHOCT MNpH
BbH3IPACTHHU.

CopoliluaraHe Ha MOAO3UPAHU HEKEAAHW PEAKLIMA

CrobluaBaHeTo Ha NOJO3UPAHU HEXENAHH peakLMU clielt paspelnaBaHe 3a ynorpeba Ha nekapcTBeHuUs
MPOAYKT € BaXHO. TOBa NMo3soisBa Aa NPOALIDKH HAOMIOAEHHETO HA ChOTHOLWIEHHUETO Mon3a/puck 3a
neKapcTBeHU NpoayKT. OT MEANLIMHCKHUTE CNIELIHATHCTH CE U3UCKBA 1a CboblIaBar BCAka nojo3vpaHa
HEXXEMAaHA PeaKLUMs vpes:

H3nvinHuTEeNnHa areHuus no ackapersa (UAJ])
yi. Haman I'pyes Ne 8

1303, rp. Codwus

P. bbarapus

Ten.: +359 2 8903 417

MDakc: +359 2 8903 434

e-mail: bda@bda.bg

yebcaiiT: www.bda.bg

Kato cvhobinasaTte HexenaHu PCAKUHH, MOXKCTC 4 AadcTC CBOA NPHHOC 3a MOoJiydYaBaHC Ha (MOBCYC
umbapmauua OTHOCHO De30NacHOCTTa Ha TOBa JICKAPCTBO.

4.9 Ilpeaoszupane

Hama cneundpuueH aHTHIOT cpewly npeao3dpaHe cbec CyHWUTHHMO MaHnaH W neyeHUeTo Ha
npeao3dpaHeTo TpadBa Aa ce CHCTOU OT OOLLM NOJABbPMALLM MEPKH. AKO € [TOKa3aHO, EIMMHHHUPAHETO
Ha HeabCOpOMPAHOTO AKTHBHO BELUECTBO MOXKE Aa C€ NOCTHIHE 4pe3 NOBPbLLUIAHE WH NPOMHBAHE HA
ctoMaxa. CboOUeHH ca cnyvyan Ha Npeao3WpaHe; HAKOM CIy4au ca CBbP3aHM C HEXEJIaHW PeakLUH,
CHOTBETCTBALIM HA H3BECTHHUA NPodr Ha 6€30NaCHOCT HA CYHHUTHHHD.

5, ©OAPMAKOJOTIHYHU CBOMCTBA

5.1 ®@apmakogHHAMHYHH CBONHCTBA

dapMakoTepaneBTHYHA Ipyrna; AHTHHEOIUTACTHYHH CPEACTBA, MHXUOUTOPH HA NPOTEHMHKWHA3aTa,
ATC kon: LO1EXOQO1

Mexanu3nM Ha AEHCTBHE

CyHuTHHHO uHXxubupa MHOXecTBO RTKS, KOMTO yuacTBaT B TYMOpHHS pacTeX, HEOAHTMOreHE3aTa 1
METACTATUHHOTO pa3BuUTHEe Ha paka. CyHuTuHHO ¢ Oun vaeHTHdHUMpaH Karo HMHXHUOUTOpP Ha
peuenToOpUTE Ha NOJyYeHUs OoT TpoMOOUMTH pacTexeHd paktop (PDGFRa n PDGFRP), peuentopure
Ha ¢baoBHA eHaoTeneH pactexeH daktop (VEGFR], VEGFR2 u VEGFR3), peuentopa Ha dakTopa
Ha cTBOMOBUTE Ki1eTKH (KIT), Fms-nopobnara tHpo3uH kuHaza 3 (FLT3), peuenrropa 3a
konioHHocTuMynupaiuua ¢pakrop (CSF-1R) v peuentopa Ha nojydyeHus OT rIHATHA KJA€Th4HA JHHUA
HeBpoTpodu4eH dakTop (RET). B 6HOXUMHUUHM U KJIETBYHH AHANWU3N OCHOBHHUAT MeTaboNHT NOKa3Ba
nedcTBHe, NOJOOHO HA CYHUTHHMUO.

KnuHuvHa edprkacHoOCT ¥ 6e301acHOCT
KnuHnuHata 6e30nacHoOCT M epUKaACHOCT Ha CYHUTHHUO ca Oin npoy4eHH NpH IEHEHHUE HA NALUEHTH
¢ GIST, kouto ca OMAKM PEIUCTEHTHH HA MMATHHHO (T.e. TE3H, KOMTO Ca HUMATH MPOERLRHS

3a001BAHETO MO BPEME WM CJIeA JIEYEHHE ¢ UMATHHHUD) WIH ¢ HEMOHOCUMOCT Kb /r""’.f
TE3HU, KOUTO Ca MONYUYHIIH 3HAYUMA TOKCHHHOCT MO BPEME Ha JieueHHe ¢ MMaTUHHO, R

Ha MNO-HATATLWIHOTO JieyeHHe), NpH jeueHue Ha nauneHTm ¢ MRCC u nedeHugr@
Heonepabuned pNET.
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EdukacHocTTa c€ OCHOBaBa Ha BPEMETO N0 TymopHa nporpecus (TTP) M yBenuwyapaHe Ha
npexxuBaemoctTa npu GIST, nHa npexmnsaemoct 6e3 nporpecus (PFS) u yecrorara Ha obekTuseH
orrosop (ORR) croTReTHO Npy HenekysaH U UBTOKMH-pedpakTepeH MRCC v na PFS npu pNET.,

Facmpounmecmunannu cmpomamiu mymopu

[lLpBOHAYATHO OTBOPEHO MPOYUBAHE ¢ NOBHIUABAHE HA N03aTa € DWIO MPOBEACHO MPH MAUMEHTH C
GIST cnea neycnex ¢ nmatuuud (cpeaHa MakcuMaiHa gHeBHa A03a 800 mg) nopaau pe3uCTEHTHOCT
WIH HEMOHOCHMOCT. BKtoueHH ca OUNK aeseTaeceT U ceaeM MaLMEHTH NPH paIMiHKN JO03H U CXEMM;
55 nauMeHTH ca moaydasanu 50 mg CyHUTHHHO NO NMpenopbYBaHaTA CXEMA HA JICUEHUE 4 CEAMULIH
Ha/2 ceamuum Hes ("Cxema 4/27).

B rosa npoyuraHe, Menuanara Ha TTP e 6una 34,0 ceamuum (95% CI: 22,0, 46,0).

[1pu maunenTn ¢ GIST, ¢ HEMOHOCHMOCT KbM UMATUHHO, WNH C NporpecHus Ha HONECTTA MO BPEME WITH
cien NedeHue ¢ MMaTUHUO (MeanaHa Ha makcumanHa aAHesHa Ao3a 800 mg) e Owno nposeaeHo
PaHAOMH3UPAHO, ABOKHO-CIIANO, 1auUebo-KOHTPOJIMpaHO npoyyusaHe ¢a3a 3 Ha CyHUTHHHO. B ToBa
npoyysaHe, 312 nauneHTy ca Ounu panaoMHzHpanu (2:1) aa noay4aeat nepopanHo BEAHDK AHECBHO
no Cxema 4/2 50 mg cynutuHub unu rmnauebo ao nporpecus Ha 3aDONSBAHETO WIM OTTErNSHE OT
npoyuysaHeTo no apyra npuuuda (207 naudeHTu ca nonyyaeand cyHuTHHHd, a 105 naumeHTH ca
nony4aeanu riauebo). [Ibpeuunara kpaiHa uen 3a eukacHoCT npu mnpoyusaHero € Ouna TTP,
onpeaesieHa KaTo BPEMETO OT PaHAOMH3HPAHe A0 ITbPBOTO AOKYMEHTHPaHe Ha 0OEKTHBHA Nporpecus
Ha Tymopa. [1o BpeMeTo Ha npeaBapUTEIHO ONpeacICHHA MEXAHHEH aHAIN3, MeaHaHata Ha T TP npwu
cYHUTHHHD e Ouna 28,9 ceamuum (95% CI: 21,3, 34,1) cnopen oleHkaTa Ha u3cneaosareaa 4 273
ceamMuun (95% CI: 16,0, 32,1) cnopea oueHKaTa OT HE3aBHCHMHUA NIperyiea U € Oiia cTaTUCTHUYECKH
3HAYUMO NO-NPOALIAKHTENHA, oTKOAkoTOo T TP npu nnauedo or 3,1 ceamuuu (95% CI: 4,4, 10,1)
criopea oLEeHKaTa Ha uscnegosatena M 6,4 ceamuum (95% CI: 4,4, 10,0) cnopen oueHkata OT
He3aBUCUMHUA npersel. Paznukara B obwara npexcusaemoct (OS) e 61ia CTaTUCTHYECKH B 110132 Ha
cyHUTUHNO [koepuumneHT Ha puck (HR): 0,491 (95% CI: 0,290, 0,831)]; puckbT OT CMBPT € OuUn 2
MbTH MO-BUCOK NPH MaLMEHTUTE B paMOTO Ha nnauedo, CpaBHEHO ¢ PpaMOTO Ha CYHHTHHMO.

Cnen MEXIMHHUA aHATTM3 Ha eKacHOCTTA ¥ 0€30NacHOCTTa, N0 NPENOPbKATAa HA HE3aBUCHMHSA bop
3a MOHMTOpHpaHe Ha aaHHH M OeszonacHoct (DSMB), e 6W10 paskpuTO 3acnensBaHETO Ha
MPOYYBAHETO H HA MaLUEHTHTE B pamMoTO Ha M1auedo € OUNo NpeIoKEHO OTBOPEHO NEYEHHE CBC
CYHHTHHHO.

O6wo 255 naumeHTH ca npUeMay CYHUTHHUO B OTBOpeHaTa (aza Ha Mpoy4BaHeTO, BKIIKOUYHATENHO 99
MaLHEeHTH, KONTO MbPBOHAUATHO ¢a OMu nekyBaHu ¢ nuauedo.

AHaIM3BT HA NLPBHYHWATE M BTOPHUHHUTE KPaWHH TOYKH B OTBOpEHaTa (paza Ha MPOYUBAHETO €
MOTBLPANUA PEIYATATHUTE, NOJYUEHH MO BPEME Ha MEXKAMHHHA aHAIM3, KAKTO € NMoKa3zaHo B Tabnuua 2:

Tabanua 2. GIST o606menne na xpaiinute neau 3a epuxkacnoct (ITT monyaanud)

&
ABOHHO-CARNO JIEYEHHE

Meanana (95% CI) KoedbnunenT Ha pucka [Ihanebo
Kpaiina uen CyHuTnuub ILhanebo (95% CI) D~ KptCT(:IC:Ha
CTOHHOCT I Py 6
CUYEHHE
[IupBHYHa
TTP (ceamnitn)
Mewaunna |27,3(16,0,32,1)16,4(4.4,10,0) 10,329(0,233,
0,466)
KpaitHa 26,6 (16,0, 32,1) 16,4 (4,4,10,0) 10,339(0,244,
0,472)
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JABOHHO-CJIANO neqenne.
Meanana (95% Cl) KoepHumneHT HA pHCKA [Ihauebo
Kpaiina uen CyuuTRHHD [Lrauebo (95% CI) P- Kp‘:_ﬂ{::ﬂa
CTOHHOCT Py 6
JleyeHune
Bropuuna
PFS
(ceaMuLK)"
Mexanuua |24,1 (11,1, 28.3) 6.0 (4.4, 9,9) 0,333 (0,238, <0,001 -
0,467)
Kpaiina 22,9 (10,9, 28.0) (6,0 (4,4, 9,7) 0,347 (0,253, <0,001 -
0,475)
ORR (%)"
Mexnauuuaa (6,8 (3,7,11,1) [0 () NA 0,006 -
Kpaiina 6,6 (3,8,10,5) (0(-) NA 0,004 10,1 (5,0, 17,8)
OS (ceamuun)“
MexauHHa |- - 0,491 (0,290, 0,007 -
0,831)
Kpaitxa 72,7 (61,3, 83,0) (64,9 (45,7, 0,876 (0,679, 0,306 -
96,0) 1,129)

Cokpamenun: Cl=aosepureien vurepsal, [T I=ioanexama na nedeuue, NA=nenpu:ioknmo;, ORR=crenex Ha oDexTHBeH
otrosop; OS=06wa npexusacmoct; PFS=npexussemoct 6e3 nporpecua; TTP=BpeMe 20 TyMOpHa Iporpecus.

* Peayararute OT ABoRHO-Casnara gasza Ha acdcHKe ca oT [TT nonynaimara U, Kul1€To € 6Uno yMeCTHO, ¢ OWla HarlpaBeHa
LEHTPATH3HPAHE PEHTIEHOJIOTHYHA OLIEHKA.

5 Pesy.rraTHTe 3a ePHKacHOCT OT 99 (IALIMEHTH, KOKTO Ca [IPEMHHA M OT n;1aiebo Ha Cy HUTKHKE €181 pa3KpUBAKC HA KOJ10BETE
Ha paHaoMK3auMa. buiia € HarpaBeHa NOBTOPHO M3XO0,1HA OLIEHKA NMPH IMPEMHUHABAHETO M aHAIMIBT 33 ePUKACHOCT € Bb3
OCHOBA HA OLICHKATa HA H3C.1¢;10BATEIHTE.

" bpoat Ha P¥S npu MEXIMHHNA aHLTIU3 € aKTYLIHIMPAR Bbh3 OCHOBA HA NPECH3YUC,IABAHE HA ITBPBOHRAYAIHHTE JJAHHH.

" Pesyrarute or ORR ce npeaAcTaBaT xaTo NPOLEHT HA 11ALIMEHTHTE, KOUTO ¢a Ou.1K ¢ 11oTABpAcH oTrosop ¢ 95% Cl.

1 Meaunanara He € JIOCTHIHATA, Thi KaTo JaHHUTC BCE Olle HE ca chOpani.

Meananata Ha OS npu ['TT nonynauunsta e Ouna croreeTHo 72,7 ceamulin ¥ 64,9 ceamuun (HR: 0,876;
95% CI: 0,679, 1,129, p=0,306) nipu cyHuTHHUO n npu nnauedo. B To3n aHanu3 pamorto Ha naledo
BKJIFOYBA OHE3W MALUEHTH, paHIOMH3UPAHHK HaA TUTalledo, KOMTO B MOC/AEACTBUE €A NOJYYHIHM JICHEHHE
CBhC CYHHTHHUO B OTKpHTATA (pasza Ha rpoy4BaHETO.

Henexysan memacmamuyen 6vbpeuno-Kiemvyuen KQpYyuHoMm

[IpoBencHO € paHIOMM3IUPAHO, MHOTOUCHTPOBO, MEXIYHApOAHO NpPOyuBaHEe ¢aza 3, OLIEHABALUO
edpukacHocTTa ¥ He30nacHOCTTa Ha CYHHTHHUO cpaBHeHO ¢ MHTepdepoH IFN-a npu nauueHTH ¢
Henekyean MRCC., CeaeMcTOTHH #  nerdecetr nauuMeHTH ca OWwiM  paHaoMu3supanud 1:1 B
TepaneBTUYHHTE paAMEHA; T€ Ca MOAYyHaBA/IH JiIeYEHHUE WIH CbC CYHUTUHHO B MOBTApALLU C€ H-CEAMUUHH
LHKIIK, CBCTORUIM c€ OT 4 ceaMHuu no 50 mg AHEBHO MEpPOPaNHO NMPHIOKEHHE, MOCIEABAHO OT 2
ceamuum noqduska (Cxema 4/2), nan IFN-a, npuaokeH kKaro MoaKOXHA MHXKEKLMA OT 3 MUIHOHA
eamHrum (MU) nbnpeara ceamuua, 6 MU Bropara ceamuua v 9 MU Tperara ceamMnua W cnea ToBa Ha
3 HenocneAOBATEHU HHU BCAKA CEAMMIIA.

MenuatHara Ha NPOABDKUTETHOCT Ha neveHuetro ¢ Owmna 11,1 meceua (anary
neyeHHeTo cbe CYHMTHHHO U 4,1 meceua (amanazon: 0,1-45,6) 3a nedenuvero
HexcellaHH cubuTHa, cBhp3aHu ¢ nedeHueto (TRSAEs), ca ¢cvobuienn npu 2
npueMaut CYHUHTHHHO, 1 6,9% ot nauueHtuTe, npueMain IFN-a. [IpoueHTHTE
JICYEHHETO Nopaad HexenaHn cbouthua ofaue ca Ounu 20% 3a CyHHTHMHMO
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[lpekpaTaBaHe Ha npueMa Ha ao3ata € HacTbhwio npu 202 nauueHtTH (54%) Ha cyHUTUHHO n 141
naudeHtT™ (39%) Ha [FN-a. Hamanasane Ha go3zata € HacTunwio npu 194 nauuentn (52%) Ha
CYHUTHHHUO 1 98 naunenTu (27%) Ha [FN-a. [TauneHTuTe ca nexkyBaHu 10 NporpecHs Ha 3abonsBaHeTo
WIH OTTerjsHe OT npoyuBaHeTo. I[lnpBUyHaTa kpaiHa ues 3a epuxacHoct € buna PFS. [lnanupan
MEXIHHEH aHATW3 NOKAa3Ba CTATUCTHUYECKH 3HAUUMO NTPEeAUMCTBO 3a CYHUTHHHO cnpamo IFN-q, B TORa
npoy4saHe, KbAeTo MeadaHaTa Ha PES 3a rpynara, sexyBaHa cbe CyHUTHHMO, € b6una 47,3 ceaMuLM B
cpaeHeHHe ¢ 22,0 ceamMuun 3a rpynara, nekyeaHa ¢ IFN-a; HR e 6un 0,415 (95% CI: 0,320, 0,539, p-
croiHocT <0,001). dpyru kpaitnu Touku ca sknousany ORR, OS 4 6e3zonacHocT. OCHOBHOTO 00pa3HO
M3CJIEABAHE € MTPEKPATEHO Cle AOCTHIaHE Ha MbPBHYHATA KpaiHa uen. B okoHuarenHus aHanuz ORR
cropen olieHKaTa Ha uscnenosarenute € Ouna 46% (95% CI: 41%, 51%) 3a pamoTO Ha CYHHTHHMO M
12,0% (95% CI: 9%, 16%) 3a pamoTto Ha IFN-a (p<0,001).

JleueHHeTo ¢bCc CYHUTHHHO ce C¢BBLP3BA ¢ MNO-NPOABL/DKUTENHA [ripexuBaeMocT cnpsamo I[FN-a.

Meananata Ha OS ¢ O6una 114,6 ceamuun 3a pamoto Ha cyHUTHHUO (95% CI: 100,1, 142,9) u 94,9
ceaMuim 3a pamoto Ha IFN-a (95% CI: 77,7, 117,0), ¢ koednumreHTt Ha pucka 0,821 (95% CI: 0,673,
1,001; p=0,0510 cnpamo HecTpaTudHumpaH log-rank).

Lisnoctuure PFS u OS, uabmonapauun B ITT nonynauwuaTta, onpeaceieHd OT OCHOBHOTO 0OpasHO
nabopatopHo u3cneasasxe, ca 0dobienu B Tabaunua 3:

Tabanua 3. Henekysan koM momMeHTa MRCC - 0000menne Ha KpaliHUTE LEIH 38 ePHKACHOCT

(ITT nonyaauns)
O006wienne Ha npexnaBaemocT He3 CyHHTHHHO IFN-a
NPOrpecHn (N=375) (N=375)
[TaumnenT 6e3 nporpecus niam cMbpt [n (%)) 161 (42,9) 176 (46,9)
[TauneHT ¢ HabnogaBaHa NPOTPECUA WK 214 (57,1) 199 (53,1)
cMpr [n (%)]
PFS (ceamuun)
Ksaptua (95% CI)
25% 22,7 (18,0, 34,0) 10,0 (7,3, 10,3)
50% 48,3 (46,4, 58,3) 22,1 (17,1, 24,0)
75% 84,3 (72,9, 95,1) 58,1 (45,6, 82,1)
Hectpatudpnumupan aHanus
KoednuueHT Ha pucka (CYHUTHHUO cnpamo 0,5268
[FN-a)
95% CI 3a KoedrUMEHT Ha pHCKa (0,4316, 0,6430)
_p-cTOHHOCT ? <0,0001
Ob6obmenue Ha ob6maTa NpeXKUBIEMOCT
[TauMeHT, 332 KOroTo He € H3BECTHO A € 185 (49,3) 175 (46,7)
nouunasn [n (%)]
[lauueHT, ko#To € nourHan [n (%)] 190 (50,7) 200 (53,3)
OS (ceamuum)
Keaptun (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)
715% NA (NA, NA) NA (NA, NA)
HecTtparuduuupaH aHaaus
KoeduuueHT Ha pucka (CYHUTHHHD cnpsamo 0,8209
IEN-a) _ ,
95% CI 3a KoeduuueHT Ha pHcka (0,6730, 1,0013) m 7
| p-CTOMHOCT 0,0510 W o 2)
Cokpauicuns: Cl=;1o8epuresier nurepsal;, INF-a=uureppepou-anrda; [TT=1oC1exaia Ha j1eHeH e ?ﬁ‘ g

SO g

NA=uenpu.10kumo; OS=o061a npexusscMoct, PFS=npexusaeMoct 63 nporpecus.
* Or ABycTpaHeH JorapuTMudHO npeodpasysasn paHros (log-rank) tecr.

23




Lumoxun-pegpaxmepen memacmamuuen HvOpeNHO-KACMOBUEH KAPYUHOM

[TpoyuBaHe ¢a3a 2 Ha CYHUTHHHO € OW0 NpOBEAEHO HA NAUMEHTH, KOUTO ca Ounu pedpakTepHH Ha
NpeaLWECTBALLA LIMTOKMHOBA Tepanus ¢ HHTepieBKHH-2 WK IFN-a. Llectaecetr H Tpn nauueHTH ca
MOAYYWIIH HavanHa 033 50 mg CyHHTHHHO nNEepopanHO BEAHLK AHEBHO B MNpPOABL/KEHHEe Ha 4
IOCIeA0BATEIHH CEIMHLINA, NOCAECABAHK OT 2-CeAMHUHA f1ay3a, 3a Aa ce 00xBaHe NbJIeH LHUKLI OT 6
ceaMUUH (cxeMa 4/2). [lbpBuuHaTa KpaiHa uen 3a epukacHoct € 6una ORR, ocHoBaBalla ce Ha
Kputepum 3a oueHka Ha otrosopa npu coanaHu tymopu (RECIST).

B toBa npoyusaHe uectoTata Ha OOEKTHBHHA OTroBop € Ouna 36,5% (95% CI. 24,7%, 49,6%), a
meanaHaTa Ha TTP e 6una 37,7 cenmuum (95% CI: 24,0, 46,4).

B notebpxaeHHe HA TOBA, OTKPHUTO, ¢ €AHHUYHO pPaMO, MHOMOLEHTPOBO NPOY4BaHE 3a OLEHKA Ha
e(rUKacHOCTTa U Oe30MacHOCTTa HAa CYHUTHHHO ¢ Ouno npoeeaeHo npu naudeHTH ¢ MRCC, xouTo ca
OHNK pedpakTepHH HA MpeAlIeCTBaLIA UMTOKMHOBA Tepanuia. CTo U 6 NnauneHTH ca NoJy4aBaiv Ham-
MaJKo Nno eaHa ao3a ot 50 mg cyHuTHHHO no cxema 4/2.

[IbpBHUHaTa KpaiiHAa Len 3a ePUKACHOCT NpU ToBa npoy4BaHe € Ousta ORR. BropuuHuTe kpaiiiu Lenu
ca srouBany TTP, npoawmnkuTenHocT Ha otrosopa (DR) u OS.

B Tora npoyusare ORR e 6una 35,8% (95% CL: 26,8%, 47,5 %). Meaunanute Ha DR u OS Bce oune
He ca OWIM QOCTUTHATH.

Haukpeamuunu neapoeHOOKpUrHU MyMoOpu

[Topgabpakallio, OTBOPEHO, MHOTOLCHTPOBO TMNpoy4BaHe (aza 2 € OUECHUTO ePHMKACHOCTTA |
He3onacHOCTTA MPH CAMOCTOATENHO MPUIOKEHUE HA CYHHTHHHO 50 mg nHeBHO no cxema 4/2 npw
naureHtH ¢ Heonepadbunen pNET. Ilpn koxopra or 66 naumeHTH ¢ TyMOpH Ha JlaHrepxaHcosure
KNeTKH, MbPBHMHATA KpaiHa Len 3a crerneH Ha oTrosop € douna 17%.

[TIpu nauneHTH ¢ neonepabuned pNET e npoeneHO OCHOBHO, MHOTOLIEHTPOBO, MEXIAYHApOaHO,
PaHAOMH3IUPAHO, ABOHHO-CNANO, Mnauebo-KOHTPONHPAHO MpoyyBaHe (aza 3 npH CaMOCTOATENHO
MPHUIOWKEHNWE Ha CYHHTHHHO.

Heobxoaumo e 61no nauMeHTHTE a UMAT A0KA3aHa TYMOPHA NPOrpecUs B paMKUTE HA U3MMHAJINUTE
12 meceua, 8b3 OcHOBa Ha KputepuuTe 3a oueHka Ha otrosopa npu conuadu tyMopH (RECIST) n ca
Ounu panaomusupand (1:1) aa npuemar uan 37,5 mg cyHUTHHHO BeaHBk AHeBHO Oe3 nouuska (N =
86), unu nnaunedo (N = 85).

OcHoBHaTa uen € Ouna na ce cpasHu PFS npu nauueHTH, npUeMaliy CYHUTHHUG, CrIpAMO MaUHEHTH,
npuemainy nauebo. Jlpyrurte kpaituu tenu ¢a sunousanu OS, ORR, PROs u 6e3onacHocT.

Hemorpadckure nokasarenyd ca OWAWM CPaBHUMM MEXAY IpYNUTe Ha CYHWTUHHO W miauebo. B
AombAHeHHE 49% OT NaUMEHTUTE HAa CYHUTHHUO ca HMaTK HEPYHKLMOHATHA TYMOPH B CPaBHEHHE C
52% or nauueHTuTe, npueMawM mauebo, a 92% oOT nauMeHTHTE W B ABETE paMEHA ca HUMAIH
4epHOAPOOHU MeTacTa3M.

HIpnaoxeHHeTo Ha COMaTOCTaTHHOBRH aHaN03H € OW/10 pa3peLleHO MO BPEME HA MPOYUBAHETO.

Obwo 66% OT nauMeHTUTE Ha CYHHUTHHUO ca npueMany npejguiecTBalla CUCTEMHA Tepanua B
cpaBHeHHe ¢bC 72% o1 nauneHTHTe Ha nnauebo. B gonbiaHenue 24% ot naunemme Ha C {HHO
ca NpUEeMai COMAaTOCTATHHOBHA AHATO3M B CpaBHEHHE ¢ 22% OT NALMEHTHTE Ha (1a

L.

HabnionasaHo € KIHHHYHO 3HAYUMO MPEAUMCTBO MPH OUEHABAHETO OT Hzcne,u
CYHUTHHUD B cpaBHeHue ¢ ruiauebo. Meananara Ha PFS B pamMoTo Ha CyHHTHH Hﬁ
B CpaBHEHME ¢ 5,5 meceua 3a pamotro Ha mnauebo [HR: 0,418 (95% CI: (@
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crofiHocT=0,0001]; nogobuu peszynraru ca OunM HabAOAABAHM, KOTATO OLEHKHTE HA TYMOPHHS
OTrOBOp, MOAYYEHH Bb3 OCHOBAa Ha npuiaraHeto Ha RECIST xbM u3meppaHusTa Ha TyMmMopa ot
H3CJIE0BATENTE, Ca OMIM W3NOJI3BAHK 33 OMNpe/e/isHE HAa NporpecHaTa Ha 3adoNABaHETO, KAKTO €
nokasano B Tabnnua 4. Ouenka Ha HR 8 non3a nHa cyHutuHub e nabnionasaHa npu BCHUKH [IOArpynu
C OLEHABAHW XapaKTePHUCTHKH Ha H3XOZHO HHBO, BK/IIOYMTENHO M aHaNM3 Ha Opos Ha Kypcosere
NpeALIECTBAIIO CHCTEMHO aedeHue. 0010 29 nauMeHTH 0T paMOTO HA CYHUTHHHO 1 24 OT paMOTO Ha
nnauebo He ca OMAX NOANOKEHU HA NpEAleCTBalla CHCTEMHA Tepanua; npy Te3d nauneHTd HR 3a
PEFS e 6un 0,365 (95% CI: 0,156, 0,857), p=0,0156. [NloaobHo Ha TOBa, npu 57 naLKUEeHTH B pAMOTO Ha
CYHATHHHUO (BKIIOYHTENHO 28 ¢ | UMKB Ha MpeaLIECTBALLA CUCTEMHA Tepanus H 29 ¢ 2 unu noseye
LIMKbJI2 HA CUCTEMHA Tepanua) v 61 nauMeHTH B paMOTO Ha rialebo (BKAOYNTENHO 25 ¢ 1 UMKDBA Ha
npeauwecTsaalla CUCTEMHa Tepanus 4 36 ¢ 2 unu noseve LHKbIa HA cicTeMHa Tepanus), HR 3a PFS ¢

oun 0,456 (95% CI. 0,264, 0,787), p=0,0036.

[IlpoBenen € aHanu3 Ha 4yBCTBUTENHOCTTA Ha PEFS, xato nanHuTe 3a nporpecusarta ce Hasvpar Ha
HU3MEPBAHHUATA HA TyMOpA, A0OKNAABAHH OT U3CIEAOBATEIUTE H KbAETO BCUYKH MAUMUEHTH, OTIIAZHANH
Mo NPUYMHHK, PA3/IHHHYA OT NPEKPATABAHE HA MPOYHBAHETO, ca pasriexaaku kato PFS cubutua. Tosu
aHa M3 MNpeACTaBi KOHCCPBATMBHA OLEHKA HAa TepaneBTHHHUA edekT Ha CYHUTHHMO U nmoakpens
mMepBUYHMA aHanu3, nokassau HR 0,507 (95% CI: 0,350, 0,733), p=0,000193. I'naBHoTO Npoyusate
npu nankpeatudHu NET € 6uno npekpareHo npeaBapdTenHo no npenopbka Ha He3aBUCHM KomuTteT
M0 JICKAPCTBEH MOHHTOPHMHI, a MLpBUYHATA KpaiHa uea ¢ Ouna OGaszMpaHa Ha oleHkaTa Ha
M3CIe1OBaTENA, KATO U ABaTa (hakTa MOXE /1a €a OKa3a/lu BJIMAHHME HA OLUECHKATA Ha TEpane¢BTHUYHHA
edhekT.

3a Ja ce M3KIUYH NPUCTPACTHOCT MPH oueHKaTa Ha vicnenosaresna 3a PFS, e npoeeaen BICR Ha
pE3YNTATUTE, KOHTO € NOAKPENKA OLEHKATA HAa M3C/IEA0BATENfA, KAKTO € NOKa3aHo B Tabauua 4.

Tabauna 4. pNET pesyararTH 3a epHKacHOCT OT (pa3a 3 npoytiBane

[lapaMeTsp 3a ePHKACHOCT Cyurtuanbd | [Lnaunebo Koebuuuenr | p-

(N = 86) (N =85) HA PHCK CTOHHOCT

(95% CI)

[lpexxuBsemMocT He3 nporpecus 11,4 5,5 0,418 0,0001 ?
[Menuauna, meceum (95% Cl)] no (7,4, 19,8) (3,6, 7,4) (0,263, 0,662)
OLIEHKA HA M3CNeJ0BaTe/A
[pexussemocT 6e3 nporpecus 12,6 5,4 0,401 0,000066 2
[Mennawa, meceuu (95% CD)] upes |(7,4,16,9) | (3,5, 6,0) (0,252, 0,640)

OLEHKA HA TYMOPHHA OTroBOp, Bb3
OCHOBA Ha NPWIAraHeTo Ha
RECIST kbM TYMOPHHTE OLICHKH
Ha H3C1€A0BATEA

[pexusaemocTt 6e3 nporpecus 12,6 5,8 0,315 0,000015°2
[Mmenuana, meceuu (95% CI}) upes | (11,1, 20,6) | (3,8, 7,2) (0,181, 0,546)
CJIAM HE3ABUCUM UEHTPAIH3HpAH
nperyie] Ha TYMOPHHUTE OLEHKH

Obuwa npexusaeMocT [nepuoa Ha | 38,6 29,1 0,730 0,0940 @
Mpocne/IiBaHe 5 roAHHH] (25,6, 56,4) | (16,4, 36,8) (0,504, 1,057)

[MeaunaHa, meceun (95% Cl)]

YecToTa Ha 0OeKkTHUBEH OTIOBOP 9,3 0 NA

[%, (95% CI)] (3,2, 15,4)
Cokpautenns: Cl=nosepuresien uWHTepBal, N=0po# naumeHTH; NA=HE € nNPHIOKHUMO;
HeBpoeHI10kpuHHK TyMopH; RECIST=Kpurepuu 3a oucuka Ha OTroBopa Npu CO.IMAHH TYMOPH.

* 2-cTpaHcH HeCTPaTHHMLMPaH .10TapUTMHUYHO 11peo0dpalyBaH paHroB TecT

 Toyen Tect na Fisher
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@urypa 1 — Kpusa na Kaplan-Meier 3a PFS npu pNET npoyuBane ¢aza 3
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Cekpautenus: Cl=nosepureiien uurepsal, N=0poi nauuenru; PES=npexussemoct 0e3 nporpecus; pNE T=nankpearnynu
HCBPOCH/IOKPHUHHH TYMOPH.

JlanuuTte 3a obuia npexupsaeMoct (OS) He ca OWIM NMBJIHM KbM BPEMETO Ha MPUK/IIOYBAHE HA
npoyusaneto [20,6 meceua (95% CI: 20,6, NR) 3a pamoTo Ha cyHUTHHHO, B cpaBHeHHe ¢ NR (95% CI:

15,5; NR) 3a pamoto Ha niauedo, HR: 0,409 (95% CI: 0,187; 0,894), p-ctoinoct=0,0204]. Umano e 9
cjlyqasi Ha CMBPT MPH PaMOTO HA CYHUTHHUO U 21 ciiyyas npu paMoTo Ha ruiaiebo.

[Ipu nporpecus Ha 3a00a8BaHETO NMAUMEHTHUTE ca OWJIM pa3CiIeNeHH W Ha MauMeHTUTE OT Iu1anedo
rpynara € npeaoctaBeH J0CTbIl 10 OTKPUT CYHHTHHMO B OTAe/HO pa3iuupeHo npoyusaxe. [lopaau
PAHHOTO MPHUK/IIOYBAHE HA MPOYYBAHETO, OCTAHAJIMTE MNALMEHTH ca OWJIM pa3CieneHn U UM € OuJl
[PeUIOXKEH J0CTbI1 10 CYHHUTHHUO B OTKPUTO paswivdpeHo npoyusaHe. O0wo 59 or 85 nauuentw
(69,4%) or pamoro Ha 1u1auedo ca MpPEeMUHAIM HA OTKPUT CYHUTHHHUO ciiel nporpecus Ha
3a00/19BAHETO, WJIK pa3ciensiBaHe MpU MpUKIOYBaHe Ha rnpoyusaHeto. OS, HaOnoaBaHa cien S-
FOJIMLLIHO MPOCJIe/IABaHE B pPAMKHMTE Ha pa3lUpEeHOTO rpoyusaue, e nokasaia HR 0,730 (95% CI: 0,504,

1,057).

Pe3yararure OT BbIIPOCHUKA 32 KA4€CTBOTO HA »XHUBOT Ha EBponeickara opraHu3alus 3a uM3cjieBaHe
u nevenue Ha paka (European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire (EORTC QLQC-30)) ca nokazaind, ye oOwoTo rj100aiHo, CBbP3aHO CbC 3/1paBeTo
KayecTBO Ha MHUBOT U 5 dyHKUMOHANHK oOnacTu (pu3Myecka, posieBa, KOrHUTHBHA, €EMOLIMOHA/IHA M
COLIMAJIHA) Ca NO/UIbPXKAHU MPH MALMEHTHUTE HA JICYEHHUE CbC CYHUTUHHMO B cpaBHEHUE ¢ rauedo, ¢
OrpaHUYEHU CUMITOMATHYHHU HEXKEJIaHHU €PEeKTH.

[[poBe/1eHO € MHOIrOHALIMOHAIHO, MHOTOLIEHTPOBO, OTKPUTO IPOYUYBaHeE C €1HO paMo, ¢
Ha edukacHocTTa M 0e30omacHoOCTTa Ha CYHUTHHHO MpUH  MAUMEHTH C
Hanpe/Hajin/MeTactTaTtuyHu, 100pe andepenumnpanu, Heonepadbuiuu pNET.

C10 1 wecT naumeHTy (61 naunMeHTH B KOXOpTaTa ¢ HEJICKYBAHU /10 MOMEHTA na
B KOXOpTara ¢ roc/ie/iBalla JIMHUSA Ha JICYEHHUE) [0J1y4HaBaT JICYEHHE CbC C
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37,5 mg BeAHbXK THEBHO CBINIACHO NMPOABDKHTE/IHA CXEMA C €XKeAHEBHO npunaraHe (continuous daily
dosing, CDD).

OueHeHaTa oT uicnegoBarens meauana Ha PFS e 13,2 meceua, kakto B ofwnara nonynauus (95% CI.
10,9; 16,7), Taka ¥ B KOXOpTaTa C HEJIEKYBaHH 10 MoMeHTa nauueHTH (95% CI: 7,4; 16,8).

[leauaTpuyHa nonynauys
OnuTsT OT ynoTpedara Ha CYHHTHHUO NPH MeJHaTPpUUHH MALUEHTH € OrpaHHuEH (BX. Touka 4.2).

[IposeneHo e npoyuBaHe a3za | ¢ yBe/iMuaBaHe Ha J03aTa nepopaneH CyHUMTHHHO npu 35 nauueHTy,
pNroyBale 30 neaAMaTPUYHHU MaUMEHTH (Ha Bb3pacT OT 3 roauHM 10 17 roaMHu) U 5 M1aau Bb3pacTHH
nauMeHTH (Ha Bb3pacT ot 18 roauHu oo 21 roauMHu) ¢ pedpakTEPHH COMHAHH TYMOPH, KaTo [MO-
rojasiMara 4acT OT NauMEeHTHTE ca ¢ OCHOBHA JAMarHo3a Mo3bueH Tymop. Habmopnapana ¢
A030JUMHUTHpALIA KAPAHOTOKCHYHOCT B MbPBATa YacT Ha MPOYYBAHETO, KOETO CAE/1 TORA € NMPOMEHEHO,
3a 1a C€ M3KJIIOYAT NALMEHTUTE C NPEAXOAHA €KCMO3KHUMA HA NOTEHUHAIHO KAPAXOTOKCHYHH JICYEHHS
(BKIIOYUTENIHO aHTPALMKIMHY) HIHW obabuBaHe Ha cbpueTo. BbB BTOpaTa 4acT Ha MPOYYBAHETO,
BKJIIOYBAIIA MALUMEHTH ¢ TNpPeaxoqHO NPOTHBOPAKOBO JeuyeHHEe, HO 0e3 pHCKOBH (aKkTopy 3a
KApAHOTOKCHUMHOCT, CYHHUTHHHO KaTO LSO ce NoHaca A00pe U € KIMHUYHO KOHTPOAMPYEM MpPH 1034

15 mg/m’® Ha aex (MITJD) no cxema 4/2. [Ipu HUKON OT YHACTHHLMTE HE CE NMOCTHTa MHIEH WA
qyacTuueH otroeop. CrabunHo 3abonsasare ce Habnoaasa npu 6 naunedtu (17%). EauH naumeHT ¢

2
GIST e pxioued npH HUBO Ha Jo3ata 15 mg/m” Oe3 nokazarenctsa 3a nonsa. HabmonasaHute
HeXXKeJJaHHW JIEKapPCTBEHH PEaKLIMKM KAaTO LAM0 €A CXOJHM ¢ peaklIMHTEe, HabnoaaBaHK NPH Bb3PacTHM
nauneHTH (BX. Touka 4.8).

[IpoBencHo e ¢a3a 2 oTkpuTO Npoy4vBaHe NpH 29 nauMeHTH, BKIKOYBAWO 27 neaHaTPHYHU NALHEHTH
(va Bb3pacT ot 3 roauHu A0 16 roguHu) U 2 Mnaau Bb3pPacTHH NauMeHTy (Ha 8b3pacT ot 18 roanHm ao
19 roauuu) ¢ HGG wan enenanmoM. [lpoyusaHeTo € CnpsHO KbM MOMEHTE HA MJTaHHPAHHS MEKAHHEH
aHaIM3 Nopaay JKrnca Ha KOHTpon Ha 3abonasanero. Meauanata Ha PFS e 2,3 meceua B rpynara ¢
HGG u 2,7 meceua B rpynara ¢ eneHauMoM. Menuanara Ha uanoctHata OS e 5,1 meceua B rpynara ¢
HGG u 12,3 meceua B rpynarta ¢ eneHanMoM. Hail-uectute (>10%) cvobuieHu Hexenanu cubutus,
CBBbP3aHH C JIeHEeHHeTO, KOMOMHUPAHO NpPH MALUEHTHTE B JBETE IPYMU ca HamaneH OpoH Ha
HeyTpodruTe (6 nauneutu [20,7%)] 1 BbvTpeuepeneH KpbBouzaue (3 nauneHTtH [10,3%]) (Bx. TOouka
4.8).

JlokazaTencTsa oT npoyuBaHe ¢a3a 1/2 Ha nepopancH CyYHWTHHHUO, NMpoBeaeHO Npu 6 NEAHATPHYHH
naureHTH ¢ GIST Ha Bb3pacT o1 13 roanHu 10 16 roguHU, KOMTO NOAY4HaBaT CYHUTHHHUD o cxema 4/2

B 103H, BapHpalu Mexay 15 mg/m’ axeHo u 30 mg/m’ HEBHO, KAKTO M HAJIMYHHTE MyOIHKYBaHH
naHHu (20 neaMaTpHyHU WAM MIaaM BbipacTHM nauueHTH ¢ GIST), nokaiear, 4e NEeHYEHHETO CBC
CYHHTUHHO BOoaM a0 crabwin3supane Ha 3abonsBanero npu 18 or 26 (69,2%) nauweHTH cnen
HEYCIMEUIHO IeUeHHE WIH HEMOHOCUMOCT KbM MMATUHUO (16 naumenTH cbe cTabunno 3abonssane ot
21) wau de novo/cnen onepauus (2 naumeHTH ¢be cTabuiHo 3abonsasane ot 5). [1pu npoyyusaneTo ¢aza
1/2, crabunno 3abongasane ¥ nporpecus Ha zabonssaHeTo ca HabnonapaHu npH 3 oT 6 NaLUMHEHTH 3a
BCAKO OT ABETE (CHOTBETHO | NMAUMEHT € NONYYH HEOAAIOBAHTHO M | MALMEHT € MOJYHUI AJIOBAHTHO
neverue ¢ uMaTHHUO). B cbioTo npoyusane, 4 ot 6 nauneHTu (66,7%) nony4asat HexenaHu cdbuTHA,
CBBP3aHHU C JIeueHHETo cTeneH 3-4 (creneH 3 xunodocdaremMua, HEYTPONEeHHS W TPOMOOLIUTONEHHA
npu | MauMeHT OT BCAKO CHOMTHE M HEyTporeHUd OT creneH 4 npu 1 naumedt). B nonbviHeHue, B
nyOJMKaLKWKTE ce choOLIABa 3a CCAHMATE HEXKENAHH JIEKAPCTBEHHM PEAKLUMH OT CTEleH 3, MPOSBEHH IIPH
5 nauneHTU: yMopa (2), CTOMALIHO-YPEBHHU HEKENAHU NEeKAPCTBEHH peakUHH (BKTIOUYMTEIHO JUAPHS)
(2), XeMaTONOrMYHH HEXKEJIAHU JIEKapCTBEHU peakuuu (BKIIOHUTENHO aHeMus) (2), xoneuncTut (1),
XHIEPTUPEOUAUIBM (1) U MYKO3HT (1).

HU3sbpuieH € nonynaimoHeH ¢apMakokuHeTuueH (DK) u dapmakokHHeTHueH/ (Pl
(DK/DJ]) aHanu3 3a ekcTpanonupare Ha DK 1 ocHOBHHUTE KpaiiHH uenu 3a be3onagfice
Ha CYHUTHHUO npu neanatpuuHu nauneHtw ¢ GIST (Ha BB3pacT: OT 6 roamHu af} {3
aHanu3 e Hazupan Ha naHHuTe, CbOpaHH NpH Bu3pacTHU nauueHTd ¢ GIST uan connyAe i

,% _._____..-*
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K [P NEJHATPUYHH MALMWEHTH CBC COMMAHHU TyMOpH. BBl OcHOBa Ha aHanIM3UTE Ha MOJCIHUTE, MMO-
MJIAZIaTa Bb3PACT U MNO-MAIKHUAT PasMEp Ha TRAAOTO HE H3MNIEXKIA a [OBRJHABAT OTPHLEATEITHO
OTFOBOPHTE KBbM [1a3MEHATA EKCMO3UMLMA HA CYHUTHHMO Mo oTHOuerHe Ha Oe3zonacHocTra M
epHrkacHoCcTTa. CHOTHOLUEHHETO NMOA3a/PUCK HA CYHUTHHUO HE U3IU1€X 1A Aa CE NOBIHABA OTPHLIATENTHO
OT MO-MJIaJaTa Bb3pacT WM NO-MAKHA Pa3MEpP Ha TAJIOTO H €€ ONpeaesIs MIaBHO OT NNa3MEHATa MY
CKCNO3ULHUA.

EBponeickara areHuus no JieKapcTeaTa OCBOOOXKOaBa OT 3ab/MHKEHHUETO 3a MPEJOCTABRAHE Ha
pe3yJITaTUTE OT NMPOYUYBAHHA C pe(PEPEHTHHA JIEKAPCTBEH MPOAYKT, ChAbpiKalll CYHUTHHHO, BbB BCHYKH
[MOArpyNnu Ha neauaTpuyHaTa foMnyauud 3a JAcveHHe Ha OBOpeveH KApUHHOM WM KAPLMHOM Ha
0BOpeyHOTO neredHye (¢ M3KIIOUEHHE Ha Hedpobaactom, HedpobracToMaTo3a, CBETIOKIEThUYEH
capkoM, Me3obnacteH HedppoM, MeaynapeH ObOpedeH kapuMHOM W pabaouaen Tymop Ha OnOpeuuTe)
(Bk. TOuKa 4.2).

EBponeiickara arcHuvsi o naekapcreata ocBo0OXKaaBa OT 3a0b/DKEHHETO 34 NPEAOCTaBSAHE Ha
pE3YJITATUTE OT NMPOY4BAHHMA C peDEPEHTHMASA IEKAPCTBEH NMPOAYKT, CbAbpPKALl CYHHTHHHO, BB BCHYKHU
NOArpynyd Ha NeavaTpH4HaTa [onyjauMs 3a JleUeHHEe Ha racTpOeHTEPONaHKpeaTHYHH
HEBPOEHAOKPHUHHM TYMOpH (C ud3KIIO4eHHe Ha HeBpobnacToM, HeBporaHravo0JacToM ¢

deoxpoMouUTOoM) (BXK. Touka 4.2).
52 PDapMaKOKHHETHYHH CBOHCTBA

@OK Ha cyHUTHHHUO € oueHeHa npu 135 3apaeu nobposonuu n 266 nauneHTH Cbe cONMAHU TyMopH. DK
e OMna CXoAHa NPy BCHHYKH M3CJEABAHH MOMyJalMH NAUMEHTH CbC COAMAHA TYMOPH U MPH 31paBH
noOpoBOILIM.

B nuanazona Ha go3v ot 25 po 100 mg, nnourra moa xpuBaTta ’niasMeHa KOHLUEHTpauus-Bpeme”
(AUC) 4 Chrax c€ NOBHILABAT NPONOPUMOHANHO Ha J03aTta. [IpH MHOrOKpaTHO AHEBHO MPHIOMXEHME
CYHUTHHUO kyMysupa 3 10 4 NbTH, @ OCHOBHHAT MY aKTUBeH MeTabonuT kymynupa 7 a0 10 owta.
CrauMoHapHHTE KOHUEHTPALHXH HA CYHHTUHHUO M HETOBUA MbPBHYEH aKTHBEH METa0OMMUT CE AOCTUraT
B pamkuTte Ha 10 1o 14 aun. JJo /e 14 obwvre mia3zMeHn KOHLUEHTpALWU Ha CYHUTHHHO U aKTHBHUSA
My Metadbonut ca 62,9-101 ng/ml — ToBa ca TapreTHH KOHLEHTPALMH, 38 KOMTO NPEIAKIUHHUHHTE
AAHHMW Npeanosarar, 4e¢ HHXHOUparT $ochOpHIMPAHETO HA peuernTopa in vitro U BOAAT A0 TYMOpPHa
cTa3a/HaMasisiBaHe Ha pacTexa in vivo. OCHOBHHUAT akTHBeH Metabonut obxeaua 23% no 37% or
obuiata ekcno3uumsa. [Ipd MHOrOKparHO AHEBHO TPWIOKEHHE MAM MHOTOKPATHH LMKIH TpH
[MPOYYBAHUTE CXEMM HA NpUIOKEHUE He ca Own HabnwopaeaHu 3HaurMMu nipoMeHd BeB K Ha
CYHHTHHHO WM HA HErOBHUSA OCHOBEH aKTHBEH MeTabO/IuT,

Abcopbuus
Cnen nepopanHo NpuaoKeHHe Ha cyHUTUHUO, C ., 0OukHOREHO ca Habmopnapanu ot 6 go 12 4aca

BpeMeE 10 MakcHuManHa koHueHTpauus (T ,,,) cnea npHIokeHue.

XpaHara HAMa edeKkT BbpXY OHOHAIIMUHOCTTA HA CYHUTHHUD.

Pasnpeaenenue

In vitro, CBbP3BAHETO HA CYHHTHHHUO M HErOBUA OCHOBEH aKTHBEH META0OMMUT C YOBEILKHA IJIa3MEH
npotedH ¢ Ouno cwotBeTHO 95% u 90%, Ge3 3abenekMMa 3aBMCMMOCT OT KOHLEHTPALIKATA.
[lpuBuanuaT obeM Ha pasnpenencHue (Vd) 3a cyHUTHHHO e Oun ronsm, 2 2301, nokazBailku

pa3rnpe€aACNICHHE B TbKAHHTE.

MeTaboJHTHH B3aUMOAEHCTBUA
v3uucnenure in vitro CTOMHOCTH Ha Kl 33 BCHUYKM U3C/eABaHH U30GOPMH Ha LIUTO
(CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP

CYP4A9/11) noka3zear, 4e € MaJIKO BEPOATHO CYHHTHHMO M OCHOBHHMAT MY aKTH
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HHIYUHpaT MeTabonu3Ma HA ApYTrH AKTUBHH BELLIECTBA, KOUTO Ce MeTaDONHIMPAT OT TE3H EH3IUMH, J10
HAKAKBa KJIMHUYHO-3HAYHUMA CTETIEH.

buorpancdhopmaius

CynutnHud ce metabonuzupa rnasHo ot CYP3 A4, uzopopma or rpynara Ha CYP, koiTo npoayumpa
HErOBUA OCHOBEH aKTHBEH MeTabouuT, AeleTun CYHUTUHHO, KOWTO cied ToBa ce meTabonusupa or
CHLIUA HIOEHIHM.

EAHOBpEMEHHO NPHAOKEHWE HAa CYHHMTHHHO ¢ MOWHH HHAykTOpH HAa CYP3A4 wnu muxuburopu
TpadBa aa ce u304rea, TbH KaTo MIa3MEHUTE KOHUCHTPALIMK HA CYHUTHMHHO MOraT a c€ NPOMEHAT (BXK.
TOYKHU 4.4 n 4.5).

EnMMuUHHpaHe

EkcKkpeuusTa € OCHOBHO upe3 uarpaxHeHusTta (61%), a enMMUHUPAHETO HA HEMPOMEHEHO AKTHBHO
BEWECTBO U MeTabonuTute My 4pe3 ObOpeunTe cberasnaea 16% or npunoxenara go3a. CyHUTUHHO
M HETOBMAT OCHOBEH AKTHBEH MeTadoNHT ca OMIIH OCHOBHWTE CHLEAWHEHUA, HACHTHGULMpPAHH B
1a3Ma, YpPHHA W M3MNPaXHEHUA, MpeiacTaBiassamin cvoTtBeTHO 91,5%, 86,4% u 73,8% ot
pPaJHOaKTUBHOTO BEUIECTBO B CLOpaHuTe npodu. Bropocrenenun merTaboautH ca Ouau
MACHTU(PHMUUPAHM B YPHHA W MINPAKHCHHA, HO ODMKHOBEHO He ca OHMIM OTKpHUBAHM B IL1a3Ma.
Toranunat nepopanen kampbHe (CL/F) e 6un 34-62 uac. Cnen nepopanHO NpUIOKEHHE NpH 3APaBH
A006poBONLH, ETHMUHAUHOHHUTE NONYAKHUBOTH Ha CYHUTHHUG W HETOBHS OCHOBEH aKTHBEH JE3€THII-
meTabonut ca cboTBeTHO 0KoNo 40-60 vaca u 80-100 yaca.

EAHOBPEMEHHO NPUIOKEHHE € ICKAPCTBEHU NPOAYKTH, KOMTO ca nHxHbutopu Ha BCRP

In vitro, cynuTHHUO npeactasngsa cydbcTpar Ha eaykcHus tpancnoprep Ha BCRP. B npoyuBaHne
A6181038, eqHOBpeMEHHOTO MY NpPWIOXKEeHHEe ¢ repuTUHWO, nhxmbutop Ha BCRP, He oka3ea
KJIMHUYHO 3HAYHUM €PEKT BbPXY Cmax H AUC Ha CYHUTHHUO naM oOliNTEe NeKapcTBEHH KOHUEHTPaLIMU
(cyHUTHHUO + MmeTabonuT) (BxK. Touka 4.5). ToBa npoy4uBaHe € MHOTOLIEHTPOBO OTBOPEHO NPOYUBaHe
daza 1/2, wuscneasawo 6e30MaCHOCTTA/MOHOCUMOCTTa, MakKCHManHaTa TMMOHOCHMMA /1033 W
AHTHTYMOPHATa aKTUBHOCT Ha CYHUTHHHO B KOMOHHaUMA ¢ redUTHHHO NpK NALUEHTH ¢ METAaCTATHYEH
OnOpeuHo-knerbueH kapuuHoM (MRCC). Karo sropuuna uen e ouensBaHa PK Ha reduTuHmb
(250 mg axeBHO) ¥ cyHUTHHHO (37,5 mg [Koxopra 1, n=4] nnu 50 mg [Koxopta 2, n=7] aHeBHO npwn
cxeMa ¢ 4-CeAMUUEH MPHUEM H 2-CeIMHUUHA nay3a) Py eHOBPEMEHHO NpHUNoXKeHHe, [IpoMeHHUTE BbB
QK napameTpd Ha CYHUTHHUO He ca KTMHMYHO 3HAYMMH M HE ¢a MOKa3anu B3aUMOeHCTBHA C JpYri
nekapcrtea. Kato ce BieMe npeaBuA OTHOCHTENIHO ManKUAT Opoi nauuenTH (T.e. N=7+4) u ymepeHara
00 BHCOKAa MWHTEPHHAHBHAYATHA BapuHabWIHOCT Ha (HapMAKOKMHETHYHHTE MNapaMeTpH MeEXay
nauMeHTHTe, Haxoakute 3a DK nexapcTBeHO B3aHMOJEHCTBHE B TOBa MpoyusaHe TpadBa ga ce
TBJIKYBAT OCOOEHO Npeanasiveo.

CneuunanHu nonynauum

Yeprhoopobro yspesicoare

CyHUTHHHO U OCHOBHHMAT My MeTabosiuT ce MeTabonu3upar rinaBHo OT 4YepHua Apo0. CucTeMHHUTE
€KCMO3HULIUHA cllel €IMHWYHA [03a CYHUTHHHO ca OMJIM CXOAHHM MpH JIHLUA € JEKO HIH YMEPEHO
yepHoapobHo yBpexaaHe (Child-Pugh knac A u B) B cpaBHeHHe ¢ iMLa ¢ HOpMATHa YepHOAPOOHa
¢yHkums. CynuTuHnb He € OHun npoyusad npu nuvua ¢ Texko yepHoapobHo yspexaane (Child-Pugh
knac C).

[TpoyuBaHHATa NpH NaUMEHTH € pak ca U3KNO4BaNH nauMeHTH ¢ ALT wau AST > 2,5 x ULN Fopua
I'paHnua #a Hopmara) uau > 5,0 x ULN, ako ce abmku Ha yepHOApOOHH MEeTaCTa3M.

bvbpeuno yepescoare
[onynauunonen PK aHanu3 e nokazani, 4e NPUBUIAHMAT KIUPBHC HA CYHHUTHHHUG] G
MOB/AHAH OT KpeaTHHHHOBUA KIUPBHC (Clcr) B oueHasanua auanazoH (42-347 mlk
€KCMO3UUHUA CJIER €AHOKpaTHA 1033 CYHHTHHHO e OGwia cxoaHa nmpy HHAMBHIM (
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yepexaaHe (Clcr) <30 ml/min) U TtakuBa ¢ HopmanHa ObvOpeuna ¢yHkums (Clcr) > 80 ml/min).
Brnpeku ue cyHUTHHMO W HEroBHA MbpBUUEH METADOINT HE Ca EIUMHHUPAHH YPE3 XEMOAHATH3A, [IPH
uHausuau ¢ ESRD, obwmarta cucreMHa ekcnosuums e 6una noHuxkeHa ¢ 47% npu CYHUTHHHO U 31%
NPH HErOBHA MbPBHYEH METabONUT, B CPABHEHHUE C HHAMBHAM ¢ HOpMasiHa ObOpeuna GpyHkuus.

Teeno, pynxyuonanmo cvcmonnue

[MTonynauuonuu PK aHann3u Ha gemorpadcku IaHHHW MOKA3BAT, Y€ HE ¢a HEOOXOAUMH MLPBOHAYAIHH
KOPEKUHH HA [03aTa CNOpea TEAeCHOTO Terno KU ¢YHKUMOHANHOTO CBbCTOAHME No H3rouHara
Konabopatusna Onkonornyna ['pyna (Eastern Cooperative Oncology Group, ECOG).

llon

HanuuHWTe NaHHW MOKa3BaT, 4ye XKeHUMTe Morar Aa umar okoso 30% no-HUCHK NMPUBHAEH KIMPBHC
(CL/F) Ha cyHUTHHHD, B CpaBHEHHME C MBLXKETE: Tazh paziuka, obaue, HE Hanara MbPBOHAYATHHY
KOPEKLIMH Ha 103aTa.

[leouampuuna nonyrayus

OnutbT OT ynotpebarta Ha CYHUTHHUO NMpH NeaHaTPHHHKM NALUMEHTH € OrpaHUYeH (BxK. Touxa 4.2).
[Tonynaumonnure @K aHannau Ha cOopeH Hadop OT naHHHU 1pu Bb3pacTHA nauueHTH ¢ GIST u
COMHUAHK TYMOPH, KAKTO U MPH NEIHATPUYHH NAUMEHTH ChC CONMIAHH TYMOPH €4 3aBLPLIEHH.
U3pbplieHH ca aHAIM3H Ha CTBLITKOBO KOBAPUATHO MOACAMPAHE 32 OLIEHKA HA €(eKTa HA Bb3pacTTa U
pasMepa Ha TAN0TO (00O TENIECHO Terj0 WIK TEeCHA MOBBPXHOCT), KAKTO M Ha IPYI'H KOBAPHUATH Ha
BakHH DK nmapamMeTpH 3a CyHUTHHUO M HEroBHA akTUBEH MeTabosut. OT U3cneaBaHUTE KOBapHATH,
CBbpP3aHH ¢ Bb3pacTTa H pa3Mepa Ha TAJIOTO, Bb3pacTTa € 3Ha4MMa KOBapHaTa Ha NPUBHUAHHA KIHPBHC
Ha CYHMTUHHDO (KOJNIKOTO MO-Majika € Bb3pacTTa Ha MEAHAaTPUYHHMA NMALMEHT, TOJKOBa IMO-HHUCBHK €
NpUBHAHUAT KiHpbHC). [logobHo Ha TOBa, TenecHaTa MNOBLPXHOCT € 3HAYMMA KOBapHaTta Ha
NPUBHAHHUA KITHPbHC Ha aKTUBHNUA METabOIUT (KOJSIKOTO NMO-Majlka € TejleCHaTa NoBbLPXHOCT, TOJKOBA
NO-HUCHK € MPHBHAHUAT KNUPBHC).

OcBeH TOBa Bb3 0CHOBa Ha MHTerpupaH MK ananu3s Ha COOpHH AaHHM OT 3 neaMaTpHYHH NPOYHBAHHUA
(2 neanaTpUYHH NPOYUBAHHMA NPH CONHAHU TyMOpH K | neauaTpuyHo npoyysane npu GIST; sp3pacTu:
oT 6 roauHu no 11 roguuu 1 ot 12 roavnu ao 17 roamHu), UzxoaHara tenecHa NoBbpXHOCT (BSA) e
3HaYMMa KOBapvaTa Ha NPUBUAHUA KIMPBHC HAa CYHHTHHHO M HeroBHs akTHBEH MeTabOMHT. Bb3
OCHOBA Ha TO3W aHanu3 03a npubsausurenso 20 mg/m’ AHEBHO MPH NEAMATPHYHH MNALMEHTH C
ananasoH Ha BSA mexay 1,10 u 1,87 m? ce ouaxsa 21a 10CTaBH €KCNIO3HLMHA HA CYHHTHHHG U HETOBMHS
akTuseH Metabonut (mexay 75 u 125% ot AUC), cpasHuMu ¢ Te3u nipu Bu3pacTHH ¢ GIST, Ha kouTo
e npunaraH cyHHTMHHO 50 mg aHeBHo no cxema 4/2 (AUC 1233 ng.hr/ml). llpu neauatpnuun
NPOYyYBaHHMA, HAYATHATA 1032 CYHUTHHHUO € 15 mg/m’ (Bb3 ocHoBa Ha MIIJ], naeHTdurumpana npu
npoyuBaHe ¢a3a [ ¢ yseauuasaHe Ha ao3ara, BK. TOYKA 5.1), KOATO NpH NEAHATPUYHK NALHUEHTH C
GIST e nosuwena ao 22,5 mg/m? u Bnocaeacteue a0 30 mg/m? (He ce npesuiuasa obiata 103a
50 mg/neH) Bb3 OCHOBA HA MHAUBHAYANHATA MOHOCHMOCT/O€30MaCHOCT NpH nauueHTUTe. OCBEH TOBA,
cnopead nybnuKyBaHM JIMTEpATYPHU JaHHH MNpH neanatpudHd nauumeHtH ¢ GIST, w3uucnenara
HauYaIHa [103a € B IPaHULKTE Mexay 16,6 mg/m? no 36 mg/m?, nosuuieHa a0 a03u Ao 40,4 mg/m?* (6e3
na ce npeBuuiasa obwara go3a 50 mg/aeH).

5.3 IlpeaxnHHHYHH JaHHH 33 6e30NMACHOCT

B npoyuraHHA BbpXy MJIbXOBE W MAWMYHM Ha TOKCHUYHOCTTA MNPH MHOTOKpPaTHO [MpWIaraHe ¢
MPOABKHUTENHOCT A0 9 MeceLa, OCHOBHHUTE eEKTH BbPXY NPHLICIIHUTE OpraHy ca OMIKM YCTAHOBEHH B
CTOMALIHO-YPEBHUA TPaKT (MOBPBLIAHE W AHAPHA NPU MaiiMyHH), HanOBOpeuna mne ST
KOHreCTHR W/HWIH KPbBOWIIMB MPU NABXOBE U MANMYHU C HEKpO3a, nocne,uﬂa f’
S .

[IbXOBE), KPBBOTBOPHA W nuM@o-obpasysauia cucTeMa (KOCTHO-MO3bYHA
aerneynda Ha TMMGOUIN OT THMYC, Cle3Ka Y IUMPHH Bb3/TH), EK3OKPHHEH NaHKPES
ALMHAPHUTE KIIETKH C HEKPO3a Ha €AHMHHUYHM KIIETKH), CAIOHYEHA xJie3a (auu in3 INQHS
KOCTHO-CTaBHM (yaeOensBaHe Ha pACTEeXHUTE IUIOMKHK), Marka (aTtpodus) u g[ s S

pa3BUTHE HA POJIHKYIUTE). BCHYKK NMpOABH ca HACTHLIHIIUA NPH KITMHUYHO 3HAUMMAN1A3, (€HI HHBa
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eKCno3uLMA Ha CcYHuTHHMO. [lombiHuTenHu edektH, HabGnoaaBaHM B ApPYr¥ MNpOydBaHHsA, ca
BKJIIOUBATH yab/kasaHe Ha QTc HHTepBana, HamansaBsaHe Ha NsBokKamepHaTa ppakliMa Ha U3TJIACKBAHE,
aTpodpus Ha TyOy/JIWTe HAa TECTHCHTE, YBE/IM4YABAHE HA ME3AHTHANHUTE KIETKU B OnOpenmre,
KPBBOH3JIMB B CTOMAIUHO-YPEBHHA TPAKT M MYKO3aTa Ha ycTara ¥ XHNepTpodHs Ha KIETKHTE Ha
IpeaHus Asn Ha xunodwuzata. CmATa ce, e NPOMEHUTE B Markarta (eHOOMeTpualiHa aTpogus) H
pacTEXXHUTE TUIOYKH Ha KOCTHTE (yaebensBaHe HA (U3aTA WIH XPYLUUTHA IHCIUIA3HUA) €A CBBP3aHH C
(papMaKkoNOrHYHOTO AeiicTBre Ha cYHUTHHHUO. [loBeueTo oT Te3u aBnenus ca 6niun obpatumu caea 2 1o
6 ceamuun 6e3 neyeHue.

[ €HOTOKCHUYHOCT

e HOTOKCHUHHAT NOTEHLUMAN1 HA CYHUTHHHO € OWn nacneaBaH in vitro v in vivo. CYHUTHHNO He e Oni
MyTareHeH npu GakTepuM, NpH U3MON3IBAHETO HA METaDONUTHO AKTUBHpaAHE OT uepeH Jpod Ha ILTbX.
CyHUTHHHO He e npeAH3BUKaN CTPYKTYPHH XpOMO3OMHH abepauuy in vitro B TMMQPOLMTHU KJIETKH OT
qyoselwka nepudepHa KpuB. B numdountn oT voBewka nepyudepHa KpbB in vifro ca Hab/ioaaBaHM
noauvivionad (OpoHHM XpOMO30MHM abepailiH) KakTO B NMPHUCHCTBMETO, TAKA U B OTCbHCTBHETO Ha
MeTabonuTHO aktuBupaHe. CYHUTHHUO He € Oun KIacTOreHEH B KOCTEH MO3BK OT FIIBX iN VIVO.
[[eHOTOKCHUHHAT MOTEHUMAT Ha OCHOBHMUA aKTHBEH METabOIUT HE € OWIT U3NHUTRAH.

KaHlieporeHHocT

[Ipn enHOMeCe HO NpOYYBAHE ¢ racTpaiHa COH/A, 3a YCTAHOBABAHE Ha 10308 Ananasou (0, 10, 25, 75
unn 200 mg/kg/nHeBHo), ¢ NPOABIDKUTENHO AHEBHO A03upaHe, npu rasH2 TpaHcreHHM MHWIKH, ca
HabnoaaBaHH KapLUMHOM H XHINepIuiazus Ha bpyHepoBuUTE #Ule3M Ha ABAHAAECETONPBCTHHUKA, NMPH Hal-
BUCOKaTa winuTeana no3a (200 mg/kg/aen).

6-MecedyHO MpoyduBaHe ¢ racTpanHa coHga 3a kapuuHoreHHoct (0, 8, 25, 75 [nmoHuxenn no 50]
mg/kg/NIHEeBHO) ¢ AHEBHO AO3HPAHE, € npoeeaeHo npu rasH2 TpancreHHu muwiku. ['acTpoayoaeHanHu
KapUMHOMM, MOBHMILEHA HYECTOTAa HA CbIILTCTBALLKM XEMAHIMOCAPKOMHM HW/HIK XMNEPILIa3ug Ha
CTOMAlIHATA NHUrasuua ca HabaogaBaHu npu 034 > 25 mg/kg AHesHO, ¢ NpoABIKUTENHOCT | WK 6
meceua & 7,3 mern AUC npu nauMeHTH, NpHeMaIu npenopbiuTenHarta AHesHa ao3za [I1/1/1]).

[Tpu 2-roauuiHO mpoyuBaHe 3a kapuumHoreHHoct npu mawvxose (0, 0,33, 1 win 3 mg/kg/nHesHo),
MPHIOKEHUETO Ha CYHUTHHUO B LIMIUTH OT 1o 28 OHM, NOCIEABAHM OT 7-AHEBHHU NEPUoaH 6e3 neucHue,
e JOBEJIO [0 [OBHILEeHA YecTOTAaTa Ha (PEOXPOMOLKTOMH M XUneprnasda Ha HaaOvOpeyHara Meayna
MpH MBXKH ILTbXOBE, NoJiy4aBanu no 3 mg/kg/nuesHo, cnea > 1 roanna npunoxeuue (> 7,8 not AUC
MpU nauMeHTH, Ha kouto ¢ npunarada [LJI/I). KapuunoMm Ha bpyHepoeuTe Xj€3n ce nodpsaBa B
[BaHaJeceToNnpbLCTHHKA npu 2> 1| mg/kg/aHeBHO npu keHCKHM W npHu 3 mg/kg/AHEBHO NPH MbKKH
KHBOTHM, 8 XHMNEPILIa3UA Ha MYKO3HH KJIETKH € [I0KalaHa B 3UIe3HCTHA cToMax npu 3 mg/kg/nnesno
MPpH MBLXKH KUBOTHH, KaTo ce noasasar npy > 0,9, 7,8 u cvoreeTHo 7,8 nbTi AUC npH naunedTH, npu
kouto ¢ npunarana [1JJ1. Tlpakruueckoro 3HaueHWe 3a XOpaTa, Ha HEONNIACTHYHHTE HAaXOAKH,
HabnwogasaHu NMpH NPOYYUBAHHUA 3a KApLUMHOTEHHOCT NMPH MHUIKH (TpauHcreHHu rasH2) m nuibxose, e
HesICHA.

PenpoayKTHBHA TOKCHYHOCT M TOKCHYHOCT 33 Pa3BUTHETO
B wicaenBaHus Ha penpoOAYKTHBHATA TOKCHMHOCT He ca HaOMIOaBaHH €(EKTH BBPXY MBKKHA WU
KeHckua pepruanter. [lpu npoBeaeHH BbpXyY IUTbXOBE W MalMyHM MPOY4YBAHHA HA TOKCHYHOCTTA MPH
MHOIOKPATHO NpHIIoKEeHHe, ca HabnogapaHn €(PEeKTH BbLPXY XKEHCKUs (epTHIHTET noa gopmara Ha
¢donMKynapHa aTpe3Hs, dereHepauus Ha XbATOTO TAN0, CHAOMETPHAIIHH MPOMEHH B MaTKaTta M
HaMAaJIEHO TErjJ0 Ha MaTkata W AWYHMUUHWTE MPH KIWHHYHO 3HAYHMH HHBA HA CHCTEMHA E€KCMO3IMLIHA.
Edekts Bupxy MbXkus ¢epruauter ca Habaionasanu noa ¢opmara Ha TyOynapHa a

CEMEHHHTE MEXypueTa MpH MIa3MEHH HWBA HAa €KCTNO3MLMA 25 NMBbTH NO-BHCOK
eKCIO3ULIMA NPU XOpa.

[Tpu nanxose emOpHo-peTanHaTa CMBLPTHOCT € OMNa NpOSBEHA Karo CHrHHU(pHKA
Opos Ha xuBUTE deTycH, yBeaHueH Opo Ha pe3opbuuH, yBeHYEHA NOCTUMILIAHTY
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MbJaHa 3aryba Ha noToOMCTBOTO ApH 8 OT 28 OPEMEHHH XKEHCKH KHBOTHH NMPH I1a3MEHH HHBA Ha
eKCTNO3ULIMA 5,5 NbTH MO-BHCOKH OT CHCTEMHATa €KCno3vuMsa npH xopa. [Ipu 3allln HaManeHUeTo B
Ternata Ha GpeMeHHHUTEe MAaTKH M B Opod Ha KHUBHUTE GETYCH CE € Ob/DK&I HA YBEIH4eHUA Opoi Ha
pe3opOLMH, YBENHYEHAaTa NMOCTUMILTIAHTAUMOHHA 3aryba ¥ mbnHaTta 3aryba Ha rnotoMcTeoTo B 4 ot 6
bpeMeHHU KEHCKM XHUBOTHHM NPH TUIA3MEHH HUBA HA €KCNO3HUMA 3 MBbTH MO-roOJEeMH OT CHCTEMHATA
€KCMO3uLIMA NpU Xxopa. TpeTupaHe Ha MTbXOBE CHC CYHHTHHHO NO BpeMe Ha opraHoreHe3ara JoBeae 10
TepaToreHHu edekty npd > 5 mg/kg/neH, CLCTOAWM CE€ OT YBEAHYEHA MOABA HA CKEJIETHH
ManpopMaludd Ha U0/, XapakTepu3uMpaHd [J1aBHO KaTo 3aDaBeHO BKOCTEHABAHE Ha
rpbaAHHTE/TYMOATHHTE NPELAEHH U NMPOSBWIH CE€ MPH MJIAa3MEHHA HHBA HA €KCMO3HLHA 5,5 METH 10-
BHCOKH OT CHCTEMHATA €KCNO3KUMA Tipy Xopa. [lpn 3alud TepaTOreHHHTE €PEKTH ca C€ ChCTOANH OT
YBEJIMYEHA M0siBa HA LISNKA HA YCTHATA MPH MIa3MEHH HHBA HA EKCMIO3HUHNA NPHOAHUIUTENHO paBHH Ha
Te3u, HabnroJaBaH! B KIMHHKATA, a TaKa ChLUO Ha LENKa HA YCTHATA W LUENKa Ha HeOUETO MpH rnia3MeHH
HHUBA Ha €KCMO3UUHMA 2,7 NBTH NO-BUCOKH OT CUCTEMHATA €KCIO3HLNA [PH XOpa.

Cyuutunud (0,3, 1,0, 3,0 mg/kg/nHeBHO) € OUEHEH MPHA MPOYYBAHE BbPXY Mpe- U NOCTHATAIHOTO
pa3BdTHE Npu OpemMeHHH rubxoBe. HagnaeraneTo Ha Tersio npu Maitkara € OM10 HaMalIeHOo 10 BpEME Ha
OpeMeHHOCTTA M JakrauMAra npu > | mg/kg/aHeBHO, HO He € HabnodasaHa penpoayKTHBHA
TOKCHYHOCT 20 3 mg/kg/aHesHO (O4aKkBaHa ekcrno3dumsa > 2.3 et AUC npH NauneHTH, HA KOUTO €
npunarana [111/1). Hamaneno tersiio npu nokonenuero € HabaoaaBaHo nNpeaun M cnea oTOHBAHETO NpH
3 mg/kg/nneBHo. He e HabnopaBaHa TOKCHMYHOCT BBpXY passuTero npu | mg/kg/anesHo
(npubauzurenna ekcrioznuma > 0,9 nmbtt AUC npu naumnenTty, Ha kouTo € npunarada [1/1).

6. OAPMAINEBTHYHH JAHHHU
6.1 CuoHcbK HA NOMOLIHHTE BeHlecTBA

Kancyano cvowspicumo

Llenynosa, mukpoxkpucranta (E460)
Manuton (E421)

Kpockapmenosa HaTpHit

[Tosuaon (E1201)

Marue3ues creapat (E470b)

CyHntuHnb Mainad 12,5 mg TBbpAH KANCY/IH
Cwemae na kancyiama

YepaeH xeneseH okcua (E172)

TutanoB quokcun (E171)

AKenatuH

[Tewamno macmuno, 6510
Llennak

TuranoB auokcun (E171)
[Tponunenrnukon (E1520)

CyunutnHu® Maiaad 25 mg TBbPAM Kancyan
Cvcmae Ha kancyrama

Yepen xenesen okcua (E172)

YepreH xkenezed okcua (E172)

Kuat xkenesen okcun (E172)

TuraHoB guokcug (E171)

Xenatun

HHevamuo macmuio, 680
Hlennak
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Turanos nuokcua (E171)
[Iponunenraukon (E1520)

Cynurnnub Mahnan 50 mg Tebpau kancysu
Cwcmasg Ha kancyiama

Yepen xeneseH okcua (E172)

Uepsen xkeneseH okcna (E172)

HKvar xkenezed okcua (E172)

Turanos aquokcua (E171)

Xenarun

[levamuo macmuio, 610
LHlennax

TurarnoB avokcua (E171)
[Iponunenrnukon (E1520)

6.2 HecbBMECTHMOCTH

Henpunoxnmo

6.3 Cpok na roagHocr

4 roUHU

6.4 CoeunajHH yC,IOBHR HAa CbXpaHEHHE

To3u nekapcTBeH NPOAYKT HE H3HCKBA CMELIHA/IHH YCIIOBHA HA ChXPaHEHHE.

6.5 BuamchAbBpKAHHE HA ONAKOBKATA

KaproHena kytns ¢ Alumnium-OPA/Alw/PVC Giuctepn, coabpkalna 28 TBLpAM Kancyliu.
Kaprovesa kytHs ¢ Alumintum-OPA/AIWPVC nepdopupaHu ONUCTEPU C© €AUHUYHM [103M,
¢babpxKawa 28 x | TBbpAM KancyJiu.

KaproneHa kyTHa ¢ Aluminium-OPA/AIWPVC nepdopupann OauCTEpH ¢ €IHHHYHH J103M,
cbhabpkawa 30 x |1 TebpAU Kancynu.

KaproHeHa KyTusa ¢ OyTWIKH OT nonderunexn ¢ sucoka nabTHOCT (HDPE) ¢ noaunponunenosa (PP),
3ALIMTEHA OT AeUa 3anyllaiKa Ha BUHT, Chabpakawia 30 TBbpAN Kancyliu.

He BcHukH BHOOBE ONAKOBKK Morar Aa Obaar nycHaTy B npoaaxda.

6.6 ChnenvanHH NpeaNnasHH MEPKH NPUH HIXBLPASHE

HeusnoniaHrAT JECKAPCTBEH [IPOAYKT HIK OTINIAABYHHUTC MATCPHAIH OT HCTO T'pﬂﬁBH Ia CEC
U3XBBPJ/IAT B CHOTBECTCTBHUE C MECTHHUTE H3NCKBAHHA.

7. MMPUTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

Mylan Ireland Limited,
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate,
Dublin 13,

Upnanaus
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8. HOMEP(A) HA PAZPELIEHHETO 3A YIIOTPEBA
Cynuurunund Mainau 12,5 mg teupaun kancynu: 20190100

Cynurunund Mainaun 25 mg tevpau kancynu: 20190101
CyHuTHHUO Maiinan 50 mg Teuvpau kancynu: 20190102

9. JATA HA ITHPBO PA3ZPEIIABAHE/TMMOJHOBABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpeO paspewasane: 23 anpua 2019 r.
Jlata na nocneaHo nogHosssane: 13 ¢pespyapu 2024 r.

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

05/2024
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