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KPATKA XAPAKTEPHCTHKA HA IMPOTYKTA



AINBAHNTENHA ATEHUMA NO NEKAPCTBATA

Wi XapaKMepUCITIUKA HA MPOgYMa - IpuroKeHus §
Ky Pea. Ne ..o p D O S ettt
1. HUME HA JIEKAPCTBEHHA IMPO 86-//(7/’7/17//_!?’2(’;5.—]
! PRIPOWEHIE No . cirrrerssssssarssianl s ssssarsnrenes e
CyHHTMKOH 12,5 mg TRBP/M Kancynu i 16 -06- 2022
Cynurikon 50 mg TBBpOM KaICym Maofpemn 'l\fam,_/

Suniticon 12,5 mg capsules, hard
Suniticon 50 mg capsules, hard
2. KAUYECTBEH H KOJIMYECTBEH CBHCTAB

Besxa tBepaa kancyna chaspxa 12,5 mg win 50 mg cynutHaut (sunitinib).

TTOMOLIHO BEIIECTBO ¢ MIBSCTHO ACHCTRHE:
3a mBIHUA CMTHCEK HA MOMOLIHATE BELISCTRA BiDikTe To4Ka 6.1,

3. JIEKAPCTBEHA ®OPMA
Tsepna xancyna.

CynutukoH 12,5 mg ca TBBPAM %eNaTHHOBY KaIlCyIIH pasMep ,,4% ¢ OpaHkeBH Kanade U Tiio,
npunTYpaH ¢ 65710 MacTIO Haanuc ,,SB 12,5 1 ¢ 6ana MHMA Ha KaNCyTHOTO TANO,
CHABPKAM MPAHYJIH C XKBIT JO OPAHIKES LIBAT.

CynuTukod 50 mg ca TBBPRH KEAATHHOBY KaNICyNy pasMep ,,1% ¢ Kanaue K TAIO ¢ LBAT
Kapameji, TpUHTHPaH ¢ 61730 MacTHO Hajamuc ,,.SB 50 i ¢ Gwia TUKKA Ha KallCYIHOTO TANO,
CBIBPKAILH PAHYIH C XKBAT IO OPAHIKEB LBAT.

W neby

4. KIHHUYHHA JAHHW

4.1 TepaneBTHYHN NOKAIAHAA

lacTporuTecTUHaneH cTpoManel Tymop (GIST)

CyHHTHKOH € NOKa3aH 32 NEY¢HHETO Ha Heonepabuaen H/WIM METACTATHYCH 3I10KAYECTBEH
TaCTPOHHTECTHHAEH cTpoManeH Tymop (GIST) npu rB3pacTHY, Cllea HEYCHELIHO NEUCHHE C
UMaTHHNG, IOpaIH PE3UCTEHTHOCT HITH HETIOHOCHMOCT.

Meracratuuen 6u6peuno-kierbuen kapuunom (MRCC)

CydHTHKOH € MOKA3aH 33 JICUEHHETO HA HANPSIHAI/METACTATHYCH 6LOPeUHO-KIeTLYeH
kapuuHoM (MRCC) np snapactan,

HankpeaTyHy HeBPOeHXOKPUHHY TYMOpH (PNET)

CYHHTHKOH € IOKa3aH 3a JISUeHHE Ha HEOMepalHITHHU HM METaCTATHYHH, Jobpe
Au(epeHIMpann NaHKpeaTHIHH HeBPoeHIOKpHEHE Tymopu (pNET) nipu nporpecupane Ha
GonecTTa NpH BR3pACTHY.

4.2  Jlo3MpOBKA M HAYMH HA HPANOKERHE

Tepanusara che Cynntuxon Tpadea na Gblie npeanpuera ot jekap, KOATO WMa ONHT B
MIPWICKEHHETO HA MPOTHBOPAKOBHK NEKAPCTBEHH MIPOXYKTH.




ﬂOBHQOBKB

Ipu GIST B MRCC npenoprunrenuata nosa CyHuTHkoH € 50 mg, NpHEeMaHa MEepOpPATHO
BEIHBXK JHCBHO, B MPOALIDKEHHE HA 4 NOCNENORATETHN CEMHUM, TOCICABAHA OT 2-CeAMHYNA
naysa (cxema 4/2), 3a na ce ofXBaHe IThIIEH UUKDBJ OT 6 CEAMMULI,

Ipu pNET npentopsunreniata z03a CyHHTHKOH € 37,5 mg, IpHeMaHa NepopaiHo BEAHDK
AHeBHO 6e3 mepuo/ Ha MOYHEKA B CXEMATA.

Kopexyia na dozama

Kesonacnocm u nonocumocm

Hpu GIST u MRCC BB3 ocHOBa Ha MHIAMBMIAYaTHATA GE30MACHOCT M MOHOCHMOCT, MOXKE /ia
6n e MPHITOKEHO MOANGHIHPAHE HA A03aTa B CTHIKH OT 12,5 mg. JlnesHara fio3a ne TpaGea 1a
HalBuluaBa 75 mg, HUTO Aa 65A¢ HaMaaBaHa noa 25 mg.

Ilpu pNET B3 OCHOBA Ha HHAMBMAyanHaTa Ge3ONAcHOCT M TOHOCHMOCT MOXE fa Gbae
TIPAIOKEHO MoAMULHMpaKe HA [03aTa B CTHOKK OT 12,5 mg. MakcnManHara 11033, TpUIarada
no speme Ha pNET npoyusanerto da3sa 3, e 6una 50 mg auesHo.

IIpekscBaHHA B MPWIATAHETO MOraT Ja Ce HajloXaT BE3 OCHOBA Ha MHIMBHIYAIHATA
6e30M4CHOCT H MOHOCHMOCT.

CYP3A4 unxubumopu/undyxmopu

EnHorpeMEHHO TpHIOXKEHME HAa CYHHTMHHWE C MOLIHH uaaykropy nHa CYP3A4 karo
pudaMnHunH TpaGsa na ce naGarsa (BX. Touku 4.4 1 4.5), AKO TOBa He € BB3MOKHO, MOXE 1a
6b1e HeoBX0AMMO YBENHYEHNUE HA JI034Ta Ha CyHHTHRMO ¢he CTRIKHA oT 12,5 mg (no 87,5 mg na
aer npu GIST # MRCC unu 62,5 mg na nen npu pNET), BE3 OCHOBA Ha BHHMATEITHO
HabJIIOIEHHUE Ha TOHOCHMOCTTA.

EnmoBpemeHHO mNpuioxenve Ha CyHMHTHMHMS ¢ MomEH wEXuGuTopr Ha CYP3A4 karo
KeToKOHas0n TpsGRa na ce u3barea (B, TOukM 4.4 1 4.5). Ako TOBE He ¢ BL3IMOMKHO, MOXeE 14 €
HeobX0MMO HaMansBane Ha JA0IWTE HA CYHMTHHME 710 MMHMMyMa oT 37,5 mg AHEBHO TpH
GIST u MRCC wnu 25 mg Ha nen npu pNET, Bb3 OCHOB2 Ha BHMMATEIHO HaGMIOCHME Ha
NOHOCHMOCTTA.

Tpa6ra na ce nma npeasua n3bopa Ha PYT CHLABTCTBALL TEKAPCTREH IPOLYKT, KOHTO HAMA HITH
€ C MUHHMATHA ¢Noco0HOCT la WHIYHHpa WK MHXHOupa CYP3A4. ‘

CrHeunaniy nomyalm:

Heounampuuna nonyaayus

Besomacuoctra  epHxachocTTa Ha CYHHTHKOH NPy NALHeHTH oy 1 8-rogumina BB3pACT HE Ca
YCTAHOBSHH. ' ' :

HansunuTe NOHACTOSIEM aHHM ¢4 OIMCAHU B TOUKH 4.8, 5.1 1 5.2, Ho [Ipencpuia 3a
A03UPOBKATA HE MOXe Ja Oblie HanpaBeHa. '

Hayuenmu ¢ cmapuecka 6v3pacm
Oxos10 enHa TpeTa oT NALPEHTHTE B KTMHHYHMTE POYHBAHMIS, TIPUEMANH CYHMTHHHOG, ca Gunu
Ha 65 nan noseve roaunn. He ca ycTaHOBeHH 3HaUnMM pasnyavs 8 Ge3011aCHOCTTa M

e MKACHOCTTa MEAULY [TO-MAARH H 1T0-BB3PACTHH I1ALHEHTH.

Heprodpobro yspeacdane
He ce npenopbusa ananmipane Ha HayanHaTa 103a, KOTETO CYHHTHHUG ce npuiara
€ 1Iek0 A0 ymMepeHo uepHoapobuo yspexaane (Child-Pugh Knac A u B). Cyuuran
1poy4BaH npu uua o Texko (Child-Pugh Knac C) wepronpofuo yspexaane u 3a




TIPHITOXKEHUETO My ITPU NALMEHTH ¢ TE)KKO HepHOIPOGHO ynpexc,uaﬂe He MOJKe fia Gme
npenop'bqaﬂo (BXK. TOuKa 5.2).

bvbpeuno yepeatcdane

He ¢ Heo6xoaumo KOpUripane Ha HAYATHATA 1032, KOTATo C€ NIPHEMA CYHHTHHMG OT NALMEHTH
¢ 6u6peunc ypexiaHe (OT JISKO IO TEXKO) MITH ¢ TEPMHHATHA Gh6peuna HeaOCTATHUHOCT
(ESRD), xouto ca Ha xemoauanusa. [Tocnensaiuo KopurypaHe Ha ao3ata TpabBa na ce
OCHOBABa Ha MHOMBHAYAIHATA GE30MMACHOCT M MOHOCKMOCT (B, TOuKa 5.2).

Ha4yHH Ha mpuioxeH#ue
CynutnkoH e 3a epopaino npunoxenne. Toif MoXe 1a ce mpHeMa cb¢ win Gea xpaHa.

AKko ce niponycHe 1033, He G1Ba Ja ce 1aBa AOMBAHWTENIHA 1033 HA TalpeHTa. [lauHeHThT
TpAOBa Ja pHeMe oBuYaiiHATA TpeAnHcaHa 1033 HA CleBAILkA JEH.

4.3 IlporrBOonoKa3aHHm

CBpBXUyBCTBHTENHOCT KBM aKTHBHOTO BELIECTEO HJIM K'BM HAKOE OT IIOMOUIHHMTE BEIIECTRA,
H30poeHH B TouKa 6.1,

4.4 CreunaTHd OpeaynpekIeHRs B NPeANasHE MEPKY RpH yIoTpeba

EnHoBpeMeHHo npuiiokeHKe ¢ Mownn nHAykTopy Ha CYP3A4 Tpabea na ce W3Barsa, Thil kaTo
MOX€E 18 TOHKKH IU1a3MEHHTE KOHUEHTPALMH Ha CYHUTHRND (Bxk. Touku 4.2 1 4.5).

EnnoBpeMeHHO NPUIIOKEHHE ¢ MONIHH HHXHGUTOpH Ha CYP3A4 TpaOBa na ce H3GATRA, THi
KaTO MOXeE /1a MORMIIH [UTA3MEHHTE KOHLEHTPAUMK Ha CYHUTHHHO (BXK., TOUKH 4.2 1 4.5).

Hapymenus Ha koxaTa ¥ tThraHATE

[Nauuentrre TpaGpa na 6paT yBeIOMEHH, Ye MOXKE 14 C€ MOABH ASMUIMEHTALUA HA KOCATA U
KOKaTa NO BPEME Ha JICUCHHE CBC CYHHTHHRUO, JIpyry BE3MOXKHH JepMAaTONOrHYHH eeKTH
MOTaT Jia BKAIOYBAT CyXOTa, yneGeNsBaHe WM HATYKBaHE Ha KOXATa, MeXypHeTa WK oSpuBH
Mo [TaHUTE HA PhUETE M XOIH1aTa Ha KpaKara.

T'openocoyeHnTe peakuyu He ca GWIM KyMyTaTHEHY, 0GHKHOBeHO ca 61y oBpaTHMH A o6mo
B3€TO HE Ca JIOBE/H N0 NPeKpaTABaHe Ha JieYeHHeTo. JJoKTaBaHy ca Cyyal Ha IMOZAEpPMa -
TaHrpeHo3yM, OOHKHOBEHO 06 paTHMa cliejl IPEKpaTIBaHe Ha NpHeMa Ha CYHHTHHUG. Chobiasa
C€ 32 TEHKH KOMHH PEAKLIMH, BIIOYUTETHO CIIYYaH Ha epHTeMa MynThdopme (EM), cnyuan,
NpeAnonaraliv CHHApoM Ha Stevens-Johnson (SJS) ¥ Tokcu4Ha enuaepmanta kekponusa (TEN),
HAKOM OT KOHTO JIeTATHN. AKO HMa MPH3HALM WIH CHMITTOMM Ha CHHIpoM Ha Stevens-Johnson,
TEN nmm EM (nanp. nporpecHBeH koskeH 00PUR, €CTO CHIPOBOAEH C MEXYPH WIH THTABHYHH
JE3KM), IEYEHHETO ChC CYHHTHHMO TpsGBa fa ce BPeKpaTH. AKO IMArHO3aTa Ha CHHAPOM Ha
Stevens-Johnson unn TEN 6bae NOTBBPACHA, JieveHueTo e Busa Aa Ce 3anouBa OTHOBO. [1pH
HAKOM CNy4an Ha noao3vpana EM naipenTHTe ca MOHeCIM IOBTOPHO 3aO4BaHE HA JIEYCHUETO
ChC CYHHTHHHO MpH N0-HUCKA 1034, CITe/T OTIIYMSBAHE HA PEAKLMATA; HAKOH OT Te3H MALMEHTH
CBIIO TAKA €AHOBPEMEHHO €A NIOJIYYUIH JIEYCHHE ¢ KOPTHKOCTEPOH M MM AHTHXHCTAMHHMY (BK.
TouKa 4.8).

KpuBoninus u xbhpsene Ha TYMOpH

XeMoparuuHuTe CHOUTHSA, HAKOH OT KOMTO ¢a GIUi JIeTanHH, CLOGILEGHH IPH KIKHHYHKI

NPOYHBAHHA ChC CYHHTHHUG M TIO BpeMe Ha NOCTMAPKETHHIOROTO TpOC/eAdBaHe, C4 BKIIOYBAIM
KPBBOM3IMBY OT CTOMAIIHO-4PEBHHS TPAKT, PECIAPATOPHUA TPaKT, IMKOYHHTE ITHTHL
MO3BYHH KPHBOH3IHUEH (B, TOUKE 4.8). :

PyranHara oleHka Ha cbOHTHATA Ha XBpBeHe TpAOBA Ja BKTIOUBA IThITHA KPBBH
thu3nKaned npernen.
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Enucrakcuc e 6unia Haii-yecTaTa XeMOparHIHa HEENaHA peakums, KOATo e ChobIIeHa IpH
npu6nn3menﬂo NIOJIOBHHATA OT NMAUMEHTHTE CBC CONMIHH TYMOPH, KOMTO ¢4 HMAITH
XeMOpParuyHH CbOHTHA. Hakou oT ciyyante Ha eMUCTAKCHC €A GIIIM TEXKH, HO PAMIKO JICTAIHM.

Crobiuasa ce 3a ciryday Ha TyMOpHA XeMOParus, TIOHAKOTA CBLP3aHH C TYMOPHA HeKpOo3a, KATo
HAKOH OT T€3H XEMOParu4Hu ¢ChOMTHA ca OUIIK NEeTAIHH.

Kp:BOM3nuB OT TymMOpa Moxe 1a HaCTBIH BHE3aIHo M B cy4aii Ha GenofpofeH TyMop MoraT
Ja C€ MPOABAT KATO TEXKH W XHBOTO3aCTpalIABAIllH KPRROXpAUeHe MK Henojipoben
kpbROUITHE. [Ipy KIMHKMYHITE MPOYUBAHHA H IO BPEME HA [IOCTMAPKETHHIOBHA OITHT TIPH
NalKCHTH, IEKYBaHU ¢bC CyHHTHHMG 3a MRCC, GIST u GenonpoGeH KapuuuoM, ca
HabnrofaBanK ciy4ad Ha Genofpo6Ha XeMOparus, HAKOM OT KOMTO € J1eTaneH W3XO]I.
CynutukoH He e 0100peH 3a TIPHIOKEHHE TIpK NALHEHTH ¢ pak Ha GenTe npoGose.

[TaumneHTH, NOTYYABALIA €THOBPEMEHHO AHTHKOATYIaHTH (Harp. BapdapuH, aueHoKymapo),
MO3Kke 1a G'hAAT NpocieaaBaHK NEPHOJHYHO, Ype3 ITHJIHA KPbBHA KAPTHHA (TpOMGOIINTH),
dakTopr Ha KpEBoCchCHpBareTo (PT/INR) 1 dusukanes nper.en.

CroMamHo-4peBHH HAPYINEHHA
Huapua, raene/noBpelllane, kopeMHa 6011ka, JHCIIENCHA H CToMaTHT/6oaka B ycTaTa ca GHIH

Hal-4eCTO cLOOIABAHKTE CTOMALIIHO-YPCBHU HEXKENaHH peaKuuy; cbobLaBaT ce ChIo U
ciy4au Ha eso(barm (B)K Touka 4.8).

Honaspxaiiara rpwka pH CTOMAIIHO-PEBHUTE HEXENAHH PeakLMH, M3NCKBAIIH JCUeHHe,

MOXE Ja BKIIHOYBA JIEKAPCTBCHH NPOAYKTH IIPOTHB MOBPBILAHE, IPOTHB AHAPHA WIH aHTHALAIH. -

[1pu nmaimeHTH ¢ HHTPaabIOMMHAIIHM 3/10KAYECTBEHN 0OpasyBaHus, TEKYBAHH ChC CYHHTHHHO,

ca Cboﬁmem»i CCPHO3HH, IIOHAKOCra JICTATHHA CTOMALLIHO-YPEBHH YCOKHCHHA, BKIKOUHTEITHO S

CTOMALIIHO- YPEBHA Nephopaius.

XHIIEPTOHHA
Crobwaga ce 3a XMIIEPTOHMS, CBhP3aHA CBC CYHUTHHMG, BKITIOUMTEIHO TEKKA XHIIEPTOHMA

(>200 mmHg cucroano mnu 110 mmHg auacromHo kpeeHO Hansrase). [TaumenTure TpaGsa
13 ce M3C/Ie/IBAT 34 XMITEPTOHHS W Jla CE KOHTPOJIMPAT aJeKBaTHO. BpeMeHHO npekparsBane ce
TIPENOpPHYBA NPH NALKEHTH C TEXKKA XMIIEPTOHHSA, KOATO HE C& KOHTPOIMpa ¢ NPWIOKEHHe Ha
JIeKapcTBa.

JleueHneTo Moxe fa Objie MOAHOBEHO BEIHATA LIOM xuneprouuaTa ce KOHTpOJ‘IHpa 1o
NOAXOJAIL HAYHH (BXK. TOuKka 4.8).

XeMaTOOrMYHH HAPYIIEHHs

Hamanen abconroten 6poli HeyTpodunu H Hamaen Gpoli TpOMBOUMTH ca cLOOLIEHY KaTo
CBBP3AHH ChC CYHHTHHHG (Bk. Touka 4.8). I'opHiTe cu6uTHs He ca GIIH KyMYTaTHBHH,
obHkHOBeHO ca Gunm obpaTuMu ¥ o61Wo B3ETO He ¢a JI0BE/H 40 MPEKPATABAHE Ha JIeHCHHETO.
Huro eano oT Tean cxOUTHA B MpoyuBanus (a3a 3 He e GUIO NeTANHO, HO PEAKH JTETATHN
XeMaTOIOTHYHH CHOUTHA, BKIIOYHTENHO XEMOParki, CBbP3aHa ¢ TPOMBOLMTONEHNA 1
HeyTPONeHNYHH HHEKLIMH, ca CHOGIIEHH TIPH MOCTMAPKETUHIOBOTO HabmoaeHH e.

Kakrto npx paHuuTe, Taka U NpH N0-KECHUTE ETANM Ha JIEUEHHETO Cbe CYHUTHHHG e
Ha0noAaBaHa MoABa HA AHEMMSA.

ITbnHa KpbBHA KapTHHa TpaGBa Na ce HANpPaBH B HAYAIOTO HA BCEKH TEpaneBTHYEH
NAlMeHTH, 110/1YYaBallii IeUeHHE ChC CYHUTHHHO (BX. Touka 4.8).
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ChplieunH HapyINeHKs
CopieMHOCHAOBHTE CBOUTHA, BRITIOYHTEIHO ChpAeYHa HEJOCTATHYHOCT, KAPJAHOMHONATHA,

HaMalleHHA 1oJ] HopMaTa B ICBOKAMEpHATA (pakiifi Ha H3TJIaCKBAHE, MHOKAP/HT, MMOKAapHA
UCXeMHS H MUOKAPACH HHPAPKT, HAKOM OT KOKWTO NIETATHH, ¢a 6uny choOLIeHy IPH NIAIHeHTH,
NeKyBaHH Cbe CyRMTHHHO. Te3u JaHHH Npeamnonarar, 4e CyHHTHHHS MOBMILABA PHCKA OT
kapaxHomuonaTua. Ilpu nanreHTHTe He Ca MACHTUDHUMPAHH CneMPHIHE AOTTBIHHTETHH
PHCKOBH (HaKTOPH 3a CYBHTHHHMO-MHIYLHMpPaHa KapAHOMHONATHSA, OCBSH creuuuyHmus 3a
nexapcTBOTO edexT. M3nompatite BHUMATENHO CYHHTHHMG NpU NAUMEHTH, IPH KOUTO
CBINECTBYBA PHUCK WM MMaT aHaMHe3a 3a Takuea ¢bOuTus (BK. Touka 4.8).

OT BCHYKH KJIMHMYHH NPOYYBAHUA ChC CYHHTHHHMG ca GWIM W3KIIOUBAHH MALIMEHTH, KOUTG 12
Meceria IPEAH MPHIToKEHHETo Ha CYHHTHHHO ca NOKa3anH chOUTHA OT CTpaHa Ha ChPLETO KaTo
MHOKapZieH HHPapKT (BKIIOUMTETHO TeKKa/HecTabIHA aHTrHHA NEKTOPHC),
KopoHapen/nieprdeper aprepuanes Gafimac rpadT, CHMITOMATHYHA 3aCTONHA CHPAGHHA
HepocTaTh4HOCT (3CH), MO3BYHO-CBHIOB HHLMACHT WIK IPEXOJHO HAPYIICHUE HA MOZBYHOTO
KppROOGpamIeHHe HiH GenonpoGHa embonus. He e H3BCCTHO JaMlH MALHEHTHTE C Te3H
CBITBTCTBALIM CHCTOAHUS MOTAT 44 Ca ¢ NOBHMIUEH PHCK OT Pa3BUTHE Ha 3aBHCHMA OT CYHHTHHHO
JeBGKaMepHa JUCHYHKIUA.

Jlekapure ce CEBETRAT 14 NPEUEHAT TO3H PHCK CHIPAMO BB3MOXHHTE [ON3H OT CYHUTHHUD.
Hokaro npuemar CyHUTHHHOG, MaLMeHTHTe TPAGBA BHHMATENHO 12 e NPOC/IeIABAT 38 KIWHUIHH
mpu3Hauy i cumMinToMu Ha 3CH, ocobeno nalHeHTHTE ¢ KapAHONOTHYHH PHCKOBY dakTopH
W/HIH aHaMHesa Ha 3a6onaBaHe Ha KopouapHuTe aprepud. [lpy nauuesTy, npueMaly
CYHHTHRHO, Tpa6ba fa ce nMa npeaeug ouexxa Ha JIKOH B HAYan0To M NEPUOVHHO CNEl TORA.
[pu nanuentu 6e3 xapHONOrHIHY PHCKOBH tbamopu B HAYATIOTO TpsGea fia Ce Hampasy
OUEHKa Ha QpaKkuHATa Ha H3TIACKBAHe.

Tlpu nanyure na wisAr4HKE nposey Ha 3CH ce nmpenopbysa na ce NPexpaT CYHHTHHUE,
IlpnemsT Ha cyHuTuHuﬁ Tpabsa Ja ce NpeKBCHE BPEMEHHO M/WIM J03aTa [1a C& HAMAITH IIPH
nauxeHTH €3 KIMHIIHO nokasatencrso 3a 3CH, Ho ¢ gpakids Ha u3Tnackeane <50% u >20%
nmoa HBXO,IIHOTO HHEO.

Yaenkapane Ha QT-unrepeana

[lpH nauvenTy ¢ eKCO3UUMA Ha CYBUTHHHG ca Habmonarany yasmkasase Ha QT-uHTephana u
Torsade de pointes. Y abmxaBatero Ha QT-HHTepBaNa MOXKE 12 J0BEAE A0 yBenmeH PHCK OT
KAMEPHH BPUTMHH, BKITIOUHTETHO Torsade de pomtes

Cynursnu6 Tpabea fa ce M3NMON3BA C NOBMIIEHO BHUMAKHE NPY MALMEHTH ¢ M3BECTHA aHAMHE3a
3a yawokapane Ha QT-HHTepBana, naunenTH, NpHEMAallH AHTHAPHTMUYHY TEKApCTBa HITH
TEKApCTBEHH NPOYKTH, KOHTO MOTAT Ja yabnkasar QT-uHTeppana, Wid NALHEHTH Che

CHOTBETHO MpeIIUECTBALIO CHPACUHO 3a00MaBaHe, Gpanvkapans WK eNEKTPOTUTHH HAPYILICHAMS.

EHOBPeMEHHOTO IIPUIOKEHNE HA CYHRTHHHE ¢ MomHK wHXKOWTOpH HAa CYP3 A4 Tpabsa aa ce
OrpaHvyM NOPaAX BE3MOXKHOTO MOBHIIEHHE HA TUIA3MEHUTE KOHLICHTPALKK Ha CYHHTHHHG (BIK.
ToukH 4.2, 4.5 u 4.8).

Cayyay Ha BeHO3HA TpoMbBoeMBonHs
CoOutns Ha BeHo3Ha TpoMG0oeMOOIIHs, CBLP3aHH C JIEYEHHETO, €a CHOOMICHH HPH NallHEeHTH,

KOMTO ¢a NPHEMai CYHUTHHUO, BITTIOUHTETHO IhI60Ka BeHo3Ha TpoMbo3a 1 GeioapobHa
emBonus (Bx. Touka 4.8). Cnyuau na Genoapobua emMBonus ¢ TeTATEH H3XOR ca Habmoyasany
110 BpeME HA NOCTMAPKETHHIOBHA MEPHO Ha HallioAcHHE.

AptepHanHu TpomGoemEonuuy cpGHTHE
Ilpn naumeHTH; AEKYRAHH ChC CYHHTHHHOG, ca ChoBuwasany cllyuau Ha apTepHATHH
Tpomboembonuanu chbutis (ATC), nousaxora netanuy. Hai-uecTure ChOMTHA B
MO3BYHO-CBA0BH HHUMASHTH, fIpexoaHa HCXEeMHYHA aTaka ¥ MO3LYCH BHCYIT. P
daxrops, cespiann ¢ ATC, B JONBIHEHHE KbM FOLTEXALIO JTOKAYECTREHO 32
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BB3pacT =65 FOI(HHH BKSTIOYBAT XHNEPTOHHA, 3axapeH Auabetr u npe,uunmo TpomboeMGoaHYHO
3aﬁommane ‘

AHEBPHWIMH M apTepHAllHy IHCCKALHHE

Hsnonssatero na mHxubutopu Ha muT4 Ha VEGF npu maumenTH ebe wiiv 663 XumepTonms
MOXe J1a NOAINOMorHe 06pasyBaHeTO Ha aHEBPH3MH W/WIIH apTepHanHi Aucexaunn. [Tpeau
3ar04BAHETO Ha JIeUeHHe CbC CYHUTHHHO, TpAORA BHUMATENHO A2 CE IPELEHH TO3M PHCK MPH
MalMeHTH ¢ PUCKOBH aKTOPH, KATO XHMITEPTOHMS HITH aHAMHE3A 33 AHEBPH3MA.

Tpombornyna Muxpoarruonarus (TMA)

IIpy nossara Ha XeMONMTHYHA aHEMUS, TPOMGOLMTONIEHHS, YMOpa, QIyKTynpama
HEBPOJIOrHYHA CHMIITOMATHKA, GBOpeHHO YRpeKAaHe M TPecKa, ¢ HeobX0oaUMo aa ce obMucan
TMA kato auarHosa, BKIOYHTENHO TPOMEOTHUHE TPOMGOLKTONEHAHA TypIypa (TTI)
XEMOHTHYHO-ypeMHU4eH cHHApoM {XYC), nonsikora pogelm 1o §s0peuHa HeA0CTATEHHOCT
WIIH JIeTaneH u3Xod. Tepanuara cbe cynuTHHHG Tpabea ga Gbae NpekpaTeHa NpH HalHEHTH,
KkouTo pa3enaT TMA, u e neofixoaumo csoeppemeriHo Tedenue. HabnonasaHo e oTiymaBane
Ha cumTomutre Ha TMA cren npekpataeane Ha JedeHHeTo (BK. TOuKa 4.8).

Tupeonnna nuc us

[Ipenoprusa ce HavanHo MafopaTtopHo H3ceaBane Ha (hyHKIMATA Ha WMTOBMAHATA %UTE3a TIPH
BCHYKH MALMEHTH. [lalMeHTHTe ¢ aHAMHe3a 33 XHIIOTUPEOHAMIBM MM XHITEPTHPEOUIHIBM
TpaOBa aa 6baaT eKyBaHH COpe/ CTAHAAPTHATA MEIMLIMECKA NPaKTHXA MPEIH HAYAI0TO Ha
neveHneTo cbe CYHUTUHNG. Tlo BpeMe Ha NeueHne Che CyHHTHENG, TpAGBA a Ce H3RLPIIRA
PYTHHHO TIpOCneAsBaHe Ha THpEoUuaHaTa QYHKIMA Ha BOEKH 3 Mecena. B qomsaueHue
nauHeHTHTE TpAGBa fa 6aaT uaboaaBaHH BHUMATETHO 38 NPU3HALH H CHMITTOMH Ha
THPEOHRHA AHCPYHKLUHA 10 BPEME Ha JISYEHHETO ¥ Ha TIALIMEHTHTE, TIPOSBWIH TIPH3HAIA W/WIH
CHMNTOMH, HACOYBAIIM KbM THpeoMaHa AucYHKINS, TpAOBA fia ce Hanpas# na6oparopuo
u3C/iefiBaHe Ha QyHKIMATA Ha LIMTOBM/HATA JKJI€3a N0 KJIMHUYHK nokasarus. ITanuenTure,
KOMTO pasRMAT THpeoHaHa AMChYHKLMA, Tps63a aa Geaat NexysaHd criopell CTaHIapTHATA
MEAMLIMHCKA MTPAKTHKA.

e B

g

XHnoTHpeonau3sM ¢ HaGMMIOIaBaH B HAUATIOTO, KAKTO ¥ B TIO-KbCHHTE ETAIK Ha JICYEHHETO Che
CYHUTHHUG (B)l{ TOYKa 4. 8) :

Ilanxpeatur
[ToBHmenua B aKTHBHOCTTA Ha CEpYMHATA JIMIIA34 Y AMHJIa3a ¢a HaBnOAaBaHK MPH MALMEHTH ¢

Pa3nHYHN CONMHIHA TYMOPH, KOHTO C8 TIONY4aBATH CYHHTHHHO, [TOBHITEHUATA B AKTHBHOCTTA
Ha JIMTa3aTa [p¥ JIHUA C Pa3sIHUHK CONHAHN TYMOPH ca OHIH IIPEXOIHH H 0OMKHOBEHO He ca
Gunu NpUAPYKEHH OT NPH3HALI WIK CHMITTOMH HA NAHKPEATHT (B3K. Touka 4.8).

ChobuieHH ca cilyHaH Ha CepHO3HY MTAHKPEATHYHE CHOMTHI, HAKOH C TeTateH H3Xod, AKO ¢a
HAJIHLE CHMITTOMH Ha TIAHKPEATHT, TepartHATa ChC CYHHTHHHD Tpa6Ba J1a ce NpeycTaHOBH, 8 Ha
NAIMEHTHTE A2 €€ OCUIYDPH TTOAXO0ASII0 NOABPXKAIND JIeUCHHKE,

XenaTOTOKGPI‘-IHOCT

1lpu nanpeHTH, NekyBaHu Cb¢ CYHUTHHHG, ce HAaGMONaBa XeNaTOTOKCHYHOCT. CilyHan Ha
uepHOAPOGHA HeOCTATEHHOCT, OHAKOra C JIeTANeH U3Xod, ¢4 Habmoaasauu npn <1% ot
NaUMEHTUTE CHC CONH/IHU TYMOPH, NeKYBaHH CBC CYHHTHHKG. HeoBxoquMo e MOHMTOpHpaHe Ha
4epHOAPOSHUTE (YHKUKOHAIHN NOKa3aTeNH (aaHHH amuaoTpaHcdepasa (AJIAT), aciaprar
Tpancamuuasa (ACT), uura Ha OHIHpYGHH) Crie] 3a104BaHE Ha JIEHEHHETO, N0 BPEME Ha

NPHIOKAT MOAXOMANIH NOUTEPKAIIK MEPKH (BK. TOuKa 4.8).



by6peuna dyHxkims : -
Croburasa ce 3a cmy4an Ha GEOpeUHO yBpesklane, GrOpeuHa HEAOCTATHUHOCT W/HIM OCTPa
61OpeuHa HEAOCTATBYHOCT, B HAKOM CIIYUYaH C JeTAIEH U3X0A (BX. Touka 4.8).

PuckoBure daxropy, cebp3any ¢ GB6peuHo YBpexk1aHe/HeJ0CTaTLUHOCT, TIPH MALHEHTH,
NpHeMalli CYHHTWHHO, BKIOYBAT B JOMNBIHEHHe KbM nonexaml RCC, nanpexasana ps3pacr,
3axapes aHabeT, nonexalio GE0petHo yBpexkaane, ChpacHHa HEAOCTATHHHOCT, XHIEPTOHMS,
CeNCHC, AEXHAPATAIHA/XUIIOBONIEMHA H pabaoMHOonH3a.

BezonacHocTTa Ha HENPEeKBCHATO ICUEHHE CBC CyHHTHHHG NpH NAaNMeHTH € YMEPEHA N0 TEXKa
NPOTEHMHYPHUA HE € CHCTEMAaTHYHO OlICeHEHA.

Crobmenn ca ciry4as Ha MPOTEHHYPHA ¥ PelKH Cy4ad Ha HedpoTHueH cHHIpoM. [penoprura
€e M3XOJIHO M3C/Ie[{BAHE HA YPHHATA, KaTo NauMeHTHTe TpA6Ra na OpaT Haliozapany 3a
PA3BHTHE MIIH BJIOLIABAHE HA [IPOTEHHYPHATA.

[TpremBbT Ha CyHNTHHHG C€ NpeyCTaHOBABA NPH NAUHEHTH ¢ HEQPPOTHHEH CUHAPOM.

Pucryna
Axo HacTenH 00pasyBane Ha (HCTYNa, TEYSHHETO Che CyHUTHRUG Tpabra Aa 6Bae NpexscHaTO.

FiMa orpanuvena HHGOPMALMS OTHOCHO NMPOTLbKUTeNHaTa ynotpe6a Ha CYHMTHHHO rpu
TIALIMEHTH ¢ UCTYNH (BXK. TOUKA 4.8).

HapyeHo 3a3npaBisaHe Ha paHN
[lo Bpeme Ha nedeHNeTO CHe CYHHTHHMG ce choBIaBaT cydan Ha HapyUIeHO 3a3/paBsBsaHe HA

pamm.

He ca npoBexaHH OQHIHATHN KITHHHYHH F3IHTBAHNUS 33 eheKTa HA CYHHTHHUO REPXY
3a37paBABAHETO HA PAHMKTE,

BpemeHHO ciHpaHe Ha JIEYEHHETO Che CYHUTHHUG C IPeNophYBa NPH ALIMEHTH, TIOLIONKEHH
Ha roneMu XMPYPru4HU MHTEPBEHLUMH, OT ChoOpakeHua 2a GesonacHoct. FiMa orpanuaen
KIMHUYEH OTIMT 110 OTHOWIEHHE HA BPEMETO 32 Bb300HOBABAHE HA TEpANHATA CIIE] TONAMA
XUPYprUvHa UHTEepBeHIMA. PetieHueTo na ce Bh30OHOBH JIEYEHHETO ¢hC CYHHTHHMO Cren
TONAMA XHPYPruYHa MHTEePBEHIHA TpsibBa a ce Ga3upa Ha KWIMHHUKATA OIEHKA Ha
Bb3CTAHOBABAHETO OT OTIEpPalIMATA.

OcTeoHEKpO3a Ha YEIOCTTa

Crobimaga ce 3a CTyyaM Ha OCTEOHEKPO3a Ha YEIIOCTTA TIPH NALMEHTH, JIEKYBaHH ChC
Cynurukon. [oBedeTo cnyyan ca choGIEH: IPH MALHEHTH, KOUTO ¢a IOy JHITH
TPEMILIECTRANO WM CENBTCTRAILO Je4eHHE C MHTPABEHO3HO NpHIIaraHu Gndocdonary, npy
KOHTO OCT@OHEKPO3aTa Ha 4eJlIoCTTa ¢ MAeHTHdMIMpaH puck. TpaGea Aa ce NOAX0XKIa ¢
BHUMaHHUE, koraro CYHUTHKOH M HHTPaBeHO3HO Npuiaraid GudochonaTu ce npunarar
€JHOBPEMEHHO MJIH [TOCIE0BATENHO,

HMHBasHBHUTE AEHTATHH MPONCAYPH CHUIO NPSACTABNABAT HACHTHOUINPAH PHCKOB haxTop.
Hpenn na ce zanoue nevenne che CynnTHKOH Tp#0Ba 1a ce MMa NPEeABHI JIEHTAICH IIPEriies 1
noAXoASUIM NpeBaHTHBHHU MCPKH. an NAaLHCHTH, IPHEMAITH HITH BCe OIE npuemMaiinu
GugochonaT 32 UHTPABEHOIHO IPHIIOKCHIE, KHBASUBHHTE AEHTAHM MPOLEAYPH TpaGBa IpH
BB3MOKHOCT Aa ce m30arBar (Bx. Touka 4.8).

CRpPBXUYBCTBHTEHOCT/AHIHORAEM
AKO HACTBIH aHI'HOEIEM BCNEACTBHE HA CBPRXUYBCTBUTEHOCT, IEHEHUETO CLC

TpAOBa na 6B/ IPEKBCHATO K /A CE OKAKE CTAHAAPTHA MEAKUHHCKA TOMOII {




I'spuone
B kAHHUYHW MpOY4YBaKHA HA CYHHTHHHG 1 [PH TOCTMAPKETHRIGBOTO HAGIOACHHE HMa

cbOGIleHus 32 MOTy4araHe Ha rbpuoBe. [TalMeHTH ¢ TEPUOBE M MPH3HALW/CHMITTOMH,
OTroBapALIM Ha CHHAPOM Ha oBparuMa 3anua nepkoeHuedanonarus (RPLS), karo xuneprouus,
riasofonse, HaManeHo BHUMAHHE, TPOMEHEHH YMCTBEHH (YHKIIMHM U 3aTY5a Ha 3PeHNMETO,
BKIIOYHTENHO KOPOBa CJIeTIoTa, Tpabea Aa 61aT KOHTPOIUPAHH Ypes MEIHLIMHCKH CPeICTBa,
BIUTIOUMTEIIHO KOHTPOJT HA XHINEPTOHKATA. [IpenopruBa c& BpeMeHHO NIPEKHCBAHE HA JIEHEHUETO
CBC CYHHTHHHG; clie/t BE3CTAHOBABAHETO IEHEHHETO MOXe 1a Ghae MOJHOBEHO 110 pPelieHHE Ha
NeKyBail#s ekap (BxK, Touka 4.8).

CunnpoM Ha TymopeH pasnan (CTP)

Cnyuau #a CTP, HAKOM OT KOWTO NETAJIHH, ca HaGMOasauH PAIKO MO BPEME Ha KITHHHYHHTE
H3NHTBAHHA W TIPH NOCTMAPKETHHIOBOTO HAOMIOJeHHE NIPH TIALIMEHTH, JICKYBAHH ChC
cyHHUTHHHES. PuckosuTe akTopy 3a CTP BK/TIOUBAT roIAMa Maca Ha TyMODa, MpeAwecTsaia
XpoHH4HA GuOpedHa HEOCTATEUHOCT, ONUIYPHS, ASXHAPATALINA, XMIIOTOHHS | K¥CEa YPUHA.
Teau nauuenTy Tpa6Ba CTPHKTHO A4 Ce MPOCAEAABAT H 14 C€ NEKYBAT CIIOPEN KIHHHUHHTE
TIOKA3aHHA, KaTo TpAdea 11a ce OOMHCIH M npo¢)maxmqna XHIOpaTanus.

Hudekmn

Hma cvobmenus 3a cepuosHy MHQEKLUMH, ChC WM Ge3 HEYTPONEeHHa, BRITHUYUTENHO U HIKOH ¢

neraneH Kpai. C1obILara ce 32 HEYeCTH CIIy4aH Ha HEKPOTH3HPAIL (PACLIMMT, BKSIIOYHTENIHO Ha
TICPHHCYMa, TOHAKOTa ¢ eTaneH u3xon (BxK. Touka 4.8).

Tlpy DauMeHTH, KOMTO Pa3BHAT HEKPOTH3HPALL QACIIHHT, IEHEHHETO ChC CyHHTHHUG Tpabra fa
CE NPEKPATH 1 CROEBPEMEHHO Tpa0Ba 1a Ce 3anoune NoIXoAAuwo JedeHHEe.

XRNOrnuKeMus _
Tlo Bpeme Ha NeveHneTo Che CYHHTHHHD e CHOGIIABA 32 NOHIDKABAHE HA MIKOKO3aTA B KPHETA, .
B HAKOM CNTy4aH ¢ KIMHU4HA CHMITOMATHKA W HANAralld XOCIMTAIM3ALMA TI0pajn 3aryba Ha
Cch3Hauue. B ciyuail Ha CUMITTOMATHYHA XHNIOTTHKEMHA, IPHEMBT Ha CyHUTHHMG TpaGRra 1a

6Ba1e BpeMeHHO Npekpare, [VIIOKO3HHUTE HYBA B KPbETA TPAORA 1a 6BIAT NPOCIEAABAHH

PETYNAPHO NpH MaruesTy ¢ Analer, 3a Ja ce OLeHH AATH JO3UpPOBKATA Ha aHTHAWabeTHUTE
NeKapCTBCHH NPOAYKTH TPAOBa 1a Ce KOPUIHpa, 3 Ja ce HAMAIH PUCKET OT XMIIONTHKEMU (BK.
Touka 4.8).

4.5 BsaumopeilicTBHe ¢ ApYTH JIeKAPCTBERH NPOAYKTH 1 APYTH $popmu na
Bsanuonenc'mne

IIpoyBaHus Ha B3aHMONEHCTBHATA Ca TIPOBEKIAHN CAMO [IPH Bh3PACTHM.

HeKaDCTBCHH NPoOgYKTH, KOWTO MOIaT 3 NOBHINAT JiadMEHUTE KOHLEHTDAIIMY Ha CY_HPITHHPI6

Egpexm na uuxuﬁumopu na CYP3A4

Tlpu 3npasy 106pOBONLN, ¢AHOBPEMEHHO MPHIOIKEHHE HA EAHOKPATHA /1033 CYHHTHHUG ¢
mowHug HHXHOUTOP Ha CYP3 A4 KkeTOKOHA30I € ZOBENO 4O MTOBHINEHHE B CTORHOCTHTE Ha
obmata [cyHHTHHHO + OCHOBCH MeTaBONUT] MakcuManHa koHUEeHTpanus (Cya,) ¥ Nyomra nox
kpuBata (AUC.,), choTBeTHO ¢ 49% U 51%.

Hpunoxennero na cynnTHHNG ¢ MotHM nxubuTopy na CYP3A4 (sanp. puronasup,
MTPaKOHa30J1, ePHTPOMULMH, KIAPHTPOMHULMH, COK OT rpeindpyT) MOKE Aa IIOBHIIIN
KOHUEHTPAIMHTE Ha CYHHTHHME,

Cnenosare:THO, koMOBHHpaHeTo ¢ WHxuGHTOpH Ha CYP3A4 creara na ce 136
0bebu nabopa Ha ApYr CHITKTCTBALL JIEKAPCTBEH NPOYKT, KOHTO HAMA HITH €
noTeHuMan 3a iixubupane Ha CYP3 A4,



AKO TOBa HE & Bh3MOXKHO, MOKE JIa € HeO6X0IMMO HaMaIsBaHe Ha f03aTa HA CYHHTHKOH O
mubHMYM oT 37,5 mg aresno npn GIST 1 MRCC wma 25 mg anesHo npu pNET, Bb3 ocHOBa Ha
BHMMATENTHO HabMoAeHUEe Ha IOHOCUMOCTTA (B, TodKa 4.2).

Egpexm na unxubumopu na BCRP (npomeun na pesucmenmuocm va pax na 2epoama (Breast
Cancer Resistance Protein)

CrInecTRyBAT OFpAHWYEHH KIMHKYHHA JAHHW 32 RB3aMMOACHCTRHETO MEXIY CYHHTHHHO H
HHxuGHropu na BCRP # 3a10B2 He MOxe Ia Ohle H3KTIOUEHA BB3MOXKHOCT 33 B3aMOJICHCTRIHE
MesKTy CYHUTHHUO U Apyru uaxuburopu Ha BCRP (k. Towka 5.2).

JlexapcTBeHH NPOAYKTH, KOMTO MOTAT 13 TIOHFIKAT TLIA3MEHHTE KOHIIEHTPALIWH Ha C!_HHTHHHﬁ

Egexm na undyxmopu na CYP3A4

Ipu 3apasn 706poBOILIM, €IHOBPEMEHHOTO PHIOKEHHE Ha SAHOKPATHA A03a CYHATHHHG ¢
moilHust HHaykrop Ha CYP3A4 pudammun e Joseno 1o HaManeHue B CTORHOCTUTE Ha ob1uaTa
[cynuTHHUO + ocHOBEH METAGOMUT] Cprox M AUC.«, chOTBETHO ¢ 23% U 46%.

[TpunoxenneTo Ha CYHHTHHKO ¢ MOuHH nuykropn Ha CYP3A4 (Hanp. AeKCaMeTa3oH,
benuronn, kapbamazenuy, pudamnuH, peHoGapOHTaT WITH PACTHTEIHH MPOAYKTH, ChXbpPKalH
#HaT Kanrapios (Hypericum perforatum)) Moxe na MOHMWKH KOHLUEHTPALMATE Ha CYHUTHHUO.
Cnenosarento, koM6iHHpaHeTo ¢ HHaykropu Ha CYP3 A4 tpapa na ce i3bsrea unu fa ce
06¢ran n26opa Ha APYT CHITLTCTRALL JISKAPCTREH NPOAYKT, KOUTO HAMSE HIH € C MEHHMAJIEH
noteHuxan 3a wunyupane Ha CYP3A4. Ako ToBa He € RBIMOXHO, MOXKE 12 € HeOOX0JHMO
yBenM4asaHe Ha Ao3ara Ha CYHHTHKOH Che cTHIKE OT 12,5 mg (10 87,5 mg wa geH 3a GIST u
MRCC unm 62,5 mg nresHo 3a pNET) 853 ocHOBa Ha BHHMATETHO HaGioneHe Ha
NIOHOCHMOCTTA (BX. TOuKa 4.2).

4.6 @epruaurer, GpeMEHHOCT U KbPMeHe

Koumpayenyun npu Moxce u acenu
XKenu ¢ nereponen NOTCHUMAN TPAGBA Na OBbAAT NOCKBETBAHH 4 HANON3BAT e(pexTHEHA

KOHTpaLIEHIlHE H jaace npemlasBaT oT 3a6peMeHaBaue, JOKaTo ¢e J’ICK}’BaT CEC CYHHTHKOH

BpemeHHocT

Hsma npoyvisanua Mpu GpeMEeHAH MeHY, HANON3BalIH cyHUTHRAD, [IpoyyuBaHuaTa npu

KHBOTHH Ca NOKA3ANH penpD,HyKTHBHa Toxcmnoc'r, BKJIIOUMTENHO MangopMaLuy Ha nuona (Bx.
TouKa 5.3).

CYHBUTHKOH He -TpﬂGBa Jia Ce M3TIoN3RA 110 BpeMe Ha OPEMEHHOCT UM [IPH XKeHH, KOHTO He
H3NOM3BAT ehEKTHBHA KOHTPALICIHS, OCBEH aKO BH3MOXHATA [0OJ13a HE OMNpasiaBa
DOTEHLMATHMA pHCK 33 deTyca. Ako CYRHTHKOH ¢ H3TION3Ra 10 BpeMe Ha GpeMEHHOCT WM axo
nauMenTKaTa 3abpemMeHee, 10KaTo ¢ Ha Jederne cbe CYHUTHKOH, TO T4 TpA6Ea fa 6bae
YBEAOMEHA OTHOCHO BBE3MOXHHSA PHCK 34 ILT0/IA.

KepmeHe
CyHuTHnpO By seroBrte MeTa0OHTH ¢ eXCKPETHPAT B MIAKOTO Ha ruthxose. Hee

M3BECTHO JATH CYHHTHHHO WIH OCHOBHHAT MY aKTHBeH MeTADONTUT Ce eKCKPETHPAT B KBPMATA,
To#l Kato aKTUBHHMTE BEIIECTRA 4ECTO CE UIMTBUYBAT B KbPMATA # IOPaiH BHIMOXKHOCTTA 32
CEPHO3HH HEKeIAHH PeaKIMA Y m;pMa%Ta AEHUTe He TpA(Ba Ja KEPMAT, I0KATO NpHeMaT
CYHHTHKOH.

QepruanTer
B3 0cHOBS Ha HEWIHHHYHH HaXOAKH MBEXKHUAT Y 5KeHCKHUAT QePTUIUTET MoTaT

M3JI03KEHH Ha PHCK TIPH I€HEHHe ChC CYHUTHHUG (BXK. Todka 5.3).
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4.7 EdexTtn BBpXy cnocobuoctra 3 mb@upane 4 pafoTa ¢ MAMHEAK

CyHuTHKOH NOSIHARA B MallKa CTeNeH CMocoBHOCTTA 22 wodupane i paboTa ¢ MalgHHH.
MaupenTuTe cnefea Aa 6BaT yBeaoMerH, Ye MOXKe 2 NOYYBCTBAT 3aMaiiBaHe 1o BpeMe Ha
JIEYEHHE CHC CYHHTHHED.

4.8 Hexenany TeKapCTBeHH DeaKIHA

Peziome na npoghura na Bespnacuocm

Haii-ceproannTe HexeTaHH PEaKiUH, CBbP3aHH ChC CYHMTHHHO, HIXOM OT KOHTO JIETANIHM, ¢4
6p6pedHa HEAOCTATHUHOCT, CHPAEHHA HENOCTATHUHOCT, GenompodeH eMGOTHIbLM,
T4CTPOMHTECTHHANTHA NepOPALMS M XEMOPAriH (Hanp. Ha AMXATETHHTE [THTHING,
TACTPOHRTECTHHAIHY, TYMOPHH, HA JIMKOYHHTE ITETHINA U MO3BYHM XeMoparuy), Haii-secture
HEXeNaHH peakLHu OT KOSTO U ja € creneH (nposeenyd npy nanuenture 8 RCC, GIST n pNET
PeTHCTPRUHOHHH H3THTBAHKS) BKTIOYRAT HAMANIEH AfleTHT, BKYCOBM HApYIUEHWS, XUIIEPTOHHS,
YMOpa, TraCTPOHHTECTHHAIHY HAPYIICHUA (KATO AHAPHUA, MaACHE, CTOMATHT, JHCTIENCHA U
MOBPBILAHE), TPOMAHA B L{BETA HA KOXKATA U CHHAPOM Ha NAaAMapO-TIAHTAPHA
CPUTPOAM3eCcTe3UA. Te3u CUMNTOMM MOraT fIa OTc.1abHaT B X0A2 Ha AeyenHero. I1o Bpeme Ha
TEYCHHETO MOXE Ja C& PA3BHE XMNIOTHPEOUAHIEM. XeMaTOIONHIHWTE Hapyenus (Hanp.
HeYTPOTIEHHA, TPOMOOLMTONEHHA N aHeMHH ) ca cpe. Hall-4eCTHTS HEXKENaHH JIEKAPCTBEHH
PEAKLIHH.

Jleranuute CHOHTUA, pa3nMyUHK OT Te3H, H30POEHH B TOUKA 4.4 0-rope Wik B Toyka 4,8 no-

Dony, 3a KOUTO € OUNo CHHTAHO, Y€ € BBIMOXHO [ Ca CBBP3aHH CbC CYHHTHHHD, BKTIOYBAT
NOJHOPTAHHA HEIOCTATHYHOCT, AMCEMHHHPAHA BETPECHAORA KOAr'yalus, NepUTOHeAIEH
KpbBOM3NHB, HANOBOpEUHa HENOCTATEYHOCT, IIHEBMOTOPAKC, WIOK H BHE3AITHA CMLPT. ;

Tabruyno npedcmasane na Hexceranume iexapcmeesu Peaxkyuy

Hesxenanu peaxumu, kouto ca 6uin crobueny nps 7 115 naumentn ¢ GIST, MRCC u pNET, B
Ha60p 0T cOOPHM JIAHHH, €& OITHCAHH I10-AO0NTY N0 CUCTEMO-OPraHHK KIACOBE, YECTOTA H CTETIEH
#a TexecT (NCI-CTCAE). Brmoueny ca Chitio ¥ HeXXenanu peakiiid OT TI0CTMapKETHHTOBHA
NEPUOJ, HACHTHOUIMPAHH TIO BPEME Ha KIHHUUHWTe NpoyyBanus. [Ipu Beako rpynupane B
3aBUCHMOCT OT 4€CTOTAT4, HEXEIAHHTE NCKAPCTBEHH PeaKiiny ce M30POABAT B HU3XOAALL Pen
10 OTHOLUEHHE Ha CEPHOTHOCTTA.,

YecroTwre ca onpeneienn kato: Muoro vectu (> 1/10), wectu (> 1/100 mo < 1/10),
Hedectw (2 1/1 000 mo < 1/100), pemiu (= 1/10 000 20 < 1/1 000), Muoro pexxu (< 1/10
000), ¢ Heu3BecTHA YecToTa (OT HATMYHUTE JAHHY He MOXe Ja Ob/ie HANpaBeHa OlleHKa).

Tabauna 1. Hexeganu peakunn, 10KIaABaRH (0 BpeMe Ha KIIHHHYHE R3TATRAHNA,

Cucremo- opraued J Muore gecru Yeetu [ Hewecrn _ Penxy C nemzBecTHa
KAac 4ecToTa
IL;
f:g:c';';ﬂz: : BupycHy nHdexnund ';I::E:;:iﬂpam
Pecnupatopunu Bakrepmamun
Hmbexumzﬁe* uHpekypu®
Abcuecs:

Me6uunn nadexipm’”

Windexuny na
MAKOHHATE MBTHINE

Koxnn andexumm?
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M
Cencc®

Hapymenns Heyrponeuns Jumponesun TMannuronenns TpomboTruna
HAKPLBTA H TooMGo MUKpOaHTHOTaTHA", *
TUMPHATA CHCTEMA DOMBOLINTONCEUS
AHeMus
— | Jleskonewua —
Hapywenns ua ChpEX4yBCTBUTENHOCT | AHIHOCAEM
HMYHHATA CACTEMA
HapylueHua v XBNOTHPEOMNNIBM XHneprupeonHIsM Tupeonaur
€HJOKPUEHATS
cHCTeME
Hapymenun ua Hemanen anerut? | Jexuaparatiug Cuuapom Ha
MeTabonnima u XunorIMKEMIsS TYMOPEH paznan®
IpaHEHeTD
Hepxnupn Beacwune Henpecus
HapyuienHsn
Hapywenus na 3amafHocT Ilepudepna Lepebpanen CHHIpOM Ha 3adHa
HEePBHATA CHCTEMA HeBPOATHA KpLBOH31HR* obpaTHMa
ennedanonarna*
TnasoBonne Mapecreans Mo3pUBOCHAOR ned
*
UEOMLEHT
Bxycosn Xunoecreans Mpexoana uexeMUyHa
HAPYIUCHHS aTaxa
Xunepectesusn
Hapywenus na Nepuopburanen
ouNTE aroK
Erem #a xienada
TITosnireHo
ChIIACHE
Cepaeuny MuoxapnHa KonrecrunHa copaedual JleBokamepHa
HRpYUleHUS Hexempals* HENOCTATEYHOCT CHPIASHHA, .
HENOCTATRUHOCT™ ;
Honmkena dpaxuus | Muokapmen
* .
Ha H3TIAcKBAHE nadapkr™ Torsade de pointes
Crpnevna
HEZOCTATEYHOCT®
*
Kapruomionarns
Tepuxapnen nanun
Vaunken QT nHTepsan)
CnaoBu napymenus Xunepronua - AnaGoxa BeHO3HA Kpbroussiug Ha AHCBpHIMH H
TpoMbo3a Tymopa* APTEPHATH
Fopemy praun ONCEKAMH
3aueperBane
Pecaspatopun, Jucnien Benonpobien’ BenonpoGeu
ryLAHE ¥ embomanM* KPBROHINMR®
MeAMACTHHAIHY E « P
HApYIeHus ThiCTaKcne Ineepanen H3aHB CCIMPATOpHa .
HEJOCTATBHAGCT
Kamnuna XeMonTH3a

Jucrues npu ycunue

Opodapunreaina
GonxaH

Hazanna xonrecTus
CyxoTa B HOCa
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Cucremo- opraney Muoro secTu Yeern Heuecrn Peakcn C Hen3BECTHS
Knac YecToTa
Cromamno- CromaTur® I'actpo-ezodarcanna | Cromaumo-ypesna
peduiykena 6oneer | mephopauusP ¥
Ypesnd HApywenns | ASIoMuHamHa
Gomxall Hucdarus Manxpeatar
Tlorpbinane CroMamso-upepen | Anania dHCTY NG,
L 3
Huapns KPHBOM3/IHB Komr®
| Awncnencna Esogarut
Fanede Pasznysane Ha xopema)
Koncrunanus AbnoMuHANEH
auckoMgopT
Pexranen
KpPbBOM3NKA
- KnpReHe 0T seHUHTE
Ynuepauus s ycrara
Ipoxranrus
Kelinur
XemoporaH
Froconunun
Boaka 8 ycrara
CyxoTa B yerara
Meteopusnm
Juckombopt B
ycrara
Opureane
XenaToGunuapun YepuoapoGua T Xenarur N
Hapyitiedun HEA0CTATEYHOCT*
Xoneuscrur™
Hapywena
wepHOApoGHa QyHKNHS
Hapymenus na Oﬁeaungmnaﬂc Ha { Jhowene na koxara Epurema
- ) L
KOMATE ¥ NOAKMKHATA| KOXKATA Kowua peakums Mynradopme
ThKAK
Cruapom na Exiema Cunnpom Ha
- *
najtMapo Mexypu Stevens-Johnson
NNaHTapHa
epuTpOAMIEcTeIuy | CPHTEM Tfuosepua
Anonenus TARrPEHO3YM
O6pust AxHe TokcHiHa
L HIGUYET T
Tlpomana & usera | lpyputyc HeKpoNH3a'
Ha Kocara XunepmurmeHTaumns
Ha koXkara
Cyxa koma
Koxuu nesun
Xumepreparasza
HepmaTur
Hapyeuns ya
HokTaTel
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CHeTeMo- 0prasen Muoro uceTn Yeeru Heueern Pegxu C
Knac HEH3BECTHA
q4ecTOTA

Hapymeunsn ua Bonxa » Mycekynno- Ocreonekposs Aa Pak, .
MYCKY.THO- KpaltuminTe cxenerhu GoMkM | wemoctTa abzoMuon32
CKEIETHATA CHCTEMA M Anrranryg MyCRYIHN CIATMET ¥ Muonarus
CheAMHNTENHATA PP yery Ductyna
ThKaH Bonky s repba Muanris

Mycxymia cnaBocer
Hapyuwrenus wa Brbpeuna KpeBou3ans ot Hedporyuen
SLOpenuTe 0 HEJOCTATRUHOCT* | UMKOMHHTE METHINA CHHAPOM
NHKOYHNTE NLTHINA OcTpa 61.6peuna

*

HEAOCTATBYHOCT

XpoMaTypas

Hporeunypra
Obiun napywenus | Brsnazennue na I'prana Gonka Hapymeno sasnpassipaHe
eleKTH HA MACTOTO HA| THTARHINTE ’
TIpAJToRenne ‘ YMQPaq Boj-u(a

Ezemld T'punonoaoGuu
CHMIITOMH
Debpunurer Brpricaite

Hicnearanvs Hamansrane na TToBRIIEHH CTOWHDCTH Hal

TERECHOTO TETTIO

Tonmxen Gpoit
Geny KpBBHK
KNeTKH

[MTosumena nunasa

Mounsicen Gpoit
TpOMBOLHTH

Toumser
xemornobuy

Tlopuinena
amunazalll

TMopumena
acnapTaTaMHHOTPA
neepaza
Hosuwena -
ANaHKH AMHHOTPAHC
depaza

[MoBumenn
cTofiHOCTH Ha
KPEATHHYHA B
KPBBETE

Tosxweno kprBro
Hansrase

ToBnnenn
CTOWHDCTH Ha
MTHKOUHATA
KMCC/IMHA B KPbBTA

kpearurdochoxnnaiaTa
B KPBATA

ToBHILEHH CTONHOCTH Ha
THPEOUACTHMY THpallnA
XDPMOH B KpbBTa

* BRMIOYHTENHO ASTANHH cuOuTHA.

KomGunpans ea cnegnnTe TepMUHME;
Haso(aprHIMT U Xepnec Ha ycTaTa,
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8 GpoHxHT, HHBEKIIN HA JONHATE JUXATENHH MHTHINE, THCBMOHHA H HH(EKIHMN Ha QMXATeTHHTE
mbTHI; ' -

aberiec, afcuec Ha Kpaiiuuk, ananen abcuec, aboliec Ha BeHuMTe, a6cuee Ha wepHHUS Apob, abeiec Ha
naHKpeaca, nepuHeaney abouec, nepupektanes abeuec, pektaned abouec, cySxyraneH abenec 1 1h0est
acuec;

£30{pareaAnHa KaHIUA033 K YCTHA KaHIHA034;

LETYIHT U KOKHHA MHGeKIAY;

CENICHC H CONTHYEH IHOK;

abnomunaiex abeuec, aGIOMUHANEH CETICHC, AHBEPTHKYIHT B OCTCOMHETHT;

TPOMOOTHIHA MAKPOAHTHONATHS, TPOMOOTHYHA TPOMBOLHTONEHHINA yPITYPa H XeMONKHTHYUHO-
YPeMudeH CHHAPOM;

HaMaleH aneTHT i AaHOPEKCHH;

RHCTEY3RS, Arey3us, HAPYIIEeH BKYC;

OCTBP KOPOHAPEH CHHIPOM, CTEHOKAPAHS, HECTAGHIIHA CTEHOKAP/IHS, 3arTyIBaHeE Ha KOpOHapHa
pTepitA, MHOXBpRHA HCXEMHS,
HOHWKeHa/aGHOpMHa (pakuma Ha mmacxﬂaﬂe
OCTED MKOKapIeH HHOAPKT, MUOKAPAEH HHDADKT, , THX™ MHOKAPIEH HHOAPKT;
opodapunreanta H GapHHronapurreanta 6oka;
CTOMATHT M AQTO3EH CTOMATHT,
KopeMmu# Gonkn, GOKH B FOPHATA 1 JONHATA 4ACT HA KOPEMA,
CTOMAIUHO-UPEBHa nepdopanus H Ipeska nepGhopauus;
KOJIMT K UCXEMWYEH KOJUT,
T XONEUHCTHT H AKATIKYI03SH XONEUHCTHT,
¥ WBaTa KOKE, 06EIUBETABAHE HA KOKATR M HAPYIIEHA HHIMEHTALIHS,
¢ ncopnawqaopmen NEpMATHT, ekconnatuper o6puB, 00puB, epuTeMaToseH oGpiB, GonuKynapen
o6pts, repepamianpan o6pus, MakynoseH oSpHB, Makynonanynoied ofpuB, ManyI03eH 00puB, cLPGAIN
ofpus;
KO#HR PEaKUMH 1 KOKHH HapylueHus;
% HapylCHWAR HA HOKTHTE # 06e3LBETARANE HA HOKTHTE,
" yMOpa M acTEHNA;
OTOK HA JIBLETO, OTOK M Nepudepen 0ToK;
aMIIa3a it HOBHIISHA AMHNATR

Lo - - - - 3

E E

Onucarnue 1a us*éganu NENCERTHYU Pearyul

Hucpexyuu u ungpecmayuu

Crobuiabat ce cyyau Ha ceprozHa HHbEKIMS (CBC Wik Ge3 HEYTPONEHHR ), BIVIIOYHTENHO

cAyHaH ¢ netaneH n3xoA. Crobuiasa ce 3a crydan Ha HEKPOTH3KMPAU] GACHMMT, BKIIOMATENHO 1
' Ha TIEPHHEYMA, NOHAKOTA JieTAllHY (BXK. CBIIO A T. 4.4).

Hapywenus na xpvema u numpnama cucmema

Hamarnen abcomoren 6poit Ha BeyTpoduinTe ¢ TemecT oT 3 M 4 creneH e choBIeH CHOTBETHO
npu 10% un 1,7% ot nanventure 8 GIST npoyusare daza 3, npu 16% u 1,6% or nauuentHTe B
MRCC npoyusane $aza 3 n npn 13% u 2,4% or naunenture B pNET npoyusane daza 3.
Hamanen 6poii Ha TpoMBoimTyTe ¢ 1eKecT ot 3 1 4 creren € cboBIIeH CBOTBETHO TipH 3,7%
0,4% ot naunentnre B GIST npoyusane ¢asa 3, npu 8,2% u 1,1% or naumenture 8 MRCC
npoyssane gaza 3 u npu 3,7% n 1,2% or mauuentute 8 pNET nipoyurane dasa 3 (mx. Touxa
4.4),

Tipu 18% ot nauuenture, npuemany cynutinuG B GIST npoyusane dasa 3, ce chobluara 3a
cbOUTHA Ha KbpREHE, cnpaMo | 7% OT NauMenTHTe, NpueMat miaueo. Hpu 39%
MAUHEHTHTE, IPHEMAI CYHHTHHHUD 32 HelekyBaH 10 MoMenTa MRCC, e umao
KbpBeHE, crupamo [ 1% ot naumenTuTe, npremaiy kutepdepor- a (IFN-a). Ce
(4,5%) naumenty Ha cynuTiEEG, cnpamo 5 (1, 7%) mauueHTH Ha [FN- o, ca u
KBPBEHE OT CTETEH 3 WiW MO-BHCOKA.
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26% OT NaLUMeHTHTE, NOMyYaBAIH CYHUTHHUG 32 UuTokuH-pedpaxreper MRCC, ca umanu
KbpBEHE, XeMOparddi CuOUTHS, ¢ HIKTIOUCHHE HA SITUCTAKCHC, € HACTBINIM nipy 21,7% ot
naueHTHTe, HoNy4YaBany CyHUTUHHG o speMe Ha pNET npoyurane ¢asa 3, B cpaBHEHHE ¢
9,85% oT nanmeHTATe, NONyYaBanM wanebo (k. Touka 4.4).

B xnnHHYHM Npoy4BaHus ce cbOOLIARA 33 CITy4aH Ha TYMOPHA XeMOpArHa IpH npHBIM3UTEIHO
2% ot naumenTrte ¢ GIST,

Hapywenus na umynnama cucmema
Crobinasar ce peakuiH Ha CBPBXYYBCTBHTENHOCT, BKIIOUMTENHO aHTHOenEM (BK. Touka 4.4).

HapyuieHus Ha eHOOKPpUunHamA clemema

XunorupeoRnu3eM € Cro0IIeH KaTo HeXeNaHa peakis npu 7 nagnenTd (4%6), apuemauin
CYHHTUHUO B IBETE TIPOYYBaHUA 3a UMTOKIH-pedpaxkTepen MRCC; npy 61 naunenty (16%) Ha
CYHRTHHUOG M 3 naupenTs (<1%) s pamMoTo Ha IFN- ¢ B IpOyuSaHeTo NPH HeJEKYBaH K0
Momenta MRCC.

B nonmnuenye, NoBMIIABAHHA Ha TUPeOCTUMYIUpamms xopmod (TSH) ca caobiuenu npu 4
nanpenTn (2%) ¢ unrokHH-pedpaxrepes MRCC. Obuio 7% or naimenture ¢ MRCC ca uMaiu
HITH KTMHHYHO, WK 1abopaTopHO 0KAa3aTeNCTRO 32 Bb3HWKHAI BCISHCTRHE OT JISUCHHETO
XHIIOTHPEOHITUZBM.

Tlpunobur xunoTapeoHAH3sM € yeTauoBeH npu 6,2% ot naumenture ¢ GIST, nexyBanmu cbe
cynuTuaub, cnpsmo 1% na nnaue6o. o Bpeme Ha pNET nipoyusatie daza 3 XUIOTHPEOHAMIBM
ce cbobutasa npu 6 nauHeH'rH {7, 2%) HpreMamy cyHUTHHENAD, ¥ Npy eauH naunent ( 1,2%),
npHemaiy naauebo.

Tupeouarara ¢yHKiHA & TPOCNEXTHBHO HAGNIOIaBAHA B B NPOYIBAHKA Ha [TALKEHTH C pax a
Ha repaaTa; CYHUTHKOH He e ono0peH 3a ynotpeGa OpH pak Ha repaaTa. B wepsoTo npoyusane .
XUNOTHPEOHAHIBM Ce chobiniasa npu 15 (13,6%) manuenty Ha cyHuTunu® w opu 3 (2,9%)
NaUHEHTH Ha CTaHAapTHO Jeuckne. ITopuineHo Huro Ha TSH B kpeaTa € ¢LoOweno npu 1 (0,9%)
NALMWEHT HA CYHHTHHKO U TIPH HWTO €IHH OT YYaCTHHIMTE Ha CTRHAAPTHO JIEYeHYe.
XunepTHpeoHAHIEM He € CHOOWIABAH NPH JIEKYBAHH! ChC¢ CYHHTUHHG NALMEHTH U € cHolIIeH

np#t 1 (1,0%) naumenT wa cranfiapTHo feveune. B apyroto npoyuBane XHNOTHPEOMIMILM €
cwobier npu obino 31 (13%) nanuerty Ha cyuuTHMG ¥ nipy 2 (0,8%) nanyeHTH Ha
kancyurabun. Morumenn nvisa Ha TSH 8 kpbeTa ca chobuienu npy 12 (5,0%) nauyeHTH Ha
CYHMTMHHMG M NPU HHUTO eJMH OT NALUCHTHTE Ha kaneuHrabun. XHrepTHpeoHIu3bM ¢ chobLeH
niprt 4 (1,7%) naurenTy Ha CYHHTHHUG 1 HIPK HUTO EMIVMH OT NALMEHTHTE Ha KaneuuTaGHu.
Tonnxeny nusa Ha TSH B xpreTa ca chobutens mpx 3 (1,3%) nauuenty Ha cynyrunmb ¥ npu
HHTO €UH OT (IaLMEHTHTe Ha KaneuuTabun. [losnmasane Ha T4 e cmoﬁmeﬂo npu 2 (0, 8%)
nanMenTH Ha CyHUTUHUG W npH | (0,4%) nauMent Ha xaneuwTabuH.

[opywasaxe na T3 e chobuieno npu 1 (0,8%) yuacTyk Ha cyHuTMHHG 1 NPY HHTO €IMH OT
nauneHTHTe Ha xaneunTabun. Bewuxy croGluenn chOUTHA, CBLP3aHH ¢ IMHTOBHIHATE KIe3a, ca
oT crenel -2 (B, Touka 4.4).

Hapyuternus Ha memaboausma u xpanenemo
To-Bucoka YecToTa Ha XHNornuKeMuuHE cBOHTHS € chobiuena npy awpenTy ¢ pNET B
cpasuenne ¢ MRCC u GIST. Benpeku ToBa, OBEYETO OT TE3X HEXKENAHH CHOUTHA, -

HabslonaBaHy NpH KIMHHUHATE [POYUBAHHA, HE Ca CYETEHM 32 CBBPIAHH C NIPOYYRAHOTO
nedcHue (BX. ToMka 4.4).

Hopywenus na Heperama cucmema
B k1HHMYHN NPOYUBAHMA CBC CYHWTUHHMG M OT NOCTMAPKETHHIOBOTO MPOCHE
crobmanat cnyqan (<1%), HAKOH OT KOKTO AETANIHY, HA MALHEHTH ¢ HPHII
naHud 3a RPLS. Pepuose ca HaGmoOAaRaHN NPY NALMEHTH CBC WIH Ges peH
AOKA3aTe/ICTBO 38 MOBUHK MeTacTazu (BK. To4Kka 4.4).
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Cropleunu napyuenus

B xIMHUYHE W3NUTBAHNA, HB.M&JICHHH B nenoxamepHaTa (bpakuMs Ha HATIACKBRAHE (JIKCDPI) c
>20%. » nox NONHATA FPAaHKIIA HA HOPMaTa, ¢a chobimeny mpu okoao 2% ot naunentute ¢ GIST,
NEKYBAHH ChC CYHHTHHUE, 4% oT naupeHTHTe ¢ IHTOKHE-pedpakrepe MRCC u 2% ot
naupenture ¢ GIST, nonyqasan nnaue6o. Tesu nonwkenna B JIKOH usrnexaa ve ce
3a161004ABAT U YECTO Ce oA06pARaT B XOA2 Ha JieveHHeTo. B npoyysaHe npy HeNeKyBaH 10
momenta MRCC, 27% oT nauuvenTute Ha cyHutuHub u 15% ot nauuesTute Ha IFN- a ca
umMans croifroct Ha IK®H nox nonuara rpasuna Ha HopMara, Jsama (<1%) nalmenTy,
HOTy4aBaili CyHWTHHHO, ca muardocTuunpanu csc 3CH.

Hpu nanmenry ¢ GIST, ,copaeyHa HeAOCTATBYHOCT”, “38CTOHHA ChPIEUHA HEAOCTATBYHOCT”
HIH , JIEBOKAMEPHA CHPACYHA HeOCTATHYHOCT ¢a chobllend npH 1,2% oT maudeHTHTE,
AEKYBaHH ¢bc CYHUTHHUO, # npu 1% oT nauxenTure, nexyeany c nianebo. B ociosnoro GIST
npoy4eae $haza 3 (n=312), cBbp3aHY ¢ NEMEHHUETO NETATHY CEPAEUHH PCAKIMH Ca BE3HHKHAIH
ripd [% OT NaLHEHTHTE OT BCAKO PaMo Ha NMPOYHBAHETO (T.6. pAMEHATa HA CYHWTHHUO U
nnaiebo). B npoyyrane dasa 2 npn unroxnk-pedpaxrepan MRCC naugesntu, 0,9% ca
MONYYHTH CRBLP3aH C ICHSHHETO JeTaned HHGapKT Ha MHOKapaa, a B Ipoy4raHe (aza 3 npn
HenekyBannte 1o Momenta 3a MRCC naumenty, 0,6% ot nauyentute B pamoto sa IFN- a 1 0%
OT NALKEHTHTE B PAMOTO HA CYHMTHHHO Ca HManM ChpAeuHH ¢0uTHA ¢ netaneH uaxon. [ipn
npoyusane ¢asza 3 npu pNET, 1 (1%) naumest, nprueMan CYHUTHHHO, © TOMyIH cBBp3ana ¢
TIEHEHHETO NIETATHA ChPAEIHA HEAOCTATHYHOCT.

CvooBu Hapywenua

Xuoepronns

XUISPTOHKSTA € MHOI'O YeCTa HEXKENAHA PeaKuys, ¢robiuasana no apeMe Ha KIUHKYHUTE
npoy4sarug. Mpu npuSnuamrenso 2,7% OT NALKEHTATE, KOMTO ¢4 UMAJIM XHIIEPTOHHS, Ko3aTa
HA CYHUTHHHO ¢ HamareHa WK IPUEMBT BPEMEHHO € rtpexpaTeH. [Ips HUTO eHH OT TE3N 9!
NMALWEHTH IPHEMBT Ha CYHHTHHHD He e 61 okoHYATeNHO NpekpaTeH. TexKa XHNEPTOHHAN g
(>200 mmHg cucromuo wnu 110 mmHg auacroiiHo HansraHe) € HacThOMI2 DpH 4,7% oT
NAUHEHTHTE CBC CONHAHH TYMOPH, XHIepToHHs e cpobiieHa npu npubnusurenso 33,9% ot
TNaMEHTHTE, TPHeMAalM CyHUTHHKG 3a HenekyraH o MomenTa MRCC, B cpasuenne ¢ 3,6% or .
nauueHTHTe, ipuemati IFN- o. Texxka XMNepTOHUA € HACTBIWNA MpK 12% OT HeneKyBaHuTe

10 MOMEHTA MALMEHTH Ha CYHUTHHUE H <1% oT nawumenrture Ha IFN- . Xaneprouus ce

cpofinasa npw 26,5% ot naupenTyre, npuemamy cyHnutHREG & pNET npoyusane dasa 3, B
cpabrenme ¢ 4,9% 0T nanMeHTUTE, IPUEMallH Ilaeto.1'eKKa XHIepTOHUS € HACTHNWIA NPH

10% ot pNET nausentyre, npueMainy cyHHTHBHO, 4 3% OT nauMenTHTe Ha nnaneto.

Cn6uirua Ha BeHO3HA TpoMGoeMbonus

CrOurng na BenosHa TpomGoeMGONMA, CRLP3AHY C JTEYEHHETO, ¢4 ChOBIEHH HpR
npubnusmrenno 1,0% or NaUReHTHTE CBC CONMHAHN TYMOPH, KOWTO ¢ TIPHEMANY CYHHTHHMO B
WIMHMYHY M3nuTeanus, BrmoddTento GIST u RCC.

B GIST npoyusane pasa 3, cegem nauuentn (3%) Ha CYHHTHHHO ¥ HUTO €KH Ha 1auebo ca
HMan BeHo3HM TpoMGoembonatn cuButhg; 5 ot 7 ca 6unu ¢ AbnGoka BeHoaHa TpoMGo3a
(IBT) or 3 crenen, a 2 ca Guiu obe cTenen | win 2. Uetkpu ot tesu 7 GIST natimentu ca
PEKPATUITH JIEHEHHETO Clie IThPBOTO YeTaHoraBaHe na JIBT,

Tpunanecer nauueHtH (3%), npueMaiiy CYHHTHHHG B n;iqunane thaza 3 npu HeNeKyBaH 10
momerta MRCC, 1 4 nansentr (2%) B 2 npoydsadus Npu uuToKuk-pedpaxkrepen MRCC ca
CHOOUIMNY 33 BeHO3HH TpoMOoeMbGonuunu cubuTHA. JIeBeT oT Te3X NalveHTH ¢a KM

JABT, 1 or crenen 1; 2 ot crerient 2; 4 orcrened 3 u 1 or crenen 4. Enun n
Benonpoben eMGonm'bM B npoyimaﬂcm Ha LHTOKuH-pedpakrepen MRCC
Ha npuema.
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Tlpu HenexysaHu 10 MomenTa nauhents ¢ MRCC, npuemaiw IFN- ¢, ca crobmenu 6 (2%)
BEHO3HM TpoMOGoeMbonuuau cpburna, 1 namuenr (<1%) ¢ uman JIBT or crener 3 H 5 nauyeHTH
{1%) ca umaau Geaonpoben eMO0IHILM, BCHUKH CHC cTeneH 4.

Cuhurrs a BeHo3Ha TpoMGoemOonusa ca crobiueHn npH 1 (1,2%) 0T NaHERTHTE B paMoTo,
ripHemanty cyHHTHHHG, 1 0pH 5 (6,1%) OT narnueHTHTE B paMOTO Ha WIanebo B npoyyBaHeTo
ta3sa 3 pNET. [isama ot naunentuTe, npueMauin wiauebo, ca umany JABT, 1 cecctenen 2 u |
CBLC CTEMNEH 3.

Hsama cpoblen ciyvaH ¢ TeTaleH W3X0[ TIPH PerucTpalonHETe Tpoyusaiua npu GIST,
MRCC n pNET. Cnyuau ¢ neraneH uaxoz ca HabnonasaHH Npu HOCTMapKETHHIOBOTO
TnpoclieisBaHe.

Ciayuan na Genoapober emGonuasm ca Habmogasany npy npudnusurenno 3,1% ot naudeHTHTe
¢ GIST u nipu npuGnuskrenso {,2% or naumentrre ¢ MRCC, xoHTO ca nony4aBamy cyHHTHHHE
B npoy4BaHHATa (asa 3. He ca nomydenu crobinenns 3a SenoapobeH eMGoIM3bLM [Iph
naimentrTe ¢ pNET, kOHTO ca ronyvasam CyHHTHHHD B TPOYYBAHETO cbaaa 3. Penxu cnyvau ¢
netaneH U3XoA ca 6nin HabmofaBauy NPH NOCTMAPKETHHIOBOTO POCIEARBAHE.

IMauneHTrTe, KOUTO ca UMK Senonpofe eMGOIHIBM R PAMKHTE Ha NpeaXoaunTe 12 Mecela,
¢a 61IH HIKITIOUEHH OT KIIMHMYHWUTE NPOYHBAHUA HA CYHUTHHRG.

Tpu nawgienTiTe, KOMTO Cca TIOy4aBany CyHUTHHHG B perucTPaLHOHHHTE IPOYHBaHHs 233 3,
Genoppobun cuOuTHA (T.€. A¥icTIHEs, NNeBpaneH wanus, Genonpoben eMGONUIBM WIH

Genonpoben otox) ca Gunu cxobmenu mpu npubausutento 17,8% or nauuenture ¢ GIST, npu
npubausurenHo 26,7% or naimenture ¢ MRCC n npu 12% or maumentute ¢ pNET.

i

Hpw npubnnaurenyo 22,2% OT NaUHeHTHTE CBC COMHARH TYMOPH, Bunoynrenno GIST n
MRCC, xouro ca nonyyapanu CYHATHHUG B KIMHAYHW NPOYUYBaHKS, ¢a HAOMIOKaBaHH i
Genoapotuu csOHTHA.

CmomMauino-ypeaHu Rapyulenus

TankpeaTuT e HabmoiaBaH HewecTo (<1%) NpH MAUMEHTHTE, NOAYABAIM CYHHTUHUG 3a GIST
uin MRCC. He ce cpo6llaea 3a cBBp3aH ¢ ledeHueTo nankpeatut B pNET mpoyusaHeTo dasa 3
(B, To4Ka 4.4).

JleTanHu cTOMalIHO-YPEBHH KPBROMANUEY ca chobmeny npH 0,98% ot TNaUHeHTHTE,
nonyqaaaum mwiaie6o 8 GIST npqunaﬂe daza 3.

Xenamobuauapnu Hapyuwenusa

Crobuwara ce 3a uepHoApobHA AUCHYHKUNS, KOATO MOKE A3 BKIIIOUMBA OTKIOHEHHA B
qepHOAPOCHHTE (byﬂxuuouanﬂﬂ MoKa3aTend, XeNaTHT HiIH YepROAPOOHA HEAOCTATBYHOCT (BXK.
Touka 4.4).

Hapywenus na xodcama u nodKoicHama myKan
Cnofwarart ce ciyyad Ha NMOJepMa FAHIPEHO3YM, KOMTO KaTo 1A710 ca o0paTuMu ciien
NPEKPATABAHE Ha NpyieMa Ha CYHUTHHHO (BK. ¢Buio Touka 4.4).

Hapywernun va Myckyano-cxenemnama cucmema u CeOuHUMeTHama nMoKax
Crobutasar ce Cirydan Ha MHOTIATHA W/MITH palIoMionu3a, RAKOH OT KOHTO ¢ 6b6peuna
HEAOCTATLYHOCT. TTalMeATH ¢ FIPH3HALN WIH CHMITTOMY Ha MYCKYNTHA TOKCHYHOCT
OBAaT nekyBaHm CIOpel CTAHAAPTHATE MEIHLUMHCKA NPaKTHKA (BX. Touka 4.4).

Crobiuapat ce ciyuan Ha obpasysane Ha GPUCTYIH, IOHAKOTA CELP3AHY C TYMODR
perpecHs, B HAKOM CAYy4aH < JeTalieH M3xo (B, TotHka 4.4).
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Crobmasa ce 3a CJTyyad Ha OCTEOHEKPO3a Ha YeTIOCTTA NPH NALKEHTH, JTEKYBaHH ChC
CYHHTHHUO, MO-TO/MAMATA HACT OT KOUTO — MPH NallHEHTH ¢ HICHTHPHUUMPAHH PUCKOBH QAaKTOPH
33 OCTEOHEKPO3a HA YeHoCTTa, B HACTHOCT eKCno3MIHA Ha GudocdoHaTH 38 HHTPABEHOZHO
PHIOHKEHAS H/RTH aHamHe3a 3a AeHTATHO 3a00nI8ane, W3MCKBAIO MHBAZUBHY ASHTAIHA
TIPOLUEAYPH (B3. ChIO TOuKa 4.4).

Hacpedaanun

JlanAM OT HEKNMHWYHM (in Vitro u in vivo) IpoyvBaHus, B JO3H M0-BHCOKH OT
IpenopeHUTENHATA 1032 NPH XOpPa, IOKA3RAT, Y€ CYHHTHHHO NpHTekKaRa CBOHCTBOTO A
MHXHOUMpa Npoueca Ha penoiapu3alig Ha ChPACHHHS aKUHOHEH NOTEHUHaN (Hanp. YhIKABAHE
Ha QT-unrepsana).

VY awmxasane Ha QTc unrepsana nan 500 msec e HacThmwio pu 0,5%, a npoMeny ¢ nopede oOT
60 msec cnpAMO H3XOAHUTE CTOMHOCTH ca HACTHIWIM npH 1,1% ot 450-Te NaLMEHTH Che
COJIMJIEH TYMOP; ABATA NIOCOYSHH [TOKA3ATENS CE IPHEMAT 3a [I0TEHLMAJIHO 3HAYHMM HPOMEHH.
Ipy KOHLEHTPALMH, NPUETUINTEHO ABOHHO NO-BMCOKHM OT TepaneBTHUHATA, CYHHTHHUO ©
nokasaf, ye yasmnkasa TcF unrepsana (kopekuns va QT-unrepeana no Frideéricia).

Y nwikapanero Ha QTc MHTepBaa e HACISIBAHO B 8JHO IPOYYBAHE ¢ 24 MAIMEHTH, HA BL3PACT
20-87 roquHu © HanpeaHATH 3A0KaYccTBeHH 3abonaparnd. Peayatatute oT TOBA NpoyuBaHe ca
NOKA3aTH, Y& cyHUTHHUG uMa edext Bpxy QTc nuTeprana (neHHHPAHO KATO CpenHa
miauebo-kopHTHpaHa npoMana ot > 10 msec ¢ ropHa rpanuna npu-90% RoBEpHTENEH HHTEPRAJ
[CT] >15 msec) npu TepanesTuyna koHueHTpanus (Jles 3), ¢ u3non3pane Ra MeToMa Ha Dasanda
KOpEKUHs B DAMKHTE HA ACHS W NIpY MO-BHCOKA OT TepaneBTHYHATA KOHueHTpauua (Jled 9), ¢
M3MNOM3BAHE Ha ABaTa MeToAa Ha §asaina kopekuus. HUTo eaus maywedT He ¢ mokasan
croiiHoct Ha QTc unreprana >500 msec.

Bempexs qe edext upxy QTcF nareprana e nabmonapan Ha 3-Tus JeH, 24 gaca cnen
NIpUNAraleTo (T.e. IPH TepanesTHYHA IUIa3MEHa KOHLCHTpaLHA, OYaKBaHa cre)
RPETIOPRUATENHATA HayaTHa 103a 50 mg) mpu MeTo/a Ha GasaliHa KOPeKUMsa B PAMKHTE Ha IeHs,
KIHHUMHATA 3HAMHMOCT Ha Ta3H HaXO0AKa € HefcHa. '

C nomoiuTa Ha noApoSHK cepuiiny EXT 2anmucu, HanpaseHy NO BPEME, OTTOBAPALLO Ha
TEPANeBTUIHATA WK NO-TONAMA OT TEPaNeBTUYHATA EKCITOSHUHA, TIDH HATO €JHH OT
NAUHEHTHTE OT I0[neXaInaTa Ha onenka wid ITT nomyaauuuTe Ae e HAONIOKABAHO PA3RUTHE
Ha ynexapade Ha QTc uHTepBana, KOSTO ¢ CYUMTA 33 ,,TEXKO™ (T.€, PABHO Ha WWIH NO-TOMAMO
OT cTeneH 3 no o61uMTe TEPMUHONOTHYHK KPUTEPHY 38 HEKeNaHd CulHTHA (Common
Terminology Crttena for Adverse Events, CTCAE), Bepeus 3.00.

I[1py TepaneBTHYHY NNa3MEHH KOHLEHTPALMKM, MAKCHMATHATA cpeaHa npomsHa Ha QTcF
vHTeprana (kopekiua no Fridericia) enpamo m3xoaxara croiidoct e Guna 9 msee (90% CI:
15,1 msec). TIpn koHUECHTpaUWMK NPUONUINTENHO JBOKHO [T0-TOIEMH OT TEpaNeBTHYHATa,
MakcumaTHaTa npomaHa Ha QTcF unTephana CTIPAMO WIXOAHATA cToHHOCT e Ouna 15,4 mseg
(90% CI: 22,4 msec).

Moxcucbnoxcauuﬂ (400 mg), H3non3eas KaTo NMO3WTHBHA KOHTPOIIA, € MOKA3ZAIl MAKCHMAITHA
cpeata npomana na QTCF unTepBana capaMo U3XoNHaTa cTOMHOCT 5,6 msec. Ilpu HuTO euun
MALIMENT He € HabmoiaraH edekt Bhpxy QTc unrepsana, no-roam ot crenen 2 (no CTCAE,
Bepcus 3.0) (Bx. Touka 4.4).

Lwrzocpouna bezonacrocm npu MRCC
Henrocpounara 6e3onacHoCT Ha cyHuTHHHG npy naurent ¢ MRCC e ananmaupan
3aBbPUIEHH KIIHHMYHY IPOYUBAHUA, IPOBEACHH B YCAOBUATE Ha JIEYCHHE OT ITEP,
besannsymab-pedpakrepro M uuTOKUN-pedpakTepHo 3abonasane upn 5 739 o
kouto 807 (14%) ca nekyBaHK B IPOIBsIKEHHE Ha =2 FOANHE K 10 6 FOAMHM.
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NBPBOHAYAIIHO [Ped MEPBHTE 6 Meceli — 1 TOAMHA ¥ C1efi TOBA €A HENPOMEHEHH WK
HaMAIABAT 110 YECTOTA ¢ TEYSHHE HA BPEMETO, C M3KIIIOUCHNHE HA XMMOTHPEOHANIEM, YHATO
HECTOTa CE YBEIMYABA IOCTENEHHO C BPEMETO, KATO TIpe3 6-roAMIIHKA TIEPHOA C¢ FOABABAT
HOBK cly4ai. [IpoIbIDKITETHOTO IeUeH e Che CYHHTUHHMG H3MICKAE HO € CBBP3AHO ¢ HOBH
pugoee TRAEs.

HennarpuiHa momynauus
podnurbT Ha GezonacHOCT Ha CYHHTHHAG € MOAYHEH oT tpoyHBane asa 1 ¢ noBHiliapane Ha

[03aTa, OTKpHTO npoyysase hasa 2, npoyysare haza 1/2 ¢ eqHO paMmo 1 oT nyGNHKALINHM, KaKTO
€ OIUCAHO Mo~ AOTY.

[TposeneHo e mpoyuBane dasa I ¢ yBenHuasane Ha 103aTa NepopaiieH CyHUTHHUO npn 35
HalyeHTH, RKnloyBao 30 neguaTpyuyHy NalEesTH (Ha Bb3PACT OT 3 rogdHH 10 17 rogunu) u 5
MAAAM BE3PACTHY [TAIMEHTH (Ha BBh3pacT o1 18 1o 21 roanHn) ¢ pedpakrepH CONMIHM TYMOPH,
Karo nb-ronama"ra YacT OT MALMEHTHTS ¢a ¢ QCHOBHA QHACHO34a MO3BYECH TYMGP. Beuuxn
YUYACTHHLK B MPOYYBAHETO MONYYABAT HEXKeNaHK IEKapCTBEHM PEAKIUH, KaTO MIOBEYETO OT Te3H
PeaKUMH ca TEXKY (CTENEH Ha TOKCHYHOCT >3) ¥ BKTIOUBAT KapRUOTOKCHYHOCT, Hail-uecTHTe
HEKEAaHH peakilvi ¢a racTpoxHTecTHHANHA (I W) TOKCUYHOCT, HEYTPONEHHS, YMOpa U
noauuiasaie Ha ALT. PHCKET OT ChpaeHHHK HeXenaHH TeKaPCTREHN PEaKIME H3rIexXa 1o~
BHCOK NPH NEAHATPHYHUTE NALMEHTH ¢ BPEIXOIHA eKCIO3MIMA Ha ofIbUBaHe HA CHPLIETO WiIH
aHTPAlIMKIMHY B CPABHEHHE C TICAHATPRYHHATE NaureHTH 6e3 npenxoaHa excno3nims. [1py Tesu
neMaTPHYHH NalHeHTH 03 MPeXoaHa eKCIO3MIiL HA aHTPALKIHHKE Uin o0IEuBaHe Ha -
CHPUETO & NAEHTUDNLMpaHA MaKcHMaTHaTa nodocuma aosa (MITID (sx. Touka 5.1).

[IposeneHo € OTKPHTO poyuBake daa 2 npu 29 nauuenTy, BEXTIOYBawo 27 nequarpudHu
nauMeHTy (Ha ee3pacT ot 3 10 16 rogunr) U 2 MIaan BL3pacTHE TaUHEHTH (Ha BBIpacT oF 18
TOJIMHH JI0 19 rogsnn) ¢ pekypeHTeH/nporpecupen/pedpakreped sucokocTenerer rnaoM (HGG)
MM eneHauMoM. M B ABeTe rpynm HiMa HexeNlaHd peakudu creneH 5. Hall-uecture (210%)
HEXKETaHH ChOUTHA, CBBPRAHM € JIEYECHHETO, ca YIoHWKeH Opoii Ha neyTpodunure (6 [20,7%]
fIAUKEHTH) N BRTpeuepeneH kpueonanus (3 [10,3%) natmenty).

[Ipoeeperio e npoyusane ¢aza 1/2 c eiso paMo npH 6 NEAHATPHYHHM HALMEHTH (Ha BL3PACT OT
13 roguuy mo 16 ronnnn) ¢ Hanpenxan Heonepabunien GIST. Haii-uecTure HexenaHu
JIEKapCTBEHH PEAKLIMH Ca MapHs, rafcHe, MoHinKkeH Opoit Ha GenyTe KPBBHY KIETKH,
HeyTponeHns 4 rnapobosme npu 3 (50,0%) nanyeHTH oT Besika peakivs, [MIABHO cTeneH | umm 2
no texxect. Yetnpuma ot 6 nauuenTH (66,7%) nomyvapar HEXENnaHN CHOUTHS, CRBPIAHH ©
JIEYECHHETO, OT cTeneH 3-4 (cTenen 3 xunodocdareMus, HEYTPOIIEHHA ¥ TPOMOOUMTOTICHAS TIPH
1 nanmeHT ot BeAko chOHTHE M HEYTPONEeHHs OT cTenieH 4 nipy 1 manuenT). B Tosa npoy4saxe
He ce ¢hofaBa 2a cepHosHY HexxeNlanH cbGuTus (CHC) Witk HekeaHH IEKapCTBEHH PEaKiNy
crenex 5. B jeeTe KIMHHYHY ApOy4BaHUA ¥ NYOIHKaLMKTE NPOGWITHT Ha Ge30MacHOCT
CHOTBETCTBA Ha U3IBECTHHA NPO(dUN Ha Ge3ONACHOCT NP BH3PACTHH. '

Crofuapane Ha TONO3MPAHN HEXKETAHW PeaKLHH

Crobutapanero Ha NOJ03MPaHH HeesIaHW PeaKLIMHK Cllel paspeluasane 3a yrnoTpeda Ha
7eKapCTBEHMS TPOAYKT € BakHO. TORA MO3BONARE A NPOABL/DKH HabloneHseTo Ha
CHOTHOWIEHHETO NO3a/PHCK 32 NIEKAPCTBEHHA NPOAYKT. OT MEAULIMHCKHTE CIIELHATHCTH ¢
M3KMCKBa 2 ChOOWIABAT BCAKA MOO3HPAHA HOXKEIAHA PeaKuts upes:

Harbnnvrensa areHiua o JeKapeTsara
ya. Jlamsaun I'pyep™ Ne 8 '

1303 Codux

Ten.: +359 2 8903417 -

yebGcadT: www, bda.bg
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4.9 Hpenosupane

Hama cneuuduyen aHTHROT cpelty Nipeao3upane ¢hc CYHHTHHHS U NEYEHHETO Ha
nipeso3HpaneTo TpabBsa fa ce CHCTOM OT OB NOLYBPIKAIN MEPKY, AKO € TOKA3aHo,
ENVMHHHPaHETO HA HeaGcopGMpaHOTO AKTHBHO BELIECTBO MOE [1a ¢e TOCTHIHE uped
NOBPBILRHE HIIH IPOMUBaHE Ha cToMaxa, ChobIiend ca ciyyay Ha Npefio3UpaHe; HAKOM CTy4au
ca CRBEP3aHHU C HEXE/IAHH PEAKIHH, CHOTBETCTBALM HA H3BECTHUA NPOdit Ha 5€301aCHOCT Ha
CYHHTHHUO.

5.  ®APMAKOJOTHWYHN CBOMCTBA
5.1 ®apmakogmHamuuHu cBolicTBa

PapMakoTepaneETHUHA TPyNa: AHTHHEOIUIACTHYHM CPEACTRA, APYTH MHXUGHTOPK Ha
nporevnkunasara; ATC kox: LO1EX01. -

Mexann3bm Ha_aelicTepg
CynuminuG uxubupa Muoxectso RTKS, XOMTO yuacTsaT B TyMOpHHA pacTe:x,

HCOZHIHOTCHE3ATa H METACTATHIHOTO Pa3BuTHE Ha paka. CyHuTnanb e 6un uaentuduumrpan
KaTO HHXMGHTOp Ha PELETITOPKTE Ha NOY4YeHHs OT TPOMOOLMTH pACTEREH daxrop (PDGFRa H
PDGFR$), VEGF peuentopure (VEGFR1, VEGFR2 1 VEGFR3), peuenropa Ha daxropa Ha
cTeonoswTe KneTkH (KIT), Fms-noao6uara Tuposnn kunasa 3 (FLT3), penenropa 3a
KooHHOCTHMYAnpaiuus daktop (CSF-1R) v penentopa Ha nosTySeHHs OT IHAHA KNETBYHA
1uHB HeppoTpopuueH dakrop (RET). B GUOXMMHUYAH M KIETBYHE AHATHIH OCHOBHUAT
MeTabOoMHT MoKaIBa AEHCTEHE, NTOK06HO Ha CYNHTHHMG,

Knunytta edukacHOCT v fe3onacHocT

Knunyynara Ge3onacHocT 1 eHKacHOCT Ha CYHUTHHHG ca G NPOYYEHH TIPH JICYeHHE Ha
naunedt ¢ GIST, koMTO ce GHAK pe3HcTeHTHI Ha UMATHHID {T.e. Te31, KOUTO ca UMAaITH
NpOrpechs Ha 3aDO0NABAHETO NO BPEME MITH ClIEJL JIeYeHHe ¢ UMATHEUG) KK ¢ HeTTOHOCHMOCT
KBM UMaTUHWO (T.e. Te3, KOMTO Ca MOAYHIITH 3HAUHMA TOKCHYHOCT 110 BpEME Ha JISUEHHME ¢
MMATHHHOG, KOATO € IONPEeYKIIa HA NO-HATATEIIHOTO JICYSHHE), KAKTO IIpH Neu€HHe Ha NAHEHTH
¢ MRCC # neyenneto Ha nauueHTd ¢ Heonepabunen pNET.

Eduxacroctra ce ocHoBasa Ha BpemeTo a0 Tymopua nporpecas (TTP) # ysemyabane na
npexusaemoctTa npu GIST, na npexwesemoct 6e3 nporpecus (PFS) n uectotaTta Ha ofekTisen
orrosop (ORR) chOTBETHO NpH HeNEKYBaH H LMTOKUMH-pedpakteperr MRCC # Ha PFS npH
pNET. - o '

1 acmpounmecmunanny cmpomammu mymopu

[ThpBoHadaTHO OTKPUTO NPOYHRAHE ¢ NOBMILABAE HA 103ATA ¢ GHIO NPORENECHO MpH D8UUEHTH
¢ GIST cnen neycnex ¢ uMarHHuG (Cpeana MaKCHManHa THeRHa 103a $00 mg) nopajau
PEIUCTEHTHOCT MITM HENOHOCHMOCT. BKTIO4EHH ca GWITH NEBETIECET H CeAeM TIAUMCHTH NpH
PasiKy 103K H CXeMi; 55 nauMedTH ca nomyvasann 50 mg cynuTHHuG no NpeNnopRUBAHATA
CXeMa Ha feucHwe 4 ceaMmuy Ha 2 ceMuUM Ges (,,cxema 4/27),

B tosa npoyusane, meauanara na TTP e Guna 34,0 ceamunu (95% CI: 22,0, 46,0).
Ilpu naunenTH ¢ HEMOHOCHMOCT KBM UMATHHUG, UITH ¢ MIPOrPecKs Ha GonecTTa :
Ciie/l IeHeHne ¢ HMaTHHUG (Cpe/iHa MAKCHMATHa AHeBHa 103a 800 mg) e 6o jj e

PaHLOMH3UPAHO, ABOHHOCIANO, NIAIE00-KORTPONNPAHO NpoyuBane daia 3 Ha 3.2
TOBA NpoyuBate, 312 nauuenty ca G panaoMuaupany (2:1) na nonyuasar

BENHEX THERHO NO cxema 4/2 50 mg cyuuTHHHG wnn niiaue6o 1o nporpecus H
HIIK OTTErAHE OT MPOYUBAHETO 1O ApYra MpudkHa (207 nauneHTy ca nosyyas
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a 105 matienTy ca nomyyasamy mauebo). IlspprunaTa kpaiina Touka 3a eHKacHOCT NpH
apoy4saneto ¢ Guna TTP, onpeneriena kato BpeMeTo OT PAHAOMH3KPAHE A0 TBEPBOTO
ROKyMEHTHpaHe Ha OOEKTHBHA NPOTPeck Ha TyMopa. 110 BpeMeTo Ha NpeIBAPHTENIHO
ONpeaencHUA MeXIMHEH anais, CpeAHOTO TTP npu cyHUTHHHEG ¢ Smwto 28,9 ceamuuu (95%
C.1.: 21,3, 34,1) ciopen oueHxkara Ha w3cnenosaTens u 27,3 ceaMuLH (95% CI: 16,0, 32,1)
CHoOpen OLEHKATA OT HE3ABHCHMHUA [TPeries H € 6WI0 CTATHCTHYECKH 3HAMHMO NOo-
TNPOAB/DKATENHO, OTKONKOTO T TP npu nnauebo ot 5,1 ceamuum (95% C.1.: 4,4, 10,1) criopen
OUCHKATA Ha HicnenoBarens # 6,4 ceamuun (95% CI: 4,4, 10,0) ecnopen onenkara ot
HezaBHCMMuA nipernes. Pasnukara B ofmara npexussemoct (OS) e 6Hna CTATHCTHYECKH B
nonsa Ha CyHHTHHHO [koednuyent Ha puck (HR): 0,491 (95% C.1. 0,290-0,831)]; pucksT ot
CMBPT € GH1 2 ThTH [I0-BUCOK NPH MALHEHTHATE B PAMOTO Ha IL1aue6o, CpaBHEHO ¢ PAMOTO Ha

CYHHTHHMO,

Cnen MexxIMHHAA aHaNM3 Ha eUKACHOCTTA H GE30MACHOCTTA, 110 [PENOPRKATA Ha HEIABHCHUMHA
Bopa sa Morutopupane na faHuy H Gesonacrocr (DSMB), pasKpHBaHe Ha 3aCNeNABaHeTO U HA
N2UMEHTHTE B PAMOTO Ha Iiauelo e MpeanokeHO OTKPHTO TeYeHHe Che CYHHTHHHG.

0610 255 manueHTH, TPHEMATH CYHHTHHHG B OTKpHTATA ¢aza Ha npoyusaHeTo, BIIIOYHUTETHO
99 naunenTH, KOUTO IHPBOHAMAIHO ca BT EKYBARK ¢ IALEGO.

AHAIM3BT HA TEPBMYHUTE M BTOPHYHWTE KpaifHK TOYKM B OTKpUTaTa hasa Ha MPOYyUBAHETO

NOTBLPHAABAT PE3YATATHTE, ONIYYeHW N0 BpeMe HA MEKIWHHUIA AHAIIN3, KAKTO € Tt

Tabnvua 2:

OKa3aHO B

Tabauna 2, GIST oboGisenue Ha KpaiiHHTe TOUKH 32 edpuxacnoct (ITT nonysanns),

Jpoiino-canoe neuenne?

Meaunana (95% CI) Koedunuent na pack Ilnanebo
cross-over
rpyma

Kpaiina rouxa CynnTnHné Inaue6o {(95% CI) p- Jlevenue 0
CTOlHOCT
Hupeayuna
TTP
(ceampum) :
« Mewcounna | 27,3 (16,0;32,1) | 6,4 (4,4;10,0) | 0,329 (0,233; 0,466) <0,001 -
- - Kpaiina 26,6 (16,0, 32,1) | 6,4 (4,4;10,0) | 0,339(0,244;0,472) | <0,001 52,4)(4,3;
\ .0
Bropnuna
PFS (cenmuum)®
- Meacounna | 24,1 (11,1;28,3) | 6,0(4,4:9,9) 0,333 (0,238; 0,467) | <0,001 ——
-~ Kpaiina 22,9(10,9;28,0) | 6,0(4,4;9,7) | 0,347 (0,253; 0,475) | <0,00] -
ORR (%) B
-~ Meacounna | 6,8(3,7;11,1) 0(-) NA 0,006
~ - Kpaina 6,6 (3,8; 10,5) 0(-) NA 0,004 10,1 (5,0;
17,8)
08 (ceamuuu)”
- Mexycoungna | -— - 0,491 (0,290, 0,831)
- Kpatina 72,7 (61,3; 83,0) | 64,9 (45,7; 0,876 (0,679; 1,129
96,0)
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Coxpamenns: Cl=nosepurenen nureppan; ITT=noanexama na neuenue; NA=HENPHIOKHMO;
ORR=ctenex ua obexrusen otrosop; OS=obma npexussemoct; PFS=npexupaemoct 6e3
nporpecus; TTP=ppeme a0 TyMOpHA Nporpecus.

? Pesynrature oT QBOKHO-CIIATIATA tasa Ha neuenue ca ot ITT nomynawmara u, Kelero € 6uio
gmecmo, ¢ Guna HanpaBena IEHTPANM3WPaHa PEHTICHOIOTHYHA OLICHKA.

PesynraTtute 3a ehrxacHocT OT 99 NauMeHTH, KOHTO Ca PEMEHANH OT TWiauebo Ha
CyHnTHKOH clien pasKpHBAHE Ha KOJOBETe Ha paHoMu3auus. Buna e nanpasena NOBTOPHO
M3IXO/(HA OLICHKA MPH NPEMUHABAHETO H AHATHIBT 32 €HKACHOCT € B3 OCHORA Ha OlICHKATa Ha
HacaenoBarteluTe.

bpoar Ha PFS npu MexAHHHNA aHA/IM3 € AKTYANM3HpaH Bh3 OCHOBA HA TIPEHAYMC/IABAHE Ha
TBPBOHAYATIHUTE JAHHH.

Pesynratire ot ORR ce npeAcTaRST KaTO NPOLUEHT HA TBLMEHTHTE, KOWUTO ca BuiH ¢
NoTeLpAeH oTroop ¢ 95% CIL
’f Meananara He € IOCTMIHATA, Thi Kato JAHHUTE BCe OLIE He ca cplpanm,

Meguanara na OS npu ITT nonynaunsTa e Guina cyotserno 72,7 ceqmunu u 64,9 cenmuup (HR:
0,876; 95% CI: 0,679, 1,129; p=0,306) nput cyruTurub 1 npy nraneGo. B Tosk ananus pamMoTo
Ha rane6o BKIIOYBA OHE3V NALHEHTH, PAHAOMHIHPaHU Ha TLTanefo, KOWTO B MOCIeCTBHE ca
TMOAYHHITH NEHCHHE ChC CYHHTHHHD B OTKPHTATA hasa HA TIPOYUBAHETO,

Henexygan memacmamuven 6u6peuno-xiemvyen KAPUUHOM

lIposenesio e parroMu3npano, MHOTOLEHTPOBO, MEXIYHAPOAHO NPOYYBaHe (a3a 3, OleHARAIO
epMKACHOCTTA 1 Ge30NACHOCTTA Ha CYHUTURMG CpaBHEHO ¢ unTepdepor IFN-¢; pH nat#eHTH ¢
Hefexypa MRCC. CeZeMCTOTHH U NleTAeceT NALMEHTH ca G paHnoMuanpasn 1:1
TepaneBTUYHHTE PAMEHA; T€ Ca MONYYABAIH ICYEHHE HITH CbC CYHHTHHHO B NOBTapanwy ce 6-
CEAMYYHH LIUKIH, CHCTOALIM Ce oT 4 ceaMHLM Mo SO mg AHERHO MEPOPAHO MPHIOKEHHE,
MOC/ICABAHO OT 2 ceamuitu nosnpka (Cxema 4/2), win IFN-o, NPpUIOKEH KaTO NOIKOKHA ;
HIDKEKLMA OT 3 MUIHOHa envuiy (MU) nmupsata ceamuua, 6 MU Broparta ceqmuua 1 9 MU
TpeTaTa CeAMHIIA H CJIe]] TOBA Ba 3 HEroCcNeJOBATEHN JHH BCIKA CEAMMLA. ' :

Menuanara Ha NPOIRILKMTEIHOCT Ha jTeueHneTo ¢ 6wia 11,1 Mecena (anamason; 0,4—46,1) za
NEUEHHETO Che CyHUTHNMO u 4,] mecena (amanason: 0,1-45,6) 3a neuenuero ¢ IFN-a. Cepuosnu
HeXenaHu cr0uTHs, CBbp3any ¢ neueHnero (TRSAES), ca crobmenu nipu 23,7% or nanMeuTHTe,
npueMay CyHMTHHHO, 1 6,9% ot maunenture, npuemawy [FN-a. [Tpouenrure Ha
NpeKpaTABaHE HA JICHCHHETO I0PAAX HeXenaHu chBuTHa 0Bade ca Biumn 20% 33 CYHUTHHHG U
23% 3a IFN-0. ‘ ' ' : '
TpexparsBane Ha npueMa Ha 103aTa © HACTBNLIO Npy 202 natmenTy (54%) Ha CYHHTHAKG K

141 naumentn (39%) wa [FN-o. Hamanssase Ha pozata € HacTeIHiIo npyt 194 naupenty (52%)
Ha cyHuTHHUO % 98 nauwentu (27%) na IFN-. IandentaTe ca neKyBaHM IO NPOTpecHs Ha
3a00IBAHETO WM OTTELNIAHE OT MpoyHsanero. IIspeiynaTa Kpaita ToYKa 3a eDUKACHOCT ¢
Guna PFS. Tlnanupan MexAvHEH aHAIH3 IOKA3BA CTATHCTHHECKM 3HAYUMO TIPEIUMCTBO 34
cyHutHHnG cnpamo JFN-o, 8 ToRa poyyBaHe, kbieTo meauadata Ha PFS 3a rpynara, nekysauna
ChC CYHHTHHHOG, e Gnna 47,3 cenmuim B cpaBrerne ¢ 22,0 ceaMuIY 32 rpynara, JeKyBaHa ¢
IFN-a; HR e 6un 0,415 (95% CI: 0,320, 0,539, p-croiinoct <0,001). {pyry kpaiinu To4kw ca
Brmousad ORR, OS u 6esonachoct. OcHOBHOTO 06pasHO B3CHe/1BaHE € NPEKPATEHO clie]]
AOCTHIaHe Ha IYBPBMYHATA KpakHa Touka. B oxoxvatennus ananins ORR criopen ouenkara Ha
uscnenosarenare ¢ 6una 46% (95% CI: 41%, 51%) 3a pamoTo Ha CyHUTHHUE U [2,0% (95% CI:
9%, 16%) 3a pamoro Ha IFN-o (p<0,001). '

Jleuennero ¢ue CyHHTHHHE ce CBBP3B2 ¢ MO-NPOIWDKHTENHA IPEKUBAEMOCT ¢
Cpennara OS e 6una 114,6 cenmuim 3a pamoto Ha cyHuTHHHG (95% CI: 100,
ceamuIHM 3a pamoTo Ha IFN-u (95% CIL: 77,7; 117,0), ¢ koeduuueHT Ha pucka
0,673; 1,001; p=0,0510 cnpamo Hectpatuduuupan log-rank).
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sanocture PFS u OS, nabmonasauu B 11T nonynaum'ra OTpenesieHr OT OCHOBHOTO 00pasHo
haloparopro uscnenpane, ca obobmenm » Tabnuua 3.

Tabanna 3, Henexypan koM moMenTa mRCC - o6o6menne na kpafifuTe TOUKH 34
epnkacnocr (ITT nonynagns).

O6obmenne Ha NPEXABAEMOCT Ge3 nporpecns CyRuTHUNG IFN-a
(N=375) ~ (N=375)
IManuenT Hes nporpecus UnH cMEPT [n (%)) 161 (42,9) 176 (46,9)
MNMaukent ¢ Habmonanaka nporpecns Wiy cMupT [n (%)] 214 (57.1) 199 (53,1)
PFS§ {ceammnun)
Kraptun (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)
Hectpatnduunpan ana s
KoeduunenT 1a pucka (CynutuHn6 cipamo IFN-e) 0,5268
95% Cl 3a Koeqmnneﬂ'ma pUCKa (0,4316,0,6430)
p-cTolHOCT <(,000]
Obobmenne na Cysarnnubd IFN-a
ApexHBREMOCT Oe3 ‘ (N=375) (N=375)
nporpechs ‘ .
[MTaunenT 6e3 nporpecus umi 161 (42,9) 176 (46,9)
CMBPT [n (%)) ‘ '
TMauyest ¢ HabmonaBaHa 214 (57,1) 199 (53,1)
nporpecHs HIn cMuPT [n (%))
Keaptnn (95% CI)
25% 22,7 (18,0; 34,0) 10,0 (7.3; 10,3)
50% : - 48,3 (46,4; 58,3) S 22,1(17,1; 24,0}
5% - ' ‘ 84,3 (72,9;95,1) 58,1 (45,6; 82,1)
HecTpatHduuspay ananns ‘ '
Koeduunent Ha pHcka 0.8209
(cyuutnnu6 copamo IFN-a) i
93% CI 3a KoeduudenT Ha
oHCKa (0,6730 g0 1,0013)
p-cTodHOCTa" _ 0,0510

C'bupamenm CI = posepurencH unteppayn; INF-g = nmepq:epou -anda;
[ITT=noanexama na neverue; N=6poit mauuentn; NA = HENPHIOKHMO;
OS ofwa npexussemoct; PFS = OPEXKMBACMOCT Ge3 Nporpecus.

"or AByCTpaHeH NOraPHTMUYHO MPeoGpasyBsaH pairos (log-rank) recr.

Humoxun-pedhpaxmepen memacmamurien 6u6peyno-kremvyen xapyurom

Hpoyusane dasza 2 na cyHuTHHHO € GRI0 NPOBeeHO Ha MALMEHTH, KOUTO ¢a Gumu
pedpakTepHi Ha MpeIIIecTBAINA IMTOKUHORA TEPAUS C HHTEpIEBKHH-2 uad [FN-o.
IllecTaeceT 1 TPH MAIMEHTH ca MOJYYHNH HavadHa ao3a S0 mg cyunTHHEG Nepopaso
BEAHBK ZHERRO B IPONBIKEHHE HA 4 [10C/IEH0BATEIHN CENMUIY, TIOCACIBAHH OT 2-CEAMUYHA
naysa, 3a 1a ce 00XBaHe IMbJeH LHKEI OT § ceamuti (cxema 4/2). TTupsuunara KpaliHa TOuKa 3a
etrkacHocT e 61i1a ORR, OCHOBaBaIla ¢¢ Ha Kputepuu 3a oLeHKa Ha OTTOROpA TIPY COMHUHY
TyMopn (RECIST).

B ToBa npoyurane uecToTaTa Ha 0GeKTMBHUA 0TroBop ¢ Guna 36,5% (95% C.L.: 24,79
a menuanara TTP e 6una 37,7 cenmnum (95% C.1.: 24,0, 46,4). Wi
T . ‘YS?“ figt

1453
B noTsnpix/ieHHe Ha TOBA, OTKPUTO, ¢ €AMHUMHO PAMO, MHOTOLIEHTPORO PO gﬁY ,lf‘- xﬁi& N aﬁ
Ha e(uKacHOCTTa i Ge30NACHOCTTA HA CYHHTHHUG € GHIO NPOBeIEHO MPH Na eH by e
KOMTO ca 641 pedpakTephy Ha MpeIecTRAILA LMTOKMHOBA Tepanud. 106 n Hc gt
1ofy4aBanu HaH-Malko 0o eaHa aosa ot 50 mg CYHHTHHHG no cxema 4/2. AN
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ITspBuvHaTa kpafina TouKa 3a eMKaCHOCT NIpH TOBA poydBake & 6wia ORR. BropuuHHTe
KpaliHH TOYKH ca Bkmoypanu TTP, npoxsmxurentocT Ha otrosopa (DR) u OS,

B toBa npoyusane ORR ¢ Gwa 35,8% (95% C.I.: 26,8%, 47,5%). Meananure va DR u OS Bee
oHle He ¢a GWIM JOCTHMHATH.

Hanxpeamuuny nespoendoxpunny mymopu

Hoanspxatio, 0TBOPeHO, MROTOLEHTPOBO NpOyUBaKe (Haza 2 € OUEHIIO ehHKACHOCTTA |
Ge30MacHOCTTa MPH CAMOCTOATE/THO IPHIOKEHHE HA CYHHTHHHG 50 mg RHEBHO 110 cxeMa 4/2
Npu NauneHTH ¢ Heoliepabunen pNET. [Ipu koxopra ot 66 nalwesTy ¢ TYMOpH Ha
JlaHrepXaHCOBMTE KIIETKH, TBPBMYHATA KpaliHa TOUKA 3a CTETIEH Ha OTroBOp € Gria 17%.

[Ipn naupenTu ¢ HeonepaGuien pNET e npoBeaeHo 0CHOBHO, MHOTOLIEHTPOBO, MEKIYHAPOMHO,
PaHAOMM3HPAHO, NBOHHOCIANIO, NITaueGo~KONTPOTHpaHo npoy-sate daza 3 npH caMoOCTOATENHO
TIPUIOKEHHE HA CYHHTHHHO.

Heobxoaumo € 6110 nauMenTHTe 18 HMAT A0Ka3aHA TYMOpPHA IIPOTPECHA B paMKHTe Ha
u3MuHannTe 12 Mecena, Bu3 ocHosa Ha KpHrepuuTe 32 onenka Ha OTTOBOPA IIPH CONUIAHK
Tymopn (RECIST) v ca 6unu pannomusapann (1:1) fa npremar wiu 37,5 mg cyunrayné
BEIHBLXK JHeBHO Oe3 mouneka (N=86), win miauedo (N=85).

Ochoerara e ¢ Gina na ce cparnn PFS npn nauueHTy, DpueMany cyHHTHEMG, CIPIMO
TaLHeHTH, NIPUeMalLH n.naue6o Hpyrute xpaliau Touku ca skmoypany OS, ORR, PROs n
fezonacHoCT.

Hemorpadexure noxaszateny ca 61wty CPABHAMA MEXKIY IPYIMTE HA CYHHTHHMG 1 ruiaue6o. B .
RouseHue 49% OT NauMEHTHTE Ha CYHHTHHMG Ca MMANK HeDYHKLIMOHAHN TYMOPH B :
CpasHeHuE ¢ 52% OT NALHENTHTE, IpHeMatllH 1nanefo, a 92% oT NaUNSHTHTE M B IBETE PaMeHa

ca UMany 4epHoapoGHH MeTacTasy.

TIpHnoxeMETO Ha COMATOCTATHHOBH AHATIO3H ¢ BUIIO pa3peleHo MO BPeMe Ha [IPOYHBAHETO,

O61u0 66% OT NaUMEHTHTE HA CYHHTUHMG ca NPYEMATH NpeAlIecTRALIA CHCTEMHA Tepanus B
cpaBueHHe cbe 72% oT nauuenTyte Ha mnaebo. B nonbaHende 24% OT NauHeHTUTE Ha
CYHMTHHHE ca npueManu COMATOCTATHHOBH 2HANO3M B CpasHEHKE ¢ 22% OT NIALMCHTHTE Ha
wianebo.

Habmuonasato € KTHHHIRO-3H3UHMO TIPEHMCTBO NPH OLEHABAHETO OT M3CAeI0RaTeNd Ha PFS
34 CYHUTHHMO B CpaBHEHHe ¢ mTale6o0. MeauanaTa Ha pexHBAEMOCTTa B paMOTO Ha
CYHUTHHHG e Guna 11,4 Mecelia B cpaBHenHe ¢ 5,5 Meceta 3a pamoTo Ha mraue6o (HR: 0,418
(95% C1 0,263; 0,662), p~cToiinocr=0,00017; nonoGHu pesymrat ca 6iuny HaGmonapaxu,
KOraTo OLECHKUTE HA TYMOPHHUS OTTOBOP, NOJYYEHH Bh3 OCHOBA Ha NpuiaraneTo Ha RECIST
KbM H3MEpPBAHHATA HA TYMOpA OT H3CNeI0BaTeNnTe, ca OWNM M3MNos3BaHHM 32 OTIpelenaHe Ha
MpOrpecHsTa Ha 3a00oNABaHETO, KaKTo ¢ NokazaHo B Tabauna 4. Onenka na HR & nomsa Ha
CYHHTHHMO € HabOABaHA NPY BCHYKH NOATPYIH C ONEHABAHH XapaKTEPHCTHKH HA H3XOIHO
HHBO, BIITIOWHTETHO W aHANK3 Ha 6pOg Ha KypcoBeTe Npe IIecTsaIlo CUCTEMHO nedeHne. Q6o
29 maumentH OT paMOTO Ha CyHMTHHES K 24 OT pamMoTO Ka 1UTaleGo He ca GUITH MOMNOKEHH Ha
NPEACCTRANIA CHCTEMHE Tepaling, npH Tean nauHenTH HR 3a PFS e 611 0,365 (95% €1 0,156;
0,857), p=0,0156. [Togo6HO Ha ToBa&, NPH 57 NaUMEHTH B PAMOTO Ha CYHHTHRHG (BIIOMHTENHO
28 ¢ I yuxb Ha NPEIECTRALIA CUCTOMHE TEPanus 1 29 ¢ 2 uk noseye unm,nd Ha I

CHCTEMHa Teparnud i 36 ¢ 2 WM NoBeye IMKBYIA HA CUCTEMHA Teparma) HR 37
(95% C10,264; 0,787), p=0,0036.
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IlpoBeneH e ananus Ha uyscTBUTENHOCTTa Ha PFS, kaTo manumTe 3a nporpecusTa ce Sazdpar Ha
M3MCPBAHUATA HA TyMOpA, TOKT4ABAHK OT HICICAOBATENHTE H KBAETO BCHYKH HAMEHTH,
OTNaAHANH 110 IPUUHHH, PA3TTHYHH OT NPEKPATABAHE HA TIPOYYBAHETO, Ca PAITNEKIAHH KATO
PFS cv6urna. Tosy ananms npencTass KOHCEPBATHBHA OLIGHKA Ha TEPANeBTHYHHA edieKT Ha
CYHHTHHUO M MIOAKPENA MbPBUUHUS aHalNz, MoKaseam HR 0,507 (95% CI: 0,350; 0,733)
p=0,000193. T'naroTo NpoyuBaKe Npi NAHKPeaTHYHY HEBPOCHIOKPUHHM TYMOpH ¢ 610
NPKPATEHO NIPEABAPHTEIHO MO NPETIOPBKA Ha He3aBUCHM KOMUTET 110 NekapcTBEH MOHUTOPHHT,

2 MePBHYHATA KpaiHa ToYka e Guna GasupaHa Ha OLEHKATA HA H3CIEAOBATENA, KATO H JBATA
(haKTa MOJKE Jia Ca OKA3AIH BIIUAHHE HA OLICHKATA Ha TEpATIEBTHYHUA edekr.

3a 113 ce H3KTIOUM MPHCTPACTHOCT HPH OLIEHKATA Ha Hac/ eoRarent 3a PFS, ¢ nposeneH BICR na
Pe3yNTATUTE, KOHTO € NOAKPENAN OLEHKATA Ha H3CTeJ0BATENd, KAKTO e [0Ka3aHo B Tabnuia 4.

Tabauna 4. pNET pezynraTs 3a epuracuocy or thaza 3 npoyusane,

r_l'lapameﬂ,p 38 epHKACHOCT Cynnrtnanb Ilnanebo | Koebuunenrna! p-croMuoer

(N = 86) (N = 85) pHeK

' _(95% CI)_

IIpexunseMoct Ges nporpecus . .
IMennana, Mecelit (9.?% CD)] no 11.4 5,9 02 g:,’f 386 62 0,0001®
CLEHKA HA M3CAEA0BATeIH (7,4, 19,8) (3.6.7.4) (0,263, 0,662)
Ilpesxuraemoct Ges nporpecus
[Meanana, Mecenn (95% CI)] upes
OLEHKA HA TYMOPHHA OTFOBOP, BB3 12,6 5,4 0,401 0.000066°
OCHORA HA MpHJIAraHeTo Ha (7,4, 16,9 3,5, 6,0) (0,252, 0,640) ’
RECIST kbM TYMOpHHTE OLIEHKH ‘
HA U3CIIEN0RATENs i
Hpexupaemoct Ges nporpecns B
{Memmnana, mecenn (95% CI)] upes 12,6 5,8 0,315 0.000015% o
CILAN HE3ABMCHM HEHTPAJIM3NPaH (11,1, 20,6) (3.8, 7.2) | (0,181, 0,546) -
Npernel Ha TYMOPHHTE OLEHKH i ]
Ofma npexxussemoct (OS)
[mepson Ha npocnemasane 38,6 29,1 0,730 0.0940°
5 roauku] (25,6,56,4) | (16,4,36,8) { (0,504, 1,057) ?
[Menuata, mecelun (95% C1)]
YecToTa Ha o6eKTHBEH OTrOBOp
(ORR) 9,3 0 NA 0,0066°
[%, (95% CI)] . (3.2, 154) : !

Crxpamenna: CI = Aomepyrened ynTepsan, N = 6poit naunenty; NA = e e npuioxumo, pNET

= MAHKPEATHYHH HEBPOCHAOKpUHHA TymopH; RECIST = Kpurepnu 3a

COJUHH TYMODPH,

® 2-cTpanen HecTpaTMQULNPAH JOrAPHTMUIHO iipeobpasyBaH paHros Tecrt.

® Touew Tecr ua Fisher.
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®urypa 1. Ipadura na Kaplan-Meier 3a PFS npu pNET mpoyusane ¢asa 3.

’\g
]
o
& 0 Koohummesrmapmex -
(HR) =042 n
104 95%CI(0.26~0.66) Y
o4 P=0.0001 1
T o ] — L] i L
n b B # 1% 15 18 2
Bpok nxcoesnrs 2 pacs; Bpessy (xacurs) '
SUTENT [ £ x o 4 2
Tismebe 35 42 b [ 2 2 2

Coxpawenus: CI = gonepuresen untepsan, N = 6poii nauuentn; PFS = npexxHUBAeMocT Ge3
nporpecust; pNET = nankpeaTHunn HeBpORHIOKPHHHH TYMOPH.

Hanunte 3a obma npexnegemoct (OS) He ca Guny ObAHU KbM BPEMETO Ha [IPHKIIOHBAHE HA
npoyusarero [20,6 Meceua (95% CI: 20,6, NR) 32 paMOTO Ha CYHMTHHNG, B cpaeaeHuE ¢ NR
(95% CI: 15,5; NR) 3a pamoro xa iinane6o, HR: 0,409 (95% CI: 0,187; 0,894},
p-cTorinocT=0,0204]. Hmano ¢ 9 ciydas Ha cMBPT 1IpH paMoTO Ha CYHHTHHMG H 21 gnyuan npu
pamMoTo Ha RNauebo. ’

7

[lpn nporpecus na 3a6omasaneTo nauneHTTe ca MM PasCencHM W Ha TNAUHEHTHTE OT

nnaweGo rpynata ¢ NpelioCcTaBet JOCTDI I0 OTKPHT CYHHTHHNHG B OTASTHO pastnPEHO

npoy4satie. [Topagu paHHOTO HpHILTIOUBAKE HAa APOYIBAHETO, OCTAHATIATE nauner’rﬂtn ca 6unu

pazciienent ¥ MM e Gl IIPEUIOKEH JOCTBII 10 CYHHTHHIG B OTKPHTO PasiIAPEHo HPOy BaKe. .
O6tuo 59 or 85 naumenTs (69,4%) or pamMoTo Ha Nnnaueto ca TMPEMHUBAIM HA OTKPHUT CYHUTHHHO
CJIER IIpOTpecks Ha 3a00/I1BaHETO, MITM Pa3CIENIBAHE NP NPYKIIOUBAHE HA NPOy4BaHeTo, OS, F
Hal/oAaBana cien S-FOMKUIHO IPOCIEAABAHE B PAMKHTE Ha PasIHHPEHOTO NPOYUBAHE, €

noxasana HR 0,730 (95% CI:-0,504; 1,057). '

PesynraTite 0T BHIPOCHHKA 32 KAYeCTBOTO Ha XMBOT Ha EBponefickata OpraHusaums 3a
u3cneBane 1 neueHue Ha paka (European Organization for Research and Treatment of Cancer
Quality of Life Questionnaire (EORTC QLQC-30)) ca riokazam, ye oBmioTo rnobanno,
CBEP3aHO CBC 3NPABETO KAUECTBO HA JKMBOT 1 5 pyHKumonanuu obnactu (Pusuuecka, poneea,
KOTHUTHEHA, eMOUMOHATHA H COLMANHA), ¢a MOIABLPKANY NPH NAUHEHTHTE Ha IEUeHHNE Che
CYHUTHHHD B CPaBHEHNE C TLIateb0, ¢ OrpaHHYeHH CUMITOMATYMHY HEXCNAHH edEeKTH.

[TpoBeneno ¢ MHOroHaUHOKAMHO, MHOTOLEHTPOBO, OTKPUTO IPOYUBAHE C ¢IHO pamo, ¢aza 4 3a
OLEHKA Ha eIHKACHOCTTA M GEIONACHOCTTA HA CYHHTHHIG [PH NALHEHTH C nporpecHpay,
HAITPE/IHAITH/ METACTATHYHH, R06pe AMdepCHIMPaEH, HeonepabuIHy pNET.

106 naumenty (61 nalmeHTH B KOXOPTATA C HENeKyBani A0 MOMEHTA [TAUWEHTH U 45 11aliedTH
B KOXOpTaTa ¢ NOCIeABAINA TMHHA Ha EYeHHe) NOJIYHaBaT JeYCHUE ChC CYHUTHHHG
37,5 mg BelBK AHEBHO CHIIACHO NPOIBIIKHTENHA CXEMa ¢ EKCAHERHO apuaarn
daily dosing, CDD). ‘ o

Ouenenara 0T uacnenosatens meamana na PFS e 13,2 Meceus, kakTo B o6y
CIL: 10,9; 16,7), Taka 1 B KOXOpTaTa € HeNlEKYBAHA 10 MOMEHTA NAIMEHTH (95¢
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IMenvarprusa ronynanms

OnUTHT OT yNoTpeGara Ha CYRUTHHME HpH HeAUATPHHEHE NALMEHTH ¢ OrpaHHMeH (BX. Touka 4.2).

IIposesero e npoyusane ¢asa | ¢ yBenHuapare Ha J03aTa nepopaneH CYHUTHHUO mpu 35
NarueHTy, BKI04Bao 30 neanaTpuuny nauHenTn (Ha BB3pact ot 3 roausu 1o 17 rogusd) u 5
MIIad Bb3pacTHH NMaLMeHTH (Ha PB3pacT ot 18 roavsm 1o 21 rofusin) ¢ pedparrepuH conuanm
TYMODH, KaT0 fI0~TONAMATA YACT OT NAUMEHTHTE Ca C OCHOBHA JWATHO34 MOIBHEH TYMOP.,
Habmoznarana e no3onumMUTHPaIA KAPAHOTOKCHUHOCT B ITHPBATA HACT HA IIPOYYBAHETO, KOETO
CJIeZ] TOBA € MPOMEHEHO, 3d /13 Ce U3KIIOYAT MALHECHTHTE C [PEAXO/HA SEKCTIO3HLIIA Ha
NOTEHUMANHO KAPAVOTOKCHYHN JIGUSHHS (BIUIOUUTENHO AHTPAHKINHK) WK 00T59BAHE Ha
chpueTo. BbB BTOpaTa 4acT Ha NPOY4BAHETO, BKIOYBALIA NALMEHTH C TIPEIXOIHO
UPOTHBOPAKOBO NedeHUe, HO §e3 PHCKOBH (PaKTOPH 32 KAPANOTOKCHYHOCT, CYHUTHRHG KaTo
UAJI0 c¢ ToHacs 106pe ¥ ¢ KAHHHYHO KOHTPOIMPYeM NpH jo3a 15 mgl’m2 Ha pen (MITX) no
cxema 4/2. [IpH Hukoif OT y4aCTHULMTE He Ce MOCTHTA ITHIICH WY YACTHYEH orrosop. Crabwino
3aGonaBane ce naGniozasa npu 6 naumenth (17%). Exuu naument ¢ GIST ¢ srnodes npu HIBO
Ha fosata 15 mg/m® Ges roxazatencTra 32 nomsa.

Habnronasanure HemenaHh ICKApCTBEHH PEAKLMM KATO LATO C4 CXORHH ¢ PEaKLHWTe,
Habnonasany 1py BR3PacTHN NMaUMEHTH (B, Touka 4.8), :

ITposenesio e dhasa 2 oTKpHTO (IpoyuBaHe UpH 29 nalmeHTH, BKINOYBANO 27 NEANATPHYHH
NayHeHT! (Ha BB3pacT OT 3 roauHu Ao 16 roaxnM) B 2 MAaH BH3pacTHH NANHEHTH (Ha BB3pacT
ot 18 roannd 1o 19 roguuu} ¢ HGG wm enesguMoM. TIpoyuBaneTo e cnpsiHO KbM MOMEHTA Ha
fUIaHHPAHWA MERQIHHEH aHATH3 NIOPANY JTMTICA HA KOHTpON Ha 3abonseaneTo. Meauanata Ha
PFS e 2,3 mecewa B rpynata ¢ HGG u 2,7 mecewia B rpynata ¢ encHimMom. Meauanata Ha
uanocTHata npexissemoct (OS) e 5,1 mecena B rpyrara ¢ HGG u 12,3 Mecena B rpynara ¢
enennnMoM. Hali-uecthte (>10%) crobluenn HexeTaHy CoOUTHA, CBBP3aHH C JICUEHHETO,
KOMOMHHPAHO [PY TIAUMEHTUTE B IBETE IDYITH ¢a HAMAeH 6poit Ha neyrpoduanTé (6 NanBenTH
[20,7%] u BuTpevepenen kppBoMTHE (3 auuentn {10,3%)) (8. Touxa 4.8). v

Hoxkazarenctea ot npoy4rane dasa 1/2 va nepopaneH CysUTMHKG, NPOBEAEHO npu 6
nenvatpruiy naunenTd ¢ GIST Ha Bhapacr or 13 roauny 10 16 romuuu, KOMTO PaIyHaBar
CYHUTHHUG no cXema 4/2 B 031, Bapupany Mexiy 15 mg/m® axesHo 1 30 mg/m? aresio,
KaKTO # Hamriante nybiuxysany napuy (20 neAuaTPUYHu WK MAaIH BH3PACTHH NALMEHTH ¢
GIST), noxa3rar, e NEUSHHETO CBC CYHUTUHUE BOAH A0 crabuausupaHe Ha 3860NSBAHETO YIpY
18 o1 26 (69,2%) naLMeHTH Cliefi HEYCTICIIHO NEUCHHE Wi HENIOHOCHMOCT KhM MMATHHE {16
MALMEHTH Ch¢ cTabunHo 3aGonssane ot 21) umwn de novo/crien oniepaitis (2 NALHEHTH Che
cTabuino 3abonssane ot 5). Ipw npoyusanero dasa 1/2, crabuino 3a6onspane u nporpecus Ha
3a00n4BaHeTO ca HaG/TrOaBaHE IPH 3 OT 6 NAUMEHTH 33 BCAKO OT ABeTe (CHOTBETHO | MALMEHT
€ NOJYYHST HEOAMORAHTHO H | MAUMERT € NOTYUMI AJIOBAHTHO eUeRne ¢ UMaThHIG). B
CHINMOTO fIPOYHBaHE, 4 OT 6 naunenty (66,7%) noNy4aBaT HeXeTaHH CHOWTHA, CBBP3AHKM C
fGHCHUETO CTeNeH 3-4 (cTeneH 3 xunohochaTeMus, HEYTPOIICHIS U TPOMBOIUTONCHHT npu 1
NAHHEHT OT BCAKO CHOMTHE H HEYTPOeHU OT ctened 4 ipw 1 naudent). B nomsanenve, B
myGamukanunTe ce cho0ILARA 32 CNEAHUTE HEeXeNadn MEKAPCTREHU PEAKLKH OT CTENEH 3,
POSBEHY NPH 5 NAUMEHTH: yMOpa (2), raCTPOHHTECTHHATHM HEKETAHH NEKAPCTBEHH peakLmy
(RKTOUNTENHO Anapus) (2), XeMATONOTHYHY HEXENAHN IEKAPCTREHH peakuiH (BKINIOYHTENHO
anemus) (2), xoneunetut (1), xuneprupeonanzsm (1) u myxosur (1).

Hsebpuwien ¢ nomynauuonen dapmaxoxunernued (OK) n thapmaxoknteTHuen/GapMaroIHHAMHYEH
(PK/D]I) ananns 3a excrpancanpane ha PK 1 OCHOBHNTE KpabiuK TOUKY 33 6e30MaCHOCT
eQHKaCHOCT Ha CYHHTHHME IpK neauaTpyuny nawmentd ¢ GIST (ua BBIPECT OT § Io
rogunu). Tosu ananus e 6asupaH Ha naHHWTE, CHOPAHYM NPY BB3PACTHU NALUHEHTH KA
COTHIRN TYMOPY, KAKTO ¥ NPU IEAMATPHYHA HAUMEHTH CBC COIHARH TyMOopH. B
8HANK3NTE HA MONCIIHTE, f0-MJIA1ATa Rb3PACT U MO-MATKHAT pazMep Ha 1070 HE B
NOBIKABAT OTPULIATETHO OTIOBOPUTE KbM LTAIMEHATE EKCIIO3HUMA Ha CYHHTHHHD Bo| STHO el 6‘{?, 3

Ha 6e30M1aCHOCTTa 1 ehUKACHOCTTA. CHOTHOUIEHHETO NOM3/PHCK Ha CYHMTHHAD e&'ua\rhéijgég' a2t /
A SR : e G R /
> 0y M b
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C€ NOBMMABA OTPHLATEIHO OT N10-MIA1aTa BB3PACT Wi NO-MANTKAL pasMep Ha TAI0TO H ¢
Omnpenesia rmagHoO OT IUla3MeHaTa MY CKCITOIHIIHA.

EMA ocsoboxnasa OT 3ab/KeHHETO 3a TPEJOCTARIHE Ha PE3YITATHTE OT MpOYYBaHHA CBC
CYHUTHG BBB BCHUKH NOATPYNH Ha NERATPHYHATA NOTYNALMA 1pH GBOpeyeH KapUMHOM WiH
KapuyHoM Ha 6x6peunoto nerende (¢ wsKmoyeHue Ha Hedpobractom, HedpobracTomarosa,
CBETIIOKIETHHEH CapikoM, Me3obnacTed HeppoM, MenynapeH GubpeyeH KapLUMHOM K paGaoHIeH
Tymop Ha OuOpeunte) (Bx. Touka 4.2).

EMA ocBoSoxzasa 0T 3a0b0KeHHETO 32 IPEOCTABAHE Ha PE3Y:ITATHTE OT NPOYYBAHHA CHOC
CYHWTUKOH BEB BCHUYKH MOATPYTIM Ha (ICAMATPHYHATA OIYAAIHA IPH FACTPOEHTEPONaNKpea-
THYHH HEBPOSHAOKPMHHY TYMOPH (¢ M3KIIOUeHHe Ha HEBPOBNACTOM, HERPOTAHTTHOGIACTOM H
deoxpomoruTom) (B, Touka 4.2).

5.2 [IHpeaknHHAYEHK NaHHHE 32 GE30NACHOCT

OK Ha cynutunHG e ouenera nipu 135 3apasu 1oGpoBONIH # 266 NALHEHTH CHC COTHIHH
TyMopu. ©K ¢ 6Kna cXoqRa MPH BCHYKH H3CIENBAHH NONYIALMH NALHEHTH ChC CONMINY
TYMOPY M TIPH 3APaBM JOGPOBOIILIA.

B nuanasona Ha no3u ot 25 1o 100 mg, nnowra noa KPHBATA ,,[Na3MeHA KOHL@HTPALMS —
speme’ (AUC) 1 Cpnox C€ NOBHIMARAT GPOIOPUHOHATHO HA R03aTa. TIpH MHOIOKPATHO JHEBHO
NPWIOKEHNE, CYHUTYHNE Kymynupa 3 10 4 bTH, @ OCHOBHUAT My aKTHREH MeTaBomHT
Kymynupa 7 no 10 meTu. o o

CraunodapunTe KOHIICHTPALUMN HA CYHUTHHAG ¥ HEroBHA MbPEYUEH aKTUBEH METabOIUT ce
nocturar B pamkute Ha 10 no 14 g, Ho Hen 14 obuiure riiasmenu Kouuem‘paumé}ua
CYHUTHHMG ¥ akTHBHMA MY MeTabonuT ca 62,9-101 ng/ml, Te ca TapreTHU KoHUEHTPAINHY, 34
KOUTO NPENKITMHAYHHTE NaHHH peanoarar, 4e wHxuoupar docdoputupadero Na peuenropa
In vitro ¥ BOJAAT A0 TyMOPHA CTasa/HaManIBaHe Ha pacrexa in vivo. OCHOBHHUST akTiEeH
meTabonuT obxsama 23% 1o 37% oT ofIuarta eKCTIo3HIMAL IIpu MHOrOKpaTHO IHERHO
NPUIOHEHHE HITH MHOMOKPATHH LMKITH [IPH NPOYYBAHHTE CXEMH Ha NPWIOKEHKWe He ca 61mn
HaBMONaBAHN 3HAYMMH NPoMeHH BBE PK HA CYHMTHHMG WM HA HETOBMA OCHOBEH AKTHRCH
Metabonyr,

ABcopbups
Cnen nepopanHo npuioxerue Ha CyHHTHHUO, Copn, ODMKHOBEHO €3 HAGIONARAHH OT § go 12

4aca BpeMe 710 MaKCHMAJTHA KOHUEHTPAUHA T,y CICA ApUAOKEHHE.
Xpanata HamMa edext BLPXY GHOHATTHUHOCTTA Ha CYHWTHHMG.

Paznpenenenue
In vitro, CBBP3RAHETO HAa CYHUTMHRO K HETOBUS OCHOBEH AKTHBEH MeTaBOMUT C YOBEILKHA

TiTa3MEH [IPOTEHH B H3CICABRHKA i Vilro € Guno choTReTHO 95% v 90%, 63 3aGenekuma
33BUCHMOCT OT KOHUEHTpaLmaTa, lIpuewinsusT obeM Ha pasnpenenenvie (Vd) 3a cyHUTHHHE €
Gun ronam - 2230 1, niokasBaiiku pasnpeneaeHHe B TBKAHHTE,

MeTabonuTHu B3auMonencTeug
WMayncnenwre in vitro crolinocty Ha Ki 3a Bewdku usniTasi n3ohopmu Ha HATOXOpM P450
(CYP)(CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS6, CYP2E],
CYP3A4/5 u CYP4AY/11) noka3ear, ye e MATKO BEPOSTHO CYHUTHHHG M OCHOBHUMAT My
akTuBes MeTaboliT fa MHAYIHpaT MeTaboNM3Ma Ha APYTH aKTHBHH BeleCTBE, KOH
MeTaboH3NPaT OT TE3N EHIHMU, A0 HAKAKBa KIMHMYHO-3HAYAMA CTEMEH.

&
BrorpanchopMauns 4' &
Cynutnnnb ce metaGonuanpa rnasto or CYP3 A4, usodopma ot rpynata Ha CYE;

MPOAYUAPa HETOBHA OCHOBEH aKTHBEH METROOHT, Ae3eTi CyHUTHHUD, XOiTO Q.né;
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MeTabOMM3HPA OT ChILUA H3OCHIHM.

EnHOBpeMEHHO NPUITOMEHHE HA CYHUTHHKG ¢ MOMIHW HHAYKTOpH Ha CYP3A4 HHXHOHTOPH
TpabBa A2 ce H3DATBA, THil KATC TWIA3MEHNTE KOHIEHTPALIMA Ha CYHHTHHHG MOTAT A2 Ce
NPOMEHAT (BK. TOYKH 4.4 u 4.5).

Enumunupane
Exckpeuusara € ocHOBHO upe3 nanpaxueHusTa (61%), a CHUMHHHPAHETO Ha HENPOMEHEHO

aKTHBHO BEMIECTBO H MeTabonnTHTe MY upes 6b6pennre cherarnspa 16% oT npunoxeHarTa f03a.
CynnTiHUG M HErOBUAT OCHOBEH aKTHBEH MeTab0NNT ca GWITH OCHOBHNUTE CheSHHEHHA,
MICHTHHLIMPAHY B [LTA3MA, YPHHE i H3IPAKHEHHA, NPEACTABNABANIN ChOTBETHO 91,5%, 86,4%
# 73,8% OT paanoaKTHBHOTO BEIIECTBO B chOpaHuTe npobu. BropocTrenesn merabonuty ca
6uin uneHTUGUIMPAHY B YPHHA M MIANPAXKHEHHUS, HO OBUKHOBEHO He ca BN OTKPHBEHH B
rutasma. ToranHust uepopanen kmupwsae (CL/F) e 64 34-62 1/uac. Cnen nepopanio
NPHICKESHNE TIPH 31paBH N06POBONILK, ENMMUHALMOHHHTE TIONYXHBOTH Ha CYHHTHHUE U
HETOBHMSA OCHOBCH aKTHBEH IE3ETHI-METab0MMT €& CLOTRETHO OKoNo 40-60 uaca u 80-100 uaca,

EanorpemMeHHo npunokenue ¢ JeKAPCTBEHN MPONYKTH, KOUTO ca HEXHGuTopH Ha BCRP

In vitro, cynrTunub npeactaBnasa cySeTpar Ha eilykcHus TpaHenoprep Ha BCRP. B
npoyysane A6181038, enHORPEMEHHOTO My NMPIITOKEHKE ¢ reuTHHHG, urxubuTop Ha BCRP,
He OKA3BA KITMHUYHO 3HAYHM €eKT BbPXY Cuax # AUC Ha cynurunut win ofumre
NeKapCTBeHH KOHLeHTpauny (CynnTHHAb + Metabomur) (8. Touka 4.5). Tora npoyusate ¢
MHOrOLEHTPORO OTBOPEHO NMpoyuBane dasa 1/2, myciensamo Ge30MaCHOCTTa/TOHOCHMOCTTE,
MaKcuManHaTa MOHOCKMA [034 W AHTHTYMOPHATA aKTHBHOCT Ha CYHHUTAHMG B KOMOWHALMA ¢
retpHTHHMO NPY MALMEHTH ¢ METACTATHYICH GBOPEUHO-KIETHYEH KAPLIMHOM {MRCC). Karo
BTOPU4HA LE ¢ OueHsBaHa dapMaKokUHeTHKAaTa Ha re¢rTarub (250 mg aHeBHO) CYHMMTHHND
(37,5 mg [Koxopra 1, n=4] num 50 mg [Koxopra 2, n=7) nxeBHo npu cxeMa ¢ 4-cefimpues
TIpHEM W1 2-CeIMWMHA Nay3a) TIpH eIHOBPEMEHHO Npiiokerke. Tipovenute Bxs DK napametpu - .
HA CYHHTUHHUG K Ca KTMHWIHO 3HAYHMH W HE ¢4 NOKA3a/iM BIAMMOREHCTBNA ¢ APyH JIeKapcTRa.
Kato ce a3eMe npesun 0THOCHTETHO MankuaT Gpoit naupenTy (T.e. N=7+4) n yMEpEHATa [0
BHCOKA MHTEPHHAMBMITATHE BAPHAGHIHOCT Ha PapMakoKHHETUHHHTE APaMETPH MEKITY
naiHeHTuTe, HaxonkuTe 38 OK aexaperseno psauMonelicTeie B TOBA ipoyuBaHe TpaGua Ja ce
ThIKYBAT OCOOEHO NpennazTueo,

Crequanyu nony.Iauum

Yeprodpobra yspexcoane C

CyHuTHHAG 1 OCHOBHHUAT My METafONHT ce METAGONMINPAT TIIABHO OT YepHHA APoD.
CucTeMHNTe EKCTIOZMLINM CE AMHMYHA 1038 CYHHTHHUG ca GH cXonHu IIpH LA C JIeKo
HITH yMEpEHO HepHORpobHO yepexiane (Child-Pugh xnac A u B) B cpaBrenue ¢ nwuila ¢
HOpManHa uepHopoGHa GyHkis. CyHITHHUE He ¢ GHIl NPOYHUBAH TIPH JTHILA C TEXKKO
uepHoapobo yepeixkaane (Child-Pugh wiac C).

[tpoyusaHvsTa IIPK NALKEHTH C PAK ca u3KouBAdH nauuentt ¢ ALT wm AST >2,5 x ULN
(I'opna I'panuua Ha Hopmara) unu >5,0 x ULN, ako ce IB/KH HA YEPHOAPOOHH METaCTa3H,

Bvopeuno yspewcdarne
Nonynaumonen MK ananns e nokaza, ye NPUBHAHAAT KIHPBHC Ha CYHUTuHR0 (CL/F) He e 6un
NOB/IWAH OT KpeaTHAHHOBUA KTHPLHC (CLcr) B onenaranns auanason (42-347 mi/min).
CrereMHaTa eKCTOSHLMA ClIe)l EAHOKPATHA 1033 CYHATHHUG e Guna cxonHa IpH U
Texko GrGpeqro yepexnare ((CLer) <30 mi/min) u Takuea ¢ HopManna 66pey
((CLcr) >80' ml/min). o ' :

Baiipexu we CyHHTHHMO M HETOBHS ITLpBHUEH MeTabONNT He ca €IMMUHIPAHK
Xemoauanuza, npu neaneuam ¢ ESRID, ofuaiara cucTeMHa excrosiuug e Gz
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npH CyHuTUHUG 1 31% npu HeroBHs MEpBHYER MeTaGoIHT, B CpasHEHME C HHAHBUIM C
nopmanaa bubpeyna QyHKiMs,

Tezno, pynxyuonamo ceemoanue

lonynaunonnu ©K anamsu Ha gemorpadick JasHH MOKa3BaT, e He ca HeobXonuMK
MbPBOHAYATRH KOPEKLHY HA J038TA CNOPES TEJSECHOTO TErNO0 H GYHKIMOHAIHOTO CHCTOAHME NO
ECOG.

ITon

Hanuunrsre naHAM MOKA3BAT, He KEHMWTE MOTAT 42 HMAT 0KOJIo 30% TO-HHUCHK TIPHBHJICH
xinpbHe (CL/F) Ha cyHUTHHNG, B CpaBHEHME ¢ MEBKETE: Ta3H pasiuKa, obade, He Hanara
OLPBOHAYATHH KOPSKUHK HA 1038Ta.

Tleduampuuna nonynayus
OnursT 0T ynotpebara Ha CyHHTHHHO 11pY NEJHATPUYHHA MALMEHTH ¢ OrpasHyeH (BXK. TOYKA
4.2). lomynaiwonunte OK ananuiu Ha cOopeH Habop OT AaHHH PM BB3PACTHA NAUMEHTH ¢
GIST u comuanu TyMOpH, KakTo ¥ npu NleqHATPHHHE TIALYEHTH ChC COMMIHM TYMODH ca
3ABBPIIEHH,
HzebplucH ¢a aHaTH3H HA CTBIKOBO KOBAPHATHO MOJIEJIMPAHE 33 OLIEHKA Ha eexTa Ha
BL3pacTTa ¥ pa3Mepa Ha TAJIOTO {060 TeNECHO TErTO HIIH TEECHA TIOBLPXHOCT), KaKTO ¥ Ha
Apyri kopapHaTy Ha saxun OK napamerpy 3a cyHnTuHMG 1 HeroBus akTueed MetaGonut. OT
H3CIeBAHUTE KOBAPHATH, CABP3aHM C Bb3PacTTa M pa3sMepa Ha TANIOTO, Bb3PAacTTa € IHAHHMa
KOBapHaTa Ha IPKBHAHHA KJHPBHC Ha CYHHTRHKE (KOJKOTO YIO-MANKA € BBIPACTTa Ha
NEeJHATPUYHMIA NALMEHT, TOIKOBA TIO-HUCHK € TIPHBHAHMAT KiupsHC). Tloao6uo Ha Tosa,
TEJICCHATA [MOBBPXHOCT € 3HAUMME KOBapHaTa Ha NPUBHAHMA KIMPEHC HA aKTHBHYA MeTalonur
(kOnKOTO NO-MANKA € TEJleCHATa OBBPXHOCT, TONKORA MO-HUCHK € NPUBHAHKAT KIHPBHC).

:
Ocpex TOBa BB3 0CHOBA Ha uBTerpupal ®K ananu3 Ha cGOPHHU JaHHM OT 3 NEHATPUUHK o
TpOYyYBaHHA (2 NeAHaTPUYHN IPOYUBAHUS IPH COMHAHH TYMOPH M | NEHATPHUHO NpOy4BaHe
nipu GIST; Bp3pacTu: ot 6 roansn go 11 roauas u ot 12 rogunsn fo |7 rogunm), Waxonsara
TelecHa nobepXuHocT (BSA) ¢ sHauMMa KOBapHaTa HA NPHEHANHA KIIMPHHC Ha cyaumﬂnﬁ H
Herosua akTiseH MeTabonut. Bha 0CHOBA Ha TOZW aHAIMS 1034 upuﬁnuamenﬂo 20 mg/m’
IHEBHO NPH NeAHATPMHHY NALKEHTH ¢ AManasol Ha BSA mexay 1,10 u 1,87 m® ce ouaxea aa
ROCTABH EKCIIOIHUMH Ha CYHHTHHHO M ReroBus axTiseH mMetabonut (Mexkay 75 u 125% or
AUC), cpaBuuME ¢ Te3u npy Bp3pacThi ¢ GIST, Ha KOuTO € mpuarad cyRHTHEHO 50 mg
AHEBHO N0 ¢Xema 4/2 (AUC 1233 ng.hr/m}). TIpn nenuaTpyyHy NpOYUBaHHI, HAYAIHATA 1034
cyHuTHHUG € 15 mg/m’ (s13 ocxosa Ha MITT]I, uaeHTHhUIMpPaLa [pH mpoyusane gasa [ ¢
ynenuqanaﬂe HA [O34T4, BX. T. 5.1), KoATO NIpH neauatpuusy namdesTH ¢ GIST e nopwena no
22,5 mg/m* u snocneacteue g0 30 mg/m’ (se ce npesuiasa obuiata go3a 50 mg/IeH) Bb3
OCHOBA HA WHIHBHAYATHATA HOHOCHMOCT/Ge30nacHocT Npy nauHenTHTe. OcBeH TORA, CIIOPen
nyGJIMKYBaHH INTEPATYPHU JAHAK npu ne;u{annqnn naiyeHt® ¢ GIST, u3uncnenara HaqaIua
71032 € B IpaHALUTe Mexy 16,6 mg/m” fo 36 mg/m®, norumea o no3m nopy oo 40,4 mg/m’
(6e3 na ce npesumasa obmiara no3a 50 mg/nen).

5.3 Hpeaxaunuvun 1anun 3a 6e309aCH0CT

B ripoyusanus BhpXy nanXose H MaliMyHH Ha TOKCUYHOCTTA IPH MHOFOKPATHO TIPHTArane ¢
NPOTBIKATEIIHOCT 10 9 Meceua, OCHOBHUTE eeKTH BLPXY MPHLICTHHTE OpraHu ca bunn

YCTAHOBEHH B CTOMAUTHO-UPEBHHUSA TPAKT (FOBPBIIAHE H NMAPKA IPU MaliMyHR), HanGbh
#ne3a (KOPTHKATHA KOHIECTHS 1/ TN KPBBOMAIME [IPH TUTEX0BE ¥ MARMYKH ¢ Hek
NoCieABAHa OT GHOPO3a PY MYBXOBE), KPBLBOTBOPHA M TuMbO-06pasypama cH
MO3BYRA XHDOLESYNAapHOCT; Jeruleilus Ha nuMBOUIM OT THMYC, CesKa K UM
eK30KpWHEeH naHkpeac (JerpaHyaaiis Ha aUHHAPHATE KIETKH ¢ HEKPO3a Ha €,
C/HOHYEHA XU1e3a (auMHapHa XMNepTpodua), KOCTHO-CTaBHU (yneBensapane Ha
TUTOHMKHM ), MATKA (ATpodiva) ¥ SHYHMIM (HaMaleHO pa3BuTHe Ha GOTHKYNHTE).
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Ca HACTBITHIH (IpH KIHHHYHO 3HAYMHMH IU1a3MEHH HMBA Ha eKCTIO3HLIMA HA CYHUTHHHG.
Rominurensu eexty, Habmonasany B APYri NpoydBaHHs, ca BKIIOYBATH VBNKABAHE Ha
QTc unrepsana, HamanaBare Ha JisBOKaMepHaTa PPaKLMA Ha HITIACKBAHE, aTPODHA HA
TyDYnHTe Ha TECTHCHTE, YRETUUARAHE HA MeRAHTHAHUTE KAeTKH B GEOPELHTE, KPBBOMAIHE B
CTOMALIHO-4PEeBHUA TPAKT M MYKO3aTa Ha YCTaTa H XHNEPTPOgHS Ha KIETKUTE Ha NIPEAHUA ANl
Ha xunoguzara. CmaTa ce, 4e NPOMEHHTE B MaTKaTa (eHAOMETPHANHA aTpouA) U PACTEIKHUTE
TUI09KM Ha koeTuTe (yashenasane va Qusara KM XpyImgNHa IHCILTA3Ks) Ca CEBP3AHH C
(apMaKoNOrauHOTO AciicTBHE Ha CyHHTUHKD. [10BEYeTO OT Te3M ABNCHHMA ca GHIH OGpPATHMU
cnen 2 1o 6 cexMHuu Gea nedeHue.

IeHOTOXCHYHOCT

T'eHOTOKCHYHMST NOTEHIMAN Ha CYHUTHHUG e 6wt B3cneasaH in vitro u in vivo, CyRUTHHNG He €
Bus MyTarenen npu GakTepuu, NPY H3HON3BAHETO Ha METGOIMTHO AKTHBADAHE OT YepeH Apob
Ha ITbX. CyHWTHHUG He € Npeau3BUKaT CTPYKTYPHH XPOMO3OMHH HADYINEHUS in Vilro B
TUMPOUNTHY KIETKH OT HoBemIka nepuepHa kpbB. B imMbouwy ot Yosewnka nepudepra
KpbB in vitro ca Habmonasady noauwrouan (Gpoiiuy XpoMO3oMHN aepatsu) KakTo B
MPHCHCTRHETO, TAKA M B OTCHCTBHETO Ha MeTabONUTHO akTBKpane, CYHHTHHHE He e 6un
KAACTONeHEH B KOCTEH MO3LK OT TUTRX in vivo.

I'eHOTOKCHYHHAT MOTEHUMAN HAa OCHOBHES AKTHBEH METaBOTHT He € GWI M3NHTBAH.

Kanueporensoct
IIpu enroMecedno Npoy4Bake ¢ racTpaiHa COHAA, 32 YCTAHOBABAHE HA 030B Auarasos (0, 10,

25, 75 wmn 200 mg/kg/nuenno), ¢ CDD, npn rasH2 Tpancrenan Mumky, ca #abmonasatn
KapuuHOM 1 XHNEPILIAZKS Ha BpyHEpOBUTE HUIE3U Ha IBAHANECETOPRCTHHKA, IPU Hali-
BHCOKATa H3nuTBana no2a (200 mg/kg/nen).

Ilpy 6-mecedHo NpoyuBaKe ¢ racTpanya coHAa 3a kapuuHorensoct (0, 8, 25, 75 [NOHIXeHH 0

50] mg/kg/nHeBHO) C IHEBHO 1O3HMpAHE, IPOBEREHO [IPH rasH2 TPAHCTEHHM MUILIKY, ) .
l"acTponyonesantiv KapUHHOMH, TOBHUICHA YECTOTa HA CHITLTCTRALIN XEMAHIHOCAPKOME WHIK -~
XHNEepriasnsa Ha CTOMAIHATA MHTABKLE, ¢ HabonaRauy Tpu 103K 225 me/kg AHERHO; ¢
MPOALIKATENHOCT | 1w 6 Mecena (>7,3 myta AUC npu nanmesTy, npnemanﬂ

npenopLuMTesaTa AHeBHa aoza [TT]).

Hpy 2-rogsmino npoy4saHe 3a KapiMHOreHHOCT P wTBXxoBe (0; 0,33; 1 win 3 mg/ke/nueruo),
TPUIOKEHHETO HA CYMHTHHUMO B LHKITH OT 110 28 AHH, NocnenBany oT 7-1HeBHH nepHoH Ges
NEHCHUE, € IOBEIIO A0 MOBHUIEH] YECTOTATa Ha (DEOXPOMOLIMTOMM M XHIIEpIUIazua Ha
HanGpOpeunaTa Medy/1a IpH MEXKKH ILTHXOBE, NO/Tyuasanu no 3 mg/kg/mnesHo, ciex >1 roxuHa
npuaokenye (27,8 nete AUC npu naunesTy, Ha kouto e npunarana 1), Kapuunom Ha
Bpyneposnrte sx1e3u ce NOABARA B ABAHANCCCTONPLCTHUKA pH > mg/kg/AHEBHO TIPH JKEHCKY U
nipH 3 mg/kg/nHEBHO MPH MBXKY JKABOTHH, 2 XMITEPIUTA3Hs Ha MYKO3HH KIETKH € JOKA3AHA B
HKIEINCTHR CTOMAX NPH 3 me/kg/nBEBHO MPH MBIKKH KUBOTHH, KATO Ce NOABSBaT nipy >0,9; 7,8
1 cboTReTHO 7,8 bt AUC npw natdentd, opu koHTo e npwiarana [T, [paktuueckoto
3HAMEHHE 3a XOPATA, HA HEOTUIACTHHHUTE Haxo/ky, HabIIONABAHK [IPU NPOYYBaHHA 33
KapUMHOreHHOCT IMPY MHIIKH {TpaHcTeHHn rasH2) ¥ IbXose, ¢ HEAcHa.

PenporyktHBHA TOXCHYHOCT M TOKCUYHOCT 34 Pa3BUTHETO
B Maciiensanys Ha PENPONYKTHBHATA TOKCHIHOCT He Ca HAGAKABaRH eheKTH BbPXY MBKKHS

WY XKeHCKHA (pepTuniteT. [Ipn nponeeHy BBPXY [WIBX0BE H MAIMYHH FIPOYUBARKS Ha
TOKCHIHOCTTa NPU MHOTOKPATHO [PUIOKEHHUE, C& HaDMonaBaHt eheKTH BBPXY HKEHCKMS
heprwimret flox Gopmara Ha GonuKynapha aTpesnd, RETEHEpaLIAS Ha KEBITOTO Tl

KIHHKU{HO 3HAYHMH HHBA Ha cucTeMIia eKenosuuua. Edextr Bppxy Mexkus de
Hab:onaBaHH noxn ¢opMaTa Ha TyGysiapHa aTpojua B TeCTHCHTE, HAMACHHE He
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MeXypueTa [P [IA3MEHH HUBA Ha eKCRIO3HUMS 25 IIHTH NO-BHCOKH OT CHCTEMHATA SKCTIOIHLIR
nupH xopa.

ITpyu rwrsxose emMOpHo-deTanHaTa cMBLPTHOCT € 611a TPOABEHA KATO CUTHHPUKAHTHO
HamaneHue B Opos Ha xusuTe derycy, yBenuues Gpoil Ha pe3opSuum, yReTHuCHa
NOCTHMIUIAHTALMOHHA 3ary6a W bIHa 3ary6a Ha NOTOMCTROTO npH 8 oT 28 BpeMeHHN KeHCKN
JKHBOTHHM ITPH IU183MCHH HHBA Ha eKCNO3HUHA 5,5 IETH TO-BHCOKH OT CHCTEMHATA eKCTIOIMLHSA
nput xopa. [Ipy 3aiium Hamanenyero B Ternara Ha GpeMeHHUTE MATKY M B GPOS HA MHBUTE
derycH ce e IbKan Ha yBenHueHHs 6poif Ha pe3opOuuy, yBeRYCHATA NOCTHMILIAHTAMONHA
3ary0a u Tb/THaTa 3ary6a Ha MOTOMCTEOTO B 4 OT 6 GpeMeHHM XEHCKH UBOTHH NPH MJIa3MeHN
HHBA HA EKCMOIHLIAS 3 THTH NO-FOIEMH OT CUCTEMHATA eKCIIO3ULIMA ipH xopa. TpeThpare Ha
IABX0BE ChC CYHWTHHUO 110 BpeME Ha OpraHOICHesaTa NOBEAE A0 TEPATOTEHHH eeKTH IIpH >
5 mg/kg/nen, ¢uCTOAUM ce OT YBe/IndeHa TI0FBa HA CKEAETHH Mal(OpMaliy Ha TINIONa,
XapaKTepHIHPaHH [VIABHO KaTo 3263BEHO BKOCTCHARAHE HA IPLAHATE/ TyMOAIHUTE MPEUUICHH U
NIPOABMIIK Ce TP MNA3MEHN HHBA Ha eKCNO3KIMA 5,5 IBTH N0- BHCOKH OT CHCTEMHATA
SKCII03HUMA NPH X0pa. T1pK 381K TEPATOreHHHTE PEKTH £2 C¢ CHCTOANH OT YBE/IHYEHA IONABA
Ha UefiKa H& yCTHATa [IPH JINa3MEHH HMBA HA eKCIIOBMLIMA NPHOAM3IKTENHO PABHH Ha Te3d,
HAB/I0NaBAHM B KHHMKATA, A Taka CHUIO Ha UEITKa Ha YCTHATA H LEMKa Ha HebleTo npu
TUTAIMEHN HUBA Ha eKCTIO3HLIAA 2,7 IbTH I10-BHCOKM OT CHCTEMHATA EKCIIO3UIMS TIPH XOpa.
Cynurunub (0,3; 1,0; 3,0 mg/kg/nuesno) e oneHes pi poyuBaHe BHPXY Npe- 1

NOCTHATATHOTO pasamn'e npu OpeMerHu rsxore, Hannasanero Ha Terno npu Makixara e 6uno
HaMaNeHO 1o BpeMe Ha GpeMEHHOCTTA | IaKTawMATa upy >1 mg/kg/anesno, Ho e €
HaloRaBaHa PeNpPOIYKTHEHA TOKCHYHOCT a0 3 mg/kg/nHeRHO (OUaKBANA eKCIIOZNLIS >2,3
et AUC npu naienTs, Ha xonro e npuiarasa ITT). HamaneHo Terno npy NOKOeHHETo e
Habnonasao Npeau U cefl oTéuBaneTo npu 3 mg/kg/nHesHo. He e Hab/mopaRaHa TOXCHUHOCT
BBPXY pa3rMTHETO UPH 1 mg/kg/nuerno (npubmuantenta excnosnund 20,9 mer AUC npu
HatMeHTH, Ha KouTo e npunarana [T7{JT),

6. PAPMANEBTUYHMU JAHHHU
6.1 Coucek Ha DIOMOIHKTE BEIUECTER

KancynHo chILpmUMO
MukpokpucTanta Uenyosa

Manuton :
Kpockapmenosa Hatpuit
Hosumon (K-30) -
Maruesues creapar

CreTaR Ha Kancynata
Cynumuror 12,5 mg

Kenaruu

TuTaHoB AMOKCHI (EI?I)
Kenesew okcun, depeent (E172)

Cynumuxon 50 mg

KenaTuH

Turanos guokenn (E171)
XKenezen okeun, xwar (E172)
Kenesen okeun, qepsen (E172)
Kenesen oxeun, vepen (E172)
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Bano macTyio 3a nevar
[lennax

‘Turanos guokeun (E171)
Hsonponunop asikoxon
n-Gyranon
[Mponunedrmskon

6.2 HecsBMecTRMOCTH
HenpuioxumMo.
6.3 Cpox Ha rogaect
- HDPE GyTH/IKH ¢ Karlauyka Ha BUHT, 3alUMTeHa OT Aela — 36 mecetia
- HDPE 6yTwiku ¢ kanayka Ha BHHT, 3alIMTEHa OT JeUa M IECUKAHT, J00aBeH B
NBPBHUHATA ONAKOBKA — 36 Mecelia,
- 6muctepu ot PVC/PCTFE/AI - 36 Mecena.

6.4 CneunaJru yCIOBMS HA ChXpaHeHHe

To3u nexapcTaeH NPOAYKT HE H3KHCKBA CCUHATHH TEMIIEPATYPHH YCIORBHS Ha CchxpaHenue. Ja
C€ CHbXPAHABA B OPHUIHHAIHATA ONAKOBKA, 3 2 Ce NPeAnask OT CRETHHA.

6.5 Bunn chabpikanne HA OMAKOBKATA

Cynnruxon 12,5 mg v 50 mg TeBpAM Kalcyl ¢ ONakoBaH B ‘

- HDPE 6ymunku ¢ kanasxa Ha BHHT, 38IIHTERA OT JA€UA, ChALPXKaly 30 Karicyn;
- HDPE 6yTHik# ¢ kanadka HA BUHT; 3aUIMTEHA OT A8Na | IeCHKAHT, No6GateH B
ITBPBHYHATA ONAKOBKA, ChABbpKAIUM 30 Kancy:m;

- 6mucrepu ot PVC/PCTFE/AL, chappoxann 28 kancysm.

He BCcHUKYE BMAOBE OTIAKOBKH MoTaT ia GhIaT MyCHATH B npoAakba.

6.6 Creunajun IPeTNAIHH MEPKN UPH HIXBBLPJ/IKHE

Hama cneimanav H3NCKBaHKA.

HewnsnonspaunsaT nexapcTaeH NPOMYKT WITH OTNANBYHUTE MATEPUAITH OT Hero TpaGna Ja ce
M3XBLPJAT B CHOTBETCTBHE ¢ MECTHHTE HIHCKBAHHA. '

7.  TIPUTEXATEJ HA PASPEHIEHHMETO 3A YIIOTPEBA

DAPMAKOHC A1

6yn. ,Ileito K. AropoB® Ned4, er.1

Codmn 1164

Brarapus

8. HOMEP(A) HA PAPEHIEHHETO 3A YIHOTPERA

Cynurnxon 12,5 mg
Per. Ne 20210111

Cynutron 50 mg
Per. Ne 20210112
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9. NATA HA TBPBO PA3SPEHIABAHEMIOJAHOBSBAHE HA PABPEHIEHUETO
3A YIIOTPEBA

Jarta va nepBo paspeiuasaue; 11 maii 2021 r.
10. JATA HA AKTYAJIM3NPAHE HA TEKCTA

05/2022
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