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1. HWME HA JEKAPCTBEHMUWA NNPOAYKT KoM Pea. Ne 035,5!042?57'5/4'3

Paapeu/eHue Ne

CRESF-F 2:: -Uk- 2005

KPATKA XAPAKTEPUCTHKA HA

CyHuTHHHO 3eHTHBa 12,5 mg TBBpPAH KarncyJH

Sunitinib Zentiva 12,5 mg hard capsules T e SRRl [ :
Ogobperiue Ne ./......

CynuTnHuMO 3eHTHBa 25 mg TBHPAH Kancyau |

Sunitinib Zentiva 25 mg hard capsules

2. KAYECTBEH U KOJIMMECTBEH CbhCTAB

CyHHUTHHHO 3GHTHBB112.5 mg TBbPAH KancyJiu
Bceska kancyna ceabspka 12,5 mg cyHuTHHHO (Sunitinib).

Btk ikthoyiss CRwPER 25t Cymmrsmet (Riint),

3a MBJIHUA CNUCHK HA MOMOIIHHUTE BELIECTBA BUXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Tebpna kancyna (kancyna).
CyHutnHub 3eHTHBa 12,5 mg TBbpAH Kancyju

XenaTHHOBH Kancyau pasMep 4 (okono 14,3 mm ObDKHHA) C OpaHXKEBO Kanaye i OpaHXeBo TAJIO, C Hane4yaTaHo
¢ 6s10 MacTHiO “12.5 mg” BBPXY TANIOTO M CHABPMKALILH XKBJITH 10 OPAHIKEBH I'PAHYJIH.

H(ennn pamcp .‘ (omo 159 mMm Ab/DKHHA) ChC CBETIOKA(ABO Kamaye ¥ OpaH)KeBO TANIO, C
nmewocﬁuommo”ﬁmg”npxynmncmmmmmmym

4. KJ/IUHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA

I"acTpouHTecTHHANIEH cTpomasieH Tymop (GIST)
CyHHTHHHO 3eHTHBA € MOKa3aH 3a JIeYeHNeTOo Ha HeonepaOuiaeH /KW MeTacTaTHYEH 3JI0Ka4eCTBEH

nopaau pe3HCTEHTHOCT HJIH HEMOHOCHMOCT.



Metacrarnuen 0n6peuHo-knerbuen kapuuaoMm (MRCC)
CyHnTHHMO 3eHTHBa € MOKa3aH 3a MeYEeHHETO Ha HaNpeaHaN/MeTacTaTHYeH OBOPEYHO-KIIETHYEH KAPUMHOM
(MRCC) npu BB3pacTHH.

[TankpeaTHYHi HEBPOCHAOKPHHHH TyMopH (pNET)
CyHuTHHHO 3eHTHBA € NoKa3aH 32 NeueHre Ha HeonlepabunHu WK MeTacTaThyHy, Aobpe audepeHUHpaHK

NaHKpeaTHYHH HeBpoeHAOKpHHHK TymopH (pNET) npn nporpecupane Ha osiecTTa NpH Bb3PacTHH.

4.2 /[do3HpOBKa H HaYIHH Ha NPHJIOKEHUE

TepanuaTa ¢bc cYHUTHHHO TpaOBa na Obae npeaAnpueTa OT JieKap, KOATO HMA OIHT B NPHICKEHHETO Ha
NMPOTHUBOPAKOBH NIEKAPCTBEHH NPOLYKTH.

Ho3upoBka
[pu GIST u MRCC npenopbsuuTenHarta no3a CyHUTHHHO 3eHTHRA ¢ 50 mg, npHeMaHa NepopaHoO BEAHDK

JTHEBHO, B MPOIbIKEHHE HA 4 NOCNEAOBATENHH CEIMHIH, NTOCEABAHA OT 2-CeAMHYHA Nay3a (cxeMa 4/2), 3a na
ce oOxBaHe ImTWIeH LHKLA oT 6 CeIMHIIH.

[Ipn pNET npenopbuntennara Ao3a CynuruHud 3eHTuBa ¢ 37,5 mg, npueMaHa nepopaiHo BeAHbX AHEBHO
6e3 nepnox Ha NOYHBKA B CXEMATA.

Kopexyua na oozama

bezonacnocm u nonocumocm

[Ipn GIST u MRCC Bb3 0CHOBa Ha HHANBHAYAIHATA 6€30N1aCHOCT H NOHOCHMOCT, MOXe 1a Obae NpuwiIoXeHo
MoAK(HIIMpaHe Ha 103aTa B CTBNKH OT 12,5 mg. JIneBHara no3a He TpabBa Aa Haaeuiuaea 75 mg, HUTO AA
Obae HamanaBaHa moa 25 mg.

[Tpu pNET BB3 0cHOBa Ha MHAMBUAYANTHATA 06€30NAaCHOCT U TOHOCHMOCT MOXe 1a Obae NpUIokeHo
MOAH(ULIAPAHE HA 103aTa B CTHIKHM OT 12,5 mg. MakcuMannara no3a, npunarata no speMe Ha pNET
npoyuysaHeTo ¢aza 3, ¢ ouna 50 mg aAHEeBHO.

HPEKT:CE&HHH B IPHAAradH€To MOrar Ja CC HajloXXaT Bb3 OCHOBA HA HHAHBHIYAaAHATA 0e30nacHOCT H
[TOHOCHMOCT.

CYP3A4 unxubumopw/undyxmopu
EaHOBpeMEHHO NPpHIOKEHHE HA CYHUTUHHO ¢ MomHu rHAYKTOpH Ha CYP3A4 karo pudamnuiiug Tpadsa aa
ce H30aTBa (rK. TouKH 4.4 ¥ 4.5). AKO TOBa HE € Bb3MOXHO, MOXe Ja 6bae HeoOX0AMMO YBETHYEHHE Ha

J103aTa Ha CYHUTUHHO C¢he cThOKHM oT 12,5 mg (xo 87,5 mg Ha geH npH GIST u MRCC unu 62,5 mg na nex
npu pNET), Bb3 0CHOBa Ha BHHMATENHO HAa0MOACHHE HA IOHOCHMOCTTA.

EnHoBpeMEHRO NpWIoKeHHe Ha CYHUTHHHO ¢ MoLHE HHxUuOUTOpH HA CYP3 A4 kato kerokoHason tpsabea aa
ce u3barea (Bxk. Toukm 4.4 1 4.5). AKO TOBa HE € BRIMOXKHO, MOX€E I3 € He0OX0aHMO HaManaBaHe Ha J03UTE Ha
CYHHTHHHO no MunnmMyMa ot 37,5 mg adeHo npu GIST 1 MRCC unn 25 mg #a aex npu pNET, BB3 0CROBa
Ha BHHMaTeNHo HabmoaeHKe Ha NOHOCHMOCTTA.

Tpaba na ce uma npeasug H300pa Ha APYT CBNBTCTBALI JIEKAPCTBEH MPOAYKT, KONTO HAMA HIH € C
MHHHMAaJIHA COCOOHOCT Aa HHAyuHpa HnH nHXHOupa CYP3A4,

CnenHanHy nonynaixu:

ITeduampuuna nonyarayus

na Obze HanmpaBeHa.




Cmapuecka eb3pacm
OKono eAHa TpeTa OT MALKEHTHTE B KIHHHYHHTE NPOYYBaHHA, MPHEMAIH CYHHTHHHO, ca Ouny Ha 65 Hau
noseue roguHy. He ca ycTanoBeHM 3HaUNMH paiuis B 0€30MaCHOCTTA WIH e(PHKACHOCTTa MEXIY No~MIaaH

H NMO-Bh3PaCTHH NALMEHTH.

Yeproopobno yspeaxcoane

He ce mpenoppuBa aganTHpaHe HA HaYalHaTa 4034, KOraTo CYHMTHHHO ce npunara Ha NalyeHTH ¢ 1Ko A0
yMmepeHo uepHoapoOHo yepexaaHe (Child-Pugh Knac A u B). CYHHTHHHO He € npoyuBaH NMpH 1112 ¢ TEXKKO
(Child-Pugh Knac C) ueproapobHO yBpexXaaHe M 3aTOBa, MPHIOKEHHETO MY NpH MALHEHTH ¢ TEXKO

yepHOAPOOHO YBpeXKaaHe He MOXe Aa Obae npenopbYaHo (BXK. To4ka 5.2).

bvbpeuno vapeacoane

He e HeoOXoauMo KOpHrHpaHe Ha HadanHara 1034, KOrato ce npuemMa CyHMTHHHMO oT nauuenTs ¢ 60peuHo
yBpexaaHe {OT JIEKO 00 TexXKOo) WIIH ¢ TepMuHanHa 6sbpeuna HegoctarsuHocT (ESRD), kouTO ca Ha
xeMoauann3ia. Ilocneapainoe KOpUrHpaHe Ha Ao3ata TpAOBa a ¢¢ OCHOBABA HA MHAMBHAYaNHATA HE30NaCHOCT U
MOHOCHMOCT {BX. TouKa 5.2).

HauyyH Ha NpHIoXKEeHHe
CyuutHub 3enTHRa € 3a nepopanyo npuioxeHue, Toil Moxe ga ce npueMa ¢xc HIH 0e3 Xpaxa.

AKO ce mpomycHe 703a, He 61Ba Aa ce NaBa NOMLIHHTENHA 1032 Ha nauneHTa. [JlaunenTsT TpabBa na npHeMe
obuualiiHaTa nnpeanucaHa J103a Ha CIeABAlHs ACH.

4.3 TIIpoTHBONOKA3ZAHHA

CBP'I:X‘-I}'BCTBHTEJIH{]CT KBM dKTHBHOTO BEUICCTBO HIIH KbM HAKOC OT NMOMOLLRHTC BCLUICCTRA, HBGPOBHH B TOYKa
6.1.

4.4 CroneuHaJIHH NpeAynpeKAeHHE H NPeaNa3HH MEpPKH NPH ynoTpeda

EnHoBpeMeHHO NpHIOKEHHE ¢ MOLLHH HHAYKTOpH Ba CYP3 A4 TpabBa na ce n30area, Toi kKaTo MOXKe Oa
NMOHMXXH TUTA3MEHHUTE KOHIIEHTPALHH Ha CYHMTHHHO (BX. TOUKH 4.2 1 4.5).

EnHOBpeMeHHO Nprwioxerne ¢ MOWHA HHXuOUTOpH Ha CYP3A4 Tpabsa 1a ce u3barea, Teil KaTo MOXe na
[TOBHIIH TUIA3MEHATE KOHLEHTPALMNH Ha CYHUTHHHO (BX. TOUKH 4.2 U 4.5).

HapyitueHHs Ha KOXKaTa U ThKaHHTE
[TauuentuTe TPAOBA A8 OBAAT YBEAOMEHH, Y€ MOXKE A C€ NOABH AENUIMEHTALMA Ha KOCATa H KOXaTa 1o

BpeMe Ha JieueHHe Cb¢ CYHHTHHHO. JIpyru Bh3MOXKHH AepMaTONOrHyYHH edeKTH MOoraT Ja BKIIOUBAT CYXO0Ta,
yaeOenaBaHe WM HAMYKBAHE HA KOXaTa, MEXypueTa WiH OOpHBH NO JJIaHHUTE HA pblieTe H XOAUNATa HA
Kpakara.

["openocouyeHUTE peakiy He ca OWIH KYMYJIATHBHH, OOHKHOBEHO ca bunyu odpaTMH H 00110 BIETO HE ca
AOBENH A0 NpeKpaTABaHe Ha JieueHHeTo. JloknaasaHu ca ciyuad Ha MHoAEpMa MHIPeHo3yM, ODHKHOBEHO
obpaTHMa ciel npeKpaTaBaHe Ha NpHeMa Ha CyHHTHHHO, CbobilaBa ce 3a TEXHKH KOXHU peaKLMH,
BIJTIOUHTEJIHO CIyvaH Ha epuTema MyntugopMe (EM), cnyuau, npeanonaralld CHHAPOM Ha Stevens-Johnson
(SJS) ¥ TokcHuHA ennaepManHa Hekpoar3a (TEN), HAKOH OT KOUTO neTanHu. AKO HMa NPH3HALM WIH
CHMATOMH Ha cHHIPOM Ha Stevens-Johnson, TEN nunu EM (Hanp. nporpecHBeH KOXeH 00pHB, 4€CTO
CBHIIPOBOZEH ¢ MEXYPH MJTH JIMTaBUYHH JIE3UH), JIEUEHHETO ChC CYHHTHHHO TpabBa Aa ce npekpaT. Ako
JAWar{osara #a cHHApoM Ha Stevens-Johnson unu TEN 6bae notBbpicHa, 1eueHBeTO HE O1Ba Aa ce 3ano4ysa
oTHOBO. [Ipn HAKOH ciy4aH Ha nogo3sdpaHa EM nauueHTHTe ca NoOHECaH NOBTOPHO 3an04YBaHe HA JICYEHHETO
CBhC CYHHTHHHO NpPH NO-HUCKA 033, CAEA OTIIYMABAHE HA PEAKUMATA; HAKOH OT Te3H MAllEHTRCEio-TaR:
eAHOBPEMEHHO €A NONYYHIH IEYEHHE C KOPTHKOCTEPOHAHN HITH RHTUXHCTAMHHH (BXK. TOUKHA L




KpbBOH3IHB B KbPBEHE HA TYMOPH
XeMoparnganTe ChOUTHA, HAKOH OT KOHTO A OMIIH JIETANTHH, CHOOILIEHH NPH KIHHHYHH NPOYUBaHHA CBHC

CYHHTHHHO U MO BpeMe HA MOCTMAPKETHHIOBOTO NPOCIEAABaHE, CA BIIOYBANIH KPbBOM3IHBH OT CTOMAIIIHO-
YpeBHHA TPAKT, PECMUPATOPHHA TPAKT, MHKOYHHTE MbTHILA H MO3bYHH KPBBOHITHBH (BXK. TOUKa 4.8).

PyTuHHHaTa OlIcHKA Ha CLOMTHATA HA KbpBeHe TPA0Ba Aa BK/IOUBA MWIHA KPBBHA KapTHHA H (H3HKAICH
npernexn.

Enncrakcuc e Oua Halt-uectata XeMOpardi4Ha HeXej1aHa peakUus, KOATO € Cho0LieHa Npy NPpUOIH3HTENHO
TONJOBHHATA OT NAUMEHTHTE ChC COJTHIHH TYMOPH, KOHTO Ca HMaNH XeMOparuyHu ¢ubuTua. Hakou ot
CIYYaHuTe Ha ENHCTAKCHC ca OWIH TEKKH, HO PAIKO JIETANTHH.

Crwobinana ce 3a CJIY4UaH Ha TYMOpHa XEMOparua, NOHAKOra CBsbp3iaHH ¢ TYMOPHA HEKPO3a, KaTO HAKOH OT TE€3H
X€MOparHiHH CHOHTHA ca OWNH NeTANHMH,

KpbLBOH3NUB OT TYMOPA MOXE 1A HACTBHITH BHE3AIHO H B ciayval Ha OenofpoOeH TyMOp MOraT Aa ce MposBaT
KaTO TEXXKH H )KMBOTO3acTpailaBally KpbsoxpaueHe unu Genoapoden xkpopousnue. I1pH KIHHKHUHHTE
NPOYYBAHHA M MO BpEME HAa NOCTMAPKETHHTOBHA ONMT NPH NMALHEHTH, NEKYBaHH CbC CYHHTHHHO 3a MRCC,
GIST u 6enoapoben kaplurHOM, ca HabnoaaBaHH ciyvaH Ha SenoapobHa XxeMoparna, HAKOH OT KOHTO ¢
neranen w3xol. CyHuTHHHO He ¢ 0a00peH 3a IPpHIOKEHHE NPH NALIMEHTH ¢ pak Ha 6enute aApoboBe.

[MaupeHTH, MOTYYaBalH €AHOBPEMEHHO AHTHKOATY/IaHTH (Hanp. BapdapHH, alleHOKYMapoJl), MOxe aa Obaar
NPOCNEAABAHH NEPHOANYHO, Ype3 [THJIHA KPbBHA KapTHHA (TpOMOOUHNTH), GAaKTOPH HA KPBBOCHCHPBAHETO
(PT/INR) n ¢u3ukaneH npernea.

CroMalnHO-YPEBHH HApY1IEHUA
Huapns, raxene/nospoblane, kopeMHa 6onka, gucnencus ¥ croMaTuT/60NKa B yeraTa ca OMnu Haliuecto

cbOOIABAHKTE CTOMALIHO-UPEBHH HEXKEJJaHH peakilHi; chobmaBaT ce ChII0 K CTy4aH Ha e30¢aruT (BX. TOUKa
4.8).

[Toambpxkalara rprka NnpH CTOMAIHO-YPEBHHUTE HEXKEAaHH peakLHK, H3HCKBAUIH JICYECHHE, MOXE A4 BIJIIOYBa
NeKapCTBEHH NPOAYKTH NPOTHB NMOBPLIIAHE, IPOTHB AHAPHS WIH AHTHALMNH,

[Tpy nauseHT™™ ¢ HHTPAAOIOMHHAIHY W10KaYeCTBEHH 00pa3syBaHHa, JIEKYBAHH Ch¢ CYHHTHHHD, ca chobueHH
CepHO3HH, IOHAKOTa JIECTATHH CTOMALIHO-YPEBHH YCI0KHEHHA, BKIIOYUTEITHO CTOMALIHOYPEBHA nepdopauns.

XHEPTOHUA

Cpo0iaBa ce 33 XHIIEPTOHHA, CBbP32HA ChC CYHUTHHUD, BKIIOUUTENHO TE€XKa XuneproHus (> 200 mmHg
cucronno win |10 mmHg anacronHo kpuBHO Hanarake). [Taunenture TpsbOBa Aa ce uicneasar 3a
XHIIEPTOHHA H 1a C€ KOHTPOJIHpAT afekBaTHO. BpeMeHHO npexparsBaHe ce Npenopbyusa NpH NALIHEHTH C
TeXKa XHIIEPTOHUA, KOATO HE C€ KOHTPONHpa ¢ NMPHIMKEHNE Ha NIeKapcTBa. JleueHHeTo MoXe na Obae
NOAHOBEHO BEAHAra WIOM XHNEPTOHUATA C€ KOHTPOAMpa MO NOAXOAAIN HAYMH (BXK. Touka 4.8).

XeMaToNorHuHH HapyIIEHNS

Hamanen aGcomoTer 6pot HeyTpodwin U HamasieH Opofi TpPoMOOUKMTH ca CHOOLLEHN KATO CBBP3aHH CBC
CyYHMTHHHO (BX. Touka 4.8). ['opHHTE CHOHTHA He ca OHNY KyMynaTHBHH, OOMKHOBEHO ¢a OUnu obparuMu u
00110 B3ETO HeE Ca JOBEJH A0 NpeKpaTasaHe Ha neyeHrneTo. HUTO eaHo oT Te3n cuOHTHA B NMpoyyuBaHHA ¢a3za 3
He € OMNOo NeTANHO, HO PEAIKH JIETANHH XeMaTOJIOTHYHH ChbOHTHA, BKIIOUHTEIHO XEMOpPAarus, CBbp3aHa ¢
TPOMOOLIHTONEHHA H HEYTPONCHHYHH HHPEKLHH, Ca ChOOLICHH NMPH NOCTMAPKETHHIOBOTO HabmoneHue.

KaxTo npy paHHHTE, Taka 4 MTPH NO-KbCHUTE €TaNH Ha JICYEHHETO Cb¢ CYHUTHHRO ¢ HabmonasaHa nosBsa HA
aHeMHA.

[TunHa KpBBHA KapTHHA TpAOBA Aa ce RaNpaBM B HAYANO0TO HA BCEKU TEpalleBTHYEH LMKBI NPHAMAL
MOJTY4YaBallH JISYeHHE ChC CYHHTHHHO (BX. To4Ka 4.8).




ChpAeuHH HapyllleHUs

CbpaeyHOCHAOBHTE CHOHTHA, BKIIIOYHTENHO ChpACUHA HEQOCTATHYHOCT, KAPAHOMHONATHA, HAMANEHHUA
MojJ HOpMaTa B JICBOKaMepHaTa ¢pakuHs Ha H3TNACKBAHE, MHOKAPAMT, MHOKApAHA HCXEMHA H
MHOKapaeH HHGQAPKT, HAKOM OT KOMTO JIeTalHH, ca OWNH ChOOILEHH NMpH MaUMEHTH, JIEKYBaHH ChC
CYHHTHHHO. Te3H NaHHH TNpeAnonaraT, Ye CyHUTHHHO MoBHILABa pUcKa OT kapmuomuonarusa. Ilpn
MAlUEHTHTE He ¢4 HICHTHOUMUHPAHH cnelMUYHH AOITBIHMTENHH PHCKOBH (PAKTOPH 32 CYHHUTHHHO-
HHAYUHKPAHa KapAHOMHONATHA, OCBEH cneuudH-HHA 34 IeKapcTBOTO edekT. Hinonapalite BHUMATENHO
CYHUTHHHO NpH NMauyeHTH, NPH KOHTO CbLECTBYBA PUCK MJIM MMAT aHAMHeE3a 3a TakuBa chOuTHA (BK.
TOouKa 4.8).

OT BCHYKH KJIHHHYHM MPOYUBAHHA CbC CYHHTHHHO ca O H3KMOUBAHH NaUMEHTH, KOUTO 12 Mecela npeau
NPpUN0OKEHHETO HA CYHUTHHHO ca NMoKas3anu CeOHTHA OT CTPaHa Ha ChPLIETO KaTo MHOKapJAeH HHQApKT
(BKIIOUHTENHO TexKa/HecTaOWIHA aHIMHA NEKTOPHC), KOpOHapeH/nepudepeH aprepuaned 6alinac rpadr,
CHMITOMATH4YHA 3aCTOHHA ChpAcyHa HeaocTaThbYHOCT (3CH), MO3BYHO-CBAOB HHLUHAACHT WIH NMPEXOIHO
HapYLIEHKE HA MO3BUYHOTO KpbBooOpaineHHe Hin Oenoapodna embosiudA. He e usBecTHO Aany NallHEHTHTE C
Te3H CLITBTCTBALIH CHCTOAHHA MOraT Aa €a C NOBHUINIEH PHCK OT Pa3BHTHE Ha 3aBHCHMA OT CYHHTHHHO
NeBOKaMepHa TMCHYHKLIMA.

JlexapuTe ce CbBETBAT Ja NPELICHAT TO3H PHCK CIPAMO Bb3MOXKHHUTE MOA3H OT CyHUTHHHO. Jlokaro npueMar
CYHHTHHHO, MauHeHTHTE TPAOBa BHUMATENHO Ra CE NPOCNEAABaT 3a KIMHHYHH TIPU3HALM H CHMIITOMH Ha
3CH, ocofeHo nalHeHTHTE C KApXHONIOTHYHH PHCKOBH (GAKTOPH W/ WIH aHAMHe3a Ha 3a0onaBaHe Ha
KOpoHapHHTE aprepuiu. [1pn nauueHTH, NpueMaliy CYHUTHHHO, TpaOBa na ce nMa npeapua oueHka Ha JIKOH
B HAYANOTO H NePHOAHYHO ciiel ToBa. [Ipn naukenTH 6e3 KapAHOJOrHYHH PUCKOBH aKTOPH B HAYAIOTO
TpAOBa 2 ce HaNpPaBH OLIEHKA Ha PpakuMATa HA U3TIACKBAHE.

[Ipy Hannune Ha knHHU4YHH nNposed RA 3CH ce npenopsuBa Aa ce npekpaTH CYHHTHHHUO. [IpuemMsT Ha
CYHMTHHHO TpabBa fa ce NpekbecHe BPEMEHHO H/HITH R03aTa Ja C¢ HaMalli NpU NaluMeHTd 03 KIHHHYKHO
nokasatenctso 3a 3CH, Ho ¢ ¢pakuus Ha uatnackBaHe <50% u >20% noa U3XOJAHOTO HUBO.

Y awmkasane Ha QT uHTepsana

[Tpy mauMeHTH C eKCMO3HLUMA Ha CYHUTHHMO ca Habmionapanm yabmxasare Ha QT uurepana u Torsade de
pointes. Y npmxaBaHeTo Ha QT-HHTEpBAIA MOXKE A2 OBEaE 10 YBEIHYEH PUCK OT KAMEPHU apUTMMM,
BKITIOUHTENHO JTorsade de pointes.

CyHutHHrO TpabBa 1a ce H3noA3Ba ¢ MNOBMILESHO BHUMAaHHUE NPH NallMEHTH ¢ H3BECTHA aHaMHe3a 3a
yabkaBaHe Ha QT-uHTepBana, nalUeHTH, NpHeMallll AHTHAPUTMHYHH JIEKAPCTBA WIIH NIEKAPCTBEHN
NPOAYKTH, KOMTO Morart Aa yawnkasar QT uHTepana, HNH NaUHEHTH CbC CHOTBETHO NPEALIECTBALID
CbpAeYHO 3a00nABaHe, OpaAMKApAHA HIH CIEKTPOJIHTHH HapyleHna. EAHOBPEMEHHOTO MPRIAOKEHHE HA
CYHHTHHHO ¢ MoK HHXUOHTOpH HA CYP3A4 TpabBa na ce orpaHnyi nopaav Bb3MOXKHOTO NOBHLIEHKE HA
NAa3MEHNTE KOHLEHTPAllMK Ha CYHUTUHHD (BXK. TOUKkH 4.2, 4.5 1 4.8).

Crnyyau Ha BeHo3Ha TpoMboeMbonusa
Cp6uTHA Ha BeHO3HA TPpoMOoeMBonis, CBbP3aHH ¢ NEUEHHETO, Ca CHOOLIEHH TPH NALIMEHTH, KOUTO Ca

NPHEMAIH CYHHTHHHO, BKIKOYHTENHO AbN60Ka BeHo3Ha TpoMbo3a u 6enogpodna emOonns (BxK. TouKa
4.8). Cnyuan Ha 6enogpoOHa embonus € neranexH u3xo[ ca HabnipaaBaHd NO BpeMe Ha NOCTMAPKETUHTOBUA
nepuoa Ha HabmoaeHue,

AprepHaiiy TpomMOoeMOONUYHH CHLONTHS
[1px nauMeHTH, IeKYBaKH ChC CYHMTHHHO, ca cpo0ilaBany ciryuan Ha apTepHanHH TpoMboeMbonnynn

cpOuTHR (ATC), noHsxora neransau. Haii-uyecture ¢crOHTHA BKIIOMBAT MO3BYHOCHAOBH HHIIMAECHTH, IPEXOAHA
HCXEMHYHA aTaka H MO3b4Y€H HHCYNT. PHCKOBHTE hakTOpH, cBLp3aHH ¢ ATC, B AoNwIHEHHE KbM NOMANEXKAINO
3N0KAYeCTBEHO 3a60NABaHe H BB3pacT 265 roanHH, BKITIOMBAT XHNEPTOHHA, 3axapeH AHaldeT H npeayk

TpoMOboeMbonnyHO 3a00nsBaHe.




AHEBpH3MH H apTEpHANHH JMCEKAlHH

H3nonspaHeTo Ha HHXHOUTOPH Ha MbTA HAa VEGF npn naudeHTH ¢be WK 6€3 XHNepTOHHA MOXeE Aa
noArnoMorHe o0pasyBaHeTo Ha aHEBPUIMU W/ WM apTepHanHy AHceKauuH. [Tpean 3ano4BaHeTO Ha JICHEHHE ChC
CYHHUTHHHO, TpA6BA BHHMATETHO JIa C€ MPELEHH TO3H PHCK NPH NALKEHTH ¢ PUCKOBH (PAakTOpH, KaTo
XHNEPTOHUA UNH aHAMHE3a 3a aHEBPH3Ma.

TpomOoTHuHa MUKpoaHTHonaTns (TMA) |
ITpyn nosBara Ha XeMOJUTHYHA AaHEMHUA, TPOMOOLIMTONEHH, YMOpa, PIyKTyHpalla HEBPOJOrHUHA

cHMIITOMATHKA, 6bOpeuHO yBpekaaHe U Tpecka € HeobxoauMo aa ce obMucnH TMA kato quariosa,
BKMIOUUTENHO TpoMboTHUHA TpoMOouHTONeHn4Ha nypmypa (T TT1) v XeMONHTHYHO YpeMHYEH CHHIPOM
(XVC), nousxora sogemm a0 6p0peuna HeXOCTATLYHOCT WIH JIETANEH H3X0A. TepanuiaTa CbC CYHHTHHHO
TpaOBa aa Obae npekpaTeHa NpH NaUMEHTH, KOUTO pa3BHAT TMA, H ¢ HeoOXOAHMO CBOEBPEMEHHO JIeUeHHE.
HabnopasaHo e oTimyMaBaHe Ha CHMTOMUTE Ha TMA ciel npekpaTaBaHe Ha JIeueHHeTO (Bx. Touka 4.8).

TupeonaHa aucyHKILAA
[MpenopnuBa ce HauyanHo 1a6OpaTOPHO H3C/ieABAHE HA QYHKLIMATA HA IIMTOBUIHATA >kJ1€3a IIPH BCUYKU

naHeHTH. [TauHeHTHTEe ¢ aHaAMHEe3a 3a XHIIOTHPEORAH3BLM WIH XHIIEPTHPEOWAN3IbM TpsOBa Aa ObaaT nekyBaHy
Cnopen CTaHIapTHaTa MEAHIMHCKA IPAKTHKA NpeAH HAa4alI0TO Ha JIEHEHHETO ¢bC¢ CYHHTHHMO. [10 Bpeme Ha
neveHne ChC CYHHTHHHUO, TpsabBa Ja ce H3BLPLIBA PYTHHHO NPOCHECIABAHE HA THPEOHIHATA PYHKIUHSA HA BCEKH
3 meceua. B nonbanenne naupeHTHTE TpaORa na Obaar HabmoxasaHy BHUMATENHO 32 NPU3HALY U CUMIITOMU
Ha THPEOHIHA AHCOYHKIIHA O BPEME Ha JICYEHHETO H Ha NALHEHTHTE, NPOSBHIH NPH3HALH H/HWIH CHMINITOMH,
HaCOYBAILH KbM THPEOHAHA AHCPYHKLMA, TpaOBa Aa ce HanpaBH NabopaTOpPHO H3CAEABAHE Ha DYHKUHATA HA
IIHTOBHIHATA XKJle3a N0 KIHHMYHH NoKazaHui. [lauHeHTHTe, KOUTO Pa3BHAT THPEOMAHA ANCPYHKuUA, Tpadpa
Aa 6baarT JeKyBaHH cnopel cTaHAApTHATA MEAHLIMHCKA NPAKTHKA.

XHMNOTHPEOHAHIBM € HabnloaaBaH B HAYAJIOTO, KAKTO H B NO-KbCHHTE €TAMNH HA ICYEHHETO CbC CYHHTHHHO
(BX. TOuKa 4.8).

[TankpeaTur
[ToBHIDEHHS B AKTHBHOCTTA HA CEpYMHATA JKiIa3a H aMHna3a ca HaObMoaaBaHH NPH NallHEHTH C Pa3InyHH

CONHJIHH TYMOPH, KOHTO €2 nojiyuyasand CYHHTHHKO. [IoBHIIEHHATA B aKTHBHOCTTA Ha JIMNA3aTa [IPH JIMLA C
Pa3IH4YHK CONTMAHN TYMOPH ¢2 OWIH Mpexoany H OOMKHOBEHO He ca OMNH NPHIPYKEHH OT NPH3HALM HITH
CHUMIOTOMH HA MaHKPeaTHT (BX. TOYKa 4.8).

CpoOlIeHH ¢a CITyuan Ha CepHO3HH NAaHKpeaTHYHH ChOMTHA, HAKOH C neTasieH B3XoA. AKO ca Hanxue
CHMNITOMH Ha MaHKPEATHT, TEPANHATA CbC CYHUTHHHO TpaGBa fa ce npeyCTaHOBH, @ Ha NAUMEHTHTE Ja ce
OCHTYPH TIOAXOAAINO MOAMBPKALIO AEHEHHE,

X enaroToKCHYHOCT

ITpn naumHeHTH, IeKYBaHH ChC CYHHTHHHO, ce HabmoaaBa xenaToToKCHYHOCT. Ciiyyay Ha yepHoapoOHa
HEAOCTATHYHOCT, MOHAKOTA ¢ IETAEH U3X0A, ca Habmoaaeanu npu < 1% OT NauHeHTHTE CHC COMUAHH
TYMOPH, JIEKYBaHH Cbc CYHHTHHHO. Heobxoaumo e MonuTOpHpaHe Ha uepHOAPOOHHTE (PYHKIHOHAIHY
nokasarenu {(anaHuH amuHoTpaHcdepasa (AJIAT), acnaprar TpancaMuHasa (ACT), HHBa Ha OunupyOHR) cnen
3ano4BaHe Ha JIeUeHHETO, N0 BpEME Ha BCEKHM IHKBJI HA IEYEHHETO H KOraTro € KNIMHUYHO nokasaHo. [Ipu
HAIHYHE HA TIPH3HALK WIH CHMIITOMH Ha YepHOApoOHA HEAOCTATLYHOCT, CYHHTHHHO Tpabra na 6bvae cnipsan u

TpAOBa Aa ce MPUIOKAT NOJAXOAALIM NOLTbPKALINA MEPKH (BK. Touka 4.8).

bnOpeuHa KI1HMA
Crobiana ce 3a cryyau Ha 6pOpedHo yBpexaaHe, 6s0peuHa HenOCTaTBLYHOCT H/WNH ocTpa 6BOpeuHa
HENOCTAaThYHOCT, B HAKOH CJIyYaH ¢ JeTaneH H3xoa {(BxX. Touka 4.8).

PuckoBHTe dakTopH, cBBbp3aHH ¢ 6BOpeuHo yBpexaaHe/HEAOCTATHLUHOCT, NNPH NALHEHTH, IPHEMAE
CYHHMTHHHO, BKTIOYBAT B ROMbJIHEHHE KbM noayexail RCC, nanpeanana w»3pacT, 3axapeH s Y
NoANeXalo ObOpeuHO YBpexaaHe, ChpJedHa HEOCTATHYHOCT, XUIIEPTOHMSA, CETICHC, '-
AeXUApATALHA/XHIIOBONEMHA H pabaoMuonn3a.




bezonacHocTTa HA HENMPECKHCHATO JICHCHHUE ChC C)(HHTHHHG MpH MAUHCHTH C YMECpPCHA 00 TCXKKa ITPOTCHHYPHA
HE € CHCTCMATHYHO OLICHCHA.

Cro0LUeHH ca c/lyyad Ha NIPOTEHHYPHA M PEAKH ClTy4yaH Ha HedpoTHUeH cuHapoM. Ilpenopbusa ce H3X0AHO
M3CJIeIBAHE HA YPHHATA, KaTo NauHeHTHTe Tpa6Ba ra ObaaT HabMmoaaBaHH 3a pasBUTHE WIH BIONHIABAHE Ha

NPOTCHHYPHSATA.
[IpremMbT Ha CYHHTHHHO Ce NpeyCTAHORSBA MPH NALHEHTH ¢ HEPPOTHUEH CHHAPOM.

ducryna

AKO HacTeNHK 00pasyBaHe Ha QUCTYNA, NEUYSHHUETO CbC CYHHTHHHO TpaOBa aa Obae npexbeHaro. Uma
OorpaHKYeHa HHPOPMALHA OTHOCHO NPOIBTAKHTEHATA yNOoTpeda Ha CYHHTHHUO NPU NallHEeHTH C (PUCTYIH (BK.
To4Ka 4.8).

HapyuieHo 3a3apaBsBaHe Ha paHH
[To BpeMe Ha TeUeHHEeTO ChC CYHHTHHHO ce cho0IIaBaT CTyyan Ha HApYLIEHO 3a3ApaBABAHE HA PaHU.

He ca nposexaanu opHUHAMHN KITHHHYHK H3NATBAHKUA 32 edexTa Ha CYHUTHHHO BLPXY 3a3ApAaBABAHETO HA
paHHTe.

BpeMeHHO cniHpaHe Ha JIeYeHHUETO CbC CYHHTHHUO ce npenopbyBa NPH NALYEHTH, NO0KEHH Ha rojleMu
XHPYPruyHH HHTEPBEHLIHH, OT ChoOpakenus 3a 6esonacHocT. MMa orpaHHuYeH KNIHHHYEH OMHUT MO OTHOLIEHHE
Ha BpEMETO 3a Bh300HOBABAHE HA TEpAMMATA Clek roJAMa XMpPYPruYHa HHTepBeHUHA. Pelnenrero aa ce
Bb30OHOBH ICYEHHETO CbC CYHWTHHHO cnel roisMa XHpYpruvHa WHTEpBeHLHA TpAOBa aa ce 6a3npa Ha
KJIMHUYHATA OLEHKA HAa Bb3CTAHOBABAHETO OT OnepalusaTa.

OcTteoHekpo3a Ha yemocTtTa (osteonecrosis of the jaw ,ONJ)

Cro0lnagpa ce 3a cryyan Ha OCTEOHEKPO3a Ha YENKOCTTa [IPH NaUHEHTH, TEKYBAaHH CbC CYHHTHHUO. [Topeueto
cyyaH ca choOIlleHHd NPY NaIHEHTH, KOHTO €A MONYYUIIH NpeALIeCTRAINO WIM CHIIBTCTBAINO JEUEHHE ¢
HHTPABCHO3HO Npwiaraid 6HpocPoHaTH, NpH KOHTO OCTEOHEKPO3ATa Ha YEMIOCTTA € HAEHTH(NIIHPaH PHCK.
Tpabsa Aa ¢c& moaAXoXKAa ¢ BHUMAHHE, KOraTO CYHUTHHHO H MHTPaBeHO3HO npuwiaraiu Sudocdonaru ce
NpuiaraT eAHOBPEMEHHO WIH NOCISAOBATEHO.

MHBA3UBHHUTE ACHTANIHH NPOUEAYPH CHIIO NPEeaCTABIABAT HACHTHGKUHMpaH puckoB axTop. Ilpeau na ce
3aMoYHE IeYeHHE CbC CYHHTHHHO TpAOBA Aa ce MMa NpeABUA ACHTANEH Nperjiel H NOAXOAAINH MPEeBAHTHBHH
MepkH. [1pH naljuesTH, NpUEMaNi WK Bee olile npueMaliy 6udochoHaTi 3a HHTPABEHOZHO NPUNIOKEHHUE,
MHBA3HBHHUTE ACHTAIIHH NPOLIEAYPH TPAOBE NpH BBIMOXKHOCT J1a ce H30ArBarT (Bx. ToOYKa 4.8).

CBDBLXYYBCTBHTEIHOCT/@aHTHOSIEM
AKO HACTBITH aHTHOJEM BCJICACTBHE HA CBPBXUYBCTBHTEIHOCT, JICUEHHETO CbC CYHHTHHHO TpaOBa na Obae

NMPpEKBCHATO H Aa CC OKAXKE CTaHapTHA MEOHIIHHCKA NOMOILIL (B}K. TOYHKA 43)

[mpyose

B k1MHHYHM NpoyYBaHHA Ha CYHHTHHHO H TIPH NOCTMAPKETHHIOBOTO HabMIOAeHHe ca ChOOLIEHH bPIOBeE.
INauueHTH ¢ rbp4OBE U NPU3HALKW/CHMIITOMH, OTTOBAPALIHA HAa CHHAPOM Ha 00paTHMa 3a/Ha
nepxoenuedanonatua (RPLS), karo xunepronus, rnapobonue, HaMaJICcHO BHUMAHHE, [IPOMEHEHH YMCTBEHH
(YHKUHH H 3ary0a Ha 3peHHeTO, BKIYHTEIHO KOPOBa CemnoTa, Tpadea Aa 6b1aT KOHTPOAHPAHR 4Ypes3
MEHLHHCKH CPECTBA, BK/IIOYHTEIHO KOHTPON Ha XHNEpTOHHATA. [1penopbuBa ce BpeMEHHO NPEKbCBaHE Ha
NIEYEHHETO CbC CYHHTHHHUO; Cliel Bb3CTAHOBABAHETO JICUEHHETO MOXE Ja Obae NOAHOBEHO MO peineHHe HA
nexysatlius Aekap (Bx. touxa 4.8).

CunapoM Ha Tymopet pasnan (CTP)
Cnayuaud Ha CTP, HAKOH OT KOKTO JIETANIHH, ¢a HA0MOAABAHH PAZIKO NO BpeMe Ha KIHHUYHHATE HU3N
NpH NOCTMAPKETHHIOBOTO HAOIOACHHE NTPH NALHEHTH, JIEKYBaHH CbC CYHHTHHHO. Puckor e
CTP pxmousat rofsMa maca Ha TYMOpa, NpeallecTBalla XpoHHuHa Ob0peuHa HeXOCTaThYH 7
NeXHApaTalyf, XMIOTOHHMA M KMCENA YpHHA. Te3u nauueHTH TpAOBa CTPHUKTHO Aa Ce MPOCTK
JIEKYBaT CNOpe KIHHHYHHTE NOoKa3zaku4, karo Tpabdea Aa ce odMucnu U npodpunakTuiHa




Nudexnum

Hwma choblIeHH A 32 CepHO3HH HH(PEKLINH, ChC HIH 0e3 HeYTpONieHHA, BKIIOUHTENHO B HAKOH ¢ NeTaNeH Kpaki.
Cro011aBa ce 33 HeYeCTH ClTyuad Ha HEKPOTH3Hpall PacuunT, BKITHOYHTENHO Ha NEPHHEYMA, MOHAKOra ¢
neraneH HiXoA (Bx. Touka 4.8).

[1py nauneHTH, KOUTO Pa3BHAT HEKPOTH3UpaLl GacHMUT, JIEYEHHETO CbC CYHUTHHUO TpabBa na ce npexparu U
CBOEBpEMEHHO TpAOBa Aa ce 3anoyHe NOIXOARUIO eUcHHe.

XHOOTTIHKEMHA

ITo BpeMe Ha Ne4YeHHeTo CbC CYHHTHHHO ce chobinaBa 3a MOHMKABAHE HA IITHOKO3aTa B KPbBTA, B HAKOH
CIyY4aH ¢ K/IMHHYHA CHMNTOMATHKA H HANarally XoCNHTAIH3alUMA Nopaau 3aryba Ha ce3HaHKe. B cnyyait Ha
CHMIITOMATHYHA XHITONTHKEMUs, NPHeMbT Ha CYHHTHUHHO Tpabpa na 6pae BpeMeHHO npekpaTeH. [ MIOK03HHTE
HHBA B KpbBTa TpAOBa aa 6bAaT NpocneaiBaly perynspHo Npu nalHeHTH ¢ AMaber, 3a 1a ce OLCHH NalK
NO3UPOBKATA HA aHTUAHAOETHHATE JISKAPCTBEHH NPOAYKTH TpadBa 1a ce KOpUrHpa, 3a A3 C& HAMANMN PHCKLT OT
XHITOTTIHKEMEA (BX. TOUKA 4.8).

XHOepaMOHEMHYHA eHlleDanonaTus

Habnonapana € xHnepaMoHeMH4Ha eHuedanonarus NpH CYHHTHHHO (BX. TO4ka 4.8).
[1pu nauueHTHTE, KOUTO PA3IBUAT HEOOACHUMA JIETAPIHs HIH NPOMEHH B ICUXHYHUA CTAaTYC, TpaOBa Aa ce

M3MEPH HUBOTO HA AMOHAK M 11 ¢ NMPEeANPUEMAT NOAXONAN[H KNHHHYHHA MEPKH.

Hampuu
ToBa iexapcTBO ChABPHa Mo-Manko or 1 mmol Harpuii (23 mg) Ha 1030Ba €AMHHLA, T.€. MOXKE Ja € KaXKe, 4e
MPaKTHYECKH HE ChAbLPKA HETPHH.

4.5 BiauMoagelicTBHE ¢ APYIR JEKaAPCTBEHH NPOAYKTH B ApYrH GOpMR Ha B3aHmoaelicTBHE

[TpoyuBaHHs HA B3aNMOZEHCTBUATA €A NPOBSKAAHH CAMO NMPH BbL3PAaCTHH.

HEKEEQIECHH NPOJAYKTH, KOHTO MOTaT a8 NMOBHUIAT TJIA3MCHHTC KOHUCHTPALUHH Ha C}'HHTHHHG

Egpexm na unxubumopu na CYP3A4

[pu 3a1pasu A06POBOIIM, €AHOBPEMEHHO NPUIOKEHHE HA €AHOKPAaTHA 4032 CYHHTUHHO ¢ MOLLHHA HHXHOUTOp
Ha CYP3A4 keTokoHa3on € AOBEJO A0 NOBHIIEHUE B CTOHHOCTHTE Ha 0011aTa [CyHHTHHHO + OCHOBEH
MeTabonuTt] MakcumManHa KOHUSHTpAHA (Cmax) H IUIOLOTA NMOJ KPHBATA

(AUCo<), choTBeTHO ¢ 49% 1 51%.

[IpunoxeHnero Ha CYHHTHHUO ¢ MOIUHY HHXUOUTOPH Ha CYP3 A4 (Hanp. puTOHABHP, HTPAKOHA3OJ,
€PUTPOMHLIHH, KIIAPHTPOMHIHMH, COK OT rpeingpyT) MOXe A2 NOBHIINA KOHLEHTPALUUTE Ha CYHUTHHHO.

CrnenoBatenHo, KomOHHHpaHeTo ¢ HHxHOuTOpH Ha CYP3A4 cneasa aa ce u3barsa wim ga ce 06cpan H3bopa

Ha APYT CHITBTCTBALL JIEKAPCTBEH NPOAYKT, KOWTO HAMa WIM € C MUHUMAJICH NTOTeHINAan 3a HHXHONpaHe Ha
CYP3AA4.

AKO TOBa HE € Bh3MOXKHO, MOXKe /1a € HeoOXoaHMo HaManasaHe Ha Bo3aTa Ha CYHHTHHHO 3eHTHBA A0
MUHHUMYM OT 37,5 mg nneBHO npu GIST 1 MRCC unu 25 mg auesso npu pNET, b3 0CHOBa Ha BHUMATENHO
HabmoAeHHe Ha MOHOCHMOCTTa (BX. TOuKa 4.2).

Egexm na unxubumopu na BCRP (npomeun na peaucmenmuocm na pax na 2epoama (Breast Cancer
Resistance Protein)

ChillecTBYBAT OrpaHHuY4e€HH KIMHHYHHA JaHHH 33 B3AUMOICHCTBHETO MEX XY CYHHTHHHO H HHXHOHTOpPH Ha
BCRP ¥ 3aToBa He MOXe Ja Oblie H3KIIOUEHA Bh3IMOXHOCT 32 B3aHMOASHCTBHE MEXIY CYHHTHHHO
uHXHOuTOpH Ha BCRP (BX. TOuka 5.2).




JleKapCTBREHH NPOAYKTH, KOHTO MOTAT J1a NOHMXKAT IIA3MEHHTE KOHUECHTPAIIWN HA CYHUTUHHO

Egexm na unoyxmopu na CYP3A4

ITpH 3apaBH AOOPOBOILIH, EIHOBPEMEHHOTO NPHJIOKEHHE HAa €IHOKPATHA 1034 CYHHTHHHO C MOIHHA
HHAYKTOp Ha CYP3A4 pHaMnuy e 10BENO 10 HAMANIEHHE B CTOHHOCTUTE Ha ofmara [CYHHTHHHO + OCHOBEH
METAOONHT] Cmax B AUCo.«, CHOTBETHO ¢ 23% 1 46%.

[IpanoxkeHHeTo HAa CYHHTHHUO ¢ MOIIHU HHAYKTOPH Ha CYP3 A4 (ranp. aekcamerasoH, (JeHHTOMH,
kapbamazenuH, pupamnut, penodapbuTan win pacTHTENHH NPOAYKTH, ChALPXKALIM XK bAT KAHTAPHOH
(Hypericum perforatum}) MoxXe 1a NOHWXKH KOHUEHTpaLMNTEe Ha CYHUTUHHO. CneaosarenHo, KOMOMHHPAHETO
¢ HHAYKTOpH Ha CYP3A4 TpsOBa na ce u3bsarsa win na ce obcpan n306opa Ha ApyT ChITBTCTBALL IEKAPCTBEH
NPOAYKT, KOHTO HAMA HTH € ¢ MUHMM&JIEH NOTeHIHAN 3a udAyuupaHe Ha CYP3A4, Axo ToBa He € Bh3MOXHO,
MOXe€ 11a € Heo0Xx0aumMo yBenuuaBaHe Ha 103aTa Ha CyHRTUHKO 3eHTHRA CBhC CThIkH OT 12,5 mg (ao 87,5 mg
Ha geH 3a GIST u MRCC unu 62,5 mg nnesHo 3a pNET) b3 ocHOBa Ha BHUMATeRHO Habmoaesane Ha
MOHOCHMOCTTA (BX. Touka 4.2).

4.6 ©epTHAHTET, OpeMeHHOCT H KbpMeHe

Kon ETILUA NIPH MBbXKE H WEHH
Alenu ¢ gerepoaeH noreHUMaN TpadBa Ja ObAaT MOCHBETBAHH A4 H3MON3BAT €deKTHBHA KOHTpALICTILIMA H A3 ce
npeanassar Ot 3adpeMeHsBaHe, JOKATO C€ JEKyBaT CbC CYHHTHRHO.

BpeMeHHOCT

Hsma npoyuBaHHA npH OpeMEHHH XeHH, H3NMON3BalMN CYHHTHHHO. [TpoyuBaHHATa NpH XKHBOTHH €A NOKA3alH
PENPOAYKTHBHA TOKCHYHOCT, BKTIOYHTETHO MandopManin Ha nnoaa (Bx. Touka 5.3). CyHuTHHnb 3eHTHRA He
TpAOBA Na ce U3MON3Ba [0 BpEME HA OPEMEHHOCT WITH NTPH XKEHH, KOMTO HE K3NON3BaT edeKTHBHA
KOHTpALIENLIHA, OCBEH aKO BE3MOKHATA M10JI3a He OfIpaBAaBa NOTeHLHATHUA PpUCK 32 PeTyca. AKO CYHHTHHHUO
C€ H3MON3Ba MO BpeMe Ba OpEMEHHOCT WTH 3KO NalHeHTKaTa 3abpeMeHee, JOKATO € Ha JIEUEHHE Che
cyRHTHHHO, TO TA TpabBa na Obae yBeAoOMeHa OTHOCHO BH3MOKHHA PHCK 3a IU10JA.

KbpMeHe

CyHHTHHHO WHIH HeroBuTe MeTabOoNIMTH C€ EKCKPETHPaT B MISKOTO Ha nibxose. He ¢ U3BecTHO aanu
CYHUTHHHO WIH OCHOBHMAT MY aKTHBEH METaOOINT Ce eKCKPEeTHPAaT B KbpMaTta, Tbii KaT0 AKTHBHHTE
BEUISCTBA YECTO C€ H3NBbUBAT B KbpPMATa M NOPany BRb3MOXKHOCTTA 32 CEPHO3HH HEXKEJIaHH PeaKIlii Y
KbpMaueTa, KeHUTe He Tp#0Ba Aa KbpPMAT, AOKATO APHEMAT CYHHTHHHO.

QepTHIHTET
B3 OCHOBa Ha HEKITHHHYHH HAXOOKH MBKKHAT U KEHCKHAT QEPTHINTET MOraT Aa 65aT H3/I0KEHH HA PHCK
NPH JIEY€HKE CbC CYHHTHHHO (BX. TOUka 3.3).

4.7 EdexTH pppxy cnocobnocrra 3a modpupaHe H pabora ¢ MAIHHH

CyruTHHHO noBNHABa B MaJIKa CTéNneH cnocobHoOCTTa 3a WwogupaHe ¥ pabora ¢ Mawuny. [lausenTure cnenpa
Ja 6bAaT yBeAOMEHH, Y€ MOXKE 2 MOYYBCTBAT 3aMaiBaHE MO BPEME Ha JICUEHHE ChC CYHHTHHHO.

4.8 Hexeaanu AexapcTBeHE peaKkuis

PesioMe Ha npoguna Ha fezonacHOCT
Haii-cepuo3HHTe HEXKENAHN PEAKUHH, CBhP3aHH ChC CYHUTHHHO, HAKOH OT KOUTO JIETATHHM, ¢a ObOpeuna

HENOCTATHYHOCT, ChpACYHA HEAOCTATHRUHOCT, Oenoapoder eMOONH3BM, MACTPOHHTECTHHANIHA Nepdopaling H
XeMOparuH (Hanp. Ha AMXaTeNHUTE IIBTHILA, FACTPOHHTECTHHATHH, TYMOPHH, HA NHKOYHHTE ITBTH '
MO3BYHH XeMoparuu). Hali-ueCTHTE HeXeNlaHH peakKlUMH OT KOSTO H I1a € CTENeH (IIPOABEHH Np
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XUNOTHPEOHAH3BM, XE€MaTOJIOTHYHHATE HAPYIUEHHUA (HANP. HEYTPOTeHHA, TPOMOOLUTONEHNA U aHEMUA) ca
Cpen Hall-4yeCTHUTE HEeXeNlaHH JIEKAPCTBEHH pEaKLMH.

Jleranuute cHOWTHS, pa3nHYHH OT TE3H, H30poeHH B ToUKa 4.4 no-rope WiH B TOUKa 4.8 no-aony, 3a KOKUTO €
OHNO CYHTAHO, Ye € BL3MOXKHO Aa €3 CBbP3aHH CbC CYHHTHHHO, BK/IIOYBAT NOJHOPraHHa HeAOCTATbYHOCT,
JHCEMHHHpaHa BbTPEChAOBA KOAryJJallki, ICPHTOHEANEeH KPLBORIIKB, HAR0BLOpeURa HEAOCTATHYHOCT,
[THEBMOTOPAKC, IMOK H BHE3ANHA CMbPT.

TabnuuHo NpeacTABAHE HA HEXKEIAHUTE NIEKAPCTBEHH peakIiHy

Hexenanu peakMH, kouto ca 6unn coodbwernu npu 7 115 maunuenru ¢ GIST, MRCC u pNET, B Habop ot
cOopHH JaHHH, €A ONMMCAHM MO-A0JY N0 CHCTEMO-OPraHHH KNAcoBe, HeCTOTA M cTeneH Ha TexecT (NCI-
CTCAE). BkmouelH ca ¢hlI0 H HEXeNaHH peakiMH OT NOCTMAPKETHHIOBHSA MEPHOA, HACHTHOHUMPAHH 11O

BpE€ME€ HA KITHHHYHHUTE TPOYYBAHHA. an BCAKO I'PYIMHPAHC B 3aBHCHMOCT OT YCCTOTATd, HEXCIAHHTC

JNCKAPCTBCHH PCAKLHA CC H36POHBET B HH3XO0AAL pE€A MO OTHOLIEHHE HA CCPHO3ZHOCTTA.

UecroTuTe ca onpeaeneHn Karo: Muoro uectu (3 1/10), wectu (= 1/100 o < 1/10), Hewectu (= 1/1 000 go <
1/100), peaxn (= 1/10 000 no < 1/1 000), muoro penku (< 1/10 000), c Hen3pecTHa yecTOTa (OT HATHYHUTE
IaHHU He MOX¢e A1a Ob/1e HanpaBeHA OLIEHKA).

Tabauua 1 — Hexenann peaknuy, 10KA2ABAHM 110 BpeMe HA KIHHHYHH HINHTBAHHA

[Tpexoana HCxeMHIHA
aTaka

CHcremespranen Muero 9ecTH YecTn HeaecTn Peaxn C
KJIAC HEN3BLCTRA
qeCTOTA
Hndexuns n BupycHu nrbexamn’ Hexporu3npain
aEdecTANRE Pecnupatopus uHpexuun®' | dacuuur
Abcuec*’ BakrepuaHH
MeOuunn nuderumn’ HHpeKIHK*
Hudexkuun Ha MHKOTHHTE
ITLTHIRA
Koxaun Hadeknan®
Cencuc®’
Hapymenun na HeyTponenns Jlumdonenna [laHumTONEHHA TpomboTHYHA
KPBBTA N ARMPAATA | TpoMOOLHTONCHHA MHKPOAHTHOMNATH
CHCTEMA AHEMHA 4.4
JleskoneHns
Hapymenns na CBpbXYyBCTBHTENIHOCT | AHTHOEIEM
HEMYHHATA CHCTEMA
Hapymienns ua XHIIOTHPECOBHIBM XHIIEPTHPEOK THTLM Tupeoungur
CHASKPHHHATA
CECTEMA
Hapymenms ma Hamanen anerur* | Jexwaparaums CHHOpOM Ha
smerafenmiMa w XHROTHKEMAN TYMOPCH painajn
_XpaHeReTO
IlcHxR9AA be3acrHRe Henpecun
HAPYIMC¢AAS
Hapymenus Ha 3aMasHOCT [lepugepHa neBponaTHa Llepebpanen Cunapom Ha Xunep-
HEPBHATA CHCTEMA I"nasobome [Tapecresns KPLBOMIHB' 381Ha o0paTMa | AaMOHEMHMHA
Bxycomu Xunoecre3ns Mo3B4HOCHAOB enuedanonatua | enuedanona-
HapyIIeHHs" Xunepecresns MHAMLEHT THA

Hapymenns na
e4NTe

[TepuopbuTaneH oToK
EaeM Ha xaenavya
[IoBHIDEHO ChAICHE
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Cnpacunn Muoxapaua nexemms®™ KonrectiBHa chpacuta | Jlesokamepha
Hapymicnus ITonmxena ¢paxims Ha HEAOCTATHUROCT ChpAEYHA
H3ITNACKBAHE" Muokapaen uudapk™’ | HEAOCTATEYHOCT
CopaeyHa Torsade de
HEJAOCTATLYHOCT pointes
KapmuomHonaTus’
IlepukapitcH H3NME
Y meoxen QT unTeppan | [
CuwaoBRR BAPYIICHNR | XHNCPTOHHNA Jbaboxa Beno3Ha Tpomboza | KpeBoHUMB Ha AHEBPHIMH
"opeims pbanH TYMOpPa H
3aucpBeaBaHe ApTEPHAJTHH
| _| AHcexammn”
Pecnmpatopun, Nucnsen Benoxpoben embomem Benoapoben
rpLJaHB K Ensucrakcuc [nespanes HuHE KPLBOHUTHB
MEAHACTERAINE Kammna XeMmorTia Pecrruparopna
HAPYIICHEHS JHcnHes NpH ycHIHe HEAOCTATLYHOCT
Opodapurreanmna 6on1xa"
Hazanna xoHrecrus
CyxoTta B Hoca
CTOMAIMIAOIPERBUN CroMmaTtuT® [CacTpo-ezodarcanna CroMamHO-9peBHA
HAPYHIHHS AGROMHHAIHA pedykcna Goaect nepdoparns®’
Gonxa® Hucdarus [anxpeaTur
[lospbinaHe CTOMAITHO-4YpEBEH AHatHa duCTY A,
Jnapus KPBBOHIIHB Komur*
Hucnench Ezoarvt”
[Nanene Pa3aysane Ha KopeMa
Koncrunatns AbaoMunancH auckoMpopt
PexraneH KpeBOHITHE
KbpBene OT BeHIMTE
Yauepaimn B ycTaTa
[Ipokrammus
XeAmaT
XeMopouan
'nocomnua
boka B ycTaTa
Cyxora B ycTara
MereopusnM
Hucxompopr 8 ycrara
Opureaxe
XenaToOuuapun Yepuoapobua Xenarut
HAPYmICHAS HEAOCTATBYHOCT
XonemucTwr™
Hapywmena
gephoaApobHa dyHKIIHN
Hapymennyg 52 Obe3uBcTABAHC Jrouiene Ha KoXara Epurema
KOXKATA H Ha KOoXkaTa” KoxHa peakima® MyaTHopMEe
NOAKOXHATA ThKAR | CHHIPOM HA Ex3ema CHHAPOM Ha
oaJMaponnantapia | Mexypu Stevens-Johnson’
epurpoansecreina | Epurem [Inonepma
O6pup® Anoneuns FAHTPEHO3YM
[Ipomana b UBETA AKHe ToxkcrnqHa
Ha KOCaTd Ilpypuryc eNHAECPMATHA
Cyxa xoxa XunepnurMeHTalIHa Ha HEKPOJIM3a
KOMKATA
KoxHH ie3nn
XHnepkeparosa
JlepmatHT
Hapyinenus #a HOKTHTE"
Hapymenus Ha bonka B Myckymo-ckenerin Gomx | OcTeoHexkpola Ha Pabromuonmsa”
MYCKYJTROCKE/ R THATA | KpalfHHLMTE MyckyaHn cnasMu YEIHOCTTA Mnonarns
CHCTEMA B ApTpanrus Muanmrus Pucryna’
CHLEARHEETSIHATS bomxu B repba MycxymHa ciaboct

ThkKAH
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Hapymenns 5a Br6peana vepocrarsanoct | Kpepouaams or Hedpormuen
Orn0pennre B Octpa 6b0peuna NHKOYHHTE IThTHLLA CHHAPOM
NEXOUNATE HLTRINA HEAOCTATLYHOCT
Xpomarypus

| Ilporennypus

Ofme uapymensas 1 | BninajnecHue Ha I'ppana 6onka HapyuieHo
¢PeKTH HA MECTOTO | JIMFABHILHTE boyxa 3a3ApaBsBaHe
BA NPUIOKEHNE Ymopa® I'punonoao6Hu cHMIITOMH
Enem™ Brpucane

MebpwnTeT

Hicenpanns Hamanasane na renecioro | IlosumeHn croiinocTH
TErno HA

[Monnxen 6poit berm kpeaTuHpocHOKHHA3ATA |
KPbEHH KJIETKH B KpBBTA

[lopmnena manasza [lopHioeHH CTORHOCTH
Iouwxen 6poti Ha

TpOMOOLIKTH THPEOHACTHMY THPAIIHA
[onuxen xemornobun XOPMOH B KPHBTA
[losrmmexa aMunaza™
Hosuirena
acnapraraMHHOTpaHc(epaia
[losmmena
anaHMHAMMHOTpaHChepa3a
[loBHimeHH cTOHHOCTH HA
KPEATHHHHA B KPBLBTA
[lopHIIEHO KPLBHO
HANATAHE

[loBMImeHu cTOMHOCTH Ha
ITHKOMHATA KHCEIHHA B

KPBBTA

L

BxaouuTtenHo neranHu cpOuTHa KoMOHMHHMpaHH ca

CNIEAHHTE TEPMHHH:

*  Ha3ogapHHTHT H Xeprec Ha yCTaTa

®  BpoHXHUT, HHQEKLAH HA JOJHHUTE AUXATEIHN MHTHILA, MHEBMOHHUA H HHOEKLIHH HA AUXATeHUTE
MbTHLIA

* Abcuec, abcuec Ha kpaliHuK, aHaneH abcuec, abcliec Ha BEHUMTE, abcuec Ha YepHHa Apod,
abcuec Ha naHKpeaca, neprHHeancH abcuec, nepupekraneH abcuec, pexkraneH abceuec,
cyOKkyTaHeH abcuec H 3p0eH abcuec

" EsotareanHa KaHanao3a  YCTHA KaHAWa03a

2 llenynuT H KOXHH HHPEKUHH

¢ CencHe i CENTHMEH LIOK

*  AOpomHHaneH abcliec, abZOMHHANEH CENICHC, HBEPTHKYNHT U OCTEOMHENHT

*  TpomM0OOTHYHA MHKPOAHIMONATUR, TPOMDOTHYHA TPOMOOLIHTONEHWYHA Typypa H
XEeMONNHKTHYHOYPEMHYEH CHHAPOM

* HaMmaneH aneTUT ¥ aHOpPEKCHSA

" Jlacreysus, areysus, HapyuieH BKYC

¥  OcTbp KOPOHAPEH CHHAPOM, CTEHOKApAHKS, HeCcTaOMITHA CTCHOKAP/INA, 3ayIBAHE HA KOPOHapHa
apTepHa, MHOKapaHa HCXEMHHA

" JlonmxeHa/abHopMHa QpakLiUs HA HITIACKBAHE

“  OcTbp MHOKApAEH HH(DAPKT, MUOKapAeH UHPAPKT, ,,TUX" MHOKapAeH HHpaPKT

"  OpodapuHreanHa n GapuHronapuHreanHa 6onka

°  CroMaTHT H adTO3¢H CTOMATUT

" KopeMHH O005KH, OONKH B rOPHATA M AOJIHATA YACT HA KOpeMa

P CromMawHO-4peBHA nepdopaliis ¥ YpeBHa nepdopauns

¢ KONMMT H HCXeMHUYEH KOJIHT

" XOJNEUHCTHT H aKaJIKYJIO3€H XOJICLIKCTHT

¥ XwiaTa koxa, 00e3LBeTARAHE HA KOXKATA H HapyllleHA MUIMEHTauuA

®  [IcopuasudpopMer aepMaTHT, ekconunaTHBeH obpuB, 0OPHB, EPHTEMATO3EH OGPHB,
donuKynapeH obDpHB, reHepanusdpal 00puB, MaKyJ03eH 0OpHB, MaKyJlonanyno3eH oOpus,
nanyno3sen obpuB, cupOaLl OOpHB

*  KOXHH peaklHH H KOXHH HapyLieHus
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HapyiweHnuns Ha HoxTHTE H 0Dbe3UBeTABaHE HA HOKTHTE
YMopa 1 acTeHus

OToK Ha JTHLETO, OTOK H NepHPEepeH 0TOK

AMHNIa3a ¥ NOBHINEHA AMHJIA32

E B £ &

Onucaine Ha H30paHH HeXKeNlaHH PeaKLIMM

Hugbexyuu u ungpecmayuu

Cro0masar ce cnyyad Ha cepHo3Ha HHPEeKuHus (ChC WK 6e3 HeYTPONEHUA ), BKITIOYHTENHO CITYYaH C JIETAIEH
nixoa. Crobiuasa ce 3a Clmyvyan Ha HEKpOTH3IHpau! GacLMUT, BKIIOUHTEHO B Ha NEPHHEYMA, NOHAKOra
JeTaNnHK (BXK. Chilo H T. 4.4).

Hapyuenus na xpvema u aumgbnama cucmema

Hamanen abcomoTtex Opoil Ha HEYTPODHIHTE € TEKECT OT 3 H 4 CTeneH € ChOdLIEH CLOTBETHO MpH 10% K
1,7% ot maumenture B GIST npoyusane dasa 3, npu 16% u 1,6% or naunenrure B MRCC npoyusane ¢aza 3
n npn 13% u 2,4% ot naunenTnte B pNET npoyusane daza 3.

HamaneH Gpoit Ha TPOMOOUMTHTE € TEXKECT OT 3 U 4 CTENEH & ¢hOOLIeH ChoTBETHO NpH 3,7% 1 0,4% ot
naunenTuTe B GIST npoyusane ¢aza 3, npu 8,2% u 1,1% ot naunentHre B MRCC npoyusasne ¢aza 3 4 npn
3,7% n 1,2% ot nauuentute B pNET npoyusane ¢aza 3 (Bx. Touka 4.4).

[1pn 18% or nauwenTHTe, npueMaln cyHUTHHHO B GIST npoyusane ¢a3a 3, ce crobuwana 3a ChOMTHA HA
KBPBeHe, cnipamo 17% oT naugexnrTure, npuemMamy mnauedo. Ipn 39% ot nauuenTure, npuemMalny CyHUTHHHO
33 HenexkyBaH Ao MoMenTa MRCC, e umano ciydan Ha kbpBeHe, cnpaMo 11% ot nauneHTure, npuemaiiu
uHTepdepon- o (IFN-a). Cenemuanecer (4,5%) nauueHT Ha CyHHTHHHO, cnpamo 5 (1,7%) naunenT Ha IFN-
o, Ca HMaJIM CTYYaH Ha KBPBEHE OT CTEeMNeH 3 Win f0-BUCOKA. 26% OT nauHeHTHTE, Oy4YaBaliu CYHHTHHHO 3a
uuToKHH-peppaxrepen MRCC, ca uManu kbpBeHe. XeMOpari4HH Ch0MTHA, ¢ HIKIIOYEHHE HA SNUCTAKCHC, Ca
HacTBITHWIH NpH 21,7% OT naukeHTUTe, noayyasany cyHUTHHHO no BpeMe Ha pNET npoyusane ¢asa 3, B
cpaBHeHHe ¢ 9,85% oT nauveHTHTE, MONyYaBalH ruauedo (Bx. Touka 4.4).

B xJIMHHYHH NpOyYBaHUA ce ChOOIABA 33 Cly4aH HAa TYMOPHA XeMoparus np npudymaurenno 2% or
nauHeHTtHTe ¢ GIST.

Hapywenua na umynnama cucmema
Cooliarar ce peakHH Ha CBPBXHYBCTBHTE/HOCT, BKNIOYATENHO aHTHoeAEM (BXK. Touka 4.4).

Hapyuienus na enooxkpunnama cucmema

XHNOTHPEOHAHIBM € ChOOIIEH KaTo HexXelaHa peakuHsa npn 7 nanneHTH (4%), npuemainy CYHMTHHHO B ABeTe
npoyuBaHus 32 UHTOkHH-pedpakTepeH MRCC; npu 61 naunentu (16%) Ha cyHuTHHUO ¥ 3 naunenTH (<1%) B
pamoro Ha IFN- o B npoyusareTo npy HenekyBaH Ao MomeHTa MRCC,

B nombiaHeHHe, MOBHINABAHHA HA THpeocTHMYAupainus xopMoH (TSH) ca cxobmenn npn 4 naunenTn (2%) ¢
nurokuH-pedpakrepen MRCC. O6imo 7% ot naunenture ¢ MRCC ca uManu win KIMHHYHO, WIH
nabopaTopHO AOKA3aTENCTRO 332 Bb3HHKHAI BCJICACTBHE OT JICUCHHETO XHNOTHPECONANIbM. [1pHaoduT
XHIMOTHPEOKANIBM € YeTaHOoBeH NpH 6,2% ot naukenTure ¢ GIST, nexypanu ¢be cyHHTHHHO, cripaMo 1% Ha
naauedo. 1o speme Ha pNET npoydsaHe (aza 3 XUNOTHPEOHAH3BM ¢e chobinara npu 6 naumuenTtH (7,2%),
npHeMallli CYHHTHHHO, ¥ npH e¢auH nauMent (1,2%), npuemain nnauebo.

TupeonaHara pyHKIHA € NPOCNEKTHBHO HabNOAaBaHA B BE NPOYYBAHKA HA NMALMEHTH ¢ paK Ha MbPAATa;
cyHHTHHHO He e onoOpeH 3a ynorpeba npu pak Ha repjata. B mbpBoTO NpoyyBaHe XHIIOTHPECOUIHIBM CE
choOinasa npu 15 (13,6%) naumeHTH Ha CYHHTHHHO ¥ npH 3 (2,9%) nalueHTH Ha CTAHAAPTHO NeYeHHE.
IMoeuieno HuBo Ha TSH B kpbBTa € ChoOmEno npu 1 (0,9%) naieHT HA CYHUTHHHO U NPH HUTO eaf
YHACTHHLMTE HA CTAHJAPTHO NcueHue. X UNepPTUPEOHH3BM HE € ChoDLIaBaH NpH JIEKYBaHH CbC 9F
naigdeHTH H € crodmeH npu 1 (1,0%) nauueHT Ha cTaHAapTHO NedeHHe. B npyroto npoyusaHg
XHMOTHPEOHAN3bM € cbobLen npy obmo 31 (13%) nauverT Ha cyHHTHHHO K nph 2 (0,8%
xaneuuTabuH. ITopunenn HuBa Ha TSH B kpbBTa ca cpobmeHu npu 12 (5,0%) nauueHTH He
HHTO €AHH OT NALHEHTHTE Ha KaneuuTabun. XHnepTupeouau3bsM € chooLeH npu 4 {(1,7%) pak
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CYHUTHHHO W NIPH HUTO €OHH OT NAUMEeHTUTE HA kaneuutraOuA. [lonwkenn HuBa Ha TSH B xkpbBTA Ca
cbobenu npy 3 (1,3%) mauMeHTH Ha CYHUTHHHUO U NpH HATO €MH OT NALMEHTHTE Ha KaleLUTa0HH.
ITosuimasane Ha T4 e crobimeno npu 2 {0,8%) naunentu Ha CyHuTHHHD B npH 1 (0,4%) nauueHT Ha
KaneuuTabuu. [Topuuasare Ha T3 e crobimneno npy 1 (0,8%) yyacTHHK Ha CYHHTHHHO H IPW HATO €AHH OT
NMalHeHTHTe Ha KaneunTabuH. Beudiku cpobieHn chOMTHA, CEBP3aHM ¢ LIMTOBUAHATA Jie3a, ¢a OT cTeneH 1-2

(BX. Touka 4.4).

Hapywenua na memaboausma u xpanenemo
[To-BHCOKA 4eCTOTA HAa XHIOTIHKEMHYHH ¢bOHTHA ¢ crobiuena npu nauueHT ¢ pNET B cpaBienne ¢ MRCC u

GIST. Brripekn TOBa, NOBEYETO OT TE3M HEKeNaHU CHOUTHA, HAOMOAABAHN NPH KITHHHYHHTE NPOYYBAHHA, HE
Ca CUETEHH 3a CBbP3aHH C IPOYYBAHOTO JIedeHne (BXK. Touka 4.4).

Hapywenun na nepenama cucmema
B XAMHUYHH MPOYYBAHHUA CHC CYHUTHHHO M OT MOCTMAPKETHMHIOBOTO NPOCHeaaBaHe ce cboO1aBaT ciy4yan

(<1%), HAKOH OT KOWTO JIETAIHH, Ha NalHEHTH ¢ NPHUNAXBUH U 00pa3Hu AaHEHK 3a RPLS. 'epuose ca
nHaGmoaasaHH NpH NALMEHTH CbC WIH 6€3 PEeHTreHONOrHYHO ACKA3aTeNCTBO 332 MO3bLYHH METacTasH (BX. TOUKa

4.4).

Covpoevnu Hapyuenun

B KNHHMYHH U3NMTBAHMUA, HAMANIEHHA B JieBOKamepHara ¢pakiiua Ha H3thacksale (JIKOH) ¢ 2 20% u non
AOJIHATA IPaHHLA HAa HOpMara, ca chod1IeHH npu okono 2% ot nauueHTHre ¢ GIST, nexyBanu ¢bC CYHHTHHHO,
4% ot nanpeHTHTe ¢ UnTOoKHH-pedpaxTepen MRCC u 2% ot naumenrure ¢ GIST, noaygasamu nnanebo.
Te3u noumxenus B JIKOH usrnexna He ce zaxuadouasar H 4ecTo ce noaodpABar B Xo04a Ha Je4eHHeTo. B
npoyusaHe npu HenexyraH 10 MoMeHTa MRCC, 27% o1 nauMeHTHTE HAa CYHUTHHHO U 15% oT naumeHTHTE HA
[FN-a ca umanu crofinoct Ha JIK®H noa nonnara rpasuua Ha HopMarta. 2 (<1%) nauueHTH, nomyyaBany
CYHMTMHHO, ca nHarnHoctuuupany ¢sc 3CH.

[Tpn nanuent ¢ GIST, “cbpAedRa HEAOCTATHUHOCT , “3aCTOHHA CHPACYHA HEAOCTATBYHOCT HJIH
“NneBoKaMepHa CHpAEYHA HEAOCTATBYHOCT  ¢a CpodUIeHH npH 1,2% OT NMalMEHTHTE, NIEKYBAHH CBC CYHHTHHHO,
u npy 1% oT naunenTHTE, NekyBaHM ¢ nnanedo. B ochosHoTo GIST npoyusane ¢aza 3 (n=312), cBbp3anu ¢
NICYEHUETO JIETAJTHH ChPACUHH PEaKIMH ca Bb3HUKHAIH NpH 1% OT naudeHTHTE OT BCAKO paMo Ha
NpoyYBaHeTo (T.e. paMeHaTa Ha CyHHTHHHO 1 nauebo). B nmpoyusake ¢asa 2 nps UMTOKHH-pePpaKTepHH
MRCC nanuentn, 0,9% ca nosy4anny CBbP3aH ¢ JICYEHHETO NETalieH HHOpAPKT Ha MUOKAPJAA, a B IPOYUBAHE
¢a3a 3 npu HenekysaHuTe no MomMeHTa 3a MRCC nauuenTtH, 0,6% ot nauuenture B pamoto Ha IFN-a 4 0% or
NAlKEHTHTE B pAMOTO Ha CYHMTHHHMO ca HMani chpaeuHH ¢bOUTHA ¢ netaned u3xoa. [Ipu npoyusane ¢asa 3
npu pNET, 1 (1%) nanuenTt, npueman CyHHTHHHO, € NOTy4HI CBBpP3aHa ¢ NeUYCHHETO IETANHA ChpAeUHa
HEAOCTATRYHOCT.

Cvooeu napywenus

XHneproHus

XHUnepToHHATA € MHOIO 4eCcTa HeXelaHa peakuus, cbodiliaBaHa no BpeMe Ha KIIHHUYHHTE npoyuBaHus. [1pu
npubanaurento 2,7% oT NaLHEHTHTE, KOHTO Ca HMAa/lKH XHNEPTOHMA, A03aT2 Ha CYHUTHHHO ¢ HaManeHa WU
NPHEMBT BPEMEHHO € npeKkpaTeH. [Ipu HUTO eaMH OT T€3x NAUKMEHTH NPUEMBT Ha CYHHTHHHO He e Oun
OKOHYATENHO NpekpaTeH. Texka xunepround (>200 mmHg cucronno vnu 110 mmHg anacronHo nanarane) e
HacThNANa npx 4,7% OT NAMEHTHTE CHC COMMAHK TYMOPH. XHUNEPTOHHUA € ChoOLIeHa MpH NPHONH3UTENRO
33,9% ot nauHeHTHTE, NPHEMAll¥ CYHHTHHHUO 3a HeneKyBaH 1o MoMeHTa MRCC, B cpasHeHue ¢ 3,6% ot
naupeHTure, puemaiu IFN-

a. Teskka XHneproHus ¢ Hacrenuna npu 12% ot HeneKysBaHHTE A0 MOMEHTA NTAUMEHTH Ha CYHHTHHHO B <1%
ot nauneHTHTe Ha IFN-a. Xunepronna ce ceobmasa npu 26,5% 0T nanueHTHTE, NPHEMALll CYHUTUHHO B
pNET mpoyuBase ¢aza 3, B cpaBHeH#He ¢ 4,9% oT nalueHTHTe, NpueMaly ranedo. Texka XHneproHUs e
nacTenmna npu 10% ot pNET naumeHnTHTEe, NpHemainy cyHHTHHHO, H 3% OoT naunenTHTe Ha Uiauebo.

C»0uTHA HA BEHO3HA TpoMboemMbonua
C10uTHA Ha BEHO3Ha TPoMOOeMOON KA, CBLP3aHH C JICHEHHETO, ¢a ChoOLIeHH npu npubnusurentHg/
NALHEHTHTE ChC CONMAHM TYMOPH, KOUTO ¢a NPHEMAITH CYHUTHHHO B KIIWHUYHU W3NTHTBaHHUA, BT

GIST u RCC.
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B GIST npoyusase Qa3a 3, 7 nauuneHrd (3%) na CyHHTHHHO W HUTO eAuH Ha 1anebo ca HMallH BEHO3HH
TpoMboemBonmuHu cubuTHi; 5 o1 7 ca 6wk ¢ aenboka BeHo3Ha Tpombo3a (JIBT) ot 3 creney, a 2 ca 6unu
c¢be crened | wim 2. 4 ot Te3u 7 GIST nauneHTH ca npexpaTuiy NEYEHHETO Clie] NBPBOTO YCTAHOBABAHE HA

JIBT.

13 naunenTty (3%), npueMaly cyHUTHHUO B mpoyuraHe Pasza 3 npu Henekysad a0 MomeHTa MRCC, 1 4
nauueHTH (2%) B 2 npoy4BaHua npH UKTOKHH-pedpakTepes MRCC ca ¢cpoOInnnH 3a BeHO3HH
TpoMboeMOONHYHY CvOHTHA. 9 OT Te3H nauueHTH ca UManH benogpoben embanuibm, 1 oTr Crenen 2 1 8 o1
Crener 4. 8 ot te3n naueHTH ca uManH JIBT, 1 or Crenen 1; 2 or Crenen 2; 4 ot Crenen 3 u 1 or Crenen 4.
1 naumenT ¢ 6enoapobes eMO0TH3IBM B NpoyuBaseTo Ha uuToKHHpedpakTepeH MRCC e uMan npekbcBaHe Ha
npHeMa.

[1pn HenexyBaun oo MoMeHTa nauueHT™ ¢ MRCC, npuemawy IFN-a, ca crobiuenu 6 (2%) BeHO3HH
TpoMboeMbonuny ceOuTHA, 1 naunedT (<1%) e nman JIBT or Crened 3 u 5 naunentu (1%) ca umanu
OenonpodbeH embonH3IBM, BCHUKH ¢bC CTeneH 4.

C10uTHa Ha BeHo3Ha TpoMboembonua ca cpobumenu npH | (1,2%) oT nauueHTHTE B paMOTO, NPHEMALIH
CYHUTHHHUO, ¥ nipH 5 (6,1%) o1 nalHeHTHTE B paMoTo HA Mialedo B nmpoyusaHeto ®asza 3 pNET. 2 or
naupesTHTe, NpuemMaink nnauebo, ca umanu JIBT, 1 cbe Crenen 2 1 1 cbe Crenen 3.

Hama cro0uieHn ciyday ¢ fetaneH H3Xoa npH perucrpailnoHanTe npoyysanna npu GIST, MRCC u pNET.
Cnyuan ¢ neranex H3xon ca HabaiogaBaHn NpH NOCTMAPKETHHIOBOTO NMPOC/ICASBAHE,

Cnyuan Ha fenoapoben eMmBonu3bM ca Habmoasanu npu npubnusurenHo 3,1% ot naunenture ¢ GIST u npu
npubinsurenso 1,2% or naunenture ¢ MRCC, kouTo ca nonyyasani CyHHTHHHO B npoyuBaHuaTa Pa3a 3. He
ca Moy4YeHH ¢choblIeHns 3a fenoapoden emObonuabm npH nauueHTHTe ¢ pNET, KOHTO ca nomyyasanu
CYHHUTHHHO B npoyuBaHeTo Pa3za 3. Peaxu cnyuau ¢ neranen u3xoa ca Sunn Habmogapauu npu
NOCTMAPKETHHIOBOTO NPOCEaABaHE.

FlaumneHTHTE, KOHTO ca HManu OenoapodeH eMOONH3IBEM B paMKHTe Ha npeaxoJHuTe 12 Mecena, ca 6unu
H3KMOYEHH OT KIHHUYHUTE NPOYYBAHUA HAa CYHUTHHHO.

[Ipn nanueHTHTE, KOWTO Ca NOMYYABAIM CYHHTUHHO B perucTpalHOHHUTE npoyyBanua Pa3a 3, 6enoapobHH
chOuTHA (T.€. AUCTIHEA, NEBPAJICH W3NHB, benogpoben embonu3eM HiH OenoapobeH 0Tok) ca Ounu CroduIeHH
npu npuonusurento 17,8% or naunenture ¢ GIST, npu npubmnisurento 26,7% ot nanuenture ¢ MRCC u
npu 12% ot naunenTrTe ¢ pNET.

[fpn npubnn3uTenno 22,2% ot nauHeHTUTE ChC cCoONUaBk TyMopH, BinouHrenso GIST 1 MRCC, kouro ca
NOMyvaBany CYHHTHHHO B KTMHMYHM IPpOYUYBaHuA, ca Habmoaasaun 6enoapobuu crOHTHS.

Cmomauno-4pesnu Hapyuerus
ITankpearur ¢ HabmonaBaH HeuecTo (<1%) npu naunenrure, nonyyasanu CyBHUTHHHO 3a GIST unu MRCC.

He ce chobiiaBa 3a cBBp3aH ¢ neuenuero nankpeatdT B pNET npoyusanero ®asa 3 (Bx. Touka 4.4).
JleTanH# cToMalIHO-4YpeBHH KPBBOH3INHEH ca cboOueHH npu 0,98% ot nauvenTiTe, NoAy4aBayn naauedo B
GIST npoyusane @aza 3.

Xenamobunuapru Rapyulenus
C1obinasa ce 3a yepHoaApoOHa THCPYHKLMS, KOATO MOXE Aa BKINIOYBA OTKIIOHEHHS B UePHOAPOOHHTE
(YHKIHOHAIHH NOKA3aTENH, XeNaTUT KK YepHOAPOOHA HEAOCTATLYHOCT (BXK. TouKa 4.4).

Hapywenun na xooxxcama u noGkoxCHamMa mvKkau
Coo0ilnaBar ce CJTyHaH Ha MHoAepMa FaHIPpeHO3yM, KOHTO KaTo HAJNO ca OOpaTuMH cliel NMpeKpaTax
npHeMa Ha CYHUTHHHO (BX. CBLIO TOuka 4.4).

Hapywenus na mycxynno-ckeremuama cucmema u cveQunumennama moxan (Cno01inasar ce
MHOTIATHA H/WIH pabIOMHOMK3a, HAKOH OT koMTo ¢ 6B0peuHa HeaocTaTbUHOCT. [lalMenTH ¢
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CHMIITOMH Ha MYCKYJTHA TOKCHYHOCT Tpa0Ba aa ObAaT ieKyBaHH CnOpel CTAHAAPTHATA MEAHLMHCKA
npakTeka (k. Touka 4.4).

CrobinaBaT ce ciyuad Ha oOpajyBaHe Ha ¢HCTYH, MOHAKOTA CBBP3aHU C TYMOPHA HEKPO3a H PerpecHs, B
HAKOH CIy4aM ¢ JeTajleH H3xoa (BxK. Touka 4.4),

CoobaBa ce 3a cnyyan Ha OCTEOHEKPO3a Ha YeIOCTTA NPH NMAlWeHTH, JIEKYBAHH ChC CYHUTHHHO, norojisMara
YACT OT KOHTO — IPH NAUHEHTH ¢ WACHTHPHLUHPAHH PUCKOBH (aKTOPH 33 OCTEOHEKPO3a Ha YeNTIOCTTa, B
YACTHOCT EKCNO3HUNA Ha OuPOoCPOHATH 338 HHTPABEHO3HO NPUICKEHHE H/UTH AHAMHE3a 33 NEHTAIHO

3a00s1MBaHEe, H3HCKBAINO HHBA3HBHH ACHTAJIHH NMPOUeAYPH (BX. CbLIO TOuka 4.4).

Hzcnedeanun

HaHHH OT HEKIHHHYHU (in vitro N in vivo) NIpOYYBaHHA, B J03H MO-BHCOKH OT MPENOPBUYATENHATA A032 NIPH
XOpa, NOKa3Bar, 4¢ CYHHTHHHUO npuTekaBa CBORCTBOTO Ja HHXuOHpa mpoileca Ha penonapH3aliug Ha
ChPACUHHA AKLHOHEH noTeHuuan (Hanp. yasmxkasaHe Ha QT unrtepsana).

Y awnxkaeaHne Ha QTc HaTepBana Haa 500 msec ¢ HacTemwo npu 0,5%, a npoMelu ¢ noseye o1 60 msec
CIIPAMO H3XOJAHHUTE CTOMHOCTH ¢a HAcTHNUIH npU 1,1% ot 450-Te naunedTH cBC CONMAEH TYMOp; ABATA
TOCOYEHM NOKA3ATENA CE MPHEMAT 34 NOTCHLUHANHO 3HAYHMH NMpoMeHH. [IpH KOHNeHTpauuu,
NpHOJU3UTENHO JBONHO NO-BUCOKH OT TEpaneBTHYHATA, CYHMTHHHO € nokasaj, ye yasnkasa QTcF
nHTepBana (kopekuusa Ha QT unreppana no Fridericia).

Y awmkaeaHeTo Ha QTc nHTEpBana € H3CaeaBaHo B €IHO Npoy4BaHe ¢ 24 NMalHeHTH, Ha Bb3pacT 2087 roguHu ¢
HanpeIHAMK 3M0KaYeCTBeHHU 3abonaBanus. Pesyntarure oT ToOBa MpoOy4YBaHe Ca NOKA3aiH, Y€ CYHUTHHHO uMa
edext BbpXy QTc nHTepBana (nepuHUPaHO KaTo cpeaHa niatefo-kopUrupaHa npoMana ot > 10 msec ¢ ropHa
rpannua npu 90% nosepurenen uarepsan [CI] > 15 msec) npn TepaneBTHuKa KoHueHnTpaiua ([en 3), ¢
H3N0M3BaHe Ha MeToaa Ha 0ajaiHa KOpeKLMa B paAMKHTE Ha eHA U MPH No-BHCOKA OT TEPalleBTHYHATA
koHuenTpaums (Jlen 9), ¢ u3non3pane HA ABaTa MeTo/a Ha OazanHa kopekuusa. HUTo eauH nanueHT He e
nokasan crofinoct Ha QTc unreprana > 500 msec. Bunpekn ue edexr Brpxy QTcF nnrepsana e Habmoaasau
Ha 3-THA AcH, 24 yaca cie] npiiaraHeTo

(T.e. npH TepaneBTHUHA NNIa3MEHa KOHLEHTpallug, 04YaKBaHa cJie] NpenopsUMTENHaTa HauanHa ao3a 50 mg)
npH MeToaa Ha Da3anHa KOPEKLUHS B pAMKHTE Ha ACHA, KIHHAYHATA 3HAYMMOCT Ha Ta3H HAXOAKa € HeACHa.

C nomotnra Ha noapoOHu cepuiinn EKI 3anucH, HanpaBeHH Nno BpeMe, OTrOBapAlLLi0 Ha TEpaneBTHYHATE KAH
NO-rojiAMa OT TEpaneBTHUHATA €KCNO3HIMA, IPH HUTO €AMH OT NAUHEHTHTE OT [I0/1€XKallaTa Ha OLUECHKa Wiu
ITT nonynauuure He € HabMOAABAHO pa3sBUTHE HA yawDkaBaHe Ha QTc¢ uHTEpBana, KOeTo ce CUHTA 32
“rexk0” (T.€. paBHO Ha WIH NO-TOJIAMO OT CTENEH 3 no O0LIHTE TEPMHHOJIIOTHYHH KPHTEPHH 3a HEXKEJaHH
crbuTHa (Common Terminology Criteria for Adverse Events, CTCAE), sepcna 3.0).

[Ipy TepaneBTHYHH NJIA3MEHH KOHIIEHTpaLMH, MaKCHMaNHaTa cpefHa npomaHa Ha QTcF nHTepBana (KopeKkuuA
no Fridericia) cnpaMo naxoanara croiiHocT € 6una 9 msec (90% ClI: 15,1 msec). [1pu konueHTpannu
NPHONH3IUTENHO ABOHHO NO-FOJIEMH OT TEpaneBTUUHATA, MAKCHMAanHara npoMaHa Ha QTcF uaTepBana cnpamo
n3xoaHara croliHocT € buia 15,4 msec (90% CI: 22,4 msec).

Moxkcudnoxcauns (400 mg), H3NoN3BaH KATO NO3UTHBHA KOHTPONA, € NOKA3aJl MaKCHMallHa Cpe/iHa MpoMAHA
Ha QTcF unTepeana cnpaMo H3XoaKaTa CTONHOCT 5,0 msec. [Ip4 HUTO eJUH NaLMEHT He € HabmoaaBaH edexT
Bbpxy QTc¢ uHreprana, no-ronam ot creneH 2 (no CTCAE, sepcus 3.0) (Bx. Touka 4.4).

Iearocpouna 6ezonacHoct npy MRCC
Hbarocpounara Ge30nacHOCT Ha CYHHTHHMO npH nauveHTd ¢ MRCC ¢ aHanv3upaHa B 9 3aBBpllIcHH

KITHHHYHH NPOYYBaHHi, IPOBEACHH B YCIOBHATA Ha JICYCHHE OT TbPBa JIHHKA, OeBaun3ymMabpedpakTepHo H
UMTOKHH-pedpakTepHo 3adongsane npu 5 739 naumenty, ot KoHTO 807 (14%) ca nexyBaHH B POyl
Ha > 2 roauHM ¥ a0 6 roauHu. Ot 807-Te nauueHTH, NOTYYaBalH ALATOCPOUYHO JICUEHUE CLC € s {T'W
NOBEYETO CBLP3aHH C JICHEHHETO HeXelaHu chOuTHA (treatment-related adverse events, TRA4 ¢ -
NbPBOHAYAMHO Npe3 MbpBHTE 6 Meceua — 1 roAUHa ¥ Cnea ToBa Ca HEMPOMEHEHH WIIH HaM -A

¢ TEYEHHE HAa BPEMETO, ¢ HIKIIOYEHHE HA XHNOTHPEOHANIDM, YHATO YECTOTA C¢ YBEHIYABH TN

F

ﬂ i
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BPEMETO, KaTo npe3 6-rogUIIHNA TEPHOM C€ NOABABAT HOBH CiTy4aH. IIpoIbDKHTENHOTO NIeYeHHE ChC
CYHMTHHHO H3rjiexkaa He ¢ CBbp3aHo ¢ HoBH BHaOBe TRAE:S.

[Teaparpuyna nonyaanxs
[Mpo¢duntT Ha 6€30NMaCHOCT HA CYHHTHHHO € MoyueH oT npoy4eaHe Pa3a | ¢ noBHIIABaHE HA A03aTa, OTKPHTO

npoyusaHe ®aza 2, npoyusane ®asa 1/2 ¢ eqHo pamMo ¥ o1 myONHKalMH, KaKTO € ONUCAHO NTOJOY.

[Tposeneno e npoyusane @aza 1 ¢ ypennuyapaHe Ha A03aTa NepOPIEH CYHHTHHHO NpH 35 nauyeHTH,
BKMIoOYBaio 30 neAUATPHYHH NaUMEHTH (HA BB3pacT 3 — 17 roglHM) U 5 MNaax BB3PACcTHH NAUKEHTH (Ha
BB3pacT 18 — 21 roauHn) ¢ peppaKTepHH CONHIHA TYMOPH, KATO NOTOIAMATA YaCT OT NALMEHTHTE Ca ¢
OCHOBHA AMArHO3a MO3b4YeH TYMOpP. BCHUKH YYACTHHUH B IIPOYUYBAHETO MOJIYUYABAT HEXE/IAHH JIEKAPCTBEHH
PEaKU{H, KATO MOBEYETO OT TE3H PEaKLNH €3 TEXKKH (CTeNneH Ha TOKCHUYHOCT > 3) U BKITIOYBAT
KapaHOoTOKCHYHOCT. Hait-yecTHTe HexenaHn peakumn ca ractpoHTecTHBanyta (I' M) TokcuuHocrT,
HEYTpOneHus, yMopa U nosuitapae Ha ALT. PUCKBLT OT chpACUHM HEXKENAHHN NEKAPCTBEHH PeaKIIHU
H3riexaa No-BHCOK NPH NeAHATPUYHHTE NalHEHTH C IIPEAX0AHAa €KCMO3HLUHA Ha 0DIbYBaHEe Ha ChPLETO WIH
AHTPALMK/IHHH B CPABHEHHE C NMEAHATPHYHHTE NAUHUEHTH 0e3 npeaxoaHa eKcno3nuud. [Ipn Te3u neamaTpuyHH
naudeHTH 0€3 npeaxogHa eKCMO3HIUsA Ha aHTPALMKIHHY WiK 00Tb4BaHe HA ChPLETO € HACHTHPHLIKPAHA
MaxCHManHaTa noHocuMa ao3a (MI1]J1) (ex. Touka 5.1).

[IpoBeaeHo € OTKpHTO npoyuBane Paza 2 npyr 29 nauHeHTH, BKITOYBAI0 27 NeAHATPHYHH NALHEHTH

(1a Bb3pacT 3 — 16 roauHK) 1 2 MIaOH Bb3PAaCTHH NMauHeHTH (Ha Bu3pacT 18 — 19 roauuu) ¢
peKypeHTen/nporpecuBeH/pedpakTepeH BucokocreneHeH rnHoM (HGG) nnu enenaumMomM. H B aBete rpynu
HAMA HeXeNnaHu peakunu crened 5. Hali-uecture (>10%) Hexenann cs0UTHA, CBBP3AHH ¢ JICUEHUETO, Ca
noHuxkeH Opoit Ha HeyTpoduanTe (6 [20,7%] naunenTH) U BpTpedepeneH KpbBoH3auB (3 [10,3%]
NauHeHTH).

[TposeacHo e npoyusane ®aza 1/2 ¢ eaHo paMo NpH 6 neAUaTPHYHH NMALHEHTH (Ha BB3pacT 13 — 16 roauxn) ¢
nanpeanan Heonepabuied GIST. Hali-yecTuTe HEXXeNaHH IEKAPCTBEHH PEAKLMH Ca THapHi, raieHe, .
NOHHXEH Opolt Ha OenHTe KPBBHH KIETKH, HEYTpONeHNd ¥ rnasobonue npu 3 (50,0%) nauneHTH OT BCAKa
peakiuma, rnasHo Crened 1 wnu 2 no texect. 4 o1 6 nauuenTn (66,7%) nonyyasar HexeNnaHu CuOUTHA,
CBBp3aHH C nedyeHHeTo, ot Crener 3-4 (creneH 3 xunogocdareMua, HEYTPONICHHS U TPOMOOLMTOIICHHA MpH |
NAaUMEHT OT BCAKO CHOMTHE H HeyTponeHus oT creneH 4 npu | nauneHT). B ToBa npoyvBane He ce cpoOilnaBa
3a cepuo3HU HexxenaHu ¢cuOuTHA (CHC) unu HexxenaHu nexapcTBeHd peakuuy Crenen 5. B npere knMHUYHH
NPOY4BaHHA H MYOMUKAUHKTE NPpOPWTbT Ha HEICNACHOCT CHOTBETCTBA HA H3BECTHHA Npodwn Ha fe30macHoCT
NPH Bb3PaCTHH.

CrobiuapaHe Ha NOAO3IHPAHH HEXKENAHH PeaKl{MH
CrobiaBaHeTO Ha NMOAO3IHMPAHH HEXENaHH pPeakLHH Cell paspelllaBaHe 3a ynorpeda Ha ieKapCTBEHHS NMPOAYKT

e BakHO. ToBa no3eo/miBa Aa MPOARDKH HabMOAEHHETO Ha CHOTHOLIEHHETO MON3a/PUCK 33 IEKAPCTBEH U
npoayKT. OT MEAHLIMHCKHNTE CTIELIHAJIHCTH CE M3UCKBA Ja Cho01IaBaT BCAKa NMOAO3HpaHa HexXenaHa peakius
ype3 U3nbiaHHTENHA areHUHA NO JekapeTsaTa vi. ,,JdaMaH ['pyes” Ne 8, 1303 Codwus, Ten.: +35

928903417, yebceaiiT: www.bda.bg.

4.9 IIpeaosapane

Hama cneunduyveH aHTRACT cpelny npeao3upare ¢be CyHUTHHHO 3¢HTUBA M ICYEHHETO HA NPELO3HPAHETO
TpabBa Ja ce CbCTOH OT 001IH NMOAXBPKAILH MEPKH. AKO € NIOKa3aHO, SIHMHAHUPAHETO HA HeabcopOHpaHOTO
AKTMBHO BEileCTBO MOXKE J]a C€ [IOCTUTHE Ype3 MOBPBIUAHE WIH IPpOMMBaHE Ha cToMaxa. CovobHIeHH ¢a Cnyuan
Ha NpeJo3dpaHe; HAKOH CIIYYaH Ca CBbP3aHH ¢ HEXEJIAaHH peakLHH, ChOTBETCTBALIH Ha H3BECTHUA NNPOdHI Ha
6€30nacHOCT Ha CYHHTHHHO.
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5. ®APMAKOJOIrHYHH CBONUCTBA

5.1 @apMakoaHHAMHYHH CBOHCTBS

PapMakoTepaneBTHYHA Ipyna: AHTHHEOILUIACTHYHH CpeAcTBa, HHXHOKHTOPH Ha npoTredHKkHHa3aTa; ATC kox:
LOIEXO]

MexaHH3bM Ha aeficTeHE
Cyaurnand® nuxndupa MuoxecTBo RTKs, koUTO yyacTBaT B TYMOPHHA pacTexX, HEOAHIHOr€He3aTa H

METACTATHYHOTO Pa3BUTHE HA paka. CYHHTHHHO € Ol HOeHTH(RUMUUPAH KaTO HHXHOMTOPD HA peLleTOPHTE Ha
nosydyeHus ot TpomMbouuTr pactexeH ¢pakrop (PDGFRa u PDGFRp), VEGF peuenropure (VEGFRI,
VEGFR2 u VEGFR3), peuenTopa Ha paktopa Ha crBosioBuTe KneTkH (KIT), Fms-nogobrara TMpo3uH KHHa3a
3 (FLT3), peuenTtopa 3a KonoHHoCTHMYHpalus ¢gakrop (CSF-1R) u peuentopa Ha noayyeHUA OT INIMANTHA
KJleThbuHa NHHHUA HespoTpodHueH daxTop (RET). B 6HOXHMHYHH H KNEeTHUHH aHATH3H OCHOBHUAT MeTabonuT
nokasea JelicTeHe, NOJOOHO HA CYHUTHHHO.

KauHHYHA eQUKACHOCT H He30NIacHOCT

Knunnvynara 6e30nacHoCT H ePHKACHOCT HA CYHHTHHHO ca OUAH NpOoyUYEHH NpH eyeHue Ha naudeHT! ¢ GIST,
KOHTO Ce OWIH Pe3HCTEHTHH HA UMATHHHO (T.€. TE3H, KOHTO ca HMAlH MPOrpecHs Ha 3ab0JIABAHETO MO BpeMe
WY chen JedyeHHe ¢ HMATHHAO) HJIH C HEMOHOCHMOCT KbM HMAaTHHHO (T.€. Te3H, KOHTO ¢a NOAYYWIH 3HauYuMa
TOKCHYHOCT 110 BpeMe Ha JieueHHEe C MMAaTHHUO, KOATO € NonpeYusia Ha I0-HATATBIIHOTO JIEYEHHE), KaKTO NpH
neyeHne Ha natMeHTn ¢ MRCC u nedyeHuero Ha nanueHTr ¢ Heonepadbunen pNET.

E¢duxacHOCTTa ce OCHOBaBa Ha BPEMETO 10 TyMOpHa nporpecus (TTP) u ysenvuaraHe Ha MpeKUBAEMOCTTA
npu GIST, Ha npexnBaemMoct 6e3 nporpecus (PFS) u uectorara Ha obexTuseH otrosop (ORR) cvoTBETHO NpH
HeneKyBaH H HHTOKHH-pedpakTepeH MRCC u Ha PFS npu pNET .

lacmpourmecmuraniu CmpoMatiu mymopu

[1bpBOKHa“aNHO OTKPHTO NMPOYHBAHE ¢ NOBHILABAHE Ha N03aTa ¢ OHiI0 npoBeaeHo npH naivedT ¢ GIST caen
Heycnex ¢ MMaTHHHO (cpeaHa MakcHManHa gHeBHa no3a 800 mg) nopady pe3sHCTEHTHOCT WM HEMOHOCHMOCT.
Bxmouenn ¢a 6unn 97 nauMeHTH NpH pa3lIMuHH JO3H U CXEMH; 55 nauueHTH ca rnoayvasand 50 mg
CYHHTHHHO Nno npenopbyBaHaTa Cxema Ha neveHue 4 ceaAMHLH Ha/2 ceaMuLiK Oe3 (“cxema 4/27).

B ToBa npoyurase, Megianara Ha TTP e Onna 34,0 ceaqmunu (95% Cl: 22,0, 46,0).

[Tpu naiueHTH ¢ HEMOHOCHMOCT KbM HMAaTHHUO, WITH ¢ NporpecHs Ha OosecTTa N0 BPEME HWIH CNEA JIEYEHHE C
HMaTHHHO (cpeana MakcAMaiHa AHeBHa ao3a 800 mg) e 6uno nposeaAeHO paHIOMH3HPAHO, ABOHHOCIANO,
maueGo-KOHTpoaHpaHo npoyusaHe Pa3za 3 Ha cynuTuuub. B ToBa npoy4ysane, 312 nauuenTn ca 6unu
paHAOMH3HpaHH (2:1) Aa nojyyasaT NepopanHo BeAHbX JHEBHO Mo cxema 4/2 50 mg cyHutuHub uny rnauebo
IO MporpecHsa Ha 3a0011BaHETO WIH OTTEI/ISIHE OT MPOYYBAHETO MO Apyra npu4yuHa (207 nanueHTH ca
NOMy4aBaaM CYHHTHHMO, a 105 nauneHTn ca nomyvapanyk mwauedo). ITvpeudraTa xpaiiHa Touka 3a
eduxacHocT npH npoyusadero e ouna TTP, onpeaeneHa karo BpeMETO OT PaHAOMH3HpaHEe A0 MbPBOTO
IOKYMEHTHpaHe Ha 00eKTHBHA Nporpecus Ha TyMopa. [To BpeMeTo Ha NpeABapPHTENHO ONpeacieHHs
MEXJIUHEH aHanH3, cpegHoTo T TP npu cyHutunnd e 6uno 28,9 ceamuuu (95% C.1.: 21,3, 34,1) cnopen
OlleHKaTa Ha u3cnenosarena M 27,3 ceamuuu (95% CI: 16,0, 32,1) cnopea oueHKaTa OT HE3aBUCHMHA NIperien
H € OHI0 CTaTUCTHUYECKH 3HAYHMO NONPOARIKATENHO, oTKOAKoTO TTP npu nnanebo or 5,1 ceamuun (95%
C.1.:4,4, 10,1) cnopen oueHkaTa Ha Hiciaeaosarena u 6,4 ceamuitu (95% Cl: 4,4, 10,0) criopen ouenkara ot
He3aBHCHMMHKA Npernen. Painukara B obinarta npexupaeMoct (OS) e 611a CTaTUCTHYECKH B 00133 HA
cYHHTHHHO [koedunueHT Ha puck (HR): 0,491 (95% C.1. 0,290 - 0,831)]; puckbT o1 cMBpT € OMN 2 MBTH
NOBHCOK NPH NALMEHTHTE B pAMOTO HA 1u1auebo, cpaBHEHO ¢ paMOTO Ha CYHHTHHHO.

Cien MeXXKIHHHHMA aHaNH3 Ha epHKacHOCTTa H 6e30NacHOCTTA, M0 NPEenopbKaTa Ha He3aBHCUMHA boPy

MOHHMTOpPHpaHe Ha AaHHH K 6e3onacHocT (DSMB), e paskpHTO 3acensBaHETO Ha NPOYYBAHS
NalMeHTHTE B paMOTO Ha I1auedo e MpeaiokeHo OTKPUTO JIeHeHHE ChC CYHHTHHUO.
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Ob6mo 255 nalueHTH, NnpHeMani CYHUTHHHO B oTkprTaTa $a3a Ha NPOYYBAHETO, BK/BOYHTENHO 99 nalHeHTH,
KOHTO MbPBOHAYANHO ca OHNH TEKYBaHH ¢ nnanebo.

AHaNKU3bT HA MbPBUYHHTE ¥ BTOPHYHHTE KpaHH TOUKH B OTKpUTaTa (ha3a Ha NPOYYBAHETO NOTBbPXAABAT
PE3YATATHTE, [TOJIYYEHH MO BpEME Ha MEXIAUHHHA aHAJIN3, KAKTO € moKa3aHo B Tabnnna 2:

Tabanuas 2 - GIST obo6menne na xpaliunre Toukn 3a epuxacHoct (ITT nonynanns)

JABo#ino-cano neyenne*
Meauana (95% CI) HR ILnanebo
JIeYieHHe
cross-over
l | rpyna’
KpalinaTouka | CynnTHREO | [Laane6Go (95% CI) p-cToliHOCT |
IILpBHYHS
TTP
{(ceaMHLIH)
MeXXaAuHHA 27,3 (16,0; 32,1) 6,4(4,4;10,0) | 0,329(0,233,0,466) | <0,001 -
Kpaiiua 26,6 (16,0; 32,1) 6,4 (4,4; 10,0) 0,339 (0,244, 0,472) <0,001 10,4 (4,3;
22.,0)
BTopH4Ha
PFS
_(ceaMHLH)®
MexiHHHa 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) <0,001 -
ORR (%)
MexouHHa 6,8 (3,7; 11,1) 0(-) NA 0,006 -
Kpatina 6,6 (3,8; 10,5) 0(-) NA 0,004 10,1 (5,0;
17,8)
OS (ceaMuA)*
MexIHHHa - - 0,491 (0,290; 0,831) 0,007 | -
Kpaiina 72,7 (61,3; 83,0) | 64,9 (45,7;96,0) | 0,876 (0,679: 1,129) 0,306 . |

CukpanteHns: Cl=noeeputencH unrepsan; HR= koedunnecnr na pucka; ITT=noarexaina Ha nedcune;

NA=nenpunoxumo; ORR=crencH Ha o0ekTHBEH oTrosop; OS=06wa npexusaeMoct; PFS=npexusseMoct Oes

nporpecks; TTP=Bpeme 10 TyMOpHa NPOrPECHA.

2 Pesyntatute oT ABolHo-cnanarta ¢gaza Ha neucHue ca ot ITT nonynaunara u, KkbaeTo € 6110 YMECTHO, ¢ Guna
HanpaseHa LEHTPATH3HpaHa PEHTFCHOIOMYHA OLICHKA.

Pesyarature 3a epukacHocT OT 99 NaALHEHTH, KOHTO ca MPEMHHAIH OT 1NALE00 HA CYHHTHHHO Ciea pa3kpHBaHe
Ha KOROBETE Ha PAHAOMH3aLMA. bHila ¢ HanpaseHa NOBTOPHO H3XOAHA OLICHKA NPH NPEMHHABAHETO M AHAITMILT
3a ¢(PHKACHOCT € B3 OCHOBA Ha OLICHKATA HA H3CJEA0BATEIHTE,

bpodart Ha PFS npn MexaAnHHUA aHanu3 € aKTYaIH3HpaH Bb3 OCHOBA HA NPEH3IYUCNABAHE HA MbPBOHAYATHHTE
JAHHH.

Pesynrarure or ORR ce npeacTasaT kaTo NPOLUEHT HA [TALUHEHTHTE, KOHTO ¢a OIIH ¢ NOTBLPACH OTrOBOp ¢ 95%
CL

Meananara He € JOCTHrHaTa, Thil KaTO JAHHHTE BCE OLle HE ca CLOpaHH.

Meananarta Ha OS npu ITT nonynaupsara e Ouna ¢csorserHo 72,7 ceamuun 1 64,9 ceamuuu (HR: 0,876; 95%
CI: 0,679, 1,129; p=0,306) npu cyuutuuud 1 npu ranebo. B To3n aHann3 pamoro Ha rutaunefo BKTIOUBa
OHE3H MALHEHTH, paHAOMH3HPpaHH Ha 1aleb0, KOHTO B MOCNEACTBHE €A NOJYYHIH JIeYEHHE ChC CYHHTHHHO B

OTKpHTaTa ¢a3za Ha NPOyUBAHETO.

Henexyean memacmamuuen 6v0peuHO-KAIempyen KapyuHom

IIpoBeaeHo € paHAOMH3IHPAHO, MHOTOLIEHTPOBO, MEXAYHApoAHOo npoyusane Pasa 3, oueHABaY
edukacHocTTa H Oe3onacHocTTa Ha CYHHTHHHO cpaBHeHO ¢ HHTepdepoH IFN- o npH nauneyfu
MRCC. 750 naipenTn Ca Oni paHaOMH3HpaHH 1:1 B TepaneBTHHMHHTE paMeHa; Te ca Moy Fas
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HTH CBC CYHHTHHHO B MOBTAPAILIH ce 6CEAMUUHN LHKIH, ChCTOALIM ¢e OT 4 ceaMuuM o 50 mg JHEBHO
NePOPAIHO NMPHIOKEHHE, MOCISABAHO 0T 2 ceamuuu nourska (Cxema 4/2), unu IFN-a, npunoxeH karo
NOAKOXHA MHXeK1HUA oT 3 MuiHoHa eauHnuy (MU) nmepeaTta ceaMuua, 6 MU Bropara ceamuiia 1 9 MU
TpEeTaTa CEAMHLIA M Clie] TOBA Ha 3 HEMOCNEAOBATEIHH AHH BCAKA CeaMMLA.

MeaKHaHaTa Ha NPOABbIKUTENHOCT Ha JedeHHeTo ¢ Ouna 11,1 Mecena (ananason: 0,4-46,1) 3a 1e4eHHETO CHC
cyHNTHHHO 1 4,1 Mmecena (ananasoH: 0,1-45,6) 3a nedennero ¢ IFN-a. CepHo3HH HexkenaHH CHEOWTHA,
cebp3anu ¢ JeueHdero (TRSAESs), ca coobwenn npu 23,7% oT nauHeHTHTE, NpHEMAaLIH CYHHTHHHKO, H 6,9%
oT nanueHTHTe, NnpueMainy IFN-a. ITpolieHTHTE Ha NpekpaTABaHe Ha NEYEHHETO NOPaaH HEXKENaHH ChOUTHS
obaue ca 6K 20% 3a cyHHTHHHO U 23% 3a IFN-a. [IpexpaTaBane Ha npHeMa Ha [03aTa € HACTBENKO NpH 202
nauHeRTH (54%) Ha cyHHTHHHO U 141 nauneHTH (39%) Ha IFN-a. Hamanasale Ha no3ata € HaCTHNANO NPH
194 narpenTv (52%) Ha cyHUTHRHO M 98 nauuenTH (27%) Ha IFN-a. ITauHeHTHTE ca IeKyBaHH 10 NPOrpecHs
Ha 3a0o/BAHETO KU OTTersiHE OT NpoyuBaHeTo. [IhpBHUHATA KpaiiHa ToYKa 33 epuKacHOCT € Onna PFS.
[Inanupan MeXaHHEH aHATH3 NOKA3Ba CTATHCTHYECKH 3HAYUMO NMPEAMMCTBO 3a CYHHTHHMD cnipaMo IFN-q, B
TOBA NPOYYBaHe, KbIETO MeaHaHaTa Ha PFS 3a rpynara, nekyBaHa ¢b¢ CYHHTHHHO, € Ouna 47,3 ceIMHIIM B
cpaBHeHHe ¢ 22,0 ceaMuuM 3a rpynara, Jekyeana ¢ [FN-a; HR e 6un 0,415 (95% CI: 0,320, 0,539, p-cToliHocT
<0,001). ipyru kpaitan Touxu ca sraousaid ORR, OS u 6esonacHoct. OCHOBHOTO 0OpasHO HM3cneaABaHe €
peKpaTeHo cnel JOCTHrale Ha MbPBHYHATA KpaliHa Touka. B okonvatennus aHanu3 ORR criopea olenkara
Ha Wicaenosarenure € 6ina 46% (95% CI: 41%, 51%) 3a pamoTo Ha CYHHTHHHUO U 12,0% (95% CI: 9%, 16%)

3a pamoto Ha [FN-a (p<0,001).

JleyeHHETO ChC CYHHTHHHO ce CBBP3Ba ¢ NO-NPOABIKHTENHA NpexkuBieMocT cnpamo IFN-a. MeauaHara na
OS e 6una 114,6 cenmun 3a paMmoto Ha cyHuTHHMO (95% CI: 100,1, 142,9) 1 94,9 ceamuun 3a pamoTo Ha
IFN-a (95% CI: 77,7, 117,0), ¢ HR 0,821 (95% CI: 0,673, 1,001; p=0,0510 cnpaMo Hectpatuduumpat log-

rank).

Lisnocranre PFS 1 OS, natmoaasanu B ITT nomynaunara, onpeaeneH 0T OCHOBHOTO 0fpa3zHo nabopatopHo

nicnensane, ca 0o6obmenu B Tabnnua 3:

Tabanna 3. Henexysan koM MoMenta mRCC - o606menne na xpafiunTe Touku 3a epuaxacnoct (ITT
NOMY./IALHA)

I0606menne ua npexasseMocT 6e3 nporpecns kiyﬂn'rnnﬂﬁ (N=375) [IFN-a (N=375)

ITauneHT 6e3 nporpecus wiau cMBPT [nt (%)] 1161 (42,9) 176 (46,9)

TlanueHT ¢ HabmogaBana nporpecus Han cMupT [n (%)) 214 (57,1) 199 (53,1)

PFS (ceamunn)

Ksaptun (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) 158,1 (45,6; 82,1)

ecTpaTHQULMPAH aHANIM3
R (cynuTnuubd cnpamo IFN- a)

0,5268

95% CI 3a HR (0,4316; 0,6430)
-cToliHocT” < 0,0001
6o6menue nHa o611aTA NPEXKUBAEMOCT ICyuuTHHHEO IFN-a (N =375)
(N = 375) |
lMauuenT, 32 KOrOTO He € H3BECTHO Aa € nounHan [n (%)] |185 (49,3) 175 (46,7)
IauuenT, kokto e noursan [n (%)] 190 (50,7) FOO (53
S (cenMHIIH) / ‘
BapTHA (95% CI) | S/
5% [56,6 (48,7; 68,4) {1,7 (B2 558
L iy




ISO% 114,6 (100,1; 142,9) 194,9 (77,7;
| 117,0)
[75% INA (NA, NA) INA (NA, NA)
ﬁ:l’ec:'rpamc]munpaﬂ AHATIH3
R (cynuTnHud cnpamo IFN-a) 0,8209
5% CI 3a HR (0,6730; 1,0013)
b-cmﬁuocf’ 0,0510

Crkpamenns: Cl=nopeputenen narepsan; HR=koepuunenr Ha pucka INF-a=unrepdepon-anda; 1 TT=noanexaia Ha
neyenue; N=Opo# nauuentd, NA=Henpuaoxkumo; OS=obwa npexusicmoct; PFS=npexkunpsemoct 6e3 nporpecus.
* OT ABycTpaHEH JorapuTMKHYHO npeodbpasypaH paHros (log-rank) TecT.

Lumoxun-peghpaxmepen memacmamuuern 6v6pesno-xremvyuen KAPYUHOM

[Npoyusane daza 2 Ha CyHHTHHHO € OHNIO NpOBEAEHO HA NALHEHTH, KOUTO ca OWiH pedpakTepHH Ha
npeAllecTBallla UHTOKMHOBA Tepalii ¢ HHTepneBKHH-2 unH IFN-a. 63 naupeHTH ca NnoAy4YHIH HaYa/IHA J03a
50 mg CYHUTHHHO NepOpariHO BEAHBXK JHEBHO B MPOABDKECHUE Ha

4 nocnenoBaTeNH CeAMHLH, IOCNSABAHY OT 2-CeMHYHA Nay3a, 3a 4a ¢ 00XBaHe IMbJICH HUKDBJ OT 6
ceaMHUH (cxema 4/2). ITvpBrHYHaTa kpaiiHa Touka 3a epukacHocT ¢ Ouna ORR, ocHoBaBama ce Ha Kputepuu
34 OlieHKa Ha oTrosopa npH conuaHu TyMopH (RECIST).

B ToBa npoyuBaHe yecToTaTa Ha 00EKTHBHHA OTTOBOp € O6una 36,5% (95% C.1.: 24,7%, 49,6%), a MmeanaHara
TTP e 6una 37,7 cenmuid (95% C.1.: 24,0, 46,4).

B noTBBEpXKICHHE Ha TOBA, OTKPHTO, ¢ EAHHUYHO paMO, MHOTOLIEHTPOBO NPOYYBaHe 3a OlIEHKA Ha
eduxacHOCTTa B He30NaCHOCTTA Ha CYHUTHHHO ¢ Omno npoBeacHo npu nauuenTn ¢ MRCC, xouTo ca 6nin
pedpakTepHH HA NpeAllecTBAlla LATOKMHOBA Tepanks. 106 naluueHTH ca nory4yasaiy HAliMAIIKO No ¢1HAa J03a
ot 50 mg cyHuTHHHO no cxema 4/2,

IInpBHuHaTa kpaliHa TOuka 3a ePpUKAcCHOCT NpH TOBa npoyusake e Ouna ORR. Bropuunure xpalinn Touxy ca
sknouBann TTP, npogsipkurenHocT Ha orrosopa (DR) 1 OS.

B Tosa npoyusane ORR e 6una 35,8% (95% C.1.: 26,8%, 47,5 %). Meaunanute Ha DR u OS Bce owe He ¢a
OMIH DOCTHFHATH.

Hanxpeamuurnu HeapOeHOOKPDURHYT MYMODU

[Toamgspxaino, OTBOPEHO, MHOTOLIEHTPOBO Npoy4BaHe (a3a 2 ¢ oueHnno epukacHocTTa B 6€30NacCHOCTTA NPH
CaMOCTOATENIHO NPHIOXKEeHHe Ha CYHUTHHUO 50 mg nqueBHO no cxeMa 4/2 npH nauueHTH ¢ HeonepabuiaeH
PNET. [Ipn xoxopra ot 66 nauueHTH ¢ TYMOPH Ha JIaHrepXaHCOBHTE KJIETKH, TbPBHYHATA KpaiHa To4Ka 3a
CTeNeH Ha orroBop ¢ Owia 17%.

[Tpu nanuentu ¢ HeonepabuneH pNET e npoBeaeHo OCHOBHO, MHOTOLIEHTPOBO, MEXAYHAPOAHO,
pPaHaOMH3HpaHo, NBOAHOCIANO, ILNaleb0-KOHTPONHPaHO NMpoyuBaHe ¢a3a 3 NpH CAMOCTOATENHO PHTOKEHHE
Ha CYHHTHHHO.

Heobxoaumo e Ouno naummeHTHTE Ja HMAT A0Ka3aHa TYMOPHA NPOrpecus B paMKUTE HA H3MHHANHTe 12
Mecella, Bb3 OCHOBA Ha KpuTepHUTE 32 OLIGHKA HA oT1TOBOpa npy conuaHu TyMopu (RECIST) u ca 6unu
pangomMusdpanH (1:1) na npuemar wiu 37,5 mg cyHuTUHHO BenHBX OHEBHO O€3 nounBka (N = 86), nan
nnaunebo (N = 85).

OcHoBHara uen ¢ 6una na ce cpaBHu PFS npu nanueHTH, npHeMaliy CYHHTHHHO, ClIpAMO MaLMeHTH,
npuemamu mwauedo. Jpyrure kpadiin ToukH ca Bkiaousanu OS, ORR, PROs n 6e3onacHocr,

HeMorpadckure nokasareny ca OWIH CpaBHUMH MEXIY IPYNHTE Ha CYHHTHHHO B auebo. B } 1
49% OT NauMEeHTHTe Ha CYHUTHHHO ca MMaNH HeQYHKLUHOHAIHH TYMOPH B CpaBHeHHE ¢ 52% ﬁ(.

npuemaniy nmnauedo, a 92% or nalUeHTHTE M B ABETE paMEHA ca HMaNIN YepHOApOoOHN MeTay

Ay
r 1
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[TpunoxkeHHETO HA COMATOCTATHHOBH AHANO3W € OWI0 Pa3PEIICHO NO BPEME HA NPOYUYBAHETO.,

06110 66% OT NnalMeHTHTE Ha CYHHTHHHUO ca mpHeMalli nNpeAllecTBalla CHCTEMHA Tepalis B CpaBHEHHE CbC
72% ot nmauneHTHTE Ha ILTauebo. B pombnHenne 24% oT NauMeHTHTE HA CYHHTHHUO ca npuemMany
COMAaTOCTATHHOBH aHa/IO3H B cpaBHEeHHE ¢ 22% oT nauueHTHTE Ha 1maucbo.

HabniopnaBaHo € KIIMHHYHO-3HAYHMO NPEAMMCTBO MPH OLEHABAHETO OT H3cneaosarens Ha PFS 3a CyHuTHHHO B
cpaBHeHue ¢ mnauebo. Meauanara Ha NMpeXKUBAEMOCTTA B paMOTO HA CYHHTHHHO e 6una 11,4 mecena B
cpaBHeHHe ¢ 5,5 Mecena 3a pamoTto Ha nnanebo [HR: 0,418 (95% C1 0,263, 0,662), p-croitnocr=0,0001];
noAcOHK pe3ynTaTd ca 6Mny HabnmaaBaHK, KOraTo OLEHKMTE Ha TYMOPHHA OTrOBOp, NOMYYEHH Bb3 OCHOBA HA
npriaradeto Ha RECIST xuM H3mMepBaHHATAa Ha TYMOpa OT W3CTIeA0OBaTEIHTE, ca OMIIH H3NON3BAHH 3a
onpeAensiHe Ha MporpecHATa Ha 3adonsBaHeTo, KaKTo € NokaszaHo B Tabnuua 4. Ounenka Ha HR B nonsa Ha
CYHHTRHHO ¢ HabmoaasaHa Npy BCHYKH NOATPYIK ¢ OUEHABAHH XapaKTePHCTUKH HA H3XOAHO HHUBO,
BKJIIOYHTETHO H aHAIH3 Ha Opost HA KypcoBeTe NpeALleCTBall0 CHCTEMHO Jieuenue. O61o 29 nauyeHTH OT
paMoTO Ha CYHHTHHHO 1 24 oT paMoTO Ha mnanedbo He ca OKNMH NOMNOKEHH Ha NpeALIeCcTBaIlla CHCTEMHA
Tepanus; npu Te3n nauueHTH HR 3a PFS e 6un 0,365 (95% C1 0,156, 0,857), p=0,0156. [lono6Ho Ha TOBa, npH
57 nauMeHTH B paMOTO Ha CYHWTUHHO (BKIO4YHTEeNHO 28 ¢ | UMK Ha NpeinecTBallla CHCTeMHA Tepanus U 29
¢ 2 WK NoBedYe NHKbLIA Ha CHCTeMHa Tepanus) K 61 naipenTH B paMoTo Ha auebo (Bmounrento 25 ¢ |
KB HA MpealecTBalla CHCTEMHA Tepania 1 36 ¢ 2 Wwin noBeye UHKBIA Ha cHeTeMHa Tepanua), HR 3a PFS e

6un 0,456 (95% CI 0,264, 0,787), p=0,0036.

[IposeneH e aHanu3 Ha yyBsCTBHTENHOCTTA HA PFS, KaTo nanauTe 3a nporpecuara ce 6asupar Ha H3MepBaHHATA
Ha TYMOpa, AOKNAaABaHH OT H3CNEAOBATENHTE H KbACTO BCHYKH NAUHMEHTH, OTNAAHAMAN N0 NPHYHHH, PA3IUUHH
OT NpeKpaTABaHE HA NPOYYBAHETO, ¢a pasrnexiaHH KaTo PFS cuburna. To3u ananus npeacrasa
KOHCEpPBATHBHA OLICHKA Ha TEPANEBTHYHHUA €(DEKT Ha CYHUTHHKO H NOAKpens MbPBHYHHA AHAIM3, NOKA3Balll
HR 0,507 (95% CI: 0,350, 0,733) p=0,000193. I'naBHOTO Npoy4BaHe NpH NaHKPEATHYHH HEBPOCHAOKPHHHH
TYMOPH € OWI10 NpekpaTeHo NpeABapPHTEIHO MO NpenopbKa Ha He3aBHCHM KoMHTeT no nexapcTBeH
MOHHTOPHHT, a NIbPBHYHATa KpaliHa Touka e Oiwia 6asupana Ha OLUEHKATA RA H3CNEI0BATENA, KATO M ABATA
dakTa MOXKe Ja ca OKa3aIH BJIHSHHE HAa OLECHKATA Ha TEPANEeBTHYHMUA e(eKT.

3a Aa ¢& H3KTIOUH NMPUCTPACTHOCT NPH OLCHKATA Ha H3cnegopatens 3a PFS, e nposenen BICR Ha pesynrature,
KOHTO € NoAKpeNnI OLEHKATa Ha H3CNeA0BaTeNIA, KaKTo € NokKa3ano 8 Tabnuna 4,

Tabanua 4 - pNET peayaratn 3a epuxacHocT o1 $pasza 3 npoyuBane

IMapaMeTsp 3a epukacHoOCT CyanTunnb ILnanebo HR p-cTOHHOCT
(N = 86) (N = 85) (95% C1)
[Ipexupsemoct bes 0,418
nporpecus {MeaMaHa, MecelH 11,4 5,5 (0,263, 0,662) 0.0001
(95% CI)] no ouenka Ha (7,4, 19,8) (3,6, 7.4) ’
H3CeA0BaTENA
[TpexxuBaeMocT 6€3 nporpecus
L[Juenuaﬂa, MeceuH (95% CI)] upes
LIEHKA Ha TYMOPHHS OTTOBOp, Bb3 12,6 54 0,401 0.000066°
IOCHOBA HA NPIIAraHeTO HAa (7,4, 16,9) (3,5, 6,0) (0,252, 0,640) ’
RECIST xeM TYMOpHUTE OLIEHKH
Ha M3CJIeI0BATENA
ITpexuBaemocT Oe3 nporpecus
[Meanana, Mecein (95% CI)] upes 12,6 5,8 0,315
Cl1AN He3aBUCHM LEHTPANTH3HPaH (11,1, 20,6) (3,8, 7,2) (0,181, 0,546)
mperiel Ha TYMOPHHTE OLIEHKH )




O6ma npexupiemoct (OS) 0,730
[nepHoA Ha NPOCIEaABaHE 3 38,6 29,1 (0,504, 1,057) 0.0940*
TOAHHH] (25,6, 56,4) (16,4, 36,8) "‘
[meaunana, meceun (95% CI)]
Yecrora Ha 0OOEKTHBEH OTIOBOP 93
XORR) (3,2 ’1 5 4) 0 NA 0,0066°
[%, (95% CI)] T

Cokpatienua: Cl=nosepurencH narepsan, HR=xoedpnuuent Ha puck; N=0poii nauuedTH; NA=He e IpHI0XHMO,
pNET=nankpeaTHyH# HeBPOSHAOKPHREH TymMopH; RECIST=KpuTtepun 3a olicHKa Ha 0TIOBOpa NPH COMHAHH TYMOPH.
' 2-cTpaHeH HecTpaTHHUMPAH JOrapHTMHYHO npeobpasysad pauros tect ® Tosuen

TecT Ha Fisher

Ourypa 1 —I'padpnka na Kaplan-Meier 3a IIBII npu nHET opoyusane ¢a3za J
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Cexpamenns: Cl=posepurencH HHTeppan, N=06poil nanuentH; PFS=npexussemocT 6¢3 nporpecus;
pNET=naHkpeaTHuYHH HECBPOSHAOKPHHHH TYMOPH.

JlanuuTe 32 obia npexHBieMocT (OS) He ca OMNK MBIIHK KBbM BPEMETO Ha NPUKIIOYBAHE HA NPOYYBAHETO
[20,6 mecena (95% CI: 20,6, NR) 3a paMoTo Ha cyHHTHHH0, B cpaBHeHHE ¢ NR (95% CI: 15,5; NR) 3a pamoTo
Ha nnanebo, HR: 0,409 (95% C1. 0,187; 0,894), p-crolinoct=0,0204]. UmMano e 9 cny4yas Ha CMBPT npH paMoTO
Ha CYHHTHHHMO K 2] ciyvas npH paMoTo Ha nnaue6o.

INpy nporpecus Ha 3a60NABaHETO NALHEHTHTE ¢a OMIIH pa3CNencHH H HA MAalHEHTHTE OT rnauedo rpynara ¢
NPeaCCTABEH AOCTBN A0 OTKPHT CYHHTHHHO B OTAEIHO pa3slIHpeHO npoyysaHe. [lopaan paHHOTO
NPHKIIOYBAHE HA NMPOYYBAHETO, OCTAHAINTE MALMEHTH ¢a OWJIM pa3CleneHy ¥ UM € HUn npeioxe
CYHUTHHHO B OTKPHUTO pa3lIKpEHO MpoyuBane. O0mo 59 or 85 naumeHtu (69,4%) ot pamMoTo 1
NpeMHHANHN Ha OTKPUT CYHHTHHHO clien nmporpecus Ha 3adonsasaHeTo, WIH pascnenssaHe npy/Aing
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npoyusaHero. OS, HabmonaBaHa cinel S-roguiHO NpocieAaBaHe B pAMKHTE Ha pa3IliHPEHOTO NIPOY4BaHeE, €
nokasana HR 0,730 (95% CI.: 0,504; 1,057).

Pe3ynraTtHTe OT BLIIPOCHHMKA 3a KA4YECTBOTO HA )HUBOT Ha EBporniefickara opraiu3anms 3a H3cneABaHe H
neuenne Ha paka (European Organization for Research and Treatment of Cancer Quality of Life Questionnaire
(EORTC QLQC-30)) ca nokazany, ue odmoro rinobanio, CRbp3aHO ChC 3/IPABETO KAYECTBO HA JKHBOT U 5
$yHKUROHANHH obnacTH (pu3Huecka, ponesa, KOTHUTHBHA, eMOLMOHANIHA H COLHAHA) Ca NOATbPXKAHU NPH
NMalMEeHTUTE Ha JIeHEeHHE CbC CYRMTHHHO B cpaBHeHHE ¢ nnauebo, ¢ OrpaHHYeHH CHMITTOMATHYHH HEXENaHH

edeKTH.

[TpoBeneHo € MHOTOHAIIHOHAIIHO, MHOTOLIEHTPOBO, OTKPHTO NPOYyUBaHE € €AHO paMo, Pa3a 4 3a oLcHKa Ha
eprxacHOCTTa H 6€30MaCHOCTTa HAa CYHHTHHHO NpU MaLMEHTH C NPOrpecHpallli, Hanpe Haln/MeTacCTaTHYHH,
nobpe audepeHunpani, Heonepadbuwinu pNET.,

CTto ¥ mect naildeHTH (61 MauHEeRTH B KOXOPTATA ¢ HENEKYBaHH 0 MOMEHTA MAlUEHTH H 45 NalMEeHTH B
KOXOpTarTa ¢ MOC/IeABaIa JINHKA Ha JIeYeHUe) NolyyaBar nedyeHue chC CYHHTUHHO nepopanyo 37,5 mg
BEJIHBX JIHEBHO ChINIACHO MPOABLDKHTENIHA CXEMA C eXXeIHeBHO npunarade (continuous daily dosing,

CDD).

OueHeHarTa OT H3cnenosareaa Meauana Ha PFS e 13,2 Meceua, kakTo B obiuara nonmynauus (95% CI1: 10,9;
16,7), Taka 1 B KOXOpTaTa ¢ HEIEKYBaHH A0 MOMeHTa nauueHTH (95% CI: 7,4; 16,8).

IleauaTpuuHa nonynanus
OnuTtsT o1 Yynorpebara Ha CYHHTHHHO NpH neanaTpyuHy NALKHEHTH € OrpaHHueH (BX. To4Ka 4.2).

IIpoBeacHo ¢ npoyyrane Pasa | ¢ ypenHyasaHe Ha 103aTa NepopaneH CYHHTHHHO NpU 35 nauyeHTH,
BOYBaIo 30 neaHaTpavHM nauneHTu (Ha Bp3pact 3 — 17 roguen) U 5 Mnaau Bb3pacTHH NauMeHTH (Ha
Bb3pacT 18 — 21 roguHn} ¢ pedpakTepHH CONHAHMN TYMOPH, KaT0 NMO-rofaaMara 4acT OT MalHEHTHTE Ca C
OCHOBHA [IHarHo3a Mo3bueH TyMop. Habmoaasana e no3onHMHTHpaLla KAPAHOTOKCHYHOCT B ITBPBATA 4acT Ha
NPOYYBAHETO, KOETO CJIe]] TOBA € MPOMEHEHO, 33 Aa Ce H3K/MIDYaT NAIHEHTUTE ¢ NPEAXOIHA EKCNO3HIIMSE Ha
NOTEHLHKATHO KAPAHOTOKCHYHH JICUCHHA (BITIOYHTEIHO aHTPALMKNIMHHK) WIH 00Ib4BaHe HA ChpLIETO. BB
BTOpAaTa 4acT HA POYYBAHETO, BKIOYBALIA NAIUEHTH € [PEAXOJHO NPOTHBOPAKOBO JieYeH e, HO DE3 PHCKOBH
daxTopH 3a KApAHOTOKCHUYHOCT, CYHHTHHHO KaTo W10 ¢ moHAcA Jo0pe H € KIMHHYHO KOHTPOIUPYEM NpPH
no3a 15 mg/m? na aen (MI1JI) no cxema 4/2. ITpn HuKOM OT YUACTHHLIMTE HE C€ TIOCTHTA IThJIEH WIH YaCTHYEH
otrosop. Crabunno 3abonsasase ce Habmonasa npu 6 nanueHTH (17%). 1 nauuenTt ¢ GIST e BrmoueH pH

HMBO Ha Ao3ata 15 mg/m? 6e3 aokaszaresncTsa 3a no3a. Habmoaasauure HexkeNnann NeKapCTBEHH PEAKLHH
KaT0 HAJIO Ca CXOJHH ¢ peakuMuTe, HabMmoAaBaHn NpH BB3PAcTHH NALMEHTH (BX. Touka 4.8).

IIpoBeaeHo e ®a3a 2 oTKpUTO NpoyuBaHe npy 29 nauveHTH, BNOYBAII0 27 NeAHATPHYHH NallHEeHTH (Ha
BB3pacT 3 — 16 ronuHu) ¥ 2 MyIaal Bb3pacTHH NauueHTH (Ha Bb3pacT 8 — 19 roaunn) ¢ HGG win enenauMom.,
[IpoyuBaHeTO € CIpAHO KbM MOMEHTA Ha INAaHHPAHNA MEXIHHEH aHaNHU3 NopaaH NUICca HA KOHTPO Ha
3abomasaHeto. Meauanara Ha PFS e 2,3 meceua B rpynara ¢ HGG u 2,7 Mecena B rpynara ¢ eneHaQUMOM,
Meauasnara Ha winoctHara OS ¢ 5,1 meceua B rpynara ¢ HGG u 12,3 Meceua B rpynara ¢ enenauMoMm. Hait-
qecTHTE (>>10%) croOmenn HexkenaHn ChOUTHA, CBBP3aHH € JICYEHHETO, KOMOHHHpAHO NPH NMALKEHTHTE B
JIBETE rPYNH ca HamaneH Opoli Ha HeyTpodmnTe (6 naunenTn [20,7%)] U BBTpeuepeneH KpbLBOHINMB (3
manneHTH [10,3%]) (Bxk. TOUuKa 4.8).

Hokasarenctsa or npoyusade Pasza 1/2 Ha nepopaneH CyHHTHHHO, NpoOBEAEHO NPH 6 NEIRATPHUHH NMALMEHTH C
GIST na Bw3pacT 13 —16 roauHn, KOHTO NOTy4aRaT CYHHTHHHO 1o cxema 4/2 B 103H, BapHpawy Mexay 15
mg/m? auepHo 1 30 mg/m? AHEBHO, KAKTO H HAHYHHTE MyONUKYBaHH JaHHH (20 NeAHATPHYHH HIH MIadH
BB3pacTHH naynerTu ¢ GIST), mokasear, 4e eueHHETO CbC CYHHTHHHO BOAK A0 cTabunn3npaHe Ha
3abonssaHeTo npH 18 or 26 (69,2%) nauMeHTH cnea HEYCNEeUHO IEYESHHE HIH HENOROCHMOCT KbM MMSFHHHO
(16 naunenTy ¢b¢ cTabunno 3abonasare ot 21) win de novo/crien onepaums (2 NaUHEHTH ChoATabENRN
sabonaBane oT 5). Ilpu npoyuBanero ®aza 1/2, crabunHo 3abonsBaHe M NpoOrpecus Ha -,f.é'-..-;
HaGmoaaBaHK npH 3 oT 6 NaMeHTH 3a BCAKO OT ABeTe (CHOTBETHO | NAallHEHT € MOTYYr / }ﬁ Vg
MANMEHT € NOJYYHIT a[FOBAHTHO JICYEHHE C UMAaTUHHO). B cbpmoTo npoyusane, 4 ot 6 nay
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NOJTy4aBaT HeXeNlaHH ChOUTHA, CBBP3aHH ¢ NEYEHHETO cTeneH 3-4 (creneH 3 xunodocareMus, HEYTPONeHH
H TpoMboUHTONIEHUA NMPH | MALHEHT OT BCAKO CLOMTHE H HEYTPONICHHA OT ¢cTeneH 4 npyu |1 naunenT). B
JOITbJHEHHE, B MyGnuxauunTe ce chodluana 3a CNeAHHTE HEXKENaHH JIEKapCTBEHH peakilHH OT CTEMNeH 3,
MPOABEHH NPH S NauHeHTH: ymopa (2), FraCTPOHHTECTHHAIIHH HEXEMAHH 1eKapCTBEHH peaklHH (BKTIOYHTETHO
anapus) (2), XeMaTONOrHUYHH HEXENaH! JIKAPCTBEHH peakiMH (BITIOUHTENTHO aHeMHA) (2), xoneuncTHT (1),
xHnepTupeonau3bM (1) H Myko3uT (1).

UapbpiieH e nonynamponeH dapmakokuHeTHyeH (PK) v papmakokurHetnuer/papmakogunamuyeH (PK/ D)
aHau3 3a ekcrpanonupate Ha @K ¥ OCHOBHHTE KpalHM TOYKH 3a H€30MacHOCT H €PHKACHOCT HA CYHHTHHHO
npy neaaTpuuny nauHeHTH ¢ GIST (Ha av3pact 6 —17 roaunn). To3u aHanus e 6a3upaH Ha JAHHHTE,
¢pOpanu npu Bb3pacTHu MaukeHTH ¢ GIST HAH CONMAHK TYMOpPH, KaKTO H NMPH NEAHATPHYHH NALMEHTH CBC
CONKAHH TYMOPH. Bb3 OCHOBa Ha aHANM3UTE HA MOACNMTE, TO-MJIaJaTa Bb3PACT H MO-MAIKHAT pasMep Ha
TANIOTO HE H3rNexX/Ja Aa MOBIHABAT OTPHLATEIHO OTMOBOPHTE KbM IUIa3MeHaTa €KCMO3HIHA Ha CYHHTHHHO Mo
OTHOLIEHHE Ha Oe30nacHOCTTa H epuKacHOCTTa. CHOTHOLIEHHETO NON3a/PHCK HA CYHWTHHHO He Marnexaa aa
ce NMOBJIHABA OTPHIIATEITHO OT NO-MJIAAATa Bb3PacT WIH NO-MANKHA pasMep Ha TANOTO H ¢e Onpeaesisa rMaBHo

OT TUTa3MeHaTa MY €KCNO3HIIHA.

EMA ocpo60oxnasa oT 3aALDKEHHETO 38 PEIOCTABAHE HA pe3yATaTUTE OT NPOY4BaHuA ¢ pedepeHTHHA
NeKapCcTBeH NPOAYKT, KOWTO ChALPKA CYHHTUHHO, BbB BCHUYKH MOATPYIIH HA NEAHATPHYHATA NONYJIALHA NpH
OBbOpeYeH KApLUHHOM HITH KApLHHOM Ha 6B0peyHOTO NereHye (¢ H3KMIOYeHKE HA HePpoONacToM,
HedpoOIacTOMaTo3a, CBET/IOKIETRYEH capkoM, Me3obnacten HedpoM, MexynapeH 6pbpeueH KapuHHOM U

pabnonaen Tymop Ha 0B0penuTe) (Bk. TOUKa 4.2).

EMA ocsof0oxknasa oT 3aABIKEHHETO 33 MPEIOCTABAHE HA PE3YATATHTE OT MPOYYBAHKUA ¢ peepeHTHHA
JIEKAPCTBEH NPOLYKT, KOHTO ChALPXa CYHUTUHHO, BBB BCHUKH MOATPYTIH Ha MeAWATPUUHATA MONYJIaLHA TIPH
racTpOeHTePONaHKPEaTHYHH HEBPOSHIOKPHHHH TYMOPH {C H3KIOUEeHHE HAa HeBpoOIacToM,
HeBporanrniobnacToM U GeoXpoMOUHTOM) (BK. TOuKa 4.2).

5.2 @apMAKOKEHETHYHH CBOHCTBA

@K Ha cyHHTHHHO e oueHeHa npu 135 3apasu 100poBONUH ¥ 266 NalMeHTH CbC COMHAHN TYMOpH. DK e O6mna
CXO/IHA MPH BCHYKH H3C/IeIBAHH NOMyalHi NAlMEHTH CbC COMMAHA TYMOPH H NPH 3ApaBH J0OPOBOLIH.

B nuanasoHa Ha no3H ot 25 — 100 mg, nnourra noa xpyeara "niaa3MeHa KoHueHTpaums - ppeme” (AUC)
Cmax ce NOBHINABAT NPONMOPLUHOHATHO Ha Jo3aTa. IIpH MHOrOKpaTHO AHEBHO NPWIOKEHHE CYHHTHHHO
KyMyJiHpa 3 A0 4 nbTH, a2 OCHOBHMAT My akTUBeH MeTabonut kyMyiaupa 7 no 10 meTH. CraunoHapeure
KOHLIEHTPAaLHH Ha CYHHTHHHO H HErOBHA ITbPBHYEH aKTHBEH MeTaboanT ce nocTurar B paMkuTe Ha 10 qo 14
oHH. o Hen 14 obMTe rwiasMeHH KOHLUSHTPALKH Ha CYHUTUHUO M aKTHBHUA MY MeTabonut ca 62,9-101
ng/ml, Te ca TapreTHN KOHLEHTPALUHH, 32 KOHTO NPEIKJIHHHYHUTE AaHHH NPEANoaraT, 4ye HHXHOHnpat
dochopunupareTo Ha penentopa in vitro H BOAAT A0 TYMOPHA CTa3a/HaMansBaHe Ha pacTexa in vivo.
OcHOBHHAT akTHBEH MeTabonHT oOxBaina 23% 10 37% ot obuiara ekcrno3nuHA. [IpH MHOTOKpaTHO AHEBHO
NPWIOKEHHE HIH MHOTOKPATHH LIMKJIH ITPH NPOYYBAHHTE CXEMH Ha MPHUNOKEHHe He ca Ok HabnionaBaHH
3Ha4YHMH npoMeHH BBB OK Ha CYHHTHHHO UMM HA HEMOBUA OCHOBEH AKTHBEH METa0OHT.

Abcopbuns

Cnen nepopaJiHO NPUIOKeHHE HA CYHUTHHUO, Crnax 06KKHOBEHO ca Habmonarann o1 6 — 12 yaca speme 1o
MaKCHMAaNHA KOHUEHTPAHA Tmax CCA MPHITOKEHHE,

XpaHaTa HAMa edexT BpXY GHOHANHYHOCTTA HA CYHUTHHHO.

Pasnpenenenue
In vitro, CBBP3BAHETO HA CYHUTHHHO ¥ HErOBHMA OCHOBEH AKTHBEH META0O0HT C YOBELIKHSA 1L /

H3CJIeABaHHA in vitro e BUno chLoTBEeTHO 95% H 90%, Oe3 3abenexumMa 3aBHCHMOCT OT KOHLS
[MpuBuauuaT 06eM Ha pasnpenencHue (Vq) 3a cyHHTHHHO e 6un romam - 2230 1, nokassalig
ThKAHHTE.
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MerabonuTHy B3aumMoaeicTeusg
H3uncneruTe in vitro ctoitHocTH Ha Ki 33 BCHUKH H3nuTaHK n3o¢gopMH Ha uHToxopM P450 (CYP) (CYPLA2,

CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 u CYP4A9/11) nokasear,
Y€ € MAIKO BEPOSTHO CYHHTHHHO H OCHOBHHAT MYy aKTHBEeH MeTaboONHT Ja HHAYyLHpAaT MeTaboIH3Ma Ha ApYTH
AKTHBHH BELIECTBA, KOHTO C€ METaDONH3IHPAT OT TE3H CHIUMH, OO HAKAKBE KIHHHYHO-3HAYHMA CTENCH.

buotpancgopmaila
CyHHUTHHHO ce Merabdonn3upa rnasHo ot CYP3 A4, uzodopma ot rpynara Ha CYP, koATO npoayurpa Herous
OCHOBEH AKTHBEH METAbONHT, Ne3eTHII CYHHTHHRO, KOATO cnep ToBa c€ MeTaboNH3Uupa OT ChLUHA H3OSH3HUM.,

EnHoBpeMeHHO NMpUaOKEeHHE Ha CYHUMTHHHAO ¢ MOmIHK HHAYKTOpH HA CYP3A4 nnn uaxuburopn tpabea aa ce
u30arBa, Thil KaTO INa3MEeHHTEe KOHLUCHTPALLMH HA CYHHTHHMO MOrat Aa ce IpoMeHAT (Bx. Toukd 4.4 n 4.5).

EnuMMHHpaHe

ExckpeuuaTa € OCHOBHO Upe3 H3NPaXXHECHUATA (61%), a eIMMHHHUPAHETO HA HEMPOMEHEHO AKTHBHO BEHIECTBO
1 MerabonuTuTe My upes 6pbpeunre cecraBngara 16% ot npunoxeHara g03a. CYHUTHHHO H HETOBHAT OCHOBEH
akTHBEeH MeTabONMUT ca OMTH OCHOBHHMTE CHEAUHEHUA, HACHTHDHLIMPAHH B IIA3Ma, YPHHA H UINPAXKHEHUA,
npeacTaBNABAIIM ChOTBETHO 91,5%, 86,4% u 73,8% OT painoakTHBHOTO BELECTBO B ChOpaHuTe mpobu.
BropocTeneHHH MeTabonuTH ¢a 6N HACHTH(HIMPAHY B YPHHE H U3NPAKHEHUA, HO OOHKHOBEHO He ca Ounu
OTKpPHBAHH B Mna3Ma. TOTANHHMAT NepopaeH KIHPBHC

(CL/F) e 6un 34-62 l/uac. Cnen nepopanHo NMpUiIoKeHHE NpH 34paBH A00POBOJILM, €THMHHALIHOHHUTE
OMY>KHBOTH HA CYHUTHHHO H HEIOBHA OCHOBEH AKTHBEH N€3eTUN-MeTaboONNT ca ChbOTBETHO oKoJ10 40 — 60
yaca ¥ 80 — 110 yaca.

EAHOBPEMEHHO NPHNOKEHHE ¢ JIEKAPDCTBEHH NPOAYKTH, KOHTO ca HHxHOHTOpH Ha BCRP
In vitro, cyHuTHHHO npeacrannnba cybcrpar Ha edutykcHEA TpaHcnoprep Ha BCRP. B npoyuysane A6181038,

¢IHOBPEMEHHOTO My NpuioXxeHue ¢ reprTHand, nHxubuTrop Ha BCRP, #He Oka3Ba KINTHHHYHO 3HAYHM edeKkT
BbPXY Cmax H AUC Ha CYHHUTHHHO WIN OOLIMTE NeKapcTBeHn KORUEHTpAUMH (CYRHTHHEO + MeTabonuT) (BXK.
Touka 4.5). Topa npoyuBaHe € MHOIOLICHTPORO OTBOpeHO npoyuBaHe Paza 1/2, uicneagaio
6€30MacHOCTTA/NOHOCHMOCTTa, MAKCHMATHATA NOHOCHMA 1033 1 AHTHTYMOPHATA aKTHBHOCT HAa CYHHTHHHO B
KOMOMHalUA ¢ repUTHHUO NpH MALMEHTH ¢ MeTacTaTHueH OB6peuHo-kneTbueH xapuHoM (MRCC). Karo
BTOPHYHa LieJI € OlieHABaHA papMaKOKHHeTHKaTa Ha reputHHnb (250 mg aHeBHo) n cyHUTHHKD (37,5 mg
[Koxopra 1, n=4] wiu 50 mg [KoxopTta 2, n=7] aHeBHO npu cxema ¢ 4-CeAMHYHEH NPpHEM 4 2-CeAMHYHA Nay3a)
npy eIHOBPEMEHHO npunoxeHue. [IpoMenute b8 @K napameTp Ha CYHUTHHHO He ¢ca KIIMHHYHO 3HAYHMH H
He ca NOKA3ANM B3aHMOAEeNACTBHA C JAPYTH JIeKapcTBa. Karo ce BieMe NpeABUA OTHOCHTEHO MANKHAT Opoii
nauMeHTH (1., N=7+4) U ymMepesHara 10 BUCOKa HHTEpHHINBHAYATHA BApHAOHIHOCT Ha (hapMaKOKMHETHYHHTE
napaMeTrpy MeXKIy NnauMeHTHTe, HaxoAkHTe 3a (DK nexapCcTBEHO B3aUMOASHCTBHE B TOBA NPOYYBaHE TpAORa Ia
ce€ ThJKYBaT OCOOEHO NpeAnaiiuBo.

CrneiuanHy nonynanuu

Ueprodpobro yapeocoare

CyHHTHHHO H OCHOBHHAT My MeTabONHUT ce MeTabOIM3UPAaT IMaBHO OT 4epHHs apob. CHCTEeMHHTE EKCNO3IHLIHH
clen eAMHMUYHA N1033a CYHHTUHHO ca O1WIH CXOAHH NMpH THLIA ¢ JIEKO MIIH YMEPEHO HepHOAPOOHO YBpexaaHe
(Child-Pugh knac A u B) B cpaBHEeHHE ¢ THUA C HOPMANHA YepHOAPOOHA QYBKUMA. CYHHTHHHO He € Oun
NpoyuBaH IpH Jixila ¢ Texko YyepHoapobuo yepexaase (Child-Pugh knac C).

[IpoyuBaHHATA NPH MALNEHTH ¢ pak ca WikouBaIH nauyneHTH ¢ ALT wim AST >2,5 x ULN (I'opra I'panuna
Ha Hopmarta) unH > 5,0 x ULN, ako ce ABXKH Ha yepHOAPOOHH METAacTAa3H.

bvbpeuno yepexcoane
[Tonynaunonen @K ananus e nokasan, 4e NPUBHAHHUAT KIHPBHC Ha CYHHTHHHO (CL/F) He e 6un npsd(as
kpeaTHHHHOBHA KNUPBHC (CLcr) B ouenaBanua nuanasol (42-347 ml/min). CucreMHara excno il ;
€HOKPATHA 033 CYHHTHHHO ¢ OHNla cX0aHa NIpH HHAMBHIM ¢ TeXKo OBOpeuHo yBpexnane ((Z4L4D)
ml/min) 1 TakiuBa ¢ HopManHa 6s6peuna ¢pyskums ((CLcr) >80 ml/min). Brnpekn ue cyHM f
NbpBHUECH METADONUT He cA STMMHUHHPAHH Upe3 XeMoAuann3a, npu uHAUBUIK ¢ ESRD, obiigrad
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eKCMOo3KLMA ¢ Orna nonrwxena ¢ 47% npu CyHHTHHHO K 31% npu HErOBHA MEPBHYEH META0ONMT, B CPABHEHHE
¢ MHIMBHAH ¢ HOpManHa 6v0peuna PyHKUnA.

Tezno, pynxyuonanno coecmonrnue
[Monynaunonnu ®K ananusu Ha aeMorpackn JaHHH NMOKA3IBAT, Y€ He ca HeoOXOAHWME THLPBOHAUATHH
KOpeKLHH Ha A03aTa CIopel TENECHOTO Ter1o H yHKUHOHANHOTO cheTostHHe Mo ECOG.

Ilon
Hanuunure naHHH noka3BaT, ue deHHTe MoraT aa uMat okojio 30% no-Hucwk npuBuaed kinpbhe (CL/F) Ha
CYHHTHHHD, B CpaBHEHHe ¢ MBXETE: Ta3H pa3ziuKa, obave, He Hanara MbpBOHAYATHHY KOPEKLHH Ha A03aTa.

[eouampuuna nonynayus

OnuTeT OT ynorpedara Ha CYHMTHHHO NpH neANaTPHYHM NMAUKMEHTH € OrpaHiyeH (BX. To4Ka 4.2).
IMonynainonunTe OK ananusm na cbopexn Habop oT ganHH NpH Bb3pacTHH mauueHTd ¢ GIST n conuaHu
TYMOPH, KAKTO H MPH NTEANATPHYHH MAlUEHTH ChC CONKIAHM TYMOpH ca 3aBbpLICHH. U3BLPILECHH Ca aHAIH3H
Ha CTBHIKOBO KOBAPHATHO MOJENHpPAHE 3a OLICHKA Ha epeKTa Ha Bb3pacTTa M pa3Mepa Ha TANOTO (00mo
TeJIECHO TErJI0 HWIH TeNIECHA MOBbPXHOCT), KAKTO M HA JAPYrH KOBAPHAHTHH aHaNM3H Ha BaxHH DK napamerpu
33 CYHHTHHHO H HeroBna akTHBeH MeTabonuT. OT H3CneaBaHUTE KOBAPHATH, CBbP3aHH ¢ Bb3pacTTa H pasMepa
Ha TAJIOTO, BE3pacTTa € 3HAaYHMa KOBApHAaTa HA NMPHBHAHHA KIHPBHC HA CYHUTHHHUO (KOJKOTO HO-MaNka €
BB3pacTTa HA NEAHATPHYHHSA MALHUEHT, TONKOBA NO-HUCHK € NPUBUAHMAT KIHPBHC). [lonobHo Ha ToBA,
TEJIECHATA MOBBPXHOCT € 3HAaUHMa KOBAPHATa Ha NPHBAAHHKA KIHPBHC HA AKTHBHHA MeTaboauT (KOAKOTO no-

MaJlKa € TCZICCHATa NOBbPXHOCT, TONKOBA IN1O-HHCHK € IIDHBHAHHAT I{J'IHP'I:HC).

OcBeH TOBa Bb3 OCHOBA Ha MHTerpupaH OK axanui na cOOpHH JaHHH OT 3 neANATPHYHH NPOYyYBaKua (2
neJIHaTpUMHH NMPOYYBAHHA NPH COMUAHU TYMOpH U 1 neguatpHuHo npoyusane npu GIST; sw3pactu 6 — 11
roAuHU 4 12 — 17 rogusn), H3X0AHATA TeJecHa NOBBPXHOCT (BSA) e 3HauMMa KOBApHATA HA MPHBHAHHA
IUTHPBHC Ha CYHHTHHHO W Herosus akTHBeH MeTaGonuT. Bb3 ocHOBa Ha TO3HM aHanKu3 A03a npubnusurenno 20
mg/m? AHEBHO NpH NeAHATPUYHM MAUHEHTH ¢ AHanasod Ha BSA mexay 1,10 i 1,87 m? ce oyaxsa na 1ocTaBH
€KCMO3ULHH HA CYHHTHUHHO U Herosua akTuBeH meradonut (Mexay 75 U 125% ot AUC), cpaBHHMH € Tean npu
Bb3pacTHH ¢ GIST, Ra xouTo € npunarad cyHHTHHHO 50 mg anesHo no cxema 4/2 (AUC 1233 ng.hr/ml). Ilpn
NeAMaTPHYHM NPOYUYBaHUA, HAYAIHATA 0033 CYHHTHHHE € 15 mg/m? (Bb3 ochosa Ha MI1Jl, naentuduuupana
npu npoyuBaHe ¢asa | ¢ ypenHvyapaHe Ha 103aTa, BXK. T. 5.1), KoATO npH neanarpuuny nauueHdT ¢ GIST ¢
nosHilena a0 22,5 mg/m? u sBnocneacraue Ao 30 mg/m? (se ce npesuilaa obiara ao3a 50 mg/aex) Bb3
OCHOBA Ha HHAMBHIYATHATA IOHOCHMOCT/Oe30nacRoCT NpH naurueHTure. OCBEH TOBA, criopen myOHKYBaHH
NUTEPATYPHH JAHHHU npH neaHaTpH4YHH nauueHTH ¢ GIST, H3uncneHaTa HavanHa 71033 € B IPaHHIIMTE MEXIY
16,6 — 36 mg/m?, nopuieHa A0 03K A0pH 10 40,4 mg/m? (6e3 aAa ce npepuinapa obmara no3a 50 mg/nex).

5.3 IlpeaxkanBH4YRH A8HHH 32 Oezonacuoct

B npoyuBaiHf BbpXY IUTBXOBE H MAliMYHH Ha TOKCHYHOCTTA NPH MHOTOKPATHO NpwiaraHe ¢
NPOTLIKHTENHOCT A0 9 Mecelia, OCHOBHUTE eeKTH BbPXY NPHLEITHATE OpraHy ¢a OHiIM yCTaHOBEHH B
CTOMALIHO-YPEBHHA TPaKT (NOBPblaHE M AHapus Npu MafiMyHH), HaaObbpeuna xue3a (KOpTUKanHa
KOHMeCTHA W/HIH KPHBOUAIHE NPH IUTbXOBE H MaHMYHH C HEKPO3a, nocneaBaHa oT ¢pubpo3sa npu rnirbLxose),
KpBBOTBOPHA H NHM(p0-00pa3yBalla CHCTEMa {KOCTHO-MO3bYHA XUIOLENYIapHOCT; ACTUICLHMA HAa TUMGONAH OT
THMYC, C1e3ka 1 TUM(GHH Bb3IH), CK3OKPHHEH NaHKpeac (JerpaHysauns Ha allMHAPHHUTE KJETKH ¢ HEKpO3a Ha
eIHHUYHH KIETKH), CIIOHYEHA XKe3a (aiMHapHa XxHneprpodua ), KOCTHO-CTABHH (YacOenaBaHe Ha pacTeXHUTE
II0YKH), MaTKa (aTpadna) B aiuHMLK (HaMaleHO pa3BHTHE Ha QONMHKYIHTE). BCHYKH NpOABH ca HACTHITWIH
TIpH KIHHHYHO 3HAYHMH TUTa3MEHH HUBA HA €KCMO3ULMA HA CYHUTHHHUO. JJoMBIHUATENHY edeKTH,
HaOnioJaBaHH B APYTH NMPOYy4YBaHKA, Ca BKIIOUBANK yAbDkaBaHe Ha QT ¢ HHTepBana, HaMaNsBaHE Ha
NABOKaMepHaTa (hpakilng Ha H3TIACKBAHE, aTpodHa Ha TYOYNIHTE HAa TECTHCUTE, YBEMHUYABaHE HA
Me3aHTHAIHHTE KIIETKH B 6p0peunTe, KpbBOU3IUB B CTOMALIHO-UYPEBHHA TPAKT U MyKO34Ta Ha YCTaTa H
XANEPTpodHA Ha KIETKHTE Ha IpeAHNUs A1 Ha Xunogusara. CMaATa ce, Y€ MPOMEHHTE B MATKaTa
(engomeTpHanHa aTpodHs) M PaCTEXHHUTE MNOUKH HA KocTHTe (yAcOensBane Ha (pH3aTa HIH ¥ ighis
JINCILIa3KA ) ca CBbp3aHH ¢ PapMakonoruyHoTo aelicTeue Ha CYHHTHHKO. [ToBeueTo oT Te3 7~
obpatMu cneq 2 — 6 ceaMrUM Oe3 AedeHue.
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¢ HOTOKCHYHOCT

'€ HOTOKCHYHHAT NOTEHIHAA Ha CYHUTHHHO e OMn n3caenBaH in vitro u in vivo. CYHUTHHHO He e Oun
MyTareHeH NpH OaKkTepHH, MPH U3NOJ3BAHETO HA METAOOMMTHO aKTUBUpPAHE OT YE€pPEH Apod Ha IUTBX.
CyHuTHHHO He € mpeau3BAKA CTPYKTYPHH XPOMO3OMHH HApPYIIEHHS in vitro B THM(POLHTHH KIETKH OT
yoBellka nepudepHa KpbB. B 1MMpounTH OT YoBelLka nepudepHa Kpbs in vitro ¢a HabmoAaBaHH NOMHIIOUAH
(OpoiitHn XpoMO30MHH alepaliii) KakTO B HPHCHCTBHETO, TAKA H B OTChCTBHETO HAa META0OJIHTHO AKTHBHPAHE.
CyHuTHHHO He e 61N KNacTOreHeH B KOCTEH MO3bLK OT ILTHX in vivo. € HOTOKCHYHHAT MOTEHIIHaNn Ha OCHOBHHA
AKTHBEH MeTabONKT He € DIl H3NUTBAH.

KaHIepOreHHOCT
[Tpu enHOMeceYHO NMPOYUYBAHE ¢ rAaCTPanHa COHOA, 3a YCTaHOBABAHE Ha 1030B AuanasoH (0, 10, 25, 75 nmm 200

mg/kg/nHeBHo), ¢ CDD, npu rasHZ TpaHCreHHH MHIUIKH, ca HabMOAaBaHH KapLUHHOM H XHIIEPIUIA3HUSA HA
BpyHnepoBHTe XKII€3H Ha JBaHAZECETONPLCTHUKA, NPH Hal-BHCOKaTa H3nkTBaHa n03a (200 mg/kg/neH).

[Mpu 6-MeceuHo MpoyyBaHe ¢ racTpaJiHa COHAA 3a kapuuHoreHHocr (0, 8, 25, 75 [nonuxenu ao 50]
mg/Kg/IHeBHO) ¢ AHEBHO A03UpaHe, MPpoBeAcHO MpH rasH2 TpaHcreHHH MHIDKH. ['acTpoayogeHaANHH
KapLMHOMH, MOBHINEHa YECTOTA Ha CHITBTCTBAIIH XEMAHTHOCAPKOMH H/WIH XUIIEpIIa3ua Ha CTOMAllHATA
nuraeuna ca HabnioaaBaHy NpH 4031 =25 mg/kg AHEBHO, ¢ NPOALIAKHTENHOCT 1 UM 6 Mecela (>7,3 NLTH
AUC npH nauxeHTH, NpAeMaiy NpenopbyHTeNHaTa JHeBHa xo3a [[111]).

Mpu 2-roaviiHo NpoyyBaHe 3a KApUHHONeHHOCT NpH wrsxose (0; 0,33; 1 unu 3 mg/kg/anenHo),
NPHIOKEHHETO HA CYHUTHHUO B LIHKIH OT 1O 28 AHM, NOCIEABAHH OT 7-OHEBHH nepuoau 6e3 neyenue, €
A0BENO A0 NOBHIIEHA YeCTOTaTa Ha PeoXpoOMOLIHTOMH M XUMepiuia3usa Ha HaaOsbpeynara Meayna npu
MBXKH MThXOBE, nonyuarsany no 3 mg/kg/aHeBHo, cnea > roanna npunoxkenue (> 7,8 nety AUC npu
MalMeHTH, Ha kouTo e npwiarada [[J[J]). Kapunnom Ha bpyHepoBuTe Xkneiu ce noasAsa B
JBaHANECETONPBCTHUKA NPH = | mg/kg/qHeBHO NPH KEHCKHA W NpH 3 me/Kg/AHEBHO NMPH MBKKH *KHUBOTHH, a
XHMEPIUIa3Had Ha MYKO3HH KJIIETKH € AOKA3aHa B XKIEIHCTHA CTOMaX npH 3 mg/Kg/NHEBHO NPH MbXKKH
’CHBOTHH, KaTO ce noaparar npH > 0,9; 7.8 U ceotrBeTHO 7,8 nbTH AUC npH NauHeHTH, NPU KOKUTO €
npwiaraHa I1J]J1. [1pakTHueckoTo 3HAUE€HUE 34 XOpaTa, Ha HEOIUTaCTHYHUTE HaxoAKH, HaOmoaaBaHH NpH
NPOY4YBaHHA 33 KAPLIMHOMEHHOCT NPH MAULUKH (TpaHcreHnu rasH2) v nmibxoBe, € HeACHa.

PenpoAyXTHBHA TOKCHYHOCT H TOKCHYHOCT 33 Pa3BUTHETO
B n3cneaBaHna Ha penpoAyKTHBHATA TOKCHYHOCT He ca HabniogaBaHn eQeKTH BbPXY MBKKHA WU XEHCKHA

Geprunurer. [Ipu npoBeaeHH BbPXY IUTBXOBE H MaliMyHH MPOYYBAHUA HA TOKCHYHOCTTA IIPH MHOTOKPATHO
NpHIoKEHHE, ca HabmoaapaHy edeKTH BhpXY KeHCKHA deprunurer noa ¢popMarta Ha GonuKyapHa aTpesud,
AereHepauns Ha KLITOTO TAIO, SHAOMETPHATHN NPOMEHH B MaTKaTa B HAMAJICHO TET/IO Ha MarKaTa H
SHYHHLMTE PH KIHHHYHO 3HAYMMH RMUBA HA CUCTEMHa eKCcno3uuui. EQekTH 8bpXxy MbXKHna GepTHITHTET ca
Habmoaasanu noa gopMara Ha TYOynapHa aTpodHa B TECTUCHTE, HaMANIEHHE Ha CIIEpPMaTO30HAHTE B
eNMUAKHIMMHCA M KOJIOHAHA NCIUISLHA B MPOCTATaTa H CEMEHHUTE MEXYpUETa NIPH NNa3MEeHH HUBA Ha
EKCMO3KIHA 25 IThbTH MO-BHCOKH OT CHCTEMHATa €KCMO3HLMA NIPH XOpa.

I[Tpn rurpxoBe eMOpHo-deranHaTa CMBPTHOCT € Hin1a NposBeHa KATO CHIHH(PHKAHTHO HaManeHKe B 6pos Ha
XUBHTE deTycH, yBelHueH Opoit Ha pe3opOLiHn, yBeUUueHa NOCTUMILIAHTALHOHHA 3aryba W nbJHa 3aryba Ha
NOTOMCTBOTO NpH 8 0T 28 OpeMEHHH XEHCKY *KHBOTHH NPH IUJIA3MEHH HHBA HA €KCNO3HUMA 5,5 IIBTH NO-
BHCOKH OT CHCTEMHATA €KCNO3KMLHA MpH Xopa. [Ipu 3aliun HaManeHUeTo B Tersata Ha OpeMEHHNTE MATKH U B
Opos Ha *kuBHTE (eTyCH ce ¢ IbIKAT Ha yBeauueHus 6pofi Ha pesopbuuH, yBelHueHara
NOCTHMIUIAHTAIHOHHA 3aryfa H MhIHATA 3aryda Ha MOTOMCTBOTO B 4 0T 6 OpeMeHHH KEHCKH XHUBOTHH NpH
IJIa3MEHH HABA HA €KCNO3ALKA 3 NbTH N0-TOJIEMHU OT CHCTEMHATa €KCIO3HLMA NMpH Xopa. TpeTHpaHe Ha
NIBXOBE ChC CYHHTHHHO MO BpeMe Ha opraHoreHe3ara AoBejie A0 TepaToreHHM edextn npH =5 mg/kg/nen,
ChCTOALIM Ce OT YBE/JIHYEHA NOABA HA CKEIeTHH MaiOpMaliii Ha [10Aa, XapaKTepH3HpaHH INMABHO KATO
3a0aBEHO BKOCTEHABAHE HA IPbIHHTE/NYMOATHHTE MPELICHH H MPOABHIIH CE NPH TU1a3MEHH HHBA

CC CBCTOANH OT YBC/IHUYCHA NNOABA HA LICTIKA HA YCTHATA INPH IUTa3MCHH HHBA Ha CKCIIO3HLHA
PaBHH Ha TC3H, HabnmonaBaHy B KJIHHHKATA, 2 Taka ChILO Ha LICNKA Ha YCTHATA H LICNKa Ha ok
IMasMCHH HHBa Ha CKCHO3HIHA 2,7 ITETH NO-BHCOKH OT CHCTCMHATA CKCNNO3HLIHA TIPH KDP
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Cynutunnd (0,3; 1,0; 3,0 mg/kg/nHeBHO) e OLieHeH NIpH NpPOyYBaHe BbPXY Mpe- U NOCTHATATHOTO pa3BUTHE
npu OpeMeHHH rurbxoBe. HaanaBaneTo Ha Tersio npu Maiikara e 6M10 HaMaleHo 1Mo BpeMe Ha OpeMEHHOCTTA H
naktauusaTa npu >1 mg/kg/aHeBHo, HO He € Hab/oJaBaHa peNnpoAyYKTHBHA TOKCHYHOCT 10 3 mg/kg/aHeBHO
(ouakBaHa excno3uuus >2,3 nbtH AUC npu nauneHnTH, Ha kouto e npunarana I11]1). Hamanexo rerno npu
NMOKOJIEHHETO € HabuoaaBaHo npeau M cinea orouBadeTo npu 3 mg/kg/nHeBHo. He e HabmonaBana TOKCHYHOCT
BbpXY pasBuTHeTo npu |1 mg/kg/nHeBHO

(npubnunsutenna exkcnosuuua >0,9 nbtn AUC npu naumeHTH, Ha KOUTO € npuaarana [1/1]]).

6. ®APMALIEBTUYHU JAHHH

6.1 ChnHcbK HA NOMOIMIHHMTE BellleCTBA

Cwvcmae na kancyrama llenynosa, Mukpokpuctaina (E460)
Manuton (E421)

Kpockapmeno3a HaTpHii
IToBunon K30 (E1201)
Marue3sueB creapar (E470b)

CyHutuaub 3edTuBa 12,5 mg TBbpAH KancyJjau
Cwvcmae na kancyrama

XKeneseH okcua, yepseH (E172)

TuranoB auokcun (E171)
Xenatun

ITevamno macmuno, 6510
lennak

Turanos auokcena (E171)
[Tponmunenrnukon (E1520)

Cvcmae na kancyrama
XKenesen okcun, yepeH (E172)
Xenesen oxcun, uepsen (E172)
xkeneseH okcu, xuiar (E172)
TuranoB auokcua (E171)

Turanos auokcun (E171)
IMponunenrnukon (E1520)




6.2 HecnrBMECTHMOCTH

Henpunoxumo

6.3 Cpox Ha roasocT

3 roauHH

6.4 CneuHa HH YCTOBHS H3 ChXpaHEHHe

To31n nekapcTBEH NPOAYKT HE W3IUCKBA CMIELHANTHH YCIIOBUA HA ChXPAHEHHKE,

6.5 BuaachaspkaHHe HA ONAKOBKATA

KaproHeHa KytHsa ¢ AnyMuHHH-OPA/AIWPVC 6nucTepH, chabpxkatild 28 TBbpAH KancyJiH.

Kapronena xytna ¢ Anymunuii-OPA/AIWPVC nepdopupanu eaHon0308H 6nucTepH, chAbpkauly 28 x 1 1 30
X | TBBpAHN Kancyu.

KaproneHa KyTna ¢ OyTunka ot nonuetwieH ¢ Bucoka rursTHocT (HDPE) ¢ nonunponunenosa (PP) 3amurena
OT J€ella Kanayka (BHHTOBA Kanayka), chaspxaina 30 TBepAH KancyJsi.

He Bcuuky BHJORE ONMAKOBKH MOrar jAa Obaar nycHATH B npoaaxoa.

6.6 Cneusanus npeanasHH MepkH NIPH HIXBBLPJIAHE

Heu3nonspaHHAT JieKapCcTBEH NPOAYKT WIH OTHAABYHATE MAaTEpHaIH OT HEro TpabBa na ce H3XBBPNAT B
ChOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. TIPATEXATEJ HA PAZPEIHUEHHUETO 3A YIIOTPEBA

Zentiva k.s.
U Kabelovny 130
102 37 Prague

Yemxka pemybnuka

8. HOMEP(A) HA PA3SPEILIEHMETO 3A YIIOTPEBA

CyHuTnHu6 3enTHBa 12,5 mg TBbpAn kancynu: Per. Ne 20210275
Cyuutnnub 3entura 25 mg TBbpau Kancyiau: Per. Ne 20210276
CyunTunu® 3entra 50 mg TBBpan kancynu: Per, Ne 20210278

9. JIATA HA IBPBO PASPELLUABAHETIOAHOBABAHE HA PASPELHIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspeinasase: 09.09.2021

JlaTa Ha nocneAHO NOJHOBSABaHE:

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA
09.04.2025 r.
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