INPUJIOXKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HAUMEHOBAHUE HA BETEPUHAPHOMEJIUIIUHCKUS TIPOAYKT
MASIVET 50 mg ¢punmmupanu TabiIeTKu 3a KyJera.

MASIVET 150 mg ¢unmupanu TabIeTKH 32 Ky4deTa.

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska punmupana TabneTka chappiKa:

AKTHBHA Cy0CTAHIMA:

Bceska punmupana TabneTka chappiKa:

Masitinib 50 mg (exBuBasIeHT Ha masitinib mesylate 59,6 mg).

Masitinib 150 mg (exBuBaxenT Ha masitinib mesylate 178,9 mg).

ExcuunuenrTu:

3a IIBIIHAA CIIUCHK HA EKCIUIIUEHTUTE BXK. T. 6.1.

3. DPAPMANEBTUYHA ®OPMA

OdunmMupana TabeTka.
Caetiio opamkeBa ¢puiMupana TabieTka ¢ Kpbria ¢popma u peneden Haamuce '50" mmu 150" ot
e/HaTa CTpaHa M JIOTOTO Ha KOMIAHUTA OT ApyraTa CTpaHa.

4, KJIMHUYHU JAHHHU

4.1 Buja xxuMBOTHH, 32 KOMTO e IpeaHazHayedH BMII

Kyuera.

4.2 TepaneBTUYHU MOKA3aAHMS, OTIPeeJIEHHU 32 OTAeJTHUTE BUTOBE

JleueHne Ha HEOTIEPATUBHH MAaCTOIIMTHU TYMOPH TpH Kydeta (ctaauii 2 wiu 3) ¢ MoTBbp/IcHa
mytanus Ha c-KIT Tupo3nH KkuHa3HUS perenTop.

4.3 I[IpoTruBonoka3anus

Jla He ce U3MoII3Ba MpH OPEMEHHH UK KbPMEIIH KY4KHU (BXK. Touka 4.7).

Jla He ce M3MoI3Ba NpHU Ky4deTa, KOUTO ca MOo-MJIaJu OT 6 Mecela 1 o-MaJKo OT 4 KT TeslecHa mMaca.
Jla He ce W3MmoN3BaNpU Kydera ¢ 4epHOoApoOHa auchyHkius, nepunupana karo AST wiu ALT > 3
ITETH HaJ ropHata rpanuiia Ha Hopmata (ULN).

Ja He ce mzmon3Ba npu Kydera ¢ ObOpeyHa ITuCyHKOMS, JeQUHUPaHA KAaTO OTHOLICHHE OENTHK B
ypuHaTa KpeaTHHUH > 2 WK anOyMuH < 1 IbT oA AosHaTa rpanuia Ha HopMaTa (LLN).

Ja He ce n3noi3sa npu Kyvera ¢ anemus (xemorsioous < 10 g/dl).

Ja He ce n3mo3Ba Mpu Kydera ¢ HeyTpoIeHusI, JehUHUpaHa KaTo adCOIFOTeH Opoit Ha HEYTpOPHINTE
<2000 /mm?.

Jla He ce n3mo3Ba B CiIy4ail Ha CBPBXUIyBCTBUTEITHOCT KbM aKTUBHATA CyOCTaHIINS WIIH HAKOU OT
EKCIIUIUEHTHUTE.

4.4 CrneuuaJTHu npeaynpeskaeHust
B cirydaii, 4e MacTOIMTHHSAT TyMOp € OTIEPATUBEH, XUPYPTUIHOTO JieUueHHe TPsOBa Jia ObJie MbPBO

CpeICTBO Ha U300 3a jeueHue. Jleuenuero ¢ Masitinib TpsiOBa Ja ce mpuiara caMo MpHu KydeTa ¢
HEOIICPaTHBHUA MACTOIUTHA TYMOPH, KOUTO ekcpecupat mytupanus c-KIT Tupo3uH kuHa3eH



peuentop. Hanmnurero Ha myTupan Tupo3uH kuHaseH C-KIT peunentop TpsoBa ga 0b/ie MOTBBPACHO
MIpe/IM 3all0YBaHe Ha JieueHue (BK. ChII0 Touka 5.1).

4.5 CrnenuajaHu Npeana3Hu MepKH NpH ynoTpeda

CrenmaaHy OpeanasHyu MEPKH 3a )KUBOTHHUTE IIPH yIoTpedaTa Ha IPOAYKTA

KyuderaTa TpsiOBa BHUMATEITHO J1a CE CICAST U aKO € HEOOXOAMMO, JICYCHUETO TPSIOBa J1a Ce MPEIU3upa
WJIH CTIpe.

KonTtpoa Ha 666peunaTa dyHKIMs

BbrOpeunara pynkums TpsOBa 1a ce ciaeau eXXKeMECeYHO Ype3 U3cieIBaHe C TeCT-IICHTHYKH.

B ciyuaii Ha OJIOKUTENHHU PE3YNTATH OT IOJIYKOJIMYECTBEHOTO U3CIIEABAHE C TECT-ICHTUUKHU (OeNThK
> 30 mg/dl), TpsiOBa ma ce M3BHPIIM YPUHEH aHAIN3, 332 Ja CE OMpEAeNH OTHOIICHHETO OeNTHK B
ypunara kpeatnaus (UPC) u na ce B3eMe KpbBHA ITpoba 3a U3clieiBaHe HA KPEaTHHHH, ATOYMUH U ypest
(BUN).

ITpu otHOMeHMe UPC > 2, kpeaTnnuH > 1,5 mbTH HaJ TOpHATA TpaHUIla HA HOpMaTa, andymuH < 0,75
OT JI0JTHATa TpaHulla Ha HopMara mwiu ypest (BUN) > 1,5 mbTi Haj TopHATa rpaHUIa HAa HOpMAaTa, CIIPeTe
JIEUSHUETO.

[pocnensBane Ha 3ary6arta Ha OEATBK
Exxemeceuno u3cnenBanTe ypruHaTa ¢ TECT-JIEHTHYKA. B ciiyuaii Ha MOJ0XKUTENEH pe3yJiTar OT
MOJYKOJIMYECTBEHOTO U3CIIEBaHE C TeCT IeHTHYKa (OenThbk >30 mg/dL), ussbpiiere nscieasane Ha
ypYHaTa , 3a Ja OlpeeNuTe OTHOIIeHneTo 0enThK B ypuHata kpeatuau (UPC).
Esxemece4Ho n3cieBaiiTe HUBOTO Ha allOYMHH B KPBBTA.
= B cnyuait na UPC otHOmEeHne > 2 wnu anbymud < 0,75 OT 1onHaTa rpaHulla Ha HOpMaTa
JIeYeHHETO TPsIOBa J1a ce TIPEKbCHE JI0KaTo cToiiHocTHuTe Ha anbymuHa u UPC ce BbpHaT B
rpanuuute Ha HopMarta (UPC otHomenue < 2 u andymuH > 0,75 oT gonHaTa rpaHuLA HA
HOpMaTa), Cliel KOeTO JICUCHUETO MOXKE Ja MPOIBJDKH B ChIIaTa 103a.
= Axko eano ot Te3u cherostaus (UPC oTHomenwe > 2 wn andymus < 0,75 oT 1oHaTa rpaHHUIa
Ha HOpMaTa) ce MOSBY 3a BTOPH IbT, JICYEHUETO TPIOBa Ja ObJie OKOHYATEIHO CHPSHO.

AHeMHs W/WIH XeMOoJIn3a
Kyuerara TpsiOBa BHUMATEIHO Aa ce MPOCJIEAsIBaT 32 CHMITOMH Ha (XeMOJUTHYHA) aHemust. [1pu
N0sIBa Ha KIIMHUYHYU CUMIITOMU Ha aHEMMS WM XeMOJIN3a, TPAOBa J1a ce U3CIeBaT XeMOTI001H,
JIUPEKTEeH OWITMPYOHH, XalTOTIOOWH U JIEBKOIUTH (BKIIOYUTEITHO PETUKYIIOIUTH).
Jleuenneto TpsiOBa z1a ce crpe B cay4ail Ha:
=  XeMOJIHMTHYHA aHEMHS, T.€. Xemornoboun < 10 g/dL u xemonm3a,
T.e. JUpEeKTeH OmmmpyouH > 1,5 mbTH Haj ropHATA IpaHMIla Ha HopMara u XanTtornooux < 0,1
g/dL,
* AHeMmus B pe3yJITaT Ha JIUICA HA Bh3POU3BEKIaHe, T.e. xemornoouH < 10 g/dL u
petukysomutu < 80,000/mm?3,

XemnatotokcnyHocT (oBuiaBane Ha ALT wiau AST), HeyTponeHus

[pu nosumaBane Ha ALT v AST > 3 mbTH Ha/1 TOpHATa rpaHUIla Ha HOpMATa, TIOHIKaBaHe Ha
neyrpopmmmure < 2000/mm? uin 110sBa Ha HAKAKBB APYT CEPHO3EH HEOIArONpUITEH e(EKT,
JICUCHUETO TPsIOBA Ja Ce MPOMEHH T10 CIIETHUS HAUWH:

[Ipu mbpBa nosBa JieueHNETo TPsIOBa Ja ce MPEKbCHE 10 B3CTAHOBIBAHE, CIIE]] KOETO Ja e
BBH3CTAHOBH TP CHIIIHS JI030B PEIKUM;

[Tpu noBTOpHA MOsIBa HA CHIIOTO CHCTOSIHUE, JICYEHUETO TPIOBA JIa Ce MPEKBCHE JI0 Bh3CTAHOBSIBAHE;
ClJIe]] TOBA JICYCHUETO TPsiOBa J1a MPOIBIKY € peAyLpana 103a oT 9 mg/kg TeiecHa Maca JTHEBHO;
[Ipu nosiBa 3a TpETH BT HA CHIIOTO CHCTOSHUE JICYEHUETO TPSIOBa Ja ce MPEKbCHE 110
BB3CTaHOBSIBAaHE; CJIE/I TOBA JICUCHUETO TPSIOBA J1a POABIDKH C pelylpana 103a ot 6 mg/kg Ttenecuna
Maca JHEBHO;

JleuenneTo TpsOBa Aa ce MPEYCTaHOBH, aKO CE€ HAOMIOJaBaT TEXKKH HEOIaronpusTHA PeakUuy pu 6
mg/kg TenecHa Maca JHEBHO.




Jpyru npeanasHy MepKku

Jleuenneto TpsaOBa na ObJEc OKOHYATEIHO CIPSHO B Cllydyail Ha ObOpevYHAa TOKCHYHOCT, MMYHO-
MeIMUpaHa XEMOJIUTUYHA aHEMHUS W/WIM aHEeMHsl B pe3yNTaT Ha JIMIICa Ha BB3MPOU3BEKIAHE M aKo
TeXKaTa HEYTPONEHWs W/WIM TEXKaTra IUapus W/WIM TEXKOTO IOBPBIIAHE MEPCUCTUPAT CIIEH
pelynupaHe Ha 103ata.

queTaTa HC Tpﬂ6Ba Ja CC€ U3MO0JI3BAT 3a pa3mjion o BpeME Ha JICUCHUCTO.

O0001meHne HA TPAHUYHUTE CTOWHOCTH 32 JIA00PATOPHUTE Pe3yJITATH, KOUTO NMPeACTABISABAT
NMPOTHBOINOKA3aHUE WM HAJIATAT MPOMSHA B JledeHUeTo (MpeKbCBaHe, peaylipaHe Ha 103aTa
I NIPEeyCTAHOBSIBaHe)

IMoBenenue npu xenarorokcuaHoct (ALT uiau AST)

IIporuBonokazanue IIpexbcBane Peuy;:;g::e Ha IIpeycranoBsiBaHe
> 3ULN >3 ULN > 3ULN
>3ULN (1-Bu 1BT) (2-pu/3-tu 1B T) (4-Tv1 1BT)
IloBenenue npu HeyTponenus (Opoii HeyTpoduIn)
IIporuBonokazanue IIpexbcBane Peuy;::g::e Ha IIpeycranoBsiBaHe
3 < 2000/ mm? <2000/ mm? < 2000/ mm?
<2000/ mm (1-Bu rBT) (2-pw/3-1H 1BT) (4-TH IBT)

IMoBenenue npu 3aryda Ha 6earbk (Anoymunemus u/miam UPC)

I[IpornBonoka3zanue IIpexncBane Peny;(gg::e Ha IIpeycranoBsiBaHe
Anbymun <1LLN Anbymuna < 0,75 LLN Anbymun < 0,75 LLN
uiu UPC > 2 He e mpunoxumo unu UPC > 2
nina UPC > 2
(1-Bu BT) (2-pu BT)

IloBenenue npu XeMOJMTHYHA U apereHepATUBHA aHeMHUsl (XeMOI100UH, OMITUPYOHH,
XaNnTOrJ00UH, PETUKYJIOLUTH)

Penyuupane na

no3ara IpeycranoBsiBane

IIporuBonokasanue IIpexnbcBane

Xemormobun < 10 g/dL

n nimn

JUPEKTeH OUITMpyOuH >
Xemormobun < 10g/dL He e npumoxnmo He e npumoxumo 1,5 ULN u
xarrrornooun<0,1g/dl,
AITH
pem1<ynoum314<80000/m
m

CHCLII/IaJ'IHI/I Opeana3siyi MCPKH 34 JIuiaTa, Hpujaaraimy BETCPUHAPHOMEIUIIMHCKHSA ITPOAYKT Ha
KHMBOTHHUTEC

[ToBTOpEeH KOXXKEH KOHTaKT ¢ Masitinib Moxxe nma Hapymm xeHckata (QEpTHIHOCT M Pa3BUTHUETO Ha
IIoJa.
AxTuBHaTta cyoctanuus Masivet Moske 1a MpUYMHHA KO)KHA CCHCHOMITN3ALIHSL.
e |130srBaiiTe KOXKEH KOHTAKT ¢ ()eKaJInH, ypHUHA U MOBbPHATH MAaTEPUH OT Ky4eTa, MOAJI0KEeH! Ha
JICUYEHHUE.
e Hocere npenna3zHu pbKaBUIM [IPYU U3XBBPIISIHE HAa IOBbPHATH MaTePHUU, YPUHA UM (HEKAIUU OT
Ky4eTa, II0JJIOKCHU Ha JICUeHHUE.




¢ AKO0 Ha4yyIleHU TaOJNeTKH, TOBbPHATH MaTepPHH, ypHUHA WIH (EeKaInu OT KydeTa, TOJI0KEHH Ha
JIeYeHNe, BIIA3aT B KOHTAKT C KOXKaTa, BelHAra N3IJIaKkHeTe OOMITHO C BOJA.

AxTHBHaTa cyOcTaHmusa Ha Masivet Moxke J1a IPUYHHN CHITHO Jpa3HEeHe Ha OYHMTE H CEPHO3HO
YBPEKIaHE HA OUHTE.
e 30sarBaiiTe KOHTAKT C OYHTE.
e BnumagaiiTe 1a HE TOKOCHETE OYHMTE CH MIPEIH J1a CTE CBAIMIM U U3XBbPIIMIH
PBKABUIUTE U IPEIH [Ia CT€ UMUK PHIIETE CH CTAPATEIIHO C BOJA.
e  AKO IPOJYKTHT BJIC3€ B KOHTAKT C OUUTE, U3IIAKHETE BEJHATa OOMITHO C BOJIA.

Xopa ¢ ycTaHOBEeHA CBPBXUYBCTBUTEIHOCT KbM Masitinib TpsOBa 1a n306ArBaT KOHTAKT C
BETCPUHAPHOMETUIIUHCKUS IPOTYKT.

[lpu cnydaiiHo morTbIIAaHE HE3a0aBHO Ja C€ MOTHPCH MEAWIMHCKH CBHBET, KaTo Ha JieKaps ce
NPEJOCTaBH JIMCTOBKATA 33 YHOTpeba WM eTUKeTa Ha MpoAykTa. He sokTe, He muiiTe U HE MyIIeTe 1o
BpeMe Ha TpeTUpaHe Ha Ky4eTo.

Jeuara He TpsA0Ba Ja BAU3aT B KOHTAKT C Ky4eTa, IOAJ0KEHU Ha JIEUCHUE, C TEXHH U3IPAXKHEHUS WU
NOBBPHATH MaTEPHH.

4.6 HebaaronpusiTHU peakuuu (4eCTOTA U BasKHOCT)

MHoro yectu

= Jlexu 10 yMepeHH raCTPOMHTECTHHAIHN PEaKIMu (IUapys U IOBPBIIAHE) ChC CpeiHa
MPOABIDKUTENHOCT NPUOIM3UTENHO 21 1 9 IHNU CHOTBETHO.

= Jleka 10 ymMepeHa aJomnenus ChC CpeTHa MPOIBIDKUTETHOCT MPUOTU3UTENHO 26 THH.

Yectun

»  Texka ObOpeYHa TOKCUUYHOCT MOXKE JIa HACTBITU MPHU Ky4YeTa, KOUTO CTPaJaT OT ObOpeyHO
YBpeXJaHe B HAYaJIOTO Ha JICYEHUETO (BKIIFOUUTEIHO BUCOKO HUBO Ha KPEATHHHUH B KPHBTA UITU
MIPOTENHYPHS).

= VYMepeHa A0 TeXKa aHeMUs (aIUTaCTUYHA/XEeMOJIUTHYHA) ChC CPeHA TTPOABIKATEITHOCT
MPUOIM3UTEITHO 7 JTHHU.

= CunzapoM Ha 3ary0a Ha OenTbK (TJ1aBHO B pe3yJTaT Ha MOHWKAaBaHE Ha CEPYMHHUS aJIOyMUH).

= Jleka 10 yMepeHa HeyTPOIICHUS ChC CPEIHA MPOIBIKUTSTHOCT MPUOIU3UTEIHO 24 THU.

= [losumiaBane Ha Tpancamunasute (ALT unmu AST) cbe cpeiHa mpoIbIIKUTEITHOCT
npuOIM3uTEeNHO 29 THU.

CrierupuyHUTE MEPKH, KOUTO TPsIOBA J1a ce TIpeAlpueMar B ciy4ail Ha TOPEOITUCAHUTE ChCTOSHUS, Ca

OmHCaHu B Touka 4.5.

Jpyrure yectr HEOIATONPHUITHU PEAKLMH B TIOBEYETO CIy4au ca JIEKU WIH YMEPEHU:

= Jletaprus win acTeHUs ChC CPEHA IPOIBIDKUTEIHOCT NpuOIn3uTenHo 8 u 40 1HU CHOTBETHO

= HamansBaHe Ha anieTUTa WM aHOPEKCHSI ChC CPeJTHA TIPOIBIDKATETHOCT 45 1 18 THU ChOTBETHO.
= Kanumna (cpegHa npobKATETHOCT 23 THK).

= JInmpangeromeranus (CpeaHa MpOAbIDKUTETHOCT 47 THN).

= OToK (cpelHa MPOIBKUTEITHOCT Ha OTOKA 7 JTHH).

= Jlumom (cpenHa NpOIBJHKUTEHOCT 53 THN).

YecroTara Ha HEOIATOMPUSTHUTE PEAKIIUHU CE OIPEIEIIS 110 CIIeAHATa KIACH(PUKAIINS:

- wmHoro yectd: (moBede oT 1 Ha 10 )KUBOTHH, MPOSBSIBAIN HEOIATONIPUATHA PEAKIIUS/U TIO BpeMe
Ha eJIMH KypC Ha JieueHue

- dyecrtu (moBeue ot 1, Ho no-maiiko ot 10 sxkuBoTHY Ha 100 XKMBOTHH)

4.7 Ynorpebda no BpeMe Ha OPeMEHHOCT, JTAKTANMS WIH sIiIleHOCEHe

Ha He ce uznon3Ba npu OpeMeHHH WK KbPMEIU Ky4KH (BK. Touka 4.3). JlabopaTopHHUTE MPOYyYBaHUS
IpU TUTBXOBE MOKa3BaT HapyllaBaHE Ha jKEHCKaTa (epTwiHocT mpu no3a ot 100mg/kg/nHeBHoO,



eMOPHOTOKCHYHOCT M CMYILEHHs B pa3Butuero npu ao3a Hax 30 mg/kg/mueBHo. IIpoyuBanusra
BBPXY 3aiiin 00aye He MoKa3BaT eMOPHOTOKCHYHOCT MM CMYIICHHUS B Pa3BUTUETO.

4.8 B3aumopaeiicTBHe ¢ APYrd BeTEPHHAPHOMETMIIMHCKH MPOLYKTH U APYrd (opMu Ha
B3aUMoJelicTBHE

Hn 6umpo TecToBeTE C YOBEIIKH MUKPO30MH MTOKA3BAT, Y€ ChITLTCTBAIIIO JICUCHHE C BEIIECTBA, KOUTO
ce metabomusupat upe3 CYP450 u3zodopmure, Morat xa 1oBEAaT 10 MOBHUINIABAHE WM MOHIKABaHE
Ha IJIa3MEHUTE HUBA WM Ha masitinib, uin Ha Te3u BenlecTBa. Hsima Hann4Ha chOTBETCTBAIIA
nHpOpMaIUs 3a Ky4deTa. 3aToBa ce MPernopbyBa MOBUILIEHO BHUMaHKE MPH CbBMECTHATA ynoTpe0a Ha
masitinib u ApyTH BemecTra.

EnnoBpemeHHata ymorpeba Ha IpyTy BEIIECTBa C BUCOKA CTETIEH HA CBhP3BaHE C OENTHIN MOXE J1a
JIOBEJIC 10 KOHKypUpaHe CBbP3BaHETO HA Masitinib u mo To3u HauWH fa IpeAr3BUKa HEOIArOMPUATHH
e(eKTH.

Edukacuocrra Ha Masivet Mmoxe 1a ce peayiupa npu Kydera, KOMTO IPEIH TOBA ca OWJIH JICKYBaHHU C
XUMHUOTEpanusl W/ rpuetrepanus. Hama Hannyaa nHGOpMaIys OTHOCHO OTCHIIMATHATA
KpPBCTOCAHA PE3UCTEHTHOCT C IPYTH [IUTOCTATHIIH.

4.9 Jl03a ¥ HAYMH Ha MPUIOKEHUE
3a nepopaiHa yrnorpeoda.

I[penoppunrennara qo3a e 12,5 mg/kg (¢ Bapupane Ha no3ara 11 — 14 mg/kg) BeaHbX THEBHO, KAKTO
€ PEJICTaBEHO B Ta0JIMIIATA TIO-I0IY.

[Tpu kyuera ¢ TenecHa Maca mo-mMajiko oT 15 kg He BUHAru € Bb3MOXKHO TOYHO Jo3upane. TakuBa
KyueTa morar jaa Obaat nekyBanu ¢ 50, 100 nnm 150 mg, ako € Bb3MOXKHO Jia ce JOCTHTHE TpUIleTTHA
nmo3a ot 11-14 mg/kg TenecHa maca.

TabneTkute Tpr6Ba Aa CC mpuemar nejiu U HE OuBa Aa CC ACJAT, 9yIIAT WM CTpUBAT. Axo Ky4€TO
OTKaKC CUYyIICHA TabneTka CJI€a CAbBKBAHE, TA TpH6Ba Ja C€ U3XBBPJIU.
TabneTkure TpH6Ba BHUHAru Ja c€ npue€Mart 1o €iud 1 Cbllxd HA4YMH, C XpaHara.

12,5 mg/kg .M. | Bpoii Taduerkn | lo3a mg/kg
JHEBHO
Tenecna maca |50 150 | ITo-HucKoO ITo-BucoKO
Ha Ky4eTo B Kg | Mg mg | Teruo TerJo
>15 18 1 mnoc 1 13,7 111
> 18 22 2 mnoc 1 13,9 11,4
> 22 26 2 13,6 11,5
> 26 30 1 IUIOC 2 13,5 11,7
>30 34 2 e 2 13,3 11,8
>34 38 3 13,2 11,8
> 38 42 1 mioc 3 13,2 11,9
> 42 46 2 mimoc 3 13,1 12,0
> 46 50 4 13,0 12,0
> 50 54 1 mmoc 4 13,0 12,0
> 54 58 2 minoc 4 13,0 12,1
> 58 62 5 12,9 12,1
> 62 66 1 mmoc 5 12,9 12,1
> 66 70 2 mwiroc 5 12,9 12,1
>70 74 6 12,9 12,2
> 74 78 1 mimoc 6 12,8 12,2
> 78 2 wiroc 6 12,8




Ako TabneTkaTa ObJie peryprutupasa wiv Obje MoBbpHATa B paMKkuTe Ha 10 MUHYTH clie]] IpueMaHe,
JICYCHUETO TPsiOBa Ja ce MOBTOpU. AKO Ta0ierkara ObJe perypruThpaHa win ObAe NMOBbPHATA IIO-
KbCHO OT 10 MUHYTH clief] TpreMaHe, JICYeHHETO He TPSOBa J1a ce MOBTapsl.

Jleuenuero TpsOBa qa ce mpocieau cien 4 10 6 ceIMUILIY, 32 Jla Ce OLICHH TbPBOHAYAIHOTO
noBnusiBate. [IpoaBIKUTEIHOCTTA HA JICUEHHETO 3aBUCH OT MOBJHsBaHEeTO. JIeueHneTo TpsAOBa 1a
MPOIBIDKY B CIIyJYai Ha CTAOMIIHO 3a00JBaHe, T.€. CTATUYHO, YACTUYHO MIIH ITBJIHO MOBIHSIBAHE HA
TyMOpa, aKO MPOAYKTHT Ce TIOHACS JJOCTAThYHO J00pe. B ciyyaii Ha mporpecupane Ha TymMopa ¢
MaJIKO BEpPOSITHO JICYCHUETO J1a Ob/Ie YCHEUTHO U TPsIOBa Ja ce mpepasriie/a.

P HPAHE HA ATA, IPCKHCBAHC U 11 TAHOBABAHC HA JICYCHNECTO:

Kyderara Tpsi6Ba na 6p1aT BHUMATETHO MPOCIIEASBAaHH | IO NMPpo(ecnoHaHa MpereHKa 103ara
TpsIOBa J1a ce peayIMpa B CITydail Ha Bb3MOXKHU 3HAYUMH HEOIAronpusTHU peakimu (BK. Touka 4.5).
Ho3ute morat na Obaat penyuupanu 10 9 mg/kg tenecna maca (auanason 7,5 — 10,5 mg/kg) wim 6
mg/kg TenecHa Maca (quamnasos 4,5 — 7,5 mg/kg) copea TabIUIIUTE MO-TOTY.

[lo Bpeme Ha KIMHUYHHM TPOYYBAaHHs JHEBHAaTa Jjgo3a ¢ OWia pexynupaHa B pe3yinTaT Ha
HEeOJIaronpusaTHH peakuuu B OpUONM3UTENHO 16% OT JieKyBaHWTE KydeTa W TJaBHO TMOpaau

IIOBUIIIaBaHE Ha TpaHCaAMHUHA3UTE.

9 mg 3a kg TenecHa Maca BeIHBX JHEBHO, KAKTO € MPEACTABEHO B TAOIUIIATa MO-T0ITY.

Bpoii TadieTkn
JHEBHO Jo3a mg/kg
TesecHa Maca Ha 50 150 | ITo-mucko | Ilo-BHCOKO
Ky4ero B kg mg - mg TerJjao TerJio
> 15,0 19,4 - - 1 10,0 1,7
> 194 25,0 1 mwmoc 1 10,3 8,0
> 25,0 30,6 2 mmoc 1 10,0 8,2
> 30,6 36,1 - - 2 9,8 8,3
> 36,1 41,7 1 mmoc 2 9,7 8,4
>417 47,2 2 mmoc 2 9,6 8,5
> 47,2 52,8 - - 3 9,5 8,5
>528 58,3 1 mmoc 3 9,5 8,6
> 58,3 63,9 2 mmoc 3 94 8,6
> 63,9 69,4 - - 4 94 8,6
> 69,4 75,0 1 mmoc 4 9,4 8,7
> 75,0 80,6 2 mmoc 4 9,3 8,7
6 mg 3a kg TenecHa Maca BeZIHBK JHEBHO, KAKTO € MPEICTABEHO B TAOIHUIIATA MTO-0JTY.
Bpoii TadieTkn
JAHEBHO Jlo3a mg/kg
ITo-
Temecna macana | 50 150 | Ilo-HHCKO BHCOKO
Ky4eTo B kg mg = mg Terjuo TerJo
> 15,0 20,8 2 - 6,6 48
> 20,8 29,2 - - 1 1,2 51
> 29,2 375 1 TIJIFOC 1 6,9 53
>375 45,8 2 ILIFOC 1 6,7 55
> 45,8 54,2 - - 2 6,5 55
> 54,2 62,5 1 IIIIOC 2 6,5 5,6
> 62,5 70,8 2 ILIFOC 2 6,4 5,6
> 70,8 79,2 - - 3 6,4 57
> 79,2 - 1 ILTIOC 3 6,3




410 IIpeno3mpane (CHMITOMH, CIIEIIHA MEPKH, AaHTHI0TH), AKO € HE00X0ANMO

[Ipenoppuntennara qHeBHA n03a oT 12,5 mg/kg TemecHa Maca ChOTBETCTBAa HA MaKCUMalTHATA
nonocuma fo03a (MTD), kosiTo e mony4eHa cjieZl MHOTOKPaTHH M3CJIeIBAHNS BbPXY TOKCHYHOCTTa Ha
J103aTa MpH 30paBy JIOBDKUHCKH Ky4deTa.

bernesn Ha mpexo3upane ca HaOIIOJaBaHH MO BpEME Ha MPOYYBAHHS BbPXY TOKCHYHOCTTA,
NPOBEXJAHU MIPU 3/IpaBH KydeTa, JICKyBaHH B ITPOIBIDKEHNE Ha 39 CeMHIH € JO3U OKOJIO 2 ITBTH HO-
BUCOKH OT TIpenopbunTenHarTa 103a (25 mg masitinib), nekyBanu 13 ceamuiy u 4 ceqMHULHU C 103U
OKOJIO 3 TBTH [I0-BUCOKHU OT MpenopbunTenHara no3a (41.7 mg masitinib) u nekyBanu 4 ceqMuLu ¢
no3u okoio 10 mbTH MO-BHCOKH OT IpenophunTenHata n1o3a (125 mg masitinib). OcHoBHHTE
NPUIIETHN OPTaHM 32 TOKCHYHO BB3JCHCTBHE ITPH KydeTaTa ca raCTpOUHTECTUHAIHUAT TPAKT,
XEMOTIOETHYHATA CUCTEeMa, ObOpeTe U YEPHUAT IPoo.

B ciy4aii Ha HEOIaronpusATHY PeaklMy B Pe3yJITaT Ha PeJo3UpaHe, JISUEHUETO TPsiOBa 1a Ob/1e CpsHO
JI0 TIPEIOTBPATSABaHE HA PEAKIMUTE ¥ CIEI TOBA BH3CTAHOBEHO B MPETIOPHUYUTEITHUTE TEPAIEBTUIHH
JTO3U.

4.11 KapeHTeH cpok

He e mpunoxumo.

5. DAPMAKOJIOI'MYHU OCOBEHOCTHU

dapMakoTepaneBTHUHA Ipya; UHXHUOUTOP HA MPOTEHH-TUPO3UH KMHA34,
BerepunapHomeaunuuacku Anatomo-Tepanesruuen Koa: QLO1XEQOQ.

51 dapmakoauHAMHAS

Masitinib e HTHXHOUTOpP Ha MPOTEUH-TUPO3MH KWHA3, UH GUMPO, CUITHO M U30UPATEIIHO MHXUOUPA
mytupanara ¢popma Ha C-Kit pereniropa, B okctamemOpannust komiuieke (JM). Cpiio Taka nHXHOUpa
peuenTopa Ha TpoMOouuTHHUs pactexeH ¢paktop (PDGF) u na ¢pubpobnacTaus pactexen dpakTop
(FGFR3).

B maiko KITMHHYHO MpOyYBaHe KydeTa OT Pa3iIMyHH [MOPOJH Ha Bh3PAcT OT JIBE JIO0 CeIeMHaIeceT
TOJIMHU ca OMITH paHIOMU3UpaHK Ja moaydaBat Masivet B mo3a 12,5 mg/kg nnum mmane6o. Ipu kyuera
C HEOTIePaTUBHHA MACTOITUTHY TYMOPH, CTaJAK 2 WK 3, eKCIpecuparii mytupai perentop c-KIT Ha
TUPO3HMH-KWHA3a, JICYeHHEeTo ¢ Masivet moka3Ba 3HAYUTETHO TIO-IBJIBT IIEPUO] OT BpeMe JI0
nporpecust Ha Tymopa (TTP) cpenno 241 nuu B cpaBHeHue ¢ 83 anu 3a trane6o0. OTroBop Ha
JICYEHUETO ¢ masitinib o3HauaBa cTaOMIHO 3a00JIsIBAHE, T.€. YACTHYEH WIIM IIbJICH OTTOBOP.

Jleuenneto ¢ Masitinib TpsiOBa Jia ce mpuiiara caMmo Mpu Ky4deTa ¢ HeolepaTHBHA MacTOIIMTHH
TyMOpPH, KOUTO ekcrpecupat myTtupanus C-KIT tupo3un kunazeH perentop. Hannarero Ha mytupan
c-KIT peuenrop Ha THpO3MH-KKWHA3a TPsIOBa J1a O'bjie TOTBBPACHO MPEIH 3all04YBaHEe Ha JICYCHHE.

5.2 DapMaKOKMHETHKA

[pu kyuera cies nepopaiiHo npuiioxkeHue Ha j03a ot 11,2 (0,5 mg) mg/kg Tenecna maca, masitinib
0bp30 ce abcopOupa U BpeMeTo JI0 A0CTUraHe Ha MakcuMasiHa KOHIEHTPANus (T max) € TPHOIU3UTEITHO
2 yaca. Bpemero Ha momy)uBoT (t'2) e mpubausuTenHo 3-6 yaca. Masitinib e npubnusurenno 93 %
CBBP3aH C [UIa3MEHUTE OCNTHIH.

Masitinib ce metabonmusupa ocHOBHO upe3 N-aeatkumoTHoH. 3XBBPIISHETO OT OpraHM3Ma CTaBa mpe3
KITbUKATA.



6. DAPMAIIEHTUYHHA OCOBEHOCTH
6.1 Cnucbk HA eKCIMIIMEHTHTE

MukpokpurcTaiHa Hemyno3a
Povidone K30

[Ipax oT cCBUHCKH YepeH apoo
Crospovidone

Marune3ueB creapat

ITokpuTtre Ha TabieTkara:

Macrogol 3350

[ToauBUHWUIT ATKOXOJT

Tank

Turanos auokcun (E171)

bou Sunset yellow FCF (E 110) aluminium lake.

6.2 HecnbBMecTUMOCTH
Hama.
6.3 Cpok Ha rogHoOCT

Cpoxk Ha TOTHOCT Ha KpailHUs BETEpUHAPHOMEIULIMHCKH MIPOAYKT: 4 TOIUHU.

6.4. CneuuaJHu ycJa0BHUS 32 CbXPaHeHHe HA MPOAYKTA
Jla ce ma3u OyTmiKaTa IIBTHO 3aTBOPEHA.
6.5 BwuaucbcTaB Ha TBPBUYHATA ONMAKOBKA

Bsn ¢nakon ot HDPE, 3atBopeH TepMHYHO ¢ GUIMOBO MOKPUTHE M MTOKPHUT C Karayka ChC 3aIlIUTa OT
Jena.

30 ml ¢makon, ceappxkam 30 ¢punmupanu tabnerku Masivet ot 50 mg.

40 ml ¢makon, ceappxam 30 dunmupanu Tabnetkn Masivet ot 50 mg.

60 ml daaxon, ceabpikair 30 Gpuimupanu Tadaetkun Masivet ot 150 mg.

6.6 CheuuaJHu MepPKH 32 YHUIIOKABAHE HA HEU3MOJI3BaH NMPOAYKT HJIH OCTATHLM OT HEro

Bceku Hensno3BaH BeTEpUHAPHOMEIUIIMHCKHY IPOIYKT UM OCTAThIM OT HEro, TpsiOBa fa ObaaT
YHUILOKEHU B CbOTBETCTBUE C U3UCKBAHUATA HA MECTHOTO 3aKOHO/IATEJICTBO.

7. HPUTEXATEJI HA JIMIEH3A 3A YIIOTPEBA

AB Science S.A.

3avenue George V

75008 Paris

Opanuus

+33(0)1 472000 14
+33(0)1472024 11
MASIVET@ab-science.com


mailto:MASIVET@ab-science.com

8. HOMEP(A) HA JIMIIEH3A 3A YIIOTPEBA
EU/2/8/087/001

EU/2/08/087/002

EU/2/08/087/003

9. JATA HA ITbPBOTO U3JJABAHE/IIO/JHOBSIBAHE HA JIMIIEH3A 3A
YIIOTPEBA

Jlara Ha mepBOTO M3maBane: 17/11/2008

10. JATA HA ITIOCJIEJHATA PEJAKIUSA HA TEKCTA

[Honpo6Ha nH(opMaITus 32 TO3U MPOIYKT MOKE /1a HAMEPUTE Ha HHTEPHET CTPAHUIIATa Ha
EBponeiickara areHius 1o jgekapcrsara http://www.ema.europa.eu.

3ABPAHA 3A ITPOJAKBA, CHABASIBAHE N/UJIN YIIOTPEBA

He e npunoxumo.
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INPUJIOXEHHME II

MNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXK/JIABAHE HA
IHAPTUJATA 3A TIPOJAXKBA

YCJIOBUSA NJIX OT'PAHUYEHUS B JIMIEH3A 3A YIIOTPEBA HA BMII,
OTHACHIIHA CE 10 NIPEAJIATAHETO NJIA YIIOTPEBATA MY

CTATYC HA MJICOK

11



A. TPOU3BOJUTEJ, OTTOBOPEH 3A OCBOBOK/IABAHE HA ITAPTHJIATA 3A
MPOJAKBA

HwMe u aipec Ha IPOU3BOIUTENS, OTTOBOPEH 32 OCBOOOKIaBaHe HA TAPTHAUTE 3a MPoaak0a

Centre Spécialités Pharmaceutiques
Avenue du Midi

63800 Cournon d’Auvergne
®paHnus

B. ¥YCJOBUSA NJIHU OTPAHUYEHUS B IMLIEH3A 3A YIIOTPEBA HA BMII,
OTHACHIIHA CE 1O IPEJJIATAHETO NJIA YIIOTPEBATA MY

I[a CC OTIIYCKa CaMO IT0 JICKapPCKO NpEAICaHue.

C. CTATYCHA MJCOK

He e npunoxumo.
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INPUJIOKEHHE III

ETUKET N JIMCTOBKA
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A. ETUKET
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HNH®OPMAILUA, KOATO CE U3IIMCBA BHPXY BBHIIIHATA OITAKOBKA

Kapronena xyrus

1. HAUMEHOBAHUWE HA BETEPUHAPHOMEJIUIIMHCKUA ITPOAYKT

MASIVET 50 mg ¢unmupanu TabneTky 3a Kydyera.
Masitinib

2. CBbABbP/KAHUE HA AKTUBHUTE CYBCTAHIMU U EKCIIMIIUEHTUTE

Masitinib 50 mg

3. DOAPMAIEBTUYHA ®OPMA

Ounmupana TadbaeTka

4. PASMEP HA OITAKOBKA

30 tabierkn

5. BUJOBE )KUBOTHM!, 3A KOUTO E IIPE/ITHASHAYEH BMII

Kyuera.

| 6. TEPAITEBTUYHU ITIOKA3AHUSA

| 7. METOJ1 U HAYUH HA ITPUJIOKEHUE

[Ipenu ynorpeba podeTH JIMCTOBKATA.

8. KAPEHTEH CPOK

He e mpunoxumo.

9. CIHHEHUAJIHU IPEAYHNPEXJAEHUA, AKO E HEOBXOJINMO

IIpenn ynorpeba mpoydeTH IMCTOBKATa
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10. CPOK HA I'OJHOCT

Tlonen no {mecerny/roauna}

| 11. CHEHNUAJIHU YCJIOBHUSA 3A CbXPAHEHUE

Jla ce na3u OyTuiKara IUIBTHO 3aTBOPEHA.

12. CHEIWUWAJIHU MEPKH TP YHUIHIOKABAHE HA HEU3IIOJI3BAH ITPOAYKT
NJIN OCTATHIHU OT HEI'O, AKO UMA TAKHUBA

YHHI0KaBaHe: Mpeay ynorpeda MpoveTH JINCTOBKATA.

13. HAIAIHUCDHT “CAMO 3A BETEPUHAPHOMEJIUIIUHCKA YIIOTPEBA” U
YCJOBUA NJIIM OTPAHUYEHUSATA OTHOCHO PA3IIPOCTPAHEHHUETO U
YIIOTPEBATA, AKO E ITPUJIOKUMO

Cawmo 3a BeTeprHapHOMEIUIMHCKA yrioTpeda. la ce oTIycKka camo Mo JeKapcKo MpeIicaHne.

14, HAIAINUCHT “JA CE CBXPAHSABA JAJIEY OT IOTVIEJA U HA HEAOCTBITHU
3A JEIIA MECTA”

I[a CC CbXpaHsBa Ha JajJIcH OT orJjieaa U Ha HEAOCTBHITHU 3a AC€a MECTaA.

15. HUME U TIOCTOSAHHUSA AAPEC HA YIIPABJIEHUE HA ITIPUTEXATEJIS HA
JIMOEH3A 3A YIIOTPEBA

AB Science
3avenue George V
FR-75008

Paris

®paHuus

16. HOMEP(A) HA JIMIIEH3A 3A YIIOTPEBA

EU/2/08/087/001
EU/2/08/087/003

| 17.  TIAPTHJIEH HOMEP

ITaptuna {HOMED}
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MUHHUMYM UHOOPMAIUSA, KOATO TPABBA JJA BbJE U3IIMCAHA BBbPXY MAJIKH
OITAKOBKMU BMII, KOUTO CbABPKAT EJUHUYHA JO3A

ETuker Ha OyTHiIKaTa

1. HAUMEHOBAHUWE HA BETEPUHAPHOMEJUIIUMHCKUSA TPOAYKT

MASIVET 50 mg ¢unmupanu TabieTky 3a Kydera.
Masitinib

2. KOJIMYECTBO HA AKTUBHATA CYBCTAHIMA

Masitinib 50 mg

3. CBABbPKAHUE CITPSIMO MACA, OBEM WJIW BPOM HA EJIMHUYHUTE 1031

30 Tabnerkn

4. HAYUH HA ITPUJIOKEHUE

[Ipenu ynorpeba nmpodeTH JIMCTOBKATa

| 5.  KAPEHTEH CPOK

He e mpunoxxum

| 6. TAPTHJIEH HOMEP

ITaptuna {HOMep}

7. CPOK HA I'OJJHOCT

Tlonen mo {meceny/roauHa}

| 8. HAJAIIMUCBHT “CAMO 3A BETEPUHAPHOMEJIMIIMHCKA YIIOTPEBA”

Camo 3a BCTCPUHAPHOMCANIINHCKA yHOTpe6a.

17



HNH®OPMAILUA, KOATO CE U3IIMCBA BHPXY BBHIIIHATA OITAKOBKA

Kapronena xyrus

1. HAUMEHOBAHUE HA BETEPUHAPHOMEJIUIIUHCKUSA TIPOAYKT

MASIVET 150 mg ¢unmupanu TabiaeTku 3a KydeTa.
Masitinib

2. CBABbP/KAHUE HA AKTUBHATA CYBCTAHIMA U EKCHUIIMEHTUTE

Masitinib 150 mg

3. DOAPMAIEBTUYHA ®OPMA

Ounmupana TadbaeTka

4. PASMEP HA OITAKOBKATA

30 tabierkn

5. BUJOBE )KUBOTHM!, 3A KOUTO E IIPE/ITHASHAYEH BMII

Kyuera

| 6. TEPAITEBTUYHU ITIOKA3AHUSA

| 7. METOJ1 U HAYUH HA ITPUJIOKEHUE

[Ipenu ynorpeba podeTH JIMCTOBKATA.

8. KAPEHTEH CPOK

He e npunoxumo

9. CIHHEHUAJIHU IPEAYHNPEXJAEHUA, AKO E HEOBXOJINMO

IIpenn ynorpeba mpoydeTH IMCTOBKATa

10. CPOK HA I'OJHOCT

18



Tonen mo {meceny/roauHa}

11. CHELHUAJIHU YCJIIOBHUS 3A CbXPAHEHUE

CpxpaHsBaiiTe OyTHIIKaTa TUIBTHO 3aTBOPEHA.

12. CHEIWUWAJIHU NPEAITA3ZHU MEPKHU INTPU YHUIILO’)KABAHE HA HEMU3IIOJI3BAH
MNPOAYKT UJIN OCTATHIU OT HET'O, AKO UMA TAKHUBA

YHuioxaBase: HpeI[I/I yHOTpe6a IpoYCTH JIMCTOBKATA.

13. HAIAINHUCDHT “CAMO 3A BETEPUHAPHOMEJIUIIUHCKA YIIOTPEBA” U
YCJIOBUA NJIKM OT'PAHUYEHUSATA OTHOCHO PA3BIIPOCTPAHEHHUETO U
YIIOTPEBATA, AKO E ITPUJIOKUMO

Camo 3a BeTeprHapHOMEIMIMHCKA yrioTpeda. la ce oTIrycka camo Mo JeKapcKo MpeIicaHne.

14, HAIANUCDHT “JA CE CbXPAHSBA JAJIY OT INIOTJIEJA U HA HEJOCTBIIHU 3A
JEINA MECTA”

[a ce cpxpaHsiBa 1aned OT IMoriiefa ¥ Ha HeJIOCTHITHY 3a JieTla MecTa.

15. HUME U TIOCTOSAHHUSA AAPEC HA YIIPABJIEHUE HA ITIPUTEXATEJIS HA
JIMOEH3A 3A YIIOTPEBA

AB Science

3 avenue George V
FR-75008

Paris

OpaHuus

16. HOMEP(A) HA JIMIIEH3A 3A YIIOTPEBA

EU/2/08/087/002

17. TAPTUIAEH HOMEP

[Taptuna {HOMEp}
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MUHHUMYM UHOOPMAIUSA, KOATO TPABBA JJA BbJE U3IIMCAHA BBbPXY MAJIKH
OITAKOBKMU BMII, KOUTO CbABPKAT EJUHUYHA JO3A

ETuker Ha OyTHiIKaTa

1. HAUMEHOBAHUWE HA BETEPUHAPHOMEJUIIUMHCKUSA TPOAYKT

MASIVET 150 mg ¢unmupanu TabIeTKH 32 Ky4deTa.
Masitinib

2. KOJIMYECTBO HA AKTUBHATACYBCTAHIMA

Masitinib 150 mg

3. CBABbPKAHUE CITPSIMO MACA, OBEM WJIW BPOM HA EJIMHUYHUTE 1031

30 Tabnerkn

| 4. HAYUH HA ITPUJIOKEHUE

[Ipenu ynorpeba mpodeTH JIMCTOBKATA.

| 5.  KAPEHTEH CPOK

He e mpunoxumo

6. IHHAPTUAEH HOMEP

ITaptuna {HOMep}

7. CPOK HA I'OJJHOCT

Tl'onen mo {meceny/roauHa}

| 8. HAJAIINCHT “CAMO 3A BETEPUHAPHOMEJIMLIMUHCKA YIIOTPEBA”

Camo 3a BeTeprHapHOMEIUITMHCKA YIOTpeba.
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B. JIUCTOBKA
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JIMCTOBKA 3A:

MASIVET 50 mg ¢puamupanu TabjIeTKH 3a Ky4yeTa
MASIVET 150 mg ¢puamupann Ta6jeTKn 32 Ky4yeTa

1. HUME U IIOCTOSSHHUSA AAPEC HA YIIPABJIEHUE HA IIPUTEXKATEJISI HA
JIMIIEH3A 3A YIIOTPEBA U HA ITIPOU3BOJAUTEJIA, AKO TE CA PA3JIMYHU

IIpuTexxaTen Ha IHMIIEH3a 32 VHOTDe6aI

AB Science S.A.
3 avenue George V
FR-75008 Paris

®paHuus

[Ipon3BOAMTEIN, OTTOBOPEH 3a OCBOOOK/IaBaHE HA APTUIATA!

Centre Spécialités Pharmaceutiques
Avenue du Midi

63800 Cournon d’Auvergne
®paHuus

2. HAUMMEHOBAHUWE HA BETEPUHAPHOMEUIIUHCKUSA ITPOAYKT

MASIVET 50 mg ¢punmupanu TableTky 3a Kydera
MASIVET 150 mg ¢punmupanu TabneTku 3a KydeTra

3. CbABbP/KAHUE HA AKTUBHUTE CYBCTAHIUMU U EKCIHMIIMEHTUTE

MASIVET e cBetioopanxeBa Ha I[BAT, Kpbria (puiaiMupaHa TadJeTka.

Bcesika tabnetka cpappka wim 50 mg, wim 150 mg masitinib, koero e akTuBHaTa cyOcraHIms. Beska
tabnetka chabpxa cbino oou Sunset yellow FCF (E 110) aluminium lake u TutanoB nuokcun (E171)
KaTO OIIBETHTEIL.

TaOnerkute ca Mapkupanu c peneden Hammuc "50" mmm "150" oT emnHata cTpaHa M JIOTOTO Ha
KOMITaHUSTA OT JIpyrara cTpaHa.

4. TEPAITEBTUYHU IOKA3AHUA

Masivet ce n3mon3Ba 3a ieueHre Ha KydeTa ¢ HeolepaTuBHU MacTOIMTHU TyMopH (Craawmii 2 wim 3) ¢
noTBbpAeHa MyTanus Ha c-KIT THpo3uH KMHa3HHA penenTop.

5. INPOTUBOITIOKA3AHUA

Ha Bamiero kyue He TpsiOBa 1a ce maBa Masivet, ako To:
e E OpeMeHHO MM KEPMU;
e E Ha BB3pacT mox 6 Meceria WM TeKH Mo-Manko ot 4 Kg;
e Crpana ot 4epHOAPOOHA WK OBOpPEYHA HEJJOCTATHUHOCT;
e lma aHeMus WM HUCHK Opoii HEYTpoDHIH;

22



e E amepruuno kpM masitinib, akTuBHaTa cyOCcTaHINA B Masivet Wi KbM HAKOHW SKCITUITHCHT,
BKIJIIOUCH B ChCTaBa Ha MPOIYKTa.

6. HEBJATOIIPUSITHU PEAKIINU

Tpsa0dBa M1 1a 0o4aKBaM HeOJATONPUATHH PeaKIUM IPH MOETO Ky4e 10 BpeMe Ha JIe4eHHeTo ¢
Masivet?

Masivet, kakTo BCSIKO IPyro JIEKapCTBO, MOXKE Ja MPHYHHH HEOJIArompHATHH peakiuu. Bammst

BEeTepUHAPCH JIeKap MOKe Hai-moOpe na Bu ru ommue.

MHoro 4ecTH peakIiu:

= Jlexu 10 yMEPEHHU racCTPOMHTESCTHHAIIHYU peakiiuu (Auapus U OBPBILAHE) ChC CpeIHA
MPOIBIKUTEIHOCT NMPUOIU3UTENHO 21 1 9 JHM CHOTBETHO.
= Jlek 10 yMEpEeH Kocoma ChC CpeHa MPOABIDKATEIIHOCT HPUOJIM3UTEITHO 26 THU.

UYecTu peakuuu:

CrenuuyanTe MEPKH, KOUTO TPsIOBa /1a ce peanpuemMar ot Baiust BeTepiuHapeH Jiekap B ciaydaid Ha
TOPEOTUCAHUTE CHCTOSHUS (BXK. TOUKa §):

o Texka ObOpedHa TOKCHIHOCT MOXKE J]a HACTBITH MIPH KydeTa, KOUTO CTpajgaT oT OhOpedHo
YBpEeXIaHe B HAYaJIOTO Ha JICYEHUETO (BKIFOUUTEIHO BUCOKO HUBO Ha KPEAaTUHHUH B KPBBTA WU
MIPOTEUHYPHS).

e YMepeHa 0 TeXKa aHeMHUs (AITaCTUYHA/XEMOJIMTUYHA) ChC CPEIHA IPOABIKUTEIHOCT
NpUOTU3UTETHO 7 THU.

e Cunapom Ha 3ary0a Ha OenThK (IJIaBHO B PE3yJITaT Ha OHI)KAaBaHE HA CEPyMHUS IOYMHUH).

e Jleka 10 yMepeHa HEYTPOIIEHHS ChC CPEeIHA TPOIBIDKUTETHOCT NPUOIU3UTEIHO 24 THU.

o Tlosumagane Ha Tpancamunasute (ALT wau AST) ¢be cpeiHa MPOABIDKUTETHOCT
MpUOIU3UTETHO 29 THU.

Jpyrure yecto HabI0IaBaHH HEOIATONPUSTHN PEAKIMU B TIOBEUETO CIy4Yan Ca JIEKU M YMEPEHHU:

e JleTaprus nim acTeHHs ChC CpeHA TPOIBIDKATETHOCT Npruoau3uTeaHo 8 u 40 JHU CHOTBETHO
HamansiBane Ha areTUTa WM aHOPEKCHS ChC CPeliHA MPOIBIKUTETHOCT 45 u 18 nHu
CHOTBETHO.

Kanumna (cpemHa mpoabKATETHOCT 23 THH).

Jlnmbanenomeranus (cpegHa NPOIBILKUTETHOCT 47 IHU).

OToK (cpenHa NpoabIKUTETHOCT Ha OTOKA 7 JIHH).

Jlumom (cpenHa NpOIBIDKUTETHOCT 53 THN).

KakBo TpsiOBa 1a HanpaBsi, aKO HACTHIAT HEOJATONPUATHH PEAKIUH NPU MOETO Ky4e M0 BpeMe
Ha JedyeHHeTo ¢ Masivet?

AKO 3a0€eJIe)KUTE HIKAKBO CEPUO3HO BB3JACUCTBUE WM IPYyrH eeKTH, BCIACACTBUE OT yroTpedara Ha
T03u BMII, KOMTO HE ca OMMCaHu B Ta3H JJUCTOBKA, MOJIs He3a0aBHO J1a yBejoMuTe Balivs BeTreprHapeH
JIeKap.

B ciyyaii Ha HeOnaronpusiTHa peakiys Bammsar BeTepuHapeH JieKkap MOKe J1a Py 1a HaMally J1o3aTa
WJIM JIa CIIPE JIEYEHUETO.

7. BUJIOBE ) KUBOTHH, 3A KOUTO E IIPEJTHA3ZHAYEH BMII

Kyuera.

8. JAO3UPOBKA 3A BCEKHU BUJI ’KUBOTHO, METOJl 1 HAYUH HA ITPUJIAT AHE
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Masivet e mpeaHasHaueH 3a TepopaiHa ymoTpeda Mpy KydeTra W TpsOBa Ja ce IMpHeMa CIopen
MHCTpYKLUUTE Ha Bamus BeTrepuHapeH siekap. Toll e Bu kaxke KakBa € Hy>KHaTa J0O3UpOoBKa 3a Bamero

Kyu4e.

IIpemoprunrennara qo3a € 12,5 mg/kg (¢ Bapupane Ha mozata 11-14 mg/kg) BeqHbkK THEBHO, KAKTO €
npeAcTaBeHo B Tabnumara mo-aoiy. [Ipu Kydera ¢ TenecHa maca mo-majiko ot 15 kg He BuHaru e
BB3MOXKHO TOYHO o3upane. TakuBa kydera morat fa Obpaat ekyBanu ¢ 50, 100 wmm 150 mg, ako e
BB3MOJKHO JIa Ce TOCTUTHE TpuLienHa 1o03a ot 11-14 mg/kg Tenecna maca.

12,5 mg/kg T.m.
Bpoii TadieTKH THEBHO Jo3a mg/kg
Io- Io-

Tenecna maca HHCKO | BHCOKO

Ha Ky4eTo B Kg | 50 mg - 150 mg | Terso | TerJio
> 15 18 1 TUTFOC 1 13,7 11,1
> 18 22 2 TUTFOC 1 139 114
> 22 26 - - 2 13,6 11,5
> 26 30 1 TUTFOC 2 135 11,7
> 30 34 2 TUTFOC 2 13,3 11,8
>34 38 - - 3 13,2 11,8
> 38 42 1 TUTFOC 3 13,2 11,9
> 42 46 2 TUTFOC 3 13,1 12,0
> 46 50 - - 4 13,0 12,0
> 50 54 1 TUTFOC 4 13,0 12,0
> 54 58 2 IUTFOC 4 13,0 12,1
> 58 62 - - 5 12,9 12,1
> 62 66 1 IUTFOC 5 12,9 12,1
> 66 70 2 TUTIOC 5 12,9 12,1
>70 74 - - 6 12,9 12,2
> 74 78 1 IUTFOC 6 12,8 12,2
> 78 - 2 TUTIOC 6 12,8 -

Axko TabneTkara ObJie perypruTapana win Obje MOBbpHATa B paMkuTe Ha 10 MUHYTH ciie]] mpueMaHe,
JedeHneTo TpsiOBa Ja ce MOBTOpU. AKO TabyeTkaTa Oblie perypruTupaHa win ObJlie OBbpHATA I0-
KBbCHO OT 10 MHHYTH clies1 TpreMaHe, Je4eHHeTo He TpsOBa ja ce MOBTapsl.

9. CBHBET 3A IPABUJIHO ITPUJIOKEHUE

Kak TpsioBa 1a ce mpuiara Masivet Ha MoeTo Kyde H KOJIKO IBJITro?

TabneTkuTe TPsIOBA BUHATH J1a CE IIPUEMAT I10 €IMH U ChIIU HaYWH, ¢ XpaHaTa. Ta0JieTkuTe TpsiOBa jia
CC MnpueMar Uejin u HE OnBa Ja Cc€ OCJIAT, UyIIAT Wi CTpUBar. Axo Ky4d€TO OTKaXXE CUyIICHA Ta6HeTKa
cliell CIIbBKBaHE, TS TPSAOBA J1a ce U3XBBPIIH.

AKo ce mpomycHe enHa 7032, TpAOBa Ja ce ImpueMe clieBaliaTta 703a clopen npeanucanuero. He
yBeIlMuYaBaiiTe WM yABOsiBaiiTe n03aTa. AKO KydeTo NpUeMe MOo-ToiisiMa OT IpejrucaHara Jo3a,
CBBbpKETE ce ¢ Bammms BeTepuHapeH nexap.

[IpoabIKUTETHOCTTA Ha JICYCHHETO 3aBUCH OT MOBJIMABAHETO B PE3YJITAT Ha JieYeHHeTo. JledeHneTo
Tpsi0Ba Jja MPOIBIKH B CIy4ail Ha CTa0MIHO 3a00IIIBaHe, T.€. CTATUYHO, YACTUYIHO WIIN ITBITHO
MOBIIMSIBaHE HA TYMOPA, aKO MPOAYKTHT C€ TIOHACS JOCTAaThYHO A00pe. B ciydaii Ha mporpecupane Ha
TyMOpa € MaJIKO BEPOSATHO JICUEHHETO Aa ObJe YCIEeIHO U TPIOBa Jla ce Impepasriesna.

Jlegenueto TpsiOBa nma ce mpocienu cien 4 1o 6 CeIMHIM, 3a JIa CE OICHU IIbPBOHAYAIHHS OTTOBOP.
JBarocpodHo JieueHne TpsAOBa a ce MPOBEXKIa P PEIOBEH (Hali-MajIKo €KEeMeCeUeH) BEeTepHHAPCH
KOHTPOJL.
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10. KAPEHTEH CPOK

He e npunoxumo.

11. CHELHUAJIHHU YCJIOBUSA 3A CbXPAHEHUE HA MIPOAYKTA

Jla ce chxpaHsBa Ha JaJied OT MOTJIeAa U Ha HEJIOCTHITHY 3a Jiella MecTa.
CrxpansBaiiTe OyTHIKaTa ITBTHO 3aTBOPEHA.
[a He ce n3non3ea cieq U3TUYaHa CPOKA HA TOJHOCT, TOCOYEH BBbPXY eTHkeTa cien “Tomen mo”.

12. CHELUAJIHU DPEAYNPEXKIEHUS

CHCHI/I&J’IHI/I Opeanasiy MEPKHU IIpH VHOTDe6aTa:

CrenyaiHy NpeaynpeKaeHHs:

B ciyuaii, 4e MaCTOLMTHUAT TYMOD € OIlepaTHBEH, XUPYPrUYHOTO JieueHHE TpsiOBa Aa Obae IbPBO
cpencTBo Ha n300p 3a nedenue. Jleuennero ¢ Masitinib TpsiOBa fa ce mpriara caMo mpH KydeTa ¢
HEOIEPATUBHU MACTOLIMTHU TYMOPH, KOUTO ekcrpecupaTr Mmytupanus c-KIT Tupo3uH kuHaszeH
penenirop. Hanmuunero Ha myTtupan Tupo3uH kuHazeH C-KIT penentop TpsiOBa 1a Obe MOTBBPACHO
Ipeay 3arloYBaHe Ha JCUCHHUE.

CHCHI/I&J’IHI/I nopeanasiy MCPKHU IIPpH VHOTD663 OpH X XKUBOTHH!

KakBu ca cnenmajJHuTe npeana3sHu MepKHU 3a MOeTO Ky4e?

Kyderara TpssOBa BHUMAaTeIHO Ja ce CIeAsaT OT Bamms BerepuHapeH Jiekap (Hal-MalKo BEIHBXK
MECEYHO) U aKO € He0OXOJMMO JICYEHHETO TPsIOBa Ja ce Pen3upa Wi CIIpe.

Jlewenneto TpsOBa ga OB/I€ CIIPSIHO, aKO ce HAOII01aBa HAKOW OT CICTHUTE CUMIITOMU: AHEMUS, TEKKA
HEYTpPOIICHUs, TeXKa OBOpeYHa TOKCHYHOCT, YepHOAPOOHA TOKCHYHOCT W/WIIM TEKKA THAPHS HIIH
HOBpPBILAHE, IEPCUCTHPALIN CIIe] peIylIpaHe Ha 103aTa.

Kyuerara He TpsiOBa Jja ce M3MON3BAT 3a Pa3IlIo]] 110 BpEME Ha JICUSHHETO.

He nznon3Baiite npu OpeMEHHH WM KbPMEIIH KYUKH.

KakBu ca cnenuaJTHuTe Npeana3sHu MePKU, KOUTO TPsIOBa Ja ce mpeAnpueMar oT JIHIETo, KOeTo
npuiaara Masivet?
IToBTOpEeH KOEH KOHTAKT ¢ Masitinib mMoxke na Hapymim KeHckata (EpPTHIIHOCT M PAa3BUTHETO Ha
IUIOJIA.
AxrtuBHara cybcranius Masivet Moske Ja IpHYUHE KOKHA CEHCHOMTU3AIINL.
o 130sTBaiiTe KOKEH KOHTAKT C ()eKaINH, yPHHA U IOBEPHATUA MaTEPUU OT Ky4eTa, MOJJIOKESHH Ha
JIeYeHue.
e Hocere 3aliMTHY PHKABHUIM JOKATO M3XBBHPJATE MOBbPHATH MATEPUU, YPUHA HIIM (DEKAIHH OT
Ky4eTa, OAJIOKEHH Ha JICYCHHUE.
e AKO HauyIleHU TaOJIETKH, TIOBBPHATH MaTEPHH, ypUHA WU (Perec OT Kydera, IMOJIOKEHU Ha
JIeYeHue, BIIsI3aT B KOHTAKT C KO)KaTa, BeJHara u3IIaKkHeTe OOMIHO C BOJA.

AxTuBHata cybocranmus Masivet Moke 1a IPUYUHN CHITHO JIpa3HEHE HA OYMTE U CEPHO3HO YBPEXKIaHE
Ha OYHMTE.

e l30srBaiiTe KOHTAKT C OYUTE.

e BuuMmagaiiTe 1a He TOKOCHETE OUUTE CH MPEIH JIa CTE CBAMINA M H3XBbPIIHIH

PBKaBHUIIUTE U NP JIa CT€ U3MIIIM PBIIETE CH CTAPATENIHO C BOJA.

e  AKO MPOAYKTHT BJIe3¢ B KOHTAKT C OUUTE, H3IUIAKHETE BelHAra OOMIHO C BOJIA.
Xopa ¢ ycTaHOBEHA CBPBXUYBCTBUTEIHOCT KBM Masitinib TpsOBa 1a n36ArBaT KOHTAKT C
BETEPUHAPHOMEIUITHHCKUS TIPOIYKT.
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IIpu cnywaitHO morTbBIIaHe He3a0aBHO Ja Ce MOTHPCH MEAWIMHCKUA CBhBET, KaTo Ha JICKaps ce
MIPEIOCTaBU JINCTOBKATa WM €TUKETa Ha mponaykra. He spkTe, He muiiTe UM He MylieTe Mo BpeMme Ha
TpeTHpaHe Ha KydJeTo.

I[euaTa HC TpH6Ba Ja BJIM3aT B KOHTAKT C Ky4€Ta, MOAJIOKECHHN Ha JICUCHUEC, C TEXHU MU3IIPAKHCHUA WU
IMOBBbPHATU MATCPUH.

Morar 11 1a ce 1aBaT IPYrH JEKapCcTBa, J0KATO MOeTO Ky4e npuema Masivet?

Mma nexkapcTBa, KOUTO He TPsIOBa J1a ce maBar Ha Barieto Kyde 1Mo BpeMe Ha JICYSHHETO, Thi KaTo
MOTart Jia IPUIHUHAT CEPUO3HN HEOMArONPUATHN PEaKIHH.

EnnoBpemeHHata ymorpeba Ha IpyTy BEIeCTBa C BUCOKA CTETIEH HA CBhP3BaHE C OENTHIN MOXE J1a
JIOBeJIe 10 KOHKYpUpaHe CBhp3BaHeTo Ha Masitinib 1 mo To3u HaunH 1a npenu3BrKa HEOIATONPHUSITHH
edexru.

ChITBTCTBAIIO JICUSCHHUE C BEIIECTBA, KOUTO ce MeTabonmu3upar upe3 CYP450 uzodopmure, Moke na
JTOBeJIe 10 TIOBUIIIABaHE WIIM TTOHIKaBaHe Ha TUIA3MEHUTE HUBA WIIM Ha masitinib, nim Ha Te3u
BEINECTBA.

Hudopmupaiite Barms BeTeprHapeH jgekap 3a BCHUKY JICKapCTBa, KOUTO Bh3HAMEPSBATE Ja AajeTe
Ha Bamiero ky4e, BKIFOUHTEIHO 33 TE3H, KOUTO CE OTIYCKAT 03 JIEKapCcKOo MpeIicanue.
Edukacrocrra Ha Masivet moxe 1a ce peayiupa npu Kydera, KOUTO IMPEIH TOBa ca OWIIN JIEKyBaHH C
XUMHUOTCPAIIUA I/I/I/IHI/I JIpYCTCpAIIn. Hsama nannuna I/IH(bOpMaHI/IH OTHOCHO ITIOTCHIIMaJIHaTa
KPBCTOCAaHA PE3UCTEHTHOCT C APYTU LUTOCTATULIN.

IIpenosupane:
[IpenopbuntenHara aAHeBHa 103a oT 12,5 mg/kg TenecHa Maca ChOTBETCTBA HA MaKCHMAITHATA

noHocuma no3a (MTD).

OCHOBHHTE TIPUTIEITHN OPTraHy 32 TOKCHYHO BB3JIEHCTBHE NIPU KydeTaTa ca raCTPOUHTECTHHATHHST
TPAKT, XEMOIOETHYHATA CHCTEMa, OBOPEIIUTE U YSPHUST APOO.

B ciiydaii Ha HEOIArONPUATHU PEaKIMK CIIe/ MPEA03upaHe, JICUYSHUETO TpsOBa J1a ce Crpe J10
pasceiiBaHe, a cJiej] TOBa Jia ce Bb30OHOBH B TIpeNoOphuBaHaTa TepaneBTHYHa 103a. MOoJs, CBhpKETE ce
C BalllKs BETEPUHAPEH JIeKap.

13. CHEIMAJIHM IPEAIIASHU MEPKMU I1PU YHUILIOKABAHE HA HEU3I1OJI3BAH
NPOAYKT NJIN OCTATHIMU OT HET'O, AKO UMA TAKUBA
BMII He TpsiOBa ga ObaaT N3XBBPISHY ¢ OUTOBY OTIABIN WIIK OTHAIHU BOJIH.

ITonuraiite Bamus BeTepuHapeH Jiekap KakBo Ja npasure ¢ HeHykHute BMII. Tesu mepku e nomorsar
3a OIa3BaHE HA OKOJIHATA CPeJa.

14. JATA HA HA ITOCJIEAHUA ITPETJIE/I HA TEKCTA

[MonpoOHa nHpOpMaIs 32 TO3U MPOJYKT MOXKE JIa HAMEPUTE Ha MHTEPHET cTpaHuIlata Ha EBporneiickara
arennws 1o jekapcrsata (EMA) http://www.ema.europa.eu

15. JOHBJIHUTEJIHA TH®OPMALIUS

Camo 3a BeTepHHAPHOMEIMIINHCKA yIIOTpeOa.
TabiieTKkHUTE ca HAJIWYHU B OIMakoBKU o 30 TabieTKH.

Masivet npecraBisgBa JEKapCTBO, KOSTO CE OTITYCKA IO JISKAPCKO MPENICaHue 3a JICUCHUE Ha KydeTa
C MacCTOLMTHHU TYMOPH. MacTOIMTHUTE TyMOPH Ca KaHIIEPO3HU Nposidepanuy Ha MacTOIUTH. ToBa €
XETEPOreHHO 3a00JIsIBaHe, KOSTO MOXE J1a ObJIe OTHOCUTEITHO HEBUHHO I arpECUBHO 3JI0KAYE€CTBEHO.
Ilpu HiIKOM O0OCTOATENCTBA MACTOIMTHUTE TYMOPHM MoraT Jma Objaar
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JKUBOTO3aCTpallaBainy 3a Barero kyde. Masivet Moxe Jia yIBJKA BPEMETO JI0 IPOTPECUPAHETO Ha
TyMopa.

Crneuuanna nndopmauus 3a BeTepuHAPHUS JeKap

Kyuerara TpsiOBa na ObJaT BHUMATEIHO MPOCIEAsBAHMU U 10 MpodecHoHaIHa peleHKa 103aTa
TpsiOBa J1a ce peAyLHpa B Cilydail Ha Bb3MOXKHHU 3HAYMMU HEOJIArONPHUATHU PEaKIHH.

KonTtpoa Ha 666peunaTa dyHKIMs

BbrOpeunara ynkums TpsOBa 1a ce ciaeau eXKeMECEYHO Ype3 U3cIeIBaHe C TeCT-IICHTHYKH.

B ciyyaii Ha MOJIOKHUTENHU PE3YNTATH OT MOIYKOJIHMYECTBEHOTO U3CIIEABAHE C TECT-ICHTHUKHU (OENITHK
> 30 mg/dl), TpsiOBa na ce W3BBLPIIM YPUHEH aHAIM3, 32 Jla CE ONpEJCId OTHOUICHHETO OCITHK B
ypuHata kpeatranH (UPC) u 1a ce B3eMe KpbBHa mpo0a 3a u3cie/IBaHe Ha KPeaTUHHH, aTOyYMUH U ypest
(BUN).

[Tpu otHomenne UPC > 2, xpeaTuHuH > 1,5 mbTH HaJ TOpHATA rpaHHIla Ha HopMmara, anoymuH < 0,75
OT JI0JIHATA TpaHuIa Ha HopMaTa wiH ypes (BUN) > 1,5 mbTH Hal ropHaTa rpaHuila Ha HOpMara, CrpeTe
JICYCHHUETO.

IIpocnensBane Ha 3ary6ara Ha OeIThK
ExeMeceuHo u3cneBaiTe ypuHaTa ¢ TECT-ICHTHUYKA. B cilydail Ha OJIOKUTENEH pe3yaTaT OT
HOJIYKOJIMYECTBEHOTO M3CIIeIBAHE C TECT JieHTHYKa (Oenthk >30 mg/dL), u3Bbpiuere n3cieaBaHe Ha
YpHUHATA, 32 JIa OTMPEJCIUTE OTHOIIEHUETO O0eNThK B ypuHaTa kpeatunut (UPC).
Exxemecedno n3cneaBaiiTe HUBOTO Ha aIOyMHH B KPBHBTA.
= B ciyqaii Ha UPC oTHomenwne > 2 nin andymuH < (.75 oT qomHaTa TpaHUIla HA HOpMaTa
JIEYeHNETO TPAOBa J1a ce MPEeKbCHE T0KaTo cToiHOocTHTe Ha anoymuHa u UPC ce BppHar B
rpanuuute Ha HopMmarta (UPC otHomenue < 2 u andymus > 0.75 oT mosiHaTa rpaHyia Ha
HOpMaTa), CJIe]] KOETO JISYEHHUETO MOXKE JIa TIPOIBJIKHU B ChIIaTa JA03a.
= Ao eano ot te3u cherostaus (UPC otHomenue > 2 win anoymun < 0.75 ot goiHaTa rpaHuia
Ha HOpMaTa) ce MOSBY 3a BTOPH IbT, JICYEHUETO TPIOBa fa ObJie IEPMAHEHTHO CIIPSIHO.

AHeMHs W/HIH XeMOoJIn3a
Kyuerara TpsiOBa BHUMATEIHO Jia ce MPOCIIEASIBAT 32 CHMIITOMH Ha (XeMOJIUTHYHA) aHemust. [1pu
MosIBa Ha KIIMHWYHHA CUMIITOMU Ha aHEMHUS WIIH XeMOJIN3a, TpIOBa Jla Ce N3CieBaT XeMOrIIOOWH,
JUPEKTEeH OMITUPYOHH U XaNnTOTIIOOWH M JIEBKOIUTH (BKIIOYHTEITHO PETUKYJIOIHUTH).
Jleuenueto TpssOBa 1a ce crpe B caydai Ha:
=  XemonuTHYHA aHeMUS, T.€. Xxemormooun < 10 g/dL u xemonu3a,
T.e. AUpEeKTeH OnnupyouH > 1,5 mbTH Haj ropHaTa rpaHMLa Ha HOpMara 1 XanTtoraoous < 0,1
g/dL,
*  AHemus B pe3yJITaT Ha JIUICA HA Bh3POU3BEKIaHe, T.e. xemornoouH < 10 g/dL u
petukysomuTu < 80,000/mm?3,

XemnatoTokcnyHocT (mouinaBane Ha ALT nin AST), HeyTponeHus

[pu nosumaBane Ha ALT v AST > 3 mbTH HaJ1 TOpHATa TpaHMIA HA HOpMaTa, OHMKaBaHe Ha
neyrpopmmure < 2000/mm? uin 110sBa Ha HAKAKBB APYT CEPHO3EH HEOIAroNpusTeH eeKT,
JIEYSHUETO TPsIOBA Ja ce MPOMEHU 10 CIIeIHUS HAunH:

[Ipu mbpBa nosBa JieueHNETo TPsIOBa Ja ce MPEKbCHE 10 Bb3CTAHOBSIBAHE, CIIE]] KOETO Ja e
BBH3CTAHOBH TP CHIIIHS JI030B PEIKUM;

[Ipu noBTOpHA MOsIBa HA CHLUIOTO CHCTOSHUE JICYCHUETO TPsIOBa /1a ce MPEKbCHE /10 Bh3CTAHOBSIBAHE;
CJIe]] TOBa JICUCHUETO TPsiOBa J1a MPOJABIKY ¢ peAyLpana 103a oT 9 mg/kg TeixecHa Maca JTHEBHO;
[Ipu nosiBa 3a TpeTH BT Ha CHIIOTO CHCTOSIHUE JICUEHHETO TPAOBaA J1a c€ MPEKbCHE JI0
BB3CTaHOBSIBAaHE; CJIE/I TOBA JICUCHHUETO TPSIOBA J1a MPOABIDKH C pelylpana 103a ot 6 mg/kg tenecna
Maca JHEBHO;

Jleuenuero TpsiOBa 1a ObJIE CIPSHO, aKO c€ HAOII0JaBaT TEKKU HEOIArONpHUATHN PEaKLH IIpH 6
mg/kg TenecHa Maca JHEBHO.
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O000menne Ha TPAHUYHATE CTOWHOCTH 32 JIA00PATOPHUTE pe3yJITaTH, KOMTO NMPeacTABISIBAT
NPOTHBOINOKA3aHUE WM HAJIATAT POMSHA B JledeHHueTo (MpeKbCBaHe, pelylHpaHe HA A03aTa
WJIN CIIUpaHe)

IMoBenenue npu xenarorokcunanoct (ALT nam AST)

IMpoTuBoONOKA3aHUE Hpexsepane na Penynupane na CnupaHe Ha JieYeHUETO
JIeYEeHHETO ja03aTa
> 3ULN >3 ULN > 3ULN
>3 ULN (1-Bu rBT) (2-pw/3-1H IBT) (4-TH IBT)
IloBenenue npu HeyTponeHus (0poii HeyTpoGuIn)
IMpoTuBoONOKAa3aHUE Hpexsepane na Penyuupane na CnupaHe Ha Jie4eHUETO
JIEYEHHETO a03aTa
3 <2000/ mm? <2000/ mm?® <2000/ mm?3
<2000/ mm (1-Bu BT) (2-pu/3-Tn 1BT) (4-T1 IBT)

IMoBenenue npu 3aryda Ha 6earbk (Anoymunemus u/miam UPC)

IIpexbcBane Ha Penyuupane Ha
IIpornBonoOKa3anue P Ayrip Cnupane Ha JIe4eHHeTO
JIeYeHHETO ao3ara
A <0,75LLN A <0,75LLN
AnGymmi < 1 LLN noymuH < 0,75 noymuH < 0,75
uimu UPC > 2 He e mpumnoxumo unu UPC > 2
umu UPC > 2
(1-Bu BT) (2-pu 1BT)
IloBenenue mpu XeMOJMTHYHA U apereHePATUBHA aHeMHUsl (XeMOIJ100UH, ONITUPYOHH,
XaNnTorJ00MH, peTHKYJIOIMTH)
IIpexbcBaHe HA Penyuupane Ha
IIporuBonokasanue P AYHHp CnupaHe Ha JieyeHUETO
JIeYeHHEeTOo ao3ara

Xemormobun < 10g/dL

He e mpunoxumo

He e mpunoxumo

Xemormobun < 10g/dL u
WIN

JUpEKTeH OUITUpyOuH >
1,5 ULN n
xarrrornooun<0,1g/dl,

WJIU PETUKYJIOLUTH <
80 000/mm?

Perynupane Ha nozara

[MpenopbunTtenHaTa qHEBHA J103a oT 12,5 mg/kg TenecHa Maca ChOTBETCTBA HA MaKCHMAaITHATA
noHocuMa f03a (MTD), kosATo € mosrydeHa ciiel MHOTOKPATHH M3CIICABaHMS BbPXY TOKCHYHOCTTA Ha
J103ata MpH 3[[paBy JIOBDKUHCKYU KydeTa. B ciryuaii Ha HeOIaronpusITHU peakiuy JI03UTe MOTarT Jia
OBIaT peAyUpaHu 10 BeIHBXK JHeBHO 9 mg/kg TenecHa maca (nuanaszon 7,5 — 10,5 mg/kg) nmm 6
mg/kg TenecHa maca (nuana3on 4,5 — 7,5 mg/kg) cnopen TabauImTe M0-10IY.
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9 mg / kg TenecHa maca

Bpoii TabneTku
JTHEBHO Ho3a mg/kg
ITo-
TenecHa maca 50 mg ) 150 mg ITo- | BHCcOK
HA Ky4eTo B HHUCKO 0
kg TErJo | TerJjo
>150| 194 - - 1 10,0 7,7
>194 | 250 1 TUTIOC 1 10,3 8,0
>250| 30,6 2 TUTIOC 1 10,0 8,2
>30,6 | 36,1 - - 2 9,8 8,3
>36,1 | 41,7 1 TUTIOC 2 9,7 8,4
>A417 | 47,2 2 TUTIOC 2 9,6 8,5
>472 | 52,8 - - 3 9,5 8,5
>52,8 | 583 1 TUTIOC 3 9,5 8,6
>58,3| 639 2 TUTIOC 3 94 8,6
>639 | 694 - - 4 9,4 8,6
>694 | 750 1 TUTIOC 4 9,4 8,7
>750| 80,6 2 TUTIOC 4 9,3 8,7
6 mg / kg Texecua maca
Bpoii TabeTku
JTHEBHO Jo3a mg/kg
Io-
TejecHa maca 50 mg ) 150 mg IHo- | BUcOK
HA Ky4YeTo B HHCKO 0
kg TErJ10 | TerJio
>150| 20,8 2 - 6,6 4,8
>208| 29,2 - - 1 72 51
>292| 375 1 TLTIOC 1 6,9 53
>375| 458 2 TUTIOC 1 6,7 55
>458 | 54,2 - - 2 6,5 55
>542 | 625 1 TUTIOC 2 6,5 5,6
>625| 708 2 TUTIOC 2 6,4 5,6
>708 | 79,2 - - 3 6,4 57
> 79,2 - 1 TUTIOC 3 6,3 -
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