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VTOZSH NEKapcTBeH MPOAYKT MOJJIEXH HA AOMBIHHTENHO Haﬁmoneune Tosa me noanonuﬂgbpg&romﬂ
YCTaHOBSIBAHE Ha HOBa MHGOPMalIHA OTHOCHO Ge30MacHOCTTA. OT MeAMUAHCKHTE CIISIHATHCTH C& H3UCKBA

Ja ¢rollNaBar BCAKA MORXO3UPAHA HexkenaHa peakiud. 3a HAYMHA HA ChOOINABAHE HA HEWETAHH PEAKLIHH
BHKTeE TOuKa 4.8.

1. HUME HA JEKAPCTBEHHA ITPOAYKT
Hmarnnub Axndapm 100 mg TBBpay Kancynn

Imatinib Adipharm 100 mg hard capsules

Wmaruau® Amadapm 200 mg TBLpIY KANCYIH

Imatinib Adipharm 200 mg hard capsules

Hmatuanb Aaudapm 400 mg TBBpAE Kancyaud

Imatinib Adipharm 400 mg hard capsules

2. KAYECTBEH ¥ KOJIMYECTBEH ChCTAB

HMaTunu6 Anndapm 100 mg Teepau Kancyu
Bcsika T8bpaa Kancyna caaspxa 100 mg umatunub (imatinib), xaro Mesunar (as mesilate).

Hmatunnb Agudapm 200 mg TEEpan kancynu
Bceaka TEbpaa kancyna ceyspika 200 mg umaTnanb (imatinib), kato Me3war (as mesﬂate)

Hmaruanb Anndapm 400 mg TeBpan Kancyau
Besxa TBbpna kancyna ceaspika 400 mg nMaTHEUG (imatinib), karo Me3nnar (as mesilate).

IToMolnHD BEelliecTRBO ¢ H3BECTHO NEHCTRHE:!

Bceska 100 mg 8Bpaa kancyna ceabpxa 12.5 mg nakTo3a MOHOXHApAT.
Bcska 200 mg TRBpAa Kancyna ceaspka 25 mg NakTo3a MOHOXUIPAT.
Beaka 400 mg TBBpAa Kancyna ceabpxa 50 mg nakTo3a MOHOXHAPAT.

3a OIBAAEA CIUCEK Ha MOMOMHHTE BEIECTRA BHKTE TOUYKA 6.1,

3. JEKAPCTBEHA 9OPMA
TBLpIa kancysa

Hmarunnt Agngapm 100 mg TEBpAH Kancyan
Ban no 6nefio XBIT Npax B TEBPAH XEIaTHHOBH KAlCYH pasMep ,,1% ¢ )BATO TANO U Karade.

Hmarnnan6 Axudapm 200 mg TeEpAN Kancynu
ban no 6nexo AKBAT NIpax B TRBPAH KeNATHHOBY Kancyiu pazmep ,,0“ ¢ TAI0 4 Kanaye ¢ LBAT CTOHOBA KOCT.

Hmaruand Aandapm 400 mg TespAN KANCYIH
Ban no 6neno KBAT Npax B TBEPAH KeAATHHOBH Kancyny pasmep ,,00“ ¢ opamxeso T



4 KJIRHHAYHHA JAHHH
4.1 TepaneBTHIRA NOKAIARNAR

HmMarnned € nokazaH 3a jieueHue HA

- BhL3PACTHH H NEeAHATPHYHH NALMEHTH ¢ HOBOAHArHOCTHLHPAHA XPOHHYHA MHENIOMIHA JIEBKEMHA
{(XMJI), nonoxurenna 3a @unagendmiickara xpomosoma (ber-abl) (Pht), npm komto
KOCTHOMO3IbLYHATA TPAHCILTAHTALHS HE € CPEACTBO Ha ITHPBH H30OP 32 AeycHue.

- Bb3PACTHH H neAnaTpuuuy naunentn ¢ Ph+ XMJI B xpoununa dasa clel HEYCHEWHO JEYEHHE ©
HHTEpjepoH-anda, Wiy BEB (a3a Ha akuenepauus Wi OnacTHa Kpu3a.

- BB3PACTHH H NEAHATPHYHM NAUHEHTH ¢ HOBOMWATHOCTHIHMpaHa ocTpa nMMdobnacTHa neBKeMus,
nonoxuTenHa 3a Gunagendniicka xpomozoma (Ph+OJLI), 3aenHO ¢ XUMHOTEPATHA.

- BB3DACTHH MANHEHTH ¢ PeUMAKE UaH pedpakrepya PhtOJUL, xato MoHOTEpaITHA.

- BB3PACTHH TAUHEHTH ¢ MHenoZuCIIacTHYHO/MAenonponugeparnsto 3abonssane(MIC/MII3),
CBBP3AHO C 'eHHH NMPEeHApeKNauyd Ha peuenTopa Ha TpoMOonuTHHS pacTexen daxtop (PDGFR).

- BB3PACTHH MAUHEHTH ¢ HampemHan xunepeosnnopunen cuunpoM (XEC) w/unm XpoHu4Ha
eosnHObHNHa ekemus (XEH) ¢ rernn npenapexaanns xa FIP1L1-PDGFRa.

E(bemT HA HMATHHHO BBbPXY H3X0/a OT KOCTHOMO3bYHATA TPAHCILIAHTALHA HE € YCTAHOBCH.

HMmarunaub e nokaszan 3a

- JieyeHHe Ha Bb3pacTHy ¢ moaokuTenan 32 Kit (CD 117) uenoanexaind Ha pe3eKiys Wiy
METACTATHYHH MAJIMTHEHH racTpO-NHTeCTHHANHHE cTpomanty TymopH {(FHCT).

- aNKOBAHTHA TEPANHA NPH BE3PACcTHH NIALHENTH ¢ TIOBHINEH PHCK OT PeLMHE crien pesekuus Ha Kit
(CD117)-nosurueru THCT. [MausenTtiTe ¢ HUCHK HIH MHOTO HHCBK PHCK OT PeluanB He Tpabpa

B2 MpoBEKAAT ANIOBAHTHA TEPanHs.
- NedeHue Ha Bb3PACTHH NALUEHTH ¢ HepesekTabunna nepMarodubpocapkoma nporybepanc (JPCIT)

W Bb3PACTHH NANHSHTH ¢ peluAHBHpauH u/umn MetactarayHu JIOCTI, kouTo He ca noaxoady 3a
XHPYPru4HO Je9eHHe.

ITpu BB3pacTHH K NpH NETHATPHYHHN NALUHEHTH, eQeKTHBHOCTTA Ha HMaTHHUG fpr XMJI ce ocHopaga na
of1ara crenieH Ha XeMATOMOTHYHOTO H UHTOreHETHYHO TIOBIUABAHE H Ha TIPEKHARAEMOCTTa Oe3
Iporpecus, Ha CTeNeHTa Ha XeMaToJJOTHYHOTO H IHTOTeHeTHYHO noenuapane npu Ph+OJLUT, MIC/MII3,
Ha CTeNeHTa Ha XeMaronorninoro noenugeane npn XEC/XEJ u a o0eKTHBRATA CTETICH Ha MOBJIIBAHE
MPH BB3PACTHH NAIMEHTH ¢ HepezekTabunuu w/mnn metactatiuny [UCT u JIPCHI n Ha npexussemocTTa
6es peunaus npy agosawtha Tepanua Ha TUCT. OnATsT ¢ BMAaTAHKG npH mauwertd ¢ MJAC/MII3,
CBBP3aHM ¢ FeHHH npeHapexaanus Ha PDGFR e muoro orpaamuen (Bx. To4ka 5.1). C uskmodenne npu
HOBO JHAarHOCTHIMpaHa XpoHHyHa ba3a Ha XMJI nunceaT KOHTPONMPAHRA KIKHHYHE NPOYYBAHHA,
MOKAa3Balld KNHHAYHA T0N3a HITH [OBRINEHA NPEKHEASMOCT 1IPH Te3H 3a00/IABaAHNY.

4.2 Jdo3HpoBKa H HAYHH HA NPRJIOKEHHE

TepaanTa 'rpnﬁna Ja c¢ 3anoyHe OT JeKap ¢ ONXT B JICUCHHCTO HA IAIHEHTH CBhC 3TOKAYECTBCHH
XEMATONIOTHYHH 3af0NABaHNA ¥ MANVCHEHH CAPKOMH, B 3aBHCHMOCT OT CiryHad.

Ipeamicanara ho3a Tpabea Aa ce npuliara nepopalHO ¢ XpaHa M rongMa qaila BojAa, 3a Aa ce CBele 10
MHMHHMYM PHCKLT OT CTOMAIIRO-YpeBHO ApasHete, Josute o1 400 mg um 600 mg tpabsa na ce npunarar
BEJHBX AHEBHO, JOKaTO AHeBHaTa no3a ot 800 mg TpabBa aa ce npunara no 400 mg aABa IbTH JHEBHO,
CYTPHH H Bedep. 3a malHeHTHTE (fieLa), KOHTO HE MOTAT Aa NpErTeTHAT KancyiIHTe, Cbab
MOKe Nja C€ pa3sTBOPH B 4Yalla HerasHpaHa BoAA HiH f0BAKoB COK. Thi kaTo Npoy4naH
I0KA3BaT PENPOAYKTHBHA TOKCHYHOCT H TOTEHUMATHHST PHCK 32 TUI0AA IIPH XOpa € He
B [ACTCPOAHA Bb3pacT, KOHTO OTBAPAT KAfiCYyMHTE, c¢ Npenopbdsa Aa OopaBaT
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NPEANaNIHBO ¥ Ja H30SIBAT KOHTAKTA ¢ KOKATa, OUHTE Wikl BAMIIBAHETO MY (BX. To4ka 4.6). Pruere TpaGsa
Aa ce W3MHBAT Bezilara ciell GopaBeHe ¢ OTBOPEHH Kalcy/iM.

Jozuposka
Hozuposka npu XMJT npu evspacmuu nayuenmu

[Ipenoprupanata 032 WMaTHHAG € 400 mg/AHEBHO NIPH BR3PACTHN MALMeHTH B XpoHn4Ha dasza na XMJL
XponuuHara daza na XMJ1 ce aedunupa, KoraTo BCHUKH OT CACAHHTE KPHTEPHH €a Hanuue: Onacty B
KPBBETa H KOCTHEA MO3BK < 15 %, Gazodumn B nepudepnara kpus < 20 %, Tpombonutn > 100 x 10°/1.

[penoprusanara xo3a uMaTHHUG € 600 mg/RHEeBHO NIPH BL3pacTHH NaLUMEHTH B ocTpa Qasa.Pazara Ha
axuenepais ce JeHHEpPa OT HAMMYHETO HA HAKOH OT CieJHATE KpWTepHH: 6acTH B KPBBTA HIIN KOCTHAA
Mo3BK > 15 % Ho < 30 %, 6nacti wmoc npomaenoumTys > 30 % B KPbBTa WIH KOCTHAS MO3BK (TipH < 30
% Gnactu), baszoduin B nepudeprarta xppB > 20 %, TPOMOOLUTH, KOHTO HE CA CBBP3aHM C TepanuAaTa <
100 x 1071,

Ipenopwusanata no3a HMaTHHHG ¢ 600 mg/IHeBHO NPK BB3pacTHH NalHeHTH B 61acTHa kpuza. baactHara
KpH3a ce iedunupa, kato Gnacta > 30% B KPBBTA HIH KOCTHHA MOFbK HJIH eKCTpamenynapHo 3afonssane,
pasiNuHO OT XenaToCIUieHOMEr A,

[IpoXBIKUTEAHOCT HA AedeHHeTo: [IpH KIHAHYHM NPOYMBAHHA, ICUEHHETO ¢ HMATHEHO TpoxbKaBa A0
nporpecHpate Ha 3aonaBanero.
He e macnexsan epexTsT OT CTApaHe HA IEYEHHETO CNie]] TOCTHTAHE Ha MTBJICH IHTOTCHETHYEH OTIOBOD.

(MoBumasaneTo Ha Ao03ata oT 400 mg Ao 600 mg wm 800 mg npn mauueHTH B XpoHMYHa (a3a Ha
3abongsanero, wim ot 600 mg a0 Maxcumym 800 mg (mpunararn xato 400 mg ABa MLTH AHEBHO) IpH
NalHeHTH BBB (aza Ha akienepaldd UM ¢ ONacTHA KpHU3a, MOXKE Ja ce OOCHAIA NPH JIMNCA HA TEXKH
REKENAHH IEKAPCTBEHH PEAKLHHA H TEKKA, HECBbP3aHa C IEBKEMHATa HEYTPONCHHA HIH TPoMbo1lnToneHHA
TpH caeqHuTe obcToATencrBa: mporpecHs Ha 3afonssadero (Mo BCAKC BPEME); HEycnex fAa ce MOCTHIHE
3aNOBONHTENCH XeMAaTONOTHYeH OTFOBOp cAed NOoHe 3 Mecela JieWeHHe;, HEYCNEX Aa Ce MOCTHrHE
HHTOTEHETHYEH GTroBap cnenl 12 Mecela nevenne; i 3aryba Ha noCTArHAT NIPefIH TOBA XEMATOIOTHYCH
H/MMH LMTOTEHETHYCH oTroBop. IlanuenTdare TpaGEa aa OpJaT NPOCICASBAHM BHHMATENHO CrEx
NOBKIIABAHE HA J03aTA MOPATH BE3MOKHOCT 32 MOBHILEHA YECTOTA HA HEXKCNAHH JICKAPCTREHH PeaKiui npu
TI0-BHCOKH J03H.

Hosuposxa npu XMJT npu deya

Jlo3upoBkata Npy nena TpabGpa 1a ce OlpeNiens Bb3 OCHOBA Ha TenecHaTa nopspxsoct (mg/m?). Ilpn xena
H IOHOLIH B XpoHH4Ha ¢asa va XMJ1 H s aparcHpana (asa va XMJI ce npenopsHBa AHepHa no3a oT 340
mg/m? (o6mara A03a He TpsOBa na HaaeHIIaa 800 mg). JleveHHeTO MOXKe Aa Ce UPHIara KaTo eJHOKPaTHa
JHEBHA /1034 NJIH ANITEPHATHBHO THEBHATa 1032 Ja ce Pa3/ield Ha Ba NPKEMa — eIEH CYTPHH H eJHH BE4ep.
IpenoprkaTa 3a A03aTa NOHACTOALLEM CE OCHOBaBA Ha Malbk OpoH NMEHATPHYHH NALMEHTH (BX. TOYKH
5.1 u 5.2). Jinncea onmuT ¢ Ae9YeHHeT0 Ha Aella o4 2-roaHITHA Bh3pacT.

Hopumagare wa gosara or 340 mg/m? fo 570 mg/m? nuepno (He TpiA6Ba Aa NpepnInaBa obmaTa A03a OT
800 mg), moxe Aa Obae o6CHKIAHO MPH Aeua NPH JHICA HA TEKKYU HEXENAHH JIEKaPCTREHU PEaKllHH H
TEXKa, HECBBP3aHA C JICBKEMHATA HEYTPONCHHA WAH TPOMGOLMTONEHHS NpH clefHHTe oOcTosTENCTRA:
nporpecus Ha 3a00NqBaHETO (Mo BCAKO BpEMe); HEMOCTHTAHE HA 3al0BOJNHTENCH XEMATONOTHYEH OTIOBOP
ciell nOHe 3 Mecena Ha JedeHHe; HEMOCTHIAHE HA WHTOTEHETHYEH OTIOBOD ciex 12 Mecela Ha JNeueHue;
WIH 3ary0a Ha OCTHIHAT Npe/ik TOBA XEMATONIOTHYEH |/ HITH IMTOTeHETHIEH oTroBop. [lammenTH




Ho3uposxa npu Ph+QJIT npu evspacmuu nayuermu
YpenopsynaTenHara Josza HMaTHaHO e 600 mg/nen npu pbipacTad nanderTH ¢ Ph+OJIJI. Xematonosnre,
eKCTIepTH B JICUeHHETO Ha ToBa 3abonseane, TpsOBa a MPOC/ENdBaT TepanuATa BbB BCHIKHTE i dasu.

Cxema Ha neueHue: B3 OCHOBA Ha HANWYHUTE JaMHH € JOKA3aHO, Y€ NpPH Bb3PACTHH TALMEHTH ¢
HopoanarHoctumupana Ph+OJLJ1 umatunud e epukacen u Gesomnacen, Koraro ce npuiara e aosu ot 600
mg/AeH B KOMOHHALWHA ¢ XHMHOTEPANHA B HHAYKUHOHHATR, KOHCOMMAAHOHHATA H NIoAALpXKamaTa pasa
Ha XHMHoTepanHaTa (Bxk. Touka 5.1). MpoXbMKHTENHOCTTa Ha NEYeHHETO ¢ HMaTHHUG Moxke Ja Obne
paznHuHa B 3aBUCHMOCT OT u3bpaHaTa NporpaMa 3a ledenie, HO KaTo LU0 [0-NPONBIDKUTEIHUAT MPHEM
Ha HMaTHHAD JaBa no-300pH pe3yATaTH.

[Ipu BB3pacTHH NAUMEHTH ¢ peLHAHB WK pedpaktepra Ph+OJIJ1, monoTepanuata ¢ HmMatuHub ot 600
mg/nen e Ge30nacHa, eeKTHBHA M MOXe Ja Ce TPUAara JOKATO HaCcTHLIHN Tporpeckd Ha 3abo/aBaseTo.

Hozupoexa npu Ph+OJT/T npu deya
Tozata nipy Zeua ce u3uncnsea ra 6asata Ha Tenecnara nopspxuoct (mg/m?). [Ipenopsusa ce 032 ot
340 mg/m? anerno npu aena ¢ Ph+OJ1JT (He Tpabsa na ce npepumapa o6mara no3a ot 600 mg).

Hosuposxa npu MIJC/MI3
IIpenopbuntennara noza uMaTRHKG e 400 mg/ner npa BB3pacTHH NamwenTn ¢ MJIIC/MIT3.

TIpoABIKMTENHOCT HA NeueHHeTo: B eAMACTBEHOTO MPOBEACHO A0CEra KIHHHYHO NPOYYBaHe, NEUYCHHETO
© MMaTHEO ¢ MPOABIKKA0 N0 nporpecus Ha 3abomAeaxero (Bx. Touka 5.1). KeM MOMeHTa Ha aHanH3a,
CpeAnaTa NPOABILKHTEAHOCT Ha nevennero e 47 meceua (24 man — 60 Mecena).

Ho3uposxa npu XEC/XEJ]
Hpenopruntennara 1o3a mmatunuG e 100 mg/nen npn pp3pacta nauuentn ¢ XEC/XEJL

[Topuniasane na ac3ata ot 100 mg na 400 mg Moxe Aa ce UIBBPLUIH IPH JTHICA Ba AEXKENAHH JIEKAPCTBEHH
PEaKnHH, akO OICHKATA NOKa3Ba, v TePANCBTHYHHAT OTTOBOP € HC3ANMOBOJHUTEICH.

Jleuenuero TpﬂﬁBa Aa € NPOABJIKH, ROKATS NAlHEHTET CC NTOBJIHARA OT HETO.

Hoauposka nmpu THCT
Tlpu BB3pacTHH NanMEeHTH © HENOANEXAIIA Ha pe3eKius u/unu MeractTaTHyHi ManrHeHd [UCT
npenopbYBaHaTa 103a Ha HMaTHeHO e 400 mg/neH.

W3BecTHH ca OrpaHM4EHH JaHHH 32 e()eKTa Ha MOBHIIEHHETO Ha Ao3aTa oT 400 mg ao 600 mg un
800 mg npu nauueHTH ¢ NPOrPecHS NpH NO-HACKATa So3a {BXK. Touka 5.1).

IMpoaskuTenHocT Ha nedenwero: [Ipn knaHHYHKUTE Npoyysanus npr nauuentH ¢ [UCT, nevennero ¢
AMaTHHKO NPoAb/KaBa A0 NpOrpeckpaHe Ha 3aboassaHeTo. KbM MOMEHTa Ha aHATH3a
IPOABJDKHTENHOCTTA Ha JieHeHHeTo e cpegno 7 Mecena {7 aun 1o 13 mecena). He e uacnenpaH edexTnr
OT CIIHPAHETO HA ICYECHHETO CJIeMl MOCTHraHe Ha OTTrOROD.

Ipenopsyuranara n03a MMATHHHG, NPHIIAraH KaTo aMlOBAHTHA TEPAIKA MPH Bh3PACTHH MALHEHTH Cen,
pesexuns Ha [UCT, e 400 mg/nen. OnTuMan{aTa MpoaBIDKATENHOCT HA IeYeHHETO BCe OlE He €
ycTanoBeHa. [IponbmkATENHOCTTA Ha ICUSHHETO 0 BpEME HA KIHAMYHWTE H3THTBAHHA B [I0AKpEna
Ha Ta3d MHAHKAUHS € OAna 36 meceua (Bx. Touka 5.1).

Hosuposka npu JDPCIT
Tipenopnynrennara nosa nmatuauG e 800 mg/nen npu Bu3pacTHy nauuenty ¢ JIOCIL.




Hmmna Ha A033Ta NPH HEXKENAHH peakKiini

Hexemamono2uutu HeXCerani peakyi

Ako npH ynotpefa Ha UMaTHHUO ce pa3sBHE TEXKA HEXEMATONOTMYHA HEXe/TaHA PeaKuus, TCUYCHHETO
TpaOBa Na ce npekpaTH, JokaTo cEGHTREeTO oT3ByuH. Cliel TOBa JIEYEHHETO MOXE Jia ce Bb300HOBH B
3aBHCHEMOCT OT HaTalHATA TEXECT Ha ChOMTHETO.

[lpy nomumapase npa GunupybuHa > 3 mbTH Hal ropuara pedepenTHa rpannua (IJULN) wm Ha
4epHoAPoGHNTE TpaRcaMUHA3H > 5 meTH cipamo [ULN neuenneTo ¢ nMaTUHHG TPAOBA A CE MPEYCTAHOBH,
J0KATO CTOHHOCTHTE Ha GHNHPYOGHHa ce RppHaT 20 < 1,5 mbTH cnpamo IULN, a auBara Ha TpaHCaMUAA3HTe
< 2,5 nwTH cnpamo IULN. Cren ToBa 1¢4eHHETO ¢ HMATHHHO MOXe 1a ce MPOJBIKH ¢ TIOHHKEHA JHEBHA
no3a. [Ipu BB3pacTHH Jo3ata Tpabea a2 ce mormxkH ot 400 Ha 300 mg Han ot 600 Ha 400 mg, rom ot 800
mg Ha 600 mg, a npu Aena ot 340 Ha 260 mg/m?*/nex.

Xemamonozuunu nescenanu peaxyui
ITpu Texxka HeyTponeHHd ¥ TPOMOOLMTONEHHA Ce MPeNoPLYBAT NOHMKABAHE HA J038Ta HJIH NIPEKLCBAHE
Ha JIEUSHHETO, KaKTO € MOCOMeHO B TA0MuATa J0-10MTy.

IipoMeHn B A03aTa NpH HEYTPONICHHA H TPOMGOIMUTONIEHHA !

TepanerTHYRH Heyrponenuana n IIpomMana ua J0IBPOBKATA
noKa3aung TpoMbonuTonenHIRA
TOKCHUYROLT
XEC/XEN ANC <1,0 x 10°1 1. Ilpexpatere mpHemMa HAa HMAaTREHG, X0
{Havanna nosa 100 | wumn Bb3cTaHOBABaHeTo Ha ANC >1,5x 10°1 n
mg) TpomBourTh <50 x 10°/1 TpombGouuTaTe >75 X 10°/1.
2. Br3ofHoBeTe JICUEHHETO € HMAaTHHHO Ha

npeannHaTa 103a (T.e. Ta3H, NPean TexKaTa
HEXXeNaHa JEeKapPCTBEHA PeaKlus).

Xponuyna dasa va | ANC <1,0 x 10°1 n/unu 1. Ipexpatere npuemMa Ha HMaTHHHO, 10
XM, MAC/MIT3 | TpomGounTtn <50 x 10%/1 BB3CTaHOBABaHeTo Ha ANC >1,5x 10%1 u
u TUCT (nauansa TpomGouuTiTE >75 X 10%/1.
xo3a 400 mg) 2 Bb300HOBETe NeUEHHETO C MMATHHHO Ha
XEC/XEN npendmigaTa Ao3a (T.e. TpeAH Tewkara
(B no3a ot 400 mg) HEWKeMana peakiHs ).

3. B cnydaii HA OBTOPRO MOHMKeHHe Ha ANC

<1,0 x 10%1 wunn TpomGoumty <50 x 1071,
nosropere cTemka 1 M BB30GHOBETe
NIEMEHHETO ¢ AMATHHHO ¢ TIOHHXEHA 1034 OT
300 mg.

Tegnarpiins ANC <1,0 x 10°/4 w/uim | 1. Tlpekparere npHeMa Ha RMaTHEHO 10

naugenTy ¢ XMJI B | tpomBoumTs < 50 x 1091 ph3cTaHoBsBaneTo Ha ANC21,5x10% u

XporHHa dasa tpomBounTr > 75 x 10%1.

(8 noza 340 mg/m’) 2.  Bn3oGHOBeTe JeYEHHETO C HMATHHHG C
npepMiOHaTa fo3a (T.€. NpedH TEXKKATA
HeKeJlaHa PeakiiH).

3 B cayuaii Ha NOBTOPHO NoHWxeHue Ha ANC
<1,0 x 10%1 w/unu TpoMBomutu <50 x 10%/,
oBTOpETE cTenika 1 H BB30DHOBETE
JICYEeHHETO ¢ MMAarTHHMG ¢ TIOHWKeHa [03a
ot 260 mg/m’.

Qaza Ha | "ANC <0,5x 10° w/uma | 1. Ilpoeepere 1any OUTONICHHATA

aKgenepauns TpomMGouuTh <10 x 10°1 NeBKeMHATA  (KOCTHO-MO3ZBM

AIIY HuoncHs).




XMJI un Onacrua 2. AKO [MTONCHHATA HE € CBbp3aHa C

kpuza n Ph+OILN JIeBKEMUSITA, MOHIKETE Z103aTa Ha HMAaTHHHO
(HavanHa Jo3a 1o 400 mg.
600 mg) 3. Axo LHTONEHHATA [epeHeTRpa B

NpOARDKEHHe Ha 2 CeIMHIM, TOHHXKETE
JNONEIHATETHO go3ata fo 300 mg.

4. Ako UHNTOTIEHHATA NepCHCTHPA B
NPOABIDKEHHS HA 4 CENMHIH H BCE OLIE He e
CBBEpP3@HA ¢  JIEBKeMMNTa  HpeKpaTeTe
NPUIOKEHAETO HA HMATHHHD Ao
BbicTaHOBABAHE Ha ANC >1x10%1 o
tpoMGonuTuTe >20% 10°1 W cnenx ToBa
Bb30GHOBeTe nedennero ¢ 300 mg.

haza Ha *ANC <0,5 x 10°/1 w/umu 1. TIpoBepete Aann UHUTONEHUATA € CBBP3aHa C
axienepauma Ha TpoMbonuTr < 10 x 10°1 AeBReMHATd (KOCTHO-MO3BYHE ACHHPAHHA
XMJ! u 6nacTHa HIH GHonCcHs).
KpH3a B J€TCKa 2. AKO UMTOMEHHATa HE € CBbp3aHa ¢
Bb3pacT (HavaaHa JeBKeMHATA, NOHHKETE /I03aTa HA MMATHHHO
xo3a 340 mg/m?) no 260 mg/m?.

3. Axo LHTCTICHHATA mepCHCTHpa B

NPONBIDKEHHE Ha 2 CEAMHIH, TOHHKETE
AONBLIHATENHO A03aTta Ao 200 mg/m?,

4. Axo LHTONEHHATA epCHCTAPa B
IpOAbIKEHHE Ha 4 ceAMHUUH K BCE OMIE HE €
CEbP3aHa C  JIEBKEMHMATa  [peKpaTeTe
MPHAOKSHHETO Ha  HMatHaub A0
BBh3cTaHOBABaHE Ha ANC >1x10°1 n
tpomGomaTaTe >20x 10°/1 ¥ cnex ToOBa
BB306HOBETE Nevennero ¢ 200 mg/m’,

JAOCI ANC <1,0 x 10*/1 n/um 1. IMpexparere npueMa Ha HMaTHHED, J0
(B no3a or 800 mg) | TpomGouuTtH <50 x 10%1 Bb3CcTaHOBABaHeT0 Ha ANC >1,5x 101 u
TpombonuTHTe >75 X 10°/1.
2. Bb3obHoBETE TeqeHHETO ¢ HMATHHUO € mo3a
ot 600 mg.
3. lMpe noeropHO moHmwkeHne ha ANC

<1,0 x 10%1 w/unn TpomGoumutn <50 x 10%1,
moBTopere cCrhoka 1 H  BB30OHOBETE
ASUCHHAETO ¢ HMATHHHO ¢ MOHHAKEHA 033 OT
400 mg.

ANC = abcomoren 6poii Ha HeyTpodHAHTE
® mosipa ciel none 1 Mecen Jevyenue

Cneunanny nonyianHg

Heduampuuna ynompeba: Jancea onut npr nena ¢ XMJI noa 2-rogumHa Be3pact # ¢ Ph+OJUT nox 1
rOJMIIHA Bb3pacT (BxK. To4ka 5.1). CelllectByBa MHOTO OTpaHuyeH omHT nipH Aena ¢ MAC/MII3, IOCT],
THCT n XEC/XEJ..

BezonacnocTra ¥ edHkacHOCTTa HAa HMATHHMG Npd Aena ¢ MIC/MI3, ADCII, TMCT w XEC/XEN ua
BB3pact N0k 18 roqurAa BB3pacT He ¢a YCTAHOBEHH B KITMHHIHA H3nHTBaHWA. HanuuHuTe noHacTosieM
nyONHKYBaHH NAaHHM Ca ONMCAaHH B TOYKA 5.1, HO NMpPenoOphKH 32 JIO3HPOBKATA HE MOT;
HanpaBeHH.




Heprnodpobna nedocmamvunocm: ViMatunn6 ce meraGomusnpa npegumHo mpes uepHus apob. Ha
NalMEHTHTE ¢ JIeKa, YMEPEHA HIIH TEKKO H3pa3eHa depHoapobua nuchyHkiua TpabBa na ce Ha3zHAYaBa
MHHHMMAJHATa [IpenoprynrTensa Jo3a oT 400 mg apeBHo. Jlo3aTa MOXE Aa ¢e MOHHXKH, 8KO HE Ce MOHAcH
(8. Touku 4.4, 4.8 n 5,2).

Knacndukanus Ha uepHoApoGHaTa AuchyHKusa:

UHeproapobua gucdiyukiusg OyHKIHOHAIHM YepHoapobHE H3cneBayng
Jieka 006w Sunupybun: = 1,5 ULN
AST: >ULN (moxe aa e HopMmameH win <ULN, ako
ofiuar 6xmpyonn e >ULN)
YmMepena 061w 6unupy6ns: >1,5-3,0 ULN
AST: BcAka CTORHOCT
Texra Oy Gunupyonn: >3-10 ULN
AST: BcAka cTOHHOCT

ULN = ropna rparnua Ha HopMara 3a JabopaTopuara
AST = acnaptat aMHHOTpauncepasa

bvbpeuna necocmamvunocm: TIpn nauMents ¢ 616peuna aucdyHKIME HIH NPH NAlHEHTH Ha JMANM3a
TpA6Ba Jia Ce Mpunara MHHEMAaHATA Apenopb4HTenHa 203a 0T 400 mg JHeBHO KaTo HavanHa 103a. Bee nak
OpH Te3W NANHEHTH Ce NPeNophyBa NOBHIIEHO BHMManue. JlosaTa moxe Ja OBb/le TIOHHKEHA, aKO He ¢
NoHacs. AKO ce moHacs nolpe, 1o3ata Moke 43 Obe NOBHIIEHa NPH JHICA HA eHUKACHOCT (BK. TOUKE 4.4
u5.2).

ayuenmu 8 cmapuecxa se3pacm: PDapMAKOKHHETHKATA Ha KMaTHHHO He € H3CeABaHA CIELMATHO IPH
DAIHEHTH B CTAPYECKA BH3pacT. B KIHHHYHY IPOYYBAHHS, NPOBEASHH TPH BL3PACcTHH NALlHEHTH, B KOHTO
Haa 20% oT manMeHTHTE ca Ha Bb3pacT Haj 65 rogmuM, He ce HaGKOAAaBAT CTATHCTHYECKH 3HAYAMH
CBBLP38HH ¢ BE3pacTTa dapMaKokHHETHYNH paznnung. He ca Heo6X0auMH CTIEHANHH NPeNopbKH 3a o3aTa
NpH NAUMEHTH B CTAPYECKa BL3pacT,

4.3 IIporeBonokasanns

CBPBEXUYBCTBHTENHOCT KbM AKTHBHOTO BEIHECTBO IR KBM HAKOE OT NOMOIIHHTE BEIECTRA, H30POeHH B
TO4YKa 6.1,

4.4 Cnensaysn UpefynpekAenns A NpeANasHH MEPKH NpH ynoTpela

Korato uMarnHEG ce npHiara chbBMECTHO ¢ APYrH JIEKapPCTBEHH HPOAYKTH CHINECTBYBA BE3MOXKHOCT 3a
JeKapceTeeHM B3auMoneticTena. Heo6x0aumo e mosumeHo BHUMaHKE IPH OpHeM Ha KMATHHHO ¢ IpoTeasHi
HHXHOHTOPH, a30JI0BH aHTHMHKOTHLH, ONpEAeieHn Makponuau (Bxk. Touka 4.5), CYP3A4 cyGerparn ¢
TECEH TEpaneBTHYCH Npo3opell (Hanmp. LHKIOCHOPHA, NHMO3HI, TAKPOIAMYC, CHPOIHMYC, €ProTAMHH,
AMEProTaMHH, deHTaHun, andenTanni, repdesanmy, GopresoMud, noLeTakcen, XHHRANH) HIH BapdapHH
H ApYTH KyMapHHOBH NPOH3BOAHH (BK. TOUKa 4.5).

CuBMecTHaTa ynoTpeba Ka HMATHHAG 1 leKapCTBeHH NMPOAYKTH, KouTo ¢a uuaykropu Ha CYP3A4 (Hanp.
AeKCaMeTasoH, (heHATOWH, KapOamasenuH, pudamunuuny, dexobapbutan wnm Hypericum perforatum,
H3BECTEH OHIE KATO SKbIT KAHTAPHOH) MOXKE 3HAYWTEHO Ja MOHWXKH €KCIIO3MIMATA HA HMATHHHO W ¢
BB3IMOXKHO /a [IOBHIIIH PHCKa OT TepaneBTHYeH Heycnex. ETo 3aimo, eqHoBpeMeHHaTa ynoTpeba Ha MOLIHM
uHayxToph Ha CYP3A4 saenno ¢ umatuunb tpabea na ce n3barea (BxK. Touka 4.5).




Xunomupeoudusoem

Knnnpdnn cayvay Ha XHIOTHPEOHAH3EM ca OHNK AOKNaABaHH NPH THPCOHAEKTOMHPAHM NMAlHEHTH CBC
3AMECTHTENHA TePaNis ¢ JIEBOTHPOKCHH [0 BPEME Ha JeUeHHeTo ¢ MMaTHHuG (Bk. TouKa 4.5). TIpy Takusa
NalKeHTH CTOHHOCTHTE Ha THpPeOHACTAMY Mpalua xopmo (TCX) TpabBa aa ce Habmonapat BHUMATETHO.

Xenamomoxcuunocm

MetaGonu3MbT Ha HMaTHHHO € mpegHMHO 9epHOApoben 1 camo 13% ce exckperHpar npes 6uOpenure.
Tlpn nauuesTH ¢ HapyeHa YepHoApoGHa PyHKIMA (Neko, CPeaHO, TEXKO HIpa3eHa), BHUMATENHo Tpabea
Aa ce MpocNeNABaT nepadepHaTa KpbBHA KapTHHA H YePHOAPOOHATE eH3uMu (BXk. Touku 4.2, 4.8 u 5.2).
Tpabea na ce otenexu, ue ¢ wp3mokuo nauuenture ¢ ['MCT na umar 9epHOApoGHH METAcTasH, KOHTO
MOTaT Ja AOBEJAT A0 9EPHOAPOGHO yBpekIane.

IIpu ynorpeba na mmaTEHMO ca HaOmozaBaHM cay4ad HAa 4HEpHOAPOOHO YBPEKAAHE, BKIIOUMTENHO
YepHozIpobHA HEAOCTATEYHOCT M MepHOAPOGHa Hekposa. ITpu KOMGHBHpaHe Ha HMATHHHE ¢ BHCOKOAO30BH
XHMHOTEpANeBTHYRH CXeMH ce Ha0mioJaBa MOBHIDABaHe HA YECTOTATA HA CEPHOIHMTE YEPHOAPOOHHM
Hexenann peakuuu. IIpu xomOGuAupane Ha HMATHHED ¢ XHMHOTEPANEBTHYIHM CXEMH, 3a KOHTO CBHIIO €
H3BECTHO, Y¢ Ca CBBP3AHM ¢ HapyMeHHe Ha YepHoApoOHaTa QyHKIHS, YepHORoOHATa PyHKuMs Tpsbea a
¢e NpocieasBa BHIMATENHO (BK. ToMKH 4.5 1 4.8).

3adpeacka Ha mewnocmu

ITpu npuGnuzurenno 2,5% OT nauMeHTHTEe ¢ HOBOAMArHocTHiMpana XMJI, npuemainu UMaTtHHHO, ce
cpobmana 3a 3agbpXkKaHe HA MHOTO TEYHOCTH (IUICBPAiHM W3NHBH, OTOK, OenoJpoOeH OTOK, acliHT,
MOBBPXHOCTEH OTOK), [IGpPagH KOETO HACTOATENHO C€ MPenophHBa TENECHOTO TErlio Ha NallMeHTHTE N4 ce
npocuensea penosho. HeouakpaHo Obp30TO MOBHIIaBaHe HA TENECHOTO Terno TpadBa Ja ce W3ACHSBA
BHHMMATENHO U aKO € HeoOXOAUMC Aa ce NpeAnpHeMar ChOTBETHH MOAXbPAKAIIYN TPHKH H TEPaneBTHIHH
MepKH. B ximHHYHH mpoyuBaHus ce HabMmoaapa NOBHINEHA YeCTOTA HA Te3H CHOHTHA NPH NALUEHTUTE B
CTap4ecka BB3PACT ¥ TE3H ¢ MPeAXOK/IAINE aHaMie3a 3a cepAeuHo 3abonasane. ETo 3a110 NP NAlHEHTH ¢
MapylicHa CEPACYHA PYHKIHA TpA0OBa Na Ce NoAX0XKIa ¢ NOBUINEHO BHEMAHUE,

Hayuenmu covc copoeuno 3aboinsane

INaumeHTH cBe chpAedHo 3abonsBaHe, pHCKOBH (PAaKTOPH 3a ChpAEYHa HEAOCTATHYHOCT MIH aHAMHE3A 3a
6u0peyna HeaocTaTEYHOCT TpAOBa fa ce HabmOJaBaT BHHMATENHO, 8 BCEKH MNALMEHT ¢ NPH3IHALK HIH
CHMIITOMH, XapakTepHH 3a chpheuyHa wiH OvOpeusa HeaoctaTpuHoCT, TpabBa na Objae uMzcnensaH w
JIeKyBaH.

Ilpy nannentn ¢ xunepeosanodunen cuuapoM (XEC) ¢ okynTHa wHpunTpanns Ha XEC kietku B
MHOKAapZAa, M30IMPAHHTE ClyyaH HAa KapAWOreHeH WOK/epokamepHa NHCQYHKIHMA B HAYaNoOTO HA
JNeueHHETO ¢ UMATHHHG ce cBbpsBaT ¢ XEC kierpuna ferpanynanud. Cro0mapa ce, 4 ChCTOSHHETO € OHIIO
00paTuMO TIpH TIPHIOXKEeHHE Ha CHCTEMHH CTEPOHAH, MEPKH 33 NOAXBPNKAHE HA KPBBOODpameHHeTo H
BpemeHHo npekpaTgpaHe Ha WMaTHHUO. [Ipn XEC/XEJ] nomynauusra npeay HavapoTo Ha AEYSHHETO ¢
MMATHHHO TpAGBa Na ce HanNpaBH BHUMATENHA OlEHKA HAa CBHOTHOIUEHHETO NON3a/PHCK, Thil KaTo ca
cbO0IaBAHH HEYESCTH ChPACYHOCHAOBY HEXENAHH PEAKIIMH, CBBP3aHH C UMaTHHHO.

BraMoxkHC € MHeNoANCIUIACTHYHHTe/Muenonponadepatupuate 3abonasaind ¢ PDGFR  rewnn
NpeHapeXaHus 12 Ca CBBP3aHH C BUCOKH CTOHHOCTH Ha eosnHodnIMTe. ETO 3aU10, Ipequ Ja ce NPHIKH
aMaTHHEO Ha naunenTn ¢ XEC/XEJ u ua naupentn ¢ MJIC/MIT3, copp3adn ¢ BHCOKH CTOHHOCTH Ha
€03HHOGHIHTE TPAGBA Na Ce M3IBBLPIUIH OLICHKA OT KAPIHOUOT, A2 C€ HAMPABH e/IeKTPOKapAHOTpamMa U Jia ce
Onpeaenn CepyMHHAT TPOIOHHH. AKO MM2 OTKJIOHeHMs, TpH 3allouBaHE HA Tepanuara TpaGpa na ce

CHCTEMHH kopTHkocTeporan (1-2 mg/kg) B NpoahiokeHHe HA ¢HA ANK ABE CEAMHALIH.

Tacmpounmecmunanen Kpeeouziug




B npoyusane npH RauHenTH ¢ HepedexTabunuu w/miu meTactarmany [HICT ce chobumiama kakTo 3a
raCcTPOMHTECTHHANHH, TaKa H 33 BETPETYMOPHH KPBLBOH3IHBH (BX. TouKa 4.8). OT HanHuHHTE NaHHH He Ca
YCTaHOBEHH TNpeApasnonaraiid <akTopn (Hamp. pasMep Ha TyMopa, JOKAIH3alHs HA Tymopa H
KOaryNalHOHHH HAPYIIeHNs ), KOHTO Ja OKa3rart, 4e npH naunertare ¢ THCT cpimecTpyBa pHck 3a HAKOH
OT IBATA BHJA KPbBOHVIHEH. Tl KaTo NOBHINEHATa BACKYNAPH3ANMA H CKIOHHOCT KbM KBDBEHE €2 4acT
OT ecTecTBeHHs kiMEh4eR xoa Ha TMCT, npu scudxu nalmeHT# Tpabsa ma ce nmpuiaraT cTaHaapTHa
PAKTHKA ¥ MPOLEAYPH 32 NPOCHCASBAHETO H ORNAJABAHETO Ha KPbBOUI/IHBH.

OcBeH TORa, 110 BPEME HA NOCTMAPKETHRIOBHA ONMT npy naunesth ¢ XMJI, OJIJT u apyru 3abonssaHus ce
cpoOUlaBa 3a CTOMalllHa aHTPAnHA ChOBA eKTazua (GAVE) - pagka OpHIHHA 33 T4CTPOHHTECTHHATEH
KpbBoi3nua (Bxk. Touka 4.8). Koratoe e Reo6xoguMo, MOXeE 4a ¢ce 00OMKECIH IPeyCTaHOBABaHE Ha JISYEHHETO
C HMaTHHHUG.

Tymop-nuzuc cundpom

INopany BL3MOXKHO BLIHHKBAaHE Ha TyMop-Tu3uc cuHapom (TJIC), npean 3anouBaHe HA JCYEHHETO C
HMAaTHHHO ce NpenopbYBa KOPUTHPaHe HA KIWHHIHO 3HAYHMATa JeXHApaTallHs H BUCOKATE CTOHHOCTH Ha
NIMKO4YHA KAcenHHa (BX. Touka 4.8).

Peaxmusayun na xenamum B

HalGnionagana e peakTiBalMs HA XEMATHT B MpH NalHeHTH, KOHTO ¢4 XPOHHYHH HOCHTEIH HA TO3H
BHpYC, cnen xaro npiemat BCR-ABL Tupo3nunkagasiy HHXHOHTOpH. B HAKOH clly4ad HACcTHNBA
OCTpa uyepHOAPoOHa HEAOCTATHUHOCT WIH GYJIMHHAHTEH XENAaTHT, BOXEIN A0 YepHoApoOHa
TPAHCILIAHTALHS HIH haTaneH H3xXox.

IIpeny pa sanoqHar Jedende ¢ MMaTHREG, nanuenTTe TPAOBa Aa 6naaT wicnensan 3a HBV nndexups.
[ipenn aa 3anogHat NeyeHHe, NAIMEHTHTE ¢ IO3HTHBHA CEPOJIOTHA 33 XeNaTHT B (BKMIOUHTENHO T3
¢ AKTHBHO 3a00JIABaHE) N NALHEHTH, KOHTO ca mojoxuTe nu 3a HBV uHexuns no peMe Ha
nedeHue, TpaOBa OBAAT KOHCYNTApaHH ChC CICUMATIUCTH B JIeYeHHETO Ha XeftatdT B. Hocurennre Ha
HBYV, kouT0 HMaT Hy}kaa oT Jedenne ¢ MmaTunnl, Tpabea na GbAaT BHUMATENHO NPOCIEASBAHH 32
MpH3HAOHA H CHMITTOMH Ha axtHEHa HBV nadeximsg no BpeMe Ha JIEYSHHETO H HAKONKO MECeNa Chej
Kpaa Ha neuenneTo (Bx. Touka 4.8).

Domomoxcuinocm

HanaraHero Ha AHpeKTHA CABLHYERA CBET/IHHA TpAGBa Aa ce M30ATBA WNY HAMANH A0 MHHHMYM NOpagH
pHcka OT (IOTOTOKCHYHOCT, CBbp3aBa ¢ JeyenHero ¢ umaruuu®. ITamwenTnre Tpabsa na Obaar
HHCTPYKTHPAHH [a H3NOA3IBAT NPEAna3Hy CPEACTBA KATO Npeina3Ho o0NeK0 H CITBHIE3AUHTHH TPOIYKTH
¢ BHCOK chibHIesawuTed daxrop (SPF).

TpomOomuRa MUKPOAHZHONAMUA

BCR-ABL TtuposunkuHasaute HHXuOHTOpH (TKW) ce cpp3BaT ¢ TpoMOOTHYHA MUKPOAHTHONATHA
(TMA), BKIIOYHTENHO ChOOIIEHHS HA OTASNHH CIIYUau IpH uMaTHHHO (BHX TouKa 4.8). AKo IpH NalHEHTH
Ha JeYeHHe ¢ HMATHHHO BB3HAKHAT NabOpaTOpHH WM KIHHHYHY HAX0JKH, CBbp3aHd ¢ TMA, nedexueTo
TpaOBa Ja ce NPEeYCTAHOBH H Ja Ce HalpapH 3axbi0o4yeHa onenka 3a TMA, BIJHOUHTENHO ONpeAensHe Ha
akTHBHOCTTA HA ADAMTS13 n Hammumero Ha anTH-ADAMTSI13 antutena. Axo antn-ADAMTSI3
AHTHTENIATa Ca [OBHMINEHH, CHMETAHH ¢ HMCKa akTHEHOCT Ha ADAMTS13, aewennero ¢ uMaTtHHHO He
TpabBa 12 ce noaHOBABA.

Jabopamopuu uscredeanus
Mo BpeMe Ha neveHHeTo ¢ HMaTHHEG peaosto TpaOBa fa ce H3BBPINBA H3CACABAHE HA TBIHATA KPbBHA
kaprHHa. JleyeHwero ¢ wMaTHHuG Ha naguentnTe ¢ XMJL e CcEBp3aHO C HEYTPOMEHHS KITH
TpoMGounTonenns. Yectorara Ma Te3W LHTONEHMH obave, BEPOATHO € CBBp3aHAa CBC CTagWs Ha
3abongeanero, B KoliTo ce mpuiara neveHHETO, W Te ca NOo~uecTH NpH maumestH ¢ XM
aknenepauns win 6IacTHa KpH3a B cpaBHEHMe C NalHeHTHTe B XpoHH4YHa (aza Ha
HMATHHHG MOXe J1a Ce NPEKPAaTH WK J03aTa MOXe A3 ce MOHHKH CNopel Npenopsb




Tlpu maumeHTHTE, MOMyuaBanly UMaTHHIG, penoBHO TpOBa ma ce npocneassa YepHoApoOHaTa (yHKUUA
(TpancaMunash, 6HnHpYGHH, ankanka docdarasa).

[Ipn mauuenTd ¢ Hapymena GuOpevHa QYHKUHS, NIa3MEHATAa SKCIIO3HLMA HA MMATHHHO € MO-BHCOKa
OTKONKOTO NPH NAUMEHTH ¢ HopManHa ObOpeuHa (GyHKUHA, BEPOATHO MOPAAH MMOBHUIEHH MIA3MEHH
KOHUCHTpAUHH Ha anda-kucenHR raukouporenH {(AGP) (umaTHHAO-CBBLp3BAIl TPOTEMH) [PH TE3M
nauuedTH. Iipy nanmexTHTe ¢ GBLOpeYna HeAOCTATHUHOCT TPAGBA Ja ce NpPHIAra MEUHHMAIHATA HAYAIHA
no3a. [TauvenThTe ¢ TexKKa 6EOpedHa HeAOCTATEMHOCT TPAGRa Aa §BAAT NeKyBaHH ¢ MOBHIIEHO BHAMAHHE.
Josara Moxe na 6be IOHIKEHA, AK0 He e MOHacA (BK. ToukH 4.2 u 5.2},

[TpogpKHTENHOTO JIeueHNe ¢ HMATHHAO MoXe ha Ohje CBBP3aHO ¢ KAMHHYHO 3HAYKMO HaMaisBaHe Ha
O1Opeunata gyHkuma. opaan Tasn npHuuHa OGnOpeunata dynxums Tpabsa na Opae oueHeHa Rpean
3aM0YBaHE HA ACYCHHETO ¢ HMATHHHG H 212 Gbhe BHUMATENHO NPOCIENIBaAHA ITo BPeMe Ha Ne9eHNEeTO, KaTo
ce 00BbpHE CNENHATHO BHIMaHHE Ha MAMeHTHTE, H3N0XKeHH HA pHCKOBH dakTopy 3a pazsrTHE Ha 660peuna
mHchyHKuMg, Ako ce Habmopapa GnhOpeuna muchymkuws, TpabBa aa Obae MpeNNBCaHO MOAXOAALIO
NeieHHE B CHOTBETCTBHE ChC CTAHAAPTHTE 34 NICUEHHE,

Heduampuuna nonyrayun :

lpu aema v moapacTamy, npHeMand HMaTHHHO, MMa cboOUIEHHS 33 H3OCTABaHe B pactexa. B
o0cepBalHOHHO NpoyuBaHe Npu neaHarpryHata nonynauus ¢ XMJI ce chobmara 3a CTaTHCTHYECKH
3HAYHMO (HO ¢ HEOMpeAENeHo KIMHHYHO 3HaUCHHE) NOHHKEHNE B ME[HAHATA Ha CKOPOBETE 33 CTAHAAPTHO
OTKIOHEHHE B PBCTa cliell 12 » 24 Mecella neveHne B ABE MAJIKH NOJrPyNE, HE3ABHCHMO OT ImySepTeTHIs
craryc nnd nona. [ipenoppusa ce BHHMATeHO NPOCACAABAHE HA pacTexa MpH AELATA HA JIEYCHHE C
uMaTHHAD (BHX. Touxa 4.8).

Jaxmoza

Hmatanub AaugapM cpaspka Naktosa. IlanyenTd ¢ peaKs HacleNCTBEeHH TMpoOneMHM Ha ranakrosHa
HEeNoHOCHMoCT, Lapp nakTasen aedHuMT KAH IIOK030-ralakTo3Ha Manabcopbuma He Tpabsa Aa npueMar
TO3H NICKAPCTBEH NPOIYKT.

4.5 BaanmoaeiicTeBe ¢ Apyry JexapCTEeAH NPOIYKTH H ApYrn opMEa Ha BIAEMOLeHcTRRE

AKTHBHH BEIECTBA, KOWTO MOTAT A3 MOBRINAT IIa3MeHATE KOHUEHTPALHH Ha HMaTHHHG:
Bemecrsara, xonTo uEXuGHpAT aKTHBHOCTTA Ha UHTOXPoM P450 nzoenznma CYP4A4 (Harp. npoTeasHu

HHEXHOMTOPH, KaTo HHAWHABHP, JONHHABHD/DHTOHARKP, PWTOHABHP, CAKBHHABHp, TENAMPEBHD,
HenduHaBup, GolenpeBHp; a30J0BHTE AHTHMHKOTHIHM, KATO KETOKOHA30J), HTPAKOHA30Jl, T03aKOHa30N,
BOPHKOHA30/; HAKOH MAKpOJHAH, KATO EPHTPOMHLHH, KA4PHTPOMHLHH H TEIHTPOMHLMH) MOI'3T A2
3a0aBsST MeTaboNH3Ma ¥ A2 NOBHIIAT KOHLEHTPAUHHTE Ha AMaTHHHO. [IpH 37paBh NHUA HMA 3HATHMO
TIOBHIIEHAE HA €KCNIOSHIHATA Ha HMATHHHO (cpeanaTa Cpax ¥ AUC Ha HMaTHHHO HApacTBaT CHOTBETHO C
26 % 1 40 %), aKo To#i ce npunara 3agAHO ¢ eNHHIYHA 103a keTokonason (CYP3A4 uuxubutop). Tpabea
Ja ce NMOAXOXKIa NpeAmaiHBo, ako HMATHHHO ce mpunara ¢bBMECTHO ¢ HMHXMOMTODH OT rpynara Ha
CYP3A4 ensumure.

AKTHBHH BEIIECTEA, KOHTO MOTAT JI2 NOHHAKAT [LIa3MEHHTE KOHIIE H Ha HMATHHHO:
BeimecTBara, KOWTO ¢a HHRYKTOpH Ha akTHBHOcTTa Ha CYP3A4 (mHanp. Aexcamera3’od, GeHHTOMH,
kapbamalenuH, pudamnuund, denobapburan, dochennronn, npumugon un Hypericum perforatum,
H3BECTEH OIIE KATO KBJIT KAHTAPHOH) MOTAT 3HAYHTENHO 1a MOHHKAT EKCIO3HIHATA Ha HMaTHHUG B no
TO3H HAYHH € BB3MOMHO J1a TIOBHIIAT PHCKA 33 HeycneX Ha TepanmuaTta. [IpenBapHTeaHOTO npiaaraHe Ha
MHOTOKDATHH 703# phgaMrmHupE 600 mg, Hocensano oF eAWHHYHA fo3za 400 mg umaTHHHO, BOAK 10
noduxenne Ha Cpay H AUC(«) ¢ moHe 54 % u 74 % 0T choTBeTHHTE cTolHocTH Oe3 seueHme ¢
pudammunun. [Moxobuu pesynratd ca HaOMOAaBaHK NPH NAUHEHTH ¢ MAIHTHEHH TIHOMH, KOHMTO €a
JEKYBAHH C MMATHHHO [0 BpeMe Ha NpPHEMA HA eH3WM-MHAYUHDALUH AHTHeMHJCHT,
(EIAEDs), xarc xapbamasenuH, oxckapbasenHH M ¢enntonn. Ilnazmenara AUC ay&ﬁ;ﬂmfﬂﬁo
noHIbKaBa ck¢ 73 % B cpaBHeHHe ¢ nauHeHTHTe, kouTo He npHeMar EIAEDs. T @3‘
ChBMECTHATa ynoTpeba Ha pudaMIKLMA HIH APYTH MOIUHH HEAYKTOps Ha CYP3A.
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AKTHEHH BELICCTBA, YMHTO IMIa3MEeHH KOHIICHTPAUHH MOTaT 13 C¢ NPOMEHAT OT HMaTHHHO

Wmarunnb nosumasa cpeguure Cmax 1 AUC Ha camBactatui (cy6erpar Ha CYP3A4) choTReTHO 2 H
3,5 muTH, KoeTo nokasea HHxuGHpaHe Ha CYP3A4 ot imaTHHAD, opaa# KoeTo ce NPENophYBa NOBALIEHO
BHHMaHHe, aKo MMaTHHHG ce NMpunara ¢be cyGetparn wa CYP3A4 ¢ TeceH TepaneBTHHEH HHAEKC (Harp.
HUKIOCTIOPHH, [IAMO3H, TaKPOAHMYC, CHPONIHMYC, €ProTaMHH, AMEPTOTaMiH, (eHTAHWI, aleHTaHHI,
TepdeHaniud, OOpre3oMHa, AcueTakceX B XupuiAnH). MmatnanG Moxe N2 TOBHIOH TUIA3MEHHTE
KOHIIGHTPALHH Ha Apyrn meraGonusmparu ot CYP3A4 nekapcTBa (Hamp. TpHa3on0-0eH300Ma3HIMHA,
OnoxepH Ma KAILHMEBHTe KAHAMK OT JHXMAPONMPHAHHOB THN, onpeaenenH WAXHOMTopH Ha HMG-CoA
PeAaYKTa3aTa, Hanp. CTATHHHA U T.H.).

To# KaTo € yeTaHOBEH NOBHIUECH PUCK OT KbPBEHE, CBbpP3aH ¢ ynorpebara Ha HMaTHHHG (Hanp. XeMoparia),
NANUEHTHTE, KOHTO C€ HyKIaAT OT aHTHKOArylaHTHA Tepalui, TpA0Ba Aa NoAy4aBaT HACKOMOJEKY/ICH HH
CTAHJIAPTEH XENAPHH BMECTO KYMapHHOBH MPOM3BOAHH, KAaTO BApdapHH.

In vitro umatnanG wHXHOMpa akTHRHOCTTA Ha mHTOXpoM P450 wsoemsuma CYP2D6 B koHIeHTpaLHHy,
nofo0HK Ha Te3H, KOHTO MOBNHABAT akTUBHOCTTa HAa CYP3 A4, Mmarnun6 B no3u ot 400 mg ABa neTH
AHEBHO HMa HHXHOHpam edext Bepxy CYP2D6-meaunpanns merabonnssM Ha MeTOuponon, ¢
npubnusurento nopuuenne Ha Cmsx B AUC Ha Metomponon, ¢ 23% (90% CI [1,16-1,30]). He e
ReoOXONMMO KOPHrHpaHe Ha NO3HpOBKaTa, KOraTo uMartHHHG ce mpuema ennompemenno ¢ CYP2D6
cybcrparn, Ho Bee Nak e HeoOxogumo nopHweno BHMMaHHe npn CYP2D6 cybcrparn ¢ TsacHa
TEpaNEBTHYHA WHPHHA, KaTo MeTonpoiod. [Ipn naudeHTH, NEKyBaHH ¢ MeTonmponona, Tpabea aa ce
[poBexkaa KIHHHIHO HabmoaeHs e.

In vitro nMaraEMO wHxHOHpa O-TMOKYPOHHpPAaHETO HAa NapaleTaMol NpH cTofiHocT Ha Ki —
58,5 micromol/l. In vivo He e HabaromapaHo MoA06HO HAXHOHpAHe HpH CHBMECTHO TNPHIMKEHHE Ha
umaTHHEG 400 mg u napaueramon 1 000 mg. TlpHaoKeHHE HA NO-BHCOKH JI03H HMaTHHUO U napaleTaMo
He € IPOy4BaHo.

Cnenosarenno Tpnﬁaa Ja e NOAX0XKAA C MOBHINEHO BHUMAHKE, KOTATO Ce NMpMaara €AHOBPEeMEHHO BHCOKH
031 HMaTHHHUD 3aeHo ¢ mapaieraMor.

HpH NaqHeHTH ¢ THPCOHMACKTOMHA, KOMTO IPHEMAT NCBOTHPOKCHH, Nua3MeHaTa CKCIIO3HIHA Ha
NEBOTHPOKCHH MOXe Ja (bae NOHMKEHA NPH SNHOBPEMEHHO NpPHIOKeHHe ¢ AMaTHRED (BX. Touka 4.4).
HOpﬂ.IlH Ta3d NpHYHHa <€ MpemophLYBA MOBHINCHO BHHMAaHHE. Bce NaK, MOHACTOALICM HE € H3BECTCH
MeXaHH3MbT Ha HabmonaBaHOTO B3auModelicTEHE,

IIpn naumenTare ¢ Ph+OJUT nMa KNHHAUYEH ONMHT OT €HOBPEMEHHOTO NPHNOKEHHE Ha HMATHHHO 3ae/IHO
¢ XuMHOTepanHA (Bxk. Touka 5.1), HO NEKapCTBEHHTE B3AHMOAEHCTBHA MEXAY HMAaTHHHO M
XHMHOTEPANEBTHYHHTE CXEMH He ca ao0pe oxapaktepusupaHu. HexxelaHHTe JeKapCTBEHH peaki{HH HA
MMaTHHHO, Hanp. XeNmATOTOKCHYHOCT, MHENIOCYMPECHA MIH JPYrH, MOTaT Aa Ce YBelnuuaT ¥ uMa
croblieHns, uye efHOBpeMeHHaTa ymorpefa ¢ L-acnaparnnasa Moxe Ja c¢ CBBpXE C [IOBHIUEHA
XeNaTOTOKCHYHOCT {BX. Touka 4.8). CnenonarenHo ynotpebata Ha uMaTHHHO B KOMOWHAUMs W3HCKBa
CNeHHATHH NPEANA3IHA MEPKH.

4.6 DeprannTeT, GPEMEHROCT H KhpMEHe

Keny ¢ fereponed moTeHAAN
enH c nereponeH MoTeHiwmAan Tpadea Aa 6BAAT NOCHBETRAHH Na H3NON3BAT edeKTHBHA KOHTPALEIHA 1o

BpEME Ha JICYEHHETO H Hali-Manko 15 AW cnea cnupane HA NEYEHHETO C HMATHHKO,

BpeMennocT
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Hwma orpandueHH AaHHH 3a ynorpebara Ha MMaTHHHO Npd OpeMeHnHd »eHH. HMa mocTMapKeTHHIOBH
choOLIEHNS 33 CIOHTAHHK abOPTH M BPOIEHA aHOMAITHH NPH HOBOPOJAECHH OT XKCHH, KOHTO £2 NPHEMAH
UMaTHHEG Mo BpeMme Ha OpeMeHHocT. [lpoyuBaHus BbpXy XKHBOTHH, 00ade, NOKa3BaT PenpoayKTHBHA
TOKCUYHOCT (BK. TOUKa 5.3) M MOTEHIMATHUAT PHCK 32 oA He ¢ a3secteH. UMaTHHHO Be Tpa6Ba 1a ce
npHiIara no Bpeme Ha GpeMEeHHOCT, OCBEH PH KaTeropHaHa HeobxoaumMocCT. AKO TOH ce H3II0NI38a 110 BpeMe
Ha OpeMeHHOCT, TanHeHTKara Tpabea fa Obie uHdopMupana 3a BE3MOXKHHEA PHCK 3a IWiofa.

Kzpmene
Hanuue ¢ orpanivena HHGOPMAIIHA OTHOCHO pasnpeleieHHeTO Ha HMaTHHUO B kbpmaTa. M3amiTeanus npu

JIBE KBPMAYKH NIOKA3BAT, U¢ KAKTO HMATHHMO, TaKa H HerOBUAT aKTHBEH MeTaOOMHT MOTar Ja MpeMHHaT B
KBbPMaTa MpH X0pa. YCTaHOBEHO €, Ye CHOTHOMEHHETO KEPMA-Na3Ma, Npoy4eHo NPH €HA NaUUeHTKE, €
0,5 3a amMaTHHUG 1 0,9 32 MeTalonuTta My, KOSTC NpeaANnonara NO-BHCOKO pasmpencicHye Ha MeTabonura B
KkbpMaTa. Kato ce uMa npeasda obllaTa KoHUEHTpauls Ha MMATHAAD B MeTaboNNT2 My H MaKCHMANHHAT
IHEBeH NIPHEM Ha KbpMa OT KbpMadeTa, 6u MOrno a ce o4axsa, ye of1ara ekcnosuius me ¢ aucka (~10%
OT TepaleBTHYHATa A03a). HezasrucHMO OT TOBa, Thil karo epexTHTE OT eKCIO3UNHATE HA KbPMAYETO HE
HHCKH J031 HMaTHHAO He ca H3BECTHH, XeHHTe He TpA0Ba Ja KEPMAT IO BPpEMe Ha JICUCHHETO B Hali-Mako
15 AHwM ced cIEpaHe Ha IeYEHHETO ¢ HMATHHHO.

OepTRANTET
IIpA HEKNHHHMYHH U3NWTBAHNA, QEPTHIHTETHT MMPY MBKKH H XKEHCKH TUTEXOBE HE € 3aCerHaT BBIIPEKH, He

ca HabmroxasaHR edexTH BHPXY penpORYKTHBHHTE napamerpd (Bx. Todka 5.3). He ca mposexanu
H3MWTBAHHA T[IPH NAUMEHTH, NpHeMAll¥ HMAaTUHEO M HeroBHTe ©(eKTH EBpXY O(epTHnMTeTa U
raMeToreHesata. IlalMEATHTE, KOMTO C& MPWTECHABAT OTHOCHO BIMAHMETO HA NEYEHHETO ¢ HMATHHHO
BBpXy BepTHAATETA HM, TPAOBA 1a e KOHCYIITHPAT C JIEKYBallks CH NIeKap.

4.7 EdexTn BLPXY cnocoGHocTTa 32 (odHPaHe H paloTs ¢ MAMEARK

Ha nauueHTiTe TpabBa Aa ce 064cHY, 4e 01Xa MOTITH Ja [TOMYBCTBAT HEKEMAHH PEaKiiH, KaTO 3aMasHOCT,
3aMBITICHO 3peHHE HIH CHHIMBOCT [0 BPEME Ha ieueHneTo ¢ uMatiHud. ETo 3amo tpa0sa Aa ce npenopbua
OpPeana’xHBOCT NpH ModHpane WIH paboTa ¢ MALIHHH.

4.8 HexelaRH JeKaPCTBEHH PeaKiuA

Obob1ienye Ha npoduaa Ha GezonacHoCT

Ilps nauHeHTH B HampeAHan cTaduil Ha 3/0KavecTBeHO 3a00NsiBaHE € BBEIMOXKHO Ja HMa MHOXKECTRO
NPHOOKPHBAIIM C& MEAHIYHCKH 3a00NABaHR:A, KOETO 3aTPYAHARA OLEHKATA HA NPHYHHHO-CNIENCTECHATA
BPB3Kd 33 HCKENAHHTE peakKIHH Nopagd pasHooOpasveTo Ha CHMITTOMH, CBBP3aHH ¢ OCHOBHOTO
3a0onABaHe, HErOBaTa MPOTrPECHS H CHBMECTHOTO NPHIIOKEHHUE HA MHOJKECTBO JICKAPCTBEHH NPOTYKTH.

B XnMHHYHA 0poyyBaHHA npH XMJI npeycTaHOBIBAHETO Ha IPHEMA HA JICKAPCTBOTO, [IOPAAH CEBP3aHH C
HETO HeXKENaHH NEeKapeTBeHH peakiiy ce Habmogasa npH 2,4 % ot HOBOAHArHOCTHITHPAHHTE HAllHEHTH,
npy 4 % OT NallHeHTHTE B KbCEH XPOHWMEH CTAJMH CAEN HEYCTIEX OT JieyerHeto ¢ nHTepdepoH, npu 4 %
OT NallHeHTHTE BB (ha3a Ha aKNeiepaLMs cael HEYCrneX OT JIeHEHHeTO ¢ MHTepdEepoH W mpH 5 % oT
nanpeHTyTe ¢ 6acTHa KpH3a Caex Heycmex ot aederuero ¢ Hirepgepon. lpn TUCT npanoxeHneTo Ha
H3CNEABAaHHS JICKAPCTBEH NPOAYKT € cIpaHO npH 4 % oT NalMeHTHTe, OPalH CEbP3aHH C JIeKapCTBeHHA
NPOJYKT HEXENAHH NeKAPCTBEHH PEakiHH.

HexenaHuTe peakudy NpH BCHYKM MMOKa3aHMs €A CXOJHH, C ABe H3KitoueHns. [lo-gecto ce Habmogaka
MEeocynpecus npH nauuenTH ¢ XMJI, otkonkoro mpy tesn ¢ [TUCT, koerc BeposTHO Ce AbJIKH Ha
OCHOBHOTO 3a00/sABaHe. B MpoyuBaHe NpH MALHEHTH ¢ HEMOANEKAUTA Ha Pe3eKIUA H/UIH

BBTPETYMOPHO KhpBeHe (3 malluedTs) win # aseTe (1 nauAeHT). MecTata Ha racTpOHHTS
Moxe 61 ca M3TOYHHLH Ha TACTPOMHTECTHHAIHOTO KbpBene (XK. Touka 4.4). Iac
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TYMOPHOTO KbpBeHe MoraT Ja GbaT cepro3ny H noHskora datanxn. Hali- uecto chobmasanmte (=10%)
HeKeNaHH JIeKApCTBeHH PeaKiluH, CBbP3aHH C JIEKapCTBEHUA NPOAYKT, H B ABaTa Clydas Ca JIeKO rajicHe,
NIOBpblIane, AHApHA, KOpeMHa GoNka, yMOpa, MHANTHsA, MYCKYJIHH KpaMIIH H 0OpHB. I10BEPXHOCTHHATE
OTOLIH Ca 4&CTa HaXOAKa BbB BCHUKH H3MHTBAHAA H Ca NpEJAHMHO NEPHOPONTANNH UAH OTOK HA JOJNHUTE
kpaiinuua. Tesu otoun ofaue pAnxko ca TeXKM H Morar Aa Obgar oBlajeHM ¢ AHMYPETHLH, APYrH
NOAAbPXANH MEPKH, HIIH Ype3 MOHMWXKaBaRe Ha J03aTa Ha HMaTHHAD.

Korato uMaTHHHG ce koMGHHHpa ¢ BUCOKH [103H XHMHOTepanua npy naunenty ¢ Ph+OJ1J1, ce nabmoaasa
MpexofHa YepHOApoOHA TOKCHYHOCT moA <opmara HA NOBHHIABAHE HA TpaHCaMHHA3HTC H
xunepbumnpybnnemnn. Baemaiiku npensua orpanudenara Oa3a ZaHHM 3a 0€30NmacHOCT, 10 MOMEHTa
HesxesaunTe ChONTHA, chOOIABAHN NPH JieNa ca B ChOTBETCTBHE C MO3HATHA npodun Ha GezonacHocT Opu
Bb3pacThy naunentn ¢ Ph+OJ1JL Basata napmu 3a Gesonacuoct npu gena ¢ Ph+OJ11 e cHano orpanuuena,
obaue HOBH ChOHTHS, 3acATaimK 6e30MacHOCTTA HE Ca YCTAHOBEHH.

Pastoo6pasHi HexelaHH PEaKUHH KaTo INIeBPJISH HIIMB, actyT, beonpober oTok H OBp30 NOBHINABAHE
Ha TErNmoTo Ch¢ uid Ge3 NOBLPXHOCTHY OTOLH MOraT of1io Ja ce ONHIIAT Karo ,3aJPEKKA HAa TEUHOCTH”,
Teau peaximu Morar ia ce eKyBaT 0GMKHOBEHO Ype3 BPEMEHHO CIHPaHe Ha HMATHHAO U ¢ JHYPETHLM, H
¢ IPYTH OAXOAALIA NOLIBPKAIH NeveOHn Mepki. Benpek T0Ba, HAKOH OT Te3H PEakiHH MoraT ia 6baar
CepHO3HH WIH >KMBOTO3ACTPAINABAINH H HAKOJIKO TALHEHTH ¢ OnacTHa KpH3a ca MOYMHAIH ¢ yTeKHEHA
KIHHHYHA aHAMHE3a 34 [UIEBPAIHHM M3(THBH, 34CTOHHA CbpHEYHA HEROCTATLYHOCT M Dnbpeuna
HEeJOCTATBYHOCT. JIMNCRaT chnenpanHH HAXOIKH 110 OTHOIUICHHE HA (e30nacHOCTTa NpH KIMHHYHHTE
H3NKTBAHHA NPH AELA.

Hexenanu peakumu
HexenannTe peakuyy, ONHCaHH NPH NIOBeYe OT €XHH H3ONHPAH chy4al, ca MOCOYEHH O-AC.TY 110 CHCTEMO-

OpraHHH XKI1acoBe H MO0 uectoTa. Kareropumre YeCTOTH ce ONpeAeNaT ChMJIaCHO CACAHATA KOHBEHIIHA:
MHOrO yectu (>1/10), wectn (>1/100 no <1/10), newectr (>1/1 000 no <1/100), penxu (>1/10 000 no
<1/1 000), mHoro peaxu {<1/10 000), ¢ HeH3IBECTHA YeCTOTA (OT HANMYHHTE AAHHH He Moxe 1a Onie
HalpaBeHa OLEHKA).

Tpw BeAKo rpynHpane No YECTOTA, HeXeTaHHTe JIEKApCTBEHH PeakiMH ca H30poeHH 110 pela Ha YecToTaTa,
KaTo ce 3anoyvsa ¢ Hali-uecTHTE.

Hexenannte peakuyu ¥ decToTaTa HM <2 ¢hoOmenH B Tabmuna 1.
Tabanna 1 Tabauano o5o6Mieane B3 HEKEIAHATE PeAKNIBA

HWndeknnn 1 HEPecTANHH

Hewecmu: Xeprec 30cTep, Xeprec CHMIUIEKC, Ha30(apHHIHT, MHEBMOHHS', CHHY3HT,
LENYNHT, WH(EKIHA HA TOPHHTE NWXATENHH MBTHINA, IPAN, WH(peKkuun Ha
MHKQYHHTE ThTHIA, FACTPOCHTEPHT, CEMCHS

Peodxu; I'nbuanan padexnyn

C neussecmna PeaxTHBaups Ha Xenatut B*12

yecmoma.

Heonaasmn — 700pokaveCcTREEN, 3/10Ka9eCTE¢HH H ReoupeAeaeHn (BK/J. KACTA A NOJIRIH)

Peoxu: TyMop-Tm3nc CHEAPOM

C neusgecmua TymopHa xeMoparus/TyMopHa Hekpoza®

yecmoma:

Hapyimenss Ha BMYRHATA CHCTEMA

C neussecmna AnadunakTayen mox*

vecmoma.

HapyuicBHaS H3 KPLBTA H AEMHATA CHCTEMA

Muozo yecmue: | HeyTponenns, TpoMGounTONEHN s, aHEMHS

* 1yl

13



Yecmu: Tannuronenns, gebpunnaa HeyTponicHHA

Hevecmu: Tpombounremns, mumdonenns, MOTHCHATa (YHKIHA HAa KOCTHHMA MO3BK,
eozpHOdENKA, THMaZeHOnATHS

Peoxu: XeMONMTHYHA AHEMHS, TPOMDOTHYHA MAKPOAHTHONATHS

Hapywenns na MeTaboaniMa 1 XpaHeEeTo

Yecmu: Anopekcus

Hevecmu: XunmokanueMus, TOBHINEH ameTHT, xHunodocdareMus, NOHHKEH aNETHT,
AeXMApaTalis, MoAarpa, XHNepypUKeMHs, XUIIEPKANIHEMHS, XHIEPIIITHKEMHS,
XHNOHATPHEMHA

Peoxu: XunepkanneMns, XHIIOMArHE3HEMHS

IlcHXHYHH HApYIIEHAS

Yecmu: Bescphne

Hevecmu: Jenpecns, HaMalneHo JTHOHI0, TPEBOXHOCT

Peoxu: CBhCTOSHHE Ha O0BPKAHOCT

Hapymenns na HepBHATA CHCTEMS

Mnozo vecmu I'nasobonne’

Hecmu 3aMadHOCT, NapecTe3ns, HAPYIeHusd Ha BKYCa, XHIOECTe3 s

Hevecmu MHurpesa, cOMHOJIEHTHOCT, CHHKOII, TiepadepHa HeBponaTHA, HApYIIeHHA Ha
naMerTTa, HINHAC, CHAOPOM Ha HECTIOKOHHHTE Kpaka, TPeMop, MO3BbYEH

BOM3/IHB

Peoxu [MosvneHo BETpEUEPENIHO HAIATaHe, KOHBYJICHH, HEBPHT Ha ONTHYHHA HepB

C neuszeecmua Hepebpanen orox*

uecnoma

Hapymenns Ha ounTe

Yecmu: Orok Ha KnenaunTe, MOBHINEHA JaKpHMaOHi, KOHIOHKTHBANEH K{YbBOH3IIHB,
KOHIOHKTHBHT, CYXOTa B OYHTE, 3aMBINEHO 3pEHHE

Heuecmu: OuHo apazneHe, 6onka B OounTe, OpOUTANEH OTOK, KPHBOM3JIMB B CKIepara,
KPBBOH3IHB B PETHHATR, OaedapHT, OTOK Ha MaKyJaTa

Peoxu Karapakra, riaykoMa, 0ToK Ha nanyjiara

C neuszeecmna Burtpeanna xemoparnsa®

Yecmoma

Hapymenns Ha yxoto u AabHPHATA

Hevecmu [ Cetorbprex, THHHTYC, 3ary6a Ha ciyxa

Crupaeann Hapymenus

Heuecmu Cupueluene, Taxnkapans, 3acToiiHa chpaedna HefocTarkyHoCT, GenoapobeH
OTOK

Peoru ApPHTMHA, TNPEACHPRHO MBXICHE, ChPAEYEH apecT, MHOKapaeH HHQapxrT,
CTEHOKAPANA, lIepHKapAeH A3INB

C neussecmua lepukapnat*, cepaedna TamMmnonana

yecmoma

Coaosn Hapywenns’

Yecmu 3aueppaBage Ha JIHIIETO, XEMOParus

Hevecmu XumeproHHA, XeMaTtoM, cyDAypaneH XemaToM, CTyJeHH KpaliHHum,
XHIIOTOHHA, CHHAPOM Ha Raynaud

C neuseecmna TpomBoza/embonnzem*

Yecmoma

PecnHPaTOPHA, IPbLAHH H MENHACTHHAJIHE HAPYINEHHS

Yecmu JHcIRes, enHCTaKCHe, KalLIHOa

Hevecmu Inespaneu r31uB°, hapHHronapuureanta 6omxa, gapuurns

Peoxu Ineppanna Gonka, OGenoppobua ¢ubposa, Geno?ﬁ
OenoapobeH KPLEOHANHE 2
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C neussecmna
Yecmoma

OcTpa nuxaTensa HenocTaThunocT! '*, uHTepeThunansta Genoapobua Gorect*

CToMamHo-YPDe¢BAE HAPYIICHAN

Mnuozo vecmu

TageHe, Inapus, NOBpbIliaHE, TACTENCHA, aGKoMHHaIHa 6onka®

Yecmu Gnatynenuus, abloMUHATHA JWCTEH3HA, racTpoesodareaneH peduyc,
KOHCTHIIALMA, CYXOTa B YCTaTa, racTpAT

Hevecrnu CroMaTHT, adTH B YCTATA, CTOMAIIHO-4PEBEH KPHBOHAME', ODHIBAHE, MENEHA,
e30(aruT, aclKT, CTOMALIHA 5383, XeMaTeMe3a, XeHNuT, THCarns, NaHKpeaTHT

Pedxu Konurt, uneyc, Bu3naimTensd 3a001aBaHKa Ha YepnaTa

C Heussecmna Yineyc/unTecTAHanAa oOCTPYRUMA*, racTPOMHTECTHHaNHA nepdopauns®,

yecmoma AHBEPTHKYINT*, CTOMAINA aHTpalHa ch0Ba exTazns (GAVE)*

XenaToGHIHAPHR HApYIICEHS

Yecmu ToBRmenH YepHOKPOOHH EH3HMA

Hevecmu XunepOnaapyOHHEMAS, XeaTHT, KBITeHHIA

Pedxu YepHoapobHa HEIOCTATHUHICT , YepHOAPOGHA HEXpO3a

HapylieHHS R KOKATS ¥ DOAKOKHATA THKAH

Muozo vecmu

Iepuopbutanch oTok, AepMaTuT/ek3eMa/o0pun

Yecmu

Npypuryc, OTOK Ha [MUETO, CYXa KOKA, EPHTEM, ANONELHsA, HOLIHM
H3MOTABAHHA, PEAKUUA HA POTOUYBCTBHTEIHOCT

Hexecmu

IlycTynosen obpHB, KOBTY3HA, NOBHIICHO H3NOTABAHE, YPTHKApPHA, EKXHMO34,
MOBHUIEHA  CKJIOHHOCT KBM  HacHHABAaHe,  XHMIOTPUX03a,  KOXKHa
XHNOMHMIMeHTaMA, €KCQONHATHBEH MEPMATHT, YYIUIHBOCT HAa HOKTHTE,
QonnKynNT, DeTeXWH, NCOpUa3He, NypNypa, KOKHA XHOPEMHIMEHTauM,
DynosHu epynunn

Peoxu

Octpa gebpunna HeyTpoduina gepmarosa (CHHAPOM Ha Sweet), NOTbMHSBaHE
Ha HOKTHTe, AHTMOHEBPOTHYEH OTOK, Be3HKyNO3eH oOpHB, cpHTEMa
MyATHGOpPME, TEBKOLHTOKNACTHYEH BACKYNHT, CHHApoM Ha Stevens-Johnson,
OCTPa TeHEePATH3IHPAHa eK3aHTEMATO3HA MycTyn03a (AGEP)

C neuzsecmua
yecmoma

CHHApPOM Ha NANMAPHO-TUIAHTAPHA CPHTPOAM3ECTe3HA*, JHXEHOHIHA
KepaTo3a®, NuXeH IUIaHyc*, TOKCHYHA eNHISpPMaTHa HeKponM3a*, nekapeTeeH
oBpuB ¢ eosaHoGUNa 1 cicteman cumntomd (DRESS)*, ncesaonopdupun®

Hapymennﬂ HA MYCKYAHO-CKCACTHATR CHCTEMA H CHEAHNHATENHATA THKAH

Mnozo vecmu

MycKy/JHH CTA3sMH H KpaMIilH, MYCKYHO-CKENeTHa OONKa, BKNIOYHTENHO
MHANTHA, apTpairua, Gonka B KocthTe!”

Yecmu OTOK Ha cTaBHTE

Hevecmu Crasna ¥ MyCKY/THa CKOBAHOCT

Pedxu Myckymaa ciabocT, apTpuT, pabaoMu0H3a/MHOTTATHA

C neuzsecmna ApackynapHa Hekposa/Hekposa HA OexpenaTa KOcT®, H30CTaBaHe B pacTexa
yecmoma npH aeua*

Hapymenrg ya Gu0pennre u NAKOYHHTE NHTHIUA

Hevecmu Bwbpeqna Gomka, xeMarypns, ocTpa 6n6pedna HeAOCTATHUMOCT, OBHIICHA
9eCTOTa HAa YpPHHHpaHe

C neussecmnua XpouuyHa 6u6peqHa HeOCTATEYHOCT

yecmoma

Hapymenad ua Bb3NPOUIBOAHTEARATA CHCTEMA B I'bPIATS

Heveermu T'anexoMacTis, epexTHIIHA  JUC)YHKIHA,  MEHOparui,  HEpPesoBHA
MEHCTpYallki, CeKCyanHa nucyHKIw, 60Kka B r(PhAHOTO 3-PHO, YroneMsaBane
Ha MJIGUHATA KIe3a, CKPOTAEH CTOX

Peoru

O0mn HapymieEng U epeKTH H3 MECTOTO HA TPHIOKeHHe

Xemopari4des KOpIyc AYTeyM/XeMoparniia OBapHajiia KUCTa
e VA g

Mrozo wecmu

Yecmu

3aapeXKa Ha TEYHOCTH H OTOK, YMOpa f > B~ "U ;\Y
Cnaboct, MHpekcHs, aHa3apKa, RTPHCAHE, CKORAHOCT //’ S gy

& ;

2

7

15



Hevecmu | Bonka B repawTe, npumanseane

Hicaensanug

Muozo vecmu Hopuimanane Ha TeaecHOTO TErIoO

Yecmu INonrxaBaHe Ha TENECHOTO TETNO

Hewecmu TloBHIWIEH KpeaTHHHH B KpbBTa, MOBHMEHAe Ha kpearHH{ocokHHazara B
KPBETa, MOBHINEHWE HA JIAKTAT ACXHAPOreHa3aTa B KPbBTa, OBHINABAHE Ha
anxamara (pocdarasa B KPpBTA

Pedxu Iopnwenne Ha aMHIA3aTa B KPLBTA

* Tesu BupoBe peakuun ca Guny CHOGMEHH MPeXHMHO NO BpPEME HA NOCTMAPKETHHIOBHA OITHT ¢
uMaTHHUG. BIIOdeHH ca KaKTO CROHTaHHR ChOOINEHHA, TaKa H CEPHO3HH BeXeNaHH ChOHTHS OT
TEKYUIH POYUBaHHMA, OT NPOrPAMH C PA3UIHPEH AOCTHI, KIHAMYHH (apMaKonOrHYHH NPOyYBaHHs
H €KCIVIOPaTOPHH NPOYYBAHKA NPH HeonoOpeHH nokasanys. Tl KaTo Te3H pPeakUuH ca ChoOmeHH
MpH TioNynallid ¢ HeoNpejeieHa roleMiHa, HEBHHATH € Bb3MOXKHO 13 C¢ OUEHH TAXHATa HecToTa
HIH TPHYHHHO-CIEACTBCHATA BPh3Ka ¢ EKCMIO3HUHATA Ha HMATHHHO.

1)  3a nueBmMoHMS ce chOOMABa Hali-4ecTO NPH NalenTy ¢ Tpanchopmapana XMJI n npH nalMeHT! ¢
TUCT.

2) T'masobonmero e Haii-uecto npu namyents ¢ [UCT.

3) Bs3 ocHOBa HA NAUWEHTO-TONHHH, CHPISYHHTE CHOMTHA, BKIOYHTENHO 3ACTOMHATA ChpAcYHA
HEOCTATBYHOCT Ca HabMoNaBaHK MO-9€CTO NPH NausenTH ¢ Tpanchopmupana XMJ, orkonkoto
TNpH NalHEHTH ¢ XpoHHaHa XMJL

4)  3auepesBaHETO ¢ Hali-decTo npu naumeHTHte ¢ FTHCT, a KbpReHETO (XeMaTOM, XeMOparis) € Haii-
decto npu naudentd ¢ TUCT u ¢ tpanchopmupana XMJ1 (XMJI-AP n XMJI-BC).

5) TlneBpanun w3nuBM ca chobmmaBanu mo-vecro npd namueRtd ¢ TMCT u npu nanuedtH c
TpaHchopmipana XMJ1 (XMJI-AP y XMJI-BC), oTkonkoTo NpH anHeHTH ¢ XpoHu4na XMJL

6+7) Kopemna Gonmka ¥ cTOMamiHO-4peBeH KPbBOMATHR ¢a HAGIONABAHH HAH-4ECTO MPH HALHEHTH C
I'UCT.

8)  Cpobmenn ca HAKoOMKO GaTaTHA Caydas Ha yepuoApoOHa HeAOCTATHIROCT H HepHOAPOOHa HEKPO3a.

9)  MyckynHo-ckeneTHa 6oka M0 BpeMe Ha MEYEHHETO ¢ HMATHHHO HIH clies NPeyCTaHOBABAHETO MY
¢ nabnirojaBaHa 1o BpeMe Ha NOCTMApKETHTOHBHS IIEPHOJ,

10) Myckynno-ckenetHa Gonka B cBBP3aHH ¢ Hes HeXeNaHH ChOUTHA ca HabMoAaBaHU MO-4ECTO NMpH
nanserTyd ¢ XMJI, otkonxoro npu nanyentn ¢ TUCT.

11) <DaranHB ciy4an ca chobliapaHd TpH NAMMEHTH ¢ HanpeaHano sabonspaHe, TEXKH HH(EKUHH,
TeXKa HEYTPONICHHUS M APYTH CEPHOIHHN NPHAPYXKaRalH 3300 BaHHA.

12) Cupobutena e peaxtrpauus Ha Xenatut B pnb Bpp3ka ¢ BCR-ABL THpO3HEKHHA3HWTE HHXHOHTOPH
(TKH). B ssxoH ciryyan HacThbIRa OCTPa MepHONPOGHA HEAOCTATBMHOCT UK (y/IMAHAHTEH
XeNaruT, BOAEIL A0 9epHOAPoOHa TpaHCIUIAHTaLMA KA daTaned W3xoa (BX. Touka 4.4).

Orxnonenns B 1abopaTopHHTE H3CHCIBAHNA
Xemamonoeus

Inronennnte npu XMJI, ocoBeHo HeyTponeHHS B TpoMOOLHTONEHHA, Ca MTOCTONHHA HAX0IKa BbB BCHYKH
NPOYYBaHAA, ¢ NPeANONaraeMo NO-BHCOKA YeCTOTa MIpH MO-BHCOKH A03H =750 (daza 1 npoyysaue).
Iloseara Ha upToncHuNTE 0DaYe, & CHIIO TAKA B ACHA 3aBHCHMOCT OT CTanHA Ha 3abomiranero. YecToTa Ha
HeyTpoueHHnTe ot crened 3 win 4 (ANC <1,0 x 10°/1) 1 TpomGonnTonenunte (Gpoil Ha TpoMOOUHTHTE
<50 x 10°/1) e Mexxy 4 1 6 TbTH NO-BHCOKa NPy GiacTHA KpH3a K (aza Ha axuenepaius (59-64% u 44-63%,
CBHOTBETHO 32 HEYTPOTICHAATA H TPOMOOLHTONEHAATA)} B CPABHEHHE ¢ HOBORHATHOCTHUMPARHTE NALHEHTH
B XxponnyHa pasa Ha XMIJI (16,7% neyrponenns u 8,9% tpombountonehnn). [Ipn HoBOARATHOCTHIHPAHA
XpoHHYHa ¢a3a Ha XMJI, neyrponenna crenen 4 (ANC <0,5 x 10°1) n tpomGoumToneHus (tpomboLuTer
Gpoit <10x 10%1) ce mabmopapar cworseTHO mpH 3,6 % ¥ <1% or naukenture. CpeaHara
NPONBLKMTENHOCT HA ENH3OANTE HA HEYTpOneHHs H TpombouHTONeHHA OOHKHOBCHO € B TPAHHILNTE Ha 2
A0 3 cenmui, ¥ oT 3 1o 4 ceqMMIN, CBOTBETHO. Te3y peakiuH MOTAT Aa Ce onna.uea’r ey Hps

Ha J03aTa, HIH PeyCTaHOBSBAHEe Ha JeYCHHETO ¢ HMATHHHG, HO B PellkH CIyuaH MO cTurf
OKOHYATEHO COHpaHe Ha TeueHHeTo. [Ipu naunent ¢ XMJI B AeTcKa Bh3pacT Hail-ugy’
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NPOABH HAa TOKCHYHOCT CA WHTONIEHKH OT 3 W/ 4 CTeNeH, BRIKYBAIIH HEY TPONeH S, TPOMOOLHTONCHHA i
anemHsA. Karo nase Te HacTeIIBaT Ipe3 NbPBATE HAKOIKO MECENA OT JICHCHHETO.

B npoyuysane IIpH NALHEHTH ¢ HENOANSKALIY Ha pesekuns #umm meracratuyny [HCT, npu 5,4% u 0,7%
OT NALHEHTHTE Ce ChoOlaBa 3a 3 U 4 cTeneH Ha aHEMHA CHOTBETHO, KOATO HPH HAKOH OT Te3M IIAlIHEHTH
Mo3ke 6H € CHBP32ana ¢ TaCTPOHHTECTHHATHOTO HIN BhTPeTyMOpPHO Kbpsene. HeyTponenus cTenes 3 u 4 ce
HabmoaBa chOTBETHO OpH 7,5% B 2,7% OT naukeHTwTe, a cTenen 3 Tpombonuronenua npu 0,7% ot
nawuenTute. HUTO eJiMH 0T NalMERTHTE HE Norydasa TpomGoLuToneHus ot 4 crerned. Hamanssake Ha 6pos
Ha neskouutHTe (WBC) 1 Beytpodmmute ce nabmonaBa rnaBHO Hpe3 HBPBHTE WECT CeAMMLM Ha
AEHERHETO, CHC CTOHHOCTH, KOMTO OCTAaBAT OTHOCHTENHO CTaOMIHHA chejl TOBa.

Buoxumun

3Ha9MTENHO NOBHIIABAHE HA TPAHCAMUHA3ZNTE (<5%) wnn CwiapyOuna (<1%) ce Habmoznapa NpH naLHENTH
¢ XMJI & 06RKHOBEHO CE OBIAZABA ¢ HAMANABAHE HA JO3ATA HiH ¢ TIPEKbCBAHE HA JIEYEHHETO (CpeanaTa
NPOALIDKATENHOCT Ha Te3H emH30AH € UPHOIM3MTENHO eaHa ceamuua). JledeHMETO c& npekpaTasa
OKOHYATE/IHO NOPAH OTKIOHEHHE B YePHOAPOGHNTE NOKa3aTelH MPH MO-Manko oT 1% or nauueHTuTe ¢
XMJL. Ipu naupentate ¢ THUCT (npoyusane B2222) mpu 6,8% ce nabmopasa nosrinanane #a ALT
(ananun aMuHOTPaHCQepa3a) Ha cTenen 3 uid 4 1 nopumasane Ha AST (acnaprar amuHoTpadcdepasa) mpu
4,8% na crenen 3 win 4. Tlopmnapanero Ha GHMpYGHHA € MpH Mo-Manko ot 3%.

Hwma CiiyyaHd Ha IHTOJHTHICH H XONSCTaTHYCH XCINAaTHT H qepnoz[poﬁﬂa HEAGCTATHPHHOCT, KaT¢ Pl HAKOH
OT TAX H3XOABT ¢ ORI d)aTaJIeH, BKJIIOYHTENHO H [IPH €IHH NAUHEHT ¢ IIPHEM HAa BHCOKA 1034 [1apalleTaMol.

Crofmasane HA NOJOZHUPAHK HEXSNAHH PEAKIHH
CoobiasaneTo Ha MOAO3MPAHM HEXENAHY PeaKlU¥ clie]l PaspellaBane 3a ynorpeba Ha nexapcTBeHHs

NpoAYKT € BaxHO. ToBa MO3BOAABA A3 NMPOABIKA HAONOINEHHETO HA CHOTHOIIEHHMETO MON3a/PHCK 32
neKapcTBeHus NpoaykT. Or MeIHUMHCKHTE CEMANHCTH ¢¢ M3HCKBA fia choblnaBaT BCAka Noa03vpaHa

HEXENAHA peaKius upes;

H3mbaHuTEIHA aTEHLNA N0 JIeKapcTBaTa
vy Jiamss [pyes™ Ne 8

1303 Cogpua

Ten.: + 359 2 89503417

yeOcaiiT: www.bda bg

49  Ilpeposmpane

OnHTET ¢ A03H, NO-BHCOKY OT NIPENopPRYHTENHATA TEPAEBTHYHA 1032 € OrpaHuyen. M30ommMpaHH ciiy4as Ha
NpenosApaRe ¢ MMaTHHHG ca OMnH AOKITafBaHM CHOHTAHHO W B Jnreparypata. Ilpd npeaposumpane
nalkeHTsT TpaGBa fa ce HaGIKAABA H MY C€ HA3HAYH TIOAXOAAILO CHMITTOMATHIHO Nevenne. OOHKHOBEHO
croDLeNHTe KpAliHY Pe3yNTaTH IPH Te3H CIyYal ca ,noachpenne” mi ,o3passn”. ChOATHATA, KOHTO ca
¢pof1NaBati NPy Pa3IHYHUTE NO30BH HHTSPBANH, Ca KAKTO Cleana:

Br3pacTHa nomynanus
1 200 go 1 600 mg (MpoaLIKATENHOCTTA Bapupa oT 1 o 10 guu): rajeHe, NOBpBIIAHE, AHAPHA, 00pPUB,

epHTEM, efeM, IOJlyBaHe, YMOPa, MYCKYIHH CIa3MH, TPOMOOUATONEH NS, TAHIHTONIEHNs, KOpeMHa 6onka,
rnasoGonne, NOHKEH aNeTHT,

1 800 o 3 200 mg (xkaro 3 200 mg Ha AeH ca NpUIAraHy B nPOALIDKEHHE HA 6 HH): C1a6oCT, MHANTHL,
NOBHINABAHE Ba KpeaTHH docdoxnnasara, nosuinasane Ha Gunupy6HHa, cToMalmHO-upeBHa §
6 400 mg (eaHOKpaTHA A03a): B MMTEpaTypara HMa cboOLleH eaWH Ciyval Ha maume
raficAe, TOBpPbINaHe, kKopeMHa Oonka, nmMUpPexcHa, NOAYRaHe Ha JHUETO, HaM
HEYTPOQHIMTE, TOBUINABAHE HA TPAHCAMHHASHTE.
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8 10 10 g (ennoxpatHa Ko3a): cro6masa ce 32 NOBPHIIAHE ¥ CTOMAWHO-4YpeBHa Gonka.

leauaTpH4Ha DOTYIAUAS
Enno 3-roammao MoMue npH uinarase Ha eAHoKpaTHa 1oza ot 400 mg e 6uno ¢ noBphinaHe, AHapHs H

aHOPEKCHSA, a Apyro 3-roAHITHO MOMYE TIPH H3JaraHe Ha eXHOKpaTHa 7032 oT 980 mg e Gwio ¢ HaMadeH
Opoif IeBKOATH H AHAPHA.

IIpu npeaosupane nauwenTsT TPAGBa 1a ce wabmonasa ¥ Aa ce npeBeae HeoOXOAHMOTO HNOANBPHKALID
JCYUCHHE.

5 ®APMAKOJIOYHYHHM CBOMCTBA
5.1 PapMakoHHAMHEYHE CROHCTBA

(DapMakoTEpaneETAYHA MPYNA: ANTHHEOIUIACTHYHH CPEACTBA, IPOTEHH-THPO3HH KHAA3EH HHXHOHTOP
ATC xoxm: LO1XEO1

Mexann3nM Ha aelicTeHe
Hmatunn® e Manka MolekyNa, NPOTEHH-THPO3KH KUHa3eH MHXHOHTOp, KOHTO MOIDHO MOOTHCKA

aKTHBHOCTTA Ba Ber-Abl THpo3nn kunazara (TK), kakro v na Hakonxo TK penenrropa: Kit, penentopa 3a
takropa ma crsonosute Kknerkn (SCF), komupan or c¢-Kit DpoTooHKoreHna, ITHCKOWAMH XOMeHH
peuenropute (DDRI n DDR2), penentopa 3a xonoHHocTaMynupaimus ¢akrop (CSF-1R) un ana u bera
pelermTopuTe 3a MPOK3X0XKAAIINTE OT TPOMOOUHTHTE pacTexHn dakropu (PDGFR-anda n PDGFR-Gera).
Hmatuin® Moxe ChIO Taka Ja WHXHOHpa KIETbYHH CHOWTHA, MEAMMPAH¥ OT aKTHBMPAHETO HA TE3H
PELIENTOPHH KHHA3H.

DapmakoauHaMHIRY edekTr

HmartHHHG e NPOTEHH-THPO3HH KHHASCH HHXHOHTOP, KOHTO MOUIHO HEXHGHpa Ber-Abl THposHH KuHa3aTa
Ha in vifro, KJIETBYHO H in Vvivo HMBO. BemectBoro M3Guparenno uHxuOupa nponmdepaunsara H
NpeAU3BHKBA anonto3a B Ber-Abl nonoxuaTennn KneThuHH MTHHMHM KAKTO M Aa CREXKH JICBKEMEYHM KJ1ETKH
OT NALHEHTH ¢ noacknTeHa 338 Prnanenduiicka xpomosoma XMJI 1 o1 nanyenTy ¢ ocTpa muMgobaacTHa
nepkemua (OJLT).

In vivo BelIeCTBOTO MOKA3Ba MPOTHBOTYMOPHO AeHCTBHE KATO CAMOCTOATENHO CPEACTRO NIPH KHBOTHHCKH
MOJIENH € H3TI0M3Bade Ha Ber-Ab) mo3suTHBEE TYMODHH KJIETKH.

HmaThuub ¢ cpl0 Taka HHXMOHTOD Ha PEUENTOPHHTE THPO3HWH KHHA3M 3a TPOMOOILHMTHHA PacTEKEH
¢axrop (PDGF), PDGF-R u crBonoknersunns paktop (SCF), c-Kit, karo Taka nuxubupa MeguupaHuTe o1
PDGF & SCF knerhunn peaxunn. Jn vitro aMathiub MEXuGnpa nponudepauuita u NpeaH3BHKBA alloNTo3a
B KJIETKHTE Ha TaCTpOMHTCCTHHaNHH cTpoManHH TyMopu (ITHCT), koo excripeckpaT akTHBHpama kit
MyTalud. IlocrosnHOoTo axTtueupase uHa PDGF penentopa wunm Abl npoTedH-THPO3HH KHHA3HTE,
o0pa3sysaHn B pe3y/TaT Ha CIIHBAaHETO HA PA3IAYHH NPOTEHHH W HEMPeKLeHaTa npoaykuus Ra PDGF, ca
BK/IIOYEHH B natoreHesara Ha MAC/MIT3, XEC/XEN u JA®PCIl. Hmartunu® nhxuOupa xIeTbYHATA
nponudepanyis B CHrBanM3MpaHe, 3aJBHXEHW OT HapymmeHarta perynamua ua PDGFR u Abl kusasna
aKTHBHOCT.

K)iHHUYHY TpOYYBaHHS NPH XPOHHYHA MHETOHIHA JIEBKEMHA
EdexTnBHOCTTa Ha UMaTHHEG ce OCHOBABA HA LANOCTHHUA XEMATOJIOTHYEH H HKTOTE
npexupieMoctTa Gez mporpecus. Ocpen npH Hoeo amaroctuiupana XMJI B
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KOHTpPOJIHpaHH H3MHTBAHHA, KOHTO A4 nmOKa3sBaT KIHHWYHA TON3a, H3pa3eHa Karo nonoﬁpeﬂne B
CBBP38HHTE C GosecTTa CHMITTOME HITH YZBJDKCHA NPEXKNBACMOCT.

Tpoeeneun ca TpH roleMn ME&KAYHAPOAHH, OTKPHTH, HEKOHTPOIMPaHH npoyuBaHHs (asa 1l npu naupentn
¢ HanpenHana, NoNoKuTeNHa 3a Dunagenduiicka xpomozoma (Ph+) XMJI- 6nacTha kpusa Ui ¢asa Ha
aknenepauus, npa apyri Pht.iepkemun waw XMJI B xpoRmuHa (a3a, HO ¢ MpEAXoXAawa HeyCnemna
Tepanus ¢ uuTephepon-anda (IFN). [Ipoeemero e e€AHO TIOJMAMO, MEKAYHAPONHO, OTKPHTO,
MHOTOLEHTPOBO, PAHJIOMH3HPaHO NpoyuBase da3a IT1 npu nanuenTH ¢ HoBoAHarnocTHMpana Ph+ XMJL
OcBeH ToBa, Jiela ca JeKyBaHH B B¢ npoyuBanud ¢asa I u egHo npoyusane daza I1.

Bbs BeHUXH KITHHHYEY npoyusasua 38 - 40 % oT nanuenTHTe ca > 60 roaund 1 10 - 12 % ot Tax ca > 70
rOHHH.

Xponuuna paza, nosoduaznocmuyupany nayuenmy. ®asza [l npoyusaHe nNpH BB3PACTHH MallHEHTH
CPABHABA JICUEMHETO ¢ MMATHHHG camocTosTenHO ¢ KoMOHHanua or HHrepdepon-anda (IFN) nmoc
muTapaduH (Ara-C). Ha naunenTaTe, KOHTO MOKA3IBAT JMIICA Ha OTTOBOP (JIHTICA Ha TIBJIEH XEMaTONOTHYCH
“otroBop - [1XO unu CHR) Ba 6-1a Mecel, MOBHINAPAHE Ha NEBKOLMTHTE, JTMIICA HA FoNAM LHTOMCHETHICH
orroeep - 'O (MCgR) Ha 24-1a mecen), saryba na orropop (3ary6Ga na CHR mm MCgR) unu Texka
REMOHOCHMOCT KbM JEYSHHETO € PajpelieHo Ja NPEMHHAT B AITEPHATHBHOTO TePANEBTHYHO pamo. B
PAMOTO Ha HMATHHKO, NaUueHTHTE Ca JeKyBanH ¢ 103a 400 mg nresHo. [Tpu neuennerto ¢ IFN, naunenTrTe
ca JeKysaHH ¢ npuilenna jgosa Ha IFN or 5 MUl/m¥nuesro noakoxho, B koMOHHamua ¢ Ara-C
20mg/m2/nueBHo noaxoxHo 3a 10 AuH/MeceuHo.

ParpomMu3npanu ca o6mo 1 106 nauuenTta - no 553 BbBE BCAKO pamo. HaxoanuTe XapaKTepuCTHKH ca Gl
nobpe GanaHcHpaHn Mexngy nseTe pameHa. Meauasata na Brapactra e 6una 51 rogunu (ot 18 a0 70
rognHu), kare 21,9% ot nanmeHTHTE ca GEnH Ha BB3pact > 60 roguuy. Mbxkere ca Ounn 59%, a KeHHTS -
41%; 89,9% ca 6uam or 6anara paca u 4,7% - oT Herpouanara paca. CeaeM roMHHA ClEJ BKAIOYBAHE HA
nocneHus MalHSHT, MEHAHATA Ha TPOXBDKMTENHOCT Ha TepalHATa Ha ITbpBa JIHHMA € Ouna 82 u 8
Mecena, ChOTBETHO B rpynara Ha muMatunuG u IFN. Meananara Ha NpoAB/DKHTENHOCT Ha JEUSHHETO Ha
BTOpa NHHHA ¢ HMaTHHHG e Guna 64 mecena. Kato uano, npy naleHTH NONYYapaill HMATHHHO KaTo
TepanyBs Ha TbPRA THHHUA, CPEAHATA NOJNYYeHa AHeBHa N03a e Ouna 406 £ 76 mg. [ILpBHYHaTa KpaiiHa Hen
3a e)eKTHBHOCT Ha mpoydBaHeTO e OHNa cBoboanaTa or HporpecHs npexupsemoct. Jlporpecnara ce
AeuHMpa KaTO €HO OT CIEAHHTE ChOHTHA: IpOrpecks KbM (asa Ha axuenepauus Wiy OnacTHa Kpu3a,
eMBpT, 3aryba Ha [1XO (CHR) wum 'O (MCgR) wim npr nauments, Henocturnann X0 (CHR)-
NOBHIIARAHE HA NEBKOLMTHTE HE3ABMCHMO OT MOAXOAAIIC NPHIMKEHATA TepalHi. BTopuyHHTE Kpafiuu
IeJH Ca TONAM IHTOTeHETHYEH OTroBOP, XEMATOJIOTHYEH OTrOBOP, MOJIEKYJNAPER OTroBOp {OLEHKA Ha
MMHHMAaJHATa pesuayanHa Gosect), BpeMerce A0 AOCTHraHe Ha daza Ha akuenepauss Hin 6aacTHa KpHsa B
NpeKHBAEMOCTTA. JlanHuTE 32 OTrOBOpPA OT NEeUYeHHETe ca npeacTaBeHd B TaGmuma 2.

TaGanoa 2 OTrosopy B npoy4Bale OpH HOBOARATHOCTANHPaHH NanuE¢HTH ¢ XMJI (84-Meceunn
JAHEH)

HAmatuend IFN+Ara-C

'[_I H-
(YecToTa Ha Hal-106Bp 0TrOBOp) n=553 n=553

XeMaTonoruieH OTroRop

Yecrora Ha [1XO (CHR) n (%) 534 (96,6 %o)*
[95 % CI] [94,7 %, 97.9 %]
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LluToresernaen oTroBoOp

I"onsam otroeop n (%) 490 (88,6 %)* 129 (23,3 %)*
[95 % CI] [85,7 %, 91,1%] [19,9 %, 27,1 %]
Ienen IO (CgR) n (%) 456 (82,5 %)* 64 (11,6 %)*
Yactuyen 110 (CgR) n (%) 34 (6,1 %) 65 (11,8 %)

Monekynapen otropop**

Tonsm otroBop Ha 12-ua Mecer (%) 153/305=50,.2 % 8/83=9,6 %

Tomsam oTrosop Ha 24-us Mecen (%) 73/104=70,2% 312=25%

I'onsam otroop Ha 84-us Mecen (%) 102/116 =879 % 34=T5%

* p<0,001, Fischer exact test

** H3YMCIIEHHTE NPOLIEHTH Ha MONEKYJIPEH OTTOROp €A Ha §a3a Ha HATMYHHTE NPOOH

KpHTEpHH 32 XeMATONOrHYEH OTTOROP (BCHIKH 0TTOBOPH TPGBa 1a ce NOTBLPAAT cien > 4
ceMHADH):

Bpoii neekouutn (BJT) < 10 x 10%/1, pomGouuTta < 450 x 10°/1, MEETOLATH + METAMEETOUNTH < 5 % B
KpeETa, O3 6racTh B npoMuenonnTH B KpBBTa, Gazodum < 20 %, nunca Ha excTpaMeAyIapHO
3acAraHe

KpHTepnn 3a nHToreneTsYeH oTronop: meied (0 % Pht+ mMetadasnn nnacTHAKH), yacTaYeH (1-35
%), Manbk (36-65 %) 1w MuHUMAaneH (66-95 %). FonemusT otrosop (0-35 %) BKIIOYBA TBAHNS U
YaCTHYEH OTroBOp.

KpaTepun 3a ro/ism MoJeKyAsipeH 0TrOBOP: MOHIKEHHE B NEPH(EPHATA KPBB € >3 NOrapHTMHYHA
€IHHHULH Ha KONHYecTBOTO Ber-Abl TpaHckpunTs (u3MepeHo upes komudecrseH PCR ¢ o0parua
TPAHCKPHITA3a B PealHO BPEME), CIPAMO CTaHAapTH3HPAHO H3XCAHO HHBO,

CreneHTa Ha MOCTUraHE HAa TBICH XEMATONOTHYEH OTTOBOP, IOMMM LMTONEHETHYECH OTTOBOP H IThIIEH
YUTOreHeTHYeH OTTOBCP Ha ITbPBa JIHHHA Ha Tepanus e Ouna oneHsBaHa no MetoAa Ha Kaplan-Meier, npy
KOHTO MauHeHTHTE, HEOTTOBOPHIIH HA JNeYCHHETO Ca 6unn OTCTpAaHEHH OT aHajlH3a KbM JaraTa Ha
nocneaHua nperned. M3mon3ssaliki TO3M METOM, CTENCHHTE Ha KyMyJATHBEH OTTOBOD Ha IbpBa NIHHAA
Tépanus ¢ kMaTHHUG ce nmonoGpasar or 12 MeceuroTo NeueHne A0 84 MeceuHoTo, KakTo cneasa: CHR or
96,4 % na 98,4 % n CCyR ot 69,5 % Ha 87,2 %, CLOTBETHO.

Cnen 7-roauuiHo npocneassane, ca HaGmoxasany 93 (16,8 %) ciayuas Ha mporpecHs B Ipynata Ha
umarHHuG: 37 (6,7 %) skmouBamy nporpecud Ao ¢asa Ha akuenepanus/6nactaa kphsa, 31 (5,6 %) 3aryba
Ha MCyR, 15 (2,7 %) 3ary6a nva CHR unu noermenue a WBC u 10 (1,8 %) necpbp3ann ¢ XMJI cMBpTHH
cayyas. 3a pasnuka or 18X, ca Habmonapasy 165 (29,8 %) cnyydas B rpynara Ha IFN+Ara-C, ot kouto 130
€A HACTBNHKIH 10 BPEME KA TEpBa JHHHA Tepanus ¢ [FN+Ara-C.

[IponesTsT NammeHTH cBOGORHH OT mporpecus a0 ¢aza Ha akuenepanua HaM Gnactea xpusa cnex 84
Mecelia € 3HAYHTENTHO NO-BHCOK B rpynara Ha MMaTHHHG, OTKONKOTO B rpynata Ha IFN (92,5 % cnpamo
85,1 %, p < 0,001). loaMMHAAT NpOLEHT Ha MporpecHs A0 (asa Ha akuenepauHs wid GnacTHa KpH3a
HaMaJIfBa ¢ BPEMETO Ha ()OHA Ha TEpaNHATa K € T0-MaJIKo oT 1 % roJMmMHO HA YeTBBPTATA H NETaTa roaMHa.
ITpouenTbT Ha npexuBIeMOCTTa Ge3 mporpecks Ha 84-Tua mecen e §1,2 % B rpynara Ha uMaTHHHG | 60,6%
B KOHTpoNIHaTa rpyna (p < 0,001). FogHmuMaAT NpoUEHT Ha NpPOrpecHd, OT KAKLBTO H 12 € BHI IPH
HMaTHHHG CBII0 HAMAJIABA C BPEMETO.

Obmie 71 (12,8 %) n 85 (15,4 %) nauuenTH ca MOYMHANH CHOTBETHO B IPYIHTE Ha HMATHHUO W IFN+Ara-

PaHAOMU3IHPAHKTE rpymH Ha HMaTHHAG H IFN+Ara-C, chotreTHo (p=0,073, log-
TOYKA HA "BpeMe J0 ChOMTHE" ¢ CHIIHO MOBNHABAHA OT BHCOKATA CTeNeH Ha NpeMHHayipgs
pamoTo Ha IFN+Ara-C 8 ToBa Ha HMaTHHHO. EdexTT OT neuenneto ¢ umMaTunuG BE
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NpH HOoBoAHarHocTHoHpana XMJI B xponiuHa ¢asa e Oin H3cneaBpaH NOMBIHUTENHO Spe3 PETPOCISKTHBEH
aHANH3 Ha TOpe-HIIOKESHHTE AAHNH 33 HMAaTHHMG ¥ mbpBHYnyTe AaHHM oT Apyro dasa Il npoyusaue,
ninonseamo [FN+Ara-C (n=325} B cpmara aosuposxa. [IpH TO3M peTpOCTIEKTHBEH aHAIH3 €€ JOKA3Ba
TIPeBB3XOACTBOTO Ha WMAaTHHKG mpen [FN+Ara-C no oTHowende Ha obmara npexuesemoct (p < 0,001);
3a mepHox ot 42 Mecena, 47 (8,5 %) oT nauHeHTHTE HAa HMaTHAD # 63 (19,4 %) ot naunenTnre Ha IFN+Ara-
C ca nounnanu.

CreneHTa Ha UHTOTEHETHYEH W MOJEKY/PEH OTTOBOP MOKAa3Ba OTYETIHE eekT BBPXY ABArOCPOUYHHTE
PE3YJATATH NPY NalHEHTHTE Ha WMaTHaEG. JokaTo 96 % (93 %) ot maunenTite ¢ CCyR (PCyR) Ha 12-TRn
mecenl ca 6unn cBobomHH oT nporpecs Ao ¢asza Ha aknenepauus/6nacTHa KkpHia Ha 84-THS Mecel, camo
81 % or nanpentnTe 63 MCyR Ha 12-THa mecen ca GinH cBOGOAHY OT NporpecHs o apancupana XMJI
Ha 84-tus Mecen (p < 0,001 o6mo, p = 0,25 mexay CCyR n PCyR). [Tpn naunenTute ¢ nouxenue B Ber-
Abl TpaHCKpunTHTE © NoHE 3 NOpAALKa HA 12-THa Mecell, BEPOSTHOCTTA 33 3ama3paHe Ha cBoOOJHO OT
nporpecus Ao dasa na aknenepamua/6nactaa kpusa 3abonasase e Guna 99% Ha 84-tus mecen. [TonoGnu
JaHHM Ce YCTaHOBABAT HA Oa3aTa Ha 18-MeceteH eTaneH aHaH3.

ITpu TOBa Npoy*Bake € paspemieso NOSUINABAHE HA Ko3aTa oT 400 mg AHeBHO Ha 600 mg AHeBHO ¥ crex
ToBa OT 600 mg sHeBHO Ha 800 mg nxepHo. Cnea 42 MecedHo mpocneAssane, 11 OT NaUHEHTHTE HMAT
NoTBbpAEHA 3aryda (B paMkHTe Ha 4 CeIMHIIH) HA UTOreHETHYHHA oTroBop. OT Te3n 11 namuenTa, npH 4
Bo3ara e 6una nosuineHa go 800 mg AHEBHO, OT KOHTO JBaMa OTHOEC MOCTHraT NMTOreHETHIEH OTNOBOD
(SAMHHAT - MaCTHYEH, a APYFHUAT - ITbJIEH, KATO NOCIEAHHAT IOCTHTA CHINC MOJIEKY/IAPEH OTIOBOP), IOKATO
npH 7 NAMERTH, TPH KOHTO 103aTa He € [IOBHMIIeHa, CAMO (IPH eIHH € MOCTHIHAT IIbAeH UHTOreHEeTHIeH
otroBop. IIpoleHThT Ha HAKOKH HEXENaHW PEeaKUWH € MO-BHCOK NpH MAlHeHTHTE, MPH KOHTO [03aTa €
nopHIDeHa Ha 800 mg AHeBHO, B CpaBHeHHE C IPyNarTa NandeHTH HPEAH NOBHIIABAHETO Ha Jo3aTa (n =
351). Hali-uecTHTe He)KeNaHH PeakUHMH BKITIOYBAT FACTPO-HHTECTHHAIHA KPBBOUINHEM, KOHIOHKTHBHTH H
OOBHIUABAHE HA TPAHCAMHHA3HUTE HIH 6unnpyOHHa. pyrn HEXeNaAM peakiyy Ca ONHCAHH ¢ €HaKBa KK
NO-HHCKA YEeCTOTA.

Xponuuna daza, neycnex om unmepgeponosama mepanun: JlekyBan ca 532 Bp3pacTHH ¢ HAYANHA /032
ot 400 mg. [NanpenTyTe ca 6MNH pasneneHy B TPH OCHOBHH KaTeTOpHH: XeMaTonorndeH Heycnex (29 %),
UMTOTEHETHYEH Heycnex (35 %) WiM HemoHOCHMOCT KbM HHTepdepona (36 %). llaumenture ca
nonyyasaid npeaxoxgama IFN Tepamus ¢ MenuaHa Ha NpogbmxuTenHocT 14 Mecena B fo3a >25 x
10°IU/ceaMA4HO, BCHUKH ca OHIM B KuCHA XPOHHYHA (pasa, ¢ MenHaHa Ha NepHOAA C/IEd MOCTABAHE Ha
Auartosara o1 32 mecena. [IvpeadHaTa KpaifHa TouKa 32 e()HKACHOCTTA Ha NPOYUBAHETO € YecToTaTa Ha
TOJISIM 1HTOTEHETHYEH OTroBOP (ITbJIEH NAKC YaCTH4YeH OTroBop, O 1o 35% Pht+ meradasuu mnactuuks B
KOCTHHA MO3EK).

ITpu ToBa Npoy4BaHe 65 % OT NANMEHTATE NOCTHIAT FONSAM HUTOTEHETHYEH OTTOBOP, KOHTO € IThJIeH NPH

53 % (noTeepaeH B 43 %) ot naumenTnte (Tabmuna 3). [TbaeH XeMATONOTHYEH OTTOBOP € NOCTHIHAT NPH
95 % OT nauHEeHTHTe,

Dasza na axyerepayus: Bxnovenn ca 235 BL3PACTHH MAUHEHTH CbC 3a60aBaHE BBE {aza Ha akuenepalna.
Hpn nspBute 77 nauneH T’ NeYeHHETo e 3anoyHaro ¢ 400 mg, karo BROCIEACTBHE NPOTOKONLT € IPOMEHEH,
KaTo c¢ MO3BOJIAT MO-BHCOKH [03H, TAKa Y€ pH OcTaHamuTe 158 nauneHTH nedeHueTo € 3anoynaro ¢ 600
mg.

IInpBuvnHaTa xpaiina Touka 32 eduKacHocTTa € OUNa YeCTOTATa HA XEMATOJOTHYEH OTroBOP, AOKNA/BaHA
HJTH Karo IWhjieH XEMATOJIOTHYEH OTrOBOp, (e3 JaHHH 3a JIeBKeMHA (T.€. W3YHCTBAHE Ha KOCTHHA MO3BK H
KpBBTa 0T 61acTH, HO 6e3 MhIHO BE3CTAHOBABAHE HA NepH(epHaTa KPbB KaKTO NPH IIbJAHAS OTTOBOP) HIH
NpeMHHABaHE OTHOBO B XpoHHYHaTa (asa Ha XMJL TToTRLpAeH XeMaTONOTHYEH OTrOBOP € NO¢

NankeHTHTe NeKyBaHH ¢ 600 mg, TeKyuMTe ONEHKH 34 MEJHaHATA Ha IIpeXHBAC
obma npexusieMoct ca 22,9 1 42,5 mecelia, ChOTBETHO.

21



Muenouona 6racmua xpusa: Bxmouenu ca 260 nanpentn ¢ Muenomana GnactdHa xpusa. 95 (37%)
HallHeHTH Ca NONY4aBalH IPeAX0oKAANa XUMHOTEpPanH 3a TeueHe Ha (hasa Ha akuenepaums i GracTHa
kpuiza (“TipeBapHTeNHO NeKyBaHHM NalMEHTH’) 10Karto ocTaHamute 165(63%) He ca MonydaBanu
(“HenexyBaHH nauueHTH”) nevenve. [Tupeute 37 namuenTd 3anousaT NeveHHeto ¢ 400 mg xaro
BHOCHEACTBHE NPOTOKOILT € NPOMEHEH, Taka 4¢ Ja ¢¢ MO3BOJH MO-BHCOKH JI03H, H TIpH ocTaHanuTe 223
HaLMeHTH NEYCHHETO € 3anoyHate ¢ 600 mg.

OCHOBHHAT NoKasaTen 3a eHMKACHOCT € YECTOTaTa Ha XEMaTOJOFHYeH OTroBOp, HOKNaARaHa WAH Karo
IBIEH XEMATOJIOTHYEH OTroBop, 6e3 JaHHY 3a NeBKeMHs ) HIH NpeMHIHABAHE OTHOBO B XpoHW4HATa (asa Ha
XMJI - kato ce U3MON3BAT CHUMTE KPHTEPHH KAKTO TIPH NPOYYBaHETO BHB (ha3ata Ha akulenepauus. [Tpu
TOB2 npoyusade npu 31% OT MauHeHTHTe ce MOCTHra XEMATONOrHYeH OTroBop (36% 0T HenexyepanuTe
NpeAH TOBa NalweHTH W 22% oT fpeABapHUTeNHO NeKyBaHuTe nauwents) (Tabnuma 3). Yectotara Ha
OTroBOp CHUIO € NO-BACOKA NpH MalueHTHTE, NeKyBand ¢ 600 mg (33%), B cpaBReHle C TE3H, KOUTO ca
nexysain ¢ 400 mg (16%, p=0,0220). HM3uucnenata mOHACTOAINEM MEAHAHA HA TNPEKHBIEMOCT Ha
NpeABapUTENTHO HENEKYBAHHTE H NTEKYRAHHTE NALMEHTH € ¢hoTerHo 7,7 u 4,7 Mecena,

Slumgpobracmna xpusa: Brmoveny ca Marsx 6pol naunentn BB daza I npoyusanus (n=10). Yectotata
Ha XeMaToJOTHYEH OTroBop e 70 % ¢ nmpogpxuTensocT 2-3 Mecena.

Tabanna 3 OTtropop npn ehipacTHE nanaerTH ¢ XMJI
Ipoyyrane 0110 TIpoysmane 0109 ITpoyusane 0102
37-Meceunnu 40,5-Meceqnn 38-MeceuHH NaHHHA
JaHHH JaHHH Mpuenobnacraa

Xponruuma ¢a3a daza Ha KpH3a
Heycnex ¢ akuenepauss (n=235) (n=260)
HHTepepon
(0=532)

% wa namwenTaTe CI95%

Xemaronordsen orrosop' 095% (92,3-96,3) 71% (65,3-77,2) 31% (25,2-36,8)
ITenen xemaronorvyen 95% 42% 8%
oTroBop - [IXO{CXK)

Be3 nannu 3a nesxemus BJIJI He e npanoxnmMo 12% 5%
(NEL)

Bpsmane kbM xpornuHa dasza - | He e npunoxumo 17% 18%
BX® (RTC)

TonAM OHTOreHEeTHYEH OTrOBOP? 65% (61,2-69,5) 28% (22,0-33,9) 15% (11,2-20,4)
ITenen 53% 20% 7%
(Tlotespaen®) [95% CI} (43%) [38,6-47,2] (16%) [11,3-21,0] (2%) [0,6-4,4]
YacTuven 12% 7% 8%

'KpurepEn 33 XemMaTo/lorHWeH 0TroBOp (BcHYKH OTroBopr Tpu6Ba ce mOTBLPANT cien
>4 ceamunn);
NIXO (CHR): TNpoyusane 0110 [Gpoli ua nemkouurn <10 x 10%1, TpomGouurn <450 x 10%/1,
MHENOLHTH + MeTAMHENONNTH <5% B KpPBETA, 03 G1acTH H OpOMHENOIMTH B KPBETA, §
<20%, be3 exctpaMeaynapHO 3acsrade] W B npoyusahmsTa 0102 m 0109 [ANC >
tpomGommi 2100 x 10%1, Ge3 GnacTu B kpbBTa, Gnactu B KM <5% H Ges ekc atsi'?

K

3acarane]
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BAJ1: Cuuwre xpuTeprn kakto 3a [TX0, Ho ANC >1,0 x 10%/1 u tpomBounta >20 x 10°/1 (0102
u 0109 camp)

[IX®: <15% 6nactn 8 KM u nepudepuara kpss (1K), <30% Gnactn + npomuenonuts 8 KM n
MK, <20% 6azopunu B I1K,6e3 gpyro excrpameaynapHo 3acarade OCBEH clieska M uepeH apod
(0102 u 0109 camo).

KM = kocten mo3pk, [IK = nepudepua Kpse

KpHTepHH 33 IATOT¢HETHIEH OTIOBOD;

l'oneMusT OTTOBOp chueTaBa eHOBpeMeHHO MbaHuA (0% Ph+ Meradasn) u vactiunus (1-35%)
OTroBOpH

[TeHRAT QUTOTEHETHYEH OTIOBOP, NOTBEPAEH OT BTOPO LHTOreHETHYHO H3CNEBAHE HA KOCTEH
MO3BK, H3BBPIIEHO Hafi-MaJIKO elMH Mecell ¢e/l MbPBOHAYAHOTO M3CAeIRAHE HA KOCTHHS MO3JBK,

Ileduampuynu nayuesmu: O6mo 26 naMeHTH Ha BL3pacT <18 rofAMHH HIH B XpouHdHa (aza Ha XMJI
(n=11} umu B GnacTHa Kpn3a Ha XMJI mam ¢ octpu Pht+ nepkemun (n=15) ca BKIOYeHH BbB (a3a |
HIMHTBAHE C eCKalauyd HA Jo3aTa. TOBA € MOTYIANHA OT NMALHEHTH, KOUTO €3 NpeTHPIENE HETEHIHEHA
npenxoxaalia Tepanuda, Kato 46% oT TAX ca OWIH NOMIOKEHY NpEeAN TOBA HAa KOCTHOMO3RYHA
TpascmianTamua (KMT), a 73% ca Gunn Ha noauxumuotepanus. [TaupeHTHTE ca MeKyBaHH © TO3H Ha
AMaTHHHG ot 260 mg/m¥aen (n=5), 340 mg/m*/aen (n=9), 440 mg/m*nen (n=7) 1 570 mg/m?* nex (n=>5).
Ot 9 nauuentn ¢ xponuuna ¢aza Ha XMJI ¢ manusa umrorederuxa, 4 (44%) u 3 (33%) nocrurar
CHOTBETHO ITBJIEH M 9aCTHYEH LMTOTeHeTHYeH OTTOROP C YeCTOTA Ha roJNeMHS LMTOTEHETHYEH OTTOBOD
'O MCyR) ot 77 %.

O6mo 51 meaHaTpPHYHK NAUMEHTH ¢ HOBOAMATHOCTHUMpAHA W HenekyBana XMJI B xpoHHuna dasa, ca
BKJIIOYEHH B OTKPHTO, MHOFOLIEHTPOBO, C €IHO TEPANeBTHYHO paMo W3nHTBaHe BbB (a3a II. [TannenTHTe
ca JeKyBaHH ¢ AMaTHHUO 340 mg/m’/aen Ge3 npekbCpaHe NPH NHNCA HA A03a-THMUTHPARA TOKCHYHOCT.
Jlevennero ¢ uMaTHHHG MPEAH3BHKBA 633 OTCOBOP NPH HOBOAHATHOCTHLIMPAHH ITEAHATPHYHN NAUHEHTH
¢ XMJL, ¢ IEXO ot 78 % cnex 8 cenmuun neyenre. Bucokara wecrota Ha ITXO e chnpoBosieRa ¢ pa3sBHTHE
Ha OBJIEH UMTOreHeTHYeH 0TroBop I1LIO or 65 %, KoliTo e cpaBHHM ¢ pesyaTaTHTe, HaOMIONABAHH MpPH
BB3pacTHH. B nomrsnnenke, yacTHYeH nutorenetuved otroop (UL{O) ¢ nabmoaasad mpy 16% ¢ vecrora
Ha roiemuA HuroreHetHyen otroeop IO ot 81 %. Ilo-ronama 4acT OT NAIMEHTHTE, KOMTO MOCTHIAT
IO, pa3supat ITLO Mexny 3 1 10 Mecer; che CpenHo Bpeme A0 OTTOBOpA OT 5,6 Mecela, OCHOBAHO Ha
HavHcaense no Kaplan-Meier.

Epponeiickara areHIuA 1o 1eKapcTRaTa 0CBOGOXKAARA OT 3aIB/DKCHHETO 32 NPEAOCTABIHE Ha Pe3y/ITaTHTE
OT MPOY4BAHHATA ¢ HMATHHHO BBB BCHYKH HOAIPYHH HA REFHATPHYHATA NONYNALMS IIPH NOA0KHTENHA 33
Punanenpuiicka xpomoloma (ber-abl Tpadcnokauma) Xponmysa Mmuenomzapa nepkemus (XMJI) (Bxk.
Touka 4.2 3a HHpopMaLKA OTHOCHO ynoTpeGa B neaHaTpUaTa).

Knnnn4uu npoyysaHud npy Ph+OJUT

Hosoouaznocmuyupanu crysau na Ph+OJUIB konutponupaso npoyusasie (ADE10) Ha umaTHHIO cripaMo
XMMHOTEPANECBTHYHA HHAYKIHS IPH 55 HOBOAMarHOCTHIMPAHH NANHEHTH HA BBIPACT 53 FOJHHH U OBEYE,
MOHOTEPANAATA ¢ UMATHHMO, NIPEH3BHKBA 3HAYMWTENHO MO-BHCOKA YECTOTA HA ITBJIEH XEMATOMOTHYECH
OTIOBOp, B CPABHEHHE ¢ XHMHOT¢panuaTa (96,3% cnp. 50%; p=0,0001). Ilpurarasero Ha CaCHTENHa
Tepands ¢ AMaTHHHO Npy TalHEHTH, KOUTO HE OTTOBAPAT WJH KOHTO OTTOBapAT JOIIO Ha XAMHOTEpanusTa,
BOJM J0 MOCTHFaHe HA ITbeH XeMaToJorHdeH otropop np 9 ot 11 naunenty (81,8%). To3u knuHu4eH
OTTOBOP € CRBP3aH ¢ NO-BHCOKATA PeAyKIHA Ha ber-abl TpaHCKPHUTHTE NPH NEKYBAHHTE ¢ HMATHHHO
NalMeHTH, OTKOJKOTO MPH XHMHOTEPAreBTHYHOTO paMo ciex 2 cenmuun nevenue (p=0,02). Bewaxn
DanyeHTH NONYYABAT HMATAHUG H KOHCOMMAAMOHRA XuMioTepanns (Bk. Tabauna 3) ciret HHAYKUHSTA H
CTOHHOCTHTE Ha ber-ab) TPaHCKPHNTHTE Ca HAGHTHYHE B BeTe paMeHa Ha 8-Ma ceamuna. Kakro ce ovaksa,
BB3 OCHOBA Ha AH3ajika Ha IPOYYBAaHETO, He ce HabmonaBa pasiika B NPOABIKHTETHOCTTa Ha PEMHCHATA,
npexHeieMocTTa Oes 3abonapane H o6waTa OPEKUBAEMOCT, BHOPEKR 4Ye NALMCHTH
MONEKYIMpEH OTrOBOD M Noka3’Ballli MHHMMAaNHaTa pelsjyanHa OonecT HMaT MO~
OTHOIIEHHS KAKTO HA TPOXBLIKMUTENHOCTTA Ha pemucuara (p=0,01), Taka 4 Ha 0
3abongBane (p=0,02).

23



Pesynrarure, HabmonasaHn B nomynaiius ot 211 nosoadardocrruypany nanuentd ¢ Ph+OJU B uerHpu
HEKOHTPOJIHpaHK KITHHHYHK npoyusanud {AAUO2, ADEO4, AJP0O1 n AUSO1), oTroBapar Ha onucauuTe
no-rope pesyntatd. HMaTHHAG B KoMOHHANMA ¢ XUMHOTepaneBTHYHA MHAYKIWA (8x. Tabruua 3) soau fo
“ECTOTA Ha MBJICH X€MAToNOTHYeH oTroBop ot 93% (147 ot 158 oueHABAHH NALMEHTH ) H 4ECTOTA HA MOJIAM
nHTOreHeTHyYer otroBop ot 90% (19 or 21 oueHasanu nauueHTH). YecTOTaTa HAa ITBJIEH MOJEKYJIAPEH
orrosop ¢ 48% (49 ot 102 ouenasanw naumenty). [Ipexupaemoctra Ge3 3abonssane - (I163) (DFS) n
obmara npexupsemoct - (OI1) (OS) tpaiino Hageminamat 1 roxguHa ® ca mo-no0pH, B cpaBHEHHAE ¢
xucTonoruynms xontpon (DFS p<0,001; OS p<0,0001) B nBe npoyqpanns (AJPOt 1 AUSG1).

Tabnauna 4 XAMHOTEPaneBTHYMAA CX¢Ma H3NO0N3BAHA B KOMOHHANHA ¢ BMATHHED
MIpoy4usane ADE10
TIpedasa DEX 10 mg/m? mepopanno, aui 1-5; CP 200 mg/m? IV, a#u 3, 4, 5; MTX
12 mg unrparexanso, aex 1
Wnpykous Ha DEX 10 mg/m? nepopanno, auu 6-7, 13-16; VCR 1 mg IV, nuu 7, 14; IDA
PEMUCHATA 8 mg/m? IV (0.5 h), xan 7, 8, 14, 15; CP 500 mg/m?* IV (1 4ac} aen 1; Ara-

C 60 mg/m? 1V, nun 22-25, 29-32

Konconupauuonna MTX 500 mg/m? 1V (24 uaca), aun 1, 15; 6-MP 25 mg/m® nepopanno,
Tepanna 1, 111, V nnu 1-20

KoncomipamsonHa  Ara-C 75 mg/m? IV (1 uac), aym 1-5; VM26 60 mg/m? IV (1 4ac), auu 1-
Tepanus 11, 1V 5

Ipoyusane AAUO2

HHpykuuonna HaysopyGuuun 30 mg/m? IV, auu 1-3, 15-16; VCR 2 mg obwa no3za IV,
Tepanus  (de novo aum1, 8, 15, 22; CP 750mg/m® IV, amml, 8; npennHsoH
Ph+ OQJLT) 60 mg/m’ nepopanuo, aun 1-7, 15-21; IDA 9 mg/m’ nepopanuo, guu 1-

28; MTX 15mg wunrparekanuo, aum 1, 8, 15, 22; Ara-C 40mg
HHTpaTekanHo, gud 1, 8, 15, 22; meThanpeHH30I0H 40 mg UATpaTeKanso,
oHu 1, 8, 15, 22

Koncomamanus (de Ara-C 1,000mg/m?/12h IV (3 4aca), aum 1-4; MHTOKCARTPOM
nove Pht+ OJIII) 10mg/m> IV auu3-5; MTX 15mg wHTpatekamno, jeH l;
MeTHInpeaan3onod 40 mg HATpaTexanHo, AcH 1

Mpoyusane ADE(4

TIpedasa DEX 10 mg/m® nepopanno, nux 1-5; CP 200 mg/m? IV, anu 3-5; MTX
15 mg unTparexanso, nex 1

HBIyKIHOHHA DEX 10 mg/m’ nepopanne, amn 1-5; VCR 2mg IV, guu 6, 13, 20;

Tepamns | AayRopyGuiun 45 mg/m? 1V, nau 6-7, 13-14

Hnayxuuorna CP 1 g/m? 1V. (1 uac), aun 26, 46; Ara-C 75 mg/m? IV (1 uac), nuu 28-31,

Tepanns 11 35-38, 42-45; 6-MP 60 mg/m’ nepopanuo, 0K 26-46

Konconupanuonsa DEX 10 mg/m? nepopanno, auau 1-5; Bungesnn 3 mg/m’ IV, aen |; MTX

Tepanus 1,5 gfm® 1V (24 vaca), aen 1; etonosua 250 mg/m® IV (1 wac) zuu 4-5;

Ara-C2x 2 g/m* IV (3 vaca, q 12 uaca), 1eu 5
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IIpoyusane AJPO1

Hunykunonna CP 1.2 g/m? IV (3 €aca), gen 1; maynopy6uumn 60 mg/m? IV (1 4ac),
Tepanua zHA 1-3; pankpucTay 1,3 mg/m? IV, pum 1, 8, 15, 21; npenuuzoncH
60 mg/m?/neu nepopanko

KoHconwjauMoHHa  ANTEpHHpall XHMHOTEPANEBTHYEH KypC: BHCOKOZO30B8 XHMHOTEPAITHA C
Tepanns MTX 1 g/m* IV (24 uaca), nen 1, u Ara-C 2 g/m? IV (q 12 uaca), aum 2-
3, 3a 4 uHxeNa

Hopappiane VCR 1,3 g/m? IV, day 1; npenumsosnon 60 mg/m? nepopanyo, axn 1-5
Ipoyasane AUSO1
HeayxmioHHO- Xunep-CVAD pexim: CP 300 mg/m® IV (3 uaca, q 12 vaca), auu 1-3;

KOHCONHIALHOHHA BuHKkpucTHH 2 mg IV, aum 4, 11; nokcopy&uumn 50 mg/m?® IV (24 uaca),
nen 4; DEX 40 mg/nen B xuu 14 u 11-14, anrepaupana ¢ MTX | g/m? IV

Tepanug
(24 uaca), pen 1, Ara-C 1 g/m? 1V (2 uaca, q 12 gaca), aan 2-3 (obuo
8 kypca)

[onatpxate VCR 2 mg IV meceuno 3a 13 Mecena; npeakesonoH 200 mg nepopanue,

5 nun B Mecena 3a 13 mecena

BeHyke cxemy Ha NedeHne BKIKOYBAT NpUNarafe Ha CTepou M 3a npodunakraka na LTHC.

Ara-C: yprosns apabunosun; CP: uuxnodocpamun; DEX: nexcamerason; MTX: meroTpekcar; 6-
MP: 6-mepxantonypur; VM26: Tennuosna; VCR: mupkpuctss; IDA: uaapyOwumn; IV:
HHTPABEHO3HO

{Teouampuynu nayuenmu: B npoyusane 12301 obuie 93 neguaTpHYHH NauMeHTH, KOHOLIH H MJIajan
BB3pacTHH (Ha BB3pacT ot 1 po 22 roaudn) ¢ Ph+ OJIJI ca BKMOUEHA B OTROPEHO, MHOTOLIEHTPORO,
HepaHaoMu3npaso (asa Il m3nuTeaHe ¢ NocaenoBarenHs KOXopThH. [lalHeHTHTE ca NeKyBaHH ¢
uMaTaHub (340 mg/m2/nen) B KOMOHHAIMA ¢ HHTEH3HRHA XHMHOTEpAlusA, ciel HHIYyKIHOHRA Tepan#i.
HMAaTHHHO e IpHNaraH HHTEPMHTEHTHO B KOXOPTH 1-5, ¢ yBenHyaBama ¢e POABIDKHTENHOCT U MO-Patio
3ano4YBaHe Ha HMAaTHHHO OT KOXOPTa Ha KOXOPTa, KOXOpTa | ro e Mmomyyapana ¢ Hali-HHCKA
HHTEH3UBHOCT, 4 KOXOPTa 5 ¢ Hall-BHCOKA HHTeH3UBHOCT (Hal-Ibjira MPOAL/IKHTENHOCT B JHH C
HENPEKBCHATO eXeIHEBHO NPIIOKEHHE Ha HMaTHHND Npe3 MbpBHS XMMHOTEPANEBTHIEH Kypc).
TTponbkuTeNnHaTa €XEAHEBHA EKCTIOULHA Ha HMATHHNHO B PaHHHTE €TanH OT AeYECHHETO B KOMOMHALMA
¢ XHMHOTEpanHA NpH NaUMeHTATE B KoXopTa 5 (n=50) nonobpasa 4-roauiliHaTa npexkusseMocT be3
cubuTEA (TIBP) cipAaMo KOHTpOsiH OT MARATH npoyysanna (n=120), noxyyapaina CTAHNAPTHA
XHMHoTepanta 6e3 HMaTHHHG (CBOTBETHO 69,6% crpamo 31,6%). H3uncnenara 4-roguimya oda
NpeXHBAEMOCT Ha TIALMEHTHTE B KoXopTa 5 e 83,6% cnpsamo 44,8% npH KORTPOIHTE OT MUHATH
npoyusatua. [1pu 20 or 50 (40%) manuenRTH B KOXOpTa 5 € HalpaBeHa TPaHCILIaHTaUHA HA
XEeMOTIOETHYIHH CTBONOBH KNETKH

Tabaana 5 XumMuoTepaneETHYRA ¢XeMa H3NOA3BARA B KoMGaRANES ¢ aMaTHHRD B poy4BaHe
12301

Konconupaumonen VP-16 (100 mg/m¥nen, IV): agm 1-5
Gnok 1 Hgochamun (1,8 g/m¥/aen, IV): mm 1-5
(3 cemmuuH) MESNA (360 mg/m¥n03a na 3 4, x 8 noaw'nen, IV): aun 1-3

G-CSF (5 pg/kg, SC): mum 6-15 wim aoxato ANC > 1500 cnea nagup
IT meToTpexcart (B 3apHcHMoOCT 0T Bh3pacTta): CAMO nep
Tpoiina IT tepanus (B 3aBHCHMOCT OT BE3PACTTA): AHH/

Konconupaunonen Merotpexcar (5 g/m’ B npogbkelne Ha 24 uaca, IV s 2
6ok 2 JleskoBoprH (75 mg/m? Ha 36~ 9ac, IV; 15 mg/m3yy
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(3 cenmum)

6 gosm)iii: pHp 2w 3

Tpoiina IT Tepanus (B 3aBHCHMOCT 0T Bb3PacTra): ek 1

ARA-C (3 g/im¥nozama 12ax4,1V): mm2Zn3

G-CSF (5 pg/kg, SC): zun 4-13 mm poxato ANC >1 500 cnea nanup

PensnyxuMonen 6ok 1
(3 cenMuDM)

VCR (1,5 mg/m¥nen, IV): poe 1, 8 m 15

DAUN (45 mg/m¥nen Gonyc, IV): mau 1 1 2

CPM (250 mg/m¥no3a Ha 12 4 x 4 aozu, IV): arr 3 4

PEG-ASP (2500 YUnits/m2, IM): pen 4

G-CSF {5 ng/kg, SC): mim 5-14 win aokaro ANC >1 500 cnea naanp
Tpoiina [T Tepamus (B 3aBECAMOCT OT BB3pacTTa). oHH 1 1 15

DEX {6 mg/m¥nen, PO): mun 1-7 1 15-21

Hurersudmuppans
Gnok 1
(9 cenmuim)

Mertotpexcar (5 g/m? B npogbkense Ha 24 gaca, IV): anm 1 1 15
JleskoBopaH {75 mg/m? Ha 36-Tk vac, IV; 15 mg/m? IV umu PO ra 6 4 x
6 gozm)iii: onn 2,3, 16 m 17

Tpotina I T Tepanus (p 3aBKCAMOCT OT BEIPACTTA): AHK 1 W 22

VP-16 (100 mg/m¥/pen, IV): amm 22-26

CPM (300 mg/m*nen, IV): agm 22-26

MESNA ({150 mg/m¥zen, IV): ann 22-26

G-CSF {5 pg/kg, SC): mru 27-36 wu pokaro ANC >1 500 cien Haaup
ARA-C (3 g/m?, wa 12 u, IV): mun 43, 44

L-ASP (6 000 [Units/m?, IM): nen 44

PenupykunoHen 6nox 2
(3 cemnum)

VCR (1,5 mg/m¥pew, IV): qun 1, 8 1 15

DAUN (45 mg/m*/ nen 6omyc, IV): nen I u 2

CPM (250 mpg/m¥noza pa 129 x 4 goan, IV): a3 n 4

PEG-ASP (2 500 YUnits/m?, IM): nen 4

G-CSF (5 pg/kg, SC): nau 5-14 wnn aoxaro ANC >1 500 cnen HanHp
Tpoitpa [T Tepamua (B 328HCHMOCT OT BB3pacTTa). AAM 1 ¥ 15

DEX (6 mg/m¥/aen, PO): nan 1-7 u 15-21

Hnreanduunpam
6mok 2
{9 ceamunn)

MeroTpekcar (5 g/m? p npogsmkeHne Ha 24 vaca, IV): nomn 1 1 13
JlerkopopH (75 mg/m?Ha 36-TH wac, TV; 15 mg/m?1V am PO Ha 6 9 x
6 aozm)iii: Ann 2, 3, 16 n 17

Tpoiina IT Tepanua (B 27aBHCHMOCT OT Bh3pacrra): AxH 1 u 22

VP-16 (100 mg/m¥/nen, IV): aun 22-26

CPM (300 mg/m¥nen, IV): nuu 22-26

MESNA (150 mg/m*¥nen, IV): auu 22-26

G-CSF (5 pg/kg, SC): num 27-36 wmn noxato ANC >1 500 cnen sagup
ARA-C (3 g/m? na 12 9, IV): num 43, 44

L-ASP {6 000 TU/mz, IM): nen 44

Noanbpxkane
(8-cenMUYHK LIMKAH)
pxnn 14

MTX (5 g/m?s npoasmkenne Ha 24 waca, IV): fen 1
JlesxopopH# (75 mg/m? ua 36-Td 1ac, IV; 15 mg/m?*IV smi PO Ha 6 u x
6 nosm)iii: 1un 2w 3

Tpoiina IT Teparnu: (B 3aBHCHMOCT OT BB3pacTTa): aHH 1, 29
VCR (1,5 mg/m, IV): mau 1, 29

DEX (6 mg/m*/nen PO)Y: auu 1-5; 29-33

6-MP (75 mg/m*pen, PO): muu 8-28

Merorpekcare (20 mg/m*/ceamuana, PO): nun 8, 15, 22
VP-16 (100 mg/m?, IV): nan 29-33

CPM (300 mg/mz, IV): aun 29-33

MESNA 1V auu 29-33

G-CSF (5 ug/kg, SC): anm 34-43

Yogaepxane
(B-ceaMuuny upxnn}
Huxen 5

Kpannanna upannanns (Camo 6nok 5)
12 Gy Ha 8 ¢paknsn npi BCHUKH nanuenTH, kouto ca CNST u CNS2
TpH

NOCTAaBAHE Ha JHArHO3aTa

18 Gy na 10 dppaxuun npu nanuenTs, kouto ca CNS3
Ha

JAHarso3aTa

VCR (1,5 mg/m¥/nen, IV): i 1, 29
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DEX {6 mg/m¥men, PO): num 1-5; 29-33

6-MP (75 mg/m¥/gen, PO): aun 11-56 (Crnpase na 6-MP, 3anounar Ha
aed 1 ot Huken 5 no epeme ua 6-10 XTHA KpaHHATHA HPAJHALFEA.
Janousane Ha 6-MP Ha 1-13 pen cnea NPHKMOYBAHE HA KpaHHANHATA

HpaxHauns.)

Merotpexcar (20 mg/m?/cenmuna, PO): muu 8, 15, 22, 29, 36, 43, 50
TNoagepxane VCR (1,5 mg/m¥/nen, IV}: qun 1, 29
{8-cenMHaHY LHKH} DEX (6 mg/m¥nen, PO): muu 1-5; 29-33
pknu 6-12 6-MP {75 mg/m¥/nen, PO): apu 1-56

Merotpexcar (20 mg/m¥/ceamnua, PO): nun 1, 8, 15, 22, 29, 36, 43, 50

G-CSF = rpaHynonnT-KonoHHOCTHMYMpai gaktop, VP-16 = eronosua, MTX = Metotpekcar, [V =
HHTpaBeHO3HO, SC = noakoxHo, IT = nHTpatekamuo, PO = nepopanto, IM = HETpaMycCKyJIHO,
ARA-C = nurapabus, CPM = upxnodocdamua, VCR = purkpuctan, DEX = aexcameraszon, DAUN
= nayHopyOuumun, 6-MP = 6-mepxantonypuH, &.Coli L-ASP = L-acnapranasa, PEG-ASP = PEG
acnaprusasa, MESNA= 2-mepkantoeran cyndonar sarpuii, iii= win gokaro HuBoTo Ha MTX ¢

<0,1 pM, Ha 6 4 = Ha Bceku 6 uaca, Gy= ['pe#t

Ipoyusane AITO7 e MHOrOERTPORBO, OTBOPEHO, paHAOME3MpaHo, dasa I/l npoyusane, koeTo
pemoura 128 naumenTy (1 A0 <18 roasnH), TeKYBaHH ¢ UMATHHHO B koMOMHAIAA ¢ XHMHUOTEPAIHS.
[oxyyeHuTe OT NPOYYBAHETO NAHHK 3a 6e30NacHOCTTE, CROTBETCTBAT Ha npodnina Ha GesonacHocT
Ha HMATHHUO npn nauenTts ¢ Pht OJLI

Peyudua/peghpaxmepna Ph+QJLI: MoHoTepanpsiTa ¢ MMaTHHHG NpH TALKEHTH ¢ pelHanB/pedpakTepHa
Ph+OJIJI Boan, npu 53 ot 411 olenssanu 3a OTTOBOP MAIHEHTH, JI0 YECTOTA Ha XEMATOIOTHYER OTTOBOP
0T 30% (9% ITbJIEH) H YECTOTA HA FONAM LIMTOrEHETHYEH OTroBop ot 23%. {TpabBa aa ce oTbenexwy, ue oT
411 naumentr, 353 ca nexyBauH B nporpaMa 3a pasuuped AocTbn Oe3 chOpann pauud 3a ITbpRHYEH
oTroeop). CpeAHoTo BpeMe o mporpecus B obmara rpyna or 411 nalumeHTd ¢ peuHzHe/pedpaxrepha
Ph+OJL1 Bapupa or 2,6 ao 3,1 Meceua, a cpeaaaTa ofma npexussemocT nph 401 ouensBaHH NaUHEHTH
Bapupa oT 4,9 Jo 9 mecena. JlaHHHTe ca MOAOOHH NPH NPOBEXKIaHE HA NOBTOPEH aHAIH3 33 BKIIOYBaHE
caMoO Ha MANHEHTHTE Ha BE3PacT HA 55 HAH MOBEYe MOqHHH.

Knnnnvan npoyusanus npy MJIC/MIT3

OnuThT ¢ AMATHEHD NPH TOBA NOKA3AHUE € MHOT'O Orpanuded H ce 6a3upa Ha CTeNEHTa Ha MOBIHABAHE HA
XEMATOJNIOTHYHI H UUTOreHeTHdYeH OTroeop. HAMa KOHTpONHpaHH NpOYYBAHMA, JNEMOHCTPHPAIIHA
KNHHHYHA (10138 HITH MOBHLICHA MPEXHBAEMOCT. EAHO OTKPHTO, MyJTHUEHTpOBo, daza 1l xnuunyHO
npoy4sase (mpoy4sane B2225) e mposeacHo 3a M3NUTBaHe Ha MMATHHHO NMpH pazIHYHH NOMYJAlHH
TAUKEHTH, CTPANALIl OT XKHBOTO3acTpalnaBamy 3abongpanus, cenp3ann ¢ Abl, Kit unn PDGFR npotenH
THPO3MH KHHa3K. [IpoyuBanero sxmousa 7 naunentn ¢ MJIC/MI13, nexypann ¢ uMaTHHEO 400 mg AHERHO.
pu Tpuma nanueHTH ¢ HabnrojasaH meieH XemaTomornded orrosop (CHR) H npH eAHH ODALHEHT —
gacTH4YeH Xemaronoruyen otroeop (PHR). KoM MoMenTa Ha Havanuud aHanH3, TpuMa OT YeTHpHMAaTa
nanientd ¢ PDGFR reHHy npenapexjanus ca ZocTUrHany xemaronorimaeH otroBop (2 CHR 1 1 PHR).
Bw3pactra Ha naugenTHTe Bapupa ot 20 1o 72 rognHy.

3aBezien e obcepealmoHeH perHcTep (npoyusane L2401), 3a za ce cvbepar muarocpousute JaHHK 33
Ge3omacHOCT H eHKAaCHOCT NPH MAUHEHTH ¢ MHeNoNponndepatnpuy 3abonspamua ¢ PDGFR- B renny
npeHapekfaHud, OpHeManH HMaTHHHO., 23-Marta DNagMeHTH, BKIIOMEHM B PETHCTRPA Ca NpHEMANH
MMAaTHHHO KaTo MeInaHaTa Ha AHCBHaTa Jo3a € 264 mg (untepsan: {00 go 400 mg), a MenHaHaTa Ha
NPONL/DKHTENHOCTTA Ha npHema e 7,2 ronnnn (Aurepsan 0,1 no 12,7 roaunu). [opany obceppannonnus
XapaKTep Ha PETHCTEPA, NaHAH, OLEHABAINH XeMATONOTHYHNSA, [UTOTeHETHYHHA H MONEKY/ISPHHAS OTTOBOP
<a HAHYHY CHOTRETHO ApH 22, 9 it 17 or 23-MaTa BIUNCYEHH NaNHeHTH. AKO JONYCHEM KOHCEPBATHBHO,
4e NALMEATHTE, MPH KOHTO JMICBAT AanHH, ca Hepecniongepy, 1IXO ce nabmonasa cbOT
(87 %) naumesmy, IO 1ipu 9/23 (39,1%) naunenTy, a MO npu 11/23 (47,8%) nauuents A

i e

Ha MORNHABAHE ce HIYHCIIABA TIPH MalBeHTH C MOHE ¢/[HA BaJiAHA OLEHKa, c'reneulja?{ i gHe
orHomenue Ha [TXO, IO 1 MO e chorsetno 20/22 (90,9%), 9/9 (100%) 1 11/17 (64§°76‘)§;";. A0
o g Rl
=1 A
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Jomsnautento B 13 myGmkkanuu ce cpobiuasa 3a npyrn 24 naumentd ¢ MIC/MII3, 21 ot kouto ca
nekyBaHH ¢ MMATHHHG 400 mg OHeBHO, AOKATO APYrHTE 3 MALMEHTH ca NMPHENH MO-HUCKH Aosd. [Ipu
11 mauyerTH ca otkphtn PDGFR remnn npenapexaanus, 9 or 14X ca gocturiama CHR u 1-PHR.
Bu3pacTTa Ha Te3H NAlHEHTH € B rpanuuaTa Ha 2 Ac 79 rogunu. B ckopomna nyOaukalHs OCbBpeMEHEHH
IaHHH 33 6 oT Te3n 1] nammeHTH pa3kpHBAT, Ye BCHYKH Te3H NMALMEHTH ca OCTaHanH B LIHTOTEHETHYHA
pemicHa (Bapupamia Mexay 32-38 mecena). Cremara myOnuxaiHa JOKNafBa A8HHH OT ABITOCPOYHO
npocaesasane xa 12 MJC/MII3 nannertd ¢ PDGFR reHHA npeHapexkpaisa (5 NalHERTH OT OpoyYBaHe
B2225). Te3n manmeHTH ca npueMann UMaTHHHG cpenHo 47 mecena (ot 24 gau — 60 meceua). Ilpn 6 ot
Te3H NalHeHTH NPOCAeAsBAHETO KBM MOMEHTa HajsHmmaBa 4 roauHd. EauHanecetr malmeHTH ca
nocrurnamu 66p3 CHR; npu necet ce nabmonaga MeJIHO OT3BYYABAHE HA HTONEHETHYHHTE AHOMA/IHH H
HaMalaBaHe WIH M34e3pane Ha mamepeante ¢ RT-PCR Qy3noHHM TpaHCKPHITH. XeMAaTONOTHYHHAT H
LHTOreHeTHYeH OTrOBOp ca NOANBPXAHM cpeano 3a 49 Mecena (Bapupat 19-60) 1 47 Mecena (Bapupar 16-
59), cpotBeTHO. OOliaTa TPEXHBAEMOCT € 65 Mecena OT AWATHOCTHIMpaHero (Bapupa 25-234).
IMpunarasero Ha MMaTHHHO NIpH nauHeHTH (e3 TeHeTHYHATa TPAHCNOKAIHA KATO LANO HE BOIH [0
nogoOpeHne.

HsaMa KOHTpONMpAHH M3MHTBAHHA np¥ neauatpuuud nauuentd ¢ MJIC/MII3. B 4 ny6ianxauum ce
csobiaBa 3a 5 manmerTH ¢ MJC/MIN3, cebp3anu ¢ PDGFR renEn npeHapexnadid. Bu3pactra Ha Te3H
TIAIIHEHTH BapHpa oT 3 mMecella A0 4 TONHHH, 8 AMATHHKMG € nprAaraH B 103a oT 50 mg THEBHO HiIH B 1030B
uHTepBan or 92,5 10 340 mg/m® nuesHo. IIpM BCHYKK NALMEHTH € TIOCTHTHAT ITBIICH XEMATONOTHYEH,
OUTONeHeTHYeH H/HIH KIHHMYEH OTTOBOP.

Knuauans npoyusanns npd XEC/XET
OTKPHTO, MHOTOLIEHTPOBO, (asa II xnuHAYHO npoy4dBane (npoy4sane B2225} e niposeneHo 3a H3THTBaHE

Ha MMaTHHHG NpH Pa3idYHM MONYJANMH NAlMEHTH, CTPAJALIM OT XHBOTO3acTpaluaBamy 3abonaBanns,
cepp3and ¢ Abl, Kit unu PDGFR npoteuH TuposuH Khnasd. IIpu ToBa mpoyusane, 14 mauueHTH C
XEC/XEJI ca nexypanu ¢ 100 mg o 1000 mg umaruunt auesHo. JMpyrn 162 nammentn ¢ XEC/XET,
JAOKTaABaHH B 35 myGnuKysann KIMHHYHM Cllydas ¥ CepHH OT CJ1ydYaH, ca NpHeMald HMaTHHHO B 1034 OT
75 mg no 800 mg nHerHo. LluToreHeTHunuTe anoManuu ca oueHeHr npH 117 oT obmara nomyxayHa ot
176 naupenTtn. Ipu 61 or Te3u 117 naupentu e waentnduumpana FIP1L1-PDGFRa dy3uonna kaHasa.
OceeH ToBa, yeTnpu XEC nanyueHTy ca anardocTanapand kato FIP1L1-PDGFRe-no3HTHBHHE B 3 IpYyIrd
nybnakysanu goknana. Bewuakm 65 FIPIL1-PDGFRa ¢y3HoHHa KHHa3a-MOIHTHBHH MAllHEHTH Ca
nocrurdany CHR, nogepixan B mpoaw/keHHe Ha Mecenu (papupa ot 1+ go 44+ Mecelia H3MEPEHH KbM
maraTa Ha joknansane). Kakro ce noxnangea B ckopouina nyGnAkamus, 21 or Te3n 65 nallHeHTH CBILO ca
NIOCTHTHAJIA IThHA MOJIEKYNApHA peMHCHS TIPH CpefHO NpocieAspaHe or 28 mMecena (B rpammiuTe Ha
13-67 mecena), Br3pacTra Ha Te3H nauHeHTH € ot 25 10 72 roauHH. B 1omMbenHeHRe, B OTACHHH KIHHHYHK
Cydan H3ICHe/oBaTeNnTe ca Habmoaasanu noaoOpeHHe B CHMITOMATHKATda W JAPYTHTE OpraHHH
HapymeHns, [lomobpenms ce JoknaasaT B ChpAeYHATA, HEpBHATa, KOXKA/MOAKOXKHA ThKaH,
AnXaTeJiHa/TopaKanHa/MeHACTHHAIHA, CKeJIeTHO-MYCKY THA/CheIMHUTETHOThbKBHHA/ChA0BA H CTOMALMHO-
9pEBHA OPTaHEK CHCTEMH.

HsMa KOHTPONHPaHH KAMHAYHH H3NATBAHHA NpH neanaTpuany nauwent ¢ XEC/XEJL B 3 mybaukauun
ce cpobiara 3a 3 manmenTH ¢ XEC 1 XEJL, cebp3ann ¢ PDGFR rennn npenapexaanns. Brapactra Ha Te3u
MALHEHTH € 0T 2 A0 16 roauHy, a KMaTHHEG e fipunarad B A03a ot 300 mg/m2 JHEBHO HIH B 10308 HHTEpBAT
or 200 po 400 mg nueBno. IlpH BCHYKM NauHeHTH € NOCTUTHAT IHIEH XEMATOJIOTHYEH, MbJIEH
IHTOreHETHHEH H/HIH ITRIICH MONEKY IAPEH OTTOBOP.

KJIHHHYHY IpOYYBAHEA MPH HENOANEKANM HA pelekuus Hunu MeTactarHaan [HCT
IposeneHo e enno daza II, oTBOPeHO, PAaHAOMH3INPAHO, HEKOHTPOIHPAHO Mympmaunonan petBal
NPH MALMEHTH C HENOAJEKAINH Ha PE3eKIHsA HIH METACTATHYHH 3JIOKAYECTBEHH racTpgiEse
crpomaitii Tymops (CUCT). B ToBa npoyuBane ca BKMoveHs 147 nalMeHTH, KOHTO ca |) 4"\
nony4asar nepopaino 400 mg nim 600 mg Beausx AHSBHO 3a NepHO A0 36 Mecena.
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namuedTH € oT 18 g0 83 roauHH i ca ¢ NaTOXHCTONOTHYHA ANArHosa 3a nojiokuTeaeH 3a Kit anokagecTeeH
THUCT, xo#iTo HE NOANEKH HA XHPYPIHYHO OTCTPaHABAHE H/MNH € MeTacTaTHueH. M3BbpImeHo ¢ pyTHHHO
HMYHOXHCTOXHMHYHO H3cnenBaHe ¢ aHTHTAIO 32 Kit (A-4502, 3aemku moMMKIOHANEH aHTHCEpYM, 1:100;
DAKO Corporation, Carpinteria, CA) B CHOTBETCTBHE ¢ AHATH3A N0 ABHAHH-OHOTHH-NIEPOKCHAAIEH METO
CJIE[| AHTHIEHAO Bh3CTAHOBABARE.

ITepByaHHTE JaHHH 33 edHKACHOCTTa CE OCHOBABAT Ha OGEKTHBHATE CTENEH Ha OTIOBOP.

Heobxoaumo e TyMOpHTE Ja ca H3MEPHMH B IICHE €IHO OT MECTaTa Ha 3aCAraHe, a XapaKTepPHCTHKATa

Ha OTrOBOpA ce OCHOBaBA Ha KpHTepHHUTe HA Southwestern Oncology Group (SWOG}). Pesyntatate ca
npeacTapeHu B Tabanua 6.

TaGanna 6 Haii—no0Lp oTroBop or cTpana ga Tymopa npd opoyieane STIB2222 (THUCT)

Beuukn ao3n (n=147)

400 mg (n=73)

600 mg (n=74)
Hafi-no65p oTropop n (%)
TTeneH otrosop 1(0,7)
YacTigeH oTroBop 98 (66,7}
Crabnnno 2abongBane 23 (15,6}
Iporpecupanio zabonsasane 18 (12,2)
He mMoxe fa 6bIe oLeneH 5(3,4)
Hewnspecren 2(14)

HsMa pasiHkH B cTENEHHTE Ha OTTOROD MEXIY JBETE AOIOBH rPYnH. 3HaunTeneH 6poit OT mauueHTH, KOUTO
ca che cTabuano 3afondBane 0O BpeMe HA MEOKAHHHHA AHANH3 MOCTHIaT YacTHYeH OTTOBOP NpH IO-
OPOABLIKHMTENHO JeueHne (cpenno npocnensasane 31 Mecena). CpeaAHOTO BpeMe 10 OCTHTAHE HA OTIOBOP
e 13 ceamuuy (95% CI 12-23). CpennoTo BpeMe 00 HeyCNexX Ha JIeUeHHETO MpH oTroBopuiute € 122
cenmui (95% CI 106-147), noxaro B ofliara Oonyiauds HA poy4BaHeTo & 84 cepmuny (95% Cl 71-
109). Cpennara ob1na nmpeKHEBAEMOCT He € NocTuruHara. Ouenxara no Kaplan-Meier 3a npexusseMocTTa
clen 36 mecedHo npocneaseate e 68%.

Ipu fBe KIHHUYHE HPOYUBAHMA (OpoyuBane B2222 W MexayrpynoBoTo Opoyyusase S0033) AneBHaTa 1o3a

HAa MMATVHHG € mopHINeHa Ha 800 mg npH MANKMENTH ¢ NporpecHs Ha 3a0onsBaHeTo NpH HACKA JHEBHH

Zo3# ot 400 mg Hay 600 mg. Nlnesnara no3a ¢ nosynena Ha 800 mg npy o6mio 108 mannenTh; 6 NankeHTyH
NOCTHTAT YACTHYEH OTroBop ¥ 21 crabuapanpane Ha 3a00NngpaHeTo CH e MOBMINABAHE HA 103aTa NpPH

o0l KNHHHYHA non3a ot 26%, HanugHauTe JaHHRA 23 Ge30NacHOCT MOKA3BAT, He MOBHINABIHETO HA A03aTa
Ha 800 mg nHeBHO NpH NaNHEHTH ¢ APOrPecHs IIpH HHcKATE Ko3H o1 400 mg wim 600 mg aHeBHO He ce
Q Ba HA npodia Ba Ge3onacHOCT Ha KMATHHHD,

Kannuyny 1jpoyysatus Npy agrosanTHa tepanus ia THCT

[IpHIOKEeHNETO Ha IMATHHAD KaTo aMIOBAHTHA TEPANKs € NPOYy4YeHO B MHOTONEHTPOBO, JBOHHO-CIAING,
TPOCHISKTHEHO, NAanebo koHTpompano dasa 11 npoyusane (Z9001), exmoupamo 773 nanHeHTy,
BhapacTTa Ha naunesTHTe Bapupa ot 18 0o 91 rogunu. B npoy4BaHeTO Ca BKIIOYEHH TALHEHTH C
XHCTOMOMHYHO AnarHocTrirpat mepaiien TUCT, uMyHOXHCTOXHMHIHO excnipechpaln Kit mpoTenH | ¢
roieMHHa Ha TyMopa =3cm B Raif-roieMua AMaMeTsp, NPeThpIelH TOTATHA MAKPOCKONCKA Pe3eKIHs Ha
I'HCT B pamkute Ha 14-70 gru npegy peracrpauuarta. Cnea pesekuuara Ha mepeiaHma THCT

IPOOBIIKCHHAC HA €JHA roquHa.
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IispeHYHa KpaiiHa Ued Ha MPOyYBaHETO € MPSKHBIEMOCcTTa be3 penaMB, OnpeaeeHa KaTo BpeMe OT
JA€HS HAa PAHAOMH3ALMATA 1O IeHA, B KOHTO HACTHITBA PellHAHB Ha 3a00/11BaAHETO HIH CMBPT nOpanH
HAKAKBA QpYra NpHYUHA.

HMaTuHHO 3HAYHMO yILIDKaRa NpexHBieMocTTa Oe3 pemuaue, 75% oT namuenTnre ca Ges peudaus 3a
nepuos ot 38 Mecena B rpynara Ha uMatHHHGCOpiMo 20 Mecena B rpynata Ha mianebo (95% CI[30 -
HENOJVIECXKAllH Ha OUEHKa); ChOTBETHO [14 —Hemojyexalii Ha oneHKal); (koeduuunenr Ha puck = 0,398
[0,259-0,610], p<0,0001). Ha mspBara rogaHa ob1aTa NpesKHBAEMOCT O3 PELIBIHB € 3HAYMMO H0-BHCOKA
npu umMaTHHHG (97,7%) cnpamo nnaue6o (82,3%) (p<0,0001). PuckeT or pemuuus Ha 3abongsaHeTo €
penaylHpas ¢ npHoInsuTenHo 89% B cpaskeHne ¢ maneto (koeduuuenT fa packa = 0,113 [0,049-0,264]).

PuckeT OT penaue Ha 3a6019BaKETO NPH TANMEHTH CNEX ONEPAaTHBHO NedenHe Ha mppudeH JTHCT ce
OlIeHABA PETPOCNEKTHBHO Ha (a3a CNIEAHATE NPOrHOCTHYHY (akTopH: rofeMHHA HA TyMOpPa, MHTOTHYEH
HHARKC, TOKAIH3aIHA HA TyMopa. JIaHHM 3a MHTOTHYEH HHAEKC ¢a HATHYHY TIpH 556 ot 713 intention-to-
treat {(ITT) panmentn. Pesyatature or cyOrpymosure ananmnsy cbriaacHo HanpoBanauTe 3ApasHA
uacTHTYTH Ha CAIlL (United States National Institutes of Health (NIH)) 1 xnacudnkranmsaTa Ha pHcka Ha
HuCcTHTYTa MO NaTONXOrNA Ha BLopexeHnTe ciuil (Armed Forces Institute of Pathology (AFIP)) ca noxa3ann
8 Tabmana7. B rpynnTe ¢ HHCHK H MHOTO HHCBK PHCK He ce HabmopaBar xinHUYHHA non3m. Ilonsn He ce
HabnioAaeaT ¥ Mo OTHOIUEHHUE HA O0MmaTa NPeXKHBACMOCT.

Tabanna 7. O6o6enne #5a aRANA3ATE Ha NpeXuBieMocTTa Ge3 penuans HpH npoy4unaneto Z9001,

ebraaceo Kaacapuaxanpnte Ha packa a NIH u AFIP
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Kpurep | Crenen Ha % Bpoii cv6rTag/ Obm HpexnpgemocT De3
HH 32 pHcK nanHenTd | Bpoii mannenTn xoednnHEHT pennaes (%)
pack Ha pECK (95%
HMaTEERG cn* 12 mecena 24 Mecena
cupsmo naanelo
HMATHHHO HMATHHHD
CHpAMO COPEMO
naanebo miaanebo
NIH Low 29,5 0/86 cuipamo 2/90 | Hemoaneskam 100 cnpamo 100 cnpamo
Ha OIIEHKa 08.7 95.5
Intermediate | 25.7 4/75 cnpamo 6/78 | 0.59 (0.17; 2.10) | 100 cnpamo | 97.8 cnpsmo
94.8 89.5
High 44.8 21/140 cnpamo. | 0.29 {0.18; 0.49) | 94.8 copamo | 30.7 cnipamo
511127 64.0 46.6
AFIP Mmnoro 20.7 0/52 capamo 2/63 | Henmoanexamy 100 cipsmo | 100 cnpamo
HHCKAa Ha oLieHKa 98.1 93.0
Hncka 25.0 2/70 cnpamo 0/69 | Henoanewxans 100 cnpamo | 97.8 capamo
Ha OlI¢HKA 100 100
YMepeHa 24.6 2/70 copamo 0.16 (0.03; 0.70) | 97.9 cnpamo | 97.9 cpamo
11/67
Bucoxka 29.7 16/84 cnpamo 0.27 (0.15; 0.48)
39/81




* IInnen nepuon Ha npocieaspane; NE-Henoanexamn na olierka

Bropo momnoronentposo, oteopeno ¢asa IH npoyusame (SSG XVIIVAIQ) cpasuapa 12 MecewHoTo
JeueHHe ¢ HMaTHHHO 400 mg/nen crpamo 36 MeceuHo neyeHue NpN NANMEHTH clle] XHPYpPrHYHa Pe3eKIH
#a FHCT c eana oT cliegHKTe XapaKTepHCTHRH: TYMOPEH RHaMeTsp >5cm # >5/50 6pos MuTo3H Ha HoneTa
¢ ronamo ysenndenne (high power fields [HPF]); wim tymoper anamersp >10 cM B KakbBTO H fia € Opoii
MHTO3H, HTH KaKBBTO H J]a € pazMep Ha TyMopa ¢ Opoif muTtosr >10/50 ra HPF, unm pyntypa Ha TyMopa B
nepHToHeanHara KyxmnHa. Obmwo 397 naunenTH Cca BKJIIOYEEM M PaHAOMHM3HpaHH B mpoydsaneto (199
naiMeHTy B 12-MeceunoTo pamo u 198 narHeHTH B 36-MeCcedHOTO pamo), METHAHATA HA Bb3pacTTa ¢ 61
ropuuy (MHTeppan 22 no 84 ronunn), Meauanata Ha BpeMeTo Ha npocneAsBane € 54 Mecela (0T aaTara Ha
paHIOMRA3alHA 40 KpaiiHata nata), o610 83 mMecena Mexcly MbPBHS PAHAOMHIHPAH TAlHEHT H KpaliHaTta
Jarta.

ITbpeuYna KpaitHa en Ha Ipoy4BaHeTo ¢ npexuBseMoctTa Ge3 peunans ([16P), aeduuupana ot BpemeTo
Ha paHOOMH3allHA N0 JaTara Ha moARAa HA PEOIHAHB HA 2ab0oNaBaHETO HIH CMBNT NOpaAH HAKAKEA TIPHYHHA.

Tpuaecer H wecT (36) MECeIHOTO eueHHE ¢ MMATHHHO3HAYHMO YABLDKABA (PEXKHUBAEMOCTTA 663 pelnIHB
cnpsamo 12 meceunoto nevenne ¢ uMaruanb (¢ o6y koeduuuent Ha pucka (HR) = 0,46 [0,32, 0,65], p <
0,0001} (Tabauua 8, Ourypa 1).

B pombimeHue, TpuieceT M IecT (36) MECEdHOTC JiedCHHE ¢ HMaTHNMG 3HAYHMO yObakasa obmata
npexuesemoct (OI1) cnpamo 12 Meceusioro neuenne ¢ (HR= 0,45 [0,22, 0,89], p = 0,0187) (Tabmuua 8,

Durypa 2).

flo-nponeikurentoto neuenne (> 36 Mecena) Moxke Na 3abaBH MofBaTa Ha NO-HATATEIIEH PELH/IMB;
BBIIPEKH Ye BIHAHHETO HA TO3H (paKT BEPXY 001iaTa NpeXHBACMOCT OCTABA HEACHO.

OO6wnAT Gpoli cMBPTHE ciyyan e 6un 25 B 12-MeceqHoTo H 12 B 36-MECEYHOTO TEPANEBTHHHO PaMo.

Jleuenneto ¢ uMarnHub B IpoABIKEHAE HA 36 Mecella MPEBB3X0XKAA 12-MeCeHHOTO JledeHne NMPH aHan3
Ha Ha ITT nonynauusTa, T.e. BRIKYBAL, LANATA NONYJALHMA OT NpoydsaHeTo. B nianupaH NOACPYIIOE
aHaNu3 Bb3 OCHOBA HA BHIA HA MYyTaUHATA, koethHmueHTHT Ha pAck (HR) 3a npexusaemMoct 6e3 peuunis
(IIBP) no Bpeme Ha 36-MeceqHOTO NevYeHue P NAUUEHTH ¢ MyTaliHy B ex30H 11 e 6un 0,35 [95% CI: 0,22,
0,56]. He morat na §baar HampaBeHH W3BOJH 1O OTHOUICHHWE HA HPYFHTE MO-PAAKO CPELAHH PYIH
MYTallHH nopaau Mankus Opoii Habnronapann ceGuUTHA.

TaGauna 8 12-meceqano n 36-meceuno neuenne ¢ uMaTaunb (H3uaTRane SSGXVIIVAIO)

12-Meceyno TepANEBTHYHO PAMO  36-MeCeYHO TEPANEBRTHIHO PAMO

RFS % (CI) % (C1)
12 Mecena 03.7 (89.2-96.4) 95.9 (91.9-97.9)
24 mecena 75.4 (68.6-81.0) 90.7 (85.6-94.0)
36 Mecena 60.1 (52.5-66.9) 86.6 (80.8-90.8)
48 mecena 52.3 (44.0-59.8) 78.3 (70.8-84.1)
60 mecena 47.9 (39.0-56.3) 65.6 (56.1-73.4)
Survival
36 Mecela 94.0 (89.5-96.7)
48 mMecena 87.9 (81.1-92.3)
60 mMecena 81.7 (73.0-87.8)
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@uryps I Ouenks mo Ksplan-Meier Ha npexasseMoctTa Ge3 penaams (ITT nonyaanus}

8D
P < 0,0001
Koedntnent na pack 0,46
(95% CI, 0,32-0,65)
301 N Ci6  llen
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Hsma KOHTPONHPAHH KNHHHYHY H3NHTBAKMA NPH MeAHATPH4YHH nauueHTH ¢ ¢-Kit nosntupen THCT. B 7
myOnukanmu ce cbobimaea 3a 17 naunentn ¢ FTUCT (che unk Ges Kit 1 PDGFR MyTaunn). Br3pacrtTa Ha
Te3d NalMeHTH Bapupa oT 8 g0 18 roauny, HMATHHEG € NIPHIAraH KaKTO KaTO a[F0BAHTHA TEPalui, TAKa H
[IPH METACTATHYHH TYMOPH B I03H B HHTepBana oT 300 a0 800 mg auepno. [Ipn moseyero or
NeAHaTPHYHHTE NALHEHTY, TeKyBand 3a [MCT JHICBaT NaHHH, KOHTO Ja NOTEbPAKNABAT C-kit WiH
PDGFR myTanuy, koeTo Moxe Ja 0Bede A0 NIPOTHBOPEUHBH KIHHHYHH Pe3yJITaTH.

Knunuann npoyusanns npu JIOCII
ITpopeneno e enno dasa II, oTKPUTO, MHOTOLEHTPOBO KNHHHYHO NPOYYBaHE
skmoqsamo 12 mammenTn ¢ JOCIT, nekysaun ¢ umaTHHAG 800 mg aHeBHO. Br3pag
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JDCII e ot 23 10 75 rogutiy; no BpeMe Ha BKIIOYBaHE B poyuBaHeTo JMCI] ¢ MeTacTaTHYHA, JOKAIHO
pPeLHIHBHPANA CNell TEPBOHAYANAA PE3SKIHOHHA OrepaTHBHA Hameca H HE ce CUMTA, Y€ IIE Ce No/Aaie Ha
N0-HATATHUIHA PE3CKIIHOHHA ONIepaTHBHa HaMeca. [TePRHYHOTO J0Ka3aTeNCTRO 34 ePUKACHOCT CE OCHOBABA
Ha cTenexTa Ha ofiexTHeeH oTroBop. Ot 12 BKIKOYEHH NAUHEHTH, 9 OTTOBAPAT, €AHH MLJIHO ¥ 8 YacTHYHO.
Tpy OT YacTHYHO OTIOBOPHINTE BIOCNCACTBHE Ca O3NAPABENH CIEJ XMPYPrHYHOTO jeuenue. CpenHata
NPOABIKKTENHOCT Ha JICYCHHETO B NpoyuBaHeTo B2225 e 6,2 Meceila, ¢ MAKCHMAHA TIPOABIDKKTENHOCT
ot 24,3 mecena. JlonwanutenHo B 5 nyGAMkyBaHH JoKnana 32 KIHHHYHH Clyyan ce choOumasa 3a
6 nanmentu ¢ IPCII, nexkypann ¢ AMaTHHHO, KaTo TAXHaTa BB3pacT € or 18 mecema mo 49 ropuHm.
Bw3pacTHHTe nauenTH, chabmenn B nybIHKyBaHaTa THTEPaTypa, ca nexyeany ¢ 400 mg (4 cmyyan) wim
800 mg (1 cnyuaii) uMatuau® AuesHo, TleT (5) mauHeHTH OTroBAPAT HA JIEYEHHMETO - 3 HANBJIHO H
2 qacTHyno. CpeHaTa NPOABIKUTENROCT Ha JTeYeHHeTO B Ny(IMKyBaHATA JIATEPATYpa BapHpa MeExay
4 cenmuuH K noBede oT 20 mecena. Tpancnokauuata t(17:22){(q22:q13)], #nu HEHHAAT TEHEH MPOZYKT ce
Ha0monaBar mpH MOYTH BCHYKH OTFOBOPHIIM Ha NIEYEHHETO ¢ HMATHHHUG.

Hama XOHTPOAMPaHH KIMHHYHH M3MHTBAHWA TPH nefuaTpuuny nauuentd ¢ JOCIIL. B 3 ny6nnkaumn ce
chobuasa 3a 5 namuenTs ¢ JIOCI u PDGFR rennu npenapexaanud. BeapacTra Ha Te3H NalMeHTH BApUpa
OT HOBOPOASHH 0 14 rogunu H HMaTHHHO e npunarad B 103a 0T 50 mg ZHEBHO HIH B I03H B HATEPBANA
o1 400 no 520 mg/m? gueBRO. TIpH BCHYKH NANHEHTH € TIOCTHTHAT YACTHYEH H/ANH MBIEH OTIOBOP.

5.2 PapMaKoKHHeTHYHE CBOHCTBA

DapMaKoKHHETHKA Ha HMATHEUO
®apMaKoOKHHETHYHHUTE CRONCTBA Ha HMaTHHMO ca OLEHEHH TMpH 03K B FpaHHuuTe Ha 25 mo 1 000 mg.

[InasmeHuTe JapMaKOKHHETHIHH NPOMHIH Ca AHATH3HPAHH Ha 1-BH JeH H CHef TOBA WIH Ha 7-Mi HIH Ha
28-MH JieH, KOraTo ca JOCTHIHATH CTAUMOHAPHH KOHIEHTPAIHH.

Abcopbuus

Cpeanara a6comoTHa GHOHANMYHOCT HAa UIMATHHHOG € 98%. Crien nepopanHo npuicKeHHe € HabnJaBaka
BHCOKA BapHabHIIHOCT MEX]y MALHEHTHTE B IIa3MeHHTe KonneHTpaind Ha AUC Ha mmatunub. Koraro ce
npHeMa ¢ Xpasxa, forara sa Ma3HHHH, cTenenTa Ha abcopOuAs HAa KMATHAMO ce HaManABa MHHEManHo (11%
TIOHHKEHHE BA Crax B YABIKABAHE HA tmas © 1,5h) ¢ Teko monmxenue Ha AUC (7,4%) B CpaBHEHKE C TIPAEM
Ha rnanHo. He e w3cnenBan edekTbT Ha Npeaxoxkaila CTOMALIHO-YPEBHA onepauHs BepXy abcopbunsra
Ha JIeKapCcTROTO.

Paznpesienenue

Ilo fasHy OT in Vitro eKCIIEPHMEHTH NPH KIIMHAYHO 3HAYKHMH KOHUEHTPAIHA HA HMATHHUO, CBLP3BAHETO
My ¢ THIa3MEHHUTE NPOTCHHY e 0Komo 95%, ipeaMHO ¢ anfyMHEA H ¢ andia-KuCeans TTHKONPOTERH H B [10-
HHCK3 CTENEH C JIHIONPOTEHEH.

BuorpanchopManua

OcHOBHHAT MeTabONBT B KPHBOOGPALIEHHET) TIPH XOpa € N-AeMEeTHIHPAHO IHNEePazHHOBO POU3BOIHO,
KOeTO IMOKA3RA in vifro AKTHBHOCT, 6sM3Ka [0 Ta3H HA H3XCAHOTO BEIIECTRO. YCTaHOBEHO €, Ye TIa3MeHaTa
AUC Ha To3u metabomut e camo 16% or AUC 3a uMaruam6. Cebpspanero Ha N-IeMEeTHTHPaHHA
MeTaboHT ¢ IUIa3MeHHTE NPOTekHN € GM3ka 10 Ta3H Ha H3XOJHOTO BEIeCTBO.

3aeaHo N-ZileMeTHIHPAHHAT META0OMUT B HMaTHHHG NPEACTABIABAT OKONO 65% OT PajHOAKTHRHOCTTA B
kpbBoobpsinennero (AUCq4sy). OcTanmanara YacT OT paJMOAKTHBHOCTTA € ABLKM Ha MHOTOGPOHHH
BTOPOCTENEHHH MeTabOMHTH,

In vitro pesynratute mokassat, ue CYP3A4 e ocHoBHHAT P450 mM30€H3MM NpH XOpa, KaTauH3Hpanl
6notpanchopmanys wa uMaTHHEG. Or HabGopa BE3MOXHM JNEKapcTBAa 3a CHBMECTHO
(aueTaMHHO(EH, AUMKIOBHp, ANOMypHHWI, aMOTEPHLMH, LWTapabHH, epPHUTPOMH
XHAPOKCHYped, Hopdrokcauns, neHAunHy B) eauncTeeno epurpomunan (ICsy 50

33



(ICso 118 uM) nokazpat HHXHOMpALIO AclicTBHE BHPXY MeTaboRA3Ma HA HMATHHHO, KOSTO MOXKE Ja UMa
KJHHHYHO 3HAYEHHE.

HokasaHo €, ye nMATUHKG B in Vitro ycnoBusA € KOHKypeHTEH HHXHOHTOp Ha MapKHpaliu cyOcTpaTH 3a
CYP2C9, CYP2D6 u CYP3A4/5. CroiinocTHTe Ha K; B YOBEIIKHTE HepHOAPOGHH MHKPO3OMH c€a
cvoTBETHO 27, 7,5 A 7,9 pmol/l. MakcumanuuTe MiasMeHy KOHIEHTPAMHA Ha UMATHHAO MPH NAUMCHTHTE
ca 2-4 ymol/l. CnenoBatenso e Bs3MOKHO HHXHOHpane Ha Menuppanusa ot CYP2D6 w/unn CYP3A4/5
MeTab0JIN3BM Ha CBEMECTHO TIPHEMAHOTO JeKapeTBO. UMaTHHKG He nosnHaBa GHoTpascdopManuaTa Ha 5-
tayopypauni, Ho HHXHOHpa MeTaboNKM3Ma Ha TAK/IMTAKCEN B PE3YNTaT HA KOHKYPEHTHOTO HHXHOHpaHe Ha
CYP2C8 (Ki=34,7 pM). Tazu croitHoct Ha K; e naney no-BHcoKa 0T 04aKBAHHTE IUIA3MEHH KOHICHTPALAH
Ha WMATHHMO NpH NMALMEHTH, TAKAa Ve HE Ce OYAKBA HHMKAKBO B3aHMOZEHCTBHE [pH CBHBMECTHOTO MY
NIpHJIONEHHE ¢ 5-ayopoypalaI KK NaKIHTaKCET.

EnamuHHpaHe
B3 0cHOBa HA JaHHMTE 33 eKCKPELIs Ha CheAMHERNETO(a) cie/] IepopaneH PHeM Ha 103a, Genssana ¢ 'C

wmMaTHHUO, npubnn3nTenno 81% ot nozata ce oTAENA BB eueca B paMKkuTe Ha 7 aHW (68% ot ao3ara) n
ypuHata (13% ot nosara). HemetaGonusupanuar uMatnauG cherasnssa okono 25% ot pozata (5% B
ypuHarta, 20% bB deneca), ocTaHanata 9acT ¢a MeTaGoHTH.

IinaiMena papMakokHHETHKA

Hpocaenaeanero cnen nepopajiHo NPUIOKEHHE MPH 30PAaBH AOOPOBOIILH TOKA3Ba, Ye ty; € IPADINIUTEIHO
18 h u ToBa npeanonara, 4¢ NpHEMaHETO My BEAHBXK AHEBHO € MoAXoAsmo. [ToBHIIABaHETO B CpelHaTa
AUC c yBenHyaBane Ha A03aTa ¢ IHHeHHO H IPONOPIHOHANHG Ha J03aTa B HHTepBana 25-1 000 mg cnen
MEPOPATHO NpHiIokeHne.Hama HHKakBa npoMfHa B KUHETHKATa Ha HMaTHHHO NP MHOIOKPATHO
TIDHIIOXEHHE, KATO [IPH NIPHEM BeIHbXK JHEBHO KyMyJHpa 1,5-2,5-mbTH B CTAMOHAPHO ChCTOAHME,

DapmakokHHeTHKa nNpd nanuentd ¢ TUCT

Ipu nandentn ¢ FTUCT cramonapHaTa miasMeHa KOHUESHTpauus € 1,5 MbTH No-BMCOKa B CPaBHEHHE C
nabmofaeanata npn namHentd ¢ XMJI 3a ceinara nosuposka (400 mg asesHO). [lamnmure OT
Npe/IBAPHTENHAS MoNynanuosen gapMakokuHeTHueH aHanu3 npd nanuedarn ¢ TUCT nokasear, ue TpH
NpoMeHIHBH (anGyMHH, JeBKOHMTH W OHIHpYOHH) HMAT CTATHCTHYECKH 3HAYMMa Bpb3Kad ¢
dapmarokuHeTHkaTa Ha uMaTtaHub. HaManenute cToliHocTH Ha anGyMuHa OPeJUIBMKBAT TIOHHKEHHE HA
xnupbHca (CL/f), a mo-BHCOKHMTE HHBA Ha ICBKOLMTHTE BOZAT A0 nonmkeHHe Ha CL/f. Bbnpeky ToBa Te3H
JaHHH HE ca JOCTATBRYHO H3ABEHH, 3a Ja JOBSAAT JI0 NMpOoMAHA Ha A03aTa. B Tasm rpyna oT HauHeHTH
HAIHYHETO HA YEPHOAPOOHM MeTACTAaZH € BBIMOXKHO Ja AOBEAE AC YSPHONPOOHA HEROCTATHUHOCT W
IIOHMXKABaHe Ha Merabonuama.

Tlonyaauuonna MAKOKHHETHEA

Janunte OT nomynanuoHHs dapMakokHHeTHuYeH aHanu3 npH nanuentn ¢ XMJI mokassart, 4e BE3pacTTa
oxaipa cnab edext pupxy obema Ha paznpeaenenne (12% nosumenune mpH NalHeHTH >65 roguny). Tasu
npoMAHa He Ce NPHEMa 33 CTATHCTHYECKH 3HAYMMA. EQekThT Ha TenecHOTO Terjo BBPXY KIHPBHCA HA
HMaTHHHO € TakbB, e 33 NauxeHTH ¢ Terno 50 kg cpeaHHs KIupeHC ce odaksa aa 6uae 8,5 L/uac, aokaro
TNpH NauKeHTH, Texamy 100 kg ce oyakea na ce moerury a0 11,8 L/uac. Tesn npoMeHH He ce CMATAT 3a
AOCTATBYHO OCHOBAHHE, 33 Jia ¢¢ KOPHTHpa A03aTa B 3aBHCHMOCT OT TenecHOTO Terno. IloneT A oKxa3Ba
BIHAHHE BBPXY KHHETHKATa Ha HMaTHHHG,

dapMakoKHHETHKA [IDH Jena H
KaxTo npH Be3pacTHH NALMEHTH, TAaKa M IPH Jiena uMaTHHuG ce abcopOupa 6Bp30 criel nepopaneH npueM

mpu npoy4sanna ¢asa I u dasa I1. Josute ot 260 1 340 mg/m?/1en NpH fena A IOHOMH BOAIT JO ChIUATA
€KCNIO3HIHA, KAKBATO CHOTBETHO CE MOCTHra npH Jo3uTe oT 400 mg u 600 mg IpH BbL3PACTHH NaUHEHTH.
CpasusBanero Ha AUC 024y Ha 8-ust u 1-13 fed npu 2o3u ot 340 mg/m?/nen nokasea 1,7 n
KYMYNIHpaHe ClieJi MHOTOKPaTHO NPH/IOKEHHE BEAHBXK THEBHO.

Bs3 ocHoBa Ha cOopeH monynauMoHeH dapMaKOKHHETHYEH aHANA3 NPH HEAHA
XeMaTonornyHu 3abomasanus (XMJI, Ph+OJUT HnH ApyrH XeMaTOMOrHYHH 3a60
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HMaTHHHG), KIMPBHCHT HAa UMATHHHG Ce yBeNHYaRa ¢ yBe/lHyaBaHE Ha TENIECHATa MOBBPXHoCT. Cren
KODHTHpaHe 3a edekTa Ha TelleCHATa NOBBPXHOCT OCTaHAJATE AeMorpadCKH NMOKA3aTeH KaTo Bb3PacT,
TENIECHO TErA0 M HHASKC Ha TeNeCHa Maca HAMAaT KIMHHYHO 3Ha4HM edekT BBpXY eKCIo3MUMATa Ha
HMAaTHHHO. ARaNH3bT NOTEBPKAABA, Ye EKCNOZMLMATA HA WMATHHMO npH NeJHaTPHUNH TNalHEHTH,
nonyu4asamy 260 mg/m? equsx AHEBHO (Ge3 Aa ce npesniapar 400 mg BBk AHeBHO) HiH 340 mg/m’
BeIHLK AHeBo (Ge3 Ja ce mpepuwlaBaT 600 mg BeaHbXK AHEBHO) € NMOROOHA HA Ta3H MpH BB3PACTHH
NalHEHTH, KOHTO MomydasaT HMaTHHHO 400 mg wim 600 mg BeAHbX AHEBHO.

Hapyimenue Ha opranHara QyHxumus

MMaTHHHO H HeroBHTE MeTabONMTH He Ce eKCKPETHPAT B 3HAYHMa cTened upes OuOpeunte. [lauuentnre ©
JeKko 0 YMEPeHO HapyineHHe Ha OnOpeunata ¢yHKINA NMOKasBaT MO-BHCOKA IUIA3MEHA €KCIIO3WLIHA,
OTKOJIKOTO NalHeHTHTe ¢ HopManHa Ob0peuna dyuxuus. [Toprmennero e npubau3uTENHO 1,5 10 2 OBTH,
CHOTBETCTBAMO Ha 1,5-xpaTHO yBenudeHue Ha muasMenns AGP, ¢ xolito ntMaTHHHO ce CBBEP3Ba BbB BUCOKA
creneH. KnwpsHehT Ha cBoOogHus uMaruHu® € BepoATHO NopjobeH NpH NamHEHTHTE ¢ 6nOpeuno
HapyLICHHE H Te3d ¢ HopMmarHa 6b6pedra ¢yHkms, Thif Kato OLOpevHATa EKCKPELHs ChCTAR/IABA CaMO
MankKa 4acT OT THTH Ha eIUMHUHHApPaHE Ha KMaTHHKG (BX. ToukH 4.2 1 4.4).

Benpek de pesyaraTHTe OT (papMakOKMHETHYHMA aHAJIM3 M0OKA3BAT, 9¢ CBHIIECTBYBA 3HAYHMO
HHTePHHAHBHAYAIHO BapHpaHe, MPH NALHEHTH ¢ padia4HH 1O cTeneH HapymeHHA Ha YepHoapobHaTa
GYHKIHS CpeiHaTa eKCNO3HUMA Ha HMATHHHG He Ce MOBHILABA, B CPaBHEHHE ¢ HOPMAaJHA HepHoApobHa
byHKkuRa (BK. Touxkn 4.2, 4.4 1 4.8).

53 IlpeaxnunuvHA JaHHE 33 §e30HacHOCT

INpeaxnuErynusT npodun Ha Ge30MacHOCT HA HMATHHHO € OLEHEH TIPH IUTBXOBE, Ky4eTa, MaliMyHH H
3adium.

IIpoy+BaBHATa 32 TOKCHYHOCT IPH MHOTOKPATHO MPHAOKEHHE 110Ka3BaT JIEKH /10 YMEPEHH XeMaTOJIOTHYHH
HPOMEHH IPH TUTBXOBE, KydeTa H MaHMYHH, ChIIPOBOAEHH C IIPOMEHH B KOCTHHA MO3IBK NpPH IABXOBE H
KydeTa.

Yepuuar Apol e npHlleneH opral NpH nrexoee U kyyeta. [Ipu npara Baaa ce HabmMoaaBar JIeKH A0 YMEpeHH
NOBHIIEHHS Ha CTOHHOCTHTE Ha TPaHCAMHHA3KMTE M JIeKO IICHIKEHHE Ha XONEeCTEPONa, TPHITIHLEPHIHTE,
obuus 6enThk H anbymuHa. B uephus apo6 Ha mIBXOBe He C€ OTKPHBAT HHKAKBH XMCTONATONONMYHH
npoMeHH. Texka gepHonpoOHa TOKCHYHOCT ¢e Habmoaaea cnejl ABYCEAMHYHO TPETHPaHe Ha KY4YeTa, ¢
TIOBHIIABAHE Ha YEPHOAPOOHHTE €H3MMH, XENaToleJylapHa HEKpo3a, HeKpo3a M XHNeplulasui Ha
AUTBYHATE THTHILA.

[Ipn maliMyHu, TpeTHpaHH B Npob/keHHe Ha 2 ceAMHUH, ce HabmonaBa OnOpedHa TOKCHYHOCT,
H3pasABalia ce ¢ JoKanHa MHHEpanu3alug ¥ Aunarauus Ha Ob0peannte TyOynu H TyOynHa Hedposa. [Ipr
HAKOH OT TE3H XHBOTHH ce Habmiojasa noeWmasawe Ha ypesta (BUN) u kpeaTHHHHa B kpbBTa. B
13 ceMATHO NpoyuBaHe BBPXY ITEXOBE c¢ Haf/Mo/aBa XUNepIUiasus Ha NPeXoAHAS enuTen B 6x6peynara
TIalHJIA H Ha MHKOYHUA MEXYP NpH 033 >6 mg/kg Ge3 NpoMeHy B CEpyMHHTE H YPUHHHTE NapaMeTpH. Iipn
XPOHHYHO NpHIaraHe Ha UMAaTHHUO ce HalMoJaBa NOBHIlIEHA YECTOTA HA ONOPTIOHHCTHYHHTE HHOEKIIHH.

ITpn 39-cenMuquo mpoy4Bane BbpXy MaiiMyHH He ce HabmojaBaT HexXeNaHH JIEKADCTBEHH DEAaKIMM
(NOAEL) npu raii-unckata f03a oT 15 mg/kg, k0eTo e NpHOIH3HTENHO €AHA TPETA OT MAKCHMAIIHATA J1033
npH xopa ot 800 mg BE3 0CHOBA HA MOBEPXHOCTTA HA TAN0TO, JleueHHeTO BOAH 0 BIOIIABAHE HA HOPMATHO
HNOTHCHATHTE MaTapHiiHA HH(EKIHH IPH TE3H KHBOTHH.

HmaTnnnO He noka3Ra IeHOTOKCHYHOCT NPH H3CIENBAHETO MY in vitro BBpXy OakTepHamHa KneTh4Ha
KyNnTypa (TeCT Ha Ames), in vitro BbPXY KACThYHA KYNTYpa ot Oolaiinnmy (THM(POM IpH MRIIKH), U iR vivo
NpH MHKPOHYKJIEApeH TecT HPH IUTBXOBE. [IOJIOKHMTENHY TeHOTOKCHYHH edexTn
(XpoMo30MHH abepannk) npy HMaTHHAG ce HaOMoAaBaT in Vitro BEPXY KISTHUHA KY
{aliunnk oT Kurafickn xaMcTep) NpH HamHuHETC Ha MeTabONMTHA AKTHBAILMA.
NPOAYKTA OT MPOH3IBOACTBEHHA TNPOLEC, KOHTO ce HaMHpaT H B KpaiHHA NeKa
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HOJIOAKHTEIIEH TECT Ha Ames 3a MyTaliH. EAMHAAT 0T Tesy MEXAMHAA NPOAYKTH ce [IO3HTHBHPA CHIIO IIPH
npo6aTa ot MELH THM$OM.

Ilpu npoyusane 3a u3cnelBaHe HAa IUIOAOBHTOCTTA NMpPH MBXKH IUTBXOBE, TPETHPAHH ¢ HMATHHHO B
npoxbkende Ha 70 aHu mpenn dngTocBaHeTo ce HabMIOKaBa HaMalNsBAaHE HA TETJIOTO Ha TECTHCHTE H
SMHJHANMHATE ¥ NPOLEHT2 Ha NOXBIXKHHUTE CNEPMAaTO30HAMTe NpH Ao3a ot 60 mglkg, koato e
NpUGAM3HTENRO PABKA Ha MAKCHMANHATA KIMHAYHA 1038 oT 800 mg/kg, H3gucneHa CpAMO NOBbPXHOCTTa
Ha Tanoto. ToBa ne ce Habmonasa npu fo3a <20 mg/kg. PeayKiuus Ha CIEPMATOTEHE3aTa B JIEKA 10 YMEPEHa
CTENEH c¢ Habmoapa U NpH Ky4eTa NpH nepopaiHa o3a 0T >30 mg/kg. [TpH xeHCKH IUIbXOEE, KOHTO ¢a
TPETHPAHH ¢ NeKapcTBoTo 14 nHu npean Y TOCRaHETO Ae 6-TH NrecTAIHOHEH NieH, He c¢ Habmoaasa edekr
BbpXy KOIyJaTHBHATa cocobHOCT HIH BbpXy Opos Ha GpeMeHnnTe XeHncku. [1pu go3a o1 60 mg/kg npu
KEHCKHTE IUThX0BE ¢€ HabmoaBa 3HAYHTENHA MOCTHMITaTAlMOHHA (peTanua 3aryba u HaMaleHHe Ha Opos
Ha )HBHTe wioxose. Topa He ce Habmoaasa npH Ao3u <20 mg/kg.

B nmpoy4saHe 3a BIHSHHETO Ha MEPOPalTHKA NpHeM BbpXy Npe- d NOCTHATANHOTO Pa3BHTHE TIPH IThXOBE
Ce ONHCBAT BATHHATHH KPBBOTEYCHHA B rpymata ¢ Ao3a or 45 mg/kg/aer Ha 14-TH HAW Ha
15-th recraumoHen fen. I1pn ceuiara f03a, 6pOAT Ha MBEPTBOPOACHHTE IUTHXYETA, KAKTO M Ha TIOYHHATIHTE
mexny O u 4-TH JeH cies paXJaneTo e noBAeH. [IpH nokonenue Fy, pH CHIIOTO A030B0 HHBO, CPEAHOTO
TENlECHO TErNI0 € MOHHKEHO OT PakJaHeTo 10 CMBbPTTA HA JKHBOTHHTE H OpOAT Ha HOBOPOJEHHTE,
JoCTHralli KpHTEpHi 3a OTASNAHETO Ha npemylMyMa e Jieko noHWKeH. (eprunmara CmocoGHOCT Ha
nokonenue F) He e 3acernara, Ho ce 3abenn3Ba, He € MOBHIIEH GPOAT Ha pe3opOuUMH H € HaMalleH OposT Ha
xku3necnocobuuTe ferycn npu 45 mg/kg/men. Hupo Ges HaGmonasan edext (NOAEL) kakto npu
MalKuTe, Taka H Ipu noxonenne F e npu fo3a ot 15 mg/kg/nen (eapa 4eTRBPT OT MAKCHMAllHaTa 034 3a
xopa oT 800 mg).

VimaTiHHG ¢ TepaTorenes 3a ILTbX0Be, KOTATO Ce MPHIIara no BPeMe Ha OpraHoreHesara B 1034 =100 mg/kg,
KOMTO Ca MpHOJM3HTENHO paBHH Ha MaKCHMANTHATa KIMHHYHA 032 oT 800 mg/zeH, OTHeceHa KbM
NOBBPXHOCTT2 HA TANoTO. TepaToreHHHTe edekTH ce M3passBar B ekleHUedanns Wi eHuedarouene,
AUNCBAMK/pe Ry iEpati HpOHTaNHR ¥ TUNCBAIM NapHeTaTH KocTH. Te3H edexTH He ce HabaoaBat nNpy
no3u <30 mg/kg.

B TokcukonorayHO npoyyBaHe 3a pasBATHETO NpH NOJIOBO He3pelnn [ursxoee (AeH 10 mo 70 criexm
paxnaHeTO) He €A YCTAHOBEHH HOBH MPHLENHH OPraHH, KATO C& MMAT NpENBH] IO3HATHTE MPHUETHH
OpraHs NpH BE3PACTHH [UTHX0BE. B TOKCHKONOrHYHO NPOY4BAHE MPH IOJOBO HE3PEIH ILTBXOBE, €eKTH Mo
OTHOIUEHHE Ha pacTexa, 3a6aBeHO BarMHANHO OTBapAHe M Pa3felsHe Ha MpENyLHyMa NpH Hali-BHcoKaTa
NpenopbYHTENHa 1033 oT 340 mg/m? ca Habmozasany npd npubmuzaTento 0,3 a0 2 IbTH HAJ, CpeHATA
meguaTpHuHa ekcrosuius. OCBeH TOBa NpPH Hali-BHCOKATA TpeNopbuMTeNHa Ao3a or 340 mg/m’ e
HabmoaBaHa CMBPTHOCT NIPH MIIaJH *KHBOTHH (B TEpHONa HA 0TOHBaHE) IPH NPAGIH3HTENHO 2 ITHTH HaJ
CpeJHATA NETHATPHYHA eKCO3HIHS.

Ilpa 2-roAHIDHOTO NpPOYYBAHE 38 KAPUHHOTEHHOCT NPH TUTHXOBE, NPHIOKEHHETO HA HMATHHHG B I03H OT
15, 30 u 60 mg/kg/nen, Boan IO CTATHCTHYECKH 3HAYMMO NIOHIDKEHHE HA MPOIBL/DKUTENHOCTTA Ha MHBOTA
Ha MBXKMTE XHBOTHH NpH nosu oT 60 mghkg/nen u Ha xeHckute mpH no3n >30 mg/kg/nen.
XHCTONATONOIAYHATA OlCHKa Ha CK3HTHPANHTE XHBOTHH II0Ka3Ba KapQHOMHOTMATHA (fBaTa mona),
XPOHHYHA NPOTPECHBHA HedponaTHA (KEHCKM WHAWBHAM) H TIANMIOMH Ha NpeNyLHyMHaTa Kile3a KaTo
TTIaBHW NPHYHHH 33 CMBPT WIH OCHOBAaHHA 2a JIETANIEH H3XOA Ha KHBOTHHMTE. TapreTHH opradd 3a
HEONNACTHYHH HPOMEHH ca 6x0pelmTe, MHKOUHNHA MeXyp, ypeTpara, npelly iluyMHAaTa H KIIHTOPHATa XJIe3a,
TBHKOTO Y€pPBO, NaPAMTOBHIAHHTE XKJIe3H, HanGROPEUHHTE KIIe3H B HEKIIE3HCTATA 9acT Ha CTOMAaxa.

Tlanunom/kapiaHOM Ha NpenyuHyMHATa/KNATOPHATA KJIe3a ce Hab/oAaBa Py A0 Ha
KO€eTO npeacTannaea npudnusutenno 0,5 unyi 0,3 mhTH Han AHEBHATA €KCIIO3HIHA TIP
Ha AUC) npn csoTReTHO 400 mg/aen wiu 800 mg/aed 1 0,4 TBTH HAZR AHCBHATA €
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(BB3 ocHosa Ha AUC) npu 340 mg/m?. Husoto Ges na6monaean epext (NOEL) e 15 mg/kg/nen. Brbpeten
a/IcHOM/KAPIHHOM, TAMHIOM Ha THKOUHMS MEXYP H YPeTpara, aAcHOKApIMHOMH Ha THHKOTO 4epsBo,
aNeHOMH Ha HAPAMHTOBHAHUTE XJe3d, JOOpOKAUECTBEHH M 3JI0KaYeCTBEHH MeAYJIapHH TYMOPH Ha
HaaOBEOpedTHNTE KiTe3H ¥ NAMUIOMNI/KAPHHHOMHE HA HOKCIACTATA YacT Ha CTOMAXa A YCTAaHOBEHW NpH
no3a ot 60 mg/kg/nen, koeto npeacTapngBa NpuGNH3HTENHO 1,7 WAn | BT Hapy IHEBHATA €KCITO3HLIHS IPH
xopa (Bp3 ocHora Ha AUC) npa cwoTeerno 400 mg/nen win 800 mg/aen, u 1,2 NbIH Haj AHEBHATA
CKCIO3HLIWA OPX Jena (Bb3 ocHosa Ha AUC) npu 340 mg/m?/nen. Husoro Ges naGmonasan edext (NOEL)
e 30 mg/kg/nen.

Bce oule He ¢a A3ACHEHH MEXaHH3MBT H 3HAYEHHETO NpH XOpa HA T€3Hd HAXCAKH IIPH IIpoyuBaHHA Ha
KapnHHOr¢HHOCTTa NpPR ILTBXO0BE,

Heca YCTaHOBEHH HCHCOIUTACTHYHH JIC3HH B ITO-paHHHATE NPCIKIHHHYHHA opoy4ysaHHvsd B CBPACYHOCDACBATA
CHCTEMa, TIaHKpeaca, eHAOKPHHHTE OpraHd H 356ute. Hali-BaxknuTe MPOMEHH (2 ChpAeyHa XunepTpodus
R AHAAaTaAA, BOASLIH AC [IPH3HAIH Ha ChPACYHA HEAOCTATHYHOCT TIPH HAKOH KHBOTHH.

AXTHBHOTO BEIMECTBO AMATAHKO NOKA3Ba EKOJIOTHYER PHCK 32 CCOHMEHTHH OPraHH3IMH.

6. PAPMANEBTHYHH JAHHH

6.1 CnEchbK HA IOMOIMHHTE BeIIeCTEA

CoappkanHe Ha KalcyiaTa:
JlakT03a MOHOXHApAT

Kpocnoeuznon

MHKpOKpHCTaNHa Henyio3a

Tanx

CHnuumneB AHOKCHA, konouieH GespoaeH
MarHesues cTeapar

CheTaB Ha Kancynara:
Kenarun
Tutanoe anokcun (E171)

XKt xenesen okcap (E172)
Yepsen xenesen okcu, (E172) {camo B 400 mg TBEpAM xancyim)

6.2 HecurBMecTaMoOCTH

Henpanoxumo

63 Cpox Ha roguocT

3 rogunK

6.4 Cnenuansn ycJIoBHS HA CHXPAHEHHE

Ja ce cexpanaea noa 30°C,

6.5 Baj B cuALPKIAHE HA ONAKOBKATA

Bancrepu PVC/PE/PVDC/anyMunnii.

3a 100 mg:
Bceaxa onakoBka chABRpka 60 unm 120 kancyns.
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3a 200 mg:
Bcesaka onaxoeka ceabpxa 30, 60 wim 120 xancynm.

3a 400 mg:
Bceaxka onaxoBka ceabprka 30 nan 90 kancyin.

He seruxy BEOBE ONAKOBKH MoTaT Aa HBaaT mycHaTn B npoaax0a.

6.6 CoenHaiui npefna3ny MepKH NPH H3XBLPASHE

PaboTa ¢ OTBOPEHN KaNCYIH OT XKEHH B ICTEPOHA BE3PACcT

Tsit kaTo NpOyYBaHHA NPH )KHBOTHH C& ITOKA3AJIH PeNpoLyKTHEHA TOKCHYHOCT H NOTEHIHATHHAT PHCK 32
nnoxa ApH xopa € HEHU3BECTEH, XXCHH C JICTEPOACH MOTCHUHAN, KOUTO OTBAPAT KANICYNIH TpﬂGBa aa 6’5}13’[‘
NOCHhBETBaHH Aa 60paBAT CHC CHABPKAHHETO ¢ NOBHIIEHO BHHMAaHME H Aa H30ArBaT KOHTAKT C KOXaTa,
OYMTE HIH BAMINBaHE (BX. Touxa 4.6). Peuere TpaGsa fa ce H3MHBAT BejHara cie paboTa ¢ OTBOpeHH
KancyJiu.

Beexn HensnonssaH JleKapcTBeH NPOAYKT WM OTNaAeH MarepHall TpAOBa Aa Ce H3XBBPNS ChHIVIACHO
MECTHHTE H3HCKBAHHA.

7.  TIIPUTEXATEJ HA PAIPEIIEHHETO 3A YIIOTPEBA

Anudapm EAJL

Oyn. CumeoHoBCko moce Ne 130

1700 Codun

Briarapus

8. HOMEPA HA PASPEIIEHHETO 3A YIIOTPEBA
20160167

9. JIATA HA HOBPBO PA3ZPEINABAHEMOJAHOBSBAHE HA PA3PEUHIEHHETO 3A
YHOTPEBA

Jara Ha mepeo paspemasaie: 18.05.2016
Jara Ha nocnenHo roaHoBABaRe: 25.05.2021

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

09.2021

38




