KPATKA XAPAKTEPUCTUKA HA TPOLOYKTA

1. UME HA NEKAPCTBEHWA NMPOAYKT WHHUCTEPCTEO HA 31PABEONASBAHETO

&
GLIVEC® (FMWBEK) dunimupanmn Tabnetku ot 400 mg. MpsAoKeRNe Koh

paspewenne saynorpeballt y o 154 { 94 . 060U}

2. KOFIMYECTBEH M KAMECTBEH CBCTAB 6ﬁ /6’5-9 6.0 M
q

Beska dunm Tabnetka chEbpxa choTeeTHo 400 mg imatinib mesylate

3z noMoLUHWTE BellecTBa, B 6.1,

3. IEKAPCTBEHA ®OPMA

Qunmupanu TabneTku.

MHOrO TBMHO-KBINTY 40 KadsiBo-0patiKeBy 0BanHu, BUKOHBEKCHN UrMUpaHn TabneTtku,
CBG ckoceny BrMK, ¢ Hagnve "NVR" oT egHata cTpana 1 "SL" oT gpyrarta.

4. KRRy BAHHA
4.1 TepaneBTUYHN NOKasaHWs

GLIVEC® e nokasaH 3a fie4YeHne Ha HalUueHTu ¢ HOBO-guarHocTuumpaHna, NosnTUBHa no
dunagenduiicka xpomosoma (ber-abl)(Ph+) xpoHudna muenouaHa neskemus (XMI), fpu
KOUTO KOCTHO-MO3BMHATE TpaHcnnaHTaums He moxe ga 6bae pasrnexaaHa KaTto Tepanns
Ha nepseu nsdop.

GLIVEC® cbitio Taka e nokasaH v 3a feveHve Ha naumentu ¢ Ph+ XMJT nio Bpeme Ha
XpoHUuHaTa asa crep Heycnex Ha fevyeHneTo ¢ anda-uHrepgepoH unk BB (asa Ha
akuenepauus, nnn BnacTHa kpuaa.

EdexteT Ha GLIVEC® BBbpxy usxoma OT KOCTHO-MO3bLYHA TpaHCNNaHTauus He e
YCTaHOBEH.

GLIVEC® cuito e nokasaH sa reyeHne Ha Bb3PACTHU NauMeHTh C Henoanexaluyn Ha
onepaums, nonoxwuTtnHn Ha Kit (CD 117) wunnm MeTacrasvpani 37iOoKa4eCTBEHM
racTpOUHTECTUHANHN cTpoMantmn Tymopi (MACT).

Mpu BB3pacTHM NAUWEHTH, edeKTUBHOCTTa Ha GLIVEC® ce ocHopaBa Ha obiua
XEMaToNoMMyeH ¥ UMTOreHeTUIeH OTroBop U NpexussemocT 6e3 nporpecus npu XMIT v
obekTvBHaTa cteneH Ha oTtrosop npy MCT (Bx. Paspen 5.1. dapmakognmHamuyhm
cBoOicTBa). HAma KOHTpoNupaHu npoyuBaHusa, AEMOHCTPUPALLKM KMWHWYHW NMOM3n UM
rHoeulleHa npexussemocT npu XMA n TUCT.

4.2 flo3upoBKa ¥ Ha4MH Ha NPUJIoKeHue.

TepanusTa TpsbBa fa ce 3aroJHe OT NeKap, KOATo 1UMa OnuT B fIeYEHNETO Ha BonHm ot
XpOHUYHA MuenougHa neskemus nnu FTNCT.

3a poau pasnuubn ot 400 mg n 800 mg (BWX MpeanoXeHaTa A03UPOBKa [MO-JOIY).
Paspeluenu 3a ynotpeba ca u genummn Tabnetku ot 100 mg.

FONFIMO  KONIMYECTBO BOAZ, 3a A3 €& MUHUMM3Mpa PUCKBT OT  ApAQy
CTOMALUHOYPEBHWS TpakT. [HeBHaTa A03a MOXe [a ¢e Nplema BeHHBLX [
ce pasfen B 5ea npuema, eiuH - CyTpuH 1 eANH - Bevep.
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Mpy nauveHTV, KOMTO He MoraT fa normelar uimupaHdute TabneTk, THAXHOTO
CbhObpXaHwe MOXe Aa ce pasTBopu B vawa MuHeparnHa Bofa wiu A0BIKOB COK.
HeobxoaumusT 6poit TabneTkn Tpabea Aa ce noctask B SOCTATBYHO KOMMMECTBO TEYHOCT
(npwBnuautento 50 ml 3a Tabrnietka ot 100 mg 1 200 ml 3a TabneTka ot 400 mg) n pa ce
cTpue ¢ nuxuua. CycneHsusTa Tpabea [ia ce norbriHe BefHara cnep mefHoTo pasriajaxe
Ha TabnetkaTta.

Hosupaxe npu XMIi

MpenopwsusaHata gosa GLIVEC® e 400 mg/geH aa nauveHTUTE BbB XpOHUYHaTa dhasa Ha
XMI. Xpohudra daza Ha XMIT ce gecmHupa, korato ca Hanuue cnegHuTe Kputepuu:
Briacti < 15% B KPbLBTa W KOCTHWSA MO3bK, 0asodunHu KAeTkn B nepu@epHaTa KpbB
<20%, TpomBouTi >100 x 10%1.

lpenoprusanHaTa posa GLIVEC® e 600 mg/meH 3a naumeHtute BbB dasa Ha
akuenepauus.. ®asa Ha akdernepauvsi ce geduHuMpa ¢ MPUCLCTBUETO Ha BCAKO OT
cnefHuTe cheToAHNsA: Briacth > 15%, HO <30%, Gractu nnkoc npomuenoumTy >30% B
KDBET& UMW KOCTHWS MO3bK (ocurypsieaHe Ha Bnactu <30%), 6GasouriHn KNeTks B
nepudpepHaTa kpuB >20%, TpomBowwtu <100 x 10%/] Bes Ja e CBBP3aHO C TepanuaTa.

MpenopbusaraTta fosa GLIVEC® e 600 mg/geH 3a naleHTUTe BBbB (hasa Ha BriacTHa
Kpwsa. BriacTHa Kpusa ce fedmHunpa, ripy 6nacti > 30% B KPbBTa 1 KOCTHUS MOSBK WK
Hanwuuue Ha ekcTpamegyrapHa 6onecT, pasnuyHa oT XernaTocnfieHoMEeranms.

MpoAbMKATENHOCT Ha MEYEHNETO: B KNMHUYHKUTE NPOYYBaHMA JIEYEHNETO NPOoABLMKaBa
L[O riporpecupaHeTo Ha 3abonsBaHeTo. He e wuscriegsaH edyekra OT cnvpaHe Ha
neYeHneTo HpY AOCTUraHe Ha bieH LUMTOreHeT!YeH OTroBop.

Moxe pa ce obckiaa ysennueHune Ha posarta oT 400 mg Ao 600 mg npu nauueHTn B
XpoHnuHaTa (hasa ka sabonasaHeTo, nm oF 600 nHa 800 mg (aanexw xaro 400 mg nsa
MbTY BHEBHO) MPK NaLMeHTV BbE (hasaTta Ha akuernepauus Win BnacTHa Kpusa, camo ako
AUMNCBaT TEXKM HeXenaHy peakuy, Kakto ¥ TEeXKM, HEeCBbp3aHM ¢ NEBKEMWS,
HEYTPOMNeHus1 UnM TpoMboLMTONEHNA MpY criefHUTe 0BCTOATENCTRA: MporpecupaHe Ha
saborsiBaHeTo (MO BCSKO BpemMe); HEeBL3MOXHOCT 3a MocTUraHe Ha 3afoBormTeneH
XEMAaTONOMMYEH OTIOBOP creg NoHe 3-meceyro neyenwve; saryba Ha nOCTUrHaT npepuileH
xemaTonoruded otrosop. lNauveHTute chnegsa pga ObAar CTPOrO MOHUTOPUPaHW MpU
fOCTENEeHHO MOBULUABaHE Ha H[03aTa, Kato ce UMa npepBup noTeHuuarna 3a no-sucoka
CcTENeH Ha rosiBa Ha HeXXenaHK peakunm Npu No-BUCOKUTE AO3N.

[losupareTo npy fela Tpsabsa ga ce M3BLPLIBA Bb3 OCHOBZ Ha TenecHata noBbPXHOCT
(mg/m?). oan ot 260 mg/m?u 340 mg/m? ce npenopkyBaT npu Aetia ¢ XMJ1 cLOTBETHO B
XpOHWYHa 1 HanpeaHana dasa. [Tpu ToBa oflaTta AHeBHa [03a npyn Aeua He Tpabea fia
NpeBnLiaBa eKBUBaneHTHWTE [03n 3a BbapacTHW 0T 400 u 600 mg pecneKkTUBHO.
NevenneTo TpsibBa aa ce gaBa KaTo efHOKpatHa gHeBHa [03a WM anTepHaTuBHO —
AHeBHaTa 4o3a ga 6bge NpunoXeHa GBYKpaTHO — CyTpuH W Bedep. lpenopbyuTenHara
[103a 10 HACTOsILLEM ce OCHOBaBa Ha Manbk Bpoil neauaTpryHy nauveHTu (BX. pasaen
5.1. dapmakofuHaMUMHA AaHHW 1 5.2. DapmMakoKMHETWHHIW AadHu). Hama onuT npw
usnonseaHeto Ha GLIVEC® npu geua rog TpuropviuHa Bb3pacT.

LDoaupane npu MCT

fpenopwyBaHata [osa GLIVEC® e 400 mg/geH 3a nauMeHTWTe C Henoanexaly Ha
onepauus WuMNM MeTacTasupany 3M0Ka4YecTseHW TacTPOMHTECTUHANHM CTpoMantu

Tymopu (TUCT).

Mma orpalinyeHu AaHHy OTHOCHO edbekTa oT YBEnuJeHue Ha fosarta ot 4
mg npy NaLWeHTU ¢ NporpecvpaHe Ha 3a6onABaHeTo NpU Nno-HUckaTa Ao
5.1).




KbM TO3M MOMEHT HAMa [aHHM, KOUTO Aa NOAKPENAT cneuudusHn npenopbku 3a
posupade npu naunentn ¢ TUCT, ocHoBaHu Ha npegsapuTeriHa racTpouHTecTuHanHa
pesekums. MHO3WHCTBOTO OT nauneHTuTe (98%) Npu KWIMHWYHUTE Mpoy4BaHust (BX.
pasgen 5.2) ca 6unu NOANOXEHN Ha NpegBapuTenHa pesekums. MNpu BCUYKW nauueHTy,
BKIOUEHN B NPOYYBaHETO € WMallo NOoHEe ABYCeAMUYEH Nepuoh MeXny pesekunsaTa U
nbpBaTta npunoxeHa posa GLIVEC® Bce nak He e Bb3MOXHO f[a ce HanpassT
OORBRAHUTENHY Npenopbky Ha BasaTa Ha ToBa Npoy4YBaHe.

MpoabiHKMTENHOCT Ha NevyeHneTo: B inHudHnTe npoydsanna npv nauuedtn ¢ TUCT,
NeveHreTO NPOLSLIMKaBa [o NporpecupaHeTo Ha 3abonasaHeTo. [lo BpeMeTo Ha aHanuaa
MPOALMKNTEFIHOCTTa Ha MeverneTo e cpepHo 7 meceua (7 gHu o 13 meceua). He e
nscrnenpaH edekra o7 CnMpaHe Ha NeYeHWeTo npy oCTuraHe Ha MbheH UMTOreHeTUYeH
OTroBOP.

Onpenensike Ha J03ara NpyU HEXeNaHn peakuumn y naupnenty ¢ XMIT u TUCT
Hexemamonozu4yHU HeXxenaHu peakyuu

AKO ce pasBKe 0CTpa HEXEMATONOTWYHa HeXenaHa peakunusi No BpeMe Ha riedeHneTo ¢
GLIVEC®, 7o TpsibBa Aa ce crpe, AOKATO peakuuaTa He NpeTbpnn obpaTHo passuTve.
Crniep ToBa npy HeoBGXOOMMOCT JIEHYEHNETO MOXE Aa ce Bb3CTaHOBM, B 3aBUCUMOCT OT
HauyanHaTa TEXECT Ha HeXXenaHaTta peakuns.

AKO ce nmonyym nosuiiagade Ha bunupybuHa noseve oT TPW METW 0T YCTaHoBeHaTa ropHa
rpaHuda Ha HopmaTa WM Ha uyepHoApobHUTe TpaHcamuHasy rnoseve 0T neT NbTU OF
ycraHoBeHata ropHa rpaHuua Ha HopMmara, Tepanusta C GLIVEC® Tpabea pa ce
MpeycTaHoBW, AOKaTO HMBaTta Ha OGunupybuHa ce BbpHAaT 0O Ho-Manko ot 1,5 nbTy oT
yCTaHOBEeHaTa ropHa rpaHuua Ha Hopmata, a Ha uYepHoppobHUTE TpaHcamuHasy Ao Mo-
Marnko OT 2,5 NbTu OT YCTaHOBEHAaTa ropHa rpaHuua Ha HopmaTa. JledeHneTo ¢ [nueek
crnep TOBa ce NpoAkmKasa ¢ pedyumpaHa pHeBHa gosa. [pu BL3pacTHu fgosata Tpsabsa
ga 6ppe pegpyumpada ot 400 Ha 300 mg wnu ot 600 Ha 400 mg, a npu Aeua oT 260 Ha
200 mg/m?/gHeeHo unm ot 340 Ha 260 mg/m?*/gHeBHO .

XemamoriozuyHU HexenaHu peakyuy

Mpenoptysa ce HamaneHue Ha [O3aTa WM CMpaHe Ha NEYSHNETO, aKo C& PasBue TEXKa
HeyTponeHs: u TpoMBoLMTONEHNA, KATo ce creaBa AafeHara no-gony Tabnuua.

MpomsiHa Ha pno3ara npy HeyTpoleHust M TpoMOoLIMTONEHNS
XpoHWuuHa dhasa Ha JABH < 1.0 x 10° /I[l. Cnpete GLIVEC® nokato ABH > 1.5 x 107

XM ninmm v TpomBounTn > 75 x 10°%/1.
(Hauarka floza 400 [TpomBoumtn < 50 X2, BwactaHoeete nevenneto ¢ GLIVEC® npu
mg") 10° /| fosa 400 mg'.

3. B cnyvail Ha BbaBpbllaHe Ha ABH < 1.0 x
10° /i wwrm TpomBoumtn < 50 x 10° 1,
noeTopere c¢Tbhka 1 WM Bb3CcTaHOBETE
nedeHneTo ¢ THAKMBEK Npu HamaneHa fosa

300 mg®.
daza Ha PFABH < 0.5 x 10° /I[1. TiposepeTe pHanu UUTONEHWSTA He ce
akuenepauusi Ha  wunu Db Ha neBKeMus  (KOCTHO-MO3BYEeH
XM n énactHa TpomBoumuTu < 10 x| acnupat unn Buoncus).
KpU3a 10° /1 2. AKO UMTOMEHWATZ HEe €& CBbp3aHa ¢©
(HavariHa goaza 600 neskeMns, HamanetTe gosarta [nvsek
mg°) 400 mg".

3. AKO uUnToneHWsiTa  MepocucTh

cepMuLM, HamarneTe ouwe o 300
4. AKO UMTONEHUATa NMpogbibkasa
W He ce AbIMKW Ha JieBkeMu




rmueek, nokato ABH > 1.0 x 10° n
TpomBoumntin = 20 x 10%, cnen woero
BL3CTAHOBETE NMeveHuneTo ¢ gosa 300 mg‘?.

ABH — abcontoTer Bpoit HeyTpodunn
' wrm 260 mg/m® npu geua
s 200 mg/m? npw geua
nrm 340 mg/m? npn feua
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*HacTenBa cnep noHe egHoOMeceyHo nevelne

YnoTpeba npu geua

Hsima onuT Npu nanonssareTo Ha GLIVEC® npu aeua nog TpuroauiuHa BbapacT. OnuTsT
¢ GLIVEC® npu geua ¢ XMIJT e orpaHuueH Ao 14 naumeHta ¢ XMJ1 B XpoHuyHa dasa u 4
nauueHTa ¢ XMJT ¢ Onactha Kpusa. Hama onut npw Aeua v nogpacteawm ¢ FTNCT.

MaumenTn ¢ YepHOAPOBHa HEQOCTATHYHOCT

THit KaTo He ca NPOBEXAAHW KMMHWYHM usnuTBakus ¢ GLIVEC® npu naumeHty c
HamaneHa JepHoppobHa (iyHKUMA, HE MOrat hAa ce Aasar npenopbku 3a creunduiHo
Acaupade. Toi kato imatinib ce metabornumsupa rnaBHO npe3 YepHus Apod, axo
yepHoapobHata yHKUMA € HapylleHa, MoXe Ja Ce o4akBa yBesfinueHue Ha cepyMmHara
KOHUEeHTpauua Ha GLIVEC® u nekapcteoTo 61 TpAOBarno fAa ce u3nonssa NPeanasnueo
0T rMauueHT C uJepHohpobHu yBpexpanus (BX.  paszgenu 4.4. CneuvantHu
npegynpeXxgens U NpepnasHn mepky npu ynotpeda n 4.8. Hexenann nekapcTBEHU
peakuun).

MaguenTn ¢ 6LOpeYHa HEAOCTATHLYHOCT

He ca nposexpaHu KAMHWYHA MpoyyBaHus © GLIVEC® npu naumeHt! ¢ NoHWxeHa
ObubpevHa cyHkuna (MpW MipoyyBaHUATaE C€a WN3KMIOYEHW NauWEHTUTE CbC CePYMHU
KOHLEHTpaLuM Ha KpeaTWHWHa noeeve OT 2 mbTU HaABUlUaBally ropHaTta rpaHuua Ha
pedepeHTHuTe cToiHOCTK). Imatinib ©u HeroBute MeTabonuTn ce eKcKpeTupar
HesHauyuTenHo Jpes 6u0peumnTe. Toil kKaTo OBLOPeYHUAT KNNPBLHC Ha imatinib moxe ga ce
npeHebperHe, He ce O4YaKBa HamarsBaHe Ha TOTanHWst KNMPBHC MpW nauueHTn ¢
fGubpeuHa HenocTaTeYHOCT. BbhApeku ToBa €& NpenopbyBa NPeanasniuBo W3non3saHe
npn Texxa 6LbpeyHa HeJOCTaTLYHOCT.

fMaunerTN B HanpegHana Bb3pacTt

dapmakokuHeTukaTa Ha imatinib He e npoy4BaHa npy NaLUMeNTn B cTapyecka Bb3pacT. He
ce HabniogasaTt 3abeneXumn hapMakoKMHETUYHN pasnvKU CBbP3aHn C Bb3pacTTa npu
nauMeHT B HanpegHana BL3pacT B Ha Xoda KMHWYHW MPOoyYBaHus, B KOMTO MOBEYE OT
20% OT nauveHTMTe ca Ha 65 1 nosBedye roguliHa Bb3pacT. He ca Heobxopumn
creuvanHu fpenopsiky 3a Jo3vpaHe rnpu nadueHT B CTapyecka BL3pact.

4.3 MpoTHEONOKa3zaHusA

CBPbXUYBCTBUTENHOCT KbM JIEKAPCBEHOTO BELUECTBO WM HAKOE OT NOMOLLHUTE
BELUECTBA.

4.4 CneuwanHu npegynpexneHus U NnpegnasHi MEPKM Npu ynotpeba
Korato GLIVEC® ce npunara egHoBpeMeHHO ¢ ApYro JIeHeHne ChlUeCTBYBa Bb3MOXKHOCT
3a NexapcTeehn B3aumogencTems (Bx. Pasgern 4.5.)

EpnxospemetrHata ynotpeba Ha imatinib n riekapcTeern MpoRyKTH, KOUTO G Q{s} oD afgj_
CYP3A4 (hanp. dezamethasone, phenytoin, carbamazepine, rifampicif,sp e«pg%}qrggb;g:é o
unu hypericum perforatum, cbwo nosHat kato St John's Wort) mora 3’? Sl %‘5!2{;%@\ =

NOHWKAT NnasMeHuTe HuBa Ha GLIVEC®, kaTo ysenuusaT noteHwUmarnin foRHpOBaR:, =
! AN
&



Ha TepanuaTta. [Mopagu Tasw npuuKHa, egHoBpeMeHHaTa ynotpeba Ha chnHun CYP3A4
uHayKkTopy ¢ imatinib 6u criegeano fa ce n3bsrea (BXx. pasgen 4.5).

GLIVEC® ce meTabonuanpa rriagHo ripes yephus gpob u camo 13% npes 6n6peumre.
Jocera HAMa KMMHWYHWA MPOyYBaHWA [PU NauMeHTW C yBpegeHa 4depHogpobHa unu
6uOpeuHa yHkumsa. GLIVEC® 61 cnepeano ga ce M3Monssa npi MauMeHTn ¢ TEXKM
yepHoAPOGHU HapyLIeHUs, camo cfief] MHOro BHUMAaTeNnHa npeleHka Ha ChOTHOLLEHNETO
nonsa/puvck. [pn Tesn cnyvam TpAabsa BHUMATENHO 4a ce MOHWTOpUparT noKasareniTe Ha
nepudepHaTa Kpbe ¥ YepHoapobHuTe eHauMm (BX. Pasgenn 4.2. [loanpoBka 1 Ha4MH Ha
npunioxeHve n 4.8. Hexenann riekapcrBedn peakuun). Tpabea fa ce otbenexu, ue
naumentTuTe ¢ FTMCT mMoraTt ga umar YepHogpobHM METacTasu, KoeTo MoXe Oa foBefe Ao
yBpexXaaHe Ha dYepHus gpob.

Cwo6lilara ce 3a crydyay Ha Ceplo3HO 3agbpKaHe Ha TeYHOCTU (NrespaneH N3nmnBe, OTOK,
BeniogpobeH OToK, acumT) npu oxorno 1 Ao 2% ot GonuuTe, npuematln GLIVEC®. Eto
3allo ce npenopbysa GOMHUTE Aa cnegsaT TernoTo cn pefosHo. HeovaxkeaHo un 6bpso
yBenuyeHne Ha Ternoto Tpstea BHAMATENHO Aa ce NpoyYM, 1 rpu HeoBXoAMMOCT Aa ce
npeanpMemMar ChLOTBETHW MOALbPXKAWM ¥ TepanesTudHK Mepkh. [lpn  KIVHWYHK
npoy4BaHusi ce Habniopgaea nosMlleHa YecToTa Ha Te3n SABMEeHUs Y MauveHTn B
HanpedHana Bb3pacT M TakMBa C aHamMHesa 3a ckppaeuHo 3abonssare. [lopagn Tasu
fpybKHa NauMeHTMTEe ChC CbPAEYHOCHAOBM HapyuleHMs cfiegBa da ce MOHUTopupar
BHUMATEMHO,

Mpy knuHWYKEK npoyysaHust Ha MICT ca AoKNafaBaHW KakTo racTPOMHTECTUHAMHY, Taka v
VHTPaTYMOPHW KpbBOM3NMBY (BX. pasgen 4.8). basupaiiki ce Ha U3BECTHUTE A0 MOMEHTA
JaHHY, He ca ycTaHOoBeHW NpegnocTaBky (Hanp. pasmep Ha Tymopa, Jiokanusauus Ha
TymMopa, HapyleHusi B Koarynauusira), Kouto fga wanarat naumentute ¢ [VICT Ha no-
BWUCOK PUCK OT HAKOIR OT BBaTa Tuina KpbBousnuBN. Thit KATO NOBULLEHUAT BaCKyNnapuTeT i
CKIOHHOCT KbM KPBBOWSAMBY Ca YacT OT HopManHaTa KriHu4Ha kapTtuHa Ha TUCT, npn
BCUYKM MauueHTW creaea ga ce npunarar cTaHgapTHU MeToau u npoueaypu 3a
MOHUTOPUHI" M Tepanust Ha KPbLBOUINUBUTE.

JiaBopaTopsu n3cnegsanmn:

Mo Bpeme Ha neuenneto ¢ GLIVEC® Tpsbea pefoBHO Ja ce NpasBu MbhHA KpbBHA
KapTuHa. Jleuenueto ¢ GLIVEC® na 6onhn ¢ XMI1 e CBLp3aHo ¢ HEYTPOMeHWs Miu
TpomGouuToneHnss. Yecrotata Ha Tean uuToneHWM obavye, 3aBvcu OT CTagus Ha
3abonsBaHeTo; no-yectu ca npu GonHwTe BbB hasa Ha akuernepauust Ha XMIT unm
GnactHa Kpw3a B cpaBHeHue ¢ GonHuTe B XpoHudHata dasa Ha XMIL. JleyeHneTo ¢
GLIVEC® moxe pa Obhe NpexbcHaTo WAM fosara fia ce Hamarii, KakTo ce npepnara B
pasgen 4.2,

Tprbea penoBHO Aa ce MoHWTOpupa depHoppobHata dyHKLMA (TpaHcaMmuHasy,
GurimpybuH, ankanHa tocdarasza) npn 6onHUTE, NonyYasallin GLIVEC®.

GLIVEC® u HeroBute meTabonuty He ce OTAENAT B 3HauUTenHa crened oT 6ubpeliuTe.
3Hae ce, Ye KpeaTUHUHOBUAT KMUMPBHC Hamarnsasa ¢ BL3pacTTa, a BL3pacTTa He foBnvABa
3HAYWTENHO KMHeTUKaTa Ha GLIVEC®.

4.5 BsaumopeiicTBME € [Opyr¥ HMEKapcTBeHW TPOAYKTM UM Apyru (hopMM Ha
E3aMMoieiicTEMe

Jlexapcea, nosuwasatyu NiasMeHara KOHUEHTpauus Ha imatinib:
Belwiecrearta, KouTo MHXMBMpaT akTMeHocTTa Ha uutoxpom P450 usoeHsuma
(Hanp. ketoconazole, itraconazole, erythromycin, clarithromycin) morat
MeTabonuama W yBenmuaT KoHUeHTpauwata Ha imatinib. Npw sppasu 4
HabriogaBa sHawnTeNHO YBEnnYaraHe Ha MnnasMeHuTe Huea Ha imatinib (cp?
AUC Ha imatinib u4pez ysenmuenve 26% u 40%, cbLOTBETHO) Mpn €




npunaraHe ¢ efHokpaTHa [osa keTokoHason (MHxubutop Ha CYP3A4). BaumarenHo aa
ce npunara GLIVEC® ¢ uHxubutopy Ha CYP3A4.

FekapcTRa, HaManseauju NnasmeHaTa KoHLeHTpauuna Ha imatinib:

Bewecrsata, kouto WHAyuupar axtueHocTTa Ha CYP3A4 wmorat Aa  yBenuuar
MeTabonusma U HamanaT nnasMeHaTa KoHUeHTpauvst Ha imatinib. EoHoBpemeHHaTa
ynoTpeba Ha nekapctea, vHaykropy Ha CYP3A4, Hanpumep fekcameTa3oH, (eHUTOWH,
xapBamasenuH, pudamnuumn, theHobapbutan unu Hypericum perforatum (nosHara kato
St. John's Wort) Morat 3sHauuTenHo fa HamansaT nrasMeHuTe HUBa Ha GLIVEC®,
AOBWILABAMKN TIOTEHUMANIHMA pUCK OT npoBan Ha Tepanuata. [lpegBapuTenHoTo
npuriaraHe Ha MHOrOKpaTHK gosu rifampicin, 600 mg/aeH, nocneasaHo oT eavHUYHa [03a
GLIVEC® oT 400 mg Boay A0 cpefiHo ROHWKEHNE Ha Crax, AUC oy ¢ none 54% 1 74% oT
CLOTBETHUTE cTolHOCTK 6e3 nededwe ¢ rifampin. fla ce unsbsarsa egHOBPEMEHHOTO
npunoxexue Ha rifampicin urm apyrv cunbv nagyktopu Ha CYP3A4 ¢ imatinib.

JlekapcTBa, KOUTO MPOMEHAT MNasMeHaTa cy KOHUeHTpauus ot Fnneek.

Imatinib yeenmyaea cpepHata Cpa U AUC Ha simvastatin (cyberpat va CYP3A4) 21 3,5
HETW CHOTBETHO, KOBTO AOKassa uHxubupaHeto Ha CYP3A4 ot imatinib. ETo sawp e
HeoOxogumMoO MNOBMILEHO BHUMaHWe TpyM eOHOBPEMEHHO npunaraHe Ha GLIVEC® u
cyberpaTv Ha CYP3A4 ¢ marsika TepaneBTU4Ha tmpnHa (Hanp. ciclosporin vnu pimozide).
GLIVEC® moxe aa nosuilM nnasmeHaTa KOHUEHTpauvs Ha gpyru metabonusmpaHi ot
CYP3A4 nexapcTea (Harp. TpnasonofeHaoauasenuiy, BuxmgponmpnanHosi Gnokepu Ha
KanuueBMTe kaHanK, HAKon uHxubuTopu Ha HMG-CoA pegykTasa, T.e. CTaTuHu1 1 ap.).

T kato warfarin ce metaGormavpa ot CYP2C9 6u criegsarno nauveHTu, KOUTO ce
HYWOAAT OT aHTUKoarynaHtTHa Tepanus fAa 6baaT nekyBahu C HUCKO MonekyneH vnu
cTaHgapTeH XenapuH. '

In vitro I'nyeek nHXxMbupa aKTUBHOCTTA Ha M30eH3uMa Ha uuToxpom P450 CYP2D6 nipu
KOHLiEHTpaLuK, NogoGHU Ha Tesw, KOUTO MoBnusBaT akTueHoctTa Ha CYP3A4. Obwoto
pelicTeue Ha cybcrpatv Ha CYP2D6 noTeHUManHo ce yeenudasa Mpu €QHOBPEMEHHO
npunarade ¢ GLIVEC®. He ca npoeesxiaaHy crielMUYHN npoyyBaHns, nopaan Koeto e
HeoBXoAMMO MOBULLEHO BHUMaHKE.

4.6 BpeMeHHOCT U KEpMeEHe
BEpemeHHOCT

Hama padHm 3a ynoTpebara Ha imatinib npu 6pemedHn xeHun. [MpoydBaHuATa BbPXY
HMBOTHM NOKasBaT pPenpoaykTuBHa TOKCUYHOCT (BUX 5.3.), KaTO NOTEHUMENHUAT PUCK 3a
nnopa e HewssecteH. GLIVEC® we 6usa ga ce uManonsea rno Bpeme Ha GpemeHHOCT,
OCBEH aKO He e KpailHo Heobxogum. AKO Ce u3nonssa no speme Ha OpemeHHOCT
naumeHTKaTa Tpsabsa fa 6bhe uHdopMUpaHa 3a NoTeHUManHUs PUck 3a nrioda. Kexute
B fgetepoaHa Bb3pacT TpsBea Ja 6baaT MoCbBETBaHM fAa UsNof3BaT edeKTUBHa
KOHTpAaUerLns fo BpeMe Ha NeyeHneTo.

KxpmeHe

He ce sHae panu imatinib ce exckpetupa B voselkoTo Mrisiko. INpu xmeoTHUTE imatinib
wnn Heroeute MeTaboNuTK Ce EKCKPETMPaT B TonsAMa cTereH B Kepmarta. >KeHure,
kouto npuemat GLIVEC® He Tpabea fia KupMAT.

4.7 Echektn BLpXy criocoGHoCTTa 3a WwodupaHe 1 paboTa ¢ MalumHn

Toit KaTo HAMa cneurdUyHn gaHHK 3a Tosa garm GLIVEC® sriusie BBPXY cnoc:96 3
3a wodupane n pabota ¢ Mawmkw, nauweHTute TpsAbea na 6vgart npegyn 'ﬁﬁ'ﬁ&]éﬁfg

vﬁ{? N
MOXEe Aa MonydaT CBETOBLPTEX WM 3aMbINEHO BUXBAHE ro Bpeme Ha

imatinib. CriegoBaTenHo ce npenopb4Ba BHUMaHUE fipK WodunpaHe Y
MaLluMHu,




4.8 HextenaHu nekapcTBeHM peakumm

[Mpy naumeHTvTe B HaNpegHan cTaauii Ha XpoHuyHaTa muenongHa neskemms (XMIT) nnn
3NOKaYeCTBeHW racTpo-uHTecTUHanHu Tymopu (TCT) morat pa wumarT peguda
o6bLPKBAIUY KIMHUYHU NPOSBK, KOWUTO MpaBAT NpeleHKkaTa 3a B3auMOCBbp3aHOCT Ha
HEXENaHUTe peakuun TpYOHa, TNopagy MHOXECTBOTO CUMITTOMKM, CBbpP3aHW CbC
CENBTCTBEWOTO 3a0onsiBaHe, MPOrpecupaHeTo My, Kakto ¥ ¢  e4HOBPEMEHHOTO
nipuraraHe Ha MHOTO JpYr fIEKapPCTBEH MPOLYKTY.

B Xoga Ha KnUWHKMHK NPOYYBaHWs NPeKbCBaHe Ha NeKapcTBOTO MOpaau cBbp3adHik ¢
TepanuaTa HeXelaHy peakuvn ce Habmogaea camo npy 1% oT RaUMeHTUTe B XPOHWUYHA
thasa, npu 2% ot BonuuTe BHLB dasara Ha akuenepauwa v npu 5% ot BonHuTe ¢ BnacTHa
Kpuza. B npoydysanuaTta npu [NCT, nevenuerto ¢ GLIVEC® e npekbcHato B 3% oT
criydante nopagu CEbP3aHu C HEro HeXeraHn peakuun.

HexenahuTe peaxuymi ca cxoghv npyn nauveHTtuTe ¢ XMI n TUCT ¢ ABe nakmouyeHus.
Mweriocynipecusi ce Habrniofasa B no-fonsma creneH npu nauneHt ¢ XMI cnpsmo
naumertv ¢ MNCT, KOeTo BEpOATHO ce LbMXM Ha CbhbTcTBaWloTo 3abonssaHe. B
KrHUYHO npoyusaHe Ha TWCT 7 nauventa (5%) ca wmarm CTC grade 3/4
racTROVMHTECTUHANHN XeMoparui (3 nauveHTa), UHTPaTyMOPHN Xemoparin (3 nauveHTa)
wrm v peete (1 nauueHT). BumoxHo e wmsctoto Ha TWUCT pa e npuumHa 3a
raTpouHTeECTMHAaNHaTa Xemoparva (Bx. pasgen 4.4). [acTpouHTECTUHaNHWTE 1 TYMOPHN
Xemoparvit Moxe fa ObmaTt cepuosHn, B HAakow crniydam atandu. Hal-yecto
cbobllaBaHnuTe, CBBbP3aHW C JleyeHMeTo HexenaHn peakuum (=10%), npu gsete
nokasaHus ca fexo rafeHe, noepbluaHe, Avapws, Bonka B Kopema, ymopa, Muanrus,
MYCKYITHU Kpamnu ¥ obpuen. MNMOBBLPXHOCTHI OTOUW ca HabrofaBaH YecTo BbB BCUMKU
npoyyBaHusl, U Ca ONUCBaHK OCHOBHO KaTto nepuopBuTanHy WNM oToUM MO ACMHUTE
kpalinuuw. Tesu oToum obade, pAOKO Ca TEXKN U C& NopfaBaT Ha JieueHne ¢ AnypeTuly,
JOMBMHATENHY NOAGBPKALLM MEPKM UM Ypes HaMmaneHue Ha gosara Ha GLIVEC®.

PasHooBpasHiTe HEXeaHn peakumy KaTo nrnespaneH uanvs, acumT, GerofpobeH oToK u
OBbP30 yBenuyaBaHe Ha TErfoTo ¢ WU 6e3 NoBbpPXHOCTEH OTOK morat oblio fa 6vgar
ORMCaHN KaTo “3agpbXaHe Ha TeyHocTu'. Te ce nexysaT 4ypes BPEeMEeHHo npekpaTtsisaHe
Ha NeveHvero ¢ GLIVEC® W npunaraHe Ha AuypeTuuM U Upe3 APYrM CLOTBETHU
noagbpXalyy mMepku. Bce niak, HAKoOM OT Teal peakumy mMoxe fAa BbAaar Texkn unu
MuBoTo3acTpallasay. Hskonko GorHw ¢ 6racTHa Kpysa ca noYMHany ¢ aHamHesa 3a
nrespaneH MsnuB, 3acToliHa cbpaedHa 1 6BebpeYHa HeHoCTaTLYHOCT. Hama cneuuaniy
HaxOAxu 110 OTHOLIEHWE Ha Be3onacHocTTa Npu NeANaTPUYHUTE KNMMHUYHK MpoyYBaHus.

Hexenanwn peakunmn

Mo-gony ca usGpoeHW HeXenaHWTe peakumu, 3a KouTo ce ckoblyasa no-4ecro oT
usonnpaH criydaid, cnopejl cucTemHarta nokanusauvs u vectota. B sasucumocT oOT
yecToTara Te ce onpeaenar kato; mMHoro yectk (>1/10), wectn (>1/100, <1/10), HevecTn
{(>1/1000, <1/100), pegkn {(<1/1000).

Muoro yecTun Uectun Hevectn Pepku
Nudekunn M Cencuc,
napasmuTosun MHEBMOHMUS,

herpes simplex,
herpes zoster,

NHdeKUnn Ha
FOPHUTE o
OuMXaTenHu 3 D
A -
nbTULLE, / & @@1@;*??@;,% h %
racTpoeHTeput ({5 gé R\ S
poekTepuT || 5 | Vi | 2
Hapywenus na | HeyTponeHus, ®ebpunHa MaHuyuToneHns, \: % &?%%%;é&ﬁ =
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KPBBOHOCHaTa | TpombouuTOne- HEYTPONEeHWs | KOCTHOMO3BbYHE
¥ SiMMcHa HWSA, aHemus Aenpecns
cucrema
Hapywenusn B AHopeKxcuna Hexuwpparauua, Xunepkanuemms,
meTabonuama M Xunepypukemusi, | xunoHaTtpuemmus
XpaHEeHeTOo Xuvriokanuemmns,
YBERAUYEH
aneTuT, Hamarned
aneTuT, nogarpa,
xuniochpocchar-
emMus
FNcuxnarpuyuHm Henpecus, Ob6bpKaHoCT
HapyleHus MOATUCHaTOCT,
HamarneHo
nubunao
HapyweHua na | [nasobornve 3amaiiBaHe, Mo3sbueH MoabueH  oTOK,
HEepBHaTa HapyLleHnsa Ha | KpLBON3MKE, NoBULLEHO
cucrema BKyca, CUHKON, WHTpaKpaHuanHo
napecresnmn, nepudcepHa HansraHe,
GescrHNe HeBponaThe, rspyoBe.
XurioecTesns,
CLHITUBOCT,
MurpeHa,
HapylweHnss  Ha
nameTTa
YepexaaHua Ha KortoHxTvBuT, | OpasHeHe 8 | MakynapHa
ouuTe yBENM4eHo o4uTe, enema,
Chl13eHe, KOHIOHKTHWBaneH nanunoegema,
3aMbrneHo KPBBOUBIUB, Xemoparusa Ha
BXKAaHe cyxXoTa Ha ounTe, | peTuHara,
opbutaneH oToK | xemoparmm B
CTBKIOBMOHOTO
TS0, rnaykoma.
HapyweHuss Ha CBETOBbPTEK,
cnyxa n TUHUTYC
BeCTHOyHapHus
anapart
CspaeyHu Ceppevna flepukapaeH
HapyleHUs HegoCTaThbYHOCT, | U3NUB,
Benoapobet nepukapaut
OTOK, TaxvKapaus
Cbhpnoeu XemarTom, TpombBosa,
HapyluteHUus nosuIeHo eMBOMHS
KpBBHO
Hansrade,
XUMNOTOHWS,
3ayepBeaBaHe,
CcTYAEHN
KpaHuLm
Pecnmpartophu, Envcraxcuc, Kawrnuvua,
Topakasinu n avcnHes nrespaneH
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MepuacTuHanHu nanus, MHTEPCTULManeH
HapyweHus dapuHronapuH- [ MTHEBMOHWT
reanHa 6osika
FacTpo- lagene, KopemHu KpwBouanue ot KonuT, uneyc,
MHTECTUHENHU foBpblUaHe, Bonku, racTtpo- YypeBHa
HapyleHns auapus, noflyBaHe Ha UHTECTUHAIHWS HENPOXOAUMOCT
Ancrencus, KopemMma, TPaKT, MerneHa, NaHKpeaTuT.
KopemMHa Oorika dnatyneHuma, | acuur, ctomaliHa
. 3arek, racTpo- | fi3Ba, racTpur,
e3odhareaneH | opursade, cyxota
pednyke, A3 | B ycrata
B ycTaTa
Xenarto- Yeenuiern YKwnTenunua, YepHogpobHa
ounuapHu YepHOAPODOHN | XenaTuT, HEeLOCTaTbYHOCT
HapylleHrs EH3NMY xXvnepbunupy-
BuhemMuA
Hapywenua Ha | lepuopbutanes | OToK Ha Metexun, AHrnoegem,
KOXa M | OTOK, FIMLETO, OTOK | KOWTY3uW, BE3UKyNapeH
NMOJAKOXHU gepMatutieksema | Ha knenaunte, | ysenuuyeHo obpuB, CMHAPOM
ThHKaHu /obpuBn cupbex, n3noTABaHe, Ha Stevens-
epuTeEMa, cyxa | YpTUKapus, Johnson
KoXa, yBpexaaHns Ha
anonewws, HOKTUTE,
HOLLHW doTovyscTBUTEN-
M3NOTABAHWA | HOCT, Nypnypa,
XUIoTprXo3a,
Bk3naneHne Ha
YCTHUTE, KOXHA
XUneprnrmexTa-
Li1s1, KOXKHa
XvnonurMeHTa-
Lus, ncopuasnc,
ekchonmaTuseH
AepmatuT,
6ynosHn epynuun
MycKynHo- MyckynHu criasmy | OTOK Ha Numac,
GKeneTHM, [ Kpamriu, | cTaBute CKOBaHOCT Ha
ChLeAnHUTENHO- | MYyCKYSiHO- MYCKynmTe 1
TEKaHHNA W cKeneTHW Bonkn, cTaBuTe
KOCTHU BKSTFOYBaLLM
HapylmeHns apTpanrus.
BLOpetHn Bv0peyHa
HapyumeHus HEJOCTaTbYHOCT,
forku B
6u6peuuTe,
NnoBuLLIEHa
_4ecToTa Ha
YPUHUpaHe,
xXemaTtypus
Hapywehun Ha MHexoMacTus, \\Eﬁ, %@k
e
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penpogyKTMBHa yBENUYEHNE Ha
Ta cuUcTemMa M rbpauTe, OTOK Ha
MIleYHUTE CKPOTYM&,
KIesu MeHoparus,

Donku B sLpHaTa

Ha repauTe,

cekcyanHa

‘AUCYHKLNSA
06w 3appbxKa Ha Gebpunutet, | YMopa, MacueHin oTouK B
HapyuweHus u TEYHOCTY U OTOK, | cnabocr, KpbBONINNB KpalHuLmMTE,
CHCTOAHUA, ymopa BTpUCaHe Tpyna u
CBLpP3aHK ¢ reHuTanuuTe,
MSICTOTO Ha TYMOpPHMW
[ApHUNoXeHue xemoparnu/Tymop

Ha Hexpo3sa.

OTKNOHEHNA YBernmyeHo YBenuyeHue Ha
BbB TEFNo cepyMHaTa
dimznonoruyHu- ankanHa
Te napameTpu n thocaTasa, Ha
KIIMHWUKO~ cepyMHus
nadbopaTopHUTe KpeaTWHWH,
NnoKazaTtenu HamanssaHe Ha

TErNOTO,

yBENUUEHNe Ha

cepymHaTa

KpeaTuHpocdo-

KiHasa n

cepymHata

nakrarTaexuapo-

reHasa

HapyiveHus B nabopaTopHUTe Mokasarenu
Xemamonozus

Mpu XMJT untoneHuuTe, ocobeHo HeyTporneHus u TpomboLMToneHns, ca yecta Haxogka
BB BCUYKM MPOYYBaHMKSA, C NPeanonoxeHue 3a rnosuIleHa YecToTa npy no-BMCOKK JO3n —
nag 750 mg (npoyuyBaHe BHR hasa ). Br3HMKBaHETO Ha LIUTONEHMN € SICHO 3aBUCUMO OT
cTagusi Ha sabonssaHeTo. YecTtotata Ha crenen 3 unu 4 Heytponenun (ABH nog
1.0x10%1) 1 TpomGoLmTonenns (Bpoit TpomBoumTi Mog 50 x 10%1), kouTo ca 4 fo 6 nbTw
no-yecTy npy 6nactHa Kpusa 1 dasata Ha akuenepauus (58-62% n 42-58% cLOTBETHO
3a HeyTPONeHus 1 TPOMBOLUMTONEHNS) B CPABHEHNE C HOBOAWArHOCTALMPaHW NaUWueHTN B
xpoHuyHaTta asza Ha XMN (14% weytponenus n 7% TpomBouurtoneHus). B
HOBOAVArHOCTULUMPaHa XpOoHWYHa chasa Ha XMJ1 ca Habriogasanu 4-1a cTeneH Ha
HeyTponeHus (ABH noa 0.5x10%1) u TpomGoumTonenus (6polt TpomGouwuty rog, 10x10%/1)
npu 2% v rio-manko ot 1% o7 GonnuTe, choTBETHO. CpegHaTa MPOSbINKUTENTHOCT Ha
ennsoanTe Ha HeyTponeHus 1 TpoMboUMToNeHNst OOMKHOBEHO Baplipa CbOTBETHO MeXay
2 1 3 cepmmnun v 3-4 ceamuun. Teaw ABMeHWs ¢& MpeofensaBaT UNi Ypes HamarieHue Ha
[03aTa, UNK Ypes BpeMeHHO NPeKbCBaHe Ha fedeHneTo ¢ GLIVEC®, Ho nioHsikora Moxe
A& Ce HanoXy OKOHUaTeNHO CNMpaHe Ha TepanuAaTa.

Mpwn naumenTn ¢ TUCT ce cvobluaea 3a aHemua oT 3-Ta 1 4-Ta cTerneH npn 3,49

CbOTBETHO, KOATO MOXE Aa Ce AbMKW Ha TraCTPOMHTECTMHANHO Wik BLIPEF 9&'%’5%# s
KbpBEHE MoHe B HsiKOM OT Te3n nauueHTU. 3-Ta u 4-Ta creneH Heytgakbe Jggcgpgjg%
Habniogaea B ceoTBETHO 4,1% 1 3,4% oT naumeHTuTe, a 3-Ta creneH TpPoMGpL o“eggi{—:“{\“fﬂ
B 0,7% ot nauveHture. Hama nauveHtTn ¢ TpombouuToneHus oOF . \bTench: e
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MoHmxeHueTo Ha GenuTe KPBBHU KNETKM ¥ Opost Ha HeyTpodurmTe ce Habriogasa
TFI@BHO TIPE3 MBbPBUTE WWECT CeAMMUM OT IIEYEHUeTo, KaTo CTOWHOCTMTE MM ocTaBat
OTHOCUTErHO cTabumky cried ToBa.

Buoxunmus

Psako ce wabriopgasa 3HauMTENHO MOBULUEHWE Ha TpaHcamuHasute unv GunupybuHa
(npy no-manko o7 4% o1 GonHuTe) 1 obKMKHOBEHO ce MPEOoAONABAT YpEe3 HaMareHne Ha
Ji03aTa UM BpeMeHHO NPeKbCBaHe Ha fieueHneTo (CcpeaHaTa NPOALIDKUTENHOCT Ha Tean
enunsogu e 1 ceammua). JlieueHneTo e TpaiHo NPeKLCHATo Nopasn NOCTOAHHN HapyLUeHUs
Ha naboparopHuTe YepHOAPoGHN riokasaTenu npu no-manko otf 0,5% ot Gonkute. KMma
criydau Ha UMTONMTUMYEH 1 XonecTaTuyeH XenaTuT v YepHoapobHa HeAocTaTeYHOCT, KaTo
npy HAKOK naxonsT € 6un tartaneH. [2,57].

4.9, Mpego3npaHe

OnuTHLT CbC A03W no-BucokM oT 800 mg e orpaHmdedH. B cnyvail Ha npeposupaHe
nauveHTLT TpAbea pa Gbpe HabnwopasaH W Aa My Obde [apneHo nogXopsiloTo
NoAABPXALLO NeYeHne.

MauyeHT ¢ MuernovgHa BriacTHa Kpusa e nonyynn no Hesuumanve 1200 mg GLIVEC® B
RPOABIKEHMEe Ha 6 AHWM U € NPEeTLPNAN NOBUILEHWE Ha CepYMHIWA KpeaTuHWH OT NbpBa
cTeneH, acuuTi OT 2-pa CTened W FOBMLLEHWE Ha HuBaTa Ha YepHogpobHure
TpaHcaMuHasn 1 nosuileHVe Ha SunmpybuHa ot 3-Ta crerieH. fledenneto my e Guno
BPEMEHHO NPEeKLCHATO M BCWMMKWM HOpMarHW CTOWHOCTWM Ca ¢e Bb3CTaHOBWUMW 3a efHa
cepmuua. JledeHueTo € npodbsikeHo npu fo3a 400 mg 6es nogHoesBaHe Ha
ripoBbnemure.

5. GAPMAKONROrMYHM JAHHN
5.1. ®apmakoguHamMnUiHN CBOUCTEA
dapmakoTepaneBThuYHa rpyna; NPoTEnH-TUPOo3uHKMHazeH uHxubnutop, ATC kog LO1XX28

Imatinib e npoTeMH-TUPO3UHKMHA3EH WHXMOWTOP, KOWTO MOLUHO uHxmBupa Ber-Abl
TUPO3WHKMHA3aTa Ha HMBO in vitro, KMeTbYHO K in vivo. BewecTBOTO CeNeKTMBHO
vHxuBupa nponudepauymsaTa v uHayuwpa anontoaa B Ber-Abl nosuTUBHUTE KIETBYHM
FIMHUK, KaKTo WU CBEeXuTe NEBKeMWYHWM KneTkn Ha Bonknure ot XMI ¢ dunapendmn-
nonoxurenta xpomosoma (Ph+) n octpa numdobriactha neskemua (OI).

In vivo BellecTBOTO NOKa3Ba aHTUTYMOPHaZ aKTWBHOCT KaTo CaMOCTOATEsNIEH areHT B
KUBOTUHCKN MOOENK, uanonseawn Ber-Abl no3aMTUBHKY TYMOPHW KNETKK.

B ponbnHexue, imatinib e molueH uHxubuTop Ha peuerTopa Ha TUPO3MHKMHA3WTE 3a
cebp3BaHe ¢ oBpadyeanusi oT TpombouuTute pactexeH dakrop (PDGF), PDGF-R w
thaktopa 3a creonosute knetku (SCF), c-Kit, uHxmbupa PDGF- u SCF-mepgwipanute
KneTkYHY npoleck. /n vitro imatinib nHxvwbupa nponudepauvaTa U MHayLMpa anonTosa B
racTPOMHTECTUHANHK CTPOMarHW TYMOPHM KMETKW, KOWTO eKcnpecupar akTusupalla kit
MyTaums.

KsHiusu npoyuBakus npy XMt

EdpextneHocTTa Ha GLIVEC® ce ocHoeaBa Ha cTeneHTa Ha OBLMsi XEMaTONoruyeH u
UATOTEHETUYEH OTFOBOp U MpexwussieMocT ©Ge3 nporpecusa. Hama konTponupaHu
MPOYYBaHUS OEeMOHCTPUPaLLM KNMWHWMHA fonsa, Kato nofodpssaHe Ha CUMMITOMUTE
CBbP3aHU CbG 3a005isIBaHETO UMY MOBULLEHA NPEXNBAEMOCT.

Tpu ronemu, MexzayHapoghKW, OTBOPEHM, HekxoHTponupauw casa Il npoyd
npoeeaehu npu GonHu ot XM, ¢ dunagencus-nonoxunienHa xpomoszomg’ (&
HanpeaHana, 6rnacTHa Uy akuenepupaHa hasa Ha 3abonABaHeTo, KakTo 1 ¢ 5
neskemun unur npy 6oriHm ot XMI1 B xpoHuuHa draaa, Ho 6es yernex oT Npef T
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nedenne ¢ nHtepdepon-anda (IFN). lNposeaeHo e ronsmMo, oTBoOpeHo, MYATULEHTPOEBO,
paxaoMM3NPaHo, MHOrOHaUWoHanHo npoyyBawe BbLB ¢asa Il npw nauyuweHTM C
HoBogmarHocTuumpada Ph+ XMJ1. B nobaska ca 6unu fiekyBaHv gelia B fBe npoy4saHus
thasa l.

BtB BCUYKM KNWHMYHW npoyyBanus 38-40% ot bonHute ca bunu Ha Bb3pact Hag 60
rogmHn, a 10-12% - vag 70 roguHuw.

XpoHuyHa ¢hpasa, HosoduasHocmuyupaHu: Tosa asa |ll npoyysaHe cpaBHABa
fiedeHneTo ¢ GLIVEC® kato moHoTepamvs umu komBuHaumsTa oF uHTepthepoH-anha
(IFN) n unrapatun (Ara-C). MNavueHTVTe, NOKa3Balyy Nunca Ha oTroBop (NMUnca Ha bhneH
xemarornornuer otrop (CHR) 3a 6 mecella, nosBulleHN Genn KPbBHN KIETKW, HUKaKbB
rosisiM UMToreHeTuyeH otroesop (McyR) 3a 24 meceua), 3aryba Ha oTrosop (3aryba Ha
CHR vnm McyR) nnu TexKa HenoHOCMMOCT KbM fieUeHUETO, ca NOANIOKEHU Ha CMsAHa ¢
anTepHaTuBHOTO neverue. Mpu neveHneto ¢ GLIVEC® naumerTute ca nonyyasasnv 400
mg gHeeHo. B rpynata c IFN, naumenTtute ca nekysaHu ¢ TapreTHa aoza IFN 5 MIU/ m®
AHEBHO, NOOKOKHO B KOMBuHaums ¢ Ara-C 20 mg!m2 OHEBHO, FofKOXHO, 3a 10
AHn/MeceuHo.

Obwo 1106 nauueHT ca pasvaomuaupany, 553 3a BcAko pamo Ha nedeHne. OCHOBHUTE
XapakTepucTukn ca godpe banaHcupaHy mexay Asete pameHa. CpeaHaTta Bhw3pact e 51
roauHn (Mexay 18 n 70 roguHw), kato 21,9% ot nalmeHTuTe ca Hap 60 roauHn. 59% or
nauveHTuTe ca Mbxe 1 41% xeun; 89,9% ca oT KaBkaska paca u 4,7 OT JYepHarta paca.
CpepHUAT nepuof Ha npocfiefaBaHe 3a BCUYKM NauueHTy e 6un 14 u 13 mecela 3a
pameHaTa ¢ GLIVEC® n IFN choTeeTHO. IMhpBUuHNET KpUTEpuii 3a ehUKacHocT Ha Tosa
Mpoy4BaHe e NpeXMBAEMOCT 6e3 nporpecks Ha BonectTa. Kato nporpecus ce geduHupa
BCAKO OT crneppallvTe SBMEHWA: Mporpecus kbM hasa Ha akuenepauust unm GnactHa
kpuaa, cMbpT, 3aryda Ha CHR unu MCyR, unu npn naument, KOUTO He ca [JOCTUrHarnm
CHR, nopwuaBaHe Ha 6OenuTe KPbBHUA KNETKW, BBLIPEKW MOAXOAALOTO fedveHue.
loneMyAT UMTOreHETUYEH OTrOBOP, XEMAaTOMNOrMYHUAT OTITOBOp, BPEMETO 3a AoCTUraHe
Ha hasa Ha akuenepauua unm OractHa kpusa W NPeXMBAEMOGCTTa Ca OCHOBHUTE
BTOpUYHKU Kputepuy. CHLOTBETHWUTE JaHHWM 32 OTroBOP ca nokasaHn Ha Tabnuua 1. C
OaHHuTe, NMpeAcTaBeHn J0CEra, onpeserieHnaT NPoueHT oT nauueHtTute He3 nporpecus
KbM hasa Ha akuenepaumrs unu bnacrHa kpusa Ha 12-tua mecel e 6usn s3HaunTenHo no-
BMCOK Mpy rpynaTa ¢ GLIVEC®, B cpaeHenue ¢ rpyniata ¢ IFN. (98,5% cripamo 93,1%, p <
0,001). OnpefeneHnaT NpoUeHT Ha npexveAeMocT 6e3 nporpecusn cren 12 Mecela e
97,2% npu rpynata Ha GLIVEC® 1 80,3% B koxTporHata rpyna. Vima 11 u 20 cMbpTHY
criy4as, CkOTBETHO B rpynaTa Ha GLIVEC® u Ha IFN (pashninkaTa He € GUrHnbUKaHTHa),

Tabnuua 1. Otroeop npu 6onHuTe ¢ HoBoguarHocTuuMpana XMI1

(Hai-nobpa cTeneH Ha oTroBop) GLIVEC® IFN + Ara-C
(n = 553) (n = 553)

X{emartonornueH OTroBop
CTenel Ha NbIed XeMaToNnoriueH
otrosop (CHR rate n (%)) 522 (94.4%)* 302 (54.6%)*
[95% CI] [92.1%, 96.2%)] [50.4%, 58.8%]

LliToreHeTnyeH oTroBop

[naeen otroBop n (%) 457 (82,6%)* 112 (20,3%)*
[95% CI| [79.2%, 85.7%)]

Mbred CyR n (%) 375 (67.8%)"

Yactmuer CyR n (%) 82 (14.8%)
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p<0,001 Fisher’s exact test
Kputepun 3a XeMaTOROrUYeH OTroBop (BCceKM OTTOBOpP ce NOTBLpXAaBa creld>4
ceaMuLL:
MeskoLmT < 10 x 10%/n, TPOMBoLMTK < 450 X 10%/n, MyenounTy + MeTaMMenoLmuTh < 5% B
kpbsTa, 6e3 GrnacT U NpoMUenounTy B iepudepHa KpbB, 6asodunu < 20%, bes
ekCTPaMenynapHo 3acsirale
KpuTepuu 3a HUTOreHETUYEH OTIOBOP:

IMunen otrosop(0% Ph+ meTtadasm), yactker (1-35%), mansk (36-65%) unn myHumasieH

(66-95%). OcHoBHUAT (Major) otroeop (0 — 35%) chueTaBa KaKTo MbAKKA, Taka U
YacTUIHUS OTIOBOpP.

XpoHuyHa ¢haza, Heycriex om JieyeHuemo ¢ uHmepgepoH: 532 BonHKu ca nekysaHW C
HavyanHa posza 400 mg. bBonHute ca Ownu pasnpegesieHn B criefHuTe 3 rnaskun
Kareropuu: xemartonorudeH Heycnex (29%), uMToreHeTudeH Heycnex (35%), wnn
HETONEPaHTHOCT KbM MHTEpdepoH (36%). bonHuTe ca umanu npejlecrsauio, cpegHo
14 mecela nevelue ¢ WHTepMepoH B Aosa = 25 x 10° 1Uf/cegmuuHo v BCuukK ca Bunu B
KbCHa XpoHu4yHa hasa, KaTo CPeAHOTO BPEME OT NocTaBsHe Ha AvarHosara e buno 32
mecella. [MaBHUAT NoKasaTen 3a eheKTUBHOCT Ha NpoyyYsaHeTo € CTeneHTa Ha OCHOBHUS
uMToreHeTMMeH otrosop (IeneH nnc vYactyeH orroeop, 0 oo 35% Ph+ metadasn B
KOCTHUS MOSBK).

B Toea npoyusaHe 60% oT GoriHuTe Ca JOCTUIHaM OCHOBHWA LIMTOTEHETUHEH OTrOBOP,
kohTo e Bun nwneH npu 42% (notebpgenn 30%) ot GonHute (Tabn. 2). lNbne
XemarornorndeH otroBop € 6un Habntogasak npy 93% OT NaureHTUTe.

Qaza Ha akuerepauus:. BkrodeHn ca 235 Bonun BBB (hasa Ha akuenepauus Ha
3abonsasaHeTo. MbpBuTe 77 BonHM ca 3anodHanu ¢ gosa 400 mg, No-KLCHO MPOTOKOMLT
ce NPOMEHS 1 MO3BOoSiABa NO-BUCOKK A103W, KaT0 ocTaHanuTe 158 nauveHTk ca sanoyHanm
redeHue ¢ gosa 600 mg.

OCHOBHMAT floKka3aTen 33 eMexTMBHOCT € CTEMNeHTa Ha XemaroNoruyHUA OTIoBOop,
onpefeneH MM Kato MblieH XemaTtosiornieH oTrosop, bes beresn Ha neskemus (T.e.
OYMUCTBAHE Ha KOCTHMS MO3bK U nepucepHaTa kpbB oT Onacty, Ho 6e3 NbsHO
Bb3CTaHOBABaHe Ha nepudiepHaTa KpbB, KaKTo € NPy NbIIHWS OTIOBOP) WNv BpLLiaHe
KbM XpoHuwuHaTa asa Ha 3abonspaHeTo. [1OTBBPAEH XeMarosnornyeH OTroBOp €
nony4eH npu 70% ot Bonnute (Tabn. 2). BaxHo e ga ce otoenexu, 4e 25% oT bonuuTe
ca MoGTUrHanu M ronsM LMTOreHeTW4eH OTrOBOp, KOWTOo e Oun nbneH npu 18% ot Tsax
(noTEbpacHY 13%). 3a DonkWuTe, niekysaun cke 600 mg, 12-meceuyHaTa npeleHKa 3a
cTeneHTa Ha npexnesieMocT 6es nporpecupatxe Ha 3abosiABaHeTo 1 0bLia NpeXxmBAeMocT
e, CbOTBETHO 67% 1 79%.

Muenoudra brnacmiya Kpusa: BxNioyeHn ca 260 GonHu ¢ MuenowaHa dbnactHa kpusa. 95
(37%) oT Tsx ca umanu npeglilecTsalla XMMUOTepanusa 3a neveHue Ha asa Ha
akuenepaums v 6rnacTHa kpysa (“nekyBaHu npegu nauveHTn’), nokato165 (63%) He ca
bunu nekyBaun (“Henekyeaun naumenTy”). Mepsute 37 GonHu ca 3anodHanu rneveHne ¢
400 mg, nNo-KbCHO MPOTOKONBLT Ce fPOMEHs W NO3BOMAABA [O-BUCOKW FO3W, Kato
ocTaHanute 223 nauymeHT ca 3anouyHasny nedeHne ¢ posa 600 mg.

OCHOBHUAT nokasaTen 3a e(EeKTMBHOCT € CTeNneHTa Ha XemMaTonoruyHvMA OTroBop,
onpesernteH unM Karo NMbleH XemartonoruyeH oTrosop, O6e3 Oenesn Ha nesBxemus KN
BpblUaHe KbM XpoHuuHaTta ¢asa Ha 3abonABaHeTo, KaTo GCe W3NOonsBaT ChluuTe
KpUTEPKUK, M3MOST3BaHN B MpoyyYBaHeTo sa (hasata Ha akuernepauus. B Tosa 0
31% ot BonHuTe ca ROCTUIHaNK XemaTtonornieH otrosop (36% npu Hene
Bbonnmu 1 22% npu nekyeanuTe rpeagy 6onHM). CTeneHTa Ha OTroBop € @ng‘é
cpepn GonHMTe, NexyBanu ¢ gosa ot 600 mg (33%) B cpaBHEHME ¢ 6017 ey
400 mg (16%, p = 0.0220). Hactosiuata oueHKa 3a cpepHata
HernekyBaHUTe 1 NeKyBaHW NMpegu ToBa NauveHTu e, cboTBETHO 7,7 1 4,
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NMumchoudna 6nacmHa Kpu3sa: orpasuqeH 6poi nauueHTn ca dunu BKoYeHW BB hasa |

npoyusanusi  (h=10).

NPOSLMKNTENHOCT OT 2-3 MeceLa.

Tabnuua 2. OtroBop npu 6onHute c XNMIT

CtenenTa Ha XewmartoriormdyHus oTrosop € 6una 70% ¢

Mpoy4ysaHe 0110 Mpoyusane 0109 | Ipoyysane 0102
XpoHnuHa dasa daza Ha MwenonpgHa
Heycnex ot aKuenepauus fnacTtHa kpusa
neyenueto ¢ IFN (n = 235) (n = 260)
{n = 532)

% nauueHTU (Clgss)

XemaTonoruieH oTrosop’

thaza (BXP)

93% (91-95.4)

70% (63.5-75.1)

31% (25.2-36.8)

MbiieH XemaTtonorived 93% 39% 7%
otroeop ([MXQO)

Hama 6enesn Ha neskeMus Hsma gaHHn 12% 5%
(HBJT)

BpbliaHe KbM XpoOHUYHa Hsima aaHkv 20% 18%

Fonam (major)
LMTOrEHETUYEH OTFOBOP>

60% (55.8-64.3)

25% (19.7-31.2)

13.5% (11.2-20.4)

MneH 42% 18% 7%
(MoTeBpaeH®) [Clgsy] (30%)[26-34] (4%) [2.1-7.7] (1.5%) 0.4-3.9
MacTUyeH 19% 7% 8 %

! KpuTepum 3a xeMaToNIOrMYeH OTroBOp (BCEKU OTrOROp Ce NOTBLPXAARa crief>4
cenMMLIM):

MXO: [Mpoyusane 0110 (neskouwTn < 10 x 10%, vpomBoumT < 450 x 10%,

MUEMOUMTAU+METAMMENOUMT < 5% B KpbkBTa, Be3 &nactm W npoMuenounT B
nepndepHa kpbe, 6asodwunn < 20%, bes ekcTpamenynapHo 3acaraqe) 1 B Npoy4BaHe]
0102 u 0109 (ABH = 1,5 x 10%1 u TpomBouwTy = 100 x 10%1, 6e3 Gnacty B KPLBTA,
BracTn B KOCTHWS MO3bK < 5%, 6ea ekcTpameaynapHoO 3acAraHe).

HBM: Culuure kpuTepuy kakto npu MXO, Ho ABH > 1 x 10% v TpomBouutn > 20 x 10%
(camo 3z 0102 1 0109)
BX®: < 15% ©6nacty B KOCTHMS MO3BK M nepudepHata kpbB, < 30% OGnactn

NpoOMWEenounT B KOCTHUA MO3BK W nepucepHata KpbB, < 20% 0Gasodunu B
nepucepHaTa KpbB, 663 ApYyro ekcTpaMeyrnapHo 3acAraHe, OCBEH creska i YepeH
Bpob (camo 3a 0102 n 0109).

2 KpuTepnM 3a UMTOreHeTUIEH OTIOBOR:

TonemMiusT UMTOreHeTUYEH OTTOBOP ChHYETaBa KaKTo MbLMEH, Taka M YacThuyeH OTrosop: MbJeH
(0% Ph+ meTtadbasu), yactuden (1-35%).

® MbsieH UMTOreHeTMYEH OTrOBOP, NOTBBPAEH YPEs MOBTOPHA KOCTHOMO3bYHA LIUTOrEHETUYHE
OLIEHKa, OHe enH Meced cnej HavyanHoTo KOCTHOMO3BYHO U3CNeaBaHe.

Meduampuuru nauuedmu: OBOWO 26 naumeHTa Ha BB3pacT nog 18 roguru ¢ XMIl B
XpohuuyHa thasa (n=11) unu BB (hasa Ha GnactHa kpusa wnum Ph+ ocTpu neskemmu
(n=15) ca BxMoveHn B nNpoy4BaHe ¢asa | ¢ ysenuyasaHe Ha fosata. Tosa e nonynauus
nauneHTy, NpepBapuTernHo NPeTbplerin TeXKo neveHue, kato 46% OT TAx ca nory4mnu
npegsaputenHo KMT v 73 % ca nony4univ NpegBapuTenHo MyJiTu-areHTHa xeMoTepanus.
CpepnHata Bb3pacT € 12 roguHm (MHTepsan 3 —17 r.). Mexay nauvedtute ¢ XMJT 27% ca
mexay 3 v 12 roguiHa Be3pact M 60% ca mexgy 3 n 12 roguwHa se3spact. la
ca TpeTMpaHn ¢ Aoan GLIVEC® 260 mg/m?*/aHesHo (n=5), 340 mg/m?/aHéeH
mg/m?gHeBro (N=7) W 570 mg/m?/gHesro (N=5). OT 9 NaLMeHT! B XpoH
XMJ1 v npeaoctaBeHn UMTOreHeTUYHN gaHum 4 (44%) u 3 (33%) ca nornyy
yacTuyeH LWTOreHeTWHEH OTIOBOp, PECNeKTMBHO 3a CTEneH Ha

HonennntenHo 8 geua (3 ¢ XMIl, 4 ¢ akyTHa nesxkemusi U 1 ¢ numdo
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KpM3a ) ca NlekyBaHn B Apyro npoyyeaHe dasa |. Tpu oT TAX ca nonyunnu gosa ot 173 no
200 mg/m*/aHesHo, 4 — fgosa OT NpubnmauTenHo 260 mg/m~/gHeBHo 1 efHO — [o3a oT
360 mg/m?/aHesHo. [lBama OT BCEKY 3 NauuMeHT B XpoHudHa dasa Ha XMJ1 ca nonyqunnn
nbHeH uutoreHeTudeH otrosop. Mexay scuydkn 34 rauueHT™ HAMa creliantn HaxogKkn
no OTHoLWEeHKe Ha Be30nacHOCTTa B cpaBHEHUE C ripoy4BaHuATa npu BL3pacTHA. Mexay
12 nauweHTy, NpY KOUTO He e HabriiofasaH OTrosop M fo3aTa e Buna yeennuena ot 400
mg Ha 600 mg , nopaaw nporpecvpaHe Ha 3abonspaHeTo, 2 NawueHT ca nocTurHanu
crabunuanpaHe Ha sabonaBaHeTo.

Krunuyay npoyusanun npyu TMCT

MpoBegeHo € OTBOpPEeHO, pPaHBZOMM3NPAHO, HEKOHTPONUPaHO, MHOroHaUnoHanHo
npoyysaHe BbB hasa 2 npu nauveHTn ¢ HenoIexatn Ha onepaunst UNn meTacrasuparim
3IIOKaYeCTBEHWN FACTPOVHTECTUHANHW cTpomarnHn Tymopu (TACT). [Npu ToBa uscneasaxe
147 nauveHTW ca npocnefeHn 1 paHgomusupanm pa nonydasar 400 mg wnu 600 mg
oparnHo AHEBHO B APOALFPKEHME Ha [0 24 Mecela. Teau nauuMeHTy BapupaT No BbL3pacT
ot 18 po 83 roavHu U UMaT naronoruuHa avardosa Ha Kit - noauTueeH 3rokavecTeeH
MCT, koiiTo He Mognexw Ha onepauvs wunn e meTtacTasupasn. MmyHoxmuctoxumnsaTa
obukHoeeHo ce npoeexpa ¢ Kit — aHmmMTena (A — 4502, 3acwku rnonukrnoHarnex
anTucepym, 1:100; DAKO Corporation, Carpinteria, CA) cnopeg aHanusa c abwuaui-
BUOTUH-NEPOKCNBA3HNS KOMMIIEKCEH METO/ Crieq aHTUreHHO BL3CTaHoBABaKe,

MbpBUUHUTE AaHHW 3a edmkacHoOCT ce Gasupat Ha oDeKTUBHWUTE CTeneHW Ha oTroBop.
Wanckea ce Tymopute Aa 6baaTt M3MepuMmn foHe o eavH noxkasartern Ha 3abonssaHeTo U
XapaxkTtepucTukara Ha oTrosopa ce Gasvpa Ha kpuTepumTte Ha Southwestern Oncology
group (SWOG). Peaynratute ca npegcraseHn Ha Tabnuua 3.

Tabnuua 3.

Hait-go6bp TYMopeH oTroBop npu uscnegsaHe STIB2222 (GIST)

Beuuku foan (n = 147)
400 mg (n=73)
600 mg (n=74)
Hai-gobbp oT7r0BOP n (%)
lMeneH otroBOp 0
YactuueH oTroeop 59 (40.1)
CrabunuanpaHo 3abonssaHe 61 (41.5)
Mporpecuparo sabonssaHe 18 (12.2)
He Moxe ga ce ycTaHoBK 7 (4.8)
HeuseectHo 2(1.4)

Hsima pasznuka B cTeneHWTe Ha OTFOBOP B [ABETe [030BW rpynu. 3Hauutened Gpoi or
nauueHTUTe ca cbe cTabunuanpado 3abonsaeaHe No BpeMe Ha MeXavHHUA aHanua. Tlo-
HaTaTblHNA aHanus npy 61 nauveHTk cbc cTabunuanpaHo 3abonssaHe nokasea, 4e 19
nauveHTH umar pegykums > 25%, (Ho < 50%) B namepumoTto sabonsisaHe W 28 umar
YacTuyeH OTroBop, BCE OlLe HeMoTBLPAEH A0 NPUKSIYBaHe Ha BpeMeTo Ha ckbupaHe Ha
AaHHute. [py npoJtMkasall nocrepoBaTteneH nNepuop ot cpegHo 7 meceua (7 ,u,Hm p,o
13 meceua) He e uUMano nporpecupaHe B HWUTO e€AvH NOBNWABaLL ce OT ;
MauyeHT.

5.2, ®apmMaKOKMHETUYHK CBOMCTBA
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PapmanokuHemuka Ha GLIVEG®

dapmakokmHeTukaTa Ha GLIVEC® e npoyuena B fo30BUS MHTepsan oT 25 go 1000 mg.
Mriasmerute hapmakoKMHETUYHK Npodwny ca aHanuanpad Ha AeHd 1 v wnn Ha geH 7
WY Ha peH 28, [0 KOETO Bpeme MnasmeHuTe KOHLEHTpauvn [ocTuraTt crabundo
paBHOBECUE.

Abcopbuus

CpegHata abconotHa OwoHanuuyHocT Ha imatinib e 98%. KoedwumeHtTeT Ha
papuabunHocT 3a nnasmeHata AUC Ha imatinib ce pasnuvasa sHauMTenHoO npu
pasfuyHMTe MauMeHTV crief nepopanHa fosa. AKo Ce Mpueme ¢ XpaHa, cbabpxalla
MHOrO MasHWHW, CTeneHTa Ha abcopbuws Ha imatinib Hamanssa mMuHumanHo (11%
HamarneHve Ha Cuax U YEBIDKEHUE Ha T © 1,5 1aca), KaTo B neka creneH ce Hamansea u
AUC (7,4%) B cpaBHeHWe C ycrnoBuaTa Ha rmagHo. [1oBNuaABaHeTo Ha neKapcBeHaTa
abcopbuusa oT onepaumns Ha CTOMAaLIHO-YPEBHWA TPaKT HE € Npoy4BaHo.

PaszripedeneHue

MMpy KAUMHKWMHO 3HaYMK KoHUeHTpauuu Ha imatinib, cebpsBaHeTo € nMnasmeHuTe
npoTenHn e npubruautenHo 95% Ha Gasara Ha in Vitro excnepuMeHTy, Hait-Bede C
anBymuH 1 anda — Kucen - FMMKONPOTENH, CbC cnabo cBbp3BaHe KbM JIMNORPOTENH.

Memabonuszsm

IMaBHUAT LMpKyrmpaly metabornuT npu xopata € N-AemeTunupaHo nunepasvwHoBo
NpPOU3BOLHO, KOETO NpUTEXaBa MOWHOCT in vifro Onuska [0 Tasu Ha W3XOQHOTO
nekapcTeo. Mnasmenata AUC 3a Tosn metabormt e onpegeneHa kato 16% or AUC Ha
imatinib.

65% OT pagwoakTMBHOCTTa B OpraHuaMma ce Ab/iku Wa imatinib u N-gumetunoswsaT
metabonut (AUCqusn). OcTaHanara paguoakTMBHOCT B oprakusma ce AbMiU Ha
MHOMECTBO MO-HEe3HAUUTERHN MeTaBonuT.

In vitro pesynratute nokassat, ve CYP3A4 e rnapumaT usoeHsum ot P450 nipu Yoseka,
KoiiTo xatanusmpa OuoTpaHchopmaumstTa Ha imatinib. OT nekpacTBeHUTE NPOAYKTU €
noTeHUvan 3a CbiLTeTRala Teparnus (acetaminophen, aciclovir, allopurinol, amphotercin,
cyarabine, erythromycin, fluconazole, hydroxyurea, norloxacin, penicillin V) camo
erythromycin (ICsq pM) ¥ fluconazole (ICs 118 1M) riokasear noTeHunan sa uHxubupase
Ha metabonuama Ha imatinib, koiTo B1 MOres A2 UMa KNKHWYHE 3HaYMMOCT.

in vifro, imatinib e koHKypeHteH uHxuButop Ha Mmapkepute 3a CYP2C9, CYP2D6 n
CYP3A4/5. K| CTORHOCTUTE Mpy HYOBELLKN YepHoAPoBHIK MUKPO3OMY ca CboTBETHO 27, 7.5
1 7.9 pmol/l. MakcumanHuTe rnaameHn KoHUeHTpatuu Ha imatinib npy naumentn ca 2 - 4
pumol/l, BeposiTHO B crieacTBue OT wHxubupaneto Ha CYP2D6 w/mnn CYP3A4/5-
mequmpaHus wmeTabormvsbMm. Imatinib He nosnuAsa OuoTpascdopmaunsaTa Ha S-
fluorouracil, Ho wHxubupa meTabonuama Ha paclitaxel B pesynTat o7 KOMNETUTUBHO
uHxubupade Ha CYP2C8 (K = 34.7 uM). Tasu K, croitHocT € MHOIG No-BuoKa oT
oYaKeaHWUTe nnasmeHdn HWea Ha imatinib npy nagveHTW, crigfoBaTernHo He ce o4aksa
B3aUMOSECTBUE NPV egHOBpeMeHHo npunaraHe Ha 5-flucrouracil unu paclitaxel saefHo
¢ imatinib.

Enumunupane
OcHoBaBaliki ce Ha OTKPpUBaHeTO Ha ChbeAVHEHWETO crnea nepopankHa Aosa imatinib,
MapkupaHa ¢ '*C, okoro 81% OT po3ata ce OTKPWBAT B paMkuTe Ha
usripaxHerunTa (68% ot fosarta) n ypurara (13%). Henpomerenusit imatinib/Cre
25% ot posata (5% B ypuHata, 20% B uINpPaXHEHUsTa), OCTaHapaza

MeTabonuTH. S
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lTnaamena hapMakoKUHemuKa

Crien nepopaneH npuem OT 3gpasn goBposonuw, e maumcrieHo ti, okorio 18 h, Koeto
npeanonara, 4ye egHOKPATHOTO AHEBHO [o3MpaHe e nojxofsito. HapacTsaHeTo Ha
cpephata AUC ¢ HapacTBaHe Ha fosaTra € NUMHeapHo 1 NponopuUMoHanHo Ha fosara B
uHTepsana 25-1000 my imatinib cneg opanen npuem. He ca HabniopaeaHn NPoMeHn B
KMHeTuKaTa Ha imatinib npy MHOrokpaTHO Ao3upaHe, akymynupadeTo e 1,5-2,5 nbTn npu
MOCTUraHe Ha cTabunHO paBHOBECHE, KOraTo [103aTa € BERHBX HEBHO.

PapmarokuHemura npu nayuesmu ¢ F'UCT

Mpu naumedTn ¢ MMCT nnasmeHaTa KoHUeHTpauus B steady state e 6una 1.5 nu™! no-
BUCOKa OT Taau npw naumenty ¢ XMI npu ceitara gosa (400 mg gHesHo). OcHosaBsai Ku
ce Ha aHanusa Ha npegpeapuTerniHvs dapMakoKuHeTUYeH noTeHuvan Ha nonynaumsaTa ¢
FTUCT e ycTaHoBeHo, ue Tpu NpomelnmBu (anbymuH, Gpoit Genu KPbBHU KNETKU Y
BunupybuH) umar cTaTuyecka 3Hauuma Bpb3ka ¢ (hapmakokuHeTukata Ha imatinib.
MoHwkeHnTe croiHocTM Ha anbymmHa ca npudkiHa 3a noHwxeH KnnupbHe (CL), a
noBuLLeHusiT 6poli Ha BenuTe KPBBHW KNETKN BOAK Ko noHmwxenne Ha CLA. Bee nak Tesn
AaHHW He Ca AOCTATLYHO U3pa3seHu 3a Aa A0BeAaT Jo HeobXoQMMOCT OT aganTtupaHe Ha
pozata. B Tasu nonynauma nauneHTtn, HanvuneTo Ha YepHospobHM meTacTasy 6u mMormo
Ja foBefge [o YepHogpobHa HEAOCTATEHYHOCT U NIOHWKEH MeTabonmMabMm.

TMonynayuonra (papMakoKUHemuUKa

OcHoBaBalikym ce Ha aHanv3a Ha nonynauvoHHaTa chapmaKkoxMHeTHKa fpu nauneHTn ¢
XMJ1, ce otynTa MambKk edekT Ha Bb3pacTTa Bbpxy obema Ha pasnpegenenue (12%
yBenuueHune npw Oorkute Hap 65 roguem). Tasu npoMsHa He Ce CuUWTa 3a KIMHUMHO
aHaymma. EdbextsT Ha TenecHOTo Terno BbPXY KnupbHca Ha imatinib e Takes, 4ye 3a
BorieH ¢ Terno 50 kg cpegHuAT KnnpbHC ce ovaksa aa 6vae 8,5 I/h, fokaTto 3a BoneH ¢
terno 100 kg knmpwbHCBT HapacTBa Ha 11,8 I/h. Tean npoMeHu He Ce OTYNTAT KaTo
JOCTaTbYHO 3Hauvmy, 3a Aa Hararay npoMsAHa Ha aosara B 3aBUCMMOCT OT TENEeCHOTO
Terno. MNontT He okassa eekT BLpXy KMHeTUKaTa Ha imatinib.

dapmanoKuHemuka npu deya

Kakto v npu sb3pacTHUTe nauweHTn imatinib ce abcopbupa 6wbp3o chnep nepopaneH
npyuem npu geua B npoyusake ¢asa |. Josute npu feua ot 260 n 340 mg/m?® gocTurar
cbLiarta nposBa Kakto goaute ot 400 n 600 mg cLOTBETHO NpU Bbapacmm CpaBHeHueTto
Ha AUC (0-24) B fieH 8 1 ieH 1 npu HMBO Ha posata 340 mg/m? nokassa kymynivpade 1,7
MBTU MPY ROBTaPSUM ce eHOKPaTHY [03W.

HapyuwieHa opzanna hyHKUUA

Imatinib 1 HerosuTe MeTaBoNMTN He ce excKpeTuparT sHauuTenHo npes 6L6peLte. Moxe
Oa ce ovaksa ypenuqeHo usnarade Ha imatinib npm HapylieHa YepHoapobHa hyHKLMSA.
Mpw GonkK ¢ YepHoapoBhM yepexaaHus GLIVEC® Tpsbsa aa ce nsnoriasa BHUMATENHO.
(Bwx pazpenn 4.2 n 4.4.).

5.3 MNpeakniMHAYHW AaHHKU 32 6e30NacHoCT

MpegKrMHUYHUAT fipodun Ha Be30nacHoCT € OUEHeH MpY MITbX0Be, KydeTa, MauMyHn 1
. 3anuw.

WNacrieasanlnaTa 3a MHOrO4030Ba TOKCUHHOCT MOKa3BaT fekn 40 YMEPEHW XeMaTornorniHu
NPOMEHY NPV MSTEXOBE, KYYeTa U MaliMyHu, ChIPOBOAEHN C MPOMEHW HAa KOCTHWSA MO3BK
NPy NBX0BE U Ky4eTa.

EHllE
Uephuat gpob e npuueneH oprad npy nnbXose W Kyyeta. Jleko Ao yMepeHo sef?\n““ ; ’7/"
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yepHoapoBHa TOKCUMYHOCT, CHIPOBOJIEHa C NOBULLEHW HWBA Ha YEPHOAPOGHWUTE eHauMY,
yephogpobha KeTbYHa HEKpo3a, HEeKpo3a W XWMepnnasus Ha XITbYHKUS Kadar, ce
Ha6niogaBsa npy KyveTa, TPETUPaHK B NPOLLIMKEHNE Ha 2 cepMuLn.

BubpeuHa TOKCUYHOCT, CLNPOBOAEHa € OrHUWHA MuHepanuaauuvs, gunaraumst Ha
6ubpevnuTe TYGynu 1 TybynHa Hekposa, ce Habriogasa NpU ManMyHu TpeTupalu C
imatinib B npogbmxeHue Ha Ase ceamuLy. Mosuiier BUN w1 kpeaTuHH ce Habniofasar 8
HAKOW OT TE3W MUBOTHWU. XUNEpnAasus Ha NpexoaHus enuten B obnactra Ha 6ubpeyHarTa
nanuna v AMKouHwus Mexyp, 6e3 npoMeHu B rokasartenure Ha cepyma u ypuHara, ce
HaBmopgaBaT npu go3n > 6 mg/kg B 13-ceAMMYHO MpoyysBaHe MpW rNLX0BE, KaTo
noxasaTrennTe Ha cepyma n ypuHaTta octasaT 6e3 npomsHa. Ipy XpoHUYHOTO neyeHne ¢
imatinib ce Habniogaea yeenuYeHue Ha ONOPTIOHUCTUHHUTE UHPEKUMI.

B 39-cepmuyHo npoy4eade npu maiimyHn, NOAEL He e ycTaHoBeH Npu Hall-HUcKaTa fo3aa
ot 15 mg/kg, kosATO € NpubsIMaNTeNHO egHa TpeTa oT MakcumarnHaTa YoBellka [03a oT
800 mg, GaaupaHa Ha TerecHaTa MOBLPXHOCT. JleyeHneTo BOAW A0 BrCLIGBaHE Ha
HOPMAIHO NOTUCHATUTE ManapuiiHi MHAEKLK NIPY TE3W XKUBOTHI.

Mpv in vitro uacnenpaxe Ha Gaxktepuanku kneTku (Ames test), in vifro nscneaeare Ha
KIeTkM OT BGosalHuk (Muwa numdoma) u nNpyw in vivo vscneasaHe Ha nnbXoBe
(MUKpoHyKreapeH TecT) ce ycraHosw, 4e Imatinib He e reHoTokcudeH. [MonoxuTenHn
reHoTokcuunM edekTn Ha Imatinib 3a wknacrorenHoct (XpomozomHa abepalus) B
NMPUCHLCTBMETO Ha MeTabornTHa akTMBauuns ca HabriiogasaHy npw in Vitro uscnegsaHe Ha
KNeTkM oT BosaliHnK (ANYHKK Ha KuTalcky xamcetep). [lBa oT MeXOUHHUTE MPOoAYKTW Ha
MPOW3BOACTEEHNA MPOLEC, KOMTO C& ChABPXAT B KpallHuA MPOAYKT UMaT MonoXuTeneH
myTaren edekr npv uscrieasaHeTo no Amec (Ames assay). EAvH OT Te3n MeXanHHK
NPOAYKTYA MMa MONIOKWTENHW Pe3YnTaTi 1 Npu U3CfieABaHeTo Ha MULLIM Numdom.

B v3crneasade nnogoBUTOCTTa Ha MBLXKK MITeXoBe, TpeTupanu ¢ Imatinib 70 gHu npeam
uynhToCBaHe, ce YCTaHOBU HamalleHue Ha TerrnoTo Ha TECTUCUTE N CEMEHHMTE TOpOUYKK
1 NpolleHTa Ha NOABWKHUTE cnepmartosovam npyu gosa or 60 mg/kg. Tasu posa e
npuBnMaUTenHo eKBMBanNEHTHa Ha MakcumanHata knuHuqHa posa ot 800 mg/kg,
BasypaHa Ha TenecHaTa NoBLPXHOCT. ToBa He ce Habmogasa npw Aoan < 20 mg/kg. Jeko
[0 YMEPEHO HamarneHue Ha crepmaroreHesara ce Habnwpgasa U npu Kyvyeta npy Josa >
30 mg/kg. Mpu xeHcku TbXoBE, Rpremany Imatinib 14 aAxn npean yndTocsare 4o 6-A
recrauvoHeH geH, He ce HabmopgaBa edekT  BbLpXy uugTocBaHeTo W BpoA Ha
OpemenHuTe xeHcku. [Mpu gosa ot 60 mg/kg, NMpu XeHCKW TNiTbX0Be, ce YCTaHoBsiBa
3HayuTesNHa NoCTUMNAaHTaLKUOKHa (heTanHa 3aryba 1 Hamaner 6poi Ha XueuTe heTycn.
ToBa He ce Habnogasa npw gosu < 20 mg/kg.

[pyu uacnensaHe Ha Mpe- W NOCTHaTanHWs CTaguit npu NITbXOBE, B rpynara npuemana
45mg/kg Ha peH, ce Habriogaea KpbBOTEYEHWE oOT BaruHata Ha 14-a unu 15-a
rectauuoHed feH. lpyw cbuiara nosa BpoAT Ha MBPTBO POAEHUTE W NOYUHaNUTE MEXTY
0-a 1 4-A OeH crieq paxgaHeTo ce yeenudaea. [pu Fy nokonexwe, Npy CbLIOTO JO30BO
HWBO, CpefiHaTa TenecHa Maca Ce HamansBa OT pagaHeTo HO CMBPTTa U BpoAT Ha
HOBOPOAEHUTE JOCTUrally KpUTEPUM 3a OTHENAHE € fieKko 3aHmkeH. Fy dhepTunHocTTa He
e 3acerHara, HO ce Habriogapa ysenvuyeH Opoit pesopbuym W HamaneH Gpoi
Mu3HecrnocobHu tetycu npu Aozata oT 45mg/kg Ha geH. HusoTo Ges oTrosop fipw
popunuTe XunsoThu u Fy nokonexneto e 15mg/kg Ha geH (1/4 oT makcumanHaTa HoBellka
[o3a ot 800 mg).

Imatinib e TepaTtoreHeH npu NNbLXOBE, KOrato ce npunarart nosu > 100mg/kg no epeme Ha
opraHoreHesaTta. Tasu posa e npubnusuTenHo eKBMBaneHTHa Ha MaxkcumarHara

< 30 mg/kg.

lMpoy4yBaHus 3a KaHLIEPOreHHOCT Ca B NPOLIEC Ha MpoBexaaHe.
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