KPATKA XAPAKTEPHUCTHKA HA ITPOJAYKTA
PAYEEP IS
BE/ 1747 2 fp-Co2xT
Hubuxkc 100 mg TBbpAH KaCyIH
Nibix 100 mg hard capsules 01-1- 2022

1. HME HA JIEKAPCTBEHUA ITPOAYKT

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Beska kancyna ceabpxka 100 mg umatunub (imatinib) (non gpopmara Ha me3unar).
[ToMOIHO BELIECTBO ¢ M3BECTHO JicHcTRIE: Beska kancyna chabpxka 12,518 mg nakro3a MOHOXH/IpAT.

3a TBJIHKA CIMMMCHK HA NMOMOIIHUTE BEIECTBA BHIKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
TBbpaa Karncyna

OpamxeBo TANO M Kamnavka, karncynau pasmep "3".

4. K/IMHUYHHU JAHHH
4.1 TepanmeBTHYHH NOKA3aHHA

HmatranO € moka3aH 3a JIe4eHHETO Ha:

+  BB3PACTHM M NEAMATPHYHH [ALKEHTH C HOBOAMATHOCTHIIMPaHa NoNokuTeNHa 3a Punajenduiicka
xpomo3soma (ber-abl) (Ph+) xponuuna muenonana neskemus (XMJI), 3a KOUTO TpaHCTLIAHTALMATA
Ha KOCTEH MO3BK HE Ce pasriiek/ia KaTo MbpBa JTMHHA Ha JICYCHHE;

*  BB3PACTHH M NeauaTpuyHy nauueHt ¢ Ph+ XMJI B xponuuna dasa ciet HeyCremHo JeueHue ¢
untepdepon anda wiu BB (asa Ha aknenepanus, win B 61acTHa Kpusa,

=  BB3PAaCTHH M NEIMATPUYHH MALHEHTH C HOBOAHArHOCTHIIMPAHA MOJI0KHUTE/THA 10
dunanenduiicka xpomozoma ocrpa numpobdnactra neskemus (Ph+ OJUI) 3aeano ¢
XHUMHOTEpanus;

»  BB3pacTHH ¢ peuuaus Wwin peppakrepra Ph+ OJUI kato moHoTepanus,

»  BB3PACTHH MALMEHTH C MHEJIOAMCIUIACTHYHCH CHHAPOM/MHEJIONPOIH(EPaTHBHH 3a00MBaHHsA
(MJIC/MII3), cBbp3aiK ¢ FTeHHH NPEHAPEK/IaHUs Ha PELIENTOPa Ha TPOMOOUMTHHS pacTexeH
daxrop (PDGFR);

=  BB3PACTHM NAUMCHTHU ¢ HanpeaHan xunepeosutodpuner curapom (XEC) n/unu xpoHuyHa
cosunouiHa neskemust (XEJI) ¢ rennn npeHapexnanus sa FIPIL1-PDGFRa.

EdexTsT Ha uMaTHHUO BHPXY PE3y/aTaTa OT KOCTHO-MO3bYHATA TPAHCTUIAHTALIHS HE € YCTAHOBCH.

Mmarnaub e nokasaH 3a:

=  JIedeHHE Ha Bh3pacTHH ¢ nojoxurennan 3a Kit (CD 117) Henomnexamy Ha pe3eKuus W/HIH
METACTaTHYHH MAJMIHEHH racTPO-HHTECTHHATHH cTpoManau Tymopu (TUCT).

TpsibBa Ja MPOBEK/AT aIOBAHTHA TEPaNHA.
»  JIeYEHME HA Bb3PACTHH C HEMOIEKALIA HA PE3CKIMA IepMaTohudpocapko
(JI®CIT) u BB3pacHu MAIMEHTH C peKypeHTHH W/unu metactatuynu JIPC
MOAXOJAIIH 32 XHPYPrH4YHO JICUCHHE.




TIpH BB3PACTHH U [IEAMATPUIHH TAIMEHTH €()EKTHBHOCTTa HA HMATHHHMO CC OCHOBABA Ha HMBATA Ha
oOLIMs XeMaTONOTHYEH M IIMTOr€HETHYEH OTTOBOP U TpexkuBieMocTTa 6e3 nporpecus Ha XMJI, na
CTENEHTA HA MOB/INABAHE HA XEMATONOrHYHMA U uuToreHeTHueH otrosop npu Ph+OJLL, MJIC/MII3, Ha
CTENeHTa Ha NoB/MABaHe Ha xemaronoruaaus orroBop npu XEC/XEJI u obexkTHBHATA CTENEH HA
NOBJHABAHE NPH BH3PACTHH C HENOANISHKAITH Ha PE3CKIHA w/wm Meracratuaan I'UCT u JIOCII 1 Ha
npexuBsieMocTTa €3 peyIMB NPH a/I0BAHTHA TEPANHA HA THUCT. OnurhbT ¢ UMATHHHO TIPH TIALIHEHTH C
MJIC/MII3 cewp3anu ¢ rennu npeHapexnanns Ha PDGFR e muoro orpanuyeH (BX. Touka 5.1). Jlnncsar
KOHTPOJIMPaHH KJIMHAYHH IIPOYYBAHUSA, TIOKA3BALIM KIMHMYIHA 1107132 MM [IOBHILEHA IPEKHBACMOCT IPH
Te3u 3ab0NgBaHNsA, OCBEH IPH HOBO AWarHocTHiMpana XMJI B xponuuna dasa,.

4.2 J10o3MpoBKAa H HAYHH HA NPHJI0KEHHE

TeparmﬂTa 'I'pﬂﬁBa a ce 3aro4YHe OT JICKAp C ONHT B JICYCHUETO HA MALHCHTH ChC XCMATOJIOTHIHH
3J10Ka4eCTBEHH 3a00/I1BaHUA U MaTUTHEHH CapKOMH, CIIOpCa H3HCKBAHHUATA.

[Mpeanucanara no3a TpsabBa Na ce MpHUiIara MepopaiHo 110 BpEME Ha XpaHEHE U ¢ roJisiMa Yaila BoJa, 3a /a
ce cBele 10 MHHAMYM PHCKBT OT CTOMAIUHO-4peBHO apasHere. Jlosure ot 400 mg niam 600 mg Tpsdsa na
ce MpHyIaraT BEAHBLK JAHEBHO, J0KATO JHeBHA 1033 oT 800 mg Tpsa6Ba aa ce npunara karo 400 mg nsa
ITETH THEBHO — CYTPHH H BEYEP.

3a nanueHTH (J1e1a), KOUTO He MOraT Ja MPEerTbIaT Karncy/IuTe, ChIbPKAHHETO UM MOXE /1a Ce pa3TBOpH
B 4allla BOJA WIH S0BIKOB COK..

Twit KaTo POYYBAHUATA IPH )KMBOTHH Ca TIOKA3aJIM PENPOAYKTHBHA TOKCUYHOCT, & MOTEHIHAIHUAT PHCK
3a YOBCHIKHA PETYC HE € MIBECTEH, KEHUTE C ACTCPOJICH NOTEHIIHAT, KOHTO OTBAPAT KaINCy/uTe, TpsOBa
J1a ce IpeAyNpeasT a paboTAT ChC ChABPKAHHETO MHOTO BHUMATCIIHO M J1a H30ATBAaT KOHTAKT C KOJKATa U
OYMTE WM BAMIIBaHe (Bk. Touka 4.6). Pruere tpsabsa qa ce H3MuBaT He3abaBHO ciie/l paboTa ¢ OTBOPEHH
KaICyJIH.

Jlo3upoeka 3a XMJI npy Bb3pacTHH NALHEHTH

TIpu BBL3pAcTHH NanMeHTH B XpoHnyna dasa Ha XMJI mpenophuBanaTa 103uposka Ha uMaTHHHO € 400
mg/nen. XponuyHara dasa Ha XMJI ce nedunupa, ako ca M3IbIHEHH BCHYKH CIICABAILN KPHTEPHH:
6mact <15% B KPBBTa M KOCTHUS MO3bK, Dazodunu B nepudepnara kpbs <20%, TPOMOOLMTH

>100 x 10%1.

IIpu BB3pacTHH NALMCHTH BbB (a3a Ha aKileNnepalks NpenopbyBaHara 103MpoBKa Ha MMaTnHuG e 600
mg/nen. dazata Ha akuenepaiys cc AchUHUPa OT HATHYHETO HA HAKOM OT CJICIHUTE KPHTEPHH: OMacTH
>15%, Ho <30% B KpBBTA HITH KOCTHUSI MO3BK, O1acTi miroc mpoMuenouutd =30% B KpbBTa HIH
KOCTHHS MO3BK (ripu <30% 6nactu), 6azodpunu B nepudepnara kpbs >20%, tpombormta <100 x 10°/1,
HE33aBUCUMO OT JICYEHHETO.

Ipu BB3pacTHH NanMCHTH B 61aCTHA KPH3a MPENophuBaHaTa J03MPOBKa Ha MMaTHHHO ¢ 600 mg/aeH.
bnacrata kpusa ce nepunupa kato 6nactu >30% B KpbBTA WM KOCTHHS MO3BK MJIM €KCTPAMETyTIapHO
3acAraHe, C H3KIIOYCHHE HA XENaTOCIICHOMETalIHs.

TITpOIBIKHTEIHOCT HA JIeYeHHETO: B KITMHHYHHTE MPOYyYBaHHSA IEYEHHETO C MMATHHHO € NPO/IB/DKABAHO
10 nporpecus Ha 3a6onssaneto. He e uscnensan eGekThT OT NPEKPATABAHE HA JIEYEHHETO CIIe]
[OCTHTAHE HA ITbJIEH UHUTOrEHETHYEH OTTOBOP.

IMpu nauueHTH ¢ 61acTHa KpH3a MOKeE J1a ce 00MHCIM noBuIIaBane Ha j03ata oT 400 mg Ha 600 mg nin
800 mg npu nauueHTH che 3abonseaxe B XpouuyHa dasa uiu or 600 mg o makcumym 800 mg (naBanu
kato 400 mg /1Ba METH AHEBHO), IPH [IALMEHTH BBB ()a3a Ha akienepanus Wix 01acTHa Kpma MOXKe Ja

ce 06CHKa IIPH JIMIICA HA TeXKa HE)KETaHa JICKapCTBEHA PeaKLys ¥ TEXKA HECBbP3aHa C J1eH

BCAKO Bpeme); Heycnex Ja ¢€ MOCTHIHE 33JOBOJIUTENEH XEMATOIOIHYCH OTTOBOD C
JICUCHHE, HCYCIICX J1a C€ NOCTUIHE MUTOTCHETHYCH OTTOBOP CJICM 12 mecena nege

HEXCJIAaHUTE PEaKIUH IIPH [10-BHCOKH J103H.



Josuposka 3a XMJI npu nena

JlosupaneTo 1pH Jela Tpsa0Ba a € H3UHCIEHO B 3aBUCHMOCT OT TUIONITA HA TEICCHATA MOBBPXHOCT
(mg/m?). lozara or 340 mg/m’ HeBHO ce npenophyBa 3a jena ¢ xponuyHa pasa Ha XMJI u nanpensana
XMUJI (na se ce nansumana obwara 1o03a ot 800 mg). Jleyenuero MoXe 1a ce mpuiara Karto eJHOKpaTHa
JHEBHA /1032 WIIH JHEBHATA /10338 MOKE JIa CE pa3Ze/y Ha JIBe MPUIOKEHH — CYTPHH M Bedep.
TpenopbKara 3a A03MpaHe MOHACTOAIIEM CE OCHOBABA HA MAIbK OpOi MeMaTpUYHH NALMEHTH (BXK.
Touku 5.1 U 5.2).

JIurcea onut ¢ JICYEHUETO Ha [iena noy 2-roJMniHa BB3pacrT.

YBenuuaBaHeTo Ha 103aTa TpH fema, ot 340 mg/m’ axeBHO A0 570 mg/m? nHeBHO (He TpsAGBa 1A
HajBHIIaBa obmara mo3a ot 800 mg) Moxe na 6b1¢ 0OCHHK/IAHO IIPH JIMICA HA TEKKH HEXETaHH
JICKAPCTBEHH PEaKUMK M TEKKa HECBBP3aHa C JICBKEMHUATA HEYTPOIICHHS HITH TPOMOOLIMTONICHHUS TTPH
cnequuTe 0OCTOATENCTBA: IPOrpecks Ha 3a00MsBaHeTO (110 BCAKO BPEME); HEYCIIEX JIa C€ MOCTUTHE
3aJOBOJIUTEJICH XEMAaTOIOTHIEH OTTOBOP e/l [IOHE 3 Mecela JICYEHHE; HEYCIIEX 1a CC MOCTHTHE
IIMTOreHETHYCH OTroBOp crex 12 Mecela edeHne; Wi 3aryba Ha MOCTUIHAT IIPE/IH TOBA XEMaTONOTHYCH
W/vnM nMToreHeTnyeH oTrosop. [NamuenTute TpAGBa Na ce npocieIsBaT BHHMATEIHO Cle/| I0BHIIaBaHE
Ha 7103aTa NOPa/y Bb3MOXKHOCTTA 33 [I0OBHIICHA YECTOTA HA HEKETAHHUTE PEAKLIMH [IPH [10-BHCOKH JO3H.

Jlo3upoBKa IpH Bb3pacTHH nanpenTd ¢ Ph+OJIJT
IIpenopruBanata ao3a umMatuuu6 ¢ 600 mg/nex npu Bh3pacTu nauuentu ¢ Ph+OJLJL Xemaronosure,
EKCTIePTH B JICYCHUETO Ha ToBa 3abossBaue, TpA0BA 11a POC/ICABAT TepaluATa BbB BCHUKHTE H (asu.

CxeMa Ha nedenne: Bb3 OCHORA Ha HAJIMYHUTC JJAHHHM, € TI0Ka3aHo, Y¢ HMaTHHHO e edukaceH u Oe3onaceH
KOTaTo € IpHIaras B 1034 ot 600 mg/aeH B KOMOMHALMA ¢ XMMHOTEpanus BbB (asata Ha HHAYKLMA,
dasuTe Ha KOHCONMMAAUMS H NIOTbPKaHE Ha XHMHOTEpanusaTa (Bxk. To4ka 5.1) npH BB3pacTHHU €
HoBoauarsoctunupana Ph+ OJUL [Ipoab/oKUTeTHOCTTa Ha ICYCHHETO ¢ MMaTHHUO MOXKE 1a Obze
pa3MYHa B 3aBUCHMOCT OT H30paHaTa nporpama 3a JICYCHHE, HO KaTo LsI0 [10-NPOTBIDKHTETHHAT IIPHEM
Ha UMaTHHHO e Jall N0-100pH pesynTaTy.

IIpH BB3PACTHU NAUMEHTH ¢ peruanB win pedpaxrepra Ph+OJIJ, moHoTepanusTa ¢ UMaTUHHO OT
600 mg/nen ¢ Ge3omacHa, eheKTHBHA M MOXKE J1a OB NPHUIAraHa 10 HaCTHIBAHC Ha MPOTPECHs Ha
3a00J1SIBaHETO.

Jozuposka npwu ena ¢ Ph+OJLT
Jlo3upaneTo mpy Aeua TpAbBa 1a € B 3aBUCUMOCT OT TUTOLITA HA TEIECHATa MNOBBPXHOCT (mg/m?). lozata
ot 340 mg/m’ nHeBHO ce npenopbusa 3a Aena ¢ Ph+OJIJT (1a He ce HapBuasa obmara no3a ot 600 mg).

Jozupoeka npu MJIC/MII3
IpenopbuBanata 103a umatiaub ¢ 400 mg/nen npy pe3pacTay nauuentu ¢ MJIC/MIIS.

[IpOABIDKUTETHOCT Ha JIEYCHHUETO: B eIMHCTBEHOTO KIMHHYHO MPOY4BAHE NPOBE/ICHO 10CCTa, IEYEHHETO
¢ UMaTHHKG € POABIDKKIIIO JI0 Mporpecus Ha 3abonsBaHeTo (BxK. Touka 3.1). KbM MOMCHTa Ha aHanu3a,
cpeaHaTa MPOABL/DKMTENHOCT Ha JicueHHeTo e Ouna 47 mecena (24 muu - 60 meceua).

Hosupoeka npu XEC/XEJI
[Ipenopnusanata go3a umatuau6 e 100 mg/aen npu Be3pacTau nauuenti ¢ XEC/XEJL

Veenuuapane Ha jo3ara oT 100 mg Ha 400 mg Moke J1a ce MMa NpEeABK NPY JTHIICA Ha HEXKCIaHH
NIEKapCTBCHH PEAKIIMH, aKO OIICHKATa CBHCTC/ICTBA 38 HE3a10BOJIUTEIICH TEPANeBTHYCH OTTO

JIG‘IGHHCTO TpﬂﬁBa Ja cc ITPO,I['BJT)KK JOKarTo NanHCHTEHT CE MMOBJIMABA OT HETO.
O3MPOBKA T

[Ipn .Bigpacrau'naunem C HEMOIeHKAIM Ha PE3EKIHs H/WIH METACTATHYHH M
npenopbYBaHaTa /i03a Ha MaTHHUO € 400 mg/neH.




W3BecTHH ca OrpaHHuCHH 1aHHM 32 e(eKTa Ha MOBUIICHUETO Ha fo3ata oT 400 mg 10 600 mg mmm
800 mg npy ManMeHTH ¢ NPorpecHs NpH No-HUCKaTa /103a (BXK. Touka 5.1).

[IpoasmkuTenHocT Ha neverueto: [Ipu winarIHATE TpoyuBanus npu namuenTu ¢ TUCT newennero ¢
uMaTHHHG MpOIBIDKaBa 0 POrpecHpaHne Ha 3abonasanero. KbM MOMEHTa Ha aHaM3a
NPOXB/DKUTENHOCTTA HA JIeYeHHeTo e cpejHo 7 mecena (7 aum mo 13 mecena). He e uscnensan e(eKTHT OT
CHHMPAHETO Ha JEYCHUETO ClIC]| IOCTUTaHe Ha OTIOBOP.

[IpenopryBanaTa 103a HMaTHHUO, IPHJIAraH KaTo aIl0BaHTHA TEPAIHS PH Bb3PAaCTHY NALMEHTH CIIe]
pesekims Ha TUCT, e 400 mg/nen. OnTumMansata NpoABL/IDKATENHOCT Ha JICYEHHUETO BCE OIIE HE €
ycraHoseHa. [[poXb/DKHTEHOCTTA Ha JICICHHETO N0 BPEME Ha KIMHHYHHTE H3MMUTBAHMS B II0JIKPENa HA
Ta3M MHAMKaIws e Ouna 36 mecena (Bx. Touka 5.1).

JHozuposka npu JJOCII

IIpu B3pacThu nauuenty ¢ JIOCII npenopsuBanara j03a Ha umaTHHHO € 800 mg/nen.

HQOMHH& Ha J103aTa IIpY HEXKCJIAHHW JICKAPCTBEHH PCAKIIMH

Hexemamono2uunu Hexcelanu peaxyuu

AKo mipu ymotpeba Ha MMaTHHHO ce pa3sBHE CCPHO3HA HEXEMATONIOTHYHA HEXKEJIaHa PeakLHs, JIe4CHHETO
TpabBa ja ce cIpe, 0KaTo peakuusta or3eyqn. Clies ToBa JIC4CHHETO MOKE J1a ce Bb30OHOBH B
3aBHCHMOCT OT Ha4aJIHaTa TEXKECT Ha PEaKLIMATA.

[Ipu noeHmenue Ha GuiHpyOHHa >3 IBTH HAJ ropHaTa pe)epeHTHa FPaHHUIa Ha HOPMAaTa 3a J1e4e6HOTO
zasenenne [ PTH(IULN) wiu Ha yepHoapoOHUTE TpaHcamuHasu >5 neri cipsamo 'PI'H (IULN)
uMaTiHK6 Tpsa6Ba 1a ce crpe, J0KAaTO HUBaTa HA OuaupyOHHa ce BBpHAT 10 <1,5 mbTH cripamo ['PI'H
(TULN), a auBara Ha TpaHcamuHasute 10 <2,5 metH cnpsmo ['PI'H. Jleuennero ¢ umaTtunub ciaen Tosa
MOJKE JIa Ce IPOJIBJIKM C HaMaJleHa JHeBHa 7103a. [Ipu Bb3pacTay fo3aTa Tpsabea na ce Hamanu ot 400 mg
Ha 300 mg umm ot 600 nHa 400 mg wim ot 800 Ha 600 mg, a npu neua or 340 Ha 260 mg/m2/nen

Xemamono2uunu Hedceranu peaxyuu
[ToHwkaBaHe Ha J03aTa WM MPEKHCBAHE HA JICYCHUCTO MOPAJIH TEXKKA HEYTPOIICHUS U TPOMOOLMTOICHNS

Ce Mpenopr4BaT, KakTo € [I0CO4YCHO B Tabnmunara no-noauy.

[IpomeHH B 103aTa NPH HEYTPONEHHsI H TPOMOOUMTONEH UL

XEC/XEJI (nauanna no3a ANC <1,0 x 10%/1 1. TIpekpaTeTe npueMa Ha MIMaTHHHO
100 mg) /WM nokato ANC>1,5x 10%1 u
tpombormTr <50 x 10%/1 TpomGoumTuTe =75 X 10%/1.

2. Bu3o0OHoOBETE NTEUEHHETO C MMAaTHHHO,
3anovBaiky OT NpeaMiIHaTa 103a (T.e.
Ta3W MMPEIU CEPHO3HATA HEXeJlaHa
JEKapCTBEHA PeaKLus).

Xponuuna ¢a3za Ha XMJI ANC <1,0 x 10°/1 1. TpekpaTere npyueMa Ha MMaTHHHO
MJIC/MII3 u TUCT(navanua |wu/unu nokato ANC =1,5x 10%1 u

no3a 400 mg) tpomGommTH <50 x 10%1 tpombouuTute >75 X 10%/1.
XEC/XEJI 2. Bp306HOBETE TeYEeHHETO ¢ MMAaTHHHO
(B mo3a ot 400 mg) C TIpeAMIIHAaTa 1034 (T.¢. 1T -

TEXKATa HEKEJIaHa Jie
peaxius).

3. B cny4aii Ha NOBTO
ANC <1,0 x 10°/1 ffuf/ rpom@0itys
<50 x 10%1, mosTO T, m@riw f‘“‘
BB300HOBETE JieYeH eﬁg, NREEATHO o

N * o N ¥4
g e
N\



HamajieHa no3a ot 300 mg.

[TequaTpH9HM [IALKEHTH C
XMIJI B xponnyHa da3sa (B
no3a 340 mg/m?)

ANC <1,0x 101
W/nm
tpomGommuTH < 50 x 10%/1

1. IIpekparere npuemMa Ha IMaTHHHO,
mokato ANC >1,5x 10°1 u
tpomGouuTuTe >75 X 10%/1.

2. Be306HOBETE JICYEHHETO C UMAaTHHHO,
3an04YBaKy OT TPEIMIIHATA 103 (T.e.
TPE/IH T&KKATa HEXENaHa PeaKIys).

3. Ipu pemmaus Ha ANC < 1,0 x 10%/1
u/umm tpomGoumTH < 50 x 10%/1
MOBTOPETE CTHIKA 1 ¥ BB3CTAHOBETE
JIEUCHHUETO C UMAaTHHHO ¢ HaMasicHa
m03a o 260 mg/m?,

®aza Ha aKuelepauus Ha
XMJT n GnacTHa KpH3a U
Ph+QJIJI (na4ansa nosa
600 mg)

SANC < 0,5 x 10°/1
H/UH
TpomGouuTe < 10 x 10%/1

1. TIpoBepeTe nanu HHUTOMEHHUATA €
CBBP3aHa C JICBKEMHATA (KOCTHO-
MO3b4HA ACTTHpauus Wik ouoncus:).

2. Axo nuToneHusATa HE € CBhp3aHa ¢
JIeBKEMHATA, HAMaJIeTe J103aTa Ha
uMaTuHKO 10 400 mg.

3. AKO IMTONIEHHATA IICPCHCTHPA B
NPONbJKCHHE HA 2 CEAMUIIH,
MOHIDKETE AOITBJIHUTE/IHO 103aTa JI0
300 mg.

4. AKO IMTOTICHUATA [IEPCUCTHPA B
IpoAb/DKEHHE Ha 4 CeIMHLIM H BCE
OWIE HE € CBbP3aHa C JICBKEMHSATA,
IpeKpareTe MPHIOKEHUETO Ha
UMaTHHHUO 10 Bb3CTAHOBSBAHE HA
ANC >1 x 10°/1 u pomGoumTHTE >20
x 10%1 u cnen ToBa BE306HOBETE
neuyenuero ¢ 300 mg

[TeanaTpuyHM NALKEHTH C
XMJI B GnacTHa Kpu3a
(maganna no3a ot 340 mg/m?)

SANC <0,5 x 10°/1
W/WIn
TpoMGouuTH < 10 x 10%/1

1. TIpoBepeTe AaTH MUTOTICHUATA €
CBBP3aHa C JICBKEMUATA (KOCTHO-
MO3bYHA aCTHpaIHs Wi Ouoncus).

2. AX0 UMTONEHHUATA HE € CRBP3aHa C
JIEBKEMHATA, HAMAJICTE J103aTa Ha
umatuuu6 1o 260 mg/m?.

3. AKO IHTOTIEHHATA IICPCUCTHPA B
NpoAbJDKEHHE Ha 2 CEIMHIIH,
HamaneTe JONbIHHTEIHO 103aTa 10
200 mg/m’.

4. AKO IIMTOTICHUATA IEPCHCTHPA B
MPOABLDKEHHE Ha 4 CeIMULM H BCe
OIIIE HE € CBbP3aHa C JIeBKEMHSATA,
peKpareTe MpHeMa Ha UMaTHHHO 10
ANC 1 x 10°/1 u TpomMGorHTH
=20x10%/1, cnea koeTo BL300HOBETE
neyenmeto ¢ 200 mg/m?.

ADCIIT
(B mo3a ot 800 mg)

ANC <1,0 x 10%1
W/Wnu
tpombormTH < 50 x 10%/1

1. [IpekpaTtere npuemMa Ha UM

"ANC <10 x 1071 1
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<50 x 10%/1, nosTopeTe cThiKa | M
BB300HOBETE JIEYEHHETO C MIMATHHHUO ¢
HamaseHa 103a ot 400 mg.

ANC = abcomoteH Opoii Ha HeyTpoQHIHTE
* mosiBa ciell noHe 1 Mecern nevyeHne

Croeuuaisy nomnynamniu

IMeduampuyna nonynayusi: Juncea onuT IpH fena noj 2-roaumsa ss3pact ¢ XMJI v npu aena Ha
BB3pact noy 1 roguna ¢ Ph+OJIJT (Bx. Touka 5.1).

OnutsT ¢ MHOTro orpannyes npu geua ¢ MJIC/MII3, IPCII, THCT u XEC/XEJI

Besonacuocrra 1 epukacHocTTa Ha mmatuen6 npu gena ¢ MJAC/MII3, IOCIL FACT u XEC/XEJI Ha
BB3pacT Mo 18 roquuy He ca yCTAHOBCHM NPH KJIMHHYHM M3NUTBaHUs. HammaHnTe MOHACTOAIIEM
ny0GIMKyBaHH JaHHH Ca ONMCAHH B TOYKA 5.1, HO MPenopbKH 3a JO3MPOBKATa HE MOraT Aa ObJaT Aa/IcHH.

Yeproopobua nedocmamwvunocm: IMaTiHHG ce MeTaboMM3Mpa OCHOBHO 1pe3 YepHus aApo6. Ha
IALMEHTHTE C JIEKO, YMEPEHO WM TEXKKO YBpeXKaaHe Ha yepHoapoOHara Gynkims TpsabBa 1a ce 1asa
MHHHMAaJTHATA penopbuBana Ao03a ot 400 mg axesHo. JIo3aTa MOXeE /1 ce HaMalH, ako He Ce NoHacs (BK.
touku 4.4, 4.8 5.2).

Kaacupukanusa Ha YepHOAPoOHATA THCPYHKIHS:

YeproapobOHa aAuCyHKIMSA OYHKIHOHAIHH YepHOAPOOHYU H3CIIECIBAHHS
Jleka O6m 6unmupyoun: = 1,5 'TH
AST: >ITH (moxe ja ¢ HopmaneH uin < I'TH, ako o6musT
Ounupybun e > I'TH)
Ymepena 06w 6uinpyoun: > 1,5-3,0ITH
AST: Bcska CTOHHOCT
Texka O6m 6umupy6un: >3 — 10 [TH
AST: Bcsika cTOHHOCT

I'TH = ropua rpaHuua Ha HOpMaTa 3a JIeueOHOTO 3aBE/ICHHE
AST = acnapraT aMHHOTpaHc(hepasa

Bvbpeuna neoocmamuvynocn: Tpy nauuenTtn ¢ 6b0pevHa qucyHKINA WK NPY NALKCHTH HA IHANTH3a
Tps6Ba Ja ce NpHjiara MHHMMATHATa IpenopbyBana Jo3a or 400 mg aHeBHO KaTo HavanHa no3a. Bee mak
IIPH TE3H MALHEHTH CC [penopwr4Ba NpeanasjimBo MOBCACHHUE. ,U,oaa'ra MOXE Oa 61:,[[6 IIOHHXKEHA, aKO HE CC
noHacs. AKo ce moHacst 106pe, 103ata Moxe 1a Ob/ie NOBUIICHA IIPH JIMICA HA CPUKACHOCT (BX. TOUKH
4.4u5.2).

Iayuenmu 6 cmapuecka éb3pacm: PapMaKOKHHETHKATa HA MMATHHHO HE € M3CNe/[BaHa CMIEMANHO NPH
HaLMEeHTH B cTapyecka Bb3pact. He ce HabmionapaT CHTHH(HKaHTHH BB3PACTOBH PA3JIMYHs BbB
(apMaKkOKMHETHKATA [IPH Bb3PACTHH NALUCHTH B YCIOBHMATA HA KITMHIYHH NPOYYBAHHA, IPH KOMTO HAll
20% oT malMEeHTHTE ca Ha Bh3pacT Haa 65 roguHu. He ca HeoOxoaumu crieuMaiHy NPENopeKY 3a J103aTa
IIPH TAIMEHTH B CTApYECKa Bb3pacT.

4.3 TIpoTHBONMOKA3AHHSA

CBpbX4yBCTBHTEIHOCT KbM aKTHBHOTO BEIECTBO HIIH KbM HAKOE OT [IOMOIIHUTE BEIIECTBA, n30poeHH B
TOuKa 6.1.

4.4 CrenMajHH NpeIynpe:KIeHHs U NPeINa3sHu MePKH NPH ynorpeda

[1py CHBMECTHOTO IPHJIOKCHHE HA HMAaTHHHO C IPYTH JIEKapCTBEHH NPOAYKTH, ChILCTT
3a JIEKapCTBEHH B3auMoeiicTeus. Heo6x01MMO € NOBHIIEHO BHUMAHUE NIPH NIPHEM H
NpOTea3HH HHXMOUTOPH, IPOTUBOIEONYHH a301H, HAKOM MakpomuaH (Bk. To4ka 4.5),

nlaaTHREG,C 5 1=
\

Ay o
gy B



cy6eTpaTH ¢ TECEH TepameBTHYEH Po30pell (Hamp. MKIOCTIOPHH, MHMO3H/, TAKPOJIMMYC, CHPOITHMYC,
eproTamuH, nueprotamus, Genrani, ahentanun, Tepdenanun, 60pre30Mub, AONETAKCEN, XMHHHH) WIH
sapdapyH B IPYTH KyMapHHOBH IIPOM3BOIHH (BXK. TOUKa 4.5).

CwBMecTHATa ynoTpeba Ha IMaTHHUG W 1eKapCTBEHH NPOIYKTH, KOHTO ca uaaykropu Ha CYP3A4 (wamp.
neKcaMeTasoH, GpeHuTouH, kapbamasenus, pudamnuumy, GerobapOuran umm pacrenueto Hypericum
perforatum, U3BECTHO OMIE KATO BJIT KAHTAPUOH), MOXKE 3HAYUTEITHO J1a MOHIKAT EKCMO3MIHATA HA
MMATHHHO, KaTO TAKa € Bb3MOXKHO J1a CE TIOBHIIIM PUCKBT OT TEPaeBTHYCH HEycIeX. 3aToBa TpAOBa na ce
M36srBa chBMECTHATA ynoTpeba Ha MonHu uuaykropn Ha CYP3A4 n umaTiau® (BX. Touka 4.5).

XHMOTHPEOUAUIEM
KIMHHYHH CTyYay Ha XUTMOTHPEOHIH3BM Ca JOK/IAABAHH [IPH THPOUIEKTOMHPAHH MALIMEHTH ChC

3aMECTHTENHA TEPAIMs C JICBOTHPOKCHH T10 BpeMe Ha JieueHne ¢ uMaTHHUO (Bk. Touka 4.5). Hupara Ha
tupeoua-crumysupamus xopmoH (TCX) tpabsa na ce KOHTPOIUPAT PEJOBHO NMPU TAKHBA NALMEHTH.

XenartoToKCH4YHOCT

WmatuHHG ce MeTabomu3upa OCHOBHO B YepHHs Apob 1 camo 13% ce ekckpetupar npe3 6u6peunre. [Tpu
TMAMHEHTH ¢ HAapYLICHHUE HA YepHOApoOHaTa QYHKIMS (1€KO, CPEIHO HIIH TEXKKO) TpAOBa BHUMATEHO Aa
ce mpocieaABaT 6posi Ha KIeTKHTE B riepu(epHaTa KpbB H 4epHOAPOOHHTE eH3HMH (BK. TOukH 4.2, 4.8 1
5.2). TpsabBa aa ce orbenexu, ye naupenTn ¢ FUCT Moxe na uMaT 4epHOAPOGHH METAaCcTa3H, KOUTO
MOTAT Ja JIOBEJIAT 10 9epHOAPOOHO yBpeKaaHe.

Ha6monaBanu ca cliyuau Ha 4epHOAPOOHO yBpexaaHe, BKIIOYHTEIHO YePHOIPOOHA HEAOCTATHYHOCT H
yepHOApoOHa HEKpO3a, pH ynotpeba Ha umaTHHHO. Korato uMaTHHMG ce KOMOHHHpA C BHCOKO-Z1030BH
XMMHOTEPANEBTHYHH CXEMH, € OTYECTEHO YBEIHYEHHE HA CEPUO3HUTE YCPHOAPOOHH HEKENIAaHH PEaKLIHH.
Yepuoapobuata QpyHKImMs TpsbBa [a ce NpociesBa BAUMATCIHO NPH KOMOMHMpaHe Ha MMAaTHHUO ¢
XHMHOTEPATIEBTHYHH CXEMH, 32 KOHTO CBIIO TaKa € H3BECTHO, Y€ Ca CBbP3aHH C HAPYIICHHE HA
gepHoApobHaTa QyHKuMs (BK. ToukH 4.5 1 4.8).

3agbppikaHe Ha TCYHOCTH

Cryuau Ha TEXKKO 3a/{bp)KaHe Ha TEYHOCTH (IUICBPAJICH H3/THB, OTOK, 6€N0APOOEH OTOK, aCLHT,
MOBBPXHOCTEH OTOK) CC ChOOMABAT MPH NPHOIM3UTENHO 2,5% OT NALMEHTHTE C HOBO IMArHOCTHLMpaHa
XMJI, npuemany KMaTHHHO. 3aTOBA CHJIHO CE NPENOPHYBA TEACCHOTO TErJIO Ha NALMEHTHTE Aa CC
npociensBa peaosHo. HeouakBaHOTO Ghp30 MOBHINABAaHE Ha TENECHOTO TEIVIO TPAOBA 1a ce H3cneaBa
BHHMATEJIHO M, aKO € HE0OX0AUMO, Ja Ce NpeAlpUeMaT ChOTBETHH TOUIbPIKAILH IPHXKU U TCPAlCBTHYHH
mepkH. TTpu KIHHHYHE IPOY4YBAHMA MMA TTOBHIIICHA YECTOTA HA T€3U ChOWTHS [IPH NALMEHTH B CTapyecKa
BB3PACT M TE3M ¢ NPEAXOKIAINA aHaMHe3a 3a Chp/IeYHO 3ab0/1sABane. 3aT0OBa MPH MALMEHTH C HApYLICHA
cbpaeuHa QyHKIHs TPsAOBa Ja ce MOoAX0XK/Aa PE/ANas3inBo.

[MauueHTH ChC CHPACYHO 3aboNABaHE

[anyeHTHTE CBC ChPAEYHO 3a00MBaHe, PHCKOBH (DaKTOPH 3a ChbpJEYHA HCAOCTATEYHOCT MITH aHAMHE3a
3a 6BOpedHa HegoCTaTLYHOCT TPAOBA Ja ce HabmoaBaT BHUMATC/IHO, @ BCEKH MALMEHT C IIPU3HALH HITH
CHMIITOMH, XapaKTCPHH 3a Chp/ieuHa niu Ob0peyna HeloCcTaThHOCT, TpsabBa Aa Ob/1¢ H3CIe/IBaH H
JIeKyBaH.

IIpu nanuenty ¢ xunepeosnHodunen cunapom (XEC) v 3acerHaro cbpue, H30IMPaHK ClTydan Ha
KapJMOTeHEH 0K/ IeBOKaMepHa IMChyHKIMA ca Ouiy CBbP3BaHM ChC 3aMI0YBAHE HA JICICHHE C
uMaTuHKO. JIOKIaIBaHOTO CHCTOSAHUE ¢ OUI0 0OPaTHMO NIPH CHCTEMHO NIPHIIOKEHHE HA
KOPTHKOCTEPOHIH, LIMPKY/IATOPHH MOUTBPKAIIE MEPKH M BPEMEHHO CTiMpaHe Ha uMatiHu0. Thi kato
CBPICYHO-CHIOBH HEXKENAHH PEAKLMH Ce J0K/IaJBAT HEUECTO MPH UMATHHHUO, IIPE/H 3aMoYBaHe Ha

umatuaub npu XEC/XEJI nonynanusra.

MHenoaucIIIacTHYCH CHHpoM/MuenonponudepaTusiy 3abonssanus ¢ PDGFR re
a ca CBBP3aHH ¢ BHCOKH HUBA Ha e03uHoduiuTe. [Topanu Tasu Npu4MHa ¢ HE00XO

OIICHKA OT KapHOJIOr, €XOKapHOrpaMa 1 ONpeesaHe Ha CCPyMHHS TPOTIOHHH IIpH
XEC/XEJI u npu nauxent ¢ MJIC/MII3, cBbp3aHH ¢ BUCOKM HUBA HA CO3HHOQHIHA
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npunara uMatiHUG. AKO HAKOE OT FOPENOCOYCHHUTE € H3BbH HOPMaTa, NPH 3aN0YBaHE HA JICYCHUETO
Tps6Ba 1a ce MMa MpeABH A KOHCYITALMs ¢ KapIMONOT U NpoQuIakTHIHa yoTpeba Ha CHCTEMHH
koprukoctepou (1-2 mg/kg) B mpob/pkeHHe Ha €/THA JI0 IBE CEAMHLH €HOBPEMEHHO C MMAaTHHHO.

I aneH

B npoy4BaHeTo NPH MALMEHTH C HeNoUIekKany Ha pesexmms w/wiu meracrariarn THCT ce crobmasar
KaKTO TacTpO-MHTECTHHA/IHH, TaKa H BETPETYMOPHH KPbBOM3IHBH (BK. Touka 4.8). Bb3 ocHOBa Ha
HANMYHHUTE JAHHHA HE CE YCTAHOBABAT Npe/pasnonaramy Gpakropy (Hamp. pasMep Ha Tymopa,
pasIoJioXeHHE Ha TYMOpA M KOaryJallMOHHH HapyLICHHs), KOHTO 11a ONPEACIIAT NALMECHTHTE C T'UCT
KaTo TOJUIEXKAINIH Ha TI0-BACOK PUCK 3a HAKOH OT ABaTa BHJa KpbBOM3/IMBH. Thif KaTo moBuuIeHaTa
BACKYJIApH3aIIHA ¥ CKIOHHOCT KbM KBPBEHE Ca YacT OT ecTecTBenMs kimuHmdeH xoa Ha [UCT, npu
BCHYKHM MaMeHTy Tpsi0Ba 1a ce MpHiaraT CTaHIapTHATE NPAKTHKK M IIPOLEAYPH 32 NPOCIeisIBaHe U
MOBEEHHE [IPH KPHBOU3ITHMBH.

OcBeH TOBa, IO BpeMe Ha NI0CTMapKeTHHIoBus onuT npy namwmentd ¢ XMJI, OJUJT u npyru 3a6onsBaHus
ce chobmaBa 3a CTOMAIIHA aHTpanHa chaoBa ektasusa (GAVE), psaka npuduna 3a racTPOMHTECTHHATIEH
KpbBon3IHB (BX. Touka 4.8). Korato e Heo6x01umo, MOXKe J1a ce 0OMUCIH NIPEYCTaHOBABAHE HA
JIEYEHHETO C UMATHHHO.

TyMOp-IHM31C CHHIPOM

I[TopaJu B3MOXHOCTTA 33 BE3HHKBaHE Ha Tymop-nu3uc cunapom (TJIC) ce npenopbuBa KOpUTHpaHe Ha
KJIMHMYHO 3HAYMMaTa JCXHIPATalii i BUCOKHTE HHBA Ha MMKOYHA KMCEIMHA TPE/IH 3aro4BaHe Ha
JIeYCHHETO ¢ UMaTHHHO (BXK. Touka 4.8).

PeaktuBupane Ha xenatut B

HabmonaBana € peakTHBAIHS Ha XeMaTHT B nIpu [AIMEHTH, KOMTO Ca XpPOHUYHH HOCHTEIH Ha TO3H BUPYC,
cnen kato npuemar BCR-ABL THpo3MHKHHA3HH HHXHOUTOPH. B HAKOH ClyYan HaCTBIIBA OCTPa
4epHOAPOOHA HEIOCTATEYHOCT WM (yIMUHAHTEH XENaTUT, BOJIE 10 4epHOAPOOHA TPAaHCTIIAHTAIHA
HIH (aTaneH H3XO0/.

TIpe/v /1a 3amOYHAT JICYCHHE ¢ MMATHHHO, MaLMeHTHTE TPAOBa 1a Obaar uscnensany 3a HBV nudexims.
Tpeau ma 3anM09HAT JICYEHHE, TALMCHTHTE C TIO3UTHBHA CEPOJIOrHs 3a Xernatut B (BKJIIOYMTEITHO TE3HU C
aKkTHBHO 3a00/19BaHe) U MaLMEHTH, KOUTO ca nonoxuTenun 3a HBV undexuns no Bpeme Ha nedenue,
Tpa6Ba GBIAT KOHCYJITAPAHH ChC CICLMAINCTH B JledeHneTo Ha xenatut B. Hocurenure na HBV, kouto
MMAT HYJIa OT JieYeHHe ¢ UIMAaTHHUO, TpAOBa 1a ObaT BHUMATEIIHO NPOCIICAABAHH 32 MPH3HALM U
cuMrToMH Ha aktuBHa HBV uHdekums no BpeMe Ha JIEYEHHETO M HAKOIKO Mecella cliel Kpas Ha
JIeYeHHETO (BXK. Touka 4.8).

DOTOTOKCHIHOCT

M3naraHeTo Ha AMPCKTHA CTbHYEBA CBETIMHA TPAOBA Na ce M304rBa Wik HaMaJli 10 MHHHMYM N0pajix
pHCKa 0T (JOTOTOKCHIHOCT, CBbp3aHa ¢ eyenneto ¢ mmatuuub. [TauuenTure Tpsdea na Obaar
MHCTPYKTHpAHH Ja M3I0/13BaT [IPCANA3HH CPECTBA KAaTO NPEINa3Ho 06NEKII0 U CIIbHIIE3aIHTHH
TIPOZYKTH C BUCOK cIrbHIe3amuten daxrop (SPF).

TpomOoTHYHA MUKPOAHTHONATHS
BCR-ABL tuposunkunasaute uaxuburopu (TKH) ce cBbp3Bar ¢ TpoMOOTHYHA MUKPOAHT HOTIATHSI
(TMA), BKIIOUMTENHO HMa chOOIICHHS 3a OTAeHH ciyyan nph Hubuke (8. Touka 4.8). Ako npu
NAIMEHTH Ha nedenue ¢ HubuKe Bh3HMKHAT 1aG0paTOPHH WITH KJIMHUYHN HAXOKH, cBbp3anu ¢ TMA,
TedeHHeTo TPAOBa /1a Ce MpeyCTaHOBH M J1a Ce HampaBH 3abi00ucHa oneHka 3a TMA, BKIFOUHTENIHO
onpenensne Ha akTuBHocTTa Ha ADAMTS13 1 Hanmumeto Ha anTH-ADAMTS13 anTuTena. Ao aHTH-
ADAMTS13 anTuTenara ca MOBHIISHH, ChbUETAHO ¢ HUCKA akTuBHOCT Ha ADAMTS13, neuennero ¢
Hubukc He TpsOBa 1a ce NOJAHOBSBA.

JlabopaTopHu H3CnENBAHUS

ITo BpeMe Ha I€YEHHUETO C HMaTHHHUO PEIOBHO TPAOBA J1a Ce U3BBLPLIBA ONPE/T
KpbBHH KeTKH. Jlegenuero ¢ nmMaTnaub Ha narmentn ¢ XMJI e cBbp3ano ¢ H ] _
TpomGoumTonenus. YecToTaTa Ha Te3H LIMTONCHHH 00ade BEPOSTHO € cn1;p3anh\c1=c CTEI,H.HJI Ha -
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3a60J1BaHETO, B KOMTO CE MpHIIAra JICICHHETO, M TE Ca M0-4ecTH npH nanueHTs ¢ XMJI BsB taza Ha
aKuesepanys wim 61acTHa Kpu3a B CPaBHEHHE C TAllMeHTHTE B XporuyHa dasa na XMJL Jlesennero ¢
MMaTHHHO MOJKE Jia Ce PEeKbCBa WK J1a Ce MIOHKIKaBa 103aTa CIOpE/l NPENOPHKHUTE B TOUKa 4.2.

[py nauMeHTH, IPUEMAIIH IMATHHHO, peloBHO TPAOBa a ce mpocnenssa GyHKUusITa Ha YCPHHS AP0
(TpancamuHazm, Ounupy6uH, ankanya gocdarasa).

Ipu mauuenTy ¢ HapymeHa 6b6peyna QYHKINA, Ia3MeHaTa CKCTIO3HIIHS HAa MIMATHHHO € Mo-BHCOKa,
OTKOJIKOTO NPH NAIMCHTH ¢ HopManHa 6s0pedna QyHKIMsA, BEPOSTHO B PE3y/ITAT Ha MOBHUILIEHO [L1a3MCHO
HHMBO Ha anda-kucenuuuus raukonpotenH (AGP), umaTnauG-cBBP3BAIINPOTEHH, IIPH TE3H MALHEHTH.
IIpu naunentu ¢ 66peuno yBpexaane TpsbBa Ja ce MpuiIara MHHHManHaTa HadainHa fo3a. [lammenTs ¢
TexKo 6B6pedHo yBpexaane TpsdBa aa ObAaT IeKyBaHH ¢ NOBUIICHO BHAManue. JlozaTa MoXe fia ce
HaMaJId, aKo He ce moHacs (Bxk. Touku 4.2 1 5.2).

I[IpoABLIDKUTENHOTO JICYCHHE ¢ MMATHHUO MOxe J1a Ob/ie CBPB3aHO ¢ KIMHUYHO 3HAYHMO NIOTHCKAHE HA
6b6peunara pynkuus. [lopaau Tasu npudrHa 6b6pedHaTa dynkuus Tpadsa 1a Obae OLCHeHa IPeaH
3ar04YBaHE Ha JICYCHHETO ¢ MMATHHHUO M 1a Obe BHUMATEITHO MPOCTIEIABaHa 10 BpeMe Ha JICUYEHHETO,
KaTo ce 00bpHE CIENHAIHO BHUMAHNE Ha TIAITHEHTHTE, H3/I0KEHU HA PHCKOBH (JaKTOPH 3a pa3BUTHC HA
6n0peuna auchyHkims. Ako ce HabmonaBa 6s0peuna mucdynkuus, Tpadsa 1a 6bAC NpeANHCAHO
MOAXOAIIO JEYCHHE B CHOTBETCTBUE ChC CTAHAAPTHTE 3a JICUCHHE.

[leamarpudHa nomyaanus
Hma choOiieH s 3a CITydad Ha M30CTaBaHe B pacTexka IpH Jela U NOAPAcTBALly, KOUTO IpHeMaT

uMaTHHHG. B 0BcepBalMOHHO Npoy4YBaHe pH neauaTpuynara nonynauus ¢ XMJI ce cho0mmasa 3a
CTATHUCTHYECKH 3HAYMMO (HO ¢ HEOIPE/IENeHO KIIMHUYHO 3HaUeHHE) TOHWKEHNE B CKOPOBETE 32
CTaHJapTHO oTKJoHeHue (standard deviation scores) Ha MeauaHaTa HA pheTa cien 12 u 24 Mecena
NeveHMe B JBE MAJIKH HOArPYIIH, HE3ABHCHMO OT MyOepTeTHHs cTaTyc WiH nona. [lopaau ToBa ce
IIPENOpbYBa BHUMATENHO MPOCIE/ISBAHE HA PAacTeXa IpH Jela Ha nedenue ¢ uMaTuHuO (BXK. Touka 4.8).

Hubukc 100 mg TBLPAH KANCYJIH ChAbPXA JAKT032.
TTaiuenTH ¢ peIKH HacIeACTBEHH NpodieMH Ha HEIIOHOCMMOCT KbM TajlakTo3a, ITbJIeH IaKTa3eH neduuut

MM TUII0KO30-TaJIaKTO3Ha Manabcopbuma He TpaOBa Ja NpUEMAT ToBa IEKapCTBO.
4.5 BiaumopjeiicTBHe ¢ APYIH JIEKAPCTBEHH MPOAYKTH W APYrd GopMH HA B3AHMOAEHCTBHE

AKTHBHH BEILIECTBA, KOMTO MOTaT JIa MOBHINAT [UIA3MCHUTE KOHIICHTPAIIMH HA MMATHHHUO:
BewecTBara, KOMTO MHXMOHPAT aKTMBHOCTTA Ha IHTOXpoM P450 m3oensuma CYP3A4 (nanp. nporeastu

MHXMOUTOPH KATO MHAMHABHP, IONWHABHDP/PHTOHABUP, PHTOHABHD, CAaKBHHABHD, TCIANPEBHD,
Hendunasup, GoLEIPEBHUp; NTPOTHBOIEOMYHH a30]TH KaTo KETOKOHA30]1, HTPAKOHA3011, [103aKOHA3011,
BOPMKOHA301T; HAKOM MAaKPOJIM/H KATO EPHTPOMHIIMH, KIADUTPOMHIIMH H TEIHTPOMHIIHH), MOXeE J1a
3abaBaT MeTaboMM3Ma ¥ J1a OBHLIAT KOHILECHTPAIMMTE Ha MMaTHHHO. [Ipu 3apaBH JIMLa HMa 3HATHMO
[IOBHILICHUC Ha EKCIIO3HIMATA Ha UMaTHHUO (cpeanaTa Crax 1 AUC Ha nMaTHHMG HapacTBaT ChOTBETHO C
26% 1 40%), KoraTo Toi ce npuara 3aeaHo ¢ eaHoKparHa 1o3a kerokonason (CYP3A4 unxubutop).
TpsGBa aa ce NOAX0K/1a NPEANA3INnBO, aKO IMATHHHO Ce Mpuiara CbBMECTHO ¢ HHXMOMTOPH OT rpynaTa
Ha CYP3A4 en3zumure.

AKTHBHH BELICCTBA, KOHTO MOTraT J1a MOHHKAT IJIa3MEHHTE KOHIICHTPAIIUY HA HM&THHHGI
BeniecTsaTa, KOMTO ca HHAYKTOpH Ha akTuHocTTa HAa CYP3A4 (Hamp. iexcameTasoH, GeHUTOuH,

kapbamasenun, pubamnuims, Gerobapbutan, hocheHnTOMH, NPUMHAOH WK pactenueto Hypericum
perforatum, U3BECTHO OIIe KaTO BT KAHTAPUOH ), MOTaT 3HAYUTC/IHO Ja OHHKAT EKCTIO3HIMATA Ha
UMaTHHHO, KaTO TaKa € Bb3MOXKHO /1a IIOBHINAT PHCKA 3a Heycnex oT Tepanusta. [Ipensapurennoro

npuiIaraHe Ha MHOTOKpaTHH /1034 pudamnuuun 600 mg, nocneaBaHo or ¢AHOKpaTHa
UMaTHHNUG, BOM 10 ToHmKaBaHe HA Cua B AUC(0 - ) ¢ 1IOHE 54% 1 74% OT CHOTREFAKTR
neyenue ¢ pupamnuuui. [TogoGHK pe3ynTaTti ca 61K HabIIOAaBaHK PH ALUE
IJIMOMH, KOWUTO €a Ha Jie4eHHe C UMATHHHO 10 BpeMe Ha IIPHCM Ha CH3UM-HH/TY1I
AHTHENHWIENTH4HH JekapcTBenu npoaykti (EIAED), kato Hanpumep kapbamase
dermronn. [nazmenara AUC 3a uMaTHHHO ce € MOHMKKIA Che 73% B CPaBHEHH
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ue npuemat EIAED. TpsGBa 1a ce n306arBa chBMecTHaTa ynorpeda Ha pubaMIMIMH HIH APYTH MOIIHH
urykTopu Ha CYP3A4 u umaTHEHO.

AKTHBHH BellleCTBa, YHHTO MJIA3MEHH KOHIEHTPALIHH MOI'aT /1a ¢€ MIPOMEHAT OT HMATHHHO

UmatranG nopumasa cpeHUTE Cmax 1 AUC Ha cumBacTatiH (cybcrpar Ha CYP3A4) chorBetHO 2 1 3,5
ITBTH, KOeTO Nnokassa naxudupase Ha CYP3A4 ot umaruuu®. 3aToBa ce npenopbhysa BHUMATETHO
MOBE/IEHHE, KoraTo nMaTuHKb ce npunara cse cyberpatn Ha CYP3A4 ¢ Tecen TepaneBTHYEH [1PO30peLl
(HAmp. UMKJIOCIIOPHH, TUMO3HI, TAKPOIKMYC, CHPOIMMYC, €ProTaMHH, THEPrOTAMHH, PEHTAHHI,
andenranun, TepdeHanun, Goprezomud, JoueTakcen U XMHHAMH). IMaTHHUO MOXe a MOBHILH
TIa3MEHNTE KOHIEHTpAluK Ha apyru Metabommsupanu ot CYP3A4 nekapcTBeHH NPOAYKTH (HAIp.
TPUA30JI0BH OEH30Ha3eIHHEH, O/IOKEPH Ha KAJILMCBUTE KAHAIH OT AMXHIAPOTIHPHIMHOB THIL, OIPEC/ICHH
uaxuburopu Ha HMG-CoA penykrazara, T.e. CTATHHH, H T.H.).

TTopaau H3BECTHHA [IOBUILCH PHCK OT KbPBEHE, CBbP3aH C ynoTpebaTa Ha UMaTUHUG (HANP. XEMOpArus),
HNAalMCHTHTE, KOHTO CE€ HYXKJAaAT OT aHTHKOaryJaHTHa TEpalius, TpH6Ba Jia 1oJiy49aBaT HHCKOMOJIEKYJICH
HJTH CTaHJApPTEH XENapHH BMECTO KYMapHHOBH MPOU3BO/IHH, KaTo Bap(apHH.

In vitro iMaTHHEO HHXMOUPa aKTMBHOCTTA HA UTOXpOM P450 usoenzuma CYP2D6 B KOHLCHTPALIHH,
noxo6HM Ha Te3H, KOuTO nosnuaBar aktuBHOCTTa HA CYP3A4. Umarunu6 400 mg nBa mbTH JHEBHO HMA
uaxubupam edekt supxy CYP2D6-meaunpanus MCTaboIH3bM Ha METOMPOIOIN C MPUOIH3UTEIHO
nioeumerne Ha Cma 1 AUC Ha Metomposnon ¢ 23% (90% JIU [1,16 — 1,30]). Hama nannu 3a
HeoGXONMMOCT OT alanTHPaHe Ha A03MPOBKATa, KOrato uMaTHHub ce npuema enHospemento ¢ CYP2D6
cybeTpaT, HO Bee mak e Heobxoaumo rosuieHo BEuManue npu CYP2D6 cyberparu ¢ tecen
TepaneBTHYECH NPO30PELL, KATO HalpuMep METONpoio. [IpH NauuenTy Ha IeYeHUe ¢ METONpPONION TpsoBa
Ja CE€ MMa TIPe/IBH/I KIIHHUYHO HaO/IoICHHE.

In vitro umatnau6 MHEXMOMpa O-TIIOKYPOHHAMPAHETO HA [IAPALICTAMOI Che CToiHOCT Ha Ki ot 58,5
umol/l. TToo6Ho nExuGupaue He ¢ HabmoAaBaHo in vivo cnea npuem Ha umatuaub 400 mg u
napaueramon 1000 mg. [TprIokeHHeTo Ha 0-BUCOKHM 103M HMATHHUO W NapaneTaMol He € MPOy4BaHo.
3aToBa TpsAOBa Na Ce MOAX0XK/AA NPCANA3IHBO, AKO BHCOKH JI03H MMAaTHHUO CE IPHIAraT CbBMECTHO C
nmapaneTamMmol.

TIpu THPOKJEKTOMHUPAHH TIALMECHTH, KOUTO MPHUEMAT JIEBOTUPOKCHH, I11a3MECHATA CKCIIO3HIINA Ha
JICBOTHPOKCHH MOJKE /1a Gbie TIOHIKEHA IPU CIHOBPEMEHHO TIPHJIOKERNE ¢ MMATHHUO (BXK. TOUKA 4.4).
[Mopaau Ta3u IPUYHHA CE IPETIOPBUBA TIOBUIIIEHO BHHMAHKE. BbIpeku TOBa IOHACTOANIEM HE € H3BECTEH
MEXaHM3MbT Ha HaOJIF0/ITaBaHOTO B3aUMOJECHCTBHE,

IIpu nauuentute ¢ Ph+ OJIJ] uMa KIMHUYEH ONKT ¢ €JHOBPEMEHHOTO NPHIIOKEHHE Ha MMATHHUO 1
XMMHOTEpanus (Bx. Touka 5.1), HO IeKapCTBCHHUTE B3aUMO/ICHCTBHSA MEXTy HMAaTUHHO H
XHMHOTEPANeBTHYHHUTE CXEMH HE ca 1o0pe xapakTepu3npanu. Hexenanure JCKapcTBEHH peakilMi Ha
MMATHHHO, T.6. XCAaTOTOKCHYHOCT, MHEJIOCYIIPECHS WX APYTH, MOTAT JIa CE YBENHYAT ¥ UMa ChOOLIECHHS,
4e eZlHOBpeMeHHaTa ynorpeba ¢ L-acnaparnHasa MoXe /1a ce CBbpIKE C IOBHIICHA XCNAaTOTOKCHYHOCT
(Bx. Touka 4.8). CiienoBarenso ynotpedara Ha MMaTHHHO B KOMOMHALINS M3HCKBA CTICLHATTHH NPEANa3Hy
MEpPKH.

4.6 DeprHauTeT, DPEMEHHOCT H KbpPMEHE

Kenu ¢ neTepojieH NOTEHITHAT
Xenwu ¢ neTepojieH NoTeHIMan TpA0Ba 1a ObaT NOChBETBAHH 12 H3IION3BAT e()eKTHBHA KOHTPALICIILHA 110

BpEME Ha JICYEHHETO H Hak-Mauko 15 quu cnen CITHPAaHE Ha JIE€YCHUETO C HMaTHHHO.

Bpemennoct
JIunicBar aficKBaTHH JIaHHM 3a yrnoTpebara Ha uMatuuub npu Gpemennn xenun. Mma

CHOOMIEHHS 3a CIIOHTAHHKM a0OPTH M BPOJEHH aHOMAJIMH NIPH HOBOPOACHHU OT XKCHH,
uMaTuHuG. BhIpekn 4e npoydYBaHUATa TPH )KHBOTHH M0KA3BaT PENPOYKTHBHA TOK
5.3), MOTEHIMATHHAT PUCK 32 [UI0/1a He ¢ u3BecTeH. FiMaTHHUO He Tpsabsa na ce npwlar%no Bp\%’me Ha

L
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OpeMeHHOCT, OCBEH B CiTy4ail Ha KaTeropuaHa He0OX0AMMOCT. AKO TO# CC M3M0JI3Ba 110 BPEME Ha
OpeMEeHHOCT, ManueHTKaTa TpAbea fa 6b1e MHOPMHpPaHa 3a Bb3MOXHHS PHCK 3 IUI0JA.

KbpMeHe
Haumuie e orpaHuyeHa WHQOpMaLms OTHOCHO pasipeje/ieHHeTo Ha MMaTHHUO B kbpMarta. [Ipoyusanus

TpH iBE KbPMAUKH MOKA3BaT, 4¢ KAKTO MMAaTHHHO, TaKa M HETOBHTE aKTHBHH METabONMMTH MOTaT Ja
IPEMHHABAT B YOBEIIKOTO MJIAKO. ¥ CTAHOBEHO €, Y€ ChOTHOILCHHETO MEXKY KbpMa M IJ1a3Ma, IPOy4eHO
NpH €/iHa NaKeHTKa, e 6uno 0,5 3a umaTHHuG 1 0,9 3a MeTabonuTHTE My, KOETO Mpeanonara no-BUcoKo
pasnpeienenne Ha metabonuTute B KbpmaTa. Kato ce mMa npeu o6mara KOHIEHTpaHs Ha MMAaTHHHO
¥ MeTabonuTUTE My M MAKCHMaJTHUS JHCBEH MPHEM Ha KbPMa OT KbpMaueTa, OM MOTJIO 12 Ce 04aKBa, 4e
o6mara excrno3unus me e Hucka (~10% ot Tepanesruunata no3a). HezaBucuMo oT TOBa, ThH KaTO
e()eKTHTE OT EKCTIO3MUMATA HA KBPMA4eTO HA HUCKH JI03M MMATHHHO HE Ca M3BECTHH, JKCHUTE He TpadBa
Jla KbPMSAT 110 BpEMe Ha JIeYeHNeTOo U Hafi-Mako 15 1HHM cie/l cupaHe Ha JICYCHUETO C MIMATHHHO.

depTHHTET
B HEKIMHMYHH NPOYYBaHUS QEPTHINTETHT IIPU MBXKKH M )KEHCKH ILTbXOBE HE € OMII 3acerHar, BhbIIPeKH

ye ca HabmogaBany eeKTH BEPXY PEIPOIYKTHBHHTE napameTpH (Bx. Touka 5.3). He ca npoBexaann
NpOY4YBaHHs TIPH NALMEHTH, IPHEMAIIH HMAaTHHUO, BHB BPB3Ka C [IOBJIMSIBAHETO Ha HEpPTHIMTETA U
rameroredesara. I1alMeHTH, KOMTO Ce NPUTECHABAT OTHOCHO BIIMAHHETO HA HMAaTHHHUO BBPXY
dbeprunuTera M, TpAOBA 1a ce KOHCYATHPAT ¢ TEXHMSA JICKYBAII JIeKap.

4.7 EdexTn BHpXY cnocoGHOCTTa 32 odupane H padoTa ¢ MALUMHH

Ha nanuenTute TpAGBa 1a ce 00sCcHH, de 6HXa MOIIH J1a IOYYBCTBAT HEXEIAHH PEAKLMH, KATO HAIIpUMeEp
3aMasHOCT, 3aMBIIIEHO 3PCHHUE HIIH CHHJIMBOCT, TIO BpEME Ha JICYCHHETO ¢ MMaTHHHO. 3aToBa TpabBa na ce
npenopbya npenasMuBocT NpH modupane uiax pabora ¢ MalIHHA,

4.8 HexenaHu 1eKapCTBEHH PeaKIHH

[TanueHTy B HANpEAHAIM CTA[MK Ha 3I0Ka4eCTBeHH 3a00/IABaHUs MOTAT J1a NMAaT MHOTOOPOHHH
MPHUIOKPHBAIIHN C& MEANIIMHCKH ChCTOSHUA, KOCTO 3aTPY/IHABA OIICHKATA HA MPHYMHHO-C/IE/ICTBEHATA
BpPB3Ka 32 HEXKEJIAHUTE PeaKLMK [10pa/i Pa3sHooOpa3HeTo Ha CUMIITOMH, CBBP3aHH C OCHOBHOTO
3a60/1ABaHe, HETOBAaTa IPOrPECHs H CHBMECTHOTO IPHIIOKEHHE Ha MHOKECTBO JIEKAPCTBCHHU MPOJYKTH.

B xona Ha k1MHHYHE npoyuBanus nmpu XMJI npekparsBaHe Ha IPHEMAa HA JIEKAPCTBEHUS NMPOAYKT
OpaJIM HEeXeJlaH! JICKapCTBEHH peakiuy c¢ Habmoaasa npu 2,4% 0T HOBOAHArHOCTHIIMPAHUTE
NaLueHTH, NpH 4% OT MALMEHTHTE B KBCEH XPOHUYCH CTAIHI CIIe] HEyCIeX OT JIEYEHUETO C MHTEPHEPOH,
npu 4% OT manMeHTHTE BHB (aza Ha aKUE/ICPAIHsA CIIEM HEYCNEX OT JIEYEHHETO ¢ MHTephEepoH 1 n1py 5%
OT IaLMCHTHTE ¢ OnacTHa Kpu3a ciesl Heycnex ot neueHneto ¢ uarepdepon. Ilpu FTHCT npremsT Ha
M3CIeIBaHHSA ICKAPCTBEH TIPOAYKT € GHII IpeKpaTeH opajiy HeKENaHH IEKapCTBEHH peakiiuy pH 4% oT
MalKueHTHTE.

HeskenanuTe ICKapCTBEHH PEAKLMM TIPH BCHUKH [I0KA3aHHSA ¢a CXOIHH ¢ ABe M3kmodenus. [lo-yecto ce
HabmoaaBa Mrenocymnpecus npu nauenta ¢ XMJI, otkonkoro npu te3u ¢ TUCT, koeTo BeposTHO ce
J'bJDKY Ha OCHOBHOTO 3a007sBaHe. B npoy4BaHeTo MpH NalMCHTH ¢ HEMOAJIEKAIIM Ha PE3EKLM H/WIH
meractataan [UCT, 7 (5%) ot naumentrte nonydaBar CTC crenen 3/4 racTpOMHTECTHHAIHO KbPBEHE
(3 mauuenTa), BTPETYMOPHO KbpBeHe (3 mauuenta) wiaM M asere (1 mamuent). Mecrara Ha racTpo-
MHTECTHHATHHSA TYMOP MOKe OM ca M3TOYHHKA Ha TaCTPO-MHTECTHHAITHOTO KbPBEHE (BXK. TO4Ka 4.4).
["acTpO-HHTECTHHATHOTO M TYMOPHOTO KbPBEHE MOXE J1a ObaT cepro3Hy ¥ nowskora daranan. Haii-
yecto crobmasanute (> 10%) HexenaHy JICKapCTBEHH PEaKIHMH H B IBaTa Clly4as ca IeKO rajicHe,
NOBpPHIAHE, AUAPHsl, KOpeMHa D0JIKa, yMOpa, MHAITHs, MyCKYTHH Kpamiu 1 00pus. [lossb

KpaituuiH. Te3n otonn obade pAaaKo ca TCHKKH M MOTaT Ja Ce KOHTPOIUPAT C AMYpET
MOABPIKALIN MEPKH HIIH 4pe3 HaMaJIiBaHEe Ha /103aTa Ha HIMaTHHHO.
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xunep6umupyounemus. Bsemaiiku npeasus OrpaHAYEHATE JaHHH 33 6e30MacHOCT, ChOOIICHATE JaHHH 33
HeXXeNaHu chLOUTHS MPH Jiena ca noJo0HH Ha H3BeCTHHA NPoQKII Ha O€30TMaCHOCT NPH Bb3PAaCTHH
namuentu ¢ Ph+ OJUI. JlanuwuTe 3a 6esomnacHoct npu aena ¢ Ph+ OJLJI ca MHOTO OrpaHH4eHH H MOPagH
TOBA HE Ca WICHTH(UIMPAHH HOBYU KosiebaHMs 3a Ge30nacHoCT.

Pa3H006pa3Hy HEKeNaHH PeaKiiH, KATO HAIPHMeEp TUIEBPaJICH H3IHB, aciuT, 6e101po6eH 0TOK H 65p30
MOBHILIABAaHE Ha TETJIOTO ¢ UK 0e3 NOBBPXHOCTHH OTOLM, MOTaT 00mIO J1a ce ONMHMIIAT KaTo "3aJpBKKa Ha
teuHocTH". Te3u peakun 0OMKHOBEHO MOrarT Jia e JIEKYBaT 4pe3 BPEMEHHO CIIMPaHe Ha HMATHHHO ¥ C
JIMYPETHLH, KAKTO ¥ C APYTH NOAXOIAIIH MOUTbpKaLIH JicueOHH MepKH. BBIIPCKH TOBA HIKOH OT TE3H
pEaKIMH MOTAT /ia Ca CEPHO3HH HITH KHBOTO3aCTPALIABAIIH H HAKOJKO NAIMCHTH ¢ OnacTua kpu3sa ca
MOYMHAIHM C YTCKHEHA KJIMHHYHA aHAMHE3a 3a TUIeBPAIIHH H3/IMBH, 3aCTOHHA ChbpAEYHa HEAOCTATEYHOCT U
O0B0peyHa HEAOCTATHYHOCT.

JIMTicBaT CIELHMAIHH HAaXOAKH 110 OTHOIIEHHE Ha 0€3011aCHOCTTa B KIIMHMYHHTE [IPOYUBAHHA [IPH
neJuaTpUYHaTa oMy Ialus.

Hexxenanu peakinu
HesxenanuTe peaklyy, ONHCAHHM TIPH IIOBEYE OT €AWH H30IHPaH Cilydai, ca oco4eHH No-7011y 110

CHCTEMO-OPraHHH KJIaCOBE M 10 YecToTa. KaTeropuure 4eCTOTH ce OMpeAessT ChIIacHo clieqHaTa
KOHBEHIHs: MHOTO 4ectH (> 1/10), wectr (= 1/100 mo < 1/10), newects (= 1/1 000 go < 1/100), penxw (=
1/10 000 mo < 1/1 000), muoro peaxu (< 1/10 000), ¢ Hen3BecTHa yecTOTa (OLICHKA HA YECTOTATA HE MOXKE
na Oble HanpaBeHa OT HATMIHHUTE JaHHHU).

HpH BCAKO IPYIHPAHC B 3aBUCHMOCT OT 4E€CTOTAaTa HA HEXKEIAHUTC JICKAPCTBCHH PCAKLIUH ce H36POHBET
10 pel Ha YeCTOoTaTa, KaTo Ce 3a1104Ba ¢ Hali-4ecTHTe.

HesxenauuTe peakiMi U YecToTaTa UM ca crobmenu B Tabiuna 1.

Ta6anua 1 Tadnu4uHo o6001eHHe HA HEJKEJJAHATE PeaKUHH

Hudeknun 1 HHGecTaUHH

Heuecmu: Xeprec 30cTep, Xeprec CHMILIEKC, Ha30(apHHIHT, MHEBMOHHS', CHHY3HUT, LIC/IYJIHT,
MH(EKLKS HA TOPHATE AUXATC/IHH MMBTHINA, TPUI, HHOEKINK HA TMKOYHHTE
M'BTHINA, TACTPOCHTEPHT, CETICHC

Peoxu: , ["pOM4HN HHPEKLHMH
C Heuzsecmua PeakTuBanus Ha xemnaTtut B
yecmoma.

' Heomniazmu — 100pokavyecTBeHH, JTOKAYECTBEHH H HeonpeleJeHH (BKIYHTETHO KHCTH H MOJIMIIH)
Peoxu: TyMop-TH3HC CHHOPOM

C neuzgecmua TyMmopHa xemoparust/ TYMOpHa Hekpo3a™
yecmoma:
. Hapyuienusi Ha HMyHHATa CHCTeMa

C Heuszeecmua AuadpunakTHieH mok*

yecmoma:

Hapyuwienus Ha KPbBTA K JuMpuaTa cucrema

Mrnozo vecmu: [ Heyrponenus, TpOMOOIHUTOIIEHHS, AaHEMHSI

Yecmu: IMaxuuroneHus, hedpunHa HEYTPOIICHHS

Hevecmu: TpoMGouuToncHus, TUM(OTIEHHUs, ICTIPECHS Ha KOCTHUS MO3BK, €03MHOQHITHS,
numdaseHonaTHs

Peoku: XeMoaHTHYHA aHeMHs1, TPOMOOTHYHA MUKPOAHT HOIIATHS

Hapymennsi Ha MeTa00/1H3M2 H XpPAHEHETO Dt

Yecmu: AHOpEKcHSI //?@r\wﬂ 1o /7;\“\

Hevecmu: XunokanueMus, OBHIICH aneTHT, XunodochaTeMus, TOH < /’ﬂ‘lqail 7 .\_\..‘\'f*’-"?,,\\,
JAeXU/paTalys, 04arpa, XUMepYPHKEMHUsI, XHITEPKaILIMCMUsE: rapembs, =\
XMIIOHATPHEMHS AR 13

Peoku: XunepkaaueMusl, XUIoMarHe3neMus : :

IlcHXHATPHYHH HAPYLIEHHAS W ol
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Yecmu:

bescnHue

Hevecmu:

Jlenpecus, NOHMKEHO JTMOUI0, TPEBOKHOCT

Peoxu:

CocrosHue Ha 00BPKAHOCT

Hapyumennsi Ha HEpBHATA CHCTEMA

Muoeo wvecmu.

I'naBoGonue’

Yecmu: 3aMasHOCT, apeCcTe3rs, HAPYLICHHSA Ha BKYCa, XUIOECTE3HA
Hevecmu: Murpena, COMHONIEHTHOCT, CHHKOII, ieprudepHa HEBPONATHS, HAPYILEHHA HA
nameTTa, MIIHAC, CHHAPOM Ha HECNIOKOHHHMTE Kpaka, TPEMOP, MO3b4Y€H KPbBOU3/IHB
Peoxu: [ToBHIIEHO BHTPEUYEPENHO HANArAHE, KOHBYIICHH, HEBPUT Ha 3PUTENHHS HEPB
C Heusgecmua [lepebpaneH oTOK™
| yecmoma.

 Hapymennst Ha ouure

Yecmu: OTOK Ha KJIena4yure, IOBUIIEHO ChI300TAE/NAHE, KOHIOHKTHBAJIHN XEMOParuy,
KOHIOHKTHBHT, CYXH OYH, 3aMBIJICHO 3pCHUC ]
Hevecmu: Jlpasuene Ha ounTe, 60IKa B OKOTO, OpOHTAJIEH OTOK, cmepamaa XeMoparus,
peTHHAIHA XeMoparus, OnedapHT, 0TOK Ha MaKyJara
Peoxu: Karapakra, rnaykoma, €IcM Ha nanunara
C neussecmnua Burpeanna xemoparus*
yecmoma:

HapyuieHusi Ha YX0TO H Ja0HPHHTA

Hevuecmu:

I Bepturo, THHHTYC, 3ary0a Ha ciyxa

Cbpaeynd HapylIeHHs

Hevecmu:

[lannuTaumnH, TAXHKapays, 3aCTOHHA ChP/IEYHA HEAOCTATBYHOCT , 6e10ApoOeH OTOK

Peoxu:

ApUTMHSI, IPEACHPAHO MBXKICHE, ChPJICYEH apecT, MHOKap/ieH MH(papKT, aHIMHa
NEKTOPUC, NICPHKAP/ICH H3ITHB

C HeuzsecmHa
yecmoma:

INepukapaut*, cbpaedHa TaMIoHala™

CbI0BH HAPYLIEHHS

4

Yecmu: 3auepBsaBaHe, XeMOparus

Hevecmu: XHIMepToHHA, XEMaTOM, CTYAECHH KpalHHUIH, XHIIOTOHHS, cbeuomcn Ha Raynaud
C neussecmua Tpombo3za/embonuzsm™*

yecmoma:

PecnupaTopHH, IPbAHA M MEAHACTHHAIHH Hapymenhﬂ

Yecmu: JIucnHes, EMHCTAKCHC, KAlUIHLA
Hevecmu: IIneBpancH u3nue’, papuHroiapuHreania 6omxa, GapHHruT
Peoxu: [InespuTHa Gonka, Genonpodua pubposa, Genoapobua xunepToHus, 6enoapodeH

KPbBOM3JIHB

C neusgecmua
yecmoma:

OcTpa pecnupaTopHa HeJlocTaTb4HoCT ¥ HHTepCTHIIHaHHa oenonpobua donect*

. CroMalmHo-4YpeBHH

HapyuIeHHs

- Mnozo yecmu:

[apene, AMapusd, MOBpPBILAHE, AUCIIENCHS, KOPCMHA Honka®

Yecmu: dnaryneHIEs, IOLYBaHE HAa KOpEMa, CTOMalHo-c30dareanes pediuykc,
KOHCTHIIALMs, CyX0Ta B yCTaTa, racTpUT

Hevecmu: Cromarur, pa3s3BsBaHHA B yCTaTa, CTOMANIHO-4YPEBHA XeMOparus’, OpHrBaHe,
MeJieHa, e30(arut, acuuT, CTOMAIlHA A3Ba, XeMaTeMesa, XeHnuT, aucdarus,
MaHKPEeaTHT B

Peoxu: Konwurt, uieyc, Bh3NaTHTENHU 3aGonsBaHus Ha yepBarTa

C Heusgecmna Uneyc/unrecTuranda obcTpyKuus®, racTpouHTecTHHAIHA nepdoparma*,

yecmoma: JIMBEPTHKYJIHT*, CTOMAIlIHa aHTpaHa CbhaoBa ektasus (GAVE)*

XenaroOHIHAPHA HAPYIIEHHS

Yecmu: [ToBHIIEHH 4epHOAPOOHH EH3HMH
Hevecmu: XunepOuiaupyOHHEMHSI, XENAaTHT, KbJATCHHIIA
Peoxu: YepHoapobHA HEAOCTATHYHOCT®, YepHOAPOOHA HEKpO3a

Hapyiienns Ha KOXKATa H NOAKOKHHTE ThKAHH

Mnozo vecmu.

TepropOuTaIeH 0TOK, ICPMaTHT/ek3eMa/o0pHuB

Yecmu:

IpypHuTyC, OTOK HA JIMILIETO, CyXa KOXka, CPHTEMA, ATONeLHs, A\Qﬁiﬂn’mnmﬂnaﬁna, v, /

N
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peaknHH Ha (OTOYyBCTBHTEIHOCT
Hevecmu: [lycTysio3eH 00puB, KOHTY3H, IOBHIIEHO H3MOTABAHE, YPTHKApHs, CKXHMMO3H,
NOBHIIIEHA CKJIOHHOCT KbM KPBBOHACA/IaHE, XMIIOTPHX03a, KOXKHA
XHIIONUIMEHTALMs, CKCHONHATHBEH AEPMATHT, OHUXOK/IACHC, (PONMKYIIHT, IETCXHH,
[ICOpHA3KC, MyPITypa, KOXKHA XHIEPIUrMeHTaLus, 6y03HH epyNuy, NEHUKYIUT'
Peoxu: Octpa ebpunna HeyTpoduaHa nepMaTosa (CHHAPOM Ha Sweet), obe3uBeTABaHe Ha
HOKTHTE, aHTHOHEBPOTHYEH OTOK, BE3UKy/apeH oOpuB, epuTeMa MynTuhopme,
NIEBKOIMTOKIACTHYEH BaCKYJIMT, CHHAPOM Ha Stevens-Johnson, ocTpa
reHepalM3Mpana exsanTemaTosna nycrynosa (AGEP) nempuryc*
C neuzeecmna CHHIPOM Ha NaJMapHO-IIAHTAPHA CPUTPOANCTE3UA*, IMXCHONIHA KepaTo3a®,
yecmoma: NMXeH TUIaHyc*, TOKCHYHA eNuIepMalHa HeKpomHu3a*, iekapcTBeH 06pUB ¢
co3uHohHIMA ¥ cucTeMun cumntomu (DRESS)*, nceBnonopdupus™ |
HapyuieHnas Ha MYCKYJIHOCKEIeTHATA CHCTEMA H CheIMHATEIHATA ThKAH
Mnuozo wvecmu: Mycky/IHH CIa3MH M KpaMITH, 60/1Ka B MyCKYJIMTE, BKIIOYHTEITHO MHAJITHA,
| aprpairus, 6onka B kocrure '’
Yecmu: OtoK Ha cTaBUTE
| Heyecmu: CraBHa ¥ MYCKYJIHa CKOBAaHOCT, OCTEOHEKpO3a*
Peoxu: MyckynHa cnabocT, apTpuT, pabaoMHOIN3a/MHOTIATHS |
C neuzgecmua H3ocTaBane B pacTexa npH jgena*
yecmoma.
Hapymenns Ha 0b0penuTe H MHKOYHHTE MbTHINA
Heyecmu: brbpeuna Gonka, XxeMaTypHs, ocTpa 6b0pedHa HeIOCTaTBYHOCT, TIOBHIIIEHA yecToTa
HA YPHHUPaHE
C neusgecmna XpouuyHa 0s0peuHa HEJOCTaTEYHOCT
| wecmoma:
. Hapymenus Ha Bb3NPOM3BOIHTETHATA CHCTEMA H I'bPAATA
Hevecmu: ['MHEKOMACTHs, CPEKTHIHA AMCYHKIHS, MEHOParus, HEpeA0BHA MEHCTPYalHs,
cekcyanna auchyHkuus, 601Ka B 3bpHATA, HAPACTBAHE HA I'bP/IMTE, OTOK Ha
CKpOTyMa
| Peoxu: XeMOparuuHo KBJITO TANO (corpus luteum)/XxeMoparuyda OBapHajHa KHCTa
| O6mu HapyuieHHs M e(PeKTH HA MACTOTO HA NPHIOKEHHE
| Muozo vecmu: 3aabprkaHe Ha TCYHOCTH M OTOK, yMopa |
| Yecmu: CnabocT, nupeKcHs, aHa3apKka, BTPHCAHE,CKOBAHOCT
Hevecmu: Bosika B repanTe, 6€3M0KOHCTBO |
H3caeasanus |
Mhnozo uecmu: [ToBHIIaBaHe HA TEIECHOTO TETNIO
Yecmu: IMonmxkaBaHe Ha TEIECHOTO TETJIO ]
Hevecmu: IToBHIIEHHE HA KPEATHHHH B KPbBTA, TMOBHUIICHHE HAa KDbBHATA KPCaTHH
dochoknHaza, NOBHIIIEHUE HAa KPBBHATA JIAKTAT JCXHM/POTeHA3a, TOBHILICHHC Ha
KpbBHaTa ankamHa docdarasa ]
| Pedxu: [MoBuIIEHHE HA AMHIIA3aTa B KPBBTA

* Te3n BHIOBE PeakLUH ca OHIyM chOOMIECHH NIPEJIMMHO 110 BPEME HA nocrmapxemﬂronnx OITUT C
UMaTHHUG. BK1I0YBAT ce KAKTO CMIOHTAHHHM ChOOLIEHHS], TAKA U CCPHO3HH HEXKENaHH ChOUTHA OT TCKYIIH
HpOy4YBaHHs, OT MPOrPaMH C Pa3IIHPEH JOCTbI, KIMHHYHK (PapMaKoIOrHYHH NPOYYBaHHA 1
€KCILIOPATOPHH NPOYYBAHHMS IPY HEONOOPEHH MoKazanus. Toi KaTo TE3W peakiy ca ChbOOIIEeHH Py
HOnyJalus ¢ HCOMPEAEICH pa3Mep, HE BUHATH € Bb3MOXKHO /12 C€ OLIEHH TSXHATA YECTOTa WM NPHIHHHO-
CJIeICTBEHATA BPB3KA C EKCIIO3MIIMATA HA HMaTHHHO.

' 3a mHeBMOHHS ce choOIIaBa Hali-4€CTO MPH naireHTH ¢ Tpancdopmupana XMJI u npu nauneHTH ¢
I'ICT.

2 'naobonuero ¢ Hai-uecto npu nauuentu ¢ FUCT.

3 Bb3 0CHOBA Ha NALMCHTO-TOAMHH, ChPACYHUTE CHOMTHS, BKIIIOYHTEIIHO 3aCTOHHATA C
HEJJOCTaThUHOCT, Ca Hab/II01aBaHH [10-4ECTO TMPH MAIHEHTH ¢ TPaHC(HOpPMHpaHa
nanpeHTH ¢ XxpoHuuna XMJL

4 3aueppsaBanero ¢ Hai-uecto npu manuenT ¢ FUCT, a kbpBeHETO (XEMATOM, XEM
npu namuentn ¢ TUCT u ¢ tpancdopmupana XMJI (XMJI-AP u XMJI-BC).
> [IneBpaiHy U3NKBH ca cboOLiaBany no-yecto npu nauueHT ¢ ['UCT u npu nauneHTH &
tpancdopmupana XMJI (XMJI-AP u XMJI-BC), 0TKONKOTO IIPH NMALMEHTH C XPOHUYHA XMJI

s i 1, U8
-
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&7 KopemHa 60/1Ka H CTOMAIIHO-YPEBEH KPHBOM3/IHB ca HabmoaBany Haii-uecto npu nammentu ¢ TUCT.
¥ ChobmieHn ca HAKOMKO (aTaHu Cliydas Ha 4epHOAPOOHA HEOCTATBYHOCT M 4EPHOPOOHA HEKPO3a.

9 MyckynHO-ckeneTHa 6oJika 110 BpeMe Ha JISYEHHETO ¢ MMaTHHHUO MM Clie/l PEyCTaHOBABAHETO MY €
HabJ0/1aBaHa 10 BpeMe Ha MOCTMapKETHHT OBHs NICPHO]L.

10 MyckynHo-cKkeneTHa 60JKa ¥ CBbP3aHH C Hesl HeXelaHH ChOMTHA ca Hab10/1aBaHu 10-4ECTO MPH
nanueHTH ¢ XMJI, otkonkoto npu nauuentd ¢ TUCT.

' datanuu ciydau ca ChOOIABaHK NPH IALKMEHTH C HANPEAHANO 3aboNaBaHe, CCPHO3HH HHPEKIMH,
TEXKKA HEYTPONCHHS ¥ APYTH CEPUO3HU NPHIPYKaBaIIH 3a00/1BaHus.

PBKI04UTENHO epuTeMa HOZO3YM.

OtknoHeHNus B 1a00paTOPHUTE U3CIICABAHH

Xemamonozus

uronenunte npu XMJL, ocobeHo HeyTporenus 1 TPOMOOLMTONIEHH A, €A MIOCTOsIHHA HAX0Ka BB
BCHYKH NPOYYBAHHS, C IIPE/IOJIAracMo Mo-BUCOKA 9eCTOTa IPH NMO-BUCOKM 1034 > 750 mg (dasa I na
npoyusane). [TosiBaTa Ha IUTONCHUHUTE 00ayYe € ChILO TaKa B ACHA 3aBUCHMOCT OT CTaAus Ha
3a60/IBaHETO, KATO 4ECTOTa Ha HeyTponeHuute ctened 3 win 4 (ANC < 1,0 x 10%/1) u
TpomGouuTonenuuTe (TpomboLmMTeH Gpoii <50 x 10%/1) ¢ Mexy 4 1 6 THTH N0-BHCOKa NpH GI1acTHA KpH3a
v (hasa nHa akuenepamus (59 — 64% u 44 — 63%, CHOTBETHO 33 HEYTPOIICHHATA U TPOMOOLMTONCHHSATA) B
CpaBHEHME ¢ HOBOAMATHOCTHIMPAHHTE MALMEHTH B XpouHyHa pa3a na XMJI (16,7% neyrponenuu u
8,9% tpombGonuTonenun). [Ipn HoBoAMArHOCTHLMpPAHa XpoHUYHa (aza na XMJI, HeyTponenus cremneH 4
(ABH < 0,5 x 10%1) u TpomMGoumTonesus (tpombouuten 6poii < 10 x 10%/1) ce nabmonasar CbOTBETHO
npu 3,6% ¥ < 1% ot narmentute. CpeaHaTa NpoJb/DKHTENHOCT HA eIIM30AUTE Ha HEYTPOTICHHSA H
TpoMGoLMTONCHHS 0OMKHOBEHO Bapupa OT 2 10 3 CeIMMIM M CHOTBETHO OT 3 10 4 ceAMMLK.
[ToBeAeHHETO MPH TE3H PeaKiuy OOMKHOBEHO BKJIIOYBA HITH PeylIMpaHe Ha 103aTta, WIH BDEMEHHO
IPEKBCBAHE HA JIEYEHHETO ¢ MIMAaTHHHO, HO B PE/IKM CITy4au MOXKE [a C¢ CTHTHE 10 OKOHYATE/IHO CIIHPaHEe
Ha neuenueto. [Ipu neamarpuunn nanuenty ¢ XMJI Haii-uecTo HabmoaaBaHKTe NPOsABH HA TOKCHIHOCT
ca LMTONEHHH cTeneH 3 wiu 4, BKIKOYBAIIM HeyTponeHus, TpombouuToneHus U anemus. Karo wsiio te
HACTBIIBAT IIPE3 IBPBHUTE HAKOJIKO MECELA OT JICYEHHETO.

B mpoyuBase Npy NaLMEHTH ¢ Hemojuteamy Ha pesexuus w/nnu meractatuynn TUCT ce cbobuasa 3a
aHemus ,cTeneH 3 U 4, chOTBETHO mpu 5,4% w 0,7% OT ManMeHTHTE, KOATO MOXKe OM ¢ CBhp3aHa ¢ racTpo-
MHTCCTHHATHOTO MIH BLTPE-TYMOPHOTO KbPBEHE IPH HAKOM OT Te3u nauueHTH. Heytponenus crenen 3 1
4 ¢ HabmoaaBaHa cbOTBETHO pH 7,5% u 2,7% OT mauMeHTHTe, a creneH 3 TpomboumuToneus — npu 0,7%
ot naiuenTute. HUTO eauH OT nauueHTHTe He € pa3Bui creneH 4 tpomboumronenus. [lonmkenueTo na
neskouutHus (WBC) v HeyTpodunHMs Opoii ce nposBsABa INIaBHO [IPE3 MbPBUTE LIECT CCAMHIM HA
NEeYEHUETO ChC CTOMHOCTH, 3aIbPIKALM CE¢ OTHOCUTEITHO CTAOWITHH ClIe/l TOBA.

Buoxumus

IIpr nanmentn ¢ XMJI ce HaGmoaBa TeXKO NOBUIIEHHE HAa TpaHcaMUHasHTe (< 5%) wiu Gumpybuna (<
1%) 1 0OMKHOBEHO C€ OBIAaAABA C HAMAJIABAaHE Ha 103aTa HIH C IPEKbCBAHE Ha JIEYEHUETO (cpeHaTa
MPOBIDKUTENHOCT HA Te3H CITH30IH € NPUOIH3UTEIHO eHa ceaiMuna). JledeHneTo ce npekpaTasa
OKOHYATEJIHO NOPay OTKIOHEHHs B YePHOAPOOHHUTE NOKA3aTeNH IIPH MO-MAJIKO OT 1% OT MalueHTHTE C
XML IMpu naunentn ¢ TUCT ca HaG/nioaBaHK OBUINABAaHE HA YECTOTATa Ha cTencH 3 win 4
nosumenue #a ALT (ananun amuuorpancdepasa) npu 6,8%, a Ha creneH 3 unu 4 nosumenne Ha AST
(acmaprat amuHOTpancdepasa) npu 4,8%. [Topnmasane Ha GuIMpyOUHA ¢ YCTAHOBEHO NPH 10-MAITKO OT
3%.

HMma Clly4au Ha UIMTOJIMTHYEH H XOJIECTATHYICH XCIIATHT H qepHoz[pOGHa HEOIOCTAaTb4YHOCT, KaTO IIPH HAKOH
OT TAX U3XOABT ¢ OHn ti)aTﬂJ'ICH, BKJIIOYMTEIHO H ¢IWH MNALUEHT C MPHUEM Ha BUCOKaA /1034 HA mapaneTaMoll.

Onucanre Ha H30paHM HEXEITAHH PEaKIMH
Peaxmueayus Ha xenamum B

CrobuieHa e peakTHBalua Ha xenatut B BB Bpbika ¢ BCR-ABL Tuposutkiz
(TKH). B HsikoM cily4aH HacTBIIBA OCTpa YCPHOAPOOHA HEAOCTATHYHOCT HIIH
BOJIEIL 10 YePHOAPOOHA TpaHCIUIAHTALMA HiTH (aTaneH u3xo/l (BK. Touka 4.4)

Cpo01iapane Ha OIO3UPAHH HEKENAHW PEAKIIHH
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CpobmIaBaHeTo Ha NMOJ03HPAHH HEXEIAHH PEaKLUH ClIeJ| pa3pelnaBaHe 3a ynorpeba Ha JeKapeTBeHUs
NPOAYKT € BaxkHO. ToBa M03BOJIABA 1A IPOIBIDKH HAOMIOIEHHETO HA CHOTHOIIEHHETO T0J13a/PUCK 32
NeKapcTBEHHsA IPOAYKT. OT MEIHIIMHCKHTE CIIELMAIMCTH CE M3MCKBA Jia ChoOIaBaT BCAKaA O/I03UpaHa
HEeXXellaHa peakius Ha M3mbiHuTe Ha areHius 1o JekapeTsara, yi. ,Jlaman Ipyes” Ne 8; 1303 Codus;
ten.: +35 928903417; yebcait: www.bda.bg

4.9 TIpeno3mpane

OnHUTHT C 103H, O-BHCOKH OT [IPENOPHYBaHATA TEPANEBTHYHA 1103, ¢ orpanuueH. M3onupanu cinyyan Ha
Ipeo3upaHe ¢ MMAaTHHHO ca I0KIaiBaHK CIIOHTAHHO M B TUTepaTypata. B ciyyail Ha npeo3upase
HalMeHTHT TpsbBa aa Obae Hal/1I01aBaH M 1a My CE TIpUiara CbOTBETHOTO CHMITTOMATHYHO JI€YeHHE.
OGHKHOBEHO CHOOLICHHTE KpaiiHK pe3yaTaTy IIPH TE3H CIIydaH ca "moBuai ce" Wid "Bh3CTaHOBEH".
Cu0OuTHATa, KOUTO ca OWIH chOoOIIABaHU NPH PA3THUHHUTE JO30BH HHTEPBAIIM, Ca KaKTO CJIe1Ba!

Boipactna nonyJanus

1200 ao 1600 mg (npoabpkuTenHOCTTa Bapupa Mexkay | 1o 10 anm): rafeHe, NoBpbLIaHe, AHapHs,
00OpHB, epuTEM, OTOK, TIOJYBaHE, yMOPA, MyCKY/IHH CTa3sMH, TPOMOOLMTONCHHS, TAHIHTOTICHHUS, KOPEMHA
Oouika, raBoboNHe, TOHWKEH ANCTHT.

1800 o 3200 mg (c Haii-Bucoka 103a ot 3200 mg nHeBHO 3a 6 IHM): €1abOCT, MUANTIKs, IIOBHILIABAHE Ha
kpeatun pochokuHaszaTa, noBuiIaBaHe Ha OWIMpyOHHa, CTOMAIIHO-4peBHa OoJiKa.

6400 mg (eHOKpaTHa 103a): B IMTEPATypaTa MMa ChoOIIEH eMH Cllydail Ha MalMenT, KOHTO € 0w ¢
rajieHe, NOBpbIAHE, KOpeMHa D0k, THPeKCHs, OlyBaHe Ha JHIIETO, HAMA/IABaHe Ha Opos Ha
HeyTpO(HINTE, MOBHIIABAHE HA TPAaHCAMHHA3HTE.

8 no 10 g (enHoxpaTHa /103a): Ch0OIIABa ce 3a NOBPBILAHE H CTOMaNIHO-9peBHa 6oJiKa.

[MeauaTpHyHa MOMYJIalus
EzxHo 3-roauimHo MoMYe MpH W3jlaraHe Ha eaHoKpaTtHa 103a ot 400 mg e 6110 ¢ noBphIlaHe, Auapus U

AHOPEKCHS, @ IPYTO 3-TOAMIIHO MOMYE MPH M3/IaraHe Ha eJIHOKpaTHa J103a oT 980 mg e 6uiio ¢ HamaneH
Opoii 6enu KpbBHH KJICTKH W THapHs.

B cnygail Ha npego3upaHe NanmeHTsT TpAbBa na Ob1c Habmio1aBaH M a My Ce NpHIIara CbOTBETHOTO
O IBPIKAIIO JIEUEHHE.

5. ®APMAKOJIOTMYHH CBOVCTBA
5.1 ®apmMakoIHHAMHYHH CBOHCTBA

dapMakoTepaneRTHYHA rpyna: AHTHHEOIacTHIHH cpenctsa, BCR-ABL THpO3WH KHHa3eH HHXUOUTOD,
ATC xon: LO1IEAOL

MexaHu3bM Ha JEHCTBUE

MmaTHHHG € Mallka MOJICKYJIa, TPOTEeHH-THPO3HH KMHA3CH HHXMOUTOP, KOMTO MOIIHO MOTHCKA
akTMBHOCTTA Ha Ber-Abl tuposun kunasara (TK), kakTo n Ha Hakoiko penentopru TK: Kit, penentopst
3a creonoBoknerbunus paxrop (SCF), kogupan ot c-Kit npoTo-oHKOreHa, JMCKOMIMH A0MEHH
penentopure (DDR1 u DDR2), peuentopa 3a konouu-crumynupaiuus dpakrop (CSF-1R) u anda u 6era
PENENTOPHTE 3a MPOM3XOkKAAIKTE OT TpombouuTHTe pactexny paktopu (PDGFR-anda n PDGFR-6era).
HMmatuuu6 MOKE CHIIO Taka 1a MHXUOHpa KICTHYHH ChOMTHS, MEIHMPAaHH OT aKTHBHPAHETO Ha TE3H
pELENTOPHN KMHA3H.

dapMakoJIMHAMHUYHH eQeKTH
VMaTHHUG € NpOTCHH-TUPO3MH KHHAa3eH HHXUOMTOP, KOHTO MomHO uHXxubupa Ber-A
Ha in Vitro, KIETHYHO M in vivo HuBO. BewecTBoTO M36MpaTento nuxubupa nponud
IpeIu3BUKBA anonTo3a B Ber-Abl nonokuTeTHM KIEThYHY JIMHAH, KAKTO M Ha CBE
KJIETKM OT MAlMEHTH ¢ NoJoxkuTenHa 3a Ounanenduiicka xpomozoma XMJI u ot
numbobnactHa neskemus (OJLI).
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In vivo BElIECTBOTO M0Ka3Ba NPOTHBOTYMOPHO ICHCTBHE KAaTO CAMOCTOSTEIHO CPEACTBO NPH KHBOTHHCKH
MOJIENH ¢ H3NoN3BaHe Ha Ber-Abl no3UTHBHH TYMOPHH KIETKH.

MMaTunKG € ChII0 TaKa HHXMOMTOP 32 PELENTOPHATE THPO3HH KHHA3H 32 TPOMOOIMTHUSA PacTekeH
daxrop (PDGF), PDGF-R, u creonoknersanns daktop (SCF), c-Kit, u Taka maxubupa meuupanure ot
PDGF u SCF knersunu peakuus. In vitro nmatunau® naxubupa nponudepanusaTa 1 NpeIn3BUKBa
aronTo3a B KJIETKUTE Ha racTpO-MHTECTHHANHKTE crpoManny TymopH (GIST), kouto excripecupar
axtuBupama kit Myramus. B matorenesara sa MJIC/MIT3, XEC/XEJI u I®CII ca Brmodenn
cTpykrypHoTo aktuBupase Ha PDGF peunenropa uiu Abl nporeus THpO3UH KHHA3HTE B PE3yTar Ha
JuQy3us 10 pa3MYHA CBBP3BAIM IPOTEHHH IIH ChilecTBeHa npoaykuus Ha PDGF. Umatuuu®
MHXHOHpPA KIeThUHATA poudepauys 1 CUrHaIM3MPaHe BOJCHHU oT HapymicHaTa perynanus Ha PDGFR u
Abl xHHa3HAa aKTHBHOCT.

KivHi9HE NpOy4YBaHHs NPH XPOHHYHA MUEIOH/IHA JIEBKEMUS
EdexTuBHOCTTa HAa HMaTHHUO Ce OCHOBaBa Ha OOIIMs XEMATOIOrUYCH U LIMTOTCHETHYEH OTIOBOP H

npexuBsiemoctra 6e3 nporpecus. Hsima KOHTpoHpanH NpoyYBaH#s, MOKa3BaIlH KIHHHYHA 110133, KaTO
no06peHre Ha CHMIITOMHTE, CBbP3aHH ChC 3a00/1BaHETO, WM OBHIICHA IIPEKUBACMOCT,0CBCH IIPH
HoBO auarnoctunupana XMJI B xporuuna dasa,

ITpoBeeHH ca TPH FOJIEMH, MEXK/YHAPOIHH, OTBOPCHH, HEKOHTPONHPaHH Npoy4YBatus BbB (aza Il npu
IALMCHTH ¢ HAaTpeIHana, onoxkuTenHa 3a ®unanenduiicka xpomozoma (Ph+) XMJI - bnactra kpu3a win
pasa na akuenepaums, npu apyru Pht nekemun wiu XMJT B xporndHa (asa, HO ¢ HpeaxoXkaamia
HeycnenHa tepanus ¢ uarepdepon-anda (IFN). [Iposenero e exHO ronsmMo, 0TBOPEHO, MHOTOLIEHTPOBO,
MEKyHapOIHO PaHAOMH3MPAHO MpoyyBaHe BBB (asa 1l mpu HOBOAMArHOCTHLMPAHH MALIHEHTH C Ph+
XMJIL. OcBeH ToBa Acua ca JcKyBaHu B ABe npoy4sanus dasa I u eqno npoyusane dasa II.

Tpy BcwukM KIHEMIHE TpoyyBanus 38-40% or mauuentute ca 6wim Ha Bb3pact >60 roauuy u 10-12%
ot Tax ca 6unm >70 roauHu.

Xponuuna gaza, nosoouaznocmuyupanu nayuenmu: ®asa Il npoyusane npH BB3paCTHH NALMECHTH
CpaBHABA JICUEHHETO C MMATHHO CaMOCTOATENHO MM ¢ KomOuHaimsa ot untepdepon-anda (IFN) nmoc
nurapabus (Ara-C). Ha naumentire, KOMTO [IOKa3BaT JIMIICA HA OTTOBOP (JIMIICA Ha TBIEH
xemaronorudeH orrosop - [TXO umn CHR) Ha 6-us Mecen, NMOBHIIABAHE HA NTEBKOLMTHTE, JIMIICA HA
roasM guroreHeTnyeH orroeop - [IO (MCgR) Ha 24-us mecen), 3ary6a Ha otrosop (3aryba va CHR nmm
MCgR) umu TexKa HEMOHOCHMOCT KbM JIEYEHHETO € PaspellieHo 1a IPEMHHAT B AITCPHATHBHOTO
TepaneBTHYHO paMo. B pamMoTo Ha umaTnHMG, IALMEHTHTE ca JIcKyBanH ¢ 103a 400 mg xesHo. [Ipn
neyennero ¢ IFN, mauuenTuTe ca jekyBanu ¢ npuienta j1o3a Ha IFN ot 5 MIU/m?*/ nHeBHO NOAKOXHO, B
xoMmbuHanus ¢ Ara-C 20 mg/m?/iHeBHO oakoXkHO 3a 10 1HH/MeEcedHO.

Pangomusupanu ca 06mo 1 106 nanuenta —no 553 BbB BeAKo pamo. M3XoHUTE XapaKTEPUCTHKH Ca
6umn o6pe GamaHcHpaHu Mexy ABeTe pamena. Meananara Ha Bb3pactTa € 6una 51 roguuu (ot 18 1o 70
roauuu), kato 21,9% ot naumenTHTe ca 6uin Ha Bh3pacT =60 roguHu. Mbxkere ca onH 59%, a JKeHHuTe —
41%:; 89,9% ca 6umu ot Ganara paca U 4,7% - oT HerponaHara paca. CeleM roiMHu ciejl BKIIOYBAHE HA
TIOC/IEAHHS IALIMEHT, MCIMAHATA HA POIBDKMTCIHOCT HA TCPANMATA Ha TbPBA JIMHKS € Ouna 82 u 8
MEcena, ChOTBETHO B rpynarta Ha uMaTuHUO 1 IFN. Meauanata Ha mpoIb/DKHTE/IHOCT HA JICYCHHUCTO HA
BTOpa THHHS ¢ uMaTHHUG € Ouna 64 Mecena. Kato 110, 1py NalMeHTH N0Ty4aBalld MMATHHHO KaTo
Teparus Ha LPBA JIMHKS, CPE/IHaTa M0JydYeHa JIHEBHA 103a e 6una 406 = 76 mg. [IbperaHara kpaiina ues
3a eh)eKTHBHOCT Ha MpOy4BaHeTO e Guyia cBoGoaHaTa 0T mporpecus npexkussemoct. [Iporpecusra ce
JeMHApa KATO €IHO OT CIACAHMTE CHOMTHS: NpOrpecs KbM (hasa Ha akilenepaiys win 61acTHa Kpusa,
cMbpT, 3ary6a ma [TXO (CHR) wi 110 (MCgR) nnn npu nauuenty, senocturnany [IXO (CHR)

MHHHMAJIHATA pe3uyanHa 6oect), BpeMeTo 10 JoCTHraHe Ha $asa Ha aKuenepany
M PEKUBACMOCTTA. [JaHHHMTE 33 OTTOBOpA OT JI€YEHHETO ca npeyicTaBenn B Tabmuya

Tabauna 2 OTroBopu B Npoy4YBaHe NPH HOBOAHATHOCTHIHPAHH MANHECHTH C A
MeceuHH TaHHH) :
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[95% CI]

IluToreneTnyeH OTroBOP
Tonsm otrosop n (%)
[95% CI]
IMeaen 11O (CgR) n (%)
Yacruuen 1O (CgR) n (%)

MouiekyisipeH 0TroBop**

[94.7%, 97.9%]

490 (88.6%)*
[85.7%, 91.1%]
456 (82.5%)*
34 (6.1%)

HmaTnand IFN+Ara-C
(UecToTa HA Hal-100LP 0TTOBOP) n=553 n=553
XeMaToJI0ra4eH 0TroBop
Yecrora na [IXO (CHR) n (%) 534 (96.6%)* 313 (56.6%)*

[52.4%, 60.8%]

129 (23.3%)*
[19.9%, 27.1%]
64 (11.6%)*
65 (11.8%)

lomsm otrosop Ha 12-us mecen (%) 153/305=50.2% 8/83=9.6%
[Consim otroBop Ha 24-us mecen (%) 73/104=70.2% 3/12=25%
lonsim otroBop Ha 84-us mecen (%) 102/116=87.9% 3/4=75%

* p<0,001, Fischer exact test

*¥ P3upCIeHUTE MPOLEHTH HA MOJIEKY/IPEH OTTOBOP ca Ha 6a3a Ha HANHYHUTE IPOOH

KpuTepun 3a XeMaTOIOTHYEH 0TTOBOP (BCHYKH OTTOBOPH TPsidBa 1a ce MOTBBPAAT CJIe]

>4 ceIMHIN):

Bpoii neskouuty (BJI) <10 x 10%1, pomGoumta <450 x 10%1, Muenouutu + MeTamuenounTs <5% B
KpbBTa, 63 61acTH ¥ IPOMHENOLMTH B KPbBTa, 6a30puan <20%, nunca Ha eKCTpaMey1apHO
3acsiraHe

Kpurepuu 3a uaroreneruyen orrosop: nsicH (0% Ph+ metadasuu 1acTHHKH), 9aCTHICH
(1-35%), Mamsk (36-65%) wiu muaumanes (66-95%). l'onemust orrosop (0-35%) BKiI0O4BA IIbJIHHAS
M 9aCTHYEH OTTOBOP.

KpuTepHH 32 roJisiM MoJIeKy IsipeH 0TTOBOP: NOHMKEHHE B MEpH(epHaTa KPbB C

>3 JOrapuTMHMYHH CIMHUIIA HA KONUYecTBOTO Ber-Abl TpaHCKpHITH (M3MEPEHO YpE3 KOJTHYECTBEH
PCR c obpaTHa TpaHCKpUIITa3a B PEAJHO BPEME), CIPAMO CTAHIapTH3MPAHO U3XOIHO HUBO.

CTeneHTa Ha TIOCTHIaHE HA ITbJIEH XEMaTOJIOTHYEH OTTOBOP, IOJIAM LIMTOICHETHYEH OTIOBOP H IIbJICH
LMTOreHEeTHYeH OTIOBOP Ha IThpBa JMHMS Ha Tepanus ¢ Ouia oneHsBana no Merosia Ha Kaplan-Meier,
TpH KOMTO NalMeHTHTE, HEOTTOBOPHITH Ha IEYEHHETO ca OWIM OTCTPaHEHH OT aHAIH3a KbM JaTaTa Ha
nocneanus npere. U3nonspaiku TO34 METO, CTCIICHHTE Ha KyMyJIaTHBEH OTrOBOP Ha MbpBa IHHHA
Teparnus ¢ MMaTHHUO ce mofo6psaeaT oT 12 MecedHoTO NedeHue 1o 84 MeceuHoTo, kakto cneasa: CHR or
96,4% Ha 98,4% u CCyR ot 69,5% ua 87,2%, CbOTBETHO.

Cnej 7-rominHo npocie/sisane, ca Habmonasanu 93 (16,8%) cnydas Ha mporpecHs B rpynara Ha
umatiEnG: 37 (6,7%) BKTrouBamu nporpecus a0 dasa Ha akuenepauus/6nactHa kpusa, 31 (5,6%) saryba
na MCyR, 15 (2,7%) 3ary6a na CHR win nosumenne sa WBC 1 10 (1,8%) recebpsanu ¢ XMJI
CMBPTHHM crydast. 3a pasHKa OT TsX, ca Habmozasanu 165 (29,8%) cnyyas B rpynara na IFN+Ara-C,

oT kouTo 130 ca HacTBIMIK MO Bpeme Ha mbpea nuHus Tepanus ¢ [IFN+Ara-C.

[IpoLEeHTHT NauMeHTH cBo6OAHHM OT nporpecks o $a3a Ha akieacpalys MK OacTHa Kpu3a ciel

84 Mecena e 3HAYNUTEITHO TIO-BHCOK B IPynaTa Ha uMaTHHUO, oTKoakoTO B rpynara Ha IFN (92,5% cnpsmo
85,1%, p<0,001). F'oaMIIHKAT NPOLEHT HA IPOrpecks 10 (asa Ha akuenepays Wik 61acTHa KpH3a
HaMaJIsgBa ¢ BpEMETO Ha HOHA Ha TepanuATa U € Mo-Masko oT 1% roAMmHo Ha 4eTBbPTaTa M neTaTa
romuHa. [TpoleHTHT Ha npexkuBsieMocTTa Oe3 nmporpecus Ha 84-Tus mecen ¢ 81,2% B rpynara H

umatauG u 60,6% B kouTponHarta rpyna (p<0,001). 'oAHIIHAAT IPOLCHT HA POTPECHS, OT" Wﬁg\\
\gh -~ lﬁ’)

Ja € BHJI TIPH MMATHHUG CHIIO HAMAIABA C BPEMETO. :
S T\
LS r"“*ﬁ“ 4"’\‘\('3‘ \
06mo 71 (12,8%) u 85 (15,4%) nauueHTH ca MOYHHAIH CHOTBETHO B IPYIHUTE HA UMJTHH 6{;@ ra- | % ||
C. Ha 84-Tus mecen obimara NpexuBsIEMOCT ce oLeHsBa Ha 86,4% (83, 90) cnpsmo 83,3%, (803}3
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paHOMH3HpaHuTe rpynu Ha umatnHuG n IFN+Ara-C, ceotsetno (p=0,073, log-rank gpaitHa - /*, /
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nanueHTH ot pamoTo Ha IFN+Ara-C B Toa Ha uMaTHHUO. EQeKTBT OT NeuenneTo ¢ MMaTHHUO BBHPXY
NpEXMBAEMOCTTA [IPH HoBoaMarHoctuumpana XMJI B xporuyHa dasa e 61 uscneaBan A0MbIHHTEIHO
upe3 pETPOCTICKTHBEH aHAIN3 Ha TOpe-M3/I0KEHHUTE JIAHHH 33 HMATHHHUO M ITbPBHYHHTE

nannu ot Apyro ¢asa 11 npoyusare, n3nonssamo IFN+Ara-C (n=325) B cbmara go3uposka. llpu
TO3M PETPOCIICKTHBEH aHAIM3 CC I0Ka3Ba NpeauMcTBOTO Ha MMAaTHHUO npe IFN+Ara-C no
oTHOmeHKe Ha obmara npexussemoct (p<0,001); 3a nepuon ot 42 mecena, 47 (8,5%) OT ManHEHTHTE
Ha umatuaub u 63 (19,4%) or naunenture Ha IFN+Ara-C ca nounnanu.

CreneHTa Ha IIMTOr€HETHYEH U MOJIEKYJIAPEH OTTOBOP MOKA3Ba OTYETIIMB ePeKT BBPXY
JBLITOCPOYHHMTE PE3yITATH NpH nanueHTure Ha uMatuaub. Jlokato 96% (93%) ot mauuenture ¢ CCyR
(PCyR) Ha 12-Tus Mecert ca 6uam cBo6O/IHM OT mporpechs 10 (asa Ha akienepanms/6rnacTHa kprusa

ua 84-tus Mecell, camo 81% ot naiuenture 6e3 MCyR Ha 12-Ts Mecen ca 61 cBOOOIHH OT
nporpecws 1o aancupana XMJI Ha 84-tus mecen (p<0,001 obmo, p=0,25 mexay CCyR u PCyR).
IIpu naumenTute ¢ noxmwkexue B Ber-Abl tpanckpunTute ¢ nose 3 nopsabka Ha 12-Tus mecel,
BEPOATHOCTTA 3@ 3ala3Bane Ha CBOOO/HO OT mporpecus 10 (a3a Ha akienepanus/6iacTia Kpusa
3aGonsBane ¢ 6una 99% na 84-Tus mecen. [Togo6HM naHHY ce ycTaHOBABAT Ha Oa3aTa Ha 18-meceueH
€TallcH aHa/IH3.

IIpu ToBa IPOyYBaHe € pa3pelleHo NoBHIaBaHe Ha Jo3aTa ot 400 mg auesHo Ha 600 mg AHEBHO U
creq Toea o1 600 mg nHesHO Ha 800 mg mHeBHO. Cnen 42 MeceuHo npocnessane, 11 oT nauneHTHTe
MMaT NOTBLpAEHA 3ary0a (B paMKuTe Ha 4 CeIMHLIM) HA LIMTOTEHETHYHUsA OTroBOp. OT

te3u 11 manmenTa, npy 4 manKeHTa fo3ata e 6una nopumena o 800 mg IHEBHO, OT KOHTO JBaMa OTHOBO
HOCTHUIaT LIMTOr€HETHYEH OTrOBOP (©AMHHAT — YaCTHYEH, a IPYTHAT — ILJIEH, KAaTO MOCACAHUAT
[IOCTHIa CHIIO0 MOJIEKYJIAPEH OTrOBOP), IOKATO MPH 7 MALMEHTH, DY KOKTO 103aTa HE € MOBHILICHA,
CaMo IIpH €0MH € NOCTHUTHAT ITbJICH HHUTOr€HETHYECH OTIrOBOD. HpOHEHT'bT Ha HAKOH HEXKCJIaHH
PCAKIIMH € [0-BUCOK IIPY NALMCHTHTE, TIPH KOUTO 103aTa ¢ nopuineHa Ha 800 mg axesHo, B
CpaBHEHHME C rpyraTa NalkeHTH PeIH MOBHIIaBaHETO Ha 1o03aTa (n=551). Haii-decTuTe HexenaHH
PEaKLH BKIKYBAT raCTpO-HHTCCTHHAJIHH KPBBOH3IIHBH, KOHKOHKTHBHTH H MNOBHILIABAHE HA
TpaHcaMHHa3uTe WK OnmupyOuHa. JIpyrd HexKelaHH PEeakiMi Ca OTMCAHH C C/JHAKBA WM N0-HHCKa
4eCTOTAa.

Xponuuna gpaza, neycnex om unmepgheponosama mepanusa. Jlekysanu ca 532 Bb3pacTHH C HavalHa
no3a ot 400 mg. [TanuenTture ca 6unK pa3aeNeHH B TPH OCHOBHH KATETOPHH: XEMaTOIOTHIECH
Heycnex (29%), muroreHeTnueH Heycnex (35%) uiM HenoHocuMocCT KbM uHTEpdepona (36%).
[MarmenTHTe ca nonydasan npeaxoxaama [FN Tepanus ¢ MeanaHa Ha NPOILIDKMTENHOCT 14 mMecena
B f103a =25 x 106IU/ceamMuyHO, BCHYKH ca OMIH B KbCHA XpoHM4Ha das3a, ¢ MeiMaHa Ha nepuoa el
NOCTaBsHE Ha AMarHo3aTta ot 32 Mecena. [IspBHUHATA KpaifHa TOYKa 32 eUKacHOCTTa Ha
NPOYYBAHETO € YECTOTATA HA FOJIAM LIUTOTCHETHYEH OTrOBOP (ITBJICH ILIIOC YaCTHYEH

otrorop, 0 10 35% Ph+ metad)a3Hu NIACTHHKM B KOCTHHSA MO3BK).

[pu ToBa npoyuBaHe 65% OT MAIMEHTHTE MOCTHTAT IOJISAM [IMTOTEHETHYEH OTTOBOP, KOHTO € MbJIeH
npu 53% (norBspacH B 43%) ot nauuenture (Tabnuua 3). [Tenen xemaronoruyeH 0TroBop ¢
mocTUTHAT NpH 95% 0T malHeHTUTe.

®asza na axyenepayus: BraroueHn ca 235 Bb3pacTHH MAlMEHTH Cbe 3a00nsBaHe BBB (asa Ha
akueneparus. [Ipy mepBHTe 77 ManMeHTH nedeHneTo e 3anounaro ¢ 400 mg, kaTo BnocneACTBHE
NPOTOKOBT € IIPOMEHEH, KaTO Ce [I03BOJIAT II0-BHCOKH 103H, TaKa 4e IpH octananmire 158 nauneHTu
JIeUYeHHETO € 3ano4HaTo ¢ 600 mg.

[TepBHYHaTa KpaiiHa TO4Ka 33 ePUKacHOCTTa ¢ OM/Ia YCCTOTATa HA XEMATOJIONHYCH OTTOBOD,
JIOKJIa/IBaHa MJIM KaTO IThJIEH XEMATOIOTHICH OTTOBOD, 0¢3 aHHM 3a JIeBKeMus (T.€. M39HC
KOCTHMSA MO3BK M KPbBTa 0T 0J1acTH, HO 0€3 ITJIHO BB3CTaHOBABAaHE Ha nepudepHaTa
I'bJIHMA OTrOBOD) HJIM MIPEMHHABAHE OTHOBO B XpoHuyHaTa (aza na XMJL [lorespa
XeMaTONIOTHYEH OTTOBOP € MocTHrHat npH 71,5% ot nammentute (Tabnuua 3). B
orbenexw, e 27,7% OT NALMEHTUTE CHLIO MOCTUrAT IOJIAM LHTOTCHETHICH OTIOBOY, ROKIY
nesieH npu 20,4% (noTeepaeH npu 16%) oT nauueHTHTE. 32 NALMEHTHTE JIEKYBaHH q @Q gl .
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TEKYIMTE OLIEHKH 3a MeJIMaHaTa Ha NPEeXHBAEMOCT 6e3 nmporpecus U 00Ima NpeKHBAEMOCT ca
22,9 u 42,5 mecena, CbOTBETHO.

Muenoudna 6racmua kpuza: BKIIOYeHH ca 260 manuenTH ¢ MuesIonxHa 61acTHa kpusa. 95 (37%)
IAIMEHTA Ca MOTYYaBalii NPeAIeCTBAIA XMMHOTEpaIus 3a JIeYeHHe Ha (a3a Ha aKIeIcpalHs il
GnacTHa kpu3a ("'npeBapHTENHO JeKyBaHH auuenT"), 1okaro 165 (63%) He ca nmomy4aBaiu JICUCHHE
("menexyranm mauuent"). [TspBute 37 nauuenTa ca 3anounanu nedenrero ¢ 400 mg, kato
BIIOCJIC/ICTBHE IPOTOKOJTBT € IPOMEHEH, TAKA Y¢ J1a CC II03BOJIAT [10-BHCOKH J03H, M PH OCTaHanuTe 223
MalMeHTa JeYeHHETo ¢ 3anoyHaro ¢ 600 mg.

[TupBuyHaTa KpaiiHa TOUKa 3a e()MKaCHOCTTA ¢ OMJIa YeCTOTAaTa Ha XEMATOIOrH4eH OTTOBOD, IOKNa/IBaH
WJTH KaTo IhJIEH XEMATOJIOTHYECH OTrOBOP, JIMIICA HA JAHHH 3a IEBKEMMS, HIIH IPEMHHABAHE OTHOBO B
xpouuyHata dasa na XMJI, KaTo ca M3MON3BaHM CHIIUTE KPUTEPHH, KAKTO 3a MPOyYBAaHETO BbB (a3a Ha
akuenepanus. B ToBa npoyusaue 31% OT nauMeHTHTE ca MOCTHTHANM XEMaTOJIOrHIcH 0TroBop (36% ot
IpeIBAPUTENHO HEEKYBaHUTE MAIMEHTH U 22% OT Ipe/IBAPUTE/IHO JIEKYBaHHUTe NarienTH). YectoTara
Ha OTTOBOP CHILO Taka € Ouia o-BHCOKa MPH NanueHTHTe Ha Jevuenue ¢ 600 mg (33%), B cpaBHeHHE C
Te3u, KouTo ca Ha neuenue ¢ 400 mg (16%, p = 0,0220). Texymara oLieHKa 3a CpeHATa IPEKUBASMOCT
Ha TPE/IBAPUTEIHO HEJICKYBAaHHUTE H JIEKYBAHHTE TIALMEHTH ¢ Ouna choteeTHO 7,7 1 4,7 Mecewa.

Jlumepouona bracmua kpusza: BKITIOYEHH ca MATBK OpOi naumeHnTH BLB (a3a I Ha npoyusanus (n = 10).
YecTOTAaTa HA XEMATOJIOrHYcH oTroBop € 70% ¢ mpoabuKUTENHOCT 2 — 3 Mecena.

Tabauna 3 Orrosopu B npoyuBanna Ha XMJI npu Bb3pacTHH

[IpoyuBane IMpoyusane [Tpoyusane 0102
0110 0109 38-meceuHu
37-Meceynu 40,5-meceqnn JaHHU
JaHHH JIaHHH Muenobiactia
XpoHH4Ha daza Ha KpH3a
baza aKuenepaLus (n=260)
Heycnex ¢ (n=235)
uHTephepoH
(n=532)

% na manueaTute CI195%

XeMaToNIOrHIeH 0TroBOp!

95% (92,3-96,3)

71% (65,3-77,2)

31% (25,2-36,8)

[Tenen xeMaToNOrHueH 95% 42% 8%
otrosop - [IXO(CHR)

Be3 nannu 3a neskemus BJ1J1 He e mpunoxxumo 12% 5%
(NEL)

Bpsiane KbM XpoHHYHaA (aza He e npunoxumo 17% 18%
—BX® (RTC)

TonsM IMTOreHETHYEH OTrOBOpP? 65% (61,2-69,5) 28% (22,0-33,9) 15% (11,2-20,4)
[Tenen 53% 20% 7%
(ITotBBpaer?) [95% CI] (43%) [38,6-47,2] (16%) [11,3-21,0] (2%) [0,6-4.,4]
YacTtuueH 12% 7% 8%

'KpuTepHH 32 XeMaTOJOTHYeH 0TroBoOp (BCHYKH 0TrOBOpH TPsidBA ce MOTBBPIAT Cile]
>4 ceIMHLIN):

IIXO (CHR): Ipoyusane 0110 [6poii ua neskowutu <10 x 10%/1, poMbormTH <450
MHEJIOLUTH + METAMHENOHTH <5% B KpbBTa, 6€3 611aCTH M IPOMHE/IOLMTH B KPbB

6asoduan <20%, Ge3 exctpamenynapHo 3acarane] u B npoyasanusata 0102 1 010
>1,5 x 10%/1, rpomGorutu >100 x 10%/1, 6e3 Gnactu B kpbBTa, 6nactu B KM <5%
eKCTpaMeIyIapHo 3acsarase]
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BJUUT (NEL): Csmmre kputephn kakto 3a CHR, no ANC >1,0 x 10%/1, urpomGormaru >20 x 10°/1
(camo 3a 0102 u 0109)

BX® (RTC): <15% 6nactu B KM u 1K, <30% 6nactu + npomuenomuta B KM u I1K, <20%
6asoduin B ITK, 6e3 Apyro ekcTpameynapHO 3acAraHe, OCBEH CIe3Ka H 4epeH apob (camo

32 0102 u 0109).

KM = kocten mo3sk, [1K = nepudepna kpbs

YKpHTepHH 32 HATOTeHETHYEH OTIOBOP:

ToneMusT OTroBOp BKIIOUBA exHoBpeMeHHO mbiuus (0% Ph+ Metadasuu miacTvakyN) 1
yactuunmg (1-35%) otrorop

3[IbNeH UMTOr€HETHYEH OTIOBOP, MOTBBP/EH OT BTOPO IIMTOTEHETHYHO H3C/IEIBAHE HA KOCTEH
MO3BK, U3BBPLICHO HAl-MAKO €IHH MECeIl ClIe TBPBOHA4YAIHOTO H3CJIeIBAHE HA KOCTHHS MO3BK.

Ieouampuunu nayuenmu: Od1wo 26 naumeHTy Ha Bb3pacT < 18 romunm B xponnna daza na XMJI (n =
11), ¢ 6nmactha kpusa va XMJT unu ¢ octpu Ph+ neekemun (n = 15) ca Bkmodenu BbB (asa I npoyusane ¢
ecKaJianus Ha 103ata. ToBa e rpymna NalueHTH, KOHTO ¢a PEThPIEIN HHTEH3MBHA MIPEIX0XkK1ama
Tepanus, Kato 46% OT TsX ca I0JUI0KEHH Npey TOBa Ha KOCTHO-MO3buHa TpaHcrantauus (KMT), u
73% ca Guan Ha nonuxumuoTepanus. [lanuenTrTe ca nekyBanu ¢ 1034 Ha umMatunub or 260 mg/m*/ nen
(n = 5), 340 mg/m%nen (n = 9), 440 mg/m?*/aen (n = 7) u 570 mg/m* nen (n = 5). Ot 9 nauuenTa c
xponndHa (aza Ha XMJI 1 HanmM4HH LUTOTeHETHYHH JaHuH, 4 (44%) u 3 (33%) ca nocTurHamm

CBOTBETHO IILJICH M YaCTHYEH [IMTOTEHETHYEH OTTOBOP C YECTOTA Ha rOJIEMHsl IMTOTEHETHYEH OTrOBOP
(I'I0) ot 77%.

O6mwo 51 manmMenTa B A€TCKa Bb3PACcT C HOBOAMATHOCTHIMpaHa 1 HelekyBaHa XMJI B xponudHa dasa ca
BK/TFOUEHH B OTBOPEHO, MYJITHLIEHTPOBO, C €IHO TEpPaneBTHYHO paMo mpoyusane BbB (a3a II. [Tauuenture
ca neKyBaHM ¢ uMaTHHHG 340 mg/m?/neH 6e3 npexbeBake MpY JNICA HA J030BO-THMHTHPAaHA
TOKCHYHOCT. JlegenueTo ¢ MMaTHHHO e IIpCAH3BHKANIO 6'bp3 OTroBOp MPH HOBOJHATHOCTHIIHPAHH
neauatpuany nauuerti ¢ XMJL, ¢ mbien xemaronoruye otroeop (ITIXO) ot 78% cnen 8 cenmumm
neuyenue. Brucokara yecrora Ha [TXO e cbnpoBoieHa C Pa3BUTHE HA ITBJIEH LIMTOTEHETHYEH OTTOBOD
(TILIO) ot 65%, KOWTO € CpaBHUM C pe3yTaTHTe, Hab/II0JaBaHM MIPH BBL3PAaCTHH. B nombiHeHwue,
yactuyeH nuroreHeTHdeH orrosop (UI0) e nabnionasan npu 16% ¢ 4ecTOTa Ha TOJIEMHUA IHTOTEHETHYEH
otrosop (I'LIO) ot 81%. [To-ronsma yact ot narmenTute, kouto nocturar [0, passusar [1LO mexay
3-tus u 10-THa Mecel] ChC CPEAHO BPEME O OTTOBOpa, OCHOBAaHO Ha M3uHciieHueTo Ha Kaplan-Meier, ot
5,6 Mecena.

EBpOﬂCﬁCKaTa areHys 110 JICKapcTBaTa ocaoﬁomana OT 3ab/GKCHHMCTO 3a IPENOCTABAHC Ha PE3YITATHTC
OT MPOY4BaHUATA ¢ IMATHHHO BBB BCHYKHM MOATPYIH HA NEIMATPHYHATA [OITyJIALMSA TIPH MOJI0KHTENHA 3a
dunanenduiicka xpomosoma (ber-abl TpaHcnOKaLKs) XPOHHIHA MUEJIOH/IHA IeBKeMHs (BK. To4Ka 4.2 3a
uHbOpMaIlHg OTHOCHO yrorpeda B IeAHaTpUsATa).

Knnnnunu npoyyeanus 3a Ph+ OJLI
Hoeoouaznocmuyupanu cayyau va Ph+OJLT: Tlpu konTposupano npoyusane (ADE10) na umatunn6

CNIPAMO XMMHOTEPATNIEBTHYHA HHIAYKIHSA NP 55 HOBOIMArHOCTHIPAHHM NAIMEHTH HA Bb3PacT Hal 55
TOAMHH, UMaTHHUO, U3I10JI3BaH KATO CAMOCTOATETHO CPEACTBO, IPEAM3BHKBA 3HAYHMO MO-BHCOKA YECTOTa
Ha ITBJIEH [IMTOTEHETHYEH OTrOBOP B CpaBHEHHUE ¢ XuMHoTepanuaTa (96,3% crp. 50%; p=0,0001).
[TpuiaraHeTo Ha CHACHTEITHA TEPAMHA ¢ UMAaTUMHO NPH NAaLUMCHTH, KOHTO HE €& OTTOBOPHIIM HIIH KOMTO
OTrOBapAT JIONIO HA XMMHOTEPANHSITA, BOJH JI0 IOCTUIAHE HA ITBJIEH XEMATOJIOTHYEH OTrOBOP HpH 9
(81,8%) ot 11 nanmenTa. To3u KIMHUYEH OTIOBOP CE ABJDKH Ha [0-BHCOKATa peayKuus Ha ber-abl

cnen 2 ceamuim nedenue (p=0,02). BcHuky nauueHTH NoaydaBaT MMATHHHO M KOHC
xumuoTepanus (Bx. Tabnuna 4) cnea MHAYKIHMATA KaTo HUBaTa Ha ber-abl Tpanckp

5 ;i) ey A
B J1BeTe pamena cien 8 cexmuuy. KakTo ce ogaksa, Bb3 OCHOBA Ha 1u3aifHa Ha Tp e et uece . |\ 7 |
g Y Talr \
HabN101aBa pa3nuka B NPOAB/KHTEIHOCTTA HA PEMHCHATA, IPEKUBAEMOCTTa 6e3 a%a m@lngéfxaﬁa? ,
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pesuayanHa 6onect UMAT Mo-100BP M3XO0J MO OTHOIIEHHE KAKTO HA MPOAB/DKMTEIHOCTTA Ha PEMHCHATA
(p=0,01), Taka 1 Ha npexusseMocTTa 6e3 3abonsapane (p=0,02).

Pesynrarure, nabmonasanu B rpyna ot 211 HoBoauarsoctHumpany nanueHtd ¢ Ph+OJIT B 9eTnpn
HEKOHTPOJIMPaHH KIMHUYHH Tipoy4sanus (AAUO02, ADEO4, AJPO1 u AUSOI1), oTroBapsAT Ha ONHUCaHUTE
no-rope pesyiaratd. IMatnHuG B KOMOMHALMS ¢ XHMHOTepaneBTHIHA HEAyKuus (Bxk. Tabmuua 4) Boau
710 94ECTOTA Ha ITBJEH XeMaTosiorudes otrosop oT 93% (147 ot 158 oneHsBaHM NAlLMEHTH) H 9ECTOTA HA
roysmM ruToreneTHyes otrosop ot 90% ( 19 or 21 onensaBanu nanuenTty). YecToTaTa Ha IIBIECH
MoneKymapeH otrosop ¢ 48% (49 ot 102 onensBaun nauuentn). [Ipexussemocrra 6e3 3a6onasaue (I163)
u o6mara npexussemoct (OIT) TpaitHo HaaBMIIaBaT | rOJMHA M ca NO-A00PH OT XUCTONOIHYHHS KOHTPOJ
(TIB3 p<0,001; OIT p<0,0001) B nBe mpoyusanus (AJPO1 u AUSO1).

Tabauna 4 XuMHOTEPaANEeBTHYHA CXeMA H3I10/13BaHA B KOMOHHANMSA ¢ AMATHHHO

Tepanus (de novo Ph+
OJLI)

IIpoyuBane ADE10
[Ipedasa DEX 10 mg/m’ nepopanso, auu 1-5;

CP 200 mg/m? IV, nuu 3, 4, 5;

MTX 12 mg uHTpaTeKaIHo, aeH |
WHaykuus Ha DEX 10 mg/m?® nepopanso, auu 6-7, 13-16;
peMucHsiTa VCR 1 mg 1V, nuu 7, 14;

IDA 8 mg/m?* IV (0,5 uaca), qum 7, 8, 14, 15;

CP 500 mg/m? 1V (1 1ac) neH 1;

Ara-C 60 mg/m® IV, quu 22-25, 29-32
Konconunanmonsa MTX 500 mg/m? IV (24 yaca), nuu 1, 15;
teparus I, 111, V 6-MP 25 mg/m’ nepopanso, aau 1-20
Konconupauuonsa Ara-C 75 mg/m* IV (1 9ac), auu 1-5;
tepanus 11, IV VM26 60 mg/m* 1V (1 gac), gau 1-5
IIpoyuBane AAU02
UnayKuuoHHA Jaynopy6ummua 30 mg/m? IV, auu 1-3, 15-16;

VCR 2 mg o6ma no3a IV, guwm 1, 8, 15, 22;

CP 750 mg/m® 1V, auu 1, 8;

IIpeannson 60 mg/m? nepopanuo, aum 1-7, 15-21;

IDA 9 mg/m’ nepopanso, auu 1-28;

MTX 15 mg untparekanso, auu 1, 8, 15, 22;

Ara-C 40 mg unrparekanto, nau 1, 8, 15, 22;
Mertuanpeaan3onod 40 mg uHTpaTekanHo, auu 1, 8, 15, 22

Korcomunanus (de

Ara-C 1,000 mg/m?12 waca IV (3 gaca), xuu 1-4;

novo Ph+ OJLI) MurokcanTpon 10 mg/m? 1V quu 3-5;
MTX 15 mg uHTpaTekanHo, AeH 1; MeTuinpeHu300H 40 mg HHTPATECKAIHO,
JieH |
IlpoyuBane ADE04
IIpedasa DEX 10 mg/m’ nepopanso, axu 1-5;
CP 200 mg/m? 1V, nuu 3-5;
MTX 15 mg unTparekamHo aeH |
HunyximmoHHa DEX 10 mg/m? nepopanso, a1 1-5;
Tepamus 1 VCR 2 mg 1V, auu 6, 13, 20;
Jlaynopy6uuun 45 mg/m?* 1V, anu 6-7, 13-14
HWupykmuonna CP 1 g/m? 1V (1 4ac), xuu 26, 46;
Tepanus 11 Ara-C 75 mg/m? 1V (1 gac), auu 28-31, 35-38, 42-45;
6-MP 60 mg/m* nepopanso, auu 26-46
KoHconunauuonna DEX 10 mg/m’ nepopanso, auu 1-5;
Tepanus Bunnesun 3 mg/m? IV, neH 1;
MTX 1,5 g/m* 1V (24 gaca), neH 1;
Eronosua 250 mg/m? 1V (1 yac) xuu 4-5; (
Ara-C 2x 2 g/m* 1V (3 gaca, q 12 gaca), neH 5 - Z3d4
Ipoyusane AJP01 \ & \Sfeg. 2"/,
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UHayKuoHHa CP 1,2 g/m* 1V (3 yaca), ieH 1;
Tepanus Jayropy6ouun 60 mg/m? IV (1 gac), nau 1-3;
Bunkpucrun 1,3 mg/m? IV, nam 1, 8, 15, 21;
Tpeanusonon 60 mg/m?/aeH nepopanHo
KoHconumannoHHa AJurTepHHpaI XUMHOTEPANeBTHYEH Kype: BUCOKO-1030Ba XHMHOTEPAIus ¢
Tepanus MTX 1 g/m? IV (24 uaca), nen 1, u Ara-C 2 g/m? 1V (q 12 uaca), nuu 2-3, 32 4
LHKbBbJIa
TMomabpxkane VCR 1,3 g/m? IV, nen 1;
[peaunzonon 60 mg/m* nepopanso, axu 1-5
IIpoyusane AUSO1
HHyKIMOHHO- Xunep-CVAD pesxum: CP 300 mg/m? 1V (3 waca, q 12 gaca), quu 1-3;
KOHCOIHMIALHOHHA BHHKpHCTHH 2 mg 1V, muu 4, 11;
Tepanus Jlokcopy6uuun 50 mg/m?* IV (24 uaca), neH 4;
DEX 40 mg/nen B aum 1-4 u 11-14, antepuupana ¢ MTX 1 g/m? 1V (24 yaca),
neH 1,
Ara-C 1 g/m® IV (2 yaca, q 12 gaca), quu 2-3 (06wo 8 kypca)
[Tonabpaxane VCR 2 mg IV meceuno 3a 13 mecena;

Ipeauusonon 200 mg nepopanHo, 5 1eHa B Mecelia 3a 13 mecena

BcuykM cXEMH Ha JIeYeHHE BKJIKOYBAT MPHIAraHe Ha CTEpOM/M 3a npodunakrrka Ha [THC.

Ara-C: nuuro3un apabunosuy; CP: unknopochamun; DEX: nekcamerason; MTX: metotpekcar; 6-MP:
6-mepkantonypu VM26: Tennnozun; VCR: Buakpuctis; IDA: unapy6uums; IV: HHTpaBeHO3HO,

Heouampuunu nayuenmu: B npoyusane 12301 obmo 93 neuaTpuyHy NauMeHTH, IOHOLIM U MJIA/TH
BB3pacTHH (Ha BB3pact oT 1 10 22 roaunun) ¢ Ph+ OJUJI ca BKIoYeHH B OTBOPEHO, MHOTOLIEHTPOBO,
Hepangomusupano ¢asa Il u3nuTBane ¢ nocneaoparennu KoxoptH. [launenTure ca neKyBaHH ¢
uMaTHEMO (340 mg/m?/1en) B KOMOHHAINS ¢ HHTEH3WBHA XMMHOTEPAIHs, CJIC/I HHIYKIIHOHHA TEparus.
HMmaTunub € npuiiaraH HHTEPMUTEHTHO B KOXOPTH 1-5, ¢ yBe/M4aBala ce Mpoab/KHTEIHOCT U II0-PaHHO
3anoyBaHe Ha UMATHHUO OT KOXOPTA HAa KOXOpTa, KOXOpTa 1 ro e noiyyasajia ¢ Hal-HHCKa HHTEH3HBHOCT,
a KOXopTa 5 ¢ HaH-BHCOKAa HHTEH3HBHOCT (HaH-1bJIra NPO/Ib/UKHTENIHOCT B JHH C HENPCKbCHATO
eKeTHEBHO MPHIMKEHHE HA HMATHHHG TIpe3 MbPBHSA XUMHOTEpaneBTHYeH Kypc). [Ipoasmkurentara
€XKEIHCBHA CKCIIO3MIIMA Ha HMAaTHHHO B PAHHUTE CTAIY OT JICYEHHETO B KOMOMHALMA C XMMHOTECPAIIHA
IpH TalueHTHTe B Koxopra 5 (n=50) noxoGpssa 4-rogumaara npexussemoct 6¢3 cuouTns (IT6P)
CTIPAMO KOHTPOJIM OT MUHAIM Npoy4sanus (n=120), nonxy4asaluy cTaHIapTHAa XMMHOTepanus 6e3
UMaTHHMO (chOTRETHO 69,6% cnipamo 31,6%). M3uncnenaTa 4-rojuinHa ob1a IpexUMBIeMOCT Ha
TManHMeHTHTE B KoxopTa 5 e 83,6% crupsimo 44,8% mipu KOHTponuTe 0T Mutany npoyusanus. I1pu 20 ot 50
(40%) maumeHTH B KOXOPTa 5 € HaNmpaBeHa TPAHCIUIAHTALMA Ha XCMOIIOCTHYHH CTBOMIOBH KIIETKH.

Tabauua 5 XuMHOTEPANEeBTHYHA CXeMa H3N0/I3BaAHA B KOMOMHAIMSA ¢ HMATHHHO B Ipoy4BaHe

12301

(3 cenMuLn)

Kounconuaanuonen 610k 1 VP-16 (100 mg/m?*/ nen, IV): auu 1-5

Udocdamuna (1,8 g/m%/nen, IV): auu 1-5

MESNA (360 mg/m*/no3a na 3 4, x 8 103u/z1eH,
IV): nuu 1-5

G-CSF (5 pgkg, SC): aum 6-15 unu nokatro ANC >
1500 cnen Hagup

IT MeroTpekcar (B 3aBHCHMOCT OT Bb3pacTTa):
CAMO pen 1

Tpoiina IT Tepanus (B 3aBHCHMOCT OT Bb3pacTTa):
nau 8, 15

(3 cenmmnm)

Konconunaunonen 6110k 2 Merotpekcar (5 g/m* B npoasmke

IV): nen 1

JlekoBopuu (75 mg/m? Ha
15 mg/m? IV unu PO Ha 6
Tpoiina IT Tepanus (B 3aB
JeH 1

ARA-C (3 g/m*/no3a Ha 12

R
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G-CSF (5 pg/kg, SC): nuu 4-13 wiu nokato ANC
>1500 cnen HaMp

Pennyknnonen 610k 1
(3 ceqmuLn)

VCR (1,5 mg/m*/nen, IV): num 1, 8 1 15

DAUN (45 mg/m?/nen 6onyc, IV): muun 1 u 2
CPM (250 mg/m*/no3a Ha 12 1 x 4 no3wu, IV): nau
3u4d

PEG-ASP (2500 IUnits/m?, IM): nen 4

G-CSF (5 pg/kg, SC): nuu 5-14 unn nokaro ANC
>1500 cnex Hagup

Tpoiina IT Tepamnus (B 3aBHCHMOCT OT Bb3pacTTa):
mau 1 u 15

DEX (6 mg/m*/nen, PO): auu 1-7 u 15-21

Hurensudunmpan 6noxk 1
(9 cenmmIm)

Mertotpekcar (5 g/m* B npoasmkenue Ha 24 gaca,
IV): nam 1 m 15

JleskoBopuH (75 mg/m? Ha 36-Tu yac, IV;

15 mg/m? IV unu PO 1a 6 4 x 6 go3m)iii: qum 2, 3,
l6ul7

Tpoiina IT Tepanus (B 3aBHCHMOCT OT Bb3pacTTa):
mau 1 1 22

VP-16 (100 mg/m*/nen, IV): nuu 22-26

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

MESNA (150 mg/m?/nen, IV): nuu 22-26

G-CSF (5 pg/kg, SC): mau 27-36 nmu nokato ANC
>1500 cnen nagup

ARA-C (3 g/m? na 12 4, IV): nam 43, 44

L-ASP (6000 IUnits/m?, IM): nen 44

Peunnykuuonen 6ok 2
(3 ceqmMuITH)

VCR (1,5 mg/m?/nen, IV): qau 1, 8 m 15

DAUN (45 mg/m%nen Gonyc, IV): nen 1 u 2
CPM (250 mg/m?/no3a Ha 12 4 x 4 fo3u, IV): 1au
3ud

PEG-ASP (2500 IUnits/m?, IM): nen 4

G-CSF (5 pg/kg, SC): auu 5-14 unu nokato ANC
>1500 cnen Haaup

Tpoiina IT Tepanus (B 3aBHCHMOCT OT Bb3pacTTa):
aau 1 u 15

DEX (6 mg/m*nen, PO): auun 1-7 u 15-21

HuTesnduuuparn 6mok 2
(9 cemmun)

MertoTtpekcar (5 g/m? B ipob/bkenHe Ha 24 gaca,
IV): nan 1 m 15

JleskoBopuH (75 mg/m? na 36-tu yac, IV;

15 mg/m? IV unu PO Ha 6 4 x 6 no3mn)iii: aum 2, 3,
16u17

Tpoiina IT Tepamnus (B 3aBHCHMOCT OT Bb3pacTTa):
aHu 1 u 22

VP-16 (100 mg/m*/nen, IV): nam 22-26

CPM (300 mg/m*/nen, 1V): nuu 22-26

MESNA (150 mg/m?*nen, IV): nuu 22-26

G-CSF (5 pg/kg, SC): num 27-36 unu nokato ANC
>1500 cnen Hanup

ARA-C (3 g/m? Ha 12 4, IV): nam 43, 44

L-ASP (6000 IUnits/m?, IM): nen 44

[Topnepkane
(8-ceAMHYHH LIMKIIH)
Huxnn 1-4

MTX (5 g/m’ B npoabmkeHue Ha ZM)‘i— AeH

JleBkoBopuH (75 mg/m? Ha 36 ﬁ%ﬂ?“ﬁ;
15 mg/m? IV uma PO ua 6 u x/6 g5036)idf; s 21’3 |\
Tpoiina IT Tepanus (B 3aBHC pacTT
auu 1, 29

VCR (1,5 mg/m?, IV): w1, é.\ e
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DEX (6 mg/m*nen PO): gau 1-5; 29-33

6-MP (75 mg/m?*/nen, PO): nun 8-28
Merorpekcare (20 mg/m?/ceqmuna, PO): nuu 8,
15,22

VP-16 (100 mg/m?, IV): mmam 29-33

CPM (300 mg/m2, IV): mam 29-33

MESNA IV num 29-33

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

Iomaspkane Kpanunanua npaguanus (Camo 610k 5)
(8-cenMU4HH LIMKITH) 12 Gy na 8 ¢pakuuu pu BCHUKH NALMECHTH, KOUTO
ITuxsna 5 ca CNS1 u CNS2 npu noctaBsHe Ha IHarHo3ara

18 Gy na 10 dpakuus mpy nalMeHTH, KOUTO ca
CNS3 nmpu nocraBsiHe Ha IMarHo3ara

VCR (1,5 mg/m?/nen, IV): muu 1, 29

DEX (6 mg/m?nen, PO): mum 1-5; 29-33

6-MP (75 mg/m*/nen, PO): aum 11-56 (Cnupaue
Ha 6-MP, 3anounar Ha aed 1 ot Lluken 5 o Bpeme
Ha 6-10 IHM KpaHHAJTHA HpaauaLys. 3aro4BaHe Ha
6-MP Ha |-ua neH cnen NpUKIIOYBAHE Ha
KpaHHaJHaTa HpajHaLus.)

Metorpekcar (20 mg/m?*/cenmura, PO): auu 8, 15,
22,29, 36, 43, 50

[Mopaspxkane VCR (1,5 mg/m*nen, IV): auu 1, 29
(B-ceIMHYIHHM LIUKIIH) DEX (6 mg/m?%nen, PO): nuu 1-5; 29-33
[uknm 6-12 6-MP (75 mg/m*/nen, PO): auu 1-56

Metotpekcar (20 mg/m*/ceamuna, PO): nuu 1, 8,
15, 22, 29, 36, 43, 50

G-CSF = rpanynount-Konoanoctumymupamnt ¢axrop, VP-16 = eronosun, MTX = merotpekcar, IV =
uHTpaBeHo3Ho, SC = noakoxHo, IT = uurparekanno, PO = nepopanno, IM = uarpamyckynso, ARA-C =
uurapabun, CPM = nuknopochamua, VCR = Bunkpucrun, DEX = nexcamerason, DAUN =
naysopyounus, 6-MP = 6-mepkantonypus, E.Coli L-ASP = L-acnaprunaza, PEG-ASP = PEG
acnaprunasa, MESNA= 2-mepkanroeras cyndoHar HaTpuii, ili= wim goxato HuBoTO Ha MTX € <0,1 UM,
q 6 4 = Ha Bceku 6 yaca, Gy= I'peii.

IIpoyupane AIT07 e MHOTOLICHTPOBO, OTBOPEHO, PaHIOMU3HpaHo, (a3sa 1I/I1I nmpoyusaHe, KOCTO BKIIOYBA
128 naumenty (1 g0 <18 roannn), neKyBaHu ¢ uMatuHUO B KOMOMHAIHMA ¢ XumuoTepanus. [lomydcHure
OT IIPOYYBAHETO JaHHH 3a (E30MacHOCTTa, ChOTBETCTBAT Ha mpoduia Ha 6e30MacHOCT Ha HMATHHHO MpH
nampeHTy ¢ Ph+ OJIJL

Peyuous/peppaxmepna Ph+ OJIJI: Ynorpebara Ha MMATHHHO KATO CaMOCTOSATENHO CPEACTBO MPH
namMenTH ¢ peruans/pedpakrepra Ph+ OJLI Boau, npu 53 ot 411 onensBanu 3a OTIOBOP NALMEHTH, /10
yecToTa Ha XeMaToJoruucH orroBop ot 30% (9% mbleH) U 4eCTOTa HA rOAAM IUTOTEHETHIEH OTrOBOp OT
23%. (Tpsabga na ce orbenexw, ue or 411 nmauuenty, 353 ca AeKyBaHH B IpOrpama 3a pasiuivupeH J0CTbIl
6e3 chOpaHu JaHHHU 3a IBPBHYEH OTrOBOP). MeianaTa Ha BpeMeTo 710 mporpecus B obwara rpyna ot 411
nanueHTH ¢ peuams/pedpaxrepra Ph+OJUT Bapupa ot 2,6 no 3,1 mecena, a MennHaTa Ha obiara
npexussemoct npu 401 oueHsBany nauueHTa Bapupa ot 4,9 10 9 meceua. Jlannure ca moao0Hu MpH
IPOBEXK/IAHE Ha MOBTOPEH aHAIN3 33 BKIIOYBAHE CAMO HA [IALMEHTHTE Ha BH3PacT HAa M HAJl 55 rOAMHH.

Kauauunu npoyysauuns npy MJIC/MIT3
OnuTHT ¢ IMaTHHKO TIPU TOBA [IOKA3aHKe € MHOTO OTPaHHYCH U ce 6a3upa Ha CTEMEHTa Ha HOBAFABAHC HA
XEMAaTOJOrHYHUA ¥ LIMTOreHeTHIeH 0TroBop. HiAMa KOHTpoIHpaHH MPOyYBaHHSA, IEMO -( pauy
KJIMHHMYHA 110133 HITH MTOBHILICHA IPEXHUBAEMOCT. ETHO OTBOPEHO, My ATHLIEHTPOBO, (hasaH KiyH o
npoyusase (npoyusane B2225) e 6110 npoBeeHO 3a U3NHTBAHE HA HMATHHHO npu ) yﬂgﬁhﬁa \

NauMeHTH CTPaJally OT KUBOTO-3acTpaNIaBaniy 3abonssanus, cBbp3anu ¢ Abl, Kit

THpO3MH KMHasu. [IpoyusaneTo e BrmouBaio 7 nauuenta ¢ MJIC/MII3 kouto ca 6 \ Ky : \tﬁi-
umaraanb 400 mg aueBuo. IIpu Tpuma naipenTa € HaG/IIOAaBaH IbJICH XEMaTONOTHYE H':;)’ITOE%]E) (CHRlﬁ [
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TpH €/IMH MAIHEHT — JacTHYeH Xxemaronoruyed orrosop (PHR). Kbm mMomeHnTa Ha Ha4alHus aHAIN3,
TpuMa oT YeTupumara nammenta ¢ PDGFR rennu npenapexianus ca pasBHIIH XeMaTONOTHYEH OTTOBOP
(2 CHR u 1 PHR). Bw3pacrra Ha nauuenTute Bapupa ot 20 10 72 roausu.

3aseseH ¢ o6cepBalMoHeH perucTsp (npoyusane L2401), 3a na ce cubepat ABATOCPOYHUTE JAHHHU 32
6e3onacHoCT B epMKACHOCT NpH nauueHT ¢ muenonpoandeparusan 3abonspanus ¢ PDGFR- B rennn
[pCHAPEKIAHNS, TPHEMANTH UMAaTHHUO. 23-MaTa NaHEeHTH, BKIIFOYCHH B PETHCTHPA Ca NPHEMAITH
uMaTHHO KaTo MEIMaHaTa Ha AHeBHaTa 103a e 264 mg (unrepsan: 100 o 400 mg), a Mmeauanara Ha
IIPOABL/DKHTEIHOCTTA Ha npuema e 7,2 roxunu (uutepsan 0,1 no 12,7 roausn). [Topaau obceppanponHus
XapakTep Ha PErHCThPa, JaHHH, OLIEHABAIIH XEMATONOTHYHHUSA, IMTONCHETHYHUA H MOJICKY/IAPHHA
OTrOBOP Ca HAJIMYHU CHOTBETHO 1pH 22, 9 1 17 ot 23-Mara BKIIOYEHH MAMEHTH. AKO J0MYyCHEM
KOHCEpPBaTHBHO, Y€ MalHeHTHTE, [IPH KOMTO JIHIICBAT JaHHH, ca HepecnonaepH, IIXO ce nabmonasa
crotBeTHO npu 20/23 (87%) naumenty, I1110 npu 9/23 (39,1%) nammentu, a MO npu 11/23 (47,8%)
nauuenTtH. Koraro crenenTa Ha noB/IMABaHE C€ H3YHCIIABA MIPH MAIMEHTH C MOHE €/IHA BaJlM/HA OLCHKA,
CTeneHTa Ha NoBIusBaHe 1o oTHomenue Ha [1XO0, ITLO u MO ¢ cwotserHo 20/22 (90,9%), 9/9 (100%) 1
11/17 (64,7%).

OcseH ToBa, apyru 24 nauuenta ¢ MJIC/MII3 ca 6unu noknaasany B 13 mybnukanmu. 21 nanuenTa ca
Ounm nekyBanu ¢ iMaTHEHO 400 mg THEBHO, JOKATO APYTHTE 3 MAllMEHTa Ca MONy4aBalli [10-HUCKH 03H.
ITpu 11 nammenTa ca orkpurd PDGFR renny npenapexaanus, 9 ot tsx ca nocruriany CHR u 1 PHR.
Br3pacTTa Ha Te3H MAUMEHTH Bapupa ot 2 10 79 roaunu. B ckopomHa myGiuKauus 0CbBPEeMEHEHH JaHHH
3a 6 oT Te3u 11 manmeHTa pa3sKpUBAT, Y€ BCHYKHM TC3M MALMEHTH Ca B IUTOICHETHYHA PEMHCH (BapHpaila
mexay 32-38 mecena). Chinara myGuKamus JOKIaaBa JaHHHA OT JBITOCPOYHO Npocneassane Ha 12
MJIC/MII3 nanrenta ¢ PDGFR rennu npenapesxnanns (5 nauuenta ot npoyusane B2225). Tesn
NALMEHTH ca IpyeMaid UMaTHHUG cpenHo 3a 47 mecena (ot 24 iau — 60 Mecena). [1pu 6 ot Te3u
MALMEHTH NPOCeSBaHETO KbM MOMEHTA HajiBUIaBa 4 rogunu. Equnanecer nauuenra ca J10CTUTHAIH
6bp3 CHR; npu necer ce Habio1aBa IbIHO OT3BYYaBaHE HA IMTOICHETHYHHTE aHOMAITHH H HaMaTsABaHe
wiM uzdesane Ha usmepenute ¢ RT-PCR dy3nonnn nocneiosatenHoCTH. XeMaTONOTHYHHS U
IIHTOTEHETHYEH OTTOBOP ca OWiIK nourbpikanu cpeaHo 3a 49 mecewa (Bapupar 19-60) u 47 mecena
(Bapupar 16-39), chotBeTHO. O6I1aTa NPEKUBIEMOCT € 65 Mecena 0T TMarHOCTHLIMPAHETO (Bapupa 25-
234). TIpunaraseTo Ha MIMaTHHHG Ge3 reHeTHYHA TPAHCIOKALHs KaTo 110 He BOJHM A0 noao0peHue.

HsiMa KOHTPOIMPaHH M3NMTBAHKS NPY neauaTpudny manuentn ¢ MJAIC/MII3. B 4 ny6nukauun ce
chobmiara 3a 5 manuentu ¢ MJIC/MII3 cesp3anu ¢ PDGFR renuun npenapexiaanus. Beapacrra Ha Te3H
NaUMeHTH BapHpa OT 3 Mecena 10 4 rofuHM, a MMaTHHUO € Tpunarad B o3a oT 50 mg AHEBHO HIIH B 103U
B MHTepBana oT 92,5 10 340 mg/m? xHeBHO. [IpH BCHYKH NALMEHTH € NOCTUIHAT IIbJICH XeMATOIOIHYCH,
LUTOMEHETHYEH W/ MY KIMHHYEH OTIOBOP.

Kinnuynu npoyysanus npu XEC/XEJ

OTBOPEHO, MYATHIEHTPORO, (haza 1l kimuHIIHO npoyusaue (npoyusane B2225) e Guio npoBeacHo 32
W3MUTBaHE HA HMAaTHHHO NP Pa3/IMYHK [IOMYJ/IAlMH NALKMCHTH, CTPAJIally OT JKHBOTO3aCTpallaBany
3aGonsBanus cebp3and ¢ Abl, Kit mmu PDGFR npotens tupo3uH kuHazu. [Ipu ToBa npoy4saue, 14
nampmenTa ¢ XEC/XEJI ca 6unu nexysanu ¢ ot 100 mg a0 1 000 mg umatunuG xHesHo. JIpyru 162
nauuenta ¢ XEC/XEJI, noknaasanu B 35 myOmMKyBaHH KIMHWUYHH CITy4as H CEPHH OT CIIy4au ca
npHeMans KMaTHHHUO B 103K oT 75 mg no 800 mg aueBHO. [{UTOreHETHYHUTE AHOMAIIMH Ca OLICHEHH TIPH
117 ot ob6mara nomynauus ot 176 nauuenta. [pu 61 ot Te3u 117 nauuenra e nnentndunupana FIP1L1-
PDGFRa ¢y3uonna kunasa. Oceen Tosa, getupr HES naumenTa ca muarsoctuumpanu karo FIP1L1-
PDGFRa-nio3uTHBHH B 3 Apyru nybmukyeanu goknana. Benuku 65 FIPIL1-PDGFRa ¢y3noHHa knHaza-
TI03MTHBHH ManueHTH ca nocturuany CHR, noxbpkaH B NPOAb/DKEHHE Ha MecelH (Bapupa oT 1+ no 44+
Mecela H3MEpeHH KbM JIaTaTa Ha oknansaHse). KakTo ce Joknansa B ckopomHa mybaukauus, 21 oT Te3u

JOITBTHEHHE, OT HU3CIEI0BATEIMTE ca OMIIH TOKIaJBaHH B OTAC/IHH KJIMHHYHH CJI
CHMIITOMATHKATa U ApYyruTe oprannu Hapymenus. [Tonobpenus ce noknaasat B
KOKa/TIOIKOHH ThKaHM, IUXaTelIHa/TopakaTHa/MeAMacTHHAIIHA, CKENEeTHO-

MYCKYJIHA/Che JMHUTCIHOTKbHHA/CHA0BA M CTOMAIIIHO-UPEBHA OPTaHHH CHCTe
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HsiMa KOHTPONHPaHH KIWHUYHH M3NHUTBaHKs npH neauaTpuaay namment ¢ XEC/XEJL B 3 my6makauuu
ce cpobmaga 3a 3 nanment ¢ XEC u XEJI, cesp3ann ¢ PDGFR rennu npenapexnanus. Be3pacrra Ha
Te3W [ALMeHTH Bapupa oT 2 110 16 roauew, a MaTHHKG € mpuiarad B 103a ot 300 mg/m? THEBHO HITH B
no3u B uHTepBana ot 200 10 400 mg xueBHO. [Ipy BCHYKH MallMEHTH € MOCTHTHAT ITBJIEH XeMaTOIOTH4EeH,
['bJIEH LIUTOTEHETHYECH M/HIH ITbJICH MOJIEKYJLIPEH OTrOBOP.

I'Iponeneno € eIHo q)aaa 11, ornopeno paa.nomusnpaao, Henompompaao MYJITHHAIHOHAIHO MpOoyYBaHe
NpH NALHEHTH ¢ HETOJUTEKAIIN Ha PE3eKIMS I METaCTaTHYHHU 3/I0Ka9eCTBEHH raCTPO-HHTECTHHAIHH
crpomansu tymopu (['HICT). B ToBa npoyusaHe ca BKIOYeHH 147 NalMeHTH, KOUTO Ca PaHJOMH3HPaHH
na nonygasar nepopanio 400 mg wim 600 mg BeAHBXK JHEBHO 3a nepHoA 10 36 Mecena. Be3pactra Ha
TE3W MalMeHTH € oT 18 10 83 roJMHy | ca ¢ NIaTOXHCTONOrHYHA AHArHO3a 3a nonoxwuTeseH 3a Kit
3nokauecTsed THCT, KOMTO He MOIEKH HA XHPYPTHYHO OTCTPAaHABAHE H/HIIH € METACTaTHYCH.
M3BBpIIEHO € pyTHHHO HMyHOXHCTOXHMHYHO H3cneBaHe ¢ anTuTao 3a Kit (A-4502, 3aemxu
nonukaoHanes aurucepyM, 1:100; DAKO Corporation, Carpinteria, CA) B ChOTBETCTBHE C aHATN3A 110
aBH/IHH-OHOTHH-TIEPOKCH/IA3€H METO/ CNIE]] aHTHTEHHO Bh3CTAHOBABAHE.

[TepBHuHuTE NanHK 33 e(MKACHOCTTA CE OCHOBABAT Ha O0EKTHBHATA CTeneH Ha oTroBop. Heobxomumo e
TYMOPHTE JIa Ca H3MEPHMH B TIOHE €IHO OT MECTaTa Ha 3acAraHe, a XapakTEPUCTUKaTa Ha 0TroBopa ce
ocHOBaBa Ha kputepuute Ha Southwestern Oncology Group (SWOG). Pesynrarure ca npeACTaBeHH B
Ta6muna 6.

Tabauna 6 Haii—1065p oTrosop oT cpana Ha Tymopa npu npoyusane STIB2222 ('HCT)

Haii-no6sp otroBop Beuukw 103w (n=147)
400 mg (n=73)
600 mg (n=74)
n (%)
ITsnen otrosop 1(0,7)
YacTHYEH OTTOBOD 98 (66,7)
CrabuinHo 3abonsBaHe 23 (15,6)
IIporpecupamio 3abonsBane 18 (12,2)
He moxe 1a 6b1e oleHeH 5(3,4)
Hewnzsecten 2 (1,4)

HsMa pa3nuKy B CTENEHATE HA OTTOBOP MEX/Y ABETE A030BH IPynH. 3HaunTeseH OpOi OT malMeHTH,
KOMTO ¢a ChC cTabmIHO 3a00/1ABaHe 110 BpEME Ha MEK/IMHHHS aHAIM3 NOCTHraT YaCTHYCH OTTOBOD MPH
MO-NPOXBDKHTENHO Niederne (cpeaHo npocneassane 31 mecena). CpeqHOTO BpeMe 0 NOCTUraHe Ha
otrosop e 13 ceamuru (95% CI 12-23). CpennoTo BpeMe 10 HEYCIIEX HA ICYCHHETO IIPH OTTOBOPHIIMTE €
122 ceamvumu (95% CI 106-147), nokaro B obmara nomynamus Ha npoyqsaneto e 84 ceamumm (95% CI
71-109). Cpennara o6ma npexussieMocT He € focTurHara. Onenkara no Kaplan-Meier 3a
npexuBsieMocTTa ciel 36 meceyno npocnenssane € 68%.

IIpu nBe KiMHM4HE OpoyyBanus (npoydsane B2222 u mexayrpynosoro npoyusane S0033) nuesnara
71032 Ha UMaTHHMO e nopumeHna Ha 800 mg NpH NalMEeHTH C IIPOrpecHs Ha 3a00/IABAHETO NPH HUCKH
aHeBHH 1034 0T 400 mg mwim 600 mg. [{uesnara 103a e nosumena Ha 800 mg npu o6mo 108 manuenTH; 6
DaNMEHTH NOCTHTaT YaCTHIEH OTroBOp U 21 cTabunm3npane Ha 3a001SBaHETO CH CJIE/| IOBHIIABAHE HA
mo3ara npu o01ma KIMHAIHA 10n3a oT 26%. Hanugnute nanHu 3a 6e30MacHOCT [10Ka3BaT, 4e
HOBHINABaHETO Ha 03aTa Ha 800 mg JAHEBHO NPH NALMEHTH C TIPOTPECHS NPH HUCKHTE 103K 0T 400 mg
nam 600 mg JHEBHO HeE ce OTpa3sBa Ha MpodHia Ha 6€30MacHOCT Ha UMATHHHO.

KJMaugHY npoyYBaHus npy amoBanTHa Tepanus Ha TUCT

[punokeHreTo Ha UMaTHHUG KaToO aI0BAaHTHA TEPAIHs € IPOYYEHO B MHOTOLICHTPO
IIPOCTIEKTHBHO, Iiane6o konTponupano dasa Il npoyusane (Z9001), Bxmodsamo 7
Bws3pacrra Ha nanuenTuTe Bapupa ot 18 1o 91 roguru. B npoyusaseTo ca BKIIOUE
XUCTONOrHYHO quarnoctuuupad nspeudeH TUCT, IMyHOXHCTOXMMHYHO CKCIIPEC
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'MCT B pamkure Ha 14-70 xau npeau perucrpauusTa. Cnen pesekuusrta Ha mbpsugnus [TUCT
MALMeHTHTE ca PAaHIOMHU3MPaHH B IBE PAMCHA: /1a NoMydasar umatuau6 400 mg/nen win miane6o B
NpPONBIDKEHNE HA €HA TOMHA.

[ILpBHYHa KpaiHa Oen Ha IPOYYBAHETO € NPEeKHUBAEMOCTTa €3 PEIH/INB, ONPECICHa KaTo BpEME OT
JICHS HA PaHAOMM3AIIMATA JI0 JICHA, B KOHTO HACTHIIBA PELIM/IMB Ha 3a0014BaHETO WA CMBPT IOpPajH

HAKAKBa JpyTa NpHIHHA.

WMaTHHEG 3HAYMMO yIbIKaBa npexuBseMoctTa 6e3 peunans, 75% OT nauueHTHTe ca 6e3 peluaus 3a
nepuos oT 38 Mecena B rpynara Ha uMaTHHUO cnipsmo 20 mMecena B rpynarta Ha maue6o (95% CI [30 -
HETOUTEKAIIH Ha OLIEHKa]; ChOTBETHO [ 14 — Henoanexamy Ha oueHkal); (koeduuuent Ha puck = 0,398
[0,259-0,610], p<0,0001). Ha mepBata roxuHa obmiata npexusaeMocT 6e3 penuanB € 3HATMMO [10-BHCOKa
npu umatueub (97,7%) cupsmo mnane6o (82,3%) (p<0,0001). PucksT o penuauB Ha 3a60/s1BaHETO €
peayumpan ¢ npubim3uTenHO 89% B cpaBHeHHe ¢ TIane6o (koedumment Ha pucka = 0,113 [0,049-

0,264]).

PuckbT OT peliauB Ha 3a00J19BaHETO NPH MAIMEHTH CJIE/l ONICPATHBHO JICUYCHHE HA MEPBHYCH THCT ce
OLIEHABA PETPOCIIEKTHBHO Ha 6a3a crienuuTe NPOrHOCTMYHM (PAaKTOPH: TONEMHIHA Ha TYMOPA, MHTOTHYEH
MHJEKC, JIOKAM3amys Ha TyMopa. JJaHHM 33 MHTOTHYEH MHIEKC Ca HaJIMYHK NpH 556 ot 713 intention-to-
treat (ITT) manuentu. Pesynratute ot cybrpynosure anamisu ceriaacHo Hanmonanaure 3paBHU
uucTuTyTH Ha CAIII (United States National Institutes of Health (NIH)) u knacupukanusta Ha pECKa Ha
HHcTHTYTa TI0 maTonorus Ha Bhophkennte cuid (Armed Forces Institute of Pathology (AFIP)) ca
nokazanu B Tabmana 7. B rpymuTe ¢ HUCHK M MHOTO HHCBHK PHCK HE c€ Hab/m01aBaT KIMHWIHH MOJI3H.
[Mons3u He ce HabMIOAABaT | 110 OTHOIICHHE Ha 00IaTa MPeKUBACMOCT.

Ta6auna 7 O6obimenne Ha AHAJIH3UTE HA NPEKHBAEMOCTTA Oe3 penuauB npu npoy4ysanero Z9001,

chbIyIacHo KiacupukanuuTe HAa pucka Ha NIH u AFIP
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Kputepuu | CreneHHa | % Bpoit O6m [Mpexussiemoct 6€3 penUIHB
3a PHCK PHCK naupeHTd | cebutHs/ | koepuument | (%)
Bpoii Ha pHck (95%
nampentn | CI)*
HWmatuand 12 mMecena 24 mecena
b it WmaTnan6 Hmatuau6
naneo CHpAMO CIIPAMO
manedo mianeodo
NIH Hucka 29,5 0/86 Hemognexany | 100 copsmo 100 copamo
CrpsAMO Ha OLICHKa 98,7 95,5
2/90
Cpenna 25,7 4/75 0,59 100 cpsamo 97,8 cipsmo
CIIpAMO (0,17; 2,10) 94,8 89,5
6/78
Bucoka 44,8 21/140 0,29 94,8 cripamo 80,7 cnpsmo
CIIPSIMO (0,18; 0,49) 64,0 46,6
51/127
AFIP Msuoro 20,7 0/52 Hemomnexam | 100 cnpsamo 100 conpsamo
HHCKa COpsAMO Ha OLEHKa 98,1 93,0
2/63
Hucka 25,0 2/70 Henopnexam | 100 copsamo 97.8 copsamo
CIpAMO Ha OLIEHKa 100
0/69 / wﬂ“” 10 40\
Vmepena | 24,6 2/70 0,16 97,9 cnps % '
COpsMO (0,03; 0,70) 90,8 / ;
11/67 (( = | Myt
Bucoka | 29,7 16/84 0,27 98,7 cupsin® \ -f f




CIIPAMO (0,15; 0,48) 56,1 41,5
39/81
* [Tsnen nepuop Ha pocieassane; NE - Henozuiexam Ha OLeHKa

BTOpo MOHOTOLEHTPORO, 0TBOpeHo (aza I1I npoyusane (SSG XVII/AIO) cpasrsBa 12 MeceqHoTo
neuenue ¢ umatuaub 400 mg/nen cpsamo 36 MecedHO JICUECHHE TIPH MAIMEHTH CIIe/l XMpyprudHa
pesexuus sa TUCT c eana oT clieIHATE XapaKTEPHCTHKHA: TYMOPEH AHaMeTsp >5 cm u >5/50 Gpos
MHTO3M Ha noJiera ¢ roismo ysenuuenwue (high power fields [HPF]); wiu tymopen muamersp >10 cmu
KAKBBTO ¥ /1a € Gpoif MUTO3H, MJTH KaKBBTO M /12 € pasmep Ha Tymopa ¢ Gpoii mutosu >10/50 ra HPF, mmm
pynTypa Ha TyMOpa B IEpUTOHeanHaTa Kyxnna. 06mo 397 nanueHTH ca BKIIOYECHH U PaHIOMH3HPaHH B
npoyusanero (199 nanuenTy B 12-MeceqHoTO paMo 1 198 mamuenTH B 36-MECEYHOTO paMo), MejHaHaTa
Ha Bb3pacTTa € 61 rogunn (uHTepsan 22 1o 84 roaunyu). Menuanata Ha BpEMETO Ha MPOCTEAsBaHe € 54
Mmecena (oT garara Ha paHIOMH3AIWM A0 KpaiHaTa aata), obmo 83 Mecena Mex1y IbPBHs PaHAOMU3HPaH
maluueHT U KpaiiHaTa aara.

[TspBHYHa KpaiiHa 11e/1 Ha IPOY4BaHETO ¢ NpekuBAeMocTTa Ge3 permmus (ITBP), nedpunupana ot Bpemero
Ha PaHJOMHM3alKs [0 JaTaTa Ha 10fBa Ha PEIMIHB Ha 3a60/1ABaHETO MK CMBPT NOPAJiH HAKAKBA
NPHYMHA.

Tpunecer u mect (36) MeCe4HOTO JIeYeHHE C IMATHHHO 3HAYMMO y(bJDKABa NPEXKHUBAEMOCTTa 6e3
permaEe crpsMo 12 mecednoTo nedenue ¢ umaTiHUO (¢ 06 Koedurment Ha pucka (HR) = 0,46 [0,32,
0,65], p<0,0001) (Tabmuua 8, @urypa 1).

B nombiHeHHe, TpUAECET U mecT (36) MECEYHOTO JeYeHHE ¢ MMATHHUO 3HA9MMO yIbIDKaBa obmara
npexussemoct (OIT) cipsimo 12 mecednoro negenne ¢ (HR = 0,45 [0,22, 0,89], p=0,0187) (Tabnnua 8,
Durypa 2).

[To-npoasmkATENHOTO NedeHne (>36 Mecena) Moxke a 3a0aBu nosBaTa Ha I1I0-HATATHIICH PEIIHANB,
BBIIPEKH Y€ BIMAHUETO Ha TO3H (pakT BEpXy 00maTa NpeKMBAEMOCT OCTaBa HEACHO.

O6musT 6poi cMBpTHH ciry4dan e 6un 25 B 12-MeceunoTo u 12 B 36-Mece4HOTO TEPaNeBTHIHO paMo.

JleuenueTo ¢ IMaTHHKO B IPOAB/DKEHHE HA 36 Mecela PeRb3X0Xk/a 12-MeceuHOTO JICYCHHE TIPH aHAIH3
ga Ha ITT nonynauusra, T.€. BKJIKOYBAIN] IS7IaTa MOMyJIalys OT NpoydsaHeTo. B mianupas noarpynos
aHANM3 Bb3 OCHOBA Ha BH/A HA MyTauuaTa, koepuuuenTsT Ha prck (HR) 3a npexwussemoct 6e3 perwaus
(TTBP) no Bpeme Ha 36-MeceqHOTO JIEYCHHE NIPH MALMEHTH ¢ MyTauus B ek30H 11 e 6mn 0,35 [95% CI:
0,22, 0,56]. He morar na 6baaT HampaBeHH H3BOIH 110 OTHOIIECHHUE Ha JIPYTHTE MO-PSAKO CPELIaHy IPYIH
MyTaI|H Topaay Mankus 6poit HabmonaBany CrOUTHSL.

Ta6anna 8 12-mecedno H 36-Meceuno jedenne ¢ umatuaud (M3nursane SSGXVIIVAIO)

12-meceqHo 36-meceuHo
TepaneBTHYHO PaMo TEpPANEBTHYHO PaMO
6P % (CI) % (CI)
12 mecena 93,7 (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)
IpexnBaeMOCT
36 mecena 94,0 (89,5-96,7) 96,3 (92,4-98,2)
48 mecena 87,9 (81,1-92,3) 95,6 (91,2-97,8)
60 Mecena 81,7 (73,0-87.8) 92,0 (85,3-95,7)
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s0{ P<0,0001
40| KoedmmuenT ma prck 0,46
(95% CL 0,32-0,65)
301 N Cs6  Illen
204 — 1) MmaTurnd 12 Mecena: 199 84 115
ol (2) UmaTurub 36 Mecena: 198 50 148
||| Illemsypupann nabmoaerms
0

BeposTHOCT 3a npexu BIeMOCT Ge3 petn/ms 8
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IIpexHEBIEMOCT B MeCEITH

H3noxeHH Ha pECK: CHOHTHS
(1) 199:0 1828 177:12 163:25 137:46 105:65 88:72 61:77 4981 3683 27:8¢ 1484 10:84 2:34 034
(2) 198:0 1895 1848 181:11  173:18 152:22 13325 102:29 82:35 5446 39:47 2149 850 0:50

®urypa 2 Ouenxa no Kaplan-Meier ua o6mara npexussiemoct (ITT nonyaamas)

1001
T LE T

] 3
g - Bei i HH-HAH TR
2 80;
- -]
% 709
= 601
]
= 501 P=0.019
-] 40" KoedunueHT Ha pHck 0.45
8 (95% CL. 0.22-0.89)
g 301 N Cp6  Llen
£ 20 — 1) Imarunnd 12 Mecena: 199 25 174
g o] — (O TivarmmnG 36 Mecena: 198 12 186
R |||  Uemsypupann nadmonenna

0-
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0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
MpexuBRemMocT B Meceyun

H310:%eHH Ha pHCcK: CHOHTHA
(1) 199:0 1902 1882 183:6 1768 15610 140:11 105:14 87:18 64:22 46:23 27:25 2025 225 025
(2) 198:0 1960 192:0 1874 1845 1647 1527 119:8 100:8  76:10 56:11 31:11 13112 0:12

HsiMa KOHTPOJIMPaHH KJIMHUYHY U3NUTBAHHA NIPH TIEIHATPHYHY NALMEHTH C c-Kit mo3utiBen TUCT. B 7
nyGaKamiu ce crobmasa 3a 17 nammenta ¢ TUCT (cbe wmm 6e3 Kit u PDGFR myrauun). Bespactra Ha
TE3M NalMeHTH Bapupa ot 8 1o 18 roauny, IMaTHHUO € MpHIarad KakTo KaTo aJlOBaHTHA Tepanusd, Taka H
IPH METACTaTHIHH TYMODH B 71031 B HHTepBana ot 300 1o 800 mg 1HeBHO. l’Ipn TIOBEYETO
neiMaTpUIHNTe NauyeHTH, nekysany 3a TUCT ymncsar JIaHHH, KOUTO /1a OTBbPK/IaBa
PDGFR MyTanus, KO€TO MOXe Ia ZOBE/E A0 NPOTHBOPECYHBH KIIMHUYHH PE3YNITaTH.

Knunuann npoyysanus npu JIOCII

ITposeneno e eano ¢asa I1, 0TBOPEHO, MYATHLEHTPOBO KITHHHIHH POYy4BaHe (Ipoyd
pkmouBamo 12 nanuenra ¢ JJ®CII, nekysanu ¢ umatuuub 800 mg nHeBHO. BB3pactt
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JI®CII sapupa ot 23 mo 75 romunn; [JOCII e 6una meracraTHuHa, TOKAJIHO pEUHAMBHpAa Clel
IBPBOHAYANTHA PE3EKIMOHHA XUPYPrHs H HE CE CUMTa, Y€ M€ Ce MOIa/le Ha M0-HATaThlIHA PE3CKIIHOHHA
XHPYPrHus [10 BpEMe Ha BKIIOUBAHE B IPOYIBaHETO. [IbpBHYHOTO J10KA3aTENCTBO 3a eh)UKACHOCT ce
OCHOBAaBa Ha CTeneHTa Ha o0ekTuBeH oTroBop. Ot 12 BKIIOYMEHH MALMEHTH, 9 OTroBapsT, €MH IIHIHO H 8
gacTHUHO. TPH OT YaCTHYHO OTTOBOPUIIMTE, BIOCTEACTBHE ca ce 0cBOOOIMIM OT 3a00NABaHETO Upe3
XHUpypru4Ho nedenue. CpeaHara NpoABIDKHTETHOCT Ha JIEYEHHUETO B mpoyuBaneTo B2225 e 6,2 meceua, ¢
MaKCHMAaJlHa TPOABIKUTENHOCT 0T 24,3 Mecena. B 5 myGnukyBanu 10Kknana 3a cirydau ca choOIIeHH 6
ponbaHuTenHN nanyenta ¢ JIOCII, nekyBanu ¢ uMatHHUO, KaTO TAXHATA BH3pacT Bapupa oT 18 mecena
1o 49 roauay. Be3pacTHHTE NMalMeHTH, ChoOLICHH B ITyOIMKyBaHaTa JIMTEpaTypa, ca Jekysanu ¢ 400 mg
(4 cnygas) wm 800 mg (1 ciyuait) umatiHuG aHeBHO. IleT (5) nauueHTH OTTOBAPAT, 3 IBIIHO H 2
gactuuHo. Cpe/iHaTa NpoAb/DKUTETHOCT Ha ICYEHHUETO B Iy0OIMKyBaHATA IMTEpaTypa Bapupa Mexiy 4
ceamun 1 nosede o1 20 mecena. TpancmokamusTa t(17:22)[(q22:q13)], win HeHHKUS FreHEH IPOAYKT Ce
HalJ110/1aBa TIPH TIOYTH BCHYKH OTrOBOPHIIM HA JICYCHHETO C HMaTHHUO.

HsiMa KOHTPOJMpaHK KIMHHYHH U3NHTBaHMsA NpH neauatpuyanay namuenty ¢ JJOCIIL B 3 mybaukanmm ce
cboOwana 3a 5 manuenTr ¢ JIOCIT u PDGFR rennu npenapexaanus. Be3pacTra Ha Te3d NAlMEHTH
BapHpa OT HOBOPOZAEHH 10 14 roauuu ¥ MaTHHHG € npunarad B 103a ot 50 mg AHEBHO WK B JI03H B
uaTepBana ot 400 10 520 mg/m? auesHo. [Ipn BCHYKH NALMEHTH € IOCTHIHAT YaCTHYEH H/MITH ITbIIEH
OTTOBOD.

5.2 ®apMakoOKHHETHYHH CBOHCTBA

®apMaKOKMHETHKA HA HMATUHHUO
(dapMaKOKHHETHYHHUTE CBOMCTBA HAa HMAaTHHHUO ca OLICHCHH TIPH J103H, Bapupaiu o1 25 10 1 000 mg.

[Tna3MenuTe (papMaKOKMHETHYHH NPOQUITH Ca aHATM3UPAHU Ha |-BH JIEH M CJIC/ TOBA HJIM Ha 7-MH, HIH
Ha 28-MH JIcH, KOTaTO Ca JIOCTHTHATH CTAalMOHAPHH IUIa3MEHH KOHLIEHTPALMH.

AGcopbums
Cpennara aGcomoTHa 6rHoHATMYHOCT 32 Kancynute ¢ 98%. Cnes nepopanHo NpUIOKEHHE UM ToJsMa

BapHaGHIHOCT MEK/1y NAIMEHTHTE N0 OTHOLIEHHe Ha ruiasmenute HuBa Ha AUC na nmatunu6. [Ipu
IPHEMA C XpaHa C BUCOKO ChAbPXKAHHE HA MA3HHHHM CTENeHTa Ha abcopbuus Ha HMATHHUO HaMansaBa
MHUEMMATHO (11% nonmwkeHHe Ha Crpax ¥ YIBIDKABAHE HA tmax € 1,5 yaca), ¢ nieko nonmxenue va AUC
(7,4%) B cpaBHEHHE ¢ IpHeM Ha rnaaHo. He e u3cnensan ehekThT OT NpeAxokaalla CTOMAllHO-4pEBHA
omepartis BbpXy abcopOuusTa Ha JICKapCTBEHHS TPOIYKT.

Pasnpenenenue
[1o JaHHY OT in Vilro EKCNEPUMEHTH B KIMHHYHO 3HA4UMH KOHLCHTPALMH HA MIMAaTHHHO CBBLP3BAHETO MY

C MIa3MEHUTE OENTHIM € 0K0N0 95%, npeANMHO ¢ anbyMHH U ¢ anda-Kuceaus IIIMKOIPOTEHH U B ManKa
CTCIICH C IHMNIONIPOTEHHH.

buorpanchopmanms

OCHOBHUAT META0OIUT B KpbBOOOpAIllEeHHETO TIPH X0pa € N-AeMETHINPAHO MTHIIEPa3HHOBO IIPOU3BOIHO,
KOETO II0KA3Ba in Vilro aKTHBHOCT, OJIM3Ka 10 Ta3H HA M3XOHOTO BEIIECTBO. Y CTAHOBEHO €, 4¢
nmasmenara AUC uHa to3u merabonut e camo 16% ot AUC 3a nmatnaun®6. Cbp3saneTo Ha N-
JAEMETHIMPaHUs METabOIHT ¢ TNIa3MeHuTe OenTbuy ¢ O1M3Ka 10 Ta3H Ha H3XOJHOTO BELICCTBO.

Wmatuaub u N-1eMEeTHIHPAHHAT META00IHT 3aeIHO NPEICTaB/IABAT OKOJIO 65% OT paIHOAKTHBHOCTTA B
kpbBo0OpBmEenHHeTo (AUC(0 - 48 «)). OcTananarta 4acT oT paHOaKTHBHOCTTA CE Ib/JKH Ha MHOTOODPOIHH
BTOPOCTEINEHH! MCTa0O0IUTH.

In vitro pesynratute nokassar, u¢ CYP3A4 e ocHoBHuAT yosewky P450 uzoensum, kaTanusuparu
6uorpanchopmanus Ha UMaTHHHO. OT Habopa BB3MOXKHH JICKAPCTBEHH NMPOAYKTH 3a CbB

daykonazon (ICso 118 pM) nokasar mHxubHpamo aeicTre BbPXY MeTaboIN3
MOYe Ja HMa KIIMHUYHO 3HAYCHHE.
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JlokasaHo €, ye UMATHHHO B in Vilro yCIOBHA € KOHKYPEHTCH HHXHOMTOP Ha MapKupaiu cybeTpaT 3a
CYP2C9, CYP2D6 u CYP3A4/5. Croitnocture Ha K; B 4oBemkuTe 4epHOAPOOHH MHKPO3OMH Ca
choTBeTHO 27, 7,5 1 7,9 umol/L. MakCHMaTHHTE TIa3MEHH KOHIIEHTPALHKH HA UMaTHHHO npH
nanmesTuTe ca 2 —4 pmol/L, cie10BaTeTHO € Bb3MOXKHO NHXHOMpane Ha Meauupanus ot CYP2D6 w/unu
CYP3A4/5 merabonu3bM Ha CHBMECTHO IIPHEMAHHTE JIEKAPCTBEHH MpoAyKTH. MMaTHHHO He noB/usBa
GuotpanchopmanmsTa Ha S-dryopypanmi, Ho HHXHOMpa MeTabonu3Ma Ha MaKIHTaKCeNl B PE3y/ITaT Ha
KOoHKypeHTHOTO HHXuOupane Ha CYP2C8 (K = 34,7 uM). Ta3u croitnoct Ha K e naned no-eucoka or
OYaKBaHMTE IIa3MEHH HUBA HA HMATHHHO TPHU MAIKMCHTH, TaKa 9e HE Ce 0YaKBa B3aMMOJCHCTBHE NMPH
CBBMECTHOTO MY TIPHIIOKEHHUE ¢ S-QayopoypaLui WK TTaKIHTaKCeL.

EnnMunmpane

Bb3 0cHOBaBa Ha JAHHMTE 33 OT/IEJSHE HA ChEIMHEHHETO(sATA) ClIe/] IepopaieH PUEM Ha J1o3a OensizaH ¢
14C umaTunnb, npubmusuTento 81% ot n03aTa B paMKHTE Ha 7 THHM ce oT/1ens BB (eueca (68% ot
no3sara) u ypunata (13% ot nosara). HemeraGomm3npanusaT uMaTHHHO cheTaBisiBa okono 25% ot nosara
(5% B ypuHara, 20% BBB (eneca), ocTaHaNaTa 4acT ce MeTabomM3Hpa.

ITnasmena hapMakOKHHETHKa

TTpocneasiBaHETO Cle NepopaIHO MPHIIOKEHHE NIPH 3/paBH 106POBOJIIH MOKa3Ba, Ye ty, €
npubausuTenHo 18 4. ¥ TOBa NpeAnonara, Ye MPHEMAHETO MY BEIHBXK JHEBHO ¢ npaBuiHo. [loBuieHneTo
B cpenrata AUC ¢ yBennuaBaHe Ha /103aTa € JIMHEHHO M MPOTIOpIMOHanHO B HTepBana 25 — 1 000 mg
uMaTHHUG cre nepopaiHo npunokenue. Hima HuKakBa IpOMsAHA B KHHETHKATa HA MMAaTHHHO NIpH
MHOTOKPATHO NPUJIOKEHHE, KaTO KyMy/IMpaHeTo My ¢ 1,5 —2,5 mbTH 1oBeve MpH CTALMOHAPHH TUTa3MEHH
KOHLIEHTPALIMH TPH IIPUEM BEIHBK JTHEBHO.

®apmakokuseTrKa npy nauuent ¢ THCT

[pu nanmentn ¢ TUCT cranuoHapHaTa IUIa3MeHa KOHIEHTPAIKA € 1,5 MbTH M0-BHCOKA B CPaBHEHHE C
Habmonasanara npu nannentd ¢ XMJI cse chimara qo3uposka (400 mg queBHo). Jlanuure or
NpeaBapUTE/IHAS TOMyIaluoseH hapMakokuHeTHieH ananus npu nauentu ¢ TUCT nokassar, 4e Tpu
npomerueH (anbymus, neskomnta (WBC) i 6unupy6un) MMaT CTaTUCTHYECKH 3HAYHMa BPb3Ka C
(apmakokuHeTnKaTa Ha mMatuaub. Hamanenure croiiHocTH Ha anbymuHa NpeU3BUKBAT NOHHKEHHE HA
kmupbaca (CL/f), a mo-sucokure Husa Ha WBC Bozat no nonwkerne Ha CL/f. Benpexu ToBa T€31 JaHHM
HE ca I0CTaTh4HO M3SBEHH, 3a J1a JOBEJIAT JI0 MPOMAHA HA A03aTa. B Tasu rpyna oT nalueHTH HAJIMYHETO
Ha 9epHO/POOHH METAacTa3M ¢ BH3MOXHO JIa IOBE/E A0 YepHOAPOOHA HENOCTATHYHOCT ¥ IIOHIDKABAHE Ha
Metabomm3ma.

IMonynanuonsa GapMakKOKMHETHKA

JlagHUTE OT NONyNanHoHHKUs (apMaKOKHHETHYCH aHamu3 npu nauueHTH ¢ XMJI nokassar, 4e Bb3pactra
OKa3Ba MaTbK eekT BpXy 06eMa Ha pasnpenenenue (12% noBuIIeHHe NPH MAIIMEHTH > 65 rOIMHH).
Ta3u NpoMsHA HE ce MpUeMa 3a KITHHHYHO 3HaynMa. EQEeKTET Ha TENEeCHOTO TEIVI0 BhpPXY KIHPBHCA Ha
MMAaTHHHO € TAKBB, Y€ 3a MAIMEHT C TeaeCcHo Tero 50 Kg cpeIHUAT KIHPBHC ce 0uaKkBa Aa Obie

8,5 L/uac, noxato npu mamuentT ¢ tenecHo terno 100 kg ce ouaksa aa ce nopunm o 11,8 L/gac. Tesu
MPOMEHM HE CE CMATAT 3a J0CTAThYHO OCHOBAHHMC, 3a JIa C€ KOPUIHpA J103aTa B 3aBUCHMOCT OT TEJICCHOTO
terno. [TonsT HAMA BIMsSHME BbPXY KHHCTHKATa HA MMATHHHO.

DapMaKOKHHETHKA IPH Jclia
KakTo rmpH BB3pacTHH NALMEHTH, TaKa H MPH MAIHEHTH B JICTCKa Bb3pacT umaTHHHO ce abcopbupa 6bp30

cIlej| IepopalieH pueM B poyuBanus ot da3za 1 u dasa I1. Jlosure npu aena ot 260 u 340 mg/m*/nen
BOJAT 10 CHIIATa EKCIO3MIHA, KaKTO ChOTBETHO Mo3uTe 0T 400 mg 1 600 mg npu Bb3pacTHH MALHEHTH.
Cpasrsiraneto Ha AUC(o - 24) Ha 8-us1 1 1-1s eH npu 1034 oT 340 mg/m?/zien mokassa 1,7 meTu no-
BHCOKO HATPYIIBAaHE Ha JICKAPCTBEHHUS IIPOAYKT CJIe/I TOBTOPHO €THOKPATHO JHCBHO MPHIIOKCHHE.

uMaTHHHO), KIMPHHCHT HA MMAaTHHHO ce yBeIHYaBa ¢ yBEIMYaBaHC Ha TeecHaTa
KOpHMIHpaHe 3a edeKTa Ha TeJleCHaTa OBBPXHOCT OCTaHAIMTE AEMOrpad)CKu MOKa
TENECHO TCIJIO M HHJIEKC Ha TEIECHA Maca HAMAT KIHHUYHO 3HAYMM €(EKT BBPXY ¢
MMaTHHMO. AHATM3BT OTBHPKIABA, Y€ CKCIIO3HIHATA HA IMATHHHO [IpH MeHaTp

< -“ h I
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nonygasamy 260 mg/m® BenHbxk aHeBHO (6e3 na ce npeeumasar 400 mg BeHBK THEBHO) HIIH
340 mg/m? Benubxk aHEBO (O3 ma ce npesnmarat 600 mg BEIHEXK THEBHO) € MOI00HA Ha Ta3u NPH
BB3PACTHH MAIMEHTH, KOUTO Tomy4aBaT MMaTHHUO 400 mg niu 600 mg BeAHBK THEBHO.

Hapyiena opransa ¢hyHK

WmaTuHKO K HeroBuTe METabOMNTH HE Ce OTACIAT B 3HAUMTENIHA cTeneH npe3 6n6penute. [lanuenture ¢
JIEKO 10 YMEPEHO HapyleHne Ha 6bOpedHaTa GpyHKUMS MOKA3BaT M0-BUCOKA IJ1a3MEHA EKCIIO3HIIHS,
OTKOJIKOTO MalMeHTHTE ¢ HopManHa 6b0peuna dynkums. [Topumernero e mpubmasurenso 1,5 no 2 nbTH,
CHOTBETCTBAIIO Ha |,5-kpaTHO yBenHucHHE Ha masmenus AGP, kbM KoHTO HMAaTHHHUO ce CBHp3Ba B
ronsaMa creneH. KIMphHCHT Ha CBOGOHIA MMATHHHO € BepOosTHO Mo06eH NpH nauueHTH ¢ 660peuHo
HapylIeHHe ¥ Te3u ¢ HopManHa 6b0peyna GyHKIH, Thil KaTo 6BOpeyHaTa EKCKPELMS MPEeCTaBIsABA CaMO
MalTbK LT Ha CIMMHHMPaHe Ha MMAaTHHHO (BXK. ToukH 4.2 1 4.4).

BrIpeky ye pe3yaTaTuTe oT (JapMaKOKHHETHYHHUS aHAIN3 TI0Ka3BaT ChIICCTBYBAHETO HA 3HAUMMO
HHIMBHIYaTHO BapHPaHE, CPEIHATA EKCIIO3UIIMA Ha MMaTHHUO HE Ce TIOBHIIABA IIPH NAIMEHTH C
PA3THYHHM 110 CTENCH HAPYIIEHUs Ha YePHOPOOHaTa (yHKIHS B CPABHEHHC C MAIMEHTH ¢ HOPMATHA
yepHOpoGHa QyHKImMs (BXK. ToukH 4.2, 4.4 1 4.8).

5.3 IlpeaxkJHHHYHH AaHHH 32 6e30MacHOCT

[penxknuHUYHAAT TPOGUI Ha GE30MaCHOCT Ha MMAaTHHHUO € OLIEHEH IIPH MIIBX0BE, Ky4yeTaTa, MaiiMyHH U
3aIm.

[IpoyuBaHHATA 32 TOKCHYHOCT NMPH MHOTOKPATHO MPHIIOKEHHE MIOKa3BaT JIEKH 10 YMCPECHH
XEMaTOJIOTMYHH IPOMEHH IPH IUTBXOBE, KyHdeTa H MaHMYyHH, CBIIPOBOJCHH ¢ IPOMEHH B KOCTHHSI MO3BK
TIpH IUTBXOBE M Ky4eTa.

YepuusT Apo0 € NpHIeTHUS OPraH MPH MITbX0BE U Kydera. [Ipu nsara Bujia ce HabIOAaBaT KU 110
YMEPEHHM MMOBHILIEHHs HAa HUBATa HAa TPAHCAMHMHA3MTE U JIEKO NOHIKEHHE Ha X0IECTEPOIIa,
TpUrIHLepuanTe, 00mms 6enTbk U andymuna. B uepen apo6 Ha mILX0BE HE €€ OTKpHBAT
XHMCTONATOJOrMYHH npoMeHH. Texka yepHOAPOOHA TOKCHYHOCT € HabJo1aBana Clie/l ABYCEAMHYHO
TPETHPAHE Ha KydeTa, KATO Bh3HHUKBA [I0BUIIABAHE HA YEPHOAPOOHUTE EH3MMHM, HEKPO3a Ha
XEMaTOLMTHTE, HEKPO3a M XUIIEPIUIa3Hs HA XKITBUHHUTE IIbTHIIA.

[Tpy MalMyHH, TPETHPAHH B IPONBIDKCHHE Ha 2 CeIMMIM, ce Habmonapa OpOpeYHa TOKCHYHOCT,
u3passBala ce ¢ GokalHa MUHEpanU3auys 1 IaTaius Ha GbOpeunnTe kaHamdeTa U TyOynHa Hedposa.
TIpy HSKOW OT T€3U )KMBOTHH € YCTAHOBEHO MOBHIIABAHE HA CEPYMHHTE ypes M KpeaTnHuna, B 13-
CCIMMYHO IMPOYYBaHE HA IUTBXOBE CE Ha6n}0)1aBa XHIEPIUIa3uAa Ha NPEXOaHHs €IIUTCI B 636peqHaTa
nanuiIa ¥ Ha MTHKOYHHS MEXyp npy 103u > 6 mg/kg 6e3 npoMeHH B CEPYMHHTE ¥ YPHHHHUTC ITapaMeTpH.
[Ipy XpOHUYHO TPHJIAraHe Ha MMaTHHUO ce Hab/II0/1aBa MOBUILIEHA YECTOTA HA ONIOPTIOHHCTHIHHTE
HHPEKITMH.

B enno 39-ceqMuuHO POYYBaHE MPH MalMYyHH € yCTaHOBCHO HHBO Ha JIMIICA HA HEXKENaHH PeaklUuH MpH
Haii-HHUCKaTa 1032 oT 15 mg/kg, koeTo ¢ MpUOIM3HTEIHO €[HA TPETA OT MAKCHMATHATA /1033 IIPH Xopa OT
800 mg criopes MOBBLPXHOCTTA Ha TANOTO. JIeueHHeTo BoH 10 BJIONIABAHE HA HOPMAITHO TIOTHCHATHTE
MallapuiHHU UHQEKIUH MTPH TE3H XKUBOTHH.

Hmatuuu6 He MoKa3Ba JaHHHM 3a TEHOTOKCHYHOCT TIPH M3CJICABAHETO MY in vifro BbpXy OakTepuaiHa
KICTHYHA Ky/ITypa (TecT Ha Ames), in Vifro BBPXY KIeTb4YHA KyNTypa o1 Go3aiHuim (mumdom npH

MHIIIKH) H in Vivo TIPY MEKPOHYKJICapeH TecT IpH ITbXoBe. [lonoxuTenHy reHOTOKCHYHHE €PEKTH 32
KJIaCTOTOKCHYHOCT (XpOMO30MHH abepauuu) mpH uMaTHHUO ce HabmoaaBar in vitro BbpXy 4Ha

HPOJYKT, JaBaT HOJOKHTENIEH TECT Ha Ames 3a MyTauui. EXMHUAT OT Te31 MeXA
TO3UTUBHPA CHIIO TaKa NpH npobara OT MUIIM THMPOM.
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B npoyusase 3a u3cieBaHe Ha IUIOJOBUTOCTTA IIPU MBXXKH ILThXOBE, TPETHPaHH B MPOABIDKeHHE Ha 70
JHHA Tpeau YudToCBaHeTo, ce HabI0naBa HaMaJIBAHE HA TETNIOTO HA TECTUCHUTE M eNUIUIUMHUTE H
MPOLIEHTA Ha MOABIKHATE CIIEPMaTO30MAHN NpH 103a oT 60 mg/Kg, KOATO € MPUOIH3NTETHO paBHa Ha
MaKCHMaJHaTa KiuHAgHa 1o3a ot 800 mg/kg, 6azupana cipsAMo MOBBPXHOCTTA Ha TANOTO. ToBa He ce
Habmoaasa npu 103a < 20 mg/kg. Peaykuus Ha criepMaToreHesara B JICKa 10 yMEpeHa CTeleH ce
Habmoasa ¥ MpH Ky4eTo npH nepopanHa no3a > 30 mg/kg. [py KeHCKH UTBX0BE, KOUTO Ca TPETHPAHH C
NeKapcTBOTO OT 14 uu npeayn yundTocBaHeTO 10 6-THSA IeCTAlMOHEH NeH, He ce Habmonasa edekT BbpXy
KOIyJIaTHBHATA CIIOCOOHOCT WK BBPXY Opos Ha OpeMeHHHTE sxkeHckH. [Ipu n03a ot 60 mg/kg keHCKuTe
IUIEXOBE MMAT 3HAYMTENIHA IIOCTUMILIAHTaINOHHA (eTanHa 3aryba H HamaneHne Ha Opos Ha XMBHTE
mioose. Tosa He ce Habmomasa npu 1034 < 20 mg/kg.

B npoyuBaHe 3a BIHAHHETO HA NEPOPATHHUS IPHEM BbPXY IPe- ¥ MOCTHATAIHOTO Pa3BUTHE IIPH IUILXOBE
CE OMMCBAT BATHHAIIHK KPbBOTEYEHHSA B Tpynarta ¢ no3a ot 45 mg/kg/nen win Ha 14-Tvs, WM Ha 15-Tust
recrandoHeH JeH. [pu crpmara 103a 6posAT Ha MBPTBOPOJCHUTE IUTHXYETA, KAKTO U HA MOYHHAIIMTE
mexay 0-Bus ¥ 4-THs [eH crie]| pax</JIaHeTo, e nmosumeH. [1pu nokonenue Fi npy CHIIOTO 1030BO HHBO
CPEIHOTO TE/JACCHO TETTIO € MOHIKCHO OT PAKIAHETO 10 CMBbPTTA HA KMBOTHUTE M OPOAT Ha
HOBOPOJIEHHTE, JOCTHTALlK KPHTEPHH 3a OTJENSIHE Ha MPenyuyMa, € JIeKo NoHwKeH. depTriHaTa
cnocobHocT Ha nokosieHue F| He e 3acernara, Ho ce 3a0eis3Ba, 4e ¢ IoBHIICH OpoAT Ha pe3opOuuu u ¢
HaMalleH GposT Ha ku3HecrnocoOHuTe wionoBe npu 45mg/kg/nen. Hupoto 6¢3 nabnonasan edekr
(HBHE) kakTo 3a malikuTe, Taka H 3a nokonenue Fi e 15 mg/kg/nen (eqna 4eTBbpT OT MaKCHMaHaTa
n103a 3a xopa ot 800 mg).

HmaTtiHub € TepaToOreHeH 3a ILIbXOBE, KOraTo ce NpuJiara o BpeMe Ha OpraHoreHesara B 1034 =

100 mg/kg, kouTo ca MPHOIM3UTEIHO PaBHN Ha MAKCHMAaJTHAaTa KIIMHMYHA 1o3a oT 800 mg/neH, oTHeceHa
KbM NOBBPXHOCTTA Ha TsU10T0. Tepatorenuute edekTn ce M3pas3asat B ek3eHuedanua win enuedanouene,
NHTICBAIIM/PeTyMpaHi (GPOHTAIHH ¥ JIMIICBAIIH MapHeTaaHH KocTH. Te3n edekTn He ce HabmoaBar npH
no3u < 30 mg/kg.

B npoyuBaHe 3a TOKCHYHOCT 3a Pa3BHTHETO NpH Maaau rurbxose (eH 10 no 70 cnen paxaaseTo) He ca
YCTAHOBCHH HOBH NPHLICJIHY OPraHH, KaTO €& UMAT [PE/IBU/L I03HATHTE IPHULEIHM OPraHH IIPH Bb3PacTHH
MIBX0BE. B TOKCMKOIOTHYHO MPOYYBaHe MPH MJIAH TIHX0BE, €PEKTH 110 OTHONIEHHE Ha PacTexka,
3a6aBeHO BArMHAJIHO OTBApsHE M pa3jie/isiHe Ha npenyluyMa ca HabmonaBanu npu npubnusurento 0,3 o
2 IBTH HaJl CPE/IHATA TIEMaTPHYHA eKCIIO3UIMS IPH Hal-BHCOKATa MPETOpPBhUNTENHA 1032 0T 340 mg/m?,
OcBeH ToBa € HabaK0JaBaHa CMBbPTHOCT IIPH MJIaH XKHBOTHH (B II€pHOJA Ha OTOMBaHE) NPH
npuGAM3UTEIHO 2 ITHTH HaJl CPeHATA NCAMATPHYHA CKCIIO3HIIMS [IPH Hal-BUCOKATA IPEIOPBYUTE/IHA
no3a ot 340 mg/m’.

IIpy 2-roJMIIHOTO MPOYYBAHE 32 KAHLICPOTCHHOCT IIPH TUTHX0BE MPHIIOKECHHETO HA UMATUHHO B 1034 OT
15, 30 u 60 mg/kg/nes Boau 10 CTATHCTHYECKH 3HAYMMO NOHMKECHHE HA IPOJB/DKUTETHOCTTA Ha XKUBOTA
Ha MBKKHMTE )KHBOTHH TIpH 10301 0T 60 mg/kg/neu u Ha xenckure npu no3u >30 mg/kg/nen.
XHCTOMATONOTHYHATA OLIEHKA Ha eK3UTHPAJIATE KMBOTHH N0Ka3Ba KapAHMOMUONaTHs (J1BaTa 1ona),
XPOHMYHA [IPOrPECHBHA HeponaThs (KEHCKM MHAMBH/IM) M NAINKIOMM Ha NIPEITYLMYMHATA XkKJ1e3a KaTo
I7IaBHA MPUYMHHM 332 CMBPT HIH OCHOBAHHMA 3a JIETAEH W3XO0/l Ha JXUBOTHHTE. TapreTHH OpraH 3a
HCOIUIACTHYHM IIPOMCHH ca ObOpeLmTe, IMKOYHNSA MEXYP, YPETpaTa, IPENyLHyMHATa H KIMTOpHATA
*Je3a, ThHKOTO 9€PBO, OKONOIIHTORHIHHUTE JKIIe3H, HaI0bOPCUHHTE JKIIC3H M HEXKIIC3UCTATa JacT Ha
cToMaxa.

ITanunom/kKapuMHOM Ha TIPENyLHyMHATa/KIHTOPHATA XJie3a ce Habmonasa npu no3u ot 30 mg/kg/nex,
K0eTo npejcTapisiBa npubimsutento 0,5 wm 0,3 mbTH JHEBHATA EKCIIO3MIMSA [IPH XOpa (Bb3 OCHOBA Ha
AUC) npu crotBetHO 400 mg/ned wmn 800 mg/nen u 0,4 mbTH JHEBHATA SKCTIO3HMIINSA TIPH feia (Bb3

ocnopa Ha AUC) npu 340 mg/m?/nen. Husoro Ge3 nabmonasan epext (HBHE) e 15 mg/kg/,

2
BrOpedeH aneHOM/KapLUMHOM, IIANHIIOM Ha TKOTHHS MEXYP U YPCTPATa, a/ICHOKapIMHON Ha WBHEQTO:
9EepB0, aJIEHOMH Ha OKOJIOMIMTOBHAHHTE XIIE3H, T0OPOKaYeCTBEHH M 37I0KaYECTBEHH 'T'ymoﬁ;;.{\ 1

Ha HaGBOPEUHHTE HKIIE3H M NANHIOMM/KAPLMHOMM HA HEXIIE3UCTATa JacT Ha CTOMAXaLCa/§/¢
npH 103a ot 60 mg/kg/neH, KOeTo npeAcTaB/aBa NpUOIM3uTenHo 1,7 wim 1 obT AHe H?_r M&bl%lm
npu xopa (83 ocnosa Ha AUC) npu ceotBeTHO 400 mg/aen umn 800 mg/nen u 1,2 e !

:-\\ F"t’\‘.‘? mah (A =
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eKcno3umus npu aena (8b3 ocaosa va AUC) npu 340 mg/m?*/nen. Husoto 6e3 Habmonasan edexr HBHE)
e 30 mg/kg/nen.

Bce omie He ca M3sACHEHH MEXaHM3MbBT M 3HAYEHHUETO IIPH XOpa Ha TE3H HaXOJKH OT IIPOy4YBaHHATA 33
KaHLEPOreHHOCTTA IIPH IUTEXO0BE.

HeHeonnacTHYHH JI€3UH, HEYCTAHOBEHH B MO-PAHHUTE MPEIKIMHHYHY IPOYYBaHHs, Ca
CHPACYHOCHIOBATA CHCTEMA, TTAHKPEAChT, CHAOKPMHHUTE OpraHH U 30MTe. Haii-BaxHuTe IpoMeHn
BKJIOYBAT CHpPACYHA XHNEPTPobHs H AUIAaTALHs, BOJICIIH J0 MPH3HAIM HA ChPAEYHA HEAOCTATHYHOCT
TIPH HAKOH JKHUBOTHH.

AKTHBHOTO BEIIECTBO UMATHHHO MOKa3Ba EKONIOTHYEH PHCK 338 CEAHMEHTHH OpPraHHU3MH.

6. PAPMAIIEBTUYHH JJIAHHHA

6.1 CnHcbK HA IOMOLIHHATE BelleCTBA

[TenHEX Ha KancyJjara
Kpocnosuznon (tum A)
JlakTo3a MoHOXHIpPAT
Marnesues creapat

OOBHMBKaA Ha Kancysiara
Kenatnu

Xwnr xenesen okcun (E172)

Turanos gquoxcun (E171)

Yepren xenezen okcuna (E172)

6.2 HechBMecTHMOCTH

Henpuinoxumo.

6.3 Cpok Ha rogHocT

30 meceua.

6.4 CpoenuaiHH YC/I0BHA HA ChXpPaHeHHe
Jla ce cpxpanssa noa 30 °C.

6.5 Buaum chabpiKaHHe HA ONAKOBKATA

Biucrep ot PA-anymunnmit/PVC//anymunnii.
Onaxkosku, ceabpikaum 30, 60, 100, 120 wam 180 TBEpAM Kancy..

He Bcuuky BHIOBE ONMAKOBKHM MOrart aa Obaat MmycHaTH Ha rasapa.
6.6. CnenmajHu NpeAna3sH MePKH NPH H3XBbLPJIsiHE

Heuznon3saHusr JICKApCTBEH MPOAYKT WIH OTNAABbYHUTC MAaTCPHAITH OT HETO 'I'pﬂﬁBa Ja ce
CBOTBETCTBHE C MECTHHTC H3HCKBAHHA.

7. TPHUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Adamed Pharma S.A.
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Pienkow, ul. M. Adamkiewicza 6A
05-152 Czosnow
TTommia

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Per. Ne 20130231

9, JIATA HA IIBPBO PASPEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mppBO paspemasase: 22 1o 2013 r.

Jlata Ha nocieaHo nogHossiBane: 19 cenremspu 2019 T.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
07/2022
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