KPATKA XAPAKTEPHCTHKA HA IPOJAYKTA



1. HUME HA JJEKAPCTBEHHUS ITPOAYKT

Jlazatuan6 Mapmaagaiic 20 mg punvupanu TadieTku yg alo v /7 C7/ $J, / J é/ % }/ BJ’/ 3 A
o A i p

Dasatinib Pharmadvice 20 mg film-coated tablets gg/ yv / 3 6067 s

24 02, 2001

Nazatuau6 @apmaasaiic 50 mg dunmupanu TabneTku
Dasatinib Pharmadvice 50 mg film-coated tablets

Jazarunu6 ®apmaagaiic 70 mg guamupany TabieTku
Dasatinib Pharmadvice 70 mg film-coated tablets

Jlasatunu6 ®apmangaiic 80 mg huamupanu TabneTku
Dasatinib Pharmadvice 80 mg film-coated tablets

Jlazatuuu® dapmaasaiic 100 mg punmmupann TabneTku
Dasatinib Pharmadvice 100 mg film-coated tablets

Jazarunu® @apmanpaiic 140 mg ¢puamupanu tabierku
Dasatinib Pharmadvice 140 mg film-coated tablets

2. KAYECTBEH U KOJIHUECTBEH CbCTAB

Jazatunn® ®apmaagaiic 20 mg duamMupaHu TabIETKH

Besika dunmupana tabieTka chabpxka 20 mg gazaThHuO (dasatinib) (kato Ge3BozeH na3aTHHUG).
IloMowHo 6ewecmseo ¢ u36ecmuo Oeucmaue
Beska punmupana TabneTka cbabpika 27 mg 1akTo3a MOHOXH/PAT.

Jazarunu6 ®apmangaiic 50 mg huimMupaHn TabNneTKH

Besika ¢unmupana Tabnetka chabpika 50 mg aasatuHn® (dasatinib) (kato Ge3BoaeH na3aTHHUO).
Homowno eeugecmso ¢ uzsecmuo delicmeue
Beska ¢punmupana tabierka chabpka 67,5 mg 1akTo3a MOHOXHIPAT.

Jazarunu6 @apmaasaiic 70 mg dunmupany TadbaeTKu

Besika dunmupana TabneTka chabpka 70 mg nasatuinG (dasatinib) (kato GessosieH /1a3aTHHHO).
Homowno eewgecmso ¢ u36ecmuo delcmsue

Bcesika punmupana Tabierka chabpka 94,5 mg 1akTo3a MOHOXHAPAT.

Tazarunaub apmansaiic 80 mg puamupanu TabaeTky

Beska duimupana Tabierka cbabpika 80 mg aazatuHu® (dasatinib) (kato Ge3BoaeH nazaTnHuO).
IMomowno 6ewecmso ¢ uz36ecmuo oelcmeue

Beaka dunMupana tabnerka cbhabpka 108 mg nakTo3a MOHOXHApAT.

Jlazatunu6 @apmanpaiic 100 mg dunmupanu TabieTky

Besika (puamupana tabnetka cbabpika 100 mg aasatuHn® (dasatinib) (kaTo Ge3B0eH Aa3aTHHKO).
Iomowno éeujecmso ¢ u3gecmuo deticmeue

Beska punmupana tabierka chabpka 135,00 mg 1akTo3a MOHOXHApAT.

Jazatunu® @apmansaiic 140 mg gpunvupany TabneTku

Besika dunmupana Tabnetka cbabpka 140 mg 1azatuHHG (dasatinib) (xato Ge3BoaeH na3aTHHKO).
IloMOWHO Geyecmaso ¢ U3BeCnHO OeUCMBUe

Beska dunmupana Tabnerka cbabpika 189 mg nakroza MOHOXHAPAT.




Topa nexkapcTBo chabprka no-manko or 1 mmol narpuii (23 mg) Ha Tabnerka, T.e. MOKE J1a Ce KaKe,
4e MPaKTHYECKH HE ChABPIKA HATPHH.

3a NbJIHMSA CIIMCHK Ha TMOMOLIIHUTE BeLIECTBa BUIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana tabnerka

Hazatunn6 ®apmaapaiic 20 mg dbunMupanu TabaeTku
Benu 1o nouru Gemu, kpurii ¢ auamersp 5,6 mm, obBuTH Tabnerku ¢ BANBOHATO penedHoO
o3nayenue "DAS" or enHara crpana u "20" oT apyrara.

Hazatunu® ®apmansaiic 50 mg gpunmupanu tabiaerku

benu no nourn Genu, oBannu ¢ pasmep 5,7 x 10,6 mm, 0GBuUTH TabneTku ¢ BATBOHATO penedHo
osHaueHue "DAS" ot eqnara ctpana v "50" ot apyrara.

Hazatunu® Papmansaiic 70 mg duamupanu tabnerku
Benu no nouru Genu, kperiv ¢ auamersp 8,7 mm, o6ButH Tabnerku ¢ BAIBOHATO penedHo
osHaueHue "DAS" ot enHata ctpana u "70" oT apyrara.

Hazatunu6 @apmansaiic 80 mg duamupanu TabneTku
Benu 1o nourn Genu, TpubrbiaHuM ¢ pasmep 9,9 x 10,2 mm, o6BuTH TabneTku ¢ BIbOHATO penedHo
oszHadeHue "DAS" ot ennara ctpana u "80" ot apyrara.

Hazarunub ®apmaapaiic 100 mg gunmupanu rabierku
Benu 10 nouty Genwu, osasiHu ¢ pasmep 7,1 x 14,5 mm, obeutu Tabnerku ¢ BuTEOHaTO penedHoO
ozHaueHue "DAS" ot eanara ctpana u "100" ot apyrara.

Hazatunnb ®apmaneaiic 140 mg duamupanu Tabnetku
benn o moutu Genw, kpbrin ¢ auamersp 11 mm, ob6BuTH Tabnetku ¢ BIILOHATO penedHO
o3HaueHue "DAS" ot eqHara cTpaHa u "140" ot apyrara.

4. K/IMHUYHH JAHHH
4.1 TepaneBTH4YHH NOKAZAHHSA

Jazatunn6 dapMajpaiic e nokasaH 3a JieueHre Ha Bb3pacTHH nauueHTH ¢ Ph+ octpa numdobnactHa
neskeMus (OJ1JI) ¢ pe3ucTeHTHOCT W/IM HEMOHOCUMOCT KbM [PEIUILHOTO JIEHEHHE.

Jlazatuun®  Qapmansalic e nokazaH 3a  JledeHHe Ha  MeAMaTPHYHM  MalMeHTH ¢
HoBoauarHoctuuupada Ph+ OJ1J1 B komOuHauus ¢ XuMuoTepanus.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

Jlewenuero TpﬂﬁBa na Obae 3arno4yHaTo ot JIeKap ¢ ONMT B AHArHo3ara M JIEYCHUETO Ha MalKHueHTH C
JICBKEMHA.

&0311 POBKa

Buvapacmuu nayuenmu

[NpenopbunTennaTa HauaaHa a03a 3a Ph+ OJ1J1 e 140 mg Beaubk AHEBHO (BK. ToUKa 4.4).

Heduampuuna nonynayus (Ph+ OJI/T) ‘ S0 ;



HozuposkaTa npy Jeua v roHowM e Ha 6aza TenecHo terio (k. Tabnuua 1). Jasatunub ce npuiara
repopaiHO BeAHBK AHeBHO noa (opmara Ha [aszatuau® dapmansaiic punmMupany TabneTky WM
Ja3aTHHHO mpax 3a MepopaiHa CyCneH3us (BiK. KpaTkaTa XapaKTepUCTHKa Ha MpPOJAYKTa Ha
SPRYCEL npax 3a nepopanna cycnensus). [losara TpsOBa 1a ce npen3vmc/isBa BCEKH 3 MeceLa HilH
No-4ecTo, ako e HeoOXoauMo, Ha Ga3a nmpoMsHa B TenecHoTO Terjo. TabnetHara gopma He ce
npenopbyea 3a nauueHTy ¢ rerno noa 10 kg; npu Te3u nauueHTH TpAOBa 4a ce W3MOJ3Ba Ipax 3a
MepopaiHa cycreH3us. YBeluuaBaHe WIIM HaMaslgBaHe Ha [03ara ce Ipernope4ysBa Bb3 OCHOBA Ha
MOBAMSBAHETO HA MALMEHTA U NOHOCUMOCTTA. JluncBa onuT ¢ ynorpedara Ha na3aTHHUO NpH aeua
Ha Bb3pacT noj | roauHa.

Hazaruuu® dapmanpaiic Gunmupanu tabneTky U 1azaTHHUO Npax 3a nepopaiHa CyCcrneH3us He ca
froekBHBaneHTHH. [lalMeHTHTE, KOMTO ca CrnocoOHM Ja Mperyabliar TabNeTKH W JKenadT na
MpeMHHAT OT Ja3aTHHUO mNpax 3a nepopanHa cycnensus kbM Jlasatuau6 dapmanpaiic TabneTkH,
WITH NALIMEHTH, KOMTO HE MOTAT /1 NPeribLyaT TabJIeTKH 1 KOMTO JKeJIasT Ja NPeMUHAT OT TabIeTKH
KbM MepPOopaHa CyCNeH3Ms, MOTaT /1a o HaMpaBsT, CTHra Jla ce Cra3BaT NPenopbKHUTE 3a NpHijiaraHe
3a ChbOTBETHATA JieKapcTBeHa (opma.

[lpenopbuKTenHaTa HauaaHa [HeBHa Ao3MpoBka 3a [lazarunu® apmajsaiic TabneTku npu

nejMaTpHYHM NauMeHTH e npeacraseHa B Tabauua 1.

Tabauna 1:  JosupoBka 3a [dazatnuué Papmaapaiic TabjeTkH npH nNeAHATPHYHH
nauuedtu ¢ Ph+ OJLJI

Tenecuo rerno (kg)* JIHeBHa K03a (mg)
10 no no-manko ot 20 kg 40 mg
20 no no-masnko ot 30 kg 60 mg
30 no no-manko ot 45 kg 70 mg
Hal-manko 45 kg 100 mg

3 TabnerHara opma He ce npenopbyBa 3a nauueHTH ¢ Tersio noa 10 kg; npy Te3u nauMeHTH TpadBa
[ C€ W3MO0M3Ba Mpax 3a nepopajiHa CycrneH3Hs.

HﬂOObﬂ()lCHmeJIHOC!H Hd IeYeHuemo

B KIMHWYHKM M3MIMTBAHWS NevyeHHeTo ¢ aasatiHud npu Be3pactHu ¢ Ph+ OJIJI e npoabmkuio no
nporpecHsTa Ha 3a001BaHETO WK J10 MOSBATA HA HEMOHOCHMOCT OT CTPaHa Ha nauueHTa. EgexrsT
OT CMMpaHe Ha JIeYEHHETO BBPXY ABJITOCPOYHHSA W3XOI OT 3a00NABAaHETO, C/e/l MOCTHraHeTO Ha
LIMTOr€HETHYEH WITH MOJIEKYJIIPEH OTTOBOP [BKJIIOUMTENHO bjieH uuToreneTnueH otrosop (CCyR),
rosisim MosiekyssipeH otroop (MMR) u MR4,5] He e npoyueH.

B KIMHMYHH W3NMUTBaHWs JIEYEHWETO C Aa3aTHHUO npu neawaTpuudu nauuedtd ¢ Ph+ OJIT e
NnpUiaraHo HEMPEKbLCHATO, ,Il06aBCHO KBM MOCJIEI0BaATETHH O710KOBe Ha OCHOBHaTa XHMHOTEpAINHa
¢ MakCHMallHa NPOABJIKHTEIHOCT OT JABE TOAHHH. HPH MalHeHTH, KOHWTO Cca MOJJOXKEHH Ha
nocnegpania TpaHCIviaHTallisa Ha CTBOJIOBH KIIETKH, ﬂaBaTHHI-‘Iﬁ d)apma,aaaﬁc MOKE aa Cce [MPHITOXKH
34 OWE €Ha roguHa CJel TpaHCIJIaHTauuATa.

3a na ce nocTUrHe npenopweuBaHara a03a, Jlasatunu6 @apmaasaiic ce npeiara noa gopmara Ha
¢unmupann Tabnetku ot 20 mg, 50 mg, 70 mg, 80 mg, 100 mg u 140 mg. VBeniuaBaHe WK
HaMalIiBaHe Ha J03aTa ce NpenopbyBa Bb3 OCHOBA Ha MOBJAHABAHETO Ha NALHEHTA H MOHOCHMOCTTA.

Hosuwasane na dozama

B KJIMHHYHH M3MUTBAHKA NpH Bb3pacTHu ¢ Ph+ OJIJ1, nosuwasane Ha no3ara a0 180 mg BeaHBK
JHEBHO € OWJIO MO3BOJIEHO MPH MALHEHTH, TPH KOWTO He e OWJl MOCTHrHAT XEeMaTOJIOTHYEH HITH
LMTOr€HETHYEH OTrOBOP MPH NpenopbUYUTE/IHATA HaYaIHa 1034,

He ce npenopvusa nosuwiasane na dozama npu neduampuynu nayuenmu ¢ Ph+ OJIL_mvi kamo
npu me3u nayuenmu Jazamunut @apmadsatic ce npunaza 8 KOMOUHAYUA ¢ XUMUOMEPANUS.




llpomsana na oOozama nopadu Hedceaanu peaxyuu

Muenocynpecus

[To Bpeme Ha KITHHUYHHTE MU3NUTBAHKWA, MUETOCYNIPECUATA € OBJIa/iIiHA UPe3 NPeKbCBaHe Ha pHeMa,
HaMaiBaHE€ Ha [103aTta WJIH NpeyCTaHOBABAHE Ha HU3MHUTBAHOTO JIEYEHHE. HPH HCOGXO,E[P[MOCT [
npoBekJaHa M TpaHcdy3us Ha TPOoMOOUMTH W epuTpouuTH. [IpM NaUMEHTH ¢ PE3HUCTEHTHA
MHENOCYNpecHs € MpUiaraH W xemornoeTHuyeH pactexeH (akrop. [Ipenopekure 3a npomsHa Ha
no3ara ca 0000menu B Tabnuua 2.

Ta6auua 2: [poMsiHa HA 103aTa NPH HEYTPONEHHs H TPOMOOLIHTONEHHS! IPH BB3PACTHH

Ba3pacthu ¢ Ph+ OJLT] ANC < 0,5 x 10%1 w/unu |1 Tlposepere fany LMTONEHUATA € CBbP3aHa C
(Hawanua no3a 140 mg TpomBounTh <10 x 1071 JNeBkeMHATa (KOCTHOMO3bYEH aclupaT WK
BEIHDbXK THEBO) Ouoncus).

2. AKO LUMTOTMEHHATA HE € CBbp3aHa ¢
JIeBKEMHATA, CTIPETE JICUEHHUETO [0
nocturaneto Ha ANC > 1,0 x 10%1 u
tpomBouuty > 20 x 10%1 1 BB30GHOBETE
TepanuATa ¢ IbpBOHaYaIHaTa 103a.

3 [Ilpu nosBuna ce OTHOBO LIMTOTIEHMA,
MoBTOpeTe cThIKa 1 1 Bb30OHOBETE
JIeYeHHETO ¢ Mo-HHucKa Jo3a ot 100 mg
BeIHbXK IHEBHO (BTOpH emu3on) uiu 80 mg
BEIHbK IHEBHO (TPETH €IMH301).

4  AKO UMTONEHHUATA € CBbP3aHa C JTIeBKeMHUATA,
obGMucIeTe nosuiuagaHe Ha go3ara 10 180 mg
BE/IHb3K JHEBHO.

ANC: abcomoten Opoii Ha HeyTpodHIHTE

[Tpu neauarpuunu nauuentu ¢ Ph + OJIJI He ce npenopwuBa npoMsHa Ha [103aTa MpH Cly4ad Ha
XeMAaTo/IOrMYHA TOKCHYHOCT cTerneH | 10 4. AKO HeyTpOneHUsTa H/UIH TPOMOOLIMTONEHHATA BOAAT
10 3abaBsHe Ha cieapaius 010K Ha neveHue ¢ noseye oT 14 auu, nazaTHHKUO Tpadea aa ce crpe U
/1a ce Bb30OHOBM PH CHLIOTO A030BO HMBO CJle/l 3aM0YBaHe Ha ciieaBaluus GJI0K Ha JIeUEHHETO. AKO
HEYTPONEHUATa W/UIM TPOMOOLIMTONEHUSITA NEPCUCTHPAT M ClelRallUAT 6JOK Ha JIieYeHHe Ce
3abaBu ¢ owe 7 auu, TpsOBa Ja ce M3BBPIUM OLEHKA Ha KOCTHHS MO3BK, 3a Ja C€ OIEHH
LENYIapUTETET M NPOLEHTHT Ha GnacTure. AKO LETyIapUTETHT Ha KOCTHMS Mo3bk e <10%,
nevenuero ¢ mazatuHuG Tpabea ma ce mpekbeHe a0 ANC> 500/ul (0,5 x 10%/1), cnen xoero
JledeHHeTo Moske fa Obae Bb300OHOBEHO NPH NbJIHA /1032, AKO LIETYyIapUTETHT HA KOCTHHS MO3BK €
> 10%, moxe aa ce 0OMUC/H Bb30OHOBSABAHE HA JICYUEHHETO C 1a3aTHHHO.

Hexemamonozuunu nexcenanu peaxyuu

[Ipu pasBuTHE Ha yMmepeHa, CTENEH 2, HEXEMATOJIOTHYHA HEKeJAaHA peakuHs NpH Na3aTHHHO,
NeyeHUeTo TpsAOBA [a ce MpeycTaHOBM /10 OTMHHABAHE HA HE)KelaHaTa peakLus WIH BpblIaHe JI0
M3XO/IHOTO HHBO. JleueHueTo TpaOBa fa ce Bb30OHOBH ChC ChLIATA 103a, aKO CbOUTHETO Ce MPOosBiIBa
3a MBPBM BT M J03aTa TPsAOBA Ja ce HAMAJIM, aKo TOBA € MOBTapsila ce HexkesaHa peakuus. [lpu
pa3sBMTHE HA TeKKa, CTENeH 3 WM 4, HEXEeMaTO/lOrHYHa He)KeJlaHa peakuWs TpU Ja3aTHHHO,
neveHHeTo TpabBa Na ce NpeycTaHOBM 10 OTMHHABaHe Ha HexenaHata peakuus. Cien ToBa,
JIEYEHHETO MOKE fa OBbJe CBhOTBETHO BBL30OHOBEHO € IMO-HHCKA 10338 B 3aBHCHMOCT OT
IbPBOHAYA/IHATA TEKECT Ha HexkenaHara peakuus. [Ipu nauuentu ¢ Ph+ OJIJI, kouto nonysasar
140 mg BeAHBK JHEBHO, Ce MpenopbyBa HamaisBaHe Ha Ao3ara 10 100 mg BeAHBK AHEBHO M NPH
HEeOOX0IMMOCT, JIOITBIHUTETHO HaMansaBaHe Ha Jo3ata ot 100 mg BeiHBK qHEBHO 10 50 mg BEAHBK
aHeBHo. [1py neguarpuuny naundeHT ¢ Ph + OJIJI ¢ HexeMaTONOrHYHU HEXKENaHd peaKl|H, aKko €
HeoOxoaumMo, no3ata TpsaOBa Ja Cce Hamald C €QHO HMBO, B CHOTBETCTBHE C IPENOPBLKHTE 3a
HamassBaHe Ha /103aTa MPH XeMaTOJIOMMYHH HEKelaHH PeakliHH, ONHCaHH M0-rope.

IIneepanen uznue s
[Ipu aMarHocTHUMpaHe Ha MJIEBPaeH M3JIMB JieYeHHeTo ¢ Ja3aTHHMO Tpsabea 1a c€ npeycTaHoBH,
JIOKaTO NaLMeHTHT Ob/1e MperieaH, CTaHe aCHMITOMAaTHYEH WK Ce BbPHE KbM H3XOHO HABO. AKO",




NpUGIH3UTEHO B PAMKHTE Ha e/lHa ceAMMLa He ce HaoaBa nogobpeHne npH enusosa, Tpadsa
Ja ce 0OMHC/IM Bb3MOKHOCT 3a npujaraie Ha JevyedeH Kype ¢ AMYPETHLH HIH KOPTHKOCTEPOH/IH,
WK C JBETE eHOBPeMeHHO (BiK. Touku 4.4 1 4.8). Cnien 0T3By4yaBaHe Ha MbPBHSA eMH304, TpAOBa 1a
ce OOMMCIIH MOBTOPHOTO NPHIIOKEHHe Ha 1a3aTHHUO Ha ChIIOTO A030BO HUBO. Cliell OT3ByYaBaHe
Ha noceaBalll enu3o, aa3aTiHud Tpadea Aa ce NPHIoKH OTHOBO Ha €IHO J030BO HHUBO IMO-HHUCKO.
Cnen OT3ByYaBaHETO Ha TEXbK (cTeneH 3 wiM 4) enu3ol, JeUeHHETO Moxke Aa Obae CHOTBETHO
Bb300HOBEHO C HAMANIEHa /103a B 3aBUCHMOCT OT MbPBOHAYAIHATA TEXKECT HA HE)KeJlaHaTa peakius.

Hamanssane na oozama npu cwvnvmemeawa ynompeba na cuinu uxxudumopu ua CYP3A4
CenbrerBawmara ynorpeba Ha cuianu uHxubutopu Ha CYP3A4 u cok ot rpeiindpyt ¢ Jlazatuuub
Mapmansaiic Tpabsa na ce uzbarsa (Bk. Touka 4.5). Ako € Bb3MOKHO, TpabBa aa ce u3bepe
aITEPHATHBHO CHITBTCTBALIO JIEKAPCTBO 0€3 WM ChC MUHWMAJIEeH MOTEHLHaNl 32 MHXHOMpaHe Ha
ensumute. Axko JasatunnG @apmansaiic TpsaGea na ce npuiiara cec cuieH HHXuouTop Ha CYP3A4,
Jia ce B3eMe Npe/BH/ HaMallsiBaHe Ha J03aTta J0:

* 40 mg aHeBHO 3a nauveHTH, npuemainu Jazarunu® Gapmaasaiic 140 mg Tabnerka AHEBHO.

* 20 mg aHeBHO 3a nauxeHTH, npuemaiuu Masarunu® Gapmansaiic 100 mg rabnerka qHEBHO.

* 20 mg AHEeBHO 3a NauMeHTH, npiemaiun Jasatnint Gapmaapaiic 70 mg tabnerka JHEBHO.

3a naumentH, npuemainu lazatuuub Gapmaagaiic 60 mg unu 40 mg AHEBHO, [1a ce B3eM€ NMpeABHL
npekbeBaHe Ha npuema Ha [lasatunuG ®apmaasaiic 1o cnupate Ha npuioxenHero Ha CYP3A4
MHXUOWTOpA WM [peMUMHaBaHe KbM [0-HHCKA Jl03a C JeKapcTBeHaTa (opma 3a nepopaiHa
cycreH3us (BXK. KpaTkata XapakTepucTHKa Ha ja3aTHHuO rpax 3a nepopanHa cycnensus). [la ce
OCTaBH MEPHO/] Ha OYUCTBAHE OT NMPUOIU3UTENHO | CeIMHULIA ClIe]] CTTHPAHETO Ha MHXUOHMTOPA, NPe/IH
Ja ce Bb30OHOBH NpHIaraHeTo Ha Ja3aTHHHO.

Te3u HamaneHH 1034 Aa3aTHHUO ce NpeaBkaa Aa Kopurupat miowra nox kpusata (AUC) mo
rpanuunte, Habmonaeanu 6e3 CYP3A4 unxuburtopu. Jluncsar obave KIMHMYHH JaHHH 33 Te3H
KOPEKLMH Ha 103aTa MpH NaLMeHTH, noyyasaliu cuiHu uHxuburopu Ha CYP3A4. Ako na3aTHHuG
He ce MoHacs clie] HamalsBaHe Ha fo3aTta, TpAGBa Ja ce NMpeKpaTH NPHIOKEHHETO Ha CHITHHA
unxuburop Ha CYP3A4 unu na ce npekbeHe npuema Ha Ja3aTHMHHMO, JOKATO NPHIOKEHHETO Ha
uHxubuTOopa 6be npeycraHoBeHo. TpadBa aa ce OCTaBH MEPHON HAa OYHCTBAHE OT NPUOJIU3HTENTHO
| ceaMMLIA ClIe/l CIMPAHETO HA HHXMOMTOPA, TIPE/IM /ia ce YBeIWM 103aTa Ja3aTHHHO.

CreuuyanHy nonyjiaiuuu

Cmapuecka ebapacm

He ca HabnrogaBaHy KITMHHYHO 3HAYMMH, CBBP3aHH ¢ BB3PACTTa, (PapMaKOKHHETHYHH pasIHYKs MPH
Te3u nauueHTH. He ca HeoOX01MMH KOHKPETHH NpenopbKH M0 OTHOLIEHHE Ha J03HPAHETO IPH Xopa
B CTapyecka Bb3pacT. '

Yeprodpobro yspescoane

[MaunMeHTH ¢ JeKo, YMEPeHO WM TeKKO 4epHOApoOHO YBpeKaaHe Morar na TnpHeMar
npenopbyBaHaTa HadanHa no3a. Bce nak [lasarunu® @apmanpaiic Tpsabea na ce mpuiara ¢
BHMMaHHe NpH NaudeHTH ¢ YepHoapoOHO yBpekaaHe (Bi. Touka 5.2).

bvopeuno yspeoicoane

He ca npoBex/aHH KJIMHUYHH M3MMTBAHMA C [a3aTHHUO MpW MALMEHTH ¢ MOHWkKeHa GnOpedna
¢yukumusa. Toii kato 6LOPEUHHAT KIMPBHC Ha Ja3atuHuO W HeroBuTe MetabonuTH e < 4%, He ce
OUYaKBa MOHMKEHHUE HA OOLIMS TEJIECeH KIIHPBHC MPH NnauxHeHTHTe ¢ Ob0peuHa HeIO0CTaTEYHOCT.

HauuH Ha npunokeHue

Hazatunu® Papmansaiic TpsOBa na ce npueMa nepopanHo.

dunamupanuTe TableTku He TpsOBa ja Ce pa3vyneart, pexkar WIH JbBYat, Te TpAOBa na ce rbaTaT
LEJH 3a Ja C€ OCUIYpPH NPaBHJIHOTO JO3MpaHE M a ce HaMallH PHCKa OT €KCIO3HLIH Ha KoXKaTa.
@unmupaHuTe TabneTku He TpiaOBa na ce pa3TBapAT, Thil KATO EKCMO3WLIMATA MPH MALHeHTHTE
npUMemally pa3TBopeHa Tab1eTka e Mo-HUCKa OTKOJIKOTO NpM NpueM Ha Lsiia Tabnerka. JlazaTHHHO

npax 3a nepopaiHa Cycrnesus € MoAxoisil CblUle U 33 MalHEeHTH, KOUTO HE MOraT Ja NperibLiat

TabJIETKH.




Jazatunuu6 ®apmaapaiic MoXe J1a ce nMpuema Che WIiH Ge3 xpaHa 1 TpAOBa 1a ce MpHEMa M0 eHO H
CHLIO BpeMe CYTpHH Wik Bedep. [lazaTnuubd dapmajBaiic He TpAOBa Aa ce npueMa ¢ rpeindpyT Wi
cok oT rpeindpyT (B Touka 4.5).

4.3 TlporHBomoKa3aHusi

CBPbXUYBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO WIH KbM HAKOE OT MOMOLIHHMTE BELICCTBA,
u30poeHH B Touka 6.1.

4.4 ChenuajJHH NpeIyNpesxIeHns H npelnasHi MePKH NpH ynorpeba

K/IMHUYHO 3HAYMMH B3aUMOJCHCTBUA

Jazatuuub e cyGetpar M MHXMOMTOP Ha LIMTOXPOM P450 (CYP) 3A4. Eto 3auo, ChUIECTBYBA
[OTEHLMAIHA Bb3MOKHOCT 33 B3aHMO/EHCTEBHE ¢ APYTH €AHOBPEMEHHO MpUIIAraHy JIEKapCTBEHH
MPOAYKTH, KOUTO c& MeTaboNM3MpaT rJIaBHO Ype3 HIH MOIy.1HpaT aktusHocTTa Ha CYP3A4 (BiK.
Touka 4.5).

EnHoBpemeHHata yroTpeba Ha 1a3aTHHWO ¥ JIEKapCTBEHH MPOLYKTH HIIM BEIIECTBa, KOHTO ca
notenunandi uHxuburopd Ha CYP3A4 (Hanp. KeTOKOHA30J, HTPAKOHA3OT, €PUTPOMHIIHH,
KJ1apUTPOMHULIMH, PUTOHABHP, TETHTPOMHLMH, COK OT rpeiinpyT) MOsKe 1a MOBULIK SKCIIO3HLMATA
Ha nasaTMHMO. EaHOBpeMeHHaTa ynotpeba Ha Ja3aTMHMO W JIEKapCTBEHH MPOAYKTH, KOMTO ¢4
motuHK nexuGuTopu Ha CYP3A4 He ce npenopbysa (Bk. TOUKA 4.5).

EnHoBpemenHaTa yrnotpeba Ha AazaTuHub W JIeKapCTBEHH MPOIYKTH, KOMTO unnyuupar CYP3A4
(Hanp. JekcameTasoH, (eHMTOMH, kapGamasenuH, pudammuuuH, denobapGuran WM GHIKOBH
nperiapati, chabpkay Hypericum perforatum, M3BECTEH CBLIO KaTO MBIT KaHTapHOH) MOXe
3HAYMTE/HO 2 HAMAIM EKCMO3MUMATA Ha [1a3aTHHMO, KOeTO MOBHIIABA MOTEHUMANHHA PUCK OT
TepaneBTHueH Heycnex. ETo 3alio, np MalMeHTHTE MpHeMally nasatMHUO, 3a €JHOBPEMEHHO
npuiokenue TpaGpa a ObJaT M30MpaHW AITEPHATHBHM JIEKAPCTBEHH MPOAYKTH € Mo-MaJIbK
MHIYKUMOHEH TOTEHLIMAN 110 OTHOLIEHHE Ha CYP3A4 (k. Touka 4.5).

EnnoBpemenHara ynorpeda Ha na3atuHud 1 cyberpar Ha CYP3A4 Moske /1a MOBULUH €KCTO3HLMATA
na CYP3A4 cy6erpara. Eto 3amo, € HeoOX0AMMO MOBHIIEHO BHHMAHHE, KOTaTo na3aTHHHO ce
npunara enHospemerto ¢ CYP3A4 cyGerpaty ¢ TeceH TepaneBTHUEH HHCKC, KaTo acTeMu30I,
TepeHaiMH, UM3anpui, MUMO3HMI, XHHHIHH, Genpuaun WK  €proajxkanroHIx (eproramuH,
AMXMAPOEProTaMuH) (BK. Touka 4.5).

EnxoBpemenHata ynotpeba Ha na3aTMHWO W xucramun-2 (Hz) antaronuct (Hanp. (pamMOTHIWH),
MHXWGMTOP Ha MPOTOHHATA MOMNa (Hanp. OMENpasoi) WK alyMHHHEB XHIPOKCH]/MarHe3ues
XHIPOKCH[, MOXE [a HamajlH eKCro3uuMATa Ha nazatuuu6. Eto 3amo, H>-aHTaroHMCTHTE H
MHXMGMTOPHTE Ha MPOTOHHATA MIOMIIA He C€ NPENnopbyBaT, a MPOAYKTHTE, ChABPIKALLH aJTyMHHHEB
XHIPOKCH/MarHe3ues XHAPOKcH Tpadea [a ce npuiarat 10 2 yaca mpead WM 2 vaca ciell
ynotpe6ara Ha nazatuHuG (Bik. Touka 4.5).

CrnieuuaiHy nomyaauln

B3 OCHOBA Ha pe3y/TaTHTE OT (PapMaKOKHHETHYHO MPOY4BaHe C €IMHH'HA 11032, NALMEHTH JIEKO,
yMEpPEHO WJTH TeKKO YepHOIAPOOHO YBPEKIaHe MOTar Jia MPUEMAT NpenopbuBaHara HauajiHa 103a
(Bk. Touka 5.2). [Topaau orpaHUYeHHATA HA TOBA KIMHUYHO NpOY4BaHE CC npenopbyBa NOBHLIEHO
BHHMAHHE TPU NPHIOKEHHETO HA 1a3aTUHHO NPH NaUMEHTH C uepHOAPOOHO yBpekIaHe.

BaskHHM HexenaHy peaklHu

Muenocynpecus
Jleuenuero ¢ Aa3aTHHUO € CBBP3aHO C aHEeMHs, HeYTPONEHHA H TPOMOOLIMTONEHHS. [TosiBaTa UM

HACTBIIBA MO-PAHO M C N0-BUCOKa YecToTa npH naunentn ¢ XMJI B HanpenHania daza wim Ph+ OJLL,
B CpaBHeHMe ¢ Te3u ¢ XxpoHnuHa dasa na XMJL. [TbaHa kpbBHa KapTHHA (ITKK) Tpsbea 1a ce npaBu
BCSKA CEJAMMLA Mpe3 MbPBUTE 2 Meceua, a Cliel TOBa BEAHBIK MECEHHO WIH B 3aBHCMMOCT OT




KIMHMYHATA KAPTMHA NPH Bb3PACTHM MALMEHTH C Hanpeaxana ¢asa Ha XMJI wiu Ph+ OJUI,
NeKyBaHd ¢ MOHoTepanus ¢ Ja3aTuHu®. [lpu BL3pacTHH M NEAHATPUYHH MALMCHTH C XMJT B
XpoHHuHa a3a, MbAHA KPbBHA KapTHHA TPA0BA /1a Ce MPaBH Ha BCEKH 2 CEIMMLM 32 12 ceaMuLy,
CJIeJl TOBA HA BCEKH 3 Mecella WM KaKTo e KJIMHHYHO nokasaHo. [Ipu neanaTpuynm nayents ¢ Ph
+ OJIJ1, nexyBanu ¢ na3atMHWO B KOMOMHALMSA C XHMHOTEpAnNHus, IKK TpsbBa na ce npocieassa
Mpeiu HAYANOTO HA BCEKM OJIOK XMMHOTEpanus W KakTo € KJIMHWYHO nokasaHo. Ilo Bpeme Ha
KOHCONMMAKpauuTe 610koBe Ha xumuorepanuata, [IKK tpabea na ce mpaBH Ha BCEKH 2 OHM 10
Bh3cTaHOBSBaHE (BK. Touku 4.2 u 4.8). Muenocynpecusta 0GMKHOBEHO € 00paTHMa U Ce OBlazsiBa
C MOMOIITA HA BPEMEHHO TNpeyCTAHOBABAHE HA MPHEMa Ha [1a3aTHHHO WM upe3 peaylrpaHe Ha
no3ara.

Kvpsene
Tpu naumentu ¢ XMJI B xponnuna asa (n=548), 5 naumentn (1%) nonyyasaiuu nasaTuHHO, ca

MManu Xemoparus crerneH 3 uau 4. B KIHHHYHK NPOYU4BaHKA MPH MAUKEHTH C XMIJI B HanpeiHaIa
(hasa, mostyuaBaiy npenopbUMTENHaTa 103a 1a3aTHHKO (n=304), TeskKa XeMOparus Ha UCHTpanHaTa
nepena cuctema (IJHC) ce cpewa npu 1% ot naumentute. Exun or ciyyaute e (haTaneH, KaTo €
cBBbp3aH ¢ TpomGoumTOoneHus crene 4 no ,,O6LK KPUTEpHH 3a tokcuunoer" (Common Toxicity
Criteria (CTC)). KpbBOM3IHE OT CTOMALUHO-YPEBHHS TPAKT CTENeH 3 WK 4 e nabmonasaH npu 6%
ot nauxentuTe ¢ XMJI B HanpeaHana daza v 0OMKHOBEHO W3UCKBA MPEKBCBAHE HA JICHCHHETO H
tpancdysus. J[pyrd KpbBOW3IMBH cTeneH 3 uiu 4 ca HabmonaBaHH Npu 2% ot nauuentaTe ¢ XMJI
B HanpeaHana (asa. [loBeYeTo OT HEXKeNaHUTe PEAKLMH, CBHP3aHU C KbPBEHE, MpPH TE3H MALMEHTH
ca THMHMYHO CBLP3aHH C TPOMOOLMTONEHWS CTENeH 3 WIH 4 (k. Touxka 4.8). OcBeH TOBA,
pe3y]TaTUTe OT OLEHKATa HA TPOMOOLMTHTE in Vilro W in vivo TIOKa3Bar, e JICYCHUETO C na3aTHHHO
o6paTHMO 3acsira akTHBALMATA HAa TPOMOOLMTHTE.

HeoBX0MHMMO € MOBMILIEHO BHHUMaHWe, B Cllydad ue MalMeHTHTe Ce HY)XKAAAT OT JeKapCTBEHH
NPOAYKTH, MHXHOKMpaLy TpomOouMTHaTa (YHKLMS WIH AHTHKOAry/IaHTH.

3adwporcane na meynocmu

JlazaTHHHO ce CBBbP3Ba ChC 3aIbpykaHe Ha TEYHOCTH. B KIMHIYHO NpOy4BaHe ¢aza 1l npu nauxeHTH
¢ HoBoamarHocTuMpada XMJI B xponuuna (hasa, ce cbobulasa 3a 3aAbpiKaHe Ha TEHHOCTH CTENCH
3 wau 4 npu 13 naumentu (5%) B rpynara Ha JiedeHHe C nazatiHub u npu 2 nauuentH (1%) B
rpynata Ha fneyeHue ¢ MMaTWHHO cien MuHuMyMm 60 Mecelia npocieasBaHe (k. Touka 4.8). Ot
BcHuKHM naureHTd ¢ XMJI B XxpoHHuHa dasa, ieKkyBaHH ¢ 1a3aTHHHO, TEKKO 3a/IbPKaHe Ha TEHHOCTH
HacThMBa Mpy 32 nauueHTH (6%), nofyuyaBalid MpenopbyMTeIHaTa 1032 nazatuHub (n=548). B
KIMHHYHH IPOYUBaHMs npH naurentd ¢ XMJI B Hanpeanana asa, no/y4yaBalii NpenopbunTe/HaTa
noza pazatuHu6 (n=304), ce cvobluaBa 3a 3abpXKaHe Ha TEUHOCTH CTENCH 3 win 4 mpu 8% or
[ALMEeHTHTE, BITIOYMTEIHO [UIEBPAIeH W MepMKapieH W3IuB cTeneH 3 wid 4, cbolIaBaHH
cbOTBETHO npH 7% 1 1% ot nauuenTtute. [IpK Te3u MaLHEHTH, GenonpobeH OTOK cTerneH 3 Wid 4 |
GenoapofHa XMNepToHHs ca ChOOLIEHH NOOT/IETHO NPH 1% OT MauMeHTHTE.

r[aLlHCHTld., passuBallh CHMIITOMH, rnojcKa3palluu rnjeBpajieH H3JIHB, KaToO AMCIHed HIIH CyXa
KauwMua, TpsAGBa 1a ObAAT WM3CAEABAHW C [OMOLUTA HA PEHTreHorpagus Ha TpbAHHSA KOLL.
[IneBpanes W3HB CTeneH 3 MM 4 MOXKe Jia M3MCKBA TOPAKOLIGHTE3a WM KHC/IOpPOJHA TEPAITHA.
HexxenaHuTe peaklMd ChC 3bABPIKAHE HA TEUHOCTH OOMKHOBEHO Ce MOBJIMABAT C MOMOLITA HA
MOJUTBPIKAIM MEPKH, KOMTO BKJIIOUBAT JUYPETHLM W KPATKOTPAEH KYpPC Ha JIEYEHHE ChC CTCPOHIH
(Bxk. Touku 4.2 u 4.8). [TauuenTnte Ha BB3pacT 65 roJIMHU H MOBEYE Ca M0-CKIOHHH KbM cpOuTHA,
CBLP3aHU C IUIEBPAICH M3JIMB, JUCMHEA, KalWIWLa, MEpPUKaplaeH H3IHB H 3aCTOMHa ChbpJeYHA
HEZIOCTATHLYHOCT B CPABHEHHE C M0-MJIaIUTE MalMeHTH i TpabBa fa ce Hab/IoaBaT BHUMATEHO.

Benodpobna apmepuanna xunepmonus (bAX)

BAX (npexanwispHa GenoapoGHa apTepuanHa XMNEPTOHHs, NOTBbPAEHA C AACHA Cbp/AeiHA
KaTeTepu3aliis) € 10K/1a1BaHa BbB BPb3Ka C JIEYEHHE C nazatuHub (BK. Touka 4.8). B Te3u ciy4aH,
BAX e noKnaaBaHa cliefl 3arouBaHe Ha TEPANus ¢ Aa3aTHHUO, BKIIKOUUTEITHO M CJIS]I TIOBEHE OT €/1Ha
rofMHA JIeueHHe,
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[Taumenture TpadBa na ObJaT OUEHEHM 3a MpPHU3HALM M CHMIITOMH, CBBP3aHH C OCHOBHO
KapaHOIyJIMOHAIHO 3abonaBaHe, Mpeau aa 3anodHaT Tepanus ¢ nasatuHuO. [Ipu 3anovsaHe Ha
Tepanus Ha BCEKH MALMEHT ChC CHMNTOMM Ha CbhpaeqHo 3abonsBaHe TpaOBa na Obae HanmpaseHa
exokapanorpagus u aa ce OOMHUCIIH Takasa MpH MalLHeHTH ¢ PUCKOBH (AKTOPH 3a ChPAEYHO HIH
nyamMoHanHo 3abonssane. IlauueHTuTe, KOUTO pasBUAT [JHCIIHES W ymMOpa cllell 3alovBaHe Ha
Tepanua ¢ aazaTHHUO, Tpsabea Aa ObaaT oueHeHW 3a 00LLA €THOJIOTHS BKJIOYHMTEIHO IUIEBpaieH
nznue, OenogpobeH oTok, aHemus, uH(uaTpauus Ha Oemute npoGose. B CHOTBETCTBHE C
TNPENOPBKUTE 3a JIeUeHHe Ha HEXEMATOJIOTHYHH HEeXKesaHW peakluH (Bik. Touka 4.2) nosara Ha
nasaTuHuO TpaOBa na Obae HaMalleHa WK TepamnusTa Ja ce PeKbCHE N0 BPEME Ha TOBA OLCHABAHE.
AKO He ce HaMepH OOSICHEHHE WM aKo HAMa noaoOpeHue MpH HaMajlsBaHE Ha 103aTa WIH NpH
HEHHOTO npekbeBaHe, TpAGBa Aa ce oOMucau auarHozata BAX. JlnarHocTHuHMAT noaxoa Tpadsa
Jla creaBa cTaHaapra 3a aeuenue. [Ipu norebpikaasase Ha BAX, npueMsT Ha Ja3saTuHHO TpaOBa na
Obae okoHuatesHO npeycraHoseH. [Ipocneaspanero TpsadBa [a ce OCHUIECTBH B ChOTBETCTBHE CHC
crangapra 3a neueHuve. HabGnionaranu ca nopoOpeHHs B XEeMOIAMHAMHYHWTE M KIHHHYHUTE
napameTpH npu nauxeHTH ¢ BAX, nekyBaHu ¢ na3aTHHHO, ciie/l CIMpaHe Ha TepanusTa.

Vowvancasane na QT unmepsana

In vitro nanHWTe NMOKa3BaT, ye Aa3aTHHUO MMa MOTEHUMaN Ja yAbJUKaBa pernoispu3aluaTa Ha
cbpreunata kamepa (QT unrepsan) (k. Touka 5.3). [pu 258 nexyBaHu ¢ Ja3aTHHUO MALMEHTH H
258 nekyBaHM ¢ HUMaTHHWO NALUMEHTH C MUHMUMYM 60-meceyHO MpocneasBaHe MO BpeME Ha
usnuTBane ¢asa 11 npu naurenTy ¢ HopoauarHoctuupada XMJI B XpoHnuHa ¢asa, 1 nauuenT (<
1%) oT BeAka rpyna e nokasan yawmbkabaHe Ha QT WHTepBana, KOETO € JOKIaJBAHO KaTO HEXelaHa
peakuus. Menuanata Ha npomsHata B QTcF crnpsamo usxoaHoro wuso € Ouma 3,0 msec mpw
NIeKyBaHWTe C Ja3aTMHMO NauueHTH B cpaBHeHue ¢ 8,2 msec NpH MALMEHTHTE, JIEKyBaHH C
umaTHHUO. Eaun naument (< 1%) ot Beska rpyna e nokasan QTcF > 500 msec. Ipu 865 naunenTy
C JIEBKEMMA, JIEKYBaHH ¢ 1a3aTHHHUO MO BpeMe Ha KITMHHUYHHU H3nuTBanus (asa Il, cpeqHnTe npoMeHn
CTIPAMO M3XOAHUTE cTokHocTH Ha QT uHTepBana, onpeaeneHH ¢ oMoLTa Ha MeTosa Ha Fridericia
(QTcF), ca Ounm 4 - 6 msec; ropHara rpaHiua Ha 95% n0oBepUTEICH HHTEPBAN 32 BCHYKH CPEIHH
NPOMEHH CMPAMO H3XO/HHTE CTOiHOCTH e Ouna < 7 msec (Bk. Touka 4.8).

Ot 2 182 nauMeHTH ¢ Pe3UCTEHTHOCT MM HEMOHOCHMOCT KbM MPEMIIHO JIeYeHHe ¢ HMaTHHHO,
NoNyYaBajii Ja3aTHHHUO Mo BpeMe Ha KJIMHHYHM u3nuTeaHud, 15 (1%) ca WManM yab/pkaBaHe Ha
QTec, cbobLIEHO KaTo HesKelaHa peakuus. JIBageceT v eIMH OT Te3u nauueHtH (1%) ca umanu QTcF
> 500 msec.

JazatunuG TpaGea a ce npuiara ¢ BHUMaHHe NpH nmauueHTuTe ¢ yab/okeH QTc uiu TakuBa, pH
KOHWTO € Bb3MOJKHA MoABaTa Ha YAb/IPKaBaHE Ha QTC Topa BKJI1OUYBA MALMEHTH C XUIOKaJIMEMHS HITH
XHIIOMArHe3ueMHs, MalMEHTH CbC CHHApPOMAa Ha BpoAeH yab/ukeH QT wWHTepBan, NauMeHTH,
NpUeMallly aHTHAPUTMHMYHM JIEKAPCTBEHHM TMPOAYKTH WM APYTH JIEKApCTBa, KOMTO BOJAT IO
yabmkapade Ha QT uvHTepBana, KakTO M JIEYEHHME C KyMY/JIaTHBHA BHCOKA /1033 aHTPaUHKIHH.
XHUnokanueMH1sTa WK XMroMardesuemusra Tpabsa 1a 6b1aT KOPHrHPaHH MPeIH NPHII0KEHHETO Ha
1a3aTHHHO.

Covpoeunu nHediceranu peaxyuu

JlazaTuuuG e Oun MpoyueH B €1HO PaHAOMH3MPAHO KIMHHYHO M3MHMTBaHe mMpH 519 nauueHTtH c
HoBoAHarHocTHuMpaHa XMJI B xpoHuuHa ¢a3a, BKIOYBALLO NALMEHTH C MPEAHLIHO ChPAEYHO
zabonsBave. Mma cboOlieHMs 32 CBpAEYHH HEXNKeNaHW peakuWM - 3acTOHHA ChplevHa
HEA0CTAaThbYHOCT/ChpaeyHa AMCHYHKLHSA, NePUKapAEH U3IHB, APUTMHUH, NANHTALMH, yIb/KaBaHe
Ha QT uHTepBana W UHGApPKT Ha MHOKapaa (BKIHOUMTENHO (aTalieH), NPH NalKeHTH, JIEKyBaHH C
nazatuuuG. Hexenanute chpaeHH cu0uTHs ca GUIH MO-4eCTH NPH MAIMEHTH ¢ PUCKOBH (akTopH
WIH ¢ aHaMHe3a 3a cbpaedHo 3abonssade. [laumeHTuTe ¢ puckoBd (akTopd (Hampumep
XHMIEPTOHHS, XMMEPIMNUAEeMHs, AMaleT) Wi ¢ aHaMHe3a 3a ChpAeuHo 3abonsBaHe (Hampumep
MpeMLIHA NEePKYTaHHA KOPOHAPHA HHTEPBEHLMA, 10Ka3aHa HCXeMHYHa Bo/ecT Ha ChpLEeTO) TpAbBa
BHUMATENHO na ObAaT HaOniJaBaHu 3a KJIWHMYHM MPHU3HALM WIK CUMNTOMH, MOKa3aTeNHH 3a
cbpleuHa aucdyHKLMsA, HanpuMep rpbaHa Gonka, 3aayx U auadopesa.

AXKO Te3M KIIMHHYHH MpHU3HaUH WIH CUMIITOMH CE pa3sBHAT, JKeJ1aTe/IHO € JIEKapHTeE Aa I'lpe_yCTaHOBfl"[_'
NPWIOKEHHETO Ha [a3aTHHMO M jga obmucasT Heobxoaumoctra orT antepHaruBHo CML-



cneuupuuna Ttepanus. Cien OTWyMABaHE Ha CHUMITOMUTE e HeoOXOOMMO Ja ce HanpaBH
dyHKUMOHAIHA OLEHKA NPeaM Aa Ce Bb30OHOBH JieYeHHeTO ¢ AazaTuHuO. JleueHneTo ¢ Ja3aTHHHO
Moke 7a Obe Bb30OHOBEHO B MbpPBOHAYAIHATA [03a MNP JIEKH/YMEPEHH HEXENaHH peakuuH (<
creneH 2) W ¢ HaMaleHa /103a TMpPH TEKKH HeKelaHW peakuwu (> creneH 3) (B Touka 4.2).
[MTauueHTHTE, KOMTO [POABIIKABAT JEHEHHUETO, TPAOBA NeprHoau4HO aa ObaaT HabaonaBaHH.

[TauMeHTHTE C HEKOHTPOIMPAHO WM 3HAYMMO ChpAEYHO-CHAOBO 3abonsBaHe He ca OwiaM
BKJIFOYBAHH B KIIHHHYHHTE U3MHTBAHHA.

Tpombomuyna muxpoanzuonamus (TMA)

BCR-ABL THpO3MHKHHa3HHTe HHXMOMTOPM ce CBBbpP3BaT ¢ TPOMOOTHYHA MHKPOAHIHOMAaTHA
(TMA), BKIIOYMTENHO ChOOIIEHHA HA OTIEIHH Clly4ad NpH Aa3aTHHUO (Bxk. Touka 4.8). Ako npH
MalMeHT, nmosiyvasalll Aa3aTHHHO, ce noseaT 1abopaTopHH MM KIMHHYHH HaXOIKH, CBBP3aHH C
TMA, neuenunero ¢ gasatuHu® TpabGBa ja ce MpekpaTv W a ce U3BbPLIK 3aabA004YeHa OLEHKA 3a
TMA, BKIIOYMTENHO onpelensHe Ha axktuBHoctTa Ha ADAMTSI3 M HanMuMeTo Ha aHTH-
ADAMTSI3 auturena. Ako aHntTu-ADAMTSI13 anTuTenara ca MOBHIIEHH, ChYETAHO C HHCKA
akTuBHOCT Ha ADAMTS13, neuenuero ¢ nazarunu® He Tpsabsa na ce Bb30OHOBsBA.

Peaxmusayua na xenamum B

HabntonaBaHa e peakTHBalvs Ha XenaTuT B npu nauyMeHTH, KOMTO Ca XPOHHYHH HOCHTEJIH Ha TO3H
Bupyc, cnen npvem Ha BCR-ABL TvposunknHa3HK MHXHOMTOPH. B HAKOM Cllyya HACTBIIBA OCTpA
YyepHOApoOHA HEJOCTATBYHOCT WAM  (DyJIMHHAHTEH XeraTHT, BOAEWl A0 4epHoApoOHa
TpaHCMAaHTALMs WIIH (aTalleH U3X0/.

I[lpenn na 3amounat neueHue ¢ AasaTuHuO, naumeHTHTe Tpadsa na ObaaT uscneasanu 3a HBV
uHbekuus. [penu na 3anoyHar neuyeHue, MALMEHTHTE C MO3UTHBHA CepoOJIOrHsA 3a Xematut B
(BKJTIOYMTENTHO Te3HW ¢ aKTHBHO 3aboJisBaHe) M NAallMeHTH, KOWTO ca monoxurenHd 3a HBV
HH(]EKLHA 110 BpeMe Ha jieyeHue, TpaOBa aa ObaaT KOHCY/ITHPAHH ChC CMELHAIHCTH B JIEYEHHETO Ha
xenatut B. Hocutenure Ha HBV, koMTO MMaT Hy:Kaa oOT jedeHue ¢ na3aTtuHuO, Tpsabsa na 6waar
BHHMATETHO MPOCIIe/IABaHM 3a MPHU3HALIM U CMMNTOMH Ha akTHBHa HBV wuHbexums no Bpeme Ha
JIEUEHHETO W HAKOJIKO Mecela cjiell Kpas Ha jieueHHeTo (BK. Touka 4.8).

Ed)emnu BbPXY PACMENCA U PAZGUMUCIO NPU REQUAMPUYHU RAYUESHIMU

B nemuatpuunu npoyuBaHus ¢ gasatuHub, npu neauatpuydd naumeHtH ¢ Ph+ CML-CP ¢
HEMOHOCHMOCT/PE3UCTEHTHOCT KbM MMATHHHMO W meanwaTpuyHd maimeHtd ¢ Ph+ CML-CP Ges
npeaxonHa repanus, ciead MUHHUHMYM 2 roJiMHH TEpanuia, ce C‘LOGH.[aBa 3a CBbp3aHH C TepamnuATa
HexeNaHH CbOMTHS, CBBbP3aHHu C pacTeka Ha KOCTHTE M pa3BUTHETO NpH 6 (4,6%) nauHeHTH, NpH
€/IMH OT KOMTO OT BHCOKa cTerneH (3abaBeH pactesk cteneH 3). Teau 6 cityyas BKIHOUBAT Cly4an Ha
3abaBeHa (y3us Ha enudusuTe, OcTeoneHus, 3a6aBeH pacTex M rMHeKoMacTHs (BiK. Touka 35.1).
TpyaHO e Ja ce MHTepNpPEeTUPAT Te3H Pe3yJITaTH B KOHTEKCTa Ha XpOHHYHO 3abonsBaHe kato CML
M € HeoOXO0IUMO IBJITOCPOUHO MPOC/EaAsBaHE.

B neamarpuuHM npoyuBaHus ¢ jgazaTMHMO B kOMOMHAaUMd ¢ XMMHOTEpamMs IIpH
HOBOJMArHOCTHLIMPAHH nerHaTpuiHy naueHT ¢ Ph+ OJ1JI cnea makcuMyM 2 rOOHMHH JIEYEHHE, ca
JIOKJ1a/IBAHH CEBP3aHH C JIEYEHHETO HEeKeJaHW ChOMTHA MO OTHOLUEHHE Ha PAcTeXka H Pa3sBHTHETO
npu 1 (0,6%) naument. To3u cnyuaii e Ha ocTeoneHus cTenex 1.

JlakTo3a

To3u nekapcTBeH NMPOAYKT ChAbPKaA JIAKTO3a MOHOXHAPAT. [1allHeHTHTE ¢ peaKH BpoAeHH npobieMH
Ha raJlakTO3Ha HEMOHOCHMOCT, IThJIEH JIAKTa3eH Ae(ULMT WM MIIOKO30-rajlakTo3Ha Manabcopbuus,
He TpA0Ba Aa npuemMaT TO3H JIEKapCTBEH MPOAYKT.

Hatpuii
Topa nexapcTBo chabpska nmo-mManko ot | mmol narpwuii (23 mg) Ha TabneTka, T.e. MOKe [1a Ce Kaxe,

ye MPaKTHYECKH He ChIAbPIKA HATPHH.

4.5 BsaummopaeiicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrd OPMH HA B3aHMO/eHCTBHE



AKTHBHH BELIECTBA, KOMTO MOXKE Aa NOBHULUAT MJIa3MEHHTE KOHUEHTPALIHHA Ha gaaaml-mﬁ

In vitro npoyuBanusTa nokassar, ye qazatiuub e cyoerpar Ha CYP3A4. Ennopemennara ynorpeba
Ha 1a3aTHHMO M JIEKApCTBEHH NPOAYKTH WIH BELLECTBA, KOMTO Ca MOTEHUHAIHH HHXHOMTOPH Ha
CYP3A4 (Hanp. KETOKOHa30Jl, MTPaKOHA30/l, EPHUTPOMHLMH, KJIAPUTPOMHUHMH, PHTOHAaBHD,
TEJIMTPOMHLIMH, COK OT rpeiindpyT) MosKe J1a MOBUILAT eKCTIO3HLIMATA Ha fa3aTHHUO. ETo 3ammo, npu
MaUMEHTHTE, MPHEMALLM 1a3aTHHHUO, HE Ce NpenopbyBa CHCTEMHOTO IMPH/IOKEHHE HAa MOLUHH
uHxubutopu Ha CYP3A4.

[Ipy KJIMHHYHO 3HAYMMH KOHLEHTPALMK, CBbP3BAHETO HA Na3aTHHHO ¢ Mia3MEHWTE NMPOTEHHH €
npubnusurento 96% ua Gaszara Ha in vifro onutd. He ca npoBesxnaHu M3MHMTBaHMA, OLEHSIBAIIH
Bsaumoneﬁcmne*ro Ha II,EBB.TPIHHG C ﬂpyl"ld ﬂpOTeHH-CB'praHH ﬂeKapCTBeHH HPOHYKTH.
[loTeHUMaNBT 3a H3MECTBAHE W HEMOBATA KJIHHUYHA 3HAYMMOCT Ca HEU3BECTHH.

AKTHBHM BeLIIECTBA, KOMTO MOraT J1a MOHWKAT NJa3MEHWTE KOHLIEHTPALMK Ha J1a3aTHHHO

Koraro nasatunu® e npunaras ciaen 8 auesHa ynorpeba Ha 600 mg pudamMnuuuH Beuep, KoiTo €
moieH CYP3A4 unngykrop, AUC Ha nasatunu® e Owna namanena ¢ 82%. Jlpyru nexkapcTBeHH
MPOAYKTH, KOMTO WHAyuMpar aktuBHoctta Ha CYP3A4 (Hamp. AexkcameTa3oH, (PEHHTOMH,
kapOamasenuH, pudamnuuuH, genobapburan unu GUIKOBM mMpenapartd, chAbpKalM Hypericum
perforatum, W3BECTEH CHILO KATO XKbJIT KAHTAPHOH) MOXKE CHLLO 1a MOBHILAT MeTabonH3Ma H Ja
MOHKIKAT N1a3MEHNTE KOHLEHTpaLUMK Ha Aa3aTHHUO. ETo 3awo He ce npenopbyYsa eIHOBPEeMEHHaTa
ynotpeba Ha mowHu CYP3A4 wnaykropu u aazatunub. [Ipu naumeHTHTe, Npu KOMTO € MOKa3aHa
ynotpebara Ha pudamnuumn unu apyru CYP3A4 mnaykropH, € HeoOX0AMMO MPHIIOKEHHETO Ha
allTePHATHBHH JIEKAPCTBEHH NPOAYKTH C MO-HUCHK MHAYKLHOHEH [IOTEHLIHA/ 110 OTHOLIEHHE HA TE3H
EH3UMH.

Xucmamun-2 aumazoHucniu U UHXUOUMOoOPU Ha NPOMOHHAMA NOMRA
JIBArOCpOYHOTO MOTHCKAHE HA CTOMALLHATA KHCE/IMHHA CeKpeLMs ¢ nomolura Ha Hz aHTaroHucTH

WM MHXMOMTOPH Ha NMPOTOHHATa nomna (Hamp. aMOTHAMH W OMEMNpa30i) BEPOATHO NMOHHXKABA
CKCIMO3HLHATa Ha D,a3aTHHH6. B npoy4ysaHe ¢ €HOKpaTHO MpHlaraHe MNpH 34paBH HHAHBHIH,
MPUIOKEHHETO Ha (baMOTldLlPlH 10 wyaca npeayw e€aMHH4YHaTta 4034 HﬁS&THHHﬁ NMOHHWX>KXaBa
€KCro3uuMATa Ha na3atHHMO ¢ 61%. B npoyusane npu 14 31paBu MHAMBHH, NPHIOKEHHETO HA
enuMHuyHa no3a 100 mg nasatunub 22 yaca ciien 4-aHeBHO NpuiIoskeHHe Ha 03a 40 mg omenpason
MpU CTaLMOHAPHO cheTosHKe Hamanssa AUC na nasatiuu® ¢ 43% u Cuax ¢ 42%. Tpabea na ce
obmucnu 3aMecTBaHeTo Ha H: aHTArOHHUCTHTE HIIH HHXH6HTOpHTB Ha MpPOTOHHATa IMoMIla C
AHTHALMIH [IPH TTALIMEHTHTE, HA evYeHHe ¢ Aa3aTHHUO (BK. Touka 4.4).

Aumuayuou
HekIMHHMYHHUTE JaHHM [OKA3BaT, Ye pa3TBOpuMocTTa Ha AasaTtMHMO e pH-3aBucuma. Ilpu 3apaBu

WHIHBHIM,  eJHOBpeMeHHata  ynoTpeba  Ha  aHTHALMAM,  CBHABPXKAIIM  ATYMHHHEB
XHPOKCH//MarHe3ues XHAPOKCHI, ¢ aa3aTiHKO noHmwkasa AUC Ha equHHYHATA 1032 Aa3aTHHHO ¢
55%, a Cpax ¢ 58%. Bbnpeku ToBa, KOraTo aHTHaLMAMTE Ca NPUEMaHH 2 yaca npeay eIMHHYHa 103a
IlaSaTHHHG, HE Ca HaﬁHI'O).laBaHPl 3Ha4MMH TMPOMEHH B KOHLCHTpaUMATa HIIH CKCIMO3HLHATa Ha
naszaTuHuO. ETo 3a110, anTHauuaure TpsOBa aa ce npuemar 10 2 yaca Inpeii WK 2 yaca e/l npueMa
Ha aa3atuHuO (B, Touka 4.4).

AKTHBHH BELIECTBA, YMHTO MJIa3MEHH KOHLIEHTpallMyH MOraTt fda ﬁbgaT [NOBJIHUAHH OT gaSaTHHPIG

EnnoBpemennara ynorpeba Ha nasatuuu® u cyberpar na CYP3A4 Moke 1a MOBHIIN KCMO3ULMATA
Ha CYP3A4 cyGerpara. B kauHu4uHO npoyvBaHe npu 3paBd WHAMBUIM, eaMHUYHaTa 1032 100 mg
na3atuHud Boau a0 nouuenue Ha AUC u Cac Ha cumBactaTuH, u3BecteH CYP3A4 cyberpar,
cborBeTHO ¢ 20 M 37%. He moke ga ce M3KIOUH, Ye e(eKThT € No-NMpOoABL/KUTENIEH Cllel
NPHEMAHETO HA MHOTOKPATHH 103H aazatuHuO. ETo 3awo, CYP3 A4 cyGeTpaTH 3a KOMTO € H3BECTHO,
Y€ HMMaT TECEH TepaneBTHYEH HHIEKC (Hanp. acTeMu3os, TepdeHaaMH, LUM3anpHA, MHMO3HI,
XHHMIMH, GENpHINI WM eproankajloMad ,[eproTamuH, AMXuapoeprotamuH]), TpaGea na ce
NpUIArar ¢ NOBHILEHO BHUMaHHE NPH NIALWeHTH, NpHeMaLiy 1a3aTHHHO (BK. Touka 4.4).



In vitro naHHM MOKa3BaT MOTEHUMAIEH PUCK 3a B3auMoaeicTBHe cbe cyberpatu Ha CYP2C8, kato
HanpHMep IJIMTa30H.

[leauaTpuuHa nonyaanys
[TpoyuBanus 3a B3aUMOJEHCTBHE Ca NMPOBEMIAHH CAMO MPH Bb3PACTHH.

4.6 ®epruanrer, OPeMEHHOCT H KbpPMeHe

Kenu ¢ leTepo/ieH NOTEeHUHAN/KOHTPALIETLWA PH MbXKe W yKeHH
CekcyallHO aKTHBHHTE MBIKE M XKEHHTE C AETepOJIeH MOTeHIHal TpAOBa Ja M3Moa3BaT eheKTHBHH

METOJH Ha KOHTpaUEMNLHA MO BpEME Ha JICHCHHETO.

BpemeHHocT
Ha Gazara Ha onuTa npu xopa ce npearnonara, ye Ja3aTMHUO MpUYHHSABA BPOAEHH MandopMaLuH,

BKJTIOUHTENHO Ne)eKTH Ha HeBpaiHata Tpbba, KakTo U 4ye uma $apMaKoJIOrHYHH e(eKTH, KOHTO
OKa3BaT BPe/HO BIIMAHHE BLPXY IU10Ja, MPH NpHIIOXKeHHe No BpeMe Ha OpemenHocT. [IpoyuysanusaTa
[IPH 3KHBOTHH MOKa3BaT PENpOAyKTHBHA TOKCHYHOCT (BX. TO4Ka 5.3).

Ha3zatuuub He TpaGBa na ce U3MO3Ba M0 BpeMe Ha GPEMEHHOCT, OCBEH aKO KITMHHYHOTO ChCTOAHHE
Ha JKEHaTa Hajara jevyeHHe ¢ aa3atuHuG. B cnyuaii, ye nasatuHu® ce mpunara no BpeMe Ha
BpemeHHoCT, naunenTkaTa Tpsabea na 6bae HH(OPMHUpPaHa OTHOCHO MOTEHLMAIHHMA PUCK 32 IUIO/A.

Kbpmene
ColecTByBa HeJOCTaTbYHA/OrpaHHveHa MH(OpPMaLMsi OTHOCHO EKCKpeLHsTa Ha Ja3aTHHHO B

KbpMaTa WJIH B MIAKOTO  Ha  JKMBOTHHTE., DH3MKO-XMMHYHMTE W  HAJIHYHHUTE
(hapMaKOJMHAMUYHH/TOKCHKOMIOTHYHH [aHHM 3a [Ja3aTHHHO [MOKa3BaT eKCKpelMs B KbpMara,
Mopajan KOETO PUCKBT 3a KbPMAUeTO He MOske Ja Ob/le M3KITHOUEH.

Kbpmenero TpsabBa na 6bae npeycTaHOBEHO MO BpeMe Ha JIeYeHHeTO ¢ Aa3aTHHHUO.

Deprunurer

Ilpy npoy4BaHHs BbPXY KMBOTHH, (PEPTHIMTETHT HA MBXKKH M JKEHCKH IUTbXOBE HE € 3acCerHaT oT
TepanuaTa ¢ 1a3aTuHuO (Bk. Touka 5.3). JlekapuTe W ApyruTe MeAULMHCKH ClIELMAIUCTH TpabBa aa
KOHCY/NTHPAaT NMalMeHTHTE OT MBKKH [0JI Ha MOAXOMAIIA BB3PAcT, 32 BB3MOXKHHMTE €(EeKTH Ha
[a3aTHHUO BbpXY (PEPTHINUTETA U TA3H KOHCYJITALIMA MOJKE 13 BKIIIOYBa 0OMMC/IAHE HA ChbXpaHIBaHe
Ha criepma.

4.7 Edexrn BbpXy cnocodHocTTa 32 IWHo(hHupane 1 padora ¢ MALINHH

JazatunuG dapmanapaiic KMa HE3HAUMTEHO BIMSHHME BbPXY Cl1OCOOHOCTTA 3a Wwodupane u pabora
¢ MawuHu. [atuenture Tpadea na 6baaT npeaynpeaeHu, Ye 0 BpEMe Ha JIEYeHHeTO ¢ Ja3aTHHHUO,
IIPH TAX MOJKE Ja Ce MOSBAT HEeXKETaHH peakllMH, KaTo 3aMasHOCT WJIM 3aMbIVIeHO BuwkaaHe. ETo
3allo € HeoOXO0AMMO MpenopbYBaHe Ha NOBUILIEHO BHHMaHKE MO BpeMe Ha wwodupaHe wiK paboTa ¢
MallHHH.

4.8 Hexenanu TeKApCTBEHH PeaKUHH

Pesiome Ha npodmaa 3a GezonacHocTt

JlaHHHWTE, ONMMCAHM NO-[0NY, C€ OTHACAT J0 EKCMO3HLMATA Ha Na3aTHHHO BBB BCHUKH JO3H
M3MMTBAHKH B  KJIMHWYHM npoyuBanus (N=2 900), sxmouBamy 324 mpauMeHTH C
HooauarHocTHuupana XMJI B xponuuna asa, 2 388 sb3pactuu naumentn ¢ XMJI winm Ph+ OJIJT
C PE3UCTEHTHOCT M/JIM HEMMOHOCHUMOCT KbM UMATHHHO M 188 neauaTpuyHK NaLHEHTH.

Meauanata Ha NPOAB/DKMTENHOCT Ha TepanuaTa npu 2 712 Bp3pacTHM nauuveHTd ¢ XMJI B
xponuuna ¢aza wid Ph+ OJUUI e 19,2 meceua (rpanumuu 0-93,2 meceua). MeauaHata Ha
MPOAB/KHTEIHOCT Ha TepanuaTa B  PaHAOMH3HMpPaHO MpOy4YBaHe MpH MAalUEeHTH ¢
HoBoauarHoctuuupana XMJI B xponuuna Qasa e npubausurenno 60 mecena Menuanara Ha
NPOAB/DKHTENHOCT Ha Tepanusta npu 1618 Bu3pactin naunentu ¢ XMJI B xponuusa ¢asa e 20
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mecena (rpanuum 0-92,9 meceua). Meauanata Ha NpOAB/KMTENTHOCT Ha Tepanuata mpu 1 094
BB3pacTHH nauuenT ¢ XMJI B nanpeanana dasa uaun Ph+ OJUT e 6,2 meceua (rpanuuu 0,1-99,6
meceua). Cpen 188-re mauueHTH B neaMaTpuyHH Npoy4BaHHs, MeIHaHaTa Ha MPOAB/DKHTETHOCT Ha
TepanusaTa e 26,3 meceua (rpanuun 0-99,6 meceua). B noarpynara ot 130 mamuentu ¢ XMJI B
XpoHHuHa (a3a, NeKyBaHM C Ja3aTHHMO MeJMaHaTa HAa MPOAB/KMTENHOCT Ha Tepanuata e 42,3
meceua (rpaduuu 0,1-99,6 meceua).

MHO3HHCTBOTO OT NAaLMEHTHTE JIEKYBaHHU C 1a3aTHHHUO ca NMOMYYHIIH HEXKEIaHH PeaKLiH B HAKAKBB
MoMmeHT. B o6uata nonynauus ot 2 712 Bb3pacTHH NaLKeHTH JeKyBaHH ¢ JazaTtuHu6, 520 (19%) ca
TIOJTYYHITH HEXKETaHW peakLiiH, TOBEeJIH /10 MPEKbCBAHE HA TepanusTa.

O606menusT npodun Ha 6€30MacHOCT Ha a3aTMHUO B MeaMaTpUYHATA TONy/IaLus € nofobeH Ha
TO3M NpPH BB3PACTHH, HE3ABHCHMO OT NeKapcTBeHata (opMma, ¢ H3KMOYEHHe Ha HeChOOLIeHH
NepUKapaeH W3MB, [UIEBpaJeH W3nue, OenompobeH oToK Wi OenoapoOHa XMNEPTOHHA MPH
neanatpuuHata nonynauua, Ot 130-Te fekysanu ¢ nasatnHu® neauarpuunu nauuentu ¢ CML-CP,
(1,5%) ca nonyuuiun HexeNnaHH peakLUMH, JOBE/H 10 NPeKbCBaHe Ha TepantaTa.

CnHChbK Ha He)KellaHWTe peakuuy B Tabnuua

CnenHuTe HeXKENAHHM PEAKLMH, ¢ H3K/IIOUEHHE HA OTKJIOHEHHATa B JaDopaTOpHUTE MOKA3aTe/lH, ca
¢hOBIIABAHN TIPH MALIMEHTH B KITHHUYHY M3MTUTBAHHA M OT NIOCTMAPKETHHIOBHSA OTHT C 1a3aTHHHUG
(Tabauua 3). Tezu peakuuu ca NpeaCTaBeHH N0 CHCTEMO-OPraHHH KJIacOBE H N0 4ecToTa. YecToTHTe
ce onpeaenaT kato: MHoro uect (> 1/10); yectn (> 1/100 no < 1/10); neuectu (> 1/1 000 mo <
1/100); peaxu (> 1/10 000 no < 1/1 000); ¢ Hen3BecTHa YecTOTA (OT HAJTHYHHTE NOCTMAPKETHHIOBH
JAHHK He MOJke 1a Ob/le HarpaBeHa OLEeHKa).

BbB BCAKO rpyndpaHe M0 YecToTa HeXKeNaHuTe peakuuu ce u3bposBaT B HM3XOAALL pea Mo
OTHOLIEHHE HA TAXHATa CEPHO3HOCT.

Tatnnua 3: Tabnu4ven nperJieq Ha He:KeJAHHTE PeAKUUH

Nudexuun n nudecraunn

Mhnozo vecmu uHdekuns (BKIIoUMTENHO GakTepuaiHa, BUpYCHa, rbOMYHa, HeorpeeNieHa)

Yecmu MHEBMOHHMS (BK/IIOUMTENHO GaKTepUanHa, BUpycHa U reO1yHa),
MH(pEKLUMA/Bb3NANEHHE HA TOPHUTE AUXATE/HH IbTHLIA, XEPIeC BUPYC HHeKIHs
(BKIIOUMTENHO LUTOMEranoBHpyCcHa-CMV), eHTePOKOIMTHA HHEKLIHA, CeTICHC
(BKJIIOUMTEIHO HEYECTH CilyyaH ¢ (araned H3Xo)

CHeuzsecmua | peakTHBaLMs HA XeNaTuT B

yecmomada

HapyumeHHsl HA KPBBTA HJIHM(]HATA CHCTEMA

Mnozo vecmu MHUeNIOCYNpecHs (BKIKYHTENHO aHEMHS, HeyTponeHuﬁ,TpOMGOIlHTOHeHPlFI)

Yecmu (ebpHiiHa HEYTPONeHHs

Heuecmu numpageHonaThs, auMQoneHns

Pedru npuaobura (4MCTa) aniasus Ha epUTPOLIMTHTE

HapyuweHuns Ha HMYHHATA CHCTEMa

Hevecmu CBPBXYYBCTBHTEIHOCT (BKIIOUHTEIHO @PHTEMA HONIO3YM)

Pedku aHa(pUIaKTHYEH LOK

HapyweHus Ha EHIOKPHHHATA CHCTEMA

Hevecmu XHMOTHPEOHIH3bM

Pedku XHIIEPTHPEOHIHIbM, THPEOHIHT

Hapywenus Ha MeTa001H3MA H XPAHEHETO

Yecmu HApYLIEHHUs HA AMeTHTA", XHIIePY PHKEMHs!

Heuecmu TYMOP-JIN3UC CHHAPOM, IeXHApaTalNs, XH10an0yMHHEMHSA, XMIIEPXOJIECTEPOIEMHs

Peoxu 3axapeH auader

IlcHXHYHM HAPYLUEHMS

Hecmu nenpecus, bezcbHue

Heuecmu 6e3Nn0KOHCTBO, CHCTOSHHE HA 00BPKAHOCT, aeKTHBHA TAOMIIHOCT, HAMATEHO THEHAO

HapyuieHus HA HEPpBHATA CHCTEMA -~ e 2N,




Muozco vecmu

rinasobonue

Yecmu

HEBpONaTHA (BKJIKOYHTEIHO NeprdepHa HeBpONaTHs ), 3aMasHOCT, AUCTey3H,
COMHOJIEHTHOCT

Hevecmu

KPbBOH3JIHB B LIHC*®, cunkorn, TPEMOP, AMHE3Hs, HAPYLIEHO PABHOBECHE

Peoxu

uepeGpoBacKynapeH HHUMAEHT, NPeX0AHA CXEMHYHA ATaKa, KOHBYJICHS, ONITHYEH
HEBPHT, Napajinia Ha 7-s HepB, IeMEHLNA, ATAKCHSA

Hapywenusn Ha ounrte

Yecmu 3PHUTE/IHHU HApY LUEHUS (BKJIOUHTENHO HAPY LIEHO 3pEHHE, 3aMbITIEHO 3pEHHE H
HaMaJieHa 3pHUTE/IHA OCTPOTA), CYXOTa B OUHTE

Hevecmu 3PUTEJIHH Y BPEXKAAHHA, KOHIOHKTUBHT, (PoTO( 00U, 3aCHIIEHO CHI300TACIAHE

Hapywenus Ha yxoTo H JaGHpPHHTA

Yecmu THHHUTYC

Hevwecmu 3ary0a Ha cliyxa, BepTHIO

CbpaevyHn HapylueHusi

Yecmu

KOHIeCTHBHA CbpPASYHA HEAOCTATbYHOCT/ChpaeuHa AUChYHKLHA*®,
NepUKapAeH M3NuB*, apuTMus (BKJIKOUHTEIHO TAXHKAPIHA ), NATNHTALIHH

Hevecmu MH(papKT Ha MHOKapaa (BKNOUYMTENHO ¢ daTaneH usxon)*, ynwmken QT uaTepBan
B €JIeKTpoKapauorpaMa*, nepukapauT, KaMepHa apHTMHA (BKIIOUHTEIHO KAMEpHA
TaxukKapaus), CTeHOKapaua, kapauomeranus, abHopmHa T-BbaHa B
eJeKTpoKapauorpama, NoBHLIEHH HHBA HA TPONOHHH

Peoru GenonpobHO chplLe, MUOKAPAKUT, OCTHP KOPOHAPEH CHHAPOM, ChpJedeH apecT,
yabmkaeaHe Ha PR uHTepeana B eslekTpokapavorpaMa, HexeMuuHa GonecT Ha
CbPLETO, [UIEBPONEPUKapANT

C Heussecmua MPEeAChPAHO MbiKAEHE/TPEAChPAHO TpPernTeHe

vecmoma

ChbI0BHHAPYLIEHHHA

Mrnozo vecmu KPBBOH3IHB*"

Hecmu XUNEPTOHHSA, TOTUTH BBJIHH

Heveemu XHNOTOHHA, TpoMOodnedur, Tpombo3a

Pedku TpoMb03a Ha Ab16OKHTE BeHH, eMOOIHA, THBE0 PETHKYIapHC

PecnupaTopHH, rpbAHH H MEIHACTHHAIHH HAPY LI EH U

Mnozo vecmu

IJIEBPAJIEH U3 MB*, AMCNHes

Yecmu

Genonpoben otok*, GenonpobHa xunepronus*, GenoapodHa
HH(UITPALHS, MTHEBMOHWT, KAlLTHIIA

Hevecmu OenoapobHa apTepuania XunepTonus, OpoOHX0CHazbm, acTMa

Peoku GenoapoGua eMGoIA, OCTBP PECNHUPATOPEH JUCTPEC CUHIPOM

C neusgecmna uHTepcTuuuanyabenoapobHafonect

vecmomda

CTOMALIHO-YPeBHH HapYLUeHUsi

Mruozo vecmu IHapHA, NOBpblUAHE, rajaeHe, 001Ka B Kopema

Hecmu CTOMALUHO-YPEBHO KbpBeHEe™®, KOJUT (BKJIIOUMTENHO HEY TPOTIEHHYEH KOJIUT),
racTPUT, MYKO3HO Bb3najieHHe (BKIOYHTETHO MYKO3HT/CTOMATHT),
aucnencus, abaoMHHaNHA JMCTEH3HA, 3aMeK, HapyLIEHHEe Ha MEKHTE ThKaHH B
ycraTa

Hewecmu NaHKPeaTHT (BKIOYMTENIHO OCTbP MAHKPEATHT), A3Ba B rOPHUA OT/eN Ha
CTOMAalIHO- YPEBHUS TPaKT, e3odaruT, acunt*, aHanHa ¢ucypa, aucdarus,
ractpoesodareanta pednykcHa Gonect

Peoku racTPOEHTEPONaTHs Che 3aryda Ha NPOTEHHH, Uieyc, aHanHa PUcTya

C neuzsecmua
yecmoma

CTOMALIHO-YPEBEH KPBLBOHW3JINB C q.)aTaJ'leH u3xon*

XenaToOMJHAPHH HApYLUEHHS

Heuecmu

XCNMAaTHT, XONCUHCTHUT, X0J1ecTasa




Hapymeuna HA KOXKATa H NOAKOXKHATA TBKAH

Mruozo vecmu

KoxeH 06pus”

Yecmu

azioneums, 1epmMatiT (BKIHOUYHTENTHO eK3eMa), IPYPHTYC, aKHe, CyXa
KOXKa, YPTHKapHs, XHUIepXHApPo3a

Heuecmu HeyTpodHIHa repmaTosa, poTouyBCTBHTETHOCT, HAPYLIEHHE HA TMIMEHTaLHATA,
MAHUKYJIHT, KOXKHH A3BU, OYNO3HH CbCTOSHUSA, HAPY LIEHHS HA HOKTHTE, CHHIPOM
Ha NaaMapo-njaaHTapHa ePHTPOIM3ECTE3 A, HApPY LIEHHE HA OKOCMABAHETO

Peoxu N€BKOLMTOK/IACTEH BACKYINT, KoskHa ubposa

C neuzgecmna Cunapom Ha Stevens-Johnson®

vecmoma

Hapymenusi Ha MYCKYJIHO-CKEJETHATA CHCTEMA H CheAHHUTEJIHATA ThKAH

Mmnozo vecmu

Oonka B MYCKYJINTE H KOCTUTE

Yecmu

apTpajirua, MHanrusa, MyCckKymnHa CJ'IaGOCT, CKOBAHOCT B MYCKYJIUTE H CTABHUTE,

Heuecmu

MY CKYJIHH CNIa3MH
pabaoMuOoN3a, OCTEOHEKPO3a, MYCKYJIHO Bb3NaleHHe, TEHAMHUT, apTPUT

Peoxu

3abaBeHa QyHkuHs HAa enudu3aTa™, 3adaBeH pacTex™

Hapywenns Ha 6b0pennTe H NHKOYHHTE MIbTHILA

Hewecmu OuOpeyHo yBpexaaHe (BKIounTeHO 0b0petHa HeJoCTaTbUHOCT), YECTO
YPHUHHpAHE, MPOTEHHY pHs

C nHeuzgecmua He(po3eH CHHAPOM

vecmoma

C'LCTO!IHHH, CBBP3aHH C ﬁpemennocTTa, pPOAOBHA H MOCJIEPOAOBHA NEPHOI

Peoxu

| AGopt

Hapymwienns Ha BL3NPOH3BOAHTE/IHATA CHCTEMA H IbpAATA

Heuecmu

I FMHEKOMACTHA, HAPYLUEHHE B MEHCTpYaLKATA

OGwHn HAapywenus H eeKTH HA MACTOTO HA NPHJIOKEHHE

Mnozo uecmu nepubepeH oTOK", yMOpa, NHPEKCHS, OTOK Ha JTHIETO"

Yecmu actenus, 6os1ka, 60J1Ka B rbpAMTE, reHepalM3upaH eneM*", TpbIKH

Hevecmu HEPa3NoJ0KeHHE, IPYTH MOBBPXHOCTHH OTOLH"

Pedxu HapylIeHHe Ha MOXOIKaTa

H3caeaanus

Yecmu HaMassBaHe Ha TerJ10To, YBeIHYaBAHE HA TErJ0TO

Hevecmu noBHLLIEHHE HAa KpeaTHHHH (pocokuHazaTa B KpbBTA, NOBHILEHHE HA
rama- rinyraMmuiaTpadcgepasara

Hapaﬂﬂsannﬂ, OTPABAHHSA H YCJ0KHEHHA, Bb3HHKHAJIH B pe3YJITAT HA HHTEPBEHILHH

Yecmu

l KoHTy3us

a Brmousa HamaneH ArneTHT, PAHHO YCCLAHE 3a CHTOCT, NOBHILICH aneTHT.

0 Bimiousa KpEBOM3NIMB B LIGHTPANHATA HEpPBHA chcTeMma, uepebpane xematoM, uepefpaneH KPHLBOH3IHB, SKCTpajypaneH
XeMaToOM, HHTPaKPaHHANEH KPBBOM3/IMB, XEMOPArHueH HHCY.T, Cy0apaxHOoMIeH KpbBOH3IIHB, CyOIypaneH XeMaToM H CyOaypaneH
KPBBOH3/HB,

B Boupa NoBMIIEH MOILYEH HATPHYPETHYEH [ENTHA, KaMepHa AMCYHKUMS, NeBOKaMepHa AMCRYHKUMA, IECHOKAMEpHA
AMC(YHKUMA, CBPAEYHA HEAOCTATBYHOCT, OCTPA CLPAEYHA HEAOCTATEYHOCT, XPOHHYHA ChPACYHA HEJ0CTATBYHOCT, KOHIECTHBHA
CbPIEUHA HEAOCTATHLYHOCT, KaPAHOMHONATHS, KOHFECTHBHA KAPAHOMHONATHA, ANCTONHYHA IMCHYHKIMA, HamaneHa Qpakums Ha
H3TIACKBAHE M KaMepHa HENOCTATBhYHOCT, JICBOKAMEpPHA HEAOCTATBYHOCT, JACCHOKAMCPHA HEIOCTATBYHOCT W KaMepHa
XHNOKHHE3INA.

r M3kousa cTOMALIHO-4PEBHO KhpBeHe W KbpeeHe oT LIHC; Te3u Hexxenanu peakuuyu ca u30pOeHH ChOTBETHO KbM CHCTEMO-
opraHeH Knac “CTOMAuHO-4PEBHUTE HAPYWEHHA" W CHCTeMO-OpraHeH knac “HapylueHHATa Ha HepBHaTa cHcTema”,

A BKNouBa NekapcTBeHa epyMUMA, epHTemMa, eputema MyniTHdopme, epuTposa, ekconuaTusen 00pHB, FreHEpaTH3HPaH epPHTEM,
reHHTaleH OBPHB, TOMIHHEH OOPHB, MUIAHYMH, MHIMAPHA, MYCTYI03eH NcopHasuc, o0pHB, epuTemMaTtoseH 00pHB, GoIHKynapeH
00puB, reHepanu3upad 0OpHB, MakyJ103eH 00pHB, MaKy/I0-Nany/103eH 00puB, namnyjloieH 00pHB, NPYPHTHYEH 00pHB, MYCTY/I03€H
00pHB, BE3NKYNO3eH 0OPHB, KOXKHA eKCHOTHALNSA, KOKHO [pasHeHe, TOKCHUEH KoxkeH 00puB, Be3HKYN03eH OOPHB H BACKYIHTEH
o0puB.

€ B mocTMapKeTHHIOBH YC/IOBHA Ca ChOOLIEHH OTAENHH Cy4au Ha cHHApoM Ha Stevens-Johnson. He moxe aa Gbae ycTaHOBEHO
NANH TE3H KOKHO-NTHraBHYHH HEKENaHH PEaKkUMH Ca NPAKO CBbP3aHu ¢ SAa3aTHHHO WIH CbC CHIBTCTBALL IEKAPCTBEH NPOIYKT.

’k CpoOlasar ce karo YeCTH B NeHATPHYHH POy BAHHA.

3 ['paBHTALMOHEH OTOK, IOKATH3HPAH OTOK, NeprUdepeH OToK,
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W KOHIOHKTHBANEH OTOK, OTOK Ha OKOTO, MO/YBAHE HA OKOTO, OTOK HA KJIEMaya, OTOK Ha JIMLETO, OTOK Ha YCTHUTE, MaKynapeH
OTOK, OTOK Ha YCTaTa, OTOK Ha opOuTaTa, 0TOK Ha nepHopOHTaTa, MOAMYXBAHE HA JIHLIETO.

it TIpeToBapBaHe ¢ TEYHOCTH, 33AbPHAHE HA TEHHOCTH, OTOK HA FACTPOMHTECTHHATHHA TPAKT, TeHEPAIUIHPAH OTOK, OTOK, JbJDKALL
Ce Ha CbPAEYHO 3a00.1aBaHe, NEPUHEDPANIEH H3/IHB, OTOK CJIE/L UHTEPBEHLNS, BUCLIEPATIEH OTOK.

K [loayBaHe Ha reHUTATHHTE, OTOK HA MACTOTO HA HHLM3HATA, FEHHTAIEH OTOK, OTOK Ha NMEHHUCA, NOJIyBaHE HA NEHHCA, OTOK Ha
CKpOTYMa, MOAYyBaHE Ha KO/KaTa, NOJyBaHe Ha TECTHCHTE, BYIBOBATHHANHO NOLYBAHE.

% 3a JOMbIAHKTENHH AeTaiiin, BricTe Touka "Onucanke Ha H30PaHW HEKENAHH peakuuu”

Onucanue Ha M30paHK HeXKeNaHHW peakLHH

Muenocynpecus
JleyeHueTo ¢ 1a3aTHHHO € CBBP3aHO C aHeMus, HeyTponeHus v TpombouuTonenus. TaxHara nossa

€ Mo-paHHa W Mo-YecTa MpH NauMeHTH ¢ HanpeaHana dasa na XMJI uau Ph+ OJIJI, oTkonkoro B
XpoHuuHa paza Ha XMJI (BiK. Touka 4.4).

Kwpeene
CBBp3aHH ¢ T€KapCTBOTO HEXKENAHH peakUMy Ha KbpBeHe, BAPUPALLH OT NMeTeXHH H eMUCTAKCHC JI0

KBbPBEHE OT CTpaHa Ha CTOMAIUHO-YpeBHHs TpakT crerneH 3 wid 4 v kppBousnus B IIHC, ca
CHOOLUEHH NPH NAaLKMeHTH, MpUeMally 1a3aTHHHO (B3K. Touka 4.4).

3adwpoicane na meunocmu

PasnuuHM HexkenaHW peakuUMM KaToO MUEBpalieH W3/IHB, aclMT, OenoapobeH OTOK H IepHKapleH
M3JIMB CbC WK 0€3 MOBBPXHOCTEH OTOK, MOJKE Ja C€ OMMLIAT 0010 KaTo "3aAbpiKaHe Ha TEUHOCTH' .
B npoyuBane npu HoBoauarnoctuuupaHa XMJI B xpouuuHa ¢asa cinen MUHUMYM 60-MecedHO
npociesBaHe, HEXKeaHH peakUMK Ha 3aIbpP/KaHe Ha TEYHOCTH, CBbP3aHH C MPHeM Ha 1a3aTHHHO,
BIJTIOUBAT MueBpaieH u3nus (28%), noespxHocTen oTok (14%), GenonpobHa xunepronus (5%),
reHepanusdpad  otok  (4%) u  nepukapmeH  u3amB - (4%). 3acToiiHa  CbhpAe4Ha
HeJoCTaThYHOCT/chpaeyHa auchyHkuus u OenogpobeH oTok ca cbobumend mpu < 2% ot
nauveHTure. KymynaTtMBHaTa 4ecToTa Ha CBbpP3aHHMA ¢ Ja3aTMHUO [JIeBpajeH M3/IMB (BCHUKH
crenieHu) BBB BpemeTo € 10% Ha 12-ua meceu, 14% Ha 24-us, 19% Ha 36-us, 24% Ha 48-ua u 28%
Ha 60-ua meceu. OOwo 46 OT naUMeHTHTE, JeKyBaHM C Ja3aTHHUO, ca MUMald peLdJHBHPAIIH
rieBpaiHy u3nuey. CeaeMHaIeceT NalMeHTH ca HMaJTH 2 OTAEJIHH HEXKeJIaHW PeakLH, 6 ca HMalH
3 HexenaHu peakuuu, 18 ca umanu 4 no 8 Hexkenanu peakuuu M S5 ca uMand > 8 enMzoda Ha
niespajied u3aMB. MeadaHata Ha BPeMeTO [0 MbPBUS CBbP3aH C Aa3aTMHUO IUIEBpaJieH HM3JIMB
crened | unm 2 e 114 ceamuum (rpandum 4 u 299 cenmuun). Io-manko or 10% ot nauueHTHTE €
TMJIEBpajeH M3JIMB Ca MMajlM TeXKbK, CBbP3aH ¢ Ja3aTHHKO, niespaned u3nue (cteneH 3 wiu 4).
MenunaHaTta Ha BpeMeTo /0 [TbpBaTa NOABa HA CBbP3aH C 1a3aTHHUG NUIeBpajIeH W3/IMB CTeneH >3 e
175 ceamuum (rpaHdun 114 u 274 ceamuun). MeamaHata Ha NPOAB/KHTEIHOCT HA CBbP3aHUA C
[1a3aTUHUO IUieBpaneH U3KB (BCHUKH cTeneHu) € 283 auu (~40 cenMuLn).

[IneBpanHuaT u3nue oOMKHOBEHO € O0paTHM M ce OBJajsiBa upe3 NMpPeKbCBaHE Ha JIEYEHHETO C
nazaTHHUO, KAKTO W Ype3 W3MOI3BaHe HA ANYPETHLIM WIIH APYTO MOAXOSAIIO NOAILPKALIO JIEUCHHE
(Bxk. Touka 4.2 u 4.4). OT nauMeHTHTE C IUIEBpaJeH M3/MB, CBBP3aH C JIEYEHHETO C Ja3aTHHHO
(n=73), npu 45 (62%) e UMano npexbCBaHe Ha npuaokeHueTo U npH 30 (41%) e umao HamansBaHe
Ha go3ata. B nonbanenue, 34 (47%) ca nonyumnd adypetdud, 23 (32%) ca nomy4uiH
KopTHKOCTEpoHAH M 20 (27%) ca nmosy4uin KakTo KOPTHKOCTEPOW/IH, Taka W AWypeTulu. [leser
(12%) nauMeHTH ca NoUIOMKEeHH Ha TeparneBTUYHA TOPAKOLEHTE3a.

[lecT npoueHTa OT NaLMEHTHTE, JTEKYBaHH C 1a3aTHHHO, ca NPEKbCHAIH TepanuaTa NopajH CBbp3aH
C JIEKApPCTBOTO MEBPAJIEH H3/IHB.

[IneBpa/HUAT M3AMB He HapyluaBa crnocoOHOCTTa HAa MALMEHTUTE Aa Moay4yar oTroBop. Benpexu
MPeKbCcBaHe Ha MPWIOKEHHETO WM KOPHIMpaHe Ha 103aTa, OT MALMEeHTHTE C IUIEBPaJieH H3JIMB,
JeKyBaHW ¢ Ja3aTuHHO, 96% ca nocturHand cCCyR, 82% ca mocturHann MMR u 50% ca
nocturHanyd MR4,5.

Buwkre Touka 4.4 3a nonbanuTenHa uadopmauus otHocHo nauuentd ¢ XMJI B xponuuHa dasa u
XMJI B Hanpeanana asa waun Ph+ OJIJ1.

benoopobua apmepuanna xunepmonus (5AX)
BAX (npekanunspha OenoapobHa apTepuanHa XMIEPTOHHA TIOTBbpPAEHA C JAACHA ChpAcYHA

KaTeTepu3alus) e [10KJ1aaBaHa BbB BPb3Ka C €KCro3HLMs Ha Aa3aTWHMO. B Te3w ciayuan, BAX e
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JOKJIa[IBaHa CJie]] 3ar04YBaHe Ha Tepanus ¢ 1a3aTHHUO, BKIIOUMTENTHO H CJIe/] [TOBeYe OT eIHA FOJHHA
Jeuenue. [launenture ¢ BAX, cbobiieHn no Bpeme Ha JieyeHHe ¢ Aa3aTMHMO B MOBEYETO OT
cllyyaiiTe ca mpHeMand CBIBTCTBALLO JIEUEHHE MM Ca MMAaJlM CHITBTCTBALUM 3a00JiBaHHA B
[OTbJIHEHHE KbM OCHOBHOTO 3/l0kavecTBeHo 3abonsaBane. [logoOpeHHs B XeMOOAWHaMHKaTa M
KJIMHUYHHUTE NapaMeTpH ca HaboaaBaHu npu naumeHtd ¢ BAX, cnen npekpariaBaHe Ha TepanusaTa
¢ na3aTHHHUO.

Yownocasane na QT unmepeanra

B usnureane dasa IIl npu naumeHTH ¢ HOBOAMArHOCTHLIMpaHa XpoHuuHa (aza Ha XMJL, exun
nauueHT (< 1%) ot nekyBanuTte ¢ na3atuuub e uman QTcF > 500 msec cien MmuauMyM 12-MeceuHo
npocienssade (Bxk Touka 4.4). Hama cbobmenns 3a apyru nauueHtd ¢ QTcF > 500 msec cnen
MHHHUMYM 60-MecedHO npociieasBaHe.

B 5 kaunuunu msnuteanus dasza Il npu naumeHTH ¢ PE3UCTEHTHOCT WIIH HEMOHOCHMOCT KbM
npearuHo jevyeHue ¢ umMatuHud, EKIT ca 6unu HanpaBeHW MHOrOKpaTHO Ha M3XOJHO HHBO H IO
BpEME€ Ha JIEUEHHETO B TPEABAPUTENIHO OIpeje/eHH BpeMeBM TOYKM M ca OMIM pasyeTeHH
LleHTpaaHO 3a 865 mauueHTH nonyvasaid gazatiaub 70 mg asa nbTH aHeBHO. QT MHTEPBATBT €
OWa KOpUrupaH cnpsMo chpaeyHaTa 4ecToTa 1o Merojia Ha Fridericia. BEB BCHYKH BpeMeBH TOYKH
Clle[l NpHeMaHe Ha 7103aTa B JieH 8, cpeqnurte npoMeHH oT W3xoaHoto HuBO B QTcF untepsana ca
Ounu 4 - 6 msec, ¢ ropHa rpanuua Ha 95% noseputenen untepsan < 7 msec. Ot 2 182 naumenTH ¢
PE3MCTEHTHOCT WJIW HETIOHOCHMOCT KbM MPEAMUIHO JieueHHe ¢ UMATHHHO, KOUTO ca MoJIy4aBaliv
Ja3aTHHUO NpM KIMHKUYHK M3nuTBauus, 15 (1%) ca umanu yawmkasane Ha QTc uHTEpBaia,
chOOIIEHO KaTO HeskenaHa peakuus. J{panecer u eaun naumenTy (1%) ca umanu QTcF > 500 msec
(B TOuKa 4.4).

Cwpoeunu Hedicenanu pearyuu

[TaupenT ¢ puckoBW daKTOPH WM aHaMHe3a 3a chpAevHO 3abonsBaHe TpsAOBa BHUMATENHO A
Obaar Hab1101aBaHHM 3a MPU3HALIM MITH CUMIITOMH, 110Ka3aTeTHHM 3 ChpAeyvHa AMC]YHKLMS, U TpaOBa
Ja 6bJaT CbOTBETHO OLCHABAHH M JieKyBaHH (B Touka 4.4).

Peaxmusayus na xenamum B

CpoOuuena e peakTHBaLMsa Ha Xxenatut B BuB Bpb3ka ¢ BCR-ABL THPO3MHKMHA3HHTE MHXHOMTOPH
(TKH). B HAKOM ciyyad HacTblBa OCTpa 4epHOAPOOHA HEAOCTATBYHOCT WIM (hYJIMHHAHTEH
X€MNaTuT, BOJELL 10 YepHoApoOHa TpaHCnIaHTalUMs Wik daTaneH u3xoa (BxkK. Touka 4.4).

B npoyusane dasa III 3a onTumuzupane Ha no3arta npy nauxeHTH B XpoHHuHa dasza va XMJI ¢
PE3MCTEHTHOCT MJIM HEMOHOCHMOCT KbM TMpEIHLIHO JieYeHHe ¢ HMMaTHHHO (MeauaHa Ha
NPOABIKMTETHOCT Ha JieueHHeTo 30 Meceua), 3a IUeBpajieH M3JMB M 3acTOHHA CBpAEYHA
HE0CTaThYHOCT/ChpaeyHa AMChYHKUMA e cboOlaBaHO MO-pSAKO MPU MALMEHTH, JIEKYBaHH C
nazatiHu® 100 mg BeaHBK JHEBHO OTKOIKOTO MPH MaLMEHTH, JIeKyBaHH ¢ aa3aTHHuO 70 mg asa
MbTU THEBHO.

3a MuenocynpecHs CblLO ce ChoOlIaBa NO-pAaAKo NpH rpynara MauMeHTH, JekyBaHu cse 100 mg
BEAHBK AHEBHO (BkK. OTkIOHeHWsa B snabopaTopHuTE MOKaszaTenM Mo-aoiy). MeauaHara Ha
MPOABLIKHTEHOCT Ha TepanuATa npu rpynara, nekysaHa cs¢ 100 mg BeaHbk 1HEBHO € 37 mMecela
(rpannum 1-91 meceua). KymynaTMBHHTE 4eCTOTH Ha U30paHH HeXKelaHH peakLiMH, ChbOOIIeHH MpH
npenoppuxTeHa HavanHa ao3a 100 mg BenHbx (HEBHO, ca noka3aHu B Tabnuua 4a.

Tabauna 4a: M3bpann Hexenann peakuuu, cbodmaBaHu npu npoyusane ¢asa III 3a
ONTHMH3HPAHEe HAa [103aTa: (HENOHOCHMOCT KbM HMATHHHO wam pesucrentHa XMJI B
xpouuuHna ¢asza)’

Munumym 2 roouun | Munumym Sroanan | MuaumyM 7 TOOHHH
npociaeasiBane npocjeanBane npocjeasBaHe
Benukn  Crenen3 | Bewmukn  Crenmen3 | Beuwukn  Crenen 3
CTENeHH /4 CTEMeHH /4 CTeneHH /4
Ipeanountan TepmMHH ITpouenT (%o) nauUeHTH
duapus 27 2 28 2 | 28 2
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3am.pmane oA a4 4 42 6 48 7

TeYHOCTH
[ToBbpXHOCTEH OTOK 18 0 21 0 22 0
Ilnespanen H3nue 18 2 24 4 28 5
I'enepanusupasorok 3 0 4 0 4 0
IlepukapaeH u3nnB 2 1 2 1 3 1
bBenonpotua 0 0 0 0 2 1
XHIEPTOHUA

Kupsene 11 1 11 1 12 1
Kvpeene or
CTOMALIHO-YPEBHUSA 2 I 2 1 2 1
TpakKT

# Pesynratu ot npoyusane daza 111 3a onHMu3Mpane Ha 103aTa, ChOBIIEHH NpH NONYIAUKMATA C NPENnopBYHTEIHA HauanHa no3a 100
mg BEIHBHK AHEBHO (n= 165)

B npoyusane ¢aza Il 3a onTuMHu3mMpaHe Ha f1o3aTa npu naureHTH ¢ XMJI B Hanpeaxana ¢asa u Ph+
OJUI meananaTa Ha Npoab/KMTENHOCT Ha JiedeHHeTo e 14 meceua 3a Hanpeaxana dasa na XMJL, 3
Mecella 3a MuenoMaHa 6aactHa daza Ha XMJL, 4 meceua 3a iumbonna Gnactra daza Ha XMJI u 3
mecena 3a Ph+ OJIJI. M36panu Hexenanu peakimu, choOLIEHH MPH NPenopbynTeIHa HavaIHa 103a
140 mg BeaHbK AHEBHO, ca nokasanu B TaGnuua 36. [Ipoyyena e cbino u cxema 70 mg 1Ba MbTH
AHeBHO. Cxemata 140 mg BeaAHBbK AHEBHO € Nokazasia cpaBHUM Npodu Ha eHKaCHOCT ChC CXeMaTa
70 mg aBa MBTH AHEBHO, HO Mo-6naronpuaTeH npodun Ha Ge30MacHoCT.

Tabauua 46: H3dpann Hexxenanu peakunu, cbod1ABAHH N0 BpeMe Ha npoyuBane (a3a Il 3a
onTHMH3HpaHe Ha go3ara: XMJI B nanpeanana ¢asza v Ph+ OJIJI?

140 mg BeaHb:x AHeBHO n = 304

BCHUYKH cTeneHH Crenen 3/4

0,
MpeanounTtan Tepmun IMpouenT (%) nanHeHTH

JAuapusn 28 3

3aabpKaHe HA TEUHOCTH 33 7
[TopbpxHOCTEH OTOK 15 <1
Ilnespanen u3nue 20 6
["'eHepanu3upaH oToOK 2 0
3acToitHa cbpaeuHa 1 0

HEOCTATBYHOCT/ChpIeyHa

nucfbyuxuuﬂﬁ
[lepukapaen n3nns 2 1
Benonpoben oTok 1 1

Kbpsene 23 8
KsbpBene oT cToManHo- 8 6

YpEeBHHS TPAKT

a Pesynratn ot npoyusane hasa 111 3a onTUMH3Hpane Ha A03aTa, choGLIeHH MPH NONMY/IAUMATA ¢ NPeNnopbYHTENHA HaYalHa fo3a 140
mg BEAHBK AHEBHO (n= 304) npH 2 -roAHILIHO KPAHHO NPOCHEIsBAHE B PAMKHTE Ha MPOYYBAHETO.

6 Bxmousa kaMepHa AHC(QYHKLHA, CbP/EYHA HEAOCTATBHHOCT, 3aCTONHA Chp/AEYHA HEAOCTATHYHOCT, KAPAHOMHONATHA, 3aCTOHHA
Kap/IHOMHONATHA, IHACTOIHA AMC(PYHKUMA, HAMATEHA (DPaKUMA HA M3TIAaCKBAHE H KAMEPHA HEOCTATBYHOCT.

OcseH ToBa WMa a1Be npoyuBaHus ¢ obuwo 161 neauarpuynu nauventd ¢ Ph + OJIJ1, npu kouto
nazaTHHUO ce npuiara B KOMOMHalMs ¢ XumuoTepanus. B ocHoBHOTO mnpoyuyBane, 106
NeIMaTPHYHH MALMEHTH MOoJy4yaBaT Ja3aTMHHMO B KOMOMHALMA ¢ XMMHOTepands Mo CXeMa Ha
npunarade 6e3 npexbcBaHe. B noakpensuwo npoyusaHe ¢ 55 neaMaTpUYHM NAUMEHTH, 335
NnoJTy4aBaT 1a3aTHHUO B KOMOMHALIMA ¢ XMMHOTEpANKs 0 CXeMa Ha NpHiaraHe ¢ peKbcBaHe (1Be
Ce/IMHLIM Ha JleyeHHe, MOC/E/BAHH OT eaHa 0 JBe ceAMHUM Oe3 seveHne) u 20 NalyeHTH.
nojyyasar Aa3aTHHHO B KOMOMHAUMs ¢ XMMHOTEpanus M0 CXeMa Ha MpujaraHe 6e3 npex'bcnaHe.
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Ilpu obwo 126-te neauatpuunu nauwentd ¢ Ph + OJIJI, nekyBanu ¢ jna3aTMHMOG mo cxema Ha
npunarate 6e3 npeKbCBaHe, CpeHaTa MPO/Ib/IKHTENHOCT Ha TepanuaTa e 23,6 Mecela (B 1uana3oHa
ot 1.4 no 33 meceua).

Or 126-re nenmarpuunu naupentu ¢ Ph+ OJIJI, kouto ca OGunu Ha cXxema Ha mpunaraHe Ges
npexbeBane 2 (1,6 %) ca noayuuam HexkenaHW peakLWH, JOBEJIW 10 MPeKpaTsBaHe Ha TeparnuATa.
Hexxenanure peakuuu, 10KI1aABaHH B Te3W JBE NeJMAaTPHUYHKM Npoy4BaHus ¢ vectora >10% npu
NaUMEHTH Ha cXeMa Ha mpuiaraHe 0e3 npekbcBaHe, ca npeacrtaBeHu B Tabnuua 5. Tpsbsa na ce
oTOeeKH, ue NIIeBpasieH U3NKB € AokaaaBaH npH 7 (5,6 %) nauMeHTH OT Ta3H rpyna u nopajad ToBa
He e BKJIKOUeH B Tabnuuara.

Tabanna S: He:xenanu peakuuu, 10kaa1Bany npu >10% ot meauaTpHyHHTe nauuenTH ¢ Ph+
OJLL, nekyBanu ¢ aa3aTHHHO Mo cxema Ha npujaraHe 0e3 npeKkbcBaHe B KOMOMHALHA C
xumuorepanus (N=126)"

Hpouenr (%) nauneHTH

Hexenann peakuun Bcenukn crenenn Crenen 3/4
DebpuinHa HeyTpOneHus 27.0 26.2
["anene 20,6 5,6
[ToBpbLuaHe 20,6 4.8
AbpomuHanHa 6onka 14,3 3,2

Huapus 12,7 4,8
[Tupekcus 12,7 5,6
['naBoGonue 11,1 4,8
Hamanen anerur 10,3 4,8
Cnaboct 10,3 0

* B ocHOBHOTO npoyypate o1 06uwo 106 nauuenTH, 24 naUMEHTH ca NOJYYHIH NMOHE BEAHBA NPax 3a NepopanHa cycneHsus, 8 oT KOHTO
Ca MOMyYaBaii Camo Npax 3a NepopajiHa CYCreH3uA.

Omrnonenus 6 rabopamopHume noxkazamenu

Xemamonozus

B wusnuteane ¢asa IIl npu HoBoauarHocTHuupana xponuuHa dasza Ha XMJI cnen Munumym 12-
MECEeYHO NpocieasBaHe ca CbOOLIEHM ClIe[HHTE OTKJIOHeHHs crereH 3 v 4 B nabopaTopHHTE
NoKa3aTelln NP1 NaLKWeHTH, pHeMallii Aa3aTHHKG: HeyTponeHus (21%), pombouuntonenus (19%)
u aHemus (10%). Cnen MuHuMym 60-meceuHo mpociensBaHe KyMYJaTHBHUTE YECTOTH Ha
HEYTPOTIEHHMS, TPOMOOUMTONEHHUA U aHeMus ca Ounu croTBeTHO 29%, 22% 1 13%.

Ilpn nexyBanu ¢ na3aTMHMO NMalMEHTH ¢ HOBOJMArHOCTHLHMpaHa XpoHuyHa (asa Ha XMJI ¢
MHEJIOCYTIpecHs cTeneH 3 win 4, Bb3CTAHOBABAHETO OOMKHOBEHO HACTBIIBA Cl€Jl KPaTKOTpaHHO
MpeyCTaHOBsABaHE HA JICYEHHETO H/HIIM HAMaIABAHE HA /103aTa, KATO OKOHYATEJIHO NIPeyCTaHOBsSBaHe
Ha JIeYEHHETO HaCThNBa NpH 1,6% OT malueHTHTE ciesi MUHUMYM 12-meceuno npocnenssane. Cren
MHHUMYM 60-MeceuHO npocsieisBaHe KyMyJaTHBHATA YECTOTa HA OKOHYATENIHO MPEYCTAHOBSBaHE
nopajau crenex 3 uian 4 muenocynpecus e 6uno 2,3%.

[Ipu nauventd ¢ XMJI ¢ pe3HCTEHTHOCT WM HENOHOCHMOCT KbM MMATHHMO, LMTONEHHHMTE
(TpoMOOLMTONEHHS, HEYTPONEHHs U aHEeMHsA) ¢a MOCTOAHHA Haxojka. Bbnpeku ToBa nossaTa Ha
LIMTOMEHHHUTE MMa ACHA 3aBHCHMMOCT OT etana Ha 3abonsBaHero. YecroraTa Ha OTK/IOHEHHA B
XeMaToJIOTHYHUTE NMOKa3aTesu cTeneH 3 u 4 e npeacraseHa B Tabnuua 6.

Tabauua 6: CTC crenenn 3/4 1aGopaTopHH OTKJIOHEHHS B XeMATOJIOFHYHHTE MOKA3ATE/IH OT

KJIHHHYHH TNpPOYYBAHHA NPH NAlHEHTH ¢ Pe3HCTEHTHOCT HJIH HENOHOCHMOCT KbM
NPEIHIIHO JIeYeHHe ¢ HMATHHHO"
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Xponnuna Hanpeanana | Mneaonana | Jlampouana
¢aza (n=165)" daza OaacTHa ¢asa | GsacTHa dasa
(n=157)" (n=74)" u Ph+ OJLI
(n=168)"
IpouenT (%) naunedTH
XemMaToJIOTHYHH
NnoKa3aTeJn
Heytponenus 36 58 77 76
TpombouuToneHus 23 63 78 74
Anemus 13 47 74 44

a Peaynraru ot npoyusaue ¢asa I11 3a ontumuinpane Ha 103ata, 0TYETEHH CeA 2-rOAWLIHO MPOCIEAABAHE B PAMKHTE HA NPOY4BaHETO.
6 Pesynrath ot npoyusane CA180-034 npu npenopbuntenta Hauanua A03a 100 mg BeaHBK AHEBHO.

B Pesyaratn ot npoyusane CA180-035 npu npenopbuutenna navanta aosza 140 mg BeAHBHK AHEBHO.

CTC crenenu: HeyTponenus (crenen 3 = 0,5-< 1,0 x 109/1, crenen 4 < 0,5 x 109/1); TpomGountonexud (crenen 3 = 25-< 50 x 109/1,
creneH 4 < 25 x 109/1); anemusa (xemornoOun crenen 3 > 65-< 80 g/l, creneH 4 < 65 g/l).

Kymynarupnara crenen 3 win 4 UHTONEHHH [PH NALUMEHTH, lekyBaHH cbe 100 mg BeHbK IHEBHO,
e mnomobHa Ha 2-Ta W 5-Ta roauHa, BKIOuMTenHo: HeytponeHus (35% cpemy 36%),
TpombouunTonenus (23% cpeuty 24%) u anemus (13% cpeuty13%).

IIpy NauMeHTUTE C MUEIOCYNPecHs cTeneH 3 WM 4, Bb3CTAHOBABAHETO OOMKHOBEHO HACTBITBA ClIe]
KpaTKOTpaiHO MpeycTaHOBsBAaHE HA JICUEHHETO W/MIIM HaMajdBaHe Ha J103aTa, KaTO OKOHYAaTesIHO
TNPEYCTAHOBABAHE HA JIEYEHHETO € cboOLaBaHo npH 5% oT nauveHtute. [loBeye oT MauueHTHTE
MPOJAB/IKABAT NIeYeHHETO 6e3 NO-HAaTaThLIHK AaHHHM 32 MHEJIOCYTIPECHA.

Buoxumus

B usnuTBaHe npu HOBoAMAarHocTHuMpaHa XpoHuuHa (aza na XMIJIL, crenen 3 wim 4
xunogocharemus e A0KnanBaHa npu 4 % OT NaUHeHTHTe, MPHeMAalllH 1a3aTHHUO U cTeneH 3 WM 4
MOBHLIABAHE HA TPAHCAMMHA3HTE, KpeaTHHWH U OMMpyOHH ca cbobLueHH npu < 1% OoT nauueHTUTe
cnel MHHMMYM 12-meceyHo npocneasBave. Cnen MuHuMym 60-meceyHo mpocieasBaHe
KyMyJlaTHBHATa uyecTota Ha Xunodocharemus crerneH 3 wiu 4 e 6una 7%, Ha MOBMILEHHE Ha
KpeaTHHHHA ¥ GuaupyOuHa ctened 3 uin 4 - 1%, a Ha NOBULIEHHE HA TPaHCAMMHA3HTE CTeneH 3
un 4 ocraBa 1%. Hama ciyuyau Ha npeycTaHOBsiBaHe Ha JIeYEHWeTO ¢ Ja3aTHHMO nmopaau Tesu
GMOXHMHUHH 1a0OpaTOPHH MOKA3aTENH.

2-200uwino npocieoasane

Crened 3 WM 4 noBMiLeHHe Ha TpaHcaMHHasWTe WM OunupyOuHa e cwbobuasano npu 1% or
naleHTHTe B XpoHuiHa (aza Ha XMJI (¢ pe3uCTEHTHOCT HIIH HEMOHOCHMOCT KbM HMaTHHHG), KaTo
OLIeHKATA Ha JJAHHWUTE MOKa3Ba MOBUILEHHUE HA YeCTOTaTa OT nopsAabKa Ha 1 10 7% OT naLMeHTHTeE C
HanpeaHana ¢asa sva XMJI u Ph+ OJUJL. Te3u cbCcTOAHMA ODHMKHOBEHO C€ OBJIalABAT 4pe3
MOHWIKEHHE Ha /l03aTa M NpeKbcBaHe Ha seveHuero. B npoyusane ¢asza Il 3a onTumu3npaHe Ha
103aTa, MPH NauueHTH ¢ XxpouuuHa (aza XMJI, crenen 3 wiu 4 noBHLIEHHE HA TPAHCAMHHA3UTE WIH
OunupybuHa ce cvbuasa npu < 1% oT naureHTHTe ¢ NogoOHa HUCKA YECTOTa B YETHPHUTE JICKYBaHH
rpynu. B npoyusane ¢asa III 3a ontumusupane Ha no3ata npu HanpeaHana ¢dasa na XMJI u Ph+
OJUJT crenen 3 win 4 noBuiLEHKHe HAa TpaHCaMHHa3KTe WK CuinpyOuHa ce chbmasa npu 1 a0 5%
OT NMALMEHTHTE B TEPANEBTHYHHTE IPYIIH.

[Mpubnuzurento 5% oOT NeKyBaHHTe ¢ 1a3aTHHMO MALKMEeHTH, KOUTO ca GWIM ¢ HOPMAJIHH M3XOIAHH
HHUBA, Ca HMAJIK MPEXO0/IHa XMIOKAILIMEMHUS CTereH 3 Wik 4 B 1aleH MOMEHT oT npoyusaHeTo. Karo
10, HSAMA BPb3KA MEKAY MOHMKEHMETO Ha Kailuusi M KIMHMYHWTE cumnTomH. [laumenrture,
pa3sBHMBALLH XHMOKAJILMEMHS CTENEH 3 WKW 4, 4ecTo ce Bh3CTAHOBABAT C MOMOLUTA HA MEPOPATHO
nobaesaue Ha kanumii. CteneH 3 uiu 4 XunokanleMus, XMNokarMeMus U xunodocdaremus ca Gum
cboBLIeHH NpH nauueHTy ¢ BeHukH asu na XMJL, Ho ca Guiti cbOOLIEHH ¢ MOBHILIEHA YE€CTOTA NPH
NauMeHTH ¢ MUHenouaHa Wik aumdonana Gnactha ¢aza na XMJI u Ph+ OJUL. TlosuwaBaHe Ha
HUBATA HA KPEaTHHHHA OT cTereH 3 win 4 ca cvobLieHu npu < 1% OT NalMeHTHTe ¢ XpOHHYHA (a3a
Ha XMJI 1 ca cbobuieHn ¢ noBuiueHa yectora npu 1 10 4% OT nauMeHTUTe ¢ HanpeaHana dasa Ha
XMJL  flp >
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IleanaTpuyHa nomynauus

[Ipodpunsr Ha GesonmacHoCT Ha na3aTHHMO, NPHIOKEH KATO MOHOTEpAanHs TMpH NeIHaTPHYHH
naiueHtd ¢ Ph+ CML-CP e cpaBHiM ¢ TO3u mpH Bb3pacThHH. [IpodumsT Ha GezomacHOCT Ha
J1a3aTUHKUO, NPUIOKEH B KOMOMHALIMA ¢ XMMHOTEpanua Npu neavaTpuyHy nauxentu ¢ Ph+ OJlT e
B CbOTBETCTBHE C M3BECTHHA NMPOdua Ha Ge30nacHOCT Ha 1a3aTHHHO NpH BE3PAaCTHH M OYAKBAHHUTE
e(peKTH OT XMMHOTEpANMuATa, ¢ W3K/IYEHHEe HAa MO-HMCKAaTa 4YecTOTa Ha IUIEBPajieH H3JIMB NpH
NneAHaTPHYHHTE MALUEHTH B CPABHEHHE C Bb3PACTHHTE.

B neanarpuunure XMJI npoyuBaHus, YecTOTaTa Ha OTKJIOHEHHATA B 1aDOpaTOPHHUTE MOKa3aTe/lH
CBOTBETCTBA HA M3BECTHHA Npoun Ha 1adOpPaTOPHHTE NOKA3aTENH MPH BL3PACTHH.

[1pu neanarpuunute OJ1JI npoyuBanus, yecToTaTa Ha OTKJIOHEHHATA B 1abOpaTOPHHUTE NMOKA3aTeNlH
CbOTBETCTBA HA W3BECTHHUA Mpogua Ha nabopaTOpHHUTE NMOKA3aTe/lH MPH Bb3PACTHH 3a MALMEHT ¢
oCTpa JIEBKEMHS, KOHTO MOMyyaBa OCHOBHA XMMHOTEPANeBTHYHA CXeMa Ha [puiiaraHe.

CrieuMaTHH NOMyJaluH

Maxap 4e npodunsT Ha 6€30MacHOCT Ha Aa3aTHHKO MPH MALMEHTH B CTAPUECKa BB3PACT € CXO/IEH ¢
TO3H IIPH MO-MJIAAATA MOMYNALMs, TPH MALMEeHTHTe Ha W Haja 65 rOAWHM ChIIECTBYBA MO-TOIAMA
BEPOATHOCT 3a pa3BUTHE HAa 4ecTo choOLIABAHHTE HE)KENaHW peaklMM KaTo yMopa, IUIeBpalieH
H3JIUB, JMCMHEA, KALUTHLA, KbpBEHE OT JOJHATA YacT HA CTOMAILHO-YPEeBHHUS TPAKT U CMYLUECHHSA B
aneruTa, ro-BeposATHO € Aa MoJay4aT Nno-psako choOLABAHH HEXKETaHU PEeaKLMH KAaTO pa3ayBaHe Ha
KOpema, 3aMasHOCT, INepHKapAeH H3JIMB, KOHMeCTHBHA CbpAaeyHa HEeJO0CTATBhYHOCT H HAaMaIABaHE Ha
Ternoto v Tpadea aa Obaar HabaroaaBaHW BHUMaTENHO (B, Touka 4.4),

CrobLuaBaHe Ha [MOJO3HPAHH HEKEIAHH PEAKLIMH

CpobliaBaHeTo Ha TMOJO3MPAHM HEKENaHW peakuMW Cclie] paspeliaBaHe 3a ynorpeba Ha
JIeKapCTBEHHS MPOAYKT € BaykHO. ToBa Mo3BosiABa 1a MPOAbIKH HaOMOIEHHETO Ha ChOTHOLEHHETO
NoJ3a/PUCK 3a JIeKapCTBeHUS NMPOAYKT. OT MEAHLIMHCKUTE CMIEeLMATHCTH Ce H3UCKBA Ja choOLuaBar
BCSIKA MOA03MpaHa HeXKeNaHa peakiiks upe3 HallHOHAIHA CHCTeMa 3a ChoOLIaBaHe:

H3nbanuTenHa areHuMs no gekapcTeara

vi. ,Jamsau I'pyes™ Ne 8

1303 Codpus

Ten.: +359 2 8903417

yebcalT: www.bda.bg

4.9 Ilpenozupane

OnuTeT ¢ Npeno3upaHe Ha 1a3aTHHUG B KIMHMYHK NPOYYBAHUS € OrpaHHYEH 10 SAHHUYHHM CIIy4aHu.
Haii-Bucokoro npenosupane ¢ 280 mg Ha neH 3a ejiHa ceAMMLA € JOKJIa[IBAHO NIPH ABaMa MalHeHTH,
KaTO W MpH ABaMata ce HabnionaBa 3HauHTENHO noHWwKkaBane Ha Opos Ha TpombouuTuTe. Thi KaTo
nasatMHKO € CBbp3aH ¢ MHeNocynpecus cTeneH 3 unu 4 (Bx. Touka 4.4), NallMeHTUTE KOMTO [IpHeMaT
noseye OT NpenopbyBaHaTa 103a, Tpabsa aa ObaaT BHUMaTeHO Hab/MI0NaBaHH 33 MHEIOCYIPECH,
KaTo UM Obe NPOBEAEHO MOAXOAALLO MOALBPIKALLO JIEHSHHE.

5. ®APMAKOJIOTUWYHHU CBOMCTBA

5.1 dapmakoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHUHA rPyna: aHTMHEOTIACTHYHM CPe/CTBA, NPOTEHH KMHAa3HU HHXHOuTOpH, ATC
koa: LOIXEOQ6.

®PapmakogHMHAMHKA

Jlazatuau® naxudupa akrusHoctra Ha BCR-ABL kuHa3zata u npuHa iexaliiTe KbM ceMeHCTBOTO
Ha SRC kuHa3M, 3a€71HO C MHOXKECTBO JPYrH OIpe/ie/IeHH OHKOTeHHH KHHa3H, Brmo4nTenHo ¢-KIT,
epun (EPH) peuenropuure kunasu u PDGFp' peuentopa. [lazarnuu6 e MolueH, cyGHaHOMOIapeH




unxubutop Ha BCR-ABL kunazarta ¢ aktuBHOCT npu koHueHTpauus 0,6-0,8 nM. Toii ce cebp3ea,
KaKTO ¢ HeaKTHMBMpaHaTa, Taka U ¢ akTHBUpaHaTta opma Ha BCR-ABL en3uma.

MexaHHu3bM Ha AeHcTBHE

In vitro, na3aTMHHO e aKTHBEH NPH JIEBKEMUYHH KJIETHYHH JIMHHHM, MPEJCTAB/SBALLM BADHAHTH Ha
MMaTHHHO-4yBCTBHTEHH MM pe3ucTeHTHH 3abonsBaHus. Te3W HEKJIMHHYHH MpOY4BaHHsA
MoKa3eaT, 4ye /Ja3aTHHUO MOKe Ja Mpeojionee Pe3sUCTeHTHOCTTa KbM MMATHHMO, mnoilydyeHa B
pesyarat Ha BCR-ABL cBpbxexcnpecus, BCR-ABL kuHa3a nOMHHAHTHH MYTALIMH, aKTHBHPaHE Ha
aNTepHATHBHH CHIHAJIHKM MbTHINA, BKIouMTenHo cemerictBoto Ha SRC kunasure (LYN, HCK) u
MHOKECTBEHA (JIEKAPCTBEHA) PE3UCTEHTHOCT ¢ MOMOLLTA HA FeHHA CBpbXeKcnpecus. B nombnHenne
Ha TOBa, Ja3aTMHWO wuHxuOupa cemeiictBoro Ha SRC kuHasuTe npu cyOHaHOMONAPHH
KOHLEHTpPAL1H.

Kannnunu edukacHoCT 1 Ge3onmacHocT

[To Bpeme Ha u3nuTBaHe (ha3a I, XemMaToONOrMUYeH M LMTOreHETHYEH OTroBOp € Hab/iioaaBaH NpH
BcHukH ¢azu Ha XMJI u Ph+ OJIJT npu nbpBOHAYANHOTO JleueHHe MpH 84 MallHeHTH, MPOABIDKHIIO
no 27 meceua. Otropopure ca dunu yctoiuusu npu BeHiky dasu Ha XMJT u Ph+ OJIJL

3a onpenensHe Ha Ge3zonmacHocTTa M edukacHocTTa Ha nasatHHMO npu nauxeHtH ¢ XMJII B
XPOHHYHA, HAmMpe/iHala MJIM MHeIoMaHa OracTHa (asa, pe3HCTEHTHH WM ¢ HEMOHOCHMOCT KbM
MMaTHHMO, ca NpoBeNeHH YEeTHPH HEKOHTPOJHPAHH, OTBOPEHH KIMHHMYHM u3nutBaHus dasa II ¢
eaHo pamo. EnHO paHAOMM3UPAaHO, HECPABHUTEIHO M3MUTBaHE € OHIIO NPOBEJEHO NPH MAaLMEHTH B
XpOHHYHa (hasa, MpH KOUTO e Ouil HaTHLEe Heycrex OT MbpBoHavanHoTo jevenue ¢ 400 umu 600 mg
umatHHuG. HavanHara nosa e 6una 70 mg nasatunu® asa ot qHesHo. [IpomsiHa Ha no3aTa e 6una
paspelucHa ¢ Len noJodpspaHe Ha AKTUBHOCTTA HIIM OBJIaJsiBaHe HA TOKCUYHOCTTA (BXK. TOuka 4.2).
[Tposenenu ca aBe paHIOMH3MpaHH, oTBOpeHH, (asa IIl M3NUTBAHMA 3a OLleHKa Ha eUKACHOCTTa
Ha 1a3aTHHUO, NpUIAraH BeIHBK JAHEBHO, B CPaBHEHHE C 1a3aTHHMO, NpHIaraH JBa MbTH JHEBHO.
OcBeH TOBa € MPOBEJIEHO €THO OTKPHTO, PAHAOMH3UPaHO, cpaBHUTENHO ¢asa III uanuTsane npu
BB3PACTHH MALMEHTH ¢ HOBOJHArHOCTULIMPaHa XpoHuyHa ¢aza Ha XMJL

E(pnxacnocwa Ha Ja3aTHHHO ce Ga3npa Ha CTeneHra Ha XeMaTOJOrH4yHHUA H LHMTOr€HETHYHHA
OTroBop.

HPOH'I:J'I}KHTGJ'IHOCTTH Ha OTroBOpa M HW34HCJEHaTa CTENEeH Ha MpPeKHUBAEMOCT MpPEeAOCTaBAT
JOMBJIHUTENHM 0KA3aTe/ICTBA 3d KIIMHWYHATA M0J13a OT 1a3aTHHHO.

06w 2 712 naureHTH ca OMNK MOAMOMKEHW Ha OLEHKA B KJIIMHHYHK M3IMTBaHMA; oT TAX 23% ca
Ok > 65 roauiIHa Bb3pacT, a 5% ca OMiiM = 75 roMHH.

Ph+ OJLT

OTBOpEHO, MHOTOLIEHTPOBO MPOYYBaHE ¢ €IHO paMo € nposeneHo npu nauueHtH ¢ Ph+ OJIL, ¢
HEMOHOCHMOCT W/IM PE3UCTEHTHOCT KbM TpEeIIIeCTBAILO JeveHHe ¢ uMaTHHHO. O611o 46 nauKeHTH
¢ Ph+ OJIJT ca npuemanu nasatuunG 70 mg a8a nbTH AHEBHO (44 pe3MCTEHTHH H 2 C HEMOHOCHMOCT
KbM UMaTHHHO). MeauaHara Ha BpeMeTO OT JMarHosaTa [0 HAyaJoTO Ha JieueHHeTo e 6umo 18
Mecelia. MeiaHaTa Ha NMPOABKMTEHOCT Ha JIeYeHHETO ¢ 1a3aTHHUO e Onna 3 Meceua, karo 7% ot
NaLMEHTHTE ca JIeKyBaHH > 24 meceua. CTerneHTa Ha rojisM MOJIEKYIApPEH OTroBop (BCHYKH 25
nekyBanu nauueHTH cbe CCyR) e 52% na 24-us meceu. Owe pesynratd no OTHOLIEHHE Ha
edukacHocTTa ca mpeacraBeHd Ha Tabnuua 7. 3a orGens3paHe e, ye rOJIEMMAT X€MAaTOJIOTHYEH
otroeop (I'’XO) e nocrurnar 6up30 (Haii-yecTo B paMkuTe Ha 55 1HM npu nauuexture ¢ Ph+ OJII).

Tabauna 7: EduxacHoct Ha nasaTuHu® npn KAMHAYHE n3nuTBanus ¢asa Il ¢ exno pamo®

Ph+ OJIJI
(n=46)
Xemarosiornuen orrosop’ (%)
MaHR (95% CI) 41% (27-57)
CHR (95% CI) 35% (21-50)
NEL (95% CI) 7% (1-18)
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[Tpoasmxurensoct Ha MaHR (%; no Kaplan-Meier)

1 roguna 32% (8-56)
2 TOAMHH 24% (2-47)
IMurorenernyen orrosop” (%)
MCyR (95% CI) 57% (41-71)
CCyR (95% CI) 54% (39-69)

ITpexunBsemoct (%; mo Kaplan-Meier)
be3 nporpecus

1 roauna 21% (9-34)

2 roAMHH 12% (2-23)
O6wo

| roguHa 35% (20-51)

2 roJAUHH 31% (16-47)

JlaHHKTe, ONHCaHK B TA3H TAG/MLA, CA OT NPOYUBAHMA, IPH KOHTO HAYaNHaTa 103a ¢ Guna 70 mg aBa muTH aHesHO. Bikre Touka 4.2. 3a

NpenopsYHTENHATA HAYAIHA 1034,

* Lndpure ¢ ynebenen wpHT ca pe3yITaTHTe 3a MLPBUUHHTE KPaiHH TOYKH.

6 KpHTepHH 3a XeMaTONOrHUYEH OTrOBOP (BCHUKH OTFOBOPH ¢i NOTELPAeHH cie 4 ceamuum): [onam xematosorkuen otrosop (MaHR)
= muied xematonoruded otrosop (CHR) + vama aannm 3a neskemus (NEL).

CHR (Ph+OJ1JT): WBC < onpeaenenara ULN, ANC > | 000/mm’, TpomGorTu > 100 000/mm?, Hama 614CTH HITH IIPOMHENOLIATH

B mepH(pepHaTa KpbB, 0/aCTH B KOCTHHA MOIBK < 5%, < 5% MHENOLMTH NIKC MeTaMHenounTH B nepudephara kpes, < 20%

Bazodmnm B nepudepHaTa KpLB ¥ Be3 eKCTpaMeLynapHoO BKIIOUBAHE.

NEL: chinute kpurepin kaxto 3a CHR, no ANC > 500/mm’ u < 1 000/mm’, uan tpomGoumma > 20 000/mm’ 1 < 100 000/mm’,
¥ KpHTepHH 3a LMTOreHeTHYEH OTroBop: mbaek (0% Ph+ metadasn) unn vactnyen (> 0%-35%). MCyR (0%-35%) koMGHHHpa MTBIHAA
W HACTHYHHA OTFOBOP.

n/a = ne npunoxumo; CI = nopepurenen unrepsan; ULN = ropHa rpaHuua Ha Hopmata

Pe’jyﬂTaT'bT MPH MAUMEHTH C TPAHCIIJIAHTALMA Ha KOCTEH MO3BK CJIEM ICHECHHE C I[EB&THHHﬁ He e O
HaM'bJIHO OLIEHEH.

Knunuwunu wznumeanus chaza Il npu nayuenmu ¢ Ph+ OJI/I. xoumo umam pe3ucmeHmuocm uiu
HENOHOCUMOCTI Kb M UMAMUHUO

JlBe paHIOMHM3MpaHH, OTBOPEHM MPOY4BAHMA ca OMIM MPOBEJEHH 3a OLEHKa edHKacHOCTTa Ha
J1a3aTHHUO, MPUJIOXKEH BeAbIK JHEBHO, B CPABHEHHE CbC [1a3aTHHUO, MPUJIOKEH [1Ba ITBTH JHEBHO.
Pesynrature, onucaHu no-aomy, ce 6azupar Ha noHe 2 rojAMHH W 7 TOIMHM MpOCieasBaHe Clel
3arno4BaHe Ha JICYHEHHUETO C L[&33THHH6.

B u3nuTBaHe npwu HanpenHaia dasa Ph+ OJUI, nyperunara kpaiiHa Touka ¢ 6una MaHR. O6uio 611
NaLMEHTH ca paHIOMM3MPaHH ja npuemat aazatiHub 140 mg BeaHBxkK AHEBHO WK 70 mg ABa MbTH
AHeBHO. Me/ManaTa Ha NMPOILKHTENHOCT Ha JeveHueTo e Ouna okono 6 meceua (ot 0,03-31
Meceua).

Cxemara ¢ eQHOKpaTeH JHEBEH NpMeM € Mokasana cpaBHMMa e(MKAacHOCT (He Mo-Majika) Che
cxemaTa ¢ MpHeM JIBa BTH JIHEBHO MO OTHOLIEHHE HA MbPBHYHATA KpaiHa TOUKa 3a e)HKacHOCT
(pasnuka B MaHR 0,8%; 95% nosepuresen unrepsai [-7,1% - 8,7%]); cxemara ¢ npuem Ha 140 mg
BEAHBK JHEeBHO ofaue e rokasana no-n06pa 6€30nacHOCT U NOHOCHMOCT.

CreneHuTe Ha MOBIHABaHE ca npeacTaBeHH B Tabnuua §.

Ta6auua 8: Epexrusnoct Ha nazarununé B npoyusane Ha ¢asa III 3a onTuMH3HpaHe HA
nozara: (2-rogMHMu pe3yaTaTu)’

Ph+ OJLI
(n=40)
MaHR® 38%
(95% CI) (23-54)
CHR® 35%
(95% CI) (19-49)
NELS 5%
(95% CI) (1-17)
MCyR® 70%
(95% CI) (54-83)
CCyR 50%
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[ (95% CI) | (34-66) |
a Pesynrari, cboBIIEHH PN NPENOpPBYHTENHA HauanHa A03a 140 mg BeaHbx AHeBHO (BK. Touka 4.2.).

6 KpuTepuu 3a xeMaTONOTHYEH OTrOBOP (BCHYKHM OTTOBOPH Ca NOTBBPJEHH ciiel 4 ceamuun): [onaM xemaronoruuen otrosop (MaHR)
= mpieH xemarooraded otrosop (CHR) + wama nannn 3a neskemus (NEL),

CHR: WBC < unetnryumonania ULN, ANC = 1,000/mm3, tpomGounty > 100,000/mm3, Ge3 GNacTHH KNETKH HIH MPOMHENOLHMTH B
nepudepHara KpbB, KOCTHOMO3bUHH GracTh < 5%, < 5% MHUENOUMTH UIIOC MeTaMHenouMTH B nepudepHata kpee, Gasodumu B
nepudepHara kpbe < 20% u 6e3 excTpame/yIapHO BKITIOUBAHE.

NEL: chmnte kputepun karo 3a CHR, no ANC = 500/mm3 u < 1 000/mm3 wau tpomOouuth > 20 000/mm3 1 < 100 000/mm3.

B8 MCyR xomOunupa nenuus (0% Ph+ meradasn) u vactuunmna (> 0%-35%) orrosop.

CI = noseputenex uxrepsan; ULN = ropHa rpanuia Ha Hopmara,

IMpu naumentd ¢ Ph+OJIJI, nexyBanu cbe 140 mg BeaHbK J[AHEBHO, MeJHaHaTa Ha
npoasmkuTenHocTTa Ha MaHR e Guna cwotBeTHO 5 Meceua, menuaHaTa Ha [1BI1 e Guna 4 Mecena u
Me/JHaHaTa Ha oOwa npexxcuBseMoct e Ouna 7 Meceua.

Heduampuunu nayuenmu ¢ OJ1/1

EdukacHoctTa Ha aa3aTHHMO B KOMOMHALMA C XMMHOTEPaNHs € OLIEHEHa B OCHOBHO MpPOYYBaHe C
neMaTPHYHH MALIMEHTH Ha BB3PAcT HaJ elHa roMHa ¢ HoBoanarHoctuuupana Ph+ OJIL

B ToBa MHOTOLIEHTPOBO NMpOY4YBaHe ¢ HCTOpPHYeCKa KOHTpona da3a 2 ¢ na3aTHHHO, 100aBEH KbM
cTaHzapTHa Xumuorepanus, 106 neauatpuuHu nauueHTd ¢ HoBoauarHoctHuupana Ph+ OJLIL, ot
kouto 104 ¢ notebpaexa Ph+ OJIJ1, ca nonyyapanu nazatuHuG npu aHeBHa 103a 60 mg/m? no cxema
Ha npuaaraHe 6e3 npekbeBaHe a0 24 meceua B koMOMHaIMA ¢ xuMHoTepanus. OcemeceT U 1BaMa
MALKEHTH ca M0JyyaBaJu caMo Aa3aTHHUO TabieTkH, 24 NMalHeHTH ca MoMy4YaBajld MOHE BEIHBK
npax 3a rnepopajHa cycrneHsus, 8 oT KOMTO ca mojyyaBaiM caMoO Mpax 3a MepopajHa CyCleH3us.
OcHoBHaTa cxemMa Ha NpUIaraHe Ha XUMHOTepanus € OWna chllaTa, KOSTO € H3M0J3BaHa B
npoyusaHero AIEOP-BFM  ALL 2000 (xuMuoTepaneBTHYEH CTaHAAapTeH IIPOTOKOJI 34
nonuxuMuorepanus). OcHOBHaTa KpaiiHa Touka 3a edukacHoOCT € Ouna 3-rofiMuIHa MPEXUBAEMOCT
6e3 cuouTHsa (EFS), kosaTo e 6una 65,5% (55,5, 73,7).

YecToTaTa Ha MalMEHTHTE, HEraTHBHM 3a MMHUMAJIHO ocTaThuHO 3abonasane (MRD), oueHneHa upes
npeHapesxcaade Ha [g/TCR, e 71,7% B kpas Ha KOHCONMOAUMATA NIPU BCHYKH JIEKYBAHH MALIMEHTH.
Koraro Tasu yectoTa ce ocHoBaBa Ha 85 nauuentu ¢ oueHumu Ig/TCR noka3sarenu ce H34HCIABA HA
89,4%. YecToraTa Ha naumeHTuTe, HeratuBHu 3a MRD B Kpas Ha MHAYKLMATA U KOHCO/IMAALIMATA,
H3MEPEHO Ype3 NOTOYHA LIMTOMETPHA, € ¢hboTBeTHO 66,0% 1 8§4,0%.

5.2 ®apmakOKHHETHYHH CBOHCTBA

dapmakoKHHeTHKaTa Ha Ja3aTHHHO e oueHeHa npu 229 BB3pacTHH 3/paBH MHAMBMIM H mpH 84
NaLHeHTH.

AbcopOuus
Hazatnau® ce abcopbupa Obp30 nMpH nauMeHTHTE CleJ MEPOPATHO MPHIOKEHHE, C THKOBH

TJIa3MeHH KOHUEeHTpauuu Mexay 0,5-3 uaca. Cnen mepopaiHO NpHIOKEHHE, MOBHIIEHHETO Ha
cpeanara excrnosuuus (AUC:) e npubAH3HTEIHO NPONOPLHOHATIHO Ha NMOBULIEHHETO HA 103aTa [PU
2034, Bapupaly ot 25 mg a0 120 mg nea neTH aHeBHO. CpeaHMAT TEPMUHAJIEH MOJY>KHBOT Ha
Ja3aTHHUO NPH NaUMeHTHTE e MpUOIU3HTENHO 5-6 Jaca.

JlanuuTe, nomyvyeHu OT 3paBMTE WHAMBMIM, Mpuemany eauHndHa nosza 100 mg nasatunué 30
MHHYTH crea Gorata Ha MasHMHM XpaHa, rokassat 14% nouuweHue Ha cpeaHata AUC Ha
na3atiHu®. [lpuembT Ha HuMckomacneHa XxpaHa 30 muHyTH npead nasatMHMO Boau 1o 21%
nosuuenue Ha cpeanata AUC Ha pasatvHuG. HaGmonapanute eexT Ha XpaHaTa He BOJAAT [0
KJIMHHUYHO 3HAYMMH MPOMEHH B €KCTIO3HLIMATA.

Bb3 ocHOBa Ha NOMyJauvOHHUS (JAPMAKOKMHETHYEH aHA/IM3 Ha MalHeHTHTe, Ce YCTAaHOBABA Y€
BapuabMIHOCTTa HAa EKCMO3MUMATA HAa Ja3aTMHMO ce [JB/DKM I/1aBHO Ha BapHaOWIHOCT B
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OHOHATMYHOCTTA NIPH pasiuuHu ycoBus (44% CV) u B mo-Masika creneH Ha BapHaOWITHOCT B
OMOHAJIMYHOCTTA M KJIMPBHCA MEXKIY pasianunuTe naumeHTH (cvorBeTHO 30% u 32% CV). He ce
ouakBa ciy4yaiiHaTa BapHaOMJIHOCT HAa €KCIIO3MLMATA NpPU paslMYHM YCJIOBMA Ja MOBIHAE Ha
KYMYJIaTHBHATA €KCIO3ULMA U e(hMKACHOCTTA WKW Oe30MacHOCTTA.

Paznpenenenue
ITpy natMeHTHTE € HalMLe roJiaM npuBKaeH obem Ha pasnpeaenenue (2 505 1), koeto npeanonara,

Ye JIEKApCTBEHHUAT MPOAYKT Ce paznpeaens B 3HAUMTEHA CTENeH B W3BBHCBOBOTO MPOCTPAHCTBO.
[Ipy KAHHMYHO 3HAYMMH KOHLEHTPAUMH Ha Ja3aTHHUO, CBHP3BAHETO C TUIA3MEHHTE NMPOTEHHH €
npubnusuresnno 96%, onpeneneHo Bb3 OCHOBA Ha il VitFO €KCIEPUMEHTATHUTE MPOYYBaHHS.

MeraGonuszbm

[Tpu xopara nazaTHHKHO ce MeTaboNM3HMpa EKCTEH3UBHO, KaTo NpH o0pa3yBaHeTo Ha MeTaboIHTHTE
B3EMAT y4acTHE MHOIKECTBO €H3uMHM. [IpH 3apaBum uHauBuaM, npuemand 100 mg ['“C]-Genszan
J1a3aTHHHUO, HENMpPOMEHEHWAT Aa3aTHHWO mnpeacTtaBiasea 29% oOT paJMOaKTHBHOCTTA B TUTa3MaTa.
[TnasmeHata KOHLEHTpauUMs M W3MEpeHarta in Vilro aKTHBHOCT [OKa3BaT, ue MeTabo/IMTHTE Ha
nazaTHHUO OOMKHOBEHO He MrpasT roiasMa poss B HabmopaBaHata (apMakosIOrHs Ha MPOAYKTA.
CYP3A4 e OCHOBHMAT €H3UM, OTroBOpeH 3a MeTabonHM3Ma Ha 1a3aTHHHO.

Enumunupane
EnvmMuHnpaHeTo ce ochblecTBsBa MpeauMHO upe3 (eueca, rnaBHo no Gopmara Ha MeTabONUTH.

Crei NpUIOKeHHETO Ha eIMHMYHA Nepopasiia ao3a [ *C]-6enssan nasatuau®, npubnusurento 89%
OT J103aTa ce e/ITMMHHUpa B pamkuTe Ha 10 auu, kato 4% u 85% OT paHOaKTHBHOCTTA C€ OTKpHBA
CBLOTBETHO B ypHHaTa u (eueca. Henpomenenusat nasatunu® Bv3nusa Ha 0,1% u 19% ot nosara
CBOTBETHO B ypUHATa M (pelieca, KaTo OCTaHaslaTa 4acT OT Ao3aTa e noj ¢opMara Ha METabOIHTH.

YepHonpobHo U GBOpedHO yBpeKaaHe

EekTsT 0T uepHOAPOOHOTO YBpexkaaHe BbpXy (hapMakoKHHETHKATA HA eHHUYHA 11032 Na3aTHHHO
€ OLIEHEH NpH 8 MAaLMEeHTH C YMEePeHO YepHOAPOOHO YBpesKkaaHe, KOUTO moiy4asar 103a 50 mg, u
MpU 5-Ma NaUMEHTH C TEXKKO YepPHOAPOOHO yBpekaaHe, KOUTO Moy4asaT no3a 20 mg, cpaBHEHH
cbC 3apaBu 100poBONUM, KOWTO nony4asat go3a 70 mg gazatmHu®. Cpeanure Cmax 1 AUC Ha
nazatiHHO 3a no3a 70 mg ca HamaneHH cboTBeTHO ¢ 47% W 8% mnpH NauMeHTH C yMEpeHO
YepHOAPOOHO YBpEKAaHe B CpaBHEHME ¢ MALMEHTH ¢ HOpMaiHa vepHoapoOHa QyHkums. Ilpu
MaLHeHTH ¢ TEeXKKO 4epHOApPoOHO HapylueHHue cpeaHuTe Crax 1 AUC 3a n03a 70 mg ca HamaneHH
cbOTBETHO ¢ 43% 1 28% B CpaBHEHHE C NALMEHTH C HOPMAaIHA YepHOAPoOHa QyHKLUMSA (BK. TOUKH
42u44).

HazaTuHu® U HerosuTe MeTabO/IMTH Ce eKCKPeTUpaT MHHHMAIHO upe3 Op0peumTe.

IleamaTpuyHa nonynauus
(dapMakoKkHHeTHKaTa Ha Aa3aTMHUO e oueHeHa npu 104 neaHaTPUYHH MALMEHTH C JIEBKEMHS WIH
conuaHu Tymopu (72 ca npuemanu tabnetHara dopma, a 32 npax 3a nepopaiHa CyCreH3us).

[Ipu nesmaTpuyHO (hapMaKOKMHETHYHO MPOYYBAHE KOPUrHpaHATa CIPAMO 103aTa €KCIO3MLMA Ha
1a3aTHHAO (Cavg, Cnin B Cmax) M3rneskna nogobua npu 21 naunentu ¢ CP-CML u 16 naumeHTH ¢
Ph+ OJIJL

®apmakokuHeTHKaTa Ha TabneTHaTa (hopma Ja3zaTHHUO e oLeHeHa npu 72 neJWaTpHYHH TAlHeHTH
C peuMaMBHMpana WiH pedpakTepHa JEBKEMHUs MW COJIMAHM TYMOPH TNpH MNEpPOpaJHH NO03H B
auanason ot 60 10120 mg/m? Beanbx aneHo u 50 10 110 mg/m? aBa mbTH AHeBHO. OOeAUHEHHTE
JIaHHM OT JBE MpOYyUBaHKA rokaseaT Obpsa abeopOumna Ha nazaTHHHO. CpeaHoTO Tmax € Mesxkay 0,5
H 6 Yaca, a CpEIHMAT MOTYKMBOT € B IMaNa3oH OT 2 10 5 yaca NpH BCHYKH 103MPOBKH H Bb3PacTOBH
rpynu. GapmMakoKHHeTHKATa Ha Ja3aTHHHO MOKa3Ba MPOMOPLHOHAIIHOCT HA [103aTa, C MOBHILEHHE
Ha eKCIIO3WLIMATA B 3aBMCMMOCT OT J03aTa, Hal/I0aBaHO MpH MeJHaTpUyHH mauueHTH. Hama
3HaYMMa pa3lvka BbB (hapMAaKOKWHETHKAaTa Ha Ja3aTHHMO MeKay Jela ¥ IOHOLIH.
Cpe/IHOreOMeTPHYHHTE TIPH HOpManu3upana 103a 1a3aTuHuG Cua, AUC (0-T) u AUC (INF).
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U3r1exaar nofAo0HH NpH Jeua U IOHOWHM TPH pas3nuvHuTe 103upoBkH. Cumynauus, 6asupaHa Ha
nomnynauuoHeH (apmakokuHervyen mopen (PPK), mpeaswscna de npenopbYMTENIHHTE 03H,
AvdepeHLHpaHK MO TeIeCHO Tero, OMMcaHH 3a TabneTkara B Touka 4.2, ce O4aKBa Ja peocTaBaT
noao0Ha ekcro3uums Ha TabnetHa no03a ot 60 mg/m?®. Tesn maHHK TpsAOBa [a ce UMaT MPEIBHI B
Clydal Ha npeMHHaBaHe oT TabseTHa popMa KbM Mpax 3a nepopajiHa CyCreH3us Wik o0paTHOTO.

5.3 Ilpeaxk/JHHHYHH JAHHH 32 Ge3omacHoOCT

HewnuuuunuaT npodun Ha Ge3onacHocT Ha Ja3aTHHHO e oueHeH B OaTtepus OT in Vitro W in vivo
TECTOBE MPH MUILIKH, MTBXOBE, MAHMYHH M 3aiiLIK.

[MbpBuyHMTE TOKCHMYHM edexkTH ce HaOmomaBaT OT CTpaHa Ha CTOMALLHO-YpPEBHATAa,
XeMaTonoeTHyHara v JumdHara cucremd. CTOMaUIHO-YPEBHATA TOKCHYHOCT € J030IHMHTHpAaLla
MpH IUILXOBE U MaMMyHH, KaTO THbHKMTE uepBa MpeaCTaBIAABAT MOCTOSHEH npuueaeH oprad. Ilpu
MJIBX0BE, MHHUMA/IHO [0 JIEKO MOHHKEHHE HA ePUTPOLIMTHUTE rapaMeTpH e OWI0 MPHIAPYKEHO C
KOCTHOMO3BYHH MPOMEHH; NoAoOHM npomeHd ca HabJioAaBaHH NMpPH MaHMYHH, IPH IO-HHCKa
yectora. JIMMpouaHaTa TOKCHYHOCT MPH MUIBXOBE C€ ChCTOM OT JIMM(OMAHO W3YeprBaHe Ha
AUM@HUTE BL3NH, Clie3KkaTa U TUMYCa, KAKTO W HaMaslaBaHe Ha TerJIoTO Ha JIMM(OHIHHTE OPraHH.
[IpoMeHHTEe OT CTpaHa Ha CTOMALIHO-YpeBHATa, XEMOMNOeTHYHAaTa W JWM(pHATa cHCTeMa ca
obpaTuMH cnel npeycTaHOBABAHE HA JIEUEHHETO.

BbOpeunuTe npomMeHu npu MaiMyHH, TpeTHpaHu 10 9 Mecela, ce OrpaHH4aBar /10 MoBHILIABaHe Ha
ocHoBHaTa OnOpeuHa muHepanuzauus. KoxHH KpeBOW3IMBM ca HalmioaaBaHW 1O BpeMe Ha
TNpOyYBaHe 3a OCTPa TOKCHYHOCT NMPH MaiMyHH, ¢ eIMHHYHA IePOpaTHa /1033, U He ca Hab/mo1aBaHu
Npy NPOYYBaHHUS ¢ MHOIOKPATHO MPHJIOMKEHHE, KAKTO NPH MaiiMyHHTe, Taka U npu niisxosete. [Ipu
MIbX0BE, Ja3aTMHUO MHXMOWpa arperaumsaTa Ha TPOMOOLMTUTE in Vilro W YIbIKaBa BPEMETO Ha
eMnuAepMaHO KbPBEHE i1 Vivo, HO He BOJH A0 [0sBaTa Ha CIOHTAHHA XeMOparus.

In vitro aktuBHOCTTAa Ha anasatuuuO npu usnureane Bbpxy hERG u Bnaknara na Purkinje,
npeanosara NoTeHUHanHa Bb3MOKHOCT 3a YIb/DKaBaHe Ha KaMepHaTa Penoyiapu3alika Ha ChpLeTo
(QT wunTepsan). Benpexu ToBa, Npy eIHO in vivo Npoy4YBaHe ¢ eIMHHYHA /1032 MPH MaliMyHH, He ca
Habmonasanu npomenu B QT unreprana unu gopmara Ha EKI ppinure.

JazaTiHuG He € MyTareHeH TpH in vitro TecToBe ¢ OaKTEpHAIHH KIETKH (TecT Ha Ames) U He e
NoKaszajl TFeHOTOKCHYHOCT MpH N Vivo MHUKpPOHyKJIeapeH TecT mnpu rurbXxose. JlasatuHuG e
KJIACTOr€HEH 1 Vilro NPy JeNsLIM Ce OBapHalHH KNeTKH oT kuTaicku xamerep (CHO).

,HaBaTHHH6 HE MOBJIUABaA CbepTHJlHTCTa MNpH MBXKKHTE HITH 3EHCKHTE YKHBOTHH MPH KOHBEHLIHOHAJTHO
NpoyyYBaHe MO OTHOLLIEHHE Ha (epTUnNTETa W paHHaTa eMOpUOreHesa MpH MIbXOBE, HO HHAYLHpPa
JIeTAIMTET HAa eMOPUOHA MPU 1034, KOMTO ce A00IWKaBaT 10 KJIMHMYHATA eKCIO3HLIMA TIPH Xopa.
[Ipn npoyusanus 3a emOpuO(eTaHOTO pa3BMTHE, AA3aTHHMO CBHLIO BOAM [0 JIETAIMTET Ha
eMOpHOHa, CBbp3aH ¢ HaMalleHHe Ha Oposi Ha MaJIKKTe MPH MUTbXOBE, KAKTO M M3MEHEHHS Ha CKeJleTa
Ha (eTyca, KaKTO MpPH MUIbXOBE, Taka U npu 3aiuu. Te3n edexTd HACTBHNBAT NPH 03H, KOHUTO He
BOJAT OO TOKCHYHOCT 3a MaﬁKaTa, KOETO [MoOKa3Ba, 4e¢ ,ElaSaTl/lHH6 npuTeKapa CEJICKTHBHA
TOKCHYHOCT TO OTHOUIEHHE Ha pEenpoJyKUHsTa OT HWMIUIAHTHpPaHETO /10 3aBbpIlBaHe Ha
opraHoreHesara.

[Ipy MulKH, na3aTHHWO NpeAM3BHKBA MMYHOCYMNpECHs, KOATO € [0303aBUCHMA M Ce OBJajsBa
e(eKTHBHO upe3 HamassBaHe Ha [03aTa W/MIM NPOMEHH B cXemarta Ha mpunarade. JlazatuHub e
nokaszan (OTOTOKCHYEH TOTEHLUWan TPH in Vitro TecT 3a (POTOTOKCHYHOCT C MOMIbLIAHE Ha
HEYTpPaJIHO YepBeHO, ¢ MUILK (HubpobnacTu. CunTa ce, ye Aa3aTHHHO He € (POTOTOKCHYEH in Vivo
cJie/l €IHOKPATHO NMEPOPATHO NPHIOKEHHE TP KEHCKH roJIM MUILKH MPH eKCTO3HLIMH 0 3 MbTH
MO-BHCOKH OT €KCMO3HUMATA [PU XOpa Cle/l MpuiaraHe Ha rpernopbuMTenHaTa TepaneBTHYHaATa
na03a (Bb3 ocHoBa Ha AUC).

B aByropuiHo mnpoyuBaHe 3a KaHUEPOreHHOCT IMPH TUTBXOBE Ca NPHIAraHd NepopaH{ J03H
nazatunub ot 0,3, 1, u 3 mg/kg/nen. Haii-eucokara qo3a BOAM 10 HUBO HA IU1a3MEHA €KCIO3HIMA.
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(AUC) 00110 B3eTO €KBHBAJIEHTHO Ha Ta3 NMPH YOBEK, KOATO OM Ce Moyyusa B NpenopbYHTETHHS
HHTEpBa Ha HavyanHuTe 1034 oT 100 mg 1o 140 mg Ha nen. 3abena3pa ce CTaATHCTHYECKH 3HAYMMO
yBeqM4YeHHe B ofluara 4ecToTa Ha CKBAMO3OK/IETbYEH KAPLUMHOM W MAlnWjJOMH Ha Markata M
MaTOYHATa LUMHKA MPH JKEHCKH eK3eMIUIAPH, Ha KOMTO ca MpWiaraHd BUCOKH 103H. ITpH MBXKKH
€K3EMILISPH, Ha KOMTO Ca NpUJIaraHi HUCKH 10341 ce Habumio1aBa NOBUIIABAHE YECTOTAaTa Ha aZleHOM
Ha npocTataTta. He e W3BecTHa NpHIOKHMOCTTA HA HAXOJIKHTE OT MPOYYBAHETO 38 KAHLIEPOr€HHOCT
MpH MILXOBE 3a XOpaTa.

6. P®APMAINEBTHYHH JAHHU

6.1 CpnHCBK HA NOMOUHHTE BelleCTBA

Anpo Ha TabneTkara

JlakTo3a MOHOXUMIpPAT

XHAPOKCHIPONHJILIEY/103a

MukpokpucTanHa uenynosa

Kpockapmenoza Hatpuii

Marnesuer creapart (E572)

Tank

CenonumMep Ha MeTaKpUIOBa KMCEIHHA U MeTH-MeTakpunar (1:2)

Dunmoso nokputue: onaapai Os1 05U180001
Xunpomenosa (E464)

Turanos auokena (E171)

CpenHOBEepWIKHH TPUTTTHLIEPHIH

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpoxk na rogHoct

30 meceua

6.4 CneuHanaHH YCJI0BHS HA CbXpaHeHHe

Tozu JIEKApCTBEH NPOAYKT HE H3MCKBA CrielMAIHH YCJIOBHA 3a ChXPaHEHHE.

6.5 Bua n cbabp/kaHHe HA ONAKOBKATA
Al/Al Gnucrepu

HDPE Gytunka

Hazatunn6 @apmanpaiic 20 mg, 50 mg u 70 mg punmupann TabneTku ce npeaiarat B KApTOHEHH
KYTHH, ChIbpKaly 56 ¢unmupanu tabnetkd win 60 x 1 ¢uiamupanu TableTkd U B KapTOHEHH
KYTHH, cbabpkaiu | 6ytunka ¢ 60 ¢unmuparu Tabaerku.

Jaszatuun6 ®@apmangaiic 80 mg, 100 mg u 140 mg punmupanu TabneTKH ce Npeanarat B KapTOHEHH

KyTHH, chabpakalliy 6ucrep ¢ 30 Tabnerkn wam 30 X1 puaMupanu TabneTky U B KAPTOHEHH KYTHH,
cpabpiay | Oyrunka ¢ 30 punmupanu TaGneTku.

He BCHUKH BMIOBM ONakoBKH MoraT fa 6baat mycHaTH B npoaax6a.

6.6 CnenuajJnn npeanasHy MepKH NPH H3XBBLPJIsiHE H padoTa
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@uimMupaHuTe TabNeTKH ce CbCTOAT OT AAPO Ha Tabnerkara, oOBMTO ¢ (PMIMOBO TNOKpHTHE 3a
npeAna3BaHe Ha MeJAMUMHCKHMTE CreUMaTucTH OT ekcnoszuuus. [lpenoppuBa ce MeIHLIMHCKHTE
CMELMATNCTH 1a M3M0JI3BaT JIATEKCOBH MM HMTPHJIHM PBKABMLM 3a €JHOKpaTHa ynortpeda mpu
pabota ¢ Tabnerku, 3a Aa CBeJAT 10 MMHUMYM PHUCKa OT €KCMO3WLMA Ha Ko)kaTa, B ClIyyaH ue
¢dunmupanuTe TabneTkH ObAAT HeNpeaHaMePeHO Pa3TPOLIEHH WITH CHYTIEHH.

Heusnon3saHuAT nekapcTBeH MpPOAYKT WM OTMAJbYHMTE MaTepuHaau OT Hero Tpabsa ga ce
HU3XBBPJIAT B CbOTBETCTBHE C MECTHUTE H3HCKBAHHUSI.

7. TIPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

®apmaaeaiic EOO/

yi. “by3nymxa” Ne 54

1463 Coctus

bwnrapus

8. HOMEP HA PA3SPEHIEHHETO 3A YIIOTPEBA

Jazatuan® ®apmansaiic 20 mg dbunmupanu tabnerku Per. Ne 20200194

Hazatunu® ®apmaasaiic 50 mg punMupanu tabaerku Per. Ne 20200195

HazatnHu® @apmanpaiic 70 mg dunmupanu tadnetku Per. Ne 20200196

Hazaruuu® ®apmansaiic 80 mg dunmupanu tabnerku Per. Ne 20200197

azatuaub apmaneaiic 100 me dunmupanu tabnerku Per. Ne 20200198

Hazatunud Papmaasaiic 140 mg dunvmupanu Tabnerkn Per. Ne 20200199

9. IATA HA ITBPBO PA3ZPEHIABAHE/IIOJHOBSIBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Hata Ha nbpeo pa3zpetnaBane: 20 oxromepu 2020 r.

I[aTa Ha NOCJICAHO MOJAHOBABAHE:

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA
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