INPMJIOKEHHUE I
KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazaruan6 Accord Healthcare 20 mg ¢puamupanu TabeTKH
Hazaruan6 Accord Healthcare 50 mg dwuimupanu tadnetku
Hazatuan6 Accord Healthcare 70 mg dmimupanu tadnetku
Haszatuan6 Accord Healthcare 80 mg ¢puamupanu TabmeTkH
Hazaruan6 Accord Healthcare 100 mg ¢duamupanu TabieTkn
Hazaruan6 Accord Healthcare 140 mg punmupanu radbnetku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Jazatunn6 Accord Healthcare 20 mg dunmupanu tabieTkn
Bceska ¢punimupana tabierka chabpika 1a3aTHHUO MOHOXHIPAT, ekBUBaieHTeH Ha 20 mg na3atuHuG
(dasatinib).

Tomowno sewecmso c uzgecmuo oeticmsue
Bceska ¢punmupana tabieTka cbIbppika OKOJIO 25 mg 1akTo3a.

Jazatunn6 Accord Healthcare 50 mg dunmupanu tabieTkn
Bceska ¢puimupana tabnetka chabpika 1a3aTHHUO MOHOXHIPAT, eKBUBaleHTeH Ha 50 mg na3atuHuG
(dasatinib).

Tomowno sewecmso c uzgecmuo oeticmsue
Bceska ¢punmupana tabneTka cbabppika OKoJIo 62 mg 1akTo3a.

Jazatunu6 Accord Healthcare 70 mg dhunmMupanu tabieTku
Bceska ¢puimupana tabnerka chabpika 1a3aTHHHO MOHOXHIPAT, eKBUBaieHTeH Ha 70 mg na3atuHuO

(dasatinib).

Tomowno sewecmso c uzgecmuo oeticmsue
Bceska ¢punmupana tabnetka cbappika OKosio 87 mg IakTosa.

Hazatunau6 Accord Healthcare 80 mg dunMmupanu TabueTku
Bceska ¢puimupana tabnerka chabpika 1a3aTHHUO MOHOXHIPAT, eKkBUBaieHTeH Ha 80 mg na3atuHuO

(dasatinib).

Tomowmo seuecmso ¢ uzgecmio deticmsue
Besika pumvupana TabneTka chabpika okoio 100 mg rakro3sa.

Jazatunu6 Accord Healthcare 100 mg dunmupanu 1abieTKH
Besika puniMupana tabiaeTka Chbpika 1a3aTHHUO MOHOXHUIPAT, ekBUBajIcHTeH Ha 100 mg na3aTHHUO

(dasatinib).

Homowmo seuecmso ¢ uzgecmio deticmsue
Besika pumvupana TabneTka chabpika okoao 125 mg rakro3sa.

Jazatunu6 Accord Healthcare 140 mg dunmupanu t1abIeTKH
Besika ¢punMupana tadaeTKa Chabpika Aa3aTHHUO MOHOXHAPAT, eKBUBaJeHTEeH Ha 140 mg na3aTuHuO
(dasatinib).

Homowmo seuecmso ¢ uzgecmio deticmsue
Besika pumvupana TabneTka chabpika okoo 175 mg akro3sa.

3a IIBJIHUA COUCHK Ha IIOMOIIHHUTC BCUICCTBA BHXKTC TOYKaA 6.1.



3. JEKAPCTBEHA ®OPMA
Ounmupana Tadbierka (TadieTka)
Jazatunu6 Accord Healthcare 20 mg dhunmMupanu TabieTku

bsuta o moutw Gsia, TBOHHOM3IIBKHANA, KPBIila priMHupaHa TabjieTka ¢ JUaMeThbp OKOJIo 5,5 mm, ¢
BIUTLOHATO penedro o3nayeHue "IV1" oT eqHaTa cTpaHa U rjiajka OT Ipyrara.

Jaszarnan6 Accord Healthcare 50 mg dpuimMupanu TabaeTku
bsuta mo moutH Osia, TBOWHOM3ITBKHATA, OBaJHA (DHIIMUpPAHA TaOJIeTKa C MPUOIM3UTEITHA pa3MepH
10,70 x 5,70 mm, ¢ Bab0HaTO penedHo o3HaueHue "IV2" oT enHaTa cTpaHa U rinajka ot Apyrara.

Hazatunn6 Accord Healthcare 70 mg dunmupanu tabieTkn
Bsina o mourtu 6s71a, ABOMHOM3MBKHANA, KpBIIa GUIMHpaHa TableTka ¢ JuaMeThp OKojao 8,7 mm, ¢
BINIBOHATO penedHo o3HaueHue "IV3" oT egHaTa cTpaHa W Ii1ajKa oT JpyraTa.

Hazatuan6 Accord Healthcare 80 mg dhunmupanu tabieTku
Bsina o mouty Os71a, ABOMHOM3IBbKHANA, TPUBI'BIHA QUIMHUpaHA Ta0NETKa ¢ IPUOTM3UTEITHN pa3sMepr
10,20 x 9,95 mm, ¢ BarbOHaTO penedHo o3HaueHue "IV4" oT enHaTa cTpaHa U IJ1ajKa OT Apyrarta.

Jazatuau6 Accord Healthcare 100 mg dunmupanu tabieTKu
Bsuta no noutwu Osuta, NBOMHOM3MBEKHATA, OBATHA (DMIIMUpPaHa TabJIETKa ¢ MPUOIH3UTEITHH pa3MepH
14,70 x 7,10 mm, ¢ Bmrs0HaTO penedHo ozHadenue "IV5" ot emHaTa cTpaHa u riagKa ot apyrarta.

Jazatuau6 Accord Healthcare 140 mg ¢unmupanu TabieTKu
bsuta mo moutn Osiia, TBOHHOM3IIBKHATA, KPBIiia GprMupana TabjeTka ¢ JuamMeTsp okoiro 10,9 mm, ¢
BIUTLOHATO penedHo o3nayeHue "IV6" oT eqHaTa cTpaHa U Ijiajika OT Ipyrara.

4. K/IHMHWUYHU JAHHU
4.1 TepaneBTHYHU NOKA3AHUS

Haszaruan6 Accord Healthcare e mokasan 3a eueHre Ha Bb3PaCTHH MAIMEHTH C:

- HOBOJMArHOCTUIIMPaHa mosokuTenHa 3a Gunanenduiicka xpomozoma (Ph+) xponnyna
muenonana jeskemus (XMJI) B xponnuHa ¢asa.

- XMJI B XxpoHUYHA, HATIpEIHAJIA WIIH OTacTHA (Da3a ¢ pe3UCTCHTHOCT WM HEMTOHOCHMOCT KBM
IPEUIITHOTO JICYCHUE, BKJIIOYBAIO UMATHHHUO.

- Ph+ octpa numdobnactaa neBkemus (OJIJT) u numponnna 6nactaa XMJI ¢ pe3UCTEHTHOCT WK
HETTOHOCUMOCT KbM TIPEUIITHOTO JICYCHHE.

Hazatunu6 Accord Healthcare e mokasan 3a JieueHue Ha MEAUATPUYHU MAIUCHTH C:

- HoBoauarnoctunupana Ph+ XMJI B xponununa ¢aza (Ph+ CML-CP) wnu Ph+ CML-CP,
PE3UCTECHTHA Ha WM ¢ HEITOHOCHMOCT KbM IIPEIUIITHA TepaIlvs, BKIIOYBAIla UMaTHHUO.

- HoBoMarHoctuiupana Ph+ OJIJI B koMOMHAIMS ¢ XUMHOTEpaIusl.

4.2 Jlo3upOBKa M HAYMH HA MPUJIOKEHHE

Jleuenueto TpsiOBa ma ObIe 3aIIOYHATO OT JIEKap C ONUT B AMArHO3aTa 1 JICUEHUETO Ha MTAIUeHTH C
JIEBKEMUSL.

gO?»H[}OBKa

Bwspacmuu nayuenmu
[IpenoppuntennaTa HavyaIHa 103a 3a XpoHUuHaTa ¢paza Ha XMJI e 100 mg nazaTHHUO BEOHBXK
JTHEBHO.




IIpenmoprunTeTHaTa HaYaJIHA 7032 33 HAIpeIHaIa, MUCJIONIHA Wil JInMQonaHa 6actHa dasza
(mampeauana dhaza) na XMJI wiu Ph+ OJIJT e 140 mg Bequbx aHEBHO (BXK. TouKa 4.4).

Heoduampuuna nonyrayusa(Ph+ CML-CP u Ph+ OJLJI)

Jlo3upoBKaTa mpu Jiela 1 I0HOIIHY ¢ Ha 0a3a TejecHo Terio (Bxk. Tadmuna 1). azatuHub ce mpuiara
MIEPOPATTHO BEAHBXK ITHEBHO M0 (hopMaTa Ha Aa3aTHHUO (PHIMHUpPAHU TaOIeTKH WK Ja3aTHHHUO pax
3a mepopaiiHa cycrieHsusl. Jlozara TpsiOBa Ja ce mpen3vyrcisiBa BCEKH 3 Mecella UK I0-9eCTo, aKo €
HEo0X0MMO, Ha 0a3a MpOMsIHA B TeJeCHOTO Terio. TabneTHata opma He ce mpernophrYBa 3a
nanueHTH ¢ Terno noj 10 kg; npu Te3u nanueHTH TpsAOBa Ja ce U3IMOJ3Ba Mpax 3a MepoparHa
cycrieH3us. YBeJMyaBaHe WM HaMallsiBaHe Ha J103aTa ce MPEnopbhiBa Bb3 OCHOBA HA MOBJIMSBAHETO HA
MaIeHTa u MoHOCUMOCTTa. JIMTcBa onuT ¢ yrotpedara Ha 1a3aTHHUO TpH Je1a Ha Bb3pacT nox 1
roJIMHA.

Hazatuan6 Accord Healthcare dpunmupanu tabieTku ¥ 1a3aTHHUO Tpax 3a MepopaiHa CyCIeH3HsI He
ca OMOeKBUBANCHTHU. [TallHEHTHTE, KOUTO Ca CIIOCOOHM J1a TIPETIbIIAT TAOJCTKH U HKEIasiT 1a
TPEMHUHAT OT Ja3aTHHUO Ipax 3a mepopaiHa cycrensus KbM lazatuuub Accord Healthcare TrabmeTkw,
WM TAIUCHTH, KOUTO HE MOTAT Jia MPErIbIIAT TA0JIETKA U KOMTO JKEIasiT Aa MPEMUHAT OT TaOJIeTKH
KbM MEpOpaHa CYCIeH3HUs, MOraT Jia TO HAIPABAT, CTUTra JIa Ce CMa3BaT MPEMOPhKUTE 3a TPUIaraHe 3a
ChOTBETHATA JICKapCcTBEeHa opma.

IpenopbrunTenHaTa HavyanHa JHEBHA 103upoBKa 3a J{asatunub Accord Healthcare Tabnerku npu
neanaTpUYHH MAUEHTH € pejacTaBeHa B Tabauuna 1.

Tadomuua 1: Jozuposka 3a Jlazaruan6é Accord Healthcare Tadnerkn npu nequaTpuaHu
nauuenTu ¢ Ph+ CML-CP uiu Ph+ OJUJI

Tenecno Terao (kg)? JIHeBHa 103a (mg)
10 no mox 20 kg 40 mg
20 mo mox 30 kg 60 mg
30 mo mox 45 kg 70 mg
Haii-manko 45 kg 100 mg

2 TabnerHara opMa He ce npernopbyBa 3a nanueHTy ¢ terno mnoy 10 kg; npu Te3u nauneHTy TpsaoOBa aa ce
U3M0JI3Ba Mpax 3a NepopasHa CyCIeH3HUs.

IIpoodvadcumennocm Ha iedeHueno

B xnmHnyHM m3nuTBaHus ieueHueTo ¢ Jlazatnau6 Accord Healthcare npu Bb3pactau ¢ Ph+ CML-CP,
HanpeaHala MUEIONIHa WK tuMdounaHa 6mactHa daza (Hanpeanana daza) CML unu Ph+ OJUI u
neauaTpuday narueHTy ¢ Ph+ CML-CP e npoab/bKmio 10 mporpecusiTa Ha 3a00JIsIBAHETO WITH 10
HosiBaTa HAa HEIIOHOCHMOCT OT CTpaHa Ha ManueHTa. EQekThT oT crimpaHe Ha JICYCHUETO BBPXY
IBITOCPOYHMS U3XOJ OT 3a00JIIBAaHETO, CJIE MOCTUTAHETO HA IMTOTCHETHYECH WIIM MOJICKYIISIpEH
OTTOBOD [BKIIFOUHMTETHO ITbjIeH nuToreHeTrdeH oTroBop (CCyR), rossM MOIEKyIIpeH OTTOBOP
(MMR) u MR4,5] He e mpoyueH.

B kmMHUYHM TpOYYBaHUS, JICYEHUETO C Aa3aTUHHUO npu nenuarpuydu nauueHT ¢ Ph + OJL e
IpUIaraHo HeIPeKbCHATO, 100aBEHO KbM I10CIIEI0BATEIHU 0JI0KOBE HA OCHOBHATA XUMHUOTEPAIIUs C
MaKCHMaJIHa IPOABIDKATENHOCT OT JBE TOAMHU. [Ipy manmeHTH, KOUTO ca MOAJIOKEHH Ha MOocieIBalla
TPaHCIUIAaHTALMsI HA CTBOJIOBU KJIETKH, Ja3aTHHUO MOXKE Aa ce MPUIIOKH 32 OIIE eHa FOMHA CIIe]
TpaHCIIJIAaHTALIMATA.

3a ;1a ce MOCTUTHE MPETOPBUNTENHATA 1033, 1a3aTUHUO ce Tpeiara mo ¢popMaTa Ha GUIMHAPAHH
tabsetku ot 20 mg, 50 mg, 70 mg, 80 mg, 100 mg u 140 mg. YBenuuaBaHe WM HamMalliBaHE Ha
J103aTa ce MpenopbiBa Bb3 OCHOBA Ha IMOBJIMSBAHETO HA MAIUEHTA U TIOHOCUMOCTTA.

Iosuwasane na dozama
B ximHn4HY n3nuTBaHus npu Bb3pactHr ¢ XMJI u Ph+ OJLJI, moBumaBane Ha mo3ara g0 140 mg
BEJIHBXK JHEBHO (XpoHnyHa (aza Ha XMJI) wiu 180 mg Benubx qHEBHO (HampenHana ¢aza Ha XMJI




i Ph+ OJIJT) e 6o 1o3BOJICHO TIPH MAIIMEHTH, TTPH KOWTO HE € OMJI IIOCTUTHAT XEMaTOJIOTHIEH
WY IIUTOTEHETUYEH OTTOBOP TPH MPETIOPHUNTEITHATA HAYATHA JI034.

CrneHUTE TIOBUIIICHHS HA J103aTa IMoKazaHu B Tabnuia 2 ce mpenopbyBaT MpH MeIUaTPUIHN
narueHTd ¢ Ph+CML-CP, 1ipu KOMTO HE € IOCTUTHAT XeMaTOJIOIHUEH, [INTOTCHETUYCH U
MOJIEKYJIIPEH OTTOBOP B IIPETIOPHUNTEITHUTE BPEMEBH TOYKH CHIIIaCHO HACTOSIIUTE CTAHAAPTH Ha
JICUCHUEC U KOUTO IIOHACSAT JICUCHHUETO.

Tabauua 2: IloBumaBaHe Ha 103aTa Npu neguaTpuuHu nanuestu ¢ Ph+ CML-CP

Jlo3a (MakcuMaJ/THa JHEBHA 103a)

Hauanna ao3a IloBumaBaHe Ha ao3aTa
TabseTkn 40 mg 50 mg
60 mg 70 mg
70 mg 90 mg
100 mg 120 mg

He ce mpenoppuBa moBuIaBaHe Ha A03aTa NMpU Neaunatpudan manuentu ¢ Ph+ OJUJI, Tpit kaTo mmpu
TE3W MAIMECHTH Ja3aTHHUO ce Tpujiara B KOMOWHAIWS ¢ XUMUOTEPaIsl.

Kopueupane na 0ozama nopaou nescenanu peaxyuu

Muenocynpecus

1o BpeMe Ha KIMHUYHUTE IPOY4BaHUs, MUEJIOCYTIPECHsTa € OBJaJisiHa Ype3 PEKbCBAaHE Ha IPHEMA,
HaMmaJsBaHe Ha J03aTa WIK NPEyCTaHOBIBaHE Ha M3MUTBAHOTO JeueHue. [Ipu HeobxoaumocT e
IPOBEKAaHa U TpaHC(y3ust Ha TPOMOOLUTH U epuTpolnTH. Ilpu nanuenTy ¢ pe3ucTeHTHa
MHEJIOCYTIpEeCHUs € IIPUIarad 1 XeMOIIOeTUYEH pacTexeH (hakTop.

[IpenopbkuTe 32 MpoMsiHA Ha J03aTa MPH Bb3pacTHH ca 0000mmenu B Tabnuua 3 u npu neauaTpudau
nauueHT ¢ Ph+ CML-CP B Tabnuua 4. [Ipenopbkute 3a neauatpuunu nanuentu ¢ Ph + OJIJI,
JIeKyBaHM B KOMOWHAIIMS ¢ XUMUOTEPAIHs, ca B OTAeJCH naparpad, cies TabJIuImre.

Tabanna 3: Kopexnus Ha 103aTa npyu HeyTPONeHUsI H TPOMOOIUTONECHHS TPU BE3PACTHH

1. CrnumpaHe Ha JIEYEHUETO JIO
ANC > 1,0 x 10%1 u TpomMGoumTH
>50 x 10%1.

2. BB300HOBsIBaHE HA JIEYEHUETO C
IbpBOHAYATHATA 7034,

3. Axo tpom6Gonuture ca < 25 X 1091 w/unm

Brspacran ¢ XMJT B 9 oTtHOBO € Hamuie ANC < 0,5 x 1091 3a
xpoumnyHa ¢asa (HaganHa |ANC < 0,5 x 10%/l w/unu >7
9 JTHH, TIOBTOpETE CThIKa | 1
nmo3a 100 mg Benbxk tpomboruTH < 50 X 10°/I 6
THEBHO) BBH300HOBETE JICUSHUETO C IMO-HUCKA 1032

ot 80 mg BeAHBK JHEBHO 32 BTOPH
enu30/1. 3a TPETHUs eMU30/1, HaMaJIeTe
omre mo3ata 10 50 mg BeTHBXK THEBHO (3a
HOBOJIMArHOCTHUIIMPAHH TTAIUCHTH ) WIN
mpekpareTe (3a MaIleHTH C
PE3UCTEHTHOCT UM HEMMOHOCHUMOCT KbM
NPEUITHOTO JIYEHHE, BKITIOYBAIIO
UMaTHHHUO).




1. TlpoBepere najau MUTOIICHUATA ©
CBbp3aHa C JIECBKEMUSITA (KOCTHOMO3bYCH
acrypaT Wi OWOTICHS).

2. AKO UUTONCHUSTA HE € CBbP3aHa C
JIEBKEMUSATA, CIIPETE JICUCHUETO 10
nocturanero Ha ANC > 1,0 x 10%1 u

Br3pactan ¢ XMJI B tpomboruTn > 20 x 10%1 u BB306HOBETE

HampeHaa win O0JacTHa TepanusiTa ¢ MbPBOHAYAIIHATA J034.
beA ANC<0,5x 10/ wumn | P ¢ IBpBO Hos

(haza u Ph+ OJIJT 9

tpombonuT < 10 x 10%/1

(magamHa goza 140 mg 3. Ilpu nosiBUiIa ce OTHOBO IIUTOIICHUS,

BEIIHBHX THEBO) MOBTOPETE CThIIKA | 1 Bh30OHOBETE

JIEYEHUETO C To-HUCKa 103a ot 100 mg

BEJIHHX THEBHO (BTOPH SITU30.1) WU

80 mg BeIHBXK THEBHO (TPETH CMU301).

AKO IIUTOTICHUSTA € CBBP3aHa C
JIeBKeMHATA, OOMUCIIETE TIOBUILIABAHE HA
nmo3ata 10 180 mg BeTHBK JHEBHO.

ANC: abcomoreH Opoii Ha HeyTpodHIIUTE

Ta6auna 4: Kopexkuus Ha 103aTa NPU HEYTPONEHUsI 1 TPOMOOIUTONIEHUS TIPH NeTUATPHUIHH
nauuentu ¢ Ph+ CML-CP

1. Ako IUTONEHUSITA Jo3a (MakcuMaJiHa JHEBHA 1032)
MIEPCUCTHUPA MOBEYE OT 3 [IspBoHaua Monu:xeHue Ha Monu:xeHue Ha
CEIMHIIY, TIPOBEPETE JIAH JIHA 1032 J103aTa ¢ eJHO HUBO Ja03aTa ¢ aABe
LUTOIIEHUATA € CBhp3aHa HHMBa
C JICBKCMHSITA Tabaerkn 40 mg 20 mg *
(KOCTHOMO3BbYHA 60 mg 40 mg 20 mg
aCTIMPaLys WK OMOIICHS). 70 mg 60 mg 50 mg

100 mg 80 mg 70 mg

2. Axo 1IuTONIEHUATA HE €
CBBP3aHa C JICBKEMUSATA,
CIIPETE JICUYCHUETO 10
nmocturanero Ha ANC
>1,0x 10%1 u
Tpom6Gonutu > 75 x 1091
Y Bb300HOBETE TeparnusiTa
C IbPBOHAYAIHATA 71034
WM C TIOHIIKEHA J1034.

3. Ilpu pexypeHTHa
ITUTOTICHUS, IOBTOPETE
KOCTHOMO3bYHATA
acnuparus/Ononcus u
BB300HOBETE TEPAIUATA C
MTOHW)KEHA J1034.

ANC: abcouroTeH Opoit Ha HeyTpodumTe

*He e HATMYHA TabJieTHa opMa C TI0 HUCKA /1032

[pu nenuarpuunu nanuentu ¢ Ph+ CML-CP, B ciryuaii Ha peKypeHTHa HEYTPOIICHHUS WIH
TPOMOOITUTOTICHHSI CTETICH > 3 10 BpeMe Ha ImbJieH XemartonorudeH otroBop (CHR), TpsioBa na ce
HPEKbCHE MPUIIOKEHUETO Ha 1a3aTHHHUO U B ITOCJIEACTBHE MOJKE J]a Ce Bh30OHOBHU B IO-HUCKA J103.
JHo3zara TpsiOBa BpeMEHHO Ja ce HaMalli, ako € HeoOX0IUMO, IPH CPEHH CTETICHH Ha OTTOBOP KbM
3a00JISIBAHETO M LIUTOIICHUSI.



IIpu neguatpryanm narmuertn ¢ Ph + OJIJI He ce npemopbyuBa MpoMsiHa HA Jj03aTa MPU CIIydau Ha
XEeMAaTOJIOTHYHA TOKCUYHOCT cTerneH | 70 4. AKO HeyTPOIICHUATA W/WIIN TPOMOOITUTOIICHHSITA BOJIST
J1o 3a0aBsiHE Ha cienBalus OJIOK Ha JICYCHHE C moBeYe oT 14 nHu, na3atuHuO TpsAOBa Ja ce cupe U 1a
ce Bh300HOBH IIPU CHIIOTO JI030BO HUBO CJIC 3all0YBaHE Ha CIEIBaIIMs OJIOK Ha JICYCHUETO. AKO
HEYTPOIICHUITA ¥ / WIIK TPOMOOIMTONICHUSITA TIEPCUCTHPAT U CIISIBAIIUAT OJIOK Ha JIeUeHHE ce 3a0aBH
c omie 7 1HU, TPSAOBA J1a ce M3BBHPIIHU OLIEHKA Ha KOCTHHUS MO3BK, 32 /1a C€ OLEHH LETyIapUTeThT 1
MPOIEHTHT Ha OacTuTe. AKO HEeMyIapuTeThT Ha KOCTHHS MO3bK € < 10%, JeueHneTo ¢ qa3aTHHUO
Tps6Ba na ce npekbeHe 10 ANC > 500/ul (0,5 x 10%/1), cien KOeTo Ie4eHHETO MOKeE 1a Obe
BBH300HOBEHO IPH ITBJIHA 103a. AKO IENYIapUTEeThT HA KOCTHHSA MO3bBK € > 10%, Moxe /1a ce odmucin
BB300HOBSIBaHE Ha JICUCHUETO C JTa3aTUHHUO.

Hexemamonoauunu nesicenanu peaxyuu

IIpu pa3BuTHE HA yMepeHa, CTETICH 2, HEXEMAaTOJIOTHYHA HeXXeJTaHa PEakys P 1a3aTHHHUO,
JICYCHUETO TPAOBa JIa Ce MPEYCTAaHOBHU J0 OTMHUHABAHE HA HEXKeJlaHaTa PeaKIus WA BPBIAHEe JI0
W3XO0JTHOTO HUBO. JIledeHueTo TpssOBa 1a ce Bb30OHOBHU ChC ChINATA 1033, aKO CHOUTHETO CE MPOSBSBa
3a TBPBH ITBT U J103aTa TPsIOBa /1a ce HaMaJld, aKo TOBA € IMOBTapSIIIa ce Hexenana peakmus. [Ipu
pa3BUTHE HA TEXKa, CTETICH 3 WK 4, HEXEMAaTOJIOTMYHA HEXXeJIaHa PEaKIys Py Ta3aTHHHO,
JICYCHUETO TPAOBA J1a Ce MPEYCTaHOBH JI0 OTMUHABaHE Ha HexkelnaHara peakuus. Cien ToBa,
JIEYEHUETO MOXKeE Jja ObJIe CHOTBETHO BH30OHOBEHO C IO-HHUCKA 71034 B 3aBUCHMOCT OT
IFPBOHAYATHATA TEKECT Ha HexkenaHaTa peakmus. [Ipu nammentn ¢ XMJI B xponndana dasza, KOUTo
nonyuasaT 100 mg BenHBXK AHEBHO, C€ MPEMOPbUBA HaMaJIsiBaHe Ha fo3aTa 10 80 mg BEAHBK JHEBHO
Y TIpY HEOOXOIMMOCT, JOIBITHUTEITHO HaMallsiBaHe Ha fjo3ata oT 80 mg BeIHBXK JHEBHO 10 S0 mg
BeHBXK JaHeBHO. [Ipu manuentu ¢ XMJI B Hanpennana ¢asza wiu Ph+ OJIJI, kouto nony4asar 140 mg
BEJIHBK THEBHO, CE MPENOpbYBa HaMaJsiBaHe Ha Ao3ata 10 100 Mg BeaHBbX THEBHO U IpU
HEOOXOIMMOCT, IOITBIHUTEITHO HaMalsiBaHe Ha jo3ata oT 100 mg BenHBXK qHEBHO 10 S0 mg BETHBK
nueBHO. [Tpu CML-CP neguatpuyHy NAIMEHTH C HEXEMATOJOTUYHH HEXKEJIaHU PeaKIiuu, Tps1OBa a
C€ CIIeJIBAT OMKUCAHUTE TIO-TOPE MPENOPBUYNTEITHHU 32 XEMATOJIOTMUHU HEKEJIaHU PEeaKIIUU MOHUKEHUS
Ha no3ata. [Ipu meguarpuanu manuent ¢ Ph + OJIJI ¢ HexeMaToI0THYHN HEeXENaH! peakiliu, ako €
HE00XOMMO, JTo3aTa TpsiOBa Ja ce HaMali ¢ €HO HUBO, B ChOTBETCTBUE C MPETIOPHKUTE 32
HaMaJIsIBaHE Ha Jl03aTa NP XEMATOJOTUYHH HEXKEJIaHU PEeaKlMK, ONUCAHU HO-TOPE.

Inespanen uznug

[Ipu muarHocTHIIMpaHe Ha TUIEBPAJICH H3JIMB JICUSHUETO C Ja3aTHHHUO TPsOBa J1a Ce MPEYCTaHOBH,
JIOKATO MAIMEeHTHT ObJIe TperiieiaH, CTAHEe aCUMIITOMATUYCH WK CE BbPHE KbM M3XOJIHO HUBO. AKO
PUOIM3UTEITHO B PAMKHTE Ha €lHa CeIMUIIa He Ce Ha0JII0/1aBa MOJ00peHuUe TPy eNu30/a, TpsiOBa aa
ce 0OMUCIT BB3MOXKHOCT 3a TIpHIaraHe Ha JiedeOeH Kypc C TUYPETHIIN WA KOPTUKOCTEPOUTH, UK C
JIBETE eTHOBpeMeHHO (BK. TOUkH 4.4 u 4.8). Cren 0T3By4aBaHe Ha bPBUSI €MIM30/1, TPOBa 1a ce
0OMUCITH TOBTOPHOTO MPUJIOKESHHE Ha J1a3aTUHUO Ha ChIIOTO J030BO HUBO. Clie OT3ByYaBaHe Ha
TOCTIE/IBAII] eTTH30/], Ta3aTHHUO TPsOBa J1a Cce MPHIIIOKH OTHOBO Ha €THO J030BO HUBO MO-HHUCKO. Cien
OT3By4YaBaHETO Ha TEXBK (CTeTeH 3 uin 4) emnu30/1, JICUSHHETO MOXKe Jla Ob/ie ChOTBETHO
BH300HOBEHO C HaAMaJIeHa JI03a B 3aBUCUMOCT OT ITbPBOHAYAIHATA TEIKECT HA HEXKEIaHaTa PeaKIIHsL.

Hamanaeane na oosama npu convmcemeawia ynompeba na cunnu unxuoumopu va CYP3A4
CeirpTeTBamara ynorpeba Ha cwtan naxuoutopu Ha CYP3A4 u cok ot rpeindpyT ¢ Jlazatuand
Accord Healthcare tpsi6Ba 1a ce u36srBa (BK. Touka 4.5). AKO € BB3MOKHO, TPsOBa 1a ce uzbepe
ANTEpPHATHBHO CHITBTCTBAIIO JIEKAPCTBO O€3 MM ¢ MUHUMAJICH MMOTEHINAN 32 UHXHOUpaHe Ha
emsumure. Axo Jasaruanbd Accord Healthcare tps6Ba na ce mpunara ¢bC CHIEH HHXHOUTOP Ha
CYP3A4, na ce B3eMe npeaBua HaMalIIBaHe Ha J103aTa J0:

. 40 mg gHeBHO 3a manueHTH, npremMarny Jazatuano Accord Healthcare 140 mg tabierka
JTHEBHO.

. 20 mg aHeBHO 3a nauueHTH, npuemanu Jlazatnau6 Accord Healthcare 100 mg tabGnerka
JTHEBHO.

. 20 mg aHeBHO 3a nauueHTH, npuemanu Jlazatnau6 Accord Healthcare 70 mg Tabnerka
JTHEBHO.

3a manuenTn, npueMay Jazatuan6 Accord Healthcare 60 mg miu 40 mg qHEBHO, Ia ce B3eMe
IpeIBUI IPEKbCcBane Ha mpreMa Ha Jlazatuan6 Accord Healthcare no cimpane Ha IpHITOKEHHETO Ha



CYP3 A4 naxuburopa wiv IpeMHHABaHE KbM II0-HUCKA 1032 Ja3aTHHUO B JIeKapcTBeHA (popma
nepopaiHa cycnensus. Jla ce ocTaBu Neproj Ha OYNCTBAaHE OT MPHOIU3UTENHO | ceaMuna ciex
CIIMPaHETO Ha MHXHOHUTOPA, MPEIH J1a ce Bb300HOBH nmpuiiaraneto Ha J{azarnuan6 Accord Healthcare.

Tes3u namanenn no3u Jasatnau6d Accord Healthcare ce npeasmkma ga KOpUrupaT IIIOIITA IO
kpuBara (AUC) no nmuamnasonte, HabmogaBanu 6e3 CYP3 A4 uaxuburopu. JIumceaTr o6ave KIMHUYHA
JTAHHY 32 Te3W KOPEKIIMH Ha J103aTa MPH MalueHTH, odyJYaBaiy ciuiiHu naxuouropu Ha CYP3A4.
Axo Jasatuau6 Accord Healthcare se ce monacs cien HamanssBaHe Ha 103aTa, TPSOBa J1a ce TIPEKPaTH
npuiokeHueTo Ha cuansg uHxnouTop Ha CYP3A4 wim na ce npexbscHe prema Ha J{azatnHno
Accord Healthcare, nokaTo npuioxeHreTo Ha UHXUOUTOpa ObJe MpeycTaHoBeHo. TpsoBa na ce
OCTaBH TIEPHUOJI HA OYMCTBAHE OT MPUOIM3UTETHO | ceMHUIIA Clie]] CIIMPAHETO Ha MHXUOUTOPA, TIPEAH
na ce yeennum mo3ata Jlazaruan6 Accord Healthcare.

CrnenyanHy nonyaaiuu

Cmapuecka 6v3pacm

He ca mabmronaBany KIIMHUYHO 3HAYMMH, CBBP3aHU C Bb3PACTTa, (PapMaKOKHMHETUYHHU Pa3UIHS MPH
Te3u marueHTu. He ca HeoOXoMMu KOHKPETHH MPENOPHKH [0 OTHOIICHHE Ha TO3UPAHETO IIPH XOpa B
cTapuecka Bb3pacT.

Yeprodpodno yepescoane

[ManmenTy ¢ 1eKo, yMEepeHO WIH TeXKKO YepHOAPOOHO YBpEKJaHEe MOTaT J1a MpueMaT
IpenopbyYUTENHATa HadanHa 1o3a. Bee mak ma3aTuHuO TpsaOBa a ce mpuiiara ¢ BHUMaHuUeE MPH
NalUEeHTH C YePHOIPOOHO yBpeKaAaHe (BXK. ToUKa 5.2).

bvopeuno yepescoane

He ca nposexxnanu knuHuyan u3nutsanus ¢ Jlasatuan6 Accord Healthcare npu mamuentu ¢
HamaJieHa ObOpevHa (yHKIWSI (M3MUTBAHUATA MTPH MAIUSHTH C HOBOAMArHOCTHUIIMPaHa XPOHUYHA
(aza ra XMJI ca M3KJII0YBAIY MAIUCHTH C KOHIIEHTPAIINS Ha CEPYMHUS KPEATUHHH > 3 ITBTH HaJl
ropHaTa IpaHWIla Ha HOpMaTa, ¥ M3MUTBAHUATA IIPH MTAlIMeHTH ¢ XpoHU4IHA (haza Ha XMJI ¢
PE3UCTEHTHOCT WJIK HEMTOHOCUMOCT KbM TPEIUIIHO JICYCHUE C UMAaTUHHUO ca U3KIF0UBAIN MAalUEHTH C
KOHIICHTpAIMS Ha CEPyMHUS KpeaTHHUH > 1,5 MbTH HaJ| ropHaTa rpaHuiia Ha Hopmara). Twil kato
OBOpEYHUAT KITUPHHC Ha Ja3aTUHUO U HEroBUTE MeTabonuTh € < 4%, He ce 04aKBa MOHIKEHHE Ha
00mus TeJeceH KIMPBHC MPU MalueHTuTe ¢ ObOpeyHa HeloCTaThYHOCT.

Hauun Ha npuiioxxeHue

Haszaruan6 Accord Healthcare tps6Ba na ce mprema mepopaiHo.

dunmupaHuTe TabJIeTKU He TpsAOBa Jja ce pa3TpolIaBaT pexar WM JbBUaT, Te TpsAOBa Ja ce IbITar
LIeJIK 32 J]a C€ OCUTYPH MPAaBUIIHOTO JO3UPAHE U Ja C€ HaMalld PUCKBT OT €KCIO3HLIMS Ha KOXKaTa.
dunmupaHuTe TabJIeTKU He TpAOBa Jja ce JucCIeprupart, Thil KaTo eKCIIO3ULUATA [IPY ITALUCHTUTE,
IpueMaly Juclieprupata TabyeTka € o-HUCKa OTKOJIKOTO IIPU IIpUeM Ha Lisiia Tabnerka. JlasatuHuo
npax 3a nepopaiHa Cycne3usl € IOAXOIAI ChIIo U 3a neguarpuyau nauuedtu ¢ Ph+ CML-CP u Ph+
OJUT u Be3pactau narmentu ¢ CML-CP, kouto He Morart j1a mperirbIar TabiaeTK.

Hazatuan6 Accord Healthcare moxke na ce mpuema cbe win 6e3 xpana u TpsiOBa J1a ce mpruemMa 1o
€/IHO U CBIII0 BpeMe CYyTpHH WK Bedep (Bxk. Touka 5.2). Jlazatuau6 Accord Healthcare ue tpsiosa na
ce rmpueMa ¢ TpendpyT Win cok oT rperndpyt (Bx Touka 4.5).

4.3 TIlpoTuBOmOKa3aHus

CBpPBXUYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO MM KbM HIKOE OT HOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

4.4 CoenuajJHU NpexynpexIeHust 1 NpeanasHu MepKH MpH ynoTpeda

KIIMHN4YHO 3HAYMMU B3aUMOJICHCTBYS
Hazatunu® e cyoctpar n uaxubutop Ha nuroxpom P450 (CYP) 3A4. Eto 3amo, chiiecTByBa

MOTCHI[UATHA BH3MOKHOCT 33 B3aUMOJICHCTBUE C JPYTU €AHOBPEMEHHO MPHUJIATaHU JICKAPCTBEHU
MIPOTYKTH, KOUTO C€ METAOOIM3UpaT IIIaBHO Upe3 WM MOy Iupat akTuBHOCTTa HA CYP3 A4 (BK.
Touka 4.5).



CeirpTCTBamaTa yoTpeda Ha Ja3aTHHUO ¥ JIEKapCTBEHH MPOTYKTH I BEIECTBA, KOUTO ca
noreHuuanHu nHxuouTopu Ha CYP3A4 (Hamp. KeTOKOHA30J1, HTPAKOHA30J1, epPUTPOMHUIIMH,
KJIAPUTPOMUILIMH, PUTOHABUD, TETUTPOMHUIIMH, COK OT IpeHndpyT) MOKe J1a MOBHILH EKCIIO3ULIUATA Ha
nazatuanO. CeITbTCTBAIATA YIOTpeOa Ha Ta3aTHHHUO U JICKAPCTBEHH IMPOAYKTH, KOUTO Ca MOIITHH
naxuoutopu Ha CYP3A4 He ce npenopbuBa (BK. Touka 4.5).

CerpreTBaniaTa ynorpeda Ha Ja3aTuHUO U JIeKapCTBEHU MPOAYKTH, konto nuaynupar CYP3A4
(Hamp. mekcameTaszoH, GeHUTOWH, KapbamasenuH, prudamnunmH, GeHodapOouTa i OHIKOBH
npenapaTy, CbAabpKau Hypericum perforatum, N3BECTEH ChIIO KaTo XbBIT KAHTAPHUOH) MOXKE
3HAYUTEIIHO Ja HAaMaJlk eKCIO3UIUATA Ha Ja3aTHHUO, KOETO MOBHUILABA MOTEHIHAIHUS PUCK OT
TepaneBTHYeH HeycnexX. ETo 3amo, npu nanueHTHTe mpueMaliy Ja3aTHHUO, 32 €THOBPEMEHHO
NpUIOKEHHUE TPsAOBa fa ObJaT 30UpaHu anTepHATUBHU JIEKAPCTBEHH MIPOAYKTH C ITO-MaIbK
UHIYKIIHOHEH moTeHnran mo orHomenne Ha CYP3A4 (Bxk. Touka 4.5).

CwrpreTBaniata ynorpeba Ha nazatunud u cyocrpar Ha CYP3 A4 Morke /1a TIOBUIIM €KCIIO3UIIMATA Ha
CYP3A4 cybctpara. Eto 3ammo, € He00X01uMO MTOBUIIIEHO BHUMAaHUE, KOraTo 1a3aTUHUO ce mpuiara
eanoBpemeHHo ¢ CYP3A4 cyOcTpaTu ¢ TeceH TepaneBTUYCH UHICKC, KaTO aCTEMHU30J1, TepeHaNH,
[U3aNPUI, TUMO3U, XUHUIUH, OCTIPUIMI WU eProaKaion i (eproTaMuH, TUXUIPOESProTaMuH) (BxK.
Touka 4.5).

CwrpreTBamiara ynorpeba Ha qasatnaud u xucrtamun-2 (Hz) anraronucr (Hamp. GaMOTHANH),
WHXUOUTOP HA MPOTOHHATA TIOMITA (HAITP. OMEMNPAa30y1) UK aTlyMUHHUEB XUAPOKCH/MarHe3reB
XUJIPOKCHII, MOXKE Jla HAMAJIH EKCITO3UIUATA Ha 1a3aTuHu0. ETo 3amo, Ho-anTtaronucrure u
WHXUOUTOPHTE HA TIPOTOHHATA MIOMIIA HE C€ MPENOPHYIBAT, & MPOIYKTUTE, ChbPKAIIN aTlyMUHHEB
XUAPOKCH]I/MAarHe3ueB XUAPOKCHI TPSAOBa J1a ce MpHIarar A0 2 4aca npead Wik 2 Jaca clie
yrnorpebara Ha Ja3aTHHUO (BXK. Touka 4.5).

CrenmanHy nomyJanun

B®3 ocHOBa Ha pe3ynraTute OT (PapMaKOKHHETHIHO MPOYUBAHE C €AMHUYHA /1034, TIAIIUEHTH C JICKO,
YMEPEHO WM TEKKO YepHOAPOOHO YBpEKAaHEe MOTraT Ja MpreMar NpenopbunuTeHaTa HayalHa 032
(Bx. Touka 5.2). [lopanu orpaHnyeHUATa HA TOBA KIMHUYHO MIPOYYBAHE CE MPENOPHYBA MOBUIICHO
BHUMAaHHE MPH MPHIOKEHUETO Ha Ja3aTHHHUO NPY NAIMEeHTH C YepPHOAPOOHO yBpeXKIaHe.

BaxxHu HexxellaHU peakiuu

Muenocynpecus
JledeHueTo ¢ 1a3aTUHUO € CBBP3aHO ¢ aHEMUsI, HEYTPOIIEHUS B TpoMOoIiuToneHus. [losiBata uMm

HACTBIIBA MTO-PAHO U C TTO-BHCOKA YecToTa npH naruenTa ¢ XMJI B Hanpennana dasza wiu Ph+ OJIJI, B
cpaBHEHHE C Te3u ¢ XponnuHa (aza Ha XMJIL. [IbnHa kpbBHa kaptuna (IIKK) Tps6Ba na ce npasu
BCSAKa CEMMIIA IIPE3 MbPBUTE 2 Mecela, a ClIe/] TOBa BEIHBK MECEUHO UIIH B 3aBUCHUMOCT OT
KJIMHUYHATA KapTUHA MIPH Bb3PACTHH MAIMEHTH ¢ HanpenHaia (paza Ha XMJI wiu Ph+ OJLJI,nekyBanu
¢ MOHOTepanus ¢ fa3zaTuHuO. [Ipu Bp3pacTHH 1 neauaTpudHy manuentd ¢ XMJI B xponuuna dasa,
I'bJTHa KPbBHA KapTHHA TPSAOBA Ja ce MpaBU Ha BCEKHU 2 CeAMHLM 3a 12 ceaMuIy, ciie]] TOBa Ha BCEKU
3 Mecelia WM KakTo € KIMHUYHO Noka3aHo. [Ipu neauatpuynun mamuenty ¢ Ph + OJIJ1, nexyBanu ¢
nmazatuHuO B komOuHaims ¢ xumuoTepanus, [IKK tps6Ba na ce mpocienssa npeau Ha4aaoTo Ha
BCEKM OJIOK XUMHOTEpanus U KakTo € KIMHUYHO Noka3aHo. [1o Bpeme Ha KOHcoIMaupaiuTe 6JI0KOBE
Ha xumuorepanusra, [IKK TpsoBa 1a ce npaBu Ha BCeKU 2 JTHH JI0 Bb3CTaHOBsIBaHE (BXK. TOUKHU 4.2

u 4.8). MuenocynpecusTa 0OMKHOBEHO € 00paTuMa M Ce OBJIa/isIBa C TIOMOIITa Ha BPEMEHHO
NpeycTaHOBSBaHE Ha MpHeMa Ha 1a3aTHHUO WM Ype3 pelylupaHe Ha 103ata.

Kwvpsene

IIpn marmentn ¢ XMJI B xponnyna ¢aza (n=548), 5 narmentu (1%) noxydaBamu ga3atuHuo, ca
UMaJId XeMoparus crenet 3 uinu 4. B x1uHuYHYN poyuBaHus npu nanueHTyd ¢ XMJI B HanpeHana
(aza, momyyaBamy npenopbYATENHATa 1032 1a3aTHHUO (n=304), TexXka XeMoparus Ha IIeHTpalHaTa
HepsHa cuctema (LIHC) ce cpemra mpu 1% ot natmentute. Enun ot cirydaunTe e jerasieH, KaTo e
CBBP3aH ¢ TpoMOoIHTOIIEH!Us cTeneH 4 1o ,,00mm kputepun 3a Tokengnoct” (Common Toxicity
Criteria (CTC)). KppBoH3IHB OT CTOMAIIHO-YPEBHUS TPAKT cTeNeH 3 iy 4 e HaOmronaBaH mpu 6% ot



nanenTuTe ¢ XMJI B Hanperana dha3a 1 OOMKHOBEHO M3MCKBA NMPEKHCBAHE HA JICUCHUETO
Tparcdysus. Jpyru KppBOM3NHUBH cTeTieH 3 uiH 4 ca HabmogaBaHu npu 2% ot nanuentute ¢ XMJI B
HanpeaHana ¢a3sa. [loBedeTo OT HeXKeTaHUTE PEakIui, CBbP3aHH C KbPBEHE, IIPU TE3U MAIUCHTH Ca
TUTTUYHO CBBP3aHU C TPOMOOITUTOIIEHUS cTereH 3 win 4 (Bk. Touka 4.8). OCBeH ToBa, pe3yATaTUTE OT
OIlCHKAaTa Ha TPOMOOIIUTHUTE in Vitro W in vivo TIOKa3BaT, 4e JCUCHUETO C Ta3aTHHUO 00paTUMO 3acsra
aKTHBaIMATa Ha TPOMOOIUTHTE.

Heo0xonnmo e moBHIIIEHO BHUMaHKUE, B CITy4ai 4e MAUeHTUTE ce HYKJasT OT JIEKAPCTBEHH
NPOJIYKTH, HHXHOUPAIIX TPOMOOIMTHATA (DYHKITUS WM AHTUKOATyJIaHTH.

3advporcane na meunocmu

HazatunnO ce cBbp3Ba ChC 3aIbpKaHe Ha TEYHOCTH. B knmHnmyHO npoyuBane daza Il npu manuentu
¢ HoBoaMarHoctuipana XMJI B xpoHuuHa ¢asa, ce choOIaBa 3a 3aIbpiKaHe Ha TCYHOCTH CTEIICH 3
win 4 ipu 13 naunentu (5%) B rpynara Ha jgeyeHue ¢ Aa3atuHuO u npu 2 nauuenty (1%) B rpynara
Ha JIeYeHUEe C UIMaTUHUO ciieq MuHIMYM 60 Mecera npociensBane (BkK. Touka 4.8). OT BCUUKH
nanenTy ¢ XMJI B xpoHndHa ¢aza, JeKyBaHU C Ta3aTHHHUO, TEKKO 3aabpyKaHe Ha TCUHOCTH
HacTbnBa mpu 32 nanuenTty (6% ), moydaBaIy MpernopbYATeTHATa 1032 Aa3aTHHHO (n=548). B
KJIMHAYHU TpoyuBaHus npu nauueHTu ¢ XMJI unu ¢ Ph+ OJIJI B nHanpennana da3za, momydasamniu
npenopbUYrTeNHaTa 1032 nazaTuHuo (n=304), ce cho0IIaBa 3a 3a/bpikaHe Ha TEYHOCTH CTETICH 3 I
4 ipu 8% OT MaMEHTUTE, BKIIOUNTETHO TIEBPAJICH U TIEpUKap/IeH U3IUB CTeTeH 3 win 4, CboOIaBaH
cboTBeTHO Npu 7% 1 1% ot nauuenture. [Ipu Te3u naunentu, GenoapodeH oTok crerneH 3 uin 4 u
OenoapoOHa XUIIEPTOHMUS ca ChOOIIEHU MOOTAETHO pu 1% OT mauueHTure.

[TauuenTty, pa3BUBaIlld CUMIITOMHU, MTOACKA3BAIIM IJIEBPAJICH U3JIUB, KATO AUCITHES WU CyXa
KallIuIa, TpsAOBa 1a ObJaT U3CiIeIBaHu C IIOMOIITA Ha peHTreHorpadus Ha TpbaHus Koul. [lneBpanex
U3IIMB CTeleH 3 win 4 MOXKe J1a U3MCKBA TOPAKOIICHTE3a WK KUCIOpOaHa Tepanus. Hexxenanure
pC€aKknun CbC 3bAbPIKAHEC HAa TCHHOCTHU 06I/IKHOBeHO CC MOBJIMABAT C IOMOIITA Ha MOAABPXKAIIU MEPKHU,
KOWTO BKJIOYBAT JMYPETUIIM H KPATKOTPACH KyPC Ha JIeYeHHE ChC CTepOorIH (BK. ToukH 4.2 u 4.8).
[TanuenTrTe Ha BB3pacT 65 TOJUHY U TIOBEUE ca MO-CKJIOHHU KbM CHOUTHS, CBBP3aHU C IJIEBPaJIeH
W3JIMB, JUCIHEA, KallUTUIa, IICPUKapACH U3JIMB U 3acTOMHA ChbpA€YHA HEAOCTATBYHOCT B CPABHCHHUE C
Mo-MJIaIUTE TAIMEHTH U TPSAOBa J1a ce HaOIII01aBaT BHUMATETHO. M cily4an Ha XMIIOTOpakc ca
JOKJIAJIBAHU TIPH MMAMEHTH C TUIEBpaJIeH U3HB (BXK. Touka 4.8).

benodpodna apmepuanna xunepmonus (bAX)

BAX (mpexammisipaa 6emonpoOHa apTepraiHa XUIEePTOHUS, TOTBBP/ICHA C ISICHA ChpAcUHa
KaTeTepU3aIns) ¢ JOKJIaJIBaHa BB BPh3Ka C JIeUeHHUE ¢ Ja3aTuHUO (Bk. Touka 4.8). B Te3u ciayyan,
BAX e nokiajana ciiej 3arouBaHe Ha Tepams ¢ Na3aTHHUO, BKIFOUUTETHO H CJIE/ IOBEYE OT elHa
T'OJIMHA JICUYCHHE.

[ManuenTure TpsaOBa 1a ObJAT OIICHEHU 3a IPU3HAIM U CUMIITOMH, CBBP3aHU C OCHOBHO
KapINOTYJIMOHAITHO 3a00JIsIBaHe, TIPEIN J1a 3all0YHAT Tepanus ¢ nazatuauo. [Ipu 3anouBane Ha
Teparnus Ha BCEKH MalMEHT ChC CHMIITOMH Ha ChPJCYHO 3a00JsBaHe TpsAOBa na Ob/ie HalpaBeHa
exokapauorpadus u Ja ce OOMUCIIY TaKaBa MPH MAIUEHTH ¢ PUCKOBU (DaKTOPH 3a CHPACYHO WIIH
MyJIMOHAJIHO 3a00sBaHe. [larueHTHTe, KOUTO Pa3BUAT IUCITHES M yMOpa CJIe]] 3all0YBaHe Ha TepaItus
¢ Ja3aTUHUO, TPsOBa Aa OBAAT OICHEHH 3a 00Ia €THOJIOTHS BKIIFOUUTEITHO IJIEBPAJICH U3JIUB,
OemonpoOeH 0TOK, aHeMusl, UHPMITpanus Ha Oenurte 1podoBe. B chOTBETCTBHE C IPEMOPHKUTE 3a
JICYCHHE HAa HEXEMAaTOJIOTUYHU HEXKEIaH!U peakiuu (BK. Touka 4.2) 103aTa Ha Ja3aTUHUO TpsOBa a
0bJ/Ic HaMaJIeHa WIIA TEpanusITa Jla Ce MPEeKbCHE 110 BPeMe Ha TOBa OIICHsSBaHE. AKO HE ce HaMepH
00sICHEHHE WITH aKO HsMa MMOoI00peHNe TP HaMalIsIBaHe Ha J103aTa WIH ITPH HEHHOTO MPEKbhCBAHE,
TpsiOBa fa ce oOMuciu auarHozara bAX. J[MarHOCTHYHUAT ITOAX0 TPSIOBA J1a Clie[iBa CTaHAApTA 3a
neuenue. [Ipu noTebpxknaBane Ha BAX, npueMbT Ha 1a3aTUHUO TPSOBA 1a ObJIe OKOHYATETHO
npeyctanoBeH. [IpocnensBanero TpsiOBa 1a ce OCHIIECTBH B ChOTBETCTBUE ChC CTAHIAPTA 3 JICUCHHE.
HabmronaBanu ca monoOpeHns B XeMOAMHAMUYHATE U KIIMHUYHATE TTapaMeTpy Ipyu manueHTH ¢ bBAX,
JIEKyBaHU C Ja3aTUHUO, CIIe/ CIMpaHe Ha TepaIusaiTa.

Yovmorcasane na OT unmepsaia
In vitro nanHUTE TIOKA3BaT, Ye Ta3aTUHUO UMa MOTCHIIMAN J]a YAbKaBa PEroIapu3aIisaTa Ha
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chpaeunata kamepa (QT unaTepBain) (Bxk.Touka 5.3). [Ipu 258 nekyBaHu ¢ ga3aTuHUO HaleHTy U 258
JIEKyBaHH C UMATUHUO MalMeHTH ¢ MUHUMYM 6(0-MeceqHO MmpocieasBane Mo BpeMe Ha U3IMUTBaHe
¢aza Il npu manuentu ¢ HoBoauarnoctupana XMJI B xponnuHa aza, 1 mamuent (< 1%) oT Bcsika
rpyna e mokasan yabnkaBaHe Ha QT uHTepBaia, KOETO € JOKJIAJBAHO KaTO HEXKEIaHa PeaKIHsl.
Menunanarta Ha npomsiHata B QTcF cipsimo n3xomaHoTO HEBO € Omita 3,0 msec Ipu JEKyBaHUTE C
Jla3aTHHUO TAITMEHTH B CpaBHEHHE ¢ 8,2 msec IPH MMalUeHTHTE, JICKYBaHH ¢ UMAaTUHUO. EnnH
narueHT (< 1%) ot Besika rpymna e mokazan QTcF > 500 msec. IIpu 865 nanuenTu ¢ neBkeMus,
JIEKyBaHM C Ja3aTHHUO 10 BpeMe Ha KIMHUYHU n3nuTBanus (asa II, cpeqauTe mpoMeHu cripsmo
u3xoauuTe croinoctr Ha QT wMHTEpBaa, onpeneacHU ¢ moMoiiTa Ha MeToja Ha Fridericia (QTcF), ca
owmm 4 — 6 msec; TopHaTta rpanuia Ha 95% IoBepUTEIIeH HHTEPBAII 32 BCHYKU CPETHU IPOMEHH
CIPSIMO M3XOJHHUTE CTOHHOCTH € Omiia < 7 msec (Bxk. Touka 4.8).

Ot 2 182 manueHTy ¢ pe3UCTEHTHOCT WIIA HEIMTOHOCUMOCT KbM MPEIUIITHO JIEUCHUE ¢ UMAaTHHUO,
NOJTy4aBalM Aa3aTUHHUO 110 BpeMe Ha KITMHUYHM m3nuTBaHus, 15 (1%) ca umanu yabmkasane Ha QTc,
CHOOIIEHO KaTo HeXenaHa peaknud. J[Bamecet u enuH ot Te3u manueHTH (1%) ca mmanu QTcF >

500 msec.

Jazatuau0 TpsOBa 1a ce mpuiiara ¢ BHUMaHHe MpH MarreHTuTe ¢ yabmkeH QTc wim Takusa, mpu
KOUTO € Bb3MOYKHA MosiBaTa Ha yabiikaBane Ha QTc. ToBa BK/IIOYBA MAIUEHTH C XUTIOKAIUEMUS WITH
XUTIOMAarHe3ueMHs, allMeHTH ChC CHHPOMa Ha BpoJieH yabibkeH QT nHTepBasl, nalieHTHy,
npUeMaIy aHTHAPUTMHYHH JICKAPCTBEHHU MPOJYKTHU HIH APYTH JIEKApCTBA, KOUTO BOJST 110
ynbkaBane Ha QT uHTEpBasa, KaKTO U JIeUeHHE C KyMYJIATHBHA BUCOKA /1032 aHTPAIMKIIHH.
XHUIoKaJIUEeMHATa WM XUTIOMarHe3ueMHsITa TpiOBa J1a ObJIaT KOPUTHPAHU TIPS MPHIIOKESHUETO Ha
na3aTUHUO.

Cvpoeunu nedcenanu peaxyuu

JazatnanO e 6w MPOydeH B €JHO PaHAOMHU3MUPAHO KIMHUYHO U3MUTBAaHE MPpH 519 manmentn ¢
HoBoamarHocturupana XMJI B xpoHnuHa (aza, BKIIIOYBAIIO NANUEHTH C MPEIUITHO ChPISYHO
3aboinsBane. MimMa choOIIeHUs 32 ChPACYHHN HEeXEIIaH! PEaKIIUU — 3aCTOWHA Chp/IcYHa
HEJOCTAaTHYHOCT/ChpACUHA TUCHYHKIIHS, ICPUKAPICH U3JIUB, APUTMUU, MATIUTALUH, YIBIKaBaHe Ha
QT wunTepBana u MHPAPKT HA MUOKapAa (BKIIOYUTEIHO C JIETAJICH U3XO0/), TPH NAIUEHTH, JICKYBaHU C
nazatuHuO. Hexxenanute chpaeyHu ChOUTHUS ca OWIIM TI0-9ECTH MPH MAMEHTH ¢ PUCKOBU (haKTOpH
WM C aHAMHE3a 33 ChpJIedHO 3abosBane. [lanmenTuTe ¢ puckoBU (hakTopy (HAIIpUMEp XUTICPTOHHUS,
XUICPIMITUASMHUS, T1a0eT) WK C aHAMHE3a 3a Chp/ICUYHO 3a00JIsIBaHe (HaNpUMep MpeuIiHa
NepKyTaHHa KOPOHAPHA HHTEPBEHIIHS, JoKa3aHa HCXeMUYHA 0O0JIECT Ha ChPIETO) TPsIOBa BHUMATEIIHO
na ObaaT HaOMIOJaBaHM 32 KIMHUYHU MPU3HAIM WM CUMITTOMH, TIOKa3aTeTHH 32 ChpJIeYHa
TUchYHKIMS, HapuMep IphaHa 00JIKa, 3a1yX U nuadopesa.

AKO Te3u KIMHUYHY MPU3HALK WIH CUMITOMH CE Pa3BUSAT, KEJIATENHO € JEKapUTE 1a IPEyCTaHOBSIT
NPUIOKEHUETO Ha 1a3aTHHUO U 1a 0OMUCIIAT He00X0AUMOCTTa 0T antepHaTuBHO CML-crienuduyna
tepanus. Cie/ OTIyMsIBaHE HA CHMIITOMHTE € HEOOXOIMMO JIa Ce HallpaBu (PYHKIIMOHAIHA OIICHKA
npeau Aa ce Bb300HOBH JIGUEHHETO ¢ Aa3aTHHUO. JledeHueTo ¢ ga3atuHub Moxe 1a Obae
BBH300HOBEHO B TbPBOHAYAIHATA /1032 [IPH JIEKW/YMEPEHU HEXeNaHU PeaKuH (< CTereH 2) U C
HaMaJIeHa /1032 TpY TeKKU HeXKeTIaHH peakiuu (> crerneH 3) (B Touka 4.2). [TannenTture, KOUTO
IPOJBIDKABAT JIEUYSHUETO, TPIOBa NEPHOANYHO J1a ObJaT HAOII0JaBaHM.

[TanueHTHTE C HEKOHTPOJIMPAHO WK 3HAYMMO ChPJIECYHO-ChI0BO 3a00IsIBAHE HE ¢a OWIIM BKIIIOYBAHH
B KJIMHUYHUTE U3IMUTBAHUS.

Tpombomuuna muxpoaneuonamus (TMA)

BCR-ABL THpo3uHKHHAa3HUTE HHXHUOUTOPH Cc€ CBBP3BAT ¢ TpOMOOTHYHA MUKpoaHruonatus (TMA),
BKJTFOUHTEITHO CHOOIICHUS HA OTACITHU CIIy9Ian MPH Ja3aTHHUO (BXK. Touka 4.8). AKO IMpH MAITUECHT,
MOJTy4YaBall Ja3aTHHHUO, CE TOSBIT Ja00paTOPHU WU KIMHUYHA HAXOAKH, CBhp3aHu ¢ TMA,
JICUCHUETO C Ja3aTHMHUO TpsOBa Aa ce MpeKpaTy U Ja ce U3BBPILIH 3a1bJI00UeHa oneHKa 32 TMA,
BKJTFOUHTEITHO OompeaesisiHe Ha aktuBHOCTTa HA ADAMTS13 u Hanmuuuero Ha anTH-ADAMTS13
antutena. Axo antu-ADAMTS13 antuTenara ca NOBHILEHH, ChUETaHO C HUCKA aKTUBHOCT Ha
ADAMTSI13, neyenueTo ¢ ga3aTuHUO HE TPsOBaA 1a ce Bb30OHOBSBA.
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Peaxmusayus na xenamum B

HabmronaBana e peakTuBaLys Ha XenaTuT B rpu nanueHTH, KOUTO ca XpOHUYHU HOCUTEN Ha TO3U
BUpyc, ciex npueM Ha BCR-ABL Tupo3unknHa3Hu HHXUOUTOPH. B HIKOM ciydan HacThIIBa OCTpa
YepHOAPOOHa HEAOCTATHYHOCT MM (PYIIMUHAHTEH XETaTHT, BOAECLI IO YePHOAPOOHA TPaHCIUIaHTALIUS
WIH JIETAIICH U3XOM.

[Ipenu na 3amovHaT JIeYSHHE C 1a3aTUHUO, NAllMEHTUTE TPsOBa na ObaatT uscieasanu 3a HBV
undeknus. [Ipenu na 3amoyHar nedeHue, NallMEHTUTE ¢ TIO3UTHBHA CEPOJIOTHSA 3a XenaTtuT B
(BKJIFOUUTEIHO TE3W C aKTUBHO 3200JIs1BaHEe) U MAIMEHTH, KOUTO ca NMojoxkuTeHu 32 HBV unbexms
10 BpEMe Ha JIeueHHe, Tps10Ba ObAaT KOHCYITHPAHH ChC CTICMANNCTH B JICYEHUETO Ha XenmaTuT B.
Hocurenure nHa HBV, kouto uMaT Hy>kaa ot JieueHue ¢ 1a3aTHHUO, TpsiOBa Aa ObAaT BHUMATEIHO
npociesBaHy 3a NPU3HAIM U CUMITOMH Ha akTuBHa HBV uH(ekuus no BpeMe Ha JI€YEHUETO U
HSKOJIKO MECella Clie Kpas Ha jeueHneTo (BK. Touka 4.8).

Edbexmu evpxy pacmesica u pazgumuemo npu neouampuyny nayuenmu

B nepuaTtpuunu npoy4BaHus ¢ Ja3aTuHUO, py neauarpuuHu nanueHT ¢ Ph+ CML-CP ¢
HEIIOHOCHMOCT/PE3UCTEHTHOCT KbM UMATHHHO U neauatpuunu nanueHtd ¢ Ph+ CML-CP 6e3
MIPEIXO0aHa TEpaIus, ciieJ MUHUMYM 2 TOIUHH TEPaIus, ce ChOO0IIaBa 3a CBbP3aHU C TepaNusTa
HE)KEJIaHU ChOUTHS, CBBP3aHU C pacTeka Ha KOCTUTE U pa3BUTHETO npu 6 (4,6%) nauueHTH , npu
€IIMH OT KOWTO OT BUCOKa CTeTeH (3a0aBeH pacTex crerneH 3). Te3u 6 cirydast BKIIOYBAT CIIydan Ha
3abaBeHa Gy3us Ha enudH3NTE, OCTEONEHNsI, 3a0aBEH pacTeX W THHEKoMacTus (BxK. Todka 5.1).
TpynHO € fa ce MHTepIpeTHpaT Te3U PEe3yITaTH B KOHTEKCTa Ha XPOHUYHO 3a0oisiBane kato CML u e
HEOOXOIUMO IBITOCPOYHO MPOCIIEsIBaHE.

B nenuarpuvHy npoy4yBaHus ¢ Ja3aTHHUO B KOMOMHAIINS C XUMUOTEPAITHS MTPH
HOBOJIMArHOCTUIIMPAHU NenuaTpudan narpertu ¢ Ph+ OJUI cieq MakcuMywm 2 TOAWHY JIeUeHHE, ca
JIOKJIaJIBAaHU CBBP3aHH C JICUCHUETO HEXKEIIaHW CHOUTHS 110 OTHOIICHUE Ha PacTea M Pa3BUTHETO MPH
1 (0,6%) martuenTt. To3u coydait Ha OCTEONICHUS € CTETeH 1.

B ximHMYHE ipoyuyBaHUs ce HaOo1aBa 3a0aBsiHE HAa pacTeXa MpH NeIuaTPUIHH MaIHeHTH,
JIEKyBaHH ¢ 1a3aTUHKO (BK. Touka 4.8). Ciiex MakCHMyM 2 TOIMHH JIEUeHHE ¢e HAOII01aBa TEHACHITUS
3a HaMaJsIBaHe Ha OYaKBaHUS PBCT B ChINlaTa CTETIEH, KAKTO MPU U3ITOJI3BAHETO CaMO Ha
XUMHOTeparus, 6e3 ToBa Ja MoBiusie Ha o4akBaHOTO Teryio u U'TM u 6e3 Bph3ka ¢ XOpMOHAITHU
OTKJIOHCHHMS WJIM JPYyTH jjabopaTopHu napamerpu. [IpernopbuBa ce npociieasiBaHe Ha pacTexa U
Pa3BUTHETO HA KOCTUTE TIPU MeTUATPUIHN TAI[UEHTH.

ITomontHM BemecTBa

Jlakmo3sa

To3u nexkapcTBeH MPOAYKT ChABPXKA JIAKTO3a MOHOXHpaT. [[anMeHTuTe ¢ penku BpoASHH! MpodIeMu
HA TrajJaKTO3Ha HETIOHOCUMOCT, ITBJICH JIAKTA3€H JAC(UIINT WU TITF0K030-TallAKTO3Ha ManabcopOoIws,
He TpsIOBa J1a IpUeMaT TO3H JICKAPCTBEH MPOAYKT.

Hampuu
To3u nekapcTBEH NPOAYKT ChIIbpxkKa Mo-Maiko oT 1 mmol HaTpuit (23 mg) Ha ¢punMupaHa TaOIeTKa,
T.¢. IPAKTHYECKH HE ChAbPIKa HATPUH.

45 BzaumoaeicTBHE ¢ APYTH JeKAPCTBEHHN NMPOAYKTH U APYrd (opMu HA B3auMo/ielicTBHE

AKTUBHHM BElIeCTBa, KOUTO MOYKE J1a MOBUIIAT IJIA3MEHHUTE KOHIICHTPALIUK Ha 1a3aTHHUO

In vitro poydBaHMITA MTOKa3BaT, 4e na3atuHuo ¢ cyocTpar Ha CYP3A4. CripTcTBamara ynorpeda
Ha Ja3aTUHUO U JIEKApCTBEHU MPOJYKTHU WM BEIIECTBA, KOUTO ca MOTEHIMATHI HHXUOUTOpHU Ha
CYP3A4 (mamp. KeTOKOHa30J1, UTPAKOHA30J1, PUTPOMULIUH, KIAPUTPOMHULIMH, PUTOHABUD,
TEJIMTPOMHULIUH, COK OT TPeUnpyT) MOXKE Aa MOBUILAT EKCIIO3ULMATA Ha qa3aTuHuO. ETo 3amo, npu
HAalMEeHTHTE, IPUEMAIH Ja3aTHHUO, HE ce MPEernopbhuBa CUCTEMHOTO MPHIIOKEHUE Ha MOIIHH
uaxuouropu Ha CYP3A4 (Bx Touka 4.2).

[Ipu KIMHUYHO 3HAYMMHU KOHIICHTPALIUU, CBBP3BAHETO Ha J1a3aTUHHUO C IUIa3MEHUTE MPOTEHUHU €
npubu3uTenHo 96% Ha 6a3ata Ha in vitro onutd. He ca npoBexxaaHu W3MUTBAHUSI, OILICHSIBAIIU
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B3aMMO/ICWCTBHETO HA 1a3aTHHUO C APYTH MPOTENH-CBBP3aHH JIEKaPCTBEHU NPOAYKTH. [loTeHnnampT
3a U3MECTBaHe M HEroBaTa KIIMHUYHA 3HAYUMOCT Ca HEM3BECTHH.

AKTUBHHM BelIeCTBA, KOUTO MOTaT Ja NOHIKAT IUIa3MEHUTE KOHLIEHTPALWU Ha 1a3aTHHUO

Koraro nazatnau6 e npuiarad cien 8 qaeBHa ynorpeba Ha 600 mg pudamMnumnmH Bevep, KOUTo ¢
motieH CYP3A4 uanykrop, AUC Ha nazatnau6 e 6una namaiena ¢ 82%. [pyru nekapcTBeHu
MPOAYKTH, KOMTO MHAyLIHpaT aktuBHOCTTa Ha CYP3A4 (Hanp. nekcamera3oH, (PEHUTOUH,
KapOaMa3zenuH, pupaMnuimH, peHodapOuTan wix OWIKOBH NpernapaTH, Chabpkamu Hypericum
perforatum, N3BECTEH CHIIO KAaTO KBJIT KAHTAPHOH) MOXKE CHINO Ja MOBHIIAT U 1A TIOHMKAT
IUIa3MEeHUTEe KOHLIEHTPAaLuK Ha a3aTuHuO. ETo 3a1110 He ce mpenopbyBa ChIIbTCTBAIATa YIIOTpeOa Ha
moutan CYP3 A4 unnykropu u gazatuauO. [lpu nauueHTuTe, Ipy KOUTO € MMoKa3aHa ynorpedara Ha
pudamnunus win apyru CYP3A4 unnykropu, € HEOOXOAMMO MPHUIIOKEHUETO HA alTePHATUBHU
JIEKapCTBEHU MPOAYKTH C MO-HUCHK MHTYKIIMOHEH MOTEHIIMAJ 10 OTHOIIIEHNE Ha TE3W CH3WMHU.
CeirpTCTBaIaTa YIOTpeOa Ha AekcameTa3oH, cinad naaykrop Ha CYP3A4, ¢ na3atnHu® e Bh3MOXKHA;
AUC na na3atuHHO ce o4akBa Ja Hamajiee MpUOIU3UTEIHO ¢ 25% npH chIIbTCTBAIATa ynoTpeda Ha
JIeKCaMeTa30H, KOETO He Ce 0YaKBa JIa IMa KIIMHUYHO 3HAYUM e(EeKT.

Xucmamun-2 anmazoHucmu U UHXUOUMOPU HA NPOMOHHAMA NHOMNA

JABArocpoyHOTO MOTUCKAHE HAa CTOMAIIIHATA KUCEIMHHA CEKpelus ¢ momoriTa Ha H2 antaronuctu
WJIM MTHXUOUTOPY HA IPOTOHHATA MoMIIa (Harp. (aMOTHINH U OMENPa30Jl) BEPOSTHO MOHUKABA
eKCIIO3UIMATA Ha 1a3aTHHNO. B mpoyuBaHe ¢ eJHOKpATHO MpUIiIaraHe Mpy 3ApaBy WHIUBUIH,
npuiiokeHueTo Ha hamotuauH 10 yaca mpeny eIMHUYHATA 1032 1a3aTHHUO MTOHIKABA CKCIIO3HIIAATA
Ha pa3atuHu6 ¢ 61%. B npoyuBane npu 14 3apaBu y4acTHULM, IPUIIOKEHHETO HA MHUYHA 1032
100 mg nazatunu6 22 vaca cien 4-IHEBHO MPHIOKEHHE Ha 1032 40 mg oMenpasoJl MPH CTAllHOHAPHO
cwrerosiaue HamansiBa AUC Ha mpazatunau6 ¢ 43% u Cmax ¢ 42%. Tpsa6sa na ce oomuciu
3aMecTBaHeTO Ha H2 aHTaroHUCTHTE WM MHXUOUTOPHUTE HA MMPOTOHHATA TIOMIIA C AHTHAIIUIU TTPU
MAIMCHTUTE, Ha JICYCHHE C 1a3aTUHUO (BXK. Touka 4.4).

Anmuayuou
HeknmuHuYHUTE NaHHM MOKA3BaT, Y€ Pa3TBOPUMOCTTA Ha na3atuHub e pH-3aBucuma. [pu 3npasu

WHJIMBH]TU, CHITHTCTBAIATA YIIOTPeOa Ha aHTHALIUAY, ChIbPKAIIH ATYMHUHHEB XUIPOKCH]/MarHe3eB
XUAPOKCH]I, ¢ na3aTuHNO moHmkaBa AUC Ha equHIYHATA 1032 Ha3aTHHUO ¢ 55%, a Cmax ¢ 58%.
Brnpeku ToBa, KoraTo aHTHAIIUAKWTE ca MPUEMaH! 2 Yaca Mpeiu ¢IMHUYHA 1032 1a3aTHHUO, HE ca
HAOJI0JaBaHU 3HAYUMH IMPOMEHHU B KOHIICHTPAIMATA WU €KCIIO3HIIMATA Ha Aa3aTuHuO. ETo 3aro,
aHTUAITUIUTE TPSIOBa Ja ce MpueMaT 10 2 Jaca IpeIu WK 2 Jaca ciel prueMa Ha Ja3aTHHuO (BK.
Touka 4.4).

AKTHBHU BEIIECTBA, YHHTO IIA3MEHH KOHIICHTPAIIMH MOTAT J1a ObJaT MOBJIUSHU OT J1a3aTHHUO
CempreTBamara yrnorpeba Ha ma3zatuaud u cydcrpat Ha CYP3A4 Moxe 1a TOBHUIIH €KCITO3UITHATA Ha
CYP3A4 cyberpaTa. B xmuHIYHO IpOydYBaHEe MPHU 3paBy HHAWBUIN, eAUHUTHATA q03a 100 mg
nazatuau6 Boau 1o nosuireHne Ha AUC u Crax Ha cuMmBacTaTuH, n3BecteH CYP3A4 cyGerpar,
cpoTBeTHO ¢ 20 1 37%. He Moxe Aa ce n3KIIouH, e epeKThT € MO-MPOABIDKUTENICH ClIe IPUEeMaHETO
Ha MHOTOKpaTHH 1031 na3atnau6. Eto 3amo, CYP3A4 cybcTpaTi 3a KOUTO € U3BECTHO, U€ UMAT
TECEH TeparneBTUUeH HHACKC (HaIp. acTeMHU30I, TepPEHAANH, HIU3aANPUI, TUMO3UI, XUHUIHIH,
OenpuIuII WIN eproajkaJouan [eproTaMut, AMXUAPOSPrOTaMHUH]), TpsIOBa Ja ce mpujaraT ¢
MOBHIIIEHO BHUMAHME MIPH TAMEHTH, IPHEMAIIN 1a3aTHHHO (BK. Touka 4.4).

In vitro TaHHY TTOKa3BaT MOTCHIIMAJIEH PHUCK 3a B3anmMoJIeicTBIEe Che cyocTpatn Ha CYP2CS, kato
HanpuMep TIINTa30H.

llenmarpudHa HoMyaIms
[IpoyuBanus 3a B3anMOIEHCTBUATA Ca TIPOBEXKIAHN CaMO TP Bb3PACTHH.

4.6 @epTUiINTET, 0)PEMEHHOCT H KbpMeHe

JKenu ¢ nerepoieH NOTEHIMAN/KOHTPALEINS [IPU MEBXKE U JKEHU
CekcyallHO aKTHBHHATE MBKE M KEHUTE C IETEPOJICH TOTCHIINAT TPSOBa Ja U3ITOI3BaT ¢()EeKTHUBHU
METOJM Ha KOHTpAIEHIIUs 10 BpEME Ha JICUCHUETO.
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BpemenHocT
Ha 6a3ara Ha onmta pu Xopa ce MpeArnoara, ¢ 1a3aTHHUO IPUIUHSABA BPOACHN MaiopMaIiy,

BKITFOUUTEITHO JC(PEKTH Ha HEBpaTHaTa Tph0a, KaKTO U 4e nMa (hapMaKOJIOTHYHU ePEKTH, KOUTO
OKa3BaT BPEIIHO BIUSHUE BHPXY II0Ja, IIPH MIPIIIOKEHHE IT0 BpeMe Ha OpEMEHHOCT.
ITpoyuBaHuATA PH KUBOTHH TIOKA3BAT PEIPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3).

Jazatnaunb He TpsOBa Ja ce U3IM0JI3Ba 110 BpeMe Ha OPEeMEHHOCT, OCBEH aKO KIIMHHYHOTO ChCTOSHHE
HA J)KCHATa Hajara JICdeHHe C 1a3aTuHuO. B cirydaii ye ma3aTuHUO ce mpuiara o BpeMe Ha
OpeMeHHOCT, MalueHTKaTa Tpsi0Ba Aa 0b1e HHPOPMHUpaHa OTHOCHO MOTEHIIHAIHUSA PUCK 3 IJI0A.

Kspmene
ChlnecTByBa HEIOCTATHYHA/OTpaHHYeHA HH(POPMAITUS OTHOCHO SKCKpEIUATa Ha 1a3aTUHUO B

KbpMaTa WX B MIISIKOTO Ha KUBOTHHUTE. DUIUKO-XUMHUYHHUTE I HATHIHUTE
(hapMaKoIMHAMIYHN/TOKCHKOJIOTHYHY TAaHHU 33 Ja3aTHHHUO MMOKa3BaT KCKPEIHs B KbpPMaTa, opaIu
KOETO PUCKBT 32 KbPMayeTO HE MOKE /1a Ob/Ie U3KITIOYCH.

KbpmeneTo TpsOBa 1a Oblie MpeyCTaHOBEHO 1Mo BpeMe Ha sieueHuneTo ¢ Jlazarnaud Accord Healthcare.

DepTunurer
[Ipu npoy4uBaHus BbPXY KUBOTHH, (PEPTHIMTETHT HA MBKKH M KCHCKH ILTHXOBE HE € 3aCerHaT OT

TepanusTa ¢ Ja3aTuHUO (BXK. Touka 5.3). Jlekapure u ApyruTe MEJULUHCKH CIICIMATUCTH TPAOBa 1a
KOHCYJITHpAT NALMEHTHTE OT MB)KKH IT0JI HA TTOIXO/AIIA Bh3PAcCT, 32 Bb3MOKHHUTE €(eKTH Ha
J1a3aTHHUO BBPXY (EPTUINTETA U Ta3U KOHCYJITAIMA MOXKE J1a BKIFOUBA OOMHCIISIHE Ha ChbXpaHsSBaHE
Ha criepma.

4.7 EdexTn BbpXy cnoco0HocTTa 32 modupane u padora ¢ MALINHH

Hazarnan6 Accord Healthcare mma He3HaUMTEHO BIMSHHE BBPXY CIIOCOOHOCTTA 34 MIO(GHUpaHe U
pabora ¢ Mamunu. [lanuenture TpsOBa aa ObIAT IPEIYNPEACHH, Y€ [0 BpEME Ha JICYUCHUETO C
Ja3aTHHUO, TIPH TSIX MOXKE J1a CE TOSIBAT HEKEJIAHH PEaKIIiH, KaToO 3aMastHOCT MIIH 3aMbIIIEHO
BIKaaHe. ETo 3a110 € Heo0X0IMMO MpenopbhUBaHe Ha MOBHUIIIEHO BHUMAHHUE M0 BpeMe Ha modupane
WM paboTa ¢ ManTuHM.

4.8 Hexenanu JieKApCTBEeHH peaKIuH

Pesrome Ha npoduia 3a 6e300acHOCT

JlaHHuTE, ONUCaHU N0-10J1y, C€ OTHACAT JO eKCIIO3UIMATA Ha 1a3aTUHUO KaTO MOHOTEPAIIUs BbB
BCUYKH JI03H, U3MUTBAHU B KIMHUYHH npoyuBanust (N=2 900), BkmtouBamiu 324 Bb3pacTHU ALUEHTH
¢ HoBoauarHoctuiupana XMJI B xponnuna ¢asza, 2 388 Bp3pactan nauuentu ¢ XMJI nnu Ph+ OJIJI
C PE3UCTEHTHOCT WM HEMOHOCHMOCT KbM UMAaTHHUO U 188 meauaTpiuyHy MareHT .

Menaunanara Ha MPOABIHKUTEIHOCT Ha TepanusaTa npu 2 712 Bp3pacTHu nauueHTH ¢ XMJI B XxpoHn4yHa
(haza XMJI B nanpeanana dasza wiu Ph+ OJLJT e 19,2 mecena (quanaszon 0-93,2 mecena). Meauanara
Ha MPOIBJDKUTETHOCT Ha TEPANUATa B PaHAOMHU3HNPAHO MPOYYBAHE MIPH MAI[UEHTH C
HoBOMarHoctuiupana XMJI B xponnuna ¢aza e npubnusutenno 60 mecena. MeananaTa Ha
NPOIBIDKUTEIHOCT Ha TepanusiTa npu 1 618 Bbp3pacTan manuentu ¢ XMJI e 29 mecena (auanazon 0-
92,9 mecera). MeamanaTa Ha MPOIBIDKUTETHOCT Ha TepanusTa npu 1 094 Bs3pacTHH MAIIMEHTH C
XMUJI B HanipeHana ¢a3za unu Ph+ OJIJI e 6,2 mecerna (auamazon 0- 93,2 mecena). Cpen 188-Te
MAIUEHTH B TIeAMATPUYHU MMPOYIBAHNUS, MEIMaHATA HA TIPOIBIDKUTEIIHOCT HAa TEPAITHATA €

26,3 mecena (quamaszon 0-99,6 mecena). B moarpynara ot 130 manuentu ¢ XMJI B XxpoHudna (asa,
JIEKyBaHHU C Aa3aTHHUO MequaHaTa Ha MPOABIDKUTETHOCT Ha TepanusiTa e 42,3 mecena (auamnazoH 0,1-
99,6 mecera).

MHO3UHCTBOTO OT MAIUCHTUTE, JICKYBaHH C Ja3aTUHUO, Ca MOTYYHIN HeXKEJIaH! PEaKIUU B HIKAKbB
MoMeHT. B oOrmiara nomynarus ot 2 712 B3pacTHH NMAIMEHTH, JIEKyBaHU ¢ Aa3aTuHn0, 520 (19%) ca

MOJIYYUJIN HCXKCIIAHU PCAKIINU, JOBCIIN N0 IIPECKbCBAHC HA TCPAIIUATA.

O06006menusaT mpodr Ha Ge3omacHOCT Ha na3aTuHUO B neauatpuyHara Ph+ CML-CP momymanus e
mo00CH Ha TO3M MPH BH3PACTHHU, HE3aBUCHMO OT JIeKapcTBeHaTa (popMa, ¢ U3KITIOUCHHE Ha
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HECHOOIIEHN TIepUKap ICH U3IUB, TUIEBpaJiCH U3UB, 6e10Apo0eH OTOK WK OeoApoOHa XUTICPTOHUS
TIpH MeANaTPUYHATA MTOMYIAIHs.

Ot 130-te nexyBanu ¢ na3atuHu6 neauarpuanu namuenta ¢ CML-CP, 2 (1,5%) ca momyunnu
HEXKEJIaHW PEaKIiy, JOBEIH JI0 TPEKbhCBaHE HAa TEPAIHATA.

CouchK Ha HEOKETAHUTE PEaAKITNH B TAOJTUICH BUIT
CrneHATE HEXKETAHU PEaKIIMH, ¢ U3KIIIOUCHUE Ha OTKJIOHEHHUATA B JaAOOPAaTOPHUTE MTOKA3aTeNH, ca

CbOOIABAHU MPHU TAIIMEHTH JICKYBaHH C J1a3aTHHUO KaTO MOHOTEPAIHs B KIMHUYHH U3IHTBAHUS U OT
noctMapkeTuHrosus onut (Tabmuna 5). Te3n peakiy ca MpeICTaBeHNU 110 CHCTEMO-OpPTaHHH KJIacoBe
1 110 YecToTa. YeCTOTHUTE Ce OMpeneaT Kato: Muoro ectr (> 1/10); wectn (> 1/100 mo < 1/10);
Heuectd (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 xo < 1/1 000); ¢ Hem3BecTHA yecToTa (OT
HAJIMYHHUTE OCTMAPKETHHTOBH JIAaHHU HE MOJKE J]a O'bJic HallpaBeHa OLICHKA).

BBB BCsAKO TpymupaHe 1Mo 4ecTOTa HEXKETaHUTE PEeaKITuy ce H30posBaT B HU3XOISII PEIT 1O
OTHOLIEHUE Ha TSIXHATa CEPUO3HOCT.

Tabanna 5: O6001meHne HA HeKeJJaHNTe PeaKIMH B Ta0JIH4eH BU]

Nndexunu u undecranumn

Mmnoeo vecmu

uHbeknys (BKIYATEIHO OaKTepraaHa, BUPYCHa, MbOMYHA, HEONpPE/Ie/IeHa)

Yecmu

ITHEBMOHMS (BKIIIOUUTENIHO OaKTepHanHa, BUPYyCHA ¥ I'bONYHA),
MH(EKIHA/Bb3MaIeHIe Ha TOPHUTE AUXATEIHU TBTHILA, XEPIIeC BUPYC
MHQEKIHA (BKIIOYUTENTHO HUTOMeranosupycHa-CMV), eHTepokonnTHa
UHDEKIH, cericuc (BKIIOYNTETHO HEUSCTH CIIydaH C JIeTaJICH U3XO/)

C neuszeecmua
yecmoma

p€aKkTuBalvd Ha XCIIATUT B

Hapymennst Ha KpbBTA M TUM(pHATA CHCTEMa

Mmnoco uecmu

MUCIIOCYTIpECU (BKJ'IIO‘lI/ITCJ'IHO aHCMUs, HCYTPOIICHUA, Tp0M6OI_II/ITOHeHI/I}I)

Yecmu (hebpuHa HEYTPOTICHUS
Heuecmu muMpameHonaTws, TUMGOTICHUS
Peoku mpuIo0uTa (YMUCTA) aruia3wsi Ha ePUTPOITUTUTE

Hapymenust Ha uM

YHHaTa cucreMa

Heuecmu CBPBXUYBCTBUTEIHOCT (BKJIIOYUTEIHO €pUTEMA HOLO3YM)
Penxu aHaQUIaKTHYEH 10K

Hapyuienusi Ha eHIOKPHHHATA CHCTEMA

Heuecmu XUTIOTUPEOUIUZBM

Peoku XUTNEPTHPEOUINZHM, TUPEOUTUT

Hapymienns Ha MeTa00,1M3Ma H XPaHEHETO

Yecmu HapyIIeHUs Ha alleTUTa®, XUTIEPYPHKEMUST

Heuecmu TYMOP-JTU3UC CUHIIPOM, JICXHUIPATAIHS, XUTIOATOYMIHEMUS,
XUTEPXOICCTEPOTICMHUS

Peoku 3axapeH quaber

Ilcuxnynn HapyeHust

Yecmu

nernpecusi, 0e3ChHHE

Heuecmu

0e3M0KONCTBO, ChCTOSTHIE HA 00BPKAHOCT, a)eKTHBHA JTAOMIHOCT, HAMAJICHO
THOUI0

Hapyumienusi Ha HepBHaTa cucTemMa

Mmnoco uecmu

riraBodoime

Yecmu HeBponaTus (BKIFOYUTEITHO TieprudepHa HEBPOIIaTHs ), 3aMasHOCT, IUCTEY3us,
COMHOJIEHTHOCT
Heuecmu kpbBonsnuB B [IIHC*S, cuakomn, TpeMop, aMHe3Hs1, HAPYIICHO PABHOBECHE
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Peoxu

uepe6pOBaCKyJ1apeH HWHIIMACHT, MPEXOJHAa UCXECMHWYHA aTaKa, KOHBYJICHUA,
OIITUYCH HEBPUT, IMapajin3a Ha 7-5 HEPB, IEMCHIIUA, aTaKCUA

Hapymienus Ha ouure

Yecmu 3pUTENHN HapymIeHus (BKIIOUNTEIHO HapYIIEHO 3pEHNE, 3aMbIIICHO 3pEHUE U
HaMaJICHa 3PUTEITHA OCTPOTA), CyX0Ta B OUUTE
Heuecmu 3PUTEITHN YBPEXKIAHUS, KOHIOHKTUBUT, POTO(OOUS, 3aCHICHO ChI300TACISHE

Hapymennst Ha yX0T0 ¥ JJaOMpUHTA

Yecmu

TUHUTYC

Heuecmu

3ary0a Ha ciiyxa, BEpTHTO

CbpaeuHu Hapyuie

HUA

Yecmu KOHIECTHBHA ChpJeUHa HENOCTAThYHOCT/ChbpACYHA AUCHYHKIUSI*",
nepuKapAeH U3MuB*, apuTMus (BKIIOUUTEITHO TaXUKAPIMs), MaIMATalIuN

Heuecmu nHGpAPKT Ha MUOKap/a (BKIIOYUTEITHO C JieTayieH u3xon)*, ynemken QT
WHTEpBaJ B €JIEKTPOKapIuorpaMa®, mepukapanT, KaMepHa apuTMHUs
(BKJIIOUMTETHO KaMEpHa TaXUKapANsl), CTCHOKapAWs, KapAHOMETalusl,
abHopMmHa T-BbJIHA B €JIEKTpOKapaAUOrpaMa, IOBUILICHH HIUBA HA TPOIIOHUH

Peoxu 0enoapoOHO Chplle, MUOKApAUT, OCThP KOPOHAPEH CUHIPOM, ChbpACUYCH apecT,
yabpkaBane Ha PR wHTEpBana B enekTpokapanorpama, MICXeMUIHa 0oJIecT Ha
CBPLETO, IUIEBPONCPUKAPANUT

C neussecmmua NpeAChPIHO MBXKIEHE/TIPEACHPIHO TPENTEHE

uecmoma

Cb10BU HApYLIEHUS

Mnoeo uecmu KPBBOU3IHUB*"

Yecmu XHUIIEPTOHHMS, TOIUIN BBIIHU

Heuecmu XHUIIOTOHHUS, TpoMOO0GIeOuT, TPOMOO032a

Peoxu TpomO03a Ha IBJIOOKUTE BEHH, EMOOIHSL, INBEAO PETHKYIAPHC
C neuzgecmna TPOMOOTHYHA MUKPOAHTHOTIATHS

yecmoma

PecmlpaToplm, I'PbAHUA U MEAUACTUHAJIHA HAPYUICHUA

Mmnoeo vecmu

IJIEBpAJICH H3IuB* , AUCITHCA

Yecmu oenmonpobeH oTok*, OenoApoOHa XUepTOHUS*, OeoapoOHa HHPHUITPALIUS,
MHEBMOHHT, KallUTHAIA

Heuecmu OenoapoOHa apTepraHa XUIMEePTOHUS, OPOHXOCMa3bM, aCTMa, XHIOTOPAKC

Peoxu OenoapoOHa eMOoNus, OCThP PECIUPATOPEH AUCTPEC CUHAPOM

C neuszgecmna WHTEPCTHUIHAIIHA OeroapoOHa 6orect

yecmoma

CToMamHoO-4YpeBHN HAPYIIEHHS

Mmnoco uecmu

Auapusi, NIOBPbIIAHE, TAZICHE, 0oJKa B KopeMa

Yecmu CTOMAIITHO-YPEBHO KbPBEHE*, KOIUT (BKJIIOYUTEITHO HEYTPOTICHUYEH KOJIHT),
TacTPHUT, MyKO3HO Bh3MaJICHHE (BKIIOYUTEITHO MyKO3UT/CTOMATHT),
JCTIeTiCHS, a0IOMIHAIIHA TUCTECH3Ms, 3aIleK, HapyIlIeHHEe HAa MEKUTE ThKaH! B
ycraTa

Heuecmu MaHKpeaTHUT (BKIIOYUTEITHO OCThP MAHKPEATHT), I3Ba B TOPHUS OT/IE] Ha
CTOMAIITHO- YPEBHUS TPAKT, €30(parut, aciuT*, aHnaiaHa gucypa, nucharus,
racTpoe3odareaina
pedaykcHa 6omect

Peoxu racTPOCHTEPONATHS ChC 3ary0a Ha MPOTCHHH, UIICYC, aHATHA (HUCTYIIa

C neuszeecmmua CTOMAITHO-YPEBEH KPBBOU3IIUB C JICTAICH U3XO*

yecmoma
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XenaToOMIHAPHHU HAPYIICHHSA

Heuecmu |XeHaTI/IT, XOJICOUCTHUT, XO0JIECTa3a

Hapyulelmﬂ Ha KO’KaTa M NOAKOKHATA ThbKAaH

Mnozo wecmu KOXXEH 00pHUB™

Yecmu aJOTEIHs, JepMaTUT (BKITIOYUTETHO eK3eMa), MPYPHUTYC, aKHE, CyXa KOXKa,
YpTUKApHS, XUIIEPXUIPO3a

Heuecmu HeyTpoduiHa epmMaro3a, GOTOUYBCTBUTEIHOCT, HAPYILICHHE Ha
NUTMEHTALMTA, TAHUKYJIUT, KOXKHU SI3BU, OYJI03HU CHCTOSIHUS, HAPYILEHUS Ha
HOKTHUTE, CUHIPOM Ha NaJIMapo-IUIaHTapHa EpUTPOIUCECTE3Hs], HAPYIIIEHUE Ha

OKOCMSIBAHETO
Peoxu JIEBKOLIMTOKJIACTEH BACKYJIHT, KOKHa (pubpo3a
C Heuzgecmna cUHIpOM Ha Stevens-Johnson®

yecmoma

Hapyuleﬂml Ha MYCKYJ/IHO-CKEJE€THATA CUCTEMA U CHCIMHUTEIHATA ThbKAaH

Mmnozo uecmu 00JKa B MYCKYJIUTE B KOCTHTE™

Yecmu apTpairusl, MUAITHS, MyCKYyJTHa CIIA00CT, CKOBAHOCT B MYCKYJIUTE M CTABUTE,
MYCKYJTHH CIIa3MHU

Heuecmu pabaoMHoNIN3a, OCTEOHEKPO3a, MYCKYJTHO Bh3NANICHUE, TCHIMHUT, APTPHT

Peoxu 3a0aBeHO CBbP3BaHE Ha enudu3nTe,’ 3a0aBEH PacTexk’

Hapymenns Ha 6b0penuTe 1 NUKOYHUTE MBTHINA

Heuecmu 0Bp0pedHO yBpeKIaHe (BKIIOUYUTEITHO ObOpEeTHa HEJOCTATHYHOCT), 9€CTO
YpUHUpPAHE, IPOTCUHYPUS

C neuzgeecmmua HEePPO3eH CHHAPOM

yecmoma

C’[)CTOﬂHl/Iﬁ, CBbHpP3aHu C 6peMeHHOCTTa, POAOBHUSA U ITOCJTCPOIOBUSA MIEPUOT

Peoxu |a60pT

Hapyumienusi Ha Bb3NPON3BOIUTEHATA CUCTEMA H I'bpPAATa

Heuecmu |I‘I/IHCKOM3CTI/I}I, HapylnieHUC B MCHCTpYyalusdaTa

OO0mm HapymeHusi M e(peKTH HA MACTOTO HA NPHJIOKEHHE

Mmnozo uecmu nepudepen 0ToK", yMopa, IMPEKCHs, OTOK Ha TMLETO"

Yecmu acreHus, 60Kka, 60JIKa B TbpAUTE, TEHEPATTU3UPaAH eAeM™* , TPBIKH

Heuecmu HEPA3MOJI0KEHHUE, IPYTH MOBBPXHOCTHU OTOLN"

Peoku HapyIIeHHe Ha MOXO0KaTa

HN3cnensanus

Yecmu HaMaJIIBaHE Ha TETJIOTO, YBEIMYaBaHE Ha TETIIOTO

Heyecmu MOBUILIEHUE HA KpeaTuHUH QochoKrHA3aTa B KPHBTA, TOBUIIICHUE HA TaMa-
rIyraMuiTpancdepaszara

HapaHﬁBaHI/lﬂ, OTpaBSAHUA U YCJI0KHCHUS, Bb3HUKHAJHU B PE3YJITAT HA HHTCPBCHIIUU

Yecmu KOHTY3HS

* BriroyBa HaMaJIeH aneTHUT, PAHHO YCEIaHE 3a CUTOCT, MOBUIIIEH aleTUT.

6 BrirouBa KPHBOU3JIMB B IIEHTPAJIHATA HEPBHA CUCTEMA, LIEpEOPAIEH XEMATOM, LlepebpaleH KPhBOU3JIIHB,
eKCTpaypajieH XeMaToM, MHTPAaKpaHUaJleH KpPbBOU3JINB, XeMOParuieH HHCYT, Cy0apaxHOUIEH KPbBOU3IIUB,
CyOJypaJieH XeMaToOM M CyOlypajieH KPbBOM3IIHUB.

* BkJIroYBa MOBHUILECH MO3bYEH HATPUYPETHUEH IIENTH, KaMepHa TUCHYHKIMS, JIeBOKaMepHa UCHYHKIHS,
JeCHOKaMepHa ANCYHKINS, ChPACTHA HEAOCTAThYHOCT, OCTPA ChPACYHA HEAOCTATHYHOCT, XPOHUIHA
ChpJiedHa HEJJOCTATHYHOCT, KOHT€CTUBHA ChPJICYHA HEJIOCTATHYHOCT, KAPANOMHUOIATHS, KOHT€CTHBHA
KapJHMOMHOTIATHs, JUCTOINIHA TUC(YHKINS, HaManeHa (pakiis Ha N3TJIACKBAHE M KaMEpHA HE0CTaThIHOCT,
JIEBOKaMEpHa HE0CTaThUHOCT, JECHOKAMEPHA HEAOCTAThYHOCT M KAMEPHA XUITOKHHE3HSL.
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" M3kmo4Ba CTOMAIIHO-YPEBHO KbpBeHE U KbpBeHe oT [{HC; Te3n HexenaHu peakiun ca u30pOeHN ChOTBETHO
KBbM CHCTEMO-OpraHeH kiac “CToMalIHO-upeBHUTE HApYyLICHUs U CUCTeMO-opraHeH kiac “Hapymenus Ha
HepBHaTa cucrema’.

A BkiIrouyBa JIeKapCcTBEHA EpYILMs, epuTeMa, eputeMa MyaTudopme, epuTposa, ekcomaTupeH oopus,
TeHepAIN3UPaH epUTEM, TeHUTAJIEH 00pPHB, TOIJIMHEH 00OPUB, MUJIMYMH, MIJIHAPUsI, IYCTYJIO3€H IICOPHA3NUC,
00puB, epuTeMaTo3eH 00pHB, (HOINKYIapeH 0OPHB, TeHEpATH3HpaH 0OPUB, MaKyJI03eH OOPHB, MaKyJI0-
TaIryJI03¢eH 0OpHB, MAIyI03eH 0OpUB, IPYPUTHIEH O0pHUB, MIyCTYII03¢H 0OPHB, BE3UKYIO3€H 0OPHB, KOKHA
excoranys, KOXXHO JApa3HeHe, TOKCHUEH KOXKEeH 00pHB, BE3UKYIIO3eH OOPHB U BaCKYJIHTEH OOpPHUB.

¢ B mocTMapKkeTHHIOBH YCJIOBHSA Ca ChOOIIECHN OTACIHH CITydan Ha CHHAPOM Ha Stevens-Johnson. He moxxe na
ObIe YCTaHOBEHO JJaJIU TE3U KOXKHO-JIMTaBUYHH HEXKEJIAHN PEAKIUH ca MPSKO CBBP3aHM C Ja3aTHHUO MIIN ChC
CBITBTCTBAIII JIEKAPCTBEH IPOAYKT.

* bonka B MYCKYJIMTE U KOCTHUTE, JOKJIAJIBaHa [0 BPEME Ha WIIM CJIe/l IPEyCTaHOBSBaHE Ha JEYCHUETO.

* CpoOlIaBaT ce KaTo 4eCTH B NEANATPUYHHU POYYBAHUSL.

" I'paBUTallIOHEH OTOK, JIOKAJIU3UPaH OTOK, eprdepeH OTok.

# KOHIOHKTUBAJIEH OTOK, OTOK Ha OKOTO, TI0JlyBaHE HA OKOTO, OTOK HA KJIENaya, OTOK Ha JIMIETO, OTOK Ha
YCTHHTE, MaKyJleH OTOK, OTOK Ha ycTaTa, OTOK Ha opOHTaTa, OTOK Ha epuopOuTaTa, IoAIyXBaHe Ha JIULETO.

© IIperoBapBaHe ¢ TEYHOCTH, 3abPXKaHE HA TEYHOCTH, OTOK Ha TaCTPOMHTECTUHAIIHUS TPAKT, TeHEPAIN3UPaH
OTOK, OTOK, JIBJDKAIIl CE Ha ChPJICYHO 3a00Is1BaHe, IEPUHE(PPAJICH U3NINB, OTOK CIIE HHTEPBEHIINS,
BHUCIIEPAJICH OTOK.

* TlogyBaHe HAa TCHUTAIMHTE, OTOK Ha MSICTOTO Ha MHIU3USTA, TEHUTAJICH OTOK, OTOK Ha IICHNCA, TIOAYBaHE Ha
MIEHNCa, OTOK Ha CKPOTyMa, OJyBaHE Ha KOXaTa, IOAyBaHE HA TECTHCHTE, ByJIBOBAaTrNHAIHO MOyBaHE.

* 3a MOMBIHUTEITHY JIeTalIN, BIKTE ToUKa “OnrcaHne Ha H30paHu HEKETIaHW Peakiuu

Onwucanne Ha U30paHU HEXKEIAHU PEaKIny

Muenocynpecus

JleuenueTo ¢ na3aTHHUO € CBBP3aHO C aHEMHUsI, HEYTPOIIEHH U TpoMOouToneHus. TsxHaTa mosisa e
NO-paHHa U MMO-4YecTa MPH NalueHTH ¢ Hanpeanaia ¢a3a Ha XMJI unu Ph+ OJIJL, oTkonkoTo B
xponnyHa ¢asza Ha XMIJI (Bx. Touka 4.4).

Kvpsene

CBBp3aHU C JICKApPCTBOTO HEIKEIAHU PEaKIMU Ha KbPBEHE, BAPUPAIIY OT IMETEXUU U CIUCTAKCUC JI0
KbPBEHE OT CTPaHa Ha CTOMAITHO-YPEBHUS TPaKT crereH 3 Wi 4 u kpbousnus B [[HC, ca cpobmenn
MIPH TAIMCHTH, TPUEMAIIH Ja3aTHHUO (BK. TOUKa 4.4).

3advporcane na meunocmu

Paznuynm HexxenmaHU peakIuy KaTo MIEBPalieH H3JIKB, aCIUT, 0JI0JpOOCH OTOK U MEPUKApP/ICH H3IIUB
ChC WK 0€3 TOBBPXHOCTEH OTOK, MOYKE Jia C€ OIUIIIAT O0II0 KaTo “3aabpKaHe Ha TCUHOCTH .

B npoyuBane npu HoBoAuarsoctuiupana XMJI B xponudHa ¢asa cieq MUHUMYM 60-MeceuHo
MpOCyeIsIBaHe, HEXKEIaHU PEaKlliy Ha 3aIbpXKaHe HAa TEYHOCTH, CBbP3aHH C IIPUEM Ha J1a3aTUHHO,
BKITIOYBAT IUIeBpasieH u3IuB (28%), moBbpXHOCTEH 0TOK (14%), Genoapobua xunepronus (5%),
reHepain3rpan oTok (4%) u nepukapieH nsnus (4%). 3acToliHa chpeYHA HEJIOCTATHYHOCT/ChP/ICYHA
muchyHKIHS 1 0eT0IpoOeH OTOK ca choOIeHn npu < 2% OT MalueHTHTE.

KymynaTuBHata 4ecToTa Ha CBBP3aHUs C JIJa3aTUHUO TUIEBPAJICH U3JIHB (BCHYKHU CTEIICHH ) BHB
Bpemeto € 10% nHa 12-us mecer, 14% na 24-us1, 19% na 36-us1, 24% na 48-us u 28% Ha 60-us Mecerr.
001110 46 OT MAIMEHTHUTE, JICKYBaHH C Aa3aTHHUO, Ca UIMAJTU PEIUINBHPAINH TUICBPATHU H3JIUBH.
CenemMHaeceT MaMEHTH Ca NMAJTK 2 OTACITHU HEeXEIIaH! peaklnu, 6 ca UMaiu 3 HeXXellaH! PeaKIuy,
18 ca umanm 4 o 8§ HeXKeTaHU peakIMy M 5 ca UMaiy > § enn30/1a Ha TUIEBPaJICH H3IUB.

Meauanara Ha BpEMETO JI0 IbPBUSI CBBP3aH ¢ Ja3aTHHUO IUICBpaJicH M3JIUB CTENeH 1 miu 2 €

114 cenmuru (muanaszoHn 4 u 299 cenmunn). [lo-manko ot 10% oT manueHTHTe C IJIeBpajeH U3IUB ca
HMMaJIA TSKbK, CBbP3aH C 1a3aTUHHUO, IUIeBpaJieH u3uB (cTeneH 3 win 4). MenuaHata Ha BpeMETO 0
IbpBaTa MOsIBa HAa CBBP3aH C JIa3aTHHHO IUIEBpaICH U3JIHMB CTereH >3 e 175 cenmuny (quanazon

114 w 274 cenmuin). MennaHaTa Ha IPOIBIDKUTEITHOCT Ha CBHP3aHUS C Ja3aTHHHO TUIEBPaJieH H3IIUB
(Bcruku creneHn) e 283 aam (~40 ceaMuIn).

[1neBpasHUAT U3IMB OOMKHOBEHO € 00paTUM U CE OBJIJISBA Upe3 MPEKbCBAHE HA JICUSHUETO ChC
JIa3aTHHUO, KAKTO M Ype3 M3MOJI3BAHE HA JUYPETHIIU WK JPYTO MOAXOAIIO MOIBPIKAIIO JICUYCHUE
(Bk. Touka 4.2 u 4.4). OT mauueHTHUTE C TIIEBPaJieH H3IIMB, CBhP3aH C JIEYCHUETO ¢ 1a3aTuHuO (n=73),
nipu 45 (62%) e umaio npexbcBaHe Ha npuinoxeruero u npu 30 (41%) e umano HamasnsiBaHe Ha
no3zata. B nomsnnenue, 34 (47%) ca noxyunnu nuypetun, 23 (32%) ca moiny4uian KOpTUKOCTEPOUAN
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1 20 (27%) ca momydniu KakTo KOPTUKOCTEPOUIH, Taka U nuypetunn. Jleser (12%) manuentu ca
II0JUI0’KEHH Ha TepalieBTUYHA TOPAKOLICHTE3a.

[ect npoueHTa OT NAaUKMEHTUTE, JICKYBaHU C Ja3aTUHUO, ca MPEeKbCHANN TepanusiTa Mopaau CBbp3aH C
JIEKapCTBOTO IUIEBPAJIEH U3JIMB.

[IneBpanHUAT U3/IMB HE HapyllaBa CIIOCOOHOCTTA HAa NALIMEHTUTE Ja [I0Iy4aT OTroBop. Brnpeku
IPEKbCBAHE Ha MPUIOKEHUETO WIN KOPUTUPaHe Ha J103aTa, OT NAllUEHTUTE C IUIEBPaJIeH U3JIUB,
JIeKyBaHH ¢ Aa3aTuHuO, 96% ca nocturnamu cCCyR, 82% ca noctursanu MMR u 50% ca
nocturnaau MR4,5.

Bmxre Touka 4.4 3a gonpaHUTENHA HH(POpMaIKsa 0OTHOCHO manueHTH ¢ XMJI B XxponnyHa ¢aza u
XMJI B Hanpeanana ¢aza wiu Ph+ OJUL.

Crol1maBa ce 3a ciayvan Ha XMIOTOPaKC NPH MAlUeHTH ¢ TUIeBpasieH u3nuB. Hskon ciryuan Ha
XWJIOTOPAKC OTIIYMSBAT CIIeN CITUpaHe, MPEKhCBaHE WM HaMaJIsIBaHe Ha J103aTa Ha J1a3aTHHUO, HO B
MOBEYETO CIIy4Yau Ce Hajlara JOIMbJIHUTEIHO JICUCHHUE.

benodpodna apmepuanna xunepmonus (bAX)

BAX (mpexammmsipaa 6emonpoOHa apTepraiHa XUIEPTOHUS MTOTBBPICHA C JTICHA ChpAcYHA
KaTeTepu3alns) ¢ JOKJIaJBaHa BB BPh3Ka C €KCTIO3UIMs Ha na3atuHuO. B Te3u ciayyan, BAX e
JIOKJIaJIBaHAa CJIe]| 3aI0YBaHe Ha TEPAITUs C JJa3aTHHHO, BKIFOUYUTEITHO U CIIe]] [IOBEYE OT €IHA TOJIUHA
nedenue. [lanmenture ¢ BAX, choOIIeHN IO BpeMe Ha JICUCHHUE C TA3aTHHUO B TIOBEYETO OT CIydanTe
ca IpueMalli ChIThTCTBAIIO JICUSHUE WU Ca UMAII ChIThTCTBAIMU 3a00JISIBAHUS B JOIIBJIHEHUE KbM
OCHOBHOTO 3JI0Ka4eCTBEeHO 3a0ossBane. [1oqo0peHns B XxeMoIMHAMUKATA U KIIMHUYHUTE MTapaMeTpH
ca HaOroMaBany npu naiueHty ¢ BAX, cien npekparsBaHe Ha TepanusTa ¢ 1a3aTHHUO.

Yovnorcasane na QT unmepsana

B usnutBane ¢asza Il npu nanuenT ¢ HOBogMAarHOCTUIIMpaHa XpoHn4Ha ¢asza Ha XMJI, equn
nanueHT (< 1%) ot nekyBanute ¢ gazatuHub e uman QTcF > 500 msec cnex MuUHUMYM 12-MecedHO
npocnensasane (B Touka 4.4). Hama cpo0mmenus 3a apyru namuerat ¢ QTcF > 500 msec cien
MUHUMYM 60-MeceqHO npocaeasBaHe.

B 5 knmunnynm u3nutBanus $asa Il npu nanmeHTH ¢ pe3UCTEHTHOCT MIIM HETOHOCUMOCT KbM
npeauiIHo gedeHre ¢ uMaTuauo, EKT ca Onnm HanpaBeHW MHOTOKPATHO Ha M3XOJJHO HUBO U TI0
BpEMe Ha JICYCHUETO B MIPEABAPUTETHO ONPEAEICHN BPEMEBH TOUKH U ca OMJIM pa3yeTeHH LIEHTPATHO
3a 865 mauueHTH nonydaBaiy nazaTuauO 70 mg aBa bty nHEBHO. QT MHTEpBANBT € OMII KOpUTUpaH
CHIpsIMO ChpJIeYHATa YecToTa 1Mo MeTojia Ha Fridericia. BbB BcHUKH BpeMEBHM TOUKH Clie/l IPUEMaHe Ha
J103aTa B JicH 8, CpeIHUTe MPOMEHH OT u3Xx0oaHOoTO HUBO B QTCF nHTepBana ca o6miu 4 — 6 msec, ¢
ropHa rpanuna Ha 95% moBeputeneH untepsai < 7 msec. Ot 2 182 nauueHTn ¢ pe3ucTeHTHOCT HIIH
HETIOHOCHUMOCT KbM TPEHUIITHO JIeYeHUE ¢ IMATHHUO, KOUTO Ca MOTyYaBajy Ja3aTHHHUO TPH
KIUHUYHY m3nuTBanus, 15 (1%) ca umanu yasikxaBade Ha QTc uHTepBaia, chboOIIEHO KAaTo
Hexenana peakiust. J[Bamecer u enun mampenTn (1%) ca umanu QTcF > 500 msec (Bk Touka 4.4).

CvpOeunu nedicenranu peakyuu

[MannenTty ¢ pruckoBH (aKTOPH WM aHAMHE3a 3a ChbPACYHO 3a00JsIBaHe TPAOBAa BHUMATEIHO J1a ObIaT
HaOJIr01aBaH! 3a TIPU3HALY WM CUMIITOMH, TIOKa3aTeIHM 3a ChpledHa TUCQYHKIMA, U TpAOBa qa
OBJaT CHOTBETHO OLICHSIBAHH U JICKYBaHU (BX Touka 4.4).

Peaxmusayus na xenamum B

CrpobmieHa e peakTuBanys Ha Xenatut B BB Bpb3ka ¢ BCR-ABL THpo3uHKHHA3HUTE HHXUOUTOPH
(TKH). B HsikOoUM ciyyan HaCThIIBA OCTpa YSPHOAPOOHA HEIOCTATHYHOCT WK (DyJIMUHAHTCH XCTIATHT,
BOJIEII JI0 YepHOAPOOHA TPAHCILIAHTAIMS WK JIETaleH U3Xo 1 (BK. Touka 4.4).

B nmpoyusane ¢asza Il 32 onTumMu3upane Ha 103ata NpH NaUeHTH B XpoHU4uHa (aza Ha XMJI ¢
PE3UCTESHTHOCT WM HEMMOHOCUMOCT KbM IPEIUIITHO JISYCHNE C UMaTUHUO (MeIuaHa Ha
MIPOIBLIDKUTETHOCT Ha JieueHneTo 30 Mecera), 3a IIeBpaJIeH N3JIMB U 3aCTOWHA ChpIeTHA
HEJO0CTAaThYHOCT/ChpAeYHA TUCHYHKIIHS € ChOOIAaBaHO MO-PSIKO NPY MAIMEHTH, JISKYBaHH C
nmazatuHuO 100 mg BeAHBXK THEBHO OTKOJIKOTO NPY MAIUEHTH, JeKyBaHHu ¢ 1a3atnHub 70 mg nBa
IBTH JTHEBHO. 32 MHEJIOCYIIPECHS ChIIO Ce ChOOIIaBa MO-PSAAKO MPH Ipyrara NalkeHTH, JIEKYBaHH ChC
100 mg BenHBx qHEBHO (BK. OTKIOHEHMS B Ja0OPaTOPHUTE MOKA3aTENIM M0-101y). MeanaHaTta Ha
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MIPOIBIDKUTEITHOCT HA TEPAINUATA IIPH TPyIaTa, JeKyBaHa cbc 100 mg BemHBX THEBHO € 37 Mecera
(mmamazon 1-91 mecera). KyMynaTuBHHTE 4eCTOTH Ha N30paHK HEKENAHU PEAKIINH, CHOOLICHH TIPH
npenopbyuTeNnHa HadaaHa go3a 100 mg BenHbK AHEBHO, ca okazaHu B Tabnuua 6a.

Tabauua 6a: M30paHu HexKelaHU peakI[uM, ChoOIIaBaHu NpH npoyuBaHe ¢a3sa III 3a
ONTHMH3UPAHE Ha 103aTa: (HEMOHOCUMOCT KbM MMATHHUO WJIM pPe3MCTeHTHA
XMJI B xponnuHa (pa3za)?
Munumym 2 roguau | Munumym S ronunu | Muaumym 7 rogusu
npocJjenasaBaHe npocJiesiBaHe npocJjenasBaHe
Benukn  Cremen | Bemuku  Crenmen | Bewukum  Crenen
CTEeNeH! 3/4 CTENeHn 3/4 CTENeHn 3/4
IpeanoynTan TepMUH [ponent (%) nanuenTH
Jnapus 27 2 28 2 28 2
3anpkane Ha 34 4 42 6 48 7
TeYHOCTH
[ToBBpXHOCTEH OTOK 18 0 21 0 22 0
[IneBpanen nznus 18 2 24 4 28 5
I'enepanu3upaH OTOK 3 0 4 0 4 0
[epukapaeH u3aus 2 1 2 1 3 1
BemonpobnHa 0 0 0 0 2 1
XUIEPTOHUS
KbpBene 11 1 11 1 12 1
KspBene ot
CTOMAIITHO-YPEBHHUSA 2 1 2 1 2 1
TPaKT

@ Pesynrratu oT nipoy4uBane ¢asa 11l 3a onTumMu3HpaHe Ha 103aTa, ChOOIIECHHU IIPH MOIYJIAKATA C
npenopbUNTeNHa HadanHa 1o3a 100 mg Beagapx qHeBHO (n= 165)

B npoyuBane ¢a3za Il 32 ontumusupane Ha no3ara npu nanuenta ¢ XMJI B HanpegHana ¢aza u Ph+
OJUI mennanaTa Ha IPOABDKUTEITHOCT Ha JieueHUeTo € 14 Mecena 3a HanpenHana ¢aza Ha XMJI,

3 Mecelia 3a mueonaHa 6nactHa dasza Ha XMJI, 4 mecena 3a mumdounana 6mactHa dpaza Ha XMJI u

3 mecena 3a Ph+ OJIJI. M30panu HexkenaHu peaky, ChOOIECHH PU MPENOpbhUnTEIHa HadyallHa 103a
140 mg BenHBX THEBHO, ca mokazanu B Tabmuma 66. [Ipoydena e cpiio u cxema 70 mg 1Ba mbTH
nueBHO. Cxemata 140 mg BenHBX JTHEBHO € TTOKa3ajia CpaBHUM MPohriI Ha €PUKACHOCT ChC cXeMara
70 mg 1Ba MbTH JHEBHO, HO MO-OJIaronpusaTeH npodua Ha 6€30MacHOCT.

Tabanna 66: HM30pann HexelaHU peakluM, CbOOIIaBAHU 10 BpeMe Ha npoy4BaHe ¢a3a I1I 3a
onTUMH3HMpaHe Ha qo3aTta: XMJI B HanpenHaaa ¢aza u Ph+ OJLJI?

140 mg BeAHDbK THEBHO
n = 304

Benuky crenenn Crenen 3/4
IIpennounTan TepMUH IIpouenT (%) nanmeHTH
JAunapus 28 3
3agbpkaHe HA TEYHOCTH 33 7
[ToBBEpPXHOCTEH OTOK 15 <1
[IneBpanen nznus 20 6
I'enepanuzupan oTok 2 0
3acToiiHa chpleYHa 1 0
HEJ0CTaThYHOCT/ChpCUHa
nuchyHkus®
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140 mg BeAHBK AHEBHO

n =304
Benuky crenenu Crenen 3/4
IIpeanoynTan TepMHH IIpoueHT (%) NanueHTH
[lepuxapnen n3nus 2 1
Benmonpoben oTok 1 1
KbpBene 23 8
KbpBene ot cromamHo-4peBHUS 8 6

TPaKT

@ Pegynraru ot npoyusane ¢a3za 1l 3a ontumusupane Ha J03aTa, CHOOLIEHNU MPH HOIYJALHATA C
IpenopbuuTenHa HauanHa 103a 140 mg Beaubx qHeBHO (n= 304) npu 2 -roAUIIHO KpalfHO IMpOCeIsiBaHe B
paMKHTE Ha MPOYYBAHETO.

5 BxmouBa kamepHa qUCYHKIHA, ChPAEIHA HEAOCTATHYHOCT, 3aCTOWHA ChPIEYHA HEJOCTATHYHOCT,
KapJMOMHOTIATHS, 3aCTOMHHA KapAHNOMHUOMIATHS, AUACTOJIHA AUCHYHKIHS, HaMaJeHa (ppaKknus Ha U3TIACKBAHE U
KaMepHa HEZOCTaThYHOCT.

OcgeH TOBa 1Ma JiBe ipoyuBaHus ¢ 0610 161 nexuarpuunu nauueHtu ¢ Ph + OJUI, npu xouto
JTla3aTHHHUO ce Tpuiiara B KOMOWHAINS ¢ XUMHOTepanus. B ocHOBHOTO npoy4Bane, 106 menuaTpudHu
HAaLMEeHTH NOJTy4YaBaT Ja3aTHHAO B KOMOMHAIIMS ¢ XMMHOTEpaIus 1o CXeMa Ha Ipuiarate 6e3
npeKkbCBaHe. B monkpensmo npoyyBane ¢ 55 neanaTpuyHy NAlMEHTH, 35 MolydyaBat Aa3aTHHUO B
KOMOMHANUs ¢ XUMHUOTEPAIHs [0 CXeMa Ha MpUIaraHe ¢ MpeKbcBaHe (ABE CEIMUILIM Ha JICUCHHUE,
MOCJICIBAHM OT €JIHA J0 IBE ceaAMUI Oe3 meueHue) u 20 MaryueHTH oydaBar qa3aTHHIO B
KOMOMHANHUs ¢ XUMHUOTEpAIHs [0 cXeMa Ha npuiarade 6e3 npekbeBae. [pu 06mo 126-te
nenuatpuuny nanuenty ¢ Ph + OJIJI, nexyBanu ¢ ga3aTHHHO 10 cxeMa Ha npuiiara€e 6e3
MIPEeKbCBaHe, CpeHaTa MPOIBIDKUTEIHOCT Ha TepanusTa e 23,6 mecena (B quamasona ot 1,4 10

33 meceria).

Ot 126-1e nepuatpuunu nanuenty ¢ Ph+ OJIJI, xouto ca 6uiu Ha cxema Ha npuiarane 6e3
npexbeBane 2 (1,6 %) ca monmydniy HeXellaHu peaklii, JOBEJIHU 10 MpeKpaTsIBaHe Ha Teparusira.
Hexxenanute peakuuu, JOKIaJBaHN B T€3H ABE NeIUATPUYHH NPOy4BaHUs ¢ yectoTa >10% npu
MAIMEeHTH Ha cXeMa Ha npuiarane 0e3 npeKbCcBaHe, ca npeactasenu B Tabiuua 7. Tpadsa na ce
0TOeNeX U, ye IJIeBpajieH U3JUB € JoKIaaBaH npu 7 (5,6 %) mauueHT oT Ta3u rpymna u nopaau ToBa
He € BKJIIOYeH B Tabnuuara.

Tabampa 7:  Hexesanm peakuuu, cbo0menn npu =10% ot neauarpuuHuTe nanuedT ¢ Ph+
OJJI, nekyBaHM ¢ 1a3aTMHUO MO cXxeMa Ha NMpuiIarade 0e3 NpeKbCBaHe B
KoMOuHanus ¢ xumuotepanus (N=126)2

Mpouent (%) nauueHTN

Hesxenann peaknuu Benukm crenenn Crenen 3/4
®debpuiHa HEYTPOIICHUS 27,0 26,2
I'anene 20,6 5,6
[ToBpbmrane 20,6 4.8
AOnomuHanHa 6oiKa 14,3 3,2
Huapus 12,7 4,8
[Mupexcus 12,7 5,6
I'nmaBoOose 11,1 4.8
Hamaien amerur 10,3 4.8
Cnaboct 10,3 0

2 B 0CHOBHOTO Tpoy4BaHe OT 0010 106 manuenTy, 24 NalueHTH ca MOJyYUIH TIOHE BETHBXK Mpax 3a
nepopaliHa CyCIlieH3Us, 8 OT KOUTO ca MoJIydaBajid camo Ipax 3a nepopaiHa CyCIeH3usl.
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Omxnonenus 6 1abopamopHume nokazameny

Xemamonozus

B usnurBane ¢asza Il npu HoBoanarnoctuimpana xponnyna ¢aza va XMJI cieq muaumym 12-
MECEYHO MPOCeIIBaHe ca ChOOIICHU CIICTHUTE OTKIIOHCHUS CTENeH 3 U 4 B 1a00paTOpHHUTE
MOKa3aTeNy NPH MaMeHTH, TIpUeMaIliy 1a3atuHu0: Heyrponenus (21%), tpombonuronenus (19%) u
anemust (10%). Cieq Mmuanmym 60-MecedHO MpocieasiBaHe KyMyJIaTUBHUTE YECTOTH Ha HEYTPOIIECHHUS,
TPOMOOIIMTOIICHUS ¥ aHEMUS ca OMII ChOTBETHO 29%, 22% u 13%.

[Ipu nexyBaHu ¢ Aa3aTHHUO MAIMEHTH ¢ HOBOAMArHOCTHIIMPaHa XpoHuuHa (a3a Ha XMJI ¢
MHUEIIOCyNpecHs CTereH 3 nir 4, Bb3CTaHOBSBAHETO OOMKHOBEHO HACTBIIBA CIIE KPATKOTPaHHO
[IpEeyCTaHOBSBAHE HA JICYEHHETO W/WIIM HaMaJIIBaHE HA J103aTa, KATO OKOHYATEJIHO IPEyCTaHOBSIBaHE
Ha JICUCHUETO HACTHIIBA MPH 1,6% OT ManueHTuTe ciie MUHUMYM 12-Mecedno npocnensBane. Cien
MUHUMYM 60-MeceuHO MpOCiIesBaHe KyMyJIaTUBHATA YECTOTa HA OKOHYATEITHO MPEYyCTaHOBSBAHE
nopaau crened 3 wiu 4 Muenocymnpecus e 6mio 2,3%.

IIpu matmenT ¢ XMJI ¢ pe3UCTEHTHOCT WIIM HETOHOCUMOCT KbM UMAaTHHUO, IUTOTIEHUUTE
(TpOMOOIIMTOTICHUS], HEYTPOIICHHSI U aHEMHUsI) ca MOCTOsSIHHA HaXo/lka. BrIipekn ToBa mosiBara Ha
[UTOTICHUUTE MMa sICHA 3aBICHMOCT OT eTarna Ha 3a0oisBaHeTo. UecToTara Ha OTKIOHEHUS B
XEMaTOJIOTHYHUTE TIOKa3aTeu cTereH 3 u 4 € npeactaBeHa B Tabnuia 8.

Tadauua 8: CTC crenenu 3/4 1a60paTOPHU OTKJIOHEHHS B XeMATOJOTHYHUTE MOKA3ATETU OT
KJIMHAYHH MPOYYBAHUS MPH MANMEHTH € PE3UCTEHTHOCT I HEMOHOCUMOCT
KbM NPETUIIHO JIeYeHne ¢ TMATHHH0A

Muenoun JIumdpouaHa

XpoHu4Ha Hanpeanaia dasa Ha 0JiacTHA
daza a R onactHa  ¢a3a Ph+
(n= 165)° (n=157) dasa OJL1
(n=74)* (n=168)"
IpouenTt (%) nanueHTH
XeMaToI0rH4HU
nmoKa3aTesn
Heytponenus 36 58 77 76
TpomOoIUTONIEHUS 23 63 78 74
Anemus 13 47 74 44

2 Pegynraru ot npoyuBaHe ¢a3za 1l 3a ontuMusupaHe Ha 103aTa, OTYETEHH Clie]l 2-TOIUIIHO MIPOCIIEsIBaHE B
paMKHTE Ha ITPOY4BAHETO.

6 Pesynraru ot npoyusane CA180-034 npu npenopbuntenna HadanHa go3a 100 mg BeHbIkK JHEBHO.

® Pesynratu ot npoyuBane CA180-035 npu npenopruntenHa HayanHa go3a 140 mg BeAHBK JHEBHO.

CTC crenenu: HeyTponenus (crened 3 >0,5-<1,0 x 10%1, crenen 4 <0,5 x 10%1); pombonuTonenus (cTeneH 3

> 25-< 50 x 10%1, crenen 4 < 25 x 10%1); anemus (xeMorao6uH crenen 3 >65-<80 g/l, crenen 4 < 65 g/l).

KymynaTtuBHata crenex 3 wiu 4 UTONECHUY MIPU MALIMEHTH, JIeKyBaHU cbc 100 mg BeqHBK THEBHO, €
nogo0Ha Ha 2-Ta U 5-Ta roAnHa, BKIIOUNTENHO: HeyTponeHus (35% cpemry 36%), TpoMOOLUTONICHNS
(23% cpemry 24%) n anemus (13% cpemry 13%).

IIpu marueHTUTEe ¢ MUEIIOCYIIPECHS CTETICH 3 WK 4, B3CTAHOBSIBAHETO OOMKHOBEHO HACTHITBA CIIC]
KpPaTKOTPaitHO MpeyCTaHOBSIBAHE HA JICUCHUETO W/WJIM HaMaJsIBaHe Ha J103aTa, KATO OKOHYATEITHO
MIPEyCTaHOBSBAHE HA JICYCHUETO € ChoOIaBaHo mpH 5% ot naruenTure. [loede oT marmeHTuTe
MIPOIBIDKABAT JICYCHUETO 0€3 TO-HATATHIIHA JaHHU 332 MUEIIOCYTIPECHS.

Buoxumus

B usnurBane npu HoBoAMarHoctuMpana XxpoHuyHa ¢aza Ha XMJI, ctenen 3 nim 4 xunodocdaremus
e JokjIaaBana npu 4 % oT narpeHTUTe, MPUEeMall Ja3aTHHUO U CTeleH 3 WK 4 MOBHIIaBaHE Ha
TpaHCaMHHA3UTe, KPEaTHHUH U OMIMpYOUH ca cboOIIeHu npu < 1% OT mauueHTUTe ciie MUHUMYM
12-meceuno npocneassane. Cnex MUHAMYM 60-MeceqHO MpociesiBaHe KyMyJaTHBHATa 4YeCTOTa Ha
xunodocharemus cTeneH 3 win 4 ¢ 6mia 7%, Ha MOBUIIICHUE Ha KpEaTHHUHA U OWIIMPYOHHA CTENeH 3
un 4 - 1%, a Ha oBHILIEHNE Ha TpaHCaMHUHa3uTe cTeneH 3 win 4 octaBa 1%. Hsma cimydan Ha
NpeyCTaHOBSIBaHE Ha JICUCHUETO C Ja3aTUHUO NOpaay Te3n OMOXMMHUYHH J1a00paTOPHH MOKa3aTEeNH.
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2-200UUHO NPOCTCOSABAHE

Crernex 3 i 4 MoBHUIIEHHE HA TpaHCAMHUHA3UTE WK OMIUpyOnHa € chobiaBado pu 1% ot
MarUeHTuTe B XpoHuvHa ¢a3za Ha XMJI (¢ pe3ucTeHTHOCT WIH HEITOHOCUMOCT KbM UMATHHHO), KaTo
OIICHKATa Ha JaHHUTE MTOKa3Ba MOBUIIICHUE HA YECTOTaTa OT MopsIbka Ha 1 10 7% OT manueHTuTe ¢
Hampearana daza Ha XMJI u Ph+ OJIJI. Te3u checTosTHIS OOMKHOBEHO CE€ OBIIABAT UPE3 MIOHMKECHUE
Ha J103aTa M MPEKbCBaHe Ha jeueHueTo. B npoyusane (aza Il 3a ontumusupane Ha no3aTa, Ipu
MaIUeHTy ¢ XpoHuvHa ¢aza XMJI, crenen 3 wim 4 moBHINICHUE HA TPAaHCAMHHA3HUTE WM OMIUpyOrHA
ce crbOmaBa npu < 1% OT manueHTuTe ¢ NOJA00HA HUCKA YECTOTA B YETHPHUTE JIEKyBaHU rpynu. B
npoyuBaHe ¢a3a Il 3a onTummsupane Ha qo03ara npu Hanpeanana ¢aza va XMJI u Ph+ OJUI cremnen 3
WK 4 MIOBUIIICHNE HAa TPaHCAMUHA3UTe WU OmnpyOuHa ce chOrmrasa rmpu 1 10 5% oT nanueHTuTe B
TEPareBTUYHUTE TPYIIH.

[Ipubnusurenno 5% OT JIeKyBaHUTE C Ta3aTUHUO MAITUEHTH, KOUTO ca OWIIN C HOPMATHHA U3XO0THU
HUBA, Ca UMAJIA TIPEXO/THA XUITOKAJIIHEeMHUs CTeTeH 3 win 4 B TaZIcH MOMEHT OT Iipoy4BaHeTo. Kato
15710, HAMA BPh3Ka MEXKTYy TIOHKEHUETO Ha KU U KITMHUIHUTE cuMIToMu. [laruenTure,
pa3BUBAIIY XUTOKAIITUEMUS CTETICH 3 WK 4, 4eCTO C€ Bh3CTAHOBSIBAT C IIOMOIITA HA TIEPOPATHO
nobaBsiHe Ha Kaniuil. CrereH 3 win 4 XUMOKaIIeMHs, XHITOKanueMus 1 xunodocdaremust ca Oumm
CHOOIIEHHU TPY MAIMEHTH ¢ BCUYKU (a3u Ha XMJI, HO ca OniM ChOOIIEHH ¢ MOBHUILIEHA YECTOTa MPH
MAIUCHTH C MUEJIOUIHA WK JuMpounHa OnactHa dasa Ha XMJI u Ph+ OJIJI. [loBuiiaBane Ha HUBaTa
Ha KpeaTWHHHA OT cTeneH 3 win 4 ca cpobuieny npH < 1% ot nauueHTuTe ¢ XpoHnyHa (aza Ha XMJI
U ca ChOOIIeHH C MOoBHUIIIeHa yecToTa ipu 1 10 4% oT manmeHTHTe ¢ HanpenHana (aza Ha XMJL

IleauaTpuyHa nomynaus

[IpodunbT Ha Ge30MaCHOCT Ha Ja3aTUHUO, MPUIIOKEH KaTO MOHOTEpaNHs pH MeANaTPUIHN
nauueHT ¢ Ph+ CML-CP e cpaBHUM ¢ TO3u nipu Bb3pacTHU. [IpodunsT Ha Oe30macHOCT Ha
JTa3aTHHHUO, TIPHJIOKEH B KOMOWHAITNS ¢ XUMHUOTEpanus mpy neauaTpuaau narueraTa ¢ Ph+ OJIJI e B
CBHOTBETCTBHUE C U3BECTHUS PO Ha 6E30I1aCHOCT Ha 1a3aTUHUO NPU Bb3pPaCTHU M OUYAKBAHUTE
e(eKTH OT XUMHUOTEpaNuATa, C U3KIIOYEHNE Ha TI0-HUCKATa YeCTOTa Ha TUIEBPAICH U3JIUB IIPH
neIuaTpUYHUTE TalMEHTH B CPABHEHHUE C Bb3PaCTHUTE.

B NeAUATPUIHUTC XMJI npoy4dBaHHusd, 4YCCTOTATAa HA OTKJIOHCHUATA B J'Ia60paT0pHI/IT€ ImoKa3aTcjin
CbOTBECTCTBA HA U3BCCTHHUA HpO(l)I/IJ'I Ha J'Ia60paT0pHI/ITe IMoKa3aTeJIi MPU Bb3PACTHHU.

[Ipn negnarpuannte OJIJI mpoyuBaHus, yecToTaTa Ha OTKJIOHEHHUATA B TaOOPaTOPHUTE MOKA3ATENN
CHOTBETCTBA HA U3BECTHHS MPOQHI Ha TaOOPaTOPHUTE ITOKA3aTEIH PU Bb3PACTHH 3a MALMEHT C
0oCTpa JICBKEMU, KOMTO Imojrfy4aBa OCHOBHA XUMHOTEPAIICBTUYHA CXEMa Ha IIpujiaraHe.

CrnenuaiHy TONyJIaItuu
Makap ue npomIrbT Ha O€30MACHOCT Ha Ja3aTHHHUO NP MAIMSHTH B CTAPYECKa Bh3PacT € CXOJIEH C

TO3H MPHY MO-MJIaJaTa NOoMyJamnys, PH NalMeHTHTE Ha U HaJ 65 TOOUHM ChUIECTBYBA MO-TOJSIMA
BEPOSATHOCT 3a Pa3BUTHE HA YECTO ChOOIIABAHUTE HEXKEIAHHU PEaKIMU KaTo yMOpa, IUIEBPaJIeH U3JINB,
JUCTIHES, KallTUIA, KbPBEHE OT JI0JIHATA YACT HAa CTOMAIIHO-YPEBHUS TPAKT U CMYILECHHS B alleTUTA,
M0-BEPOSITHO € J1a TOJTy4YaT NO-PSAKO ChOOLIaBaHU HEXKEIaH! peakiy KaTo pa3ayBaHe Ha Kopema,
3aMastHOCT, IEPUKAP/ICH M3JIUB, KOHT'€CTUBHA ChP/ICYHA HEJOCTAThYHOCT U HaMaJIsIBaHE Ha TETJIOTO U
TpsiOBa /1a ObIAT HAOIIOIaBAHN BHUMATEIHO (BXK. Touka 4.4).

Cpo0liaBane Ha MOAO3UPAHU HEXKEIAHN PEaKIUU

Cp0o011aBaHETO HA MOI03UPAHU HE)KEIAHN PEaKIIMU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BakHO. ToBa 1M03B0JIsABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBeHUS NPOAYKT. OT MEIUIIMHCKUTE CTICIUAIMCTH CE N3MCKBA J]a ChOOIaBaT BCAKA
MOT03UPaHa HeXKEIaHa PeaKiys Ype3 HAITMOHAIHA CUCTeMa 3a ChOOIaBaHe, IIOCOYCHA B

Ipunoxenue V.

4.9 TIlpeno3upane

OnuThT C MpeAo3UpanHe Ha 1a3aTUHUO B KIMHUYHU NPOYYBAHHS € OTPAHUYCH JI0 SAMHUYHY CIyJau.
Haii-BucokoTo nmpemno3upane ¢ 280 mg Ha JIeH 3a eTHa CEAMHUIIA € TOKJIaBaHO MIPH IBaMa MMaIueHTH,
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KaTo U MPH JiBaMaTa ce HaOII0[aBa 3HAUUTEITHO TIOHIKaBaHe Ha Opost Ha TpomOoruTute. Thii KaTo
Ja3aTHHUO € CBBP3aH C MUEIIOCYTIpECcHs cTereH 3 WK 4 (BK. Touka 4.4), MalueHTUTe KOUTO IMpueMaT
MOBeYe OT NPEMOPHUNTEITHATA 1033, TPSAOBA Ja ObIaT BHUMATEITHO HAOIIOAaBaHU 32 MUEIIOCYIIPECHs,
KaTo UM OBJIC MPOBEICHO MOIXOISIIO0 MOATBPHKAIIO JICYCHHUE.

5. ®APMAKOJIOTHYHU CBOMCTBA
51 @apmakoamHAMHYHHU CBOiiCTBa

dapMakoTepaneBTHYHA TPyIa: aHTUHEOIUIACTHYHU CPEJICTBA, MPOTEUH KnHa3HU uHxuoutopu, ATC
xox: LO1EAOQ2.

®PapMakoMHAMUKA

Hazarnan® naxubupa aktuBHocTTa HAa BCR-ABL KknHa3ata u npuHaiexanmre KbM CEMEHCTBOTO Ha
SRC xuHa3y, 3a€1HO ¢ MHOKECTBO JIPYTHU OIPEIEICHN OHKOT€HHH KUHA3H, BKIrouuTenHo c-KIT,
epun (EPH) penienropunte xunazu u PDGF[ pernieniropa. Jlazatuanb e MomieH, cyOHaHOMOJIapeH
naxuoutrop Ha BCR-ABL knHazara ¢ aktuBHOCT IipH KoHIeHTparus ot 0,6-0,8 nM. Toii ce cBbp3Ba,
KaKTO C HeaKTUBHpaHaTa, Taka u ¢ akTuBupanara popma Ha BCR-ABL enzuma.

MexaHu3bM Ha AeiicTBUE

In vitro, na3aTiHNG € aKTUBEH MPH JIEBKEMUYHH KJIETHYHU JTMHUH, TIPEICTABIABAIIN BAPUAHTH HA
UMATHHUO-YyBCTBUTEITHH WM PE3UCTCHTHU 3a00siBaHus. Te3u HeKIIMHUYHY IPOYYBaHUS ITOKAa3Bar,
Yye 1a3aTHHUO MOJKE JIa IPE0I0JIee Pe3UCTEHTHOCTTa KbM UMATHHHUO, MoiTydeHa B pesynraT Ha BCR-
ABL cBpbxekcnpecust, BCR-ABL kuHa3a JOMHHAHTHA MYyTAaIll¥, aKTHUBUPAHE HA aTCPHATHBHH
CHUTHAJIHM ITBTHUINA, BKIFOUHTETHO ceMeicTBOoTO Ha SRC kunasute (LYN, HCK) u MHOecTBeHa
(JTlekapcTBeHA) PE3UCTEHTHOCT C ITOMOIITA HA TeHHA CBPhXEKCIpecHs. B 1ombIHEHNe Ha TOBA,
na3aTHHUO MHXUOUpa cemeiictBoTo Ha SRC KMHa3uTe npu CyOHAHOMOJIAPHU KOHIICHTPAITUH.

In vivo, o BpeMe Ha OTZEJIHU eKCIIEPUMEHTAIHN IPOYYBaHMS C IOMOILTa Ha MUK MoJenu Ha XMJL,
Ja3aTUHUO IpeaoTBpaTsaBa 000cTpsiHeTo HAa XpoHnyHata XMJI no OnactHa ¢a3za u yapikasa
MIPEKUBIEMOCTTA Ha MUIIIKH, HOCEIIH KJIETHUHH JINHUH, MTOJTy4yeHH OT nmauneHTH ¢ XMJI, pa3suBanu
CE Ha pa3INYHU MECTa, BKIIFOUUTEITHO B [IEHTPAIHATa HEPBHA CHCTEMA.

Knuanynu edukacHocT 1 6e300acHOCT

[To Bpeme Ha uznuTBaHe Qaza [, xeMaToIIOru4eH u MUTOTeHETHYEH OTrOBOP € HAOII0AaBaH pH
Bcndkd (asu Ha XMJI u Ph+ OJIJI npu nbpBOHAYAIHOTO JICYCHHE IIPH 84 HAIIMEHTH, TPOIBIIKIIO 0
27 mecena. OtroBopute ca ouim yctolunBy npu Benuku (azu Ha XMJI u Ph+ OJIL

3a onpejeinsHe Ha Oe3omacHocTTa ¥ e(hUKACHOCTTA Ha Ja3aTHHKUO npu narueHTd ¢ XMJI B XpoHHYHa,
HanpeaHalia Uik MuenonHa 6aactHa (pasa, pe3UCTEeHTHU WIIN ¢ HETIOHOCUMOCT KbM UMAaTHHHO, ca
NpOBEICHH YETUPU HEKOHTPOJIMPAaHU, OTBOPEHU KIMHUYHM u3nuTBanus dasa Il c eano pamo. Exno
PaHJOMU3UPAHO, HECPABHUTEITHO M3MUTBAHE € OWIIO IPOBEICHO MPH MAIIMEHTH B XpOHUYHA (aza, npu
KOHMTO € OWJI HaJIuIe HeyCHeX OT IbpBoHavYanHoTo JeueHue ¢ 400 wim 600 mg nmatunu®. Hayannara
no3a e Omna 70 mg nazaTuHMO ABa bTH AHEBHO. [IpomsiHa Ha qo3ara e Ouia paspereHa ¢ el
no00psiBaHe Ha aKTMBHOCTTA WJIM OBJIA/IIBaHE Ha TOKCHYHOCTTA (BXK. TOUKa 4.2).

[IpoBenenu ca nBe paHIOMU3MpPaHU, OTBOpeHH, (a3a [Il m3nurBanus 3a oneHKa Ha ePUKACHOCTTA Ha
Ja3aTUHUO, MpUIarad BEOHBX JHEBHO, B CPABHEHHUE C 1a3aTHHUO, IpUIaraH ABa IbTH JHEBHO. OCBEH
TOBA € MPOBECHO €HO OTKPUTO, PAHJIOMU3UPAHO, cpaBHUTENHO ¢a3a Il m3nurBaHe mpu Bb3pacTHU
MAIMCHTH C HOBOJMArHOCTHIIMPaHa XpoHuuHa (a3za Ha XMJIL.

EdukacHoctTa Ha 1a3aTHHUO ce 6a3upa Ha YeCTOTaTa Ha XEMATOJIOTUYHUS U [IUTOTCHETUYHUS
OTrOBOD.

HpO,Z[’LJ'DKI/ITeJ'IHOCTTa Ha OTTrOBOpa U U3YHCJICHATA CTCIICH Ha IMPEKUBACMOCT IPECAOCTABAT
JOIIBJIHUTCIIHU JOKAa3aTCJICTBA 3a KIIMHUYHATA 110J13a OT I[a3aTI/IHH6.
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OO6mro 2 712 marueHTH ca OWIN MONJIOKEH! Ha OIIEHKA B KIIMHUYHHU U3IHMTBAHUS, OT TIX 23% ca ounu
> 65 roauiIHa Bb3pacT, a 5% ca 6wy > 75 TOANHA.

Xponuuna gpaza XMJI - HosoouacHocmuyupaua

[IpoBeneHO € MEeKIYHAPOAHO OTBOPEHO, MHOTOIIEHTPOBO, PAHJOMU3HPAHO, cpaBHUTENHO (a3a I11
U3MMTBAHE MPHU Bb3PACTHH MALMEHTH ¢ HOBOAMArHOCTHIMpaHa XpoHuyuHa ¢a3za Ha XMJI. [Tanuenture
ca OWIH paHJIOMU3HMPAaHH Aa ModydaBaT win qa3atnand 100 mg BeTHBK JHEBHO MITH UMATHHUO
400 mg BemHBK AHEBHO. [IspBUYHATA KpaliHa TOYKA € OWiia YeCcTOTaTa Ha IOTBHP/ACHUS ITBJICH
LIUTOreHeTHYeH O0TroBop (complete cytogenetic response (cCCyR)) B pamkute Ha 12 Mecena.
Bropuunute kpaiinu Touku BKirouBaT Bpemero Ha cCCyR (Msipka 3a poIbIDKATETHOCT Ha
otroBopa), Bpemeto 10 cCCyR, gecToTara Ha rosiM MoJieKysipeH orroBop (major molecular
response (MMR)), Bpemero 10 MMR, npexussiemoct 6e3 nporpecusi (PFS) u o61a npexxusieMocTt
(OS). dpyru pesynratu 3a eduracHocT rimouBaT CCyR U mbjieH MOJIEKYIJISIpeH 0TroBop (complete
molecular response (CMR)). IIpoyuBaHeTo nmpoabixkasa.

00610 519 nanueHTH ca OMIM paHJAOMHU3UPAHU B TPYIH Ha jJeueHue: 259 Ha JedeHue ¢ Ja3aTHHUO U
260 ¢ umaTuHKUO. M3X0MHUTE TaHHK ca OMIM OallaHCUPaHU MEXIY JABETE IPYIH Ha JICYCHHUE 110
OTHOIIICHHE Ha Bh3pacTTa (MeIuaHaTa Ha Bb3pacTTa e Omia 46 roIMHY 3a rpynara Ha 1a3aTHHUO 1
49 roguHu 3a rpynara Ha MMaTHHUO ¢hC ChoTBETHO 10% 1 11% manueHTH Ha U Haj 65 roIuIIHA
BB3pacT), noi (;keHu cboTBETHO 44% 1 37%), u paca (cpoTBeTHO O 51% u 55%;

morrononHa 42% u 37%). Ha uzxoaHo HUBO pasnpenenenueto Ha Hasford Scores e 6ummo cxoqHo B
rpymnara 3a Je4eHue ¢ Aa3aTHHUO U Tpynara Ha uMaTuHuO (HUCHK puck: 33% u 34%; cpeneH puck
48% wu 47%; BUCOK pUCK: CHOTBETHO 19% 1 19%).

IIpu npocnenaBane Hail-manko 12 mecena, 85% OT NallMEHTUTE paHIOMHU3UPAHU B rpynaTa 3a
neueHue ¢ qa3zaTuHUO U §1% OT malueHTUTe paHIOMI3HPaHN Ha JICYeHNE C UMaTHHHO, BCE OIIIe ca
OMIIM Ha JICYEHHUE OT IIbpBa JUHU. 3% OT JICKYBaHUTE C 1a3aTHHUO U 5% OT JICKYBAaHUTE C IMATUHUO
NAIMEHTH ca IIPEeyCTaHOBWIM JICYEHHUETO B PaMKUTE Ha 12 Mecela mopaau Nporpecupate Ha
3a00IIABaHETO.

[Ipu npocnensBane Hail-manko 60 mecena, 60% OT maMeHTUTE, paHIOMU3UPAHH B IpyIaTa Ha
JIedeHune ¢ qa3aTHHuO, u 63% OT MmarueHTruTe, paHIOMU3NpPaHU Ha JIeYeHUE ¢ UMaTHHHUO, ca
NPOIBIDKABAJIH JICYCHUETO OT IIbPBa JINHHUAL.

11% ot nexyBanute ¢ na3zatuHuO 1 14% oOT NeKyBaHUTE C IMAaTHHUO MAIlMEHTH Ca MPEyCTaHOBUIIN
JIeYeHHEeTOo B paMKuTe Ha 60 Mecera mopaay nporpecupane Ha 3a00JIBaHeTo.

Pesynrarute 3a edukacHocT ca npeacraBenu B Tabnuia 9. CTaTUCTUYSCKU 3HAYUMO TO-TOJISIM
MIPOIIEHT MAIMeHTH B Tpymara ¢ qa3aTuHuo ca mocturHanyu CCyR B cpaBHEHUE C MAITUSHTUTE B
rpynara Ha IMaTUHUO 1Ipe3 meppBuTe 12 Mecerna ot nedeHueTo. E¢ukacnocTra Ha mazatuHnb ce
JIOKa3Ba MOCJIE0BATENTHO TIPH Pa3InYHU TOATPYNH, (OPMUpPaHH [0 OTHOILIEHNE HA BB3PACT, OT U
n3xoaHo HUBO 3a Hasford ckop.

Ta6auua 9:  PesyaraTu 3a epukacHocT oT npoyuBaHne (paza IIl Ha HoBoAUATrHOCTHLMPAHT
nauuenTu ¢ XMJI B xpoHu4yHa ¢a3za

Aa3aTHHHO HMATHHUO  P-CTOIHOCT
n= 259 n= 260

Otrosop (95% nosepuTeseH HHTEPBAJ)

IluToreHeTH4eH OTrOBOP
3a 12 mecena

cCCyR? 76,8% (71,2-81,8) 66,2% p< 0,007*
(60,1-71,9)

CCyR® 85,3% (80,4-89,4) 73,5% —
(67,7-78,7)

3a 24 mecena
cCCyR? 80,3% 74,2% —
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Aa3aTHHUO HUMATHHUO  P-CTOMHOCT
n= 259 n= 260
Otrosop (95% noBepuTeIeH HHTEPBAJ)
CCyR® 87,3% 82,3% —
3a 36 mecena
cCCyR? 82,6% 77,3% —
CCyR® 88,0% 83,5% —
3a 48 mecena
cCCyR? 82,6% 78,5% —
CCyR® 87,6% 83,8% —
3a 60 mecena
cCCyR? 83,0% 78,5% —
CCyR® 88,0% 83,8% —
I'onsam MoJiexyJisipeH 0TroBop”®
12 mecemna 52,1% (45,9-58,3) 33,8% p<0,00003*
(28,1-39,9)
24 mecena 64,5% (58,3-70,3) 50% (43,8- —
56,2)
36 mecena 69,1% (63,1-74,7) 56,2% —
(49,9-62.3)
48 mecena 75,7% (70,0-80,8) 62,7% —
(56,5-68,6)
60 mecena 76,4% (70,8-81,5) 64,2% p=0,0021
(58,1-70,1)
Koedunuent nHa puck (HR)
3a 12 mecena (99,99% CI)
Bpeme o cCCyR 1,55 (1,0-2,3) p<0,0001*
Bpeme no MMR 2,01 (1,2-3,4) p<0,0001*
IIpomxsmxutenmaocT Ha cCCyR 0,7 (0,4-1,4) p< 0,035
3a 24 mecena (95% CI)
Bpeme no cCCyR 1,49 (1,22-1,82) —
Bpeme no MMR 1,69 (1,34-2,12) —
IIpomxsmxutenmaocT Ha cCCyR 0,77 (0,55-1,10) —
3a 36 mecena (95% CI)
Bpeme mo cCCyR 1,48 (1,22-1,80) —
Bpeme no MMR 1,59 (1,28-1,99) —
[poxwsmxurennoct Ha cCCyR 0,77 (0,53-1,11) —
3a 48 mecena (95% CI)
Bpeme mo cCCyR 1,45 (1,20-1,77) —
Bpeme mo MMR 1,55 (1,26-1,91) —
[poxwsmxurennoct Ha cCCyR 0,81 (0,56-1,17) —
3a 60 meceuna (95% CI)
Bpeme mo cCCyR 1,46 (1,20-1,77) p=0,0001
Bpeme no MMR 1,54 (1,25-1,89) p<0,0001
IpoxpmxurenHoct Ha cCCyR 0,79 (0,55-1,13) p=0,1983

@ TToTBBpaCHUAT IbJIeH nuToreHernueH orroBop (cCCyR) ce onpenens kato OTTOBOp, OTYETEH B 1BA
MOCJIEI0BATETHM MOMEHTa (TIpe3 MHTEpBaj OT Hali-MaJIKko 28 HH).
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5 IMbanust uurorenernyen otrosop (CCyR) ce 6a3upa Ha eMHUYHA UTOTEHETUYHA OLIEHKA HA TPLOHAYHHUS
MO3BK.

* I'oneMusT MOJIEKYIISIPEH OTroBOp (IO BesKo Bpeme) ce onpeaenst kato BCR-ABL crotHOomenus < 0,1% upes
RQ-PCR B npo6u ot neputepHa KpbB, CTaHJapTH3UpaHH 110 MexIyHapoHaTa ckayia. ToBa ca KyMyJlaTHBH
4eCTOTH, IPEACTABSIIN MUHUMAIIHO IIPOCIeIIBaHe 3a ONpeie]IeHaTa BpEMEBA PaMKa.

* Kopurupano 3a Hasford Score u mocoueHara ctaTUCTHYECKA 3HAYUMOCT TIPH MIPEABAPUTEITHO OIIPEIEICHO
HOMHHAJIHO HUBO Ha 3HAYNMOCT

CI = moBeputeneH HHTEPBAI

Caen 60 meceua npocnessBane, Meananara Ha Bpemeto 10 cCCyR e 6mio 3,1 mecena B rpynaTa ¢
na3aTuHUO U 5,8 Mecena B rpynara Ha UMatuHUO npH nanueHTH ¢ noTebpaeH CCyR. Meananara Ha
BpeMeTo 10 MMR crien 60 Mecernia mpociensBane ¢ Omna 9,3 mecena B rpymnara ¢ ma3atuaub u 15,0
Mecela B rpynaTta Ha uMaTHHUO npu nauuentu ¢ MMR. Tesu pesynrtatu ca B CbOTBETCTBHE C
HaOmonaBanute mpu 12, 24 u 36 mecerna.

Bpemero 10 MMR e nzobpazeno rpapuano Ha @urypa 1. Bpemero 10 MMR e no-kpatko npu
NalUeHTHTE, JEKYBaHH C 1a3aTHHUO, B CPaBHEHHUE C T€3H, JIEKyBaHU C UMATUHHO.

®ur.1: Ounenka no Kaplan-Meier Ha BpeMeTo /10 rosisiMm MoJiekyJisipeH otroop (MMR)
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MECELI1
_ JMazatymu6 e Nmatunn®
<« OTrOBOPUIN oee OTroBOpHIN
I'PYIIA # OTTOBOPWJIN / # PAHJOMU3NUPAHU KOE®UIIMEHT HA PUCK
(95% CI)

Jazatunuo 198/259
Nmatnan6 167/260
JlazatuHub cpelry IMaTHHUO 1,54 (1,25 -1,89)

Croiinocture Ha cCCyR B rpynaTa Ha 1a3aTHHUO W Ta3u HA UMaTUHUO ca OMIIM CHOTBETHO, 32

3 mecena (54% u 30%), 6 mecenia (70% u 56%), 9 mecena (75% u 63%), 24 mecena (80% u 74%),

36 mecena (83% u 77%), 48 mecena (83% u 79%) n 60 mecena (83% and 79%) ca otroBapsu Ha
IbpBUYHATA KpaliHa Touka. CroitHocTuTe HAa MMR B rpymnaTa Ha nedeHue ¢ Ja3aTuHUO U rpynaTa Ha
JICYCHUE C UMaTHHHO, ChOTBETHO 3a 3 Mecena (8% u 0,4%), 6 mecena (27% u 8%), 9 mecena (39% u
18%), 12 mecena (46% u 28%), 24 mecena (64% u 46%), 36 mecena (67% u 55%), 48 mecena (73% u
60%) u 60 mecena (76% and 64%) chITI0 ca OTTOBapPsUTM HA ITbPBUYHATA KpaiHa TOYKA.

Yectorara Ha MMR B KOHKpeTHUTE BpeMeBHU TOUKHU € n300pazeHa rpadpuuno Ha Purypa 2. YectoTtara

Ha MMR e no-BrcoKa Mpu NanyueHTHTe, JEKYBaHH C JITA3aTHHUO, B CPaBHEHUE C TE3H, JICKYBaHU C
HMaTHHUO.
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®@ur. 2: Yectorn Ha MMR BBB BpeMeTo — BCHUKH PAHAOMHU3MPAHU NMAIMEHTH B IPOyYBaHe
¢aza I1I Ha HoBoaMAarHocTULMPaHu nanueHTH ¢ XMJI B XxpoHnuHa ¢aza

100
N 3a 5 roannu
30 3a 4 roantn 76%, p<.0022
3a 3 roguhm 73%, p<.0021
80 3a 2 roanHun 67%, p<.0055
64%, p<.0001
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Hazatuand 100 mg BexHBK JHEBHO 2_59
--------- Nmatian6 400 mg BegabX AHEBHO 260

[IponenTsT nauueHTy, nocrurnanu ckotHomenne BCR-ABL < 0,01% (4-log penykuusi) BB BceKH
€IMH MOMEHT, € OHJI IT0-BHCOK B TpyIaTa Ha JeYeHHUE C Ja3aTHHNO B CPAaBHEHHUE C TPyINaTa Ha JICUeHHE
¢ umMatrHuO (54,1% cpenty 45%). [IponeHTHT NaneHTH, mocTuraanu chotHomenne BCR- ABL
<0,0032% (4,5-log penykuust) BbB BCEKU €IUH MOMEHT, € OWJI TI0-BUCOK B IpyIiaTa Ha JICUEHHE C
Ja3aTHHUO B CpaBHEHHE € Tpynara Ha jedeHue ¢ UMatuaub (44% cpeury 34%).

Yectoture Ha MR4,5 BBB BpemeTo ca n3obpazenu rpaduuno na Gurypa 3. Uectorure Ha MR4,5 BbB
BpPEMETO Ca MO-BUCOKH MPH NAIMEHTH, JIEKyBaHU C Aa3aTUHHUO, B CPABHEHHE C TE3H, JICKYBaHHU C
UMaTUHHO.

®@ur. 3: Yectorute Ha MR4,5 BLB BpeMeTo - BcHUKH paHIoMU3MPAaHH MALMEHTH B IPOy4YBaHe
(aza III na HoBoguarHocTunMpanu nanuenTu ¢ XMJI B xponuyHa ¢a3sa.
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Hazaruau6 100 mg Benubx aHeBHO 259
--------- Nmarnun6 400 mg Beanbxk qHeBHO 260

Yecrorata Ha MMR BBB BCEKH €JMH MOMEHT BbB BCSIKA €/IHa OT PUCKOBUTE TPYIIH, ONPEIEIICH Upe3
Hasford ckop, e Ouiia o-BUCOKa B Ipyrarta Ha JeUeHHE ¢ Ja3aTHHUO B CpaBHEHHUE C Ipyrara Ha
JICYCHUE C UMATHHHO (CHOTBETHO HUCHK puck: 90% u 69%; mexxauneH puck: 71% u 65%; Bucok
puck: 67% u 54%).

[Ipu gombIHKUTENEH aHAN3, TOBEYE OT JIEKYBaHUTE C Aa3aTUHHUO manueHTH (84%) ca momyduiin paHeH
MoJieKyisipeH oTroBop (onpeneneH kato BCR-ABL uuBa < 10% Ha 3-Tust Mecelr), B CpaBHEHHE C
MAIUCHTUTE JIEKyBaHU ¢ UMaTHHUO (64%).

[lanueHTHTE MOCTUTHAIM PaHEH MOJIEKYJISIPEH OTTOBOP Ca C MO-HUCHK PUCK OT TpaHchopMaius, 1mo-
BHCOKa CTeIeH Ha npekuBsieMoct 0e3 mporpecusi (PFS) u no-sucoka crenex Ha cpeana
npexusseMoct (OS), kakTo e npeacTaBeHo B Tabnuma 10.

Taoauna 10: ITanuentn Ha xazaTuano ¢ BCR-ABL <10% u > 10% Ha 3-Tus MeceIn

Jaszatunn6d N = 235 HammenTn ¢ BCR-ABL  IManmentn ¢ BCR-ABL
<10% Hna 3-Tust Mecen >10% Hna 3-Tust Mecen
Bpoit naruentu (%) 198 (84,3) 37 (15,7)
Tpanchopmarms cien 60 mecera, n/N (%) 6/198 (3,0) 5/37 (13,5)
Yecrora Ha PFS 3a 60 meceria (95% CI) 92,0% (89,6; 95,2) 73,8% (52,0; 86,8)
Yecrota Ha OS 3a 60 mecera (95% CI) 93,8% (89,3; 96,4) 80,6% (63,5; 90,2)

Yectortara Ha OS B KOHKpPETHUTE BPEMEBH TOUYKH € U300paseHa rpapuuHo Ha Purypa 4. Uectorara Ha
OS e mo-BHCOKa IMPpY TAITUEHTH, JICKYBaHH C Ja3aTUHUO, KOWTO ca mocturHaim HuBo Ha BCR-ABL
< 10% na 3-Tus Mecel, B CpaBHEHHE ¢ TE3H, KOUTO HE ca.

@ur. 4: I'paduka 3a 06ma npe:kuBsieMocT npu AazaTuHuo cnopen BCR-ABL wuBa (< 10% wim
>10%) na mecen 3 B npoyuBaHne (¢aza I1l npu HOBOANATHOCTULIIMPAHY NMAIHEHTH €
XMUJI B xponn4Ha (paza

I._____.,._,.,I. e - S

na J T o =y

] T T T T T L] ] I | T T T ] ] L] T
o k- | [: ] L | 1 15 1B a a4 ar 4] ¥ == b - | AL L 1 L -] 51 L | L B B3 = ;] = T ™
MECELI

IMauneHTH B pucK
<=10% 198 198 197 196 195 193 193 191 191 190 188 187 187 184 182 181 180 179 179 177 171 96 54 29 3 O
>10% 37 37 37 35 34 34 34 33 33 31 30 29 29 29 28 28 28 27 27 27 26 15 10 6 O O

O <10% e >10%

<< LleH3ypupanu esa LIeH3ypupanu

I'PVIIA # CMBbPTHU CIIYYAU / # Land MEJIUAHA (95% CI) KOEOUIIMEHT HA
[Manuentn PUCK (95% CI)

<10% 14/198 (-2)

>10% 8/37 (-2) 0,29 (0,12 - 0,69)
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IIporpecusra Ha 3a00JsBaHETO € neprHMpPaHa KaToO YBeIUIeHHE Opost Ha OeHuTe KPBhBHH KIIETKH
BBIIPEKH MTOAXOAMIOTO Jeuenue, 3arydoa Ha CHR, wactnaen CyR wim CCyR, mporpecus no
HanpeaHana uin onactHa Qasa unn cMbepT. M3uncnenara crenen Ha PFS 3a 60 mecena e 6una 88,9%
(CI: 84%-92,4%) 3a rpynute Ha JieueHue ¢ nazatuHu0 u umatuanO. Cien 60 Mecenia npeMUHaBaHE
KbM HalpeHana Wiv OacTHa ¢aza HACTHIIBA MPH MO-MaJIKO MAIIMEHTH Ha JICUCHUE ¢ Ja3aTHHUO (n=
8; 3%) B cpaBHEHHE C TAIMEHTHUTE, JIEKYBaHU ¢ UMaTHHUO (n= 15; 5,8%). M3uncienure yecToTH Ha
MPEKUBIEMOCT 3a Iepro 1 oT 60 Mecela 3a MaIMeHTH JIEKYBaHH ¢ Ja3aTHHHO ¥ UMaTHHHO, ca 01N
crotBeTHO 90,9% (CI: 86,6%-93,8%) 1 89,6% (CI: 85,2%-92,8%). Hsama pazmuka B OS (HR 1,01,
95% CI: 0,58-1,73, p=0,9800) u PFS (HR 1,00, 95% CI: 0,58-1,72, p = 0,9998) mexy nazatuau0 u
UMaTHHUO.

[Ipu manmeHTHTE, KOUTO CHOOIIABAT 3a MPOTPECHs Ha 3a00JIIBAHETO WIIM IIPEYCTAHOBSIBAT JICYEHHUETO
C 1a3aTHHUO WM UIMAaTHHUO, IPY HAJIMYUe Ha KpbBHU NpodH, € u3cnensad BCR-ABL. IIpu nsete
pameHa Ha JiedeHue € HaOIoJaBaHa CX0JHa YeCTOTa Ha MyTallH. Y CTAHOBEHUTE MYyTAallUH B Tpynara,
neKyBaHa ¢ jgazaTuau0, ca 6w T3151, F3171/L u V299L. Pa3nu4eH crieKTbp OT MyTaIlMX € OTKPHUT B
rpymnarta, JJeKyBaHa ¢ IMaTHHUO. Bb3 ocHOBa Ha in vitro naHHu Ja3aTUHUO HE TIOKa3Ba aKTHBHOCT TIPU
T3151 myTanusra.

Xponuuna pasa na XMJI — pe3ucmenmnocnm wiu HenOHOCUMOCH KoM NPEOUUHO JIeUeHUe C UMAMUHUO
ITpoBe/ieHu ca B KIMHUYHNA U3MUTBAHKS TIPH MAIMCHTH C PE3UCTCHTHOCT MJIM HETOHOCHMOCT KbM
UMaTHHUO; ThPBUYHATA KpaifHa TOYKA 10 OTHOIICHHE HA ¢(PUKACHOCTTA B TE3H U3MUTBAHUS € OUIT
rojeMusT nuToreHeTndeH oTroBop (Major Cytogenetic Response (MCyR)):

Ilpoyueane 1

OTBOpEHO, PaHOMU3UPAHO, HECPABHUTEIHO MHOTOLIEHTPOBO IIPOYUYBaHE, MPOBEIEHO MPH MAIIUEHTH C
HEycIeX Mpu rbpBoHavyanHoTo jJeueHue ¢ 400 win 600 mg nmaTau®. [TanmenTure ca Onnm
pargoMusupani (2:1) wim na npreMat nazatuaud (70 mg qBa mbTH AHEBHO) Wik uMaTtuHUO (400 mg
JIBa TbTH AHEBHO). [[peMrHaBaHe B paMOTO C alNTEPHATUBHO JIeUEeHHE € OWIIO TO3BOJIEHO, B CIIydail 4e
NalMEHTHT MOKa3Ba JaHHM 33 000CTpSHE Ha 3a00JSIBAHETO MIIM HETTOHOCUMOCT, KOMTO HE MOJXKE /12
ObIar oBNaAsHU Ype3 NpOMsHA Ha o3arta. [IbpBryHaTa Kpaiina Touka e Omna MCyR cnen 12
cenmuty. [Tomyuenu ca pesynratu ot 150 nanuenTn: 101 ca Ouny paHIOMU3UPAHH Ja MTOTyYaBaT
na3aTuHUO, a 49 uMaTHHNO (BCHYKM PE3UCTEHTHH KbM MMaTHHUO). MenuanaTta Ha BpEMETO OT
JuarHo3aTa 0 paHJIOMH3HMpaHeTo e Omio 64 Mecela Npy rpymnara Ha Aa3aTHHUAO U 52 Mecena npu
rpynaTta Ha IMaTHHUO. BCUUKM manmeHTn ca Ouiy akTHBHO JIeKyBaHM mpeu. [IpeamecTsaii mbicH
xematosiorundeH oTroBop (CHR) xpMm umaTuaNO € 61t mocturHat mpu 93% oT 1s1aTa momyJianus
naruenTy. [IpeqmectBamr MCyR kbM HMaTHHUO € TOCTUTHAT CHOTBETHO 1pH 28% 1 29% ot
NAIMEHTHUTE Ha JICYCHHUE B Ia3aTHHUO U UMAaTUHHUO paMeHara.

MennaHarta Ha IPOIBIDKUTEITHOCT Ha JieueHHeTo e Ouna 23 Mecena 3a nazatuau6 (44% ot
NalMEHTHTE ca JIEKyBaHU > 24 mecena) u 3 mecena 3a MaTHHUO (10% OT manueHTHTe ca JeKyBaH!
> 24 mecena). JleBeTneceT ¥ TpU NPOLEHTA OT NALMEHTUTE OT Aa3aTUHUO pamoTo U 82% ot
MaIeHTuTe B UMaTHHUO pamoTo ca nocturHaiy CHR mpenn npeMuHaBaHeTo KbM apyrara cxeMa Ha
JICYCHHE.

Ha 3-s mecert MCyR e HabnroaBaH 1mo-4ecTo Ipu cxemata Ha JieueHue ¢ nazatuauo (36%) B
CpaBHEHHUE C Ta3u Ha UMAaTUHUO (29%). 3a oTOesA3BaHe €, ye npu 22% OT MAIUCHTUTE B 1a3aTUHUO
paMoTo e cbhoO1IeHO 3a bjeH nurorenerudeH otrosop (CCyR) u camo npu 8% oT nauueHTHTe B
UMaTHHUO PaMOTO € JOKJIaJBaHO IbjicH nuroreHeTrdeH oTroBop (CCyR). [Tpu mo-npoabKUTETHO
nedyenue u npocneassane (cpeano 24 mecema) MCyR e mocturnar mpu 53% OT nmanueHTure,
nexyBaHH cbc ga3atuHuO (CCyR npu 44%), n 33% ot naunentute, noiay4asamu nMatuan6 (CCyR
npu 18%), npenu npeMuHaBaHETO KbM Apyrara cxema Ha jgedeHue. [Ipu nomyvaBanure umatuaun6 400
mg NayeHTy Ipeay BKIouBaHe B npoyuBaneTo, MCyR e nocturnat npu 61% OT nauueHTUTe B
paMoTo cbe na3zaTuHuO u npu 50% B UMaTHHUO PaMoTO.

ITo merona na Kaplan-Meier nporieHTHT OT manueHTH, 3aabppxana MCyR 3a 1 ronuna, € 6wt 92%
(95% nosepurenen unaTepsan [85%-100%]) 3a nazatunub (CCyR 97%, 95% noepuTelieH HHTEPBAI
[92%-100%]) u 74% (95% moBepurenen untepBain [49%-100%]) 3a umatuau6d (CCyR 100%).
[IpouenTsT o1 Marmenty, 3aabpkann MCyR 3a 18 mecena, e 61t 90% (95% moBepuTeneH HHTEpBAI
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[82%-98%) 3a mazatunmnd (CCyR 94%, 95% nosepurenen uarepsan [87%-100%]) u 74% (95%
nmoseputenieH uHTEpBa [49%-100%]) 32 nmaTuanO (CCyR 100%).

ITo meTona Ha Kaplan-Meier mpoueHThT OT HauueHTy ¢ npexussieMoct 6e3 nporpecust (PFS) B
npoabipkenre Ha 1 ronuHa e 6m 91% (95% noseputenen uatepBai [85%-97%]) 3a nazatnHub u
73% (95% nosepurenen unrepsan [54%-91%]) 3a umatuau6. [IporieHTHT OT MAEHTH C
npexusseMoct 6e3 oboctpsiae (PFS) mo 2 ronunu e 6mn 86% (95% moseputeneH uarepsai [ 78%-
93%]) 3a nazatunub u 65% (95% nosepurencH unreppai [43%-87%]) 3a uMaTUHKO.

[Ipu 06110 43% OT manuenTuTe B 1a3aTHHUO paMoTo U 82% OT MalMEHTUTE B UMAaTUHUO paMoOTo €
HaOJIr01aBaH HEYCIeX OT JISUSHUETO, ONpeAesIeH KaTo MPOrpecks Ha 3a00JIsIBAHETO HIIH [TPEeMUHABaHEe
KBM JpyTa cXema Ha JeueHue (JIuca Ha OTTOBOP, HEMOHOCHUMOCT KbM M3IUTBAHUS JIEKaPCTBEH
OPOAYKT U T.H.).

UecroTraTa Ha rojisiM MOJIEKYJISIpeH oTroBop (onpenener kato BCR-ABL/KOHTpOITHU TPaHCKPHIITH
<0.1% gpe3 RQ-PCR B npobu ot nepudepHa KpbB) Mpeay MPEMUHABaHE KbM JIpyraTa cxema Ha
seyenue e ouna 29% 3a mazatuanO u 12% 3a uMaTUHUO.

Ilpoyusane 2

OTBOpEHO, MHOTOIIEHTPOBO MPOYYBAHE C €THO PaMO € MPOBEICHO MPH MAIUEHTH C PE3UCTEHTHOCT
WIN HETIOHOCUMOCT KbM UMAaTUHHO (T.€. MAaLMEeHTH, IIPU KOUTO € HaOJII0aBaHa 3HaUNTEIHA
TOKCHYHOCT T10 BpeMe Ha JICYEHHUETO C UMaTHHHUO, KOETO € IONPEYMiI0 Ha I0-HATAThIIHOTO JICUCHHUE).
00610 387 nmanueHTH ca npuemManu Aazatuaub 70 mg qBa bty AHEBHO (288 pe3ucTeHTHU U 99 ¢
HENOHOCUMOCT). MeanaHaTa Ha BpeMeTO OT JuarHo3aTta o0 HayajJoTo Ha JieueHHeTo e Omio 61
mecerna. [loBedero ot manmenture (53%) ca Owmm mpeau TOBa Ha JIeYEHUE ¢ UMAaTHHUO 3a TOBeYe OT 3
roauau. ['osiMa 9acT OT MalMEeHTUTE ¢ Pe3UCTeHTHOCT (72%) ca npuemainu > 600 mg uMaTHHHO.
OcBen umatuHuO, 35% OT maueHTUuTe ca OWITH Mpeay TOBa Ha MUTOTOKCUYHA XUMHUOoTepamnus, 65% ca
IIpUeMaly peny ToBa nHTepdepoH, a Ha 10% e Ouia npoBeneHa TpaHCIJIAHTALMS Ha CTBOJIOBU
kneTku. I1pu 38% ot mauuenTuTe ca OMiIM HalIMLE NPEIIISCTBALIN MYTAlUH, 38 KOUTO € U3BECTHO, 4e
BOJISIT IO PE3UCTEHTHOCT KbM UMaTHHHUO. MenuanaTta Ha MPOABIKUTEIHOCTTA Ha JICYEHHETO C
na3aTuHuO e 6mna 24 mecena, kato 51% oT manueHTHTe ca JeKyBaHu > 24 mecena. Pesynratute mo
OTHOLIIEHHE Ha eUKacHOCTTa ca npencraBeHu Ha Tabmuua 11. MCyR e nmocturnar npu 55% ot
UMaTUHUO-PE3UCTEHTHUTE MAMEHTH U 82% OT NalrMeHTUTe ¢ HETOHOCHUMOCT KbM UMaTUHHO. [Tpn
MUHUMYM 24 MeceuyHo npocnessaBane 21 ot 240 nmanuenty, npu kouto e nocturaatr MCyR ca nmanu
Iporpecus Ha 3a00JIABaHETO U IPH TAX HE € IOCTUTHAaTa MeJUaHaTa Ha npoabmkurenHoct Ha MCyR.

ITo merona na Kaplan-Meier 95% (95% noseputenen uarepBai [92%-98%]) ot nanueHTuTe ca
sanppkam MCyR 3a 1 roguna u 88% (95% noseputenen uatepsai [83%-93%]) ca 3agppixanu
MCyR 3a 2 rogunu. [IponeHTsT OT nanmenTy, 3aabpxkanma CCyR 3a 1 romuna, € 97% (95%
noBeputelieH uHTepBall [94%-99%]) u 3a 2 ronunu € 90% (95% nosepurenen untepsai [86%-95%]).
UetnpuaeceT u JBa MPOIIEHTa OT HIMAaTHHUO-pE3NCTEHTHUTE NanuerTn 6e3 npeamectsaml MCyR kbpm
nMatuauO (n= 188) ca mocturnamm MCyR ¢ nazatuam®.

VYcranosenu ca 45 paznuuan BCR-ABL myTtaumu npu 38% oT nanueHTrTe, BKIIOUEHH B TOBA
usnutBaHe. [Ibien xemaronoruuer orroBop wirt MCyR e MOCTUrHAT MPU MalUeHTH ¢ pa3HOOOpa3HU
BCR-ABL myTtanuu, CBp3aHU ¢ PE3UCTEHTHOCT KbM UMaTuHUO, ocBeH T3151. Yectotute HAa MCyR
cien 2 TOAVHHM ca MOA00HH, HE3aBUCUMO Jalli MalUeHTUTE ca nMainu B Hayaioto BCR-ABL myrarus,
P-loop myTauus unu ca Omnn 6e3 myrtanus (cboTBeTHO 63%, 61% 1 62%).

[Ipn nmaTuHUO-pe3ucTeHTHUTE NanienTy yectorata Ha PFS e 6una 88% (95% nosepurenen
nuntepBan [84%-92%]) na 1-ta ronuna u 75% (95% nosepurenen unatepBan [69%-81%]) Ha 2-Ta
roguHa. [Ipu manueHTrTe ¢ HEMOHOCUMOCT KbM UMAaTHHHO decToTata Ha PFS e 6uma 98% (95%
nmosepureneH uatepsai [95%-100%]) Ha 1-ta ronunaa u 94% (95% noseputenen naTepBai [88%-
99%]) Ha 2-Ta ronuHa.

UYecToTaTta Ha TOJISIM MOJIEKYJISIPEH OTTOBOD 3a 24 Mecemna e 6mna 45% (35% 3a umMaTHHUO-
PE3UCTEHTHH MalUeHTH U 74% 3a MalMEeHTUTE ¢ HETOHOCUMOCT KbM UMATHHHO).
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Hanpeouana gpaza na XMJI

OTBOpEHO, MHOTOLIEHTPOBO MIPOYYBAHE C €JHO PAMO € MPOBEACHO MPH MAIIUEHTH C HEMOHOCHMOCT
WIN PE3UCTEHTHOCT KbM UMaTHHNO. OO0 174 manuenTu ca npueMany aa3atuaud 70 mg aBa mbTH
nmHeBHO (161 pesuctenTHu u 13 ¢ HemoHocuMocCT). MeinaHaTa Ha BPEMETO OT IMarHo3ata J1o
HAYaJIOTO Ha JIeyeHHeTo e omo 82 mecera. MennaHaTa Ha MPOABIDKUTETHOCTTA HA JIEUEHUETO C
nmazatuHuO e Omma 14 mecena, kato 31% ot mamuenTuTe ca gekyBanu > 24 mecena. Yecrorara Ha
roJIsIM MOJIEKyIsApeH oTroBop (oueHeH npu 41 nanuentu cbe CCyR) e 46% Ha 24-us mecen. Omie
pe3yNTaTH M0 OTHONICHKE HA e(hUKaCHOCTTA ca mpeacTaBeHy Ha Tabmuma 11.

Muenoudna bracmua gaza na XMJI

OTBOpPEHO, MHOTOLIEHTPOBO MIPOYUYBAHE C €THO PAMO € MIPOBEAECHO MPU MAIIUEHTH C HEIOHOCUMOCT
WIN PE3UCTEHTHOCT KbM UMaTHHMO. OO0 109 manuenTu ca npueManu aa3atuand 70 mg aBa mbTH
nmHeBHO (99 pesuctentan u 10 ¢ HemoHOCHMOCT). MeapanaTa Ha BpeMEeTO OT AWarHo3ara J0 HadaloTo
Ha JiedeHneTo ¢ omo 48 Mecena. MenuaHara Ha IPOIBIKUTEITHOCTTA Ha JICYCHUETO C Ja3aTHHUO €
ouna 3,5 mecena, karo 12% oT manueHTHTE ca JeKyBaHu > 24 Mecena. YectoTara Ha roism
MoJeKysapeH otroBop (oreneH npu 19 manuentu csc CCyR) e 68% Ha 24-us mecen. Omie pe3yaTatu
10 OTHONICHUE Ha eprKacHOCTTa ca mpejcTaBeHn Ha Tabnmma 11.

Jlumgpouona dracmua gaza na XMJI u Ph+ OJIJ1

OTBOpEHO, MHOTOLICHTPOBO MIPOYYBAHE C €IHO PaMO € IPOBEICHO NP MALUEHTH ¢ TUM(OHIHA
omactra aza sa XMJI 1 Ph+ OJUJI, ¢ HEMOHOCUMOCT WJIM PE3UCTCHTHOCT KBM IIPEIIIECTBAIIIO0
neuyenne ¢ umatuauO. O61mo 48 manuentu ¢ numdonana d6iactHa daza Ha XMJI ca npuemann
na3atuHu6 70 mg 1Ba TbTH THEBHO (42 PE3UCTEHTHH U 6 ¢ HEIOHOCHMOCT KbM UMAaTUHHO).
MennaHnata Ha BpEMETO OT JUArHo3aTa 10 HadajaoTo Ha JiedeHueTo € Omto 28 Mecema. MeauanaTta Ha
NPOIBIDKUTEIHOCT Ha JICYEHUETO ¢ Aa3aTHHUO e Omina 3 Mecena, kato 2% OT NallMEeHTUTE ca JIEKyBaHU
> 24 mecena. YecToTata Ha TOJISIM MOJIEKYJISIPEH OTroBOp (Bcuuky 22 nekyBanu nauueHTu cbe CCyR)
e 50% Ha 24-us mecen. B nonbiHenne, 46 nanmentu ¢ Ph+ OJIJI ca npuemanu gazatuan6 70 mg aBa
BT JHEBHO (44 PE3UCTEHTHU U 2 ¢ HEMOHOCHMOCT KbM MUMATHHHO). MennaHnaTa Ha BpeMETO OT
JuarHo3aTa 10 HayajuoTo Ha JieueHueTo € Omio 18 mecena. MeauanaTa Ha MPOABIDKUTEIHOCT Ha
JICYEHUETO C 1a3aTUHUO e Omia 3 Mecena, kKato 7% OT MaIMeHTUTE ca JIEKyBaHU > 24 mecena.
YecToTarta Ha TOJISIM MOJIEKYISIPEH OTTOBOD (Bcuuku 25 nexkyBanu naiueHT cbec CCyR) e 52% Ha 24-
us Mecenl. O1e pe3yaTaT 1o OTHOLICHHE Ha epUKACHOCTTa ca mpejacTaBeHu Ha Tabmuma 11. 3a
oTOesI3BaHe e, 4e ToeMusT xemarojorudeH otroBop (I'’X0) e mocturaar 66p30 (Haii-4ecTo B
paMkuTe Ha 35 THH OT 3all04BaHe Ha NpUeMa Ha Ja3aTUHHUO MPH MalMeHTHTe ¢ TuMpOonIHa OlacTHA
XMJI u B pamkute Ha 55 aau npu nanuenture ¢ Ph+ OJUI).

Ta6auna 11: E¢pukacHocT Ha 1a3aTHHUO Npu KIMHUYHA n3nuTBaHus ¢asa I ¢ eqno pamo®

Muesnon Ph+

aaa  Jlumpongna OJIJI

Xponuuna Hanpennana OugactHa OaactHa  (n=
(n=387) (n=174) n=109) (n=48) 46)

Xemarosioruuen orrosop® (%)

MaHR (95% CI) n/a 64% (57-72) 33% 35% (22-51) 41%
(24-43) (27-

57)

CHR (95% CI) 91% (88- 50% (42-58) 26% (18- 29% (17-44) 35%
94) 35) (21-

50)

NEL (95% CI) n/a 14% (10-21) 7% (3- 6% (1-17) 7%
14) (1-

18)

[poxsmwxurennoct Ha MaHR (%; mo Kaplan-Meier)

1 ronuna n/a 79% (71-87) 71% (55- 29% (3-56) 32%
87) (8-
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56)

2 TOIVHU n/a 60% (50-70) 41% (21- 10% (0-28) 24%
60) (2-
47)

IuroreneruyeH otroBops (%)
MCyR (95% CI) 62% (57- 40% (33-48) 34% (25- 52% (37-67) 57%
67) 44) (41-
71)
CCyR (95% CI) 54% (48-  33% (26-41) 27% (19- 46% (31-61) 54%
59) 36) (39-
69)

pexnssemoct (%; mo Kaplan-Meier)

bes nporpecus

1 roguHa 91% (88-  64% (57-72) 35% (25- 14% (3-25) 21%
94) 45) (9-

34)
2 roguHu 80% (75-  46% (38-54) 20% (11- 5% (0-13) 12%
84) 29) (2-

23)

OO0

1 roguHa 97% (95- 83% (77-89) 48% (38- 30% (14-47) 35%
99) 59) (20-

51)
2 TOIUHUA 94% (91-  72% (64-79) 38% (27- 26% (10-42) 31%
97) 50) (16-

47)

JlaHHUTE, ONMCaHM B Ta3W TAOJHIIA, Ca OT MPOYYBAHHUS, IIPU KOUTO HavaHATa 7032 ¢ Owia 70 mg JaBa mbTH
JTHEBHO. BrokTe Touka 4.2. 32 MpenopbhUUTEIIHATA HAYAIHA /103,

2 Tludpure c yaedeneH mpudT ca pe3yiTaTUTe 3a MbPBUYHUTE KPAWHU TOUKH.

5 Kpurepun 3a XeMaToNOTMYEH OTTOBOP (BCHYKU OTTOBOPH €a MOTBHPACHH ciiel 4 cexMuiu): Iomam
xematojoruueH orroBop (MaHR) = nbien xemaronoruuen orrosop (CHR) + Hsima naHHU 32 JIeBKeMUS
(NEL).

CHR (xponmuna XMJI): WBC) < onpenenenata ULN, Tpombonuts < 450 000/mm?, Hama 61acTu umm
MIPOMHUETIONUTH B IepudepHaTa KpbB, < 5% MUETONUTH IUTIOC METAMHEIIOHUTH B IepudepHarta KpbB, < 20%
6azo¢dnm B mepudepHara KpbB U 0€3 eKCTpaMeayIapHO BKIIIOYBAHE.

CHR (nanpeanana XMJI/Ph+ OJLT): WBC < onpenenenara ULN, ANC > 1 000/mm?, TpomGonutu > 100
000/mm3, HsiMa 61acTH WK IIPOMUENOLUTH B epudepHaTa KpbB, 6J1aCTH B KOCTHUS MO3bK < 5%, < 5%
MUEIIONUTH IUTFOC METAMUEIIOIUTHY B iepudepHara KpbB, < 20% 6a3zoduiau B nepudepHaTa KPbB U 0€3
ekcTpaMenyIapHo Bmousane. NEL: cpiute kpurepun kakto 32 CHR, Ho ANC > 500/mm?® u < 1 000/mm?3,
win TpoMbonuty > 20 000/mm? u < 100 000/mm?.

Kpurtepuu 3a nurorenernycH otroBop: mbiicH (0% Ph+ metadasu) wim gactuuen (> 0%-35%). MCyR (0%-
35%) KOMOWHMpPA IIBIHUS U YaCTUYHUS OTTOBOP.

n/a = venpuioxumo; CI = nosepurenen nnrepsair; ULN = ropHa rpanuiia Ha HopMaTa

Pe3ynTaThT npy MarMeHTH ¢ TPAHCIUIAHTAIMS Ha KOCTEH MO3BK CJIeH JICUCHHE ¢ Ja3aTHHUO HE € O
HAIIBJIHO OLICHEH.

Knunuunu usnumeanus aza 11l npu nayuenmu ¢ XMJI ¢ xponuuna, Hanpeonania uiu Mueiouond
onacmna aza, u Ph+ OJIJI, koumo umam pe3ucmenmnocm uiyu HenoHOCUMOCH KbM UMAMUHUO
JIBe paHIOMU3MpaHH, OTBOPEHHU MPOYYBAHHS Ca OWIIU IMPOBEICHH 32 OIICHKA e(PUKacCHOCTTa Ha
Jla3aTUHUO, TIPUIIOKEH BEIbXK JTHCBHO, B CPABHEHUE ChC Aa3aTHHUO, TPIJIOKEH /1B ITBTU JHEBHO.
Pesynratute, onrcaHu mo-110.1y, ce 0a3upat Ha TOHE 2 TOJAWHH U 7 TOJAWHHM MPOCIIEASBAHE CIIe]
3all0YBaHe Ha JIEYEHUETO C Aa3aTHHHUO.
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Ilpoyueane 1

B u3nutBaHeTo mpu XxpoHuyHa ¢asza Ha XMJI, mppBuuHaTa KpaiiHa Touka € 6mia MCyR npu
MMaTUHUO-pEe3UCTEHTHU NauueHTH. OCHOBHATa BTOpHYHA KpaiiHa Touka e 6mna MCyR mo o0mia
JTHEBHA J103a P UIMATHHUO-PE3UCTCHTHH MalueHTH. J{pyru BTOPUYHU KPaiiHU TOYKY ca OMITH
npoaswkuteaHoct Ha MCyR, PFS u 06mma npesxkussiemoct. O01mo 670 marueHTH, oT Kouto 497 ca
OMJIM UMaTUHUO-PE3UCTCHTHH, ca OMJIM paHAOMU3HUPAHU KbM Ja3aTuHUO B rpynu 100 mg BeaHbK
nHeBHO, 140 mg BenHbx AHEBHO, 50 mg nBa bTH AHEBHO Wi 70 mg nBa mbTU AHEBHO. MenuaHaTa
Ha TPOIBJDKUTEIIHOCT Ha JICYSHUETO 32 BCUUKH MAlMEHTH, KOUTO BCE OIlle ca OMJIM Ha JICYCHHE C TIOHE
5-roauiHo npocienssane (n= 205) e 6una 59 mecena (auana3zon 28-66 mecena). MeanaHaTta Ha
MPOABIDKUTEITHOCT Ha JICYCHHETO 32 BCHUKY MAIMEeHTH MPHU 7-TOAUIITHO TpociiesBaHe e omna 29,8
Mecena (auamna3on < 1-92,9 mecemna).

EdwukacHocT e 6uina nmocTurHara BbB BCUYKH TPYIIH, JIEKYBaHU C 1a3aTUHUO, ChC CXeMa BEIbK
JTHEBHO, TIOKa3BaIlld CPaBHUMA €(hUKACHOCT (HE MO-MaJIKa) B CPABHEHHE ChC CXEMaTa JIBa IbTH
JTHEBHO I10 OTHOIIICHHE Ha IbpBUYHATA KpaiiHa Touka 3a epukacHocT (paszauka B MCyR 1,9%; 95%
JIoBEpHUTENIeH nuTepBai [-6,8% - 10,6%]); cxemara 100 mg BeaHBX THEBHO 00aye € moka3aia Io-
no0pa 0e30macHOCT U TOHOCUMOCT. PesynraTure 1mo oTHOIIeHHE Ha e(DUKACHOCTTA Cca MPEICTaBEHH B
Tabmmm 12 u 13.

Tabauua 12: E¢pukacHoct Ha 1a3aTunu6 B npoyuBaHne ¢a3a 111 3a onTumu3upane Ha 103aTa:
nauueHT ¢ XMJI B XxpoHu4Ha (pa3a, ¢ pe3uCTEHTHOCT UJIM HEMOHOCUMOCT KbM
HMATHHHUO (2-TOAUIIHM pe3y/ITaTH)a

Bcuuku nanmueHTH n=167
Hafl/llwefll{TTl:lﬂnﬁ Pe3uCTEHTHH n=124
Crenen Ha xemaToJIorudenus orroBop® (%) (95% CI)

CHR 92% (86-95)
IMuroreneruyen orrosop® (%) (95% CI)
MCyR

Bcuuky nanueHTH 63% (56-71)

E;\;[la;enHHTpf-pesHCTeHTHH 59% (50-68)
CCyR

Bcuuky nanueHTH 50% (42-58)

E;\;[la;enHHTpf-pesHCTeHTHH 44% (35-53)

T'ossim MoJiekysipeH oTroBop npu nanuentu, nocruramu CCyR" (%) (95% CI)
Bceuuku nanuentu 69% (58-79)

NmatnanO-pe3ucTeHTHI
HAIAEHTH

72% (58-83)

@ PegynraTy, chOOLIEHH MTPU NPENOpbUYUTENIHA HavanHa 1o3a 100 mg BeAHBK JTHEBHO.

6 Kputepuu 3a XeMaTOJIOTHYEH OTTOBOP (BCHYKH OTTOBOPH Ca MOTBLPJEHH ciief 4 cexmuin): [Tbien
xemarosioruueH otroBop (CHR) (xpornuna XMJT): WBC < onpezesneHu CTOHHOCTH 3a TOpHA TPaHUIIA HA
nopmara (ULN), tpomboruta <450 000/mm?, Ge3 61acTHU KIETKH WM IPOMUENIOIUTH B IepU()epHaTa KPbB,
<5% MHETOIUTH ILUTIOC METaMHUENIONUTH B rieprudepHaTa KpbB, 6azoduin B neprudepHaTta kpbB <20%, u 6e3
eKCTpaMeIyJIapHO 3acATaHe.

* Kpurepun 3a nurorenerndeH otroBop: mweieH (0% Ph+ meradasn) mwin gactuaen (>0%—-35%). MCyR (0%-—
35%) xoMOUHUpa TBJICH U YaCTHICH OTTOBOP.

" Kpurepun 3a ToisiM MOJIEKYIIpeH oTroBop: onpeneneH kato BCR-ABL/korTponan Tpanckpunta < 0,1% upes
RQ-PCR B npo6u ot nepudepHa KpbB.
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Tadauua 13: IbarocpouyHa epukacHOCT Ha Ja3aTHHUO B poyuBaHe (aza I1I 3a onTumMuzupane
Ha jo3aTa: nanueHTu ¢ XMJI B XxpoHnuHa (pa3a, ¢ pe3MCTEHTHOCT WJIH
HEMOHOCHMOCT KbM MMATHHUO?

Munumaien Nnepuoa Ha nmpocjieasasBaHe

1 roauHa 2 roauHHA 5 ropuH" 7 roguHu
Consim MoJieKyISIpeH 0TroBOP
Benuky manpesTH NA 37% (57/154)  44% (71/160)  46% (73/160)
HNmatuanO-pe3ucTeHTHH NA 35% (41/117) 42% (50/120)  43% (51/120)
MaUeHTH
[ManueHTH ¢ HEMOHOCUMOCT NA 43% (16/37)  53% (21/40) 55% (22/40)

KbM UMaTHHHO
IpexuBsiemoct 6e3 nporpecus®
Bcuuku nanuenTy

HNmatuanO-pe3ucTeHTHH
HalUeHTH

ITanmeHTH C HEMMTOHOCUMOCT
KBM UMaTUHHAO

O01ma npeskuBAEMOCT
Bcunukn nanueHTH

NmatuHUO-pe3UCTCHTHH
MAIUCHTH

[TanueHTH ¢ HEHOHOCUMOCT
KBbM UMaTHHHO

90% (86, 95)
88% (82; 94)

97% (92; 100)

96% (93, 99)
94% (90; 98)

80% (73; 87)
77% (68; 85)

87% (76; 99)

91% (86; 96)
89% (84; 95)

100% (100; 100) 95% (88; 100)

51% (41; 60)
49% (39; 59)

56% (37; 76)
78% (72; 85)
77% (69; 85)

82% (70; 94)

42% (33; 51)
39% (29; 49)

51% (32; 67)
65% (56; 72)
63% (53; 71)

70% (52; 82)

@ Pesyinrtate, ChOOIICHH IPH MPEIOPHYNTEIIHA HadaaHa 1033 100 mg BeIHBK THEBHO.
6 MMporpecusta ce nepuuupa kato ypenuuasane 6post Ha WBC, 3ary6a na CHR niu MCyR, yBenuuenue ¢
>30% na Ph+ meradasu, norsepreno AP/BP 3abomnsiBane nnm cMbptT. PEFS e ananusupana Ha npuHIumna

intent-to-treat u mauMeHTHTE ca MPOCIESIBAHH 38 CHOUTHS, BKIIOYUTEIHO MMOCIIE/IBAIA TEPATIHSL.

Ha 6a3a na onienku o Kaplan-Meier, AsursT Ha TAIllMCHTHTE, JICKyBaHU ChC Ma3atuHUO 100 mg
BEJHBXK JHEBHO, konTo noaabpkat MCyR 3a 18 mecena, € 93% (95% CI: [88%-98%]).

EdukacHocTTa CBINO € OlIeHsABaHA ITPH MAIMEHTH, KOUTO Ca ¢ HEMTOHOCUMOCT KbM UMaTHHUO. [1pn
Ta3W MOIyJIANUS MaueHTH, kouTo nmomy4daBaT 100 mg Benuwx qaeBHo, MCyR e mocturnat mpu 77%,

u CCyR npu 67%.

Ilpoyusane 2

B u3nutBane npu HanpeaHanaa gaza va XMJI u Ph+ OJUJI, nepBuuHaTa Kpaiina Touka e omina MaHR.
O6m10 611 manuenTy ca paHIOMHU3MPAHU J1a pueMaT na3atuHu0 140 mg Beanbx AHeBHO Win 70 mg
JIBa THTU JHEBHO. MeimaHaTa Ha MPOABDKUTEHOCT Ha JICYCHHETO ¢ Omta okoo 6 mecena (ot 0,03-
31 mecema).

Cxemara ¢ eIHOKpATeH JTHEBEH IPUEM € IToKa3ajia CpaBHIMa e(h)UKaCHOCT (HE Mo-MaJika) ChC CXemara
C TIPHIEM JIBa ITFTH JHEBHO 10 OTHOIICHHE HA MFPBUYHATA KpalfHa TOUKa 3a e(pUKACHOCT (pasiiuKa B
MaHR 0,8%; 95% noseputenen unartepBai [-7,1% - 8,7%]); cxemarta ¢ nmpuem Ha 140 mg BeTHBXK
JTHEBHO 00adye e moka3asa mo-100pa 6e30MmacHOCT ¥ TOHOCUMOCT.

UYecroTHTe Ha MOBIHSABAHE ca MpejacTaBeHu B Tabmuma 14.
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Tadoauua 14: E¢puxacHoct Ha 1a3aTuHu0 B npoyuBaHne ¢a3a 111 3a onTumMu3upaHe Ha 103aTa:
XMUJI B nanpeanaiaa ¢gaza u Ph+OJLJI (2 -roquuinm pe3yJjaraTtu)a

MuesonaHa
Hanpennana onactHa JlmmdonaHa 6s1acTHA Ph+OJLJI
(n=158) (n=175) (n=33) (n=40)

MaHR®
(95% CI) 66% (59-74) 28% (18-40) 42% (26-61) 38% (23-54)
CHR® 47% (40-56) 17% (10-28) 21% (9-39) 33% (19-49)
(95% CI)
NEL?° 19% (13-26) 11% (5-20) 21% (9-39) 5% (1-17)
(95% CI)
MCyR® 39% (31-47) 28% (18-40) 52% (34-69) 70% (54-83)
(95% CI)
CCyR 32% (25-40) 17% (10-28) 39% (23-58) 50% (34-66)
(95% CI)

@ PesyinrtatH, ChOOIICHH IPH MPEIOPHUNTEIIHA HadaaHa 1033 140 mg BeaubK QHEBHO (BXK. Touka 4.2.).

5 Kpurepum 3a XeMaTOJIOTHYIEH OTTOBOP (BCUYIKU OTTOBOPH Ca MOTBBPACHH cien 4 cenmumn): Iomsam
xematojorudeH orroBop (MaHR) = meiien xemaronormden orropop (CHR) + Hsima aHHU 32 JIEBKEMUS
(NEL).
CHR: WBC < uncrurynuonansa ULN, ANC > 1,000/mm?3, tpom6omuTu > 100,000/mm?3, 6e3 61acTHE KIeTKH
WJIN IPOMMENIONUTH B niepudepHara KpbB, KOCTHOMO3bYHHU OacTh < 5%, < 5% MuenonuTy miroc
METaMHEJIOIMTH B iepudepHara KpbB, 6a3oduin B nepudepHara kpbB < 20% u 6e3 ekcTpameyapHO
BKITIOYBAHE.
NEL: cbmure kputepun kato 3a CHR, Ho ANC > 500/mm?® u < 1 000/mm? unu tpomGouutu > 20 000/mm?® u
<100 000/mm?.

* MCyR kombunupa meaans (0% Ph+ metadasn) u wactuanns (> 0%-35%) otrosop.

CI = noBeputenen unatepsan; ULN = ropHa rpaHuiia Ha HopMara.

[Ipu nauvenTu B HanpeaHana daza Ha XMJI, nekyBanu cbe 140 mg BegHBX JHEBHO, MEIMaHATa Ha
npoaspxuTenHoctT Ha MaHR u cpennara o0Oma npexussieMocT He € Oniia JOCTUTHATa U MeJaHaTa Ha
PFS e Oumia 25 mecena.

[Ipu nauuentu ¢ MuenongHa 6mactHa Qasza Ha XMJI, nexyBanu cbe 140 mg BeqHBXK JTHEBHO,
MeauaHaTa Ha nmpoabpkurenHocT Ha MaHR e 6umna 8 mecena, mennanara Ha PFS e 6mma 4 mecena;
MejraHara Ha o0la npexxuBseMoct ¢ oua 8 Mecena. [Ipu manuenTu ¢ mumdounana 6actHa dasza Ha
XMIJI, nexyBanu cbc 140 mg BegHBXK THEBHO, MEIMaHATa Ha Npoab/bkuTenHocT HAa MaHR e 6una 5
Meceria, Meananata Ha PFS e Ouna 5 mecenia u Meauanara Ha o0mia npexxuBsieMoct e ouna 11 mecera.

[Ipu naumentu ¢ Ph+OJIJI, nexyBanu cvc 140 mg BegHBK THEBHO, MEAMAHATA Ha
npoabinkuTenHocTTa HAa MaHR e 6una croTBeTHO 5 Mecena, menuanara Ha PFS e Ouna 4 mecera u
MeauaHaTa Ha 00IIa MpekuBsIeMOCT € Omta 7 Meceria.

IleauaTpuyHa nomynaus

Heouampuunu nayuenmu ¢ XMJI

Ot 130 marmuentn ¢ XMJI B xporuuHna (aza (CML-CP) ekyBanu B IB€ IeIUATPUIHN TTPOYIBAHUS,
HEepaHIOMH3UPAHO OTBOPEHO MpoyuBaHe (paza 1 ¢ Bapupaly 10341 U HEPAHIOMHU3UPAHO OTBOPEHO
npoyuBane Qaza 2, 84 nanuenTH (M3LsU10 OT MpoyuBaHe (asa 2) ca HoBoxuarHocTruuupanu ¢ CML-
CP u 46 nauuentu (17 ot npoyuBane ¢aza 1 u 29 ot npoyuBane ¢a3za 2) ca ¢ pe3UCTCHTHOCT WX
HEMMOHOCHMOCT KBM IIpeIX01Ha Tepanus ¢ umatuauO. JleBeTnecer u cexem ot 130-Te meamaTpuaHu
namuentd ¢ CML-CP ca nexyBanu ¢ nazaTunu6 tadnetkn 60 mg/m? BetHbK JHEBHO (TIpH
MakcuMaiHa 703a 100 mg BeHBkK JHEBHO MPH MAIUSHTH TOIsIMa TelecHa ToBLpxHOCT (BSA)).
[TanuenTuTe ca JeKyBaHU A0 MPOrpecHs Ha 3a00/IIBAHETO UM IO HEIOHOCUMA TOKCHYHOCT.
OCHOBHHUTE KpaHKU TOYKH 3a €(PUKACHOCT ca: IIbJieH IuTorenerudeH orroBop (CCyR), romsm
muroreHerndeH otroBop (MCyR) u rossim monekyinsipen otroBop (MMR). Pesynrarute ca
npeacTaBeHu Ha Tabmmma 15.
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Tadoauua 15: EduxacHocT Ha 1a3aTuHnd npu neauaTpuysu nanuentua ¢ CML-CP

KyMy.]'laTl/IBeH OTroBOpP BbB BPEMETO 110 MUHUMAJICH IIEPUO/I HA ITPOC/ICAABAHE

3 mecena 6 Mecena 12 mecena 24 mecena
CcyR
(95% CI)
HoBoauarnoctunipanu 43,1% 66,7% 96,1% 96,1%
(N=51)a (29,3 57,8) (52,1 79,2) (86,5 99,5) (86,5 99,5)
IIpenxomana Tepamnus ¢ 45,7% 71,7% 78,3% 82,6%
HMaTUHUO (30,9 61,0) (56,5 84,0) (63,6 89,1) (68,6 92,2)
(N=46)b
McyR
(95% CI)
HoBoauarnoctuiipanu 60,8% 90,2% 98,0% 98,0%
(N=51Da (46,1 74,2) (78,6 96,7) (89,6 100) (89,6 100)
IIpenxonna Tepanus ¢ 60,9% 82,6% 89,1% 89,1%
AMaTUHUO (45,4 74,9) (68,6 92,2) (76,4 96,4) (76,4 96,4)
(N =46)b
MMR
(95% CI)
Hooaunarnoctunupanu 7,8% 31,4% 56,9% 74,5%
(N=51)? (2,2 18,9) (19,1 45,9) (42,2 70,7) (60,4 85,7)
IIpenxomana Tepamnus ¢ 15,2% 26,1% 39,1% 52,2%
AMaTUHUO (6,3 28,9) (14,3 41,1) (25,1 54,6) (36,9 67,1)

(N = 46)°

? [TanueHnTH OoT eauaTpuUyuHO NpoyyBane ¢asa Il ¢ HoBoguarnoctuuupana CML-CP, npuemaruu nepopaiHo
tabneTHa popma

6 TlanuenTty ot neauaTpuunu npoyusanus $pasza I u Il ¢ CML-CP ¢ HeMOHOCUMOCT HMIJIM PE3UCTEHTHOCT KBM
MMaTHHUO TIpHeMaIy nepopaiHo TabaeTHa Gpopma

B nepuatpuunoTo mpoyuBane ¢asa 1, ciiex MUHUMAIHO pociensBaHe OT 7 TOAUHH, OT 17-Te
narerTd ¢ CML-CP ¢ pe3ucTeHTHOCT MM HETIOHOCUMOCT KbM UMAaTUHUO, MEIMaHaTa Ha
npoaskuTeaHoctTa Ha PFS e 53,6 mecera, a yectorata Ha OS e 82,4%.

B nepuatpuunoTo mpoyuBane ¢asa 2, Ipu MalueHTH, NpueMaly tabjaeTHara ¢opMa, O4aKBaHUSIT
PFS ot 24 mecena cpen 51 manmentu ¢ HoBoguarnoctuiupana CML-CP e 94,0% (82,6, 98,0) u
81,7% (61,4, 92,0) cpen 29-re CML-CP manueHTH ¢ pe3UCTeHTHOCT/HENOHOCUMOCT KbM UMATHHHO.
Cnen npocnensBane ot 24 mecena, OS npu HoBoguarHoctuupanu nanuentu € 100% u 96,6% npu
NAaIUEHTUTE C PE3UCTECHTHOCT/HEITOHOCUMOCT KbM UMaTHHHUO.

B nepmatpudano npoyuBane (asa 2, 1| HOBOJMArHOCTHUIIMPAH MAITUECHT U 2 MAIMEHTH C PE3UCTEHTHOCT
W HETIOHOCHUMOCT KbM UMAaTHHHO ca mporpecupanu 1o XMJI B OnactHa ¢asa.

Ha 33 nHoBoamarnoctunupanu neauarpuanu namueHtd ¢ CML-CP e npunaran qa3aTHHHAO mpax 3a
nepopaiHa cycreHsus B 103a 72 mg/m?. Tasu mo3a npegocrass 30% M0-HUCKA EKCIIO3UIUS B
CpaBHEHHE ¢ npenopbunTenHara no3a. [lpu te3n naumentn, CCyR 1 MMR ca CCyR: 87,9% [95% CI:
(71,8-96,6)] u MMR: 45,5% [95% CI: (28,1-63,6)] Ha mecery 12.

Ot nekyBaHUTE ¢ Aa3aTHHUO neauatpudny nanueHTd ¢ CML-CP ¢ npenuiHa ekcro3utiys Ha
MMaTUHHUO, HA Kpasl Ha TepanusiTa ca yCTaHOBeHH ciennute mytauun: T315A, E255K u F317L.
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O6aue, mpean 3amoYBaHe Ha TepanusTa chio ca ycranoBenn E255K u F317L. He ca ycraHoBeHH
MyTAaIli¥ Ha Kpasi Ha TepanusaTa mpyu HoBoguarHoctunupany narueata ¢ CML-CP.

Heduampuunu nayuenmu ¢ OJLI1
EdukacHocTTa Ha 1a3aTHHUO B KOMOWHAIUS ¢ XMMHUOTEpAIKs € OIICHEHA B OCHOBHO MPOYYBaHE C
MeAMATPUYHY MMAIMEHTH HA Bh3PACT Hall €AHA TOAMHA ¢ HoBoauarHocTunupada Ph+ OJIJI.

B ToBa MHOTOLIEHTPOBO NPOYYBaHE C HCTOPHUYECKA KOHTpOa (a3a 2 ¢ Ja3aTuHUO, 100aBeH KbM
cTaHaapTHa XuMuoTepanws, 106 nmeguaTpuuHy MalMEHTH ¢ HOBoguarnoctuiupana Ph+ OJIJI, ot
xouto 104 ¢ morespaena Ph+ OJIJI, ca monydasanu na3aTuHUG npy AHEBHA 103a 60 mg/m? 1o cxema
Ha npujarane 0e3 mpeKkbeBaHe A0 24 Mecela B KoMOMHanus ¢ xumuorepanus. OceMaeceT U ABaMa
MalMEHTH ca MoJyJYaBaji caMo Ja3aTHHUO TabJaeTku, 24 manueHTH ca MoyYaBaid MOHE BEIHBXK Mpax
3a repopajiHa CyCHeHsus, 8§ OT KOWTO ca MOoJIy4yaBalld camMo Tpax 3a rnepopaiHa cycnensus. OcHOBHaTa
cXeMa Ha IpujlaraHe Ha XUMHUOTepanus € Ouja chlara, KosATo € U3Moi3BaHa B mpoyuBaHeTo AIEOP-
BFM ALL 2000 (xuMuoTepaneBTHYEH CTAaHAAPTEH MPOTOKOI 32 HoNMUXuMuoTepanus). OcHOBHaTa
KpaiiHa Touka 3a e(h)uKacHOCT € Ouia 3-roauiinHa npexussieMoct 0e3 croutus (EFS), kosTo ¢ Ouna
65,5% (55,5, 73,7).

YecroTara Ha AIMEHTUTE, HETATUBHHU 32 MUHUMAJTHO OCTaThuHO 3a0oisBane (MRD), onenena upe3
npeHapexaane Ha [g/TCR, e 71,7% B kpas Ha KOHCOJHMAIMATA IIPH BCUYKHU JICKYBaHHU TTAlUCHTH.
Koraro Ta3u uectoTa ce ocHoBaBa Ha 85 narnmenTtu ¢ onennmMu [g/TCR mokazartenu,ce n3uucispa Ha
89,4%. UectoTraTta Ha nanyeHTure, HeratuBHU 3a MRD B Kpas Ha MHAYKIUATA U KOHCOIUAALMSITA,
HU3MEPEHO Ype3 MOTOYHA IIUTOMETPHS, € ChOoTBETHO 66,0% u 84,0%.

52 ®apMakOKHHETHYHU CBOiiCTBa

dapMaKOKWHETHKATA HA Ta3aTHHUO € orlcHeHa pu 229 BB3paCTHU 3ApaBH HHIAWBUIN U MTPU
84 manuenTy.

AOGcopOrus
Jazatuaub ce abcopOupa Obp30 MpH MAMMESHTUTE CJIE]T TIEPOPATHO MPUIOKECHUE, C TUKOBH IIa3MEHU

KoHIeHTpauu Mexay 0,5-3 yaca. Cnen nepopanHo NPHIIOKEHUE, TOBUILIEHUETO HAa CpelHATa
excrio3urusa (AUCT) e mpuOIM3UTETHO MPOIIOPIIMOHATHO Ha TTOBUIIICHUETO Ha J103aTa MPH T03H,
Bapupauiy ot 25 mg 10 120 mg nBa mbTH THEBHO. CpeTHUST TEPMHUHAJICH ITOIYKUBOT Ha Aa3aTUHHO
NpY MALUEHTUTE € MPUOIU3UTENHO 5-6 Haca.

JaHHUTE, OMyYeHH OT 37[paBUTE UHIUBHIH, TPUEMaIU eiHnYHA 1032 100 mg nazaTuano

30 muHyTH cien OoraTa Ha Ma3HMHHU XpaHa, nokas3eat 14% nosumenue Ha cpeanata AUC Ha
nazatuanO. [IpremMbT Ha HUCKOMaceHa xpaHa 30 MUHYTH Tpeau Aa3aTuHUO Boau 10 21%
nosumeHne Ha cpeaHata AUC Ha nazatuan®. HaGmronaBanute eexTy Ha XpaHaTa HE BOJSAT 10
KJIMHAYHO 3HAYMMHU POMEHH B €KCTIO3UIMATA. BaprnaOuiHOCTTa Ha €KCIO3UIMSTA Ha Aa3aTUHHO €
No-BUCOKA cliell pueM Ha riagHo (47% CV) B cpaBHEHHE C IPHEM CIIe[l XpaHa C HUCKO ChIbP)KaHHE
Ha Ma3HuHH (39% CV) 1 XxpaHa ¢ BUCOKO ChAbpkaHue Ha MazHuHH (32% CV).

B®3 ocHOBa Ha momynanuoHHUS (papMaKOKMHETHYEH aHaJIN3 Ha MAalUCHTUTE, CE YCTAHOBSIBA Ye
BapHaOMITHOCTTA Ha KCIIO3UIIMATA Ha 1a3aTHHUO ce IBJDKU TTIAaBHO HA BAPUAOUITHOCT B
OMOHATMYHOCTTA MPH pa3inyHu yciioBus (44% CV) u B o-Majika CTEIeH Ha BapuaOUIHOCT B
OMOHATMYHOCTTA M KIUPBHCA MEXIY pa3nuuHuTe nauueHTu (crotBeTHO 30% 1 32% CV). He ce
OYaKBa ClydJaifHaTa BapuaOMITHOCT Ha €KCIIO3UIUATA IIPH Pa3IMYHH YCIOBUS J1a IOBJIUSE HA
KyMyJIaTUBHATA €KCIIO3UINS 1 e()UKACHOCTTA MK O€30MacHOCTTA.

PasmpenencHue
[Ipu nauuenTuTe, 1a3aTHHUO MMa TOJISIM MIPHUBUACH 00eM Ha pasnpenenenue (2 505 1),koeduiuent Ha

Bapuanusa (CV% 93%) xoeto mpenmosnara, 4e JEKapCTBEHHST MPOAYKT CE€ pasnpeneis B 3HAUNTeIIHA
CTETCH B U3BBHCHIOBOTO MPOCTPAHCTBO. [IpH KIIMHUYHO 3HAYMMU KOHIICHTPAIIUU HA JJa3aTHHHO,
CBBP3BAHETO C IUIA3MEHUTE IPOTSHHU € MPUOTU3UTEIHO 96%, OmpeieIeHO Bb3 OCHOBA Ha in Vitro
EKCIIEpUMEHTAITHUTE TPOYYBaAHHUS.
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MeTtaboau3sm

IIpu xopaTa nazatuHUO ce MeTabOIM3Npa CKCTEH3UBHO, KaTO IIpH 00pa3yBaHETO HA METAOOIHUTHTE
B3€MarT y4acTHE MHOXKECTBO eH3uMu. [Ipu 31paBu uuauBuau, npuemanu 100 mg [*C]-Genszan
Ja3aTHHUO, HEITPOMEHEHUSIT 1a3aTHHUO npeacTasisiBa 29% OT painoakTUBHOCTTA B IJIa3Mara.
[Ina3meHaTa KOHLIEHTpALM U U3MEPEHATa in Vitro akTUBHOCT II0Ka3BarT, ye MEeTa0OJIUTUTE Ha
Nla3aTHHNO OOMKHOBEHO HE UTPAsT rojsiMa poiisd B HaOmogaBaHaTa (papMaKkoIorust Ha MPOIyKTa.
CYP3A4 e ocHOBHUSAT €H3UM, OTTOBOPEH 32 MeTaboJIM3Ma Ha 1a3aTHHHUO.

Enumunupane
CpemHusaT TepMHUHAJICH TOTY>KMBOT Ha Aa3aTHHUO € oT 3 10 5 yaca. CpeTHUSIT MPUBUICH TIEpOpasICH

kiupbHC € 363,8 1/hr (CV% 81,3%).

EnuMuHHpaHeTo ce 0ChIecTBsIBa MPEAMMHO Ype3 dereca, TIaBHoO 1Mo popMaTta Ha METaOOIUTH.
Ciiest NpUIIOKEHUETO Ha €MHMYHA NepopaiHa no03a [*C]-6enssan nazatuuu6, npubmmusuTenHo 89%
OT J103aTa ce eNMMHUHMpa B pamKkuTe Ha 10 guu, kato 4% u 85% OT paAMOaKTUBHOCTTA CE OTKPUBA
CHOTBETHO B ypuHarta u ¢eneca. Hempomenenus nazaruaund Bp3nm3a Ha 0,1% u 19% ot nozara
CHOTBETHO B ypHHATa U (herieca, KaTo ocTaHajgaTa 4yacT OT Jo3aTa € 1moa popmaTta Ha METaOOJIUTH.

YepHopoOHO 1 OBOPEUHO YBpEkKTaHE

EdexThT 0T uepHOpoOHOTO YBpEKAaHE BEPXY (hapMaKOKHHETUKATA Ha €JMHUYHA J103a Ja3aTHHHO €
OIICHEH TpH 8§ MANMEHTH ¢ YMEPEHO YepHOAPOOHO YBpeXkAaHe, KOUTO MOoydaBar go3a 50 mg, u nmpu
5-Ma manueHTH ¢ TeXKO YepHOAPOOHO YBpeXKIaHe, KOUTO MoiyyaBaT o3a 20 mg, CpaBHEHHU ChC
3/IpaBu TOOPOBOIIIH, KOUTO morydaBar go3a 70 mg nazatuand. Cpenante Cmax 1 AUC Ha na3atuHu6
3a mo3a 70 mg ca HamMajeHu ChOTBETHO ¢ 47% u 8% mpu ManueHTH ¢ yMEPEHO YepHOIPOOHO
YBpEkKIaHE B CPABHECHHUE C MAIUCHTH ¢ HOpMalTHa YepHOApoOHa QyHKIMs. [Ipy narmeHT ¢ TexKo
4epHOIpoOHO HapyuieHue cpenHuTe Cmax 1 AUC 3a 1o3a 70 mg ca HamalleHU ChOTBETHO ¢ 43% u
28% B cpaBHEHHE C TAIMEHTH ¢ HOpMaJTHA YepHOApoOHa GyHKIuUs (BK. Touku 4.2 u 4.4).

I[a3aTI/IHI/I6 Y HETOBUTE META0OIUTH CE CKCKPCTUPAT MUHHUMAJIHO YPEC3 6’L6peLII/ITC.

[ennarpuyHa nomyJarus
dapmMaKkOKMHETHKATA Ha Ma3aTUHUO ¢ oreHeHa npu 104 meauaTpuyHu HAUeHTH ¢ JICBKEMHUS HITH
conmuaau Tymopu (72 ca mpuemanu tabiaeTHara ¢popma, a 32 mpax 3a nepopaiHa CyCleH3us).

[Tpu nenmuatpuyHO papMaKOKHHETHYHO MPOYYBAHE KOPUTHPAHATA CIPSMO J103aTa SKCIO3UITUS Ha
na3aTUHAUO (Cavg, Cmin 1 Cmax) m3rnexaa nogoona nmpu 21 marmentu ¢ CP-CML u 16 nmannentu ¢ Ph+
OJUL.

dapmakoKHHETHKATa Ha TabyeTHaTa GpopMa la3aTHHUO € OlleHeHa NPy 72 MeANaTPUIHH IMaIlUeHTH C
petmanBHUpaia wiv pedpakTepHa JICBKEMHS WIH COMUAHA TYMOPH TPU TIEPOPATHH J03H B JUAMAa30H
ot 60 10120 mg/m2 BeIHEBX qHeBHO U 50 no 110 mg/rn2 JBa TbTU AHEBHO. COOPHUTE TaHHU OT JIBE
MPOyYBaHMUS TIOKa3BaT 0bp3a abcopobums Ha nqazatnHuO. CpemHOTO Tmax € Mekay 0,5 1 6 "aca, a
CPEIIHUSAT MOY>)KUBOT € B JIMAIa30H OT 2 JI0 5 Yaca MpU BCUYKH JIO3UPOBKU U BH3PACTOBU IPYIIH.
®dapMaKkOKMHETHKATA Ha Ja3aTUHUO MMOKa3Ba MPOMOPIIMOHAIHOCT Ha J103aTa, C TIOBUIIICHHE Ha
eKCITO3UIMATA B 3aBHCUMOCT OT J[03aTa, HaOII01aBaHO MPH NMEeJUaTPUIHN NarnueHTy. HaMa 3Haunma
pas3iuka BbB (papMaKOKMHETHKATa Ha JTa3aTHHUO MEXTy Aera v oHomu. CpeJHUTe TEOMETPUIHN
CTOMHOCTH IpY HOpMaJIM3UpPaHa CIpsAMO J03aTa Ha 1a3aTHHUO Cmax, AUC (0-T) u AUC (INF)
M3TIIeKAAT OJO0OHH MPH JIela U IOHOIIN NPH Pa3InIHNUTE A03UpoBKH. CuMynanus, 6a3upaHa Ha
nonynanyuoneH gpapmakokuHerndaeH mozaen (PPK), npensrk/a ye mpernopbuHTEIHUTE 03U,

U epeHIIMPaHT TI0 TEIIECHO TETJI0, OTMCAaHU 3a Ta0JIeTKaTa B TOUKa 4.2, ce 04akBa Jia MPeI0CTaBSIT
11000Ha eKCIO3UIMs Ha TabieTHa 103a oT 60 mg/m?. Tesu qannu TpsAOGBa 1a ce MMAT IIPEIBUL B
CiIy4ait Ha mpeMHUHaBaHe OT TabjeTHa ¢popMa KbM Ipax 3a MepopagHa CyCIICH3Hs WA 00paTHOTO.

5.3 IlpeaxkJMHUYHH JAHHM 32 0€30MACHOCT

HexkmuanaausaT npoduit Ha 6€30MacHOCT Ha 1a3aTUHUO € OLEHEH B OaTepus OT in Vitro u in vivo
TECTOBE IIPU MUIIKHU, IIIIHXOBE, MAiMyHH U 3ai11u.
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[IbpBUYHNTE TOKCHYHU e€EKTU ce HAOII0IaBaT OT CTPaHa Ha CTOMAIITHO-YPEBHATA,
XeMaTOMoeTUYHATA 1 TUMpHaTa cuctemMu. CTOMAaNTHO-YpeBHATA TOKCHYHOCT € JTO30JMMHUTHPAIA TPH
IUTHXOBE U MailMyHH, KaTO THhHKUTE YepBa MPEACTABIABAT MOCTOSHEH MpUlleieH oprad. [Ipu mibxose,
MUHHUMAJTHO JIO JIEKO MMOHW)KEHUE HA ePUTPOIUTHUTE TapaMeTpH € OUIIO0 IPUAPYKEHO C
KOCTHOMO3bYHH MTPOMEHH; IMOT00HU MPOMEHH ca HaOJIF0IaBaHH NP MaliMYHH, TIPU TTO-HUCKA
yecToTa. JInMQounaHaTa TOKCHYHOCT PH ILIHXOBE C€ CHCTOU OT JTUMGPOHTHO U3UEpPIIBaHE HA
nuM(@HATE BB3IIH, CIIe3KaTa U TUMYCa, KaKTO U HaMaJIsiBaHe Ha TETJI0TO Ha JINM(OUTHUTE OPTaHH.
[IpoMeHuTe OT CTpaHa Ha CTOMAIIIHO-YPEBHATA, XEMOIIOETHYHATA U IUM(HATA CUCTEMa ca 00paTUMH
cJe/1 MPeyCTaHOBABAHE HA JICYCHHUETO.

brOpeunnTe mpoMeHH pu MaliMyHH, TpETHpaHH 70 9 Mecena, ce orpaHnvaBaT JI0 TIOBUINIaBaHE Ha
OocHOBHaTa 0b0peuyHa MuHepanu3anus. KoxxHu KpbBOM3IHMBY ca HAaOII01aBaHH MO BpEeMe Ha
NpOYYBaHE 3a OCTPa TOKCUYHOCT NPH MaMyHH, C €JMHUYHA IIEpOpajIHa 1033, U He ca HaOIIo1aBaHH
MIPU MPOYYBAHUSA C MHOTOKPATHO MPHIIOKEHUE, KAKTO IPY MailMyHHUTe, Taka U NpH 1mbpxosete. [pu
TUTHXOBE, JTa3aTUHHO MHXUOMpPA arperanusara Ha TPOMOOIIUTUTE i1 Vitro U yIbJDKaBa BPEMETO Ha
€MuepMalIHO KbPBEHE i1 Vivo, HO HE BOAM [0 MOSIBaTa Ha CIIOHTAHHA XEMOPArws.

In vitro akTUBHOCTTa Ha Jja3aTuHHUO npu nnurane BbpXy hERG u BnakHara na Purkinje, npeamonara
NOTEHIMAIHA Bb3MOXKHOCT 3a yJIbJKaBaHEe Ha KaMepHara penossipu3auus Ha cbpuero (QT unTepBan).
Brrnpeku ToBa, pu €1HO in Vivo IpOyUYBaHe ¢ eIMHUYHA 1032 IPH MaiiMyHH, HE ca HaOJII01aBaHH
npomenu B QT untepnana unu popmara Ha EKT BbaHMTE.

JazaTtuHuO He € MyTareHeH IPH in Vitro TeCTOBE ¢ OaKTepUaTHH KIETKH (TeCT Ha Ames) U He €
MOKa3all TeHOTOKCUYHOCT TIPH i1 Vivo MUKPOHYKJIEapeH TECT MpH TuIbXoBe. Jla3aTHHUO e KiiacToreHeH
in vitro TIpu JENSIIIN C€ OBapUAaIHU KJIETKU OT kuTaiicku xamctep (CHO).

Ja3zaTtiHuO He TMOBIUsIBa PEPTUIINTETA IPU MBKKUTE HIIH )KEHCKHUTE )KUBOTHH IIPH KOHBEHIIMOHAITHO
NpOY4YBaHe 10 OTHOIIIEHHE Ha (hepTUIINTETa M PaHHATa eMOpHOreHe3a Mpy MIbX0BE, HO HHAYIHpa
JeTaTUTeT Ha eMOpHOHA P J03U, KOUTO ce JOOIMmKaBar 10 KIMHUYHATA eKCIIO3UIUs pu xopa. [Ipn
MPOYYBaHUS 32 eMOPHO(DETATHOTO pa3BUTHE, 1a3aTHHUO CHIO BOAM JO JETAJIUTET Ha eMOPHOHA,
CBBbp3aH C HaMaJIeHHe Ha Oposi Ha MaJIKUTE MPU IUTBXO0BE, KAKTO M U3MEHEHUs Ha cKelleTa Ha (eTyca,
KaKTO NP TUTbXOBE, TaKa U MpH 3akiiy. Te3u epexTH HACTHIBAT MIPH 03K, KOUTO HE BOST JI0
TOKCHYHOCT 32 Maifkara, KOeTO IT0Ka3Ba, Ue Ja3aTHHUO MPHUTEKaBa CEIEKTUBHA TOKCHYHOCT T10
OTHOLIICHNE Ha PENPOIYKIUATA OT UMILIAHTUPAHETO JI0 3aBbpIIBAHE Ha OPraHOreHe3aTa.

[pu MUKy, [a3aTHHUO TPEIU3BUKBA UMYHOCYITPECHS, KOSITO € J0303aBHCHMA H CE OBIIAJISIBA
e(eKTUBHO Upe3 HaMaJIsBaHe Ha J03aTa W/ IPOMEHHN B cXeMaTa Ha mpriarade. Jlazatuamo e
nokasai pOTOTOKCHYEH MOTEHIHAN TIPH i7 Vifro TeCT 32 OTOTOKCUYHOCT C MOTIIBIAHE HA HEYTPATHO
gepBeHO, ¢ MU GudpodmacTu. Cuuta ce, de na3aTuHUO He € GOTOTOKCHICH in Vivo CIIel
€THOKPATHO TEePOPATHO MPHUIIOKECHUE ITPH KEHCKH TOJIM MUIIKU TIPU €KCITO3UIIMY JI0 3 TBTH T10-
BHCOKH OT CKCIIO3HIIUATA TIPU XOpa CJIe]] PUIaraHe Ha MPENnopbuuTelIHATa TePANCBTUYHATA /1032 (Bb3
ocHoBa Ha AUC).

B nByroauiHo npoy4BaHe 3a KaHIIEPOTCHHOCT MPH ILTHXOBE Ca MpUIaraHu MePOPaTHH 103U
nmazatuauo ot 0,3, 1, u 3 mg/kg/nen. Hali-Bucokara 103a BO/iu 10 HUBO Ha IIa3MEHA €KCIIO3UIIHS
(AUC) 001110 B3€TO €KBUBAJICHTHO HA Ta3H IPH YOBEK, KOSITO OH CE€ MOIYJIIIa B IPETIOPHIATEITHHUS
WHTEpBaI Ha HavarHuTe 103 OoT 100 mg 1o 140 mg Ha meH. 3a0emnsi3Ba ce CTATUCTUIECKH 3HAYUMO
yBEJIMYCHHE B 00II[aTa YECTOTa HA CKBAMO3OKIIEThUCH KapIIMHOM U MMANUJIOMHU Ha MaTKaTa
MaTOYHaTa MIMHKA ITPH KEHCKU eK3eMIUIAPH, Ha KOUTO ca MpHUJIaraHy BUCOKH A03H. [Ipn MBxKn
EK3eMILISAPH , Ha KOUTO ca MpHUJIaraHd HUCKH JI03U ¢ Ha0JIlo1aBa MOBUIIIABAHE YECTOTaTa Ha aIcHOM
Ha mpocTtartaTa. He e u3BecTHa MPUIIOKUMOCTTA HA HAXOJKUTE OT MPOYYBAHETO 328 KAHIIEPOTEHHOCT
MIPH TUTBXOBE 3a XOpara.
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6. OAPMAIIEBTUYHU JAHHHU
6.1 CnuchbK HA MIOMOIIHUTE BEIEeCTBA

Anpo Ha Tabnerkara

JlakTo3a MOHOXUIPAT

Ilemymo3za, mukpokpuctaiaa PH 101 (E460)
Kpockapmenosa natpuii (E468)
Xunpokcunponwiienynosa (E463)
Ilemymo3a, mukpokpuctaiaa PH 112 (E460)
Marnesues creapat (E470)

DUIMOBO MOKPUTHE
Xunpomenosza (E464)
TurtanoB nuokcun (E171)
Tpunanerun (E1518)

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocT

2 TOOUHUA

6.4 CrnenuajHH ycJIOBHS Ha CbXpaHeHHe

To3u JiekapcTBEH MPOAYKT HE H3UCKBA CIICIIUAIHYU YCIIOBUS HA ChXPaHEHHUE.
6.5 Bwuau cbabp:kaHUe HA ONAKOBKAaTa

Jazatuau6 Accord Healthcare 20 mg, 50 mg dunMupadu TabIeTKH

Bbaucrepu or OPA/AI/PVC//AI (6muctepu nnm nephopupanu OIUCTEPH C SAUHIUYHU JIO3H).
KaproneHa kytus, chabpxaiia 56 win 60 GuaMupaHu Ta0IeTKH B OJIUCTEPH.
Kapronena kytus, chabprkaimma 10 X 1, 56 X 1 wu 56 X 1 uun 60 X 1 punmupana tTabieTka B

nepdoprpaHu OIUCTEPH C SAUHUIHU JO3H.

Jaszatuan6 Accord Healthcare 70 mg dwivmupanu Tabierku

Bmuctepu or OPA/AI/PVC//Al (6muctepu win niepdopupatu OIucTepH).
KaproneHa kytus, chabprxaiia 56 uwin 60 GuaMupaHu Ta0NIeTKH B OJUCTEPHU ¢ SAMHUYHH JTO3H.
Kapronena xytus, cpappkama 10 X 1, 56 x 1 unu 60 X 1 ¢unmupana rabneTtka B nepdopupanu

OmcTepy C €TMHUYHU JI03H.

Jazatunub Accord Healthcare 80 mg u 140 mg dunmupanu TabaeTKu

Bbaucrepu ot OPA/AI/PVC/IAIl (6nuctepu win iepdopupady OIUCTEPH C EAMHUYHH TO3H).
Kapronena xyrtus, cpabpxamia 30 uiau 56 punmupany TabJIeTKH B OJUCTEPH.
Kapronena kytus, cpabprxkaima 10 X 1, 30 X 1 uau 56 X 1 punmupana tabnerka B nepopupasu

OyMCTepH C €IUHUYHU JIO3H.

Jaszatuan6 Accord Healthcare 100 mg ¢unmMupanu TabaeTku

Baucrepu or OPA/AI/PVC//AI (6muctepu nnm nephopupanu OJIUCTEPH C SAMHIUYHU JIO3H).
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Kapronena kytus, cpabpxaiia 30 uiu 56 GuaMupaHu Ta0IeTKU B OJUCTEPH.
Kapronena xytus, cpabpkamia 10 x 1, 30 X 1 unu 56 X 1 ¢punmupana rabnetka B neppopupanu
OnucTepH C SAMHUYHH JT03H.

He Bcruky BUIOBH OITaKOBKU MOTaT ja ObJaT IyCHATH Ha Masapa.
6.6 CroenuajHM NMpeANa3sHN MePKHU NPU U3XBBPJIsiHE H padoTa

OuIMHpPAHATE TAOJIETKH CE€ CHCTOAT OT TabJIETKA C PO, 3200UKOJICHO OT (GHUIMOBO TTOKPUTHE, 32 J1a
Cce MPEeJIOTBPATH M3JIaraHEeTo Ha MEJMIIMHCKUTE CIICIHATINCTH Ha BB3JICHCTBUETO HA aKTHBHOTO
BeniecTBo. [IpenopbuBa ce MEAUIIMHCKHUTE CICIIMATICTH JIa U3II0JI3BAT JaTeKCOBU MW HUTPUITHU
PBKaBUIM 32 €IMHUYHA yIIOTpeOa mpu padboTa ¢ TabIeTKy, 3a a CBeJaT 10 MUHUMYM PUCKA OT
EKCIIO3HITUS Ha KOXKaTa, B cirydail ue puiMupanuTe TabieTku ObIaT HeNpeTHAMEPEHO Pa3TPOIIeHH
WA CUYTICHHU.

Hewnsnon3BaHusT IeKapCTBEH MPOIYKT WIN OTHAIbUHATE MATEPUAIIH OT HETO TPsIOBa Jla ce U3XBBPIIST
B CHOTBETCTBUE C MECTHHUTE N3WCKBAHMUS.

7. NNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 62 Planta

08039 Barcelona

Ucnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

20mg:
EU/1/24/1839/001

EU/1/24/1839/002
EU/1/24/1839/003
EU/1/24/1839/004
EU/1/24/1839/025

50mg:
EU/1/24/1839/005

EU/1/24/1839/006
EU/1/24/1839/007
EU/1/24/1839/008
EU/1/24/1839/026

70mg:
EU/1/24/1839/009

EU/1/24/1839/010
EU/1/24/1839/011
EU/1/24/1839/012
EU/1/24/1839/027

80mg:
EU/1/24/1839/013

EU/1/24/1839/014
EU/1/24/1839/015
EU/1/24/1839/016
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EU/1/24/1839/028

100mg:
EU/1/24/1839/017

EU/1/24/1839/018
EU/1/24/1839/019
EU/1/24/1839/020
EU/1/24/1839/029

140mg:
EU/1/24/1839/021

EU/1/24/1839/022
EU/1/24/1839/023
EU/1/24/1839/024
EU/1/24/1839/030

9. JATA HA II'bPBO PAZPEHIABAHE/IIOJJHOBSABAHE HA PABPEIHIEHUETO 3A
YIIOTPEBA

[laTta Ha bpBOTO paspeieHue: 26 oau 2024.

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

IMonpoOHa nHpOpManus 3a TO3H JEKAPCTBEH NPOAYKT € IPEI0CTaBeHa Ha yebOcalita Ha EBponeiickara
areHIMs 1o Jekapcreata https://www.ema.europa.eu.
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INPUIO’KEHUE 1T

IMPOU3BOAUTEJI(M), OTTOBOPEH (M) 3A OCBOBOXKJIABAHE HA
ITAPTU N

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA
APYI'UN YCJIIOBUA U U3BNCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  IIPOU3BOJUTEJI(M), OTTOBOPEH(H) 3A OCBOBOKIABAHE HA TAPTUIN

Hwme u agpec Ha npousBoauTes(MTE), OTTOBOPeH (M) 3a 0CBOOOKIaBaHE HA MAPTHIUTE

Accord Healthcare Polska Sp. z o.0.

ul. Lutomierska 50
Pabianice, 95-200
Tloymma

Accord Healthcare B.V.
Winthontlaan 200
Utrecht, 3526 KV
Hunepnannus

Pharmadox Healthcare Limited
Kw20a Kordin Industrial Park
Paola, PLA 3000

Manta

IleyaTHaTa I1MCTOBKA Ha JICKApCTBCHUS NPOAYKT TpSI6Ba Aa CbAbpiKa UMCTO U aJpeCa Ha
IMPOU3BOJUTECIIA, OTTOBOPEH 3a OCBO60)KJIaBaHeTO Ha CbOTBETHATA MapTuaa.

b. YCJIOBUS NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT €€ OTITyCKa 10 OrPaHUYEHO JIEKapcKo npennucanue (Bx. [lpunoxenne I:
Kparka xapakTepucTika Ha MpoayKTa, Touka 4.2).

B. JPYI'M YCJIOBUS U UBNCKBAHUS HA PASPELIEHUETO 3A YIIOTPEBA
- Iepuoguynm akTyaausupanm aokiaaau 3a oezonacuoct (ITAIB)

WznckBanmsirta 3a mogaBane Ha [IAJIb 3a To3u JiekapcTBEH MPOAYKT ca MOCOYEHH B CIIUCHKA C
pedepentauTe natu Ha EBponetickus cpro3 (EURD criuchk), mpeasuaeH B wi. 1078, an. 7 oT
Hupexrtusa 2001/83/EO, n BbB BCUUKH CIICABAIIN aKTyaJIN3allH, ITyOJIUKYBAaHH HA €BPOIEHCKUS
yeOropTa 3a JeKapcTaa.

. YCIOBUs NN OT'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

- Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[Mputexarensat Ha pasperieHueTo 3a yrnorpeda (IIPY) tpsOBa 1a U3BbpIIBa H3UCKBAHUTE ACHHOCTH U
JIEHCTBUSA, CBBP3aHU C TIPOCIIeAsIBaHE Ha JIEKapCTBEHATa O€30IacHOCT, TOCOYeHH B of00peHus [V P,
npeacraseH B Moy 1.8.2 Ha Pa3spemienuero 3a ynorpeba, KaKTO U IPH BCUUKH CIICABALIH
ChIJIaCyBaHU akTyanusanuu Ha [TYP.

Axryammupan [TYP TpsoBa na ce monasa:

- 1o uckaHe Ha EBponelickaTa areHIys 1o JeKapcTBara;

- BUHArd, KOTaTO Ce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
noJTyyaBaHe Ha HOBa WH(pOpPMAIHs, KOATO MOXKE Ja JOBEJE 10 3HAYMMHU IIPOMEHU B
CHOTHOIIIEHUETO TOJI3a/PUCK, WIIH CIIe/T JOCTUTAaHE Ha BAKEH eTal (BbB Bpb3Ka C TIpOCIc/sIBaHe
Ha JIeKapCTBEeHAaTa 0E30MacHOCT WM CBEXJaHe Ha PUCKA 10 MUHUMYM).
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IMPUJIOKEHHE I11

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazatuan6 Accord Healthcare 20 mg ¢unmupanu TadneTku
Ja3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika punmvupana Tabnetka chabpxka 20 mg na3aTuHNO (KaTO MOHOXHUAPAT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomTHM BelIecTBa: ChIbPIKA JTAKTO3A.
3a moBeve HGOPMAIIHsI BIXKTE JIMCTOBKATA.

‘ 4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

56 ¢punMupanu TabIeTKH
60 GunmMupaHu TaAOIECTKH
56 x 1 ¢pmnmupana TabieTka
60 x 1 punmupana TabieTka
10 x 1 ¢punmupana TabieTka

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEK/IAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO TPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIIPEXJIEHUS, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELHUAJIHU IIPEANTASHU MEPKHU INPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n
Edifici Est, 62 Planta

08039 Barcelona

Hcnanus

12.  HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1839/001
EU/1/24/1839/002
EU/1/24/1839/003
EU/1/24/1839/004
EU/1/24/1839/025

13. TTAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HMH®OPMAIIMSA HA BPAIJIOBA A3BBYKA

Jazatuanb Accord Healthcare 20 mg

‘ 17. YHUKAJIEH WAEHTUOPUKATOP — JIBYU3MEPEH BAPKO/1

JByn3mepeH 0apKoj ¢ BKIIOYCH YHUKAIECH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP NJIN NTEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuan6 Accord Healthcare 20 mg TabneTku
Jla3aTUHUO

‘ 2. NME HA IIPUTEXKXATEJISA HA PASPEHLIEHUETO 3A ThPT'OBUSA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4, MNAPTUJAEH HOMEP

Lot

|5.  JIPYIO

IIepopanHo npunoxeHue
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuanb Accord Healthcare 50 mg dbunmupanu tadbaeTKu
Jla3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika ¢punMupana tadaerka cpabpika 50 mg qa3aTuHUO (KaTo MOHOXHIPAT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomTHM BelIecTBa: ChIbPIKA JTAKTO3A.
3a moBeve HGOPMAIIHsI BIXKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

56 ¢puiMupanu TabICTKH
60 GunmMupaHu TAOIECTKH
56 x 1 ¢punmupana TabieTka
60 x 1 punmupana TabeTKa
10 % 1 ¢punmupana TabieTKa

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIMA) HA BBBEK/JIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npunioxeHue.

6. CIHEHUAJIHO TPEAYHOPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELITA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHELHUAJIHU ITPEANTASHU MEPKHU INPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta

08039 Barcelona

Ucnanus

12. HOMEP(A) HA PASBPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1839/005
EU/1/24/1839/006
EU/1/24/1839/007
EU/1/24/1839/008
EU/1/24/1839/026

13. TAPTHUJAEH HOMEP

ITaptuna:

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Hazaruan6 Accord Healthcare 50 mg

‘ 17. YHUKAJIEH HAEHTUHO®UKATOP — IBYU3MEPEH BAPKO/J

JIByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTU(DUKATOP.

‘ 18. YHUKAJIEH TAEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP NJIN NTEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazatuan6 Accord Healthcare 50 mg Tabnetku
Ja3aTUHUO

‘ 2. HUME HA IIPUTEXXATEJISI HA PASPEIIEHUETO 3A ThPI'OBUS

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

|5.  JPYTO

IepopanHo NpHIOKEHUE.
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuanb Accord Healthcare 70 mg dbunMupanu TadbaeTKu
Jla3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika punmvupana Tabnetka cpabpxka 70 mg mazaTuHUO (KaTO MOHOXHUAPAT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomTHM BelIecTBa: ChIbPIKA JTAKTO3A.
3a moBeve HGOPMAIIHsI BIXKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

56 punmupanu TabneTKu
60 dhunMupanu TaOJICTKH
56 x 1 ¢punmupana TabieTka
60 x 1 punmupana TabeTKa
10 x 1 ¢punmupana TabieTka

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIMA) HA BBBEK/JIAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
IlepopanHo npunioxeHue.

6. CIHEHUAJIHO TPEAYHOPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEINA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. APYI'U CHEIUAJIHU IPEAYIPEXJIEHUS, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

54



10. CHELHUAJIHU IIPEANTASHU MEPKHU INPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta

08039 Barcelona

Ucnanus

12. HOMEP(A) HA PASBPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1839/009
EU/1/24/1839/010
EU/1/24/1839/011
EU/1/24/1839/012
EU/1/24/1839/027

13. TAPTHUJAEH HOMEP

ITaptuna:

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Hazaruan6 Accord Healthcare 70 mg

‘ 17. YHUKAJIEH HAEHTUHO®UKATOP — IBYU3MEPEH BAPKO/J

JIByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTU(DUKATOP.

‘ 18. YHUKAJIEH TAEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP NJIN NTEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuanb Accord Healthcare 70 mg TabneTku
Jla3aTUHUO

‘ 2. NME HA IIPUTEXKXATEJISA HA PASPEHLIEHUETO 3A ThPT'OBUSA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4, MNAPTUJAEH HOMEP

Lot

|5.  JIPYIO

IIepopanHo mpunokeHue.
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JAHHHU, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

BTOPHUYHA KAPTOHEHA OITAKOBKA

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Mazatuanb Accord Healthcare 80 mg dbunmupanu tadbaeTKu
na3aTHHUO

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnerka cpappika 80 mg nazatnuHuO (KaTo MOHOXUAPAT).

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

HOMOH_IHI/I BCHICCTBA: CbAbPIKA JIAKTO3a.
3a moBeue I/IH(bOpMaI_II/IH BUKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 punmupanu TaOIECTKH
56 punmupaHu TabIETKH
30 x 1 ¢punmupana TabyeTKa
56 X 1 hunMupaHu TabIETKH
10 % 1 ¢punmupana TabieTKa

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBE/K/IAHE

[Ipenu ynorpeda npouerere IMCTOBKATA.
[lepopanno mpunoxeHue.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUME, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBXPAHSBA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKIEHUA, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHELHUAJIHU IIPEANTASHU MEPKHU IMPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1M AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta

08039 Barcelona

Hcnanusa

12.  HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1839/013
EU/1/24/1839/014
EU/1/24/1839/015
EU/1/24/1839/016
EU/1/24/1839/028

13. TMAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HMH®OPMAIIMA HA BPAIJIOBA A3BBYKA

Hazaruan6 Accord Healthcare 80 mg

‘ 17. YHUKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoj ¢ BKIIOYCH YHUKAIECH HACHTU(HUKATOD.

‘ 18. YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP NJIN NTEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazatuan® Accord Healthcare 80 mg Tabnetku
Ja3aTUHUO

‘ 2. HUME HA IIPUTEXXATEJISI HA PASPEIIEHUETO 3A ThPI'OBUS

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

|5.  JPYTO

IepopanHo NpHIOKEHUE.
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accord Healthcare 100 mg ¢punmupanu TabaeTku
Ja3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Beska punmvupana tabnetka chabpxka 100 mg nazatnHUO (KaTO MOHOXHIPAT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomTHM BelIecTBa: ChIbPIKA JTAKTO3A.
3a moBeve HGOPMAIIHsI BIKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 dhunMupanu TabICTKH

56 ¢punMupanu TabICTKH

30 x 1 punmupana TabreTKa
56 X ¢pmnMupaHa TabieTka
10 x 1 ¢punmupana TabieTka

‘ 5. HAYYH HA ITPUJIOKEHHUE U ITbT(MIITA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npunioxeHue.

6. CIHEHUAJIHO TPEAYHOPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEINA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JIC€a.

‘ 7. APYI'U CHEIUAJIHU IPEAYIPEXJIEHUS, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE
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10. CHELHUAJIHU IIPEANTASHU MEPKHU INPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta

08039 Barcelona

Ucnanus

12. HOMEP(A) HA PASBPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1839/017
EU/1/24/1839/018
EU/1/24/1839/019
EU/1/24/1839/020
EU/1/24/1839/029

13. TAPTHUJAEH HOMEP

ITaptuna:

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Hazaruanb Accord Healthcare 100 mg

‘ 17. YHUKAJIEH HAEHTUHO®UKATOP — IBYU3MEPEH BAPKO/J

JIByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTU(DUKATOP.

‘ 18. YHUKAJIEH TAEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP NJIN NTEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazatuanb Accord Healthcare 100 mg tabneTku
Ja3aTUHUO

‘ 2. NME HA IIPUTEXKXATEJISA HA PASPEHLIEHUETO 3A ThPT'OBUSA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4, MNAPTUJAEH HOMEP

Lot

|5.  JIPYIO

IIepopanHo mpunokeHue.
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JAHHH, KOUTO TPABBA A CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuanb Accord Healthcare 140 mg punmupanu TabneTku
Jla3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika punmvupana Tabnetka chabpxka 140 mg nazatnHAO (KaTO MOHOXHIPAT).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomTHM BelIecTBa: ChIbPIKA JTAKTO3A.
3a moBeve HGOPMAIIHsI BIXKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 dhunMupanu TabICTKH
56 ¢punMupanu TabICTKH
30 x 1 punmupana TabreTKa
56 x 1 punmupana TabieTka
10 x 1 ¢punmupana TabieTka

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBE/K/IAHE

[Ipenu ynorpeda npouerere IMCTOBKATA.
[lepopanno mpunoxeHue.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICHa.

‘ 7. JAPYTI'U CHEHNUAJIHU ITPEAYIIPEXXIEHUA, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHELHUAJIHU IIPEANTASHU MEPKHU INPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta

08039 Barcelona

Ucnanus

12. HOMEP(A) HA PASBPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1839/021
EU/1/24/1839/022
EU/1/24/1839/023
EU/1/24/1839/024
EU/1/24/1839/030

13. TAPTHUJAEH HOMEP

ITaptuna:

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Hazaruanb Accord Healthcare 140 mg

‘ 17. YHUKAJIEH HAEHTUHO®UKATOP — IBYU3MEPEH BAPKO/J

JIByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTU(DUKATOP.

‘ 18. YHUKAJIEH TAEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP NJIN NTEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuanb Accord Healthcare 140 mg tabneTku
Ja3aTUHUO

‘ 2. NME HA IIPUTEXKXATEJISA HA PASPEHLIEHUETO 3A ThPT'OBUSA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4, MNAPTUJAEH HOMEP

Lot

|5.  JIPYIO

IIepopanHo mpunokeHue.
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b. JHUCTOBKA
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JlncroBka: undopmanusi 3a NoTpeduTeNA

HMazarunu6 Accord Healthcare 20 mg ¢puamupanu Taéaerku

Jazarnuau6 Accord Healthcare 50 mg ¢puimupanu TadaeTku

Jazarnuau6d Accord Healthcare 70 mg ¢puamupanu TadaeTku

HMazarunu6 Accord Healthcare 80 mg ¢puamupanu Tabaerku

Hazarunu6 Accord Healthcare 100 mg ¢puimupanu TadaeTku

Jazaruan6é Accord Healthcare 140 mg ¢pnamupanu TaéaeTkn
nasaruau6 (dasatinib)

IIpouyeTeTe BHUMATEIHO LSLVIATA JIUCTOBKA MPeIH /12 3all04HETE 1a IpUeMaTe TOBA JeKapCTBO,

ThH KaTo TS ChbAbP:ka BaxkHa 3a Bac nndgopmanus.

- 3amnazere Ta3u JUCTOBKA. MOXe 1a ce HAIOXKH J1a s IPOUYETETE OTHOBO.

- AKO UMaTe HIKaKBH JIOMBIHUTEITHA BBIIPOCH, TonuTaiiTe Bamus nekap wiu gapmarieBt.

- ToBa nekapcTBo € npennucano auyHo Ha Bac. He ro mpeotcThnBaiite Ha npyru xopa. To Moxke
Jla UM HaBpEIH, HE3aBUCUMO Y€ TIPU3HAIIUTE Ha TAXHOTO 3a00JIIBaHE ca CHIMUTE KaTo Bammre.

- AKO TTOTy4YuTe HIKAKBU HEXKEJIAH! JICKAPCTBEHHU PEaKIIH, yBeAoMeTe Bammms iekap wim
(hapmarieBT. ToBa BKITFOYBA U BCUYKH Bb3MOXHH HEXKEIAHU PEAKI[UH, HEOTMCAHU B Ta3U
JIHCTOBKA. BuxTe TOuka 4.

KakBo cbabpika Ta3u JIHCTOBKA:

Kaxkso npexacrasnssa J{azatuau6 Accord Healthcare u 3a kakBo ce usnonssa
Kakgo Tps0Ba na 3Haere npenu na npueMete Jasatuan6 Accord Healthcare
Kaxk na npuemare [lazatunu6 Accord Healthcare

Bb3MOXKHHU HEXKETaHH PEaKIHU

Kak ma cexpansBare Jlazatuan6 Accord Healthcare

ChIbprkaHne Ha OTMIAKOBKATA U TOMIBJIHUTEIHA HHPOPMAIIUS

SOk wnE

1. Kaxkso npeacraBiasisa [azatunu6 Accord Healthcare u 3a kakBo ce H3moJi3Ba

Tazatuaun6 Accord Healthcare chabppika akTHBHOTO BelecTBO fa3aTHHUO. ToBa JIeKapCcTBO €
MpeIHa3HAYeHO 32 JICYeHNE Ha XpOHUYHA MueonaHa Jeskemus (XMJI) mpu Bb3pacTHH, FOHOIIH U
Jeria Hai-mManko Ha 1 roamHa. JIeBKeMusITa MPeACTaBIISIBA paK Ha OEIUTe KPHBHH KICTKH. Te3u Oemun
KJIETKH OOMKHOBEHO TloMaraT Ha opranusMa jia ce 6opu ¢ undekuusra. [Ipu xopa ¢ XMJL, 6post Ha
OenuTe KPBBHU KJIETKH, HAPEUCHH TPaHYJIONNTH, 3aII0YBa HEKOHTPOJIMPAHO /1a HapacTBa. /lazaTnan0
Accord Healthcare motucka HapacTBaHeTO Ha OpOsi Ha Te€3W JICBKEMUYHH KIICTKH.

Hazatuan6 Accord Healthcare ce usnosnsBa 3a jedyenue Ha mosoxurenHa 3a Ounanenduiicka
xpomo3oma (Ph+) octpa mumpobnactaa nepkemus (OJLJI) npu Bb3pacTHH, IOHOIIK H Jela Haj 1-
TOJIMIIIHA BB3pacT u tuMpouHa 6mactaa XMJI npu Bb3pacTHH, TP KOUTO HE € MMOCTUTHAT YCIIEX C
npeirecTBaiioro seuenue. [Ipu xopara ¢ OJIJI, Genute KIETKH, HapedYeHH JTUM(OLUTH, ce
pasMHOKaBaT MPEKaICHO ObP30 U JKUBEAT TBhpAE Abaro. Jasarnuud Accord Healthcare motucka
YBEJIMYaBAHETO HA TE€3U JICBKEMUYHH KIIETKH.

AKO MaTe HIKaKBH JOIBIHUTEIHN BBIIPOCH, OTHOCHO JelicTBrero Ha lazatnuu6 Accord Healthcare
WM 3a110 Bu € npeanucan To3u JeKapCeTBEH IMPOAYKT, MOJIS IoNuTaiTe Bamus exap.

2. KakBo Tps6Ba 1a 3Haete npeau Aa npuemere Jazarunuo Accord Healthcare

He npuemaiite lazatunué Accord Healthcare

- aKo CTe aJePruYHu KbM JA3aTHHUO MIIM KbM HSKOSI OT OCTAHAIMTE ChCTABKH Ha TOBA

JIEKapCTBO (M30pOCHM B TOUKA 6).
AKO MOKe 1a cTe aJlepru4Hy, nonuraire Bamms nexap 3a cbBeT.

67



IpenynpesxaeHus U NPeINasHu MEPKH
T'oBopere ¢ Bamus ekap win apMarieBt, npeau aa usnonssare Jaszarnand Accord Healthcare

*  aKo MpHeMare JeKapcTBa 3a pa3spekaaHe Ha KPbBTA WK IPEIOTBPATSABaHE HA ChCUPBAHETO
(Bmxre ,,JIpyru nekapcra u [lazaruan6 Accord Healthcare”).

"  aKO MMAaTe YSPHOAPOOEH WK ChPACYEH MPOOIIEM MIIH CTE UMAJIHA TaKbB.

* aKko 1o BpeMe Ha nmpuema Ha Jlazaturn6 Accord Healthcare ce mosiBAT 3aTpyIHeHo TuIaHe,
00JIKa B IrbPAMTE WM KANLIMIA: TOBA MOXKe J1a ObJe IPU3HAK Ha 3aIbpyKaHe Ha TEYHOCT B
Oenute ApoOOBE WITH TPHAHMS KOTI (KOETO MOXKE J1a € TI0-9€CTO IPH MAallUeHTH Ha BB3pacT 65
TOJIMHU WJIH TIOBEYE), HJIH TIOPaJi MPOMEHH B KPbBOHOCHUTE ChI0BE, KOUTO KPbBOCHAOASBAT
Oemute TpoOOBe.

*  aKO CTE MMaJIM WM MOXeE cera Jia umare uHpeknus ¢ xenatut B. Tosa e Taka, 3amoTo
HMazaruan6 Accord Healthcare mosxe m1a mpuunHM IPEMHUHABAHETO HA MHMEKIIUATA C XEITATHT
B oTHOBO B akTHBHA (popMa, KOETO MOXKe J1a Ob/ie (aTaiHo B HAKOM ciydau. IlarueHTuTe e
ObIaT BHUMATETHO MPETJIeAaHy OT JICKap 3a MPU3HAIM Ha Ta3u MHPEKIINS, PEIU 1a 3a[I0YHE
JICYCHHUETO.

" aKo MOJIyYHTEe CHHUHH, KbPBEHE, MIOBHIIICHA TEMIIEpaTypa, yMopa 1 00bpPKaHOCT, T0KATO
npuemate Jlazaruau6 Accord Healthcare, cebpskere ce ¢ Bamust siekap. ToBa Moxe j1a €
NPU3HAK HAa YBPEXkKIaHe Ha KPbBOHOCHUTE ChJOBE, M3BECTHO KaTO TPOMOOTHYHA
mukpoanruonatus (TMA).

Bammsr jiekap peoBHO Iiie Mpocie/sBa ChbCTOSHUETO By, 3a ma mposepu manu Jlazatuand Accord
Healthcare nma xenanus edexr. ITo Bpeme Ha npuema Ha J{azatuan6 Accord Healthcare, pexosro e
Bu ObJiaT U3BBPIIBAHU U3CIIEIBAHKS HA KPBHBTA.

Jlena u roHOIIM

He npunaraiite ToBa iekapcTBO Ha Jielia Ha Bb3pacT noj 1 roauna. Mima orpaHuyeH onur ¢
ynotpebara Ha Jazatiunu6 Accord Healthcare B Ta3u Bb3pactoBa rpymna. [Ipu neua, npuemariu
Hazatunn6 Accord Healthcare, BHumaresHo 1me ce mpocie/sBa pacTexa Ha KOCTUTE U Pa3BUTHETO.

Npyru aexapcerBa u Jlazaruano Accord Healthcare
Hudopmupaiite Baums nekap ako nmpuemare, HACKOPO CTe IPHEMAU WK € Bb3MOXKHO J1a IpUeMeTe
JPYTH JIEKapCTBa.

Hazatuan6 Accord Healthcare ce npepaborsa riaBHo ¢ moMoira Ha yepHus Japod. Hsakoun nekapcrsa
Morar ChIIO J1a ToBIusAT Ha edekra Ha Jlazatuan6 Accord Healthcare, xoraTo ce mpuemar
€THOBPEMEHHO.

Te3u JexkapcTBa He TPAOBA 1a ObAAT NpUeMaHu eqHoBpeMenHo ¢ JlazaTunuo Accord
Healthcare:

*  KEeTOKOHA30J, UTPAKOHA30J — TOBA €A MPOTHBOIHLOMYHU JeKapCTBa

*  EPUTPOMHLMH, KIAPUTPOMHUIIMH, TETUTPOMULIMH - TOBA Ca AHTHOMOTHLIH

" PHUTOHABHUD - TOBA € AHTUBHUPYCHO JIEKAPCTBO

*  (ennrounH, kapdaMasenuH, peHoOapOUTal - 3a JICUCHHUE Ha eNMUJIETICHST

*  pudaMnunyH — 3a JeUcCHUE Ha TYOepPKYJ103a

* (amoTHANH, OMENpPa3oJ - TOBA ca JIEKapcTBa 3a OJIOKMpaHe Ha CTOMAIIHATA KHCEJIMHHOCT

" KBJT KaHTapUOH — OMJIKOB IIperapaT, OTIyCKaH 0e3 perernTa, U3M0I3BaH 3a JIeYeHHe Ha

Aenpecus U Ipyry ChbCTOSHUS (MO3HAT o1e Kato Hypericum perforatum)

He npuemaiite 1exapcTsa, KOUTO HEYTPaIU3UpaT CTOMAIIHUTE KUCETUHU (AHTHALMAH, KaTo
AITyMHUHHUEB XUIPOKCHUJ MM MAarHe31ueB XUAPOKCU) 2 yaca mpeau u 2 yaca cjeJ npuemMa Ha

JMazarunu6 Accord Healthcare.

HNupopmupaiite Bammus jgekap, ako npremare JIeKapcTBa 3a paspeskiaHe Ha KPbBTa WM 3a
npeAoTBpaTsIBaHe Ha 00pa3yBaHETO Ha ChCHPELH.

Hazaruuué Accord Healthcare ¢ xpaHa u HanuTKH
He npuemaiite /lazaruran6 Accord Healthcare ¢ rpeiingpyt wmu cok ot rpeingpyr.
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BpeMeHHOCT U KbpMeHe

AKoO cTe OpeMeHHa WK cMsITaTe, Ye MOXKe J1a cTe OpeMeHHa, yBeloMeTe He3a0aBHO Bamus Jiekap.
Ja3zarnaud Accord Healthcare ne TpsioBa 1a ce n3moJi3Ba o BpeMe Ha GPeMEHHOCT, OCBEH aKO
He e abCOII0THO He0OX01MMO. Bamust siekap 1ie 06¢chu ¢ Bac moTeHIuanHusaT puck ot ynorpebara
Ha Jlazarnau6 Accord Healthcare mo Bpeme Ha GpeMeHHOCT.

Kakro MbkeTe, Taka u sxenute, mpuemarnu Jasarnaud Accord Healthcare, me 6b1aT mochBeTBaHY Oa
U3M0J13BaT e(heKTUBHHM KOHTPAIIENTUBHE METOIH T10 BPEME Ha JICUCHUETO.

AKo KbpMuTe, yBeqoMeTe Bamms gexap. Bue TpsOBa m1a cripete 1a KbpMUTE, TOKATO IpUEeMaTe
Haszatunu6 Accord Healthcare.

Ilodupane u padoTa ¢ MAIIUHU
Bbbprere ocobeHO BHUMAaTEHH IO BpeMe Ha ImodupaHe Wi padoTa ¢ MalllMHY B CiTy4aii ye rmpu Bac ca
HaJIUIE HeXKEAaHU PEeaKIMU KaTo 3aMasiHOCT U 3aMbIJICHO BUXKIAHE.

HMa3zarunu6 Accord Healthcare cbabpika JakTo3a
Axo Bamusit iekap Bu e ka3ai, ye mMarte HEMMOHOCHMOCT KbM HSKOM 3aXapH, yBejomeTe Barust
JIeKap Mpejiu Ja pHeMeTe TOBa JIEKapCTBO.

Hazarunu6 Accord Healthcare cbabpika HaTpwmii
ToBa siekapcTBO ChABPKA MO-Manko oT 1 mmol (23 mg) Harpuit Ha TabneTKa, T.€. IPAKTUYECKU HE
ChABbpKa HATPUI.

3. Kak na npuemare Jlazatunu6 Accord Healthcare

Hazatuau6 Accord Healthcare e Bu 6b1e npenucan caMo OT JIeKap ¢ ONUT B JICYUCHUETO Ha
JeBKeMHus. BuUHAru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e kazan Bammsar nekap. Ako He cTe
CHT'YPHHU B Helllo, nonuraite Bamus nekap wiu dhapmanest. JJazaruau6 Accord Healthcare ce
NPE/IMUCBA MPHU Bh3PACTHH U JIela Hal- Majko Ha 1 rojuHa.

HavyannaTa npenopbunTeIHA 1032 NPH BH3PACTHU NAMEHTH ¢ XpoHUYHA ¢a3a Ha XMJI e 100
mg BeAHb:K THEBHO.

HavannaTa npenopbuuTe/IHA 1032 NPU BH3PACTHU NANMEHTH ¢ HANPEIHAIA UM 0JIaCTHA KpU3a
Ha XMJI uwiau Ph+OJLJI e 140 mg BeHB:K THEBHO.

Jo3upoBkarta npu aena ¢ XMJI B xponuuHa ¢asa nim Ph+ OJIJI e na 6a3a TesiecHo Terio.
Hazatuan6 Accord Healthcare ce nputara nepopaiHo BeIHBXK THEBHO 1Mo opmata Ha JazaTHHHO
Accord Healthcare tabietku mim na3atuHub mpax 3a nepopajina cycnensus. Jlazatuaub Accord
Healthcare tabnetku He ce nmpenopbyBaT 3a nauueHTy ¢ tersio noxa 10 kg. I[IpaxbT 3a mepopanHa
CyCIIeH3Hs € MpeHa3HAYCH 3a ManueHTH ¢ Teryio moj 10 kg 1 3a maueHTH, KOUTO HEe MOTaT Ja
nperTbinat Tabnetku. Moxe ia € HeoOXo/[uMa MpoMsiHa Ha Ji03aTa IpH IPEeMUHaBaHe OT Ha
nexapcTBeHa ¢popMa KbM JpyTa (Harmp. TaObJIeTKH U Mpax 3a MepopaiHa CyCIIeH3Us ), 3aTOBa He TpsOBa
caMu Jia MPOMEHSITE JIeKapCcTBeHaTa popma.

Bammsit nekap e npereHn Kost € MoIXo/sIIara JiekapcTBeHa Gpopma u 103a, Ha 6asza Bamrero Terio,
HEXEJIAHU PeaKIliy U OTroBOp Ha JieueHneTo. Hauannara nosa lasatuan6d Accord Healthcare mpu
Jela ce U34YKCIIsiBa Ha 0as3a TeJIeCHO Terio, KakTo € MOKa3aHo M0-10y:

Tenecno Terao (kg)? JAneBHa no3a (mg)
10 mo mox 20 kg 40 mg

20 no mox 30 kg 60 mg

30 1o mox 45 kg 70 mg

Haii-mMainko 45 kg 100 mg

2 TabnerHata opma He ce TpernopbyBa 3a HmanueHTu ¢ Terno nox 10 kg; npu Te3u naruenTu TpsOBa Ja ce
W3I0JI3Ba Tpax 3a MepOpaIHa CYCIICH3HS.
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Hsama npemopruntenna posa Jaszatnaud Accord Healthcare 3a mera va Be3pact mox 1 roauna.

B 3aBucumoct ot otroBopa Bu kbM neuenueto, Bamusar nexap moxe aa Bu npeanuiie no-Bucoka
WJIM TI0-HUCKA 71032 WIIM JOPH Ja MPEKPaTH JICUCHUETO 3a KPaTKO. 3a I0-BUCOKHUTE WMJIH TIO-HUCKUATE
JTO31 MOJKE JIa C& HAJIOXKH JIa TIpreMaTe KOMOWHAITUN OT TAOJIETKH C Pa3TUIHO KOJIMYECTBO Ha
aKTHBHOTO BEIIECTBO.

Kak na npuemare /lazatunu6 Accord Healthcare

IIpuemaiite TadJieTKUTE MO €IHO U CHIIO BpeMe BCeKH JeH. [ 'baTaiite Tabnetkure uenu. He ru
pa3uynBaiite, peskere win abBuere. He npuemaiite pasrBopenu tabnetku. He moxere na cre
CHUT'YPHH, Y€ IIe IPUeMeTe PaBUITHATA /1032 aKO Pa3dyIUTe, CPEXKETe WIIN PA3TBOPUTE TaOJICTKHTE.
Hazatuan6 Accord Healthcare Tabnetkn morar ia ce mpuemar chC Wi 0e3 XxpaHa.

CrnenuajHu ykazaHus 3a padora ¢ Jazarunu6 Accord Healthcare
Maiko BepositHO € Tabierkute dasatuaub Accord Healthcare ma ce cuymsar. Ho ako ToBa ce ciyuw,
BCHYKH, OCBCH MAIMCHTa, TPsAOBa 1a HOCAT phKaBULM npH padota ¢ Jazarunu6® Accord Healthcare.

Kouiko abaro tpsaoea qa npuemare Jazatunu6 Accord Healthcare
IMpuemaiite Jlazatuau6 Accord Healthcare Bcexu neH, nokato Bamust iekap He Bu kaxe na crpere.
VBepere ce, ue npuemare Jazaturu6® Accord Healthcare tonkosa rbiro, koikoto Bu e npenmnucaHo.

AKO cTe mpueJu noBeye oT Heodxoaumara go03a Jazatunuo Accord Healthcare
AKO cily4aiiHO CcTe IpUEITH oBeUe OT HeoOXoauMust Opoii TabieTKH, yBeaomere Bamus gekap
He3a6aBHO. MOJKe /1a ce HyKaeTe OT CICIIHA METUIIHHCKA TOMOIIL.

Axo cTe npomycHaau 1a npuemere Jazaruan6 Accord Healthcare
He B3emaiite a1BoiiHa /1032, 32 []a KOMIIEHCHpaTe nporycHarara tabierka. [Ipuemere cieaBaiara
TabJeTka B 00MYaifHOTO BpeMe.

AX0 MMaTe HIKaKBH JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yHOTpeOaTa Ha TOBA JIEKApCTBO, TIOIUTANTE
Bamms nekap nnm dapmarneBt

4, Bb3MOKHHU HeKeJTaHU peakuuuun

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia IPECAN3BUKA HEXKECIIAaHU PCAKIIUU, BBIIPEKU Y€ HE
BCCKH T'M ITOJTy4aBa.

- Bcekn 0T ciieTHNTE IPU3HAIH MOKe /12 € CEPHO3HA HEXKeJIaHA PeaKIus:

- aKo uMare 00JiKa B TbpANTE, 3aTPYAHCHO JTUIIaHE, KAIUIUIIA U TIPUMAIIIBaHe

- aKo TIOTYYHTE HEOYAKBAHO KbPBeHe I CHHMHHU, Oe3 [1a CTe ce HapaHWIN

- aKo 3a0eneXuTe KPbB B MOBbpPHATA MaTepus, B M3NPAKHEHNATA MIIM YPUHATA, FITH NMaTe YePHU
U3IIPaKHEHUS

- aKo MMaTe NPU3HALM Ha HH(eKIMA, KaTo BUCOKA TEMIIepaTypa, CUITHO BTPHUCAHE

- aKo MMaTe BUCOKa TeMIepaTypa, Bh3MajJeHne Ha yCTaTa WK I'bPJIOTO, MEXYPH WU OeJieHe Ha
KOXaTa W/WIIN JINTABUIUTE

Cebpikere ce BeqHara ¢ Bammus Jiekap, ako 3a0eneXuTe HAKOH OT TOPHUTE MPU3HAIIY.

MHoOro 4ecTH He:KeJIAHM peakuu (Morat Aa 3acerHar nosede ot 1 na 10 gymm)

- HNupexumnn (BKIIOYUTEIHO OAKTEPUATHU, BUPYCHH WIIM I'bONYHU)

- Cobpaeynn u 6e10ApOOHH: HEJOCTHT Ha BB3IYX

- XpaHocMUWIATEIHU NPO0OJIeMU: THAPHs, TaJleHe, TOBPBIIaHe

- Ko:xnn, 3acsiramu kocara, o4uTe M 00IIU: KOXXEH OOpUB, TPECKa, OTOK IO JINIETO, PBLETE U
cThIIaNIaTa, TAaBoO0INe, YyBCTBO HA yMOpa WM C1aboCT, KbpBEHE

- Bouka: 601Kxa B MycKynuTe (110 BpeMe Ha WIH CJIe MPEyCTaHOBSIBaHE Ha JICYCHUETO), KOpEMHA
(abpomuHanHa) Oonka
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H3cnenBanusiTa MoKe 1a MOKa3BaT: HUCHK OpOit TpOMOOIINTH, HUCHK Opoit Oeu KphbBHU
KJICTKH (HEyTPOIICHUS ), aHEMHUS, 3aTbP’KaHe HAa TEIHOCT OKOJIO OenuTe npodoBe

YecTn HexxeTaHu peakum (Morat aa 3acersat Ao 1 va 10 qymm)

HNHpexumnu: mHEBMOHUS, Xepriec BUpycHa HHMEKIUS (BKIFOUYUTEITHO IIATOMETAIOBUPYCHA-
CMYV), nadekus Ha TOpHATE TUXATEITHH IBTUIIA, CEPHO3HA HHQEKIHS Ha KPHBTA HITH
ThKaHUTE (BKIFOUYUTEITHO HEYECTH CITy4Yau C JICTAJICH U3X0/)

Cobpaeunu u 0e10aApoOHM: CHpIIeONCHE, HETIPABUIICH ChPJCUYCH PUTHM, 3aCTOWHA ChpIeUHA
HEJIOCTATHYHOCT, cl1ab0CT Ha ChPJICYHHUSI MYCKYJI, BACOKO KPBBHO HAJISITaHEe, TOBUIIEHO KPHBHO
HaJSTaHe B OenuTe IpoOoBe, Kallnia

XpaHOCMHIIIATETHH MPOOJIeMH:HAPYIIICHUS Ha alleTUTa, HapyIllIeHUE Ha BKyca, pa3JyBaHe Ha
KopeMa, Bbh3MalieHHe Ha Je0elI0TO YepBO, 3aeK, KUCEINHH, Pa3s3BsiBaHe Ha yCTaTa, OBUIICHUE
HA TETJIOTO, IOHWKCHUE Ha TETJIOTO, TaCTPUT

KoxHu, 3acAramm KocaTa, O4ATE U 00IIN: MpaBydYKaHe 110 KOXKarta, ChpOexk, cyxa Koxka,
aKHe, Bh3MalleHHEe Ha KOXKaTa, TIOCTOSHEH IIIYM B YIIUTE, KOCOTa/I, OOMITHO IOTEHE, 3PUTEITHA
HapylIeHus (BKIIOYUTETHO 3aMbIIICHO BHKJJAHE U HAPYIIICHO BIDKIAHE), CyXOTa B OUHTE,
CUHHHH, JeTpecusi, 0e3ChHUE, 3aUepPBIBaHE HA JUIIETO, 3aMasHOCT, HATHPTBAHUS (CHHUHHU),
aHOPEKCHsl, ChHITUBOCT, TeHEPAITM3UPAaH OTOK

BouJka: Ooyika B CTaBUTE, MyCKYITHA cl1adoCT, 00JIKa B TbpAUTE, OOJIKA B PBIIETE U CTHITAJATA,
TPBIIKH, CKOBAHOCT B MYCKYJIUTE M CTABUTE, MyCKYJIHH CIIa3MU

H3caenBannsaTa MoKe 1a MOKA3BAT:TCYHOCT OKOJIO CHPIIETO, TEYHOCT B OENIUTE IPOOOBE,
aputMus, GeOprUIHa HEYTPOTICHHS, KbPBEHE OT CTOMAITHO-YPEBHHS TPAKT, BHCOKH HUBA Ha
MMUKOYHA KHCEJIMHA B KPHBTA

HeuecTu Hexke1aHu peakuuu (Morat aa 3acersat 1o 1 na 100 qymm)

Cobpaeunu u 6e0apooHu: nHOAPKT (BKIFOYUTEIHO € JIETAJICH U3X0/1), Bh3MaJICHHUE Ha
oOBuBKaTa (puOpO3eH cak) OKOJIO CHPLETO, HAPYIIEH ChPlIeUYeH PUTHM, O0JIKa B THPIUTE
NopaJIy JIUICca Ha KpbBOCHAOAsIBaHE Ha CHPLETO (CTEHOKAPANs), HUICKO KPBBHO HaJsraHe,
CTeCHsBaHE Ha AWXATEITHNUTE IIBTHIIA, KOCTO MOXeE Ja MPEU3BHUKa 3aTPyIHCHUE B TUIIAHETO,
acTMa, MOBHILIEHO KPbBHO HAJISTaHE B apTepUHTE, KOUTO KpbBOCHAOAsIBaT Oenute qpoOose
XpaHocMHIIATETHHM MPO0GJeMH: Bb3aJeHUE Ha TTaHKpeaca, IENTUYHA 53Ba, Bh3MaJIeHHE Ha
XpaHOIIPOBOJA, ITOJyBaHE Ha KOpEeMa, pa3KbCBaHE Ha KOXKAaTa Ha aHAJTHUS KaHAJI, 3aTPYJHEHO
HperTbIlaHe, Bh3NaJCHUE HA )KITBYHUS MEXYD, 3aIlylIBaHE HA KIIBUYHUTE ITBTHUIA, TaCTPO-
e3zodareanen pediaykc (CbCTOSHUE, TPU KOETO KUCETUHA MITK IPYTrO CTOMAIIHO ChIBPXKUMO Ce
BpbIla 00PaTHO B I'bPJIOTO)

KoskHu, 3acsiramm kocara, 04uTe M 00IIM: aJICPTUYHH PEaKIMU BKIIOUBAIIN OOJIC3HEHU
YepBEeHH MOJYTHHH 10 KoKaTa (eprureMa HOJ03yM), TPEBOKHOCT, OOBPKaHOCT, IPOMEHH B
HACTPOEHHETO, HAMAJIEHO CEKCYaJIHO BIIEUCHHUE, IPUIOIIABAHE, TPEMOD, Bb3MaJICHUE HA OKOTO,
KOETO TPEIM3BUKBA 3aUepBsIBaHe WM 00JIKa, KOXKHO 3a00JIsIBaHe, XapaKTEePH3HUPALLIO CE C
0oe3HeHH, 3a4epBeHH, 100pe OYepTaHU METHA C BHE3aITHA [I0SIBa HA BUCOKA TEMIIEpaTypa 1
noBuIeH Opoi Ha OennuTe KPbBHU KIETKU (HeyTpodmiIHa JepMarosa), 3aryda Ha ciyxa,
YYBCTBHUTEIHOCT KbM CBETIIMHA, HAPYIICHUE B 3PCHUETO, TOBUIICHO ChII300TIEISHE, TPOMSIHA B
[[BETA Ha KOXKaTa, Bh3NAJICHHE Ha MOJJKOYKHATA MACTHA THhKaH, si3Ba HA KOXarta, 00pa3yBaHe Ha
MEXYypH 110 KOXKaTa, HapylIeHHe Ha HOKTUTE, HApyIIEHHE B OKOCMSIBAHETO, 3a4epBsIBaHE U
00JIKa MO PBIETE U CTHIIANIATA, U3BECTHO OIIe KATO CUHJIPOM PBKa-Kpak, Ob0pedHa
HEJIOCTATHYHOCT, YECTO YPUHHPaHE, YroJIeMsiBaHe Ha IbPIUTE IPU MBXKETE, HApYyIIICHHE B
MeHCTpyanusaTa, ooma ciadboct u JuckoMgopTt, HaManeHa QyHKIMS Ha IIMTOBHUIHATA JKJIe3a,
3ary0a Ha paBHOBECHE TIPH XOJICHE, OCTEOHEKPO3a (3a00siBaHe, CBHP3aHO ¢ HAMaJIeH KPbBOTOK
KBbM KOCTHTE, KOETO MOJKE J1a IPUYMHH 3ary0a Ha KOCTHO BEIIECTBO U KOCTHA CMBPT), apTPUT,
NOJyBaHE Ha KOXAaTa B HAKOM y4acThK Ha TSUIOTO

Boaka: Bp3naneHre Ha BEHUTE, KOETO MOKE JIa MPEIU3BUKA 3aUepBsABaHe, O0NIE3HEHOCT U
HIO/TyBaHe, Bb3MAICHHE Ha CyXOXKUINE

Mo3b4HH IPodaeMHu: 3ary0a Ha mamMeTTa

H3cnenBanusaTa MosKe 1a MOKAKAT: OTKIOHEHHUS B PE3yNITaTUTE Ha KPHBHUTE U3CIICABAHUS U
BB3MOXXHO HapyllIeHHe Ha ObOpevyHaTa QyHKIMsS, IPUYMHEHU OT OTIAAHUTE MIPOAYKTH Ha
pasnajaiuTe ce TYMOPHH KJICTKH (TyMOpP-IM3UC CHHIPOM), HUCKY HUBA HA aTOyMUH B KPBBTA,
HHUCBHK Opoit IuMdouuTy (Buz 6elin KpbBHH KIETKH) B KPBBTA, BHCOKO HHBO Ha XOJIECTEPOII B
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KPBBTA, MOIyTH TUM(HU BH3IIH, KbPBCHE B MO3bKa, HAPYIIICHUE HA CICKTPUIECKATa aKTHBHOCT
Ha CBHPIETO, YroJieMsIBaHE Ha ChPIIETO, BB3MATICHUE HA YepHUS Ipo0, OENTHK B ypHUHATA,
MOBHIIIEHA KpeaTUHUH (PocokmHaza (€H3UM, KOWTO C€ OTKPHUBA OCHOBHO B CHPIIETO, MO3bKa U
CKEJICTHUTE MYCKYJIH), TIOBUIIICH TPOTIOHUH (€H3UM, KOWTO C€ OTKPHUBA OCHOBHO B CHPIIETO U
CKEJIETHUTE MYCKYJIH), TOBHIIICHA TaMa-TyTaMuiTpancdepasa (eH3uM, KOWTO ce OTKpPHBA
OCHOBHO B YepHHsI Ipo0), MPHIMYAIa Ha MIIIKO TEIHOCT OKOJIO OelnTe ApodoBe (XHIIOTOPaKC)

Penxu Hexes1anu peakuuu (Morat aa 3acertHart a0 1 na 1000 qymm)

- Cobpaeunu u 6e10ApoOHN: pa3IIUpsBaHE HA JIICHATA KaMepa Ha ChPIIETO, Bh3NalleHHE Ha
CBHPJCYHUS MYCKYJI, ChCTOSHUSI, TPOU3TUYAIIH OT OJOKMPAHETO HA MIPUTOKA HAa KPHB KbM
CBhPJCYHUS MYCKYJ (OCTHP KOPOHAPEH CHHJPOM ), ChpPACUYEH apecT (CIUpaHe Ha KPHBOTOKA OT
CHPIIETO), HICXeMUYHA OOJIECT Ha CHPIIETO, Bh3MAJICHNE Ha ThKaHTa, TIOKPHUBAIla CHPIIETO U
Oenute TPoOOBE, KPEBHU ChCHUPEIH, KPBBHH ChCUPEIH B OeIUTE APOOOBE

- XpaHOCMIIATETHH MPOOJIeMHU: 3ary0a Ha )KU3HCHOBAKHH XPAaHUTEITHY BEIECTBA KaTO
OCNTHYMHU OT XPAHOCMIJIATEITHUS TPAKT, YpEBHA HEMIPOXOJAUMOCT, aHAITHA (DUCTYIIA
(pa3kbCcBaHE Ha KOYKaTa W/WJIM JUTaBHUIIaTa OKOJIO aHyca), HapyllleHHe Ha ObOpeyHaTa (yHKIHS,
nraoder

- Ko:xnu, 3aciraiu KocaTa, 04MTe H 001H: KOHBYJICHH, Bh3MAJICHUE HA 3PUTEITHHS HEPB,
KOETO MOJKE JIa TPEeTU3BUKA IThJIHA MM YaCTHUYHA 3ary0a Ha 3peHHe, CHHBOJIMIIABH TIETHA T10
KOXarta, HeoOM4YaitHO ToBHINIeHa (DYHKITUS HA UTOBUIHATA JKJIE3a, Bh3MaJICHUE Ha
IIUTOBUIHATA JKJIE3a, aTaKCUs (ChCTOSIHUE, CBBP3aHO C JIUIICA Ha MYCKYJTHA KOOPIUHAIINSA),
3aTpyJHEHO XOJIeHEe, CIIOHTaHEeH a00pT, Bh3MaJICHHE HAa KPHbBOHOCHHUTE Ch0OBE Ha KOXKATa,
KokHa pudpo3a

- Mo3b4HH MPOGJIeMU: HHCYJIT, BDEMEHHH SITU30/I1 Ha HEBPOJIOTUYHA TUCHYHKITUS, TPUINHEHA
OT HEJIOCTHUT Ha PUTOKA Ha KPBB, Mapalii3a Ha JIUICBUS HEPB, JCMCHIIHS

- I[pobiieMu ¢ UYMYHHATA CHCTEMA: TEXKKA AJIEPTHYHA PEAKIIUS

- IMpo6seMn ¢ MyCKYJHOCKEJETHATA U CheIUHUTEIHATA ThKaH: 320aBCHO CBbP3BaHE Ha
3a00JIeHUTE Kpauiia, opopmMsiu craBute (enuusn); 3a0aBeH WIH U30CTaBAIL] PACTEXK

Cho01aBaHu ca M IPYTrH HeKeJIAaHU PEAKIIHH ¢ HEH3BECTHA YeCTOTA (0T HAJIMYHHUTE TAHHHU He

MoOske 1a ObJe HapaBeHa OLleHKA)

- Br3nanenune Ha Oenute 1poOoBe

- KppBom3nuB B cToMaxa Wi yepBaTa, KOETO MOXKE Jla TOBEZIE 10 CMBPT

- Peuyaue (MOBTOPHO akTUBUpaHE) Ha MHPEKIUS ¢ XenaTuT B, korato cTe nManu xenatut B B
MUHAJIOTO (MH(EKIMS Ha YePHHS JPO0)

- Peakmust ¢ Bucoka Temmneparypa, MEXypH IO KOXKaTa U pa3si3BSIBaHEe Ha JTUTABUIIUTE

- 3aboisiBaHe Ha OBOPEIUTE ChC CUMIITOMH, BKJIFOUBAIIHM OTOK U OTKJIOHGHUS B JIA0OPATOPHUTE
MOKA3aTeJN, KaTo OCNTHK B ypUHATA U HUCKO HUBO HA MIPOTCHHU B KPHBTA

- VYBpexaaHe Ha KpbBOHOCHHUTE ChIOBE, H3BECTHO KaTo TpoMOOoTHYHA MuKpoaHTHonatus (TMA),
BKITFOUUTEITHO HAMaJIIBaHe Ha Opos Ha YEPBEHUTE KPHBHU KJIICTKH, HAMAJIIBaHE HA
TPOMOOLIUTUTE U 00pa3yBaHe Ha KPBBHU ChCUPEIIU

BammsT nekap 1ie nmpoBepsiBa 3a HUITMYHUETO HA HAKOH OT TE€3W HEXKEJIaH! PEaKINH 110 BpeMe Ha
JeuenneTo Bu.

Cho01aBaHe Ha HesKeJIAHHU pPeakIuu

AKO MoNTyuHTe HSIKaKBU HEXXEJIaHHU JIEKapCTBECHH PEaKUiH, yBeaoMeTe Bamms jekap wim
(papmaneBT. ToBa BKIIOUBAa BCHYKH Bb3MOXKHH, HEONMCAHH B Ta3H JIMCTOBKA HEXEIaHU PEaKIIHU.
MoskeTe ChIIOo 1a ChOOIINTE HEKEIAHU PEaKIMU JUPEKTHO Upe3 HAal[HOHAIHATa CHCTEMA 32
cboOmIaBane, mocoueHa B [lpuinoskenue V. Kato cpob1aBate HexXeIaHN peakiiy, MOKETE Ja JaJieTe
CBOS IIPUHOC 3a MOJTyyaBaHe Ha MoBeve HH(OopMaIis OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKapPCTBO.

5. Kak na cexpansiBare /lazatunn6 Accord Healthcare

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICHa.

72


https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

He m3mon3BaiiTe ToBa JIekapcTBO Clie]] CPOKa Ha TOJHOCT OTOENSA3aH BbpPXY OJMcTepa Win
KapTOHEHaTa OMaKoBKa, cief ,,l'ome m0:“/”EXP”. CpoKbT Ha TOAHOCT OTTOBAPS HA TIOCIIEAHUS I€H
OT IIOCOYCHUS MeCell.

To3u nexapcTBeH NPOAYKT HE U3MCKBA CIICIUATHN YCIIOBUSA 32 ChXpaHEHHUE.

He uzxBbprsiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a JOMAILIHU OTIAIbIIH.
ITonwmraiite Bammsa apmaneBT Kak Jja M3XBHPIIATE JIEKapCTBAaTa, KOUTO Beue HE u3nosBare. Tesun
MEPKH 1€ CIIOMOTHAT 34 OIa3BaHe Ha OKOJIHATA CPeJa.

6. C’b)l’bp)l(al—ll/le Ha OIMAKOBKAaTa U JO0IIBJHHUTEC/IHA I/IH(l)OpMaIII/IH

KakBo cbabpaka lazatunué Accord Healthcare

- AKTHBHOTO BEIIIECTBO €: qa3aTHHUO. Besika ¢punMupana tadierka cpappika 20 mg, 50 mg,
70 mg, 80 mg, 100 mg unu 140 mg na3atuHuO (KaTO MOHOXHIPAT).

- Jpyrurte cbcTaBKy ca:

- Aopo na mabnemxama: T1akTO3a MOHOXHIpAT; MUKpPOKpHCTaiHa 1emyno3a PH 101
(E460); kpockapmenosa Harpuii (E468); xunpoxcumnpornuienynosa (E463);
MUKpoKpucTainHa uenynoza PH 112 (E460); marnesues cteapar (E470).

- Dunmogo nokpumue: xunpomenosa (E464); turanos auoxcun (E171); tpuanernn
(E1518).

Kak m3raexaa {azatunu6 Accord Healthcare u kakBo cbabp:ka onakoBKaTa

HMazaruan6 Accord Healthcare 20 mg: ¢punmupanara tabiaerka e 6s1a 10 mouTH Osiia,
JIBOMHOM3ITBKHAJA, KPBIla priMupana TabjieTka ¢ JHaMeThbp OKOJIO 5,5 mm, ¢ BIrpOHATO penedHo
o3Hayenue “IV1” oT eqHara crpaHa u raajaka oT apyrara.

Hazaruan6 Accord Healthcare 50 mg: ¢punmupanara tabiaerka e 6sma 10 mouTH Osiia,
JBOMHOUBITbKHATIA, OBaJIHA (pUIIMUpaHa TabaeTka ¢ mpudausutennu pasmepu 10,70 x 5,70 mm, ¢
BINIBOHATO penedHO o3HaueHue “IV2” ot enHaTa cTpaHa M IJ1aaka OT Apyrara.

HMaszaruan6 Accord Healthcare 70 mg: ¢punmupanara tabietka e 6sta 10 mouTH Osiia,
JBOMHOM3IIbKHANA, KpbIiia (huiIMHpaHa TabieTka ¢ TMaMeThp OKoJIo 8,7 mm, ¢ BIIbOHATO penedHO
o3nauenue “IV3” oT eqHaTa cTpaHa M IIajKa OT ApyraTa.

Hazaturn6 Accord Healthcare 80 mg: ¢punmupanata tabnetka e Gsia 10 moutH Osuia,
JIBOWHOUBITBKHATIA, TPUBI'BbIHA (puIMupaHa TabaeTka ¢ npubnusutenau pasmepu 10,20 x 9,95 mm, ¢
BIUTEOHATO penedHo o3HayeHue “IV4” or enHaTa cTpaHa U riajaka OT apyrara.

Hazaruan6 Accord Healthcare 100 mg: ¢punmupanara tabieTka e Osu1a 10 moyTH Osa,
JIBOMHOU3IIbKHANA, OBaJiHA (priiMUpaHa TabieTka ¢ npudau3uTeHu pasmepu 14,70 X 7,10 mm, ¢
BIUTEOHATO penedHo o3Hayenue “IV5” oT enHaTa cTpaHa W IJ1ajika OT JApyrarta.

Haszaruau6 Accord Healthcare 140 mg: ¢punmupanara TabieTka e 0sij1a 10 mouTH Osa,
JBOMHOMBITBKHATIA, KPBIJIa QUIMHpaHa TalJeTKa ¢ AuaMeThp okoio 10,9 mm, ¢ BrrsOHaTO penedHo
o3HadeHue “IV6” oT eqHaTa cTpaHa M IIafKa OT ApyraTa.

Haszaruan6 Accord Healthcare 20 mg u 50 mg ¢unmupanu TabiaeTKy ce IpeaaaraT B KapTOHEHH
KyTHUH, ChABPXKAIIN 56 win 60 puimMupanu TaOleTKH B OIUCTEPH U B KAPTOHEHH KYTHH, ChIbP)KAIIN
10 x 1,56 x 1 unu 60 X 1 ¢punmupanu TabaeTku B nepoprupanu OIUCTEPH ¢ STUHUIHU JT03H.

Hazatuan6 Accord Healthcare 70 mg dbunmupanu TabneTku ce npeaiarat B KapTOHSH! KyTHH,

cpabppkany 56 i 60 puamMupanu TaOJIEeTKH B OMUCTEpH, U B KAPTOHEHH KyTHH, chabpxamy 10 x 1,
56 x 1 nnmm 60 X 1 punMupanu tadbiaeTku B nepPopupanu OIMCTEPH ¢ SAUHUYHH JO3H.
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Hazaruan6 Accord Healthcare 80 mg n 140 mg dunMupanu TabIeTKY ce IMpeyIaraT B KapTOHEHN
KyTuH, chabpskaiim 30 win 56 GpuiMupanu TaOJIeTKH, U B KApTOHEHH KyTHH, Chabprkamn 10 X 1,
30 x 1 unu 56 % 1 punmupanu TabneTk B nepGoprupaHu OJIUCTEPU C SAMHUYHH JT03H.

Hazaruan6 Accord Healthcare 100 mg ¢ramupanu TabieTky ce Ipeaiarar B KApPTOHEHW KYTHH,
chabpikaim 30 win 56 GuaMupanu TabJETKH, U B KapTOHEHU KyTHH, chabpxkainu 10 X 1, 30 X 1 wiun
56 x 1 punmupanu TabnaeTku B neppopupanu OIUCTEPH ¢ EAUHUYHH JO3H.

He Bcuuku BHIOBE ONAaKOBKW MOTrar jJa ObJaT IyCHATH Ha Ia3apa.
IIpuTe:kaTen Ha pa3pelleHUETO 32 ynorpeda

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 62 Planta

08039 Barcelona

Ucnanus

IIpousBoauTen

Accord Healthcare Polska Sp. z o.0.
ul. Lutomierska 50

Pabianice, 95-200

Ilomma

Accord Healthcare B.V.
Winthontlaan 200
Utrecht, 3526 KV
Hunepnannus

Pharmadox Healthcare Limited
Kw20a Kordin Industrial Park
Paola, PLA 3000

Marnra

3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/IH OTHOCHO TOBa JICKApCTBO, MOJIS, CBBPIKETEC CC C JIOKAJTHUA
MNPpEACTABUTCII HA IPUTECIKATECIIS HAa pa3pCHICHUCTO 3a yHOTp66aZ

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/
NL/NO/PL/PT/RO/SE/SI/SK

Accord Healthcare S.L.U.
Ten: +34 93 301 00 64

EL
Win Medica A.E.
Ten: +30 210 74 88 821

Jara Ha mocyieqHo npepasrJekaaHe Ha JUCTOBKATA
Apyru nu3rounnum Ha nHgopMmauus

[TonpoOHa nHOpMaIKs 3a TOBA JICKApCTBO € IIpeJoCTaBeHa Ha yeOcaiita Ha EBporietickara areHIust
10 JIeKapcTBaTa https://www.ema.europa.cu.
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