MNPWIOKEHHUE I
KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazarnan6 Accord Healthcare 20 mg ¢punmupanu TabreTku
Hazatuan6 Accord Healthcare 50 mg dunmupanu tabnetku
Hazatuan6 Accord Healthcare 70 mg dunmupanu tabietku
Haszaruan6 Accord Healthcare 80 mg ¢punmupanu TabreTkn
Hazatuan6 Accord Healthcare 100 mg punmupanu Tabaetku
Hazatuan6 Accord Healthcare 140 mg punmupanu Tadbnetku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Hazatunn6 Accord Healthcare 20 mg duavupanu tabnetku
Bcesika punmupana tabieTka chabpKa Ja3aTHHUO MOHOXHIIPAT, eKBUBaieHTeH Ha 20 mg na3atnHuO
(dasatinib).

Tomowno eewecmso ¢ uzsecmuo oelicmeue
Bcesika punmupana tabieTka chabpKa OKOJIo 25 mg IaKTo3a.

Hazatunn6 Accord Healthcare 50 mg dunvupanu tabnetku
Bcesika punmupana tabieTka chabpiKa Ja3aTHHUO MOHOXHIIPAT, eKBUBaieHTeH Ha 50 mg na3atnHub
(dasatinib).

Tomowno eewecmso ¢ uzsecmuo oelicmeue
Bcesika punmupana tabieTka chabpKa 0KoJo 62 mg IaKTo3a.

Jazatuan6 Accord Healthcare 70 mg dwimupanu Ta0iIeTKu

Bcesika punmupana tabietka chabpiKa Ja3aTHHUO MOHOXHIIPAT, eKBUBaieHTeH Ha 70 mg na3atnHuO
(dasatinib).

Tomowno eewecmso ¢ uzgecmno oelicmeue
Bcesika punmupana tabierka chabpiKa oKojo 87 mg IakTo3a.

Jazatuan6 Accord Healthcare 80 mg dbwimupanu Ta0iIeTKu

Bcesika punmupana tabietka chabpiKa Ja3aTHHUO MOHOXHIIPAT, ekBuBaieHTeH Ha 80 mg na3atnHuO
(dasatinib).

Tomowno eewecmso ¢ uzgecmno oeicmeue
Bceska ¢puimupana tabnerka ceappika okono 100 mg nakrosa.

Jazatuan® Accord Healthcare 100 mg dunmMupanu TabieTKu

Besika punmupana tabneTka chabpika Ja3aTHHUO MOHOXHApAT, ekBuBajieHTeH Ha 100 mg nazatuHnO
(dasatinib).

Ilomowno gewecmeo ¢ uzgecmuo oericmeue
Bceska ¢puimupana tabaerka chappika okono 125 mg nakrosa.

Hazatuan6 Accord Healthcare 140 mg dunmupanu Tabaetku
Bceska ¢puimupana tabierka chabpika 1a3aTHHUO MOHOXHIPAT, ekBUBaieHTeH Ha 140 mg nazaTuHn6
(dasatinib).

Ilomowno gewecmeo ¢ uzgecmuo oelicmeue
Bceska ¢punmupana tabaetka chappika okono 175 mg nakrosa.

3a IBIHUA CIIMCHK HA IMTOMOIIHUTE BEIECTBA BIKTE TO4Ka 6.1.



3. JEKAPCTBEHA ®OPMA
Ounmupana TadieTka (TadieTka)
JHaszatuau6 Accord Healthcare 20 mg dunmupanu tabuerku

bsuta mo moutw Osia, TBOHHOM3IIBKHATA, KPBIila GpriMHpaHa TabjieTka ¢ JuaMeThp OKoJIo 5,5 mm, ¢
BIUTEOHATO peneduo oznayenne "IV1" ot egHarta cTpaHa v raaKa OT Apyrara.

JHaszatuan6 Accord Healthcare 50 mg ¢puinmupanu TabaeTku
bsuta mo moutw Osia, TBOMHOM3ITBKHATA, OBAJTHA (hHIIMUpaHA Ta0JIeTKa C MPUOIM3UTEITHA pa3MepH
10,70 x 5,70 mm, ¢ Bmre0OHaTO penedHo o3HaueHue "IV2" oT eqHaTa cTpaHa U IIafKa OT ApyraTa.

Hazatuan6 Accord Healthcare 70 mg dunmupanu tabiaetku
bsina o nmourtu Osiyia, TBOMHOU3IIbKHANA, KPbIUIa (PMIMHUpaHa TabJIieTKa ¢ TUaMeThp 0KoJio 8,7 mm, ¢
BIUTEOHATO penedno o3nayenue "IV3" ot eqHaTa cTpaHa U riiajika OT Apyrara.

Haszatuan6 Accord Healthcare 80 mg dunmupanu tabiaetku
bsina o nmoutu Osiy1a, TBOMHOU3ITBKHANIA, TPUBI'bIHA (UIMHpaHa TA0JIETKa C MPHUOIU3UTEIIHU pa3MepH
10,20 x 9,95 mm, ¢ Bmrp0OHaTO penedHO o3HaueHUe "IV4" OT eqHaTa CTpaHa ¥ TNIafKa OT ApyraTa.

Hasatunn6 Accord Healthcare 100 mg dunmupanu Tabiaetku
Bsna no nouru Osina, BOMHOM3IIBKHAIA, OBaJTHA (PUIIMUpaHa TabJeTKa ¢ MPUOIU3UTEITHA Pa3MepH
14,70 x 7,10 mm, ¢ Bmre0OHaTO penedHO o3HaueHue "IV5" oT eqHaTa cTpaHa U TIIafKa OT ApyraTa.

Hazatunn6 Accord Healthcare 140 mg dunmupanu Tabaetku
bsina mo mourtu 6sina, TBOMHOM3ITBKHANA, KPBIITa (pMiIMHpaHa TableTka ¢ ruamMeTsp okosro 10,9 mm, ¢
BIUTEOHATO penedro o3nayenne "IV6" ot eqHaTa cTpaHa U TNajKa OT Apyrara.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHM NOKA3AHUA

Hazaturn6 Accord Healthcare e mokasas 3a jiedeHne Ha Bb3PACTHH HAL[EHTH C:

- HOBOJIMATHOCTHUIIMPaHa NoyoxkuTenHa 3a Gunanenduiicka xpomozoma (Ph+) xponnyna
MmuenouaHa ieskemus (XMJI) B xponuuna ¢asa.

- XMIJI B xpoHnyHa, HalpeaHaNa win O1acTHa (a3a ¢ pe3UCTEHTHOCT WM HETIOHOCUMOCT KbM
NPEAUIIHOTO JICYEHHE, BKIIOYBAILO UMATHHHO.

- Ph+ octpa numdobractHa neBkemus (OJIJT) u numdonaaa 6mactaa XMJI ¢ pe3UCTEeHTHOCT HITH
HEMIOHOCUMOCT KbM MPEIUIIHOTO JICUEHHE.

Hazarnan6 Accord Healthcare e mokasan 3a reuenue Ha e ANATPUIHH MMAIHEHTH C:

- HoBoamarHocrurupana Ph+ XMJI B xponuuna ¢aza (Ph+ CML-CP) wim Ph+ CML-CP,
PE3UCTEHTHA Ha WJIM C HEMOHOCHMOCT KbM TIPEIUIIIHA Tepamus, BKIIFOYBAIIa UMaTHHHO.
HoBoauarHoctuiiupana Ph+ OJIJI B koMOMHAIUS ¢ XUMHOTEPAIIusl.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Jledenuero Tpr6Ba Ja 6’5,[[6 3aI104YHATO OT JICKAp C OIMUT B AUArHo3ara U JICUCHUCTO Ha MMAallUCHTU C
JICBKCMMUA.

2031/1[30131«1

Bwspacmuu nayuenmu
[IpenopbunTenHaTa HaYaaHa J03a 3a XpoHuuHaTa (aza Ha XMJI ¢ 100 mg nazaTuHUO BEAHBK
JTHEBHO.




[IpenopbunTenHaTa Ha4YaIHA J103a 32 HaMpeIHalla, MUEIIOU/IHA Wik TUMQouIHa OiacTHa dasza
(manpennana ¢asza) va XMJI mim Ph+ OJIJT e 140 mg Bemubx AHEBHO (BXK. Touka 4.4).

Heduampuuna nonyrayus(Ph+ CML-CP u Ph+ OJIJI)

Jlo3upoBKkaTa npu Jiela 1 I0HOIIMY ¢ Ha 0a3a TenecHo Terio (Bx. Tabmuna 1). Jlazatuau6 ce mpuiara
MepOpaIHO BeTHHK THEBHO MO (hopMaTa Ha Aa3aTHHUAO (GUIMHpPAHN TaOJICTKH WK Ja3aTHHUO Impax
3a mepopaitHa cycrieHsusl. Jlozara TpsOBa Ja ce Mpen3YrcisiBa BCEKU 3 Mecella WK I0-4eCTo, aKo €
Heo0X0MMO, Ha 0a3a MpOMsIHA B TeJleCHOTO Teriio. TabneTHata popma He ce mpernophrYBa 3a
naruenTy ¢ terio moA 10 kg; mpu Te3n manmeHTH TpsiOBa Aa ce M3MOJ3Ba MPax 3a MepopaHa
cycrieH3us. YBeJIryaBaHe WM HaMallsiBaHe Ha J103aTa ce MPEnopbhiBa Bh3 OCHOBA HA MOBJIUSBAHETO HA
MaIUeHTa U TOHOCUMOCTTA. JIUTICBa ONUT ¢ yroTpedara Ha 1a3aTUHUO TIPH Jela Ha Bb3pacT nox 1
roJIMHa.

Hazatuan6 Accord Healthcare ¢punmupanu tabieTku U 1a3aTHHUO Tpax 3a mepopaliHa CyCIIeH3Usl He
ca OHoeKBHBaJIeHTHH. [TallMeHTHTE, KOUTO Ca CIIOCOOHH Ja MPErIbIIaT TabaeTKU U KEeNasT aa
NpEMUHAT OT Ja3aTHHUO Tpax 3a nepopaiHa cycrnensus koM Jlazatunub Accord Healthcare Tabnerku,
VJIM TTAIHEHTH, KOUTO HE MOTAT Jia TIPErThIIAT TAOIECTKH U KOUTO JKEJIAST a IIPEMUHAT OT TabJIeTKH
KBM IIepopaHa CyCIIeH3HsI, MOTaT Jia TO HAIPaBsIT, CTHIa Ja ce CIa3BaT NPEHOPHKHUTE 3a IPHIAraHe 3a
CHOTBETHATA JICKapCTBEeHa (hopMa.

IMpenopbunTeNHATa HAaYaIHA JHEBHA H03UpoBKa 3a Jlasatnuub Accord Healthcare tabnetku mpu
MeMaTPUYHHU TIAIMEHTH € npejcTaBeHa B Tabmuma 1.

Taonuua 1: Jo3uposka 3a Jlazaruaudé Accord Healthcare Tadserku npu nequaTpuaHn
nanuenTtn ¢ Ph+ CML-CP nian Ph+ OJIJI

Tenecno TerJo (kg)* JAneBHa 103a (mg)
10 mo 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

* TabnerHarta opMa He ce IpenopbyBa 3a MarueHTH ¢ Terno nox 10 kg; nmpu Te3u nanpeHTH TpsOBa 1a ce
U3I0JI13Ba TIpax 3a NepOpaIHa CyCIEH3HS.

LIpodvioicumentocm na reyeHuemo

B xiavHMYHK W3nuTBaHMs edenneTo ¢ Jlasaruraub Accord Healthcare mpu Bw3pactau ¢ Ph+ CML-CP,
HampeHaia MUeJIOH IHa Wik iuMdou iHa O1acTHa (asza (HanpeaHaia dasza) CML wiu Ph+ OJIJI n
neauaTpuuHy nagueHTH ¢ Ph+ CML-CP e npoabinkuiio 10 nporpecusita Ha 3a00JsIBAHETO HIIH J10
NosiBaTa Ha HEMTOHOCHMOCT OT CTpaHa Ha nanuenTta. EQekThT oT ciupaHe Ha JI€YEeHHETO BPXY
JUBIITOCPOYHHS U3XOJT OT 3200JIIBAHETO, CIIe/l TOCTUTAHETO HA IUTOrCHETHYCH WITH MOJIEKYJISIPEH
OTrOBOP [BKIIIOYHMTENHO IbJeH quToreHetudeH oTrosop (CCyR), romsim MoneKyssipeH 0TToBoOp
(MMR) u MR4,5] e e nmpoyueH.

B kITMHUYHY TPOYYBaHMSL, JICYCHUETO C Ja3aTUHHUO npu nenuatpuunu namuenT ¢ Ph + OJJT e
NpUIaraHo HeNpeKbCHATO, 100aBEHO KbM IOCIIEI0BATEIHN OJIOKOBE HA OCHOBHATA XUMHOTEPAIIHS C
MaKCHMaJTHa IPOABIDKATENHOCT OT JB€ TOAWHU. [Ipy manneHTH, KOUTO ca MOAJI0KEHH Ha TIocie1Balla
TpaHCIUIAaHTALUsl HA CTBOJIOBU KJIETKHU, 1a3aTUHUO MOXeE Jia e IIPUJIOAKHU 3a OlLlIe €1Ha FOJJHA ClIe]T
TpaHCIIJIaHTALIKATA.

3a ;1a ce MOCTHIHE MPETopbUNTETHATA 103, Ja3aTHHHO ce npeasiara nox ¢popMaTa Ha GHIMHAPAHH
tabnetku ot 20 mg, 50 mg, 70 mg, 80 mg, 100 mg u 140 mg. YBenuuaBaHe Wi HaMaIsiBaHE HA
J103aTa ce MpenopbuBa Bb3 OCHOBA Ha MOBIMABAHETO HA MAMEHTa U TOHOCUMOCTTA.

THosuwasane na 0ozama
B ximamgHM m3nuTBaHus npu Be3pactr ¢ XMJI u Ph+ OJIJI, moBumasane Ha mo3ata g0 140 mg
BEAHBXK AHEBHO (xpoHnyHa ¢aza Ha XMJI) mnu 180 mg Benubxk nHeBHO (HanpenHana ¢asza Ha XMJI




uiu Ph+ OJIJI) e Onj1o 1o3BOJICHO MU HAILMEHTH, IPH KOUTO HE € OXJI MOCTUIHAT XEMAaTOJOTHYCH
WY [IATOTEHETUYEH OTTOBOP TPH MPETIOPHUNTEITHATA HAYATHA J1034.

CrneHHTE TIOBUIIICHHS HA J103aTa 1MokazaHu B Ta0nuia 2 ce mpenopbyBaT MpH MeHaTpUIHN
naneHTd ¢ Ph+CML-CP, ipu KouTo HE € MOCTUTHAT XeMaTOJIOTHUYEH, ITATOTCHETHICH 1
MOJIEKYJISIPEH OTTOBOP B MPEMOPHUUTEITHUTE BPEMEBU TOUKH CHINIACHO HACTOSIIUTE CTAHIAPTH HA
JICYECHHUE U KOUTO IMOHACHT JICUCHHETO.

Ta6auna 2: [ToBuiaBaHe Ha 103aTa NPHU NeAMaTPpUYHU nauuentu ¢ Ph+ CML-CP

Jo3a (MakcuMaJiHa THEBHA /1032)

Hauagna no3za IToBuaBaHe Ha xo03arTa
Tabuerku 40 mg 50 mg
60 mg 70 mg
70 mg 90 mg
100 mg 120 mg

He ce mpenopbsuBa noBuiapane Ha J103aTa py neguarpudnay nanueHtd ¢ Ph+ OJUJL, it kato mpu
TC3U MMAUCHTHU Ha3aTI/IHI/I6 CC IIpujara B KOM6I/IH3HI/I5[ C XUMHOTEpammus.

Kopueupane na dozama nopaou nesicenanu peaxyuu

Muenocynpecus

Ilo Bpeme Ha KTUHUYHUTE MTPOYYBAHUS, MHEJIOCYTIPECHUITA € OBIIAsHA Upe3 IMPEeKbCBAHE Ha MpUEMa,
HaMaJIsIBaHEe Ha Jl03aTa WK IPEYCTAaHOBSBAaHE Ha M3IMTBAHOTO JiedyeHue. [1pu HeoOXoauMocT e
MpOBEX/TaHa U TpaHc]y3us Ha TpoMOOUTH U epuTpounTH. [Ipy manmeHTH ¢ pe3nucTeHTHA
MUENOCYIIPECHS € TIpUiIaraH U XeMOIIOETUYEH pacTexkeH (hakTop.

[IpenopwskuTe 3a MpOMsIHA Ha JI03aTa MPU Bb3pacTHHU ca 00001ieHr B Tabuma 3 u npu neAnaTpuuHu
narerTu ¢ Ph+ CML-CP B Ta6nuua 4. [Ipenopbkute 3a neauarpuunu nanuenta ¢ Ph + OJIJI,
JIEKyBaHHW B KOMOWHAIIMS C XUMHOTEPAIIWs, ca B OT/ENICH naparpad, cien TabIuimre.

Tadauua 3: Kopeknus Ha 103aTa NPU HEYTPONEHUs U TPOMOOIUTONEHHS NPU BL3PACTHHI

1. Crupane Ha I€4€HUETO 10
ANC > 1,0 x 10%1 u TpomMGouuTH
>50 x 10%1.

2. BB300HOBsIBaHE HA JIEYEHUETO C
I'bPBOHAYAIHATA 1034,

3. Ako TpomGoruTHTe ca < 25 X 10%/1 w/unu

Brapacrhn ¢ XMJ1 s o otHoBo ¢ Hanuue ANC < 0,5 x 1091 3a
xponnyHa ¢aza (HavamHa [ANC < 0,5 x 10/l w/unu >7
9 JTHU, TIOBTOPETE CThIIKA | 1
no3a 100 mg Beapxk tpombormT < 50 X 107/ 6
HEBHO) BH30OHOBETE JICYEHHETO C TI0-HUCKA 1032

ot 80 mg BeAHBK JHEBHO 32 BTOPU
€nu30/. 3a TPETHUs eNn30], HamayeTe
omre no3ara ;10 50 mg BeIHBK AHEBHO (3a
HOBOJIUArHOCTUIIUPAHU TAIIUCHTH ) WK
peKpaTeTe (3a MaueHTH C
PE3UCTEHTHOCT WJIH HETTOHOCUMOCT KbM
MPEAUILIHOTO JeUYEeHHE, BKIIIOUBAIIO
UMaTuHuO).




BEIIHBX THEBO)

2.
Br3pactau ¢ XMJI B
HaIlpeIHajIa WK OJTacTHA ANC < 0.5 x 10%/1 w/stu
¢asza u Ph+ OJIJI TpomGorwTH < 10 x 10/
(nauvanna no3a 140 mg 3.

[IpoBepere namu NUTONICHUSATA €
CBBp3aHa C JIEBKEMUSTA (KOCTHOMO3bYCH
acrupaT WA OWOTICHS).

AKO IMTOTIEHHUATA HE € CBBP3aHa C
JIEBKEMHSATA, CIIPETE JIEYEHUETO JI0
nocturasero Ha ANC > 1,0 x 10%1 u
tpomboruTn > 20 x 10%1 n BB306HOBETE
TepanusTa ¢ MbPBOHAYAIHATA J1034.

[Tpu nosiBUIIa ce OTHOBO IIUTOTICHUS,
MOBTOPETE CTHIIKA | U Bh30OHOBETE
JIEYEHUETO ¢ TIo-HUCKa 103a ot 100 mg
BEJHBK JTHEBHO (BTOPH €MH30/T) UITH
80 mg BemHBK JTHEBHO (TPETH €MTU301T).

AKO IUTOTNICHUSATA € CBBhpP3aHa C
JIeBKEeMHATA, OOMUCIIETE TIOBUILIABAHE Ha
no3ara 10 180 mg BeAHBK JHEBHO.

ANC: abcouroTeH Opoit Ha HeyTpoUIUTE

Ta6auuna 4: Kopexuus Ha 103aTa NpU HEYTPONEHUsI U TPOMOOIUTONEHHUS MPU MeTUATPUIHH
nauueatu ¢ Ph+ CML-CP

1. AKO HuTONEHHUATA
nepcucTupa rnoseue ot 3
CEe/IMHIIH, TIPOBEPETE AU
LUTOTICHUSTA € CBhp3aHa
C JIEBKEMHUSITA
(KoCcTHOMO3BYHA
acmpaIus v OUoTcus).

2. AKO 1IMTOIIEHUSATA HE €
CBBbp3aHa C JICBKEMHATA,
CIIpeTe JICYCHUETO 0
npocturanero Ha ANC
>1,0 x 10%1 n
TpombouuT > 75 x 1091
¥ Bb300HOBETE TepaInsATa
C TbpPBOHAYAITHATA J103a
WM C TIOHIDKEHA J1034.

3. IIpu pexypeHTHa
LUTOIEHUS, IOBTOPETE
KOCTHOMO3bYHATa
acIuparys/OMoICHs 1
BBH300HOBETE TEPANHSITA C
MOHM)KEHA J1034.

Jlo3a (MakcuMaJIHa JHEBHA /1032)

II'bpBOHaua Ilonu:keHue Ha ITonn:keHue Ha
JIHA 71034 J103aTa ¢ eTHO HUBO J103aTa C ABe
HHUBA
Ta6JeTkn 40 mg 20 mg *
60 mg 40 mg 20 mg
70 mg 60 mg 50 mg
100 mg 80 mg 70 mg

ANC: abcomoteH Opoif Ha HeyTpoduHTe

*He ¢ HaJTMYHA TabJieTHa (hopMa ¢ TIO HHCKA 1032

IIpu neguatpryanm narmuedaTn ¢ Ph+ CML-CP, B cirydail Ha peKypeHTHa HEyTPOTICHUS HITH
TPOMOOIIMTOTICHUS CTETICH > 3 TI0 BpeMe Ha mbjieH xemaronorndeHn orroBop (CHR), TpsioBa na ce
MPEKbCHE MPUJIOKCHUETO Ha Ja3aTHHUO U B MOCIICICTBUE MOXKE J1a CE Bh30OHOBH B MO-HHCKA J103a.
Jlozara TpsiOBa BpEMEHHO Ja ce HaMalli, ako € HeoOX0IMMO, TIPH CPEJTHH CTETICHH Ha OTTOBOP KbM

3a00JISIBAHETO U OHUTOIICHUA.




IIpu neguatpryunym naruentn ¢ Ph + OJIJI He ce mpemopbyuBa MpoMsiHa Ha J03aTa MPU CIIydad Ha
XEMAaTOJIOTMYHa TOKCUYHOCT cTeneH 1 110 4. AKO HeyTpONeHHATa W/ WK TPOMOOIIUTOTICHUATA BOJIST
10 3a0aBsiHE Ha clieBalMs OJIOK Ha JieueHHe ¢ rmoseye oT 14 mHu, a3aTuHUO TpsiOBa J1a ce crpe U 1a
ce Bb300HOBH MU CHIIOTO JO30BO HUBO CIIE/ 3alI0OYBAHE HA CIEABALIMS OJIOK Ha JIeYEHUETO. AKO
HEYTPOIIEHUATA 1 / MK TPOMOOIIMTOTICHHATA TIEPCUCTHPAT U CIEABAIIMAT OJIOK Ha JICUEHHE ce 3a0aBH
c omie 7 mHU, TPsOBA J1a C€ M3BBHPINHU OIIEHKA HAa KOCTHHS MO3BK, 32 JIa C€ OIEHH HETyIapUTeThT 1
MPOIEHTHT Ha OylacTuTe. AKO HETyIapUTEThT Ha KOCTHHS MO3bK € < 10%, JeueHueTo ¢ 1a3aTuHuO
Tps6Ba na ce npekbeHe 10 ANC > 500/ul (0,5 x 10%1), cien KoeTo IedeHHeTo MoKe 1a Obae
BB300HOBEHO IPH ITBJIHA 103a. AKO IENYIapUTEeThT HA KOCTHHAS MO3BK € > 10%, Moxe n1a ce ooMucn
BBH300HOBSIBaHE Ha JICUCHUETO C JTa3aTUHUO.

Hexemamonozuunu nesicenanu peaxyuu

IIpu pazBuTHe Ha yMepeHa, CTETIeH 2, HEXeMaTOJIOTHYHA He)KeTaHa PeaKIus MPpH Ja3aTHHHO,
JICYCHUETO TPsOBa JIa Ce MPEYCTaHOBHU J0 OTMHUHABAHE HA HEXEJIaHaTa PeaKIys WK BPbIIaHe J0
W3XO0JTHOTO HUBO. JIeueHneTo TpsiOBa 1a ce Bb30OHOBHU ChC ChINATA /1033, aKO ChOUTHETO CE MPOSBSBA
3a ITBPBH ITBT | J03aTa TPsOBA J1a Ce HAMAJH, aKO TOBA € TIOBTapsINa ce HexenaHa peakuus. [Ipu
pa3BUTHE Ha TEXKa, CTETICH 3 WK 4, HEXeMAaTOJIOTHYHA HeXKeJIaHa PEeaKIlvs MY Ja3aTHHHO,
JICYCHUETO TPAOBa JIa Ce MPEYCTaHOBHU J0 OTMUHABaHE Ha HexkenaHara peakuus. Cien ToBa,
JIEUEHUETO MOKE 12 ObJe ChOTBETHO Bb30OHOBEHO C ITO-HUCKA 1034 B 3aBUCUMOCT OT
IbpBOHAYATHATA TEXKECT Ha HeXkenaHarta peakuus. [Ipu manuentu ¢ XMJI B xpornyHa (aza, KOUTo
nony4aBaT 100 mg BenHBXK JHEBHO, CE MIPEMOPHbUBA HaMaJIsiBaHe Ha fo3aTa 10 80 mg BeAHBK JTHEBHO
Y TIpY HEOOXOAUMOCT, JOIBJIHUTEIHO HaMaJliBaHe Ha fqo3ata otT 80 mg BeIHBK JHEBHO 10 SO Mg
BeAHBXK AHEBHO. [Ipu nanuentu ¢ XMJI B Hanpennana ¢aza wu Ph+ OJIJI, kouto nmomyyasar 140 mg
BEJIHHXK THEBHO, CE MPENOpbhUBa HaMallsiBaHe Ha jo3ata 70 100 Mg BeaIHBXK THEBHO U IIPH
HEO0OXOUMOCT, TOITBIHUTEIIHO HaMasIsiBaHe Ha jio3ata oT 100 mg BeIHBK JHEBHO 10 S0 mg BeIHBK
naeBHO. [Ipy CML-CP nequaTpuvHy NAIMEHTH C HEXEMAaTOJIOTUYHH HEXKEJIaH! PeaKIiy, TpIOBa 1a
Ce CIIeZIBaT OMHCAHUTE MO-TOPE TPEMOPHUNTEIHHN 33 XEMATOJIOTHYHN HEXKETaHN PEeaKIINY TOHWKCHHS
Ha no3ata. [Ipu neauarpuunu nanueHtd ¢ Ph + OJIJI ¢ HexeMaTOoI0rMUHU HEXEJIaHU PeaKiliu, ako €
HE00X0IMMO, JTo3aTa TPsOBa Ja ce HaMaJlk ¢ €HO HUBO, B ChOTBETCTBUE C NMPEIOPHKUTE 32
HaMaJIsIBaHEe Ha J103aTa IPH XeMaTOJIOTHYHY HeXellaH! PeaKIlui, ONUCAHU TI0-TOpe.

Inespanen uzius

[Ipu nuarHocTUIIMpaHe Ha IJICBPAJICH U3JIUB JICYCHUETO C Ja3aTHHUO TPSOBa Jla ce PEyCTaHORH,
JTIOKATO MAIMEeHTHT ObJIe Tperiielad, CTaHe aCHMIITOMATUYCH WK C€ BbPHE KbM H3XOJIHO HUBO. AKO
MPHUOIM3UTETHO B PAMKHTE Ha €{Ha CeIMHIIa He Ce Ha0Ito/1aBa MoJ00peHNe TP enru30/a, TpsIOBa aa
ce 0OMUCITH BB3MOXKHOCT 3a MpHUJIaraHe Ha JiedeOeH Kypc ¢ TUYPETHIIA WX KOPTUKOCTEPOUIH, UK C
JIBETE eTHOBpeMeHHO (BK. ToUukH 4.4 u 4.8). Crnen oT3By4aBaHe Ha ITPBUS €MIM30/, TPSIOBa Ja ce
00OMUCITH TTOBTOPHOTO MPUJIOKEHHE Ha J1a3aTHHUO HA CHIIOTO 030BO HHUBO. CIie 0T3By4aBaHe Ha
MOCJIEABAIL] €ITM30/1, Ta3aTHHUO TPsAOBa J1a Ce MPHIIOKK OTHOBO Ha €IHO JI030BO HHUBO MO-HKUCKO. Ciel
OT3BYYaBaHETO Ha TEXKBK (CTereH 3 win 4) enu3o/1, ISICHUETO MOXKE J1a Ob/Ie ChOTBETHO
BH300HOBEHO C HaMaJIeHa /1033 B 3aBUCHUMOCT OT IThPBOHAYATHATA TEXKECT Ha HEXKellaHATa PEaKIIHsl.

Hamansasane na oozama npu conovmemesawa ynompeba na cunnu unxuobumopu na CYP3A44
CeirbTcTBaIaTa yIoTpeOa Ha cuitiy uHxuouTopu Ha CYP3A4 u cok ot rpeindpyt ¢ JJazatuauo
Accord Healthcare tps6Ba na ce u36srBa (BK. Touka 4.5). AKO € Bb3MOKHO, TPsIOBa 1a ce uzbepe
ITEPHATUBHO CHITHTCTBAIIO JICKAPCTBO O€3 MM C MUHUMAJICH TIOTEHITMAJ 32 HHXHOWpaHe Ha
ersumure. Ako Jlazatuau6 Accord Healthcare tpsioBa aa ce npuiara ¢bc CuieH HHXHOUTOP Ha
CYP3A4, na ce B3eMe nmpenBUl HaMaJsiBaHE Ha J03aTa J0:

. 40 mg nHeBHO 3a nauueHTtH, npuemany Jlazatuan6 Accord Healthcare 140 mg tabnerka
JTHEBHO.

. 20 mg nueBHO 3a marMenTy, mpremanty Jasarnand Accord Healthcare 100 mg Ta6nerka
JTHEBHO.

. 20 mg nueBHO 3a marMenTy, mpuemarty Jasatnand Accord Healthcare 70 mg rabmeTka
JTHEBHO.

3a manuentH, npueMainy Jazatuan6 Accord Healthcare 60 mg wmu 40 mg qHEBHO, 1a ce B3eMe
npeBHI MPeKbCcBaHe Ha npreMa Ha Jlazaturn6 Accord Healthcare no cniupane Ha IpuIoKeHHETO Ha



CYP3 A4 naxubutopa wiv IpeMHHABaHE KbM IT0-HUCKA 1032 Ja3aTUHUO B JIeKapcTBeHA popma
nepopaiiHa cycrieHsus. Jla ce octaBu rmeproJi Ha OYMCTBaHE OT MPUOIM3UTENHO 1 ceMuIa cies
CIMPAHETO Ha MHXUOHWTOpPA, IPEH Aa ce Bh300HOBH mpriaraneto Ha J{azatuau® Accord Healthcare.

Te3u namanenn no3u Jasatnau6 Accord Healthcare ce npeaBmkma ga KOpUrupaT IDIOIITA IO
kpuBara (AUC) no muamasonte, HabmomaBanu 6e3 CYP3 A4 naxuburopu. JIumcear obave KIMHHIHA
JIAaHHU 3a TE€3W KOPEKIMY Ha J03aTa MPU MalMeHTH, OoayJYaBaiy cuiau naxuouropu Ha CYP3A4.
Axo Jasatuau6 Accord Healthcare He ce monacs cie HamalsIBaHe Ha 03aTa, TPSOBa J1a ce IPEKpaTH
MpIIOKeHNEeTO Ha crutHusI mEXnOuTOp Ha CYP3 A4 mim na ce npexscHe preMa Ha Jazatnan0
Accord Healthcare, nokaTto npuioxeHreTo Ha UHXHOUTOPA ObIe peycTaHoBeHO. TpsOBa 1a ce
OCTaBH MEPUOJT HA OYMCTBAHE OT MPUOJU3UTEITHO | ceMHUIIa CiIe]] CITUPAHEeTO Ha MHXUOUTOPA, TPE/IH
na ce yBenuuu no3ara Jlazaruau6 Accord Healthcare.

CrenpanaHy monyJIaluu

Cmapuecka 6v3pacm

He ca nabnronaBaHy KIIMHUYHO 3HAYMMHU, CBBP3aHH C BB3PacTTa, HapMakKOKUHETUUHH Pa3InIUs TPU
Te3u manueHTd. He ca HeoOX0aMMU KOHKPETHH MPEMOPbKH MO OTHOIICHUE Ha JIO3UPAHETO TIPH X0pa B
cTapyecka Bb3pacT.

YeproopobHo vepesrcoane

[TamenTH ¢ JeKo, yMEPEHO WIIN TEXKO YEPHOAPOOHO YBpEKAaHEe MOTaT Jja IprUeMar
NpenopbyYUTENHATa HAadalHa J1o3a. Bee mak ma3aTuHuUO TpsiOBa Jia ce mpuiiara ¢ BHUMaHue MpH
NAlUEeHTH C YePHOIPOOHO yBpeKaaHe (BK. Touka 5.2).

bvbpeuno yspeocoane

He ca nmpoBexmanu kauHUYHA 3nuTBanus ¢ Jazatnuuod Accord Healthcare npu marmmentu ¢
HamajeHa 060peuHa QyHKIMS (M3MUTBAHUATA TIPH TTAIMEHTH ¢ HOBOJAWATHOCTHUIIMPAHA X POHUYHA
¢aza nHa XMJI ca M3KITIOYBATH MAIIMEHTH ¢ KOHIICHTPAIUS HA CEPYMHHUS KPEATHHHH > 3 ITbTH HAJI
ropHaTa rpaHuila Ha HOPMATa, U U3MUTBAHMATA MTPY MAIIMEHTH ¢ XpoHUYHA (aza Ha XMJI ¢
PE3UCTEHTHOCT MITH HETTOHOCUMOCT KBM TIPETHUIIHO JISUEHHE C MMATHHUO Ca M3KITIOYBAIH MMAIHEHTH C
KOHIIEHTpAIWs Ha CEPyMHUS KpeaTHHUH > 1,5 mbTH Haj ropHarta rpaHuia Ha Hopmara). Thil KaTo
OBOPEUHUAT KITUPHHC HA Ja3aTHHUO M HErOBHUTE MeTa0OIUTH ¢ < 4%, He ce 0YaKBa MOHIKEHHE Ha
001K TeJeCeH KIIMPBHC MPHU MaIHeHTHTe ¢ 0BOpeYHa HeT0OCTaTHYHOCT.

Hauux Ha npusioxeHue

Hazatuan6 Accord Healthcare tpsi6Ba a ce mpuema nepopaiHo.

OumMupannuTe Ta0IEeTKH HE TPSAOBA J1a Ce pa3TPOoIaBaT pexar WiH JbBUYAT, T TPAOBA /1a Ce ThIITaT
IeJIM 32 J]a C€ OCUTYPH MPAaBUIIHOTO JIO3UPAHE | 1a C€ HaMaJlll PUCKBT OT EKCIIO3HIIUS Ha KOXKaTa.
OuiMupannuTe Ta0NIeTKH HE TPSAOBA J1a Ce TUCTIEPTHPAT, Thil KATO EKCIIO3UIUATA TIPY MAIUEHTHTE,
MpHeMaIy JUCTieprupaHa TabJIeTKa € MO-HUCKa OTKOJIKOTO TPH IpUeM Ha Iis1a TabneTka. [{azaTuHuo
pax 3a IepopaHa CyCIe3us € MOAXOIAI] ChII0 U 3a neauarpudnu namuentyd ¢ Ph+ CML-CP u Ph+
OJUI u Bw3pactau naruent ¢ CML-CP, kouTo He MOTaT Ja IperTbiaT TabaeTKH.

Jazatunu6 Accord Healthcare mosxke na ce nmpuema cbe wiu 6e3 XpaHa v TPsOBa Ja ce mpuema 1o
€JIHO ¥ CBHIIO BpeMe CyTpUH Wik Beuep (Bxk. Touka 5.2). Jlazaruuau6 Accord Healthcare ne tpsioBa na
ce rmpueMa ¢ TperIpyT Win CoK oT rpedndpyt (Bxk Touka 4.5).

4.3 IlporuBomnoka3aHus

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEILIECTBA,
n30poeHu B Touka 6.1.

4.4 ChnenuaJHM NpeaynpeskIeHus H NpeAna3Hu MepKU NpU ynorpeda

KnnHu4YHO 3HaAYMMHY B3aUMOJEHCTBHS

Jazatuan® e cyocTpar u naxubdburop Ha iuroxpom P450 (CYP) 3A4. Ero 3amio, chiecTByBa
NOTEHIMAJIHA Bb3MOXKHOCT 3a B3aUMO/JICHCTBUE € APYTH €AHOBPEMEHHO NPUJIaraHy JIEKapCTBEHU
NPOAYKTH, KOUTO CE METa0OIM3UPAT TIABHO Upe3 WK MoaynupaT aktuBHOcTTa Ha CYP3A4 (BK.
Touka 4.5).




CeirpTCTBamaTa yotpeda Ha Ja3aTHHAO ¥ JIEKapCTBEHH MPOTYKTH WM BEIECTBA, KOUTO ca
noteHuuanHu nHXxuouTopu Ha CYP3 A4 (Hamp. KeTOKOHA30J1, HTPAKOHA30J1, epPUTPOMHUIIHH,
KJIApUTPOMULIMH, PUTOHABUD, TETUTPOMHUIIMH, COK OT rpeindpyT) MoKe J1a MOBHIIH EKCIIO3ULIUATA Ha
nmazatuHn0. ChIpTcTBaIIaTa ynorpeda Ha 1a3aTHHUO U JIEKaPCTBEHH MPOAYKTH, KOUTO Ca MOIITHI
naxuoutopu Ha CYP3A4 He ce npenopbuBa (BXK. Touka 4.5).

CeIrpTCTBamIaTa yoTpeda Ha Aa3aTHHUO U JIEKapCTBEHH NMPOIYKTH, KonuTo nHIynupar CYP3A4
(mamp. nexkcaMmeTas3oH, (heHUTOWH, KapOaMaszenuH, pudaMITUIliH, GeHo0apOuTa Win OHIKOBH
npenapaTy, chabpikamtyd Hypericum perforatum, u3BecTeH ChIIO KaTo KBAT KAHTAPHUOH) MOXKE
3HAYUTEITHO J]a HAMAJIM EKCITO3UIIMSITA Ha 1a3aTUHUO, KOSTO TIOBUIIIABA MTOTCHIIUAIHUS PUCK OT
TepaneBTHYCH HeycreX. ETo 3amno, npu narpeHTuTe nprueMaliy 1a3aTHHUO, 32 ¢THOBPEMEHHO
MPUJIOKEHUE TPSAOBa Ma ObaT N30MPaHU AITCPHATHBHU JICKAPCTBEHU MPOIYKTH C TIO-MaIIbK
HHIYKIIMOHEH ToTeHIran mo oTHomeHne Ha CYP3A4 (Bx. Touka 4.5).

CeirpTeTBamara ynotpeda Ha ga3atnauO u cyocTpat Ha CYP3 A4 Morke 1a MOBHUINN €KCIO3HUINATA HA
CYP3A4 cybctpara. Eto 3amio, e HeoOX0aMMO MOBUIIIEHO BHUMaHUE, KOTATO 1a3aTHHUO ce mpuiiara
eqroBpemeHHO ¢ CYP3A4 cyOcTpaTtu ¢ TeceH TeparneBTUIeH WHAEKC, KaTo aCTeMHU3011, TepdeHarH,
U3aMPHI, TUMO3U, XHHUINH, OSTIPUANI WITH eproaKalonIu (eproTaMuH, TUXUIPOEProTaMuH) (BK.
Touka 4.5).

CorbreTBamiara ynorpeda Ha nazatuau6 u xuctamu-2 (Hz) antaronuct (Hamp. GamMoTHIuH),
WHXUOUTOP HA MPOTOHHATA TOMITA (HAIp. OMENPa30i) UM aTyMUHHUEB XUAPOKCH/MarHe3ueB
XUJIPOKCH]I, MOXKE Jla HAMAJIM €KCITO3UIMsITa Ha a3atuHuO. Eto 3aimmo, Hy-aHTaronucrure u
MHXHOMTOPHTE Ha IPOTOHHATA ITOMIIA HE CE MPETIOPHYBAT, a IIPOAYKTUTE, ChABPIKAIIN ATyMUHHEB
XHIPOKCHUJI/MarHe3neB XUAPOKCUT TPsiOBa Jja ce mpuiiarar J10 2 yaca npeIn WK 2 gaca clie]
yrnorpebara Ha Ja3aTHHUO (BXk. Touka 4.5).

CrernuanHu nonyJaiun

B®3 ocHOBa Ha pe3ynraTure OT PapMaKOKMHETHYHO MIPOYUBAHE C AMHUYHA J103a, TTALMEHTH C JIEKO,
YMEPEHO WM TEXKKO YepHOIPOOHO YBpEXKJaHE MOTaT Ja MpUeMaT NpernopbunTeHaTa HayalHa 1032
(Bx. Touka 5.2). [lopanu orpaHndeHnaTa Ha TOBa KIMHUYHO POYYBAHE CE€ MPENOpPhUBa MOBUIIIEHO
BHUMAaHHUE MTPH NPUIOKEHUETO Ha a3aTHHUO NP MALUEHTH ¢ YEPHOAPOOHO YBpEXKIaHE.

BaxHu HekenaHU peakluu

Muenocynpecus

JleuenneTo ¢ a3aTUHUO € CBBP3aHO C aHEMUs, HeyTporeHus U Tpombonuronenus. [losBata um
HACTBIIBA MTO-PAHO U C TIO-BUCOKA YecTOoTa npu nanueHTn ¢ XMJI B Hanpennana ¢asa niau Ph+ OJIJI, B
cpaBHeHHeE ¢ Te3u ¢ XpoHuuHa (aza Ha XMJI. [IenHa kpbBHA KapTuHa ([TKK) TpsioBa 1a ce npaBu
BCSIKA CEIMMIIA TIPE3 MbPBUTE 2 Mecela, a Clie] TOBa BEIHHK MECEUHO WM B 3aBICHMOCT OT
KJIMHAYHATa KapTHHA NIPH Bb3PAaCTHH NauueHTH ¢ HanpeaHana ¢aza Ha XMJI win Ph+ OJIJL nexyBann
¢ MOHOTepanwus ¢ na3zaTuHu0. [Ipu Bp3pacTHY W neauaTpuvHu maiuenTd ¢ XMJI B xponudHa dasa,
IThJTHA KPHBHA KapTHHA TPSOBa /1a ce TIpaBU Ha BCEKU 2 CEIMHUITH 3a 12 ceIMUIIA, ClIe]l TOBa Ha BCEKU
3 Mecela WM KakTO € KIMHUYHO TokaszaHo. [Ipu neauatpuunu nanuenty ¢ Ph + OJIJI, nexyBanu ¢
na3aTuHuO B KoMOuHanms ¢ xumuotepanus, [IKK tpsaoBa na ce mpocnensisa npean HayajioTo Ha
BCEKH OJIOK XUMHOTEpanus U KaKTo € KITMHIUYHO MMoKa3zaHo. [1o Bpeme Ha KOHCOMHaupaninuTe OJIOKOBE
Ha xumuotepanusTa, [IIKK tpsOBa na ce npaBu Ha Bceku 2 JHU A0 Bb3CTaHOBSIBaHE (BXK. TOUKHU 4.2

u 4.8). Muenocynpecusita OOMKHOBEHO € 00paTHMa U Ce OBJIaJsBa C TIOMOIITA Ha BPEMEHHO
npeycTaHOBSBaHE Ha IpHeMa Ha JIa3aTHHUO WK Ype3 pellyliupaHe Ha J103ara.

Kwvpegene

[pu nauuentn ¢ XMJI B xpornuna ¢aza (n=548), 5 nauuentu (1%) nomyuaBaiy 1a3zaTHHHO, ca
MMaji XeMoparus crerieH 3 win 4. B KIIMHAYHY poydYBaHus pH narueHTy ¢ XMJI B HanpenHana
¢a3a, momyJaBaiy npenopbunuTe/IHaTa 03a 1a3aTuHUO (n=304), Te)kKa XeMoparus Ha LEHTpaIHaTa
HepsHa cuctema (LUHC) ce cpema pu 1% ot naumentute. Equn oT ciyyauTe e JgeTaneH, KaTo €
CBBp3aH ¢ TpoMOouuTonenus crenex 4 no ,,O0mu kpurepun 3a Tokcnanoct” (Common Toxicity
Criteria (CTC)). KppBoH3/1MB 0T CTOMAaNTHO-UYpEBHUS TPAKT cTerieH 3 win 4 e HaOmoaaBan npu 6% oT



nanenTuTe ¢ XMJI B Hanperana ¢a3a 1 OOMKHOBEHO M3WCKBA MMPEKHCBAHE HA JICUCHUETO U
Tparcdysus. Jpyru KppBOU3NHUBH cTeTieH 3 wiH 4 ca HabmogaBaHu npu 2% ot nanuentute ¢ XMJI B
HanpeaHana ¢a3sa. [loBeueTo OT HeXKEIIaHUTE PEakIuy, CBbP3aHH C KbPBEHE, PU TE3H MAIlUCHTH ca
TUITUYHO CBBP3aHU C TPOMOOITUTOIIEHUS cTereH 3 win 4 (Bk. Touka 4.8). OCBeH TOBa, pe3yATaTUTE OT
OlLIEHKaTa Ha TPOMOOLHKTHTE iN VIitro u in Vivo mokassar, ue JeUYE€HHETO ¢ Ja3aTHHHO 06paTUMO 3acsara
aKTHBaIMATa Ha TPOMOOIUTHTE.

Heobxomumo e moBUIIEeHO BHUMAaHHWE, B CIy4ai 4e MalueHTHTEe Ce HYXIasT OT JIEKapCTBEHU
MPOAYKTH, HHXUOHUpAIIX TpoMOoMTHATA (PYHKINS WIIM aHTHKOATyJIaHTH.

3aovpoicane na meunocmu

Jazatunub ce cBbp3Ba ChC 3aIbpKaHe Ha TEYHOCTH. B knmuanyHO npoyusane ¢asza Il npu manuentu
¢ HoBomMarHoctunupana XMJI B xpoHnuHa ¢aza, ce ChoOIIaBa 3a 3aIbpyKaHe Ha TCYHOCTH CTETICH 3
v 4 nipu 13 naumentu (5%) B Tpynara Ha jiedeHue ¢ Aa3aTHHUO 1 npu 2 nanuenty (1%) B rpymara
Ha JieueHre C UMaTHHUO clies MUHUMYM 60 Mecena npociesBane (Bx. Touka 4.8). OT BCHUKH
naruerT ¢ XMJI B xponuuHa ¢a3za, TIeKyBaHH C Aa3aTHHUO, TEXXKO 3abpKaHe HAa TEUHOCTH
HacThIBa npu 32 nanuenTH (6%), noayvaBaiiy NpenopbunuTeaHaTa 103a qa3atuauo (n=548). B
KJIMHAYHY TipoyuBaHus npu nauueHTu ¢ XMJI unu ¢ Ph+ OJIJ] B Hanpeanana da3za, momydapaniu
MperophUYNTENHATA 1032 Aa3aTHHNO (n=304), ce choOIaBa 3a 3aJpp)kKaHe Ha TEYHOCTH CTEIeH 3 WITH
4 ipu 8% OT MaUKMEHTUTE, BKIIOUUTETHO IUIEBPAICH U IEpUKapeH U3IMB cTerneH 3 win 4, cho0I1aBaH
choTBeTHO TipH 7% 1 1% oT manuenTure. [lpu Te3u manueHTH, 6e10IPOOCH OTOK CTENCH 3 WK 4 U
OenopoOHa XUIIEPTOHUS ca ChOOIIICHU OOTACIHO Npu 1% OT marueHTuTe.

[armenTty, pa3BUBaIld CUMIITOMH, TIOJICKa3Bally IJIEBPAJICH U3JIMB, KaTO JUCITHES WK cyXa
Kalutuia, Tpsosa na ObAaT U3CiIeBaHH C IOMOIITa HA peHTreHorpadus Ha TpbaHus Koml. [TneBpanen
W3JIMB CTeTeH 3 WK 4 MOKe J1a U3MCKBA TOPAKOLIEHTE3a WK KUCIopoaHa Tepanus. Hexenanure
PeaKnnu ChC 3bIbPIKaHe Ha TEYHOCTH OOMKHOBEHO CE MOBIHUBAT C MIOMOILTA HA MOAIBPKAIIN MEPKH,
KOWTO BKJIFOYBAT JJUYPETUIIM M KPATKOTPACH KypC Ha JieueHHe ChC CTeporu (BK. Touku 4.2 u 4.8).
[ManeHTHTE HA BB3pACT 65 TOJUHU U [TOBEYE Ca MO-CKJIOHHU KbM CHOUTHSI, CBBP3aHH C MJICBpAJICH
W3JIMB, IUCIHES, KallUIMIa, IEpUKapCH U3JIMB U 3aCTOHHA ChpACYHA HEIOCTAThYHOCT B CPABHEHHUE C
MO-MJIa/IMTe MAIMEeHTH U TpsOBa ja ce HaOiroaBaT BHUMaTenHO. W ciydan Ha XMIIOTOpakc ca
JTIOKJIaIBaHU TPHU MAIMEHTH C IUIeBpajieH U3IKB (BXK. Touka 4.8).

Benoopobrna apmepuanna xunepmonus (bAX)

BAX (npekanuisipHa OenoapoOHa apTepraliHa XUIEPTOHUS, IOTBBP/ICHA C IICHA ChPACYHA
KaTeTepu3alys) € JIOKJIaJBaHa BB Bpb3Ka C JieueHue ¢ Ja3aTuHuo (BK. Touka 4.8). B Te3u ciy4an,
BAX e nokiajBaHa cies 3aliouBaHe Ha TepaIus C Ja3aTHHUO, BKIFOYHUTETHO U CJIE/ OBEYe OT eHa
TO/IMHA JICYCHHE.

ITanmmentute TpsOBa 1a OBbAAT OIICHEHU 3a TMPU3HAI ¥ CUMIITOMH, CBBP3aHU C OCHOBHO
KapAHOMYJIMOHAIHO 3a00JIsIBaHe, TIPE/IH J1a 3ar0yHatT Teparus ¢ na3atuHuo. [Ipu 3anouBane Ha
Tepamnus Ha BCEKH MAIUCHT ChC CHMIITOMH Ha ChPJICTHO 3a00siBaHe TPAOBa 1a ObJe HampaBeHa
exokapauorpadus u ja ce 0OMUCIIM TakaBa IPH MAIMEHTH C PUCKOBU (HaKTOPH 32 ChPJEYHO WU
MyJIMOHAHO 3a0onsBaHe. [lanmenTrnTe, KOUTO Pa3BUAT IUCITHES M yMOpa CJe]l 3alI0YBAaHE HA Teparus
C 1a3aTuHUO, TpsOBa Aa ObJAT OICHEHH 3a 00II[a ETHOJIOTHS BKJIFOUUTEITHO IJICBPAICH U3IIHUB,
OeronpoOeH 0TOK, aHeMusl, HHpUITpalLus Ha OenuTe aApoOdoBe. B ChOTBETCTBHUE C PEMOPHKUTE 3a
JICYCHUE Ha HEXEMAaTOJIOTUYHY HEeXKETIaH! peakiuu (Bk. Touka 4.2) 103ara Ha na3aTHHUO TpsOBa 1a
ObJle HaMaJIeHa WM TepaIusITa Jla Ce MPEKhCHE M0 BpeMe Ha TOBa OIIeHsIBaHE. AKO HE ce HaMepH
00sICHEHNE WIIM aKO HsIMa HOZIO6peHI/Ie IIpy HaMaJIsIBaHE Ha J03aTa WX IIpH HEWHOTO IMPEKHBCBAHE,
TpsiOBa na ce oOMuciu auarHozara BAX. JluarHOCTHUHUAT MOAX0]] TPSAOBA J1a ClieiBa CTaHaapTa 3a
neuenue. [Ipu motebpxknaBane Ha BAX, mpueMbT Ha 1a3aTHUO TPsiOBa Ja ObJIC OKOHYATEITHO
npeycranoBeH. [IpocnensBanero TpsiOBa fa ce OCHIIECTBH B CHOTBETCTBHE ChC CTAHAPTA 32 JICUCHHE.
HabmronaBanu ca monoOpeHns B XeMOAMHAMUYHHUTE U KIIMHUYHATE TTapaMeTpy Ipu nmanueHTd ¢ BAX,
JISKYBaHHU C Ja3aTHHUO, CJE] CIMPAHE Ha TeparusTa.

Yovaocasane na QT unmepsana
In vitro manuuTe IOKA3BaT, Y€ Aa3aTHHIUO MMa IIOTEHIHAN [Ia YABIDKaBa PEMOIsApU3aIiiTa Ha
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chpaeunata kamepa (QT untepBain) (Bxk.Touka 5.3). [Ipu 258 nekyBanu ¢ qa3aTUHUO HalMeHTH U 258
JIEKyBaHH ¢ UMATHHUO MallueHTH ¢ MUHIMYM 60-MeceqHo mpocieIsBane Mo BpeMe Ha U3ITUTBaHe
¢asza Il npu nanuenTu ¢ HoBoguarHoctuuupana XMJI B xpornyna ¢asa, 1 mamueHt (< 1%) ot Besika
rpyma e mokasan yabkaBane Ha QT nHTepBana, KOeTo € OKIagBaHO KaTo HEKENaHa PeaKiysl.
Mennanara Ha mpomsiHaTa B QTcF cipsmo n3xomHoTo HEBO € Oma 3,0 msec Ipu JIeKyBaHUTE C
JTa3aTUHUO MAIFIeHTH B CpaBHEHHE ¢ 8,2 msec IpY NaIMeHTUTe, JeKyBaH! ¢ UMaTHHNO. Ennn
nanueHT (< 1%) ot Besika rpyna e nmokazan QTcF > 500 msec. [1pu 865 manueHTu ¢ IeBKeMUs,
JIEKyBaHHU C JTa3aTHHUO 10 BpeMe Ha KIIMHIUYHYU m3nuTBanud (aza ll, cpegaure mpomeHu cripsiMo
n3xomauTe croitHocTn HAa QT mHTEpBana, onpeaeneHu ¢ moMorTa Ha Meroaa Ha Fridericia (QTcF), ca
ounm 4 — 6 msec; ropHata rpaHuna Ha 95% IoBepHUTENIeH HHTEPBAN 32 BCHUKU CPETHU IPOMEHU
CHPSIMO U3XOJHUTE CTOHHOCTHU € Omna < 7 msec (BX. Touka 4.8).

Ot 2 182 manueHTy ¢ pe3UCTEHTHOCT WIIA HETMTOHOCHMOCT KBM IPEIUIITHO JIEUCHHE ¢ UMaTHHUO,
MOJTy4aBaly Aa3aTUHHUO 110 BpeMe Ha KIMHUYHY u3nutBaHus, 15 (1%) ca umanu ynbmkaBane Ha QTc,
CHOOIIEHO KaTo HexeNnaHa peakuus. JBagecer u equn ot Te3u nauueHt (1%) ca umanu QTcF >

500 msec.

Jazatununb TpsOBa Aa ce mpuiiara ¢ BHUMaHHUE TPU MaueHTHTe ¢ yabokeH QTc iy takuBa, npu
KOHTO € Bh3MOXKHA T0siBaTa Ha yabinkaBaHe Ha QTc. Tosa BKIIOUBA MAIMEHTH C XUTTOKATUEMHSI WITH
XUIOMAarHe3ueMusi, MallueHTH ChC CHHAPOMA Ha BpojieH yubkeH QT uHTepBa, NalyeHTH,
NpreMaIly aHTHAPUTMHUYHH JIEKAPCTBEHU MIPOAYKTH UIU APYTH JIEKAPCTBA, KOUTO BOIAT 1O
yabskaBane Ha QT uHTEpBalia, KAKTO M JICUCHHE C KyMyJIaTUBHA BUCOKA J103a aHTPALMKIINH.
XUnoKaTHueMUsITa UK XUIIOMarHe3neMusITa TpOBa Ja ObJ]aT KOPUTUPAHH MTPEH PUIIOKEHUETO Ha
a3aTUHUO.

Cvpoeunu nescenranu peakyuu

JazatuauO e 0wt mpoydeH B €HO PaHIOMH3HPAHO KIIMHHYHO W3MMTBaHe MpH 519 narwenTy ¢
HoBoauarHoctunupana XMJI B xpoHnuHa (haza, BKIIIOYBAIIO HALUEHTH C IPEIUILIHO ChPACYHO
3abonsaBane. MiMa choOIIeHNS 3a ChP/ICYHN HEXEJIaHU PeaKkIny — 3aCTOIHA Chp/ieuHa
HEJIOCTATHYHOCT/ChpAeYHa AUCHYHKIINS, IEPUKAP/ICH U3NIHB, apUTMUH, TAITUTAIMH, YAbDKaBaHe Ha
QT unTepBana 1 HHGAPKT HA MUOKapAa (BKJIIOYUTEIHO C JIETaJICH U3X0M), TP NalUeHTH, JIEKyBaHH C
nazaTuHu0. Hexenanure chpJeuHy CHOUTHS ca OMITM MO-4ECTH MPU TAallMeHTH C PUCKOBH (pakTopu
WIY C aHaMHe3a 3a ChpJieuHO 3aboisiBaHe. [lanmeHTrTe ¢ pucKoBH (akTOpH (HapuMep XUTIEPTOHHUS,
XUNEPIUNHUIAEMHUs, T1a0eT) UM ¢ aHaMHe3a 3a ChbpACYHO 3a00JsIBaHe (HapruMep NpeanIIHa
NepKyTaHHa KOPOHAPHA MHTEPBEHLHS, J0Ka3aHa NCXEMUYHA OOJIECT Ha ChPLETO) TPsIOBa BHUMATEIIHO
Ja 6’LIIaT HaGJHOI[aBaHI/I 3a KIIMHUYHU IPpU3HAIKU WIX CUMIITOMHU, ITIOKA3aTCIIHU 3a ChbpACUHA
IucyHKIMA, HaTpUMep TpbaHa O0Ka, 3aayX 1 quadopesa.

AKO Te3u KIMHUYHH MPU3HALN WIH CUMITOMH CE Pa3BUSAT, KEJIATENHO € JeKapuTe J1a PEeyCTaHOBSIT
MPUJIOKEHUETO Ha Ja3aTHHUO U J1a OOMHCIIAT HE0O0X0auMocTTa OT anTepHaTuBHO CML-crieruduyna
tepanus. Cien OTIyMsiBaHE HA CHMITOMHTE € HEOOXOMMO JIa ce HallpaBu (PYHKIHMOHATHA OLIEHKA
npesn Ja ce Bhb300HOBH JICYEHUETO ¢ J1a3aTHHUO. JledeHueTo ¢ ga3atuHub Moxe Jia Obie
BBH300HOBEHO B ITbPBOHAYAITHATA /1032 ITPH JICKU/yMEPEHHU HEXeJlaH! peakiuu (< cTereH 2) U ¢
HaMmaJieHa /103a MPH TeKKU HeXeJlaH! peakuu (> creneH 3) (Bx Touka 4.2). [lanuenture, Kouto
NPOABIDKABAT JIEYEHUETO, TPSIOBA NEPUOANYHO 1a ObAaT HAOI0aBaHH.

HaLII/IeHTI/ITC C HCKOHTPOJHUPAHO WM 3HAYUMO CbpPJACHYHO-CHA0BO 3a00JIIBaHEe HE ca OMIIN BKIIFOYBAHU
B KIIMHUYHHUTC U3IIUTBAHUA.

Tpombomuuna muxpoaneuonamus (TMA)

BCR-ABL Trpo3uHKWHA3HUTE HHXHOUTOPH CE CBBP3BAT ¢ TPOMOOTHYHA MUKpoaHrronarus (TMA),
BKITFOUUTEITHO CHOOIICHHUS Ha OTICITHH CITy4au IIpU Aa3aTHHUO (BXK. Touka 4.8). AKO TpY MAIMEHT,
MOJTy4YaBalll Ja3aTHHHUO, ce oSBT Jab0paTOpHU WITH KIMHUYHA HAXOAKH, CBBp3ann ¢ TMA,
JICYCHUETO C Ta3aTHHUO TPSAOBa a ce MPEKPaTH | Ja e U3BBPINU 33a1biI004YeHA orleHKa 3a TMA,
BKJIIOUMTENTHO ompenelsiHe Ha akTuBHOCTTa HAa ADAMTS13 u nannunero Ha anti-ADAMTS13
anTurena. Axo antu-ADAMTS13 anTuTenaTa ca NOBUIIICHU, ChUETaHO C HUCKA aKTUBHOCT Ha
ADAMTSI13, neuenuneTo ¢ ga3aTHHUO HE TPSAOBA Aa ce Bh30OHOBSBA.
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Peaxmusayus na xenamum B

HabmronaBana e peakTiBanys Ha XENaTUT B Mpu MarueHTy, KOUTO ca XpPOHUYHU HOCHTEIH Ha TO3H
Bupyc, ciexa npueM Ha BCR-ABL Tupo3uHkrHa3HE HHXUOUTOPH. B HsIKOM ciy4an HacThIIBa OCTpa
YepHOAPOOHA HEIOCTATHYHOCT WM (PYIMHUHAHTEH XENaTUT, BOJELI A0 YepHOApOoOHA TpaHCTUIAaHTALHS
WM JIeTaJIeH U3XO/I.

IIpenu ma 3amovHaT JICYCHHUE C Ta3aTHHKO, MAIMEHTUTE TPSAOBa Aa OBAaT u3cieasanu 3a HBV
nHdeknus. [Ipenu na 3amoyHar jedeHue, NallMEHTHTE C TIO3UTHBHA CEPOJIOTHSA 3a XenaTtuT B
(BKIIFOUHMTETHO TE3W C aKTHBHO 3a00IsIBaHE) M MMAIIMEHTH, KOUTO ca MmoyIokuTeHn 332 HBV mHbexmmst
0 BpeMe Ha JIeueHHe, TpsIOBa ObAaT KOHCYITHPAHH ChC CIICIUANNCTH B JISYEHUETO Ha XenaTuT B.
Hocurenute Ha HBV, kouTo nMaT Hy>kaa OT JieueHue ¢ 1a3aTHHUO, TpsiOBa Ja ObAaT BHUMATETHO
NpocieIsIBaHy 3a MPU3HAIM U CUMITOMU Ha akTuBHa HBV mH(ekus mo BpeMe Ha JICUCHUETO ’
HSKOJIKO MecCella Cliel Kpas Ha jJedeHneTo (BXK. Touka 4.8).

Egexmu evpxy pacmesica u pazsumuenmo npu neduampuyHy nayueHmu

B nenmarpuuHu nmpoy4BaHus ¢ qa3aTuHUO, npu neauarpuuHu namueHTa ¢ Ph+ CML-CP ¢
HEMIOHOCUMOCT/PE3UCTEHTHOCT KbM UMATHHHO U meauatpudny nanueHta ¢ Ph+ CML-CP 6e3
NpeaxoIHa Tepanus, cjel MUHUMYM 2 TOIMHM Tepanus, ce CboOIIaBa 3a CBbP3aHU C TepanHsTa
HEXKENaHU CHOUTHSI, CBBP3aHHU C pacTeka Ha KOCTUTE U pa3BUTHETO NpH 6 (4,6%) nauueHTu , mpu
€IMH OT KOUTO OT BUCOKa CTeTeH (3a0aBeH pactex creneH 3). Te3u 6 ciydas BKIIOYBAT CiIyyau Ha
3abaBeHa Gy3us Ha enudU3NTe, OCTEONCHHUS, 3a0aBCH PAaCTEX M TMHEKOMACTHs (BXK. Touka 5.1).
TpyaHo e 1a ce MUHTepIPETUPAT TE3U Pe3yJITaTH B KOHTEKCTa Ha XpOHUYHO 3aboisBane kato CML u e
HEO00X0AUMO IBITOCPOYHO MPOCIIEIIBAHE.

B neauatpuuHu npoy4YBaHus C Ja3aTHHUO B KOMOUHAIIMS C XUMUOTEPAIHs TPH
HOBOJIMAarHOCTULIMPAHU TieauaTpudau narertu ¢ Ph+ OJUI cieq MakcuMyM 2 TOAMHY JICYCHHE, Ca
JTIOKJIAJIBAHU CBHP3aHM C JICUCHUETO HEeXKEIaHW ChOUTHS 10 OTHOIIICHUE Ha pacTeka u Pa3BUTHETO TPH
1 (0,6%) manmenT. To3u caydaii Ha OCTEOTIEHUS € CTereH 1.

B knmHnYHM nipoy4BaHus ce HaO/roAaBa 3a0aBsHEe Ha pacTeXxa MpH MeIUaTPUIHU allueHTH,
JIeKyBaHH ¢ na3aTuHub (BK. Touka 4.8). Cien MakCUMyM 2 TOJMHE JICYEHHE Ce HaOJro1aBa TeHIACHIIHS
3a HaMaJIsIBaHE Ha OYAaKBAaHUS PHCT B ChIIATa CTENEH, KAKTO NP U3IMOJI3BAHETO CaMO Ha
XUMHOTepanus, 0e3 ToBa Jia MoBJKse Ha 04akBaHOTO Teryio u UTM u 6e3 Bph3ka ¢ XOpMOHAITHU
OTKJIOHEHHS WJIH JPYyTH J1abopaTopHH napamerpu. [IpenoppuBa ce mpocnensBaHe Ha pacTexa u
Pa3BUTHETO HA KOCTUTE MPHU NEAUATPUYHU HALIUEHTH.

IToMo1iHu BenecTsa

Jlakmo3sa

To3u nexapcTBeH NPOAYKT ChIbpKa JTaKT03a MOHOXHIpaT. [lanmenTuTe ¢ peku BpoJaeHH MpodiieMu
Ha rajaKTO3Ha HEIIOHOCUMOCT, IIbJICH JIaKTa3eH JAe(MUIINT WJIH TIIFOK030-TajlakTO3Ha MajaadcopOoLus,
He TpsiOBa J1a IpreMaT TO3H JIEKaPCTBEH IPOIYKT.

Hampuii
To3u JiekapcTBEH NPOAYKT ChIbpKa 1Mo-Majako oT 1 mmol HaTpuit (23 mg) Ha ¢puiMupaHa TabJIeTKa,
T.€. IPAKTUYECKHU HE ChIbPHKA HATPUMA.

45 B3zaumojeiicTBHe C IPYrd JJeKapCTBEHU NPOAYKTH U Apyru ¢opMu Ha B3auMo/eiicTBHe

AKTHBHH BeIIeCTBA, KONTO MOKE JIa IOBUIIIAT TJIA3MEHUTE KOHIIEHTPAIINHN Ha 1a3aTHHUO

In vitro mpoyuBanusTa mokassar, ye ga3atuHuo e cyocrpar Ha CYP3A4. CerbreTBamiara ynorpeda
Ha Ja3aTMHUO U JIEKApCTBEHU MPOIYKTH WM BELIECTBA, KOUTO ca MOTEHIMATHA HHXHUOUTOPHU Ha
CYP3A4 (namp. KeTOKOHA30J1, HTPAKOHA30J1, EPUTPOMHUIINH, KJIAPUTPOMHUIIMH, PUTOHABHD,
TETUTPOMHMIINH, COK OT TpeindpyT) MOKe Ja MOBHUIIAT KCIO3UIMATA Ha Aa3aTuHUO. ETo 3ammo, npu
MalUeHTHTE, IPUEMAIH Ja3aTHHUO, He ce MPenopbyBa CUCTEMHOTO NPUIIOKEHHE Ha MOIITHH
naxuoutopu Ha CYP3A4 (Bx Touka 4.2).

[Ipu KIMHUYHO 3HAYMMHU KOHIICHTPAIIUY, CBBP3BAHETO HA JIa3aTUHUO C TUTA3MEHUTE MPOTEHUHU €
npubausuTenHo 96% Ha 6a3ara Ha in vitro onuti. He ca mpoBekaH U3MUTBAHUS, OLCHSIBAIIH
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B3aMMOICWCTBUETO HA 1a3aTHHHUO C APYTH MPOTENH-CBbP3aHU JIEKAPCTBEHN MPOAYKTH. [loTeHImampT
3a U3MECTBaHe M HEroBaTa KIIMHUYHA 3HAYUMOCT Ca HEM3BECTHH.

AKTUBHH BElIECTBA, KOWUTO MOTaT Ja HOHIKAT [UIa3MEHUTE KOHLEHTPALIWY HA 1a3aTHHUO

Koraro mazatunu0 e npuiaras cien 8 qHeBHa ynotpeda Ha 600 mg pudammnuiiuy Beuep, KOUTO €
morteH CYP3A4 uanykrop, AUC Ha nazatnau6 e 6una HamaneHa ¢ 82%. [pyru iekapcTBeHn
MPOAYKTH, KOUTO HHAYIHpaT aktTuBHOCTTa HA CYP3 A4 (Hanp. nekcameTra3oH, ()eHUTONH,
KapOamMaszenuH, pupaMnuimH, peHodapOuTan uin OWIKOBH NpernapaTH, Chabpkaiy Hypericum
perforatum, u3BeCTEH CHINMO KATO KBJIT KAHTAPHOH) MOKE ChHIIIO /1a MOBHUINAT U J]a TOHIKAT
TUTa3MEHHUTE KOHIICHTPALMK Ha Jla3aTHHUO. ETo 3a1110 He ce mpenopbhyBa ChIIbTCTBAINATA yIIOTpeOa Ha
Mot CYP3 A4 unnykropu u Aa3zatuauO. [Ipu nauueHTuTe, Ipy KOUTO € MoKa3aHa ynorpedara Ha
pudammunma win apyra CYP3A4 unaykropu, € He00X0ANMO NPUIIOKEHHETO Ha alTepPHATHBHU
JIEKApCTBEHHU MPOJYKTH € TIO-HUCHK HHAYKIIMOHEH MOTEHIIUAN MO0 OTHOIICHUE HA Te3U CH3UMHU.
CeroprcTBaniaTa ynorpeda Ha qekcaMmeTas3oH, cnad naayktop Ha CYP3 A4, ¢ nazaTiHnO € Bb3MOXKHA;
AUC Ha n1a3atuHHO ce 0YakBa Ja Hamayee NpUOIH3UTEIHO ¢ 25% MpH ChIIBTCTBAIIATA YIIOTpeOa Ha
JIeKCaMeTa30H, KOETO He Ce 0UaKBa Jia MMa KIMHUYHO 3HAYUM e(EeKT.

Xucmamun-2 anmazoHucmu u uHXUOUMOPYU HA NPOMOHHAMA NOMNA

JBArocpoYHOTO MOTHCKAHE HA CTOMAIIHATA KUCEIIMHHA CEKpelys ¢ momolira Ha H2 antaronuctu
WM HMHXUOUTOPH Ha TIPOTOHHATA MoMmITa (Harp. (paMOTHIMH ¥ OMETPa30II) BEPOSTHO TIOHMKABA
SKCIIO3MIMATA Ha Ta3aTHHNO. B mpoydBaHe ¢ €IHOKPATHO MpHiIaraHe Mpy 31paBy WHIUBHIH,
npuiokeHueto Ha pamoruanH 10 yaca mpenn eqUHUYHATA 1033 Aa3aTUHHO MMOHIKABA EKCIIO3UIUATA
Ha fna3zatuHu6 ¢ 61%. B npoyuBane npu 14 31paBu y4acTHUIM, TPUIOKEHHETO HA SIMHAYHA 1032
100 mg nazatuau6 22 gaca cien 4-THEBHO MPHIIOKEHUE Ha J03a 40 mg oMenpas3on mpu cTalnoOHapHO
cberosinue HamasiBa AUC Ha pazatunu6 ¢ 43% u Cmax ¢ 42%. Tpsosa na ce ooMuciu
3aMecTBaHeTO Ha H2 aHTaroHWCTHTE MM MHXMOUTOPHUTE HAa MPOTOHHATA MIOMIIA C AaHTHUAIMIH MTPU
MalUeHTUTE, Ha JICYCHUE C a3aTHHHUO (BXK. TOUKa 4.4).

Anmuayuou
HexnuHuuHUTE TaHHY [TOKA3BaT, 4ye pa3TBOPUMOCTTA Ha Ja3atuHuO e pH-3aBucuma. [Ipu 3npasu

WHJIMBH]IU, ChITBTCTBAIIATA YIIOTPeOa Ha aHTHALIUAN, ChIbPIKAIINA ATYMUHHEB XUIPOKCH]I/MarHe31eB
XUAPOKCH]I, ¢ na3aTuHUO noHmkasa AUC Ha ennHUYHATA 1032 1a3aTHHUO ¢ 55%, a Chax ¢ 58%.
BwIipeku ToBa, KOraTo aHTHAIMANTE ca MPUEMaHu 2 Yaca MPeIy eIMHUYHA /1032 Ja3aTHHUO, HE ca
HaOJII0/JaBaHU 3HAYUMH NMPOMEHHU B KOHIICHTPALIMATA UM EKCIIO3MIIMATA Ha Aa3aTuHuO. ETo 3aIo,
aHTHAIMIUTE TPAOBA Jla ce mpUeMar Jio 2 Jaca Mpeu WK 2 vaca cje]| mprueMa Ha J1a3aTHHHO (BK.
Touka 4.4).

AKTHBHU BEIIECTBA, YMITO IJIA3MEHN KOHIIEHTPAIIMKA MOraT Ja O61aT MOBINUSIHHU OT Ja3aTHHNAO
CeirpTcTBamaTa ynotpeda Ha ga3atuau0 u cyocTpat Ha CYP3 A4 Modxe 12 MOBUINY €KCIO3UIIAATA HA
CYP3A4 cyOGcTpara. B kiHHYHO Tipoy4YBaHe MpH 3paBU MHAMBUAM, elnHIYHAaTa 103a 100 mg
nazaruan® Boau o nopumreHne Ha AUC 1 Crax Ha cuMBacTatwH, n3BecteH CYP3A4 cyOcTpar,
cboTBeTHO ¢ 20 1 37%. He Moxe na ce n3KIouH, e eEeKThT € MO-IIPOABIDKUTENICH CIIe/l IPUEMAaHETO
Ha MHOTOKpaTHH 703U na3aTuauO. Eto 3amo, CYP3A4 cyOGcTpaTy 3a KOMTO € U3BECTHO, Y€ UMAT
TECEH TePareBTUYCH UHJCKC (HAIp. aCTeMU30I1, TepheHa NH, [IU3anpul, TMMO3HUI, XUHUIMH,
OenpuANIT MK eproaKaliOnIv [eproTaMyH, JUXUAPOESProTaMyH|), TpA0Ba 1a ce mpuiiarar ¢
NOBUIICHO BHUMAaHKE IIPH MAIMEHTH, IPUEMaIln 1a3aTHHUO (BXK. ToukKa 4.4).

In vitro gaHHM MOKa3BaT MOTEHIMANIEH PUCK 33 B3auMozelcTBre cbe cyocTpatu Ha CYP2CS, kato
HaIpuMep TIINTA30H.

HCZLI/I&TDI/I‘IH& nonyjaanusa
Hpoy‘-IBaHI/ISI 3a B3aHMOZL€I>’ICTBPI$ITa Ca MPOBCKJAAaHU CaMO MPU BB3PACTHU.

4.6 @epTUaUTET, OPEMEHHOCT U KbpPMeHe

Kenu ¢ ACTEPOACH HOTCHQI/IaH/KOHI pancnnusd Ipru MbXE U JKCHU
CeKcyanHO AKTUBHUTC MBIKC U JKCHUTC C ACTCPOACH NOTCHIUATT TpH6Ba Ja U3I10J13BaT C(l)eKTI/IBHI/I

MCTOJU Ha KOHTPALCIIIHA 110 BpEME Ha JICHCHUCTO.
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BpemenHocT
Ha 6a3ara Ha ommta Ipu Xopa ce Mpearnoiara, 4e¢ 1a3aTHHA0 IpUIHHABA BPOACHH MalihOopMariuH,

BKITFOUUTEITHO JC(PEKTH Ha HEBpaHaTa Tph0a, KAaKTO U 4e nMa (hapMaKOJIOTHYHU €(PEKTH, KOUTO
OKa3BaT BPEIIHO BIUSHUE BHPXY ILJI0JIa, TPY MPHIIOKEHHUE IT0 BpeMe Ha OpPEMEHHOCT.
ITpoyuBaHuATA TIPH KUBOTHH MOKA3BAT PEIPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

JazatnanO He TpsOBa 1a ce M3I0JI3Ba IO BpeMe Ha OpEeMEHHOCT, OCBEH aKO KIIMHUIHOTO ChCTOSHUE
Ha J)KCHATa Hajara JICYeHHe C 1a3aTuHUO. B citydaii ye ga3aTuHUO ce mpuiara 1o BpeMe Ha
OpeMeHHOCT, MaIlMeHTKaTa TpsI0Ba na Ob/1e HHGOPMHUpaHa OTHOCHO ITOTSHITHATHHS PUCK 3a IUTOMA.

Kwpmene
ChllecTByBa HEIOCTAThYHA/OTpaHUYCHA WH(POPMAITUS OTHOCHO EKCKPEIUATA Ha 1a3aTHHUO B

KbpMaTa MM B MIBIKOTO Ha KUBOTHHTE. DU3UKO-XUMHYHUTE U HATHYHUTE
(apMakoAMHAMIUYHI/TOKCUKOJIIOTUYHH JaHHH 32 1a3aTHHUO MOKa3BaT eKCKPELHs B KbpPMaTa, opan
KOETO PHCKBT 32 KbPMa4yeTo He MOXKeE 113 Ob/ie H3KIFOYCH.

KbpmeneTo TpsiOBa 1a Ob/ie IpeyCTaHOBEHO O BpeMe Ha JieueHueTo ¢ Jlazarunnd Accord Healthcare.

DepTUInuTeT
[Tpu mpoyuBaHus BbPXY )KUBOTHH, (DEPTHIUTETHT Ha MBKKH U )KEHCKH TUTHXOBE HE € 3aCErHaT OT

TepanusTa ¢ Ja3aTuHuO (BXK. Touka 5.3). Jlekapure u ApYruTe MEJUIMHCKH CIICIMANIUCTH TPAOBa qa
KOHCYJITHpAT MAlMEHTUTE OT MBXKH MOJI Ha MOAXOASIIA Bb3pACT, 32 Bb3MOKHUTE e(EKTH Ha
Ja3aTUHUO BBPXY (hepTrimTeTa M Ta3u KOHCYITALMS MOKE [1a BKIIIOYBa OOMUCIISIHE Ha ChbXpaHsIBaHe
Ha cliepma.

4.7 EdexTn BbpXy cnoco0OHOCTTA 32 mopupaHe U padoTa ¢ MAIIMHU

Hazatuan6 Accord Healthcare nma He3HauuTENHO BIMSIHUAE BBPXY CIIOCOOHOCTTA 3a IodupaHe U
pabota ¢ MamuHu. [lanmenTuTe TpsiOBa 1a ObIAT MPEAYIPEICHH, Y€ 10 BPEME Ha JICYUCHHETO C
Ja3aTUHKO, TIPU TAX MOXKE JIa CE MOSBAT HEKETaHH PEaKIiU, KaTO 3aMasHOCT WITH 3aMbIIICHO

Bk aHe. ETo 3a10 e HeoOX0AMMO TIpernopbhuBaHe Ha MOBUILIEHO BHUMAHKE 0 BpeMe Ha modupaHe
WK paboTa ¢ MaIliHH.

4.8 HexeslaHU JeKAPCTBEHH PeAKIUU

Pestome Ha npoduia 3a 6e30macHOCT

JlaHHuTE, ONMCAaHU MO-A0IY, C€ OTHACAT JO eKCIIO3ULIMATA Ha Aa3aTHHUO KaTO MOHOTEPAIIUS BbB
BCUYKH /1031, M3MUTBAaHU B KIMHUYHH npoyuBanus (N=2 900), BxmrouBamiu 324 Bb3pacTHU NallUEHTH
¢ HoBouarHoctuiupana XMJI B xpornuHa da3za, 2 388 Bp3pactan nanuentu ¢ XMJI nim Ph+ OJIJI
C PE3UCTEHTHOCT MJIM HEITOHOCUMOCT KbM UMaTHHMO 1 188 meauarpuyHy nauueHTy.

Meananara Ha MPOABIDKUTETHOCT Ha TepanusaTa rpu 2 712 Bp3pactHu nanueHtd ¢ XMJI B xpoHnyHa
¢aza XMJI B Hanpennana ¢aza unu Ph+ OJUI e 19,2 mecena (nnanazon 0-93,2 mecena). Meaunanara
Ha MPOABIDKUTEIHOCT Ha TEpanuATa B PpaHIOMU3UPAHO IPOYUBaHE MPU HMALUEHTH C
HoBosmarnocrurupana XMJI B xponnuHa (aza e npudnusutenso 60 mecena. Menuanarta Ha
NPOJIBIDKUTEHOCT Ha TepanusiTa pu 1 618 Bbp3pacTan nmanuentu ¢ XMJI e 29 mecena (nuamnazon 0-
92,9 mecena). Mennanarta Ha IPOIBIDKUTETHOCT Ha Tepanusra npu 1 094 Bb3pacTHH MALMEHTH C
XMJI B Hanipeanaina ¢asa win Ph+ OJIJI e 6,2 mecena (quamaszon 0- 93,2 mecena). Cpex 188-te
MAIMEHTH B MIeJUATPHYHH TIPOYYBAHUSI, MEIUAHATA HA MPOIBDKUTEITHOCT HA TEPAIHSTA €

26,3 mecena (nuanazon 0-99,6 mecena). B monrpymara ot 130 marmentu ¢ XMJI B xpoHu4Ha ¢a3sa,
JIEKYBaHHM C Ja3aTHHUO MeraHaTa Ha MPOIbIKUTEIHOCT Ha TepanusTa e 42,3 mecena (auanason 0,1-
99,6 mecera).

MHO3UHCTBOTO OT MAIUCHTHUTE, JICKYBaHH C Ja3aTHHUO, Ca TIOTYYHIN HeXKEIIaH! PEaKIUU B HIKAKHB
MOMeHT. B o61mmrara nomymnarwst oT 2 712 Bs3pacTHU NAalMEHTH, JEKyBaHH ¢ Aa3atuano, 520 (19%) ca

IMOJIYYHUJIN HEXKECJIIaHU pCaKIU, TOBCIIU 10 IPEKHECBAHE HA TCpaIIusATa.

0060061eHuAT mpodu1 Ha 6€30MacHOCT Ha 1a3aTuHuO B neauarpuuHata Ph+ CML-CP nonynanus e
noJJ00CH Ha TO3H MPU BB3PaCTHU, HE3aBUCHMO OT JIeKapcTBeHaTa popMa, ¢ U3KITIOUCHHE Ha
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HECHOOILECHH MePUKAP/ICH U3JIUB, TIEBPAJICH U3JIUB, 0€J10IpO0CH OTOK MM OeI0ApOOHa XUIIEPTOHHUS
IpU IeJUaTpUYHATA MTOIyIalys.

Ot 130-Te nexyBanu ¢ nazaTuHUO neanaTpuanu nanuenta ¢ CML-CP, 2 (1,5%) ca nonyunnu
He)KeJIaHW peaKkIiy, JOBEIH 10 IPEKbCBaHE Ha TepanusITa.

CruchK Ha HeXENTaHUTe PEaKINy B TAOIWYCH BUL

CrnenHuTte HEXENAaHH PEAKIUY, C U3KITIOUCHUE HA OTKJIIOHEHUTA B TAOOPATOPHUTE MOKA3ATENH, ca
CbOOIABAHU NP MAIIMEHTH JICKYBaHH C Ja3aTHHUO KaTO MOHOTEPAIHsl B KIMHUYHH U3IUTBAHUS U OT
noctMapkeTHHroBuUs onut (Tabnuna 5). Te3u peakiuu ca nMpecTaBeH! M0 CUCTEMO-OPTaHHH KJIaCOBE
H 110 YecToTa. YeCTOTHUTE Ce ONpeNeNaT KaTo: MHOro dectr (> 1/10); wectn (> 1/100 mo < 1/10);
HeuectH (> 1/1 000 o < 1/100); penku (= 1/10 000 mo < 1/1 000); ¢ Hen3BecTHa YecTOTa (OT
HAJIMYHUTE TOCTMAPKETHHTOBY JJaHHU HEe MOXe Jia ObJic HalpaBeHa OLCHKA).

B®B BCsiKO IpymupaHe 1Mo YecToTa HeXKEIaHUTE PEaKIUU ce M30POsSBAT B HU3XOJISAI PE/L 110
OTHOIIICHUE Ha TSIXHATA CEPHO3HOCT.

Tadauua S: O0001eHHe HA HeKeTaHUTE peakIuu B Ta0JMYeH BU]L

Nudpexunn u nndecrannu

Mnoeo vecmu

nH(eKnys (BKIIOYATETHO OaKTepraaHa, BUPYCHA, M'bOMYHA, HEOMPE IeIIeHa)

Yecmu

MTHEBMOHUS (BKIIIOYUTETHO OaKTepraiiHa, BHPYyCHA U T'HONYHA),
WHQEKIHs/Bh3NalIeHIe Ha TOPHUTE AUXATEHHU ITBTHIIA, XEPIIEC BUPYC
uH(peKnys (BKIYUTEITHO IUTOMeranoBupycHa-CMV), eHTepoKouTHA
WH(EKIYS, CeTICUC (BKIFOUNTEITHO HEUECTH CITydau C JIETalleH U3XO0/)

C neuseecmna
yecmoma

p€aKkTHuBanydg Ha XCIIaTUT B

Hapymienus Ha KpbBTa M IUM@HATA cCHCTeMa

Mmnoeo uecmu

MUeNocynpecus (BKIFOYUTETHO aHEMUSsI, HEYTPOTIEHUS, TPOMOOIIUTOICHNS )

Yecmu (beOpuHa HeYTpOTIeHUSI
Heuecmu auMbaeHOTIaTHs, TUM(POTICHUS
Peoxu npuo0uTa (YKCTa) aria3us Ha ePUTPOLIUTUTE

Hapyuwenusi Ha MIMyHHATa cucTeMa

Hevecmu

CBPBXYYBCTBUTEIHOCT (BKIIOUUTEIHO €pUTEMA HOJIO3YM)

Penxu

aHa(UIIAKTHYCH IIOK

Hapymenus Ha eHAOKPUHHATA CUCTEMA

Hevecmu

XUIMMOTUPCOUIU3IBM

Peoxu

XUMNCPTUPECOUIUIBM, TUPCOUIUT

Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO

Yecmu HApYIICHUS HA alleTUTA®, XUTICPYPUKEMUS

Heuecmu TYMOP-JTU3UC CHHIIPOM, JCXHIPATAIHS, XUTTOATOYMHUHEMHUS,
XHIIEPXOJIECTEPOTIEMHSI

Peoxu 3axapeH quader

IMcuxuynu HApyIIeHHsT

Yecmu

ACIpecusd, Oe3chHue

Heuecmu

0e3MOKONCTBO, ChCTOSTHIE HA OOBPKAHOCT, a)eKTUBHA JIAOMITHOCT, HAMAJICHO
JIMONI0

Hapyuienusi Ha HepBHATa cUCTEMA

Mmnoeo uecmu

riraBoboime

Yecmu HeBpomaTHsl (BKIFOYUTETHO neprudepHa HeBpOIaTHs), 3aMastHOCT, JIUCTEY3Hs,
COMHOJICHTHOCT
Heuecmu kpbBou3uB B IIHC*®, cuHkom, TpeMop, aMHe3us, HapyIlIEeHO PABHOBECHE
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Peoxu

uepe6pOBaCKynapeH HWHIIMACHT, MPEXOJHAa UCXCMUYHA aTaKa, KOHBYJICHUA,
OIITUYCH HEBPUT, ITapajin3a Ha 7-5 HEPB, ICMCHIIUA, aTaKCUA

Hapymenusi Ha ounTe

Yecmu 3pUTENHN HapymIeHus (BKIIOYUTEITHO HAPYIICHO 3pEHUE, 3aMbIIICHO 3pEHUE H
HamaJieHa 3pHUTeNIHa OCTPOTa), CyX0Ta B OUUTE
Heuecmu 3pUTETHH YBPEKAAHUS, KOHIOHKTUBUT, (H0TOPOOHS, 3aCUICHO CHI300TACISIHE

Hapyumienusi Ha yx0To U Ja0MpPUHTA

Yecmu

TUHUTYC

Heuecmu

3ary0a Ha ciyxa, BEpTHTO

Cobpaeynn Hapylie

HUS

Yecmu

KOHTE€CTUBHA ChPJ/ICYHA HEAOCTATHYHOCT/ChpACUHa TUCHYHKITHS *®,
MEPUKAPACH U3TUB*, apuTMUS (BKJIFOUUTEITHO TaXUKAPAMsl), HATTUTAIUN

Heuecmu

UHQApKT Ha MUOKap/a (BKIIOUYUTEHO ¢ JeTaneH u3xon)*, yubimken QT
MHTEPBAJI B €IEKTPOKapIrorpamMa™, mepuKkapIuT, KaMepHa apUTMUS
(BKJIFOUUTETHO KaMepHa TaXUKapAusl), CTCHOKapAUs, KapAHOMETalusl,
abHopMmHa T-BBJIHA B €J€KTpOKapaAUOrpama, IOBUIICHH HUBA HA TPOIIOHUH

Peoxu

0enoapoOHO ChpIle, MUOKApAUT, OCThP KOPOHAPEH CUHIPOM, ChbpACUYCH apecT,
yabkaBane Ha PR mHTEpBana B enekTpokapanorpama, MCxeMuyHa 601ecT Ha
CBPIETO, TUIEBPONICPUKAPAUT

C neuszeecmnua
yecmoma

MPEICHPIHO MBKICHE/TIPEACHPIHO TPEIITCHE

Cb10BHM HApyLIEHUS

Mnoeo wecmu KPHBOU3IHUB*"

Yecmu XHUIIEPTOHHMS, TOIUIN BBJIHU

Heuecmu XUTNOTOHHSA, TpoMO0dIIeOuT, TpOMO032a

Peoxu TpoMO03a Ha IBJIOOKUTE BEHH, eMOOIIHS, JINBEAO PETHKYIAPUC
C neussecmmua TPOMOOTHYHA MUKPOAHTHOIIATHS

yecmoma

PecimpaTopHu, rpbIHM M MeAUACTHHAJIHM HAPYIIEHUS

Mnoeo vecmu

IJICBPAJICH n3IuB* , JUCITHCA

Yecmu OemonpobeH oTok*, OenoapoOHa XuTnepToHus*, OenoapoOHa HHPUITpaIus,
MTHEBMOHHT, KallUTAa

Heuecmu OemoapoOHa apTepraliHa XUIIePTOHUS, OpOHXOCTIa3bM, aCTMa, XHIIOTOPAKC

Peoxu 6emoapobHa eMO0HsI, OCThD PECTIMPATOPEH JTUCTPEC CHHIPOM

C neuzsecmna MHTEpCTUIMAIHa Oej1oapoOHa bonecT

yecmoma

CToManHoO-4YpeBHHM HAPYIIEHUA

Mmnoeo uecmu

Juapus, TIOBpbIllaHe, rajieHe, 00JKa B KopeMa

Yecmu CTOMAIITHO-YPEBHO KbPBEHE™, KOJUT (BKJIIFOYUTEIHO HEYTPOTICHUYEH KOJIUT),
racTPUT, MyKO3HO Bh3MaJIEHHE (BKJIIOYUTEIHO MyKO3UT/CTOMATHT),
Jucriencus, abJOMHUHAIHA TUCTEH3US, 3aMeK, HapylIeHHe Ha MEKUTE ThKaHU B
ycrara

Heuecmu MaHKpeaTHT (BKIIOYUTEITHO OCTHP MAHKPEATHT), 3B B TOPHUS OTJIEI Ha
CTOMAIITHO- YPEBHUSI TPAKT, e30(aruT, acuuT*, ananHa gucypa, aucdarus,
ractpoe3odareanna
pedmykcHa 607ecT

Peoxu racTPOEHTEPOINATHs ChC 3aryba Ha MIPOTEHHH, WICYC, aHaIHA (ucTyna

C neuszsecmna CTOMAIIIHO-UYPEBEH KPBBOU3IIMB C JIETaJICH U3X0oa™

yecmoma
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XenaToOMIHAPHHU HAPYIIECHHUSA

Heuecmu ‘XCH&TI/IT, XOJICOUCTHUT, XO0JIeCTasa

Hapyuleﬂml Ha KO’KAaTa M NOJAKO0KHATA TbKAaH

Mnozo wecmu KOXKEeH 00puB*

Yecmu aJOTEIHs, JepMaTUT (BKITIOYUTETHO eK3eMa), IPYPHUTYC, aKHEe, CyXa KOXa,
YPTUKapHs, XUIIEPXUIPO3a

Heuecmu HeyTpoduiHa AepMaTo3a, GOTOUYBCTBUTEIHOCT, HAPYILICHHE Ha
NUTMEHTALMSTA, TAHUKYJIUT, KOXKHH SI3BU, OYJI03HU ChCTOSIHUS, HAPYILEHHUS Ha
HOKTHUTE, CHHAPOM Ha NaJIMapo-IUIAHTApHA EPUTPOIUCECTE3Hs, HApYLIIEHNE Ha

OKOCMSIBAHETO
Peoxu JICBKOITUTOKJIACTCH BAaCKYJIUT, KOXHa (prbpo3a
C Heuzgecmmua cuHIpoM Ha Stevens-Johnson®

yecmoma

Hapyumienusi Ha MyCKYJTHO-CKeJIeTHATA CHCTEMA U CheIMHUTETHATA THKAH

Mmnoeo wecmu 00JIKa B MYCKYJIUTE U KOCTHTE™

Yecmu apTpajrus, MUAITHs, MyCKYJIHa cl1aboCT, CKOBAHOCT B MYCKYJIUTE U CTaBHTE,
MYCKYJTHH CHa3MH

Heuecmu padnomMHuonM3a, OCTEOHEKPO3a, MyCKYJIHO Bb3NAICHUE, TCHIUHUT, aPTPUT

Peoxu 3a0aBeHO CBHP3BaHE HA enndu3nTe,> 3a0aBEH pacTexk’

Hapymenusi Ha 0bOpeunTe M NMKOYHUTE IbTUIIA

Heuecmu 0B0peyHo yBpexaaHe (BKIFOUUTEITHO 0h0pedHa HeTOCTaThYHOCT), YECTO
YpUHUpPAHE, IIPOTCUHYPUSL

C neuseecmna HedposeH cuHApOM

yecmoma

CbCeTOsIHUS, CBBP3aHU ¢ OPeMEeHHOCTTA, POAOBHS M IOCJIePOI0BHS MePHOJ

Peoxu l abopT

Hapylnemm Ha BB3NMPOU3BOAUTEIHATA CUCTEMA U I'bpAaTa

Heuecmu erHeKOMaCTm, HapyIlIeHHE B MEHCTpyalusTa

OﬁIIII/I HapylmieHust 1 e(l)eKTI/l Ha MACTOTO HA MPUJIOKCHUE

Mmnozo uecmu nepudepes 0ToK", yMopa, IIMPEKCHs, OTOK Ha JHUIETO"

Yecmu acTeHusi, bonka, 00JIKa B IbpANTE, TCHEPATH3UPAH eIeM* , TPBIIKH

Heuecmu HEPA3MOJI0KEHHE, IPYTH MIOBBPXHOCTHU OTONN"

Peoxu HapyIIeHUE Ha ITOXO0IKaTa

HN3cnexBanus

Yecmu HaMmaJIIBaHEe Ha TErJIOTO, YBEIMYaBaHe Ha TETJIOTO

Heuecmu MOBHILIEHUE HA KpeaTuHUH QochoKrHa3aTa B KPbBTa, MOBUILIEHUE HA raMa-
rIyTaMuiITpancdepasara

HapansiBanusi, oTpaBsiHUSI ¥ YCJI0KHEHHS, Bb3HUKHAJIM B Pe3yJITAT HA MHTEPBEH UM

Yecmu KOHTY3Us

* BkJIIOYBa HAMaJICH alleTHT, PAHHO YCEIaHe 32 CUTOCT, TIOBHUIIICH alleTHUT.

5 BrirouBa KPHBOU3IMB B IIEHTPAIHATA HEPBHA CHCTEMA, liepebpaleH XeMaToM, liepebpaieH KpLBOU3IHNB,
CKCTpanypajacH XeMaToM, HHTPAKpaHUAJICH KPbBONU3JIMB, XEMOPAruicH MHCYIIT, Cy6aanHOI/IlleH KPBbBOU3JINB,
cy0OypasieH XeMaToM | cyOIypajieH KPbBOU3JIHB.

® Biit04YBa NOBUILIEH MO3bUEH HATPUYPETUYUECH MENTHJI, KAMEpHA AUCHYHKIIHS, IeBOKaMepHa AuchyHKIusI,
JICCHOKaMepHa TUC(YHKIMS, ChpACYHA HEIOCTATHPYHOCT, OCTPA ChPJCYHA HEIOCTATHPYHOCT, XPOHUIHA
ChpJCYHA HEOCTATHPYHOCT, KOHI'€CTHBHA ChPICYHA HEIOCTATHPYHOCT, KAPIMOMHUOIATHUS, KOHTCCTHBHA
KapIMOMHUOTIATHS, JUCTOIUYHA TUCPYHKIUS, HamalieHa (hpaKIys Ha U3TIACKBAaHE U KaMEepPHA HEOCTAThYHOCT,
JICBOKaMEpPHA HEJIOCTATHYHOCT, JECHOKAMEPHA HETOCTATHYHOCT M KAMEPHA XUIIOKWHE3USI.
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" M3kim04Ba CTOMAIIHO-YPEBHO KbpBeHE U KbpBeHe oT [IHC; Te3n HexenaHu peakiuy ca u30pOeHN ChOTBETHO
KBM CUCTEMO-OpraHeH kiac “CToMalllHO-4peBHUTE HapyLIeHHUs U CUCTeMO-opraHeH knac ‘“Hapymenus Ha
HEepBHaTa cucteMa’.

A BkiIroyBa JeKapcTBeHA epyNIus, epuTeMa, epureMa MyaTudopme, epuTposa, eKcomaTuBeH o0puB,
TeHEpAIN3UPaH EpUTEM, TeHUTAIEH 0OpHB, TOILUIMHEH OOPUB, MIJILYMH, MUJIMAPHsL, ITyCTYJI03€H IICOPHUA3UC,
00puB, epuTEeMaTO3eH 00pHB, (HOIHKYIApEH 0OPHB, TeHEpATH3UPaH 0OPHB, MaKyJI03eH OOpUB, MAaKyJIO-
TaITyJI03¢H 0OpHB, MAITYJI03eH 0OpUB, IPYPUTHIEH O0pHUB, IIyCTYII03¢H 00PHB, BE3UKYIIO3€H 00PHB, KOKHA
excomranms, KOXXHO pa3sHeHe, TOKCHYeH KOXEH 00PHB, BE3UKYII03¢H OOPHB U BAaCKYJIUTEH OOPHB.

¢ B mocTMapKeTHHIOBHU YCIOBHS ca ChOOIIEHN OTICITHH CITydan Ha CHHAPOM Ha Stevens-Johnson. He mosxe na
Obe YCTaHOBEHO JJaJIM TE3U KOXKHO-JINTaBUYHH HEXKEJIAHN PEAKIUH ca MPSKO CBBP3aHM C Ja3aTHHHUO MIIN ChC
CBITBTCTBAIII JIEKAPCTBEH IMPOAYKT.

* bonka B MyCKYJIUTE U KOCTUTE, JIOKJIa/IBaHa 110 BpEMe Ha MJIH Clie/l IPEYCTaHOBsBaHE Ha JICYCHHUETO.

* CpoOrmaBar ce KaTo YeCTH B IeJUaTPUIHU POYIBAHHUS.

" I'paBUTAIIMOHEH OTOK, JOKAJIU3UPaH OTOK, IepUpepeH OTOK.

# KoHIOHKTUBAJIEH OTOK, OTOK Ha OKOTO, MOJIyBAaHE Ha OKOTO, OTOK Ha KJIeTNaya, OTOK Ha JIUIETO, OTOK Ha
YCTHHTE, MaKyJieH OTOK, OTOK Ha ycTara, OTOK Ha OpOHTaTa, OTOK Ha EpUOpOUTaTa, MOIIyXBaHe Ha JIUIETO.

“ TIperoBapBaHe ¢ TEYHOCTH, 3aIbpKaHe Ha TEYHOCTH, OTOK HA FraCTPOMHTECTHHAIIHUS TPAKT, TeHEPATH3UPaH
OTOK, OTOK, JIBJDKAIIl CE€ Ha ChpJICYHO 3a00Is1BaHe, IepuHe(palicH U3JIUB, OTOK CJIEA MHTECPBEHIINS,
BHUCIIEPAJICH OTOK.

" TlogyBaHe HAa TCHUTAIMHTE, OTOK HAa MSICTOTO HAa MHIIU3MATA, TCHUTAIECH OTOK, OTOK Ha IICHHCA, TIOAyBaHEe Ha
MIEHNCa, OTOK Ha CKPOTyMa, IIOJyBaHE HA KOXKaTa, II0yBaHe HAa TECTUCHTE, BYJIBOBarHHAJIHO MOIYBaHE.

* 3a JOI'BIHUTEIHU IETaiN, BIOKTE Touka “OnrcaHuie Ha n30paHn HeXKEIIaH! PeaKIuy

Onucanne Ha U30paHU HEXKETAHU PEaKInn

Muenocynpecus

JleuenneTo ¢ na3aTHHUO € CBBP3aHO C aHEMHUsI, HEYTPOIIEHHS U TpoMOoruToneHus. TsxHarta mosiBa e
MO-paHHa U MO-4YecTa MPH NalueHTH ¢ Hanpeanana ¢aza va XMJI unu Ph+ OJIJL, oTkonkoTo B
xpouununa ¢asza Ha XMJI (Bxk. Touka 4.4).

Kwvpsene

CBbp3aHH C JIEKapCTBOTO HEXEIAHHU PEaKIINK Ha KbPBEHE, BAPHUPAIIHN OT NMETEXUH U EMUCTAKCHUC IO
KbPBEHE OT CTpaHa Ha CTOMAIIHO-YPEBHUS TPAKT cTeneH 3 i 4 u kpbBoum3nuB B [ITHC, ca crobmmenn
MIpH MAIUEHTH, TIPUeMaIlH 1a3aTHHUO (BXK. Touka 4.4).

3advporcane Ha meuHocmu

Paznnunm HexxeNnaHW peakluy KaTo IJIeBpalicH U3JIHB, aCIIUT, OeT0APOOEH OTOK M TIEpUKAp/ICH U3JINB
ChC MU 0€3 TOBBPXHOCTEH OTOK, MOXKE J]a C€ OIMHUIIAT 00II0 KaTo “3a/IbpKaHe Ha TEUHOCTH .

B npoyuBane npu HoBoAmarHoctuiupana XMJI B xponudHa ¢aza cieq MuHIMYM 60-MecedHO
npoclie/isiBaHe, HeXKEJIaH! Peaklny Ha 3aIbpKaHe Ha TeYHOCTH, CBbP3aHU C ITPUEM Ha J1a3aTHHHO,
BKITIOUBAT TUIeBpalieH m3nuB (28%), moBbpxHOCTEH 0TOK (14%), 6enoapodbna xumepronus (5%),
reHepanu3upan oTok (4%) u nepukapaeH usius (4%). 3acToifHa CbpeYHA HEJJOCTATHYHOCT/ChpIeUHa
nuchyHKIHS 1 6eT0IpoOeH OTOK ca choOmieHn mpu < 2% OT MalueHTHTE.

KymynaTuBHaTa 4ecToTa Ha CBbpP3aHUs C Ta3aTHHUO TUIEBpPAICH U3JIHB (BCHYKHU CTEIIEHH) BHB
Bpemeto € 10% nHa 12-usa meceu, 14% na 24-us, 19% na 36-us, 24% na 48-us u 28% na 60-us mece.
006110 46 OT MANIMEHTHTE, JICKYBaHH C TA3aTHHHUO, Ca MMAJIA PEIMANBUPAITY TUICBPATHN H3JIHBH.
CenemHazmeceT MalMeHTH Ca UMaJK 2 OTAENHN HEeXKeJIaH! peakinu, 6 ca UManu 3 HeXeJlaH! Peakiny,
18 ca umanm 4 10 § HeXeNaHU peakuy U 5 ca UMany > § enn30/1a Ha TIIEBPAJICH U3JUB.

MennaHara Ha BpEMETO 10 IbPBUsI CBBP3aH C Ja3aTUHHUO IUIEBpalieH U3JUB cTerneH | wim 2 e

114 cenmunu (muanazon 4 u 299 cenmunn). [lo-manko ot 10% oT manueHTHTe C MJIeBpajeH U3UB ca
MMali TeXbK, CBbP3aH C Ja3aTHHUO, IIIeBpasieH U3IuB (cTerneH 3 win 4). MeanaHata Ha BpeMeToO 110
IbpBaTa MOsIBA HAa CBBP3aH C 1a3aTUHHO IIEBpAJICH U3JIMB CTeneH >3 e 175 cenmuuu (auamnazoH

114 w 274 cenmuin). MennaHaTa Ha IPOIBIDKUTEIHOCT Ha CBbP3aHUs ¢ Aa3aTHHUO MJICBPAJICH U3JIUB
(Bcuku crenenn) e 283 aam (~40 cemqmuIin).

[IneBpamHusT U3MMB OOMKHOBEHO € 0OpaTHUM U CE OBJasBa Uype3 MPEKbCBaHE Ha JEYCHUETO ChC
Ja3aTUHHUO, KaKTO W Ype3 U3MOJI3BaHEe Ha TUYPETHIIN WK APYTO MOAXO SO0 O IBPIKAIII0 JICHCHHUE
(Bx. Touka 4.2 u 4.4). OT marMeHTHTE ¢ ITIEBPAJICH U3JIUB, CBBP3aH C JICUSHHUETO ¢ Aa3aTHHUO (n=73),
npu 45 (62%) e uMano mpekbcBaHe Ha mpuiokeHueto u npu 30 (41%) e nmano HaMmasiBaHEe Ha
no3arta. B nombnnenue, 34 (47%) ca nomyuyunu quypetund, 23 (32%) ca noayduin KOPTHKOCTEPOUIH
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1 20 (27%) ca momydniu KakKTo KOPTUKOCTEPOUIH, Taka 1 nuypetunu. Jeset (12%) mammentu ca
MOJUTO’KEHH Ha TEePareBTHYHA TOPAKOIICHTE3a.

[ect mporeHTa OT HAMEHTUTE, JIEKYBaHU C Ja3aTUHUO, ca MPEKbCHAIN TepanusiTa Nopaau CBbP3aH C
JIEKapCTBOTO TIEBPAJICH H3JIHB.

[TneBpamHUsIT U3NIKB HE HApyIIaBa CIIOCOOHOCTTA HA TTAIIMEHTUTE Jia MOJIYyYaT OTroBOp. Bhrpeku
NpeKhCBaHE Ha MPUIIOKEHUETO WIIM KOPUTUPAHE Ha J103aTa, OT MAIIMEHTHTE C TUICBPAJICH H3JIUB,
JieKyBaHH ¢ Aa3aTuHuO, 96% ca nocturnamu cCCyR, 82% ca nocturnann MMR u 50% ca
nocturuaau MR4,5.

Bwxre Touka 4.4 3a 1OBIHATETHA HHGOPMAIHS OTHOCHO TarueHTH ¢ XMJI B Xporundna daza u
XMJI B Hanpeanana ¢asza win Ph+ OJUL.

CpobmraBa ce 3a cirydar Ha XHJIOTOPAKC MPH MalMeHTH ¢ TuIeBpasieH u3nuB. Hskou cimyyan Ha
XWJIOTOPAKC OTIIYMSBAT CJIE] CITUpaHe, MPEKbhCBAaHE WM HAMAJIIBaHE Ha J103aTa Ha 1a3aTUHUO, HO B
MOBEYETO CITy4au ce Hajara JOIbIHUTEIHO JIeUeHHeE.

Benoopobra apmepuanna xunepmonus (bAX)

BAX (nmpekammnsipHa OenoapoOHa apTepHaTHa XUIIEPTOHUS MMOTBBPCHA C ISICHA ChpAeYHa
KaTeTepu3allns) € JOKJIaJBaHa BB BPb3Ka C SKCIIO3UIUs Ha na3aTUHKO. B Te3u cinyuan, BAX e
JOKJIaJIBaHa CJIe]] 3aII04YBaHE Ha TEPaIus ¢ 1a3aTUHNUO, BKIFOUUTEIIHO U CJIEA [TOBEYE OT €HA rOIuHA
nedenue. [lanmenTture ¢ BAX, cho0mIeHn o Bpeme Ha JIe4eHre C Ta3aTUHUO B TIOBEYETO OT CIIyJanTe
ca MpreMalli ChITBTCTBALIO JICYEHUE WIIH Ca UMaJIM CHITBTCTBAIIN 3a00JIIBaHMsI B IOITBIHEHUE KbM
OCHOBHOTO 3JI0KauecTBeHO 3a0osBane. [lonoOpeHust B XeMoJUHAMUKATA U KIMHUYHHUTE TTapaMeTpu
ca HabmoxaBaHy npu nauneHTu ¢ BAX, cien npekpaTsBaHe Ha TepanusaTa ¢ 1a3aTHHUO.

Yovnorcasane na OT unmepesana

B usnutBane ¢asa 1l mpu namueHTH ¢ HOBOAMArHOCTUIIMPaHa XpoHUYHA (a3a Ha XMJI, enun
naruedT (< 1%) ot nekyBanute ¢ gazatuanuO € nman QTcF > 500 msec cinen MuaMYM 12-MecedHO
npocnensBane (B Touka 4.4). Hama cpo0menus 3a apyru namuert ¢ QTcF > 500 msec cien
MUHUMYM 60-MecedqHO IpocieasBaHe.

B 5 knuanyHM m3nutBanus ¢asza Il mpu nanmeHTH ¢ pe3sucTEHTHOCT WM HEMOHOCHMOCT KbM
npenunrHo Jeuenrne ¢ uMatuHuO, EKT ca Omnm HanmpaBeH MHOTOKPATHO Ha M3XOJTHO HUBO U TIO
BpeMe Ha JICUCHUETO B MPEABAPUTEIIHO ONPEACIICHN BPEMEBH TOUKH U Ca OWIIA pa3deTeHH IIEHTPAITHO
3a 865 manuenTn nmoyyasamy qazatuau6 70 mg na meTH qHeBHO. QT MHTEPBABT € OMIT KOPUTHpaH
CIpsSIMO ChpJ/ieuHaTa yectoTa o Metosa Ha Fridericia. BpB Bcnuku BpeMeBH TOUKH Cllef] MPUEMaHe Ha
Jto3aTa B JieH 8, CpelHuTe MPOMEHU OT n3XxoaHoTo HUBO B QTcF mHTepBana ca 6umm 4 — 6 msec, ¢
ropHa rpanuia Ha 95% nosepuresen natepsai < 7 msec. Ot 2 182 nmanueHTH ¢ pe3UCTEHTHOCT WK
HEMIOHOCHMOCT KBbM IPEIUIITHO JISYeHNE C UIMAaTHHHIO, KOUTO ca TIOJTydaBalld Aa3aTHHUO MPU
KITMHUYHY m3nutBanusd, 15 (1%) ca umanum yapinkaBade Ha QTc nHTepBana, ChOOIIEHO KAaTO
HexenaHa peakuus. JIBagecer u equn nanuentn (1%) ca mmanu QTcF > 500 msec (B Touka 4.4).

CvpoeyHu Hedrcenranu peaxyuu

[NanuenTy ¢ puckoBU (akTOpy WM aHAMHE3a 32 ChPJIeYHO 3a00sgBaHe TpsiOBa BHUMATEIHO J1a ObIaT
HaOJIF0/IaBaHM 32 TIPU3HAIN WITH CUMIITOMH, TIOKa3aTeIIHH 32 ChpJiedHa TUCYHKIHS, U TPIOBa na
Ob/1aT CHOTBETHO OIICHSIBAHH U JICKYBaHH (BXK Touka 4.4).

Peaxmusayus na xenamum B

Cro01eHa e peakTuBays Ha xenatuT B BbB Bpb3ka ¢ BCR-ABL Tupo3uHKiHa3HUTE HHXUOUTOPH
(TKW). B Hsixou cityyan HaCTBHIIBa OCTPa YEPHOAPOOHA HEJJOCTATHYHOCT MM (DYIIMHUHAHTEH XEIATHUT,
BOJICII JI0 YSPHOAPOOHA TPAHCIUIAHTAIIMS MJIH JISTAIeH U3X0. (BXK. Touka 4.4).

B npoyusane ¢aza 1l 3a onmrumu3upane Ha 103aTa IpH MAIHEHTH B XpoHUTHA (aza Ha XMJI ¢
PE3UCTEHTHOCT WITU HETOHOCUMOCT KbM TPETUIITHO JICYEHUE ¢ IMaTHHUO (MenaHa Ha
NPOJBDKUTEITHOCT Ha JieueHneTo 30 Mecena), 3a IIeBpaJicH U3JIMB M 3aCTOWHA ChpcYHa
HEJIOCTAThYHOCT/ChpieUHa JUCHYHKIIUS € ChOOIIaBaHO MO-PSAIKO NPH MMAIUCHTH, JICKYBaHU C
nazatuau0 100 mg BeAHBK THEBHO OTKOJKOTO IIPY MAIIMEHTH, JeKyBaHH ¢ Aa3aTuHuO 70 mg nBa
I'BTH JTHEBHO. 32 MHUEJIOCYIIPECHS CBIIO Ce ChOOIaBa MO-PsIKO MPH IpymaTa MaieHTH, JEeKyBaH! ChC
100 mg Beaubx AHEBHO (BK. OTKIOHEHHUS B Ta0OpaTOpPHUTE NIOKA3aTeNN MO-101y). Menuanara Ha
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MIPOIBIDKUTEITHOCT Ha TEpaIUsATa MIPH TPyIarTa, JekyBaHa cbe 100 mg BequwkK THEBHO € 37 Mecena
(mramazon 1-91 meceria). KyMynaTHBHHATE 4€CTOTH HA M30paHU HEXETaHH PEaKIUH, ChbOOIIECHH TIPU
npenopbyKTeNnHa HadaaHa go3a 100 mg BenHBK AHEBHO, ca okazaHu B Tabnuua 6a.

Taoauna 6a:

H30panu HeKeJIaHU peaKkUuH, chbo0IaBaHU NMpU npoy4ysBane ¢a3za III 3a

ONTHMU3HPAHe HA /103aTa: (HEMOHOCMMOCT KbM HMATHHHO WJIH Pe3HCTEHTHA
XMJI B xponnuHa (pa3za)?

Munumym 2 roqnuau | MuaumyMm S roguan | MUHUMYM 7 TOAUHA
1pocJieisiBaHe npocJjensiBaHe npocJiefisiBaHe
Beuukn Crenen | Bemukum  Crenen | Bemuku — Crenen
CTeneHu 3/4 CTeNneHn 3/4 CTeneHn 3/4
IIpeanoynTan TepMuH IIpornent (%) manuenTu
Jdnapus 27 2 28 2 28 2
3abpikane Ha 34 4 42 6 48 7
Te4YHOCTH
[ToBBpXHOCTEH OTOK 18 0 21 0 22 0
[IneBpanen nznus 18 2 24 4 28 5
I'enepanmsupan oToK 3 0 4 0 4 0
[lepukapnen n3nus 2 1 2 1 3 1
BenonpobHa 0 0 0 0 2 1
XHIIEPTOHUS
KbpBene 11 1 11 1 12 1
KspBene ot
CTOMAIITHO-YPEBHUSA 2 1 2 1 2 1
TPaKT

2 Pesynratu ot poyuBane ¢asa III 3a ontummsupane Ha 03aTa, CHOOIIECHH MTPH MOITYIAIHTA C
mpenopbunTeHa HadanHa 1o3a 100 mg Begasx THEBHO (n= 165)

B npoyusane ¢asza Il 3a ontumusupane Ha qo3ara npu nanveHTu ¢ XMJI B Hanpeanana ¢asza u Ph+
OJIJI MmemaHaTta Ha IPOIBIDKUTENTHOCT Ha JieueHHeTo € 14 mecena 3a HanpeaHana ¢asza Ha XMJI,

3 Mecera 3a muenonHa 6mactHa (aza Ha XMJI, 4 mecena 3a mumdonaaa 6mactaa dhaza Ha XMJI u

3 mecena 3a Ph+ OJIJI. 30paHu HexelaHu peakiiny, ChOOIICHH! PY PENoPhUNTEIHA HauaIHa 7032
140 mg BenHBK THEBHO, ca TIokazaHu B Tabmuia 66. [Ipoyuena e cpiio u cxema 70 mg aBa IbTH
nHeBHO. Cxemata 140 mg BeTHBXK THEBHO € MIOKa3ajia CpaBHUM MPOQHII Ha ePUKACHOCT ChC CXeMaTa
70 mg aBa IBTU IHEBHO, HO MO-OJaronpuaTeH npopui Ha 6e30MacHOCT.

Tadauua 66: H30paHu HexXKeJTaHU peakiuy, CLOOIIIABAHY M0 BpeMe Ha mpoyuBaHe (a3a 111 3a
onTuMu3upaHe Ha no3ata: XMJI B Hanpennajia gaza u Ph+ OJLJI?

140 mg BeAHBK AHEBHO
n =304

Bcuuku cTeneHu Crenen 3/4
IIpenmoynTan TepMUH IIpouent (%) nanueHTH
Auapus 28 3
3agbpikaHe HA TEYHOCTH 33 7
[ToBBpXHOCTEH OTOK 15 <1
[TneBpajieH u3auB 20 6
I'enepanuzupaH OTOK 2 0
3acToiiHa chpacyHa 1 0
HEI0CTaThYHOCT/ChpACYHA
nuchyHKmms®
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140 mg BeAHBK JHEBHO

n =304
Benukn crenenu Crenen 3/4
IIpeanoynTan TepMHUH Hpouent (%) nanueHTH
[lepuxapaen n3nus 2 1
Benonpoben oTok 1 1
KbpBene 23 8
KbpBeHe 0T cTOMaIHO-YpEBHUS 8 6

TPaKT

2 Pegynraru ot npoyuBaHe (a3za 1l 3a onTumusupane Ha J03aTa, ChOOILICHU TP TOIMYJIAMATA C
IpenopbUUTeIHa HauanHa f1o3a 140 mg Beaubx qHEBHO (n= 304) npu 2 -TOAUIIHO KpalfHO IpocieIsiBaHe B
paMKHTE Ha IPOYYBAHETO.

® Brimousa kaMepHa qUCYHKIMS, ChpJEYHA HENOCTATHYHOCT, 3aCTOMHA ChPJIEYHA HEOCTATHYHOCT,
KapJHOMHOTIaTHs, 3aCTOIHA KapANOMHONATH, AUACTOIHA AUC(YHKINS, HaManeHa (hpakIus Ha N3TJIACKBAHE U
KaMepHa HEOCTaThYHOCT.

OcBeH TOBa MMa JiBe Ipoy4BaHus ¢ 0610 161 nexnarprunu nanuenTu ¢ Ph + OJUI, mpu xouto
Ja3aTUHUO ce Mmpuiiara B KOMOWHANNS ¢ XUMHUoTepanus. B ocHOBHOTO mipoyuBaHe, 106 nenuaTpuyan
NAalMEHTH NOIy4aBaT Ja3aTHHUO B KOMOMHAIMS ¢ XUMHOTEpanys 110 cXema Ha npuiarase 0e3
MpeKbCcBaHe. B moakpensio npoyyBase ¢ 55 neaAuaTpuyHy MalyueHTH, 35 moxy4yaBar qa3aTUHUO B
KOMOWHAIMS C XUMUOTEpAIHs [0 cXeMa Ha IpUilaraHe ¢ MpeKbCcBaHe (ABe CEIMUIIM Ha JICYeHHUE,
NOCJIEBaHM OT €IHa JI0 ABE ceaMHuH Oe3 nedenue) u 20 nauueHTy NoryJaBaT Ja3aTuHUO B
KOMOMHAIIMS C XUMHOTEPAITKs 110 CXeMa Ha npuiiarane 06e3 npexbeBate. [Ipu 0010 126-Te
nexuaTpuaHu nanuenty ¢ Ph + OJIJI, nexyBanu ¢ ga3aTHHHUO MO cxeMa Ha IpuiiaraHe 6e3
NPeKbCBaHe, cpe/lHaTa MPOIBIDKUTETHOCT Ha Tepanusita e 23,6 mecena (B AuanasoHa ot 1,4 no

33 Mecera).

Ot 126-te neauarpuunu manueHTH ¢ Ph+ OJIJI, kouTo ca Omim Ha cxema Ha npuyiaraHe 0e3
npexbeBane 2 (1,6 %) ca momydniy HexellaH!u peakliy, TOBEIH JI0 MPEKpaTsIBaHe Ha TeparusTa.
Hexenanurte peaknuu, JOKIaBaHU B T€3H JIBE NIeANATPUIHM MTPOyYBaHUs ¢ yectoTa >10% mpu
MaIMeHTH Ha cCXeMa Ha Tpuiiarane 0e3 mpekbcBaHe, ca npezcraBeHu B Tabmuma 7. Tpsdsa aa ce
oTOeNexu, 4e IIeBpalieH U3IUB € MOKIaaBaH npu 7 (5,6 %) manueHTH OT Ta3u Ipyra u Iopaan ToBa
HE € BKJIIOYEH B TabIuIara.

Ta6anna 7:  Hexenanum peaxuuu, cbo0menu npu >10% ot neamarpuyHuTe nanvedT ¢ Ph+
OJLJI, nekyBaHHM ¢ 1a3aTHHUO IO cXeMa Ha NMpuiIarade 0e3 NpeKbLCBaHe B
KoMOuHanus ¢ xumuotepanus (N=126)2

IIpouenTt (%) nauueHTH

Hexesanu peakumuu Bceunuku crenenn Crenen 3/4
deOpuiiHa HEYTPOIICHHS 27,0 26,2
TI'anene 20,6 5,6
[ToBpbiiane 20,6 48
Ab6pomMuHaIHa 60IKa 14,3 3,2
Huapus 12,7 48
[Mupexcus 12,7 5,6
I'nmaBoOoine 11,1 48
Hamamen anetut 10,3 48
Crnabocr 10,3 0

2 B 0CHOBHOTO Ipoy4BaHe OT 00110 106 marmenTy, 24 MaueHTy ca oIy IH/IN TOHE BEIHBK Ipax 3a
MepopajHa CyCIlieH3us1, 8§ OT KOMTO ca MOJIy4aBaid caMo Mpax 3a [epopajiHa CyCIeH3Hs.
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Omgnonenus 6 1a00pamopHume nOKA3amenu

Xemamonozus

B uznurBane ¢asza Il npu HoBoanarnoctuimpana xponnyna ¢aza va XMJI cneq Muaumym 12-
MECEYHO MPOCe/sIBaHe ca ChbOOIICHHU CIeTHIUTE OTKIOHEHUS CTereH 3 U 4 B 1abopaTopHHUTE
MOKA3aTeNY NPY NAIMeHTH, IpHeManty 1a3atuHuo: Heyrponenus (21%), pombonmTonenus (19%) u
anemus (10%). Cnen munumym 60-MeceqHO MpociieAsBaHe KyMYJIaTUBHUTE Y€CTOTH Ha HEYTPOIICHUS,
TpOoMOOLIUTONICHHUS U aHEMHS ca OMITH chOTBETHO 29%, 22% u 13%.

IIpu nexyBanu ¢ Aa3aTHHUO MallMEHTH ¢ HOBOAMATHOCTHUIIMPaHa XpoHU4Ha ¢aza Ha XMJI ¢
MUEJIOCYTIPEeCHs CTENeH 3 Wi 4, Bb3CTAaHOBSIBAHETO OOMKHOBEHO HACTBHIIBA CJIE/ KPaTKOTPAHO
NpeycTaHOBsIBaHE Ha JICUCHUETO W/MITM HaMallsiBaHe Ha J]03aTa, KaTO OKOHYATEITHO MPEYCTaHOBSIBaHE
Ha JIEYeHNeTo HacThIBa ipu 1,6% OT manueHTuTe cieq MUHIMYM 12-MecedHo npocnenssane. Cien
MUHUMYM 60-MeceqHO IpociesiBaHe KyMyJaTUBHATa YECTOTa HA OKOHYATEIHO NPEYCTaHOBSIBaHE
nmopanu creneH 3 win 4 muenocynpecus € 6mio 2,3%.

[Tpu marmerTn ¢ XMJI ¢ pe3sUCTEeHTHOCT MIIM HEMOHOCUMOCT KbM MMATHHUO, TUTOTICHUHUTE
(TpoMOoTIITONICHHSI, HEYTPOTICHHSI ¥ aHEMHSI) ca IOCTOSTHHA HaXxo/Ka. Berpekn ToBa mosiBata Ha
UTOTNICHUUTE MMa SICHA 3aBUCHMOCT OT eTara Ha 3a0oJsBaHeTo. YectoraTa Ha OTKIIOHEHHUS B
XEMaTOJIOTHYHUTE TTOKa3aTeNu cTereH 3 U 4 e npencraBeHa B Tabmuia 8.

Taoauna 8: CTC crenenu 3/4 1adopaTopHH OTKIOHEHHUS] B XeMATOJOTHYHHUTE NMOKA3aTeTH OT
KJIMHUYHH NMPOYYBaHUS MPH MANMEHTH C Pe3UCTEHTHOCT WM HEMOHOCHUMOCT
KbM NPEeJUIIHO JIeYeHre ¢ MMaTHHNOA

Muesoun Jiumpougna

XpoHuuHa Hanpexnana dasa Ha 0s1acTHa
daza _ R 0a1actHa  ¢asa Ph+
(n= 165)° (n=157) dasa oJLT
(n=74)*  (n=168)*
Ipouent (%) nauueHTN
XeMaTOIOrH4YHHU
MoKAa3aTen
Heyrpomnenus 36 58 77 76
TpomboruToneHus 23 63 78 74
AHemus 13 47 74 44

* Pesyntartu ot npoyuBase (asa Il 3a onTuMu3upane Ha g03aTa, OTYETEHH cie]l 2-TOAUIIHO IpOoCcyeIIBaHe B
paMKuTe Ha NPOYUYBAHETO.

% PesynraTu ot npoyusane CA180-034 mpu npenopbunrtensa HayamHa 103a 100 mg BeIHbX THEBHO.

® Pesynraru ot mpoyuane CA180-035 npu npenopruntenHa HadarHa 103a 140 mg BEAHBXK THEBHO.

CTC crenenu: Heytponenus (crenen 3 >0,5-<1,0 x 1091, crenen 4 <0,5 x 10%1); TpomGonuTonenus (crenex 3

> 25-< 50 x 10%1, crenen 4 < 25 x 10%1); anemus (xemorno6un crenen 3 >65-<80 g/1, crenen 4 < 65 g/l).

KymynatuBHara crenier 3 uian 4 UTONIEHUN TIPY MAIMEHTH, JieKyBaHu ¢cb¢ 100 mg BeTHBK JTHEBHO, €
nojjo0Ha Ha 2-Ta U 5-Ta roanHa, BKIIOUNTENHO: HeyTponenus (35% cpery 36%), TpOMOOIUTOTICHHUSI
(23% cpemty 24%) u anemus (13% cpemry 13%).

[Ipu nauyeHTHTE C MUETIOCYNPECHsI CTETIEH 3 M 4, Bb3CTAaHOBIBAHETO OOMKHOBEHO HACTHIIBA CIIE]
KpaTKOTpaifHO MpeyCcTaHOBsSBaHE Ha JICYEHUETO /WM HaMaJIsIBaHe Ha J103aTa, KaTO OKOHYATEITHO
NpeycTaHOBSIBaHE Ha JICUEHUETO € choOmaBano npu 5% ot nauueHTure. [loBede ot nauueHTuTe
NPOABIDKABAT JIEYEHUETO O€3 MO-HATAaThIIHU JaHHHU 38 MUEJIOCYTIPECHSI.

buoxumus

B u3nuTBaHe Mpy HOBOAMATHOCTHUIIMPaHa XpOoHUYHA (a3a Ha XMJI, crenen 3 wiu 4 xunodocharemus
e JIokaBanHa npy 4 % oT maIeHTuTe, MPUEeMaIy 1a3aTHHUO U CTereH 3 win 4 MOoBUINaBaHe Ha
TpaHCaMHUHA3WTE, KPEaTHHHUH U OMIupyOuH ca choOmmeHu npu < 1% oT marueHTuTe ciex MUHUMYM
12-meceuno npocneaspane. Ciaen MUHUMYM 60-MeCeUHO MPOCieAsIBaHe KyMyJaTHBHATA 4Y€CTOTa Ha
xunodocdaremus creneH 3 uinu 4 e 6una 7%, Ha MOBUIIIEHUE HA KpeaTUHUHA U OMinpyOuHa cTereH 3
i 4 - 1%, a Ha MOBUILIEHHE Ha TpaHCaMuHa3uTe creneH 3 uin 4 ocrasa 1%. Hsama ciydan Ha
MPEYyCTaHOBSBAaHE Ha JICUCHUETO C 1a3aTHHUO Mopaan Te3u OMOXUMUYHH JTA00pATOPHH MTOKA3ATEIH.
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2-200UULIHO NPOCNCOSABAHE

Crernen 3 i 4 MOBHUIIEHHE HAa TpaHCAMUHA3UTE WK OMIHpyOnHa e chobmasano npu 1% ot
MAIUeHTUTE B XpoHu4Ha (aza Ha XMJI (c pe3uCcTEHTHOCT UM HEITOHOCUMOCT KbM UMaTHHHO), KaTO
OIICHKATa Ha IAHHUTE MMOKa3Ba MOBUIIICHUE HA Y€CTOTaTa OT Mopsbka Ha 1 10 7% OT NMalMeHTUTe ¢
Hanpearana ¢aza Ha XMJI u Ph+ OJIJI. Te3u cheTosTHUS OOMKHOBEHO CE€ OBJIAIABAT UPE3 MIOHKECHUE
Ha JI03aTa ¥ MPEeKbCBaHe Ha JedeHneTo. B mpoyusane daza Il 3a ontumusupane Ha 1o3aTa, IpH
MAIUeHTH ¢ XpoHuvHa daza XMJI, crenen 3 wim 4 MOBUILICHUE HA TPaHCAMUHA3UTE WIH OWITUpYyOHHA
ce cpOmaBa mmpu < 1% OT manueHTnTe ¢ Mo00Ha HUCKA YeCTOTa B YETUPHTE JIEKyBaHH rpynu. B
npoyuBaHe ¢a3a Il 3a onTummsupane Ha qo3ara npu Hanpeanana (aza ava XMJI u Ph+ OJUI cremen 3
WiH 4 MOBUIIICHUE HAa TPAaHCAMUHA3UTE WM OWMpyOuHa ce chOIiasa mpu 1 10 5% oT nanueHTuTe B
TEPANeBTUYHUTE TPYIIH.

[Mpubnusutenno 5% OT JeKyBaHHUTE C Ja3aTHHUO MAllMeHTH, KOUTO ca OMJIM C HOPMaTHH U3XOAHU
HHUBA, Ca UMAJIX IMPEXOAHA XUIIOKAIIUEMHA CTCIICH 3umn 4 B Jaac€H MOMCHT OT IPOYYBAHCTO. Karo
ISU10, HAMA BPBh3Ka MEXKIY MOHIKEHUETO Ha KAIIUS U KIMHUYHUTE cuMnToMu. [lanuenTuTe,
Pa3BHBAIIY XUITOKAIIUEMHUSI CTEICH 3 WK 4, 4eCTO Ce Bb3CTAHOBSBAT C IIOMOIITA Ha TIEPOPAITHO
nobasHe Ha Kainuuid. CreneH 3 win 4 XUMOKAIIEMUs, XHITOKaTUeMHus U Xxurodocdaremus ca Ounn
CHOOIIEHN TPHY MAIMEeHTH ¢ BCHYKH (a3u Ha XMJL, Ho ca Omim chOOIIEHH ¢ MOBUINIEHA YECTOTA IPU
MAIMEeHTH ¢ MEeTonIHa uin muMmdounaHa OmactHa aza Ha XMJI u Ph+ OJUJL. IloBumiaBane Ha HUBaTa
Ha KpeaTWHHUHA OT cTerneH 3 wiu 4 ca cbobuienu npu < 1% ot nauueHTHTe ¢ XpoHnuHa (aza Ha XMJI
U ca cbOOIIIeHH ¢ IoBHUIIIeHa YyecToTa pH 1 10 4% ot mauueHTuTe ¢ HanpeaHaia ¢paza va XMJL.

[MenuaTpuyHa momynarus

[TpodhuabT Ha 0€30MACHOCT Ha Aa3aTHHUO, MPUIIOKEH KaTO MOHOTEpAIHsl IPH MeAUaTPUIHN
narerTu ¢ Ph+ CML-CP e cpaBHuM ¢ To3u npu Bb3pacTHH. [IpodminbT Ha Oe30macHOCT Ha
JIa3aTHHUO, TPUIIOKEH B KOMOMHAIUS ¢ XUMHOTEpaIus NPy MeAnaTpuvHu nauentd ¢ Ph+ OJIJI e B
CHOTBETCTBHUE C M3BECTHHSI PO Ha O€30MACHOCT HA a3aTUHHUO MPH Bh3PACTHH U OUAKBAHUTE
e(l)eKTI/I OT XUMHOTEpanurdaTa, ¢ U3KIHOYCHNUEC Ha IIO-HUCKATa 4Y€CTOTa Ha IJICBPAJICH U3JIUB IIPpHU
NEAUATPUYHUTEC MAUCHTU B CPABHCHUEC C BL3PACTHUTE.

B neauarpuunute XMJI mpoyuBaHus, yecToTaTa Ha OTKJIOHEHHUSATA B TaOOPaTOPHUTE MOKa3aTeNn
CHOTBETCTBA HA M3BECTHHS MPOQIIT HA JIAOOPATOPHUTE MOKA3ATENH TPH BH3PACTHHU.

ITpu negnarpuurure OJIJI mpoyuBanusi, yecToTaTa Ha OTKIOHEHUTA B JJAOOPATOPHUTE MOKA3aTENN
CHOTBETCTBA HA M3BECTHHS MTPOQIIT HA JIAOOPATOPHUTE ITOKA3ATEIH NPH BH3PACTHU 32 MAIMEHT C
0cCTpa JIEBKEMHUSI, KOITO 1oTydaBa OCHOBHA XUMHOTEpAIEBTUYHA CXeMa Ha pUilaraHe.

CrenyanHy Monyianun

Makap ye npopmIbT Ha 0€30MaCHOCT Ha Ja3aTHHHUO NP HAIIMEHTH B CTapuecKa Bh3pacT € CXOJIEH C
TO3H MPH TO-MJIaJaTa MOIyJIallys, P MalUueHTUTE Ha U HaJ 65 TOAMHM ChILECTBYBA MO-TOJIsIMA
BEPOSATHOCT 32 Pa3BUTHE HA YECTO ChOOIIABAHUTE HEXKEIIAaHU PEaKI[UN KaTo YMOpa, IUIEBPaJieH H3JIUB,
JIUCITHEsI, KalllIKIa, KbPBEHE OT JI0JIHATA YacT Ha CTOMAIIHO-YPEBHUS TPAKT U CMYIICHHUS B alleTHTa,
M0-BEPOSTHO € J1a MOJIydYaT Mo-PsAAKO ChOOIIaBaHU HEXEIaHH PEAKIMK KaTo pa3JyBaHe Ha KOpema,
3aMastHOCT, TIEPUKAPCH N3JIUB, KOHTECTUBHA ChPJCYHA HEJIOCTATHhYHOCT U HaAMaJIsIBaHE Ha TETJIOTO U
TpsiOBa 1a ObAT HAOIrOIaBAaHM BHUMATEITHO (BXK. Touka 4.4).

CpoOuiaBane Ha NOAO3UPAHH HEXKEIAHN PEAKIIMHI

Cro0maBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEaKIIUU CIIe/] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa M03BOIIsBA Ja MPOIBIDKH HAOIOICHUETO Ha ChOTHOIIICHUETO I0JI3a/PUCK 32
HeKapCTBeHI/IS[ HpOHYKT. OT MCOUIIMHCKUTE CIICOUAJIINCTU CEC N3UCKBA Aa CT)O6H_IaBaT BCsKa
[O0I03UPaHa HeXKEIaHa PeaKiys Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIIaBaHe, MOCOYCHA B

[Ipunoxkenue V.

4.9 Ilpeno3upane

OmuTsT ¢ Mpeao3upane Ha Ja3aTHHUO B KIIMHUIHY IMPOYIBAHUS € OTPAaHUICH 10 CIMHUYIHU CITy9aH.
Haii-Bucokoto npeno3upane ¢ 280 mg Ha JIeH 3a elHa CEAMMUIIA € JOKIaABaHO MPH JIBaMa MalUeHTH,
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KaTo U MpH JiBaMaTa ce HaOII0[aBa 3HAYUTEITHO MIOHImKaBaHe Ha Opost Ha TpomOonuTute. Thil KaTo
Ja3aTUHUO € CBBbP3aH C MUEIOCYTIPECHsI CTeneH 3 witk 4 (BK. Touka 4.4), manueHTUTe KOUTO preMaT
MOBEUE OT NMPEMOPHUNTEIIHATA 1032, TPAOBA Ja ObaT BHUMATEITHO HAOIIOAaBaHU 32 MUEIIOCYIIPECHs,
KaTo MM OBJIC MPOBEICHO MOIXOIAIIO0 MOATBPHKAIIO JICUCHHUE.

5.  ®APMAKOJIOTHYHHU CBOMCTBA
5.1 ®apmakoqUHAMHYHH CBOICTBA

®dapMakoTepaneBTUYHA TPyIa: aHTUHEOIUIACTUYHU CPEJICTBA, MPOTEUH KWHA3HU uHxuouTopu, ATC
xox: LOLIEAO2.

®PapMakoaHHAMUKA

Jazatunnb naxubupa aktuBHOCTTa HAa BCR-ABL k1MHa3aTa u npuHaajiekKanmTe KbM CeMEHCTBOTO Ha
SRC kuHa3M, 3a¢THO C MHOKECTBO JIPYTH ONpE/ICIeHH OHKOT€HHU KUHa3u, BKmouuTenHo c-KIT,
edpun (EPH) peuentopuute kunasu u PDGFf peneniropa. [lazatuan® e MorieH, cyOHaHOMONapeH
naxuoutop Ha BCR-ABL kunazara ¢ aktuBHOCT npu koHneHTpanus ot 0,6-0,8 nM. Toii ce cBbp3Ba,
KaKTO C HeaKTUBHpaHaTa, Taka u ¢ akTuBupaHara popma Ha BCR-ABL enzuma.

MexaHu3bM Ha AecTBUE

In vitro, nazaTuHKO € aKTUBEH PH JIEBKEMHYHU KJICTHYHH JIMHHUH, IPEACTABIISBAIIN BAPHAHTH HA
MMaTUHUO-YyBCTBUTEIHH WIN PE3UCTEHTHH 3a00s1BaHusl. Te3u HEKIIMHIUYHY MTPOYYBAHUS TOKA3BaT,
Yye Aa3aTHHUO MOXKE J1a TIPeoIoiee pE3UCTEHTHOCTTA KbM UIMaTHHHO, Moy4eHa B pe3ynraT Ha BCR-
ABL cBpbxekcnpecus, BCR-ABL kuHa3a JOMHMHAHTHU MyTalli, aKTUBUPAHE HA aJTEPHATUBHU
CHUTHAQJIHM ITBTHUIIA, BKIIOUHTENHO cemeiicTBoTo Ha SRC kunazutre (LYN, HCK) u MHOXecTBeHa
(mekapcTBeHa) Pe3UCTEHTHOCT C MTOMOIITAa HAa TeéHHa CBpBbXEKcIpecus. B gombiiHeHne Ha TOBa,
nazaTuHuO nHXUOMpa cemerictBoto Ha SRC kuHa3uTe Mpu cyOHAHOMOAPHU KOHIIEHTPAITHH.

In vivo, o BpeMe Ha OTAEIHU EKCIICPHUMEHTATHH IPOYYBAHUSI C IOMOIITA Ha MUIIK Mojesi Ha XMJI,
Jla3aTUHUO NpeoTBpaTsIBa 000CTpsiHeTo Ha XpoHnuynarta XMJI o OnactHa ¢a3a u yabiKaBa
MPEKUBAEMOCTTA Ha MUIIKH, HOCEIH KJIETHYHU JINHUH, MTOJy4eHH OT nanueHTH ¢ XMJI, pa3BuBann
C€ Ha Pa3JINYHU MECTA, BKIIOUYUTEIHO B IEHTPAJIHATA HEPBHA CUCTEMA.

Knuanynn edukacHocT u 6€300acHOCT

ITo Bpeme Ha u3nuTBaHe (aza I, xemMaTonOrMueH U MUTOreHETHYEH OTTOBOP € HaOJIr01aBaH MpH
BcndkH ¢a3u Ha XMJI u Ph+ OJIJI npu mbpBOHAYATHOTO JieueHHE MpH 84 MAIMEeHTH, IPOIBIIKIIIO IO
27 mecena. OtroBopute ca Omiam ycroldnBy Npu Bendku (azu Ha XMJI u Ph+ OJIJL.

3a ompenensiHe Ha 0e30MacHOCTTa U epUKACHOCTTA Ha Ja3aTMHUO npu nauuenty ¢ XMJI B XxpoHuuHa,
HarnpeHalla WM MUellon/iHa O6nacTHa (pasa, pe3UCTEHTHHU WITH ¢ HETIOHOCHMOCT KbM UMaTHHHO, ca
NPOBEJIEHN YETUPU HEKOHTPOJIMPAHU, OTBOPEHU KIIMHUYHK u3nuTBanus dasa Il ¢ eano pamo. Exno
PaHIOMU3UPaHO, HECPABHUTEIHO M3MUTBAaHE € OWII0 MPOBEICHO NPH MAllMEeHTH B XpOHUYHA (aza, mpu
KOUTO € OWJI HaJIMIIe HeYCIeX OT IbpBOHa4aaHoTo jeucHue ¢ 400 uau 600 mg nmatunuO. Havannara
no3a e ouna 70 mg nazaTHHUO JBa HTH JTHEBHO. [IpoMsiHa Ha qo3arta e Ouia pa3pelieHa ¢ e
nojo0psiBaHe Ha aKTMBHOCTTA WJIM OBJIA/IIBAHE Ha TOKCHYHOCTTA (BXK. TOUKa 4.2).

[IpoBenenu ca 1Be paHIOMU3UPAaHHU, OTBOpeHH, (a3a [II n3nurBanus 3a oneHKa HAa ePUKACHOCTTA HA
)IaSaTI/IHI/I6, Inpuiarad BEAHBX JHEBHO, B CPABHCHUEC C lla3aTI/IHI/I6, npuiarad aBa IbTU JHEBHO. Ocsen
TOBa € MPOBEACHO €IHO OTKPUTO, PAHJOMHU3UPAHO, cpaBHUTENHO ¢a3a Il m3nurBaHe nmpu Bb3pacTHU
NalMeHTH C HOBOJHArHOCTUIIpaHa XpoHuuHa ¢asza Ha XMJIL.

EdukacHocTTa Ha a3aTHHUO ce 6a3upa Ha YeCTOTaTa Ha XEMATOJIOTUIHUS U ITATOTCHETUIHUS
OTTOBOD.

HpOI[’bJI)KI/ITCJIHOC’ITa Ha OTTrOBOpa M U3YHMCJICHATa CTCIICH Ha IMPEXKUBACMOCT IIPECAOCTABAT
JOIIBJIHUTCIIHU JOKA3aTCJICTBA 3a KIMHUYHATA I10J13a OT Z[aBaTI/IHI/I6.
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OO06m1o 2 712 marueHTH ca OWIN IOIOKEHN Ha OIleHKA B KIIMHUYHHU U3IMHMTBAHUS, OT TIX 23% ca ounu
> 65 roauiHa BB3pacT, a 5% ca 6unu > 75 TOANHM.

Xponuuna gpaza XMJI - Hosoouachocmuyupaua

[TpoBeneHO € MeXIyHApOIHO OTBOPEHO, MHOTOLICHTPOBO, PaHIOMU3UPaHO, cpaBHUTENHO (haza 11
M3MHUTBaHE MPU BB3PACTHU MAITUEHTH ¢ HOBOAMArHOCTHIMPaHa XpoHudHa (aza va XMJI. ITarmenture
ca OWJIM paHIOMU3UPAHU Jia oiTydaBat wiH nazatuaud 100 Mg BeaAHBX JHEBHO WM UIMATHHUO
400 mg Begubx qHEeBHO. [IbpBUUHAaTa KpaliHa TouKa € OMjla YecToTaTa Ha MOTBBPACHHUS TbJICH
UTOTeHeTH4YeH oTroBop (complete cytogenetic response (cCCyR)) B pamkute Ha 12 Mecera.
Bropuunute kpaitau Touku BKitouBaT BpemeTo Ha cCCyR (Mspka 3a mpoABIKATEIHOCT Ha
otrosopa), Bpemero g0 cCCyR, yecToTara Ha rojisiM MoJIeKysspen otrosop (major molecular
response (MMR)), Bpemeto 10 MMR, nipexxussiemoct 6e3 nporpecust (PFS) u 00111a mpexxnuBieMocT
(OS). Apyru pesynratu 3a epuxacrocT BkmouBaT CCyR # mbiieH MoJIeKyIsipeH oTroBop (complete
molecular response (CMR)). [IpoyuBaHeTo mpoabikasa.

O06mo 519 nanueHTH ca OWaM paHAOMU3UPAHU B TPYITH Ha JedeHue: 259 Ha nedeHue ¢ Ja3aTHHUO U
260 ¢ umatuanO. V3xomuuTe naHam ca Oviy OalaHCUpaHu MEXKIY JBETE TPYINH Ha JISYSHHE IO
OTHOIIICHHE Ha Bh3pacTTa (MeIuaHaTa Ha Bb3pacTTa ¢ Ouiia 46 roJluHu 3a rpyrnara Ha 1a3aTUHUO U
49 ronunum 3a rpynara Ha UMaTiHUO cbC chOTBETHO 10% 1 11% manumenTu Ha ¥ Hax 65 rogumIHa
BB3pacT), non (>keHu cboTBETHO 44% 1 37%), u paca (cpoTBeTHO Os1a 51% u 55%);

MonroJyonsiHa 42% u 37%). Ha uzxonHo HuBo pasnpezeneauero Ha Hasford Scores e 6mito cxoaHo B
rpymaTa 3a JISYeHHue ¢ Ja3aTHHUO U Tpynara Ha UMaTuHUO (HUCHK puck: 33% u 34%; cpeneH puck
48% u 47%; BUCOK pUCK: cbOTBETHO 19% 1 19%).

[Ipu npocnenssane Hait-manako 12 mecerna, 85% OT MalUEHTUTE PaHIOMHU3UPaHH B rpyIiaTa 3a
nedeHue ¢ qa3atuHuO 1 81% OT manueHTnTe paHAOMU3MPAHN Ha JIEYCHNE C UIMAaTHHUO, BCe OIlle ca
OmIM Ha NIedeHue OT mbpBa JTUHU. 3% OT JIEKyBaHUTE C 1a3aTHHUO U 5% OT JIEKyBaHUTE C IMATUHUO
MAIMEeHTH Ca MPEYCTAaHOBUIIN JICUCHUETO B paMKUTE Ha 12 Mecera mopaau nporpecupane Ha
3a00JIBaHETO.

[Ipu npocnensBane Hait--manko 60 mecena, 60% OT MarMeHTUTE, paHJOMU3UPaHH B TpyIaTa Ha
JIeYeHue ¢ Ja3aTUHUO, 1 63% OT marMeHTuTe, paHJIOMHU3UPaHU Ha JICUCHUE ¢ UMAaTHHUO, ca
MIPOIBIDKABAIN JISYSHUETO OT IIbPBa JIMHUA.

11% ot nexyBanure ¢ na3zatuHu0 u 14% oT JleKyBaHUTE ¢ UIMAaTHHUO MALMEHTH ca MPEyCTaHOBUWIN
JIEYCHUETO B paMKuTe Ha 60 Mecera nopaau nporpecupane Ha 3a00IIBaHETO.

Pesynrarute 3a epukacHoct ca npeacraBeHd B Tabnuua 9. CTaTucTUYECKH 3HAYUMO I1O-TOIISIM
IIPOLIEHT ITAIIMEHTH B rpyrara ¢ 1a3aTAHUO ca ITOCTUTHAIU CCyR B cpaBHEHHE C MAIIMEHTHUTE B
rpyrnara Ha IMaTHHUO pe3 mbpBuTe 12 Mecena ot JieueHuero. EQukacHocTTa Ha n1azatnHub ce
JIOKa3Ba MOCJIEe0BATENTHO NP Pa3InYHU IOATPYNH, (OPMUpPAHH 110 OTHOLLIEHNE HA BB3PACT, 0T U
n3xoHo HUBO 3a Hasford ckop.

Tadéauua 9:  PesyaraTu 3a epukacHocT oT npoyuBaHne (paza III Ha HoBoAMArHOCTHIMPAHT
nanpuedTH ¢ XMJI B xponnvHa ¢asa

JAa3aTHHUO HMATHHUO  P-CTOIHOCT
n= 259 n= 260

OT1roBop (95% noBepuTeieH HHTEPBAJ)

[uToreHeTHYEH OTrOBOP
3a 12 Mecena

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

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

3a 24 Mecena
cCCyR? 80,3% 74,2% —
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JIa3aTHHUO HMATHHUO  P-CTOIHOCT
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% —
TI'osisM MoJIeKyJISIpEH 0TrOBOP®
12 mecena 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)
Koeduunent na puck (HR)
3a 12 mecena (99,99% CI)
Bpeme 10 cCCyR 1,55 (1,0-2,3) p< 0,0001*
Bpeme no MMR 2,01 (1,2-3,4) p< 0,0001*
IMpoxwmxurennoct Ha cCCCyR 0,7 (0,4-1,4) p< 0,035
3a 24 mecena (95% CI)
Bpeme 1o cCCyR 1,49 (1,22-1,82) —
Bpeme no MMR 1,69 (1,34-2,12) —
[poxwsmxurennoct Ha cCCyR 0,77 (0,55-1,10) —
3a 36 mecena (95% CI)
Bpeme 1o cCCyR 1,48 (1,22-1,80) —
Bpeme 10 MMR 1,59 (1,28-1,99) —
IIpoasmxurentoct Ha cCCyR 0,77 (0,53-1,11) —
3a 48 mecena (95% CI)
Bpeme o cCCyR 1,45 (1,20-1,77) —
Bpeme no MMR 1,55 (1,26-1,91) —
Ipoxsmwkurennoct Ha cCCyR 0,81 (0,56-1,17) —
3a 60 mecena (95% CI)
Bpewme 1o cCCyR 1,46 (1,20-1,77) p=0,0001
Bpeme no MMR 1,54 (1,25-1,89) p<0,0001
Ipoxsmwkurennoct Ha cCCyR 0,79 (0,55-1,13) p=0,1983

2 TIoTBBPACHUAT IbJIeH HUTOreHeTHIeH otroBop (cCCyR) ce ompemeins KaTo OTTOBOpP, OTYCTEH B 1Ba
MOCJIeI0BATETHA MOMEHTA (TIpe3 HHTEePBA OT Hali-MaJKo 28 THH).
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5 [IBNHUAT IUTOTEHETHYEH otroBop (CCyR) ce 6a3upa Ha eIMHUYHA [IUTOTCHETUYHA OI[CHKA HAa TPHOHAYHUS
MO3BK.

* ToJeMUsIT MOJIEKYJISIpEH OTroBop (110 Besiko Bpeme) ce onpeneins karo BCR-ABL cvotHomenus < 0,1% upe3
RQ-PCR B mpo6u ot nepudepHa KpbB, cTaHIapTH3UpaHH 10 MexyHapoaHaTa ckana. ToBa ca KyMyJlaTUBH
4EeCTOTH, IIPECTABAIIN MUHUMAIIHO NIPOCieIABaHe 3a ONpe/eeHaTa BpeMeBa paMKa.

* Kopurupano 3a Hasford Score n mocodenara craTucTiuecka 3HaUUMOCT TIPH MIPEABAPUTEITHO OTIPEIEIICHO
HOMHMHAJIHO HUBO Ha 3HAYUMOCT

CI = moBepuTesneH HHTEPBAI

Caen 60 mecena npocnessBane, Meananara Ha BpemeTo 10 cCCyR e 6mio 3,1 mMecena B rpymarta ¢
Jna3aTuHUO U 5,8 Mecena B rpynara Ha UMaTuHUO npu nauueHTH ¢ notebpacH CCyR. Mennanara Ha
Bpemero 10 MMR cnen 60 mecenia mpocnenssane e Onna 9,3 mecena B rpymnara ¢ qazatuaud u 15,0
Mecela B rpynaTta Ha uMaTHHUO npu manuentd ¢ MMR. Tesu pesynratu ca B CbOTBETCTBHE C
HaOmogaBanute mpu 12, 24 u 36 mecerna.

Bpemero 1o MMR e uzo6pazeno rpaduano Ha @urypa 1. Bpemero no MMR e no-kpartko npu
MalMEeHTUTE, JICKYBaHU C I[a3aTI/IHI/I6, B CPaBHCHHUE C TC3H, JICKYBAHHU C AMaTHHUO.

®ur.1: Ouenka no Kaplan-Meier na BpemeTo 10 rossim mosiekyJsiped orropop (MMR)

0.9 o
E 0.5 e mEm D
E 07 =
Q
m 0.6 =
o
=
S 0.5
5 0.4
0.2 4
- STRATIFIED LOGRANE P-VALUS= =00031
T T T e e e e
MECELHN
_ Hasatymw6 e Nmatuan6d
< < «» OTroBopuIN oea OTroBOpHIM
I'PVIIA # OTTOBOPWJIN / # PAHJOMU3VPAHU KOE®UIUEHT HA PUCK
(95% CI)
JazaTuHno 198/259
NmaTuan6 167/260
[Jazarnan® cpenry MaTHHUO 1,54 (1,25 -1,89)

Croitrocture Ha cCCyR B rpymnaTa Ha Aa3aTHHAO W Ta3W HA MMAaTHHHUO ca OMJIM CHOTBETHO, 32

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

36 mecemna (83% u 77%), 48 mecena (83% u 79%) u 60 mecena (83% and 79%) ca orroBapsiiiu Ha
IbpBUYHATA KpaliHa Touka. CroitHocTuTe HAa MMR B rpymnaTa Ha neueHue ¢ Ja3aTUHUO U rpyrara Ha
JiedeHne ¢ UMaTHHHUO, ChOTBETHO 3a 3 Mecena (8% u 0,4%), 6 mecena (27% u 8%), 9 mecena (39% u
18%), 12 mecernia (46% u 28%), 24 mecena (64% u 46%), 36 mecena (67% u 55%), 48 mecera (73% u
60%) u 60 mecena (76% and 64%) cbI110 ca OTrOBapsUIM Ha TbPBUYHATA KpaifHa TOYKA.

Yecrorara Ha MMR B KOHKpETHHTE BPEMEBU TOUKH € M300pa3eHa rpadpuuno Ha durypa 2. YectoTaTta

Ha MMR e no-Bucoka npu manueHTUTe, JICKYBaHU C Ja3aTUHHUO, B CPAaBHEHUE C TE€3H, JICKYBaHU C
AMAaTHHHO.
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@ur. 2: Yecrornu Ha MMR BbB BpeMeT0 — BCHYKH PAHIOMH3MPAHH NAIIMEHTH B MPOyYBaHe
¢a3za |1l Ha HoBogHarHocTHMpaHu mamueHTH ¢ XMJI B xpoHuuHa daza
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Hazatuan® 100 mg BeIHBK THEBHO 2_59
--------- NmaTtian6 400 mg BenHbX gHeBHO 260

[MpoueHThT nanneHTy, nocturianyu crotHomenne BCR-ABL < 0,01% (4-log peaykius) BB BCceKH
€/IMH MOMEHT, € OWJI MO-BUCOK B TpyIara Ha JICUCHHUE C Ja3aTUHUO B CPaBHEHME C IPyIaTa Ha JIeUeHHE
¢ umatuau6 (54,1% cpeury 45%). IIpouieHTHT narnuenTy, mocturHanu cbotHomenne BCR- ABL
<0,0032% (4,5-log penyknyst) BbB BCEKH €TUH MOMEHT, € OHII II0-BUCOK B IpyIaTa Ha JIeYeHHe C
Jla3aTUHUO B CpaBHEHUE C IpyIara Ha jedeHue ¢ uMaTuauo (44% cpeiry 34%).

Yecrorure Ha MR4,5 BBB BpemeTo ca n3odpazenu rpadpuyuno va durypa 3. Uecrorure Ha MR4,5 BpB
BpPEMETO Ca MMO-BUCOKH MPH MALMEHTH, JEKYBaHH C Ja3aTUHHO, B CpaBHEHHE C T€3H, JIEKyBaHU C
UMaTUHHO.

®@ur. 3: Yecrorute Ha MR4,5 BbB BpemeTo - Bcuuku paHaoMu3npaHu NalHEHTH B IPOyYBaHe
¢aza |11 na HoBoguarHocTunMpanu nanuedTu ¢ XMJI B xponuuHa ga3sa.
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Jazatuau6 100 mg Benubxk nHeBHO 259
--------- Nmatunu6 400 mg BenHbk AHeBHO 260

Yecrorara Ha MMR BBB BCEKM €1MH MOMEHT BbB BCSAKA €IHA OT PUCKOBUTE I'PYIH, ONPEACIEH Ype3
Hasford cxop, e 6mia mo-Brcoka B rpyrara Ha JiedeHHe ¢ Ja3aTHHUO B CpaBHEHHE C TpyIara Ha
JiedyeHne ¢ UMaTUHUO (CHOTBETHO HUCHK pHCK: 90% 1 69%; MexxnuHeH puck: 71% u 65%; Bucok
puck: 67% u 54%).

[Tpu mombIHUTENECH aHATIN3, TOBEYE OT JICKYBaHUTE C Aa3aTUHHUO manueHTH (84%) ca moay4uian paHeH
MoJieKyJsipeH oTroBop (onpeneneH kato BCR-ABL nuBa < 10% Ha 3-Tust Mecelr), B CpaBHEHHE C
MAIUEHTHTE JIEKyBaHU ¢ MaTHHHO (64%).

[TaneHTHTE MOCTUTHANN PaHEH MOJIEKYJIAPEH OTTOBOP ca C MMO-HUCHK PUCK OT TpaHchopmanus, mo-
BUCOKa CTeTeH Ha npekuBsieMoct 0e3 mporpecust (PFS) u mo-Bucoka crernex Ha cpeana
npexxuseMoct (OS), kakTo e mpeacTaBeHo B Tadmumna 10.

Taoauna 10: ITanuenTn Ha gazatnaud ¢ BCR-ABL <10% u > 10% Ha 3-Tus Mecely

JMazatunné N =235 Manuentn ¢ BCR-ABL  ITauuentn ¢ BCR-ABL
<10% Hna 3-Tus mecen >10% Ha 3-Tus Mecen
Bpoit martuentu (%) 198 (84,3) 37 (15,7)
Tpanchopmarus cien 60 meceria, n/N (%) 6/198 (3,0) 5/37 (13,5)
Yecrora Ha PFS 3a 60 mecena (95% CI) 92,0% (89,6; 95,2) 73,8% (52,0; 86,8)
Yecrora Ha OS 3a 60 mecena (95% CI) 93,8% (89,3; 96,4) 80,6% (63,5; 90,2)

Yecrorara Ha OS B KOHKPETHUTE BPEMEBU TOYKH € n300pa3eHa rpaduuHo Ha durypa 4. UectoTara Ha
OS e mo-BrCOKa MpH MAIMEHTH, JIEKYBAaHU C JJa3aTHHHUO, KOUTO ca mocturHanu HuBo Ha BCR-ABL
< 10% Ha 3-Tus mMecen, B CpaBHEHHE C T€3U, KOUTO HE Ca.

@ur. 4: I'paduka 3a 06ma npe:kuBsieMocT npu 1azaTuHud cnopen BCR-ABL nusa (< 10% unaun
>10%) na mecen 3 B npoyuBasne (¢pa3a |11 npu HoOBOAHATHOCTHMIMPAHHU NALMEHTH C

XMJI B xpoHuyHa ¢paza
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IManueHTH 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 0
>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 0 0

_ <10% e >10%

<o« LleH3ypupanu eee LleH3ypupanu

I'PYIIA # CMBbPTHU CIIYYAU / # Land MEJIMAHA (95% CI) KOE®OUMIIMEHT HA
IManuentu PHCK (95% CI)

<10% 14/198 (=)

>10% 8/37 (=) 0,29 (0,12 - 0,69)
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[Iporpecusra Ha 3a00sBaHETO € NeUHUPAHA KaTO yBEINYeHHE Opost Ha OennTe KPbBHH KICTKH
BBITPEKH MMOAXOAIIOTO JeueHue, 3aryba va CHR, wactnyen CyR wmn CCyR, mporpecus mo
HanpenHana uin onactHa Qasza unn cMbpT. M3uncnenata crenex Ha PFS 3a 60 mecena e Ouna 88,9%
(CI: 84%-92,4%) 3a rpynute Ha JieueHHe ¢ 1a3aTuHUO U umMatuHKuO. Ciiex 60 Mecena npeMUHaBaHe
KbM HampeHana win OnacTHa (a3a HacThIIBA IIPH MO-MAJIKO MALMEHTH Ha JIeYeHUEe ¢ Aa3aTuHuO (N=
8; 3%) B cpaBHEHUE C MAIMEHTHUTE, JIEKYBaHU ¢ UMAaTHHUO (n= 15; 5,8%). M3uncieHnre 4ecToTH Ha
NPEXHUBIEMOCT 3a meprosl oT 60 Mecela 3a MalMEeHTH JIGKYBaHH C Ja3aTHHUO U MIMAaTHHUO, ca OUIIH
cpoTBeTHO 90,9% (CI: 86,6%-93,8%) 1 89,6% (CI: 85,2%-92,8%). Hsima paznuxa 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) mexxny na3atuand u
UMaTHHUO.

[Ipu nauneHTHTE, KOUTO CHOOIIABAT 32 MPOrPeCcHs Ha 3a00JSIBAHETO WIIH IIPEYyCTAHOBSABAT JICUCHUETO
C 1a3aTMHUO WM UIMAaTUHMO, IPY HaJIMYUe Ha KPBbBHU NpodH, e m3cnensad BCR-ABL. IIpu nsere
paMeHa Ha JIeueHHe € HaOJr0JaBaHa CX0/{Ha YeCTOTa Ha MyTallui. Y CTAHOBEHUTE MyTalluy B TPpyIaTta,
neKyBaHa ¢ ga3zatuHu0, ca Owmm T3151, F3171/L u V299L. Pa3znuueH criekThp OT MyTalliu € OTKPHT B
rpynara, JeKyBaHa ¢ IMaTuHuO. B3 ocHOBa Ha iN VItro nanHu 1a3aTHHUO HE MOKa3Ba aKTHBHOCT TIPH
T3151 myTanusra.

Xponuuna pasa na XMJI — pe3ucmenmnocn wiu HenOHOCUMOCH KoM NPEOUUHO IeUeHUe ¢ UMAMUHUO
[IpoBesieHu ca ABE KIMHUYIHU U3MUTBAHUS TIPH MAIUEHTH C PE3UCTEHTHOCT WK HEITOHOCUMOCT KbM
UMaTUHUO; THPBUYHATA KpaliHa TOYKA [0 OTHOIICHUE HA €(PUKACHOCTTA B T€3H U3MHUTBAHUS € OWII
rojeMusT uToreHeTndeH orrosop (Major Cytogenetic Response (MCyR)):

Ilpoyueane 1

OTBOpEHO, PaHJOMHU3UPAHO, HECPABHUTETHO MHOTOLIEHTPOBO MIPOYUYBaHe, MMPOBEJICHO MPH MAIUEHTH C
HEyCHexX Mpu mbpBoHaYaTHOTO JeueHue ¢ 400 i 600 mg umatuau®. [lanuenture ca Ounm
panmomusupanu (2:1) wim xa npuemar nazatnau6 (70 mg qBa TbTH JHEBHO) Wik MaTHHHUO (400 mg
JBa IIbTH AHEBHO). [IpeMuHaBaHe B paMOTO C aJITEpHATUBHO JIEYEHUE € OMJI0 TI03BOJICHO, B CIIydail ue
NaIMEHTHT MMOKa3Ba JJAHHU 32 000CTpsIHE Ha 3a00JISIBAHETO WITH HEIIOHOCUMOCT, KOUTO HE MOXKE J1a
OBaaT OBIAASIHY Upe3 IpoMsiHa Ha jJo3ata. [IspBudHaTa kpaitna Touka € 6muina MCyR cren 12
ceamuny. [loxydenn ca pesynratu ot 150 manuentu: 101 ca Ounm paHIOMHU3HpAHY []a TIOTYYaBaT
na3aTuHuo0, a 49 UMaTHHUO (BCHYKM PE3UCTEHTHU KbM UMAaTHHHO). MeranaTa Ha BpeMeTo OT
JMarHo3ata 10 paHJI0OMH3HPaHETO € 0o 64 Mecela Ipy rpymnara Ha 1a3aTHHUO U 52 Mecena npu
rpynarta Ha UIMaTHHUO. Becuuky nanmeHTn ca Ouiam akTUBHO JieKyBaHM mpenu. [Ipeamectain mbieH
xemarosyoruyeH orroBop (CHR) kbM umatunu6 e 6min nmocturHat npu 93% ot msuiata nomyamnus
nanuenTy. [penmectBam MCyR kM uMaTHHUO € TOCTUTHAT CHOTBETHO TIpH 28% 1 29% oT
NalMEeHTHUTE Ha JICYEHHUE B 1a3aTHHUO ¥ UIMAaTHHUO paMeHara.

Menunanara Ha IPOABIDKUTETHOCT Ha JIedeHHeTo e Oma 23 mecena 3a nazatuaud (44% ot
MAIMEHTUTE ca JIeKyBaHU > 24 Mecena) u 3 mecelia 3a uMatuHUO (10% OT manueHTHTe ca JIEKyBaHH

> 24 mecena). JleBeTnecet M TpU NPOIIEHTA OT NAIMEHTUTE OT JAa3aTHHUO pamoTo u 8§2% ot
nalnueHTuTe B uMaTuHuO pamoto ca nocturiann CHR npenu npemMrHaBaHeTo KbM Apyrara cxema Ha
JIeYeHue.

Ha 3-1 mecet MCyR e HabmoaBaH mo-4ecto npu cxemara Ha JieueHue ¢ 1a3aTuauo (36%) B
CpaBHEHHME C Ta3u Ha UMaTHHUO (29%). 3a oTOens3Bane e, ue npu 22% OT MaUEeHTUTE B 1a3aTHHUO
paMoTo e choOIIeHO 3a TbjeH uToreHeTndeH otroBop (CCyR) u camo npu 8% oT nanueHTHTe B
MMaTUHUO paMOTO € TOKJIaABaHO IbJieH nuroreHetnueH otrosop (CCyR). IIpu mo-npoabikuTenHo
nedeHue u npocneasasane (cpenHo 24 mecernia) MCyR e mocturaar npu 53% ot nmanueHTuTe,
nexyBanu cbe fazatuHuO (CCyR npu 44%), u 33% ot maunenture, nomyyasamy umMatnand (CCyR
npu 18%), npeu NpeMUHABaHETO KbM Jpyrara cxema Ha jeueHue. [Ipu nonyvaBanure umatuauo 400
mg NaueHTy Ipeay BKIoUBaHe B poyuBaneTo, MCyR e nmocturnat npu 61% oT nmanueHTUTE B
pamorto cbe nazatuHud u npu 50% B ©IMaTHHUO PaMoTO.

ITo merona na Kaplan-Meier nporieHTHT OT manueHTH, 3aappxana MCyR 3a 1 ronuna, e 6wt 92%
(95% nowepurenen unaTepsan [85%-100%]) 3a nazatuaubd (CCyR 97%, 95% moBepuTelieH MHTEpPBAI
[92%-100%]) u 74% (95% nosepurenen nurepsai [49%-100%]) 3a umatuaund (CCyR 100%).
IIpouenTsT oT marmenTy, 3aabpkann MCyR 3a 18 mecena, e 61t 90% (95% moBepuTeneH HHTEpBAI
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[82%-98%]) 3a mazaturub (CCyR 94%, 95% noseputenen unrepsai [87%-100%]) u 74% (95%
nmoseputenieH uaTEpBaT [49%-100%]) 32 nmaTiEIO (CCyR 100%).

ITo metona Ha Kaplan-Meier mpolieHTHT OT MallMeHTH ¢ TpexuBsieMocT 0e3 nporpecus (PFS) B
npoabinkenre Ha 1 ronuHa e 6 91% (95% moseputenen uaTepBal [85%-97%]) 3a nazatnHub 1
73% (95% moseputenen uaTepBal [54%-91%]) 3a umatnau6. [IpOHIEHTHT OT MAIEHTH C
npexussieMoct 6e3 oboctpsiie (PFS) 1o 2 ronunu e 6un 86% (95% noseputenen nnarepain [78%-
93%]) 3a mazatunuO U 65% (95% nosepurenen uarepsan [43%-87%]) 3a umaTuHUO.

[Tpu o610 43% OT manueHTuTe B Ja3aTHHUO paMoTo U 82% OT MalMeHTUTe B UMaTHHUO pamMoTo €
HaOJIroaBaH HEYCHeX OT JICUSHUETO, ONpeAesIeH KaTo MPOorpeckst Ha 3a00JsIBAHETO MU IPEMUHABAHE
KBbM JIpyra cxema Ha JeyeHue (JHIca Ha OTTOBOP, HEIOHOCUMOCT KbM HW3IUTBAHUS JIEKapCTBEH
MPOAYKT U T.H.).

YecroTara Ha ToJsiM MOJIEKyIsipeH oTroBop (ompeneneH kato BCR-ABL/KOHTpoTHN TpaHCKPHUIITH
< 0.1% gpe3 RQ-PCR B npoOu ot nepudepHa KpbB) Npeau NPeMHUHABaHE KbM Apyrara cxema Ha
neuenue e omna 29% 3a nazatuHud u 12% 3a UMaTHHUO.

Ilpoyueane 2

OTBOPEHO, MHOTOLIEHTPOBO IMPOYYBAHE C €THO PaMO € MIPOBEACHO MU MALUEHTH C PE3UCTEHTHOCT
W HETIOHOCHUMOCT KbM UMAaTHHHO (T.€. MallMeHTH, IPH KOUTO € HaOJII0JaBaHa 3HAYNTEITHA
TOKCHYHOCT T10 BpeMe Ha JICYEeHHETO C UMaTHHHUO, KOETO € TIONPEYHIIO Ha TI0-HATATHIIHOTO JICUCHHE).
O06mo 387 manueHTH ca mpueManu ga3atuauO 70 mg nBa mbTH AHEBHO (288 pe3ucTeHTHH U 99 ¢
HEMOHOCUMOCT). MelnaHarta Ha BpeMETO OT JHarHo3aTa A0 HayaJoTo Ha JedeHueTo ¢ omo 61
Mmecena. [Toseuero ot manmenTute (53%) ca OWIIM Mpeay TOBa Ha JICUCHUE C UMATHHUO 3a MmoBeue OT 3
roauHu. ['osiMa yacT OT manueHTuTe ¢ pe3ucTeHTHocT (72%) ca npuemanu > 600 mg umaTuHUO.
Ocsen uMatuHu0, 35% OT MarMeHTuTe ca OWITK TIPeIN TOBA Ha IIUTOTOKCHYHA XUMHOTeparus, 65% ca
npueMaiy rnpeau Topa uHTepdepon, a Ha 10% e Onina npoBeieHa TpaHCIUIAHTALINS Ha CTBOJIOBH
kietku. [Ipu 38% oT manmenTrTe ca O HAIKIIE MPEANISCTBAIN MYyTallld, 32 KOUTO € U3BECTHO, Ue
BOJSIT 10 PE3UCTEHTHOCT KbM MMaTHHUO. MenuanaTa Ha IPOABIKUTEIHOCTTA Ha JIEYEHUETO C
nasatuHuO e Ouna 24 mecena, kato 51% oT manmMeHTHTE ca JieKyBaHu > 24 mecena. Pezynrarure no
OTHOIIIEHNE Ha euKacHOCTTa ca mpeacTtaBeHu Ha Tadiuma 11. MCyR e mocturnar npu 55% ot
MMaTUHUO-PE3UCTEHTHUTE MAMEHTH U 82% OT MallMeHTUTE ¢ HETOHOCUMOCT KbM UMaTHHUO. [1pn
MUHUMYM 24 MeceuHo npocnensaBade 21 ot 240 nmanuenTH, npu kouto € noctursat MCyR ca nmanu
nporpecus Ha 3a00JIIBAHETO U MPH TAX HE € TIOCTUI'HATA MeAnaHaTa Ha mpoabiukuTeHocT Ha MCyR.

ITo merona Ha Kaplan-Meier 95% (95% noBeputenen uatepsai [92%-98%]) ot manmeHTHTe ca
3agppxand MCyR 3a 1 ronuna u 88% (95% nosepurenen untepsai [83%-93%]) ca 3agppxanu
MCyR 3a 2 roguan. [IponeHTHT 0T manuenTy, 3aabppxana CCyR 3a 1 roguna, € 97% (95%
noBeputeneH narepsai [94%-99%]) u 3a 2 ronunn € 90% (95% noseputenen uatepsai [86%-95%]).
YerupuieceT 1 J1Ba MPOIEHTa OT IMATHHUO-pEe3UCTeHTHHUTE NanuenTn 6e3 npeamecrsam MCyR kbM
nmatraAO (n= 188) ca mocturaanu MCyR ¢ nazatunn®.

VYcranosenu ca 45 pasnnuan BCR-ABL mytannu npu 38% oT nanyeHTuTe, BKIIIOYEHH B TOBA
n3nutBane. [Ipnen xematonornden orropop win MCyR e mocTurnaT rmpu naumeHTy ¢ pa3sHooOpa3Hu
BCR-ABL myranuu, cBbp3aHu ¢ pe3UCTEHTHOCT KbM UMaTHHUO, ocBeH T3151. Yectorure Ha MCyR
cien 2 TOAVHHM ca MOA00HH, HE3aBUCUMO Jalli MalUEeHTUTE ca nMainu B Hadanoto BCR-ABL myranus,
P-loop myranus wim ca 6uim 6e3 MyTtanust (CboTBeTHO 63%, 61% 1 62%).

IIpn nmatuHaNO-pe3ncTeHTHUTE NanenTy yectorata Ha PFS e 6mma 88% (95% nosepurenen
unTepBai [84%-92%]) Ha 1-ta roguna u 75% (95% noseputenen unrepBai [69%-81%]) Ha 2-Ta
ronuHa. [Ipyn marueHTnTe ¢ HEMOHOCUMOCT KbM MMAaTHHHO yectorara Ha PFS e 6muna 98% (95%
noseputesieH uHTEpBA [95%-100%]) Ha 1-Ta roguHa u 94% (95% moseputenen uatepsai [88%-
99%]) Ha 2-Ta ronuHa.

UecroraTa Ha roJisiM MOJICKYJISIPEH OTroBop 3a 24 meceria e 6wna 45% (35% 3a umatuHuo-
PE3UCTEHTHHU MaMeHTH u 74% 3a MaIMeHTHUTe C HEMOHOCHMOCT KbM UMATHHHO).
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Hanpeouana gpaza na XMJI

OTBOPEHO, MHOTOIICHTPOBO IPOYYBAHE C €IHO PaMO € MPOBEAEHO MIPY HALUEHTH C HETIOHOCUMOCT
WIN PE3UCTEHTHOCT KbM uMaTHHMO. OO0 174 manuenTu ca npueMany aa3atuaud 70 mg aBa MbTH
nHeBHO (161 pesuctenTHH U 13 ¢ HEMOHOCUMOCT). MeanaHaTa Ha BpeMeTO OT TUarHosara J0
HA4YaJI0To Ha JieueHueTo e omno 82 mecena. Menuanarta Ha IPOABIKUTETIHOCTTA HA JIEYEHUETO C
na3atuHuO e 6mina 14 mecena, kato 31% oT manueHTHUTE ca JIeKyBaHu > 24 mecena. YectoTara Ha
rOJIsIM MOJIEKYIApeH oTroBop (oueHeH npu 41 nanuentu cbe CCyR) e 46% Ha 24-ust mecen. Orie
pe3ynTaTH Mo OTHOIIeHHEe Ha e(prKacHOCTTa ca mpeacTtaBeHu Ha Tabmura 11.

Muenouona baacmua chaza na XMJ1

OTBOpEHO, MHOTOIIEHTPOBO MPOYYBAHE C €THO PaMO € MPOBEACHO MPH MALMEHTH C HETTOHOCUMOCT
WM PE3UCTEHTHOCT KbM uMaTHHMO. O0mmo 109 manuenTu ca npueMany aazatuand 70 mg aBa mbTH
nmHeBHO (99 pesuctenTan u 10 ¢ HemoHOCHMOCT). MeauanaTa Ha BpeMeTO OT AMarHo3ara A0 HadaloTo
Ha JiedeHuneTo ¢ Omino 48 mecera. MenuaHnaTa Ha MPOABIDKUTEITHOCTTA Ha JICUSHHETO C Ta3aTHHUO €
owna 3,5 mecena, karo 12% oT manueHTHTE ca JeKyBaHu > 24 mecena. YectoTara Ha rojisM
MoJIeKyJsIpeH oTroBop (oueHeH npu 19 manuent cbc CCyR) e 68% Ha 24-us mecen. Omie pe3ynraTu
0 OTHOIIIEHHE Ha e(hrKacHOCTTA ca mpencTaBeHn Ha Tabnmma 11.

Jumgouona dracmua gpaza na XMJI u Ph+ OJLJ1

OTBOPEHO, MHOTOLICHTPOBO MPOYYBAHE C €IHO PaMO € MIPOBEACHO MPY MALUEHTH ¢ TUMPOUIHA
omactHa paza Ha XMJI u Ph+ OJIJI, ¢ HEenoHoCHMMOCT MiTH Pe3UCTEHTHOCT KbM MPEAIIECTBAIIO0
neueHne ¢ umatuaub. OO01mo 48 manuentu ¢ numdounana 6iactHa daza Ha XMJI ca npuemanu
nazatuHu6 70 mg 1Ba THTH THEBHO (42 PE3UCTEHTHH U 6 ¢ HEMIOHOCHMOCT KbM UMAaTHHHO).
Menmnanarta Ha BpeMETO OT IWArHo3ara JI0 HadalloTo Ha JeueHueTo e Omo 28 meceria. MennaHnaTta Ha
MPOABIDKUTEIHOCT Ha JICYEHUETO C Aa3aTHHHO e Omia 3 Mecena, kato 2% OT NalUeHTUTE ca JIEKyBaH!
> 24 mecena. YecToTara Ha TOJISIM MOJIEKYJISIPEH OTrOBOp (Bcuuku 22 nekyBanu nanueHTu cbe CCyR)
e 50% nHa 24-us mecen. B nomenHenwne, 46 manuenTu ¢ Ph+ OJIJI ca mpuemanu nazatnau6 70 mg nBa
I'BTU THEBHO (44 pe3UCTEeHTHH U 2 ¢ HEIOHOCUMOCT KbM MMaTuHuO). Menuanarta Ha BpeMeTo OT
JMarHos3aTa 10 Ha4ajioTo Ha JieyeHHeTo e 6mio 18 mMecerna. MennanaTa Ha IPOIBIDKUTETHOCT Ha
JICYCHHUETO C 1a3aTUHUO e Onia 3 Mecela, Kato 7% OT MaIlMeHTUTE ca JICKYBaHU > 24 Mecela.
YecToTata Ha TOJIIM MOJIEKYJISIPEH OTroBOp (Bcuuku 25 nekyBanu nauueHTu cbe CCyR) e 52% na 24-
ust Mecell. O1e pe3yaTaTH 1o OTHOIICHHE Ha e)UKACHOCTTA ca mpejcTaBeHn Ha Tabnuma 11. 3a
orOensi3BaHe e, ue rojaeMusT xematojorudeH orroBop (I'’XO) e mocturnat 66p30 (Hali-uecTo B
paMKkuTe Ha 35 THH OT 3all04BaHE Ha MpUeMa Ha Aa3aTUHHUO NpH MalUeHTHTe ¢ TuMponaHa 6acTHa
XMJI u B pamkute Ha 55 qau nipu nmanueHTute ¢ Ph+ OJUI).

Ta6auna 11: E¢ukacHocT Ha 1a3aTHHNO NPH KIMHUYHU W3nuTBanus ¢a3a Il ¢ exno pamo?

Mmuenon Ph+

ana  Jlumpouana OJLI

Xponnyna Hanpeanaga 6aactHa OaactHa  (N=
(n=1387) (n=174) (n=109) (n=48) 46)

Xemarosiornuen orrosop® (%)

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

57)

CHR (95% Cl) 919% (88- 50% (42-58) 26% (18- 29% (17-44) 35%
94) 35) (21-

50)

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

18)

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

Hutorenernyen 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)

Ipexussemoct (%; no Kaplan-Meier)

bes nporpecus

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

34)

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

23)

O0610

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

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

47)

JlanHuTe, onMCcaHy B Ta3M TabIMIIA, ca OT MPOYYBaHMs, IPU KOUTO HadaIHaTa j103a e Ouna 70 mg 1Ba mbTH

JHEBHO. BrokTe Touka 4.2. 32 mpenopbunTeIHATA HauaHa J103a.

2 Hudpure c yaebenen mpudT ca pe3yiraTuTe 3a IbPBUYHUTE KPAHU TOUKH.

® Kpurepuu 3a XeMaToJIOTHYEH OTrOBOP (BCHYKH OTFOBOPH Ca NOTBBpEHHU ciiell 4 ceamunn): Fonsm
xemaTosorudeH orroBop (MaHR) = meien xemaronoruuer otrosop (CHR) + HaAMa 1aHHM 32 TeBKeMuUs
(NEL).
CHR (xponuuna XMJI): WBC) < onpezenenara ULN, tpombouutu < 450 000/mm?®, Hama 6rmacty unu
MPOMUENIONNUTH B IepudepHaTa KpbB, < 5% MHEIONUTH IUTIOC METAMHUEIIOHUTH B iepudepHara KpbB, < 20%
6azodmm B mepudepHara KpeB U 0e3 eKCTpaMeIylTapHO BKIFOYBAHE.
CHR (nanpeanana XMJI/Ph+ OJIJT): WBC < onpenenenata ULN, ANC > 1 000/mm?, pomGouuTa > 100
000/mm3, HsiMa 61aCTH WM TIPOMHENIOLMTH B TIEpU(epHaTa KPbB, OIACTH B KOCTHHS MO3BK < 5%, < 5%
MUEJIOIUTH TUTI0C METAMHEINIOIUTH B NepudepHaTta KpbB, < 20% 6azodunu B nepudepHaTa KpbB 1 0e3
excTpaMenynapHo Bkmousane. NEL: chiute kpurepun kakto 3a CHR, Ho ANC > 500/mm?® u < 1 000/mm?,
wiu Tpombouuty > 20 000/mm? u < 100 000/mm?.

®  Kpurepuu 3a UTOreHeTHUEH OTroBOP: IbjeH (0% Ph+ meradasn) wim gactuuen (> 0%-35%). MCyR (0%-
35%) xoMOMHMpa TBIHUA ¥ YaCTHIHHS OTTOBOP.

n/a = Henpuinoxumo; CI = noBeputenen uarepsan; ULN = ropHa rpanuiia Ha HopMaTa

Pe3yararsT npu manueHTH ¢ TPaHCIUIAHTAIIHMS Ha KOCTEH MO3BK CIIe]T JICUSHHE C 1a3aTUHUO He € Onit
HaITBJIHO OIIEHEH.

Knunuunu uznumeanus caza Il npu nauuenmu ¢ XMJI 6 xporuuna, Hanpeonaia uiu MueaiouoHda
onacmna gasza, u Ph+ OJIJI, xoumo umam pe3ucmenmuocm Uil HenoHoCUMOCH KoM UMAMUHUD
JIBe pangoMH3upaHd, OTBOPEHH MPOYUBAHMS ca OMIIH IMMPOBEACHM 3a OIICHKA ePUKACHOCTTA Ha
JTa3aTHHHUO, TIPIJIOKEH BEIBK THEBHO, B CPAaBHEHHUE ChC Ja3aTUHUO, MPUJIOKEH JBa ITBTH JHEBHO.
Pesynrarute, onvicanu mo-a0:iy, ce 0a3upar Ha MoHe 2 TOJUHU U 7 TOJUHU MIPOCIE/IIBaHE CIIE
3aloYBaHe Ha JICYEHHUETO C Ta3aTHHHUO.
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Ipoyueane 1

B m3nmrBaneTo mpu xporndHa ¢aza Ha XMJL, mepBudHaTa KpaiiHa Touka € 6mna MCyR mpu
UMaTUHUO-pe3UCTeHTHU TauueHTH. OCHOBHATa BTOpHYHA KpaiiHa Touka ¢ 6mna MCyR mo o0mia
JHEBHA /1032 MPY UMAaTUHHO-PE3UCTEHTHU MalMeHTH. [{pyri BTOpUYHH KpailHU TOYKH ca O1iu
npoawspkutenHoctT Ha MCyR, PFS u o6ma npexussiemoct. O61o 670 naruenTa, ot kouto 497 ca
OMIIM IMaTHHNO-PE3UCTEHTHH, ca OWITH paHAOMHU3HMPaHN KbM na3atuHu6 B rpynu 100 mg BeqHbK
nHeBHO, 140 mg BeaHBX THEBHO, S0 mg n1Ba MbTH AHEBHO UM 70 mg ABa MbTH JHEBHO. MennanaTa
Ha TIPOIBJDKUTETHOCT Ha JICYEHUETO 32 BCHUKH MAIlUEHTH, KOUTO BCE OIIe ca OMIM Ha JISYSHUE C TTOHE
5-roguinto npocienssane (n= 205) ¢ 6ua 59 mecena (auana3zon 28-66 mecena). Meauanarta Ha
MPOJBIDKUTEIHOCT Ha JICYEHUETO 38 BCHUKH NAalMEeHTH P 7-TOJMIIHO MpociesBane ¢ ouna 29,8
Meceria (auanasoH < 1-92.9 mecena).

EduxacHocT e Ouiia mocTUrHaTa BbB BCUUKH IPYIH, JIEKYBAaHH C 1a3aTHHUO, ChC CXeMa BEABK
JTHEBHO, TTOKA3Ballll CpaBHUMA e(PUKACHOCT (HE MO-MaJIKa) B CPAaBHEHUE ChC CXEMaTa JiBa IbTH
JHEBHO 10 OTHOLIECHME Ha ITbPBUYHATA KpaiiHa TouKa 3a edukacHocT (pasnuka B MCyR 1,9%; 95%
JIoBepuTesieH uatepsai [-6,8% - 10,6%]); cxemaTa 100 mg Beaubx JHEBHO o0aye e Mmokasaia Io-
Jo6pa 6e30macHOCT U MOHOCUMOCT. Pe3ynTarure 1o oTHoIIEHHE HA €(hUKACHOCTTA ca NIPEACTaBEHH B
Tabmmmu 12 u 13.

Ta6auna 12: E¢uxacrHoct Ha 1a3atunn6 B npoyuBaHe (¢a3za Il 3a onTumMu3upaHe Ha g03aTa:
nauuedTH ¢ XMJI B XxponnyHa ¢a3a, ¢ pe3HCTeHTHOCT MJIM HEMOHOCHMOCT KbM
HUMATHHHUO (2-TOAUIIIHM pPe3yJaTaTu)a

Benukn nanuenTn n=167
Hafl/llszz:::lﬂnﬁ Pe3UCTEeHTHH n=124
Crenen Ha xemaTojiorudenus orrosop® (%) (95% ClI)

CHR 92% (86-95)
Hurorenernuen orrosop”® (%0) (95% CI)
MCyR

Bewnuky narnueHTH 63% (56-71)

E;\:If;{H};I{HG-pCSHCTeHTHH 59% (50-68)
CCyR

Benuky narnupeHTH 50% (42-58)

E;\:If;{HIJTIf—pesHCTeHTHH 44% (35-53)

ToasiMm MoJieKyJIsipeH oTroBop npu nanuent, nocturamu CCyR" (%) (95% CI)
Benyku marueHTH 69% (58-79)

HmatnHub-pe3ancTeHTH!
NalyueHTH

72% (58-83)

@ PegynraTu, ChOOLICHH IIPU NMPEopbyYnTeNiHa HaYaiHa 103a 100 mg BeIHbXK AHEBHO.

% Kpurepun 3a XeMaTOJIOTHYEH OTIOBOP (BCHUKH OTTOBOPH Ca MOTBBPACHH ciien 4 ceamumm): [Tbnen
xemarojorudeH orroBop (CHR) (xpornana XMJI): WBC < onpeneneHu CTOWHOCTH 3a TOPHA TPaHMIIA HA
nopmara (ULN), tpom6oruta <450 000/mm?, 6e3 61acTHU KJIETKH MIIM IPOMMEJIOLUTH B epr(epHaTa KphbB,
<5% MUEJOUTH IUTIOC METAMHUEIIOIUTH B NieprdepHaTa KpbB, 6a3zoduinn B nepupepHara kpbs <20%, n 6e3
eKCTpaMelyJIapHO 3aCATaHe.

® Kpurepuu 3a uuToreHeTnueH otroBop: meieH (0% Ph+ meradasu) win yactuues (>0%-35%). MCyR (0%—
35%) KoMOMHMpPA 'BJIEH M YaCTHYEH OTTOBOP.

" Kpurepuu 3a royisiM MOJIEKyJIIpeH oTroBop: onpenener kato BCR-ABL/konTponnu tpanckpuntu < 0,1% upes
RQ-PCR B npobu ot niepudepHa KpbB.
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Tadoauua 13: IbarocpouyHa epukacHoOCT Ha Ja3aTUHUO B mpoyuBaHe (¢a3a I1I 3a onTumMu3upane
Ha jgo03ata: nauueHTu ¢ XMJI B xpoHnuHa (a3a, ¢ pe3MCTEHTHOCT HJIH
HEMOHOCHMOCT KbM MMATHHUO?

MuHuMaJjeH nepuoa Ha nmpocjieasasBaHe

1 roauHa 2 roAMHH 5 roauHu 7 roauHu
T'osisiM MoJ1IeKyJISIpEeH OTTOBOP
Benuky manuenTr NA 37% (57/154) 44% (71/160) 46% (73/160)
NmaTuHUO-pe3ucTeHTHH NA 35% (41/117) 42% (50/120) 43% (51/120)
MarUeHTH
IMarMeHTH ¢ HEITOHOCUMOCT NA 43% (16/37)  53% (21/40) 55% (22/40)
KbM UMaTHHHUO
IpesxuBsiemoct 6e3 nporpecus’®
Benuku marnueHTH 90% (86, 95) 80% (73;87) 51% (41;60) 42% (33;51)
NMaTuHUO-pEe3UCTEHTHH 88% (82;94) 77% (68;85) 49% (39;59)  39% (29; 49)

HalueHTH
IaruenTH ¢ HemonocuMoer — 97% (92; 100)  87% (76;99)  56% (37;76)  51% (32; 67)

KBbM UMaTUHHUO

O01a npesKkuBsAEMOCT

BCHUKH MAMEHTH 96% (93,99)  91% (86;96)  78% (72;85)  65% (56; 72)
VIMaTHHHO-PE3UCTEHTHH 94% (90; 98)  89% (84; 95)  77% (69;85)  63% (53; 71)
NanueHTH

ITaneHTH ¢ HEITOHOCUMOCT 100% (100; 100) 95% (88; 100) 82% (70;94)  70% (52; 82)
KBbM UMaTUHHAO

? Pe3ynrarn, chOOILIEHH ITPU NPENOPbUNTENHA HadaaHa 1o3a 100 mg BeIHBXK AHEBHO.

® [Tporpecusra ce aedunupa KaTo yeeaudapane 6pos Ha WBC, 3ary6a na CHR nnu MCyR, yBenuuenue ¢
>30% na Ph+ meracdasu, noreepaeno AP/BP 3a6onsBane wiu cmbpt. PFS e aHanu3upana Ha nmpuHImna
intent-to-treat u manMeHTHTE Ca MPOCIESBAHU 32 CHOUTHS, BKIIFOUHTEITHO MOCICIBAIIA TEPAITHS.

Ha 6a3a Ha onenku o Kaplan-Meier, Asu1bT Ha MAMEHTHTE, JIEKYBaHH ChC na3aTiHuO 100 mg
BEJHBK JHEBHO, KonTo moaabpxat MCyR 3a 18 mecera, € 93% (95% CI: [88%-98%)]).

EdukacHocTTa CBINO € OleHsIBaHA MTPH MAIUEHTH, KOUTO ca ¢ HETIOHOCUMOCT KbM HMaTHHUO. [1pn
Ta3| MOIyJIalys MalueHTy, kouto noixy4yasat 100 mg Beaubxk aHeBHO, MCyR e nocturnar npu 77%,
u CCyR npu 67%.

Ilpoyusane 2
B m3nutBane npu Hanpeanana ¢asza va XMJI u Ph+ OJUI, nepBudHaTa kpaiina Touka e omia MaHR.

0610 611 maruenTw ca paHIOMU3UPAHU Ja mpreMat ga3atuaud 140 mg Bemusx mHEBHO miu 70 Mg
JIBa ITbTH JHEBHO. MeinaHaTa Ha MPOIBJKUTEIHOCT Ha JISYeHHeTo e Ouia okono 6 mecerna (ot 0,03-
31 mecena).

Cxemara ¢ eTHOKpaTeH JHEBEH MPHEM € MToKa3aia CpaBHUMa e(hUKACHOCT (HE MO-MasKa) ChC CXemara
C TIpYeM JIBa ITBTH JHEBHO 110 OTHOIIIEHUE HA TbPBUYHATA KpaifHa TOYKa 3a €(pUKACHOCT (pa3iuKa B
MaHR 0,8%; 95% nosepurenen untepsai [-7,1% - 8,7%]); cxemaTa ¢ mpueM Ha 140 mg BeTHBK
JTHEBHO 00adye e moka3ana mo-100pa 6e30MacHOCT ¥ TIOHOCHUMOCT.

YecroTHTe Ha MMOBIHSBAHE ca MpejacTaBeHu B Tabmuma 14.
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Tadoauua 14: E¢puxacHoct Ha 1a3aTuHu0 B npoyuBaHne ¢a3a 11l 3a onTuMu3upaHe Ha 103aTa:
XMUJI B nanpeanaia ¢gasza u Ph+OJLJI (2 -roaumnu pesyiaraTu)a

MueJsiongna
Hanpeanaia onactHa JlmmdonaHa 61acTHa Ph+OJLJI
(n=158) (n=75) (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% Cl)
CCyR 32% (25-40) 17% (10-28) 39% (23-58) 50% (34-66)
(95% Cl)

2 Pesynrath, ChOOIICHN TIPH MPETIOPBUNATENHA HadamHa 1032 140 mg BeqHBK THEBHO (BX. Touka 4.2.).

® Kpurtepuu 3a XeMaTOJIOTHYEH OTTOBOP (BCUYKH OTTOBOPH ca TIOTBbpAeHH cien 4 cenmunn): Tomsam
xemaronorudeH orroBop (MaHR) = meien xemaromornaer orroop (CHR) + Hsima nanHU 3a IeBKEMUS
(NEL).
CHR: WBC < unctutynuonansa ULN, ANC > 1,000/mm?, tpom6orutu > 100,000/mm?®, 6e3 6nacTHu KIeTKu
WJIN IPOMUENIONIUTH B nepudepHaTa KpbB, KOCTHOMO3bYHHU OacTh < 5%, < 5% MHUETOUUTH ILUII0C
METaMHUENIOINTH B niepudepHara kpbB, 6azoduau B nepudeprara kpbB < 20% u 0e3 ekcTpameayIapHO
BKJTIOYBAHE.
NEL: cbuure kputepun kato 3a CHR, Ho ANC > 500/mm?® u < 1 000/mm? wiu TpomGouutu > 20 000/mm3 u
<100 000/mmé,

* MCyR xom6unnpa meinust (0% Ph+ mertadaszu) un gactuaans (> 0%-35%) otrosop.

CI = noseputenen untepsai; ULN = ropHa rpaHuiia Ha HopMmara.

[Tpu manmenTty B Hanpeanana ¢gaza Ha XMJL, nexyBanu cbe 140 mg BeIHBK THEBHO, MEJIMaHATA HA
npoaspkutenHoctT Ha MaHR u cpenHara o6ma nmpexuBsieMocT He € Ouiia IOCTUTHATa U MeJMaHaTa Ha
PFS e 0wa 25 mecena.

[Tpu manmentn ¢ Muenonana 6iaactHa (aza Ha XMJI, nekyBanu cbe 140 mg BeIHBK THEBHO,
MeraHara Ha mpoabokuTenHocT Ha MaHR e 6una 8 mecena, mennanata Ha PFS e Onia 4 mecena;
MeraHara Ha o0Imia npexuBseMoct e ouna 8 Mmecena. [Ipu manuenTu ¢ mumdonana 6nactHa dasa Ha
XMJI, nexyBanu cbe 140 mg BeAHBK THEBHO, MEIMAaHATA HA MPOABIKUTETHOCT HAa MaHR e Ouna 5
Mecella, Mearanata Ha PFS e Ouna 5 Mecelia 1 MeuaHara Ha o0lia npexxuBseMoct e ouia 11 mecera.

IIpu manmentu ¢ Ph+OJ1J1, nekyBanu cbe 140 mg BeHBK JHEBHO, MEMaHaTa Ha
npoawspkuTenHoctta Ha MaHR e 6mia choTBeTHO 5 Mecenia, Meiuanara Ha PFS e 6una 4 mecena u
MejraHaTa Ha o0Iia MPeXUBIEeMOCT € Omiia 7 Mecera.

lleanatpuyna monymnanus

Heduampuunu nayuenmu ¢ XMJI

Ot 130 manment ¢ XMJI B xponuuHa ¢aza (CML-CP) nexyBanu B 1Be neMaTpUIHN IPOYUBAHUS,
HEepaHIOMHM3UPAaHO OTBOPEHO NpoyuBaHe (aza 1 ¢ Bapupay 1031 U HEPaHAOMHU3UPAHO OTBOPEHO
npoyuBaHe ¢asza 2, 84 manueHTH (U310 OT Ipoy4BaHe (asa 2) ca HoBoauarHoctuiupanu ¢ CML-
CP u 46 nanmentu (17 ot npoyusane ¢aza 1 u 29 ot npoyuBane ¢a3za 2) ca ¢ pe3UCTEHTHOCT HIIH
HETMOHOCHUMOCT KBbM TNpeaxoiHa Tepanus ¢ uMatuauO. JleBetaecet u ceaem ot 130-Te meguatpuyau
natuenTn ¢ CML-CP ca nexyBanu ¢ 1a3atiHu0 Tabnetkn 60 mg/m? BeHBkK THEBHO (TIpH
MakcuMaitHa 103a 100 mg BeTHBK JHEBHO MPH MAIIMSHTH TOJIIMa TelecHa MOBEPXHOCT (BSA)).
[NanuenTuTe ca JeKyBaHH A0 MPOTrpecHs Ha 3a00ISIBAHETO WITH JJO HETTIOHOCHMA TOKCHYHOCT.
OcHOBHHTE KpalfHH TOUYKH 33 €(pUKACHOCT ca: bJieH nuroreHetndeH otroBop (CCyR), romsm
nurorenerndeH otroBop (MCyR) u romsam monekynsaper orroop (MMR). Pesynratute ca
npencraBeHu Ha Tabnuna 15.
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Ta6auna 15: EduxacHocT Ha 1a3aTHHNO npU neauaTpu4Hu nanuentu ¢ CML-CP
KymynaTuBeH oTroBop BHB BpeMeTO 0 MUHUMAJIEH NMEPUO/] HA MPOC/IeIsiBAHE

3 mecena 6 Mecena 12 mecena 24 mecena
CcyR
(95% CI)
HoBomuarnoctunupanu 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)
IIpenxonna Tepanus ¢ 45,7% 71,7% 78,3% 82,6%
AMaTHHUO (30,9 61,0) (56,5 84,0) (63,6 89,1) (68,6 92,2)
(N=46)b
McyR
(95% ClI)
HoBoauarnoctunupanu 60,8% 90,2% 98,0% 98,0%
(N=51)a (46,1 74,2) (78,6 96,7) (89,6 100) (89,6 100)
[IpenxonHa Tepanus ¢ 60,9% 82,6% 89,1% 89,1%
MMAaTUHUO (45,4 74,9) (68,6 92,2) (76,4 96,4) (76,4 96,4)
(N=46)b
MMR
(95% CI)
HoBoauarnoctunimpanu 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)
[IpenxoaHa Tepamnus ¢ 15,2% 26,1% 39,1% 52,2%
AMATUHUO (6,3 28,9) (14,341,1) (25,1 54,6) (36,9 67,1)
(N = 46)°

2 TlaneHTH OT MeaMaTpu4HoO npoyusane ¢asa Il ¢ HoBopnarHocruupana CML-CP, npuemariy nepopaiHo
TabnetHa ¢popMma

S [ManuenTtr ot neauaTpuaayu npoydsanus ¢pasza [ u Il c CML-CP ¢ HEMOHOCHMOCT MIIM PE3UCTEHTHOCT KM
MMaTHHUO TpHUeMaIy epopaaHo TadeTHa popma

B nennarpuunoTO ipoyuBaHe (asa 1, cnex MUHUMAaITHO MPOCIeasBaHe OT 7 TOAWHH, OT 17-Te
naneHTd ¢ CML-CP ¢ pe3ucTeHTHOCT Wi HETIOHOCUMOCT KbM MMAaTHHHO, MEIMaHaTa Ha
npoabskutenHoctTa Ha PFS e 53,6 mecena, a yectorata Ha OS e 82,4%.

B neauarpuuHoTO nipoyuBaHe (asza 2, Npu MaueHTH, IpueMaliy tadbjeTHara ¢popMa, OUaKBaHHUST
PFS ot 24 mecena cpen 51 nanmentu ¢ HoBoguarnoctuiupana CML-CP e 94,0% (82,6, 98,0) u
81,7% (61,4, 92,0) cpen 29-re CML-CP manueHTH ¢ pe3suCTeHTHOCT/HEMOHOCUMOCT KbM UMAaTHHHO.
Crnen mpocnenssane ot 24 mecena, OS npu HoBoguarHoctuiupany nanueHta € 100% u 96,6% mpu
MAIUEHTUTE ¢ PE3UCTEHTHOCT/HETOHOCUMOCT KbM UMATHHHO.

B nequarpuuno npoyuBane ¢aza 2, | HOBOJUArHOCTHIIMPAH MAIMEHT U 2 TAIIMEHTH C PE3UCTEHTHOCT
WJIM HETTOHOCHUMOCT KbM MMATHHHO ca rporpecupaiu 1o XMJI B 6iactHa (dasa.

Ha 33 noBoanarnoctunmpanu neauarpudan nauuentu ¢ CML-CP e npunaran nazatuau® npax 3a
nepopaiHa cycrneHsus B 103a 72 mg/m?. Tasu no3a npenoctass 30% MO-HUCKA EKCIIO3UIMS B
cpaBHEHHE ¢ npenopbunTenHara no3a. [Ipu tean mammentn, CCyR 1 MMR ca CCyR: 87,9% [95% CI:
(71,8-96,6)] u MMR: 45,5% [95% CI: (28,1-63,6)] Ha mecer 12.

Ot nexyBaHUTE ¢ Ma3aTHHUO neauaTpudHu narueHTn ¢ CML-CP ¢ npeaumniaa eKcro3ums Ha
MMaTUHUO, Ha Kpasi Ha TepanusiITa ca ycTaHOBeHH cieaaute mytaruu: T315A, E255K u F317L.
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O6aue, mpeaw 3amoYBaHe Ha TepanusTa chio ca ycranoBenn E255K u F317L. He ca ycraHoBeHn
MyTalli{ Ha Kpas Ha TepanusTa Ipu HoBouarHoctuiupanu nanueata ¢ CML-CP.

LHeduampuunu nayuenmu ¢ OJIJI
EdukacHocTTa Ha qa3aTHHUO B KOMOWHAIMSI ¢ XMMUOTEPAIHs € OIICHEHA B OCHOBHO MPOYYBaHE C
MeIuaTPUIHU TIAIMEHTH Ha Bb3PacT HAJ €IHa TouHa ¢ HoBoxuarnoctuimpana Ph+ OJIJL.

B ToBa MHOTOIIEHTPOBO MIPOYYBAHE C UCTOPHYECKA KOHTpoOJIa (a3a 2 ¢ 1a3aTUHUO, T00aBEH KbM
cTaHapTHA XuMHoTepanus, 106 mequaTpudHy MAleHTH ¢ HoBoauarnoctuiupana Ph+ OJIJI, ot
xouto 104 ¢ morebpaena Ph+ OJIJI, ca noiy4aBanu ga3aTMHKMO Ipy AHEBHa 103a 60 mg/m? o cxema
Ha npujiarane 0e3 MmpekbeBaHe A0 24 Mecelia B KomOuHanus ¢ xuMmuorepanus. OceMaeceT U ABaMa
MAIMEHTH ca MoJy4YaBajk camo 1a3aTHHUO TabaeTk, 24 mauueHTy ca MOoJIy4aBaii OHE BEJHBXK Mpax
3a mepopaJiHa CyCIIeH3Hs1, 8 OT KOUTO ca II0JydaBajy caMo Ipax 3a nepopanHa cycrnensus. OCHOBHaTa
cXeMa Ha IpujlaraHe Ha XUMHOTepaIus € Omja chIlara, KosTo € U3oii3BaHa B mpoyuBaHeTo AIEOP-
BFM ALL 2000 (xuMuoTepaneBTU4YeH CTaHAAPTEH MIPOTOKOI 3a MoNuXuMHoTepanus). OcHoBHaTa
KpaiiHa Todka 3a eukacHoCT e Onna 3-roguniaa mpexussiemoct 6e3 croutus (EFS), xosTo e Ouna
65,5% (55,5, 73,7).

YecroTara Ha ManMeHTHTE, HETATHBHA 32 MUHIMAITHO 0CcTaThuHO 3a00msBane (MRD), ontenena upes
npeHapexxaane Ha Ig/TCR, e 71,7% B kpast Ha KOHCOIMJANMATA IPU BCUUKH JIEKYBaHU ITALUCHTH.
Koraro Ta3u yectoTa ce ocHoBaBa Ha 85 manuenTu ¢ onennmu Ig/TCR nmoka3atenu,ce u3uucispa Ha
89,4%. UectoTrara Ha narueHTuTe, HeraTuBHU 32 MRD B kpast Ha HHAYKIUATA U KOHCOMUAAIMITA,
M3MEPEHO Ype3 MOTOYHA HUTOMETPHs], € ChOTBETHO 66,0% u 84,0%.

5.2 ®dapMakOKHHETHYHU CBOiiCTBa

®dapMaKOKHHETHKATa Ha JIa3aTHHUO € olleHeHa Ipu 229 BBb3pacTHU 3/IpaBH UHIUBUIN U MIPU
84 nanuenTH.

AOGcopbuus
Jazatunuo ce abcopOupa Obp30 MpHU HMALMEHTUTE CJIE]] TIEPOPATHO MPUIIOKEHUE, C TUKOBH IIa3MEHU

KoHIleHTparmu Mexy 0,5-3 gaca. Crei mepopaiiHO MPUIOKEHUE, ITOBUIIIEHUETO HA CpeTHATA
excriosuius (AUCT) e npruOIM3UTETHO MPOTIOPIIMOHATHO Ha MIOBUIIICHUETO Ha J103aTa IPH 103,
Bapupamu oT 25 mg 1o 120 mg nBa msTH AHEBHO. CpeTHUAT TEPMHUHAJICH TIOTYKUBOT Ha JTa3aTUHUO
[IPH MAIUSHTUTE € MPUOIU3UTENHO 5-6 yaca.

JanHuTe, MoNMyYeHH OT 3paBUTE UHIUBHUIM, IpUEMali equHnYHa 103a 100 mg nazaTuHub

30 MmuHyTH cien 6oraTa Ha Ma3HUHHU XpaHa, mokaseat 14% mnosumenne Ha cpennata AUC Ha
na3atuHuo. [IpuemMbT Ha HUCKOMaciieHa XpaHa 30 MUHYTH Iipeau na3aTuHuo Boau 10 21%
nosumienue Ha cpenHata AUC Ha nazatuau6. HaGmonaBanute edekT Ha XpaHata He BOJAT 110
KIMHAYHO 3HAYMMH TIPOMEHH B KCIIO3UIHATa. BapraOuiiHOCTTa Ha eKCTIO3UIHSITA HA 1a3aTHHHO €
MO-BUCOKa clie] mpreM Ha TiiagHo (47% CV) B cpaBHEHHE ¢ IPUEM CIIET XpaHa C HUCKO ChIbPKaHUE
Ha Mas3HuHH (39% CV) 1 XpaHa ¢ BUCOKO ChAbpxaHue Ha MasHuHu (32% CV).

BB3 ocHOBa Ha MOMyIAMOHHUS (apMaKOKHHETHYEH aHAJIN3 HA MAI[UeHTHUTE, CE yCTAaHOBSIBA Ye
BapraOMIIHOCTTA HA EKCIIO3UIMATA HA 1a3aTHHUO ce IBJDKY TIIaBHO HA BApUAOMIIHOCT B
OMOHANTMYHOCTTA NPH pa3nu4Hu yciious (44% CV) u B mo-Maika CTerneH Ha BapuaOuIIHOCT B
OMOHANMMYHOCTTA U KIMPBHCA MEXAY pazaudHuTe namueHTn (cbotBeTHo 30% u 32% CV). He ce
OYaKBa ciyJaiiHaTa BapuaOMIIHOCT Ha €KCIO3ULMSITA TP Pa3JIMUHHU YCIOBHSA A2 NOBJIHsIE Ha
KyMyJIATUBHATa €KCIIO3ULHUS U e()UKACHOCTTA MM OE30I1aCHOCTTA.

Pasnpenenenue
[Ipu manueHTHTE, 1a3aTUHUO MMa TOJIIM IPUBHICH 00eM Ha pasnpeneicaue (2 505 1),koedunueHT Ha

Bapuanust (CV% 93%) xoeto npenmnoiara, 4e JeKapcTBEHUAT NPOIYKT CE pa3lpeiess B 3HAaUUTeTHa
CTEIIEH B U3BBHCHAOBOTO IIPOCTPAHCTBO. IIpy KIMHUYHO 3HaYMMU KOHLEHTPALUH Ha J1a3aTUHUO,
CBBP3BAHETO C IUIA3MEHHUTE POTCHHU € MPHOTU3UTETHO 96%, OnpeiesieHo Bb3 OCHOBA Ha in Vitro
€KCIIEPUMEHTATHUTE POYYBAHHUS.
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Merabonu3bem

IIpu xopata mazatuHUO ce MeTaboMM3Mpa EKCTEH3UBHO, KaTO MpH 00pa3yBaHETO HA META0OIUTHTE
B3€MAT y4acTHe MHOXKeCTBO eH3uMu. [Ipu 3apasu unausuay, npuemanu 100 mg [1C]-Genssan
Jla3aTUHUO, HEMPOMEHEHUSAT Na3aTUHHUO NpecTaBisaBa 29% OT paJuoaKTUBHOCTTA B IUIa3MaTa.
[Tna3meHaTa KOHIIGHTpAIKS U M3MepeHara in Vitro akTHBHOCT TOKa3Bar, 4¢ MeTabOIMTHTE Ha
Ja3aTUHIO OOMKHOBEHO HE UTPAasT TOJISIMA PO B HabogaBaHara (apMakoIorus Ha TIPOIYKTa.
CYP3A4 e OCHOBHUAT €H3UM, OTTOBOPEH 3a MeTa0oIM3Ma Ha Ja3aTHHHO.

EnumMunupane
CpenHuAT TepMUHAIIEH MOy KUBOT Ha Ma3aTHHHO € oT 3 10 5 yaca. CpeqHUsT PUBHIEH TIepOpaIeH

kimpbHE € 363,8 I/hr (CV% 81,3%).

EnmMmuHMpaneTo ce ochInecTBABA IPEIUMHO Upe3 (ereca, TraBHO 1moa (popmaTa Ha METaOOJINTH.
Crneq npriI0)kKEHHETO HA eJMHNYHA Iepopaina no3a [Y*C]-6ena3an na3zaTunu6, npubiusurento 89%
OT J03aTa ce enuMuHMpa B pamkute Ha 10 gHH, KaT0 4% 1 85% OT pagnoaKTUBHOCTTA CE OTKPUBA
CBHOTBETHO B ypHuHaTa u ¢eueca. Hempomenenust nazaruaud sp3nuza Ha 0,1% u 19% ot noszara
CHOTBETHO B ypUHaTa U ¢ereca, KaTo OCTaHANATa 9acT OT J103aTa € moJ popMaTa Ha METa0OIHTH.

YepHoapoOHO 1 OBOPEUHO YBpEkKAaHE

EdexTsT 0T 4epHOAPOOHOTO YBpEXKAaHE BHPXY (hapMaKOKMHETHKATA Ha SAMHIYHA /1032 1a3aTHHUO €
OIICHEH TpY 8 MAIMeHTH C YMEPEHO YepHOAPOOHO yBpeXkKAaHe, KOUTO MoiTydaBaT mo3a 50 mg, u npu
5-Ma manMeHTy ¢ TEeXKO YepHOAPOOHO YBpEXKIaHe, KOUTO MojyyaBaT o3a 20 mg, CpaBHEHHU ChC
31paBu TOOPOBOJIIIK, KOUTO TMoJTydaBart jo3a 70 mg nazatuaud. Cpenaute Crax 1 AUC Ha 1a3atuHuo
3a go3a 70 mg ca HamaneHu cbOTBETHO ¢ 47% 1 8% Npu MaMEeHTH ¢ YMEPEHO YePHOAPOOHO
yBpeXJaHe B CpaBHEHHUE C TAIMEHTH C HOpMaliHa YepHoApoOHa ¢pyHKuus. [Ipy manueHTn ¢ TexXKo
yepHOoApoOHO HapylieHue cpeannTe Cmax 1 AUC 3a mo3a 70 mg ca HamanieHu cboTBETHO ¢ 43% u
28% B cpaBHEHHME C MALMEHTH C HOPMAJIHA YePHOAPOOHa QyHKIHS (BXK. Toukn 4.2 u 4.4).

JazatuHu® 1 HEroBUTE METAOOJIUTH Ce EKCKPETUPAT MUHUMAITHO upe3 ObOperure.

IlenuarpuyHa nonynanus
®dapMakoOKWHETHKATA Ha 1a3aTUHUO € oneHeHa npu 104 nenquaTpuIHA MAIUEHTH C JIEBKEMUS WITH
conuaau Tymopu (72 ca npuemanu tabjaeTHara Gpopma, a 32 npax 3a nepopaiHa CyCleH3us).

[Tpu neguatpryHo GapMaKOKHHETUIHO MTPOYUBAHE KOPUTUPAHATA CIIPSIMO J103aTa SKCIIO3UIIHS Ha
na3aTuHUO (Cavg, Cmin 1 Cimax) m3rnexaa nogodHa npu 21 maruentn ¢ CP-CML u 16 nanmentu ¢ Ph+
OJIL.

®dapMakoKUHETHKATa Ha TabieTHaTa popMa Ja3aTHHHUO € OIleHeHA IIPH 72 TeIUaTPUIHH MAIUSHTH C
penuaMBrpaia wid pedpakTepHa JIEBKEMHUS WM COJUIHNA TYMOPH TIPY TIEPOPATHU JI03H B AMANa3oH
ot 60 10120 mg/m2 BeIHEBXK qHEBHO 1 50 no 110 mg/m2 IiBa TTH AHEBHO. COOpPHHUTE JAaHHU OT JBE
MPOYyYBaHUS MOKa3BaT Obp3a abcopOius Ha ga3aTHHUO. CpeaHoTo Tmax € Mexay 0,5 u 6 yaca, a
CPEIHUSAT MOJIY>KMBOT € B MAIa3oH OT 2 JI0 5 yaca Py BCUYKH JI03UPOBKU U Bb3PACTOBH IPYIIH.
dapMakOKMHETHKATA Ha 1a3aTHHUO [TOKa3Ba MPOIOPIMOHAIHOCT Ha J103aTa, C IOBUIIICHHUE Ha
EKCITO3UIUATA B 3aBHCUMOCT OT J[03aTa, HaOJIF01aBaHO MPH MeUATPUYHU NarueHT. HaMa 3Haunma
pa3ivka BbB (papMaKOKMHETHKATa Ha JJa3aTHHUO MEeXTy Aena u toHomu. CpeHUTE TEOMETPUIHU
CTOMHOCTH TIPH HOPMAJTU3UPaHa CIIPMO J1o3ata Ha 1a3aTHHUO Cmax, AUC (0-T) u AUC (INF)
M3IIIeKAAT IOJOOHU MPH JIela U FOHOIIY NPH Pa3InYHAUTE T03UpOoBKHU. CuMynanus, 6a3upaHa Ha
noryainoneH ¢apmakokuaerudeH mojen (PPK), mpensukna ye mpernopbYuTeTHUTE 1031,
JnudepeHIIMpaHy 10 TEJIIECHO TErJI0, ONMCaHH 3a TabJieTKaTa B To4ka 4.2, ce 0uakBa Jia MpeI10CTaBsT
110100Ha €KCIIO3UIKs Ha TabaeTHa 103a ot 60 mg/m?. Tesu naHHM TpsAOBaA Ja ce MMAT IPEIBUL B
ClTy4aii Ha MpeMUHaBaHe OT TabjeTHa (hopMa KbM Mpax 3a MepopaiHa CyCIeH3Hs WK 00PaTHOTO.

5.3 TlpexkJMHUYHM JAHHH 32 6€30MACHOCT

HexauauaausT mpodut Ha 6€30IacHOCT Ha 1a3aTHHUO € OIleHeH B GaTepus ot in Vitro u in vivo
TECTOBE MPH MHIIIKH, IITbXOBE, MAMYHH U 3aMIIH.
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[IspBUYHUTE TOKCUYHU €EeKTH ce HAabII0gaBaT OT CTpaHa Ha CTOMAaITHO-YpEeBHATA,
XeMaTOMOeTUYHATA 1 TUMpHaTa cucteMu. CTOMAINTHO-YpeBHATa TOKCHYHOCT € JIO30JMMHUTHpAIIA TIPU
IUTHXOBE U MaliMyHH, KaTO THHKUTE YepBa MPEACTABIABAT IOCTOSIHEH MpulleieH oprad. [Ipu mbpxose,
MUHUMAITHO JI0 JIEKO MOHIMKEHNE Ha ePUTPOIUTHATE TTApaMETPH € OHIIO IPUAPYIKEHO C
KOCTHOMO3BYHU IMPOMEHH; TIOJOOHU IIPOMEHH Ca HaOIt0JaBaH! IMPU MaiMyHH, TIPY TIO-HUCKA
gyectoTa. JInMpounaHaTa TOKCHYHOCT MPH ILTBXOBE CE€ ChCTOM OT JTUM(OUIHO U3UCPIIBAHE HA
TuMQpHUTE BB3ITH, CIe3KaTa U THMYCa, KaKTO U HaMaJsiBaHe Ha TETJI0TO Ha JIMM(OUIHUTE OpTraHH.
IIpoMeHuTe OT CTpaHa Ha CTOMAITHO-YPEBHATA, XEMOIIOETUYHATA ¥ TUM(HATA CUCTEMA Ca O0paTUMHU
CJle]l IPeyCTaHOBSIBaHE Ha JIEYEHUETO.

brOpeunnTe npoMeHH Ipyu MaMyHH, TPETUPaHH A0 9 Mecena, ce OrpaHuyaBaT [0 OBUILIABAaHE Ha
ocHoBHaTa O0bOpeuyHa MuHepanu3anus. KoxkHu KpbBOM3IHMBY ca HAOII01aBaHH [0 BpeMe Ha
MPOYYBaHE 32 OCTPa TOKCUYHOCT NPU MaMyHH, C €JMHUYHA TIepOpajHa 1032, U He ca HaOIro1aBaHu
IIpY IPOYYBAHMS C MHOTOKPATHO NMPHJIOKEHUE, KAKTO TP MaiMyHHUTE, TaKka U pH IurbXxosete. [Ipu
IUTBXOBE, a3aTHHUO MHXUOMpa arperanusta Ha TPOMOOIUTHTE IN VItro u yabnKkaBa BpeMeTo Ha
eMUAepPMaIHO KbpPBEHE iN VIVO, HO He BOJM /IO MOsBaTa Ha CIIOHTAHHA XEMOparusl.

In vitro aktBHOCTTA Ha MasaTuHKUO npu u3nuTBane BbpXy hERG u Biaknara na Purkinje, mpenmnonara
MOTECHITMAIHA BE3MOXKHOCT 32 YIBJDKaBaHE Ha KaMepHaTa penosspusaius Ha cbpiieto (QT unTepnain).
Bbrpeku ToBa, npu eHO iN ViVO poyYBaHe ¢ €MHUYHA 1032 IPU MaiiMyHH, HE ca HaOJI01aBaHK
npomenu B QT uaTepBana wn ¢popmara va EKI BeiaUTE.

Ja3aTiHUO He € MyTareHeH IpH iN Vitro TectoBe ¢ GakTepuaiHu KICTKH (TecT Ha Ames) U He €
H0Ka3aJl TeHOTOKCHYHOCT MPH IN VIVO MUKPOHYKJICApPEH TECT NPH ITbX0Be. J[a3aTHHUO € KiIacTOreHeH
in Vitro mpu aensim ce oBapHaiHu KiIeTku oT kurtaiicku xamctep (CHO).

ﬂaSaTI/IHI/IG HE ITIOBJIMsABA (1)epTI/IJII/ITeTa IIPpU MBIKKUTEC UIIHU JKCHCKUTEC JKUBOTHU TP KOHBCHIITMOHAJIIHO
NpOyYBaHe 10 OTHOIICHHE HA (pepTUIIUTETa U paHHaTa eMOproreHe3a Npy IUTbX0BE, HO MHIYIHPA
JIETaIUTET HA eMOPUOHA IIPHU JI03U, KOUTO ce TOOIIKaBaT 10 KIMHUYHATA eKCIIO3UIUS IpH Xopa. [Ipu
NPOYYBaHUS 32 eMOPHOPETATHOTO pa3BUTHE, 1a3aTHHUO CHIO BOJU IO JICTATUTET Ha eMOpHOHa,
CBBP3aH C HAMAJICHHE Ha OpOs Ha MAJIKHUTE IPH ILThXOBE, KAKTO U N3MEHEHHs Ha CKeJleTa Ha (eryca,
KaKTO TIPH IUTBXOBE, TaKa M IpH 3aiiiu. Te3u eeKkTH HacTHIIBAT NPH JI03U, KOUTO HE BOAAT JI0
TOKCHYHOCT 3a MaliKaTta, KOeTO [T0Ka3Ba, 4e Ja3aTHHHO MPHUTEKaBa CeJICKTUBHA TOKCHYHOCT T10
OTHOIIICHHE Ha PENPONYKIHUATA OT UMIDTAHTHPAHETO 10 3aBbpIIBaHE Ha OpraHOreHe3ara.

ITpy MHIIKH, Ja3aTHHUO MPeIN3BUKBA HMYHOCYIIPECHSI, KOSITO € JI0303aBHCHMa 1 CE OBJIa/IABa
e(heKTHUBHO Ype3 HaMaJsIBAHE Ha J03aTa W/WITH MPOMEHN B CXeMaTa Ha mpuiarade. J{azaTuaub e
nokasai (OTOTOKCHYEH MOTEHIMAN MpH iN Vitro TecT 3a POTOTOKCUYHOCT C MOTTBINAHE HA HEYTPATHO
yepBeHo, ¢ mumHu Gudpodiactn. Cunta ce, 4e ga3atuHub He € POTOTOKCHUEH iN ViV ciex
€THOKPATHO TIEPOPATHO TIPHUIIOKEHHE TTPH JKSHCKHU TOJIM MUIITKH TIPU €KCITO3UIINN A0 3 ITBTH T10-
BHCOKH OT CKCIIO3UIIMATA MPH XOpa CJIe/l MpUIaraHe Ha MpernopbhunTesiHaTa TeparneBTHYHATa 1032 (Bb3
ocHoBa Ha AUC).

B nByroaumiHo npoy4saHe 3a KaHIIEPOTE€HHOCT IPH IITbXOBE Ca MPUIIAraHy EPOPaTHH 103U
nmazatuauo ot 0,3, 1, u 3 mg/kg/nen. Hali-Bucokara j103a BOJIU 10 HUBO Ha IJIa3MEHA €KCIIO3UITHS
(AUC) 06110 B3eTO €KBUBAJIEHTHO HA Ta3u MPHU YOBEK, KOATO OU Ce MOTydniIa B MPETOPbIATEITHHS
nHTepBai Ha HadainauTe A03u oT 100 mg a0 140 mg Ha neH. 3abensi3Ba ce CTATUCTUYECKH 3HAYNMO
yBEJIMUYEHHE B 00IaTa YeCTOTa HA CKBAMO3OKJIEThYEH KapLHOM U MMallWJIOMU Ha MaTKara u
MaTOYHATa MIMHKA ITPH KEHCKU €K3EMIUTIPH, Ha KOUTO Cca IIPUJIaraHu BUCOKH A03U. [Ipn MBKKH
€K3eMIUIIPH , Ha KOUTO ca IPUJIaraHd HUCKU 103U c€ Ha0JII01aBa IOBUIIaBaHE YeCTOTaTa Ha alcHOM
Ha npocTtaraTta. He e n3BecTHa MpUIOKUMOCTTA HA HAXOJKUTE OT MPOYYBAHETO 3a KAaHIIEPOTEHHOCT
IIpH IUTBXOBE 3a XOpara.
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6. OAPMAIIEBTUYHU JAHHHU
6.1 CnuchbK HA IOMOIIHUTE BEIEeCTBA

SAnpo Ha Tabnerkara

JlakTO3a MOHOXHIPAT

Ienynosa, mukpokpuctainaa PH 101 (E460)
Kpockapmerosa marpuii (E468)
Xuapokcunponunuenynosa (E463)
Hemymnoza, mukpokpuctanaa PH 112 (E460)
Marnesues creapat (E470)

DUIMOBO OKPUTHE
Xunpomenosa (E464)
TuranoB nuokcun (E171)
Tpuanerun (E1518)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocT

2 TOIUHU

6.4 CpoenuaJiHu yCJIOBHUS Ha CbXpaHeHHe

To3u nexkapcTBEH MPOAYKT HE U3UCKBA CHELUAIHHU YCIIOBUS HA ChbXPaHEHHUE.
6.5 Bwuau chabp:KkaHue HA ONAKOBKAaTAa

Jazatuan6 Accord Healthcare 20 mg, 50 mg dunMupanu TabieTKn

bauctepu ot OPA/AI/PVC//Al (6nuctepu nim niepdopupanu OJUCTEPH € SAUHIUYHU JT03H).
Kapronena kytus, cpappxama 56 umu 60 dunmupanu TabieTku B OIUCTEpH.
Kapronena kytus, cpappikama 56 X 1 wmu 56 X 1w 60 X 1 punmmupana tadnerka B nepdopupanu

OmcTepu C eTMHUYHU JI03H.

Hazatuau6 Accord Healthcare 70 mg dbunmupanu TabueTku

Bbaucrepu ot OPA/AI/PVC//AI (6mucrepu wiu epdopupanu OIIMCTEPH).
Kapronena xyrtusi, cpappxaiia 56 nian 60 punmupanu TabieTk B OJUCTEPU C €AMHUYHH JT03H.
Kapronena kytus, chabprxaiina 56 X 1 wim 60 X 1 ¢punmupana tadiaeTka B neppopupanu OJIUCTEpH ¢

CIWHWUYHHU JO3U.

Jazatuan® Accord Healthcare 80 mg u 140 mg duwiaMupanu TabiIeTKH

Bbaucrepu or OPA/AI/PVC//AI (6muctepu nm niepdopupanu OJIMCTEpH ¢ SAMHIYHU JIO3H).
Kapronena kytus, chabprxkaia 30 wiu 56 GpuamMupanu TabIeTKy B OJUCTEPH.
Kapronena xytus, cpabpkamia 30 X 1 uau 56 X 1 ¢punmupana tabnetka B nepdopupanu OJIUCTEPH C

CAWHWUYHHU JO3U.

Jazatuau6 Accord Healthcare 100 mg dunMmupanu TabieTku

Bbaucrepu ot OPA/AI/PVC//AI (6muctepu win iephoprpaHy OIUCTEPH C AUHUYHH TO3H).
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Kapronena kyrus, chabpixkania 30 unu 56 Gpunmupanu Ta0IETKH B OUCTEPH.
Kapronena kytust, ceapprkama 30 X 1 nnm 56 X 1 punmupana tabnerka B mepdopupanu OiaucTepu ¢
CIMHUYHU JI03H.

He Bcuuky BUIOBH OITaKOBKM MOTart J1a ObJaT IycHAaTH Ha Ia3apa.
6.6 CroenuajHM NpeANa3sHu MepPKHU NPH U3XBBPJIsiHE H padoTa

OuIMHUpPaHUTE TAOJIETKH C€ CHCTOST OT TabJETKa C SAPO, 3a00UKOJICHO OT (GHUIMOBO TIOKPHUTHE, 3a 11a
ce MPEeIOTBPATH U3NIaraHeTo Ha MEJAMIIMHCKHUTE CIICIIMAIMCTH Ha BB3JICHCTBUETO HA aKTHBHOTO
BeniecTBo. [IpenopbuBa ce MEAUIIMHCKUTE CICIIMATICTH J1a U3II0JI3BAT JATEKCOBU WIIM HUTPUIIHU
PBKaBUIM 32 eIUHIYHA yroTpeda mpu padoTa ¢ TabJIETKH, 3a J1a CBEAAT JI0 MUHUMYM PUCKA OT
EKCIIO3HITUS Ha KOXaTa, B CTydail ue QuiMupanuTe TabneTku ObIaT HeNpeTHAMEPEHO Pa3TPOLICHN
HJIN CUHYIICHU.

Hewnsnon3panusr JICKApCTBEH NPOAYKT WM OTHAABYHUTE MaTE€prUalid OT HETO Tp5{6Ba Jla C€ U3BXBBPIIAT
B CBbOTBCTCTBUEC C MCCTHUTC U3HUCKBAHHA.

7. HNPUTEXATEJI HA PASPEIIEHUETO 3A YHHOTPEBA

Accord Healthcare S.L.U.

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

08039 Barcelona

Ucnanus

8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

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

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

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

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

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

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

80mg:

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

100mag:
EU/1/24/1839/017
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EU/1/24/1839/018
EU/1/24/1839/019
EU/1/24/1839/020

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

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

9. JATA HA ITbPBO PAZPEINIABAHE/IIOJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Jlata Ha TBPBOTO pa3pelieHue:

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[MonpoOHa nH(popMaITUs 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o JiekapcTBaTa https://www.ema.europa.eu.
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MNPWIOKEHMUE 11

MMPOU3BOJUTEJ (M), OTTOBOPEH(M) 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA
APYI'N YCJIOBUS N UBNCKBAHUS HA PASPELIEHUETO 3A YIIOTPEBA

YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

44



A.  TIPOU3BOAUTEJI(M), OTTOBOPEH(H) 3A OCBOBOKJIABAHE HA ITAPTHU/IU

Hme u agpec Ha npousBoauTessi(MTe), OTTOBOPeH (M) 3a 0CBOOOKIaBaHE Ha MAPTHIUTE

Accord Healthcare Polska Sp. z o.0.

ul. Lutomierska 50
Pabianice, 95-200
TTomnma

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

Pharmadox Healthcare Limited
Kw20a Kordin Industrial Park
Paola, PLA 3000

Manta

IlewaTHaTa JTUCTOBKA Ha JIEKAPCTBEHHS MPOAYKT TPOBa Ja ChIbPKAa UMETO U ajpeca Ha
MIPOU3BOANTENS, OTTOBOPEH 32 OCBOOOXKTaBAHETO HA ChOTBETHATA MAPTHIA.

b. YCJIOBUA UJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOYKT C€ OTITycKa 10 OrpaHUYEHO JeKapcko npeanucanue (Bx. [punoxenue I:
Kpatka xapakTepucTHKa Ha IPOyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUA U UBUCKBAHUS HA PASPEIHIEHUETO 3A YIIOTPEBA
- IlepuoguyHu aKTyaJau3npanm aokjaanau 3a oezonacuoct (IIALB)

WzuckBanwmsrta 3a mogaBane Ha [IAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIIHCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensunes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyalU3aliy, MyOIMKYBaHH Ha €BPOTICHCKUS
yeOmopTa 3a JieKapcTBa.

I'.  YCJIOBUA NN OT'PAHUYEHUS 3A BE3OITACHA U E@CEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

- IL1an 3a ynpasJjienue Ha pucka (ITYP)

Iputexarenst Ha pasperieHreTo 3a yrnorpeda (ITPY) tpsOBa 1a U3BbpIIBA H3UCKBAHUTE ACHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIesIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus [1YP,
npenctased B Monyn 1.8.2 va Pa3pemenneTo 3a ynotpe6a, KakTo U IIPH BCUYKH CIIEABAIIN
chIlacyBaHU akTyanu3zanuy Ha [TYP.

Axrtyammsupan [IYP tpabBa na ce mopasa:

- 1o “ckaHe Ha EBporielickaTta areHIus 1o JeKapcTBara;

- BUHAry, KOraTo ce M3MEHsI CcTeMaTa 3a yIpaBJIeHUE Ha pUCcKa, 0COOCHO B pe3yirTaT Ha
NoJy4aBaHe Ha HOBa HH(OpPMaLHs, KOSTO MOXKE /1a I0BeJIe 10 3HAYHMH POMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE/ AOCTUTaHEe Ha BayKEH eTal (BbB BPb3Ka ¢ IPOCiIe/sIBaHe
Ha JIeKapCTBEHaTa 0€30I1aCHOCT WJIM CBEXJaHE Ha PUCKA 10 MUHUMYM).
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NPUJIOKEHHUE Il

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatuan6 Accord Healthcare 20 mg ¢punmupanu TabneTku
Ja3aTuHUO

| 2. OBSIBBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Bcesika punvupana tabnerka cpabpika 20 mg ma3aTuHUO (KaTo MOHOXHIPAT).

| 3.  CNHMCBHK HA MOMOIIHUTE BELIECTBA

ITomoram BemiecTBa: ChABPIKA JIAKTO3A.
3a moBeve nHGOPMAIlKsI BHXKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

56 dhunmupanu TabICTKH
60 punmupanu TabIeTKH
56 x 1 ¢punmupana TabieTka
60 X 1 punmupana TabieTka

‘ 5. HAYMUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEKJIAHE

[Ipenu ynotpeda npoyereTe IMCTOBKATA.
TlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXJIEHUE, UYE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsCTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEIMAJIHU ITIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UWJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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 PABPEHIEHUETO 3A YIIOTPEBA

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

13. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

Hazaruan6 Accord Healthcare 20 mg

‘ 17. YHUKAJIEH WAEHTH®UKATOP — JIBYU3MEPEH BAPKO/J{

JByn3mepeH 0apKoJ1 ¢ BKIIOYCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. YHUKAJIEH HAEHTUH®UKATOP — JTAHHU 3A YETEHE OT XOPA

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

BJIUCTEP NJIN NEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatuanb Accord Healthcare 20 mg TabneTku
Ja3aTuHUO

‘ 2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A ThPI'OBUSA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JIPYIO

ITepopanHo mpunoxeHue
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatuanb Accord Healthcare 50 mg ¢punmupanu tabneTkn
Ja3aTHHHIO

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

Bcesika punmupana tabnerka cpabpika 50 mg mazatuHUO (KaTo MOHOXHIPAT).

3.  CHOUCHK HA HOMOUIHUTE BEILECTBA

ITomoram BemiecTBa: ChABPIKA JIAKTO3A.
3a moBeve nHGOpPMAIlKs BHXKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

56 dhunmupanu TabICTKH
60 ¢unmupanu TabIeTKH
56 x 1 ¢punmupana TabieTka
60 X 1 punmupana TabiaeTka

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BHBEKJTAHE

IIpenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo IpHIIOKEHHE.

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA JIEITA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE
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10. CHELHUAJIHU IMPEANIASHU MEPKU ITPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME 1M 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

Ucmanns

12. HOMEP(A) HA PASBPEIIEHUETO 3A YIIOTPEBA

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

13. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

Hazaruan6 Accord Healthcare 50 mg

‘ 17. YHUKAJIEH HAEHTHO®UKATOP — IBYU3MEPEH BAPKOJ{

JByn3mepeH 0apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. YHUKAJIEH HIEHTUH®UKATOP — JTAHHU 3A YETEHE OT XOPA

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

BJIUCTEP NJIN NEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatunan6 Accord Healthcare 50 mg Tabnetku
Ja3aTuHUO

‘ 2. HUME HA IIPUTEXXATEJISA HA PASPEHIEHUETO 3A ThPT'OBUSI

Accord

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO

IIepopanHo npunokeHue.

53



JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazaruanb Accord Healthcare 70 mg dumvupanu TabneTku
Ja3aTHHHIO

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

Bcesika punmupana tabnerka cpabpika 70 mg mazatuHUO (KaTo MOHOXHIPAT).

3.  CHOUCHK HA HOMOUIHUTE BEILECTBA

ITomoram BemiecTBa: ChABPIKA JIAKTO3A.
3a moBeve nHGOpPMAIlKs BHXKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢unmupanu TabIETKH
60 dmiMupanu Ta0IETKH
56 x 1 ¢punmupana TabieTka
60 X 1 punmupana TabiaeTka

| 5.  HAYMH HA MMPUJIOKEHUE M MBT(MIIA) HA BbBEKIAHE

[Mpeau ymorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoKeHUE.

6. CIHEHUAJIHO NPEAYHNPEXJIEHUE, UYE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

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

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHELHUAJIHU IMPEANIASHU MEPKU ITPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Ucmanns

12. HOMEP(A) HA PASBPEIIEHUETO 3A YIIOTPEBA

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

13. TAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

Hazatuan6 Accord Healthcare 70 mg

‘ 17. YHUKAJIEH HAEHTHO®UKATOP — IBYU3MEPEH BAPKOJ{

JByn3mepeH 0apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. YHUKAJIEH TAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

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

BJIUCTEP NJIN NEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatuanb Accord Healthcare 70 mg TabneTku
Ja3aTuHUO

‘ 2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A ThPI'OBUSA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JIPYIO

IlepopaiiHo NpHITIOKEHUE.
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPNUYHA KAPTOHEHA OITAKOBKA

‘ 1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Hazatuanb Accord Healthcare 80 mg ¢punmupanu tabneTkn
Jla3aTUHUO

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bcesika punmupana Tabnerka chabpika 80 mg nqazaTuHUO (KaTO MOHOXHUIPAT).

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[ToMouIHYM BelllecTBa: ChabPKA JIAKTO3A.
3a moBeve nHGOpPMAIlKsl BHXKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢punmupanu TabIEeTKH
56 ¢unmupanu TabIETKH
30 x 1 ¢punmupana TadeTKa
56 % 1 ¢unmupanu TabIeTKH

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

[Ipenun ynorpeba npoyereTe IMCTOBKATA.
IlepopaiiHo IpHIIOKEHHE.

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TIOCET'A HA JIEITA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE
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10. CHELHUAJIHU IMPEANIASHU MEPKU ITPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME 1M 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

Ucmanns

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

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

13. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

Hazaruan6 Accord Healthcare 80 mg

‘ 17. YHUKAJIEH HAEHTHO®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. YHUKAJIEH HIEHTUH®UKATOP — JTAHHU 3A YETEHE OT XOPA

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

BJIUCTEP NJIN NEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatunan6 Accord Healthcare 80 mg Tabnetku
Ja3aTuHUO

‘ 2. HUME HA IIPUTEXXATEJISA HA PASPEHIEHUETO 3A ThPT'OBUSI

Accord

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO

IIepopanHo mpunokeHue.
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatuanb Accord Healthcare 100 mg ¢punmmupann TabiaeTkn
Ja3aTHHHIO

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

Bceska punmupana tabnerka cpabpika 100 mg ma3atnHNO (KaTO MOHOXHUIPAT).

3.  CHOUCHK HA HOMOUIHUTE BEILECTBA

ITomoram BemiecTBa: ChABPIKA JIAKTO3A.
3a moBeve nHGOpPMAIlKs BHXKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 dhunmupanu TabJICTKH

56 dhunmupanu TabICTKH

30 x 1 ¢punmupana TabieTka
56 % ¢unmupana TabieTka

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEKJTAHE

[Ipenun ynorpeba npoyereTe IMCTOBKATA.
IlepopaiiHo IpHIIOKEHHE.

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA JIEITA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE
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10. CHELHUAJIHU IMPEANIASHU MEPKU ITPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME 1M 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

Ucmanns

12. HOMEP(A) HA PASBPEIIEHUETO 3A YIIOTPEBA

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

13. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

Hazarunau6 Accord Healthcare 100 mg

‘ 17. YHUKAJIEH HAEHTHO®UKATOP — IBYU3MEPEH BAPKOJ{

JByn3mepeH 0apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. YHUKAJIEH HIEHTUH®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP NJIN NEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatuanb Accord Healthcare 100 mg tabnetkn
Ja3aTuHUO

‘ 2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A ThPI'OBUSA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JIPYIO

IlepopaiiHo NpHITIOKEHUE.

62



JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatuan6 Accord Healthcare 140 mg punmupanu Tabnetku
Ja3aTHHHIO

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

Bceska punvupana tabnetka cpabpika 140 mg ma3atnHNO (KaTO MOHOXHUIPAT).

3.  CHOUCHK HA HOMOUIHUTE BEILECTBA

ITomoram BemiecTBa: ChABPIKA JIAKTO3A.
3a moBeve nHGOpPMAIlKsl BHXKTE JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 dhunmupanu TabJICTKH
56 dhunmupanu TabICTKH
30 x 1 ¢punmupana TabieTka
56 x 1 ¢punmupana TabieTka

| 5. HAYMH HA MMPUJIOKEHUE M MBT(MIIA) HA BbBEKIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo NpuIIOKEHHE.

6. CIHEHUAJIHO NPEAYHNPEXJIEHUE, UYE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

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

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE
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10. CHELHUAJIHU IMPEANIASHU MEPKU ITPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Accord Healthcare S.L.U.

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

08039 Barcelona

Ucmanns

12. HOMEP(A) HA PASBPEIIEHUETO 3A YIIOTPEBA

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

13. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

Hazarunau6 Accord Healthcare 140 mg

‘ 17. YHUKAJIEH HAEHTHO®UKATOP — IBYU3MEPEH BAPKOJ{

JIByn3MepeH 0apKoJI ¢ BKJIFOUEH YHUKAJICH HACHTH()HUKATOP.

‘ 18. YHUKAJIEH HIEHTUH®UKATOP — JTAHHU 3A YETEHE OT XOPA

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

BJIUCTEP NJIN NEP®OPUPAH BJIMCTEP C EAMHNYHU 103U

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hazatuau6 Accord Healthcare 140 mg tabietku
Ja3aTuHUO

‘ 2. NME HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A ThPI'OBUSA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JIPYIO

IlepopaiiHo NpHITIOKEHUE.
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b. JUCTOBKA
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JlncroBka: undopmanusi 3a NoTpeduTeNs

Hazatuau6é Accord Healthcare 20 mg puimupanu TadieTku

Nazatuan6é Accord Healthcare 50 mg puaimupanu TadneTku

Nazatuan6é Accord Healthcare 70 mg punmupanu Tadierku

Hazatuau6é Accord Healthcare 80 mg puimupanu TadieTku

Hazaruuué Accord Healthcare 100 mg ¢puamupanu TadaeTku

Jazaruun6 Accord Healthcare 140 mg ¢puamupanu TaéaeTku
nmasatuau6 (dasatinib)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA MPeIN A 3aMl0YHeETe /1a IpueMaTe TOBA JIEKAPCTBO,

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

- 3amazere Ta3u JIMCTOBKA. MOJKe /1a ce HaJOXH JIa sl POYETETe OTHORO.

- AKO UMaTe HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexap wiu gapmaiieBt.

- Tosa nekapcTBO € npeanucaHo JuuHo Ha Bac. He ro nmpeorcTbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIy, HE3aBUCHMO Y€ TPU3HAILIMTE Ha TAXHOTO 3a00JsBaHe ca ChIUTe KaTo BammuTe.

- AKO MOTy4YuTe HIKAKBU HEXKEJIAHU JICKapCTBEHU peakLMy, yBeaoMeTe Bamuns nekap unu
(bapMaueBT. ToBa Bk/II0YBa M BCUYKH BB3MOKHH HEXKEJIaHU pCaKuuun, HECONMMCAHU B Ta3U
TUCTOBKA. BmkTe Touka 4.

KakBo cbIbp:ka Ta3u JHCTOBKA:

Kaxso npencrasnssa [lazatuan0d Accord Healthcare u 3a kakBo ce u3mnon3sa
Kakso Tpsi6Ba na 3naere npeau na npuemete Jlazatuau6 Accord Healthcare
Kak na mpuemate Jlazatuau6 Accord Healthcare

BBb3M0KHM HEXETaHU pEeaKLUU

Kak nma cexpansBate Jlazatuuau6 Accord Healthcare

ChIappKaHKe Ha OMAKOBKATA M JAOMBIHUTEIHA HHPOPMALLHS

ol wnE

1. Kakso npeacrasasisa Jlazatunu6 Accord Healthcare u 3a kakBo ce n3noJi3Ba

Hazatuan6 Accord Healthcare cbabpika akTHBHOTO BeIIEeCTBO qa3aTHHUO. ToBa JIEKapcTBO €
NpEeIHA3HAYCHO 32 JICUCHUE Ha XPOHUYHA MuesouaHa JeBkemus (XMJI) npu Bb3pacTHH, FOHOIIN U
Jieria Hai-Maiko Ha 1 roguna. JIeBkemMusTa MpencTaBisBa pak Ha OenuTe KpbBHU KJIeTKH. Te3n Oenn
KJICTKA OOMKHOBEHO TOMarar Ha opraHu3ma jia ce oopu ¢ undekuusata. [Ipu xopa ¢ XMJI, OpositT Ha
OenmuTe KPbBHU KIICTKH, HAPSUCHH TPAHYJIONUTH, 3a1I0YBa HEKOHTPOJIUPAHO Ja HapacTBa. JlazaTuHuO
Accord Healthcare motucka HapacTBaHeTO Ha OpOsi Ha TE€3U JICBKEMUYHH KIIETKH.

Hazatuan® Accord Healthcare ce usnosnssa 3a jedenue Ha nonoxurenHa 3a Ounagenduiicka
xpomosoma (Ph+) octpa mumpobnacTaa neskemus (OJLJI) npu Bb3pacTHU, IOHOIIM U Jiena Haj 1-
rOJIAIIHA Bbh3pacT u tuMdonHa 6aactaa XMJI npu Bb3pacTHH, IIPU KOUTO HE € MOCTUTHAT YCIIeX ¢
npeiecTanioro jgeuenue. [Ipu xopara ¢ OJIJI, 6enuTe KIIeTKH, HApEUEHU JIMMQOIIUTH, Ce
Pa3sMHOXKABAT MPEKAJICHO ObP30 M KUBEAT TBBbpAE Abaro. Jazatuauod Accord Healthcare motucka
YBEIUYABAHETO HA TE3U JICBKEMUYUHH KIICTKH.

AKO MMate HIKaKBH JOMbIHUTEIHH BIPOCH, OTHOCHO JeticTBuero Ha Jasatuau6 Accord Healthcare
WK 3amo Bu e npeamnican To3u JIeKapCcTBEH MPOAYKT, MOJIS MomuTaiite Bamms jgekap.

2. KakBo Tpsi6Ba 1a 3HaeTe npean 1a npuemere Jlazatunud Accord Healthcare

He npuemaiite Tazatunuo Accord Healthcare

- aKo CTE aJlepruYHu KbM Ja3aTHHUO WK KbM HIKOSI OT OCTAHAJIHMTE ChCTABKH HA TOBA

JeKapcTBO (M30pOEHH B TOUKA 6).
AKoO MOiKe 1a cTe ajlepru4Hu, nonuTaite Bamus Jiekap 3a cbBer.
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IpenynpeskaeHus U NPeINasHu MEPKH
T'oBopere ¢ Bammst ekap win apMarieBT, npeau na usnonssare Jaszarnauo Accord Healthcare

*  aKo MpHEeMare JEeKapcTBa 3a pa3peskaaHe HA KPbBTA WM PEIOTBPATSIBaHE HA ChCUPBAHETO
(Bwxre ,,Jpyru nexkapctsa u Jlazaruuub Accord Healthcare™).

*  aKO MMAaTe YSPHOAPOOEH WK ChPACYEH MPOOIIEM UK CTE UMAJIH TaKbB.

* aKko 1o Bpeme Ha mpuema Ha J{azaturn6 Accord Healthcare ce mosiBAT 3aTpyaHeHo quIaHe,
00JIKa B I'bPAMTE WM KAILIMIA: TOBA MOXe J1a ObJie IPU3HAK Ha 3abpiKaHe Ha TEYHOCT B
Oenute ApoOOBE WITH TPBHIHMS KOII (KOSTO MOXKE J1a € TI0-9€CTO IIPH MMAlHeHTH Ha BB3PacT 65
TOJIMHH WJIH TIOBEYE), HJIH TIOPaJId MPOMEHH B KPHbBOHOCHUTE ChI0BE, KOUTO KPbBOCHAOISIBAT
Oenmute 1poOoBe.

*  aKO CTE MMaJIM WIIK MOXeE cera Jia umare uHpeknus ¢ xenatut B. Tosa e Taka, 3amoTo
Hazaruan6 Accord Healthcare mosxke ma mpuanHY IPEMHUHABAHETO HA MH(DEKIIUATA C XEIIATHT
B otHOBO B akTHBHA (popMa, KOETO MOXKe J1a ObJie (haTaHO B HAKOU Ciaydau. IlanuenTure mie
6’B,H3T BHHUMATCIIHO NPETJICAaHU OT JICKAp 3a NpU3HAIKM Ha Ta3nu I/IH(I)GKHI/IH, npeau aa 3aro4He
JICYCHHUETO.

*  aKo MOJIyYHTEe CHHUHH, KbPBEHE, MIOBHIIIEHA TEMIIEpaTypa, yMopa U 00bPKaHOCT, TOKATO
npuemare Jlazatunn6 Accord Healthcare, cespikete ce ¢ Bamus nekap. ToBa Moxe a €
MPU3HAK HAa YBPEXkKIaHE Ha KPbBOHOCHUTE ChIOBE, H3BECTHO KaTO TPOMOOTHYHA
mukpoanruonatus (TMA).

Barmmsit jekap peoBHO Iie mpocie/siBa ChCTossHueTo By, 3a 1a nposepu manu Jasatuau6 Accord
Healthcare uma sxenanus edexr. ITo Bpeme Ha npuema Ha Jlazatuau6 Accord Healthcare, penosHo mie
Bu 0b11aT U3BBPIIIBAaHK U3CJICIBAHUS Ha KPBHBTA.

Jleua u roHOIIH

He npuutaraiite ToBa jiekapcTBO Ha Jielia Ha Bb3pact 1o | roguHa. MimMa orpaHudeH OIuT ¢
ynorpebara Ha [lazatunu6 Accord Healthcare B Tasu Bp3pacroBa rpyna. [Ipu nena, npuemarin
Hazatuan6 Accord Healthcare, BuumarenHo 1ie ce mpociie/isiBa pacTexa Ha KOCTHTE U Pa3BUTHETO.

Npyru aexkaperBa u Jazaruauné Accord Healthcare
Nudopmupaiite Bammus jiekap ako mpyemMare, HaCKOpO CTe IPUEMAIIN WM € Bb3MOKHO J1a IPUEMETE
JIPYTH JIE€KapCcTBa.

Hazatuan6 Accord Healthcare ce npepa®oTtBa riaBHo ¢ moMoiira Ha yepHus apod. Hskou nekapctsa
MOTaT ChIIO J1a MOBIHSAT Ha edekra Ha J{azarurnd Accord Healthcare, koraro ce mpuemar
€THOBPEMCHHO.

Te3u JexapcTBa He TPsAOBA 1a GBAAT NpUeMaHu eqHOBpeMeHHO ¢ JlazaTunuo Accord
Healthcare:

*  KETOKOHA30JI, UTPAKOHA30] — TOBA C2 MPOTUBOIrLOMYHH JeKapCcTBa

"  EPUTPOMHIINH, KIAPUTPOMHIINH, TEIUTPOMHIIUH - TOBA CA AHTHOHOTHIIH

" PHUTOHABHUD - TOBA € AHTHBHPYCHO JIEKAPCTBO

» (enuTonH, kapbamazenuH, penodapOuTan - 3a JedeHNE Ha emuJIencust

*  pudaMIUIMH — 3a JICYCHUE Ha TY0epKyJI03a

*  (amMOTHAMH, OMEIPA30JI - TOBA Ca JeKapcTBa 3a OJIOKMpaHe HAa CTOMAIIHATA KUCEJTUHHOCT

*  KBJIT KaHTapHOH — OWJIKOB Mpernapar, OTIIyCKaH 0e3 peLenTa, M3I0JI3BaH 3a JICUeHHE Ha

Aenpecus U Ipyru CbCTosiHUs (MO3HAT orre karo Hypericum perforatum)

He npuemaiite nexapcTBa, KOUTO HEYTPAITH3UPAT CTOMAITHUTE KUCETUHY (AHTHAIMIM, KATO
aJTyMHHHUEB XUIPOKCHI WJIM MarHe3MeB XUIPOKCH) 2 yaca Mpeau U 2 yaca cjel npueMa Ha

HMaszatunn6é Accord Healthcare.

HNndopmupaiite Bamms gekap, ako npuemare JieKapcTBa 3a paspeskiaHe HA KPbBTA UM 3a
IpefoTBpaTsiBaHe Ha 00pa3yBaHETO Ha ChCUPELH.

Hazatuan6é Accord Healthcare ¢ xpana n HanmuTKH
He npuemaiite JTazatuan6 Accord Healthcare ¢ rpeiindpyT i cok ot rpeimndpyT.
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BpeMeHHOCT U KbpMeHe

AKo cTe OpeMeHHA TN CMsITaTe, 9€ MOXe Jla cTe OpeMeHHa, yBeAoMeTe He3a0aBHO Bamms nekap.
HazaTunn6é Accord Healthcare e TpsioBa 1a ce M3MoJI3Ba MO BpeMe HA OPeMEHHOCT, OCBEH aKo
He e a0COMIOTHO HeoOXoauMo. Bamust ekap e o0chau ¢ Bac noTeHInamHusIT puck ot ynorpedara
Ha Jlazarnau6 Accord Healthcare o Bpeme Ha GpeMEHHOCT.

Kakro MbKkeTe, Taka u skeHute, mpremarn Jasarnaud Accord Healthcare, me 6b1aT mocsBeTBaHM Oa
U3M03BaT e()EeKTHBHY KOHTPAIEIITHBHU METOIH IO BPEME Ha JICUCHHETO.

AKo KbpMHUTE, YBeoMeTe Bamms jiekap. Bue Tps6Ba na cipete 1a KbpMHUTE, JOKATO IIpUEMAaTe
Hazatuanb Accord Healthcare.

Ilodupane u padoTa ¢ MAIIUHU
braere ocoOeHO BHUMATENHY IO BpeMe Ha IodupaHe Win padoTa ¢ MalllMHU B ClTydail ue npu Bac ca
HaJIMIIEC HEXKENaHU PEaKIU KaTo 3aMassHOCT U 3aMbIIICHO BIDKAAHE.

Hazaruau6é Accord Healthcare chabpika Jakro3a
Axo Bamusr nexap Bu e ka3ain, ye nMaTe HETOHOCUMOCT KbM HSKOM 3axapH, yBenomere Bamus
JIeKap Mpeau 1a IpUEeMeTe TOBa JIEKapCTBO.

Nazaruan6é Accord Healthcare cbabpika HaTpuii
Tosa nekapcTBO chabpika mo-maiko ot 1 mmol (23 mg) Harpuii Ha TabneTka, T.e. IPAKTUYECKH HEe
ChAbpIKa HATPUI.

3. Kak na npuemare Jlazatunu6 Accord Healthcare

Hazatuan6 Accord Healthcare e Bu Ob1e npesnucan caMo OT JieKap ¢ ONUT B JICYUCHUETO Ha
neBkeMus. Bunaru npuemaiite ToBa jJekapcTBO TOUHO KakTo Bu e xazan BamusT nexap. Ako He cTe
CHT'YPHH B Helllo, nonuraite Bamms nekap wiu dpapmanest. Jlazaruau6 Accord Healthcare ce
NPENKCBA MPU Bh3PACTHH U JIela Haii- Majko Ha 1 rojuHa.

HavannaTa npenopb4uTesHa 103a NPU Bb3PACTHU MALMEHTH ¢ XpoHUYHA (a3a na XMJI e 100
mg BeIHbK THEBHO.

HauvajsHaTa npenopb4muTe/IHA /1032 IPY Bb3PACTHHU MALMEHTH € HANIPeHAIa WM 0J1acTHA KpH3a
Ha XMJI win Ph+OJLJI e 140 mg BeiHBb:K AHEBHO.

Jo3upoBkata npu aena ¢ XMJI B xpoununa ¢asza uau Ph+ QJLJI e na 6a3a tesecHo TerJio.
Hazatuan6 Accord Healthcare ce npunara nepopasHo BenHBX JHEBHO 1o Gpopmara Ha /la3aTHHUO
Accord Healthcare tabierku mim nazatuHubd npax 3a nepopaina cycnensus. Jlazatuau6 Accord
Healthcare tabnetku He ce mpenopbyBart 3a namuenTu ¢ Terio noxa 10 kg. I[paxbT 3a nepopasiHa
CyCHeH3Hs € MpeIHa3HaueH 3a nauueHTu ¢ terio nmox 10 kg u 3a maunueHTH, KOUTO HE MOrar Aa
nperapiar Tadnetku. Moxe 1a € Heo0XoanMma MpoMsiHa Ha 103aTa PH NPEMUHABaHE OT €IHa
nekapcTBeHa hopma KM JIpyra (Hamp. TabJIeTKH U Tpax 3a IepopaiHa CyCIeH3 sl ), 3aTOBa He TpsiOBa
camH Ja IPOMEHsTe JeKapcTBeHata Gpopma.

Barmusit siekap 1ie npereHu Kos € ToIXoIsIaTa JekapcTBeHa Gpopma u J103a, Ha 6a3a Bamiero teriio,
HE)KEJTaHU PeaKIny ¥ OTTOBOP Ha Jieuennero. Hauannara mosa Jazatuan6 Accord Healthcare mpu
Jielia ce U34YKCIIsIBa Ha 6as3a TeJeCHO TErjI0, KaKTo € MOKa3aHo Mo-101y:

Teaecno Terao (kg)? JAHeBHa 1032 (mg)
10 o mox 20 kg 40 mg

20 mo mox 30 kg 60 mg

30 no mon 45 kg 70 mg

Hait-maiko 45 kg 100 mg

® TabnerHara opma He ce mpenopbyBa 3a NauueHTty ¢ terio noxa 10 kg; npu Te3n nanueHT TpsiOBa 1a ce
M3II0JI3BA TIPax 3a MEPOPATHA CYCIICH3HA.
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Hsama npemopruntenna mosa Jaszatuauo Accord Healthcare 3a memna ma p3pacr mox 1 roauua.

B 3aBucumoct ot otroBopa Bu kM neuenueto, Bamust nekap moxe na Bu npeanuiie mo-pucoka
WJIW TIO-HUCKA 71034 WIIM JOPH Ja MPEKPaTH JICICHUETO 3a KPaTKO. 3a MO0-BHCOKHUTE TN TIO-HUCKHTE
JTO31 MOJKE JIa Ce HAJIOXKH JIa TIpreMaTe KOMOWHAITHN OT TAOJIETKH C Pa3INIHO KOJIMYECTBO Ha
aKTHBHOTO BEIIECTBO.

Kaxk na npuemate J{azarunué Accord Healthcare

IIpuemaiite TadJieTKUTE MO €IHO U CHIIO BPeMe BCeKH JeH. [ 'baTaiite Tabnetkute uenu. He ru
pa3uynBaiiTe, pe:keTe HiH AbBYeTe. He nmpuemaiite pasrBopenu tadbnerku. He Mmoxkere na cre
CHTYPHH, Y€ IIle IPUeMeTe IPaBIITHATA 1032 aKO Pa3dyIHTe, CPEKETE MM Pa3TBOPUTE TAOJICTKHTE.
Hazatuan6 Accord Healthcare Tabnetku morar aa ce mpuemar chC WM 0e3 XpaHa.

CnenuajHu yka3aHus 3a padora ¢ Jlazatunuo Accord Healthcare
Maunko BeposiTHO € Tabietkure Jlazarunn6 Accord Healthcare na ce cuymsr. Ho ako ToBa ce cityuw,
BCHYKH, OCBEH MMAIMEHTa, TPSAOBa Ja HOCAT phKaBUIM pu padboTa ¢ Jazaruuuo Accord Healthcare.

KoJixo abiro TpsioBa na npuemare Jazarunn6 Accord Healthcare
IMpuemaiite aszatnuu6d Accord Healthcare Bcexu nen, mokaro Bammmsr nekap He Bu kake ma cripere.
VBepere ce, ue mpuemare Jazatuan6 Accord Healthcare Tonkosa mrwiro, konkoTo Bu e mpeamnucano.

AKo cTe mpHeJIU MoBeve oT HeoOxoaqumaTa no3a JlazaTunuo Accord Healthcare
AKO ciTydaiiHO CTe MpHUEIIM TIoBeYe OT HeoOxoaumus Opoii TabIeTku, yBenomere Barvst nekap
He3a6aBHO. MoxXe J1a ce HyXKJaeTe OT CIelHa MeUIIHCKA TTOMOIII.

Axo cTe npomycHaau n1a npuemerte Jazarmuan6é Accord Healthcare
He B3emaliTe nBoiiHa 71032, 3a J1a KOMIICHCHpATEe MpoIycHaTaTa TabineTka. [Ipuemere ciepariara
TabJIleTka B 00M4aifHOTO BpeME.

AKO UMaTe HSIKaKBH JIOITBIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTANTEe
Bamms nekap nim dapmaneBt

4. BBb3MOKHH HeKeJTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPEAMN3BHUKA HEKCIaHNU pE€aKIIuX, BHIIPEKU Y€ HC
BCCKM T' ITIOJTy4aBa.

- Bceku oT ciieiHUTEe MPU3HALM MO3Ke /12 € CEPHO3HA HeKeJIaHA peaKusi:

- aKo nMmare 00JIka B ThPANTE, 3aTPYIHEHO JUIIAHE, KAIDINIA ¥ IPUMaIIIBaHEe

- aKo IMOJyYHTE HEOUAKBAHO KbPBeHe WM CHHHHU, 0€3 /1a CTe ce HapaHWIH

- aKo 3a0eNeXnuTe KPbB B IOBbPHATAa MaTEepHs, B U3NPAKHEHUATA WIM YPUHATA, WM UMAaTe YEPHU
U3IPaXKHEHUS

- aKo MMaTe MPU3HALM HA MH(]EKUMs, KaTo BUCOKA TeMIIepaTypa, CUIIHO BTpHCAHE

- aKo MMaTe BUCOKa TeMIlepaTypa, Bb3laJIeHHe Ha ycTaTa WK TbPJI0TO, MEXypH Wi OelieHe Ha
KO>KaTa W/WIN JIUTaBUIATE

Cabpixere ce BegHara ¢ Bammus jekap, ako 3a0eNexuTe HIKOW OT TOPHUTE TIPU3HAILIH.

MHOro 4ecTH HeKeJIaHU peakuuu (Morat aa 3acerHar noseue ot 1 Ha 10 qymm)

- HNndexuun (BKIIOYATETHO OaKTEPHUATHY, BUPYCHH WU T'HONTHH)

- Chbpaeynn n 6eJI0ApOOHA: HETOCTUT HA BB3IYX

- XpaHOCMIIATETHA MPOOJIeMHU: TUApHsl, TaJleHe, TOBPHIIaHES

- Ko:xHu, 3acsiramm Kocara, 0unTe U 00IIM: KOXEH 00pHUB, TPECKa, OTOK IO JIUIIETO, PHLETE H
CThIIajaTa, TIaBo0oue, YyBCTBO Ha yMOPA WIIH CI1a00CT, KbPBEHE

- Bosxa: 6oika B MycKynuTe (10 BpeMe Ha WIH CJIe]] PEYCTaHOBSIBAHE HA JICYCHHUETO), KOpEeMHaA
(abmomuHaHA) OOITKA
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- M3cnenBanusiTa MosKe 1a MOKa3BaT: HUCHK OpOit TpOMOOIIUTH, HUCHK Opoit 6eu KphbBHU
KIJIETKU (HEyTPOIICHNS ), aHEMISI, 3aIbpKaHe Ha TETHOCT OKOJIO OenuTe IpoboBe

YecTH HexeIaHU peakuuu (Morat jaa 3acerdar 10 1 na 10 gymm)

- HNndexknnn: THEBMOHUS, XepIiec BUpycHa HH(EKIHA (BKIIOYUTEITHO IUTOMETaIOBUPYCHA-
CMV), undekIus Ha TOPHATE JUXATEITHU MBTHINA, Cepro3Ha HHMEKITNA Ha KPbBTA WITH
ThKaHUTE (BKIIFOYUTEITHO HEYECTH CITyYau C JICTAJICH U3X0]T)

- Cobpaeunn u 6e10aApoOHH: CHpIICONCHE, HETIPABUIICH ChPJCUYCH PUTHM, 3aCTOWHA ChpIeUHA

HCIOOCTATBYHOCT, c1aboCT Ha CbpACYHNA MYCKYJI, BUCOKO KPBbBHO HaJIAraHE, IOBUIICHO KPBBHO

HaJsIraHe B OenuTe Ipo0oBe, Kalunia

- XpanocMuiIaTeTHU NPOOIeMU: HAPYIICHUS HAa alleTUTa, HApYIICHUE Ha BKyCa, pa3lyBaHe Ha
Kopema, Bh3MaJIeHHe Ha Je0eI0TO YepBO, 3aleK, KUCENHHH, Pa3a3BsIBaHE HA yCTaTa, IOBUIICHUE

Ha TErJI0TO, IOHMKEHNE Ha TEeTJIOTO, TACTPUT

- Ko:xxHu, 3acsirainu Kocata, O4HTe U 00LM: MpaBy4KaHe 110 KoXkaTa, CbpOeK, Cyxa Koxa,
aKHe, Bb3MAJICHNE Ha KOXKaTa, MOCTOSHEH IIyM B YIIUTE, KOCOTA, OOMIHO MOTEHE, 3pUTEITHA
HapyIIeHHs (BKIIOYUTEITHO 3aMBITIEHO BIKIAHE M HAPYIICHO BIDKAAHE), CyX0Ta B OUHTE,
CHUHHHH, JieTIpecusi, 0e3ChHHUE, 3aUepBsIBaHEe Ha JIULETO, 3aMasiHOCT, HAThPTBAHUS (CHHIHN),
AQHOPEKCHs1, ChHIIMBOCT, TEHEPATH3UPAH OTOK

- BoJxka: 6orka B cTaBUTE, MyCKYIJTHa C1ab0CT, O0JIKa B I'bpANTE, OOJIKA B PBIIETE U CTHITANATA,
TPBIIKHU, CKOBAHOCT B MYCKYJIUTC U CTAaBUTC, MYCKYJIHU ClIa3MH

- H3ciaeqBaHusITa MOXKe 1 MOKA3BAT:TEYHOCT OKOJIO CHPIIETO, TEUHOCT B OenurTe JpoOoBe,
apuT™Musl, peOpHITHa HEYTPOIIEHHS, KbPBEHE OT CTOMAITHO-YPEBHUS TPAKT, BUCOKH HUBA HA
IMMKOYHA KUCCIIMHA B KPBBTA

HeuecTn Hexkesanu peakuuu (Morat aa 3acerHat A0 1 na 100 gymm)

- Cbpaeynu u 0es10ApoOHM: MHPAPKT (BKIFOUUTENHO C JIETAIEH MU3XO0/), Bb3MaJICHUE Ha
obOBuBKaTa (pUOPO3eH cak) OKOJIO CHPIIETO, HAPYIIEH ChPJICUeH PUTHM, OOJIKA B THPHUTE
TopaJy JIUIca Ha KpbBOCHAOASIBAaHE HA ChPIIETO (CTEHOKAPAMS), HUICKO KPbBHO HAJISITaHE,

CTCCHABAHC HA JUXATCIHUTC IMIbTUIA, KOCTO MOXKE J1a MPCAN3BHKA 3aTPYAHCHUC B JUIITAHECTO,

acTMa, MOBHILIEHO KPHBHO HAJISATaHe B apTepUHTE, KOUTO KPhBOCHAOASBAT Oenute qpoOoBe

XpaHocMIIIATETHH NPO0OJIeMH: Bb3IaJICHUE Ha IIaHKpeaca, IeNTUYHA 53Ba, Bb3IaJIeHUEe Ha
XpaHOIPOBO/Ja, IOAYBaHE Ha KOpeMa, pa3KbCBaHE Ha KOXKaTa HA aHAIHUS KaHal, 3aTPyIHEHO
nperiabliane, Bb3NalIeHUE Ha IIbUYHUS MEXYp, 3allyllIBaHe Ha KIIbYHUTE IbTUILA, FacTPO-

e3zodareaner pediaykc (CbCTOSHUE, TIPU KOETO KUCETUHA UK IPYTO CTOMAIIIHO ChIBPKUMO Ce

BPBIIIa 00PaTHO B T'BPIIOTO)
- KoxHu, 3acsiraim Kocata, 04MTe U 00IIH: AJTEPrHYHN PEaKIUH BKIFOYBAIIH OOJIC3HEHH
YepBeHH MOJyTHHHU 110 KoXKaTa (eprureMa HOJI03yM), TPEBOKHOCT, OOBPKAHOCT, IIPOMEHH B

HaCTPOCHUETO, HAMAJICHO CEKCYaJIHO BJICYHCHUC, IpUJIONIaBaHE, TPEMOP, BH3IaJICHUE HA OKOTO,

KOETO MPEIU3BUKBA 3aUuepBsIBaHe WM 0OJIKA, KOJKHO 3a00JIsIBaHe, XapaKTePU3UPAIIO Ce C
0oJie3HEeHH, 3a4epBEHH, I0OpEe OYepPTaHU METHA C BHE3aITHA MOsSIBa HA BUCOKA TEMIIEpaTypa U
MOBHILIEH Opoii Ha OeMTe KPbBHU KJICTKH (HEyTpo(dHiIHa JepMaTo3a), 3aryda Ha cliyxa,

YYBCTBUTCIIHOCT KbM CBCTJIMHA, HAPYIICHUC B 3PpCHUCTO, ITOBUIICHO CHJI300TACIIAHE, IPOMAHA B
OBCTa HAa KOXKaTa, Bb3IAJICHHUEC Ha IIOAKOXKHATa MaCTHA ThbKaH, sA3Ba HA KOXKara, 06pa3yBaHe Ha

MEXYpH 110 KOXKaTa, HAPYIICHUEC Ha HOKTHUTE, HAPYHICHNE B OKOCMABAHECTO, 3aUCPBABAHEC 1
0oJKa 1o phIeTe U CThIIAJIaTa, U3BECTHO OILE KaTO CHHAPOM PbKa-Kpak, ObOpedHa

HEIOCTAaThYHOCT, YECTO YPUHHUPAHE, YroleMsiBaHe Ha I'bPIUTE NPU MBXKETE, HapyLIeHHE B
MeHcTpyanusTa, ooma cnaboct U quckoMpopT, HaMasieHa QYHKIMS Ha HIMTOBUJIHATA JKJIe3a,

3ary0a Ha paBHOBECHE IPH XOJIeHEe, OCTEOHEeKpo3a (3a00siBaHe, CBbP3aHO C HaMaleH KPhbBOTOK
KbM KOCTHTE, KOETO MOXKE JIa MPUUUHK 3ary0a Ha KOCTHO BEIIIECTBO U KOCTHA CMBPT), apTPUT,

MOIyBaHE Ha KOXKaTa B HAKON y4acThK Ha TSIIOTO

- Boaka: Bp3naneHne Ha BEHUTE, KOETO MOKE Ja IIPEeJU3BHKa 3aUepBsiBaHe, O0JIE3HEHOCT U
MOJlyBaHe, Bb3MAJICHNE Ha CyXOKUIINE

- Mo3buHu npodaemu: 3ary0a Ha mameTTa

BB3MOXHO HapyIlIeHHe Ha ObOpeyHaTa GyHKIWS, IPUYUHEHU OT OTIIAHUTE MIPOTYKTH HA

HN3cnexBanusiTa MoxKe Ja MOKAKAT: OTKIIOHCHUS B PEIYITATUTE HA KPBBHUTE U3CJICABAHUA U

pasmaganimTe ¢€ TYMOPHHU KIJICTKHU (Ty'MOp-J'II/BI/IC CI/IHI[I)OM), HHCKH HHWBa Ha aJ'I6yMI/IH B KPbBTa,

HUCBHK Opoit muMmdonuTH (BU OeJIi KPHBHU KJIETKH) B KPBBTA, BUCOKO HIBO HAa XOJIECTEPOII B
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KPBBTA, MOTyTH TUM(HU BH3IIH, KbPBCHE B MO3bKa, HAPYIICHUE HA EJICKTPUUECKATA AaKTHBHOCT
Ha CBHPIIETO, YroJieMsIBaHE HA ChPIIETO, BB3MATICHUE HA YepHUS 1po0, OENTHK B ypHHATA,
MOBHIIIEHA KpeaTUHUH (PocokrHaza (€H31UM, KOWTO ¢ OTKPUBA OCHOBHO B CHPIICTO, MO3bKa U
CKEJICTHUTE MYCKYJIH ), TIOBUIIICH TPOTIOHUH (€H3UM, KOWTO C€ OTKPHUBA OCHOBHO B CHPIIETO U
CKEJIETHUTE MYCKYJIN), IOBUIIIEHA TaMa-TIIyTaMIiITpanchepasa (€H3UM, KOWTO ce OTKPHUBA
OCHOBHO B YepHWMsI Ipo0), MpHIMYIaIa Ha MIIIKO TSIHOCT OKOJIO OennTe ApoOoBe (XHIIOTOpaKe)

Penku Hexxenanu peakuum (Morat aa 3acernat o 1 na 1000 qymu)

- Cobpaeuynn u 6e10ApoOHM: pasmIupsIBaHe Ha IICHATA KaMepa Ha ChPIIETO, BH3MAICHHUE Ha
CBhpPACYHHUS MYCKYJI, CbCTOSIHUS, TPOU3THYAILN OT OJIOKMPAHETO Ha MIPUTOKA HA KPBB KbM
CBhpACYHHUS MYCKYJ (OCTHpP KOPOHAPEH CHHIIPOM), ChPJCUCH apecT (CIHpaHe Ha KPhbBOTOKA OT
CHPIIETO), HICXeMUYHA OOJIECT Ha ChPIIETO, Bh3MAJICHNE HA ThKaHTA, TIOKPHUBAIIA CHPIIETO U
Oenute 1poOOBe, KPHBHU ChCUPELH, KPBBHH ChCUPELIM B OeuTe ApoOOBe

- XpaHocMHIIATETHH MPodJaeMH: 3aryda Ha )KM3HCHOBAaKHH XPAHUTEITHH BEIIECTBA KAaTO
OCNTHYMHHU OT XPAHOCMUJIATEITHUS TPAKT, YPEBHA HEMPOXOAUMOCT, aHAITHA (DUCTYIIA
(pa3kbcBaHe Ha KOXKaTa W/WIIH JTUTABUIIATa OKOJIO aHyca), HapylleHne Ha ObOpeyHaTa GyHKIHA,
naber

- KokHu, 3acsiraniy kocara, 04dTe W 00IIN: KOHBYJICHH, Bh3MAJICHHE HA 3pUTEITHUS HEPB,
KOETO MOJKE JIa MPESTU3BUKA IThJIHA WM YaCTHYHA 3ary0a Ha 3peHHe, CHHBOJIHMIIABH TIETHA IO
KOXarTa, HeoOMUYaitHO ToBHITICHA (DYHKITUS HA IIIUTOBUIHATA JKJIe3a, Bh3IaJICHUE Ha
IIUTOBUIHATA KJI€3a, aTAKCHS (ChCTOSHUE, CBBP3aHO C JIMICA HA MYCKYJIHA KOOPAUHALINA),
3aTPYAHEHO XOJICHE, CTIOHTAHEH a00PT, Bh3MAJICHHE HAa KPHBOHOCHHUTE ChIOBE HA KOXKATA,
KokHa pudpo3a

- Mo3buHnu npodJaeMu: WHCYIIT, BpEMEHHH €MU30/1 HAa HEBPOJIOTUYHA TUC(YHKIHS, TPUINHECHA
OT HEJIOCTUT HA IPUTOKA HA KPBB, Mapajii3a Ha JUICBHS HEPB, JCMCHIHS

- Ipo6aeMn ¢ IMYHHATA CHCTEMA: TSKKA aJICPrUIHA PEAKIHSI

- Ipo6aeMn ¢ MyCKYJHOCKeJIETHATA M CheINHUTEHATA THKAH: 320aBEHO CBbP3BaHE Ha
3200JIeHUTE Kpauina, ohopMsIy cTaBuTe (enudusn); 3a0aBeH WK U30CTABAII] PACTEK

Ch0o01maBaHu ca ¥ IPYTH HeKeJIAHHU PeaKkUU ¢ HEM3BECTHA YecToTa (0T HAJIMYHUTE TaHHU He

Mo3Ke 1a 0bJe HanpaBeHa OLleHKa)

- Br3nanenue na 6enure qpodoBe

- KpbpBOM3/IMB B CTOMAaxa MM 4epBaTa, KOETO MOXE J1a JIOBE/IE 10 CMBPT

- Penyiue (MOBTOPHO akTHBUpPaHe) HA HHPEKIHS ¢ XenaTtuT B, koraro cre mManu xenatut B B
MUHAIOTO (MH(EKIHS Ha YepHHS JPO0O)

- Peaxnus ¢ BUCOKa TeMIeparypa, MEXypH 10 KOXKaTa U pa3s3BsIBaHe Ha JINTAaBUIINTE

- 3abomsBaHe Ha OBOPENHUTE CHC CUMITTOMH, BKIIFOUYBAIIM OTOK M OTKJIOHEHHS B JIAOOPATOPHUTE
MOKa3aTeNH, KaTo OeNITHK B ypPHHATA U HUCKO HUBO HA MMPOTEHHHU B KPHBTA

- YBpexkIaHe Ha KPbBOHOCHHUTE ChAOBE, U3BECTHO KaTo TpoMOoTnuHa Mukpoanruonatus (TMA),
BKITIOUMTEITHO HaMalsiBaHe Ha Oposi Ha YepBEHUTE KPBBHU KIIETKH, HAMAaJIsIBaHE Ha
TPOMOOLIMTUTE U 00pa3yBaHe Ha KPBBHU ChCUPELN

Bamusat nekap mie npoBepsiBa 3a HAIMYMETO HA HAKOU OT T€3U HEXKENIaHU PEeaKIUu 0 BpeMe Ha
JeueHueto Bu.

Cho0maBaHe HAa HeJKEJIAHH PeaKIUU

AKO TIOJTyuHTE HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEaKIny, yBeAoMeTe Bammus nexap niau
(])apMaueBT. ToBa BKII0YBA BCUUKH BB3MOXXHH, HCOITMCAHU B Ta3U JIMCTOBKA HEXKCIIAHU PCaKIIHUU.
Moxete ChIIO J1a ChOOIIUTE HEXKEJIAHN PEaKLIUU JUPEKTHO Ype3 HAlMOHAJIHATa CUCTEMA 3a
choOIaBane, mocoueHa B [Ipmiokenue V. Karo cbo0iaBare HexelIaH! peakiviy, MOKETe Jia JaJieTe
CBOSI IPUHOC 3a MOJTyYaBaHe Ha MOBeYe HH(POPMANUs OTHOCHO 0€30M1acHOCTTAa Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate lazaruau6 Accord Healthcare

ﬂa CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.
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He u3non3BaiiTe ToBa JIeKapcTBO Ciie]] CPOKa Ha TOJHOCT OTOENSI3aH BbpXY OJNMCTEpa WiH
KapTOHEHaTa OIaKOBKa, ciex ,,l'omen m0:“/”EXP”. CpoKbT Ha TOAHOCT OTTOBAps Ha TOCIEAHUS I€H
OT IIOCOYCHUS Mecell.

Tozu JICKApCTBCH NPOAYKT HEC U3HMCKBA CIICIIUAJIHA YCJIOBHSA 3a CbXpPaHCHHC.

He u3xBbpsiiTe nekapcTBara B KaHATK3AIMATA UM B KOHTEHHEPA 3a IOMAIIHU OTHAaIbIIH.
ITommuratiTe Bammus dhapMmarieBT Kak 1a H3XBBPIIATE JIEKapCTBATa, KOMTO BeUe HE H3MoJI3Bare. Te3n
MEpKH IIe CIIOMOTHAT 3a Olla3BaHe Ha OKOJHATA Cpefa.

6. Cobabp:kaHue HA ONAKOBKATA M TIONMbJIHUTEIHA HHopManus

KakBo cbabpxa lazatunné Accord Healthcare

- AKTHBHOTO BEIIECTBO €: Ma3aTHHuO. Beska ¢punvupana tabnetka cpappxa 20 mg, 50 mg,
70 mg, 80 mg, 100 mg umu 140 mg nazatnHuO (KaTo MOHOXHIPAT).

- Hpyrure cbcraBku ca:

- AO0po na mabremkama: 1aKT03a MOHOXUIPAT; MUKpOKpHCcTanHa emyno3a PH 101
(E460); xpockapmenosa Hatpuii (E468); xunpokcunpomnuimenyiosa (E463);
MuKpokpucTaiHa 1enyino3a PH 112 (E460); maruesues creapat (E470).

- @urmoso noxpumue: xunpomenosa (E464); tutanos nuokcun (E171); Tpuanerun
(E1518).

Kax m3rnexxaa Jlasatunuo Accord Healthcare m kakBo ¢chbabp:ka onaKoBKaTa

Hazatuan6 Accord Healthcare 20 mg: dunmupanaTa Tabnerka e Osi1a 10 mouTH Osiia,
JIBOMHOM3ITBKHANA, KpbIuia (MIMHpaHa TabJIeTKa C TMaMeThp OKOJIO 5,5 MM, ¢ BursOHaTo penedno
osHauenue “IV1” ot eqHaTa cTpaHa u riaajaka oT apyrara.

Hazatuan6 Accord Healthcare 50 mg: dunmupanaTa Tabnerka e Osi1a 10 mouTH Osiia,
JIBOMHOU3ITbKHANA, OBaJiHA (priiMupaHa Tabierka ¢ npudansurenau pazmepu 10,70 X 5,70 mm, ¢
BIUTLOHATO penedHo o3nayeHue “IV2” ot enHaTa cTpaHa u riajaka OT Jpyrara.

Hazatuan6 Accord Healthcare 70 mg: dunmupanaTa Tabnerka e Osi1a 10 mouTH Osiia,
JBOMHOM3ITBKHATIA, KPBIIIa QUIMHpaHa TalJIeTKa ¢ AUaMeThp OKoIo 8,7 MM, ¢ BIUrbOHATO penedHO
o3HaueHue “IVV3” oT eqHaTa cTpaHa ¥ IIajKa OT ApyraTa.

HMaszaruan6 Accord Healthcare 80 mg: ¢punmupanara tabiaerka e 6sta 10 mouTH Osiia,
JBOWHOM3ITBKHATIA, TPUBI'BIIHA (hHiMupaHa TabieTka ¢ mpuoimsutenHu pazmepu 10,20 x 9,95 mm, ¢
BINIBOHATO peneHO o3HaueHue “IV4” ot enHaTa cTpaHa M IIaaka OT Apyrara.

Haszarnan6 Accord Healthcare 100 mg: ¢hunmupanara rabieTka e Osia 10 mouTH Osia,
JIBOWHOMBITBKHATIA, OBaJIHA (HiIMUpaHa TabneTka ¢ npubausurenanu pazmepu 14,70 x 7,10 mm, ¢
BINIBOHATO peneHO o3HaueHue “IV5” ot enHaTa cTpaHa M riiaaka ot Apyrara.

Hazatuan6 Accord Healthcare 140 mg: ¢punmupanara TabneTka e Osiia 10 moytu Osuia,
JBOWHOMBITBKHATIA, KPBIJIa puiaMHupaHa TabseTka ¢ AuameTsp okono 10,9 mm, ¢ BrrpbHaTo penedro
o3nauenue “IV6” oT eqHaTa cTpaHa M IJIajKa OT ApyraTta.

Hazaruan6 Accord Healthcare 20 mg u 50 mg ¢punmupanu TabieTku ce npeiaraT B KapTOHEH!
KyTHH, ChabpKamu 56 win 60 ¢unMupany TabneTku B OIMCTEPH U B KAPTOHEHU KYTHH, ChIbPIKaIll
56 x 1 miam 60 x 1 puamupaHu TabeTKH B iepdhopupaHu OJIMCTEPU C SAUHUYHU T03H.

Hazatuan6 Accord Healthcare 70 mg duimupanu TabneTku ce mpeaiarat B KApTOHSHU KYTHHU,

chabprkarim 56 win 60 puaMupany TadJIETKH B OJIMCTEPH, M B KAPTOHEHU KYTHH, ChIAbpKaIy 56 X 1
un 60 X 1 puamupanu TabieTky B nephopupaHu OJUCTEPH C SAUHHYHH 103U,
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Hazaruan6 Accord Healthcare 80 mg u 140 mg dunMupanu TabIeTKY ce MpeIaraT B KapTOHEHN
KyTHH, chabpxamy 30 wu 56 punmupanu TabNeTKy, U B KAPTOHEHH KyTUH, Chabpikanm 30 X 1 uimu
56 x 1 ¢punmupanu TabneTk B nepGoprpaHu OJIUCTEPU C SAMHUYHHU T03H.

Hazatuan6 Accord Healthcare 100 mg dunmupanu TabiaeTku ce npeiarat B KAPTOHSHH KYTHH,
chabpkaniy 30 unv 56 puiMHupaHu TaOJIETKH, U B KAPTOHEHU KyTHH, chabpkamy 30 X 1 wmm 56 x 1
¢unmupanu TabneTky B nepdopupaHu OJMCTEPH C SAMHUYHHU 103H.

He Bcuuku BuIOBE OMaKOBKH MOTaT Ja ObJaT IMyCHATH Ha Ha3apa.
IIpurte:xkaTesa Ha pa3pelIeHHETO 32 yNOTpeda

Accord Healthcare S.L.U.

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

08039 Barcelona

Ucnanus

IIpousBoauren
Accord Healthcare Polska Sp. z o.0.

ul. Lutomierska 50
Pabianice, 95-200
[Tommra

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

Pharmadox Healthcare Limited
Kw20a Kordin Industrial Park
Paola, PLA 3000

Manta

3a nonbJIHUTETHA HHOPMAIIHS OTHOCHO TOBA JIEKapPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NPEICTABUTEN HA MPUTEKATENs HA Pa3pelIeHHeTo 3a yrnorpeda:

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

JlaTa Ha NoCJIeIHO NpepasriieskAaHe Ha JTUCTOBKATA
Jlpyru n3TOYHUIM HA MHpOpMANHA

Hoapo6Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKApPCTBO € NPECAOCTAaBCHA Ha ye6caﬁTa Ha EBpOHeﬁCKaTa arcHuus
1o JiekapcTBaTa https://www.ema.europa.eu.
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