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1. HMME HA JJEKAPCTBEHUS MPOAYKT M3MTHAHIKTERHA ATEHURA NO REKAPCTBATA
Kpamwa xapaxmepuomuns #a npogyma - Tmmonse

Hunorunu6 3entuBa 150 mg TBBpAM KarcyJiu
Nilotinib Zentiva 150 mg hard capsules

Hunorunu6 3enrusa 200 mg TBHpAM Kancyiu
Nilotinib Zentiva 200 mg hard capsules

2 KAYECTBEH U KOJIMYECTBEH CbhCTAB

Hunotunub 3entura 150 mg TBBpAM KancyJju

Beska TBbpaa Kancyna cbabpka HWIOTHHHO xuapoxyiopua auxuapar (nilotinib hydrochloride dihydrate),
ekBUBajieHTeH Ha 150 mg HunoTuHuO (nilotinib).

[ToMOLIHO BELIECTBO € U3BECTHO JIEHCTBHE
Bceska tebpaa kancyna ceaspxa 104 mg nakrosa.

Hunotunu6 3entusa 200 mg TBBpAM Kancyiu
Bcska TBBp/a Kancysia Chabpika HWIOTHHHO xuapoxiopua auxuapar (nilotinib hydrochloride dihydrate),
exBuBasieHTeH Ha 200 mg HunoTHHKO (nilotinib).

[ToMOLIHO BelIECTBO ¢ H3BECTHO AEHCTBUE
Bcsaka Teepaa kancyna ceabpka 139 mg nakrosa.

3a NbJIHUA CITUCHK Ha NMOMOIIIHUTE BELIECTBA BUXKTE TOo4YKa 6.1.

3s JIEKAPCTBEHA ®OPMA

Tebpaa kancyna (karncyna).
Hunotunu6 3entuBa 150 mg TBBpAM Kancyiu

bsi1 10 )KXbITEHUKAB Npax B yepBeHW Henpo3pauHd TBbpAH HPMC kancynu, pasmep |, (npubnusuresnHa 1b/DKHHA
19.3 mm), ¢ yepeH xopu3oHTajlieH Haanuc 150 mg” BbpXY TAJI0TO.

Hunotunn6 3enTuBa 200 mg TBBpAH KanCyau

bsn 10 XBATEHHKAB Npax B CBETJIONKBJITH HENMPO3pa4yHH TBBPAM JKEJIaTHHOBU Kancynu, pasmep 0 (npubausurenHa
ABbJDKHHA 21.4 mm) ¢ YepeH Xopu3oHTaneH Haanuc “200 mg” BbpXy TANOTO.

4. KJIMHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHA

HunotnHub 3eHTHBA € noKa3aH 3a JieyeHHe Ha:
- BB3PACTHH M MMEJIHaTPUYHH NMALMEHTH C HOBOJAMArHOCTULIMPaHa, nojioxkuTenHa 3a @unanenduiicka
XpOMO30Ma, XpOHHYHA MHeNoKaHa neBkeMus (XMJ1) B xpoHnuHa ¢as3a,
- Bb3PACTHH NaLMEHTH B XpOHHYHA (a3a U ¢a3a Ha akcenepaumns Ha XMJL, nonoxurenHa 3a @unanenduiicka
XpPOMO30Ma, NMPH NMaUMEHTH, KOUTO €A PE3UCTEHTHH WM HE NMOHAcAT a00pe NpeX0XKaLla Tepanus,

- NeAUaTPUYHHU MALMEHTH ¢ NnoJiokuTenHa 3a Gunanenduiicka xpomozoma XMJI
PE3UCTEHTHH WJIH HE MOHACAT J00pe npeaxorkaalla Teparnus, BKI0YBaia uMa

4.2 Jlo3upoBKAa H HAYHH HA NMPHJIOKEHHE
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Jo3uposka
JleveHneTo TpsOBa N3 NPOAB/DKH, A0KATO ¢e HabN0AaBa KIHHUYHA NON3a HNH A0 Bb3HHKBAHETO Ha HEMPHEMITHBA

TOKCHYHOCT.

AKoO ce MponycHe €/1Ha A03a, MNAllMeHTHT He TPAOBa Ja npHeMa AOMbJIHUTEHA 034, HO TpAOBa Aa npHeme
CneABallaTa 103a Cropell CXeMAaTa Ha IMPWIOKEHHE.

Hozupoera npu ev3pacmuu nayuenmu ¢ nojoxcumenna 3a Puradenduiicka xpomozoma XMJ1
[IpenopbuBaHaTa 0034 é:
- 300 mg ABa METH AHEBHO NMPH HOBOAMArHocTHUMpaHH nauxeHTH ¢ XMJI B xpourusa da3a,
- 400 mg npa TBTH JHEBHO NPH NalLMEHTH B XpOHWYHA (pa3a HWIH BLB ¢a3a Ha akcenepalua Ha XMJL, koo ca

Pe3UCTEHTHH WY He MOHACAT o0pe npeaxoxaalnara TepanHs.

Hozuposka npu neduampuuny nayuenmu ¢ nosoxcumenna 3a Punadenguiicka xpomoszoma XMJI
Jo3upoBKaTa NMpH NeaJHaTPHUHH NALHEHTH € WHAWBKIYanHa U ce OCHOBABA Ha TEJIECHATA NMOBBPXHOCT (mg/m2).

[IpenopbrumrenHara no3a HWIOTHHHO ¢ 230 mg/m2 ABa TbTH AHEBHO, 3aKPHIVIEHH KBEM
Haki-0nn3kaTa go3a ot 50 mg (1o MakcumanHa eauHu4uHa 103a 400 mg) (Bx. Tabnnua 1). Morart aa ce koMOuHMpar
pa3IHyYEH KoHUeHTpaui HunotuHu6 3eHTHBA TBBPAH KANCYJIH, 3a /1a C€ NOCTHTHE XKeJlaHAaTa J03a.

JIMNCBa ONHT C JICYEHHETO Ha NEAHATPHYHH NALMEHTH Ha Bb3PacT NnoA 2 roauH. Jinnceat JaHHH npH

HOBOJHArHOCTULIMPAHH NeAUaTPHYHHU NMaLUMECHTH Ha BB3pacT noa 10 ronHHy 1 umMa OrpaHMYCeHH JaHHH NPH
nenaTpPULHH MALMEHTH Ha BB3PacT Noa 6 ronMHMU, KOHTO Ca PE3UCTEHTHH HIIH C HEMOHOCHMOCT KbM UMAaTHHHO.

Tabnnmal  CxeMa Ha npRIOKeHHe AR HAJoTHEEO 230 mg/m’ ABa MLTH AREBHO UPH
NeAHATPHYHHE NANHEATH

TenecHa NOBBPXHOCT Jo3a B mg

(TI1) (nBa MbTH JTHEBHO)

o032 m’ 50 mg

0,33 -0,54 m? 100 mg

0,55 - 0,76 m? 150 mg

0,77 - 0,97 m? 200 mg

| 0,98-1,19m? 250 mg

1,20 - 1,41 m° 300 mg

1,42 — 1,63 m? 350 mg

>1,64 m? 400 mg

Bw3pacmnu nayuenmu c nososcumenna 3a Puradeaguiicka xpomozoma XM/ 8 xponuuna gpaza, xkoumo
Ca AEKYBARU C HUAOMUKUD Kamo mepanus om NbPEa AUHUA U KOUMO CA NOCIMUZHATY Mpaex OvaboK
Monexyarper_omeoeop (MR4,5)

[IpeycTraHOBABaHE Ha N€UYEHHETO MOXKE [a ce OOMMCIIH NPH NOAXOAAILIH BB3PACTHH MALIUEHTH C
nojoxHTeNka 3a Ounaaenduiicka xpomosoma (Ph+) XMJI B xpoHnuHa (aza, KOUTO ca NeKyBaHH ¢
HIW10THHUO 300 mg aABa NMbTH AHEBHO B NMPOABL/LKERHE H& MHHHMYM 3 rOJIMHH, aKO NTOCTUTHATHAT
OBJIOOK MOJIEKYISPEH OTTOBOP € OMUN YCTOHYHB B NPOABIKEHHUE HA MUHWMYM €/1Ha roJiuHa
HEMNOCPEACTBEHO NpeaH NnpeycTaHoBsABaHe Ha NeueHHeTo. IIpeyCcTaHOBABAHETO HA JICUCHHETO ¢
HIWIOTHHHO TpAOBA Aa Ce OCBILECTBH OT JIEKap C ONHT B JICYCHHETO Ha naudeHTH ¢ XMJI (Bxk. TOuk#H

44 uns5.1).

[ToaxonslyTe NalMEHTH, KOUTO MPEYCTAHOBAT JIEYEHHETO ¢ HWIOTHHHO, TpaOBa N8 HMAT H3c/ie1BaHH
HuBa Ha BCR-ABL TpaHCKpMNITH ¥ TbJIHA KPbBHA KapTHHA ¢ audepeHLHATHO OPOCHE BCEKY MOQOH-E

NPOALDKEHHE Ha €HA roAMHA, CJIe TOBA Ha BCEKH 6 ceAMHLH NpPeE3 BTOPATa roJHHa K
cenMHULM cnen ToBa. Heobxoanmo e ga ce niasbpuisa npocieasasale Ha Hupata Ha BCE
TPAHCKPHIITHTE C KOJIMYECTBECH HArHOCTHYEH TeCT, BATHIKPAH J& H3MEPB2 HUBATA
OTroBOp No MexayHapoAHa ckana (International Scale -IS) ¢ YyBCTBHTETHOCT NOHE

ABL/ABL <0,0032% IS).
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I[1pu naupenTyre, kouro 3aryost MR4 (MR4=BCR-ABL/ABL <0,01%IS), Ho ne 1 FTMO - ronsm
monexyaapeH orrosop (MMR - Major molecular response) (I'MO=BCR-ABL/ABL <0,1%IS) no
BpeMe Ha ¢azara Oe3 neueHue, HuBaTa Ha BCR-ABL TpanckpuntHTe TpsabBa na ce npocnenssat Ha
BCEKH 2 ceaAMHULM, nokaTo HuBaTa Ha BCR-ABL ce BupHaT obpaTHo B HHTEpBana mMexay MR4 u
MR4,5. [Taiwenture, KouTo noaabpkaT HUBA HAa BCR-ABL Mexay 'MO 1 MR4 B npoasikeHnue
Ha MHHHMYM 4 NOCNeA0BaTe/IHY H3MEPBAHHUSA, MOTaT Aa C€ BbPHAT KbM OPHIHHAJIHATA CXEMa 34
NpocJcAsBaHE.

[MaumenTuTe, KOMTO H3rydbaT nocturiatia I'MO, TpaOBa aa TOAHOBAT JICYSHUETO CH B PAMKMTE Ha 4
CeMHLIM OT MOMEHTA, B KOKMTO CTaHE ACHO, Y€ € HACTbIIKNA 3aryba Ha peMuchaTa. JleueHueTo ¢
HUIO0THHHUO TpAGBa aAa ce noaHOBM ¢ a03a 300 mg nBa NBTH AHEBHO WK ¢ HamaneHa Ao3a ot 400 mg
BEAHBX AHEBHO, aKO MPH NMAUHEHTa € UMAJIO NOHMXKABAHE HA A03aTa NMPEaH NpeyCcTaHOBABAHE Ha
neveHueTo. [IpH nauueHTHTE, KOUTO MOJHOBAT JICUEHHETO ¢ HWIOTHHHO, TpabOBa Aa ce npociaeasasar
HuBaTa Ha BCR-ABL TpaHckpunTH BCeku Mecew A0KATO He ce ycTaHOBH OTHOBO 'MO H Ha BeekH 12
ceaIMHLM chen ToBa (Bx. Touka 4.4).

Bv3pacmuu nayuenmu ¢ noroxcumenna 3a Punadengpuiicka xpomoszoma XM/ 6 xponuuna ghasa,
nocmuzHaIu mpaen ovabox moaexyaapen omeoeop (MR4,5) ¢ nuromunub cred npedwecmsawyo
ACHEHUE C UMAMUHUD

[IpeycTaHOBABaHE Ha JIEYCHHUETO MOXKE Aa ce OOMHCIH NpHU H3OpaHH BbL3PACTHH MALMEHTH C
nojoxHTeAHa 3a Ounanenduiicka xpomozoma (Ph+) XMJI B xpoHudHa ¢asa, KOHTO ¢a NeKYBaHM ¢
HHWJIOTHHHO B NPOAB/XKEHHE HA MHHUMYM 3 TOJHHH, aKO NOCTATHATHAT ABJI0OK MOJIEKY/ISPEH OTrOBOP
e Oun yCTOHYMB B NPOIBHKCHHE HA MUHHMYM €1HA NOAMHA, HEMOCPEACTBEHO NPEAH MPEYCTAHOBABAHE
Ha JieueHHeTo. [IpeycTaHOBABAHETO HA JICUCHHETO ¢ HWIOTHHMO TPAOBa Aa ce OCBLUECTBH OT JIeKap ¢
OMHT B NeyeHneTo Ha nauneHTd ¢ XMJI (Bxk. Touku 4.4 u 5.1).

[1pu noaXoAALIHTE NAUMEHTH, KOUTO NPEYCTAHORAT JI€UEHHETO ¢ HWIOTHHHO, TpabRa Aa ce u3caennar
HHBata Ha BCR-ABL TpaHckpHNTH M Thj1HA KpBBHA KAPTHHA ¢ AUdepeHIIHANTHO OpOeHEe BCEKH Mecel]
B NPOABL/DKEHHE Ha €HA I'OZIMHA, CJI€]] TOBA HA BCEKH 6 CeAMULIM Npe3 BTOpaTa rofiMHA U Ha BCEKH

12 cenmuu cnen Topa. HeoOxonumo e na ce u3pwpliea npocnenspaHe Ha HUBaTa Ha BCR-ABL
TPAHCKPHIITHTE ¢ KOHYMECTBEH IHArHOCTHYEH TECT, BAJIMAHPAH 1a U3MEpPBa HHBATA Ha MOJIEKYJIAPHHA
OTrOBOP MO MeXKIyHapoaHa ckana (International Scale -IS) ¢ uyBcTBUTENHOCT NoHe MR4,5

(BCR-ABL/ABL <0,0032% IS).

[TaumeHTHTE ¢ NOTBHLpAEHA 3aryba Ha MR4 (MR4= BCR-ABL/ABL <0,01%IS) no Bpeme Ha dazaTa
Ge3 neueHune (ABe NOCNEAOBATEIHH H3MEPBaHHA B MHTEPBAN OT NOHE 4 ceAMMLIM, NOKa3Bally 3aryba Ha
MR4) unu 3aryba Ha ronam MonexynspeH otroeop (FMO=BCR-ABL/ABIL. <0,1%IS) Tpa6pa 1a
MOAHOBAT JEYCHHUETO CH B PAMKHTE Ha 4 CeAMMLIM OT MOMEHTA, B KOKTO ce pa3bepe, ue € HacTewia
3aryba Ha peMHcHATA. JleueHHeTo ¢ HuNOTHHHG TpabBa aa ce noaHORBH ¢ no3a 300 mg unu 400 mg nea
nsTH AHERHO. [Ipi nauMeHTHTE, KOHTO NOAHOBAT JIEUeHHETO C HHIOTHHHO, TpAORa fna ce npocneasaBar
HuBaTa Ha BCR-ABL TpaHCKpHITTH BCeKH MeceLl JOKaTO He C€ YCTAHOBH OTHOBO MPEAMIIHHUA IoNsaM
MOJIeKyaapeH oTroBop BIX MR4 1 Ha Bcexu 12 ceamMuuM cnen Topa (BX.

TOYKa 4.4).

Kopueupane unu moduguyupane na oozama

Moxe na e HeoOXxoaHMO JieueHHeTo ¢ HunoTHHHO 3eHTHBA BPEMEHHO Ja ¢€ NpeyCTaHOBU H/WIH
103aTa J1a C€ HaMally Mopanyd XEMaTOIOrHYHa TOKCHYHOCT (HEYTPOIICHHA, TPOMOOLIUTONEHHS ), KOATO
He ¢ CBBP3aHa ¢ noAneKaulaTa ieBkeMus (Bxk. Tabnuua 2).




Tabanoa 2

KopurapaHe Ha 103aTa NPH HEYTPONEeHHS H TPOMOONETONEHHS

B'BBP&CTHH NanHeEHTH C

ABH* <1,0 x 10°/1 uw/wn

1.

JleuenueTo ¢ HUWIOTHHHD TpAOBa Ha ce

AHEBHO

HOBOAHAarHoctHumpaHa | TpombouureRr 6poi <50 x TIPEYCTAHOBH M Ja CE MpOCaeay KpbBHATa
XMJI B xponuHa aza | 10%1 KAPTHHA.
npy 300 mg aBa NbTH 2. Jleuenuero TpiabBa na ce BL30OHOBH B
JHEBHO PaMKHTE Ha 2 CEAMHLM ¢ NPEAHILINATA
H no3a, ako ABH >1,0 x 10%/1 wunu
XMIJI B xpoHuuHa ¢asa TpomGouuti >50 x 10°/1.
NMPH NAaLHEHTH, 3. B cayuaii, ye OpoAT Ha KPBBHHTE KIETKH
PE3HCTEHTHH HITH C NPOAB/DKABA Ja € HHCBK, MOXKE Ja €
HEMIOHOCHMOCT KbM HEOOXOAUMO HaMalABaHe Ha 103aTa Ha
nMaTuHKO npu 400 mg 400 mg eauH LT JHEBHO.
ABa NbTH AHEBHO
XMIJI BB (ha3a Ha ABH* <0,5 x 10°/1 w/wnn 1. Jleuenmero ¢ Hunorunud Tpabpa na ce
aKcenepaums npu TpoMboLuTeH Opoit <10 x NPEYCTAHOBH H Ja C€ NPOCIEAH KpbBHATA
BBL3PACTHH NALMEHTH, 10%/1 KapTHHA.
PE3UCTEHTHY WIIH C 2. Jleuenuero Tpabra Aa ce BH300HOBH B
HEMOHOCHMOCT KBbM paMKHWTE Ha 2 CEAMMLIM C NpeJUIIHATA
uMaTHKO npu 400 mg no3a, ako ABH >1,0 x 10%/1 w/win
NB3 MBTH JHEBHO TpomGountn >20 x 107/1.
3. B cnyuait, ye Opod Ha KPHBHMTE KNETKH
NPOABL/DKABA Ja € HHCBK, MOXKE Ja €
HeoOX0AMMO HaMaNIABaHE Ha 034Ta Ha
400 mg €aAHH ITLT JHEBHO.
[leanaTpuann ABH* <1,0 x 10%/1 u/unu 1. JleueHnero ¢ HUIOTHHHO TpAOBa na ce
NALHEHTH C TpomMbouuTeH Hpoii <50 x NPEYCTAHOBH H Ja ce NPOCEeaH KPLBHATA
HOBOAMATHOCTHIMpaHa | 10%/] KapTHHa.
XMJI B xponuuHa ¢a3a 2. Jleuenuero Tpabwa na ce BL30OHOBH B
npu 230 mg/m? npa PAMKHTE Ha 2 CEAMMLUMH C TPEIULIHATA
ITbTH JHEBHO no3a, ako ABH >1.5 x 10°%/] w/unn
H TpomGoumTH >75 x 107/1.
¢ XMJI B xpoHHUHa 3. B cnyuali, ye 6pod Ha KpLBHHTE KNETKH
(a3a ¢ pE3UCTEHTHOCT NpoALKaBA A4 € HHCHK, MOXKE A4 €
WY HEMOHOCHMOCT KBbM HeobDXoaMMO HaMalABaHE Ha 103aTa Ha
HMATHHHO npH 230 mg/m? enuH BT AHEBHO.
230 mg/m’ nea MbTH 4. AKO Bb3HHKHE CLOMTHE ciell HaMaIBaHe

Ha Ao3ara, TpaOBa Aa ce oOMHCIH
MpeyCTaHOBABAHE HA JICYECHHETO.

*ABH = abcomoren 6poii HeyTpodUIH

I1pu HacTLENBAHE HA KIHHHYHO 3HAUMHMa YMEPEHA WIH TeXKKa HEXEMaTONOTHYHA TOKCHYHOCT,
NPWIOKEHHETO TpAOBA Ja e NPECYCTAHOBH, a NauMeHTHTE Aa ObaaT HabmioaaBaHH K CHOTBETHO
NEeKyBaHH. AKO MpeIHLIHATA CXEMA Ha MNpiitoxkeHHe € Onna 300 mg ABa [THTH AHEBHO MIPH BBL3PACTHH
NnayUeHTH ¢ HoBogHarHocTuuupana XMJI B xponduHa ¢aza, win 400 mg nBa MbTH AHEBHO NPH
Bb3PACTHH NALWEHTH, PE3UCTEHTHH WM ¢ HEMOHOCHMOCT KbM UMAaTHHUO B XpOHUYHA (a3a UITH BLB
dasa Ha akcenepaums, wiv 230 mg/m’ 18a MTH AHEBHO NPH NMEAUATPHYHH MALUEHTH, NPWIOKEHHETO
MOXE 12 ¢e BE300HOBH B 103a 400 mg elMH MBLT JHEBHO NMPH BLIPACTHHTE NalMeHTH U 230 mg/m? eaun
TLT AHEBHO IMPH NEAHATPHUYHHTE NAUWEHTH, CNIEA OT3BY4aBaHE HA TOKCHYHHTE SABICHUA. AKO
NpeaHILIHATA CXeMa Ha NpwiokeHHe ¢ Owna 400 mg BeaHbK AHEBHO NMPHU Bb3PACTHH NALMECHTH WK 23()
mg/m? BeJIHEK JHEBHO MPH NEAMATPHYHH MALIMEHTH, JIEYECHHETO TPAOBA 14 Ce MPEYCTAHOBH, AKO €

NOoAXOAALIO OT KMTHHHYHA raciHa TOYKa, TPIIGBII Ja Cc obmucan NMNOBTOPHO VBC/IHYABAHC HA 03¢

ABA ITbTH AHCBHO NPH MNEAHATPHUYHHTE MNALIMEHTH.




ITokauBaxe Ha cepymHaTta iMna3a: [Ipy nokausaHe Ha cepyMHaTa qHna3a Crenel 3-4 03uTe npy
Bb3pAaCTHH NMallMEeHTH TPsOBa Aa ce HaManaT 10 400 mg eaHH MbT AHEBHO HIIH A C€ MPEKbCHE NPHEMA.
[Tpu negMaTpHyHK NALMEHTH JIedeHUETO TPAOBa f1a ce MpexbcHe A0 0OpaTHO pa3sBUTHE HA CHOUTHETO 0

Crenen <1. Cnea TOBa, aKo NPEAHLIHATA CXEMA Ha NpwiokeHue e 6una 230 mg/m? 1Ba MbTH JHEBHO,
NIeYEHHETO MOXE J1a ce Bb30OHOBH B 1032 230 mg/m? BeAHBK AHEBHO. AKO NpeAHNIHATA CXeMa Ha
npuaoxeHHe e 6una 230 mg/m? BeHbXK AHEBHO, NEUEHHETO TPAOBA aa ce npeycTaHoBH. CTOMHOCTHTE
Ha cepyMHaTa Jiuna3a TpadBa aa ce U3cneaBar BCEKH Mecetl WM NMPH HalTHYHe Ha KITHHHYHH HOKa3aHuA
(k. TOUKA 4.4).

[Mosrinex SwupybuH v yepHogpoOHKM TpaHcaMuHasu: [Ipy nokausaxe Ha OuIUpyOHHa U Ha
yepHoapoOHuTe TpaHcaMuHasu CteneH 3-4, K03MTe NpH BB3PACTHH MALMEHTH TpAOBa Aa ¢¢ HaManaT A0
400 mg eAMH T AHEBHO KAM Na ce npekbcHe npueMa. [Ipu nokauBane Ha SunupybrHa

CreneH 22 WIH Ha YepHOAPOOHHTE TpaHcaMHHa3x CTeneH 23 NpU NeAUaTPUUHH NALUEHTH, JICHEHUETO

TpAOBa 21a Ce MpeKbCHE A0 Bb3CTAHOBABAaHE Ha cToHHOCTHTE A0 CTrenel <1. Cnep ToBa, ako
NpeaMiliHATa CXeMa Ha npunoxenue ¢ 6una 230 mg/m’ Ba ITbTH AHEBHO, JIEYEHHETO MOXKE 1A Ce
BB306HOBH B 103a 230 mg/m? BeAHnK AHEBHO. AKO NMPeAHILIHATA CXeMa Ha NPHIIoXKEHHE e Gria

230 mg/m? BeaHLX JHEBHO H BB3CTaHOBABaHeTO 10 CteneH <1 oTHeMe nopeue ot 28 QHM, NleyeHHETO
TpabBa na ce npeycraHoBd. CTOHHOCTHTE Ha OMAMpYyOHHA H YyepHOApOoOHHUTE TpaHcaMHUHa3H TpaOBa Aa ce
M3CJ1IEIBAT BCEKH MeCell WIH [PH HAJIHYHE Ha KIHHUYHH NMOKa3aHHKA.

Cneyuaniu nonyrayuu
Cmapuecka ev3pacm

[Tpubnuzurenno 12% ot yyactHuumte BuB Pasa lII npoyusane npu nauMeHTH ¢ HOBOJHArHOCTHLIMPAHA
XMJI B xpoHuuHa aza v npubausurenno 30% ot yyactHHuMTe BB Pa3a Il npoyusaHe npH nauMeHTy
¢ XMJI B xporuuHa ¢aza Wik pbB (a3a Ha akcenepalus, pE3UCTEHTHH HIIH ¢ HEMOHOCUMOCT KbM
MMaTHHHO, ca Ounu Ha/Hag 65-roguiuHa Pb3pacT. He ce yeTaHOBABaT CHIIECTBEHH Pa3IHYHA MO
OTHOLIEHHE Ha 6e30nmacHOCTTa H ePHKACHOCTTA MPH MALMEHTH HA BB3PacT 265 roIMHHN B CPaBHEHHE C
NalMEHTH Ha Bb3pacT OT 18 10 65 roauHH.

bvbpeuno yapeocoane

He ca npoBexaaH# KTMHHYHHE NPOY4YBaHHA NMPH NALMEHTH ¢ HapyuieHa 6uOpeuna pyHkums.

Toii kaTo HUTOTHHHUO U HeroBHTE MeTabOTUTH He Ce eKCKpeTHpAaT npe3 6B0peunTe, MPH NALHEHTHTE C
OBOpeUHo yBpexAaHEe HE CE OYAKBa HAMAJIABAHE HA TOTAIHHA TeJiECEH KIHPBHC.

Uepriodpobro yepexcoane

YBpexnaHeTo Ha YepHHs Apob NoRIMABa yMepeHo dhapMaKOKHHETHKaTa Ha HWI10THHHUG. He ce cMaTa 3a
HeoOX0AMMO KOPHIHpaHe Ha 103aTa NPH NMalMeHTH ¢ YepHoApobHO yBpexaaHe. HezaBUCHMO OT ToOBa,
NMaLMEeHTHTE ¢ YepHOAPOOHO yBpexkAaHe TpaOBa na Obaart JieKyBaHH C NOBHIIEHO BHUMaHHE (BXK. TOUKa
4.4).

Cypoeunu Hapywienun

OT KIHHHYHHUTE NPOYUYBEHHA ca H3KIIOMBAHH NALMEHTHTE C HEKOHTPOJIMPAHH WIH 3HAYHUMH ChPACYHH
3abonssaHusd (Hanp. CKOPO NpexapaH HHGpAPKT HA MHOKApPAA, 3aCTOHHA ChpAeYHA HEAOCTATHYHOCT,
HecTaOMJIHA AHTHHA WM KITHHHYHO 3HauMMa Opaavkapand). Heobxoaumo e nosHIIEHO BHHMAHHKE MpH
NALHMEHTH ChC CHOTBETHUTE ChPJEeYHH 3abongBaHus (BXK. TOYKa 4.4)

Croo0iiasa ce 3a nopUilIaBaHe Ha HUBOTO Ha OOIIMA CepyMEH XONECTEPOII NIPH JieYeHHe ¢ HWIOTHHHO
(BK. Touka 4.4). HeoOxoaumo e aa ce onpenenu nMnuaaus npodui npeau 3anoupBaHe Ha N1eUeHHeTo ¢
HWIIOTHHHO, Cliell KOETO Aa C€ OLCHH HA 3-ud H 6-Us Mecel cliel] 3alloUBaHe Ha TepanuaTa U noHe
B€JHDbK F'OJHLIHO NMPH NPOAB/LKUTENHA Tepanu.

Crob1i1aBa ce 3a NOBHILIABAHE HA HUBOTO Ha KPBHBHATA 3axap MpH JICUCHUE ¢ HHIOTHHUO (B %o

4.4). OueHKa Ha HUBOTO Ha KpbBHATa 3axap TpAOBa Aa ce€ HANpapH NMpEau 3anoypaHe Ha / 54

HUIOTHHHO W 1a ¢e NPOCNEaN 10 BpeMe Ha JICYCHHETO. §
P




IHeouampuuna nonyrayus

Be3zonacHocTTa M edrkacHocTra HA HUnoTuHHG 3eHTHBA NpH NeAWATPHYHK NALMEHTH C
nonoxurenHa 3a Ounanendmumiicka xpomozoma XMJI B xpoHHyHa ¢daza Ha BB3pacT oT 2 no nnoa, 18
roguHH (Bx. ToukH 4.8, 5.1 u 5.2) ca ycraHoBeHu. JIvncea ONUT Npy NeIUaTPUYHH NALKEHTH HA
Bb3PAcCT [0, 2 FOAKXHH HIH NEAHATPHYHH NALIMEHTH ¢ NOAOXKHUTENHa 3a Ouianenduiicka
xpomoszoma XMJI peB (paza Ha akcenepauus win 6macTHa Kpu3sa. JIunceaTt naHHH NpH
HOBOJHArHOCTHLIMPAHH NeAUaTPHUHH NMALWEHTH Ha Bb3pacT nol 10 roqHHY ¥ UMa orpaHHuUSHH
JaHHH NPH NECAHATPHYHH NALMEHTHU Ha Bb3pacT oA 6 roJHHH, KOHTO €A PE3UCTEHTHY WIH C
HEAOHOCHMOCT KbM HMaTHHHO.

Hauyud Ha NPpUIOKEHHE

HunotuHuO 3eHTHBa TpaOBa na ce npuemMa ABa ITHTH AHEBHO pe3 HHTepBan ot napubnuinTrenHo 12 yaca
u He TpaAdBa Aa ce npueMa ¢ xpaHa. TRbpaUTE Kancyn TpadBa a ce NorTbLIAT LelH ¢ Bojaa. He Tpabra
Aa ce NpueMa XpaHa 2 4yaca npeau NpHeMa Ha 103aTa U NoHe €JUH 4ac CJie]] TOBa.

[lpy nauMeHTH CBC 3aTPyAHCHHUS B MPETTBIIAHETO, BKIKYHTENHO NEAUATPHYHH MTALIHEHTH, KOHTO HE MOTAT [a
MPEerabllaT TBHPANTE Kancynu, Tpa6ea 1a ce M3NONA3BAT APYrH JeKAPCTBeHA NPOAYKTH ¢ HHAOTHHAG BMecTO
Hunotusubd 3eHTURA.

4.3 IlporHBonoxa3anus

CBpbXYYBCTBHTEIHOCT KbM @KTHBHOTO BELLECTBO WM KbM HAKOE OT NOMOLLIHHTE BELLECTBA, H30poeHH
B TOUKA 6.1.

44 Choeunajnu npeaynpexiaeHHa B NpeANasHH MEPKH NIPH yHoTpeba

Muenocynpecns

JleuenneTo ¢ HUIOTHHHO ce cBbp3Ba (OOLIM KPUTEPHH 38 TOKCHYHOCT Ha HallMoHATHHA OHKOJIOTHYEH
HWHCTHTYT cTeneH 3 H 4) ¢ TpOMOOUMTONEHHSA, HEYTPONEeHHA K aHemua. M3dBara € no-yecta npu
nanyeHTH ¢ XMJI, pe3sHCTeHTHH MK C HEMOHOCHMOCT KbM UMAaTHHHMO M 0cobeHo npH nauueHTH ¢ XMJI
BbB (pa3a Ha akcenepauns. HMscnensane Ha meiHa KpbBHA KapTHHa TpsaOBa Aa ce MPOBEX/A HA BCEKH JBE
CEeAMHLIH NIPE3 MBEPBUTE 2 MECELIA, A CJIEC/] TOBA BCEKH MECEL] WIH NPH KITHHHYHH NOKA3aHMNs.
Mueaocynpecusta kato LsU10 € Ouna odpaTuMa H 0OHKHOBEHO € OWna oBIaAABaAHA ¢ BPEMEHHO
NMpPEYCTAaHOBABAHE Ha JieueHHeTO ¢ HunotuunO 3eHTHBa MK HaMasigBaHe Ha no3ara (BX. Touka 4.2).

Y abmmxasaHe Ha QT uHrepeania

Joka3aHo €, 4e HWIOTHHHO YABDKAaBa MO 3aBHCHM OT KOHLIEHTPALIMATa HAYKH CHPACYHATA KaMepHa
penonspHsauus, onpeaeacHa upes QT uHreprana Ha EKI ¢ moBbpXHOCTHH OTBeXk/1aHHS NPH BB3PaCTHH
H NEeAHATPHYHM NALHEHTH.

Bos ®aza III npoyusaHe npy nauueHTH ¢ HoBoauarHoctulupaHa XMJ1 B xpoHuuHa dasa, npuemaily
300 mg HU1OTHHHMO ABA MBTH JHEBHO, MPOMSAHATA B CpeAHHA, ocpeaHeH no Bpeme QTcF unrepnan B
CTaLlHOHAPHO CBCTOSHHE CNPAMO W3XoAHHA e 6 msec. Hama naunenTn ¢ QTcF >480 msec. He ca
HabnonasaHu enu3oAK Ha “torsade de pointes”™.

Bue (aza 11 npoyusane npu naunenT ¢ XMJ1 B xpoHnuHa dasa u BpB dasa Ha akcenepaums,
npuemaiy 400 mg HUNOTHHHO ABa ITETA AHEBHO, PE3HCTEHTHH WJIH C HETMMOHOCHMOCT KbM MMAaTHHHO,
npoMaHaTa B CpeaAHHA, ocpeaHeH no speme QTcF nHTEepRaN cnpaMo H3XOAHUA B CTALIHOHAPHO
ChCTOSHHE € CBOTBETHO 3 K 8 msec. QTcF >500 msec ce Habmoaaea npy <1% oT Te3n nalgesITm. 1
KJIHHHYHH [TPOYUBAHHA He ca HabmoaaraHn enn3oau Ha torsade de pointes.




ITpy npoyuBaHe ¢be 3ApaBH JOOPOROILM € €KCNO3HLHA, KOATO € CPAaBHHMA C €KCMO3HLUMTE
HaOnogaBaHM MpH NALMECHTH, OCPEAHEHATA NO BpeMe, cpeaHa, nnauedo-ussaacHa npomsana B QTcF,
crpaMo KM3xoaHaTa ¢cToiHocT € 7 msec (Cl + 4 msec). Hukoit ot uscnenpanure Hama QTcF >450 msec.
B nonbiHeHHe, B X0/1a Ha [TPOBEKIAHE Ha MTPOY4BaHETO HE ca HaOIoJaBaH! KIIHHHYHO 3HAYHUMH
apuTMHH. B uacTHOCT, He ca HabmoaaBaHu envzoaHu Ha torsade de pointes (MpexoaHM HWIK

NMPOAB/DKHTEHHN).

3HauuMo yabkasaHe Ha QT HHTEpBaia MOXe 1a HACTHITH, KOraTO HWIOTHHHO ce npueMa HenpaBWIHO
CcbC CWIHK BUHXHOUTOpH Ha CYP3 A4 w/Unu nekapcTBEHHU NPOLYKTH € H3BECTEH NMOTEHIIMAN A
yabwkaeaT QT uHTepBana, Wunu ¢ xpaHa (Bx. Touka 4.5). Hanvunero Ha XHIIOKanHeMHA U
XMNOMarHe3HeMHE MOXE JOITbJIHHTEIIHO Aa 3aCWIH TO3H edekT. YawpkaBaneTto Ha QT HHTEpBaNna MOXe
Aa M3MO0XH NaLUEHTHTE Ha PUCK OT (aTaneH U3xon.

Hunotnnu6 3entnBa Tpadea na ce npunara ¢ NOBKUICHO BHUMAHKE NPH NALUEHTH, KOUTO HMaT WK
KOWTO Ca ChC 3HAUMTENECH PHCK OT pa3BHTHE HA yAbLKaBaHe Ha QT¢, KaTo TakMea:
- ¢ BpoaeH yawpkeH QT HHTepBan
- C HEKOHTPONMPAHH WIH 3Ha4YHMH CbpACYHH 3a001ABaHUA KATO CKOPO NpeKapaH HH(apKT Ha
MHOKapAa, 3aCTOHHA CbpACYHA HEJJOCTATHYHOCT, HeCTAOM/IHA AHr'MHa UM KIMHUYHO 3HaYHMa

Opanukapaus.
- NpHeMally AHTUAPHTMHUYHH JICKAPCTBa HITH APYTH BELIECTBA, KOHTO BOJAT A0 YABbJ/DKABAHE HA

QT.

[Ipenopb4Ba ce cTporo npocieaaBaHe Ha edekta BbpXy QTc HHTEpBana U perHcTpUpaHe Ha U3XO/IHO
EKI', npean zanoypaHe Ha IEYEHHETO ¢ HUNOTHRHUO H NPH HATHYHE HA KIWHMYMHHA MOKA3aHHUA.
XHUMNOKAJTHEMHATA WIH XHIOMarHe3neMusaTa Tpadea na ObJaT KOPUrHpaHu NPEAH NPWIOKEHHETO Ha
HunotuHub 3eHTHBa ¥ Aa ce NpOoCcCASAIBAT NEPHOAHYHO CJIC TOBA.

BHe3anHa cMbpT

Hma cbobmennsn 3a HevecTd cnyvau (0,1 1o 1%) Ha BHe3anHa cMBPT nNpu nauueHTH ¢ XMJI B XposnuHa
¢aza wi BeR aza Ha akcenepalusa, pe3HCTEHTHH WIH C HEMOHOCHMOCT KbM HMaTHHHO, C
npeauecTealla aHaMHe3a 3a ChPACYHO 3a00ABaHE WIH 3HAYHMH PHCKOBH (aKTOPH 3a pa3BUTHE Ha
chpacyHO 3a00naeaHe. KbM OCHOBHOTO 3/10Ka4e€CTBEHO 3a00/1BaHe YECTO TLTH €A HAJIMLIE U
NPHAPYKABAIIK 3a0019BaHHUSE, KAKTO H APYTH CHITbTCTBALLH JIEKapCTBEHH NpoayKTH. HapyweHuara B
KaMepHaTa penofispH3aliia CbINo Morar aa Owaar aonpuHacsii ¢gakrop. [1o Bpeme na ®aza IlI
Npoy4BaHe NpPH NMauMeHTH ¢ HoBogHarHocTiuuMpana XMJI B xpoHuyHa ¢asa He ca cbodluaBaHH ¢irydau
Ha BHe3allHa CbpAEYHA CMbPT.

3aipbKKA HA TEMHOCTH H OTOK

Ilo Bpeme Ha Da3a I1l npoyuyBaHe npu nanueHTH ¢ HoBoauarnocTuuupadHa XMJI ca HabmonaBaHu
HevyecTH cayyad (0,1 1o 1%) Ha Texxka popma Ha CBLp3aHa ¢ MpHEMa Ha NEKapCTBOTO 3aAPhXKKa Ha
TEYHOCTH KATO IUIEBPANICH U3NUB, Denopobed oTOK M nepukapacH U3Nue. [loaobuu crbuna ca
HaboAaBaHu H IPH NOCTMAPKETUHIOBHTE ChoOlIeHns. HeouakBanoTo, Obp30 HaaRaBaHE Ha TEro
TpaOBa 1a Obae BHUMATEIHO U3CIICABAHO. AKO Ce MOABAT IPH3HALIM HA TEXKA 3aApbXKKA Ha TEYHOCTH MO
BPEME Ha JICYCHHETO C HWIOTHHHO, eTHoNoTrHATa TpAOBA Aa Ce U3ACHU U MPH NalMEHTUTE 14 CE NpoBee
CBLOTBETHOTO JleueHHe (BXK. ToUKa 4.2 3a yKa3aHHs 33 NOBAMABAHE HA HEXEMATOJIOTHYHA TOKCHYHOCT).

CbpAeYyHOCHA0BY ChOUTHA

Ciry4an Ha Chpae4HOCHA0BH ChOMTHA ca chobuiaBanH B Xoaa Ha panaoMusupaHo Paza III npoyusane
NpH NALMEHTH ¢ HOBOAHATHOCTHUMpana XMJ] u ca Ounn HaOmogaBaHH NpH NOCTMAPKETUHTORBMTE
cboOblieHns. B KIHHHYHOTO NMpoyuBaHe, NMPH CPpeAHa MPOAB/KHTEHOCT HA TEPATTHATA O B o
CBPACHHOCHAOBHTE cHOUTHA 0T CTenen 3-4 BKIOYBAT NepudepHa apTepuanta oKy 36EHANe
U 1,1%, cxorBeTHO nNpy 300 mg u 400 mg HWIOTHHUO AB& MBLTH AHEBHO), HCXEMHYH .-A 3l

cwpueto (2,2% H 6,1%, crorBeTHO npu 300 mg n 400 mg HunoTHHKO nBa METH AHEBAE




MO3BYHOCHAOBH cHOUTHA (1,1% 1K 2,2%, chroTBeTHO Npy 300 mg » 400 mg HUNOTHHUO 1BA MBLTH
aHeBHO). [TauneHTrTe TpAOBa na 6LAAT NOCHBETBAHU Aa MOTHPCAT He3abaBHO MEAMUMHCKA TOMOLIL, aKo
BHE3aITHO NOYYBCTBAT NPU3HALM WKW CHMIITOMH Ha CLPJACHYHOCHAOBH CHOUTHA. ChpACUHOCHOOBHUAT
CTaTyc Ha nalMeHTHTe TpaOBa na Obae OLEeHEH, a8 CHPASYHOCHAOBHTE PUCKOBH (pakTOpH Aa Obaat
NpocieAcHd U aKTHBHO 1a C€ OTNHTBA, Aa ObJaT OTCTPaHEHH MO BPEME Ha NEUEHUETO C HWIOTHHHO,
CbITIACHO CTAHAAPTHHUTE PBKOBOACTBA. Tps#0Ba Ja ce MpeAnuMine CbOTBETHATA TEPANHA 33 NOBIUABAHE Ha
ChpPACYHOCHLAOBHTE PHCKOBH (PakTOpH (BXK. TOUKA 4.2 3a yKa3aHHUA 3a NOBAHABAHE HA HEXEMATONOrHYHA
TOKCHYHOCT).

PeakTrBaunsa Ha xenatut B
HabnmionaBsaka e peakTHBallMA Ha XenaTuT B NpH NaLMEHTH, KOUTO ca XPOHHYHH HOCHTEJIH HA TO3H

BUpYC, chen Kato npueMat BCR-ABL THpo3uHkuHa3HH HHXHOHTOpH. B HAKOH ciTyyad HacTbNBaA OCTpa
YyepHOAPOOHA HEAOCTATLYHOCT WK QYJIMHHAHTEH XENATHT, BOACLL A0 YepHOAPOOHA TpaHCNAAHTAUHA
WK daTaneH u3Xoa.

[Tpeau na 3anovHaT J€YCHUE ¢ HUIOTHHUO, nauHeHTHTE TpaOBa Aa ObaaT HacneapaHH 3a HBV
uHpekumi. [lpean aa 3ano4yHAT ieyeHHe, MAUMEHTHTE ¢ MO3HTHBHA CEPOJIOrHS 3a Xenatur B
(BIJTIOYMTENIHO TE3M ¢ AaKTHBHO 3ab0N1BaHe) M MalMEHTH, KOHTO ca NnojoxuTeaHy 3a HBY undexkuma no
BpEME Ha JieyeHHe, Tpabea OBbAAT KOHCYJITTHPAHHU Ch¢ CNELHATIUCTH B JICYEHHETO Ha XenaTHT B.
Hocurenure ra HBV, kOMTO HMAT HY KA OT JIeYeHHe ¢ HWIOTHHUO, TpadBa na 6baar BHUMATENHO
npocieAABaHH 3a MPU3HALM U CUMITOMH Ha akTHBHA HBV uHdekuua no Bpeme Ha N€4EHHUETO U
HAKOJIKO MecCeLla CJIe/l Kpas Ha JieyeHHeTo (BX. Touka 4.8).

CnenmpanHo npocieassaHe Ha Bb3pacTHU nauMeHTH ¢ Ph+ XMJI B xponu4Ha ¢da3za, kOHUTO ca
IOCTUTHAJIK TP3eH ObJI0OK MONEKYNAPEH OTIOROP

Bvamodcrocm 3a npeycmanogagane Ha AeHeHuemo

M36pann naumMeHTH, NpH KOHTO € NOTBLPACHO, Ye excnpecupart xapaktepHure BCR-ABL tpaHckpunTy,
el3a2/b2a2 wnu elda2/b3a2, moraT aa ce UMaT NPEABH 3a NPEYCTAHOBRBAHE Ha JICYCHHETO.
[TaumenTuTe TpabBa Aa uMat xapakrepHure BCR-ABL TpaHCKpHINITH, 32 Aa € BE3MOKHO KOJTHYECTBEHO
onpenensHe Ha BCR-ABL, oueHka Ha qbnbouyHHaTa Ha MOIEKYJISPHHSA OTTOBOP H ONpeAenaHe Ha
Bb3MOXKHA 3ary0a Ha MOJIEKY/IIpHA PEMHCHA Ciel NPEYCTAHOBABAHE HA JICYSHUETO ¢ HHWIOTHHHO.

Ilpocaedaeane na nayuenmu, KOUMOo ca NPEYCMAROBURYU AEHECHUCTO

HeobxoauMo e aa ce U3BbpHIBA YecTo npociaeaseaHe Ha HUBaTa Ra BCR-ABL TpaHckpunrute npu
naLUeHTHTe, U3OpaHU Ja NPEYCTAHOBAT JICYEHHUETO, Ype3 KOJIHYECTBEH AHArHOCTHYEH TECT, BallUAUpaH
1a U3MEPBA HUBATA HA MOJNIEKYJIAPHHUSA OTTOBOP ¢ HyBCTBUTENHOCT NoHe MR4,5 (BCR-ABL/ABL
<0,0032% IS). Hupara Ha BCR-ABL tpanckpunTuTe TpabBa na 6baaT onpeaensHy npeay U No BpeMe
Ha NMPEYCTAHOBABAHE Ha NEUYCHUETO (BXK. TOUkH 4.2 v 5.1).

3arybata Ha roaam MonekynspeH orropop (FMO=BCR-ABL/ABL <0,1%IS) npu naunentd ¢ XMJI,
KOMTO MOJAYy4aBaT HUJIOTHHUO KaTO MbpBa WK BTOpA JHHUS Tepanus, WM NOTBLPACHATA 3aryda Ha
MR4 (nBe nocnenoBarenH! U3MepBaHHUA B HHTEPBAN OT NOHE 4 ceAMHUM, hokazBaiu 3aryba Ha MR4
(MR4=BCR-ABL/ABL <0,01%IS)) npu naunertn ¢ XMJI, koHTO nonyuasat HWIOTHHUO KaTO BTOpA
JIMBHA TEpanH4, LIE AOBEAAT 10 NOAHOBABAHE HA NEUEHHETO B PAMKHTE Ha 4 CEIMHLIIH OT MOMCHTA, B
KO#TO ce pa3bepe, ye € HacTbNWIA 3aryba Ha peMmucHaTa. [10 Bpeme Ha ¢a3ara Oe3 1eueHHe MOXKe Ja
HAaCTRNH PCLUHAMB Ha MOJIEKYNAPHO HUBO, KATO JIMNCBAT JAHHH 38 ABJIrocpoyHus pesyarar. Ilopaan
Ta3u MPUYHHA € 0COOEHO BaXKHO YECTO Aa ce fnpocheassar HuBata HAa BCR-ABL tpaHckpunTuTe B
NbJIHATA KPbBHA KapTHHA ¢ AudepeHunaniHo Gpoete, 3a fa ¢¢ yCTAHOBH Bb3MOXKHATa 3aryba Ha peMHCHA
(BXk. TOuKa 4.2). [TaunenTHTe, KOUTO HE YermaBaT aAa nocturHat [ MO cien TpH Meceua NogHOBEHO
neyeHHe, Tpabea na 6bAAT OTHOBO H3CEABAHH 3a MyTauMsa B JoMeHHa Ha BCR-ABL xuHa3arta.

JlabopaTopHH u3cnenBaHud U NpOCaeAIBaHE

Junuou 6 xpvema
Bue @aza Il npoyuBane npu nauueHTH ¢ HoBoauarHocTuumpadHa XMJI, 1,1% ot na




¢ Hw1oTHENO 400 mg aABa ITbTH JHEBHO MOKa3BaT MOBULLICHUE Ha oOIMA Xonectepon oT CreneH 3-4; B
rpynara, npuemMaina HunoTHHUO 300 mg nBa M-TH AHEBHO He ce Habmo1apa NOBHILICHHE HA
xonecreposa ot Crenen 3-4 (Bxk. Touka 4.8). [Iperiopbuba ce, aa ce onpeaenn TMIUIHUAA podu,
[pey 3aMOYBAHE HA JICUEHHETO C HWIOTHHHUO, cliel KOSTO Aa C€ HalpaBH OUEHKA Ha 3-ua U 6-ua Mecell,
cJie]l 3aroYBaHe Ha TepanuaATa H Aa ce NpocieJaBa NOHE BEAHBX MOAUIIHO NPKH NPOALIKHUTEIHA
Tepanus (BX. Touka 4.2). Ako e Heodxoaumo npunaraHero Ha HMG-CoA penykraszeH HHXHOHTOP
(IMIUAONOHMWKABALLO CPEACTRO), MOA NperaeaainTe Touka 4.5, npeay Aa 3anovHeTe Ae4eHHeTo, Thi
kato onpenencHH HMG-CoA peayxrasHH HHXHOUTOPH ce MeTabonmsupat cuiio or CYP3 A4 eH3umuara
CHCTEMA.

Kpvena 3axap

BbB (a3za III npoyuBaHe npu nauuenTy ¢ HooaHarHocTuuHpana XMJI, 6,9% u 7,2% ot nauueHTHTe,
NeKyBaHH ChOTBETHO ¢ HIWIOTHHHO 400 mg ¥ HW10oTHHHO 300 mg ABa MLTH AHEBHO, MOKA3BAT
MOBHIIEHHE HAa KpbBHaTa 3axap oT CreneH 3-4. [IpenopbuBa ce HUBaTa Ha KpbBHaTa 3axap aa 6baar
OlLIEHEHH TIpeH 3aro4BaHe Ha neyeHueTo ¢ HunotuHud 3eHTHBA M NMpOCieAeHH N0 BpeME Ha JIEUEHHETO,
B 3aBHCHMOCT OT KIIHHHYHHTE NMOKa3aHus (BX. Touka 4.2), AKO pe3y/TaTUTe OT TeCTOBETE AaBaT
OCHOBAHHA 33 TIPOBEXKJAHETO Ha TepalHi, NeKkapuTe TpadBa Ja clieaBar JOKAIHHTE CTAaHAAPTHH
MPAKTHKH K PLKOBOACTEA 3a JIEUCHHUE.

B3auMOAEHCTBHA ¢ APYTH JIEKAPCTBEHU NMPOAYKTH

Tpsabra na ce u3baresa npunoxeHueto Ha Hunotunud 3eHTHBA € 1IEKApCTBa, KOUTO €a MOLIKEH
MHXKHOuropu Ha CYP3 A4 (BrIIOUYBALH, HO HE OTPAHHYEHH O KETOKOHA30J1, HTPAKOHA30J1,
BOPHKOHA30J1, KJIAPUTPOMHLIMH, TEJIMTPOMHULIMH, PUTOHABHp). B cityyail ye 1eYeHHeTo ¢ HAKOE OT Te3H
JIEKapCTBEHH CPEACTBA € HANNOXKHUTEIHO, C€ NMPENOpPbUBA, aKO € Bb3MOXKHO TEpANHATa ¢ HUIOTUHHO Ja
Obae npeycraHoBeHa (BK. TOUKa 4.5). [Ipu nonoxeHue, ye He € Bb3IMOXKHO BPEMEHHO A Ce
NPEeyCTAHOBH JIEYEHHETO, € HEOOXOAHMO CTPUKTHO NPOCeAABAHE Ha NMAaUHEHTa 3a yab/DKaBaHe Ha QT
HHTepBana (Bx. Touku 4.2, 4.5 u 5.2).

CoenbTeTBalaTa YNnotpeda Ha HWIOTHHHUO ¢ NIeKapCTBEHH NPOAYKTH, KOUTO Ca MOLLIHH HHAYKTOPH Ha
CYP3A4 (nanp. ¢pennronH, pudpamnuuny, KapbamazenuH, peHobapburan 1 KwIT KAHTAPHOH) HMa
BEPOATHOCT Ja HAMAJIM €KCMO3ULHATA HA HWIOTHHMO B KNTHHMYHO 3Ha4YMMa creneHd. ETo 3aino, npu
MAaLKEHTH NOMyYaBalli HWIOTHHHO, 33 CBITBTCTBALIO Ae4yeHHe TpabBa na ce noadepaTt anTepHaTUBHU
JIEKapCTBEHH NPOAYKTH ¢ Nno-cnad noreHuman 3a HHAYKLMA Ha CYP3A4 (Bx. Touka 4.5).

EdekT Ha xpanaTa

buoHanuyHocTTa Ha HUWNIOTHHUO Ce yBeaH4ara oT XxpaHara. Huioruuud 3eHTvBa He TpsOBa na ce
npuema ¢ xpaHa (Bx. To4kM 4.2 1 4.5) ¥ TpaOBa 1a ce npyueMa 2 yaca ciep xpasene. He tpabsa na ce
npHeMa XpaKa MNoHE €IBH Yac cnej npuerarta 103a. CoxbsT OT rpedndpyT U Apyry XpaHH, 3a KOMTO Ce
3Hae, u¢ HHXuOupar CYP3 A4 Tpabpa na ce usbArear.

[Ipy nauMeHTH CBC 3aTPYAHEHHUA B NPErTbUIAHETO, BKIHOUHTEHO NEJHATPHUHH NALHEHTH, KOHTO HE

MOTaT Ja NMPErIbLIAT TBBPAUTE KANCynu, TpubBa A2 ce H3MOMIBAT APYTH JIEKAPCTBEHH NPOAYKTH ¢
anjgoranrd sMecTto Hunoruuub 3euTHBa.

YepHoapoOHO yBpeXXaaHe

YBpexnaHeTo Ha YepHHA Apod NOBNUABA YMEPEHO PapMAKOKHHETHKATA HA HUIOTHHUO.

[Ipunoxennero Ha eaHoKpaTHa Ao3a 200 mg HunotuHMb Boau A0 noeuiuaBaHe Ha AUC ¢ 35%, 35% u
19%, cbOTBETHO NPH HHAMBHIH C JIEKO, YMEPEHO K TEXKO YEPHOAPOOHO YBPEXKAAHE, CTIPRME
KOHTPOJIHA IPyTNa HHAUBHAM ¢ HOpManHa yepHoapobHa pyHKLMA. [TpeapuaeHaTa Coax / D
CTaLHOHAPHO CBCTOAHHE 0Ka3Ba NOBHUIEHHE CHOTBETHO ¢ 29%, 18% n 22%. Ot kn 4
NpOyYBaHHUA Ca H3KIOYBAHH NALMEHTH C AJlaHWH aMuHOTpaHcamuHasa (ALT) w/un / D
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Ha HopMata W/wiH obiu Sunupy6uH >1,5 nbTH Han ropHaTa rpaHHLIa Ha HOpMara.
MeTtabonu3mMbT Ha HWIOTHBHO € OCHOBHO uepHoApoOeH. CneaoBarenHo, NpH NaLMEHTHTE C
YepHOAPOOHO YBpEXAaHE MOXKE Aa HMAa NOBHLICHA €KCNO3HLMA Ha HWIOTHHHO H TpAOBa aa Obaar

NeKyBaHH ¢ MOBHLLIEHO BHUMaHHKe (BX. TouKa 4.2).

CepyMHa J1nasa

HaGm01aBalo € noKayBaHe Ha CTOMHOCTUTE HA cepyMHaTa sidnasa. Ilpenopruea ce NOBHIIECHO
BHHMaHHe MPH MaLMEHTH ¢ aHAMHeE3a 3a naHKpeaTHT. B ciryyait ye, NOBHHIABaHETO Ha CEPyMHATa
JINa3a € CHIPOBOJAEHO OT KOPEMHH CHMMTOMMU, JICYEHHETO ¢ HWIOTHHHO TpsabOBa 21a ce npeyCcTaHOBH H Ja
CE€ NMPEANPHEMAT HEOOXOHMHTE AHArHOCTHYHH MEPKH 38 H3K/IIOYBAHE HA NTAHKPEATHT.

ToTtanHa racTpeKTOMHS

BroHanuuHOCTTa Ha HWIOTHHHE MoXe na Obae HaManeHa NpH NalMEeHTH ¢ TOTaIHa FacTPEKTOMHSA (BXK.
Touka 5.2). Tpabea na ce umMa npeaABUA NO-YECTO KITHHKUYHO NMPOCIICAABAHE HA TAKHBA NALIHEHTH.

TyMOp-TH3NC CHHAPOM

[lopaay BB3MOXKHOCTTA 34 Bb3HKKBaHe Ha TYMOP-IH3HC CHHAPOM (TJIC) ce npenopryBa KOPHrHpaHe Ha KIHHHYHO
3HaUMMAaTa AeXHApaTallid U BUCOKMTE HMBA Ha MHKOYHA KHCEIMHA NPEAH 3a04YBaHE HA JICYUEHHETO ¢ RHIOTHHHD
(BX. TO4KA 4.8).

IleanaTpHyHa NOMYJIALUS

Habaonasanu ca nabopaTopHH OTKIIOHEHHA, XAPAKTEPU3HPALUK CE C JIEKO A0 YMEPEHO TPAH3IHTOPHO
NOBHLIABaHE Ha aMHHOTpaHChepaszuTe U obwma SunupyOUH, ¢ NO-BUCOKA YECTOTA NPH Aelia OTKOJIKOTO
MPH BBLIPACTHH, NOKA3BALUM MOBULLEH PHCK OT XENATOTOKCHYHOCT B NeAWATpUYHATA NOMynaLMs (Bx.
Touka 4.8). UeproapoOHaTa GpyHKUMA (CTOHHOCTH Ha OWTHpYOHHA H YepHOAPOOHHTE TPAHCAMHUHA3H)
TpaOBa Ja ce npociieAsaBa BCEKH Mecel] WK NPH HallHuWe Ha KIMHHYHH MOKa3aHUA.

[ToBuinaBaneTo Ha SunupyOuHa K yuepHoaApobHUTE TpaHCAMHUHA3ZM TPAOBA Na ce OBNaAfiBa KaTo
BPEMEHHO C€ CIIpe JIeUeHHETO ¢ HWIOTHHHO, HAMAJIK Ce J03aTa W/HIH C€ Cpe JEYSCHUETO ¢ HUIIOTHHHO
(BK. Touka 4.2). B npoyuBaxe npu neanarpruyHara nomyaawusa ¢ XMJI ce crobiaga 3a 3abaBaHe Ha
pacTea NMpH NALMEHTH, JIEKYBaHH ¢ HWIOTHHHO (BX. TOYKa 4.8). IlpenopbuBa ce CTPHKTHO
npocieadaBaHe Ha pacTexa IMpH NeAHaTPUHMHH NAaLHEHTH Ha JICYEHUE ¢ HWIOTHHHUO.

JlakTo3a

To3u nekapcTBeH NPOAYKT ChAbPKA NaKTO3a. [lauMeHTH ¢ peikH HACNEACTBEHH NPODIEMH Ha
HETIOHOCHMOCT KbM raakTo3a, IThJICH JaKTa3¢H A¢GHMLUMT KU MI0KO30-ranakTo3Ha Manabcopbuus
He TpabBa na npUeMaT TO3H JIEKAPCTBEH NPOAYKT.

Hatpuw

Tora nekapcTBo cbabpka no-Manko ot | mmol Hatpwit (23 mg) Ha Tabnerka, T.€. MOXE Na ce Kaxe,
ye MPAKTHUYECKH He CHABPHKa HATPHUH.

4.5 B3aaMoaeHcTBHE ¢ APYTH 1IEKAPCTBEHE NPOAYKTH H APYTrH opMH RA B3AHMOACHCTBHE

HunotuHu® 0CHOBHO ce MeTabonuinpa B YepHHs Apod, KaTo ce cuura, ye CYP3A4
rofasiMa CTENneH 3a OKUCIHTENHUA MeTabonu3bM. HUunoruHHO e cbilo taka cybcrpar
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NoMIa 3a peaula nekapcrea, P-raykonporenH (P-gp). Ero 3auo, abcopOumaTa u mocneasamoro
€JIMMHHHpaHe Ha CUCTEMHO abcopOupaHng HIWIOTHHUO MOraT 1a ce MNOBAHA[T OT BELIECTBA, KOUTO
nosauasatT CYP3A4 w/wwm P-gp.

BelliecTBa, KOMTO MOTaT 4 NOBHLUAT CEPYMHUTE KOHLEHTPALIWH HA HWIOTHHHO

ChIbTCTBALLOTO NPWIOKEHHE HA HHIOTHHHO M MMaTHHHUO (cyOcTpatr U Moaepatop Ha P-gp u CYP3A4)
1ma cnab uHxubuTopeH edekr Bpxy CYP3A4 w/nnu P-gp. AUC Ha umaTtuHub ce e noeuiuuna ¢ 18%
10 39%, a AUC Ba sunoTHHUO ce € nosriunna ¢ 18% no 40%. Manko BepOATHO € ONHCAHUTE MPOMEHH
Ja HMAT HAKAKBO KIIMHHYHO 3HAUCHHE,

[Ipn 30paBH Y4aCTHULM €KCIIO3HLIMATA HAa HWIOTHHHAD ce yBenu4yaBsa 3-ITbTH, KOraTo ce npuiara
eAHOBpeMeHHO ¢ MOIHKA HEXHOUTOP Ha CYP3 A4 ketoxoHa3oi. ETo 3au10, CBITETCTBALLOTO JICYEHHE C
MOIIIHK HHXxHMOHTOpH Ha CYP3 A4, BKmOYBaLIM KETOKOHA30J, HTPaKOHA30J1, BOPUKOHA30J1, PUTOHABUP,
KNAPHTPOMHLIMH U TEIHTPOMHLIMH TpsOBa na ce u3bsrea (Bxk. Touka 4.4). [loBHleHa eKCNO3HLMHA Ha
HWIOTHHHO MOXe ChlIO Aa Ce O4YaKBa H NpH yMepeHH HHXHOuTOpH Ha CYP3A4.

TpaGBa na ce OOMHCIIH CHITBTCTBALILO MPUIOKEHHE C ATTEPHATHBHH IEKAPCTBEHH NPOAYKTH, KOHTO
HAMAT WIK KMAT MHHBMaNHO HHXHOHpawo geicTene supxy CYP3 A4,

BeliecTBa, KOWTO MOTaT 13 MOHMKAT CEPYMHATA KOHLICHTPALIWA HA HUIOTHHUO

Pudamnuumy, motlieH MHAYKTOp Ha CYP3A4, noHmwxkaea Cpax Ha HUIOTHHHO ¢ 64% w BoaH 10
HamanaBaHe Ha AUC Ha HunotHHUO ¢ 80%. PudaMnuumn 1 HUIOTHHHO He TpaOBa a ce npuiarar

€ AHOBPEMEHHO.

CBITbTCTBALLOTO NPHICKEHHUE HA APYTH ICKAPCTBEHH NPOAYKTH, KOHTO UHAYUKpaT CYP3A4 (Hanp.
dEeHUTOUH, KapbaMazeluH, peHodapOMTAN H KBJIT KAHTAPHOH ) CBHLIO TAKA HMA BEPOATHOCT Aa MNOHWKH
€KCO3HLIMATA Ha HWIOTHHHO B KXIIHHHYHO 3Ha4YKMa cTenel. Hpu naumeHTH, npy KoWTO € nokasaHa
ynorpebata Ha unaAYKTOpH HA CYP3A4, e HeoOXxoaumo aa ce u3depar aTepHaTHBHH CPEACTBA C NO-
MabK MOTCHLHAN 33 €H3MMHA HHAYKLHS.

PastBOoprMoOcTTa Ha HWIOTHHHO 3aBucH OT pH M € no-HKucka npy no-eHcoko pH. Ilpy 3apaeu
n0O6poBONLM, NpHeMaIlH ecoMmenpazoi 40 mg BEAHBK AHEBHO B NPOABLIKCHHE Ha 5 AHH, ce HabmionaBa
3HaYWMO MOBHLIABAHE HA cToMallHoTO pH, AokaTo abcopbumaTra Ha HUNOTHHUD € CaMO YMEpPEHO
noHwxkeHa (27% nodixeHue Ha Cmax ¥ 34% noHmxkeHue Ha AUCO-00). Hunotnuub Moxe na ce
M3N0I3Ba €IHOBPEMEHHO C €COMENnpa3on WIK ApYrd HHXHOHMTOPH HA MPOTOHHATA NOMITA NMPH HYXAA.

B npoyuBaHe nipu 3apasy A00poBOJLM He ¢ HabnionasaHa 3HaYMMa NPOMAHa BbE papMaKOKHHETHKATa
Ha HHNOTHHHO, KOraTo eAMHHUYHA 1038 HWIOTHHHUG o1 400 mg e npunoxkena 10 yaca cnea M 2 4yaca
npean GpamorauH. CneaoBaTe/IHO, KOrato € Heodxoauma eanospemeHra ynorpeba ¢ H2 Gnokepu, te
Morart Aa ce npunarart npronuzurenHo 10 yaca npeau u npubau3uTenHo 2 Haca cnej npuema Ha
HUIOTHHHO.

B cBINOTO NpoyuBaHe, MPHWIOKECHUETO HA aHTHALMAHW (ATYMUHHEB XHAPOKCH/MarHe3ues
XHAPOKCHJ/CHMETUKOH) 2 Yaca NpeaH WIH Clel eAWHNYHA 1033 BWIOTHHHOG oT 400 mg, cbLuo He
nosnHasa GpapMakOKMHETHKATa Ha HWIOTHHHO. CnenoBaTenHo, ako € HeoOXOAHMO, AHTHALIMIHTE
morar Aa Sbaart npunaraHd npubIH3UTENHO 2 Yaca npeaH Wik NpubIn3HTENHO 2 yaca cliel ipyuemMa Ha
HunotuHnb 3eHTHBA.

BellecTra, YUHATO CUCTEMHA KOHLUEHTpALMA Moke J1a Obae NpoMeHEHa OT HUWIOTHHHO
In vitro HUNoTHHHO e oTHOCHTENHO cuieH HHXHOHTOp Ha CYP3 A4, CYP2CS, CYP2C9, CYP2D6 u

UGTI1ALI, ¢ vait-uucka croiiHocT Ha Ki 3a CYP2C9 (Ki=0,13 microM).

B npoyuBaHe 3a N€KApCTBEHH B3aUMOACHCTBUA NPWIOKEHHETO HA €AHOKPATHA 1038 HHJIC / """"jr"-
mg npu 3aApaBu JO0OpoOBOILM, NpHeMalld BapdapuH 25 mg, KOWTO € YyBCTBHTENEH cy6 'ﬁ-“ ’70
CYP2C9, ne poas 00 BAKAKBH MPOMEHK BbB PapMaKOKHHETUYHHTE MOKA3ATENH Ha E ‘- ui'-_.
8LB (hapMaKkonHHaMHKaTa Ha BapdapHH, H3MEPEHa upe3 NpoTpoMOuHOBOTO BpeMe (F
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MEKIYHApPOAHOTO HopManu3upaHo cboTHolueHue (INR). Jluncear AaHHH OTHOCHO €PEKTHTE B
CTallHOHapHO cbcTosHKE. [IpoyuBaHeTo naBa OCHOBaHHE Jla ce€ CMATA, Y€ NPH A03H Ha BapdapuH a0

25 mg e MaJIko BEepOATHO Aa HMa 3HAYHMH JIEKAPCTBEHH B3aUMOAECHCTBHA Mexay BapdapHH H
HunoTHHUMO. Ilopaan nuncata Ha JaHHM OTHOCHO e()eKTHTE B CTALIMOHAPHO CHCTOSIHHE CE€ ITPENopbUBa
KOHTpoJiHpaHe Ha ¢apMakoaMHaMHuHUTE Mokaszaten Ha eapdapu (INR unu PT) cien zamousaHe Ha
neyeHue ¢ HWIOTHHHO (ITOKE NPE3 MHLPBHTE 2 CECAMMLIM).

[pn nanpentr ¢ XMJI, Hunotuns6d, npunoxeH B fo3a ot 400 mg aAsa mMeTH AHEBHO B NNPOABDKEHHE HA
12 aum, nosuinaba cucreMHaTa eKCrno3uuMA (AUC U Cuax) Ha NIPHETHSA NMEPOPANIHO MHUAA30/IaM
(cyberpar Ha CYP3A4) cvotBetHo ¢ 2,6 mbTH M 2,0 mbTH. HUNnoTHHHO € yMepeH HHXHOHTOP Ha
CYP3A4. B peaynTar Ha TOBa, CHCTEMHATA EKCNO3HIHA U HAa APYTH JIEKAPCTBEHH NMPOAYKTH, KOHTO C€
MeTtabonusupat npeauMHo oT CYP3 A4 (Hanp. onpeaenenn HMG CoA peaykrazHn HHXHOUTOpH) MOXKe
Ja Obe NOBHLUEHA, KOTaTo C¢ MPHIAraT €AHOBPEMEHHO ¢ HHNOTHHHO. MOXe aa ce HaNOXH CLOTBETHO
MOHHTOPHpPaHE H KOPHMIHpaHE Ha 03aTa NPH JIEeKapCTBEHH NMPOAYKTH, KOMTO ca cybcTpatn Ha CYP3 A4
H HMAT TECEH TepanesTHYEH HHACSKC (BKIIOYHTENHO, HO He caMO alpeHTaHHIl, LHKIIOCIIOPHH,
AHXHAPOEProTAMHH, €ProTaMUH, QPEHTaHW!, CHPOIHMYC ¥ TAKPOJIUMYC), KOTaTo ¢e npuiarat
eAHOBPEMEHHO C HWIOTHHHO.

KomOuHaiuaTa Ha HWIOTHHHO ¢ T€3H CTaTHHH, KOHUTO ¢¢ enMMHHUpAT raaBHo upe3 CYP3A4, Mmoxe na
YBEJIMYH NOTEHLIHAJIA 38 CTATHH-WHAYLHpaHa MHONATHi, BKIIOUUTENHO pabaomuonnsa.

AHTHapHTMHYHH JEKAPCTBEHH NMPOAYKTH M APYTH BEHICCTBA, KOUTO MOraT fa yabixkaT QT nHTepnana

Hunotuumb rpabea na ce npunara ¢ MOBHUIEHO BHUMaHHE [PH NALIMEHTH, KOUTO UMAT WIH MPH KOUTO
MOXE Ja HaCTBIN YALkaBaHe Ha QT vHTEepRaia, B TOBa YHCIIO NALMEHTH, KOMTO ITpHEMAT
AHTHAPHUTMHYHH JIEKAPCTBEHH NMPOAYKTH KATO aMHUOAAPOH, AU3OMHUpaMUA, NPOKAaUHAMMA, XHHUIUH H
COTAJION WIM IPYTH JeKapCTBeHH NPOAYKTH, KOMTO MOTaT Aa AoBeAaT 10 yabikasaHe QT uHTepBana
KaTO XJIOPOXHH, Xano(aHTPHH, KIAPHTPOMHLHH, XalOoNEepHAOII, METAZOH H MOKCH(IOKCAaLMH (BXK.
TOUKa 4.4).

B3auMONeHCTBHSA ¢ XpaHH

AbcopbumsaTa 1 GMOHANUYHOCTTA HAa HUWIOTHHHO ce YBEIHYaRaT, KOraTo ce [IpHeMa ¢ XpaHa, KOeTO BOAH
10 NMO-BHCOKA CepyMHa KOHLEHTpauuA {Bx. TOUKH 4.2, 4.4 n 5.2). CoxkbT OT rpedndpyT K Opyrure
XpaHH, 3a KOHTO ce 3Hae, ue HHXubupatr CYP3 A4 tpabra na ce u3dsarear.

[TeaMaTpuyHa nonynauusa

[IpoyuBaHHs 3a B3aMMOACHCTBUA Ca NPOBEKAAHH CaMO NPU Bb3PACTHM.

4.6 @epTHAHTET, OpeMeHHOCT H KbPMEHE

XKenu ¢ gereponeH noreHunan/KoHrpauenuus

Kenu ¢ AETEPOACH MOTCHLHAN T[JHGBa Aa U3HoJ3BaT BHCDKOGCPEKTHBHE KOHTpaALCIILHA 1O BpCME Ha
neyeHueTo ¢ HWIOTHHHO ¥ B npoaAB/IAKEHHE Ha NBC CCAMHLIN CJIEA NPHKITIOYBAHC Ha JICHCHHETO.

bpeMeHHOCT

JIuncear Wi MMa orpaHH4YeHH JaHHH OT ynotpedbara Ha HWIOTHHHO NpH OpeMeHHH JKEHH.
[lpoyuBaHusTa NpU >KHBOTHH NMOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (BX. TOYKa 5.3).
3eHTHBA He TPabBa Aa ce H3noJ3Ba NpH 6peMEeHHOCT, OCBEH aKO KIMHHYHOTO CBCTO
H3UCKBA JIeueHHe ¢ HU1oTHHHD. B cnyyait Ha ynoTtpeba no speme Ha OpemMeHH
Tpsa6Ba na Obae vHPopMHpata 32 BLIMOXXHHTE PUCKOBE 3a IUIOJA.
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AKO eHa, KOATO C€ JIEKYBa ¢ HIWIOTHHHUO miaHupa OpeMEeHHOCT, NPH Hesl MOXE 1a ce OOMMCITH
NpeycTaHOBABAHE Ha JICYEHHETO, Bb3 OCHOBA Ha KPUTEPHUTE 3a AOMYCTUMOCT 38 MPEeyCTaHOBABAHE Ha
Je4YeHHETO, ONTMCAHH B TOYKH 4.2 1 4.4, JlaHHWTe 33 HANHYHE Ha OPEMEHHOCT NPH NMALKEHTH A0KATO ca
B peMucHs Oe3 neueHue (treatment-free remission - TFR) ca orpaHHueHn. Ako ce ruiaHyBa OpeMEeHHOCT
no Bpeme Ha ¢daszara Ha TFR, naupeHTsT TpabBa na 6ba¢ vHPOPMHpPaH 3a NOTCHLUHATHATA
HEOOXOJMMOCT OT NOAHOBABAHE HA JICUCHHETO ¢ RMIIOTHHHO 1O BpeMe Ha OpeMeHHOCTTa (BXK. TOUKH 4.2
n4.4).

KxnpMmeHe

He e n3BecTHO nany HWIOTHHHUG ce eKcKpeTHpa B KbpMaTa. HanHuHHTE TOKCHKONOrHYHH JaHHH MPH
HBOTHH NOKA3BaT EKCKPELIHA Ha HIWIOTHHHO B MIISKOTO (BXK. TOUKa 5.3). Thil kKaTO HE MOXKE Ja ce
M3KJIIOYH PHCK 38 HOBOPOJAEHHUTE/KbpMaueTaTa, XKeEHHTe He TpA0Ba Aa KbPMAT N0 BPEME Ha JICYCHHETO C
HunotuHn6 3eHTHBA M B NPOABL/LKEHHE HA 2 CeIMHMLIM Cieli TpHeMa Ha Noc/ieiHaTa 103a.

DOepTUanTeT

[IpoyuBaHHATa NPH )KHBOTHH HE MOKA3BAT BAMAHHUE BbPXY PEPTUIHUTETA NPU MBAKKH H KEHCKH ILUTHXOBE
(BXK. TOuKa 5.3).

4.7 EdexTn BbpXy cnoco0HocTTA 38 LIodHpaHe H paboTa ¢ MAIIANA

HunotnHu6 3eHTHBA HE NOBAHABA WM NOBNHABA NPeHEOPEXHMO cnocoOHOCTTA 3a IOGHpaHE H
paborta ¢ MainMHU. He3aBUCHUMO OT TOBA, AIPENOPBLYBA C€ NALMEHTHTE, KOUTO UMAT 3aMafHOCT, YMOpa,
3PHTE/HHA HapYWEeHUA WIH APYrH HEXeNaHH peaki¥H ¢ Bb3MOXKHO BJIMAHHE BBPXY CIIOCOOHOCTTA 32
wodrpane nin 6ezonacHa padbota ¢ MallIUHK, J1a ¢e Bb3ABPIKAT OT H3BLPLIBAHE HA TE€3H JCHHOCTH,
JIOKATO ¢a HATHLE T€3H HEXENAHU peakiLHH (BXK. To4ka 4.8).

4.8 Hexenann neKapcTBeHH peaKIHH

O6obienne Ha npoduna Ha GesonacHocT

[TpodusT Ha 6e3onacHOCT ce Dazupa Ha cOOpHM NaHHH OT 3 422 nauUHEHTH, JieKyBaHH ¢ HHIOTHHHO
3¢HTHBA, B 13 KIMHHYHH NPOYYBAHHUA, ITPH OAOOPEHHTE NMOKA3aHNA: BB3PACTHH H NEAHATPHYHH
NayHUeHTH ¢ HOBOAUArHOCTHLIMpaHA, NMONMOXKKUTENHA 3a Prunaaenguiicka XxpoMo3oMa, XpOHHYHA
MUenoruaHa nepkeMus (XMJ1) B XxponnuHa ¢a3a (5 KIMHAYEH npoy4BaHHA ¢ 2 414 nauneHTH),
BBL3PACTHH MALKMEHTH B XpOHHUYHA daza v dasa Ha akcenepauua Ha XMJL, nonoxurenHa 3a
dunanenduiicka XpoMo30Ma, NMPH NalLKMEeHTH, KOUTO ¢a PE3UCTCHTHH WIIH HE NMOHAcAT Aobpe
NpeaxXoXaalla Tepanus, BKIIOYBAalia HMaTHHHO (6 KIHHHYHKA Npoy4YBaHus ¢ 939 nauneHTH) U
neANaTPHYHH NaUHEHTH ¢ nofnoxurenHa 3a Ounagenduiicka xpomozoma XMJ1 B xponunuHa ¢asa, kouto
Ca PE3UCTEHTHH WIH HE NOHACAT Ao0pe npeaxoxnallla Teparnus, BKIOUBaa HMaTHHHO (2 KIHHUYHA
npoy4uBaHus ¢ 69 nauneHTy). Teau cOOpPHHN JaHHH NPEACTABAT ekCno3uLMa ot 9 039,34 naumeHTo-
rogudu. IIpodunsT Ha 6e30nMacHOCT Ha HWIOTUHHO € ITOCTOAHEH NMPH BCHYKH NOKa3aHMA.

Haii-uecTHTe HexkenanH peakin (yectota =>15%) or cGopHuTe navHM 3a 6e3zonacHocT ca: obpus
(26,4%), pHdeKLNA HA TOPHHUTE AMXATEJHH MTHLIA (BKIIOUHUTENHO QApHHIHT, HA30(APUHIHT, PUHHT)
(24,8%), rnasobomnue (21,9%), xunepounupybuneMus (BKIIOUYHTENHO NOBULLIEH OUTMPYOUH B KPBBTA)
(18,6%), aprpanrus (15,8%), ymopa (15,4%), ranene (16,8%), npypuryc (16,7%) u TpombounTOneHns
(16,4%).

TabavueH CIMCHLK Ha HEXKENaHHTE peakliuu

BULLEOL

/4

Hexenanure peakvy, Cbo0LaBaHNH NPH KIHHHYHH MPOYYBRAHHA ¥ MOCTMAPKETHHIO
(Tabauua 3), ca n3dbpoeHH MO CHCTEMO-OpraHeH kiac U decrora no MedDRA. Yecrorg
KaTO ¢a M3MOA3BaHM CIEAHHUTE KaTeropuu: MHoro vectH (=1/10); yectun (=1/100 no / v

14



(OT HATMYHWTE 1AHHH HE MOXe f1a Obe HalpaBeHa OLICHKa).

Tabnana 3 HexenanH NeKapcTBEHH peaKnHA

Hﬂtl)ﬂtlllll] H ampec'mlmn

MHOT0 yecTH:

HUndeking Ha ropRUTE TMXATENHH MbTHINA ( BKIIOYHTENHO GapUHTHT,
Ha30()apUHI KT, PHHHT)

YecTu: @onuKynIuT, OPOHXHT, KAHTHA034 ( BKJIIOYHTEIHO OpanHa KaHAHA03a),
| NHEBMOHHA, FaCTEPOEHTEPHT, HHOEKLIMA HAa MTHKOYHUTE MHTHILA
Heuectn: Xeprnec BHpYycHa HH(peKLHUA, aHaJleH abcuec, kaHANN03a (MHQEKLHUA C
KaHAHa), YpPYHKYJI, CENCHC, NMOAKOXKEH abcliec, THHea NeJHC
Penkn: PeaxTuBalug Ha xenatur B

Heonnazmu — 106pOKAYECTBEHA, JJIOKAUECTBEHH H HeollpeJe/ieHn (BK/I. KHCTH H NOJIHITH)

HeuectH:

KoxeH nanunom

Penkwu:

|

OpaneH nanwioM, NapanpoTeHHEMHA

Hapymienusg Ha KPLBTA H IHIMPHATA CHCTEMA

MHOIo 4ecTH:

AHeMHA, '[POMﬁOI[H’l’OI‘IEHHH

YecTH:

JIeBKONEHHS, NEBKOLIMTO34, HEYTPOTIEHHSA, TPOMOOLIHTEMHS

Heuectn:

Eosunodunns, pebpnnna neyrponeHus, NuMOOneHHs, NaHIHUTONCHHA

HapyimesnHs HA HMYHHATA CHCTEMA

| HeuectH:

CBpPbXYYBCTBHTEIHOCT

Hapymesns HA eHIOKPHHHATS CHCTEMA

MHOro 4ecTH:

3abaBsHe Ha pacTexa

Yectu: XUMOTUPECOUIUIBM
Heuectn: Xuneprnpeomm'm
| Penxu: BTOpUYCH XHNEPNIAPATHPCONAM3bM, THPEOUIHT

Hap_ymeﬂnﬂ HA MeTA00A3MA H XPRHEHETO

YecTH:

Enexrponurer aucbanaHc (BKMIOYHTEAHO XHITOMarHe3MeMHH,
XUMEPKATHEMHUR, XUITOKATHEMHUS, XHITOHATPHEMHS, XHTIOKAJILIMEMHS,
XUNEepKallueMua, xuneppochareMus ), 3axapeH guadeT, XHNepriiukeMus,
XMINEPXONECTEPOTIEMHSA, XUNEPIHNHIEMHA, XUNEPTPHUITTHLEPHAEMHUA,
NOHWXKEH aneTHT, NOJarpa, XunepypHkeMus, xunogocparemus
(BKIHOYMTENTHO NOHMKEHHE Ha docdopa B KpLBTA)

Heuectn:

I[EXH,E[P&T&I.I,HH, [TOBHIICH aIlICTHT, AHUCJTHITHAEMHAA, XHTIOTTTHKCMHA

Penxu:

HapyLieH aneTHT, TYMOp-JIU3HC CHHAPOM

[IcaxHuHH BAPYIIECHHY

Yectn: Jlenpecus, 6e3chHUe, TPEBOXKHOCT
Heuectu: AMHe3HA, OOBPKAHOCT, NE30PHEHTALINA
Penkn: Huchopus

Hapymenns Ha HEPBHATA CHCTEMA

MHoro uecTu: I'nasobonue

Yectu: 3aMasHOCT, XHMOECTE3MA, NAPECTE3HH, MHIPEHA

Heuecth: MO3BbYHOCHAOB HHLIMAEHT, BETPEYEPEITHH/ MO3BbYHH KPBBOH3IIHBH,
HCXEMHMYEH HHCYJIT, TPAH3UTOPHH HCXEMHUHH aTakH, MO3bYeH HHPapKT,
3aryfba Ha Ch3HaHHE (BIKTIOYHTENTHO CHHKOIT), TPEMOp, Hapy1IeHO BHHMAaHKe,
XHIepecTe3ns, AN3eCTe3 A, JieTaprus, nepudepHa HeBponaTHi, CHHAPOM Ha
HECMIOKOHMHHTE Kpaka, JIMLCBA napanu3a

Penxu: CTteHo3a Ha Gaamlapua'ra apTepHs, MO3BLUYEH OTOK, HEBPHT Ha 3PUTETHHA HEPB

HaEymemm HA OUHTE

YecTH:

KOHIOHKTHBHT, CyX0 OKO (BKIIIOUHTENHO KCepoPTaaMui), ApasHEHE Jgie

7

XHIICpEMHA (CIUIEPH.HHH, KOHIOHKTHBAJIHA, D‘IHB), 3aMBIJIABAHC HA/PEN
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Heuecty:

HapyumeHHe Ba 3peHHUETO, KOHIOHKTHBAJIHA XEMOparui, HaMalieHa 3pUTeiHa
OCTpPOTa, OTOK Ha knenaunre, Onedapur, goToncus, anepru4eH
KOHIOHKTHBHT, AUIUIONHA, O4€H KPBBOHIINB, OOJIKa B OKOTO, OUMEH TIPYPHTYC,
NOAYBAHE Ha OYHTE, 3a0019BaHE HA OYHATA NOBBLPXHOCT, NepHopOHTANIeH

OTOK, poTodobus

Penku:

XGPHDPQTHHOHaTHH, CACM Ha INaIrnniInTC

HapyiieHHs Ha YXOTO H IR0HPHHTA

YecH:

CBeTOBLPTEXK, DOIKA B YXOTO, THHHTYC

Heuecru:

Hapyuie cnyx (Xunoakysus)

—

Chpaeusn HapymeHns

Yectu: CreHokapaua, apuTMHUH (BKITIOYHTETHO aTPHOBEHTPHKYJIapeH ONoK,
MPEeACHPAHO TPENTEHE, KAMEPHH €KCTPACUCTONH, TAXUKADAUA, NPEACHPIHO
MBXKIEHE, Opaavkapans), naanurauMu, yasnkeH QT uHTepBan Ha

| eneKkTpokapaMorpaMara, KOpoHapHa 00NeCT Ha ChPLETO

Heuectn: MuoxapaeH HH}apKT, LIyM Ha CbPLETO, NEPHKAapAEH H3IHMB, ChpACYHA
HEeJOCTaTb4YHOCT, AMACTONHA AUCYHKIMA, 1B 6eapeH 610K, nepuKapauT

Penku: [lnano3a, HaManeRa QpaKLUg Ha H3TJIACKBAaHE

C Heu3zBecTHa KamepHa aucyHKHUS

4YecToTa:

Cpa0BR BapymeHas

Yecth: XHUNEPTOHUA, 3auepBsiBaHe, neprudepHa apTreprantHa OKITy3MBHa Sonect

Heuecn: XUNEPTOHUYHHN KPH3H, KIIaYAHKALIHO HHTEPMUTEHC, NeprdepHa apTepHaiHa
CTE€HO3a, XEMaTOM, apTEPHOCKIIEPO3a, XHNOTOHHUS, Tpombo3a

Penxu: XeMoparuyeH 1ok

PecnupaTopBR, rpbAHA H MEAHACTHHAIHH HAPYLICHHS

MHOT0Q 4eCTH: Kanuinua

Yectu: JncnHes, AMCNHes NpH HaTOBapBaHe, eNUCTakCHe, OpodapHHreanta Gonka

Heuecn: benoapoGeH 0TOK, IUIEBpalieH H3IUB, HHTEpCTHLIHANTHA OenoapodHa Gonecr,
ruieBpajiHa O0NKa, TUEBPHT, Apa3sHeHe Ha rbpaoTo, aucdonns, 6enogpobHa
XHIIEPTOHHA, XPHITOBE

Penxu: dapuHronapuxreaiHa 6onka

16




CroMamHo-4peBHH HAPYUICHHS

MHOro yecTu:

"anene, 6osKa B ropHaTa YacT Ha KOPEMA, KOHCTHIALMS, JHapKi, MOBPbILAHE

YecTH:

[TaukpeaTvT, KOpeMeH AHCKOM(OPT, pa3ayBaHe Ha KopeMa, QIaTyIeHIus,

Oonka B KopeMa, JTHCNETICHA, FACTPHUT, racTpoezogdareanecH pedIyke,
X€MOPOMIH, CTOMATHT

Heuyectn:

["acTpoHHTECTHHANTHA XeMOparua, MEJICHa, YILEpallMi B yCTaTa, e3o¢areaiHa
Gonka, cyxoTa B yCTaTa, YyBCTBHTE/IHOCT Ha 3b0MTe (XHNOEpecTe2us Ha
360HUTE), AMCTeYy3HA, EHTEPOKOJUT, 938 HA CTOMAXA, THHTMBUT, XMATAJIHA
XEpHHS, pEKTallHAa XeMoparus

Penxu:

[lepdopaliys Ha racTpOMHTECTHHAJIHA A3Ba, XeMaTeMe34a, e3o¢areaiHa s38a,
yJLEepo3eH e30¢aruT, peTponepHTOHEAIHA XeMOoparus, cyouneyc

XenaToOHAHAPHR HAPYIIEHHS

MHoro uectu:

XunepOunupyOrHeMus (BIIIOUHATENHO NOBULIABAHE HAa OunupyOuHa B

KPbBTa)

YHectH:

HapyuieHa yepHopoOHa pyHKiHA

HeuecTH:

XBHHTOTOKCH‘-IHGCT, TOKCHUYCH XeIaTHT, ) XbJATCHHLA, X0J1€ECTa3a,
XCNATOMCTIraJIvAa

Hﬂp}'ﬂ]ﬁﬂﬂﬂ HA KOXKaTAa H MNOAKOKHATA ThKaH

MHoOro gectu:

OOpHB, NPYPHTYC, ANIOTNCLIHA

YecTH:

Howxo n3noTsBane, eK3eMa, YPTHKAPHA, XHNIEPXUAPO3a, KOHTY3HH, aKHE,
ACPMATHUT (BKIIOYHTENHO aJICPruyeH, eKCPOIMATHBEH H aKHEU(POPMEH), CyXa
KOXa, EpUTEM

HeuecTti:

Excdonuarusen o6puB, nekapcreeHa epyniuusa, KoxkHa 6o1ka, eKXHMo3a,
NOAYBAHE HA NHLETO, 0OpalyBaHe HA MEXYPH, JePMAIHH KMCTH, erythema
nodosum, xunepkepaTosa, NeTeXuH, GOTOUYBCTBUTETHOCT, NICOPUA3UC,
NpPOMsHa B LiBETa Ha Ko)KaTa, OejieHe Ha KOXKaTa, XHIIEPIIUIMEHTallA Ha
KOXKaTa, XMIepTpodus Ha KOXaTa, 4382 BbPXY KOXATa

Peaxu:

Eputrema myrudopMe, CHHAPOM Ha NMaJiMapHO-IUTAaHTApHA
EPHTPOAH3ECTE3HS, XHNEPIUIA3MSA HA MACTHHUTE KJE3U, aTpOPHUA Ha KOXKaTa

HHE}’EIEHIIH BA MYCKYJTHO-CKCJIETHATA CHCTEMA H CHEAHHHATC/IHATA TEKAH

MHoro uecrtH:

Muanrus, aprpairus, 6onka B repba, 6onka B kpaiH1LMTE

Yectn:

MyckynHo-ckesnieTHa 60/1Ka B rpbAHKA KOLL, MyCKYJIHO-CKeJleTHa 00JiKa,
Oonka BbB BpaTa, MyCKY/NHa ¢j1a00CT, MyCKYJIHH cnia3sMH, O0JIKA B KOCTHUTE

HeuecTn:

MycKyJIHO-CKeJIeTHa CKOBAHOCT, OTOK Ha CTaBHTE, apTpHT, Honka B Xwiboka

Hapymenns a2 6L0pennTe # NHKOYHHETE NHTHIIA

YecTH:

'l'lonaxnypua, AU3YPHA

HeuecTH:

YecT NO3KUBH 38 YPHHHpPaAHE, HHKTYpHs, XpoMaTypHs, xeMarypus, 6u6peuna
HEAOCTAThUYHOCT, HHKOHTHHEHLIMA HA YPHUHATA

HﬂE}’IﬂEHEﬂ Ha BMH!)I)HSBO.[IHTEJIH&TH CHCTEMA H I'bpPAATA

YecTu: EpekTiiHa Auc(yHKUHSA, MCHOparis
Heuectn: boska B rbpPAHTE, THHEKOMACTHA, NOAYBAHE HA 3bpHATA
Penxm: BTbpasisane Ha repauTe

Ob6wmnr napymenns

H E(!lEKTH HA MACTOTO HA IIPHIOKCHHE

MHoro yecTu: | YMopa, nHpekchs

Yectu: bonka B rppaHus Koil (BKIIOYMTETHO HECBBP3aHa ChC ChpLETO OoNKa B
rpuAHKA Kow), Hosika, AuckoMdpopT B 061acTTa Ha FbpaUTE,
HEPas3noN0oKEeHHUE, aCTCHHA U NepH(EePEH OTOK, BTPUCAHE, IPHNONOA00HO
3ab0naBase

HeuecTu: OTOK Ha NULETO, OPTOCTATHYHH OTOLIH, YCELIaHe 3a NPOMIHA Ha TelecHaTa
TeMnepaTypa (BRIIOYUATENHO YYBCTBO 3a FOPELLMHA, YYBCTBO 34 CTYH),
JIOKANIH3HPAH OTOK

Penxu: BHe3anHa cMbpT

HicaeaBanug

MHoro yecTu: [ToBHiLIeHA aTaHHH AMHHOTPaHCdepasa, MOBHILEHA JIMMa3a

Yecrn: [ToHWwxkeH xeMornobuMH, NOBULLICHA aMIIA3a B KPbBTA, NOBH

aMHUHOTpaHcgepasa, NoBHIICHA ankanHa ¢gocdarasa B KPLBTE
rama-riyraMmuirpatHcdepasara, NoBMILICHa KpeaTUHHH docd

17




KPbBTa, MOHHXKEHO TETJIO, NOBHIICHO TErNO, NOBUILIEH KPEaTHHHH, NOBHILECH
obuy xonecrepon

Heuecth: [ToBulleHa aKTAT AeXUIPOreHasa B KpbBTa, MOBHILCHA YPes B KPbBTA,
MOBHILEH HEKOHIOTUPaH OUNUpyOHH B KpbBTa, MOBHILEH NapaTXOPMOH B
KPbBTA, MOBHILECHH TPHIJTHLICPHAM B KPBLBTA, NOHIKEHH IMOOYNHHH,
MNOBHLLIEH XOJIECTEPOJI B IMMONPOTEHHH (BIUTIOYHTEIHO ¢ HUCKA U C BHCOKA
[LTBTHOCT ), IOBHIIEH TPOMNOHHH

Peaxu: [lonmwkeHa kpLBHA 3aXxap, MOHWKEH HHCYIUH B KPBBTA, MOBHIBCH HWHCYJIHH B

KPbBTa, NOHKeH C-nenTna
3abenexka: He BCHukH HEXKENTAHH IEKAPCTBEHU peaklUy ca HabmoaaBaHH Npyu NeJUaTpUYHH

NPOYYBAHNA.

Onucanre Ha H30paHW HEXKETAHH PEAKIIHH

Buezanna cmvupm

Cpobmaga ce 3a HeuecTH ¢nydau (0,1 no 1%) Ha BHe3anHa CMBPT MO BPEME HA KTHHUUYHHTE
npoyuBaHus ¢ Hunornunb 3eHTHBa W/UNH NporpaMUTe 3a MUIOCHEPAHA ynoTpeba npu naudeHT ¢ XMJ1
B XpOHHYHa (a3a WK BbB (a3a Ha akcenepaums, pe3UCTEHTHH WIH C HENOHOCHMOCT KbM UMATHHHD U
NpeILIeCTBallia aHAMHE3a 3a ChpJeuHo 3ab019BaHe HIH 3HAYHMH PHCKOBH (aKTOPH 3a pa3BHTHE Ha

chpacuHO 3adonaBaHe (BXK. To4ka 4.4).

Peaxmueayus na xenamum B

CoobmeHa e peakTHBauua Ha xenatuT B BB Bpb3ka ¢ BCR-ABL THpo3uHKHHA3HUTE HEXHOMTODH
(TKH). B Hakou ciy4ad HACTHIIBA OCTpa YePHOAPOOHA HEAOCTATHUHOCT HIH QYIMUHAHTEH XENAaTHT,
BOAELL 10 HepHOAPOOHA TpaHCINAHTALMKA WM ¢daTaneH H3XoA (BXK. ToUKa 4.4).

[leanaTpuuHa nonynauus

be3zonacHOCTTa Ha HWIOTHHHO NpH NeANaTpHYHK NalMEHTH (Ha BB3pacT oT 2 10 <18 roaunHn) ¢
nonoxurenHa za ®unagenduitcka xpomoszomMa XMJ1 B XxpoHnuyHa ¢aza (n=58) € uscneapana B eqHO
OCHOBHO Npoy4BaHe 3a nepuoa ot 60 Meceuna (Bxk. Touxka 5.1). Ilpu neAMATpHUHHTE MALUEHTH
YE€CTOTATA, BUJA ¥ TEKECTTA Ha HAOMIOjaBaHUTE HEXKENaHH PeakKLMH KaTo LU0 ChOTBETCTBAT HA TE3H,
HaOnoAaBaHH NPH Bb3PAaCTHHTE, C H3KIOUEHHE Ha XHNEpOWIHPYOHHeMHa/MoBULLIECH OMITHpYOHH B
kpbBTa (CTeneH 3/4: 10,3%) n nopnuiaBane Ha TpaHcaMuBasuTe (AST Crenen 3/4: 1,7%, ALT Crenen
3/4: 12,1%), KOMTO ce ¢hoDILABAT ¢ NMO-BHCOKA YECTOTA, OTKOJIIKOTO NMPH Bb3pacTHHTE nauneHTH. Hupara
Ha SunupyOnHa u yepHoaApoOHHMTE TpaHCAMKHAa3H TPAORa Aa ce MpoCcaensBaT Mo BpeMe Ha JIeUeHHETO
(Bk. ToukH 4.2 n 4.4).

Jabassane na pacmedca npu NEOUAMPUYHAMA RONYAAYUNA

B eaHo npoy4BaHe, NpOBEAEHO NpH neayaTpHuHarta nomyaauma ¢ XMJL, ¢ MeauaHa Ha ekcnosuuus 51,9
Méecelia 1PpH HOBOAMATHOCTHLIHPAHH NaltHeHTH 4 59,9 Meceua npu nauueHTH ¢ Ph+ XMJI-X® u ¢
PE3UCTEHTHOCT KbM MMATHHHO/1a3aTHHUO WM ¢ HEMOHOCHMOCT KbM MMaTHHHUO, ce Habnonasa
3a0aBaHEe Ha pacTexka (MpecH4aHe Ha NOHE KBS OCHOBHH NEPCEHTHWIHH JIMHUH OT H3XOAHOTO HHBO) MpH
OceM NMauMeHTH: TIpH neT (8,6%) oT TaXx HMa npecHuaHe Ha ABE€ OCHOBHH NEPCEHTHIHH JIMHHH OT
H3XOAHOTO HMBO, a nNpHu TpuMa (5,2%) uMa npecHyaHe Ha TPH OCHOBHM NEPCEHTHIHH JIMHHM OT
M3XOAHOTO HHBO. 3a ¢ChOUTHSA, CBBbP3aHH Che 3aDaBAHE HA pacTexka, ce ChoOLaBa NpHU 3 NALMEHTH
(5,2%). IIpenopbuBa ¢€ CITPUKTHO NMPOCICASBAHE HA pacTeXa NMPU NEAMATPAYHH NMALMEHTH Ha JICHEHHE
¢ HuNoTHHRHUO (BK. TOUKa 4.4).

CnobliasaHe Ha NOAO3UPAHH HEXKENIAHU PEaKLIMH

CrobluaBaHeTo Ha NOAO3HMpPAHH HEXKeNaHH peaKLHH clie]l pa3peluaBaHe 3a ynortpeba Ha .uexapcmenm
NPOAYKT € BakHO. ToBa NO3BOJABA Ja NPOAL/DKH HAOMIOAEHHETO Ha ChOTHOLIEHHETO TOJ3aue Sﬂ
AeKapCTBEHUA NPOAYKT. OT MEAWLIMHCKHUTE CIICLIHANTUCTH C€ H3HCKBA 13 C‘bOﬁUL&B&T oK :'
HexXenaHa peakuua upe3 MinbiHuTenHa areHuMa no fekapersara, yi. ,,JlaMaH pr &
Codus, Ten.: +359 2 8903417, yebcaiir: www.bda.bg.
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4.9 Ilpeno3npane

CpoOlnara ce 3a OTACITHM CJTYUaH Ha YMHIUIEHO NpeJo3HpaHe ¢ HWIOTHHHO, NPH KOUTO HEYCTAHOBEH
Opoit TebpaK kancynn Hiuwtotuan6 3enTHBa ca 61 norwiHaTH B KOMOMHALHA C ANKOXOJ WK APYTH
nexapcTseHH npoaykTH. HabniopaBaHuTe ciTy4au BKIIOUBAT HEYTPONEHHA, NOBPLIIAHE H CHHAXBOCT.
He ce cvobiaBa 3a EKI' npoMeHH win xenatoTrokCHYHOCT. KpaitHUAT nU3xoa e GrnaronpHaTeH.

B cnyuaii Ha npeno3HpaHe NaUKMEHTLT TPAOBA Aa ce Habmoaapa U Aa ce MPINOXKH MOAXOAALLIO
NOAABPHKALLO JIEYECHHE.

5. ®OAPMAKOJOI'MYHH CBOMCTBA

5.1 ®PapmaxkolHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyrna: AHTHHeOMacTH4HH cpeacTsa, BCR-ABL THpo3uH kHHa3HH
uHxubnTopu, ATC xoa: LOIEAOQ3,

MexaHu3sM Ha JeUCTBHE

Hunotnaut e Mmomes HHxuOuTOp Ha ABL THpo3uHkuHa3Hara akTuBHOCT Ha BCR-ABL oHkonpoTreunHa,
KaKTO B KJIETBYHH JIHHHH, TAKa H B MbPBHYHO NMONOXMUTENRH 3a Ounanenduiicka xpomoszoMa
JIEBKEMHYHH KIETKH. BellecTBoTO ce CBbp3Ba ¢ BUCOK apUHHTET KbM ATP-CBBp3BaIOTO MACTO 110
TaKbB Ha4HH, Y€ C¢ ABjABA MOLIECH HHXHOUTOP Ha auBuA THITI BCR-ABL W nopaspxa akTHBHOCT cpelily
32/33 uMaTuHKO-pe3HcTEHTHN MyTaHTHH GopMu Ha BCR-ABL. B pesynrar Ha Ta3u OHOXHMMHYHA
aKTHBHOCT, HWIOTHHHO ceNleKTHBHO HHXHOHpa npomMdepauaTa 1 HHAYLHPA anonTo3ara B KINEThYHH
JIMHHK N B MBPBUYHO MOJ0XKHTENHH 38 Dunagenduiicka XxpoMozoMa KIeTKH oT nauueHTH ¢ XMJL. TlpH
MOOeIM Ha MulnKH ¢ XMJL, kaTo caMoCTOSTENHO CPEACTRO, HHIOTHHHO HAMaNABa TYMOPHOTO
HAaTOBAPBAHE H YIB/DKABA MPEKHUBAEMOCTTA ClieA MepOpallHO NPUWIOKEHHE.

dapMakoaHHAMHYHU edeKTH

HunoTHHHO MMa MaTBK e(eKT UM HAMAE eDEeKT CpeLy NMo-roisiMa 4acT OT APYrUTEe U3CIICABAHU
NPOTEeMHKHHA3H, B TOBa YHCO Src, ¢ 3kmoueHde Ha PDGF, KIT u Ephrin peuenropHrTe KMHA3H, KOUTO
MHXHOMpA B KOHLEHTPALMK, HAMHPALIK C€ B UHTEpBaJia [IOCTHIHAT Clie]l EPOPaHO NPUIOKEHHE Ha
TEPANEBTHYHH J03H4, NpenopbuBaHy 3a neueHue Ha XMJI (k. Tabauua 4).

Tabnanma 4  Kanazen npodun na unaoranunb (pochpopunannonen IC50 nM)

BCR-ABL PDGFR KIT
20 69 210
Knunuuna e¢mxacHocT

Knunuunu npoyusanus npu nosoouazrnocmuyupara XMJI ¢ xponuuna gaza
[lposeneHo € OTBOPEHO, MBOTOLIEHTPORO, paHaoMu3vpaHo Pa3a Il npoyuBane 3a onpenensHe Ha
eMKaCHOCTTa Ha HWIOTUHHO cripaMo UMaTHHHUG npu 846 BB3paCTHH MALIMEHTH C
HOBOAHATHOCTHLIMPaHa, NojioxkurenHa 3a Gunanenduiicka xpomoloma XMJI B xpoHHuHa da3a,
IOTBLPACHA HATOreHeTHYHO. [launeHTHTE ca OMNM BKIIOYMBAHH B PAMKHTE Ha 11eCT Mecela OT
MOCTABAHETO HA IMATHO3ATA H MPEAH TOBA HE Ca NIPUEMAJIH JIEYCHHE, ¢ HIKIIOUECHME HA XMAPOKCHYpES
W/ wan aHarpeana. IauperTure ca panagomMusupanu 1:1:1 na npuemat HHAOTHHHO 300 mg aRa TETH
AHeBHO (n=282), HunotHHu6 400 mg aApa mbT¥ AHeBHO (n=281) win uMaTHHHO 400 mg BeAHDBXK JHEBHO
(n=283). PaHaoMH3auuATa € cTpaTHPHULIKPaHa MO OTHOLIEHHE Ha PUCKA MO cKajaTta Ha Soka -
NpH MOCTaBAHE Ha AHArHO34aTa.

N3xonHnTe XapakTeprUCTHKY ca Ounu noOpe danaHCHpaHH MEXKIY TPHUTE TEpaleBT ,
Menuanara Ha Bb3pacTTa ¢ Ouna 47 roguHH B ABETE paMeHa Ha HUWNOTUHHO H 46 r{jng
HmaTHHHG, Kato 12,8%, 10,0% u 12,4% ot naumeHTHTE ca OHIM Ha Bb3pacT =65 I @
TepaneBTHYHHTE paMeHa Ha HUWIOTHHHG 300 mg nBa mbTu AHEBHO, HUNOTUHHO 40(
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1 uMaTHHHO 400 mg BeaHbXK AHEBHO. Cpell NALHEHTHTE € UHMAJO MAJIKO NMOBEUYE MBIKE OTKOJIKOTO XKEHH
(56,0%, 62,3% n 55,8%, cpoTBETHO B pamoTo Ha HHUNOTHHKHO 300 mg nBa meTH AHEeBHO, 400 mg ABa
MbTH AHeBHO W UMAaTHHUO 400 mg seanbx aHesHo). Han 60% ot nauuenTHTe ca OWiH ot O4nara paca, a
25% ca 6wy a3maTum.

[TupBoHauanHara BpeMeBa TOMKA HA aHAIM3 Ha JAHHWUTE € OWna NnaHupaHa, korato BCHUKH 846

NnaLyeHTH 3aBbPILAT (MIK NPEeKbCHAT NO-paHo) 12 MeceuroTO JedeHHe. JlOMbITHUTEeNHHTE
aHAJIM3U Ce TUTAHUPAT NIPH 3aBbPLIBAHETO Ha 24, 36, 48, 60 1 72 MeceyHOTO NNeYeHHE (MU NPH
[o-paHHoO NpeKbCcBaHe). Meauanara Ha MPOABLDKHUTENIHOCT Ha JIEYEHHETO € OWla NpHOITH3HTENHO
70 Meceua B TepaneBTHYHHTE IPYIH HA HWIOTHHHO W 64 Mecella B rpynaTta Ha HMaTHHHO.
MeanaHaTa Ha ASHCTBUTENHKA HHTEH3UTET Ha no3ara € 6una 593 mg/nex 3a Hunorunn6 300 mg
ABa ITbTH AHEBHO, 772 mg/aen 3a HUNoTHHHO 400 mg aBa nbTH AHeBHO W 400 mg/neH 3a
HMaTHHHO eqHOKpaTHO AHEBHO. [IpoyuBaHeTO B MOMEHTA MPOAB/IKABA.

[TupsrynaTa KpaliHa TouKa 3a epukKacHOCT e Ouna roiaam MonekymsapeH otroerop (I'MO) na 12 meceu.
['MO ce nednnanpa kato croTHOlIeHHe BCR-ABL/ABL% <0,1% o MexayHapoaHaTa ckaia
(International scale- IS), uamepeno upes RQ-PCR, koero ¢cboTBeTCTBa Ha 23 log peayxkuus Ha BCR-
ABL TpaHCKpHITHTE CNpAMO CTAHAAPTH3HPAHO U3X0AHO HUBO. Yectorata Ha MO Ha 12-ug Mecen e
CTaTUCTUHMECKH 3HAYHMO TO-BHCOKA NTpH HUWNOTUHKO 300 mg nBa mMeTH AHEBHO B CPABHEHHE ¢ KMATHHMO
400 mg BeaHBkK AHeBHO (44,3% cnpamo 22,3%, p<0,0001). Yectorara va I MO Ha 12-ua Mecel € chILO
Taka CTATHCTUUYECKH 3HAUYMMO TI0-BHCOKA NTPpH HWIOTHHHO 400 mg nBa MbTH JHEBHO B CPABHEHME C
HMaTHHHO 400 mg Beaunbxk AHeBHO (42,7% cnpamo 22,3%, p<0,0001).

Yectorata Ha TMO Ha 3, 6, 9 u 12 Mecew; € 61 8,9%, 33,0%, 43,3% u 44,3% npu uunoturud 300 mg aBa nbTH
AHeBHO, 5,0%, 29,5%, 38,1% u 42,7% npu nunotdHrO 400 mg nea mvTH gHeBHO H (,7%, 12,0%, 18,0% # 22,3% npu

HMaTHHUO 400 mg BeAHLK AHEBHO.

Yectorata Ha MO Ha 12, 24, 36, 48, 60 n 72 mecel e npeactaseHa 8 Tabnuua 5.

Tabapna 8§ Yecrora Ha 'MO

Hunoruuub Hunotunnot UmMaTuHub
300 mg nBa METH 400 mg aBa MeTH 400 mg BeAHBXK
JHEBHO JIHEBHO JAHEBHO
n=282 n=281 n=283
(%) (%) (%)
I'MO na 12-ns Mecen _
Otrosop (95% CI) 44,3' (38,4; 50,3) 42.7' (36,8; 48,7) | 22,3(17,6, 27,6)
I'MO na 24-n1 Mecen
Orrosop (95% CI) 61,7' (55,8; 67.4) 59,11 (53,1; 64,9) 37,5(31,8;434)
MO Ha 36-rg mecer’ |
Otrosop (95% CI) 58,5' (52,5; 64,3) 57,31 (51,3; 63,2) 38,5 (32,8; 44.5)
TMO ua 48-ns mecerr’
Orroeop (95% CI) 59,9' (54,0; 65,7) 55,2 (49,1, 61,1) 43,8 (38,0; 49,8)
I'MO ua 60-ns mecen*
OTtrosop (95% CI) 62,8 (56,8, 68,4) | 61,2(55,2; 66,9) 49,1 (43,2; 55,1)
TMO na 72-ns mecen
Otrosop (95% CI) 52,5 (46,5; 58,4) 57,7 (51,6; 63,5) 41,7 (35,9; 47,7)
' p-croitnocT ot Cochran-Mantel-Haenszel (CMH) TecT 3a yecToTaTa Ha OTTOBOP (cnpamo
uMaTHEHO 400 mg) <0,0001

2 CaMO NaLMEHTHTE, NPH KOHTO ce Habmogasa MO B cneumduuHa Bpemesa Touka, ca 6
BKIIIOUEHH KaTo MOBIHANH CE B CLOTBETHATA BpeMeBa TouKa. Obwo 199 (35,2%) ot BC AT
He ca OlicHeHH 3a HanuuKne Ha ' MO Ha 36-us mecen (87 B rpynarta Ha HUnoTHHUO 30/ afa m

AHeBHO W 112 B rpynata Ha HMaTHHKO), NOpaay NUNCBALLK/C HEBB3MOXKHOCT 32 H3Y o i
npobu (n=17), oTYETEHW ATHNIHYHK TPAHCKPUIITH H& U3XOAHO HHUBO (N=7) WIN NpeKpcEs
JNCYECHHETO npeau 36-us mecell (n=173).

} CaMo nauMeHTHTE, NpH KOUTO ce Habmoaasa 'MO B cneundHyHa BpeMEBa TOUKA, W

il Syt
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BKJIFOYEHH KaTO NMOBJIUAJIM C€ B CbOTBETHATa BpeMeBa Touka. O0wo 305 (36,1%) oT BCHYKH NauueHTH
He ca olleHeHH 3a Hanuuue Ha 'MO Ha 48-us meceul (98 B rpynara Ha HWIOTHHUO 300 mg aBa MbTH
nHeBHO, 88 B rpynara Ha HWIOTHHHO 400 mg aBa NbTH AHEBHO U 119 B rpynara Ha UMaTHHHO),
MopajaM JIMINCBAIK/C HEBBb3MOXKHOCT 3a u3uucasaHe PCR npobu (n=18), oTyeTeHn aTunu4yHH
TPAHCKPUNTH HA U3XOIHO HUBO (N=8) WJIK NPEKbCBAHE HA JIEYeHUETO npeau 48-usa Mecewl (n=279).

* Camo nauueHTHTE, NPU KOUTO ce Habmoaasa 'MO B cneuuduyHa BpeMeBa Touka, ca Ouau
BKJIKOYEHH KATO MOBJIMAJIM C€ B CbOTBEeTHATa BpeMeBa Touka. O01o 322 (38,1%) OT BCHYKH NaLMEHTH
He ca olleHeHH 3a Hainuue Ha 'MO Ha 60-usa mecew (99 B rpynara Ha HUI10THHKO 300 mg aBa NbTH
IHEBHO, 93 B rpynara Ha HWIOTUHUO 400 mg nBa nbTH AHEeBHO M 130 B rpynaTa Ha UMaTHHKO)
nopaau aunceauy/HeoueHsemMu PCR npobu (n=9), oTueTeHH aTUNMHYHH TPAHCKPHUITTH HA U3XOHO
HUBO (n=8) WK NpeKbCBaHe Ha JeyeHueTo npeau 60-us mecew (n=305).

> CaMO naiLMeHTHTe, pH KouTo ce Habmoaasa MO B KOHKpeTHa BpeMeBa TO4Ka, ca OMJIM BKJIHOYEHH
KaTo MOBJIMAJIM CE€ B CbOTBETHATA BpeMeBa Touka. O0wo 395 (46,7%) OT BCHUKH NALMEHTH HE ca
olieHeHH 3a Hasnuue Ha MO Ha 72-us mecelr (130 B rpynara Ha HUW10THHKO 300 mg aBa MbTH
nHeBHO, 110 B rpynara Ha HUJIOTHHHO 400 mg ABa NbTH AHEBHO M 155 B rpynara Ha UMaTHHKUO)
nopaau juncpauiu/HeoueHsemMu PCR npoOu (n=25), oT4eTEHH aTUNHYHH TPAHCKPHUIITH Ha U3XOHO
HMBO (N=8) WK NPEKbCBAHE HA JICYEHHUETO Npeau 72-us Mecell (n=362).

YecroraTa Ha nocrurane Ha ['MO 10 onpejesieHH BpeMEBH TOYKH (KOETO BKJIKOUYBA MALUEHTHTE,
nocturdaay 'MO B win npeau Te3u BpeMEBH TOYKH, O3Ha4YaBaHU KaTO OTrOBOPUJIM Ha JICYEHHUETO), ca
NpeACTaBeHH KaTo KyMyJiaTiBHA yectora Ha [ MO (Bx. @urypa 1).

®urypa 1 KymyaarnsHa yecrora na 'MO
100 —— Hunotunnb 300 mg ABa NbTH AHEBHO (n = 282 |
----- HunotuHnb 400 mg ABa nbTKM AHEBHO (N = 281!
---------- MmaTtuHnb 400 mg BeaHbX AHEBHO (n = 283)
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Meceuu cnen paHAOMMU3aLUMATA
[Ipn Bcuuku puckoBM rpynu no Sokal, yecrorara Ha MO BBB BCHYKH BPEMEBH TOYKH OCTaBa I10-
BUCOKA BbB BPEMETO H INPH JIBETE I'PYIH HA HUWIOTHHHO, B CpaBHEHHUE C Ipynara Ha UMaTHHHO.
B perpocnektuBeH aHaius 91% (234/258) ot nauuenTure Ha HWJIOTHHUO 300 mg ABa MbT AT Ay
‘ 2

nocturat HUBO Ha BCR-ABL <10% Ha 3-us Mecew ot 1leyeHUeTo cnpsaMo 67% (176/264
nauueHTuTe Ha UMaTHHUO 400 mg BeAHBXK AHEBHO. [launeHTUTe ¢ HUBO Ha BCR-AB
MECELL OT JIEYEHHETO MOKa3BaT 110-BUCOKA 00111a NMPEKUBAEMOCT Ha 72-Us Mecell CripaM[ R4

MOCTUraT TakbB MoJIeKYJIsipeH oTroBop (94,5% cnpsimo 77,1%, cvorBeTHO [p=0, 0005] _ :
Ananus no Kaplan-Meier Ha spemeTo 10 nepBus ' MO noka3ssa, 4ye BepoATHOCTTA 3a c‘ﬁq\s{a
P
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['MO B pa3znHyHHU BpeMEBHU TOYKH € NO-BUCOKA KAKTO NpH HWI10THHHO 300 mg aBa mbTH ZAHEBHO, TaKa H
npy HUNoTHEMO 400 mg nBa MBTH JHEBHO, B cpaBHEeHHE ¢ MMAaTHHHO 400 mg Beanbxx aHerHo (HR=2,17
U cTpatTHdrunpaHa fog-rank p<0,0001 mexay Hinotunnb 300 mg aBa mbTH JHEBHO H UMAaTHHHO 400
mg BeaHbXK AHeBHO, HR=1,88 u ctpatudnumpana log-rank p<0,0001 mexxay Hunorunnd 400 mg apa
MbTH AHeBHO H UMAaTHHHO 400 mg BeAHBIK AHEBHO).

[TIpoLeHTHT Ha MalUEHTUTE NOCTHIHANK MONeKyiapeH oTroBop oT <0,01% u <0,0032% no IS B
pazIMyHUTE BPEMEBH TOUYKHM € npeacrasel B Tabauua 6, Chllio Taka NPOUECHTHT Ha NALMEHTHTE
NOCTHrHANMU MoneKyapeH oTrosop ot <0,01% n <0,0032% no IS B oTAeNHMTE BpeMEBH TOUKH ca
npeacraBedd U Ha Qurypu 2 ¥ 3. Monekyasapen orrosop ot <0,01% 1 <0,0032% no IS, otrropaps
CBOTBETHO Ha >4 log peaykumsa n 24,5 log peaykuud, Ha BCR-ABL TpanckpunTure or
CTAHAAPTH3HpAHA H3XO0AHA CTOHHOCT.




Ta6auna 6  IIponeHT NAlHEHTH, NOCTHIHAJH MoJieKyaspeH oTrosop ot <0,01% (4 log peaykuns) u
<0,0032% (4,5 log peaykuns)

HunotuHuoO HuwiotuHuod UmaTuamuo
300 mg nBa nmbTH 400 mg nBa nbTH AHEBHO | 400 mg BE€IHBXK AHEBHO
JIHEBHO n=281 =283
n=282 (%) (%)
(%)
<0,01% | <0,0032% <0,01% <0,0032% <0,01% <0,0032%

Ha 12-th Mecell 1 4.3 8,5 4,6 3.9 0,4
Ha 24-tu mecenl 24.5 12,4 22.1 7.8 10,2 2.8
Ha 36-tu Mecell 294 13,8 23.8 12,1 14,1 8,1
Ha 48-mu Mecell 33.0 16,3 299 17,1 19,8 10,2
Ha 60-th Mecell 479 32.3 434 29.5 31,1 19,8
Ha 72-pu mecell 44,3 31,2 45,2 28,8 2712 18,0

®urypa 2 Kymy/JlaTHBHA 4ecTOTAa HA MoJieKY. sipeH oTroBop ot <0,01% (4-log peayknus)

'
HunotuHn6 300 mg ABa NbTU AHEBHO (n = 282)
----- HunotuHnb 400 mg ABa NbTU AHEBHO (N = 281')
e AMATUHUG 400 Mg BeAHBX AHEBHO (n = 283) |
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Purypa 3 KyMmyJIaTHBHA 4ecTOTa HA MOJIeKyJasapeH oTrroBop ot <0,0032% (4,5 log peaykuus)

100 —— HunotuHu6 300 mg ABa NbTU AHEBHO (N = 282:{) i F |
----- HunotnHnb 400 mg ABa NbTKU AHEBHO (N = 2815) | i
e AMaTUHNO 400 mg BeaHBX AHEBHO (N = 283)
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Meceuu cnen paHaoMM3auMaTa

Bb3 ocHoBa Ha olieHka no Kaplan-Meier 0THOCHO NpoAb/KUTENHOCTTA Ha MbpBUA ['MO, NpouLeHTbT Ha
NalMeHTUTE, 3ara3uid MOCTUTHATHA OTIOBOP B NMPOAb/KEHUE Ha 72 Meceua € oun 92,5% (95% CI: 88,6-
96.,4%) B rpynara Ha HUJI0TUHUO 300 mg aBa mbTH AHEBHO, 92,2% (95% CI: 88,5-95,9%) B rpynara Ha
HUI0THHUO 400 mg nBa mbTH AHEBHO U 88,0% (95% CI: 83,0-93,1%) B rpynara Ha umMaTUHUO 400 mg
BEHBbK JJHEBHO.

[1bnen uuroreHeTuueH otroBop (I1L1O) ce nedpunupa kato 0% Ph+ merada3zHM mj1aCTUHKH B KOCTHHUS
MO3BK IpH U3ciieaBaHu rnoHe 20 meradasHu miactuHkU. Hai-ronsimara yecrora Ha [111O 1o 12-us
Mecell (KoeTo BKJIoYBa nauueHTuTe, nocturHanu IO Ha wam npeau 12-usa Mecell, 03Ha4YaBaHW KaTo
OTNOBOPHJIM HA JICYEHHUETO) € CTATUCTHYECKH 3HAUYUMO 1MO-BUCOKA NMpH HUIOTUTHO 300 mg u 400 mg aBa
[MbTH JHEBHO B cpaBHEeHUE ¢ UMAaTUHHUO 400 mg BeAHDBXK AHEBHO, BWK Tabnuvua 7.

YecrToraTa Ha [111O no 24 mecen (BkiIo4Ba naudeHTUTe nocturHanu 11110 Ha wiun npenu 24-us mecell,
O3Ha4aBaHH KaTO OTTOBOPHJIM Ha JICYEHHETO) € OMJIa CTATUCTUUYECKH TMO-BUCOKA B JIBETE IPYIM Ha
HUJIOTHHHUO - 300 mg aBa nmbTH AHEBHO U 400 mg aABa MbTH JAHEBHO, B CPAaBHEHME C rpyrnara Ha UMaTUHHUO
400 mg eqHOKpPaTHO JHEBHO.
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Tabanuma 7 Haidi-sucoka yectora Ha I1IIO
Hunotuan6 Hunoruuud HUmaTuHut
300 mgaeamvty | 400 mg aBa mbTH 400 mg
IHEBHO IHEBHO eAHOKPaTHO
n=282 n=281 OHEBHO
(%) (%) n=283
1 (%o)
o 12 mecen
Otrosopnis (95% CI) | 80,1 (75,0; 84,6) | 77,9(72,6,82,6) | 65,0(59,2;70,6)
Heotrosopunu 19,9 22.1 35,0
p-croiHocT or CMH TecT 3a <0,0001 0,0005
4YeCTOoTaTa Ha OTTOBOp (CNpAMO
uMaTHHNHO 400 mg eqHOKpaTHO
IHEBHO)
Mo 24 mecen
Orrosopuni (95% CI) 86,9 (82,4; 90,6) 84,7 (79,9; 88,7) 77,0 (71,7, 81,8)
HeoTrosopmin 13,1 15,3 23.0
p-croiHocT o1 CMH TecT 3a 0,0018 0,0160

4eCTOTaTa Ha OTroBOp (CHpAMO
uMaTHHHO0 400 mg e THOKPATHO
OHEBHO)

B3 ocHoBa Ha oueHka no Kaplan-Meier, npoLieEThT Ha NaLKMEHTHTE, 3aNla3KHIM OTTOBOPA B
NpoOaAbL/DKEHHE Ha 72 Mecella cpell nauueHTHTe, noctTurHanu IO e 6un 99,1% (95% CI1: 67,9-100%) B
rpynata Ha HL1oTHHHO 300 mg nBa mbTH AHeBHO, 98,7% (95% CI: 97,1-100%) B rpynara Ha
HUNOTHHHO 400 mg ara nmbTH AHEBHO H 97,0% (95% CI: 94,7-99,4%) B rpynara Ha uMaTuHUb 400 mg

BECAHDBX JHCBHO.

Kato nporpecusTa a0 ¢da3a Ha akcenepauua (PA) unu 6aactha kpusa (bK) no Bpeme Ha neyennero, ce
Onpeens BPpEeMETO OT IaTaTa Ha paHAOMH3aLHA OO MbPRaTa AOKYMEHTHPAaHA NPOrpecHs Ha
3abonasadeTo A0 da3a Ha akcenepaums, GnacTHa KpH3a WM ¢MBPT, ¢Bbp3aHa ¢ XMJI. B xona Ha
NICYEHHETO NPOrpechs KbM (pasa Ha akcenepaiusa WK OnacTHa Kpu3a ce Habnmoaaea npy odbmo 17
NMAaUHEHTH: 2-Ma nanyeHTH Ha HUNOTHHUO 300 mg aBa NbTH AHEBHO, 3 NALUMEHTH Ha HUIOTHHUO 400
mg AB4A TbTH AHEBHO M 12 nauuenTy Ha uMaTMHUO 400 mg eaHokpaTHO AHeBHO. U3uKucneHuaT
NPOLIEHT Ha NalMeHTHTE, 0e3 nporpecHa Ha 3abonsBaHeTO KbM (pa3za Ha akcenepailia Wi 61acTHa
KpU3a, H3YKUCIICH Ha 72-pH Mecell, € Oun ¢cboTBeTHO 99,3%, 98,7% 1 95,2% (HR=0,1599 1
crpatupuunpana log-rank p=0,0059 mexay Hunotuuud 300 mg aBa mbTH AHEBHO H UMATHHHO
BeaHBXK AHeBHO, HR=0,2457 u cTpaTuduumpana log-rank p=0,0185 mexnay nunommuub 400 mg apa
ITbTH AHEBHO H HMaTHHHO BeAHDbX AHEeBHO). Cnea BTopaTa roJiMHa Ha aHaJIM3a He ¢a ChOOLUECHH HOBH

ciiyyau Ha nporpecus kbM OA/BK.

BxiiioyBalHKH KIOHAHATA EBOMIOLIMA KATO KPHTEPHUH 3a nporpecus, ob1o 25 nauuedTy ca
NPOrpecCHpaliy KM ¢asa Ha akcenepaurs Wik OnacTHa KpH3a J0 KpailHaTta aata 3a ¢cxbupaHe Ha JaHHH
3a aHanu3a (3 B rpynara Ha HWIOTHHHO 300 mg ABa NbTH AHEBHO, 5 B rpynaTta Ha HUAOTHHHO 400 mg
JBa ITbTH JHEBHO MU 17 8 rpynara Ha UMaTUHUO 400 mg eAHOKpATHO AHEBHO). U3UMCNEBUAT NPOLCHT Ha
nauueHTHTE O6€3 mporpecys KM (paza Ha akcenepauus Wik ON1acTHA KpH34, BKTIOMHUTENIHO KIOHAIHA
€BOJTIOLMA, onpejeieH Ha 72-pH Mecell € Ot cpoTBeTHO 98,7%, 97,9% 1 93,2% (HR=0,1626 H

ctpatuduumpana log-rank p=0,0009 mexny nunornnud 300 mg asa mbTH JHEBHO H HMATHHHO B¢
aueHO, HR = 0,2848 u crpatuduimpana log-rank p=0,0085 mexxny nunotuaud 400 mg npg
JHEBHO H MMaTUHHUO BeHLXK AHEBHO),

OO0 55 nauyeHTH ca MOYAHATH 110 BpeMe Ha IEYEHHETO HUITH TIP3 Nepuoaa Ha rpoc eﬁﬁ o
NpeKsCBaHe Ha NevyeHneTo (21 B rpynara Ha HWiIoTHHHO 300 mg npa muTH AHeBHO, 11|E g:u Rt
HHUNOTHHUG 400 mg apa meTH 1HEBHO M 23 B rpynaTta Ha HMaTHHHUO 400 mg exaHokpa
Heanecer W wect (26) OT T€34 55 CMBPTHH ciTyuad ca Ounu cebp3akd ¢ XMJI (6 B rpyrig
HH10THHKO 300 mg nBa ImeTH AHERHO, 4 B rpynarta Ha HUNoTHHHO 400 mg aBa meTH IHEBN
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rpynata Ha uMaTHHHO 400 mg enHoKpaTHO AHEBHO). H3uKCACHHAT NPOLEHT NAaUMEHTH, KOMTO ca HHnu
’KHBH Ha 72-pn mecell e 6un cbotBeTHO 91,6%, 95,8% U 91,4% (HR=0,8934 u crpaTuduumnpana log-
rank p=0,7085 mexgy Hunoturn® 300 mg aBa meTH AHeBHO W UMaTUHHO, HR=0,4632 u
crpatidruupana log-rank p=0,03 14 mexay HunoTHHHO 400 mg nBa METH AHEBHO H UMATHHHO).
Baemaiiku npeaBua Kato cbOMTHA caMO CITYYaHTE Ha CMBPT, CBbp3aHa ¢ XMJI, H3UUCIEHHAT NPOLCHT Ha
o0l1a NpeKUBAEMOCT, ONpeAceHa Ha 72-pH Mecell € Ouna croTBETHO 97,7%, 98,5% 1 93,9%
(HR=0,3694 u cTpatuduumpana log-rank p=0,0302 mexxay nwiotuund 300 mg aBa meTH JHEBHO H
nMatHiub, HR=0,2433 u ctpatuduuupana log-rank p=0,0061 mexay vunornaub 400 mg apa mstH
JIHEBHO H HMATHHHO).

Knaunuunu npoyweanus npu nayuesmu ¢ XM/I ¢ xponuyna (paza wiu paza na akcerepayus
pe3ucCmermuu il C HeNOHOCUMOCI KbM UMAMUHUD

IIpoBeaeHO € OTBOPEHO, HEKOHTPOJIMPAHO, MHOTOLICHTPORBO NMpoy4BaHe BbB Ma3a Il 3a onpeaensHe Ha
edHKaCHOCTTa HA HWJIOTUHHO NpH BB3pacTHH nauMenTy ¢ XMJI, ¢ pe3suCTeHTHOCT WIH HEMOHOCHMOCT
KbM HMaTHHHO, C OTAE/IHH TEpaneBTHYHH paMEHa 3a XpOHH4Ha ¢a3a 1 ¢a3a Ha akceslepalHa Ha
3abonasanero. E¢pukacHocTTra ce ocHoBaBa Ha BKIOYEHHTE 321 nauueHTH 8 XO # 137 naunentu B AD.
MenauaHaTa Ha NPOABIDKHTENIHOCT HA Ie4eHHeTo € 561 aun npu naupeHTHTe B X ¥ 264 qHH npH
nauseHTHTEe B AQ (Bxk. Tabanua 8). Hunotunnt 3entuBa e npunokesa npoaALLKUTENHO (ABYKpPaTHO
AHCBHO 2 4aca ciell HaXpaHBaHe U €3 npueM Ha XpaHa Hai-Malko €AHH Yac CJica NPHIAraieTo) Ao
NOsiBa Ha JaHHH 32 HeaJeKBATECH OTrOBOP WIH fporpecHa Ha 3abonasaHeto. Jlosara ¢ 6una 400 mg npa
ITLTH IHEBHO M € OWJ10 NO3BOJIEHO NOKa4BaHe Ha no3ara Ao 600 mg AByKpaTHO AHEBHO.

Tabmmpoa 8  ITpoaAL/KHTENHOCT HE EKCNO3HIRATA HA HAJJOTHHHD

XpoHuuHa ¢a3sa (da3a Ha akcenepauus
n=321] n=137
Menuana Ha NpOAL/DKHTETHOCT HA 561 264
NIeYeHHETO B JHHU (25-TH-75-TH (196-852) (115-595)
NEPCEHTHI)

Pe3UCTEHTHOCTTAE KbM HMATHHHO BKAKOYBA HEYCIEX 332 NOCTHIAHE HA ITHJIEH XEMAaTOJIOTHYEH OTrOBOp (32
3 mMeceua), UIMTONCHETHYEH OTTOBOP (3a 6 MeceLia) WIH FOJIAM LHTOrEHECTHYEH OTroBop (3a 12 Mecena)
JUIM IporpecHs Ha 3adonsBaHeTo ciie NpeaBapUTEIHO NOCTUIHAT LIMTOTCHETHYEH WM XeMAaTOJIOTHYEH
oTroBOp. JIuncara Ha TonepaHe KbM HMaTHHHO BKIIOYBA MMALMEHTH, KOHTO NPEKPATABAT MPHEMA Ha
UMATHHHO NMopaau TOKCHYHOCT M HAMAT I'OJIAM LIMTOr€HETHYEH OTTOBOP 0 BpeMe HA 3anoyYBaHe Ha

MpOY4BAHETO.

O6wio, 73% OT NnauMeHTHTE Ca Pe3UCTEHTHH KbM HMAaTHHHO, JokaTo 27% HMAaT HEMOHOCHMOCT KbM
MMaTHHKO. [lo-roiaMa yacT OT NalUeHTUTE UMAT aHaMHe3a 3a NpoabbkuTendHa XMJI, kodaTo BKOYBa
€KCTEH3HBHO MpeAIleCTRALIO JICYCHHE C APYTH AHTHHEOIUIACTHYHH CPEACTBA, B TOBA YHCJIO HMATHRHO,
XHWAPOKCHYpeeH NMPOAYKT, UHTepGEPOH, a HAKOU ca MMAITH JIOPH HeyCMellHA OpraHHa TpaHCIUIaHTauus
(Tabnuua 9). MeauanaTa Ha HaH-BHCOKAaTa npeauiecTrala ao3a HMaTuHMb ¢ 600 mg/nHesHo. Haii-
BHCOKATA NpeAliecTBalna 103a Ha MMaTHHHO € 2600 mg/anesHo npu 74% OT BCHYKH MaLIMEHTH, KATO

40% oT nauMeHTHTE ca noay4aBajid UMaTHHHO B n03u 2800 mg/nHeBHO.




Tabnuna 9 XapakTepHCTHKH HA X0/1a Ha nporHuane Ha XMJI
XpoHuuHa daza Qa3za Ha aKcenepanus
(n=321) (n=137)*

MeuaHa Ha BpeMeTO Clle[ NOCTaBIHE 58 71
Ha QHarHo3aTa B MecelM (1Mana3oH) (5-275) (2-298)
Hmatunnb

Pe3ucTeHTHH 226 (70%) 109 (80%)

Hetonepanthu 0e3 ['T1O 95 (30%) 27 (20%)
CpeneH nepuoj Ha JICYEHHUE C 975 857
uMaTHHMO B AHM (25°™-75™ nepceHTHn) (519-1 488) (424-1 497)
[NpeniecTraiio NPUIOKEHHE HA 83% 91%
XUAPOKCHYpEEH NMPOAYKT
[TpenmecTBalo NpUIOKEHHE Ha 58% 50%
urTepdepon |
[TpemmecTBallia KOCTHO-MO3bUYHA 7% 8%

_TpaHCILIAHTaLMA

* [1pu equH nauMeHT JTUNCBa HHGOpPMaILMA OTHOCHO PE3HCTEHTROCTTA/TIOHOCHMOCTTA KBM
HMATHHHO.

[TbpBuyHaTa KpakiHa Touka npy nauueHTHuTe B XD ¢ ronam uuroreHernydeH orrosop (I'L1O),
nedunupaH kato enuMuHrpase (11110, meneH uHToreHeTHYEH OTrOBOP) HIH 3HAYMMO MOHWXKABAHE N0
<35% Ph+ MeTtadasu (MacTHYEH LXTONeHETHYEH OTTOBOp) Ha Ph+ XeMAaTONOeTHYHH KINETKH.

[TenHuaT xeMarTosnorudeH otrosop (I1X0O) npu naumenTute B XD € npocieaeH KaTo BTOPHYHA kpaiiHa
Touka. [IbpBUuHaTa kpafiHa Touka npH nauueHTHTE B AD ¢ 0011 NOTBBLPACH XEMATONOrHYEH OTrOBOP
(XO), redpuHUpaH WIK KaTO ITBJICH XEMATONOIHYEH OTTOBOP, JIMIICA HAa NOKA3aTe/ICTBA 32 NEBKEMHS WIN
KaTo Bb3BpblilaHe KbM XpOHH4YHa (a3a.

Aporuuna gaza

Yectorata ra I'LHO npy 321 naumenTtH B XD e 51%. [Toseuero orrosopunu nocturat ceos 1'110O

Obp30 B uHTEpBan o1 3 Meceua (cpeaHo 2,8 Mecenia) cnen 3ano4YyBaHe Ha JIGHEHHETO ¢ HUWIOTHHHO H
OTrOBOPHT € TpacH. MenanaTa Ha BpeMeTo 3a nocturande Ha I1LO e 3 monnn meceua (Meanana 3,4
mecena). Ot nauneHTrTe, nocturdHan 'O, 77% (95% CI: 70% - 84%) 3aabpxaT OTroBOpa B
paMxuTe Ha 24 Mmeceua. Meauana Ha npoaspkuTenHocT Ha I'LLO He e gocTurHara. Ot nauMeHTHTE,
nocturdan# IO, 85% (95% CI: 78% - 93%) 3anspkaT oTTOBOpa B paMKHTE Ha 24 Mecela.

MeauaHa Ha npoabxHTETHOCT HAa CCyR He € nocturuara. [Taumenrure ¢ u3xoaen I1XO nocrurar no-
6bp3o I'LLO (1,9 cnpamo 2,8 meceua). Ot naumenTuTe B XD 6e3 usxoaeH [1XO, 70% nocrurar [1XO
Karo MeauaHara Ha BpemeTro no [1XO e 1 mecen, a MequHaHarta Ha npoabDKHTENHOCT Ha [1XO e Ouna

32,8 mecena. H3uncneHara 24-mecedna cTerneH Ha 001a npexxuBsaeMocT npU nauMeHTuTe ¢ XMJI-X@ ¢
87%.

Daza na axcerepayus

Obwmara norebpaecHa crened Ha XO npu 137 nauueHTt B AD e 5(0%. IloBeyeTo OTroBOPHIM NOCTHrAT
XO ¢ neyeHueTo ¢ HWIOTHHHO paHo (MeanaHa 1,0 Mecell) KaTo OTTOBOPBT € TpaeH (MeJHaHaTa Ha
NPOABDKHTETHOCT Ha NoTBepaeH XO e 24,2 mecena). Ot nauneHTHTe, nocturiann X0, 53% (95% CI:
39% - 67%) 3anbpaKaT OTTOBOPA B pamKkHuTe Ha 24 meceua. Yecrortara Ha I'11O e 30% ¢ meauaHa Ha
NPOABKHTENHOCT Ha oTroBopa 2,8 Mecena. Ot naumenrure, nocturHanu I'LO, 63% (95% CI: 45% -
80%) 3agbppxaT OTroBOpa B paMKMTE Ha 24 Meceua. Meawana Ha npoas/okuTenHoCcT Ha IO ¢ Owia
32,7 meceua. M3uncnenara 24-Meceuna creneH Ha odia npexusgeMoct npy nayueHTute ¢ XMJI-AD ¢
70%.

CreneHTa Ha OTTOBOP 3a ABETE TEPaNeBTUUHHM paMeHa ca crodweHH B Tabnnua 10.
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Tabnnua 10 Otrosop npu XM.JI

(Ha#i-Bucoxa crencH XpoanuHa $aia daza Ha aKcesiepanns
Ha OTTrOBOp) _
C Peanc- O6mo C Pe3nc- Obmro*
HEeNMHOCH-~ TeHTHH (n=321) HEMOHOCH- | TEHTHH (n=137)
MOCT (n=226) MOCT (n=109)
(n=95) (n=27)
XeMaToJIOrMucH
otroeop (%)
O6m (95% 1) - - - 48 (29-68) | 51 (42-61) | 50 (42-59)
[Tunen 87 (74-94) | 65 (56-72) | 70' (63-76) | 37 28 30
NEL - - - 7 10 9
Bp3spbuiane kpM XP | - - 4 13 11
I{uroreHeTHueH
otrosop (%)
IN'oasm (95% 1) 57 (46-67) | 49 (42-56) | 51 (46-57) | 33(17-54) | 29(21-39) | 30 (22-38)
[Tbnen 4] 35 37 22 19 20
HactueH 16 14 15 11 10 10

NEL = 6e3 aaHHH 3a IEBKEMHRA/OTTOBOP Ha KOCTHHA MO3BK

1'114 naupenrn 8 XD ca uManu [1XO Ha H3XOAHO HHUBO H CIEAOBATEHO HE MOraT Aa ObJaT OLEHEHH
33 [THJICH X€MaTO/IOTHYEH OTFOBOP.

* [1pn enyH nauMeEHT JUNCBA HHPOPMALIMA OTHOCHO PE3UCTEHTHOCTTA/TIOHOCHMOCTTa KbM UMAaTHHHO.

Bce olile HAMa naHHH 3a eprxacHOCT npH nauueHTu ¢ XMJI-bK. OtaenHu TepanesTHUHH paMeHa ca
BKNIIOUEHH Cbilo BbB Pa3a [l npoyusaneTo 3a n3cneasanHe Ha HunotuHuO 3eHTHBA B rpyna OT NALMEHTH
B XD unu AQ, KOHWTO NPEAH TOBA ¢a EKCTEH3UBHO JIEKYBAHH C peUlia TepaneBTHYHH CXEMH B TOBA
YKHCIO MHXMOUTOP HAa THPO3HH KHHA3aTa B ROITBJIHEHHE KbM UMATHHHO. Ot Te3u nauneHTH 30/36 (83%)
Ca PE3UCTEHTHH WIIH HETOJIEPAHTHH KbM JieueHHeTo. [1pu 22-ma naupeHTH B XD, OLICHEHH 34
euxacHocT, HUIOTHHHO uHAYLMpa 32% cteneH Ha [11O u 50% crenen Ha [1XO. ITpu 11 nauuenTH 8
AQ, oueHEHH 3a €¢PUKACHOCT, NedueHHeTo HHAYLMpa 36% creneH Ha odu XO.

Cnen Heycnex Ha JieyeHHe ¢ MMaTHHUO, ca 3abeng3anu 24 painund BCR-ABL myTtauuu npu 42% ot
naupeHTuTe ¢ XMJ1 B XpoHH4Ha (da3a 1 npH 54% ot nauueHTrute ¢ XMJI BuB (haza Ha akcenepauus,
KOHTO ca H3CJIeqBaHH 3a MyTalMH. HunotuHMO 3eHTHBA NOKa3Ba ePUKACHOCT NPH MALUEHTHTE, KOHTO

uMar paznuyHy BCR-ABL MyTaumu cpbp3aHu ¢ pe3UCTEHTHOCT KbM HMATHHHO, ¢ H3KIIOYEHHE Ha
T315I.

IIpeycmanoeseane na aevenuemo npu evzpacmnu nayuenmu ¢ Ph+ XMJT 6 xponuuna gpaza, xoumo ca
REKYBAHU C HUIOMUHUD Kamo mepanus om Nvped TUHUA U KOUMO ca NOCMUSHAAU mpaen 0vA6oK
MOREKVAAPEH OMZ080D
B otkpuTO npoyuBaHe ¢ e1HO paMo, 215 Bp3pacTHH naudeHTH ¢ Ph+ XMJI B XpoHnuHa da3sa, nekyBanu
C HWIOTHHHO KaTO ITbPBa JIMHHSA B MPOXB/DKCHHUE Ha 2 rOAHHH, NocTHrHand MR4,5 (onpeaesnien upes
MolecularMD MRDx BCR-ABL TecT), ca BKIIOYSHH 2 NMPOAL/DKAT JICUSHHETO ¢ HUTOTHHUO 33 HOBH
52 ceamuuy (KoHconuaupaiia $asza ¢ HEAIOTHHHG). 190 o1 215-1e nauuenTH (88,4%) BnH3at BB dasza
Ha TFR cien kaTo NoCTHraT TpaeH AbJI00K MOJIEKYJIAPEH OTTOBOP NO BPEME Ha KOHConuaupamara da3sa,
Ae¢dUuHHpaR Bb3 OCHOBA H& CIICAHHTC KPUTEPHH:
- NnocneaHHTe 4 TPHMECEYHH OLUEHKH {HanpaBeHH Ha BCekn 12 ceamuum) ca noHe MR4,0
(BCR-ABL/ABL <0,01% IS) 1 ce 3ana3part B NnpoAL/DKEHHE Ha eJHA MOHHA;
- nocneanara oueHka e MR4,5 (BCR-ABL/ABL <0,0032% IS);
- He NoBeue OT JABE OUEHKM, nonanalm Mexay MR4,0 u MR4,5 (0,0032% IS < BCR-
<0,01% IS).

[TupeuuHaTa KpaiiHa TO4Ka € npoueHTsT nattMeHTH ¢ MO Ha 48-Ma ceaMula cnea Hay
Ha TFR (kaTo ce uma npeaABUA BCEKH NALMEHT, [TPH KOHTO C€ Hajlara NoAHOBABAHE Ha
NopajaH JIUICca Ha OTTOBOP).
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Taonauma 11  Pemucus 0e3 ieyeHHe cJiel HHJIOTHHHO KATO Tepanus OT MbpBa JHHHS

[TalueHTH, BKJIFOUEHH BbB (pa3aTa Ha 190
TFR
CEJAMMLHM CJIe]1 Ha4aJl0TO Ha (ha3ara 48 ceaMHULIH 264 ceamMuULH
Ha TFR
natyeHTH, octaHaiv ¢ F'MO wiu ¢ 98 (51,6%, [95% CI: 44,2, 79121 (41,6%, 95% CI: 34,5,
noaoopeHue 58,9]) 48,9)
[TaumentH, npekbcHany aszara Ha TFR 93 (1] 109
nopaau 3ary6a Ha F'MO 88 (46,3%) 94 (49,5%)
opajy Apyryu npUYuHH S 15
[laleHTH, 3ano4YHaIM NOBTOPHO 86 91
nieyeHue cien 3arybara Ha MO
MOBTOPHO nocturaie Ha MO 85 (98,8%) 90 (98,9%)
MOBTOPHO nocTturane Ha MR4,5 76 (88,4%) 84 (92,3%)
‘1] Eann naumeHT He ryou I'MO no ceamuua 48, Ho npekbeBa (pa3zata Ha TFR.
2] 3a 2-ma nauueHTH PCR oLeHABAHETO HE € Bb3MOXKHO Ha ceamuua 264, nopaay TOBa TEXHUAT

OTrOBOP HE € B3€T NMpeABH B aHaJ/IW3a MPH 3aKJII0OYBAHETO HA IAHHUTE Ha ceiMHULa 264.

Bpemero, npe3 koeto 50% OoT BCHYKH MOBTOPHO JIEKYBaHHU NaUMEHTH MOBTOPHO nocturat MO u

MR4,5, e cborBeTHO 7 M 12,9 ceamuum. KymynaruBHaTta 4ecTtoTa Ha NOBTOPHO nocturade Ha 'MO

24 ceaqMMLM clle/l MOBTOPHO 3aro4yBaHe Ha JieyeHUeTo, € 97,8% (89/91 nauMeHTH), @ MOBTOPHOTO
nocruraHe Ha MR4.5 Ha 48 ceamuua e 91.2% (83/91 naumeHTH).

U3uucnenara no Kaplan-Meier meauana Ha npexuBaemocTtra 6e3 nedeHue (treatment-free
survival - TFS) e 120,1 ceamuum (95% CI: 36,9, Heouensemu [NE]) (Purypa 4); 91 ot
190-Te naumenTtu (47,9%) He ca umaiu cbOuTHE, CBBp3aHO ¢ TFS.

@urypa 4 MH3unciaena no Kaplan-Meier npexuBseMocT 0e3 Jieuenne caea Ha4aaoro Ha TFR

(nbJ1eH HAOOPp 32 AaHAJIH3)
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IIpeycmanogaeane na revenuemo npu ev3pacmuu nayuermu ¢ XMJI ¢ xponuuna gpaza, nocmuenanu
mpaer Obab0oK MOJEKYARPEH OM2080p C HWIOMUHUD Clle0 Npecuecmsauo 1eYenue ¢ UMamunub

B otkpuTO npoyuBaHe ¢ egHO paMo 163 sp3pacTHu naueHTH ¢ Ph+ XMJI B xpoHutiHa ¢aza, mpueMaliu
THPO3HH kuHa3HH HHXHOHTOpH (TKIs) B npoas/nkeHKe HA =3 roAMHH (MMaTHHMO KaTo ITbpBOHAYATHA
TKI Tepanua B npoab/DKeHHEe Ha noseve o1 4 ceaMuuy, 6e3 nokyMeHTHpaH MR4,5 ¢ iMaTHHHO KM
MOMEHTA Ha NMPEMHHABaHE KbM HHWNOTHHHO, cllell KOETO IPEMHHANTH Ha HWIOTHHHO B NMPOAL/DKEHHE Ha
MOHE JABE NOAMHHU), U KOUTO ¢a nocTurHanu MR4,5 npu nevyeHHe ¢ HWIOTHHHO, onpeneneH 4pes
MolecularMD MRDx BCR-ABL TtecT, ca Bino4eHy aa NpoabJ/DXAT JEUECHHETO ¢ HUJIOTHHHO 38 HOBH 52
ceAMHIH (KoHconuaupawa ¢a3a ¢ HWI0THHHUO). 126 or 163-Te naumenTn (77,3%) rnu3aT BbB ¢a3a Ha
TFR, caen KaTo NOCTUraT TpaeH ABIOOK MONMEKYNAPEH OTTOBOP 1O BPpEME Ha KOHCONIMaupamara ¢asa,
nedHHHpaH Bb3 OCHOBA HA CIICAHHUTE KPHUTEPHH:

-  nNocNeAHMTE 4 TPHMECEYHH OLICHKH (HANPABEeHH HA BCEKM 12 ceqMHLIM) He NOTBhPKAABAT 3aryda
Ha MR4,5 (BCR-ABL/ABL <0,0032% IS) B paMkuTE Ha ¢1Ha roZiHHA.

[upBHYHA KpaiiHa TOYKa € NPOLECHTHT nanueHTH 6¢3 noTebpAcHa 3aryba Ha MR4,0 unu 3aryba Ha
I'MO B pamMxuTe Ha 48 CeIMHLIM CEA NPEYCTAHOBABAHE HA JICUCHHETO.

Tabnana 12 Pemucua 63 neuenne ¢Ji¢A JJeucHHEe ¢ HENOTHRUG, cjea npeamecTBAMIO JiedeHHE
¢ HMATHHED

IMaumeHTH, BKIIOYEHH BbB (pa3aTa Ha 126
TFR |
CEIMHLH Clie/] HAaYaIoTo Ha ha3aTa 48 ceamuLu 264 ceqMuLM
I' Ha TFR
nanyenTH, octaHaau ¢ MO, 6e3 73 (57,9%, [95% CI. 48,8, 54 (42,9% [54/126, 95%
noTebpAeHa 3aryba Ha MR4,0 u 6¢3 66,7]) CIl: 34,1, 52,0])
MOBTOPHO 3ar104YBaHe Ha NCYEHHE C
HHIOTHHHO J
| lauMeHTH, npekbcHany gasara Ha TFR 53 i 74 1)
nopaaH NOTBLpAEHA 3aryba Ha 53 (42,1%) 61 (82,4%)
MR4,0 win 3aryba Ha T'MO _
opaaH ApYrd RPUYHHH 0 13
[NaupeHTH, 3ar10MHANH MMOBTOPHO 51 39
neycHue cnen 3aryba Ha [ MO wiu
noTebpAcHa 3aryda Ha MR4,0
MOBTOPHO nocTHrane Ha MR4.0 48 (94,1%) 56 (94,9%)
MOBTOpHO NOCcTHraHe Ha MR4,5 l 47 (92,2%) 54 (91,5%)

[1] Aeama nampenTn ca uManu 'MO (PCR ouensiBaHe) Ha 264 ceaMuLIa, HO ITPEKBCBAT HA MO-KbCEH
€Tamn H He ¢ca NpeMHHaBanHK rno-HaTaTeilHO PCR oneHaBaHe.

Hauncnenara no Kaplan-Meier MeanaHa Ha BpeMeTo 3a NOBTOPHO nocTHrane Ha MR4,0 u MR4,5 ¢
HWIOTHHHKO e chrotBeTHO | 1,1 ceamunm (95% CI: 8,1, 12,1) u 13,1 ceaqmuum (95% CI: 12,0, 15,9).
KymynaTHsHaTa 4ecTOTa Ha MOBTOPHO nocturane Ha MR4 u MR4,5 48 ceamuuu cnex noBTopHO
3allOYBaHe Ha JeUyeHHEeTO, € ChOTBETHO 94,9% (56/59 nanmentn) n 91,5% (54/59 nawmenTth).

Hauncnenara no Kaplan-Meier menuana Ha TFS e 224 ceamuun (95% CI: 39,9, NE) (durypa 5);
63 ot 126-1e naupenTH (50,0%) He ca uManu ceOuTHE, CBBP3aHO C TFS.




®urypa 5 MHM3uncaena no Kaplan-Meier npexxnBsemocT 6e3 seuenne ciaea Hauaaoro Ha TFR
(mbJ1eH HAOOp 32 aHAJIN3)
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[leauaTpuyHa nonynalus

B OCHOBHOTO neAMaTpUYHO NPOYYBaHE, MPOBEAEHO C HWIOTHHHO, 00110 58 nauueHTH, Ha Bb3pacT OT 2
10 <18 ronuum (25 nauueHTH ¢ HoBoauarHoctuurpana Ph+ XMJI B xpoHnyHa a3a ¥ 33 nauMeHTH C
Ph+ XMJI B xpoHH4Ha (pa3a U ¢ pe3UCTEHTHOCT KbM UMATHHHO/Na3aTHHHUO WK C HEMOHOCUMOCT KbM
MMaTHHMO) ca JIEKYBaHM C HWIOTHHHO B 103a 230 mg/m? aBa MbTH AHEBHO, 3aKPbIJIeHa KbM Haii-
6au3kaTa 103a ot 50 mg (10 MakcumaiiHa eaMHUYHa 103a 400 mg). Kino4oBuTe JaHHHU OT NMPOYYBAHETO
ca 0600wmenu B Tabnuua 13.
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Tabanoa 13 O6obmenn JaHHH 32 OCHOBHOTO NEAHATPHYHO
npoy4Bane, NPOBEAEHO ¢ HHHOTHHHAD

Hosoauarsocthumpanu Pht
XMJI-XO naippieHTH

(n=25)

Ph+ XMJI-X® nauMeHTH ¢
PE3HCTEHTHOCT WIiH
HENMOHOCHMOCT

(n=33)

MeanaHa Ha BpeMeToO Ha
JIEYEHHE B MeCELIM (Iana3oH)

e

51,9 (1,4 - 61,2)

60,5 (0,7 — 63,5)

Menunana (auana3oH) Ha
NEeHCTBHTEIHHA HHTSH3HTET Ha
no3ata (mg/m?/neH)

377,0 (149 - 468)

—n

436,9 (196 - 493)

OTHOCHTENEH HHTEH3UTET Ha
no3ara (%) B cCpaBHEHHE C
niaHMpanara ao3a 230 mg/m?
ABa TbTH JHEBHO

BpCMC Ha NCHCHHUETO

Meaunana (quanasoH) 82,0 (32-102) 95,0 (43-107)
Bpoii nauuenTs ¢ >90% | 12 (48,0%) | 19 (57,6%)
I'MO (BCR-ABL/ABL 60%, (38,7, 78,9) 48,5%, (30,8, 66,5)
<0,1% IS) na 12-Hs UHKBJ,
(95% CI) _ .
I'MO zo 12-us uukna, (95% 64,0%, (42,5, 82,0) 57,6%, (39,2, 74,5)
Ko ﬁ
I'MO o 66-us unxsa, (95% 76,0%, (54,9, 90,6) 60,6%, (42,1, 77.,1)
C
'ﬁl)e.zmaﬂa Ha BpemeTo g0 MO ?5,56 (5,52, 10,84) 2,79 (0,03, 5,75)
B Mecel (95% Cl1)
Bpot naumenTH (%), 14 (56,0%) 19 (27,3%)
nocrurtaiu MR4.0
(BCR-ABL/ABL <0,01% IS)
10 66-HA LMKBJI |
bpoii naumenTn (%), 11 (44,0%) 4(12,1%)
nocTRrHai MR4.5
(BCR-ABL/ABL
<0,0032% IS) ao 66-ua uMKBA
IMorebpaena 3aryba na 'MO 3or19 Huto equn ot 20
cped NauMeHTH e, NOCTUTHANH
MO
MyTauus, Bb3HUKHANA [10 Hsama HsamMa

[Iporpecns Ha 3abongsaneTo
no BpeMe Ha J1€YEHHETO

] maLueHT BpeMeHHO OTTOBapa
Ha TeXHU4YecKaTa NePHUHHLIHA

1 nanMeHT NporpecHpa KbM
DOA/BK cnen 10,1 mecelia Ha

3a nporpecus kbM OA/BK * JieYeHHe
O61na NPpeXKUBAECMOCT
bpoit cuOurHs 0 0
CMBPT MO BpeMe Ha 3 (12%) 1 (3%)
NIEYEHHE
CMBPT N0 BpEME Ha He mMoxe na ce u3vynciu He MOke aa ce M34uciH
NpOCAeAABAHETO 34
NPEXKUBAEMOCT

* ¢NMH NALHEHT BPEMEHHO OTIOBAPA HA TEXHHYECKaTa AeHHULMA 32 mporpecks kbM DA/BK A Qe ;i | A
noBHIMaBaHe Ha OpoA Ha 6a3oPuIMTe) CAHH MEcel CleH 3aMovuBane MPHEMa Ha HUIOTHHUO (¢/B) HESADS.
NpeKbCBaHe Ha NedeHueTo oT 13 AHM o BpeMe Ha bPBHA WHKBJ). IalieHTLT ocTaBa B Mpgdyha Gy SRR

B XD, xato e uMman IIXO u IO ao 6 —ua HKEA HA NTe9eHHEeTO ¢ HWIOTHHUO.




5.2 @apMaKOKHHETHYHH CBOHCTBA

Abcopbuma

[TrikoBa KOHilEHTpalWs Ha HLIOTHHUO ce focTrra 3 uaca ciep nepopaneH npueM. AGcopbunsara Ha
HWIOTHHHO CJie]l IEPOpaiHO NPWIOKEHHE ¢ npudauzuTento 30%. AdcomorHaTa OHOHAIHYHOCT Ha
HUNOTHHHO He e onpenensana. [Ipy cpaBHeHMe ¢ nepopaneH pasTeop 3a nueHe (pH ot 1,2 o 1,3),
OTHOCHTENIHaTa OHOHANTHYHOCT Ha KarncyJsiata HUNOoTHHHO ¢ npubnusurenno 50%. [1pn 3npasu
nobposonuu, korato Hunotunub 3enTura ce npunara ¢ xpaHa, Cpyx B IUTOLLTA NOA KPHBaTa 34
cepymHa KoHileHTpaunsa-speMe (AUC) 3a HUNoTHHUO ca yBeJHYeHH ChoTBeTHO CbC 112% u 82% B
CpPaBHEHME C YCNOBHATA Ha rnagHo. [Tpunoxennero Ha Hutorunub 3entuea 30 MUHYTH MK 2 vaca
cJie/l HaXpaHBaHe MoBHIIAaBa OHOHANHMYHOCTTA HA HUIOTHHHO CHOTBETHO ¢ 29% H 15% (BXK. TOUKH
4.2, 4.4 u4.)5).

AbcopOumsaTa Ha HWIOTHHHO (OTHOCHTETHA OMOHAIHYHOCT) MOXe a 6b/ic HaMaNeHa ¢
0x010 48% 1 22% CBHLOTBETHO NpH NaLMEHTH ¢ TOTAIHA U NapLHanHa raCTpeKTOMHA.

PasnpeaeneHue

CpOTHOLIEHHETO KPbB-TU1a3Ma 33 HIWIOTHHUO e 0,71. Csbp3BaHeTo ¢ Iu1a3MEHHTe
NpOTEHHH € npudnuizurenHo 98%, oTyeTEeHO BH3 OCHOBA HA EKCNEPHUMEHTH in vilro.

buoTtpaHchopMaLis

['naBHMTE METAOONHUTHH ITBTHLIA YCTAHOBEHH IMPH 3APaBH YYACTHHLIM Ca OKMCCHHUE H
xuapoxcunupate. HunotuHub € oCHOBHOTO, LMPKYJIMpAILIO B cepyMa, cheauHeHune. Huro
€IHH OT META0ONIMTUTE HE AONPHHACA 3HAYMMO 33 (PapMaKOJIOrHYHATA AKTHBHOCT Ha
HIWIOTHHUG. HunotuHub ce Metabonusupa rnasHo ot CYP3 A4, ¢ BE3MOXHO MHHHMAITHO

yvyacTHe Ha CYP2CS.

EnuMHHHpaHe

Cnen eqHOKpaTHa 1033 paguoMapKipaH HWIOTHHHO NpH 34paBH auua, nopeve ot 30% or
no3sara € Ouna eJMMHHHpaHA B paMKUTE Ha 7 AHH, IaBHO BbB deleca (94% or aoszara).
HenpomeHeHHAT HIWIO0TUHHO CECTaBnaBa 69% ot nosara.

[TpUBUIHMAT €IHMHHALIMOHEH NOTY)XHBOT, OLieHeH (PapMAKOKHHETHYHO MPH
MHOTOKPATHO NPWIOKEHHE BEAHbXK NHEBHO ¢ nMpubausurento 17 yaca. Paznukara BbB

(hapMAKOKHHETHKATa HA HWIOTHHHO MEXy OTAC/NHUTE MALMEHTH € YMEpeHa J0 rojisMa.

JIuHeHHOCT/HeIMHEeHHOCT

ExcnosnuuaTa Ha HWIOTHHHO B CTALlKORAPHO CHCTOAHHE € A0303aBHCHMA, C IMO-MAIKH OT J030-
APONOPUHOHAIHHTE YBEIHUCHHUA NPH CHCTEMHA €KCMO3HLIMA B 1030BH HHBa No-BHCOKH OT 400 mg
NPUWIOXKEHH KATO €AHOKpaTHa AHEBHA 103a. /{HEBHATA CHCTEMHA €KCIO3HIMA Ha HWIOTHHHO nipu 400
Mg NPHIOKEHH [iBA ITbTH JHEBHO B CTALMOHAPHO CHCTOAHHE € ¢ 35% no-BUcoka OT Tazm nph 800 mg
NpUIOXKEHH BeAHBX AHEBHO. CHcTreMHaTa ekcnosuuua (AUC) Ha HUnoTHHMG B CTallMOHAPHO
¢bCTOSHUE NpH A03a oT 400 mg npa ety AHEBHO € 13,4% no-BHcOKa oT Ta3H npK ao3a 300 mg asa
NMbTH AHeBHO. CpeaHUTE Hal-HUCKH M MHKOBH KOHLEHTPAaLMH 38 NepHoa ot 12 Mece
npubmzurento ¢ 15,7% u 14,8% no-sucoku npu npunoxenue Ha 400 mg npa e /=/ Y]
300 mg aBa meTH AHEBHO. [IpakTHYECKH HAMA NOBHILABAHE HA €KCITO3ULIMATA Ha WG
yBeJIHUeHHE Ha go3ata oT 400 mg asykpaTHO AHeBHO 10 600 mg NBYKpaTHO JHEE f '
[TocTHra ce cTaLMOHAPHO CHCTOAHHE MO CHIUECTBO A0 8-UA AeH. YBETUUEHHETO MURT
EKCIIO3HULIMA Ha HHIIOTHHUG MeXAy ITbpBaTa /1038 ¥ CTALMOHAPHOTO CHCTOAHUE € QB0 4.7 SR
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NpUOTH3IUTEIHO ABYKPATHO HPK NPHICKEHHE BEAHBXK JHEBHO H 3,8 MbTH NPH MPHIIOKESHHUE /1BA ITHTH
JHEBHO.

HPH NMNagqUueHTH CbC 3aTPYOHCHHUA B NIPETThUIAHETO, BKIOYHTCITHO TICANATPHYHH MNAallHCHTH, KOUTO HC

MOTaT Ja NPeryblIaT TBBPAWTE KANCYJIH, TPAOBa Na ce H3MNON3BaT APYIH JeKAPCTBEHR NPOAYKTH €
aaaoTHRAG sMecTo HwiotuHHMO 3eHTHBA.

[leauaTpHtHA MOMyJIALINA

IIpH nNpuIoKEeHHE HA HWIOTHHUG NpH NEAMATPHYHH NMAaLMEHTH B 103a 230 mg/m’ 1Ba MbTH AHEBHO,
3aKphriieHH 10 Hai-61M3kaTa Ao3a oT 50 mg (3o Makcumanna eauaHyHa no3a 400 mg), ce
YCTAHOBABA, Y€ €KCNO3HMIMATA B CTALMOHAPHO ChCTOSHHE M KIIMPBHCHT HA HWIOTHHHO ca noxobuu (B
pPaMKHMTE Ha 2 ITbTH) Ha TE3U NPH Bb3PACTHH MALKCHTH, JicKyBaHi ¢ 400 mg aBa MbTH AHEBHO.
dapMakOKHHETHYHATA €KCTIO3H1IHA HA HWIOTHHHO ciiell €AHOKPATHO WIIH MHOTOKPaTHO MPHIOKEHHE
€ CPaBHHMA MEXKAY NERHATPUYHHTE MNALIMECHTH Ha BB3PACT OT 2 roauHH 10 <10 roguuu v ot 210
roaMiH ao <18 roausm.

5.3 IlpeaxnHHEEYHHA AaHEH 32 HezonacroCT
HunoTuHKO e H3cneaBaH BbB GapMaKOJOTHYHY NMPOYUBAHHUSA 38 6€30MaCHOCT, NPOYYBaHHA 34
TOKCHYHOCT NMpPK MHOTOKPATHO NPHIOKEHHE, FCHOTOKCHYHOCT, PENPOXYKTHBHA TOKCHYHOCT,

(OTOTOKCHUYHOCT H KAHUEPOTrCHHOCT (ILTbXOBE H MHUILKH).

dapMaKkoNOrHYHH NPOYYBaHHA 3a He30MacHOCT

Hmwiotunuro nama edekr pupxy LHIHC win auxatenHara ¢yHkumsa. In vitro npoyusaHus 3a
0e30macHOCT Mo OTHOLIEHHE Ha ChPLIETO AABAT MPEIKJIMHMYCH CHrHaN 338 YaAb/bkaBaHe Ha QT
WHTEpBaJa, Bb3 OCHOBA HA NMpeAU3BUKaHU OT HUIoTHHUO Gnokupane Ha hERG 3apaauTe H
yABJDKaBaHe NMPOXb/DKUTENHOCTTa Ra AKLIMOHHMA NMOTEHIHAN B H30JIMpaHHy chplia oT 3aiuu. He ca
Habmonaeany edextH npH HaMepsaHe Ha EKI npu kydera n MaiiMyHH nexyBady 10 39 ceaMHuy WK
MPH CHELHATHH TEIEMETPHYHH NPOYYBaHHA NIPH Ky4eTa.

[IpoyuBaHK4 38 TOKCHYHOCT IPH MHOTOKPATHO NPUIQXKEHHE

[Tpoy4BaHHATa 38 TOKCHYHOCT NPH MHOTOKPATHO NMPHIOXKEHHE NPU KY4ETa, ¢ MPOABDKUTEIHOCT A0 4
CeIMHLM, M NpH MaliMyHH cynomolgus, ¢ NPOABDKHTETHOCT A0 9 Mecena, NOKA3BaT, Y€ YEPHHUAT
npob € MbPBHYHHAT NPULCACH OpraH 38 TOKCHYHOCT Ha HUNOTHHHO. [IpoMeHHTE BKIIOYBAT NOBHUICHA
AKTHBHOCT Ha a&laHUH aMMHOTpaHcdpa3aTa H ankanHata gocdaraza, H XHCTONATOIONHYHH HAXOAKH
(rnmaBHO XHnepIUIazHA/XUnepTpodus Ha CUHYCOMJANHH KIETKH MM KieTkH Ha Kyndep, xunepmiasus
Ha JKJTLYHHA KaHaJl ¥ nepHnopranHa ¢pubpo3za). Karo usno OMOXHMHYHHUTE NPOMEHH ca OWIH HAITBJIHO
oOpaTHMH Clie YETHPH CEAMHYEH MepHOA Ha BB3CTAHOBABAHE, 4 XMCTOJNIOTHYHHTE NIPOMEHH ca
NOKA3aIH YacTHYHA o0paTuMocT. Excno3uiysaTa Ha Hali-HUCKHTE JO30BH HHBA, IPHU KOHUTO CE
Habmogasat epeKTH BLPXY “epHHA Apob, e OHila MO-HUCKa OT EKCITO3HLMATE NP Xopa npH fo3a 800
mg/nHeBHO. [IpH MHUIIIKH ¥ ILTBXOBE TPETHPAHH 34 NEepUOA A0 26 ceamMuuH ce Habmonapar camo
HE3HAYMTEJIHH NPOMEHH B uepHus apob. [Ipu mbxoBe, Kyyera H MaiiMyHH e HabmoJaBaHO IN1aBHO
o0OpaTHMO NMOBHILIABAHE HA CTOMHOCTUTE HA XOJIECTEpoAa.

[IpoyuBasns 38 FeHOTOKCHYHOCT

[MpoyuBanusa 3a reHOTOKCHYHOCT NpH OaKTEPHAIIHH i Vitro CHCTEMH M NIPH in Vitro Y in vivo CHCTEMH
npu 603alHULM, CbC U 0e3 MeTabOMUTHO aKTHBHPAHE, HE MOKA3BAT JaHHH 38 My Tarcues-oToRIg

HA HWIOTHHHMO. ‘w\w N %




[IpoyuBaHHU4 3a KAHLICPOTEHHOCT

[1pu 2-roanIIHO NMPOYHBAHE 38 KAPIHHONCHHOCT MPH ILTHXOBE, IIaBHHAT TAPreTeH OpPraH 3a
He-HeOIUIaCTHYHH JIE3HH ¢ Ouna MaTkaTa (AuIaTalus, CbAOBA €KTa3HA, XMNCPIIa3us Ha EHIOTETHHTE
KJIETKH, Bb3NIaJIEHUe W/ WIH eNUTeIHa XHnepruazns ). HaMa 1aHHU 3a KapLUHOTEHHOCT NPH
NpHIOKEHHe HA HUWIOTHHHO B 1034 OT 5, 15 u 40 mg/kg/neH. [1pu Hal-BUCOKHTE 1030BH HHBA
excriosuiaTa (cnopea AUC) e choTrercTBaia NpuOIM3HTENHO Ha 2X A0 3X YOBELIKATA AHEBHA
€KCNO3HLINA B CTAHOHAPHO cbeTodAHHE (cropea AUC) Ha HWi1oTHHHO nipH xo3a 800 mg/neH.

B 26-ceqMHYHOTO NpOYyYBaHe 38 KAPLUMBOreHHOCT NpH Tg.rasH2 MHULUKH, B KOETO HUWIOTHHHO €
npunarad npu ao3u 30, 100 u 300 mg/kg/neH, ce ycTaHOBABAT KOXKHH NaNMWIOMH/KAPLIMHOMH IPH
nosa 300 mg/kg, crorBercTBala Npubmuzurenno Ha 30 no 40 meTH (BB3 ocHOoBa HA AUC)
€KCIIO3HLMATA MPH XOpa Npu MakcuManna ogodpena no3a ot 800 mg/nen (npuwioxenn karo 400 mg
ABa MbTH AHeBHO). HHKBOTO, NMpH KoeTO He ce HabmonaasaT Hexenanu peakumH (No-Observed-Effect-
Level) 3a koxxHHTE HeoruiacTHUHH Jie3ud e 100 mg/kg/nen, crorBercTBame npubaniurenHo Ha 10 oo
20 TLTH eKCNO3HLIMATA NPH XOpa NPH MakCHMaTHa onoOpeHa qo3a ot 800 mg/neH (punoxxeHu KaTo
400 mg aBa mbTH AHEBHO). | NaBHUTE MPHULCIHK OPravH 3a He-HEOIIACTHUYHH JIe3MH Ca Ko)KaTa
(enHaepMalTHa XHNEepILTasua ), pacTailuTe 3501 (aereHepauMa/aTpodus Ha eMaiina Ha FTOPHHUTE pe3LH
H BB3MAJICHHE HA BEHLIMTE/OIOHTOr€HHHA €NMTEN HAa PEe3LMTE) H THMYCA (TOBHLLICHA 9€CTOTa WHIK
TeXECT Ha NOHIbKeHHE Ha Opoa Ha IMMQoOLIUTHTE).

I1 BAHHA 32 pen KTHBHA TOKCHYHOCT U

HiwtoTHHHO He HBAYLIMpa TEPATOTEHHOCT, HO TOKa3Ba eMOPHO- H (PETOTOKCHYHOCT B 03H, KOHWTO
NOKAa3BaT ChUIO H TOKCHYHOCT NMPH MaiKaTa. YBeIn4YeHa MOCTHMILIaHTALMOHHA 3ary0a e
HabII0aaBaHAa XaKTo NPH NMPOYYBaHeE 38 PEPTWINTET, KOCTO BKIIOYBA TPETUPAHE U HA MBXKKH, H Ha
)KEHCKH eK3eMIUISpH, Taka U MPH NpoyYBaHe 38 eMOPHOTOKCHYHOCT, KOSTO BKJIIOYBA TPETHPAHE Ha
)KEHCKH exk3eMmuapH. [1py npoyuBaHus 3a eMOpHOTOKCHYHOCT ce Habnonapat emMOpHOHaNHa
CMBPTHOCT H (eTaTHU e(eKTH (rNIaBHO MOHKKEHO TEMIO Ha IJI0AA, MPEXIACBPEMEHHO CpPacTBAHE Ha
NHMIIEBHTE KOCTH (CpacTBaHe HA MAKCHJ1a/3UTOMAaTHKYC), BUCLIEPATHU H CKEJIETHH BApHALIHH) NIPH
IUTBXOBE, H YBEJIMUEHA pe30pOuns Ha GeTyCHTE H CKENICTHH BapHallMM npH 3aiinu. B npoyusaHe Ha
Mnpe- ¥ MOCTHATAIHOTO Pa3BHTHE MpH IUTHXOBE, MAHYWHATA €KCMO3HLIMA Ha HIWIOTHHHO € posena qo
HAMAJIABAHE HA TErJ10TO Ha MAJIKHTE, CBbP3aHO C MPOMEHH B MOKA3ATC/INTE 338 PHIHYECKO Pa3BHTHE,
KaKTO H ¢ MOHHKABAHE HA NOKA3aTEJIMTE 3a PA3MHOXKABAHE H (DEPTHIHTET NMPH NOKOJCHHETO.
Excno3uiuaTa Ha HWIOTHHHO MpH KEHCKH €K3eMIUIAPH, NPU HUBA NMPH KOUTO He ce Hadmoaasat
HEXENaHH peakLHu, OOMKHOBEHO € I0-MaJiKa WJIH paBHa Ha Ta3Hd npH xopa mpy ao3a 800 mg/nHesHoO.

He e HaOmionaBaH edekT BLpXy OposA/MOABMIKHOCTTA Ha CIIEPMATO30MIUTE HITH BBPXY (epTwivnrera
NPH MBXKH H )KEHCKH IUTHXOBE JI0 Haif-BHCOKaTa M3C/ieqBAHA 1034, KOATO € NPpUOIH3UTEIHO 5 ITBTH
NpeNOpPBUYHTEIHATA 1034 [PH XOopa.

ITpoy4BaHua NpY FOBEHWIHH XXHBOTHH
B npoy4uBaHe no OTHOIICHHE HA OBCHWIHO pa3BUTHE, HWIOTHHHO e NpuiaraH 4pes opajiHa COHa IpH

MJI&[IH TUTBXOBE OT ITHPBATA CEMMLIA CJIEA PAKAAHETO N0 NPEBPLINAHETO UM B MJIAJH 3pENK
uHauBUAK (70 AeH cnea paxaaHeTo) B 403U oT 2, 6 ¥ 20 mg/kg/nen. OcBeH cTaHIAPTHHTE
MOKA3aTeNH, B MPOY4YBAHETO Ca CLIEHEHHU U MOKA3aTeNIMTE 3a pa3BUTHE, KAKTO H edextuTe BupXy 1HHC,
yu¢TocBaHeTO H PepTUHTeTa. BB3 OCHOBA HAa peAyKLUMATA Ha TEMIOTO W NPH JBATA M10]1a U
330aBAHETO B OTACIAHETO HA NMPENMYUHYMA MPU MBbXKHUTE (KOETO MOKE 18 € CBBHP3aHOo ¢ peayKLUHATA
Ha TErJIOTO) € MPELIEHEHO, Y€ NPH MNAAN IUTEXO0BE HUBOTO, NIPH KOMTO He ce HabnonaBaT HexenaHu
peakunn (No-Observed-Effect-Level) e 6 mg/kg/nen. Mnaaure :KHBOTHH HEMAT NO-rojiiMa
YyBCTBHTEJIHOCT KbM HIJIOTHHHO B cpaBHEHHE ¢ Bb3pacTHHUTE. OCBEH TOBa, NpoPUILT Ha
npy MIaAUTe IUTBXO0BE € 011 NoaobeH Ha TO3M NP BL3PACTHHTE.

I1 BaHHUA 34 OTOKCHYHOCT

HokazaHno e, ye HW1oTHHHO abcopbupa ceetnuHara ot UV-B u UV-A cnekrspa,




KOJ)KaTa M 1noka3sa (POTOTOKCHYEH MOTEHLHAI in Vitro, HO He ca HabmoaasaHu edekTH in vivo. [lo
Ta3u NpUYMHA C€ CUUTA, Y€ PUCKBT HWIOTHHHUO J1a npean3BHKa GOTOCEHCHOUIU3HPaHe MPH
NMaLMEHTHTE € MHOI'O HHCBK.

6. GOAPMALEBTHYHHU JAHHHU
6.1 ChnucbK HA NOMOIHHTE BellleCTBA

Hunoruuub 3entuBa 150 mg TBbpAM Karcyiu

Cbabp)KaHME Ha KarncyJara

JlakTo3a MoHoxuapat KpocnosuaoH tan A (E1202)
Konounen 6e3soaeH cunuumeB quokcua(ESS1)
Marne3ueB creapat (E470b)

CbcTaB Ha KancyJara
Xunpomeosa (E464)
Kaparenan (E407)

Kanues xnopua (E508)
Epurpo3un (E127)

XKenesen okcua, xuat (E172)
XeneszeH okcua, yepseH (E172)
TuranoB nuokcua (E171)
[Ipeuncrena Boaa

YepHo neyaTHO MacTHIIO
[Lennak (E904)
[Iponunenraukon (E1520)
KanueB xuapokcua (ES25)
XeneszeH okcua, uyepeH (E172)

Kpocnoeunoun Tun A (E1202)
Konounen 6e3ponen cuinumes anokeua (ES51)
Marxesues creapat (E470b)

CoeraB Ha Kancynara
Xunpomenosa (E464)
Kaparenau (E407)

Kamer xnopua (E508)
Eputposun (E127)

XnaT xkenesen okeun (E172)
Turanos auokcua (E171)

[IpeuncreHa Boaa
YepHo neyaTHO MacTHIIO

Llennak (E904)
[Mponunenraukon (E1520)
Kanues xuapokcua (E525)

XK enesen okcun, yepeH (E172)




6.2 HecbBMeCTHMOCTH
HenpuioxumMo

6.3 Cpok na rogHocrt

24 mecena
6.4 CpnenHa/JHH YCJIOBHS HA CbXpPaHeHHE

Hunoruuu6 3entuBa 150 mg TBLpAU KancyJiu
He u3ucKBa cneuyaiHy YCJIOBHUS HA CbXPAHEHHE

Hunoruuu6 3entusa 200 mg TBBpAM Kancyiu
He w3KckBa cnieLHaIHH YCJIOBHA Ha ChbXpaHEHHE

6.5 BuancbAbpXKaAHHE HA ONIAKOBKATA
Hunorunub 3eHTHBa ce npeaiara BCIEAHUTE ONMAaKOBKH:

Hunorunu6 3entuBa 150 mg TRBbpAM Kancyu
EnuHuYHK OonakoBKH, chabpxkaiiy 28 win 112 tebpam kancyau B 6aucrepu ot Alu PVC/PE/PVAC

unu AluOPA/AlIW/PVC. I'pynosu onakoBkH, chabpKaliM 112 (4 onakoBkH 1o 28) TBLPAM KancyJiy
uwin 120 (3 onakoBku no 40) Tebpau kancyau B 6nucrepu ot Alu PVC/PE/PVAC wnu Alu

OPA/Aluw/PVC

EnvHHYHH ONAaKkoBKH, Chabpxxaiy 28 wim 112 T8epau kancynu B 6nucrepu ot Alu PVC/PE/PVAC
wiu Alu OPA/Alw/PVC.

'pynosu onakosku, cbabpxkamu 112 (4 onakosku no 28) Tebpau kancynu win 120 (3 onakosku no
40) Teppau Kancynu B 6aucrepu or Alu PVC/PE/PVAC wnu Alu OPA/AlW/PVC.

He BcHYKH BHJI0BE ONMAKOBKH MOrarT Jia Obaar [ITYCHATH Ha Ia3dpa.

6.6 ChnenHaJHH NpeANa3HH MEePKH NPH H3XBbpJIsHE

Heun3znon3BaHuAT JIeKapCTBEH NPOJAYKT WJIH OTNAabYHUTE MaTepHaJIu OT Hero TpsAbea aa
C€ U3XBBPJIAT B CbOTBETCTBHE C MECTHUTE H3UCKBaAHHUA.

7. MPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Zentiva, k.s.
U kabelovny 130,
Dolni Mécholupy,

102 37 Prague 10
Yewka penyOnuvka

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

150 mg: Per. Ne: 20240223
200 mg: Per. Ne: 20240224
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9. JATA HAITBbPBO PAIPEHIABAHETIOAHOBABAHE HA
PAIPEIIEHHETO 3A YIIOTPEDBA

HNara Ha mepBO pa3peinasane: 08.08.2024r.
JlaTa Ha nocneaHO NOJHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

27.08.2024 r,




