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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazarnan6 Accordpharma 20 mg ¢punmupann TabrneTku
Hazatuan6 Accordpharma 50 mg ¢punmupanu TabaeTku
Hazatuan6 Accordpharma 70 mg ¢punmupanu TabaeTku
Hazarnan6 Accordpharma 80 mg punmupanu TabneTkn
Haszaruan6 Accordpharma 100 mg dbunmupanu tadiaeTku
Hazatuan6 Accordpharma 140 mg ¢punmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB b@»
Jazatunn6 Accordpharma 20 mg ¢puinmMupanu TabaeTKH QQ
Bceska ¢punmupana tabnerka cpappika 20 mg nazatunu6 (dasatinib). O&
Tomowno sewecmso ¢ uzgecmuo delicmeue *

Bcesika punmupana tadierka chappika 27 mg nakro3a (KaTo MOHOXHUPAT). (b(b'

&

Haszaruan6 Accordpharma 50 mg dunmupanu TabneTku
Besika ¢pmmupana tabnerka cpappika 50 mg nazatuau6 (dasatinib). QQ‘

Iomowno geuecmeo ¢ uzgecmuo deticmsue &
Besika punmvupana TabneTka cpabpxka 67,5 mg makTosa (KaTo }@oxnﬂpaT).

Jazatuau6 Accordpharma 70 mg dunMupadu TabIeTKU
Beska punmvupana Tabnetka cpappxka 70 mg na3amHQ\Qdasatinib).

Beska punmvupana Tabnetka chabpxka 94,5 KTO03a (KaTo MOHOXHIPAT).

HOMOWHO sewecmeo C U36ECnHO deticmaue ;%2

Hazatuau6 Accordpharma 80 mg d)I/IJIM\g@%I/I TaOJIETKU
Bceska ¢punmupana tabnerka csm;px@ mg nazatuHuo6 (dasatinib).

Homowno sewecmso ¢ useecmuddeiicmeue
Bceska ¢punmupana Ta6neTKa®:p>Ka 108 mg nakTo3a (KaTo MOHOXH/IPAT).

Hazatununb Accordpha(& 100 mg dunMupanu TabaeTKu
Bceska ¢punmupana 'Qﬁn\eTKa ceabppka 100 mg nasatuaud (dasatinib).

LlomowHo se &60 C U38eCMHO Oeticmaue
Bcesika ¢ aHa TabneTka chabpka 135,0 mg nakro3a (KaTo MOHOXHIPAT).

aza Accordpharma 140 mg duimupanu TabneTku
B wiMupaHa tabnetka cpappika 140 mg nazatuan6 (dasatinib).

Iomowno geuecmeso ¢ uzeecmuo deticmsue
Besika punMupana tabaetka chabpika 189 mg makrosa (KaTo MOHOXHIpAT).

3a IBJIHUA CIIUCHK Ha ITOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (Tabnerka)

Jaszatuan6 Accordpharma 20 mg dbunMupanu TabIeTKu

2




Benu 1o moutu Oenu, KPpbIiiM TaOJETKU ¢ JuaMeTsp 5,6 mm, ¢ Biurs0Hato penedro o3nadenue "DAS"
ot eaHara ctpana u "20" ot apyrara.

Hazatuanb Accordpharma 50 mg ¢unmupanu TabiaeTku
Bbenu o moutu Oeu, oBayiHU TabeTKH ¢ pasmepu 5,7 X 10,6 mm, ¢ Brrp0HATO peiedHO O3HAUCHHUE
"DAS" ot ennata ctpana u "50" oT gpyrara.

Hazatuan6 Accordpharma 70 mg dunmMupanu TabaeTku
Benu o moutu Oenu, KpbIiiM TaOJETKU ¢ fuaMeTsp 8,7 MM, ¢ BIurs0Hato penedro o3nadenue "DAS"
otr exHaTa ctpana u "70" ot npyrara.

Hazatunn6 Accordpharma 80 mg ¢punmMupanu TabaeTKu
benu 1o nourtu Oenu, TBOHHOM3ITBKHAIIH, TAONETKH ¢ TpUBIbiIHa (opma ¢ pazmepu 9,9 X 10,2 r@é’

BINIbOHaTO penedHo o3HaueHue "DAS" ot ennata ctpana u "80" ot npyrarta. Q@
Jazarnan6 Accordpharma 100 mg ¢puiMupanu TabaeTku O&

Bbenu o moutu G6enu, oBanHM TabaeTku ¢ pazmepu 7,1 X 14,5 mm, ¢ BarpOHATO perne O3HaYCHHE
"DAS" ot ennata ctpana u "100" ot apyrara. (b'

Jazatuan6 Accordpharma 140 mg ¢punMupanu TabaeTku <
Bbenu 1o nouru Oenu, Kpbrim TabneTky ¢ AuameTsp 11 mm, ¢ Bz[JIL6HaT0\2:&e(1)Ho o3nayenue "DAS"

ot efHara ctpana u "140" ot gpyrara. &Q
%

4, KJIMHUYHU JAHHHA (D%Q

ol

3pacTHH MAIHEHTH C:
nenduiicka xpomosoma (Ph+) xporuuna

4.1 TepaneBTHYHU NOKA3AHUS

Hazaruanb Accordpharma e mokasan 3a jeueHre H

- HOBOJIMarHOCTHUIIMPAHA ITOJIOKUTEIIHA 32
muenonana jeskeMus (XMJI) B xpoHu asa.

- XMJI B XpoHHYHa, HanpeHaTa U SJACTHA Ha3a ¢ PE3UCTEHTHOCT MM HEMOHOCHMOCT KbM
HPEIUILIHOTO JICUEHHE, BKIIOYBA IQ{MaTI/IHI/I@

- Ph+ octpa numdobractHa TeBREgMHs (OJIJ]) u numdounana 6mactHa XMJI ¢ pe3sUCTEHTHOCT HITH
HETIOHOCHUMOCT KbM npem/@om JIeYCHHE.

Hazatuau6 Accordpharma e ﬂ3aH 3a JIeYeHHe Ha MEeANaTPUIHH ITAUEHTH C:

- HOBOJMarHOCTHLIY h+ XMJI B xponnuna ¢aza (Ph+ CML-CP) unu Ph+ CML-CP,
pE3UCTEHTHA Ha C HETTOHOCUMOCT KbM TIPE/INIIHA TePAITs, BKIIOUYBAIa UMATHHHO.

- HOBoz[HarHocq‘?quaHa Ph+ OJIJI B kOMOMHALIMS ¢ XUMHOTEPAIIHL.

4.2 I[o:mpo&& ¥ HAYUH HA NPHJI0KeHne

HequHa@,Qp%Ba na ObJie 3aIM0YHATO OT JIeKap C ONUT B IMArHO3aTa M JICYEHHETO Ha MAI[MEHTH C
neBK@h.

O3UPOBKa
Bwv3pacmnu nauuenmu

[IpenopbuntenHaTa HavyaIHa 103a 3a XxpoHUuHaTa ¢paza Ha XMJI e 100 mg nazaTHHUO BeOHBXK
JTHEBHO.

[IpenopbunTenHaTa HavYa Ha 1032 3a HANpeaHAIa, MUEIIONIHA WK TuMQouaHa OnacTHa ¢daza
(manpennana ¢asza) Ha XMJI nim Ph+ OJIJI e 140 mg BenHbxk AHEBHO (BXK. Touka 4.4).



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

Jlo3npoBkara IipH Jera ¥ FoHOIN € Ha 6a3a tenecHo Terio (Bk. Tadmmma 1). JlazatuHuO ce nmpuiara
HepOPATHO BEIHBX JHEBHO MoJ hopmata Ha Jlazatuau6 Accordpharma ¢punmupanu TabIeTKH Wi
JIa3aTHHUO Ipax 3a nmepopaiHa cycrnensus. Jlo3ara TpsOBa 1a ce Npen3uncisaBa BCEKH 3 Mecena iu
M0-YEeCTO, aKO € HeoOX0JMMO, Ha 0a3a MpoMsiHA B TEIIECHOTO Terjo. TabneTHara ¢popma He ce
IpernopbYBa 3a nalyeHTH ¢ Terio o 10 kg; npu Te3u nanueHTH TpsOBa J1a ce U3II0JI3Ba Mpax 3a
nepopaliHa CyclieH3usl. YBeJInuaBaHe WM HaMaJIsIBaHe Ha J103aTa ce MpenopbiBa Bb3 OCHOBA Ha
TIOBJIMSIBAHETO HA MAIMEHTa ¥ MOHOCHMOCTTA. JIumicBa onmut ¢ ynorpedara Ha J[a3aTuano
Accordpharma mpu metia Ha Bb3pact moj 1 roauHa.

Hazatuan® Accordpharma ¢uimupanu TabieTKy 1 1a3aTHHUO Npax 3a MepopajiHa CyCHeH3us He ca
OnoexBuBaNeHTHU. [laliMeHTHTE, KOUTO ca CIIOCOOHU JIa MPETITBIIAT TAOJNETKH U JKeNasT J]a MPeMUHaT
OT Ja3aTHHHO mpax 3a nepopaiHa cycnensus kpM [azartuan® Accordpharma tabnetku, win
NalUeHTH, KOUTO He MOTaT Aa NPEeriabUIaT Ta0JIETKH U KOUTO KeJasT Aa IPEMHHAT OT Ta6J‘ICTI&M
nepopaliHa CyCIieH3HsI, MOTaT Jia TO HAalpaBsT, CTHTa J]a Ce CMa3BaT MPETOPHKUTE 32 HpHHg{Qi 3a
ChOTBETHATA JICKapCcTBEeHa opma. @)

N\

IIpernoppunTenHaTa HaYaIHA JHEBHA JO3UPOBKa 3a Jlasarnun6 Accordpharma Tafig:%n npu
MeMATPUYHHN TIAIMEHTH € npejcTaBeHa B Tabmuma 1. (b

Taonuua 1: Jo3uposka 3a Jlazaruané Accordpharma radiaerku npu ﬁmmpnqﬂn NMAIHEHTH C

Ph+ CML-CP uau Ph+ OJLJI ‘\Q

Tenecno TerJo (kg)* Q)\Zfﬂem{a n03a (mg)
10 10 mog 20 ke ’va 40 mg
20 10 oz 30 kg Q‘D 60 mg
30 mo mox 45 kg O 70 mg
Hail-manko 45 kg (\\\2\ 100 mg

* TabnerHara opMa He ce IpenopbYBa 3a naunem@gno noz 10 kg; npu Te3u naumeHTH TpsOBa j1a ce
U3M0JI3Ba Mpax 3a NepopasHa CyCIeH3HU . (b

Ipooviocumennocm na aeyenuemo Q)Q)

B KIMHWYHA M3NUTBAHUS JICUEHUETO %amm/ﬁ mpu B3pacTan ¢ Ph+ CML-CP, Hanpegnaia
MUEJIOMIHA WK JTUM(OHUIHA 6nac@a asa (mampennana ¢gasza) CML wim Ph+ OJII u memuatpuaan
naryentu ¢ Ph+ CML-CP e o YKUIIO JTO MPOTPECcUsiTa Ha 3a00ISBAHETO WIIU JIO MOsBaTa Ha
HETIOHOCHMOCT OT CTpaHa Ha eHTa. EQEeKThT OT criupaHe Ha JICUEHUETO BbPXY ABITOCPOUHUS
U3XO0J1 OT 3200JIIBAaHETO, OCTHTAHETO Ha IIUTOT€HETHYEH WIIK MOJIEKYJISIPEH OTTOBOP
[BKITIOUUTEITHO TTBJICH reHetuaeH otroBop (CCyR), romsim monexyisper orroop (MMR) u

MR4,5] He e npquez\

B xnuHnYHMA up\&qBaHm[, neuennero ¢ Jaszatuaud Accordpharma npu meauaTpuunu namuents ¢ Ph
+OJlle raHO HEMPEKbCHATO, T0OABCHO KbM MOCIIEIOBATEIHN OJOKOBE HA OCHOBHATA

XUMHUOT ¢ MaKCHMaJTHa MPOABDKUTEITHOCT OT JIBE FOAUHHM. [Ipy ManueHTH, KOUTO ca

HOT Y Ha MOCJIe/IBallla TPAHCIIAHTAIMS Ha CTBOJIOBH KJICTKHU, TA3aTHHUO MOXKE [1a CC MPUIIOKH
3a e/lHa TOJIMHA CIIe/T TPAHCIIIAHTAIIUATA.

3a J1a ce OCTHTHE NpernopbyUUTeNIHaTa 1033, Jlazatnanod Accordpharma ce npezsara nmoj gopmara Ha
¢unmupanu tadbnetku ot 20 mg, 50 mg, 70 mg, 80 mg, 100 mg u 140 mg. YBenuuaBaHe win
HaMaJsIBaHE Ha Jj03aTa Ce MPENnopbyuBa Bb3 OCHOBA HA MOBIUIBAHETO HA MALIMEHTA U IOHOCHMOCTTA.

Tosuwasane na 0ozama

B xnuamaHM m3nuTBaHus npu Be3pactar ¢ XMJI u Ph+ OJIJI, moBumasane Ha mo3ara g0 140 mg
BEAHBK AHEBHO (XxpoHnyHa ¢aza Ha XMJI) mnu 180 mg Benubxk nHeBHO (HanpenHana ¢gasza Ha XMJI
win Ph+ OJIJI) e 6o mo3BosieHO NpH MAMEeHTH, IPY KOUTO HE € OMJI HOCTUTHAT XEeMaTOJIOTHYCH
WY HUTOTEHETHYEH OTTOBOP MPH NMPENOphYNTETHATA HaYaIHa 03a.




CreHuTE TIOBUIIICHUS Ha J03aTa Moka3aHu B Tabmuia 2 ce mpemopbyuBaT MpH MeIuaTPHIHA
narueHTd ¢ Ph+CML-CP, nipu KOMTO HE € IOCTUTHAT XeMaTOJIOrHUCH, [IMTOTCHETUYCH U
MOJIEKYJIIPEH OTTOBOP B MPETOPHUUTEIHUTE BPEMEBH TOUKHU CHIIACHO HACTOSIIUTE CTAHAAPTH Ha
JICUCHUEC U KOUTO IIOHACSAT JICUCHHUETO.

Ta6auna 2: [ToBuiaBane Ha 103aTa NPHU NeauaTpuuHu nauuentu ¢ Ph+ CML-CP

Jo3a (MakcuMaJsiHa JHEBHA 103a)

Havaana no3a IToBumaBaHe Ha J03aTa

TadaeTku 40 mg 50 mg
60 mg 70 mg
70 mg 90 mg
100 mg 120 mgo,b

He ce npenopbuBa noBuillaBaHe Ha J103aTa MPH MeauaTpuuHu manueHta ¢ Ph+ OJIJI, TLTG'%TO npu
Te3u maienty Jlazatuau6® Accordpharma ce mpuiara B KOMOHHAIUS ¢ XUMHOTepart

IIpomana na 0ozama nopaou Hesicenanu peakyuu rb(b'
Muenocynpecus

ITo Bpeme Ha KIMHUYHUTE UNUTBAHUS, MUETIOCYIIPECHUSTA € OBIASHA U @peKLCBaHe Ha Ipuema,
HaMaJIIBaHEe Ha Jl03aTa WK MPEYCTAaHOBSBAaHE Ha M3IMMTBAHOTO JICUCHHUEYIpr HEOOXOAUMOCT €
NPOBEXKIaHa U TpaHCPy3usi Ha TPOMOOIUTH U eputporuTH. [Ipu ma TH C pe3UCTeHTHA
MHEJIOCYHPECHS € IPUIATaH U XeMOIOETHYeH pacTexkeH (aktop, )

[IpenopbkuTe 3a MpoMsHA Ha J03aTa MpU Bh3pacTHU ca 0000 B Tabnuia 3 u npu neAnaTpUIHU

nanueHaT ¢ Ph+ CML-CP B Tabnuna 4. [Ipenopbkute 3a Tpuyan nanuenTty ¢ Ph + OJIJI,
JIEKyBaHM B KOMOWHAIIUS ¢ XUMUOTEpAIHs, ca B OTIICJICB‘I arpad, crnen Tabnunure.

Tabanna 3: Kopexnus Ha 103aTa Npu HEYTPOII Qg\n TPOMOOLHUTONEHUS PH Bb3PACTHH
L N

Br3pactan ¢ XMJI B

{
XpoHHYHA (a3za (Haqa@
no3a 100 mg Benwx ‘2\

JTHEBHO) [%2)

LANIC < 0.5 x 1091

19707010t
tpomboruTn < 50 x 109/

Q‘ 1. Cnupane na neyenuero 10 ANC > 1,0 x
Q)(b 10%1 u TpomGouutu > 50 x 10%1.
)
‘2\ 2. Bb300HOBsIBaHE Ha JICYEHUETO C
O IbPBOHAYATTHATA JI034.
&
3. Axo tpom6Gonuture ca < 25 x 1091 w/unm

otHOBO ¢ Hamuue ANC < 0,5 x 10%1 3a

> 7 1HH, IOBTOpPETE CThIKA | 1
BBH300HOBETE JICUYCHUETO C IMO-HUCKA 71032
ot 80 mg BeAHBK JHEBHO 32 BTOPH
enu30/1. 3a TPETHUs eMU30]1, HaMaJIeTe
ome jo3ata 10 S0 mg BeAHBXK THEBHO (32
HOBOJIMArHOCTHUIIMPAHH TTAIUCHTH ) WIH
mpeKpaTeTe (3a MaueHTH ¢
PE3UCTEHTHOCT UM HEMMOHOCHUMOCT KbM
NPEUITHOTO JIYEHHE, BKITFOYBAIIO
UMaTHHHUO).




Bu3pactau ¢ XMIJI B
Hanpeanana wim onactaa |ANC < 0,5 x 101
(haza u Ph+ OJIJI 197070108

(mayamHa no3a 140 mg
BEIIHBHXK THEBO)

tpomboruTn < 10 x 109/

[IpoBepeTe nanu MUTONICHUSATA &
CBbp3aHa C JIECBKEMUSTA (KOCTHOMO3bYCH
acrypaT Wil OMOTICHS).

AKO IIUTOTICHUSATA HE € CBbP3aHa C
JIEBKEMHUSITA, CIIPETE JICYCHHETO 10
npocturanero Ha ANC > 1,0 x 109/l u
TpombouuTH > 20 x 109/1 1 BB300HOBETE
TepanusTa ¢ MbpBOHAYaIHATA J103a.

IIpu mosiBMIIa c€ OTHOBO IIUTOTICHHUS,
MOBTOPETE CTHIIKA | U Bh30OHOBETE

JICUCHHUETO C IMO-HKUCcKa 103a oT 100 m, (t
BEJIHBK JTHEBHO (BTOPH €TIH30/1) I/IHI/I$
mg BeIHBXK JHEBHO (TPETH enm%

Axo IOUTOIICHUATA € CB’praﬁ

>

JIeBKeMHATA, OOMUCIIETE FOBHILIAaBAHE HA
nmo3ara g0 180 mg Bex JTHEBHO.

ANC: abcoutoTeH Opoit Ha HeyTpodumTe

¢®

Ta6auna 4: Kopekuus Ha 103aTa IpU HEYTPOTIEHUS U TpOMﬁOHI@HHﬂ NpU NeIUATPUIHI

nauuentu ¢ Ph+ CML-CP

‘%)

1. Axo nuroneHusara

Ho3a (Makcumal

HEBHA /1032)

MEPCUCTUPA NTOBEYE OT 3
CEeIMHMIIH, TIPOBEPETE AN

[4
HLpBOH&‘lﬁHHﬂ(QﬁOHI/DKeHI/Ie Ha IlonmxkeHue Ha
i |

2. AKO IIUTOITIEHUATA HE €
CBBp3aHa C JICBKEMHUSITA, O
CIIpeTe JICICHUETO 10 A
nocturanero Ha ANC >1.0 *‘&‘

x 1091 u TpombormTH > 75 9\

x 1091 u Bb30GHOBETE A~
Tepanusra ¢ QQ

II'bpBOHAYAIHATA ﬂ@ NI

C IIOHIDKCHA 10 @
<

3. Ilpu pe%géﬂma
LUTONIEHRRARIOBTOPETE

KOCT 3bUYHATA
a aLs/Ononcus u
Bb300HOBETE TEPAIHUATA C
MOHWKEHA 71034,

X

no03a 03aTa c eIHO  /I03aTa C IBe
[IUTOTICHUSATA € CBbP3aHa C HHEBO HHBA
AN
PICBICMILTTA Tabdaerka 4 20 mg *
(KOCTHOMO3BUHA
acIUpalys Uik OMOICHS ) g 40 mg 20 mg
' Q;bo mg 60 mg 50 mg
@)” 100 mg 80 mg 70 mg

ANC: abcomoTeH Opoif Ha HeyTpoduHTe

*He ¢ HAMIMYHA TabneTHa opMa C 1Mo HUCKA J103a

[pu nenuarpuunu nanuentu ¢ Ph+ CML-CP, B ciiyuaiil Ha peKypeHTHa HEYyTPOIICHUS WK
TpoMOOLMTOIIEHHS CTeTeH >3 Mo BpeMe Ha IbjieH xemarosioruueH otroBop (CHR), Tpsioa na ce
HPEKbCHE MPUIIOKEHUETO Ha 1a3aTHHHUO U B ITOCIIEACTBHE MOKE J]a Ce Bh30OHOBH B IO-HUCKA J103.
JHo3zara TpsiOBa BpeMEHHO Ja ce HaMalli, ako € HeoOX0AUMO, IPH CPEHH CTETICHH Ha OTTOBOP KbM

3a00JISIBAHETO U OUTOIICHMSA.



IIpu neguatpryanm narmuertn ¢ Ph + OJIJI He ce npemopbyuBa MpoMsiHa HA Jj03aTa MPU CIIydau Ha
XEeMAaTOJIOTHYHA TOKCUYHOCT cTerneH | 710 4. AKO HeyTPOIICHUATA U/ TPOMOOITUTOIICHHSITA BOJIST
Jto 3a0aBsiHE Ha cienBalius OJIOK Ha JISYCHHE C moBede oT 14 nHu, na3atuHuO TpsAOBa Ja ce cipe u na
ce Bb300HOBH IIPH CHIIOTO JIO30BO HUBO CJIS 3alI0YBaHE Ha CICIBAIIMS OJIOK HA JICYCHUETO. AKO
HEYTPOIICHUSITA ¥ / WIIK TPOMOOIMTONICHUSITA TIEPCUCTHPAT U CIISIBAIIUAT OJIOK Ha JIeYeHHUE ce 3a0aBH
c omie 7 mHU, TPSOBa J1a ce U3BBPIIHU OLIEHKA HAa KOCTHHUS MO3BK, 32 /1a C€ OLEHH LETyIapUTeThT 1
MPOIEHTHT Ha OacTuTe. AKO IEeTyIapUTeThT Ha KOCTHUS MO3BK € <10%, Te4eHneTo ¢ 1a3aTuHUO
Tpsa6Ba na ce npekbeHe 10 ANC > 500/ul (0,5 x 109/1), ciien KoeTo Je4eHueTo MoKe 1a Obe
BBH300HOBEHO TIPH IThJIHA J103a. AKO TENyJIapUTEThT Ha KOCTHUS MO3BK € > 10%, Moke j1a ce oOMuCIH
BB300HOBSIBaHE Ha JICUCHUETO C JJA3aTUHHUO.

Hexemamonozuunu nesicenanu peaxyuu

[Ipu pa3zBuTHe Ha yMepeHa, CTETICH 2, HEXEMAaTOJIOTHYHA HeXKeIaHa PeaKIlvsl Py Ja3aTUHUO, b(b'
JICYCHUETO TPAOBA JIa Ce MPEYCTAaHOBHU JI0 OTMUHABaHE HA HEXKEIaHATa PeaKius WIn BmeaHe®
M3XO0JIHOTO HUBO. JIeueHneTo TpsiOBa /1a ce Bb30OHOBU ChC ChINATa J103a, aKO ChOUTHETO CK]-[ SIBSIBA

3a I'bPBU IIBT U J03aTa Tp5[6Ba Jla C€ HaMaJIi, aKO TOBa € IMOBTapsla CEC HEXKEIaHa peaK . 1ipn
Pa3BUTUC HA TCIKKA, CTCIICH 3 unn 4, HEXEMATOJIOr'MYHAa HEKEJIaHa pEaKus IIpH Aa3a 6,
JICYCHUCTO TpSI6Ba Ja Cc€ MpEyCTaHOBU 1O OTMHMHABAHE HA HCXKCJIaHAaTa pCaKIus. €1 IoBa,
JICYCHHUETO MOXKCE J1a 6’[)216 CHOTBETHO BH300OHOBEHO C ITO-HUCKA J103a B 3aBUCUM T

IbPBOHAYANIHATA TEKECT HA HesKenaHara peakius. [Ipu nanuentn ¢ XMJI B Xpoununa dasa, kouto
nony4asaT 100 mg BeIHBK AHEBHO, c€ NPENOPHYBA HAMAISIBaHE HA ;[03@ 80 mg BenIHDBK THEBHO
¥ [IPH HEOOXOAMMOCT, ONBJIHUTEIIHO HaMaJlsIBaHe Ha 103aTa 0T 80 mg@gnHbxK AHEBHO 10 50 mg

BeAHBXK AHEBHO. [Ipn nanuentn ¢ XMJI B Hanpennana ¢aza unu P JIJI, xouto nonyuasar 140 mg
BEJHBK JHEBHO, CE IPENOphYBa HaMassiBaHe Ha go3aTa 10 100 €AHBX JHEBHO U MPH
HEe0OXOMMOCT, JOIIBIHUTEIIHO HaMaJIsiBaHe Ha jo3ata oT 100 eIHBXK THEBHO 10 50 mg BeTHBXK

nueBHO. [Ipu CML-CP nenuatpudHu MalMeHTH ¢ HGXGM&]@&I/I‘IHI/I HEeXeJIaHU PeakInu, TpsOBa j1a
C€ CJIe/IBaT ONUCAHUTE MO-TOPE MPEMOPHUYNUTEIHU 32 XEMATONOTMYHU HEXKEJIAHU PEaKLUU TTOHUKEHUS
Ha no3ata. [Ipu meguarpuanu manuent ¢ Ph + OJIJ1 XEMATOJIOTUYHH HEXKEJIAHU PEaKLHH, aKO €

HEo0XO0IUMO, J103aTa TPsIOBa Jla ce HaMallu C €IHO , B CbOTBETCTBUE C MPETIOPHKUTE 32
HaMaJlsiBaHe Ha J]03aTa IPU XeMaTOJIOTHYHHU HE HH PEaKLHH, OIIMCaHU IO-TOpeE.

Inespanen usnus Q’

[Ipu nuarHocTunvpaHe Ha MJeBpajeH B JICYUEHUETO C 1a3aTUHHUO TpsiOBa J1a ce PEyCTaHOBH,

JI0KaTo MAMEHTHT ObIe Mperieaan, CiaHe aCHMITOMATHYEH MM C€ BbPHE KbM U3XOIHO HUBO. AKO
NpUOIM3UTEITHO B PAMKHTE Ha €A, ceIMUIla He Ce Ha0JIi0/1aBa MOJ00peHUe P enu30/a, TpsOBa aa
ce 0OMHUCIT BE3MOXKHOCT 34 1T TaHe Ha JiedeOeH KypC C IUYPETHIINA WIA KOPTUKOCTEPOU I, UITH C
JIBETE €THOBPEMEHHO (BIXK. 4.4 m 4.8). Crieq1 oT3ByYaBaHe Ha ITBPBHS €MTU30/1, TPSIOBA J1a ce
0OMUCITH TTOBTOPHOTO IT €HHe Ha /1a3aTHHUO Ha CHIOTO /1030BO HUBO. Cienx 0T3By4aBaHe Ha
MOCJIEBAIL €301, [T HUO TpsOBa Ja ce MPHUIIOKKU OTHOBO Ha €IHO J030BO HHUBO IMO-HHUCKO. Criex
OT3By4YaBaHETO Ha BK (CTeTieH 3 Wi 4) enn307, ICYCHHETO MOKe Ja OBbJe ChbOTBETHO
BBH300HOBEHO C €Ha 71032 B 3aBUCUMOCT OT IThPBOHAYAIHATA TEKECT HA HEeXKETIaHATa PEaKIIHS.

Hamanase ga dozama npu cenvmemeawja ynompebda na cunnu unxuoumopu Ha CYP3A4

ChIrbT aTta ynorpeba Ha cwutan naxuoutropu Ha CYP3A4 u cok ot rpeindpyTt ¢ JJazatunnd
Ac arma tpso6Ba na ce u30srBa (Bx. Touka 4.5). AKO € Bb3MOXKHO, TpsIOBa Ja ce uzdepe
arr aTUBHO CHITBTCTBALIO JICKAPCTBO 0€3 MM C MUHUMAJICH MOTEHIIMAN 32 MHXUOUPaHE Ha

emsumute. Axo Jasaruaunb Accordpharma tpsibsa ma ce mpunara cbe cuiieH nHxu6uTOp Ha CYP3A4,
Jla ce B3eMe TIpEe/IBH/] HaMallsiBaHE Ha J103aTa JI0:

. 40 mg gHEBHO 3a manueHTH, npreMarny Jazatuauo Accordpharma 140 mg tabieTka JHEBHO.
o 20 mg nHeBHO 3a marueHTu, npueMainy lasatuan® Accordpharma 100 mg TabneTka JHEBHO.
o 20 mg mHeBHO 3a marueHTu, npueMainy lazatuand Accordpharma 70 mg tabieTka THEBHO.

3a manuenTn, npueMaiy Jazatuano Accordpharma 60 mg wiu 40 mg JHEBHO, [a ce B3eMe TIPEABH
npeKkbCBaHe Ha mprema Ha Jaszatnand Accordpharma mo crmpane Ha nmpunoxkennero Ha CYP3A4
WHXHOUTOpPA WK MPEMHUHABaHE KbM IO-HUCKA 7032 Ja3aTHHHUO B JIEKapCTBeHA (hopMa TepopaHa
cycrieH3us (BK. KpaTKaTa XapaKTepPUCTHKA Ha MPOTyKTa, ChABPIKAII Ja3aTHHUO 1o opmara Ha mpax



3a mepopaiHa cycrensus). [la ce octaBu rmepuojr Ha OYUCTBAHE OT MPUOJIM3UTEIIHO 1 ceaMuIia cies
CIMpaAHETO HAa MHXUOMTOpA, TIPEIH Ja ce Bh300HOBH mpriaraneto Ha J{azatuauo Accordpharma.

Tes3u namanenu no3u Jazatnau6 Accordpharma ce npeaBmxia 1a KOpUrHpaT MIIOIITA O] KpUBaTa
(AUC) no rpanuiute, HaOmogaBanu 6e3 CYP3A4 unxuduropu. Jlunceat o0aue KIMHUYHK JaHHH 32
TE3M KOPEKIIMH Ha J103aTa MPH MalleHTH, oayJaBainy cuind uaxuouropu Ha CYP3A4. Ako
Hazatuan® Accordpharma He ce moHacs ciieqy HaMajIsiBaHe Ha J03ata, TPsOBa Jia ce MPeKpaTH
npuoxkeHueTo Ha cunausg naHxnomutop Ha CYP3A4 wm na ce npexbscHe prema Ha J{azatnHno
Accordpharma, mokaTo IpIIOKEHHETO Ha HHXHOUTOPA OBe peycTaHoBeHO. TpsOBa 1a ce ocTaBu
Nepuo/ Ha OYUCTBaHE OT NPUOIM3UTENHO | ceiMuIa ciiell CIUPAaHEeTO Ha MHXUOUTOpa, IPEAH Aa ce
yBennuu jo3ara [lazatuan6® Accordpharma.

CrelyaiHy NOIMyJIAIu| Q)(b'
Cmapuecka ev3pacm

He ca Ha6J’IIOZ[aBaHI/I KIIMHUYHO 3HAaYMMHU, CBbP3aHU C Bb3pacCTTa, (bapMaKOKI/IHeTI/I‘lHI/I pa3§@m npu

Te3u marenTd. He ca HeoOX0aMMHU KOHKPETHH MTPEMOPHKH 0 OTHOIIIEHHE Ha Z031paHe(O) 1ipy Xopa B
cTapuecka Bb3pacT. *
Yeproopobro vepescoarne (b(b'

TarmeHTH ¢ 1eKo, yMEpEeHO T TEKKO YEPHOAPOOHO yBPEKIAHE MOTaT Ja [pyeMar
npenopburTeIHaTa HavalHa j103a. Bee mak Jlazatunu6 Accordpharma T@ Jla ce TmpuJiara ¢
BHUMaHHE [IPH NALKUEHTH C YePHOAPOOHO YBpexkKaaHe (BXK. TOUKa 5.2)

bvopeuno yepesicoane %)

He ca mpoBexaHn KIMHWYHU W3NUTBAHUS C 1Aa3aTHHHO MTpH ruéQeHm C MOHIKeHa ObOpedHa
(GyHKIMS (M3MUTBAHUATA TIPH MALUCHTH C HOBOZ[I/I&FHOCTI/I%?H& xpoHuyHa (aza Ha XMJI ca
U3KJTIOYBAJIH TTALMEHTH C KOHLCHTpAIMs Ha CEPyMHUsI KPEARUHUH > 3 IbTH HaJ TOpHATA IPaHUIIA Ha
HOpMarTa, ¥ M3UTBAHHUATA [IPU NMAIMEHTH ¢ XPOHUYH
HETIOHOCUMOCT KbM TIPEJIHIIHO JIEYeHHE C UMATHH
CepYMHUS KpEaTUHUH > 1,5 MbTH Haj ropHaTa [
Ha Ja3aTHHUO M HETOBUTE METa0OIHTH € < 49
MIPH MAIMEHTHTE ¢ ObOpPETHa HETOCTATHY

\S

a Ce ImprieMa IepopaHo.
Jla ce pa3dymnBaT, pekaT WM IbBYAT, Te TPsOBa Ja ce ThATAT [eln
3a J1a C€ OCUT'ypH MPABUITHO MpaHe U Jla Ce HaMaJld PUCKa OT eKCIIO3UITNS Ha KOXKaTa.
OunmMupanuTe Ta0NeTKH s10Ba J1a Ce IUCIIEPTUPAT ThH KAaTO EKCIO3UIMSITA TIPY NAIIHCHTHUTE,
MIPUEMAIITH TUCTIEPTUD: albJleTKa e Mo-HHUCKa OTKOJIKOTO MPH TMPUEM Ha Ista TabneTka. [JazaTnano
pax 3a IepopaHa CYCIe3us € MOAXOASII ChIIO U 3a neauaTpuuny namuentu ¢ Ph+ CML-CP u Ph+
OJUI u BB3pact et ¢ CML-CP, kouTo He Morar Ja nperrbiiat TabIeTKy.

Jazatuan6 AQQ pharma moxe aa ce mpuema che WK 0e3 XpaHa ¥ TpIOBa Jia ce mpreMa 1o eHO U
CBIIIO Bpe puH win Beyep (BXK. Touka 5.2). lazatuaub Accordpharma xe tpsioBa a ce npuema ¢
rpeind ]QIII/I COK OT rpein¢pyT (Bxk Touka 4.5).

4.&[pornnonoxa3anmx

CBpPBXYIYBCTBUTEITHOCT KbM aKTUBHOTO(HUTE) BEIMIECTBO(A) MIIM KbM HAKOE OT TIOMOIITHHUTE BEIIECTBA,
n30poeHH B TOUKa 6.1.

a Ha XMJI ¢ pe3uCTEeHTHOCT WK
U3KJIIOYBAIIN TTAIIMEHTH ¢ KOHIICHTpaNus Ha

a Ha HOpMaTa). T'bif KaTo OBOPEUHUSAT KIUPHHC
€ ce OYaKBa IMOHKEHUE Ha OOLIHS TeJleCeH KIMPHHC

Hauwz Ha npunoxeHue
Hazatuan® Accordpharma tpsios
dumupaHuTe TaOJIETKH HE TP,

4.4 CneuuajHu npegynpe:kieHus U NpeAnasHu MEPKH NpH ynorpeda

KiIMHWYHO 3HAYMMU B3aUMOJICHCTBHS

Jazatuauo e cyoctpar u uHXuOuTop Ha nuroxpoM P450 (CYP) 3A4. Eto 3a1110, chiliecTByBa
MOTEHIIMAJIHA B3MOKHOCT 33 B3aUMOJICUCTBUE C JPYTH €AHOBPEMEHHO NPHJIATaHu JIEKAPCTBEHU
NPOIYKTH, KOUTO CE METa0OIM3UPAT TIABHO Ype3 WK MOoayIupaT akTuBHOcTTa Ha CYP3A4 (BK.
Touka 4.5).




CrrpreTBaniaTa ynorpeda Ha qa3aTuHUO U JIEKapCTBEHU MPOAYKTH WIIH BEIIECTBA, KOUTO Ca
noTeHaHn naxuouTopu Ha CYP3A4 (Hamp. KeTOKOHA30J1, HTPAKOHA30J1, CPUTPOMHITHH,
KIIAPUTPOMUIIUH, PUTOHABHUP, TEITUTPOMHUIIMH, COK OT TpeHN(pyT) MOKE a MOBUIIN SKCIO3HUIIAATA HA
nmazatuHuO. ChIbTCTBAIIATa yOoTpeOa Ha 1a3aTHHUO U JIGKAPCTBEHH MPOAYKTH, KOUTO Ca MOIITHU
naxuoutopu Ha CYP3A4 He ce npenopbuBa (BXK. Touka 4.5).

CropreTBaniaTa ynorpeda Ha Ja3aTHHUO U JIEKapCTBEHHU NMPOAYKTH, Kouto naayuupat CYP3A4
(Hamp. mekcameTaszoH, GeHUTOWH, KapbamaszenuH, prudamnunmH, GeHodapOouTa i OHITKOBH
npenapatH, chabpkaiy Hypericum perforatum, usBecteH ChIIO KaTo BT KAHTAPUOH) MOXKE
3HAYUTEIHO J]a HAaMaJli EKCIO3UIUATA Ha Ja3aTHHIO, KOETO MOBHUILABA MOTEHIMAIHUS PUCK OT
TepaneBTHYeH Heycnex. ETo 3aio, npu naueHTuTe npueMally 1a3aTHHUO, 32 €THOBPEMEHHO
NPUIIOKEHUE TPIOBa a ObJaT 30UPaHU anTepHATUBHH JICKAPCTBEHH MTPOJAYKTH C MTO-MAIIbK
UHYKIIHOHEH moTeHnuan no orHomenne Ha CYP3A4 (Bxk. Touka 4.5). b(b'

CerpreTBaniara ynorpeba Ha qazatuaud u cyoctpar Ha CYP3 A4 Moske /1a IOBUIIU €KCIT @m{Ta Ha
CYP3A4 cybctpara. Eto 3amio, € He00X01MMO MMOBHUIIICHO BHUMAaHHUE, KOraTo 1a3aTHH npnnara
ennoBpemenHO ¢ CYP3A4 cybcTpaTi ¢ TeceH TepaneBTUYEeH HHICKC, KaTO aCTEMH30Q pbenanus,
[U3ANPHI, TAMO3H], XHHUIUH, OSTIPUIAII U €proajKalon/Iu (eproTaMuH, nnxm@%)rOTaMHH) (BX.
Touka 4.5). 25)

CopreTBaniata ynorpeba Ha qa3aTuHubd u xucramus-2 (Hy) aHTaFOHI/ICTgQ»hp. ¢dbamoTuaun),
MHXHUOUTOP Ha MPOTOHHATA [IOMIIA (HAIP. OMETIPA30JI) MIIM alyMUHHUEB @YNPOKCH/MarHe3neB

XUJIPOKCHU]I, MOXKE J1a HAMAITH SKCIIO3UIIHMATA Ha 1a3aTuHuO. ETo 3a 2-aHTarOHUCTHUTE U
WHXHOUTOPHTE HA IPOTOHHATA MTOMIIA HE CE MPEMOPHYUBAT, a TP UTEe, ChIABPIKAIIN ATYMUHHUCB
XHUIPOKCHUJI/MarHe3ueB XUAPOKCHUT TPsIOBa [la ce mpuiiarar Jio a mpe/in WK 2 Jaca clie[
yroTrpebara Ha mazaTHHUO (BXK. Touka 4.5). Q

CrenyanHy nonyaanuu O

BB3 ocHOBa Ha pe3ynTaTuTe OT Q)apMaKOKI/IHeTH‘I@OW{BaHC C eIMHUYHA 71034, TIAIINEeHTH C JIEKO,
YMEPEHO WIIH TEXKO YEPHOIPOOHO YBpEKIaHE T JIa IpreMaT IpenopbuBaHaTa HayaiHa 103a (BK.
Touka 5.2). [lopaau orpannyeHusITa HA TOBA (&I/IHHO MPOYYBaHE CE MPENOpPHUBA MOBUILICHO
BHUMAaHHE MIPH MPHIOKEHUETO HA H&33TH@][)H MAIMEeHTH C YePHOAPOOHO YBPEXKAAHE.

BaxxHu HekenaHu peakluu O

Muenocynpecus &

Jleuenueto ¢ fa3aTUHUO € CBb 0 C aHeMMus1, HeyTporeHus u Tpombonuronenus. IlosBata um
HAaCTBIIBA [IO-PAHO U C I0- yectoTa npu naureHtu ¢ XMJI B Hanpeanana ¢asza nwiu Ph+ OJLJL, B
CpaBHEHUE C TE3U C XPO a paza na XMJIL. IIsnna xkppBHa kaptuHa (IIKK) TpsioBa na ce npasu
BCsAKA CEIMMUIA MIPE3 1T Te 2 Mecela, a cje]] TOBa BEHBX MECEYHO UM B 3aBUCHUMOCT OT
KJIIMHAYHATa KapT PH BB3pacTHH MalMeHTH ¢ HanpeaHana ¢aza Ha XMJI unu Ph+ OJIJLnekyBann
C MOHOTEpanus atunuO. [Ipu Bp3pacTHH 1 neauaTpuyHy manuentyd ¢ XMJI B xponuuna dasa,
II'bJIHA KPBB THHA TPSOBa /1a ce TIPaBU Ha BCEKH 2 CEIMHUIIN 3a 12 ceIMUIIA, ClIe]T TOBa Ha BCEKU
3 mecena aKTO € KIIMHUYHO 1oka3aHo. [Ipu nemuarpuunn nanuentu ¢ Ph + OJIJI, nekyBanu c
Jla3aTh komOuHanus ¢ xumuorepanust, IIKK tpsbBa na ce npocnensBa npeay Ha4ajaoTo Ha

BC &)K XUMHOTEPAIus ¥ KakKTo € KIMHUYHO TIoKa3aHo. [Io Bpeme Ha KoHcomuanpamuTe 0J0KoBe
Ha norepanusita, [IKK TpsOBa na ce mpaBu Ha BCeKH 2 JIHU JI0 Bb3CTaHOBSIBaHE (BXK. TOUKH 4.2

u 4.8). MuenocynpecusitTa OOMKHOBEHO € 00paTHMa U C€ OBJIaJsBa C TIOMOIITA Ha BPEMEHHO
IpeycTaHOBSBaHE Ha IpHeMa Ha 1a3aTHHUO WM Ype3 pelylupaHe Ha 103aTa.

Kwvpsene

[Tpu nauuentu ¢ XMJI B xpornyna ¢aza (n=548), 5 nauuentu (1%) nomyuaBaiu 1a3aTHHAO, ca
MMaji XeMoparus crerieH 3 win 4. B KIIMHAYHY poydYBaHus pHu narueHTy ¢ XMJI B HanpenHana
(haza, moyvaBainy IpernopbUnUTEIIHATA 1034 1a3aTUHUO (n=304), Te)kKa XeMoparus Ha leHTpaIHaTa
HepsHa cuctema (LUHC) ce cpema mpu 1% ot naunentute. Enun ot cnyuaunte e ataneH, KaTo e
CBBbp3aH ¢ TpoMOouuTonenus crenex 4 no ,,00mu kpurepun 3a Tokcnanoct” (Common Toxicity
Criteria (CTC)). KppBoH311B 0T CTOMAITHO-UYPEBHUS TPAKT cTereH 3 miu 4 e HaOmroaaBan npu 6% oT
nauueHTute ¢ XMJI B HanpenHana ¢a3a 1 OOMKHOBEHO M3MCKBA NPEKBHCBAHE HA JICYEHUETO U
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Tparcysus. Jpyru KppBOM3NHUBH cTeTieH 3 uiH 4 ca HabmogaBaHu mpu 2% ot naruentute ¢ XMJI B
HanpenHana ¢asa. [loBedeTo OT HeXellaHUTE PEaKIui, CBbP3aHU ¢ KbpBEHE, IPU TE3U MAIUCHTH ca
TUITUYHO CBBP3aHU C TPOMOOITUTOIIEHUS cTereH 3 w4 (Bk. Touka 4.8). OCBeH ToBa, pe3yATaTUTE OT
OLIEHKAaTa Ha TPOMOOIHUTHTE IN VItro u in Vivo mokasear, ue JICUCHHETO ¢ Ta3aTHHUO 00paTHMO 3acsara
aKTUBAIUATA HA TPOMOOIIUTHTE.

Heo0xonumo e moBuiieHO BHUMaHUE, B ClIyyaid 4e MalueHTUTe ce Hy>KJasT OT JIEKApCTBEHU
NPOYKTH, HTHXUOUPAIIX TPOMOOIMTHATA (DYHKITUS WM AHTUKOATyJIaHTH.

3advporcane na meunocmu

HazatunnO ce cBbp3Ba ChC 3aIbpKaHe Ha TEYHOCTH. B knmmHnmyHO npoyuBane ¢aza Il npu manuentu
¢ HoBoaMarHoctuirpada XMJI B xpoHudHa ¢asa, ce choOIaBa 3a 3aJIbpiKaHe Ha TCYHOCTH CTEIICH 3
i 4 npu 13 nanmentu (5%) B rpynara Ha JeueHue ¢ Aa3atuHUO u npu 2 nauuentu (1%) B rp

Ha JICYCHHE ¢ UMAaTUHUO cien MuHuMyM 60 Mecena npociensBane (Bxk. Touka 4.8). Ot BCI/IqKI@
narrenTy ¢ XMJI B xpoHndHa ¢asza, JICKyBaHH C Ta3aTUHUO, TEKKO 3aabpiKaHe Ha TEYHOC

HACTBIBA P 32 nanueHTy (6%), nonydyasaliy nNpenoppynuTestara 103a fasatnHuo (n548). B
KJIMHAYHU npoyuBanus npu nauuenty ¢ XMJI uiu ¢ Ph+ OJUJI B Hanpeanana ¢asa, @‘)aBaH_II/I
npenopbyYrTeNHaTa 1032 nazaTuHuo (n=304), ce cro0IIaBa 3a 3aIbpikaHe Ha Teggy CTeTeH 3 Win

4 ipu 8% OT MaNMEHTUTE, BKIIOUNTETHO IICBPAJICH U TIEPUKAP/ICH U3JIUB CTEIT win 4, cbo01aBad
cBHOTBETHO TIpH 7% 1 1% ot manuenTure. Ilpu Tesu namuentu, 6enoapodeH @Fox crenes 3 unu 4 u
OemonpoOHa XUIIEPTOHUS ca ChOOIIEHN OOTAETHO Tipu 1% oT naunemn\’?&

ITauuenTtu, pa3BUBaILld CUMIITOMHU, TOACKA3BAIIH [IJIECBPAJICH H3HHB®% JIACIIHES WM cyXa
KallIUIa, TpsAOBa 1a ObJaT U3CIeIBaHU C IIOMOIITA HA PEHTIeH us Ha rpbAHus Kol [1neBpanen
U3IIMB CTeMeH 3 win 4 MOXKe J1a U3MCKBA TOPAKOILICHTE3a WITH K poaHa Tepanus. Hexxenanure
PEaKInu ChC 3bAbPIKAHE HA TCYHOCTH OOMKHOBEHO CE nogﬁekaT ¢ TIOMOIIITA Ha MOTHPKAIIHA MEPKH,
KOUTO BKITIOYBAT TUYPETHIIA U KPATKOTPaeH KypcC Ha Jie cbe crepouan (Bxk. Touku 4.2 u 4.8).
[TanuenTrTe Ha BB3pacT 65 rOUHY U TIOBEYE Ca MO-C HU KbM CHOUTHS, CBBP3aHU C IJIEBPAJICH
W3IIWB, JUCITHES, KAIIUIAIIA, TIEPUKAPICH U3JIUB U 3 Ha ChpJIeYHAa HETOCTATHUHOCT B CPABHEHHE C
MO-MJTaJIUTE TAMEHTH U TPSOBa /1a ce HaOII0 BHHMaTemHO. ChoOIIaBaHu ca U ciiyyau Ha
XUJIOTOPAKC TPH MAMEHTH C TUIEBPAJICH U3JL K. Touka 4.8).

benodpodbna apmepuanna xunepmonus &()
BAX (mpexamunsipaa 6emoapooHa a@pﬁanna XUIEPTOHUS, TOTBBPCHA C JIICHA ChpCYHA
KaTeTepu3amnysl) ¢ JOKJIaIBaHa BREBPH3KA C JICUCHUE ¢ Ma3aTuHuO (BK. Touka 4.8). B Te3u cirydan,
BAX e nokianBana cien 3ano% € Ha Teparnus ¢ Ja3aTUHUO, BKIIFOYUTEIHO U CIie]] TIOBeYe OT eHA
roJIMHA JICYCHUE.

O

[TanuenTure TpsiOBa ﬂ@{) aT OLICHEHU 3a IPU3HALK U CUMIITOMHU, CBEP3aHU C OCHOBHO
KapAMOMYJIMOHA OonsBaHe, Mpeay Aa 3alovyHaT Tepanus ¢ Aa3atuauo. [Ipu 3anouBane Ha
Teparnus Ha BCe IIUEHT ChC CHMITOMH Ha ChpJeyHO 3a00isBaHe TpsAOBa Ja ObJe HanpaBeHa
CXOKapJIHOF@% W J1a ce OOMHCIIH TaKaBa MpY MAlMeHTH C PUCKOBH (DaKTOPH 33 CHPJICYHO WITH
MyJIMOHAI OonsBane. [laneHTHTE, KOUTO PA3BUAT AMCITHESI U YMOpa CJIe] 3all0YBaHe Ha Teparusl
C Jas3atr , Tpsi0Ba ja ObJaT OLIEHEHH 3a 0011a ETHONOTHSI BKIIOYUTEIIHO TUIEBPAJICH H3JIUB,

oe €H OTOK, aHeMHus1, HHWITpaus Ha Oenute qpodoBe. B choTBETCTBHE € IPENOPHKUTE 32
ne{;%ple Ha HEXEMaTOJIOTUYHH HEXKeTIaH! peakiuu (BK. Touka 4.2) no3ara Ha 1a3aTHHUO TpsiOBa Jia
ObJec HaMaJleHa WM TepalusITa 1a ce MPeKbCHE 10 BpeMe Ha TOBa OLICHsIBaHe. AKO HE ce HaMepH
00sICHEeHHE WM aKO HsMa MoJ00peHHe NPy HaMallsiBaHe Ha [03aTa Wi IPU HEHHOTO NPEeKbCBAHE,
TpsiOBa na ce oOMucu auarHozara bAX. JIMarHOCTHUHUSAT ITOAX0]] TPSIOBA J1a Clie/iBa CTaHAapTa 3a
neuenue. [Ipu norBbpxnaBane Ha BAX, mpueMbT Ha ga3aTuHUO TpsiOBa f1a ObIEe OKOHYATETHO
npeycranoBeH. [IpocnensBanero TpsaOBa 1a ce OCHILIECTBH B CHOTBETCTBUE ChC CTAHAAPTA 32 JICUCHHE.
HabntomaBanu ca momoOpeHus B XeMOIMHAMUYHUTE U KIIMHUYHHUTE TIapaMeTpy pH nanueHT ¢ BAX,
JIEKyBaHHM C Aa3aTHHUO, CJe] CTIMpaHe Ha TeparnusTa.

Yovurcasane na QT unmepeana
In vitro naHHKMTE TIOKA3BaT, Ye Aa3aTUHUO MMa MOTEHLMA J1a YIbKaBa PEHOJIIPH3alUiTa Ha
cbpaeynara kamepa (QT unrtepBan) (Bx.Touka 5.3). [Ipu 258 nexyBanu ¢ ga3aTuHUO manueHTy u 258
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JIEKyBaHH C UMATUHUO MalMeHTH ¢ MUHUMYM 6(0-MecedHo mpociensBane Mo BpeMe Ha U3IMUTBaHe
¢aza 1l npu maruenTy ¢ HoBoauaruoctuipana XMJI B xponunuHa daza, 1 mamuent (< 1%) ot Bcska
rpyna e mokasan yabnkaBaHe Ha QT uHTepBaia, KOETO € JOKJIAJBAHO KaTO HEXKEIaHa PeaKIvsl.
Menuanara Ha nmpomsiaTa B QTcF cripsiMo u3xomHoTo HUBO € Omta 3,0 msec npu JICKYBaHUTE C
Ja3aTHHUO TAITMEHTH B CpaBHEHHE ¢ 8,2 msec MPH MAIMEeHTUTE, JICKYBaHU ¢ UMAaTHHHUO. EnnH
nanueHT (< 1%) ot Beska rpymna e mokazan QTcF > 500 msec. IIpu 865 nanuentu ¢ neBkeMus,
JICKYBaHHU C Ja3aTHHUO 10 BpeMe Ha KIIMHUYHY u3nuTBanus (asa II, cpeqauTe mpoMeHu cripsMo
u3xoauuTe croinoctn Ha QT uHTEepBaa, onpenecHU ¢ momoliTa Ha MeToja Ha Fridericia (QTcF), ca
ounu 4 — 6 msec; ropHata rpaHuna Ha 95% IoBepHUTEIeH HHTEPBAN 32 BCHUKU CPEITHU TPOMEHN
CIPSIMO M3XOJHHUTE CTOHHOCTH € Omiia < 7 msec (Bxk. Touka 4.8).

Ot 2 182 manueHTy ¢ pe3uCTEHTHOCT WM HEMOHOCUMOCT KbM MPEIUIIHO JICYSHUE C UMATHHHO,
MOJTyYaBalH Aa3aTUHHUO 110 BpeMe Ha KITMHUYHY u3nuTBaHus, 15 (1%) ca umanu yabmmkaBane Ha QTc,
CHOOIIEHO KaTo HeXenaHa peaknud. JBanecet u enuH ot Te3u nanueHTH (1%) ca mmanu QTcF Q)
500 msec. Q

Jazatunu0 Tpa6Ba na ce npuiiara ¢ BHUMaHHUe MU MaeHTuTe ¢ yabokeH QTc wm T @, IpA
KOUTO € Bh3MOJXKHA MMOsiBaTa Ha yabinkaBaHe Ha QTc. ToBa BKITIOYBa MAIUEHTH C XHUTI WUEMUS WITH
XUTIOMarHe3ueMus, MaIueHTH ChC CHHAPOMA Ha BpojicH yabikeH QT uHTEepBan, BAMeHTH,
NpUEMaI| aHTHAPUTMUYHH JIEKAPCTBEHH TIPOYKTH WM JIPYTH JIEKAPCTBA, KOUT®)BOIAT J10
ynbmkaBane Ha QT MHTEpBaia, KaKTO U JICUEHHE ¢ KyMyJIaTHBHA BUCOKA JJO3&aHTPAIIUKITIH.
XHUIOKANUEMUATA WITH XUTIOMarHe3neMusTa TpssoBa 1a ObJJaT KOPUTUpaH eI1 TIPUIIOKEHUETO Ha
Ja3aTUHUO. &Q

Cvpoeunu nedcenanu peaxyuu %)

JazatnanO e 6w IpOoydeH B €HO PaHAOMU3HPAHO KIMHIIHO @Q/HBaHe pu 519 manmentu ¢
HoBoauarHoctuiupana XMJI B xponuuHa ¢asa, BKIHOYBA IIMEHTH C MPEAUIIHO ChPACYHO
3abomnsBane. MiMa ch00IIeHNs 32 ChbPACYHN HEeXeNaHH PeaKMH — 3aCTOHHA ChpACYHA
HEIOCTAaThYHOCT/ChbpACYHa AUCHYHKLNUS, IEPUKAPIIE VB, QpUTMUH, TANMUATAIH, YIbIDKAaBaHE HA
QT unrepBaya U MHOAPKT HA MUOKap/a (BKIIIOYUT; @0 (hartayieH), IpH MALUCHTH, JICKYBaHH C
na3atuHu0. Hexenanure chbpaeuHu CbOUTHS C Y TI0-YECTH MPH MAUEHTH C PUCKOBU (haKTOpH
WIN C aHaMHe3a 3a ChpAeyHo 3abonsBaHe. 11 HTUTE C PUCKOBU ()aKTOpH (HAIIPUMEP XUTICPTOHHUS,
XUICPIUIUISMUS, TUa0eT) UK C aHAMHE ChpaeuYHO 3a00sBaHe (HAaIpUMeEp IpeIUTITHA
IEpKyTaHHa KOPOHAapHA UHTEPBEHLIUS, g@@wHa HMCXEMUYHA 00JIECT Ha ChPIIETO) TPIOBAa BHUMATEITHO
Na ObaaT HaOI0aBaHy 3a KIIMHUYHK JPU3HALM UM CUMIITOMH, TIOKA3aTelHH 32 Chp/evHa
JUCYHKIWS, HATPUMED TPhIHA @uKa, 3anyx u nuadopesa.

AKO Te31 KIIMHUYHY MIPHU3H W CUMIITOMH C€ Pa3BUSIT, )KETATEIHO € JISKapuTe Ja MPEeyCTaHOBAT
NPUIOKEHUETO Ha J1a3aT. U 1a oOMuCIAT HeoOXoauMocTTa OT antepHaTuBHO CML-crienuduyna
tepanus. Cien OTIHYM®. € Ha CUMIITOMHUTE € He00XO0IMMO Jia ce HarpaBy (PyHKIIMOHAIHA Ol[CHKa
npeau Aa ce Bb300 JIeYeHUETO ¢ a3aTuHuoO. JleueHuero ¢ nazaTuHUO MoXke na Obae
BBH300HOBEHO B OHAyYaJHaTa 71032 IPH JICKH/ YMEPEHH HEKeJIaH! peakunu (< CTeneH 2) U ¢
HaMaJjeHa J10, Y TeKKU HEeXKEJIaHU peakiuu (> creneH 3) (Bx Touka 4.2). [lanmenture, Kouto
MPOIBIDK €UCHUETO, TPSOBA MEPUOIUIHO J1a ObJaT HAOJIOaBaHM.

Ila, péﬂne C HEKOHTPOJIMPAHO WIJIM 3HAYUMO ChPJICYHO-CHJO0BO 3a00JsIBaHEe HE ca OWIIM BKIIIOYBAHU
B WYHHUTE U3MUTBAHMYSL.

Tpombomuuna mukpoaneuonamusi (TMA)

BCR-ABL THpo3uHKHHA3HUTE HHXHOUTOPH CE CBHP3BAT ¢ TPOMOOTHYHA MUKpoaHruonatus (TMA),
BKITFOUUTEITHO CHOOIICHUS Ha OTICITHH CITy4ad IIpU Aa3aTHHUO (BXK. Touka 4.8). AKO TP MaIlMeHT,
MOJTy4YaBall Ja3aTHHHUO, CE TOSBIT Ja00paTOPHU WIH KIMHUYHA HAXOAKH, CBhp3aHu ¢ TMA,
JIEYCHUETO C a3aTHHUO TPsAOBa 1a ce MPEKpaTH | Ja Ce U3BBPINN 3a1bI004eHa orleHKa 3a TMA,
BKJIFOUUTEIIHO OnpeeiisaHe Ha akTuBHOCTTa HAa ADAMTS13 u Hannuuero Ha anTH-ADAMTS13
anTutrena. Axo antu-ADAMTS13 anTuTenaTa ca NOBUIIICHH, ChUETAaHO C HUCKA aKTUBHOCT Ha
ADAMTS13, neyenuneTo ¢ ga3aTuHUO HE TPsOBaA Aa ce Bb30OHOBSBA.
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Peaxmusayus na xenamum B

HabmronaBana e peakTiBamys Ha XEMaTUT B Mpu ManueHTy, KOUTO ca XpOHUYHU HOCUTEH Ha TO3H
BUpyc, ciex npueM Ha BCR-ABL Tupo3unknHa3Hu HHXUOUTOPH. B HIKOM ciydan HacThIIBa OCTpa
YepHOAPOOHa HEAOCTATHYHOCT MM (PYIIMUHAHTEH XETaTHT, BOACLI IO YePHOAPOOHA TPaHCILUTaHTALIUS
I (paTaJIeH U3XOI.

[Ipenu na 3amovHaT JIeYCHHE C 1a3aTUHUO, NAllMEHTUTE TPsIOBa na ObaaT uscieasanu 3a HBV
nHdpexnyst. [lpean na 3anovHaT JeyeHne, NAMEHTHTE C MO3UTUBHA CEPOJIOTHS 3a XenaTuT B
(BKJIFOUUTEITHO TE3W C aKTUBHO 3200JIs1BaHe) W MAIIMEHTH, KOUTO ca nojoxkuTesnu 32 HBV unbekims
10 BpEMe Ha JIeUeHHue, TPSOBa ObJIaT KOHCYITHPAHHU ChC CIICIIMATICTH B JICUCHUETO Ha XeNaTuT B.
Hocurenure Ha HBV, kouto uMaT Hy>kaa ot JieueHue ¢ 1a3aTHHUO, TpsOBa Aa ObAaT BHUMATEIHO
MpOCIIeAsIBaHY 3a MIPU3HALM U cuMITOMH Ha akTuBHa HBV unekuuns no speme Ha geueHneTo u
HSIKOJIKO Mecelia Clie] Kpasi Ha JieueHueTo (BXK. Touka 4.8). (b
Edbexmu evpxy pacmesica u pazgumuemo npu neouampuyny nayuenmu @Q)

B neauarpuyHy npoy4yBaHus ¢ Aa3aTHHUO, NpH neauarpuunu nanueHtd ¢ Ph+ CML-CP ¢ ‘Q
HEIIOHOCHMOCT/PE3UCTEHTHOCT KbM UMATUHHUO M MeAUaTpuuHu nanueHtd ¢ Ph+ CML- 3

MPEIX0HA TepaIus, Clie] MUHUMYM 2 TOJUHH TEpaIus, ce ChoOIaBa 3a CBbP3aHU C usiTa
HEe)KeJIaHU ChOWTHS, CBBP3aHU C pacTeXxa Ha KOCTHTE M pa3BuTueTo npu 6 (4,6%) @u HTU , IpU

€JIMH OT KOUTO OT BUCOKa cTereH (3abaBeH pacTex creneH 3). Tesu 6 ciaydas B BaT CIydad Ha
3abaBeHa Qy3us Ha enudu3nTe, OCTEONEHUs], 30aBEH pacTex U FI/IHCKOMaCEI@(B)K. Touka 5.1).

TpyaHO € 1a ce MHTepIPETUPAT TE3U PE3yNTAaTU B KOHTEKCTa HA XPOHUYH omsiBane kato CML u e
HEO0OXOAMMO JBITOCPOUHO MPOCIICIIBAHE. %)
B nequarpuvHy npoy4yBaHus ¢ Ja3aTHHUO B KOMOWHAIINS C XUM anus npu

HOBOJIMArHOCTUIIMPAHU TeauaTpudHu narentu ¢ Ph+ OJUT cMgmmakcuMyM 2 TOAUHY JICYCHHE, Ca
JIOKJTaJIBAaHU CBBP3aHH C JICUCHUETO HEXKEIAHN ChOUTHS MO QTHOIIICHHE Ha pacTeka M Pa3BUTHETO IPU
1 (0,6%) manment. To3u ciydait Ha OCTCOTIEHUS € CTeHeél.

B knmuHHYHM TIpOyYBaHUS ce HAOII0IaBa 3a6aBﬂH@paCTexca MIpU NEeANATPUYHH MAIlUEHTH,
JIeKyBaHH € 1a3aTHHUO (BK. Touka 4.8). HpenoIQ\ a ce MMpocesBaHe Ha pacTexka U Pa3sBUTHETO Ha
KOCTHUTE IIPH NEANATPUYHU MaLUEHTH. Q)

IToMouIHY BelecTBa Q\

Jlakmo3za O

To3u neKapcTBEH MPOLYKT CLHL@Q JaKTO3a MOHOXHM/IpAT. ITalMenTUTE C peJIKU BPOAEHH IIPOOIEMH
HA raJIakTO3HA HEMOHOCHMOCT JYBIIeH J1aKTa3eH Ae(UIUT UK III0KO30-TalakTO3Ha MaaabcopOLus,
He TpAOBa J1a IpueMaT T03 CTBEH IIPOIYKT.

H3onponunos aﬂkoxOﬂQQ

To3u nekapcTBeH VKT ChIbPKa M30IPOMMIOB AIKOXO0J KaTO OCTaThK OT HPOU3BOACTBEHHS

nporec.
<

4.5 B33Qgﬁeﬁcmue C IPYTH JIEKAPCTBEHH NMPOAYKTH U APYrd (JopMU HA B3auMo/elicTBHE

A \%BCHICCTBa, KOWTO MOJKE JIa HOBUIIAT IJIa3MEHNUTE KOHIICHTPAIIMY HA J1a3aTHHNO

In \ﬁﬁo MpOyYBaHUATA TIOKa3Bart, 4e nazatuaud e cyocrpar Ha CYP3A4. CeirpTcTBamara ymnorpeda
Ha Ja3aTMHUO U JIEKapCTBEHHU MPOAYKTH WM BEIIESCTBA, KOUTO ca MOTCHIMATHA HHXHOUTOPH Ha
CYP3A4 (mamp. KeTOKOHa30J1, UTPAKOHA30J1, PUTPOMULIUH, KIAPUTPOMHULIMH, PUTOHABUD,
TETUTPOMHUIIMH, COK OT TpeindpyT) MOKe J]a MOBUIIAT EKCIIO3UIMATA Ha Aa3aTHHUO. ETo 3amo, npu
NalUeHTHTE, IPUEMAIH Ja3aTHHUO, He ce MPENopbYBa CUCTEMHOTO NPUIIOKEHHE Ha MOIITHH
uaxuouropu Ha CYP3A4 (Bx Touka 4.2).

IIpy KITHHUYIHO 3HAYMMH KOHIIEHTPAITHH, CBBP3BAHETO HA Ja3aTHHUO C IJIA3MEHHUTE ITPOTCHHH €
npubausutenHo 96% Ha 6a3ara Ha in vitro onuty. He ca npoBexaHN U3MUTBAHUS, OLCHSIBAIIH
B3aMMO/ICHCTBUETO HA J1a3aTUHUO C JIPYTH MPOTEHH-CBHP3aHU JIEKapCTBEHU NpoayKTH. [loTeHnansT
3a U3MECTBAHE M HETOBaTa KIMHUYHA 3HAYNMOCT Ca HEU3BECTHHU.
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AKTHBHY BEIIECTBA, KOMUTO MOTAT Ja MOHIKAT IUIa3MEHUTE KOHIICHTPAIUH Ha JIa3aTHHUO

Koraro nazatunu6 e npuiarad cien 8 qHeBHa ynorpeda Ha 600 mg pudaMiuiuH Beep, KOUTO €
mouieH CYP3A4 unnykrop, AUC Ha na3zatunu6 e Omia HamaneHa ¢ 82%. pyru iekapcTBeHH
NPOAYKTH, KOUTO HHIyIupaT aktuBHOCTTa HAa CYP3A4 (Hanp. nexcamerasoH, peHUTONH,
KapbamazenuH, pudaMounmH, heHobapouTal win GHIKOBH IpenapaTH, Chabpskamu Hypericum
perforatum, u3BecTeH CHILO KATO JKBJIT KAHTAPHOH) MOXKE CHIIO JIa TIOBUILAT H /1A TOHMKAT
TUIa3MEHUTE KOHLIEHTPALUK Ha fa3aTuHuO. ETo 3am10 He ce mpenopbyBa ChIIbTCTBAIIATA YIIOTpeOa Ha
monran CYP3 A4 unnykropu u ga3atuau®. [Ipu nanueHTrTe, IPU KOUTO € MoKa3aHa ynorpedara Ha
pudamvmunma v qpyru CYP3 A4 uHaykTopH, € He00X0AUMO MPUIIOKEHUETO Ha alTePHATHBHU
JIEKaPCTBEHU MPOAYKTH C ITO-HUCHK MHIYKIIMOHEH MOTEHIIMAJ 110 OTHOLLIEHHE HA TE3U E€H3UMH.
CeirpTCTBaIaTa YyIOTpeOa Ha AekcameTa3oH, cinad naaykrop Ha CYP3A4, ¢ na3atnHu® e Bh3MOXKHA;
AUC na na3atuHuO ce o4akBa Jja Hamaliee MpUOIU3UTETHO ¢ 25% npu chITbTCTBAIATA yIIoTpeda Ha
JeKCaMeTa30H, KOETO He Ce 0YaKBa /1a MMa KIIMHUYHO 3HA4YUM e(eKT.

Xucmamun-2 anmazonucmy y uHXUOUMopu Ha nPOMOHHAMA HOMNA ©
JBIrocpovHOTO MOTHCKaHE Ha CTOMAIIHATA KUCENMHHA CeKpelst ¢ nomoura Ha H2 agi@yonucru

WIM MTHXUOUTOPU Ha MPOTOHHATA MoMIIa (Hamp. JaMOTHUINH U OMEpPa30il) BEPOSTHQ KaBa
€KCIIO3ULMATA Ha Aa3aTUHUO. B mpoyuBaHe ¢ eAHOKPATHO NMpHJIaraHe npu 3ﬂpa:$ﬂ BUJIH,

npuiokeHueTo Ha pamotuauH 10 yaca mpeay eIMHUYHATA 103a 1a3aTHHHUO 110 Ba EKCTIO3UIIHATA
Ha na3aTuHu6 ¢ 61%. B npoyusane npu 14 3apaBu MHAMBUAY, TPWIOKEHHETQ’Ha eanHudHa 1o3a 100
Mg nazatuHU6 22 yaca cien 4-IHEBHO MPUIIOKEHKE Ha Jo3a 40 mg oMerr J1 [IPY CTALlHOHAPHO
crerosiaue HamasiBa AUC Ha gasatuan6 ¢ 43% u Cmax ¢ 42%. Tpa6 ce oomuciu
3aMmecTBaHeTO HA H2 aHTaroHMCTUTE WM MHXUOUTOPHUTE HA MPOTO MOMITa C aHTHAIUIH TTPH
MAlMEeHTUTE, Ha JICYCHUE C a3aTHHHUO (BXK. TOUKa 4.4). %)

oN

Anmuayuou (b
HeknmuHUYHUTE NaHHU MOKA3BaT, Y€ Pa3TBOPUMOCTTA &&TMHP@ ¢ pH-3aBucuma. [1pu 3n1pasu

WHJIMBH]TH, CHITHTCTBAIIATA YIIOTPeOa HA aHTHAIIUIH PoKAIU ATyMUHUEB XUAPOKCH/MarHe3UeB
XUAPOKCHI, ¢ na3aTuHNO moHmkasa AUC Ha equ Ta 103a ma3aTuHuO ¢ 55%, a Cmax ¢ 58%.
Brnpeku ToBa, KOraTo aHTHALUIAUTE Ca TPUEM yaca npeau equHuyHa no3a Jazatuauod Accord,
HE ca HaOJIt0/JaBaHU 3HAYUMU MPOMEHH B KO TpaluaTa Wi eKCIo3UIMATa Ha fa3aTuHuo. Eto
3aI110, aHTHAITUIATE TPSIOBa 11a ce HpneMa#2 Jaca IpeIy WK 2 Jaca cieI IprueMa Ha Ja3aTHHHO

(k. Touka 4.4). Q\
O

AKTHBHY BeIllecTBa, YMHTO mia3MEHN KOHIEHTPAIIMK MOTaT 1a ObJIAT TIOBIUSAHM OT JIa3aTHHUO
CempreTBamaTa yrnorpeda Ha THUO 1 cyocTpat Ha CYP3 A4 Moske J1a TIOBUIIN €KCTIO3UIIHATA Ha
CYP3A4 cy6etpara. B ki MIPOyYBaHe MpH 3ApaBU MHAUBUIY, eAMHUYHATA 1032 100 mg
Ja3aTUHUO BOJIU 1O TIOB ne Ha AUC u Cmax Ha cumBactaTuH, u3secteH CYP3A4 cyOctpar,
cBhOTBETHO ¢ 20 1 37%@! MOJKE /1a C€ M3KJII0UH, 4€ e(eKTHT € MO-IPOABIDKUTENEH ClIe]] TPUEMAHETO
Ha MHOT'OKpaTHU na3atuHuO. Eto 3amo, CYP3A4 cyGeTpaTtn 3a KOUTO € U3BECTHO, YE UMAT
TECEH TEPaINeBT WHJIEKC (Hamp. acTeMU30J1, TepeHaanH, HU3anpul, MMMO3H, XHHUANH,
Oenpuan n 0aJIKaJIOUAN [eproTaMuH, TUXUAPOEPrOTaMHH]), TpsIOBa Ja ce mpuiarar ¢
IIOBHUIIIEH MaHHe MPH MalMeHTH, IpUeMaIH Aa3aTHHUO (BXK. Touka 4.4).

In Vitr(@l Y TOKa3BaT MMOTEHIMAIEH PUCK 3a B3auMojeiicTBue cbe cyoctparu Ha CYP2CS, karo

Ha @ P TJIATa30H.

HCZ[I/IEITDI/I‘-IHa nDonyJjanusa
HpquBaHI/m 3a BSHHMOHCﬁCTBHHTa Ca MPOBCKJAaHU CaMO ITPU BB3PACTHU.

4.6 @epTUiINTET, 0)PEMEHHOCT H KbpMeHe

JKeHu ¢ gerepoieH MOTEHIIMAJ/KOHTPALCIIIUA [IPA MBKE U )KEHHU
CekcyalHO aKTUBHHTE MBKE U JKEHUTE C ACTEPOJICH MOTEHIIHA TPsI0Ba 1a U3oa3BaT e()eKTHBHU
METOJM Ha KOHTpAIEHIIUs 10 BpEME Ha JICUCHUETO.
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BpemenHocT
Ha 6a3ara Ha onmta pu Xopa ce MpeArnoara, ¢ 1a3aTHHUO IPUIUHSABA BPOACHN MaiopMaIiy,

BKITFOUUTEITHO JC(PEKTH Ha HEBpaTHaTa Tph0a, KaKTO U 4e nMa (hapMaKOJIOTHYHU ePEKTH, KOUTO
OKa3BaT BPEIIHO BIUSHUE BHPXY II0Ja, IIPH MIPIIIOKEHHE IT0 BpeMe Ha OPEMEHHOCT.
[TpoyuBaHuATA MPH KUBOTHH TIOKA3BAT PEHPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3).

Jazatnaub He TpsOBa Ja ce U3IMO0JI3Ba 110 BpeMe Ha OPEeMEHHOCT, OCBEH aKO KIIMHHYHOTO ChCTOSHHE
HAa J)KCHATa Hajara JICdeHHe C 1a3aTuHuO. B cirydaii ye ma3aTuHUO ce mpuiara o BpeMe Ha
OpeMEeHHOCT, MalrMeHTKaTa Tpsi0Ba Aa 0b1e HHPOPMHpaHa OTHOCHO MOTEHIIHAIHUS PUCK 32 IJI0A.

Kopmene
ChllecTByBa HEIOCTATHYHA/OTpaHHYeHA HH(POPMAITUS OTHOCHO SKCKpEIUATa Ha 1a3aTUHUO B

KbpMaTa Wi B MIIAKOTO Ha )XUBOTHUTE. DU3NKO-XUMUIHUTE U HATUIHUTE
(1)apMaKO,Z[I/IHaMI/I‘lHI/I/TOKCI/IKOJ'IOFI/I‘-IHI/I JaHHHU 3a Z[a3aTI/IHI/I6 IMOKa3BaT CKCKPCUHUA B KbpMarta, It

KOETO PHUCKBT 32 KbPMadyeTO HE MOXKeE 1 ObJie n3KiIoueH. KbpMeHeTo TpssOBa 1a Ob/e npeyc €HO
IO BpEME Ha JICUYCHHUETO C Ta3aTHHHO. &
DepTUnuTeT §

€ 3acer’ar oT

TepamnusaTa ¢ na3aTHHUO (BXK. Touka 5.3). JIekapuTe U IpyruTe MEAUITMHCKH CIIe HCTH TPsIOBa 1a
KOHCYJITHpAT MallMEHTUTE OT MBIKKH ITOJT Ha MOAXOJIAIIa Bh3pacT, 3a Bh3MOx@EuTe ehekTr Ha
Ja3aTUHUO BHPXY (DEePTHINTETA M Ta3W KOHCYJITALUS MOXKE J1a BKITIOYBA Q@MICIITHE HAa ChbXPaHSIBaHE
Ha criepMma. %)

[Tpu npoy4BaHus BEPXY )KUBOTHHU, QEPTHIIUTETHT HA MBXKKH U )KEHCKH TUTHXOBE g

4.7 EdexTn Bbpxy cnocodoHocrTa 3a modupane u padora &un}m

JlazaTuHrO MMa HE3HAYUTEITHO BIUSHUAC BHPXY cnoco6Hoc@a modupane U padoTa ¢ MalliHH.
ITanmmentute TpsOBa 1a OBAAT MIPEAYIPEACHH, Y€ 110 BPEME Ha JICICHUETO C Ta3aTHHUO, TIPH TSIX MOXKE
Jla ce TIOSBAT HEXKEJIaH! PEAKITUH, KaTO 3aMasHOCT U BIJIEHO BIDKAaHe. ETo 3amo € HeoOxommmo
MpenopbUYBaHE HA MOBUIIICHO BHUMAaHHUE MO BpeMe odupaHe WM padoTa ¢ MalIHHY.

4.8 Hexenanu JieKApCTBEeHH peaKIuH (D,Q

Pesrome Ha ipoduna 3a 6e3onacHoCT <

JanHuTe, onucanu mo-aoiy, ce oma@;zz?o EKCTIO3UIMATA Ha 1a3aTHHUO KaTO MOHOTEPAITUs BbB
BCUYKH JI03H, U3MUTBaHU B KIUHEAEHH npoyuBanust (N=2 900), BkmtouBamm 324 Bb3pacTHU aLUCHTH
C HOBOJIMAarHocTUIMpana XM onnyHa (aza, 2 388 pp3pactau nanueHTH ¢ XMJI wiu Ph+ OJIJ1
C PE3UCTECHTHOCT WJIM HETIOH OCT KbM UMAaTHHUO ¥ 188 meauaTpuuHy MalueHTH.

MenuanaTta Ha TIPOIb CJTHOCT Ha TepanusTa npu 2 712 Be3pacTHH nanueHTn ¢ XMJI B XpoHHYHA
(haza XMJI B Hanperana (haza wiu Ph+ OJIJI e 19,2 mecena (rpanunum 0-93,2 meceria). Meauanara
Ha MPOABIKUTE T Ha TepanusiTa B paHAOMHU3HPAHO MPOyYBaHE NPH MALUCHTH C

HOBOJIMAarHOC pana XMJI B xpoHuuHa ¢asa e npubiausutento 60 mecerna. Menuanara Ha
IPOBIDKA oct Ha Tepanusita pu 1 618 Bp3pacTan nanmentu ¢ XMJI e 29 mecena (rpanurm 0-
92,9 me . MennanaTta Ha NPOABKUTETHOCT Ha Tepanuara npu 1 094 Bp3pacTHH HaLMEHTH C

X anpenHana ¢asa wim Ph+ OJIJI e 6,2 mecena (rpanumum 0- 93,2 mecena). Cpen 188-te

I HTHU B IEIUATPUYHU TPOYIBAHMS, MEANAaHATa Ha MPOABDKUTEITHOCT Ha TepanusTa € 26,3
Mmecera (rpanaunm 0-99,6 Mecena). B moarpynara ot 130 naruentu ¢ XMJI B xpoHuyHa da3sa,
JIeKyBaHH C 1a3aTHHUO MeAraHaTa Ha MPOXBJIKUTEIHOCT Ha TepanusiTa € 42,3 mecena (rpanuuu 0,1-
99,6 mecera).

MHO3UHCTBOTO OT MAIUEHTHUTE, IEKYBaHH C Ja3aTUHUO, Ca MTOYYHIN HeXKEIIaH! PEaKIiy B HIKAKbB
MoMeHT. B obmrara nomynanwmst ot 2 712 Bb3pacTHU NMalUEHTH, JeKyBaHU ¢ 1a3atuHuo, 520 (19%) ca
TOJTYYHITN HEXKEJIAHU PEaKInu, JOBEIH J0 MPEKhCBAaHE Ha TepaIusiTa.

O06006mennsaT mpodr Ha Ge3omacHOCT Ha na3atuHUO B neauatpuuHara Ph+ CML-CP momymanus e

110/100€H Ha TO3H IIPH Bb3PACTHH, HE3aBUCHMO OT JICKapCTBEHaTa popMa, C H3KIIOUCHUE Ha
HECHOOIICHH MEPUKAP/ICH U3JIHB, TUIEBPAJICH H3JIUB, OeI0po0eH OTOK MK OeI0IpoOHa XUTIEPTOHHS
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pu neguatpuaHara momymamus. Ot 130-Te exyBanu ¢ na3aTuHUO eauaTpudHu narueHTn ¢ CML-
CP, 2 (1,5%) ca monmy4niu He)KEIaHN PEaKIUH, TOBENN 10 IPEKbCBAaHE Ha TepaIusTa.

CHuChK Ha HEXXEIIAHUTE PEaKIMU B Ta0JIUIIA

CrieiHUTE HEXKETaHHU PEaKIMH, C M3KIFOUCHUE Ha OTKJIOHEHUSTA B JJA0OpAaTOPHHUTE MOKA3aTeNH, ca
chOOIIaBaHM MPH MAIMEHTH JICKYBaHHU C Ja3aTHHUO KaTO MOHOTEPAIHs B KIMHUYHH U3MHUTBAHUS U OT
noctMapkeTuHrosus onut (Tabmuna 5). Te3u peakiyy ca MpeICTaBeHHU 110 CHCTEMO-OpPTaHHH KJIacoBe
U 10 4ecToTa. YecToTuTe ce onpeaesT Kato: MHoro yectH (> 1/10); wectu (> 1/100 no < 1/10);
HeuectH (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 mo < 1/1 000); ¢ Heu3BecTHA YecTOTA (OT
HaJMYHHUTE OCTMAPKETHHTOBH IaHHU HE MOJKe J1a Ob/ie HalpaBeHa OLICHKA).

B®BB Besiko TpynHpaHe 1Mo 4ecToTa HeKEIaHUTE PeaKIU ce H30pOosiBaT B HU3XOAIL PE 1O
OTHOILICHHE HA TAXHATA CEPUO3ZHOCT.

Ta6aununa S: Tabnu4veH mpersen HA HeKeJTaHUTE peaKINU @b
O
Nndexuuu v undecranumn é
Mnozco uecmu  |uH(EKUUs (BKIOYUTETHO OaKTepUaiHa, BUPyCHA, I'bOMYHA, Heonpe\@ﬂeHa)
Yecmu MTHEBMOHUS (BKJIIOYUTEITHO OaKTepUaliHa, BUPYCHA U I'HONYHA), )
MH(EKIHA/Bh3MaIeHIe Ha TOPHUTE JUXaTEIHN TbTHILA, xepnébgupyc UHPEKIHS
(BKJIIOUUTENIHO LUTOMETanoBupycHa-CMV), eHTepOKonHR@nHQ)eKum, Ccercuc
(BKJIIOUUTETHO HEUECTH CIIy4yau ¢ (aTaieH u3Xo.) N
A
C Heuzeecmua |peakTHBALUs Ha XenaTtuT B &
yecmoma o
\"4
Hapyumiennst Ha KpbBTA M JIMM(pHAaTa cUcTeMa Q‘}Q
Mmnoeo uecmu  |Muenocympecus (BKIOUUTETHO aHEMUS, ﬁ\@rponeHHﬂ, TPOMOOIUTOTICHNST )
Yecmu (heOpuIHa HEYTPOIICHHUS (\Y
?
Heuecmu nuMpagenonatus, TUMQPOTICHHS (\\g\
Peoxu npuaoouTa (YKcTa) anaasus }WMEPOHI/ITI/ITG
\ -
Hapymenusi Ha UMyHHaTa cucTeMa O
Heuecmu CBp’bX‘lyBCTBI/ITeJ'IHOCT\@QO‘{I/ITGHHO epuTeMa HOI03yM)
Penxu aHa(MIaKTHICH 1K
H O
apyuleHHsl Ha eHJOKPMHHATA €UcTeMa
Heuecmu xnnompeongﬁgM
* J
Peoxu xnnepTHpbbgﬁmLM, TUPEOUTUT
Hapymenns Ha MeTa@@/BMa U XPAHEHeTO
N
Yecmu HAPYIICHHS Ha aTleTHTA", XUTIEPYPHKEMHS
Heuecmu Op-TH3HC CUHIAPOM, ACXUApATalHs, XUI0AI0OYMIUHEMUS,
G XHUIIEPXO0JIECTEPOIEMHUS
Peoxu ,,Q 3axapeH amaber
(oA
Hcpﬁ‘&ﬂu HapyLIeHUsI
it
‘1& u nenpecus, Oe3cbHUE
Heuecmu 0e3MOKOMCTBO, CHCTOSTHIE Ha 00BPKAHOCT, a)eKTHUBHA JIAOMIHOCT, HAMAJICHO
12 (070 0)
Hapyumienns Ha HepBHaTa cucTeMa
MHoeo yecmu  |rmaBobonme
Yecmu HeBponatys (BKJIIOYNTETHO NeprdepHa HeBpOIaTus), 3aMastHOCT, AUCTEY3Hs,
COMHOJICHTHOCT
Heuecmu kpbBousauB B [IHC*S, cunkom, TpemMop, aMHe3Hs1, HAPYIIEHO PaBHOBECHE
Peoxu nepedpoBacKyIapeH HHIUICHT, IPEX0JHa UCXEMUYHA aTaKa, KOHBYJICHS,
OIITUYEH HEBPUT, Napajn3a Ha 7-1 HEpB, JEMEHIMs], aTaKCUs
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Hapymenns Ha

oyuTe

Yecmu 3pUTENHN HapymIeHus (BKJIIOUYUTEIHO HapYIIIeHO 3pEHNE, 3aMbIIICHO 3pEHUE U
HaMaJIeHa 3pUTETHA OCTPOTA), CyX0Ta B OUUTE
Heuecmu 3pUTEITHH YBPEKIAHUS, KOHFOHKTUBUT, (HOTOPOOHS, 32CHIICHO ChII300T/ICIISIHE

Hapymenns Ha

YX0TO ¥ JJa0MpPHHTA

Yecmu

THHHTYC

Heuecmu

3ary6a Ha ClIyXa, BEpTUro

Chbpaeynn HapyLeHHst

Yecmu KOHIeCTHBHA ChpJIcUHA HEIOCTATHYHOCT/ChpeuHa AUCHYHKIUS *®, TIepUKap/ICH

3B *, apuUTMHUS (BKJTFOUUTEITHO TAXUKAPIHS), TTATITUTAIII ~
'

Heuecmu MHQApKT Ha MUOKap/a (BKIIOUYUTETHO ¢ daTaneH uzxon)*, yabmwked QT @0
MHTEPBAJ B €JIEKTPOKapaIuorpama™, mepukapaIuT, KaMepHa apuTMHS %)
(BKJTIOYUTENTHO KaMEpPHA TaXUKAP/IKsl), CTEHOKAP/IMs, KapAuoMeraus, adiopMHa
T-BbiHA B €EKTPOKAPAMOTPAMA, OBHIIICHH HUBA HA TPOTIOHHH AN

Peoxu

YABIJDKABAHC HA PR HUHTCPBaJjia B CJICKTpOKapAuorpama, uCxe OJICCT Ha

N
0enoapoOHO ChpIle, MUOKAPAUT, OCThP KOPOHAPEH CHHIPOM, C’b’sﬁb%eH apecr,
CHPLETO, TIEBPOIIEPUKAPIAHUT

C neuszeecmua
yecmoma

N~
TIPe/ICHPIHO MBbKICHE/ TIPEACHPIHO TPENTEHE X
R

CbaoBu HapyIIeHnst

Mmnoco uecmu

KPBBOU3INUB*"

&
AQ

o )
Yecmu XHUMEPTOHUS, TOTIH BBJIHA (DD
y_ N

Heuecmu XHUIIOTOHHMSI, TPOMOO(IeOHT, TPOMOO03a,

$
Peoxu Tpom003a Ha IBIIOOKUTE BEHH, eMﬁ\saﬂﬂ, JUBEJI0 PETUKYIIAPHC
C nHeuzgecmua |TpOMOOTHYHA MI/IKpoaHI‘I/IOHaTI/L&
yecmoma O
PecimpaTtopHu, rpbIHH H MennaCTnHay@%pymeHnﬂ

Mnoco uecmu

IJICBpAJICH I/I3J'II/IB*, pi ¢ (&

Yecmu OemonpobeH OT({;,Cﬂenoz[p%Ha XUMEPTOHU*, 0enoapoOoHa HHpMITpanys,
THEBMOHHT, K&g na

Heuecmu 6enonpo61—1@repnan}la XHMIIEPTOHUS, OPOHXOCHA3bM, aCTMa, XMJIOTOpaKc™

Peoku 66J‘IO,Z[HQ@&¥CM6OJ'H/IH, OCTBD PECTIUPATOPEH AUCTPEC CUHAPOM

C neussecmmua HHTG@;ﬁunanHa 6enoapoOHa Gosect

yecmoma

.

&
CromaniHo-4p€BHI HApYLIEHHST

N
Mnozo qec;@

Juapus, TIOBpbIllaHe, rajieHe, 00JKa B KopeMa

CTOMAIITHO-YPEBHO KHPBEHE™®, KOTUT (BKIIOYUTEITHO HEYTPOIICHUYEH KOJIHT),
TacTPUT, MyKO3HO Bh3MAICHUE (BKIFOUUTEIIHO MYKO3UT/CTOMATHT), TUCTICTICHS,
a0IOMHUHATHA TUCTCH3MSI, 33K, HApYIIICHUE Ha MEKUTE ThKaHU B ycTaTa

Heuecmu MaHKpeaTHT (BKIIOYHUTEITHO OCThP IMAHKPEATHT), S3Ba B TOPHUSI OT/IEN HA
CTOMAIITHO- YPEBHUS TPAKT, €30(parut, aciuT*, aHnaiaHa pucypa, nucharus,
ractpoe3odareanna
pedaykcHa 6omect

Peoxu racTpOSHTEPONATHs ChC 3ary0a Ha MPOTEHHU, WIIEyC, aHAITHA (HUCTYIa

C Heuzgecmua |CTOMAITHO-YPEBEH KPHBOUIIHB C aTaieH N3Xom™

yecmoma

XenaToOMIHAPHHU HAPYIICHHSA

Heuecmu

XCIIaTUT, XOJCIUCTHUT, X0JICCTa3a
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Hapymem/m Ha KO’KaTa M MOAKO’XKHATA ThbKAaH

Mmnoeo yvecmu  |KOX)eH 00pUB*

Yecmu aJOTEIHs, IepMaTUT (BKITIOYUTETHO eK3eMa), MPYPHUTYC, aKHE, CyXa KOXKa,

YpTUKApHs, XUIIEPXUIPO3a

Heuecmu HCYTPO(l)I/IJ'IHa ACpMaTosa, (bOTquBCTBI/ITCJ'IHOCT, HAapyHoICHUC HA MUTMCHTAUATA,

MAHUKYJIUT, KOKHU SI3BH, OYJIO3HH ChCTOSIHUS, HAPYIICHHS Ha HOKTUTE, CHHIPOM
Ha MajaMapo-TUTaHTapHa epUTPOTUCECTE3 NS, HAPYIICHHE Ha OKOCMSIBAHETO

Peoxu JICBKOIIUTOKJIACTECH BaCKyJIUT, KOXKHa (propo3a

C neuzeecmna |Cungpom Ha Stevens-Johnson®

yecmoma
Hapymenunsi Ha MyCKYJTHO-CKeJI€THATA CHCTEMA U CheIMHATETHATA ThKaH (,\(b-
Mnoeo wecmu  |00NKa B MyCKYJIHTE U KOCTHTE™ %)
VN

Yecmu apTpaTus, MHAITHS, MyCKyJIHa c1ab0CT, CKOBAaHOCT B MYCKYJIUTE U cm&%ﬁé,

MYCKYJIHH CIIa3MHU

N
Heuecmu pabpoMuoiIn3a, 0CTEOHEKPO3a, MYCKYITHO Bb3IaJICHHE, TCH,Z[I/IHI/II,}kTpI/IT
4

Peoxu 3a0aBeHO cBbp3BaHe Ha enudusute,’ 3a6aBeH pacTex’ (2
Hapymenns Ha 0bOpenuTe M NUKOYHUTE MHTHINA t\Q
Heyecmu 0BOpeyHO yBpexkaaHe (BKIFOUUTEIHO OhOpedHa HC,Z[OCQ}L‘{HOCT), 4ecTo

YPHHHUpAHE, TPOTEHHYPHS O
C neuseecmna  |Hepo3eH CHHAPOM Q\y
yecmoma Q‘)Q
CbCTOSIHHS, CBbP3aHU ¢ OPeMEHHOCTTA, POIOBHS 1 nog@monmx nepuos
Peoku |A6opT (\V

Hapymenusi Ha Bb3NPOU3BOAUTETHATA CI/lCTeMae@leaTa
Heuecmu |FI/IHCKOMaCTH5I, HapyIIeHHe B )@éépyaunma

OO0 HapyeHust U edeKTH HA MﬁCTOTOA(b\npnnomeHne

¥

Mnoeo wecmu  |nepudepeH oTox", yMo‘E@;ngeKcm, OTOK Ha JIUIeTo"
Yecmu acTeHus1, Oonka, 60}11?‘3 IbpIUTE, TEHEpAM3UPaH eleM™™, TPhIIKU

O .
Heuecmu HEPA3MOJIOKEHNE, IPYTH OBbPXHOCTHU OTOLH
Peoxu HapyH_ICHI/Ie'\H%EOXOI[KaTa
HN3caenBanus (@)
Yecmu HaMa@éﬂaHe Ha TETJIOTO, YBEJIMYaBaHEe Ha TETJIOTO

N
Heuecmu HQ@ﬂmeHHe Ha KpeaTHHUH (ocoKnHa3aTa B KPbBTA, IIOBUIICHNE HAa TaMa-
C@TaMHnTpchq)ep%aTa

N
HapansaBa OTpPaBsiHUA H YCIO0KHCHHSA, Bb3HUKHAJH B PE3yJjITAT HA HHTCPBCHIINH
9

Yecmu va |KOHTy31/I}I

a

6

Bk \h’:leaManeH aTleTUT, PAHHO yCEI[aHe 3a CUTOCT, TIOBUIIICH alleTHT.

Ba KPHBOM3JIMB B LICHTPAJIHATAa HEPBHA CHCTEMa, liepedpaeH XxeMaToM, liepeOpajieH KPbBOU3IIHB,
exéTpaypajieH XeMaToM, MHTPaKpaHUaJleH KpbBOU3JIMB, XeMOParuieH HHCYIT, Cy0apaxHOUIEH KPbBOU3IIUB,
CyOJlypaJieH XeMaToM M CyOlypajieH KPbBOHM3IIHUB.

BxittouBa noBuIlIeH MO3bUYCH HATPUYPETHUYCH HENTH], KaMepHa ANC(YHKIMS, JeBOKaMepHa TUC(hyHKIHS,
JleCHOKaMepHa JUCQYHKINS, ChPACYHA HEJOCTAThYHOCT, OCTPA ChPAECYHA HEJOCTATHYHOCT, XPOHUYHA
ChpJiedHa HeJIOCTaThYHOCT, KOHI€CTUBHA ChpJIeuHa HeJI0CTaThbUYHOCT, KapAMOMHUOIIATHS, KOHI€CTHBHA
KapINOMHOTIATH, JUCTOTNYHA TUCOYHKIINS, HaMasleHa (hPaKIis Ha H3TIAaCKBaHE U KaMepHa HE0CTaThYHOCT,
JIeBOKaMepHa HeJOCTAThYHOCT, JECHOKAMEpHA HeTOCTaTHYHOCT U KaMepHa XUIIOKHHE3USL.

M3ximogBa cTroManiHo-4peBHO KbpBeHe U KbpBeHe oT LIHC; Te3u HexxenaHu peakun ca n30pOeHH CHOTBETHO
KBM CHCTEMO-OpraHeH kiac “CTOManrHO-4peBHUTE HApYIISHUST U CHCTEMO-OpraHeH kiac “Hapymenns Ha
HepBHaTa cuctema’.

BxurouBa nekapcTBeHa epynIys, epuTeMa, epureMa Myntudopme, epuTpo3a, eKc(homaTuBeH 00puB,
TeHepAIN3UpaH epUTEM, TeHUTAIIEH 00pHB, TOIIIMHEH 00OPUB, MUJIMLYMH, MIJIMAPUsI, ICTYJIO3€H IICOPHA3NUC,
00puB, epuTeMaro3eH 00puB, (oIHKyJIapeH 00puB, FeHepaI3UpaH 0OpUB, MaKyJI03eH OOPUB, MaKyJIo-
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MamnyJ03eH 00pUB, MAMyJI03€H 00pHB, IPYPUTHIEH OOPUB, ITyCTYII03€H OOPUB, BE3UKYJI03€H 0OPUB, KOKHA
exconmmanys, KOXXHO Apa3HeHe, TOKCHUEH KOXKEeH 00pHB, BE3UKYII03eH OOPHB U BaCKYJIHTEH OOpPHUB.

¢ B nocTMapKeTHHIOBH YCIIOBHS ca ChOOIIEHH OT/ACIHY ClIyyan Ha CHHAPOM Ha Stevens-Johnson. He moxe na
Ob/Ie YCTaHOBEHO JIAJIM Te3U KOXKHO-JIMTaBUUHH HEXKEJaH! PEaKilnK ca MPSKO CBbP3aHH C Ja3aTHHUO WK ChC
CBITBTCTBAIIL JICKAPCTBEH MPOAYKT.

* boska B MYCKYJIMTE U KOCTHTE, JOKJIa/IBaHa [0 BPEME Ha WIIK CJIell IPEYCTAHOBSBAHE HA JICYCHUETO.

* CpoOIIaBaT Ce KaTo YECTH B MEJAUATPUYHU MPOYUBAHUSL.

" T'paBUTALMOHEH OTOK, JIOKAIU3UPAH OTOK, eprdepeH OTOK.

i KOHIOHKTHBAJIEH OTOK, OTOK Ha OKOTO, MOAyBaHe Ha OKOTO, OTOK Ha KJIENadya, OTOK Ha JIMLIETO, OTOK Ha
YCTHHTE, MaKyJieH OTOK, OTOK Ha ycTaTa, OTOK Ha OpOuTaTa, OTOK Ha IepuopouTarta, NoAMyXBaHe Ha JHUIETO.

¥ TIpeToBapBaHe ¢ TEYHOCTH, 3aIbPXKAHE HA TEYHOCTH, OTOK Ha TACTPOUHTECTUHAIHUS TPAKT, TCHEPATU3UPAH
OTOK, OTOK, IBJDKAIIL CE Ha Chp/CUHO 3a00isIBaHe, MeprHe(paIeH U3IUB, OTOK CIIe/l HHTEPBEHIIHS,
BHUCIIEPAJICH OTOK.

" TlogyBaHe HA TEHUTAJIMHUTE, OTOK Ha MSICTOTO Ha WHLIU3USTA, TEHUTAJICH OTOK, OTOK Ha MEHKCa, HOAyBa @
MEeHUCa, OTOK Ha CKPOTYMa, MOJIyBaHe Ha KOXAaTa, M0lyBaHe HA TECTUCHUTE, ByJIBOBArMHAIHO [OyBa %

* 3a MOMBIHUTENTHY JIeTalIH, BIKTE ToUKa “OnrcaHne Ha H30paHu HeKETIaHW Peakiuu &Q

Onucanne Ha W30paHU HEXKEIAHU PEaKIIUU QO

Muenocynpecus

JledenueTo ¢ qa3aTHHUO € CBHP3aHO C AHEMUS, HEYTPOIICHUS U Tp0M60uHTOHeH}@T SIXHATA MOSIBA €

MO-paHHa ¥ MMO-4YecTa MpH NalueHTH ¢ Hanpeanaia ¢a3a na XMJI unu Ph+ OJJI;oTkonkoTo B

xpoHnyHa ¢asza Ha XMJI (Bxk. Touka 4.4).

W
@%

Kvpsene

CBBp3aHU C JEKapCTBOTO HEIKENAHN PEaKIUM Ha KbPBEHE, BapUP T IIETEXUU U SIMTUCTAKCHC JI0
KbpBEHE OT CTpaHa Ha CTOMAITHO-YPEBHUS TPAKT CTETIEH 3 mn?.bQ kpbBom3uB B [{THC, ca crobmienn
[IPH MAIUSHTH, IPUEMAIlX 1a3aTUHUO (BXK. Touka 4.4). (b

3advporcane na meunocmu O

Paznuyan HexxeaHW peakiuy KaTo TUIeBpalieH U3 ‘za\cum, 0enmopoOeH OTOK 1 TIEpUKapICH M3JIHB

cbc WK 0e3 HOBBPXHOCTEH OTOK, MOXKE J1a CE O
B nmpoyuBane npu HOBOAMArHOCTUIIUpaHA X XpOHMYHA (a3a cieq MUHIMYM 60-MecedHo
IpocCieiBaHe, HEXKEJIaHU PEAKLIUH Ha 3a. € Ha TeYHOCTH, CBbP3aHU C IIPUEM Ha 1a3aTUHUO,
BKJIFOYBAT IUIeBpajieH nu3nuB (28%), HOEZ@-)OCT@H otok (14%), 6enonpodna xunepronus (5%),
reHepanu3upan oTok (4%) u nepukapaeh uznue (4%). 3acToifHa ChpjeuHa HEJOCTATHYHOCT/ChPICYHA
mucyHKIHS U 6enoipodeH 0ToK §06H16HI/I pu < 2% OT ManueHTHTE.

KymynaTuBHata 4ecToTa Ha CBE 1/151 C 1a3aTUHUO TUIEBpaJIeH N3TUB (BCUYKU CTETIEHN) BHB
Bpemeto € 10% Ha 12-us me Ol 4% na 24-us, 19% na 36-u:1, 24% nHa 48-us1 u 28% na 60-us1 Mecelr.
O06m10 46 ot nmauueHTute, AEKYBaHH C 1a3aTHHUO, Ca UMaM PEUXAUBUPALIH [UIEBPAJIHH U3JIHBU.
Cenemuanecer Haunexﬁa MMaJH 2 OTAETHH HeXXeJIaHHU Peakiuy, 6 ca uMaiu 3 HeXKeJaHW PeaKIIvii,
18 ca umanu 4 o 8 JIAaHW PEAKIMY U 5 ca UMaH > § ennu30/a Ha IUIEBPAJICH U3JIMB.

Mennanarta Ha B 0 JI0 ITBPBHSA CBBP3aH C Aa3aTUHMO IJIEBpaliCH U3JHB cTeneH 1 uiu 2 e

114 cenmurin &mun 4 1 299 ceagmunn). [To-manko ot 10% OT manmeHTHTE C MIEBpaJeH U3JIUB ca
MMaI TeXEK, CBbP3aH ¢ 1a3aTUHUO, TUIEBPaIeH W3IuB (cTerneH 3 wiu 4). MeauanaTa Ha BpEMETO J10
a Ha CBBP3aH ¢ 1a3aTHHUO IUIEBpaJieH U3JIMB cTeneH >3 e 175 cenmuuu (rpaHunu
cenMuin). MenuanaTta Ha IPOABKUTEITHOCT Ha CBBP3aHUS C Aa3aTUHUO MJICBpaJICH U3JIHUB
crenieHn) € 283 gau (~40 ceqmurin).

[1neBpamHuAT U3IMB OOMKHOBEHO € 00OpaTHM U ce OBJasiBa Uype3 NPEKbCBaHE Ha JEYEHUETO ChC
Ja3aTUHUO, KaKTO M Ype3 M3II0JI3BaHE HAa AMYPETULIM WK APYTo HOAXOSIIO MOJABPIKALLIO JIEUCHUE
(BXk. Touka 4.2 u 4.4). OT nalMeHTHTe C TUIEBPAJICH U3JIMB, CBHP3aH C JICUEHUETO C fa3aTuHub (n=73),
nipu 45 (62%) e umaio npexbcBaHe Ha npuiioxeHuero u npu 30 (41%) e umano HamasnsiBaHe Ha
no3ara. B nomsnnenue, 34 (47%) ca nomyunnu quypetuny, 23 (32%) ca noayduin KOPTHKOCTEPOUIH
1 20 (27%) ca nmony4niu KakTo KOPTUKOCTEPOU I, Taka U nuypeturu. Jleser (12%) manuentu ca
MOJIIOKEHH Ha TepaneBTHYHA TOPAaKOLEHTEe3a.

Ilect nporueHTa OT NaUKMEHTUTE, JIEKYBaHU C Ja3aTHHUO, ca MPEeKbCHAIN TepanusiTa Mopaau CBbP3aH C
JIEKapCTBOTO IJICBPAJICH U3JIHB.

[TneBpamHUAT U3IMB HE HapyllIaBa CIIOCOOHOCTTA Ha MAlUSHTUTE Aa MOJIydaT OTroBop. Berpekn
NPEKbCBaHE Ha MPUIOKEHUETO WM KOPUTUPAHE Ha J103aTa, OT NAllMEHTHUTE C IUIEBPaJIeH H3JIUB,

001110 KaTo “3a]IbpKaHe HA TEUHOCTH .
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JeKyBaHH ¢ Aa3aTuHn0, 96% ca mocturnamm cCCyR, 82% ca mocturaanu MMR u 50% ca
nocturnaau MR4,5.

BmxTe Touka 4.4 3a nombaHUTENIHA HHPOPMAaLUsS OTHOCHO nanueHTd ¢ XMJI B xponnuHa ¢asa u
XMJI B Hanpeanana ¢aza wiu Ph+ OJUL.

CpoOmraBany ca M CiIydan Ha XWJIOTOPAKC TPH MALMEHTH C IuIeBpasieH u3nuB. Hskoun ciryyan Ha
XWJIOTOpAKC OT3BYYaBarT ciie]l IpeKpaTsaBaHe, IPEeKbCBAaHE Ha IpUeMa WM HaMallsiBaHe Ha Jj03aTa
Ja3aTUHUO, HO TMIOBEUYETO CIy4an U3UCKBAT U JOIIBIHUTEIHO JCUCHHUE.

benoopobua apmepuanna xunepmonus (bAX)

BAX (nmpexanunsipaa 6emopoOHa apTepraliHa XUIIEPTOHUS IOTBBPICHA C JIICHA ChpJICYHA
KaTeTepu3alns) ¢ JOKJIaJBaHa BB BPh3Ka C €KCTIO3UIMs Ha na3atuHuO. B Te3u ciayyan, BAX e
JIOKJIaJBaHa CJIe] 3all0UBaHe Ha TEPAIus C 1a3aTUHUO, BKIYUTEIHO U CJICH ITOBEYE OT €IHA TOJAUHA
neuenue. [Tanmentute ¢ BAX, cho0IieHn o Bpeme Ha JIeYeHHE C Ja3aTUHUO B TIOBEYETO OT CIT e
ca IpUeMalli ChIThTCTBAIIO JICUSHUE WU Ca UMAII CHIThTCTBAIIN 3a00JISIBAHMS B JOITBIHEHU
OCHOBHOTO 3JI0Ka4eCTBEHO 3a0o0saBane. [1oqo0peHrs B XeMOAMHAMUKATA W KIHHUYHUTE 11{ eTpu
ca HaOroMaBanyu npu narueHTd ¢ BAX, cien npekparsBaHe Ha TepanusTa ¢ 1a3aTHHHU Q)

B m3nutBane ¢a3za Il npu manueHTH ¢ HOBOAMArHOCTUIIMPAaHa XPOHUYHA (a3a

nanuent (< 1%) ot nexyBanute ¢ nasatuaud e uman QTcF > 500 msec cnes (urumym 12-mecedHo
npocnensBane (Bx Touka 4.4). Hsama cpro0mienus 3a Apyru NalueHTH ¢ > 500 msec cuef
MHUHAMYM 60-MECETHO TPOCeasIBaHE. %)

B 5 xnuanyHM n3nurBanus ¢asa Il npu manueHTH ¢ p€3I/ICT€HTHOCTq@l HEMOHOCUMOCT KBbM
npeaunrHo Jedenne ¢ umatuauo, EKD ca Onnm HanpaBeHH MHOT] THO Ha U3XOJHO HUBO U MO
BpEMe Ha JICUCHHUETO B MPEABAPUTEITHO ONPEACIICHN BPEMEBU 1 ¥ ca OWJIH pa3deTeH! IEHTPATHO
3a 865 manueHTy moJrydaBamuy ga3atnan6 70 mg nBa mbT HO. QT uHTEpPBATHT € O KOpUTrUpaH
CIpsSIMO ChpJ/ieyHaTa 4ecTtoTa o Meroja Ha Fridericia. WYKW BPEMEBH TOUYKH CJIE]] IPUEMaHEe Ha
J103aTa B JIeH 8, CPEIHUTE IPOMEHHU OT U3XOAHOTO HHU QTcF unrepsana ca 6umu 4 — 6 msec, ¢
ropHa rpanuia Ha 95% moBepurteneH HHTEpBAT < ¢. Ot 2 182 nmanueHTH ¢ pe3UCTeHTHOCT HIIN
HETIOHOCUMOCT KbM MPEAUILIHO JICUEHUE C UM , KOUTO ca MMOJTy9aBaly 1a3aTHHUO mpH
KJIIMHUYHY u3nuTBanus, 15 (1%) ca umann vy, aBane Ha QTc uHTEpBana, CHOOIIEHO KaTO
He)KeJlaHa peakius. [IBajeceT u euH 1a 1 (1%) ca umamu QTcF > 500 msec (Bk Touka 4.4).

Yovorcasane na OT unmepsaia *
}{&MH, eH

CvpOeunu nedcenranu peakyuu O

[MannenTy ¢ pruckoBH akTopu HFFRaHAMHE3a 32 ChPACYHO 3200 IBaHe TPAOBAa BHUMATEIHO J1a ObaaT
HaOJII01aBaHM 3a MTPU3HALH 1 MIITOMH, IOKa3aTeJIHH 3a ChpAeYHa TUC(YHKIH, 1 TpsAOBa 1a
0bIaT CbOTBETHO OLICHSIBA KyBaHH (BX Touka 4.4).

Peaxmusayus na xena& B

Cro011eHa € peamn@mm Ha xenaTuT B BBB Bpb3ka ¢ BCR-ABL THpo3MHKHHA3HUTE HHXUOUTOPH
(TKN). B mxov&qan HACTBIIBA OCTPA YEPHOAPOOHA HEJOCTATHUHOCT WK (yJIMHHAHTEH XEHaTuT,
BOJIEI] JI0 Y€ (poOHa TpaHCIUTaHTAIMS WK (aTaeH u3xo. (BXk. Touka 4.4).

B po (haza I1I 3a onTuMHU3UpaHe HA J03aTa MPH MAITHEHTH B XpoHUIHA (paza Ha XMJI ¢
PE3UEPGHTHOCT HIIM HETIOHOCHMOCT KbM IPE/IUILIHO JICUCHHE C uMaTHHUO (MeraHa Ha
Hfﬁbnmmenmm Ha edeHreTo 30 Mecera), 3a IMIEBpPAJICH U3JIMB U 3aCTOHHA ChpICTHA
HEJ0CTAThYHOCT/ChpAcUHA TUCHYHKIIMS € ChOOIABaHO MO-PSIKO IPHU HAIIMEeHTH, JICKYBaHH C
nmazatuHuO 100 mg BeAHBXK THEBHO OTKOJIKOTO NPY MAIUEHTH, JEKyBaHH ¢ 1a3aTuHu0 70 mg nBa
BT JTHEBHO. 32 MUEIIOCYIPECHS ChIO Ce ChOOIaBa Mo-psAAKO MPH Ipyrnara NalleHTH, JIEKyBaH! ChC
100 mg Beaubxk THEBHO (BxkK. OTKIOHEHUS B JJAOOPATOPHUTE IMOKA3aTeNH MO-10/1y). Menuanara Ha
MPOABIDKUTEITHOCT Ha TepalusTa MpH Ipynara, JiekyBaHa cb¢ 100 mg BenHBX THEBHO € 37 Mecena
(rpanumm 1-91 mecena). KymynaTuBHUTE YecTOTH Ha M30paHU HEXKEINAHN PEaKIUHU, ChOOIICHH MTPH
npenopbrUYUTeNHa HayaiaHa qo3a 100 mg BeqHbK JHEBHO, ca MoKa3zaHu B Tabnuia 6a.
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Tabauna 6a: M30pann HeskeJaHU peakIuy, CHOOIABAHM NIpu MpoyuBaHe (¢a3za I1I 3a
ONTHUMH3UPAaHEe HA 103aTa: (HEMOHOCUMOCT KbM HMATHHUO WM pe3MCTeHTHA

XMJI B xpounuHa (pa3za)?
Munumym 2 roquan | MuauMyMm S roguan | MUHAMYM 7 TOAUHHA
npocJjenasBaHe npocJiesiBaHe npocJjenasBaHe
Benukn  Cremen | Bemuku  Crenmen | Bewukum  Crenen
CTeNneHu 3/4 CTeneHH 3/4 CTeneHH 3/4
IpeanoynTan TepMUH [ponenT (%) nanuenTH
Jnapus 27 2 28 2 28 2
3abpuane na 34 4 42 6 48 7
TEYHOCTH Q)(b
[TOBBPXHOCTEH OTOK 18 0 21 0 22 0@
[IneBpanen nznus 18 2 24 4 28 &Q
I'enepanuzupan oTok 3 0 4 0 4 QO 0
[epukapaeH u3aus 2 1 2 1 3(0 1
BenonpobHa 0 0 0 0 e 1
XHUIIEPTOHUS %)
KbpBene 11 1 11 1 ‘é'& 12 1
KspBene ot %)
CTOMAIITHO-YPEBHUS 2 1 2 \& 2 1
TPaKT %

TH\
@ Pesynrratr oT nipoy4uBane ¢asa I1I 3a onTuMH3HUpaHe Ha 103aTa, cﬁb&ue}m TIpY TIOMYJIALKTA C
npenopbrUNTeHa HadanHa 1o3a 100 mg Begapx qHeBHO (n= 1

OaL[I/IeHTI/I ¢ XMJI B Hanpennaia ¢asza u Ph+
¢ 14 mecena 3a Hanpeanana ¢asza Ha XMJL,
Mecelia 3a JumpounHa 6ractHa dasza Ha XMJI u
UM, CHOOIIEHH MTPH MPENOPHYUTEITHA HAYATHA 1032
una 60. [Ipoyuena e cbiio u cxema 70 mg 1Ba IbTH
€ MmoKasaya cpaBHUM Ipo(dul Ha eHUKACHOCT ChC CXeMaTa
usiTeH npoduin Ha 6e30MacHOCT.

B npoyusane (aza 1l 3a onruMm3upane Ha q03aTa
OJUJI MenuanaTta Ha IPOABIKUTEIHOCT Ha JICUCH
3 Mecelia 3a MueaouaHa 6actHa dasza Ha X

3 meceria 3a Ph+ OJUJ1. M30panu HexenaH
140 mg BemHBXK THEBHO, Ca MOKa3aHU Bg
nueBHO. Cxemata 140 mg BeIHBXK THEB

70 mg nBa IHTH THEBHO, HO HO-6J}{F

Tabanna 66: U30pann Hem@pn peaknnu, cL00IABaHN M0 BpeMe Ha npoy4ysBane ¢a3za III 3a
0HTI/IMI/I§Y\® e Ha no3ata: XMJI B Hanpeanaia ¢aza u Ph+ OJLJI?

QR

140 mg Begnbx 1HeBHO N = 304

Q‘?‘ Benuku cTenenu Crenen 3/4
Hpe;moanaj(%pMm{ IIpoueHT (%) nanueHTH
duapus O 28 3
3agbp gﬂa TEeYHOCTH 33 7

@LpXHOCTeH OTOK 15 <1
JICBPAJICH U3JIUB 20 6
I'enepanu3upaH OTOK 2 0
3acroiiHa chpaeyHa 1 0
HEOCTAThYHOCT/ChPCUHA
nuchyHkmms®
[epukapaeH u3aus 2 1
BenonpobHa XUnepToHUs 1 1
KbpsBene 23 8
KbpBeHne oT cromamHo-4peBHUSA 8 6
TPaKT
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@ Pesynrratu oT nipoy4uBane ¢asa 11l 3a onTumMu3HpaHe Ha 103aTa, ChOOIIECHHU IIPH MOIYJIAKATA C
IpernopbhUUTeNHa HadamHa 103a 140 mg Beaabx qHeBHO (n= 304) mpu 2 -TOAWIIHO KpaitHO IpoCTeIsIBaHe B
paMKHTe Ha IPOYIBAHETO.

5 Bxmousa kamepHa qUCQYHKIHS, ChPACYHA HEAOCTATBYHOCT, 3aCTOMHA ChPACYHA HEIOCTATHYHOCT,
KapINOMHOTIATH, 3aCTOWHA KapAMOMHONATHs, THACTOIHA TUCHYHKINS, HaMalleHa (DPaKIis Ha M3TIAaCKBaHE U
KaMepHa HeJOCTAaThYHOCT.

OcgeH TOBa 1Ma JiBe IpoyuBaHus ¢ 0610 161 nexuarprnunu nauuentu ¢ Ph + OJUI, npu xouto
Ja3aTUHUO ce mpuiiara B KOMOMHALUS ¢ XUMHOTepanus. B ocHoBHOTO nipoyuBane, 106 nenuatpuyHu
HAaLMEeHTH NOTy4YaBaT Ja3aTHHAO B KOMOMHALIMS ¢ XMMHOTEpaIus [0 CXeMa Ha Ipuiarate 6e3
MpeKbCBaHe. B MoaKpersio npoyuBane ¢ 55 meauaTpudHu HaIlueHTH, 35 MoIyJaBaT Ja3aTHHUO B
KOMOMHAaNUs ¢ XUMUOTEPAIHs [0 CXeMa Ha IpUiaraHe ¢ NpeKbcBaHe (IBE CEIMULIM Ha JICUCHHE,
MOCJICIBAHM OT €JIHA J0 IBE ceaAMUI Oe3 meueHue) u 20 ManyueHTy oIydaBar Ja3aTHHUO B (b'
KOMOWHAIMS ¢ XUMUOTEpAIHs 10 cXeMa Ha npuiiaraie 6e3 npekbeBae. [1pu odmio 126-te Q)
nenuatpuunu nanuenty ¢ Ph + OJIJI, nexyBanu ¢ ga3aTHHUO 10 cxeMa Ha npuiiara€e 6e3
NpeKbCBaHe, cpelHaTa NPOIBIDKUTETHOCT Ha TepamnusTa e 23,6 mecela (B Auana3oHa 0T6 33

Mecera). Q

Ot 126-te nepuatpuunu nanuent ¢ Ph+ OJIJL, xouto ca 6unu Ha cxema Ha Ip He 0e3
npexbeBane 2 (1,6 %) ca momydnin HeXxellaHu peaklliy, JOBEIH 10 MPeKpaTsgBaHe Ha Tepamnusra.
Hexenanute peakuu, JOKJIaABaHU B TE3U JIBE MEANATPUYHH MPOYIBAHUS ToTa >10% mpu
MAIMEeHTH Ha cXeMa Ha mpuiarane 0e3 NpeKbCBaHe, ca MPEICTaBEHH B Ta@s ua 7. Tpabsa na ce
oT0enexu, ye IIeBpajieH U3JIKB € ToKJIaaBaH npH 7 (5,6 %) manueHt, Ta3y rpyna v nopajau ToBa
HE € BKJIIOUCH B TabuIaTa.

Tabanna 7: Hexenanu peakuuu, cbo0menu npu >10% o anannTe naguenTu ¢ Ph+
OJLJI, nekyBaHM ¢ Ja3aTHHHO MO cxeM puiarase 0e3 NpeKbCBaHe B
KOMOMHALMS ¢ XMMHOTepanus (N—l@

'\%OHGHT (%) manueHTH

Hesxesianu peakuuu Bcuqkﬂ@éne}m Crenen 3/4
®debpuiHa HEYTPOIICHHUS @‘Q :O 26,2
Tanene ‘2\Q) 20,6 5,6
[oBpnIane O 20,6 4.8
AbmoMuHaHa 60JKa é 14,3 3,2
Huapus * 12,7 4.8
[Mupexcus O 12,7 5,6
I'maBoOome QQ 11,1 4.8
Hamanen anen@z‘ 10,3 4.8
Cnaboct <D 10,3 0

N
2 B ocHOBH CﬁpquBaHe ot o6uo 106 manueHTH, 24 NaMeHTH ca NOJIyYHIU TOHE BEJHBX Ipax 3a
nepopa yCTIEH3Hs, 8 OT KOUTO ca MOTydaBalli caMo Mpax 3a IepopaiHa CyCHeH3HsI.

%gﬁenuﬂ 6 1abopamopHume noKa3ameau
Xemamonozus

B uznurBane ¢asza Il npu HoBoanarnoctumpana xponnytna ¢aza va XMJI cieq Muanmym 12-
MECEUYHO MPOCIICIBAaHEe Ca ChOOIICHH CIICAHUTE OTKIIOHCHHSI CTETIeH 3 U 4 B 1ab0opaTopHUTE
MOKa3aTeNy PH MaMeHTH, TpUeMaliy 1a3atuHu0: Heyrponenus (21%), tpombonuronenus (19%) u
anemus (10%). Caen munumym 60-MeceqHO MmpociieAsBaHe KyMYJIaTUBHUTE YECTOTH Ha HEYTPOIICHUS,
TPOMOOIIMTOIICHUS ¥ aHEMUS ca OMII ChOTBETHO 29%, 22% u 13%.

[Ipu nexyBaHu ¢ Aa3aTHHUO MAIMEHTH ¢ HOBOJAMArHOCTHUIIMPaHa XpoHu4YHa (a3a Ha XMJI ¢
MUEJIOCYTIPECHsl CTeNeH 3 Wi 4, B3CTAHOBIBAHETO OOMKHOBEHO HACTBIIBA CIIE] KPATKOTPANHO
NpeyCcTaHOBSIBaHE Ha JICUSHUETO W/IITU HaMallsiBaHe Ha J]03aTa, KATO OKOHYATEITHO IPEYCTaHOBSIBAHE
Ha JICUCHUETO HACTHIIBA MPpH 1,6% OT ManueHTuTe ciie MUHUMYM 12-Mecedno npocnensBane. Cien
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MUHHMYM 60-MeceuHO TpociesaBaHe KyMyJlaTHBHATA YECTOTA Ha OKOHYATEITHO MPEYCTAHOBSIBAHE
nopaau crerneH 3 uinu 4 muenocynpecus e 6mio 2,3%.

[Tpu marmenT ¢ XMJI ¢ pe3UCTEHTHOCT WIM HEMOHOCHMOCT KbM UMATHHHO, [IUTOTICHUUTE
(TpoMOoIMTONICHHS, HEYTPOTICHHS U aHEMHSI) ca MIOCTOSTHHA HaXo/IKa. Berpekn ToBa nosiBara Ha
UTOTICHUUTE UMa SICHA 3aBUCHMOCT OT eTara Ha 3abomnsBanero. UectoraTa Ha OTKIIOHEHUS B
XEMaTOJIOTHYHUTE TIOKa3aTeH CTEIeH 3 u 4 ¢ mpeacTaBeHa B Tabmua 8.

Ta6anna 8: CTC crenenu 3/4 1a60paTOPHU OTKJIOHEHHMS B XeMaTOJOTHYHUTE NMOKA3ATEJH OT
KJIMHUYHM NPOYYBAHUS NPH NAaLMEHTH ¢ Pe3MCTEHTHOCT MJIH HEIIOHOCHMOCT
KbM NMPEeJUIIHO JieYeHre ¢ MMAaTHHNOa

JInmdonana

Muesougna  Oaacrtha ¢a3 (b.
XpoHnyHa Hampennana  6aactHa da3a Ph+ Oﬂﬂé&)

¢aza (n=165)° ¢asa (n=157)® (n=74)" (n=168)"
IMpouent (%) nauueHTH R M
XeMaTOI0TH4YHHU Q\
NMOKAa3aTeIn (b'
Heytponenus 36 58 77 D 76
TpomOoIUTONICHIUS 23 63 7 Q 74
Anemus 13 47 . oﬁ 44
2 Pesynratu oT npoyuBaHe ¢a3a Il 3a ontumusupaHe Ha n03aTa, OTYETE ; 2-TOIMIITHO MPOCTIEIIBAHE B

paMKuTe Ha NPOYYBAHETO.
8 PesynraTn ot nmpoyusane CA180-034 npu npenopbuuTeNIHA Haqanﬁbg)sa 100 mg BeAHBX JHEBHO.

® Pesynratu ot npoyuBane CA180-035 mpu mpenopbuuTeHa Ha no3a 140 mg BeIHBX JHEBHO.

CTC crenenu: Heyrponenus (crened 3 >0,5-<1,0 x 10%1, crenerd <0,5 x 10%/1); pombonuTonenus (cTenex 3
>25-< 50 x 10%1, crenen 4 <25 x 10%1); anemus (xeMorsio6 enen 3 >65-<80 g/l, crenen 4 <65 g/l).

KymynatusHara cteneH 3 niu 4 TUTONIEHUN TIp @EHH/I, nexyBaHu ¢b¢ 100 mg BeTHBK JHEBHO, €
nojj00Ha Ha 2-Ta U 5-Ta To/IMHA, BKIIOUNTEIH; HeyTpornierus (35% cpenry 36%), TpoMOOIIUTONICHNUS
(23% cpemry 24%) u anemus (13% cperry 1%

[Ipu nauueHTHTE C MHETOCYIPECHS CTe@S unu 4, Bb3CTaHOBSBAHETO OOMKHOBEHO HACTBHIIBA CIIE]
KpaTKOTpaiHO MPEYCTAHOBSIBAHE HA FEUCHUETO W/WIH HaMaJIsIBaHE Ha 103aTa, KATO OKOHYATEIHO
IpeyCTaHOBsBaHE Ha JICUEHUETO C&T:QHIaBaHO npu 5% ot nanuenrure. [loseue oT nanueHTUTE
NpOIBbIDKABAT JICYEHHETO Oe3 r&*ﬂTaT’bIﬂHI/I JTAHHU 32 MUEJIOCYTIPECHS.

buoxumus OQ\

B m3nutBane npu Hosg@HocnmnpaHa xponnyHa (aza Ha XMJI, crenien 3 wnu 4 xunodocdaremust
€ JIOKJIa/IBaHa Ipu T HAIIMEHTUTE, IPUEMAIIlH Ja3aTHHUO U CTENeH 3 Wik 4 TOBUIIIABaHE Ha
TpaHcaMuHa3uTe, @HEaTnnuH 1 OunupyOuH ca choOIEeHH NIPU < 1% OT NALMEHTHUTE CIIET MUHUMYM
12-meceuno 1 ensBade. Cnex MUHUMYM 60-MeCEeYHO TpOCIiesiBaHe KyMyJIaTUBHATA YECTOTa Ha
xunodocd us crernieH 3 win 4 e ouna 7%, Ha MOBHUILICHUE HA KPeaTHHUHA U OMIIMpYyOHHA CTEICH 3
i 4 - Ha MOBUIIIEHHUE Ha TpaHcaMuHa3uTe cteneH 3 win 4 ocraa 1%. Hama cioyyaun Ha

pey BsIBaHE Ha JICYCHHUETO C 1a3aTUHUO MOpaau Te3U OMOXUMUYHH Ja00paTOPHU ITOKA3ATEINH.

2-$MWHO npocieossane

CreneH 3 iy 4 OBUIIICHHE HAa TpaHCAMUHA3UTE WK OMITMpyOuHa € cho0ImaBaHo npH 1% ot
nanueHTUTe B XpoHn4Ha ¢aza Ha XMJI (¢ pe3uCTeHTHOCT WIM HEMOHOCUMOCT KbM MMAaTUHHO), KaTo
OIIEHKaTa Ha JaHHUTE MTOKa3Ba MOBUIIEHHE HA YeCTOTaTa OT MopsabKka Ha 1 10 7% OT manueHTuTe ¢
HanpeaHaia ¢asa Ha XMJI u Ph+ OJIJI. Te3u chCTOSHUS OOMKHOBEHO CE OBJIASBAT UPE3 MOHMKECHUE
Ha J103aTa 1 NIpeKbCBaHe Ha ieueHuero. B npoyusane ¢asa Il 3a ontumusupane Ha no3ara, mpu
nauueHTy ¢ XxpoHnyHa ¢aza XMJI, crenex 3 wiu 4 noBuILIeHHE HA TPaHCAMUHA3HUTE UM OMIUpyOHHA
ce crburaBa pu < 1% 0T manueHTUTe ¢ NOA00HA HUCKA YECTOTA B UETHPHUTE JIEKyBaHU rpynu. B
npoyuBane ¢aza Il 3a onTumusupane Ha qo3aTa pu HanpeaHana ¢asa Ha XMJI u Ph+ OJIJI creren 3
WK 4 NOBUIIEHUE HA TPaHCAMHUHA3UTE WK OmnnpyOrHa ce crOmasa mpu 1 10 5% oT nanueHTure B
TepaneBTUYHUTE IPYIIH.
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IIpubnuzurento 5% OT JIeKyBaHUTE C Aa3aTHHUO MAlMEHTH, KOUTO ca OMJIM C HOPMaJTHH U3XOIHU
HUBA, Ca UMAJIM TIPEX0HA XUITOKAJIIHEMHUS CTeTeH 3 win 4 B TaZieH MOMEHT OT Tipoy4BaHeTo. Karo
1510, HSIMA BPB3Ka MKy TOHMKEHUETO Ha KaIHs U KIMHUYHUTE cuMnTomu. [lanuenrure,
Pa3BHBAIY XUTIOKAIIUEMHUSI CTETICH 3 WK 4, 9eCTO CE BH3CTAHOBSBAT C ITOMOIITA Ha IMTEPOPAITHO
nobaBsiHe Ha Kaiuil. CrerneH 3 win 4 XUIMOKaIleMus, XUITOKaIueMus U xunodocharemus ca Ouiu
CHOOIIEHH TPHY HMAlMEHTH ¢ BCHYKHU (a3u Ha XMJI, Ho ca OniM ChOOILEHH ¢ MOBHUILIEHA YE€CTOTa MPH
MAIMeHTH C MUEJIOUIHA uin TuMdounHa OnactHa ¢aza Ha XMJI u Ph+ OJIJL. IloBumiaBane Ha HuBaTa
Ha KpeaTWHWHA OT cTerneH 3 win 4 ca chobuienn npu < 1% ot nanueHTHTe ¢ XpoHHyHa (aza Ha XMJI
U ca chOOIIIeHH ¢ TIoBHUIIIeHa YyectoTta pH 1 10 4% ot manumentuTe ¢ HanpeaHaia ¢aza va XMJL.

HCZ[I/IEITDI/I‘-IHa nonyJjanusa
HpO(i)I/IJ'I’LT Ha 0e30MacHOCT Ha Z[aBaTI/IHI/I6, MPUIIOKCH KaTO MOHOTEpanus Npu neAnaTpuiHu

nareHTu ¢ Ph+ CML-CP e cpaBHuM ¢ TO3H npH Bb3pacTHH. [IpodunbT Ha 6€30MacHOCT Ha (b'
Jla3aTUHUO, IPUIIOKEH B KOMOMHAIUS ¢ XUMHUOTEpAIus MPpH neauaTpudan nauentu ¢ Ph+ O B
CHOTBETCTBHUE C U3BECTHUS MPOPIIT Ha OE30MACHOCT HA 1a3aTHHUO MPH B3PACTHU U 0YaK T
ebeKTH OT XUMHOTEPAIUSATA, C M3KIIOUCHHE HA NI0-HUCKATA YECTOTA Ha ILICBPAIICH H3/IHE JPH
neIMaTpUYHUTE TAIIMEHTH B CPABHEHHUE C BE3PACTHUTE. *

B nennarpuunnre XMJI npoyuBaHus, 4€CTOTAaTa HA OTKJIIOHEHUSATA B na6opaTop‘$'e [I0Ka3aTein
CHOTBETCTBA HAa U3BECTHUS MPOPIIT Ha 1a00paTOPHUTE MTOKAZATENN TIPH BL@I‘HI/I.

HpI/I NeANATPUIHUTC OJIJI Mpoy4BaHud, YCCTOTATA HA OTKJIOHCHUATA B&OpaTOpHHTe IMoKa3aTcIn
CbOTBETCTBA Ha U3BCCTHUA HpO(I)I/I.H Ha Ha60paT0pHI/ITe ImoKasaTcjin BB3PACTHU 3a MMAIIUCHT C
0CTpa JICBKCMUA, KOHTO ojry4aBa OCHOBHA XUMHOTCPAIICBTUIH, Ma Ha IMpujiaraHe.

CrenuagHy HonyJiIannuu (D(b

Makap 4e npoduIbT Ha 6€301aCHOCT Ha Ja3aTUHUO TIp €HTH B CTapUyeCKa Bb3PacT € CXOCH C
TO3M MPHU TO-MJIaJIaTa MOMYJAIHs, P MAIlHCHTHTE aj 65 roMHM CHIIECTBYBA MO-TOISIMA
BEPOSITHOCT 32 pa3BUTHE Ha YeCTO ChOOIIaBaHUTE JIAaHW PEeaKUH KaTo yMopa, IUIEBpajeH U3JHUB,
JUCTIHES], KallTUIa, KbPBEHE OT J0JIHATA YaCT AIIHO-YPEBHUS TPAKT U CMYILEHUS B alleTUTA,
MO-BEPOSITHO € JIa TIOJTyYaT MO-PSIKO c306ma§; HEXXeJIaHHW PEeaKIIMU KaTo pa3lyBaHe Ha Kopema,
3aMasHOCT, IEPUKAPACH U3JIUB, KOHT'€CTH bpJieuHa HEAOCTaTHbUYHOCT U HAMAIABAaHE HA TETJIOTO U
TpsiOBa a ObIaT HAOIIOIaBAaHU BHUMAT. (Bx. Touka 4.4).

O

aHu pCaKInu

Crpo01aBane Ha IIOI03MpaHu HE
Cro0ImaBaHeTo Ha IMOI03MPaH eJIaHM PeaKIuy Cie]] pa3pelaBate 3a yrmoTpeda Ha JIeKapCTBEHs
NPOAYKT ¢ BakHO. ToBa no3a?ﬂ a J1a MPOJIBIKU HAOIIOICHUETO HAa ChOTHOIIICHHUETO MOJI3a/PHCK 32
JIEKapCTBEHUS TIPOAYKT. @ TUIUHCKUTE CIIELUAIUCTH CE€ U3UCKBA [1a ChOOIIABAT BCAKA
OJJ03MPaHa HeXeIaH IIUs Ype3 HAIlMOHAIHA CHCTEMA 3a ChOOIaBaHe, IIOCOYEHA B

[punoxenue V. ‘2‘

4.9 Hpent@&ne

OnurbT JIO3MPaHe Ha Ja3aTUHHUO B KIMHUYHH NPOYYBaHUS € OTPAaHMUYCH JI0 CIIUHIYHH CITydaH.
Haii- KOTO Tpeno3upane ¢ 280 mg Ha JIeH 3a eJHa CEJMMIIA € TOKJIaIBAHO MPH JBaMa IMalueHTH,
KARONT TIpH JIBaMata ce HaOJr0/1aBa 3HAYNTEITHO TOHMKaBaHe Ha Opos Ha TpoMOonuTuTe. Thil KaTo
JA3aTHHHUO € CBBP3aH C MUEIIOCYTIPECHs cTeTeH 3 WK 4 (BK. Touka 4.4), MalueHTUTe KOUTO IprueMaT
noBeve OT NpenopbhYBaHaTa 1032, TpsiOBa Jia ObIaT BHUMATEITHO HAOII0IaBaHH 32 MUEJIOCYIIPECcHs,
KaTo MM OBJIE MPOBEICHO MOIXOIAIIO0 IMOATBPHKAIIO JICYCHHUE.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 @apmakoamHAMHYHHU CBOiiCTBa

®dapMakoTepaneBTUYHA TPyIa: aHTUHEOIUIACTHYHU CPEJICTBA, MPOTEUH KuHA3HU uHxuouropu, ATC
xox: LOLIEAO2.
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dapmMakoAMHAMUKA

Jazarnan® naxubupa aktnBHOCTTa HAa BCR-ABL KrHa3aTa v puHaAIeKAIIUTEe KbM CEMEMCTBOTO Ha
SRC kuHa3m, 3aeTHO C MHOXXECTBO JIPYTH ONpE/IelICHN OHKOTCHHU KuHa3u, BKimouuTenHo c-KIT,
e¢ppun (EPH) peuenropuure kunazu u PDGFP penienitopa. /lazatunu® e MorieH, cyOHaHOMOJapeH
nuxubutop Ha BCR-ABL kuHazara ¢ aktuBHOCT npu 0,6-0,8 nM. Toii ce CBbp3Ba, KakTo ¢
HEaKTHBUpPAHATA, Taka U ¢ akTuBHpaHaTta ¢popma Ha BCR-ABL en3zuma.

MexaHu3bM Ha AeicTBUE

In vitro, 1a3aTuHKUO € aKTUBEH MPH JICBKEMUYHH KJICTHYHU JIMHHUH, IPECTABIISBAIM BAPHAHTH Ha
MMaTHHUO-YyBCTBUTEIHN WM PE3UCTEHTHH 3a00aBanus. Te3n HeKINMHUYHU TPOYYBaHMS TTOKa3Bar,
Yye Ja3aTHHUO MOXKeE Ja MPeo0jiee Pe3UCTEHTHOCTTAa KbM UMAaTHHHO, Ioy4yeHa B pe3yirat Ha BCR-
ABL cBpbxekcnpecus, BCR-ABL knHa3za JOMUHaHTHH MyTalliy, aKTUBHPAaHE HAa aJITEPHATUBHU
CHUTHAQJIHH ITHTHUINA, BKIFOUHTENTHO cemeiicTBoTo Ha SRC kunasure (LYN, HCK) MHO)KeCTBeHb
(JlekapcTBEHa) PE3UCTEHTHOCT C ITOMOILTa HAa TeHHA CBPBbXEKCIpecHs. B nombiHeHne Ha TOBA(D,
na3aTuHUO MHXUOUpa cemeiictBoTo Ha SRC KMHa3uTe nMpu CyOHAHOMOJIAPHU KOHLIEHTPALL

In vivo, o Bpeme Ha OTAEIHU eKCIIEPUMEHTATHH IPOYYBAHUS C IIOMOIITA Ha MUIIIN @nn Ha XMJI,
Ja3aTUHUO IpenoTBpaTsaBa 000cTpsiHeTO HAa XpoHnyHata XMJI no OnactHa ¢a3za gyabinKaBa
NPEKUBICMOCTTa HA MUIIIKH, HOCCIIH KICThYHHU JIMHUH, [OTy4eHH OT nauueHTH 8 XMJI, passusaiu
Ce Ha pasJINYHU MECTA, BKIIFOUYUTEIIHO B IEHTPAIHATA HEPBHA CHCTEMA. <
W
S8
%)

Knnanunu edpukacHocT U 6€3001aCHOCT

[To Bpeme Ha m3nuTBane Qasa [, xeMaToNOruueH 1 HUTOTeHETUIEH BOp € HaOJIro1aBaH Mpu
Bcndkd ¢asu Ha XMJI u Ph+ OJIJI npu nbpBOHAYAIHOTO JICUCH 1 84 marueHTH, MPOIBIDKIIIO 10
27 mecena. OTroBopuTe ca OMIIM YCTOMYUBH MPU BCHUYKHU (a3 MJI u Ph+ OJIJL

3a ompezensHe Ha 0€30MaCHOCTTA M e(pUKACHOCTTA HA 89[HI/I6 pu nareraTn ¢ XMJI B xpoHudHa,
Hampe HaIa WK MUETIonIHa OracTHa (a3a, pe3ucTe WIN C HETIOHOCUMOCT KbM UMAaTHHUO, ca
NpOBeICHH YETUPU HEKOHTPOJIMPAHU, OTBOPEHH K qay m3nuTBaHuA ¢asza Il ¢ exno pamo. Enno
PpaHIOMHU3UPaHO, HECPABHUTEIHO M3IIUTBAHE € POBEIICHO TIPY MAIUEHTH B XpOHUYHA (aza, mpu
KOUTO ¢ OWJI HaJIMIIe HeYCIieX OT IIbpBoHa4anfaPo jgeueHue ¢ 400 mwin 600 mg numatuaub. Havannara
no3a e Ouna 70 mg nazaTuHUO ABa MBTU o. IIpomsina Ha no3ara e Ouia pasperieHa ¢ el
mo1o0psBaHe HA aKTUBHOCTTA WUJIM OBJL HE Ha TOKCHYHOCTTA (BXK. ToYKa 4.2).

IIpoBeneHu ca ABe paHIOMU3HPAHU, OGBOPCHH, ¢aza Il m3nuTBaHMsI 32 OlIEHKA HA €PUKACHOCTTA HA
I[aSaTI/IHI/I6, Inmpuiaarad BEAHBX [ 0, B CpaBHCHHUC C lla3aTI/IHI/I6, npuiarad Ba IbTU JHCBHO. OcBen
TOBA € MIPOBEJEHO €HO OTKPH Eéﬁﬁ{now/ml&paﬁo, cpaBauTenHO ¢a3za Il n3nurBane npu BH3pacTHU
MAalMEeHTH C HOBOAUArHOCT a xponnyHa (aza Ha XMJIL.

E(I)I/IKaCHOCTTa Ha ﬂ33$/l6 ce 6a31/1pa Ha CTCIICHTA Ha XEMATOJIOTHYHUSA 1 TUTOTCHCTUYHUA

OTTOBODP. @%

[Ipoxwmxure TTa Ha OTTOBOPA M M3YHCIICHATa CTEIIEH Ha MPEKUBSIEMOCT IPEAOCTABAT

JOIBJIHUT JIOKa3aTeJICTBA 33 KJIMHUYHATA 107132 OT Ja3aTHHUO.

00 @b 12 maruenTy ca OMIH MOMIOKEHN Ha OIlEHKA B KIIMHUYHHU U3MUTBAHUS, OT TIX 23% ca Oumu
> %mﬂnnma BB3pacT, a 5% ca Ownmm > 75 ronuHu.

Xponuuna gpaza XMJI - HosoouacHocmuyupaua

[IpoBeneHO € MEKIYHAPOIHO OTBOPEHO, MHOTOLIEHTPOBO, PAHAOMU3MPaAHO, cpaBHUTEIHO (a3a I11
M3MUTBaHE MPH Bb3PAaCTHH NAlMEHTH C HOBOAMArHOCTUIMpana XpoHuuHa (aza Ha XMJL. [TanuenTture
ca OWJIM paHIOMU3UPAHU Ja ofy4yasat wiH fazatuaud 100 mg Beausx qHeBHO nnn uMatuanO 400
mg BeIHBXK AHEBHO. [IbpBrUYHaTa KpaiiHa TouKa € Omila CTEeNeHTa Ha IIOTBbPAEHUS IIbJICH
UTOreHeTH4YeH oTroBop (complete cytogenetic response (cCCyR)) B pamkuTte Ha 12 mecena.
Bropuunute kpaiinu Touku BKiIouBaT Bpemero Ha cCCyR (Msipka 3a IpoabIKUTETHOCT Ha

oTroBopa), Bpemeto 10 cCCyR, cTemnieHTa Ha roiisiM MOJIeKyJisipeH otroBop (MMR), BpemeTo 1o
MMR, npexupsiemoct 0e3 nporpecusi (PFS) u o6ma npexussiemoct (OS). pyru pe3yiraru 3a
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epukacuoct BkarouBaT CCyR u mhiteH MonekyisipeH oTroBop (complete molecular response (CMR)).
TIpoy4BaHeTo mpoabiKaBa.

O6m10 519 nanuenTtyu ca OunK paHAOMHU3UPAHU B IPYNHU Ha jiedeHne: 259 Ha JieueHHne ¢ 1a3aTHHUO U
260 ¢ mmaTuauO. M3x0oqunTe naHHM ca Onim OaaHCHpaHU MEXIY JBETE IPYIH Ha JIEUCHUE MO
OTHOIIIEHUE Ha Bh3pacTTa (MeauaHaTa Ha Bb3pacTra e Omia 46 TOIWHYU 3a TpynaTa Ha fa3aTuHuO u 49
TOJIMHM 3a rpynara Ha IMaTHHUO ¢hC choTBeTHO 10% 1 11% manueHTH Ha U HaJ 65 roAUIIHA
BB3pacT), noxn (keHu cboTBETHO 44% 1 37%), u paca (cpoTBeTHO 05712 51% 1 55%);

mouroJioniHa 42% u 37%). Ha uzxoaHo HuBo pasnpenenenuero Ha Hasford Scores e 6umito cxoaHo B
rpymnara 3a JIe4YeHue ¢ Aa3aTHHUO U Tpynara Ha uMaTuHuO (HUCHK puck: 33% u 34%; cpenen puck
48% u 47%; BUCOK puck: cboTBeTHO 19% 1 19%).

IIpu npocnensBane Hail-manko 12 mecena, 85% OT mallMEHTUTE paHIOMHU3UPAHU B rpynaTa 3a @@'
nedyeHue ¢ fasatnHud 1 81% 0T NalueHTHTe PaHIOMHU3UPAHH Ha JICYCHHE C IMATHHHO, BCE OLR)Ta
Omnu Ha JedeHue OT mbpBa JUHUS. 3% OT JIeKyBaHHUTE C 1a3aTUHUO U 5% OT JEKyBaHHUTE C TUHUO
MAIMEeHTH ca MPEyCTaHOBUWIIM JICYEHUETO B paMKHTE Ha 12 Meceria nmopaau nporpecupan€ ya
3a00JIsIBAHETO. *

IIpu npocnensiBane Haili-manko 60 mecena, 60% OT manueHTuTe, paHILOMI/I?,I/IpaI—&‘pyHaTa Ha
JIedeHue ¢ Ja3aTuHuO, u 63% OT marueHTuTe, paHJIOMU3UPaHU Ha JIEYeHUE &@MTHHH@ ca

NPOIBDKABAIN JICYCHUETO OT ITbPBA JIMHUSL.
11% ot nexyBanute ¢ na3zatuaub u 14% oT NeKyBaHUTE C UMATHHUO H@HTI/I ca NpeyCcTaHOBUIIH
JICYCHUETO B paMKUTe Ha 60 Mecera mopaan mporpecupane Ha 3a0o. HETO.

Pesynrarute 3a edrkacHOCT ca npeacTaBenu B Tabuma 9. CT@TI/I‘IGCKI/I 3HAYMMO TO-TOJISIM

IMPOUCHT MallMCHTH B rpyImara ¢ Z[a3aTI/IHI/I6 Cca IIOCTUIrHaJIu RB CpaBHCHHUC C MMAIMUCHTUTC B
rpynara Ha IMaTUHUO TIpe3 mbpBUTE 12 Mecera ot jed 0. E¢mkacHocTTa Ha Ha3aTuHHO ce
JI0Ka3Ba MOCJIEI0BATEITHO MIPH PA3INIHU NOATPYIIH, MpaH! 110 OTHOIICHHE HA BB3PACT, TIOJI H
u3xoiHo HUBO 3a Hasford ckop. ¢

Ta6auna 9: Pe3yaraTu 3a epukacHOCT 0T @qsaﬂe ¢aza 111 Ha HOBOAMATHOCTHIMPAHU
namuentn ¢ XMJI B xpoﬁﬂa ¢daza

n= 259 n= 260
AQ‘&“ Otrosop (95% noBepuTeIeH HHTEPBAJ)

A\
Ox\uamnumﬁ HMATHHHUO p-cToiiHoCT
A\

IluTOoreHeTHYEH 0T @")

3212 Mece@
cCCyR? 76,8% (71,2-81,8)  66,2% (60,1-71,9)  p<0,007*
C 85,3% (80,4-89,4)  73,5% (67,7-78,7) —
3 '54 ecena
CCCyR® 80,3% 74,2% —
Q@ CCyR® 87,3% 82,3% —

2

3a 36 mecena

cCCyR? 82,6% 77,3% —

CCyR® 88,0% 83,5% —
3a 48 mecena

cCCyR? 82,6% 78,5% —

CCyR® 87,6% 83,8% —
3a 60 mecena

cCCyR? 83,0% 78,5% —

CCyR® 88,0% 83,8% —

Tonsim MoJieKyIsipeH 0TroBop®
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Ja3aTHHHO MMATHHHO
n= 259 n= 260

p-cToiiHoCT

Otrosop (95% noBepuTeIeH HHTEPBAJ)

12 mecena 52,1% (45,9-58,3) 33,8% (28,1-39,9)  p< 0,00003*

24 mecena 64,5% (58,3-70,3) 50% (43,8-56,2) —

36 mecena 69,1% (63,1-74,7) 56,2% (49,9-62,3) —

48 mecena 75,7% (70,0-80,8) 62,7% (56,5-68,6) —

60 mecena 76,4% (70,8-81,5) 64,2% (58,1-70,1) p=0,0021

Koedunuent nHa puck (HR)
3a 12 mecena (99,99% CI)
Bpeme 10 cCCyR 1,55 (1,0-2,3) p< 0,0001(0(0
Bpeme 1o MMR 2,01 (1,2-3,4) p< 0,0
IMpoabmxurentnoct Ha cCCCyR 0,7 (0,4-1,4) p@B

Bpeme no cCCyR
Bpeme no MMR
IIpomxsmxutenaocT Ha cCCyR

Bpeme no cCCyR

3a 24 mecena (95% CI)
1,49 (1,22-1,82)
1,69 (1,34-2,12) >
0,77 (0,55-1,10) QQ
3a 36 mecena (95% CI \2\
1,48 (1,22-1,80) »

S

Bpeme no MMR
[IpoasmxurenHoct Ha cCCyR

Bpeme mo cCCyR
Bpeme no MMR
IIpoasmxurenHoct Ha cCCyR

Bpeme mo cCCyR
Bpeme 1o MMR

1,59 (1,28-1 ?"

0,77 (0,53'-5,‘4?1

3a 48 me &(95% CI)
1,45N1,20-1,77)
(1,26-1,91)
(bﬁ\o,sal (0,56-1,17)

< 3a 60 mecena (95% CT)
Q\Q) 1,46 (1,20-1,77)

O 1,54 (1,25-1,89)

0,79 (0,55-1,13)

p=0,0001
p<0,0001
p=0,1983

Hpomsmxurenroct Ha cCCCyRi~

2 TIoTBBPACHUST IBJICH umoreﬁ‘?aeﬁ otrosop (cCCyR) ce onpeznemnst KaTo OTTOBOpP, OTYETEH B BA
MOCJIEIOBATCITHA MOMEHT: HMHTEPBAJI OT Hal-MaJIKo 28 JaHM).

6 IbanusT HHTOFCHGTI/I‘{% roBop (CCyR) ce 06a3upa Ha eqMHNYHA HUTOTCHETHYHA OLIEHKA Ha TPhOHAYHUS
MO3BK.

* I'oneMusiT Monek €H 0TroBop (o Bcsiko Bpeme) ce onpenens kato BCR-ABL cvotHOmenus < 0,1% upes
RQ-PCR B mp @)T nepudepHa KpbB, CTaHIapTH3UPaHu 110 MextyHapoHaTta ckaia. ToBa ca KyMyJIaTHBH
YECTOTH, np@’;iramnm MHUHHMMAITHO IIPOCIIe/IsIBaHe 32 Olpe/ielieHaTa BpeMeBa paMKa.

* Kopurn a@ﬂsa Hasford Score u nocouenaTa craTucTHYecKa 3HAYMMOCT IIPH IIPEIBAPUTETHO ONPEIEIICHO
HOMU WBO Ha 3HAYUMOCT

CI _Ql@ PUTEIICH HHTEPBAJ

Cnen 60 mecera mpocieasaBane, Meauanara Ha Bpemero 10 cCCyR e 6mito 3,1 Mecena B rpymara ¢
na3aTuHUO U 5,8 Mecena B rpynara Ha UMatuHUO npH nanueHTH ¢ noTebpaeH CCyR. Meananara Ha
Bpemeto 10 MMR crnen 60 mecenia nmpocrnensiBane e Omna 9,3 Mecena B rpymara ¢ gazaTuaub u 15,0
Mecella B rpynara Ha uMatuHu0 npu naruentd ¢ MMR. Te3u pe3yntaTu ca B CbOTBETCTBHUE C
HaOmogaBanuTe nipu 12, 24 u 36 mecena.

Bpemero 10 MMR e nzobpazeno rpadpuano Ha @urypa 1. Bpemero 10 MMR e no-kpatko npu
MaIMEHTUTE, JICKYBAHU C Ha3aTI/IHI/I6, B CPaBHCHHE C TC3U, JICKYBaHU C AMaTHHUO.
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®ur.1: Ouenka mo Kaplan-Meier na Bpemero 10 rojisim moJjiekyasipen orrosop (MMR)
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_ JMazatymu6 e Nmatunn® @
< @« OTroBopuin oee OTTOBOPHIN ¢
I'PYIIA # OTTOBOPWJIN / # PAHJOMU3NPAHU @ KOE®MIMEHT HA PUCK
n& (95% CI)

Jlasatuan6 198/259 QU

Nmatnan6 167/260

Jazatuau® cpernry iMaTHHUO Q54 (1,25-1,89)

M Ha UIMATUHUO ca OMIM CHOTBETHO, 3a

ena (75% u 63%), 24 mecena (80% u 74%),

) 1 60 mecemna (83% and 79%) ca oTroBapsutu Ha

R B rpynara Ha neyeHue ¢ Aa3aTUHHUO U TpyraTa Ha
JIeYeHNe C UMAaTHHHUO, ChOTBETHO 3a 3 a (8% u 0,4%), 6 mecena (27% u 8%), 9 mecena (39% u
18%), 12 mecena (46% u 28%), 24 efa (64% u 46%), 36 mecena (67% u 55%), 48 mecena (73% u
60%) u 60 mecena (76% and 64%)Qmuo ca OTTOBapsUTH Ha IFPBUYHATA KpaifHa TOYKA.

Croitnoctute Ha cCCyR B rpynaTa Ha ga3aTHHUO
3 mecena (54% u 30%), 6 mecena (70% u 56%)
36 mecena (83% u 77%), 48 mecena (83% u
IbPBUYHATA KpaliHa Touka. CTOWHOCTHTE

Crenenta Ha MMR B KOHK&@IC BpPEMEBHU TOUKHU € n3o0paszena rpaduuno Ha Purypa 2. Crenenra
Ha MMR e no-Bucoka H% WEHTUTE, JIEKYBaHU C Ja3aTUHUO, B CPaBHEHHE C TE3H, JIEKYBaHH C

MMAaTHUHHUO. Q

X
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®@ur. 2: Crenedu Ha MMR BBB BpeMeTO — BCHYKH PAHAOMU3HPAHU NANMEHTH B POYYBaHe
¢a3za |1l na HoBoguarHocTunMpanu nanueHTH ¢ XMJI B xpoHuuHa daza

100
3a 5 rogvHu
50 3a 4 rogunu 76%, p<.0022
73%, p<.0021
an 4 3a 3 rogvHu
3a 2 roavHun 67%, p<.0055
64%, p<.0001 _’__’_,—l"_
g 70
= B4%
= &0 E0%y -
) -—
2 3a 1 roauna 5% g = v
S gy | 46%, p<.0001 R
6% e
40 - rt brb
—
d %
30 - &Q
®
10 @»*
o |
I I | I I | | | I I I | | I I | | I I I
0 & 12 18 24 30 * 42 $ = B0
Mec Jle]l paHAOMHU3HpPaHe
N &
Hazatuau6 100 mg Benubk nHeBHO 259 @
--------- Nmatuan6 400 mg BenHbk qHeBHO 260 (bQ
[IponenTsT nauueHTH, nocturuanu chotHomenne BCR-ABL< 0,01% (4-log penykuus) BB BcekH
€IH MOMEHT, € OWJI TT0-BUCOK B rpyIiaTa Ha JICUCHHE C {aza WHHUO B CPaBHEHHE C TPyIaTa Ha JICUCHUE
¢ umMatrHuO (54,1% cpenty 45%). IIponeHTHT AN , mocTurHanu croTHomenne BCR- ABL
<0,0032% (4,5-log penykius) BbB BCEKH SIUH M , € OWJI TO-BUCOK B IrpymnaTa Ha JICUCHHE C

Jla3aTHHUO B CPaBHEHUE C TpyIaTa Ha nequH‘ng; atnuHu6 (44% cpenry 34%).

Crenenute Ha MR4,5 BBB BpemeTo ca u (@%%:HI/I rpaduuHo Ha @urypa 3. Crenenure Ha MR4,5 BB

BPEMETO Ca MO-BUCOKH MPH MAIMCHTH YBAaHU C a3aTUHUO, B CPAaBHEHHE C TE3H, JICKYBaHH C
MMAaTUHHUO. C)

A

@ur. 3: Crenenure na MR *éPLB BpeMeTo - Bcnuku panagoMu3upaHu NanueHTH B Mpoy4YBaHe
¢aza |1] na Hos HocTUIpaHu nanueHTH ¢ XMJI B XxponnuHa ¢a3sa.

100 - QQ
a0 - &Q)QQ\

a0 1'"

3a 5 rogmHu
42%, p<.0251

%

° !
o A 3a 4 roavHu
i 34%, p<.0055

40 - ! 3a 3 roanHu
24%, p<.0013

a0 - 3a2roguHn | -
3a 1 roguHa 19%, p<.0008 T —-— -
i 4 5%, p<.2394 r
- -
10 - -
0 - 3% ; I
I I I I I I I I I I I I I I I I I I I I I
il i] 12 12 14 30 36 42 48 54 60

Mecenu caeq paHAOMU3UPAHE
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Hazaruau6 100 mg Benubx aeBHO 259
--------- Nmarnuu6 400 mg Beanbxk qHeBHO 260

Crenenta Ha MMR BBB BCekH €IMH MOMEHT BbB BCSIKA €IHA OT PUCKOBUTE IPYIIH, OIPEICIICH Uupe3
Hasford ckop, e Ouiia o-BUCOKa B Ipyrarta Ha JeUeHHE ¢ Ja3aTHHUO B CpaBHEHHUE C Ipyrara Ha
JICYCHUE C UMATHHHO (CHOTBETHO HUCHK puck: 90% u 69%; mexxauneH puck: 71% u 65%; Bucok
puck: 67% u 54%).

[Ipu gombIHKUTENEH aHAN3, TOBEYE OT JIEKYBaHUTE C Aa3aTUHHUO manueHTH (84%) ca momyduiin paHeH
MoJieKyisipeH oTroBop (onpeneneH kato BCR-ABL uuBa < 10% Ha 3-Tust Mecelr), B CpaBHEHHE C
MAIUCHTUTE JIEKyBaHU ¢ UMaTHHUO (64%).
[lanueHTHTE MOCTUTHAIM PaHEH MOJIEKYJISIPEH OTTOBOP Ca C IMO-HUCHK PHUCK OT TpaHchopMmalus, 1mo-
BHCOKa CTeIeH Ha npekuBsieMoct 0e3 mporpecusi (PFS) u no-sucoka crenex Ha cpeana b
npexusseMoct (OS), kakTo e npeacTaBeHo B Tabnuma 10. %

Q

Taoauna 10: ITanuentn Ha xazatuano ¢ BCR-ABL <10% u > 10% Ha 3-Tus Mece

A\
Jazarunuod N = 235 MamuenTn ¢ BCR-ABL MamuenTu-c\BCR-ABL

<10% Ha 3-Tus Mecelr >10% w@\3-Tus Mecen
Bpoit nanuentu (%) 198 (84,3) O 37 (15,7)
Tpancdopmarus cien 60 mecera, n/N 6/198 (3,0) \z\¢ 5/37 (13,5)
(%) %)
Crenen Ha PFS 3a 60 mecena (95% ClI) 92,0% (89,6; 95,2) & 73,8% (52,0; 86,8)
Crenen Ha OS 3a 60 mecerna (95% Cl) 93,8% (89,3; 96,4)0) 80,6% (63,5; 90,2)

¥ D\

CrenenTa Ha OS B KOHKPETHUTE BPEMEBH TOUKH € H300pa rpaduuHo Ha Purypa 4. CreneHTa Ha

OS e no-BucoKa Mpy NaMEHTH, JIEKYBaHHU C JIa3aTUHUQ{ROHMTO ca mocTurHanu nuso Ha BCR-ABL
< 10% nHa 3-Tus Mecel, B CpPaBHEHUE C TE3U, KOUTO
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@ur. 4: I'paduka 3a o6ma npe:kuBsieMocT npu 1azaTuHud cnopen BCR-ABL nuBa (<10% wuian
>10%) na mecen 3 B npoyuBaHe (¢a3a |11 npu HoBoAMATHOCTHLIMPAHHN NAIUEHTH C
XMUJI B xpoHn4Ha (paza

___I._____.,._,.,I. e - S
nm J T

o - | 2] 2 T 15 1B I 4 IF¥F W T =W T 4O S = OS5 54 5T = O &E T TH

IManueHTH B pUCK
<=10% 198 198 197 196 195 193 193 191 191 190 188 187 187 184 182 181 180 179 904)/7 171 96 54 29 3
>10% 37 37 37 35 34 34 34 33 33 31 30 29 29 29 28 28 28 27 27 26 15 10 6 0

@%

_<10% e >10%

<« oo LleH3ypupanu aoa I.[emypn%&

I'PYIIA # CMBbPTHU CIIYUAUN / # Land MEJIMAHA (91%%9) KOEOMIIMEHT HA
[ManuenTtn Q PUCK (95% CI)

<10% 14/198 (=) O

>10% 8/37 RS 0,29 (0,12 — 0,69)

[Iporpecusta Ha 3a00/s1BaHETO ¢ NehUHUPAH YBEIUYCHHE OpOs Ha OeNUTe KPHBHU KIECTKH

BBIIPEKH MMOAXOIAIIOTO JICUSHHE, 3ary0a H , yactuueH CyR unu CCyR, nporpecus 10

HanpeaHana i 0nactHa ¢asa Wi cMb 3uncnenara crenieH Ha PFS 3a 60 mecena e 6una 88,9%
(CI: 84%-92,4%) 3a rpynuTte Ha Jieue ﬂ& na3aTuHuO u nMaTHHUO. Cren 60 Mecera mpeMUHABaHE
KbM HarpeaHana win onactHa da3 IﬁbTLHBa IPH [I0-MaJIKO NMAIMEHTH Ha JICYCHUE ¢ na3atuHuo (N=
8; 3%) B cpaBHEHHUE C ALIUEHT '{IeKyBaHH ¢ umatauO (n= 15; 5,8%). N3uncnenure creneHu Ha
MPEKUBIEMOCT 32 MEPUO]T méweceua 3a MAIMEHTH JIEKYBaHU C Ja3aTUHUO ¥ UMATUHUO, ca OuiH
crotBeTHO 90,9% (CI: 86, ,8%) 1 89,6% (CI: 85,2%-92,8%). Hama paznuka 8 OS (HR 1,01,
95% CI: 0,58-1,73, p= Q 0) u PFS (HR 1,00, 95% CI: 0,58-1,72, p = 0,9998) Mexny na3atnaud u
UMaTUHHO. ‘2‘

IIpu nauHeHTg?(OHTo chOOIIaBAT 32 MpOrpecHs Ha 3a00JISIBAHETO WIIH MIPEYyCTAaHOBSABAT JICUCHUETO
c ;[a3aTHHH6@1 MMAaTUHHO, [IPY HaJTMYMe Ha KpbBHU NpoOu, € u3cnensad BCR-ABL. IIpu nsete
pameHa QquMe e HaOxro/1aBaHa CXO/IHA YeCTOTa Ha MyTallud. Y CTAHOBEHHUTE MyTaIllH B IpyTmara,
JIeKyBa{Z.& nazatuauo, ca Ounm T3151, F3171/L u V299L. PaznuyeH ciekTbp OT MyTalluK € OTKPHT B
r , IEKyBaHa ¢ UMaTHHHO. Bb3 ocHOBa Ha iN Vitro gaHHM qa3aTWHUO HE MOKa3Ba aKTHBHOCT MPU
T3 D51 myrarmsra.

Xponuuna paza na XMJI — pesucmenmuocm unu HeNOHOCUMOCH KbM NPEQUUHO JeYeHUe ¢ UMAMUHUD
[IpoBenenu ca ABE KIMHUYHU U3MUTBAHMUS [IPY MAIUCHTH C PE3UCTEHTHOCT WU HEITOHOCUMOCT KbM
UMATHHUO; ITbPBUYHATA KPaliHa TOYKA 110 OTHOIICHHE Ha €(PUKACHOCTTA B TE3W U3MUTBAHUS € OUIT
royieMusT nuToreneTndeH orropop (Major Cytogenetic Response (MCyR)):

Ilpoyueane 1

OTBOpPEHO, PaHAOMH3HPAHO, HECPABHUTEIIHO MHOTOLICHTPOBO MPOYYBaHEe, IPOBEACHO MPH MALIUEHTH C
HEyCIeX MpH IbpBoHa4YaaHOTO jeueHue ¢ 400 win 600 mg umaTuauO. [TanuenTure ca Ounu
pargoMusupani (2:1) wim na npreMat nazatuaud (70 mg qBa mbTH AHEBHO) Wik uMatuHUO (400 mg
JBa I'bTH AHEBHO). [IpeMnHaBaHe B paMOTO ¢ aITEpHATUBHO JICYEHUE € OMJIO TIO3BOJICHO, B CIIydail ue
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MAIeHTHT MOKa3Ba JaHHH 32 000CTpsAHE Ha 3a00JIIBAHETO WIIM HETIOHOCHUMOCT, KOMTO HE MOJKE /1a
ObIaT OBJIAASHU Ype3 MPOMsIHA Ha Jo3aTa. [IbpBuuHaTa KpaiiHa Touka e ouaa MCyR cien 12
ceamuny. [lonydenu ca pesynratu ot 150 manuentu: 101 ca Owim paHIOMU3HPAHU Ja TTOTYYaBaT
na3aTuHuoO, a 49 uMaTHHUO (BCUYKM PE3UCTEHTHH KbM UMaTHHKO). MenuanaTta Ha BpEMETO OT
JIrarHo3aTa JIo0 paHIOMHU3HUpaHeTo € OmTo 64 Mecera Mpu rpynara Ha Ja3aTHHUO U 52 Mecera nmpu
rpyrnaTta Ha IMaTHHUO. BCUUky manmeHTr ca Ouiy akTHBHO JIeKyBaHU npeau. [IpeamecTBani mbieH
xemarosorudeH orroBop (CHR) kbM umatunu6 e 6w mocturHat mpu 93% ot msiaTa nomyanus
nanuenTy. [IpemmecTBam MCyR kM nMaTHHUO € TOCTUTHAT CHOTBETHO TIpH 28% 1 29% oT
MAIMCHTUTE Ha JICUCHUE B Ja3aTHHUO U UMAaTHHUO paMeHaTa.

Menunanara Ha IPOIABIDKUTEITHOCT Ha JieueHHeTo e Omna 23 mecena 3a na3atunu6 (44% ot
MAIMEHTUTE ca JIeKyBaHU > 24 Mecena) u 3 mecena 3a uMatuHuo (10% oT manueHTuTe ca JieKyBaHU
> 24 mecena). JleBeTneceT U TpH MPOIIEHTA OT NMAMEHTUTE OT Aa3aTuHUO pamoTo u 82% ot
MAIMEHTUTE B IMaTHHUO pamoTo ca nocturHamu CHR npenu npemMrHaBaHeTo KbM JIpyrara cX
JICYCHHUE. %)

Ha 3-1 mecert MCyR ¢ Ha0r01aBaHO 1M0-4€CTO MPU cXeMaTa Ha JICYCHHE C 1a3aTHHUO

CpaBHEHHME C Ta3u Ha UMaTHHUO (29%). 3a oTOensA3Bane e, ue npu 22% OT MalUeHTH a3aTI/IHI/I6
paMoTo e choOIIeHO 3a ThJeH IuToreHeTndeH otrosop (CCyR) u camo nipu 8% o %I/ICHTHTG B
UMaTHHHUO PaMOTO € JIOKJIaJBaHO IbJieH nuroreHeTrdeH otrosop (CCyR). Ipu Qgipom)nmnemio
nedeHue u npocnenssane (cpenHo 24 meceria) MCyR e mocturHar mpu 53% @nauHeHTHTe,
nexyBanu cbe ga3atuHuO (CCyR npu 44%), u 33% oT nauueHTuTe, 1Mo i umatuau6 (CCyR
npu 18%), mpeau mpeMrHaBaHETO KbM JIpyrara cxema Ha jedenue. 1 ny4aBanute uMaTuau6 400
mg NManyveHTy Ipeay BKIIoYBaHe B IpoyuBaHeTo, MCyR e nocn&ma&pn 61% ot manueHTUTE B
paMoTo cbe nazaTuHud u npu 50% B UMaTHHUO PaMoTO.

ITo merona Ha Kaplan-Meier mponeHTHT OT MAIUEHTH, 34, 1/1 MCyR 3a 1 roguna, € 6wt 92%
(95% nosepurenen untepnai [85%-100%]) 3a nasaTnH CyR 97%, 95% noBeputeneH nHTEpBa
[92%-100%]) u 74% (95% noBsepuresneH HHTepBan 00%]) 3a umatuanb (CCyR 100%).
IIponienTsT OT ManmenTy, 3aabpxxanu MCyR 3a 1 eua e 6mt 90% (95% noepuTeneH HHTEPBAI

[82%-98%]) 3a mazatuuu6 (CCyR 94%, 95% n nreneH naTEpBaI [87%-100%]) 1 74% (95%
nmoseputenieH uHTEpBaI [49%-100%]) 32 nMa 0 (CCyR 100%).

[To meTona Ha Kaplan-Meier npoueHTs @nauHeHTH ¢ npexuBsieMoct 0e3 oboctpsiae (PFS) B
npoxbbKeHne Ha 1 ropuna e 6un 91% (95% noseputenen unrepsan [85%-97%]) 3a nazaTunu6 n
73% (95% nomepurenen unrepBagiN.54%-91%]) 3a umatuauO. [IpOIIEHTHT OT MAIUEHTH C
npeXuBIeMocT 0e3 000CTpsH ) 1o 2 rogunu e 6un 86% (95% nosepurenen unTepBan [78%-
93%]) 3a mazatuaUO U 65% nmoseputeneH uaTEpBal [43%-87%]) 32 MaTUHUO.

[pu o610 43% ot na@grlne B 1a3aTUHHUO pamMoTo U 82% OT MaMeHTHTE B IMAaTHHUO PaMoTo €
Ha0IIf0/1aBaH HeycC Sg\OT JICYCHHUETO, OTIPEACIICH KaTo 000CTpSHE Ha 3a00JISIBAHETO MIJIH IIPEMUHABAHE
KBM JpYyTHs cxe&a Jedenue (JIMrca Ha OTTOBOP, HETOHOCHMOCT KbM M3IHUTBAHUS JIEKAPCTBEH
HOPOIYKT U T,

Cremnen \@x TOJISIM MOJIEKYJISIpeH oTroBop (omnpeneneH kato BCR-ABL/KOHTpOJTHN TPaHCKPHUIITH
< 0.1&%;upe3 RQ-PCR B npobu ot nepudepHa KpbB) Mpean NpeMUHABaHE KbM JIpyraTa cxema Ha
%He e Oumna 29% 3a nazaTuHu6 u 12% 32 nMaTHHHO.

Ilpoyusane 2

OTBOpEHO, MHOTOIICHTPOBO MIPOYYBAHE C €IHO PaMO € MPOBEICHO MTPHU MAIMEHTH C PE3UCTCHTHOCT
WM HETIOHOCUMOCT KbM UMATUHHO (T.€. MalKueHTH, IPH KOUTO € HaOoJaBaHa 3HaYNTEIHa
TOKCHYHOCT II0 BpEMe Ha JICYCHUETO ¢ UMAaTHHNO, KOCTO € TONPEYHIIO Ha T0-HATaTHIITHOTO JICYCHHUE).
0061110 387 manueHTH ca npuemManu Aa3aTuHuO 70 mg aBa mbTH AHEBHO (288 pe3ucTeHTHH U 99 ¢
HENOHOCUMOCT). MeanaHaTa Ha BpeMeTO OT JMarHo3arta o HayaJloTo Ha JieueHHeTo € Omio 61
Mmecena. [ToBeueTo ot nanuenture (53%) ca Ounu npeay ToBa Ha JIeYeHHE ¢ IMATHHUO 3a TIOBEYE OT 3
rojuHu. ['osiMa JacT OT malueHTuTe ¢ pe3ucteHTHocT (72%) ca npuemanu > 600 mg UMaTUHHO.
OcBen umatuauO, 35% OT marueHTuTe ca OWITH Mpey TOBa Ha UTOTOKCUYHA XUMHUoTepanus, 65% ca
IpUeMaly peay ToBa nHTepdepoH, a Ha 10% e Ouia npoBeneHa TpaHCIIAHTAIMS Ha CTBOJIOBU
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kieTku. [Ipu 38% oT manmeHTHTe ca OWiIM HANHIE TPEANIECTBAIIN MYTaI|H, 32 KOUTO € U3BECTHO, Ue
BOJIST J0 PE3UCTEHTHOCT KbM MMAaTHHNO. MennaHaTa Ha MPOIBIDKUTETHOCTTA Ha JICYEHHETO C
nmazatuHuO e Omna 24 mecena, kato 51% ot marpieHTUTe ca ieKyBaHu > 24 mecena. Pesynrarute mo
OTHOILIICHNE Ha eUKacHOCTTa ca npeacraBeHn Ha Tabmuua 11. MCyR e mocturnar npu 55% ot
UMaTHHUO-PE3UCTEHTHUTE MAIMEHTH U 82% OT NalueHTUTe ¢ HeMMOHOCHMOCT KbM UMAaTUHHO. [Tpu
MUHAMYM 24 MecedHo mpocneassane 21 ot 240 namuenTw, mpu kouto e mocturaat MCyR ca nmanm
Iporpecus Ha 3a00JIIBAHETO U MPH TAX HE € IOCTUTHATA MeuaHaTa Ha nmpobipkuTenHocT Ha MCyR.

ITo merona na Kaplan-Meier 95% (95% noeeputenen unrepBai [92%-98%]) ot nanueHTuTe ca
sagbppikain MCyR 3a 1 ronuna u 88% (95% noseputenen nnrepsan [83%-93%]) ca 3axbppixanu
MCyR 3a 2 rogunu. [IponenTsT oT mauuenty, 3agppxkand CCyR 3a 1 roguna, e 97% (95%
noBeputeneH uaTepBai [94%-99%]) u 3a 2 roguuu € 90% (95% noseputencH naTepsai [86%-95%]).
YerupuzaeceT U 1Ba MPOLEHTA OT UMAaTHHUO-PE3UCTEHTHHUTE MauueHTy 0e3 npeamectsai MCy,
umatrHUO (n= 188) ca mocturaamu MCyR ¢ nazatuanoG. %)
VYcranosenu ca 45 paznuaan BCR-ABL myTtanuu npu 38% oT manueHTrTe, BKIIOYEHH B 1%%
usnuTBane. [Ibaen xemaronornyen orrosop i MCyR e mocruraar npu nanmentu ¢ pg3pooopasuu
BCR-ABL myrauuu, cBbp3aHu ¢ Pe3UCTEHTHOCT KbM UMaTHHUO, ocBeH T3151. Crerr e Ha MCyR
ciesl 2 TOJJMHY ca TIOJI00HHM, HE3aBUCHMO JIAITK MallUeHTHTe ca nMan B HadanoTo BCR-ABL myTanus,
P-loop myTarust uinu ca 6unu 0e3 MmyTtanus (cboTBeTHO 63%, 61% 1 62%). 25)

[Ipu umatunuG-pesrcTeHTHUTE NanueHTy crenenTa Ha PFS e 6ua 88% (959 noseputenen nHrepBan
[84%-92%]) na 1-ta romuna u 75% (95% nosepurteneH uarepsan [69% %]) Ha 2-ta roguna. [Ipu
MHAlUEHTUTE ¢ HEITOHOCUMOCT KbM UMaTHHHO crereHTa Ha PFS e Om 8% (95% nosepureneH
naTepBan [95%-100%]) Ha 1-ta roguaa 1 94% (95% noBepuren HTepBal [88%-99%]) Ha 2-Ta

roJuHa. (b
0

CreneHTa Ha TOJIIM MOJIEKYJISIPEH OTTOBOP 3a 24 MeceugI na 45% (35% 3a umaTuHUO-
PE3UCTEHTHU NaLMEHTU U 74% 3a MalUEeHTUTE C Hell MOCT KbM UMAaTUHHO).

Hanpeonana ¢paza na XMJ1 ¢

OTBOpPEHO, MHOTOLICHTPOBO MPOYYBAHE C e;[HQy MO € TIPOBEJICHO TPH MAIUEHTH C HETIOHOCUMOCT
WM PE3UCTCHTHOCT KbM UMAaTHHUO. OO 4 ManMeHTH ca mpueMaliy aa3atuau6 70 mg 1Ba MbTH
nueBHO (161 pesucrentr u 13 ¢ Heno MOCT). MeamaHaTa Ha BpeMeTO OT AWarHo3ara 10

HAYaJI0To Ha JIeyeHneTo e ouio 82 mMEoena. Meimanara Ha IPOABIDKUTEIHOCTTA Ha JICYCHHETO €
nasatuHuO e omia 14 Mecena, Ka 6\’; 1% ot mauueHTuTe ca JeKyBanu > 24 mecena. CteneHra Ha
TOJISIM MOJICKYJISIPEH OTTOBOP fied ipu 41 mammentu csc CCyR) e 46% na 24-us mecern. Omre
pe3yJITaT! 1Mo OTHOIIEHUE 8% KacHOCTTa ca pescTaBenu Ha Tabmuma 11.

Muenouona bracmua g@& Ha XMJI

OTBOpPEHO, MHOTO @.espOBo MPOYYBAHE C €THO PaMO € MPOBEICHO MPHU MAIIMEHTH C HEMOHOCHMOCT
WJIH PE3UCTEHT bM UMaTuHKO. 0610 109 nanueHTH ca npueManu gazaTUHUO 70 mg ABa MbTH
nmHEBHO (99 p eHTHH 1 10 ¢ HemoHOCHMOCT). MeuaHaTa Ha BpeMeTO OT JUarHo3ara A0 HadaioTo
Ha JICYCH omo 48 meceria. MennaHnaTa Ha IPOABIDKUTEIIHOCTTA HA JICUSHUETO C JTA3aTHHHUO
6una 3, era, kato 12% oT marueHTuTe ca JiekyBaHu > 24 mecena. CTemnenTa Ha TOIsIM

M% sipeH oTroBop (oneneH npu 19 nanuentu cbe CCyR) e 68% na 24-us mecen. Orie pe3ynTaTa

noQMHouIeHne Ha epukacHOCTTa ca mpeacTtaBeHu Ha Tabnuna 11.

Jumgpouona bracmna paza na XMJI u Ph+ OJLJ1

OTBOpEHO, MHOTOLICHTPOBO MIPOYYBAHE C €IHO PaMO € IPOBEICHO MPH MAUEHTH ¢ TUM(OHNIHA
osactHa (paza Ha XMJI u Ph+ OJIJI, ¢ HENOHOCHMOCT WIJIH PE3UCTEHTHOCT KbM IPEAIIECTBAIIO
neyenne ¢ umatuHuO. O61mo 48 manuentu ¢ numdounana d6iactHa daza Ha XMJI ca npuemanu
nazatuHu0 70 mg 1Ba IbTU AHEBHO (42 PE3UCTEHTHU M 6 ¢ HEIIOHOCUMOCT KbM UMATHHHUO).
MennaHara Ha BpeMETO OT JUarHo3aTa o HayajloTo Ha JieueHueTo e Owio 28 mecena. MeauanaTta Ha
NPOIBIDKUTEIHOCT Ha JICYCHUETO ¢ Aa3aTHHUO e Omia 3 Mecena, kato 2% OT NallMEeHTUTE ca JIEKyBaH!
> 24 mecena. CtenenTa Ha TOJISIM MOJIEKYJISIpeH oTroBop (Bcuuku 22 siekyBaHu maiueHTd cbec CCyR)
e 50% Ha 24-us mecen. B nonbiHenne, 46 nanuentu ¢ Ph+ OJIJI ca npuemanu gazatuan6 70 mg aBa
'BTH THEBHO (44 pe3UCTEHTHHU U 2 ¢ HEIOHOCUMOCT KbM MMaTuHUO). Meauanarta Ha BpeMeTo OT
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JMarHo3aTa /10 Ha4aJioTo Ha JiedeHneTo € 6mio 18 mecema. MennaHnaTa Ha IPOIBIDKUTETHOCT Ha
JIEYEHUETO C 1a3aTHHUO e Onia 3 Mecena, kKato 7% OT MaIMeHTUTE ca JeKyBaH! > 24 mecena.
CreneHTa Ha TOJISIM MOJIEKYJISIpEH OTTOBOP (BcHUKH 25 nekyBanu manuentu cb¢c CCyR) e 52% na 24-
us Mecenl. Oe pe3yaTaTH 1o OTHOLLICHHE Ha ePUKACHOCTTA ca mpeacTaBeHu Ha Tabmuma 11. 3a
oTOems3BaHe €, e ToNeMIT xeMaTtosiorudeH orroBop (I'XO) e mocturHat 66p30 (Hali-uecTo B
paMkuTe Ha 35 THH OT 3all04BaHe Ha TpUeMa Ha Ja3aTUHHUO MPH MallMeHTHTe ¢ TuMGOUIHA OllacTHA
XMJI u B pamkute Ha 55 auu npu nanuenture ¢ Ph+ OJUI).

Ta6auna 11: E¢pukacHocT Ha 1a3aTHHUO NpH KIMHAYHA n3nuTBaHus ¢asa II ¢ eqno pamo®

Muenouana Jlumdouax a
Xponnyna Hampegnan  OiacTHa 0s1acTHa Ph+ OJIJI «)(b.

(n=387) a (n=174) (n=109) (n=48) (n=46)

Xemarosaoruuen orrosop® (%0) ‘Q
MaHR (95% CI) n/a 64% (57-72) 33% (24-43) 35% (22-51) 41%.(27-57)

CHR (95% CI) 919% (88-94) 50% (42-58) 26% (18-35) 29% (17-44) 3&‘%21—50)

NEL (95% CI) n/a 14% (10-21) 7% (3-14) 6% (1-17) (5(0700 (1-18)
IMpompmxurennoct Ha MaHR (%; mo Kaplan-Meier) %)

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

2 ToMHH n/a 60% (50-70) 41% (21-60) 1}(@%&6 24% (2-47)
IuroreneruyeH otroBops (%) O
MCyR (95% CI) 62% (57-67) 40% (33-48) 34% (25-  52% (37-67) 57% (41-71)

CCyR (95% CI)  54% (48-59) 33% (26-41) 27% ) 46% (31-61) 54% (39-69)
Ipexussiemoct (%; no Kaplan-Meier) OY

be3s nporpecus
1 roguna 91% (88-94) 64% (5 @ 5% (25-45) 14% (3-25) 21% (9-34)

2 roauHU 80% (75-84) 46% (3 20% (11-29) 5% (0-13) 12% (2-23)
00610

1 roguHa 97% (95-99) 83% (77-89) 48% (38-59) 30% (14-47) 35% (20-51)

2 TOIVHN 94% (91-92) “72% (64-79) 38% (27-50) 26% (10-42) 31% (16-47)

JlaHHKTE, OTTUCAHU B Ta3H Ta6nnu@§§ OT MPOYYBAHMS, IPU KOUTO HavaHarta 103a e 6una 70 mg nBa mbTu

,I[HCBHO Buxre Touka 4.2. 3a 'BUNTEIIHATA HAYAJIHA 103a.

Hudpure ¢ ynebenen Ca pe3yJITaTUTe 3a MbPBUYHHUTE KPAtHU TOUYKH.

Kpurepun 3a xemato €H OTTrOBOp (BCHYKH OTTOBOPH Ca MOTBBPJICHU clie 4 cenMuIin): I oM

xematojorudeH oTrBop (MaHR) = meiien xemaronormder orropop (CHR) + Hsima aHHU 32 JIEBKEMUS

(NEL).

CHR (xpm{@ MJI): WBC) < onpenenenara ULN, tpom6omutu < 450 000/mm3, HaMa GnacTu wiu

NpOMUEIOTY B nepudepHara KpbB, < 5% MHEIOIUTH IUTFOC METAMHUCIIONUTH B nepnq)epﬂaTa KpBB, < 20%

6azod nepudepHaTa KpbB 1 0€3 eKCTpaMeyIapHO BKIFOUBAHE.

CH eanana XMJI/Ph+ OJIJI): WBC < onpenenenara ULN, ANC > 1 000/mm?3, tpomGorutu > 100

M3, Hama GIacTH MM IPOMHEJIOLUTH B TIepu()epHaTa KpbB, OIaCTH B KOCTHHS MO3BK < 5%, < 5%

JIOIUTH TUTIOC METaMHUEIIOIUTH B repudepHarta KpbB, < 20% 6a3opunu B nepudepHata KpsB U 0e3

excrpame/yaapHo Bkmousase. NEL: chiiute kpurepun kakto 3a CHR, Ho ANC > 500/mm?® u < 1 000/mm?,

wm Tpomboruty > 20 000/mm? 1 < 100 000/mm?,

Kputepuu 3a nurorenetudaeH oTroBop: weiicH (0% Ph+ meradasu) wim actudes (> 0%-35%). MCyR (0%-

35%) xoMOUHMpa TBIHUA U YaCTHIHHUS OTTOBOP.

n/a = Henpuioxumo; CI = noBepurenen natepsan; ULN = ropHa rpanuiia Ha HopMata

B

Pe3y.]'ITaT’BT IIpU MaUCHTU C TPAHCIUVIAaHTAWA Ha KOCTCH MO3BK CJICI JICUCHUC C I[a3aTI/IHI/I6 HE € Om
HaAIIbJIHO OLICHCH.
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Knunuunu usnumeanus paza 11l npu nayuenmu ¢ XMJI 6 xponuuna, Hanpeonania uiyu Mueiouond
onacmna aza, u Ph+ OJIJI, koumo umam pe3ucmenmnocm uiyu HenoHOCUMOCH KbM UMAMUHUO
JIBe paHIOMU3MpaHH, OTBOPEHU MPOYYBAHUS Ca OUITH MTPOBEICHU 3a OIICHKA e(pMKacHOCTTa Ha
Jla3aTUHUO, TIPUIIOKEH BEIbXK JIHCBHO, B CPABHEHUE ChC Aa3aTHHUO, TPIIIOKEH J1Ba ITBTU JHEBHO.
Pesynrarute, onucanu mo-a0:y, ce 6a3upar Ha 1oHe 2 TOJWHHU U 7 TOJUHH MPOCICAsIBaHe ClIC
3alo4YBaHe Ha JICYEHHUETO C Ta3aTHHHUO.

Ilpoyueane 1

B u3nutBaneTo mpu xpoHuyHa ¢asza Ha XMJI, mppBuuHaTa KpaiiHa Touyka € 6mia MCyR npu
UMaTHHHUO-pe3uCTeHTHU nareHTd. OCHOBHATAa BTOpUYHA KpaiiHa Touka e Ouia MCyR 1o o01ia
JTHEBHA J103a TP UIMAaTHUHUO-PE3UCTEHTHH MalueHTH. J{pyru BTOPUYHU KPaiiHA TOYKY ca OWITH
npoaspkurenHoctT Ha MCyR, TIBIT u o6ma npexussiemoct. O6mo 670 nauueHTy, oT Kouto 497 ca
OWII UMATUHUO-PE3UCTEHTHH, ca OMJIM PaHAOMU3MpaHU KbM na3atuHub B rpynu 100 mg Bean
nHeBHO, 140 mg BenHbxk AHEBHO, S0 mg nBa MbTH AHEBHO Wik 70 mg nBa mbTU AHEBHO. Men Ta
Ha TIPOIBDKUTEITHOCT Ha JICYSHUETO 32 BCHUKH MAllUEHTH, KOUTO BCE OIle ca OWiM Ha Jied C TIOHE
5-roguiHo npocaenssane (n= 205) e Ouna 59 mecena (rpanunu 28-66 Mecena). Menua
MPOIBIDKUTEITHOCT Ha JICUCHHUETO 32 BCUUKHU MAITUEHTH MPHU 7-TOTUTITHO HpocneuﬂBa &na 29,8
Mecera (rpaaunm < 1-92,9 mecena). (b'

Eduxacnoct e Ouna nocrurnara BbB BCHYKH IPYIIH, JIEKYBaHHU C 1a3aTHHUO, CGBC CXema BebxK
JHEBHO, NTOKA3Ballll CPaBHUMA €(UKACHOCT (HE MO-MaJiKa) B CPAaBHEHHUE C emara J1Ba IIbTH
JTHEBHO I10 OTHOLIECHME HAa IbPBUYHATA KpaiiHa TOUKA 32 €(hPUKACHOCT \Z}ﬂ(a B MCyR 1,9%; 95%
noBepuTesieH uarepnai [-6,8% - 10,6%]); cxemata 100 mg BenHbX JAHEBHO 00aue ¢ rokasasa mo-
no0pa 0e30macHOCT U MOHOCUMOCT. Pe3ynraTure no OTHOILEHHE MKaCHOCTTA ca NPEICTaBEeHU B
Tabmmmu 12 u 13. fb(b

Tadoauua 12: E¢pukacHocT Ha 1a3aTMHUO B IPOYyYBa @33 III 3a onTUMHU3MpaHe HA 103aTa:
nanuenTu ¢ XMJI B xpounuHa ¢a €3UCTEHTHOCT WJIM HEMOHOCUMOCT KbM
HMATHHHUO (2-TOAUIIHM pe3yJ/ITa
AN

Bcenuky manpeHTH ()S\‘ n=167
HNMaTHHHO-pe3uCTEHTHH Q)u n=124
NalHueHTH Q\Q)

CTenen HA XeMAaTOI0THYEHHSI 0”1:1"(@)[‘)6 (%) (95% CI)
CHR K 92% (86-95)
IuTOreHeTHYEH OTrOBOP® ((9@\(95% Cl)

1 4

MCyR Q

Bewnuku nanmeHTH Q 63% (56-71)

Nmatuanb-pe HTHH 59% (50-68)

MAIlUEHTH Q)

&

CCyR

Beny @.QauneHTH 50% (42-58)

@iMHHG-pe:;HCTeHTHH o i
%JHCHTH 449% (35-53)

Tosnsim MoJiekyJIsiped oTroBop npu namuentn, nocruramu CCyR" (%) (95% ClI)
Bceunuku nanuentu 69% (58-79)
VIMaTHNO-pe3UCTECHTHH

72% (58-83)
HaIlueHTH

@ Pesynrath, ChOOIICHHU IPU NMPEMOPHYATEIIHA HaYamHa 032 100 mg BeIHBK THEBHO.

5 Kpurepum 3a XeMaTOJIOTHIEH OTTOBOP (BCHYKU OTTOBOPH Ca MOTBBPACHH ciien 4 ceqmuim): [Ibmen
xematojoruder orroBop (CHR) (xpornana XMJT): WBC < onpeneneHn CTOWHOCTH 3a TOpHA TpaHUIIA Ha
gopmara (ULN), TpomGomutn <450 000/mm?, 6e3 6nacTHY KIETKH MM IPOMHEIOLHUTH B IepudepHaTa KpbB,
<5% MHETOUTH IUTIOC METaMHUEIIONUTH B rieprudepHaTa KpbB, 0azoduin B neprudepHaTta KpsB <20%, u 6e3
eKCTpaMe/yJIapHoO 3acsraHe.
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® Kpurepun 3a riuroreHeTH4eH otroBop: mbieH (0% Ph+ mertadasu) nin wactuuen (>0%—35%). MCyR (0%—
35%) xoMOUHUpa TBJICH U YaCTHYCH OTTOBOP.

" Kpurepun 3a ToisiM MOJIEKYIsIpeH oTroBop: onpeneneH kato BCR-ABL/korTponan Tpanckpunta < 0,1% upes
RQ-PCR B npobu ot niepudepHa KpbB.

Tadauua 13: IbarocpoyHa e(pukacHOCT Ha Ja3aTUHUO B poyuBaHe (aza I1I 3a onTuMuzupane
Ha no3aTta: nanueHTH ¢ XMJI B Xxponu4Ha ¢a3a, ¢ pe3HCTEeHTHOCT HJIN
HEMOHOCHMOCT KbM MMATHHUO?

Munumajien Mmepuoa Ha 1nmpocjicaaBaHe

1 roguna 2 roagvHU 5 ronunu 7 ronMHuU
TosisiM MoJIeKyJIsIpeH OTTOBOP
Bewnuku nanmenTH NA 37% (57/154) 44% (71/160) 46% (73
WNmatuanO-pe3ucTeHTHH NA 35% (41/117) 42% (50/120) 43% 6@ 0)
IMAaMECHTH &
IMareHTH ¢ HETOHOCUMOCT NA 43% (16/37)  53% (21/40) {@) (22/40)
KbM UMaTHHUO
IpexkuBsiemoct 6e3 nporpecus®
Benuky marnuenTH 90% (86, 95) 80% (73; 87) 51‘2&@&8) 42% (33; 51)
HNMaTuHnO-pe3sUCTEHTHH 88% (82;94) 77% (68;85) 499 ;59)  39% (29; 49)
MMaLUEHTH %)

[NanmeHTH C HEMOHOCUMOCT 97% (92; 100) 87% (76; 99)®®% (37, 76)  51% (32; 67)
KbM UMaTHHUO Q
)

0012 npeXNBAEMOCT

Bcenuku narnuentn 96% (93,99) 91% @; 96) 78% (72;85) 65% (56; 72)
HNmatnanO-pe3sucTeHTHH 94% (90; 98) (84;95) 77% (69;85) 63% (53;71)
HaleHTH

IMarmenTn ¢ Hemonocumoct  100% (100; 1@95% (88; 100) 82% (70;94) 70% (52; 82)
KBbM UMAaTHHUO ofb‘

a Vv
PesynraTu, choOIIeHH TPH npenoqumeJég@laqanHa nmo3a 100 mg BeAHBX AHEBHO.

5 TIporpecusra ce nedunrupa kKato ypenngasane 6posg Ha WBC, 3ary6a sa CHR mnm MCyR, ysenuuenue ¢
>30% na Ph+ meracdaszu, moTeepae /BP 3abonsBane wnm cMbpT. PFS e ananmsupana Ha npuHImma
intent-to-treat u nanuenture ca 1 I;g:ewmann 3a ChOUTHSI, BKJIFOUUTEITHO MOCIIEIBAIIA TePaTIHS.

Ha 6a3a na onenku mo Ka eier, JSUTHT Ha TIAIIMEHTHUTE, JICKYBaHU Che Aa3aTuHUO 100 mg
BEIHBXK THEBHO, KonTc@ﬂmeaT MCyR 3a 18 mecena, e 93% (95% CI: [88%-98%]).

Edukacuocrra cpb OLIEHsIBaHA IPH MAIMEHTH, KOUTO ca ¢ HEIOHOCUMOCT KbM UMaTuHUO. [Ipu
Ta3u IMOITyJIalLl neHTH, kouto nomyyasaT 100 mg Benusx qHeBHO, MCyR e nocturnat npu 77%,
u CCyR np 0.

Hgoy%@g
B mgiidirsane npu Hanpennana dasza na XMJI u Ph+ OJIJL, nepBuunaTa KpaiiHa Touka e 6uia MaHR.
O& 611 maumeHTH ca paHAOMH3UpaHHU Aa pueMaTt nazaTuauo 140 mg Beaubx qHEBHO win 70 mg
JIBa TbTH AHEBHO. MeanaHaTa Ha MPOIBDKUTEIHOCT Ha JIedeHHeTo e 6nna okoio 6 mecena (ot 0,03-
31 mecera).

Cxemarta ¢ eTHOKpaTeH JIHEBCH NIPUEM € TI0Ka3aia CpaBHUMa eUKACHOCT (HE IM0-Mallka) ChC cXeMaTa
C TIpYEM JIBa ITBTH JHEBHO 110 OTHOIIIEHUE HAa IbPBUYHATA KpaiHa TOYKa 3a e(PUKACHOCT (pa3jifKa B
MaHR 0,8%; 95% nosepurenen untepsai [-7,1% - 8,7%]); cxemaTa ¢ mpueM Ha 140 mg BeTHBK
JTHEBHO 00aye e mokasasa 1o-100pa 0€30MacHOCT ¥ IOHOCHMOCT.

CreneHuTe Ha MOBIUsBaHE ca npeacTaBeny B Tabnuma 14,
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Tadoauua 14: E¢puxacHoct Ha 1a3aTuHu0 B npoyuBaHne ¢a3a 111 3a onTumMu3upaHe Ha 103aTa:
XMUJI B nanpeanaiaa ¢gaza u Ph+OJLJI (2 -roquuinm pe3yJjaraTtu)a

Jlumdouana
Hanpennana  Muejouana 6jacTHa OJacTHa Ph+OJII
(n=158) (n=175) (n=33) (n=40)
MaHR? 66% 28% 42% 38%
(95% CI) (59-74) (18-40) (26-61) (23-54)
CHR® 47% 17% 21% 33%
(95% ClI) (40-56) (10-28) (9-39) (19-49)
NEL® 19% 11% 21% 5%
(95% Cl) (13-26) (5-20) (9-39) (1-17) (O"b
MCyR® 39% 28% 52% 0% &
(95% ClI) (31-47) (18-40) (34-69) (54-8 Q
CCyR 32% 17% 39% @&
(95% CI) (25-40) (10-28) (23-58) 0(%66)
@ PegynraTy, chOOLIEHH ITPU NMPENOPHhUYUTENIHA HadamHa 1o3a 140 mg BeHBK JTHEBHO (B(b.%o'n(a 4.2)).
6 Kpurepuu 3a XeMaTOJIOTHUEH OTTOBOP (BCHUKH OTTOBOPH €a MOTBLPJIEHH Ciiell 4 uiy): Iomsam
xematojorudeH orroBop (MaHR) = nbien xemaronoruuen orrosop (CHR) + JIaHHH 32 JIEBKEMMUS

(NEL).
CHR: WBC < uncturyuuonanna ULN, ANC > 1,000/mm?, TpOM6OHI/ITPl§00,OOO/mm3, 6e3 OJIaCTHH KJIETKU
WM IPOMHENIONUTH B niepudepHara KpbB, KOCTHOMO3bYHHU OnacTu < @ 5% MHENOLUTH TLTIOC
METaMHENIOINTH B TepudepHaTa KpbB, 6a3odmm B nepudepHara 20% u 6e3 ekcTpameryIapHO
BKJIFOYBAHE. %
NEL: cemute kputepuu kato 3a CHR, 5o ANC > 500/mm® u Q 00/mm?® umm TpombormTa > 20 000/mm? n
<100 000/mm3.

* MCyR kombunupa neinus (0% Ph+ meradasn) n gacr, @ﬂ (> 0%-35%) otrosop.

CI = nosepurenen unrepsai; ULN = ropHa rpaHura @Mma.

[Ipu nauvenTu B HanpegHana ¢aza Ha XM %KyBaHI/I cbc 140 mg BeqHBK AHEBHO, MEIMaHATA HA
npoasipkuTenHocT Ha MaHR u cpennara a PEeKUBSIEMOCT He € Oula JOCTUIHATa U MeJlMaHaTa Ha
[1BI1 e 6una 25 mecena. G

[Ipu nmanmenTH ¢ MUenTONIHA 6na‘g§1a ¢aza na XMJL, nexyBanu csc 140 mg BeIHBK THEBHO,
MeIuaHaTa Ha MPOAbIDKUTEI Ha MaHR e Ouna 8 mecena, menuanara Ha I1BI1 e Ouna 4 mecena;
MenuaHaTa Ha 00Ia mpex oct e 6una 8 mecena. [Ipu manuenTu ¢ tumdonana OnactHa ¢asa Ha
XMJI, nexyBanu cbe 1 %5 g BEJHBX JTHEBHO, MeJlMaHaTa Ha npoabpkuTeaHocT Ha MaHR e Ouna 5
Mecela, MeuaHaTa Ha e Owiia 5 Mecena M MeJlMaHaTa Ha oOIia npexkuBseMocT e omna 11

MeEcea. @

IIpu mamuen &e h+OJ1J1, nexyBanu cbc 140 mg BeqHBK JHEBHO, MEIMAHATA HA
npom)nxﬁmocwa Ha MaHR e Ouna crotBeTHO 5 Mecena, Mmenuanara Ha [1BI1 e Ouna 4 mecena u
Mezma@~ Ha 00112 IPeXXUBIEMOCT € Omia 7 Meceria.

He%anHqHa TOITYJIAINS

Heduampuunu nayuenmu ¢ XMJI

Ot 130 marmuentn ¢ XMJI B xporuuHna (aza (CML-CP) ekyBanu B IB€ IeIUATPUIHN TPOYIBAHHUS,
HEepaHIOMH3UPAHO OTBOPEHO MpoyuBaHe (paza 1 ¢ Bapupamy 1031 U HEPAHAOMHU3UPAHO OTBOPEHO
npoyuBaHe ¢asza 2, 84 manueHTH (U310 OT Ipoy4BaHe (aza 2) ca HoBoauarHoctuiupanu ¢ CML-
CP u 46 nauuentu (17 ot npoyuBane daza 1 u 29 ot npoyuBane dasa 2) ca ¢ pe3UCTEHTHOCT WX
HETMIOHOCHUMOCT KbM INpeaxoIHa Tepanus ¢ uMatuauO. JleBetaeceT u cegem ot 130-Te meauatpuyau
namuentd ¢ CML-CP ca nexyBanu ¢ nazaTunu6 tadnetkn 60 mg/m? BeiHbK JHEBHO (TIpH
MakcuMaitHa o3a 100 mg BeTHBK JHEBHO MPH MAIIMSHTH TOJIIMa TelecHa MOBBEPXHOCT (BSA)).
[TanuenTrTe ca NIeKyBaHH O IPOTrPECcHs Ha 3a00ISBAHETO WU JI0 HETIOHOCUMA TOKCUYHOCT.
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OCHOBHUTE KpaiHU TOYKH 32 €PUKACHOCT ca: bjeH nuroreHeTrndeH oTroBop (CCyR), romsam
nurorenetndeH otroBop (MCyR) u romsam Monekynsaper orroop (MMR). Pesynratute ca
npencraBeHu Ha Tabnuna 15.

Ta6auna 15: E¢pukacHoct Ha nazaTuHud npu neguatpuynu naguentu ¢ CML-CP
KymyJiaTuBeH 0TroBOp BbB BpeMeTO 110 MUHMMAJICH NIEPUO/ HA NpocJieisiBaHe

3 mecena 6 Mecela 12 Mmecena 24 mecena
CcyR
(95% CI)
HoBoauarnoctuim 43,1% 66,7% 96,1% 96,1%
paHu (29,3 57,8) (52,1 79,2) (86,5 99,5) (86,5 99,5)

(N =51)a (o
&L

Ipenxomna 45,7% 71,7% 78,3% 8&&)
Tepanus ¢ uvatmEn6 (30,9 61,0) (56,5 84,0) (63,6 89,1) @@s 92,2)
(N =46)b
,b’b

McyR %)
(95% CI) Q
HoBoauarnoctuim 60,8% 90,2% 98@8\ 98,0%
paHu (46,1 74,2) (78,6 96,7) ( 00) (89,6 100)
(N=51)a %)

X
IIpenxoana Tepanus 60,9% 82,6% (b 89,1% 89,1%
C UIMaTHUHUO (45,4 74,9) (68,6 92,2bQ (76,4 96,4) (76,4 96,4)
(N=46)b 9\\2\
MMR Q¢
(95% CI) Q)‘b
HoBoamarsocTuim 7,8% @) 31,4% 56,9% 74,5%
paHu (2,2 18,9) ‘2‘ (19,1 45,9) (42,2 70,7) (60,4 85,7)
(N =51)a &0
[Ipenxoana Tepanus @/o 26,1% 39,1% 52,2%
¢ MMaTHHUO Q@ 28,9) (14,341,1) (25,1 54,6) (36,9 67,1)

(N = 46)b
Q\Q\

-
2 TTanueHTH OT n&pwmo npoyuBaHe (aza II ¢ HoBogmarnoctuupana CML-CP, npuemaniu nepopaiHo

TabyetHa o
6 Tlanuent eqnaTpuaan npoyuBanns ¢aza I u Il c CML-CP ¢ HeMOHOCHMOCT MIIH PE3UCTEHTHOCT KbM
HM&TI@ HeMally epopayHo TadieTHa popma

B%gfanHHHOTO nmpoy4BaHe ¢aza 1, cieq MUHIMAITHO TIpocieasBaHe OT 7 TOAUHU, OT 17-Te
narerTu ¢ CML-CP ¢ pe3ucTeHTHOCT Wi HEIIOHOCUMOCT KbM UMAaTUHUO, MEIMaHaTa Ha
npoabmkutenHoctta Ha PES e 53,6 mecena, a ctenenta Ha OS e 82,4%.

B nenuarpuunoTO nipoyuBaHe (paza 2, npu manueHTH, IpueMaIiy tabaeTHara ¢popma, OUaKBaHHUST
PFS ot 24 mecena cpen 51 nanmentu ¢ HoBoguarnoctuiupana CML-CP e 94,0% (82,6, 98,0) u
81,7% (61,4, 92,0) cpen 29-re CML-CP nanueHTs ¢ pe3UCTeHTHOCT/HENOHOCUMOCT KbM UMATHHHO.
Crnen mpocnensBane ot 24 mecena, OS nmpu HoBoguarHoctuiupanu nanueHta € 100% u 96,6% mpu
MAIUEHTUTE C PE3UCTEHTHOCT/HEMOHOCUMOCT KbM UMATHHHO.

B neauarpuuno npoyusane ¢aza 2, | HOBOJUArHOCTUILIMPAH NAIMEHT U 2 TAIIMEHTH ¢ PE3UCTEHTHOCT
WJIM HETTOHOCHUMOCT KbM UMATHHHO ca rporpecupaiu 1o XMJI B 6iactHa (dasa.
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Ha 33 HoBogmarHocTurpanu neauatpudau narueHTa ¢ CML-CP e npunaran ma3zatuaud mpax 3a
TepopasHa Cycrensus B 1o3a 72 mg/m?. Tasu no3a npenoctass 30% Mo-HUCKA EKCIIO3UIMS B
CpPaBHEHUE C MPENOpPbUYUTETHATAa 032 (BXK TOUKA 5.2 OT KpaTKaTa XapaKTepUCTHKA Ha MPOYKTa,
ChABPIKAII Ja3aTHHUO 1o popmara Ha mpax 3a nepopanna cycrensus). [Ipu te3u namentu, CCyR u
MMR ca CCyR: 87,9% [95% CI: (71,8-96,6)] u MMR: 45,5% [95% CI: (28,1-63,6)] na mecen 12.

Ot nexkyBaHUTE ¢ Aa3aTHHUO neauatpudnay nanueHTd ¢ CML-CP ¢ npenuiiiHa ekcro3utiys Ha
UMaTUHKUO, Ha Kpasi Ha TepalusiTa ca yCTaHOBeHH cienaute mytanun: T315A, E255K u F317L.
O6aue, mpeau 3amouBane Ha TepanusTa chio ca ycranoBenn E255K u F317L. He ca ycraHoBeHH
MyTalliu Ha Kpas Ha TepanusTa Mpyu HOBOAMArHOCTUIMpaHH manueHTn ¢ CML-CP.

Heouampuunu nayuenmu ¢ OJIJ1
EdukacHocTTa Ha 1a3aTHHUO B KOMOMHAIUS ¢ XMMHOTEPAIIHs € OLICHEHA B OCHOBHO HpquBaH%(b'
MIeAMATPUYHY MMAIMEHTH Ha Bh3PACT HaJl €IHA TOANHA ¢ HoBoauarHoctunupana Ph+ OJIJL. @

B TOBa MHOTOILIGHTPORBO MPOYYBAHE C HCTOPHUECKa KOHTpoJIa (paza 2 ¢ ma3zaTuHuO, 1006a &KTnM
cTaHnapTHa xumuotepanwus, 106 neguaTpuuHy MaMEeHTH ¢ HOBOJAMArHOCTUITMpaHa P JUL, ot
kouto 104 ¢ moteepaena Ph+ OJUI, ca momyyaBanu na3atuHuO Opu THEBHA 1032 /m? o cxema
Ha Tprutarade 6e3 mpekbeBaHe 10 24 Mecera B KOMOMHAINS ¢ XUMHOTEPaITHL. JIeCeT M IBaMa
NALHEHTH Ca IOJIyYaBali CaMo Ja3aTHHUO TableTKH, 24 MalMEHTH ca TI0JlyIgBAIM TIOHE BEHBK Mpax
3a mepopaliHa CyCIleH3Hsl, 8 OT KOUTO ca MOy4YaBajiy camo Mpax 3a Mepo cycnensus. OcHOBHaTa
CXeMa Ha NPHJIaraHe Ha XUMHOTepaIus ¢ Ouia ChilaTa, KOsITO ¢ H3Mon3pgha B mpoyusanero AIEOP-
BFM ALL 2000 (xuMroTepareBTHIeH CTaHAAPTEH IIPOTOKOJT 3 TIO0 MuoTepanust). OcHOBHaTa
KpaifHa Touka 3a epuKkacHOCT € Onia 3-TOIUIIHA PEKUBIEMOCT ceouTnsa (EFS), kosTo e 6una
65,5% (55,5, 73,7). fb(b

YecToTara Ha AIMEHTUTE, HETATUBHU 32 MUHUMAJTHO O e&qu 3abomsaBane (MRD), ortenena upes
npenapexxaane Ha Ig/TCR, e 71,7% B kpas Ha KOHCOIQQJH;{Ta IIPU BCUYKU JICKYBaHU MTALIUEHTH.
Korato Ta3u uecrora ce ocHOBaBa Ha 85 malMEHT enumu [g/TCR nokazarenu,ce u34ucisaBa Ha
89,4%. UecroTaTa Ha IMAalIMEHTUTE, HEraTHBHU B Kpas Ha WHIYKITUATA ¥ KOHCOJTUIAIMSITA,
HA3MEPEHO Ype3 MOTOYHA IUTOMETPUS, € CbOT 0 66,0% u 84,0%.

52 ®dapMakOKHHETHYHHU CBOﬁCTBE\z\@

dapMaKOKHHETHKATA Ha z[a3am13<nse OlleHEeHa TIpH 229 BH3pACTHH 3]JpaBU UHIAUBUIM U MPH

84 nmanueHTu. %

AOcoporus OQ\

Jazaruan6 ce abcopd 'bP30 TIPH MMAIIUESHTUTE CJIE]T TIEPOPATHO IPHIIOKEHHE, C TTMKOBHU TUTa3MEHU
KOHIICHTPAITUH M 0,5-3 gaca. Cienr mepopaliHO IPUIIOKEHHE, TIOBUIIICHUETO Ha cpeaHaTa
excrio3uius (A € IPUOJIM3UTEITHO MPOTIOPIIMOHATHO Ha MOBUIIICHUETO Ha JI03aTa IPH JI03H,

Bapupaliy OT g 1o 120 mg nBa nbTH AHEBHO. CpeAHUAT TEpMUHAJICH OIYKUBOT Ha Ja3aTUHUO
IpU Manue ¢ € MpHOIU3UTENIHO 5-6 Yaca.

Han ; TIOJTY9EHU OT 37paBUTE HHIUBUIH, IpUeMann eAnHn4YHa 1032 100 mg nazatuHuo

3 HyTu ciie; Oorata Ha Ma3HUHM XpaHa, mokaseat 14% nosumenne Ha cpearata AUC Ha
nazatuanO. [IpremMbT Ha HUCKOMacieHa xpaHa 30 MUHYTH Tipeau Aa3aTuHUO Boau 10 21%
nosuieHue Ha cpeqHara AUC Ha nazatunn®. HabOnromaBannTe eexT Ha XpaHata He BOJAT JI0
KJIMHUYHO 3HAYUMH NMPOMEHH B €KCIO3MIINATA. BapraOuiHOCTTa Ha EKCITO3UIIMATA Ha 1a3aTUHUO ©
MO-BUCOKa cJie] preM Ha TiiagHo (47% CV) B cpaBHEHHE ¢ IPUEM CIIET XpaHa C HICKO ChIbPKaHUE
Ha MazHuaH (39% CV) 1 XpaHa ¢ BUCOKO Chabpxkanue Ha Masuuuu (32% CV).

B®3 ocHOBa Ha MoMyNAIMOHHNST apMaKOKHHETHYCH aHaJIU3 Ha MAIUCHTUTE, CE YCTAHOBSIBA Ye
BapHaOMIIHOCTTa HA EKCIIO3UIMATA HA 1a3aTHHUO ce IBJDKU TJIaBHO HA BApUAOMIIHOCT B
OMOHATMYHOCTTA NPH pa3nuiHu yciosus (44% CV) u B mo-Manka CTeleH Ha BapuaOuIIHOCT B
OMOHANMYHOCTTA U KIMPBHCA MEXAY pa3auuHuTe nanueHTu (cbotBeTHo 30% 1 32% CV). He ce

38



OYaKBa ClydJaifHaTa BapuaOMITHOCT Ha €KCIIO3UITUATA TIPH PA3IMYHH YCIOBUS J1a IOBIHSE HA
KyMyJIaTHBHATa €KCIO3UIHS U e(hUKACHOCTTA HITH 0€30IacHOCTTA.

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

Bapuanusa (CV% 93%) xoeto mpenrosnara, 4e JEKapCTBEHHST MPOAYKT CE€ pasnpeneis B 3HAUNTeIIHA
CTEIEH B U3BBHCHOBOTO MIPOCTPAHCTBO. [Ipy KIMHUYHO 3HAYMMHU KOHIICHTPAIINHY Ha JTa3aTHHHO,
CBBP3BAHETO C TUIA3MEHHUTE MPOTEHHHU € MPUOTU3UTETHO 96%, Onpee]ICHO Bh3 OCHOBA Ha IN Vitro
EKCIIEpUMEHTAITHUTE TIPOYYBAHHUS.

MeTtaboau3bsm

[Ipu xopaTa na3aTuHNO ce MeTaboNIM3Upa EKCTEH3UBHO, KaTO IIPH 00pa3yBaHETO HAa METaOOIUTHTE
B3€MarT y4acTHE MHOXKECTBO eH3uMu. [Ipu 31paBu uuausuay, npuemanu 100 mg [YC] -6enﬂ3aH©(b'
Ja3aTUHUO, HETIPOMEHEHUST Na3aTUHUO nmpencTasisaBa 29% oT paInoaKTHBHOCTTA B TIa3MaTay,
[Tna3menaTa KOHIIGHTpaNUs U H3MEpeHaTa in Vitro akTHBHOCT MOKa3Bart, 4e MeTabOJIUTHTE
Ja3aTHHUO OOMKHOBEHO HE UTPasT rojisiMa poJisi B HaOrogaBaHaTa (hapMaKoJorus Ha @'ﬁa.

CYP3A4 e oCHOBHHSIT €H3UM, OTTOBOPEH 3a MeTaboIM3Ma Ha 1a3aTHHUO. *
Enumunupane (b(b'

CpeIHUST TepMHUHAJIEH MOJTYKHUBOT Ha Aa3aTHHUO € oT 3 110 5 yaca. Cpennuﬂ@pml/men nepopaneH
kaupbHC € 363,8 I/hr (CV% 81,3%). ‘2‘

EnumunaMpaneTo ce ochlecTBsIBa NpeAUMHO upe3 dereca, TIaBHO opMara Ha METa0OJIUTH.
Ciiest NPUIIOKEHUETO Ha €IMHMYHA Niepopaina no3a [4C]-6enss aTnHUO, mpubmM3uTenHO 89%
OT Jj03aTa ce enuMuHupa B pamkute Ha 10 gan, kato 4% u 859 PaAMOAaKTUBHOCTTA CE€ OTKPHUBA

CHOTBETHO B ypuHarta u ¢erneca. HempoMeHeHUAT nazaTuu 3nu3a Ha 0,1% u 19% ot noszata
CHOTBETHO B ypUHATa U ereca, KaTo 0CTaHAIATa YacT (6 aTa e moJ| popMaTa Ha METaOOIHTH.

YepHoapoOHO 1 OBOpPEUHO YBpEKIAHE §
EdexThT 0T 4epHOpOOHOTO YBPEKAaHE BHPXY aKOKMHETHKaTa Ha eIMHUYHA 1032 Ja3aTHHUO €
OIICHCH TP 8 MAIUEHTH C YMEPEHO YEPHOIP YBpEkKIAaHEe, KOUTO MOIy4aBar jo3a 50 mg, u npu
5-Ma manueHTy ¢ TeXKO YepHOIPOOHO YB aHe, KOUTO Toy4aBar jqo3a 20 mg, cpaBHEHHU ChC
3/1paBH JOOPOBOJIITH, KOUTO TTOJTy9IaBaT 70 mg nazatuan®. Cpeganre Crax 1 AUC Ha ma3aTuHUO
3a 1o03a 70 mg ca HaMaJeHHu ChOTBETHO, C'47% 1 8% Mpu MaUEeHTH ¢ YMEPEHO YePHOPOOHO
YBpEKIaHE B CPABHECHHUE C MAlUeHEH C HOpMaliHa YepHOApoOHa GyHKIHMs. [Ipy narmeHT ¢ TexKo
YepPHOIPOOHO HAPYIIICHHUE CPE e Cmax 1 AUC 3a mo3a 70 mg ca HamaseHu ChOTBETHO ¢ 43% u
28% B cpaBHEHHE C Haunem@\ opMaiiHa YepHOaApoOHa GyHKIWMs (BX. Touku 4.2 u 4.4).

Jazatuanb u HeFOBHTQ&'a%HHTH ce eKCKpeTHpaT MUHUMAITHO upe3 ObOperure.

IleguaTpuyHa 11 anus
®dapMaKoOKUH Ta Ha Ja3aTUHHO € orleHeHa npu 104 meauaTpudHy TAMeHTH ¢ JICBKEMUS WITH

COJIMIIHH T u (72 ca npuemanu tabierHara ¢popma, a 32 nazaTMHUO Npax 3a IepopaiHa
cycneHj
II IUAaTPUYHO (PapMaKOKWHETUYHO MIPOYYBaHE KOPUTUPAHATa CIIPSIMO 103aTa eKCIIO3UIHS Ha

1a3atHHUO (Cavg, Cmin 1 Cmax) m3rIek 12 og00Ha nipu 21 marmentu ¢ CP-CML u 16 manuentu ¢ Ph+
OJIJL.

dapMakoKMHETHKATa Ha TabjaeTHaTa opMa Ja3aTHHHUO ¢ OlcHeHA ITPH 72 MeAUaTPUYHH MAIUCHTH C
peruaMBrpana wid pedpakTepHa JIEBKEMHUS WA COJUIHNA TYMOPH MPH MEPOPATHU A03U B AHANA30H
ot 60 10120 mg/rn2 BeIHEBX qHeBHO U 50 no 110 mg/rn2 IBa IbTH qHEBHO. OOeIMHEHNUTE JAHHU OT
JIBE TIPOYYBaHMsI [TOKa3BaT Obp3a abcopOiwst Ha ga3atuHuO. CpeTHOTO Tmax € Mexy 0,5 u 6 Jaca, a
CPETHUSIT MOIYXKUBOT € B TUAIIa30H OT 2 A0 5 Jaca IpHU BCHYKH JTIO3UPOBKU U BB3PACTOBH TPYIIH.
®dapMakOKMHETHKATA Ha 1a3aTUHUO ITOKa3Ba MPOIMOPIIMOHAIHOCT Ha JI03aTa, C TOBUIIICHHE HA
EKCITO3UIUATA B 3aBHCUMOCT OT J[03aTa, HaOJIF01aBaHO MPH MeUATPUIHN NarreHT. HaMa 3HaunMa
pasiuKa BbB (papMaKOKHHETHUKATA Ha Ja3aTHHUO MEXIy nera U roHomu. CpeHITe TeOMETPUIHI
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CTOMHOCTH TIPH HOpMAJTU3UpaHa CIIpsMo fo3aTta Ha ma3aTHHIO Cmax, AUC (0-T) u AUC (INF)
W3TIISKIAT TOJO0HH TIPH Jella ¥ FOHOIIY MTPH PAa3IUYHUTE TO3UPOBKH. CuMyranus, 6a3upana Ha
nomyJaiinoneH gapmakokuaerudeH mojen (PPK), mpensrxia ye mpernopbhYuTeTHATE T03H,

T epeHIIMPaHU TI0 TEJIIECHO TETJI0, ONMCAHU 3a Ta0JIeTKaTa B TOUKa 4.2, ce 04aKBa Jia MPeI0CTaBSIT
110J00Ha €KCIIO3UIKs Ha TabaeTHa 103a ot 60 mg/m?. Tesu naHHM TpsAGBaA 1a ce MMAT IPEABUL B
ciy4ail Ha mpeMHuHaBaHe OT TabjeTHa opMa KbM a3aTHHUO pax 3a MepopaHa CyCIeH3Us WiIH
00paTHOTO.

5.3 TIpeakJIMHUYHH JaHHH 32 6€30MACHOCT

HexauanauusT mpodun Ha 6€30IacHOCT Ha 1a3aTHHUO € OIleHeH B GaTepus ot in Vitro u in vivo
TECTOBE MPH MHIIKH, IUTbXOBE, MAMYHH U 3aMIIH.

>
[IbpBUYHNTE TOKCHYHU eEKTH ce HAOII0IaBaT OT CTpaHa Ha CTOMAIITHO-YPEBHATA, b
XeMaToMoeTHYHAaTa 1 TuMpHaTa cucteMu. CTOMaNTHO-YpeBHATA TOKCHYHOCT € JTO30MMHT, ?@na npu
IUTbXOBE U MailMyHH, KaTO ThHKUTE YepBa MPEACTABISABAT MOCTOSHEH MPULIEJICH OPTaH. @ ILTbXOBE,
MUHHUMAJTHO JI0 JICKO MOHMKEHUE Ha ePUTPOIMTHUTE MTApaMETPH € OHIIO MPUAPYIKEH
KOCTHOMO3bYHH IMPOMEHH; TI0J0O0OHU MPOMEHH ca Ha0JII0JaBaHu MPH MaMyHH, %’HI/ICK&
yectoTa. JIuMdounaHaTa TOKCHYHOCT MPU ILTHXOBE C€ CHCTOU OT JTUMGPOHTHO I/IS&BaHe Ha
JUM(pHUTE BB3JIH, CIe3KaTa U TAMYCa, KAaKTO U HaMaJIAIBaHE Ha TEIJIOTO Ha np@ponﬂHHTe OpraHu.
IIpoMenuTe OT cTpaHa Ha CTOMAIIIHO-YPEBHATA, XEMOIIOETUYHATA U JTUM cUCTEMa ca 00paTuMHu
cJe/1 MPeyCTaHOBABAHE HA JICYCHUETO. %2)

OcHOBHaTa 0b0peuHa MuHepanu3anus. KoxkxHU KpbBOU3IHUBU 0JII01aBaHU 110 BpeMe Ha
MIPOYYBAHE 32 OCTPa TOKCHYHOCT NMPU MaMyHH, C €IUHUY @popanﬂa 11033, ¥ HE ca HaOJII0AaBaHu
IIPY IPOYYBAHUS ¢ MHOTOKPATHO MPUJIOKEHUE, KAKTO H@ HMyHHTE, Taka U IIpH mIbxosere. [Ipu

brOpeunnTe mpoMeHu pu MaiMyHH, TpeTHpaHH 10 9 Mecena, CF aHM4YaBaT 10 ITIOBUILIABAHE HA

TUTBXOBE, 1a3aTUHNO HHXUOUpPA arperanusaTa Ha Tpo THTE iN VItro u yIb/okaBa BpeMeTo Ha
eMuIepPMAaIHO KbPBEHeE iN VIVO, HO He BOJH JI0 HOWH.’& CIIOHTaHHA XEMOPAarusi.

In vitro akTuBHOCTTA Ha 1a3aTUHHUO MTPU U3 e Bbpxy hERG u Bnaknara Ha Purkinje, npennonara
MOTEHIMATHA BE3MOXHOCT 32 yIbJKaBa KaMepHaTa pernossipu3anus Ha chprero (QT unrepsan).
Bbrpeku ToBa, Mpu €AHO iN VIVO mpoyd C eIMHUYHA /1033 IPH MaliMyHH, HE ca HaOJII01aBaHU

npomenu B QT uHTEpBana wiu (bopl\@a Ha EKI" BbiiHUTE.

JazatiuanO He e MyTareHeH Itr0 TECTOBE C OaKTEpPHAITHU KJIETKH (TeCT Ha Ames) U He €
MOKa3aJl TeHOTOKCUYHOCT I |v0 MUKpPOHYKJIEAPEH TECT IpH TUIbXoBe. Jla3aTHHUO € KiacToreHeH
in vitro pu gensmm ce AJTHU KJICTKU OT kuTaiicku xamcrep (CHO).

Hazatuau6 He HOB a (1)CpTI/IJ'II/ITCTa TPU MB)KKUTE WM )KEHCKHUTE )KUBOTHH TIPH KOHBEHIIMOHAITHO
NpOy4BaHe 1o Q eHHe Ha QepTwiInTeTa U paHHATa eMOpHOTeHe3a MPH IUTbX0BE, HO HHAYIHpa
netanuteT Ha.€MBpHOHA NIPK 103H, KOMTO e J00JMKABAT 10 KIMHUYHATA eKCIIO3HIHs TIpK Xopa. [Tpu
MIPOyYBaH eMOpro(deTaTHOTO pa3BUTHE, AA3aTHHHO CHIINO BOIH JI0 JISTATUTET HA eMOPHOHA,
CBBp3a MaJleHHe Ha Opos Ha MaJKHUTe MPH IUTbXOBE, KAKTO U M3MEHEHMS Ha CKeleTa Ha Qeryca,
Ka ¥ IUTbXOBE, TaKa W NpH 3aiiuu. Te3u eekTr HaCcThIBAT MIPH 03U, KOUTO HE BOJAT 10
TOKCHYHOCT 32 Maiikara, KOETO IT0Ka3Ba, 4e Ja3aTHHUO MPHUTEKaBa CEICKTUBHA TOKCHYHOCT T10
OTHOLICHNE Ha PENPOIYKIUATA OT UMILIAHTUPAHETO JI0 3aBbPIIBAHE Ha OPraHOreHe3aTa.

[pu Mumky, [a3aTiHUO NPEIU3BUKBA UMYHOCYIIPECHS, KOSITO € J0303aBHCHMA U CE OBIIAJISIBA
e(heKTUBHO Upe3 HaMaJIsBaHe Ha J03aTa W/ IPOMEHHN B cXeMaTa Ha npuiarade. J{azatuauo e
nokasai GOTOTOKCHYEH MOTEHIMAN MpH IN Vitro TecT 3a POTOTOKCUIHOCT C MOTIBINAHE HA HEYTPATHO
yepBeHo, ¢ MuHu Gudpobnactu. Cunta ce, 4e qa3aTuHuO He € POTOTOKCHIEH iN VIVO ciex
€THOKPATHO TEPOPATHO MPHUII0KECHUE MTPH )KEHCKH TOJIM MUIIKU TIPU €KCITO3UIIMH JI0 3 HTH T10-
BHCOKH OT SKCIIO3HIIUATA TIPU XOpa CIIe]] MPUIaraHe Ha MPENopbUUTelIHATa TePAeBTUYHATA /1032 (BH3
ocHoBa Ha AUC).
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B nByroauiiHo npoyuyBaHe 3a KaHLIIEPOI'€HHOCT IIPU IUTBXOBE Ca IIPUIaraHy IEepOpaIHy 103U
nmaszatuauo ot 0,3, 1, u 3 mg/kg/nen. Hali-Brcokara 103a BOJIY 10 HUBO Ha IJIa3MEHA €KCITO3UIIHS
(AUC) 06110 B3eTO €KBUBAJIIEHTHO HA Ta3U IPH YOBEK, KOATO OH ce MOTy4uiia B MPENOPbYUTEIHUS
uHTepBal Ha HavanHuTe 1031 oT 100 mg no 140 mg Ha neH. 3abens3Ba ce CTATUCTUUECKU 3HAYUMO
yBEIMYEHHE B 00I1aTa YeCTOTa HA CKBAMO3OKJICTHUCH KapITHOM M IaNlWJIOMHU Ha MaTKaTa u
MaTO4YHaTa MIMHKA IPH KEHCKU eK3EMIULIPU, Ha KOUTO Ca IPUJIaraHu BUCOKH J03U. [Ipu MBxku
€K3eMIUIIPH , Ha KOUTO ca MpUJIaraHd HUCKHU 103U ce HaOJl0oaBa MOBUIIIaBaHE YECTOTaTa Ha aJlcHOM
Ha mpocTtaraTa. He e n3BecTHa MPMIIOKUMOCTTA HAa HAXOJKUTE OT MPOYYBAHETO 38 KAHIIEPOTEHHOCT
MIPH TUTBXOBE 3a XOpara.

6. DAPMAIIEBTUYHU JAHHHU (b
6.1 Chnucbk HAa MIOMOIIHUTE BEelIECTBA ®©

Snpo Ha Tabnerkara O
JlakTo3a MOHOXUIPAT Q
XHIPOKCUTIPOTTUITIIEITYII03a *
Ilenyno3a, MUKpOKpHUCTaIHA (b(b'
CrmonuMep Ha METaKpHIIOBa KUCeNHHA 1 MeTakpuiat (1: 2) %4

Tank Q
Kpockapmenosza Hatpuii ‘2\

MarHe3sueB cTeapat &Q
%

DUIMOBO TIOKPUTHE (bQ
Xunpomenosa (E464) Qo3
TurtanoB nuokcun (E171) Q
CpeHOBEPHKHU TPHUTIIULIEPUIH \2\0

6.2 HecbBMeCTHMOCTH Q¢
Hemnpunoxnmo @Q;b

6.3 Cpok Ha roaHocT C)Q\

12 mecena *\é

6.4 Crneumnajanu ycﬂon@%\chxpaﬂeﬂne

To3su nekapcTBeH HQ@%T HE M3HMCKBA CIICIUATHY YCIIOBUS Ha ChbXPaHEHHUE.

6.5 Bunm g{@pmaﬂne HA ONMAKOBKATA

I[a3aTI/IH‘ug?\CCOI’dDharma 20 mg, 50 mg u 70 mg dbuaMupaHu TaOACTKH

Bj@@pn ot Al / Al (6arctepu i niepbopupanu OJUCTEPH C SAUHHUYHU JT03H).

KaproneHa onakoBka, chabpakaiia 56 uwin 60 GuaMupaHu Ta0JIETKU B OJUCTEPH.

KaproneHa onakoBka, chappaxkaiia 56 X 1 win 60 X 1 punmupana tadinetka B nephopupanu OJUCTepr

C CAMHUYHHA JO3H.

Jasatuan6 Accordpharma 80 mg, 100 mg u 140 mg dbuiMupasu TabieTku

Baucrepu ot Al / Al (6nrctepu win niepdoprupanu OJUCTEPH C SAUHUYHU JT03H).

KaproneHna onakoBka, chabpxkaiia 30 uiu 56 Gpuamupanu Ta0JIeTKU B OJUCTEPH.
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Kapronena omakoBka, ceappikama 30 X 1 wm 56 X 1 dunmupana tabnerka B nepdopupanu Oiauctepu
C CIUHUYHH JIO3H.

He Bcuukn BHIOBH OIIAKOBKHM MOTraT aa 6’L,I[aT ITyCHATHU Ha mas3apa.

6.6 CrnenuajHH NMpeANa3HU MePKHU NPH U3XBBPJIsiHE U padoTa

IIpenoppuBa ce MEAUIIMHCKUTE CIEIIUATMCTH A U3MOA3BAT JATEKCOBU WJIM HUTPUIIHU PHKABUIIM 3a
eAMHNYHa yrnoTpeba mpu paboTa ¢ TabJIeTKH, 3a J1a CBeIaT 10 MHHUMYM PUCKa OT €KCIO3UIHA Ha
KOXKaTa, B ClTy4aid ue GUIMHpaHUTE TaOJIETKH ObJaT HelpeIHAMEPEHO PA3TPOIIICHH UIIH CUYTICHH.

Hewnsnon3panusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIU OT HETO Tp$16Ba Ja ce I/ISXWT
B CBOTBCTCTBHUEC C MCCTHUTC N3HMCKBAHM. @

7. NNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA *Q

Accord Healthcare S.L.U. %
World Trade Center, Moll de Barcelona, s/n, Q
Edifici Est, 62 Planta, ‘2‘

08039 Barcelona, &Q
%)

Ucnanns
o
8. HOMEP(A) HA PABPEHIEHUETO 3A YHOTP@,Q&

Jazatuau6 Accordpharma 20 mg dunmMupanu Ta6@

EU/1/21/1541/001 QA
EU/1/21/1541/002 (bﬁ\
EU/1/21/1541/003 Q
EU/1/21/1541/004 Q\Q)

Hazatuau6 Accordpharma 50 mg QHSK/JHDaHH TaOJIETKU
EU/1/21/1541/005 N~

EU/1/21/1541/006 9\‘\

EU/1/21/1541/007 ®)

EU/1/21/1541/008 QQ

Jazatuau0b Accor(g) arma 70 mg dbwiMupanu TaOIeTKH

EU/1/21/154
EU/1/21/1 0
EU/1/21 /011

H&HHI/@ Accordpharma 80 mg ¢hunmupadu TabaeTKu
EU/1/21/1541/013
EU/1/21/1541/014
EU/1/21/1541/015
EU/1/21/1541/016

Jazarnan6 Accordpharma 100 mg ¢puiMupanu TabaeTku
EU/1/21/1541/017
EU/1/21/1541/018
EU/1/21/1541/019
EU/1/21/1541/020
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Jazatnan6 Accordpharma 140 mg ¢puiMupanu TabaeTku
EU/1/21/1541/021
EU/1/21/1541/022
EU/1/21/1541/023
EU/1/21/1541/024

9. JATA HA IT'bPBO PAZPEHIABAHE/IIOJJHOBSABAHE HA PABPEILIEHUETO 3A
YIIOTPEBA

Jata Ha mepBOTO paspemienne: 24 mapt 2022 T
)

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA &Q

IMTonpo6Ha nH(OpMaIMs 32 TO3M JISKAPCTBEH MPOIYKT € IpeJjocTaBeHa Ha yeOcaiita omneiickara
areHuus 1o Jekapcrpata http://www.ema.europa.eu. 2
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A
<
MIPHJIOKEHME IT QQ&
A. TIPOU3BOJUTEJ(H), OTTOBOPEH( OCBOBOJKIABAHE HA

IMAPTUIN o

b. YCJIOBUA NJIN OFPAHH‘IEH{@A JOCTABKA U YIIOTPEBA
N

B. JAPYI'MYCJIOBUA N I/I3%)(§AHI/I}[ HA PABPEHIEHUETO 3A YIIOTPEBA

r. YCJIOBUA NJIN OFP@II{EHI/IH 3A BE3OIIACHA 1 EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHUS TIPOAYKT
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A.  TIIPOU3BOJUTEJI(M), OTTOBOPEH(H) 3A OCBOBOKJIABAHE HA TAPTUIN

HmMe u aapec Ha nponsBoauTensa(UTe), OTTOBOPEH (M) 32 OCBOOOKIABAHE HA HAPTUIUTE

Pharmascience International Limited
1% Floor Tacovides Tower, 81-83 Griva Digeni Avenue

Nicosia, 1090,
Kunsp

b. YCJIOBUsA UJIN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA @QD

JlexapCTBEHHAT MPOIYKT CE OTITyCKa MO0 OIPaHUYCHO JICKAPCKO Tpeanrcanue (BxK. prm@&mm I
Kpartka xapakTepucTika Ha IpOAyKTa, ToUKa 4.2). *

>

B. JPYI'U YCJIOBUA U U3BNCKBAHUS HA PASPELIEHUETO % MNOTPEBA
- IlepuonnyHu akTyaaIu3MpaHu AokJaan 3a oesomacHoct (I1

N3uckBanusita 3a nojgasane Ha [TAJIb 3a To3u JiekapcTBEeH npoayx&mcoqem/l B CIIMCBHKA C
pedepentrute natu Ha EBponeiickus cpio3 (EURD crmcok), uaeH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, u BbB BCUUKHU CJICABALIH aKTyaJIn3 , MyOJINKyBaHU Ha €BPONECHCKUS
yeOmopTa 3a JiekapcTBa.

L
T. YCIOBUSA NJIN OTPAHUYEHUS 3 OINTACHA U E®OEKTUBHA YIIOTPEBA
HA JEKAPCTBEHUS ITPOJAYKT (b

- Ilnan 3a ynpasiieHne HA pUCKa @)

IIpuTexaTenar Ha pa3pemeHueTo gﬂome6a (TIPY) TpsibBa 1a M3BHPIIBA H3NCKBAHUTE IEHHOCTH U
JICHCTBYSI, CBBP3aHH C TIPOCIIE] ée Ha JIeKapCTBeHaTa 0€30IacHOCT, MocoYeHu B o100penus [1YP,
npeacraBeH B Moayin 1.8.2 PEIICHUETO 32 YIOTpeda, KAKTO U P BCUYKH CIIEABAIIN
ChIJIaCyBaHU aKTyaJll3ally 1IVP.

Axryanusupas [1YP %Ba Jla ce IoJ1aBa:
- 0 UCKaHe BpoTIielicKaTa areHIus 1o JeKapcTBaTa;
- BHHarH,/@»To ce U3MEHs CHCcTeMaTa 3a yIpaBJeHHe Ha PUCKa, OCOOEHO B pe3yNTaT Ha
nosy4y@Bale Ha HoBa HHPOPMALKsI, KOATO MOXE J1a 10BE/IE 10 3HAYMMH [IPOMEHH B
Ch LICHUETO M0JI3a/PHUCK, HIIH CJIe]] JOCTUraHe Ha BayKEeH eTall (BbB Bpb3Ka C MPOCIesBaHe
3 eKapcTBeHaTa 0€3011aCHOCT MJIM CBEX/IaHE Ha PUCKA O MUHUMYM).

45



%
N

HNPUJIIOKEHHUE |11 Q

JAHHHU BBPXY OHAKOBKA@ JIMCTOBKA
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JAHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

BBHINIHA KAPTOHEHA OITAKOBKA 3A OITAKOBKA C BJIMCTEPHU

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Hazaruan6 Accordpharma 20 mg ¢punmupanu TabneTku

na3aTHHUO
S
‘ 2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A) A
</

Bceska ¢punmupana tabnerka cpappika 20 mg qazaTuHuo. O&Q

| 3.  CHUCBHK HA HOMOUIHUTE BEINECTBA n©
Z
[TomorHY BemecTBa: ChIbpika JaKT03a MOHOXHU/IPAT. ‘2&

3a moBeye WHPOPMAIUS BHXKTE JIMCTOBKATA. &Q

o\

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EAHA ONMAKOBKA

Q‘O‘

56 ¢punmupanu TabICTKH \2\0
60 ¢unmupanu TaOIECTKH ¢Q‘
56 X 1 punmupana tabnerka Q
60 X 1 punmmupana Tabnerka Q?(b

)

X

| 5. HAYMH HA NPUWJIOKEHAE U MBT(MLIA) HA BbBEKIAHE
N\

Ipeau ynorpeba npoyerere @mwam.
[epopanuo npunoxenne ()

&K

O\
6. CHELUAJHO MPEIYIPEXIEHUE, YE JEKAPCTBEHHUSIT IPOAYKT TPSIBBA
JIA CE,CHXPAHSIBA HA MSICTO JJAJIEYE OT IOTJIEJIA M JOCETA HA JIEIIA

Ja ce c\@s&a Ha MSCTO, HEJIOCTBITHO 3a Jcla.

| 7. JIPYTH CHIEIMAJIHU MPEJYTPEXIEHUSI, AKO E HEOBXOJMMO

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

T'onen no:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE
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10.

CIIEIIMAJIHU ITPEAITA3ZHU MEPKH I1PU U3XBBPJIIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

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

08039 Barcelona,

Hcnanus b(b,

12.

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA r\&\(

EU/1/21/1541/001

EU/1/21/1541/002 ,bfb
EU/1/21/1541/003 2
EU/1/21/1541/004 *2‘\“

13.

INAPTUJAEH HOMEP AQV

ITapTupa: (b(b

| 14,

HAYMH HA OTIIYCKAHE RO

S
&

| 15.

YKA3AHUSA 3A YIIOTPEBA \QV

O

| 16.

L
WHPOPMAIINS HA BPAILJIOBA A3BYKA

o
JazaTtuaub Accordpharr%@) g
QS

| 17.

YHUKASEH WIEHTHOUKATOP — IBYU3MEPEH BAPKO/I

&V

JByusmep, (baplcon C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.

2

A )]
‘ 18\\ YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuanb Accordpharma 20 mg tabnerku

a3aTUHAO

| 2. MIME HA NTPUTEJKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA , 0 |
2
Accord &Q
O
Q
‘ 3. JATA HA U3THYAHE HA CPOKA HA T'OJJHOCT rx\\ ‘
(bU'
EXP %)
~2~\“
N%)
4, IMAPTHUJAEH HOMEP D
QU
Lot $)
Q’b
Qo
|5.  JIPYTO AX
Q\/‘
,bﬁ\
N
%)
Q\
A @)
N
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

BBHIIIHA KAPTOHEHA OITIAKOBKA 3A OITAKOBKA C BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accordpharma 50 mg ¢puamupanu TabeTKH
Jla3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) ;.0

Besika punmvupana Tabnetka chabpxka S0 mg ma3aTuHUO. &Q

3. CNMCBHK HA MOMOIUHUTE BELIECTBA )

TTomoliHM BeniecTBa: ChabpkKa JaKTO3a MOHOXHUIpaT. <
3a moBeve nH(GOpPMAITUS BIDKTE JINCTOBKATA. \2&

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/] YIIAKOBKA

Q;b
56 ¢unmupanu TabIeTKH Q
60 dhunvmupanu TabICTKH

56 X 1 punmupana tabierka \2\0
60 X 1 punmmupana tabierka ¢Q‘
N

Vo N

| 5. HAYMH HA NPUWJIOKEHUE UATHT(MIIA) HA BbBEKIAHE

Xt
[Ipenn ynotpeba npouerere JII/ICTQQKQ-Ba.
[Iepopanno npunoxxeHue *s&.

6. CIHEHUAJIH JAYHNPEXAEHUE, YE JIEKAPCTBEHUSAT INPOAYKT TPABBA

JA CE CbXBAHSIBA HA MSICTO JAJIEYE OT HOIJIEJA U JOCEI'A HA TEHA
A

I[a ce C’bXpaHﬂ@[a MsACTO, HCAOCTBHITHO 3a JACIa.

X

| 7. . JIPYIHM CIEIMAJIHU IPEAYPEXKIEHMSL, AKO E HEOBXOJJUMO

N

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEIWMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Accord Healthcare S.L.U.

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

08039 Barcelona,

Hcnanus b(b,

12. HOMEP(A) HA PASBPEHIEHUETO 3A YIIOTPEBA r\&\(

EU/1/21/1541/005
EU/1/21/1541/006 ,b’b
EU/1/21/1541/007 o
EU/1/21/1541/008 Q\\v

13. TAPTHUIAEH HOMEP ,-\@V

ITaptuna: Q(b(b

| 14, HAYMH HA OTITYCKAHE RS

S
&

| 15. YKA3AHMS 3A YIIOTPEBA Q)Y

O

XL
| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

o
JazaTtuaub Accordpharr%@) g
QS

| 17. YHUKASEH WAEHTHPUKATOP — JIBYU3MEPEH BAPKO/I

RV
JByusmep, (baplcon C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.
N
‘ 18\\ YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
PC
SN

NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruanb Accordpharma 50 mg tabnaerku

a3aTUHAO

| 2. MIME HA NTPUTEJKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA , 0 |
2
Accord &Q
O
Q
‘ 3. JATA HA U3STHNYAHE HA CPOKA HA T'OJJHOCT rx\\ ‘
(bU'
EXP %)
~2~\“
N%)
4, IMAPTHUJAEH HOMEP D
QU
Lot $)
Q’b
Qo
|5.  JIPYTO AX
Q\/‘
,bﬁ\
N
%)
Q\
A @)
N
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA OITIAKOBKA 3A OITIAKOBKA C BJINCTEPA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accordpharma 70 mg ¢puamupanu TabieTKH

Ja3aTUHUO

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A) 1.7
o
Besika punmvupana Tabnetka chabpxka 70 mg ma3aTHHUO. &Q
O
O
3. CNMCBHK HA MOMOIUHUTE BELIECTBA )
(%)
ITomornTHM BemecTBa: ChABPKA JTAKTO3a MOHOXHIPAT. 3a TIOBEYE I/IH(l)OpMa@KI/I)KTe JUCTOBKATA.
X
‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA (¢ @AKOBKA
(4]

56 dbunmupanu TabICTKH (bQ

60 dhunvupanu TabICTKH Q(b

56 X 1 punmupana tabieTka @)

60 X 1 punrmupana Tabnerka Q\\z\

-

| 5.  HAYMH HA NPUJIOKEHUE U KT (MIA) HA BbBEJKIAHE

v
[Ipenu ynotpebda npouerere JII/ICTOBI%}g\
[lepopanno mpuinoxeHue

&
S
0. CIIEUAJIHO MNMPEXXAEHUE, YE JIEKAPCTBEHMAT ITPOJAYKT TPSABBA
JIA CE CBXP A HA MSICTO JAJIEYUE OT IIOI'JIEAA U JOCET'A HA IEITIA
N
Ha ce cbxpanss MSCTO, HEJOCTBIIHO 34 JICLA.
A
O

| 7. JIP¥FU CIIEUUAJIHM OPEJYIPEJXKJIEHUSI, AKO E HEOBXOAMMO

N

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEIWMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Accord Healthcare S.L.U.

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

08039 Barcelona,

Hcnanus b(b,

12. HOMEP(A) HA PASBPEHIEHUETO 3A YIIOTPEBA r\&\(

EU/1/21/1541/009
EU/1/21/1541/010 o0
EU/1/21/1541/011 %)
EU/1/21/1541/012 Q\\v

13. TAPTHUIAEH HOMEP ,-\@V

ITaptuna: Q(b(b

| 14, HAYMH HA OTITYCKAHE RS

S
&

| 15. YKA3AHMS 3A YIIOTPEBA Q)Y

O

XL
| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

o
JazaTtuaub Accordpharr%®) g
QS

| 17. YHUKASEH WAEHTHPUKATOP — JIBYU3MEPEH BAPKO/I

RV
JByusmep, (baplcon C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.
N
‘ 18\\ YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
PC
SN

NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuanb Accordpharma 70 mg tabneTku

a3aTUHAO

| 2. MIME HA NTPUTEJKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA , 0 |
2
Accord &Q
O
Q
‘ 3. JATA HA U3STNHNYAHE HA CPOKA HATOJHOCT rx\\ ‘
(bU'
EXP %)
~2~\“
N%)
4, IMAPTHUJAEH HOMEP D
QU
Lot $)
Q’b
Qo
|5.  JIPYTO AX
Q\/‘
,bﬁ\
N
%)
Q\
A @)
N
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

BBHIIIHA KAPTOHEHA OITIAKOBKA 3A OITAKOBKA C BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accordpharma 80 mg punmupanu TabieTKkn
Ja3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) ;.0

Besika punmvupana Tabnetka chabpxka 80 mg ma3aTHHUO. &Q

3. CNMCBHK HA MOMOIUHUTE BELIECTBA )

TTomoliHM BeniecTBa: ChabpkKa JaKTO3a MOHOXHUIpaT. <
3a moBeve nH(GOpPMAITUS BIDKTE JINCTOBKATA. \2&

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/] JIIAKOBKA

’D(b
30 ¢unmupanu TabIEeTKH Q
56 dhunMmupanu TabIEeTKH

30 X 1 punmupana tabierka \2\0
56 X 1 punmupana tabierka ¢Q‘
N

Vo R

| 5.  HAYMH HA NPUWJIOKEHUE MAFHT(MILIA) HA BbBEKIAHE

[Ipenu ynorpeda npoyereTe JIUCTQ a.
[lepopanno mpuinoxeHue *\&.
Q

6. CIHEHHUAJIHO, 'J]YHPE)KI[EHI/IE, YE JIEKAPCTBEHUSAT IMPOAYKT TPABBA

JA CE CbXRAHSIBA HA MSICTO JAJIEYE OT HOIJIEJA U JOCEI'A HA TEHA
AN

I[a ce %xpamv@[a MsACTO, HCAOCTBHITHO 3a JCIa.

R

| 7. . JWPYTU CIEUUAJIHA OPEJYPEXKJIEHUSI, AKO E HEOBXOAMMO

N

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIIEIIMAJIHU ITPEAITA3ZHU MEPKH I1PU U3XBBPJIIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

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

08039 Barcelona,

Hcnanus b(b,

12.

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA r\&\(

EU/1/21/1541/013

EU/1/21/1541/014 ,bfb
EU/1/21/1541/015 o
EU/1/21/1541/016 Q\\v

13.

INAPTUJAEH HOMEP AQV

ITapTupa: (b(b

| 14,

HAUYMH HA OTITYCKAHE RO

S
&

| 15.

YKA3AHUSA 3A YIIOTPEBA \QV

O

| 16.

L
WHPOPMAIINS HA BPAILJIOBA A3BYKA

o
JazaTtuaub Accordpharr%@) g
QS

| 17.

YHUKASEH WIEHTHOUKATOP — IBYU3MEPEH BAPKO/I

&V

JByusmep, (baplcon C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.

2

A )]
‘ 18\\ YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazatuan6 Accordpharma 80 mg tabnerku

a3aTUHAO

| 2. MIME HA NTPUTEJKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA , 0 |
2
Accord &Q
O
Q
‘ 3. JATA HA U3STNHNYAHE HA CPOKA HATOJHOCT rx\\ ‘
(bU'
EXP %)
~2~\“
N%)
4, IMAPTHUJAEH HOMEP D
QU
Lot $)
Q’b
Qo
|5.  JIPYTO AX
Q\/‘
,bﬁ\
N
%)
Q\
A @)
N
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

BBHIIIHA KAPTOHEHA OITIAKOBKA 3A OITAKOBKA C BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accordpharma 100 mg ¢pummupanu TabneTkn
Jla3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) ;.0

Beska pumvupana Tabnetka cpappika 100 mg gazatuHuo. &Q

3. CNMCBHK HA MOMOIUHUTE BELIECTBA )

IToMomTHM BemiecTBa: ChIbPKa JIAKTO3a MOHOXHIpAT. 3a TIOBEYE I/IH(i)OpMa@%I/I)KTe JINCTOBKATA.

oL

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA QITAKOBKA

(4]
30 bunmupanu TabICTKH (bQ
56 dhunMmupanu TabIEeTKH Q(b
30 x 1 punmupana tabnerka

56 x 1 ¢punmupana tabneTka Q\g\o
N

| 5. HAYMH HA NPUJIOKEHUE U KT (MIIIA) HA BbBEKIAHE

V
[Ipenu ynotpeba npoyerere JII/ICTOBK&}Q\
IlepopanHo npuiioxeHue 3

A,

6. CIIEIIMAJIHO HPEXIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXP A HA MACTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA JTELIA

2 \
I[a CC CbXpaHsB MACTO, HCAOCTBIIHO 3a AcHaA.

O

| 7. JIPYFM CIIEIMAJIHYU MPEJYTIPEXIEHUSI, AKO E HEOBXOJJMMO

&

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIIEIIMAJIHU ITPEAITA3ZHU MEPKH I1PU U3XBBPJIIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

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

08039 Barcelona,

Hcnanus b(b,

12.

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA r\&\(

EU/1/21/1541/017

EU/1/21/1541/018 ,b’b
EU/1/21/1541/019 1%
EU/1/21/1541/020 \2\\“

13.

INAPTUJAEH HOMEP AQV

ITapTupa: (b(b

| 14,

HAUYMH HA OTITYCKAHE RO

S
&

| 15.

YKA3AHUSA 3A YIIOTPEBA \QV

O

| 16.

L
WHPOPMAIINS HA BPAILJIOBA A3BYKA

?\\\
JlasaTuHuG Accordpharr%(ﬂ) mg
\

| 17.

YHUKASEH WIEHTHOUKATOP — IBYU3MEPEH BAPKO/I

&V

JByusmep, (baplcon C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.

2

A )]
‘ 18\\ YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accordpharma 100 mg Tabnerku

a3aTUHAO

| 2. MIME HA NTPUTEJKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA , 0 |
2
Accord &Q
O
Q
‘ 3. JATA HA U3STNHNYAHE HA CPOKA HATOJHOCT rx\\ ‘
(bU'
EXP %)
~2~\“
N%)
4, IMAPTUJAEH HOMEP D
QU
Lot $)
Q’b
Qo
|5.  JIPYTO AX
Q\/‘
,bﬁ\
N
%)
Q\
A @)
N
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

BBHIIIHA KAPTOHEHA OITIAKOBKA 3A OITAKOBKA C BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accordpharma 140 mg ¢punmupanu TabineTkn
Jla3aTUHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) ;.0

Beska punmmupana Tabnetka cpappika 140 mg gazatuHuo. &Q

3. CNMCBHK HA MOMOIUHUTE BELIECTBA )

IToMomTHM BemiecTBa: ChIbPKa JIAKTO3a MOHOXHIpAT. 3a TIOBEYE I/IH(i)OpMa@%I/I)KTe JINCTOBKATA.

oL

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA QITAKOBKA

(4]
30 bunmupanu TabICTKH (bQ
56 dhunMmupanu TabIEeTKH Q(b
30 x 1 punmupana tabnerka

56 x 1 ¢punmupana tabneTka Q\g\o
N

| 5. HAYMH HA NPUJIOKEHUE U KT (MIIIA) HA BbBEKIAHE

V
[Ipenu ynotpeba npoyerere JII/ICTOBK&}Q\
IlepopanHo npuiioxeHue 3

A,

6. CIIEIIMAJIHO HPEXIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXP A HA MACTO JAJIEYE OT IIOIVIEJA U TIOCEI'A HA JTELIA

2 \
I[a CC CbXpaHsB MACTO, HCAOCTBIIHO 3a AcHaA.

O

| 7. JIPYFM CIIEIMAJIHYU MPEJYTIPEXIEHUSI, AKO E HEOBXOJJMMO

&

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

63



10.

CIIEIIMAJIHU ITPEAITAZHU MEPKH I1PU U3XBBPJIIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

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

08039 Barcelona,

Hcnanus b(b,

12.

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA r\&\(

EU/1/21/1541/021

EU/1/21/1541/022 ,b’b
EU/1/21/1541/023 2
EU/1/21/1541/024 ‘2‘\“

13.

INAPTUJAEH HOMEP AQV

ITapTupa: (b(b

| 14,

HAUYMH HA OTITYCKAHE RO

S
&

| 15.

YKA3AHUSA 3A YIIOTPEBA \QV

O

| 16.

L
WHPOPMAIINS HA BPAILJIOBA A3BYKA

?\\\
JlasaTuHuG Accordpharr%(D mg
\

| 17.

YHUKASEH WIEHTHOUKATOP — IBYU3MEPEH BAPKO/I

&V

JByusmep, (baplcon C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.

2

A )]
‘ 18\\ YHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accordpharma 140 mg Tabnerku

a3aTUHAO

| 2. MIME HA NTPUTEJKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA , 0 |
2
Accord &Q
O
Q
‘ 3. JATA HA U3STNHNYAHE HA CPOKA HATOJHOCT rx\\ ‘
(bU'
EXP %)
~2~\“
N%)
4, IMAPTUAEH HOMEP D
QU
Lot $)
Q’b
Qo
|5.  JIPYTO AX
Q\/‘
,bﬁ\
N
%)
Q\
A @)
N
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JlncroBka: undopmanusi 3a NoTpeduTeNA

Hazatunu6 Accordpharma 20 mg puamupanu TadaeTkn

Jazaruan6é Accordpharma 50 mg ¢puamupanu TadiaeTkn

Ja3zaruan6é Accordpharma 70 mg ¢puamupanu TadiaeTkn

Hazatunu6 Accordpharma 80 mg puamupanu TadaeTkn

Hazarunu6 Accordpharma 100 mg ¢puamupanu TadieTKu

Jazarnaud Accordpharma 140 mg ¢puamupanu TadaeTKu
nasatuau6 (dasatinib)

IIpouereTe BHUMATEIHO ISIJIATA JIMCTOBKA NPEAM Aa 3all04HeTe a IpueMaTe TOBa JIeKapCTBO,
ThH KaTo T ChbAbPKa BaxkHa 3a Bac nndgopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe /1a ce HAIOXKU J1a S IPOYETETE OTHOBO. b(b'

- AKO UMaTte HAKaKBH OTBIHUTEITHE BBIIPOCH, TTONTUTaiTe Barmms mekap nium gapmarien

- ToBa nekapcTBO € mpennucano JuyHo Ha Bac. He ro mpeoTcThnBaiite Ha APYTH XOpas MOXKeE
Jla M HaBpeIy, HE3aBUCHMO Y€ TIPU3HAIUTE Ha TIXHOTO 3a00JIsBaHE Ca CHITUTE K@O Bammure.

- AKO TTOTy4YuTe HIKAKBU HEXKEJIAH! JICKAPCTBEHHU PeaKIly, yBeaoMeTe Barmmmst p WM
(hapmarieBT. ToBa BKJIHOYBA M BCHYKH Bb3MOXKHH HEXKEJIaHHM PEaKI[UK, HCOMUCAHU B Ta3u
JMcTOBKa. BrokTe Touka 4. (b

Kakgo npenacrasmsasa Jaszaruaun6 Accordpharma u 3a kakBo ce u
KakBo Tpsi0Ba na 3Haere npeau aa npuemere Jlazatuau6 AcC
Kaxk na npuemare lazatuau6 Accordpharma %)
Bb3MOXKHHU HEXKETaHH PEaKIuU (bQ
Kak na cexpansBare Jlazatuan6 Accordpharma Qo3
ChappKaHKe HA OMAKOBKATA H JIOMBIHUTEITHA Hﬂg&aum

X

1. Kakso npeacraBjsBa I[a3aTmm6 Acca rma M 3a KaKBO ce M3I10J13Ba

Kakso CbABbPiKa Ta3u JIMCTOBKA: ¢
é;gimaa
arma

ook wpnpE

HMazatuuau6 Accordpharma csanspika aktu 0 BeIeCcTBO a3aTuHuO. ToBa jJekapcTBo €
MpeHa3HAYEHO 3a JICYEHUE Ha XPOHUY enouHa ieBkemust (XMJI) ipu Bb3pacTHH, FOHOIITH U
Jena Hai-manko Ha 1 roauHa. HeBKe@ﬁ a TIpe/ICTaBIsABa paK Ha OeuTe KPhBHH KIETKU. Te3u Oenmu
KJISTKM OOMKHOBEHO IOMarar Ha ofiranu3ma jia ce oopu ¢ ungeknusta. [Ipu xopa ¢ XMJI, 6enure
KPBHBHH KJIETKH, HAPEUEHU TPa, [IUTH, 3aII09BAaT HEKOHTPOJIMPAHO Ja HapacTBar (11a ce
pa3mHokaBar). JlasaTuHNO dpharma motucka pactexa Ha T€3U JICBKEMUYHH KICTKH.

Hazatuau6 Accordph ce M3MOJI3Ba 3a JIeUeHNe Ha MoJIoXuTenHa 3a Punanenduiicka xpomozoma
(Ph+) octpa numd ctHa neBkemus (OJ1J]) mpu BB3pacTHH, IOHOIIN U Jlena HaJ 1-roaunrHa
BB3PACT U JIUM a 6mactHa XMJI ipu Bb3pacTHU, IPU KOUTO HE € TIOCTUTHAT YCIIEX C
npenmecTamérd neuenue. Ilpu xopata ¢ OJIJI, Genute kieTky, HapeueHH TUM(OLUTH, Ce

pa3MHOXKa pekaieHo ObP30 U KUBEAT TBBPAE Abiro. Jazatuaud Accordpharma moTtucka
yBemxm\i~ TO HA TE3U JIECBKEMUYHH KIIETKH.

AQnQMaTe HSIKaKBU JIOTBJIHUTEIIHN BBIIPOCH, OTHOCHO AeicTBheTo Ha JlazaTunub Accordpharma wmu
3am(0 Bu e npeanuvcan To3u JiekapcTBEH MPOAYKT, MOJIsI IonuTaiTe Bammst nekap.

2. KaksBo Tpsi6Ba 1a 3naere npeau n1a npuemere Jazatunuo Accordpharma
He npuemaiite {azatunuo Accordpharma
- aKo CTE aJIepruYHH KbM Ja3aTHHHO WM KbM HSAKOSI OT OCTaHAJIHMTE ChCTABKH HA TOBA

JeKapcTBO (M30pOEHU B TOUKA 6).
AKoO MOKe 1a cTe ajlepru4Hy, nonuTaiite Bamus Jiekap 3a cbBer.
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IpenynpesxneHust ¥ Mpeana3sHu MePKH

T'oBopere ¢ Bamust jekap win apMarieBT, npeau aa usnomnssare Jasarnaud Accordpharma

- aKo IpHeMare JeKapcTBa 3a pa3peskIaHe Ha KPbBTA WM NPEIOTBpaTsIBaHE HA CbCUPBAHETO
(Bmxre ,,JIpyru nexapcrsa u Jazatnau6 Accordpharma’).

- aKo MMaTe YepHOAPOOEH WK ChpAEUYEH MPOOIIEM MIIA CT€ UMAJIH TaKbB.

- aKo 1o BpeMe Ha npuema Ha J{azaturau6 Accordpharma ce mosiBsiT 3aTpy/IHEHO JAMIIIAHe,
00/1Ka B Ibp/IMTE MM KALIIMIA: TOBA MOXKE /1a Ob/ie MPU3HAK HA 3abpKaHEe HAa TEYHOCT B
OenuTe IPOOOBE WK I'PhAHUSA KOIII (KOETO MOXKE J1a € M0-4eCTO MPH MalMEeHTH Ha Bh3pacT 65
TOJIMHU WJIU TIOBEYE), MITH ITOPaIi IPOMEHU B KPbBOHOCHUTE CHIOBE, KOUTO KPHBOCHAOSIBAT
Oenute 1poboBe.

- aKo CTe UMl MII MOXKe cera a uMate nHgeknus ¢ xenatuT B. Tosa e Taka, 3a1moro
Hazatuaun6 Accordpharma moxe ja mpuIrHE MPEMUHABAHETO Ha HH(MEKIHATA C XenaTuT B
OTHOBO B aKTHBHa (hopma, KOeTO MOKe Ja Obie (paTanHo B HAKOM cioydau. [lanmenture
ObJaT BHUMATEIHO IpereJaHy OT JIeKap 3a MPU3HaLW Ha Ta3u WHPEKIHs, Ipeau 1a 3a$e
JICYCHUETO.

- aKo TIOJTYYNTE CHHUHU, KbPBEHE, IOBUIIIEHA TEMIIEpaTypa, yMopa U 00bpKaHOCT, @@no
npuemare J{azaruan6 Accordpharma, cebpikere ce ¢ Bamus iekap. ToBa Mo ﬁr € TMPU3HAK

Ha YBPECXKIaHC HA KPbBOHOCHUTE CHA0OBE, U3BECTHO KaToO TpOM6OTI/I‘IHa MI/I HUOIIaTHs
(TMA).
Bamusar JICKap p€AO0BHO LIC MPOCIACAsABa CbCTOSIHUCTO BI/I, 3a Jia IpoBCpHU I[a33,TI/IHI/I6

Accordpharma uma >xenanus epekr. [To Bpeme Ha npuema Ha [lasatun ccordpharma, penoBHO mie
Bu ObJaT U3BBPIIBAHU U3CIIEIBAHKS HA KPHBTA.
Jleua u roHomuU

He npuiaraiite ToBa jiekapcTBO Ha Jielia Ha Bb3pact mo/ 1 Ha. VIMa orpaHuyeH OIHT C
ynorpebara Ha [lazatuau6 Accordpharma B tasu Be3pacroBd rpyna. [Ipu jera, npuemariu
Hazatuand Accordpharma, BaumarenHo mie ce Hpoc@a pacre)xa Ha KOCTUTE U Pa3BUTHETO.

Jpyru aexapcrBa u Jlazaruau6 Accordphar
Hudopmupaiite Baums ekap ako mpueMazgyHackopo cTe IpHEMali WK € Bb3MOXKHO Ja IpUeMeTe

JPYTH JIeKapCTBa.
@

Haszatuan6 Accordpharma ce npepa(@jBa [JIABHO C IMOMOIIITa Ha YyepHus apob. Hsikoun nekapctsa
MOTAT CHIIO 1A MOBJIHUSIAT HA eq)egfg Ha JTazatuaun6 Accordpharma, koraTto ce mpuemar
€IHOBPEMEHHO.

Te3u JekapcTBa He T 6’b)laT npuemManu eqHoBpemenHo ¢ Jlazarunu6 Accordpharma:
- KETOKOHA30J, n Ha30J1 — TOBa ca MPOTHBOI'bOMYHH JIEKaPCTBA
- epI/ITpOMI/II_II/I JTAPUTPOMHUIINH, TEIUTPOMHIIMH - TOBA Ca AHTHOUOTHIH

- pHTOHaBH? OBa € QaHTUBHPYCHO JICKAPCTBO

- ¢denut apOamazenus, peHobapOuTan - 3a JJeYeHne Ha eNuJIencust
- pudy IIWH — 3a JICYCHUE Ha TyOepKyJa03a
- il WAMH, OMEIIPa30J - TOBA ca JIEKapcTBa 3a OJOKMpaHe HA CTOMALIHATA KHCETUHHOCT

- T KQaHTapHOH — OMJIKOB IPErapar, OTIyCKaH 0e3 pelenTa, H3Mo3BaH 3a JIeYeHre Ha
Qnenpecuﬂ U IpyTH cheTosHMs (T103Har omne kato Hypericum perforatum)

He npuemaiite 1exapcTsa, KOUTO HEYTpaIU3UpaT CTOMAIIHUTE KUCETUHU (AHTHALMAH, KaTo
ATyMHUHHUEB XUIPOKCHUJ UM MAarHe31eB XUAPOKCU/) 2 yaca mpeau u 2 yaca cjeJ npuemMa Ha

Jazarunu6 Accordpharma.

HNndopmupaiite Bamms jgekap, ako npuemMare JeKapcTBa 3a pa3peskiaHe HA KPbBTa WIH 32
npeAoTBpaTsIBaHe Ha 00pa3yBaHETO Ha ChCHPELH.

JMazarunu6 Accordpharma ¢ xpana u HamUTKH
He npuemaiite [lazarurn6 Accordpharma c rpeiindpyT wim cok ot rpedndpyt.

68



BpeMeHHoCT U KbpMeHe

AKo cTe OpeMeHHa WU cMiTaTe, Ye MOKe J1a cTe OpeMeHHa, yBeoMeTe He3abaBHO Bamms jexap.
Jazatnaud Accordpharma ne Tpsi6Ba 1a ce u3mos3Ba o BpeMe Ha GPeMEHHOCT, OCBEH aKo HE €
abcomoTHO HeoOxoanMo. Bamust nekap me o0chau ¢ Bac moTeHIManHUAT pUCK OT yrnoTpedaTa Ha
Hazaruanb Accordpharma mo Bpeme Ha GpeMEHHOCT.

KaxkTo MbxeTe, Taka u sxeHute, npuemainu Jazaruan6d Accordpharma, me 0b1aT NOCHBETBAaHU Ja
M3M0J3BaT e()EeKTUBHY KOHTPALENITUBHI METOAM IO BpEME Ha JICUEHUETO.

AKo KbpMuTe, yBeqoMeTe Bamms gexap. Bue TpsOBa m1a cripete 1a KbpMUTE, TOKATO IpUeMaTe
Hazatuau6 Accordpharma.

Ilodupane u padoTa ¢ MAIIUHU
bbrere ocobeHO BHUMATETHH IO BpeMe Ha modupaHe Wik padoTa ¢ MAllTUHY B CITy4aid 4e MpH %@a

HaJIMIIE HEKEJIAaHW PEaKIMKM KaTO 3aMasiHOCT M 3aMbIJIEHO BIDK/IAHE. Q@
Jazarunu6 Accordpharma cbabp:ka Jakrosa O

Axo Bamusit iekap Bu e kasai, ye nMate HEIOHOCHMOCT KbM HSKOH 3aXapH, yBeuo@Bamns{
JIeKap Mpejiu Ja pUeMeETe TOBa JIEKapCTBO. Q

Hazatunu® Accordpharma cbabp:ka H30MPOIHIOB AJTKOX0JI <
ToBa J1eKapcTBO ChABPIKA H3OMPOIMIOB ATKOXOJ KATO OCTATHK OT HpOH?@&TBeHHH poriec.

3. Kak na npuemare Jlazarunu6 Accordpharma
Hazatuaun6 Accordpharma e Bu Ob1e npeamnucan caMo oT JeKgQCOMUT B JICUIEHUETO HA JICBKEMHUSL.

Bunaru npuemaiite ToBa JEKapCTBO TOYHO KakTo Bu e kazan ST JeKap. AKO HE CTe€ CUTYPHHU B
HEIllo, nmonutaite Bamus nekap win dapmanest. J{azaTun ccordpharma ce mpeamnucBa npu
BB3PAacTHHU U Jiella Hali- MaJKko Ha | roguHa. O

HauvannaTa npenopb4uTenna 103a npu B1>3pac$@‘naune}nn ¢ xpoHu4yHa ¢aza Ha XMJI e 100
mg BeAHbK THEBHO. Q

HauajsHaTa npenopb4uTe/IHa 1032 NP PACTHU NALMEHTH ¢ HANPeAHAJAa MM 01acTHA KpU3a
Ha XMJI nwin Ph+OJLJI e 140 mg Ben JAHEBHO.

Jlo3upoBkarta npu aeua ¢ XMJ%g\xpOHH'{Ha ¢aza uau Ph+ OJLJI e Ha 6a3a TeJieCHO TerJIO.
HMaszatuan6 Accordpharma ce ara TepopaIHo BEIHBXK THEBHO 1Mo popmata Ha J{azaTuHHO

Accordpharma tabineTku i aTHHHO Tpax 3a nepopaina cycnensus. lasatunu6d Accordpharma
TabJICTKH HE Ce TPEnoph a marueHTy ¢ terio nox 10 kg. ITpaxbT 3a mepopaiHa CyCHeH3us ¢
MpeaHa3HAYCH 3a maIf ¢ Teryo oy 10 kg 1 3a manueHTH, KOUTO HE MOTaT Ja MPerIbIatT

tabneTkn. Moxe ua@sﬂeo@(ouuMa IpOMSHA Ha J103aTa IIPpU IPEMUHABAHE OT €/IHa JIEKapCTBeHA
thopma KBM np Gtanp. TaOJIETKU U Tpax 3a epopaHa CyCIIeH3Us), 3aToBa He TpsiOBa caMu 1ia
MIPOMEHSTE JI TBeHaTa hopma.

Bammx&@kap IIIe TTPELIeHH KOs € TTOIX0IsIIaTa JiekapcTBeHa opMma 1 J103a, Ha 6a3a Bamero Tero,
H@HH peakiuy 1 0TroBop Ha siedennero. Hayannara nosa Jlazaruau6 Accordpharma npu nena ce
M34YUCIIsIBA HAa 0a3a TEIECHO TErJIo, KaKTo € MOKa3aHOo I10-J10y:

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

20 mo mox 30 kg 60 mg

30 mo mox 45 kg 70 mg

Haif-manko 45 kg 100 mg

2 TabnerHnata opma He ce TpernopbyBa 3a ManueHTu ¢ Terio nox 10 kg; npu Te3u naruenTu TpsOBa Ja ce
M3I0JI3BA TIpax 3a MepopagHa CyCleH3Hs.

Hsma npenoppunrenna go3a Jazatuau6 Accordpharma 3a nema va Bb3pact moj 1 roausa.
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B 3aBucumoct ot otroBopa Bu kbM JedeHuero, Bamudar nekap moxe a Bu npeanuiie mo-Bucoka
WIJIH TTO-HUCKA /1032 WX AOPH Ja IPEKPATH JIEUYSHHUETO 3a KPAaTKO. 3a MO-BIHCOKUTE FITH TIO-HUCKHUTE
JIO3U MOXKE JIa C€ HAJIOXKHU J1a TpreMaTe KOMOWHAIIMK OT TabJISTKU C Pa3iMyHO KOJIMYECTBO Ha
aKTHUBHOTO BEULIECTBO.

Kak 1a npuemate Jlazarunu6 Accordpharma

IIpuemaiiTe Ta0/1€TKUTE MO €IHO U CHIO BpeMe BceKH JeH. [ 'brrTaiite TabneTkure nienu. He ru
pa3uynBaiite, pe:kere uju abB4yere. He puemaiite pazrBopenu tabnetku. He Mmoxkete na cre
CUTYpHH, Y€ Il TPUeMeTe NMPaBUIIHATA 1032 aKO PA3dyNHTe, CPEKETE WIH Pa3TBOPHUTE TAOJIETKHUTE.
Hazatuan® Accordpharma tabieTku Morar ja ce mpueMaT ChC HiIh 0e3 XpaHa.

CnenmnaaHu HHCTPYKIHH 3a padora ¢ Jazarnaué Accordpharma
Manko BeposiTHO € Tabierkure [lazaruand Accordpharma na ce cuymnst. Ho ako ToBa ce cnyq%(b'
BCUYKH, OCBEH MaIMEHTa, TPSAOBa J1a HOCAT PhKaBUIM NpU padoTa ¢ JazaTuHuo Accordpharm@

Kouako abaro TpsioBa na npuemate Jazatunué Accordpharma A\
IMpuemaiite J{azatuau6 Accordpharma Bceku aeH, qokato Barmst nekap He Bu kax CIIpeTe.
VBepere ce, ue npuemare [la3atuau® Accordpharma tosikoBa Jbiro, KOJIKOTO BH@H JIITHCAHO.

AKo CcTe MpHeJIU MoBevYe 0T HeoGxoaumaTa no3a JazaTunuo Accordphar
AKO ciy4aifHO CTe IpUeld IToBeYe OT HEOOXOJUMHUTE TaOJIETKH, yBeHOMg}\ alus Jexap He3a0aBHO.
Mo:ke z1a ce HyXaeTe OT CIeIlHa MeJUIMHCKA TIOMOIII.

AKo cTe mpomycHau 1a npuemerte J[a3aTuHuo Accordpharmag&
He B3emaiite 1BoiiHa /1032, 32 1a KOMIIEHCHPATE HpOHyCHaTaT(«}-@HeTKa. [Tpuemere cnenpamniata
TabJIleTKa B 00MYaifHOTO BpEME. Q(O

AKO UMaTe HSIKaKBHU JOIBJIHUTEIHN BBIIPOCH, CBLpsa\}?@ ynoTpebaTa Ha TOBa JIEKapCTBO, TONUTANTE
Bammus nekap nim dpapmaneBT &

KakTo BCHYKH JIeKapCcTBa, TOBA JICKAPCTBO € J1a IpeU3BUKa HeKEJIaHU PEaKI[UK, BIIPEKH Ye He

BCEKH T MOJyYaBa.

- Bceku ot ciieqHuTe NpH3HAIY MUzKe 12 € CEPHO3HA HEKelaHa peakuus:

- ako nmare 0oJika B TBPUTEL3TPYTHEHO /IMIIIAHE, KAIITHIA i IPUMATIABAHE

- aKO TIOJTYYHTC HEOUAKBA ‘bPBEHE WJIH CHHUHH, 0€3 J1a CTE CC HApaHWIH

- aKo 3a0€TICKUTE KPHB Q ‘bpHATa MaTepUsl, B M3NPAKHCHUATA WU YPUHATA, I UMAaTe YSPHH
U3MPaKHEHUS

- aKko uMate mpu Ha uH(eKIHUsl, KaTo BICOKA TeMIlepaTypa, CUIIHO BTpUCAHE

- aKo MMaTte BUCPKA TeMIepaTypa, Bh3MaJICHUEe Ha yCTaTa WIK I'bPIIOTO, MEXYPH HIH 00eIBaHe Ha

Ko’KaTa H/ 2@ MTraBUIMTE

Cebpikere c(e.)&\ ara ¢ Bamms sekap, ako 3a0efexuTe HIKOW OT TOPHUTE TIPU3HAILIH.

MHoro HeKeJIAHH peaKnuu (Morar aa 3acerHar nmosede ot 1 Ha 10 gymm)

- eKINHU (BKIIIOYUTEITHO OaKTepUATHU, BUPYCHHU WU T'HOMYHU)

- 'bPAEeYHHU U 0eJIOAPOOHM: HETOCTUT HA BB3IYX

- XpaHOCMIIATETHA MPOOJIeMHU: TUapYsl, TaJIeHe, TOBPHIIaHEe

- Ko:xnn, 3acsiramu kocara, o4uuTe M 00LIU: KOXXEH OOpUB, TPECKa, OTOK IO JIUIETO, PBLETE U
CThIIANATA, TJIABOOOJIHE, IyBCTBO HA YMOPa M CJIa00CT, KbpPBEHE

- Bouka: 601ka B MycKynuTe (110 BpeMe Ha WIH CJIe] MPEyCTaHOBSIBaHE HA JICICHUETO), KOpEMHA
(abpomuHanHa) Oonka

- H3cnenBanusaTa Mo:Ke 1a MOKA3BaT: HUCHK OpOi TPOMOOIIMTH, HUCHK Opoii Oenu KpbBHU
KJICTKH (HEyTPOIICHUS ), aHEMHUS, 3aTbP’KaHe Ha TEIHOCT OKOJIO OenuTe npoboBe

4, Bb3MOKHU HeKeJTaHU pe€aKkuumn &Q

YecTn HexenaHu peakum (Morat aa 3acersat Ao 1 Ha 10 qymm)

- HHpexunn: mHEBMOHUS, XepIec BUpycHa HHMEKIUs (BKIIOUYNTEITHO [IUTOMETIOBUPYCHA-
CMV), nadexnus Ha TOPHATE AUXATETHU ITBTUINA, CEPHO3HA NH(MEKIHS Ha KPHBTA HIH
ThKaHHUTE (BKIFOUUTETHO HEYECTH Cydau ¢ (haTaleH U3X0H)
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HeuecTn He:keJaHM peaknuu (Morat Aa 3acernat a0 1 Ha 100 qymm)

Cobpaeunn u 0e10aApoOHM: CHpIleONEHE, HETIPABUIICH ChPJCUYCH PUTHM, 3aCTOWHA ChpIeUHA
HEJIOCTATHYHOCT, clIab0CT Ha ChP/ICYHHUSI MYCKYJI, BACOKO KPBBHO HAJSIraHe, IOBUIIIEHO KPHBHO
HaJTaHe B OenuTe IpoOoBe, Kalumia

XpaHOCMHIIATETHH MPOOJIeMH:HAPYIIICHUS Ha alleTUTa, HapyIlIeHUE Ha BKyca, pa3JyBaHe Ha
KopeMa, Bh3MalieHHe Ha Je0elI0TO YepBO, 3aleK, KUCEIMHH, pa3s3BsiBaHe Ha yCTaTa, MOBUIICHUE
Ha TETJIOTO, IIOHMKEHNE HA TETJIOTO, TACTPUT

KoxHu, 3acAramm KocaTa, O4ATE U 00IIN: MpaBydYKaHe 110 KOXKarta, ChpOek, cyxa KoxKa,
aKHe, Bh3MalIeHHEe Ha KOXKaTa, TIOCTOSHEH IIYM B YIIUTE, KOCOTaJI, OOMITHO ITOTEHE, 3PUTEITHA
HapylIeHus (BKIIOYUTETHO 3aMbIJICHO BHKJJAHE U HAPYIIICHO BIDK/IAHE), CyX0Ta B OUHTE,
CUHHHH, JeTpecusi, 0e3ChHUE, 3aUepPBIBAHE HA JUIIETO, 3aMasHOCT, HATHPTBAHUS (CHHUHHU),
aHOPEKCHSl, ChHIIMBOCT, TCHEPAIM3HPAH OTOK

Bouka: Ooyika B CTaBUTE, MyCKYITHA clIaboCT, O0JIKa B I'bpIUTE, O0JIKA B PBHIICTE U CTT:HaJIa
TPBIIKH, CKOBAHOCT B MYCKYJIUTE M CTABUTE, MyCKYJIHH CIIa3MU

H3zcaexBannaTa MOXKe 12 MOKA3BAT:TCYHOCT OKOJIO CHPIIETO, TCUHOCT B Oenute npo6§>
aputMus, GeOpruIHa HEYTPOTICHHS, KbPBEHE OT CTOMAITHO-YPEBHHUS TPAKT, BI/ICOKI/I

IMMKOYHA KUCCIIMHA B KPBBTA QO

Cobpaeunu u 6es10apooHu: nHGAPKT (BKIFOUUTEIHO ¢ (haTaleH U3X0), aJICHHUC Ha
oOBHBKaTa ((huOpo3eH cak) OKOJIO ChPIETO, HAPYIIEH ChPACYCH PUTHMZHOIIKA B I'bPIANTE
MOopaJy JUICca Ha KphbBOCHAOASIBAHE HA CHPIIETO (CTCHOKAPAMS), H }gpwno HaJISTaHe,
CTECHSIBAHE Ha IUXATCITHUTE IBTUIIA, KOETO MOXE JIa PEAN3BU TPYJHCHHE B JIUIIAHETO,
acTMa, TIOBHIIICHO KPHBHO HAJISTAHE B ApTEPUHUTE, KOUTO Kp’b a6;[;[BaT Oenmre qpodoBe
XpaHOCMIIATEIHA MPO0OJIeMHU: Bh3MAIICHUE Ha TTAaHKpea ENTUYHA 5A3Ba, Bh3MAJIICHUC HA
XPaHOMPOBO/Ia, TOyBaHE HA KOpEeMa, pa3KbCBaHE Ha K 4 Ha aHATHUS KaHaN, 3aTPYAHCHO
nperibiiane, Bh3MaleHUue Ha XITBYHUSI MEXYD, 3aIy € Ha )KITBYHHTE ITBTHIIA, TaCTPO-
e3zoareaneH pedaykc (CbCTOSHUE, PU KOSTO KUCSITHAA WJTH IPYTO CTOMAIITHO ChIBPIKAMO CE
BpbIIa 00pPaTHO B I'BPIJIOTO)

KoxHu, 3acAramm KocaTa, O4ATe M 00IIN; @Y€ priudHN peaKIiy BKIIOYBAIIY O0JIC3HCHU
YepBeHH MOIyTHHHU TI0 KoXKaTa (epurema 3yM), TPEBOKHOCT, OOBPKAHOCT, IPOMEHH B
HACTPOCHHUETO, HAMAJICHO CEKCYaITHO B HUE, IPIWIONIABAHE, TPEMOD, Bh3MAICHUE Ha OKOTO,
KOETO TIPEIU3BUKBA 3aUCPBSIBAHE U JIKa, KOJKHO 3200JIsIBaHe, XapaKTePU3UPAIo Ce ¢
0oJie3HEeHH, 3a4epPBEHH, I00pe O HU [IETHA C BHE3aITHA MOSIBa HA BUCOKA TEMITEpaTypa u
noBuIIeH Opoii Ha GennTte KPhEHY KIIETKH (HEYTpoduiIHa 1epMarosa), 3aryba Ha ciyxa,
YYBCTBUTEJIHOCT KbM CBETHIHA, HAPYIIICHHE B 3PEHHUETO, MMOBUILIEHO CHJI300T/ICNISIHE, IPOMSIHA B
1[BETA Ha KOKaTa, Bb3II gfe Ha MOJIKO’KHATA MacTHA ThKaH, 53Ba Ha KoXKaTa, o0pa3yBaHe Ha

MEXYpH 110 KOXKara, C€HUC HAa HOKTHUTEC, HAPYIICHUC B OKOCMABAHETO, 3a4CPBABAHE U
0oJIKa 110 pBLICTE rajaTta, U3BCCTHO OIIEC KAaTO CMHAPOM PBKa-KpPaK, 6L6peqHa
HEOOCTAaTBhbYHOC TO YPUHHUPAHEC, YTOJICMABAHC HA I'bPAUTC IIPU MBIKETC, HAPYILICHHUC B

MeHCpraum@ obmra cnaboct U quckoMdpopT, HaMaieHa (yHKIHS Ha IUTOBHUJIHATA JKIIe3a,
3aryoa HB&HOB&:I/IC IpU XOJICHE, OCTEOHEKpo3a (3ab0isiBaHe, CBBP3aHO C HAMaJIeH KPhBOTOK
KBM K €, KOeTO MOJKE JIa MPUYMHY 3ary0a Ha KOCTHO BEIIECTBO M KOCTHA CMBPT), apTPUT,
o/ € Ha KOKaTa B HAKOW y4acTbK Ha TSJIOTO
}@c : BB3MAJICHUE Ha BEHUTE, KOSTO MOJKE Ja MPEIU3BUKA 3auepBsBaHe, O0JIE3HEHOCT U
JyBaHE, Bh3MAJIICHUE HA CYXOXKHUIIC
03bYHH NMPoOJaeMHu: 3ary0a Ha TamMeTTa
H3caenBanusaTa Mo:xKe /1a MOKAXKAT: OTKIOHCHHUS B PE3YJITATHTE HA KPHBHUTE U3CIICABAHUS H
BB3MOXHO HapyIlIeHHE Ha ObOpeyHaTa QYHKIMS, MPUYUHEHH OT OTMAIHUTE MPOAYKTH HA
pasnajfaiuTe ce TYMOPHH KIETKH (TYMOP-IHU3UC CHHAPOM), HUCKH HUBA HA aTOYMHH B KPBHBTA,
HUCBHK Opoii muMdoruth (BUa OeJii KPbBHU KJISTKH) B KPhBTa, BUCOKO HUBO Ha XOJIECTEPOII B
KPBBTa, MOIYTH JTUM(HU BH3IIH, KbPBCHE B MO3bKa, HAPYIICHUE HA CICKTPUUCCKATa AKTHBHOCT
Ha CHPIIETO, YTOJIEMsBaHE Ha CHPIIETO, Bh3MAICHNUE Ha YepHUs Apo0, OEITHK B ypuHATa,
NoBHUIIIeHa KpeaTHHUH hochokuHaza (eH3UM, KOUTO ce OTKPHBA OCHOBHO B CHPIIETO, MO3BKA U
CKEJIETHUTE MYCKYJIH), TOBUIIICH TPOIIOHWH (€H3UM, KOWTO C€ OTKPUBA OCHOBHO B CHPIIETO U
CKEJIETHUTE MYCKYJIH), TOBUIIICHA TaMa-TyTaMuaTpancdepasa (eH3uM, KOWTO ce OTKPHBA
OCHOBHO B YepHUS JIp00), MIIEKOITOI00HA TEUHOCT OKOJIO OEITUTE JPOOOBE (XUIOTOPAKC)
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Penxu Hexes1anu peakuuu (Morat aa 3acertHat a0 1 na 1000 qymm)

- Cobpaeunu u 6e10ApoOHN: pa3IIUPsBaHE HA JIICHATA KaMepa Ha ChPIETO, Bh3NallcHHE Ha
CBHPACYHHUS MYCKYJI, CbCTOSIHUS, TPOM3THYAILLHN OT OJIOKMPAHETO Ha MPUTOKA HA KPBB KbM
CBHPACYHHUS MYCKYT (OCThP KOPOHAPEH CHHIPOM), ChpACUEH apecT (CIHpaHe Ha KPbBOTOKA OT
CHPIIETO), HICXeMUYHA OOJIECT Ha CHPIIETO, Bh3MAJICHNE HA ThKaHTa, TIOKPHUBAIIa CHPIIETO U
Oenute 1poOOBe, KPBBHU ChCUPEIH, KPHBHHU ChCHPEIU B OeluTe IpoOoBe

- Xpa"HocMHIIATETHHM NPo0GJaeMHu: 3ary0a Ha )KU3HEHOBAKHU XPAHUTEIIHH BEIIECTBA KAaTO
OCNTHYMHU OT XPAHOCMIJIATEITHUS TPAKT, YpEBHA HEMIPOXOJAUMOCT, aHAITHA (DUCTYIIA
(pa3kbCcBaHE Ha KOYKaTa W/WJIM JUTaBHUIIATa OKOJIO aHyca), HapyllleHHe Ha ObOpeyHaTa (yHKIHS,
nraoder

- Ko:xnn, 3aciramu kocara, ouuTe M 00LIM: KOHBYJICHH, Bb3MAJICHUE HA 3pUTECITHHS HEPB,
KOETO MOJKE JIa TPEeTU3BUKA IThJIHA WM YaCTHYHA 3ary0a Ha 3peHHe, CHHBOJIMIIABH TIETHA 110
KO)KaTa, HeoOM4aliHO MOBHUIIeHa (PYHKIMA Ha LIUTOBUIHATA JKJI€3a, Bb3MaJCHUE Ha
HIMNTOBUHATA KJIe3a, aTaKCHsl (CbCTOSHUE, CBBP3aHO C JIMIICA HA MYCKYJIHA KOOpHHHaH&
3aTpy/JHEHO XOJIeHEe, CIIOHTaHEeH a0opT, Bh3NaJICHHE Ha KPhBOHOCHHUTE CHIOBE HA Kg@a,
KoxHa (hudpo3a O

- Mo3b4Hu NPo0JIeMHU: HHCYIT, BPEMEHHH €MIM30/1M Ha HEBPOJIOTHYHA uuc@yﬁ@, MpUYHUHEHA
OT HEJIOCTHUT Ha PUTOKA Ha KPBB, Mapalii3a Ha JIUICBUS HEPB, JCMCHIIHS >

- I[pobiieMu ¢ UIMYHHATA CHCTEMA: TEXKKA AJIEPTHYHA PEAKIINS

- IIpo6iieMu ¢ MyCKYJIHOCKE/I€THATA H CheIHHUTETHATA ThKaH: 3aQdBgHO CBbP3BAHE HA
3a007eHnTe Kpauiia, ohopMsIIy cTaBuTe (enudusm); 3a6aBeH UK TaBalll pacTexX

Cbo01aBaHu ca M APYTH HeKeJIaHU PeaKIUM ¢ HeM3BeCTHA ‘le(Y@Q(OT HAJTUYHUTE JaHHU He

MoO:Ke 1a 0b/Jle HANIPABEHA OLEHKA) @

- Br3nanenue Ha 6enute qpodoBe er

- KppBoHM3nuB B cTOMaxa Wil 4yepBaTa, KOETO MOXE ezie 10 CMBPT

- Peuyaue (MOBTOPHO aKTUBUPAHE) Ha HHPCKIUSI cdﬁlz B, xoraro cre numanu xenatur B B
MUHAIOTO (MH(EKIHS HA YSPHHS POO)

- Peakmnust ¢ BUcoka temmnepartypa, MEXypH It aTa U pa3si3BsBaHE Ha JIUTABHUIIUTE

- 3abonsaBaHe HAa OBOPEINTE CHC CUMITOMENBKITFOUBAIIH OTOK M OTKJIOHCHHS B JIAOOPATOPHUTE
MOKA3aTeJIH, KaTo OCNTHK B ypUHATA H 0 HUBO Ha IPOTCHHU B KPHBTA

- VYBpexaaHe Ha KpbBOHOCHUTE ChJJ 3BECTHO KaTo TpoMOoTHYHa MuKpoanruomnatus (TMA),
BKIIFOUYUTEITHO HaMaJIABaHe Ha O a YepBeHHUTE KPbBHU KJIETKH, HAMAJIIBaHE Ha
TpoMOOLHMTHTE U 00pasyBaHe K&KPbBHU ChbCUPELIH

Bamusr nekap 1ie nposepsiBa @nmqnem Ha HSKOU OT TE3U HEXKEJIAaHU PeaKIu 1o BpeMe Ha
JeuenneTo Bu. O

Crno0uiaBaHe Ha HEXK U peakiun

AKko nonyuute HﬂKa@.ﬂ HEe)KEJIaHH JICKApCTBEHHU peakilny, yBenoMere Bamms exap wimn
(apmamnesnT. Tq JIFOYBA BCHYKY BH3MOXKHU, HEOTIMCAHU B Ta3H JIUCTOBKA HEXKEIIAHU PEAKITUHU.
Mosxere %uﬁq ChOOIIUTE HEeXKEJIAaH! PEAaKIMU JUPEKTHO Ype3 HAl[MOHAJIHATA CHCTEMa 3a
CcH00IIIaBa ocoueHa B [Ipunoxxenue V. Kato cho0ImaBaTe He)XENaHN PEaKIUU, MOXKETE Ja JaieTe
CBOS TIp, 3a MoJTy4aBaHe Ha MOBeYe MHPOPMAIIHS OTHOCHO OE€30MaCHOCTTA Ha TOBA JICKapCTBO.

2

5. Kak 1a chxpansBare J[azatunuo Accord
Jla ce chxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JICla.

He uznon3Baiite TOBa JIEKapCTBO CJE] CPOKa Ha TOJHOCT OTOENA3aH BhPXY OJIMCTepa Win
KapTOHEHaTa OMakKoBKa, ciel ,,l'onen 10:“. CpoKbsT Ha TOAHOCT OTTOBapsl HA MOCIEIHUS JEH OT

IMOCOYCHHA MCCCII.

ToBa JICKApCTBO HC M3MCKBA CIICIIUAJIHU YCJIOBUS 3a ChbXPAaHCHUC.
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He uzxBbprasiiTe nekapcTBaTa B KaHATU3AIMATA WIM B KOHTEHHEpA 3a TOMAITHH OTIIaIBITH.
ITormuratiTe Bammus dhapmarieBT Kak J1a U3XBBPIISITE JIEKapCTBATa, KOUTO BeUue He m3mo3Bare. Te3un
MEpPKH LIIe CIIOMOTHAT 3a OIa3BaHe Ha OKOJHATa Cpeaa.

6. Cumpmarme Ha OIMAaKOBKATa U JO0IIbJHHUTEJIHA I/lH(l)OpMalII/lﬂ

Kakgo cpabp:ka Jazatunué Accordpharma
- AKTUBHOTO BEILIECTBO €: Aa3aTuHHUO. Beska puimupana tabnerka cpappka 20 mg, 50 mg,
70 mg, 80 mg, 100 mg unu 140 mg na3atuHuo.
- Jpyrure cbcTaBKH ca:
- Snpo Ha TabieTKHTE: TaKT03a MOHOXUIpAT (BIKTE Touka 2 “/lazaTuau6 Accord
CHIbPKa JIAKTO3a"); XUAPOKCUIIPOITMIILIENTYI03a; MUKPOKPHUCTAIIHA [ENTyJI03a; ChIT p
Ha METAaKpUJIOBA KHCeInHa M MeTakpuiat (1:2); Tank; KpockapMeso3a HaTpHid; QO
MarHe3ueB cTeapar.
- ®unmoBo nokpurue: xunpomenosa (E464); turanos muokcun (E171); CPE/UTYBEPHIKHY

TPUTITUATICPUIH. *

Kak m3raexna JazaTunué Accordpharma m kakBo cbIbp:Ka ONIaKOBKaTa >
Hazatuan6 Accordpharma 20 mg: ¢punmupanara tabierka e Os1a 10 moyYTu @la, KpbIya, ¢ AMAMETBP
5,6 mm, ¢ BamsOHaTO penedHo o3HaueHue “DAS” oT eqHara cTpana u “2QR\0T apyrarta.

Hazatuan6 Accordpharma 50 mg: ¢punmupanara Tabnetka e osia 4Ty 04714, OBAJIHA, C Pa3Mepu
5,7 x 10,6 mm, ¢ BursOHato penedro oznadenue “DAS” ot emﬁ@: ana u “50” ot gpyrara.

Hazatuan6 Accordpharma 70 mg: ¢unmupanara Tabnerka 71a 10 OYTH Osi1a, Kpbria, C JUaMEThP
8,7 mm, ¢ BasOHaTO penedHo o3HaueHue “DAS” ot e;gcl ctpana u “70” ot apyrara.

Haszarnan6 Accordpharma 80 mg: ¢puamupanata T, TKa € Os1a 10 mouTH Osi1a, ¢ TPUBIBIIHA
¢dopma, ¢ pazmepu 9,9 x 10,2 mm, ¢ BrrpOHATO HO o3HaueHue “DAS” ot eqnara ctpana u “80”

OT Jpyrara. (b

<

Hazaturun6 Accordpharma 100 mg: (bnuz%aHaTa TabneTka e Osi1a 0 MoYTH Os1a, OBallHA, C pa3Mepu
7,1 x 14,5 mm, ¢ BoreOHATO pene(bH@:-sHaquHe “DAS” ot ennara ctpana u “100” ot gpyrara.

HMaszaruau6 Accordpharma 14 * hunMupanaTa TabieTka e Osi1a 10 moYTH Osi1a, KphIa, C
muamersp 11 mm, ¢ Boas6H enepHo o3Hauenue “DAS” ot ennata crpana u “140” ot npyraTa.

Ja3zatiHu0 AccordphaQ&ZO mg, 50 mg win 70 mg punmMupanu TabIeTKH ce IpeyiaraT B
KapTOHEHU KyTHH, GpAbpKanm 56 mim 60 ¢punMupany TabIeTKH U B KAPTOHEHU KYTHH, ChIbpIKaIH
56 x 1 nmm 60 X é)@imanaHH TabyeTKy B iepoprpaHu OIMCTEPU C STUHIUYHU JT03H.

I[asan&m&%@tordpharma 80 mg, 100 mg nnmm 140 mg punmupanu TabIETKA Ce Mpeaarar B
KapToHGARKyTUH, Chbpkatu 30 Ui 56 GuiMUpanu TabNeTKH U B KAPTOHEHU KYTUH, ChIbpIKAIIU
30 é’m 56 X 1 punmupanu TabneTku B iepdopupanu OJIUCTEPU C SIUHUYHU JT03H.

He Bcuukn BHOOBEC OIMAKOBKH MOrIaT Ja 6T>Z[aT ITyCHATHU Ha I1a3sapa.

IIpuTeskaTesn Ha pa3pelleHUETO 3a ynoTpeda
Accord Healthcare S.L.U.

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

08039 Barcelona,

Hcnanns

IIpounsBoauTen
Pharmascience International Limited
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1% Floor Tacovides Tower, 81-83 Griva Digeni Avenue
Nicosia, 1090,
Kunsp

I[aTa Ha MOCJICTHO NMpepasrjaekKaaHe Ha JIMCTOBKaTa

JApyru u3rounnum Ha nHGopMauus
IMoapo6ua nHpopMalys 3a TOBa JIEKapCTBO € MpelocTaBeHa Ha yeOcalita Ha EBponeiickata areHuus

1o JiekapcTBaTa http://www.ema.europa.eu.

74


http://www.ema.europa.eu/

	КРАТКА ХАРАКТЕРИСТИКА НА ПРОДУКТА
	A. ПРОИЗВОДИТЕЛ(И), ОТГОВОРЕН(И) ЗА ОСВОБОЖДАВАНЕ НА ПАРТИДИ
	Б. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА ДОСТАВКА И УПОТРЕБА
	Г. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА БЕЗОПАСНА И ЕФЕКТИВНА УПОТРЕБА НА ЛЕКАРСТВЕНИЯ ПРОДУКТ
	A. ДАННИ ВЪРХУ ОПАКОВКАТА
	Б. ЛИСТОВКА



