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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazaruanb Accord 20 mg ¢hunMupanu TabaeTKn
Hazatuan6 Accord 50 mg ¢punmupanu TabieTku
Hazatuan6 Accord 70 mg ¢punmupanu TabIeTKu
Hazaruanb Accord 80 mg ¢hunMupanu TabaeTKu
Hazarnan6 Accord 100 mg puamupanu TabIeTKH
Hazatuan6 Accord 140 mg ¢punmupanu TabieTku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Hazatunn6 Accord 20 mg punmupanu TabiaeTKu
Bceska ¢punmupana tabnerka cpappika 20 mg nazatunu6 (dasatinib).

THomowno gewecmeo ¢ uzgecmuo oeticmsue
Bcesika punmupana tadierka chappika 27 mg Jakto3a (KaTo MOHOXHUIPAT).

Haszaruanb Accord 50 mg dhunMupanu TabaeTku
Besika ¢punmupana tabiaetka chabpika 50 mg masatuau6 (dasatinib). %)

Iomowno geuecmeso ¢ uzeecmuo deticmsue ‘2
Beska unmvupana TabneTka cpabpixka 67,5 mg makTo3a (KaTo M0Ho®paT).

%)
Jazatunu6 Accord 70 mg dunMupanu TabiIeTKu )
Beska punmvupana Tabnetka chabpxka 70 mg na3aTHHUO ((}é@qnib).

Homowno seuecmso ¢ uzgecmiuo deticmsue O
Besika pumvupana TabneTka cpabpka 94,5 mg max (kaTo MOHOXHIpAT).

Jazatuau6 Accord 80 mg dunMupanu Ta6nen$
Bceska ¢punmupana tabnerka cpabpka 80 gm%mm/mn(i (dasatinib).

Ilomowno sewecmeo c uzsecmmno de@lnﬁte
Bceska ¢punmupana tabnerka CLzL;gzka 108 mg nakTo3a (KaTo MOHOXHJIPAT).

Jazarnan6 Accord 100 mg d@nnaHn Ta0JIETKU
Bceska ¢punvupana tabn nbpka 100 mg nazatuan6 (dasatinib).

Homowno 6emecm6Q~c u38ecmHo oelicmeue
Bcesxka (bHHMHpa&@a@ICTKa cpabpxa 135,0 mg nakro3a (KaTo MOHOXHUAPAT).

I[a3aTHHH6-gob0rd 140 mg ¢punvupanu TabIeTKH
Bcesxka %Mpaﬂa tabnerka cpappka 140 mg nazatuan6 (dasatinib).

]@ano BeUeCmBo C U36ECHO Oelcmeue
Besika punmMupana TabneTka cpabpka 189 mg makro3za MOHOXHAPAT.

3a IBJIHUA CIIMCHK Ha ITOMOIIHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (Tabnerka)

Jaszatuan6 Accord 20 mg dunmupasu TaGIeTKH




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

Hazatuanb Accord 50 mg duamupany TabaeTku
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 Accord 70 mg dpuamupanu TabIeTku
Benu o moutu Oenu, KPpbIiiM TaOJETKU ¢ JuaMeTsp 8,7 MM, ¢ BIurs0Hato penedro o3nadenue "DAS"
otT exHaTa ctpana u "70" ot npyrara.

Hazatunn6 Accord 80 mg unmupanu TabiaeTku
Benu 1o mouru Oenu TabieTku ¢ TpUbIbIHA popma, ¢ pazmepu 9,9 X 10,2 mm, ¢ BrpOHATO pe@b

o3nauyenue "DAS" ot eqnara crtpana u "80" ot apyrara. Q@
Jaszatuan6 Accord 100 mg duiMupanu TabIeTKH 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'

Hazatnan6 Accord 140 mg dhunmupanu tabieTku <
Benu 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

Q

HMazarnan6 Accord e mokasaH 3a JeucHHe Ha Bbspa@ MAIMEHTH C:

- nmoJIokuTeNTHa 3a Ounaxenduiicka Xpomo, (Ph+) octpa mumpobnactaa neBkemust (OJII) ¢
PE3UCTESHTHOCT WU HEITOHOCUMOCT Kb €IUIIHOTO JICUECHHUE.

Jasatuanb Accord e mokasan 3a nequ% TIeTUATPUIHHN TAITUEHTH C:

= HOBOJIMarHoctuiupana Ph+ O@I KOMOMHAIUS C XUMHUOTEPAITHSL.

4.1 TepaneBTHYHU NOKA3AHUS

4.2 Jlo3upoBKa M HAYMH H@ﬂnomeﬂne

Jlegenuero TpsiOBa na 61;&20[1}1&0 OT JIeKap C OIUT B AWArHO3aTa 1 JICUEHNETO Ha MAIUEeHTH C

JICBKEMUS. Q
3

203H[20BK3
2
Bb3pacmHu-&uueHmu

Hpenop@\’enHaTa HavanHa 1o3a npu Ph+ OJIJT e 140 mg Beaubx nHEBHO (BK. TOukKa 4.4).

@pulma nonyaayus (Ph+ OJIJI)

JosuipoBkaTa npu Aelia 1 10HOIIX € Ha 0a3a TexecHo Terno (Bxk. Tadbmuna 1). lazatnau® ce nmpuiara
HIEPOPATHO BEIHBX JHEBHO 1oJ hopmata Ha JlazaTuauO Accord puimmupanu TablIeTKH Uiu
Ja3aTHHUO TIpax 3a rmepopaiHa cycrensus. [lo3ata TpsOBa qa ce mpen3uncisaBa BCEKU 3 Mecela Wilu
I0-4eCTO, aKO € Heo0X0auMo, Ha 6a3a MPOMSIHA B TEJIECHOTO Teryo. TabnerHaTta ¢popma He ce
npenopbyBa 3a nauueHTy ¢ terio nox 10 kg; npu Te3n naumenTu TpsaOBa Aa ce N3MoI3Ba Mpax 3a
HepopaiHa CyCHeH3us. YBelIryaBaHe WM HaMaJIsIBaHEe Ha J103aTa ce IIPernopbyuBa Bb3 OCHOBA Ha
NOBJIMSIBAHETO HA MAllMeHTa U IIOHOCUMOocCTTa. JIumcBa onut ¢ ynorpebara Ha [Ja3atuan® Accord npu
Jiella Ha Bb3pacT nox 1 roauHa.

Hazatuan6 Accord dunMupanu TabJaeTKU U 1a3aTHHUO Mpax 3a MepopaiHa CyCIeH3us He ca
OnoexBuBasneHTHU. [lanmeHTHTE, KOUTO ca CIIOCOOHM J1a MPETThIIAT TAOJETKH U JKeNasT Ja MpeMUuHaT



OT ma3aTuHMO Mpax 3a rmepopaiHa cycrensus kbM J{azatnaud ACCOrd TabmeTKu, WiIH MMAIleHTH, KOUTO
HE MOTaT Jia MPerIbIIaT TabJIeTKH 1 KOUTO KeNasT Ja MPEMHUHAT OT TaOJIETKH KbM IEpPOpaTHa
CYCIICH3HUsI, MOTaT JIa IO HAIPaBsIT, CTUTa JIa CE CIIa3BaT MPEMOPHKUTE 3a IPUIIaraHe 3a ChOTBETHATA
JieKapcTBeHa opma.

IpenopbunTeIHATA HAYAIHA JHEBHA J03MPOBKa Ha [lazatiHnO ACCOrd TabiaeTKu Mpu MeauaTpUIHA
MAIMEeHTH € mpejcTaBeHa B Tadmuna 1.

Tao6auna 1: To3uposka na Jazarunud Accord TadaeTku npu nequaTpuYHu nauuentu ¢ Ph+

OJ1J1

Tenecno Terao (kg)? JIHeBHa 103a (mg)
10 10 mox 20 kg 40 mg 6’0
20 no nmox 30 kg 60 mg %)
30 mo mox 45 kg 70 mg &Q
Hai-mainko 45 kg 100mg o\

2 Tabnernara opMma He ce npernopbyBa 3a nanueHTy ¢ tero noj 10 kg; npu te3u nauneljgﬁ;GBa Ja ce
M3II0JI3Ba TIpax 3a MepopaHa CyCIIeH3HS. Ny

IIpoowicumennocm Ha reueHuemo QQ

B xIMHWYHY W3MUTBAHUS JISYEHUETO C 1a3aTUHUO MU Bh3pacTHH ¢ Ph JI e mpogpmxmio 10
nporpecusiTa Ha 3a00JsIBAHETO HIIH O TI0SIBAaTa HA HEMOHOCUMOCT OT«C¥paHa Ha nanueHTa. Edexrst
OT CIIMPAHE Ha JICYCHUETO BHPXY ABITOCPOUHIS U3XOM OT 3a00NISE@HETO, CIIC/ IOCTUTAHETO Ha
IIATOTCHETUYECH MIIA MOJICKYJISIPEH OTTOBOP [BKIIOYUTEITHO ITh urorenernded otroBop (CCyR),
rojsiM MoJekymsaper orroBop (MMR) u MR4,5] ne e npqu@

B xuHWYHA TpOyYIBaHUS, JICUEHUETO C Ja3aTUHUO 11 szanHqHH mauuentu ¢ Ph+ OJJT e
MIPHUJIATaHO HEMPEKbCHATO, JO0ABEHO KbM IOCIIEI0 JTHU OJIOKOBE Ha OCHOBHATA XUMHOTEPAIIUS C
MaKCUMAJIHa MPOIBKUTETHOCT OT JIBE€ TOJIUHHU, MaIMEeHTH, KOUTO ca IOJIOKEHH Ha Iocjie Bania
TPAHCIUTAHTAIIHS HA CTBOJIOBU KJICTKH, J1a3aT MOJKE J1a C€ TIPHUIIOXKH 3a OIIe €IHA TOUHA CJIC]T

TPAHCIUIAHTALIUATA. Q)
%)

3a ;1a ce MOCTUTHE MpenophYBaHaTa ygg,\ Hazatuan6 Accord ce npesyiara moj Gopmara Ha
¢unmupanu tadbnetku ot 20 mg, SQ g, 70 mg, 80 mg, 100 mg u 140 mg. YBenuuaBane uiu
HaMaJsIBaHE Ha J103aTa Ce Mpell Ba Bb3 OCHOBA Ha MTOBJIUSIBAHETO HA MAI[MEHTAa U TOHOCUMOCTTA.

Hosuwasane na 0ozama OQ\
B xiamHIYHA HsntaHg&pn BB3pactHu ¢ Ph+ OJIJI, moBuiraBane Ha go3ata 10 180 mg BeaHBK
naesHo (Ph+ OJUT) 710 TI03BOJICHO TPH MAIMEHTH, TIPH KOUTO HE € OHIT IIOCTUTHAT XeMAaTOJIOTHYCH
WA I.II/ITOFCHCTI/%@ TroBOp NPHU NMPETIOPHUHUTETHATA HAYATHA 1034,

A

He ce npe YBa IMOBHUIIIABAHE HA [03aTa IpH neauarpuyuHu namnueHT ¢ Ph+ OJIJI, Toii kaTo mpu
TE3W Ta u Jlazatuan6® Accord ce mpuiiara B KOMOWHAIHS ¢ XUMHOTEPAITHsL.

Qg&a Ha 003ama nopaou Helceanu peaKyuu
Muénocynpecus

Mo BpeMe Ha KIMHUYHUTE U3MUTBAHKS, MUCIIOCYIPECHATA € OBJIA/ITHA UPE3 MPEKbCBAHE Ha MpHeMa,
HaMaJsIBaHEe Ha J03aTa WK MPEYCTAHOBSIBAHE HA U3MUTBAHOTO JeucHue. [Ipu HEOOXOMMOCT ¢
MPOBEKaHA U TPaHC(Y3Ust HA TPOMOOIIUTH U ePUTPOIUTH. [IpH MAIUEHTH ¢ PE3UCTEHTHA
MHEJIOCYTIPECHSI € TIPUIaraH U XeMOIIOeTHUCH pacTekeH (akTop. [IpenopbKuTe 3a MPOMsIHA Ha 103aTa
IIpH Bh3pacTHH ca 00001eHu B Tabnuna 2. [Ipenopbkute 3a neauarpuunu manueHtu ¢ Ph + OJLJI,
JICKYBaHH B KOMOWHAIIMSA ¢ XUMHOTEPAIHs, ca B OTACICH naparpad, cie Tabiuiure.




Ta6auna 2: [IpoMsina Ha 103aTa NPU HEYTPONIEHHUsI U TPOMOOUUTONEHHUsI TPH Bb3PACTHU

1. IlpoBepere many MUTONCHUSTA €
CBBp3aHa C JICBKEMHUATA (KOCTHOMO3BUCH
acrmmpar Win OUOIICHS).

2. AKO IIUTOIICHUSTA HE € CBbp3aHa ¢
JICBKEMHUSATA, CITPETE JICUCHUETO 10
nocturasero Ha ANC > 1,0 x 10%1 u
tpombouuTH > 20 x 109/1 1 BB300HOBETE

Bwspactau ¢ Ph+ OJIJT  |ANC < 0,5 x 10%1 TepanusiTa ¢ MbpBOHAYAIHATA J1034.
(nayanmHa no3a 140 mg u/unm
BEJHBIK JTHEBO) tpomGonuty < 10 x 10%1|3. Ilpu mosiBuiIa ce OTHOBO MUTOIEHUS, 003
HIOBTOpETE CThIIKA 1 1 BH30OHOBETE Q)
JIYEHUETO C MO-HUCKa 7032 oT 10
BEJIHHX THEBHO (BTOPH EITH30.1 80
mg BEJIHBK THEBHO (TPETH € ).

4. AKO IMTOICHHUATA € CB}ﬁHa c
JIEBKEMHUSITA, OOMUCIIETEIIOBHUIIIaBAHE Ha
nmo3ata o 180 mg, § 'bK JTHEBHO.

N

ANC: abcourtoTeH Opoit Ha HeyTpOPHIATE @

[Ipu nennarpuunn namuentu ¢ Ph + OJIJI ve ce npenopbsuBa npo»&ﬂa Jlo3aTa IIpU CIy4yau Ha
XEeMaTOJIOTMYHA TOKCUYHOCT cTeneH | 10 4. AKO HeyTpOoneH! /MM TPOMOOLIUTOIIEHUSITA BOJIST
110 3a0aBsiHE Ha CjIeaBalys OJIOK Ha JICYSHUE C ITOBEYE OT 14@11/1, Ja3aTUHKUO TPpsIOBa J1a ce CIIpe U Ja
ce Bb300OHOBH NPU CHIIOTO JO30BO HUBO CIIE/ 3alI0YBAHE neBaius OJIOK Ha JICYEHUETO. AKO
HEYTPOTICHUTA 1 / WJIK TPOMOOLIUTONICHUSTA TIEPCUCT U crenBauAT OJNOK Ha JiedeHue ce 3a0aBu
c omie 7 JHU, TpsiOBa Jia ce M3BBPINU OI[eHKA Ha KOCCHKS MO3bBK, 3a Ja CE OIICHH [ENYJIAPUTETHT H
NPOIIEHTHT Ha ONacTuTe. AKO IeNyIapUTeThT H HUSI MO3BK € <10%, JeueHneTo ¢ [a3aTuHUO
TpsiOBa 11a ce npexbere 10 ANC > 500/ul (0, °/1), cen KoeTo JeYeHHETo MOKe J1a ObIe
BBH300HOBEHO TIPH IThJIHA J103a. AKO TIeTy. eTHT Ha KOCTHUS MO3BK € > 10%, Moxke 1a ce oOMuciu
BH300HOBSABAHE HA JICYCHHUETO C a3aT

Hexemamonozuunu nescenanu pegkyuu

IIpu pa3zBuTue Ha ymepeHa, cTe , HEXEMaTOoJIOTHYHA HEeXKeNaHa peakuys Npu Ja3aTUHUO,
JIEUCHUETO TPsIOBA Aa Cce IIpe OBHU 10 OTMHMHABaHE Ha HEXXEJIaHaTa PeaKLys UM BPbIIaHE 10
U3XOJHOTO HHUBO. JIeueH ps0Ba 1a ce Bb300OHOBHU ChC ChIIaTa J03a, KO COMTHETO e MPOSIBSIBA
3a 'bPBU ITBT U JA03AT Ba Jla CE€ HamMaJli, ako TOBa € MOBTapsIla ce HexenaHa peakuus. [Ipu
pa3BUTHE Ha TencKa,Q(eneH 3 nim 4, HEXeMaTOJIOTHYHA HeXKeJIaHa PeaKIys MPH Ja3aTHHHO,
JIEYEHUETO TPIO ce MpeyCTaHOBHU J0 OTMHWHABaHe Ha HeXXelaHarta peakuus. Cien Tosa,
JICYCHHETO MOKEVIa OB/Ie CHOTBETHO BE300HOBCHO C M0-HICKA 1032 B 3aBHCHMOCT OT

IIbPBOHAY a TeXXeCT Ha HexkenaHarta peakuus. [Ipu namuentu ¢ Ph+ OJIJL, xouto nmomyuasat 140
mg Bex HEBHO, ce MpernopbyBa HamassBaHe Ha go3ata 10 100 mg BenHBXK JHEBHO U MPU

HEoO MOCT, JOI'BJIHUTEITHO HaMaJIABaHe Ha fo3aTa oT 100 mg BeqHbK AHEBHO 10 50 mg BEAHBXK
bi . [lpu negnarpuyan nauuentu ¢ Ph + OJIJI ¢ HexeMaTOIOrnYHM HEXeJlaHU PEAKLUH, aKo €
HeoOX0IMMO, J103aTa TPsiOBa Jla ce HaMaJlM C €IHO HUBO, B ChOTBETCTBUE C TIPENIOPBKUTE 32
HaMaJIABaHE Ha Jlo3aTa IPH XeMaTOJIOTUYHH HeXeJlaH! Peakliy, ONICAaHU O-Tope.

Ilnespanen uznug

[Ipu muarHocTUIIMpaHe Ha IJICBPAJICH M3JIUB JICUCHUETO ¢ Ja3aTHHHUO TPsAOBa J1a Ce MPEYCTaHOBH,
JIOKATO NMAIIMEHTHT ObJIe MperiieaH, CTAaHEe aCUMIITOMATUYCH WK CE€ BbPHE KbM M3XOJIHO HUBO. AKO
MPHUOM3UTETHO B PAMKHTE Ha €[Ha CeMUIIa He ce HalIlto1aBa MoJ00peHre TIpy enn3oa, TpsiOBa aa
ce 0OMUCIT BB3MOXKHOCT 3a TIpWIIaraHe Ha JiedeOeH Kypc C TUYPETHIIA WA KOPTUKOCTEPOUIH, UITH C
JIBETE €THOBPEMEHHO (BX. TOUkH 4.4 u 4.8). Cnex oT3BydaBaHEe Ha MbPBUS €T30/, TPsiOBa 11a ce
0OMUCITH TTOBTOPHOTO MPUJIOKEHHE Ha 1a3aTHHUO Ha CHIIOTO J030BO HUBO. Clieq OT3ByYaBaHe Ha
TIOCTIEIBAII] €TTH30/1, Ta3aTHHUO TPsOBa /1a Ce MPHIIIOKK OTHOBO Ha €THO J030BO HHUBO MO-HHUCKO. Cren



OT3BYYaBaHETO Ha TEXKBK (CTENeH 3 win 4) enn30/1, ICYCHUETO MOXKE J1a ObJIe CHOTBETHO
BBH300HOBEHO C HaMalleHa 71032 B 3aBUCUMOCT OT ITbPBOHAYAIHATA TEKECT HA HEeXKeJlaHaTa PeaKIIHs.

Hamansisane na 0ozama npu convmemeawa ynompeoa va cunnu unxuobumopu na CYP3A4
CeopreTBamiara ynorpeda Ha cwuinu naxuouropu Ha CYP3A4 u cok ot rpeitndpyt ¢ Jazatuan6
Accord Tps6Ba na ce uzbsarea (BxK. Touka 4.5). AKo € BB3MOKHO, TPSAOBa 1a ce n3bepe aITepHATHBHO
CBIIBTCTBAILIO JIEKAapCTBO 0€3 WM ¢ MUHUMAJIEH NTOTEHIIMAN 32 HHXUOUpaHe Ha eH3uMuTe. AKO
Hazatuan6 Accord TpsioBa ia ce npuiara cbe cuiieH naxuourop Ha CYP3A4, na ce B3eme npenBun
HaMaJIABaHe Ha J103aTa J0:

. 40 mg gHEBHO 3a manueHTH, npremMarin J{azatuan6 Accord 140 mg TabieTka THEBHO.
o 20 mg mHeBHO 3a naiueHTH, npueMainy Jlasatuauod Accord 100 mg TabneTka JHEBHO.
o 20 mg nHeBHO 3a marueHTH, npueMainy Jlazatuaunod Accord 70 mg TabneTka JTHEBHO.

>
3a manuenTw, npremMaiy Jazatuaund Accord 60 mg win 40 mg AHEBHO, 1a Ce B3eME HpCI[BPIII@b
npeKbcBaHe Ha npuema Ha Jlazatuau6 Accord no crimpane Ha npuwiokenneto Ha CYP3A4
MHXUOUTOpA WK IPEMHUHABaHe KbM MMO-HHUCKA 7032 C JeKapcTBeHaTa (opma 3a nepopan@%ycnemm
(BX. KpaTKaTa XapaKTepPHCTHKA Ha MPOJYKTA, ChIbpKaIl na3aTuHu0 noxa hopmara Hafipax 3a
nepopaiHa cycneHsus). Jla ce ocTaBu epro Ha OYUCTBAHE OT MPUOIU3UTETHO | eﬁnua cien
CIHMPaHETO Ha MHXUOWUTOpA, IPeAr Aa ce Bb300HOBU NPHIAraHeTo Ha I[a3aTI/IHI/I@COI’d.

Tes3u namanenn 103u Jaszatnaud AcCord ce mpeaBmk/a 1a KOPUTHPAT IUT t&%nea kpuata (AUC)
no rpanuiuTe, HabmogaBanu 6e3 CYP3 A4 uaxuburopu. Jluncear 063@ JIMHUYHYU JAHHU 3a TE3U
KOpPEKLUH Ha J103aTa MPpH MalMEeHTH, TOTy4aBally CUJIHA HHXHOUTO a CYP3A4. Ako Jlazatuaun6
Accord He ce moHacs ciie]] HaMalsIBaHe Ha J03aTa, TpsOBa J1a ce paTH MPIIOKEHUETO Ha CHITHUA
uaxubutop Ha CYP3A4 unu na ce npexbeHe npueMa Ha Jlaza 6 Accord, ToKaTo MPUI0KEHHETO
Ha nHXHOHUTOpa Obae mpeycraHoBeHO. TpsiOBa na ce OCTaB@'JHOH Ha OYMCTBAHE OT MPHUOIN3UTETHO
1 ceamuIia cie CIIMPaHETO Ha HHXUOUTOPA, TIPS Ja c&y mun go3ara Jlasatuau6 Accord.

CrenuaiHy TONyJIaItuu Q\\z\

Cmapuecka ev3pacm ¢

He ca HaGnronaBaHy KIMHUYHO 3HAYUMH, CB HU C Bb3pacTTa, papMaKOKUHETUYHU PA3IUINs TPU
Te3u manueHTH. He ca HeoOXoauMu KOHK MPENOPHKHU 10 OTHOIIIEHUE Ha JO3UPAHETO MPHU XOpa B
CTapyecka Bb3pacT. ‘2\

Yeprnodpobdmo yepescoane A C

[ManuenTH ¢ Jieko, yMepeHo u ‘bxq(o YepHOAPOOHO YBpEXkKIaHE MOTAT Ja MpUeMar
MpEeNopBUINTETHATA HaqanHan . Bce mak JTazatuan6 Accord TpsiOBa 1a ce mpuiara ¢ BHUMaHHe IpH
MalMeHTH C YePHOIPOOH xaaHe (BK. Touka 5.2).

bvopeuno yepeorco
He ca HpOBemn%anHHHqHH M3MHUTBAHUS C 1a3aTHHHUO MPH MAIMEHTH ¢ HOHIWKeHa ObOpeuHa
¢ynxups. THiaT0 OBOPEUHUAT KIMPBHC HA 1a3aTHHUO 1 HEroBUTE METAaboIUTH ¢ < 4%, He ce

OYaKBa 1o HUE Ha OOIIHS TEIECeH KIUPHHC MPH MAIUEHTUTE C 0BOpeYHa HEIOCTATHYHOCT.
Hau HOPUIOKEHUE
pi| O Accord TpsOBa fa ce mpreMa mepopaTHo.

OwusimupannTe TabJIeTKH He TPsIOBa Ja ce pa3vynBart, pekaT Mk AbBYAT, T€ TPSOBa 1a ce IbITAT LeNn
3a J]a c€ OCUT'YpH IPABIWJIHOTO JO3HUPAHE U Ja C€ HaMaJld PUCKA OT €KCIIO3UIIMS Ha KOXKaTa.
dunmupaHuTe TabJIeTKU He TpAOBa J1a ce IUCIepPrupaT Thil KaTo €KCIO3UIMTA IPH MAlUEHTHUTE,
npueMaly JUuclieprupana TabneTKa € Mo-HUCKa OTKOJIKOTO MK NpUeM Ha msiia Tabnerka. JazatuHn0
pax 3a IepopaiHa CyCIe3us € MOAXOIAI ChIIO U 3a neauarpudnu naruentu ¢ Ph+ OJIJI, kouto He
MOTaT J]a IPETIBIIAT TaOJETKH.

Hazatuan® Accord Moske 1a ce mpreMa cbe M 0e3 XpaHa U TpsOBa Jia ce IpreMa o €JHO U ChILO
BpeMe CYTpHH WK Beuep (Bxk. Touka 5.2). Jlazarnau® Accord He TpsiOBa na ce npuema ¢ rpedndpyr
WJIN COK OT rpedndpyt (Bxk Touka 4.5).



4.3 TIlpoTuBOmOKa3aHus

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

4.4 CneuuajHu npegynpe:kieHus U NpeAnasHu MePKH NpH ynorpeda

KinHMYHO 3HAYMMM B3aUMOACUCTBUS

Jazaruan0 e cyocTpar u naxubdburop Ha iuroxpom P450 (CYP) 3A4. Ero 3armmo, chimecTByBa
MOTCHITUATHA BH3MOKHOCT 32 B3aUMOJICHCTBUE C JPYTU €AHOBPEMEHHO MPHUJIATAHU JICKAPCTBEHU
MPOAYKTH, KOUTO c€ METa0OJM3KpaT INIaBHO Ype3 Wiu Moayiupat akruBHocTTa Ha CYP3A4 (BK.
Touka 4.5).

>
CpoprcTBamiaTa ynorpeda Ha qa3aTiHUO U JIEKapCTBEHH MPOAYKTH WM BEILIECTBA, KOUTO Ca b
noreHmanay naxuoutopru Ha CYP3A4 (Hamp. KeTOKOHA30JI, HTPAKOHA30J1, EPUTPOMHUITIH
KJIAPUTPOMUILIMH, PUTOHABUD, TETUTPOMULIMH, COK OT TPpeHN(pyT) MOKE J1a TTOBHUILN EKCIT3UIIATA Ha
na3atnHu0. ChrbTeTBaIATa yIoTpeOa Ha 1a3aTHHUO U JIEKAPCTBEHH MPOILYKTH, KOUT: MOIIHU
uuxubutopu Ha CYP3A4 He ce npenopbusa (Bk. Touka 4.5). @

CroprcTBanaTa ynorpeda Ha Ja3aTHHUO U JIEKapCTBEHU MPOAYKTH, KOUTO MDY IpaT CYP3A4

(Hamp. mekcameTasoH, GeHUTOWH, KapbamaszenuH, pudamnunyH, Genodap W OMIIKOBU
npenapatH, chabpkaiy Hypericum perforatum, usBecteH ChIo KaTo T KaHTAPHOH) MOXKeE
3HAYUTEIIHO Ja HAMaJIi eKCIO3UIHITA Ha Aa3aTHHUO, KOSTO MTOBHILL OTEHIMAIHUS PUCK OT

TepaneBTUYeH Heycnex. ETo 3amo, npyu nadeHTuTe npueManiy z@a WHUO, 33 €THOBPEMEHHO
MPUJIOKEHHUE TPSIOBA a ObIaT U30MPaHH aITCPHATHBHU JICKap, HU TIPOJTYKTH C IMO-MaTbK
WHIYKIUOHEH MOTeHuan 1no otHomenue Ha CYP3A4 (BKQ@Ka 4.5).

CeropreTBaniaTa ynorpeda Ha qa3atuHub u cyocTpar YP3A4 mose 1a MOBUIIM €KCIO3UIINATA HA
CYP3A4 cy6erpara. Eto 3amio, e HeoOXoauMo 1o HO BHUMAaHHUE, KOTaTo J1a3aTHHUO ce mpuiiara
eqroBpemeHHO ¢ CYP3A4 cyOcTpatu ¢ TeceH T, BTUYEH WHJIEKC, KaTO aCTEMH30J1, TeppeHaInH,

[U3aNPUJI, TMMO3U]T, XHHUIUH, OCTIPHIII WIDEPrOATKAIOUIN (€proTaMUH, TUXUIPOEPrOTaMUH) (BXK.
Touka 4.5). %)

CeIrpTCTBamIaTA yIoTpeda Ha naaan@‘g;l xuctaMuH-2 (H2) anTaronuct (Hamp. pamoTunus),
MHXUOUTOP HA MPOTOHHATA MOMI@{(HAITP. OMETNPA30J) UM aTlyMUHHUEB XUAPOKCHI/MarHe3ueB

XHUIPOKCHU/JI, MOKE J1a HAMaJIU 3UIMATa Ha qa3atunu6. ETo 3amo, H2-anrtaronucrure u
MHXHOUTOPHTE HAa IPOTOHHA MIIa HE Ce IPEToPhYBAT, a MPOITYKTUTE, ChIbPIKAIH ATyMUHAEB
XUJIPOKCH]I/MarHe3UeB X cuJ TpsiOBa Aa ce mpuiiarar A0 2 yaca NMpeau WM 2 Jaca ciiej
yrnoTtpebaTa Ha 1a3aTH BX. TOUKa 4.5).

Crienyansy nomyfaiim

B3 ocHOBa gynTamTe OT (hapMaKOKHHETHYHO NPOYYBAHE C AMHUYHA /1034, TAIIUEHTH C JIEKO,
YMEPEHO ©KKO YepHOPOOHO YBPEKAaHE MOTaT Jja MpUeMaT NpernopbyBaHaTa HayaiHa 103a (BXK.

Touka 5.Z)yHMopaju orpaHiuenusTa Ha TOBA KIMHUYHO MPOYYBAHE CE NMPENOPbHYBA OBUIICHO
BH N@gfe MIPH MPUIIOKEHUETO HA MAa3aTUHUO MPH MAIMEHTH C YepHOAPOOHO YBpPEXKIaHE.

BaxXHu HekenaHu peakluu

Muenocynpecus

JleuenueTo ¢ fa3zaTUHUO € CBBP3aHO C aHEMUsI, HEyTpolneHus u Tpombonuronenus. IlosBata um
HACTBIIBA MO-PAHO U € TO-BHCOKa yecToTa npu nanuenta ¢ XMJI B Hanpennana daza wnu Ph+ OJIL, B
cpaBHEHHE C Te3u ¢ XpoHnuHa (pasza Ha XMJIL. [IenHa kpbBHa kaptuna (IIKK) TpssoBa na ce npasu
BCSIKA CEIMMILIA NIPE3 IbPBUTE 2 MECELIa, a CJIEA TOBA BEIHBK MECEUHO MM B 3aBUCUMOCT OT
KJIMHAYHATa KapTHHA MIPH Bb3PAaCTHH NalKeHTH ¢ HanpeaHana ¢aza Ha XMJI win Ph+ OJIJL nekyBanu
¢ MOHOTepanus ¢ fa3zaTuHuO. [Ipu Bp3pacTHH 1 neauaTpudHyu nmanuentyd ¢ XMJI B xponuuna dasa,
IThJTHA KPBBHA KapTHHA TPSOBA /1a ce TIPaBU Ha BCEKH 2 CEIMMUIH 3a 12 ceIMUIIA, ClIeT TOBa Ha BCEKU
3 Mecelia WM KakTo € KIMHUYHO Noka3aHo. [Ipu neauatpuynu mamuentd ¢ Ph + OJIJI, nexyBanu ¢
na3aTuHuO B KoMOuHams ¢ xumuotepanus, [IKK tps6Ba na ce mpocnenssa mpeau Ha4yanoTo Ha




BCEKH OJIOK XUMHOTEpAIHs ¥ KaKTO € KIIMHUYHO TIoKa3aHo. [1o BpeMe Ha KOHCOJIHIMpAIIUTE OJIOKOBE
Ha xumuoTtepanusata, [IKK tpsoBa mxa ce mpaBu Ha BCEKH 2 THU J0 BH3CTAHOBSIBaHE (BXX. TOUKH 4.2 U
4.8). Muenocympecusara OOMKHOBEHO € 00paTHMa U Ce OBJIAJBa C TIOMOIITa Ha BPEMEHHO
MPEYyCTAHOBSBaHE Ha ITPHEMa Ha J1a3aTHHUO WK Ype3 pelylrupaHe Ha J03aTa.

Kwvpgene
[Ipn marmenTn ¢ XMJI B xponnuna ¢aza (n=548), 5 nmaruentu (1%) noxydaBamu ga3atuHuo, ca
UMaJId XeMoparus creneH 3 uinu 4. B k1uHuYHY TpoyuBaHus npu nanueHTyd ¢ XMJI B HanpeHana
(haza, moyyapaiy IpernopbunuTEIIHATA 103a 1a3aTHHUO (n=304), Te)kka XeMoparus Ha LieHTpaIHaTa
HepsHa cucteMa (LTHC) ce cpema nmpu 1% ot nanuentute. Enun ot ciryuaunte e daTaneH, KaTo e
CBBbp3aH ¢ TpoMOouuTonenus crened 4 no ,,00mu kpurepun 3a Tokcnanoct” (Common Toxicity
Criteria (CTC)). KppBoH3IHB OT CTOMAIIHO-YPEBHUS TPAKT cTeNeH 3 wiu 4 e HabmronaBaH mpu 6% ot
nanuenTute ¢ XMJI B HanpenHana ¢a3za 1 0OMKHOBEHO M3UCKBA MPEKHCBAHE HA JICYCHUETO U
TpaHcdysus. Jpyru kpbBousaHuBH cTerneH 3 uin 4 ca HabmoaaBaHu pu 2% OT HALMEHTUTE c&ﬂ B
HanpenHana ¢asa. [loBedyeTo oT HeXeNaHUTE peaKklyu, CBbP3aHu ¢ KbpBEHE, IPU TE3U nal@m ca
TUIIUYHO CBBP3aHU C TPOMOOIUTOIEHU cTerneH 3 i 4 (Bk. Touka 4.8). OcBeH ToBa, @ByJiTature ot
olleHKaTa Ha TPOMOOLHUTHTE iN Vitro u in Vivo mokasear, ue JCUEHHETO C Ja3aTHHUO O HMMO 3acsra
aKTUBALUATA HA TPOMOOLIUTHTE. >

>

Heo06x0aumo € NOBUILIEHO BHUMAHKE, B CIly4ai Y€ NALUEHTHTE Ce HYXKAAAT GPJICKapCTBEHH
NPOAYKTH, HHXHUOUPAIIX TPOMOOIMTHATA (DYHKLIUS UIH aHTI/IKanyJ'IaHTI/IQ\

3advporcane na meunocmu 4

Jla3aTHHHO ce CBBP3Ba ChC 3aAbpIKAHE HA TCUHOCTH. B Kimnnuno @pdyusane dasa 11l nmpu nanpentn
¢ HoBoimarHoctuipana XMJI B xpoHunuHa ¢asa, ce cbo0ma 3abpKaHe Ha TEYHOCTH CTETEH 3
win 4 nipu 13 nauuentu (5%) B Tpynara Ha JI€YSHHUE C a3 0 u npu 2 nanuenTu (1%) B rpymnara
Ha JICYeHHUEe ¢ UMaTHHUO cieq MuHIMYM 60 Mecema mpocieRsiBane (Bk. Touka 4.8). OT BCHIKH
nanenTy ¢ XMJI B xpoHndHa ¢asza, JICKyBaHH C 1133 0, TEKKO 3aIbpKaHe Ha TECYHOCTH
HacTbBa npu 32 nanueHTty (6%), moryJaBariy I BUYUTETHATA 1032 Aa3aTHHUO (n=548). B
KJIMHUYHU NPOYYBaHMA MpH nanueHTu ¢ XMJI Ph+ OJIJI B Hanpeanana ¢asa, noay4aBariu
MIpenophYNTENHATA 1032 Aa3aTUHUO (n=304) @. 500I11aBa 32 3a]Ibp)KaHe HA TEYHOCTH CTETICH 3

i 4 ipu 8% OT NAIMEHTUTE, BKIIOYUTE JIEBpAJICH U TICPUKAP/ICH U3JIUB CTETeH 3 Wiu 4,
CchOOIIaBaH ChOTBETHO Tipu 7% u 1% o ventute. [Ipy Te3u manmeHTH, 6e10IPOOEH OTOK CTENCH
3 wiu 4 u GenroapoOHa XUIICPTOHUS c@fLOGmeHn mootaeHo mpu 1% oT marueHTure.

[MaruenTn, pa3BuBaIu CHMHT%:&HOL[CKQ,BB&HII/I IJIEBPAJICH U3JTUB, KATO JAUCITHES WITH CyXa
Kalumiia, Tpsosa na ObaatT JIBAHU C ITOMOIITa HA peHTreHorpadus Ha TpbaHus Koml. [IneBpanen
U3IIUB CTereH 3 win 4 M 4 M3MCKBa TOPAKOIIEHTE3a WM KUCTIOpoIHa Tepanus. Hexxenanure
peakuuu che 3bAbpKa TEYHOCTH OOMKHOBEHO C€ TIOBIHSIBAT C TOMOIIITA Ha MO IbPXKAIINA MEPKH,
KOWTO BKITFOUBAT ngasemun U KPaTKOTPacH Kypc Ha JIEYeHHE ChC CTepOUIU (BXK. TOUkH 4.2 1 4.8).
[NanmenTure Ha acT 65 roJJMHYU ¥ MOBEYE ca MO-CKJIOHHHU KbM CHOUTHS, CBBP3aHH C IJIEBpaTICH
W3JIUB, TUCTT anuTuIa, TIEPUKApPACH U3IUB U 3aCTOMHA ChpJIedYHa HEIOCTATHYHOCT B CPABHEHUE C
TIO-MJTA T IMEHTH 1 TPsOBa /a ce HaOmro1aBaT BHUMaTeaHo. ChoOIaBaHu ca U Cilydan Ha
XHHOTC@Q PY TIAIMEHTH C IIEBPAJICH U3JIMB (BXK. Touka 4.8).

E&%o@w apmepuanna xunepmonus (bAX)

BAX (mpekanusipHa 6eoapOoOHa apTepHallHa XUTIIEPTOHMS, IIOTBBPACHA C JICHA ChpAcTHA
KaTeTepu3anysl) ¢ JOKJIaIBaHa BB BpB3Ka C JICUCHHUE ¢ ma3aTiHuO (BXK. Touka 4.8). B Te3u ciyuan,
BAX e noknaaBana cief| 3ari0YBaHe Ha Teparus ¢ Ja3aTHHUO, BKIFOYHTEIHO U CJIE] TIOBEYE OT €[Ha
roJIMHA JICYCHUE.

[ManuenTure TpsaOBa 1a ObJAT OIICHEHU 3a IPU3HAIIM U CUMIITOMH, CBBP3aHU C OCHOBHO
KapAMOMYJIMOHATHO 3a00JIsIBaHe, IPE/IU J1a 3aMI0YHAT Teparnus ¢ na3atuHuo. [lpu 3amouBane Ha
Tepamnus Ha BCEKH MAIUCHT ChC CHMIITOMHA Ha ChPJICTHO 3a00siBaHe TpsAOBa 1a ObJe HapaBeHa
exokapauorpadus u ja ce 0OMHUCIIM TaKaBa IMPH MAUEHTH ¢ PUCKOBU (aKTOPH 3a ChPACYHO WK
MyJIMOHAHO 3a0omsaBaHe. [lanenTrnTe, KOUTO Pa3BUAT MUCITHES H yMOpA CJIe]l 3all0YBaHe Ha Tepartus
C 1a3aTUHUO, TpOBa Aa ObJAT OIEHEHH 3a O00II[a €THOJIOTHS BKIFOUUTEITHO IUIEBPAJICH U3IUB,



0emoapoOeH O0TOK, aHeMUsl, HHPWITpAITHsI Ha 6ennuTe 1poboBe. B CHOTBETCTBHUE C IPEMOPHKATE 3a
JIeUCHIE Ha HEXEMATOJIOTHYHHU HEXKEJIaH! PeakItuy (BK. Touka 4.2) mo3aTta Ha 1a3aTHHHUO TpsiOBa ma
ObJlc HaMaJIeHa WJIM TEpaIusATa Jla Ce MIPEKhCHE M0 BPEME Ha TOBA OIICHsBaHE. AKO HE CE HAMEpH
00sICHEHHE WU aKO HsMa MMOI00peHHE TP HaMaJIIBaHEe Ha J103aTa WIH MTPH HEHHOTO MPEKbhCBAHE,
TpsiOBa Aa ce oomuciu quarnoszara bAX. /[marHocTHIHUAT OIXO TPsIOBA 11a CiIe/iBa CTaHAapTa 3a
nedenue. [Ipu morebpxaaBane Ha BAX, mpuemMbT Ha na3aTHHUO TPsAOBa 13 OBIe OKOHIATEITHO
npeycranoBeH. [IpocnensBanero TpsOBa 1a ce OCHIIECTBU B ChOTBETCTBUE ChC CTAHIAPTA 32 JICUCHHE.
HabmromaBanu ca momoOpeHus B XeMOJIMHAMAYHUTE W KIIMHUYHUTE TIapaMeTpy NpH narueHT ¢ BAX,
JIEKYBaHHU C JIa3aTHHHO, CJIE/] CIHpaHe Ha TepamusITa.

Yovnocasane na QT unmepsana

In vitro nanHuUTE MOKa3BaT, Ye [a3aTHHUO MMa MOTEHIMAI 1a YIb/DKaBa PErosIpu3alisiTa Ha
cbpaeunara kamepa (QT unrtepsan) (Bx.Touka 5.3). [Ipu 258 nexyBanu ¢ Aa3aTUHUO MALIUECHT (b'
258 nexyBaHU ¢ IMaTUHUO MAIMEHTH C MUHUMYM 60-MECeUHO MPOCIIe/IBaHe 110 BpeMe Ha U3 aHe
¢aza 1l npu marmenTy ¢ HoBoauarnoctuimpana XMJI B xponnuHa daza, 1 maruent (< l‘VQr BCSIKa
rpyna e mokasan yabpkaBane Ha QT mHTEpBaa, KOETO € JOKIIAJABAHO KaTo HeXKenaHa PEayIIvsL.
Menunanara Ha npoMsiHata B QTcF crpsimo n3xoaHoTo HEBO € 6mna 3,0 msec npu Jie HUTE C
Jla3aTHHUO TIAITMEHTH B CpaBHEHHE ¢ 8,2 msec MPH MAIMEeHTUTE, JICKYBaHU ¢ UMAaTHHNUO. EnnH
nanrent (< 1%) ot Besika rpyna e nokaszan QTcF > 500 msec. [Tpu 865 nanuentiyc neBkemus,
JIEKYBaHHM C Ja3aTMHUO [0 BpeMe Ha KIMHMYHY M3MUTBaHusA (asa 11, cperui@pomenn copsamo
uszxoguuTe croitHocT Ha QT mHTEpBana, onpeneneHy ¢ momoinra Ha MmeTeNa Ha Fridericia (QTcF), ca

6 4 - 6 msec; ropHarta rpanuna Ha 95% oBepuUTeNIeH HHTEPBAI 32 KM CPEeTHHU MPOMEHHU
CIIPSIMO U3XOIHHUTE CTOMHOCTH € Ouita < 7 msec (BkK. Touka 4.8).

Ot 2 182 nauueHTy ¢ pe3UCTEHTHOCT WIIM HETOHOCUMOCT KbM IT ITHO JICYCHHE C IMAaTHHUO,
MoJIyYaBaJiy Ja3aTHHUO 110 BpeMe Ha KIIMHUYHU U3MTUTBAHMS, ¥5){ %) ca umanu ynpwkasane Ha QTc,
CHOOIIEHO KAaTO HEeXKeNaHa peaknus. J[BajeceT u eJiH OT T aruenTtH (1%) ca numamu QTcF >

500 msec.

O

Jazatuan0 Tpa6Ba na ce npusiara ¢ BHUMaHHE I %‘:I/IeHTHTe ¢ yaeinkeH QTc unu TakuBa, mpu
KOHMTO € Bb3MO)KHA T0sBATa HA ybJDKABaHE HA . ToBa BKJIIOYBA MTALIMEHTH C XAIOKATHEMHAS WIN
XUIIOMAarHe3ueMusl, IallueHTH ChC anﬂpOMa@ pojicH yabmkeH QT vHTepBa, MalUeHTH,
HpI/IeMaHH/I aHTI/IapI/ITMI/I'-IHI/I HeKapCTBeH I[yKTI/I NN ;[pyrI/I HeKapCTBa, KOHUTO BOAAT A0
yabskaBane Ha QT uHTEpBaia, KAaKTO €HHUE C KyMYJIaTHBHA BUCOKA J103a aHTPAIUKIINH.
XUIMoKaTMeMHATa HIIM XUIIOMarHe3su€MusaTa TpsaoBa 1a Ob1aT KOPUTMPAHH HPEIH NPUIIOKEHUETO Ha
na3aTuHUO. \&.

Covpoeunu nesicenanu peax %

Jazatuan® e Owi mpoyu Ss’ezmo PaHAOMU3UPAHO KIMHUYHO M3NHUTBaHE Npy 519 maruenTu ¢
HOBOJHArHOCTUIIUPAH JI B xponu4Ha ¢a3a, BKIOYBAIIO MAIUCHTH C IPEAMIITHO ChPIACUHO
3a0oaaBane. lma IICHUS 33 ChPJICYHU HEXKEITAHU PEaKIIMH — 3aCTOMHA ChpJcuHa
HEIOCTATHYHOC Je9YHa TUCHYHKIUS, IEPUKAP/ICH U3ITUB, ApUTMHHU, TAIMTUTAINY, YAbIDKaBaHe Ha
H(papKT Ha MUOKap/a (BKIIOYUTEIHO (aTalieH), IPH MAIlUCHTH, JICKYBaHH C

KeJTaHUTEe ChbPACYHU CHOUTHS ca OMIM MO-4ECTH IPH MAUSHTH C PUCKOBH (haKTOpH
WIH C a 3a 3a chpledHo 3a0onsBane. [lanuenTure ¢ puckoBu hakTopH (HapuMep XUIEPTOHUS,

aHHa KOpOHApHA WHTEPBEHIMS, TOKa3aHa NCXeMHUYHa 0OJIECT Ha ChPIETO) TPsiIOBa BHUMATEITHO
Ja ObpaaT HaOJIr0aBaHM 32 KIIMHUYHY MPU3HALM WIM CUMIITOMH, IOKAa3aTEeJIHH 3a ChbpACYHA
IucyHKIMA, HATpUMeEp TpbaHa O0nKa, 3aayX 1 quadopesa.

AXO Te3H KIMHUYHYU NPH3HALY HIH CHMIITOMH C€ Pa3BHAT, KEJIATEITHO € JISKapUTe J1a IPEyCTaHOBAT
NPUJIOKESHUETO Ha 1a3aTHHHUO U 1a OOMHCIAT He0OX0aUMOCTTa OT antepHaTuBHO CML-crienuduana
tepanusi. Cie/l OTIHIyMsIBAaHE Ha CUMIITOMUTE € HEOOXOIUMO J1a Ce HANpaBu (PyHKIIMOHATHA OI[CHKA
npen Ja ce Bb300HOBH JICUEHUETO ¢ Ja3aTHHHO. JIedeHneTo ¢ q1a3atnHud Moxe a Obe
BH300HOBEHO B ITbPBOHAYAIHATA 1032 NIPH JICKH/yMEPEHN HEXKEIaHH Peakiuu (< cTerneH 2) U ¢
HaMmaJleHa /103a TPH TEKKHU HeXeNaHu peakiuu (> crenex 3) (Bx. Touka 4.2). [lanueHTuTe, KOUTO
IPOABIDKABAT JIEUEHUETO, TPSOBA EPHOIMYHO J1a ObaaT HAOI0JaBaHH.



ITanmenture ¢ HEKOHTPOJUPAHO WJIN 3HAYUMO CBPJACYHO-CHA0BO 3a00IIIBaHe HE ca OWJIH BKIIFOYBAHHU
B KIMHUYHHUTC U3IIUTBaHUA.

Tpombomuuna mukpoaneuonamusi (TMA)

BCR-ABL THpo3uHKHHA3HUTE HHXHOUTOPH CE CBHP3BAT ¢ TPOMOOTHYHA MUKpoaHruomnatus (TMA),
BKJTFOUHTEITHO CHOOIICHNS HA OTACITHU CIIyIau MPH Ja3aTHHUO (BXK. Touka 4.8). AKO IMpH MAITUEHT,
MOJTy4YaBall Ja3aTHHHUO, CE TOSBIT Ja00paTOPHU WU KIMHUYHA HAXOJAKH, CBhp3aHu ¢ TMA,
JICUCHHUETO C a3aTHHUO TPsOBa Ja ce MPEeKpaTH U Jia ce U3BHPINU 3aIbJI00UEHA onleHKa 32 TMA,
BKJIFOUUTEIIHO onpeeiisiHe Ha akTuBHOCTTa HAa ADAMTS13 u Hannuuero Ha anTH-ADAMTS13
anTurena. Ako antTu-ADAMTS13 aHTuTenaTa Ca MOBUIIICHU, ChUETAaHO C HUCKA aKTUBHOCT Ha
ADAMTS13, neyenueTo ¢ ga3aTuHUO HE TPsOBaA 1a ce Bb30OHOBSBA.

Peaxmusayus na xenamum B 9?’
HaGnronaBaHa € peakTUBaIMs HA XCMATUT B Mpy manueH T, KOUTO ca XpOHHYHU HOCUTETH Ha(PY
BUpYC, ciea nmpueMm Ha BCR-ABL THpo3uHKHHA3HN HHXUOUTOPU. B HSIKOM Cilyyan HACTD cTpa
4EPHOAPOOHA HEIOCTATHYHOCT WM (DYJIMMHAHTEH XETIATUT, BOJEI [0 Y€PHOAPOOHA TpAHSILIaHTALMS
win (haTaneH u3xo/. &
IIpenu na 3amounar edenue ¢ JlazatuauO AcCord, maruenTure TpsOBa 1a ObaaT ﬁHBaHI/I 3a HBV
uHdeknus. [Ipenu na 3amoyHar jeyeHue, NalMeHTHTE ¢ TTO3UTHBHA CEPOJIOTHS &nmm B
(BKJTIOYUTENTHO TE3U C AKTHBHO 3a00IIsBaHE) U MALUEHTH, KOUTO ca nonoxuféipu 3a HBV undexius
0 BpeMe Ha JIeueHue, TpsOBa ObAaT KOHCYJITUPAHH ChC CIICIIUAIACTH B JI &I/ICTO Ha xenatut B.
Hocurenure Ha HBV, konTo nMaT Hy’k1a OT JICYCHHE C 1a3aTUHUO, TP 1a ObaT BHUMATEIIHO
MpochesBaHy 3a MPU3HALW U CUMIOTOMHU Ha akTuBHa HBV HHq)eKu 0 BpEME Ha JICUEHUETO U
HSIKOJIKO MecCeIla cie]l Kpasl Ha JIeUeHHeTo (Bx. Touka 4.8).

er

Edexmu evpxy pacmesica u pazgumuemo npu neouampuy yuenmu

B neauaTpudHu npoy4YBaHUs C Ja3aTHHUO, IPH MIEANAT, & naruenT ¢ Ph+ CML-CP ¢
HETIOHOCHUMOCT/PE3UCTEHTHOCT KbM UMAaTUHHO U nea@@nq}m nanuent ¢ Ph+ CML-CP 6e3
HpeaXoHa Tepanus, ciel MUHUMYM 2 TOJUHHU T€ , ce cpo0I11aBa 3a CBbP3aHU C TepanusiTa
HE)KEJIaHU ChOUTHSI, CBBP3aHU C pacTexa Ha KO ¢ M pa3BUTHETO NIpH 6 (4,6%) maumeHTH , Npu
€/IMH OT KOUTO OT BUCOKa CTereH (3a0aBeH creried 3). Te3u 6 ciryyast BKIIIOUBAT ClIyyan Ha
3a0aBeHa (Qy3us HA eU(HU3UTE, OCTEOTIC a0aBeH pacTex U rMHeKoMacTHs (BK. Touka 5.1).
TpyaHO € 1a ce MHTEpPIIPETUPAT TE3U P aTH B KOHTEKCTa Ha XpOHUYHO 3a0omsBaHe kato CML u e
HEOOXOMMO JIBJIrOCPOYHO IIPOCIESBaHE.

B nennatpudamn npoydIBaHus ATHHUO B KOMOWHAIHS ¢ XUMHUOTEPAITHS ITPH
HOBOJMArHOCTULIMPAHU I1€ yay nanueHT ¢ Ph+ OJUJI cien MmakcumyM 2 TOAMHM JIedeHHE, ca
JIOKJIaJIBAHU CBBP3aHU C HUETO HEXKETIaHW CHOUTHS 110 OTHOIIIEHUE HA PacTeka U Pa3BUTUETO MPH
1 (0,6%) maruent. To&yt{aﬁ € Ha OCTEOIeHUs CTemeH 1.

B xiauHnuHM 1 aHI/IH ce Ha0Jro1aBa 3a0aBsiHE HA pacTeXka MPH MeANaTPUIHH TalUeHTH,
JIEKYBaHU C 6 (Bx. Touka 4.8). [IpenmopruBa ce mpociieIBaHe Ha pacTeka U Pa3BUTHUETO HA
KOCTHUTE II CAWAaTPUYIHU MAUCHTH.

IIo m\gﬁd BEIIISCTBA

JIdanosa

To3u JieKkapcTBEH NPOAYKT ChIbpiKa JJaKT03a MOHOXHUApAT. [lallMeHTUTE ¢ PeIKKU BPOJACHH IIPOOIeMHU
HA TrajJaKTO3Ha HETIOHOCUMOCT, ITBJICH JIAKTA3€H JAC(DUIINT WU TITF0K030-TallaKTO3Ha ManabcopOoIws,
He TpsIOBa J1a IpUeMaT TO3H JICKAPCTBEH MPOAYKT.

Hzonponunos ankoxon
To3u NekapcTBEH MPOAYKT ChABPKA H3OMPOITUIIOB ATKOXO0JI KATO OCTATHK OT MPOU3BOICTBEHUS
nporec.

45 BzaumoaeicTBHE ¢ APYTH JeKAPCTBEHHN NMPOAYKTH U APYrd opMU HA B3auMo/lelicTBHE

AXTUBHU BC€IICCTBA, KOMTO MOXKEC J1a IMMOBHUIIAT IJIA3MCHHUTC KOHIICHTPAIIWMK HAa ,Z[a3aTI/IHI/I6
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In vitro npoyuBanusTa I0Ka3Bart, 4e ga3aruaud € cyocrpar Ha CYP3A4. CeipreTBamiara ymorpeba
Ha Ja3aTUHUO U JIEKApCTBEHU NPOJYKTHU WM BEIIECTBA, KOUTO ca MOTEHIMATHU HHXUOUTOpHU Ha
CYP3A4 (manp. KeTOKOHa30J1, UTPAKOHA30J1, PUTPOMULIUH, KIAPUTPOMHULIMH, PUTOHABUD,
TEJIMTPOMHULIUH, COK OT TPeUnpyT) MOXKe a MOBUILAT EKCIIO3ULMATA Ha qa3aTuHuO. ETo 3amo, npu
HNalMeHTHTE, IPUEMAIH Ja3aTHHUO, HE ce MPEernopbhyBa CUCTEMHOTO MPUIIOKEHUE Ha MOIIHH
naxuoutopu Ha CYP3A4 (Bx Touka 4.2).

IIpy KAMHUYIHO 3HAYMMH KOHIIEHTPAIIUH, CBBP3BAHETO HA A3aTHHUO C TUIA3MEHUTE TTPOTENHH €
npubmusuTeaHo 96% Ha 6azara Ha in vitro onutr. He ca mpoBeXIaHM U3MUTBAHS, OICHIBAIIH
B3aMMO/ICHCTBUETO HA Ta3aTHHUO C IPYTH MPOTECHH-CBBP3aHH JICKAPCTBEHH MPOAYKTH. [[0TeHIIHATBT
3a U3MECTBAHE U HErOBaTa KJIMHUYHA 3HAYUMOCT Ca HEU3BECTHH.

AKTHBHH BEIIECTBA, KOMUTO MOTAT Ja MOHIKAT IUIa3MEHUTE KOHIICHTPAIUH Ha JIa3aTHHUO (b'
Koraro ga3atunu6 e npumnaras cien 8 AHeBHa ynotpeda Ha 600 mg pudaMmunuH Beuep, Koﬁ'éD
mouieH CYP3A4 unnykrop, AUC Ha na3zatunu® e Ouia HamaneHa ¢ 82%. pyru nekapcet
MPOIYKTH, KOUTO HHAynHpaT akTuBHOCTTa Ha CYP3A4 (Hamp. mekcaMeTas3oH, (I)CHI/ITOI/IQ
kapOamasenuH, pudaMuivH, GeHoOapOUTal Wi OWIKOBH MPErapaTH, ChIbpIKaIlK ericum
perforatum, U3BeCTEH CHILO KaTO KBJIT KAHTAPHOH) MOXKE CHIIO Ja HOBUIIAT MCT?&))JI 3Ma U J1a
MOHIKAT IJIa3MCHUTE KOHLEHTPAK Ha 1a3aTnHUO. ETo 3al0 He ce Npernopbyss ehIbTCTBAIATA
ynotpeba na momun CYP3A4 unnykropu u nasatunu®. [Ipu nauuenTure, oy KOMTO € NOKa3aHa
ynorpebata Ha pudamnuiuH uiu apyru CYP3A4 uaaykropu, € Heo0Xox HIPUIOKEHUETO Ha
aNTEpHATUBHU JIEKAPCTBEHH MTPOAYKTH C O-HUCHK MHAYKIIMOHEH MOTCHNMAI [0 OTHOILIEHUE Ha TE3U
ensumu. ChITbTCTBAIIATA YIIOTpeOa Ha AekcaMeTa3oH, ciad nHaykTepyha CYP3A4, ¢ nazatunub e
BB3MOkHa; AUC Ha n1a3atnHUO ce oyakBa Jia Hamaliee puoIn3 @’Ho ¢ 25% mpu chIbTCTBAILATA
ynoTpeba Ha JeKcaMeTa30H, KOETO HE ce OYaKBa Jja uMa KHHHW& 3HAYUM €(EKT.

Xucmamun-2 anmazoHucmu u UHXUOUMOpPU Ha npomonm& nomna

JBITOCPOYHOTO MOTHCKAHE Ha CTOMAITHATA KACEIH Kperus ¢ momornra Ha H2 aHTtaronucTu
WJIM HHXUOUTOPH Ha IPOTOHHATA momiia (Hamp. ¢ JIH ¥ OMETIPa30J1) BEPOSITHO OHMKaBa
eKCIO3ULUATA Ha Aa3aTuHUO. B mpoyuBane c ¢ ATHO TIpWJIaraHe MPH 3PaBU UHIUBUJIH,
npuiIokeHuero Ha pamoruann 10 yaca npe T BAMHUIHATA 1032 Ta3aTHHUO MOHIKABA SKCIIO3UIHSITA
Ha na3atuHu6 ¢ 61%. B npoyusane npu 1 %aBI/I WHIWBUIHY, IPHIOKEHUETO Ha enHIYHa 1o3a 100
Mg nazatuHu6 22 yaca cies 4-THEBHO oxeHue Ha 103a 40 mg omenpasos Ipu CTalluOHAPHO
cwerostare HamarsiBa AUC Ha a3aTihyio ¢ 43% 1 Cax ¢ 42%. Tpsi6Ba na ce 0OMUCII 3aMECTBAHETO
Ha H2 aHTaroHncTuTe MM MHXUQUTOpHUTE HA MPOTOHHATA TIOMIIA C aHTHAIM/IY TP MMallMEHTUTE, Ha
JICUYCHUE C Na3aTUHUO (BK. TO% 4).

Anmuayuou %9
HexnuHuunute 1aHHU 3BaT, Y€ Pa3TBOPUMOCTTA Ha na3aTuHuO ¢ pH-3aBucuma. Ilpu 3apaBu

WHIUBUIN, CLHLTCTW&T& yrmoTpeda Ha aHTHAIUIH, ChIBPKAIIM ATYMUHUECB XUIPOKCHI/MarHe3ues
XUJPOKCH]I, C ﬂ@ﬁHI/I6 noumkasa AUC Ha equHuYHATa 1032 Aa3aTHHUO ¢ 55%, a Cmax ¢ 58%.
BrhIpekn TOBIAKOTaTO aHTHALIMINTE Ca MPUEMAHH 2 Yaca Ipey eANHNYHA 1034 Ja3aTHHHO, He ca

Ha6J'IIOZ[aB HAa4YMMU IPOMCHU B KOHICHTpAUATA WKW CKCIIO3ULMATA Ha ,Z[a3aTI/IHI/I6. Eto 3amiio,
aHTHall Tp$16Ba Aa cc nmpuemar ao 2 yaca npeau uin 2 yaca cJieq nprucMa Ha Z[aBaTI/IHI/I6 (B)K.
TO @}g )

AKTUBHM BEIIECTBA, YHHTO TIIA3MEHH KOHIIEHTPAIIMU MOTaT Jia ObJIAT MOBIWSHU OT JIA3aTHHUO
CoopreTBaniara ynorpeda Ha qazatuaud u cyoctpatr Ha CYP3 A4 mMorke 1a IOBUILIM €KCTIO3UIMATA Ha
CYP3A4 cyOctpara. B KIIMHUYHO HpOYyYBaHE MIPH 3ApaBH MHIUBUAN, eAMHUYHATA 1032 100 mg
nazatuanO Boau 1o nopumeHne Ha AUC 1 Chax Ha cuMBacTatwH, n3BecteH CYP3A4 cyOeTpar,
cboTBeTHO ¢ 20 1 37%. He Moxe aa ce n3KIIoun, e epeKThT € MO-MPOABIDKUTENICH ClIe IPUEMaHETO
Ha MHOTOKpaTHH 7031 fAa3aTuau®. Eto 3amo, CYP3A4 cyOGcTpaTH, 32 KOUTO € U3BECTHO, Y€ UMAaT
TECEH TepareBTUYeH HHCKC (HAIp. acTeMH30I1, TepPEHAINH, IM3aNPUI, TUMO3U]I, XUHHUIHH,
OenpuIuI WM eproajkajouan [eproTaMut, AMXUIPOEPrOTaMuH]), TpsIOBa Ja ce mpujarat ¢
NOBHUIIIEHO BHUMAHHUE MPH NAalMEHTH, IPHEMAIIX 1a3aTHHUO (BK. Touka 4.4).

In vitro manuuM moka3BaT MOTEHIIMAIIEH PICK 33 B3auMOZencTBIe che cyocTparu Ha CYP2CS, xato
HaIpyUMep TJINTa30H.
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llenmarpudHa HoMyJaIs
[IpoyuBanus 3a B3anMOIEHCTBUATA Ca TIPOBEXKIAHU CaMO TP Bb3PACTHH.

4.6 @epTUiINTET, 0PEMEHHOCT H KbpMeEHe

JKenu ¢ neTepoieH NOTEHIMAN/KOHTPALEINS [IPU MEBXKE U )KEHU
CekcyalHO aKTUBHHTE MBKE U JKEHUTE C ACTEPOJICH MOTEHIIAN TPsIOBa 1a U3oa3BaT e()eKTHBHU
METOJH Ha KOHTpPAIIEHITHS 10 BpeMe Ha JICUCHUETO.

BpemenHoCT
Ha 6a3ara Ha onmta Ipu Xopa ce Mpearnoara, e 1a3aTHHAO IPHIUHSIBA BPOACHN MaiopmaIiy,

BKITFOUUTEITHO JIC(PEKTH Ha HEBpaTHaTa Tph0a, KAKTO U 4e nMa (hapMaKOJIOTHYHU ePEKTH, KOUTO
OKa3BaT BPEIIHO BIUSHUE BHPXY II0JIa, IIPH MPIIIOKEHHE IT0 BpeMe Ha OpEMEHHOCT. Hpoymsan@@'
MIPH )KMBOTHU TTOKA3BaT PEIPOTYKTHBHA TOKCUIHOCT (BXK. TOUKa 5.3).

JazatuauO He TpsAOBa Ja ce U3IM0J3Ba M0 BpeMe Ha OPEMEHHOCT, OCBEH aKO KITMHHYHOTO C STHHE
HA JKCHATa Hajara JIedeHHe C 1a3aTuHu0. B cirydail 4e ma3atuHuO ce nmpuiara mo BpeMe
OpeMeHHOCT, MalrMeHTKaTa Tpsi0Ba Aa 0b1e HHPOPMHUpPaHA OTHOCHO MOTCHIIHAIHUS P a mIoaa.
Kopmene (5(0

ChllecTByBa HEIOCTaThUHA/OrpaHHYeHa HHPOPMAIUS OTHOCHO CKCerHI/IHTE@a Jla3aTUHNO B
KbpMaTa WIH B MIIIKOTO Ha KUBOTHUTE. DU3UKO-XUMUYHUTE ¥ HATHIHUT
(hapMakoTMHAMHYHHI/TOKCUKOJIOTHYHY JJAHHY 3a a3aTHHUO TIOKa3BaT perys B KbpMaTta, Iopaau
KOETO PHUCKBT 32 KbPMAa4yeTO HE MOXKE Ja ObJIe U3KITIOYCH. KLpMeHe®pa6Ba Jia ObIe IPEYCTAHOBEHO
IO BpEME Ha JICYCHHUETO C Ta3aTHHHO.

er

QI/I JKEHCKH IIHXOBE HE € 3acerHar oT
WUTE MEIUIMHCKH CIICLHATINCTH TPSAOBa J1a
a Bb3PacT, 3a Bb3MOXHHUTE e)eKTH Ha

O’Ke J1a BKITFOUBA OOMUCIISTHE Ha ChXPaHsIBaHE

DepTUnuTer
[Ipu npoy4BaHus BbPXY KHUBOTHH, PEPTHIUTETHT HA M

TepamnusaTa ¢ na3aTuHuO (BX. Touka 5.3). JIekapute u
KOHCYJTHPAT MallMEHTUTE OT MBKKH ITOJT Ha MOAX
Ja3aTUHUO BHPXY (DepTHIUTETA U Ta3H KOHCYT

Ha criepma. (b.
%

4.7 EdexTn BbpXy COCOOHOCTTA %@npane " padoTa ¢ MAIIMHHU

JazatnanO nMa He3HAYUTEITHO B\ngHne BBPXY CITOCOOHOCTTA 3a modupane u padboTa C MAIlIMHHA.
[NanuenTure Tpsi6Ba 1a 6bAAT yIpesieHH, Y€ 110 BpeMe Ha JICUCHHETO C Ja3aTHHUO, IPH TAX MOXKE
Jla ce TIOSBAT HEXKEIaH! pe ), KATO 3aMasHOCT WJIM 3aMbIIIeHO BIbKaaHe. ETo 3aimo e Heobxoaumo
npenopbYBaHe Ha MOBU BHUMaHUE 10 BpeMe Ha iopupaHe win padoTa ¢ MalIuHH.

4.8 Hexenanu ﬂ@pCTBeHH peaxkuuu

Pesrome Ha np&&na 3a 6e30macHOCT
I[aHHHTe aHM TI0-I0JTy, C€ OTHACST /10 eKCIIO3UIHATA Ha 1a3aTHHUO KaTO MOHOTEPAIHs BbB
BCUYKH I/IBHI/ITBaHI/I B KiMHUYHY npoyuyBanus (N=2 900), BximrouBaiy 324 Bb3pacTHU NALUEHTH
raoctuipana XMJI B xponnuna ¢asza, 2 388 Bp3pactau nmanuenty ¢ XMJI unu Ph+ OJIJI
CTCHTHOCT WM HETIOHOCUMOCT KbM MMaTHHUO 1 188 menuaTpudHu NannueHTH.

Menuanarta Ha MPOABIHKUTENHOCT Ha TepanusaTa npu 2 712 Bp3pacTHu nauueHTH ¢ XMJI B XxpoHn4yHa
(haza XMJI B Hanpeanana dasza wiua Ph+ OJLJT e 19,2 mecena (rpanuim 0-93,2 mecenia). MenuanaTta
Ha MPOIBJDKUTENTHOCT Ha TEPANUATa B paHAOMHU3HNPAHO MMPOYYBAHE MIPH MAIIUEHTH C
HoBoMarHoctuimpana XMJI B xponnuna aza e npubnusurenno 60 mecena. MeananaTta Ha
NPOIBIDKUTEIHOCT Ha Tepanusita npu 1 618 Bp3pacTan nauuentu ¢ XMJI B xponnuna ¢asa e 29
Mmecera (rpanumm 0-92,9 mecena). MennanaTa Ha IPOIBIDKUTENHOCT Ha Tepanudara npu 1

094 Bp3pactau naunentu ¢ XMJI B Hanpeanana ¢asza nim Ph+ OJUJI e 6,2 mecena (rpanunu 0- 93,2
mecena). Cpen 188-Te manueHTH B HeIMaTpUYHHU IPOYUBAHUS, MEANAHATA HAa IPOIBIDKUTEIHOCT Ha
TepanusTa € 26,3 mecena (rpanuru 0-99,6 mecena). B moarpymara ot 130 nmaruentu ¢ XMJI B
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XpoHWYHA (a3a, JIEKYBaHU C Ja3aTHHUO, MeJIaHaTa Ha MPOIBJDKUTEIHOCT Ha TepanusTa e 42,3
Mecena (rparuru 0,1-99,6 mecera).

MHO3UHCTBOTO OT MAIUCHTHUTE, JICKYBAHH C Ja3aTHHHO, Ca MOJYUYHITH HEXKETaH! PEaKIiK B HIKAKHB
MoMeHT. B ob6mara momystamus ot 2 712 Be3pacTHY MAMEHTH, JIEKYBaHU ChC qasatnaud, 520 (19%)
ca MOJYYHITH He)KEJIaH! PEaKIliH, TOBEJH 10 IPEKbCBAHE HA TEPAIUsITA.

O0006mIeHnAT Mpodu Ha 6e30MacHOCT Ha J1a3aTuHHUO B enuatpuaHara Ph+ CML-CP nonynamus e
1oJJ00CH Ha TO3H NPH BB3PACTHU, HE3aBUCHMO OT JIeKapcTBeHaTa opmMa, ¢ U3KITFoUeHHE Ha
HEeChOOILICHH MEPUKapICH U3JIMB, IUIEBPAJICH U3JIUB, 0esI01poOeH OTOK Win 0enoIpoOHa XUIIEPTOHHS
pu nexuarpuyHara nomynanus. Ot 130-Te nekyBanu ¢ 1a3aTHHUO NeAUaTpUYHU nanuenT ¢ CML-
CP, 2 (1,5%) ca moxyumim HeXXEJIaHU PEaKIINH, JOBEIIU 0 MPEKHCBAHE HA TCPAIUITA.

>
CIuChHK Ha HeXEJaHWUTE PeaKlUH B Tabauma @
CrenHuTe HEXeNaHW PeakLUH, C U3KIIOYEHHE HA OTKJIOHEHUATA B TAOOpaTOPHUTE nom3a;@, ca
ChOOLIABAHN TIPH NALCHTH JICKYBaHH C 1a3aTHHHO KaTO MOHOTEPANHs B KIMHUYHH H3LEBAHIS 1 OT
noctMapkeTuHrosus onut (Tabmuna 3). Te3n peakiyu ca MpeICTaBeHHU 110 CHCTEMO- HHH KJIACOBE
¥ 10 yecToTa. YecTOoTUTE ce OmpenessiT Kato: MHOTo decTd (= 1/10); uectu (= 1 %H < 1/10);

HeuectH (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 o < 1/1 000); ¢ HEn3BecTH toTa (0T
HAJIMYHATE TIOCTMAPKETUHIOBH JIAHHU HE MOJe /1a ObJle HapaBeHa OlEeHKa).(2)
B®B BCSIKO IpymUpaHe M0 YeCTOTa HeXKETAHUTE PEAKIIUU ce H30POsBaT B OJIAIIL PE/I 110

OTHOLICHUC HA TAXHATAa CCPHUO3HOCT. &Q

Ta6auna 3: TaauyeH nperJieq HA HeKeJAHUTE PeaKINH

3\
Nudexuuu v undecranun (hb
Mmnozco uecmu  |MH(EKUUS (BKIIOYUTETHO 6aKTepHan}’1Q,QIpyCHa, rbOMYHA, HEOIPEAEIICHA)
Yecmu THEBMOHHS (BKJIIOUUTEITHO 6aKTepR€Ha, BUpPYCHA U T'bONYHA),
MH(EKIH/Bb3NalIeHHe Ha TOPH MXaTeNTHH IBTUIIA, XePIIEC BUPYC WHPEKIHS
(BKJIFOUHMTETTHO IIUTOMETAJIOB Ha-CMYV), enTepoKoauTHA HHPEKIIUS, CETICHUC

(BKITIOUUTEITHO HEUSCTH c@ ¢ ¢aTaneH u3xon)

C Heuzsecmua PpCaKTUBallMA Ha XGHH@)
yecmoma

Vad
Hapymienunsi Ha KpbBTA H nthpqaxrﬁ cucrema

MHuozo yecmu MI/ICHOCYH[)C@BKJIIO‘H/IT@HHO aHEeMHUsl, HEYTPOTICHUS, TPOMOOIIUTOICHNS )

Yecmu @ernmﬁ@ﬁponeHm

\ 4
Heuecmu JIHMQ)Q@HOHaTH;I, muMQoTIeHUs
Peoxu HRNB&/IT& (uncra) arnasus Ha EPUTPOLIUTHUTE
a3

Hapymenus H@@lyﬂﬂara cHcTeMa

A4
Heuecmu C’« CBPBXTYBCTBUTCIHOCT (BKJ'IIO‘lI/ITeJ'IHO cpuTeMa HOI[03YM)

Penku aHa(WIAKTHYEH OI0K
[9.\

4
Ha Wﬂl/lﬂ Ha €HIOKPpUHHaATa CUCTEMAa
N
mu

XUIIOTUPECOUIU3BM

Peoku XUTNEPTHPEOUINZHM, TUPEOUTAUT

Hapymennss Ha MeTa00JIM3Ma H XPaHEHETO

Yecmu HApYIICHUS Ha arleTUTa®, XUIICPYPUKEMHUS

Heuecmu TYMOP-JIM3UC CUHIPOM, IEXUAPATAIHS, XUTOAT0yMUHEMUS,
XUIEPXOJIECTEPOIEMHUS

Peoxu 3axapeH amaber

[cuxuvHn HApyIIeHHs

Yecmu nernpecusi, 0e3ChHHE

Heuecmu 0E3MOKOMCTBO, CHCTOSTHIE Ha 00BPKAHOCT, a)eKTHBHA JIAOMIHOCT, HAMAJICHO
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JIMOUI0

Hapymenust Ha

HEpBHATa CHCTEMA

Mmnoeo vecmu

riraBoboime

Yecmu HeBpomnaTHsl (BKIFOYUTEIHO repudepHa HeBpOIaTHs), 3aMastHOCT, JIUCTEY3Hs,
COMHOJICHTHOCT

Heuecmu kpbBou3uB B IIHC*®, cunkom, TpeMop, aMHe3us, HapyLIEHO PABHOBECHE

Peoxu 1epeOpOBacKyIapeH HHITUICHT, TPEXO0IHA HCXEMHUYHA aTaKka, KOHBYJICHS,

OIITUYCH HEBPUT, IMapajin3a Ha 7-5 HEPB, IEMCHIIUA, aTaKCUA

Hapymenust Ha

oyuTe

Yecmu 3pUTEIHU HapyLIeHUs (BKJIOYUTENIHO HAPYIIEHO 3pEHUE, 3aMbIJICHO 3pEHUE U
HaMmaJieHa 3pHUTeNIHa OCTPOTa), CyX0Ta B OUUTE (f\(b
N —d
Heuecmu 3pUTETHH YBPEKIAHUS, KOHIOHKTUBUT, (HOTOPOOHS, 3aCHIICHO c5n3oomey@

Hapymennst Ha yX0T0 ¥ JJaOMpUHTA AV
O
Yecmu TUHUTYC \Q
Heuecmu 3ary0a Ha ciIyXa, BEpTHIO m\s
\ 4
CbpleyHn HapyLIeHus ~ e
Yecmu KOHT'€CTHBHA ChPJICUHA HEJOCTaTHYHOCT/ChPCYHA JIUC s ™**, nepuKapieH
U3UB*, apuTMUs (BKITIOYUTEITHO TaXUKapANs), TTaJIT "
\"4
Heuecmu MH(ApKT Ha MUOKap/a (BKIIOUYUTETHO ¢ (aTajeH )*, yoeioken QT
MHTEPBAJl B €IEKTPOKaparorpamMa™, mepuxap amepHa apUTMUs
(BKIIFOUHMTETTHO KaMEpHA TaXUKAPAHs), CTCH 11, KapAuoMeTanwsi, a0HOpMHa
T-BbJIHA B €JIEKTPOKapIMOrpama, TOBHIILL ¥Ba HA TPOIIOHUH
Peoku 0enoApoOHO ChpIIE, MUOKAPIUT, ocn@%ﬁox{apeﬂ CUHJIPOM, CBPJICUCH apecT,
yabiokaBane Ha PR unTepBana B e OKapauorpama, ICXeMH4Ha 00JIecT Ha
CBPIETO, IUICBPOIICPUKAPIUT ‘i\
C neuzgecmna |NPEACHPIHO MbmﬂeHe/npe)_}‘b‘;}lHo TpernTeHe
yecmoma
@0')
Cb/10BH HApYLIEHHUS XN
N
Mmnoeo yvecmu  |KpbBOU3NHUB*" O
Yecmu XUIEPTOHUS, m;ﬁxn BBJIHU
Heuecmu XHHOTOHH@M%@neGm, Tpomb03a
Peoxu TpOM6989§ IOBI00KUTE BEHU, €eMOOIHS, IMBEIO PETUKYIAPHUC
C neuzgecmna Tpowﬁb%/mx{a MHUKPOAQHTHOIATHS
yecmoma o
Pecnupatop PHAHH U MeIHACTHHATHU HAPYIIEHUS

N
Mmnozo qeg@

IJIEBpAJICH H3IuB* , AUCITHCA

Yecmu N
(D

oenmoapobeH oTok*, OenoApoOHa XUepToHusS*, OeoapoOHa HHPHITPALIUS,
MHEBMOHHT, KallUTHAIA

A

H}xécmu OenopoOHa apTepHraiHa XUIIEPTOHUsI, OPOHXOCIIa3bM, aCTMa, XWIOTOpaKc™®
Peoxu 6enoapoOHa eMOoNus, OCThP PECIMPATOPEH AUCTPEC CUHAPOM

C neuzgecmua |MHTEpcTHIIMATHA OemonpoOHa GoJecT

yecmoma

CToManiHo-4YpeBHN HAPYIIEHUS

Mmnoco uecmu

Auapus, N1OBPbIIAHE, TAZICHE, 0oJKa B KOopeMa

Yecmu CTOMAITHO-YPEBHO KbPBEHE™, KOJMUT (BKIIOYUTEITHO HEYTPOTICHHYCH KOJIUT),
TacTPHUT, MyKO3HO Bh3MaJICHHE (BKIIOYUTEITHO MyKO3UT/CTOMATHUT), TUCTICTICHS,
abJIOMUHAITHA JIICTEH3MS, 3aIIeK, HapyIIeHNEe Ha MEKUTE ThKaHH B ycTaTa

Heuecmu MAHKPeaTUuT (BKJIIOUUTEITHO OCThpP MaHKPEATHT), sI3Ba B TOPHUS OTAEN Ha
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CTOMAIITHO- YPEBHUSI TPAKT, e30(aruT, acuuT*, ananHa ucypa, aucdarus,
racTpoe3odareaita
pedmykcHa 60ecT

Peoku racTpOeHTEPONaTHs ChC 3aryda Ha MPOTEHHH, WIEyC, aHaTHA (HUCTYIIa

C Heussecmua |CTOMAITHO-YPEBEH KPBBOM3IIUB C (haTajieH u3xon™
yecmoma

XenaroouauapHu HApylIeHUs

Heuecmu XCIaTuT, XOJICIUCTUT, X0JICCTa3a

Hapymelmﬂ Ha KO’KaTa M1 NOAKOKHATA TbKAaH

Mmnozco uecmu  |KoxxeH 0OpuB™

Yecmu anonenusi, IepMaTuT (BKIIOUUTEIHO eK3eMa), IPYPUTYC, aKHe, Cyxa KOXa, b‘b
YPTHKapHs, XUIIEPXUIPO3a |
Heuecmu HEeyTpoQHIHA 1epMaTo3a, (OTOUyBCTBUTEITHOCT, HApYIICHHE HA HI/II‘MCHQM/IHTEI,
HAaHUKYJINT, KOXKHHU SI3BH, OyJI03HHU ChCTOSHHUS, HAPYIICHHUS Ha HOKT UHIPOM
Ha ManaMapo-TuIaHTapHa EpUTPOIUCECTE3H, HAPYLICHUE HA OKOCM €To
R4
Peoxu JIEBKOLIMTOKJIACTEH BACKYJIHT, KOKHa (pubpo3a ofb'

C neuzéecmna |Cungpom Ha Stevens-Johnson®

4
yecmoma R &Q

Hapymelmﬂ Ha MYCKYJ/IHO-CKeJIeTHATaA CUCTEMA U CLQZ[HHHTEHH&(@)K&H

MHnoeo yecmu  |00NKa B MYCKYJIMTE U KOCTUTE™ 09)
\ "4
Yecmu apTpayrusl, MUAITHS, MyCKYyJTHa cl1aboCT, CK?@OCT B MYCKYJIMTE ¥ CTABHTE,
MYCKYJTHH CIIa3MH X
Heuecmu pabaoMuoNn3a, OCTEOHEKPO3a, Mycxy;,@&mnane}me, TEHIUHHT, APTPUT
Peoxu 3a0aBEeHO CBbP3BaHE Ha enmbmnrxy?s\a%aBeH pacTex’
Hapymenus Ha 0b0peuuTe H NAKOYHUTE IIH T}
Qe
Heuecmu O0BOpEYHO yBpEXKIaHE (BKH% TeITHO 0BOpeYHa HEMOCTATHUHOCT), YECTO

YPHMHHpaHe, IpoTeHHypUL)
C neuzsecmna  |He(pO3EH CHHIPOM Qp
vecmoma

C’bCTOﬂHI/Iﬁ, CBbHpP3aHu C 6peM‘@0cTTa, POAOBHUSA U ITOCJTCPOIOBUSA MTEPUOT

Peoxu |A60pT (\\\\

Hapymenus na BL3Hle@(§1HTeJIHaTa cUCTeMA M I'bpAaTa

Heuecmu |1"PII;I€%CTH§I, HapyHmieHUC B MCHCTpYyalusdaTa

Oomm Hapymeﬂﬁ@n\ eekTH Ha MSICTOTO HA IPUJIOKEHHE

" i
b b &
Mmnozco qecmu« ?Iepn(bepeH OTOK", yMOpa, MUPCKCHA, OTOK Ha JIULICTO

Yecmu (\U acteHus, 60Kka, 60IKa B TbpAUTE, TEHEPATU3UPaAH eAeM ™ , TPBIKH

Heqecq@x HEPAa3MOJI0KEHHUE, IPYTH MTOBBPXHOCTHU OTOLN"

P(A@‘ HapyIlIeHUE Ha [T0XO0aKaTa

I/I33.11ezusaﬂml

Yecmu HaMaJsiBaHEe Ha TETJIOTO, YBEIHUABAHE HA TETIIOTO

Heuecmu MOBHUIIICHUE HA KpeaTHHUH (ochoKnHa3aTa B KPhBTA, MOBUINICHUE HA raMa-

rIyraMuiTpancdepaszara

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

Yecmu Kontysus

? BkiroyBa HaMaJIeH alleTUT, PAHHO yCEllaHe 3a CUTOCT, IIOBHILEH areTHT.

5 BxmouBa KPHBOM3IMB B IIEHTPAIHATA HEPBHA CUCTEMA, IIEPEOPATIEH XEMATOM, HepeOpaIeH KPhBOU3INB,
eKCTpalypaleH XeMaToM, HHTPaKpaHHAJICH KPbBOM3IIMB, XeMOParnieH HHCYIT, cybapaxHOHUAEH KPbBOHM3IINB,
cyOmypaieH XxeMaToM | CyOaypajeH KpbBOU3IIHB.
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® BkirouBa MOBUIIEH MO3bYEH HATPHYPETHUCH IIENTH, KaMEepHA TUCHYHKIHS, IeBOKaMEpHa AUCHYHKIHS,
JeCHOKaMepHa ANCQYHKINS, ChPACTHA HEAOCTAThYHOCT, OCTPA ChPACTHA HEAOCTATHYHOCT, XPOHUIHA
ChpJiedHa HEJJOCTATHYHOCT, KOHT€CTUBHA ChPJICUHA HEJOCTATHYHOCT, KAPANOMHOMIATHS, KOHT€CTHBHA
KapJHMOMHOTIATHs, JUCTOINIHA TUC(YHKINS, HaManeHa (pakiis Ha N3TJIACKBAHE M KaMEpHA HEJ0CTaThYHOCT,
JIeBOKaMEpHa HE0CTaThUHOCT, IECHOKAMEPHA HEAOCTAThYHOCT M KAMEPHA XUITOKHHE3HSL.

W3krouBa cTOManIHO-4pEBHO KbpBeHE U KbpBeHe 0T LIHC; Te3u Hexenanu peakun ca n30poeHH CbOTBETHO
KBbM CHCTEMO-OpraHeH kjiac “CToMalIHO-upeBHUTE HApyLICHUs U CUCTEMO-opraHeH kiac “Hapymenus Ha
HepBHaTa cucrema’.

A BkiIrouyBa JIeKapcTBEHA epYILMs, epuTeMa, eputeMa MyaTudopme, epurposa, ekcomaTuseH oopus,
reHepaIN3UpaH epUTEM, FeHUTAIEH 00pHB, TOIJIMHEH OOPUB, MIJIMYMH, MIJINApUsl, YCTYJIO3€H IICOPHA3HUC,
00puB, epuTeMaro3eH 00puB, (oIHKyJIapeH 00puB, FeHepaIM3UpaH 0OpUB, MaKyJI03eH OOPUB, MaKyJIo-
naryJso3eH oOpuB, Mamyso3eH 00pUB, IPYPUTHUYEH OOPUB, IYCTYJIO3EH OOPHB, BE3UKYIIO3€H OOPUB, KOKHA
excomanys, KOXXHO JApa3HeHe, TOKCHUEH KOXKEeH 00pHB, BE3UKYIIO3eH OOPHB U BaCKYJIHTEH OOpPHUB.

B nocTtMapKkeTHHTOBH YCIIOBHS ca ChOOIIEHU OTIEIHU CITydan Ha CHHApPOM Ha Stevens-Johnson. He Mo @
Ob/Ie YCTaHOBEHO JIalIi TE3U KOXKHO-JIMTaBIYHH HEXETaH! PEAKIUH Ca MPSKO CBBP3aHMU C Ja3aTHHUO @LC
CBITBTCTBAIII JIEKAPCTBEH IPOAYKT. Q

Bbonka B MycKyanTe U KOCTHTE, JOKJIA/IBaHA [0 BPEME Ha WIIH CIIEH MPEyCTAaHOBABAaHE HA nequ®.

* CpoOmaBaT ce KaTo 4eCTH B NIeAMaTPUIHU TPOYIBaHU. Q
" 'paBUTALMOHEH OTOK, JIOKAJIM3UPAH OTOK, MEpUPEPEH OTOK. %
" KOHIOHKTHBAJIEH OTOK, OTOK Ha OKOTO, IMOJyBaHE Ha OKOTO, OTOK Ha KJjernaya, OTOK Ha T3, OTOK Ha

YCTHUTEC, MAaKyJICH OTOK, OTOK Ha yCTaTa, OTOK Ha Op6I/ITaTa, OTOK Ha nepnop6I/ITaTa, @HyXBaHe Ha JIUICTO.
HpeTOBapBaHe C TCHYHOCTH, 3aAbpiKaHC HA TCHHOCTU, OTOK Ha FaCTpOI/IHTGCTI/IHaJI;I@paKT, TeHepaJIu3upaH

=

OTOK, OTOK, ABbJIXKAIl] C€ Ha CbPACHHO 3a60J’IHBaHe, nepI/IHeq)paneH U3JIMB, OTOK HUHTCPBCHIIUA,
BHUCIICPAJICH OTOK.

HOZ[yBaHC Ha TCHUTAJIMUTE, OTOK HAa MACTOTO HAa MHOU3UATA, TCHUTAJICH @, OTOK Ha IICHHCA, ITOAYBAHC HaA
IE€HNCa, OTOK Ha CKPOTyMa, MOAYBAHE HA KOXaTa, ITI0OJyBaHE Ha TeCTHC@, BYJIBOBarvHAJIHO ITOAYBaHE.

* 3a MOMBIHUTEITHY JeTalIN, BIKTE ToUka “Onrcanne Ha N30paHu JIAHU peaKINh
Onucanne Ha M30paHN HEXKENAHN PEaKIHH Q
Muenocynpecus @)
&EHH}I 1 TpoMOonmToreHus. TsaxHara mossa e

JledenueTo ¢ na3aTuHUO € CBBP3aHO C aHEMHUSI, HEY
MOo-paHHa M M0-4ecTa MPHU MAIUEHTH C HaNpeIH 3a Ha XMJI min Ph+ OJIJI, oTkOoNKOTO B
xponnyHa ¢aza Ha XMJI (Bx. Touka 4.4). (b'

Kwvpsene Q)@

CBBbp3aHu C JEKapCTBOTO HEXKEIaHU peakIiuy Ha KbPBEHE, BaApUPALIH OT IETEXUU U €IHCTaKCHC 10
KBpPBEHE OT CTpaHa Ha CTOMAIIHO- pgﬂmﬂ Tpakt ctened 3 win 4 u kppBousnuB B LIHC, ca cro0menn
MpH NALUEHTH, TpUEeMAaIln z[asgs@) 0 (Bx. Touka 4.4).

3aowvporcane na melmocmuov

Paznuyan HexxenmaHu p WH, KaTO TUICBPAaJICH U3JIUB, aCIUT, OEIOAPOOCH OTOK U IMEPHKAP/ICH H3ITUB
ChC MU 0€3 TOBEPXHOCTCH OTOK, MOXKE Jla C€ OMHUIIAT 000 KaTo “3aIbpXKaHe HA TEUHOCTH .

B npoyuBane npu onuarroctunupada XMJI B xponnuHa (aza ciaen MUHUMYM 60-MeceqHO
MIpOCIeasiBaHe @KeHaHI/I peaKIny Ha 33/IbPXKaHe Ha TEYHOCTH, CBbP3aHH C MPUEM Ha J1a3aTHHHO,
BKJIFOYBAT I aneH u3nuB (28%), moBspxHOCTEH 0TOK (14%), GenoapobHa xunepronus (5%),
reHepan @aﬂ oToK (4%) u nepukapaeH u3nus (4%). 3acToiiHa ChplIeYHa HEOCTATHYHOCT/ChpICUHA
e ﬂ&ﬁ u OenospobeH O0ToK ca choOIeH: pH < 2% OT MaIeHTHTE.

K@TI/IBH&T& YECTOTa Ha CBHP3aHUs C Aa3aTUHUO TUIEBpaIcH 3B (BCHUKH CTCTICHH) BHB
BpeMero e 10% na 12-usa meceu, 14% na 24-us, 19% na 36-us, 24% na 48-us u 28% na 60-us mecen.
006110 46 OT MANIMEHTHTE, JICKYBaHH C Ta3aTHHHUO, Ca IMAJIA PEITUANBUPAIITN TUICBPATTHN U3JTHUBH.
CenemHazeceT MalMeHTH ca UMaJK 2 OTACTHU HEeXEJIaH! peaklny, 6 ca uManu 3 He)XellaH! peaKiu,
18 ca umanu 4 10 8 HeXKeNaHW PeakIuy U 5 ca UMaJi > § enr30/1a Ha TUIEBPAJICH M3JIHB.

Meaunanara Ha BpEMETO JI0 ITEPBUSI CBBP3aH C Ja3aTHHUO TUIEBpalieH M3JIUB CTeneH | wim 2 e

114 cenmunu (rpanuii 4 u 299 ceamuin). [lo-manko ot 10% oT manueHTUTE ¢ TUIEBpalieH U3JIMB ca
MMAaJIH TeXBK, CBbP3aH C 1a3aTUHUO, TuIeBpasieH u3nuB (cTerneH 3 win 4). MenuaHara Ha BpeMeTo 110
I'bpBaTa MOsBA HAa CBBP3aH C Aa3aTUHUO IUIeBpalieH U3JIMB cTeneH >3 e 175 ceqmunu (rpanuuu 114 u
274 cenmunin). MearaHata Ha MPOAB/DKUTEITHOCT HA CBBP3aHUS C 1a3aTHHUO TJICBPAJICH U3JTHUB
(Bcuukwu crenenn) e 283 nuu (~40 ceamuin).

[IneBpamHUT N3TUB OOMKHOBEHO € 0OpaTHM U Ce OBJIAJBA Ype3 MPEeKbCBaHE HA JICUSHUETO ChC
Ja3aTUHHUO, KaKTO U Ype3 U3MOJI3BaHEe Ha TUYPETHIIN WIH APYTO MOAXOIAII0 MOJABPIKAIIO JIEYeHHE
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(Bx. Touka 4.2 u 4.4). OT mareHTHTE ¢ ITICBPAJICH U3JIUB, CBBP3aH C JICUSHHUETO ¢ Aa3aTHHUO (n=73),
nipu 45 (62%) e umaio npexbcBaHe Ha npuiokerneTo u npu 30 (41%) e nmano HamansBaHe Ha
no3arta. B nombnnenue, 34 (47%) ca momy4yunu quypetuny, 23 (32%) ca noay4nin KOPTHKOCTEPOUIH
u 20 (27%) ca noday4nin KakTo KOPTUKOCTEPOUIH, Taka U quypetunu. Jeser (12%) naunentu ca
IIOJUIO’KEHU Ha TepareBTUYHA TOPAKOLICHTE3a.

[lect npoleHTa OT NaLMEHTUTE, JIEKYBaHHU C Ja3aTUHUO, ca NIPEeKbCHAIN TepanusiTa opaiu CBbP3aH C
JIEKapCTBOTO IUIEBPAJIEH U3JIHB.

[IneBpamHUsT U3NIKB HE HApyIIaBa CIOCOOHOCTTA HA MAIIMEHTUTE Ja MTOJYYaT OTrOBOpP. Bhrpekun
MIPEKbCBAHE Ha MPUIIOKEHNUETO WIIM KOPUTHPAHE Ha J03aTa, OT MAIMEHTHUTE C TUIEBPaJieH U3JIUB,
JIeKyBaHH ¢ Aa3aTuHuO, 96% ca nocturuam cCCyR, 82% ca nocturaann MMR u 50% ca
nocturiaau MR4,5.

Bmxre Touka 4.4 3a gonbIHUTENHA MH(POpMaLKsa 0OTHOCHO manueHTH ¢ XMJI B XxponnyHa ¢aza u

XMJI B Hanpeanana ¢aza wiu Ph+ OJUL b
CpoOmiaBaHu ca i CiIy4ay Ha XHIOTOPAKC NPH NALMEHTH C IUeBpaeH usinuB. Hskon ciydan ¥2,
XWJIOTOPAKC OT3BYYaBaT Clie]l IpeKpaTsiBaHe, MPeKbCBaHe Ha MPUEMa MITH HaMallsiBaHe Ha Ta

I[a3aTI/IHI/I6, HO IMOBCYCTO CiIydad U3UCKBAT U JOIIBJIHUTCIIHO JICUCHUEC. QO

benoopobna apmepuannua xunepmonus (6AX)
ﬁ?@fmetma

BAX (mpexammmsipaa 6emonpoOHa apTepraiHa XUIEPTOHUS MTOTBBPICHA C JISICH!

KaTeTepu3alns) ¢ JOKJIaJBaHa BB BPh3Ka C €KCTIO3UIMs Ha na3atuHuO. B o8 cnyyan, BAX e
JTOKJIaJIBaHA CJIC/I 3aII0YBaHE Ha TEPAIUs C 1a3aTUHUO, BKITFOYUTEITHO U C OBEYE OT ¢/IHA TOJIMHA
nedenue. [lanmenture ¢ BAX, choOITIEHN IO BpeMe Ha JICUCHHUE C /133 0 B TIOBEUETO OT CIIyJauTe
ca IpUeMalld ChIThTCTBAIIO JICUSHUE WITH Ca UMAIId CHITHTCTBAIIH 3 SIBAHHS B JIOITBJIHEHUE KbM
OCHOBHOTO 3JI0Ka4eCcTBEeHO 3a0oisBane. [logoOpenus B xemonu KaTa ¥ KIMHUYHUTE TapaMeTpu
ca HaOiromaBanu npu naruenty ¢ BAX, cien npexpatsBaHe H anusTa ¢ 1a3aTuHuO.

Yovnorcasane na QT unmepsana Q
B usnutBane ¢asza Il npu nanueHTH ¢ HOBOJUArHOCT: aHa xponnydHa ¢aza va XMJI, equn
nanueHT (< 1%) oT JekyBaHHTE ¢ Aa3aTHHUO € I/IMS cF > 500 msec cen muaumyMm 12-mecedHo

npocnensBane (Bx Touka 4.4). Hsama cpo0mien JIpyru namuentu ¢ QTcF > 500 msec cnen
MUHUMYM 60-MeceqHO npocaeasBaHe.

B 5 knuanyHM n3nutBanus ¢asa Il npu HTU C PE3UCTEHTHOCT MJIM HETTIOHOCUMOCT KbM
NpEeNITHO JieueHue ¢ uMaTuHuO, EKT JTA HaIPaBEeHH MHOTOKPATHO HA U3XOIHO HHUBO U 110
BpEMeE Ha JICYEHHETO B IPEIBApUTENH0) ONpeIeICH BPEMEBU TOUKH U €a OUIIM Pa3deTeHH LEHTPAITHO
3a 865 manuenTH nomy4daBamiy 13saruHn0 70 mg na meTH AHEBHO. QT MHTEPBANBT € OMIT KOPUTHPAH
CIIPSIMO Chp/I€YHATa YECTOTa ToJia Ha Fridericia. BbB BcHUKM BpeMeBH TOYKH CIie/ IPUEMaHe Ha
Jl03aTta B JIeH 8, CpeIHUTE 1 oT u3xoaHoTo HUBO B QTcF unTepBana ca 6w 4 — 6 msec, ¢
ropHa rpasuna Ha 95% uTeseH uHTepBal < 7 msec. Ot 2 182 nanueHTH ¢ pe3uCTEHTHOCT MU
HEMIOHOCHMOCT KBM II HO JICYCHHE C UMATUHHO, KOUTO Ca TOJTyYaBalli [a3aTHHUO TpH
KJIMHUYHU U3IUTB , 15 (1%) ca umanm yapmkaBane Ha QTc uHTEpBasa, ChOOIIEHO KaTo
He)kenaHa peakwis’/IBagecer u equn nanueHTn (1%) ca umamu QTcF > 500 msec (Bx Touka 4.4).

Cbpéeqyuﬂév%eﬂayu peaxyuu
TTamue YpI/ICKOBI/I (hakTOopUW WM aHAMHE3a 32 ChPJICYHO 3a00IIIBaHe TPOBAa BHUMATEIHO J1a ObJaT
H&% BaHU 3a MPU3HALM WX CUMIITOMH, IIOKAa3aTEeJIHHU 3a ChpAcYHa TUCPYHKINSA, ¥ TPsIOBa 1a

OBAAT CHOTBETHO OIICHSABAHU U JICKYBaHH (BXK TOUKa 4.4).

Peaxmusayus na xenamum B

CrpobmieHa e peakTuBanys Ha Xenatut B BB Bpb3ka ¢ BCR-ABL THpo3MHKHHA3HUTE HHXUOUTOPH
(TKH). B nsixou ciryyaun HacTBHIIBa OCTPa YEPHOAPOOHA HEJOCTATHUHOCT WK (yJIMHHAHTEH XEHaTuT,
BOJIEII A0 YepHOApoOHa TpaHCIIAHTALMS WX (aTaneH u3Xxo (BXK. Touka 4.4).

B npoyusane ¢aza Il 3a onmruMmu3upane Ha 103aTa IpH MAIMEHTH B XpoHUYHA (paza Ha XMJI ¢
PE3UCTESHTHOCT WM HEMMOHOCUMOCT KbM IPEIUIITHO JISYCHNE C UMaTUHUO (MeIuaHa Ha
MPOABIDKUTEITHOCT Ha JiedeHneTo 30 Mecerla), 3a IieBpajieH U3JIMB U 3aCTOHHA ChpJIeYHA
HENOCTATHYHOCT/ CchpaeyHa TUCHYHKIHS € ChOOIaBaHO MO-PSIAKO TP MAITUEHTH, JICKYBaHU ChC
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nazatuanO 100 mg BeAHBX JTHEBHO OTKOJIKOTO MPH MAMECHTH, JICKyBaHH! C ga3aTHHUO 70 mg nBa
'BTH JTHEBHO.

3a Muenocymnpecus ChIIIo ce ChOOIaBa MO-PSIKO MPHU TpyIaTa MalueHTH, JIeKyBanu cbe 100 mg
BEJHBXK JHEBHO (BK. OTKIIOHECHUS B JIADOPATOPHUTE TIOKA3aTeIH MMO-70y). Menuanara Ha
MIPOIBIDKUTEITHOCT Ha TEpaIuATa MPH rpymara, JekyBaHa cbe 100 mg BeqHBX THEBHO, € 37 Mecena
(rpanunum 1-91 mecena). KyMmynaTHBHHTE 4€CTOTH Ha M30paHU HE)KEIAHU PEAKIIUU, ChOOIICHH MTPH
MpernophUYNTEIHA HavamHa Jo3a 100 mg BeqHbK JHEBHO, ca oka3aHu B Tabmuia 4a.

Ta6anuna 4a: U36panu He:KeJJaHM pPeakluM, ChOOIaBaHU NpH mpoyuyBaHe ¢a3a I1I 3a
ONTHMH3UPAHE HA 103aTa: (HEMOHOCMMOCT KbM HMATHHUO WiH pe3ncTenTHA XMJI B XpOoHH4YHA

(daza)®

MunumyMm 2 roguau | Munumym S roqunu | Muaumym 7 ronmm‘,b
npocJjenasaBaHe npocJiesiBaHe npoc.ﬂeszaHe
Beuuku  Crenen | Bemuku  Crenmen | Bemuku %ﬁ
CTEeNeH! 3/4 CTENeHn 3/4 CTENeHn
IIpennoynTan TepMUH [pouent (%) manuenTu \QU
Tluapus 27 2 28 2 2%\\ 2
3agbpikaHe Ha 34 4 42 6 o 7
TEeYHOCTH . &
[ToBBpXHOCTEH OTOK 18 0 21 0 Q» 22 0
[TneBpaseH u3auB 18 2 24 @ 28 5
I'enepanu3upaH OTOK 3 0 4 4 0
Iepukap/eH U3JIMB 2 1 2 (bbe 1 3 1
BemonpobHa 0 0 6Q 0 2 1
XHUIIEPTOHUS
KbpBene 11 1 ‘2\11 1 12 1
KspBene ot Q\
CTOMAIITHO-YPEBHHUSA 2 1(09 2 1 2 1
TPaKT A

2 Pesynratu ot npoyuBane ¢asa III 3a onnr%hglpaﬁe HAa J103aTa, ChOOIICHU MPH MOMYJIALUATA C
IpenopbuuTenHa HauanHa ngo3a 100 m@ez(m,xc JHEBHO (n= 165)

B npoyusane ¢asza 11 3a OHTI/IMI/{gDaHC Ha Jio3ata rnpu nanueHTn ¢ XMJI B HanpenHana ¢aza u Ph+

OJIJI MmemnanaTa Ha IPOIBIIK HOCT Ha JieueHueTo ¢ 14 Mecena 3a HanpenHana ¢aza Ha XMJI,

3 Mecelia 3a MueouIHa O ¢aza Ha XMJI, 4 Mecena 3a tumdounHa 6nactHa dasza Ha XMJI u

3 mecena 3a Ph+ OJUL HU HEeXKEaHU PeaKIMU, ChOOIICHH MPH MPEMOPHYNTEITHA HaYaIHa 1032

140 mg BeIHBXK THEB noka3anu B Ta0nuua 46. [Ipoyuena e cbiro u cxema 70 mg 1Ba IbTH

nHeBHO. Cxemara ng BEIIHBX JTHEBHO € TTOKa3ajia CpaBHUM POl Ha ePUKACHOCT ChC cXeMara

70 mg nBa l'I’bT BHO, HO ITO-0JIArONPHUSTEH PO Ha 0€30IaCHOCT.

Taéauna QF:{/I:;GpaHH HeKeJIAaHM peaKIny, ChOOLIABAHH 10 BpeMe Ha npoy4BaHe (a3a III 3a

OHTI/IMI( He Ha o3ata: XMJI B HanpeanaJa ¢a3a u Ph+ OJUI?
140 mg BegHb:K AHEeBHO N = 304
QHO‘II/IT&H TepPMHH Benukm crenenn Crenen 3/4
IMpouenTt (%) nauueHTH
uapus 28 3
3agbpkaHe HA TEYHOCTH 33 7
[ToBBPXHOCTEH OTOK 15 <1
[IneBpanen nznus 20 6
I'enepanuzupan oTok 2 0
3acroiiHa chpaeyHa 1 0
HEJ0CTaThYHOCT/ChpCUHa
nuchyHKuus®
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140 mg BegHb:K AHEeBHO N = 304

IIpeanoynTaH TePMHUH Bceuyku cTeneHu Crenen 3/4
IIpoueHT (%) NanueHTH
[epukapaeH u3aus 2 1
Benoapobna xunepronus 1 1
KbpsBene 23 8
KbpBeHe oT cromamHo-4peBHUSA 8 6
TPaKT

2 Pesynratu ot ipoyuBane ¢asa 1l 3a ontumusupane Ha 103aTa, CHOOIICHU MPU MOMYJIALUATA C
IpenopbUNTeNHa HadanHa 103a 140 mg Beaabx qHeBHO (n= 304) pu 2 -TOAWIIHO KpaifHO IpOoCTeIsIBaHe B
paMKUTe Ha MPOYYBAHETO. (b~

5 Bmousa kamepHa qUCQYHKIHS, CHPACYHA HEAOCTATBYHOCT, 3aCTOMHA ChPACYHA HEIOCTATHYHOCT, b
KapJMOMHUOTIATHsI, 3aCTOMHA KapAMOMHUONATHS, AUACTOJIHA AUCHYHKIMS, HaMaJleHa (pakius Ha 1/13@ BaHE U
KaMepHa HeJI0CTaThYHOCT.

OcBeH ToBa Ma ABE IpoyuBanms ¢ 0010 161 meguaTpuanu naruenta ¢ Ph + OJIJI; %Komo

Jla3aTUHUO ce Mmpuiiara B KOMOWHAIMS ¢ XUMHUOTepanus. B ocHoBHOTO mipoyuBaHg(/H06 enuaTpuaau
NAIMEHTH NOTy4aBaT Ja3aTHHUO B KOMOMHAIMSI ¢ XUMHOTEpAIus 1o cxema Ha nphutarane 6e3
MpeKbCBaHe. B moaKpersmo npoydBane ¢ 55 nmeauaTpudHu HaIlueHTH, 35 aBaT Ja3aTUHUO B

KOMOWHAIIMS C XUMHOTEPAITHS TI0 CXeMa Ha MPUIaraHe ¢ MPEeKhCBAHE (
MOCIIC/IBAHM OT €HA JI0 JABE ceaMUIM Oe3 yiedeHue) u 20 maIeHTu
KOMOMHAIIMS C XUMHOTEPAITKS 110 CXeMa Ha Mpuiiarane 0e3 npexb
neauatpuyHu manueHTy ¢ Ph + OJIJI, nekyBanu ¢ qa3aTuHUO 11
MpEeKbCBaHE, CPEeIHATA IPOABIDKUTEIIHOCT Ha Tepanusira € 2

Mecera). OQ

Ot 126-1e nepuatpuunu nauent ¢ Ph+ OJUJL, ko a Omin Ha cxema Ha mpuiarade 6e3
npexbeBane 2 (1,6 %) ca monydniy HexelaHu p W, IOBEJIM J0 TpeKpaTsIBaHe Ha TepamusTa.
Hexenanute peakiuu, JOKJIaJABaHU B TE3U JIB HMaTpUYIHU MTPOy4YBaHus ¢ yectoTa >10% mpu
MalKMeHTH Ha CXeMa Ha Ipuiiarane 0e3 mpe @He, ca npeacraseHu B Tabnuna 5. Tpsdsa na ce
0TOenexy, Ye IUIEBPaJICH U3JIUB € Cho0 ég npu 7 (5,6 %) maumeHTy OT Ta3u Ipyna u nopaau ToBa
HE € BKJIIOUCH B TabuIaTa. 5\

BQs JIMULIHA Ha JIEYEHHE,
aBar Ja3aTuHuO B

. [Ipn obmo 126-Te

Ma Ha npuiarabe 6e3

cena (B nuarma3oHa ot 1,4 mo 33

Ta6auna 5: Hexkes1anu peaku QboﬁmaBaHn npu >10% ot neanaTpu4yHUTe ManueHTH ¢ Ph+
OJJI, IeKyBaHHM ¢ 1a3aTHH, 0 cXeMa Ha npujiarate 6e3 NpeKbCBaHe B KOMOMHALUSI €
XUMHOTEPANusi (N=126)a0

o

A Q\( IIpouenTt (%) nanueHTH
Hexenann peakm Bceuyku cTeneHu Crenen 3/4

®debpunHa &@ponemm 27,0 26,2
T'agene 20,6 5,6
Ilos @ga 20,6 48
6fioMuHanHa Gonka 14,3 3,2
%apm 12,7 4.8
[Mupexcus 12,7 5,6
I'maBoOomme 11,1 4.8
Hamanen anetut 10,3 4.8

Crnabocr 10,3 0

2 B 0CHOBHOTO Tpoy4BaHe OT 0010 106 manuenTy, 24 NalueHTH ca MOJyYUIH TIOHE BETHBXK Mpax 3a
MepopaHa CyCIeH3Hs, 8 OT KOWTO ca IOJIydaBaId caMo Tpax 3a IepopaiHa CyCIIeH3usl.

19



Omxnonenus 6 1abopamopHume nokazameny

Xemamonozus

B usnurBane ¢asza Il npu HoBoanarnoctuimpana xponnyna ¢aza va XMJI cieq muaumym 12-
MECEYHO MPOCeIIBaHe ca ChOOIICHU CIICTHUTE OTKIIOHCHUS CTENeH 3 U 4 B 1a00paTOpHHUTE
MOKAa3aTeNy NPH MaMeHTH, TpUeMaliy 1a3atuHu0: Heyrponenus (21%), tpombonuronenus (19%) u
anemust (10%). Cieq Mmuanmym 60-MecedHO MpocieasiBaHe KyMyJIaTUBHUTE YECTOTH Ha HEYTPOIIECHHUS,
TPOMOOIIMTOIICHUS ¥ aHEMUS ca OMII ChOTBETHO 29%, 22% u 13%.

[Ipu nexyBaHu ¢ Aa3aTHHUO MAIMEHTH ¢ HOBOAMArHOCTHIIMPaHa XpoHuuHa (a3a Ha XMJI ¢
MHUEIIOCYNpecHs CTeleH 3 nir 4, Bb3CTAaHOBSBAHETO OOMKHOBEHO HACTBIIBA CIIE KPATKOTPaHO
[IpEeyCTaHOBSBAHE HA JICYEHHETO W/WIIM HaMaJIIBaHE Ha J103aTa, KATO OKOHYATEJIHO IPEyCTaHOBSIBaHE
Ha JICUCHUETO HACTHIBA IPH 1,6% OT ManueHTuTe ciie MUHUMYM 12-mecedno npocnensBane. Cie
MUHHMYM 60-MecedHo npociensBaHe KyMyJIaTUBHATA YECTOTa HA OKOHYATEIIHO HpeyCTaHOBSIBﬁg
nopaau crenex 3 win 4 muenocynpecus e ouno 2,3%. Q

Ipu maupentr ¢ XMJI ¢ pe3uCTEeHTHOCT WM HEMOHOCKMMOCT KbM MMATHHHO, LIUTONCHYKTE

(TpoMOoTMTONICHHS, HEYTPOIICHHSI M aHEMHSI) ca IMIOCTOSTHHA HaXxo/Ika. Bbripekn ToBa aTa Ha
IUTONICHUUTE UMa SICHA 3aBUCUMOCT OT eTala Ha 3a0osisiBaHeTo. YecToTaTa Ha OTKOHEHHS B
XEMaTOJIOTMYHHUTE MOKa3aTeNId CTeNeH 3 U 4 ¢ npejacraBeHa B Taduuia 6. 25)

Taoauna 6: CTC crenenu 3/4 1aGopaTopHU OTKJIOHEHMS B xeMaTom@mTe MOKa3aTejau OT
KJIMHHYHH NPOYYBAHUS NPH MANHEHTH ¢ PE3HCTEHTHOCT WM HEMOFYLHMOCT KbM IPEIHIIHO
JieyeHHe ¢ MMaTHHUO?

Q;
XpoHnuyHa Hanpeanana ?dle.nomma JIum¢pouaHa
aza daza (b‘?ﬂacrﬂa (aza OnactHa daza
Q Ph+ OJLJI
(n=165)° (n= 13@ (n=74)®
AY (n=168)*
(@Xueﬂr (%) manueHTH
XeMaTOI0OrH4YHHU Q) )
noka3aTeJsu Q
Heytponenus 36 ‘2\ 58 77 76
TpomOoIUTONICHHUS 30 63 78 74
Anemns 3 47 74 44

D)
? PesynraTtu OT IpOy4YBaHe (b@%} 3a ONITUMM3HPAHE Ha [103aTa, OTYCTEHH CIIe] 2-TOJUIITHO MPOCIIeIIBaHe B
paMKHUTEe Ha IPOyYBAHET

6 Pesynratu oT IpoyuBa 180-034 mpu npenopbunTenHa HauanHa f103a 100 mg BeAHBK THEBHO.
® Pe3ynratu ot npo e CA180-035 npu npenopbunTesnHa HavanHa qo3a 140 mg BeAHBK JHEBHO.
CTC crenenu: He enus (crenen 3 > 0,5— < 1,0 x 1091, crenen 4 < 0,5 x 10%1); TpomGonuTonenus (crenen

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

Kymyna aTa cTerneH 3 win 4 MUTONICHUH NP NallUeHTH, JeKyBaHu ¢bc 100 mg BeaHBXK THEBHO, €
010 a 2-ta ¥ 5-Ta rOJIMHA, BKIOYHUTENHO: HeyTporeHust (35% cpenty 36%), TpoMOOIIUTOIICHHS
(2 ety 24%) u anemust (13% cpemry 13%).

[IpH manueHTHTE C MUETOCYNPECHS CTEIEH 3 MK 4, B3CTAHOBSBAHETO OOMKHOBEHO HACTHITBA CJIC
KpPaTKOTPaiHO MpeyCTaHOBSIBaHE Ha JICYCHUETO W/WJIM HaMallssBaHe Ha J103aTa, KATO OKOHYATEIIHO
MIPEyCTaHOBSBAHE HA JICYCHUETO € ChOoOImaBaHo mpu 5% ot narmuenTure. [loede oT mareHTuTe
MPOABIDKABAT JICUSHUETO Oe3 TIO-HATATHIIHU JAHHU 32 MUEIIOCYIPECHsI.

Buoxumus

B uznutBane npu HOBoMarHocTUIMpana XxpoHuyHa ¢aza Ha XMJI, crenen 3 win 4 xunodocdaremust
e JokiIaiBaHa npu 4 % OT MaIleHTUTe, MPUeMaIy [a3aTHHUO U cTereH 3 WK 4 MOBHIIaBaHE Ha
TpaHCaMUHA3UTE, KpEaTHHUH U OWIHpyOuH ca choOIIeHu nmpu < 1% OT marueHTuTe ciex MUHIMYM
12-meceuno npocneasBane. Ciaex MUHUMYM 60-MeCeYHO IpOoCIieAs BaHe KyMyJaTUBHATa Y€CTOTA Ha
xunodocharemus cTeneH 3 win 4 ¢ 6mia 7%, Ha MOBUIIICHUWE Ha KpEaTHHUHA ¥ OWIIMPYOHHA CTENeH 3
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w4 - 1%, a Ha OBHIIIEHNE HA TpaHCaMHUHA3UTe cTereH 3 win 4 octaBa 1%. Hsma cimywyan Ha
NpeyCTaHOBSBaHE Ha JICYUCHUETO C JITA3aTHHUO NOPaJI Te3U OMOXMMUYHU J1a00paTOPHU MMOKA3aTEH.

2-200UUIHO NPOCTEOsIBaHe

CreneH 3 wiu 4 OBUILICHHE HAa TpaHCAMUHA3UTE WM OMIMpyOuHa e cho0maBaHo npH 1% ot
HanueHTHTe B XpoHndHa (aza Ha XMJI (c pe3sucTeHTHOCT MiIM HEHOHOCHMOCT KbM MMAaTHHHUO), KaTo
OLIEHKAaTa Ha JaHHUTE [I0Ka3Ba [OBUIIIEHUE HA YeCcTOTaTa OT Nopsiibka Ha 1 10 7%0T narueHTure ¢
HanpenHana ¢asza Ha XMJI u Ph+ OJUL. Te3u cbeTosiHUS OOMKHOBEHO CE€ OBJasBaT Ype3 MOHMKEHNE
Ha J103aTa U peKbCBaHe Ha JiedeHueto. B npoyusane dasa Il 3a ontumusupane Ha 103ata, npu
MaIMeHTy ¢ XpoHuuHa ¢aza XMJI, crernen 3 win 4 noBHIIICHHE HA TPAaHCAMHHA3KUTE WIIM OMJIUPyOUHA
ce cpOmaBa npu < 1% oT nauueHTUTe ¢ NOA0OHA HUCKA YECTOTA B UETHPHUTE JIEKyBaHU rpynu. B
npoyuBane ¢asza Il 3a onTumusupane Ha no3ara npu HanpenHana ¢gasa Ha XMJI u Ph+ OJUI crenen 3
WK 4 TIOBUIIIEHNE HA TpaHCAaMUHA3UTe WK OmmpyOuHa ce cromasa npu 1 10 5% oT marmeHT
TEpaneBTUYHNUTE TPYTIH. %2)

[TpubausuTentHo 5% OT JIeKyBaHUTE C Aa3aTHHUO MALMEHTH, KOUTO ca OWIIU C HopManm@omm
HUBA, Ca UMaJIH MPEXOTHA XUTTOKAIITUEMHUS CTENCH 3 WK 4 B JaJICH MOMEHT OT IIPO eto. Karo
1510, HSIMA BPB3Ka MEXy TTOHIKEHUETO HA KaJIWsI U KIMHAYHUTE CUMIITOMH. %{THTQ,
Pa3BUBAIIM XUITOKATITUEMUS CTETICH 3 WK 4, 4eCTO C€ Bh3CTAHOBSIBAT C MOMOLIT#Ha [IEPOPAITHO
nmobassHe Ha Kamuuii. CreneH 3 Wian 4 XUMOKAIIEMUS, XUITOKATMEMHUS U XU @ocq)aTeMI/m ca ounm
CHOOIIEHU TPY MAIMEeHTH ¢ BCHYKH (a3u Ha XMJL, Ho ca Onnm choO0IIeH OBHIIIEHA YECTOTA IIPH
MAIMEeHTH C MUETIOnIHa WK TuMdounHa OnactHa ¢aza va XMJI u Ph JI. TloBuilaBaHe Ha HUBATa
Ha KpeaTWHWHA OT cTeneH 3 wiu 4 ca cpobuienn npu < 1% ot nauH@Te ¢ xponnyHa ¢aza vHa XMJI
U ca ChOOIIEHH C MOoBHUIIIeHa YecToTa pu 1 10 4% oT nauneHTnﬁ%anpez{Hana (haza va XMJL.

[lenmarpuyHa nomyJarus Qo
[MpodunbT Ha 6Ge30MACHOCT HA JAa3aTHHUO, MPIIIOKEH KATOWOHOTEpAHS TIPU TIeTHATPHIHH
narenTy ¢ Ph+ CML-CP e cpaBHUM C TO3W IIPH BH3 u. [IpodunsT Ha G€30TTacCHOCT HA

Ja3aTUHUO, MPUIIOKEH B KOMOMHAIMS C XUMHOTED, npu nexuatpuyHu naueHT ¢ Ph+ OJlJl e B
CBHOTBETCTBHE C M3BECTHHS Npodui Ha 6e3omac & a a3aTMHUO NpU Bb3pAcTHU U OYAKBAHUTE
edeKTH 0T XUMHOTEepanuaATa, ¢ U3KIIOUCHHUE &-anmm YecToTa Ha IUIEBPajIeH U3JIUB IIPH
MeANATPUIHUTE TALIMEHTH B CPAaBHEHHUE C ACTHHUTE.

B nennarpuunnre XMJI TNPOYYBAHMS; HECTOTATA HA OTKJIOHEHHATA B nabopaTOPHUTE TTOKA3aATENN
CHOTBETCTBA HA M3BECTHUS PO A Ha JIA00OPATOPHUTE MTOKA3ATEIH PH BH3PACTHH.

[Ipu neguarpuanute OJIJI BaHUS, YECTOTaTa Ha OTKJIOHEHHUATA B JAOOPATOPHUTE MOKA3aTEIH
CBHOTBETCTBA HAa U3BECTH 0¢un Ha maGopaTopHUTE MOKA3ATENN TP BH3PACTHU 3a MAIUEHT C
ocTpa JIEBKEMHS, KOUT y4aBa OCHOBHA XMMHUOTEpAINleBTUYHA CXEMA Ha IIPUIIaraHe.

Crienyansy nomyfaiim

Makap ue 1p BT Ha 0E30MMAaCHOCT Ha 1a3aTUHHUO MPH MAIMCHTH B CTapUyecKa Bb3pacT € CXOCH C
TO3M TIPU ajiata MoMyJIaIKsl, PU MAIUCHTUTE Ha U HaJ[ 65 TOAUHH ChIIECTBYBA MO-TOIAMA
BEPOSAT 6@; a pa3BUTHE Ha YeCTO ChOOIIABAHUTE HEXKEIIAaHH PEAKIIUH KaTO yMOpa, TUICBPAJICH U3JIHB,
JIUCITHES, KalllIMIa, KbPBEHE OT J0JIHATA YacT Ha CTOMAIIIHO-YPEBHUS TPAKT U CMYIICHUS B alleTUTA,
Il OSITHO € J1a MOJIy4aT IO-PSAIKO ChOOIIaBaHK HEXKEJIaHH PeaKkiui KaTo pa3ayBaHe Ha Kopema,
3aMasHOCT, IEPUKAP/ICH U3JIUB, KOHTECTHBHA ChP/ICYHA HEJJOCTATHUHOCT M HAMAJSIBAHE HA TETJIOTO U
TpsiOBa Ja ObaaT HaOJIFOJaBaHU BHUMATEIHO (BXK. Touka 4.4).

Cpo011aBane Ha IOJ03MPAHU HEXKEIaHU PEAKIIHI

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUHU CIIe] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa MM03BOJIsIBA Ja MIPOIBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO IT0JI33/PUCK 32
JICKapCTBEHUS MPOaAyKT. OT MEAUIIMHCKUTE CIICHUAINCTH CE€ U3UCKBA Ja ChOOIIaBaT BCsAKa
MOT03UPaHa HeXKEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIIaBaHe, IIOCOYCHA B

[punoxenue V.
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4.9 Ilpemo3upane

OnuthT ¢ Ipeio3rpaHe Ha Ja3aTHHUO B KIIMHUYHH MTPOYYBAHUS € OTPAHUYCH JIO €MHUYHH CITy4au.
Haii-Bucokoro npemo3upane ¢ 280 mg Ha JIeH 3a ¢/IHa CeIMHUIIA € JIOKJIABaHO NP JBaMa MaIlUeHTH,
KaTo ¥ MpH JIBaMaTa ce HaOIrojaBa 3HAYUTEIHO MTOHKABaHEe Ha Opost Ha TpoMmOonmTuTe. T'hil KaTo
Ja3aTHHUO € CBBP3aH C MUEIIOCYTIPECHs CcTereH 3 WK 4 (BK. Touka 4.4), MalueHTUTE KOUTO IprueMaT
noBeve OT NMperopbhYBaHaTa 1032, TpsiOBa Jia ObIaT BHUMATEITHO HAOII0IaBaHH 32 MUEJIOCYIIPECHs,
KaTo MM OBJIE MPOBEIEHO MOIXOIAIIO0 IMOATBPKAIIO JICYCHHUE.

5.  ®APMAKOJIOTMYHHU CBOMCTBA
51 ®dapmakoIMHAMMYHH CBOIiCTBA «)(b

dapMakoTepaneBTHYHA TPYIa: aHTUHEOILIACTHYHH CPEJICTBA, POTEUH KUHA3HU UHXUOUTQ TC
kox: LO1EAOQ2. O
dapmMakoguHAMHKA *

Jazatununb naxubupa aktuBHOCTTa HA BCR-ABL kmHa3ara u anHa}lnemamHT?@a CEMENCTBOTO HA
SRC kuHa3m, 3aeTHO C MHOXECTBO JIPYTH ONpEIelICHN OHKOTCHHU KUHA3H, B@O ureaHo c-KIT,
eppun (EPH) peuenropuute kunasu u PDGF penienropa. JJazatunuo e ﬁq?: H, CyOHAaHOMOJIapeH

uuxuoutop Ha BCR-ABL kuHa3ata ¢ akTHBHOCT NMPH KOHIIEHTpaIus 0 nM. Toii ce cBBp3Ba,
KaKTO ¢ HeaKTHBUpaHaTa, Taka U ¢ akTuBupanaTa popma Ha BCR-A 3UMa.

MexaHn3sM Ha ACHCTBHUE @

In vitro, masaTHKO € aKTHBEH MPH JIEBKEMUYHHU KIETHUHH n@‘\zﬂa, MpeJICTaBIsIBAIl BAPUAHTH Ha
UMATHHUO-YyBCTBUTEITHH WM PE3UCTCHTHU 3a6onﬂBaHm.Q3n HEKJIMHUYHU NPOYyYBaHUS [TOKA3BAaT,
ye 1a3aTHHUO MOJKE J1a TIPEO0JI0JIee Pe3UCTEHTHOCTTA K (DHMaTI/IHI/I(S, nonydena B pe3yaratr Ha BCR-
ABL cBpbxekcnpecust, BCR-ABL kuna3a qoMuHa MyTalluM, aKTUBUpPAHE Ha aTepPHATUBHU
CUTHAJIHU TBTHUIIA, BKIIFOUUTEITHO CEMEUCTBOTO C xunasure (LYN, HCK) n MmHOXecTBeHa
(JlekapcTBeHA) PE3UCTEHTHOCT C ITOMOIIITA Haz a CBpbXeKcnpecus. B nonmbiHeHue Ha TOBa,

na3aTuHUO MHXUOUpa ceMeiicTBoTo Ha SR a3uTe Npu cyOHAHOMOJIAPHH KOHIIEHTPAIINH.

Knunnuny eukacHoCT u 6630HaCHOET‘b

[To Bpeme Ha m3nuTBane daza I, XgQATONOTHEH M LIHTOTCHETHIEH OTrOBOp € HaOmMro1aBaH mpu
Bcuukd ¢a3u Ha XMJI u Ph+ O{{-1ipu mbpBoHAYaTHOTO JIedeHUE NpH 84 MAMEHTH, TPOIBIIKHIIO 10
27 mecena. Otropopure ca 0 yCTOHYMBH ITpu BcuukH ¢asu Ha XMJI u Ph+ OJLJL.

Edukacnocrra na z[asag;@m ce 0a3upa Ha CTENCHTA Ha XeMaTOJIOTUYHUS U [IUTOTCHETUIHUS
otroBop. [IpoabmkuseTHOCTTa HAa OTTOBOpA M U3YMCIIEHATA CTEIEH Ha MPEXUBIEMOCT IPEAOCTaBAT
JIOTIBITHUTEITHA %@?ST@HCTBE[ 3a KJIMHWYHATA 07132 OT Ja3aTUHUO.

Ph+ OJUI é
OTBOPEHO, C €IHO paMO, MHOTOIIEHTPOBO MPOoyuBaHe pu naiuenty ¢ Ph + ALL, xouro
CTEHTHOCT WJIM HETTOHOCHMOCT KbM MPEAX0JHA Teparnus ¢ uMaTHHUO. Q010 46 maruenTy ¢
L ca nomyuaBanu nazatuan6 70 mg ABa IbTU IHEBHO (44 C pe3UCTEHTHOCT U 2 €
HEMMOHOCHUMOCT KbM UMaTHHUO). MennanaTta Ha BpeMeTO OT AMarHo3aTa A0 Ha4aJoTO Ha JCYCHHUETO €
18 mecena. MeauaHnaTa Ha MPOJBIDKUTEITHOCTTA HA JICUSHHETO C Jla3aTHHUO ¢ 3 Mecena, kato 7% oT
MalUeHTHTE ca JIEKyBaHHU 3a > 24 Mecena 1o MoMeHTa. YecToTaTa Ha TOJISIM MOJIEKYJISIPEH OTTOBOP
(Bcuukwu 25 nexyBanu nanueHTd ¢ CCyR) e 52% cnen 24 mecerna. JlombIIHUTETHU pe3yNITaTH 3a
eduKacHOCT ca noka3anu B Tabnuma 7. 3a oTOenszBaHe e, ue rojsiM xeMaTtonornieH orroop (MaHR)
€ MOCTUTHAT ObP30 (Hal-MHOTO B PAMKHTE Ha 55 JIHU clie]l TbPBOTO MPUIIOKEHHE HA Ja3aTHHHO MPH
manuentu ¢ Ph + ALL).
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Tadauua 7: E¢puxacHoct BbB (aza Il kK IMHUYHN MPOyYBAHUS HA Ja3aTUHUO ¢ eTHO paMo?

Ph+ ALL
(n=46)
Yectora HAa XeMaToI0oru4eH orrosop’ (%0)
MaHR (95% CI) 41%
(27-57)
CHR (95% CI) 35% (21-50)
NEL (95% CI) 7% (1-18)
Ipomsmxurennoct Ha MaHR (%; omenka o Kaplan-Meier)
1 ronuna 32% (8-56) Q
2 romunm 24% (2-47) ©
LuTorenernved oTroBop® QU
(%) EAN
MCyR (95% CI) 57% (41-71) QV
0 0 -
CCyR (95% CI) 54% (39-69) Aﬁ
O6ma npexussemoct (%; ouenka no Kaplan-Meier) o
Be3 nporpecus (%)
1 roguua 21% (9-
2 TOOVHU 120/@3)
\
O6mo M
1 ronuna (b‘&% (20-51)
2 TONHU Q 31% (16-47)
I[aHHI/ITe, OIIMCaHU B Ta3u Ta6J'H/IIIa, ca OT Npoy4BaHus, Ip TO Ha4yaJiHaTa 103a € 6una 70 mg JBa IIbTU
JHCEBHO. Buxre Touka 4.2. 3a MpenopbpUYUTCIIHATA Hava 3a.
2 udpure c ynebGenen mpu@T ca pe3yiraTure 3a HUTE KpaifHN TOYKH.
6 KpI/ITepI/II/I 3a XEMAaTOJIOTUYCH OTI'OBOP (BCI/ILIKI/I OpU Ca MMOTBBPJACHU CJIC 4 CG,HMI/IIII/I)I Tonsm
xematonorudeH orropop (MaHR) = mbinieH xe sornueH otroBop (CHR) + Hsama nannu 3a neskemust (NEL).

CHR (Ph+ XMJI): WBC < MHCTHTYLHOH: ULN, ANC > 1 000/mm?, Tpom6onura < 100 000/mm3, msama
OacTH WM IPOMHUEIIOINTH B nepmbe@{ a KpBB, < 5% MHEJOUTH IUTIOC METAMHUEIIONUTH B IieprudepHaTa
KPBB, OJ1acTH B KOCTHUSI MO3BK < 5% 20% 6azo¢wm B epudepHaTa KpbB U 0€3 eKcTpaMe yIapHO
BKJIFOYBAHE. é
NEL: chIinTe KpUTEPUH KaK CHR, 50 ANC > 500/mm® u < 1 000/mm?, unu TpomGormTa > 20
000/mm?® u < 100 000/mm3

Kputepuu 3a nurorexe otroeop: meieH (0% Ph+ metadasu) unu yactuuer (> 0%-35%). MCyR (0%-
35%) xoMOuHMpa HLJ@! U 4YaCTUYHUS OTIOBOD.

n/a = HENPUIIOKHUMO; Q\: noeepureneH uarepsai; ULN = ropHa rpanuna Ha HopMarta

P C3YJTAaThT I1 %HI/IGHTI/I C TpaHCIJIAaHTAllUA Ha KOCTCH MO3BK CJIC/ JICUCHUC C I[a3aTI/IHI/I6 HE € Oun
HAITbJIHO O, H.

UMOCH KoM UMAMUHUO
I[Be‘paH,Z[OMI/ISI/IpaHI/I, OTBOPEHU MPOYYBaHUsI ca OWIIM MPOBENICHU 3a OlICHKA €(PUKACHOCTTA Ha
JTa3aTHHHUO, TIPIIIOKEH BEIBK THEBHO, B CPAaBHEHHUE ChC Ja3aTUHUO, MPUIIOKEH JBa ITBTH JTHEBHO.
Pesynrarute, onvicanu nmo-a0:iy, ce 6a3upar Ha MoHe 2 TOUHU U 7 TOJIMHU MPOCIEIIBaHE CIIC
3all0YBaHe Ha JIEYEHHUETO C Ja3aTHHHUO.

I%&n npoyusanus ¢aza Il npu nayuenmu ¢ Ph+ OJIJI, koumo umam pesucmenmmocnm uiy
H c

B npoyuaneto mpu Ph+ OJIJI, nbpBuuHara kpaiiHa Touka ¢ MaHR. O61o 611 nanuenTu ca
paHIoMu3MpaHu a npueMat na3atuHu0 140 mg Beanbx AHeBHO nin 70 mg 1Ba TbTH JHEBHO.
Meauanara Ha MPOAB/DKUTEITHOCT Ha JIeYeHHETO € okojio 6 Mecena (ot 0,03-31 mecerna).

Cxemara ¢ CAHOKPATCH JHCBCH IIPHUEM € ITOKa3aJia CpaBHUMaA C(i)I/IKaCHOCT (HC HO-Ma.TIKa) ChC CXEMmarta
C IMpUEM JIBa I'bTU JHCBHO 110 OTHOIICHUC HAa IbPBUYHATA KpaﬁHa TOYKa 3a e(i)I/IKaCHOCT (pa3J'II/IKa B
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MaHR 0,8%; 95% noBepurenen untepsai [-7,1% - 8,7%]); cxemata ¢ mpueM Ha 140 mg BeqHBK
JTHEBHO o0ade e rmokaszasa 1mo-100pa 6e30macHOCT U TOHOCHMOCT.
CreneHuTe Ha TIOBIUSABaHE ca NpecTaBeHy B Tabnmiia 8.

Tabauua 8: E¢puxacHoct Ha nazaTunud B mpoyuBane (aza I1I 3a onTuMu3upaHe Ha 103aTa:
Ph+OJLJI (2 -roaumnm pe3yaraTu)?

Ph+ALL

(n=40)
MaHRP 38%
(95% CI) (23-54)
CHR® 33%
(95% CI) (19-49)
NELP 5% 6’0
(95% CI) (1-17) Or
MCyR® 70% )
(95% CI) (54-83) O&Q
CCyR 50% O
(95% CI) (34-66) A*

2 PesynrtaTH, ChOOIICHH MPH MPENOPhUNTENIHA HaYaIHa 1032 140 mg BEAHBK THEBHO (B%%qKa 4.2.).

5 Kpurepum 3a XeMaTOJIOTHIEH OTTOBOP (BCHYKU OTTOBOPH Ca MOTBBPACHH ciiex 4 @mun): Tomnsim
xematojorudeH orroBop (MaHR) = meiien xemaronormuen orrosop (CHR) + ﬂ\,’:&z{am-m 3a JIEBKEMHSI
(NEL).

CHR: WBC < uncruryuonansa ULN, ANC > 1,000/mm?, Tpom60, > 100,000/mm?, 6e3 61acTHH
KJIETKH WM OPOMHUEJIOUTH B NepudepHaTa KpbB, KOCTHOMO3bYHIONacTH < 5%, < 5% MHUEIOLMTH ILII0C
METaMHEJIOIUTH B IepUQepHaTa KpbB, 6a30huiu B nepn@epu@@(pm; <20% u 6e3 eKcTpamMeTyIapHO
BKJIIOYBAaHE.

NEL: cpurute kpurepun kato 3a CHR, Ho ANC > 500/m ?< 1 000/mm?® unu TpombonuTH > 20
000/mm? u < 100 000/mm?,

® MCyR xombunupa neinus (0% Ph+ meradasn) n gacr Sahﬂ (> 0%-35%) otroBop.
CI = nosepurenen unrepsai; ULN = ropHa rpaHura HQ&MM&

[Ipu manment ¢ Ph+OJIJ1, nekyBanu cbe 1 ?BCZ[H’L)K JIHEBHO, ME€/IMaHaTa Ha
npoabokuTennHocTTa Ha MaHR e 6una ¢ THO 5 Mecena, meananaTta Ha [1BI1 e Owita 4 Mecena u
MenuaHaTa Ha 00Ia MPEKUBIEMOCT € 6{8& 7 Mecena.

IlenuaTpudHa momysamus

Heduamputmu nayuernmu C‘,@

S
EdwukacHoctTa Ha mazat B KOMOMHAIIUS C XUMHUOTEPAITUS € OIICHEHAa B OCHOBHO IIPOYYBaHE C
MeIUaTPUYHHU MMaIUEH BB3pacT HaJl eHa roJuHa ¢ HoBoAuarHoctuipana Ph+ OJLJI.

B ToBa MHOFOH%{)BO MpOy4BaHE ¢ UCTOpUUECKa KOHTpoJa (a3a 2 ¢ na3aTuHUO, 100aBEeH KbM
CTaHJapTHA otepanus, 106 meguaTpuUHU HAIMEHTH ¢ HOBoauarHoctuiupana Ph+ OJIJI, ot
kouto 104 tBbpacHa Ph+ OJIJI, ca nonyuasanu na3aTuHUG py AHEBHA 103a 60 mg/m? o cxema
Ha MpH 0e3 mpekbeBane 10 24 Mecena B KoMOMHaLus ¢ xuMuoTtepanus. OcemaeceT U 1Bama

na % ca roJTy4yaBaji caMo 1a3aTHHHUO TabneTku, 24 ManyeHTH ca MoyvYaBaid MOHE BEIHBXK Mpax
3a WepopasiHa CyCHeH3Hs, § OT KOWTO ca MOoJIydyaBalld camMo Tpax 3a rnepopaiHa cycnensus. OcHOBHATa
cXeMa Ha IpujiaraHe Ha XUMHUOTepanus € Ouja chlara, KosATo € U3Moi3BaHa B mpoyuBaneTo AIEOP-
BFM ALL 2000 (xuMuoTepaneBTHYEH CTAaHAAPTEH MPOTOKOI 32 HONMUXuMuoTepanus). OCHOBHATa
KpaliHa Touka 3a e(h)uKacHOCT € Ouia 3-roauiinHa npexussieMoct 0e3 croutus (EFS), kosTo ¢ Ouna
65,5% (55,5, 73,7).

YecToTara Ha AIMEHTUTE, HETAaTUBHHU 32 MUHUMATHO OCTaThuHO 3a0oisBane (MRD), onenena upe3
npenapexxaade Ha Ig/TCR, e 71,7% B kpast Ha KOHCOJIMAANMATA IPU BCUYKH JICKYBaHH MAI[UCHTH.
Koraro Ta3u uectoTa ce ocHoBaBa Ha 85 nanmenTu ¢ onennmMu [g/TCR mokazartenu,ce n3uucisBa Ha
89,4%. UectoTrarta Ha nmanueHTure, HeratuBHU 3a MRD B Kpas Ha MHAYKIUATA U KOHCOIUAALMSITA,
HM3MEPEHO Ype3 MOTOYHA ITUTOMETPHS, € ChbOTBETHO 66,0% u 84,0%.
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5.2 dapMaKOKMHETHYHH CBOCTBA

®dapMaKOKMHETHKATa Ha Ja3aTHHUO € oIleHeHa pu 229 BB3pacTHU 31paBu HHIWBHUIN U TIPH
84 manueHTH.

AOcopouus
Jazaruan® ce abcopbupa Obp30 IpH MAMUESHTUTE CIIE]T TIEPOPATHO PUIIOKECHHE, C TTMKOBHU TUTa3MEHU

KoHIIeHTparmu Mexy 0,5-3 gaca. Crep mepopaitHo MPMIIOKEHHUE, ITOBUIIIEHUETO HA CPeTHATA
excriosuius (AUCT) e npuOIM3HUTETHO MPOTIOPIIMOHATHO Ha MOBUIIICHUETO Ha J103aTa IPH 103,
Bapupaliu ot 25 mg 1o 120 mg nBa nbTH AHEBHO. CPeIHUAT TEPMHUHAJICH MTOJY)KUBOT Ha 1a3aTHHUO
NPY TIAIMEHTUTE € TPUOIU3UTENHO 5-6 Haca.

JanHuTe, mony4eHH OT 37paBUTE UHIUBHUIH, IpUEeMali equHnYHa 103a 100 mg nazatuauo b(b'
30 muHyTH cien OoraTa Ha Ma3HUHHU XpaHa, mokassat 14% mnosumenue Ha cpeanata AUC Ha QO
na3atuHuo. [IpuemMbT Ha HUCKOMaciieHa XpaHa 30 MUHYTH Iipeau na3aThuHuO Boau 1o 21%
nosuirenue Ha cpenHara AUC Ha nazatunu6. HaOmogaBanute eekT Ha XpaHarta HE B bi (6]
KIMHIYHO 3HAYUMH NMPOMEHH B eKCTo3MLMATa. BapnabumHocTTa Ha €KCIIO3UIMATA H Q@ammﬁ e
MO-BUCOKa cJie] ipreM Ha TianHo (47% CV) B cpaBHEHHE ¢ IPUEM CIIEI XpaHa C Pg&) ChABP)KAHHC
Ha MasuuHH (39% CV) 1 XpaHa ¢ BUCOKO Chabpkanue Ha Masuuuu (32% CV). 2o)

B®3 ocHOBa Ha momynanMoOHHUsT papMaKOKUHETHYCH aHAIU3 Ha MAI[UCHT ®e YCTaHOBSIBA Y€
BapHaOMIHOCTTa HA EKCIIO3UIMATA HA 1a3aTHHUO ce IBJDKU TJIaBHO HA BAaPUaOMIIHOCT B
OMOHATMYHOCTTA NPH pa3nuiHu yciosus (44% CV) u B mo-Manka c H Ha BapuaOUIHOCT B
OMOHANMMYHOCTTA U KIUPBHHCA MEXAY pa3INYHUTE MalUeHTH (Cbh HO 30% u 32% CV). He ce
OYaKBa ciy4yaiHaTa BapuaOWIHOCT Ha eKCIIO3ULHATA IIPH Pa3 YCIIOBUS J1a TIOBJIMSIE HA
KyMyJIaTUBHATa €KCIIO3ULHUS U e(pUKACHOCTTA UIIH 6e30nac¢ Ta.

[Ipu manueHTHTE, 1a3aTUHUO MMa TOJIIM IIPUBH/IC M Ha pasnpenenenue (2 505 1),koedpuiueHr Ha
Bapuanus (CV% 93%) xoeto npenmnonara, 4e BEHUAT MIPOAYKT C€ pasIpeels B 3HAUUTEIHA
CTETCH B U3BBHCHIOBOTO MPOCTpaHcTBO. [1p HUYHO 3HAYMMU KOHIICHTPAIUU HA Ja3aTHHHO,
CBBP3BAHETO C IUIA3MEHUTE NPOTCUHMU € H@H/BHT@IHO 96%, omnpeniesieHO Bb3 OCHOBA Ha IN Vitro
EKCIICPUMEHTATHUTE TIPOYYBAHUS. \2\

Metabonu3bpm A ©

IIpu xopata nazatuHUO ce MeTaQEMM3Upa eKCTEH3UBHO, KaTO IIpH 00pa3yBaHETO HA METAOOIUTHTE
B3eMaT y4acTHE MHOKECTBO mu. [Ipu 3apaBu uaausuay, npuemann 100 mg [C]-Gensazan
Jla3aTUHUO, HEPOMEHEH 3aTHHUO npencTaBisiBa 29% OT paJIMOaKTUBHOCTTA B IJIa3MaTa.
[Ina3meHaTa KOHIIEHT ¥ U3MepeHarta in Vitro akTHBHOCT 1MOKa3BaT, Y€ MeTabOoIUTHTE Ha
Ja3aTHHUO OOMKHORSHO HE UTPAST roJisiMa PoJis B HaOI0JaBaHaTa (hapMaKoJIoTHs Ha IIPOIYKTa.
CYP3A4 e ocHo T €H3UM, OTTOBOPEH 32 MEeTa00IM3Ma Ha 1a3aTHHUO.

Pasnpenenenue QO

PMUHAJICH TOTYKUBOT Ha a3aTHHUO ¢ oT 3 1o 5 waca. CpeIHUAT MPUBUACH IIEPOpATICH
KITH 363,8 1/hr (CV% 81,3%).

EnviMuHHEpaHETO ce OChINECTBIBA MPEAMMHO 4pe3 dereca, TIaBHO 1Mo popMaTta Ha METaOOIUTH.
Criest IPUIOKEHUETO HA EMHUYHA TIepopaiHa no3a [1*C]-6enssan nazatunus, npubmusuteano 89%
OT J103aTa ce eNMMHUHMpa B paMKkuTe Ha 10 auu, kato 4% u 85% OT paAMOaKTUBHOCTTA CE OTKPUBA
CBHOTBETHO B ypuHara u ¢eneca. Hempomenenust nazarunnd Bp3nu3a Ha 0,1% u 19% ot nozara
CHOTBETHO B YpHHATA U eleca, KaTo OCTaHaIaTa 4acT OT J1o3ara e moJ popmarta Ha METabOIHTH.

YepHoapoOHO 1 6BO0pEUHO YBpeKaaHe

EdekTsT 0T uepHOAPOOHOTO YBpEkKIaHE BHPXY (DapMakOKMHETHKATA Ha SIUHIYHA J103a 1a3aTUHUO ©
OIICHEH NP 8 MalMeHTH C yMEPEHO YePHOAPOOHO YBpEXKIaHe, KOUTO Mody4aBat no3a 50 mg, u npu
5-Ma manueHTH ¢ TEXKO YepHOIPOOHO yBpeXKIaHe, KOUTO MoiyyaBaT o3a 20 mg, CpaBHEHHU ChC
3/IpaBu TOOPOBOIIIH, KOUTO morydaBar go3a 70 mg nazatuaud. Cpenante Crax 1 AUC Ha na3atnHu6
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3a mo3a 70 mg ca HamajeHu ChOTBETHO ¢ 47% u 8% mpu ManueHTH ¢ yMEPEHO YePHOIPOOHO
YBpEXkK/IaHe B CPAaBHEHHUE C MAIMEHTH ¢ HOpMaIHa YepHOApoOHa GyHKIus. [Ipy manueHTH ¢ TeXKO
4epHOIpoOHO HapymieHue, cpegHuTe Crmax 1 AUC 3a n03a 70 mg ca HamMaJeHU CbOTBETHO ¢ 43% u
28% B cpaBHEHHE C TALMEHTH C HOPMaJIHA YepHOAPOOHA QyHKIMS (BK. ToukH 4.2 u 4.4).

Jazatuaub ¥ HErOBUTE METAOOJIUTH Ce EKCKPETUPAT MUHUMAITHO upe3 ObOperure.

[lennarpuyHa nomyJarus

dapmMaKkOKMHETHKATa Ha Ma3aTUHUO ¢ orleHeHa npu 104 neauaTpuyHu HAUeHTH ¢ JICBKEMHUS HITH
conuaau Tymopu (72 ca npuemanu tabjaeTHata ¢popma, a 32 ma3aTuHUO Ipax 3a mepopaiHa
CyCIICH3H).

[Ipu neguarpuvHo papMaKOKUHETHYHO IIPOYYBAHE, KOPUTHPAaHATA CIIPSAMO J03aTa emnomum@b‘
na3aTHHUO (Cavg, Cmin 1 Cmax) u3riexaa momobHa mpu 21 maruent ¢ CP-CML u 16 HaHI/IeHTI@ h+
OJIJL. &Q

dapMakoKHHETHKATa Ha TabjeTHaTa popMa Ja3aTHHHUO ¢ OleHeHa pu 72 neumawpnﬁ%mneﬂm c
peuManBHpana Wik pedpakTepHa JIEBKEMUs WIH COMUIHA TYMOPH IPHU MEPOPATHYI03M B JHANA30H
ot 60 10120 mg/m? Bemubxk aHeBHO M 50 10 110 mg/m? nBa neTH qHEBHO. O6E HUTE JaHHU OT
JiBE POYYBAHMsI 10Ka3Bat Obp3a abcopOuust Ha nasaTiHuO. CpenHoTO Tmax @Mexky 0,5 1 6 yaca, a
CPEIHHUSAT MOJTY>KUBOT € B AWATIA30H OT 2 10 5 yaca NpH BCUUKH ;[osupomwﬂmpacm}m rpymu.
®apMakOKHHETHKATA Ha 1a3aTHHIO 0Ka3Ba MPOMOPLHOHATHOCT Ha /13374, C NIOBUILICHHE Ha
EKCIIO3HITUSATA B 3aBUCUMOCT OT J103aTa, HAOJIF0IaBaHO MPH MEUAT U marenTt. Hsama 3naunma
pa3nuka BbB (papMaKOKMHETHKATa Ha Ja3aTHHUO MEXAy Jena U u. CpeTHOT€OMETPUYHHTE TIPH
HOpMas3upana 103a 1a3atiHuO Cmax, AUC (0-T) u AUC (INF} rIeXaaT NogoOHU NPH Aena U
IOHOIIY MIPU pa3InyHuTE 103upoBku. Cumynaisi, 6a3upa MOy TIAIIMOHEH (apMaKOKUHETHICH
mojen (PPK), nmpeasrkia 4e npenopbunuTeTHUTE JI03H, PEHIIMPAHU IO TEJIECHO TETJI0, OMTHUCAHU
3a TabierkaTa B Touka 4.2, ce ouakBa jaa npenocrammﬁo(ﬁna €KCIO3ULMS Ha TabJIeTHA 1032 OT

60 mg/m?. Te3u manHu TPAOBA J1a CE MMAT MPEJIBY, yuail Ha mpeMHUHaBaHe OT TabyieTHa popma
KbM JIA3aTHHUO Mpax 3a epopaiHa CyCHeH3Hs 00paTHOTO.

5.3 IlpenxkIMHUYHM JAHHU 32 6e30na§lr

HexknmuanaauaT npodun Ha 66301‘[3CI-@T Ha Ja3aTHUHUO ¢ OIleHeH B OaTepus oOT in Vitro u in vivo
TECTOBE MPH MUIIKH, TTHXOBE, h@ym{ 1 3aHIIH.

H’BpBI/I‘lHI/ITC TOKCHUYHHU C(i)e Ha6J'IIO,I[aBaT OT CTpaHa Ha CTOMAIlIHO-YPCBHATA,
XE€MaToIIOCTNYHaTa " JIN a CUCTCMU. CTOMaIIIHO-‘IpeBHaTa TOKCHUYHOCT € JO30JIMMUTHUpAIIa IIpr
IIBX0OBE U MaﬁMYHPI, TBHKUTEC Y€pBa NPCACTABIIABAT IIOCTOSHEH IIPHULICIICH OPraH. HpI/I IIJIBXOBE,
MHUHHUMAJIHO A0 JICK HUIKCHUC HAa CPUTPOLUTHUTEC IMMApaMETPHU € oumno IMPUAPYIKCHO C
KOCTHOMO3BbYH MCHU, HO,Z[O6HI/I IMPOMCHU Ca Ha6J'IIO,Z[aBaHI/I npu MaﬁMYHH, 1IpU MO-HUCKA
yectoTa. JIn éQ JHaTa TOKCUYHOCT IPHU IIIBXOBE CE€ CbCTOU OT JII/IM(I)OI/I)IHO N34YCpIIBaAHC HA
J'II/IM(l)HI/ITe ", CJIC3KATa U TUMYCA, KAKTO U HaAMAJIIBAHC HA TCIJIOTO Ha J'II/IM(l)OI/II[HI/ITe OpraHu.
HpOMe @ T CTPpaHAa Ha CTOMAIIHO-YPCBHATA, XCMOIIOCTUYHATA U J'H/IM(I)HaTa CHUCTEMA Ca 06paTI/IMI/I

Cﬂi§ YCTAaHOBsIBAHC HaA JICYHCHUCTO.

bs0OpeunnTe mpoMeHu pu MaliMyHH, TPETUPAHU 10 9 Mecela, ce OrpaHuYaBaT J0 MOBHILIABAHE HA
ocHOBHaTa ObOpeuyHa MuHepanu3anus. KoxkHU KpbBOM3IHMBY ca HAOJII0IaBaHH IO BpeMe Ha
NpOY4YBaHE 32 OCTPa TOKCUYHOCT MPU MalMyHH, C eJHHUYHA TIepOpajiHa 1033, U He ca HabJro1aBaHu
IIPH IPOYYBAHUS C MHOTOKPATHO NMPHJIOKEHUE, KAKTO NP MaliMyHUTE, Taka U NpH 1mrbxosete. [pn
IUTbXOBE, [a3aTHHUO MHXUOUpaA arperanusta Ha TPOMOOIMTHTE IN Vitro U yabkaBa BpeMeTo Ha
eMnuAepMaIHO KbpPBEHE iN VIVO, HO He BOJAM JI0 NOsBAaTa HA CIIOHTAHHA XEMOparusi.

In vitro aktuBHOCTTA Ha Ma3aTuHKUO npu u3nuTBaHe BbpXy hERG u Biaknara na Purkinje, npenmnonara
MOTCHIIMAIHA BE3MOXKHOCT 32 YIBJDKaBaHE Ha KaMepHaTa pernosspusaius Ha cbprero (QT unTepBai).
Bwbrpeku ToBa, TipH €IHO iN VIVO mpoy4YBaHe ¢ SIUHUYHA 71032 IPU MaliMyHH, HE ca HaOJII0JaBaHu
npomenu B QT uaTepBana win ¢popmara va EKI BeiaHUTE.
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JazaTuaub He € MyTareHeH IpH iN Vitro TecToBe ¢ OaKTepHaIHU KIETKH (TeCT Ha Ames) U He €
NOKa3aJl FCHOTOKCHYHOCT IPH IN VIVO MEKPOHYKJICAPEH TECT NPH IUTbX0Be. /la3aTHHUO € KIacTOreHeH
iN Vitro mpu aemnsiy ce oBapuaiiHy KIeTKH oT kurtaiicku xamctep (CHO).

Ja3zatinHu® He MoBIUsIBa GEPTUIINTETA IPU MBKKUTE HIIH )KEHCKHUTE )KUBOTHH IIPH KOHBEHIIMOHAITHO
NpOYyYBaHE 10 OTHOIICHHE HA (PepTUIIUTETa U paHHaTa eMOpUOTreHe3a PH IUTbXOBE, HO MHIYIIHPA
JIETAIUTET HA eMOPUOHA ITPHU JI03U, KOUTO ce TOOIIKaBaT 10 KIMHUYHATA eKCITO3UIUS IpH Xopa. [Ipu
NPOYYBaHUS 32 eMOPHODETATHOTO pa3BUTHE, IA3aTHHUO CHIO BOJU JIO JICTATUTET Ha eMOPHOHA,
CBBP3aH C HAMAJICHHE Ha OpOos Ha MAJIKHTE MPH ILThXOBE, KAKTO U M3MEHEHHs Ha CKeJieTa Ha (eTyca,
KaKTO IIPH TUTBXOBE, TaKa M IPpH 3aiiiu. Te3u eeKTH HacCThIBAT NPH JI03U, KOUTO HE BOAAT JI0
TOKCHYHOCT 32 MaiiKara, KOeTO [T0Ka3Ba, 4e Aa3aTHHHUO MPHUTEKaBa CEICKTHBHA TOKCHYHOCT I10
OTHOILICHHE HA PETIPOMYKIHUATA OT UMILTAHTHPAHETO 10 3aBbpIIBaHE HA OPraHOTeHe3aTa. b
[pu mumky, [a3aTuHUO MPEU3BUKBA UMYHOCYIIPECHS, KOSITO € J0303aBHCHMA U CE oma;;g@@
e(beKTUBHO upe3 HAMAIABAHE HA [103aTa W/WIIM IPOMEHHU B cxemara Ha npuiarane. Jlasaifiyno e
HoKa3aji (OTOTOKCHYCH MOTESHIMAI IPH iN VItro TecT 3a POTOTOKCHYHOCT € MOTTBIIAKS,Ha HEYTPATHO
4YepBeHo, ¢ Muim Guodpodmactu. Cunta ce, ue qa3aTHHUO He ¢ (HOTOTOKCHUEH IN VYO dnejt

€HOKPATHO TMEPOPATTHO MPHIIOKESHUE TP JKEHCKH TOJIM MUIIIKH MPH €KCIIO3HUIT 3 I'bTH TI0-
BHCOKH OT €KCITO3UIIMATA MPH XOpa CIIe/l IpUiaraHe Ha npenoquHTenHaTz@@neBTHqHaTa 1032 (Bb3
ocHoBa Ha AUC). ‘2‘

B naByroauiHo npoyuyBaHe 3a KaHIIEPOI'€HHOCT IIPH IUTBXOBE ca npu&m& NepopasTHu 1031
mazatuauo ot 0,3, 1, u 3 mg/kg/nen. Haii-Bucokara mo3a Bou 1t BO Ha IUIa3MeHa €KCIIO3UIIUA
(AUC) 00110 B3eTO CKBUBAJICHTHO Ha Ta3H [PH Y0BEK, KOATO GPHBC MOITy4nIa B IPSHOPBYHTCIIHIS
MHTepBajl Ha HadainHuTte 1034 oT 100 mg no 140 mg Ha ne €Js13Ba C€ CTATUCTUYECKHU 3HAYMMO
YBEJIMUYEHHE B 00IaTa YECTOTa HA CKBAMO3OKIIEThYCH QHOM Y MalIOMU Ha MaTKaTta u
MaTOYHATA LMK IPH KEHCKH EK3EMIUISIPY, Ha KOUT. MpuUjIaraHd BUCOKHU 103H. IIpu MBbxKKH
€K3eMILTSIpH , Ha KOUTO ca NMpHJIaraHu HUCKHU 03U 0Jr071aBa MOBHUIIIABaHE YECTOTaTa Ha aJICcHOM
Ha npocTarata. He e u3BecTHa MpUI0KUMOCTT HAXOJKUTE OT IPOYYBAHETO 38 KAHLEPOTCHHOCT
NpH IUTBXOBE 3a XOpara. Q)(b

@
NS

6. PAPMANEBTHYHU JAHHH

6.1 Chnucek Ha 110Momﬂm;¥émecnsa

SAnpo Ha Tabnerkara O
JlakTo3a MOHOXUApPAT Q
XuUApOKCUTTPONMILIGHY 1032

Llenyno3a, MH&%&CT&HH&

Cononumep HAMETaKpUIIOBa KHcennHa U MeTakpuiar (1: 2)

Tank
Kpocka 3a HaTpUl
Ma B cTeapar

DuIMOBO MOKPUTHE
Xwumpomenosa (E464)

TuranoB auoxcua (E171)
CpemHOBEPKHU TPUTITUIICPUITA

6.2 HecbBmMecTuMOCTH
Henpunoxumo
6.3 Cpok Ha rogHoCT

12 mecena
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6.4 CnenmajaHHu ycJIOBHSI HA CbXpaHEHHe
To3u nekapcTBeH MPOAYKT HE U3MCKBA CIICIIMAIHH YCIOBHS Ha ChXPAaHEHHE.
6.5 Bwuau cbabp:kaHUe HA ONAKOBKAaTa

Hazatunun6 Accord 20 mg, 50 mg, 70 mg hunMupanu TabaeTku
Baucrepu ot Al/Al (6ncTepu min iephopupany OJIUCTEPH C EAUNHUYHH JO3H).

Kapronena xytus, cpappxkaiia 56 i 60 puamupanu TableTKH B OJUCTEPH.

Kapronena kytus, cpabprxkaina 56 X 1 nmm 60 X 1 punmupana tabierka B nepdhopupanu OJIMCTEPH C
CAWHUYHU JO3H. «)(b'

Jazatuau6 Accord 80 mg, 100 mg, 140 mg dunMupanu TabIeTKi QQ
Baucrepu ot Al/Al (6rcTepu miu iepdopupany OJIMCTEPH C €AUNHUYHH JO3H). O&

Kapronena xyrtus, cpabpkamia 30 uiau 56 punmupanu TabiieTk B iephopupaHu %?&repn c
€MHUYHY J103H.

o)
Kapronena xyrtus, cpappkamia 30 x 1 umm 56 X 1 punmupana tabnerka 128&%0pnpa}m omucrepu ¢

CAWHUYHHU TO3U. @
Q

6.6 CroenmnajHM NMpeANa3sHU MePKHU NPH U3XBBPJIsIHE MQ@)Ta

He Bcuukn BHIOBH OIIAKOBKHM MOTraT aa 6’L,Z[aT ITyCHATHU Ha ma3apa.

CAWHUYHA yHOTpe6a npu pa60Ta C Ta6JICTKI/I, 3a aa 4T 10 MUHUMYM PUCKA OT CKCIIO3UIUA Ha

[IpenopbuBa ce MEANIIMHCKHUTE CHEIUATINCTH 1 I/IS$T JIATEKCOBU WX HUTPUJIHU PHKaBUILIHM 32
KOXKaTa, B clly4ail 4e GUIMHpaHUTE TabIeTKu O enp

CAHAMCPCHO pa3TPOLICHU WJIA CHYIICHU.

Hewnznon3BaHusT 1eKapcTBEH MPOIYKT HH&@G&H’L‘IHHTC MaTepHay OT Hero TPsIOBa Ja Ce U3XBBPIISAT
B CHOTBETCTBUE C MECTHUTE U3UCKBAHUY

O

7. NNPUTEXATEJI HA P&l? INEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U. O

World Trade Center, e Barcelona, s/n,
Edifici Est, 62 Planta;

08039 Barcelona (%)

Ucnanns &Q)

O

8. é&’IEP HA PASPEHIEHUETO 3A YIIOTPEBA

H&HHP@ Accord 20 mg dunMupasu TabaeTKU
EU/1/21/1540/001
EU/1/21/1540/002
EU/1/21/1540/003
EU/1/21/1540/004

Jaszatuaub Accord 50 mg ¢uamupanu TaGIeTKH
EU/1/21/1540/005
EU/1/21/1540/006
EU/1/21/1540/007
EU/1/21/1540/008
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Jaszatnan6 Accord 70 mg dhbuaMupany TabIeTKu
EU/1/21/1540/009
EU/1/21/1540/010
EU/1/21/1540/011
EU/1/21/1540/012

Jaszatuau6 Accord 80 mg ¢uamupanu TaGIeTKH
EU/1/21/1540/013
EU/1/21/1540/014
EU/1/21/1540/015
EU/1/21/1540/016

Jazatuau6 Accord 100 mg dunMmupanu TabueTku brb'
EU/1/21/1540/017 %)
EU/1/21/1540/018 &Q
EU/1/21/1540/019 O
EU/1/21/1540/020 *Q

Jaszatuan6 Accord 140 mg duiMupanu TabIeTKu

EU/1/21/1540/021 (%)
EU/1/21/1540/022 \z\¢
EU/1/21/1540/023 (%)
EU/1/21/1540/024 @&

9. JATA HA TBPBO PA3PEIHABAHE/HOI[HOB§&HE HA PASPEHIEHUETO 3A

VIIOTPEBA
&O
g\\“

10. JATA HA AKTYAJIU3UPAHE EKCTA

Jata Ha mepBOTO paspemenne: 24 mapt 2022

[Honpobna nHpopmanus 3a TO3M JEK \gl;eH NPOJYKT € MpeocTaBeHa Ha yeOcaiita Ha EBponeiickara
arceHNus 110 JICKapcTBaTa h'[tDZ//W\MI\V. a.europa.eu.
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O
A.  TIPOW3BOJUTEJI(M), OTFOBOPE}B&A OCBOBOKIIABAHE HA
MAPTUIN QX
Bb. YCJOBMS WM OTPAHUY 3A JOCTABKA U YIIOTPEBA

B. JAPYI'MYCJIOBUSA U I/I@KBAHI/ISI HA PABPEHIEHUETO 3A YIIOTPEBA

Ir. YCJIOBUA WIN OKBAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA AEKAPCTBEHUS ITPOAYKT
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A.  IIPOU3BOJUTEJI(M), OTTOBOPEH(H) 3A OCBOBOKIABAHE 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. YCJIOBUs NN OT'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOAYKT €€ OTITyCKa [0 OTPaHUYEHO JIEKAPCKO MpenicaHue (Bx. prmo;er ©
Kpatka xapakrepucTuka Ha MpoIyKTa, Touka 4.2). &

B. JPYI'M YCJIOBUA U UBUCKBAHUS HA PASPEIIEHUETO 3A Y%&PEBA
o)

= IMepuoguynm akTyaausupanm aokyaaau 3a oezonacuoct (ITAIB) %

pedepenTauTe natu Ha EBponetickus cpro3 (EURD cniuchk), mpenas B wr. 1078, ain. 7 ot
Hupekrusa 2001/83/EO, 1 BbB BCHYKH CJICIBAIIH aKTyaln3allly, [yOIMKyBaHH Ha €BPOIICHCKUS

yeOropTa 3a JeKapcTaa.
’D(b

<

.  YCJIOBUS WA OTPAHUYEHUS 3A BE3ONACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT Q‘

W3uckBanusra 3a noJaBaHC Ha HAI[B 3a TO3U JICKAPCTBCH MPOAYKT &%QCHH B CIIMCBKA C

" IL1an 3a ynpaBiaenue Ha pucka (ITYPE, Q

IIpuTexaTenar Ha pa3pelieHrueTo 3a yn@&a (TIPY) Tps0Ba 12 M3BBPIIIBA U3UCKBAHUTE ICHHOCTH U
JICUCTBUA, CBbP3aHU C MPOCIIE/ISIBAHE éxé exapcTBeHaTa 0€30I1aCHOCT, MOCOUYEeHHU B 0q00penus ITVP,

npencraBeH B Moayn 1.8.2 Ha Paspemennero 3a ynorpeba, KakTo U MPU BCHYKH CIIC/IBAIIH
ChIJIACYBAHU aKTyalu3allul HA .

AKTyaJH/ISI/IpaH yp TpHG@\ce noJiaBa:

o uckaxe Ha EB QencxaTa areHIys 110 JICKAPCTBATA;

. BUHATH, KOTaT QmMeHﬂ cHCTeMaTa 3a yIpaBJeHHE Ha PUCKa, OCOOCHO B PE3yJNITaT Ha
HOJTy4aBaH HOBa MH(OpPMaIKs, KOSITO MOXKE J1a TOBE/IE 10 3HAYMMH ITPOMEHH B
CHOTHOIYEHYICTO MOII3a/PUCK, HITH CIIE]l IOCTHTaHE Ha BaKeH eTall (BbB BPb3Ka C MPOCIe/ITBAHE
Ha Jie 9%TBeHaTa 0€30MacHOCT WM CBE&XKaHE HA PHCKA 10 MUHUMYM).

S
%\
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JAHHHU BBPXY OHAKOBKA@ JIMCTOBKA
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JAHHH, KOUTO TPABBA A CBbABPKA BTOPUYHATA OITAKOBKA

BBHINIHA KAPTOHEHA OITAKOBKA 3A OITAKOBKA C BJIMCTEPHU

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Hazatuan6 Accord 20 mg ¢punmupanu TabeTKu

na3aTHHUO
‘ 2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEIIECTBO(A) ’Qw
o
Bceska ¢punmupana tabnerka cpappika 20 mg qa3aTuHuo. *Q
0
/3. CINHCBHK HA TOMOIIHUTE BEIIECTBA 0,
IMTomomnrHy BelecTBa: ChIbPXKA JIAKTO32 MOHOXUAPAT. @‘2\
3a nmoBeye MH(OPMAIHS BIDKTE JINCTOBKATA. @&

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO QJ HA OITIAKOBKA

56 ¢unmupanu TabICTKH \2\0
60 ¢unmupanu TaOICTKH ¢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 @mmam.
[epopanuo npunoxenne ()

&K

O\
6. CHELUAJHO MPEIYIPEXIEHUE, YE JTEKAPCTBEHHMSIT IPOJAYKT TPSIBBA
JIA CE,CHXPAHSIBA HA MSICTO JJAJIEYE OT IMOTJIEJA M JOCETA HA JIEIIA

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

| 7. JIPYTH CHIEIMAJIHU MPEJYTPEXIEHUSI, AKO E HEOBXOJMMO

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

T'onen no:

9. CIIEIIMAJIHU YCJIOBUSA 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 UM 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/1/21/1540/001
EU/1/21/1540/002 ,b’b
EU/1/21/1540/003 o
EU/1/21/1540/004 Q\\v

13. TAPTHUIAEH HOMEP ,-\@V

ITaptuna: Q(b(b

| 14, HAYMH HA OTITYCKAHE RS

6})[

-
| 15. YKA3AHMS 3A YIIOTPEBA Q)Y

. ©

| 16. MH®OPMAINS HA BPAMJIOBA A3BVKA

Hazatuanb Accord 20 mbo

| 17. YHI/IKA%ﬁ[ WIEHTU®UKATOP — JBYN3MEPEH BAPKO/I

Z[BYI/ISMCPQ@&I)KOH C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.

0%

\ 18\\‘§7HI/IKAJIEH WIEHTU®UKATOP — JAHHU 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

Hazaruan6 Accord 20 mg TabieTku

Ja3aTUHUO

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

BBHIIIHA KAPTOHEHA OITIAKOBKA 3A OITAKOBKA C BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruanb Accord 50 mg ¢punMupanu TabaeTku

Ja3aTUHUO

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHLIECTBO(A) 1.7
S
Besika punmvupana Tabnetka chabpxka S0 mg ma3aTuHUO. &Q
O
QO
3. CNMCBHK HA MOMOIUHUTE BELIECTBA )
(%
TToMOIIIHY BEIIeCTBa: ChIbPIKa JIAKTO3a MOHOXHUIPAT. 32 TIOBEYE I/IH(bOpMa@%I/I)KTe JINCTOBKATA.
o2
‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA ¢ @AKOBKA
(4]

56 dhunmupanu TabICTKH (bQ

60 dhunvupanu TabICTKH Q(b

56 X 1 punmupana tabnerka @)

60 X 1 punmupana Tabnerka 9\\2\

-

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

v
[penn ynorpeba npoyerere JII/ICTOBI%}g\
[lepopanno mpuinoxeHue

&
S
0. CIIEUAJIHO NMPEXXAEHUE, 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 N3TUNYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUS 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 UM 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/1/21/1540/005
EU/1/21/1540/006 ,b’b
EU/1/21/1540/007 o
EU/1/21/1540/008 Q\\v

13. TAPTHUIAEH HOMEP ,-\@V

ITaptuna: Q(b(b

| 14, HAYMH HA OTITYCKAHE RS

6})[

-
| 15. YKA3AHMS 3A YIIOTPEBA Q)Y

. ©

| 16. MH®OPMAINS HA BPAMJIOBA A3BVKA

Jazatuanb Accord 50 mbo

| 17. YHI/IKA%ﬁ[ WIEHTU®UKATOP — JBYN3MEPEH BAPKO/I

Z[BYI/ISMCPQ@&I)KOH C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.

0%

\ 18\\‘§7HI/IKAJIEH WIEHTU®UKATOP — JAHHU 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

Hazaruan6 Accord 50 mg Tabnerku

Ja3aTUHUO

| 2. MIME HA NTPUTE)KATEJISI HA PAPEIIEHMETO 3A YIIOTPEBA , 0 |
o
Accord &Q
O
Q
‘ 3. JATA HA U3STNHNYAHE HA CPOKA HATOJHOCT rx\\ ‘
(bU'
EXP %)
~2~\“
K%)
4. IMAPTHUJAEH HOMEP D
QU
Lot $)
Q’b
@
|5.  JIPYTO AX
Q\/‘
,bﬁ\
N
%)
Q\
A O
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 Accord 70 mg ¢hunMupanu TabaeTKu

Ja3aTUHUO

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHLIECTBO(A) 1.7
S
Besika punmvupana Tabnetka chabpxka 70 mg ma3aTHHUO. &Q
O
QO
3. CNMCBHK HA MOMOIUHUTE BELIECTBA )
(%
TToMOIIIHY BEIIeCTBa: ChIbPIKa JIAKTO3a MOHOXHUIPAT. 32 TIOBEYE I/IH(bOpMa@%I/I)KTe JINCTOBKATA.
o2
‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA ¢ @AKOBKA
(4]

56 dhunmupanu TabICTKH (bQ

60 dhunvupanu TabICTKH Q(b

56 X 1 punmupana tabnerka @)

60 X 1 punmupana Tabnerka 9\\2\

-

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

v
[penn ynorpeba npoyerere JII/ICTOBI%}g\
[lepopanno mpuinoxeHue

&
S
0. CIIEUAJIHO NMPEXXAEHUE, 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 U3TUNYAHE HA CPOKA HA I'OJJHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUS 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 UM 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/1/21/1540/009
EU/1/21/1540/010 ,b’b
EU/1/21/1540/011 o
EU/1/21/1540/012 Q\\v

13. TAPTHUIAEH HOMEP ,-\@V

ITaptuna: Q(b(b

| 14, HAYMH HA OTITYCKAHE RS

6})[

-
| 15. YKA3AHMS 3A YIIOTPEBA Q)Y

. ©

| 16. MH®OPMAINS HA BPAMJIOBA A3BVKA

Hazatuanb Accord 70 mbo

| 17. YHI/IKA%ﬁ[ WIEHTU®UKATOP — JBYN3MEPEH BAPKO/I

Z[BYI/ISMCPQ@&I)KOH C BKJIFOUCH YHHUKAJICH HACHTH(UKATOP.

0%

\ 18\\‘§7HI/IKAJIEH WIEHTU®UKATOP — JAHHU 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

Hazaruan6 Accord 70 mg TabieTku

Ja3aTUHUO

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

KAPTOHEHA OITIAKOBKA 3A OITIAKOBKA C BJINCTEPA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Hazaruan6 Accord 80 mg ¢hunMupanu TabaeTku
Ja3aTUHUO

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

Besika punmvupana Tabnetka chabpxka 80 mg ma3aTHHUO. &Q

3. CNMCBHK HA MOMOIUHUTE BELIECTBA )

IToMomTHM BemiecTBa: ChIbPIKa JIAKTO3a MOHOXHIpAT. 3a TIOBEYe I/IH(bOpMa@%PDKTC JINCTOBKATA.

oL

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA QITAKOBKA

(4]
30 bunmupanu TabICTKH (bQ
56 dhunMmupanu TabIEeTKH Q(b
30 X 1 punmupana tabierka

56 X 1 punmupana tabnaerka Q\g\o
N

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

V
[Ipenu ynotpeba mpouerere HHCTOBK&?&
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 MPEJYTPEXIEHUSI, AKO E HEOBXOJMMO

&

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

43



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/1/21/1540/013

EU/1/21/1540/014 ,b’b
EU/1/21/1540/015 %)
EU/1/21/1540/016 \2\\“

13.

INAPTUJAEH HOMEP AQV

ITapTupa: (b(b

| 14,

HAUYMH HA OTITYCKAHE RO

6})[

| 15.

O
YKA3AHUSA 3A YIIOTPEBA \QV

. ©

| 16.

WHPOPMAIINS HA BPAILJIOBA A3BYKA

Jazatuanb Accord 80 mbo

| 17.

YHI/IKA@{ NIEHTUHO®UKATOP — JIBYU3MEPEH BAPKO/|

Z[BYI/ISMCPQ@&I)KOH C BKJIFOUCH YHHUKAJICH HICHTH(UKATOP.

0%

\ 18\\‘§7HI/IKAJIEH WIEHTU®UKATOP — JAHHU 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 Accord 80 mg Tabierku

Ja3aTUHUO

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

BBHIIIHA KAPTOHEHA OITIAKOBKA 3A OITAKOBKA C BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazaruan6 Accord 100 mg puamupanu TabIeTKu
Ja3aTUHUO

| 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 HH(l)OpMa@&PDKTC JINCTOBKATA.

oL

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA QITAKOBKA

(4]
30 bunmupanu TabICTKH (bQ
56 dhunMmupanu TabIEeTKH Q(b
30 X 1 punmupana tabierka

56 X 1 punmupana tabnaerka Q\g\o
N

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

V
[Ipenu ynotpeba mpouerere HHCTOBK&?&
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 MPEJYTPEXIEHUSI, AKO E HEOBXOJMMO

&

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUS 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/1/21/1540/017

EU/1/21/1540/018 ,b’b
EU/1/21/1540/019 o
EU/1/21/1540/020 \2\\“

13.

INAPTUJAEH HOMEP AQV

ITapTupa: (b(b

| 14,

HAUYMH HA OTITYCKAHE RO

6})[

| 15.

O
YKA3AHUSA 3A YIIOTPEBA \QV

. ©

| 16.

WHPOPMAIINS HA BPAILJIOBA A3BYKA

HMazatunu6 Accord 100

&
&

| 17.

YHI/IKA@{ NIEHTUHO®UKATOP — JIBYU3MEPEH BAPKO/|

Z[BYI/ISMCPQ@&I)KOH C BKJIFOUCH YHHUKAJICH HICHTH(UKATOP.

\ 18A a}ﬁHKAJIEH WJIEHTH®UKATOP — 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

Hazaruan6 Accord 100 mg tabmeTku

Ja3aTUHUO

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

BBHIIIHA KAPTOHEHA OITIAKOBKA 3A OITAKOBKA C BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Hazaruan6 Accord 140 mg puamupanu TabIeTKH
Ja3aTUHUO

| 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 HH(l)OpMa@&PDKTC JINCTOBKATA.

oL

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA QITAKOBKA

(4]
30 bunmupanu TabICTKH (bQ
56 dhunMmupanu TabIEeTKH Q(b
30 X 1 punmupana tabierka

56 X 1 punmupana tabnaerka Q\g\o
N

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

V
[Ipenu ynotpeba mpouerere HHCTOBK&?&
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 MPEJYTPEXIEHUSI, AKO E HEOBXOJMMO

&

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUS 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/1/21/1540/021

EU/1/21/1540/022 ,bfb
EU/1/21/1540/023 2
EU/1/21/1540/024 Q‘\“

13.

INAPTUJAEH HOMEP AQV

ITapTupa: (b(b

| 14,

HAUYMH HA OTITYCKAHE RO

6})[

| 15.

O
YKA3AHUSA 3A YIIOTPEBA \QV

. ©

| 16.

WHPOPMAIINS HA BPAILJIOBA A3BYKA

Hazatunu6 Accord 140

&
&

| 17.

YHI/IKA@{ NIEHTUHO®UKATOP — JIBYU3MEPEH BAPKO/|

Z[BYI/ISMCPQ@&I)KOH C BKJIFOUCH YHHUKAJICH HICHTH(UKATOP.

\ 18A a}ﬁHKAJIEH WJIEHTH®UKATOP — 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 Accord 140 mg tabimeTku

Ja3aTUHUO

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

JMazarunu6 Accord 20 mg puamMupaHu Ta0IeTKH

Jazatnaud Accord 50 mg ¢puamupanu TadaeTKu

Jazaruaud Accord 70 mg ¢puamupanu TadaeTKu

HMazarunu6 Accord 80 mg punmupanu TaéaeTKn

Hazatunu6é Accord 100 mg puamMupanu TadaeTKH

Nazatuan6é Accord 140 mg ¢puavupann TaéaeTku
nmasatuau6 (dasatinib)

IIpouereTe BHUMATEIHO ISIJIATA JUCTOBKA NPeIM Aa 3all04HeTe 1a IpHeMaTe TOBa JeKapcTBo,

ThH KaTO T ChbAbPsKa BaxHa 3a Bac nudopmanus.

- 3amasere Ta3u JUCTOBKAa. MoJke /1a ce HaJIOXkKHU J1a sl IPOYETETE OTHOBO. b(b'

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, NonuTaiTe Bamus nexkap niu dapmanes

- ToBa nexapcTBO € mpeanucano JnyHo Ha Bac. He ro mpeoTcrrnBaiite Ha aApyru XOB( MOKe
Jla UM HaBpeIH, He3aBUCUMO Y€ PU3HAINTE Ha TSIXHOTO 3a00JIIBaHE ca ChIIUTE @m0 Bamure.

- AKO nosryunTe HSIKaKBY HEKEJIaHU JISKapCTBEHU peakluy, yBeaomere Bamus p uiu
¢apmanent. ToBa BKJIIOYBA M BCHYKH BH3MOKHH HEXETaHHU PEAKIHH, HCOH% B Ta3U
nucToBKa. BixTe Touka 4.

KakBo cbabpika Ta3u JIMCTOBKA: ¢
Kakgo npencrasmsnsa Jaszaruan6 Accord u 3a KakBo ce U3I0JI3B \2\
Kakso Tps6Ba na 3HaeTe npenu na npuemete JlazaTHHUO ACC

Kaxk na npuemare lazatuau6 Accord

BB3MOXKHI HEXENTaHN PEaKIUuH (bQ

Kak na cexpansBare Jlazatuau6 Accord

ChbabpKaHue Ha ONIAKOBKATa M JOMIBIHUTEIHA I/IH aum

ook wpnpE

1. Kaxso npeacrabiassa azaTuHnd Accor KaKBO ce H3M0/13Ba

Hazarnanb Accord chabpika akTHBHOTO Bemec 3aTI/IHI/I6 Tosa JiekapcTBO € IpeIHA3HAUCHO 3a
JICYEHHUE Ha MOJIOKUTENHA 32 (I)Hna;[en(bHHCK omo3oma (Ph+) octpa numdpoOnacTHa ieBkeMust
(OJIJ]) mpu BB3pacTHH, IPH KOUTO HE € IT HaT yCIleX ¢ MPeIIecTBAIOTO JIeYeHUE, KaKTO U CIIe]
JedeHne B KOMOMHAIMSA C APYTH JIeKap a JeYeHne Ha pak MpH I0HOIIH U JIella Ha Bb3pacT Hax 1
TOJMHA C HOBOAMATHOCTUIIMPAHa 110 TenHa 3a Punaaenduiicka xpomozoma octpa JIuMdoodIacTHa
neskemus. [Ipu xopara ¢ OJIJ1, OefiuTe KPBHBHU KIETKU, HAPEUECHU JTUMQOLHUTH, c€ pa3MHOKaBaT
HpeKaieHo ObP30 U JKUBEST TBHPIE 1baro. Jlazarnand Accord moTucka yBeandaBaHeTo Ha Oposi Ha
TE3U JICBKEMUYHH KIICTKH.

AKO UMaTe HIKaKBH ]I QHI/ITeJIHI/I BBIIPOCH, OTHOCHO fieficTBHeTO Ha Jlazarnan® Accord mmm 3aio
Bu e npennucan TOWeKapCTBeH HIPOJYKT, MOJIs TonuTaiite Bamwst ekap.

<

2. Ka:&ipﬂﬁsa Aa 3Haerte npeau 1a npuemete Jazatuuu6é Accord
He n@b’mafne HMazatunn6 Accord
0

CTE aJIePrUYHM KbM Ja3aTHHUO WIH KbM HAKOS OT OCTAaHAJINTE ChbCTaBKH HA TOBA
JeKapcTBO (M30pOEHU B TOUKA 6).
AKoO MOKe 1a cTe ajiepru4Hy, nonuTaiite Bamus Jiekap 3a cbBer.

IIpenynpe:xaeHus: U MpeaNna3sHu MEPKH

T'oBopere ¢ Barmwms ekap win apMarieBT, npeau aa usnoassare Jasarnano Accord

- aKo TprueMare JeKapcTBa 3a pa3peskaane Ha KPbBTa WIH [IPEIOTBPATIBAaHE Ha CHCHPBAHETO
(Bmxre ,,JIpyru nexapcrsa u Jlazaruau6 Accord”)

- aKo MMaTe YepHOAPOOEH WK ChpACUYECH MpoOIeM MIIH CTe UMald TaKbB

- aKo 10 BpeMe Ha npuema Ha J[azatuau6 Accord ce mosiBSAT 3aTPy/AHEHO TUIIaHe, 00JIKA B
rbpANTE WIH KALUIMLA: TOBAa MOXe Aa ObJe MPU3HAK Ha 3abpKaHe Ha TEYHOCT B OCJIUTE
IpoOoBe WK TPBAHMS KOILI (KOETO MOKE Ja € TI0-4eCTO MPH NalueHTH Ha BB3PacT 65 ToanHu
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WM TIOBEYe), WK MTOPaI¥ TPOMEHHN B KPbBOHOCHHUTE ChI0BE, KOUTO KPHBOCHAOASBAT OenTe
JipoOoBe

- aKO CTe MMaJId WK MOXKE cera Jia uMare uHQekius ¢ xenatuT B. ToBa e Taka, 3a1moro
Mazatuaun6 Accord Mosxe 1a MPUYMHN TPEMUHABAHETO HA MH(EKIHMTA C XeAaTUT B OTHOBO B
aKkTHBHA (hopMa, KOETO MOKe Aa ObJie paTaaHO B HAKOM ciaydad. [larueHTuTe me Obaat
BHUMATEITHO MpPETJIEIaHy OT JIeKap 3a MPU3HAIM Ha Ta3u HHOEKIUS, IPEIH 2 3all0YHe
JICYCHUETO.

- aKo TIOJIYYHTE CHHUHHU, KbPBEHE, IIOBUIIIEHA TEMIIEpaTypa, yMopa ¥ 00bPKaHOCT, TOKATO
npuemare J{azatuaun6 Accord, cespikere ce ¢ Barmms texap. ToBa Moske [1a € IpU3HAK Ha
YBpEkKIaHE HA KPhBOHOCHUTE ChJIOBE, M3BECTHO KaTO TpoMOOoTHYHA MuKpoanruonatus (TMA).

Barusr Jiekap peIoBHO Iiie TpocieasiBa ChCTOsTHUETO By, 3a 1a nposepu ganu laszatnaub Accord
nMa xenanus edekt. ITo Bpeme Ha npreMa Ha Jlazatuau® Accord, pemosHo me Bu 651aT b
W3BBHPIIBAHU U3CIIC/[BAHUS HA KPHBTA. %)

Q
Jena u oHOIIN O&
He npuaraiite ToBa JIekapcTBO Ha Jielia Ha Bh3pacT noj 1 roguHa. Mma orpanmaeH c
ymnorpebara Ha J{azatnau6d Accord B Tasu Be3pacrosa rpyma. Ilpu ngera, aneMa%ﬁmHHG
Accord, BHIMATETHO IIe Ce MPOCIE/sBa PACTEKa Ha KOCTUTE U Pa3BUTHETO. 2o)

Jpyru aekapcersa u Jlazarunu6é Accord ¢®

TpsioBa 1a kaxkeTe Ha Bamms jiexap ako npuemMaTe, HaCKOPO CTE TP 1 WK € Bb3MOXKHO Ja
npreMeTe JIPYTH JISKapCTBa.

Mazatuaun6 Accord ce npepaboTBa TIIaBHO € TIOMOIIITA HA YEPHU:! . Hsakowu nexapctBa Mmorat
CBIIO J1a TIOBJIMSAT Ha edekra Ha Jlazaturanb Accord, korato cgfﬁgMaT €THOBPEMEHHO.

o

Te3u JekapcTBa He TPsIOBa 1a 0bJAT IPUEMAHU ennos@aenﬂo cbe Jazaruan6 Accord:

- KETOKOHA30J]1, UTPaKOHA30JI — TOBA Ca MPOTHBO, YHHM JIEKAPCTBa

- SPUTPOMHUIINH, KIAPUTPOMHULIMH, TETUTPOMH - TOBa ca AHTUOMOTHLH

- PHUTOHABHD - TOBA € AHTHBHPYCHO JIeKa

- (enuronH, kapbamazenuH, penodapo - 32 JIEUCHHUE HA eNMMJIeTICHSsI

- pudaMnuyH — 3a IeueHue Ha Ty0epKy./103a

- (amMoTHANH, OMETIPa30I - TOBa C apcTBa 3a OJOKMpaHE Ha CTOMAIIHATA KHCEJHMHHOCT
- KBIT KAaHTApHUOH — OUIIKOB TIP aT, OTIyCKaH 0e3 pelenTa, N3MoJa3BaH 3a JIeYeHNE Ha

Jernpecusi U IPYTH ChCTOS no3Har ouie karo Hypericum perforatum)
He npuemaiite jekapcTsa, 1?%) HEYTpaIH3UPAT CTOMANTHATE KUCEIHHU (AHTHAIIUIH, KATO
aJTyMHHHUEB XUIPOKCHT THE3WEB XUAPOKCHI) 2 yaca mpeau U 2 yaca cJjie] npueMa Ha
Jazarunau6 Accord. Q

I/Im])opMupaﬁTg Baiuns nexap, ako npremare JIeKapeTBa 3a papekaaHe Ha KPbBTA WM 32

HPEOTBPATS Ha 00pa3yBaHETO Ha ChCHPELIH.
Hda3zatu ccord ¢ XpaHa M HANUTKH
Hen aitre JazatranO Accord ¢ rpedndpyT win cok OT TperndpyT.

BpemMenHocT M KbpMeHe

AKO cTe OpeMeHHa WK cMATaTe, Ye MOKe J1a cTe OpeMeHHa, yBeoMeTe He3a0aBHO Bammus jexap.
Ha3zatnuu6 Accord He TpsiGBa 1a ce U3M0J3Ba M0 BpeMe Ha OPeMEeHHOCT, OCBCH aKo He €
abcomoTHO HeoOxoauMo. Bamust nekap me o0chau ¢ Bac moTeHIMaNHUAT pUCK OT yroTpedaTa Ha
HMazatuau6 Accord mo Bpeme Ha OPEMEHHOCT.

KakTto MBKeTe, Taka U xeHuTe, npuemanin Jazaruaud Accord, me 0b1aT MOChbBETBAHH Ja U3IOJI3BAT
e(I)eKTI/IBHI/I KOHTPALCIITUBHN MECTOAM I10 BPEME Ha JICUCHUECTO.

AKO0 KbpMHTE, yBeioMeTe Bamms sexap. Bue TpsiOBa 1a cnipere 1a KbpMHTE, JOKATO pUEMAaTe
Hazatuaub Accord.
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Ilodupane u padoTa ¢ MAIIIUHU
bbprere ocobeHO BHIMATETHH 110 BpeMe Ha ImodupaHe Wi paboTa ¢ MalllMHU B ciIy4ait de rmpu Bac ca
HAJIAIIC HEXKETaHU PEAKIMH KaTo 3aMastHOCT U 3aMbIJICHO BUKJIaHE.

JazaTunau6 Accord chabpika JaKkTo3a
Axo Bamust nekap Bu e kazai, ye uMate HEIOHOCUMOCT KbM HAKOM 3aXapH, CBbpXKeETE ce ¢ Bamms
JieKap Impenu Aa mpueMeTe ToBa JIEKapCTBO.

I[afiaTI/lHI/lﬁ Accord ChAbPrKa U30MPONMUIIOB AJTK0OXO0JI
ToBa JICKApCTBO CbABbPIKA U30IMPOIUIIOB aJIKOXOJI KaTO OCTATHK OT NPOU3BOACTBCHUS IPOIICC.

3. Kak 1a npuemate /lazatunu6 Accord (b'

Mazatunau6 Accord e Bu Ob1e mpeanucan caMo OT jieKap ¢ OMUT B JICYCHUETO Ha neBKeMI/Iﬂ.é%am

MpUeMaiiTe TOBa JIEKapCTBO TOYHO KakTo Bu e ka3an Bamudar nekap. AKo HE CTE CUTYPHHU 110,
nonuTalite Bamws ekap wim ¢apmarieBt. J{azatuaud Accord ce mpeamucea mpu B%3p&@n U Jiena
Hali- MaJako Ha 1 roauHa. *
HavanHaTa npenopb4uTeIHA 1032 NPU B3PACTHU MANMEHTH C MOJIOKHUTE a

Duaaaenduiicka xpomo3oma octpa JuMpoodaacTHa JeBkemus e 140 m@@umﬁx JTHEBHO.

Jo3upoBKkaTa npH /iena ¢ moJIokuTeTHa 3a Ouiaanenduiicka xpow@ﬁ\aa octpa sumdodaacTHa
JIeBKeMus e Ha 0a3a TeJIeCHO TerJIo.

Hazatuan® Accord ce npuiara rnepopaiHO BeJHBX JTHEBHO Hogﬁ)pMaTa Ha JlazaTunau6 Accord
TabJIeTKH WM 1a3aTHHUO Npax 3a IepopaiHa CyCHEeH3HS. @HHHG Accord Tabnetku He ce
npenopbyBar 3a nauuenty ¢ terno nox 10 kg. [Ipaxsr 3 OpaJiHa CyCIICH3HsI € pelHa3HaueH 32
nanueHTu ¢ terio nmoA 10 kg v 3a marueHTH, KOUTO He?@raT Jla TIperTbIaT TabaeTku. Moxe aa €

HEo0X0IMMa MPOMSIHA Ha J103aTa MPHU MPEMHHABA elHa JiekapcTBeHa (hopma KbM Jpyra (Harp.
TaOJIETKH U Ipax 3a MepopajHa CyCIeH3Hs), 3T e TpsAOBa CaMU J]a IPOMEHSTE JIeKapCTBEHATa
¢dopma. (b

Bammsar JICKAp MIC MPCICHU KOs € 110 X&HH.[&T& JICKaApCTBCHA (l)OpMa n 103a, Ha 6a3a Bamrero TETJIO,

HCXKCJIIaHU pCaKIIUU U OTTOBOP Ha& neto. Hauannara no3za I[a3aTI/IHI/I6 Accord Inpu aena ce
M34YMCIISIBA Ha Oa3a TeJIEeCHO TCFI\L% AKTO € IIOKa3aHOo I10-A0J1y:

TenecHo TerJo (kg)* A@ JAneBHa n03a (mg)
10 10 oz 20 kg QU‘ 40 mg

20 mo oz 30 kg 60 mg

30 o mox 45 kg ‘2\ 70 mg

Haii-Maiko 45 k& 100 mg

N
2 TabnerHa prMa HE Ce MpenophyBa 3a manueHTH ¢ teryio noj 10 kg; npu Te3u manueHTy TpsoBa aa ce
U303 aX 3a MepopaiHa CYCIEeH3USL.

H_Q@‘penoqunTenHa no3a Jazatuan6 Accord 3a fmera Ha Be3pacT moj | roauHa.

B 3aBucumoct ot otroBopa Bu kbM nedenuero, Bamudar nekap moxe na Bu npeanuiie mo-Bucoka
WIJIH TTO-HUCKA /1032 WX AOPH Ja IPEKPATH JIEUSHUETO 3a KPAaTKO. 3a MO-BHCOKUTE U TIO-HUCKHUTE
JIO3U MOXKE J1a CE HAJIOXKHU J1a TpreMaTe KOMOWHAIIMK OT TabJICTKU C Pa3IMyHO KOJIMYECTBO Ha
aKTHUBHOTO BELIECTBO.

Kak na npuemare /lazaTunuo Accord

IIpuemaiite TadeTKUTE MO €IHO U CHIO BPeMe BCeKH JeH. | 'baTaiite Tabnetkute uenu. He ru
pa3uynBaiite, pe:kere uiu aAbB4yere. He puemaiite pazrBopenu tabnetku. He Moxkete na cre
CUTYpHH, Y€ IIIe TPUeMeTe NMPaBHIIHATA 1032 aKO PA3dyNHTe, CPEKETE WIH PAa3TBOPUTE TAOJIETKHUTE.
HMazarnan6 Accord tabiaeTku Morar a ce mpueMar ChC WiIn 6e3 XpaHa.
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CroenuajaHyd HHCTPYKIMH 32 padota ¢ Jlasatunuo Accord
Maiko BepositHO € Tabierkute Tazatuanb Accord ma ce cuymsar. Ho ako ToBa ce CIlydu, BCHUKH,
OCBEH TMaIlMeHTa, TPSIOBA 1a HOCAT phKaBHUIM Tpu padoTta cbe Jazatunud Accord.

Kouaxko aparo TpsioBa na npuemate Jazaruan6é Accord
Ipuemaiire J{azatuan® Accord Bceku aeH, qokaro Bammsar nexap He Bu xaxe na cripere. YBepere ce,
4e npuemare J{azatuan® Accord TokoBa IbJIT0, KOJIKOTO BH € mpeanucaHo.

AKO cTe npHeJH MoBeve 0T HeoOxoaumara qo3a Jlazatunuo Accord
AKO ciTydalfHO CTe MPHUENH ITOBeYe OT HeOOXOMUMHUTE TaOJIeTKH, yBeAoMeTe Bamms gexkap He3abaBHO.
Moske ma ce HyJaeTe OT CIIeNTHA MEANIIMHCKA TOMOTII.

AKko cTe npomycHaau 1a npuemete J[azarunno Accord (b'
He B3emaiite nBoiiHa 032, 32 Ja KOMIIEHCUpaTe NpoIrycHaTara Tabnerka. [Ipuemere cnena
TabneTKa B 00MYaifHOTO BpeMe. &

AKO UMaTe HIKAKBHU JOMBJIHUTEIHNA BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JieKap nonmame
Barmus jtekap win GpapMarieBT. (b'

4, BB3MOXKHU HeKeJIaHU PeaKknun Q\Q

KaxTo Bcuku iekapcTBa, TOBa JIEKApPCTBO MOXKE J1a MTPEeIU3BUKA He>®aHH peaxiuy, BIIPEKH Y& He

BCEKHU T'!l [IOJIy4aBa. %)

oN

- Bceku oT ciieqHNTe NPU3HALH MOKe [1a € Cepuo3 @menaﬂa peakums:

- aKo uMare 00JiKa B TbPANTE, 3aTPYAHCHO JTUIIAHE K‘anua Y IpUMAaJTsIBaHe

- aKO TIOJTYYHTC HEOYAKBAHO KbPBEHE HJIN CHHIM, O¢3 J1a CTE Ce HapaHWIN

- aKo 3a0eneXnuTe KPbB B MOBbpPHATA MaTepHs MpaXHEHUTA WIH ypUHATA, WIM UMaTe YepHU
M3IIPaKHEHUS 4\

- aKo UMaTe MPU3HANM HA HH(EKINS, ? BHCOKa TEMIIEpaTypa, CUJIHO BTPUCAHE

- aKo UMaTe BUCOKa TEMIIEPATypa, Bh eHHe Ha yCTaTa WIH I'bPJIOTO, MEXYPH WU O0CIIBaHE Ha
KOXKaTa W/WIN JIUTaBUITATE \2\

CBbpikere ce BegHara ¢ Bamus J1eKgp, ako 3a0eIeKUTE HAKOW OT TOPHUTE MPU3HAIIH.

MHOro0 4ecTH HeKeJIaHu pea@ (Morat aa 3acerHat noseue ot 1 Ha 10 gymmu)

- HNudpexuun (BI(JIIO‘II/I’I?H OaKTepuaHU, BAPYCHH WM I'bOUYHN)

- Copaeunn u 6eo, W: HEJOCTUT Ha BB3IyX

- XpaHocMmuIaTe pobneMu: quapusi, raicHe, IOBPbIIaHe

- KoxHu, 3ac 1 KOcaTa, 0YuTe M 00LIU: KOXKEH 00pUB, TPECKa, OTOK IO JIUIIETO, PBIETE U
CTBHITaJIaT, %aBOGOJme YyBCTBO Ha yMOpa WJIH CI1a00CT, KbPBEHE

- Bomca Ka B MycKynuTe (TI0 BpeMe Ha WU CIIe/I IPEYCTAHOBSABaHE Ha JICYCHUETO), KOPEMHA

(a0 ainHa) OoJka
- BAHHUSATA MOJKe Ja MOKA3BAaT: HUCHK OpOi TPOMOOIIUTH, HUCHK Opoii Oer KpbBHU
é‘mm (HeyTponieHHs ), aHeMU s, 3aIbPIKaHe HA TEYHOCT OKOJIO OenuTe NpodoBe

‘I W HesKeJIaHU peaknuy (Morat aa 3acersat 10 1 Ha 10 xymm)

- HNHpexunu: mHEBMOHUS, Xepriec BUpycHa HHMEKIUS (BKIFOUYUTEITHO IIATOMETAIOBUPYCHA-
CMYV), nadekus Ha TOPHUTE TUXATEITHH IHTUIIA, CEPHO3HA WH(EKIHS HA KPHBTA WITH
ThKaHUTE (BKIFOUUTEITHO HEUYECTH CITydau ¢ (haTaleH U3XO/)

- Cobpaeunn u 0e10aApoOHM: CHpIIeONEHE, HETIPABUIICH ChPJCUYCH PUTHM, 3aCTOWHA ChpIeUHA
HEJOCTaThYHOCT, C1a00CT Ha ChPACYHHS MYCKYJI, BHCOKO KPBFBHO HaJIsiTaHe, MOBUIIEHO KPHBHO
HaJSTaHe B OenuTe IpoOoBe, Kallnia

- XpaHOCMHIIIATETHH MPOOJIeMH:HAPYIIICHUS Ha alleTUTa, HapyIlIEHUE Ha BKyca, pa3JyBaHe Ha

KopeMa, Bh3IajeHIe Ha Ie0eII0TO YEpBO, 3aMeK, KUCEIIMHU, Pa3s3BsIBaHE HA yCTaTa, TOBUIIICHHC
Ha TErJIOTO, MOHWKEHUE HA TETJIOTO, TaCTPUT
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- Ko:xnu, 3aciraiu KocaTa, 04MTe H 001H: MPaBYYKaHE 110 KOXkKarta, ChpOeK, cyxa KoxKa,
aKHe, Bh3MaJICHHE Ha KOXKaTa, IOCTOSHEH IIYM B YIIUTE, KOCOTJI, OOMIHO IMOTEHE, 3PUTEITHN
HapyIICHUs (BKIFOYUTEITHO 3aMbBIJICHO BIDKIAHE U HAPYIICHO BHK/IaHE), CyX0Ta B OUHTE,
CUHUHH, JeTpecusi, 0e3ChHUE, 3aUepPBIBaHE HA JUIIETO, 3aMasHOCT, HATHPTBAHUS (CHHUHHU),
aHOPEKCHsl, ChHIUBOCT, TCHEPAITM3UPAaH OTOK

- BoJka: Ooyika B CTaBUTE, MyCKYITHA cllabocT, 00JKa B I'bpauTE, O0JIKA B PBIICTE U CTHITAJIaTa,
TPBIIKH, CKOBAHOCT B MYCKYJIUTE M CTABUTE, MyCKYJIHH CIIa3MU

- H3caenBanusaTa MoKe /ia MOKA3BAT:TEYHOCT OKOJIO CHPIIETO, TEUHOCT B OeTuTe IpoOoBe,
aputMus, GeOprUIHa HEYTPOTICHHS, KbPBEHE OT CTOMAITHO-YPEBHUS TPAKT, BHCOKH HUBA Ha
MMUKOYHA KHCEJIMHA B KPHBTa

HeuecTn He:keJaHM peaknuu (Morat Aa 3acernat a0 1 Ha 100 qymm)

- Cobpaeunu u 6e0apooHu: nHOGAPKT (BKIFOUYUTEIHO ¢ (aTalleH U3XO07), Bb3IaJICHUE Ha b(b'
oOBuBKaTa (prOpo3eH cak) OKOJIO CHPLETO, HAPYIIEH ChpIcUeH PUTHM, OOJIKa B THPIUTY,
NopajIy JIUICca Ha KpbBOCHAOAsIBaHE Ha CHPUETO (CTEHOKAPANs), HUICKO KPBBHO Hall e,
CTECHSIBAHE HA IMXATEIHATE IBTHILA, KOCTO MOXKE Ja IPe/M3BHKa 3aTPyIHeHHE BIyilaHeTo,
acTMa, IOBHUIIICHO KPHBHO HAJSTaHE B apTEPUUTE, KOUTO KPHBOCHAOIBAT 6en®po6036

- XpaHocMHIIATETHH PO0GJIeMH: Bb3aJICHIE Ha TIAaHKpPeaca, IENTUYHA 513B3y, Bh3aJICHIE Ha
XpaHOIIPOBO/A, ITOJyBaHE Ha KOpEeMa, pa3KbCBaHE Ha KOXKAaTa Ha aHATHUAMRGHAI, 3aTPYIHEHO
TIPETIIbIIAHE, Bb3NATICHAE HA JKITbYHHS MEXYD, 3allylIBaHE Ha JKIbYHU(E)IbTHINA, TaCTPO-
e3zodareanen pediaykc (CbCTOSHUE, TPU KOETO KUCETUHA MITH upyr&\ MAIHO ChIBPIKUMO Ce
BpbIIa 00pPaTHO B I'bPIJIOTO) %)

- KoukHu, 3acsiramm kocara, ouuTe U 00IIM: aJCpPrUIHH pear@ BKJIIOYBAIIN OOJE€3HCHN
YepBeHH MOLYTHHHU 10 KoKaTa (eprureMa HOJ03yM), TPEBOKKOCT, OOBPKAHOCT, IPOMEHH B
HACTPOSHHUETO, HAMAJIEHO CEKCYalTHO BJICYEHHUE, IPUIIO HE, TPEMOD, Bb3NaJICHHE Ha OKOTO,
KOETO TPEIM3BUKBA 3aUepPBsIBaHE WIH OOJIKa, KO)KHO@HHBEIHC, XapaKTepU3Hupanio ce ¢
0o0JIe3HEeHH, 3aU4ePBEHHU, 100pe OYepTaHH NEeTHA C IIHA TT05[Ba HAa BHCOKA TEMIIEPATypa U
noBuIlIeH Opoi Ha OenuTe KPbBHU KIETKU (HE WJIHA IepMaTo3a), 3aryda Ha ciyxa,
YYBCTBHUTEIHOCT KbM CBETJIMHA, HAPYIIEHHU €HHETO, MTOBHUILIEHO ChI300TAEISIHE, IPOMSHA B
[[BETA Ha KOXKaTa, Bh3NaJICHHE Ha MOJIKO 4 MacTHa THKaH, si3Ba Ha KOXarta, 00pa3yBaHe Ha
MEXYPH 110 KOKaTa, HapyLICHHE Ha HOKP)Te, HapyLICHNE B OKOCMSBAHETO, 3a4CpPBIBAHE U
0oJKa 1o phLETe U CThIIANIATa, U3B olle KaTo CHHAPOM PbKa-Kpak, OpOpeuHa
HEJIOCTATHYHOCT, YECTO ypmmpa@, oJIeMsIBaHE Ha T'BPJWTE MIPH MBKETE, HAPYIIICHUE B
MEHCTpyauusTa, obima cnaboc y anckoMdopr, HamaneHa GyHKIMS Ha LMTOBUIHATA JKIIE3a,
3ary6a Ha paBHOBecHe NpUAQIIEHE, OCTEOHEKPO3a (3a00BaHe, CBBP3aHO C HAMAIEH KPhBOTOK
KBbM KOCTHTE, KOETO MOZ%% MPUYHHY 3ary0a Ha KOCTHO BENIECTBO U KOCTHA CMBPT), apTPHT,
MOJTyBaHE Ha KOXAaT Ol y4acThK Ha TSIIOTO

- Boaka: Bp3nanex BEHHTE, KOETO MOXKE J1a TIPEIN3BUKa 3aUepBsIBaHe, 00JIEC3HEHOCT U
NOJyBaHe, Bb3I ?xxre Ha CyXOXHITHE

- Mo3buHHu I e@zeMH: 3ary0a Ha mameTTa

- HN3cnens Ta MO:Ke /1A MOKAXKAT: OTKJIOHCHUSI B PE3YITATUTE HA KPBBHUTE U3CICABAHUS U
BB3MO apynieHue Ha OpOpeuHaTa QyHKIUS, MPUYNHEHHU OT OTHAHUTE MPOIYKTH HA
pa3 UTE C€ TyMOPHH KIIETKH (TYMOP-JIM3UC CHHAPOM), HUCKH HUBA HAa alOYMHH B KPBHBTA,

Opoit mumdonuTy (Bua O0eau KPhbBHHU KJIETKH) B KPbBTA, BACOKO HMBO Ha X0JIECTEPOJ B
'bBTa, TOAYTH TUMGHHU BH3IIM, KbPBEHE B MO3bKa, HAPYIIICHUE HA SIICKTPUIECKATA aKTHUBHOCT
Q Ha CBPIETO, yroJieMsiBaHEe Ha ChPIIETO, BB3MAICHUE HA YepHUs 1po0, OENThK B ypHUHATA,
MOBHIIIEHA KpeaTUHUH (PochoKrHa3a (€H3UM, KOUTO C€ OTKPHUBA OCHOBHO B ChPIIETO, MO3bKa U
CKEJICTHUTE MYCKYJIH), TIOBUIIICH TPOTIOHUH (€H3UM, KOWTO C€ OTKPHUBA OCHOBHO B CHPIIETO U
CKEJICTHUTE MYCKYJIN), IOBUIIICHA TaMa-TiIyTaMiiITpanchepasa (€H3UM, KOMTO ce OTKpUBa
OCHOBHO B YepHU Ip00), MIIEKOITOI00HA TEUHOCT OKOJIO OETUTE IPOOOBE (XUIOTOPAKC)

Penxn Hexxenanu peaknum (Morat aa 3acersat a0 1 na 1000 qymm)

- Copaeunn u Ge10ApoOHN: pa3IIUpsBaHE HA JIICHATA KaMepa Ha ChPLETO, Bh3NalcHHE Ha
CBHPIACYHHUS MYCKYJI, CHCTOSHIS, TPOU3TUYAIIH OT OJOKHPAHETO HA MIPUTOKA Ha KPBB KbM
ChPACYHUS MYCKYJ (OCTBP KOPOHAPEH CHUHIPOM), ChbPACUCH apecT (CrupaHe Ha KPhbBOTOKA OT
CBPLETO), HCXeMUYHA 00JIeCT Ha CHPIIETO, Bh3MaJCHNE Ha ThKaHTa, IOKPHUBALla ChPLETO U
Oenute 1poOOBe, KPHBHU CHCUPELH, KPBBHU ChCHPELU B OenuTe JpoOoBe
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- XpaHOoCMHJIATEIHH NMPoOIeMu: 3ary0a Ha KU3HCHOBAXKHN XPAHUTEITHH BEIECTBA KaTO
OeNTHUMHHU OT XPAHOCMIIATEITHHS TPAKT, YpEeBHA HEMPOXOANMOCT, aHATTHA (HUCTYNa
(pa3kbcBaHe Ha KOXKaTa /WK JIMTaBULaTa OKOJIO aHyca), HapylieHue Ha ObOpeyHaTa QyHKIH,
nraoder

- KokHu, 3acsiramm kocara, 0o4uTe U 00IIM: KOHBYJICHH, BB3IIAJICHNE HA 3PUTEITHNS HEPB,
KOETO MOJKE J]a PeIN3BUKA ITbIHA WM YaCTUYHA 3ary0a Ha 3peHue, CHHbOJIMIIABH IIETHA TI0
KO’)kaTa, HeoOMYaliHO MOBHUIIeHa (PYHKIMA Ha LIUTOBUIHATA JKJI€3a, Bb3MaJICHUE Ha
IIUTOBH/IHATA JKJI€3a, aTaKCUs (ChCTOSHNE, CBBP3aHO C JIMIICA HA MYCKYJIHA KOOPJUHALINS ),
3aTPyJHEHO XOJICHE, CIIOHTaHEH a0bopT, Bb3NAJIICHNE HA KPHBOHOCHHUTE ChIOBE HA KOXKATa,
KokHa pudpo3a

- Mo3buHu NpodIeMHU: UHCYIT, BPEMEHHH €MTM301U Ha HEBPOJIOTUYHA AUCHYHKIUS, TPUINHEHA
OT HEZOCTHUT Ha NPUTOKA HA KPBB, MApaIn3a Ha JULIEBHU HEPB, AEMEHIIH

- [Ipobnemu c UMyHHaTa cHUCTeMa: TeKKa allepruyHa PeaKiyst Q)(b'

- IIpobaemu ¢ MyCKY.THOCKe/I€THATA M CheJMHNTETHATA THKAH: 3a0aBCHO CBbP3BAHE (7
3a00JIeHUTE Kpauiia, opopmsiu craBute (enudusn); 3a0aBeH WM U30CTABAILl PACT

Cbo01aBaHu ca M APYTH HeKeJIAHW PeaKI[iM ¢ HeM3BeCTHA 4ecToTa (0T Haﬂﬂql@oﬂaﬂﬂﬂ He

MoO:Ke 1a Ob/Je HANPABEHA OLlEHKA) (b'

- Br3nanenune Ha Oenure 1poOoBe 25)

- KpbBOu3/IMB B cTOMaxa Mild 4epBara, KoeTo MOKe J1a JIOBE/Ie 10 CMbRIZ)

- Peunaue (MoBTOPHO akTUBUpaHe) Ha MHPEKIUS ¢ XenaTuT B, kora € UMaJiu xenaTtut B B
MUHAIOTO (MH(EKIHUS HA YSPHHS POO) %)

- Peaknust ¢ Bucoka Temmneparypa, MeXypH Mo Koxara u pa3;133®{e HAa JINTaBUIINTE

- 3aboinsiBaHe Ha OBOpEIUTE ChC CUMIITOMH, BKITFOUBAIIIH o@ OTKIIOHCHUS B JIADOPATOPHUTE
MOKa3aTeln, KaTo OCNTHK B ypUHATA U HUCKO HHUBO Ha MPGFCHHU B KPBBTA

- VYBpexaaHe Ha KPbBOHOCHUTE ChJIOBE, U3BECTHO Ka MOoTHuHa Mukpoanruonarus (TMA),
BKJIFOUYUTEITHO HaMaJIIBaHe Ha Opos Ha YePBEHUTSKPRBHHU KJIETKH, HAMAJIABaHE Ha
TPOMOOLIUTUTE U 00pa3yBaHEe Ha KPHBHU ChCH

Bamusr nekap 1ie npoBepsiBa 3a HAIMYUETO Ha@ OT TE3U HEeXKEJaHU PEaKIUU 10 BpeMe Ha
JeuenneTo Bu. (b.

%
CHo0maBaHe HA HeKeJAHH PeAKITH Z
AKO HOJTYuHTE HAKAKBU HEXEIAHH JEKAPCTBEHH Peakiun, yBeomere Bammns exap win
dapmanert. ToBa BKII0OUBA BCHYKY Bb3MOXKHH, HCOIMCAHN B Ta3U JIMCTOBKA HEXKETAHH PEAKLIH.
MoeTe ChIIIo J1a CHOOIIHTE aHH peaKINM JUPEKTHO Ype3 HAIMOHANHATA CHCTEMA 3a
chobIaBane, mocoueHa B I1 erne V. KaTo cho0IIaBaTe HeXeNaHN Peakii, MOXKETE 1a JajieTe
CBOS IIPHHOC 34 ToNTy4aBaHeta MoBede NHHOPMALISA OTHOCHO Ge30MACHOCTTA Ha TOBA TEKAPCTBO.
\
5.  Kakna c&nm&are JNazatunnd Accord

A

Hace %x@a Ha MSICTO, HEZOCTBITHO 3a JIelia.

o

He n 3BaliTe TOBA JICKAPCTBO CIIE/ CPOKA HA TOJHOCT OTOCISA3aH BHPXY OJNIMCTEpa WK
KdpreHeHaTa onakoBKa, cie ,,[ 'onen 10:“. CpoKbsT Ha TOAHOCT OTTOBAapsI HA MOCIETHUS JEH OT
IMOCOYEHHS MECEII.

Tora JICKaApCTBO HC M3MCKBa CICIUAIHU YCJIOBUSA 3a ChbXPaHCHUC.
He HBXBLpHﬂﬁTe JICKApCTBATA B KaHAJIU3alATa WU B KOHTeﬁHepa 3a JOMAIlIHM OTIIaaAbIIn.

Ilonuraiite Bamms Q)apMaueBT KakK 1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC U3IOJI3BATC. Te3n
MCPKHU 1II€ CIIOMOIrHAaT 3a OIla3BaHC Ha OKOJIHATa cpeaa.
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6. Cumpmaﬂue Ha OIMaKOBKAaTa U 10IIbJIHHUTEIHA I/lH(l)OpMalII/lﬂ

Kakso cbabp:ka JazaTunué Accord
- AKTUBHOTO BEILECTBO €: Aa3aTuHHUO. Beska puimupana tabnerka cpappka 20 mg, 50 mg,
70 mg, 80 mg, 100 mg niu 140 mg nazaTuHuo.
- Jpyrure cbcTaBKH ca:
- Hopo na mabremxume: NaKTO3a MOHOXMIpAT (BIkTe Touka 2 “Jlazatman® Accord
CHIbPKa JIAKT03a"); XUAPOKCUIIPONMILIENYJI03a; MUKPOKPHCTATHA LIETyI03a; CHIIOTUMED
Ha METaKpHJIOBa KUCEIMHA U MeTakpuiat (1:2); Tank; KpocKapMelio3a HaTpHii;
Marses3meB creapar.
- Quamoso nokpumue: xutnpomenosa (E464); tutanos nquokcun (E171); cpeaHoBeprkHI
TPUTIHUIICPUIH.

Kak m3raexna JazaTunné ACCOrd n KakBo ChIbpiKa ONAKOBKATa b

Hazatuan6 Accord 20 mg: ¢punmupanara tabneTka e Osia 1o mouTH Osiia, Kpbria, ¢ nnan@ 5,6
mm, ¢ BurbOHaTo penedro ozHauenue “DAS” ot eqnara crpana u “20” ot apyrara.

Hazaruanb Accord 50 mg: ¢hunMupanara TabiieTka e Osi1a 0 HOYTH Os1a, OBAJIH c%a:sMepH 5,7 X
10,6 mm, ¢ BampOHaTO penedno ozHaueHue “DAS” ot ennara crpana u “50” T@F

Hazaruan6 Accord 70 mg: dhunMupanaTa Tabierka e Osiia 10 odTH OsiIa X&brna ¢ nuameTsp 8,7
mm, ¢ BrbOHaTO penedro o3Hauenue “DAS” ot eqnara crpana u “7070T npyrara.

Jasatian6 Accord 80 mg: duiMupanata Tabnerka e Gsua 10 mouefy Osita, ¢ TpUbrbIHA GopMa, ¢
pasmepu 9,9 X 10,2 mm, ¢ BureOHaTO penedHo o3HaueHue “D OT elHaTa cTpaHa u “855” oT

Jpyrara.
Q

Haszatuan6 Accord 100 mg: ¢puamupanata TabaeTka Q@na JI0 TIOYTH Osiy1a, oBaJiHa, ¢ pazmepu 7,1 X
14,5 mm, tabnetku ¢ BIIEOHATO penedHo 03Haqes\ DAS” ot eqnara crpana u “80” ot mpyrara.

Haszatuan6 Accord 140 mg: ¢puamupanata T TKa ¢ Osi1a JI0 Mo4TH Osiiia, KpbIja, ¢ AuaMeTsbp 11
mm, ¢ BIurbOHaTo penedHo o3HayeHue ot exgHara crpaHa u “140” ot apyrara.

Hazatuan6 Accord 20 mg, 50 mg Hn@]‘g\mg (uMupaHu TaOJIETKH Ce MpeiaraT B KapTOHCHU
KYTHH, ChABpKAIM 56 i 60 ¢pyfvpann TabNeTKH U B KAPTOHEHH KYTHH, ChAbpxay 56 X 1 wmu
60 x 1 punmmupanu TabIeTKH Eﬁ (hoprpaHu OIIMCTEPU C SAUHUYHU JI03H.

Hazatuaun6 Accord 80 Q mg w140 mg Gunmupanu TabIeTKH ce peaaraT B KApTOHEHH
KyTHH, ChABPKaAIIN 3 56 ¢unmupanu TabNETKH U B KAPTOHEHU KYTUH, Chabpkamu 30 X 1 unu
56 X 1 punmupanu {éﬁnemn B niepdoprpaHu OIUCTEPU C EAMHUYHH JO3H.

He Bcuukn B@& OIIAaKOBKHM MOTaT aa 6’LZ[aT IIyCHATHU Ha I1a3apa.

IIpure HA pa3pelleHHeTo 3a ynoTpeda
ealthcare S.L.U.

rade Center, Moll de Barcelona, s/n,

Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanns

IIponsBoauTen

Pharmascience International Limited

1% Floor Tacovides Tower, 81-83 Griva Digeni Avenue
Nicosia, 1090,

Kunsp

59



I[aTa Ha MOCJIEAHO MpepasrjeKaaHe Ha JJUCTOBKaTa

JApyru n3touyHuny Ha nHGopManmns

[Moapo6ua nHpOpMAaIHKs 32 TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yebcaiita Ha EBporeiickara areHuus
10 JIeKapCcTBaTa:

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