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1. HMME HA JEKAPCTBEHHS TPOXYKT Paspewenie N ot C o
ramame. 6 757 " >, 150 2o

Eroponazn 25 mg nmxeKHOHHA CYCNIEH3HA ¢ YARDKEHO 0CBOO0XAABAHE B NPEABAPHTEIHO - :

BAITLIIEERA CIPHHIIOBKA R G S

Eroponan 50 mg MHXEKUHOHHA CYCIIEH3UA C YIB/DKEHO OCBOO0XKAABAHE B MPEBAPHTEIHO

HAITBJIHEHA CNPHHIIOBKA

Eroponan 75 mg unikeKNMOHHA CYCIIEH3HA C YABDKEHO OCBOOOMKAaBaHE B NPEBAPHTENHO

HAITL/IHEHA CIIPUHIIOBKA

Eroponan 100 mg umkeKUHOHHA CYCTIEH3HA ¢ Y IBIKEHO OCBOOOKAABAHE B TIPCABAPHTEIIHO

HabJIHEHA CIIPHHIIOBKA

Eroponan 150 mg nikeKkMOHHa CYCIIEH3HA ¢ YABDKEHO OCBOOOK/IaBaHe B NPEABAPHTEIHO

HAITBJIHEHA CIIPHHIIOBKA

Egoropal 25 mg prolonged-release suspension for injection in pre-filled syringe
Egoropal 50 mg prolonged-release suspension for injection in pre-filled syringe
Egoropal 75 mg prolonged-release suspension for injection in pre-filled syringe
Egoropal 100 mg prolonged-release suspension for injection in pre-filled syringe
Egoropal 150 mg prolonged-release suspension for injection in pre-filled syringe

2. KAYECTBEH A KOJIMMECTBEH CBCTAB

25 Mg WIHKEKIHOHHA CYCNIEH3ME ¢ YIBDKEHO OCBO0OKAABAHE
Bcaka npenBapurenHo HaMbJIHEHa CIPHHIIOBKA ChABPXKA 39 mg NaIMNEpuUIoHOB MAJIMATAT

(paliperidone palmitate) eKBHBanenTeH Ha 25 mg NaNMNEpHACH (paliperidone).

20 mg uHKeKIHOHHA CYCIIEH3HS C YAWDKEHO OCBODOXKIaBaHe
Bcesika npeaBapHTeNnHO HalTBJIHEHA CAPUHIIOBKA CHABPXKA 78 mg ManunepuaoHOB MaIMHTAT

(paliperidone palmitate) ekBHBaneHTen Ha 50 mg naNMIEpUIOH (paliperidone).

75 mg WIDKEKIWOHHA CYCTIEH3US ¢ YABLKEHO OCBOOOXKIABAHE
Bceaka npeasapHreHO HAMBIHEHA CIPHHLOBKA CBABPKA |17 mg natunepuaoHOB HaIMUTAT

(paliperidone palmitate) ekBuBanieHTHO Ha 75 mg naaunepunoH (paliperidone).

100 mg HHHKEKLIMOHHA CYCTIEH3HS ¢ YABDKEHO 0cBOO0XKIABAHE
Bcsaka mpensapurenHo HalTbIHeHa CIIPHHLOBKa ChAbpAKa 156 mg najunepyuaoHOB NAJIMHATAT

(paliperidone palmitate) exsunanenren Ha 100 mg nanunepuaoH (paliperidone).

150 mg HHKEKIMOHHA CYCINEH3HA ¢ YIRDKEHO OCBOOOMAaBaAHE
Bcegka npeaBapHTesIHO HalTbHEHA CIPHHIIOBKA ChABPKA 234 mg nanunepHAaOHOB NMAIMUTAT

(paliperidone palmitate) exsuBanerren Ha 150 mg nanmumepuioH (paliperidone).

3a MEJIHHA CIIHCHK HA NOMOILLHHTE BellecTBa BIKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

Hrokex11MOHHA CycneH3us ¢ yIB/DKEHO OCBODOXK/IABAHE B PEABAPHTEIHO HAMEIIHEHA CIIP
Cycrniensudra e 6ana ao noutn 6ana. CycneHsusra e ¢ Heytpaiso pH (npubamsureintio 7
OcMonapuTeTsT Ha cycnieH3uaTa € 220-320 mOsm/Kg.



4. KJIMHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHAY

Eroponan ce n3non3ea 3a NOJUTEPKAIN0 JIEYEHHE Ha [M20(peHIA MPH BB3PACcTHH, YHETO 3a0019BaHe
Beye € CTa0HIIM3HPAHO C JIeUeHHe ¢ TIATHNCPHAOH WIH PUCIICPHIIOH.

Ilpy HAKOM NALMEHTH, YHHTO CUMIITOMM OLIE He ca CTabWIN3HpaHH, MOXeE Aa OBbIE NpUIIOKEH
Eroponain, ako ca oTropoprin o0pe Ha NMEpopalieH NaMNepHIOH WIH PUCNIEPHIOH B MHHAJIOTO, ako
CUMITTOMHMTE HIM Ca JIEKH A0 YMEPEHH H € HEOOX0ANMO ABITo ACHCTBAINO HIDKCKIIHOHHO JICHSHHUE.

4.2 Io3npoBKa M HaYHH H2 OPRJIOKEHHE

ﬂOBHE(_)BK&

I[IpenopbuMrentara HauanHa no3a Eropoman € ot 150 mg Ha mepRHA AeH Ha neveHnero H 100 mg
€Ha CeAMMLA NO-KBCHO (/ieH 8), KaTo U ABETe e MPUIAraT B JSIITOMAHHAI MYCKYJI, 3a A C€
NOCTHIHAT Obp30 TepaneBTUYHH KOHIEHTpalMH (BX. Touka 5.2). Tpetara no3a Tpadpa aa ce
TIPHIIOXKH €HH MeCell clie; BTOpaTa HavajiHa fo3a. [IpenoprudTeIHaTa MeCeUHa NOANbPKAllA 1032 €
75 mg; HAKOH NMALMEHTH MOFaT Ja KMAT MOJ3a OT 033 OT MO-HHUCKH HITH NIO-BHCOKH 1034 B PAMKHTE
Ha NMpenoprYHTE/IHAE AWana3oH ot 25 no 150 mg cnopel uHaMBUAYaNHATa TOHOCHMOCT HA MALHEeHTa
u/inH epukacHoCTTa. IlpH natmeHT! ¢ HaTHOPMEHO TEIVIO WIH 3aTIECTABAHE MOXE Jia Ca
HeoOXOaUMH TO2H BB BHCOKHA IHana3oH (Bx. Touka 5.2). Cnen BTopara HauyajiHa 403a, MECEYHHTE
AOObPKALIN JO3HM MOTAT Ja C€ NMPUNAraT Wik B N€NTOWAHUA, WIH B CEAANTHIIHHA MYCKYJL.
KopurupaneTo Ha noaaspkaiara goza MOXe J1a C€ M3BbPIIBa MecedHo. [1pH xopHrupaHe Ha Ji03aTa
TpAOBa /a2 ce B3eMarT MpeaBH/ XapakTEPHCTHKHTE Ha YIB/bKEHO ocBoboxnapane HaEroponan (Bxk.
To4Ka 5.2), T KaTo THIHMAT edieKT HA NOABOKALIATA TEPAlHA MOXE 14 He Ce IIPOIBH B
MPOABIDKSHHE HA HAKOIKO MECEIIA.

Hpemunasane om nepopanen namepuoon ¢ yObaACEHO 0c80HOICOAGANHE UMK NEPOPANEHR. PUCREPUOOH
koM Ezoponan

[Ipunaranero Ha Eroponan Tpa6sa na 3amouse, KakTo € ONHCAHO B HAYATIOTO HA TOYKa 4.2 Mo-Tope.
I1o BpeMe Ha MeceyHOTO NOATBPXKALLO IedcHue ¢ Eroponan, nauMeHTHTe, CTabWIH3spaHH NpeIu
TOBA C Pa3IM4YHH JO3H NATHIICPMAOH TA0NETKH ¢ YIB/DKEHO 0cBOOOKIaBaHe, MOTaT Ja MOCTHIHAT
noao0Ha eKCIIO3NLIMA Ha NAJIANEPAOH B CTAIHOHAPHO ChCTOSHHE YPe3 HEDKEKTHPAHe.
HOILE['B[}}Ka]J],HTE JO3H Eroporlan, HeOOXOAUMH 34 NOCTHraHne Ha moxodHa CTallHOHapHa CKCITO3H1IHA,
ca MOKa3aHW, KaKToO CJIeRa;

TabJieTnn 1038 DaNNNEPHAOH ¢ YIBIKeHo ocBobokAaBane H Eroponan, neodxoaAMA 32 NOCTHTAHE
HA MOZ00Ra CTANMONAPHA eKCNO3HIHS HA NAJHNEPH/OH N0 BpeMe HA NOIIbPKAINO JieTeHHe

Ipenxoxnama TabaeTHA 1032 HANBENEPHAOH C Eroponai REKeKmas
YABJLKERO OCBODOXKIABAHE
3 mg IHEBHO 25-50 mg Mece4HO
6 mg AHEeBHO 75 mg MeCeuHo
9 mg AHEeBHO 100 mg MeceuHo
12 mg AHERHO 150 mg MeceuHo

[IpenxoauusT nepopanex NANUIEPHIOH WK IIEPOPATICH PUCTIEPHAOH MOKe J1a Ob/ie IPEYCTaHOBEH B
MOMEHTA Ha 3anouBaHe Ha JeuyeHueTo ¢ Eroponan. HAkou naupeHTH MOXE Ja UMAT MoJi3a

NaHNEPUAOH (Hanp. 9-12 mg nHeBHO) KbM TyTeaHH HHxKekH ¢ Eroponan, Moxe
HHCKA IUIa3MEHA eKCIIO3HLMA Npe3 NBEPBUTE 6 Mecella cliel CMAHaTa. 3aToBa, KaTo
MOXe€ Na ce 0OMMCIIH MOCTAaBAHETO HA HIDKEKIMH B ASITTOHIHUA MYCKYJ Npe3 NBPB



Ilpemunasane om ovazodelicmeany unxcexytonen pucnepudon kom Ezoponan

[Ipu npeMrHaBaHe HA MALMEHTUTE OT ABITOACHCTBAIL HIDKEKIIHOHEH PHCIIEPUIOH 3allOYHETe
neueHHeTo ¢ Eroponan BMecTo clefpamaTa IaHapaHa uixkekiya. Eroponan cnen Topa TpaOBa aa ce
NpOAB/DKH Ha MECEUYHH HHTEPBAIU. EfHOCe AMHYHATA HAYAJTHA CXEMA Ha NMpHilaraHe, BKIIOYBalla
UHTPaMyCKYJIHO HIDKEKIIMOHHO TIpHIoxkeHHe (aeH 1-BH , CHOTBETHO J€H 8-MH), KAKTO € OMHCAHO B
Touka 4.2 no-rope, He e HeoOxoaKnMa. [1pH manmMeHTHTE, CTAOWIH3HPaHM NIPEJH TOBA HA PA3IHYHH
JO03H ABJIFONEHCTBALL HHKECKIMOHEH PHCTIEPUIOH, MOXKE Ja C€ NOCTHIHE CXOAHA EKCIIO3HLHA Ha
NaJTHNEPH/IOH B CTAMOHAPHO CHCTOAHUE IO BpEME Ha NOATBPAALLO JIeHEHHE C MECEYHH A03H
Eroponan, KakTo cienpa:

Ho3Hn Ha AbJAroJeHCTBAI HHKEKHOHEH pAcnepraoH H HA Eroponan, neobxonuaMH 3a nojiygaBane
Ha CXOAHA EKCMO3HIHHA HA NAJHIECPAIOH B CTATAOHAPHO CHCTOAHHE

Ilpeaxomaama No3a Ha AbAroAeiicTBAIL

Eroponan HEXeKNNA
HHKEKIHOREH PHCOEPH/IOH

25 mg BcekH 2 ceIMHIIM 50 mg meceuno
37,5 mg BcekH 2 ceaMHLH 75 mg MeCeUHO
50 mg scexH 2 ceAMUIIH 100 mg MeceuHo

CnMpaHeTO Ha AHTHIICHXOTHYHHTE JIEKAPCTBEHM NPOAYKTH TpaOBa fa 6b1€ B ChOTBETCTBHE ChC
CBOTBETHATAa MHPOPMalINA 32 MPEANMUCBaHE. AKO ce NpeKpaTH JieueHneTo ¢ Eroponan, tpadea aa ce
B3eMaT MPEeABUA XapaKTEePHCTHKUTE Ha YIBDKEHOTO My ocBoOmkaasane. [lepronyuso Tpadsa aa ce
TIpeoLieHsABa HeoOXOAMMOCTTA OT NPOABDKABAHE TIPHEMA HA JIEKapCTBEHH MPOIYKTH 34 JICHCHHE Ha
ekcTpandpaMuHt cuMrrroMu ( EIIC).

[TponycrHaTtH 1031
3a da ce uzbezne nponyckanemo Ka 003

IIpenopb4Ba ce BTOpaTa HaYalHa J03a oT Eroponan Aa ce npWiokKH eHa ceAMHLa CleJ TbpBara
no3a. 3a ga ce w3berue nponyckaHe Ha 1033, Ha NALMEHTHTE MOXKE Ja ce iaZie BropaTa i03a 4 JHH
TIPETH WITH Clieq eAHOCEAMHUHHA nieproa (AcH 8). I1o chliiug HauMH, TpeTara U BcAKa ClIeABaina
HHKEKIHA Ce PEnopPbhYBa a ce MpHTaraT BCeKH MeceLl CJiej] HadaaHaTa cxeMa. 3a Ja ce #3derne
NPOMYCKaHe Ha MECeYHaTa 034, Ha [alMEeHTHTe MOTaT [1a ¢€ TPHIaraT HHPKEKIUK 10 7 IHU NpeaH
WM Clie] BPEMETO 34 MeceuyHa MHXXEKIHA.

AKo 1eneBaTa gata 3a Broparta uHxekius Eroponan (nen 8 + 4 1u1) ¢ nporycHara,
NpenOPBYHTENHOTO NMOBTOPHO 3aN0YBAHE 33BUCH OT NMPOIb/HKUTENHOCTTA HA BPEMETO, H3MHHAJIO OT
IbpBaTa HHXKEKLIHA Ha MalMeHTa.

TIponycnama emopa nauanna 003a (<4 ceOMuyy om NbPeaMa UHICEKYUA)

AKO ca I3MMHAJIH NO-MaJIKO OT 4 CeAMHIM OT IIbPBATa HHKEKLIMA, TOrapa Ha NalyeHTa TPAOBa 11a ce
NPUWIOKH BropaTa HiDkekiug oT 100 mg B renTonaHua MyCKyJ BB3MOKHO Hal-ckopo. Tpera
MH>KeKLMA Eroponan oT 75 mg B AeATOHAHHTE WIH IMIYTEaJHHTE MYCKY/IH TpAGBa a ce [IPHIIOKH 5
CEIMHLIM CNeJl MBPBATa HHDKEKLMA { HE3aBHCHMO OT BPEMETO Ha BTOpaTa HIKEeKHA). Cnea Topa
TpsiOBa Aa ce cne/iBa HOPMAJTHHAT MeCEUSH MK/ Ha HHXKEKIIHU B JISITOWAHHA WIH [TyTeaTHHS
MycKyJ 0T 25 mg 1o 150 mg BB3 0CHOBA HA HHAMBHIYANHATA TIOHOCHMOCT WHITH epHKaCHOCT.

IIponycnama emopa nauaina 003a (4-7 ceOmuyu om Rupeama UHNCEKYUR)

AKO ca U3MHHAIH 4 10 7 CeIMHIM OT IThpBaTa ukekuus Eroponan, pp300HOBeTe nnsﬂpauﬂ% -
HroxeKLEH oT 100 mg no crieaHUs HaYKH: ﬂf’_’;:u 1318} ,75:"3‘:\_

o patv el o
1. HHKEKLMS B JENTOMIHHA MYCKY/1 BB3MOXKHO HaH-CKOPO e

2. Apyra HHXEKIMA B JeNTOMIHHA MYCKY/T €HA CEAMMLA MO-KBCHO
3. Bp300HOBABAHE HA HOPMAJIHHA MeCeUeH IMKBJI Ha HIDKEKIHH B ACTTOHIHUA HIH T
MYCKYJ OT 25 mg 1o 150 mg BB3 OCHOBA Ha MEAMBUAYANAATA TOHOCHMOCT WL e

. ': 1
e

z‘f.- S b

c@_dg'gr “:J “'E'“'. = )
g 7 HE

Fadl o i

-:r\.\‘ “‘3\;



Hponycuama emopa navaina oo3a (>7 cedmuyy om nopeama UHNCEKYUR)
AKO ca U3MHHAIIH NOBEYe OT 7 CeAMUIIM OT IIbpRaTa UIbKeKLMd Eropomnan, 3anoyHeTe N0O3UPaHETO,
KaKTO € OMHCAaHO 3a NPEenopBUMTENHOTO 3aN0MBaHe Ha nevyeHue ¢ Eroponan no-rope.

Hponycrama meceuna noodvpxcaya 0osa (1 aecey oo 6 ceomuyy)

Crnen 3amovYsane Ha 1€YEHHUETO, MPENOPEMUTENIHAAT KB HIDKEKIMH Eropomnan e MeceueH. Axo ca
H3IMHHATU MO-MAIKO OT 6 CEIMUITN e NOC/IeaHATa HIXKEKLIMA, TOIr'aBa Bh3MOMKHO Hal-CKOpO
TpAOBa 212 ce NPWIOKH NpeaXOKAamaTa cTaduau3Hpana /03a, Noc/ieABaHa OT HHXKEKIIHH Ha MECeYHH
HHTCPBAJTH.

Ilponycnama meceuna noddvpaicawya 003a (> 6 ceOmuyu 9o 6 Meceya)
Axo ca H3MMHAJIH NOBEYE OT 6 CeAMMLH CIIE NIoCiIeIHaTa HIDKeKLMs Eropomnai, ce npenoprysa
CJIEAHOTO:

3a nayuenmu, cmabunruzupanu ¢ 0ozu om 25 oo 100 mg

1. MIDKEKUMS B ASITOMIHHA MYCKYJl BE3MOXKHO Hali-CKOPO B ¢BLIATA 033, HAa KOATO MNalMEHTHT € O
cTadWIH3KPaH MpeaU TOBa

2. APYTra HIGKCKIIHA B JEJITTOMIHHA MYCKYJI (che cBIIATA 103a) €4Ha CEAMHULIA TIO-KBCHO (meH 8-mu)

3. Bp300HOBsABaHE HA HOPMAJTHUA MeCeUeH LUK Ha HFKEKIIMHTE WIH B AEITONIHAA, WIH B
CeJATMINHNA MYCKYJI oT 25 mg no 150 mg crnopen HHIWBHIYaTHATA IOHOCUMOCT Ha MALMEHTA /WK
e(pMKacCHOCTTA.

3a nayuenmu, cmabunusupanu covc 150 mg

1. MIDKEKIMA B JEJITOUTHAS MYCKYJT BB3MOKHO Haii-ckopo ¢ 1o3a 100 mg

2. apyra HH>KeKUMA B NENTOMAHUSA MYCKYJ1 €Ha CeAMHLA o-KbeHO (AcH 8-MH) ¢ no3a 100 mg

3. Bb300HORsBaHE HA HOPMATHHS MeceuyeH LMKBJI Ha MHKEKIMHATE WIH B ACTTOHAHHS, WIH B
CeNaMIIHHA MYCKYJ] OoT 25 mg a0 150 mg cnopea HHAMBHIYAITHATA MOHOCHMOCT Ha NALMEHTa W/ HIH
e(pukacHocTTA.

Iponycrama meceuna noodvporcawya 0oza (> 6 meceya)
AKO ca U3MHHAIIH TIOBEYE OT 6 Mecella ¢Jie] nocleAHaTa nixKeKumMa Eroponan, 3ano4sere
JNO3HPAHETO, KAKTO € ONHCAHO 34 NPENoPbhYHTENHOTO 3anoyuBaHe Ha iedeHHe ¢ Eroponan no-rope.

Crneupanym nomyJjianmiy

Cmapuecxa ev3pacm

EdukacHocTTa M 6€30NacHOCTTa NpH NALMEHTH B CTApYecKa Bb3pacT >65 roaMHy He Ca YCTaHOBEHH.
ITo npHHIUHN, MpenopbYUTENHATA 1032 Eroponan 3a malyeHTH B cTapyecka Bb3pacT ¢ HOpMarnHa
ObOpedHa GyHKIMA € ChINaTa KaTo Ta3u 3a MO-MNIaJi¥ Bb3PAcTHH MALHEHTH ¢ HopMaliHa Ob0peuHa
¢yuxuya. Tl kaTo npu nanueHTUTE B CTApUecKa BB3pacT obaue GbOpeuHara GpyHKLUHA MOXe Ja €
HaMaJIeHa, MoXe Ja € HeoOX0AMMO KOpHrHpaHe Ha f103aTa (BXK. ,, bvOpeuno yepesxcoane” No-a01my
OTHOCHO NPENOPBKUTE MPpH MalMEHTH ¢ OB0pedHo yBpeKaaHe).

Bvbpeuno yepeoicoane
Eroponan He € CHCTEMaTHYHO NMPOyYBaH NIPH MaLHEHTH ¢ 6b0peuHo yBpexaaHe (Bxk. Touka 5.2). Ilpu
NaLWeHTH ¢ eko 6L0pedno yBpexaane {(KpeaTHHHHOB KiMpbHC =50 no <80 ml/min),

NpenoprYMTEIHATA HavyaiHa A03a Eroponan ¢ 100 mg Ha 1-Ms ACH OT JISYEHHETO U 75 mg eaHa

ceJIMMIIA TTO-KBCHO, KaTo H JIBETE € NPUIATaT B ASNTOMAHUS MYCKy. IlpenoprunrenHara Meceuna
noaAbpxaia ao3a € 50 mg ¢ aManasoH ot 25 no 100 mg cnopen MOHOCHMOCTTa W/HIIH e(uK —
IPH CHOTBETHHTE MaliHEHTH. * SEHUAS 7,
Eroponan He ce npenopruea 1py MaLMEHTH ¢ YMEPEHO HITH TEXKO OLOpeYHo yBpexaghe:
(xpeaTHHHHOB KiaupbHe <50 ml/min) (k. ToOuka 4.4).

Ueproodpobro yepescoane
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He ce Hanara xopurvpase Ha 103aTa pH NAlHEHTH C JISKO WIH YMEPEHO YEpHOIPOOHO YBpeXKAaHe
BB3 OCHOBA Ha OITHTA ¢ NEepopaieH natunepuod. T'eil kaTo nanMnepHaoH He € Npoy4BaH NpH
NAIMEHTH ¢ TEXKO YepHOAPOOHO YBpeXJaHe, MIPH TE3H NALHEHTH Ce MPENopbYBa MOBHIIECHO
BHAMAaHHe {BXK. TO4YKa 5.2).

Heouampuuna nonyrayus

besonachocTTa H epukacHocTTa Ha Eroponan npu zieua v 1oHoHK <18 roqnHM HE ca YCTAHOBEHH.
Hama wanuusa undopmanms.

HauiiH Ha npunoxxeHue

Eroponan e npeasasHayeH caMo 3a HHTpaMyCKyaHo npuiokenne. He Tpabsa xa ce npunara no apyr
HauHH. Tpabea na ce MibkexTHpa 6aBHO, ABIGOKO B ASATOHARHA WIH CEAANHIIHAA MycKyJ. Beska
HHKEKLHA TpadBa Aa ce mOCTaBA OT MEAHLIMHCKH criendanncT. Tpabpa Aa ce npHnara KaTo eAMHUYHA
MHKeKIHA. Jlo3aTa He TpaOBa a ce npHiara pasne/icHa Ha OTACTHH HHXKEKIIHH.

Bcska oT HauanHHTE 103K Ha 1-4 1 8-u AeH TpalOBa Aa ce npunara B ASATOHIHHA MYCKYJi, 3a 1a €
NOCTHIHAT OBP30 TepaneBTHYHM KOHUEHTPAIH (BX. Tovyka 5.2). Cien BTOpaTa HavalHa J1033,
MECEYHHTE NOAMBPXKAIM JO3H MOraT Ja ¢e NMpHiarar Wil B AeJITOHIHHA, WIH B CEJATHIIHUA MYyCKYJ1.
IIpemMunaBaHe OT CeAANMITHUA KbM JENTOHAHMA MYCKYJ (M oOpaTHOTO) TpsAOBa na ce 0OCHAH B
CIIy4aii Ha 60JIKa Ha MACTOTO Ha HH)KEKTHpaHe, aKo AHCKOMGOPTHT Ha MACTOTO Ha HHDKEKTHPAHE HE
ce MoHacs noope (BK. Touka 4.8), [IpenopbiBa ce ¢hillo Taka peAyBaHe Ha JIABaTa W AsACHATA CTpaHa
(BK. mO-0Y).

3a yKa3aHus OTHOCHO ynotpeOarta n paGorara ¢ Eroponan BHXKTE JIMCTOBKATA 33 NALIMEHTA
(MuHpOpMalHA, MpeAHa3HAYECHA 33 MEAHLIMHCKH HIM 3PaBHH CNCLMAIHCTH).

IHpunoocenue 8 deamouonus Mycxyn

IIpenophyHTEHUAT pa3Mep MIUIA 3a IPUJIATaHe HA HAYAIHWTE H NOAABpKAIMTE 1031 Eroponan B
ACITOUAHUA MYCKYJT C€ OIIPEACIIA OT TErJIOTO Ha nauuenTa. [Ipu nammenture >90 kg, ce nmpenopsusa
1/2-uHvorara urna 22 pasmep (38,1 mm x 0,72 mm). [Tpx nanmenture <90 kg ce mpenopruea 1-
HMH40BAaTa uria 23 pasmep (25,4 mm x 0,64 mm). Mmxexuunre B AenTouAHEA MycKyn Tpa0Ba fa ce
peayBaT MEXKIy ABaTa JENTOWAHH MYCKya.

Hpunoolcenue 8 cedaununrnun Mycxyn

[IpenophuHTENHUAT pa3Mep HIa 3a MPHJIOKCHHE HA TOATbpkalunTe A03d Eroponan B cepanuinyms
MYCKYN € 172 uH4a, 22 pasmep (38,1 mm x 0,72 mm). [IpunoxeHneTo TpaOBa Aa ¢e W3BHPLUH B
rOpHUs BHHIIEH KBAAPAHT HA cefanmMinHaTa obnact. MIDKeKLHHTE B CeJanMIIHHA MYCKYJ1 TpAaOBa Aa
ce peAyBaT MEXIY ABaTa CEAATHIIHH MYCKYNa.

4.3 IlpoTrmBOomOKazanHs

CBPEXYYBCTBHTETHOCT KbM AKTHBHOTO BElIECTBO, KbM PHCTIEPHAOH MU KBM HAKOE OT [TOMOILHHTE
BELIECTBa, H30POEHH B TOoYKa 6.1,

4.4 Crnenuajnu npegynpexienns H NPeINazHA MEPKH HPH YNOTpeda

Ynorpeba mpH NanyveHTH B CHIHO BB30YASHO HIH TEXKKO MCHXOTHYHO ChCTOAHHE
Eroponan He Tp4a0Ba na ce H3MOA3RA 34 JiCUEHHE HAa ChCTOAHHA HA CHIIHA Bb30YAa HIIH TEXKH

NCHXOTHYHH CHCTOAHHA, KOTaTO C¢ Hajara He3a0aBeH KOHTPOJ Ha CHMITTOMHTC.

QT uurepran
TpsaOBa na ce BHMMaBa, KOraTo ce npeANKMcBa MATHIIEPHIOH HA TTAIMEHTH ¢ H3BECTHO Ch
cbAOBO 3abongBaHe wnH ¢ paMuTHa aHaMHE3a 3a yabbkeH QT HHTEpBaj, KakTo B npH
ynoTpeda ¢ IpyrH JIEKapcTBeHH NPOAYKTH, 33 KOWTO CE€ CMSTA, Y€ BOJAT IO YAb/DKABA
HHTEpBAaNA,




HeBponenTHY¢H MANHIHEH CHHAPOM
CrobinaBaHH ca nposBH Ha HeBposenTHYEH ManHrHeH cuHapoMm (HMC), xapakrepusHpall ce ¢

XMIEPTEPMHSA, MYCKYJIHA PUFHIHOCT, HECTaGHIHOCT HAa aBTOHOMHATA HEPBHA CHCTEMA, NMPOMEHH B
Ch3HAHHETO H MOBMILICHH HHRa Ha cepyMHaTa KpeaTHHGDOCGHOKHHA3A, IPH NCUSCHUE ¢ NATHIIEPHIOH.
JIOBIHUTETHATE KITMHUYHH MMPH3HALIH MOKe Ja BKIIOYBAT MHOMIOOHHYpHs (pabaoMHONIH3a) U OCTpa
OBpOpeuHa HENOCTATEYHOCT. AKO HAKO#M MAIMEHT pa3BHe NMPH3HALM UKW CHMNTOMH, KOHTO Ca
nokasaresind 3a HMC, nannnepunon tpsbsa na 6vae cnpsH.

TapaMBHa NTHCKHHE3HS/EKCTPANUPaMUAIHH CHMITTOMH
JiekapcTBeHHTe NPOAYKTH, KOMTO Ca AHTATOHHCTH HA JIOTIAMHHOBHTE PELIEIITOPH, CE& CBBLP3BAT C

HHIYITHpaHE Ha TApAMBHA JUCKHHE3MA, XaPAaKTepH3Hpalla ¢c¢ ¢ pHTMHYHH, HEBOJICBH JABH)KCHHA,
MpeAMMHO Ha e3MKa WHIIH JIMIETO. AKO C€ MOABAT NPH3HALM H CHMIITOMH Ha TapAWBHA JUCKHHE3NS,
TpaOBa Na ce 00CHAN CIHPAHETO HAa BCHYKH aHTHIICHXOTHLIH, BKIIOYHTEITHO Ha NAJIMIIEPH/ICH.
HeobxonMMo € noBHIIEHO BHUMAHHE TIPH NMalHEHTH, NOMYYaBallH ¢IHOBPeMEHHO MCHXOCTHMYJIAHTH
(Hanp. METUIQEHHIAT) H NATUNIEPHIOH, Thil KATO MOTAaT Aa BE3HHKHAT €KCTPaTHPAMMIHHM CHMITTOMH
TIpH KOPHTHpaHe Ha J03aTa Ha eAHOTO WM Ha aBeTe JiekapeTea. [IpenophuBa ce MOCTENCHHO CIIHpaHe
Ha IEYECHHETO ¢hC CTHMYJIAHTH (BXK. TOUKA 4.5).

JIEBKOICHHA, HCYTPONICHNUA X arpaHyAOLHT(3a

IIpn negenne ¢ Eroponan ce crobumiapa 3a ciryyad HA IEBKONEHMS, HEYTPONEHHs M arpaHyJIOLHTO3a.
ArpaHyonuMTo3a ce cpo01aBa B MHOTO peaKH ciayyad (<1/10 000 nauyeHTH) no BpeMe Ha
MOCTMapKETHHIOBOTO HabmoOaeHue, [lauMeHTH ¢ aHaMHe3a 33 KIMHHYHO 3Ha4YHM HUCHK Opo# Ha
GenvTe KPBBHY KIESTKH HIIH ICBKONICHHA/HEYTPOTICHHA, HHIYLMPAHAa 0T JISKapcTBa, TpAdBa fa ce
npocnensBat pe3 IIbPBUTE HAKOJIKO MeCella OT TepanuaTa 4 TpadBa na ce odMHCIIH
NpeyCTAHOBABAHE HA fieueHHeTo ¢ Eroponan mpy ObpBHA NMpH3HAK HA KIIHHUYHO 3HAYHMO
TIOHWKABaHE Ha Opod Ha OenuTe KPbBHH KJIETKH NPH OTCBCTBHETO HA APYTH MPUYHHHO-CIISACTBEHH
tpaxtopH. [lanmenTH ¢ KNHHKYHO 3HAYMMA HEYTPOINEHHS TpaOBa BHHMATENHO Ja CE MPOCNEAABaT 32
TPECKA HJIH JPYTH CHMIOTOMH WIKH NpH3HALH HA MHPEKLUHA H Aa C€ TCKYBAT CBOEBPEMEHHO MpH
MOABaTa Ha NOXO00HH CHMITTOMH WIH nMpu3HalH. [TanMenTn ¢ Texka HeyTponeHus (abcomorer Opoi

Ha HeyTpoduwinre <1 X 10°/1) Tpabera na npeycranossT aeyenneto ¢ Eroponan u 6post Ha Genute
KPbBHH KIETKH TpAGBa Ja ce mpocleau A0 TSXHOTO BH3CTAHOBABAHE.

PeaklMy Ha CRPBXYYBCTBHTEIIHOCT

[1o BpeMe Ha NOCTMApPKETHHIOBHA ONMT PAIKO ce ChoOIaRaT aHaMWIAKTHYHU PEAKLIHH MPH
NaLMCHTH, KOWTO TIPEAH TOBA €A [IOHACAIH A00pe NnepopasieH pHCIIEPUAOH HIH IIEPOPATICH
naaTunepUaOH (BX. Touku 4.1 u 4.8).

AKO BE3HHKHAT peaklMM Ha CBPbXYYBCTBHTEIIHOCT, TIPEYCTAHOBETE NMpHUnaraneTo Ha Eropona;
3aMOYHETE 00N NOAABPKAUIN MEPKH, KaKTO € KIHHHMHO YMECTHO M HabnoaaBaiTe nanMesTa 1o
OT3BY4YaBaHE Ha MPH3HALMTE H CUMIITOMHTE (BXK. TOUKH 4.3 1 4.8).

XHUIECPIIMKEMH M 3aXapeH auader

I1pM neYeHHE ¢ NATHNEPHICH ce choOIaBa 3a CTyYan Ha XUNepriIMKeMUst, 3axapeH AHaler u
00OCTpAHE HA Beue CHIIECTBYBAIL AMA0eT, BKIIOYMTENHO AHafeTHa KOMa K KETOALH/I034.
[IpenopbYHTEIHO € MOAXOOAMO KIHHHYHO MOHHTOPHPAHE B ChOTBETCTRHE ¢ IIPHETHTE HACOKH 3a
JieueHHe ¢ aHTHNCHXOTHIH. [TauenTy, nexysanu ¢ Eroponan, Tpabsa na ce npocieIaBar 3a
CMMIITOMH Ha XHIICPIITHKEMHUsA (KaTO NOJTHIAMIICHA, TIOMHYPHs, IoAdarus | oTNagHajiocT), a
MAlHEHTH CHC 3axaped auader TpabBa peaOBHO Aa ce MPOCNEAABAT 33 BIOIIABAHE HA MIIOKO3HHA

KOHTPOJI.

[loBHinaBane Ha TernoTo
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[IpoyuBaHHa ¢ ThKaHHH KYITYPH NOKA3BAT, Y€ PACTEXBT HA KIIETKHTE HA TYMOPH Ha I'bp/aTa [pH
YOBEKA BEPOATHO € CTUMYJIHPaH OT nponakTuH. HezaBHcHMo ve Mpy KIHHWYHH eNMMIEMHONIONHYHH
M3NHTBAHMAA 10 MOMEHTA HE € JIOKa3aHa ACHA BPb3Ka ¢ NPWIaraHeTo Ha aHTUIICHXOTHIIH, C€
NpenophyBa MOBHINEHO BHHMAHHE NPH NaLlMEeHTHTE ¢hC ChOTBETHATA anaMHe3a. [lannnmepuaoH
TpAOBa Ja ce MpHjjara ¢ NOBHILIEHO BHUMAHHE MPHU NALMEHTH ¢ BeYe CHUIECTBYBAL TYMOP, KOHTO
MO3KE /12 € MIPONAKTHH-3aBHCHM,

Q PTOCTATHYHA XHWITIOTOHHUA

INanunepuaoH Moxe fa npeAU3BUKa OPTOCTATHYHA XHNOTOHUA NPH HAKOK NALMEHTH, NOpaH
Onokupase Ha anda-penenTopure,

B3 ocHOBa Ha COOpHH AaHHH OT TpH WIaneHo-KOHTPOANPaHH, 6-CeIMHYHH H3ITHTBAHHA C
¢HKCHpaHa 1032 NepopalieH NATHNEPHIOH TabeTKH ¢ YabpkeHo ocBoboxkaaeane (3, 6, 9 u 12 mg),
32 OPTOCTATHYHA XHMOTOHHUA Ce choO1IaBa npH 2,5% OT NALMEHTHTE, JIEKYBaHU ¢ NEepopaicH
nanunepuaoH, B cpaeHenue ¢ 0,8% npu nauuenTHTe, NeKypaus ¢ wianeto. Eroponan Tpabsa na ce
H3NOJI3BA ¢ TIOBHINIEHO BHUMAHME NPH NALKMEHTH C H3BECTHH CHPACHHOCHAOBU 3a00NaBaHus (Hamp.
ChPAECYHA HEOCTATHYHOCT, HHQAPKT HA MHOKAPAA HIH HCXEMHS, IPOBOAHH HAPYINEHHA ), MO3BYHO-
CBJ10Ba DONECT WITH CHCTOAHUSA, KOHUTO Npepa3noaaraT NaiHeHTa KbM XMITOTOHMS (Hanp.
0be3BOHABAHE H XHIIOBONIEMES).

I'epuoBe
Eroponan Tpabea pa ce M3Mon3Ba ¢ MOBHIIEHO BHHMaHHE Opy NALUEHTH ¢ AHaMHE3a 3a MbpPYOBE WK

APYTH ChCTOAHHUA, KOHTO NOTCHIMAITHO [TOHHXKABAT 'bpYOBHA 1Ipar.

brbpeunHo yBRpexknane
IIpu naumenTH ¢ 6p0pedHO YBpeKNaHe MIa3MEeHHTE KOHIIEHTpAllid Ha NATHNCPHIOH Ca IOBULICHH,

MopaJy KOSTO C€ ApenopbuBa KOPHIrHPaHe Ha A03aTa MPY NALKEHTH C JIeko OBOpeuHo yBpeXxIane.
Eroponan He ce npenopbiBa NpH NAIMEHTH ¢ YMEPEHO WIH TeXKo Ob0peuHo yBpexKaaHe
(KpeaTHHUHOB KIMpHHC <50 ml/min) (Bx. Toukn 4.2 1 5.2).

HeproapobHO yRpexate
JIMncBaT NaHHW NPH NALMEHTH ¢ TEXKO YepuonpobHo yepexnane (xnac C no Child-Pugh).

I1periopbuBa ce NoBHIIEHO BHUMaHKWE, aKO NATHIIEPHIOH CE€ W3IMOJI3Ba NPH TaKHBa MalHEHTH.

IlajeHTH B CTapyecKa BB3PACT C JEMEHLHS
He ca nposexnanu npoy4saHud Ha Eroponan npH auyeHTH B CTap4ecKa Bh3pacT ¢ JASMCHLEA.

Eroponan Tpsa6Ba na ce H3M0/I3Ba ¢ MOBHLIEHO BHUMAHHE MPH MALIMEHTH B CTapUecKa BB3pact ¢
JAEMEHIHA, TIPH KOMTO UMa PUCKOBH (aKTOPH 3a MO3BYEH yap.

OnureT C© PHCTIEPHIOH, LIUTHPaH Mo-401Y, ¢ CMATA 32 BATHACH H 34 NATHNCPHIOH.

Obwa cmvpmnuocm

Merta-ananu3sT Ha 17 KOHTPOTHpAaHH KTMHWYHH U3NHTBAHHS NIOKa3Ba, Ye MalieHTHTE B CTapYecKa
BB3PACT ¢ ACMCHLIHA, ICKYBaHH ¢ JpYTrH aTHIIMYHH AHTHIICHXOTHLH, BKIIIOYHTEIHO PHCIICPUAOH,
aPUIHIIPA30JI, OJIAH3AIIMH M KBETHAIIHH, C4 HMaTH MTOBHLIEH PHCK OT CMBPTHOCT B CpaBHEHHE C
MaUMEeHTHTE, pHeMaH maneto. CMBPTHOCTTA NMPH NalEHTHTE, IEKYBaHH ¢ pPUCIEPHIOH, € 4%
cnpamo 3,1% 3a mnauedo.

Moszvuno-cvoosu nexcenanu peaxyuu
Habmonasa ce npubansurento 3-kpaTHo NOBHIIEHHE HA PHCKA OT MO3bYHO-CH0BH HEXEIAHH
peakiliH NMPH PaHAOMU3HPAaHH, 11a1ie60-KOHTPONHPAaHH KITHHHYHY NPOYYBaHHs MPH NOIyJia

APHMITHIIPAa30JI H OJIaH3aI1HH. MexaHH3MBT 3a TO3H MOBHIICH PHCK € HCH3BECCTCH.

bonect Ha HapKrHCOH W AEMEHITHA ¢ Teaua Ha Lewy




JlexapHuTte TpAGBa BHHMATENTHO J1a APSUEHAT PHCKa CIPAMO T10713aTa, KoraTo npeanucear Eroponain Ha
nalMeHTH ¢ bonect Ha [lapkuBcon WiH ¢ aemeHnEs ¢ Tenia Ha Lewy (JTJI), Tei kaTo 1 npH ABETE
TPYIH MOXe 1a HMa NOBHIEEH PHCK OT Pa3sBUTHE HA HEBPONENITHYEH MAJIUCHEH CHHAPOM, KaKTO H
MOBHIDEHA YYBCTBHTEIIHOCT KbM AHTHIICHXOTHLM. {IposABHTEe Ha yBEIHYCHATa YyBCTBHTEIHOCT MOXKE
Ja BKIFOYBAT 00BbpKAHOCT, 3aMBITIEHO CH3HAHHE, NOCTYpaiHa HECTAOMIHOCT ¢ YECTH MafaHus B
JOITB/IHEHHE KbM €KCTpalHpaMHHa CHMIITOMATHKA.

Ilppanu3sM
CrolbInaear ce cimyyad Ha MHAYLMpaHe Ha MPHAINH3bM OT AHTHIICMXOTHYHH JIEKAPCTBEHH NPOIYKTH

(BIULIOUMTEITHO PUCTIEPHAOH), Onokupainy anda-aapeHeprugyaunte penentop. Ilo Bpeme Ha
NOCTMAPKETHHIOBOTO HAOMOAeHHE ce cho0aBa 3a MPHANUIBM H NPH NEPOPAIEH TATHITCPHIOH,
KOKMTO € aKTHBHHAT MeTabonuT Ha pucnepuaoH. [laupentuTe Tpsabpa na 6bxaT HHPOPMHPAHH
He3a0aBHO Ja NOTHEPCAT MEMLHHCKA TTOMOILL, aKO TO3H NMPHAIM3BM HE OT3BYYH 0 4 Haca.

PerynupaHe Ha TeJlecHaTa TeMueparypa

AHTUICAXOTHYHHTE JIEKAPCTBEHH IPOXYKTH MMAT CEONUCTBOTO A4 HapyllUaBaT CHOCOOHOCTTA Ha
OpraHHM3Ma Jia HaMaisBa TeJleCHaTa TeMieparypa. [lpenopbupar ¢e NoaxoAsH IPHKH, KOrarTo
Eroponan ce mMpeanycea Ha NALMEHTH, KOUTO 1ie ObAAT H3I0KEHH Ha YCJIOBHSA, AONPHHACAIIH 34
MOBHLIEHHE HA TEJIECHATa TEMIEPATY A, HAlpHMED YCHIECHH (PU3NUECKH YIIPOXHEHHA, H31araie Ha
NpeKoMepHa ropelliHHa B KOMTO NOJTy4aBaT ChITBTCTBALLA TEpanuA ¢ JICKAPCTBEHH MPOTYKTH C
AHTHXOJIHHCPrH4YHO AEHCTBHE, WIIH €A MOLM0KEHH Ha AeXHIpaTalus.

Benosen TpomboeMbonuzbm

Crobmiasa ce 3a cry4aH Ha BeHozeH TpoMboeMGomnzeM (BTE) npy aHTHICHXOTHYHHTE JIEKAPCTBEHH
npoaykTH. Thit kaTo nNanmeHTHTE, TEKYBAHH ¢ AaHTHIICHXOTHLIM, YECTO Ca ¢ NPHAOOHTH PHCKOBH
¢akropu 3a BTE, Bcnukm Bb3moxHU puckoBH (aktopu 3a BTE Tpabea aa 6paaT naeHTHGUUMpPAHH
Mpeay H N0 BpeMe Ha devYeHHeTo ¢ Eroponal, kakTo W a ObAaT npeAnpHeTH NIPEBaHTHBHH MEPKH.

AHTHEMETHYEH eeKT

lpu npeaxnHEHYHATE H3MHTBAHHA ¢ NAUNEpUAOH € Habmoaasan aHTHeMeTHYeH epexT. AKO TO3H
edexT ce MOABH NPH XOopa, TOH MOXe /4 3aMacCKHMpa NPH3HALMTE U CHMITTOMHTE Ha NMpeao3MpaHe HA
OTpEAE/ICHH JIEKAPCTBEHH MPOAYKTH WIH HA ChCTOSHHS, KaTO YpeBHA 00CTpYKLMA, CHHAPOM Ha Pelt u
MOZBYEH TYMOP.

HprnoxeHue
TpabBa na ce BHUMAaBa, 3a Ja e u30ertHe ciyyaifio HIbKEKTHpaHe Ha Eroponan B KPBBOHOCEH CB/I.

aonepaTHBeH (JIONH HPHC CH M
Hurpaonepatueen gonu upkc cunapom (MOHC) e HabmoaasaH No BpeMe Ha oniepanys Ha

KaTapakTa IPH NalHEHTH, JIEKYBaHH C JIEKapCTBEHH NMPOAYKTH ¢ eQeKT Ha anda 1a-aApeHepriaycH
aHTAaroOHMCT, kato Eroponan (Bx. Touka 4.8).

HUPHC Moxe fa NOBHIUK PHCKA OT OYHH YCIOKHEHHA MO BpeMe Ha H cien onepaumaTa. Hactosmara
HJIH TIpEAHINHA yrroTpeba Ha leKkapCTBEHH NMPOAYKTH ¢ anda 1a-aapeHeprydeH aHTarOHHCTHYEH
eext TpaOBa Na ca M3BECTHH Ha OUHHS XHPYPT NpeaH onepaupara. [loTeHpuanHara noisa oT
CIIHpaHeTO Ha anga 1-0NoKHpalaTa Tepanus npey ONepaLys Ha KaTapaKTa He € YCTaHOBEHa U
TpabBa Na OBlE NpeLiCHEHa CIIPAMO PHCKA OT CTTMpaHe Ha TEPanUATa C AHTHIICHXOTHIIMU.

IToMoinHu BelecTpa
To3u nexapcTBeH MPOAYKT ChAabpKa no-Manko oT 1 mmol natpuii (23 mg) Ha no3a, 1.€. no S
HE ChAbPKA HATPHIA. Akl




Ilpenopbuea ce NOBHINIEHO BHAMaHHe, Korato Eroponai ce npeAnucea ¢ IEKapCTBEHH NPOAYKTH, 3a
KOHMTO € U3BECTHO, Ye yabmkaeaT QT uHTepBana, kKaTto Kinac JA aHTHApMTMHYHH cpeacTBa (Harmp.
XHHHAMH, Au3onHpamMua) H kiac I antHapuTMHYHE cpexcTa (Hanp. aMHOAAPOR, COTanon), HAKOH
AHTUXUCTAMMHY, HIKOHW JPYTH AHTHIICHXOTHI(H, KAKTO W HAKOHW AaHTUMANapUHHK CPEICTBa (Harp.
Me(pNoxKH). To3H CIMCHK € NPUMEPEH H HE € H3YepNaTeNeH.

ITorenmman Ha Eroponan na noraMaBa JApyry JeKapcTea

He ce ouaksa nanunepruaoH Aa NpeAH3BHKBA KIIHHHYHO 3HAYHMH (apMaKOKMHECTHYHH
B3aUMOACUCTBHA C 1eKAPCTBEHU MPOXYKTH, KOUTO Ce MeTabomm3upaT 4pe3 uuroxpom P-450
V30CH3IUMMUTE.

Kato ce uMa MpeaBu OCHOBHHAT e(eKT Ha MaTUIePHAOH BhPXY LUEHTPATHATa HEPBHA CHCTEMA
(LHC) (Bx. TOouka 4.8), Eroponan Tpa0Ba Aa ce M3Mo0JI3Ba C TIOBHILIEHO BHUMAHAE B KOMOHHALIHA C
APYTH AE€KapCTBa, KOUTO AehcTRat BupXy ITHC, kaTo aHKCHONUTHIH, MOBEYETO AHTHIICHXOTHIIM,
CBHOTBOPHH, OITMATH M T.H., HJIH C AJIKOXOI.

[TanuriepyIoH Moke Ja aHTaroRH3upa edeKra Ha JIEBOAoNA H IPYTd JONAMUHOBY aroHMCTH. AKO ce
CMATA, Ye Ta3d KOMOMHALUA € HeoOxoaHMa, 0cobeHO B KpaliHuA cTtaauii Ha bonectTa Ha IlapkHHCOH,
TpA0OBa /a ce npeAnyMcBa Hali-HUCKaTa eeKTHBHA 034 OT BCAKO JIEKAPCTBO.

Hopaau noTeHuMana Ha TEKapCTBEHHA MPOAVKT A3 NPEAH3BHKBA OPTOCTATHYHA XHIIOTOHHA (Bak.
TOYKa 4.4), Ipy npnaradeTo Ha Eroponan 3aeAHO ¢ APYry TepaneBTUYHH CPelICTBA, KOHTO CHIIO
MMAT TaKbB NOTEHLHAJ, HANP. APYTH AHTUIICUXOTHIIH, TPHLMKTHYHH aHTHAEIIPECAHTH, MOXKE 11a C€
Habnronapa agUTHREH e(deKT.

[Ipenopbuea ¢ce NOBMIIEHO BHUMAHHE, B CTy4ail ue nmaaunepuaoH ce KomOHHUpa ¢ ApyTH
JICKAPCTBEHH [IPOAYKTH, 3a KOHTO ce 3Hae, 1€ MOHKABAT Ipara Ha rbpuoBeTe (Hanp. (PeHOTHA3HHH
11K OyTHpodeHORM, TPHIMKIIMYHM AaHTHICTIPECAHTH WIH CeJISKTHBHA MHXHOWTOPY Ha 0OpaTHOTO
saxsaulade (SSRI), tpamanon, Medioxun u ap.).

EnHoBpeMEHHOTO MpMJIaraHe Ha TiEpOpAEH NAMNEPUAOH TAONETKH C YIB/DKEHO OCBOOOKAaBaHe B
CTallHOHAPHO CHCToAHME (12 Mg BeIHBX AHEBHO) ¢ AHBAINPOCKS HATPHI TAONETKH ¢ yABIDKEHO
oceoboacasane (500 mg a0 2 000 mg BeAHBXK JHEBHO) He OKa3Ba eexT BHPXY (PapMaKOKHHETHKATA
B CTAlJHOHAPHO CHCTOAHHME HA BaJIIIPOATA.

He ca npopexmanm npoy4BaHus 3a B3aHMOACHCTBMATA Mexxny Eroponan ¥ TMTHH, BEIPEXH TOBA €
MaJlKa BepOATHOCTTa OT $apMaKOKMHETHYHH B3aHMOJIEHCTRHA.

IloTennnan Ha JpYry JekapeTea fa nopauapat Eroponan
IpoyuBanusa in vitre nokaisart, ye CYP2D6 u CYP3A4 Morart 1a UMAaT MEHHMMAJJHO YYACTHE B

meTabonu3Ma Ha MATHNEPHUACH, HO HUTO N Vitro, HATO in vivo KMa TIPU3HALIH, Y€ TE3H H30EH3HMH
UrpadT 3HaYHMa poJis B MeTa0OoTH3Ma Ha nmanunepuioH. EAHOBpeMEHHOTO NpWiarale Ha fnepopaieH
NaJTHNEPHIOH ¢ NMAPOKCETHH ~ MotneH HHXHOuTOp Ha CYP2D6, He mokazBa KIBHHYHO 3HAYHM €(eKT
BbpPXY (papMaKOKHHETHKATa Ha MANUIEPHIOH.

EnHOBpeMEeHHOTO npuiaraHe Ha nepopaieH NATHNEPUAOH ¢ YIB/DKEHO 0CBOOO0XK1aBaHE BEAHBK
AHeBHO ¢ kapOamazenuH 200 mg aBa ITbTH AHEBHO BOAH O HaMaJIABane ¢ npuOnH3uTenHo 37% na

MEXIMHHATA Cmax B CTaLMOHAPHO cheTogHHe M AUC Ha naiMnepUioH.

Tosa HamanieHHe B SHAYHTEIHA CTEMCH e IPHYMHABA OT yBenudasase ¢ 35% Ha Ob0peyHHs KIAPLHC
Ha MATHNEPHAOH BEPOATHO B PE3YJITAT Ha MHAYUUpaHe HA Os0peunn P-gp ot xapbamasenuH. OT

yYpHHaTa, MOXe J1a ce MpeanonoxH, 4e e uMano cnab edexr pppxy CYP metabommsma
OMOHATHYHOCTTA HA MAJTMNEPHAOH 110 BPEME HA eTHOBPEMEHHOTO NPUIIaraHe Ha Kap
NO-BHCOKH 1034 Ha kapbaMasenuH Morar Jia ¢ce Mojy4ar 11o-rojieMy HaManeHHusa Ha

KOHLEHTpaliii Ha nanunepuaou. [Ipu 3anousanero Ha kapbamazenun Aozara Ha Er



CE npepasriena ¥ yBeJIH4H, ako € HeoOxoaumo. CHOTBETHO NPH CIIHPAHETO HAa KapOamasenuH J03aTa
na Eroponan tpabsa na ce npepasriaena v Hamalli, ako € HeOOXOaHMO.

EanoBpeMeHHOTO NpHaraHe Ha eIHHKYHH JI03M NEPOPAICH MATHNEPHAOH TaOIETKH ¢ YABIDKEHO
ocBoOOXKIaBaHe 12 Mg ¢ AUBANMPOEKC HATPHI TabJIeTKH ¢ yab/nkeHo ocBobokaasaHe (ABe TabeTkn
or 500 mg BeaHbXK AHEBHO) BOAH 10 YeeanuyaBaHe HAa Crax H AUC Ha nanunepyunoH ¢
nprOH3uTenHO 50%, KOSTO BEPOATHO ¢ ABKH Ha YBEIHYEHaTa nepopanHa abcopOums. TeH KaTo
HE ce Habmro/aBa €eKT BBPXY CHCTEMHHA KIIMPBHC, HE C€ OYaKBa KIHHHYHO 3HAYHMO
B3aHMOJEHCTBUE MEXY JHBANMPOESKC HATPHII TaONIETKH ¢ YOBIKeHO ocB0OOXKaaBaHe M Eroponan
MHTPAMYCKyJ/IHa HiIDKkeKLHA. He ca nposexxanu npoy4saHns 3a ToBa B3aumMo/eiicreue ¢ Eroponai.

Ennospemenna ynorpeda va Eroponan ¢ pucrnepMaoH HWIH NepopaieH NaJKIepUAOH
Tyii KaTo nalHOEPHAOH € OCHOBHHUAT aKTHBEH MeTaOOINT Ha pHCMICPHAOH, TPAOBA Ja c€ BHUMaBa MpH

€THOBPEMEHHO NMPUIOKEHHe Ha Eroponan ¢ pucriepHioH WIH ¢ NepopaiieH NaJunepHIoH 3a

NPOIBLKHTENCH NEPHOA OT Bpeme. JlanHuTe 32 Ge3onacHOCT npu ynorpedara va Eroponain ¢ Apyru
AHTHUTNCUXOTHLIH Ca OTPaHHYEHH.

EnnospemMenta ynorpeda Ha Eroponan ¢ NCUXOCTHMYIAHTH
EnnoBpeMennara ynorpeta Ha ICHXOCTHUMYJIAHTH (Hanp. METHAGEHHIAT) ¢ NATHICPHIOH MOXE Aa

JOBEJE N0 SKCTPAMUPAMMIHHA CHMITTOMH TIpH ITPOMSAHA Ha €QHATa WK Ha JABETe TepalnHH (BX. TOYKa
4.4).

4.6 PeprunnTer, OPEMEeHHOCT H KhPMeHE

bpeMeHHOCT
Hsama aocrarbuHo JaHHK 33 ynoTpebaTa Ha ManHNepHAoH No BpeMe Ha SpeMennocT. HHTpaMyCcKy1HO

MHXKCKTHPAHHAT NAIMIIEPUAOHOB NAIMHTAT H NEPOPATHO NPHIIOKEHHAT NATMIIEPHUAOH HAMAT
TEPATOreHEH €EKT B NPOYYBAHMATA NPH KHBOTHH, HO ¢& HAaOMogaBaT Apyry BUAOBE PENPOAYKTHBHA
TOKCHMYHOCT (BK. Touka 5.3). [Ipy HOBOpONEHH, H3NOKEHH Ha NATMIIEPHACH 1Ipe3 TPETHA TPUMECTHP
Ha OPEMEHHOCTTa HMa PHCK OT HEKENIaHM JIEKApCTBEHH PEaKLHY, BITIOYBAIINY eKCTpamHpaMHIHK
CHMITTOMH W/HJIH CHMIITOMH Ha OTHEMaHe cle]l pakKIaHeTo, KOWTO MOTaT Aa BapHpar f10 TEKeCT H
NPOBDKHTENHOCT. JloknanBaHu ca ciiy4yam Ha Bb30yzia, XMNEpTOHHA, XUIIOTOHKA, TPEMOD,
COMHONICHTHOCT, PECTIHPATOPEH AUCTPEC WK XPaHHTENTHH Pa3cTpPOACTBa. 3aT0Ba, HOBOPOJACHHUTE
TpAOBa 1a 6baaT BHHMaTeHO MOHHTOpHpaHK. Eroponan He TpabBa a ce H3M0M3Ba 110 BPEME Ha
OpeMeHHOCT, OCBEH B CTYYaii Ha KaTerOpH4YHa HEOOXOIHUMOCT.

KBpMeHe

[IpunoxeH B TepaneBTHYHH 03U HA KEPMELIH XKEHH, NTATUIIEPHAOH C€ eKCKPETHpa B KbpMAaTa 110
CTEMeH, MpH KOATO HMa BepOATHOCT 3a NoABa Ha epeKTH NpH KkbpMadeTo. Eroponan He Tpabpa na ce
W3M0J13Ba B MIEPHOA Ha KbPMEHE.

QepTUINTET
He ca HabmonaBaHH chOTBETHH eheKTH TIPH HEKTHHWYHH NPOYYBaHHA.

4.7 EdexTH Bbpxy cuoco6HoCTTA 32 modupane R padoTa ¢ MANIAHH

[lanuneprnon Moxe Aa noBnMge B MAJIKa WIH YMEPEHa CTeneH cnocobHOCTTa 3a Wodupaxe U pabota
¢ MAllIHHH, MOpaZiv NOTeHUMAIHUTE eQEKTH BBPXY HEPBHATA CHCTEMA M 3PEHHETO, KAaTO CeAalikd,
COMHOJIEHTHOCT, CHHKOI, 3aMBIJIEHO 3peHKe (BikK. Touka 4.8). ITopaau ToBa, Ha NaLHEHTHUTE TPAOBa
J1a ce Npenoprysa Ja He wodupat B paboTar ¢ MAIKHHHY, I0KATO HE CTAHE H3BECTHA TAXHAT
HHIHMBHIYAJIHa YyBCTBHTEIHOCT KbM Eropomant.

4.8 Hexe1aHH JIEKAPCTBEHH PEAKIHE

O0600menne Ha mpoduia Ha He301ACHOCT




HexenaHuTe peakiiMK, KOMTO ¢a AOK/IaABAHH Hali-4eCTO NPH KIMHAYHH MPOYyYBaHHA ¢a HHCOMHHUA,
rnasoboiHe, 6e3n0KoHCTBO, HH(PEKIMH Ha TOpHHTE AUXATEIHH ITHTHILA, PEAKLUH Ha MACTOTO Ha
HIDKCKTHpPAHE, NAPKHHCOHUIbM, TIOBHIIABAHE HA TEITIOTO, AKATH3MA, LKHTALMA,
CeaLus/COMHOJIEHTHOCT, aJieHe, KOHCTHNALIMSA, 3aMalBaHe, MyCKYHO-CKeJIETHa OoJIKa,
TAXHKapHs, TpeMop, abaomunanta Oolika, NOBPHINAHE, AUAPHA, YMOPA ¥ JTHCTOHHS. OT H3OpOoeHHTE
AKaTH3HA M CEJALMA/COMHONEHTHOCT H3INEkKAA Ca A030-3aBHCHMH.

TabnuueH COMCHK Ha HEKENAHUTE PEaKLIHH

Cnensar BCHYKH HEXKeTaHH PeaKiliH, KOWTO ce CHOOIABAT ¢ NANHIIEPHIOH IO YeCTOTHH KaTErOpHH,
OLICHCHH B KJTHHHYHH NPOYYBaHMA ¢ NAAMNIEPHAOHOB NaiMuTar. M3nonssar ce cliefHUTe TEPMHHH 3a
yecToTara: MHozo yecmu (>1/10); vecmu (>1/100 no <1/10); revecmu (=1/1 000 xo <1/100); peoxu
(=1/10 000 no <1/1 000); smuozo peoxu (<1/10 000); n ¢ Heuzsecmna vecmoma (4€CTOTaTa HE MOXKE
Na ObAe OlIeHEHa OT HANHUHHTE JaHHH).

CHcTeMmo-opraHeH Hexe1ann peaknHy
Kaac YecToTa
Mmuoro YecH Hevectn Peaxu C HeH3BeCTHA
J¢CTH JecTOTA?
Audexnnn 1 MH(EKIHA HAa TOPHUTE |ITHEBMOHUA, OPOHXHT, HHpEKIH Ha
HEpeCTANHH AHXATEJTHH ThTHINA, HHGEKUNI HA NHXATETHHTE [OYHTE,
HHpEeKIHA HA TBLTHIIA, CHHY3HT, ACTHT, |{aKapOAEPMAaTHT,
MHKOYHHTE TbTHINA, |HHQEKIHA HA YXOTO,
rpun TOH3WIHT, OHHXOMHKO3H,
HETYITHT, TFOAKOXKEH abcrec
HapyuleHus Ha HamalleH Opoil Gemm XPpLBHH |HEYTPOIEHUS, arpaHyJIOLMTO3a
KPLETA H KNETKH, aHEMUS TpoMOOIHMTONECHHS,
JAMPpHATA MOBHIICH OpOH
CHCTEMA €03HHOPUIIH
Hapyiuenns ua CBPBXUYBCTBHTETHOCT araWIaKTHIHA
HMYHHaTA peaxuus
CHCTEMAa
Hapymenns Ha XUTEpOpoIakTHHEMHA® HeMmOAX 041
CHAOKPHHHATA CeKpelms Ha
CHCTEMA AHTHANYPETHUEH
XOPMOH, HAJTHYHE
Ha 3aXap B ypHHaTa
apylleHHe HA XHIIEPTITHKEM S, 3axapeH auaber”, nAabeTHa BOJHA HHTOKCHKALHA
meTabonsma u IOBHIIABAHE HA XHUIICPHHCYTHHEM U, KETOaLMAO3a,
XpaHeHeTo TErfa0TO, MOHIDKARAHE |MOBHINEH aNeTHT, XMITOTJIMKEMHH,
Ha TErJIOTO, HAMAlleH  |aHOPEKCHA, IOBHINEHH MOAHAHIICHA
AeTHT TPHTIMLEPHIH B KPBBTA,
IOBHIICH XONECTEPOI B
KpPBHRTa
Henxnaan MHCOMHHN" |aKHATAlWd, ACTIPECHs, |HAapyLICHHWd HA CHHA, MAaHHA, |KaTaTOHHA, pPasCTpoicTBO Ha
HApyLeHHS 6e3noKoHCTBO HaManeHo Jauduao, CBLCTOSIHME Ha XpaHeHeTo, CBLP3aHo
HEPBHOCT, KOLIMapH O0BpKAHOCT, CBC ChHHSA
COMHaMOYIH3EM,
MIPATBIIEHA
qyBCTBHTEITHOCT,
aHOprasMus
HapyuieHHS Ha NapKAHCOHHIBM”, TapJHBHA THCKUHE3NA, HEBPOJIETITHYEH  GIHEDETHAKOMA
HepPBHATA aKaTH3INA®, CHHKOII, ICUXOMOTOPHA MaNHTHEH SUTREAY
cHCTEMa CENaLHA/COMHONEHTHO |CBPBXAKTHBHOCT, CHRIPOM, HC A
CT, JUCTOHHSA", NOCTYpajJHa 3aMasgHOCT, Ha MO3BKA, r,:nf;ﬂg* ﬁ’“' ‘*';;'e._:_ "f‘g
JamaiiBane, HapYILICHHC HAa BHUMAHHMETO, |Ha peaknms Fear Vsl
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AUCKHHE3HIA", TPEMOP,

AU3ApTPHA, JUCTCY3HA,

CTHMYJIH, 3aryba

rasobonue XHMOSCTE3MA, NapecTe3us  |Ha Ch3HAHHE,
TIOHHKEeHO HHBO Ha
CBh3HAHME,
KOHBYJICHH",
HapyNICHHE Ha
PABHOBECHETO,
abHopMHA
KOOpAMHALYA,
AUCTOHHYIEH
TPEMOPp Ha raBara
Hapymenns Ha 3AMBIJICHO 3PCHHE, TIIayKoMma, ({NOTIH HPHC CHHAPOM
OUHTE KOHIOHKTHBHT, CYX0Ta B HapyILIeHHsA Ha {MHTpaonEpaTHREH)
OIUTE ABWXKCHWATA HA
OYHTE, BEPTEHE HA
ounte, potodobus,
NOBHINEHO
CRIIOOTAENIHE,
OYHA XHNEPEMUS
[apymenus Ha BEPTHIO, LITYM B YIINTE,
YXOTO H DOMKA B YXOTO
JIAOHpHHTA
Cropaeunn TAXMKAP AU aTPUOBEHTPHKYJapeH ONOK, |MpeachpIHo
HAPYIDEHHA Hapy1l1€Ha NMPOBOAHMOCT, MBXICHE,
yvasmxeH QT-uHreppan Ha  (CHHYCOBa apHTMHA
¢NIEKTPOKapRHOrpamMa,
CHHIpPOM Ha NOCTYpaTHA
OPTOCTATHIHA TAXUKapOHd,
Opanukapaus, abHopMHa
eJIEKTpOKapaHOTpaMa,
NMalNHTalHA
CoaoBx XHNIEPTOHHSA XHIIOTOHHA, OPTOCTaTHYHA |Oenmoapoben HCXEMHA
HAPYUICHHSA XHIIOTOHHA eMOONH3bM,
BeHO3Ha TpomOo03a,
3a4CpBABAHE HA
JIULETO
PecnimpaTopuu, KanUTHIRR, HA33/Ha AUCIIHE, CHHIPOM Ha ChbHHA |XUMEPBCHTHIIALHMA,
BAHH H KOHI'€CTHA dapuHTroNapuHTeanta 6onka, |anHed, SeloapobHa acHpauHoHHa
eIHACTHHA/HH EMHCTAKCHC KOHT€CTH, ITHEBMOHHA,
HAPYUICHAN KOHTECTHA Ha auchoHu
pecnUpaTOpHHA
TPaKT, XPHIIOBE,
KPEITHTALIMH
Cromamno- KOpEeMHA 0OMKa, KOpeMeH AHCKOMGopT, MaHKpEaTHT, uieyc
YpeBHH NOBPLINAHE, FAICHE,  [TACTPOCHTEPHT, IUC(Parnd, |YpPEBHA
HApYILEeHHS KOHCTHIIALIMA, JHapHs, |CYXO0Ta B YCTaTa, HEMPOXOJHMOCT,
aucnencus, 3u006on  |dmatynenims MOIyBAHE HA
e3uKa, (PeKaHa
HHKOHTHHCHIIHS,
dexanoma, xeinur
XenaToOHIHAPHH NIOBHILICHH MOBHILICHA KbATCHHIA
HAPYLICHHS TPaHCAMHHA3H ramMarnyTaMunTpaHcdepasa,
TIOBHINEHH YePHOAPOOHH
S€H3HMH
HapyitieHus Ha YPTHKapHA, IPYPHTYC,

KOXaTa H

o0pHB, anonenus, cKiema,
cyXa KOXa, epHTeMa, akHe
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MOAKOXKHATA cebopeeH
ThKaH AEpMATUT, ITBPXOT
Hapywenns Ha MYCKYTHO-CKEJIETHA IIOBHIIEHA pabaoMunoNIN3a, HeoOWdaiiHa no3a
MYCKY/JTHO- bonka, Sonka B repba, |kpearmH(pochoXnHA3A B ITOlyBaHE Ha
CKeJIeTHATA apTpanrus KPBBTa, MYCKYJIHH CIIA3MH, |CTABHTE
CHCTEMA H CKOBAHOCT B MYCKYJIHTE,
Cb¢AHHHTE/THATA MYCKYJIHA c1abocT
ThbKaH
HapyuieHus Ha HEe3aIbpPXKaHE HA YPHHA, 3aApBKKA Ha
0n0peunTe H NONAKUYPHA, TH3YPHA ypHHA
MHKOYHHTE
IMBTHILA
CrneToaHuS, HEOHATAJIEH CHHAPOM
CBbP3aHH ¢ Ha OTHEMAHE (BXK.
OpeMeHHOCTTA, TouKa 4.6)
pOAOBHA H
NoC1epoAOBHS
AE¢PHOA
(AapymeHHa ua aMeHopes EPEeKTHIHA AUC(HYHKLMA, MpHAMHIEM,
BBL3MpPOH3BONH- HApYLICHHE Ha eAKYJIaLHMATA, | ITACKOM(OPT B
TEJIHATA CHCTEMA HEPEIOBHA MEHCTpYalms”", (rbpaaTa, 3acTOH B
H I'bpAaTa THHEKOMACTHA, FTaMaKkToOpEs, |TbpAUTE,
ceKcyanHa nuchyHKius, YIoJieMABaHE Ha
OonKa B rbplaTa I'bpINTE,
BarHHAJIHO
TEHCHUE
O6mm MUPEKCHA, ACTEHHA, OTOK Ha JIMLIETO, OTOK", XUIIOTEPMHH, MOHMKEHA TelecHa
HAPYIICHHA H YMOpa, peakims Ha MOBHIIEHA TENECHA BTPHCAHE, KaKIa, |TeMIEpaTypa,
eeKTH HA MACTOTO Ha TEMMEPATYpPa, HapyIeHa CHHAPOM Ha HEKPO3a Ha MACTOTO
MACTOTO HA HIDKEKTHPaHE noxojaka, 00jika B TbpaMTe, |OTHEMaHe, adcliec |Ha MHXKEKTHpaHe,
NpHIGKEHHE auckom¢popt B o6nacTra HA |Ha MACTOTO Ha fi3Ba HA MACTOTO HA
TBPIHTE, HEPA3MONOKEHHE, |HHACKTHpPAHE, HHXXEKTHPaHe
MHIypaLHs LETYJIHT Ha
MACTOTO Ha
HHXEKTHpaHE,
KMCTa Ha MACTOTO
Ha MHDKEKTHpaHe,
XeMaToOM Ha
MACTOTO Ha
HHXEeKTHpaHe
Hapansipanus, NagaHe
OTpPaBAHHS H
YCROKHEHHS,
Bb3HHKHAJIH B
Pe3yNTAT HA
HHTEPBCHLHA

* HecToTaTa HAa HEXKENAHKUTE PEAKLIMH € ONIPe/ic)IEHa KATO KaTeropyA ,,¢ HeM3BECTHA YECTOTA™, 3aMOTO He ca HaOdModaBaHH B

KIHHHYEH MPOYYBAHAHA HA MATHOCPHAOHOB MTAJIMHKTAT. Te ca MOmy4eHH OT CIOHTAHHH NOCTMAPKETHHIORY CLODMIEHNA B YeCTOTATA
HM HE MOe Jia ObJIE OTIpeienieHa WM ca YCTAHOBEHA OT JaHHHTE OT KITHHHYHH H3NUTBAHUA H/IUH IIOCTMAPKETHHTOBH JOK/Ia M Ha
PHCTICPHAOH (BCHYKH fIeKapCTBEHH (FOPMH) HWIH TIEepOpaneH NaNHNEPUACH.

® BIbKTe MO-I0NY ,, XHIepIpOIaKTAHEMHAN™ .

® Biokte no-aony ,,ExcTpanupaMuAHE CHMIITOMH®,

" B mnaneGo-KOHTPONHpaHH B3NKTBAHUA CTy9aH Ha 3axapeH auaber ce crobmaear npy 0,32% ot n
Eroponan, e cpaBHeHue ¢ (,39% B rpynara Ha ruianebo. O0mara 4ecToTa OT BCHIKH KTHHHMHH H3IT

MNallHCHTH, ICKYBABH C [TATHIIEPHIOHOB NAJIMHUTAT




" HHCOMHHES BKIMBA: 3aTpyIHEHO 3acNHBaHe, NOBLPXHOCTEH ¢hH, KOHBY/ICHA BKUIIOMBA: NpHNagbK Tl ,,Grand mal®; Ejaem
BKJIIOYBA: FCHEPAIM3HPaH €/1eM, NEpUGEpeH eaeM, MeK eaeM. MeHcTpyalHO HapylleHHe BK/IIOYBA: 3AKbCHEHHE Ha
MECHCTpYAllATa, HEPEAOBHA MEHCTPYallus, ONIHTOMEHOPES

Hexenann peaximu, HabmoaaBaHH ¢ JIEeKapcTBEHH GOPMH Ha pUcepUIOH
TuH KaTO NATMIIEPHAOH € aKTUBEH METaOONMT HAa PUCTIEPHIOH, TPOQMIHTE HAa HEXKEIAHH PEeaKiii Ha
T€3W AKTHBHH BENIECTBA (BIJIIOYHTEITHO NEPOPANHH H HEDKSKIIMOHHH (DOPMH) €4 CHOTHOCHMH.

Onucanye Ha W3OpaHH HeXeNaHH PeaKIIMH

Anagunaxmuyna peaxyus

Ilo BpeMe Ha OCTMAapKETHHIOBHA OIHMT PAAKO ¢a ChOOMIABaHH CTyyad HAa aHA(HIAKTHYHA peaKLivs
ClIe/l HIDKEKIIHOHHO MPUJIOKEHNE HA TIAJIMIIEPUAOH NPH NALMECHTH, KOWTO JIpeIH TOBA Ca HMAJIH
NOHOCHMOCT KbM [1€pOpaieH PHCHEPHACH HIH [EPOpaicH NATHNEpUIoH (BX. Todka 4.4).

Peaxyuu Ha MACMOMO HQ UHIKCEKMUPaHe

Haii-uecTo chobinaBaHaTa HexenaHa peakiiMg, CBhp3aHa ¢ MACTOTO Ha WHXeKTHpaHe, € Bosakara. [lo-
roJsIMAaTa YacT 0T TE3U peakliiH ce choOIARAT KATo JIEKM 0 YMEPEHH M0 TEKECT. BbB BCHYKH
npoyuBanHa da3a 2 U 3 ¢ WHKEKIHOHHO NPHIOKEHHE HA TIAUNEPUAOH MPH OLICHKHTE Ha
YYaCTHHLMTE 32 OOJIKATa HAa MACTOTO Ha HIDKEKTHpaHe Ha 6a3aTa Ha BH3yalHA aHAJIOrOBa cKaja ce
HabMoaBa TeHAEHLIMA 38 HAMANICHHE 110 YeCTOTA M HHTEH3UTET ¢ TeYeHHE Ha BpeMeTo. Hmkexuuure
B ACATOHIHHA MYCKYJ C€ Bb3IIPHEMAT KATO MATKO NO-00/1e3HEHH OT ChOTBETHHUTE HIDKEKLIMH B
CeNaNHIIHNA MYyCKyJ. JIpyrure peakiiu Ha MACTOTO Ha WHIKEKTHpaHe Ca NPEIBMHO JIEKH 110
MHTCH3UTET H BKITIOUMBAT HHAYpALMA (YeCTH), NPYPUTYC (HEYECTH) ¥ BH3/H (PEIKH).

Exmpanupamuonu cumnmomu (E11C)

EIIC sonouBar cOOpeH aHanM3 Ha CAEOHUTE TEPMHHH: NAPKHHCOHHIBM (BIUTIOUBA XHIIEPCAITHBALIHA,
MYCKYJIHO-CKeJIeTHa CKOBAHOCT, MAPKHHCOHHM3bM, H3THYAHE HA CTIOHKa, PHrHAHOCT THII ,,3604aTo
xoeno0“, OpaAuKHHE3UA, XUIIOKHHE3H, MACKOBHIHO JIMIIE, MyCKyJIHa CKOBaHOCT, aKHHE344, BpaTHa
PHIHAHOCT, MYCKY/IHA PUTHAHOCT, NAPKMHCOHOBA TI0OXO0JKA, NATONOrHYeH peduekc Ha rnadbenara v
NApKHHCOHOB TPEMOP NPH MOKOH), aKaTH3MA (BKIIOYBA aKaTH3NsA, 6e31I0KOHRCTBO, XHIIEPKHHE3HS U
CHHAPOM HA HECTIOKOHHHTE KPaKa), AMCKHHE3HA (AUCKHUHE3HA, MyCKY/IHH NOTPESIBAHHA,
XOpeoaTeTo3a, aTeT03a ¥ MHOKIIOHYC), IMCTOHUSA (BIUTIOMBA AUCTOHHSA, XHIEPTOHMS, TOPTHKOIHC,
HEBOJIEBH MYCKYJIHH KOHTPAKIIHH, MYCKYJIHA KOHTPaKTypa, Onedapocna3eM, OKYJIOTHPHYHA KPH3a,
napagi3a Ha €3MKa, JIMICB CNa3bM, JApHHTOCHa3bM, MHOTOHHA, OIIMCTOTOHYC, opodapHHreancH
CNa3EM, IUNIEEPOTOTOHYC, CMIAa3bM Ha €3MKa H TPH3MYC) B TpeMmop. TpadBa na ce othenexw, e ca
BKJIFOUEHH NO-IIHPOK CIIEKTHP OT CHMITTOMH, KOMTO HAMAT HETPEMEHHO EKCTpanHpaMuiaeH
TIPOH3XOA.

Hoauuasane na meziomo

[Ipu 13-cenMuyHO Npoy4BaHe, BkMoYBammo 150 mg peBexaallia no3a, NpH 4acTTa OT NAUMEHTHTE C
aOHOPMHO NOBHUILABAHE HA TETJIOTO >7% ce HabmoAaBa A0303aBHCHMA TeHAeHLM, ¢ 5% JecToTa Ha
nosiBa B ranedo rpynara, B CpaBHEHME CBC ChOTBETHO 6%, 8% u 13% npu rpynHTe ¢ HEDKEKLHOHEH
nanunepsaos 25 mg, 100 mg 1 150 mg.

1o BpeMe Ha 33-cenMHueH OTKPHT NpeXoReH/IIoAALPKAl MEPHOM HA IIPOYYBAHETO 32 AbITOCpPOUHa
NpeBEeHLINA Ha MOBTOPHA MOfABa, 12% oT mauueHTHTE, JEKYBAHH C HIDKCKIMOHEH MATMIIEPHIOH ,
OTrOBAPAT Ha TO3H KpHTEpHii (NoBUIIaBaHe Ha >7% oT ABOMHO-cAnAaTa (as3a A0 KpaHHAaTa TOUYKa);
cpeaHara (SD) npomsHa Ha TEMJIOTO OT H3XOAHOTO HHBO Mpe3 oTKpHTarta dasa e + 0,7 (4,79) kg.

Xunepnpoaakmunemusn

MAMACHTH OT JIBaTa ItOJId, KOHTO ITOJYYaBaT NATHIICPUACH 34 HHXKCKITHOHHO ITIPHJIOZK
Hexxenanure PCAKIIHH, KOHTO MOIaT Na npearnoiaraT noBHllaBaHe Ha HABATA Ha 1P




aMeHope4d, rajakropes, HapyLUIEHHA B MEHCTpYaJllHHs HHKBJ1, THHEKOMAacTHUs), ca crobIaBaHe npu
o010 <1% oT NanMeHTHUTE.

Edexrn Ha TepaneBTHYHHS KIac

IlpH aHTHIICHXOTHLMTE MOXeE J]a Bh3HHKHAT yab/DKaBaHe Ha QT uHTepBRana, BEHTPHKY/IapHH
apUTMHH (BEHTPHKYJIapHa GUOPUNAlMA, BEHTPHKYIapHA TAXUKApAHA), BHE3aMHa HEOOACHHMA CMBPT,
ChpHCYEH apecT U Torsade de pointes.

Cro0bimaear ce cnyyan Ha BeHO3Ha TpomOoemMGoHa, BKIIOYHTEIHO CTy4an Ha benoapoden embomus
1 TpoMOO03a Ha TBACOKUTE BEHH MPH AHTHIICHXOTHYHHTE JEKAPCTBEHH NPOAYKTH (HEM3BECTHA
4EeCTOTa).

CrobiasaHe Ha OAO3HPAHH HEXEIAHU peakLyH

CpoOmaBaHeTO Ha NOJO3HPAHH HEXKENAHH PeaKiMH Clle/l pa3pelnaBaHe 3a yrnoTpeba Ha JieKapcTBEeHUA
MPOAYKT € BaXXHO. ToBa no3sonasa a nmpoasinku HabNMoIEHHETO Ha ChOTHOLUIEHHETO NION3a/PHCK 34
JIEKapCTBEHHA NPOAYKT. OT MEAMLIMHCKUATE CELIHATHCTH C€ H3ACKBA Jla ChOOIIABAT BCAKa
[IOAO3MPaHa HEXEIaHa peakiys Ype3 HAHOHAIHA CHCTEMa 32 ChboOlaBsane B M3ITBIHATENHA areHIHs
Mo JieKkapceTrara yi. . Jlaman [pyes™ No 8, 1303 Codms, Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 Ipenozupane

CuMIITOMU

[10 MPHHIHN, O4aKBaHUTE TIPU3HALIH H CHMIITTOMH Ha MpeAo3HpaHe ce H3pa3gBar B YCHIBAHE Ha
M3BECTHHTE (PapMaKOIOrH4HH eeKTH HA NATHNECPHAOH, T.€. CHHIHBOCT H CeJaLlid, TAXHKAPAHA H
XHIIOTOHHUA, yAbbKasare Ha QT uHTepBaja U exCTpanHpaMHIHH cHMIOTOMH. Torsade de pointes n
KaMepHH GHOpHnalMY ce choOIaBar NMpH NalHEHT B CJTyYai HAa Mpefo3HpaHe C Nepopalien
NATMIEPHIOH. B ciyyaii Ha ocTpo npenosnpade TpAOBa Aa ¢e MMa NPSABHI BE3MOXKHOCTTA Jia ¢a
[IPHETH Pa3IHUHH JIEKAPCTBA.

JleueHue

Korato ce npeueHABaT TepaneBTHYHHTE HYKIH H NIEpHOJAa Ha BL3CTaHOBABaHe, TPAOBa na ce UMa
NpeaBHa €CTECTBOTO HA JIEKAPCTBEHHUA NPOAYKT ¢ YAWDKEHO OCBODOKIAaBaHE ¥ ABITHA MOy KHBOT
Ha eJIMMHHHMpaHe Ha manHnepHaoH. [lanunepuaox HaMa criemrdAdeH aHTHAOT. Tpadea na ce
NPHIOXKAT 00 NOTEPKAIKA MepKH. TpaOBa 1a ce OCHTYPAT H MOJIEPKAT CBOOOAHH IHXaTETHH
TBTHLIA, HACHILIAHE ¢ KHCJIOPO U BEHTHIHpaHE.

Tpabsa na sanouHe He3abaBHO HAOIIOAEHHE HAa CHPIEYHO-CHAOBATA CHCTEMA, KOSTO A BKJIKOYBA
NPOBJDKHTENHO €leKTpoKapAHorpadck0 MOHUTOPHUPAHE 33 €BEHTYAJIHH apHTMHH. XHIIOTOHHATA H
IHPKYJIATOPHHAT KONANcC TpAORa aa 0baaT IEKYBaHH CHC CHOTBETHUTE MEPKH, KATO HHTPABEHO3HH
BJINBAHHA HA TEUHOCTH W/WIH CHMOIATHKOMHMETHLH. B ciyuyail Ha TeXKH eKCTpanupaMuHU
CHMIOTOMH TpsAOBa Ja 6bAaT MPHIOKEHH aHTHXOMHHESPIrHUHH ¢peacTBa. HemocpeacTBeHOTO
HaOmoaeHre u pocneasBane TpAORa Aa MPOABIDKAT, OKATO NALMEHTET CE BE3CTAHOBH.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapmMakoIHHAMHYHE CBOHCTBA
PdapmakorepanerTiyHa rpyna: Icuxomenriim, Apyrd anTuncuxotaii. ATC koa: NOSAX13

Eroponan csabpika paueMuusa cMec oT {(+)- ¢ (-)-TUTHIEPHIOR.

MexaHu3bM Ha ACHCTBHE

Ca pa3zyIMvHH OT TE€3W HA TPaAUMLIMOHHHTE HEBpOenTULH. [lanMnepusiol ce CBbp3Ba 311
ceporoHuHepruunnTe 5-HT2- 1 nonamunepruunure D2-peuenropu. [Tanunepunon 61



anga l-aapeHeprayHHTe pELEATOPH H B No-¢i1aba creneH H1-xucramuHepruanure 1 andga 2-
anpeHepruyHMTE peuenropu. GapmMakonoriyHaTa akTHBHOCT Ha (+)- H (-) eHAHTHOMEPHTE Ha
MATHIIEPHAOH €4 KOJIHYECCTBCHO H KAYECTBEHO CXO/HH,

[lanunepuaon He ce CBBp3Ba C XONMWHEPTHYHHTE PelenToOpH. Brnpekn de mamunepuaon ¢ MoieH D2-
AHTArOHUCT, [IOPaJH KOETO Ce CMATA, Y€ TOM OBNAJIBA MO3UTHBHHTE CHMITTOMHTE Ha HH30(peHH,
TOH NpeAH3BHKBA NO-cnaba kaTanencHs 1 no-c1abo HaManara MOTOPHHTE (YHKIMH B CPaBHEHHE C
TpagUlHOHHHUTE HeBponenTUUM. [ipeobnanapamsaT neHTpaneH aHTarOHU3IBM CIIPAMO CEPOTOHHH
MOXe J1a HaMaJIi MOTEHIHAMA Ha NMAJMICPHIOH Aa NPUYMHABA €KCTPANMPaMHIAHH HEXEJIaHH
pEeaKilHH.

Knuniuna edukacHocr

Ocmpo nevenue na wusogpenus

EduxacHOCTTa Ha HHXKEKIMOHEH NATMIIEPHIOH 33 OCTPO JIUeHHe Ha IU30(PPEHHE € YCTAHOBCHA B
YECTHPH KPAaTKOCPOYHH (eAHO 9-CEeIMHYHO H TpH | 3-ceAMUYHH) ABOWHO-CIIENH, PAHAOMH3HPaHH,
[W1ane60-KORTPOIMPaHH NpoyYBaHus ¢ PpHKCHpaHa 103a 3a iedyeHUe Ha XOCTIMTATH3HPaHH Bb3PacTHH
MALHEHTH C OCTHP PEUMAMB, KOUTO OTrOBAapAT HAa KPHTEPHHTE 3a mu30oppenna no DSM-1V.
(DUKCHpaHHTE JO3H Ha MEDKEKLMOHEH NaJIHNEPHIOH MPH Te3H [IPOYYBaHHA ca NpHiaraHy Ha JeH 1-
BH, 8-MH H 30-TH B 9-cenMHYHOTO NPOYUBaHE U JOIMBITHHTENHO Ha JeH 64-TH OT 13-ceqMHYHHTE
npoyusanus. Ilo Bpeme Ha ocTpoTO NTeYeHKHEe HA IH30PPEHHS ¢ HEDKEKIMOHEH NaMTUNEPUIIOH HE C¢
HAJIara AOMBIHMTENHO NobaBsaHe HA MEPOPaNHA aHTUINICHXOTuLM. [IspBHYHaTa KpatiHa TOYKa 34
eMKacHOCT € HaMmalleHne Ha ofmart orerka o Ckanara 3a NO3UTHBHH ¥ HETaTHBHH CUMITTOMH
(Positive and Negative Syndrome Scale (PANSS)), kakTo € nokazano Ha Tabnuuara mo-goiy. PANSS
NpeACTARNIBA BATMIMPAH MHOTOCJIEMEHTEH CIHUCHK, CHCTABEH OT MET (akTopa 3a OLeHKa Ha
HO3HTHBHHTE CUMIITOMH, HETATHBHUTE CHMITTOMH, HCOPTaHH3HPAHHTE MHCITH, HEKOHTPOJIHPaHa
BpaKIeOHOCT/BE30YIa 1 TpeBoXkHOCT/ Aenpecus. PYHKLHOHMPAHETO € OLICHEHO ¢ MOMOIITA Ha
Ckanarta 3a JInuna u coumanna akTHBHOCT (Personal and Social Performance (PSP)). PSP e
BAIHIHpaHa CKaJla, OLEHABaHa OT JieKaps, KOATO H3MEPBa JIMYHOTO H COLHANHOTO (JYHKUHOHUPAHE B
YeTHPH Cc(hepH: COLMAIHO MoJie3Ha akTHBHOCT (pabota H 00yueHHe), THYHH H COLMAIIHA BPB3KH,
CPHXH 3a cebe CH M HeaJIeKBaTHO H arpeCHBHO TOBEIEHHE.

B 13-ceammuyHoTo npoyusane (n = 636), cpaBHABaIIO TpU GHKCHUPAHH J03M NATHNEPUACH 34
HIDKEKIIHOHHO NPUIOKEeHHE (ITbPBOHAYAINIHA HHXKEKIUA B ACITOMAHHA MycKyJ ot 150 mg,
nocjeaBsaHa oT 3 A03M B CefaTMIIHHA WIH ACTTOMAHNA MYCKYT HIH OT 25 mg/4 ceamuim, 100 mg/4
cenMuuM WK 150 mg/4 ceamuuu) ¢ wauebo, BCHYKHTE TPH JO3HPOBKH Ha HHXEKLHOHEH
NATHNEPHACH NPEBB3IX0kKAAT Mnanedo npyu nogobpaBane Ha obmaTa oneHka o PANSS. B Tosa
NMpoy4YBaHe MPH TEpaneBTUYHUTE IpynH KakTo ¢ke 100 mg/4 cemmuum, Taka u 150 mg /4 ceAMHLIM, HO
He U 25 mg/4 ceaMuLin, ce HAOMIOAABA CTATHCTHYECKO TIPEBL3X0ACTBO CIPAMO Iianebo no
OTHOLIICHHE Ha OLIeHKaTa 1o PSP. Tesu pesyntaTn noTebpikaaBaT edHKacHOCTTA MO BPEME Ha LiilarTa
TIPOIBIDKHTENIHOCT Ha JICUeHHeTO U noaoopasanero Ha PANSS, kouTo ce HaOmoaasar oule Ha JIeH 4-

TH CBC 3HAYMMO OTENAHE OT Mnaunedo Ha rpynure ¢ 25 mg 4 150 mg vIDKeKIHOHEH NaTHICPHIOH
Ha eH 8-MH.

Peaynrarture OT Jpyry npoy4YBaHUs [IOKA3BAT CTATHCTHYECKH 3HAYUMH PE3YJITATH B I10J13a Ha

HH)KEKIIHOHEH NaTHNEepHIOH, ¢ M3KIIOUEHIE Ha A03aTa OT 50 mg npu eAHO nNpoy4BaHe (BXK.
TabMIATa NO-J0MY).

0611 ckop no Ckanara 3a NO3MTHBHE U HEraTHBHH CHMITTOMM 3a mm3odperus (PANSS) — npoMaHa oT H3xoaHo

HHMBO 0 Kpa#Ha Touka — [locneano wssspiueno nabmoaenue (LOCF) 3a mnureanma R092670-SCH-201,
R092670-PSY-3003, R092670-PSY-3004 u R092670-PSY-3007: I'pyna 3a MbpEHYEH aHATIH3 }B;Q@tlﬂ@cﬂocrra

Tnaneto 25 mg 50 mg 1006 14150 g
R092670-PSY-3007* n=160 n=155 E¥PAAN

7o)\

'
0 A

Cpexro msxomHo HBo (SD) | 86,8 (10,31) | 86,9 (11,99) 2 ORRA (1)
Cpenna npomsana (SD) 2,9 (19,26) -8,0 (19,90) - -11 03}, 15201




P-cTOHHOCT (CnpsMo miane6o) = 0,034 <0,001 <0,001
R092670-PSY-3003 n=132 n=93 n=94 n=30
Cpeano u3xoaHo HuBO (SD) 92,4 (12,55) 89,9 (10,78) | 90,1 (11,66) | 92,2(11,72)
Cpenna npomsina (SD) 4,1 (21,01) -- -7,9 (18,71) | -11,0(19,06) | -5,5(19,78)
P-croitHocT (cnipsimo nnaue6o) - 0,193 0,019 --
R092670-PSY-3004 n=125 n=129 n=128 n=131

CpenHo u3XxoaHo HUBO (SD) 90,7 (12,22) | 90,7 (12,25) | 91,2(12,02) | 90,8 (11,70)

Cpenna npomsHa (SD) -7,0 (20,07) -13,6 (21,45) |-13,2(20,14) | -16,1 (20,36) --

P- croiiHoCcT (cnipsaMo nnane6o) - 0,015 0,017 <0,001
R092670-SCH-201 n= 66 n=63 n=68

CpenHo u3xoaHo HHBO (SD) 87,8 (13,90) 88,0(12,39) | 85,2 (11,09)

Cpeana npomssa (SD) 6,2 (18,25) -- -5,2 (21,52) -7.8 (19,40) --

P- croitHocT (cnpamo niaue6o) -- 0,001 <0,0001

* 3a npoyusane R092670-PSY-3007 e npunoxena HayanHa 103a ot 150 mg Ha BCHYKH YYaCTHHLH B
T€PaneBTHYHHTE I'PYIH C NATUIIEPUIOH 32 MHXKEKLIMOHHO NMPUJIOKEHWE Ha JeH 1-BHU, Moc/e1BaHa cjie/l TOBa OT

onpcacjicHarta 03a.

3abenexka: OTpyuaTenHaTa npoMsHa B pe3yJiTata 03Ha4aBa noaoOpeHHe.

IHooovpocane na konmpona na cumnmomume u OMIGA2ZAHE 88 BPEMEMO HA PeYUuous npu

wuzoppenus

EdukacHOCTTa Ha HHKEKLIMOHEH NMaJIMNEPHIOH 3a MOIbPXKaHe Ha KOHTPOJIa Ha CHMITOMHMTE H
OTJIaraHe BbB BPEMETO Ha PELIMAMB NPHU K30 PEeHHs € YCTAHOBEHA NIPH MO-AbJITOCPOYHO, IBOHHO-
CIAno0, 11anedo-KOHTPOJIMpaHO NMpoy4YBaHe ¢ HehMKCHpaHa 103a, BKIoyBaio 849 Bb3pacTHH
NaLHEHTH, KOMTO HE Ca B CTap4YecKa Bb3pacT W OTrOBAapAT Ha KPUTEPHHTE 3a mu3odperus no DSM-
IV. ToBa npoyuBaHe BKIIOYBa 33-ceIMHYHO OTKPHTO JIeYeHHE B OCTpa U cTabunusupalia (¢asa,
paHIOMH3HpaHa, ABOHHO-C/sNa, mianebo-koHTponupaHa (a3za 3a HaboeHHE 3a NOSBa Ha PELIH/IMB
H 52-CeIMHYHO OTKPHTO NMpOABbDKEHHE. J[03UTe Ha HHKEKLIMOHEH MAaJIMNEPHIOH B TOBA MPOYyYBaHe

BrunouBar 25, 50, 75 u 100 mg, npunaradd Mece4Ho, 103aTa OT 75 mg e no3BoJjieHa caMo 10 BpeMe

Ha 52-CeIMHYHO OTBOPEHO NMpoAbKeHUE. [IbpBOHAYaIHO YYaCTHULIMTE MONy4aBaT He(PUKCHPaHH
no3u (25-100 mg) Ha MHXKEKLMOHEH NaJIMNepPU/IOH 110 BpeMe Ha 9-CeIMHYHHA NMPEXOEH NEPHOJ,

MOCJI€ABAHH OT 24-CeIMMYEH NOJTbpKALLl MEPHO/, 3a KOWTO Ce M3UCKBA YYACTHULIMTE /1a KMAT CKOp
nmo PANSS or <75. Kopekuuu Ha no3uTe ce onmyckaT caMo npe3 mbpBuTe 12 ceqMHLIM Ha
noaabpKaiusa nepruol. O0wo 410 crabunusupaHy NaUKMEeHTH ca paHJIOMU3HPAHH HIIH Ha
MaJUINEPUIOH 3a HHXKEKLIMOHHO MpUJIOKeHHe (MeiHaHa Ha npoAbnkuTenHocT 171 auu [aManasoH |

neH a0 407 nuu]), unu Ha nnaue6o (Meauana Ha npoawb/kuTenHocT 105 nHM [quana3zoH 8 aHu 1o 441
JIHHM]), AOKATO NOJy4YaT PpeLIMAMB Ha CHMITOMMTE Ha W30 peHus B ABOMHO-cAnara dasa ¢

[NPpOMCHJIWBA NPOABJIKHUTCITHOCT. HPOYIIB&HBT 0 € NPEYCTaAaHOBEHO I10-PaHO 10 NPHUHYHHH, KACaClllH

e(pMKaCHOCTTA, Thil KaTo ce HabmoaaBa 3Ha4MMO No-abJabl nepuoa Ao permaus (p <0,0001, dpurypa

1) npH NauMeHTHTE, NIEKYBAHU C NAJMNEPHIOH 32 HHKEKIIMOHHO NMPUJIOKEHHE, OTKOJIKOTO IPH TE3H C
ruianedo (koeuuueHT Ha puck = 4,32; 95% CI: 2,4-7,7).
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®urypa 1: Kpusu Ha Kaplan-Meier 3a Bpeme 10 peuuaus — MexxauHeH aHanu3 (momyJiaims 3a
MEXAHUHEH Intent-to-Treat aHanu3)

IleauarpuyHa nomnyJjanus

EBponeiickara areHums no jiekapcrsara 0cBo00K1aBa OT 33 Ab/DKEHHETO 3a NPEIOCTaBsIHE Ha
pe3ynTaTHTe OT MPOYYBAHHATA C MATUIIEPHIOH 38 HHXKEKLIHOHHO MPHIOXKEHHE BbB BCHYKH MOArpyIH
Ha neauaTpuYHaTa nomynauus npyu musodpenus. Buwkre Touka 4.2 3a uHGOpMaLMs OTHOCHO
ynorpeda B neauaTpuTa.

5.2 ®dapMaKOKHHETHYHH CBOHCTBA

AOcopbuus U paznpeaesieHHe
[lanunepH0HOB NaJIMUTAT € €CTEP Ha NAJIMMTHHOBATA KHCEJIMHA — MPEKYPCOP Ha NaJIMNEPUJIOH.

[lopaau u3kmounTeHO cnabata My pa3TBOPUMOCT BbB BOJA, NAJIMIIEPHIOHOB MAaJIMUTAT CE€ pa3TBaps
0aBHO CJie]l HHTPaMYCKYJIHO HH)KEKTHpaHe, Nnpeau Aa Obe XHApOoIu3upaH A0 NaJTUnepHIoH H
abcopOupaH B CHCTEMHOTO KpbBoOOpaieHHe. Crel eqHOKpaTHA MHHTPaMYCKYJIHA /1032 TUIa3MEHHUTE
KOHLICHTPALIMK Ha NMaJIMNEePHI0H MMOCTENEHHO CE MOBULLIABAT 10 JOCTHIaHE Ha MAKCHMAaJIHH
CTOHHOCTH NMpPH MeMaHa Ha Tmax 13 nHHU. OcB0OOXKAaBaHETO HA AKTUBHOTO BELLECTBO 3aro4Ba ollle
Ha JIeH 1-BH U Npoab/DKaBa Hal-manko 4 Mecela.

i
Cnea MHTPaMyCKYJTHO NMPUWIOKEHHUE HA €AMHUYHM 103U (25-150 mg) B aenronanus Myc qgeﬁnt_rt:eh
HaOmonasa ¢ 28% no-Bucoka Cpax B CpaBHEHHE C HHIKEKLIUA B CEJATHLIHUA MycKy1. J] mannu .



TepaneBTHYHH KOHLUEHTpaLuMy. O01aTa ekcno3uiysa Ha NaJHNepHAOH cliel MpHlaraHe Ha
HHDKCKIMOHEH ATMIEPHAOH € MPOoNopHMOHanta Ha J03aTa B guanasoHa 25-150 mg » no-mManko
NpONOpLMOHATIHA HA 103aTa 33 Crax OPH 103M, HaasAmasamM 30 mg. CpeAHOTO CEOTHOLLICHHE
MHKOBO:06a30BO HUBO B CTALJHORAPHO CHCTOSHHE 3a N03a MATHIIEPHIOH 23 HHXEKIIMOHHO MPHIIOKEHHE
100 mg e 1,8 cnen npunarane B cepaMiuus MyCKyI M 2,2 C/iedl IPUIaraHe B JCTTOMHHA MyCKYL.
MezananaTa Ha BHAMMHSA ITOTY>KHBOT HA TIANHIIEPH/IOH i€l MPHIaraHe Ha HIKEKLIIHOHEH
NaJIMNEePHIOH B I030BUA JyMana3oH 25-150 mg sapupa ot 25 a0 49 nHu.

AbcomoTHaTa OHOHATHYHOCT HA TTATHNEPHAOHOB MAJIMHTAT CJIEH TIPHIAraHe Ha HHKEKIHOHEH
namunepuacH € 100%.

Crnen npyunaraseTo Ha NATHNEPHOOHOB MAIMHTAT (+) U (-) eHAHTHOMEPHTE Ha NATHIIEPHIIOH CE
HHTEPKOHBEPTHPAT, A0CTHIaHKH choTHOIeHre Ha AUC (+) kuM (-) oT npubausurenno 1,6-1,8.

CBBp3BaHETO C MNA3MEHU MPOTEHHH HA palieMHYEH NMaTHNEPHAOR € 74%.

buorpancgopmalig 4 eTHMUHHpaHe

Enna cenMuna crief npaiaraHeTo Ha eIHOKpaTHa nepopaisa go03a 1 mg MC-manunepunoH c
He3a0aBHO ocBoOOXKAaBaHe, 59% oT Ho3aTa ce eKCKpEeTHpa HEMPOMEHEHA ¢ YPHHATA, KOETO NNOKAa3Ba
Y¢ MAMNEPHIOH He ce MeTabonn3upa eKCTeH3UBHO B yepHua Jpo6. [Ipubnusurenno 80% or
NPHIOKEHATA PaJHOAKTHBHOCT Ce OTKPHBA B YpHHaTa H 11% BLB dekanuute. UaeHTnduLHpany ca
YETHPH MeTaOMIHTHH ITLTH in vivo, KaTO HUTO €AMH He € OTTOBOPEH 3a NoBeue oT 6,5% oT Ao3ara:
A€ANKHIIHpaHE, XHAPOKCHWIAPAHe, JEXHAPOTeHHPaHe H OTAeNaHe Ha OeH3Hcokcason. Brnpeky ue in
vitro npoyuBaHuATa npeanonarar poyid Ha CYP2D6 u CYP3 A4 B MeTabonusma Ha NATHIIEPUIOH, in
Vivo HAMa NaHHH, Y€ TE3H U3OSHIHMH UIpasT 3HaAUMMa pons B MeTabonm3ama Ha MaJTHIIepUIOH.
[lomynaonHUTEe (papMaKOKMHETHYHH aHATH3H HE MOKA3BaT 3a0eliexnuMa pa3iiKa BbB BHAHMUS
KJIMPDHHC HAa NATMIIEPHIOH CIIe] IIpUilaraHe Ha NiepopalieR NATATNICPHAOH MEXAY eKCTCH3HBHH H CJ1abH
MeTabonuszaropu Ha CYP2D6 cyGeTpaTh. In vitro n3anUTBaHUA ¢ YOBEINKH YePHOIPOOHH MHKPO30MH
NOKA3BaT, Y€ MAJHNEPUIOH HE MHXHOHUpA B 3HAYHTETHA CTENEH MeTabOIM3Ma Ha IEKapCTBaTa,
MeTabonu3npany upes muroxpom P450 uzoensumure, praountesno CYP1A2, CYP2AS6,
CYP2C8/9/10, CYP2D6, CYP2EL, CYP3A4 u CYP3AS.

[IpoyuBanmsTa in vitro nokassar, ue maJunepuacH e cyocrpar Ha P-gp u cab uaxuburop Ha P-gp
NpH BHCOKH KOHLIEHTpauuH. JIMIICBAT JaHHH in vive H KIIMHUMHATA 3HAYMMOCT € HEHU3BECTHA.

BJIrOACHCTRAIN HEPKEKIIHOHEH NAIMNEPHIOHOB NAJIMUTAT CIPAMO NMEPOpaANIeH NATHIICPHIOH C
YOBIKEHO OCBOOOXKIABAHE
MHXeKIHOHHHAT NATHNEPHIOH € NpeiHa3HaYeH Jia IOCTaBs NATHIIEPH/IOH 32 NIEPHOJ OT €IHH MECEL,
AOKATO NEPOPATHHAT NMAIMIIEPUAOH ¢ YARDKEHO 0cBOOOXKAABAHE C& NpUara exenHeBHo. HauanHuar
peXuM 3a HIDKCKTHpaHe Ha nanunepunoH (150 mg/100 mg B nenrouanus Myckyn Ha 1-ua nen/8-us
I€H) UeNId OBpP30 JOCTHTaHe Ha CTALIMOHAPHH KOHIIEHTPAIMH Ha MaJIHTICpH/IOH TIPH 3all04YBaHE HA
Tepanus Oe3 nodapsHe Ha NepopaiHa TEPAITHAL.

[1o MpHHLIKII, HAYATTHUTE TJIA3MEHM HUBA ¢ MHXKECKIIMOHEH TATHIICPHAOH ca B pAMKHTE Ha HAINAa30H4
Ha €KCIIO3HIMS, HaOJOAaBaH ¢ 0-12 mg nepopased naunepuioH ¢ YIB/DKEHO OCBODOKAABaHE.
H3nona3BaneTo Ha HayallHa CXE€Ma ¢ HHXKEKLMOHEH NAJMIIEPUAOH MO3B0/IABA HA NALMEHTHTE J1a
OCTaHaT B TO3H IIPO30peEL] Ha eKCOO3HIMA OT 6-12 mg nepopaneH NATHNEPHAOH C YABIDKEHO
oCBOOOKIaBaHe JOPH B JIHH HAa COAJ NIPEIH ciexBainara nosa (8-u aen u 36-u aen). [Nopaan
pa3nukaTa B MEHAHHWTE Ha NapaMeTpuTe Ha (PapMakOKHHETHYHHATE NPOQHIH HA ABATA JIEKAPCTBEHH
NpoayKTa, TpadBa Aa ce o0phina ocobeHo BHHMAaHHE MPH U3BBPIIBAHETO HA AMPEKTHO CPABHE
TEXHUTE (PApMAKOKHUHETHYHH CBOMCTBA.

YepHoapobHo yBpexkaaHe
[lanunepuaoH He ce Merabonn3upa eKCTEH3HBHO B YepHHA Apo0. Benpeku ye He ca i
Npoy4BaHHUs HA HHXKEKUHMOHEH MaJIMNEPHIOH NPH MallMeHTH ¢ YepHOAPOOHO YBpeKIa




Hanara KOpUrMpaHe Ha 103aTa [PH NALHEHTH ¢ JIEKO JI0 YMEpeHo YepHOAPoGHO yepexaane. [Ipy
€IIHO MPOYYBAHE C NEpopalicH NAHICPHACH IPU X0Pa ¢ YMEPEHO YepHOapoGHO yBpeskaade (knac B
o Child-Pugh), mnasmMeHuTe KOHIEHTpaILMH Ha CBOGOAHNUSA NATHIICPHUIOH Ca MTOA0GHH Ha Te3d IpH
34PaEBH NIaLHCHTH. He ca TIPOBCXKAAHH NPOYYBAHHA Ha NAJTMNICPHAOR IIPH ITIAIIHCHTH C TCHKRKO
YEPHOAPOOHO YBPEKAAHE,

br6peuno yBpexnane
OTnensHeTo Ha eAMHAYHA NIEPOPAIHA 11033 NANKIEPHIOH 3 mg TAONEeTKH ¢ YABIDKEHO OCBODOKIAHE €

NpOy4Y€HO NPH YYACTHHIIH € pas3/IMuHa cTeneH Ha ObOpeuHa QyHkuMsa. ENMMUHHpaHETO HA
MaJMIIEPHIOH HAMAMNABA C HAMANIABAHETO HA H3YHCIIEHHA KPeaTHHHHOB KIHpBhHC. OOImMAT KIHpBHC
Ha NAIMNCPHIOH € HAMAJIEH ITPM Xopa ¢ yBpeneHa Op0peuna pynxuma cpeato ¢ 32% npu sexo (CrCl
= 50 po <80 ml/min), 64% npu ymepeno (CrCl = 30 mo <50 ml/min) 1 71% npu Texxo (CrCl = 10 no
<30 ml/min) 6s6pe4Ho yBpekAaHe, COTBETHO Ha cpeliHO yRenmuueHHe Ha excrno3uuuAaTa (AUCix) ¢
1,3, 2,6 1 4,8 NbTH B CpaBHEHHE CHC 3XPABH yYaCTHHIM, Bb3 OCHOBa HAa papMaKOKHHETHYHH
CHMYJIALIHH ¥ OFpaHuYeH Opoit HabMoACHUS ¢ MIDKEKIMOHEH NAJHICPUAOH MPH YYACTHHIIH C JIEKO
OBOpedHO yBpexxaaHe ce nMpernopbyYBa HaMajIeHa J03a (BXK. ToukKa 4.2).

Crapyecka Bp3pacT
[HomynauoHHUAT papMakOKHHETHYEH AHAIN3 HE IMOKa3Ba JaHHM 33 CBBP3aHU ¢ Bb3PacTTa PasiIuKH
BBB (PapMaKOKHHETHKATA.

I_flﬂgel{C Ha TCJI€CHA Maca !HTM I/ TCIACCHO TCIJIO

DapMaKOKHHETUYHHTE NPOYHBAHUA ¢ NATUNEPHAOHOB MAJIMHTAT IOKA3BaT MAJIKO MO-HHCKH (10-
20%) nnazMeHH KOHIIEHTPAIMH Ha TAJHNEPHACH NIPH NTALMEHTH ¢ HAZHOPMEHO TErNo HIH
3aTIBCTABAHE B CPABHEHHE C MALMEHTH ¢ HOPMaJHO Teriio (Bk. Touka 4.2).

Paca

OapMAKOKHHETUYHHAT NOMyNalHOHEH aHAIM3 HA JJAHHH OT MPOYYBaHHA ¢ NMEPOPAlICH NMAaTHIEPHIOH
HE AaBa NaHHH 3a pa3jiM4dKsi, CRBP3aHH C pacara, BB (PapMaKOKHHETHKATA Ha NATMIIEPHJIOH ClIe]
NpHIaraHe Ha MIHNEPHACH 33 HEDKCKLMOHHO NMPUIOKCHHE.

[lon
He ce HaOnmogaBaT KIMHHYHO 3HAYHMH PAJIHKH NIPH MEKETE H KEHHTE.

TioTiononyinexe

B13 ocHOBa Ha NpOy4YBaHuS in Vilro ¢ W3MOJI3BaHE HA YSPHOAPOOHH €H3UMH OT YOBEK € YCTAHOBEHO,
ye nayUnepuacH He e cyberpar Ha CYP1A2, ciepoBatennHo TIOTIOHOMYMIEHETO HE TPAOBa ia eeKT
BBPXY (hapMaKOKHHETHKaTa Ha namnnepHAoH. EdekThT Ha TIOTIOHOITYLIEHETO BBPXY
(apMaKOKHHETHKATA HA MAITHNEPHIOH HE € MPOYYBAH ¢ HHKEKIIHOHEH NaTHIEPUIOH .
[TomynaiMoHHHUAT (hapMakOKMHETHYEH AHATH3 BE3 OCHOB3 HA JAaHHH ¢ NEpopaicH NATHIIEPHAOH
TabJIeTKH ¢ yAB/DKEHO 0CBODOXKAABAHE NMOKA3Ba HE3HAYMTEIHO MO-MATKA €KCIIO3HLIUA Ha
NAIKIIEPHIOH MPH IyIla4YMTe B CPaBHEHHE C HemyliaunTe. Majiko BepoATHO € Ta3H pa3fiiKa Jia € oT
KJIHHHYHA 3HAYHMOCT.

5.3 IlpeaknaHA9YHE NaHHA 32 GezonacHOCT

HM3nuTBaHmsTa 338 TOKCHYHOCT NMPH MHOTOKPATHO HHTPAMYCKYJIHO MPHJIOKEHHE HA MAJHIIEPHIOHOB
NAIMHTAT (JieKapcTBeHa dopMa 3a MPHIOKEHHE BEAHBK MECEHHO) W NEPOPANHO NpUiarate Ha
MAJTHIIEPHIOH NMPH IUTBXOBE M Ky4eTa MOKa3paT [MaBHO (apMaKoJIOrHYHH €(PEKTH, KaTo CeJaLis H
MPONaKTHH-MECOHHPAHH €(DEKTH BbPXY MIICUHHTE JIE3d U reHUTaTHKTe. 1IpH JKHUBOTHH, TPETH
MaJMHEePUIOHOB NMAJIMUTAT, ce Ha0MI0gaBa BE3NANUTENHA PeaKLHA Ha MACTOTO Ha MHTPaMy,
uHxkeKis. [lonakora ce obpazyea abceliec. &
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B npoyusaHuA 3a penpoAyKLHA MIPH IUTLXOBE C MEPOpaieH PUCTIEPHAOH, KOHTO €KCTEH
MPEBPBILA B NAJMIIEPHAOH IIPH IUTHXOBE H XOPpa, ce Halmo1aBaT HeXXeNaHu e(peKTH Bb



MPH paXkaHe H BEPXY NPSKHBAEMOCTTa Ha noToMcTBOTO. He ce Habmoaasa eMOPHOTOKCHYHOCT HITH
MangopMallii Ciet WHTPAMYCKYJIHO MPHJIaraHe Ha NAIMIEpHAOHOB MAJIMHTAT HA OpeMEHHU TUTBXOBE
1o Hai-sucokuTe o34 (160 mg/kg/neH), croTBeTCTBAO Ha 4,1 IThTH KUBOTO Ha EKCIIO3HIHA NPH
XOpa Ha MaKCHMAallHaTa npenopbunTenda 103a ot 150 mg. Jpyru nonaMMHOBH aHTarOHHCTH,
MPHNOMXKEHH Ha OpeMEHHM XKHBOTHH, PMMHUHABAT HETATHBHH €(pEKTH BBPXY CIMOCOOHOCTTA 34 YUEHE H
ABHTATETHOTO Pa3sBUTHE MPH NMOTOMCTBOTO.

[TanunepuaOHOB NAIMHUTAT U NATHNCPHIOH HE ca reHOTOKCH4HM. [IpH B3nHTBaHKA 32
KaHLIEPOr€HHOCT Ha NepopajicH PHCTIEPUIOH TIPH IUTEXOBE M MHIIKH ca HaGmonaBaHH yBejiueH Opoi
aJICHOMH Ha XHNo(H3HATA %UTe3a (HPH MHUINKH), aIEHOMH Ha SHIOKPHHHHA NaHKpeaca (IPH IUTbXOBE)
¥ aZICHOMH MJIeYHaTa »Jie3a (M npH Asata BHja). KaHLieporeHHHAT MOTEHHHAN Ha HHTPAaMyCKYJTHO
HIDKEKTHPAHHA NATHIIEPHIOHOB HaJMHTAT € OLICHEH NpH IUTbXoBe. [IpH jKeHCKH IUTEXOBE C€
Ha6JIoaBa CTATHCTHYECKU 3HAYUMO YEEIHUYEHHE Ha aIeHOKAPLMHOMH Ha MJICYHATA xJe3a npH 10,
30 u 60 mg/kg/mecen. [Ipn MBIKKUTE TLTBXOBE ce HAOMIOAABA CTATHCTHYECKH 3HAYHMO YBEIIHYECHHE
Ha aIcHOMH M KapLIHHOMH Ha MUTevHaTa »ute3a nmpH 30 n 60 mg/kg/Mecen, koero e 1,2 1 2,2 bTH
HUBO Ha €KCMO3HLIHA IPH MAKCUMAIIHO NMPENOpLHUTEIHATA OpH Xopa Ao3a oT 150 mg. Te3n TyMOpH
MOTaT 4 ¢€ CBBPKAT ¢ NPOXB/DKATEITHHA A0NaMUH D2 aHTaroHU3bM H XHIEPIPOKIATHHEMHUATA.
3Ha4YEHHUETO Ha TE3W TYMOPHH HAXOJKH NPH IPH3aYH MO OTHOLICHHE HA PHCKA MPH XOpa €
HEU3BECTHO.

6. OAPMALREBTHYHH JAHHHU
6.1 CnRcbX H3 DOMOIIHH BellleCTRA
IHomucopbat 20

Ilonueruned rinukon 4000

JINMOHEHA KHCEeIMHA MOHOXHAPAT
HMuHatpues xuaporendocdar, Oe3poneH
Harpues quxuaporengocdar MOHOXHAPAT
Harpuer xuapokcun (3a kopekuus Ha pH)
Bopa 3a HHXexIuu

6.2 HecbBMECTHMOCTH

To3u nexkapcTBeH NPOAYKT He TPAOBA Aa ce CMECBA ¢ IPYTH JIEKaPCTBEHHU MPOAYKTH.

6.3 Cpok Ba rogaOCT

36 meceua

6.4 Chnenuannn ycJIOBHS HA ¢chXpaHEeHHE

Ha He ce cpxpaHaBa Haa 30°C.

6.5 Bua B chALPKAHHE HA ONAKOBKATA

[IpensapHTENTHO HalBIIHEHA CIIPUHIIOBKa (IMKIT0-0JIeHHOB KOTIOMHUMEP) ChC 3alMylnaika OyTaio

(xnopobyTunoBa ryma), npeanasuren 1 kanavuka (xaopoOyTriaosa ryma) ¢ 22G 12-nH40Ba
obezonacena urna (38,1 mm x 0,72 mm) 1 23G 1-unyoBa obe3zonaceHa uria (25,4 mm x 0

Byaoge onakoBKU:
OnakoBkaTta ¢bABPXkA 1 MpeABAPHTENIHO HATLJIHEHA CIIPHHLIOBKA H 2 MIJIA.

6.6 Cpennannn npeAna3HM MepKH NPH H3XBLPJIAHE H paboTa



HeunsnonssanusaT NpoAYKT WIH OTNAIbYHHTE MATEPHAIH OT HEro TpaOBa Aa ce U3XBLPIAT B
CBOTBETCTBHE ¢ MECTHHTE U3UCKBAHHA.

CaMo 33 €QHOKpATHO NIPUJIOKEHHE.

7. IMPHUTEATEJ HA PASPENIEHUETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC

1106 Budapest, Keresztari ut 30-38.
Yarapus

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

Eroponan 25 mg HHKEKIHOHHA CYCTICH3HA C YAB/DKEHO OCBODOXKIaBaHE B NPEABAPHTENIHO
HaITBJIHEHA CIPHHLIOBKA: Per. Ne: 20220046

Eroponan 50 mg HHKEKIIMOHHA CYCIIEH3HA C YIBJDKEHO 0CBOOOKIaBaHE B NIPEABAPHTENTHO
HaITbJIHEHa cnipyHIoBka: Per. Ne: 20220047

Eroponan 75 mg MH)KEeKLIMOHHA CYCNEH3HA € YABIKCHO OCBOOOXK/IaBAHE B NIPEIBAPHTEITHO
HaITbJIHeHa cnipuHuioska: Per. Ne: 20220048

Eroponan 100 mg HipKeKLMOHHA CYCNIEH3MS ¢ YABIDKCHO 0CBOOOXKIaBaAHE B MPEIBAPHTEIIRO
HaITBJIHEHa cipyHUOBKa: Per. Ne: 20220049

Eroponan 150 mg vikeKUMOHHA CYCTIEH3HA ¢ YABIDKEHO 0cBOOOKIaBaHE B MPEABAPUTEIIHO
HaITBbJIHeHA cripHHLoBKa: Per. Ne: 20220050

9. HJATA HA ITBPBO PASPERIABAHE/ IIOAHOBSABAHE HA PASPERIEHUETO 3A
YIIOTPEBA

Harta Ha mepBo pazpeiucHue; 14.02.2022 r.
JaTa Ha nocaeaHO MOJHOBABAHE:

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA

OxTomspHi, 2023 r.




