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KPATKA XAPAKTEPHCTHKA HA ITPOAYVKTA’

1. HMME HA JEKAPCTBEHHS MIPOAYKT

Eronania 5 mg punmapand rabnreTkn

Eronania 10 mg panmupana rabaeTkn
Eronansa 15 mg panmupanns ra6aerkn
Erosansa 20 mg dpanmupann raéaerkn

Egolanza 5 mg film-coated tablets

Egolanza 10 mg film-coated tablets
Egolanza 15 mg film-coated tablets
Egolanza 20 mg film-coated tablets

2. KAYECTBEH U KONHYECTBEH ChCTAB

Ezonansa 5 mg guwimupanu mabremsu
Besika huimupana Tabnietka chabpka 5 mg onaH3anuH (non gopmara Ha 7,03 mg
0/IaH3aMMHOB THXHAPOXTIOPH TPUXHIpPAT).

Ezonanza 10 mg dpurmupanu mabnemru
Besika dpunMupana tabaetka ceappxka 10 mg onanzanus (nox dopmara Ha 14,06 mg
OTAH3AMHHOB AUXMAPOXIOPHA TPUXHAPAT).

Ezonanza 15 mg purmupanu mabnemxu
Beska guamunpana Tabnetxa cbabpixa 15 mg onawsanus (nox dopmara Ha 21,09 mg
ONAHANMHOB AMXHAPOXAOPUA TPUXKUAPAT).

Eeonanza 20 mg dhunmupanu mabremxu
Beska gunmupana tabnerka chabpika 20 mg onaH3anuH (nox (opmara na 28,12 mg
ONAH3AMNUHOB AUXHAPOXJIOPHA TPHXHApAT).

IIoMOWIHH BelllecTBa ¢ H3BECTHO ACHCTBUE:

Beaxa unmupana Tabnetka Eronanza 5 mg cnabpxa 40,98 mg naxroza MOHOXMApAT
Besika dunmupana Tabnerka Eronansa 10 mg cnaspxa 81,97 mg nakrosa MOHOXHMApPAT
Beska dunmupana tabnerka Eronansa 15 mg chABpxka 122,95 mg nakTo3a MOHOXHApAT
Besaka ¢unmupana Tabnerka Eronanza 20 mg chabpxka 163,94 Mg 1aKTO3a MOHOXHIApPAT

3a NBJIHKMA CIIHMCEK HA NOMOIMHHTE BELLECTBA BHXTE T. 6. 1.

3. JEKAPCTBEHA ®OPMA
®unmupana tabnerka.

Eeoransa 5 mg gunmupary mabremxu
KbnTy, npoasAroBaTH, ABOHHO M3NBKHATH dbunmupaun Tabnerku ¢ genurensa 4
CAHaTa CTpaHa W Cke CTHIN3KpaHo B v kox ,,402 ot apyrara crpana.
TaGnetkata Moxe na GbAe pasfenesa Ha 1BE PABHU JOZU.
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Ezoranza 10 mg pummupany mabremxu
Kurry, xpbroM, ABCIHO WambKHARH pHAMApAHH TAGRETKH, CBC CTHAH3HPAHO ,,E* H koa
»404* or eqnaTa cTpaua.

Ezonansa 15 mg gpunmupany mabnemsu
JKBATH, KPBIIH, NBOHHO H3NLKHATH QUIMHpaHM TableTKH, Che CTUMH3Hpano ,.E“ 1 kon
»405% oT ennara cTpana.

Eeonanza 20 mg ¢unmupanu matnemru
Knntd, Kpbriu, IBOHHO HIMBKHATK $unmupany TabIeTKH, CBC CTHIHZHPaHO ,,E* H kona
»406% 0T eaHaTa cTpana.

4. KJIAHBAYHH JIAHHHA

4.1 TepanesTHuHH NOKa3aBAs

Bvipacmuu

Onauzanuy e nokasaH 3a fieveHue Ha WHIOHPeHNs,

OnanzankH e ehexTHBEH 33 NOANBPKAHE HA KITMHHUHO noaofpeHune Mo Bpeme Ha
NPONL/KHTENHATA TEPANHS MPH NALMEHTH, KOHTO ¢a NOKA3ANH HAYATEH TEPANeBTHYEH
OTTOBOP.

OnansanuH ¢ MOKa3aH 3a JiedeHMe HA YMEPEHHU 10 TeXKH MaHUITHU eIIH30.1H.

OnaH3anuH € noKasaH 3a NPpOGMIAKTUKA Ha PELMAMBH HA MAHWEH eMH30. NPH MALKEHTH ¢
OHIONAPHH Pa3CTPOHCTBA, PH KOKTO N0 BPEME HA MAHHEH eNH30] & OM/ TOCTHIHAT
KITHHHYEH OTTOBOP ¢ ONAH3ANUH (BXK. T. 5.1).

4.2 [03MpOBKA H HAYMH HA NPUICHKEHHE

£G3H pPOBKa

Bov3pacmnu
Huzsogpenus: penoppysaHaTa HauanHa 103a onaH3anuH ¢ 10 mg/AHERHO.

Manyen enuzoo: Havannara 103a e 15 mg eIHOKpaTHO Atesto npH MoHoTeparig wan 10 mg
AHEBHO NpH KOMOUHKPaHO neueHue (Bx. T. 5.1).

Hpoghunaxmuxa na peyudus npu 6unorapuo Ppascmpoiicmeo: [IpenopbusanaTa HauanHa 103a
e 10 mg/nneBno. 3a NALKEHTHTE, KOHTO NONY4ABAT ONAH3AMHH 32 ICUEHHE HA MAHMIHK
CIIH30NH, CE NPEnopbYiBa IPOAB/IKARAHE HA TOPANMATA 32 NPEROTBPATABAHE HA PELIHAMB NP
ChluaTa 7032. AKO HaCTBIIU HOB MaKHeH, KOMOHHVNPAH WIH TenpecHBer eMH30, JIEUSHHETO C
OMNaH3aNKH TPAOBa Ja 6be NPOALIKEHO (C ONTHMH3HPAHE HA [I03aT4, aKO & HEOOXOOHMO) ¢
AOIBIHHTEHA TEPaNHA 32 NeYenne Ha TIPOMEHUTE B HACTPOSHHETO aKO € KITMHHUHO
NOKa3aHo.
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IMo Bpeme Ha edeHHETO HA 1NH30DPEHHA, MaHHEH SMUIOA U1K NpeBeHUMA HA pegﬁ&wam.ﬁ’m..
GHMNOAPHO PasCTPOMCTRO AHEBHATA 1032 MOXKE MIOCTENICHHO 13 Gbae KOPHTHPaHaBLY 0ehn

Ha HHANBHAYAITHOTO KIIHHHYHO CHCTOAHHE B PaMKMTE Ha 5-20 mg/nHesHO. V



R034TA Ha NPENOPBYMTENIHATA HA4allHa 034 Ce NIPETNIopBYBa CaMo CJie] ChOTBETHATA
KIHHIYHA NIPEOLIeHKA H TOBA TpAOBa Ja ce HaNpaBH Ha WHTEPBAITH HE THO-MAJIKH OT 24 yaca.
Tpu npeycraHOBABaHE Ha NIEUEHHETO ¢ ONaH3ANKH TPSGBA a CE MA TIPEJIBKA OCTENEHHO
HaManABaHe Ha 0O3aTa,

Creyuannu nonyaayuu

Cmapuecka eb3pacm

[o-uucka HauanHa noza (5 mg/NHeBHO) He € noKa3aHa B OGu4aliHaTa MpaKTHKa, ro TpalBa na
ce 0OMMCIIY NpH NALMEHTH Hajl 65-rOAKIIAA BE3PACT, KOraTo KIMHHYRUTE thakTopu nasat
OCHOBaHHE 3a TOBa (BXK. ToUKa 4.4).

Bvopeunu w/unu yepnodpobuu yapescoanus

TIpn Te3n naunenTu TpaGea fa ce MMa NPeABHA MO-HACKA HAUANTHA 1032 (5 mg). B cnyqante
Ha yMEPEHa YepHOAPoOHa HeNOCTATBYHOCT (LIMpOo3a, Knac A win B no Child-Pugh)
HavanHara 1032 TpA0Ba 1a Onae 5 mg u Ja ce yBenutara ¢ NOBHIIEHO BHUMAHME.

Ihwauu

Havannara jo3a ¥ 1030BBST aManasoH 0GUKHOBEHO He e HEOBXOAMMO fia ce TIPOMEHAT Mpu
HETYa4H cnpsamo nywayw. [Tywerero Moxke fa HHIYUMpa MeTaGoNIM3Ma HA ONTau3aTIiH.
Hpenopbqsa CC KTHHHYHO MOHHTOpHpaﬁe H MOXKE Aa C¢ MMa MpeaBuAa MOBHIIABAHE Ha
A03aTa Ha ONTAH3AMHH, aKO € HeoOXoaHMO {BXK. TO4Ka 4.5).

Korato ca Hannite moBeue ot eann daxtop, KoHTO Moxke 1a JOBEIE 1o 3abaBgHe Ha
meTaboN3Ma (3KEHCKH 110, CTapyecka BB3pACT, HeMyllad), Tpadea aa ce obMUcIU
HaMAJIABaHE Ha HAYANIHATA 034. Y BENHYABAHETO Ha /103aTa, KOraTo € NMOKAa3aHo, Tpabea ja
CTaBa NOCTENCHHO NPH TAKHBA NALHEHTH.

(Bx. Touku 4.5 u 5.2).

Heduampuyna nonyarayus

OnausanuH He ce npenopbusa 3a ynorpeba oT feua v HOWH nox, | 8-roguisa BB3pACT
NOpaj i1 HEAOCTATLYHH NaHHK 3a Ge3omacHoCT H eduikacnocT. [Tpu kpaTkocpouHu
NIpOYYBaHMA NpH MAMEHTH B FOHOLICCKA BB3PACT € JOKIA/IBAHO 3HAYHMO YBEJIHYeHHE Ha
TCNECHOTO Teri10, USMEHEHHA B HHBATA HA JIMMHUANTE H IPONAKTHHA B CPABHEHHE C
NPOYHBAHUS TP BHIPACTHH naumeHTH (Bx. Touku 4.4, 4.8, 5.1 n 5.2).

HauuH Ha npunoxeuue

3a nepopanHo NpUAGKEHHE.

OnansannH MOXe J1a Ce 1aRa HE3ABHCHMO OT XPAHEHETO, Thit KATO abcopbuMaTa My He
3aBMCH OT XpaHara.

43 TlporuBonokasanus

CBpPBXHYBCTBHTETHOCT KbM JIEKAPCTBEHOTO BELIECTBO MITH KbM HAKOE OT FIOMOMIHUTE
BELIECTBA, U30pOoeHH B T. 6.1,
TlauyenTH, NpH KOUTO € U3BECTHO, Y€ MMA PUCK OT 3AKPUTOBIbBAHA raaykoma,

44 Coenmanun npefynpe:xIeHUs H APeANAIHH MEepKH Nnpu ynoTpe6a
[1o Bpeme ia GHTHICHXOTHYHOTO JTEYEHHE, MMOJOOPEHHETO B KTHHHYHOTO CHOT

NALHEHTA MOKE 1a OTHEME OT HAKOJIKO AHU J0 HAKOIKO cenMuL. TlaupeHTHT
NIPOCNEAABAT BHUMATENIHO NIPe3 TO3U nepuoa.




Hleuxosu, cevpsanu ¢ OeMeHYUA WHAU NOBEeDeHYeCKY HAPVIUeHUS

OnaH3anuH He ce Npenopbyea 3a ynorpe6a Npu IALUHEHTH ¢ MICHXO03H, CBBP3AHH ¢ JeMEHLHA
#/MITH TIOBEJIEHYESCKM HAPYLICHHS, MOPajaH yBENMYCHUE B CMbPTHOCTTA M PMCKA 32 MOZBYHO-
CbIOBH HHUMAEHTH. IIpu rmnane6o-koHTPONHPaHH KIHHHYHE TPOYYBaHU (c
MPOLBIKMTENHOCT 6-12 ceAMHUK) MpU NMALMEHTH B cTapyecka BB3PACT (CpejHa Be3pacT 78
FOIMHH) C TICHXO3H, CEBP3aHH ¢ IEMEHIIMS WK HapyWeHo MoBeAeHWe, ce Habmoaea
ABYKPAaTHO YBEIH4CHHE B YECTOTATA HA CMBPTEH H3XOJ NPH JISKYBAHHTE ¢ ONAH3aNuH
TIALMEHTH B CPABHEHHE ¢ NaLHEHTHTe Ha Mmale6o (choTReTHO 3,5% cnpamo 1,5%). [o-
BHCOKATa YCCTOTA Ha JIETaNeH H3X0X He & GHila CBbP3aHa ¢ 103aTa Ha oNaH3anuH (CpeaHa
AHeBHA /1032 4,4 M) UITH NPOABLILKUTENHOCTTA HA JleueHHeTo. PUCKOBHTE (aKTOpH, KOHTO
MOFaT 3 NPEAPasNonoxat Ta3n NONy/Ial|s NAIHEHTH KHM YBETMUEHA CMBPTHOCT BKJIIOYRAT
BB3pACT >65 ronunu, qucdarus, CeampaHe, MANHYTpHUMA M eXuApaTtaius, benoapobum
CBCTOAHMS (HANPUMED, ITHEBMOHHA ¢ WK 6e3 ACMHpaLIUA) WM eIHOBPEMeHHa ynioTpefa Ha
Gensoanasemian. Brnpexu ToBa, yectorara Ha CMBPTHHTE CITyYaH ¢ GHITa M0-BHCOKA MPH
MIALACHTHTE, NIEKYBAHU C ONAH3ANKH B CPABHEHUE C TPETHPAHKTE ¢ NNALEGO MALMEHTH,
HE3aBHCHMO OT T€3H PHCKOBH (hakTopH.

B cbllnTe KIMHHYHI NPOYYBAHMA €A CHOGIIABAHH MOYBUHO-CHIOBH HEXeIaHM cHOUTHS
(MCHC, Hanpumep MHCYAT, NpexoHa HCXeMHUHA aTaka), BKIIIOYMTETHO ¢ haTaneH kpail.
Hannue e tpukpatHo yeemmuenue va MCHC NpH NALMEeHTH, TEKYBAHU C ONIAH3AMHH B
CPABHEHHC ¢ MaLHEHTH Ha niaLebo (cvotseTHo 1,3% cnpamo 0,4%). [lpu seuuxu flaLlMeHTH,
JICKYBaHH C OJaH3aMHH H m1ane6o, KOMTO ¢a NOMyYHIH MO3BUHO-CHIOB MELIMACHT & HMAJ0
MPEALIECTBAILM PHCKOBH (hakTopH. B13pact >75 FoAHHM 1 ChAOBA AEMEHLIAS WK AeMeHLHS
OT CMECCH THR €A YCTAHOBCHK KaTo puckoeH daktopu 3a MCHC ena BPB3Ka C JICYSHHETO ¢
onausanuH. EiekTuBHOCTTA Ha OnanzanuK Be e ycTaHOBEHa B Te3M NIPOYYBAHHS.

bonecm na Hapxuncon

He ce npenophyBa npHIoKeHHETO HA OIaH3AMHH MPH ICYECHHES HA MTCHXO3H, CBBP3AHHU C
AOMaMHHOBHTE arGHHUCTH NP NMALMEHTH, CTPAAALIM OT 6OJIeCTTa HA TMapkuucon. B knuHuunm
Npoy4samMs BJOIHABAHE HA Hapxuucouonam CHMITTOMATHKA K XANKUHHALHYK ca
CBOGLIABAHM MHOTO YECTO H [10-Y€CTO B CpaBHEHME ¢ MTane5o (BK. TOUKa 4.8) v OnaH3aNMH
He e 6un no-eeKTHREH OT MNaLEGo B ACYEHHETO Ha NCHXOTHYHH cUMNTOME. B Tesu
NpOYUBaHUA NAUHEHTHTE MbPBOHAYAIHO Ca CTalWIN3HPaHH ¢ Hali-HHCKaTa edekTHBHA J0z2a
OT aHTUNIAPKHHCOHOBHA IEKAPCTBEH NPOAYKT (IONAMMHOB aroHKCT) M ca NPOIBIKHIN
fApHeMa Ha CbUluA amunaprmncouoa HpO,ElyKT H ,ElOBHpOBKH no BpeMe Ha 1910710 npoyt{BaHe.
HpHNoXKEHUETO Ha oRaH3aNuH € 3aMoYHATO B no3a 2,5 mg/aHeBHo, Cren KoeTo e G
THTPUPaH 10 MakCUMYM |5 mg/IHERHO MO MpeueHka Ha WacneqoBaTens.

Manuzrnen neaponenmuyen cundpom (MHC)

MHC e norenumanno xusorozactpamasamo CHCTOAHHE, CBBP3AHO C JICHEHHETO C
AHTHMCHXOTHLM. PAnko ca cboGinaranu cy4an Ha MHC u pbR BPB3KA ¢ NPpHIMKEHHETO Ha
onatzanuf. Kuunnuuure usasu va MHC ca xuneprupekcus, MYCKyTHa PUTMAHOCT,

[IPOMEHCH MCHTAIEH CTATYC M OOEKTHBHH JAHHH 33 ABTOHOMHA HECTABUIHOCT (Henp%
MYJIC MITH KPBEHO HandgraHe, Taxukapaus, auadopesa v aput™us). JombaHutennu ppnss
MOZe Ja BKIFOUBAT YBEAH4YEHA KpeaTHH docdokunasa, Muornobunypus (pabno ggﬁ ¥
ocTpa §6GpeyHa HEAOCTATBYHOCT, AKO MALMEHTLT PasBHe NPH3HALH WK CHMITHOAG!
ca noxasarentu 3a MHC unu nposeu HeoBacHuMa BHCOKa TemnepaTtypa Ge3 A Eﬁ;ﬁy
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KJIIHHHYHM H398H Ha MHC, NMPHEMBT HA BCHUKH aHTHIICUXOTHYHH JEKapCcTBa, BKMIQUHUTENHO
ONaH3anuH Tpabea Na 6bre cnpan,

Xunepanuxemus u Ouatem

XHNeprivKemMus H/HIH Pa3sBUTHE HIH 06OCTPSHE Ha Avaber, NOHSKOTa CEBP3aH ¢
KEeTOaLMA03a HAH KOMA, Ce ChOOINEBa HEUECTO, BRIIOUHTETHO HAKOIKO taranuu cnyuas (Bx.
Touka 4.8). B Hakou ciiyuau ce choGuiapa 3a NpeAXOIHO YBEAHYEHHE HA TeNeCHOTO TENID,
KOETO MOe 112 6bA¢ Npeapasrionaram dakrop, [penopsusa ce noAX0AAINO KIMHUIHO
NMPOC/ENABAHE B CLOTBETCTBHE ¢ H3MONIIBAHMTE AHTUICHXOTHYHH PHKOBOACTEA, HanpHMep
W3MEPBAHC HA HUBOTO Ha IMIIOKO3ATa B HAYANOTO HA NEUEHHETO, 12 CeaMMLIM cllel HaYaIoTo
H C1eA TOBa - BEAHBK FOAHLIHO. TTAUHEHTHTE, JIEKYBAHH ¢ AHTHIICHXOTHYHM JieKapcTea,
BRIOYUTEIHO O/laH3anuH, TpsOBa aa 6bAAT HabMIOAABAHHM 33 MOBA Ha TIPH3HALM ¥
CUMITTOMH HA XHTIEPIIMKEMUs (KATO HANPHMEP MONKANNCHS, IONHYPHS, nonudarus u
¢1ab0oCT), a NAUKEHTHTE ChC 3aXapeH qUabeT HITH ¢ PHCKOBH (DAKTOPH 3a pasBUTHE Ha
3axaped nHaber TpaGsa peloBHO Aa GBAAT MPOCTENBaHH 3a BIIOWABAHE Ha FJIHOKO3HHSA
koutpos1. Ternoro TpaGBa fa ce Npocnendsa penosHo, HallpUMep B HAYaNOTO Ha JIEUeHHETO,
4, 8 v 12 ceaMHLu cnes HARANOTO, 4 CIIE/ TOBA - BESKO TpUMeceyHe,

IIpovenu g runuonume nusa

Hexenann npomenu B iunuaute moxe 1a ce HabJIIOA2BAT NPH NALKEHTHTE, IEKYBAHH ¢
OJIAH3aIHH NPH NTaUeb0-KOHTPOTTHPAHH KIMHHYHH npoy4sanus (Bx. Touka 4.8). Jlunuasure
MpOMeHH TpaA6Ba Na ce TPeTUpaT C NOAXOASIUIH KITHHHYHK MepKH, ocobeHo Mpu
AUCTHITRAEMHYHH NALHEHTH U NAUHEHTH ¢ PHCKOBH (aKTOPH 33 pasBHTHE Ha JHIHIHH
HapyweHua. [1pu nauuenTure, nexyBaHy ¢ aHTHICHXOTHYHM JIEKAPCTBa, BKIOYHTENHO C
Eronanza, Tpa6ea pefoBHo a ce npocienssar nuBata Ha JIHMTHAM B CHOTBETCTBHE C©
H3TION3BAHKTE AHTHNICHXOTHYHH PHKOBOJCTBA, HATIPUMEP B HAHAIOTO Ha JeYeHHeTo, 12
CCAMMUM CJICA HA4ANIOTO, a Ce], TOBA - HA BCEKH S MOJHHH,

Aumuxonynepzuyna acmusuocm

AloKaTo onaH3anHKE N0KA3Ba AHTHXOHEPIHYHA AKTHBHOCT if Vitro, OTMTHT N0 BpeMe Ha
KTHHUYRHTE NPOY4BAHKA MTOKA3BA HHCKA UECTOTA HA CBbp3aHuTe cuOMTHA. Ho Thil kaTo
KITHHHHHUAT OMMUT ¢ OTaH3alNHH NPH TTAHHEHTH CBHC CHITBTCTRALLO zafonsaBane e orpaHH4eH,
Tpa0Ba Aa ce BHUMABA KOFATO Ce MPEANHCBA HAa NAUKHEHTH ¢ IPOCTATHA XMNEPTPODHs HIH
MapanuTHYCH HIIEYC U CBDP3aHH CHCTOAHMA.

Hepuoopobna hynxius

[Ipexontu, acCHMIITOMaTHYHN NOBHIIEHAS Ha 4€PHONpoOHHTe amMuHOTpaHChepasH, (AJIAT),
(ACAT) ce nabmroaasa yecTo, ocobeHo B HAYAIOTO Ha JledenHeTo. Heobxoaumo e moewHiueHo
BHHUMAHHUE W OCNIE/IBALLO NTPOCIIEABAHE NPH NAUKHEHTH ¢ NOBHIIEHH CTORHOCTH Ha AJIAT
u/unn ACAT, npu nanmeHTH ¢ TIPH3HALH U CUMITTOMH HA YepHOAPOBHO yBpekaane, npu
TIAUMEHTH € MPEIINECTBALIH CHbCTORHNSA, CEBP3aHH ¢ OIpaHHYeH 4epPHOAPOOEH BOYHKIIHOHAIEH
PE3CPB U NPH MALMEHTH, KOHTO Ca JIEKYBaHH C IOTEHLHAITHO XEMATOTOKCHYHH Jexapcrsa, B
CILyHRHTE Ha IHArHOCTULIMPAH XETaTHT (BKJIFOYHTENHO XENATOUENYNAPHO, XONECTATHYHO HItH
4EPHOAPOGHO HApYIICHHE OT CMECeH THIT), IEYEHHETO ¢ ONAH3ANMH Tpabea na ce
NPEYCTAHOBH.

Heymponenua



HNopMieHo BHUMaHKe e HeOOXOAMMO TIPH NALMEHTH C HAMAJIEH 6poii Ha eBKOLUTHTE W/
HEYTPOQUIHTE NOpanH HAKAKBA IPUUMHA, NPH NALMEHTH, KOUTO TMPHEMAT JIeKapCTBa, 3a
KOUTQ € H3BCCTHO, Y€ MPHYHHABAT HEYTPOTIEHHs, NPH MALMEHTH C AHAMHE3a 32 JIEKAPCTBEHO-
HHIYUMpaHa Ienpecus Ha KOCTHHA MOIBK/TOKCHUHOCT, MPH MALMEHTH C AENPECHA Ha
KOCTHAA MO3BK, NPHYHHEHA OT CBITLTCTBALLO 3a00NABaHe, ThUeleueHHEe UM XHMHOTeparts
M TIPH NAUKEHTH € XHMEPEOSHHOPHITHU CHCTONHHS HITH C MHEIIONPOTHPEPATHRHO
3abonspane. HeyrponeHusTa o6HKHOBEHO ce HaGIIOABA HECTO KOFaTO €AHOBPEMEHHO C&
MpHAAraT OMaH3an{H M BaInpoar (Bx. Touka 4.8).

Hpeycmanosssane va aeyenuemo

OcrpH CHMNTOMH KaT0 NoTeHe, 6e3ChHIE, TpeMop, 6€3N0KOHCTRO, rageHe win MOBpBIIAHE Ca
crobwasany paako (20,01% u <0,1%) npx sBHe3anHO cHpaHe NpyUeMa Ha OJaH3aMKH.

OT unmepsan

B KIMHKHYHH NpOYYBaHHS KITHHHYHO 3HAYAMHTE yabnxasanusa Ha QTc vHTepBana (Kopekuus
Ha Fridericia 3a QT [QTcF] =500 MITHCEKYH/IH [MSeC] no BCAKO BpEME CleR
[bPBOHAYANHATA H3XO/IHA CTOMHOCT MPH NaLneHTH ¢ u3xoaeH QTcF<500 msec) ca 6unu
HeuecTu (0,1% no 19%) npu naumenTy, TIEKYBaHH C OJIAH3aMHH (e3 3HAYMMH PAIIHKH,
CBLP3aHH ¢ KAPIHONIOTHYHH ChOMTHS B cpaBHeHHe ¢ nnalebo. HeoGxonmumo e obaue na ce
BHHMaBa KOraTo Ce NPe/nycea OJIaH3alKH C JICKapCTBa, 33 KOMTO € U3BECTHO, YE YIBIKABAT
QTc unrepsana, ocobeHo npu NauMeHTH B CTapuecka Bb3PACT, MPH MALMEHTH C HACTEACTBEH
CHH/IpOM Ha yAb/LkeHHA QT HHTepBan, 3acToiiHa ChpieuHa HEAoCTATHYHOCT, ChPACUHA
XMNEPTpodHs, XMNOKATHEMHS MM XHIIOMaTrHe3HEeMHH.

Ipomboemboruzom

Heuecro (>0.1% u <1%) ce chobmaga 3a BPEMEHHA BPB3Ka MEKIY JICHEHHETO ¢ ONaH3anHH 1
BeHO3eH TpoMOemGon3bM. [TpHunHHO-ClencTBEHA BPL3Ka MEX]Y MOABATA HA BEHO3EH
TPOMOOEMGONIHILM H JIEYEHHETO C ONAH3ANMH HE € yCTaHOBeHa. Ho Thil KaTo naumeHTHTE C
WH30PPEHIA YECTO Ce MPEACTABAT ¢ NPUAOGHTH PHCKOBH (akTopu 3a BeHO3EH
TpoME0emMBONH3EM, BCHYKH BB3MOKHH PHCKOBH daxropu 2a BTE, Hanpumep o6e3nBuskBaHe
Ha NAUMEHTHTE, TPAOBA la Ce YCTAHOBAT H JId CE B3EMAT NMPeINA3HH MEPKHY.

Obwa axmusuocm na LIHC

lpensua na nupeHYHETE edekTH Ha ONAH3AHH sbpxy HHC, nosuieHo BHHMaHUE €
Heo0X0AHMO KOTaTo ce mpuema B KOMGHHALIHS ¢ APYry LEHTPAIHO ACHCTBALLH eKapcTBa H
ankoxon. Twil KaTo ONIaH3aNKH N0Ka3Ba JONAMHHOB AHTATOHHALM in vifro, Tol MOXe 1a
AHTaroHW3HPa eeKTHTE Ha MPEKUTE H HENPEKHTE NONAMUHOBH arOHHCTH.

Hpunaovyu

Onatsanuu TpAGBa 2 ce NPUIIAra ¢ OBHILIEHO EBHUMAHHE TIPH TIALHEHTH ¢ aHAMHE3a 3a

FHPYOBE WiIH (PAKTOPH, KOHTO MOTaT 2 MOHHAT MbpHOBHs nipar. HewecTo & chobiasana
MosiBa Ha rbpHOBE NPH IALMEHTH, JieKyBaHH ¢ 0aH3aNKH. B NoBeyeTo OT Teau cayuau ca
¢b00lWaBaHy aHaMHE3a 33 FEPYORE HIH PHCKOBH thaxTopH 32 repuoBe.

Tapdugna duckunesus




B cpaBHHTeNHH Npoy4BaHUsA B PAMKHATE HA €1HA FONUHA HITH NO-MAJIKO, ONAH3ATIMH € OHN
CEBP3AH CBC CTATHCTHYECKH SHAYMMO N0-MAJIKa YECTOTA Ha JUCKMHE3Us, NPOBOKHPAHA OT
neuenveTo. Ho puckbT ot TapamneHa puckuHesns ce yremuasa IPH NO-NPOABLIDKHTEIEH
TIPHEM U [TOpaZll TOBA, KO C€ MOABAT NPU3HALUM MITH CHMIITOMH 33 TOBA NPH NALHEHTH Ha
ONaH3anuH, TpAdBa Aa ce OGMHUCIM HAMaNABaHe HA 103aTa WIH NPEeKbLCBAHE HA JIEYEHHETO.
Tean cumnTomu Moxe BpeMeHHO fia ce BIOWIAT WM AOPH 12 Bb3HHKHAT ¢ilel NPEKBCRaHe Ha
JIEYEHHETO,

Hocmypanna xunomonus

[locTypanta xunoTonus ¢ HaGniofaBaHa HEMECTO TIPK MALMEHTH B CTap4yecka Bb3pacT B
KIHHHYHH npoy4Bating ¢ onansanud. IIpenopyusa ce nepuonnyyo H3MepsaHe Ha KPBBHOTO
HAJIAraHe NPpH NAUKEHTH HA 65-TONHILIHA BB3pacT.

Buezanna cvpdewna cuvpm

B nocTmapkeT#HroBuTe Npoy4BaHuA 3a ofaH3aNMH ca ChOOLIABAHM CITYYAH HA BHE3AlTHA
ChpAeuHa CMBPT NPH MALHEHTH HA ONAH3aIHH, B €QHO peTpocreKTHBHO HAGMI0AATENHO
KOXOpTHO npoy4ypaHe pHCK’BT 34 npe,monaraema BHE3AIMHa C"bp,[[ﬁ'-ll—la CMBPT NpH NALUHEHTH,
JIEKYBAHH € ONIaH3aNHH ¢ 01 NpUGAU3UTETHO 1BA THTH MO-BUCOK OT pHCKa [pH NalMeHTH,
KOHTO HE yHOTpeﬁﬂBaT @HTHACHXOTHILIH, B ﬂpquBchTO PHCKDBT ¢ OAAH3AINHH € 6HJI CpaBHHM
€ PHCKA NPH aTHIIHYHH AHTHIICHXOTHIM, BKIIOYEHH B 0606LIEHHS AHATHS,

1leduampyuna nonynayus

Onanzanny He € MoKa3ad 3a TeUeHUe HA JELA H IOHOLIH. ITpoyuBaHWATA NPH NAUKEHTH Ha
BB3pacT 13 u 17 roguun ca nokasanu pasnnuHM HEKENaHH peakuuM, BKIIOYHTEIHO
NOKa4BaHe Ha TErMOTO, MPOMEHH B METAOONHTHHTE MapaMeTpH M yBETUYEHH HUBA HA
nponakTHHa (Bx. Touka 4.8 1 5.1).

Jlakmosza
Tabaetkure Eronansa ceabpxar nakrosa. ITauuenTs ¢ PEIKH HACIeICTBEHM 3a00MABa U,
KaTO rajiakTo3Ha HEMOHOCHMOCT, TOTalTHA JaKTa3HAa HeJOCTATBYHOCT HITH [ITIOK0R0-

ranakTosHa Manabcopbuus He TpabBa Aa mpHeMaT ToBa NEKapcTRO.

4.5  BzammopneiicTBHe ¢ ApyrA eKapcTBeHH DPOAYKTH M ApYTH popMu Ha
B3auUMOAeCTRAE

Heduampuyna nonynayus

Ilpoy«sanua ua B3anmoneHcTauATa ca IPOBEAAAHH CAMO [IpH BB3PECTHH.

Homenyuqinu s3qumodeiicmens, ROGAUABIUIY ORAHIARUH
TeiH KaTo ON1aH3ankH ce meTabommnpa or CYP1A2, BELIECTBATA, KOHTO MOTaT CIIEHUQHYHO

Aia MHJTYUMpaT MITH HHXHOUPAT TO3H W30€H3HM, MOTAT 12 NOBJIHIAT HEroBATa
(apMakoKHHeTHKa.

Huoyryus na CYPIA2




MeTabonusMLET Ha oaH3anKH MoXe Aa Obae MHAYLHPaH OT THTOHOIMYLIEHE H
kapbamaseniH, K0eTo MOXKE Ja A0BEE A0 HAMAABAHE KOHUEHTPALMHTE HA ONAH3AMHH.
Habnionasa ce camo /1eko 10 yMepeHO yBeNlHUeHHe Ha KIHPBHCA Ha onaH3anui. Knnanusre
TOC/IEACTBHS BEPOATHO Ca OrPAHMYEHH, HO CE TIPENOPRUBA KAHHHYHO MPOC/IE/ISBaHE U MOYKE
Aa ce obMucaM yBenH4aBaHe Ha 103aTa OJIAH3AMHH, KO € HeoBX0IUMO (BXK. TOUKa 4.2}.

Huxubupane na CYP1A42

®nysokcamuH, cneuuduyed uuxubutop Ha CYP1A2, e nokasall 3HAUMTETHO HHXHOHpaHe Ha
MeTaboKH3Ma Ha onansanuH. CpeHoTo yBenuuenne Ha Cpay HA ONaH3aNHH Ciel
tpriyBoKcamuH € 54% TIpH skeHH Hemywauky u 77% Npu Mbke nyLuauu. Cpeasnoro
yeenuenne B8 AUC Ha onaHzanius € choTBeTHO 52% # 108%. TpaGea na ce 0OMHCIH Mo-
HRCKA Ha4a/lHa 1034 Ha OJIAH3AIHH NPH NAUKEHTH, KOUTO Np1eMaT GryBOKCAMUH HIH HAKOM
Apyr #hxubuTop Ha CYP1A2, Hanpumep uunpodaokcauun. Hamanspare B no3ara na
OMaH3afIMH TPAGBa Aa ce oGMUCIM, aKO ce 3anovBa NieveHue ¢ MuxubHTOp Ha CYPIA2.

Havanssaue na 6uonarnuenocmma

AKTHBHUST BbINIEH HAMANTARA GHOHANIHYHOCTTA Ha MePopaHKs OMan3anuH ¢ 50 10 60% n
TpaGBa aa ce npyeMa NoHe 2 Yaca Npeay UK Cried OJIaH3aINHH.

Hsma nanny, ve dpryoxcerin (MExuGHTOp Ha CYP2D6), equHHYHN 103K aHTHALMA
(amyMUHWMii, MArHE3KI) UM LMMETHIMH 3HaYHMO TIORITHABAT PapMAKOKMHETHKATA HA
OIaH3amnuvH.

Homenyuanno saustnue na oagnzantn 8bPXY OpYeu ReKAPCMBEHY NPOOYKIU

OnaH3anuu MOXe 1a aHTaroHW3Hpa epeKTHTE Ha MPEKUTE H HEMPCKUTE AOTIAMHHOBH
ArOHHMCTH.

OnanzanuH He MHXUGHpPaA OCHOBHUTE eH3uMu Ha CYP450 in vitro (nanpumep 1A2, 2D6, 2C9,
2C19, 3A4). Iopaau ToBa HHKAKBH [10-0COGEHH B3AUMOAEHCTBYA He ce QUaKBaT, KAKTO U ce
AOKa3Ba Ype3 NPOY4BAHUATA iN Vivo, KbAETO HE CE YCTAHOBABA HHXMOUpane Ha MeTaGoNH3IMa
Ha CNEJHATE AKTHBHH BCLLECTBA: TPHLUMKIHYHM aHTHETIPECAHTH (MPeICTABEHU OCHOBHO OT
neTA Ha CYP2D6), apdapun (CYP2C9), reodunun (CYP1A2) unu auazenam (CYP3A4d nu
2C19).

OnanzanuH He Noka3ea B3aMMOeiiCTBHE KOraTo ce npuaara €IHOBPEMEHHO ¢ IMTHH HITA
GunepuneH.

TepaneaanHoTo MpOCNICAABAHE HA TVIA3MEHHUTE HUBA Ha BANIITpOAT HE TIOKAa3BaT, ue ¢¢ Haaara
KOpHrupane Ha a03ara BANITIPOAT cnell €AHOBPCMEHHOTO IIPUITOKEHHE C ONAH3ANHH,

Qbwo delicmeaue gvpxy LIHC

TpsaOra na ce NPOSBABA NOBUILIEHO BHUMAHME MPH TIALHEHTH, KOHTO KOHCYMHPAT ATKOXO/
MNH GPUEMAT NIeKAPCTBCHH MPOJYKTH € NOTHCKAILO ASHCTRHE BBPXY LEHTPAIHATA HEpBHA
CHCTEMA.
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OTc uumepsan

{ToBuimeno BHUMAaHHE € HEOBXOAMMO TIPH MPUIOKEHUE HA ONIAH3AIMH €IIHOBPEMEHHO ¢
JICKAPCTBEHH NMPOIYKTH, 33 KOHTO € H3BECTHO, 4e YAbKaBaT QTc uuTepsana (Bx. Touxa 4.4),

4.6  DepTunnteT, GPEMEHROCT B KbpMeHe
Bpemennocm

Hsama anexeatHu n 1o0pe KONTpORMpPaHY MpoyuBaHH pH GpeMetuy keHn. [launenTH e
TpaOBa f1a 61aaT NOCHBETRANK A2 YESOMST CBOS JieKap, ako 3abpeMEHeAT HH Bb3HaMepABAT
Aa 3a6peMeHABAT MO BPEME Ha TEYEHHETO ¢ oNaHsanuH. Ho nopajgH TOBa, Y& KITHHWYHUAT
OMHT € OrpaHuYieH, OAH3ANHH TPIOBA Na Ce NPHIAra NO BpeMe Ha GPEMEHHOCT CaMO aKO
NOTCHUHANHATA NONI3a HAABUIIZRa MOTEHLMANHHA PUCK 38 MIOLA.

ITpn Hosoponery GebeTa, HINOKENH HA AHTHNCHXOTHLM {(BKOUHTENTHO OriaHzanuH) Npez
TPETHS TPUMECTLP OT OPeMEHHOCTTA HM2 PHCK OT HEXE/aHH JIeKAPCTEEHH peaxuuu,
BKTIOHBALUM CKCTPANUPAMHAHM CHMITTOMH W/ CHMITTOMH Ha OTHEMaHe CJIeJ| PasKAAHETO,
KOUTO MOTaT ia BAPHPAT MO TEXECT X HPOALILKUTENHOCT. ChrofuiaBati ca cyyuan va
B130Y/1a, XHTEPTOHMS, XHIIOTORUS, TPEMOP, COMHONEHTHOCT, pecrnipaTopeH AUCTEPS WITH
XPaHuTeNHW pascTpoiicTea. 3aToBa, HOBOpOAEHHTE TPAGBRA 114 GhAaT BHUMATETHO
MOHHTOPHPAHH.

Kvpmene

B mpoyusatie npu KbPMELUH 31PABH JKEHM ONIAH3ANKH Ce HATHYBA ¢ MAHYMHOTO MIIAKO.
Cpenanara ekcniozuiina Ha HoBopofeno (mg/kg) B PAaBHORECHO ChCTONHUE CE M3YMCIARA HA
1,8% or maiiunnara nosa onansanun (mg/kg). ManyenTruTe Tpabea na 6b4aT cHBETBAHM Aa
HE KEDMAT HOBOPOASHHMTE, AKO TIPHEMAT OJAHIANINH.

Depmunumem
Edextu pbpxy depTunutera He ca uzBecTHH (Bx. Touxa 5.3 33 npenKIHHIYHA HHpOpMaLHs),
4.7 Edextd BBLpxy ciocobHocTTa 3a mopupane n pabora ¢ ManIAHM

He ca npasenn npoyusaHus 3a edexTute 8upXY CrOCOGHOCTTA 28 modHpane U padora ¢
MauiHu. ITopann ToBa, Ue onaH3anuH Moxe a IPHUMHE COMHOTEHTHOCT 3aMAagsHOCT,
nauueHTHTe TpAGsa OnaaT npeaynpenent B cyyall e uM ca Hajara na YNpAarngBaT MAUIMHH,
BKJIKOYHTEIHO MOTOPHM TIPERO3HH CPEICTRA.

4.8 Hexkenann JIeKAPCTBEHH peaknuu

Pezrome na npoghuna na 6ezonacnocm
Bvapacmmuu

Haii-yectute (Habnronapauu npu =1% or naileHTHTe) CLOOIABAHH HEXENaHH peakimu,

CBbP3aHH C NIPUIOKEHHETO Ha OJIaH3aIHH B KITHHHYHH TIPOYYBAHHS, Ca COMHONEHTHATT o
ar o7 A

HallJaBane Ha TETNO, €O3SHHOQHIHA, NOBHIUEHH CTOHHOCTH Ha MpoNaKTHHA, XOJe Eem

o

.

FAKOKO3aTa H TPHIITHLEPHANTE (BXK. TOUKa 4.4), IIIIOKO3YpHS, IOBUINEH ANCTHT, /éé,\jé

-
aKaTH3UA, TAPKHHCOHU3BM, JIEBKOTIEHHS, HEYTPONEHHS (BK. To4Ka 4.4), ﬂucr(u;{e 3 5
OPTOCTATHYHA XUTIOTOHHUS, AaHTUXONWHEPTHMHHA ebeKTH, TPEX0IHO acummoma?gufi’
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yBe/H4eHHe Ha uepHoapoOHHTe aMuHOTpaHChepasH (BK. Touka 4.4), 06pus, acTeHus, ymopa,
MUPEKCHS, apTpanrus, yBelM4eHa aikanHa docparasa, yBeluyeHa rama
yTaMunTpaHcQepaza, yBeHteHa HKOHHA KHCENIMHA, YBETHUEHA KpeaTHHHH dochoKHHA3A

H OTOK.

Chriucox Ha Hedceaanume peaxyuu @ mabauien aud
B npencrasenara Tabnuua ca w3GpoeHy HexenanvTe peakuun u nabopatophure

H3CIeABaHHA, KOHTO ca GHITH HaGJ"OIlaBaHH B CITOHTAHHHTE CBODIIEHUA M B KIHHUYHHTE

MNpoY4YBaHHA. B PAMKHTE HA BCAKA Ipyna Mo Y€CToTa, HEXKETRHUTE peaKluHHy c€ MpeaCTaBAT B

HH3X04AM1 PEX MO OTHOLWICHHE Ha CEpPHO3HOCTTA UM, HBﬁpOEHHTe TEpPMHHH 34 4YeCTOTA C€

Ae(HHMPAT KaKTO ceBa: MHOro uecTH (21/10); uectu (21/100 mo <1/10); newecrn (21/1 000
Ao <1/100); peaxu (=1/10 000 no <1/1 000); MHoro peaku (<1/10 000), ¢ Heu3BecTHA YeCTOTA
(ot HanMMYHKTE NaHHK He MOXe Ja Gbae HaNpaBeHa olLEHKa).

MHuoro ecTn Yecrn Heuvectn Peaxn C Heu3zBecTHA
4ecToTa
Hapymwenns Ha KpLBTa H NEMPHATA cCHCTEMA
Eosunodunns TpomGouuTtonenus""
Jlerkonenus'®
Heyrponenus '
Hapymenus Ha HMyHHATA CHCTEMa
CepbxyyBeTBHTEN-
Hocr!!
Hapymenus Ha meTaG0.iM3Ma ¥ XPaHeHETO

ToBuinenue Ha
Ternoro'

TTopuieHH HuBa Ha
xonecrepos’?
ToeuieHH HUBA HA
rokosat
TloBuineny HuBa Ha
TpHrAMUEpHAMTE® ’
Lnokosypus
TToBKIIIEH aneTHt

PasButue unu
ofocTpsaHe Ha
muabera, noHgkora
CBBP3aHO ¢
KeToauuao3a U1
KOM4, BKITIOYHTETHO
HAKOH (aTanHl
cnyuad (sx. 1. 4.4)1

Xunorepmusg'2

Hapymeunus Ha HepsHATa CHCTEMa

CoMHomeHTHOCT 3amasHocT ['spuose, 3a koUTO B Herponentuuen
Akaruzng® NOBEYETO CJlydaM ca MaIMrHeH CHHAPOM
Mapxunconnssm® | choBuiapany anaMHesa | (B, T. 4.4)"
JuckHHe3na® 38 FhPUOBE WK CaMnToMu mpH
PHCKOBM hakTopH 33 | TIPeKBCBAHE Ha
rbpuose'’ neuenuero” 12
JMcToHus
(BKIHOUHTETHO
okynorupanus)''
Tapansua
AnckHHe3us'!
Amuezus’
Huzaprpus
3aekeane!! 13 s
CHHztpoM Ha i
HECMIOKOHHHMTE Kpaka'' i
Chpaeunn Bapynenns 4{ i
W5 : :
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bpaguxpanusa
Vavmkaease Ha QT
HHTepRana (Bx. T. 4.4)

KamepHa
Taxvxapamusa/huopu-
Nailis, BHE3ANHA
cMBPT (BK. T. 4.4)'!

Cnaossa sapymenus

OprocTatuyna TpomGoeMboau3bM
XHOOTOHHA'® (BKJTIOUHTENTHO
Genoapoben
em00nM3IBM M abN6G0Ka
BEHO3HA TPoMOBo3a,
(k. T. 4.4)
Pecauparopan, rpeIAH H MeTHACTHAANAH HADYIIECHHS
| Enmcraxcuc® |
CToMalIHO-9peBHH HAPYIIEHHS
Jleku, npexoauu IMTogysane Ha kopema® | IMankpeaTur"
AHTHXOJIHHEPTHYHH | XHnepcanuea-
edexry, uus'!
BK/IFOUHTEJTHO
3alI€K H CyXOTa B
ycrara
XenaroGHIHAPHH HAPYLICHHS
IIpexoanH, Xenarur
ACHMITTOMATHYHH (BKMIOUUTENTHO
YBENHYEHHUA Ha xeﬂaToueﬂynapHO,
YepHOIPOGHUTE XOJNEeCTaTHYHO HIH
aMHHoTpaHchepazu YepHOoApPoGHO
(AJIAT, ACAT), HapyuieHue ot
ocobeHo B cMeced Tun)"!
HAYa10To Ha
JIEYEHHETO
(Bx. 1. 4.4)
HapyumeHns Ha K0XKATA H NOAKOKHATA ThKAH
O6pus Peakuns Ha JlekapcTBena
(pOTOUYBCTBHTENHOCT peakims ¢
Anoneuus €03HHODHNHS
H CHCTEMHH
CHMIITOMH
(DRESS)

Hapymemm Ha MYCKY./THO-CK€JIE€THATA CHCTEMA H CHEAHHHTETHATA ThKAaH

| Aprpanrus®

| Pa6aomuonmsa’’

Hapywienus Ha 6b6petHTe A NHKOYHHTE IHTHIIA

Vpunapua
HHKOHTHHEHLUS,
3aIbPIKAHE HA YPHHA,
Konebanue npu
ypunupane'!

CherosnEs, cebp3ani ¢ 6peMeHHOCTTA, POAORHS H IOC/IEPOTOBHI nepHon 5.
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CHnapom Ha
OTHEMaHe Ha
JIEKaPCTROTO
npH
HOBOPOJIEHOTO
(Bx. T. 4.6)

Hapymemm HA BLINPOHIBOAHTEIHATA CHCTEMA H 'bpaaTa

EpextunHa AMmeHopes [puanuzem'?
nuchyHKUHA NpH VYronemsBaHe Ha

MBIKE I'bpaNTE

THonwxeno nubnpo | Canakropes npu skemu

NpH Mbxke W keHH | [uHekoMacTha/

yrojlemaBaHe Ha
FBEPAWTE NMPH MBbKe

O6mu napymenus

eheKTH HA MACTOTO HA NpHIOKeHHE

Actenun
VYmopa
Orok
Iupexcus'®

Hichenpanus

YeenuueHu
N1a3MeHH HUBA Ha
nponaktuna®

VeenuueHa
aJTKanHa
docdaraza'®
Bucokus HHBa Ha
KPEaTHH
docokunaza'!
VYeenHuesa rama
LIy TaMHII
TpaHchepaza'’
VEenHyeHa
MHMKOYHA
KucenuHa'?

VYaemHued o1y
SunupyoHH

' Knunuuno 3nauumo NOKa4YBaHE Ha TEIVIOTO ¢& HAbMOJaBa IPH BCHYKH UIXOIHH KaTeropuH
Ha HHpekc Ha TenecHa maca (BMI). Cren KpaTKOCPOYHO JeueHHe (CPefHa NMPOLIIKUTENHOCT
47 nHK), TOKaYBaHE HA TErIOTO >7% CIMPAMO H3XOJHOTO TENECHO TErJIO € MHOTO YeCTo
(22,2%), >15% € wecto (4,2%) u >25% nHeuecTo (0,8%). Cnyuaure Ha naLMeHTUTE, KOUTO Ca
MOBULIHTH H3XOZHOTO CH TEAECHO TerNO ¢ >7%, >15% u 225% npu ABATOCPOUHA
€KCnosuuma (noxe 48 ceMuLM) ca GHITM MHOTO 4eCTH (CHOTBETHO 64.4 %,

31,7% 1 12,3 %).

? CpeanoTO yBeiHUEHHE B CTOHHOCTHTE Ha AMNMIOUTE HA raaHo (obw Xonecrepon, LDL
XONCCTEPOI H TPHIIHLEPHAH) € MO-rOASMO NIPH NaUMEHTH O3 M3X0AHH JaHHM 3a HapylleHHe
B IUMHAHATA OOMAHA.

3 Habmonasauu ca HOPMaJIHK U3XORHH CTOHHOCTH Ha rnafHo (<5,17 mmol/1), kouTo ca ce
YBEIMHHIH IO BUCOKM HUBA (6,2 mmol/l). [TpomenuTe B cToiiHOoCTHTE Ha 0b1IKH
XOMECTEPOJT Ha FTAJHO OT H3XOJHO MPaHHYHO HHUBO (>5,17 - <6,2 mmol/l} no
26,2 mmol/l} ca 6unk MHOIO decTH.
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4 HaGmonasanu ca HOPMATHM M3XOIHH CTOHHOCTH Ha rTafHoO (<5,56 mmol/]), kouro ca ce
yBeNHUHH 10 BUcOKU HHBA (>7 mmol/l). [Ipomenure B crofiocTHTe Ha raoKo3aTa Ha
rMafHo OT W3XOZHO FPAHHYHO HHBO (25,56 - <7 mmol/l) no BrcokH HuBa (>7 mmol/l) ca
OMITH MHOIO YeCTH.

* Habnonarauy ca HOPMANHHA H3XOHH CTOMHOCTH HA F1agHO (<1,69 mmol/l), kouTo ca ce
YBEITHYHIIM A0 BHCOKH HHBA (22,26 mmol/l). [Ipomennte B cTOMHOCTHTE Ha TPUEHMLEPHIHTE
Ha rMajHO OT H3XOAHO rpaHHyHO HuBO (21,69 - <2.26 mmol/l) no sucoku nusa (>2,26
mmol/1) ca Guay MHOro Yectu.

® B KIMHMYHH MPOYHBAHHS 4ECTOTATA HA MAPKHHCOHMIBM M JMCTOHHA TIPK NALMEHTHTE,
JIEKYBAHH C ONaH3aNHH € GHNa YHCNIEHO N0-BUCOKA, HO HE M CTATHCTHYECKH 3HAUHMO
paznuuna ot nnauebo rpynara. [TauueHTuTe, NeKyBaHU ¢ ONAH3aNMH ca HMATH NIO-HHCKa
4eCTOTa HA NAPKMHCOHHIbM, AKATH3UA H JHCTOHHS B CPABHEHHME C THTPHPAHHUTE A03H Ha
xanonepron. [Ipu aumca Ha noapobra HHGpOpMalus 3a NpeILIECTRBAIA aHAMHEA 3a
MHAUBUAYANHK OCTPH W TAPAWBHHK SKCTPANTMPAMHIHM JBHIATEIHH HAPYLUECHHS, HE MOXKE Ja
C€ 3aKITIOH, Y€ MOHACTOALIEM OJIRH3AITHH NPEIM3IBHKEA MO-MATKO TAPAHBHA JHUCKHHE3HS
U/MITH APYTH TapAWBHH eKCTPANHpaMHAHH CHHAPOMH.

7 OcTpH CHMIITOMH, KaTo MoTeHe, He3chHHe, TpeMop, 6e3MOKOHCTBO, raJieHe H MOBPBINAHE ¢4
¢pobIlaBaHl KOraTto NPHEMBT Ha ONAH3AMHH CE CNpe BHE3AlHO.

*B kAl Mpoy'BaHH# B pAMKHTE Ha 12 CeIMMLIN NNa3MEHUTe KOHLEHTPALMH Ha
MPOaKTHH Ca HAAXBBPJ/IA/IH rOPHATA FPalHLia HAa HOpMATa NpU okoio 30% or nauMeHTHTE,
TEKYBAHHU C O/laH3anWH ¢ HOPMAJIHH U3XO/IHH HHBA Ha Mpo/iakTHH. [IpK nosevero ot Te3m
NALUeHTH NOBHUIEHMSATA KATO UANO ca GHAH JIEKH M ¢a OCTAHANH MO ABA MbTH FOpHATa
TPaHHMLA HA HOpMATa.

9
Hexenanara peaxums € uneHTHOUIMpAHA OT KIMHHYHHUTE MPOYYBAHUS B Uurerpupanara
6a3a nanHM 3a OnaHzanuy.

19 KakTo e oueHeTo OT H3MepeHHTe CTOHHOCTH B KITHHUYHHTE npoyy4yeanus B MuterpupaHata
6a3a maunH 33 OnaH3anvA.

" Heskenanata peakuUHa ¢ HAEHTHOULHPAHA OT CNIOHTAHHUTE AOKNAIH NPH NIOCT-
MapKETHHIOBH TPOY4BaHKA, 2 YECTOTATA OTIpe/iENieHa, KaTo € u3nonssana Hurerpupanara
6aza ganau 3a OnaH3anug,

'? Hexenanara peakLus € WASHTUOHLIMPAHA OT CTIOHTAHHUTE JOKIRAK MPH 110CT-
MapKETHHIOBH MPOY4BaHHA, YeCTOTAaTa ONPEAeNeHa Ha FOPHATA rpaHuLa Ha 95%
JOBEPHTENIEH HHTEPBAJL, KaTo € H3no/zeaHa MHTerpupanata 6a3a nanum 3a Onansanux.

3 M26poeHH HexenaHu NeKapeTBeHn peakiluy, HaboNaBaKH cllen ynoTpeda Ha onaH3anHH
3a [IEPOPANTHO NPHIIOKEHHE M HHTPAMYCKY.THO MPHJIOKEHHE C MPOABIIKMTENHO JEHCTBHE,
KOMTO MOTaT ChlLO A2 BE3HHKHAT NPH yToTpeda Ha ONJaH3aIHA 32 MHTPAMYCKYJIHO
npHiokeHHe ¢ Opp30 JeiicTBHe.

Hwrzocpouna excnosuyus (nowe 48 ceomuiu)

[TpoUEHTBT OT NALMEHTHTE, KOMTO HMAT HEMKENAHH, KITHHHYHO HATHMH 11
yBEIHUEHHE Ha Terno, rMoko3a, 0buyL.DL/HDL xonectepon wid Tpuriu
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yBeJHuaga ¢ spemeTo. [IpH BB3pacTHH NaLUeHTH, KONTO Ca NpeMuHalM 9-12 MeceueH Kype
Ha JIeUeHHe, CTENEHTA Ha YBEJIMYEHHE B CPEIHATA KPhBHA [IOKO3a HAMaANBa chel
npHOIM3NTENHO 6 Meceua.

,QOHMHHMEHHG ungjéogmaywz 3Q CREYUARHU RONVAGHUN

B xnuHHYHH npoyuBaHWs CpeJl MALMEHTH B CTAPHECKA BL3PACT ¢ IEMEHLHA, JIEYECHHETO ¢
ONAaH3AIMMH € CBRP3aHO ¢ NT0-BUCOKA YECTOTa Ha CMBPTHH CNIYHaH H MO3BYHO-CHIOBH
HEXeNTaHH peakLK B cpaBHEHHE ¢ TU1auedo (Bik. Touka 4.4). MHOTO YeCTH HeXeNaHu
peakuiH, CBBP3aHH C NMPHJIOKEHHETO Ha OIaH3aNuH B Ta3W rpyna ca aDHOPMHa MOXO0JKa H
nanauus. Yecto ca HabnoaBaHH MHEBMOHNS, NOBUIUEHA TEJIECHA TEMIEPATYPA, NETAPTHH,
€PUTEM, IPHTE/IHH XATIOLUHHALIME H YPHHaPHA WHKOHTHHEHIIHA.

B KIHHHYHH l'lpoy‘-IBaHHH an NMaHHEHTH C J'ICKapCTBeHO-HH,LIyLIHpaHa (,ElOl'IaMHHOB al“OHIdCT)
NMCHXO034, CBbp3aHa C 60J‘leCT Ha i_.[apKHHCOH, HecTo €a C”boﬁluaBaHH BAQIHABAHE Ha
NapKHHCOHOBATA CHMNTOMATHKA H XanrUHHALIMH ¢ [IO-TOAAMA 4eCcTOTa OTKOJIKOTO IMpH
nnauebo.

B eaHO KIMHMYHO NPOYYBAHE NPH MaLMeHTH ¢ OMMONIpHA MaHUA KOMOMHUpAHATa Tepanud ¢
BANPOAT H QJIRH3AMHH € MPeJH3BHKANA BE3HHKBAHE HAa HEYTPONEHH OT NOopsAabKa Ha 4,1%;
NOTEHUMATHO JoNpHHAcsL, GakTop MoraT 1a ObJaT BUCOKMTE [1a3MEHH HHBA HAa BaNMpoar.
Onanzanun, MpwiaraH ¢ AMTHH WIH BANNPOAT, BOAM JI0 YBENHYeHa yecToTa (210%) Ha
TPEMOp, CYXOTa B yCcTaTa, TIOBHLICH aNETHT 1 YBENHYaBaHe Ha Terno. Hapymenus Ha peura
CbUIO ca 4ecTo choOlaBanu. To BpeMe Ha nedeHueTo ¢ onaH3anMH B KOMOHHALMA C NUTHI
MK AMBANMPOEKC € Ha0MIOAaBaHO YBEAHUEHHE ¢ >7% CIpAMO H3XOAHOTO TENECHO Terio NpH
17,4% oT nauMeHTHTE MO BPEMe Ha ocTparta (asa Ha JiedeHHeTo (10 6 CeMHIIN).
[IpoABMKHUTENHOTO NeYeHue C onaH3anHH (a0 12 Meceua) 3a NpeBeHLIMs Ha PELIKAMB TNPH
MALIMEHTH C OUTIONAPHO HAPYLHEHHE € CBBP3aHa C YBENHYeHUE OT 27% OT H3XOAHOTO TENECHO
Terno npu 39,9% ot nanyeHTHTE.

Heduampruna nonvaayus

OnanzanmuH He € NOKA3aH 33 JIEYEHHE MPH JIeLA W FOHOLIK 104 1 8-rouiIHa Bb3pact. Bbrpeku
4e HAMA NPOBEAEHH KIMHWYHH MPOYBAHKA 38 CPABHEHHE MEKAY HHOMN W Bb3PACTHH,
JAAHHHUTE OT [pey4YBaHHATa CpEll KOHOLIH Cca CpaBHEHH C TC3H OT HpOy'-lBaHHHTa Nnpy
Bb3pPAaCcTHH NAUHCHTH.

B tabnunara no-xony ca o6001LCHH HEKENaHHTE PeakuuH, CLoBIIABaHY ¢ NO-roaaMa
YeCTOTA MPH HOWH (Ha Bb3pacT 13-17 roauHu) B cpaBHEHHE NPH BL3PaCTHH MALMEHTH HIH
HEKENaHH peakiliH, YCTAHOBEHH CaMo F10 BPEME Ha KPaTKOCPOUYHHTE KIMHHYHH Npoy4YsaHus
ApH toHOWH. KITHHHYHO 3HAYHMO YBEIHYEHHE Ha TEroTo (=7%) BepoATHO ce Hallonasa
NO-YeCTO Cpell KOHOWMTE OTKOJIKOTO NPH BL3PACTHH HHAHBHIIHK IPH CPABHHUMH €KCMO3HIMH,
CreneHTa Ha MOBHILICHHE HA TETNOTO H CHOTHOIIEHHETO HA KOHOIIH MALMEHTH, KOMTO HMAT
KJIMHMYHO 3H24YHMO TIOKAUBAHE B TELJIOTO €a MTO-ToMIeMH TIPH MPOALKHTENHA €KCITO3HIMS
(none 24 ceIMHLM) B CPaBHEHHE ¢ KPATKOCPOUHA EKCIIO3HLIMS.

B PAMKUTE Ha BCAKA I'PyTia F10 HECTOTA, HEXKETAHHTE peakLMy ca NpCACTaBCHA B HA3XOA

KaKTO ¢riefBa: MHOro yectH (=1/10); uectu (=1/100 mo <1/10).
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Hapywenus na Metafoa3ma u XxpaneReTo
Mrozo uecmu: Tlosumasane Ha TETMOTO', nopumeny HUBA HA TPUrIMLEpUAWTe™, NOBHIIEH aneTHT.
Yecmu: TloBuIueHH HHBA Ha Xonectepona'®

Hapymenns nHa nepsHara cucTeMa
Mruozo yecmu: Ceanpane (BKIKOYBA: XHTIEPCOMHHMS, NETAPIHS, COMHOJIEHTHOCT).

CToMallHO-4peBHN HADYIUEHHN
Yecmu: Cyxora B ycrata

XenaTo0HAHAPHH HADYIEHAS
Mrnozo wecmu: Vrennyenne Ha HUBATA Ha YepHOAPOGHH amuHoTtpaHchepazu (ATAT/ACAT; k.
TOUKa 4.4).

Hacaeasanun

Mrnozo wecmu: namanen o6 GUIHpy6un, yeenuuena [TT, YBENHYEHH NJa3MeHH HHBA Ha

nponakTuH'®,

> Cnen kpatko neveHue (cpenHa MPOABIKUTEIHOCT 22 AHH) NOKAYBAHE HA TETNOTO >7%
CIPAMO HIXOAHHTE CTOHHOCTH (8 kg) & MHOrO yecTo (40,6 %), >15% OT H3XOIHOTO TENECHO
Terno e Hecto (7,1 %) n 225% e uecto (2,5 %). [IpH npoabmKUTENHA eKCIO3HLMS (none 24
CeaAMHLUH), 89,4 % ca MOBMILKIH TEMIOTO oM ¢ >7%, 55,3 % ¢ >15% 1 29,1 % ¢ >25% cnpsamo
H3XOAHHUTE CTOHHOCTH.

' HabmroaaBaHu ca HOPMAITHH H3XOAHU CTOMHOCTH HA TIAHO (<1,016 mmol/1), kouro ca ce
YBEIMYMIN 10 BHCOKM HuBa (21,467 mmol/l) u npomenuTe B CTOHHOCTHTE HA
TPHITIALICPHANTE Ha FIAJHO OT M3XORHO FPaHMYHO HMBO (=1,016 mmol/l - <1,467 mmol/l) no
BUCOKH HHBA (=>1,467 mmol/l).

13 [pomMenu B 06mus XOJIECTEPON Ha TTIAAHO OT HOPMATIHHTE U3XOAHU CTOMHOCTH (<4,39
mmol/I} no Bucoku Huea (>5,17 mmol/1) ca HaGmronasany Yecro. IIpomeHuMTE B CTOlHOCTHTE
Ha 01N XONECTEPOII HA TNIAKHO OT H3XOHO MPAHMYHO HHBO (=4,39 - <5,17 mmol/) no
BHCOKH HHBa (5,17 mmol/l) ca 6unu muoro yecTy.

'¢ [lopHLIEHH Ma3MEeHH HUBA HA NPOJTAKTHH ca ¢bobLaBany Npu 47,4% OT nalkeHTHTE B
IOHOLIECKA BB3pacT.

Crobiagane Ha MONO3HPaHK HEXKETAHH peakilli

CboOIABAHETO Ha NOA03MPAHA HEXENaHH PEaKLIMH CJIe/| paspellarae 3a ynorpeba Ha
JIEKapCTBEHHS MTPOJYKT € BaXXHO. TOBA M03BONsABA A2 MPOABIKH HAOMIOAEHHETO HA
CHOTHOLICHHETO 110132/ PHCK 32 JICKAPCTREHHS NPOayKT. OT METHLMHCKATE CIELMATTHCTH cé
HM3HCKBA 112 CHOGIIABAT BCAKA MOJO3HPAHA HEKENAHA PCAKIIHA Ype3 HALMOHANHA CHCTeMa 32
cboOluaBaHe B 3MbIHUTENHA areHuws No JiekapcTeata ya. . Jdamsan [pyes” Ne 8, 1303
Codms, Ten.: +35 928903417, yeGeaiit: www.bda.bg

4.9 Ilpeapozupane
Hpusnayu u cumnmomu

MHoro yecTH cuMIrToMu Ha nipegosupane (>10% 4eCTOTA) BKIMIOYBAT TAXHKAPAHMS,
ancmauuﬂ/ arpeCHBHOCT, AU3ApTPHA, PAJTHYHK CKCTpalHpaMHIHU CHMITTOMH H HaMaJieHa

CTEMNCH Ha Cb3HAHME, BapHpaila ot ceaaimga 10 KoMa. _,7:.-"'—':::::'.":,'::::\
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Genonpoben apect. MaTaauu ciydau ¢a choGIaBaKK NPH OCTPO MPENOUPAHE C HHCKH 103K
oT 450 mg, HO CHLIO Taka ca CHLOGIUEHH CITyYaH 33 NPEXUBABAHE HA OCTPO AO3HpaHe ¢
MPHONH3UTERHO 2 g OlaH3alliH NEPOPATTHO.,

Iosegdenue npu npedoszupane

He chinlectsyBa crenmduuen antHaoT 3a onanzannyd, He ce NPEnopL4Ba NpeAH3IBHKBAHE HA
noepuiyaHe. CTaHAapTHHTE NMPOLELYPH 34 CHPABSHE C NPeJOIMPAHETO (HanpuMep cTOMAaLIHA
NPOMHBKA, NMPUIOKEHHE Ha aKTHBECH BBINEH) Morat Aa 6naar nokaszanu. Habmogagano e, e
€HOBPEMEHHOTO NPHUIOKEHHE Ha aKTHBEH BLITICH HAMA/IABA OpATHATA GHOHANHMHOCT Ha
ontanzanuH ¢ 50 o 60%.

CHMNTOMAaTHYHOTO NeveHHe H NpOCeABaHE Ha YHKLMHTE Ha KH3HCHHTE OpraHu TpaOBa
Aa €€ NPHNOKH CNOpel KAMHHYHATA KAPTHHA, BKJIKOYHTENHO JIEUCHHE HA XMMOTOHMATA W
UMPKYJIATOPHHMA LIOK M MOJAPBKKA HA AuXxarenHaTa GyHkuus. He u3nonssaiite anpenanun,
OOMaMKH HIH JPYTrd CHMIATHKOMMMETHIIH ¢ GeTa-arOHMCTHYHA aKTHRHOCT, Thil kaTo OeTa
CTHMYJTaLMATa MOXKE J1a BIIOWIH XUNOTOHUATA. ChpeUHO-CBI0BO NPOCIeASBaHE €
Heo0XO0IHMO 32 YCTAHOBABAHE HA BE3MOXHK 2pHTMHH. CTPHKTHOTO MeMLIMHCKG
HafoneHHe H MOHUTOPHHT TPAGBa A4 MPOJBLIDKAT JOKATO MAlMEHTHT HE CE Bb3CTAHOBH.

Heouampuurna nonyaayus

Hsama AaHHH NO OTHOIUCHHE Ha Aella # FOHOLIH.

5. ®APMAKOJIOTHYHH CBOMCTRBRA
5.1 PapmaKoaHHAMHYHM CBOiicTBA

®apmakorepanesTnyHa rpyna: [euxonentun, Aurincuxotrim, JInasennHy, OKCaserHHH,
THazenuHu W okcenudH, ATC koa: NOSA HO3.

Mexanu3bM pa aeiicTeue

OnaHsanuu € aHTUNCHXOTHK, AHTHMaHHUIHO CPEACTEBO M CPeICTBO 3a cTabHIH3MpaHe Ha
HaCTPOEHHETO, KOHTO MOKA3Ba IWHPOK (apMaAKONOTHYEH TIPOdHT MOCPEACTBOM HAKOKO
PELENTOPHH CHCTEMH,

DapMakoIHHAMHYHH edekTH

B npeaxkaHHUYHK NpoyYBaHHA ONZH3ANMHH NOKA3Ba JHANA30H OT peuenTopry apuuuTeTu (Ki;
<100 nM) kum 5HT2anc., SHT:. u SHTs- cepoTonuna; Dy, Do, Da, Du, vt Ds nonamuna;
XOMMEPTHYHH MYCKADHHOBM PELIENTOPH M|-Ms; (] aAPEHEPTHYHM; H XHcTaMun H;
peuentopu. IpoyusaHuATa 8BPXY XKMBOTHHCKOTO MOBEAEHHE ¢ ONAH3aNHH nokasear SHT,
AOMAMHHOB H XONMHEPTHYEH aHTArOHH3EM B CHOTBETCTBHE ¢ MPOMHIA 33 PELIENTOPHO
cBBbp3BaHe. Os1aH3ANMH NOKa3Ba No-roflaM adunuter in vitro 3a SHT, cepotonuna B
cpaBheHue ¢ Dz fonamuua u no-rosama SHT2 oTkonkoto Dy akTMBHOCT 1ipH i vivo ModENH.
EnextpodmusnonoruunuTe npoy4sanns nokasaxa, Ye onaH3anMH CENEKTHRHO HAMANISBA
MMITyJICHTE Ha Me30/1MOK4HNTE (A10) IONAMMHEPrHYHYM HEBPOHH, IOKATO OKA3Ba
eheKTH BbPXY CTpHaTaNHHTE (A9) ILTHIIA, BKIIOYEHH B MOTOpHATA (yHKUMS. O
HamanAea yCnOBHHS OTrOBOP Ha M30ArBaHE, MMPENCTARTARAL] HHAMKATHBEH TECT
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e(heKT € NoKa3IaTENEeH 32 HEXEIAHU PEAKLIMH OT CTPaHa Ha JABHTATETHHA anapar. 3a pasnuka
OT Apyr1 aHTHACHXOTHYHH CPEACTEA, OJIAH3ANHH TOBHILABE OTIOBOP2 B “aHKCHONHTHYHHA™
TECT.

Tpu ennokpatHa nepopania Aosa (10 mg) B npoyurane ¢ NO3HTPOHHO-€MHUCHOHHATA
Tomorpadua (PET) npu 3apasu 1o6poBonum onanzanuH npeanseHKea NO-MHOTOOPOHHO
3aemane Ha SHT24- oTkonkoro D;-nonamuHoBH peuentopu. B HommnHerue kKbM ToBa, B
MpOyHBaHe C €AHOKPaTHA HOTOHHO-EMHUCHOHHA KOMIIOTbPHa ToMorpadms (SPECT) npu
IH30(PEHHN NaLUEHTH CE YCTAHOBH, Y€ MAHMEHTHTE, OTTOBAPALLM HA OJIAH3ATIMH HMAT 110~
Manko zaeMake Ha ctpHataniure D;- petientopu 0TKOAKOTO APYTH MALMEHTH, OTroBapALM
Ha HAKOH aHTHTICHXOTHLM H PUCTIEPHIOH, KATO Ca CPABHHMH C TALIHEHTHTE, OTrOBAPALIY Ha
KJI03aMHH.

KaunuyHa edHKacHOCT ¥ Ge30macHoCT

B n1se ot aBE NPOyuBaHHS, KOHTPONHPAHH ¢ riaLebo, U B B OT TPU MPOYYBaHHA,
KOHTPO/IHpaHH CbC CPABHUTENCH NPOAYKT, NpH Hax 2 900 nauueHTH ¢ muzodpeHns,
NPOABABALLH HONOKHTENHH U OTPHLATENHH CHMITOMH, OJIAH3AIIUH € CEBP3aH ChC
CTaTHCTHYECKO 3HAYHMO NMOAOOpeHne KaKTO B OTPHLATEIHHTE, TAKA H B MOJIOKHTEIHHTE
CHMIITOMH.

B enxo MexayHapoaHo, KeoiHO-CAISN0, CPABHUTENHO TIPOyYBaHE Ha K30 peHunITa,
LTH30a¢eKTHBHHUTE H CBBP3aHHTE HapyILIeHHs, KoeTo Bmousa | 481 naumenTy ¢ RapHpalLK
CTENCHH Ha aCOLHMPaH ENPeCHBEH CHH/POM (M3XOIHA cpeaHa CToHHocT oT 16,6 no ckanata
3a oLeHKa Ha AenpecHaTa Ha Montgomery-Asberg), MpocriexkTHBHHAT BTOPHYCH aHA1H3 Ha
NpOMsHATa B CKajlaTa Ha HACTPOEHHETO OT W3XOJHO HHBO 10 KPaHHATA TOYKA TOKasa
CTATHCTHYECKO 3HAUHMO nofobpenue (P = 0,001) B nonsa ua onanzanuu (-6,0) CIpAMO
xanonepugon (-3,1).

Ipy naumMenTH C MAHKIAHK UK CMECEHH EMH30AM Ha OHIIONAPHO PA3CTPOICTBO ONAH3AMHH €
TOKasan 1o-BHCOKA eEKTHBHOCT CIPAMO NIaLiefo H BANNPOAT CEMHHATPHIT (auRanmpoekc) B
HaManABaHETO HA MAHHHHWUTE CUMITTOMM B paMKute Ha 3 ceamHiK. OaH3anMH CbIo Taka e
Noka3an CPaBHUMH PE3YNTATH 32 ¢PEKTHBHOCT CIIPAMO XaNONEPHION 110 OTHOILICHHE
TIPONOPUHATA HA NALMEHTHTE ChC CHMNTOMATHYHA PEMHCHSA OT MaHWA M Jenpechs Ha 6-1a u
12-Ta cenmuua. B npoyusaHe ¢be chirbTeTBaLA TEPAITHS NPH MAUHEHTH, JICKYBAHU C JTINTHI
W BaNpoaT 3a MoHe 2 ceaMULHM NoGaBaHeTo Ha onanzanul 10 mg {eaHoBpeMeHHa Tepanks
C MUTHiA KM BANMPOAT) OBE/IE A0 NO-TOJIAMO HAMATEHME HA CHMIITOMMTE HA MAHHS B
CPaBHCHHE C MOHOTEPANMATA C JIHTHIH WIH BANIIPOAT ¢Jied 6 ceAMULM.

B 12-meceuno npoyusane 3a NpefOTEPATABAHE HA PELIMIME TIpH MTALMEHTH C MAHUHHU
CTIH30AH, KOHTO €2 MOCTHTHAJIM PEMHCHS C OMAH3aMH H BIOC/IEACTBHE Ca PaHAOMH3HMPAHH 32
NpHEM Ha ONaH3aITHH WM TUTaleo, ONaH3AMMH € TIOKA3aJ1 CTATHCTHHECKH 3HAYMMO
HPEBBL3X0ACTEO NP NJlaLeto Mo OTHOWIEHHE HA TbPBUYHATA KPAIHA LT, 4 MMEHHO
Gunionspen peumaus. ONaH3aMMH CHILO TAKA € TIOKA3ANT CTATHCTHYECKH THALHAMO
NpesL3X0ACTBO NPEA N1aueto No OTHOIEHHE Ha NPESIOTBPATABAHE HA PELMAHEM HA MaHHs
HAH PEUMAHBH HA JENPeECcHs.

Bes BTOpo 12-Meceuno npoyusane 3a POGHIAKTHKA HA peLHINHBH MPH NAIMEHTH C orr e
MaHHHHY enH30/IH, KOHTO €a NOCTHIHAIH PEMHCHA ¢ KOMOUHALINS OT OJaH3aMKH, vt
BIOCACICTBHE Ca PAHAOMHIHPAHH 33 CAMOCTOATENEH IPHEM Ha O/aH3aNHH Hﬂlﬁ’%‘lm\ﬁﬁ’-" s

3
OJIaH3AMHH ¢ N0Ka3an CTATHCTHYCCKH 3HAYMMA He no-ciiaba ECI)CKTHBHOCT CHpgENG
R
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MbPBHYHATA KpafiHa TOUKa, 4 HMeHHO bunonaper peunaus (onanzanui 30,0%, nuruii 38,3%;
P =0,055).

B eano 18-Meceuno npoyuBaHe ¢h¢ CHOBTCTBALIA TEPATIHA [PH NAUMEHTH ¢ MAHMIHM HIH
CMECEHH ENM30H, CTACHIIN3MPAHH C ONAH3AITHH ILTIOC CTA0HITH3ATOP HA HACTPOSHUETO
(TUTHH WAH Bannpoat), NPOABJKHTENHATA ChIBTCTBALIA TEPAHA C ONAHIANMH K TMTHI WK
BANNPOAT He € OWila CTATHCTHYECKH SHAYMMO NI0-e(eKTHBHA CPAMO CAMOCTOSTETHOTO
NPHIOKEHKE Ha JIMTHIH UM BANNPOAT 110 OTHOLIEHHE OTIaraHe Ha GUMONAPHHUA PeLHIuB,
AepUHHPaH COpen CHHAPOMHH (AHATHOCTHYHH) KPUTEPHH.

IHeouampuuna nonyaayus

Koutponnpanure naneu 3a edukacHocT npu oHowd (Bb3pact Mexay 13 u 17 roauum) ca
OTrPAaHHHEHH [0 KPaTKOCPOYHH NPOYyYBAHHA NMPH IIK30¢peHHs (6 ceqMMLIA) U MaHuU,
¢Bbp3aHa ¢ GHNONAPHO PA3CTPOHCTBO (3 ceAMMUH) NPH Mo-Manko oT 200 HOLIH.
OnaHzanuH € GHI H3I0N3BAH B FHEKARA JO3%POBKA ¢ HAYaIHa 103a 2,5 mg ¥ BapHupaiua ao 20
mg/aHeBHo. [1o BpeMe Ha JieHEHHETO C ONAH3ANMH IOHOLINTE CA VBEIHYHIIH 3HAYMMO TEMNIOTO
CH B CPaBHEHUE C BL3PACTHUTE NauHeHTn. CTeneHTa Ha MPOMEHHTE B OOLIMA XOJIEeCTepoN Ha
rnanro, LDL xonectepon, Tpurnuuepuas 1 nponaktuy (Bx. ToukH 4.4 u 4.8) e 6una no-
ronAMa MpH IOHOMINTE B CPABHEHHE ¢ BB3PacTHHTE HHIHBHAW. HaMa KOHTponupaHu naHHH
1O OTHOLICHHE MOIABPAKAHETO HA €eKTa Witk 33 ABITOCPOYHATA Ge30MacHOCT (BK. TOUKH 4.4
v 4.8). Undopmaunsara 3a gunrocpounaTa 6e30nacHOCT € OrPaHHYuEHA [MIABHO 110 OTBOPEHH,
HEKOHTPOIUPAHH JAHHH,

5.2 ®apMaKkoKkHHETHYHH CBOicTBa

Abcopbuns
Onanzanus ce aGcopGupa 106pe clien NepopanHe NPWIOKEHHE, KATO A0CTHIA THUKORH

M1a3MEHH KOHUCHTPALHH B paMKHTe Ha 5 110 8 waca. AGcopSUHMATA He Ce TOBAMABA OT XpaHa.
ABContoTHaTa IepopaHa GHOHANKHYHOCT, B CPABHEHHE C MHTPABEHO3HOTO NPUIIOKERHE HE ¢
ofnpeneneHa.

PasnpeneneHue
CrenenTa Ha CBBP3BaHe KbM MPOTEHHUTE HA ONAH3AMUH € 0Komo 93% MPH KOHLUEHTPALUS B

AuanasoHa oT okoo 7 1o okono 1 000 ng/ml. Onauzanuu ce cBbp3a NPEIUMHO KbM anbyMHH
H andai-KHCes IIHKONPOTEHH.,

BruorpaHcdopmauns

Onanzamin ce MeTaboaM3Mpa B YepHurs ApoS MOCPeCTBOM KOHIOTALMS H OKHCIIEHHE,
I'naBHHsAT unpkynupaut metabonut e 10-N-rmokypoHna, KoiTo He NIPEMHHABA KPBBHO-
MosbuHara 6apuepa. Hutoxpomure P450-CYP1A2 u P450-CYP2D6 criomarar 3a
0bpasyBaHeTo Ha N-1e3METHA U 2-XHAPOKCHMETHI METAGOTHTH, M ABATA TIOKA3BAT SHAUHMO
N0-HHCKA (papMaKoIOrHiHa aKTHBHOCT i Vivo B CPABHEHHE C ONIAH3ANMH B NpOYUBAHHA ¢
xuBOTHHU. [IpeobiajaBawara dapMakonornyHa aKTHEHOCT € OT H3XO/IHATA MOJIEKYIa
ONIaH3anyH.

EnvMuuupane
Cnen nepopaitto npunoxeHue CPEAHUAT TEPMUHANEH FIONYKHBOT Ha ennMnHupz}ye’ ¥

ONIaH3AIKH NPH 3paBH HHAWBHIN BADHPA B 3aBHCHMOCT OT BBE3PacTTa H Mona. /ﬂ;_f _
s
f/ oy
ITpy 3npaBy HHAMBHAK B cTapuecka BL3pacT (Haa 65 roanHK) cnpAaMo HH;[HBT;! 1
HCHaNpeaHana Bb3PacT CPSAHHAT €TMMHHALIMOHEH TIOMYXKHBOT € VIIb/KEH (5 %\ e
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4aca), a KIMPBHCHT € HamaneH (17,5 copsmo 18,2 1/4ac). dapmakokHHeTHYHATA
Bap#abHUAHOCT, HabnoAaRaHa TPH HHAMBKHAHN B CTAPYECKA BBL3PACT € B PAMKMTE Ha Ta3H 3a
HHAMBUIMTE B HEHanpennana Bb3pact. [Ipy 44 nauMenTtu ¢ wy3odpeHns Ha Bb3pacT Hal 65
FOOHHY MPUIOKEHHUETO B 103K OT 5 10 20 mg/neH He € CEBP3aHO ¢ HAKAKLB H3ABEH mpodmn
Ha HEXKeNaHH PeaKLUH.

T1pH JeHH CIPAMO MBIKE CPETHHAT eHMHHALIMOHEH TIONYKUBOT € YIB/KEH B H3BECTHA
crenel (36,7 cnpamo 32,3 yaca),a KIMpBHCHT e Hamaned (18,9 cnpamo 27,3 1/uac). Ho
onaHzanuH (3-20 mg) nokasea cpaHUM NPohHA HA HE30MACHOCT NPH NALUMEHTHTE OT IKEHCKH
noJ (n=467) xaxto NpH NaLlMEHTHTE OT MBKKH non (n=869).

Bvbpeuno yepexcoane

Tlpn nauuentu 6u6peunu HapyLeHns (KIHPBHC HA kpeaTHUHA <10 ml/min) cnpamo 3apaBu
MHAHBHIM HE € HMAJIO 3HAUMMA Pa3NvKa B CpeJHHA eIMMHHALIHOHEH nonyxusoT (37,7
cnipaMo 32,4 vaca) unu kinpbHe (21,2 cnpamo 25,0 V/uac). [poyusaHe Bbpxy Gananca Ha
MacaTa 1nokasa, ye oKoJo 37% OT paJHOMapKHpaHHs ONaH3aNMH ¢¢ YCTAHOBARA B YPHHATA,
npeaMmMHo Noj popmara Ha metabonuTu.

Heproopobno yepexcoane

MaJko npoy4BaHe 3a BIMAHHETO Ha HapyLIeHATa QYHKUMA Ha YepHus Apob rpH 6 NaLkeHTH
¢ KTHHHYHO 3Ha4uHMa umposa (Knac A (n=5) v knac B (n=1) no Child Pugh), ycTaHopsea cnab
edexT BbpXy PapMaKOKHHETHKATA Ha OJAHIANUH, NPWIOKEH MEPOPATHO (2,5~7,5 mg
eAHHUYHA [1033): NPH NMAUUEHTHUTE ¢ yMEpPeHa 10 TexKa YePHOAPOOHa AMCHYHKUHS € JIEKO
38BHLUEH CHCTEMEHHHMAT KIHPBHC H € MO-KPATHK EAHMHHALMOHHHAT NOTY>KHBOT B CPABHEHHE
¢ naumenTHTe €3 yepHOapoOHa AncdyHkuma (n=3). [lo ronam e GposT Ha naumeHTHTE,
KOMTO ¢a Myliayu ¢ uupola (4/6; 67 %), oT To3H Ha Ha mauueHTH Ge3 yepHoIPoGHa
machyuxums (0/3; 0 %).

Ihutene
[Ipun nemywa4u cnpaMo MyIaum (MbXKe H KEHH) CPEAHMAT eIIMHHAUMOHEH NMOJIYKHBOT €
yasmken (38,6 cnpamo 30,4 yaca), a KIMPBLHCHT € Hamazed (18,6 cnpamo 27,7 1/uac).

[InasmeHHAT KINPBHC HA OJTAH3ANHH € I0-HUCHK NPH WHAWBHIH B CTAPYECKA BB3PAcT CpAMO
MA3[AH MHAHBHIH, [IPH XKEHH CIPIMO MBKE H NPH HeMyIayu cnpaMo nyuwaun. Ho cTeneHTa
Ha BIIMAHKWE HA BBH3PACTTa, 1N10/18 WK TIOTIOHOMYLIEHETO BbPXY KIMPLHCA HA ONAH3ANMMH U
HEroBUA NOTYHKHBOT € MANIKa B CPaBHEHHE ¢ o0iaTa BapHabHITHOCT MEXAY HHIHBHIMTE.

B npoyurare Ha wHausuaun ot Ganara paca, AAnonns u KuTail He e Habmoaasana pasiuka BbB
(papMaKoKMHETHHHHTE MapaMeTPH CPeA TPHTE HOMYNALHH.

Heduampuuna nonyiayus

FOHowH (Ha Bb3pacT oT 13 1o 17 rogunu): PapMaKOKMHETHKATA HA ONTAH3ATIHH € CXOHA NP
IOHOUIH H BB3PAaCTHH HHAHBHIH. B KIHHHYHM NpoyyBaHHS CpeHaTa EKCIIO3ZMLHNA Ha
ONaH3aIMH & OKo.o 27% H0-BHCOKa MPH toHowM. Jemorpadickure pasiidKy MEKLY FOHOLH H
BL3PACTHH HHAHBHIH BKITIOYBAT MO-HUCKO CPEAHO TENECHO TEIIIO M MO-MAaJKO FOHOLIH ca
Guan mymaun. [Toao6Hn GhakTOpH BepoOATHO ONPHHACAT 33 TO-rongMaTa cpe,uHa
€KCIO3HLHA, HABMIONABaHA NPH IOHOLIHTE.

5.3 Ilpeaknuau<HH JaHHH 32 6e30mACHOCT

Ocmpa (e0n000308a) MOKCUYHOCH
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INpu3HauM Ha NepopanHa TOKCHYHOCT MPH IPU3AYK Ca XapaKTePHH 33 MOTEHTHH
HEBPONENTHYHH IEKAPCTRA: XMIIOAKTHBHOCT, KOMA, TPEMOP, KIOHHYHH KOHBYJ/ICHH,
CaTHBALNA ¥ AETPECHBHO NMOBHIIaABaHE Ha Ternoro. CPeaHHTe NETATHH J03H Ca
npudnuzuTento 210 mg/kg (Mmuxn) u 175 mg/kg (nrkxose). Kyderata ca noHacanu
eAMHH4HH nepopantu 2034 Ao 100 mg/kg 6e3 na HacTenu cMBPT. KniHHuHKTe Genesu ca
BKJTIOYBA/IM CEJaLIHs, aTaKCH%, TPEMOPH, YCKOpeHa ChpPeUHa YeCToTa, 2aAYyX, MHO3a H
aHopexcus. [pu maliMyHu eHHHUHK nepopaniy 1034 A0 100 mg/kg ca nosenu 1o
OTHAaAHAIOCT H IPH MO-BHCOKH 03U - J0 TONYCHL3HAHHE.

TorcuuHOCH nPU MHOZOKPDAMHKO RPUIONCEHUE

B npoyusaHns ¢ npoABIKHTENHOCT 10 3 MeéceLa NPH MULIKH H A0 | roAWHA MpH MITLX0BE H
Kyu4eTa JoMMHHpaiuTe eekTn 63xa aenpecus na L{HC, aHTHXONHHEpruUHY edekTu K
neprdepHH XeMaTONOTHYHH HapymeHus. [IOHOCHMOCT ce pa3Eu no OTHOLIEHHE Ha
norackanero Ha LIHC. Tokasatenure Ha pactexa 64xa HamaneHu NpH BUCOKHTE JO3H.
O6patumute edekTH B COTBETCTBHE C TOBHILCHUA NPOIAKTHH TIPH TUTEXOBETE BKIIIOUBAXA
HAMAaNeHO TErO Ha SHYHUIUTE M MaTKaTa, KakTo H MOPHOIOTHYHI NMPOMEHH BbB
Bar{HAHHA €NHTEN H MIIEYHATA Xe3a.

XeMamonocHyRa IoKCHYNOCT

bsixa yctanoBeHH epeKTH BBPXY XEMATOIOMHMYHHTE TIOKA3ATEIH BbB BCEKH €lIHH OT BHIOBETE,
BKJIOYHTENRHO CBLP3AHO ¢ 1032T4a HAMAIEHHE HA UHPKYJIMpaLlUTe TeBKOLIMTH NMPH MUILKH W
HecneuMdHUHO HaMansaBaxe Gpod Ha JIGBKOLIMTHTE NPH IUTbXOBE, HO BBIIPEKH TOBA He GAxa
YCTaHOBEHM JIOKA3aTENICTRA 33 KOCTHO-MO3B4HA TOKCHUHOCT. OBpaTuMa HeyTponeHHs,
TPOMGOLMTONEHHS WIH aHEeM#A Ce Pa3BH [IPH HAKOIKO KyueTa, TpeTHpaHH ¢ 8 unm 10
mg/kg/nen (obuara ekenozuius Ha oganzanyd [AUC] e 12- 10 15- IBTH NO-BHCOKA B
CpaBHEHHE C KIMHH4HATA 0032 OT 12 mg). [Ipu UKTONEeHHYHH Ky4eTa HAMALLE HEXERAHU
peaKuuM BbPXY KICTKHTE NMPEAecTBeHHLIH H nponidepupalyre KIETKH B KOCTHHS MOJbK.

Penpooykmuena moxcuunocm

Onanzanua HAMa TepaTtoreHHy edextu. CelauusTa NOBIMS NOJI0BATA AKTHBHOCT HA MbKKHTE
nsxose. EcTporeHHuTe uwuknu 63xa sacerHati npy Aoz ot 1.1 mg/kg (3-nbTy
MaKCHMaTHaTa 4OBELIKA 1032), 4 PEenpoAyKTUBHUTE MOKA3ATeNH 6aXa OBIMAHH NPH
nabXose ¢ fo3a ot 3 mg/kg (9 NbTH MakCHMAaHaTa YoBelKa 103a). B mokonedueTo Ha
MIbLX0OBE TPETHPAHH C o1an3aliH 63xa HabmoaasaHy 3a6apaxe Ha eTaTHOTO pa3sBHTHE W
NPEeXOAHO HaMATIEHHE HA HUBATA HA AKTHBHOCT Ha MOKONEHHETO.

Mvmazennocm

OnaH3anuH He € MyTareHeH WM KNAcTOTEHEH MPH IThIHATA rama OT CTAHJaPTHH TECTOBE,
KOHTO BKJIIOYBAXA TECTOBE 3 MYTALMHK NPpH GaKTepHH U in vifro W in vivo TecTOBE NpH
GozanHHUH.

Kapyunozennocm

€ OJIaH3allHH HE ¢ KapLHHOINCHEeH.

OLieHKa Ha pucKa 3a okonHaTa cpeaa (OPC)
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HanonsBanero Ha EronaHza B cbOTBETCTBEE ¢ MPOAYKTOBATA HHpOpMaUua He GH Tpabpaio
Ja NPHYHHH HEMPHEMITHBO YBPE)KIaHe HA OKOJIHATA Cpeaa.

6. PAPMAILIEBTHYHH FAHHH
6.1 Cnuchbk HA NOMOIHATE BEMleCTEA

Ezonanza 5 mg punmupanu mabremxu
CobpLeBHHa Ha TabeTKaTa:
MukpokpHeTaTHA Heny103a

Jlakro3a MOHOXHIpAT
XHAPOKCMApOMHILETYI03
Kpocnoeuaon

Martesues creapar

OUIMOBO TOKPHTHE!

XHIpoMenosa

Xuuoaunoso #xwento (E 104)
Onaapaii-Y-1-7000 6an (xunpomenosa, turanues auokeus (E 171), makporon 1400)

Ezonanza 10 mg purmupanu madremnu
CropueBHHa Ha TalneTKara:
MHuKkpoKpucTanHa Hemy1o3a

JlakTo3a MoHOXHApAT
XHapokcHnpomuALEeRyI03a
KpocnosuaoH

Marnesuee cTeapar

DHIMOBO NOKPHTHE:

Xunpomenosa

XuHonHHOBO KBaT0 (E 104)
Onanpait-Y-1-7000 64n (xunpomenosa, Tutanuer qHokcua (E 171), maxporon 1400)

Ezonanza 15 mg purmupanu mabnemsu
CupueBHHa Ha TabneTkara:
MukpokpucranHa uemynosa

Jlakro3za MmoHOXHApaT
Xuapokcunponuanenyoza
Kpocnosuaon

Marnesuee creapar

@UIMOBO TOKPUTHE:

Xunpomenoza

Xunonunoso xwiato {E 104)
Onagpait-Y-1-7000 641 (xunpomenosa, Turanues arokeua (E 171), makporon 1400)

Ezonanza 20 mg dunmupanu mabnemxu
Sapo Ha TabneTkaTa:

MukpokpHcTanHa Henynosa

Jlaxro3d Moroxuapar
XHAPOKCHIPOMHILETY/I03a
Kpocnosupon

MarHesuee cTeapar
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®OunrmoBo NOKpHTHE:

Xunpomenosza

XuHonunoso xuato (E 104)

Onaapaii-Y-1-7000 651 (xunpomenosa, THTaHHER auokeud (E 171), makporon 1400)
6.2 HecnsmecTuMOCTR

He e npunoxumo.

6.3 Cpok na rognocy

5 ronuun

6.4 Coenwannu yc10BHS Ha ChXpaHeHHe

Tosun nekapcTeeH NPOOYKT He M3UCKBA CTIELMATHH YCJIOBHS HA CbXpaHEHHe.

6.5 Tdanun 3a onakoekaTa

Eronansa 5 mg duamupann tabnerku

28,35,42,49, 56, 63, 70, 77, 84, 91, 98, 105 wnin 112 Tabnerku B KADTOHEHA KYTHA B
OPA/AI/PVC //Al 6aucrep.

Eronausa 10 mg punmupanu tabnerku

28, 35, 42, 49, 56, 63, 70, 77, 84, 91, 98, 105 wnn 112 TabaeTky B KapTOHEHA KyTHA B
OPA/AI/PVC //Al Gaucrep.

Eronansa 15 mg punmupann tabnerxu

28, 35, 42, 49, 56, 63, 70, 77, 84, 91, 98, 105 wnu 112 TaBnerku B KapTOHEHA KYTHS B
OPA/AVPVC //Al 6aucrep.

Eronaisa 20 mg duamupanu tabnetku

28, 35,42, 49, 56, 63, 70, 77, 84, 91, 98, 105 wuu 112 Tabnerxu s KAPTOHEHA KYTHA B
OPA/AI/PVC //Al 6nucTep.

He Benuku BHAORE OnaKoBku Morar na Gnaat [IYCHATH Ha nasapa.

6.6 Cneunaanu npennasun MEpKH NPH YHHUIOKABaHE

Hama cneumannm nauckeanus.

Besko HeHsnonseaHo KomHuecTrO OT JIEKAPCTBCHHA NIPOAYKT WITH OTNANBUEH MaTepHal

TPHGBH na 61)116 YHHIIOKEH B ChOTBETCTBHE C IOKATHUATE H3UCKBAHHA.

7. TPHUTEXATEJ HA PA3PEINEHHETO 3A YTIOTPEEA

T
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Egis Pharmaceuticals PLC
1106 Budapest, Keresztiiri it 30-38.
YHrapus
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8. HOMEP(A) HA PASPEIIEHHETO 3A YHOTPEBA

Eronanza 5 mg dunmupann tabnetku: Per. Ne: 20100483

Eronanza 10 mg dpuimupanu tabnerxu: Per. No: 20100485
Eronamn3a 15 mg ¢punmupanu Tabnerku: Per. No: 20100486
Eronanza 20 mg ¢punmupann tabaetkn: Per. Ne: 20100487

9. JATA HA ITbPBO PA3IPEINABAHEMOAHOBSIBAHE HA PASPEIEHHETO
3A YIIOTPEBA

JlaTa Ha TbpBO paspemasane: 22.07.2010 r.
Jara Ha nocneiHO mogHosABaHe: 24.01.2017 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
Centemepuy, 2022 r.
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