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1. MME HA JEKAPCTBEHHS IIPOAYKT L6/ 747 /7/ Gy ‘/J.’J!

PaspelusHue Na

2

Oaanzakon 10 mg TaGaerkn et
Olanzacon 10 mg tablets IR N e

2. KAYECTBEH U KOTHYECTBEH ChCTAB
Bcska tabneTka chabpika 10 mg onansanuu (olanzapine).
Tlomomnn BewecTBa ¢ HW3BecTHO [ciicTeHe: Beaka TaGnetka cwhabpka 181,000 mg nakTosa

MOHOXHIPAT.

34 I'BAHHA CIHMCBHK HAa IOMOLIHATE BEIECTBA BHKTE Touka 6.1,

3. JEKAPCTBEHA ®0OPMA

Tabnetka

Kpbrig, skeaTH, JBOHHOW3MBKHANH, HEOOBHTH TabieTku ¢ penedHo m3obpaxkeHue "OA" oT eaHara
cTpaHa 4 "10" ot Apyrara.

4, K/IHHHYHHU JAHHH

4.1 TepaneBTHYHR NoKazaHuH

Br3pactau
OnaH3aKoH e Noka3aH 3a JIeUeHHe Ha IH30ppeHns.

OnaH3akoH e eeKTHBEH 3a MOAABPKAHE HA KNHHUYHOTO NoaoOpeHHe MO BPEME HA NPOABLIKHTETHO
JleyeHHe NPH NALUMENTH, NTOKA3aNH HaYaJIeH TEpaneBTHYEH OTTOROP.

Onan3akoH e NokazaH 3a leYeHue HA YMEPEHH A0 TEXKH MAHHIHH eNU30AH,

OnanzakoH € mokaszan 3a NpodHIAKTHKA HA PELMAHBH HA MaHHEH €NMU30A NPH NAUWEHTH ¢
Gunonapuu pascTPoCTBA, MPH KOWTO MO BpEME HA MAHHEH €M30[ € OWN MOCTHIHAT KIIMHHYEH
OTrLOBOP C OJIAH3ANIHH {BxK. Touka 5.1).

4.2 JA03ApoBKa H HAYAH HA NPHJIOKEeHHE

Br3pacthu

Huzogpenun: Tpenopsusanara HauanHa n03a onaxzanud e 10 mg/nuesHo.
Manuiinu enuzoou: Havannara go3a e 15 mg KaTo €JMHHYHA JIHEBHA 1032 TPH MOHOTepanus uin 10
Mg JHEBHO NPW KOMOHHUpaHO fMeveHHe {BK. Touka 5.1)

Hpoduraxmuxa na peyudus ma dunorapuo pascmpoiicmeo. TlpenopbupaHata HauanHa no3a € 10
mg/nxeBHO. [Tpy naupeHTH, KOMTO ca MONYYABAAM ONAH3AMMH 33 NEYEHHE HA MaHMIHM enu30aH, 32

AOMBAHHTENIHC JIEHCHHS HA CHUMIOTOMHTE Ha HapylUleHHe Ha HACTPOCHH!
NMOKa3aHo.
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ITo BpeMe Ha JICYECHHETO Ha IH30(PPEHHS, MAHHHHK €NMH30M U NPH NMPO(GHIAKTHKA HA PELMAHEH Ha
OMMONAPHO pa3sCTPONCTEO, NHEBHATA A03a MOXKE a4 Oble KOPHrupaHa NOCTeneHHO Ha DasaTa Ha
MHIHBHAYAIHOTO KIIHHHYHO CBCTOSHWE, B paMKHTE Ha 5-20 mg/nHerHo. [loBHaBaHe Ha n03aTa 10
HHBA HaJ MpernopruBanaTa Ha4allHa 4034 ¢€ MPenoppyra, CaMo ¢ej CbOTBETHA KTHHHYHA MPCOLSHKA
1 TpabGpa na cTaBa Hail-00L0 Npe3 HHTepBanH He NO-MAKK OT 24 Yaca.

CrnienyajiHy nonynauuu

Hayuenmu a8 cmapuecka ¢wzpacm

O6MKHOBEHO He ce NpenopbuBa MO-HUCKa OT O0HYaliHaTa HavyanHa Ao3a (5 mE/nHEBHO), HO TakaBa
7033 MOKE Ja €& HMA MpeABH/ [PH NALMEeHTH Ha ¥ Hajd 65 roaMHu TOraBa, KOraro KIHHHYHHTE
takropu ro Hanarart (Bx. Touka 4.4).

Hayuenmu ¢ 6vbpeuno wuru weprodpobHo yepexcoane

[To-nucka HayanHa Ao3a (5 mg) Tpabea na ce uma mpeaBua npH noaobuy maupestd. B cnywan na
yMepeHa yepHoapobHa HegocTaTeuHOCT (umpo3a, Child-Pugh knac A wiu B), Hauannara noza tpabea
na 6bze 5 mg M Na ce yBeNUYaBa ¢ NOBHILIEHO BHUMAHHE.

Heduampuuna nonyarayus

OnanzanuH He ce NpenopbyBa 3a ynotpeba oT geua W 0HowM oA 18-rogumwHa BB3pacT Nopasgu
HEAOCTATHYHH JaHHH 3a §e30NacHOCT U eduracHOCT. TIpH KpaTkoCpOUHH NMpOyYBaHHS NPH NAaLHEHTH
B IOHOLLIECKA BB3PACT € IOKNA/IBAHO 3HAYHMO YBEIHUEHHE Ha TEJECHOTO TErN0, H3MEHEHHA B HHBATa
Ha JIMNKIKTE H MPOTAKTHHA B CPABHEHHE C MPOYUBAHUS MPM BB3IPACTHH NALMEHTH (BXK. TOYKH 4.4,
4.8,5.1,15.2).

Hon
OOHMKHOBEHO HE ce Halara NMpOMAHA Ha HAYalHATA 033 M N030BHA WHTEpBaN NPH MALMEHTH OT
3KEHCKH N0N, B CPABHEHHE ¢ MALIHEHTH OT MBKKH NOJL.

Iyuaun
He e HeoOxoaHMO PYTHMHHO 14 ce MPOMEHAT HAMANHATA 1033 H J030BHAT PEKHM Mpit Hermyuiay,

CTIIPAMO Ta3M [IPH ITYLIaYH.
Koraro ¢ Hanuue noeeue ot eanH 3abapau mMetabomisMa GpakTop (KEHCKH NON, CTap4ecka Bb3pacT,
Hemyiay), TpabBa 1a ce MMa NpeaBHA HaManABaHe Ha HayajHata noza. [lopwinaeaHeTo Ha A03aTa,
KOraTo TOBa € HeoOX0AUMO, TpAORa 1a CTaBa AOCTENEHHO NPH TE3H MaLHEHTH.

(Bmxre Touka 4.5 ¥ Touka 5.2).

HauuH Ha NpUIOKEHHE
OnanzanuH MOke 1a ce TIPHeMa HE3aBHCHMO OT XPAHEHETO, Thil KaTo abcopOuuaTa He ce MOB/IHABA
ot xpanaTta. [Ipn npeycranossisaHe nMpHeMa Ha OJIaH3anMH TpabBa ja ¢ UMa npeaBUAR NOCTENEHHOTO
HamMalgBaHe Ha 103aTa.
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4.3 IIporuBonoKasanus

CBpBXHYBCTBUTENIHOCT KbM AKTHBHOTO BEIIECTBO WIM KbM HAKOE OT IOMOLIHMTE BELUIECTBa,
n3bpoeny B Touka 6.1. [lauueHTH, NpH KOMTO € M3BECTHO, Y& HMa PHCK OT MOSBATA HA TECHOBIBJIHA
rinaykoma.

4.4 Cnennajgy npeaynpexieHHa H NPHANA3HA MePKH NpH ynoTpeba

[To BpeMe Ha AHTHNCHXOTHYHO JieyeHHe NOACOpeHHE B KIMHHYHOTO CHCTOSHHE Ha MALMCHTA MOXKe
Ja OTHCME OT HAKOIKO JHH 100 HAKOAKO CCIMHALIA. HaL[HeHTPITe TpHGBa aa 61)}13T CTpOro
HaGAIOOABAHH B TO3M NEPHOIL,

[lcuxo3a, cBbp3aHa ¢ IEMEHUWA, W/HITH NOBENEHYECKH HADYLIIEHHS
Onauzanii He ce MPenopbyea 3a ynotpeba Npyu NAUMEHTH C NICHX03a, CBbP3aHa ¢ AEMEHLIMS, W/MIH

MOBCACHYSCKH HapyLUEHHMS TOPajd YBEJIHYABAHE HA CMBPTHOCTTA M PHCKA OT MO3BYHOCHIOBH
MHLUMAEHTH. B nnauebo KOHTPONMpaHH KIMHHUHA NpoyUBaHHUA (C MPOABIKHTENHOCT 6-12 cenMuun)
NpH MaLMeHTH B CTApHeCKa Bb3pacT (Cpe/iHAa Bb3pacT 78 rojMHH) ¢ NcKxo3a, CBbp3aHa ¢ AEMEHLM,
/MM MOBEACHYECKH HapYLICHWs, ¢ HabnlofaBaHO 2-KpaTHO YBe/IM4aBaHe Ha CMbPTHOCTTA MpH
NALUEHTHTE, IEKYBaHH C OJIaH3anuH, B CPABHEHUE C MIALMEHTHTE, TPETHPaHH ¢ Nanebo (CbOTBETHO
3,5% cnpamo 1,5%). [To-BucokaTa CMBPTHOCT He € CBbP3aHa ¢ 03aTa Ha OJaH3arnuH (CpeaHa AHEBHA
aoza 4,4 mg) WiIH ¢ NPOABLKUTENHOCTTA HA JleyeHHero. PHCKoBUTE (aKTOpH, KOWTO MOraT ja
TIPEAPA3NOIONKAT Ta3H TOMY/IALMS NAUMEHTH KBM YBEIMYEHAa CMBPTHOCT, BKIIOYBAT BB3pacT > 65
TOJIMHM, AMCharus, cefauns, Hapylieno (HEIOCTATHYHO) XpaHeHe W Aexuaparauus, OenoapobHu
3afonsBanns (HANp. NHEBEMOHHMS CHC WAM 0€3 achupaums) HAK egHOBpeMeHHa ynotpeba Ha
OeHzoamasenvud. Bobnpekd Topa, uecTOoTata Ha CMBPTHHTE Cyyan ¢ OMIa NO-BMCOKAa IpH
NAUMEHTHTE, IEKYBAHU C OJIAH3ATIMH, B CPABHEHHE C IU1aued0-TPETHPAHUTE TALIHEHTH HE3aBUCHUMO OT
Te3u PUCKOBM (HAKTOPH.

B ¢BHIUWTE KIWHHYHHM H3MHTBAHUA MMa CHLOGLLEHHA 33 MO3IBUYHO-CBAOEH HexenadHu cedumng (MCHC,
Hanp. HHCYNT, TIPEXOAEH HCXEMHYEH NPUCTBIT), BIJIFOYHTENHO H ¢ daTanen u3xox. Habnonasaso e 3-
kpatHo yeenudasaHe Ha MCHC npu nmanMeHTH, TeKyBaHu C ONaH3aNKH, B CPABHEHHE C MAUMEHTHTE,
TpeTupanu ¢ miaiedbo (1,3 % cnpamo 0,4%, cLoTBETHO). BCHYKH NanMenTH, NeKyBaHH ¢ OJIAH3AMHH
WM mnauedo, NP KOWTO ca HabAKIaBaHH MOIBYHO-CHAOBH HEXENIAHH CHOUTHA, ¢a C MpeaIlecTBallH
puckoBH (akTopu. Bu3pact > 75 ronH#u M ChAOB/CMECEH THN JCMEHUMS €A MACHTH(MLIMPAHH KATO
puckoH ¢daktopu 3a MCHC ebB Bph3ka ¢ meueHweTo ¢ onaH3anud. B Te3M HM3NMTBAHMA HE €
YCTaHOBEHA e(DUKACHOCTTA HA ONAH3AMHH.

bonecr Ha [lapkriHCcOH

He ce mpenopsuea ynotpebaTa Ha OnaH3andH 33 Nl€UYeHHE Ha NICHXO3M, CBbP3dHHM C TPHEMa Ha
JIONAMHUHOB aroHKWCT, NPH NauMeHTH ¢ GonectTa Ha [lapkMHCOH. B KNMHMYHM M3NHTBAHHA MHOrO
YecTO H NO-4eCTO B CPaBHCHHE ¢ Mjanefo ca JOKNIanBaHH BIOLIABAHE HA MAPKHHCOHOBATA
CHMNTOMATHKA M XaIOUMHALMK (Bxk. Touka 4.8), a onamsanuH He e no-edekTrsen oT mnauedbo npu
JIEYEHHWE HA NCUXOTHYHM CHMNTOMH. B TE3H W3MMTBAHMA C€ M3MCKBAa NAaUMEHTHTe aa Obaar
MbPBOHA4ANHO CTaOMNM3MpaHH ¢ Haifi-HHCKaTa e(deKTHBHA [03a AHTHIAPKMHCOHOB JIEKApPCTBEH
NpOAYKT (IOHAMHHOB aroHUCT) M [a 3ana3iAT ChIIATE AHTUMAPKHHCOHOBH JIEKAPCTBEHH NMPOAYKTH H
JO3UPaHHA N0 BpeMe Ha NMpoyyBaHeTo. OMaH3anWH € 3aMo4uBaH B A03H OT 2,5 mg/IneBHO H TUTPHPaH
A0 MakcHMyM |5 mg/aHeBHO NO NpeNeHKA Ha H3CIIe0BaATEN.
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Hesponentuuen manurneH cunzpom (HMC)

HMC e noTeHUMANHO *KHBOTO-3aCTPAIIABALLQ ChCTOSHHE, CRBP3AHO C JIEYHEHHETO ¢ aHTHIICHXOTHYHH
jexapcTBeHy fpoayktH. Paaxo ca apoxnapsanu M caywan Ha HMC, cpbpsany ¢ npueMa Ha
onasusanuH. Knuunanute nposey va HMC ca xunepnupexcns, MyCKy/THa PHIHAHOCT, HAPYLICHHA B
MHCJIOBHHS NPOLIEC W [AHHM 3a BEreTaTHBHA HECTAOMIHOCT (NPOMEHH B MYJICA MK ApTEPHANTHOTO
HaIAFaHe, TAXMKapAHs, U3MOTABAHE H OTKIIOHEHHA B ChpAeYHHS PUTHM). JIONBIHUTENHHTE IPU3HALM
MOraT [a BKJIKOYBAT NOBHISHMe Ha KpeaTuHgocdoxunasata, MuornobuHypus (pabaomuonmsa)
ocTpa ObOpeuHa HEAOCTATBYHOCT. AKO MAalMeHT pa3BHe NPH3HALM H CHMITOMY, MOKA3ATEJIHH 32
HMC, unn uma HescHO TeMOepaTypHO cheTosHHe 6e3 Jpyrd KIHHUYHH nposasn Ha HMC, npuembT
Ha BCHYKM AHTHNCMXOTHYHH [EKAPCTBA, BKIIIOUMTENHO W HAa onawsanuH, Tpadea nxa Obae
NpeyCcTaHOBEH.

XunepriavkeMHud H nuaber

Heuecto ¢ noxnaapaHa XHMEPriMkeMHA H/WiIW pasBHTHE WIH BIOIaBaHe Ha juabeT noHaKora
CBBbP3aH C KETOALMI03a WIH KOMa, BIJTKOUMTENHO W ciydad ¢ ¢artaneH u3xoa (Bx. Touka 4.8). B
HAKOW OT CIy4auTe € IOKIaJBAHO NpeillecTBallo MOBHIIABAHE HA TErOTO, KOSTO MOXKE Aa Obae
npexpasnonaranl Gakrop.

[lpenopvuyBa ce noaxoaswo KIHHAYHO HabuoJeHHe B CHOTBETCTBME C M3MON3BAHMTE YKa3aHHs 34
ynoTpeba Ha aHTHNCHXOTHYHH CPelCTBa, HAanp. H3MEPBaHe Ha KPbBHATa 3aXap Ha W3XOAHO HHBO, Ha
12-Ta ceaMHMua cnen 3amovBaHe Ha JIEUEHHETO ¢ OMAHIAMMH W caed ToBa exeroaHo. [launewrure,
NEKYBaHH ¢ aHTUIICUXOTHYHH JiekapeTsa, BicTioustenHo OJIAH3AKOH, tpabsa Aa ce Habmoaapat 3a
NPU3HALM H CHMITTOMH HA XMMEpriMKeMHs (KaTO Hanp. NOMWIMIICHA, NMOJHYPHA, Tonudarus u
cnabocT), a NAUMEHTHTE ChC 3axapeH IHabeT uay TE3H ¢ pUCKOBH (HaKTOpH 3a 3axapeH Axader Tpabsa
Ja €€ MOHHTODHpAT PelOBHO 3a BIOLIABaHE HA KOHTPOJa Ha Fiioko3ara. Ternoto TpAabBa na ce
MOHWTOPUpPA PEelOBHO, HANP. HA W3XOAHO HHWEO, Ha 4-ta, §-ta U 12-Ta ceamMuUa ciell 3aMoYBane Ha
JIEYEHHMETO C O/1aH3AMKH K CNEJ TOBa Ha BCEKH TPH MeceLa.

{Ipomenu B IMOHANTE

Habmonaear ce Hexe1aHH MPOMEHH B JIMAMAMTE NPH MaUMEHTH, JeKyBaHU ¢ ONnaH3anus B rnauebo
KOHTPONHPAHH KTHHWYHY M3NUTBaHHMA (Bx. Towka 4.8). [IpomeHuTe 8 numHaure Tpabea ga ce
JIEKYBAT KAaKT0 € KAMHHYHO ¥YMECTHO, ocobeHo Nnpyd NaUHEHTH € JHCNUMIIHASMHA H TIpH MaLUHUeHTH C
puckoBH (akTOpM 3a pasBUTHE Ha JMNMAHU HapyweHus. [IpH nNalMeHTHTe, JEKYBaHH C
AHTUIICHXOTHYHK fekapeTka, BrmoudTenHo OJIAH3AKOH, tpabea na ce MOHMTOpMpAaT PEenOBHO
HHBAaTa Ha JIMTHIMTE, CNOPE/ H3MONIBAHMTE YKA3aHHA 33 ynoTpeba Ha aHTHINCHXOTHWYHH CPEACTBa,
HaNpHMEP HA M3XOAHO HHBO, Ha 12-Ta ceIMHLIA Clien 3anovBaHe Ha NeUeHHETO ¢ ONAaH3aMMH H Ccliel
TOBA Ha BCEKH 5 FOXMHM.

AHTHXONHHEPIUYHA AKTHBHOCT

Brrnpeku 4e, opu in virro npoyuBaHHATA ONMAH3ATIMH MOKA38a AHTHXOJHHEPrHYHE aKTHBHOCT, OMTHTBT
110 BpeMe Ha KIMHHYHWTE MPOYy4BaHHA, MOKA3B@ HHCKA 4ecTOTA Ha Modo0HH cny4ad. TwH kato
KJIHHHYHHMAT OMHUT ¢ ONaH3anWH NpH TAlUMEeHTH ChC CHOBTCTBAINH 3ab0nABaHHMs € OIPaHHYEH,
npenopbyBa ce Tol ga Obae NpeanHcBaH ¢ NOBULIEHO BHUMAHKE Ha MALMCHTHTE ¢ XHNepTpodus Ha
MIPOCTATATA WIH MapalHuTHYEH WIISYC M NOAOOHH ChCTOAHHUA.

YepHoapobHa dyHKIMA

Yecto e nalmopaBaHO  mpexofHO, GEe3CHMOTOMHO — TNOBHIIABAHE HA  YepHOAPOOHHTE
amuHoTpancepazu, anaHuHtpaHcepaza (ALT) u acnaprarrpancdepasa (AST), ocobeno B
HAYaNOTO Ha NeYeHHeTo. HI3UCKBa ce NMOBHILEHO BHUMAHUE [IPH [TALHEHTHTE ¢ moBuineHd ALT w/nin
AST, npu nalMeHTUTe ¢ MPH3HALM H CUMIITOMH HAa YepHOAPODHO YBpEeXKIaHE, KaKTO

NPEIXOAHH HApYIWEHHs HAa 4YepHOApOOHaTa (YHKLMA HAM TakHBa, KOHTO <a Smﬁ
MOTEHUMAIHO XENATOTOKCHYHM JIEKAPCTBEHH NpPOAYKTH. B cnyuaure, koraTto e,;ﬁuarmfgguu‘n m

gia .

X€NAaTUT (BKIIOYHTEAHO XEMaTOLeMyNapHO, X0JecTaTHYHO WIIH CMECEHO qepHOﬂg}b o ¥B
NIeHEHHETO ¢ ONaH3anuH TpAOBa 1a 6b/e MpeycTaHoOBEHO. o
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HeyTponenus
HeobxopHMO € NOBUIIEHO BHHMAaHHE TP MAUKEHTH, KOWTO MO HAKAKBA MPUYHHA CA C HHUCBK Bpoii

NEBKOLIMTH /UK HEYTPOPHIIH, NPH NOJYHAaBALIMTE NEKapPCTRA, 3@ KOMTO € H3BECTHO, Ye MPHYHHABAT
HEYTPONEHHA, NMpH NAUHEHTHTE C AHAMHE3a 3a JIEKApPCTBEHO HHAYLOHPaHO MOTHUCKAHE Ha KOCTHHA
MO3BK/KOCTHO-MO3bYHA TOKCHMYHOCT, MPH [ALHEHTHTE C TMOATHCKAHE HAa KOCTHHA MO3BK MOPAaaH
CHILTCTRALIO 3ab0nABaHe, NLuUENEYEHHE MM XHUMHOTEpanus, KakTo W TMPH  TAUWEHTHTE ¢
xunepeosHHoWIHg UNH ¢ MuenonponudepatMBHH 3abonseaHud. 3a weyTponenus ce choOinasa
YECTO, NIPH STHOBPEMEHHO NPHNOKSHHE HA OJIaH3anNKH ¢ Bannpoart (Bxk. Toyka 4.8).

HQEKQHTHB&HQ Ha JICHEHHETO
OCTpH CHMITTOMH KaTO [IOTEHE, 6€3C'I>HHC, TPEMOpP, TPCBOXKHOCT, TafieHe HIH TMNOBpLUIAHC Ca

noknaasau pagko (> 0,01% u < 0,1%) npu pa3ko npexparasaHe Ha NEYSHHUETO C ONTAHIANHH.

QT unrepsan

B knMHUYHH NpoyuBaHUS ca HaOmroaagaHH HeuecT (0,1% no 1%) KIHHMYHO SHAYHMH YABIKABAHKA
Ha QTc-unrepsana (QOT kopekums Fridericia [QTcF] > 500 munuceKyHIN [msec] no BCAKO BpeMe
cnea w3xonHoto EKT npu mauventu ¢ usxomno Q7cF < 500 msec) mpy naumeHTH, NeKYBaHH ¢
ONAH3AMHH, KOMTO HAMAT CMTHH(MKAHTHM pasiH4Mi B CBBP3ZHHTE KApAHOJIOTHYHH CHLOUTHA B
cpaBHeHHe C r1auebo. Brnpeku ToBa, KAKTO M MpH APYTUTE aHTUICKMXOTHLM, TPAOBA Aa c€ BHUMABA,
KOraTo ¢e MPEANHCEa ONaH3aNHH C IEKAPCTBEHH NIPOAYKTH, yabikasamn QTc-untepsana, ocobeHo
MpH NALHEHTH B CTapYecKa BL3PacT, TIPH NauMeHTH ChC CHHAPOM Ha BPOAeH yAb/ukeH (T, sacToiiHa
Chp/IEYHA HEJOCTATHLYHOCT, ChPAEYHA XUNEPTpadUA, XHIOKANTHEMHA HIH XHNOMarHE3HEMHS.

Tpomboembonus

Heuecto (>0,1% n <1%) ce cpobwiaBa 3a Bpb3ka BbE BPEMETD MEXKDY JICYEHWE C OJaH3ANUH H
nogsata Ha BeHoszHa TpoMboembonua. He e ycTaHOBEeHa MpHMMHHO-CNIEACTBEHA BPB3KA MEXAY
nogBaTa Ha BEHO3HAa TpoMGOeMOONHA M nedeHHETO C onaHsanuH. Bunpexn ToBa, TBH Karo npu
nauMeHTHTe C wWK3odpeHns 4ecTo ca Haldue npuaoOuT pucKosH dakTopu 3a  BEHO3Ha
TpomOoeMboIna, TpA0Ba Aa ce HACHTHDHLMPAT BCHYKHA Bb3MOXKHH puckoBH daxropH 3a BTE, vanp.,
0be3nBHKBaHEe Ha MALUMEHTHTe, M 1a ObIaT NpeanpueTy NpodMIakTHIHH MEPKH.

Obuo geiictsue upxy HHHC

Karo ce umat npeasua ochosuuTe eeKTd Ha onanzamud Bepxy LIHC, nHeobxoaumo e nosHineHo
BHHMaHHE NMpPH KOMOMHHMPAHETO HA NPOAYKTA ¢ APYFH UEHTPATHOAESHCTRAILM JIEKAPCTBA M ANKOXOI.
Toi kaTo onap3anuH in Vitre ce NpoOABABA KaTo AHTArOHHCT HA JONAMHHA, Bh3MOKHO € TOH 1a
AHTArOHM3Wpa e(PeKTHTE HA MPEKUTE H HeMpPeKHTE AOMIAMHHOBH arOHHMCTH.

I'tpuose
Onanszanuy TpsAGBa Aa ce Npuiara BHUMATENHO MPH NALMEHTY, KOHTO €a ¢ AHaMHE3a 3a I'bPUOBE HIH

Ca H3IJIOKCHH Ha (bax"ropn, KOHTO MOraT 4a HaMaJIAT I'bpUuOoBKA I1par. Heuecto ca noknagBaHu ciaydan
Ha FBPYOBE {IpH TAKHBA TIALMEHTH, KOUTO Ca JIEKYBaHK C OJlIaH3allHH. IToseyeTo OT Te3u CllydyaHd Ca
OunM ¢ aHaMHe3a 3a FbpPHOBE HIIH PHCKOBH Cl]al(TOpl/I 3a TAXHaTta rnoABa.

TapavBHA AHCKHHEZNA
B cpaBHMTE/IHH MpoyYBAHHA ¢ NPOALIKHTEIHOCT HAa JIeHYEHHETO GO €]HAa TOJHHA OJIAH3aMHH €

CBBP3aH CbC CTATHCTHYECKM 3HAUMMO MO-HMCKA YECTOTa Ha JIeUeHWE Ha CAy4auTe ¢ MOABA Ha
JMCKHHE3MsA. PHCKBT OT AOfABA HAa TapAMBHA JHCKHMHE3HMA HApacTBa C MNPOABDKUTCITHOCTTAZ Ha
€KCMO3HHMATA, NOpaJH KOoeTo B Cciyyad Ha 10ABa HA [pPW3HAUH WM CHMNTOMH Ha TapiMBHa
JTUCKHHE3UA NPH NaUMEHT Ha OJIaH3alMHH € HEeOOXOAHMO /la ce OOMHCIH HaMalsiBaHE H ata Wiy
NpeyCTaHOBABAHE Ha JieueHueto. CHMITOMUTE HAa TapIMBHA AHCKHHE3HA MOT /g{m”r

4 ; 3
BPEMCHHO HIIH OOPH 1a CE MPpOABAT CNICA MPEKbCBAHE HA NEYCHHETO. S, La - "“'---.\"*—’f‘;, S
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OprocTarHyia XHNOTOHKS
B wiIMHHYHH TIPOYUBAHHA C OJaH3aNHH NPH [IALMEHTH B CTAPYECKA BL3PACT HEUECTO € HabnKAaABaAHA

OPTOCTATHYHA XMNOTOHM. [Ipenoprusa ce NEPUOAHYHO MPOCIENABaHe Ha apTCPHANIHOTO HanArase
NpH NMalMEeHTHTE Ha BB3PacT Hajl 65 roAHAY.

BHezanHa cbpAgcYHA CMBPT

B nocTMapKeTHHIOBH CHLOGLWICHHA 1PH NALWEHTH ¢ ONaH3aMiH ce Choblana 3a Cy4yaH Ha BHE3amHa
cbpAcyHa cMbpT. B peTpocnekTHBHO 00CepBAMOHHO KOXOPTHO NpOYYBaHe pPHCKBT OT
npeanonaraeMa BHE3alHa CbpAeYHa CMBPT MPH NAUHEHTH, JTEKYBAHH C 01aH3aM4H, € NIpHOITH3HTENTHO
ABa MLTH MO-BMCOK OT PHCKA MNPH TALMEHTHTE, KOUTO HE ca yrnoTpebaBanu aHTHNCHXOTHLM. B
NPOYYBAHETO PHCKBT OT ONAH3AMHH € ChIIOCTABHM ¢ PHCKA OT aTHIHYHHTE GHTUNCHXOTHLIH, KOHTO €4
BKJIKOYEHH B cOOpHHA aHanm3.

[NeauaTpyuHa NOMYNANIMA
OnaH3anui He € MOKa3aH 3a JeueHde Ha feua W rouowmHd. [IpoyysaHus NpH AAUMEHTH Ha BBb3pacT

mexxay 13 W 17 rogMHH MOKAa3BaT pazIMYHH HEXENaHu PEaKilMH, BKIOYMTEIHO MOBHLLABAHC Ha
TErNOTO, NPOMEHH B MeTabONWTHHTE napaMeTpH W MOBHINEHH CTOWHOCTH HAa MPOJAKTHH.
JIbATOCPOUHM Pe3yJITATH, CBBP3AHY C Te3H CHOMTHA HE Ca H3CNEABAHH M OCTABAT HEM3BECTHH (BXK.
Toukn 4.8 U 5.1).

JlakTosa

OJIAH3AKOH Tabnetkn cbabpkar jakTosa. IlaudeHTH C pedKu HacneAcTBeHH NpobiacMH Ha
rajakTo3Ha HEMOHOCHMOCT, Lapp nakrazeH AeHUMT WM TAOKO30-raNnakTo3Ha manabcopOuus He
TpAGBa Ja NPHEMAT TO3H JIEKAPCTBEH APOIYKT.

4.5 BiaumozeiicTBHe ¢ APYrH JIeKAPCTBEHH NPOAYKTH H APYrH ¢opMH Ha B3auMojeiicThue

[MeasaTpHyHa DonyaaLus
TMpoyuBaHHs 32 B3aMMOICHCTBHE €a NIPOBEKAAHH CAMO NIPH BB3PACTHH.

HoTteHuManHy B3aUMONEHCTBYA., MOBJIMABALIM OJNAH3ANHH
Toii kato onamsanuu ce MeTaGonusupa ot CYPLA2, BemecTaTa KOMTO MOTaT crneudpuyHo na
MHYUMPAT MIH HHXHOHUPAT TO3H W30SH3MM MOrar J1a MOBNHAST (PapMAKOKWHETHKATA HA OJIAH3AMHH.

Unoykuns na CYP1A2
MeTaBonu3MbT HA OTAH3AIIMH MOske 1a 6bie HHIYUMpPaH OT TIOTIOHOMYIEeHE H KapdamMa3ernuH, KOeTo

MOKE 1a JOBEIE J0 NMOHMKABAHE HA KOHLEHTpauMATa Ha onaunsanuH. HabmonapaHo € caMo f€ko 1o
YMEPEHO MOBHLIABAHE KIUpBHCA Ha onaHzanuH. KIMHHYHOTO 3Ha4yeHHe NO BCAKA BEPOSTHOCT €
OrpaHK4eHo, HO Ce NpenopbuBa KIMHHYHO MNpocneAsBane W OOMHC/IAHE BbIMOKHOCTTA 34
NOBHIIABAHE Ha J03aTa onaH3anuH {Bx. Touka 4.2).

Huxubupane na CYP1A2
Mdnysokcamu, crmeuvduued CYPIA2 unxu0MTOp, € NOKasal 3HAYHTETHO HHXHOMpaHe Ha

MeTabonu3Ma Ha onaHsamul. CpeaHoTo ysennuaBaHe Ha Crax HA ONAH3ANAH Cle (IYBOKCAMHH ¢
54% nipM KeHM Hermymayka 1 77% npu Mbke mywayn. CpeqHoTO YBeAHYaBaHe Ha OfaH3anHH AUCe
cbOTBETHO 52% ¥ 108%. Tlpu natwenTH, KOMTO NMpHeMaT (UIYBOKCAMHH WIIH APYT MHXHOUTOP Ha
CYP1A2, karo uunpodnokcalun TpaBea Ja ce obMuciH I0-HMCKka Hayansa 1o3a. B ciydal Ha
3anouHaTo NedveHHe ¢ HHXHOHTOp Ha CYP1AZ, nosata Ha onaH3aniH TpabBa 11a ce NMOHHKH.
Hamanssane Ha GHOHAAMYHOCTTa =
AKTHRHHAT BBIIEH HAMANABA OHOHANHYHOCTTA Ha NepOPANTHHS ONaH3aMMH ¢ 3 /:ﬁ'é) Bhﬁ
Aa ce MpueMa Hal-Mallko 2 Yaca npefy WM c1eA 0JIaH3amnuH. / s




BnugHue HA ONAHIATHH BLPXY JIPYTH JEKAPCTBEHH NPOLYKTH

OnaH3anvH MOXe J1a AHTarOHH3Hpa e(peKTHTE Ha MPEKHTE U HeNpPEKH IONaMHHOBYH arOHUCTH.
Onan3zanuH He HHxuGupa ocuosuute CYP450 usoedsumu in virro (ramp. 1A2, 2D6, 2C9, 2CI19,
3JA4). Jluncata Ha B3aUMOICHCTBHE ¢ NOTEbLPKNARA B iR ViVe TNPOYyYBAHHE, KBJETO HE €
HabmonaBaHo MHXMOWpaHe Ha MeTadonuaMa OT CAGAHMTE AKTHBHM BELICCTBA: TPHUHKIHYHH
anTHaenpecaHTH (noenussaiy npeaumuo rpynata CYP2D6), sapdapun (CYP2C9), Teodunnu
(CYP1A2) unu nuazenam (CYP3A4 u 2C19).

He e ycTaHOBeHO B3aHMOASHCTBHE HA ONaH3aNKH ¢ MHTHH MM OGUNIEPHAEH, NPH eAHOBPEMEHHOTO HM
NPUAOKEHHE,

TepaneBTHYHOTO MOHHTOPHpaHE Ha IJIA3MEHUTE HHBA Ha BAJNPOAT HE MOKA3Ba HEOOXOAMMOCT OT
KOpEKLIHA HA 103aTa Ha BANMPOAT, Cliejl BKJIIOUBAHETO HA OJIAH3AIHH.

Q6o gelicTeve Bbpxy LHHHC
Tpﬂﬁaa aa ce l'[pOHBﬂBa NOBHUICHO BHHMAaHHE l'IpId NayHeHTH, KOWTO KOHCYMHpaT AJIKOX0n HIH
npnema’r HEKapCTBeHH nponylc"m C MOTHCKALD ,I[GFICTBHB Bbpxy ueHTpa.nHa"ra HepBHa CHCTEeMA.

He ce npenopbysa e€1HOBPEMEHHOTO NPHIOKEHHE HA ONaH3aNHH ¢ AHTHITAPKHHCOHOBH JIEKAPCTRCHH
NPOAYKTH NPH natMeHTH ¢ GomectTa Ha [TapKMHCOH ¥ AgMeHLMA (BX. Touka 4.4).

QTc unrepran

OnanzanuH Tpa0Ba ja ce NpUiara BHUMATEAHO SAHOBPEMEHHO C JIEKAPCTBEHH MPOJYKTH, 38 KOHTO ¢
H3BECTHO, e yBenuuasar QTc-unrepBana. (Bx. Touka 4.4).

4.6 PepTHIHTET, OpeMeHHOCT H KbpMeHe

bpemennoct
Hsma cbOTBETHH 200pe KOHTPOIMPaHH MPOY4YBaHKA BopXy Gpemennu sxenn. [Taunentkute Tpabdea na

ObaatT CbBETBAHH Aa YBCAOMABAT CBOA JIEKap, ako 3a6pemeHeaT HJIH HMAT HAaMCPEHHE A 3a6pemeHeﬂT
o BpEME Ha JICUCHHUCTO € OJIaH3allHH. B%npel(u TOBa, NOpajd OrpaHHUYCHHAT OIWUT NpH XOpa,
OJlaH3anvH TpﬂﬁBa Ja c¢e npuiara no BpeMe Ha GPBMBHHOCT, CaM(Q aKo NOTCHUHWATHATA NnoJ3a
[MpeBHIIIABA IIOTCHUHAIHHA PHCK 34 Iioja.

ITpH HOBOPOJEHH, H3T0KEHH Ha AHTHIICMXOTHLH (BKITIOYUTEIIHO OJIAH3AIIHH) TTPe3 TPETHS TPHUMECTLP
Ha OpEMEHHOCTTA MMA PHCK OT HEXeNaHH JICKAPCTBEHH PEakuH, BKIKOHYBALIM EKCTPaNnHpaMHuIHH
CHMITTOMH W/MJIH CHMIITOMM Ha OTHEMaHe Clie]] PaXJAaHeTO, KOMTO MOraT Aa BapupaT Mo TEXECT W
Npoab/KHTEAHOCT. JIOKIaaBaHM c¢a cayd4ad Ha Bb30yla, XHIEPTOHHMA, XMNOTOHHA, TPEeMop,
COMHONEHTHOCT, PECNHPATOPeH AHCTPEC WIH XPAaHHTEJIHH pPa3TpoOHCTBA. 38TOBA, HOBOPOLEHHTE
TpaAGBa na ObaaT BHUMATETHO MOHHTOPHPAHH.

KspMeHe
B npoy4BaHe MpH 31paBH, KEPMEUIH XKEHH € YCTAHOBEHO, He ONaH3alHH ¢e EKCKPETHPa ¢ MaW1YHHOTO

masako. CpeaHaTa eKCNo3HLMA 33 KbpMayeTo (mg/kg), NpH CTALMOHAPHH CBHCTOAHHMS € ONpeeIeHa
kato 1,8 % ot nosara, npuera ot makikara (mg/kg). [Mauuenrkure Tpadpa 1a ObAAT CbBETBAHM 1A He
KbPMAT JELATa CH, aKO NMPHEMAT ONaH3anHH.

Mdeprunnrer
EdekTH BBpXYy GepTHIHTETA HE Ca H3BecTHY (BXK. TOUKa 5.3 3a MpeAKTHHHYHa HHopMaum).

4.7 EdexkTn BLpXy ciocofHocTTa 32 modupane H pabora ¢ MAMIMHA —
/M.U-’.ﬂ m;\\

NALIMCHTHUTE 113;1633 na 61,;[31 npeynpe/ieHu la BHUMABaT 1pH paboTa ¢ MalliH
YNpaBJIeHHe MOTOPHH NPEBO3HH CPEJCTRA.



4.8 Hexenanu JieKapcTBEHH peakIiuH

Pesrome Ha npodmna Ha He30NacHOCT

Bu3pacTHH
Haii-uecto (HabnionaeaHu mpu# > 1% OT naiMeHTHTE) CbOOILIABAHHTE HEXKEJAHH JEKAPCTBEHH

PEaKkiHH, CPBP3aHH C MNPHIOKCHHETO HA ORaH3aNHH B KIHHHYHHU M3NHTBAaHHA ca CBLHAHBOCT,
TIOBHILABAHE HA TETJIOTO, €O3UHOGMINS, YBEIMYCHH HUBZ HA MPOJIAKTHH, XOAECTEPON, MIIOKO3a M
Tpuravuepuad (Bx. Touka 4.4), IMIOKO3YpHA, MOBHLWIEH &NETHT, CBETOBBLPTENK, AKATHIHA,
MapKUHCOHH3ILM, JICBKOIIEHHA, HEYTPONeHHA (BK ToUka 4.4), NMCKHMHE3UA, OPTOCTATHYHA XHIOTOHHA,
AHTHXONMHHEPIMYHH  ©(eKTH, TPEXOOHH OE3CHMNTOMHH  YBEJIHHYEHMS Ha  HEPHOAPOOHMTE
amunoTpaHcdepasd (Bx. Touka 4.4), oOpuB, acTeHMs, yMOpa, TIMPEKCHA, apTpPairds, NOBHLICHA
ankanHa docdaraza, BUCOKH CTOMHOCTH Ha raMa-riuytamuarpancdepasa, BHCOKM CTOMHOCTH Ha
NHKOYHA KUCEIMHA, BHCOKA CTOMHOCT Ha KpeaTHHpocoKHHA3A U OTOK.

Tabnnua Ha HeXKeJaHHTE TeKAPCTBEHH PeaKLpn

B npeacraBenara Tabnuua ca wW30poeHM HeXENaHH /EKAPCTBECHW peakuMHM H  nabopaTopHu
H3CNE/IBAHHA MO JAHHH OT CMIOHTaHHYK ChOOIEHHA K KIIHHHYHH Mpoy4usaHus. [1pH BCAKO rpynupaHe B
2ABUCHMOCT OT YECTOTATA HEKETAHHTE PEaKLMH €a NPEACTABSHH B HU3XOAANL Pe/l N0 OTHOLICHKE HA
TAXHaTa cepHozHocT. TepMunuTe 22 uecToTa ca nedHHUpaHH KaKTO CleaBa:

Mmuoro uectn (> 1/10), yectv (> 1/100 ao < 1/10), neyectn (> 1/1000 go < 1/100), peakn (> 1/10 000
ao < 1/1006), muoro peaku (< 1/10 000), ¢ HeussecTHa uecToTa (He Moxe fa Obae ouewena ot
HAJIHWYHHTE JAHHH OT CIOHTAHH CHOOIIEeHH]).

Muoro yectn |Yectn Hevecrn Peaxn C

HEH3IBECTHA
yecTora

Hapxmenna HA KPHLBTA H JEAMdHATA cHCTemMAa

Eozunodunus TpomGouutoneHus'!
Jlepkonenua'®
Heytponenus'®

Hap_xmemm HA HMYHHATA CHCTEMA

CepuxuysctBuTenHOCT!!

Hapymenns Ha MeTabo/143Ma H XpaneHeTo

Mosuwapane na|Hosiienk Hupa Ha|Pazsutue win o6octpane| Xunotepmus'?

Ternoro' xonectepor™ Ha pauaber, mOHAKOra
IToBuieHn HMBA Ha|CBBP3aH C KETOALMI03A
rokosa’ HIM KOMA, BKIIOYUTETHO
[ToBHuleHH H¥Ba Ha|aTanHW coyuad (B
TPHUITHUEPHIU® Touka 4.4)"!

IM'ntoxosypus

[loBHineH aneTur

Hapymenss Ha HEPBHATA CACTEMa

ComHonenTHocT|3aMasHoeT Axatuzusa®|[spuose,  korato  B|Hesponentuuen

TlapkHHCORM3EM® MOBEYETO  CIyYad  €|MalMrHeH CHHIPOM
JluckmnHesuns® JOK/Ta/BaHa aHAMHE3a 3al(BXK. TOuKa wﬂmﬁ

rLpYOBE MM PHCKOBH|CHMITTOMH
dakropu 3a rppuose’' [mpekpaTaBany

7
7

JucToHHA
(BIJIIOYHTENHO f
okynorupanms)!! !\
TapaveHa auckHHE3MA ' N
NI L
9 NG




Amuesus’ Juzaptpus

Coppaeysn HapymeHus

Bpanuxapans Kamepua
Vavmkasane Ha QTg|raxukapaus/
(rx. Touka 4.4) dubpunaums,
BHE3ANHA CMBPT
(k. Touka 4.4)""
Cva0BH HApYIIERHA
OprocTaTtHuHa BenozHa
XHMNoToHus ' Tpomboembonus
(BKIIOYHTENHO
Benogpobra embonua u
AbNOOKa BEHO3HA
Tpombo3a) (k. TOYKa
4.4)

Pecnupatopuu, rpbIHs # MEIHACTHHATIHA HAPYUIERAS

| Enucrakcuc’

Cromamn HO-IPp¢BHH HADYIEICHHH

Jlexu, npexoaHu Moaysane Ha kopema®  |[TaHkpearut''
AHTUXOTHHEPTUHHA
ederTH, BKITFOUBALLH
0o0CTHIALMA H CYXOTa B
YCTATA
XenaTo-0MIHAPHH HAPYIIEHHSA
[pexonsu, Xenarur
Ge3cHMITOMHH (BKJIIOYHTETHO
NOBHLICHHA Ha XanaToueyIapHo,
4epHOAPOOHHTE XONECTATUHHO HilH
aMuHoTpaHchepasu CMECEHO
{ALT, AST), ocobeno yepHOAPOOHO
B HAYAJIOTO Ha yBpexgane)'!
AeUeHHETO (BK. TOUKA
4.4)
HapymeHHA HA KOKATA H NOAK0KHATA ThKaH
Ob6pue Peaknus Ha
($OTOYYBCTBHTETHOCT
Anoneuus

Hapymemm KA MYCKY/IHO-CKEJIE€THATA CHCTEMA H CLEIHHHTENHATA THKAH

[Ap’f’panmﬂg

{Pabaomuonusa’’ !

Hapymen#a na 6u0pennTe H NHKOYHATE NHTHINA

HukOHTHHEHLIHA Ha
VPHHATA, peTeHLIRg Ha

YPHHA
3atpynHeHo
ypunupaHe''
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C'bCTOHHHﬂ, CBLP3AHH € 6pemeuuoc'r"ra POIOBHS H NMOCACPONOBHA NEPHOL

CuvHopoM  Ha
OTHEMaHe TpH
HOBOPOAEHOTO
(ex. Touka 4.6)
HapyiuleHns Ha BL3NPOH3BOAHTE/HATA CHCTEMA H IbpIaTa
EpekTunHa AmeHopes TMpHanuzbLm'?
auchyHKIus
NpH MbKe VroneMaBaHe Ha
rbPANTE
Hamaneno anbuao npu |[Canaxropes npH sxeHH
MBKE H KEHH [muexomacTus/
yronemaBaHe Ha ThPANTE
MpH MBXKE
Q01N HAPYIMICHHS H e(peKTH Ha MACTOTO HA NIPHJIOKEHHE
AcTenus
Ymopa
Orok
Mupekcusa'®
HzcnenBanng
[MoBuienn IMosumena ankanna [Mosuuwier obi
nasmMeHn HUBa |docdarasza’’ Ounupybun
Ha nponaktur® (Bucoka cToiinocT Ha
KpeaTuH
docthokunasa'' Bucoka
CTOHWHOCT Ha
rama-
rayramuiTpaHcdepasa'
Y Bucoka croiinocT Ha
NUKO4Ha Kucelauna'

" KTHHMYHO 3H2YMMO TIOBHILABAHE Ha TErN10To € HabmoaasaHo Npe3 BCHUKH H3XOIHU KaTETOPHH Ha
Unnexca Ha Tenecna maca (MTM). Cnea xpaTkocpouHo neyeHne (CpeaiHa NPOABIKHTENHOCT 47 THK)
NOBMIIIABAHE HA TEMIOTO ¢ >7% CRPAMO HIXOAHOTO TENECHO TErNO0 € MHOrO 4ecTo (22,2 %), ¢ 215% ¢
yecto (4,2 %), a ¢ > 25 % e Heuecto (0,8 %). [pH nayueHTH ¢ IpArocpouHa excnosuuua (note 48
ceaMnUM) e MHOro Yecto Hangapane >7 %, >15 % p >25% OT M3XOAHOTO MM TEIECHO TErNO
(cpOTBETHO, 64,4 %, 31,7 % 1 12,3 %).

? CpeiHH MOBULLEHHA B CTORHOCTHTE Ha HNMAWTE Ha rmagHo (00w xonectepon, LDL xonectepon u
TPHUITHLIEPHAH) €A M10-BUCOKH MPH MaupeHTH 6e3 JaHHH 33 HapyIUeHHe Ha M3XOAHATa peryfauHs Ha
JHITHANTE.

3 Ha6nropasa ce Npu HOPMATHH M3XOAHH HMBA Ha raaHo (<5,17 mmol/l), KouTo HapacTeaT 10 Haii-
BHCOKA CTOHHOCT (> 6,2 mmol/l). [NpoMenu oT ped)epeHTHUTE rPAHHLM B H3XOAHWTE HHBA Ha O0IMA
XOJIECTEPON Ha radHo (>5,17 - <6,2 mmol) ao Hali-BHCOKa CTORHOCT (26,2 mmol} ca MHOrO YecTH.

* Habnionasa ce NpH HOPMATHHTE H3XOAHH HUBA HAa raamHo (<556 mmol/l), kouTO HapacTBaT A0
Haii-BucoKa ¢toiiHocT (>7 mmol/l). [lpoMeHH B rmoKoz2aTa HA IM1AJHO CMPAMO TPAHWYHMTE W3XOAHH
CTOUHOCTH (>5,56 - <7 mmol/l) no Haii-sucoka croitdocT (>7 mmol/l) ca MHOTO YeCTH.

’ HaGniopaea ce npy HOPMAIHWTE M3XONHW HHMBa Ha rnagHo (<1,69 mmol/l), kouTo HapacTBaT 40
Haii-BHCOKA cToHHoCT (>2,26 mmol/i). [TpomeHu oT pedepeHTHHTE IPaHHUM B HIXOAHUT) Ba Ha
TpUrAHLEpHaAUTE HA Thnaauo (1,69 mmol/l - <226 mmol/l) a0 Hali-BHCOKA CTOHHOC W{l{

=
ca MHOTO YeCTH. 7 ‘ﬁi“ P e o
8 B KAHHHYHHM MPOY4BAaHHA YECTOTATA Ha MAPKMHCOHHIBM ¥ AMCTOHHA TIPH na.uw&m‘id Jfé‘iteyﬁaﬁﬂ
ONaH3anWH € MO-BUCOKA, HO HE W CTATHCTHHECKH 3HAYMMO Pasn{uHa OT TUI c!’.

OMaH3aMAH [AUEHTH WMAaT MO-HUCKA YeCTOTa HAa MAPKHHCOHHM3BM, akat Bm!l
CpaBHEeHHE ¢ TUTPHPaHW 03 Xajonepuzaosn. IlpH nuncara Ha nogpoOHa uﬂ‘q:oop'l\aauu___JoTHOCHor
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MpenxOAHATA AHAMHE3a HA HHAMBHAYAIHH OCTPH W TapAMBHH €KCTPAMHPAMWIHHM JBUTATETHH
HapyLIEHHA NOHACTOALIEM HEe MOKE Ja CC HANPaBW 3aKMOUEHHE, Y€ ONAH3ANWH NPHUHHABA B M0-
Manka CTeNeH TApIHBRHA AHCKWHEINA H/WIH IPYTH eKCTPanupaMHAHH CHHAPOMM.

7 OcTpH CHMIOTOMM KaTo NOTeHE, HHCOMHHA, TPEMOp, TPEBOXKHOCT, raa€He W IOBPBUIAHC Ca
JIOKIAIBAHH NIPH BHEZATIHO CMUPAHE Ha ONaN3anuH.

' B kNMHMYHA npoyyBaHus 10 |2 CeAMHLK NNa3sMEHHTe KOHUCHTPALMH HA MPONAKTUH NpeBHIIABAT
rOpHATA FPaHHLIA HA HOPMAIHKA fHanasoH npn npubausurenno 30 % or nNeKyBaHuTe ¢ ONaH3aNHH
NauMEHTH, KOWTO HMaT HOPMAanHa M3XoAHa cToiHOCT Ha nponaktvx. [lpu noeeueTo OT Te3u
NauMEHTH MOBHIIEHMATA Ha CTOHHOCTHTE OGMKHOBEHO ca YMEpeHH W OCTaBaT MO ABYKpaTHaTa
CTOHMHOCT Ha FOPHATA I'PAHHIIA Ha HOPMATHHS AHANa30H.

® Hexenano cbuTHE, YCTAHOBEHO OT KIWHHYHW MpOYHBaHHS B MHTErpupaHarta Gasa JaHHU 3a
OlaH3ankH.

10 KakTo € OlEHEHO OT M3MEpeHHTe CTOMHOCTH OT KIMHWYHH TpPOYUBaHWA B MHTErpHpaHaTa Gaza
AaHHK 33 ONaH3anuH.

' HeskenaHo cnOWTHE, YCTAHOBEHO OT CIIOHTAHHH CHOOIIEHHS B MOCTMApKETHMHIOBHA NMEpHOA ¢
OnpeJiesIeHa 4eCTOTa, KATO € H3NION3BaHA HHTerpupanara 6aza JaHHH 3a ONaH3alHH.

2 HeskenaHo CbOMTHE, YCTAHOBEHO OT CIIOHTAHHM ChOOLIEHHA B MOCTMAPKETHHIOBHA NEPHOA ¢
M34MCJICHA 4Y€CTOTa Ha ropHara rpaHdna Ha 95% noeepHTeNeH HMHTepBAJI, Kardo € W3MON3BaHA
MHTerpypaHara 6asa AJaHHH 32 ONAH3AMMH.

ﬂ’bﬂl’OC[!O‘-lHa EKCMO3ULIHA (1I0HE 43 CEAMMLIN)

YacTTa HA MALUMEHTHTE, KOHTO A MMOKA3aNH HeKeTaHH, KIWHHIHO 3HaUYHMH MPOMEHH NOBHLIABAHE Ha
TernoTo, rmokosara, o6mmMsT/LDL/HCL xonecTepon MM TPUIJHMLEPHAHTES, C€ € YBEJHHUMIA C
BpeMeTo. IIPM BL3PACTHH MALKMETH, KOHTO 3aBbpIIBAT 9-12-MECEYHO JedeHME, 4ecToTaTa Ha
HAPACTBAHE HA CPEIHHTE CTOHHOCTH H2 KPBEHATA 3aXap HaMa/iBa ciell NpHONH3HTENHO 6 Meceua.

.gOI'[’b.I‘IHHTCIlHa HH!i}ODMagHﬂ 34 CNIEUHANHY [THTYAAUHH

B KIHHHYHHA NPOYUYBAHUA NMPH NALMEHTH B CTAP4YECKA BB3PACT ¢ AEMEHLINSA, NEHCHHETO C OJIAH3AIMTHMH
ce CBBbP3Ba ¢ MO-BHCOKa HECTOTAa HA CMBPT H MO3IBbYHO-CHAOBH HEXKENIAHW PCAKUMH B CPaBHEHHC C
nnaue6o (Bxk. Touka 4.4). MHOro YecTH HexenaHu peakuui, CBLP3aHH ¢ ynoTpebaTa Ha ONAH3AIINH
Npuy Tazu rpyna naMeHTH, ca abHOpMHA NOXOAKA H TaJaHHA. YeeTo ca HAODMIOAABAHK MMHEBMOHKI,
NOBHILCHA TENECHA TEMIIEPATYpa, NETAPrHA, €PHTEM, 3PUTE/IHH XaNOLHHAUMH H HHKOHTHHEHLHUA Ha
YpHHa.

TTpy KIMHHYHH (POYUBAHHA C TIALMEHTH C IEKAPCTBEHOHHAYLIHpaHa {omamMMHOB aroHMCT) NICHX033,
cabp3aHa ¢ Gonectra Ha [TapKMHCOH, MHOTO 9€CTO H 110-4€CTO B CPABHEHUE C mraueto ca NOKNaaBaHu
BjolnaBaxe Ha [lapkHHCOHORATA CHMATOMATHKA H XaIIOLIMHALMH.

TIpH €1HO KIMHHYHO NPOy4BaHe C MALMEHTH ¢ OMNONApHA MaHWs KOMOHHMPaHOTO JEHEHWE C
BATNIPOAT U ONAN3AIMH BOAH [0 YECTOTa Ha HeyTporeHHaTa 4,1%; noTeruuanet ChaeHcTBaLl daxTop
MOKE Jid Ca BHCOKH TIIa3MEHH HHBA Ha Banmpoar. ONansanuH, NPUIOKEH ¢ TUTHIH WAY BAIIPOAT,
BOIM A0 NOBHIIeHa 4ecToTa (>10%) Ha TpeMop, CYX0Ta B yCTatd, [IOBHILEH aneTHT H TTOBHILIABAHE Ha
Tersioto. Hapywenue B roBopa chilo € goknazgsano secto. [pu nevenne ¢ 01an3anyH g KOMOMHaLWA
¢ AMTHH WM IWRannpoekc ce HabirofaBa MOBMILEHHE ¢ >7% OT M3XOAHOTO TEJIECHO TErno npw
17,4% OT MAaUHEHTHTE NO BpeMe Ha MHTCH3MBHOTO JICHeHHe (10 6 CeaMHMLiH). [Tpoab/LKHTENHOTO
Jfleuenwe ¢ onakzanue (40 12 Mecena) 3a npodMIAKTHKa Ha PelHANR NPH MALMEHTH ¢ Gunotspno
pa3CTPOICTBO € CBBP3AHO ¢ MOBHLICHME ¢ >7% OT M3XONHOTO TENECHO TErNo MpH 39,9% ot
NaluHeHTHTE.

IleayaTpuuHa nomynayuus Vi @Q-"wwgp

ol e N
Onafm3anyH He e MOKa3aH 3a JeueHue mpH Jeua W loHoww nod 18 roannd Makap.ja He'ca
NpOBEeXAaHH KAWHWYHH MPOyHBaHHA 334 CpPaBHABAHE Ha IOHOIUMTE C B'baplai,égi_-flﬁa; €

MpoY4YBAHWATA TIPU FOHOIIH ¢a CPABHEHH C T€3H OT NpoyUBaHHATA IIPH B’B3paCT}!. ¢
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CnepHata Tabnuua ofobwapa HekeNaHWTe peakUMH, CbOOLIABAHW C NO-TONAMA YeCTOTa IpH
NaluHeHTH B KOHOWIECKA BB3pacT (Mexay 13 u 17 rogunu), OTKONKOTO NPH Bb3PACTHH NALHEHTH, HAH
HEXENaHH peakuM#, KOHTO ca YCTAHOBEHM CaMO MpH KPaTKOCPOUHH KIHHHUHH MNPOYUYBAHMA C
NauMeHTH B IOHOWIECKA Bh3pacT. KIIHHUYHO 3HAYHMO MOBHWIEHHE HA Ternoto (= 7%) wsrnexia ce
HaOnogaBa MO-4ECTC B MONYNALMATA HAa IOHOWIWTE B CPaBHEHHE ¢ BB3PACTHH CBC CPaBHHMa
exkcniozvuna. CTeneHTa HA HA/JIABAHE HA TErNO0 M JeNbT Ha MALMEHTHMTE FOHOIIHM, KOHTO HMar
KJIMHHYHO 3HAYMMO HAJAJIABAHE Ha TErNo ca MOo-roJIeMH TIPH NPOIBDKHTEIHA eKCno3nums (nowe 24
CEAMHLM), OTKOIKOTO NPH KPATKOCPOUYHA SKCITOZHLIMA.

[lpy BcAKO rpynHpaHe B 3aBMCHMOCT OT YECTOTATA, HEXKENAHMTE PEAKUMM Ca MPEACTABEHH B
HH3XOJAL PE NO OTHOLIEHHE HA TAXHATA Cepuo3HOCT. TepMHHHTE 3a HecToTa ca JedUHHpaHH KaKTo
creaga: MHOTO vecTH (>1/10), wectn (>1/100 1o <1/10).

Hapymenns Ha MeTa00In3Ma H XPpAHEHETO
Muozo wecmuy: TloBHINARaHE Ha TErNOTO', MOBHHIEHH HUBA HA TPUIIHUEPHAU' !, NOBHLIEH ANETHT.
Yecmu: TIoBuueHn HuBa Ha xonectepon'’

Hapyimennsi HA HEPBHATA CHCTEMA
Mnozo wecmu: Ceanpane {BKIIOUHTENHO: XHIIEPCOMHHS, J1€TAPris, COMHOJNIGHTHOCT).

CroMamHo-9peBHH HAPYIICHHS
Yecmu: Cyxora B yeTata

XenaToOHIMAPHA HAPYIICHHSA
Mhnozo wecmu: ITopmienus na yepnoapobuute amudorpanchepasi (ALT/AST; six. Touka 4.4).

Hsciaensands
Mnozo wecmu: Hamanen o0uw Ounupy6un, nosumena GGT, NOBHUWIEHM TMNa3MEHH HHBA HA
nponakths'®

1* Cniept KpaTKOCPOYHO JleYeHHeE (Cpe/iHa MPOIb/KHTENHOCT 22 JIHH) IOBHILABAHE HA TERIOTO

> 7% oT u3XoaHOTO TenmecHo Terno (kg) e MHoro yecto (40,6 %), ¢ >15% oT H3XOAHOTO TENECHO
Terno e yectro (7,1 %), a ¢25 % e gecto (2,5 %). [Tpn aparocpousa ekcno3uums (noxe 24 ceamuum)
89,4 % namnapar ¢ =7 %, 55,3 % wamnasar ¢ 215%, a 29,1 % HaaaaBat >25% OT H3XOAHOTO CH
TeJIECHO TerIo.

'* HaGmioqaeaHu ca HOPMAJTHM M3XO/IHH HKBA Ha rajaHo (<1,016 mmol/l), kouTo HapacTBaT A0 Haii-
BHCOKA cToiHOCT (21,467 mmol/l), v npomenn or pedepeHTHHTE rPaHUIIM B H3XOAHUTE HHBA Ha
Tpurnuuepuanre Ha raagHo (=1,016 mmol/l - <1,467 mmol/l) no Hali-eHcoka croiHocT (=1,467
mmol/l}.

1* TIpoMeHH B H3XOAHHTE HMBA HA OBLIMA XOMECTEPOI HA MAIHO CIPAMO HOpManHHTe (<4,39 mmol/l)
10 Hai-BHCOKa cToMHOCT (>5,17 mmol/) ca naGmopasaun uyecto. [lpomenn oT pedepeHTHUTE
rpaHHLUM B W3XORHHTE HHBA HA OOLIMA XoJecTepon Ha rnagHo (>4,39 - <5,17 mmol/l) no nai-encoka
cToilHoCcT (35,17 mmol/l) ca MHOrO YecTH.

1® ToBMIIEHH TUTA3MEHH HHBA HA NIPOJIAKTHH €a JOKIaABaHH npu 47,4% OT MauMeHTHTe B IOHOTIIECKA
BB3pAcT.

Crobmapane HA NOO3HPaHH HEXEIAHH Peakuuu

CroB11aBaHETO Ha NOAO3MPAHH HEKENAHH PEAKLIMH Cllell pa3pellaBaHe 3a ynoTpeba Ha TeKapCTBEHHUA
MPORYKT € BAXKHO. TOBA MO3BONARA Jla NPOABIIKH HaOMIO/IEHHETO HA ChOTHOLUIEHHETO F10N138/PUCK 2a
NeKapcTBeHns npoaykT. OT MeIHUMHCKMTE CNSLUMAMCTM Ce M3MCKBa Ja ChoOLIABaT BeAKa
NOJO3MPaHa HEXKENMaHa peakUus upes:

H3nbiaauTenHa areHUMs no JeKapcTeara
yi. ,JamsH I'pyes™ Ne 8

1303 Codun

Ten.: +359 2 8903417

yebeaiiT: www.bda.bg
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4.9 IIpeaozupane

[Tpu3nany ¥ CHMOTOMM

MHoOro uecTH CHMNTOMH TNIpd npepo3upane  (uecTota >10%) BKMOuUBAT  TAXWKapius,
BB30yAa/arpecHBHOCT, IM3apTPHA, Pa3THYHM EKCTPanupamMyJHM CHMIITOMH M HapylIeHHE Ha
Ch3HAHHETO, BAPHPALIO OT CEAHPAHE /10 KOMa.

Hpyri MEAHUMHCKH 3HAYHMH ITOCEANLIH Ha TIPEIO3MPAHETO €A JEJIHP, KOHBYICHH, KOMa, Bb3MOXeEH
HCBPOJIENTHYCH MATHTHEH CHHIPOM, MOTHCKAHC Ha JMLIAHETO, ACIHPALMs, XHIEPTOHHA HIH
XHMOTOHHA, PHTBMHH HapylleHus Ha obpueto (<2% OT cimyyauTe Ha Mpeao3HpaHe) Kapiauo-
nyaMoHaneH apecT. (aTalHH NOC/IEIMLM ca JOKIa[ABaHH TIPH OCTPO Mpeno3HpaHe ¢ 1032 OT
nopsiaska Ha 450 mg, HO CBUIO € AOKIAABAHO MpeXMBIBaHE CheJ OCTPO Npelo3upaHe ¢
NpHOIM3NTENHO 2 g ONAH3AHH NEPOPATHO.

TepanepTHIHHA MEPKH

3a onanzanun HAMa cneuuduuen anTHIOT. He ce npenopbusa npeau3sHKBaHe Ha noepblilate. Morar
na Obaar nokazaHM CTAHIapPTHWTE MepPKH 3a JieueHHe Ha npeaosupaHe (T.€. CTOMalllHAa NPOMHBKA,
npHeMaHe HA aKTHBEH BBI7EH). ENHOBpeMEHHOTO NMpwiaraHe Ha AKTHBEH BBIVIEH € NOKa3ano
HaMajIBaHe Ha MepopaiHaTa OMOHAMHYHOCT Ha ofian3anut ¢ 50 qo 60%.

TpsGea na ce 3aMOYHE CHMMTOMATHMYHO JIEUEHME M TIPOCNEABAHE HA MKU3HEHHTE (YHKUMH B
CBOTBETCTBHE C KIMHHYHOTO CBLCTOAHHE, BKJIIOYHTEINHO M JiCYCHWE Ha XWIOTOHWATA H
UHPKYJATOPHHA KOJATC M NMOJAPHKKA Ha AuxarenHata ¢ydHruua. Jla He ce M3Mon3BaT aJpeHalHH,
AOMAMUH WM APYTH CUMIATHKOMMMETHYHM CPEICTBA ¢ GeTa-arOHHCTMYHA aKTUBHOCT, ThH KaTo
OeTa-cTUMynauMaTa MoXe Ja BAOIUK XHIMOTOHMATA. MOHMTOPHPAHETO Ha CBHPAEHHO-CBHAOBATA
cHcTeMa € HeoOXOJMMO 3a YNaBAHE Ha BB3MOXKHH apHTMHH. BHMMATENHOTO MCAMUHHCKO
HabmoneHHe ¥ MOHUTOpHpaHe TpA0Ba Aa POIBIKH [0 BL3CTAHOBABAHETO HA MAHMEHTA.

S, GAPMAKOJOTHYHA CBOMCTBA
5.1 PapMakoAHHAMAYHK CBOHCTBA

MdapmakoTepaneBTHYHA TPyNia: IHA3ETHHH, OKCA3ENHHH, THA3ETIHHH H OKCENIUHH.
ATC koa: NOSAHO3.

(PapMakoANHAMHYHH eeKTH

OnaHzanMH € aHTHICHXOTHYHO, AHTHMAaHHWHHO M CTaDWIM3KMPallO HACTPOEHUETO CPEACTBO, KOETO
NOKAa3Ba WHPOK dapMakonorvye Ipodui no OTHOLIEHHE Ha MHOXKECTBO PELIENITOPHHA CHCTEMH.

B NpekiMHUYHH (POYUBAHKS € JOKA3aH adMHHTETHT HA OJAH3ANKH KbM peaHua peuenTtopu (K <100
nM) 3a ceporonuH S HT2anc, 5 HTs, 5 HTs, momamun Dy, D, Di, Dy, Ds; XOMHHEpPruuHu
MYCKAPHHOBH peuenTopu M -Ms; anda;- anpenepriynu; 1 xietamMuaoBy Hi peuentopu.
[lpoyusanmnaTa c onaH3amMH BBPXY MNOBCAEHHETO Ha kMBOTHM nokaspa SHT. nonamuHoBR
XOJIMHEPrU4eH aHTArOHM3LM, OTrOBapAll HAa PeuenTop-CRbP3BalIHA npodun. In vitro onaH3anuu
MoKa3ga Mo-rofsiM apUHATET KbM cepoTonnnoBHTe SHT2, oTkonkoTo AonamHHoBuTe D2 pevuenTtopu
H no-ronama 5 HT2 aktuBHoeT B cpaBHenuwe ¢ D2 akTHBHOCTTAa TipU in VIVO MOJENH.
EnextpodH3HONOrMYHMTE  M3CACABAHWA  MOKA3BaT, Y€ OJIAH3anHH  CeNneKTHBHO  HamajsiBa
AKTHBHpaHETO Ha MezonumOuuHuTe (A10) NONAMHHEPTHYHM HEBPOHH, KaTo B ChILOTO Bpeme
e@eKTET My BLPXY MLTHILATA B CTPMATYMA, YYAaCTBAIH B MOTOpPHHTE (YHKUMM (AD), ¢ Manbk.
Onan3anuH HaMaNdBa KOHAMUHOHUPAHHS OTroBOP Ha OTOSrBAHETO, KOETO € TECT, MOKA3aTeNicH 3a

AHTHNCHXOTHYHA AKTHBHOCT B I03H MO-HUCKH OT Te3W, BOJEHIM 10 KATANENCHI, KOET TEPHO

32 MOTOPHHTE HEXeNnanM ehekTH. 32 paziuka OT HIKOW APYTH aHTHIICHXOTHYHY CPEATTRAVATANIANHUH
=3 R /)) e ",

YCHIIBA OTFOBOPA B YCIOBHA HA ,,AHKCHOJIMTHUYEH" TECT. LT S N,

A

[TpoyuBanmMs C MO3NTPOH-eMHCHOHHA Tomorpapms (PET) nipu 3mpasu noGpi NUH 8 |
elHHNYHa mepopania noza (10 mg) nokassa no-ronamo cebpseane ¢ SHTss, B Cpashediie ¢ |
HOTOH-EMACHOHHA,

4
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koMmoTbpHa ToMorpadua (SPECT) nps nauMeHTH ¢ IH30(QPEHHA MOKAa3Ba, Y€ NPH NAUMEHTHTE
YYBCTBUTCIIHH KbM OJIAH3AMIHH HMa NO-MaNKo CBbP3BAHC C D2 B cTpyuaTyMa B CPapHCHHE C
NalMEHTHTE, UYYBCTBHTEIHH KbM [IPYrH AHTUIICHUXOTHYHH CPEACTBA M PHUCMEPHAOH, KAaTO TasH
HaxolKa € cpaBHKHMa C Ta3H NpPH KJ]O?aaﬂPIH-'-l)f'BCTBHTEJ'IHHTe MaLHEeHTH.

KnnnyyHa edukacHocT

B age ot ABe nnauebo-KOXTPOAMPAHH H B ABE OT TPH CPABHUTENHHU KOHTPOIHMPAHH NpOYYBaHHA NPH
noseve oT 2900 nalHEHTH ¢ WM30QPEHHA, MPOABEHA KAKTO ¢ HATHYHETO Ha NONOXMTCINY, TaKa H
OTPHLATENHH CHMIMTOMH, OfaH3aNMH [10Ka3Ba CTATHCTHUECKH 3HAYMMO mnOJ0OpeHHe Kakro Ha
HETAaTMBHHTE, TaKa H Ha NO3UTHBHHTE CHMIITOMH.

B  MyITHHALMOHANHO, [ABOHHO-CIANO, CPABHHTENHO NpOYYBAHE BLPXY LIM3H(QPEHUATA,
un30adQeKTHBHHTE MM NOAOCHH HapylIcHWs, BkmouBallo 1481 nmauMenrTa ¢ pazidiHa CTeneH Ha
CBbLP3@HH ¢ TOBA CHMITTOMH Ha jenpecus (M3XOQHA cpeaHa CToHHocT 16,6 Mo ckanata Ha
Montgomery-Asberg 3a knacubuuMpaHe Ha AENPECHATA), IPOCTIEKTHBHMS BTOPHUEH AHATHM3 Ha
MPOMAHATA HA W3XOJHMA CIIPAMO KPaiHHA CKOPp HAa HACTOCHMETO, MOKA3BA CTATHCTHYECKH 3HAYMMO
nopobpenue (p=0,001) B monsa Ha onanzanun (-6,0) cnpamo xanonepuaon (-3,1).

Tlpr DauMeHTH ¢ MaHHAHH €NW30IM WIH CMECeHH €nM30IM Npv OunonapHH pascTpoHcTRa,
ONAH3ANMH NOKA3Ba MO-BHCOKA €(PEKTUBHOCT KaKTO cupamo iauedo, Taka W ¢npaMo Baimpoar
CEeMMHATPHii (IMBaANpOEKC) B HAMANABAHE HA CHMITOMHTE HAa MaHHMA 3a MOBEYE OT 3 CEAMMLA.
OnanzanuH chILO NOKA3BAa CPABHUMA C XAM0NMepHaon eHKAcHOCT, HW3PA3EHa C 4acTra MAalHEHTH,
NONYYHIH PEMHCHA Ha CHMITOMHM Ha MaHHA H Ha JieTipecHsa 3a 6 u 12 cenmuiHd neuveHue. B
MPOYYBAHE C ONAH3ANMH B KOMOHHAUMA C IMTUH WIH BAANPOaT 32 MUHMMYM 2 CEMHILIM, 100aBAHETO
Ha osaHzanuu [0 mg (KOMOMHHPAHO NEYecHHWE © JIMTHH MM BANMpoOaT) € A0BER0 10 Mo-roiiMa
PEAYKLHS HA CHMIITOMHTE HA MAHHSA B CPABHEHHE ChC CAMOCTOATESIHOTO TIPHJIOKEHHE Ha IIMTHH WITH
BaNIIpoar ciea 6 CeAMMIIH.

B 12 Meceuno npoyduBaHe npu npodunakTHKa Ha peLMAWBH HA MAHWHHH €NH30/, TIPA MALMEHTH,
IOJYYHITH PEMHCHA MPH JIe4eHHE C ONAH3aMMH M PAHAOMH3IMPaHH 1A MOTy4vaBaT ONIAH3aNHH WM
nnaue6o, onNaH3anMH € NOKasan CTaTHCTHYECKH 3HA4MMO MPERB3XOACTBO CApAMO Mauebo no
OTHOIIEHHE Ha ITBPBHYHUTE KpaiHU TOUKH 33 NPOPHIIAKTHKA HA PEIIMAMBH HA MAHWIAHH EMTH30/TH NpU
GunonspHo pascTpoiicTeo. OnaH3anuH CHIO € MOKA3al CTAaTHCTHYECKH 3HA4YMMO TIPEHMCTBO
crpaMO Miaue6o Mo OTHOWEHHE HA MPEeJOTBPATABAHE HA PELMIMBH KAKTO HA MaHW4, Taka M Ha
JernpecHs.

Ipu BTOpo 12 Meceuno npoyusare npH NpoduNaKTHKA PeLMMBH HA MAHHAHM €NH300M, NMALHEHTH,
NPH KOHTO € NOCTUTHATA PEMHUCHS ¢ KOMOUHMPAHO NIEUEHHE ONaH3aMMH H NWTHH, pPaHIOMU3HPAHH Aa
MoJy4aBaT oOfiaH3aNMH Wid JHTHH CaMOCTOATENIHO, OJIH3allHH € MoKa3aln HE II0-TomaMo
TPEBB3XOACTBO CMPAMO JIMTHI [0 OTHOLIEHHWE HA ITLPBHUHMTE KpaHHH TOYKH 32 NPOPUIAKTHKA Ha
peLMAMBH Ha GunonapHo pascrpoiicTeo (onanzarnud 30,0%, mumuit 38,3%; p=0,055).

IMpu 18-mMeceuHo npoyuBase Ha KOMOMHHMpAHO NeveHHE HA MAaHHHHH WIM CMECCHH €NH30dH NpH
TIAUMEHTH, CTaOWTH3UPaHH ¢ ONTAH3AMHMH ILTIOC IEKAPCTRBA CTAOHITH3HPAIM HACTPOCHUETO (JIMTHIi Wi
BAJIMPOAT), NPOAB/KHTENIHOTO JICUEHHE C ONIAH3AMWH, CHBMECTHO ¢ JIWTHA WM Balnpoar He ¢
CTATHCTHYECKH NO-100PO CpAMO NMTHH WK BAINPOAT CaMOCTOATENHO, Ti0 OTHOLIEHHE OTNarane Ha
0DOCTPAHETO HAa GUNONAPHOTO Pa3CTPOHCTRO, CHIVIACHO KPUTEPHHTE 3a CUHAPOMA.

IMeanaTpuuza nomnynanus

KOHTpOTMpaHKTE JIaHHK 32 eQHUKACHOCT NpH toHoWH (Bb3pacT 13 g0 17 roguHu) ca OTPaHHYEHH 10
KpaTKOCPOYHH NPOYYBaHHs MpH WiH3odpeHns (6 ceAMMUH) H NpU MAaHHA, CBBD,
pascTpodicree THn I (3 ceamuuy), rnpu no-manko ot 200 oHowH. Onaxsan
¢nekcubuina no3a, 3anoupauia ot 2,5 W crurawa go 20 mg/nHeeHo. Ipu qumlcf%‘* AH3ATIH:
[OHOUIMTE HALAABAT CHCHUMKAHTHO MOBeue HA TEMNO B CpasHEHHE C Bn3pacTHHTE.! CTenenT) Ha'
npoMeHu B o6wmst xonectepon, LDL xonectepona, TPUIIMLEPHANTE Ha rnalino W niponaktuua; (Bak. |
TouKH 4.4 11 4.8) € N0-ToNAMA NPH FOHOIIK, OTKOJKOTO P Bb3pacTHH. Hame ﬁqﬁrpdhﬁp_aﬁﬂ"nahﬂhlf




33 noaAbpKaHe Ha edeKTa WM 33 ABArocpouHa Be3omacHocT (BA. Toukk 4.4 v 4.8). Mudopmaliuara
3a AbJrocpoyHaTa 6e30MacHOCT e OrpaHHYeHa FIaBHO 40 OTBOPEHH, HEKOHTPOJIHPaHH JTaHHH.

5.2 PapMaKoKHHeTHYHH CBOHCTBA

Abcopbums
Onanzanuu ce abcopOupa noGpe ciel nepopanHe NPHI0KEAHE KaTO AOCTHTa MAKCHMANHH TUTA3MEHH

KOHIIEHTPAUHH Mexay 5-us u 8-ug uac. AGcopOUMATA He ce MOBAMABA OT NpHEMA Ha XPaHa.
AbGconoTHaTa OWUOHANMYHOCT cClel NEpopanHe MNPUIOKEHHE B CPaBHCHHE C WHTPABEHO3HO
MPHNOKEHHE HE € OlpeJensHa.

Pasnpenencuue
CBbp3BaHETO Ha OAAH3AMKH C M1a3MEHUTE NMPOTEHHH € 0KONo 93 % NpH KOHLEHTpauHK B AXanazoHa

or 7 go oxono 1000 ng/ml. Onamzanun ce cBbp3ea raaBHo ¢ anfyMHHa W ¢ ol-kucenus
[JIHKOTIPOTEHH.

buoTpanchopmaums

Onanzanit ce MeTabonH3Mpa B UePHHUSA ipo upes KOHIOrMpPaHe M OKHCIIEHHe. [ NaBHUAT METabONHUT B
Kpbera € 10-N-rnokopoHun, KOMTO He MpeMHHaBa npe3 KpbBHO-MO3nbyHata Oapuepa. 3a
oOpasypaHeTo Ha MetaGonuThTe N-Ie3MeTH H 2-XHAPOKCHMETHN JOUPHHACAT UMTOXpoMH P450-
CYP1A2 u P450-CYP2D6. /n vivo n npata mMeradonura NOKa3BaT 3HA4YMTC/HO MO-HHCKa
drapMaKoIOrHYHa AKTHBHOCT, OTKONKOTO OJIAH3aMHH B M3C/IEBAHHA NPH >kMBOTHH. [NaBHata
q:napmal(onomqﬂa AKTHRHOCT C€ ABbJXKH Ha U3XOAHHA OJIaH3AINuH.

Enumunupane
CHC,E[ NepopanHo MpHIOKEHHUE, CPEAHUAT TEpMHHANICH €IMMHHALHOHEH NONYXHBOT Ha OnaH3anuu

NpH 30pasH fHIA BAPHPa B 3aBUCHMOCT OT BB3PAcTTa H Nona.

{lpn 3apaBH MHAHBUAM B cTapyuecka BB2pacT (65 T. M NoBeYE) CPEAHHUAT SIHMHHALMOHEH MONYKHBOT
€ YObLIKEH B CPaBHEHHE C NMo-MmaauTe uHauBHAK (51,8 cpemny 33,8 vaca), a KIHPBHCHT € HAMANEH
(17,5 cpewy 18,2 l/uac). PapmakokuHeTH4YHAaTa BapHabUIHOCT, KOATO ce HaONOJaBaT npH
HHIMBHIMTE B CTApPYECKa BBL3PACT HE Ce OT/IHYABA OT Tasu NpH mo-maaaute nHauuau. [lpu 44
nalMeHTH ¢ Wwn3odpeHus Ha BBIpacT Haa 65 r. go3u oT 5 mo 20 mg/aeH He ca OMIH CBBP3aHM ¢
HAKAKbB PazIiucH Npodun Ha HEMETAHU ChOHTHA.

FIpu KeHW CPeHHAT eNHMHHALMOHEH MOJNYXKHBOT € Neko yawmbkeH (36,7 cpeuty 32,3 waca) B
CpaBHEHHE C TO3H MPH MBXKETe, a KIHPRHCHT e peayunpan (18,9 cpewy 27,3 l/uac). Bunpekn 1oBa,
npoduntT Ha GesonacuocT Ha onaH3anHH (5-20 mg) € cpaBHUM Mexay XeHuTe (n=467) U MBXKeTe
(n=869).

b16peuno yepexnane

He ¢ ycTaHoBeHa 3HaYHMa Pa3livKa B CPeHHA CITHMHHALMOHEH noyxueot (37,7 enpamo 32,4 vaca),
KaKkTo W B KaupbHea (21,2 cnpamo 25,0 1/4ac) Mexay nauuentdre ¢ yBpeneHa Obopeuna ¢yHKLMa
{kpeaTnnuHoB KIHpbHe <10 ml/min) U 3apasute uEAMBHIM. [IpoyuBaHHATA NOKA3BAT, Y& OKOJIO 57%
OT Gens3anka ¢ PaJHOAKTHBHM M3OTOIH OJIaH3AlMH Ce YCTAHOBABA B YPHHATA r1aBHO NoA Gopmata
Ha MeTaboauTH,

Myiuaun
INpu mywayu ¢ NeKOCTeneHHa 4YepHOAPOoOHAa MUMCYHKLHA, CpeiHHAT e/HMHHALHOHEH MONYKUBOT

(39,3 uaca) e yabikeH, a kiHpbHCBT (18,0 l/uac) HamaneH, B CpaBHEHWE CHC 3[PaBH_HeEMyIlauW
(cvoTeerHo 48,8 uaca u 14,1 |/4ac).

Ipy Herywiasn (MbiKe 1 KCHH) CPEAHMAT €NMMMHALMOHEH T10YKHUBOT € YL
4aca), a KITHPBHCHT € HamateH ( 18,6 cpeury 27,7 1/1ac) B cpaBHeHME € nywaqﬁ/ ) /
[T1a3MeHUAT KIUPBHC Ha ONIaH3alHH € MO-HMCHK NPH NALMEHTHTE B CTapyed) a,‘swpac‘r
C TNO-MJITAIHTE HHAUBHIM, TIPH KEHHUTE B CPABHEHHE C MBIKETE, KAKTO M TIPH § fgfﬁu‘aqﬂre B ,cpaB-HeHuéj
¢ nmywauute. Belopeku ToBa, 3HAYHMOCTTA Ha BIUSHWETO HA BBL3PACTTA, noﬁa%ﬂnu,;

*;hi’/xarm@\ S
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KIHpPBHCA HA ONIAH3anKMH H BbPXY HErOBHA NOMYKHBOT € TBbPAE MAJIKa, B CPaBHEHHE C ofara
BapHaOMIHOCT MEXKIY OTACNHHTE UHAMBH/IH.

He ¢ ycranoBeHa pasnuka BbB (DapMaKOKWHETHYHHTE NApaMETPH NPH MPOY4BaHWA MPOBENEHH C
€BpOMNEHLH, SIFOHIH U KHTaHLM.

Hennarpuyuda nonynauus

IOunoumm (Bb3pact 13 no 17 roaurn): ®apMakOKMHETHKATa HA ONaH3aNMH € MOA06HA NPH KOHOLUH U
Bb3PacTHH. B KIHHHUHK NpOyUYBaHHS CpeAHATA €KCMO3HUMA HA ONIAH3ANMH € OKoo 27% Mo-BHCOKa
npy oHowH. JleMorpadckiTe pasiaHdMa MexIy KHOWH H BE3PACTHH BKJIKYBAT NO-HHUCKO CPEAHO
TEeJECHO TerNo W No-ManbK Opoil nywaud npu roHowwHte. [lopoGHH akTOpH € BBb3IMOKHO A2
chaAeiCTBAT 32 NO-BUCOKATA CPEAHA CKCIO3HLMA, HAGIIOAABAHA [IPH IOHOMIH.

53 TlpeadK.THHHIHH TAHHE 32 Ge30NaAcCHOCT

Ocrpa (NpH €IWHHYHA 1033) TOKCHYHOCT

[Mpu3HauMTe HA TOKCHYHOCT MpPH NEpopasied NpHEM MPH IPH3AUMTE €A XAPAKTepHH 38 MOLIHWUTE
HEBPONENTHLIK: XHIOAKTHBHOCT, KOMa, TPEMOP, KJIOHHYHH KOHBY/ICHH, CA/IHBALMSA, H MIOTHCKaHE Ha
Haagaeaneto. CpeanuTe neTanuu ao3u ca npubmmsurento 210 mg/kg (3a muwkn) 1 175 mg/kg (3a
nmabxose). Kyverata noHacart eauHnuna gosa go 100 mg/kg 6e3 na ce nabaronaea netaneH U3Xoa.
KbM KIMHMYHMTE NpH3HALK CIAJdaT CeNWpaHe, dATAKCHA, TPEeMOD, YCKOPEH CBhPACHEH PUTBM,
3ATPYAHEHO JMLIAHE, MUO3a, M aHopekcud. [Tpu MaliMyHH enuHHYHE nepopaniu ao3u a0 100 mgkg
BOJIAT IO NPOCTPALIMs, 2 BHCOKHTE I03M H 10 HEITLIHA 3ary0a Ha cbh3HaHHE.

TOKCHYHOCT MTPH MHOTOKPATHO MPHIOKEHHE

B npoy4BaHHs BBPXY MHIIKH ¢ TPOABL/LKMTEITHOCT A0 3 MeceLa M BbpXy MIbXOBE M Ky4eTa ¢
NPOALIKUTENHOCT CHOTBETHO 10 | roamua, npeobramaBamu edektd ca notvckane Ha HHC,
AHTHXONHHEPrHYHH etdekTH M nepudepHs XemMaTolnorM4HH HapyuleHHs. PassuBa ce TosiepaHc KbM
notuckadeTo Ha ITHC. [lapameTpure Ha pacTexa HamMangeat mpH BHCOKH 103H. Ilpu mamxosete ca
Hab/monaBaHH o0paTHMK €(EKTH, KOMTO ca B Pe3y/Tal Ha MOBHIICHH HHMBZ Ha MpPOMAKTHHA H
BKJTIOUBAT: HAMAINBAHE TErJIOTO HA SHYHMIMTE M MATKaTa, KAKTO U MOP(ONOrHYHH MPOMEHH BB
BJIaraJIMIUHHA €NHUTCT H B MIICYHHTE JKIE3H.

XeMaToNnOruiHa TOKCHYHOCT

EdexTn BLPXYy XEMaTOJOTHUHHTE NapaMeTpH Ce€ YCTAHOBABAT MPH BCHMKH H3CJCIBAHH BHAOBE
AKHBOTHH, BKJIIOUHTETHO AO30-3aBHCHMO MOHMXKEHHE HA LUHPKYJHPAIIHTE JEBKOUMTH NPH MHLUKH H
HecrneU#HUYHO HAMalcHHE Ha Opos Ha LMPKY/THpAMIHWTE JICBKOUMTHTE NPH NIBXOBE; HE Ce
YCTaHOBSBAT 00auye AOKA3ATENCTBA 33 KOCTHO-MO3bYHA LUMTOTOKCHUHOCT. [pn orpanmued Opoi
Ky4eTa, NeKyBaHu ¢ fo3u oT 8 wim 10 mg/kg/aeH (obmaTa eKCrO3MLMA Ha OJ1aH3aNKH [0l noj
kpuBata) € 12 0o 15 nbTH no-BHCOKA OT Ta3d NpH YOBEKA, MPH NPHEM Ha Ko3a oT 12 mg AHERHO), ce
HabmonaBa obpaTiMa HEYTPONEHHA, TPOMOOLIMTONCHUS HIH aHeMus. [Ipy LMTONEHHYHM KyHeTa He
ca Hab/I0NABAHH HEXeNaHH eeKTH BbPXY NMPOTrEHHTOPHHUTE KISTKH WIH NMponudepHpalluTe KICTKH
B KOCTHHA MO3BK.

PenpoiyKTHEHA TOKCHYHOCT

OnanzanuH HsaMa TeparoreHeH edekr. CelauuATa ROBIMsABA KYNYJNATHBHUTE cnoco0HOCTH Ha
MBIKKHTE TUTbXOBE. [TONOBMAT LMKBI ce sacara npu 1o3d ot 1,1 mg/kg (3 mbTH no-BHCOKH OT
MakCHMAaNHaTa A02a NpH XOpaTa), a penpoayKTHBHHTE MapaMeTpH ¢a 3aCerHaTH MpH MIBXOBE, HA

MyTareHHoOCT
OnaH3anuH HE € MoKa3anl MYTAreHHOCT Mild KJIACTOreHHOCT, NMpH npoae,ueﬂn'rq m;m ‘cmw:lap’n—m :

TECTORE, BIIIOYBAIUM GaKTepHANHHA MYTaUMOHEH TECT M i1 Vifro H in vivo TeC’I‘OBeTE npn 6osammun



KapuHHOTEHHOCT
PesynraTure OT M3CJIEABAHHATA BHPXY MHILKHA H [UTHXOBE BOJAT [0 3aK/IIOHEHHETO, Y€ ONaH3aNKH He

€ KapLUHHOTEHEH.

6. PAPMAIREBTUYIHHA JAHHH

6.1 CnHCBK HA TOMOLIHATE BEIMECTRA

IMomomtHH BeuecTra

JlakTo2a MOHOXHIApPAT

KpocnossaoH

XuApokCHIponW Leayo3a

MarHe3ueB cTeapat

6.2 HechBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaaoCT

2 roJuHM.

6.4 CoenHanHl yCJIOBMS HA CHXPAHEHAE

Ja ce cvxpanssa mog 25°C.

6.5 Bug o chabpxkanne Ha ONAKOBKATA

Bicrep or AVAI dommo B xaproHeHa KyTas, no 28 i 30 1abneTku B KyTHS.
He BcHYKH BHIOBE OTIAKOBKH Morat Ja ObaaT mycHaTH Ha nasapa.

6.6 Crteninaaum npesNa3Hd MepKH NpH HIXBLPJASHE

Hsama crieuyanny H3ucKBaHuWA.

7. IIPHTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

OAPMAKOHC AJ]

oyn. ,Iletio K. SiBopos” Ned4, er.1
Codusa 1164

Brearapus

8. HOMEP(A) HA PASPEINIEHHUETO 3A YHHOTPEBA

Per. No 20170207
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9. JIATA HA ITHPBO PABPEHIABAHE/NOJHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

JlaTa Ha mbpBo pa3peinarane: 14 oun 2017

10. JATA HA AKTYAJIMBAPAHE HA TEKCTA

01/2023
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