| A3NBITHUTETHA ATEHLKS NO NIEKAPCTBATA
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KPATKA XAPAKTEPHCTHKA[M BROIYKTA/0 OA~IFE/ 5/ 96/
> :
MeiopHeniep | mg dummpai TabeTcs OGOBO M ot

Medorisper 1 mg film-coated tablets
Meaopucnep 2 mg gunMupanu TabneTku
Medorisper 2 mg film-coated tablets
Menopucnep 3 mg dunmupanu Tabnerku
Medorisper 3 mg film-coated tablets
Menopucnep 4 mg prnmupanu Tabnerku
Medorisper 4 mg film-coated tablets

2. KAYMECTBEH H KOJIMYECTBEH CHhCTAB

Enna tabnetka or Menopucniep ! mg ¢punmupasn tabnerku coappka 1 mg pacniepuaoH (risperidone)
Enna rabnetka or Meaopucnep 2 mg punMupanu TabneTku cbabpka 2 mg pucnepuaoH (risperidone)
Enna TaGnetka or Menopucnep 3 mg prunmupanu Tabnetky chIbpika 3 mg pHCHEpHAOH (risperidone)
Enna Tabnetka ot Menopucnep 4 mg ¢suimupanu TabneTks CuAbpKa 4 mg pacnepHaoH (risperidone)

IMToMOINHO BEIECTRO ¢ H3BECTHO ACHCTBHE!

Besika punmunpana Tabnetka Megopucuep 1 mg chiabpska cpoTBeTHO 117,8 mg aKTO3a MOHOXH/IPAT.
Bcesaka unmupana tabnetka Mepopucnep 2 mg cbaspxa cpoTBeTHO 116,8 mg nakTo3a MOHOXM/pAT.
Besika dunmupana Tabnetka Menopucnep 2 mg chanpaa croteeTHo 0,034 mg cbHeeT sxbeaTo (E110).
Beaka ¢mnmupana tabnetka Menopuciep 3 mg chabpaxka chOTBETHO | 15,8 mg lakTo3a MOHOXHIpAT.
Beaxka ¢punmupana rabnerka Menopucnep 4 mg cbabp:xa choTBeTHO 114,8 mg nakro3a MOHOXH/pAT.

3a TEIHHA CIHCBK HA TOMOLLHATE BELNECTBA BHAKTE TOYKA 6.1.
3. JEKAPCTBEHA ©0OPMA

DQunmupana Tabnerka.

Mepopacnep 1 mg: bana, npogsnropara ¢unmupana Tabnerka, ¢ pasmep 11 x 5.5 mm u AenutenHa
YepTa, JABYCTpaHHO. TabneTkute Morar fa ObaaT pa3feNeHH Ha JBE PABHH JO3H.

Mepopucnep 2 mg: Opatxkesa, npoawiarosara puamupana tabnerka, ¢ pasmep 11 X 5.5 mm u aenurensa
4epTa, ABYCTpaHHO. TabneTkuTe Morar na G61aT pasneneny Ha [BE PaBHM A03H.

Menoprcnep 3 mg: Xwara, npoxsnropara ¢unMipada tabaerka, ¢ pasmep 11 x 5.5 mm u genuTenHa
4epTa, ABycTpaHHO. TabaeTkHTe Morar na 6baT pasaeneHu Ha ABE PaBHH 103H.

Mepopacnep 4 mg: 3eneHa, npoabiropaTa hunmupana tabnetka, ¢ pasmep 11 x 5.5 mm u aenurenna
uepTa, IBycTpaHHo. TabneTkute Morar aa 6baaT pa3mesieHH Ha JIBE PABHU J03H.

4. KIMHHYHUA JAHHH

4.1 TepaneBTRYHH HOKa3aHAN

Menopucnep € nokasaH 3a JeUcHUe Ha MIH30(peHus.

Menopucnep e nokasaH 3a JedeHME HA YMEPEHM 10 TEeXKH MaHHiHM eMi3oQM Tpr OunonapHo
pascTpoHcTBO.




Menopucnep € NoKa3aH 38 KPaTKOCPOYHO CHMITTOMATHYHO NleueHHe {10 6 CeAMHLHM) HA NEPCHCTHpaUIa
NoBeJeHYECKa arpecHs NIpH JICLa Ha RBIPACT Haja 5 rogMHH H TIPH OHOWM ¢ [JHArHO3a CBHIACHO
kpuTepuute Ha DSM-IV, npu kouTo TekecTTa Ha arpecMBHOTO MIIH APYro AECTPYKTHBHO MOBE/IEHHE
H3HCKBa (hapMaKkoONOTHYHO JieveHHe. DapMaKoNOrHYHOTO Nevelne Tpabea na Obile HepasjenHa YacT Ot I10-
IIHpOKa NporpaMa 3a JevueHse, BKIIOMBAINA MNCHXO-COLHATIHA H 00pa3zopare/iHa  HHTEPBEHIIHA.
IlpenoprunTeNHO € PHCMEPHIOH Ja ce MpEeAltMcBa OT CAELMANMCT NO JeTCKa HEBPOJIOTHA, AETCKO-
HOHOMUIECKH NICHXHATHP HIIH OT JiekapH, 100pe 3aro3HATH ¢ JICHEHHETO Ha MOBEIeHYECKO PasCcTPOHCTRO MpH
Jiella H FOHOIIH,

4.2 lo3npoOBKa H HAMHH HA NPHIOKEHHE

,ﬂoauponxa

{hzobpenua:
Buwapacmnu
Menopucnep Moje Na ce 1aBa BEAHBK WIM J1Ba [I5TH JHEBHO.

[lanuenTrTe TpAGEA /12 3aN04BAT ¢ 2 Mg PUCIEPHIOH Ha JEH.

Hozata Moxe na Obae NOBHIEHa Ha BTOpHA NieH Ha 4 mg. B mocmeacrswe go03ara MoXKe fa OCTaHC
HENPOMEREHA HIIH J1a C€ HEIMBHIYATH3HPA I0-HATATHK, ako e Heobxomumo. IMoBewero nmaumenrn ce
YyBCTBAaT J00pe TpPH JHEBHA A03a mexdy 4 u 6 mg. Ilpy HAKOH NalMeHTH MOXE Aa € MNOAXOIAIN0
KOPHIrHpaHe Ha 103aTa B NPOABDKEHHE Ha TIO-IBTBI MEPHO, KaKTO H [O-HHCKA HAavalHA M (0AbpKaIIA
J03a.

Ho3ute Haa 10 mg AHEBHO He ca MokasaaTH No-a00bp edekT OT NO-HUCKHTE AO3H M MOKE Ja IPHYHHAT NO-
YecTa NOABa Ha eKCTPANHPaMUIHA CHMNTOMATHKa. BesonacHocTTa Ha 4034, no-rosieMH oT 16 mg AHeBHO,
He e nojyiaraHa Ha OUEHKA, H ClIeI0BATENHO TE HE ¢e NpelopbHBaT.

Hlayuenmu e cmapyecka ev3pacm
IMpenopryBa ¢¢ HayanHa 034 ot 0,5 mg aBa MHTH Ha ZieH. Ta3H J03WPOBKa MOXKe Aa Obe HHIAMBHAYAIHO
KOpHI'HpaHa ¢ yBenH4yeHse oT 0,5 mg n8a MbTH Ha Jed no | unu 2 mg 1Ba IFETH HA JIEH.

Ileduampuuna nonyaayus
He ce npenmopbuBa ynorpefara Ha pHCIEpHAOH Npd feua W OHOmH mojx 18-romuinbHa Bb3pact ©
wH30(ppeHns nopaal HeIOCTATHYHO JaHHH 33 e(HKaCHOCT.

Manuiinu enuzoou npu Gunoaspru pazcmpoticmsa:

Brwapacmuu

Megopucnep Tpabra 1a ce 1aBa BeIHEBK THEBHO, KatTo ce 3anoude ¢ 2 mg pucnepuaod. Kopurupane na
[03aTa, ako UMa Moka3aHHd 32 ToBa, TpAOBa a ce 1IpaBM HA HHTEPBAIH, HE MO-MaJIKK OT 24 uaca, M TO €
YBeJIHYAaRaHE Ha ao3aTa ot 1 mg nqHesro. PucnepuaoH ce npunara NpH rbBKaBo A03HPaHe B HHTepBan oT |
10 6 mg NHEBHO IO ONTHMHM3MPAHE HA HHBOTO HAa €()HKACHOCT H TOMCPAHTHOCT NPH BCEKH MAIMEHT.
Juesna no3a Hag 6 Mg pUCTIEPHIOH He ¢ H3CNEABaHA NPH NaLUHeHTH C MaHHHHH eMTH30IH.

KakTo NIpH BCAKC CHMIITOMATHYHC JIEYEHHE, MNPOABIDKHTENHOTO JICUEHHE C MC.IIOPHCHEp TpﬂﬁBa
HENIPEKBCHATO Aa CC OlICHABa H obocHoBaBa.

flayuenmu & cmapuecka ewv3pacm
Ipenoprupa ce HavanHa Ao3a ot 0,5 mg ABa MHTH AHeBHO. TasH A03a ce NpelieHABa MHIAHBHAYAIIHO NpU
yBenuuenHe ¢ 0,5 mg IBa bTH AHeRHO AC | WM 2 mg ABa ObTH AHEBHO. THif KaTO KIHHHYHUAT OIMHT NpH
XOpa B cTap4ecKa BB3IPAcT € OrpaHuucH, ynorpebaTta TpadBa Aa € BHEMATeEIHa.

Heduampuyna nonyrayun




He ce npenopruea ynorpebara Ha pUcHepHIOH MPH A€UAa M IOHOWH oA 18-rofMIlIHa BE3pacT ¢ OHNONApHa
MaHHH.

Hepcucmupauja azpecus npu nayuenmu ¢ yMepena 00 mexcka Oemenyusa na Anyxaiivep

[Ipenopvuba ce HavanHa ao3a or 0,25 mg IBa meTH AHEBHO. Ta3uw A03MpoBKa Moxe Ja Oble
HHAHBHAY&IHO KOPHIUpaHa ¢ nosviucHye oT (3,25 mg nea TBTH AHEBHO, HO HE MMO-YECTO OT BCEKH BTOPH
AeH, ako € Heobxoaumo. OnTuManHara no3a e 0,5 mg ABa MbTH AHEBHO 3a MOBEUETO NarueHTH. Hikon
naijMeHTy, obade, Moke Ja ¢e dyBcTBaT q00pe oT 103a 10 | mg ABa MBETH AHEBHO.

[lpy nauueHTH ¢ NEepcHCTHpalla arpecud IIpH JeMeHuMs Ha Asnxaiimep MenopHcnep He ce mpunara
nopeve oT 6 cenmuii. [To BpeMe Ha NedeHUETO nNauMeHTHTe TPadBa Na ce NOANAraT YecTo W PeAOBHO Ha
OLICHKA W OTHOBO Jla Ce MPENEHARa Heo0XOIUMOCTTa OT NPOAR/DKaBaHe Ha Ne4eHHETO.

llogedenvecko pazcmpoiicmeo

{leouampuvna nonynayus

Hevya u onowy om 5 00 18-200umna sv3pacm

3a naumenTH ¢ Terno >50 kg ce npenoprusa nmepBoHavanua go2a 0,5 mg Beaubk AHEBHO. TazH A03MpOBKa
moxe Ja O6bjle WHAMBHAYATHO KOpHrMpaHa ¢ nopumeHwe oT 0,5 mg Beawmk AHEBHO HE NMO-4ECTO OT
HHTEpPBANH Mpe3 €OHH JISH, 4KO € HeoOX0AKMMO. 3a NoBeuYeTo MAUHEHTH ONTHMAJIHATA ACIHpOBKa € 1 mg
BeOHBXK AHeBHO. Hakou nammenry, obave, Moxe na ce yyscTRat A00pe or 0,5 mg BenHBRK AHEBHO, JOKATO
JpYra MOMe Na MMaT HYKAa oT 1,5 mg BeaHbxk AHeBHO. 3a nauueHTH ¢ Terno < 50 kg ce npenopbuea
bpBOHaYAIHA 103upoBKa ot 0,25 mg BenHBK AHerHO. Ta3M J03HpOBKa Moxke Ja Obie HHIMBHIYaITHO
KOpHTHpaHa ¢ nosameHHe oT 0,25 mg BeAHBK OHEBHO HE MO-YECTC OT HHTEPBANH Mpe3 JEH, aKo ¢
neobxoauMo. OnThiManHaTa no3a € 0,5 mg BeAHBXK AHEBHO 3a MOBEYETO DAlHeHTH. HAKOH NauMeHTH
obaue Moxe Ja ce yypcTRar o6pe oT 0,25 mg BeaHBK OHEBHO, AOKATO APYFH MOXE Ja UMaT Hyxia OT
0,75 mg BReAHBLHK JHEBHO.

Kakro OpH BCAKO CHUMITOMATHYHO JACUCHHE, MNPOAB/LKHTECIHOTO NIEHEHHE C Me,uopucnep Tp}lﬁBEl Ja ce
OLCHABA [IEPHOAHYHO,

Megopucnep He ¢¢ npenopruBa NpH Aelia MO/ 5-TOJHINHA BB3PACT, Thil KaTO HAMA OIHT MpH Jeua, no-
MaJIK{ OT 5 FOJIMHH, C TAKHBA Pa3CcTPOMCTEA.

Yepejcoane na 6vbpeyume u yepnus Opod

ITaunenture ¢ 6BOpevHO yBpeOmaHe MMAT TMOHWXKEHA CMOCOOHOCT A2 EAMMHHHpAT AKTHBHATA
AHTMIICHXOTHYHA (pakLiHd, OTKOIKOTO BL3PACTHHTE ¢ HopMmaiHa OnOpeuna ¢yHkuums. IlaumedTHre ¢
yBpeneHa QYHKLHA Ha Y€PHHA Apol HMAT MOBHINEHA ML1a3MeHa KOHIIEHTpallHg Ha cBoOoHaTa paKiud Ha
PHCTICPHIOH.

He3aBHCHMO OT HHAMKALMMTE, HayalHaTa H CJIC/ABAIMTE JO3HPOBKH TpAGBa na ca HaMaleHH HaNONIOBMHA
W KOPHMIHPAHETO Ha [no3aTa TpabBa ma 6bae mo-GasHO NpH MALUMEHTH ¢ GBOpeYHO WIH YepHOApOOHO
YBpexKIaHe.

Menoprcnep Tpaba aa ce Npuiara BHUMATEIHO [PH TE3H TPYIH NaLHEHTH.

Hauu Ha npunokenue
Menopucnep e 3a nepopalHo neueHue. XpaHaTa He nopiusaea abcopbiHaTa Ha MeopHenep.

Ilpn nmpekpaTaBaHe Ha NIEYEHHETO Ce MPEMOpPLYBA [TOCTENEHHO Hamansaue na aAozara. Muoro pasxo ce

JIEKapCTBa, BKJIIOYHTENHO TafieHe, MOBpHIUAHE, H3NOTABaHe W Oe3chHHE (BXK. TO
HaOmoNaBa W BB300OHOBABAHE Ha [ICHXOTHUHHTE CHMMOTOMH H ce ¢hoGmasa
JBHIATENIHU Pa3CTpoHcTBa (KaTO HAMPHUMEP aKaTU3HS, JUCTOHNS U TUCKAHEIHA).



Ilpemunasane om Opyeu annumcuxomuyu

Korato € MeIMIMHCKH OTIpaBAaHo, C& NPEnOPbYBA NOCTENEHHO CIHPaHe Ha NIPEAMIIHOTO NCUCHHE, A0KATO
jano4Ba JedeHHeTo ¢ Memopucnep. Crlno Taka, ako € MEIHIHHCKH OMPABIaHO, MPH NPEMHHABAHE HA
NAlMEHTa OT JENO aHTHICHXOTHYHH TPENapaTH ce¢ NpenopryBa TepanuaTa ¢ MenopHcnep a 3anoune B
AcHA Ha CHeBallaTa HHXKEeKOHd OT cXemaTa. HeobxomuMocTTa OT NMpOOBJDKABAHE HA MPOBEKIAHOTO
AMTHIAPKMHCOHOBO JieUeHHe TPAOBA NepHOAUHHO 1a Ce NPepasrieHia.

4.3 IlporHBONOKA3aHAS

CBpPBXYYBCTBUTEAHOCT KBM AKTHBHOTO BELUECTBO WIM KbM HAKOC OT NOMOLIHHTE BElISCTRA, W3DpoeHH B
Touka 6.1.

4.4 CnenuamH npeaynpexaeHHs H NpeINaiHl MePKH NPH ynoTpeda

IlauyeHTH B CTapYEcKa BBE3PACT C AeMEHLUS

Hosuwena cMepmuocm npu nayuenmu 8 cMapPYeckd 8b3pacin ¢ deMenyus

Ilpn MeraawanMs Ha 17 KOHTPONMPAHH MPOYYBAHHMA, MPOBEAEHH C ATHIIMYHH AHTHICHXOTHIIH,
BKMOYHUTEANO PUCTICPHAOH, TIPH NALUMEHTH B CTapuecKa BBL3PacT ¢ AEMEHLMA, JICKYBaHW C aTHIHYHH
aHTHIICHXOTHUH ce HaOmoAaBa TO-BUCOKA CMBPTHOCT B cpaBHeHMe ¢ IutaneGo. [lpw mnane6o-
KOHTPOTHPAHH NPOYYBAHHS B [IOIYNALMATA MALMEHTH, IEKYBaHd C PHCIEPHIOH, CMBpTHOCTTa € 4% npH
JEKYBAHH C PHCIEPHIOH TIALMEHTH, cpaBHEHO ¢ 3,1% npu mauueHTH Ba mnanebo. CLOTHOLIEHHETO Ha
BepoaTHOCTH (95% ToueH mosepwurenen unreppan) e 1,21 (0,7; 2,1). CpenHara BB3pacT Ha MAUMEHTHTE C
neraneH m3xon ¢ 86 ropunn (Mexay 67-100). JlaHHuTe oT ABe royieMH OOCEpBALMOHHH TIPOYUBAHHA
MOKAa3BaT, 4e MAIMEHTHTE B CTapuecka BbL3PAcT ¢ ACMEHLHA, KOHTO €a JIEKYBaHH ¢ KOHBEHLIHOHATHH
AHTHNCHXOTHLH CBIIO €4 HINTOXKEHH Ha JICKO MNOBHINCH PUCK OT CMBPT B CPAaBHEHHE C TE3H, KOHTO HE Ca
nexkypaHd. HaAMa NocTaTbyHO HaNWYHHM JAHHM, 33 Ja C¢ HANpaBH KATErOpHYHA OLEHKA Ha TOYHOTO
3Ha4CHHEC HA TO3H PHCK H MPHYHHATA 34 NOBHIIABAHCTO MY € HCHIBECTHA.- CTCDCHT&, B KOATO HaXOAKHTC
N0 OTHOLIEHHE HAa TMOBHINEHATA CMBPTHOCT NpPH 0OCepBAlIMOHHNTE NPOYYBAHHA MOXe [a ce OThaie Ha
AHTHIICHXOTH'YIHHTC JIEKapCTBa, @ He HA HAKOH XapaxTepHCTHKH HA NMallHEHTHTE HE € H3BCCTHE,

Eonoepemenno npuacoicenue na dypozemud

I1pu nnaneGo-KOHTPONHPaHH KIHHUYHE NPOY4BAHHSA ¢ PHCTIEPHAOH, NPH NALHEHTH B CTAPYECKA BB3PACT €
NeMEHLIMA, IEKYBaHH eJHOBPEMEHHO ¢ (YpO3EMBI H PHCTIEPUIOH, ce HADMOAARA MO-BUCOKA CMBPTHOCT
(7,3%; cpenna Bb3pact 89 ronumy, mexay 75-97) B cpaHeHHE ¢ NIALIMEHTY, TCKYBAHN CAMO ¢ PUCIIEPUIOH
(3.1%; cpenna sb3pact 84 roauuu, mexay 70-96) wim camo ¢ dyposemun (4,1%; cpenna Bw3pact 80
TOMMHHU, MeXTY 67-90). VpenuueHara cMBPTHOCT NPH NALMCHTH, JIEKYBAHH C (YpO3EMHA H PHCTIEPH/IOH, €
HabmojapaHa NpH ABe oT OOLIO YeTHPH KIMHAYHH Mpoy4yBanua. ENHOBpEMEHHOTO NpPHIOKEHHE Ha
PHCIIEPHACH ¢ APYTH JHYPETHLH ([JIABHO MNPHIOKEHHETO HA THA3HAHHM AHYPETHIM B HHCKH J03H) HE CE
CBBP3BA ChC CBHILOTO 3aKIIOUEHHE.

He e namepeH natodH3HOIOIHUYEH MEXAHM3BM W HiAMA MOOCNIEAOBATENEH MOJen, KoiiTo Aa obschu
NpUYAHATA 3a HabMOgaBaHaTa CMBPTHOCT. Bhiipeku ToBa TpAORa Aa ce BHHMAaBa H [a ce B3eMaT npeaBuil
NOJI3UTE H PUCKOBETE OT TaKaBa KOMOMHAaUMA WM CBIBTCTBALIO JIGYEHHE C APYTH MOUIHH AHYPETHILH,
TIpe/d Ja Ce B3eMe pellieHHe 3a HelfHoTo nprnaraHe. HsaMa yBesqHueHa CMBPTHOCT IPH NALIHCHTHTE, KOHTO
NpUEMAT ApPYrH THYPETHLM KaTo CHITRTCTBALLO JIEUCHHE 3a€1HO ¢ pHcnepraoH. Hama moeuiuasane Ha
CMBEPTHOCTTA MPH [MAUHEHTH, KOHTO MpHEMAT JPYIH AHYPETHUH Karo CBRIOBICTBALIO JTEYEHHE Ha
pucrnepuaon. HezaBHcHMO OT NeyenHeTo, AeXuapaTalHaTa ¢ PUCKOB (PAKTOp 33 CMBPTHOCT H TpAadBa
BHHMATEIHO Ja Ce w3barea IPH MAUHCHTH B CTap4eCKa Bb3pacT ¢ AEMEeHLHA.

Hexenanu Mo3b4HO-cbaoed peaktmn (HMCP)
[Tpu panmomusvpanH nranefo KOHTPONMPAHH KIHHWYHM TIPOYYBZHHA TIPH
JICKYBaHH ¢ aHTHIICHXOTHIM € HabmoaasaH rpuOIM3HTeNHO 3-KpaTHO NOBHILEH




HeXeNanu peakunu. CrbpanuTte daus# OT 6 MWaueGo KOHTPOIHPAHH MPOYYBAHHA C PHCHIEPHAOH TII4BHO
IpH NALMEHTH B cTapyecka Bh3pacT (65 roamuu) ¢ nemenums noxaszar, ye¢ HMCP (cepHo3nu u He-
CepHO3HHM, KOMOHHHpaHH) ce nonyuasat nipH 3,3% (33/1009) oT nalpeRTHTE, NeKyBaHH ¢ PHCIEPHIOH, H
npu 1,2% (8/712) npu naumenrure, npveMamn nnaueto. OTHOMIEAHETO HA BepoATHOCTTA (95% TOYEH
AoBepuTEnen unTepan) ¢ 2,96 (1,34; 7.50).MexanusMeT 3a TO3H NOBHUICH PHCK HE € H3BECTEH.
[TOBHINEHKAT PHCK HE ¢ H3KIIEOYEH 32 APYTH aHTHICHXOTHLIH MW APYTH IPYAH nanmedTHd, Menopucnep
TpsbBa Aa ce NpHIara ¢ BHHMaKKe [PH NALMEHTH C PUCKOBH (aKTOPH 33 HHCYJIT.

PuckeT or HMCP e 3HauMmo 1o-BHCOK NpH NALMEHTH ChC CMECEH WIM CbJOB TUI JEMEHLMA TIpH
CpaBHEHME C JeMEHIMA Ha AjXaiiMep. 3aTOBa NMALMEHTH C APYT THN JEMCHIHA, Pa3/iHYHA OT JE€MEHLHA
Ha Ajrxaiimep, He TpaOBa 1a ce ekyBaT ¢ pUCTIEPHAOCH.

Jlexapute TpabBa Ja NpeLICHAT PUCKA M ON3aTa OT MPWIOKEHHETO Ha Mepopucniep NPH NALMEHTH B
CTap4ecKa Bb3PacT C AEMEHLHA, KaTo B3€MAaT NpeRBH] NIPOrHOCTUMHMTE KPHUTEPHH 3a HHCYIT NPH BCEKH
equH nauuenT. IlanMeHTHTEe WM XopaTa, KOMTO ¢e€ TpHKAT 33 TAX, TpsOpa Aa OBmaT npeaynpeneHd
He3a0aBHO na cpoOImIaBar 3a npusHauy W cumntoMH Ha HMCP kato BHe3anHa cnafocT WIH CKOBAHOCT Ha
JHUOETO, p'buere WK KpakKaTa, ¥ 3a I]pOﬁ.TleM}‘l C roeopa HWIH CBC 2PEHUHCTO. BeHukH BB3IMOMKHOCTH 3a
nNeveHue TpAdBa da ce oOOMHCIAT He3aGaBHO, BIGTIOUATEHO INPEYCTAHOBABAHE HA JIEYSEHHETO C
PHCTICDHIOH.

Menopucnep TpabBa 1a ce U30013Ba 33 KPATKOCPOUHO NIEYEHHe Ha MEPCHCTHPALIA arPpecHs NMpH MalHeHTH
C YMepeHa JI0 TeXKKa JeMeHLUMd Ha ANuXaliMep camMo KaTo OOTBIHEHHE KBM He(apMakoIOrH4HUTE
NOAXO0OH, KOraTo T¢ HMar OorpaHH4Y¢Ha eq)EI{THBHOCT HIIH HE Ca ecbmcacnn H KOraTto Hma nore¢HUHAJICH PHCK
nalMeHTHTe A2 HLIAT ONacHH 3a CaMMUTE TAX HIH OKOJIHHTE.

[Nannentute TpabRa pemoBHo fAa OBOAT MOJAraHH HA IIPEOLEHKA, KAKTO M HeODXOJHMOCTTA OT
HpO.ﬂ'bJDKElBaHe Ha JSYCHHETO.

OprocTaTuyHa XHIIOTOHNS

Iopaau anda-6Gnokupamioro geiicTeMe HA pPHCHEPHAOH € Bb3MOXKHA [0ABATA Ha (OPTOCTATHYHA)
XHIIOTOHHA, 0COOEHO M0 BpeM¢ Ha HAYAHMA [IEpHOJ Ha ajaNTHpaHe Ha gozaTta. KiHMHMYHO 3HaYMMa
XHNOTOHHA C€ Ha0MmonaBa B MNOCTMAPKCTHHIOBMS NEpHon, TPH EOHOBPEMEHHO [PWIOKEHHE Ha
PHCTIEPHIOH H AHTHXHIIEPTEH3WBHO JNiedeHHe. Menopucnep TpabBa na ce npwiara BHAMATETHO TMpH
NALIHEHTH, 32 KOMTO CE 3Hae, U¢ MMAT ChPAEYHO-CBLIOBO 3abondeaHe (Hamp. ChPACHHA HEAOCTATBYHOCT,
HH}aApKT Ha MMOKapAa, HAPYWIEHHA Ha NPOBOAMMOCTTA, JEXHIPATALMH, XMIOBONEMMA, HIH
MO3BHHOCHAOBA §0MecT), M mo3ara TpAGBa Aa Obie NoCTEneHHO ARANTHPAHA CIOPER NPCHOPBKHTC (BK.
TouKa 4.2),

AKO ce NOjABHM XHIIOTOHHUS, TPAGBA Na ce OOMHUC/IH HAMANIEHHE Ha J03aTa.

JIeBKONIEHH, HEYTPONIEHHS W arpaHyIoLMTO3a

Hp}{ JIEYCHHC C AHTHNCHXOTHUM, BKITKOYUTENHO PHCIIEPHACH, ca C'bOG[[[aBaHH c.ﬂyqau Ha JICBKOIICHHA,
HEYTPOMNEHHA H arpaHyJIoLHTO3a. ArpaHyJIoUMTO3a € ChobinapaHa MHoro paako (<1/ 10 000 naiuenra) B
NOCTMAapKETHHIOBOTO HabmoeHHE.

ITaupenTHTe ¢ aHAMHe2a 33 KIMHHYHO 3HAYMM HHCHLK Opoif Ha JIEBKOLWMTHTE HIH MHAYLHpaHa OT
TIeKapCTBA ICBKONEHUs/ HeyTponeHus Tpatea Aa OBAAT MpocieAsBaHK [pe3 MbPBHTE HAKOJIKO MEecela oT
JIeYE€HHETO, a MPEyCTAHOBABAHE Ha jedyeHHeTo ¢ Menopuenep TpabBa aa Obae 0OMHCIIEHO NPH NbPBUTE
CHMIITOMH HA KJIMHHYHCO 3HAYHMO [IOHIDKEHHE HA JIEBKOLMTHTE B OTCBCTEHE Ha JPYTH MPHYHHHO-
CJIEICTBEHH (HAKTOPH.

HauHeHTme C KIIHHHYHO 3HAYHMA HﬂyTpOl'[e}[l'lﬂ 'I'pSIGBa na 6'5]13"[' npoCcnengsBaly BHUMATCUNO 34 BUCOKA

TaKHBa CHMTITOMH H/TH NPH3HALIH C€ MOABAT.




IlaupenTnTe ¢ Temxa HeyTponenua (abcomoren Gpoii Ha HeyTpodmmmre < | X 10%/ L) Tpabsa ma
NPEYCTAaHOBAT NpHemMa Ha Menopucnep, a OpoaT Ha neBkounTHTe TpAGBa na OBAe NpociensaBaH Ao
TBITHOTO UM Bb3CTAHOBSBAHE.

KncHa nuckunesus/ Excrpanupamuanu cummromu (KIVEIC)

JlekapcTBaTa che CBOHCTBA HA AHTArOHHMCTH HA JONMIAMMHOBMTE PELIENTOPH, Ca CBBP3aHH C HHAYLIMPAHETO
Ha KbCHA JAMCKHHE3HMS, KOATO C€ XapaKTepH3Hpa ¢ PHTMHYHH HEBOJIEBH ABWKEHHA, NPEAHMHO HA €3MKa
W/unH JiHuero. [losBara Ha excTpanmMpaMHIHA CHMIITOMATHKA € PUCKOR (aKTOD 33 KBCHA JMCKUHE3H. AKO
Ce MOABAT MPH3HALM H CHMITOMH Ha KbCHAa JHCKHHE3Ws, TPAOBa na ce OOMMCITH CIIMPAaHETO HA BCHYKH
AHTHIICHXOTHIH.

Heobxoaumo € BHMMaHHE NpPH [ALMEHTH, KOWTO MNPHEMAT CHBMECTHO MCHXOCTHMYTAaHTH (Hamp.
METHI()EHHAAT) H PHUCMEPHIOH, Thil KATO eKCTpalMpaMHAHHTE CHMNTOMH MOraT Ja ce obocTpaT mpu
aJanTHpaHe Ha €/IHOTO WIM H JABeTe NeKapcTBa. [IpemopbuBa ce MOCTENEHHO NPEYCTAHOBABAHE HA
JEYEHHETO ChC CTHMYJIAHTA {BHXKTE TOouKa 4.5).

Hesponentuuen manuruen cungpom (HMC)

IlpH npuiokeHHe Ha AHTHIICHXOTHIM, BKIKOYMTENHO MemopHenep, ce chobmmaBa 3a BL3HHKBaHE Ha
HEBPOJIENTHYEH MAJIHTHEH CHHAPOM, KOMTO ce XapakTepH3Mpa ¢ XHIIEPTepPMHA, MYCKYJIHA PHTHAHOCT,
HECTaOHMITHOCT Ha BETETATHBHATA HEPBHA CHCTEMA, IPOMEHEHO Ch3HAHWE H NOBAIICHH HHBA Ha CEpyMHATa
kpeaTHHoOCHOKHHA3a. JIOIBIHHTENHH CHMIITOMH MoTaT 13 ObaaT MUOrioOHHYpHA (pabnoMuonMsa) H
octpa 6ubpeyna HegocTaTeuHOCT. B TO2ZH Ciyvail, BCHUKH aHTHNCHXOTHLM, BKIIOYHTETHO PHCIEPHIOH,
TpabBa fa HBAAT CripeHu.

ITapkHHcOHOBA GoNECT W IeMEHIIHA ¢ Tenua Ha Lewy

Jlexapure TpaAOBa Ha TNPELCHAT PHCKOBETE CHOPAMO TNO0134aTa, KOTaTo MPEeInHCBaT AHTHIICHXOTHLA,
BKmounTenHo Menopuenep, Ha nmauwentd ¢ [lapkubcoHoBa Gonect Wi AeMeHHMA ¢ Tenua Ha Lewy
(DLB). Bwe3moxHo € Binomaeane Ha Ilapkueconosara Gonect or pucnepuaoH. Ilpu asere rpymm
ChUICCTBYBA MOBHIUCH PHCK OT pa3sBUTHE HA HEBPOJICITHYCH MAHIHEH CHHAPOM, KAKTO H TIOBHIICHA
YYBCTBHTCIIHOCT KBM AHTHIICHXOTHYHHTE JICKapCTBA;, TE3HW MALMEHTH C€ K3KIMOYBAT OT KJIHHHYHH
npoy4BaHHA. l'lposma'ra Ha Ta3H NOBHLIeHA YYBCTBHTEJIHOCT KaTC AONMBIIHEHHE KBPM €KCTpallHpaMHAHATa
CHMIITOMATHKA MOXKE Ja BKIKOUBa Oﬁ'prBaHe, HPHTBIICHA YYBCTBHTEIHOCT, NOCTYPalHa HeCTAOMIHOCT ¢
YECTH LIANAHHA.

XunepraMkeMus W zaxapeH aMaber

3a xuMnepriakemus, 3axapeH 1HaOer win ofocTpaHe Ha ChINECTBYBAlll OTOpenu aHaber ce cbobluaea no
BPEME Ha JIEHYEHHETO ¢ pucnepuioH. B HAKoH clyuad ¢ ¢hoGlIaBaHO 34 MpeAUeCcTBAalLO NokKauyBaHe Ha
TErJIOTO, KOETO MOXKE Aa € npeapaznonarau gakrop. Muoro panko e cbobluaBaHa Bpb3Ka ¢ KeTOaLM03a,
a paako ¢ nuaberna koma. [pemophuBa Ce DOAXOAALIO KAMHWYHO HabMOOEHHE B CBOTBETCTBHE C
H3NOA3BAHHTE pPBKOBOACTBA 3a JIGYEHHE ¢ QHTHNCHXOTHLM. [lallMeHTHTe NeKyBaHH ¢ AaTHNHYHH
AHTHIICHXOTHLM, BKJIFOUUTENIHO Menopucnep, Tpabea na OwmaT mnpocneasBaHH 33 CHMITOMH Ha
XHMIEPIIMKEMHS (KAaTO NOIMAKIICHS, FIONHYPHS, NoIH(arda U cnabocT), a MALKMEHTUTE ChC 3aXapeH anaber
TpsAlOBa Na 6bAaT penoOBHO HPOCNEAABAHH 32 BAOIIIABAHE HA KOHTPOAA Ha MMOKO34.

Hanpasasde Ha Terno
CrobImapaHo e 3a 3HaYHTEIHO HaJaBaHe HA Terno NMpH yrnorpebara Ha pucnepuacH. TernoTo Tpabea na

6bIe perynspHO NpocieaAsBaHo.

XHiepnponakTHHeMus
XHNepnposakTHHEMHATA € YeCTa HeXKellaHa Peakilid NPH JICUSHUE ¢ pHCTepHAoH. [Ipenophusa-ce olieHKa
Ha TIA3MEHHTE HHBA HA NMpPOJAKTHH NIPH [ALMEHTH ¢ NPW3HALM Ha HexXenaHa Poakiiia
NPOJNAKTHH (Hamp. rHHEKOMACTHA, MEHCTPYAIHH HapylleHHA, aHOBY/IAIlHs, HapyIIof
NIOHIKEHO NHOHNO, ePEKTHIHA THCPYHKIIHS U TanakTopen).




[lpoyuBanus ¢ TKAHHM KyITypH TIOKA3BAT, 4 PACTEXKBT HA KIETKH NPH TYMODP Ha I'bp/aTa NpH YOBEKa
Moxe OM ¢¢ CTHMynHpa OT nponakTHH. Makap uYe He € ACHA Bpb3KAaTa C INPHIMKCHHETO Ha
AHTHACHXOTHLH, A0KONKOTO € AOKA3AHO B KIHHHYHH M €NHAEMHOIOTHYHH TPOYUBaHWA, NPENOpLYBA CE
MOBHIIEHO BHHMAaHHME MPH TIALMEHTH CBC 3HaYWMa aHaMHe3a. Menopucmep TpaGBa Ja c¢ mpunara
BHHMATENHO MpH NIAUHEHTH ¢ HpealiecTBalla XHIepnponakTHHEMus H NPU MaUHCHTH ¢ BEPOATHOCT 32
NPONAKTHH-3aBHCHMH TYMOPH.

Yawmkasane Ha OT- uHTepBana

B no¢TMapkeTHHPORHSA NepHO MHOrO pajko ce cbobliasa 3a yapmkaeane Ha QT-unrepeana. Kakrto 1 ¢
NpPYTHTE AHTUIICHMXOTHLM, TpsOBa fa ce BHHMaBa, KOTATO PHCIEPHAOH CE NPEANKMCBA HA NAUMEHTH, 34
KOHTO Ce 3Hae, 4e CTPaJarT OFf ChPACYHO-CHAOBH 3aboNABaHHA, KOHTO UMAT (haMMIIHAa oDpeMeHeHOCT 3a
yasmkeH QT-uHrepBan, Gpanukapius WM eNeKTPONHTEH qUcOanaHe (XHIIOKAIHEMHA, XHITOMAarHe3HeMH ),
TBH KaTO TOBA MOXKE Ja TIOBHLIH PHCKAa OT PHTEMHH HApPYLUICHHA, KAKTO H NIPH ¢JHOBPEMCHHEATA ynorpeGa
Ha JIEKapCTBa, 33 KOKTO Ce 3Hae, ue yawnmkasar QT-uHTeprana.

Hpunaasiu

MC,IIOPHC]'[ep TpS[ﬁBa Ja ce M3M10/I13Ba BHHMAaTCIIHO MPH NMalHCHTH, KOHTO MMaT aHaMHE3a 3a NpHIOaabUuH
WIH OPYTH CBCTOAHKA, KOUTO MOTCHUHANIHO MOIAT Ad HAMAJAT Npara 3a NpUnagbLUH.

lipuanuzsm
Tlo Bpeme Ha nedeHwero ¢ Menopucnep Moxe na ce MONyyd NPHANM3BEM NOPajM HerosHs anda-

azpeHeprHueH ONOKHpaL, edekT.

PerynupaHe Ha renecHaTa TeMneparypa

CMATa ce, 4Ye AHTUNCHXOTHUMTE Pa3CTPOHBAT CrIOCOGHOCTTA Ha OpPraHM3Ma Ja PperyiHpa TelecHaTa
Temnepatypa. Jlobpe € na ce r3eMar CBOTBETHH MepKH, Korato Menopucnep ce npeanHcBa Ha NalMeHTH,
KOHTO C€ H3JIaraT Ha ChCTOAHUA, KOHTC MOKEe Aa AOTIPHHECAT 334 NOBMLIABAHE HA TEJIECHATA TEMIIEpaTypa,
HallpUMEpP YCHWJIEHO (DH3MYECKO HATOBAPBAHE, HIIAraHe Ha roJAMA TOPEliHHA, NOTy4aBaHe Ha
CBITBTCTBALLO JIEUEHHE ¢ AHTHXOJIHHEPTHYHA AKTHBHOCT, WIH AeXHApaTHpaHe.

AHTHEMETHYEH eq;elc‘r

TlpH npenknIMHUYHHTE MPOYUBAHHS HA PHCTICPHIOH € HaGmoaaBaH aHTHeMeTHYEH edekT. AKO To3H edexr
c¢ MOSBH NpPH Xopa, TOH Moske 18 MAcKHpa NPH3HALMTE W CUMOTOMHTE Ha NPERO3HpaHe ¢ OIpe/IeCHH
NIEKAPCTRBA WK CHCTOAHUA KATO YpeBHa obctpykuma, Cungpom Ha Pefi 1 MO3BYCH TYMOp.

b1.6peuno u yepHONpoOHO yEpekaane

IMaupentHre ¢ 6BOpeuHO yBpEXKZaHE HMAT MO-HHCKA CMOCOOHOCT 3a €JIMMHHHUPAHE HA AaKTHBHATA
AHTHINICHXOTHYHA (PpaKlius B cpaBHEHHE ¢ Bb3PacTHH ¢ HopManiHa Gp0peyna dyukuma. Ilpy nauneHTure ¢
yBpeleHa uepHoapoOHa (yHKIHA ce¢ HabaoJaBa MOBMILEHA IUIA3MEHA KOHUEHTpalna Ha cpobona
¢pakuns Ha pHCICPUIOH (BEKTE TOYKa 4.2).

BenoszeH TpombembonzbM

Ipr ynoTpeba Ha aHTHNCHMXOTHYHM JEKApPCTBE ¢a CHOOIABAHH CITyyad Ha BeHO3eH TpoMOeMOONM3IbLM
(BTE). T kaTo MpH nauMeHTHTE, JIEKYBaHH ¢ QHTHIICHXOTHLH, Y€CTO €A HANMIE MPHACOHTH PHCKOBH
daxropn 3a BTE, BcHUKH Bb3MOkHH prckoBd paktopu 3a BTE tpabea na 6BaaT yCTAHOBEHH IIPEAM H 1O
BpeMe Ha NieucHHeTo ¢ Menopucnep 1 TpA6Ba Aa ce B3eMaT NPeBAaHTHEHH MEPKH.

Uurpaoneparuren ©nonu Wpwic Cvinnpom
Hurpaonepatusen Prnonu Hpuc Curnpom (MOHC) e nabmonapaH NMpH onepallds HAa KaTApakTd NPH
MALHEHTH, JIEKYBaHH ¢ JekapcTBa ¢ edekT Ha andal-apeHeprdyeH aHTATOHHCL YUTENHO
pHCIIEpUIOH (BHxTe Touka 4.8).

HOHUC Moke ha NOBHIIM PHCKA OT YCAOXKHEHHA, CEBP3aHH C OYWTEe 10 BpE
Hacrosmara win npeaxogHa ynorpeba Ha nekapersa ¢ edekt Ha andal-aapeHep




Aa € M3BECTHA HAa OYHHA XMPYPr NpeaH ofneparparta. [loTeHUHManHata nonsa OT NPEYCTAHOBABAHETO
npreMa Ha angal 6Gnaokupalnata Tepamus IpeAH ONEpallid Ha KATapakTa He € yCTaHOBEHa M TpaOBa ma
Obae CBIOCTaBEHA C PHCKA OT PEYCTAHOBABAHE HA RHTHIICHXOTHYHOTO JICHEHHE.

leauatpusba momynauss

Ilpenu M3MHCBaHE HA PHUCTIEPUAOH HA JIElld HIH IOHOLIH C TIOBE/IEHYECKH pascTpoicTea TpAGBa LaIOCTHO
OliCHABAHE 32 (PH3KKANHH H COUHATHH NPHYHHH HA ArPECHBHOTO MOBEAEHHE KaTO HAPUMED NIPHUHHABAHE
Ha GOHKE HITH HECHOTBETCTBAILIIM Ha cpeaaTa HCKaHHA.

Ilpu Ttasw rpyma TpabBa BHMMAaTeNHO Oa ce CI€AM CEAATHEHHAT e(EeKT Ha PHCNEPWIOH TNOpaaH
BL3MOKHHMTE MOCIEHIIA BBPXY crniocobHocTTa 3a ydeHe. [lpoMsnata Ha BpeMeTo Ha npunaraHe Ha
PHCIIEPHIIOH MOKE J1a MoA06PH BBE3AEHCTBHETO Ha CEIATHRHOTO CPEACTBO BEPXY BHHMaHHETO HA AeUaTa H
IOHOILIHTE.

Pucniepuzion ce CBBp3Ba CbC CPEIHO YBEIMHMEHHE HA TEJECHOTO TErJI0 H MHIEKCA Ha TeNecHaTa Mmaca
(MTM). TlpenopruBa ce H3MepBaHe Ha TENECHOTO TErNO MPEJH 2ANOYBaHE HA JICYEHHETO M PEryJApHO
npocneassade. JleMEHHETO ¢ PHCHIEPHIOH C MPOABIKMTENHOCT A0 | romMHa He NMOKAa3Ba HEKeNaHH
JIEKapCTBEHH peakLM# BHPXY pacrexda H IOJOBOTO Ch3papane. [IpomeHure B pBRCTA {IpH ABITOCPOYHH
CKCTCH3IHBHH OTBOPEHH MPOYUBAHHA C4 B pAMKHTE HA HOpPMAT4, OYAKBAHA 33 BB3paAcCTTa. EC]JeKTHTe BBpPXY
MIOJIOBOTOC CB3PSABAHE H PBECTA NPH ABJITOCPOYHO IEYEHHE ¢ PUCTIICPRAOH HE Ca aJCKBATHC [TPOYHYCHH.

HOPB,,[[PI NOTCHUHAITHHUTC e(bEKTH OT NPOABJLDKMTEIHATA XHIIEPIPONAKTHHEMHA BbPXY PacTeXa H MONGBOTO
Ch3pABaHE NpH Acna H OHOIIH T’pﬂﬁBa Aa ce NpaBH pelOBHA KIHHHYHA OLEHKA HA €HOOKPWHHHA CTaTyc,
BKITIOUHTEIHO M3MEPBAHE H& PBCT, TETNO H MONOBO Ch3pABaHE, KOHTPOJ HAa MCHCTPYaluATa W JPYTH
MOTCHLUHAIHO CBBRP3aHH C MPOJIAKTHHA etbelcm.

PesynTatite OT €HO MaJIKO IIOCTMAPKETHHIOBO 0GCEpPBALMOHHO MPOYYBaHe NOKA3BAT, Y€ TIALMEHTHIC C
€KCIO3HUMA Ha PHCIIEPHIOH Ha BB3pacT Mexxay 8§ u 16 rogunu ca 6unu cpenyo ¢ 3,0 1o 4,8 cM n0-BUcOKH
OT Te3W, KOMTO Ca NONYUHIH OpPYrd aTMNM4YHH AHTHICHMXOTHYHH JieKapcTba. ToBa npoy4yBaHe HE €
AOCTATBYHO, 34 JIa Ce ONPeAENH JallH eKCTIOZHLMATA HA PHCHEPHIOH HMAa HAKAKBO BBIAECHCTBHE BBLPXY
OKOHYATENIHUA DBCT NMpPH Bh3PACTHH WM JadM pPe3ylaTarhT ce ARDKM Ha NpPSKOTO BL3ACHCTBME Ha
PUCTIEPHIOH BBPXY KOCTHMS PacTeX WIH Ha edeKTa Ha CaMOTO OCHOBHO 3abonsBaHe BhpXY pacTexka Ha
KOCTHTC, WJIH B DE3YJNTAT HA Mo-I00Bp KOHTPON Ha NOAIEKALIOTO 3a300/fBaHE, KOETO € JI0BeNo /IO
yBeNHYaBaHe Ha PheTa,

I[To Bpeme Ha IC4EHHE ¢ PUCIIEPHIOH PEAOBHO TPAGBA Ja ce CNeAl 33 eKCTPAITHPaMK/IHA CHMIITOMATHKE H
IPYTH JBHraTe/IHHA HapyLUueHHS.
3a cneuudHYHH MPENOPBLKH NPH JO3MPOBKA NPH AENA # IOHOLIH BHXTE TOUKa 4.2.

INomowH# BelllecTBa
DunMupaHHTe TaONeTKH ChABPKAT JaKTo3a. llallHeHTH ¢ peakd HacheJAcTBeHH aedexTn KaTo

HETIOHOCHMOCT KBM TanakTo3a, aeduidt Ha Lapp-nakTasa WK Ha [IOKO30-TajlAKTO38a Manadbcopbuus He
Tp2OBa Ja NpUeMaT TOBa JICKAPCTBO.

Mepopucnep 2 mg ¢ruimupanu Tabnerku chAbpKAT oLBeTHTENA ChHCET XKBITO (E110), KokiTO MOMNe na
MPHYHHK AIEPTHYHH PEAKIMH.

4.5 BaaumoeHCcTBHE ¢ IPYTH JIeKapCTBEeHH NPOAYKTH H APYTH (OpMH Ha B3aHMo/IelicTBHE

@®apMakoIHHAMUYHO-CREP3aHK B3aHMOAEHCTBHA
Jexapcmea, 3a xoumo e usgecmno, ye yovixcasam QT uwmepsanal

KakTo ¢ ApyrH aHTHNCHXOTHIH, BHHMATENHO ce¢ OOMMCIIA H3NMHCBaHE HA P
JIEKAPCTBEHU TPOAYKTH, 3a KOHTO c€ 3Hae, de yammkasaT (QT-uHTepBana, Karo /3
XMHHJIMH, [H3ONHpaMKl, [OpPOKAWHAMHA, fponadeHoH, aMHOJApoOH, COTR




AHTHJICNIPECAHTH (HANpP. aMUTPHITHIHH), TETPALMKIHYHH AHTHAENPECAHTH (HANP. MANPOTHIIMH), HAKOH
AHTUXMCTAMMHM, JPYIH aHTHIICHXOTHLIH, HAKOW aHTHMATApHITHH AeKapcTBa (Harp. XHHHH 1 MedJIOKHH), H
¢ JIEKAPCTBA, KOWTO NPHYHHABAT €NEeKTPOIMTEH JUCOaNaHc (XMIOKAIHEMHsS, XHIIOMAarHe3sHeMHa) HIH
OpanHKkapaHa, WIH TakHBa, KOMTO HHXHOHpAT 4epHOAPOGHHS MeTaGONH3EM Ha PHCIICPHIOH. TO3H COHCHK
€ TIPUMEPEH, a HE HIYEepnaTelicH.

1{enmpanno delicmeaiyu nexapcmeenu RPOOYKMU U AAKOXOA

Pucnepuaon Tpabea na ce ynmoTpebABa ¢ MOBHIWIEHO BHHMaHHe TNIpH KOMOHHAauUMsa ¢ Jpyru
LEHTPaNHOACHCTBAIIH BElleCTBA, OCOOEHO BKIIOYBAINM aNKOXOJ, ONHATH, AHTHXHCTAMHHOBH H
DeH30/THa3CIHIKN MOPAAM NOBHILEHHST PUCK OT CEIHPaHeE.

Jlesodona u Oonamunosu azonucmu

Menopucnep Moxe Aa aHTAaroHu3Mpa edeKTa Ha EBOJONA H HA JAPYTH [ONaMHHOBH aroHHCTH. AKO Ta3u
KOMOMHaLIUg ce CuATa 3a HeoOxoauMa, ocobeHo npu KpaeH craamii Ha [lapkuacoHoBa GonecT, TpadBa aa
C€ H3MHINES HAali-HHCKaTa epeKTHRHA K03a.

Jexapcmsa ¢ xunomensusen eghexm
KinHvyHO 3HAa4MMa XHNOTOHHA ce HabnofaBa B NIOCTMAPKETHHTOBHA [IEPHOA NPH EJHOBPEMEHHO
NpHiaraHe Ha pUCNEPHIOH ¢ aHTUXHIICPTECH3HBHO JICUCHHE.

[Tcuxocmumynanmu
Kom6uHupaHara ynorpefa Ha MCHXOCTHMYIIAHTH (nanp. MetundeHuaar) ¢ pucnepHION MOKe Aa AoBeae
J0 eKCTpanupaMHIHA CHMITTOMM TIPH TIPOMSHA Ha €JHO HITH H JBETE jieYeHus (BrkTe Touka 4.4).

Hanunepudon

EnHospemennara ynoTpefa Ha mepopajieH pHCIEPHIOH ¢ TMAJMNEPHIOH He ce NPENOpPEHUBA, THH Karo
HIMNEPHAOH € aKTHBEH MeTalOJIHT Ha PHCHEPHIOH M KOMOMHALMATA OT ABCTE MOXeE Aa JOBEAE 10
a/IHTHBHA EKCMIO3HLMA HA aKTHBHATA AHTHIICHXOTHYHA dpakuya.

DapMakOKHHETHYHO-CELED3AHH B3aHMOIeHCTBHA
XpaHaTa He IOBIHABA a0COpOLMATA HA PUCHEPHAOH.

Pucnepuaon ce merabonmsupa ocHosHo upes CYP2D6 u B no-manka cremen upes CYP3A4. Kakro
PHCIEPUIOH, Taka H HETOBHAT aKTHBEH MeTabonur 9-XMApOKCH-pHcmepHmoH ca cybcrpat Ha P-
riaukonporenH (P-gp). Bewectra, kouTo npoMeHAT akTHBHOCTTa Ha CYP2D6, win BeIECTBa, KOHTO CHITHO
nHxubupatr wi uHAymEpar CYP3A4 wunn P-gp akteBHOCTTA, MOrar Ja TNOBIHAST BBbPXY
(hapMaKOKMHETHKATa Ha aKTHBHATAAHTHNCHXOTHYHA (PAKLIMA HA PHCIIEPHIOH.

Mowmu unxubumopu va CYP2D6

EAQHOBpEMEHHOTO NMpPHIOKEHHEe Ha pHCHEepHIoH ¢ MoluaH HHXMOHTOpH Ha CYP2D)6 Moke pa yBenauuu
IUIa3MEHHTE KOHLIEHTPAUMH Ha PHCNSPHACH, HO B II0-MANKa CTEeneH H4d aKTHBHATA aHTHICHXOTHYHA
¢pakius. Ilo-Bucokure no3u mouieHn uHxuGuTOp Ha CYP2D6 MOrar na moBHIIAT KOHUCHTpPAaLUMHTE Ha
aKTHBHATA aHTHIICHXOTHYHA ()PAKLIHA HA PUCTIEPHIOH (HaNp. NAPOKCETHH, BH#Te no-fony). Ouaksa ce, ue
apyru  uHxubutopu Ha CYP2D6, kato XHMHHMAMH, MOTAT Ja MOBIMAAT IL1a3MEHMTE KOHLICHTpalMH Ha
pycniepuaod no nopobeH HaumH. Korato ce 3amouea WM MpeycTaHOBABA €IHOBPEMECHHMAT MpPHEM Ha
[MapOKCETHH, XHHHAHH WIH Apyr MouleH uaxubutop Ha CYP2D6, ocobeHo npH BHCOKH OO03M, JIEKADAT
TpaAOBa na MPEOUEHH 03aTa HA PHCIIEPH/IOH.,

CYP3A4 w'unu P-gp unxubumopu
E/IHOBPEMEHHOTO NPWIOKEHHE HA PHCMEPHAOH ¢ MOIMHH HHXWOHTOpH Ha CYP3A
3HAYHTENHO Ja MOBHUIM TUTA3MEHHTE KOHLCHTPAUMH HA AKTHBHATA AHTMIIC
pucnepuaoH. Korato ce 3anmouBa MM NpEyCTaHOBABA €THOBPEMECHHO MPH/IOKEHH
IpyT MouweH HHxHOUTOp Ha CYP3 A4 w/unu P-gp, nekapaT Tpabea Aa npeoLeH: A0



CYP3A4 wum P-gp undyxmopu

EnnospeMenHoTo npunoxkenne Ha pucnepumoH ¢ MoweH mHmyktop Ha CYP3A4 w/wm P-gp moxke na
HAM&/IH TUIA3MEHHTE KOHLEHTPALMH Ha aKTHBHATA aHTHIICHXOTHYHA (pakuma Ha pHcnepraon. Koraro ce
3aTMOYBA WJIH MpPEYCTAHOBABA CBNBICTRALLA Tepanus ¢ KapOaMasendH HAH ¢ IPYT MOLIEH MHIAYKTOP Ha
CYP3A4 w/nunn P-gp, nexapar Tpabsa na npeoueHd mosara Ha pucriepunod. Huaykropure na CYP3A4
TIpOSABABAT e(leKTa CH OT/IOKEHO BbB BPEMETO H MOXKE [1a OTHEME IOHE 2 CeIMHIM, 33 Ja C& NOCTHIHE
MaxcHManeH edeKT cien sanouBaHeto. O6paTHO, Npy NpeycTaHOBSBAHE HA JIEYECHHETO, MOXKE J1a OTHEME
none 2 CeIMMIIK 3a HaMaIsBaHe Ha MHAYLMpaHeTo Ha CYP3A4.

J’Iexapcmeeﬂu npodyxmu C BUCOK NOMEHWUAT 30 CE8BPIGANE C NAAIMEHUME NPOMEUHU

Koraro pucnepuaoH ce npuema eHOBPEMEHHO ¢ JIEKAPCTBEHH MPOAYKTH, KOHTO C€ CBbP3BaT BBE BHCOKA
CTCIMCH € IUTa3MeHHTEC IIPOTEHHH, HE € Haﬁﬂ}OI[aBaHO KIHHHYHO 3HAYHMO HM3MECTBAHE Ha HAKOH OT
JCKapCTBCHHTE NPOAYKTH OT IUIA3MEHHTE MPOTEHHH,

Koraro ce usnonssa enHoBpeMeHHO NIPHUIOKEHHE, TPIOBa na ce NnoThpcH MHGOPMaHs OTHOCHO HaYHHA Ha
GuoTpanchopMaLH U BE3MOKHATA HYX/Ia OT a/lanTHpaHe Ha [O3aTa.

IleayaTputiHa nomynauus

[Ipoy4BaHKa 33 B3aMMOJEICTBHS Ca MPOBEK/AHH CAMO NIPH Bb3PACTHH. 3HAYEHHETO HA Pe3yATaTHTe OT
Te3H MPOYYBaHHA TIPH NEAMATPHYHH MMALIMEHTH HE € H3BECTHO.

KombuHupanata ynorpeba Ha NMCHXOCTHMYJIAHTH (Hanp. MeTHIGEHAZAT) C PHCIEPHAOH NpH jela W
IOHOLIH He NpoMeHs (apMakOKHHETHKATA H e(pHKACHOCTTA HA PHCTIEPMIOCH.

IIpumepu
IIpyMepn 3a nexapcTBa, KOMTO HNOTEHUHAIHO MOTAT Ja B3aMMOAEHCTBAT M, 38 KOHMTO € NOKa3aHo, ue He

B3aHMOJREHCTBAT ¢ PHCTIEPHAOH Ca MOCOUEHH MO-10ITY:

Edexm na opyeu nexapcmeenu npodyxmu ebpxy GapMakoxuHemuKama 5@ pucnepuoo

Anmubaxmepuaniu npodyxmu

e Epurpomuumn, ymepen Huxubutop Ha CYP3A4 u wpuxubGurop Ha P-gp, He npomens
(papMakokHMHETHKATA HA PHCAIEPHIOH M Ha AKTHBHATA aHTUIICHXOTHYHA (PpaKuHs.

e Pudamnuumn, momen wuHaykrop na CYP3A4 u unaykrop Ha P-gp NoHmkaBa mnuiasMeHMTe
KOHLIEHTPAlMH HA aKTHUBHATA aHTHIICHXOTHYHA (PaKIMA.

Anmuxorunecmepazu
s JloHemnesun u ranaHTamHH, cyGerparn kaxro va CYP2D6, taka U Ha CYP3A4, He oKa3BaT KIHHHYHO
3HAYMM e(EKT BBPXY (PapMaKOKHHETHKATa Ha PHCTICPHAOT M AKTHBHATA aHTHICHXOTHYHA QpaKiHs.

Aumuenunenmuyu

* Kapbamazenmy, momen naayktop Ha CYP3A4 u ungykrop Ha P-gp, noHmkaRa TUIa3MeHHTe
KOHIIEHTPaUHH Ha AKTHBHaTa aHTHIICHXOTHYHA (paKlUMA Ha pHcnepHAoH. CXOAHH eQieKTH Morat Aa
6vaar wabmonaBaHW nanpumep npd  GeHHTOMH W (enoGapOHTan, KOMTO CBINO HHAYLMpAT
uepHoapoOHHA CYP3A4 eH3uM, KakToO ¥ P-riHkonporeuuia.

e ‘TonMpamar yMepeHO MOHWkKAaBa OMOHANMYHOCTTA HA PUCMEPHIOOH, HO HE H Ta3W Ha aKIHBHATa
aHTHUNCHXOTHYHA dpakima, [Topanu ToBa, ToBa He Ce OYAKBA TOBA B3AHMONCHCTBHE J]a € OT KIIHHHYHA
3HAYHMOCT.

Hpomusozvbuunu cpedcmeaa
¢ Hrtpakonazon, momeH HHxuGuTop Ha CYP3A4 u unxuburop Ha P-gp, mpu nosza
MOBHINABA IUTA3MEHHTE KOHLIEHTPAIMH HA AKTHBHATA AHTHICMXOTHYHA (PpaKLl
IO3HPAHE Ha pHCnepHaoH oT 2 A0 8 mg/ AHeBHO.




o Kerokonaszon, mMomeH uHXuGuTop Ha CYP3A4 u unxubutop Ha P-gp, npn noza 200 mg/ aHerHo
NOBHLIARA M1A3MEHHTE KOHIEHTPALMH Ha PUCTIEPHIOH B MOHKKABA IUTA3MEHHTE KOHICHTpaluH Ha 9-
XMAPOKCH-PHCIIEPHIOH.

Anmuncuxomuyu
e MeHOTHA3WHWATE MOTaT Ja NOBHIUIAT IUIa3MEHHTE KOHUEHTpalMH Ha PHCICPHMIOH, HO HE H TE3H Ha
AKTMBHATA AHTHIICHXOTHYHA QpaKLH.

Aumueupycnu cpedcmsa

o [Iporeasnn MHXHOHTOPH: HMa OPHUIHATIHH AAHHH OT NPOYYBAHE; BLIPEKH TOBA, Thil KATO PHTOHABHD
e MoueH uaxubuTop Ha CYP3A4 v cnab HExuGHTOp Ha CYP2D6, pHTOHABHP H CTHMYJIHPAHHTE OT
PUTOHABHP NMPOTEa3HH HHXUOWTOPH MOTEHIHAJIHO MOTAT J1a NMOBULIAT KOHLIEHTPALMHTE Ha aKTHBHATA
AHTHNICHXOTHYHA PPAKIHA HA PHCHIEPHIOH.

bema-brorepu

* Haxou Geta-OnokepH MOraT Aa MOBMINAT TUIA3MEHHTE KOHLIEHTPALIHK HAa PUCHEPHUAOH, HO HE H TE3H HA
aKTHBHATa aHTHIICUXOTHYHA (paKums.

FBroxepu na kanyuecume xananu
¢ Bepamamwi, yMepeH uaxuOurop Ha CYP3A4 v nuxuburop na P-gp, noBumiaBa 1uiasMeHaTa
KOHLIEHTpAIMs HA PHCNEPHIOH H HA aKTHBHATA aHTHIICHXOTHYHA (DpaKItis.

Jexapcmeenu npodykmu 30 CIOMAUHO-4PesHUR MDAk

e H2-peuenrtopHn aHTaroHucT: LlUMETHIMH H paHMTHIHH, K IBaTa crabu HHXHOHTOpU Ha CYP2D6 u
CYP3A4, nopuiuapata HHOHAJHYHOCTTA HA PHCHEPHAOH, HO CAMO B HE3HAUMTCIHA CTETICH Ta3H Ha
AKTUBHATA aHTHIICHXOTH4YHA (pakums.

CHO3C (SSRI) u mpuyukniriny GHMUOENPECARMU

e  dayokcerun, MommeH HHXrOUTOp Ha CYP2D6, noeHinaBa NiasMeHaTa KOHLICHTPALIHA HA PHCHICPHIOH,
HO B TIO-MAJIKA CTETIEH HA AKTHBHATA aHTHIICHXOTHYHA (ppaKima.

o [IlapokcetuH, MoweH naxubuTOp Ha CYP2D6, nopninaea IUia3MedUTe KOHLISHTPALMH Ha PUCTIEPHIIOH,
HO mpu go3u 20 mg/ gHEBHO B TMO-MaiKa CTENCH Ta3H Ha AKTHBHATA AHTHIICHXOTHYHA (paxuus.
Benpexn ToBa, BHCOKH N03H [IApOKCETHH MOrar Ja [NOBHLIAT KOHLCHTPAaUHHTC Ha AaKTHBHATAa
AHTHNICHXOTHYHA $HPaKUMA HA PHCTICPHIIOH.

¢  TpMUHMKIWYHUTE AHTHISTIPECAHTH MOTAT Aa TIOBHINAT 1a3MEHHTE KOHLIEHTPAUMH HA PHCMEPHIOH, HO
HE MW Te3W HAa AaKTHBHATA AHTHNCHXOTHYHA (pakuusa. AMHTpHITHIHH He TOBIHABA
(apmakoKHHeTHKATa Ha PUCTIEPHCH WY HA aKTHBHATA GHTHNCHXOTHYHA (paKiHA.

e Ceprpanus, cnab nuxuGutop na CYP2D6, u dnysokcamus, cnab naxuburop Ha CYP3A4, npu nosu
A0 100 mg/ qHEBHO HE ce CBLP3BAT ¢ KIIHHUYHO 3HAYHMH NPOMCHH B KOHIEHTPAllHHTE HA AKTHBHATA
AHTUNCHXOTHYHA (paKuMs HA pucriepuaoH. BENpekH ToRa, A03M cepTpanuH HiH (QIYBOKCAMHMH MO-
BHCOKH oT 100 mg/ AHEBHO MOrar A4 TIOBMILAT KOHLEHTPAUMMTE Ha aKTHBHATA aHTHIICHXOTHYHA
dpakLug HA PUCTIEPHICH.

Eghexm na pucnepudon evpxy drapmaxoxuremuxama va Opyeu AeKapcmeenu npooyKmu

Anmuemienmuyu

¢ PuCnepuoH He MOKa3Ba KIHHHYHO 3HA4YMM e(eKT BhpXy (papMaKOKHHETHKAT& Ha BalNpoaT HIH
TOIHPaMaT.

Aumuncuxomuyu

e Apununpason, cyocrpar Ha CYP2D6 u CYP3A4: PucnepuaoH Ttabnerk
NoBNMABAT  (aPMAKOKHHETHKaTa Ha  APHIHNPa30d1 W HEroBHA
JAeXHIPOOPHITHNPA3OL.



Huzumanucosu eauxozuou
* PucnepuaoH He noka3ea KIMHHYHO 3HA4UM edeKT BhpXY GapMOKMHETHKATA HA AMTOKCHM.

JTumuii
¢ PucnepuioH He NoKa3Ba KIWHUYHO 3HAYMM eeKT BhpXY (PapMOKMHETHKATA HA JIMTHA.

Eonoepemenno npunoxcenue na pucnepudol u Qypozemud
» Bwxre Toyka 4.40THOCHO NOBMINEHATA CMBPTHOCT NPH NMALUHEHTH B CTAPYeCKa BB3PAcT ¢ AEMEHLIHA,
KOHTO €ZHOBPEMEHHO NIPHEMAT (ypo3eMHL.

4.6 ®epTHIATET, GPEMEHHOCT H KEPMEHE

bpemeHHoCT
Hsma mocTaThuno AaHHM 3a ynotpefara Ha pHCHEPUIOH NpH OpeMEHHM sKeHH. PHCIIEpUIIOH He e mokasan

TEPaTOreHHOCT NPH NPOYYBAHMATA TIPH JKHBOTHM, HO ca HaONMIOJaBaHM OpYrd BHIOBE PENPOAYKTHBHA
TOKCHYHOCT (BMKTE TO4Ka 5.3). [ToTeHUHATTHMAT PUCK TPH XOpa He € U3BEeCTeH.

Hosopoaehmre, KOMTO ca M3IOMEHH Ha AHTHIICHXOTHLH (BKJIIOYHTENHO PHCNEPHICH) NIPE3 TPETHS
TPHMECTLD OT OpEMEHHOCTTa ca NOMIOKEHH Ha pPHCK OT HEKeNaHH peakUHH, BKIKOYHTENHO
EKCTPAaNWpaMHIAHA MW MWIH CHMITOMH Ha OTHEMaHe, KOHTO MOTaT Ja BapupaT 10 TeXeCT H
HPOABIBKHTENHOCT cClefl pakaaHero. CwobimapaHH ca BB30YOa, XHNEPTOHHA, XHMIIOTOHHA, TPEMOP,
CBHHIMBOCT, PECNMPATOPEH ANCTpEC WM HapyllleHHs B xpanedeTo. Ilopagy TasH NpHYMHA HOBOPOACHHTE
Tpa6Ba a 6bAAT BHUMATENHO MPOCAENsBaHH.

Megopucnep ne TpadBa aa ce i3nonssa npu GpeMEeHHOCT, OCBEH B Cy4aif Ha KaTeropHyHa HeOOXOUMOCT.
Ako e HeobXxoHMO ta 6BJe cnpsH NO BpeMe Ha GPeMEHHOCTTA, TOBA He TPAOBa /1a CTAaBa W3BEAHDBK.

Kbpmene

Ilpy mpoy4BaHWs C KHBOTHH € YCTAHOBEHO, Y€ PHCIEPHIAOH H 9-XHAPOKCH-DHCIEPHIOH Ce OTIENAT B
MIIKOTO. YCTaHOBCHO €, Y¢ PHCIEPHACH H 9-XHAPOKCH-DHCIICPHIIOH C€ OTAENA M B KbPMaTa B MaJIKH
KONMYecTBa. Hama HalHMYHH JaHHM 3a HEKETAHH peakuuy IpH KbpMauvera. CrieloBaTeNHO monsara ot
KbPMEHETO € MO-TONIAMa B CPABHEHHE ¢ MOTSHIHATHAA PUCK 3a AETeTO.

DepTHaHTET
[lonobuo Ha ApyTH NEKapcTBa, KOMTO AHTACOHM3ZWpAT aonaMHHOBHTEe D2 peuentopd, Meaopucriep

NIOBHILIABA HHBATA HA [MPONAKTHH. XHNEPNPONAKTHHEMHMATA MOXKE Ja NOTHCHE TIOHAROTPOIIHH-
oceobokapatua XopMoH (GnRH), koeTo BOAM N0 HaMalABAHE HA CCKPEKUMATA HA FOHAJOTPONHH OT
xunogusata. B pesyntar Ha ToBa MOke a ce MHXHOMpA PenpOAYKTHBHATA (yHKUHMA Ypes MOBIHABAHE Ha
CTePOHACTEHE3aTa B MONOBHTE AJIEZH H TIPH JKEHH, H HIPH MBKE.

He ca HabmonaBanu edekTH OT MpakTHYECKO 3HAYEHHE TIPH HCKJIHHHYHHUTE MPOYYBaHHS.

4.7 Edexrn BHpxy cniocoGHOCTTa 32 wodHupaEe H paGoTa ¢ MAIIHHH

Meaopucnep Moxe /1a HMa MHHMMaJIEH WM YMepeH edexT BLpXy crnocobHocTTa 3a modupaHe H 3a pabora
¢ MalllHHK Nopajd NOTEHUMaNnAuA edexT BbpxXy HepBHaTa CHCTEMAa M BLPXY 3peHHETO (BkK. Touka 4.8).
CnepoBarenHo nauMeHTure Tpabea na ObaaT cbBeTBauM Ja He WOQHPAT M a He paboTAT ¢ MaLUMHM,

AOKATO HC CTaHE H3BECTHA TAXHATA HHAHBHIYAIHA YYBCTBHTEIHOCT KbM JICKAPCTBOTO.

4.8 HexxelaHH TeKapCTBEHH peAKIHA

N2pKHHCOHU3IbM, ceJHpaHe/ CbHAMBOCT, rnarofoHe 1 Bescnaue.




HHP, KOWTO H3INTEX AT A0303aBHCHMH, BKJIIOYBAT NAPKHHCOHU3BM H AKaTH3HA.

Io-mony cnenBar Bcwukn  HIIP,

32 KOMTO ¢e cboOliaBa B KJIHHAYHHTE HAPOYUBAHHA H B

MOCTMAPKETHHIOBUA TEPHOJ HAa PHCHSPHJIOH, TPYAMpPaHM Bb3 OCHOBaZ HAa KATETOPHATA 3a 4eCTOTa,
YCTaHOBEHA NPH KIHHHYHHTe NPOYYBaHHA Ha pucnepuaox. IIpuiarar ce ciielHHTe TEPMMHH 33 YecToTara:
MHOro 4ectH (> 1/10), yectu (> 1/100 no < 1/10), neuectu (= 1/1000 no < 1/100), peaxu (= 1/10,000 mo <
1/1000) u muoro peaku (< 1/10 000).

B PaAMKHTE Ha BCHKO TPYIIHPAaHE B 3aBHCHMOCT OT YECTOTATa HEMXKCAAHHMTE JICKAPCTBCHH PCAKIHH ce
H36p0ﬂBaT B HH3XO/411\ peq 1o OTHOWICHHE HA TAXHATA CEPHO3HOCT.

Cucmema opean
Kaac

Heacenana nexapcmeena peaxyust

Yecmoma

Muozo vecmu Yecmu Hevecmu Peoru Muozo peoxu
Hughexyuu u TTHEBMOHHSA, HHGEKLHA Ha | HHQEeKLHA,
unghecmayuu 6pomnxmr, JHMXATEHWTE MHTHING, | XPOHHYESH  OTHT
HHeKIHs Ha | LHCTHT, Ha CPEAHOTO YXO
TOpHHTE HHEKIMA Ha OKOTO,
IHXATENHH TOH3HJIHT,
IBTHLIA, OHHXOMHKO3a,
CHHY3HT, NOKANW3INAPaH UENYNHT,
HH(pEKIHs Ha | BApycHa  MH{eKIHs,
YPHHAPHHA TPakKT, | aKApOJACPMATHT, OTHT
HHObEKLHA Ha | Ha CPEAHOTO YXO
YXO0TO,
rpun
Hapywenwt wHa HEYTPOIEHHH, arpaHyJionurosa ©
Kpwema u NOHWKeH Opoll Ha | rpaHyIOLHTONCH
aumgnama NEBKOLMTHTE, ni
cucmema 'I'pOMGOLIHTOI'{CHPI’l,
aHeMHuH,
IOHIDKEH XeMATOKPHT,
nopumen Opoii  Ha
€03uHOgHUIHTE
Hapywenus  na CBPBXYYBCTBHTENHOCT | anabHIaKTHIHA
UMVHHAMNA peaknus®
cucmema
Eonoxpunnu XHIEPNPOITAKTH- HapylleHa
Hapywerun Hemus CeKpelHs Ha
AHTH/MYPETHYEH
XOPMOH,
HalH4He Ha
rITOKO3a B
ypuHaTa
Hapywenun  na MOBMILIABAHE  Ha | 3axapeH auaber °, BOJIHA JanabeTHa
memabonuzma u TErNOTO, XHNEPrITHKEMHUA, HHTOKCHKAIIMA®, | KeToAuMao3a
Xpaunenemo TOBHIEH ANETHT, | MONMIMICHUS, XUMOTJTHKEMHS,
NOHWKEH ANETHT | IOHHAKEHO TETJI0, | XHMePHHCYIIHHE-
AHOPEKCHA, Mus ¢,

NoBHIIEHH HHBAa Ha
XOJIECTEPOI B KPHBTA




Hewxuunu Gescuume ¢ HApyLIEHHA  Ha | MaHHA, KaTaTOHHUA,
HAapyuwienus CHHS, CHCTOAHHE Ha | cOMHaMOYH3bM,
BB30YAA, o0BpKaHOCT, CBLP3aHO CBC
JETIpecHs, MOHWKEHO  NHOHMOO, | ChHA XPAHHTEIHO
TPEBOKHOCT HEPBHOCT, PA3CTPOICTBO,
KOUIMApH, anaTHs NMpUTENEH adeKT,
aHOPrasMHA
Hapywenun  na | cenupane/ aKaTnaua’, TAPOHBHA JHCKHUHE3MSA, | HEBPOJIETITHYEH
HepaHama ChHITHBOCT, IDHCTOHHS?, MOZBYHA HCXEMHA, | MAJIMTHEH
cucmema NIAPKHHCOHH3BM | 3aMasHOCT, JIMICA Ha OTTOBOP HPH | CHHAPOM,
], IACKHHesus’, CTAMY/IHpaHe, 3aryba | MO3BUHO-CBAOBO
rnasobonue TpeMop, NIeTaprua | Ha Ch3HAHHE, | HApPYIUEHHE,
MOTHCHATO HKBO Ha | nuaberHa  KoMa,
CB3HAaHWE, TIbpuoBe’, | TpeMop Ha
CHHKOT, r7aBara,
NCHXOMOTOpHA HapylleHHs  Ha
XHIEPaKTHBHOCT, IBHKEHHETO
HApYLUEeHHs Ha
famaHca, HapyLleHa
KOOPAMHAIIHA,
nocTypaieH
CBETOBBPTEN,
HAPYLIEHO BHHMAaHME,
IMCApTPUA,
JHCTEey3MA,
XUIMOACTEHH,
napecTesHs, NMPeXoaHH
HCXEMHUHH aTakH,
XHIIEPCOMHUA
Hapyviuwenun na 3aMBIIIEHO dorodobus, cyxoTa B | raaykoMa,
oyume 3pEHHE, OYHTE, TIOBMIIIEHA | HAPYLICHO
KOHIOHKTHBHT NAKPUMALHA, OYHa | JABMKEHHE Ha
XHIEPEMUA, OYCH | OYHTE, BBPTEHE
CeKper, OTOK Ha OYHTE | Ha O4uTE,
obpasyBane  Ha
kpycTH no pbba
Ha Kjenava,
dronn HpHC
CHHPOM
{HHTpaOpenaTH-
epeH)°, HaMalcHa
3pHTENHA
OCTpOTa
Hapywenus  na BEPTUTO, THHHTYC,
VXOmO u 6onka B yxoTO
aabupunma
Cepoeunu TAXUKAPAMS NPEACHPAHO MLAIEHE, | CHHYCOBA
Hapywenus ATPHOBEHTPHKYJIApEH
010K, HapylLieHHA Ha
NPOBOJTAMOCTTA,
Y bIKEH QT

HHTEpBaN npH




€JIeKTPOKapAHOTpama,

Opanukapans,
abHopMmHa
€NeKTpOKapaHoTpama,
NANTHTALHH
Cosdosu XHNePTOHHUA, XHTMIOTOHHA,
HAPYUWEHUR Oenoapoben OpPTOCTATHYHA
eMOONH3EM, XHNOTOHHA,
BEHO3HA 3auepBaBaHe
TpoME03a
Pecnupamopru, JHCIIHE, [IHEBMOHHA, CHHIPOM Ha
2PYOHU u dapunro- acTMpallid, KOHTeCTHA | ChHHA an#es,
MECUACTUHATHY NapHHreanHa Ha JHXATCNHUTE | XUMEPBEHTHIA-
HApYUieHsn 00JIKa, KalULEUa, | IbTHLIA, XpHIIOBE, | LA
EIMHMCKAKCHC, JHChOHHUS,
JaIlylBaHe Ha | pecTTHPaTOPHO
HOCA HapylueHHe
Cmomauro- Gonku B kopema, | dexanna MAHKPEATHT, HJeyc
YPERHU KOpeMeH HHKOHTHHEHIIUA, YypeBHa
HAPYVULCH I aackomdopr, ¢ekanoma, 0o0CTpyKUMA,
TIOBpPbIUAHE, racTPOEHTEPHT, noayBaHe Ha
rajeue, 3anek, | Aucdarns, €3MKa,
aHapus, razose XelJIWT, OTOK Ha
AHCTIENCHA, YCTHHTE

CyXoTa B YCTATa,
3500000

Hapywenun  Ha
Koocama u
ROOKOMCHAMA
MoKaH

oOpHB, epHTEMa

YPTHKapHA, TPYPHTYC,
anoneyu,

XHAEPKeparosa,

eK3eMa, CcyXa Koka,
oOe3LBeTABaHE Ha
KOXKATA, aKHe,

cebopeeH  IEPMATHT,
KOKHO  HapylIeHHe,

JICKAPCTBCH
00pUB, OBPXOT

KOXHH Ne3HH,
aHryoeaeM
Hapywenua Ha MYCKYJIHH MOBHINGHH HHMBa Ha | pabgomHonM3a
MYCKYAHO- CTa3MH, KpeaTHHHH
crenemuama MYCKYJTHO- docokunasa B
cucmema u ckenerHH OONKH, | KpBBTa, HapylleHa
CHECURUIMERHAN Sonkn B rBp0a, | cTOiiKA, CKOBAaHOCT B
a MoKaH apTpanrus CTaBMTE, OTOK Ha
CTAaBMTE,  MYCKYJIHa
cnaboct, OONKa BbLE
Bpara
Hapywenua  na HHKOHTHHEHLIASL NONAaKMypH4,
ovOpeyume  u Ha YpHHA, | 3aAbpKaHE HA YpHHa,
nUKOuHUMme €Hype3uc AM3YpHS
nbmuma
Cuvemonnun, CHH/IPOM
cewvp3anU c OTHEMA
bpemennocmina, HOBOPO,




pooosust u
HOCREPOOOBUA
HEpUuood
Hapywenun  na epeKTHIIHA NpHANH3IbMS,
Penpooyxmus- ancdyHKu, 3abaeeHa
Hama cucmema HapylleHa edKyJauus, | MEHCTpYyalus,
u eppoama aMeHopes, KpBbBOHAITBIIBAHE
MEHCTpYaJTHH Ha rbpAHTE,
HapyweHus’, yrojleMsaBaHE Ha
rHHEKOMACTHS, I'BPOMTE,
rajaKropes, ceKpeLns oT
CeKcyanHa rbpAMTE
mvcyHEuMA, Honka B
rbpaaTa, JHCKOMQOPT
B r'BpAaTa,
BIIAraJIAIHO TEUCHHE
Obwyu eneM’, NUpekcus, | OTOK  Ha  JIHLETO, | XHNOTEPMHS,
Hapyuienus  u fonka B repauTe, | CTYAEHH TPBIKH, | MOHIKEHA
ehexmu Ha acTeHMA, NOBHIICHA  TeJlecHa | TelieCHa
MACHOMO Ha NpUMaIABaHE, TeMmnepaTypa, TeMnepaTypa,
HPUAOHCEHUE Bonka HapylieHa  MOXOAKa, | H3CTUBaHe Ha
kaxa, JUCKoMopT B | kpaHHHIHUTE,
I'bPOXTE, CHHIPOM HA
HEPA3NONIOKEHHE, OTHeMaHe Ha
HeoOMYaHO YCeLIaHe, | JIEKapCTBOTO,
nuckomMdopT, HHAYpaLHA®
MYZHOCT,
rpunonoacoHo
3abonsBane
Xenamobunu- [NOBHIHCHH KBJITCHHIIA
apHu Hapyvienun TpaHCAMMHA3H,
HOBHLICHA
ramMarilyTaMHITpaHc-
tepasa, NOBHLIEHH
yepHOOApOOHH
eH3MMH
Hapanseanus, nafaHe Gonka npH
ompaeanus  u HHTEPREHIHA
VCRONCHEHUSR,
céBp3aHU c
URmMepBeRYlU

a Xnnepnpo.rla.lcmﬂemm B HAKOM <CJIydan BOAM A0 THHCKOMAaCTHA, HApYIIeHWA Ha MCEHCTpYyanu:irTa,
aMEHopeA, rajlaKropes

° IIpn nuauebo KOHTPONMMPAHH KIMHHYHK MPOy4BaHMA 3axapeH amaber ¢ chobuwaean npu 0,18% or
NalMeHTHTe, JEKYBaHH ¢ PHCIIEPHIOH, B CpaBHEHHE ¢ YectoTa ot 0,11% npu mianedo rpynarta. OGutata
4eCTOTA HAa HHUMAEHTHTE OT BCHYKH KITWHHYHH H3NHTBaHHAS € 0,43% npH BCHYKH NAUMEHTH, NEKYBaHH ¢
PHCIIEPHIIOH.

¢ He e mnabnomaBaHO nNpd KIMHWYHATE TpPOYYBAHWA ¢ PHCOEPHAOH, HO €
NNOCTMAaPKETHHIOBHA MNEPHOL HA PHCOEPHUIIOH,

¢ MoraT fa ce MOSBAT EKCKTPAIMpaMMAHM Hapyuiedus: IIApKHHCOHHIBM
BTBLPAsABAHE HA CKENIETHATA MYCKYNaTypa, MapKHHCOHHIEBM, JIHFABECHE, PHIHAHOCT




OpasHKHHE3HA, XUTIOKHHE3HS, MACKOBHIHO JIHLE, MYCKYJIHO HanpeXeHHe, aKHHE3MA, BPaTHA PHIHAHOCT,
MYCKYJTHA PHMHIHOCT, NApPKMHCOHOBA mnoxoika M abHopmeH pediekc Ha rnaGenata, OCTaThYEH
[apKHUHCOHOB TPEMOP), AKATHIHA (ATAKH3IUA, HECTIOKOHCTBO, XUNCPKHHE3HA H CHHPOM Ha HeCMNOKOHHUTE
Kpaka), TpeMOp, JHCKHHeIHWS (JIACKWHe3Wd, MYCKY/IHH IIOTpENBaHHs, XOPEOATeIo3a, arero3a H
MHOK/IOHYC), AHCTOHHA,

AHCTOHHATA BKMOYBA NHCTOHHMA, XHNEPTOHHSA, TOPTHKOIHC, HEBOJEBH MYCKYNHH KOHTDAaKIMH,
KOHTpaKkTypa Ha MYyCKynuTe, Onedapocrnazbm, OKynorypua, napaiH3a Ha €3WMKa, JIHLIEBH CHAa3MH,
JIapHHrOCTIa3bM, MHOTOHHA, ONMHCTOTOHYC, opodapUHIeaneH Crna3bM, [UIEBPOTOTOHYC, CMAa3kM HA e3UKa H
yemocTHa ckoBaHocT. Tpabea na ce orfenex, ye ca BKIFOYEHH ITHPOK CMEKTBP OT CHMITOMM, HO HE €
HeoOXOIMMO Te J1a UMAaT eKCTPaNHPaMUIeH Npoe3xol. be3chbKAeTo BKMIOUBA: HAYAIHO Be3ChHUE, CPeaHO
Gescpumne. KONRYICHHTE BIJTIOUBAT: TpaHj Mal KOHBYJICHM. MeEHCTPYANHHTE HAPYMEHHH BKTIOUBAT
HepeloBHA MEHCTpYallHs, OHromeHopHa. EneMsT BiomouBa: o6 0ToK, mepidepeH 0TOK, XJIITHAN OTOK.

Hesxenanu peakijyn, HaGIIORaBaHH NIPH NATTHITEPH/IOH

[lanunepHaoH € aKTHBHAAT METAOONHT Ha PHCMIEPHAOH, TTOPAJIH KOETO NMPOMHIMTE HA HEXKEIAHH PEAKTIHH
Ha TE3H ChbEAHHEHHUA (BKIIOUHTENIHO MEPOPAIHH H HHKESKIHOHHH (OpMH) ca CRBpP3aHH. B oNbIHEHHE KbM
TOPEMIOCOYCHUTE HEXETaHH PeaKLMH, CIISHHUTE HEXeTaHH Peakiiiy ca HabMoJaBaHH NMpH MPWIOKCHHE Ha
NPOAYKTH, ChAbPMKALLM NATMICPHICH U MOTaT Aa 0BJaT 04akBaHu H NpH Meaopucnep.

Cobpaeynn HAPYIIEAHA: CHHAPOM Ha NOCTYPATHA OPTOCTATHYHA TaXHKAPIHA.

Egexmu na xraca

KakTo 1 ¢ BCMYKM JpYrH aHTMNCHXOTHLM, B MHOIO PEAKH cilyd4ad B NMOCTMaPKETHHIOBHA NMEPHOA Ce
crobwaea 3a ynwwkaave Ha QT-MHTepBana cnes npuem Ha pucnepuaoH. JpyrH ChpaedHH edeKTH OT
TO3H KJIac, 332 KOMTO c€ choDIIaBa MPH aHTHICHXOTHUMTE, KOHTO yabkapar (QT-MHTepRana, BKIIOYBAT
KaMepHa apHTMHA, BHE3allHa CMLPT, cepAeueH apect u Torsades de Pointes.

Benozen mpombembonuzvm
Ilpn ynope6a Ha aHTHUICHXOTHUM ca ChoGINABAHH CY4aH HA BEHO3EH TPOMOEMOOIM3BM, BKIIOUHTENHO
cayuau Ha Benogpober eMBONMILM M Cydad Ha ABAO0KA BEHO3HA TPoMOO03a (HEMIBECTHA YECTOTA).

Hoxaveane Ha mezno

IIpn cpaBHeHe Ha rpyny BB3PacTHH MALUMEHTH ¢ LM30(PEHAS, OTroBapalIM Ha KPUTEPHS 3a

NOKayBaHe HA Terno = 7% OT TEJNEeCHOTO Terno, TPETHPaHH CHOTBETHO C PHUCIIEPHIOH H ¢ IUrauebo B
cbopHH 6- 10 8-ceAMHUNY IU1aLEe00 KOHTPOIHUPAHH KITHHUMHHE [IPOYUBAHHS, C€ YCTAHOBSBA

CTATHCTHYECKH 3HAYHMO MO-TOJIAMO MokayBaHe Ha TETNO MpPH Ipynara ¢ pucnepuacH (18%), B

CpaBHeHHE ¢ rpynarta ¢ mwianebo (9%). ITpu crOupaTenHu mwiauebo KOHTPONHPaHK 3-CeAMHYHH
OpOYYBAaHHA TIPDH BR3PACTHH [IALMEHTH C OCTpa MAHHA MPOLEHTHET HA MOBHINABaHE HA TErNnoTo ¢ > 7% B
Kpas Ha H3CNEIBAHETO ¢ CPABHHMO NPH JIBETE TPYNH — pHEnepuaoH (2,5%) u nnauebo (2,4%), ¥ € Manko
TIO-BHCOK NPH KOHTponHaTa rpyna (3,5%).

B nonynauma Ha Jeua u I0HOWM ¢ NOBEACHYECKH M APYTH pascTpoiicTBa ¢ IECTPYKTUBHO NOBEIEHHE, 1IPU
IABITOCPOYHH TIpOYYBaHHA TE[NOTO Ce yBenwuasa cpelHo cec 7,3 kg cnen 12 Mecena neuenue.
OuaKBaHOTO NMOKAYBAHC Ha TETJIO 3a 3ApaBWTE Ji€lla HA BB3pacT oT 5 Ao 12 roguny e 3 1o 5 kg roamiuno.
Ot 12 no 16 roguHx TOBa MOKAa4YBaHEe Ha Terno oT 3 7o 5 kg roauuHo ce mogAbpXka Npx MOMHUETATa,
JOKAaTO MOMYETATA HAAAABAT MpHOnu3uTenHo 5 kg roauuiHo.

JonbanrTenHa MHGOPMALHE 34 cneyHaTHM TPYITH MAIHeHTH
Heme.naﬂwre Jlexapcmenu peakuuu an NaunucHTH B CTap‘-leCKa B']:3paCT Cc AEMCHIIHA HUIH

Hlayuenmu 6 cmapuecka ev3pacm c demenyus



[Ipn KNMHHYHM NpOYYBAHHS C MAlMEHTH B CTapuyecka BE3pacT ¢ aemeHuMs kato HJIP ca crobiuenu
NPeXOAHH HCXEMHYHH MPHCTBITA W MO3BYHOCHA0BH MHLM/IEHTH ¢ YecTOTa choTBEeTHO oT 1,4% 1 1,5%. B
Jontnkenne, cnegHrre HJIP ca coobiieru ¢ wectora > 5% mnpH MaUMeHTH B CTap4ecKda Bb3pacT ¢
AemeHums (Te ce HabMOAARAT NOYTH B4 TBTH MO-Y4ECTO, OTKOJIKOTO NMPH APYTHTE BB3PACTHH IIALMEHTH):
MH(EKUMH HA IHKOYHHUTE MbTHINR, NEpUdEPHA OTOLH, JIETAPIHs H KALLTHIA.

Heduampuuna nonyrayun

Haii-o6110 BHABT HA HexeNaHWTE peakLMH NpM Jelra ce o4aksa ja Objae CXOACH ¢ To3u HabNFO/1aBaH NIpH
BBE3PacTHA.

CrobuaBa ce 3a clegHHTe HEXe/aHM JIEKAPCTBEHH PeakuMy ¢ dectora = 3% INpu Jeua v I0HOIMH (Ha
BB3pact or 5 1o 17 romnHy), KouTo ce HabmoAaBaT NOYTH ABA ITBTH MO-Y€CTO, OTKOIKOTO APH KIHHHYHH
H3CNE/IBaHUA TMPH BB3PACTHH: ChHIMBOCT/CEAallH%, yMopa, riaasoboime, MOBHIUEH anevHT, MOBPBILAHE,
HMHbEKUMH Ha TOPHHUTE JMXATEJHH IMBTHIHNA, Ha3allHa KOHIeCTHs, KopeMHa Golka, 3aMasHOCT, Kalllmnlia,
TEMIICPATYPa, TPEMOP, AHAPHR H eHYPE3HC.

EdexTtuTe Ha SBIrOCpoYHO NEYEHHE ¢ PHCMIEPHAOH BLPXY MOJIOBOTO Chb3PABAHE M BUCOYMHATA He ca
[IPOYYEHH aXeKBaTHO (BiKTe Touka 4.4, noaTouxa «Jllena ¥ OHOLIHY).

Crobuiapane Ha IOIO3MPaHH HEKENAHH PEAKLIMH
Cro01IaBaHeTo Ha NOJO3MpaHH HEXeNaHW PeakuuH cile] pa3peliaBaHe 3a YHorpe(a Ha JEeKapCTBEHHA
NpoaykT € BaxHOo. ToBa MO3BOJISABA Xa NPONBIDKH HaOJIO/ICHHETO HA CHOTHOIIEHHETO MNON3a/ PHCK 34
NEKAPCTBEHUS TPOAYKT. OT MEAMIIMHCKHTE CTICLHAMHCTH ¢ W3MCKBA Ja ChODIaBaT BCAKa MMON03HpaHa
HEXeJaHa peakUis Ypes HalMOHaJIHATa CHCTeMa 3a choOluaBaHe.
H3nbanHTeINA AreHIHS 110 JIEKAPCTBATA
yi1. ,,Jamau [pyes” Ne 8
1303 Codua

en.: 4359 2 8903417
yebcaiiT: www.bda.bg

4.9 IIpeno3npane

CuMnOToMHu

Haii-06110, cHMNTOMUMTE W NpU3HALMTE ca Te3H, KOMTO ca DPE3YIATAT OT TMO-CHIHO H3pa3sBaHe Ha
H3BECTHHTE (HapMaKOIOTMYHH edeKTH Ha pUCTIEpHIOH. Te BKIIOUBAT CHHIIMBOCT H Ceflaliis, TaXHKap/IHs B
XMIOTOHMA, W EKCTpanHpaMuIHi cuMmnToMu. llpu mpenosupane ce chobiuaBa 3a yabmkapave Ha QT-
MHTepBaNa  3a repuose. 3a Torsade de Points ce chobuiaBa BBB Bpb3Ka ¢ KOMOHHHpPaHO NpeEo3HPaHe Ha
PHCNEPHUIOH H NMAPOKCCTHH.

B cnyyait Ha ocTpo npeposupane, TpaGBa Aa ce B3eMe MpeIBHA BB3MOXKHOCTTA Ja €A BKJIIOYCHH MHOTO
JIEKapcTRa.

Jleuenne

Ocurypere M nopgepikaiiTe NpOXOAMMHM [OHXATEJNHHTE NBTHLIA, 33 JIa MOKE Jla WMa ajeKBaTHa
OKCHIEéHAaLMss W BeHTWiauma. Tpsabea aa ce oOCHAM H3BLPIIBAHETO HAa CTOMamleH naBax (crmen
MHTYOHPaHETO, aKO MALMEHTHT € B O€3Ch3HAHKE) H aBaHETO HA AKTHBCH BBIJICH 3a€HO ChC CabHTENTHH
CPEACTRBA CaMO KOraTo JIEKapCTROTO € HPHETO Npead No-Mamko oT eauH dac. TpsOea Aa ce 3amouHe
He3a0aBHO MOHHUTOpPHpaHe Ha CHPJEYHO-CHIOBATA CHCTEMA H TOBA TPAOBA A BKIKOUYRA NPOALIKHTENHO
MOHHTOPUPAHE HA €NEKTPOKAPAUOIPAMATA, 34 [1a C€ YJIOBAT BL3MOKHHTE aPHTMHU.

3a Mepopucnep Hama crieunduuer aHTHAOT. IlopaaM ToBa TpsabBa Aa Ce MOCTAHOBAT CHOTBETHM

MCPKH KaTO BEHO3HO BAHBAHE Ha TCYHOCTH WHIM HAa CHMIOATHKOMHMETHIIH.
CKCTpanHpaMHiHa CHMITOMATHKa 'rpa6Ba Ja C¢ JajaT aHTHXOMHMHEPIrHiHH Cpcj

{/

MeIMUMHCKO HabmMoeHHe H MOHHTOpHpaHe TpAOBa 1a NPOABLIKAT, JOKATO NaLHeHT



5. PAPMAKOJIOTHYHH CBOMCTBA
5.1 GapMakoIMHAMHYHHE CBOHCTBA

@®apmakoTepaneBTHYHA rpyna: ApYrH anruncuxoThun, ATC xox: NOSAX08

MexaHH3nM Ha gelicTeie

Pucnepuaod € ceneKTHBEH MOHOAMHHEPrMYeH AHTArOHHCT C YHMKAIHH cBoHCTBa. ToH WMa BHCOK
aMHMTET KbM cepoToHHHepruuHHTe 5-HT2 W ponamunepridnure D2 peuenrropu. Pucnepuaon ce
CBBP3Ba H ¢ ajda;-aIpeHEPruIHUTE PELIENTOPH, H C MO-HUCHK adHHHTET KbM Hi-XHCTaMUHEPTHYHHTE H
anda »-aApeHEPrHYHATE peuenTopH. PHCrepHAOH HAMAa adUHUTET KBM XONMHEPTHYHHTE DELENTOPH.
Boipeku uye pHcnepHZOH € MoweH D; aHTaroHMCT, 3a KOETO ¢¢ CUHTA, Y€ Nojo0psABa MoO3HTHBHUTE
CUMIITOMH 1IpH IIH30(PEHHS, TOH BOLA A0 NO-CNado NoATHCKaHe Ha ABMraTelHaTa aKTHBHOCT M no-ciaba
KATATENCHA, OTKOMKOTO KJIACHYECKHTE AHTHIICHXOTHIM. DanaHCHMpaHHAT LEHTpaN€H CEpPOTOHHHOB H
JOMaMHHOB aHTarOHHIbM MOXKE 13 HaMalAT BePOATHOCTTA 3a MOABA HAa €KCTPAIWPAMHIHH HEXETaHH
PeaKUMH M 1a paslHpST TepaneBTHYHOTO AEHCTBHE 33 MOBHABAHE HA HETATHBHMTE H a(EKTHBHHTE
CHMINTOMH HA WIH30()pPEHUATA.

©®apMakoaMHaMHYHH edeKTH

Knunyuna edpuxacnocm u 6ezonactiocm

Uluzohpernus

EdQeKkTHBHOCTTa Ha PHCICPHAOH NPH KPATKOCPOYHO JIEYCHME Ha MIH30(pEHUs € YCTaHOREHa B YETHPH
H3CNIEABAHUA, ¢ MPOTBILKUTENHOCT OT 4 10 8 ceqmMuIy, pyu KOKTO ca BrmodeHd 2 500 naumenT, Kouro
OTroBapsT Ha KPHTEPHHTE 2a IM30o(ppeHus, onpeaereHn B DSM-IV. B emxno 6-ceamuuno, mmauebo
KOHTPOIHPAHO KIHHHYHO NPOYYBaHE, KOETO BKIIOUYBA KOPHIHPAHe Ha JI03aTa Ha PHCNEpHACH Ao 10 mg Ha
O€H, pasjeieHa Ha 2 TpHeMa JIHEBHO, PHCIEPHAOH € ¢ no-1obwp edekr B cpaBHewwe ¢ nnauebo no
OTHOIIEHHE Ha ofums cOop OT KpaTkaTa McMXMaTpHuHa ckanma 3a oueHka [BPRS). B eano §-ceamuuno,
wiauebo KOKTPONMpaHO KITHHHYHO 11pOY4BaHe ¢ YETHPH GHKCHPAHH J03H pHCnepuiaoH (2, 6, 10, n 16 mg
IHEBHO, JA/IeHH JBA ITETH JHEBHO), BCHUKKTE 4 IPYNH HA PHCIEPH/IOH ¢a ¢ 0-100Bp e(eKT B cpaBHEHHE C
nnanebo no OTHOWEHKWE Ha obuwMs ¢Gop Mo ckanara 3a MO3WTHBHM M HeraTHBHH cumrrromu [PANSS]. B
€IHO 8-CEIMMYHO KIMHHYHO OpOYYBAaHE 33 CpPaBHABAaHe HA JO3WTE, BKIOYBAINO 5 (HKCHpaHH 1034
pucriepvaoH (1, 4, 8, 12, u 16 mg nneBno, naneHy Asa NLTH AHEBHO), FPYIIMTE HA PHCNICPHAOH B 103a 4, 8,
H 16 mg AHeBHO UMAT N0-1005p eeKT B CPARHEHHE C FPYNATA Ha PUCIIEPHJIOH B 103a 1 Mg Mo OTHOIIEHHE
Ha obwwa c6op mo PANSS. B eano 4-cenMuudo, mnanefo KOHTPOMHPAaHO KIHHHYHO ApOy4YBaHe 3a
CPABHABAHC Ha [JO3UTE PHCMepHAoH (4 H 8 mg JHEBHO, AaaeHHd BCOHBXK JHEBHO) H JBETe IPynd Ha
PHCTIEPHAOH HMAT NO-100BP edeKT B CpaBHEHHE ¢ Maueto NO OTHOLIEHHE Ha HAKOJIKO OT Pe3yNTaTHTE MO
PANSS w n3mepBaHeTo Ha otrosopa (> 20% HamaneHHe Ha obwma cbop no PANSS). B eavo mo-
IOBIArOCPOYHO KIHHHMYHO NIPOYUBAHE C BB3PACTHH aMOyNaTOpHH MALMEHTH, KOHUTO OTrOBapAT Ha KPHTEPHH
3a WH30(ppeans na DSM-IV 4 xouro npu nprwioxeHHe Ha aHTHICHXOTHYHA TEpANHA ca KIMHH4ECKH
CTabMITHH noHe 32 4 CEeAMHIIM, Ca PAHJOMHM3UPAHH KbM rpyna, NoMyJapaina pUCTIEpUIOH oT 2 no § mg Ha
JeH, WM KBM Ipyna ¢ Xalonepuaon, 3a ! go 2 roauny, 3a na 6baT HabmoaaBaHy 3a [04Ba HA PELMAMB,
TTalMeHTHTE, KOHTO MOIYYABAT PHCTIEPHAOH, HMAT 3HAYHTEHO MO-ABIbI NEPHOJ OT BPEME 10 PELIH/IME B
CPaBHEHHE C rpynara Ha MAlMEHTHTE HA IEYCHHE C XaNoNepHAOL.

Manuinu enusodu npu bunorspru pascmpoticmea
EQHKacHOCTTa Ha MOHOTEPANHATA C PHCIIEPHAOH MPH HEMOCPENCTBEHO NICHEHHE HA MAHHHHMTE CNH30/H,
CBbP3aHU ¢ GUIONAPHO PascTPOICTEO I, ca AEMOHCTPUPaHH B TPH ABOHHO-CNICTIH, NAaLE60 KOHTpOIHpaHH
NpOy4BAHMA HA MOHOTepanMATa TpH npubnmsuTenHo 820 MaUMeHTH, KOMTO HMar GHNOASPHO
pascTporcTeo | Bb3 ocHOBa Ha KpuTepuuTe Ha DSM-IV. [1pu Tpu oT npoy4ranusaTa pucnep

| no 6 mg aHeBHO (HavamHa QO3MpoBKAa 3 mg B IBe NMPOYYBAHHS H 2 mg B €IHOAHX
3HAYHTENHO MO-ROOBP edeKT B cpaBHEeHMe ¢ MTalebo TpH NPeABaPHTENIHO ONpeiese
CPOK, T.€. MpoMsHaTa Ha obuwus c6op OT OUEeHBYHATA CKla 33 MaHHA Ha Young [ l
HHMBO [0 TpeTaTa Ce¢/IMHLA. BTOpHUYHMTE pezynTaTH 3a €HKAacCHOCT ca OOWKHOB




NLPBHYHHA pesyirar. [IpouenTsT 0T MALMEHTHTE, KOMTO MMAaT Hamaienue >i 50% Ha obmus cbop ot
YMRS or H3X0mHOTO HMBO 40 3-TaTa CEAMHLA, ¢ 3HAYHTENHO TO-BMCOK C PHCIEPHAOH, OTKOJIKOTO C
wiauebo. Eano ot TpHTe M3cneaBaHus BKIIOYBA PyNa 32 JIEUEHHE ¢ XaNnonepuaon W 9-ceIMHIHA JBOAHO-
ciaina ¢asa Ha MOXIbpkawo nevenue. EdukacHoCcTTa ce momappska MO Bpeme Ha ueaus 9-cenmuuen
NEePHOJ HA NOMIBDKAID NeveHHe. [TpoMsaHara Ha obmmsa cbop oTr YMRS or H3xonHOTO HHBO HOKa3a
NPOABIDKHTENHO NMOI00pEeHHeE M € CpaBHMMa 33 PHCTIEPHACH ¥ XAIOTIEPHAOA Ha 12-Ta ceaMuna.

EdeKkTHRHOCTTa Ha PHCTIEPHAOH B JIOMBITHEHHE KbM CTaOHIH3aTOPUTE HA HACTPOSHHETO NMPH JICYEHHETO HA
OCTpATA MAHHKA € MOKA3aHAa B €JIHO OT ABeTe 3-CeIMHYHH JBOUHO-CIICIH MPOYYBAHHA NIPH NPHOIM3KTENHO
300 mauMeHTH, KOMTO OTroBapAt Ha Kpurepuure Ha DSM-IV 3a GunonspHo pascrpoiicrso . B exno 3-
CEIMHYHO NMPOYYBAHE PHCIEPHACH B 103a OT | 40 6 mg AHeBHO, KATO CC 3amloyBa ¢ 2 mg AHEBHO, AEH B
NOUBJIHEHHE KbM JHTHH HIM BAINPOAT, € ¢ 0-100bp edekT OT NHUTHA MnM Bannpoara, jJajeHu Oes
PUCTIEPHIOH, TIPH NPE/IBAPHTENHO ONpeAeieHaTa IbPBHYHA KpaifHa TOYKa, T.¢. MpoMsiHaTa Ha obuma cbop
or YMRS ot u3xoanoTo HEBO 10 3-Ta ceamuua. Ipn BTOpO 3-CCAMHYHO NMPOYYBAHE PHCTIEPHIOH B 1032
or 1 0o 6 mg JHEBHO ¢ HayamHa Jio3a OT 2 mg AHEBHO AaieH 34eAHO C JWrHi, Banmpoar MM
kapbaMazenuH, He € No-100bp OT JWTHH, BaAmpoaT win kapdamasenuH, naneHH 6e3 pUCIEPHIIOH, TIPH
HaMmanABaHe Ha pesyntara or YMRS. Eqno Bb3MokHO 00ACHEHHE 332 HEYCNexa Ha TOBA HM3CIEIBAHC ¢
HHIYKLBATE HA KIUPBHCA Ha pHCNEPHIOH M 9-XHIPOKCH-PHCIIEPHAOH OT KapbaMasenuH, KOeTo BOAH 10
MO-HUCKH OT TEpaneBTHYHHTE HHBA HA PHUCMEPHIOH M 9-XHIPOKCH-PHCTEpUIOH. TIpH H3KNIOUBAHE Ha
rpynara Ha kapdaMasenHH oT post-hoc aHanusa pucrnepHaoH, KOMOHHHMpaH ¢ JIHTHH WIM BAINPOAT, UMa
no-100Bp eQeKT OT NUTHIL WK Banmpoar, AajeHu Oe3 PHCIEPHIOH, 33 HaMajieHHe Ha ofliHg cbop oT
YMRS.

Ilepcucmupawa azpecun npu demenyus

EdukacHoCTTa Ha PpUCTIEPHAOH MPH JIeYeHHE Ha MOBEACHUECKH H [ICHXOTHYHH CHMITOMH [PH JCMEHIHA
(BPSD), KOHTO BKJIIOYBAT HAPYLICHHA B NOBCACHHETO KATO arpeCHBHOCT, BL30y/a, MICHX034, AKTHBHOCT H
a)eKTHBHH HapyIIeHHs, € IeMOHCTPHpaHa Npd 3 ABOHHO-C/IENH, NTanebo KOHTponupaHu 12-CeMHYHH
npoyusanus Ha | 150 namdeHTH B cTapyecka BB3pacT ¢ jAeMeHUMA. EnHoTo M3cneaBaHe BKIIOYBA
dHKCHpaHH Ao3H pucnepuaol ot 0,5; 1, u 2 mg asesHo. JlpeTe mpoy4BaHus ¢ 'bBKABH J03H BKIIHOYBAT
pucnepunocH B o6xsar ot 0,5 a0 4 mg aHesHo W cvoTBeTHO OT 0,5 mo 2 mg axeBHo. Pucnepuaon nokassa
CTaTUCTHUYECKH 3HAYHMA H KIMHUYHO BAXHA cQEKTHBHOCT TPH JIEIEHHETO Ha arpecHs U I0-MaTbK eheKT
NpH NeYyeHHeTo Ha BB30Y/aTa H TPEBOraTa MpPH NALUMEHTH B CTApYecKa Bb3pacT ¢ JeMeHuMs (cropea
OLICHKATA 32 [IATOJOTHA Ha NOBEAEHHETO B OLEHbYHATA CKana 3a Gonectra Ha Amixaiimep [BEHAVE-AD]
1 B ckanara Ha Cohen-Mansfield 3a Bp36yna [CMAI]). EdexrsT oT AeUeHHETO ¢ PHCIIEPHAOH € HE3aBHCHM
OT pe3yJTaTa OT H3CACABAHETO HA MHHH-H3C/ICABAHETO HA NcuxuyeH ctatyc (MMSE) (n cneaoratento or
TEXKECTTa Ha JIEMEHIHATA);, OT CeNaTHBHHTE CBOHCTBA HA PUCIEPHEOH; OT HAIHYMETO WIM HUNCATA Ha
NICHX03a; OT BHA Ha JleMeHUMATa — Ha AuuxaiiMep, ChJIOBa WITH cMeceHa. (BK. Touka 4.4)

Henuarpuyna nonynauus

Iosedenvecku pazcmpoticmsa

EduxacHOCTTa Ha PUCTIEPHAOH MPH JECTPYKTHEHO MOBEJeHHE ¢ IEMOHCTPHpaHa NpH JBE ABOHHO-CNENH
naLe60 KOHTPONHPaHH NpoyuBaHus npv npubnuzurento 240 nauMeHTH Ha BL3pacT oT 5 10 12 rojHHH ¢
nuarnosa cnopel DSM-IV pazcrpoiictsa, ¢ necTpyktuBHo noseaeHue (PAIT) n rpannvHa vHTeIeKTYATHA
GYHKUHA WIH JIGKO, MIH YMEPEHO YMCTBEHO M30CTABaHe/3aTpyOHCHHs mnpu ydeHero. [lpu neere
npoy4saHus pucnepuion s foza 0,02 no 0,06 mg/kr/aeH moka3zBa 3HayuTenHO no-ao0bp edekt B
cpaBHEHHME ¢ ILTauebo OpH MPEIBAPHTENTHO OTIpeeneHa NMBPBHYHA KpaHHA TOYKa, T.€. TpOMsHaTa OT
H3XOIHOTO HHBO JI0 6-Ta celIMHLia Ha pe3yNTaTHTe OT Mo ckanarta 3a IIpobiemMHOTO nopeAeHHE OT
dopmynapa 3a KlacupaHe Ha JeTckoTo noseneHne Ha Nisonger (N-CBRF).

5.2 PapMaKOKHHETHIHM CBOiicTBA

Pucnepuaon ce Merabonusnpa g0 9-XMIAPOKCH-PHCIEPHIOH, KOHTO HMa mnoaocd
AKTHBHOCT KaTO PHCIICPUIOH (Bowc. Buompancopmanus u emmunupane).



Abcopbyun

PucnepvnoH ce abcopbupa HambnHO cnel MepopajieH TpHEM, KaTo JOCTHra [MKOBa [UIa3MeHa
KOHUeHTpaumst 3a | g0 2 waca. ABcomoTnara nepopaiHa OGHWOHATHMYHOCT Ha pHenepuiaoH e 70%
(CV=25%). OtHoCHTENHaT2 NepopaTHa GHOHANMYHOCT Ha pucniepuaoH ot tabierkara e 94% (CV=10%) B
CpaBHEHHE C pa3TBopa. AGCOpOUHATA HE Ce TIOBNHABA OT XpaHa M 3aTOBAd PHCHEPHAOH MOXKE J1a C€ JaBa CbC
HITH 663 XpaHa. PaBHOBeCHHTe CTOHHOCTH 324 PHCOCPHIOOH CE JOCTHTAT 3a ] JICH TIPH MOoBEYEeTO NNAalHCHTH,
PaBHOBECHHTE CTOHHOCTH Ha 9-XHAPOKCH-DHCMEPHROH ce€ JOCTHraT 3a 4-5 IHH OT HayanoTo Ha
JO3HPAHETO.

Pasnpeodenenue

Pucnepunon 61p3o ce pasnpegens B opranusma. OBembt Ha pasmnpenenehue € 1-2 kg, B nnasmara
PHCTIEPHACH ce CBEP3Ba ¢ anbymuH H ¢ andal-kucen rnmkonporenH. CBbLP3BAHCTO Ha PUCIEPHICH C
ntasMeHuTe nporerHu e 90%, a Toea Ha 9-XMapPOKCH-pHCIEPHIOH e 77%.

buompancopmayua u exumunupane

Pucnepuaon ce meraGonusupa or CYP 2D6 no 9-xuapokcu-pucnepaon, koiito uma mnoaoGua
($apMaKONOrHYHa aKTHBHOCT KAKTO PHCMIEPUAOH. PHCTIEpUIOH ILTOC 9-XHAPOKCH-PUCAEPHIOH 0bpasykar
aKTHBHATA anTuncuxotuyHa ¢gpakuus. CYP 2D6 e o6ekT Ha reHetuuen noaUMopdH3bM. EXKCTeH3HBHUTE
metaGonuzaropu CYP 2D6 6bp30 NpeBpbLIAT PACIEPALOHA B 9-XHAPOKCH-PHCMIEPHIOH, AoKaTo cabute
metabGonuzaropu CYP 2D6 ro npespbiuar MHOrO no-6asHo. Bulpekn e eKCTeHIMBHHTE MeTabonu3aTopu
HMaT MO-HHCKA KOHLISHTpALMs] Ha PHCTICPHAOH H NO-BHCOKA KOHUEHTPaLMs Ha 9-XHAPOKCH-PHCIIEPHAOH
or cnabute MertabonusaTopH, (apMaKOKMHETHKATA HA PHCMEPHIOH M 9-XMAPOKCH-DHCIEPHAOH B
KoMOHHAaUMA (T.©. aKTHBHATA AHTHICHXOTHYHA (paxums) ciel efHHHYHA M MHOIOKpaTHA JI03MPOBKA ©
CXOAHA 1IPH EKCTEH2HBHUTE H cnabure merabonnzaTtopu Ha CYP 2D6.

HJpyr metaGonuTeH nbT Ha prcnepHaoH e N-neankunupaHero. MscneapaHus in vilro Ha HOBELIKHTE
4epHOAPOOHH MHKPO30MH MOKa3BAT, Y€ PUCTIEPHAOH B KJIMHHYHO 3HAYMMA KOHLIEHTpalMs He MHXMOHpa
3HAYUTENTHO Meralonu3sMa Ha JIeKapcTBaTa, KOHTO ce Metabomm3upar OT LUWToxpoM P450 nm3ocH3MMMTE,
pmounTenno CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2El, CYP 3A4 u CYP 3AS5. Enna
celIMHLIA el KATO ¢ AajcHa, 70% OT [03aTa ce eKcKpeTHpa ¢ ypuHaTa H 14% c dekanuure. B ypHHara
PHCIIEPHAOH ILTIOC 9-XMAPOKCH-PHCIIEPHIOH mpeacTaBasaT 35-45% ot gosara. Ocrananoro ca
HeakTHBHH MeTabonutH. Cien nepopaieH npUHeM IPH NCHXOTHYHH NALMEHTH PHCIICPHAOH C¢ CNTMMHHHPA
C MOMYXHBOT OT oOkoNMo 3 4Yaca. EJMMHHAUHOHHHAT MOMYXHMBOT Ha 9-XHAPOKCH-DHCMIEPHAOH H Ha
aKTHBHATa AaHTHIICUXOTHYHA dpakuEs € 24 yaca.

Junetinocm/ nenunetinocm
I[Ina3smeHara KOHUEHTPALMA HA PMIIEPHAOH € NPONOPLMOHANIHA Ha ]03aTa B TEPancBTHUHHA 00XBaT Ha
ao3aTa.

Hayuenmu 6 cmapyecka eb3pacm, ¢ YepHOOpobHO U H6bbpenHo yapexcoane

Enno dapMakOKHHETHYHO MPOYYBaHE HA €JTHOKPATHA NEPOPATHa 4032 PUCTIEPHIOH MOKa3Ba cpeaHo 43%
HO-BHCOKA aKTHBHA MNIA3MEHA KOHIEHTpPALUXA Ha aHTHNCUXOTHYHaTa ¢pakuud, 38% No-ABIbr N0IYKHBOT
HaMaJleH KIHPBEHC Ha aKTHRHATA AaHTHNCMXOTHYHA Ppakuns ¢ 30% npH NauMEHTHTE B CTApYeCcKa Bb3pacT.
IIpu BB3pacTHH ¢ yMmepeno OBOpeUHO YBpEsKIaHe KIMPHLHCHT HAa akTHBHara dpakuma e 6un ~48% or
KIHPBHCA B CPABHCHHE ¢ MIaJM 3[paBH BL3pacTHH. [Tpu BB3pacTHH ¢ Tekko OnOpevHO yBpeskaaHe
KJIHPBRHCHT HA aKTHBHaTa dpakiua e 6un ~31% oOT wkiMpbHca Npy MNaad 3IpaBH  Bb3PACTHH.
IMonyxkMBOTHT Ha aKTHBHATa (pakups e Oun 16,7 yaca NpH MIATH RB3pacTHH, 24,9 yaca NpH BL3PACTHH ¢

Te3M ¢ Texko OBOpeuHo yBpewmaawe (unM ~1,7 MBTH NO-TBTBC B CPABHEHHE C
I1nasMeHaTa KOHLEHTPALMS Ha PHCNEPHAOH € HOPMAIHA NPH NALHEHTH ¢ YeHoApod
HO cpejiHaTa cBoGoaHa Qpakius Ha PUCMIEPHIOH B IUIA3MAara ce NOBHLIABA ¢ okonio 37



[lepopanHUAT KIMPBHC H ETHMEHALMOHHMAT NONYXKHBOT HA PHCIIEPHJIOH H HA aKTHBHATa (paku#s np
BB3paCTHH C YMEPEHO M TEXKO uepHOAPOOHO YBPEKIAHE HE Ce pasHuaBaT 3HAUMICNHO OT Te3H
nlapaMeTpH NMPH MIaIH 31paBH Bb3PACTHH.

1leouampuuna nonynayun
DapMaKOKMHETHKATA Ha PUCTICPHAOH, HA 9-XHAPOKCH-DHCHIEPHIOH M Ha HEAKTWRHATA AHTHUICHXOTHYHA
(pakuma npy gewata ca nonoGHH Ha TE3U MPU BHIPACTHHTE.

Hon, paca u momononyuene
Envn  dapmakoxMHeTMYEH aHamM3 Ha [AUHEHTHTE He TMOKa3a OYeBHIHO TMOBIHABAHE Ha
(bapMaKOKHHETHKATA HA PHCIEPHJIOH WIH HA AKTHBHATZ AHTHICHXOTHYHA (pakuus OT MoJa, pacata WiH
HaBHLIKTE 3a TIOTIOHOIYIIEHE,

5.3 IlpeaAK/IHHHMNE JAHHH 32 Ge30macHoCT

Ilpu npoyupaHua Ha (cy0)XpOHHUHATA TOKCHYHOCT, [IPH KOHTO JOZHPAHETO 3aMoMBa NpH 110TI0BO HE3peIId
MIHXOBE W KYYETa, 3aBHCHMH OT 103aTa e(eKTH, ca HAMHLE B MBKKHA W JKCHCKH] ICHHTAIEH TPAKT H B
PBOHHTE KIIE3H. Tezu C¢CK‘TH ca CBBP2aHH C NMOBHLICHHTE CCPYMHH HHBA Ha NpOIaAKTHH, KOHTO ca
pesynTaT oT OMOKHpALLATa AKTHBHOCT HA PUCTIEPUIOH CIPAMO JonamHHoBHTe D2-penentopd. OCBeH ToBa
MpOYYBaHHATA ¢ ThBKaHHH KYJTYPH NOKa3RaT, Ue PacTelKBHT HA KISTKUTE HA paka Ha [BP/ara MpH Y0BeKa
BEPOATHO € CTHMYJTHpaH OT MpoJakTHH. PHcnepumod ne e TepaToreneH TIpH TIbXoBe M 3aiuH. [Ipu
NpOy4YBaHHA C PHCNEPHAOH HA PenpoayKuMATa Ha 3a1‘iu1«1 ca H&SJ'IK)IlaBaHPI HeXKeNaHH JEKapCTBCHM
PEAKIMH BLPXY HABMUMTE 34 CHBKYIUIGHHE Ha POIHMTENINTE, TEINIOTO NPH PLKIAHE H IPEKHUBAEMOCTTa Ha
NOTOMCTBOTO. le’l ILTBXOBE HHTPAYTCPHHHATA CKCIMIO3HUHA Ha PHCICPHAOH &€ CEBP3Ba ¢ KOrHHTHBHH
AeMIMTH B HanpeAHANa BB3pAcT. JIpyrH aHTATOHMCTH HA JONIAMMH, KOraTO € AaBaT Ha OpeMeHHn
KMBOTHH, OKa3BaT OTPHLATENEH €(EKT FbPXY YUEHETO H JBHIAaTEMHOTO Pa3BUTHTE Ha NOKONCHHETO. IIpu
€HO NPOYUBAHE 3& TOKCHYHOCT MpPH MJIaZH ILTHXOBE ¢ HaOMoaasaHa TIOBHIIEH2 CMBbPTHOCT NPH MATIKKTE
u 3abaBsiHe Ha (pU3MYECKOTO UM pazpdTie. Tp 40-ceqMHYHO NpoyuBaHe NMPH MIAJH KydeTa I0JIOBOTO
¢h3paBaHe e Ouno 3abaBeHo. Bw3 ocHoBa Ha AUC pacTeXbT Ha IbJITd#TE KOCTH He € OHII 3acerHat npu
Ky4eTa NpH NpWIcKeHHe Ha 3,6 MLTH MO-BHCOKA OT MakcMManlHarta jgo3za npd xopa (1,5 mg/ nHerHO),
nokaTo efeKTH BBpPXY ABIATHTE KOCTH H TOJIOBOTC CH3PABAHE ¢a HabnionaBaHH TIPH NPHIOKCHME Ha 15
HOBTH IIO-BHCOKA OT MAKCHMAJIHATA 1034 MpPH xXopa.

B cepus or n3cienBaHMs DHCIEPHOH HE MOKa3BA FEHOTOKCHYHOCT. [IpM mepopanHH NpoyuyBaHMsA Ha
KaHLEPOreHHOCTTa HA PHCTIEPHION NPH TUTBXOBE H MHILKHK ca Ha0moxasaHH yBeIH4YCHHE Ha aICHOMHTE Ha
xunodu3ara (Ipy MHILKH), HA afleHOMHTE HA €HIOKPUHHUSA TIAaHKpeac (MpH IUTBXOBE) M HA aASHOMETE Ha
IPBAHMTE XIIe3H (M ApH AeaTa BHja). Tesu TyMopu mMorar da 6bAAT CBBEP3aHH ¢ YABDKSHUS aHTarOHU3bM
kbM fonamMuHoBuTe D2-perientopu v ¢ XunepnpoiakruHeMHSTa. 3HaueHHETO Ha Te3M HAXOAKH Ha TYMOpH
TIpH IPH3aYH MO0 OTHOLIEHHE HA PHUCKA NPH XOPa ¢ HEM3BECTHO. In vitro H in vivo MOJCIHTE C XKHBOTHH
NOKa3RaT, Ye BHCOKHTE JO3H PHCNEPHAOH MOTAT Aa MPEAM3BHKAT yabkaBane Ha QT-uHTepBana, xoeto
TEOPETHYHO ¢€ CBLP3BA C NOBHIIEHHA pHck oT Torsade de Pointes npu maumeHTHTE.

6. PAPMAIIEETHYHH JAHHH
6.1 CuHCEK HA TOMOIIHATE BEIIeCTBA

CrpreerHa na Taluerkara

JlakTO3a MOHOXHIpAT

[fapeBuuro HHIIECTE

Harpues naypun cyngar
MukpoKpUcTanHa Leyiosa
Xunpomenosa

CHHLKeB JHOKCH, KOTOKRIEH, De3r0aeH
Marhesnes cTeapar.




DUIMOBO NOKPHTHE
Xunpomenosa. Turanop auokcua (E171). [Tpomanenrmukon. Tank.

JIOITBIIHKUTENHH TIOMOIIHH BEIIECTRA:

Menopacnep 1 mg: onanpaii 6ano: turanop aquokcun (E171)

Meaopncnep 2 mg: onaapai opamkeso: opatkepo xbato (E110)

Menopuacnep 3 mg: onanpaii; XMHonuHoso xbaTO (E 104)

Megopucnep 4 mg: onaapaii seneno: uuauroriH (E 132), xunonuHoso xwiaro (E 104)
6.2 HecrBMecTHMOCTH

He e nprrtoxnMo.

6.3 Cpok Ha rogHocT

3 roguMHH

6.4 CoenHanHH YCJIOBHA HA CLIPAHCHHE

To3H JtexapcTBeH [IPOAYKT HE H3HCKBA HHKZKBH CTIELIHATHM YCJIOBHA HA ChXPaHEHHE.
6.5 /langH 33 ONAKOBKATS

bnucrepan onakoskn (PVC/PE/PVDC amymummii).

Mepaopuenep 1 mg: 6, 20, 30 Tabnerku B KapTOHEHA KyTHA

Menopucnep 2 mg: 20, 30 tabieTky B KApTOHEHA KYTHA

Menopucnep 3 mg: 20, 30 TabneTku B KapTOHEHA KYTHA

Mepopucnep 4 mg: 6, 20 TabIeTKH B KapTOHEHA KyTHA

He BCHYKH BH/I0BE OIMAKOBKH MOTAT a 6bJaT MycHAaTH B npoaaxoa.

6.6 CnennaTHH NpeInasHA MepKu NpH H3XBHPJAAHE H paboTa

Hama cneumanHy M3MCKBaHUA.

7. IIPUTEXATEJ HA PA3PEIIEHHETO 3A YIIOTPEBA

Medochemie Ltd., 1-10 Astronafton & Constantinoupoleos, 3505-Limassol, Kunsp
8. HOMEP(A) HA PASPENMIEHHETO 3A YTIIOTPEBA

Meaopucnep 1 mg: Per. Ne: 20070088

Meaopucnep 2 mg: Per. Ne: 20070089

Mepopucnep 3 mg: Per. Ne: 20070090

Menopuacnep 4 mg: Per. Ne: 20070091

9. JATA HA DIbPBO PA3ZPEINABAHE/ NMOJHOBSIBAHE HA PA3PEHIEHHETO 3A
YIIOTPEBA

Jara Ha mepBO paspewasane: 25 cenrempu 2007 .
Hara Ha nocrenHO nogHoBsABake: 27 onu 2011 r.




10. TATA HA AKTYAJIM3UPAHE HA TEKCTA

06/2020




