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1. HME HA JIEKAPCTBEHHS NIPOAYKT

........

Topenao Q-Tab 0,5 mg tabneTku, ucneprypaiH ce B ycra

M
Topenno Q-Tab | mg TabieTky, AMCNepriapaLliy e B yCTATa; BG/MA 6 Aov¥ -/P9nq m.
Topenno Q-Tab 2 mg Tabnerkun, nHCNEpPrupay ce B yCTaT: T —————— /23032023 .....

Torendo Q-Tab 0.5 mg orodispersible tablets
Torendo Q-Tab 1 mg orodispersible tablets
Torendo Q-Tab 2 mg orodispersible tablets

2. KAYECTBEH H KOJITHYECTBEH ChCTAB

Bceaka rabneTka, nucneprupaiiia ce B yerata ceabpka 0,5 mg, 1 mg wnu 2 mg pucnepraoH
(risperidone).

Tomompo(H) seimecTrO(a) ¢ H3BECTHO JelicTRUE.,
0.5 mg 1 mg 2 mg

Acnapram 0,40 0,80 1,60

3a NBJIHHE CIMCBK HA TOMOLHUTE BEILECTRA, BHAKTS TOUKA 6.1.

3. JEKAPCTBEHA GOPMA
Tabnerka, nMcneprupaina ce B yctara.

0,5 mg TabseTka: KPBIUH, IEKO H3ITLKHAJH, MPAMOPHO PO30BH TaONIETKH.
1 mg Tabnerka: KpbIM, JEKO H3MTbKHATH, MPAMOPHO PO30BH TalJIETKH.
2 mg Tabnerka: KpbIiK, JEKO H3TBKHAIH, MPAMOPHO PO30BH TabJIeTKH.

4. KIJHHAYHHA JAHHH
4.1 TepanepryA4HH IOKAZANHA
Topenao Q-Tab ¢ nokazad 3a JieueHHe Ha MH30DPECHHUI,

Topenno Q-Tab e mokasaH 3a ieyeHHe HA YMEPEHH 10 TEXKKH MAHHIHH enn3oqu npH GUnonspHo
pascTpPOHCTBO.

Topenno Q-Tab e nokasad 3a KpaTKOCPOHHO JieueHHe (10 6 CeIMHLIM) HA [IEPCHCTHPALIA arpecus py
NAaUUeHTY C yMepeHa J0 TeXKa JeMCHUMA Ha AnLxaiiMep, KOHUTO Ca HEYYBCTBHTE/IHA KbM
He(apMaKONIOrHYHHTE MOAXOLH H MPH KOHTO HMa PHCK OT CaMOHaPAHABAHE HIH HAPAHABAHE Ha
OKOJIHUTE.

Topenno Q-Tab e nokazaH 3a KPATKOCPOMHO CUMITOMATUYHO NEYEHHE (10 6 CeMULM) Ha
MepCUCTHPAINA NOBEIEHIECKA arpecs NIPH Aela Ha BB3pacT Hal 5 NOJHHH U NPH IOHOMK ¢ AHArHO3a
CBIrNacHo KpHTepunTe Ha DSM-IV, npi KOMTO TeXECTTa Ha ArPECHBHOTO HIIH JPYTo JECTPYKTHBHO
MoBeAeHHe W3UCKBA (PapMaKkonorHyHo jeveHre. MapMakonorudHoTo neueHue TpsiGsa na 6nne
HEpAa3AE/IHa YacT OT NO-LIHPOKA Nporpama 3a JIicYeHHe, BIUIIOYBALNA [ICHXO-COLHATHA H
obpa3zoBartenHa HHTepBeHUMA. ToBa € NPENoPBYMTENHO, 3KO PHCIIEPHAOH CE MPE/INHCB
CHELHATHMCT MO JAeTCKA HEBPOJIOTHA, NeTCKO-FOHOMIECKH [ICHXHATEP HIIA OT JIeKapH, /I
C JICYCHHETO Ha TIOBEIEHYECKO PasCTPOMCTBO MPH JEla H IOHOLLH.

4.2 Jo3HpoBKa H HAYHH HA NPHIOKEHHE



Jo3npoeka
HIuzobpenus

Bu3pacmnu

Topenao Q-Tab Moxe na ce /iaBa BEAHDLK WK 1BA TETH IHEBHO.

[TaumenTure Tpabpa aa 3anoyBar ¢ 2 mg pucnepHacH Ha ged. [ozata Moke na Ob/1¢ NOBHILEHa Ha
BTOPHA JCH HA 4 mg. B nocneAcTBHe A03aTa MOXE 1a OCTAHE HENPOMEHEHA HIIM [1a Ce
HHAMBHIYaJIH3IHpPa MO-HATATHK, aKo ¢ HeoGxoaumo. [ToseueTo nalMeHTH ce YyBCTBAT 100pe MpH
IHEeBHA f03a Mexay 4 1 6 mg. [Ipy HAKOW NAIHMEHTH MOXeE /12 € NOIXOJALI0 KOPHIHPAHE HA N03aTa B
APOIBIKEHHE HA O-ABABI NEPUOI, KAKTC H MO-HHCKA HadallHa ¥ NoaAbpikalia Ao3a.

Hosute Hag 10 mg AHEBHO He ca MoKazaTH No-100bp edekT OT MO-HUCKHTE 034 H MOXKeE 1a
NPHYHHAT 10-YECTa NMOABa Ha EKCTPaNHpaMHIHa CHMIITOMATHKA. besonacHocTTa Ha 103H, MO-ToeMH
0T 16 Mg AHEBHO, HE ca MOIIAraHH Ha OLISHKA, H CIIEI0BATEIHO T€ HE CE fIPENOPhYBAT.

Cmapuecrka ew3pacm

IIpenopbuea ce HauasHa no3a ot 0,5 mg nra nwTv Ha ned, Tazu Ao3uposka moxke fa 6nae
HHAABH/TYaTHO KOpuIHpaHa ¢ yBenuderue ot 0,5 mg Asa neTH Ha feH A0 | HIH 2 Mg ABA ILTH HA
HEH.

Heduampuuna nonyaayus

He ce npenopwusa ynorpefara Ha pHcnepHIOH NpH feua H roHowy nog 18-roaniuta Bb3pact ¢
WH30(PEHHS N0PAZH HEAOCTATBYHO JAHHH 33 ePHKACHOCT.

MaunniiHy enu3onx npH GHUMOIAPHA pPalcTPOHCTBA

Buwapacmuu

Topenao Q-Tab TpaGea aa ce npHeMa BeIHBK JHEBHO, KATO ce 3aMOYHE ¢ 2 Mg PHCMEPHIOH.
Kopurupane Ha no3aTta, ako uma nokasaHusa 3a TOBa, TpAOBa 1a ce NPaBH HA HHTEPBAIH, HE TTO-MATKH
oT 24 yaca, ¥ TO ¢ yBe/TH4aBaHe Ha 103aTa ot | mg AHeBHO. PHcnepuaoH ce npuara rnpH rkBKaBo
AO3UpaHe B HHTEPBAT OT | A0 6 Mg AHEBHO JO ONTHMHU3HPAHE HA HHBOTO HA €DUKACHOCT U
TOJIEPAHTHOCT TIPH BCEKH MalHeHT. J{HeBHa J03a Haj 6 mg pUCIEPHAOH He € H3CNEIBaHA Py
TMAUHEHTH ¢ MAHWUHHY EMU30H.

KakTo npH BCAKO CHMNTOMATHYHO ACUCHHE, MPOABILKHTENHOTO JeueHue ¢ Topenao Q-Tab tpabea
HEMpPEKbCHATO I ce oLeHsBa H 06ocHOBaBa.

Cmapuecka eb3pacm
IlpenopbuBa ce HadagHa go3a ot (0,5 mg asa nbTH AHeBHO. Ta3H Ho3a ce MPeHeHaBa HHIWBHAYAIHO
npH yBenuuenue ¢ 0,5 mg asa MbTH AHEBHO 10 | win 2 mg aAsa MbTH AHEBHO. THA KATO KAMHWUHHAT

OLIMT [PH XOpa B CTApHecka Bb3PACT € OrPaHuUEH, YNIOTpedaTa TpAaOBa A2 € SHHMATEHA.

{Teduampuuna nonynayus

He ce npenopbusa ynorpebaTa Ha pHCNEPHI0H NPH Aella M IoHOMH moA 18-roauinHa
OunonapHa MaHHS NOPaxX HEAOCTATHYHH JAHHH 33 eUKACHOCT.

IlepcucTHpalla arpecHs OpH NaUMEHTH ¢ YMEPEHA A0 TEKKA AeMeHIUS Ha Anlixa




Ilpenopbusa ce HavanHa no3a or 0,25 mg ABa MbTH AHEBHO. TazH A03MpPOBKa MoXKe 1a ObAc
HHIMBHAYATHO KOPUrHpaHa ¢ nosiieHye ot 0,25 mg 1Ba mbTH IHEBHO, HO HE [I0-YECTO OT BCEKH
BTOPH J€H, 8KO € HeoOxoauMo. OnTHMaiHaTa fo3a € 0,5 mg fABa MbTH AHEBHO 38 NOBEYETO MAllHEHTH.
Hsakou nauueHTH, obave, MOXE Ja ce YyBCTBAT 100pe oT 103a 10 | Mg ABa MBTH AHEBHO.

[Tpn nauHeHTH ¢ nepcHeTHpawa arpecHs ApY Aemedums Ha Anuxaimep Topenao Q-Tab ne ce
npunara nopeue ot 6 ceamuun. [lo BpeMe Ha JeYeHHETO MaLMEHTHTE TPAGBA /1a Ce MOATAraT YecTo H

PEAOBHO Ha OLEHKA W OTHOBO Ja Ce MNMpCLCHABA HEOOXOMHMOCTTA OT NpoaLLKaBaHE HA JIEHEHUETO.

[loBeaeH4YeCKH pa3cTpoicTBa

Heya u wonoter om 5- 0o 18-z00muna ev3pacm

3a nauuenTH ¢ Terno >50 kg ce npenopbusa mbpeoHavania no3a 0,5 mg BeAHBK AHeBHO. Tazn
IO3MPOBKA MOE 3 Ob/ie HHIHBHAYAIHO KOPHIHpaHa ¢ noBuwenHe oT 0,5 mg BeAHBLK THEBHO HE 10-
YECTO OT HHTEPBAJTH [Ipe3 eMH JeH, ako € HeoOXoAuMO. 3a NOBEYETO NaUKEHTH ONTHMATHATA
no3KpoBKa e 1 mg BeaHbk AHesHo, Hakou maumenTy, obave, MoXke Na ce yBcTBaT acdpe ot 0,5 mg
BEAHLK THEBHO, IOKATO APYTH MOXE A3 HMAT Hy:KAa oT 1,5 mg BeAHBK JHEBHO. 33 MALMEHTH C
terno < 50 kg ce npenoprura nbpBoHaiaiHa o3uposka oT 0,25 mg BeIHbK NHEBHO. Tasn 1o3HpoRKa
MOXe 1a 6bAe HHIUBHAYANHO KOPHTHPAHa ¢ MoBHIIeHUe oT (0,25 mg BEHEX AHEBHO HE MO-4E¢CTO OT
HHTEPBAIIH NIPe3 JIeH, aKko ¢ Heobxoaumo. OnTiManHaTta A03a € 0,5 mg BeIHLK JHEBHO 32 MOBEYETO
nanmeHTy. Hakou nanmeHTH o6aue Moxe aa ce yyBcTear Aodpe ot 0,25 mg BeAHBK THEBHO, JIOKATO
JAPYTH MOXE /1A UMAT Hyxaa ot 0,75 mg BeAHLX THEBHO.

KakTo 1pH BCSAKO CHMITTOMATHYHO JIEYeHHe, POALILKUTENHOTo teyeHue ¢ Topenao Q-Tab TpaGsa na
ce OLEHABA EPHOIUYHO.

Topenno Q-Tab He ce npenopbyea NpH Aelia NOA 5-TOAHIIHA BE3PACT, ThH KATO HAMA OIMMT NpH ALA,
NO-MAaJIKH OT 5 FONWHM, € TAKHBA Pa3CTPOHCTEA.

Vepexzaane Ha 6u0penuTe U Yepuud Apod

IMamentute ¢ 6E0peyHO yBpekaaHe HMAT MOHIDKEHa COCOOHOCT 12 €IMMUHHPAT aKTHBHATA
AHTHMCHXOTHYHA (DPaKLHs, OTKOJIKOTO Bb3PACTHHTE ¢ HOpManHa 0bOpedna dynxuma. [launenture ¢
yBpeaena QyHKLUHA HA YepHUs Jpod MMaT MOBMILEHA [J1a3MeHa KOHUEHTpallks Ha ceoboanaTa
(pakiva Ha pUCTIepHIOH.

He3aBHCHMO OT HHAHKALMMTE, HAYATHATA H CCABALUMTE JO3HPOBKH TPAOBA 14 ¢a HAMANICHH
HaNoNOBHHA H KOPHTMPAHETO Ha J103aTa TpAbsa na 6bae no-GasHo NPH NAUKEHTH ¢ 6B0peHHO HAK

YepHOAPOOHO YEpEKAaHE.

Topenno Q-Tab Tpa6sa na ce npunara BHHMAaTEIHO MPH TE3H IPYHH MALMEHTH.

Haunh Ha npwiokenue

Topenpao Q-Tab e 3a nepopanHo neueHHe. XpaHara He nosiusea abcopduuara va Topenno Q-Tab.

Toi# kaTo TAONETKHTE, AMCHIEPrHApaLUY CE B YCTATA €A KPeXKH, Te ne Tpabea aa ce wabyrsar npes

SnucTepHoTo GonHo, Thil KATO TOBA LIE J0BEe A0 YBpexaaHe Ha TabneTkara. biuctepsT ce orsaps
upe3 W3IBPNBaHe Ha pbGa Ha GoTHOTO M cnell Toka ce oTnensa. Toraea Tabnerkara Tpabsa na 6wne
usBaneHa. Tabnerkara TpaGea na ce npueMe BeHAra el H3BOKIAHETO i OT BnncTepa.




JIEKAPCTBa, BRIIOYHTENHO [afieHe, NoBpbliaHe, HINOTABaHE W Oe3ckHUe (BkK. Touka 4.8). Mosxe na ce
HabMoOasa K BB300HOBABAHE HA NCHXOTHYHHTE CHMITOMH M Ce CLOOLIABA 33 FOARA HA HEBOJICBH
JBMratejHu pa3cTpoicTsa (KaTo HanpyMep akaTH3ug, JWCTOHHA U JHCKHHE3HA).

IIpemunasane om Opyzu aumuncuxomuyu

Korato e MmeauunHcky onpaBaaHo, ce Mpenopb4Ba MocTeNeHHO CHUpaHe Ha NPEeRHHIHOTO JIEUSHHE,
Koraro 3anousa jedeHHero ¢ Topeuno Q-Tab. Ceimo Taka, aK0 € MEJHLIHHCKH ONPAaBAAHO, NPH
OPEMHHABAHE HA NAIHEHTA OT ZENO aHTHICHXOTAYHM [IPENIAPATH CE& MPENOpLYBa TEPANUATA ¢
Topenmo Q-Tab aa 2anouHe B JeHs Ha CMEBAIATE HHXKEKUWA OT cxeMaTa. HeobxommuMocTTa ot
NPOABKABAHE HA HPOBEKAAHOTO AaHTHNMAPKHHCOHORO JieueHHe TpAdBa NepHOAMYHO 1a Ce
Npepasriexaa.

43 IpoTHBONOKAZAHUS

CBpLX‘{yBCTBﬂTCHHOC’I‘ KBM AKTHBHOTO BEIIECTBO HIKH KBEM HAKOC OT MOMOIIHHTE BELICCTBA,
m0poenu B Touka 6.1.

4.4 Coenua/iHH Openynpe;xienns # NpeANazHH MepKH IpH ynoTpeda

INanpedTH B cTapUecka BB3PACT € NEMCHLIMA

losuutena cMupRIROCI NP GLIPACIIHY XOPA C OEMEHYUA

Ipyu MeTa-ananus Ha 17 KOHTPONUPAHH MPOYHBAHUS C ATHIIMYHH AHTHIICHXOTHHH, BKIIIOYHTEHO
PHCTICPHAOH, NPH TIALIMEHTH B HAMPEIHANA Bb3PacT ¢ AEMEHLIHA, JICKYBAHHTE C aTHITHYHA
AHTHNCHXOTHIIH HMAT TIOBHILIEHA CMBPTHOCT B CPABHEHKE € TE3H Ha nutauebo. [Tpu riauebo-
KOHTPOJIMPaHH NMPOYYBAHKA B NOIMYNALWATA (ALHEHTH, TCKYBaHH C PHCTIEPHAOH, CMBPTHOCTTa € 4%
IIPH JIEKYBaHH C PHCNIEPHIOH MALMEHTH, CPaBHEHO ¢ 3,1% npH nauMeHTH Ha nauedo.
CBOTHOLIEHHETO HA BEPOATHOCTH (95% TodeH foBepHTeieH wHTepBan) e 1,21 (0,7; 2,1).

Cpeanara Bb3pacT HA MALMEHTHTE ¢ JIcTANeH W3xoxn e 86 romunu (Mexny 67-100). Jlauuute ot ape
FOUIEMH MPOYYBAHHA NIOKAZBAT, Y€ BHIPACTHUTE XOPA C ASMEHIHA, KOUTO Ca ASKYBAHH C
KOHBEHLHOHANHKTE HTHIICHXOTHIH CBILO Ca M3N0XKEHH Ha NEKO NOBHIIEH PHCK OT CMBPT B
CP4BHEHHE C TC3H, KOHUTO He ce Jiekyrar. FiMa foctarsuHo AaHHK, 33 14 ce lajle TRLPAA NPOrHo3a Ha
TOYHATA CTENEH HA PHCKA KATO NPHUYHHATA 32 MOBHLIEHHUA PUCK HE € H3BeCTHA. CTeneHTa, ¢ KoATO
CbOOLIEHHATA 32 MOBHLIEHA CMbPTHOCT NMPH 00CEpRALIHOHHHTE NPOYYBAHHA CE€ OTHACAT KbM
AHTUNCHXOTHYHOTO JIEKAPCTBO, 32 PA3NTHKA OT HAKOH OT XapaKTCPHCTHKHUTE Ha MALHEHTHTC HE € ACHA.

Eonoepemenno npuwionxcernue na gypozemud

ITpu mnaue6o-KOHTPONIHPaHH KITHHHYHHA NPOYYBAHHA C PHCTIEPHAOH, IIPH IIALHEHTH B CTapyYecKa
BB3PACT ¢ AEMCHUHA, IEKYBAHH €AHOBPEMEHHO ¢ (ypO3eMHU M PHCIIEPHIOH, ce Hab1roAaBa fno-
BHCOKA CMBPTHOCT (7,3%; cpenHa Bp3pacT 89 roauny, mexay 75-97) B cpaBHeHHE ¢ NALKEHTH,
JeKyBaHH caMo ¢ pHcnepuicH (3,1%; cpenna ee3pact 84 roausy, mexay 70-96) wnu camo ¢
tbyposzemun (4,1%; cpenHa evapact 80 roounu, Mexay 67-90). YeeauueHaTa CMBbPTHOCT [IPH
NAaLKEHTH, NEKyBanu ¢ Gypo3eMua H pUCTICPHIOH, ¢ HabntoaaBaHa NpH ABe OT 0010 YETHPH
IIHHAYHH NPOy4BaHud. EJHOBpPEMEHHOTO NPUIOKEHHE HA PHCIEPU/IOH C IPYTH IMYPETHLH (I1aBHO
OPHIOKEHHETO Ha THASHAHH JHYPETHLM B HUCKH 0O3H) He ¢e CEBP3BA CLC ChIIOTO 3AKTIOYECHHE.

He e namepen narodu3uonornyey MEXaHH3BM H HAMA NOC/EAOBATENEH MOJEN, KOMTO Aa 06AcHH
NpH4YMHAaTa 33 HabmonaRaHaTa CMbPTHOCT. Benpekn ToBa TpsabBa Ja ce BHMMaBa H 1a ce

IHMYPETHIY, MPEIH 1a CE B3EME PEllIcHHE 3a HeltHOTO MpHIIaraHe.

Hsama yBeMyeHa CMBbPTHOCT NMPYH MALIAEHTHTE, KOUTO TIpHEMaT JAPYTH IHYPETH
JIeHEeHHE 3aeHO ¢ pHUcIepHIoH. HezaBHCHMO OT NieveHneTo, ASXHPATALHATA €
CMBPTHOCT H TPAOBa BHUMATE/IHO Ja ce H30ATBA NIPU NALMEHTH B CTAPYECKa Bb3



HexenaHs MO3bubOCcER08H peakupn (HMCP)

IpuGan3nTenHo 3-KpaTHo MOBUILEH PHCK OT MO3BYHOCHAOBH Hexenanu crouTys ca bunu
HabTI01aRaHH NP PAHAOMH3HPAHH, IIALE00-KOHTPONHPAHH KIIMHUYHH MPOYYBAHHA NPH NOIMYJ1alHsA
€ JeMEHIHA MPH W3II0/13BaHe HA HAKOM ATHNHYHH aHTHicuxotiid. CrOpaHuTe JaHHu ot 6 naauebo
KOHTPOJIHPAHH MPOYYBAHHA ¢ PHCTIEPHIOH TNIABHO TIPU NIAIMEHTH B CTAPUECKa BBHIPAcT (>65 ronnnm)
¢ aeMeHUmsa nokasat, ¢ HMCP (cepHo3HM ¥ HecepHO3HH, KOMOHHHpPaHH) ce momyyasar npu 3,3%
(33/1009) or nauueHTHTE, NEKYBaHH C PHCIICPHAOH, H NpH 1,2% (8/712) MpH NalKeHTHTE, NpUeMaLH
rnauebo. OTHOMICHHUETO Ha BEPOATHOCTTA (95% TOveH JoBepuTencH HHTepBan) e 2,96 (1,34; 7,50).
MexaHH3MET 33 TO3H NOBHILEH PUCK HE € H3BeCTeH. [IOBHIICHHAT PHCK HE € M3KIIIOYEH 3a APYTH
AHTHIICHXOTHUM MK JIPYTd rpyny nauneHTd. Topenno Q-Tab tpabra Aa ce mpuiara ¢ BHUMaHHe HpH
MALMEeHTH ¢ PUCKOBH $akTopH 33 HHCYIIT.

PuckbT or HMCP e 3Ha4HMO ITO-BHCOK NPH NaLHEHTH ChC CMECEH MW CBAOB THI ASMEHLIMA TIPH
CpasHEHME ¢ NeMeHMd Ha Anlixalimep. 3aToBa mALMeHTH ¢ APYD THI NEMEHLHA, pasiHiia OT
JeMeHUua Ha Anuxaiimep, te Tpabea a ce leKyBaT C pHCIEPHAOH.

JlexkapuTe TpsaGea aa npeLieHAT PACKA B IOJI3aTa OT priokeHueTo Ha Topewno Q-Tab npu mauventH
B CTAPYECKA BH3PACT € JeMEHLIHS, KaTo B3eMAaT [IpeABH IPOrHOCTHYHHTE KPHTEPHH 332 HHCYIIT NPH
BCEKH €HH nauuenT. [TaueHTHTE Wi X0paTa, KOHTO Ce FPUXKAT 3a TAX, Tpadera na obaar
npeaynpeacHu HesabasHo na cbobiasar 3a npusHaud U cumirromu Ha HMCP kato Baesanva cnaGoet
HIH CKOBAHOCT Ha JIMLCTO, PhIETE WIH KpakaTa, H 3a npobJieMH ¢ FOBOPa MM ChC 3peHueTo. Benuku
BB3MOMKHOCTH 32 JIcUeHHe TpsadBa a ce 0OMHUCIAT He3abaBHO, BITIOYHTEIIHO [IPeYCTaHORABAHE HA
JEUYEHHETO C PHCTIEPHIIOH.

Topenae Q-Tab Tpabea fa ce H3MOM3BA 33 KPaTKOCPOUHO JTEUEHHE HA MEPCHCTHPALIA arpecHs NpH
NAIMEHTH ¢ YMEPEHA J0 TEXKKA JeMEHIHA Ha AJxaiiMep camo Karo JOTBJITHCHHE KbM
He(hapMaKOIOTHYHHTE MOAXOIH, KOTATO Te UMAT OrpaHHyeHa eeKTHRHOCT HH HE Ca €PMKACHH H,
KOTaTo HMa MNOTEHUHAIEH PHUCK TIALHEHTHTE Aa 6']:)13T OITACHH 38 CAMHTE TIX HITH OKOJIHHTE.

MauwentuTte TpAGBa penoBHO Aa ObOAT MOLIATAHH HA NPEOUEHKE, KAKTO H HE0BX0IMMOCTTa OT
NPOIbKABAHE HA NEYESHHETO.

Benosen rpomboembonuzsm (BTE)

HMma cnoGuienna 3a BeHo3Ha Tpomboembomua (BTE) npu neueHHe ¢ aHTHIICHXOTHYHH JiekapcTsa. Thii
KaTO MPH NALUHCHTHTE, JIEKYBAHH ¢ RHTHIICHXOTHLIH, YECTO NPHCHCTBAT H prckosH dakropy 3a BTE,
BCHYKH BBL3MOXKHH PHCKOBH takTopH 3a BTE Tpabea na Osnart uaeHTndHIUHpaHH MPEaH H NO BpeMe
Ha nieveHueTo ¢ Topenno Q-Tab u cboTBeTHO na ce NpeaAnpHeMar NPeBaHTHBHHTE MEPKH.

OpToCcTaTH4HA XHIIOTOHHA

[Mopaaw anda-610KMpaIoTo AEHCTBHE HA PUCTIEPHAOH € Bh3MOXKHA N0AB2Ta Ha (OPTOCTaTHYHA)
XHIOTOHHA, 0cO0EHO NO BpeMe HA HAYANTHHA MEPHOI Ha a/IanTHpaHe Ha 103aTa. KITHHHYHO 3HaYuMa
XHINOTOHKA ce HaloIaBa B NOCTMAPKETHHTORHA TIEPHO/, NPH €JHOBPEMEHHO MPHIIOKEHHE HA
PHCHEPHIOH W AHTHXHNEPTEH3IUBHO AevueHue. Topenno Q-Tab TpaGea aa ce MpHnara BHHMATENHO P
TIAMEHTH, 32 KOMTO C€ 3Hae, Ye MMaT Chbpae4HOCHA0BO 3aboasBaHe (Hamnp. ChpacyHa
HEAOCTAaTBYHOCT, HH(PAPKT HA MHOKAPAA, HAPYIIEHHS HA TPOBOXHMOCTTA, JAEXHIpaTaLH,
XHMIIOBOJIEMHSA HIH MOZBYHOCH0BA SonecT) W nozara Tpabea Aa 6bae NOCTENEHHO a4aNTHPaHA
crnopen NpenopekUTE (BiK. Touka 4.2). AKO ¢€ NOABH XHIOTOHKA, TPAORA a ce oOMHEIH
Ha ao3ara.

.HGBKOI'IGHHH, HEYTPONCHHA H arpaHyJIo0IlMTO3a




CrydaM Ha JIGBKOMEHHA, HEYTPOIMEHHA M arpaHyIOLMTO3a ca ¢hOOILEHH NpH ynoTpeda ¢
AHTHICHXOTHLH, BKIHOUMTETHO PHCMEPHIOH. ArpaHyIoLMTO3a € ChoblaBaHa MHOTO PS/IKO

(<1/10 000 nauxeHTH) MO BpeMe HA NOCTMAPKETHHIOBOTO HabMmoJeHKe.,

[laumeHTHTE ¢ aHaMHE3a 3a KIIHHMYHO 3HAYHM HHCHK Gpoli Ha DeTuTe KPBBHH KNETKH HIIH JIEKapTCBO-
HHIYLHpPaHa 1€BKONEHHA/HeyTponeH s, TpAOBa 1a ObaaT APOCIEAABAHH [IPE3 TBPBHTE HAKOJIKO
MeceLa OT JICYeHHETO H PEYCTAHOBABAHETO HA JIEYEHHETO C PHCIICPH/IOH TPAOBA Aa ce HMA [PSABHA
MpPH MbPBHTE NPH3HAIH HA KTHHHYHO 3HAUKM craj] Ha 6enuTe KPhBHH KNETKH NIPH OTCHCTBHE Ha
apyry hakTopu.

IMaueHTHTE ¢ KWIMHWYHO 3Ha4UMa HEYTpOrieHHs TpAGBa Na 6bAAT BHUMATEHO NPOCS/AABAHY 32
HAJIHYME Ha MOBHILCHA TE/IECHA TEMIEPATYpa (TPecKa) WM APYrH CHMITOMH HIIH NMPHIHALM Ha
uHekIMA U 1a ObAaT lekyBanu He3a0aBHO, aKO Bb3HMKHAT TAKHBA CHMITTOMH KH NpH3Hauy. [1pw
MAUKMEHTHTE C TeXKa HeyTporieHHs (abcomoten 6poii Heytpoduan <1 X 10%/L) Tpsbea aa ce
MPeyCTAHOBH NPHEMA HA PUCTICPHIIOH M 2 npocnenssa OposaT Ha OCJIUTE KPBBHH KIIETKH 10
HOPMAITH3HPAHETO MY,

Kbena guckusesns/Excrpamipamuaan cumnromu (KI/EILC)

JlekapcTBeHHTe NPOIYKTH CBC CBOHCTBA HAa AHTATOHHCTH HA JOTNIAMHHOBHTE PELIENITOPH, €A CBbP3aHH
¢ HHAYLHPAHETO Ha KbCHA AUCKHHE3HA, KOATO Ce XapaKTepH3upa ¢ pHTMHYHH HEBOIEBH JBHKEHHA,
MpeaHMHO Ha e3uKa WHIM Jnueto, Tospara Ha excTpanypaMHHa CHMITOMATHKA € PUCKOB (akTop
3d KbCHA AMCKHHE3MsA. AKO Ce MOARAT MPH3HALK H CHMIITOMH Ha KBCHA JMCKKHHE3us, TpSOBa aa ce
OOMHC/IH CITHPAHETO HA BCHYKH AHTHIMCHXOTHIIH.

Heobxonnmo € NnosyieHo BHHMAHHE NPH NaLMEHTH, 101y4aBalllH €IHOBPEMEHHO NICHXOCTHUMYJIAHTH
(Hanp. MeTHNdenUaaT) H PUCHSPHIOH eAHOBPEMEHHO, ThiH KaTO €KCTPANMPAMHIHH CHMITTOMHA Morar
Ja BB3HUKHAT NPH KOPHFHpaHe Ha €HO UK M [BeTe nekapcTea. Ilpenopbusa ce nocTeneHHo
OTTEMIAHE HA CTHMYJIMPAIIO JiedyeHHe (Bx. Touka 4.5).

HeeponentHuen Manurien cunpom (HMC)

IIpH npuioKeHHe Ha AHTHNCHXOTHLM Ce ChOOLIABA 33 BL3HHKBAHE HAa HEBPOIESNTHYEH MAIMIHCH
CHHJIPOM, KOHTO C€ XapaKTEepH3Mpa ¢ XHNepTepMUA, MyCKYJIHA PHTHAHOCT, HeCTaDUIHOCT Ha
BEreTATHBHATA HEPBHA CHCTEMA, NPOMEREHO Ch3HaHME H NOBHUIEHH HHBA HA CepyMHaTa
kpeatuHdochokuHasa. JJONBIHHTENHA CHMITOMH MOraT /a 63T MHOTTOOUHYpHA (pabaoMuonH3a)
u ocTpa ObOpedHa HeaocTaTbHOCT. B TO3M ciTyuaid, BCHYKM aHTHICHXOTHUH, BKIOUHTENHO Topenao
Q-Tab, Tpabea na GvaaT cnipeny.

Bonect na Parkinson 1 aeMeHuMd ¢ Tenua Ha Lewy

Jlexapure TpabBa 1a NpeHEHAT PUCKOBETE CNIPAMO MOJI3aTa, KOTATO [IPSANHCRAT AHTHICHXOTHLH,
sxnrounTenHo Toperao Q-Tab, Ha nanuenTu ¢ Bosect Ha Parkinson wnu zemeHuua ¢ Teina Ha Lewy
(DLB). Be3moxHo e pnomaeane Ha bonect Ha Parkinson ot pucnepuaos. Ilpy aete rpyny
CBIIECTBYRA MOBHLIEH PHCK OT Pa3BHTHE HA HEBPOJEITHYEH MAJTATHEH CHHAPOM, KAKTO H MMOBHIIIEHA
YYBCTBHTENHOCT KbM AHTHIICHXOTHYHMTE ICKApPCTRA; TE3H MAIMEHTH C€ H3KTIOYBAT OT KIHHWYHU
npoyusaHns. [IposBaTa Ha TazH NOBHIIEHA YYBCTBHTEIHOCT KaTo JOMBIHEHHE KbM
eKCTpanupaMHIHaTa CHMITTOMATHKA MOKE 14 BK1IO4BA 00bpKBaHe, 0OHyOHNalHA, I0CTYpasiHa
HeCTAOMIHOCT C YECTH MAJAHH,

XHNeprivkeMus H 3axaped quaber

Hma cpobieHHd 3a xunepriukemus, 3axapen ndaber i 060CTpSHE HA CBHILECTBYBALL O

NOBHILIABAHE HA TEIECHOTO TEN0, KOETO MOske Aa Bbae npeapasnonaram GpaKTop.
cHODLIECHHA 3a KETOAUMA034 H Pe/KH 3a AruaberHa koma. [penopbusa ce noaxons
HabJIIO/IEHHE CBIIACHO YTBLPAEHHTE PHKOBOACTEA 32 MPHIOKEHHE HAa AHTHIICHX
NEKyBaHH ¢ aTHMHYHK AHTHIICHXOTHYHH, BIJIIOHYHTEIHO PUCISPH/IOH, TpOBa Na



33 CHMITTOMH Ha XHIIEPrAUKEMUS (KATO NOJTHUIICHS, MONHYpHs, nonudarus ¢ cnabocr), a
NALMENHTHTE Cbe 3axapeH AHadeT Tpadaa Aa ObaaT npociessadyd PeOBHO 3a BIOIIABAHE KOHTpOJa
Ha [IIOKO3aTa.

[NokaueaHe Ha Terno

Hma crobuenns 3a 3HAUHTENHO NIOKAYBAHE HA TEroTo npu yrorpeba Ha pucnepuaou. Ternoto
Tpabsa aa ce HabmofaBar peIoBHO.

XunepnponakTHHEMHA

XHnepnponaKTHHEMHATA € YECTO CPEIlaHa HEXENaHa PeaKilHs OT JISEHHETO ¢ PHCTIEPHAOH.
IIpenopsuBa ce oLeHKa Ha ILTa3MEHOTO HHBO HA NMPOJAKTHH IIPH MALMEHTH ¢ NPH3HALM Ha HeXenaHa
PEAKLMA, CBBP3aHa ¢ NPONIAKTHH (HAPUMED MHHEKOMACTHA, MEHCTPYAIHH HADYILSHHS, aHOBY 1K,
HapyLIeHHs Ha (ePTUIIHTETA, HAMAIEHO TMOHIIO, €PEKTHIIHA TUCHYHKLINS M rajlakTopes).

[MpoyuBaHua ¢ THKAHHW KYATYPH NOKA3BAT, Y€ PACTEXHT HA KISTKH [PH TYMOP Ha I'bpAaTa MpH
YyoBeKa MOKe OH ce cTHMYITHPA OT NPOJAaKTHH. Makap 4ye He ¢ ACHa Bph3Katra ¢ NPHIOKEHHETO HA
AHTUNCHXOTHLIM, JOKOJIKOTO € AOKa3aHO B KNMHUYHU M eNHAEMHOJOHYHHA NPOYUBaHHS, IPENOPHUBA
C€ MOBHILIEHO BHHMAHHE NIPH NAHEHTH Che 3HaUMMa anamuesa. Topenno Q-Tab Tpabea na ce
NpWIara BHUMATENHO MPU TIALMEHTH ¢ NPEWECTBAILA XHIEPIIPOAAKTHHEMHA H NTPH NALUHEHTH ¢
BEPOATHOCT 3a NPOJIAKTHH-33BHCHMH TYMOPH.

Y awmxasade Ha QT- HHTepBana

B nocTMapkeTHHroBH#A NIEPHOI MHOTO PAJIKO ce choOIIaBa 32 yabmKkaBaHe Ha QT-unTepsana. Kakro 1
¢ APYTHTE AaHTHICHXOTHLM, TPAOBA N1a ce BHUMABA, KOTATO PUCMEPHAOH C€ [IPCANHCBA HA IALMCHTH,
33 KOHTO C€ 3Hae, Ye CTPAJAT OT ChPACYHOCHAOBH 3a00IABAHEA, KOHTO HMAT (haMHITHE OOpeMEeHEHOCT
3a yaemkeH QT-uHTepBan, Gpagukapaya HITH eNEKTPOIHTEH AHcOanaHe (XHImoKaIMemMus,
XHIOMAarHe3HeMHA ), Thi KaTo ToBa MOXeE 13 NOBUIIH PUCKA OT PHTBMHH HapYUICHHA, KAKTO H NpH
€JHOBPEMEHHATa ynoTpeda Ha JIEKapCTBa, 3a KOUWTO ce 3Hae, ye yabmkasar QT-uHTepBaia.

llpunagenn

TOPCHJ],O Q-Tab TpﬂﬁBa a €€ HU2M0J13Ba BHHMATEJIHO [IPH [IALHEHTH, KOHTO UMAT AHAMHC3a 33
OpANaaBUA WIH ApYyTrH ChCTOAHMA, KOHTO MOTEHIHAIHO MOraT Ja HaMajiiaT npara 3a NpHNaabix.

Ipuanuzbm

ITo BpeMe Ha JIeUEHHETO ¢ PHCTICPUIOH MOXE 1A Ce TIOJTYYH IIPHATTM3bM TIOpai HEroBHs ada-
aJpeHepru4eH OIoKMpalL eeKT.

Perynupane Ha TenecHaTa TeMneparypa

CwMATa ce, Ye aHTHICHXOTHLHTE PasCcTpoiBar cnoco0HOCTTa HA OpraHU3Ma Aa pery/ivpa TejecHara
Temnieparypa. Jobpe e Aa ce B3eMaT ChOTBETHH MepkH, korato TopeHao Q-Tab ce npeanucea Ha
MaLMEHTY, KOUTO CE M3NaraT Ha CbCTOAHHS, KOHTO MOXe J1a A0NpHHecaT 3a NOBHILARAHE HA TEJICCHATA
TEMIIEPATYpPa, HAMPUMEP YCHAEHO PHIMUECKO HATOBApBAHE, H3NAraHe Ha roi1AMa FopellHHa,
N0Ny4aBaHe Ha ChIBTCTBALIO IeYEHHE C AHTHXONHHEPrHYHA aKTHBHOCT HITH ieXHpaTHpaHe.

AHTUMEMETHYEH edeKT

ITpy npeaKiIMHAYHY NPOYYBAHHA C PUCTIEPUIOH € HalNMonaBaH aHTHEMETHYEH
NIPH XOPaT, TO3H edeKT MOXKE 11a NPHKPHE NIPU3HALMTE H CHMITTOMUTE Ha Mpe,
JekapcTBa HIH Ha ChCTOSHHA KaTo dpekHa o0CTpyKuuMa, CUHApPoM Ha Reye v M



Hapymenue Ha 666peunara v yepHoapobHaTa hvHKIHs

lNanwenTture ¢ 6LOpeunHo yBpexaaHe HMaT MO-MaJKa cocoBHOCT 4a CNHMHHHPAT aKTHBHATA
AHTUNCHXOTHYHA (HPAKIIHS B CpaBHEHHE C BL3PACTHH MAIMEHTH ¢ HopMaiHa 6pOpeuna dyHKIu.
HauHeHTHTe € HapyuieHa ‘lepﬂOleOGHa Cl)yHKuHS HMAT [NOBHIHABAHE B IJIA3MEHaTa KOHLICHTPALHA HA
ceobosHaTa (paKkuUHa Ha pucnepuaoH {BXK. TouKa 4.2).

HutpaoneparHeeH cHHAPOM Ha MankaTa 3exuuia (Intraoperative Floppy Iris Syndrome (IFIS))

I1py onepauys Ha KaTapakTa MPH NALKEHTH, JICKYBaHH ¢ ekapcTea ¢ andala-anpenepruyeH
AHTArOHUCTHYEH eheKT, BKITIOUHTETHO PHCIEPUAOH (B, Touka 4.8), e HabmoapaH HHTPAONEPATHBEH
CHHApPOM Ha mankara 3eHuua (IFIS).

Bramoxno e [FIS na ypenuun pucka OT OUHH YCIOXKHEHHA 110 BPEME H ClIE] ONEPaLIHTTa.
HacTod110T0 1M MHHAIOTO NPUIOKEHHE Ha ekapcTsa ¢ andala-aapeHepriuer aHTaroHHCTHYEH
eekT TpaORa na GbAE HIBECTHO Ha O(TAIMONOrHHHM XHPYPr NpeH onepauuaTa. [loTeHunanHaTa
N0j13a OT CNUpaHETo Ha andal GrokupayaTa Tepants NpeH oNepaLpa HA KATAPAKTA HE € YCTAHOBEHA
n Tpabpa na 6bae npeLeHeHa CNpsIMO PECKa OT CNMpaHe Ha AHTUNICHXOTHYHATA Teparus.

INeanarpyyna nonyaalus

[MpeaH U3NUCBaHe HA PUCTIEPHOH Ha Aelld MITH FOHOILH ¢ HOBEJEHYCCKH pa3CcTPOHCTBa TpadBa
LEJIOCTHO OLICHABAHE 33 (PH3MKAJIHHA ¥ COLMAHA TIPUYHHH Ha arpeCHBHOTO MOBEJEHHE, KATO
HanpuMep NpHYAHABAHE HA 00JIKA WIH HeCBOTBETCTBAINH HA CPE/IATA HCKAHHA.

I1py Ta3u rpyna TpaOBa BHUMATENHO Ja Ce CJIeqH CeAATHBHHAT eheKT Ha PHCHCPHIOH Mopaau
Bb3IMOKHHTE NOCNEAHLH BEPXY cnocoOHOCTTA 32 yucHe. [IpoMaHaTa Ha BPEMETO HA NpPHIaraHe Ha
PHCTIEPHAOH MOXKE J1a T0A0OPH Bb3JEHCTBHETO HAa CEAAaTHBHOTO CPEACTBO BbPXY BHUMAHHETO HA
JIe11aTa ¥ FOHOLIHTE.

PrcnepHIoH ce cBBP3Ra ChC CPEIHO YBEIIHYSHHE HA TEICCHOTO TEFTIO M HHAEKCA Ha TeNeCHaTa Maca
(HTM). IlpenopbumTtento € Ga20B0 H3MEPBAHE HA TETTIOTO NPEAH NEUYEHHETO H PErYIIAPHOTO MY
MOHHUTOpHpaHe. JIeueHHeTO ¢ PHCTIEPHAOH ¢ TIPOTLKHTENHOCT 10 1 rofMHa He MOKa3Ba HeXeNnaHu
JIEKapCTBEHH PEAKLIMH BEPXY pacTeka M N0A0BOTO ch3pABaHe. [IpOMEHHTE B YECTA MIPH ABJIrOCPOUYHH
€KCTeH3HBHH OTBOPCHH NPOYYBAHHS Ca B PAMKHTE HA HOPMATa, OYaKBaHA 3a Bb3pacTTa. Edexthre
BBLPXY NOJIOBOTO Ch3PABAHE H PBCTA [IPH ABIFOCPOYHO JIGHEHHE C PACTIEPHOH HE Ca ANeKBaTHO
TIPOYUeHH.

IMopanu noreHuManHuTe eheKTH OT MPOABKHTENHATA XHIIEPITPOJAKTHHEMHS BBPXY PacTeka U
MIOROBOTO CRIPABAHE (IPH ASLid M KOHOLIH TpAOBa 1a ce NPABH PelOBHA KIMHHYHE OLICHKA Ha
EHAOKPHHHHA CTATYC, BKIIIOUMTENHO HIMEPBAHE HA PBCT, TEMNO M MONOBO Ch3PABAHE, KOHTPOT Ha
MEHCTPYaLIWATa H IPYTH NOTEHUHANHO CBbP3aHH C MPOIaKTHHA eQeKTH.

PesynTaTute OT €1HO MaJIKO MOCT-MapKETHHIOBO 0BCEPBALIMONHO NPOYYBAHE NMOKA3BAT, Ue
NAUMEHTHTE C €KCIIO3HLMA HA PUCIICPHAOH Ha Bb3pacT Mexay 8 u 16 ronunn ca 6unu cpeaso ¢ 3.0 ao
4,8 cm No-BHCOKH OT Te3M, KOHTO Ca TIONYYHITA IPYTH ATHITHYHK aHTHIICHXOTHYHH JiekapcTa. Tosa
NPOYYBaHE HE € IOCTAThYHO, 34 J1a CE ONPE/IEH /aJTH EKCTIO3MIMATA HA PUCTIEPHIOH HMa HAKAKBO
Bb3ACHCTBHE BLPXY OKOHUYATENTHHA PLCT MPH Bb3PAaCTHH HIIH Ja/IH Pe3yJTATHT C& Ab/KH Ha NPAKOTO
Bb3JCHCTBHE Ha PHCHIEPHIOH BhPXY KOCTHHA PacTexX HITH Ha eexTa Ha CAMOTO OCHOBHO 3ab0JIsBaHe
BbPXY Pacre’ka Ha KOCTHUTE, HIH B Pe3yIITaT Ha No-106bp KOHTPON HA MOLIEKAIIOTO 3abonasane,
KOETO €& I0BENO 0 YECIHYABAHE HA PBCTA.

Tlo Bpeme Ha AeueHHE C PUCTIEPH/ICH PEJOBHO TPAOBA 1a CE CIIE/IH 3a EKCTPANH
CHMITTOMATHKA H APYTH JBHIaTe;1H1 HApyLIeHH.

3a cneundUYHA NPENOPBKH NPH JO3HPOBKA MPH IENA M IOHOLIH BHXTE TOYKa



Cneyua.rmu npe()vnpealcdenwz 3d HAKOU O ROMOUIHUINE GCU{ECTNE

Tabnetkure Toperno Q-Tab cLabpxkar acnaptam.

AcnapTaMbT € H3TOHHHK Ha dennwnanasnH. Toil Moxke 1a HaBpeAH HA MALMEHT C (PEHHIKETOHYPHA
(DKY).

Tora nekapcTeo TpAOBa Na ce U3NON3BA C NIOBUIIEHO BHUMAHHWE TIPH MALHERTH ¢ QEHUTKETOHY PHS.

4.5 BianmojeiicTeHE ¢ APYrH JIeKAPCTBEeHH HPOIYKTH H ZIPYTH GopMH Ea B3aHMOACHCTBHE

DdapMakoJHHAMHUHO-CBBP3aHHE B3aMMOACHCTBHA

Jlexapcmeenu npodykmu, 3a koumo e uzgecmuo, ve yovaxcasam QT-unmepsana

KakTo ¢ Apyry aHTHNCHXOTHUM, BHUMATEHO & OOMHCIIA H3MUCBAHE HA PUCMIEPHIOH C APYTH
JIEKApPCTBEHH NMPOJYKTH, 34 KOMTO Ce 3Hae, 4e yan/kapar QT-uHrepBana, KaTo AHTHAPHTMHLUHM (Hanp.
XUHHIIHH, TU3ONHPAMH/L, IPOKaHHAMHEA, NpoIaQeHOH, AMHOIapOH, COTAON), TPHUMKAHYHEH
AHTHACNPECAHTH (HaNp. AMUTPHITTHIIMH ), TETPALMKIMYHHA aHTHAENPECAHTH (Harp. ManpoTHJTHH),
HAKOH aHTHXHUCTAMHHH, APYTH aHTHIICHXOTHUH, HIKOH AHTHMATAPHHHM JiekapcTea (Hanp. XHHHH H
Me(pJIOKHH) M € IeKapCcTBa, KOWTO MPHYMHABAT CICKTPOSTHTEH AuchanaHc (XHNoKaideMua,
XHMIIOMarHe3HeMHs) Wix GpajvKkap/ius WiK TAKHBA, KOUTO MHXUOUPAT YepHOAPOOHHA MeTaboNH3bM
HA PHCMEPHAOH. TO3M CIHCBK € IPUMEPEH, a He H3YepMaTeseH.

Henmpanno-oeticmaawyu Aexapcnieenu NpOOYKIMU 1 GRKOX0A

Pucnepnnos TpabBa na ce ynorpebaea ¢ noOBHIEHO BHUMAHKE NPH KOMOHHALIHA ¢ NPYTH
LeHTpaTHoAcHCTBALUM BeIecTRa, 0CO0DeHO BKIFOUBALIM ATTKOXONA, ONUATH, AHTHXHCTAMHHOBH H
OeHz01HA3ENMHE MOpaaK NOBHILEHH PHCK OT CEIHUpPAHE.

Jesodona u donamunosu azonucmu

PucnepuaoH Moske A3 aHTaroHu3upa e)eKTa Ha IEBOA0MA M Ha IPYTH AOTIAMUHOBH arOHHCTH. AKO
Ta3H KOMOWHaLMA ce cunTa 3a HeoGxoauMa, ocobeHo NpH KpaeH cTaauii Ha Gonect Ha Parkinson,
TpaOBa Ja ce M3nulIe Hali-HUCKATa eQeKTHBHA J103a.

Hexapcmeenu npodyxmu ¢ xunomensusen egexm
KIHHHYHO 3HAYHMA XHITOTOHKA ¢e Halai01aBa B IOCTMAPKETHHIOBHA TIEPHO TIPH €IHOBPEMEHHO
npmarane Ha pHCl’IepHIlOH C AaHTUXHNEPTCH3UBHO JICYCHHE.

Hanunepudon

Ennospemennarta ynorpeba Ha nepopaicH pUCNEPH/IOH ¢ NAIMNEPHIOH HE Ce MPenopbYBa, Thi KaTo
NANMIIEPH/IOH € aKTHBEH MeTabOMUT Ha PUCTIEPHIOH M KOMOHHALMATA OT ABCTE MOXE [1a A0Bee 10
4[HTHBHA €KCTIO3HLIMA HA AKTHBHATA aHTHNICHXOTHYHA dpaKiMs.

Hcuxocmumyranmu
KombuHHpaHaTta ynorpeba Ha MCHXOCTUMYJIAHTH (HATIpUMED METHNEHHIAT) ¢ PHCIIEPHIOH MOXKE 18
JIOBEAE 10 EKCTPANHPAMK/IHH CHMITTOMHM IIPH NPOMSIHA HA €4HO WK U ABeTe JeHeHHA (BkK. Touka 4.4).

(DaEMaKOKHHe'-IHO CEBP3aHH B3aUMOJCHCTBHA

XpaHara He BiHse Ha abcopOLMATA HA PHCTIEPHIOH.

Pucnpuzos ce merabonusxpa rnagHo upe3 CYP2D6 n B no-manka crened ype3 CYP3A4. Kakro
PHCTIEPH/IOH, TAKA H HETOBHAT AKTHBESH METabONHT 9-XHIPOKCUPHCTIEPHIOH ca cyOeTparH Ha P-
rnaxonpoTenH (P-gp). Bewectea, kouro npomensaT aktieHocTTa Ha CYP2D6 win ge
HHXHOMpaLM WK WHAYIMpaluy axtusHocTTa Ha CYP3A4 wiwin P-gp, Morar aa no Qg_ﬂi‘"
(hapMaKOKHHETHKATA HA AKTHBHATA AHTHIICHXOTHYHA (paKLHA HA PHCIISPHIIOH. )

Mownu unxubumopu na CYP2D6



EfHOBpEMEHHOTO NPHIOKEHUE HA PHCNIEPHIOH ¢ MOIIHH HHxHOuTOpy Ha CYP2D6 MOXKe Aa yBETHUYH
MNA3MEHHATE KOHLEHTPALMK HAa PHCNEPUACH, HO B MO-MA/Ka CTEleH Ha akTHBHATA AHTHICHXOTHYUHA
¢pakuysa. [o-BucokHuTe 203H HA MouteH HHXUGHTOp Ha CYP2D6 Morar na moBHILAT KOHUEHTPALIHHTE
HA AKTHBHATA AHTHICUXOTHYHA (paKLKs HAa pHCNEPUACH (HANPHMEP NAPOKCETHH, BXK. N0-101y).
Ouakea ce, ye Apyrn CYP 2D6 uuxuburopu, Karo XMHHAHH, MOraT Aa MOBAHAAT ILTA3MCHHTE
KOHUEHTpalMH HA pUCnepHaoH no mogoded nayud. Koraro ce 3anodpa WM npeyCcTaHOBABA
€/THOBPEMCHHHAT [IPHEM HA MAPOKCETHH, XHHHAHH WM APYr MALICH HHxHOuTOp Ha CYP2D6,
0cofeHO MPU Mo-BHCOKK A03H, JIEKApAT TpAOBA Ja MPEOLCHH J103aTa HA PUCTIEPHACH.

CYP3A44 wunu P-gp unxubumopu

EnnHoBpeMeHHOTO NPHIIOIKEHHE HA PHCTIEPHAOH C MoweH HHxuOuTop Ha CYP3 A4 w/unu P-gp morar
3HAYMTESIHO 2 MOBHLIH NVIA3MEHHTE KOHLCHTPALMH HA AKTHBHATA AHTHIICHXOTHYHA (PaKIMg Ha
pucnepuaoH. KoraTo ce 3anousa HiId NpeycTAHOBABA IPHEMA HA HTPAKOHA3O0M WIH JPYT CHIICH
CYP3A4 w/unu P-gp unxuburop, nexapar Tpadea Aa NpeoLeHH 203aTa HA PUCTIEPHACH.

CYP3A44 wuau P-gp unoyxmopu

EHOBPEMEHHOTO MPHIOKEHHE Ha PHCTIEPUIOH ¢ MoileH HaykTop Ha CYP3A4 w/nnn P-gp moxe na
HAMAITH TJIA3MEHHTE KOHUESHTPAUMK HA AKTHBHATA aHTUTICUXOTHYHA dpakums Ha pHeniepuaoH. Korato
Ce 3ano4Ba WIH NMpeycTaHOBABA CHITBTCTRALIA TEParnuA ¢ KapbaMa3enuH WiIH ¢ APYT MOLIEH HHIYKTOP
aHa CYP3A4 wunu P-gp, nekapar tpsa0ea na npeoueHs 103MpaHeTo Ha pucniepHaoH. HaaykTopure Ha
CYP3 A4 nposiesaear eexta cH OTN0XkEHO BB OpeMETO H MOJXKE 2 OTHEME NOHE 2 CEIMHLIM, 34 J1a ¢¢
MOCTHIHE MakcHManeH eekT el 3anodpaneto. OOpaTHO, NpH NPEYCTAHOBABAHE HA JISYEHHETO,
MOYKe [1a OTHEMe TIOHE 2 CeMHIH 3a HaManaBaHe Ha WHaylppaHeto Ha CYP3A4.

Jlexapcmeenu npodyxmu ¢ GUCOK ROMEHYUAT HA CEHDIBAHE C NAAIMEHUNIE RPOMEUNHY

KoraTo pHcnepnaoH ce npHeMa eHOBPEMEHHO ¢ JIEKAPCTBEHH POTYKTH, KOWUTO Ceé CBBpP3BAT BhB
BHCOKa CTeNeH ¢ NMIa3MEeHHTE NPOTEHHH, He ¢a HabmioaBaHK KIIHHHYHO 3HAUHMO H3IMECTBaHe Ha
HAKOH OT IeKAPCTBEHHTE MPOAYKTH OT NJTA3MEHHTE MPOTEHHH.

KoraTo ce H3non3sa €HOBPEMEHHO MpUIIOKeHHe, TpAOBA la ce MOThpcH HHGpOPMALIMA OTHOCHO
HayHHa HabHoTpaHcOMalHA M Bb3MOXKHATA HY/a OT aJalITHPaHe Ha [03aTa.

TMeanarpyuna nomynauMs

[Mpoyusanuns Ha B3aHMOCHCTBHATA Ca MPOBEKAAHH CAMO IPH Bb3PACTHH. 3HAUEHHETO Ha
PE3YJITATHTE OT Te3H IPOYYBAHUA NPH NEAHATPHUHH NMALHEHTH HE € H3BECTHO.

KomOunupanara ynorpeba Ha ncHxocTHMYNaHTH (Hanp. MeTHI(eHHaaT) C PUCTIEPHAOH TIPH ACLa 1
IOHOWIH He MPOoMeHA $papMaKkOKHHETHKATA H eUKACHOCTTA HAa PHCTIEPHIOH.

IIpumepu

ITpHMepH 3a JleKapcTsa, KOHTO HOTEHUNANHO MOFaT A3 B3aHMO/IeHCTBAT HIH 33 KOHTO € MOKa3aHo, 4e
He B3aHMOJIeHCTBAT ¢ PACTIEPH/IOH, ca H3OpOSHH NIO-10ITY:

Edexr na r'd JeKapCcTBEHH NPOAYKTH BhPX apMAKOKHHETHKATa Hd PHCIIE OH

AHTHOMOTHLH:

- Epurpomunun, ymepeH HHXHOHTOp Ha CYP3 A4 n uuxuburop va P-gp, He NpoMeHs
(apMaKOKHHETUKATA HA PUCTIEPHIOH U aKTHBHATA AHTHIICHXOTHYHA (PaKLL.

- Pudamnuuun, momeH uaykrop Ha CYP3A4 n vuaykTop Ha P-gp, noHHxkaBa IU1a3MEHHTE
KOHLIEHTPALIMA HA aKTHBHATA aHTHICHXOTHYHA (DpaKLius.

AHTHXONIHHECTEPA3H;




- JioHenesun U ranaHTaMHHBT, cybcTparnte kakto Ha CYP2D6, Taka u Ha CYP3 A4, He okassar
KJIHHHYHO 3HAYKUM eeKT BhpXY (hapMakOKHHETHKATA HA PHCIICPHIOH M AKTHBHATA
AHTHIICHXOTHYHA (GpaKuua.

AHTHENMWIENITHLM:

- Kapbamazenus, momen nunyxtop Ha CYP3A4 w HHAyKTOp Ha P-gp, NOHKXaBa NIa3MEHHTE
KOHLIEHTpALMK HA AKTHBHATA AHTHIICHXOTHYHA (pakums Ha prcrepuaoH. [Tonobnn edexru
Morar ga ce Habmoaasar ¢ Hanp. GEHUTOHH H eHobapOHTaN, KOHTO CBINO HHAYLIMpAT
yepHoapoOHus eH3um Ha CYP 3A4, kakto v P-rnukonporens.

- Tonupamar craGo pexyipa GHOHATHYHOCTTA HA PHCMICPHIOH, HO HE H HA aKTUBHATa
AHTHIICHXOTHYHA Ppakimns. 3aTOBA € MAIKO BEPOATHO TOBA B3aUMOJCHCTEHE 12 HMA KIIHHHYHO
3HaYeHue.

IMporHeoTrEOHYHH cpeicTBa:

- Hrpakounason, motueH unxuburop Ha CYP3A4 n unxuburop na P-gp, npu no3a or 200 mg/nen
MOBMILH MIa3MCHHTE KOHLEHTPALHK HA AKTHBHATA aHTHICHXOTHYHA (pakuusa ¢ okono 70%
FIPH A03H HA PUCTIEPHICH OT 2 ng Ao 8 mg/aeH.

- Kerokouazon, motex waxuburop va CYP3A4 u unxuburop Ha P-gp, npH 103a ot 200 mg/nen
NOBHIIABA [U1A3MEHHTE KOHLEHTPALMH HAa PHCIIEPHACH M HAMANABRA NA3MEHHTe KOHUEGHTPALHH
Ha 9-XUIPOKCUPHCIEPHAOH.

AHTHIICHXOTHIIH:
- (DeHOTHA3HHKUTE MOTAT Ja NOBHLIAT IU1a3MEHHTE KOHLIEHTPALMK Ha PHCTIEPHIOH, HO HE H Te3n
Ha aKTMBHATA aHTHIICHXOTHYHA (paKuns.

AHTHBHPYCHH!

- INpoTeazHy HHXHOUTOPH: HAMA OPHIIMATHH TAHHH OT MPOYUYBAHETO; ThHi KATO PHTOHABHD €
MouweH HHXHOuTOp Ha CYP3 A4 1 ciialb vuxuGurop na CYP2D6, pHTOHABHD B CTHMYTTHPAHUTE
OT PUTOHABHMP NPOTEA3ZHUTE HHXHOUTOPH MOTEHIMATHO NOBHINABAT KOHLIEHTPALIMHTE Ha
AKTHBHATA aHTHNCHXOTHYHA (pakums Ha PHCOEPHIOH.

beta-6nokepu:
- Hsikon Geta-6nokepn MOTAT /1a MIOBHLIAT [U1A3MEHHTE KOHLIGHTPALMK HA PHCTIIEPHAOH, HO HE H
Te3W HA AKTHBHATA aHTHIICUXOTHYHA QpaKLma.

brokepH Ha KanileBHTE KAHAIH:
- Bepanamu, ymeped unxuburop Ha CYP3A4 u unxubnrop sHa P-gp, nopuiiaBa riazsMeHara
KOHLEHTPALUHA HA PHCTIEPH/IOH H HAa aKTHBHATA AHTHNCUXOTHYHA (paKums.

JlexkapcTBeHH MPOTYKTH 33 CTOMAIIHO-YPEBHHA TPAKT

- H2-peuenTopuu aHTArOHUCTH: UHMETHAWH H PAHHTHAMH, W ABaTa cnaby HHXROMTOpH Ha
CYP2D6 n CYP3A4, nosuiasat OMOHATHYHOCTTA HA PHCIIEPH/OH, KaTO MOBHILIABAT B
He3HAYMTENIHA CTEMCH TA3M HA AKTHBHATA AHTHNCHXOTHYHA (hpaKLus.

SSRI 1 TPHUMKNHYHH AHTHACIIPECAHTH:

- OayokceTHH, MOWEH HHXUOUTOp Ha CYP2D6, noBuMinasa rnna3MeHaTa KOHLEHTPALHA Ha
PHCIEPHIOH, HO B MO-MajiKa CTeNeH Ha AKTHBHATA AHTHIICHXOTHYHA (paKuHs.

- ITapoxceTuasT, MoteH HHxHOUTOp Ha CYP2D6, nopHiIaBa MU1a3MEHHTE KOHLCHTPALMH HA
PHCNEPHAOH, HO TIPH A03H 10 20 mg/neH, B No-ManKa CTeneH aKTHBHATA AHTHIICHXOTHMHA
¢pakis. [To-BUCOKHTE NO3H NAPOKCeTHH pdade MOraT 1a NOBHLIAT KOHLEHTPA
AKTHBHATA AHTHNCHXOTHYHA (paKLHA Ha PUCIEPHIOH.

- TpHUMKTHYHHTE aHTHAEPECAHTH MOr'aT [1a [IOBHIIAT IJIa3MEHHTE KOHLEH
PHCIEPHAOH, HO HE H TE3H HA AKTHBHATA AHTHICHXOTHYHA (DpaKkLHA. AM
nosauaBa (JapMakOKHHETHKATA HA PUCTIEPH/IOH WAK HA AKTHBHATA AHTUI




- Ceprpanun, cnab nuxuburop va CYP2D6 1 daysokcamun, cnab uuxuburop Ha CYP3A4, npu
Ao3H o 100 mg/ aeH He ce ACOLMHpAT C KIIMHHYHO 3HAYHMH [TPOMEHH B KOHLICHTPALHUTE Ha
aKTHBHATA AHTUNCUXOTHYHA (PpakLma HA pHcriepHIoH. Bee nak, 103H 110-BHCOKH OT
100 mg/nen ceprpanun iy ¢IyBOKCAMHH MOTAT J1a MOBMINAT KOHUEHTPALIHMTE HA AKTHBHATA
AHTHNCHXOTHYHA QPAKLUA Ha PUCTIEPUIOH.

EQeKT Ha pHCIEpHAOH BBEDXY thapMaKOKHHETHKAaTa Ha JIPYTH JICKAPCTBEHU NpOAYKTH

AHTHEMHAENTHLIH:

- PHcnepunion He nokaspa KIMHHYHO 3Ha4HM edeKT BbPXY (PapMAKOKHHETHKATA HA BANMpoar
HAH TONMpaMar.

AHTHICHXOTHLH:

- Apununpazon, cy6erpar na CYP2D6 n CYP3A4: Tabnerknre HIH HHXEKLIHOHHHTE pa3sTBOPH
C PHCTICPHAOH He NOBNMABAT (hapMaKOKHHETHKATa Ha APHNHINPA30/] H HErOBHA AKTHBEH
MeTabO0IIHT, AEXHAPOAPUTIHNIPA3OT.

JIMrHTanuCOBH TITHKO3HIN:

- Pucnepunos He nokassa KIHHHYHO 3Ha4uM edekT BbpXy (PapMaKkOKMHETHKATA Ha AHTOKCHH.

Jurnii:

- Pucniepunon He nokasea KIMHHYHO 3HAYHM eieKT BEPXY HapMAKOKHHETHKATA HA JMTHH.

EanospeMeHHa ynotpeta Ha pucnepHaoH ¢ ¢hypo3eMHI

- BukTe TouKa 4.4 OTHOCHO MOBHLIEHATA CMBPTHOCT MPH NIALMEHTH B CTAPYECKA BB3PacT C
JeMEHIHA, MPHeMaIllH eAHOBPEMEHHO YpO3eMHI.

4.6 DepTRIATET, OPEMEHHOCT H KbpMEHE

bpemeHHoCcT

Hsama nocTaTbuHo JaHHH 3a ynoTpebarta Ha pucnepHaoH npy OpeMeHHH JKeHH. PHCiepuaoH He €
TEPATOTEHEH MPH NPOYYBAHUS C XKHBOTHH, HO ¢a HaOMOaBaHH PYTH BHIOBE TOKCHYHOCT BBPXY
pPENpOAYKTHBHATA cHcTeMa (BK, TouKa 5.3). [ToTeHUHATHHAT pHCK [IPH XOPa He € H3BECTEH.
HoBopoeHnTe ¢ €KCIO3HLHAA HAa AaHTHIICHXOTHUM (BICTIOYMTEJTHO PHCTIEPHIOH) MO BPEME Ha TPeTHA
TPUMECTEP Ha OPEeMEHHOCTTa, ¢a H3TOKEHH HA PUCK OT HEKEIAHH PEAaKLMH, BKIIKOYHTCIHO
eKCTPaNHpaMUIHH W/UIIH CHMITTOMH Ha OTHEMAHETO, KOMTO MOTaT Aa BapHpaT 0 TEXECT U
OpoAB/GKHTEHOCT CJICA PaXKIAaHCTO. Hma C'bO6[I.leHHSl 3a B'b36y£[a, XHICPTOHHA, XHIIOTOHHA, TPEMOP,
CBH/IHBOCT, PECIMPATOPEH AXCTPEC HIH HAPYLIEHO XpaHocMHnaHe, ClIeIoBaTeIHO, HOBOPOAEHHTE
Tpabea na ce HabmonaraT BHUMATE/THO,

Creposarenno Topenno Q-Tab e Tpaba na ce H3nom3Ba npu OPeMEHHOCT, OCBEH B CTyvyaid Ha
KaTeropuvHa HeoOxoanmoct. Ako € HeoOXoauMo na Ob/ie CpAH 10 BpeMe Ha OpeMEHHOCTTA, TOBA He
TpaGRa N2 CTaRa M3BEIHBH.

KnpMene

Ilpy NpOy4BaHHA ¢ AKHBOTHH € YCTAHOBEHO, Y€ PUCIICPHUIOH H 9-XHAPOKCH-PHC
MJHKOTO. YCTAHOBEHO €, 4e PHCTIEPHIOH H 9-XHIPOKCH-PHCIIEPHIOH C€ OTIeN
KONH4eCTBAa. HAMa HANHYHK 1aHHM 32 HEXKENaHH peakuMH NpH kbpmauera. C
KBLPMEHETO € NO-TONAMA B CPABHEHHE C NMOTEHLMANHHS PHCK 3a JCTETO.



Deprunarer

Kaxro npu Apyru fiexapcTBa, AHTArOHMCTH Ha AoNaMHHOBMTE D2 penenTopH, pucIiepHIOH MOBKIIARA
HHBOTO Ha NMPONAKTHH. XHNEPNPONaKTHHEMHATA MOXE Ja NOTHCHE IOHAJOTPOITHH-0CBOBOKIABALIHS
xopmoH (GnRH) ot xunoTanamyca, K0eT0 BOAH A0 TIOHWXABAHE HA CEKPEIMATA HA FOHAJOTPOIHH OT

xunoduzara. Toa, 0T CBOA CTpaHa, MOXeE /2 OTHCHE PEMPOAYKTHBHATA (hyHKIMS Upe3 HAPYITABAHe

Ha FOHAJAJIHATA CTEPOHAOTEHE3a MPH NALHEHTH OT KEHCKH H MBXXKH T10J1.

B HeRIMHHYHNATE NpoyuBaHHs He ca HaGMIOAABAHH 3HAYHMH ePeKTH.
4.7 E¢exr upxy cnocobnocTTa 32 modupane 1 paGora ¢ MAMBAE

Topenno Q-Tab noenussa B Manka HiIM yMepeHa cTeneH CrnocobHOCTTa 3a ImodHpaHe U pabora ¢
MAIlHHA NOPaJH MOTEHIHATHHA ¢(eKT BLPXy HEPBHATA CHCTEMA H BBPXY 3peHMeTo (BXK. Touka 4.8).
CneposarenHo naipeHTHTe TPAGEA Aa GHAAT CHLBETBAHH Jia He MOdHPaT | 13 He paboTAT ¢ MAIIHHH,
AOKATO HE CTAHE W3BECTHA TAXHATA HHAMBHITYATHA TYBCTBHTEIHOCT KbM JIEKAPCTBOTO.

4.8 Hexenaun J1ekapcTBeHH PeAKNEHE

Haii-uecto cwvobmapanuTe Hexkenany nexapereenn peakuun (HIIP) (pasnpocTpanenHte > 10%) ca:
MapKHHCOHH3BM, CeMpaHe/COMHOJIEHTHOCT, rnaBofomue H Ge3chHUe.

HexxenaHuTe ieKapcTBEHH peakiyy, KOHTO H3TIEXK/A Ia €4 1030-3aBHCHMH, BKTIOUBAT
NAPKHHCOHHM3BM H aKATH3HA.

Ilo-nony cneapar sewaku HITP, 3a xouTo ce cho0INABa B KAHHHYHETE NPOYIBAHHA H B
NOCTMAPKETHHTOBHA MEPHON NIPH YNIoTpeba Ha PUCNIEPHACH, KATO KATENOPHHTE TI0 YECTOTA Ca
M34HCIIeHH Ha 6a3a KTHAHYIHHTE wanuTeanus., [IpUiarat ce ceIHATE TEPMHHH 3d YECTOTATA: MHOTO
decT (> 1/10), wectn (= 1/100 no < 1/10), veuectn (> 1/1000 o < 1/100), pexn (= 1/10 000 go <
1/1 000), muoro pemxu (< 1/10 000), ¢ Hem3BecTHA HecTOTa (MECTOTATA HE MOKeE Jia Ob/ie OnpeacieHa
OT HATHYHHTE JIAHHH).

B Pa&MKHTC Ha BCAKO I'PYTIHPAHE B 3aBHCHMOCT OT YECTOTATA HEKEAHUTE JICKAPCTBCHH PCAKIIHA CC
mﬁpoana'r B HH3XOAAI peX N0 OTHOLIEHHE HA TAXHATA CEPHO3ZHOCT.

E;ICTCMHO—OPI‘&I{GH Hexenana lexapecTBeHa peakiing
B¢ YecToTa
Mnuore ¢ Muoro |C men3BecTHa
MEeCTH Yectn Heuectn Peaxu peaKH YeCTOTa
Hrbexyuu u ITHEBMOHNA, HH(EKHH Ha  [MHpeKuus
erpecmayuu OPOHXHT,  |THXATEIHHUA

$eKLMH Ha[TpaKT, LHCTHT,
pPHHATE HHGEKITAH Ha
ATCNHA  [OYATE, TOH3HIIHT,

THINA, OHHXOMHKO3A,
HHY3NT, LETyIHT

(heKIMH HafIOKATAZHpPAHH

KOYHHTE hexmim,

THINZ, HpYCHH

peximH Ha MHPeruny,

OTO, TPHT [AKAPOAEPMATHT




Hapyuienus na HEYTPOMEHHA,  [ArpaHYJIONMTO32
kpbama u Aumgnama moHmKeH Opoii
cucmema MEBKOLMTH,
mpoMOOLMTO-
TEeHHS, aHEM A,
TOHHKEH
XEMATOKPUT,
moenLIeH Bpoii
e03UHODIIH
Hapyuenus na CBPLXYYBCTBH- [aHadunakTHYHA
HMYHHAmMA cucmema [reNIHOCT CaKLHA
Hapyuenun na XUnepnpo- HECLOTBETCTBALLIA
lerdokpurHama MaKTHHEMHA * CeKpeLM Ha
CHcmemMa AHTHAHYPETHICH
XOPMOH, TIHOKO3a
[e ypHHATA
\Hapyiuenus na MOBHIIABAHE BaxapeH 1uaber”,[Boana imHabeTHa
imemabonuimMa u Ha TECHOTO, [XHOCPLIMKEMHUS, MHTOKCHKaUHA®, [Kerto-
XDAHEHCING MOBMIWIEH  [MOJHAMMCHA,  [XMIOTITHKEMHH, HA03a
HETHT, MOHHXABAHE HA [XHNEPHHCY/IHH-
HaManeH TernTo, eMiL°, TIOBMILEHHE
@meTuT HOpEKCHA, Ha
OBHIIEHO HUBO [TPHIAHLEPHIUTE B
a X0JIeCTEpPOI B [KPBBTa
bETA 'KP
Hcuxuynu napywenus oeacbine®  [HapyweHHe MaHu, ATATOHHSA,
Ha CHHA, CTOAHHE Ha OMHAMOYNHIBM,
BB30yna, BPKAHOCT, PAHHTENHH
nenpecHs, OOTHCHATO azcTpolicTa
TPEBOXKHOCT HOWA0, BBP3aHH CBC
epPBHOCT, HA,
OLLIMAapH HTBMEHA
YBCTBHTEIHOCT,
HOprasMus
Hapvuienhuna na ceanpane /  |[akaruzmad, Ha EeBpPOJICNITHYEH
HepeHama cucmema  [COMHo- npcronns®,  |[TMCkMEEINA, ANHCHEH
IIEHTHOCT,  [CBETOBBPTEK,UcpeOpaiiHa HHIPOM,
apKHH- IMCKMHEIHAY, MCXEMHS, TUNCA MO3LYHOCHI0BO
couuzeM Y,  [Tpemop a peaklia KbM YBpEX/aHe,
TrmaBobonye THMYIH, 3ary6a [nHaGeTHa KOMa,
a chiHaHME,  [THTyDauua
OATHCHATO {Tpemop) Ha
HBO Ha rnasata
BIHAHHE, ChPU”,
HHKOTI,
CHXOMOTOPHA
HIIEp-
HUBHOCT,
apyleHUE Ha
aBHOBECHETO,
apyLIEHa
0OpIHHALHA,
oCTypajeH
BETOBBPTEX,
apyLIEHHE Ha
HHMaHHETO,
H3apTpHA,
Hcreysus,
HIIOECTE3 N,
apecTesns




Hapyuienus Ha ouume baMbmeHo horopobus, TAYKOMa,
BpeHHE, CYXO OKO, ApyLIEHO
KOHIOHKTHEH [FOBHLIEHO BHXEHME Ha
u CBIZOOTACHAHE, |OYMTE, BBPTENNBY
OYHA XMIIepeMHs [IBHKCHHUS Ha
uymTe, 00pasysaHe
a KOPHYKA 10
AUILATA HA
enatHTe,
CHHIPOM Ha
MANKaTa 3¢HHLA
(MHONIEpaTHBEH ),
\Hapyuenun Ha yxomo [BEPTHIO,
u Aabupuima THHHTYC, DOITKa
B YIIHTE
(Cepoeunn napyuienus TAXHKAPAMA [IPEACHPAHO CHHYCOBA apHTMHMA
KICHE,
TPHOBEHTPUKY.JI
peH OJIoK,
POBOJIHH
apyILeHus,
obeioked QT-
HTEpBAI Ha
KT,
palHKapOHs,
ATOJIOrHYHH
AXOIKH B
KI'mannmuraunu
(Co008u HAPYWEHUA IXHIIEPTOHHA [XMNIOTOHHA, Henoapoben
pTocTaTHYHAa  EMOOIH3BM,
UMOTOHHA, BEHO3EH
HepBABAHE rpomboemboma-
BbM
Pechupamop-nu, ITHCTIHEA, MHPALKOHHA CHHIPOM Ha anHes
PPo0HY U 00Nk BLB HEBMOHHS, [0 BPEME Ha CbH,
Meduacmunan-nu ipapuskca u  BenogpodeH XHIIEPBEHTHIIALHA
Hapyitienus napuHKca, ACTOMH,
LILTHIIA, OHIECTHA Ha
NHCTAKCHC, |[AMXATCNHHTE
OCHA ITHFTHILA,
OHIECTHA  [XpUIOBE,
CBHPEHE B
bpOHTE,
nuchoHHus,
HapyLIeHHA Ha
AMIGAHETO
Cmomauino-upesHu Gorka B thexanHa [TaHKPEATHT, [neyc
Hapyuienus opeMa, MHKOHTHHEHIIHA, HPEBHA
TOMAIECH  fpeKanom, 00CTPYKLHS, OTOK
UckoMQOPT, TACTPOEHTEPHT, [HaA ¢3Mka, XEHITHT
OBpbLUAHE, |[TAChArns,
ajicHe, METEOPHIBM
anex,
HApHA,
CTENCHA,
YX0Ta B
cTaTa,
Hobon




LM KBTI,
lyrofneMaBaHe Ha
IrspamTe,
rajlakTopes

\Hapyuwenwt na 0bpHB, UKapH, lexapcTBeH oﬁpﬂB,IaHmoeﬂeM CHHAPOM Ha
Koxcama u epHTEMA PYPHTYC, TLPXOT Stevens-
INOOKONCHAMA MBKAH OnELHA, Johnson,
XUIEPKEPATO3A, TOKCHYHA
eK3eMa, Cyxa e THACpMaNHa
fiOMKa, HeKponH3a®
TeAMFMEHTHPaHE
Ha KOWKATa, aKHE,
cebopeeH
[EPMATHT,
OMHU
apylIeHN,
€3HM Ha KOMaTa
\Hapyutenua Ha MYCKYJTHH OBHILIEHNE HA  paDAOMBONHIA
MY CKYAHO- CHa3MH, eaTHHPpochox
lCKenemHama cucmema MYCKY/IHO-  |MHa3aTa B
# CheduHUmeTHAma CKENIETHH BETA,
TeKGH OonkH, Honka HapymeHue Ha
B repba, olikaTa Ha
ApTpanrus  [TAI0TO,
KOBAHOCT Ha
ABUTE, OTOK HA
aBuTE,
YCKYyJIHA
naboct, Gonka
B BpaTa
Hapyuwenua na HHKOHTHHEH- [NONaKKyDHA,
Gubpeyume u LA HA BafBPKAHE HA
ruKoUHImME Hbma ypHHATA, ypHHATA,
NH3ypHA
C’bCIHOﬂHHH, CabI3AHU ICHHAPOM Ha
lc bpemennocmma, OTHEMaHe NMpH
podoeus u HOBOPOAECHOTO®
lcredpodosus nepuoo
Hapyuwenus na ePEKTHIHA IMPYATIH3LM °,
eb3NpouzEOOUMEnHAm MHCYHKIMA,  BaKbCHEHHE B
a cucmeMa u zepoama HAPYIIEHHA HA |[MEHCTPYAITHHA




Obwyn napyuienus u oTox, OTOK Ha JAHLETO, XHMOTEpMHUA, a‘

ecf_aer(mu HA MACIOmo [MHPEKCHA, CTYACHH TPDBIIKH, [TOHAKEHA TCICCH
Fa npwIoNCenue b0osIKa B MOBHIIEHA TeMITeparypa,
BpIATE, TenecHa CTyIeHH
ACTEHHA, TeMnepaTypa, alffHHLH,
ymopa, GonkaHapyimienne Ha  ROCTHHEHTEH
MOXOAKATA, CHHIAPOM,
bKarna, HHIypaLHa®

nuckomopT B
rpBIHUA KON,
00O
HEPAZMONOKECHHE
L, aOHOPMHH
[yCelIanms,
mrckoMpopT

Xenamo-6uruapru MOBHIIABAHE HA DKBJITEHULA
Hapyuenun TpAHCAMHHAZUTE,
MOBUILIABAHE HA
rama-
CITYTAMAITPaHC)
epa-3ara,
MOBHILIABAHE Ha
MEpHOIPOGHHTE
EHINMH

Hapanaeanus, nanaHe bonka no BpeMe
lompasanul u Ha HHTEPBEHIHA
VCAONCHEHNUA,
CLIHUKHATH 8
pesyamam Ha
UHEPECBEHY U

 XunepnponakTHHEMH B HAKOH CTy4YaHd MOjke Ja JOBeae A0 MHeKOMACTHA, HapylIEHHA Ha
MEHCTPYaLHATS, AMEHOpEd, JTHNCA Ha OBYNauus, ranakropes, QepTIIHM HaPYLICHHI, HAMAICHO
MHOKIO, epeKTHITHA AHCYHKLHA.

® IMpu naue6o-KOHTPOIHpall NpOy4BAHHS HMa CHOOIMEHN 3a 3axapeH auaber npu 0,18% ot
NHUATa, JICKYBaHH C PHCTIEPHIOH, B cpaBHeHue ¢ 0,11% npu mianebo rpynara. O6ara 4ectoTta OT
BCHYKH KITHHHYHH HW3nuTBaHUs € 61na 0,43% npH BCHUKH cyOeKTH, IEKYBAHH C PHCIICPHIOH.

¢ He ca sabnmonaraHH NpH KIHHHYHH POYYBAHHA ¢ PUCIEPHIOH, 4 [IPH MOCTMAPKETHHIOBATA
ynotpeba Ha pHCNEPHIOH.

4 Moske /12 BB3HHKHAT eKCTPAMMPaMHIHY HAPYUISHHA: HAPKHHACOHU3HLM (XHITEPCANHBALIMA,
MYCKYIHO-CKEJIETHA CKOBAHOCT, IAPKHHCOHH3bM, JIMFABEHE, CHHIPOM Ha 3664aTOTO KONIENo,
OpanHKKHe3us, XHIOKHHE3HA, MACKOBH/IHO JIHLIE, MYCKYTHA CKOBAHOCT, AKHHE3HA, BpaTHa
PUTHIHOCT, MYCKYJIHA PUTHAHOCT, TIAPKUHCOHOBA MOXOJIKA, HapyLIeH rnabenaped pedeke u
NapKHHCOHOB TPEMOD B IOKOH ), AKaTHIHA (aKaTH3ud, 6e3n0K0HCTBO, XHICPKHHEZHA H CHHIPOM HA
HECHOKOHHHA KPaK), TPeMOp, NHCKHHE3INS, (IMCKHHE3UA, MYCKYJIHH MOTPENBaHHA, XOPE0aTeTo3a,
4TET03a H MHOK/IOHYC), AHCTOHKA. J\MCTOHRATA BKIIOUBA AHCTOHUA, XMIEPTOHHA, TOPTHKOIIMC,
HEBOJICBM MYCKYJIHH KOHTPaKLIMH, KOHTPaKTypa Ha MyCKynuTe, OnedapocnazeMm, OKYNOTHPALIHA,
Napain3a Ha e3HKa, IHUEBH CTIa3MHM, JJAPHHTOCTIAZEM, MHOTOHMA, OMKCTOTOHYC, OpodapHHreancH
Cra3bM, IUIEBPOTOTOHYC, CMAa3bM HA €3HKA H YeII0CTHA CKOBaHOCT. Tpadea na ce orbenexy, ue ca
BK/IIOYEHH LIHPOK CHEKTHP OT CHMITOMH, HO HE € HCOOXOAMMO TE€ Ja MMAT EKCTpaHpaMHACH
npou3xo/l. UACOMHHATA BIIIOYBA: HA4alHa HHCOMHHSA, HOLIHO chOy#aane. ['bpuoBeTe BKIIOUBAT:
TOHHYHO-KIOHHYEH I'bpu. MeHCTPYA/IHH HapYLIeHH BKIIOUBAT: HEPEAOBEH MEHCTPYANCH LMK DI,
onuromeHypes. OTOKBT BKIIOUBA: T¢HEPAAH3HPAH OTOK, TIEpH(EPEH OTOK, TECTOBAT OTOK.

HexenaHyre peakiyy ¢ neKapcTea, ChAbPKAIIH NATHNEPH/I0H
[lanunepraos € aKTHBHUAT MeTabOHT HA PHCTICPHACH, NOPA/IH KOETO NipodH

PEaKiiiH Ha TC3H CheIHHCHHA (BK.]'HO‘-IHTGJ'IHO A 32 NEPOPANTHHUTE H HEDKEKIHO
CBbP3aHH. B nonwnHeHne kbm ropenoCOYCHUTE HEXKECIIAHH PEAKIIHH Ca chob



HEXKENaHH peakuus, HaOMonaganu Npu ynoTpebata Ha NATHNEPHAOH U KOHTO MoraT aa Obaat
OYaKBaHH U NIPH ynoTpedarTa Ha pUCIEPHICH.

ChpaevHH HAPYIWICHAN: CHHIPOM HA NOCTYPAIIHATA OPTOCTATHYHA TAXHKAPIHA
Egexmu na xaaca

KaxTo ¥ ¢ BCHYKH APYIrH aHTUNCHXOTHIIM, B MHOTO PeJIKH Cly4aH B IOCTMapKETHHIOBHA NEPHOA ce
cbobliasa 3a yabmkaBaHe Ha QT-HHTepBana ciien npHeM Ha pucniepuaoH. Jlpyru cepaedHu eekTH
OT TO3H KJTAc, 32 KOMTO ce ChOOLIABa MPH AHTHIICHXOTHLIMTE, KOHTO yab:mkarar QT-uHTeprana,
BKJIFOMBAT KAMEPHA APHTMKA, BHE3ATHA CMBPT, chpfiedeH apect K Torsades de Pointes.

Benozen mpomboemoonusom

Cuol1uenn ca cyyad Ha BeHo3eH TpoMGoeMOOIHIBM, BITIOYHTENHO city4an Ha 6enoapobua embonusa
M Cllyyan Ha AB100Ka BeHo3Ha TpoMb03a, NMPH ynoTpeda Ha aHTHNCHXOTHYHY JIEKAPCTBA (¢
HEM3BECTHA YECTOTA).

Horxaueane na mezio

INpu cpaBHeHHe HA rpyNH BB3PAaCTHH MALIHEHTH C [H30(PEHHs, OTTOBAPAILIM HA KPUTEpHA 34
NOKauBaHe Ha Terno = 7% OT TENECHOTO TETII0, TPETHPAHH CHOTBETHO C PHCTIEPHIOH H C Ttauebo B
cbopuu 6- 10 8-cenMUuHM MNauedo KOHTPONHPAHH KIIHHHYHH NIPOYUBAHMSA, CE YCTaHOBABA
CTATHCTHYECKH 3HAYHMO MO-TOJIAMO MOKAYBAHE Ha TEIJIO NPH rpynara ¢ pucnepuaoH (18%), B
cpaBHeHHe ¢ rpynara ¢ maueto (9%). [Ipu croupatentu mwianeto KOHTPONKpaHH 3-CEAMHYHK
NpOyuBaHUSA NIPH Bb3PACTHHA MALUEHTH C OCTPa MAHHS POLIEHTHT Ha NOBHILABAHE Ha TErNoTo ¢ > 7%
B Kpas Ha H3CNEABAHETO € CPABHUMO NIPH ABETE IPYIIH - PUCEPHACH (2,5%) u uiauebo (2,4%) -u e
MaJIKO MO-BHCOK NPH KOHTpONHata rpyna (3,5%).

B nmomynauMa Ha aena H IOHOLIH € NOBEIEHYECKH H IPYTH Pa3cTpoiicTBa ¢ IeCTPYKTUBHO MOBE/ICHHE,
NpH AbAroCpOHHH NPOY4BaHHS TETJIOTO Ce YBennyaea cpeaHo cbe 7,3 kg cnen 12 meceua neveHue.
OuaKBaHOTO NOKAYBAHE HA TETJIO 3a 3APABMTE ASLA Ha Bb3pacT ot 5 10 12 roguAd e 3 fo 5 kg
roguwHO. Ot 12 10 16 rogHHHA TOB2 NOKaYBaHe Ha Teryc ot 3 1o 5 kg roanimnHo ¢ce noaabpxKa npu
MOMMYETATA, NOKATO MOMYETATA HAZAaBaT NPHOIH3UTENHO 5 Kg roMiuHo.

HonbIHuTENHA HHCbODMaTIHSI 3a CnelHaaHy rpynH nauHeHTH

Hexenanure JICKAPCTBCHH peakUHH MpH MALUHCHTH B CTApYECKa Bb3pacT C ACMCHLIHA WITH IIpH Acua,
34 KOHUTO CE Cboﬁmaaa 0-4€CTO, OTKOJIKOTO IIPH BE3PACTHH NANMEHTH, Ca ONMHUCAHH MO-A0JTY"

Tayuenmu e cmapuecra evapacm ¢ demenyus

TTpu KJIMHHYHH NPOYYBAHNA C MALMEHTH B CTApUecKa BB3pact ¢ aeMeHnus karo HJIP ca cxobuenn
NPEXOAHH HCXEMHYHH MPUCTHITH H MOZBYHOCHAOBH HHIMICHTH C YECTOTa CHOTBETHO OT 1,4% u
1,5%. B aonwnrenne, cneanuuwre HIIP ca cpobieHu ¢ yecrtora > 5% npu NauyMeHTH B CTapyecka
BB3PAcT ¢ ACMeHLuA (Te ce Ha0AKOIABAT OYTH ABA ITBTH [I0-YECTO, OTKOJIKOTO MpPH APYTrHTC
BB3PaCTHH MaLUMEHTH): HH(EKLHH Ha TUKOYHKTE NBTHA, NepUGEpPHH OTOLH, TeTapPrHA W Kaulidua.

Ifeduampuuna nonyrayus

Haii-061m0 ce ouakea THITBT HA HEKeNaHWTE PeakLMy NpH aeua Gbae cxoieH Ha HabloAaBaHHTe NIpH
BL3PACTHH MAUHEHTH.

KIMHHYHHE H3CNEABAHUA NIPY Bb3PACTHH: ChHIHBOCT/ceaupaHe, YMopa, [J1apy
NOBPBIIAHE, HHDEKLIAHY Ha FTOPHHTE IHMXATENHH MBTHILA, HA3AIHA KOHIeCTHp
CBETOBBPTEXK, KAULTHLIA, TEMNIEPATYPA, TPEMOP, IHAPHA H CHYPE3HC.



EQexThT 0T AbJArocpouHoTO ACHEHHE ¢ PUCNIEPHICH BLPXY MOIOBOTO Ch3PABAHE H BHCOUMHATA HE €
anexksaTHO npoyueH (Bx. 4.4, Touka "llenuarpyuna nomynaus”).

CrobiapaHe Ha 0A03UPAHH HEXKEIAHN PEaKIIMK

CrobluaBaHeTo Ha NONO3APAHH HEXENaHH PeaKLMU Cliell pa3pelnasake 3a ynorpeba Ha iekapCTBeHHs
NpoAyKT € BaxkHO. ToBa 03BONsAB2 A NPOABIDKA HABIOACHHETO Ha CHOTHOIIEHHMETO NMONT3a/PUCK 34
nexkapcTBeHus npoaykT. OT MEAHIMHCKUTE CMeLMATHCTH e U3MCKBA Aa ChoOLIaBaT BCAKA
MOA03HPaHA HEXKENAHA pEaKkLMA upe3

HanenHurenaa areHuus Mo NeKapcTeaTa

yit. ,,Jlaman ['pyes” Ne 8

1303 Codun

Ten.: +359 2 8903417

yeDcaiit: www.bda.bg

4.9 Ifpenosapane
Cumnmonu

Ha#-06110, cMMITOMHTE H [IPH3HALIATE C& TE3H, KOUTO Ca Pe3yJTaT OT [IO-CHIIHO M3pa3idBaHe Ha
H3BECTHHTE (hapMakoNOrHiHH epeKTH Ha pHCepHAOH. Te BIJIFOYBAT CHHINWBOCT K CEIHPAHE,
TAXHKAPIHSA U XMIIOTOHUS H ekcTpamupamuanu cumrromu. [lpu npegozupane ce ¢xobmasa 3a
yabnkaBaHe Ha QT-nuHrepsana v 3a repuose. 3a Torsade de Points ce cpo0iiasa BbB Bpb3Ka €
KOMOHMHHPaHO NPeIO3HpaHe HA PHCNEPHIOH H MAPOKCETHH.,

B cny4aii Ha ocTpo npeno3npaHe, TpabBa Aa ce B3eMe NpeABWA Bb3MOXKHOCTTA 1A C2 BKJIIOUEHHH
MHOI'0 JICKapCTBa.

Ilosedenue npu npedozupane

Ocuryperte v noanbpKaHTe IPOXOIHMH THXATENHHTE TBTHLUA, 33 1a MOXE A3 MMa aNeKBaTHa
OKCHIeHals W BeHTHNauMA. [laBaHe Ha aKTHBEH BBITICH 33€HO ChC CAOHTCIHH CPEACTBA CaMo
KOraro JISKAPCTBOTO € MPHETO NPEM Mo-MaJKo oT eauH yac . Tpabea na ce 3anoune HesabasHo
MOHHTOpHpaHE Ha CBPACYHO-CBAOBATA CHCTEMA H TOBA Tpﬂ6Ba Aa BKIIOYBA NMPOABILKHTEIHO
MOHHTOPHpPAHE Ha €NEKTPOKapAHOrpaMara, 3a 4a ce YJAOBAT Bb3MOKHUTE apHTMHH.

3a pucnepuaoH HaMa cnerMdrues anTHaoT. [lopanu Tosa TpAOBa Ja C& NOCTAHOBAT CHOTBETHH
NOAABPKallH MEPKH. XHNIOTOHHATA H LIMPKYNaTOpHKMS Konanc TpabBea Aa 6baT NeKyBaHH CbC
CBOTBETHH MEPKH KATO BEHO3HO BIIMBAHS HA TCUHOCTH ¥/WIKM HA CUMNATHKOMHMETUIIH. B cryyai Ha
TEMKA EKCTPaNHpaMHIHa CUMITTOMATHKA TPAOBA Ja Ce 134aT AHTHXOJIWHEPTHYHH CPEICTBA.
BHHUMaTeNHOTO MeAMUMHCKO HAOMIOAEHREe H MOHMTOPHPaHe TP1OBa Ja NPOoaB/DKAT, JOKATO
[ALHEHTHT CE BB3CTAHOBH.

S. PAPMAKOJIOI'HYHHA CBOHCTBA

51 PapMaKOAHHAMHEYIHH cBOiicTBA

(dapmMaxkoTepaneBTH4HA rpyna: Apyrd aHTuncHxoTuur, ATC xon: NOSAX08

Mexanuzwm na oeticmeue

PHCI’IGPHJ]OH € CCACKTHECH MOHOAMHHEPrH4€H aHTAarOHUCT € YHHKATHH ceoiicTea. Tol

CBLP3Ba H ¢ andal-aapeHeprHyHHUTe PELENITOPH, H ¢ NO-HHCHK AQHHUTET KEM
XHCTAMMHEPrHYHHTE U anda 2-aJ]peHEPrHYHATE peLienTopH. Pucnepnaon ua
XONMHEPrHYHHTE peucnTopyi. Benpekn ue pucnepuaon e MoineH D2 anraro
e no00pABa NO3UTUBHHTE CHMITTOME NIPH MIM30(peHHs, TOH BOOM 10 MO-C



JBHTaTeIHATA AKTHBHOCT H [10-C1aba KaTAIeNCHs, OTKOIKOTO KIACHYECKHTE AHTHIICHXOTHIIH,
BanaHCHpaHUAT UEHTpaneH CEPOTOHHHOR H JOMAMHHOB aHTarOHU3IbM MOXE Jia HAMAJAT
BEpOATHOCTTA 3a 105Ba HA €KCTPANHpaMHIAHH HEXKENaHH PEaKLiy | Ja PA3LIHPAT TEPANCBTHYHOTO
AcHCTBHE 32 NOBIMABAHC HA HErATHBHUTE H a)eKTHBHHTE CHMITTOMH Ha IM30QpeHusiTa.

Dapmarodunamurny ehexmu

Knnuuuna epHKkacHOCT

Lihzodpenus

EdexTHBHOCTTA HA PHCNEPHOH NIPH KPaTKOCPOYHO JICUEHHE HA LINM30(MPEHHA € YCTAHOBCHA B USTHPH
H3CIEBAHHA, ¢ NPOTBIDKUTENHOCT OT 4 10 8 cenmMuuy, IpH KOUTO ca BkmoueHn 2 500 naiueHTH,
KOHTO OTrOBapAT Ha KPHTEPHHTE 3a H30hpeHnud, onpeaenery B DSM-1V. B exno 6-ceaMHuHO,
niaueto KOHTPOTHPaHO KIMHMYHO NPOYYBaHe, KOETO BIJTIOUBA KOPHIHpaHE Ha 7103aTa Ha
pucniepuaoH 2o 10 mg Ka ieH, pasaenena #a 2 npuema AHEBHO, PHCTIEPHIOH € ¢ MO-T00Bp edeKT B
cpaBHeHHe ¢ ruianedo no oTHoweHHe Ha 00| cOop OT KpaTkaTa NCHXUATPHUHA CKANA 3a OLeHKa
[BPRS]. B exno 8-cenMuuHo, wiaue6o KOHTPOIHPaHO KIMHAYHO NPOYYBAHE C YeTHPH PUKCHPaHH
1034 pucnepuaoH (2, 6, 10, u 16 mg AHeBHO, 1aAeHH IBa IETH AHEBHO), BCHYKHUTE 4 IPYNH Ha
pucnepuaoH ca ¢ no-106sp edexr B cpaBHeHHe ¢ auebo Mo oTHoweHKe Ha o6mua c6op no ckarara
3a MO3WTHBHK W HEFaTHBHH cuMIToMu [PANSS]. B exHo 8-ceaAMHYHO KNHHHYHO NPOYyHBaHe 3a
CpaBHABAHE Ha JO3MTE, BKIIOYBALIO 5 (HKCHpaHH 1034 pucniepuacH (1, 4, 8, 12, u 16 mg anesno,
AajieHH ABA IbTH AHEBHO), rpynuTe EB Ha pHcnepuaoH B 103a 4, 8, ¥ 16 mg anesHo UMAT no-106bp
ed)eKT B CpaBHEHHE C rPYIIaTa HA PHCNEPHIOH B A03a | mg no orHolueHHe Ha obuwis cbop mo PANSS.
B enno 4-cenmuyHO, Nnauedbo KOHTPOMHPAHO KIHHHYHO IPOYYBAHE 33 CPABHABAHE Ha JO3HTE
pucnepunon {4 u 8 mg NHEBHO, NaNeHH BEAHDK AHEBHO) U ABETE IPYIIH Ha pHCTIEPHACH HMAT Mo-
A00Bp edexT B cpaBHEHHE ¢ U1aLeho MO OTHOLIEHHE Ha HAKONKO OT pesyatarute o PANSS n
HW3MepBaHeTo Ha otroBopa (> 20% namanenne Ha obius coop mo PANSS). B enHo no-asiarocpoito
KIMHHYHO NIPOYUBAHE € Bb3PACTHH aMOYIaTOPHH NALMEHTH, KOMTO OTrOBAPAT HA KPHTEPHH 3a
wu3oppenns na DSM-IV u koHTo npu nprnokeHHe Ha aHTHIICHXOTHYHA TEpanus €a KIHHHYECKH
crabWIHK NIOHE 3a 4 CeaMHIM, ca PAHIOMH3HPAHH KbM IPyIa, NOMy4aBalla pHCIepHoH oT 2 1o 8 mg
Ha JieH, WK KbM rpyna ¢ Xxanonepuaod, 3a 1 10 2 roauHH, 3a aa 6baat HaGnonaBaHH 3a MOABRA HA
peunaus. [TauneHTHTE, KOHTO MOYy4aBaT PHCIIEPHIOH, HMAT 3HAUMTENHO NO-ABJILI NIEPHO OT BpeMe
JO PELMJIME B CPABHEHHE C IPYTIATa Ha MALIMEHTHTE HA JICYCHHE C XATOMEPHIOIL.

Maruiinu enuzodu npu OUROAAPHY PAZCIPOUCINEd

EdHkacHOCTTa Ha MOHOTEPANHATA ¢ PHCIICPUAOH MPH HEMOCPEACTBEHO JICUSHHE Ha MAHHHHHUTE
eMU30/H, CBBLP3aHHM ¢ OHMONAPHO pascTpoiicTeo I, ca IeMOHCTPHPaHH B TPH IBOHHO-CNETH, iauedo
KOHTPOIHPaHU [IPOYYBAHHA Ha MOHOTEpannaTa npy npubimsurento 820 malMeHTH, KOHTO HMAT
HunonapHo pazcTpoHcTBo | B3 ocHORa Ha KpuTepuute Ha DSM-IV. 1lpu TpH ot npoy4BaHuATa
pHCIepHaOH B A03a OT | 10 6 mg AHeBHO (HaYaiHa JO3MPOBKa 3 Mg B ABE MPOYYBAHMA H 2 mg B €IIHO
[poY4BaHe) HMa 3HAYHTENIHO MO-A005p edekT B cpaBHeHHE ¢ Nauebo IpH MpedBAPHTEIHO
ONpefeneHHs MPBHYEH KPAEH CPOK, T.€. IPOMAHATA HA 001U cOOp OT OLIEHbYHATA CKald 33 MAHUA
ga Young [YMRS] oT H3X0AHOTO HIBO /10 TpeTaTa ceiMKLa. BropHuHHTe pe3ynTaTH 3a eHKAaCHOCT
ca OOMKHOBEHO B CHOTSCTCTBHE C ITbPBHUHHA pe3ynTarT. [IpoueHTET OT NALKMEHTHTE, KOUTO UMaT
HamaneHHe > 50% na obuma cbop ot YMRS oT M3X0MHOTO HEBO 10 3-TaTa CeAMHLA, € 3HAYUTENHO
110-BHCOK C PHCTIEPHIOH, OTKOJKOTO ¢ Mianiebo. EAHO OT TpUTe w3cneABaHMs BKIFOUBA Ipyna 3a
NevYeHHe ¢ Xanonepuaon M 9-ce/IMH4Ha ABOHHO-CliANa (a3a Ha No/UTspkarlo neveHde. EdukacHoctra
Ce MOAMBPKA MO BPEME Ha LienHa 9-CeIMHYEH NEPHOI Ha NojuThpikaulo nevenue. [IpoMsHaTa Ha
obuua coop or YMRS 0T H3X0OHOTO HHBO [10Ka3a IPOJLIGKHTENIHO NMOJ0DPEHHE A ¢
pHCIEPHAOH U XanonepHaon Ha 12-ta cenmuna.

EQJCKTHBHOCTIH Ha PHCNEPHAOH B NONBJIHEHHE KBEM CTa6HJ]Pl3&T0pHTe Ha Ha
JICYCHHETO Ha OCTpaTa MaHHA € NOKAa3aHa B €AHO OT ABETE 3-CB,E[MP[‘-IHH IlBOfl
npy npubnuzutenHo 300 nauueHTH, KOHTO OTTOBAPAT Ha KpUTepuKTe Ha DS



pasctpoiicteo I. B €10 3-ceaMuuHO npoy4BaHe pHCNepUAcH B 1034 0T 1 10 6 mg AHEBHO, KATO C¢
3ar04Ba ¢ 2 Mg /IHEBHO, JANEH B [OIBLIHEHHE KM JIATHIE MK BAINIPOAT, € ¢ no-100bp edekT oT
JIMTHA WIIH BaJINPOATa, JaJeHH 0e3 PHCNEPHIOH, NPH MpeBapHTEIIHO ONpe/e/]cHaTa MbPBHYHA
KpaiiHa Touka, T.€. IpoMAHaTa Ha obuiks cbop of YMRS oT u3xoaHoTo Hueo a0 3-Ta cenmuua. [pu
BTOPO 3-CE/IMHUHO TIPOyYBaHe PUCTICPHIOH B 1034 OT | A0 6 mg AHEBHO C HAYA/IHA 1034 OT 2 mg
JHEBHO AaieH 3ae/IHO C JIUTHIA, BANTIPOAT WITH kapbaMasenuH, He e no-10056p OT JIUTHH, BAINPOAT HIIK
xap6Gamasenus, AaleHH Ge3 pucnepuaoH, NpH Hamanseane Ha peyirtata ot YMRS. Eavo Be3moxkHo
oBACHEHHE 3a HEyCneXa Ha TOBA M3C/IEBAHE € HHYKLMATA Ha KIHPBHCA Ha PUCIICPHIOH U 9-
XHIPOKCH-PHCIIEPHACH OT KapbamasemnuH, KoeTo BOIH A0 NO-HUCKH OT TepaneBTHYHHTE HUBA Ha
pucepuaoH u 9-XxHapokcH-pucniepuaoH. TTpn H3KIouBaHe Ha rpynaTa Ha kapGaMasenuH ot post-hoc
aHaNu3a PUCTICPH/IOH, KOMOUHHPAH ¢ NUTHIH WIM BAINPOAT, HMA MO-T0GLP edeKT OT IHUTHIA K
BAINpOaT, AaaeHH 0e3 pUcnepHIoH, 3a HamaneHue Ha obus coop oT YMRS.

lepcucmupaya azpecus npu demenyis

EdmkacHocTra Ha pHcneplaoH NpH JieyeHHe Ha TIOBEASHIECKH # CHXOTHYHH CHMIITOMH RpA
aeMeHRUa (BPSD), KOHTO BKNIOYBAT HAPYLICHHS B NIOBEJSHHETO KATO arpeCHBHOCT, TPEBOKHOCT,
MCHX038, AKTHBHOCT H aeKTHBHH HAPYLICHHS € IEMOHCTPHpaHa npH 3 ABoHHO-crienH, niauebo
KOHTpOMpaHH npoyusanus Ha | 150 nauseHTH B cTapyecka BB3PACT ¢ YMEPEHa J10 TeXKa JEMEHIINAA.
EnsoTo m3cneasane BKIOYBA PUKCHPaHH 1031 pucnepuaoH ot 0,5; 1, 1 2 mg anepHo. [lsere
MPOYYBaHHA ¢ bBKABH JO3M BKIIOUBAT pHcnepiaoH B o0xBar ot 0,5 10 4 mg AHEBHO H CHOTBETHO OT
0,5 00 2 mg aneBHo. PHCNEpUAOH NOKA3BA CTATHCTHYECKH 3HAYMMA H KJTHHAYHO BAXKHA €PEKTHBHOCT
TIPH JIEYEHHETO Ha arPECHA H TTO-MabK eDEKT NpH JIeYCHHETO Ha BE30YNaTa H TpEeBOTaTa MpH
MaLHEHTH B CTAPUECKA BB3PACT ¢ AeMEHINA (CNOPe/] OLSHKATA 33 N1aTOJIOTHA Ha NOBEACHHETO B
oLeHbYHaTa cKana 3a Gonectra na Anuxaiivep [BEHAVE-AD] u B ckanara va Cohen-Mansfield 3a
Bb36yaa [CMAI]). EdexrsT OT NeueHHeTo ¢ pHCIEPHIOH € He3aBHCHM OT PE3YJITaTa OT U3C/1eABaHETO
HA MHHH-H3CNEABAHETO HA ncHxuyed ctatyc (MMSE) (4 cnenoBaresiHO OT T&XecTTa Ha IEMEHLIMATA);
OT CeAaTHBHHTE CBOMCTBA HA PHCMEPHIOH; OT HAJTMYHETO HIIH JIMICATa Ha [ICHX034; OT BHAA Ha
JEMEHIMATA — Ha AnuxaiiMep, ChAoBa HIIM cMeceHa. (BxK. Touka 4.4).

llennaTpuuna nomyuanud

TTosegenvecku pascmpoiicmen

EdmkacHocTTa Ha pHCTIEPHIOH MPH JIECTPYKTHBHO TIOBE/ICHHE € A€MOHCTPHPaHa Py ABE [BOITHO-
ciiend auebo KOHTPOIHPAHK MPOyYBaHHA fipy npubausuTento 240 naupeHTH Ha BB3PACT OT 5 JI0
12 ropuuu ¢ gHarHosa cnopen DSM-IV pascrpoiictea, ¢ nectpykrheHo noseaeHue (PALL) u
rpaHHYHa HHTENEKTYaNHa QYHKLHA WIH JIEKO HIH YMEPEHO YMCTBEHO H30CTaBaHe/3aTPY AHEHHS [IPH
yueneto. [1pH apere npoyyBaHuA pucnepuacH B ao3a 0,02 no 0,06 mg/kg/nen nokaspa 3Ha4HTENHO
no-100bp edexT B CpaBHEHHE C M1aLebo NpHU NpeABapHTETHO ONPESIENEHA THPEHUHA KpaHa TouKa,
T.€. MPOMAHATA OT H3XOJHOTO HUBO 10 6-TA CeaMMUA HA Pe3YJITATHTE OT noackanara 3a I[lpobnemHoTo
noeeneHne ot QopMyJApa 3a KIacHpaHe Ha AeTckoTo noseaenue Ha Nisonger (N-CBRF).

5.2 PapMaKkOKHHETHIHH CBOlicTBEa
Topenno Q-Tab Tabnerku, Aucneprupaiiy ce B ycrata ca OuoeksupaieHTHH Ha Topenao GHaMupasn
tabnetku. PucnepuioH ce MeTabou3upa a0 9-XuIPOKCH-PUCTIEPHIOH, KOUTO HMa Nnoo0Ha

(apaMakonOrHYHa aKTHBHOCT KATO PUCTIEPHACH (BK. Suompancopmayun u exumunupane).

Abecopbyun

PucnepuaoH ce abcopdupa HaNbIHO ciiel| IEPOPAIEH NPHEM, KATO OCTHTA NTHK!
KOHLIEHTpauua 3a | 1o 2 4aca. ASconioTHaTa niepopasiHa OHOHANHYHOCT Ha pH
(CV=25%). OrHocuTeNHaTa NepopaiHa GHOHATHYHOCT Ha PHCNIEPUICH OT Tal
(CV=10%) B cpaBHEHHE C pa3TBOpa. ADCOpOLMATa He ce NOBJIMABA OT XpaHa
MOXe J1a ce aBa ChC WIH Oe3 xpaHa. PaBHOBECHHTE CTOMHOCTH 32 PHCIICPHION



NIPH TIOBEYETO flauueHTH. PapHoBecHuTe CTOMHOCTH Ha 9-XHAPOKCH-PHCHIEPHAOH €€ JOCTHraT 3a 4-5
[HH OT HAYANCTO Ha JO3HPAHETO.

Pasnpedenenue

PucniepunoH 6bp30 ce pasnpenens 8 opranusMa. O6emsT Ha pasnpeaenenne € 1-2 I/kg. B nnasmara
PHCMEPHIOH C€ CBBP3BA € AOYMHH H ¢ aldal-Kucen rukonpoTeHH. CBBpP3BaHETO HA PHCITEPH/IOH ©
Lna3MeHnTe npotertu € 90%, a Tosa Ha 9-XUAPOKCH-pHCNepuaoH e 77%.

Buompancopmayus u exumunupane

Pucnepunon ce metabommsupa ot CYP 2D6 10 9-XHAPOKCH-PHCIEPHAOH, KOHTO HMa nogo0Ha
thapMakonoryusa akTHBHOCT KaKTo pucnepuacH. Pucnepuno wnoc 9-xuapoOKCH-PHCTIEPHACH
obpaszyBar akTHBHATA aHTHICHXOTHYHA dpakist. CYP 2D6 e 0beKkT Ha reHeTH4eH NOTUMOPHH3BM.
Exctersusnnre merabonuzaropu CYP 2D6 6bp30 npeBpbLIAT PUCICPHAOHA B 9-XHAPOKCH-
PHCNIEPHIOH, noKaTo ciabure metabonuzatopu CYP 2D6 ro npesprbiiat MHoro no-6asno. Bunpeku
4e eKCTEH3HBHHUTE META00IH3aTOPH HMAT MO-HHCKA KOHUEHTPALHA HA PHCTIEPHIOH H [10-BUCOKA
KOHLIEHTpaLMA Ha 9-XMAPOKCH-PHCTIEPHIOH OT cnabute MeTaboamaTop, papMakOKMHETHKATA Ha
PHCIEPHAOH H 9-XMAPOKCH-PHCIEPUAOH B koMGHHaLWMs (T.6. AKTHBHATA AHTHIICHXOTHYHA (PaKLiHs)
cnen eMHAYHA H MHOTOKPATHA JO3HPOBKA € CXO/HA [IPH €KCTeH3HBHATE | c1abure MeTabomniaTopu
Ha CYP 2D6.

Jpyr MetabomuTeH MET HA pucniepHacH e N-feankuinpaseto. MacineaBaHus in vitro Ha YOBEIWIKHTE
4EPHOAPOGHH MHKPO30MH MOKA3BaT, Y€ PHCIICPHAOH B KJIHHHYHO 3HaYHMAa KOHUEHTPAUHI He
HHXHOHpa 3HauMTENHO MeTabonu3Ma Ha JIeKapCeTBaTa, KOMTO ce MeTabonu3npaT oT uuroxpoM P450
moeH3uMuTe, Biunountento CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4 u
CYP 3AS5. Eaxa ceamuua crien xato e aaaena, 70% ot 103ata ce ekckpeTHpa ¢ ypuHata u 14% ¢
thexanuute. B ypuHata pHcnepuaoH wioc 9-XuapoKCH-pHCIEPUIOH peacTaissat 35-45% ot
noszara. OCTaHATIOTO Ca HEAKTHBHH MeTaboNUTH. Cell NepopaieH NPHEM NPH NCHXOTHYHH NaLMEHTH
PHCTIEPHIOH C€ EHMHHHUPA C NIOMYXHBOT OT OKOJIO 3 uaca. ENMMHHALHOHHHAT NOTY*HBOT Ha 9-
XH/POKCH-PHCIIEPHOH H HA AKTHBHATA AHTHNCHXOTHYHA (ppakums e 24 yaca.

Juneimocm/nenunetinocm

[InasmenaTta KOHLUCHTpaUHd Ha PUNEPHAOH € NMPONOpLHOHAIHA Ha A03aTa B TEPaneBTHYHHWA obxBat Ha
Jo03aTa.

Tayuenmu 8 cmapuecxa sv3pacm, ¢ 4eproopobHo u bvbpeyno yepexcoane

ExnHo dapMako-KHHETHUHO [IPOYYBaHE Ha €IHOKpaTHA NepopaiHa 1033 PHCNEPHAOH MOKA3Ba CPeHO
43% no-BHCOKA aKTHBHA TUIA3MCHA KOHLIEHTPALMA HA AHTHNCHXOTHYHATA dpakums, 38% no-awrbr
MONYXHBOT H HaMaJleH KAHPBHC HAa AKTHBHATA AHTHNCHXOTHYHA dpakums ¢ 30% OpH MAUHEHTHTE B
cTapuecka Bospact. [1pH Bb3pacTHH ¢ yMepeHO O010pedHo yBpeKaaHe, KIIMPBHCBT Ha AKTHBHATA
¢paxuus e 6un ~ 48% OT KNMpPbHCa B CPABHEHHE ¢ MJIaH 3/paBH Bb3pacTHH. [IPH BE3PACTHH ¢ TEXKKO
6b0peyHo yBpexaaHe, KIMPBHCLT HA aKTHBHaTa (pakius e 61n ~ 31% oT KIWPbHCA B CPAaBHEHHE C
MJIaJH 3/1pasH Bb3pacTHH. [1oNyHBOTHT Ha akTHBHATa (dpakuus € 6un 16,7 yaca npu maaau
BDL3pacTHH, 24,9 yaca npH BR3pacTHH ¢ yMepeHo OuOpedHo yBpeskaaHe (Wad ~ 1,5 IbTH No-ABIBIB
CpaBHEHHE C MIAAK Bb3pacTHH) | 28,8 uaca npu Tezu ¢ Texko 6u0peuHo yspexaane (Mnu ~ 1,7 ouTH
[10-IBLIT0 B CPABHEHHE C MAAAHTE Bb3pacTHH). [LasmMeHaTa KOHIEHTpALMA Ha PHCIIEPHIIOH €
HOPMUTHA NTPH IALMEHTH C YSPHOLPOOHA HEOCTATEYHOCT, HO CpeAHaTa cBoOOAHA (pakiius Ha
PHCTIEPHMIOH B [LN1a3MaTa C€ NoBHINAaBa ¢ 0koso 37,1%. IlepopanHuar KIHPBHC H eTUMHHA

4epHOAPODHO YBpEKIaHe HE CE PA3NHYABAT 3HAYMTEAHO OT TE3H HApaMETPH TIPH
BB3pacTHH.

Heouampuuna nonynayus



(DapMaKOKHHETHKATA Ha PUCTICPHAOH, HA 9-XHIPOKCH-PHCTIEPHAOH M HA HEAKTHRHATA
AHTHIICHXOTHYHA (pakLyg NpH Aeuara ca NogoOHH Ha Te3H MPH BEIPACTHHTE.

Hon, paca u momwononywene

EnuH $apMakOKMHETHYEH @HAJTH3 Ha NALIMEHTHTE HE M0OKA3a OYEBHIHO MTOBIHABAHE Ha
(apMaKOKHHETHKATA Ha PUCTICPHAOH WY HA AKTUBHATA AHTUNICHXOTHYNA (pakKiiys OT nosa, pacaTa
HITH HABHLMTE 32 TIOTIOHOTYLIEHE,

5.3 Ilpeakasununn JaHuH 3a GezonacHocT

[1px npoyusanns Ha (cy6)XpOHHYHATA TOKCHYHOCT, TIPH KOHTO A03HPAHETO 3aN0YBA NPH M0J0BO
HE3PEIH IITBEXOBEC H KYUY€Ta, 3aBHCHMH OT J03aTa e(l)eKTH, ¢4 HAJIHOE B MBEXKHA H XXCHCKHA CHHUTAJNICH
TPAKT M B [PBLAHHTE %J1e3H. Te3d eekTH ca CBbP3aHH ¢ NIOBUIIEHUTE CCPYMHH HHBA HA MPONAKTHH,
KOMTO ¢a pe3ysiraT oT GNOKHMpaILaTa aKTHBHOCT HA PUCHIEPHIOH CIPAMO IoNaMHHOBHTE D2-
penerrropd. OcBeH TOBa NPOYYBAHHATA C ThKAHHH KYJITYPH TIOKa3BaT, Y€ PACTEKDT HA KIIETKHTE HA
paKka Ha [bPAATA NIPH YOBEKA BEPOATHO € CTUMY/HPaH OT TIPOaKTHH. PHCTIEPHACH He € TeparoreneH
TPH FUTbXOBE W 3aiium. [1py npoyuBaxys ¢ pUCNIEPHICH Ha penpoayKLUMATA Ha 3aHLM ca Habnonasanu
HEXEaHH JCKAPCTBEHH PEakuFM BhPXY HABHLIMTE 32 ChBKYIUIEHHE Ha POAHMTENIHTE, TEMIOTO IPH
paxnaHe H OPEKUBAEMOCTTA HA MOTOMETBOTO. [1pH rLIbXOBE HHTPAYTEPHHHATA EKCITO3UIMA HA
PHCIEPHUIOH CC CBLP3BA ¢ KOTHUTHBHHM e HIIHTH B HarpeHaia pu3pact. Jpyrd aHTaronHCTH Ha
JONaMHH, KOTaTO C¢ JABAT HA OPEMEHHH JHBOTHH, OKA3BAT OTPHLATE/IEH EPEKT BEPXY YUEHETO H
JBHraTeIHOTO Pa3BUTHTE HA MOKOJIEHHETO.

IIpu esHo npoyuBaHe 3a TOKCHYHOCT NPH MJIAAM ILTLXOBE, € HAOA0aaBaHa MOBHIIEHA CMBPTHOCT [IPH
MankHTe H 3a0aBfHe Ha GHIHYECKOTO UM passuTHe. [Tpu 40-ceAMHUHO TTPOYYBAHE NIPH MAAH KYUeETa,
NOJIOBOTO Ch3pABaHe ¢ 6o 3abaseno. Bw3 ocHora Ha AUC, pactexxa Ha JLITHTE KOCTH He € 6un
3aCerHart MpH KydeTa, npy NMpHIoKeHHe Ha 3,6-MbTH NO-BHCOKA OT MaKCHMAJIHATA J03a MpH Xoparta
(1,5 mg//new), noxaro edexTH BHPXY JBJITHTE KOCTH H MOJOBOTO Ch3pABAHE ca HAabNonaBaHy NpH
NIPHNOKEHHE HA 15 bTH MO-BHCOKA OT MAKCHMAIHATA 1032 NPH Xopara.

B cepus oT H3CneABaHNS PHCNIEPHIOH HE NMOKAa3Ba FeHOTOKCHYHOCT. Ipu nepopaiHi NpoyuBaHHUA Ha
KaHHEPOrcHHOCTTA HA PHCTICPHAOH [IPH IUIEXOBC H MHILUKH ca HaGJ'II-O,.[lﬂBaHP[ ¥YBCJIHYCHHE Ha
ajeHOMHTe Ha XHnohuzara (Opy MULIKK), HA AEHOMMTE 12 SnAOKPUHHNA NaHKpeac (NpH NIBXOBE) W
Ha aICHOMHTE Ha [PBAHUTE #1e3H (M npy Aeata Buaa). Tesu Tymopu MOTaT Aa 6baT CBBP3aHH C
YABJEKCHHA AHTArOHU3I®M KbM JOINAMHHOBHTC

D2-peuentopy 1 ¢ XHNEPNPONAKTHHEMHATA. 3HAYEHHETO HA TE3H HAXOJKH HA TYMOPH MPH rpH3a4y
MO OTHOUIEHHE HA PUCKA IPH XOpa € Heu3BecTHO. In vitro u in vivo MOENHTE ¢ XHMBOTHH IMOKA3BAT, UE
BHCOKHTE 103H PHCIIEPUIOH MOTAT 1A NpeJU3BHKAT YAb/Dkapase Ha QT-nHTepsana, Koeto
TEOPETHYHO CE CBBP3Ra ¢ NoBHileHus puck oT Torsade de Pointes mpu naumenTure.

6. PAPMATNTEBTHYHH JAHHHU

6.1 CnHebK AA NOMOIIEATE BEIIECTBA

Maunton (E421)

OcHoBeH DYTHIMETaKPHIIATEH CBIIONHMED
Hoeuaon

Lleaynosa, MHKpOKpHCTATHA
XHApOKCHIPONIHILIENY.T032, YACTHHHO 3aMECTeHa
Acnapram (E951)

KpocnoeunoH

Keneszen okenn, uepser (E172)

Apomar Ha rpaJHHCKa MeHTa




Apomar Ha MeHTa

Kanuues cunukar

Marne3sues creapar

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roasoct

3 roauHM

6.4 Cnenmna/inm ycJIOBHS HA ChbXpaHeHHe

To3u nexkapcTBeH NMPOAYKT HE M3MCKBA CNELIHAIHH YCIIOBHS HA CbXPaHEHHE.

6.5 Bua H chbAbpKaHHe HA ONAKOBKATA

baucrepHa onakoBka (anymunuso ¢onno, OPA/AL/PVC donuo): 30 TabneTku, AMcneprupaiiy ce B
ycrata (3 6nucrepa no 10 Tabnetku), B KyTHs.

6.6 CnennanHu npeanasHH MEPKH NPH H3XBBLPJsiHe H paboTa

Hsama cneumanHu H3MCKBaHUA.

¢ 5 IMPUTEXATEJI HA PABPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PABPELIEHUETO 3A YIIOTPEBA
Per. Ne 20060444 — Topenao Q-tab 0,5 mg tabnerku, AMCNeprupauiy ce B ycrara

Per. Ne 20060445 — Topenao Q-tab 1 mg TabneTku, 1Mcneprupaiiy ce B ycrata
Per. Ne 20060446 — Topenao Q-tab 2 mg TabneTku, AMCneprupaiy ce B ycrata

9. JATA HA ITBPBO PA3PEIUABAHE /IIOJAHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Hara na nmbpBo pazpeiuasase: 17.08.2006 roa.
MHaTa Ha nocneaHo noaHoeasaxe: 24.10.2011

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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