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2. KAYECTBEH H KOJIMYECTBEH CBCTAB

Bceaka dunmupana tabnetka ceabpka 2 mg pucnepuaoH (risperidone)

[TomoHu BelmecTRa:
Besika dunmupana Tabnerka or 2 mg cpabpika 130 mg naxrosa u 0,05 mg oparkeso xwaro S (E110).

3a OBJIHUA CNIMCEK HA IMTOMOLIHUTE BELISCTBA BIDKTE TOouka 6.1.

3. JEKAPCTBEHA ®OPMA
OparxeBH pOABIroBaTH TAGNETKH ¢ YepTa 1o cpesara;

JlenvresiHaTa yepTa € caMO 3a YJIECHABaHe Ha CUyNBaHETO, 32 [I0-JIECHO MIOMUTbIIaHe, a He 3a [1a
pa3feis Ha paBHH JO3H.

4, K/NIMHHUYHHA TAHHHU
4.1 TepaneBTHYHH BOKAZAHHS

PUCTIOJIEIT e nokasaH 3a fiedeHne Ha mu30dpeHH.

PUCTIOJIEIIT e noka3aH 3a nedeHne Ha yMEPEHH [0 TEXKH MaHHHHH eNH300¢ MpH OHITONAPHO
PasCTPOMCTRO.

PHUCIIOJIEIIT e noka3aH 3a KpaTKOCPOYHO JiedeHHe (10 6 ceAMHUIIH) Ha TIepCUCTHpAINA arPeCcHd IpU
HAlMEHTH C yMepeHa [0 TeXKa JEMEHLUHA Ha AJIXalMep, KOUTO ¢4 HEHYBCTBUTEIHH KBEM
HedapMaKOIOrHYHUTE MOIXOU W TIPH KOWTO HMA PUCK OT CaMOHapaHABaHe HIH HapaHABaHe Ha
OKOJIHHTE,

PUCTIOJIEIIT e noka3sax 3a kKpaTkOCPOUHO CHMITTOMATHYHO JIEYEHHE (B0 6 CEAMMIH) Ha
NepCUCTHpaIia NOBEACHYEeCKa arpects NpH Jela Ha Bb3pacT HaJl S T'OQUHH U ITPH IOHOINM ¢ AUAarHo3a
ChrnacHo kpurepunute Ha DSM-IV, npy KOWTO TEXECTTa Ha arpeCHBHOTO WIH APYTC ASCTPYKTHBHO
TIOBEAEHHE H3UCKBA (PapMaKONOrHIHO NeueHre. P apMaKoIOrH4HOTO JiedeHHe TpabBa na Obae
Hepas3JeHa YacT OT MO-IIHMpOoKa NporpaMa 3a JICUeHMe, BKIOYBAla IICHXO-COLIHaIHA U
obpasoparenHa UHTepBeHLMA. TOBA € MPENnOPHYHTEINHO, AKO PHCIIEPHIOH Ce IIPEAITUCEA OT
CIEeIHANCT O AETCK& HEBPOIOIrUs, HETCKO-KOHOUISCKH [ICHXMATHP WIH OT JIEKapH, A00pe 3ano3HATH
C JISYEHHETO Ha NIOBEICHYECKO Pa3CTPOUCTBO NIPH ACHA W IOHOUIH.

4.2 M03HpPOBKA M HAYHMH HA NPHIOKEHHAE e nTE I
HInzodpenns
Bv3pacmnu

PUCIIOJIELIIT Moxe na ce Japa BeAHBX WM ABA ITbTH JHEBHO.
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[TaunenTture TpAOBa Ia 3aMOYBAT ¢ 2 Mg PUCHEPHAOH Ha AeH. Jlo3ara Moxke Jla 6B/l NOBHINEHA HA
BTOpHA eH Ha 4 mg. B nmocneacTeue no3ara Moke Aa OCTaHe HEMPOMEHEHa WK 1a ce
MHIMBHAYATH3MpA TI0-HATATEK, ako e Heobxomumo. [TopedueTo MatMeHTH ce YyBCTBAT Jo0pe npu
IHEBHA 032 MeXIy 4 B 6 mg. IIpH HAKOH Nal(HeHTH MOXe a € TIOIXOAAUI0 KOPHIMpaHe Ha flo3aTa B
MPOAB/DKEHHE Ha TIO-ABIBI MEPHOA, KaKTO M 10-HMCKa HaYajlHa ¥ NOAIbpPKAIIA 1034,

Nosure Haxg 10 mg AHEBHO He ca MOKa3any No-go0sp eexT OT NO-HUCKUTE A03M U MOXKE 14
MPHUYHHAT MO-YECTA MOKBA HA eKCTPaITMpaMHIHa CUMIITOMaTHKA. be30nacHoCTTa Ha I03H, NO-TOJIEMH

oT 16 mg aAHeBHO, HE € NoAjaraHa Ha OLIEHKA, ¥ CJIEJOBATEHO T¢ HE CE MPENOophUBAT.

Xopa e cmapuecka ev3pacm

[IpenoppuBa ce HauanHa A03a ot 0,5 mg ABa ITETH Ha AcH. Ta3H J03MpOBKA MOxKe [a Ob/e

WHIUBUIYATHO KOPUTHpaHa ¢ yeeauueHne ot 0,5 mg [Ba ITbTH Ha JEH IO 1 WK 2 mg JBa IIbTH Ha
ACH.

Heya u onowu

He ce npenoprusa ynorpebara Ha pUCTICpHACH IIPH ACLIA H IOHOLOY MOX 18-roanuHa Be3pacT ¢
WH30(peHns mopay HETOCTaThYHO JaHHH 32 €HHKACHOCT.

Mauu#iHE enmu300H [Ipy OUITONAPHH PAa3CTPONCTRA

Bw3pacmuu

PUCIIOJIETIT Tpabsa Aa ce faBa BeAHbX JHEBHO, KATO CE 3allouHe ¢ 2 mg pucnepunoH. Kopurupane
Ha 703474, AKO ¥Ma MMOKa3aHUA 3a TOBa, Tp2OBa /1a ce MMpaBM Ha MHTEPBA/IH, HE MO-MAJIKH OT 24 vaca, U
TO C YBEJIHYaBaHe Ha J03ara oT 1 mg nHeBHO. PHCIEPHIOH Ce MTpHiIara NpH bBKaBo JOSHPAHE B
MHTepBaJ OT 1 0 6 Mg AHEBHO N0 ONTHMU3HPAHE HA HUBOTO Ha eQUKACHOCT ¥ TOJICPAHTHOCT IIPH

BCEKH MaupeHT. JIHeBHA /1033 Hal 6 mg pUCTIEPUAOH He € W3C/IeIBaHa NPH MALMeHTH ¢ MaHWHHH
ENMU30IH.

KakTo MpH BCAKO CHMITTOMATHHHO JIeUeHHe, NpoAbxuTenHoTo nevenue ¢ PUCIIOJIEIIT TpsOBa
HEMpeKbCHATO 2 Ce OLICHABA H 0DOCHOBARA.

Xopa e cmapuecka ax3pacm
[IpenopbuBa ce HayanHa Jo3a oT 0,5 mg ABa MbTH AHEBHO. Ta3u K03a ce NpeleHaBa HHAXBHIYaTHO
mpy yeenuyenre ¢ 0,5 mg ABa IBTH AHEBHO 0 | WK 2 mg ABa TbTH AHEBHO. THH KaTO XIMHHIHHMAT

OIIMT [IPH XOpa B CTAp4ECKa Bb3PACT e OrpaHHueH, yHoTpedara Tpabea a € BHHMaTeNHa.

feya u ronowiu

He ce npenopbuBa ynotpedata Ha pUCIIEPHIOH NIPH AeLA ¥ FOHOIIIH IO 1 8-roguinHa BE3pacCT ¢
6unosApHa Mauus NOpaJy HEAOCTATHYHO JAaHHH 33 e(PUKACHOCT.

[HepcucTupama arpecus Npy NAIMEHTH ¢ YMEPeHa 10 TEXKKa NEMEHINA Ha AnxanMep

[IpenopbyBa ce HayanHa 4o3a oT 0,25 mg ABa TbTH AHEBHO. Ta3H J03HpOBKa MOXe Aa ObJe

MHIMBYIYaJIHO KOpMIHpaHa ¢ nosuieHue ot 0,25 mg aBa IbTH AHEBHO, TIO-4RSTQ OT BCEKH
BTOpPH JIeH, ako e Heobxoqumo. OnTumannara fo3a e 0,5 mg 1Ba TH Jg#€] oy Tl '
Hsxou nanenTH, obade, Moke 1a ce YyBCTBaT Aobpe oT no3a 1o 1 ]
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[Ipu mauyeHTH ¢ epcucTpama arpecus npu AemeHus Ha Anixaiimep PUCIIOJIEITT He ce npumara
noeeye oT 6 ceamuny. [To Bpeme Ha NeueHHETO NaLMeHTHTe TPAOBA Ja ce NOAJarar 4ecTo ¥ peAOBHO
Ha OlleHKa M OTHOBO Ja ¢€ ApeleHABa HEOOXOMUMOCTTA OT ITPOAB/KABAHE HA JICUEHHETO.

IloBeieHYeCKH pazCTPOUCTRA

Leya u ronowiu om 5 0o 18-200uwna svipacm

3a maiedTH ¢ Terno 250 kg ce mpenopbyBa ITbpBOHAYaIHA J03a 0,5 mg BeIHBXK THEBHO. TasH
O3UPOBKA MOXE J1a Ob/le HHAHBUOYATHO KOpUrHpaHa ¢ nopuiueHue oT 0,5 mg BeAHBK JHEBHO He
M0-4€CTO OT HHTEPBAAH Npe3 eAHH A€H, aKO € HeoOXoaumMo. 3a IOBEYETO NMallMEHTH ONTHMAJIHATA
JO3MPOBKA € 1 mg Beansx AHeBHO. Hakon naumedTH, obave, Moxe aa ce dyBcTBar fobpe ot 0,5 mg
BETHBXK IHEBHO, IOKATO APYTH MOXKE J1a MMaT Hy»K4a OT 1,5 mg BeHBXK AHEBHO. 32 MalHEHTH C TEMNO
<50 kg ce npenoppuBa MbPBOHAYATHA J03UpoBKa oT 0,25 mg BeAHBXK JHEBHO. Ta3K JO3UPOBKA MOXKE
na 6bp1e HHIUBUAYATHO KOPUrdpaHa ¢ rosuineHue o1 0,25 mg BeAHBK JHEBHO HE I0-4eCTO OT
WHTEPBAJIH Ipe3 JeH, ako € HeoOxomumMo. OnTuManHaTa fo3a € 0,5 mg BeAHBX JHCBHO 32 MOBEYETO
nanpeHTH. Haxou nammenTy obade MoxKe 1a ce uyBcTBar godpe ot 0,25 mg BeIHEX JHEBHO, JOKATO
APYTH MOXKe J1a MMaT Hy»ga ot 0,75 mg BeIHEK JHEBHO.

KakTo npH BCAKO CHMITTOMATHYHO NedyeHre, npoxbmkutenHoro aedenue ¢ PUCTIOJIEIIT tpabsa na
ce OLeHsABA [TEPHOAUYHO.

PUCTIONEIT He ce npenopsusa MpM AelUa NMOA S-TOOMIIHA BB3PACT, ThH KAaTO HAMA OIHT MpH eI,
IO-MAJIKK OT 5 TOMMHHU, C TAKUBA pa3CTpPOHCTBA.

Vepexaane Ha On0penyTe ¥ 9epHUs apob

[Taryenture ¢ 6B0peYHO yBpeXKAaHe UMAT MOHIDKEHA CIIOCOOHOCT Ja €IMMMHHUPAT AKTHBHATA
AHTUICUXOTHYHA (PPaKiUHs, OTKOIKOTO Bb3pacTHHUTE ¢ HOpMaliHa Ob0peuHa QpyHKuuA. llaienTaTe ¢
yBpeaeHa GyHKIHA Ha YepHus Apo6 MMaT MOBHUINEHA IU1a3MeHa KOHLICHTpallMA Ha ¢BoOoaHATa
dpakiiya Ha pUCTIEPHUIOH. |

HezaBHcHMO OT MHAMKALIMATE, HAYANHATA H CIESABAIIMTE JOSHPOBKH TpsAOBa 1a ca HaMaJIeHH
HANIOJIOBHHA M KOPUTHPaHETO Ha A03aTa TpabBa fa 6b1e mo-GaBHO TIIpH mamueHTH ¢ 6p6peuno uiu
4epHOAPOOHO YBpEKIaHE.

PUCTIOJIEIIT Tpabea na ce npunara BHUMATEJHO TIPH TE3H IPyNH MAlHEHTH.

HauuH Ha ITpUI0oKEHHE

PUCTIOJIEIIT e 3a nepopaliHo jeyenue. XpaHara He nopmussa abcopbiira va PUCIHOJIEILT.

[TIpu npekparsaBaHe Ha JIEYESHUETO ce MpenopbyBa NOCTENEHHO HamMasisiBaHe Ha [o3ara. MHOTO paako
ce OMNKCBAT OCTPH CHMITTOMHM NPH PA3KO0 NPEKBCBAHE HA IEYEHWETO C BUCOKH JO3M aHTHUNCHXOTHYHH
NIEKapCTBa, BIUTIOYHTEINHO rajieHe, MoBphllaHe, H3roTsBaHe U OeschbHHe (BK. Touka 4.8). Moxe na ce
HaOmoAaBa M BB30OHOBIBAHE HA ICUXOTHYHKTE CUMITTOMH M ce Ch00IIaBa 33 NosgBa Ha HEBOJIEBH
[BUTATENIHKA PA3CTPOUCTBA (KATO HAIIPHMED AKATH3MA, AUCTOHHA H JUCKHHE3Hs ),
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IIpemunasane om Opyeu anmuncuxomuyu

Koraro ¢ MEIMIIMHCKHA ONpPaBAaHO, ¢€ IPENOPEYBa IOCTEIICHHO CIIMPaHe Ha IPEIUILHOTO JevYeHHE,
xorato 3ano4ea nedeHuero ¢ PUCIIONEIIT. Criuo Taka, ako € MEAULIMHCKH OIIPaBIAaHO, IIPH

NPpEMHHABAHE Ha NallMeHTa OT AeN0 aHTHIICHXOTUIHH IIperaparH ce Npernopbusa TeparyaTa ¢
PUCITIOJIEIIT na zanouHe B JAeHA Ha CleABaIlaTa HHXKeKiMA oT cxeMmaTta. HeobxogMMocTTa OT
NPOJBDKABAHE HA MTPOBEKAAHOTO AHTHITAPKMHCOHOBO AeueHHe TpaOBa NMEpHOIHUYHO Ja Ce
npepasriiexaa.

PHCHOJIENT nepopanen pazmsop:

3a HHCTPYKIMU OTHOCHO U3xBhpisHe U pabota ¢ PUCIIOJIEIIT nepopanen pa3Teop Bibkre TOUKA 6.6.
4.3 IlpoTHBOUNOKA3ARHSA

CBpPBXYYBCTBUTEIHOCT KbM aKTHBHOTO BEIUECTBO WIH KbM HAKOE OT TIOMOHIHHTE BELECTBa.

4.4 CoennaJHE NpeiynpexIeHHAA H NPEANAIHA MEPKH NPH yOnoTpeda

T1alMeHTH B cTapyecka Bb3PACT C ZEMCHUNA

Obwa cmvpmnocm

ITpu BB3pacTHH NAIMEHTH ¢ JEMEHLHA, TEKYBaHH C aTUITHYHH aHTUIICHXOTHIH, ¢¢ HAOmogaBa
yBe/IUaBaHe Ha CMBPTHOCTTA B CPABHEHME C ILTALe00 MPH METaaHAJIM3 Ha 17 KOHTPOJHMPaHN
NPOYYBAHHS, NPOBEIEHH C ATHITMYHH aHTHNCHXOTULH, BrroduTesHo ¥ ¢ PUCIIOJIELLT. 1pu
m1anebo-KOHTPONMpaHu IIPOYYBAHHS B MOMYyJaLMATa MallMeHTH, eKyBanyu ¢ PUCTIOJIEIIT,
cMBpTHOCTTA € 4% 1pu nexyBanu ¢ PUCIIOJIEITT naumenTH, cpasseHo ¢ 3,1% npu nanpeHTH Ha
nnate60. ChOTHOIIEHHETO Ha BEPOATHOCTH (95% ToueH noseputeneH uHrepan) e 1,21 (0,7; 2,1).
CpeHaTa BB3pacT Ha MAllHEHTHTE C JieTaneH u3xox e 86 roauau (Mexay 67-100).

Eonospemenro npunoxcenue Ha Qyposzemud

ITpn mane6o-konTponupanu KWIMHHYHH poyyBadus ¢ PUCIIOJIEITT, npu naimenT# B cTapuecka
BB3PACT C JIEMEHLMA, IEKYBAHH €[IHOBPEMEHHO ¢ (ypO3eMHUI U PUCTIEPUIOH, ce HabmoaaBa
NO-BUCOKA CMBPTHOCT (7,3%; cpeana Be3pacT 89 roauny, MexIy 75-97) B cpaBHEHHE C TALUVEHTH,
JIEKYBaHH caMo ¢ pucniepunoH (3,1%; cpeana pe3pact 84 rogunu, Mmexay 70-96) wnu camo ¢
byposemun (4,1%; cpeana pp3pact 80 roguuy, Mexay 67-90). YBenuyeHara CMBPTHOCT NpU
MAIHEHTH, JIEKYBaHH ¢ QypO3EeMUA H PUCTIEPUIOH, € HabmonaBaHa NpH ABe OT 0010 HeTUPH
KIMHHYHHE Npoy4YBaikg. EqHOBpeMEHHOTO NMPUIOXKEHHUE HAa PUCIIEPUIOH C APYTH AHYPETHULIM (ITIaBHO
MpUIOKEHUETO Ha THA3HIHH AHYPETHLM B HUCKH JO3H) HE Ce CBBpP3Ba CBhC CHIIOTO 3aKIIO4YEHHE.

He e HaMepeH NMaToQU3HOAOrMHEH MEXAHH3BM U HAMA NOC/IENOBATEEH MOJE!, KOHTO A2 06ACHHU
NpUYHHATa 3a HabmoaaBaHaTa CMBPTHOCT. BeOpeku ToBa Tpsabsa Ja ce BHUMaBa K 1a € B3€MAT Ipe]
BHJI [TOJI3UTE H PHCKOBETE OT TaKaBa KOMOWHALIUA HJIM CHITBTCTBALIO JIEYCHHE C OPYTH CHIHH
ITMYPETHLIM, TIPEH J1a C& B3eMe pellieHHe 3a HEHHOTO npunaraHe. HaMa yseaudeHa CMbPTHOCT IIPH
NAlMEeHTHTE, KONTO IPHEMAT JPYTH AMYPETHIIM KATO CHITBTCTRALIO JICYEHHE 3ae/IHO C PUCTIEPURIOH.
He3aBHCHMO OT JIEYEHHETO, AeXHAPATALMATA € PHCKOB (aKTOP 34 CMBPTHOCT U TpAOBa BHUMATETHO
fa ce n30sarea MpHv NalMEHTH B CTAPUYECKa Bh3pacT ¢ AEMEHLIHA.

Hexenaun MozpuHochiopH peakunn (HMCP)

[Tpu nnaneto KOETPONHpPaHH KIMHHYHH IMPOYYBAHHS MTPU Malue
MMa SHAYKTEJTHO NO-BUCOK MPOLEHT (TIPUGIIH3UTEIHO 3-KPaTHO MO
HapUMEp MHCYNT (BIJTHOYMMTENHO ChC CMBPTEH U3XOA) B IMPEXONH
nauueHTH, nekysaud ¢ PUCIIOJIEIIT, B cpaBHEHHE C DAIMEHTH,
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BB3PacT 85 FOAUHH, AHana3oH ot 73 no 97). CrbpanuTe fanHu 0T 6 IL1ane60 KOHTPOIHPAHH
OpOYyYBaHUA [TIABHO NPH MAIIMEHTH B cTapuecka BB3pacT (65 roIMHHM) ¢ JeMEHLHA [I0KA3aT, e
HMCP (cepuo3nn U He-cepHO3HH, KOMOWHUPaHW) ce ToTydarart nipu 3,3% (33/1009) or nauueHTHTE,
JIEKYBaHH C PUCIIEPUIOH, U IipH 1,2% (8/712) npn naunenTHTE, NpHemamy maneto. OTHOWEHUETO
Ha BeposATHOCTTA (95% TouyeH aoBepuTeneH uHTepBal) € 2,96 (1,34; 7,50).MexaunsMsT 3a TO3H
MOBHIIEH PUCK HE € H3BeCTeH. [OBUIICHHUAT PHCK HE € H3KIIIOYEH 34 APYTH aHTHIICHXOTHIM HIH

aApyry rpyny naumedTH. PUCIIOJIEIT tpabsa na ce npwiara ¢ BHUMaHWEe NPH NMALKMEHTH C PHCKOBH
dakTopH 3a HHCYIIT. |

PucksT o HMCP e 3HauMMO 110-BHCOK IIPM MALKHEHTH CBC CMECEH HIIH ChZOB THIT AEMEHIIHNA TIpH

CpaBHEHHE C AeMEHUMsA Ha AJxaliMep. 3aTOBa NAUHMEHTH C APYT THN OEMEHLMA, PA3IMYHA OT
JAEMEHIIMA Ha AJLXaidMep, He Tp4AOBa [1a Ce JIEKYBAT ¢ PUCIICPHOOH.

Jlekapute TpsAOBa Aa NNpEUCHAT pHUCKa U non3ara ot npwiokennero Ha PUCTIOJEIT npu nanmedTy
B CTAp4ECKa Bh3pacT ¢ AEMEHLIHA, KATO B3€MAT IIpel BU POTHOCTUYHWTE KPUTEPUM 32 HHCYIT NIPH
BCEKHM €IMH nauueHT. [lalMeHTUTe WIM XOpaTa, KOMTO Ce Ipikar 3a TaX, Tpsabsa za 6s1aT
npeaynpeacHH He3abaBHO Ja choOLIARAT 3a MpH3HaM U cumaromu Ha HMCP kato BHe3anHa
c1aboCT WM CKOBRHOCT Ha JIMIIETO, PBLIETE WK KpaKaTa, H 3a npobieMu ¢ rOBOpa WIH CbC 3PEHHETO.
BCHYKHM BB3MOXKHOCTH 3a JIe4eHHE TpAOBa na ce oOMHCIAT He3abaBHO, BKIIIOYHTETHO
[IPEYCTaHOBSABaHE Ha JICUCHUETO C PUCMIEPUIOH. |

PHUCIIOJIEIIT Tps#Gpa na ce u3moir3pa 3a KpaTKOCPOUYHO JIEYEHVE HA NIEPCUCTHPALA arpecHs IIpu
[IAL[HEHTH C YMEpPeHa A0 TexKKa AeMCHIMA Ha AmxaliMep caMO Kato JOMMBIIHEHHAE KBM
He()apMaKONOrHYHUTE NOAXOAM, KOTAaTO T€ UMAT OrpaHHYeHa e(DEKTHBHOCT WM HE ¢a ePUKACHH U
TpH KOMTO MMA PUCK OT CaMOHAPaHABAHE WKW HADAHABAHE HA OKOJIHUTE,

[TannenTtuTe TpsOBa peAOBHO aa OBAAT NOAJ1araH! Ha NPeCLEHKa, KAKTO U HeoOX0AMMOCTTa OT
NPOABDKABAHE Ha JIEUYSHUETO.

OprocTaTH4HA XMITOTOHHSA

[Topanm anda-6m0KMpaInoTO REHCTBHE Ha PUCTIEPHAOH € BH3MOXKHA ITOABaTa HA (OPTOCTATHYHA)
XMIIOTOHHSA, OCODEHO IO BpeMe Ha HAYANIHUA NIEPUOA HA aflanTUpane Ha ao3ara. KITHHUYHO 3HAYHMa
XUIOTOHUA ¢¢ HabMmonaBa B NOCTMAPKETHHIOBUA [IEPUO, IIPH € JHOBPEMEHHO MPUIOKEHHS Ha
pucnepyacH u antTuxuriepred3uBHo NedeHue. PHUCIIOJIEIIT Tpsbsa na ce mpwiara BHUMATEIHO IIPH
MAlUEeHTH, 3a KOUTO Ce 3Hae, Y€ UMAaT CHPIACYHO-CBA0BO 3aboiigBaHe (Hallp. ChpAcUHA
HEJOCTATBYHOCT, UHGAPKT Ha MHOKAP/Ia, HAPYLICHHA Ha [IPOBOAMMOCTTA, JEXUIpaTallis,
XHIIOBOJIEMHS, HJIH MO3BYHOCHAORA O0JIECT), H A03aTa TpaOBa Aa ObA¢ NOCTENCHHO aJallTUpaHa
CrIOpe NPEeNoPBKUTE (BAK. TOUKA 4.2). AKO C€ IIOABH XHITOTOHKA, TpsAOBRa Aa ce OOMUCIIM HAMANICHHE
Ha J03aTa.

Kvcna muckunesus/ ExcrpanupaMunny cumoromy (KI/ETIC)

JlekapcTBeHHMTE MPOAYKTH CHC CBOMCTRA Ha aHTATOHHCTH Ha AOTIaMHWHOBUTE PELEIITOPH, Ca CBEP3aHH
C MHAYLMPAHETO Ha KbCHA JUCKHHE3HA, KOATO CE XapaKTepU3Hpa ¢ PATMHYHHE HEROJICBU JBIDKEHHA,
NpeaIHMHO Ha e3uKa WKW nuueto. [losBara Ha eKcTpanMpaMiOHa CHMIITOMAaTHKA € PHCKOB (hakTop 3a
KBCHa OUCKMHE3HS. AKO ce NOSBAT NPU3HALM M CUMITTOMH Ha KbCHA THCKMHE3HA, TpsOBa ha ce
OOMMCIIM CIIHPAHETO Ha BCUHYKH aHTHIICHXOTHLIH.

Hegponerrtmyen maaurded cudapomM (HMCQ)

BereTaTHBHATA HEPBHA CHCTEMA, NPOMEHEHO Ch3HAHHUE M ITOBHUIICHH ¥
KpeaTHHQoCcPoKHHA3a. JIOMBMHUTETHA CHMIITOMHA MOraT Aa Obaar
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1 ocTpa OBOpeyHa HeaOCTaTEIHOCT. B TO3M Ciryyal, BCHYKH aHTUNICHXOTHLH, BKIIOYHTEITHO
PUCTIOJIEIIT, TpabBa ma 6ppar cnpeHy.

[TapkurcoHoBa HosecT U NEMEHUHMA ¢ Tenla Ha Lewy

Jlexapute TpaAOBa fa NpeLEHIT PHCKOBETE CIPSAMO ITOJI3aTa, KOraTo MpeAlHCBaT aHTHIICMXOTHIIM,
rmoyuTesTHO PUCTIOJIEIT, Ha nauuenTH ¢ [lapkuHcoHOBa DonecT WM AeMeHLMA ¢ Teua Ha Lewy
(DLB). Be3moxkHo € Bnomasase Ha [TapkuHcoHOoBara bonect oT pucnepuacH. I1pn asere rpynu
CBHINECTBYBA IMOBHIIEH PUCK OT Pa3BUTHE HA HEBPOJIENITHYCH MATMTHEH CHHIPOM, KaKTO H IOBHLICHA
qyBCTBATETHOCT KbM 2HTHIICHXOTHYHUTE JI€KAPCTBa; TE3H MALHEHTH C€ U3KIKOUBAT OT KIIHHHYHH
npoyuyBanus. IIposgBara Ha Ta3 IOBHINEHA YYBCTBHTEIHOCT KAaTO AONMBIHEHHE KBM

eKCTparHpaMHAHATa CHMITTOMAaTHKA MOXKe J1a BKITIOYBa 06bpKBaHe, 00HyOunainuKo, nocTypania
HeCTaOMMHOCT ¢ YECTH MaJaHH4.

XHNeprIHKeMHUs

3a XUnepIMKeMHs WIH 000CTpsHE Ha CHIIECTBYBAL OTIIpeaH NHabeT ce Crobimasa B MHOIO pefKH
cydas 1o peme Ha jedenrero ¢ PUCIIOJIEIIT. IlpertopsiBa c€ MOAXOAAIO KIMHAYHO HaOTIONeHHE
HA TIALMEHTH ¢ JHabeT ¥ Ha MalMeHTH ¢ PMCKOBH HaKTOPH 3a pa3BUTHE Ha 3aXapeH nuaber.

XHIIEpOpONIAKTUHEMHUS

[TpoyuyBaHMs ¢ THKAHHH KyNTYpPH [TOKa3BaT, Y€ pacTeXbT Ha KIIETKH [IPY TYMOD Ha rbpJiaTa IpH
qyOBEeKa MOXKe OM ce CTHMYJIMpa OT NMpolakTHH. Makap 4e He € ACHa Bpb3KaTa C MPHIOKCHHETO Ha
AHTUTICUXOTHLIH, JOKOJIKOTO € JOKA3aHO B KIHHAYHY U eMTHAEMHUOJOTrHYHH NPOYYBaHHA, MPErtOphvBa
ce TIOBUIIIEHO BHUMAHME TIPH MaLMeHTH ¢be 3HaunMa aHaMHesa. PUCITOJIEIIT tpabpa na ce npunara
BHUMATEMHO IIPH [TALMEHTH C IPEAIECTRAINA XATICPNPOIAKTHHEMHMA U ITPH MalMEeHTH C BEPOATHOCT
33 POJIAKTHH-3aBHCHMH TYMOPH.

YawmkapaHe Ha )T- HHTEpBaIa

B nocTMapKETHHIOBHA MIEPHOI MHOTO PAAKO ce chobinaBa 3a yabikasaHe Ha QT-uurepsana. Kakro
M ¢ [pyTHTE aHTHIICHXOTHLM, TPsOBa /la c€ BHUMAaBa, KOTaTO PUCTIEPHIOH C€ NPEANUCEA Ha [TALMEHTH,
33 KOMTO Ce 3Hae, Ye CTPajaT OT ChPASUHO-ChAOBH 3abonaBaHusi, KOUTO UMAT HaMUIIHA
oBpeMEHEHOCT 3a yabinked QT-1HTepBan, 6panuKkapIus WM eNEKTPOKMTeH quchanaHe
(XMNOKaTMEeMHs, XUTIOMArHE3UEeMIA ), THH KaTO TOBA MOXE Ja IOBKIIK PHCKA OT PUTHMHH
HApPYIIEHH, KAKTO M TP eJHOBPEMEHHATa ynoTpeba Ha nekapcTBa, 3a KOMTO Ce 3Hae, 4e yAbIDKaBaT
QT-unTepBaia.

[TpunagbLs

PUCTIOJIEIIT Tpsa6ea na ce A3MON3Ba BHUMATEIHO TIPH MA{HEHTH, KOMTO UMAT aHaMHE3a 3a
NpUNAABIH WK IPYTH CBCTOSHMSA, KOWTO ITOTEHIIHAIHO MOTraT Aa HaMaJIAT IIpara 3a IpHUIalbiH,

IIpyanu3em

ITo speme Ha nevyedueto ¢ PUCTIOJIEIIT Moxke na ce Noxyvw NpHaImi3®M Opajgyi HEroBUs
aipa-aipeHepruyeH OOKHpail €QeKT.

Perynypase Ha TenecHaTa TeMIIEpaTypa

TemrnepaTypa. Jlo6pe e na ce B3eMaT ChOTBETHH MEPKH, Korato PH
MAUMEHTH, KOUTO C€ M3JIaraT Ha ChCTOSHHUSA, KOMTO MOXKeE Jia AOTIp
TEMIIEPATYpa, HAIIPUMED YCIIEHO PH3HYECKO HaTOBApBAHE, M3
MOTy4Y44BaHe Ha CHITHTCTBALIO JIEUEHHE ¢ AHTHXOIHHEPrHYHa
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JTelia ¥ IOHOIIY

TIpemu M3nMcBaHe Ha PHCIIEPUACH Ha JELIa HWIH IOHOUIM C NOBEIEHYECKH Pa3CTPOHCTBA TpsibBa
LISUTOCTHO OLICHABAHE 33 (DM3NKAJTHH B COLMA/IHM MPUIHHH HA arpeCMBHOTO MOBEICHHE KATO
HATIpHMEp NPUYMHABaHE Ha G0/IKa KM HECHOTBETCTBAINM Ha CPEAATa HCKAHMA.

[Tpu Ta3u rpymna TpaGBa BHUMATEHO 4 CE CACAN CEJATUBHUAT edeKT HA PUCIIEPUIOH NIOpaaH
BE3MOKHHUTE TIOCTEIULIM BBPXY CIIOCOOHOCTTA 3a yueHe. [IpomsaHara Ha BpeMeTO Ha [IPHIATaHe Ha

PHCIIEPHOH MOXE [1a NoJ00pH BB3ACHCTBHETO Ha CEeJaTHBHOTO CPeICTBO BEPXY BHUMaHHETO Ha
IeliaTa " HOHOLIMTE,

PycrniepHIOH ¢€ CBBP3Ba ChC CPEIHO YBEIMYECHHE Ha TECCHOTO TETJIO M WHACKCA Ha Te/IeCHATa Maca
(UTM). JleyeHneTo ¢ pUCIIEPHAOH C NMPOIB/DKHTENHOCT A0 1 FOAHHA HE MOKa3Ba HEXENAHH
IeKapCTBEHY PeaKiMU BEPXY PacTeXka M MOJIOBOTO Ch3paBaHe. | IpPOMEHHTE B PBCTA MPH ABATOCPOHH
eKCTEH3HBHH OTBOPEHH MPOYYBAHHA Ca B pAMKHTE Ha HOpMaTa, O4aKBaHa 3a Bb3pactra. EdexTure
BHPXY [OMOBOTO Ch3psBaHe U PhCTa IIPH ABJITOCPOTHO JIEUSHHE ¢ PUCTIEPUIOH HE Ca aIeKBAaTHO

[IPOYUYEHH.

[Topaau NOTEHIMATHKUTE eeKTH OT MPOXB/DKMTENHATA XUIIEPIIPOTAKTHHEMHUSA BEPXY pacTexka U
TIOJIOBOTO CH3pABaHE NpH Aelia H IOHOIIM TpAbBa Aa ce MpaBy pefoBHA KIMHWYHA OLICHKA Ha
eHIOKPUHHHA CTATYC, BIUTIOUHTEIHO H3MEPBaHe Ha PHCT, TErJIO M N0JI0BO Ch3PsABaHe, KOHTPON Ha
MEHCTPYALIHATA M APYTH MOTEHIHAIHO CBBbP3aHH C MPONIakTHHA ePEeKTH.

[To BpemMe HAa JI€UEHHe ¢ PUCTIEPHAOH PeJOBHO TpAOBa Ia ce CleH 3a EKCTpanupaMHIHa
CHMITTOMATHKA U JIPpYrd ABUCATEHH HAPYIIEHHUA.

3a criettdMYHK MPeNopbKH TPH A03HPOBKA IIPH Jella H IOHOUIM BIDKTE TOYKa 4.2.

[ToMoOIIHH BEIIECTBA

OUIMHPaHKTE TabIeTKY ChIBPAAT akTo3a. [TallMeHTH ¢ PeIKM HACIEACTBeHH Ie(PEeKTH KaTo
HEMTOHOCHMOCT KBM Fallakto3a, JedHuuT Ha Lapp 1aKraiza WIKH Ha II0KO30-TaJIaKTO3HA
manabcopbups He TpAbBa fa PUEMAT TOBa JIEKapCTBO (OTHACS Ce camo 40 (GHAMUpPaHHTe TabIIeTKH).

Copabepixa oupetutel chHceT XbaTo (E110). Moxke na npyIHHHA alepryHy peakuuu (oTHacA ce caMo
33 QUIMHpaHuTe TabNeTKy OT 2 mg).

4.5 BsammoaeiicTBHe ¢ XPYrH JeKAPCTBEHH NPOIYKTH H APYTH GopMA Ha B3aHMOAeHcTBHE

KakTo ¢ Apyryd aHTHIICMXOTHLM, BHUMATEIHO ¢€ OOMMCIIA M3ITHCBaHE HA PHCIIEPUAOH C APYTH
NIeKApCTBEHH MPOXYKTH, 38 KOMTO CE 3Hae, Ye yasbkasar Q I-HHTepBaia, Halp. Kiac la arTHApUTMHULIH
(Hanp. XMHUJMH, TH30MMPAMK, NTpokanHaMKA), knac [l anrnapuT™Muy (Hamp. aMHOIAPOH, COTAJION),
TPULIKISTMYHY aHTHAENIPECAHTH (HANp. AMUTPUNTIIMH), TETPALMKINYHA aHTUACTIPECAHTH (Hanop.
MATIPOTH/IMH), HAKOH aHTHXHCTAMUHH, PYTH aHTHIICMXOTULH, HIKOA aHTHMANIapPHHHY JIEKApCTBA
(Hanp. XMHHH B ME(IOKHH), H C JIEKAPCTBa, KOMTO NPHYHHABAT CICKTPOIMTEH nucbanaHe
(XHTIOKATHEMHA, XHTIOMarHe3sHeMus) WK OpaguKapaus, Wi TaKHMBa, KOMTO HHXUOHPAT
yepHOAPoOHHM MeTaboM3IbM Ha pucnepHaoH. TO3H CMCHK € NPUMEPEH, a He H3UEPIIaTe/IeH.

Homenyuan na PACITOJIEIIT da nosauasa Opyzu NeKapCmeenu npooyKmu

F"'.‘I.--'
a-‘.__u.

PucniepuoH TpabBa aa ce ynotpebasa ¢ MOBUIIEHO BHUMaHUE IIPH
IEHTPATHONEHCTBAIIY BelIeCTBa, 0COOEHO BIUTIOUBALIM aJIKOXOI, O
OeH30MazeNMHH NOPaAd TTOBHINEHHAT PUCK OT CEHUpPaHe.
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PUCTIOJIETIT Moxe 1a aHTaroHM3Mpa e)eKTa Ha JIEBOAOCNA U Ha APYTH AONIAMUHOBH aroHHCTH. AKO |

Ta3u KOMOHHALMA c€ CYMTA 3a HeoOX0auMa, 0cobeHO ITpHu KpaeH craauid Ha IlapkuHcoroBa HonecT,
TpAOBa /1a ce H3MHULIe HAH-HACKAaTa e)eKTHBHA 034,

KIMHWYHO 3HaYMMa XMITOTOHHS ce HaOnogasa B NOCTMAPKETHHTOBHS IEPHOA NPH eTHOBPEMEHKO
npuiaraHe Ha PUCIEPHIOH ¢ aHTUXHIIEPTEH3HBHO JICUECHHUE.

PUCTIOJIETIIT ue noka3sa KIHHAYHO 3HAYHM e(BeKT BbpXY (PapMaKOKHHETHKATa Ha JIMTHH, BAIIPOAT,
OWrOKCHH WIH TOTIAPAMAT.

Homenyuan na opyzume nexapcmeernu npoodykmu oa nogauseam PUCIIOJIEIIT

W3BecTHO €, ye kapbaMasernuH HaMalABa [UIa3MeHaTa KOHLICHTPAlMa Ha aKTHBHATA AHTHIICHXOTUYHA
dbpakuus Ha prcnepuaol. Ilono6HU edexTn Morar Aa ce HabaIONaBaT HATPHMED ¢ puaMITHLIUH,
dbeHHTOUH U (heHobapOuTal, KOUTO CHIIO HHOyLHpaT YepHoapoOHus eH3uM CY P 3A4, kaxTo 1
P-rnukonporenHa. Korato ce 3anoysa WiM crupa JeYeHHe ¢ kKapbaMasernuH WM ¢ APYTH UHIYKTOPH
Ha yepHOOpobHusa ensuM CYP 3A4 /P-rnukonpoterHa (P-gp), nexapar TpsOsa fa NpeoleHH
nosupopkata Ha PUCITOJIEIIT.

DnyoxceTHH H MApOKCETHH, KOHTO ca HHXHOuTOopH Ha CYP 216, nopumiasar nna3meHara
KOHLIEHTPAIMA Ha PHCIIEPHIOH, HO B TIO-MaJIka CTelleH Ta3H Ha aHTHIICHXOTHYHATa (pakuus. UJaksa
ce, ye apyru HuxubaTOpHu HAa CYP 2D6 XaTo XHHWAMH MOXe Ja MOBIUAAT IU1a3MCHATa KOHLIEHTpalus
Ha PUCHIEPH/IOH Mo noxobeH HaduH. KoraTo ce 3ano4sa WIH NIpeyCTaHOBABA €JHOBPEMEHHO JICUCHHE

¢ dIyOKCETHH WIM NIaPOKCETHH, JIEKApAT TpAOBa Ja MOAMOKH Ha NpeoLeHKa JO3HPOBKATa Ha
PUCIIOJIEIIT.

Bepanamu, xoiito e unxuburop Ha CYP 3A4 u P-gp, nopuInasa ria3MeHaTa KOHICHTPAlMs Ha
PHUCTIEPUAOH.

CanayTaMHHE ¥ TOHETIE3W He TIOKa3BaT KIMHUYHO 3HaUHM eQeKT BbPXY PapMakOKHMHETHKATA Ha
PUCTIEPHIOH ¥ BHPXY aKTHMBHATA aHTHUIICHXOTHYHA (paKIIHA.

deHOTHAZHHUTE, TPHUMKITHYHATE aHTHACIIPECAHTH U HAKOM OeTa OlIoKepH MOrar a IOBHIUAT
[a3MeHaTa KOHLIEHTPAlUsl Ha PHCIIEPHAOH, HO He M Ha aKTHBHATa aHTHIICMXOTHYHA (paKius.
AMWTHDHITTIIHH He NMOBMHABA (apMaKOKHHETHKATa Ha PACIIEPUIOH U HAa aKTHBHATa aHTHIICHXOTHYHA
dpakums. [{MMeTHANH H PAHUTHAMH OBHIIABAT OHOHANIHYHOCTTA HA PUCTIEPH/IOH, HO CaMo
He3HAYHTE/HO Ta3M Ha aKTHBHATA aHTUIICHXOTHYHA (paKiud. EpUTpOMHUIIUH, KOXTO € HHXMOHTOD Ha
CYP 3A4, He npoMeHA QapMakOKWHETHKATa Ha PHCIICPHAOH, HUTO HA aKTHBHATA AHTHIICHXOTHIHA
dhpakims.

KomGunupanara ynorpeba Ha ncuxoctuMynantH (Hanp. Metwidennnar) ¢ PUCIIOJIEILT npu pera v
IOHOIIH He NpoMeHs dapMaxokuHeTH4HaTa edukacHocT Ha PUCITOJIEILT.

BkTte Touka 4.4 OTHOCHO IIOBMIIEHA CMBPTHOCT IIPH NNAUMEHTH B CTap4eCka Bb3pacT € JeMEHIIMA,
npHeMaily eJHOBPEMEHHO C TOBA Qypo3eMHuA.

EnHoBpeMenHara ynotpeta na nepopaned PUCIIOJIEIT ¢ nanunepynoH He ce Npenopbyea, Thi
KaTO MAJTUIIEPU/IOH € AKTHBEH MeTabONUT Ha PUCTIEPHAOHE W KOMOWHAIIMATA Ha IBETE MOXKE [a JOBEAE
1O NOMBJIHMTETHA €KCIIO3UIIMI Ha AKTHBHA aHTHIICHXOTHYHA (PpaKHHi.
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HaOmogaRaHa ciel ynorpefa Ha pHCIIEPHAOH 10 BpEME Ha MOCIEAHOTO TPHMECEUHE Ha
6peMeHHOCTTA. 3aTOoBa HOBOPOIEHHUTe TPAOBA /1a C& KOHTPOMMPAT BHUMATEIHO. PHCTIEDHAOH He €
TepaToreHeH NpH NPOyYBAHUA C )KMBOTHH, HO ca HaOMKOJaBaHH IPYTH BUAOBE TOKCHHHOCT BBPXY
peNpoAyKTHBHATA cHCTeMa (B, Touka 5.3). [JoTeHIHATHUAT PACK IIPH XOpa HE € W3BECTEH.
Cnenosarenuo PUCTIOJIEIIT He Tpabpa Ja ce H3MON3Ba MPH HpeMEHHOCT, OCBEH B ClIydaH Ha

KaTEropHYHAa HeOOXOMAMOCT. AKO € HE0OX0MUMO fia ObJe CrpsaH MO BpeMe Ha OpeMEeHHOCTTa, TOBA He
TpaOBa 1a CTaBa U3BEIHBXK.

Kvpmene

[Tpu mpoy4BaHus C )KUBOTHH € YCTAHOBEHO, Y€ PHCTICPHAOH H 9-XUIPOKCH-PHCIIEPHAOH C& OTACTAT B
MIISKOTO. YCTAHOBEHO €, Y€ PHCTIEPHIOH M 9-XHUAPOKCH-PHCIIEPHIIOH C€ OT/IC/1% H B KbpMATa B MaJIKH

xonuuecTa. HiMa HATVYHH JaHHM 33 HeXkellaH# pPeakiliy mpy kbpMadera. ClIe0BaTeNHO no3aTa oT
KbPMEHETO € MO-TOJIAMa B CPaBHEHHE C NOTEHUHANHUA PUCK 32 JIETETO.

4.7 EdekT BBpXY criocofHocTTa 32 Modypane u 2a paboTa ¢ MAIIMBH

PUCTIOJEIT Moxe /la HMa MAHHMATEH WA yMepeH e(eKT BEpXy CIocoOHOCTTa 3a IodupaHe H 3a
paboTa ¢ MAIIWHY TOPARV MOTEHIHANHUS e eKT BEpXy HepBHATA CHCTEMA U BBPXY 3PCHHCTO (BIK.
Touka 4.8). CllefoBaTeNHO NalMeRTUTe TpAOBa Aa GBAAT ChBETBaHY Ja He MIOQHpAT H 13 He paboTaT
¢ MallIMHH, TOKAaTO HE CTAHE M3BECTHA TAXHATA MHIWBH/yallHa 9YBCTBUTCIIHOCT KbM JIEKApCTBOTO.

4.10 Hexe1aHH peaKIHA

Haii-gecTo choBIIaBaHKTe HexenaHu nexapcTpenH peakuuu (HJIP) (pasnpocTpanenue >10%) ca:
NapKHHCOHU3BM, IMaBobonue U Oe3chHuE.

[To-nomy cienpar Bcuuku HIIP, 3a kouto ce cp0011aBa B KITMHUYHUTE MPOYYBAHN H B
OCTMApKETHHTOBHs NepHol. [Ipuiarar ce ceIHUTe TEPMUHHM 32 YECTOTAaTa: MHOTO YCCTH (=1/10),
uectr (>1/100 mo <1/10), nesecty (>1/1000 po <1/100), peaxn (=1/10,000 mo <1/1000), MHOTO peaKH
(<1/10 000), ¢ Heu3BeCTHA YeCTOTA (OT HATMYHUTE JaHHM HE MOXKE 11a 6Be HANpaBeHa OLEHKa)

B paMkuTe Ha BCAKO IpyNHPaHe B 3aBHCHMOCT OT YECTOTATa HEXENTAHHUTE JICKAPCTBEHH PEAKILIMH CE
H3GPOABAT B HU3XOIALI pejl N0 OTHOLIEHHE HA TAXHATAa CEPHO3HOCT.

Hexesann Jexapersenn peakund 10 MedDRA 6a3a jaHHH HA CHCTEMO-OpPTraHHH KJIAcoBe

HN3cnenpanns
Yecmu [ToBuiIeHHE HA TIPOJIAKTHHA B KPBBTA', IOBHUIIABAHE HA TEIJIOTO
Heuvecmu VY aesokaBade Ha QT-dHTepRAIA HA KapAHOrpaMara, [IaTOIOrHyHa
eNEKTPOKapAMOrpaMa, NIOBHIIEHHE HA KPBBHATA 3aXap, MOBHILIEHHE Ha
TpaHCAMHHA3KTE, HAMaJICHHe Ha 6eNuTe KpBHBHU KNETKH, NOBUIIIEHUE Ha TENICCHATA
TeMIIepaTypa, NOBHILICHHE Ha eo3sHHOQUNKTE, HAMATICHHE Ha XeMOTTIOOHHA,
IOBUINIEHHE Ha XpeaTHH(pochokHa3aTa B KPBBTA

Peoxu CnajaHe Ha TelecHaTa TeMIleparypa

Copaedus HapymIeHAA

Hecmu Taxukapaud -

Hevecmu ATpuoBeHTpHKynapeH 010k, 6eapes 610K, NPeACHPAHO MBKACHE, CHHYCOBA

Opaaukapaus, HaITUTalHy
HapymeHHs Ha KPbHBTA K JAM(QHATA CHCTEMA

Hevecmu AHeMHsA, TPOMOOLUTOTICHHA
Peoru ["paHyIOLUTONEHHA

C neusgecmna ArpaHylnoLHTO34

yecmoma

HapymeHHs Ha HEPBHATA CHCTEMA
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Mnuozo wecmu [TapKHHCOHHU3BM , N1aBOOOITHE

Hecmu AKaTH3UA", CBETOBBPTEXK, TPEMOD', JUCTOHHSA', COMHONEHTHOCT, CeMpPAHE,
NeTaprus, TUCKUHE3HA

Hevecmu Hepearupase Ha CTUMYJIH, 3ary0a Ha Cb3HAHHWE, CHHKOII, MOATHCHATO HHBO Ha

Ch3HAHHETO, MOZBYHOCHI0B HHIIMAEHT, NMPEXOAEH HCXEMWYEH NIPUCTEII,
OA3apTpus, HApYIIEeHUE Ha BHUMAHHETO, XUIIEPCOMHMSA, CBETOBBPTEK MPH CTOEHE
npas, HapYIIEeHHE HA PABHOBECHETO, KbCHA JUCKHWHEIHS, HAPYIIEHUE Ha TOBOpa,
HapyleHa KOOPAUHALMS, XUNECTEINA

Peoxu HesponenTuueH MamuraeH CHHAPOM, IHa0eTHa KOMa, MO3BYHOCHIOBO YBpeXKIaHe,
MO3bYHA HCXEMHMs, IBHIATETHH HAPYLISHHA
HapyimieHnsd H2 09HTE

Yecmu HescHO B aHe

Hevecemu KOHIOHKTHBHT, O4YHA XUIIEpPEMUS, CEKPET OT OYHTE, OTOK Ha OUHTE, CYXH OYH,
MOBHIIEHO CHII30OTHEAHE, doTrodobus

Peoxu HamaneHa 3puTesiHa OCTPOTa, BEPTEHE HA OUMTE, [NIAyKOMa

HapymeHBs HA YXO0TO 4 JaOBRpHATA

Hevecmu boika B yXOTO, LIIYM B YIIIUTE

PecnBpaTopHs, rpbAHE B MEJHACTHHAIHH HAPYIICHHS

Hecmu TTHCTIHES, SIMMCTAKCHC, KAINLTHIIA, CEKPET OT HOCca, Donka BBB dapHUHKCA H
JIapHHKCA, |

Hevecmu CBupKaHe, aCIHpPaLHOHHA TTHEBMOHI, benoapobeH 3acTol, HapylleHUs Ha
JMIIIaHeTO, XPUIIOBE, KOHT€CTHA Ha AUXATCITHHA TPaKT, TUCPOHUS,

Peoxu CunapoM Ha afHeA [0 BpeME Ha ChH, XHIICpBEHTHAALIHA

CroManiHO-4YpEeBHE HADYIIEHHS |

Hecmu TToBpwuiane, AMapHi, 3amekK, rafieHe, 6oaKa B kopeMa, AUCIIENCHS, CYXO0Ta B
yCTaTa, CToManeH AUCKoM¢opT

Hevecmuu - Tucdarug, racTput, dexanHa HHKOHTHHEHIHA, PexanoM

Peoxu O6cTpyKIMsa HA YEpBaTa, MAHKPEATUT, OTOK HA YCTHUTE, XSHIMT

Hapymennn Ha 0x0penure H THKOYHATE IbTHIIA

Hecmu Exypesa

Hevyecmu Hu3ypus, HezagbpKaHe Ha ypUHATa, MOJaKHypHA

HapymeHdsi Ha KOKATA H NOAK0KHATA ThKAH

- Yecmu Ob6pus, epureMa

Hevecmu AHryoeaeM , JIe3MH Ha KOXKATa, YBpeaJIaHe Ha KoxkaTa, Cppbex, akHe,
NENMrMEHTHpaHEe Ha KOXKaTa, alonelys, cebopeeH JepMaTHT, CyXa KoxXa,
XHUIIEPKEpATO3a

Peoxu [Iepxot

HapyuieHAs Ha MYCKYJJHO-CKEJI€THATA CHCTEMA H CheIHRHTEIHATA ThKaH

Yecmu Aprpanrus, 6osika B repba, 6onka B KpaMHHIHTE

Heyecmu MyckynHa cnaboct, MuanTud, 60JIxa BEB BpaTa, OTOK Ha CTaBHTE, HApYIIEHUE Ha -

cToiKkaTa, CKOBAaHOCT HA CTABUTE, O0OJIKA B MYCKY/IHUTE K KOCTHTE HA I'PbAHUS KOIII
Peoxu PabnomMuonuza

Hapymenns Ha eBAOKPHHAATA CHCTEMA

Peoxu HecroTBeTcTBAINA CEKpELMA Ha aHTHANYPETHYEH XOPMOH

Hapymenns Ha MeTa00JIH3IMA H XpaHEHETO

Yecmu [ToBuIeH aneTUT, HaMaJIeH arieTUT

Hevecmu AHOpEKCHS, TOMHAUNCHA

Mnozo peoxu HNuabetHa keToalMA03a

C neuzsecmna BoaHa HHTOKCHKALIHA

yecmomd

HMudexnnn A AEgecTanHn

Hecmu [THeBMOHHA, TpHTI, OPOHXHUT, HHPEKI[UH Ha Iop
H(eKIUH HA TMKOYHHTE TETHINA

Hevecmu CHHY3HT, BHPYCHH HHPeKIIHY, HHPECKIUHA Ha

BB3NAJICHHE Ha CPeOHOTO YX0, HHPEKIIMH Ha O
aKapoAepMaTHT, HHPEKLIMY HA AUXATETHUA TP
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Peoxu XPOHHYHO BB3MNAJICHHE HA CPEaHOTO YXO
Cba0BH HapyIIeHHS

- Hevecmu XUMOTOHUA, OPTOCTATUYIHA XUIIOTOHHUS, 3a4ePBABAHE

O0mu napymenus A epeKTH HA MACTOTO HA NPHIOKEeHHEe

Yecmu Temnepatypa, ymopa, nepudepHH OTOLH, acTeHus, OONKA B IbpJANTE

Hevecmu OTOK Ha MMLETO, HapYLIEHHWE Ha [MOX0AKaTa, a0HOPMHH yCelllaHU4,
HEPa3MONoKESHHES, TPUTIOIOA00HH CHMITTOMM, Xax1a, AUCKOMGOPT B IBPIUTE,
CTYZASHH TPBIIKH

Peoxu [ eHepanu3upan OTOK, XMIIOTepMMS, AOCTHHEHTEH CUHAPOM, CTYJIeHH KpalHWLHU

HapymeHans Ha BEMYHHATA CHCTEMA

Hevecmu CBpBXUYBCTBHTEIIHOCT

Peoxu JIekapcTBeHA CBPBXUYBCTBUTEIHOCT

C nHeuzgecmua AHa(HITaKTHYHA peaKLU

yecmoma |

Xenaro-OHJIHAPHHE HAPYIICHHS

Peoxu AKbnrenrua |

HapyumieHRs HA BE3HPOH3BOJHTEHATA CHCTEMA M r'bpna'ra

Hevecmu AMeHopes, HapyYLICHA CeKcyamHa (QyHKLUA, epeKTHIHA JUCPYHKLHA, HEYCIEX Ha
esKYJIallMATa, TalaKTopes, THHEKOMACTHA, HepeJoBHa MEHCTpyaums, 64510
Te4YeHUE

Peodru IIpuanuzsm

IIcHXHYHH HApYIIeHHS

Mnozo vecmu bescpaue

Yecmu TpeBoxkHoCT, 6€3110KOHCTBO, HapYIIIEHHE HAa CHHA

Hevecmu CrcTosHHME Ha 065 pKaHOCT, MaHH4, TOATHCHATO JTHOHAO, anaTHA, HEPBHOCT

Peoxu AHopra3Mus, IpUTHIEH adeKT

*X UIepnpoNakTHHEMHA B HAKOHU CTydaH BOAM 10 THHEKOMACTHA, HAPYIIEHHS HA MEHCTPYaLMATa,
aMeHopesd, ralakTropes.

® ExcTpanupaMiasy HApYLIEHHS MOXKe J1a €4 : TApKMHCOHM3BEM (OOHIHA CATHBaLMA, BTBbPABAHE Ha
CKeJIeTHAaTa MyCKYJIaTYpa, IapKMHCOHH3BM, JIMTABEHE, PUTHAHOCT KaTo 3604aTO KOIENO,
OpaaIMKUHE3UA, XMITOKHHE3UA, MACKOBHMIHO JHLE, MYCKYTHO HallpekeHHe, aKHHE3HA, BpaTHa
PUrHIHOCT, MYCKY/THa pPUTHIHOCT, TIAPKHHCOHOBA MOX0/Ka H abHOpMeH peduiekc Ha rnabenara),
aKaTU3Ms (aKaTU3UA, HECTIOKOMCTBHE, XUITEPKHHE3HI H CHHAPOM Ha HECITIOKOHHHUA Kpak), TPEMOp,
IUCKHHE3Ms, (TUCKMHE3UA, MYCKYJIHH IIOTPErBaHH, XOpeoaTeTo3a, aTeTo3a i MUOKIIOHYC),
IUCTOHHUSA, JIMCTOHMATA BKIIIOYBA AUCTOHMA, MYCKYJTHH CIIa3MU, XUIIEPTOHHA, TOPTHKOHC, HCBOJICBH
MYCKYJTHM KOHTPAKIIHMH, KOHTPaKTypa Ha Myckynaure, Oiedapocna3sMm, OKYJIOrMpHA, Napaid3a Ha
€3HK4, JIMIEBH CMA3MH, IADHHTOCIA3EM, MHOTOHMSA, OITUCTOTOHYC, OpodapyHreaneH Clia3bM,
[UIEBPOTOTOHYC, CTIA3bM Ha €3HKa M YEIOCTHA CKOBAHOCT. 1 peMOpBT BKIIIOYBa TPEMODP H OCTAaTh4EH
NapKHHCOHOB TpeMop. TpadBa aa ce orbenexy, He ca BIIOYECHH IIAPOK CHEKTHP OT CHMITTOMH, HO He
e HeoOXOAUMO Te Ja UMAT €KCTpaITHpaMUIeH [TPOU3XO/.

Cnensa cnucbk Ha HIIP, ceep3anu ¢ pucniepHAOH, KOUTO ca onpenenedu kato HJIP no speme Ha
KIMHUYHUTE [IPOYYBAHUSA, H3CIESABAIIH IBATOACHCTBAMIMS HEDKEKIIMOHEH PHUCTIEPHIOH
(PUCTIONEIIT KOHCTA), Ho kouTo He ca onpenencHu karo HIIP npu KMMHUYHY NpOoy4YBaHHA HA
nepopanuia PUCIIOJIEIIT. B tasu Tabnuiia He ca BrmodeHH oHe3d HIIP, xoHTo ca cnenHanHo
CBBP3aHH ¢ MIDKEKITMOHHMS HauuH Ha mpuwiokeHrue Ha PUCIIOJIEITT KOHCTA.

JTOITBITHUTEIIHA HEXKENAHHU IEKAPCTBEHH PEaKLIMK, 32 KOUTO ¢¢ ¢hobiliaBa pU
PUCIIOJIEITIT CONSTA, no He u npu nepopanuua PUCIOJIEIT, KﬂaCH¢lHquaHH 3 (s
MedDRA 6a3a gaHHH Ha CHCTEMO-OpraHHH KIacoBe

Hiacaensanna

yepHOAPOOHHUTE eH3UMH
Crpaeunn HADYIICHUS

bpanuxapaus
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HapymeHnns Ha KPHBTA H JAM(HATA CHCTEMA
HeyTtponenus

Hapymenns Ba HEPBHATA CHCTEMA

[TapecTesus, Mpunanbk

HapymeHnsa Ha O4HTE

bnedapocnazeM

HapymenHsi Ha yX0TO H JaOHPHHTA

CBETOBBPTEXK

YBpexNaHHAa HA TACTPOHHTECTHHAIHAS TPAKT

3500060751, CMa3BM Ha €3UKa

Hapyumenast Ha KOKaTa H NOXK0KHATA THKAH

Exzema

HapyimmeHHs Ha MYCKYJIHO-CKEJIeTHATA CHCTEMA H CheJUBHTE/HATA THKAH
bonka B ceganuinqHuUsg MyCKYIl

Hndexnny 1 HHpECTAIHH

Undexunu Ha JONHUTE AMXATENHY IBTHING, HHPEKUHUH, FaCTPOCHTEPUT, NIOAKOXKEH
abcuec

HapanaBaBHs B OTPAaBAHHAA

[Tanane

Cr0BH HApYIIEHHSA

XUIEepPTOHHA

O0mE Rapymenns H ¢PpeKTH HA MACTOTO HA NPHJIOKEHHAE
bonka

INcaxH9HH HApYBIeHHd

Jlenpecns

Edpexmu na xnaca

KaxTo ¥ ¢ BCHYKH APYTH aHTHIICHXOTHUM, B MHOFO PEJIKM CJTy4au B [IOCTMApKETHHIOBHA NIEPHOJ CE
cho6Imana 32 yos/bkaBaHe Ha QT-HHTepBana Cliel IpHeM Ha pucriepHioH. JIpyTH ChpAeuHH eeKTH
OT TO3M KJIAC, 3@ KOUTO ce ChoOIIaBa NPy AHTHIICHXOTHLIUTE, KOUTO yabipkasaT QT-uHTepBana,
BIJTIOYBAT KAMEPHA apUTMHA, BHE3aITHa CMBPT, Chpaete apect U Torsades de Pointes.

Hoxaueane na meano

[Ipy cpaBHeHK€e Ha CPYIH BB3PACTHH NALMEHTH C K30 peHH, OTrOBapAIIH HA KPHTCPHSA 32
[OKauBaHe Ha Tero >7% OT TeJIECHOTO Teryo, Tpetupanu choTBeTHO ¢ PUCTIOJIEIT 1 ¢ nnaue6o B
c6opHH 6- 10 8-cemmuuHM IUTaLe60 KOHTPOJHPAHH KIMHUYHHI MPOYyYBaHHs, C€ YCTaHOBABA
CTATHCTHYECKM 3HAYMMO [TO-TFONAMO MokayBaHe Ha Terio npu rpynata ¢ PUCIIOJIEIIT (18%), B
cpaBHEHME C Tpynara ¢ wiaue6o (9%). IIpu cebuparendu miauebo KOHTPOIHpaH# 3-CeAMMYHH
NMPOYYBAHHA NIPH BH3PACTHH MAIMEHTH C OCTPa MaHHMs IPOLIEHTHT Ha NOBHINIABAHE HA TEITIOTO C = 7%
B Kpas Ha H3cjeBaHeTo & cpaBHuMo npu apete rpynu — PUCTIOJIEUT (2,5%) u mnanebo (2,4%) - u
e MaJIKO 1O-BHCOK MpH KOHTpOIHaTa rpyna (3,5%).

B nomynauys Ha [ena 4 IOHOUIH C TIOBEJIEHYECKH U APYTH Pa3CTPOMCTBA ¢ AECTPYKTHBHO IIOBEACHHE,
[IPH THJIFOCPOYHHM IPOYUBaHuUS TELIOTO Ce YBeandapa cpeaHo cbe 7,3 kg cnex 12 mecelia nedeHue.
OuakBaHOTO OKAYBAHE HA TErJIO 32 3APaBHTe Jela Ha BE3pacT oT 5 fo 12 roavnu e 3 10 5 kg
rogumno. Ot 12 no 16 roguHM ToBa NOKAYBaHE HA Terao oT 3 A0 5 Kg roaMiiiHo ¢ NOAAbpKa IMpH
MOMMUYETATA, JOKATO MOMYETaTa HaJUiaBaT NpuOIu3nTeaHo 5 kg roaHuiHo.

EOITBHHHTE.TIH& HH@OQM&Q@ 34 cnelIHanHH I'PYTIH ITallMCHTH

Hesxenanure NeKapCeTBEHU PEakiiMy NPH NANMEHTH B CTapvecka Bb3PAacT C AeM
33 KOHTO c€ ChOOIaBA MTO-4eCTO, OTKONKOTO MPH BBE3PACcTHH MALHEHTH, Ca Ol

f.otre,

L
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Hayuenmu 6 cmapyecka 6v3pacm ¢ OeMenyus
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[IpH KNTHHUYHH MPOYUYBAHUA C MALMEHTH B CTap4YecKa Bb3PacT ¢ AEMEHLMA KaTo HJIP ca cro6menu
NPEXOAHH HCXEMHYHH MPUCTHIIH H MO3BYHOCHA0BH HHIHUACHTH C 4€CTOTa CHOTBETHO OT 1,4% H
1,5%. B nomeauenue, cneguure HIIP ca cpofmenu ¢ yectora =25% NpH MaLMEHTH B cTapyecka
BB3PACT ¢ JeMEHUHUA (Te ¢ce HaOmoaasar MOYTH ABA ITBTU II0-4E€CTO, OTKOJIIKOTO [IPH APYTUTE
BB3PACTHH NALMEHTH): MHPEKIMH Ha MUKOYHHUTE [ThTUILA, ITepUdepHH OTOLY, JTETaprus U KallTHIA.

Leya

Crobiapa ce 3a CIeIHUTE HEXelTaH JIEKAPCTBEHH PEaKLMy ¢ 4ecToTa 25% IpH ela | 10HOLIH (Ha
BB3pacT oT 5 go 17 rogunHu), KOUTO ce HaOMIOAaBAT IOYTH ABa IIBTH [10-4€CTO, OTKOJIKOTO TIPH
IUTHHWYHH TIPOYYBaHMA [PH BB3PacTHH: CHHIIUBOCT/CeAvpaHe, yMOpa, riaBodosue, MOBHIICH aleTHT,
NOBpbIjaHe, HHMEKITMHA Ha TOPHUTE AMXATE/HH ITHTHUIIA, Ha3alTHA KOHIeCcTHA, KopeMHa 60ika,
CBETOBBPTENK, KalIUTHIA, TEMIIEpaTypa, TPEMOp, uapus ¥ eHype3uc.

4.11 Ipenozapane

Cumnmomu

Haii-06mo, CHMIITOMHTE W NPH3HALUTE ¢a TE3H, KOHTO Ca PE3YNTAr OT MO-CHIHO H3pa3sBaHe Ha
H3BEeCTHHTE (HapMAKOJIOrHYHM e(PEeKTH Ha PUCTIEPHAOH. T BKIIOUYBAT CHHIMBOCT H CEAHpaHE,
TAXHKAPAKA H XMIIOTOHMS, M eKCTpanupaMuany cuMntoMu. IIpu npenosupane ce ¢ro0IaBa 3a
yabpkaeae Ha QT-uHTepBana U 3a repyoBe. 3a Torsade de Points ce cp0b1uaBa BbB Bph3Ka C
koMOuHHpaHo npegosupane Ha PUCIIOJIEIIT u mapokcerns.

B cnyuaii Ha ocTpo npemosxpane, TpaOBa a ce B3eMe NpeABHA BE3MOKHOCTTA /1a ¢a BKIIIOYCHH
MHOTC JIeKapcTRa. '

Jevenue

OCHrypeTe U IOIbprKaiiTe IPOXOXHMH JMXATETHHTE ITHTHLIA, 3 {a MOXKE /12 HMa a/IeKBaTHa
OKCHreHauus v BeHTWnauus. Tpatsa aa ce 06CHAM H3BHPLIBAHETO HA CTOMALIEH JaBakK (CIek
MHTYGHPAHETO, aKO MALMEHTHT € B 6e3Ch3HAHYE) H JaBAHETO HAa AKTHBEH BBIVIEH 33€/IHO ChC
cITabGUTETHY CPEICTBA CAMO KOraTO JIEKAPCTBOTO € MPHETO NpeaH Mo-MaJIko oT eIH Yyac . Tpadpa na
ce 3anoyde He3aGaBHO MOHUTOPHpAHE Ha CHPIAEYHO-CHOOBATA CUCTEMA M TOBa TPAOBA 14 BKIIOUBA
NPONB/DKHTETHO MOHUTOPHPAHE Ha eNeKTPOKapAHOrpaMara, 3a fia C€ YIOBAT Bb3MOXKHHTE apUTMHUH.

3a PUCITIOJIEIIT nama cnenududer antugot. [lopany Tosa Tpabea na ce NOCTaHOBAT CbOTBETHH
MOAABPKAIH MEPKH. XHUIIOTOHHATA H LMPKYNAaTOPHU: koJarnc Tpabsa na 6b1ar IeKyBaHH ChC
CHOTBETHH MEPKH KATO BEHO3HO BIMBAHE HA TEYHOCTH WM HAa CHMIATUKOMHUMETHLM. B ciydaii Ha
TEXKA €KCTpalmMpaMHIHa CUMIITOMATHKA TpAOBa Jla ce JaJaT aHTUXOJMHEPTHYHH CpeCTBa.

BHMMATETHOTO MEAMLIMHCKO HAOMOOeHNEe B MOHUTOpHpaHe TpA0Ba 1a NMPOIBbIDKAT, AOKATO MALMEHTHT
C€ BB3CTaHOBH.

5. @®APMAKOJOI'MYHH CBOHUCTBA
5.1 PapMakoIEAAMHAYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: Apyru anruncuxotuiy, ATC xox: NOSAX08

Mexanuszem na oeticmaiie

PUMcnep1ioH € CeleKTUBEH MOHOAMUHEPIUYEH aHTarOHMCT ¢ YHHKAJTHH CB
apuHuTET KM cepoToHuHepruwduuTe S-HT, u ponamunepruanmre D, pe
CBBEP3BA H ¢ alia;-aipeHEPrUYHMTE PELEITOPH, U ¢ II0-HUCEK aQUHUTET
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U anda ,-afpeHepruuHUTe peuenTopd. PucnepunoH HaMa ahHHUTET KBM XOMMHEPTHYHUTE
peuenTop. Brnpeky e pucniepuIoH e MomeH D, aHTaroHMcT, 3a KOeTo ce cuuTa, uye nonobpsasa
NO3HTHBHHTE CUMITTOMH ITIpH IIM30¢PEHHs, TOH BOAYU A0 M0-c1a00 NOATHCKAHE Ha JBHraTe/THaTa
aKTHBHOCT H 10-CJ1aba KaTaencus, OTKOJIKOTO KTACHYECKHTE aHTHIICHXOTHLH. banancupasust
LEHTpa/IeH CCPOTOHMHOB H JOMMAMHHOB aHTATOHU3BM MOXKE JAa HAMAJAT BEPOATHOCTTA 32 IMOSBA Ha

EKCTPAITMPAMHIHH HEXXelTaHH Peakiliy ¥ 1a pa3lUpsT TCPANeBTHYHOTO OCHCTBHE 32 [TOBIHABAHE HA
HETaTUBHHUTE U AQEeKTHBHUTE CUMITTOMH Ha IM30(pPeHUATA.

Dapmarxoounamuynu echexmu

Lzopperun

EdexTHBHOCTTa Ha PUCIIEPHAOH NMPU KPATKOCPOUHO JIeUeHHE Ha MU30QPEHHS € YCTAHOBEHA B UETHPH
NPOYYBaHHA, C MPOABIDKUTEIHOCT OT 4 10 8 ceaMuITy, IpH KOUTO ca BKIoYeHH 2 500 maumenTH,
KOMTO OTTOBapAT Ha KputepuuTe 3a wn3odpenud, onpegenenu B DSM-IV. B enso 6-ceamMudHoO,
auebo KOHTPONHPAHO KIMHHYHO IPOyUuBaHe, KOETO BKIIOYBA KOPHTHPaHe Ha K03aTa Ha
pucnepugoH g0 10 mg Ha neH, pa3aeneHa Ha 2 nNpreMa AHEBHO, PHCIIEPHAOH € ¢ 10-1005p e(deKT B
CpaBHeHUE ¢ Tauebo mo oTHoIEHWe Ha obuIMA ¢OOp OT KpaTKaTa NICHXHATPHYHA CKaJa 3a OIleHKA
[BPRS]. B exxo 8-ceaMudHoO, mianefo KOHTPOIHpaHO KTHHUYHO IPOyYBaHe ¢ YeTHPH PUKCHPaHH
AO34 pUCIIEpUaoH (2, 6, 10, 1 16 mg nHeBHO, AaNeHH JBa MBTH JHEBHO), BCHYKHUTE 4 TPYIIM Ha
PHCIIEPHIOH Ca ¢ NO-J00Bp e)eKT B CpaBHEHHE ¢ MIaneto Mo OTHOLIEHHE Ha 001U c6op Mo ckaiaTa
3a [TOSUTHBHH U HeraTUBHH cuMnToMd [PANSS]. B equo 8-ceAMHYHO KIMHHMYHO [IPOYUYBAHE 34
CpaBHABaHE Ha J03WTE, BIUTIOYBAIO 5 QUKCHpaHH N03M pucriepuaoH (1, 4, 8, 12, u 16 mg aHerHo,
JaleHH ABa MbTH AHEBHO), FPYIIUTE HA PUCIIEPUOOH B 103a 4, 8, ¥ 16 mg AHeBHO UMAT No-A00LD
e(eKT B CPAaBHCHHUE ¢ IPYTIATa HA PHCIIEPUIIOH B Z103a 1 mg mo OTHOIIeHWe Ha obuius cOop 1o
PANSS. B eano 4-ceqMuyno0, TU1aue60 KOHTPOIUPAHO KIHHAYHO IIPOYYBaHe 33 CPABHSIBAHE Ha
No3UTe pUcTiepuaoH (4 B 8 mg JHEBHO, AafeHU BeIHBX THEBHO) M IBETE I'PYIIH HA PHCIIEPUAOH UMAT
no-a06ep ePekT B cpaBHEHUE C TUIaLefo 0 OTHOIIeHHe Ha HAKOJKO OT pe3ynarature 1o PANSS u
M3MEpPBaHETO Ha oTroBopa (>20% Hamanenue Ha obmqug cbop o PANSS). B eaHo no-gearocpoyuno
KJIHHHYHO TIPOYUYBAHE C Bb3pacTHH aMOy/IaTOPHH MallueHTH, KOMTO OTTOBapAT Ha KPUTEPHH 3a
mmzodppenus na DSM-IV # koHMTO NpH NpWIOKeHHe Ha aHTHIICHXOTHYHA TEPAIHA ¢a KIMHHYECKH
cTaOWIHH NOHE 33 4 cCeAMULIM, C2 PAHAOMHU3HPAaHH KbM rpyTia, MojiydaBalla PUCIIEPHUAOH OT 2 o 8 mg
Ha JEH, WIM KBM rpyma ¢ Xanonepuaon, 3a | go 2 roavH, 3a ga Osnar HabmogaBaHM 3a oABa Ha
peuuaus. [TalMeHTHTE, KOUTO NOMYYABAT PHCIICPHIOH, HMAT 3HAYHTEIIHO MO-ABIIBT AEPUOA OT BpeMe
IO pelliAMB B CpaBHEHME C IPYNAaTa Ha MALMEHTHTE HA JCYSHHE C XaNnOnepHaolL.

Manuiinu enuzoou npu bunoaapuu pazcmpoticmea

~ EduKxacHOCTTa HA MOHOTEPAIIMATA C PHCHCPHIOH TIPH HEMOCPEACTBEHO JIeUeHHe HA MAHWHHHTE
CIA304M, CBBP3aHU ¢ ODUIONIAPHO pa3cTpoicTBO I, ca JEMOHCTpHpaHU B TpH ABOHHO-CIIEHH, IUTaLeto
KOHTPOIMpaHH NMPOYYBAHHUA Ha MOHOTepanusaTa rpy npubnusurenno 820 nmanyenTd, KOUTO UMAT
OHITONApHO pa3cTpoicTBO I BB3 0cHOBA Ha kpuTepHUTe Ha DSM-IV. Ilpu Tpu OT mpoy4uBaHuATa
PUCTIEPUAOH B 103a 0T | A0 6 mg nqueBHO (HavamHa JO3MpPOBKa 3 Mg B ABE ITPOYYBAHHUA U 2 mg B €JHO
NPOYYBaHE) UMA 3HAYUTETHO O-A00Bp eeKT B cpaBHEHHUE ¢ I1auedo Npy NIpeaBapUTEIHO
OnpefesieHUs ITbPBUYEH KPAaeH CPOK, T.€. IPOMAHATa Ha oO1mus cOOp 0T OLUEHBYHATA CKaJla 32 MABUA
Ha Young [YMRS] ot u3x0n1HOTO HHBO A0 TpeTaTa ceaMuUIa. BTopUdHUTE pe3ynTaTH 38 €PHKaCHOCT
ca OOMKHOBEHO B CBOTBETCTBUE C ITEBPRHYHHMSA pe3ynTaT. [IpolieHTHT OT NALMEHTUTE, KOUTO HMAT
HamaneHue 250% Rra obmua cb6op ot YMRS 0T H3X0AHOTO HHBO A0 3-TaTa CEAMMLA, € 3HAYUTEIIHO
MO-BHUCOK C PUCIIEPHAOH, OTKONKOTO ¢ maueo. EQHO OT TpuTe MpOoy4YBaHMs BKJIIOYBA IpyIia 3a
JIeYeHUE ¢ Xanonepuaon U 9-cenMuyra aBoitHO-cANa (a3a Ha MOAABPKALID neqema_e EduxachoctTa

PUCIICPHAOH H XalOoNEpHOA0JI Ha 12-Ta cemmuna.

EQeKkTHBHOCTTa Ha PUCNEPUAOH B AONBJIHEHHE KbM CTaOHIH3aTOPHTE H
JIEYEHUETO Ha OCTpaTa MaHHMA € 10Ka3aHa B €HO OT ABere 3-CEAMHYHH
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npu npubnusureaHo 300 nauMeHTH, KOMTO OTTOBapAT Ha KpurepuuTe Ha DSM-IV 32 Gunonsapuo
pascrpoictBo [. B eqHo 3-ceamuiHo npoyyBaHe pUCIepHIOH B 034 OT 1 10 6 mg AHEBHO, KATO Ce
3a104Ba ¢ 2 mg JHEBHO, JaJieH B OOIMbJIHCHHE KBM JIUTHH WK BAINPOAT, € ¢ HO-100Bp ePeKT OT
NHATHAA WM BAIPOAaTa, AafAeHH Oe3 PUCTIEPHIOH, IIPH MpeABAPHUTENHO ONpeIeIeHATa ThPBHYHA
KpaWHa TO4Ka, T.e. IpoMsaHaTa Ha oOmmus coop oT YMRS 0T u3xoanoto sHMBo A0 3-1a ceamuua. [pu
BTOPO 3-CEAMUYHO MPOYYBaHE PUCIIEPHIOH B 1033 OT | 10 6 mg AHEBHO ¢ Ha4YaaHa J03a OT 2 mg
IJHEBHO IafECH 3a€AHO C JIMTHH, BAJINPOAT WITH kKapbaMaseriH, He € n0-g00bp OT IMTHH, BAJHIPOoaT WM
Kapbama3zenuu, JaacHH 6e3 pucepHAOH, P HaMaIABaHe Ha pe3ynrata oT YMRS. EnHo PE3MOXKHO
0OSCHEHUE 3a HeycIieXa Ha TOBa M3C/IeABaHe € HHIYKIIMATA Ha KAHPHHCA HA PHCTIEPUICH U
9-XHAPOKCH-PUCTIEPHIOH OT KapbamazenuH, KOETO BOAM IO MO-HUCKHM OT TEPareBTHYHHTE HUBA Ha
PHCIIEpUIOH H 9-XUApOKcH-pucHepracH. IIpH U3KkIoUBaHe HA rpynara Ha kapbaMasernuH oT post-hoc
aHaNM3a pUCMepUIOH, KOMOHMHHpAH C IUTUIH WM BAINPOAT, KMA NO-A00EHp ePeKT OT MMTHHA WITH
BaJITIPOAT, JaJilcHH Oe3 pUCTIEPHAOH, 3a HaMaJleHHe Ha obiusa cbop or YMRS.

Ilepcucmupawa azpecus npu OemenHyun

E¢ukacHOCTTa Ha PUCTICPUACH IIpH JIEUeHHE Ha TIOBEAeHUECKH U NICUXOTHYHN CHMITTOMH ITPH
Aemeruua (BPSD), KOHTO BIIOYBAT HapYIIEeHHA B [IOBEACHUETO KATO ArPECHBHOCT, TPEBOXKHOCT,
[ICHX03a, aKTUBHOCT, ¥ aQEKTUBHH HAPYIICHHS, € AEMOHCTPHPAaHA NPy 3 ABOHHO-CNEMNH, Manedo
KOHTpOIHpaHy 12-ceamMuyHu npoyusanusa Ha 1 150 mauueHTn B cTapyecka BB3pacT ¢ AEMEHLIMS.
Ennoto nmpoyuBaHe BIIOUBA PUKCHPaHHA 103 pucnepuaoH oT 0,5; 1, 1 2 mg aueBHo. [IBeTe
MPOYYBAHHUA C I'bBKABHM JO3M BKIIKOYBAT PUCTIEPUIOH B 00xBaT oT 0,5 A0 4 mg THEBHO ¥ CHOTBETHO OT
0,5 no 2 mg qHEBHO. PHCIIEPHIOH MMOKa3Ba CTATUCTHYECKH 3HAYMMA ¥ KIIMHMYHO Ba)KHA €(EKTHBHOCT
[IpH JIEYSHUETO Ha arpecHs M Mo-MalibK edexT Mpu Je4eHHeTO Ha Bb30yaaTa U TpeBorara npu
[AIHEHTH B CTAPYECKA BB3PACT ¢ AEMEHIMA (CIIOpe/l OLIEHKATA 3a MATOJOrHs Ha [MOBEIEHHETO B
OLICHBYHATA ckana 3a Oonectra Ha Anuxaiimep [BEHAVE-AD] u B ckanata Ha Cohen-Mansfield za
BBb30yza [CMALI)). E¢exThT 0T NeyeHHeTo ¢ pUCTICPHIIOH € HE3aBHCHM OT pPe3yNTaTa OT U3CIeIBaAHETO
Ha MUHH-HM3CieBaHeTO Ha rcuxuyeH craryc (MMSE) (v cnenoBarenHo oT TexecTra Ha |
AEMEHLIUATA); OT CeJaTUBHHUTE CBOMCTBA Ha PUCIIEPUIOH; OT HAJIMUHUETO WIH JIMIICATA HA ICUX03a; OT
BHZIa HA IEMEHLIHUATA — Ha Anuxaimep, ChA0Ba WIH CMeCeHa. (BXK. Touka 4.4)

Ilogedenvecku pascmpoticmea

EdukacHOCTTa Ha PUCHEPHAOH NPH ASCTPYKTHBHO MOBEACHHE € AEMOHCTPHPAHA MIPH IBE
ABOHHO-CAEIH INaLe0 KOHTPONHPAHH IIPOYYBaHKA PH NpHOIHU3HTETHO 240 nalyeHTH Ha BB3pacT
ot 5 no 12 rogunu ¢ auarnosa cnopen DSM-IV pascTpolcTra, ¢ pectpyxtuBHo nopeaeHue (PAII) u
rpaHUYHA HHTENEKTYaHa QyHKIMA HIIH JIEKO HITA YMEPEHO YMCTBEHO W30CTaBaHe/3aTpyIHEHHUS TpH
yueHeT0. [Ipu asere npoyusanus pucnepuaox B no3a 0,02 no 0,06 mg/kg/nex mokaspa 3HaUUTENHO
no-Ao6sp edekT B CpaBHEHHE ¢ 1anedo NpH NpeapapyUTETHO ONpeEeHa ITbpBUYHA KpailHa TOUKa,
T.€. IPOMAHATA OT H3XOAHOTO HHBO N0 6-Ta CeMHUIIA HA PE3YJITATHTE OT IMoAckanarta 3a [IpobieMHoTO
noepenenye ot GopMynspa 3a KilacupaHe Ha AeTckoTo noseneHue Ha Nisonger (N-CBRF).

3.2 PapMaKOKHHETHYHH CBOiHCTBA

PUCTIOJEIIT nepopanen pastBop € 6uoekrupanented Ha PUCIIOJIEIIT dunmMupanu tabnerxwy.
Pucnepunon ce Metabosnu3upa 1o 9-XunpoxCH-pUCIIEpHIOH, KOWTO uMa rogobHa PpapaMakoIorudHa
aKTUBHOCT KaTo PUCIEPHIOH (Bac. buomparncgopmayua u enumunupare).

Abcopbyun

Pucniepunon ce abcopbupa HaMBbIHO CIea NEpopaieH NPHUEM, KATO JOCTUTAa IHKOBS lyl"’
KOHLCHTpauMi 3a 1 1o 2 9aca. AOCOMOTHATA Mepopaida OUOHAIHYHOCT Ha PHC *
(CV=25%). OtHOoCcHTE/IHaTa NTepopaiHa OMOHANUYHOCT Ha PUCIIEPHUACH OT Tab:.
(CV=10%) B cpaBHEHHE ¢ pasTBOpa. AGcopbiaATa He ce MMOB/IMARA OT XpaHa |
MO>Ke [a C€ JaBa ChC WM 0e3 XpaHa. PaBHOBECHHTE CTOMHOCTH 3a PHCIIEPUAOH
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TpU TOBEYETO [TaLHEHTH. PABHOBECHHTE CTOMHOCTH Ha 9-XHAPOKCH-PHCIIEPHAOH C€ JOCTUraT 3a 4-5
ITHH OT Ha4a/I0TO Ha HO3HPAHETO.

Pasnpedenenue

PucnepuaoH 6up30 ce pasnpenend B opranu3Ma. O6eMbT Ha pasnpenenenue e 1-2 I/kg. B rmazmara
PUCHEPHIIOH Ce CBBP3Ba ¢ al0yMUH M ¢ anda,-KUucel MUKOIIpoTeHH. CBBP3BAHETO HA PHCHICPHAOH C
f1a3MeHUTE NpoTeHHH € 90%, a ToBa Ha 9-XUIPOKCH-PUCIIEPHIOH € 77%.

Buomparcopmayus u erumunupare

Pucnepunon ce metabonusupa or CYP 2D6 Ao 9-XHMAPOKCH-PUCTIEPUIOH, KOHTO HMa NnofobHa
dapMaKOIOrHYHA aKTHBHOCT KaKTO PUCTIEPHACH. PHCIIEpHIOH ILTIOC 9-XHAPOKCH-PUCTIEPUAOH
oBpaszyBar aKTHBHATa aHTHUNCUXOTHYHA Ppakumsa. CYP 2D6 e obexT Ha reHeTHICH IOTMMOP(QHIEM.
ExcrensusHuTe Metabomuzaropu CYP 2Dé 65p30 npeBpsllaT pUCIEPHIOHA B
9-XHAPOKCH-PUCTIEPHAOH, AoKaTo cnabute Metabomuzaropu CYP 2D6 ro npeppblIaT MHOTO
no-6asHo. BrNpexy de eKCTCH3UBHUTE MeTabOJIM3aTOPH MMAT M0-HHCKA KOHLIEHTpaLliA Ha
PUCTIEPH/IOH H IT0-BHCOKa KOHLICHTpALUd Ha 9-XHOPOKCH-PHCIIEPHIOH OT crabuTe Metabonusaropu,
dapMaKOKMHETHKATA Ha PHCIIEPHAOH H 9-XUAPOKCH-PHUCIIEPHAOH B KOMOMHAIUA (T.€. aKTHBHATA
aHTHUIICHXOTHYHA (PpaKius) ciel eIMHHAYHA ¥ MHOTOKpaTHA JO3HPOBKA € CXOHA NPH €KCTCH3UBHMUTE
u cnabure Metabonwsaropu Ha CYP 2D6.

Hpyr MeTaGoNMHTEH BT Ha pUCTIEPHAOH ¢ N-feankunupanero. MscneasaHus in vitro Ha JOBEIIKUATE
qyepHOAPOOHH MUKPO30OMH MOKA3BaT, Y€ PHCMICPHIOH B KITHHHYHO 3HAYHMA KOHLICHTpalug He
UHXMOMpA 3HAYKTETHO MeTaboNM3Ma Ha JIeKapcTBara, KOUTO ce MeTabonu3upar ot LUToXpoM P450
u3oeH3uMUTe, BKmounrento CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4 u
CYP 3AS. EnHa ceAMHLIa Cefl KaTo € aaxeHa, 70% ot no3ara ce exckperupa ¢ ypuHata ¥ 14% ¢
(pexanmuTe. B ypuHATa PUCTIEpHAOH TUIIOC 9-XHAPOKCH-PHCIIEPHACH NMPEACTaBAABAT 35-45% OT
posarta. OcTaHaIoTo ¢a HeakTHBHHU MeTtabonuth. Crnea nepopalieH NpHeM IIPpH NCUXOTHYIHH NalMECHTH
PUCTIEPHIOH Ce€ eIMMHHMPA ¢ TIONYXKUBOT OT OKOJIO 3 yaca. EJIHMHHAIIMOHHUAT ITONYXKUBOT Ha
O-XMIPOKCH-PUCTIEPHIOH ¥ HA AKTUBHATA AHTHIICUXOTUYHA (pakims e 24 yaca.

Junetnocm

[I1a3sMeHaTa KOHLEHTpPAIMS HA PHIIEPHIOH € MPOIIOPLKHOHANIHA Ha 403aTa B TEpaleBTHIHUA 00XBAT Ha
no3ara.

Hayuenmu ¢ cmapuecka év3pacm, ¢ 4eproOpobro u bvbpeyro yepescoane

Exxo npoyuBaHe Ha €IMHMYHA /103a IOKa3Ba cpeaHO 43% Mo-BMCOKa aKTHBHA TUIa3MeHa
KOHLIEHTpAllig Ha aHTUNICHXOTHYIHATa (ppakius, 38% mo-AbJIBI MOTYKHBOT H HAMATIEH KIMPBHC Ha
aKTMBHATA aHTHICHXoTH4YHA dpakims ¢ 30% npu nauueHTHTe B cTapyecka Be3pact. Habmonaea ce
II0-BHCOKA IIa3MeHa KOHLIEHTPALMs Ha aKTHBHATA AHTUIICHXOTHYHA (PpakL{ds ¥ HAMAaNeH KIMPBHC Ha
aKTUBHATA AaHTUTICHXOTHYHA ppakuus cpeaHo ¢ 60% npu nauueHTHTE ¢ 6B0pEYHA HEAOCTATHYHOCT.
[Tn1a3sMeHara KOHLEHTPALIMA Ha PHCIICPHIOH € HOPMAITHA NIPH NALMEHTH ¢ YepPHOAPOOHa

HEOOCTATLYHOCT, HO cpeiHaTa cBOOOHA (ppaKi[isa HAa PUCIIEPHIOH B [UIa3MaTa Ce MOBUIIABA C OKOJIO
35%.

Heya

om0 e

dapmMakOKHHETHKATA Ha PHCIIEPHIOH, HA 9-XHUAPOKCH-PHCIIEPHIIOH X HA Hegfcm%gaw

Ilon, paca u momiwononywene
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Enud dhapMakOKHHETHYEH aHATM3 Ha TIALHEHTHTE He M0Ka3a O4EBHIHO MOBIHABAHE HA

hapMAKOKMHETHKATA Ha PHCTISPMIOH MM Ha AKTMBHATA aHTHICHXOTHYHA GpaKiys OT NofIa, pacara
WIM HaBHLIMTE 33 TIOTIOHOIMYIIEHE.

5.3 TlpeaxneHEYHA JaHHH 32 0e30MacHOCT

ITpu nmpoy4BaHuA Ha (Cy0)XpOHHYHATA TOKCHYHOCT, TIPH KOMTO NO3UPAHETO 3aII04Ba MPH [0A0BO
He3pesTH TUTHXOBE B Ky4eTa, 3aBHCHMH OT /103aTa e(eKTH, Ca HaJIULE B MBKKHA H XKCHCKHA NCHHTANICH
TPakT H B IPBAHHTE XUIe3H. Te3n edexTy ca CBbP3aHH C [IOBUIICHATE CEPyMHH HHBA HA IPOTAKTHH,
KOWTO Ca Pe3yATaT oT HI0KKpamaTa akTHBHOCT Ha PUCTICPHIOH CIIPAMO JONAMHHOBMTE
D,-peuentopu. OCBeH TOBA MPOyYBAHMATA C THKAHHH KyNTypH MOK23BaT, e pacTeXbT Ha KICTKUTC Ha
paka Ha MbPIATa MpU YOBEKa BEPOATHO € CTUMYAMPAH OT MPONAKTHH. PHcnepuaoH HE € TEpaToreHeH
(I [UTBXOBE | 3aiuy. [Ipy npoy4ysaHud ¢ pUCTICPHIOH HA PENIPOMYKIHATA Ha 3aiily ca HabnrogapaHH
HE>KE/IaHHM JIEKAPCTBEHH PEaKI[MK BhPXY HaBHIIMTE 3a ChBKYIVICHHE Ha POAUTEINTE, TCIIOTO P
pak[iaHe H NPEXUBAEMOCTTA Ha MoTOMCTBOTO. [IpH IIBX0BE MHTpayTEPHHHATA EKCTIO3NINA Ha
PUCHEPHIIOH Ce CBBP38a ¢ KOTHUTHBHM Je(QUIIMTH B HANpeHaa BB3pact. Apyrd aHTaroHHCTH Ha
NOTAaMUH, KOraTo ce AasaT Ha OpeMeHHU )KHBOTHH, OKa3BaT OTPHLIATECIICH e(eKT BEPXY YYEHETO U
BHraTENHOTO Pa3BUTHTE Ha MOKO/IEHwWeTo. B ceprs OT M3CIeBaHUs PHCIIEPUAOH HE IOKA3ka
reHOTOKCHYHOCT. [IpH repopaiHy IpOY4BAHHA Ha KAHIEPOTeHHOCTTa Ha PHCTICPHIOH NIPH ILTEXOBC H
MHIIKH ¢a Hab/IOfaBaHK YBeMYEeHHE HA aIeHOMHTE Ha Xurogusara (IpH MHHIKH), Ha aJiCHOMHTE Ha
eHIOKPHHHHA NaHKpeac (TIpY IUTbXOBE) H Ha aZICHOMMTE Ha IPbAHUTE XJIE3H (v rIpw BaTa BUAA).
Te3u TyMOpH MOraT a GbAaT CBBP3aHH ¢ YABDKEHHA aHTaroHU3bM KbM JI0NIAMHHOBHTE
D,-perienTop 1 ¢ XHIepnpolakTHHEMHATA. 3HAUEHHETO Ha TE3H HAXOKH Ha TyMOpH 11pH IpU3adi Mo
OTHOLIEHHE Ha PUCKA [IPH XOpa € HEU3BECTHO. In vitro M in vivo MOAEINTE ¢ XKHBOTHH HOKA3BAT, HG
BHCOKHTE JO3M PUCIICPHIOH MOraT Ja Npeau3BHKaT YAb/UKaBaHE Ha QT-uurepBana, KOETO
TEOPETUYHO C€ CBHP3Ba C MOBHIICHUA PUCK OT Torsade de Pointes rpu nmanydeHTHTE.

6. GAPMAIEBTHYHM JAHHH

6.1 CrnHchK HA NOMOMIHETE BEeH(ECTBA

PUCTIOJIEIIT 2 mg dunmupaHu TabieTku
Aapo na Tabaerkara

JlakTo3a MOHOXHApPAT

ITapeBMYHO HHILECTE

[enynosa, MakpokpucTanHa (E460)
Xunpomenosa (E464)

MarHesueB cTeapar

CwIKLMeB AUMOKCH, KoJIouaeH Oe3BoAeH
Hartpues naypricyndar

HoxparTHe Ha TabaeTrKaTa
Xunpomenosa (E464)
ITpomunen rnukon (E490)
TurasoB muokens (E171)

Tanx (E553B)

OparkeBo XHIT S amyMunneso nerio (E110)
6.2 HecrBMeCTHMOCTH
Henprinoxumo.

6.3 Cpox na rogHocT

3 rOOUHH
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6.4 CrenuaaHH yCJIOBHS HA ChXpaHeHHe
Ila He ce cwpxpansapa Hag 30°C.

6.6 [anHH 3a ONIAKOBKATA

PVC-PE-PVDC/AI 6nmuctep, ¢HCTOAI c€ OT ATyMUHHEBO (oo 20 um ¢ 6 g/m’ TOILTIOM30THPALIO
[OKpHUTHE B TPUINACTOBO (omuo PVC 200 pm, LDPE 25 um, PVDC 90 g/m*

PUCTIOJIEINT 2 mg dunamupanu TabneTky ca OnakoBaHH B GIIHCTEPH, KOUTO ChAbpxkar 10
buaMupany TabneTku. BiucTepuTe ca NOCTABEHH B KAPTOHEHA KYTHA 110 2 O/IMCTEpa B KYTHA.

6.6 CoennanHE OpeANa3HA MEPKH NPH mmnp&iaue u pabora

Hempunoxumo

7. IMPHTEXKATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
Johnson & Johnson d.o.o.

Smartinska cesta 53
1000 Ljubljana

CnoseHus

8. . HOMEPA HA PASPENIEHMETO 3A YIIOTPEDBA

20010593

0. TATA HA ITHPBO PAPEHNIABAHE MOTHOBABAHE HA PAPEIIEHHETO 3A
YIIOTPEDBA

Ilata Ha MBPBO paspemenue: 21 ampun 1995 .
JTaTa Ha OCNeAHO nogHoBABaHe: 22 1oHU 2006 .

10. JATA HA AKTYAJIHM3UPAHE HA TEKCTA

10/2008

36



