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KPATKA XAPAKTEPHCTHKA HA HPOMTA 10 -p6- A

1. HME HA JEKAPCTBEHHSA ITPOAYKT

PUCAP 1 mg ¢punrmupann Tabnerxu
RISSAR 1 mg film-coated tablets

PHCAP 2 mg ¢unmMupanu TabneTkn
RISSAR 2 mg film-coated tablets

PHACAP 3 mg ¢punmupany tabnetku
RISSAR 3 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Bcesika ¢punMupana Tabnertka chaspxa | mg pucnepHioH (risperidone).
[omowHu BemecTpa: Beska punMHpana Tabnerka chappika 40 mg nakroza MOHOXHAPAT.

Bosika hunmupana TabieTka chabpixa 2 mg pUCTIEPHIOH (risperidone).
[Momowmnn pemecTsa: Beska gpunmupana tabnerxa ceaspaka 100 mg naxrosa Moroxuapar 4 E110
ceHeet xbaTo FCF.

Besaxa ¢punMupaHa TabneTka chABpxka 3 Mg pUCIEPHION (Fisperidone).
[Momorunu BewtecTea: Beska dunmupana Tabnerka coappka 100 mg nakTo3a MOHOXHAPAT.

3a MBJIHKAA CIIHCHK HA TIOMOIIHUTE BELIECTBA, BHXKTE TOUKA 6.1,

3. JEKAPCTBEHA ®0OPMA
* OunmupaHa Tabnerka

PHCAP 1 mg ¢dunMupany Tabaerku
Benu, kpbray, NROHHO-H3MBKHATH PrIMHpaHH TabneTkH.

PHUCAP 2 mg dunmupanu TabneTkH
JKbirro-oparxkesH, KpEIJH, ABOHHO-H3ITbKHAMH (rIMHpaHH TA0NETKH ¢ AEHTENHA YepTa OT eHaTa

CcTpaHa.

PHCAP 3 mg ¢unmMHpanu TabneTku

Kby, KpBIiH, JBORHO-H3TBKHAMM QUIMHpPaHH TabNeTKH ¢ IENIHTEIHA YepTa OT €XHATA CTpaHa.

I[enmenﬂa'ra YepTa € CaMO 34 YNeCHABAHE HA CHYTBAHETO ¢ USH UO-JIeCHO UBTANE, HE 38 pajaensaHe
Ha paBHH HO3H.

4. KJIHHAYHH JAHHN
4.1 TepaneBTHYHH NOKAIAHAH
Pucnepupon e noxasas 3a:

- JIeYeHHE Ha INH3O(PEHHA.




- JleveHHe Ha YMEPEHH O TEKKH MAHHMIHH ermM30/TH IpH OHIOIAPHO paicTpoHCTBO.

- KpaTKOCPOYHO JieHeHHe (A0 6 ceMMIIM) Ha TISPCHCTHpALIIA ArpecHs [IPH NAlHEHTH ¢ YMEPEHa 110
TEXKKA AeMEHLMA Ha AnuxafiMep, KOHTO ¢a HeUYBCTBHTEIHH KbM He(DapMaKkoIorHYHHTE NOAXOAH H
TPH KOHTO HMa pHCK OT CAMOHAapaHABaAHE WIH HApaHABAHC HA OKOMHHTE.

- KpaTKOCPOYHO CHMITTOMATHYHO JiedeHHe (10 6 ceIMHLIM) Ha MEPCHCTHPAIIA NOBCCHHIECKA arpecs
TIPH Jella Ha Bb3pacT HaJ S MOAMAN H NPH HETENCKTYATHO HEPA3BHTH HIH ¢ yMCTBEHA H30CTAHANIOCT
IOHOILH, AHATHOTHLIMPAHH CHIMIacHo Kpurepuute DSM-IV, NIpH KOHTO TEKeCTTa Ha &rpeCHBHOTO HITH
JPYTO JECTPYKTHBHO NOBEJEHHe H3HCKBA (PapMakororyaHo e4eHHe. PapMakonOrHiHOTO IEYCHHS
Tpabea na ObAe HepasielIHa YACT OT NO-LIHPOKA MIPOrpaMa 3a JICYEeHHE, BKIFOYBAIIA TICHXO-COLIMATHA
H 00pasoBaTe/THA HHTepBeHIMA. ToBa € NPenophUMTENHO, 4KO PHCTIEPHIOH C& MPSATHCES OT
CTIELMATHCT 10 JETCKa HEBPOJIOTHA, ACTCKO-IOHOIIECKH [ICHXHATHLP HIH OT JICKApH, A00pe 3an03HaTH
C JIGYEHHETO Ha NOBEASHYECKO pasCTPOHCTBO ITPH JELE Y FOHOLIH,

4.2 Jo3upoBKa 1 HAYHH HA NPHAOKEHHE
O3HPOBKA
i3odperns

Buapacmnu

PucniepuaoH Mo)Ke ia ce JIaBa OPAJTHO BE/IHEX HIIH JIBA ITHTH JIHEBHO.

[NaupenTuTe TpaBa fa 3anoysar ¢ 2 mg pHCNepPHIOH Ha AeH. Josara Moxke 1a Gb/ie MOBHLIEHA Ha BTOPHA
IeH Ha 4 mg. B nocneacTBHe 103aTa MOXE @ OCTaHe HENPOMEHEHa WITH Aa C& HHAHBHIYATH3Hpa B X0/1a Ha
NEIEHHETO, aKo € HeobXxomiMo. [ToBeueTo nauxenTH ce 9yBCTBAT A00pPE IIPH AHEBHA 1032 MEXKIY 4 1 6 mg,
TpH HAKOH NALMEHTH, MOXE 113 € MOIXORAIIC KOPHTHPaHe Ha J034TA B NPOAB/UKSHHE Ha MO-AhAbI TIEPHO,
KaKTO H NO-HHCKA HAYATHA M [IOZUTLPKAIIA 1033,

Hoaure Han 10 mg AHEBHO He ca MOKa3anHi No-100bp eeKT OT MO-HHCKHTE IO3H M MOXE Ja MPHMHHAT 1o-
YecTa NOABA HA eKCTPAITMPaMHIHA CHMITToMaTHKA. BezonacHocTTa Ha 1034, O-TosieMu oT 16 mg IHeBHO, He e
TNOJJIaraHa Ha OLeHKA, H CISIOBATEITHO T¢ HE CE NPENopbYBAT.

Xopa 6 cmapuecka eév3pacm
TIpenopsysa ce HauaiHa o03a ot 0,5 mg ABa METH Ha AcH. Tazy 103UpoBKa MOXKE Aa 6116 HHIMBHIYAITHO
KopurdpaHa ¢ yeenuuenue ot 0,5 mg apa IMeTH Ha JeH 10 | wae 2 mg npa METH Ha OeH.

ITeduampuuna nonyrayus
He tpsfisa 1a ce mpuiara NpH Aelia B IOHOILM Ha BB3PacT noy 18 rogMHy ¢ wesogpeHHs, nopamm
CrOOpaKeHHUS 33 ePHKACHOCT.

Manuiine emizoau npy SUnonspHH pascTpoiicTea
Bwspacmnu

Pucriepunion Tpafisa aa ce 4apa BEAHEX JHEBHO, KaTo ce 3anouHe ¢ 2 mg pucnepuaoH. KopHrupane Ha
03873, 4KO MM MOKA3aHHS 33 TOBA, TPA0BA 1A Ce NPaBH Ha HHTEPBA/H, HE MO-MAJIKH OT 24 vaca, 1 To ¢
yBeIHuaBaHe Ha 703aTa oT | mg aueBHo. PHCIIEPAIOH ce MpH/iara NpH IbBKABO JO3HPAHE B HETEPBAT OFL:
70 6 Mg HEBHO A0 ONITHMK3HMPAaHE HA HUBOTO HA eHKACHOCT M TONICPAHTHOCT MPH BCEKH MAY
A03a Hag 6 g pHCTIEPHIOH He e H3c/eaBaHa NPH NAUMEHTH ¢ MAHHHHH STIH30IH. :
KaKTO IpH BCAKO CHMITTOMATHYHO JISUEHHE, NMPOXB/DKHTEHOTO JleyeHHe ¢ PHcniepnaoH
Ja ce OLICHABA H 0OOCHOBAERA,




Xopa ¢ cmapuecka evapacm

ITperntoprusa ce HadaHa J1o3a ot 0,5 mg JBa IMETH AHeBHO. TasH 1034 Ce MPELICHSBA HHIKBHIYAIHO NPH
yeermuuenwe ¢ 0,5 mg nsa meTH IHERHO 10 1 WiK 2 mg /1Ba MBTH JHEBHO. Thil KATO KITMHWYHKST OTIHT IPK
XOpa B CTapyecKa BE3PacT € OrpaHKyeH, HeoOX0QHMO e NOBHIIEHO BHEMAHHE IIPH 03HPaHe Ha PHCNCpHAOH
B Ta3y NONYJALHOHHA IPyma.

Heya u onouwu
He tpatea aa ce npiiara npH Aenia ¥ IOHOIUH Ha Bh3pact noA 18 rouHy ¢ GHNoIsMpHa MaHHs, OpagH
CHOOpaKEHH 32 S(DHKACHOCT.

[NepcHeTypana arpecys NPy MAIHEHTH ¢ YMEPEHA JIO TEXKA JEMEHIHS Ha ATHxaimMep
TlpenopsuBa ce nosa ot 0,25 mg ea meTH JHeBHO. TasH JO3HPOBKA MO>Ke fa Oblie HHAHBHAYAIHO

KOpHTHpaHa ¢ nosuiueHHe ot 0,25 mg ABa MbTH JHEBHO, HO HE MO-4ECTO OT BCEKH BTOPH ACH, aKo €
HeoOxoaumo. OrrruManHara no3a e 0,5 mg 1pa [ThTH AHEBHO 3a NOBEYETO NauHeHTH. HakoH nanueHTH,
oDade, MOXe aa ce YYBCTBAT 00pe npu NpHeMa Ha | mg J1Ba ITETH AHEBHO.

Ipy natpieH™! ¢ nepcHCTHpAllla arpecs NMPH AeMEHLHA Ha ATuxaliMep, PECIIEPHION He ce NPHiara rnoseve
ot 6 cenmi, Ilo BpeMe Ha NeveHHeTO MALMEHTHTE TPAOBA Ja ce TIOLIAraT YeCTO H PSAOBHO HA OLICHKA H
OTHOBO Ja ce npeLieHsBa HeoOX0AHMOCTTa OT NPOTL/DKABaHe Ha JIEYEHHETO.

IoBeaeHvecky pascTpokcTEa
Heya u ronow om 5 do 18-200muna sv3pacm

3a nanperTH ¢ Terno >50 kg ce npenopr4Ba MbpBoHaYamHa 103a oT 0,5 mg pemuex nuesHo. TasH N03UpOBKA
Moxce fa One HHOIMBHAY&IHO KOpHrMpaHa ¢ NoBHieHHe ot 0,5 mg BEAHEX JHEBHO, HE MO-4ECTO OT
MHTEPBAIH NPe3 eMIHH JIEH, aKO € HeoOX0MMO. 3a NOBEUETO NALMEHTH OITHMANTHATA I03MpOBKa ¢ 1 mg
BeaHbXK AHeBHO. Hakou naumenTs, o6aye, Moxe fia ce uyBeTBat q06pe ot 0,5 mg BeaHsK JHEBHO, JOKATO
APYTH MOKE [1a IMAT Hy)Kaa oT 1,5 mg BeAHEXK AHEBHO.

Ipu naupresTy ¢ Terno < 50 kg, ce mpenopbuBa Hauanka 403a o1 0,25 mg BeaHbK AHeBHO. Tasu 103a MOXe
HHAMBHAYANHO Aa ce KOPHTHpA ¢ YBeJIMYeHHe Ha Jjodarta ¢ 0,25 mg BeOHBK AHSBHO, HO HE [10-4ECTO OT Npe3
IeH, ako e Heobxomumo. OTITHMANMHATA 034 3a MOBEYSTO naiueHTH € 0,5 mg BeIHEK AHeBHO. Bee nax HAKon
NALMEHTH MOTAT Aa Ce MOBIHAAT JoGpe oT (1,25 mg BeHEX JHEBHO, IOKATO 3a APYTH MOXKE Aa ca
HeoOxoaumu 0,75 mg BeqHEHK JHEBHO.

KaKTO 11pH BCAKO CHMITTOMATHYHO JIeUeHNE, [IPOIKDKHTEHOTO JiedeHHe ¢ Prcriepuon Tpabea a ce OLeHABA
MEPHOAHYHO,

PuHCNepHIOH He ce penophByBa NPH deld Mo 5-roHIliHA BE3pacT, Thi KaTO HAMA OITHT NpPH AeNa, no-
MAIKH OT 5 NO[MHH, ¢ TAKHBA Pa3CTPOHCTBA.

YBpexane Ha OuOpeLpire v YepHua aApob

IMatpeHTHTe ¢ GBOPEYHO YBpErXKIaHe MMAT NOHIDKEHA COCOGHOCT a eMHMHHHPAT aKTHBHATA
AHTHICHXOTHYHA (ppaKIHs, OTKOJIKOTO BB3pacTHHTE ¢ HopMaiHa Os0peuHa QyHKumsa, ITarpmeHTHTe ¢ yBpeaeHa
(YHKUMA Ha YepHEA Apo0 MMAT MOBMLICHA N1a3MEHA KOHLIGHTpALMS Ha cBoGoHATa (hpaKiiA Ha
PHCIIEPHIOH.

He3aBHCHMO OT HHAMKALHHTE, HAYAIHATA H CJIGHBAILHTE JO3HPOBKH TPAOBa Ia ca HAMAJIEHH HAMNOJIOBHHA H
KOPHTHPAaHETO Ha A03aTa TpaOea aa Gbae no-6aBHO npu nawmeHTH ¢ Gs0peyHo M qepno;[poﬁﬂo yspexcnaﬁe.
Pucnepuaon tpabea Ja ce MpHIAra BHUMATEIHO IPH TE3H IPYIH NALMEHTH. .

HauvH Ha nprnoxeHue

Hepopanto npiiokeHue.
Xpanara He nosMABa aScopbiniaTa Ha Pucnepuaou.

HpH NpeKpaTABale Ha ICHCHHETO C¢ NpenopbyBa MOCTENCHHO HaMaTABAHE Ha No3aTa.
OIHCBAT OCTPH CHMITTOMH TIPH PA3KO NMPCKBCBAHE Ha JICYCHHETO ¢ BHCOKH JJO3H aHTHIIC




BKIIOYMTEIHO rafieHe, NOBPELIAHE, WanoTasane H Heacbhue (BX. Touka 4.8). Moxe na ce nabmonasa 1
PB300HOBABAHE HA NCHXOTHYHWTE CHMITIOMH, CHOOINABA CE 33 MOARA HA HEBOJIEBH JBHIATETHH pa3CTpOHCTBa
(xaro HanpHMep aKaTH3HA, JHCTOHHS H JUCKHHE3HA),

Hpemunasane om opyau aumuncixomuiju

Koraro € MeAHLIMHCKH OMpaBaHo, C& NPENopLYBa NOCTENEHHO CIHPAHe Ha IPSAMITHOTO JIeYeHx e, KOraTo
3aro4Ba neveHneTo ¢ Pucnepuaon. Chlio Taka, K0 € MEAMLIMHCKH OTpaBiaHo, TPH NPEMHHABAHE Ha
MalKeHTa OT AEN0 aHTHIICHXOTHYHH NPENAPATH C& NPEnopb4sa TeparmsTa ¢ PHCIIEpHIOH Na 3ar1ouHe B IeHs
Ha cJIe/BalliaTa HEDKeKia o1 cxemarta. HeoGxomiMocTTa OT NpOaWDKaBaHE HA HPOBEKIAHOTO
aHTHTIAPKHHCOHOBO NieueHne TpA0Ba NEPHOIHYHO Ja Ce Mpepasryeia.

43 IIpoTHBONOKA3AHHS

CBpbXUYBCTBHTEHOCT KbM AKTHBHOTO BEILIECTBO HIH KBM HAKOE OT [IOMOLUHHTE BeLleCTBa, H30POeHH B
TOuKa 6.1.

4.4, Creuuajiuy DpeynpeXseHNs W NPEATIASHA MEPKH 3a ynoTpeba

HargienTH B CTAp4CCKa PRIPACT C ACMCHIMA

Hosuiena crMepmuoCm NPy RGYUERINY 8 CINAPYECKA 8bIPACIN C OEMEHYUR

[Ipy MeraaHan3 Ha 17 KOHTPOJIMPAaHH NPOYYBAHUA, NPOBEASHH C ATHITHHHH AHTHIICHXOTHIM, BKITFOUHTEIHO
H ¢ PHCReprIOH, MpH MAIMEHTH B CTAPYECKA BB3PacT ¢ AEMEHUMN, NEKYBAHH C STHITHYHY AHTHIICHXOTHLH, Ce
Ha0/IOAaBa yBeIHYaBAHE HA CMBPTHOCTTA B CpaBHEHHE ¢ rpymaTa crtanebo. B mnauebo koHTponpany
IIPOYUBAHHS ¢ MEPOPATIEH PHCIIEPHAOHB TA3H MOIMYJIALIS YECTOTATA Ha CMBPTHOCT € 4,0% 3a rpymiara,
TpeTHpaHa ¢ PHCTIEPHACH cripsMo 3,1% 3a rpynara raue6o. BeposTHocTHOTO oTHOIIEHME (95% MHTEpBaT
Ha gosepurenHoct) e 1,21 (0,7; 2,1). CpeaHara sbapacT (TpaHHL) Ha TIOIOMHATHTE NAlHEHTH € 86 roaHHK
{rpanmum 67-100).

JIaHHHTE OT [BE I'OJIEMH [IPOYYBAHHSA TIOKA3BAT, Y€ BB3PaCTHH NALMEHTH ¢ ASMEHLA, KOHTO Ca JIEKYBaHH C
KOHBEHLMOHATIHHTE AHTHIICHXOTHLIH CBLUC CA HITOKEHH Ha NIOBHIEH PHCK OT CMBPT B CPABHEHNE C Te3H
KOHMTO He ¢e JeKyBaT. kiMa nocTaTbuno AanHK, 32 Ja Ce Aaje MPOrHo3a 3a CTeNeHTa HA PHCKA, a IPHYHHATA 33
TIOBMLICHHS PHCK HE € H3BeCTHA.

He e chBCceM CHTYPHO, Janu CTENEHTA Ha NOBHLICHA CMBPTHOCT [pH MPOY4BaHHATA CE TB/DKH HA MpHEMa
Ha AHTHNICHXOTHYHHTE JICKAPCTBA HITH HA HEKOH XaPAKTEPHCTHKK Ha CaMHTe MALMEHTH.

Ednospemenno npunooicenue na gypozemud
IMpu nnaue6o-KOHTPOMHpPAHH NPOYMBAHKA C PHCTIEPHIOH ITPH NMAaLMEHTH B CTapYecka BB3PacT ¢
JEeMEeHLIHA JIEKYBaHH eJHOBPEMEHHO ¢ PYpO3eMHI M PHCIIEPHIOH ce HabioaaBa rMo-BHCOKA CMBPTHOCT
(7,3%; cpemHa BB3pacT 89 rogMHHM, BE3PACTOB AHANA30H 75-97 roa.), B CpaABHEHKE C MALMEHTHTE
nexkysaH# camo ¢ pucnepuaoH (3,1%, cpeara Br3pact 84 romuHH, BB3pacToB AuanasoH 70-96 roa.) Hiu
camo ¢ dyposemun (4,1%; cpenna pu3pact 80 roauun, Br3pactos AuanaszoH 67-90 roa.). [losuina
CMBPTHOCT IIPH MaUHEHTHTE, NTEKYBaHH €IHOBPEMEHHO ¢ $yPO3EMH H PHCNEPH/OH, € HaGmoaaBaHa B
IB€e OT YeTHPHTE KITHHHYHH NPOYYBaHHA, EAHOBPEeMEHHOTO NpHIIOEHHE HA PHCIIEPHUIOH C APYrH
AMYPETHLH (TIABHO THA3HAHH JHYPETHIM B HHCKH JO3H) HE Ce CBBP3Ba ¢ N0ACOHH KOHCTATALMH.

He e namepen natod3HonorueH MeXaHHzbM H HAMA NOC/IEA0BaTEIeH MOJiel, KoHTO aa obacHH
33 HAOIMOIABAHATA CMEPTHOCT. Bbipei ToBa TpaGBa fa Ce BHMMaBa M 1 CE B3EMAT NPe/l BHIL o
PHCKOBETE OT Takapa KOMOHHAITA WIH ChITETCTBALIO JIe4eH e ¢ IPYTH CHITHH AHYPESTHIIH, T p
pellieHHe 32 HeHHOTO IpHnaraHe.

Hsma yBesTHdeHa CMEPTHOCT MPH MAIHEHTHTE, KOMTO NPHEMAT JPYIH JHYPETHIA KATO
JTieyeHue 3aeHO ¢ pucriepyaod. HezaBHCHMO OT TeueHHeTO, IEXHAPATALIUATA € PHCKOBR
¥ TpaGBA BHHMATEITHO Ja e M3GSrBa [PH IMALMEHTH B CTAPUECKA BE3PACT C HEMEHITHA.




Hexenanu Mo3punocs10BH peakip (HMCP)

Ipubnusutenno 3-KpaTHO NOBHIIABAHE HA PHCKA OT MO3BYHO-CHAOBH CTPaHHYHH edeKTH ce Halmozasa
TpH I1ai1e50-KOHTPOTHPAHH NPOYUBAHHA [IPH BE3PACTHH MALHEHTH ¢ JEMEHLHSA, JICKYBaHH ¢ aTHITHYHH
AHTHACHXOTHYHH JekapcTa. COOpHHTE JAHHH OT LIECT IUIalebo KOHTPOIMPAHH MPOYYBAHHA C
PHCNEPHAOH NPH NPEAUMHO BB3PACTHH NALHEHTH (> 65 TOAMHH) ¢ NeMEHIMA NOKAa3BaT, 4e MOYBYHO
CBHIOBHTE HexenaHH cbONTHA (TeKKK H YMEPEHO TexKH, KoMOuHupann) ce Habmonasar npu 3,3%
(33/1009) ot naumenTHTE, IEKYBaHH ¢ pHCHepHaoH i nipH 1,2% (8/712) o1 naupeHTHTE, TEKyBaHH C
mnanebo. BepostHocTHOTO oTHOWEHKE (95% HETEpBAN Ha ZoBepHTEnHOCT) € 2,96 (1,34; 7,50).
MexaHH3MET 33 TO3H [TOBHILIEH PHCK He € H3BecTeH. [IOBHINEHHAT PHCK HE € H3KMIOYCH 34 IPYTH
SHTHIICHXOTHLY WIH APYTH rPYnH naumeHTH. Pucriepuaos tps0Ba 21a ce mpuyiara ¢ BHUMAHKE NPM NAIHEHTH
C PHCKOBH (haKTOpH 38 HHCYJIT.

PuckeT o1 HMCP € 3Ha4MMO NO-BHCOK NMPH NALHEHTH CC CMECCH HITH CHAOB THIT ACMCHLIMA NIPH CPABHEHHE C
AeMeHLA Ha AnnxaiiMep. 3aT0Ba NALMSHTH ¢ IPYT THI ICMEHLIAA, PANTHHHA OT ASMEHLIMA Ha ATLXaAMep,
He Tpa0Ba 21a ce JISKYBAT ¢ PHCIIEPHJIOH.

Jlexapure TpaOBa Ja MPELSHST PHCKA K I10/13aTa OT NpUoxeHHeTo Ha PHenepuaon npH nalyeHTH B
CTApYECKA BE3PACT C JEMEHLIMA, KATO B3€MAT MPEZ BEJL MPOrHOCTHUHHTE KPHTEPHH 3a MHCYNT NPH BCEXH
eiiH natenr. TaipeHTHTe WIH XOpaTa, KOHTO Ce IPYIKAT 3a TAX, TpA0Ba aa Opaar NpeaynpeacH
He3a0aBHO Jia cLoBIABAT 33 MPH3HALM W ciMITTOMH Ha HMCP kaTo BHe3anHa cnaboCT MM CKOBAHOCT HA
JTHLIETO, PBLETE MITH KPAKATA, H 38 POGIEMH € rOBOPa MMM ChC 3pEHHETO, BeHiKK BE3MOXKHOCTH 34 JIeUeHHe
Tpa0Ba Ja ce oOMHCnAT HE3a0aBHO, BIMIOUMTEIHO NPEYCTAHOBABAHE HA NEUSHUSTO ¢ PUCTISPHAOCH.
PucriepuzoH TpaGBa Ja ce H3MOI3BA 3a KPaTKOCPOHHO JIeYEHHE Ha MEPCHCTHPAILA arPecHs NPH NAlHeHTH ¢
YMEDPEHA JI0 TEXKA JeMEeHIMA Ha AJuxaiiMep caMo KaTo JOITRIHEHHE KbM He(apMaKOIOrHIHHTE OJXOAH,
KOraTo T¢ HMaT OrpaHH4eHa e()eKTHBHOCT HIH He Ca ePHKaCHH H [TPH KOHTO HMa PHCK OT CAMOHapaHIBAHE
HITH HApaHABAHE Ha OKOJIHHTE,

[aupenTure Tpsbea peAoBHO Aa GhAaT NOIATaHH Ha NPEOlIEHKA, KAKTO M HeoGX0AMMOCTTa OT
MPOIBL/DKABZHE HA IEUEHHETO.

me;g;gﬂ XHUTIOTOHHWA

Mopaau anda-GnoxkuparnoTo AcHCTBHE Ha PHCTIEPHIOH € BB3MO/KHA MMOSBATA HA OPTOCTATHYHA XHIIOTOHHA,
0co0eHO [0 BpeMe Ha HAYAIHKA NEPHO. Ha allanTHpaHe Ha Jo3aTa. KnMHuYHO 3HAYHMA XHTIOTOHHA Ce
Hab/TONaBa B NOCTMAPKETHHTOBHA NEPHOSI, MPH eIHOBPEMEHHO IIPHIOKEHHE HA PHCTIEPHIOH H
aHTHXWIIEPTEH3UBHO JieyeHHe. Pucniepunon Tpa6Ba a ce npHmara BHUMATENTHO [PH NALMCHTH, 38 KOHTO Ce
3HAE, Ue HMAT ChPASHHO-CHAOBO 3a00/MBaHe (HANp. ChpAeYHA HENOCTATEYHOCT, HH(PAPKT Ha MHOKapZa,
HapYLIEHUs HA IOBEACHHETO, JEXHPATALINA, XHITOBOIEMHS, IWIH MOSBYHOCHAOBA BONECT), | 03aTa TpsbBa
nia 6bie NOCTENEeHHO afAITTHPAH2 COpe/l TIPENOPBKHTE (BkK. TouKa 4.2). AKO ce NOABH XMIIOTOHHA, TpaGea 1a
ce 0OMHCITH HAMAIEeHHE Ha J03aTa.

JlepxkONEHHA, HEYTPOTIGHHA H arpaHy oLHTO3a
Cro0IapaHH ca CITy4aH Ha JIEBKONICHHS, HeYTPOIEHHS H arpaHy/IOLIMTO3a NPH aHTHIICHXOTHYHH CPEACTBa,

PHCTIEPHIOH. ArpaHy/I0LMTO3a € choGlasaHa MHOTO paako (<1/10 000 naipenTa) B NOCTMAPKETHHIOBOTO
HabnrozieHue.

TMaipeHTH ¢ aHaMHe3a Ha KTHHUYHO 3HAYMM HHCHK 6poii Ha 6e/TMTe KPEBHH KJIETKH HITH JIEKapCTBEHO
HHAYUHpaHa IEBKONeHI/HeyTporieHns Tps0Ba a ce HabMoIaBaT BHAMATENHO B ITHPBHTE HAKOKO MeCeLia
Ha JIEYEHHETO H BUHATH TPAOBa [ ce MMa NPE/IBH]I MPEYCTaHOBABAHE HA IPUEMA HA PHCICPHIOH NPH
MOABATA HA ITEPBHTE MPH3HALM HA KIIMHWMHO 3HAUMMO MOHIDKeHHe Ha GenHTe KPLBHE KISTKK H OTCECTBHE
Ha JIPYrH IPHYHHABAIH NONO6HO CheTosAHHe PAKTOPH. R
TTAUHEHTH ¢ KIMHUYHO 3HAYMMA HEYTPONEHUS TPAOBA BHUMATEIHO Ja C6 CEAAT 3a NOBUL
TEMIIEPATYPA, TPECKA HIH JPYTH CUMITTOMH Ha HHpeKuwma 1 Aa OBAAT TPETHPaHH NOJXO
Ha 110700HH CHMITTOMH.

TTaupeHTH ¢ TexKa HeyTponieHHs (abcomoren 6poit Ha neyTpodwire <1x10°L) 1pa
NpHEMAa Ha PHCTIEpHIOH K OpOAT Ha GelTHTe HM KPBBHH KIIETKH /13 C¢ CIIE/H 0 BE3




HOPMATHHTE CTOHHOCTH.

Tapmuera muckuHesus/ Excrpammpavuaem cumoromit (TIVETICY

JlekapcTBeHMTE NIPOAYKTH CHC CBOKCTBA HA AHTATOHMCTH Ba JONAMHMHOBHTE PELISTITOPH, ¢4 CEBP3aHH C
HHIYLHPaHEeTO Ha KbCHA IMCKHHEIHA, KOSTO C¢ XapaKTepH3Hpa ¢ PHTMHMHH HEBOJIEBH ABIKSHHA, IPEIHMHO
Ha e3MKa KM ymueTo, [Todsara Ha eKCTparHpaMHAHA CHMITTOMATHKA € PHCKOB (PakTop 3a MOosBSBaHE HA
KBCHA JuckuHeans. TTogBaTa Ha eKCTpanupaMHIHH CUMITOME € PHCKOB (aKTop 3a TapAMBHA
AHCKHHE3Us. AKO CE MOABAT NMPH3HALM M CHMITTOMH Ha KbCHA JUCKHHE3HH, Tpabea Na ce oOMMUCIH
CIIMPAHETO Ha BCHUKH AHTHIICHXOTHLH.

HeobxoauMo € MOBHILIEHO BHUMAHHE NPH NalMEHTHTE, KOHTO MPHEMAT ¢THOBPEMEHHO
NCHXOCTHMY/IAHTH (HAmp. MeTWI(eHHAAT) U PHCTICPHAOH, Thi KaTO €KCTPanHpaMHIHHTE CHMATOMH
MOTaT Jia ¢e NPOABAT HPH KOPEKIMA Ha A03aTa Ha ¢THOTO MM Ha JIBeTe JexapcTea. [Ipenopbusa ce
MOCTENEHHO HAMANABaHe Ha [103apa Ha CTHMY/IHPALIOTO JICYEHHE (BHK Touka 4.5),

Hesponenrimen ManuraeH ciHzpom (HMC)

l'[pa JIEYCHHE C HCBPONCNTHLH € HaGJ'IIO,E[aBaH HEeBPONMCNITHYCH MAAHIHEH CHHIPOM, XapakTepH3Hpal ce
C XHNIEPTEPMHS, MYCKYJIHA PHIHAHOCT, HeCTaGHIIHOCT Ha BEreTaTHBHATA HEPBHE CHCTEMA, IPOMEHEHO
Chb3HAHMEe, H IOBHLIIEHH HUBa Ha KpeaTHH (ocdoknnaza. KaTo nomsaHHTEIHH MPH3HALK MOXKE 212 C&
nosBar Meorno0uHypus (paGaoMuonuza) u akytHa 6s6peuHa HeaoCTATEYHOCT. [IpH nosBa Ha TakoBa
CBHCTOSHHE JIEYEHHETO ¢ AHTHIICHXOTHYHH CPEAICTEA, BKII, PHCIIEPHIOH, TPAGBA 12 peKbCeHE.

[MapxuHconosa Gonect ¥ nementys ¢ Tema Ha Lewy

Jlexapure Tpa6Ba Ia TIPELIEHAT PHCKOBETE CHPAMO MON3ATA, KOrATO NMPEAMHCBAT aHTHIICHXOTHIM,
BEUIOUMTENTHO PHCTIEPHIOH, Ha hauperry ¢ [TapkuscoHosa Gonect Wik JeMeHUm ¢ Tenmia Ha Lewy (ITJD).
BB3aMoxHO e prolaBaHe Ha [TapkuHcoHorarta 6onect ot pucniepuaoH. [Ipn aBeTe rpymH ChillecTBYBa
TIOBHILIEH PHCK OT Pa3BHTHE HA HEBPO/IENTHYEH MATHTHEH CHHIPOM, KAKTO H NOBHLIEHA YYBCTBHTEIHOCT KbM
AHTHIICHXOTHYHHTE NEKAPCTBA; TE3H NALHEHTH C¢ H3KIFOYBAT OT KITHHHYHH Npoy4saHHs. [IpoaBata Ha Ta3u
MOBHILEHA YYBCTBHTETHOCT KATO JOMBIHEHHE KbM KCTPAITMPAMHHATA CHMITTOMATHKA MOXE [ BI/IFOYBA
obbpkBae, COHyOHNALIA, NOCTYpanHa HeCTROHTHOCT ¢ YECTH NANAHHA.

Xvmeprmkemus M 3axapeH muader
3a xunepraMkeMus, 3aXapeH aHabeT v 060CTpAHe Ha ChilecTBYBAll AHA0eT ce Cho0LIaBa B MHOIO PEAKH

CITYYaH [10 BpEME Ha JIEYEHHETO ¢ PHerepiaoH. B HAKOH ciryyan Habmoara ce NOBHIIABAHE HA TEECHOTO
Terno, KoeTo Moxe Jia 6x/1e npeapasnonaraul ¢axrop. [Tpenoprusa ce NOAXONAINO KIHANIHO HalmOaSHHE Ha
TNALKEHTH B CLOTBETCTBHE ¢ AHTHIICHXOTHYHUTE YKa3aHuA. [[aHeHTHTE JICKYBaHH C ATHITHYHH
SHTHINCHXOTHYHH CPEACTRA, BKIIFOUHTEIHO H PUCNEPUIAOH TpA6Ba Ja ce HAGMONABAT 3apaji CHMITTOMH Ha
XHIEPIITHKEMHS (KATO NOJIMIMIICHS, MOJTHYPUA, NONMUGArKs WK cabocT) ¥ NANMEHTHTE ChC 3aXapeH muaber
TpabBa ia ce HabmoaaBaT pefoBHO 3apaJy BIOMIABAHE HA KOHTPOJ/IA Ha INIFOK03aTa.

IMoBmieHO TErNO
3HauMTENHO MOBHLIABAHE HA TETECHOTO TELNO ¢e Halmoasa npy ynotpebara Ha pHCTIEPH/IOH. 3aT0Ba,
TEJIECHOTO TerNo TPAOBA peJOBHO Aa Ce CITETH.

XHIepnpoNaKTHHEMHS
XHneprnponakTHHEMHATA € YECTO CPELAHA HEXEIIAHA PEeaKLHA OT JISYCHHETO ¢ PHCIIEPH/IOH.,

Tpenopbuea ce H3MepEaHe Ha IUIA3MEHHTE HHBA HA NPOJIAKTHH NPH MAlIHEHTH ¢ [IPH3HALIM 38 HEXKE/IaHa
peaKiHA CEEP3aHa C NPONAKTHH (Hanp. THHEKOMAcTHA, MEHCTPYaiHH HapyIIeHHA, 2HOBYIAL3
HapylleHHs Ha QePTHANTETA, HaMaleHo THOHIO, ePeKTHAHA AHChYHKIMA H ranaicropea

MOsKe OM ce CTHMYJIHpA OT NPOJIaKTHH. B:bnpe[cn e IIHHHIHKTE K STHIIEMHUOIOTHHUTE |
He € JIEMOHCTPHPaHA ACHA BPB3KA ¢ PHICKEHHETO HA AHTHTICHXOTHI, , IIPENOPbYBa Ce IR
BHEMAHHE [IPH NAUHEHTH Criono0Ha MHHAIA aHaMHesa. Prcnepuaor TpaGBa na ce npriarg sy



NALHSHTH ¢ NPEANECTRANA XHITCPNPONAKTHHEMMS H TIPH TALHEHTH C BEPOATHOCT 38 NMPOJIAKTHH-3aBHCHMH
TYMOPH.

Yaemxapane Ha QT- uHTEpRaNTa

MHoro paaKo e ChoSIABAHO 32 YOB/DKaBaHe Ha nHTepeana QT. KakTo H ¢ Apyryre aHTHIICHXOTHLM, TpsGBa
JAa ¢e BHHMAaEBa, KOraTO PHCISPHIOH ce IIPSAITHCBa Ha MALHEHTH, 3a KOHTO C€ 3HAae, 1€ CTpajar OT CBpPACHHO-
CBIOBH 3a00MABAHIA, KOHTO HMaT (haMHIHA o0peMeHeHOCT 33 yawpkeH QT-Hurepsan, Gpanuxapana Wi
€JIEKTPONIHTEH AHcOanaHe (XHIIOKATHEMIS, XHIIOMATHE3HEMEA ), Thil KATO TOBA MOXKE /A MOBHIITH PHCKA OT
PHTBMHH HAPYLUCHHS, KAKTO H [IpH eJHOBPEMeHHATa yrioTpeba Ha JIEKAPCTBA, 32 KOMTO Ce 3Hae, 9
yawpkasar QT-uHTeppana.

TMpunaxsuy
PPICI]eleIOH TpﬁﬁBa Ja ce H3Mo0J136a BEHMATC/THO IIPH ITAUHCHTH, KOHTO HMAaT aHaMHe34a 3a MPHIIATBIH HIH

APYTH CECTOAHHA, KOHTO IIOTCHUMAMTHO MOTAT A3 HAMAMAT [1para 3a [pHnaxbIiH.

Ipuamizem
[o BpeMe Ha ie¥eHHeTO ¢ PHenepunoH Moxke Jia ce MOMyYd ApHAIH3bM MOPaiH HETOBHA Gnokupall ethexT

BEPXY ada-aipeHepTHUHHTE PELISTTOPH.

Peryampane Ha TeneCHATa TEMOEPAaTYpa
CmATa ce, U¢ aHTHIICHXOTHLMTE PasCTpOHBaT criocoOHOCTTa HA OpPraHH3Ma 1A Pery/IHpa TeleCHaTa

Temnepatypa. Jlobpe € na ce B3eMaT ChOTBETHH MEPKH, Korarto PHCIIEPHIOH ce MPEATHCBA Ha NALMEHTH,
KOMTO C¢ WAJIAraT Ha CHCTOSHHS, KOMTO MOYKE Ja JOPHHECAT 32 NOBAIIABAHE Ha TENIECHATa TEMIEPaTYpa,
HANPHMED YCHIIEHO (PH3HYECKO HATOBAPBAHE, HATaraHe Ha Mo/ieMa ropellHHa, NoMyYaBaHe Ha CHITETCTBALLO
NeyeHHe ¢ AHTHXONIHHEPIHYHA AKTHBHOCT MM IEXHPHPAHE.

AxtHemeTH4YeH edekT

B npenxauHHUYHH MPOYUBAHKA ¢ PHCTIEPHIOH € HabmoaaBaH aHTHeMeTHuYeH edexT, Tozu edekr, ako
BBL3HUKHE [TPH XOpa, MOJKe g MACKMpa TIPH3IHALMTE H CHMITTOMUTE Ha NPeJo3upaHe C ONpecacHu
JIEKapcTBa WIH HA CHCTOSAHMA KATO YPEBHA HEMPOXOAMMOCT, CHHAPOM Ha Reye H Mo3b4eH TyMop.

br6peuna ¥ yepHOAPoGHA HEAOCTaTEYHOCT

MarmenTuTe ¢ Gp6pevHa HeJOCTATEFYHOCT Ca C MOHHKSHA BE3MOXKHOCT Ja eTMMHHHPAT aKTHBHATa
aHTHNCHXOTHYHA (pakilii B CpaBHEHHE C Te3H ¢ HopMasHa Ox6peuna ¢yHkups. IIpy nauueHTHTE C
yBpe/ieHa yepHOAPoOHa GyHKUMA ce HaGmoaaBa NOBHILIEHHE HA UIA3MCHATA KOHLGHTPALMs Ha
ceoboanaTa pakiusa Ha pucneprIoH (BEKTe Touka 4.2).

BeHoseH TpomMboeMb0IHIEM

Crobiuent ca cy4as Ha BeHo3eH TpoMG0eMGOTHIBM [IPH IEYCHHETO ¢ AHTHIICHXOTHIHE JiekapeTea. Thil
KATO, ALMEHTHTE MPHeMAI AHTHIICKXOTHIH Ca [PeApAa3NooKeHd KbM PHCKOBH (aKTOpH 3a BEHO3EH
TPOMB0eMEOTH3BM, BCHUKHTE BEIMOMKHH PHCKOBH (aKTOpH 3a BeHo3eH TpoMGoeMbomn3sM Tpabea aa
ObaaT HaeHTHHULIMPAHH NIPeTH H I10 BPEME Ha JICYCHHETO ¢ PUCTIEPHACH H A2 CE NPSIIIPHEMAT CHOTBCTHH
TIPEBAHTHBHH MEPKH.

A0NEPATHBEH C M Ha MaJKaTa 3¢ loppy Iris ¢ M
Tlo BpeMe Ha OMepaLTHs 3a KATAPAKTA ITPH NALMEHTH, TPETHPAHH C NIEKAPCTBA ¢ aHTArOHHCTHYCH andala-
apeHepruyeH eeKT, BRIFOUMTEHO H ¢ PHCTIEPHIOH (BibkTe Touka 4.8), HabmonaBaHa € noABa He——~=

MHTPaOnepaTHBSH CHHAPOM Ha Mankara 3exHuua (Floppy Iris crmapom).

YC/IOXHeHHs O BpeMe WK ciie] onepaniaTa. MHHanaTa WiH HacToAma ynorpeba Ha !
aHTaronucTiueH andal a-anpeneprimen edexr Tpabea na Gbae H3BECTHA 32 XHPYpra



onepaumaTa. [ToreHnpansara nomsa OT NpeKBCBaHe Ha andgal-0nokupamara TeparHs MpeaH onepaLHs Ha
KATAPAKTA HE € YCTAHOBEHA W TPA0BA 1a c€ MPELISHH CIIPAMO PHCKA TIPH MPEKBCBAHE HA AHTUIICHXOTHYHOTO
JieueHue.

Hemwarpyrtna nomynaigs
Tpeny M3MHCBAHE HA PUCTIEPHAOH HA Jela HITH I0HOLLH C [OBEACHHHECKH PascTPOHCTBa TpAOBa LAIOCTHO

OLIeHABAHE 34 (GHIHKATIHN H COLMATHM NPHMHUHH HA arpecHBHOTO [IOBEACHHE KATO HAMPHMEDP NPHUMHABAHE HA
60o/Ka WM HENOXOAMALUM M3HCKBAHUA KBbM 3800HKAIAILATA TH CPEAa.

ITpu Tase rpyna TpaGBa BHUMATENTHO Ja C& CJIEIH CeIATHEHHAT e(heKT Ha PHCIISPHAOH NOPAIH BE3MOMKHHTE
TIOC/EIHLIH BEPXY CTIOCOOHOCTTA 38 yueHe. [IpoMAHaTa Ha BpeMEeTO Ha NMpHIAraHe Ha PHCTIEPHIOH MOXe Aa
nonobpH BB3AEHCTEBHETO Ha CEJATHBHOTO CPEACTBO BLPXY BHHMAHHETO HA IELiaTa M IOHOLITHTE.
PHCIIEPHIOH C& CBBPABA ChC CPEAHO YRETHUSHKE Ha TEIECHOTO TEO H HHIEKCa Ha TelecHara Maca (UTM),
ITpomerHTE B pBCTa PH ABITOCPOYHM EKCTEH3HBHM OTBOPEHH IIPOY4YBAHHA Ca B PAMKHTE HA HOpMaTa,
OuYaKBaHa 3a Bs3pacTTa. Edexrire BpXy NONOBOTO CH3PABAHE H PHCTA NPH ABITOCPOYHO JIEUeHHe ¢
PHCIIEPHAOH He €a aBEeKBATHO MPOYUCHH,

INopanu noreHmanHuTe eheKTH OT NPOAL/DKHTETHATA XHITEPIPONIAKTHHEMHA BBPXY PacTeika H IIJIOBOTO
CE3PABAHE TPH 1A H IOHOLIM TpAGBa Na ¢ MpaBH PeIOBHA KIIMHHYHA OLICHKA Ha €HIOKPHHHHS CTATYC,
BIJTFOYHTEITHO H3MEPBasEe Ha PLCT, TETTIO H TMONOBO CE3PABaHE, KOHTPOA Ha MEHCTPYAlMATA H IPYTH
[IOTEHIHAIHO CBBP3aHH C NPOJIAKTHHA €(PEKTH.

PesynraTiTe OT €AHO MAJIKO NMOCT-MAPKETHHIOBO, 06CepBallMOHHO NIPOYYBAHE, [IOKA3BAT, Y€,
NALMEHTHTE HA BE3PAcT OT §-16 rOAMHHM, IOJ/I0KEHH Ha JIeUeHHe ¢ PHCIIEPHIOH, ca Gunu cpero ¢ 3,0
a0 4,8¢m NO-BHCOKHM OT T€3H, KOMTO ¢a GHJIH JIEKyBaHH C aTHITHYHA aHTHIICHXOTHLH. ToBa npoyusane
He OTpedens, Al NPHEMET HA PHCTIEPHIOH € HMaJl 6(eKT BbPXY OKOHYATCHHS PECT [IPH BE3PACTHHTE
H 1)1 TO3H Pe3yNTAT € Oun B CIEJICTBHE Ha NpPAKO BBE3ACHCTBHE HA PHCIIEPHAOH BEPXY KOCTHHA
pacTex WK Ha BE3ACHCTBHETO H2 CAMOTO NOMIEKALIO 3abo9BaHe BEPXY KOCTHHA PacTeX, HIH B
pe3yNITaT Ha no-no0Bp KOHTPO HA NoIeXKaloTo 3aboiBaHe, KOeTo € JOBENO 0 YBenHUaBaHe Ha
pBeTa.

Io Bpeme Ha NedeHHe ¢ PHCIIEPHACH PeIOBHO TPAOBA /1A Ce CeIH 3a eKCTPAMPAMHIHA CHMITTOMATHKA H

OPYTH JBHTATE/THH HApYILEHHS.
3a cnieldEUHH IPENOPBKH NPH JOHPOBKA [PH ASLA H IOHOLLH BIDKTE TO4Ka 4.2,

Baxxna HHpOPMATIHNA OTHOCHO HIKOH OT CbCTRBKHTE Ha PHeap

Pucap ceappxka iakto3a. [TauHeHTH ¢ peaKH HacnenCTBeHH IpobieMH Ha HEITOHOCHMOCT KBM a/lakTo3a
, TBJIEH JIAKTa3eH AeMUMT WK TTHOKO30-ranakTo3Ha Manabcopbuia He TpsOra fa npremar TOBa
J€KapCTBO.

Pucap 2 mg ¢punmupans TabneTkH cpappxat ouseruten E110 xaifro MOrKe 2a NPHYHHH aNepriHiHH

peaKLiH.
4,5 B3auMogeificTBHE ¢ APYrH JCKADCTBEHH NPOAYKTH H APYTH GOpPMH Ha B3aHMoleHcTBHE

DapMakoAHHAMHYHO-CEbpP3aHH B3auMonelcTRHA

Jexapcmeenu npodykmu wzsecmuu ¢ yowaxcasaremo na QT unmepeana
Kakro ¢ apyry aHTHIICHXOTHITM, BHUMATEMHO & OOMWCIA M3KCBAHe Ha PHCTICPHICH ¢ APYTH NIEKAPCTBEHH
TNIPOZYKTH, 32 KOMTO C€ 3Hae, ue yawbkasar QT-uxrepsana, Hanp. Kiac 1a aHTUapuTMHLH (HAITD. XHHHOHH,
IH3OTIHpaMi]l, IPOKAHMKAMMI, NPONa(eHOH, AMHOAPOH, COTANION), TPHUMK/IMIHN aHTHAEITPECAHTH (HAIp.
AMUTPHITTHINH), TSTPALMKITHYHHA AaHTHACTIPECAHTH (HATTP. MAIPOTHIIMH), HAKOH aHTHXHCTAMHES
AHTHTNCHXOTHLIH, HAKOH AHTHMATAPHIHH JIeKAPCTBA (HAND. KBHHHXHH i Me(IOKHH), M C JIgid

H3YCPIIATENEH.



Llenmpanno-Oeticmeauu Nexapcmsenyy RDOSYKIY ¥ QRKOXO0N

PucriepunoH TpsiOea fa ce ynotpe(sea ¢ NOBHINEHO BHHMAHKE P KOMOMHALASA ¢ IPYTH IIEHTPaHOASHCTBAILH
BelecTsa, 0CO0EHO BRTIOYBALIH ATIKOXON, OITHATH, aHTHXHCTAMHHOBH M GeHI0HA3ENMHH MOpaTH
TIOBUIUEHHAT PHCK OT CeJUpaHe,

JleeoOona u donamun aeoHucmu

Prcrieprion Moxke a aHTaroHM3Hpa e)eKTa Ha IEBOZONA H Ha JPYTH NOTIAMHHOBH arOHHCTH. AKO Ta3H
KomBHHAIRS ce cuMTa 33 HeoGXomMMa, ocobeHo Tipu kpaeH craauit Ha [TapkuicoHOBa Gonecr, Tpabea xa ce
H3NHLIE HAH-HHCKATA eeKTHBHA A038.

Jexapcmeenu npodykmu ¢ xunomengueen epexm

KMMHUYHO 3HAUMMA XHIIOTOHHS ce HalMoaea B [IOCTMAPKETHHIOBHS TIEPHO/] ITPH €HOBPEMEHHO [pHIIaraHe
Ha PHCTICPHOOH C AHTHXHNEPTCHINBHO JICUCHHE.

Tlanunepudon
Exnospemetnara ynorpeba Ha nepopaleH pHCOEPHAOH ¢ MATHIEPHIOH HE C& NPEenopsuBa, Thil KaTo

NaIHMEPH/OH € aKTHBEH MeTaboIMT Ha PHCHEPHAOH H KOMOHHAIIMATA OT ABETE MOXKeE J1a QROBEE A0
a/yiTHBHA EKCIIO3HIHA HA AKTHBHATA AHTHIICHXOTHYHA ()PaKLHA.

(DapMaKOKHHBT HYHO - CBEP3aHH BS&HMOEGECTBPIH

Xpa#sara He BIHAe BbpXy a0copOumsTa Ha PHCIEPHIOH.

Pucnepunod ce MeraGonpsupa rnasro upe3 CYP2D6, u B no-manka creneH upes CYP3A4. Kaxro
PHCTIEPHIOH, TAKa H HErOBUA AKTHBEH MeTaGOIHT 9-XHAPOKCHPHCIIEPHOH ca cyScTparH Ha P-
rmokonporenH (P-gp). Beiliecrsa, kouro ppanelicTear Bspxy akTHBHOCTTa Ha CYP2D6, kakTo M
TAKMBa, KOUTO MOIIHO MHXHOMpAT HIH HHAYLMpPAT AKTHBHOCTTA Ha A4 W/HIH P-gp, Morar ja MORITHAAT
(hapMaKOKHHETHKATA HA AKTHBHATA AHTHIICHXOTHYHA QpaKIHi Ha PHCIEPHIOOH.

Mownu unxubumopu na CYP2D6

EAHOBPeMEHHOTO MPIITOKEHHE HA PHCHEPHAOH ¢ MOIHK HHXHGHTOpH Ha CYP2D6 Moxe A8 YBeTHIH
NI23MEHHTE KOHUEHTPALIHH Ha PHCHIEPHACH, HO B [I0-Ma/IKa CTENeH aKTHBHATA AHTHIICHXOTHYIHA
dpakuus. [To-BHOKH Ao3M oT MowmeH HHXHOHTOp Ha CYP2D6 Morar Ja MOBMINAT KOHLCHTPALMHKTE Ha
AKTHBHATA AHTHIICHXOTHYHA (ppaKLiks Ha pHCIIEPHAOH (APOKCETHH, BIDK Mo-Aomy). Ouaksa Ce, 4e
apyrd uHxaburopn Ha CYP2D6, k1o XHHHIAHH, MOTAT Aa MORJIHAAT [UTa3MEeHHTe KOHLCHTpaUKH Ha
pucniepraoH Mo noxobeH HaunH. Korato eHOBPEMEHHHAT NpHeM Ha MAPOKCETHH, XHHHAHH HIH ApyT
MOLIEH HHXHOUTOp Ha

CYP2D6, oco6GeHo BbB BHCOKM NO3H, 3aTI04BA WIH ce NPeyCTaHOBABA, NEKapsT TpsOBa Aa IMpeoLeHH
J03aTa Ha PHCIIEPHIIOH.

CYP3A4 wuru P-gp unxubumopu

EHOBPEMEHHOTO NPHIOKEHHE Ha PHCIEPHIOH ¢ MOIHA HHXHOHTOPH Ha CYP3A4 wunu P-gp
HHXHOHTOPH, MOTAT CBILECTBEHO 1A MOBHILAT IUIA3MEHHTE KOHUEHTPALMH Ha aKTHBHATA
aHTHICHXOTHYHA dpakuus Ha pucniepraoH. Korato ce 3anosisa HIH NPEYCTAHOBABA €AHOBPEMEHHO
NpHIONKEHUe Ha MOLIHH WHxHOHTOpH HACYP3 A4 w/nnn P-gp unxuburop, nexapaT Tpabsa 12 NPeOLIEHH
Z03aTa HA PHCIIEPH/IOH.

Hudyxmopu na CYP3A4 wunu P-gp T
ENHOBPEMEHHOTO NIPWIOKEHHS Ha PHCTIEPHAOH C MOIHH HHAYKTOpH Ha CYP3A4 w)
CHILECTBEHO Ja MOHIDKAT IU1a3MEHHTE KOHLEHTPALHH HA AKTHBHATA NICHXOTHYHA (I
PHCIIEPHAOH.

Koraro neuenuero ¢ xapGamaszennH unu ¢ apyr uagykrop CYP3A4 wiunu P-gp 3
NpeyCTaHOBABA, JIGKAPAT TPAGBA Ja NPEOLICHH 103aTa Ha pHcnepHIoR. Huaykrop



nposBAEaT eeKTa CH OTIONEHO BB BPEMETO M MOXKE Jia OTHEME ITOHE 2 CEAMHLIM, 34 1a CE MOCTHIHE
MaxkcHMalleH edekT, cne 3anousaHeTo. CHOTBETHO MOXKE J1a ca HEOOXOAUMH MoHEe 2 ceIMHLH 34
HaManapaHe Ha HHOyuMpaHero Ha CYP3A4 crnien npeycTaHOBABAHE HA TPHEMA.

Hexapcmeenu npodyxmu ¢ BUCOK NPOMEUR-C8bP3I6atY NOMENUAT

Koraro PHCIICPHAOH C€ NIpHEMAa €HOBPEMEHHO C JIEKAPCTBCHH OpOAYKTH, KOHTO C¢ CREP3BAT BEB
BHCOKA CTEMNeH ¢ MUIa3MeHHTe [IPOTeHHH, He ce HalmioaBa KIHHHYHO 3SHAYHMO H3MeCTBaHe, Ha KOHTO U
JIa € OT JIEKAPCTBEHUTE NPOAYKTH OT IIa3MeHHTe NpoTedHH. Korato ¢ W3nossa €AHOBPEMEHHO
negenue, TpAGBa Ia c& HANPABH CNPABKa ChC CHOTBETHATA HHCTPYKUHA 32 HHQOMALMA OTHOCHO
MeTalonUTHHS ITET ¥ SBCHTYANHATA HYK/A 0T afanTHpaHe Ha N03aTa.

Hewxocmumyaarninu

KomGunppanata ynorpefa Ha IICHXOCTHMYJIAHTH (HAmnp. MeTHI(PeHHIAT) ¢ PHCTIEPHIOH MOXKE A8 AoBeae
A0 EeKCTPAITPAMHIHH CHMITTOMH NPH TIPOMAHA Ha eAHOTO HIH Ha JIBETE JIEKAPCTBa (BHXK TOYKS

4.4) ITeduampuuna nonyaayus

Ipoyusanus 3a B3aHMOOEHCTBHS Ca MPOBEK/AHH CaMO NPH BE3PacTHH nauHeHTH. He e HasecTHO Aanu
TE3H Pe3yJ/ITATH Ca NPHIOKHMH NIPH Acua.

KomGunupaHata ynorpeba Ha cMXoCTHMYJIaHTH (Hanp. METHWIQEHHAAT) C NPH Jela K I0HOLTH He
npomes (apMaKOKHHETHKATA U eHKACHOCTTA Ha .

Hpumepu
ITprMepH Ha JIEKapCTBEHH MPOIYKTH, KOHTO OHXa MOTAH €BEHTYANHO Ja B3AHMOACHCTBAT WIH 32 KOHTO Ce
3Hae, Ye He B3aHMOJIEHCTBAT C PUCIICPH/IOH, Ca H3OPOSHH NO-N0yY:

B eificTBHE Ha H JICK&, HH IIpo, BBPXY (apMaKOKHHCTHKATA HA PHCIIC OH

AHTHOHOTHLH:
o EpurpoMunis, ymeped uHxuGuTop Ha CYP3A4 u P-gp, He npoMeHs (apMaKOKHHETHKATA HA

pHCTIEPHAOH H HA aKTHBHATA AHTHICHMXOTHYHA (PaKLHA.

¢ Pupammnuyy, momneH uHxykrop Ha CYP3A4 P-gp, noHirkaea I1a3MEHHTE KOHLEHTPALMH Ha AKTHBHATA
AHTHIICHXOTHYHA QpaKiLiHs.

AHTHXOJIHHECTEDA3H:

¢ Jloneserun M rananramu, 0 apata CYP2D6 u CYP3A4 cy6erpara, He NOKA3IBAT KITHHHYHO 3HATHAM
edexT BHpXY HapMAKOKHHETHKATA Ha PHCTIEPHIOH U BHPXY aKTHBHATA aHTHIICHXOTHYHA (paKIHa.
AHTHEMITSITTHIM:

o Kap6amasemnH, Mower uuaykrop Ha CYP3A4 u P-gp, noHmKkasa IWiasMeHHTE KOHLISHTPAIHH Ha
AKTHBHATA AHTHNCHXOTHYHA (hpaKLMA Ha pucnepHzoH. [Tono6HH edexTn MoraT fia ce HabmoAaBaT H NpH
deHuTonH U heHobapbHTaN, KOHTO CHILO HHAYLMpAT YepHoapoOHHTE eH3uMH CYP3A4 u P-

TMOKOMPOTEHH.
. Tonﬂpama'r crabo peayuupa OHOHANMMYHOCTTA Ha PHCIIEPHAOH, HO HE H HA AKTHEHATA aHTHIICHXOTHYHA

{paxums, 3aTOBa € MAITKO BEPOATHO TOBA B3AHMOZISHCTBHE Ja € KIHHHYHO 3HAUMMO.
IporuBorsOH4HM:

¢ HrpakoHnason, MowteH HHxuOuTOp Ha CYP3A4 1 P-gp, B no3a ot 200 mg/AeH yBeMuaBa MIa3sMeHHTe
KOHLIEHTPALMH HA AKTMBHATA AHTHIICMXOTHYHA (pakims ¢ okono 70%, NpH 1034 Ha pHCTiepHAoH 2-8

mg/nex.
¢ Keroxonason, MoeH Haxuburop Ha CYP3A4 u P-gp, B no3a or 200 mg/nen ysenryasa rnjia3sMeHHTe

AHTHIICHXOTHLH: ]

¢ (DeHOTHARHHHTE MOrAT A MOBHIUAT [U1a3MEHHTe KOHLICHTPALIWM HA PHCIEPHIOH, HO;
4

AKTMBHATA BHTHIICHXOTHYHA (paKiLms,

IMporuBOBHPYCHH CpeacTBa: (
e [Iporeasnn HHEXHOUTOPH: HAMA JaHHH OT O(HIMANHH IPOYIBAHHA; BBIIPSKH TOBay



motten uHxubuTop Ha CYP3A4 1 cnab umxuburop Ha CYP2D6, pHTOHABHD ¥ CTHMYJIHpPAHHTE OT
PHTOHABHPNPOTEA3HH HHXHOHTOPH MOTEHLHATHO YBJIHYABAT KOHLICHTPALHMHTE Ha AKTHBHATA
AHTHIICHXOTHYHA (PpaKLKA Ha PUCTICPHIOH.

bera-0nokepu:

® Haxou Geta-GiokepH MOXe [a MOBHILAT IUTa3MeHATa KOHLIEHTPallda Ha PHCIICPUJIOH, HO HE H Ha
AKTHBHATA AHTHINCHXOTHYHA QPaKLHA.

BjiOKepH Ha KANIHEBWTS KaHaM;

® Bepanamun, ymepes uaxHOHTOp Ha CYP3A4 1 vHxuGHTOp Ha P-rmokonpoTenH, MOBHILIABA IUTA3MEHHTE
KOHLIEHTPALMH HA PUCIIEPHAOH ¥ HA AKTHBHATA AHTHIICHXOTHYHA (paKLkA.

JlexapcTBeHH MPOXYKTH 34 MACTPO-MHTECTHHATIHUA TPAKT:

¢ H2-perenmopHK aHTaroHKCTH: UMMETHNH M PaHHTHIKH, 1Ba cia0H uHxHOHTOpa HAa CYP2D6

CYP3 A4, nopuinaBaT GHOHATIOYHOCTTA HA PUCIIEPHAOH, HO CAMO rPaHHYHO Ta3H HA AKTHBHATA
AHTHTICHXOTHYHA (paKum.

SSRIs ¥ TpHIWKITHIEK AHTHISTIPECAHTH:

& dnyoxcerud, MoweH HHxHGHTOp HaCYP2D6, noeHInaBa rIA3MEHHTE KOHLEHTPALIHH HA DHCIIEPHAOH,
HO B I10-MaJTKa CTeNeH Ha aKTHBHATA AHTUIICHXOTHYHA (paKipd.

& [lapokceruH, MoweH HHXHOUTOp Ha CYP2D6, noprlaBa miasMEHHTE KOHICHTPALIHH Ha PHCIICPHIOH,
HO B 103H 10 20 mg/neH, B O-Manka CTeNeH aKTHBHATA aHTHIICHXOTHYHA dpaxipid, Benpexu ToBa, no-
BHCOKH [03H IAPOKCETHH MOTaT /1a MOBHINAT KOHIISHTPALMMTE Ha AKTHBHATA AHTHIICHXOTHYHA (palms Ha
PHCIIEPHAOH. _

® TPUIMKNTMYHKETE aHTHACTPECAHTH MOTAT A2 NOBMILAT INA3MEHHTE KOHLCHTPAUMH Ha PHCIIEPRAOR, HO HE
H Te3H HA AKTHBHATA AHTHIICHXOTHYHA paKIiA. AMHTPHITTHIHH HE OKa3Ba e(eKT BBPXY
JapMaKOKMHETHKATA HA PHCTIEPHIOH HIH Ha aKTHBHATA AaHTHNCHXOTH4HA (pakums. ® Ceprpanns, ciab
urxuburop Ha CYP2D6, kakto u ¢urysokcamuH, cnab naxuburop Ha CYP3A4, B Hucku fosu go 100
mg/JeH He ce acoLMpaT ¢ KIHHIHYHO 3HAYMMH [IPOMEHH B KOHLICHTPALIHHTE HA AKTHBHATS AHTHIICHXOTHYHA
dpakika Ha pucniepuIoH. Brlpexu ToBa, 003 cepTpanuH WiH duryBokcamuH Haa 100 mg/nen, MoraT na
MOBHIUAT KOHIIEHTPAHHTE Ha AKTHUBHATA AHTHNCHXOTHYHA (PpaKi(Ma HA PHCTIEPHIOH.

Echexmu na pucnepudon evpxy hapmarxoxkunemuxama Ha Opyzu AeKGpDCMBEeHy npooykmu

Anmuenunenmuyu;

@ PucniepH/1on He MOKA3Ba KTMHHYHO 3HAYHMH e()eKTH BEPXY (PapMaKOKMHETHKATA HA BANINPOAT HIH
TOMNHPAMaT.

Anmuncuxomuyu.

o Apununpazon, cyGetpar Ha CYP2D6 u CYP3A4: vabnerkure WM HEDKSKIHM PHCTIEPHAOCH He ca
38CerHATH (PapMAKOKHHETHKATA Ha APHUITHITPA30/ H AKTHBHUA MY METabONMT AHXMAPOAPHITHIIPA3ON.
Hueumannu anuxozudu:

@ Pucnepiaos He noxaspa KIHHHYHO 3HAYHM e(EKT BBPXY (PapMAKOKHHETHKATA HA JIMTOKCHH.
Jumuis:

¢ PHcniepioH He noxasBa KIHHAYHO 3HAYHM eeKT BEPXY (apMaKOKHHETHKaTa Ha JTHTHH,

EnHoepemenna yoorpeba Ha pucnepunoH ¢ dypolemMua:
¢ Broxre Touka 4.4 OTHOCHO MMOBHINEHATA CMBPTHOCT TMPH NAIMEHTH B CTap4eCKa PB3pacT ¢ AEMEHIRA,
KOHTO Ca MPHEMAIK € IHOBPEMEHHO (hypo3eMHI.

4.6 ®PeprriHTeT, GpeMEHHOCT H KbpPMEHE

EpeMeHHOCT
Hama noctaThyHO JamHH 38 ynotpelGata Ha PHCTIEPHAOH Ipyl GpeMeHHH XeHH. Cor.

TNIOCTMapKETHHTOBH JaHHH 06paTiMa eKCTpanmHpaMHIHA CHMITTOMATHKA MPH HOBO
ciiesi ynorpeba Ha PHCIEPHIOH 10 BpeMe Ha TOCIeTHOTO TpHMece He Ha GpeMeHH
HOBOPOJCHHTE TPAGBA 14 C¢ KOHTPOJIHPAT BHUMATENHO. PHcriepHIOH He e TepaToren



’*KMBOTHH, HO ¢a Ha0/oaaBaH! JPYTH BHAOBE TOKCHUHOCT BBPXY PENPOAYKTHBHATA CHCTEMA {BIK. TOUMKA
5.3). [loreHIMAaTHHUAT PHCK TIPH XOPA HE € H3BECTEH.

ITpu HOBOpOAEHHTE, KOMTO ca OWIH HAI0XKEHH HA AHTHNCHXOTHIM (BKIOYHTEHO PHCTIEPHAOH) B TPETHA
TPUMECTHP Ha OPEeMEHHOCTTA, CHILECTBYBA PHCK OT MPOSBA HA HEXEJTAHH JIEKAPCTBEHH PEaKLIHH,
BKJTIOMBAMIN CKCTPATHPaMHIHK H/HIH a0CTHHEHTHH CHMITTOMH, KOMTO MOTaT Ja BAPHPAT IO TEXECT H
NPOXKDKHTENHOCT el paxaaHeTo. Crobiuasa ce 3a Bb36y1a, XHISPTORHA, XHIIOTOHHA, TPEMOP,
COMHOJMIEHTHOCT, PeCTIMpPATOpPEH NUCTPeC M HapyLleHO XpaHeHe. 3aToBa TAKHBa HOBOPOACHH TpsOBa Ja ce
HabmoaaBaT ¢ NOBMINEHO BHHUMAHKE.

CnenoraresnHo, pucniepuioH He TpA0Ba a ce H3MOM3Ba NpH OPEMEHHOCT, OCBEH B CITy4aii Ha KaTeropudHa
HeobxonumocT. Ako € HeobX0oaMMO Aa Gbe CrpsH no BpeMe Ha GpeMEHHOCTTA, TOBa He TpabBa na crasa
H3BEIHBA.

Kspmene

IIpH Mpoy4BaHMA ¢ JKHUBOTHH € YCTAHOBEHO, Y6 PUCTIEPHIOH K 9-XHAPOKCH-PHCTIEPHIOH Ce OTIE/AT B
MJISKOTO, YCTAHOBEHO €, Ue PECTICPHIOH H 9-XHAPOKCH-PHCTIEPHCH C& OTAENA H B KbpMaTa B MATKH

KoHYecTBa. HsMa HATHYHA JAHHH 33 HEXKEAHH PeakLMH NpH KepmaueTa. Ce0BATENHO NO3ATA 0T
KBPMEHETO € NO-TONIAMa B CPaBHCHHE C MIOTEHLHATHHA PHCK 33 IETETO.

Deprunurer

KakTo 1 npu Apyrute AekapcTBa, KOHTO €& aHTArOHHCTH Ha D2 1onaMHMHOBHTE PELIENITOPH, PHCTICPHAOH
TIOBHIUABA HHBOTO HA [POIAKTHH. XHNEPNPONaKTHHEMHATA MOXE A2 MOTHCHE XHIIOTAIAMYCHHS
FOHAJOTPOITHH OCBODOKIABALL XOPMOH, KOETO B PE3YJITAT Ja A0BEAe N0 HAMAICHA FOHAJ0TPONXHOBA
cexpeLms oT xunogusata, Tora, OT CBOS CTPaHa, MOXeE []a HHXHOHpa penpoyKTHBHATA (yHKIHA,
Hapymaealixyu FOHaJHATA CTePOHIOreHe3a KaKTo [PH Mbe, TAKA W NPH JKEHH.

B HekIMHHYHH Opoy4BaHHA NoaoGHH edekTH He ca HabmoIaBaHH.
4.7 EdekT Bppxy cnocofHocTTa 32 IodApane H paiora ¢ MAIIHHA

PHCTEpHIOH MORTHMSBA B MATKA 10 YMEPEHaA CTeNeH CiocoGHOCTTa 32 wogupaHe H 3a paboTa ¢ MALIHHKA
TIOpaji¥ IOTEHIMANHIA edeKT BbPXY HEPEHATA CHCTEMa H BEDXY 3peHHeTO (BXK. To4Ka 4.8). Crienosarenxo
nalHeHTHTe TpAtBa Na 6LAaT CHBETBAHH Aa He WOdHpaT U 13 He paboTAT ¢ MAIIWHY, IOKATO He CTase
H3BECTHA TAXHATA HHAMBHAYA/IHA YYBCTBHTE/IHOCT KbM JIEKAPCTBOTO.

4.8 Hemxenaun peakunn

Haii-uecto crofiuasanyTe HexxenaHH JiekapeTperH peakund (HJIP) (pasnpoctpanenne >10%) ca:
TIAPKHHCOHHZBM, CelalMi/ COMHOIIEHTHOCT, naBobomnue H GeaceHue.

Hesxenarume TeKapCTEEHH PEaKLMH, 3a KOHTO € YCTAHOBEHO, Y€ ¢a N030-3aBUCHMH, Ca IAPKMHCOHH3EM H
aKaTHIHs.

Mo-pony ca mbpoenn Beraky HIIP, 3a kouro ce cpoliapa B KIMHHYHHTE [IPOYUBaHHA H B
TIOCTMAPKETHHTOBHA [EPHON HA PHCIIEPHAOH, PA3NPEAEsICHH B KATENOPHH 10 Y€CTOTA, ONpeeNeHa B
KIHHWYHHTE [IPOYYBaHHA ¢ pucIiepHaoH. [Iprnarar ce cieqHHTE TEPMHHHM 3a YeCTOTaTa:

- MHOTO vectt (>1/10),

- yectd (>1/100 mo <1/10),

- Hevectd (>1/1000 go <1/100),

- peaxd (>1/10,000 xo <1/1000),

-mHOrO peaky (<1/10 000),

-C HEHBBECTHA YeCTOTa (OT HANMYMHUTE JAHHK HE MOXe Aa Ob/ie HAMpaBeHa OLCHKA).

B pPaMKHTe HAa BCAKO MPYNHPAHE B 3ABHCHMOCT OT YECTOTATA HEKETAHHTE FICKAPCTBCHH
mﬁposmaT B HH3X0mAL pea 1o OTHOLICHHC Ha TAXHATA COPHOZHOCT,




Cucremno Hexenana JeKAPCTBEHA PeaKIHA
oprafeH KJaac
Yecrora Muoro Yectu Hewectn Penxn Mnuoro
9ecTH peaks
Hudexnus 0 IHCBMOHHA, | wH(eKIMA Ha uHbexIHA
HH HH 6pokxur, JHXATETHHTE
HH(EKIpA HA | ITETHIIA, LHICTHT,
rOpHHTE O4HA HHeKITHA,
JHXATETHH TOH3WIHT,
TTETHILA, QHHXOMHKO38,
CHHY3HT, JIOKATH3HpaH
MHGEKUMA HA | LIENTY/IHT,
IMKOYHHTE BHpPYCHa
ITETHILA, HHEKIHS,
ylIHa aKapONePMATHT
HHeKIMS,
rpHmn
Hapymenud na HEYTPONCHHA, Arpanynoum-
KPBLBTA H HamaneH Opoii Ha | To3a®
aambnara GemiTe KpEBHH
CHCTEMA KIIETKH,
TpOMOOLMTOINECH
HA aHEMMHH,
[IOHIDKEH
XEMAaTOKPHT,
noBuILieH Gpoii
Ha
e03uHOhHIHTE
Hapywenun Ha Cepexuyecru- | AHadriakTHu-
HMYHHATA TEMHOCT HA peaKLHA®
CHCTEMA
Hapymenns 52 Xuniepnpo- Hapymena
eHI0KPHHHATA JIaKTHHeMMA" CCKpELME Ha
CHCTEMa aHTHIHYpETHYE
H XOPMOH,
HAMYKe HA
[JIOKO3a B
ypHHAaTa
Hapymenus na Hannasane Ha | 3axapen quaber®, | Boamo JTuaber-
Merafoamsma u TErne, XHIEPIIHKEMHS, | OTPaBSHES, HA KETO-
XpaHeHero NOBHILIEH MOTHAMIICHA, XHTIOITIHKEMHS, | ALHMO034
aleTHT, sary0a Ha Terno, | XHINEpHHCYIHH-
HaManeH AHOPEKCHA, eMHn’,
aneTur TIOBHIIIEH NOBHILIEHH
CepymeH CepyMHH
xonecrepon TPHITHLIEPHIM
Hcnxuunn Geacorne? | Hapymwenus | Manus, Comuam0Gy-
HapyIeHns Ha CBHA, CECTOSHHE Ha JIHTEM,
Bb30yza, obbpkaHocT, XPaHUTEITHH
ACTIPECH, HAMANEeHo pasCTPOHCTER,
TPEBOKHOCT | JIMOHZO, CBBP3AHH CBC 1




HapyLIEHHe,

pa3apasHuUTel- CBHY,
HOCT, HOLI[HH Inocek adexT,
KOLUMAPH aHOprasMus
Hapymenns 5a | cenamps/ | akarmus’, TapmusHa MamirHen
HEPBHATA COMHO- IHCTOHMS, THCKHHE3HS, HEBPOJIENTH-
CHCTEMA JIGHTHOCT, | 3aMasHOCT, nepebpanta YeH CHHIPOM,
MapKuH- MMCKMHe3us?, | Mcxemms, mnica | MozbuHO
coumsem, | Tpemop HA OTTOBOP TIPH | CBIOBO
r1aBobo- CTHMYJIAtHA, HapyIIEHHe,
nue 3aryba Ha nauabeTHa koMa,
CB3HAHWE, MOCTOSHHO
HAMAJIeHO NBIDKEHHE Ha
CE3HaHHeE, r/iaBara
KOHBYJICHHY,
CHHKOITH,
NCHXOMOTOPHA
XMIIEPAKTHBHOCT,
HapyLIeHHe Ha
PAaBHOBECHETO,
HapyLICHHE B
KOODIHHALHATA,
3aMasgHOCT,
HapyLUIEHHE Ha
BHHMAHHETO,
AV3apTphs,
aucreyaus,
XHMOECTE3HA,
TIapecTestsl
Hapymenus na 3aMEITeHo dotohobus, rayKoma,
09HTE 3PEHHE, CYyXO OKO, HapYILOEHHE Ha
KOHIOHKTHBUT | moBwueno QUHUITE
CHIBEHE, NBIDKEHHA,
XHIEpeMHs Ha BEPTCHE HA
ouHTe OuMTE,
obpasyBaHe Ha
KOPHYKH [10
KnenavHus ped,
CHH/IPOM Ha
TSCHATA 3eHHLA
{floppy iris
CHHIPOM)
(rpa-
ONEPATHEBHO)®
Hapymenns ga BEPTHIO, [ITyM B
YIOTO H yumre, Honka B
AAGHPHATR YLOHTE
Chpaeunn Taxukapaua | [Ipencwpaxa CunycoBa
BApYIOeHHs dubpunarnis, apHTMHSA
aTpHo-
BEHTPHKYJIAPEH
610k, MPOBOAHO




yaemkeH QT

HHTEpBA,
Opanukapaus,
abuopmena EKT,
OATIHTALAH
OBH XHIIEPTOHHS | XHITOTOHHS, Benoapobra
HAPYLICHHSA OpTOCTAaTHYHA embomH,
XHIIOTOHHS, BEHO3HA
3auepesBate Ha | Tpombo3a
JHLETO
Pecnnparopan, OHMCITHEA, Acrvpauyonsa | CHHOpPOM Ha
IPbAHA H (apunro- THEBMOHMHA, CHHHATA AIHEA,
MeIHACTHHATH JIApHHTEANHA | MYJIMOHAMHA XHTIePBEHTH-
H HADYIIEHHA o, KOHTECTHS, B £:11 135
KalUTHLA, KOHT€CTHA Ha
€MHCTAKCHC, | PECIIHPaTOpHHA
HasanHa TPAKT, XPHIIORBE,
KOHT€CTHS XPHITTALLIO
JMILIAHE,
JUchOHHA,
pecHpaTOPHH
HapyIIeHus
Cromaniao- Kopemna (Dekanma MAHKPEATHT, Hneyc
YpeBHH Oonka, MHKOHTHHCHLIMA, | YpeBHA
CMYIIeHAS anckombopt | Gekanoma, obepyxums,
B KOPEMHATA | FacTPOGHTEPMT, | MOXYBaHE HA
obnacr, mucgarss, €3HKA, XEH/THT
rnoBphiade, | dnaryneHLEs
raficHe, 3aneK,
auaph,
IMCTIETICHA,
CYXOCT B
ycrara,
bobon
Hapymenus na obpus, ypTHKApHA, Jlexpacteer Anrno-
KOMATA H epHTeMa IIPYPHTYC, oOpHB, MEPXYT | enieM
HOAKOAKHATA aIoneL s,
ThHKAH XHITepKeparosa,
eK3eMa, CyXa
KOXa,
obesuBeTsaBaHE,
aKHe, cebopecH
HEePMATHT,
KOXKHH
HADYILEHHS,
KOXHH JIE3HH
Hapymenns na Myckynau INopiueHa pabaoMHOMm3A
MYCKYJI0- CI1a3MH, KpeaTHH-
CKeJIeTHATA MYCKY.JIo- docdokunasa B
CHCTEMA H CKeneTHa KpEBTA,
CheJHHHTEHAT Gonka, GONKH | HeecTeCTBeHA
2 ThKAH B I'bp0a, 1034, CTABHA




apTpanrua CKOBAHOCT,
MOYBAHE Ha
CTaBHTe,
MYCKYJIHA
caboct, bomka
BEB BpaTa
Hapymenrsa na I TakovuHa NONAKHYPHS,
OnOpenuTe 1 HMHKOHTHHEH- | YpHHApHA
MHKOUNHATE LA PeTEHLWA,
OLTHIIA IH3YpHA
Concroanus, CHuapoM Ha
CBBLP3AHH ¢ OTHEMAaHE Ha
OpemenHOCTTA, JICKAPCTBOTO Y
poaoBHg B HOBOpOECHOTO®
HOCJIEPOAOBHSA
HepHO
Hapymenus na Epextunna DpHAaIH3EM®,
BB3NPOH3BOIHT JHChYHKIIHA, 3AKbCHEHHE Ha
€JIHATA CHCTEMA HAPYIICHHUA B MEHCTpYyaLHATa
H repaara eAKyJIaLHATA, yroneMaBaHe
aMeHopes, Ha I'bpAHTE,
MEHCTPYaITHH CeKpeT OT
HApyLeHHS', rbpaMTe
CMHEKOMACTHA,
rajiakTopes,
CEKCYaHa
AUCQYHKLHS,
{onka B rbpIOMIE,
JucKoM(opT B
TBpAHTE,
BArHHAJIHO
TEeUEeHHE
O6mm eneMs, OTOK Ha JIMLIETO, | XHMITOTEPME,
HApYIIeHHS H THPEKCH, BTPHCAHHA, TOHHXEHA
epexTH HA TPBIHA MOBHIIEHa TE/IECHA
MECTOTO HA Gonka, TENECHA TEMIICPATY P4,
npuIoKeHHe aCTEHHA, TEMIEPATYPa, CTyZEHH
yMopa, 6onka | HapyLUeHHs B KpaiHHUH,
MOXOKATA, CHHJPOM Ha
HaxKIa, OTHEMaHe Ha
OHCKOMGOPT B JIEKApCTBOTO,
TpRAHaTa O61ACT, | HHAYpaims®
obiLo
HEpa3noNOKEHHE
Xenarobninap [NoBueHH AKBITCHALA
HH HADYIICHAS TpaHCAMHHA3H,
TIOBHILICHA
raMarTyTaMHiI-
TpaHCaMHHa3a,
MOBHILEHH
yepuoApoOHH

CHIHMH




Hapanspanuso nanase Bonka npH
TPABAHHA H MaHHITYJIALHA
YCAOWHEHNS

* XurepnposiakTHHEMHEA B HAKOH CTy4aH BOIH 0 THHEKOMACTH, HapYIICHHA HA MEHCTPYALHATA, AMEHOpes,
JIMIICA HA OBHAALMSA, TATaKTOpes, QEepTIIHH HapyLIeHHA, HAMAJICHO THOMAO, epeKTHIHA NHCQYHKIHA.

® ITpu niauebo KOHTPONKPAHHK NPOYYBAHHS, JOK/IAABA Ce 3a 3axapeH apaGet mpu 0,18% npu manpenTHTE
NpHEMALIH PHCTIEPHIOH, a mpA rauebo rpynara 0,11%. O6mara yecToTa nNpy BCHYKH NPOYYRaHHA HA
TIALMEHTHTE NpHeMaly pHeniepuoH € 0,43%.

¢ He e HaOmoOaBaHo B KIIKHHMHITE [IPOYYBAHUSA C PHCIIEPHAOH, HO & ChOOLIEHO B NOCTMAPKETHHIOBOTO
nabinoneHne Ha pHCIIEPHIOH.

4 MoraT fia BB3HHKHAT eKCTpan{paMuaHy HapylueHHs: IIapKaECOBN3LM (XHIIepCATHBALIHSA,
MYCKY/IOCKENETHA CKOBAHOCT, TIAPKMHCOHMZBM, CIIFOHOTEYEHHE, PHIMIHOCT C (PeHOMEHa Ha 3564aToTO
KONeNno, OpagHKHHEsHA, XHIIOKKHE3HA, MACKOBH/IHO JIHIiE, MyCKYJTHA CKOBAHOCT, aKHHE3HS, BpaTHa
PHTHIHOCT, MYCKYJTHa PUTMAHOCT, XapaKrepHa ,JapKHHCOHOBA™ NoxoKa i aGHOpMeH peduiekc Ha
rnabenaTa(NapKHHCOHOB TPEMOP B TIOKO), AKATH3IHSA (aKaTisHs, 5e3CHOKOHCTBO, XMNEPKHHESHA H CHEJIPOM
Ha HECTIOKOHHMTE Kpaka), TpeMOp, AHCKHHE3H, (IHCKHHE3HA, MYCKYJTHH [TOTpeNnBaHH, XOpeoaTeTosa,
aTeT03a K MHOKIOHYC), IHCTOHHA. JHCTOHHATA BIUTIOYBA NHCTOHHA, XHIICPTOHHA, TOPTHKO/THC, HEBOJICBH
MYCKYJTHH KOHTPaKLIHH, KOHTpaKrypa Ha MycKysure, 6edapocnasbM, OKyJOrHpHs, NapanHia Ha e3HKa,
JIMLIEBH CTIA3IMH, IAPHHTOCIIAZEM, MHOTOHHS, OITHCTOTOHYC, OpOapHHIeaeH CNashM, IIEBPOTOTOHYC,
Ca3LM Ha e3uKa H TpisMyc. TpaGea fa ce oTOesteskH, ue ca BIIOUCHH UTHPOK CIICKTBP CHMITTIOMH, KOHTO He
€ 3QTH/DKHTEITHO 13 Ca ¢ eKCTpalipaMHieH nponsxoll. HEcoMAaAATA BKMOYBA: HHHLUMATHA HHCOMHHSA
(TpyRHOCT NpH 3acIHBaHe), MEKAHHHA HHCOMHEA, ['bp9oBReTe BMOUBaT: rpaH Man;, Mencrpyainure
HAPYIIEHHs BKIYBAT: HEPSAOBHA MEHCTPYaLMA, olMroMeHopes; EaeMbT BKIIOYBA: reHEpATHINPaH elIcM,
neprHjiepeH OTOK, TOZKOMKEH eIEM.

Hexenanu nekapcrsenu peakiyi, oTdeng3any npy GOpMyIHTe ¢ NATHNEPHAOH

INanunepuaoH e aKTHBHUAT MeTalOoIMT HA PHCNEPHICH H 38TORa NPOMIIET Ha HEXKETAHKHTE
JIEKAPCTBEHH PeaKi(MH HA TE3H CHEAMHEHHS (KAKTO NEPOPATIHHTE, TAKA H HEDKEKLMOHHHTE GOpMYIIH) ca
CBIIOCTABMMH €[IHH C ZPYTH. B JOMb/IHEHHEe KbM N'OPHHTE HEHKEJIaHH JEKAPCTBEHH PEaKIHK Cca
cHOOLUEHH CIeqHHTE peakuyy NpH ynorpebata Ha MANTHICPHIOHOBH MPOAYKTH M MOXKE /ia Ce 04aKBa Aa
CE MOABSAT M MPH PHCTIEPHAOH.

ChpaeyHH HAPYIIEHHNA: CHHAPOM HA MOCTYPATHATA OPTOCTATHYHA TAXHKAP/AHA.

Eghexmu na xaaca

KaKTO H ¢ BCHYKHM JIpYI'd aHTHIICHXOTHI(H, B TIOCTMAPKETHHIOBHTE MPOYIBAHHA Ce ChOGLIABA 38 MHOTO PEAKH
CITydaM Ha YOb/DKapane yawokasase Ha QT-untepsana cnex rmpHeM Ha pucnepanoH. JIpyru Knac — CBepsaHy

CHP/IEHH )EKTH OT TO3H, 33 KOHTO €& ChOGILABA MPH AHTHIICHXOTHLIATE, KOHTO YAh/DKasaT QT-uHTepBara,
BKJIIOYBAT, KAMEPHA APHTMHA, BEHTPUKy/IapHa (puGpHIaims, BeHTPHKYIApHA TAXHKAPIHS, BHE3AMHA CMBPT,
cbpaeyeH apect H Torsades de Pointes.

Benozen mpomboembonuzom
Crobmasa ce 3a clyuan Ha BeHO3EH TPOME0eMGOIHIBM, BIITFOUHTETHO ClTy4an Ha Genoapobet—-_
TpoMGoeMGOITHIEM, A1aboKa BeHO3HA TpOMOO03a, MPH JIEHEHHETO ¢ AHTHIICHXOTHYHH nexa
HEMBBECTHA YECTOTA).

ABaHE HA TErN10
OTHOCHTESTHHAT AT HA TIPHEMAITHTE PHCIIEPUIOH H HA TPETHpaHHTe ¢ Ianebo Bp3pact :
IH30(PEHHA, OTTOBAPALIH HA KPHTEPHA 33 IOBHINIABAHE HA TEECHATA Maca c27% ¢ cphnn@ri\{n}@Im



NPORBLKHIH 6 10 8 ceamuiy nanebo KOHTPONTHPAHH KTHHHYHHA MPOYHBAHMA, PA3KPHBANKH CTATHCTHIECKK
3HAYMMA [IO-TOJIAMA YECTOTA HA HANJABAHE HA TErVI0 pH pHenepHoH (18%) B cpaBHeHue ¢ rpynaTa yianebo
(9%). B iyn ot mnaue6o KOHTPOAMPAHH 3-CEAMHYHH TPOYUBAHKS NMPH BH3PACTHH NALMEHTH € OCTHD MaHHEH
€[IH30]] YECTOTATA HA HA/JaBAHE Ha TErNO C >7% KATO KpaeH IYHKT € Nojo0Ha B IpyllaTe, MpHEMAIH
pucnepHaoH (2,5%) u auebo (2,4%) H € 1eKO NOBHIIEHA B AKTHBHO-KOHTpO/IHpaHaTa rpyna (3,5%).

B nomynauus Ha Aena B NOAPACTBALLH C IOBEASHYECKH H APYTH NMPOMEHALLH [IOBEACHHETO HAPYILEeHHA B
NPOXB/DKHTEIHH [0 BpeMe NPOYYBAHHS € HabMOoNaBaso NOBHIIEHHE HA TENECHATA Maca Che cpenso 7,3 kg
cien 12 meceuno neuenye. OuakBaHOTO HAAJABAHE HA TETTIO 33 3APABH Jelia Ha BE3PACT MexIy 5 12
roauHH ¢ 3 o 5 kg roguiuno. 3a BE3pactra ot 12 10 16 rogMHH Ta3k CKOPOCT Ha HANTABAHE Ha T ¢ 3 0
5 kg roarmmsHe ce 3ana3Ba IPH MOMHYETATA, IOKATO MOMYETATA HAINABAT C [IPHOMM3HTENHO ¢ 5 Kg roanmHo.

JormenHiTenta PH{QOQMM 3a COCLHATHH FPYITH NMALTHEHTH

Hesxenanyme JIEKAaPCTBEHH PEaKLMH [IpH NAIHSHTH B CTAPUYECKA BE3PACT ¢ AEMEHLHA HIIH TIPH AC11A, 38 KOHTO
ce ceo0niaBa MO-4€CTO, OTKOIKOTO ITPH BE3PACTHH NALHEHTH, Ca OTIHCAHH [10-10ITY.

Tayuenmu e cmapuecka sv3pacm ¢ Jemenyun

TTpH KIHHMYHH NPOYYBAHMA C MAUMEHTH B CTapuecka BE3pacT ¢ AemeHINA kato HIIP ca cho0uieHH MpexoaHu
MCXEMHYHH NPHCTHIM H MOYBUHOCHIOBH MHIMAEHTH C YeCTOTa ChoTBeTHO ot 1,4% 1 1,5%. B normwmense,
cnearte HIIP ca crobuwetn ¢ uectota >5% Npi NMAUMEHTH B CTAPYecKa FB3pacT ¢ ASMEHI (Te ce
HaG/MoAaBAT MOYTH ABA ITETH N0-4EeCTO, OTKOJIKOTO MPH APYTHTE BE3PACTHH NAIMEHTH): HH}pEKLHH Ha
MHKOYHHTE ITETHILA, NTepdepHH OTOLH, JIETAPIHA H KalLTHIA.

Ieouampuuna nonynayus

CrofIaBa ce 3a cIEHHTE HEXEIAHH IEKAPCTREHH PEaKLMK C Y€CTOTa >5% NpH Jclia H JOHOIIH (Ha Bb3pacT
ot 5 no 17 roIMHM), KOHTO ce HaGITIOAARAT MOYTH JBa ITETH TO-4€CTO, OTKOAKOTO NPH KIHHHYHH NPOY4YBAHKUA
[PH BE3PACTHH: CHHTHBOCT/CEAHPAHE, YMOPa, rMasoboue, NOBHINEH aneTHT, NOBpbillae, HHYEKLHH Ha
FOPHHTE JUXATE/IHM ITETHILA, HASATHA KOHIeCTHA, KopeMHa DoJka, CBETOBbLPTEXK, KALLTHIIA, TEMIIEPATypa,
TPEMOP, JHAPHA H EHYPE3HC.

Crofmapane HA NONO3APAHA HEXKEIAHH DEAKIHH
CroblapaHeTo Ha MONO3HPAHH HEIKENAHH PEaKLH Clell pa3peuiaBaHe 3a ynotpeba Ha JCKAPCTBEHUA

HpOAyKT e BaxkHo. ToBa Mo380/ABA a NPOIBILKH HAGMOAEHHETO HA CHOTHOIICHHETO N107138/PHCK 34
NeKapcTBeHHs NPOAYKT. OT MEAHLIMHCKUTE CHELHATHCTH C€ H3HCKBA fa chobliaBaT BCAKA [I0[03MpaHa
HeXKe/aHa peakums Ype3 HaHOHANHA CHCTeMA 3a crobliiaBane

Hanmsnaurenda areHUHS N0 JIEKapcTBaTa
yi. JlamsaH I'pyen” Ne 8

1303 Codna

Ten.: +359 2 8903417

yeGcaiit: www.bda.bg

4.9 Iipeaosnpane

Cumnmomu
Haii-061110, cHMIITOMETE W NPHBHALMTE €& Te3H, KOHTO Ca PE3YATAT OT MO-CIUIHO H3Pa3fBaHe Ha
(apmakonoryHH epeTH Ha pHCTIepHIoH. Te BKTIOYBAT CHEIHBOCT H CEIHPaHE, TAXMKAD/IHA
eKCTpanKpaMuIHH cHMITTOMH. [IpH ipeaosupase ce cho0IaBa 3a yabDkasaHe Ha QT-uHrep
repuoze. 3a Torsades de Pointes ce crofiaBa BbB Bpb3ka ¢ KOMGHHHPAHO NPEIIO3HPaHEe HA pil'it: e
NApOKCETHH. 5

B cny4aii Ha ocTpo npeacsHpane, Tpa6Ba fa ce B3eMe NpeIBH/ BE3MOKHOCTTA Aa ¢ BKJIEO‘-k B M)

JIeKapcTEa.




Hevenue

Ocurypere 1 noATbpKaifTe MPOXOAHMH AMXATETHHTE [TETHILA, 33 12 MOKE @ HMA a/IEKBATHA OKCHIECHALTHA H
BeHTiaLws. TpaGea 1a ce 0GCHAN H3BBLPLUBAHETO HA CTOMAWLICH JIaBaX (CIER HHTYOHPAHETO, aKO NALHEHTLT
¢ B 6c3cE3HAHHE) U JaBAHETC Ha AKTHBEH BHIVIEH 3aeJHO ChC CTADUTETHH CPEACTBA CaMO KOTaTo JIEKAPCTBOTO
€ MPHETO Npeax NO-MANKO OT eamH yac . Tpabsa Aa ce 3anouHe He3a0aBHO MOHHTOPHPAHE HA ChP/IEHHO-
CHAORATA CHCTEMA H TOBA TPAOBA a BKIIOYBA MPOXRTKHTE/IHO MOHHTOPHPAHE Ha elIEKTpOKapAHOTPAMATA, 38
Jia Ce YIOBAT BB3MOYKHUTE APHTMHH.

3a pucnepunoH Hama creruduten arrunor. Ilopamy ToBa TpAOBa 1 €€ IOCTAHOBAT CHOTBETHH NMOATHKALLH
MepKH. XHITOTOHMSTA H LIMPKYJIATOpHHUA konarc TpadBa fa GbaaT IeKyBaHH ChC CHOTBETHH MEPKH KATO
BEHO3HO RIIHBAHE Ha TEYHOCTH H/IIH HA CHMIIATHKOMUMETHLH. B cTy4ali Ha TeXKa excTpanupaMeaHa
CHMITTOMATHKA TpAGBA A CE JAJaT RHTUXOIMHEPTHMHH cpeZicTBa. BHAMATETHOTO MEMIMHCKO HAOMOeHHE
H MOHHTOpHpaHe TpaOBa Ja NPOAIDKAT, IOKATO NAIMEHTET ¢ BE3CTAHOBH.

5. ®APMAKOJIOTHYHH CBOIICTBA
5.1 <DapmMakoaAHHAMHYHH CBO#icTBA
QapMakoTepaneBTHYHa Ipyna; ApyrH aHtancuxotHin, ATC kox: NOSAX08

MexanwzpM Ha neficTere

PHCIIEpHIOH € CeNeKTHBEH MOHOAMHHEPrHY€H aHTArOHWCT ¢ YHHKAITHH cBoficTa. Toki HMa BHCOK
ademureT KBM cepoTonuHeprHuHMTe 5-HT: B nonamusepriaauTe D2 petenmopy. PHCIIEpHIOH ce CBB3Ba H ¢
anda |-aapeHePruHKTE PELETTTOPE, B C NO-HHCHK aHHHTET KbM Hi- XHCTaMHHEprHiHHTE H anda »-
anpeHepriuHUTE peLenTopH. PHCIEpHIOH HAMA aQHHHTET KbM XOTHHEPrHYHHTE peLieTropH. Brrpexu ve
PHUCTIEPHIOH € MOLeH D> aHTATOHHCT, 32 KOETO C€ CUHTA, e noaobpasa MO3KTHBHHTE CHMITTOMM [PH
w30k peHus, TOH BOAH 10 no-cnalo noTrckate Ha JBUTaTe/HATA AKTHBHOCT M Mo-ciaba Karanencus,
OTKOJIKOTO KIACHYECKHTE aHTHIICHXOTHIM, banaHCHpaHUAT LSHTPAIeH CEPOTOHHHOB M IOTIAMEHOB
AHTArOHH3LM MOXKE Aa HAMAIIAT BEPOATHOCTTA 34 [05IBa HA EKCTPaIHpaMHIHK HEKENAHH PEakLHH 1 ia
Pa3IIMPAT TEPANSETHYHOTO JEHCTBHE 33 NORTMABAHE HA HETATHBHHTE H 6()EKTHBHHTS CUMITTOMH Ha
nrsodpeHuATa.

DapmakonMHaMIHK edeKTH
[Tuzodperua

E(eKTHBHOCTTA HA PHCIIEPHIOH TIPH KPaTKOCPOUHO JISHEHHE Ha LIM30(PPEHHS € YCTAHOBEHA B YETHPH
NpOYYBaHHS, C NPOXBDKHTENHOCT OT 4 10 § ceaMuLy, IPH KOHTO ca BKmotueHd 2 500 natpeHTH, KOHTO
OTrOBAPAT HA KPUTEPHHTE 3a Luk3odpenus, onpeneiexu 8 DSM-IV. B exHo 6-cenmuuno, wiauiebo
KOHTPOTHPAHO KIHHKYHO NTPOYYBAHE, KOSTO BKIIIOYBA KOPHTHPAHE Ha I03aTa Ha pucnepHIoH 1o 10 mg Ha
ZieH, pa3fieNieHa Ha 2 NpHeMa THEBHO, PUCTIEPUIOH € ¢ 110-100Ep edext B cpaBHeHHe ¢ rwialebo no
OTHOLLEHHE Ha OGLIHA cOOp OT KpaTKaTa NCHXHMATPHYHE ckana 3a onexika [BPRS). B eano 8-ceamuuno,
TaLe6o KOHTPOIMPAHO KIHHAYHO IPOYYBAHE ¢ YETHPH GHKCHPaHH O3 PHCTIEpUoH (2, 6, 10, 1 16 mg
JHEBHO, 3/ICHH 1B IThTH IHEBHO), BCHUKHTE 4 IPYIH HA PUCTIEPHIOH €4 ¢ TTO-ZI00ED eeKT B CpaBHEHHe C
aue6o N OTHOWEHHE Ha OGIIHA ¢6Op MO cKkasiaTa 3a IO3HTHBHH H HeTaTHRHH cuMrrToMu [PANSS]. B eawo
$-cenMUMHO KIHHMMHO NPOYYBAHE 33 CPABHABAHE Ha JIO3HTE, BKMOYBALIO 5 ¢m1<cupa}m JI03H PUCTIEDUIOH

nHenﬂo PEM&T no-no6sp eq)elcr B CpaBHEHHe C rpynaTa Ha pUCTIEPHICH B f03a 1 mg no oTHe
c60p no PANSS. B eaH0 4-CeIMUMHO, IU1ale60 KOHTPOIHPAHO KIMHAYHO IPOY4BAHE 37
JI031Te pHCIIEPHAOH (4 U 8 mg ZHEBHO, MaZeHH BEAHBX JHEBHO) H JBETE IPYTIH HA PHCTJ
no6p edeKT B cpaBHEHHE C I1aLE00 N0 OTHOLIEHKE Ha HAKONKO OT pesyaTatite no RAN
M3MEpBAHETO Ha oTrosopa (>20% HaManeHue Ha obiua cGop no PANSS). B exro mo-xsre



KJIHHHYHO NPOYYBaHE C BB3PaCTHH aMOy/IaTOPHH TAUHEHTH, KOHTO OTTOBapAT HA KPHTEPHH 34 LI30(hperms
nia DSM-IV 1 xoHT0 Npi npunosikeHHe Ha AHTHIICHXOTHYHA TEPAITHA Ca KIMHHYeCKH cTabunuv noHe 3a 4
CE/IMHILIH, CA PAHIOMH3HDAHH KBM IPYTIa, MOTy4aBallia PHCIIEPUIOH OT 2 10 8 mg Ha AieH, WK KBM Ipyna ¢
xamonepuacdt, 3a 1 10 2 rogunw, 3a Ja Obaar nabmoaasanH 3a NoABa Ha pelmaus. [laipeHTiTe, KOHTO
NOMY4aBAT PHCIICPHAOH, HMAT 3HAYHTETHO NO-ABITET [IEPHOI OT BpEMe IO PELHAHB B CpaBHEHHE C IPYTIaTa Ha
TTAHCHTHTE Ha JICUCHHE C XATTONepro.

Manwuitny enH3omM npy GHNONAPHH pa3CTPOHCTEA
EdukacHocTTa HA MOHOTEPAITHATA ¢ PHCTIEPHIIOH NPH HEMIOCPEACTBEHO JIEUeHHe HA MAHHIHUTE ETTH30/H,

CEBp3aHu ¢ GUNIOMAPHO pascTpoiicTeo 1, ca IeMOHCTPHpaHH B TpH ABOHHO-C/IETH, IU1alie00 KOHTPOJHPAHH
TIPOYUBAHHA HA MOHOTEpAIMATA TpH NPHOMBHTENHO 820 NaLMeHTH, KOMTO HMaT OUIIOIAPHO pascTpoicTEO 1
BB3 OCHOBa Ha kpHTepuute Ha DSM-IV. [Ipy 1pu ot npoy4sasusTa pHCTICPHIOH B 103a oT 1 io 6 mg qHEeBHO
(BauanHa KO3HPOBKa 3 mg B ABE NpOYYBaHHA M 2 mg B eAHO NPOYYBAHE) HMA 3HAYHTEMHO No-100bp edeKT B
CpaBHEHHME ¢ IU1aLEeb0 NpH NPEABAPHTEITHO ONPEAEICHHS ITHPBHYSH KPAaeH CPOK, T.¢. NpoMAHATa Ha OOImMA
cOop OT ocLeHBYHATA CKana 3a MaHud Ha Y oung [YMRS] oT #3x0HOTO HHBO JI0 TPETATa CEAMHIIA.
BropuuniTe pe3y/raTd 33 eHKACHOCT ¢4 OOMKHOBEHO B CHOTBETCTRHE C ITPBHYHHUA pe3yrrar. [IpoterTsT
OT MALMEHTHTE, KOMTO HMaT HaManeHse >50% Ha obmua cbop or YMRS or u3xofHOTO BHBO Jo 3-TaTa
CEIMHLIA, € 3HAUMTENTHO M0-BHCOK ¢ PHCIIEPHIOH, OTKOJIKOTO ¢ rwialebo. EqHo ot TpHTe NpoyuBaHHA
BKJTIOYBA IPYTIA 33 JICYEHHE C XATONMEPHION K 9-ceMHUHA ABOHHO-CIANA (ha3a HA NOAXBPIKALIO JIEYEHHE.
E(pHKacHOCTTa Ce NOANBEPKA 1O BpeMe Ha e 9-CeMHYEH NepHoz Ha NOATBPKAILO eyeHHe. TIpomaHara
Ha o0uws cbop or YMRS 0T H3X0OHOTO HMBO M0Ka3a OPOXWDKHTETHO MOJ00peHHe H € CpaBHHMA 33
PMCHIEPHIOH K XA/IoNepHaon Ha 12-Ta cenMHLa.

EeKTHBHOCTTA HA PHCTIEPHIOH B JIOITHIHEHHE KBM CTAOH/TH3ATOPHTE HA HACTPOSHHETO NPH JICYCHHETO HA
OCTPATA MAHKA © [I0KA3AHA B €IHO OT JBETE 3-CEAMMYHH ABOHHO-C/IENH MPOYBAHKA IPH MPHOTHIATETHO
300 naupeHTH, KOHTO OTrOBapsT Ha KpuTepHHTe Ha DSM-IV 3a Gimonsapso pasctpoiictso 1. B emHo 3-
CeMHYHO MPOY4BaHE PUCTIEPHIOH B 034 OT | 10 6 INg AHEBHO, KATO CE 3aM0yBa ¢ 2 mg JHEBHO, IaicH B
[OMBIHEHHE KbM JIHTHIA WK BAITIPOAT, € ¢ N0-7100Bp eheKT OT IMTHA HWIH BAJNpoaTa, AajeHH 6e3
PHCIIEPHJIOH, TIPH [PEHBAPHTEITHO ONPEAENESHATA TLPBHUHA KpaliHa TOuKa, T.€. IPOMsAHAaTa Ha 001 cOop
ot YMRS o1 m3xoaHoro s1eo A0 3-ta ceamuia. [ipu s1opo 3-ceaMHYHO NPoyYBaHe PHCTICPAAOH B 4033 OT
1 mo 6 mg AHeBHO ¢ HAYANHA A03a OT 2 Mg AHEBHO JANCH 326IHO ¢ JIATHIL, BAITIPOAT Wi kapOamMaseniH, He €
n0-2o0Bp OT IMTHEA, BAMNpOAaT WM KapbamasenuH, AaaeHy 6e3 pHCIEPHIOH, NPH HAMATIABaHe HA Pe3y/iTaTa
or YMRS, ExHo Br3MoxHO 00SCHEHHE 38 HEYCIIEXa Ha TORa H3CJIEBAHE € HHIYKIHATA Ha KIHPBHCA Ha
PHCTIEPHAOH H 9-XHAPOKCH-PUCTIEPUIOH OT KapObaMaserHH, KOeTO BOAH JI0 NO-HHCKH OT TepanesTHIHNTE
HHBA HA PHCIEPHAOH H 9-XMAPOKCH-pHCEpHaOH. TTpH H3KIOYBaHEe HA IPyNaTa Ha kapGaMasemiH ot post-hoc
QHAITH3a PECTIEPMIOH, KOMOHHHPAH C JIMTHIl WM BANIPOAT, HMa 1o-100Bp eeKT OT JIMTHIT WIH BAPOAT,
naznexu Ge3 pHCTIEPUIOH, 32 HaMasieHHe Ha o61A c6op or YMRS.

[epcw WA DU ieMe

EdHKACHOCTTA HAa PHCIIEPHAOH IPH JieeHHEe Ha NMOBEJSHAYECKH H NICHXOTHYHH CHMITTOMH IIPH ACMCHLIHA
(BSPD), koo BKIIOYBAT HAPYIIEHHA B NIOBEACHUETO KATO arpeCHBHOCT, TPEBOKHOCT, MCHX038, AKTHBHOCT,
¥ a)eKTHBHH HAPYLLIEHHH, € AEMOHCTPHpPaHa 1pH 3 ABOHHO-cenHy, Malebo KOHTPONMpatH 12-CeAMHYHH
npoyBanKs Ha 1 150 naumeHTH B CTapuecka BB3pacT ¢ femeHLKs. EAHOTO npoyuBaHe BKIovBa GHKCHpaHH
no3u pucrepuao ot 0,5; 1, 1 2 mg rHesHo. Jpere Mpoy4YBaHHA ¢ FbBKABH I03H BKIIOMBAT PHCIICPHAOH B
obxsar ot 0,5 10 4 mg HesHO 1 cHOTBETHO OT 0,5 10 2 mg ZHEeBHO. PHCNEPHAOH NOKa3Ba CTATHCTHYECKH
3HAYHMA K KTMHHYHO BOKHA e(heKTHBHOCT [PH JISUEHHETO Ha arpecHs H [0-MaTbK eyeKT NPH NIEUEHHETO HA
BE30yHaTa H TPEBOTaTa NPy MAUHEHTH B CTapyuecka BB3pacT ¢ JeMeHIMA (Crope OLICHKATA 33 NaToio
TIOBETICHUETO B OLICHBYHATA cKana 3a Gosiectra Ha Ammxatimep [BEHAVE-AD] 1 B cxanara
Mansfield 3a p136yna [CMALY). E¢ekTrT OT NEHEHHETO C PHCHEPHIOH € HE3ABUCHM OT pe3)
H3CNICABAHETO HA MHHH-H3C/IEIBAHETO Ha NcHxuueH crarye (MMSE) (M criefoBaTenHo ot 3
JeMeHLMATR); OT CeJJAaTHBHHUTE CBOMCTBA HA PHCTIEPHIOH; OT HATMYHETO HWIH JIHNCATa Ha
IeMeHLHATa - Ha AnixafiMep, CHAOBA WIH CMeceHa, (BxK. TouKa 4.4)




[HoBeneHvecky pascTpoicraa
E¢duKacHOCTTa Ha PECTIEPHIOH [PH JECTPYKTHBHO MOBEAEHHe € NEMOHCTPHPaHA ITpH JiBe NBOHHO-CIIENH

nnauebo KOHTPOHPaHH NpoyyBaHuA NpH MpuGmH3HTeTHO 240 NalMEHTH Ha BB3PacT OT S A0 12 roauHu ¢
auarto3a cnopen DSM-IV paserpoiictea, ¢ nectpyktHaHo noeeaerue (PJIIT) 1 rpaHiuHA HHTCICKTYATHA
(YHKLHA HIH JIEKO WIH YMEPEHO YMCTBEHO H30CTaBaHe/3aTpyJHEHHA NPH yueHeTo, [Ipe aBere npoy4sanns
pucniepunon B no3a 0,02 no 0,06 mg/kg/net nokasea sHAUHTEHO N0-1068p eexT B CPaBHEHHe ¢ IUIatebo
TIPH DIPEJBAPHTETHO ONPESNEHA TEPRIUVHA KPaitHa TOUKa, T.¢. IPOMAHATA OT H3XOMHOTO HUBO Ao 6-Ta
CeIMUIIA Ha Pe3yJITaTHTe OT Nnojckaara 3a [Ipobremuoro nosenenne or GopMynsapa 3a KIacHpaHe Ha
nerckoro noseaeHue Ha Nisonger (N-CBRF).

5.2 (@apMaKOKHHETHYHHA CBoHcTBA

Abcopbuma

Pucniepiaon ce afcopbupa HAITEIHO Clief (SPOPANSH NPHEM, KATO JOCTHTA ITMKOBA KOHUCHTpawMs 3a 1 po 2
yaca. AGcomoTnara nepopaiHa SuoHamuuHOCT Ha prcnepuzoH € 70% (CV=25%). AGcoplupara ne ce
TNORJIHABA OT XPaHa ¥ 3aTOBA PHCTIEPHIOH MOXE Na ce AaBa che MM 6e3 xpana. PABHOBECHHTE CTOHHOCTH 32
PHCIIEPHAOH CE ZOCTHIaT 3a | eH NpH NoBeyeTo nauyeHTH. PaBHOBECHHTE CTORHOCTH HA 9-XHAPOKCH-
PHCIIEPHZIOH Ce AOCTUraT 32 4-5 AHK OT HaYaI0TO Ha AO3HPAHETO.

Paxmpenenetne
Pucniepunon 6up3o ¢e pasnpepens B opranuama. OSemer na pasnpenenenve ¢ 1-2 Ukg. B mnasmara

PHCTIEpUIOH ce CBEp3BA ¢ anbGyMuH M ¢ anpa-kuces rHKonporeHd. CBEp3BaHETO HA PHCMEPHAOH C
wia3MerHTe Apotenny ¢ 90%, a ToBa Ha 9- XMAPOKCH -PHCTIEPHIIOH € 77%.

BH chopm H CIIHM &

PucniepuzcH ce metaGonuzupa ot CYP 2D6 10 9-XHAPOKCH-PUCTIEPHIOH, KOHTO HMa TolobHa
(apMaKoIOrMYHa AKTHBHOCT KAKTO PUCTIEPHIOH. PHCTIEPHIOH rlioc 9-XHAPOKCH-PHCTIEPHAOH obpasysar
AKTURHATE anTHRCcuxoTHuHa gpaxums. CYP 2D6 e ofext na resetiueH nomwmopdisem. Excremnsmmme
metaGomuzaropu CYP 2D6 6Bpao MpeBpbLiaT pHCNIEPHAOHA B 9-XHAPOKCH-PHCIIEPHAOH, ACKATO Ciiabute
metabomasaropa CYP 2D6 ro npesprinaT MHOro no-GasHo. Berpexs de excreHsHBHHMTE MeTabonusaropy
MMAT NO-HUCKA KOHLEHTPALMA Ha PUCTIEPHAOH M NIO-BHCOKA KOHLICHTPALMS HA 9-XKIPOKCH-PHCNIEPHIOH OT
cnabuTe MeTaGoNH3aTOPH, hapMaKOKUHETHKATA Ha PUCTIEPHIOH H 9-XHAPOKCH-PHCTIIEPHIOH B KOMOHHALIHA
(.. aKTHBHATA AaHTHINCHXOTHYHA (pakLyA) cie] eTHHHYHA H MHOTOKPAETHA Z03HPOBKA € CXOHA MPH
EKCTCH3HBHUTE H crabure Metabonmsaropu Ha CYP 2D6.

Jpyr MeTaCoaMTeH ITHT HA prcniepuaoH € N-aeankunpanero, MsciensaiuaTa in vifro Ha MOBELIKHTE
yepHOOpOGHE MHKPO30OMH MOKA3BAT, Ye PUCNEPHIOH B KIMHHYHO SHAMHMMA KOHIISHTPALEA He MIXHOHpa
3HAYHTETHO MeTaboH3Ma Ha JIEKAPCTRATA, KOMTO ¢e MeTaboru3npar ot pToxpom P450 H3oeHsMMHTe,
swnodnrenso CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4 u CYP 3A5. Eqna
ceIMMUA CIIeH KaTo e naneda, 70% oT Ao3ara ce eKCKpeTHpa ¢ ypHHaTa H 14% ¢ dexanuure. B ypunara
PHCTIEPUIOH IUTHOC 9-XHAPOKCH-PHCIIEpHIOH NpeacTaBseat 35-45% ot aosara. OCTaHANOTO €a HEAKTHBHH
meTabomuTtH. Cnien nepopaneH NprieM NpH [ICHXOTHYHH NMALHEHTH, PHCMIEPHIOH C& SIIMMHHHPA C NOTYXKHBOT
o1 OKONO 3 vaca, EMHHALMOHHHAT NOMY>KUBOT Ha 9-XMAPOKCH-PUCIIEPHIOH M Ha AKTHBHATA
AHTHTICHXOTHYHA (PpakuHs ¢ 24 yaca.

JIHHelHOCT
TTnasMeHaTa KOHLIEHTPALMA HA PHCTIEPHAOH € MPOTIOPLMOHATHA HA A03aTa B Tepanemituma oﬁxnar Ha
Jo3aTa, B

AHTHIICHXOTHYHATA (paxumd, 38% No-TbITEl NOMY)KHBOT H HAMAMEH KITHPBHC HA
aHTHICHXOTHYHA ¢pakums ¢ 30% NpH MalHeHTHTE B CTAPHYECKa BB3pacT.



ITpu BE3pacTHH ¢ yMepeHo GrGpeuto 3a00naBaHe, KIIMPEHCET HA AKTHBHATA YacT € Gun ~ 48% or wmpeHca
MpH MJIaaH 3ApaBH BE3pacTHH. IIpy BE3PacTHH ¢ Texko Gu0peuno 3abosBaHe, KITMPBLHCET HA AKTHBHATA
uacT e 6un ~ 31% OT KIHPBHCA NP MITAZH 3APaBH Bb3pacTHH, [TOMyKHMBOTHT Ha aKTHBHaTa JacT ¢ 6w 16,7
Yaca TIPH MIIAIH BE3PACTHH, 24,9 yaca npw BE3pacTHK ¢ yMepero Gubpeuno sabonssane (1 ~ 1,5 meTH no-
IOBITEI" IPH MIAIH BE3PACcTHH) U 28,8 yaca mpH Tes ¢ Texxko Gu6pevHo 3abonspane (1M ~ 1,7 MeTH ToNKoRa
IBIITO, KOMKOTO [pH MiaauTe BB3pacTHH). [Liasmenyme koHLEHTPAlME Ha PHCIIEPHAOH ca OWITH HOPMATHH
NPH NAUKMEHTH ¢ YePHOAPOOHA HEAOCTATHHHOCT, HO CpeiHaTa cBoDOIHA (GpaKiiA Ha PHCTIEPHIOH B [U1A3MATA
e 6una nosmena ¢ 37,1%.

I'Iepopanmmr KNHPEHC H SIMMHHALHOHHHMAT TIOMY>KHBOT Ha pHCIICPHACH H Ha aKTHBHATA YACT [IPH
EBIPACTHH € YMEPECHO H TCHKKO qepﬂonpoﬁuo YBpPCAKIAHE HE CC pAlIHYaBaT 3HAYMTE/IHO OT TE3H NapaMeTpH
[IpH MNaaH 3apaBH BL3PAacTHH.

IleanaTpuuna nomyaauus
DapMaKOKHHETHKATA HA PHCIICPHIOH, Ha 9-XHAPOKCH-PHCIIEPHIOH H Ha HEAKTHBHATA,~ aHTHIICHXOTHYHA
(pakums mpu geuara ca nonoOHMH Ha Te3H [PH PH3PACTHHTE.

ITon, paca H TIOTIOHOMYILIEHE
Emis dapMakokHHETHYEH AHATIH3 HA NALMCHTHTE He NI0Ka3a OYEBHIHO NOBAHABAHE Ha (apMAKOKHHETHKATA

Ha pACIICpPHAOH WIH HAa aKTHBHATA AHTHIICHXOTHYHa cbpammﬂ OT NOJIa, pacara HiH HABHIHTIC 34
TIOTEOHOITYILIEHE.

5.3 IlpeaxiuHHYHH AAHHH 32 Ge30NACHOCT

HenxxenaHume peakiHi, KOHTO He ce HaGMmOJABAT PH KIMHHYHHTE NPOYYBAHM4, HO ce HaOmoaaBaT Ipi
JFKHBOTHH {IPH HHBA HA €KCNIO3HLNA, HO}IOGHH Ha HMBaTa HA KITHHUMHA €KCITOIHLHA H € BE3MOXKHO 1a HMaT

3HAYCHHE 33 KIHHHYHATa ynmpeﬁa, €a KaKkTo cneaea.

Tlpu npoyusanud Ha (Cy0)XpOHHYHATA TOKCHIHOCT, IPH KOUTO AO3HPAHETO 3a1I04Ba NPH M10JI0BO HE3PEH
IUTEXOBE M Ky4eTa, 3aBHCHMH OT J03aTa eeKTH, ca HATHIIE B MEXKKHS H XEHCKHS NeHHTaneH TpakT H B
TPHAHUTE #JTe3H. Te3H epeKTH ca CRBP3aHH C TIOBHIIEHHTE CEPYMHH HHBA HA NPOJIAKTHH, KOHTO Ca PE3YITraT
OT (OKHpAIATA AKTHBHOCT Ha PHCTIEPHIOH cNpaMo AonamiroBUTe Dy-penernropu. Ocser ToBa,
NpOYYBAHHATA C TBKAHHH KYJITYPH NOKa38aT, Y€ PACTCKBT HA KICTKHTE Ha Paka Ha I'bpaTa NpH HOBEKa
BEPOSITHO € CTMMYJ/IHP&H OT NPONTAKTHH, PHCMIEPHIOH He € TepaTOreHeH MpH ILTbXoBe H 3aiip. [Ipu
TNIPOYUBAHMS! C PUCTIEPHIOH Ha PeNPOAYKLHATA Ha 3aHLM ca HabnroJlaBaHK HEXKeTaHH JICKAPCTBEHH PEAKLIHHA
BBPXY HABHLIMTE 34 CBKYIUICHHE HA POLUTE/IHTE, TEITIOTO NMPH PaKaHe H NPEXHBAEMOCTTA Ha
TIOTOMCTBOTO, IIpH IUTBXOBE, HHTpayTepUHHATA €KCIIO3HLMA HA PHCIIEPHIOH C& CBBP3Ba C KOTHHTHBHH
AedHUMTH B HapeHana BE3pact. JIpyrd aHTaroHKCTH Ha IOTIaMEH, KOTATO c¢ JaBaT Ha OpeMeHHH
JKHBOTHH, OKa3BaT OTpHLATENEH eeKT BbPXY YISHETO H JBHIaTe/IHOTO PasBHTHTE Ha [IOKOJIEHHETO.

[pu npoyusane 3a TOKCHUHOCT NP MIAIH TUTEXOBE, HablMonaea ce NoBHILIeHa CMBPTHOCT Ha [IOTOMCTBOTO
M 3a6aBAHe Ha QHBHYECKOTO passrTeHe. [Ipu 40-ceqMUYHO MPoyYBRAHE C MIATH KydeTa, Habmozaasa ce
3abaBAHe Ha NONOBOTO Ch3psaBaHe, ITpH Ky4eTa NpHeMaHeTo Ha NO3H 3.6 ITBTH [0-BHCOKH OT MAKCHMA/IHATA
€KCTIO3HIMA MpH *OHOIIH (1.5 mg JHeBHO), He € 611 3aCArHAT pacTeXka Ha JBITHTE KOCTH, JOKATO IPH J03H
15 ITeTH MoBeYe 0T MAKCHMAJIHATA EKCTIOSHLESA NPH IOHYIIH HaGMoNaBaT ce epeKTH BEPXY NBJITHTE KOCTH H
TIONIOBOTO CHIPABAHE, BB3 0CHOBA Ha AUC,

B cepus oT H3C/IeABAHHA PUCTIEPHAOH He TIOKA3Ba MeHOTOKCHYHOCT. T IpH nepopant npoy4yBaHua Ha
KAHLEPOICHHOCTTA HA PHCTIGPHIOH IPH IUTEXOBE ¥ MHIIKH cA HaG/IONABAHY YBETHUCHHE HA SJHOMITE }
xumnoguzaTa (TpH MHLIKH), HA B7ISHOMHTE HA eHIOKPHHHMA MaHKpeac (MPH IUTBXOBE) H Ha AgHe
IpBAHHATE i3 (M Y BaTa BAa). Tesr TyMopy MoraT 2 Ghaat CEbP3aHH C Y ABDKEHMS
KBM JIOTAaMHHOBHTE D2-perenTopH H ¢ XHIEpPIIPONaKTHHEMHATA. 3HAUEHHETO Ha TE3H
TIpH TPH3aUH 11O OTHOLUEHHE Ha PHCKA NPH XOP2 & HEHIBECTHO.
In vitro H in vivo MOZE/THYE C #HBOTHH NOKA3BAT, Y BHCOKHTE JO3K PHCMIEPHIIOH MOTaT za npehmnmr /
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yowmkabane Ha QT-HHTepBana, KOSTO TEOPETHUHO ¢& CBBP3Ba ¢ MoBMIIeHHs pHck ot Torsades de Pointes npu
TALHEHTHTE.

6. PAPMANEBTHYHH JAHHHA

61 Couchk Ha NOMOIIHATE BEIIECTBA

PUCAP | mg dusnmupann Tabnerku

HAapo Ba TabreTkaTa

Marnezues creapar

CHIHLMEE THOKCHT, KOOHAEH De3BoaeH
Uetynosa, muxpokprctamHa (E460)
Jlaxro3a MoHOXHAPAT

Kpockapamenosa narpuii

TloxpuTHe Ha TaGaeTkaTa
XHAPOKCHTIPOINILIENy 1032

TuranoB f(HOKCHT

PHUCAP 2 mg ¢wimupanH TabneTku

Sinpo na TaGnerxkara

MarnesHes creapar

CHIMIHER THOKCHE, KOJIOHIEH Ge3BoneH

Lesrynosa, mxpokpucrana (E460)

JlakTo3a MOHOXHIpAT

Kpockapamenosa Hatpuii

IlokpuThe Ha TalaeTKATA
XHAPOKCHITPOTTTIIETYIO32

TuraHoB AHOKCHA

ouseruren E110 cuHceT xBTO amymuuHeB nak FCF

PHCAP 3 mg dunmupanu Tabnetku

Aanpo na Tabnerkara

MarHesues cTeapar

CwiHupeB JHOKCH, KONOHAEH Oe3BoacH

Henmynosa, MukpokpHcTansa (E460)

JlaxTo3a MOHOXHAPAT

Kpockapamenosa HaTpui

OupeTHTen XMHWIMHOBO KEITO aTyMuHHeB nak E 104

IoxpaTHe Ha TaluleTKaTa
XHIPOKCHIIPOMANIIENYA03a

Twranoe guokckn

OupeTHTEN XHHOIHHOBO JKBIITO ayMHHHeB nak E 104
6.2 HecneMecTHMOCTH

Henpwioxwumo.,

63  Cpox na roguoct

5 (neT) rOOMHH.




6.4 CnennaagH YC/0BHA HA ChXpaHeHHe

Toan NpoOYKT HE H3UCKBA HAKAKBH CIICHHATHE YCITOBHA HA CBXPAHCHHE,

6.5 Bugn chabpKaHHE HA OTAKOBKATA

Pucap TaGnetkure ca onakoBanu B Gnuctepu (amymuanit 1 PVC), ceappxamu no 10 Tabnerku BpB
BeekH Oauctep. KaproHeHHTe KyTHE ¢rAbpxkar 20 Tabnerku (qpa 6nMcTepa) ¥ THCTOBKA 3a NaLMEHTa.

6.6 Chnennanny NpeANAZEA MEPKH NPH HIXBLPASHE

Hama cieumasHy H3MCKBAHMA,
Hensnom3BaHuaT JIEKapeTBEH NPOMYKT HIH OTNAZLYHHTE MATEPHAITH OT Hero TpAGEa Ja ce H3XBEPIIAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. IIPHTEXATEJI HA PASPEINEHHUETO 3A YIIOTPEBA

"Ankanoun” EOO]]

#.K. "MoTtonucra” 2,

yn."Puxapao Bakapuuu" Ne 2, er.3, an.10
rp.Codus 1404, P. benrapus

Ten: +359 2 80 81 081

dake: +359 2 95 89 367

e-mail: office(@alkaloid.bg

8. HOMEP HA PASPEIIEHUETO 3A YIIOTPEBA
PHCAP | mg dunmupanu Tabnetkn  Per. Ne 20070079
PHUCAP 2 mg ¢punmupanu Tabnerkn  Per. Ne 20070080
PUCAP 3 mg bunmupanu tabnerku  Per. No 20070081

9. JATA HA ITBPBO PA3PEIIABAHE/TIOAHOBSAIBAHE HA
PA3SPEIHEHHETO 3A YIIOTPEBA

12.04.2007/09.05.2012
10. JATA HA AKTYAJIM3APAHE HA TEKCTA

02/2019




