KPATKA XAPAKTEPUCTHKA HA

1, AME HA JIEKAPCTBEHMSA ITPOAYKT

=
Jlypasuaon Tesa 37 mg punmupany tabnerku A Hfé' 5 > ?,Z

Lurasidone Teva 37 mg film-coated tablets

2. KAYECTBEH A KOJIHYECTBEH CbhCTAB

Beska dunmupana tabnetka cbabppaa TypasuIoHOB XHAPOXJIOPH], eKBHBaJleHTeH Ha 37,2 mg
aypasuaoH (lurasidone).

3a MeIHHY CIKHCHLK Ha NIOMOILIHHUTE BEILECTBA BIDKTE TouyKa 0.1.

3.  JIEKAPCTBEHA ®OPMA

OunMupana tabneTka

benn xo noutH Hes1H, PUIMHPAHH KPBIH TﬂﬁHE'fKH, ¢ BIILOHaTO peneHo o3Haqerue "LI" oT eanara
CTpaHa, TTIaJKM OT Apyrara ¢TpaHa, ¢ AaMeTep 8,1 mm.

4, KIHMHHAYHHA JAHHH

4.1 TepanesTHYHR MoKa3aAHAS

Jypasunor Tera e noka3aH 3a JieueHHe Ha W30 peHUd NPH BB3PACcTHU U IOHOLIM Ha 13 ¥ nopeue
COAWHU,

4.2 J03rpoOBKA H HAMHH HA NPHJIOKEHHE

Llo3npoBKka

Honyaayuwsr ev3pacmnu |
[lpenoppuHTenHara HavanHa go3a € 37 mg nypa3uaoH Beaubk aHesHo. He ce Hayara THTpupaHe Ha
HauanHata 103a. JlekapcTRoTO € eekTHBHO B 1030B Auana3ol oT 37 10 148 mg peAHEXK THEBHO.
IToBuinapane Ha no3ara TpabBa Aa ce M3RLPILBA Bh3 OCHOBA HAa MpELICHKATa Ha JIeKapA H
HaOnoxaBaHus KIIMHWYEH oTroBop. MakcumanHata [HeBHa J103a He Tpa0Ba 1a HajABHImaBa 148 mg.

Ilpy nmauueHTH Ha 1034, MO-BUCOKa OT | 11 mg BeAHBXK NTHEBHO, KOUTO Ca NPEKPATHIIH JICUCHHETO 34
oBeye OT 3 JHH, JICUCHHETO TpAOBA Aa ce BR30OHOBH OTHOBO ¢ 033 |11 mg BeIHBK JHEBHO H
BITOCTIEACTBHE /14 C€ TUTPHPA BB3XOIALIO0 A0 ONTHMAITHATA 33 TAX J034. 32 BCHYKH OCTAHAJIN.
NO3WPOBKH JICYCHHETO Ha NAlHEHTHTE MOJKE Z1a CE 3aMO04HE OTHOBO C NPEIUIIHATE HM JI03H, 0e3
HEOOXOAMMOCT OT Bb3XOAALIO THTPHPAHE.

Heouampuvna nonyiayust
IIpenopbunTensara HavaiHa 103a € 37 mg nypa3HaoH BeaHBXK AHesHo. He ce Hayiara THTpHpAaHE Ha
HayvalHara J03a. JlekapcTBoTO € e(peKTHBHO B JI030B JHAMNA30H oT 37 mg Ao 74 mg BEAHBXK JMCBHD
Hosumasane Ha nosata TpAOBa Aa C€ M3BLPIIBA Bb3 OCHOBA HA NPELICHKATA HA JICKAps H / 3
Hab/lonaBaHuA KIMHHYEH OTrosop. MakcuManHara HeBHA 034 He TpA0Ba a HaJBHINAM ‘g
[Ipn neua nypasnzaoH Tpsadea aa ce Npeanucea OT CNEHHATHCT MO JeTCKa NCHXHATPHA.

 —
z
Kopexyun na 0ozama nopadu 63aumooeticmeis %_
B xoMOuHauus ¢ ymepeHH HHXuOMTOpH Ha CYP3A4 ¢e npenopbysa Ha4anHa 1o3a 18,5 m
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Mypa3u/IOH, 4 MAKCUMaJIHaTa 034 He Tpa6Ba Jia HaaBHILaBa 74 mg BeqHbXK AHeBHO, B KoMOHHaUMUA
cbC cnabn ¥ ymepenn HHIYKTOpU HA CYP3 A4 Moxe aa ce HaNOKHM KOpPEKLIHA Ha 103aTa JIypasH/IoH
(Bk. TOYKa 4.5). 3a cunHH HXAOUTOPH U HHAYKTOpH Ha CYP3 A4 BmxkTe TOUuKa 4.3.

TIpemunaeane xvm Opyu aHmMunCUXOMUYHY EKAPCMBEHY RPOOYKMY

IMopanu pa3nuuHuTe papMakOAHHAMHYHH H (PAPMAKOKHHETHYHH NPOGIIH Ha aHTHNCHXOTHYHHUTE
JIEKapCTBEHHM MPOAYKIH € HeoOXOAHM Haa30p OT JIEKap, KoraTo NpeMHHAaBaHETO KbM APYT
AHTHIICUXOTHYEH IPOAYKT CE€ CUMTA 3d MOAXOAAIO 10 MEAHLIMHCKH ChOOPOKEHHA.

Xopa e cmapuecka 6b3pacm |
[IpenopBKHTE 3a JO3UPOBKATA NIPH NALMEHTH B CTApUecKa BB3pacT ¢ HopMaiHa 6pOpeyHa yHKUuA
(kpeaTHHHHOB KiaupbHC (CrCl) > 80 ml/min) ca chmmTe kaTO NPH BL3PACTHH NALMEHTH C HOpMa/THA
ObOpeuHa pynkuma. Benpexu ToBa, TEH KaTo NPH NaLMEHTUTE B CTAPYECKa Bb3pacT MOXKE Ja UMa
HamasieHa OBE0peyHa QyHKIMA, MOXE J1a C& HaJl0XH KOPUrHpaHe Ha N03HPOBKATa B 3aBHCUMOCT OT
CBHCTOSHHETO Ha ObOpeuHaTa HM QYHKIMA (BXK. ,,buOpeuHo yBpexaaHe™ no-aomy).

JaHHHUTE 3a Xopa B CTAPYECKA BB3PACT, JIEKYBAHH C [10-BUCOKH JIO3H TyPA3HJ0H ¢a OrpaHHYCHH.
Jluncear JaHHM 3a XOpa B CTapuecKa Bh3pacT, JieKyBanu cxe 148 mg aypasunon. Msuckea ce
NOBUILICHO BHUMAHHUE [PH JIeUeHHUE Ha NALMEHTH Ha BB3PacT =63 rouHH ¢ Mo-BUCOKH 034

TYypa3uAOH.

bvbpeuno vepeocoane

He ce Hanara kopekuMa Ha 403aTa Ha JIypa3sHAOR MPH NALHUEHTH ¢ OBOpeYHO YBPEKAaHE B JICKA
crenien. [Ipn nauments ¢ ymepeHo (CrCl > 30 u < 50 ml/min), Texxo 6e0peuno yppexKaaHe

(CrCL >15 u < 30 mlI/min) u TepMHHaneH craguii Ha 6x6peuna Gonect (TCEB) (CrCl < 15 ml/min),
NpenophYHTEIHATA HAYAIHA 1034 € 18,5 mg, a MakcMMasiHaTa o3a He TpsaOBa 1a HaJBMIIABa 74 mg
BEeJHBXK JHEBHO. JlypasHaoH He Tps0Ba Ja ce u3nomsea np namyerTd ¢ TCbb, oceeH ako
NOTEHLMATHHUTE NOJI3H HATXBHPIAT [IOTEHUMATHUTE pucKoBe. Ako ce m3noassa npu TChb ce
npenopbyuea KIMHHYHO MOHUTOPHApAHE.

Yeproopobro yepedcoane

He ce Hanara agantTHpaHe Ha J1034Ta Ha TYPa3HIOH MpPH NALUHEHTH ¢ YepHOAPOOHO YBPEXAAHE B JICKA
CTENEH, |

Kopekuus Ha 1o3ata ce npenopbs4Ba npH nauueHTH ¢ ymepero (knac B mo Child-Pugh) u Texko
yepHoApoOHO yepexaade (xnac C no Child-Pugh). IMpenopsumrrentara HavanHa go3a € 18,5 mg.
MaxcHManHaTa AHeBHA 1032 NPH MALKEHTH ¢ YEPHOAPOOHO YBpEXIaHe B YMEPeHa CTelieH He TpAOBa
na HaABHINABa 74 mg, a MPH [TALIHEHTH ¢ YePHOAPOGHO YBPEIKIAHE B TEXKKA CTENEH HE TpAdBa a
HaJBHIUABA 37 mg BEQAHLK JHEBHO.

Hauyut Ha IpUio)eHne .

Jlypasuaon Tepa duimMupany TabAeTKH ca Npe/iHA3HAYEHH 33 NIEPOPANTHO MPHIOKEHNE H TPAOBa Aa ce
npueMar BeAHbLK JHEBHO NO BpEME Ha XpaHEHE. .

OuakBsa ¢ EKCIO3MIHATA Ha JIYPa3HAOH Na Ob/e 3HAYMTEHO 110-HUCKa, aKo ce NpHeMaT Oe3 xpana B
CpaBHEHHE C MPHEMAHETO Ha TAO/METKHTE MO BpeMe Ha XpaHeHe (BK. Touka J.2). |

Tabnerkure JypaznaoH Tera TpsOBa na ce norfIbLIAT LIETH, 32 1a HE CE YCEIlla TOPYHBHAT HM BKYC.
TabGnerkure Jlypazunon Tera TpsaOBa na ce npHeMarT no €AHO ¥ CHIO BPEME BCEKH JIEH, 3a 1A C¢

NOANOMOTHE ¢1H0NI0AABAHETO Ha PEKNMa Ha JICHCHHE.

4.3 IporrBONOKA3AHANA

- CBpBXYYBCTBUTEIHOCT KbM AKTHBHOTC BELUECTBO WIH KbM HAKOE OT NOMOLIH
H30pOeHH B TouKa 6.1.
- EaHoBpeMeHHO NIPANOKeHHe Ha MoulHH HHXuOuTopy Ha CYP3 A4 (Hamp. 60
KJIAPHTPOMHLIMH, KOOHLIHCTAT, MHIHHABHP, HTPaKOHa30J1, KETOKOHA30, HEd
HeJIPUHARUP, MO338KOHA30J1, PUTOHABUP, CAKBHHABHP, TEIANPEBHUP, TETHTPOM
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BOPHKOHA30J1) U MOIHY HHAYKTOpH Ha CYP3A4 (nanp. Kapﬁamazénﬂﬁ, ¢dbeHoOapOuTan,
deHuTonH, pabaMIHUEA, XKBIT kantapuol (Hypericum perforatum)) (Bx. Touka 4.5).

44 Chnennajuy npeaynpekieHns 1 Npenadni MepKE Npl ynoTpeda
[To BpeMe Ha AHTHIICUXOTHYHO JIEYEHHE, OACOPEHUETO HAa KITMHUMHOTO ChCTOSHHE HA NMALMEHTHTE

MO€e 2 OTHEME HAKOJIKO JIHU J10 HAKONKO ceAMHLUM. [Ipe3 To3H nepHo NalHEHTUTE TpsaOBa ga ce
NPOCNEeAABAT CTPUKTHO.

CyHIHMIHO [OBEICHUAE
[TosiaTa Ha CYMUHIHO TIOBEJCHHE € MPHCHINA 3a ICHXOTHYHUTE 3a0019BaHHA H B HAKOH cnyt[au ce

cbOOIIaBa HEMOCPEACTBEHO Clle]l 3aN0YBaHe WIH IIPEMHHABAHE OT €Ha KbM Jipyra aHTHIICHXOTHYHA
Tepanid. AHTUICHXOTUYHATA Tepanus TpaORa Aa ce CHIETCTRA OT CTPUKTHO HA0mOACHKE Ha
BHCOKOPHCKOBHTE MAUMEHTH. -

boaect Ha Parkinson

AHTHNCHXOTHYHHATE JIEKAPCTBEHH MPOAYKTH MOTaT j1a 000CTpAT HANMYHHTE NAPKHHCOHOBH
CHMITTOMH, aKo ce MpeANNCBaT Ha auueHTH ¢ 6onect Ha Parkinson. E1o 3amo nexapHTe Tpsabsa aa
NpeUEHABAT PHCKOBETE U [ON3HTE MPH NIPeIIMCBAHE HA JIyPa3HIOH Ha MAlMEeHTH ¢ DONECT Ha
Parkinson.

'Excrpanupamuru cimnromu (EIIC)

J[onaMHHOBHTE PELICTITOPHH aHTArOHUCTH Ce CBLP3BAT C SKCTPATHPAMH/IHH HEXKeNaHH PEaKIMH,
BKJIIOYHTEIHO PUTHAHOCT, TPEMOP, MACKOBHIHO JIHIE, TUCTOHHHU, H3TUYAHE HA CIIIOHKA, TIPUBEZICHA
cToiika U HapylieHa noxozaxa. B rurane6o- koHTPoIupaHH KTHHHYHH NPOYYBAaHWA NpH BBE3PAaCTHA
NaNHEHTH ¢ IH30(PEHHA € HMaJIO NOBHLICHA nosBa Ha EINIC cien neyeHWe ¢ Mypasu/0H B CPaBHEHHE
¢ nnauebo.

TapanBHaA TUCKUHE3INA
HonaMHHOBUTE pELIETTOPHHA AaHTArOHHCTH C€ CBBP3BAT ¢ HHAYLIHpaHe Ha TapAHBHA THCKHHE3HA,

XapaKTepH3UPalla CE ¢ PHTMHYHH HEBOJICBH JBHXKEHHA, MPEAMMHO Ha €3MKa H/HITH JIMLETO. AKO Ce
NOSABAT MPU3HALKY H CHMITTOMH Ha TapJMBHA JHCKHHEe3ud, TPAOBa /1a ce 0OOMHCIIH MpeKpaTasaHe HA
NpHEMa Ha BCHYKH RHTUIICUXOTHLH, BKIIOUYUTEIIHO JTypa3sHAoH.

CepaeyHOCHI0BY HAPYINEeHHS/yAbIKaBane Ha QT-HHTepBana

Jypasuzon TpsaOBa Aa Ce NPEANMCEA C NOBHINEHO BHUMAHKE TIPH NALMEHTH C YCTAHOBEHO
CLPASYHOCHAOBO 3a0onaBane vy daMuiHa aHaMHe3a 3a yabjpkaBade Ha QT-HHTepBana,
XHIOKAJIMEMHS, KAKTO W NPH eAHOBPEMEHHO MPHIOKEHHE C APYTH JICKAPCTBEHH NPOAYKTH, 38 KOHTO
ce cyura, ue ynbpkasar QT-wHrepBana.

['bpuoBe
JlypasunoH TpaOBa Aa ce U3N013Ba C MOBUIIICHO BHUMaHUE [IPH NALMEHTH ¢ aHaMHE32 3a M’bP40Be HITH
apyrH 3a0oNaBaHKuA, KOUTO MOTAT Ja MOHMKAT lpara 3a I'bpUoBe.

Herpoaentuuen manurded cunapoM (HMC)
HpH NMPHJIOXKEHHE HA JIYPA3HIOH ce Cho0lllaBaHa 3a MosABa Ha HEBPOJIENTHYCH MATHTHEH CHHJIPOM,

XapaKTEPH3HPALL €€ ¢ XHITEPTEPMU, MYCKY/IHA PUTHIHOCT, BETETATHBHA HeCTaGHIHOCT, MPOMEHEHO
CB3HAHHE M MOBHINEHH HHUBA HA KpeaTuH docdoKkuHa3a B cepyMa. JJOnBTHATETHHTE [TPHU3HAUN MOFaT
a BKJIIOYBAT MHOTJIOGHHYpHS (pabnomMuonuza) H ocTpa 6n0peyHa HeocTaTbyHocT. B TakbB CiTyyan
[PHEMBT HA Jypa3uXoH, TPAORa Jla ce npeKpaTy.

[MaleHTH B cTapuecka Bh3pacT ¢ JEMEHN
JIypa3sy1OH He € NpOYUBaH NMPH NALHEHTH B cTapyecKka B‘bapam ¢ JEMEHIH,

O01Ha CMBPTHOCT
B MeTaaHanu3 Ha 17 KOHTPONHPAaHA KJIIMHHYHM NPOYYBAHUsA NPH MALHEHTH B CTap \
neMeHLIMA, JIEKYBaHH C JAPYTH aTHIMMYHY aHTHIICHXOTULIH, BKIIOYHTEIHO PHCTIEPAAO
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ONIAH3AMMH U KBETHATIHH, € HaOMOAABAH IOBHILEH PUCK OT CMBPTHOCT B CpaBHEHHE ¢ rutauedo.

MoO3BYHO-CHAOB HHUMIEHT

B paHIOMM3HPaHH IIaueGo-KOHTPONHPAHH KIHHHYHH IPOYYBAHHA NPH NOMYJIAlHA OT MALMEHTH C
AeMEHLIHA © HaDNIoAaBas NPHONH3UTENHO 3-KPAaTHO TIOBKIIEH PHCK OT MO3bYHO-CHAOBH HEXKENAHA
peakL{H MpPH JIeMeHUE ¢ HAKON aTHITHYHH aHTHIICHXOTHLIH, BKIIFOUMHTEIHO PUCIIEPHIOH, apHIHITPA30]
W oJlaH3anuH. MeXauu3MBT Ha TO3H NOBHIIEH PUCK He € H3BecTeH. He Modke fa ¢e H3KIIFOUH NOBHLICH
PHCK TIPH APYrHd AHTHIICHXOTHLM HIH APYTH nomynauxu naimenty. Jlypasuaon TpaOpa 1a ce npuiara
¢ MOBMLIEHO BHHMaHMe MPH NALHEHTH B CTAPYECKa BB3pacT ¢ AeMeHLMA, KOHTO MMaT PHCKOBH
(hakTOPH 32 HHCYIIT.

BeHo3Ha TpoMOoeMbonus |

[Ipy aHTHIICHXOTHYHHTE JIEKAPCTBEHH MPOAYKTH Ca ChOGLIABAHHM CITyMaH Ha BEHO3HA TpoMOoeMboHs
(BTE). Tnii kato natueHTHTE, TeKyBaHH C RHTHIICHXOTHIIH, YECTO UMAT [IPUAOOHTH PHCKOBH
daxTopH 3a BTE, Bcruky Bh3MOKHH pUcKoBH (hakTopu 3a BTE Tpabsa na 6baaT HASHTHQHLMPaHH
Npeiu U O BPeME Ha ACUSHUS ¢ TYPasHAOH 1 A2 €& B3EMAT NPeBaHTUBHY MEPKM,

XHIEPIPOTAKTHHEMHS

Jlypa3naoH noBHILABA HHBATA HA MPOJIAKTHH, ThH KaTo ¢ aHTArOHKUCT Ha ,uonaMHHOBHTe D2
peuerrropu. llauMeHTHTe Tpadea Aa O0bJaT KOHCYNTHPAHH M 3aM03HATH ¢ NPH3HALKTE H CHMIITTOMHTE
HA MOBHILEH MPOJIAKTHH KaTO THHEKOMACTHA, IFAJIRKTOPEA, aMeHOpes U €peKTHIHA AHCYHKLIUS,
[TauveHTBT TpsAOBa Aa ObAE MOCHBETBAH Ja IOTHPCH MEAWLIHHCKa MOMOLI, aKo MOIy4H HAKAKBH
MPH3HALM U CHMITTOMH.

HanyiaBaHe Ha TErJ1o
[Tpy ynorpeGa Ha AaTUNHWYHN AHTHIICUXOTHIIM € Ha0MoaBaHO HajAaBaHe Ha Terio. [lpenopwuea ce
KITHHAYHO MOHUTOPUPAHE HaA TECAQTO.

XHUepriuKeMus

B KIHHHYHH MpOYYBaHHS C JIYPa3HIOH ca ChoOLaBaHH pEeAKH ClTy4al Ha HEKEIaHH PeaKLHH,
CBBLP3AHM C HMBOTO Ha TIOKO3aTa, Hamp. TIOBUUIABAHE HA [I0K03aTa B KPbBTA. 11ph nanmeHTH ¢
AyabeT H NalHeHTH ¢ PUCKOBH (DAKTOPH 3a pa3BMTHE HA 3aXapcH anader ce npenopbyBa NoOAXOAAIHO
KIMHUYHO MOHHUTOPHPAHE. |

OpTOCTATHYHA XHITOTOHHA/CHHKON

JlypasuoH Moke [1a npeIH3BHKA OPTOCTATHYHA XHUIIOTOHHS, BEPOATHO NOpagHd aHTarOHHCTUYHOTO CH
NeUcTBHE COpAMO ol -aapeHeprudnyTe peLentopy. [IpH nalueHTH, KOHTO €& CKIIOHHH KBM
XUIMOTOHHA, TpAORa a c€ OOMHUCIIH MOHUTOPHPAHE HA OPTOCTATHYHHTE JKH3HEHH NOKa3aTeH.

B3apgMOJeNCTBHE ChC COK OT MPEeln
[TpeMaHeTO HA COK OT rpeindpyT TpadBa na ce H3GArea 1o BpeMe Ha JieueHHeE C JIypa3uIoH (BX.
Touka 4.5).

CepOTOHHHOR CHHAPOM
CHITBETCTBALLOTO ITPUIIOKEHUE HA JTYPA3HIOH H APYFH CEpOTOHUHEPTHYHH CpeICTBa KaTo

oynpenopdun/onnonan, MAO-uEXHORTOPH, CENEKTHBHH HHXHOUTOPH Ha OOpaTHOTO 3axBalllaHe Ha
cepoToHHH (selective serotonin re-uptake inhibitors, SSRI), HHXH6HTOPH Ha OOPATHOTO 3aXBAalllaHE HA
CEpOTOHHH H HOpenHHedpHH (serotonin norepinephrine re-uptake inhibitors, SNRI) wiu TpHLHKIHYHH
aHTHAENPECAHTH MOXKeE Ja JOBeAE A0 CEPOTOHHHOB CUHHAPOM — NOTEHLHAIHO XKABOTO3acTpalllaBalio
CHCTOSHUE (BXK. TOYKA 4.3).
AKO CBITBTCTBALIO JICYEHHE C IPYTM CEPOTOHMHEPTHYHH CPEACTRA € KIMHHYHO 000CHOBAKK
[penoprYBa BHUMATEIHO HAOMIOIeHNEe Ha MTAIMHEHTa, OCOOEHO 10 BPEME Ha 3aMO4BaHE Ky -
W NpY NOBHIlIaBaHE Ha J03aTa. S
CUMOTOMHTE HA CEPOTOHHHOBHA CHHIAPOM MOTAT [1a BKIKOYBAT POMEHH B TICHXHYH
HecTaOWITHOCT HA BETETATUBHATA HEPBHA CHCTEMA, HEBPOMYCKYJIHH HAPYIIEHHR W/ HITH
ypeBHHA cuMOTOMH. [IpH CbMHEHHe 3a CEpOTOHHHOB CHHAPOM € HeoOX0oauMo 14 ce 06
(IOHMIKABAHE HA 03ATA WK NIPEYCTAHOBABAHE HA TEPANMATa — B 3aBHCHMOCT OT TEKE \

| | e
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CHMIITOMHTC.,

Jlypaszunon Teea cbaspaa no-manko ot 1 mmol Harpait (23 mg) Ha Tabnerka, T.€. MOKE Ja CE KaXEe,
4¢ NMPAKTHUYECKH HE ChABPIKA HATPHH.

4.5 B3anmMoaeHcTBHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH (opMH Ha B3AKMOJeHCTBHE

MapMakoAHHAMHYHH B3aUMO/IEHCTBHA

Kato ce umar npeaBun edekTuTe Ha TypazuaoH NpeJUMHO BbpXY LICHTPAJIHATA HEPBHA CUCTEMA
JYpa3suJIoH TpAOBA Ia CE€ H3II03RA ¢ MOBHILICHO BHHMaHKHe B KOMOMHALMA ¢ IPYTU JCKAPCTBEHH
IIPOAYKTH C HEHTPATTHO ACHCTBHE U ¢ AJIKOXOII.

IIpenoppuBa ce NOBHIICHO BHUMaHKE NIPH NPEANIHCBAHE HA JIYPa3HIOH C JIEKAPCTBEHHU NPOAYKTH, 34
KOHTO € H3BECTHO, Y€ yaAb/UKaBar (JT-HHTEpBa/Ia, HANp., AaHTHAPUTMHULIH OT Knac 1A (Hanp. XMHHAHH,
AM3OTIHPAMH) ¥ AaHTHapuUTMHLH OT Kiac III (Hanp. amyoAapoH, coTanon), HAKOH aHTHXHCTAMHHH,
HAKOH JPYTH aHTHINCHXOTHLM H HAKOH AHTHMAMAPHIiHH CPeACTBa (HAp. Me(IOKHH).

Jiypazmaon Tera Tpabra na ce H3noa3Ba ¢ DOBHIIEHO BHHMAHHE KOTATO ¢e IpPHara eJHOBPEMEHHO ¢
JAPYI'd CEPOTOHUHEPTHUHH CPEACTBa KaTo OynpeHoppur/omuonnn, MAQO-UHXUOHTOPH, CECKTHBHH
MHXHOUTOPH Ha 00paTHOTO 3axBailaHe Ha cepoToHHH (SSRI), HHxHOUTOPH Ha OOpPaTHOTO 3axBalllaHe
Ha CEpOTOHMH K HOopenuHedpuH (SNRI) unu TpULIMKITHYHH aHTHIECNPECAHTH, ThH KaTo Ce yBeIU4aBa
PHCKBT OT BE3HHKBAHE Ha CEPOTOHHHOB CHHAPOM — NOTEHILIHAIHO JKHBOTO3aCTPalllaBall0 ChbCTOAHHE
(BK. TOUKa 4.4).

DapMaKOKHHETHYHH B3aUMONEHCTEIA
EnHOBpeMEHHOTO NMPHIIOKEHHUE Ha JIYPA3HAOH B COK OT rpeindpyT He € oueHsaBaHo. COKET OT

rpeingpyT HHxuOHpa CYP3A4 1 Moxke 1a NOBUILH cepyMHATa KOHLUEHTpALMA Ha TypasHAOH. COKbT
oT rpeinppyT TpsOBa 1a ce U3BATBa MO BpeMe Ha JIEUCHHE C JIyPa3HIOH.

B13MOKHOCT ApYTH JICKapCTBEHH NPOAYKTH Ja NOBJIHMAST BbPXY JIYPa3HIIOH

JlypasuioH 1 HeroBus akTHBEH MeTabonuT 11D-14283 oceinecTBIBaT haMaKonHaMHUYHHS CH eeKT
4pe3 NONAMHHOBHTE U CEPOTOHWHOBHTE pellenTopH. JlypasHaoH H HETOBHAT akraeeH MeTabonur 1D-
14283 ce merabonusHpar ocHOBHO upe3 CYP3A4.

CYP3A44 unxubumopu

JlypasnaoH e npoTHBONOKAa3aH cbe CHIHA MHXHOMTOpH HAa CYP3A4 (Hanpumep Gouenpesup,
KJapUTPOMMLIMH, KOOHLIUCTAT, HHIHHABHP, HTPAKOHA30J1, KETOKOHA30J1, He(A30A0H, HEIPHHABHD,
I103aKOHA30J1, PUTOHABHP, CAKBUHABHP, TENANPEBHP, TEIHTPOMHIIWH, BOPHKOHA30/) (BA. To4Ka 4.3).

EnnospemMeHnOTO NpHnoxkeane Ha nypasiioH ¢ MolmHHA CYP3 A4 nHXHOUTOP KETOKOHA30I € I0BETIO

10 9- 1 6- KPaTHO NOBUIIABAHES HA eKCTIOZULIMATA HA JIYPa3HAOH B HETOBUA AKTUBCH METADONHT
[D-14283.

EasoBpeMeHHOTO NIPWICKEHHE Ha JIyPa3sHuIoH M Mo3akoHa3o (cuineH HHXuOUTOp Ha CYP3A4d) ¢
JI0BEJIO A0 NpUOIUINTENHO 4-5-KpaTHO MOBHIIIEHHE Ha eKCHO3HIIHATA Ha mypa3naoH. Habnionasau €
NOCTOSHEH €EKT Ha NO3aKOHA30M BEPXY €KCIIO3RIMATA Ha JIYPasHAOH AC 2-3 CeIAMHLM ClIeT
CIIUPAHETO Ha €JHOBPEMEHHOTO NPUJTOXKEHHE C NMO3aKOHA30J.

EnHospeMeHHOTO NPUIOIKEHHE HA JIyPa3HAOH ¢ JIEKAPCTBEHH NPOAYKTH, konto nuxudbupatr CYP3A4 B
yMEpeHa CTeneH (Hanp. JWITHA3EM, epHTPOMHLHH, (JIYKOHA30J1, BEPATIaMil ) MOXKE 1a TIOBUEHE
YP3A4 nofmiiB-§
€KCTO3HIIMATA Ha JIypasuaoH. M3uucneHo e, ue yMepeHute uaxuduropu Ha CYP3A4 so(T moVi N0 Ne
KpaTHO NMoBHIUaBaHe Ha ekcrosnluaTa CYP3 A4 cyberpature. " d¢
e .
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EnnospeMenHoTo npﬂnmfcenﬂé Ha Iypa3HIoH ¢ JHITHA3eM (JieKapcTBeHa Gopma ¢
ocsoDOXAaBaHe), koiTo e ymepeH CYP3A4 unxuburop, € n0Beno 10 2,2- u 2,4-kpagHe, No
Ha EKCNO3HULIMATa ChOTBETHO Ha Jiypa3suaoH H ID-14283 (exk. Touka 4.2). Ynorpebara 5’2

-

¢dopma ¢ HezabaBHO 0cBOOOKNABAHE HA JHITHA3ZEM MOXe J10 AOBEAE IO NMO-TONAMO HARACTE
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CKCNOZHUMATA Ha 1Y Pa3nOoH.

CYP3A4 unoykmopu
Jlypasnnon e nporueonokasad ¢ MomHd CYP3A4 unaykropu (Hanp. kapbamMazenuH, ¢peHodapOHTal,
(PEHUTOHH, PH(MAMITULIMH, XEIT KaatapuoH (Hypericum perforatum)) (Bx. Touka 4.3).

EnnoBpeMeHHOTO NIPHNOKEHNE Ha ypa3snaoH ¢ MowHAs CYP3 A4 HHAYKTOp pH(AMITHLIHH € AOBETO
10 6-KpaTHO HaMaNlCHUE Ha eKCHOZHLHATA Ha TYPa3sHICH.

ENHOBPEMEHHOTO TIPUIIOKEHHE HA JIYPA3HIOH ¢bC ciabu (Hanp. apMona(pUHHUII, aMINPEHABHD,
anpenyTaNHT, IPeIHH30H, py(pHHAMU) Unu yMepeHH (Hanp. 6o3eHTan, epaBHpeHIl, €TpaBUPHH,
moaapuHII, HadLIHH) HHaykropu Ha CYP3 A4 ce ouaksa na noBene Ao <2-KparHO HaMa/siBaHe HA
EKCTIO3UIUATA HA JIYPa3UJIOH 110 BpEME Ha €JHOBPEMEHHOTO MPUIOKEHHE H 10 2 CCAMMLM Ci1ell
MpeKpaTABaHe Ha MpHeMa Ha c1abuTe WM yMepeHH uHOykTopH Ha CYP3 A4,

. Korato nypasuaon ce npuiara ¢ MouwHu wiH ymepenr CYP3A4 HHAYKTOPH € HeoDXoauMO
eUKacHOCTTa My J1a ¢€ MPOCNEAaBa ¢ IIOBULLEHO BHUMAHHE M MOXKE J1a ¢ HAJIOXKH afanTHpaHe Ha
no3ara.

Tpancnopmepu

JlypaznnoHn e cyGerpat Ha P-gp u BCRP in vitro kaTo 3HaMeHHETO Ha TO3M (PAKT in Vivo € HEACHO.
ENHOBPEMEHHOTO NpHIOKEHUE Ha TypasHIoH ¢ P-gp u BCRP uxuburopy Moke Aa NOBUIIH
CKCIIO3HIHATA Ha JTypa3HIOH.

B13MOXHOCT Iypa3uaoH Aa NOBAXHAE BbPXY JpPYIH JIEKAPCTBEHH NPOAYKTH

EnHOBpEeMEHHOTO MPUIIOXKEHHE Ha Typa3HAOH ¢ MHUAaas3onaM (dyBcTBuTeneH cyberpar Ha CYP3A4) e
JoBeNno Ao < 1,5-kpaTHO NOBUIIABAHE HA €KCNO3ULIMATA HA MHazolaM. [IpenoppuBa ce
MOHHMTOPHPAaHE KOraTo JIypasHAOH ¢e IpHIara eIHOBpeMeHHO che cyOcTpaTi Ha CYP3A4, 3a xouto €
H3BECTHO, Y€ UMAT TeCEeH TepaneBTHYEH HHASKS (Hanp. aCTeMH30, TEPGECHAIMH, LH3aNnpHI, MTAMO3H/,
XHHUAMH, GENPUANT WIH €Pro alkajonaM [€proTaMHH, AHXHAPOEPTOTaAMHH] ).

EqHOBpEMEHHOTO MIPHJICKEHHE HA JTYPa3HIoH ¢ JurokcuH (cyberpar Ha P-gp) He e JoBeno 110
[OBHIIABAHE HA SKCIIO3HIMATA Ha JHMIrOKCHH, a CaMo JICKO € MOBHUIHIO Chax (1,3 ITBTH), MOPARH KOESTO

Ce CUMTa, e Nypa3suaOH MOJKe Aa ¢e MpANara eqHOBpeMEHHO ¢ JUTOKCHH. JIypa3nioH € in vitro
WHXHOHUTOP HA eduTyKCHHUA TpaHcniopTep P-gp H He MOXKe Aa ce U3KNIOYH KITHHHYHOTO 3Ha4YCHHE Ha
HHXUOHpaHeTo Ha YpesHus P-gp. EnHoBpeMeHHOTO npunoxeHue Ha P-gp cybcrpara naburarpau
eTEKCWIAT MOJKe J1a 0Be/IE 10 NOBHINEHH TUIa3MEHH KOHLIEHTpauuH Ha fabHrarpaH.

JlypasunoH e in vitro nexubutop Ha edaykcHuas Tpancnoprep BCRP u He Moxke ga c€ H3KII0OUYH
KIMHUHHOTO 3Ha4Y€HHE Ha nHXHOMpaHeTo Ha ypeBHMs BCRP. EqHOBpEMEHHOTO MPHIIOXKCHHE HA
BCRP cybctparn Moxe na AoBeie N0 NOBHLIEHHE Ha IIa3MEHHTE KOHUEHTPALMY HA TE3H cybeTparty.

EAHOBPEMEHHOTO NIPUIOIKEHHE HA JIYPA3WAOH ¢ JIHTHH NOKA3Ba, Y€ JHTHAT HMa KIIHHAYHO
npeHeOpexMH edekTH BBPXY (PapMaKOKHHETHKATA HA JIYPa3sHIOH, CAEA0BaTE/IHO HE C€ Hajlara
aJanTHUPaHe Ha J03aTa Ha JIypa3sUJIOH NPH €AHOBPEMEHHO IPUIIOKEHHE ¢ JIMTHH. JIypa3suaoH He
fIOBNHSABA KOHHCHTPALIWWTE HA JINTHA.

KnuauuHo npoyyBaHe 3a EKapCTBEHU B3aWMOAEHCTBHSA, M3CIeABALIO edeKTa Ha eTHOBPEMEHHOTO
DPIICKEHHNE Ha Jypa3iOH npH MallieHTH, IPHEMAIH KOMOHMHHAPaHH NEpOPATHH KOHTPALICITHBR,
BKJIKOUUTEIHO HOPreCTUMAT U €TUHUIIECTPAAHOI, MOKAa3Ba, e JIypa3HaoH HIMa I{.HHHH
CTATHCTHYECKU 3HAYUMH e(eKTH BbpXy PapMakOKHHETHKAaTa Ha KOHTPALICITHBATE YA k
r100yJirHa, CBbP3Balll [IOJIOBUTE xopmonH (Sex Hormone Binding Globuline, SHBf
Nypa3HAOH MOKE Aa ce NpHlara €HOBPEMEHHO C NIEpOpaIHH KOHTPALISIITHBH.
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4.6 = DepraanTteT, OPpEeMEHHOCT H KhbPMEHE

bpemMeHHoOCT

Jluncear Hin UMa orpaHHYCHH AAHHHM (34 U3X0Aa Ha no-Maiko oT 300 ciy4vad Ha GpeMeHHOCT) OT
ynorpebara Ha Jypa3uioH npu OpeMendH xxenn. [IpoyuBanuaTa BbpXy KHBOTHH Ca HEAOCTATBYHH MO
OTHOLICHHE Ha ePeKTHTE BLPXY OpEeMEHHOCTTa, €eMOPHOHATHOTO/(PETaNHOTO Pa3sBHTHE, pAKIAHETO H
MOCTHATAIHOTO Pa3BHTHE (Buk. TOuKa 5.3). [ToTeHUHANHUAT PHCK NPH Xopa He € u3BecTeH. JIypa3uioH
He Tpa6Ra Aa ce NpHIara no BpeMe Ha GPeMEHHOCT, OCBEH aKO HAMA KaTeropu4Ha HeoOX0RUMOCT.

HoBsopoaeHu ¢ eKCNo3niHg Ha aHTUITCHXOTHILHM (BKTIOUMTETHO NTyPAa3HAOH) MO BpeMe Ha TPETUs
TPHMECTLP Ca HIOXKEHH.Ha PUCK OT NOABA HA HEXKENAHH PEaKIMH, BKIIOYHTEIHO €KCTPaHpaMHUAHH
W/HAN aOCTHHEHTHH CHMATOMH, KOHTO MOXe Aa ¢a pasHOoOOpa3HH N0 TEXECT H NPOAB/LKHTEITHOCT
cnen paxaaneto. MUma crobmenns 3a npepb30yACHO CheTOAHUE, XUTIepTOoHuUS, XUIOTOHUS, TPEMOP,
COMHOJICHTHOCT, PECNMPATOPEH JHCTPEC WITH HapyLitleHo XpaHeHe. Clie10BaTe/IHO HOBOPOACHHUTE
TpAOBa Na ¢& MOHUTOPHPAT C MOBULICHO BHUMaHHE.

Kspmene

JIypasuIoH ce eKCKpeTHpa B MISKOTO IIPH ILTbXOBE M0 BPEME Ha JIakTalHg (Bx. rouka 5.3). He e
N3BECTHO AN JIypa3sJA0H WM MeTaDONMTHTE MY Ce eKCKPeTUpAT B KbpMaTa. KbpMEHE [1PH JKEHH,
Mojy4vaBalll Typa3suaoH, TpAOBa na ce 0OMHUCNA caMo ako [OTEHUHAIHATA TTONI3a OT JICUCHHETO
OTIpaB[aBd [IOTEHLUHAIHUA PHCK 34 AETETO.

OepTUIIATET .
[IpoyuBaHHATa BHPXY XKUBOTHH NTOKA3BaT MHOTO €(DEKTH BBPXY (QEePTHINTETA, NPEeIHMHO CBBP3aHH C
MOBHILABAHE Ha NPOJIAKTHHA, KOHTO HE C€ CYMTAT 3a 3HaYHMH 32 penpaayfcmnnme (pYHKLHH TIpH
xoparta (BX. Touka 5.3),

4.7 EdexrH BEpPXY cnocoOHOCTTA 32 IodHpane H paboTa ¢ MAIIHHH

Jlypazunon nosmusRa B MANKA CTENEH cNOCOGHOCTTA 33 Wwodupade # padota ¢ Mauuy, [lanuenTuTe
TpaOBa a ca BHUMATEJIHH NpH padoTa ¢ ONacHH MAalHAHU, BXJIIOYHTENHO MOTOPHHM NPEBO3HH CPEJICTBA

M BEJIOCHNEAH, OKATO C€ YBEPAT, Y€ TyPasHAOH HE UM BiiHse HeOaronpuaTHO (BXK. Touka 4.8).
{lo orHomeHne Ha $€30NaCHOCTTA Ha ABYDKEHMETO NO ITBTHINATA IOHOIINTE, KOMUTO MOXKE AA HE Ca

HaBBLPUIHIH HeoOX0IMMaTa BB3PAcCT, 3a J1a modHpPAaT, Bee NaK MOraT Aa YNpapJisBaT BEJTOCHTIEN.
4.8 Hexenann JekapcTBERH PeakNHH

O606weHre Ha Npoduna Ha 6e30NacHOCT

Be30nacHOCTTa Ha JTypasH/IOH € OLICHABAHA TIPH A03H Ha Jypa3uzoH 18,5 mg - 148 mg B WIHHHYHH
MPOYYBaHHA NPH MALMEHTH C [M30(peHHs, IEKYBaHH B IPOABLIDKCHUE Ha JI0 52 CEAMHLHM H NpH
IOCTMAPKETHAr0Bo Habmonenue. Haii-vecture Heskenanu nekapeTseHu peakumu (HJIP) (2 10%) ca
AKATU3NA, TAIECHE U HHCOMHHA. |

O60011eHHE HA HEXETAHHTE JSKAPCTBEHN PCAKIIMM B TaOJIWUYEH BHI
Hexenanure nexaperseHn peakiid (HJIP) B3 ocHOBa Ha COOpHH JaHHM C€a NOKA3aHM M0 CHCTEMO-

OpraHHM KJIACOBE H IO-TIPEANOYHTAH TepMHH B Tabmuna 1 no-pony. HecroTata Ha ChOOLICHHTE HJIP B
KIHHUYHHTE NPOYYBaHHSA € [IPEACTaBEHA B Tab/IHueH BH/ 110 KaTeropus o yectoTa. Ilpunarar ce
CIEJHHTE TEPMHHM H KaTEOPHH MO YeCTOTa: MHOTO yecTH (> 1/10), yectu (= 1/100 no < 1/10),
negectyt (> 1/1 000 no < 1/100), peaxu (> 1/10 000 1o < 1/1 000), muoro peaku (<1/10 000) uc
HeH3BECTHA 4ecTOTa (OT HANHMYHHTE JaHHM He MOXKe na Obae HanpaseHa oueHka).
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Ta6amua 1 Hexenann nekapcreenn peaknun (HJIP) npu BL3pacTHh Ha 6a3aTa na cGopaa

AaHHH
CrcremMo- Mmuoro YeceTH HeuecTn Peakn C Hen3BecTHS
OpraHen YeCcTH YeCcTOTA
KJac
Hudexumu u Hazodapuurur
HH(ECTALMH
Hapymenus AneMud Eosanodunns | Heyrponerus**
HA KPBBTA H JleBkonenua | **
nuMpHaTa |
CUCTEMA
Hapymenns CBpPBXYYBCTBH-
HA UMyHHATA TETHOCT
CHCTEeMa
Hapywenus Hannagane [Topuinena
Ha Ha Terio KpbBHaE 3axap
MeTabonuzma HamaneH anetdt | XHUnoHaTpHUEeMus
H XpPaHEHETO
ITcHxuuHu HUucoMHHA | AskUTalma Kommapau CyduyaHo HapylieHHe Ha
HapylieHHUA TperoxkHOCT CHHHILIA TMIOBEIIEHHE CEH* ¥ **
| bes3nokoicTRO KaraTonus
[TanuyeckH
aTaKkn
Hapywienna | Akatuzus | CoMHoneHTHocor™ | Jleraprus Heeponenru-
Ha HEpBHAaTa [TapkHHCOHU- Huzaprpud YCH MaJIUTHeH
CHCTEMA 3BM** TapaueHa CHHIPOM
3aMasHOCT THCKHHE3HUA (NMS)
Jiacronua* ** CuHKon MozbuHO-
JMCKHHEIH I'bpu CBAOB
HHUHACHT
HapyeHus 3aMBIJICHO
Ha O4YMTE 3pEHHE
HapymieHus CBETOBBPTEX
Ha YXOTO H -
NnabHpuHTa
Copaeyunm Taxukapaus AHrHHa
HapyLIEHUS [IEKTOPUC
ATpHOBEHTPH-
KyJapeH 010K
IIsPBa CTEIEH
bpanukapana
CBAOBH XHITEPTOHHA XHNOTOHHUA
HapyLICHHA OprocTraTHuHa
| XUAOTOHMA
["ope1ny BBIHH
[ToHiueHO
KPbBHO HAJAraHe
CromamHo- | I'agene Junapus Onarynenuus
YpEeBHHA [loBpbane Hucdarvs
HapylleHHA Hucnencus I"acTpur
XHnepcanuBaLys
CyXoTa B ycTara
- NL/H/S772/002/DC




bonka B ropHara
4acT Ha KopeMa
Jvckompopr B
cTOMaxa
Xenaro- [loruineHa
OvnHapHH alaHHH
HapYLICHHA aMuHoTpaHcde-
pasa
Hapymenus Obpuz Xunepxuaposa | Aurnoegem | CuBApOM HA
Ha KOXKATA H IIpypHTyc Stevens-Johnson
MOAKOMHATA -
TbKaH . |
Hapymenns bonka B repba CraBHa Pabaomuomiza
Ha MYCKYJIHO- Myckynxo- - CKOBAHOCT
CKeJleTHaTa CKEJICTHA Muanrus
CACTEME U CKOBAHOCT bonka pbB BpaTa
CBEHHUTETHA
T4 ThKaH
HapyueHus [ToBHieH Huzypus bsOpeuna
Ha OpOpeLrTe cepyMeH HEAOCTAThY-
H MUKOYHUTE KpPeaTUHHH HOCT
MBTHINA |
ChCTOAHUA, CHHIpOM Ha
CBBP3aHH C OTHEMaHe IPH
OpeMEeHHOCT- HOBOPOJEHOTO
Ta, POAOBHSA H (Bxk. 4.6)
NOCASPOAOBHS
[1CPHOT
Hapyiuenus [ToBHiEH bonka B YroneMsaBaHe Ha.
Ha BH3IIPOH3- MPOJIaKTHH B IbPAKTE repadre* ***
BOJIUTEHATA KPBbBTa I'anakropes
CHCTEMa H EpexkTrina
repaarta THCOYHKIIHSA
AMeHopes
Hucmenopes
Obuu VMopa Hapyiuenne Ha | BHe3sanHa
HAPYILCHUA 1 NOXOAKATA  CMBPT
e(peKTH Ha
MSCTOTO HA
TPHIIOKEHHE
H3cnensaHus ‘1 [ToBulcHa
| KpPEaTHH
¢ ochokuHaza B
KpbBTa

* COMHOJEHTHOCT BKJIIOYBA TCPMHHUTE 338 HEXKENAHU PECAKIIME . XHIIEPCOMHHS, XHIIEPCOMHOJIECHTHOCT, Celaltia H
COMHOJIEHTHOCT

**]lapKMHCOHH3BM BKNOYBA TEPMHHHTE 32 HEXKETIAHY Peakilii: OpaqHKHHEIMUS, PUTHAHOCT ¢ PeHOMEH Ha 3p0OUATO KONEIIO,
H3THYAHE HA CIIIOHKA, EKCTPATHPAMUAHO HAPYILCHHE, XHTIOKHHE3HA, MYCKYIHA PHIHIHOCT, IAPKHHCOHU3EM, NCHXOMOTOPHA
peTaprauMa U TpeMop

*## [IUCTOHWN BKIIFOBA TEPMHHHTE 33 HEXKEIAHH PEaKlMH: THCTOHHS, OKYJIOTHPHYHa KpH3a, opoMarauby 1apHa
- AMCTOHMS, CTIA3bM Ha €3HKA, TOPTHKOJIHC H TPH3MYC.
F¥*¥*Hexenanu nexapcrBeHn peaknuH, 3a0¢an3anH BbB ¢asa 2 H 3 KOHTPOIRPAHH H HCKOHTPONNPAHLKY
BRIPCKHU TOBa 4ECTOTaTa HA NoABa 3a Te3H HIIP e 1BbpAc Hucka 3a onpe/ienaHe Ha 4ecTOTa.
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Tabauna 2 Hexenanu Jexkapcereenu peaknui (HJ/1P) npa ronomu

CHcremo-oprasen
KIac

Mmuoro
YeCTH

Yeen

HedecTH

Peakn

C HeH3BEeCTH2
YyecToTa

Hudexupu
uHpecTaunu

HazodapHHrur
Punur
UHdekius Ha
rOpHHTE
NHUXATENHU
ITHTHIIA

Hapymenus na
KPBBTA H
nuMmdHaTa cHCTEMA

Heyrpornexnus

Hapywenus Ha
UMYHHATA CUCTEMA

CRpBXYYBCTBH-

- TE€JAHOCT

EHaOKpUHHM
HAPYIICHHA

Xuﬁepnponam-

HEMHS
(BKITHOUHTENHO

NOBHIICH
NPONAaKTHH B
KpbLBTA) *

ABTOUMYHEH
THPEOUIHT
XHIepaHaporeHHs
XMIMOTHPEOUAH-
3HM

HapyuieHus na
MeTabonusMa U
XPAHECHETO

HamaneH
aneTuT
[1oBuiieH
aneTrur

XHnepuHCyJIMHe-
MHWAA

THerxnunu
HAPYIIICHHA

HeobHnuaiing
ChHMINA
AKuTaIMs
TpeBOXKHOCT
Henpecud
HHcOMHMA

HcHxoTHYHO

pasCTpOACTBO
Lnzodpenus
Hanpernaroct

ArpecHs

ArnaTtus
CHCTOSIHHE Ha
0OBPKAHOCT
[MotucHato
HaCTPOECHHE
JlucoLpama
XANOUHHALUA
(cnyxosa)
XANOLVHAaLM
(BH3yanHa)
XOMHILIHOHA
Hacauma
HUMIyIcHBHO
oBeaAeHue
HauanHa
HHCOMHMS
HamaneHo tmOHao
[ToruineHO THONAD
be3pasnnyHe
[IpoMeHu B
[ICHXHYHOTO
CBCTOSHHUE
Hatparnnueu
MHCJIH |
[lanH4YEeCKH aTaKH
TIcuxoMOTOpHA
XHIMEPAKTUBHOCT
be3noKouCTBO
HapyuieHure Ha
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ChLHA
CyHuMaHa
HAcallnA
TepmunanHa
HHCOMHHA
HeobuyaliHo

MHUCJICHC

Hapyuienwus Ha Axatw3ns | HapylueHo Iloctypanna
HepBHaTa cucteMa | I nasobonue | BHHMaHHe 3AMasHOCT
COMHO- 3amasHOCT Jucreyzns
neHtHocT* | JluckuHesHs . | XHMEepKAHE3HA
HucToHua*** Hapymenune
IlapxuaconussM™* * | Ha namerTa
MurpeHa
IlapecTesus
IlcuxoMoTop-
Ha
XHITEPAKTHB-
HOCT
CHHApPOM HA
HECIOKOUHHTE
Kpaka
TapnusHa
JHCKHHE3UA
TeH3HoHHo
r1aBoboIue

Hapywenuns va Hapymenue Ha
OYHTE AKOMOIALHATA
| 3aMbBIJICHO 3PEHHE

HapyuwieHusa Ha | Xunepaky3us
YXOTO H 1aOHpHHTA

Crpaeunu | Taxwkapans [Manmaraium
HAPYLIEHUA CynpaBeHTpH-

| KyAapHH
EKCTPACHCTOJIH

Coaoewu OpTtocTaTi4Ba
HapyLEeHUs H XHIOTOHHA
XHUIECPTOHUA

Pecriupatophu, | Opodapuurearna
PbAHH K - bonka
MEIHACTUHA/THH JHUcnHes
HapyLICHHA |

CromamHo-upernu | I'aaene KoHcTunaums - HuckomdopT B
HapyEHNS Cyxorap Kopema

ycraTa | bonka e
XUrepcaiuBaUMa | ropHaTa yacT
{loppriiane " | Ba Kopema
ATTHANIHIBM
Jnapus
Hucnencus
CyxoTa Ha

YCTHHTE
3500000

Hapymenus na Xunepxuaposza Anonenus
KOKaTa R | | ABHopMeEH
NOAKOXKHATA ThKaH pacTex Ha

NL/H/5772/002/DC
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kocara
O6pur

Y pTHKapHA

HapyieHus Ha
MYCKYJTHO-
CKEJIeTHaTa
CHCTEMA H
CheIMHUTEIHATA
TbKaH

MyckyJ/iHa
PHTHIHOCT

ApTpanrus
CtaraHe Ha
MYCKYJIHTE
MyCKYIHO-
CKeJIeTHA
CKOBAHOCT
Muanrus
bonkas
KpanHUIIATE
bosnka B
YeJIIOCTUTE

Hapyluenus Ha
OnLOpeuuTe u
INMHKOYHHATC
ITHTHINA

buwpyOHHYpHA
Ju3ypus
Hapyieno
YPHHHPAHE
[Tonuypus
[IporenHypHA
br6peuno
HapyLIEHHE

HapyieHus Ha
BL3NPOH3BOANTEITH
ara CUCTeMa W
rbppiara

EpexTinHa
AUCHYHKLHA

AmMeHoped
bonka B rbpAHTE
HapyuleHHE Ha
€AKyJIanuATa
["anaktopes

[ “HeKoMacTH
HepenoBHa
MEHCTpYyalHA
OnuroMeHopes
Cexcyanna
AUChYHKIHA

BpoaeHu,

daMUIHH U
reHETHYHH
HapylUCHHS

CHHApOM Ha
Tourette

OOy HapylIeHHUS
1 e()eKTH Ha
MSACTOTO Ha
NPHIOXKEHNE

AcCTeHUS
YMopa
PazapasHUTETHOCT

Btpucane
Hapywenue Ba
Nnoxoakara
HpunouiapaHne
bonka B
I'bPANUTE, KOSITO
HE € CBhp3aHa
CBhC CHPLETO
[lupekcus

Hzcnenpanus

[{oBULIEHA
KpeaTHH
¢docoKHHa3a B
KpbBTa
[Topuiien C-
peaKTHMBEH
NpOTEHH
3aryba Ha
TErJio
Hannaraue sa
TErIO

[ToBulieHA
aJ1aHHH
AMHHOTPAHC-
(pepaza
[ToznTHBMpaAHE Ha
AHTUTHPEOKRTHH
aHTHTENa
IlorHIIECHa
acnaprar
AMUHOTPAHC-

¢epasa
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HamaneHna
aTIkanya
docdaraza B
KPBBTA
IloBHilIeHa
ANKANHA
¢ocdaraza B
KpbBTa
IloBuuiieH
XO0JIeCTEPOI B
KPBHBTA
Tloeuiena
KpBBHA 3axap
[loBumeH
HHCYJIHH B KPBbBTa
[TorMineH
TECTOCTEPOH B
KpbBTa
TloBuLUEH THPOHA
CTHMYJIHpalLl
XOPMOH B KPBBTA
[loBumenu
TPUrJTHLIEPUIH B
KpbBTa

CKkbCceH PR-
HHTepBaJ Ha
eNEKTPOKAPAYO-
rpaMata
[TommkeH
XeMOTJIOOHH
IoHmxen
JIHITOTIPOTEHH C
BHUCOKA ILTLTHOCT

HoHmwxken
JIATIONPOTEHH C
HHMCKA IUTBTHOCT

‘HapansBanus,
OTpaBsHHA H
YCJIOKHEHHS,
BBb3HHKHAJIH B
pe3ynarar Ha
HHTECPBEHLIMH

Y MHUIIUIEHO
NPEAO3IUPAHE

*COMHONCHTHOCT BKJIIOYBA CICAHHTE HOKCIAHH pPCaxkuHH, Ha0:1F0AaABAHH npd HOHOIH: XHNCPCOMHHYA, CeAallMd H

COMHQICHTHOCT,

**[TapKHHCOHHIBM BETIOYBA CNIEIHHTE HEKEIAHH peakuvy, HaONni0aBaHl [PH IOHOIUH: PHIHAHOCT ¢ PCHOMEH Ha 3504aTO
KO.1€10, EKCTPANHPaMHAHO HAPYIICHHE, XHIIOKHHE3HA, IADKHHCOHHIBM H TPEMODP.
*¥**¥ IucTOHMA BKIIOYBA CNCAHHTEC HEXENAHHM peakinnH, HabmozaBaHW IPH OHOLIH. RHCTOHHA, OKYJNOTHpWYHA KPH3A H

TOPTHKOJIHC.

OnucaHre Ha H30paHH HEXENAHM JIEKAPCTBEHH PEaKIMH

[Ty6nukyBaHH ca rMocTMapKEeTHHTOBH CHOOIIEHH 3a KIIMHWYHO CEPUO3HH ClTyYyaH Ha KOXKHHU WL

pCakKLHKH Ha CBPBEXYYBCTBHTCITHOCT BLB BPb3Ka € JEUYCHHETO C JIYPasHAOH, BKIIKHHUTCIHQAMK,

ChOOLUEHHA 32 CHHAPOM Ha Stevens-Johnson.

Cvoumus om unmepec 36 xaacd

Exempanupamuonu cumnmomu (EIIC): B kpaTKocpouHUTE N1auedo-KOHTPONHPAHH Ny
Bb3PacTHH YECTOTaTa Ha chobmaBaHHTe crOUTHA, CBBp3aHH ¢ EIIC, ¢ H3KMOYSHHE He
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Oe3nokoHcTBO, ¢ 13,5% 3a nauMeHTUTe, JEKYBaHHU ¢ Typa3uioH, cupsaMo 5,8% 3a NalHCHTHTE,
noiyuasany mianeto. YecToTara Ha aKaTH3MATA 32 NANEHTHTE, JIEKYBaHH C JTYPA3HIOH, € 12.9%
cnpsaiMo 3,0% 3a naudeHTHTE, IoNyyapain niaucto. B xpaTkocpouHoTo IL1aLIE00-KOHTPOMHPAHO
[MPOYYBaHE MpK IOHOLIH YECTOTATa Ha ChobulaBaHuTe ¢uOMTHA, ¢Bbp3anu ¢ EIIC, ¢ n3xmoyeHue Ha
aKkaTtusus, e 3,1% 3a naunueHTHTE, JIEKYBaHH € JIypa3suaoH, cipaMo 1,8% 3a mauMeHTHTE, TOTY4YaBaH
manebo. YectoTaTa Ha akaTH3UATA 3a MALMEHTHTE, JEKYBAHH C JIypa3suIoH, € 8,9% cnpamo 1 8% 3a
NIBLIUEeHTUTE, TIOTYHaBanu ranedo.

Hucmonun: CHMIITOMHUTE Ha JUCTOHHA, NIPOABIIKHUTETHH aOHOPMHU KOHTPAKLHK Ha MyCKYJTHH FPYIH,
MOTAT /Ia Ce MPOABAT MPH UYyBCTBHTEIHH JIHLA B ITEPBUTE HAKOJIKO AHH OT JieueHHeTo, CHMNTOMMTE
HA IHCTOHHS BKJIFOMBAT: CMAa3sMH HA MYCKYJIMTE Ha BpaTa, [IOHAKOra Nporpecupallg 10 CTAraHe Ha
I'bP70TO, 3aTPYIHEHO IIPErTTBIIAHE, 3aTPYAHEHO AHIIIAHE H/WIM NpOTPYy3HA Ha €3uKka. BENpPEeKH 1e
T¢3IXH CUMITTOMHA MOI'aT 14 BB3HHKHAT l'l]}]-l HHCKH J03H, TC CC [TI0ABABAT No-4ueCTO H € MMo-roJiimMa
TEXKECT ITPH MO-BUCOKH KOHLIEHTPALIHH H IMO-BHCOKH J03H HA AHTHIICHXOTAUYHHTE JICKapPCTBCHH
NPOAYKTH OT MEPBO NnokoneHue. [1o-BHCOK pHCK 3a OCTpa IMCTOHKMSA ce HAalJIoAaBa MpH MEXE H B MO~
MJIa[HTE Bb3pacTOBH IPYIIH.

Bernosna mpomboembonus: npy yrioTpeda Ha aHTHIICHXOTHYHH JIEKapcTRa ¢a ChoOLIeHH CTyYaH Ha
BEHO3HA TPOMOOEMOO/IHA, BKIIOYHTENHO ¢Ty4au Ha HenoapobHa emﬁonm ¥ Ab100Ka BEHO3HA
- TpOoMOO3a, ¢ HEM3BECTHA YECTOTA.

Croblnasane Ha NONO3UPAHH HEXKETAHU peakliuK

CrofluaBaneTo Ha NOAO3WpPaHH HEXETaHH pPeaKLnH CJie/ pa3peliaBaHe 3a yrnorpeba Ha NeKapCTBeHHA
[POAYKT € BakHO. TORA MMO3BOJIABA /12 MPOABIKH HAGIIONEHHETO HA CHOTHOLICHHETO [10113a/PHCK 34
NeKapcTBEHUA MPOXYKT. OT MEAMLIMHCKUTE CTICHHAMCTH €€ M3UCKBa Ja CLOOIABaT BCAKA

[OAO03UPaHa HEXETAHa peakuyd upe3 M3menHWTEIHA areHLs 10 JeKapcTBaTa, yi. ,,JlamsH I pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeat: www . bda.bg.

4.9 Ilpenoszapane

Jleuenue apy npeaosMpade

HsamMa crienduyen aHTHAOT HA Typa3H/IioH, 3aToRa TpadBa Aa ce NpUIokaT MOAXOAAIH NOATbPHKALIN
MEPKH M CTPHKTHOTO MEIHIIHHCKO HaOMIOAeHHE 1 MOHHATOPHpaHe TpAOBa Aa APOABIDKAT [0
Bb3CTAHOBABAHE HA MALMEHTA.

CoupIe4HOCHAOBOTO MOHHTOPHPAHE TPAOBA Ja 3all0YHE Be/IHAra, BKIIOUHTEITHO HENMPEKBCHATO
eIEKTPoKapauorpadgck0 MOHHTOPHPAHE 3a Bb3MOKHH apHTMHUH. AKO ce NTpHlara aHTHapHTMH4YHa
Tepanu, AM30NHPaMK, NPOKAHHAMHUA H XHHHUAMH HOCAT TEOPETHYEH PHCK OT €(PEKTH, CBBP3AHH C
yaeikasase Ha QT-unrepBana; B CTyvanTe KOraTo ce NpHaraT [py MaldeHTH ¢ OCTPO NMpeao3npaHe
Ha nypasuzcH. [To nono6en HaunH anda-6roKHpalLHTe cBOHCTBA HA GpeTHAMYM Morar 1a ce
npHOABAT KbM TE3M Ha JIypa3uOH, BoAelky 10 MpoOIeMHa XUIIOTOHHS.

XHUOOTOHHATA H UHPKYJIATOPHHAS Konarnc TpadBa Aa ce nexyBart ¢ noaxoaduu Mmepku. He Tpabsa aa ce
W3M0JI3BAT AJIPCHATHH H JIONIAMHMH, WIH JPYrA CAMNAaTHKOMHUMETHLH ¢ OeTa-arOCHHCTHYHO JIEHCTBHE,
ThH KaTO O€Ta-CTUMYNALMATa MOXKE A4a BIOIIH XHIIOTOHHATA B YCJIOBHATA Ha UHAYUHpaHa OT
Typa3uaos anda-Onokana. B ciyyaii Ha TeKKM eKcTpanMpaMUHH CUMITTOMH TpAOBa Aa ce mpHiarar
AHTUXOJTUHCPrHYHH JICKAPCTBEHH TTPOLAYKTH.

Tps6Ba na ce 0OOMHCAH H3BBPLIBAHE HA CTOMAIUHA NPOMMBKa (CJieA HHTYOaLHsA, aKO NaUMEeHTDT HE € B
Ch3HAHME) H NPWIOKEHHE Ha AKTHBEH BBITICH 3a€HO C JJAKCATHB.

Bw3MoxkaocTTa 38 0OHYOMNaLMA, IBPUOBE HIH ANCTOHHYHA PEaKLMA Ha ri1aBaTa H §
[pEAO3UPAHE MOTAT 4 Ch3aJAaT PHCK 34 acoMpalys rMpH HHIYLHPaHO NOBPBIIAHY

NL/H/S772/002/DC
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. ®APMAKOJOr'HTYUHH CBOUCTBA

5.1 DapMakoAHHAMAYHH CBOHCTEA

(hapmakoTepanerTyuHa rpyna: IlcHxonenTuin, amnnéﬂxmuﬂ. ATC kon: NOSAEO05

Mexanu3eM Ha aelictBue
JIypasnnoH e cenekriBeH Onokep Ha epeKTUTE Ha AOTTAMHHA H MOHOAMHHHTE. JIypa3sHIoH ce CBBHP3Ba

3apaBo ¢ aonamuuepraunute D2- u cepotornHepruyunute 5-HT2A 1 5-HT7-penenropH ¢ BHCOK
apuHUTET 33 CBBp3BaHe choTBeTHO (0,994, 0,47 1 0,495 nM. Toit 6nokupa U a2c-aapeHEPrHMHHTE
PEeLenTOpH H a2a-aapeHePrudyHHUTE pelenTopu ¢ aQHHUTET 3a cBbp3BaHe cboTBeTHO 10,8 1 40,7 nM.
OcBeH TOBa JTypa3HIOH NOKa3Ba NapuuaieH aroHnsbM cipaMo SHT-1A peunenropure ¢ apHHHUTET 34
ceepaBaHe 6,38 nM. JlypasuaoH He ce CBBEP3Ba ¢ XHCTAMHHEPIHUHHTE WAR MyCKapHHOBHTE
PELISITTOPH. |

MexaHH3MBT Ha JICHCTBHE Ha BTOPOCTENEHHHA aKTHBeH MeTabonuT Ha aypasuiaod [D-14283 e
noJobeH Ha TO3M Ha JIYPa3naOH.

J o34 1ypa3uion oT 9 g0 74 mg, mpuiiaraHy Ha 3/paBH JIHLA, ¢a A0BEIH A0 K0303aBHCHMO
HaMalABaHe Ha cBbp3BaHeTo Ha 1 1 C-paxnonpua, D2/D3-peuenropen nurana, B nucleus caudatus,
putamen A BEHTPAJIHHA CTPHATYM, YCTAHOBEHO Upe3 MO3HTPOHHO-EMHCHOHHA TOMOTpaHA.

PapMaxoMHAMWYHN SCOEKTH

B ocHoBHHTE nMpoy4uBaHMs 3a KIHHAYHA €PHUKACHOCT, TypazuaoH € OMi1 npnaraH npu 1034 oT 37 1o
148 mg.,

KiimHH4YHA €DHKACHOCT

EdukacHocTTa Ha Typa3sHIoH NpH JICUSHHE Ha MH30(ppeHHUA € IeMOHCTPHPaHa B NET MHOMOLIEHTPOBH,
n1anebo-KOHTPOTHPaHH, ABOHHOCTENH, 6-CeMMHYHH NPOYYBAHUA TPH NALIHEHTH, KOHUTO Ca
OTTOBAPSIH HA KPHUTEPHUHTE 34 Lin30PpeHnd B JIHarHOCTHYHHUA W CTATHCTUYECKH HAPBYHHUK HA
ICHXHYHKUTE Pa3cTPOHCTBa, YeTBbpTO M3gaanue (Diagnostic and Statistical Manual of Mental Disorders
(DSM-IV)). Jlo3uTe Ha Jypa3HaoH, KOWTO ca OWIH pa3IvyHH B NI€TTE NPOYYBaHHA, ca OHIH B
aHanasoH ot 37 no 148 mg Begaex AHeBHO. B KpaTkocpouHu npoy4ysaHysd IIbPBHYHATA KpaHHa TOUKa
3a eUKacHOCT e aepHHHpaHa KaTo CPeAHATa MPOMSIHA OT M3X0AHO0 HABO 10 Cenmuiia 6 B o0LIHTE
pe3yaTaTH No ckanara 3a [1o3UTHBHYU U HeraTHBHA cuMITOMH (Positive and Negative Syndrome Scale,
PANSS), panuaupaHa MHOIOKOMITOHEHTHA CKaJjla, ChCTABEHA OT NeT (PaKTopa 3a OLECHKA Ha
MO3HTHBHH CHMITTOMH, HeraTUBHY CHMITTOMH, AC30praHM3HpaHd MUCIIH, HEKOHTPOJIHpaHa
BpakacOHOCT/BB30YAa M DesnokoicTrO/Aenpecud. JIypazdaoH € AeMOHCTPHPA NO-rojIIMa
epkacHoCT B cpaBHEHHe ¢ mauebo B npoy4BaHuara ¢dasa 3 (k. Tabmuna 2). JlypasuioH e nokaszan
3HAYMTENHO pa3fAeisHe ot wiaueto ome ot den 4. B nombiaHeHHe ypa3nioH € HMal no-1o0pH
pe3yaTaTH OT MNauedo no OTHOLIEHHUE Ha MpeABapUTENHO Je(puHUpaHaTa BTOPHYHA KpaWHa To4Ka -
ckanata Knunnuno riro6anno enevatnenue - texect (Clinical Global Impression — Severity, CGI-S).
EQUKacHOCTTA Chillo € 61Na NOTBBPACHA BLB BTOPHYEH aHANW3 HAa OTFOBOPA Ha JieyeHHe (aeduHupay
Karo > 3(% noHmwkeHHe OT H3XOJHO HUBO Ha 00wuA pezyarat no PANSS).

NL/R/S772/002/0C 20240611
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Ta6auna 3 IpoyuBanus npn mu3odppenun npu BL3pacTHH: O6m ckop no Cxanara 33
NO3HTHBHH H HETATHBHHM CHMNTOMH 3a mim3og perus (PANSS) - npomsana ot
H3x0aHOo HuBO 10 Ceamuna 6 —- MMRM 1a nupoyusauns D1050229, D1050231 u

D1050233: HaGop 32 aHAJIH3 ¢ HAMEPEHHE 32 JIEYeHHE

CTaTHCTHKA Ha I[Inaue6o | Jlypasuaou B no3H (G) : AKTHBHA
NPoy4BaHeTO 37 mg [ 74 mg 111 mg 148 mg KOHTPOJ1A

(8)
Mpoyusatie D1050229 | N=124 N=121 | N=118 N=123 - -
Cpenna croitHocT Ha| 96,8 (11,1) | 96,5 (11,6) | 96,0 (10,8) 96.0 (9.7) -- -~
H3X0HO HuEO (SD) ’ |
LS cpeana npomaHa | -17,0(1,8) | -19,2(1,7) | -23,4(1,8) | -20,5(1,8) | -- --
(BTOpHYHa KpaiiHa
TOYKA)
TepaneBTHYHA pa3idKa
CIPAMO 1aLe00
Hauucnenue -~ -2,1{2,5) -6,4 (2,5) -3,5 (2,5) -- --
(BTOpHYHA
Kpatina ToO4YKa)

P-CTOHHOCT -- 0,591 0,034 0,391 -- -- ,
Tipoyusare D1050231 | N=114 N=118 - N=118 | -- | N=121
Cpenna crotinoct ra| 95,8 (10,8) | 96,6 (10,7) | -- 97,9(11,3) | -- 96,3 (12,2)
H3X0AHO HHBO (SD)
LS cpeana npomsna | -16,0 (2,1) | -25,7 (2,0) | -- 23621 | — -28.7 (1,9)
(BTOpHYHA KpaiHa . |
TOIKG) |
TepanesTHYHA pazauka | - | |
COpAMO ILIANE00 | .
H3unciacHe - 9729 |- 753,00 | - -12,6 (2,8} .
(BTOpHUHA |
KpailHa TO4KA)
p-CTOHHOCT - 0,002 -- 0,022 -- <0,001
Ilpoyusare 11050233 l N=120 -- N=125 -- N=121 N=116
Cpensa croitHocT Ha| 96,6 (10,2) | -- 97,7(9,7) | - | 97,9 (11,8) | 97,7 (10,2)
H3XOAHO HHBO (SD) . ,
LS cpenna -10,3(1,8) | - -22,2(1,8) | — -26,5(1,8) | -27.8(1,8)
IpOMsHa -
(rTOpHYHA KpaliHa
TOUKA)
TepanepTHdHa pa3iHKa | |
COpsAMO IU1ane6o ' | |
HU3uncnenue -- -~ -11,9 (2,6) | -- -16,2 (2,5) | -17,5(2,6)
~ {BTOpHYHA
KpaiHa TOUKa)
P-CTOHHOCT - -- <0,001 | -- <(,001 <(,001

L
(a) Onanszanun 15 mg B npoyusane D105023 1, kpernanuu ¢ yasmnxeHo oceodoxaapane (XR) 600 mg B MpoyYBaHe

D1050233.

N € u3ukcneHHe Ha Opos Ha YYaCTHHIIMTE Ha MOJE.

(6) p-cTOMHOCTHTE 3a IVPa3HIOH CIPAMO mianedo ca 61l KOPHrHpaHH 3a MHOXECTBO cpaBHEHHS, P-croliHocTHTE 33
ONaH3andH ¥ keeTHarmdH XR cnipaMo mianebo He ca OUIH KOPHTHPaHH.
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(1,17) kg/m°, cLOTBETHO) B CPaBHEHHE C KBETHAIHK C yaspKkeHo ocBoboxnasane (1,23 (4,56) kg H
0,45 (1,63) kg/m?, croTBeTHO). KaTo Lan0 Nypa3sHaoH HMa npeHeOpekuMOo MaTbK eeKT BBpXy
TErnoOTO M APYrd NapaMeTpH Ha MeTaboMM3Ma, BKIFOUMTETHO HHBATa Ha o0 X0JIecTepoll,
TPHIJTHUECPUAH H IJIIOKO34.

[Ipu abarocpoyHo npoy4BaHe 3a 6€30MaCHOCT KNMHUYHO CTAOHITHH TIALIMEHTH ca OWITH JIEKYBaHH C
37-111 mg nypasuaon uiu pecrnepunod 2—6 mg. ITpyu ToBa MpoyyBaHe YE€CTOTATA Ha pELHAMBY 34 12-
MeceueH nepuoa e 20% 3a mypasunos u 16% 3a pecniepunon. Tazu paznuka e OIH3Ka U He €
CTATHCTHYECKH 3HAUMUMA.

[Tpy ABArOCPOYHH NPOYYBAHHS, NPEAHA3HAYEHH 33 OLEHKA HA MOATbPKALIMA eEKT, JIypa3uaoH € Ho-
edleKTHBEH OT IU1a1ie60 3a MOAXBLPAKAHE HA KOHTPOJa Ha CHMITTOMMTE U 3a6aBaHe HA PELIUIMBHTE Ha
msodperusTa. Ciien kaTo ca OMnM JieKyBaH# 3a OCTPH EMH304H N CTaOHIM3NPaHH 38 MUHAMYM 12
CeJIMHMLIM C JIOPA3u/IOH, MALMECHTHTE Ca paHAOMHM3HPAHH JBOMHO-CIAIO HA JIypa3uAOH WM ruianedo,
AOKaTO MOAYYaT PEUMAXB HA CHMNTOMHTE Ha WH30¢peHusTa. lIpH NbpBHYHUR aHAITH3 HA BPEMETO 10
MNofABa Ha PELIWAHB, IPH KOHTO YUYACTHULIUTE, KOWTO Ca NMPEeKPaTHIIX YYacTHETO CH 0e3 penuaMs, ca
OWH LIEeH3ypHpaHA KbM MOMEHTA Ha NPEKpaTABaHe, MALMEHTHTE [IPUEMAIH JTYPa3H/iOH, ¢a NoKa3aly
3HAYHTEJIHO MO-ABJT NEPHOA 10 PELHAMBHPAHETO HA CHMIITOMHTE B CPABHEHHE ¢ MALIHEHTHTE,
npueMany mianedo (p=0,039). Ouenkure no Kaplan-Meier 3a BepoaTHOCTTa OT PELIMINB Ha 28
ceaMHLa ca 42,2% 3a nypaszuaoH U 51,2% 3a ranebo. BepofTHOCTTA 3a NMpekpaTABaHe N0 BCAKAKBH
NpHYHHH Ha 28 ceamuua € 58,2% 3a nypasuaoH U 69,9% 3a mnauedo (p=0,072).

IleaHaTpyUYHA NONYIAIIHA

Huzohpenus

E¢ukracHOCTTa Ha Typa3iIOH € YCTAHOBEHA B 6-CEAMHYHO PAHIOMH3IHPAHO, NBOHHO-CIAIIO,
anedo- KOHTPONUPAHO NPOYYBaHE NPH IOHOIIH (Ha BB3pacT 13 no 17 roguny), KOUTO OTTOBAPAT
Ha KPUTEPHUTE MO JIMarHOCTHYEH H CTATHCTHYECKH HAPBYHHAK HA IICHXMYHHATE PA3CTPOMCTRA,
YEeTRBEPTO M3aHHe, TEKCTOBA peaakuus (Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition, Text Revision; DSM-IV-TR) 3a mmnzodpenna(N = 326). [lauucHruTe ca
paHIOMHU3HPAHH Ha efHa OT ABeTe PpukcupaHu no3m Jlypazuaon Tera (37 wnn 74 mg/neH) wiM Ha
nnauedo.

[TEpBHYHMAT UHCTPYMEHT 34 OLIEHKA, H3MOJI3BaH 33 OLICHIBAHE HA ICUXHYHUTE NPH3HALIK H
cuMnToMH, € PANSS. Kmouosusat propuyen unctpymenr e CGI-S.

B rpynuTe ¥ Ha ABeTE A03M JyPAa3UAOH € UMall N0-A00pH pe3yNITaTH OT mauedo mo OTHOIICHHE Ha
HamansBane Ha ckoporetTe o PANSS u CGI-S npes Ceamuuia 6. KaTto usno gosara 74 mg/aeH He
npeaocTaBst JONBIHHATENIHA 110132 B CPaBHEHHE C J03aTa 37 mg/aen.

[TepBUYHHUTE pe3yaTaTH 3a e(pHKACHOCT ca Nnpeactasedn B Tabamia 4.
Tatanua 4 IHspsaunATE pe3yiaTaTH 3a eprKacHoCcT (00m ckop mo PANSS) — npomsana ot

H3XOAHOTO HHBO 10 Ceamuna 6 — MMRM 3a npoyusane D1050301 na musodpenns
npn wHomH: HabGop 3a anau3 ¢ Hamepenne 32 jieveHHe

CraTHCTHKA Ha npnyqnaﬂeml ILaanebo To3a JYpa3sHAoH (a)
37 mg

IIpoyusare D1050301 N=112 N=108
CpeIHa cTOMHOCT Ha M3xoaHOTO | 92,8 (11,08) 94.5 (10,97)
HHBO (5D) i
Cpenno vameseHuae Ha LS (SE) | -10.5 (1.59) | -18.6 (1,59)
PaznHka B Ne4eHHETO CNPAMO
| mnanedo
H3uncnenne (SE) -- | -8,0(2,21)
P-CTOHHOCT ‘ -- | 0,0006
NLU/H/S772/002/DC 20240611
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N ¢ H3yucaeHUe Ha Opos HA YYACTHULIMTE Ha MOJEIL.
(2) p-CTOMHOCTUTE 33 IYpasHAOH COPAMO I1aLe00 ca OWiIn KOPUTHPAHH 38 MHOXKECTBO CPABHCHHA.

Tlonobpennsara B ckoposete 1o CGI-S B CeaMuua 6 3a TepaneBTHYHHTE NPYIH KakTo Ha JiypaznﬂOH
74 mg/nen (-0,42 £ 0,130, kopHrapaxa ctoiiHocT Ha p = 0,0015), Taka u Ha nypasuaoH 37 mg/neH (-
(0,47 £ 0,130, kopurupasa croiHOCT Ha p = 0,0008), ca 3HaYHTENHO pa3THYaBALILH CE OT TE3H NPH
ranedo.

104-ceaMHYHO npoabKEeHUe Ha npoyuBaHeto (mpoyusaHe D1050302) e npeaHa3HauyeHO 3a OLICHKA
Ha AbJITOCPOYHATa G€30IaCHOCT, NOHOCHMMOCT M €(PEKTMBHOCT HAa MPOMEHIMBY A03H JTypa3HaoH (18,5;
37; 55,5 win 74 mg/neH) NIpH NeTHATPUYHHA NALMECHTH, KOUTO ¢a 3aBbPIINIH 6-CEAMHYCH
TepaneBTHYEH NEPHO/ B TPH MPEAXOAHM NPOYUBAHHS 3a PpaIMYHH NMoKaszaHus. [lo-gony ca
NpeACTaBEHH PE3YITATHTE caMo 3a 271 yyacTHHIM ¢ IH30(hPEHHA, KOHTO Ca C¢ 3aIIHCaJIH OT
npoyusane D1050301. Ot tsax 186 yuacTauum (68,6%) ca 3asbplunnu 52 ceaMHL, a 156 (57,6%)
yuacTHRIM — 1 04 cenMHULIM I'EBKABO J03UpaHe ¢ JIypasuaod 18,5 1o 74 mg/nen.

3a yuacTHHLHTE, NpoasmkHan ot D1050301, cpennara croiinoct {95% W) Ha od1ma cxop no
PANSS ot 6azata faHHM Ha H3XOAHOTO HUBO € -26,5 (-28,5; -24,5) ¢ LOCF B Ceamuua 28, -28,2 (-
30,2; -26,2) ¢ LOCF B Cenmuua 52 1 -29,5 (-31,8; -27,3) ¢ LOCF/xpaiina Touka cliel OTKpHTaTa (asa
Ha npoyuBaneTo B CeamMuua 104, a cpeanoro usmenenne (95% 1K) or n3xoxH0TO HUBO Ha OTKPHTATA
daza Ha npoyyBaHeTo € ¢hoTBeTHO -9,2 (-11,1; -7,2) ¢ LOCF B Cenmuua 28, -10,8 (-13,0; -8,7) ¢
LOCF B Ceamuua 52 u -12,2 (-14,5; -9,8) ¢ LOCFpraHHa TOUKa C/e] DTKpHTaTa ¢aza Ha
npoyusaHeTo B Ceamuna 104,

bunoaapna oenpecus

KpaTkocpouHaTa e(MKACHOCT Ha JIypa3HJIOH € MPOy4BaHa B 6-CeIMHYHO MHOTOLEHTPOBO,
PAHIOMH3HPaHO, ABOHHO-CIIANO, ITaLc00-KOHTPONHpaHO NPOYYBaHE MPH MALUHCHTH A€Ha H FOHOLIH
(Ha BB3pacT 10-17 ronuHU), KOUTO OTrOBAPAT HA KpUTepuute Nno JHarHoctuyeH H CTATHCTHYCCKH
HAPBYHHK Ha ICHXHYHHTE Pa3cTpolicTsa, nero u3aanue (Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition; DSM-V) 3a ronaM aenpecusex enu3oji, CBbp3aHd ¢ OUNONAPHO Pa3CTPOHCTBO
tun | cbe uinm 6e3 OBp3a WMKIIMYHOCT 1 6e3 NcHXOTHYHH XapakTepucTHkH (N = 350). [lammenTure ca
paHIOMH3HPaHU Ha [bBKABO XO3HpaH TypasuaoH 18 — 74 mg Bennmk JHESBHO WK Ha IU1alebo.

[IspBHYHATA KpaiiHa To4Ka 3a €PRKACHOCT ¢ AeMHHpaHA KATO CPEIHO U3MEHEHHE 0T H3XOAHOTO
HHBO 10 ceaAMHL2 6 Ha 001 ckop o CkataTa 3a OLeHKa Ha ACNIpecHs IpH Jeia, peJaKTHpaHa
(Children's Depression Rating Scale, Revised; CDRS-R). Knroyosara eToprdnHa KpaHHa TOYKa €
CKOPBT 3a Aernpecus Nno ckanara 3a ' mo6anso KIMHu4HO BrieYaTneHue - bunonspHa sepcus, Texect
na 3a6onssanero (Clinical Global Impression — Bipolar Version, Severity of Illness, CGI-BP-5}. 3a
TE€34 KpaHHH TOUYKH Ca NOKa3aHH CTATUCTHUYECCKH 3HAYMMHU Pa3fIMKH B MOJ13a Ha JIYpPa3snaoH ClpiAMO
mIanedo 3a sara npoyyBaHa NOMyJ/ialHa, KaTo ¢e 3arno4ypa OT CeAMHULA 2 K ¢€ MOANBPKAT Ha BCAKA
BH3HTA B XO/1a Ha NPOYYBAHETO J0 Kpas Ha npoy4BaHeTo. [IspBUYHATA W KIIOYOBATa BTOPHYHA
KpaiiHa TOuKa 32 eHKacHOCT 0aue He ca MOCTHIHATH NPH MO-MJIAAMTE MALHeHTH (Ha BBh3pacT oA 15
roauHy). KopurupasoTo 3a mianedo H3MEHeHHE Ha CPeAHATA CTOHHOCT HA HAH-MaJIKHMTE KBAAPaTH
(Least Squares, LS) npn 95% noeepurenen narepsan (JIU) ¢ Excrpanonanusa Ha NOC/CAHATE
pesynrartH (Last-Observation-Carried-Forward, LOCF) oT W3X0IHOTO HHBO JI0 CEAMHIIA 6 3a oOLIus
ckop o CDRS-R B rpynara Ha nypasuzos ¢ -1,8 (-5,6; 2,0) npu yuactauumTe Ha BB3pact ot 10 1o 14
roiHH H -8,6 (-12,4; -4,8) NpH y4acTHHLHKTE Ha Bb3pacT oT 15 no 17 roaunn (Tabnuua J).

IIpopuneTt Ha Oe30nacHOCT Ha JIYPa3HAOH MPH ACHATA, BKIIIOYEHH B TOBA Kpamocpoqﬂu
KaTo L/I0 ChOTBETCTBA Ha HAOIOJaBaHWs NPHU NEYEHHWETO Ha BB3PACTHH ¢ YTBHEPACHAY
HO ¢a HaOJIoIaBaHH pa3/IMKHM B YECTOTAaTa Ha HaH-4eCcTO BL3HUKHAIMTE HEXETaHH Pek

neAHATPUYHUTE [ALIMEHTH KATO TajieHe (B KaTeropus Mo 4ecToTa ,,MHOro YecTH ), { |
KaTeropHs 1o 4€cToTa ,,YeCTH ) H IOHWKEH aMeTHT (B KaTeropus 1o 4ecToTa ,,4ecTx 1‘ ‘BB IL "’J‘ (3 R
NPH Bb3PACTHHTE (CHOTBETHO B KATETOPHH 110 YECTOTa: “YECTH, ,,C HCM3BECTHA YCCHOB \ L g, +° a }
HHEYecTH™ ey /
Q 3
“,..r"'
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Ta6auua 5 [Meauarpuuno npoyusane 3a CunonspHa genpecusn: O0m ckop no Ckanarta 3a
OUEHKA HA JicNpecHd NPH Acua, peaakTHpana (CDRS-R) B ckop 32 JenpeCcHATA
(Jenpecus) no ckajata 3a [106anH0 kiranuHO BneuaTiehue — Banoaspua
BepcHnA, TexecT Ha 3aboaasaneTo (CGI-BP-S) — npoMaHA OT H3X0AHOTO HHBO 10
ceaMuna 6 — Cmecer Moaea ¢ muorokparnn uzmepsanun (Mixed Model for
Repeated Measures, MMRM) 3a npovusanero D1050326: Hadop 32 anajaH3 ¢
HAMEpEeHHE 32 JieUeHHe

IHapameTpn CTAaTHCTHKA HA ILaanebo Hoza nypazugon 18,5 -
NPOYYBAHETO | 74 mg (a) (6)
- [IspeHYHa KpaiiHa N=170 N=173
| TouKa: | CpenHa CTOHHOCT Ha 58,6 (8,26) 59.2 (8,24)
- O6w cxop 1o H3XOIHOTO HHBO (SD) . . |
CDRS-R | CpeaHO H3IMEHEHHE Ha -15,3 (1,08) -21,0 (1,06)
LS (SE) o
Pasnvka B ie4eHHETO
CTIPAMO 1wU1anedo
WUsancnenne (SE; 95% CI) -- -5,7 (1,39; ot -8,4 10 -3.0)
p-CTOMHOCT | -- <0,0001
Kmouosa N=170 N=173
BTOPHYHA CpenHa cToiHOCT Ha 4,5 4,6
KpaiiHa To4Ka: M3XO0JHOTO HUBO (SD) | |
Cxop 3a aenpecus mo CpeaHO W3MEHEHHE Ha -1,05 (0,087) - -1L,49(0,085)
CGI-BP-S LS (SE) |
Pa3znvka B IEYEHUETO
CpAMO Nnanebo -
Hauacnenue (SE; 95% CI) —- -0,44 (0,112; o1 -0,66 10 -0,22)
p-CTOHHOCT -- <0,0001

N ¢ OposT Ha yJaCTHULIHTE,
(a) p-cTolfiHOCTHTE Ha NTYPa3UI0H CIIPAMO M1a1ed0 ca KOPHTHPAHK 32 MHMKECTBO CPaBHEHHA.

(6) osure nypasunos 18,5; 37; 55,5 1 74 mg ca eKBMBANESHTHH HA JIyPA3HAOH XHAPOXJIOPHL C KOJIHYECTBO CHOTBETHO 20, -
40, 60 n 80 mg.

5.2 PApMAKOKHHETHYHH CBOHCTBA

Abcopbia
JlypasnnoH nocTMra NMKOBM KOHLIEHTpaLHH B cepyma ciiesl npubimsurento 1-3 daca.

B eano npoyupaHe 3a edeKkTa Ha XpaHaTa CpeAHUTE CTOMHOCTH Ha Cpax # AUC Ha JTypa3suaIoH ca ce
NOBHLUMIIM CHOTBETHO NPUOIM3HTETHO 2-3 obTH W 1,5-2 1bTH NpH NpHIaraHe ¢ XpaHa, B CPaBHCHHE €
HHBaTa, HaONOAAaBaHHW MPH NPHEM Ha ITIagHO.

Pasnpenenenue |
Crnea npHiokeHUeTo Ha 37 mg Jypa3sHAOH CPeIHHUAT NpUOIN3HTENCH NPUBHACH 00eM Ha
pasnpenenenne € 6000 1. Jlypa3sHaoH ce cBbp3Ba BLE BHCOKA cTeneH (~99%) cbC cepyMHHTE

[POTEUHH,

buorpaxcopmauns
JIypazunos ce MeTaGonusnpa ocHOBHO upe3 CYP3A4, OcHoBHuTE bTHINA HA GHOTpaHcdOpMaLys ca
oKcUAATHEHO N-JeaNKwiupaHe, XUAPOKCHIHPaHe Ha HOPOOPHEHOB MIPBCTEH H S-OKUCIIE

PaAvOaKTHBHOCT. S
%

CYP3A4 e rnapHUAT €H3HM, OTTOBROPEH 3a MeTaboNM3Ma HA aKTHBHHA MeTaboIuT 34 .
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Jlypa3uaoH u HeroBHs akTHeeH MeTabonut ID-14283 ochluecTBABaT hapMaKoIUHAMUYHHA CH €(EKT
ype3s JONAMHHEPrHYHHTE H CEPOTOHHHOBHTE PEUEIITOPH.

Be3 ocHOBa Ha in vitro IpoydBaHMs Nypa3HAOH He € cyOcTpat Ha easumurte CYP1Al, CYP1A2,
CYP2A6, CYP4AL1, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 nan CYP2E],

In vitro n1ypasHaoH HE NOKA3Ba JUPEKTHO WK ¢1abo HHXUGHpaHe (IMPEKTHO WH 3aBHCHMO OT
BpemeTo) (1C50>5,9 uM) Ha H30€H3IUMHUTE LIUTOXPOM P450 (CYP)1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, CYPZ2E]1 u CYP3A4. Ha 6a3aTta Ha Te3M J1aHHH He C¢ O4YaKBa JIypasHOOH Ja
MORTUABA HapMaKOKHHETHKATA Ha JICKapCTBEHHU NPOAYKTH, KOHTO ca cyberpar Ha CYP1A2, CYP2B6,

CYP2CS, CYP2C9, CYP2C19, CYP2D6 u CYPZE]. 3a npuAOKEHHUETO HA JICKAPCTBEHH NMPOAYKTH C
TECEH TepaleBTHYEH JHana3oH, kouTo ca cyberpar Ha CYP3A4, BikTe ToUKa 4.5.

Jlypa3zuzoH e in vtro cydctpar Ha edurykcHuTe TpancnoprepH P-gp u BCRP. Jlypa3naoH He mon1eKH
Ha TPaHCTMOPT Ype3 akTHBHO 3axBamane Ha OATPIB1 unu OATP1B3.

Jlypa3noH e unxuburop Ha P-gp, BCRP u OCT] in vitro (8. Touka 4.5). He ce ouaksa Jiypa3uzoH
Aa HMa KIMHAYHO 3Ha4MM HHXHOUTOpEH noTeHuHan Bbpxy Tpacnoprepure P-gp, BCRP, OATP1BI,

OATPI1B3, OCT1, OCT2, QAT1, OAT3, MATEL, MATE2K unu BSEP na Gazara wa in vitro janti.

EaaMHUHHpaHE

Crien NpHIOKEeHWE Ha JIYpa3HAOH eJIHMHHALIHOHHHAT NOJIy>KHROT € 2(-40 uaca. Cren mepopaiHo
MPWIOKEHHWE HAa PAAHONH3OTONHO MapKHpaHa 1034, MpHOAM3UTENHO 67% OT no3aTa ca OMIH
Bb3CTAHOBEHH B EKCKPEMEHTUTE U 19% - B ypHHATa. YpHHATA € ChABPXKAaNa Hai-B€4YE€ MHOXKECTBO
mMeTabONuTH ¢ MUHMMANHA OBOpeYHa exCKpeLHS Ha M3XOAHOTO ChEeAUHEHHE.

JIHHeHHOCT/HeAHHEHHOCT

DapMakOKMHETHKATA HA TYPa3H/IOH € J030MPONOPLHOHATIHA B PAMKHTE Ha AMANa3oH Ha o0a JHeBHA
no3a ot 18,5 mg no 148 mg. KoHuesTpauMH Ha NypasuaoH B CTALHOHAPHO CHCTOAHUE CE JOCTHIaT B
paMKHTE Ha 7 JHH clie/l 3aN0YBAaHE HA MPHEMA HA JIypa3uJioH.

MapMaKOKHHETHKA OPH COCHHATHY I'pynH TALUECHTH

Xopa e cmapuecka ev3pacm | |

Cr0paHH ca orpaHH9IeHH AaHHH NpH y4yacTHAUM Ge3 mm3odpenns Ha Bb3pact > 65 rogunu. Ot
chOpaHHTE JIaHHH € MONYYEeHA MOoJ00HA eKCNOIHLMA B CPABHEHHE ¢ YYACTHHLIMTE Ha BB3PacT < 635
roauHH. Benpeku ToBa, ce OMaKBa YBEIMUECHHUE HA SKCIIO3UIMATA NNPH NAllHEHTH B CTapYecKa Bh3pacT,
aKoO UMAT HapyLeHa 6p0peuna Wi yepHoapoOHa GyHKIHA.

Yeprnoopobro yapeowcodHe

CepyMHHTE KOHLIEHTPAIIMH Ha JIypa3HACH Ca [MOBUIICHH MPH YYACTHHIH €3 mu30(peHHs ¢
yepHOAPOOHO yBpexaane knac A, B u C no Child-Pugh ¢ ysennuena cxorBerso 1,5-, 1,7- # 3-kpaTHo
EKCIOIULIUA.

bvopeuno yapeacoane

CepyMHHTE KOHLEHTPALMH Ha JIyPa3uoH ¢a MOBMILIEHH NPH YYACTHULIY Oe3 IH30PPEHHS ¢
OBOpeUHO yBpexaHe B Jieka, yMEpeHa H TeXKa CTETIEH, ¢ YBEIHYeHa cboTBeTHO 1,3, 1,9 1 2,0-kpaTHO
ekcno3viua. YyactHHUY ¢ TChb (Cr(Cl < 15 ml/min) He ca u3cinenBaHH.

Ilon
He ¢ nmMano IMHMYHO 3HAUYMMH Pa3IHKH MEXIY NOJIOBETE BBB (PapMaKOKHHETHKATA
BbE (PapMaKOKHHETHYHHA NOMYIaLHOHEH aHAJIU3 [IPH MALMEHTH ¢ LWH30(PEHHA.

Paca
He € aMano knMHAYHO 3HaAYHMH Pa3/iMKH BEB (papMaKOKHHETHKATA Ha JTypa3su/io %
(papMaKOKHMHETHYHHS IOMYNAalMOHEH aHAIH3 NMPH NalMEHTH ¢ mH3odpenuns, OTOeI A%
MaLUMEHTHTE OT a3HATCKH NMPOU3XO0M Ca UMAJIN 1,5-KpaTHO MOBUILIEHA €KCIIOZHIHA Hd "p
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CPABHCHHL C TIAHUCHTH OT CBPOIICHAHATA pacd.

Tiommonomnuene

B3 ocHOBA Ha in vitro NPOYYBAHHA, U3N0JI3BAIIH HYOBEIIKH YEPHOAPOOHH €H3HMH, JTYPasHUIOH HE €
cybeTrpat 3a CYP1A2; nopanu ToBa, TIOTIOHOIyIeHeTo He OH cienBano Aa HMa eeKT BbpXY
(apMaKOKHHETHKATa Ha NypasHAOH.

Heduampuuna nonyaayus

(DapMaKOKMHETHKATA HA JTypa3HIOH NpH NeJHaTPUYHH MaLHEHTH € Ouia onenena 1pH 47 neua Ha
BE3pacT 6-12 roxrHn 1 234 roHoww Ha Bu3pacT 13-17 roaunu. JlypasuaoH € npuiaral Karo
JIyPa3uMI0HOB XHAPOXJIOPHA NpH AHeBHH A03H oT 20, 40, 80, 120 mg (6-17 roaunn) win 160 mg
(10-17 rogunn) 3a 80 42 gan. He € HMano AacHa Kopenaumsa Mexay 110J1yYeHaTa cepyMHa EKCIo3HiHA
H BL3PacTTa WiIH TeNECHOTO Terio. MapMakoKMHETHKATA HA JIyPasHAOH NPH MeAHATPHYHH NALUCHTH
Ha BB3pacT 6—17 roaMHM Karo 110 € Ouna cpaBHHMa ¢ Ta3H, HabJronapaHa rpH Bb3PacTHA.

5.3 l'lpe,umanqnn OAAHHH 3a 0e30MaACHOCT

HeknuHHYHMTE JaHHH HE NOKa3BaT OcoOeH PHCK 3a xopa Ha 6a3aTa Ha KOHBCHLMOHAITHUTE
¢dapMaKoJIOFHUHH MPOoy4BaHKa 3a 6€30NacHOCT, TOKCHYHOCT MPH MHOTOKPATHO TNPUJIAraHe,
FeHOTOKCHYHOCT W KapLMHOreHeH noteHnuait. OCHOBHHTE HAXO/KK B IPOYYBAHHA 38 TOKCHYHOCT MPH
MHOTOKPAaTHO NpHJlarale Ha JypasuAoH ca OWIM HeHTPaTHO-MEIHHPAHA €HIAOKPHHHH NPOMEHH,
[IONYYABALY CE B PEIYIITAT HA MOBHIIEHUTE HUBA HA (IPOJAKTHH B CEpyMa NPU MUTLXOBE, KydeTa !
MaHMYHH. BiCOKHATE CEpyMHH HHBA Ha APOJAKTHH B JBJITOCPOYHHTE MPOYYBAHHSA ¢ MHOTOKPaTHO
[pHJIATAHE TIPH JKEHCKHM [LTEX0BE Ca OHUNM CBEP3aHA ¢ epeKTH BEPXY KOCTHTE, HanopOpevHuTe ies3d
H peNpOLYKTHBHHTE ThKaHH. B €IHO ABATOCPOYHO POyUBaHe ¢ MHOTOKPATHO MPHIaraHe NpH
Ky4eTa, BHCOKHTE CEPYMHH HHBa Ha NPOJIAKTHH ca OW/TH CBBbP3aHH ¢ e(PEKTH BBPXY MBXKKHUTE H
JKEHCKH PEnpo/yKTHBHH ThKaHH. |

[Ipy IILXO0BE Iypa3sHAOH HE € UMaJl eDeKT BEPXY PENPOAYKLHATA IIPH MBKKH H AKCHCKH HHAMBHIH
npH NMepopanHy A03H OT ceoTBeTHO 150 1 0,1 mg/kg/nen mypasHaoHOB XKAPOXNOpKHI, HIH BBPXY
PaHHOTO pa3BHTHE Ha eMOpHOHA MpH nepopaiHa go3a or 15 mg/kg/aeH Iypa3dIoHOB XHAPOXJIOPHA.
[IpoyuBate 3a ¢epTHAMTETA NPH KEHCKH ILTEXOBE € J0BE/IO A0 YAB/KEH eCTpyC H 3a0aBeHa
konynauus npu > 1,5 mg/kg/nen nypazuaoHos XUAPOXJIOPUA, AOKATO HHACKCHTE 32 KOITyJlalud u
dbeprunuTeT, KakTO U 6pOAT Ha corpora luted, UMILTaHTALMUTE U XKMBHTE PETYCH Ca HAMAJICNIH HPH
150 mg/kg/nen nypazunoHoB XHAPOXNopun. Tezu edekty €a ¢ IBMKAIN HA XUNIEPNPONaKTUHEMHATA
cJiel TPETHpPaHe ¢ JIYpasMAOH, BIIMACILA BLPXY €CTpYCca H KOIIYJIaTHBHOTO NOBEACHHE, KAKTO H BBPXY
NOJBPKAHETO Ha corpus luteum Ha XKEHCKHTE ILTBXOBE, BOAELLO 10 HAMAICHHE Ha UMIUIAHTALMATA H
Ha Opog Ha KUBHUTE (eTyCH. Te3H epekTn, CBbP3aHH ¢ NPOJIaKTHH, HE €€ CUUTAT 3a MPHJIOKHMH N0
OTHOILCHHE Ha PENpOAYKLMATA IPH XOpa. |

Eaurnuna nosa or 10 mg/kg nypasuaoHOB XHAPOXIIOpHA NMpH OpeMERHN IUTEXOBE € A0BEa 10
eKCTMO3HLMA Ha TUIoja. B efHo npoyuBane 3a YCTAaHOBABAHE HA N030BMs HHTEPBA NpH OpeMEHHH
wrsxoBe, 150 mg/kg/neH Typa3uIOHOB XHAPOXJIOPHA ca TIPHYHHHITH 3a0aBsHe HA pacTeKa Ha IU10/a
6e3 npu3HALM Ha TepaToreHHocT. JIypazuaoH He e GHJI TepaTOTEHEH NPH TLTBXOBE WIH 3aHLIH [IpH
eKCTO3HLMA Noao0Ha Ha WM T10-MaJTka OT MAKCHMaJlHaTa npenopbuMTeta Jo3a npH xopa (148 mg

NYPa3suIoH).

B npoyusane Ha ne)MHHTHBHATA TOKCHUHOCT NP IOBEHHITHH TUTBXOBE HE ce 3a0en43Ba MOBHILIEHA
YYBCTEUTENHOCT HA IOBEHITHUATE KHBOTHH KbM CELP3aHH ¢ MYyPasuaoH edekTH BEPXY TEAECHOTO
TEr70, KOHCYMaIHATa Ha XpaHa H KIHHMYHHTE Hab/o/ieHns, HO ca HabnioaaBaHy € ;,- - DO Ha

Ha D2-peuenTopHTe 110 BpeMe Ha NepHoaa ciaen aeuenuero. Ilpu noroMcTBoTC (2
IUTLXOBE, JIEKYBaHU NipeaH Toea ¢ = 30 mg/kg/nen, ce HabmoaasaT MajiKo NMo-HEGEC
pax[aHe U TEeISCHO TEMNO/MOBHIIABAHE HA TENECHOTO Ter10 Mpe3 NOCTHATATHNY FePHBiS
NOAEL 3 mg/kg/neH ekCno3nMIMHTE HAa NyPa3HAOH K NIOBEUYETO MeTabOHTH Ca X 41' SK
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AOCTUTHATHTE NMPHU NpenopbUHTETHATA KITAHHYHA 1034 MPH FOHOWIH Ha BH3pacT Ha M HaA 13 roavMHu.

JlypasHaoH ce €eKCKPEeTHPA B MIIAKOTO Ha ILTBXOBE 10 BPEME Ha JIAKTALIMA.

JIypa3zunoH He ¢ OWJT reHOTOKCHYEH B ceprd OT TecToBe. HabmoaasaHy ca TYMOPH Ha Mllie4yHaTa
KITe3a H/HWAK XUNogH3aTa B POYUBAHHATA 33 KAHLUEPOreHHOCT NMPH MHLIKH H TUTEXOBE, KATO HaH-
BEPOATHO T€ CE AB/DKAT HA NIOBHILICHHTE HUBA Ha NPOJIaKTUH B KPHBTA. Te3H HaXOAKM ca YECTH NMPH

rPU3auy, TPETUPAHH ¢ AaHTHIICHXOTHYHM JIEKAPCTBEHM NPOAYKTH ¢ Aonamuu D2 dnokupaino
NEHCTBHE, H C€ CYMTAT 34 CICLIAPHYHN 32 TPH3AYHTE.

6. PAPMANLIEBTHYHH JAHHU
6.1 = Cnnebk BHA NOMOIIHNTE BEHIECTBA
Aopo na mabremrama

MukpokpHcTanna nenyosa (E460)
Maumuron (E421)

Xurnpomenosza 2910 (E464)

Kpockapmenosa narpwuii (E468)

MarnesueB creapar (E470b)

(oeuska na mabaremrxama

Xwnpomenoza 2910 (E464)

Twranos avokcua (E171)

Maxkporon 8 000 (E1521)

6.2 HechBMecTHMOCTH

Henprunoxumo

6.3 Cpok Ha roanocT

3 roaHHH

6.4 Crnennainm ycjI0BHA HA CHXpPAHEHHE
To3u neKapCTBEeH NMPOAYKT HE MIUCKBA CHSUAIHH YCAOBHUA HA CHLXPAHEHHE.

6.5 BHA H CBABpXKAHHE HA ONAKOBKATA

OPA/AVPVC//Al Gnnctepn n nepdopupaHy €AHOA030BH GJIHCTEPH, ONMAKOBAHH B KAPTOHCHH KYTHH.
Onakoexy oT 28 wiu 28 x 1| dunmupanu tabnerku. '

He BcuukH BUAOBE onakoBKM Morat Aa O0B4aT MyCHATH HA 1iasapa.
6.6 Cnennaann npeina3zHi MEPKH NPH H3XBLPJsSHE

HensnoasBaHuAT JeKapcTBEH NPOAYKT WIH OTHAABYHHTE MAaTEPHAIH OT HEro TpAdBa 1a ce H3XBBLPJIAT
B ChOTBCTCTBHC C MCCTHHTEC HAHCKBAHHA. |
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7. IIPUTEXATEJ HA PAZPELIIEHHETO 3A YIIOTPEBA

TevaB.V.

Swensweg 5

2031 GA Haarlem

Hunepnanaus

8. - HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

Per. No

0. JATA HA ITBbPBO PA3PEIHABAHE/HO,I[HOBHBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha MBbPBO paspeluaBaHe:

10, JATA HA AKTYAJILZUPAHE HA TEKCTA

| : el |
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