. TpETHA AC€H OT JICMCHHETO.

N3NBAHUTENTHA ATEHUMS 110 NEKAPCTBATA
Kpamxa xapaxmepucmuxa Ha npogyKma 1
KPATKA XAPAKTEPHCTHKA HAJIPOIVKTA 0O 305¥(/ 577

. e L T T LT T T

_ . " | Paspewmsriie Ao
1. HME HA JEKAPCTBEHWS IPOAYKT BC/MA/MP - “'U?"z"? ...... 1 2!]& 2023
Sumyen 40 mg TEBpAH KaNCY M ' __QQGPeﬁue 1 OO ./. ..............................
Zipwell 40 mg hard capsules

3mmyen 60 mg TREpAN Kancymi
Zipwell 60 mg hard capsules

2. . KAYECTBEH H KOJIMYECTBEH CBHCTAB

3unyen 40 Mg TREDIIA KATICYIIH
Bcsxa TBBpOa Kancyna chIbPKa SHIIPa3HIOHOB xmlpoxnopn.u (ziprasidone hydrochlonde),
eKBMBATICHTeH Ha 40 mg 3unpazunon (ziprasidone).

3unyen 60 mg TEEPNH KANCYITH
Bcska TBBpaa Kancyna chaspika 3UIIPa3HACHOB XHIPOXIOPHA (Ziprasidone hydrochlonde)
€KBHBAICHTEH Ha 60 mg sunpasunoH (ziprasidone).

3a TRAHHA CIHCHK Ha MIOMOINHATE BEIMECTBA BHAKTE TOUKa 6.1,

3. JIEKAPCTBEHA POPMA

Tnspné Karncysna

40 mg xancynn:' TeepaM KeIaTHHOBH KaTiCyJIH pa3Mep 4 ChC CHHBO TAJIO W CHHBO Kanade

60 mg kancynu: Tebpau KeIaTHHOBH KancyiH pasmep 3 ¢ 6450 TA10 1 610 Kanade

4. K/IHHHYHH JAHHH

4.1 Tepanepra4ad HOKAIAHAN

3unyei € nokas3aH 3a JISYECHHE Ra wH3odpeHns npu Bmpécmu.

3unyern e noxaaaﬁ 3a JleYeHHe Ha MAHUITHM M CMECEHH ETH30]]H C YMEPEeHa TeXeCT NPH OHIONAPHO
pascTpoiicTBO ITPH PBH3PACTHH, Jena H IoHOIH Ha Bb3pact 10 - 17 roaunu (npeaoTeparseate Ha
enu3044 Ha GumonapHo PasCTPOMCTBO He € A0KA3aHO, BXK. TOYKA 5.1).

4.2 J03ApoBKA H HAYAH HA HNPHIOKeHHE

‘Ho3upoBKa

Br3pactHu -

IlpenoppunTENHATA 1032 32 AKTHBHO JIe4eHue Ha 1uH30(ppenns 1 GunonapHa Manus ¢ 40 mg
3MMPa3H/IOH JBa ITETH JTHERHO 1O BpeMe Ha XpaHeHe. BriocieacTBHe, THEBHATA 1038 MO
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Or ocobeHa BKHOCT € 3 He ce HA/IBHIIaBa MAKCHMAITHATS /1034, Thil KATO IIPOodHIIET Ha Ge30macHocT
Hazx 160 mg Ha AcH He € NOTBLPACH W 3HUIIPAsHAOH C¢ CBHP3BA ¢ ,uososanﬂcauo YOBKABaHE Ha
QT-nHrepeana (2x. Touxu 4.3 1 4.4).

Ilpr noaaBpXKaINO NeveHue Ha MKU30MhpeHHs, Ha MALMEHTHTE TPAOBA Ja ce NpHuiara HaH-HHCKaTa
edexTHBHA 103a; B MHOTO CTydaH 033 oT 20 mg 82 IbTH AHEBHO MOXKE Aa GBAe A0CTATHYHA.

Crapyecka Bb3pact

'

O6HKHOBEHO TIO-HHCKA HAYAJIHA 032 HE € TIOKA3aHa, HO € A06pe aa ce MMa MpeaBHA NPH NAlMeHTH Ha
H Hag 65 roguHN, KOraTo KIMHWYHHTE JaHHH I'0 H3HCKBAT,

bn0peuno yEpexaaue

He ce H3MCKBA KOPEKIIMA HA A03aTA IIPH NALHEHTH C yBpeneHa 6u0peuna dyHkuma (BxK. Touka 5.2).

qegnogpoﬁno YBpeXKIaHe

Ilpr naupeHTH ¢ YepHOApOoOHA HEAOCTATHYHOCT TPAORA Ma ce MpHIaraT NO-HHCKH JI03H {BXK.
Touku 4.4 u 5.2).

IeanaTpuuna nonynamus

Bunorsprua manun

IpenopryBanaTa 4032 3a AKTMBHO NEUCHHE HA GHIOIAPHA MaHMA PH NEARATPHYHH MALMEHTH (Ha
BB3pacT ot 10 o 17 roguHn) e eqHOKpaTHa A03a 0T 20 mg B AeH 1, npHeTa no BpeMe HAa XpaHeHe.
Cnien ToBa, 3unpa3sugon Tpabpa Aa Ce MpHEMa JIBA ITETH JHEBHO 110 BPEME Ha XpaHeHe U A03aTa
TpaOea aa C€ THTPHPA B NPOIB/DKEHHE Ha | - 2 CeMMIM 10 TAPTETHHA HHTEPBAN OT

. 120 - 160 mg/aHeRHO NMPH MANMEHTH C TeTNO > 45 kg, KM 10 TapreTHHA HHTEPBaJ OT

60 — 80 mg/AHeBHO NPH MAHEHTH ¢ Terno < 45 kg. CrienosatenHo, AO3HPOBKATa Tpatsa ja ce
KOpHTHpa Ha 0a3aTa Ha MHOMBHAYATHHSA KIIMHHYEH CTaTYC B rpadnuy oT 80 — 160 mg/nHesHo npH
nauMeHTH ¢ Terno > 45 kg wm 40 — 80 mg/anesno TIpH OALMEHTH ¢ Terno < 45 kg. AcumeTrpHiHa
JIOIHPOBKA, CBC CyTpemsy go3H 20 mg win 40 mg no-HHCKH OT BeYepHHTE N03H, ca OHIH pa3spelleEH
MPH KIHHMYHH Mpoy4YBaHHs (Bxk. Touka 4.4, 5.1 1 5.2). :

Or ocobeHo 3HaUeHHE € 1 He ce MPEeBHINABa MAKCHMATHATA 033 B 3aBHCHMOCT OT TernoTo Ha
NAauHeHTa, ThH KaTo npodursT Ha 6e30MacHOCT Hal MakcHManHaTa no3a {160 mg/ne 3a acua > 45 kg
H 80 mg/nieH 3a nena < 45 kg) He € NOTBBPASH K 3UMPAZHIOH CE CBBP3BA ¢ J0303ABHCHMO
yabpkapade Ha QT unrepBana (px. Touka 4.3 1 4.4). :

Hlwsodpenua
BesonacHocTTa H eKacHOCTTa HA 3UNPA3HICH MIPH NEHATPHYHM TALMEHTH C muzodhpeHns He ca
YCTAHOBEHH {BX. Touku 4.4 1 5.1).

Ha9sg Ha npEIOKeHHE

IepopanHo npunoxeHHe

Kancynure tpabea jaa ce norrsinat neny, 6e3 Ja ce THBYAT H TpAORa J1a ce B3EMaT MO BPEME Ha
xpaHeHe. BaxkHo e kancynuTe fa He ce TLBYAT, ThH KAaTO TOBA MOXE Ja MIOBJIHAS Ha CTETIEHTA HA
abcopbuus oT ueprara.

43 IlpoTHBONOKAIAHASA

CBpBXUYBCTBHTEIHOCT KBM aKTHBHOTO BEINECTBO HIM KbM HAKOE OT IOMOIIHHTE BELIEC
H30poenH B Touka 6.1,

YCTaHOBEH YABIDKEH QT- HHTepBal. Bponen cim,npom Ha yabokeH QT -ueTepBan. 11
HaCKOPO OCTBP MHOKapieH HHOapKT. JlekoMneHCHpaHa ChpeYHa HENOCTATHYHOCT. A
JIeKyBaHH ¢ AHTHAPHTMHYHH JIeKapPCTBEHH NpoayKTH Knac [ A v II1.

. 2
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ChbTCTRALLO JIEYeHHE C NIEKAPCTBEHH IIPOIYKTH, KOHTO YabbkagaT QT-HHTEpBaia, KaTo
aHTHapUTMHLK Knac [A wii 111, apcerneB TprokcHa, XamogaHTPHH, TEBOMETa W ALIETAT,
ME30PHIa3HH, THOPHIA3HH, MHMO3M/, cnapgIoKcallHH, raTH(IOKCAIMH, MOKCHANOKCAIIHH,
AONA3ETPOH MEZMIIAT, MeIOKHE, CePTHHAON WK Uu3anpua (BxK. Touks 4.4 u 4.5).

44 CoemBaJnH NnpefynpexicHAs B MEPKH 32 ynoTpeba

3a 21a ce onpezeNH NPH KOH NAUMEHTH JTEICHAETO ChC JUMPASKIOH He € TIPENOphIHTENHO, €
HBOﬁXO,Il,I{MD Oa ¢€ CHEMC aHaMHC3a, BKIIIOYHTCITHO q)amunua, KaKTO H []a CE HANMPABH Nperncea Ha
nauMeHTa (BXK. TouKa 4.3).

T- BaJI
- SHTIpa3HIOH NPHIMHABA JIEKO 10 yMepeHo yabkasate Ha QT- HeTepsana (Bixk. Touku 4.8 u 5:1).

3unpasunon He 6HBa na ObAe NpWwIaraH B KOMOHHAINA C JISKAPCTBSHH NPOAYKTH, 33 KOMTO CE 3Hae,
4e yarJokapar QT- uareprana (Bxx. Touku 4.3 H 4.5). Ilpenopriea ce BHUMaHHE [PH DALHEHTH CBC
cHrHA(HKaHTHA OpauKkapAus. ENeKTpoIHTHH HapyIieHHs, KaTo XHIIOKANEMHA H XHIIOMArHE3HEMHA,
YBEJIHYABAT PHCKA OT MAJMICHEHH apUTMHH H TpAOBa Ja Ce KOPHTHPAT TIpeiH Ja ce 3allovHE JeYeHHe
ChC 3HMPA3HIOH. AKO Ce JIeKyBaT NALMEHTH Cbc cTabHIHO ChpaeyHo 3a00/aBaHe, TpAGBa na ce HMa
npensu pa3aurane Ha EKT” peau fa ce 3anovme nedeHHETO.

AKO ce HOABST CHPJCYHH CHMITTOMH, KATO NANMATALMH, BEPTHIO, CHHKON WIH NpHIATBIH, TpAOBa f1a
Ce MMa NpPEeABHI BE3MOKHOCTTA OT MATMTHEHA CHPACYHA APHTMHA M /14 C€ HANPABM OLIEHKA Ha
chpaedHus cratyc, Bmountento EKT. Axo QT- unrepsanst e > 500 msec, ce TIPETIOPEYBA CTIMpaHe
HA NEYEHHETO {BX. TouKa 4.3).

Hma penku nocT-MapkeTHHIOBH cuo01eHns 3a torsade de pointes npy naiMeHTH, IpHEMAITH
SMAPA3HACH, [IPU KOHTO ¢4 HANHLIE MHOJKECTBO PHCKOBH (aKTOpH.

HenuaTpuyHa nonmynauus
EdnxacHocTTa 1 6e30macHOCTTa Ha 3MOPASHAOH NIPH JieYeHHe Ha MKH30(ppeHHs NpH Aena K IOHOIIH He
ca yCTAHOBEHH (BX. TouKa 5.1).

- Hepponemrnyen Manurien cuazpom (HMC)

HMC e pageK, HO NOTEHIHATHO daTaneH KOMIIEKS, 3a KOHTO ce croliiaBa npu npuno;xenuem Ha
AHTHIICHXOTHYHH JIEKAPCTBEHH NPOIYKTH, BKIIFOYHTENHO 3unpazuaoH. Jledennero Ha 3HC Tpabsa na
' BKJIOYBA He3a0aBHO npexpa’msane HA PHIArAHETO HA BCHYKH AHTHICHXOTHYHH JICKApCTBEHH

[IPOAYKTH.

Texxn KOKHH HEKENAHH peaKLiy
JlexapcTBeHa peakia ¢ eosHHOGHIHS M cucTeMud cumnromd (DRESS) ¢ noknazneana npu

EKCIO3KIIM Chbe 3HMpa3uacH. DRESS ¢ komOHHALMS 0T TpH WK MOBEYE OT CIEIHHTE!

KOJXKHA peaKuus (KaTo OOpHE WIH eKkc(ONHaTHBEH AEPMATHT), €03uHOGMINS, TpecKa,
TUMQANEHONIATHS K €/THO WIH TIOBEUE CHCTEMHH YCIIOKHEHHS, KATO XEMATHT, HepPHT, THEBMOHHA,
MHOKAPAUT H NIEPHKAPIHT.

TTpH eKCIO3HLIMA €bC 3UNPAZHACH Ca AOKIAIBaHH M APYTH TEKKH KOMHH HexelaHH peaKuHH KaTo
cHHApoM Ha CTuBbHC-/[HKOHCHH.

TexxkuTE KONKHH HEXKETAHH peaklHH noHskora ca garanau. [Ipy HACTENEaHE HA TEKKH KOKHH
HeyKeaHH PeakuHH JIeYeHHETO ChC SHNPa3sHIOH ce NMpeKpaTaea.

TapnyeHa JUCKHHE3HA
B13M0XHO € cleAl MPOALIDKKTENHO JIeYeHHe SHIPAsHACH /12 IPE/IH3BHKA TPAHBHA W

JAPYI'H eKCTPAITHPAMHUIHH CUHRpOMHI. M3BECTHO €, Y€ KEM Ta3H KaTeropHA CHMITTOMH §A X
NpeApasNoNiokeHy Hali-Beue naieHTH ¢ GHNONAPHO pascTpoiicTeo. Toea ce HabmoOARBS
NIPH NPOOBLILKHTEIHO JICUCHHE B ¢ HAMPeABAHS HA BH3PACTTA. AKO ce NOABST MpU3HAL
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Ha TapAWBHA JUCKHHE3H4, Tps0Ba Ja ce MpeanpHeMe NOHWKABAHE Ha 103aTa WIH NPEKPAaTABAHE Ha
JIEMEHHETO ChC 3HTIPAZHIOH.

Maxanus ,

3uUnpazHACH MOKE 112 NPSAH3BHKE COMHOJICHTHOCT, 3aMAagHOCT, TOCTYPA/THA XHITOTORMA, HapylIeHHe
Ha fI0X0AKaTa, KOSTO MO3Ke J1a Jiosese Ao naganus. [lpenoprusa ce nOBHUICHO BHHMAaHHE NPH
JiedeHHE Ha MalMEeHTH ¢ NO-BHCOK PHCK H TPAOBa Aa ce 0OMHCIIH N0-HHCKA HauasHa o3a (Hanp. npH
NalMeHTH B CTapUecka Bb3pacT WIH H3TOLIEeH: nanuenTr) (Bx. Touka 4.2).

IIpenopbuBa ce BHUMaHKE NpH [TAKHEHTH ¢ aHAMHEE3a 32 NPHITATBLH.

YepHo HO aHe
JIHncea ONMT Npy NMAaHEHTH ¢ TEXKA YepHOApo6GHa HEAOCTATEYHOCT M IIPH Ta3H IPyNa 3HNPasHAOH
TpsOBa Aa ce MpHiIara ¢ NOBKUIICHO BHAMaHHe (BkK. Touku 4.2 1 5.2).

IlopMinieH pUCK OT MO3BYHOCH/IOBH HHIIWICHTH OPH NOMYNANMATA DANMEHTH ¢ IMEHIMA

B panzoMu3HpaHH IUiane60-KOHTPOIHPAHH KIHHKYHM MPOYYBaHHA NPK MALMEHTH ¢ JeMEHLHA Cllel
MPHIOKEHAE Ha HAKOM ATMITAYHH AHTHIICHXOTHLH € HabNionaBaH NpUOIH3HTEIHO 3-KPATHO NOBHIIEH
PHCK OT MO3LYHOCHAOBH HHUHASHTH. MeXaHH3MET Ha TO3M MOBHILEH PHCK He € u3secTeH. IloBmmen
PHCK He MOXKe 1a Obje M3KIIOUEH clie/l MPUIOXKEHHE Ha JPYTH AHTHIICHXOTHIH HIIH IIPH APYTH FPYTIH
nauueHTH. 3umyen Tpadea aa ce Mpwiara ¢ BHHMaHWe NPH NALMEHTH ¢ PACKOBH GAaKTOPH 38 MHCYJIT,

Torsuimena CMEPTHOCT NIPH MANHCHTH B CTAPDYECKA BR3PACT € NEMEHITHA
lIﬂ.HHPI OT ABC TONIEMHA HabynogaTeHA NpOYy4YBaHHA [MOKA3BAT, Y¢ IIPH NAUHEHTHTE B CTAPUCCKa

BE3PACT C AEMEHITHA, KOHTO ¢a IEKYBAHH C AHTHTICHXOTHITH HMa jieko NOBHLIEH PHCK OT CMBPT H/HITH
MOTEHUHANHE MO3BYHO-CH0BH HEXENAHH CHOUTHA B CPABHEHHE ¢ Te3H, KOHTO He ca nexybaHu. Hama
* IOCTATBHMHO JAHHH, 34 J1a Ce Jale KATETOPHIHA OLIEHKA Ha TOUHATa CTEleH Ha PHCKA M NPHUMHATA 32
MOBHINEHHMA PUCK HE & H3BECTHA.

3unyen He e pazpelneH 3a ynoTpeba 3a iedeHHe Ha CBBLP3aHH ¢ AEMEHIHA TIOBEACHUYESCKH HAPYIICHHA.

Benozen tpomboemGoanstm
Cro61enn ca ciiydau Ha BeHo3eH TpoMGoemGomissM (BTE), cebpzanu ¢ ynorpebara Ha

AHTHIICHXOTHYHH JICKapCTBEHN MPOAYKTH. TpH KaTO NpH NauKeHTHTe, NEKYBAHH ¢ AHTHNICHXOTHLIM
4eCTO Ca HANHALIE NPHAOOHTH prckoBH dakTopH 3a BTE, BeHuky BE3MOAKHH pHCKOBH (akropu 3a BTE
TpabBa a 6BbAaT HACHTUGUIMPAHH [IPSAM | N0 BPEME Ha NEICHHWETO OB JUMPAHIOH | 13 Ce
MpenpHeMaT NPeBaHTHBHH MEPKH.

MpuarmssM .
Crryuau Ha NpHANHM3HM ca JOKIA/BAHHA NPH yHoTpe6aTa Ha aHTHIICHXOTHLH, BKIKOUHTETHO ,

3HNpasujoH. TasH HexkeNnaHa peakius, KakTo ce Habmoasa H NpH JPYrH NCHXOTPOIHH JIeKapCcTea,
H3IMIEKIa HE € J0303aBHCHMA M He 3aBHCH OT HPOAB/UKHTEHOCTTA Ha JEHEHHETO. :

XHNepnpoNaKTHHEMHAL ‘

Kaxro #1 IpyrH nekapcrea, KOUTO aHTaroHH3Mpar AonaMuH D2 pelienTopH, Taka H SHNPA3HAOH MOXKE
Ja MOBHIIH CTOHHOCTHTE Ha NpONaKTHHA. [IpH NprIoXKeHHEe HA CHEAHHEHHA, YBCITHUABAITH
NpoNaKTHHA ce ChobIIaBa 3a HapyIlleHus, KaTo rajlakTopes, AMEHOpes, THHEKOMACTHA H
UMMOTEHTHOCT. 1IpoAB/IDKHTENIHATA XHIEPNPONaKTHHEMIA, KOraTo € CBBP3aHa ¢ XHITOTOHaANIbM
MOXKE J1a AOBEJE N0 HaMa/IABaHe Ha KOCTHATA TUTETHOCT,

IMoMonHM BeINCCTRBA

Hampuit

To3H IeKAPCTBEH NPOAYKT ChIBPAKA NO-MaNKo oT | mmol Hatprii (23 mg) Ha Karncy
Ce KaKe, Y€ NPAKTHYECKH HE ChAbPXKa HATPHIA. o
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4.5 BzanmopeiicTBHe ¢ APYTH JI¢KAPCTBEHE NPOAYKTH H APYrd GOPME HA BIaBEMOAcHcTBHE

He ca nposeaenn dapMakokuHeTHYHH H-GapMaKoIHHAMIIHY TPOYYRAHHA MEKAY SHIPAasHAOH H
APYTH NEKAPCTBEHH CPEACTBA, KOHTO yabiDkasaT QT-uxTeprana. He Moke na ce H3KIOUH aJHTHBEH
edeKT Ha BUNIPASHAOH K TE3H JIEKAPCTBEHH NPOAYKTH, [IOPaJH KOSTO 3HIpa3HiOH He TpA6Ba 1a ce
npHnara ¢ JeKapeTBa, KOWTO yabbkasaT QT-unTepBala, KATO aHTHAPATMHIE Knac 1A i I,
apceHHeB TPHOKCHN, XaNo(paHTPHH, TeBOMETAIW ALIETAT, ME30PHAA3HH, THOPHIA3HH, TIHMO3H],
cnapIOKCaLH, TaTHQIOKCALINH, MOKCH(UTOKCALMH, AOAAa3eTPOH ME3HIAT, ME(NIOKHH, CEpTHHION
WK uEMsanpeg (BxK. Touka 4.3).

He ca npoBexzany NpoyvBaHHA 3a B3aHMOICHCTBHA HA 3UNPA3HION C APYTH JIEKAPCTBEHH MPOAYKTH
OpH Jena. _ ,

JlekapcTeenu cpencrea, mosanspau ITHC/ankoxon

Kato ce HMaT npeBH OCHOBHHTe e(eKTH Ha 3MNpa3HAoH, TP:26Ba Aa ce MOAX0X/1a BHUMATEIHO,
KOraTo ce NpHeMa B KoMOMHAlMA ¢ APYTH LICHTPaNHO ASHCTRAIH IEKaPCTBEHH NMPOAYKTH H AIKOXOJI.

ﬂhex‘r Ha 3HNPAIHIIOH BEPXY NPYTH JEKAPCTBCHH MPONYKTH

In vivo npoy4uBaHe ¢ JeKcTpoMeTophaH moKasea, ue He ce Habmoaapa 3HaYHTE/TRO HHXHORpaHe Ha
CYP2D$6 npu mna’MeHH KOHLEHTpauMH 50 % no-HHCKH OT Te3H, KOMTO C€ NOIy4aBaT clei
nOpricKkeHre Ha 40 mg 3HIIpa3MAOM JiBa ITbTH AHEBHO. Jn vitro NaHHHA COYAT, Ye 3HMPa3HIOH Moske 61
¢ yMepeH HEXHOUTOP Ha CYP2D6 1 CYP3A4. Manko BepoaTHo € 00avue 3UNPasHIOH Ja NOBTIHAC
(apMaKOKHHETHKAT2 Ha JICKAPCTBEHH CPEACTBA, META0OIH3HPaHH OT TE3H mocbopMH HA TOXPOM
P450 B xTMHHYMHO 3HAYHMA CTEMCH.

TIpueMBT Ha flepOpaNHH KOHTPALIENTHBH ¥ 3UNPA3HA0H BOIH 10 HESHAYHTEITHH MPOMEHH BbB
(hapMaKOKHHETHKAT2 HA €CTPOTEH (e’mmmecrpanuon cy0cTpar Ha CYP3A4) HJIH [IPOTECTEPOHOBUTE
KOMIIOHCHTH.

EnHOBpeMEHHHAT MPHEM Ha 3UNPa3HAOH H JIHNTHH HE € NoKa3all ¢pekT BEpXy GapMakOKHHETHKATA Ha
JIHTHA. ' :

Tbii KaTO 3HMPA3UAOH M NHTHI CE CBBP3BAT C NPOMEHH B CHPAEYHATA IPOBOAHMOCT, KOMOHHAIHATA
MOJKe 1a o0yCIIOBH PHUCK OT (papMaKOmHHAMHYHH B3aHMORSHCTRBHA, BITIOYHTEIHO apHTMHH, Bhipexu
TOB4, [10 BPEME HA KOHTPONHPAHH KIMHHYHH H3IIHTBAHHSA, CIIGA TIPIWIOKEHHE HA KOMOHHALHATA OT
SUNPASKACH IUTHOC NMUTHI He ce HaGMIoAaBa MOBHINEH KIIHHHYEH PHCK, B CPABHEHHE C JIMTHI
CaMOCTOSTENHO.

JlaHHHTe 3a CHITBTCTBAIIO JIEYCHHE ¢ THMOCTAOMTH3AaTOpa KapbaMa3enyH Ca OrpaHH4YCHH.
®apMaKOKHHETHYHO B3aHMOJCHCTBHE MEKIY SHIPA3HIOH H BAINPOAT € MAJIKO BEPOSTHO, MOPaJH
nHIIcaTa Ha ob1H MeTaGoNTHTHH ITBPTHIIA 33 ABETE NekapcTia. B npoyuBsaHe NpH NalHEHTH, IPH
€IHOBPEMEHHO MPHIOKEHUE Ha SHMPAsHAOH W BaMpoatT ce HaOMoAaBa, e CPeAHHTE KOHLEHTPALHK

Ha BaJINpPOAT ca B PaMKMTE Ha TEpParneBTHIHHA THAIIA30H, COPAMO BaNTPOAT NpIiaraH ¢ matedo.

BrusH#e Ha NPYTH JEKAPCTBEHH CPEACTRA BLPXY JHIPASHAOH

Huxu6utopsT Ha CYP3A4 xetokoHazon (400 mg/aeH), KONTO HHXHOHPA ChIIO P-gp, NOBHIYARS
MIa3MEHHTE KOHLIEHTPalHH Ha 3HnpasuacH ¢ < 40 %. IlnasMeHHTe KOHIIEHTpalMH Ha
METHLAHXHAPOSHIIPAZHIIOH H 3UMPAZHAOH CYI(DOKCH]T CE& YBEIHYABAT PeCTIEKTHEHO
OYaKBAHOTO Ty Ha 3uNpazuacH. He ¢ HaOmoaaBaHo TOITBJIHMTEIHO YABDKABAHE
BEPOATHO € IIPOMEHHTE BBB (PapMaKOKHHETHKATA, JHKALIH C€ Ha CHLITETCTBAIO
mouiar CYP3A4 uuXpOUTOPH 12 ca KIHHHYHO 3HAYHMH, CIICIOBATENHO HE C& H3HCRE
Ha no3ata. OT in vitro JaHHH W IAHHH OT MPOYUBAHKA BHPXY XKHBOTHH C€ MPEATIONAky

5
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Mozke Aa 6pae cybeTpar Ha P-riukonpotensa (p-gp). /n vivo 3HAYMMOCTTa NIPH X0Opa 0CTaBa
HeusBecTHa. Twil xaTo 3unpasugoH e cyGerpar Ha CYP3A4 1 maaymHpanero Ha CYP3A4 mp-gp e
CBBP3aHO, EXHOBPEMEHHOTO npHiloxkenHe ¢ HIykropu Ha CYP3A4 u p-gp, kato Kapﬁauaaemm
pHQaMITHH H KBJIT KAHTAPHOH MOKE Ja MIOHIKH KOHLIEHTPALMUTE Ha 3UMPA3HIOH.

Tepanus ¢ xapbamasenuH, 200 mg /iBa IETH JHEBHO B NPOAB/DKEHHE HA 21 HU BOAM 10 Hauanefme C
okoo 35% Ha eKcro3HIMATA Ha 3HIIPa3HIAOH.

MHOroKpaTHOTO NPHIOKEHHE HA AHTHALIMH, CHABPKAINH ATYMUHHH H MArHe3Mil W LMMETH/MH He
OKa3Ba KITHHHYHO 3HATHM €(EKT BEPXY (papmaxoxnﬂemxal‘a HA 3AMPAa3HAOH ITPH [IPHEM Ha
SHIPa3HIOH Cel XpaHeHE.

CepOTOHHHEPIrHYHH JIEKAPCTBEHY IPOAYKTH

B uzonupany cryuan Ma choOIEHH 32 CEPOTOHHHOB CHHIPOM, CBBP3aH M0 BPEME ¢ TEPaneBTHIHA
ynorpeba Ha 3HIIPa3UIOH B KOMOHHAIIKA C APYTH CEPOTOHHHEPIHYHH JIEKAPCTBEHH CPECTBA, KaTo
SSRIs (Bx. Touka 4.8). [IpH3HalMTE HA CEPOTOHMHOB CHHAPOM MOTAT Aa O0baar: o0BEpKaHOCT,
p130yAa, GeSpunuTeT, NOBKLICHO H3MOTABAHE, ATAKCHA, XHTIEPPE(IIEKCHS, MHOKIIOHYC M AMapHS.

CBEp3BaHE ¢ OPOTEHHHTE

3unpa3nIoH ce CEBP3Ba B 3HAUMTEJHA CTENEH ¢ IIA3MEHHTE NPOTEHHH. In Vifro CRBP3RAHETO Ha
SHTIPa3HOH ¢ TUIA3MEHHUTE IPOTEHMHH HE CE MOBIMABAT OT Bap(hapHH H NPOMpPaHOIION, JBE CHITHO
NPOTEHH-CBBP3BAlIH JIEKAPCTBA; SHIPAzHJIOH CHLIIO He OKA3Ba BIMAHKE BbPXY CBBEP3BAHETO HA TE3H
JleKapcTBa B HoBewKara mwiasmMa. I1o To3M HauMH, Bb3MOKHOCTTA 22 JIEKAPCTBEHO B3aUMOelCTRHe
ChC 3UIPA3HACH NOPajH U3MECTBAHE € MAJIKO BEPOSTHA.

4.6 DeprRIATeT, GpEeMEHHOCT H KLPMERE

B npoyusanusTa 3a penpoAyKTHEHA TOKCHUYHOCT ca Habn1oaBaHy HeGaronpHsTHH eeKTH BEPXY
PenpoOayKTUEHES NPOLIEC NPH AO3H, CBBP3aHH ¢ TOKCHYHOCT H/HIH ceHpaHe Ha makikara. Hama
AAHHM 32 TEPATOreHHOCT (BK. TOUKa 5.3).

bpemennoct : :

He ca nposexnany npoy4BaHHa ITpH GpeMeHHH skeHH. Thif KaTo ONMTHT NPH XOpPa € OTPAHMYCH,
NPWIOKEHHETO Ha SHIPA3HIOH 10 BpeMe Ha 6peMeHHOCT He ce NMPEeNopbYBa, OCBEH 4KO OYaKBaHATa
110,134 3a MaiKaTa HaJBHINABA MOTEHLHATHHA PHCK 34 I1044.

Aumuncwcomuqu NpH HOBOPOACHHTE, HI105KEHH HA AHTHIICHXOTHLH (BKITIOUHTEITHO 3HNPAa3HIOH) MO
BpPEME Ha TPETHA TPHMECTBP OT OPEMEHHOCTTA CHIIECTBYBA PHUCK OT NOSBA HA HexKelaHH PEaKI|H,
BKJIHOYMTEIHO €KCTPaNMpaMHIHE CHMITTOMH H/H/TH CHMITTOMH Ha OTHEMaHe, KOHTO MOTAT a Bapupar
. 110 TEXECT ¥ MPOXLKHTETHOCT. HMa crobmeHns 3a Bp30ya, XHIEPTOHMA, XHIIOTOHMA, TPEMOP,
CBH/IMBOCT, PECITHPATOPEH AUCTPEC HIH HapyLIeHHs B XpaHeHeTo. CneloBaTelIHO, HOBOPOACHHTE
Tpabra Aa 6BAaT HaOmonaBaHH BHHMATENHO. 3uryen He Tpabba Ja ce H3NMO3BA N0 BpeMe Ha
GpeMEHHOCT OCBEH NPH KaTeTOpHYHA HeOOXOAUMOCT. AKO ¢ He0OXOMMO NPeKpaTABaHe Ha
NEeveHHeTo 10 BpeMe Ha GpeMEHHOCT, To He TpAGBa 1a ce HIBBpLIBA PAIKO.

Kepmene .
Hsma noaxoasmy u nodpe-KOHTPONRPaNK NPOYYBAHHS NPH JaKTHPAITH xeHH. JIOKIan OT eauH
KIMHHYEH CNy4ail moKa3pa, Ue 3HIPazHIOH Ce OTKPHEA B KbpMara. [TaipenTkure Tpabaa aa 6baar
[IOCHBETBAHH Ja HE KbPMAT, aKko Npuemar 3unpazuaod. KepMenero TpaOpa 1a ce IipeKkparH, B CIyyuai
4¢ JIEYCHHETO CHC SHNPA3HIAOH © HAJIOKHTENHO. '

Depranuret
- Hama noaxonams u fobpe KOHTPOIHMpaHH NPOYYBaHKSA MIPH KEHHA H MBKe C eKCIIOo
3HNIpa3UoH.
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Kotrrpanemma ‘ :
XeHu B JeTepoIHA BB3PACT, IPHEMAIIH 3UTIPa3sH/IOH, TPAORa fa GhAaT NOCHBETBAKH Ad H3MON3BAT
MOMXOAAI KOHTPANEIITHBEH METO/I,

4.7 Edexrn BbpxY cnocobHOCTTA 3a mogupane u pabora ¢ MANIHEA

3unpasHnoH Moxe Aa IPHYKHH CHEIHBOCT M MOJKE A4 NOBIHSAE BbPXY cnoco0HOCTTa 32 modHpate H
pabota ¢ mamusu. IlalMeHTHTE, KOHTO HMA BEPOSTHOCT Aa wodupaT Wwin paboTAT ¢ MalMHH, TpAGBa

Ia 6BaaT NpeRyNpeIeHN 34 TOBA.

4.8 Hexe1aHH JIEKAPCTBEHH PeAKIHE

Tlepopanto 3UNpasHAOH € NpIIAraH B KIIHHUYHH IPOYYBaHKs (BXK. TouKa 5.1) Ha okono 6 500
BB3pacTHu naumerTd. Hali-uecTrre HexxenaHH mekapcTBeHH peakuuu, HaGmoJaBaHH NPH
NpOoyYBaHHATA HA MALHEHTH ¢ MH30QPSHHA ca HHCOMHMA, COMHOJIEHTHOCT, raBobonue H Bb3byna. B
KIHHUYHATE TPOyYBaHMUA NPH MALKEHTH ¢ OUMONApHA MaHHA Haii-dJecTHTe HEXEIAHH JICKAPCTECHH

PEAKIMH Ca Celallks, ITTABOJIOHE H COMHOJICHTHOCT. ' '

Tabnuuata No-KoXy ChABPAKA HEXKEIAHHTE IEKAPCTBEHN Peakiliy, Gasup

Npoy4YBaHHA NpH M30dpeHus GunonspHa MaH!A

aHH HA KOHTPOJIHPAHH

Beuvki HeXeNaHK IEKAPCTBEHH PEaKIHA ca H3GPOoeHH Mo KJIaC M 4ecTOoTa: MHOro YectH (= 1/10),
gectH (> 1/100 mo < 1/10), newectu (> 1/1 000 no < 1/100), peaxn (= 1/10 000 mo < 1/1 000, mHOTO
peakn {<1/10000) u c HEHM3BCCTHA JECTOTA {4yecToTaTa He MOKe 12 OBAE OLICHEHA OT HATHYHHTE

JAHHH),

Hexenannre peakiii, H30pOeHH N0-01Ty, MOrar Na ObAatT aCOLHHPaHH ¢ OCHOBHO 3a00NsBaHe W/ HIH

CBIBTCTBALILO JICYCHHE.
Cueremo MHuore YecTH YecTH HeyvecTn Peaxu C Hen3BecTHA
OpraHHu =1/10¢ >1/160 no <1/10 | =1/1000 xo >1/10000 no JecToTa {He
KIAacoBe <1/100 <1/1000 MOHKE 1A ce
YCTAHOBH OT
HANHYHHATE
JAHHH}
Hapywenna na CepbxuyBRCTBH- | AHAHIaKTHIHA
HMYHHATA TETHOCT peaxuma
CHCTeMa :
Hadexnnn n Pummar
uupecTanun
Hapyenus xwa Jlumdonenns,
KPLETA H ' noBHIeH Gpoit
aumpHaATA eoanHo(HIH
cHCTEMA
‘Hapymienus ua XAnepnponak-
|enaokpAHHATA THHEMHS
CcHCTEMA -
Hapymennn-na [TOBHINEH ATIETHT | XHIOKATIHEMHS
MeTaboaH3MA B
XpaHeHeTo
TlcuxHUHH HucoMuun Maumus, 5p30yaa, |[Januuecka ataka, | XumomaHs,
HAPYIEHHR TPEBOXKHOCT, KOLIMAapH, 6pamidpe
GezmokoiicTBO HEPBHOCT, AHOPrasM
JenpecHBHH W3paEHEH 3
CHMITTOMH,
HaAMAIICHO
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Caeremo Mpuore yecTH YecTn Hegecrn™ Penxn C Ben3BecTHA
OPraHHH >1/10 >1/100 po <1/10 | >1/1000 o >1/10000 no qecToTa (He
KJacoBe <1/100 <1/1000 MOKe I3 ce
‘ YCTAHOBH OT
HAJIHIHATE
AaHHH)
mulnpo
Hapymenus na | ComBoNeHTHOCT, |JlBcTOHMA, Cumxon, grand HepponenruaeH
HEPBHATA riapofonae eKCTpanHpaMua- |mal KOHBYICHH, | MATHTHEH
cHeTEMA HH pascTpoticTBa, |aTaKcuq, CHHOPOM,
OAPKHACOHW3EM, |aKWHesHs, CEPOTOHHHAOB
TApAHBHA CHHIPOM Ha CHHIPOM,
JONCKHHE3HA, HECTIOKOHHUTE CMBKEAHE Ha
JHCKHHESHA, Kpaka, JHIETO, NApe3H
XHIIEPTOHYC, HapylleHHe Ha
AKATH3HA, MoxoKara,
TPEMOP, CIIOHOOT/ENSHE,
3aMafHOCT, NIAPECTE3H,
CeALHA XHMIIOECTE3UH,
IM3aPTPHS,
HapynIeHAE HA
BHAMAHHETO,
XHMEPCOMHRH,
JETAPrHA
Hapymenun ua 3amMBbrieHo OxynorapycHa | AMOmHOmAs,
OMMNTE 3peHHe, IPHTEIIHH | KpH3a, cbpbex B 09uTE
YBpeXaaHu dorodobua,
CYXOTa B OUHTE
Hapymenus Ha BeprHro,
¥XOTO THHHTYC, 50JKa B
nabepuuTa YHIHTE )
CrpaeqHn Taxuxapans Iannerauni Torsade de
HaPYHIEHHS pointes 7
Craosu Xuneprouns Xmmepronwana | Cucronna Benozen
BHADYLIEHHSA KpH3a, XHIIEPTORNS, eMOOMH3BM
OpTOCTaTHIHA JHACTOJHA
XHIOTOHHS, XHANCPTOHAA,
XHAMIOTOHHA NabHNHO KPBBHO
HajATaHe
PecnupaTopan, CraraHne B JlapuHrocnaseM,
rpPBOHH H rBpAOTO, XBbllaHe
MeAHACTHHATHH IOHCITHES,
HRPYIWIEHAR opotapuHTeanHa
6omka
Cromamno- Nospbmaxe, Jucdarms, Juapmanu
YpPEBHA JHapHi, raaeHe, . | racTpHr, racTpo- | H3IpakKHEHHA
HAPYILICHHS 3aTeK, " | e3othareanna
XHIIepcekpelAn | pedpaykcHa
1{Ha CIIOHKATa, Gonect, kopeMeH
CYXOTa B ycTatTa, | anckoMopt,
JACIENCHA HapyIIeHHe Ha
€3HKa,
duTaTyReHIna
Hapymenus na Obpus Ypruxapus, JexapcTae:
KOXATA H MaKyJno- peakums ¢
MOZKOMKHATA nanmynosex e03HHO(
ThKAH o0pHe, akHe, CHCTEMHH |
8




.

Penxcu

CHcTeMo MHoro gecTH Yeerr Hevectn C sen3BecTHA
OpraHHH =1/10 >1/100 po <1/10  (Z1/1000 a0 >1/10000 no qecToTa (He
K/IacoBe : |<1/100 <1/1000 MoOe Ja ce
- ' YCTAHOBH OT
HATHYHHTE
AAHHHA)
anonenua CHMIITOMH
(DRESS),
MICOPHA3MC,
aHrHoeneM,
aneprudeH
JIEpPMATHT, OTOK
Ha JIMLETO,
€pHTEMa,
MANyIo3eH
o0pHE, KOKHO
Opa3HeHe
Hapymenus na MyckymHa TopraKonmc, Tpwmyc
MYCKY/IHO- - | pHTHAHOCT MYCKYJIHH
CKeJIETHATA cnasmH, Oonka B
CHCTEMA H xpalHuIraTe,
CLeIAHATE/IHATA MYCKYIHO-
THKAaH CKeJIeTeH
axckomopr,
CKOBAHOCT Ha
CTABHTE
Hapymenaa Ha HukonTaHeHmA | PereHiys Ha
6nOpennTe B Ha ypHEaTa, YpHHE, eHype3a
NHKGYHHTE IJmsypusa
MHETHINA
CreToRNRY, AOcTHHEHTEH
CEBLP3aHH ¢ CHHAPOM ¥
GpeMeHHOCTTA, HOBOPOAEHOTO
poaoBus H
nocaeponoBHA
nepHox
Hapywenns Ha Cexcyanna Tanakropes, Ipuammsbm,
BB3NPOH3BOAHTE MHChYHKIN NP | TRHEKOMAcTHA, | yBesudeHa
JAHATA CHCTEMA H MBXe ‘ aMeHopes ePEKIHS,
rLpaaTa CPEKTHIHA
IuChHYHKIIHA
O6mm Iupekcna, Gonka, | IackomMdopTs | Yeemmare 3a
HAPYIICHAR A acTenns, ymopa |ofnacTra Ha ropemyHa
eexTd Ha : ['bPAMTE, KaKIA
MHCTOTO Ha
OpANokeHHE
Hacneapanusa Hamaneno terno, | Vaeaxen QT TMosumena
YBeNIM4eHO TETTI0 | HHTepBal Ha JIAKTATAEXUAPO-

EKT', oTKIOHeHHA

- | B HacIenBaHnuATa

Ha
gepHoApoOHaTa
yHEIHA

reHa3a B KPEBTa

B kpatkoTpaiiHH H NPOARLKHTENHA KITHHAYHH NPOYYBAHHS CHC 3HIPA3HICH ITPH
GunongpHa MaHKd, NoABaTa Ha TOHHTHO-KIIOHHYHH NPHIIATBUH H XHIOTOHHA € §

Bb3HHKBALA MPH NOA 1 % oT NneKyBaHHTe Che 3HNPAIHACH MALHEHTH.

DE/M/1866/001-004/1B/024
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3unpasuAcH NPUYMHABA cNab0 Mo yMepeHo 0303aBHCHMO YABKaBaHe Ha QT-uATepBana (BX.
Touxka 5.1). B kimnuuHMTE NpoyUBaHMs NpH MaryeHTH ¢ WH3odpeHns, yasokasaue ¢ 30 1o 60 msec
¢ HabmopmaeaHo nipH 12,3 % (976/7 941) oT enekTpOKapaANOTPAMHUTE Ha JIEKYBAHHTE CHC 3HMPA3HIOH
nauuenTH H ph 7,5 % (73/975) ot enexrpokapanorpaMuTe Ha MAUKHCHTH Ha mialebo. Y AbokaBaHe ¢
> 60 msec e Habmonasano mpu 1,6 % (128/7 941) u 1,2 % (12/975) oT eneKTpOKapAHOrPAMHTE
CHOTBETHO HA NALHEHTH, JIEKYBaHH ChC 3HIIPa3HIOH H ¢ mnaneto. Yecrorara na yxewkasane Ha QTc
HHTepBana Han 500 msec e 6una 3 ot 06mo 3 266 (0,1 %) npH NauMeHTHTE, TIEKYBAHH CHC
3unpazufioH ¥ 1 ot obmo 538 (0,2 %) npu naumenTHTe Ha I1ane6o. CpaBHAMM pe3yATaTH ca

. HabMIONABAHM B KIIMHMYHHWTE NPOYYBAHKUA NPH NALHEHTH C OunonapHa MaHMA.

B npogb/KHTETHH NPOYIBAHHA MIPH IH30QPCHHS, B KOHTO 3HIPa3sHAOH € NpUlarad Karo
NOIBPKALLA TEPAITHA, HEBATA HA TIPOJIAKTHH NPH NALHEHTH, ICKYBAHH ChC 3HNPA3sHAOH B HAKCH
ClfydaH ca OHJTH NOBHIICHH, HO TIPH MOBEYETO MALHMEHTH €4 ¢ BE3CTAHOBABANIH A0 HOPMAITHH
cToliHocTH Ge3 npexbcBaHe Ha NedeHHeTo. OCBEH TORA, MOTEHIMATHHTE KITHHHYHH NTPOABH (HaMp.
THHEKOMACTHA M YBEIHUECHHE HA IEPAUTE) ca OHIH peaKH.

Heduampuuna u 10KOWECKa RONYRayUR ¢ BIUMONAPHA MAHUA U IOHOULU C WU3OPPERUR

B nane60-koHTPOIHPAHO NpoyuYBaHe MpH NALMEHTH ¢ OUMOApHO pascTpoicTBo (BB3pacToB
unrepean 10 - 17 ropuun), Haii-yecTHTE HekeNAaHH peakin (OKNABaHH ¢ yecToTa > 10%) ca
ceflaliiA, ChHIIHBOCT, I1aBobonKe, yMOpa, rajieHe H 3aMaiiBase. B miane6o-KoHTpoNHpaHo NpoyyBaHe
NpH IAUKEHTH ¢ mu3odpeHnd (Bp3pacTos uaTepBan 13 — 17 roqun), Hali-9eCTHTE HEXETAHU
peakuyy (AoKIagBaHy ¢ 4ecToTa > 10%) ca CHHAHBOCT H EKCTPATHpaMIIHN HapylueHHe. Yectorara,
BH/Ia M TEXKECTTA HA HEXKEJIAHWTE PEAKLMH NPH Te3H NAlMeHTH KaTo Ao ¢ nonodHa Ha TasH,
HabonapaHa IpH BB3PACTHY ¢ GHIIOMPHO pa3CTPOHCTBO, JICKYBAHH CHC 3HIIPA3HIOH.

3HNIpasHACH ce CBBP3Ba ¢ MOAOGHO c1abo 10 yMEpEHOo 10303aBHCHMO yabbkaBane Ha QT uHTepBana
IpH KNHHHYHH NMPOYYBaHAA Ha NEANATPHYHH NALHEHTH ¢ OHNONAPHO pa3cTpolicTBO H N30 peHNS,
CpaBHMMH ¢ Te3H HAGMIOAABAHN MY TIOMYMALEATA OT BB3PacTHH. TOHHYHO KNOHHYHH NPHNATELM H
XHITOTOHHA He ce ChoOImaBaT B mauefo-KOHTPONIHpaH: KIMHHYHH NPOYYBaHuA MPH GHNoNApHO
pa3cTpoHCTBRO. :

Coolnlapare Ha NOAC3UPAHH HEXEJIAHH PEaKITHU
CrobmaBaReTo HA MOJOZHPAHH HEXKENaHH PeakIMK Cliell pa3peillaBaHe 3a ynoTpeba Ha JISKApCTBEHHS

NpoAyKT € BakHo. ToBa NozeoNgpa a NPOIBHKA HAOMIONEHHETO HA CHOTHOLIEHHETO TIONT3a/PUCK 3a
NexapcTBeHHs MPOAYKT. OT MENMIIMHCKHTE CIICUHATHCTH CE H3MCKBA Ja CHOOMaBaT BCAKa
TIONIO3MPAHA HeXeNaHa Peakims upes H3mn/iHHTe A areHIps 110 JISKapeTBaTa, Y. ,,Jaman ['pyes”
Ne 8, 1303 Codma, Ten.: 02 8903417, yeOeaiit: www.bda.bg.

49 Ilpeaosmpane

OnuThT NpH NpeNo3HpaHe Ha 3¥NpPa3uaoH e orpaHdyeH. Hali-romamoTo noTespacHO €AHOKPATHO
npreMaHe Ha 3unpa3uzocH € 12 800 mg. B 103w ciywaii ca HabmronasaHH eKCTpaNHpaMHIHH
cammromu # QTc HHTepBan or 446 msec (63 nocnencTeUA 3a chpuero). Ilo npuALKN, Hak-9ECTO
ChOG1ABAHITE CEMITTOMH IIPH IPEJO3HPAHE Ca SKCTPANHPAMHHH CHMIITOMH, CHHANBOCT, TPEMOp H
TPEBOXKHOCT. :

BB3MOXKHOCTTA 3a 3aMBITICHO Ch3HAHKE, NPUITATHIH HWIK JHCTOHHYHH PeakliMM Ha INIaBaTa H BpaTa
cJieq] MPENO3UpPaHe MOMKE N MOBHINK PHCKA OT aCMHPALEA IPH NPeIH3BHKBaHE Ha MOBPBINAHE.
HesabasHo Tps6Ba Aa ce 3aNouHe CHpACIHO-CHAOE MOHHTOPHHT, BESIOYHTENHO MPOABDKHTEICH
€/IEKTPOKAPIHOTPADCKH MOHUTOPHHT, 34 /Ia C& OTKPHAT BB3MOXKHH apuTMEH. Hima cnenmduyeH
AHTHZIOT Ha 3HTIPa3HICH. :

10
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5. ©APMAKOQJOITHYHH JAHHH
5.1 ®apMakoAHHAMHYEH CBo#icTBa
®apMakoTepaneBTHYHA IPyTIa: Aﬂmncimomun, uuzonosd nponssonuu, ATC xon: NOSA EO4.

3HNpasHIOH MMa BHCOK aHHNTET KBM JONAMEHOBHMTE pelienTopH THN 2 (D;) H 3HAYHTENHO MO-BHCOK
aHHUTET KbM CEPOTOHHHOBHTE penienTopu THIL 24 (SHT24). 12 yaca cnen eanoxpaTHa qo3a ot 40 mg
3UNpa3x/IoH, peuentopHaTa 6nokana e Gina Hag 80 % 3a cepoTOHHH THI 24 ¥ Hax 50 % 3a D npn
H3MO/I3BaHE HA TIOSHTPOHHA eMHcHOHHA Tomorpadus (ITET). 3umpasiaon chulo TaKa B3aHMOACHCTRA
CBC CEepOTORHHOBHTE peuenTopl SHTc, SHT1pH SHT)a, XaTO HETOBMAT aMHHTET KbM TE3H MECTA €
PaBEH WK NO-BHCOK OT adHHMTeTa My KbM D2 penenropa. 3umpasHioH HMa YMepeH aQHHHTET KbM
HEBPOHAITHHTE CEPOTOHHHOBH M HOPA/IPERATMHOBH NPEHOCHTENH. 3UIIPa3HIOH NPOSBIBA YMEPEH
apuauTer KbM xHcTaMHH H(1)-u a(1) penenropure. 3erpa3mor1 TIPOABABA HE3HAUHTENEH AQHHHTET
KBM MyckapHHOEHTE M(1)-peneriropn.

3HNpasHAOH e JOKA3aH AHTATOHMCT KAKTO Ha CEPOTOHHHOBHTE THI 24 (SHT24), Taka ¥ HA
nonamuHosKTe TN 2 (D2) penentopu. CunTa ce, Ye TepaneBTHYHATA AKTHBHOCT CE [IOCTHTa OTYaCTH
4pe3 Ta3H KOMOHHAIHA OT AHTATOHHCTHYRH Bb3AeHCTBHA. 3UNpa3uAcH CBi0 € H MOILIEH AHTATOHHCT
Ha SHT:cu SHTm peuentophre, momen aronnct Ha SHT 14 perieniropa H maxubupa nenponanncm)
00paTHO 3aXBalIAHe HA Hopa,upeﬂanm{ H CEPOTOHHH.

ﬂomnmenﬂa HHQOQMM OT KITHHHYHH MPOVYBAHKSA

Hhuzogpenun

B 52-ceamuuHO NpoyYBaHe 3HNpa3iioH eeKTHRHO NOABPKA KIHHHYHOTO NoaobpeHne cien
APOABIDKABAHE HA TEPAMHATA NPK DALMEHTH, KOMTO €3 [IOKA3AIH ITEPBOHAYATIHO TIOBITHABAHE OT
NCYECHHETO: HAMA ACHH JAHHH 3a BPB3KATa 1033-0TTOBOP B IPYNHATE ChC 3MNpasiaoH. B tosa
NPOYUBaHE, KOETO BKITIOYBA GOIHM ¥ C [O3HTHBHM, M C HETATHBHH CHMITTOMH Ha mmo@pe}[ml
e(EeKTHBHOCTTA HA 3HIPa3HICH € AEMOHCTPHPaHa KAKTO N0 OTHOMIEHHE Ha NO3HTHBHHTE, TaKa H Ha
HETATHBHHTE CHMITTOMH.

YecToTaTa Ha MOBHINABAHE HA TENECHOTO TEIVIO, CHODIIEHA KATO HEXKeNnaHO CHOHTHE B KPaTKOTPaHHA
(4 - 6 cenMHLA) MPOYUBAHHA NPH TALMEHTH C IMH30PPEHNA, ¢ GHNA HUCKA H HACHTHYHA IIPH
NALHEHTHTE, JISKYBAHH CHC 3HNIPA3HIOH H ITPH Te3H Ha wiatebo (0,4 % H 3a neere rpynu). B
SAHOTOAMIIHO MUIaueGo-kOHTpOIHpaHo Npoy4BaHe MPH NAlMEHTHTE Ha 3HIPa3HICH € Habmonasana
cpenHa 3aryba Ha TesiecHO TerJio oT 1 — 3 kg B cpaBHeHMe CEC cpesiHa 3aryGa Ha Terno ot 3 kg npu
nalMeHTHTS Ha Iianeo, '

B apoitHo casmno cpanﬂmenno NpOYUBaHe NPH MALHEHTH ¢ HH30PPEHUA ca MPOCISAEHH
MeTaboNnHTHHTE MapaMeTPH, B TOBA YHCIIO TEIVIO, CTOMHOCTH Ha HHCYJIMHA Ha IIagHO, 001
XONECTEPON ¥ TPHITTHLIEPHIH, KAKTO H MHAEKCA Ha HHCY/IMHOBA pesHcTedTrocT (UP). Ilpn
NalHEHTHTE Ha 3HNPa3HI0H He ca HAaOMIONaBaHH 3HAYHMH NIPOMEHH OT H3XO[JHHTE CTOHHOCTH Ha TE3H
MeTabONHTHH NapaMeTpH.

Pezynmamu om zonamo nocmmapremun2060 npoyusane Ha 6E30RACHOCMMA.
ITporeneHo ¢ paHIOMH3HPAHO NOCTMAPKETHHIOBO ITpoyuBaHe nipH 18 239 nauwpentr ¢ umzodpenns, ¢

npocnendeate 3a 1 roguHa, 3a 1a ce onpeAey Jank BIHAHHETO Ha 3Hmpa3uoH Bepxy QTc
MHTSPBA/IA € CBHP3AHO ¢ NIOBHLIEH PHCK OT He-CYMLIMIHA CMBPTHOCT. B nipoyuBaneTo, koeTo 90Xpa

CMBPT, BEBIPEKA TOBA YHCIIEHO HEHAMMTENHA 1I0-BHCOKA HECTOTa Ha C'bp,ue‘lHO-C'b
HaOmonaea B rpynara Ha 3unpaspaoH. Crio Taxa, ce HabMmoNaBa CTaTUCTHYECKH
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HECTOTA Ha XOCIIHTANIH3AHHA MO BCAKAKBH NPHYWHH B I'PYTIATa Ha 3HNPa3HAOH, IIPCAHNMHO TIopaaH
pa3iHiHi B 6p0$l Ha XOCITHTaNN3alHHTE B NCHXHATPHATA.

Bunonapra manus

E¢ukacHOCTTa Ha 3WMPA3HIOH NpPH BE3PACTHH C MAHHA € YCTAHOBCHA B JIBE I1aLie00 KOHTPONHpaHH,
IBOHHO-CNIENHN, TPHCEIMHMHH MAITHTEAHHS, KOMTO CPABHABAT 3HOPA3KMACH C IUTauebo ¥ B eQHO
JBOHHO-C/IANO ABAHANECETCEAMHYHO H3MUTBAHE, KOETO CPABHABA 3UINPA3HAOH C XaJIONEPHAON H
mnanebo. Te3n usnHTBAHMA BKIIOYBAT okoNo 850 malMenTa, oTropapAuy Ha Kputepaute Ha DSM-IV
3a 6Hnom1pno pascTpoiicreo THI [ ¢ ocThp MaHWaKaneH WM cMeCeH eNM30, Che WK Ge3
" merxoTHuiH nposer. H3xoaHoTO HanMYMe HA ICHXOTHYHH TIPOJABH B M3MHTBaHUATA ¢ Ouio 49,7 %,
34,7 % wnu 34,9 %. EduxacHocTTa € oileHeHa Upes ckayaTa 3a OLieHKa Ha MaHHs (Mania Rating
Scale- MRS), Ckanata 3a mbHaTa KIMHHYHA ouenka- (The Clinical Global Impression-Severity scale
{CGI-S) e 6una HAK €1Ha OT TEPBUYHHTE, WIH OCHOBHA BTOPHYHA NPOMEHJIHEA 110 OTHOLIEHHE Ha
¢(pHUKaCHOCTTA Ha Te3M W3nuTBaHuA. JleueHuero cbe sunpasuacd (40-80 mg aBa rbTH AHEBHO, CpeHa
aHeBHA 033 120 mg) BofM 10 CTATHCTHYECKH 3HAYMMO MO-TONAMO MOJ0OPEHHE H M0 ABETE CKAJH
MRS & GGI-S npu nocneana ewsnTa (3 ceAMMIIN), cpaBHEHO ¢ wiaueGo. B ABAHANECETCEAMHYHOTO
HM3MUTBAHE, TEUYECHHETO ¢ XanonepuaAon {cpeada AHeBHA No3a 16 mg) mpeAH3BUKBA CTATHCTHYECKH
3HAYHMO IO-FOJIIMO HAMATEHHE Ha pesyiTaTHTe o MRS, cpaBHEHO ChC 3UTIPA3MIOH (CpeiHa JHEBHA
- mo3a 121 mg). 3unpasHaon JeMOHCTpHpa e(pHKACHOCT CPaBHMMA C XATONEPHIO MO OTHOINEHHE Ha
NpPOLEHTa NAUMEHTH NOATBPKALIH OTTOBOP KbM JIEUEHHETO OT CEAMHLI 3 mo cenmuita 12.

IenHaTpyuYHH TPOYUBAHHUA

Rumoanapna manua

EdexkTHBHOCTTA Ha 3HIIPa3sHIOH TIPH JIeUeHHe Ha OUMONApHO pa3cTpoiicTBo THN | mpu nenHaTpHIHK
naupeHTH (10 10 17-roguinHa BE3pacT) € OLeHEHa B YETHPH CEAMHBYHO TIaneS0-KOHTPOITHPAHO
KJIMHHYHO Npoy4Baune (n = 237) Ha XOCITHTAA3HPAHH MK aMOy/IaTOPHH NALMEHTH, KOHTO
u3reIHABAT DSM-IV kpurepuure 3a GunonspHo pascrpoiicTBo THN I, MaHMIAHM HIH cMeceHH
€MH30/M ChC MITH Oe3 MCHXOTHYHM MPOsABH U npuTexasamy Y-MRS ckop > 17 Ha 0a3a H3XOAHO HHMBO.
Tosa apoiiHo-cnano, rwiane60-KOHTPOMHPAHO NPOYYBAHE CPABHABA IbBKABO .uoanpal{m MEePOPASIHO
npunaras sunpasiaon (80 — 160 mg/aex (40 — 80 mg BID), paszenen Ha 1Ba npieMa, NpH NALKEHTH
¢ rerno > 45 kg; 40 ~ 80 mg/nen (20 - 40 mg BID) npH naumeHTH ¢ ternno < 45 kg) ¢ mnanebo.
3HnpasHAOH € IPHIAraH KATO €AHOKPATHA 1033 oT 20 mg Ha MHPBHA JieH, CJIe] TOBA A034Ta €
THTPUPAHA B NPOALDKEHHE Ha | — 2 ceIMHIM B IBe AHEBHHA N03H, AC TAPreTHWA AHANAZ0H OT

120 — 160 mg/nen npu nauHeHTH ¢ Terao 2 45 kg wiu 60 — 80 mg/neH npH nauueHTH ¢ Tero < 45 kg,
PaspemeHo e acHMeTpHYHO JO3HPaHE ChC cyTpeinny no3u 20 mg Wik 40 mg Io-HUCKH OT BEYEPHHTE
LO3H. 3ANpasHMIOH NOKa3Ba No-K00pH pe3ysITaTH oT Iwiauebo NpH NPOMAHA OT HIXOJHOTO HEBO RO
ceamuua 4 B obumsa Y-MRS ckop. B ToRa KIMHHYHO NPOYYBaHE CpeiHHTE NPINOKEHH HEBHH JO3H
ca 6HH 119 mg 1 69 mg npyu napenT! CHOTBETHO ¢ Terno > 45 kg m < 45 kg.

3unpasHioH e olieHeH 3a GesonacHocT Npw 237 neauarpiyny namedTH (Bb3pacT: 10 a0 17 ronuam),
KOMTO €a y4acTBaJIH B KJIMHHYHH NMPOYUBaHHA ¢ MHOTOKPATHO JO3HPAHE NMPH OHIIOJIAPHA MAHHA,
BCHYKH 31-Ma NeAHATPIMHM NALMEHTH ¢ GHNONAPHO pa3cTpoiicTBo THN | ca NpHeMany nepopancH
3HNPa3HACH Hai-manko 180 qHm.

B 4-ceMH4HO KIMHUMHO TIPOyBaHe NpH NeauaTpaaHy namienTd (10 - 17 romunu) ¢ 6unontpHa
MaHHA He e HabmoJarana paznyka MexIy 3UNPa3uaoH | manebo NpH cpeHa IPOMAHA CIIPAMO
H3XOAHOTO HHBO HA TENECHO TErNO, HII0KO3a HA miaHo, o0 xonectepon, LDL xonectepon Hin
HUBO HA TPHIIMLIEPHIIH B KPBRTA.

JIMNCRAT IPOABLKMTENHR ABORHO-CIETIH KIHHUYHH H3HTBAHKA, NPOYUBAINy ed
[OHOCHMOCTTA Ha 3UNpa3HAOH NPU JELA H I0HOLIH.

JIlnmceaTt NpoABIKATENHA KIHHHYHH H3MHTBAHHA, TpoyuBaiy epHKacHOCTTa Ha §
TpeNOTBPATABAHE HA PELIMAMBH HA MAHUHHH/ICIPECUBHA CHMITTOMH.
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[Mporpamata 3a IH30peHHs B MIEAHATPHIHATA MOMyNAalHA BKIIOYBA KPATKOCPOYHO, 6-CeIMHYHO,
nnanebo-xoHTponupano npoyusane (A1281134), nociaeasaHo 0T 26-ceIMHIHO OTKPHUTO YABJLKEHO
npoyusase (A1281135), koeto € npeAHa3HAYEHO Aa NPEROCTABH HHOpMaims 32 eHKACHOCTTa,
Ge30macHOCTTa H MOHOCHMOCTTA Ha NepOPaNHO MPHIOKEH 3HNPasuioH (40-80 mg qpa ITETH JHEBHO
N0 BPEME Ha XPaHEHE) IPH JBITOCPOYHOTO My NPHIOKEHHe NPH I0HOM Ha BB3pacT ot 13 a0 17
TOAMHH (BKIIOMHTENHO) ¢ MHzodgpenns. [lequaTpHIHOTO NpoyHBaHe MpH mE30PPEHHS € IIPEKPATeHO
OT MPHTEXKATEIA Ha pa3pellieHHETO 3a ynorpeﬁa Ha pedepeHTHHS NEKAPCTBEH NPOAYKT NOPaiH JIHICA
Ha e(HKacHOCT (BXK. Touka 4.2). .

5.2 Qapmauon&nnemqnn uioiic*rnw

AGcopbims

MaxcHmanHy nira3MeHy KOHLEHTPALHH HA 3HIIPA3uioH ¢ie]l MEOTOKPATHO NepPOPaIHO NPHIOKEHHE ¢
XpaHa o0HKHOBEHO ce AocTHraT 6 1o 8 4aca cie npHema. AGCOMOTHATA GHOHANHYHOCT Cliej,
nipunarase Ha Aoza ot 20 mg, npuera ¢ XpaHata e 60%. dapMakOKMHETHYHH POYYBAHHA NOKA3BAT,
4¢ GHOHANHYHOCTTA HA 3HMPA3HAOH ce yBennuaga 1o 100% npu Hanmunie Ha xpana. Ero saiio ce
NPENOPHYBa HIPA3HZOH 1A Ce MPHEMA ¢ XpaHa. '

Pasnpenenenne

ObemeT Ha pasnpeaenenne ¢ npuGnuzurenHo 1,1 kg, 3unpa3unon ce cepp3sa Hall 99% c
Nna3sMeHHTe l'l'p()fI’GI'IHH._

BuoTrpauchopm H eNHMHHHPaHe

CpeIHMAT TePMHHANEH MOMYKHUBOT Ha 3HTIPA3KMAOH Cliel EPOPATHO TPHIIOKEHHE € 6,6 yaca.
PaBHOBECHH KOHIICHTPALIMM €€ IOCTHraT B pamkuTe Ha 1 - 3 THH. CpeHHAT KIMPBHC Ha SHIIPa3HIOH,
TIPAIONEH HHTPABEHO3HO, ¢ 5 ml/min/kg. Oxono 20 % or Ao3aTa ¢e eKCKPEeTHPAT B YPHHATA H OKOJIO
66% ce eMMMHEHPAT ¢ PeKaTHHTE.

3unpasuOH TOKA3Ra IMHEHHA KHHETHKA B TepaneBTHYHHA 030B HHTepBat oT 40 Ao 80 mg nBa nvTH
IHEBHO cTiell XpaHeHe. -

3unpa3zupoH ce MeTaboNN3Hpa eKCTEH3HEHO B OPraH|3Ma clie]] MEPOPATTHO NPHIOKEHHE, KaTO CaMo
Ma/TKa 9acT ce €KCKpeTHpa B ypHHaTa (< 1%) wim dexamaure (< 4%) B HenpoMeHeH BHJ. 3UNPAa3HICH
OCHOBHO C€ OTCTPAHABA N0 TPH MeTabOIHTHH HAYHHA, ITPH KOETO CE TIOTYYABAT YETHPH OCHOBHH
LMpKynupamy Metabomura: Gensusorrazon munepasul (BITP) cyndokeun, BITP cyndon,
3MOPazHACH cyI(OoKCHA H S-MeTwnmuxHApo3unpazuaoH. HenpomeHeHRAT 3UHNpa3HAOH npecTaBska
oKono 44% ot BeuuKH (POPMH HE 3UNPA3NIOH B CEPyMa.

3unpa3zHAoH ce Me'raﬁonmnpa OCHOBHO 110 JIBA IIBTA: peAYKIHS H METHIHpaHe A0 o0palyBaHe Ha
S-METHIIHXHBAPO3HNPAZHICH, KOHTO TIpeCTaBIABAT OKOJIO IIBE TPETH OT MeTaboNH3Ma, U OKHCIIEHHE,
KOeTO MpeJICTARIABA OCTAHANATA e/lHA TpeTa. B in vitro Mpoy4yBaHHs ¢ YOBEINKH qepﬂonpo&-m
CYOKNETHYHN HpaKIH ¢ YCTaHOBEHO, e S-MeTHIMXHAPO3HNPasHAOH ce 00pa3yBa B JBe CTHIKH.
Tezn MpOyHBaHHA MOKAIBAT, Ye MPBATA CTHIKA C€ OCBIIECTBABA NIIABHO HPe3 XHMHYECKA PelyKLMA
OT TTATHOH, KAKTO W 9pe3 CH3AMHA PEAYKLHA OT aNIeXHAOKCHAA3a. BTopaTa cThIKa € Me'mnﬂpaﬂe
4pe3 THON MeTHITpaHcdepasa. In vitro npoy4ysaHusa 10Ka3Bar, 9e CYP3A4 ¢ rnapHudar

yqacme Ha CYP 1A2.

3HnpasHaoH, S-METHIARXHAPOSHIPASHACH H SHNPAZHAOH CYAQOKCHN IPH H3MTES
TIOKA3BaT CBOJCTBA, KOWTO NpeAnonarar eekT Ha yAbukasane Ha QTc. S-MeTuimnkE:
C€ EJIMMMHHPA IMABHO ¢ HMPAKHEHUATA Ype3 OHIMapHa eKCKpeLMs ¢ MATBK IPHHOS
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KaTATH3HPaHKA METaGOITH3BM. 3unpaznnoH cyndoKCHA ce eNHMHHHpPA '-[pea H61OpeuHa eKCKperns. i
upe3 BTOpHueH MeTabonu3sM, KaramusupaH or CYP3A4.

CrieLHanHy monynanHi

DapMAKOKHHETHYHHAT CKPYHHET Ha NAINHCHTH HE OTKPHBA HAKAKBH 3HAYHMH (JapMakOKMHETHYHH
PayTHKH MEXAY NYLIadH U HeMyIa4H.

He ca ycTaHOBEeHH KIHMHHYHO 3HAYMHMH Pa3fIMKH, CEEP3aHH C BE3PACTTA WIIH I10JIa BEB
dapmaxoxuHeTHKATA Ha 3UTIPA3HNOH, DapMAKOKMHETHKATA HA SUMPA3MIOH NIPH METUATPHIHM
naluHeHTH o1 10 10 17-rofHinHa BE3pacT € cxo/iHa ¢ Ta3H NPH PB3PAcTHH, ciel| KOpeKiHd Ha
PA3HKHTE B TEIIECHOTO TETIIO, :

B choTBeTCTREE ¢ daKTa, e OROPEUHUIT KIHPEHC MMA MHOTO MATBK TIPHHOC KBM ISUTOCTHHS
KIIHPEBHC, HE € YCTAHOBEHO NPOTPSCHRHO HAPACTBAHE HA SKCTIO3HIMATA HA 3UIPA3H/IOH NPH HErOBOTO
MPWIOKEHUE MPH NALMEHTH ¢ PA3THYHK CTenieHH Ha Ob6pedna gyukuus. ExcnosHmmuTte pu 601HH ©
JIeKO {KpeaTHHHHOB KuprHC 30 — 60 ml/min), cpeaHO TexKo (kpeaTnHiHOB KIMPBHC 10 — 29 ml/min)
H TEXKO (M3MCKBAMIO AHAIH3A) yBpesaaHe ca Guin 146 %, 87 % u 75 % OT Te3H TIpH 35paBH Xopa
'(Icpeammmon KIHpBHC > 70 ml/min) cnep nepopanHo npwioxkende Ha 20 mg ABa ETH JHEBHO B
NpOABIDKEHHE Ha ceieM AHH. He e H3BECTHO Dan IUazMeHuTe KOHUEHTpaLyK Ha MeTaGomHTHTe
HapacTBAT NPH TE3H MAlHEHTH..

Tlpu neka fo cpefHa creneH Ha yepHoapobro yspexane (Child Pugh A wm B), npuuurero ot
UHpPO3a, CCPYMHHTE KOHLICHTPALMH Cllell NTEpOPaTHO NpriokeHue ca ¢ 30% no-BUCOKH, a KpalHHAT
HONY>XHMBOT OKOJIO 2 Yaca HO-IBJIBT, OTKCAKOTO [IPH NALHEHTH ¢ HOPMaTHA YepHOApoOHa (yHKuMA.
He ¢ ycTaHOBeH €(eKTHT HA qepnoupoﬁuo YBpeKIaHe BBPXY CEpPYMHHTE KOHLIEHTpaIlHK Ha
MeTtaboJHTHTE.

53 I[pemmmmqmi JAHHH 33 ﬁemnacnocw

HexnuHHYHNATE JaHHH He NIOKa3BaT OcobeH PHCK 3a XOpa Ha OasaTa Ha KOHBCHIHOHAITHHUTE
(apMaKoIOTHYHH TIPOYYRAHHA 32 $e30NacCHOCT, TEHOTOKCHYHOCT H KapLUHOTEHeH noTeHman . B
PenpOonyYKTHBHH NPOYYBaHUA, IIPOBCACHH BBPXY IUTBXOBE M 3afIlH 3UNIPa3sHAOH He MOKa3Ba '
TepaToreneH norenuman. Hexxenann edextd BbpXy (epTHIHTETA H MAIIKH ¢ HAMATIEHO TEITIO Ca
YCTAHOBEHH MPH JIO3H, KOHTO NPHYMHABAT TOKCHYRH eeKTH NpH Malikara, KaTo HaMaJIeHO Ha/ABAHE
Ha Terio. [Ipu miasMeHH KOHUEHTPALUEH PH MaiKHTE, KOHTO [IPH €KCTpanojiHpaHe ca G1wiH CXOIHH ¢
MAaKCHMAJTHHTE KORLEHTPAIWH TIpH NPUIIoKeHHe Ha TCPaneBTHYHH J03H IPH XOpa, € YCTaHOBEHO
yBE/IHUaBAHE HA IEPHHATAIIHATA CMBPTHOCT H 3a0aBeHO (yHKLMOHAIHO PasBHTHE Ha OKONEHHETO,

6. OAPMAIEBTHYHH JAHHA
6.1 CnHECHK HA NOMOIHATE BeMEcTBA

Kancynuo cvovpacumo

MarsesHes creapar

KosxoHneH, Oe3BoneH CHIHIHEB JHOKCH]
Kpockapmeno3sa HaTpui
ITpexenaTHHU3HPAHC NapEBHYHO HUIECTE

Kancymn 40 mg
Tano u xanaue

Huauro kapmus (E132)
TwraHoe aunoxcun (E171)
Kenatun
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Kamcym 60 mg

TRAo u kanaue

Turanor ;moxcwl (E171)

Kenatnn

6.2 HecbpBMeCTHMOCTH

Henpanoxumo

6.3 Cpox Ha roasEoCcT

3 m,uuﬁn

6.4 CpoenuajaHH YCIOBHA HA CHXPAHCHHE
‘I[a ce CpréHslBa moa 30°C.

6.5 Bn,u H CHIbPXKAHHEE HA ONAKOBKATA

Bnucmpn or OPA AL-PVC!AL cbo.mlo H OTTAKOBKA 3a TaGneTKH ot (I-[DPE) ChC 3aMyLIanKa (LDPE)
H.3aI0HTEH NPBCTEH H CyLIHTEN (CHIHKAreN).

Buooee onaxoexu:

Bmucrepn: 14, 20, 28, 30, 50,-56, 60, 90, 98 1 100 TRLPAH KANCYJTH.
Onaxobka 3a Tabnetka: 100 TBBpAY KATICYIH.

He BCHHKH BHJOBE ONAKOBKH MOFAT A2 6181 IIyCHATH Ha nasapa.
6.6 CnenuajHA MepKH IPH HIXBBLP.ISHE

Hsama cnelmanHe WSHCKBAHFRA.

7. HIPUTEXATEJ HA PAPEINEHHETO 3A YIIOTPEBA -

TevaB.V.
Swensweg 5
2031 GA Haarlem

Hupepnannua

8. ' HOMEPA HA PA?.PE]]IEHIIE’I"O 3A YIOTPEBA
Per. No 20090581

Per. Ne 20090574

9. JATA HA ITBPBO PABPE]]IABAHEIHO,I[HOBHBAHE HA PASPEIEHHUETO 3
YIIOTPEBA

Jlata Ha mepBoO pazpemabane: 15.12.2009 r.
Jlata Ha nocneaso nogHoeAsane: 10.02.2015 .

10. JATA HA AKTYAJIHZUPAHE HA TEKCTA
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