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UME HA JIEKAPCTBEHUA ITPOAYKT
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2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Bcska TBbpaa Kancyna cbabpika 3unpa3uaoH XHAPOXIJIOPHL MOHOXUAPAT (ziprasidone hydrochloride
monohydrate), ekBuBaneHTeH Ha 20 mg 3unpa3uioH (ziprasidone).

Besika TBbp/1a Kancysia CbabprKa 3uINpa3sHioH XUAPOXJIOPHI MOHOXUAPAT (ziprasidone hydrochloride
monohydrate), ekBuBasnieHTeH Ha 40 mg 3unpasuaoH (ziprasidone).

Besika TBBbpaa KancyJia Cbabpika 3UNpa3HaI0H XUAPOXJIOPH MOHOXHUApAT (ziprasidone hydrochloride
monohydrate), ekBuBajieHTeH Ha 60 mg 3unpa3uiaoH (ziprasidone).

[ToMOLIIHM BeLleCTBA C U3BECTHO JIEMCTBUE!

Beska kancyna or 20 mg cwabpka 66,1 mg nakro3za MOHOXHApAT.
Beska kancyna ot 40 mg cbabpika 87,83 mg n1akTo3a MOHOXH/Ipar.
Beska kancysa ot 60 mg ebabpka 131,74 mg nakro3a MOHOXH/pAT.

3a MbJIHUS CMUCHK HA MOMOLIIHUTE BelleCcTBa, BUKTe Touka 6.1.

3 JIEKAPCTBEHA ®OPMA

TBbpaa karncyna
20 mg - karicy/iu pazmep 4, cuHbo-0es1n, Mapkupanu ¢ Hajanuce “VTRS™ u ZDX 20

40 mg - kancyJu pasmep 4, cuHH, MapkupaHu ¢ Haanue “VIRS™ u ZDX 40
60 mg - kancysu pa3Mmep 3, 6enu, Mmapkupadu ¢ Haanue “VTRS™ u ZDX 60

4. KIMHHYHHA JAHHU

4.1 TepaneBTHYHH NMOKA3ZAHHS
3unpa3u/10H € NoKa3aH 3a JIeYEHHE Ha LWH30(PPEHUS TTPU Bb3PACTHH.
3unpa3u/10H € NoKa3aH 3a JieYeHMe Ha MAaHUMHH WK CMECEHHU EIH30/1M C YMEPEHA TEXKECT IMpH

OMIOJIAPHO Pa3CTPOMCTBO MPHU Bb3PACTHH, AeLa U FOHOLIKW Ha Bb3pacT oT 10 1o 17 roauuu (He e
YCTAaHOBEHO NPeI0TBpaTABaHE HA €MU30/M Ha OUMONAPHO Pa3CTPOHCTBO - BXK. TOUKa S.1).

4.2 Jlo3MpOBKA H HAYHMH HA NPHJI0KEHHE

J103MpoBKa




Bw3pacmnu

[IpenopburTenHaTta A03a 3a A€YEHHE HA OCTPH €MTH30AM Ha WK30(ppeHus U bunonspHa MaHug € 40 mg
ABa ITbTH AHEBHO MO BpeMe Ha xpaHene. JlHeBHaTa no3a Mmoxke Aa Obae KOPHrHpaHa BIOC/IeICTBUE B
3aBUCUMOCT OT HHAUBHUAYANHOTO KIMHHUYHO ChCTOSHHE A0 MakcuMaiiHa go3a oT 80 mg Aga NbTH
AHEBHO. AKO € NOKa3aHO, MakCHMManHaTa rnpenopb4BaHa 103a MoXke Aa 6be NOCTUrHaTa Ha TpeTus
NEH OT JICYEHHETO.

Ot ocobeHa BAXHOCT € A3 He ¢ HaABHLLIABA MAKCHUMAJTIHATA /1034, Thil KaTO NpopUIbT Ha 6E30MNACHOCT
Han 160 mg/neH He e NOTBBPAEH U 3UNPA3UIOH CE CBBP3BA C A0303aBUCUMO YABAXKABAHE HA
QT-untepsana (Bx. Touku 4.3 1 4.4).

[Ipy moaabpIKALLIOTO JieueHHe Ha NALUMEHTK ¢ WK30(peHus cneasa aa Obae npuioKeHa Hail-HUCKATa
e(peKTHBHA N103a; B MHOIO cny4au Ao3a oT 20 mg ABa MbTH JHEBHO MOXE Aa € A0CTAThYHA.

Cmapuecka 8v3pacm
OOHKHOBEHO HE € MN0Ka3aHa NMo-HKCKA HaYallHa 1033, HO Ta3H Bb3MOXKHOCT TpabBa 1a ce MMa lIpeaBU/
npy OO/THY Ha BBL3PACT HA K HaA 65 roJAMHH, KOTaTO KNIHHHUUYHUTE (AKTOPH Mo H3UCKBAT.

Hayuenmu ¢ 6vbpeuno yepescoane
He ce u3nckBa KOpeKLMA Ha 103aTa Npy NAUHEHTH ¢ yBpeaeHa 6bvbpeuna ¢pyuxums (Bx. Touka 5.2).

Hayuernmu ¢ uepnoOpobro yepescoane
[Ipy nauveHTH ¢ 4epHOAPOOHA HEAOCTATBHHOCT TPAOBA Aa c& MMa NpeABHA NPHUAAraHETO Ha MO0-
HUCKH N03K (B»K. TOUKHU 4.4 1 5.2).

[Tecuampuuna nonyrayus

bunoasprna manus

[lpenopbunTesHaTa 1032 NpH JIEYEHUE Ha OCTBP €MHU30/ Ha OUMONAPHA MaHUA NPU NERHATPHYHH
nalKeHTH (Ha Bb3pacTt o1 10 no 17 roanuHu) e eamHnyHa no3a ot 20 mg Ha aeH 1, no BpemMe Ha
XpaHeHe. Cien ToBa 3unpa3naoH TpabBa aa ce npyema o BpemMe Ha XxpaHeHe B ABE OTAEJIHH JHEBHH
N03K ¥ TpAOBa Aa ce TUTpUpa npe3 1-2 ceamuum 2o npuuener amanaszod ot 120-160 mg/aeq npu
NaLueHTH ¢ Terao 245 kg, uny no npuueneH adanasoH ot 60-80 mg/nen npu nauHeHTH ¢ TErno

<45 kg. Bnocneacteue no3uposkara tpadsa aa Oble agantupasa Bb3 OCHOBa HA HHAMBUAYAIHOTO
KIHHHYHO CbCTOSHHUE B Anana3oH oT 80-160 mg/nen npu nauneHTH ¢ Terao 245 kg, unu or

40-80 mg/neH rpy NauMEHTH ¢ TerNo <45 kg. B KIMHUYHOTO NpoyuBaHe € No3BoJieHa aCUMETPUYHA
JO3HPOBKA, ChC cyTpewHM no3u 20 mg unu 40 mg no-HUCKM OT BedepHUTE N03M (BXK. TOHKH 4.4, 5.1
H5.2).

OT ocobeHo 3HaueHue € na He Obae HaaBHIIaBaHa MaKCMMaliHaTa 103a, 6a3upaHa Ha TErNoTo, Thid
KaTo NpounbT Ha He3onacHoCT Haa MakcuMmanHata ao3a (160 mg/aen 3a neua =435 kg u 80 mg/nen 3a
neua <45 kg) He € NOTBLPACH U 3UMPAIUAOH Ce ACOLIMMPa C N0303ABUCUMO YIbjIKaBaHe Ha
QT-uHreprana (Bx. Touku 4.3 u 4.4).

Hizodhpeniua
besonacHocTTa M eHKACHOCTTA Ha 3MNPA3HIOH NMPU NEIUATPUYHU NALUKEHTH ¢ WH30GPEHHS He ca

YCTAaHOBEHH (BXK. TOMKH 4.4 ¢ 5.1).

HauuH Ha NPHUIOKCHNHT

3a nepopanHo NpUNoKEHHE.

Kancynure Tpabsa ga ce npueMar ¢ xpaHa U Aa ce NorTblIAaT Ued, 6e3 na ce abBua
OTBAPAT NMpeaBapHTENHO, THH KATO TOBA MOXKe Aa nosnuse abcopbumuaTta Ha nekapc




4.3 IIpoTHBONOKa3aHNA

CBpBbX4YBCTBUTENHOCT KbM aKTUBHOTO BELECTBO MJIM KbM HAKOE OT NMOMOLHHTE BeLeCcTBa,
H30poeHH B Touka 6.1. AHaMHe3a 3a yasikeH QT-unrepan. BpoaeH CHHAPOM Ha YABKEHHS
QT-unurepsan. [lpexapan Hackopo ocTbp MHOKapAeH HHpapKT. [lekoMNEeHCcHpaHa ChpAevHa
HEAOCTATBYHOCT. CbpAEYHM apUTMUM, NIEKYBAHH C AHTHAPUTMUYHHU JIEKapCTBEHH NPOAYKTH Knac A u
knac 1L

CBbIIbTCTBALLO JIEYEHHE C NEKAPCTBEHH NPONYKTH, KOUMTO yabkasat QT-uHTepBana, kato
aHTHApUTMHUYHHU nexapersa Kkiac 1A u knac 111, apcenunes Tprokena, xanodaHTpun, JeBoMeTaAUN
alleTaTt, ME30pHAA3HH, THOPHJA3HH, MUMO3KA, CIapPIOKCALIMH, raTH(NOKCALUH, MOKCH(IOKCALIMH,
AOAA3eTPOH MEe3HAaT, MeQUIOXHH, CEPTUHAON HIH UM3aNpHUA {BX. TOUKH 4.4 1 4.5).

4.4 Crneuuansn npeaynpexieHHs H NpeaNazHH MePKH NPH ynorpeda

3a Aa ce MAEHTHPHLUMPAT NALIHEHTHTE, NPY KOUTO HE Ce NPENopbUvBa NeUeHHE ChC 3UNPA3HIOH, €
HeOoOX0AUMO [a C€ CHEME aHAMHE3A, BKIIOUHUTENHO U (haMUNHA aHAMHE3a U [a ce HanpaBH ¢u3nKaneH
npernel Ha 60nHUA (BK. TOUuKa 4.3).

OT-unmepsan
3Unpa3uaoH NPHYHHABA JIEKO IO YMEPEHO A0303aBUCUMO yabkasane Ha QT-uHrepBana (BK.
Toukn 4.8 1 5.1).

3unpasuaoH He TpaAOBa aa ce fpuiara 3ae/iHoO C JIeKapCTBEHH NMPOIYKTH, 338 KOUTO CE 3Hae, ue
yabmkasat QT-vuHreppana (k. Touku 4.3 n 4.5). [penopwuBa ce BHUMaHWUE NPH NALHEHTH CBC
CUrHH¢HKaHTHA OpaaukapaKa. ENEKTpONMTHH HAPYLUEHHUS KaTO XHNOKAIHEMHSA H XHMNOMarHe3lueMus
yBENMYaBaT PMCKaA OT MASIMFTHEHH apUTMHUH U TpabBa Ja ce KOpUrupaT nped 3anoyBaHe Ha JISYEHHETO
ChC 3UNPa3HAOH. AKO C€ IeKYBaT NAUMEHTH Che CTADWIHO CbpaeuHo 3abonaBane, TpaOBa Aa ce UMa
npeasua pasuutaHe Ha EKI npeau 3anousaHe Ha neyeHUETO,

AKO BB3HHKHAT CbpACHHHA CUMNTOMH KaTO NalNUTaLWH, BEPTUIO, CHHKOM WK nNpyunaabuM, Tpabea na
ce MMa NpeaBUA Bb3AMOXXHOCTTA OT MAatMTHEHA ChPAEMHA ApUTMHUS M J1a C€ HanpaBu OLiEHKA Ha
CbpacUHHA cTaryc, BrounTenio EKI. B cnydait, ue QTc-unTtepsansT e > 500 msec, ce npenopbuea
CMUpaHe Ha JICHEHHETO (BXK. Touka 4.3).

Hanuue ca nOCTMapKeTUHIOBY CHODLLEHMS 3a peaKH ciiyvau Ha forsade de pointes npy NauMeHTH ¢
MHO>ECTBO NPENOKPHBALLK CE PUCKOBH (PaKTOPH, NPpHEMALIH 3UNPa3HACH.

Heouampuuna nonyrayus
be3onacHocTTa M €PUKACHOCTTA HA 3UNIPA3HAOH NPH ICHEHUETO Ha WH30(PEeHHs NPH AeLa U KOHOLLIH
He C& YCTaHOBEHH (BX. Touka 5.1).

3noxauecmeaen nespotenmuder cunopom (3HC)

3HC e paako, HO NOTEeHUHANHO dartanHo cbOUTHE, KOETO Ce CboDbLIABA BbB BPB3Ka C MPHNOKEHHETO
HA AHTUIICUXOTHYHH NEKAPCTBEHU NPOAYKTH, BKIOUKTENHO 3unpa3nuaon. OenaaspaHeto Ha 3HC
TpaOBa Ka BIIOUBA He3aDaBHO NPEKPATABAHE HA JIECYEHUETO ¢ BCHYKHM AHTHNCUXOTHYHH NEKAPCTBEHH

MPOAYKTH.

TedCKU KONCHU HEJNCENAHU pPeaxKyuu
an CKCIMO3HUHA HA 3UNIPA3HO0H CC cboblllaBa 3a JTEKAPCTBEHA p€aKLHAa € BOBHHDCIJHJ'IHH H CHCTEMHH

cumnToMu (Drug reaction with eosinophilia and systemic symptoms, DRESS). DRESS ce ¢cbetou ot
KOMOWHAaLMKS OT TPU MK OBEYE OT CAEAHUTE. KOXKHa peakuus (KaTo 0OpHB MK ekcdon

YCNOXKHCHNA, KATO XCIATUT, HetprT, NHCBMOHHUT, MUOKAPAUKUT H NCPHUKAPIUT.

[1pn ekcno3uuMa Ha 3UNpa3sUaoH ce CbobaBaT ApYru TEXKKHU KOXKHU HexenaHu p
CHHIAPOM Ha CTHBBLHC-/XKOHCEHH.




TexXKHTe KOXKHH HEXENaHW peakLun nolakora ca ¢parandu. Cnpere npUeMa Ha 3UMPa3UIOH, aKO
Bb3HUKHAT TEXKH KOXKHH HEKENAHH peakumi,

Kwvcna ouckunesun

MMa BB3MOKHOCT cried NPOABIHKUTENHO JIEHEHHUE 3UMPA3HIOH da NPEAN3BHKA KbCHA AUCKUHE3HUA U
APYTH KbCHHU €KCTpanUpaMHIanHH CUHAPOMHU. M3BeCTHO €, ye naUeHTH ¢ OHNOAAPHO Pa3CTPONHCTBO
ca 0cobeHO YA3BUMH KBbM TE3W CUMNTOMMU. ToBa ce Habnroaaea no-4ecTo npu no-npoagbIHKHTENHO
nevyeHUe U C HaMpeIBaHe Ha Bb3pacTra. AKO ce MOABAT MPU3IHALM U CUMIITOMH Ha KbCHA AUCKUHEIMA,
TpAOBa Na ce Ma NPEABYA HAMAJISBAHE Ha 103aTa WKW CITHpaHe Ha JIEYEHHUETO Che 3UMPasHIOoH.

[Taoanus

3Unpa3yuaoH MOXKE 1a NpeAU3BUKA CHHIUBOCT, 3aMAAHOCT, NOCTYPaliHA XHIIOTOHHUA U HAPYUIEHHE HA
NOXOAKAaTa, KOUTO MOraT Ja A0BeJaT A0 naaaHuda. Tpabea aa ce o0pbwa ocobeHO BHUMAHHUE TIPH
JIEYEHHE Ha NAUMEHTH C NO-BUCOK PUCK, KAKTO H aa ce 0OMUCAN NO-HUCKA HayalHa ao3a (Hanp. npu
neYeHHe Ha MaUuMEHTH B CTRPUYECKa BB3PACT WIIH MNpPH YBpEeACHH NaurdeHTH.) (BXK. To4ka 4.2).

[Ipunadvyu
[Ipenopbuea ce BHUMaHMe NPU IeHEeHHE HA MAUHEHTH C AHAMHE3a 33 NPUNAABLH.

Yeprnoopobno yepeosicoare
JIuncea OnNMT NpU NaUXEHTH C TEXKA YepHOAPOOHA HEAOCTATLYHOCT M 3UNpa3naoH TpaOBa na ce
H3MOA3Ba BHHUMATENHO NpH Tazu rpyna (. Touku 4.2 1 5.2).

Jexapcmeenu npodyxmu, cvObpocauju 1axkmosda

Tbit KaTO Kancynara CbAbpPkKa NOMOLLHOTO BELLECTBO NaKTO3a (Bx. TouKa 6.1), nauMeHTHUTe C pelkH
HacleACTBEHH NpobiEMH Ha rajlakTo3Ha HEMOHOCUMOCT, NbJIEH JIAKTa3eH AECPHLNT WIH TITIOKO30-
rajlakTo3Ha Manadcopdbuua He TpAOBa fa npueMarT TOBa JIEKAPCTRO,

3EJIJOKC cvovpoca nampuii

3EJITOKC cbanpxa no-manko ot | mmol Hatpuh (23 mg) Ha kancyna. [launenTture Ha quera ¢
HUCKO CbABPXAHHUE HA HATPHil TpaOBa aa 6baaT MHQOPMHPaAHH, Ye TO3M JIEKAPCTBEH ITPOAYKT
NPaKTUYECKH HEe ChAbPXKa HATpHiA.

TToguwen puck om MO3IBYHO-CHOOBU UHYUOCHMU RPU RAYUCHMU C OeMEHYUA

B paHaoMu3HpaHy, nnauebo-KOHTPOSUPaHH KIIHHUYHH NPOYUBAHHSA MTPH NALKMEHTH ¢ AEMEHLINA €
Habr0aaBaHO NPHONHIUTENHO 3-KpaTHO NOBHIUEHHE HA PUCKA OT MO3BYHO-CHIOBY UHLUMAEHTH NpY
MPUNOKEHHUETO HA HAKOH aTUIHYHHA AHTHIICMXOTUHW. MeXaHU3MBT Ha TOBa TOBHILEHHE HE €
H3BecTeH. [loBHLIEH pUCK He MOxe aa Obae U3KITIOUEH 3a APYrY aHTHIICHXOTHUM MK NPU APYTH
nonyJjauuu nauueHTy. 3EJIJOKC tpabea aa ce npunara ¢ BHUMaHUE NpPH NALUHEHTH C PHUCKOBH

¢GaKTOpH 332 UHCYIT.

ITosuieHa CMopMHOC NPU RAYUEHMU 6 CIMAPYECKA BbIPACH C OeMEHYUA

JlaHHuTE OT ABE TONIEMH 00CEPBALIMOHHU NMPOYUBAaHHUA MOKA3BaT, Y€ NALMEHTH B CTAPUYECKa BL3PACT,
NEKYBaHH C AHTUNCHXOTHLIM, €A C IEKO MOBULLIEH PUCK OT CMBPT W/ HIIH Bb3MOXHH MO3BYHO-CbAOBH
HeXeNaHy CLOHUTHS, B CpaBHEeHHe C NALHMEeHTH, KOUTO He ca JiekyBaHK. Jl]aHHNTe He ca 10CTaTb4HH, 3a
Aa ce HanpaBH TOMHA OLIEHKA HA CTENEHTA Ha PUCK M NPUUHUHHTE, BOAELUM 10 MOBULIABAHETO MY.

3EJITOKC He € onobpeH 3a neuyeHWe Ha NOBEAESHYECKH HAPYLUIEHHS, CBbP3aHH C AEMEHLIHA.

Benoszen mpomboembonusom
Coob11aBa ce 3a ciyydad Ha BeHo3eH TpoMBGoembonnasm (BTE) npu npuem Ha aHTUNC
KaTO NPH NALHEHTHTE, IEKYBAHH C AHTUNICUXOTHLM, HYECTO CHLIECTBYBAT BEYE MPU. rf./ A
¢axTopy 3a pazsuTie Ha BTE, ToBa Hanara MuaeHTH(PHLIMPAHE Ha BCHUKH Bb3MOX { g

dbaKTOpH Npeaun U Mo BpEME Ha JEUEHUETO CbC 3UNPA3UAOH U NpeaNpUEMAHe Ha CHp
NPeBaHTHBHH MEPKH,



ITpuanuzvm

CnoOl11aBa ce 3a Cnyuyad Ha nMpvanu3bM ciell ynotpeda Ha aHTUNCHXOTHLM, BKITHOUUTETHO
3unpasuaoH. KakTo U npu apyrure NCUXOTPOTIHH JIEKAPCTBA, Ta3H HEXXeNaHa peaklivs He €
N0303aBHCHMa M HE KOPEHPa ¢ MPOABIKHTENHOCTTA HA NEUYEHHETO.

Xunepnpoasaxmusemus

3unpa3zuacH MOXKE Ja NMNOBULLHK CTOMHOCTUTE HA NMPONAKTHH, CbLI0 KAKTO W APYIHMTE aHTArOHWUCTH Ha
nonamMuHoBuTe D2 peuentopu. Cnea npunarase Ha BEUIECTRA, FIOBHILABALIW CTOHHOCTUTE Ha
MpoJIaKTHHE, Ce ChoOLIAaRA 34 NOABA HA HAapYLIEHUA KaTO ranakTopes, aMmeHopes, T’MHEKOMacTHA H
UMIOTEHTHOCT. [IpoabnkvMTenHaTa XUnepnpoakTHHEMHASA, KOraTo € CBbP3aHa ¢ XUNOroHaAUu3bM,
MOXE Ja J0BeAe 0 NOHUKABAHE HA KOCTHATa TUIbTHOCT.

4.5 B3auMoaelcTBHE ¢ APYrH JIEKAPCTBEHM NPOAYKTH B APYTrH GOPMH HA B3aUMOAEHCTBHE

He ca npoBexxaanu ¢papMakOKMHETUYHHU ¥ (apMaKOAUHAMHYHH NMPOYUBAHUAS MEXAY 3UNPA3HICOH U
APYTH JIEKAPCTBEHH NMPOAYKTH, KOUTO yab/ikaeaT QT-uHTeprana. Twi KaTO HE MOXE 1a CE WIKAIOUH
a/lUTHBEH €(eKT Ha 3UNPa3vuIOH H T€3U NEKAPCTBEHH NPOAYKTH, 3UNPA3MAOH He TpsabBa Ja ce npunara
C JIEKAPCTBEHM IPOAYKTH, KOUTO yab/kaBaT QT-HHTepBana, KaTo aHTHAPHTMHULM Knac 1A uam lll,
apCeHUER TPUOKCHA, XanodaHTPHH, TEBOMETAANN aUETaT, ME30OPHAA3HH, TUOPHIA3UH, MTUMO3HU,
cnaphaoKcauuH, raTHGIOKCaUUH, MOKCU(PAOKCALIMH, 10N1a3ETPOH ME3RNAT, ME(DIOXHH, CEPTUHACN
MWK Uu3anpui (BK. Touka 4.3).

He ca npoBexxaaHu npoy4uBaHHA NpU AcLAa 3a B3aUMOAEHCTBHATA HA 3UNIPA3UACH € ApYTrH
JIEKAPCTBEHH MTPOAYKTH.

Jexapcmeenu npooyxkmu, nosrussawu [[HC/arxkoxon
Karto ce umar npeaBu oCHOBHHTE edekTH Ha 3UNMpa3nioH, TpAOBa Ja ce NOAX0X/1a BHUMATENHO,
KOraTo Ce MpHeMa B KOMOMHALMSA ¢ APYFY UCHTPATHO ACHCTBALLM JIEKAPCTBEHHU MPOAYKTH H AJIKOXON.

Eghexm na 3unpazuoon 6vpxy Opy2u AexapcmeerHu npooyKkmu

In vivo npoy4BaHe ¢ geKkcTpoMeTop@aH Nnokaspa aurnca Ha 3adenexxumo uHxudupare va CYP2D6 npu
nna3mMeHn koHueHTpauud 50% no-HUCKK OT TE€3H, KOUTO CE NOyuaBaT ciea npuioxkeHue Ha 40 mg
3WNPa3MAOH ABA MbTH AHEBHO. [n Vilre RAHHM COMAT, Ye 3UNPA3vUA0oH MOXKE Na € YMEPEH HHXUOUTOP
Ha CYP2D6 u CYP3A4. Manko seposaTHO e obaue, 3unpa3vaoH Ja MOoBJIHKE B KIMHUYHO 3HAYUMA
cTeneH papMaKOKMHETHKATA Ha JIEKAPCTBEHH NPOAYKTH, MeTabONU3UPpAHY OT TE€3U U30EH3UMH Ha

unToxpom P450.

[lepopanHy KOHTPALENTHBY - NPHEMBT Ha 3UNPA3UIOH HE € AOBEN A0 3HAYMMA NPOMAHA BB
(hapMakOKHHETHKATa Ha ecTporeH (eTuHUnecTpanuon, cydcrpar Ha CYP3A4) wnn nporectepoHOBH

KOMITOHCHTM.

JIuTuii - eAHOBPEMEHHHUAT NPUEM HA 3UMNPA3HAOH HE € noKa3zan eeKT BbpXY (papMaKOKMHETHKATa Ha
nuTHs. TBH KaTo 31Npa3uioH U TUTUHIA ce CBBLP3BAT C NPOMEHH B ChPACUHATA NPOBOAUMOCT,
koMOHHaLMATA MOXKe aa 0bycnosHy prcka oT papMaKOAHHAMUYHH B3aUMOAEHCTBHA, BKIIKOUHTEIHO
apuTMUU. Bbnpeky ToBa B KOHTPOJIMPAHU KIIHHHYHHA U3MUTBAHURA KOMOMHHPAHETO Ha 3UITPA3UIOH ¢
MATHH He MOKa3Ba NOBHilIeH KIIMHHYEH PHUCK, B CPABHEHHE C IEUEHHE CAMO C JINTHH.

JTaHHMTE 3a CHITBTCTBALLO JieYeHHE ¢ THMOCTabunuaaTopa kapbaMaszernH ca OrpaHH4YeHH,
DapMakOKHHETHYHOTO B3aUMOACHCTBHE MEXKAY 3UNPA3UIOH W BANNpoarT € MAJKO BEPOATHO, MOpaaH
nuncara Ha obwy MeTaboMMTHH NBTHLLA 3a JABETE NeKapcTea. B K1MHKUHO NpoyuBaHe
e/HOBPEMEHHHUAT NPHEM HA 3UNPa3HIOH U BAINPOAT € NOKa3an, Ye CPEAHUTE KOHUEHTPALHL
BAJINPOAT ¢a B I'PAHHLIMTE Ha TEpANEBTUYHHA AHAMNA30H, B CpaBHEHHE C BANNPOAT, [pH

nnauedo.

Brusnue na opyzu nexapcmeeHu npoOyKmu 8vbpxy 3unpasuoon
HuxudutopvT Ha CYP3A4 - kerokoHazon (400 mg/neH), KOWTO € HHXUOUTOP U Ha
(p-gp), € MOBHLUMI CepYMHHTE KOHLEHTPaLUHWK Ha 3unpa3uaoH ¢ <40%. CepymMHuTe



S-MeTHI-IUXHAPO3UNPA3HAOH M 3UNMPa3sHIOH cyadokcua, ca OUnu ypeayuyeH pecrieKTHBHO ¢ 55% u
8% 1o BpeMe Ha 04akBaHOTO Tmax Ha 3unpa3ugoH. He e 6uno HabnoaaraHo AONMBIAHHUTENHO
yabiikaBaHe Ha QTc, Manko BepoaTHO € NnpOMeHUTE BbB (PapMakOKMHETHKATA, nopaau
eAHOBpEMEHHO NpuaomkeHne Ha MotHU CYP3A4 MHXHOUTOPH W 3HNpa3UAOH, Aa Ca KAUHHUYHO
3HAYUMH. CAeQ0BaTE/IHO HE C€ W3MCKBA KOPHIHMpaHe Ha jo3aTa. In vitro A3aHHA W AaHHH OT
MPOYYBAaHMA NPU XKUBOTHH MPEANONAraT, Ye 3HNPasuaocH Moxe 6u e cybcTpart Ha TMMKONpoTerH P
(p-gp). 3HaveHMETO Ha Te3H AAHHM in vivo NPH Xopa € HeuzBecTHO. Thi kaTo 3unpasuaoH e cydberpar
Ha CYP3A4 1 uuayunpadeto Ha CYP3A4 v p-gp € CBBLP3aHO, EAHOBPEMEHHHUAT MIPUEM C HHAYKTOPH
Ha CYP3 A4 u p-gp, kaTo kapOGamazenuH, pupaMnULMH H XXbAT KAHTAPHOH, MOXE 12 NPUHMHH
NOHMKABAHE HA KOHLEHTPALIUMTE HA 3UTNPA3UIOH.

Tepanus ¢ kapbamazenuH, 200 mg nABa MbTH AHEBHO B NPOIbLIXKEHHUE HAa 2] AHHW € A0BENA 10
HaManeHue ¢ okoNo 35% Ha eKCMO3IULUATA Ha 3UTIPa3UAOH.

AHTHALMAH - MHOFOKPATHUAT MPHEM Ha aHTHALMAW, CbABPIKALLU ANYMHHHH Y MarHe3uH, uiau
LWMETHAUH He OKa3pa KIHHUUHHO 3HAYUM €(PEeKT BbpXY hapMaKOKMHETHUKATA HA 3UMPA3KUIACOH MPH
MPUEM Ha 3UNPA3HAOH CNell XpaHeHe.

Cepomonepeuunu aexapcmeeHu npooyKmu

B u3onnpaHu ciiyuan uma cboOLUeHHs 32 CEPOTOHMHOB CHHAPOM, CBLP3aH BHB BPEMETO C
TepaneBTHYHaTa ynorpeba Ha 3UnNpa3noH B KOMOMHAUMSA C APYTrH CEPOTOHEPTHUHH JIEKAPCTBEHH
MPOAYKTH KATO CENEKTUBHY MHXHOUTOpHU HA 0DpaTHOTO 3axBalaHe Ha cepoToHHUHA (SSRIs) (Bxk.
Touka 4.8). CuMnToMuTe Ha CEPOTOHMHOB CHHAPOM MOraT jJa BKA4BaT oObwpkBaHe, Bb30yna, Tpecka,
W3NOTABAHE, aTAKCHA, XHUneppedaeKcua, MHOKIIOHYC ¥ AHapusl.

Cavpsgane ¢ niameHume npomeuHu

3UnpasuaoH €KCTEH3WBHO e CBbP3Ba C [U1a3MEHHTE POTEHHN. [n vifro CBbP3BAHETO HA 3UIPA3UACH C
MPOTEKHHUTE B MNa3MaTa He ce NOBAKABA OT BapapyH WAy NPONpaHoo, ABE JEKApCTBa C BUCOK
CBBP3Balll aHHUTET KbM NMpoTenHUTe. ChLIO TaKa 3UNPa3suicH He NOBJAUABA CBBP3BAHETO HA TE3N
NnekapcTea B HOBELIKATa masMa. CiegoBaTesIHO BBb3MOXKHOCTTA 32 JIEKApCTBEHH B3aHMOJEHCTBUA ChC

IUNPA3UAOH, NOPAZH N3MECTBAHE OT fIa3MEHUTE NPOTEUHH, € MATTKO BEPOSTHA.
4.6 @epTHINTET, OPEMEHHOCT H KBPMEHeE

[TpoyuBaHHATa 33 peNpPOAYKTHBHA TOKCHYHOCT NOKA3BaT HEONAronpUATHU ePEKTH BBPXY
PENPOAYKTHBHHSA NPOUEC MPU NO3H, CBbP3aHHA C TOKCHUYHOCT W/HUNHU CeIMpaHe Ha MailKaTa.
Hsma naHHM 3a TepaTOreHeH eQexT (BXK. Touka 5.3).

bpeMeHHOCT

He ca npoBexaaHu npoy4BaHUR rpH OpeMeHHH >KeHU. Thbil KaTo ONUTHT NPH XOpa € OFPaAHUUEH,
NPUNOKEHUETO HA 3UNPA3UACH 10 BpeMe Ha OPEMEHHOCT HE CE MPENOPLYBA, OCBEH 8KO OYaKBaHaTa
noj3a 3a MankaTa HaJIBULLIARA BL3IMOXKHHA PHCK 32 NJoja.

O061M eheKTH Ha AHTHNCUXOTHLHUTE

HoBopoaeHuTe, H3NOKEHM HA AHTHIMCKUXOTULM { BIJTHOUNUTEITHO 3UNPa3sHAOH) NO BPEME Ha TPETUA
TPUMECTDbP Ha OPEMEHHOCTTA Ca C PUCK OT NOABA HAa HEXENlaHH PeaKkUHH, BKIIHOYHTENRHO
eKCTPanupaMUIHH CHMIITOMK W/HWIH CUMTNITOMH HA OTHEMAHE, KOUTO MOTAT /14 BApUPAT O TEXKECT U
NPOABLILKUTESIHOCT cnefl paxkaaHeTo. MMa cbobiueHus 3a Bb3dyaa, XUIEepTOHYC, XHITOTOHYC, TPEMOD,
CBHHJIUBOCT, PECIIMUPATOPEH AUCTPEC W HAPYLIEHHUA Ha XpaHeHeTo. ETo 3auio e Heobxoaumo
BHUMATEJIHO MOHUTOpHpaHe Ha HoopoaeHuTe. 3EJIJIOKC He ObuBa na ce npunara rno BpeMe Ha
OpeMeHHOCT, OCBEH aKO He € M3pHUYHO HeoOxoaumo. AKO € HEOOXOAUMO CNHpaHe Ha JIEYEHHETO 110 .
BpeMe Ha OpeMeHHOCTTa, TO TOBa He TpAGBa a cTaBa U3BEAHBXK. ﬂ\

KbpMeHe

Hama noaxoasaium u nodpe KOHTPOIUPAHH NPOYUBAHHA NPH KbPMELLHX KEHH. Jlokn
NoOKa3ea, ve 3SUMpas3suIoH ce OTKpHBa B Kbpmarta. [launeHTkuTe TpabGea na 6baar noc
KbPMSAT, aKO MOJy4aBaT 3UNpasuaAoH. AKO ce Hanara JeueHHe, KbpMeHeTo TpsbBa na




QepTHRHTET

HsaMma noaxoaduy H noﬁpe KOHTPOJHUPAHH [IPOYHBAHHUA MPH KCHH H MBIKEC € CKCIIO3NLHA HA

3UMNpPa3uaCH.

KonTpauenuus

XeHure ¢ ACTEPOACH NOTCHL KA, [ToaYyyaBallH 3UITPa3snaoH, Tpﬂﬁﬂ& Aa ObOAaT NOCHBETBAHY pak: |
H3TION3BAT NOAXOAALU MCTOA 34 KOHTPAUCTILHUA.

4.7 EdexTs BbpXy cnocobHOCTTA 32 WOoQHpaHe H padoTa ¢ MALLIHHMH

3unpa3svaoH MOXKe Na NPUUUHU COMHOJIEHTHOCT ¥ MOXKE Jia NOB/IMAE BbPXY CNOCOOHOCTTA 33
wodupare 1 pabora ¢ mawuHy, [NauneHTrTe, 32 KOMTO € BEPOATHO Ja wodHpaT Wi paboTaT ¢
MaluHHH, Tpadsa aa 6baaT npeaynpeaeHH.

4.8 Hexenanu JexkapcTBeHH peakuHH

3unpa3yMaoH B fliepopaiHa GopMa e NpuiaraH B KIMHUYHKU NpoyyuBaHus (BXK. TOUKa 5.1) Ha okono
6 500 pb3pacTHH. Hail-uecTHTE HexeNnaH! JIEKAPCTBEHH PEaKLMK B KIIMHUYHHU NPOYUBAHHA 32
wu3ogppeHua ca Sunu 6e3cbHUE, CHHMBOCT, r1aBodonue U Bb3dyaa. B KTHHUYHK Npoy4BaHud 3a
GunonspHa MaHHA HaH-4eCTUTE HexXeNlaHM JIEKapCTBEHHM peaKlUHH ca OnM ceflatins, rnasodbonue v

CBH/ITUBOCT.

Ta6nauuara no-1ony cbabp)Ka HEXENaHW NeKApCTBEHU peaKUHH, OaznpaHH HA KOHTPOJIMPAHU

MpoyuBaHUA NpH KM30ppeHus U OUnonapHa MaHuUA.

BcHukH HexKeNaHM JIEKapCTBEHHM peakuny ca H3bpoeHu No Knac ¥ 4ecToTa: MHOro vectu (=1/10),

yecTH (>1/100 no <1/10), HeuecTH (=1/1 000 no <1/100), peaxn (=1/10 000 po <1/1 000}, mMHOTO
peakH (<1/10 000), c HenseecTHa yecToTa (OT HATHYHUTE AAHHH HE MOXE 1a Obae HanpaBeHa

OLICHKA).

Hexxenanure peakunu, U30poeHH no-aA0ny, MOraT ¢blio Aa 6baaT aCOLUMUPAHH CbC CHUIECTBYBALLO
3abonABaHe WHAN CBITBTCTBALLO JIEYEHHE.

merabonuimMa M
XPAHEHETO

CucremMo-opraseH Muoro YecTH HeuecTH Peakn C Hen3BeCTHA
KJASC-4ecToTa 4YEeCTH (>1/100 o (>1/1 000 oo (>1/10 000 no yectoTa (OT
(>1/10) <1/10) <1/100) <1/1 000) HATHYHUTE

AAHHH HE
MOXe 1a
OLae
HanpapeHa
oLleHKA)

HapywieHna Ha Cepbx- AHadunakTHYHa

HMYHHAT2 CHCTEMA HYBCTBHTCIHOCT | peakuus

Undexunn u PUHHUT

HHpecTALUNH

HapyueHnsa na JinmdoneHus,

KpbBTa H TUMPHATA MOBHULIEH Opoi

CHCTEMA €03HHOPUNH

Hapyuienusa Ha Xunep-

eHAOKPHHHATA MPOJAKTHHEMHA

cHCTEMA

HapyweHun na [ToBuweH Xunoxkanuuem

aneTuT




CHcTemMo-opraHeH Meuoro YecTH HeuectTn Peaku C Heu3BecTHa
KJIaC-4ecToTa yecTH (=1/100 no (=1/1 000 no (=1/10 000 no yecToTa (OT
(>1/10) <1/10) <1/100) <1/1 900) HAJIHYHHTE
NAHHH He
MOXKe 18
Obae
HanpaBeHa
OLlEeHKA)
[Tcuxnunn Hapywenus bescbHHe Manns, [TaHnuecka XHMNOMaHHu1,
Bb30Yyaa, daTaka, Opanudpenus,
TPEBOXHOCT, f{g;”;;'{ii’; ) aHOpTra3mMus,
0e3noKkoncTBO IenpecuBeH M3IpaBHEH adekT
CUMNTOM,
MNOHUXEHO
nubuao
HapyieHnus Ha CBHIMBOCT, é[HCTDHHH, Cuukon, 310KauecTBEH
HePBHATA CHCTEMA rnapobonue jexcrpanupamuiHo TEHEPAAUINPAHH | yepponenTiueH
HapyLeHHe, TOHHAHO- CHHAPOM,
NapKHHCOHU3IBM FAORITHHN CEPOTOHHHOB
> | rbpuOBE,
KbCHa aTAKCHA, CHHAPOM,
NTUCKHUHE3HA, aAKHHEe3us, nvuesa cnadbocT,
AUCKHHE3HA, CHHAPOM Ha nape3sa.
X UTIEPTOHYC, HECNOKONHUTE
AKATH3NA, KpaKa,
TpeMop, HapyileHa
NNOXOKa,
3aMastHOCT, H3THYaHe Ha
ceaauus CJIIOHKA,
napecTesus,
XHITOECTEINA,
NH3APTPHA,
HapYLLUEHO
BHMMAaHHUE,
XMIIEPCOMHKUA,
neraprus
HapyiieHus Ha BaMbraeHo OkynorupycHa | AmGauonus,
O4YHTE 3pEHHE, KpH3a, cbhpOeXK B ouuTE
3PUTENHU (poToodus,
CyXOTa B OYUTE
HapylleHUs
HapywieHHs Ha yxoTo BepTturo,
H nabupunTa THHUTYC,
OOKa B YILIUTE
ChpaeyHH HapyLIeHHS Taxukapans [lannuTayun Torsade de
pointes
CbA0BH HAPYLUEHHS XunepToHus XUNepToHuiHa | CucronHa BeHo3eH
KpH3a, XMAEPTOHHSA, eMboTHIBM
OpTOCTATHYHA NYACTONHAE
X UMOTOHHKA, XHOIEPTOHHS
XHIOTOHUA ‘
NabUIHO KPbBHO
HansraHe
PecnupaTopHH, CraraHe s JlapuHrocnasmm,
rPLAHH W EEE?;‘: X'bJILIAHE
MEAHACTHHANHH opoBapKHreanHa
HAPYLLIEHHS GoMKA




CucTemo-opraHen Muoro YecrH HeuecTH Peaxn C HenagecTHA
KJIAC-4ecTOoTa 4eCTH (=1/100 no (21/1 000 a0 (=1/10 000 oo yectoTa (OT
(>1/10) <1/10) <1/100) <1/1 000) HANHYHHUTE
AAHHH He
MO2Ke 1a
bbae
HANPABE€HA
OLIEHKA)
CTomMalHO-4pEeBHA [ToBpblUaHE, Hucdarus, Peaxu
HapyLIeHHUS nuapu, FacTpHT, H3Mpa)kHEHUA
rajieHe, racipo-
hanex. e30¢aruanHo
pEPIIYKCHO
FackHNICHO 3abonsBaue,
CMOHOOTAENSHE, | KopeMeH
CyXxoTa B yctara, | AMCKOM$OpT,
nucnencui HIMCHCHHA HA
e3HKa,
paTyneHuus
HapyLienua Ha O6puB YpTukapus, TlexapcTaena
KOXATA H MOAKOKHATA MaKysio- peaKums c
ThKaH Marmya03¢H €O3NHOPHUAUA ¢
obpHe, CHCTEMHH
aKHe,
AONeLUns CUMMTOMH
(DRESS),
ncopuasuc,
AHTHOEAEM,
anepruveH
AepPMAaTHT,
NoAyBaHe Ha
NHLETO,
EPHUTEM,
nary.no3eH 0Opus,
pa3apa3HeHue Ha
KOXaTa
HapyweHHa Ha MyckynHa TopTHkonKc, Tpusmyc
MYCKY/IHO-CKE/IETHATA PHCHAHOCT MyCKyJiHH
CHCTEMA M RpaMIlh,
fonka B
CheIHHUTETHATA KpATIHKLINTE,
ThKkaH MYCKYJ/HO-
CKeneteH
AUCKOMOPT,
CKOBAHOCT HA
CTaBMTE
HapyweHun Ha YpHHHa 3agepkaHe Ha
61.6peunTe | HHKOHTHHEHUMA, | ypyua,
NMHKOYHHTE NLTHILA A3y pHA cHypesa

ChCTOSIHHSA, CBLP3AHH
¢ OpeMeHHOCTTA,
poaAOBHA H
nocNepoaoBHA NEPHOA

CuHHApOM Ha
OTHEMaHe Npu
HOBOPOAEHOTO
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Cuceremo-opraHex Muoro YecTH HeuecTn Peaxu C Hen3BecTHa
KAAC-4eCTOTaA YecTH (=1/100 10 (z1/1 000 g0 (21/10 000 o yecToTa (OT
(>1/10) <1/10) <1/100) <1/1 000) HANHYHHTE
JaHHH He
MOX<€e /13
Obae
HanpaseHa
olUeHKa)
Hapyuwenus Ha Hapyuwena ["anaxropes, [TpHanusbM,
BBL3INPOU3BOJAUTEIHATA cekcyanHa FTMHCKOMACTHA, | ypenpyeHa
CHMCTEMA M I'bpaaTa OyHKUMSA NPH aMcHOpeA epeKums,
MbXKETE epeKTHIHA
AHchyHKUMUA
O6LH HAPYLLEHHS 1 [Mupexcus, pbaeH I"OpeLLH BLIIHH
e(heKTH HA MACTOTO HA Gonka, AuCKOMGpOpT,
NPHJICKEHHE ACTEHU, ycellaHe 33
waxaa
yMopa
NicnenBanus [Mouuxasane Ha | YAawbmken QT- VBeqHUeHHE Ha
ITEraoTo, HHTCpBAJ Ha naxrar
noBuwapane Ha | BN » nexuaporeHasara
TerNoTo a0HOpMHH B KpLBTA
4EpHOAPOOHH
(pYHKUHOBAIHU
TECTOBE

B KpaTKOCpOUHHU M ABNroCPOYHHM KIIMHUYHUA NPOYUBAHHS CbC 3UNPA3HIAOH [1pH LIU30MPEHNUS H
OUnonspHa MaHUA YECTOTaTa HA TOHWYHO-KJIOHHYHH NPUNAAbLH U XUOTOHHA € OUna HeuecTa,
Bb3HHKBaLLA npu noa 1% oT nekyBaHUTE CHC 3UNPA3ZUABOH NALKUEHTH.

3unpa3uaoH NPUYMHABA JIEKO 10 CPEAHO U3PpA3EHO A0303aBUCUMO yabmkaBaHe Ha QT-uHTepBana
(BX. Touka 5.1). B knuHHUHKWTE MpoyyBaHHUA NMpH viM3odpeHns yabvikasaHe ¢ 30 go 60 msec e
HabntopaBaHo npu 12,3% (976/7 941) ot enexkTpokapaAnOrpaMuTe Ha NeKYBaHHU ChC 3UNPaA3MACH
nauMeHTH W npu 7,5% (73/975) oT enekTpokapaAHOrpaMHATE Ha NaLMEHTH Ha rauebo. Y abmkaBaHe ¢
> 60 msec e HabmonasaHo npu 1,6% (128/7 941) n 1,2% (12/975) or enekTpokapavorpaMure
CHOTBETHO Ha MAaLIHEHTH, NEKYBAHH CbC 3UNpa3naAoH U ¢ nnauedo. Hectorata Ha yabakaeaHe Ha QTc
nHTepeaiia Haa 500 msec € 6una 3 or 006wo 3 266 (0,1%) npu naumeHTUTE, JEKYBAHHU ChC 3UNPAIUIOH
n 1 or o6uo 538 (0,2%) npu naureHTHTE HA Nnauebo. CpaBHUMH pe3ynTaTu ca HaboaaBaHH B

KIWHUUYHUTE fIpOY4YBaHUA 3a OUMOASPHA MAHHUA,

B ABIrocpOHHUTE RPOYHBAHWA NMPH LWIHW30PPEHHs, B KOUTO 3UNPA3KIA0H € NpUiarad Karo
NoAAbpKAallA TEpanus, HUBaTa Ha NPOJIAKTHH APH NaLKMEHTH, JIEKYBAHH CbC 3HIPAa3HAOH, B HIKOU
clyyau ca OMNM MOBHLIEHH, HO MPU MNOBEYETO NALMEHTH Ca Ce BPbLUATU A0 HOPMAIHK cTORHOCTH Ge3
[IpEKbCBAHE HA JieHeHHeTo. B NoMbAHEHHE, NOTEHHHATHHUTE KIIMHHHYHH H3BH (Hanp. FTHHEKOMACTHA H
HapacTBaHe Ha MbPAHTE) ca OUH PEAKU.

[leayaTpyuHa nonynaaiua
B nnatie6o-KOHTPOMHPaHO NPOYUBAHE MPHA NALUMEHTH ¢ OMNONAPHO pa3CcTPpONCTBO (Bb3pacT 10-
17 roaMHH), Hal-4YECTUTE HEXENaHHW peakLuH (¢ yecToTa Ha ¢chobuwasane > 10%), ca cenaums,
CHHAMBOCT, raBobonue, ymMopa, rajeHe, 3aMasHOCT, NOBPbLIAHE, HAMAIEH aneTHUT H
eKCTpanupaMuUaHO pascTpoicTBo. B nnauedo-kOHTPONHPAHO NPOyUBaHE TPH NaLIMEHTH C
ww3zodperns (Bb3pact 13-17 roguHu), Hal-ueCcTUTE HEXENAHH peaKUMUH (C YecToTa H
> 10%), ca CbHIIKMBOCT W €KCTpanMpaMUAHO pa3cTpoiicTeo. [lpodusT Ha OesonacH
3UNPAa3rAOH NPH NEAHATPHUYHA NOMYAALUMA KAaTO LUANO € nogobeH Ha npoduna npH
Bnnpeku ToBa Npu NeAWaTPUYHM MaUMEHTH € Habnlo4aBaHa BUCOKA YECTOTA HA CE
CBLHIIMBOCT,




3UMpa3HaOH Ce CBbP3Ba € NEKO A0 CPEAHO J0303aBUCUMO yab/DKaBaHe Ha QT-uHTepBana B
neHaTPUHHUTE KIWHWYHH HU3NKWTBAHUA, NOA0OHO HA TOBA, HADAKOAABAHO MPH MOMYyNailUIATa Ha
BB3pacTHH. TOHUYHO-KNOHHUYHH MPUMAZbLUNM U XHUITIOTOHHA HE ¢a J0KNaaBaHu B naauedo-
KOHTPOJIUPAHH MEAUATPUUHK KIUHHUUHU H3NUTBAHKWA NPpU OUNOAAPHO pa3CTPOUCTRO.

Cpobi1aBaHe HA NOAOIWPAHU HEXKEJAHU PeaKLUM

Cbvob11aBaHeTo Ha NOAO3UPAHH HEXKENTaHW peakUHM cie]] paspellaBaHe 3a ynorpeda Ha JiekapCcTBeHHS
NPOAYKT € BaKHO. TOBa N03BO/NARA Ad NPOABHKH HAOMIOAESHHETO HA CHOTHOLLUEHUETO NON3a/PUCK 3a
JIeKapCcTBeHU NPpoaAYKT. OT MEIHLIMHCKUTE CNELHANUCTH C€ U3UCKBA Ja ¢bob1aBaT BeAKa

Moao3HpaHa HeXKelaHa peakilna upes ManbaHuTeNnHa areHUUa no nekapcTeara, ya. . Jlaman ['pyes”
Ne 6, Cogua 1303, Ten. +359 2 8903 417, www.bda.bg.

4.9 Ilpeao3upane

OnUTBLT CbC 3UNPA3UAOH NpK Npeao3upaHe e orpaHuyer. Hal-ronaimMoTo noTabpaAeHo €THOKPATHO
norabluarde Ha sunpasuaoH € 12 800 mg. B to3u ciyuan ca Ounu crobLueHn ekcTpanupaMuIHU
cumnitoMH H QTc untepean ot 446 msec (6e3 cvrpacyHu nocnaeacteua). Ilo npuxumn, Haki-uecto
CLOOWABAHUTE CUMIITOMH ClIEA MPpea03UpPaHE ca EKCTpanHpaMUAHH CUMMNTOMHU, De3cbHUe, TpeMOp H
TPEBOXHOCT.

B1b3MOXHOCTTa 3a NPUTBbIEHA YYBCTBUTEIHOCT, MPUIMAAbLH HIKW AMCTOHUYHM peakuur B obnactra Ha
rnasaTa M Bparta CleA Npeao3vpaHe MOKe a Ch3AaAc PUCK OT aclUpands NpU HHAYLMPaH eMe3uC.
HezabasHo TpsbBa aa ce 3anoqHe ¢ MOHUTOPHPAHE Ha ChpAevHO-cbAoBaTa GyHKUWS K TpaOBa ga ce
nNpeABUAHM MPOABIHKHATENIHO eJIEKTPOKapAHOrpadcko MOHUTOPHPAHE, 3a 1a C€ OTKPHUAT Bb3MOXKHH
apuTMHH. Hama cneunduyued aHTHIOT Ha 3UNPA3UIOH.

5. ®APMAKOJIOTMYHU CBOUCTBA
5.1 QPapMaKOAHHAMHYHH CBOWHCTBA
dapMakoTepanepTHUHA rpyna; AHTUIICHXOTHK, HHAo0B aepueaT, ATC xoa: NOSA E04

3unpaszuioH UMa BUCOK apUHUTET KbM JONAaMHHOBHUTE peuentopy THI 2 (D;) ¥ 3HAYUTENHO NO-BHCOK
ahMHUTET KbM CEPOTOHHHOBHUTE peueitTopH THNt 24 (SHT:4). PeuenTopHara 6iokana 12 vaca cien
eaHoKpaTHa A03a oT 40 mg 3unpaznioH e Ouna Han 80% 3a cepoToHWH THN 24 W Haa 50% 3a Dy,
KOETO € YCTAHOBEHO € M3MOJI3BAHETO HA NMO3UTPOHHA eMUCHOHHA Tomorpadua (I1IET). 3nnpasznaox
CbLLO B3aUMOJEHCTBA CBC CepOTOHHHOBHTE petenTopd SHT2c, SHT1p v SHTA, kbAaeTo HErOBUAT
aQUHUTET KbM TE3H MECTA € €IHAKDLB WIH NO-BUCOK, OTKONKOTO adUHUTETA MY KbM D; peuentopa.
3unpa3uaoH MMa ymMepeH aQHHUTET KbM HEBPOHATHUTE CEPOTOHMHOBHY W HOpaJApEeHATUHOBH
[MPEHOCHUTENH. 3UMPA3UAOH AEMOHCTpUpa yMepeH aduuuTeT KbM XHcTamuH H(1)- u anda(l)-
peLenTopy. 3UNPa3ucH AEMOHCTPHPA NpeHedpexnUTeNeH aPMHUTET KbM MycKkapuHoBuUTe M(1)-
peLesIToOpH.

3UNpasrIoH € JOKa3aH aHTATOHUCT KAKTO HA CEPOTOHUHOBHUTE THN 24 (SHT24), Taka # Ha
aonamuKoeuTe TN 2 (D2) peuentopu. [Ipeanonara ce, ye TepaneBTHHHATA AKTUBHOCT € MEAHUPAHA
OTHACTH YPE3 Ta3u KOMOUHALUA Ha AHTAFTOHUCTUYHU Bb3ASHCTBHA. 3UMPa3sHIOH CbLIO € MOLLEH
aHTaroHMcT Ha SHT,c u SHTp peuentopure, MoweH aronucT Ha SHT 4 peuentopa u uHxubupa
HEBpPOHANHUA 0OpaTeH 3axBaT HA HOpaApeHalUH M CEPOTOHMH.

Honwanumenna ungopmayus om KAuHUYHU NDOYYBARUR

HIuzohpenus

B 52-ceAMM4HO NpPOYH4BaHe 3UNPa3HACH € 61N epeKTUBEH B MOAABPIKAHE HA ITHHHY
noaoOpeHue No BpemMe Ha NOAALPAKALLATA TEPANHA NPU NaLMEHTH, KOMTO ca NnoKasan
MOB/JAMUABAHE OT JICHEHHETO: HAMA ACHU AAHHM 32 BPB3KATA 1032-0TrOBOP B IPYMUTE C
B Topa npoyuBaHe, KOETO BK/IIOUBA OOJTHU M ¢ NO3UTHBHU, U C HETATUBHH CUMIITOMH H
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e(eKTHBHOCTTA Ha 3UNPa3HIOH € IEMOHCTPHPAHA H NO OTHOLIEHHE HA MO3UTUBHUTE, W MO OTHOLLUEHHE
Ha HEraTHBHUTE CHUMITTOMM.

HecToTaTa Ha NOBHUIABAHE HA TEJECHOTO TEr10, CbOOLWEHA KaTO HEeXeNnaHo ChOUTHE B KpaTKOCPOYHH
(4-6 ceaAMMLH) NPOYUYBAHUA NPH WH30PPEHH], € OuAa NO-HUCKa U MASHTUUYHA NPH NauKeHTHTE,
JIEKYBAHM CbC 3UNPA3UACH U NpH Nnauedo-neKyBaHUTe mauneHTH (M B Asete rpynu 0,4%). B
eJHOroAMIIHO NNauebo-KOHTPOANPAHO NPOYUBAHE NPU NALMEHTHUTE HA 3MNPA3HaOH € HabmonaeaHa
MeJMaHHa 3aryba Ha TenecHo Teriyio ot 1-3 kg B cpaBHeHHe ¢ MenuaHHa 3aryba ot 3 kg npu nnauebo-
TPETHPAHUTE NALMEHTH.

B nBoiiHOCAANO CPaBHUTENHO NPOYYBAHE NpH WH3odpeHUa ca npocneieHH MeTabONUTHUTE
napaMeTpy B TOBA YHCJIO TeN10, CTOMHOCTH Ha MHCYJIMHA HA MaaHo, o0l X0aeCTEpOn H
TPUrTHUEPHIN, KAKTO ¥ HHAECKCHT HA HHCYAKWHOBa pesucTeHTHOCT (HUP). [lpu nauuenTuTe Ha
3UNPa3uaoH He ca HabnmogaBaHH 3HaAUMMK NIPOMEHH OT M3XOAHKUTE CTOWHOCTH Ha Te3n METabDONIHTHH
napameTpH.

Peszyamamu om 2onsimo nocmmapremunz060 npoyusawne 3a bezonacnocm

PaHaoMHU3HpaHO NOCTMAPKETHHIOBO nipoyyBaHe Ha 18 239 nauuedTa ¢ WwuM3odpesns ¢ nepyuoa Ha
npocaeAsBaHe OT 1 roavHa e NPoBeAEHO, 3a Aa C€ ONpeaeny JanH €PEeKTbT HA 3UMNPA3UIOH BBPXY
QTc-uHTEpBaNa € CBBLP3aH C YBE/AHYEH PHCK OT CMBPTHOCT, KOATO HE € BCIEACTBUE HA CaMOYOUHCTRO.
Tosa npoyuBaHe, KOETO € NPOBEAEHO B YCIOBUATA HA PEATHATA KIMHUYHA NNPAKTHKA NOKa3Ba, Y€ HAMa
paz/IMKa B CTENEHTA Ha o0ulaTa CMBPTHOCT, KOATO HE € BCAEACTBUE HA CAMOYOHHCTBO NPH JIcUeHHe
CbC 3WNpPa3ucH K OfiaH3anHH (OCHOBHA KpaiiHa uen). [IpoyusaxeTo rokassa CbLLo, e HAMA Pa3nHKa
BbB BTOPHYHUTE KPAHHM LI HA CMBPTHOCTTA NMOpagy pa3IMYHH NMPUYHHH, CMBPTHOCTTA BCIEACTBUE
Ha caMOYDOHUHCTBO, CMBPTHOCTTA BCJAEACTBHE HA BHE3AlHa CMBbPT, HO € HabnionaBaHa He-3HAYUMO
YHUCJIEHO [10-BUCOKa YECTOTA Ha ChPACUYHO-CBHAOBA CMBPTHOCT B8 IPyNaTa ¢bC 3MNPa3sMIoH.,
CTaTUCTHYECKH 3HAYMMO MO-BHCOKA YECTOTa Ha 00LIA XOCMHTANIHU3ALNA, Ab/DKALLA C€ OCHOBHO Ha
pa3nvka B 6pos Ha NCUXHATPHYHK XOCNIMTANM3aUK, € HabMIOAABAHA CHLIO B 'PYIATa Ha 3UIIPa3uAOH.

bunonapua manus

EdukacHocTTa Ha 3UnpasuaoH NpK Bh3PacTHU € MAHMA € YCTAHOBEHA B jiBe NNauedo-KOHTPONUPaHH,
ABOWHOCENU, TPHCEAMHUHY U3MHUTBAHUA, KOUTO CPABHABAT 3UMPA3HIOH ¢ nnauedo U €1HO ABOAHO-
CAANO ABAHANECETCEAMUUYHO U3NUTBAHE, KOETO CPABHABA 3UNPA3UIOH ¢ Xanonepruaon 1 niauebo.
Te3u npoyusanus BKouBaT okono 850 nauuenra, OTroBapsaiuy Ha kputepuute Ha DSM-IV 3a
OMNONAPHO Pa3sCTPOHCTBO THUI | € OCTBP MaHMEH MJIM CMECEH €NH30/, ¢ U Oe3 NCUXOTHYHH NPOABH.
M3xoaHoTo Ha/lHuKe Ha NCHXOTHYHHM NPOSBH B H3NUTBaHKUATA Oe 49,7%, 34,7% nnun 34,9%.
EdunkacHocTTa € ougHeHa upea Ckanara 3a oueHka Ha maHls (Mania Rating Scale — MRS). Ckanara
3a [ nobanHo knnHHuHO BrieyatneHue — Texect (CGI-S, Clinical Global Impression — Severity) 6e
WK €Ha OT ITbPBHYHUTE, WK OCHOBHA BTOPH4YHA NPOMEHIIMBA 110 OTHOLICHKE Ha €(IUKACHOCTTA B
Te3H U3NHTBaHKA, JleueHHeTo cbe 3unpasnaoH (40-80 mg aBa NbTH AHEBHO, Cpeada AHEBHA 4034

120 mg) aoBene A0 CTATUCTHHECKH 3HAYUMO MO-roasamo noacodperHue u no apere ckand MRS u CGI-S
npy nocneaHa BusuTa (3 ceamuun), cpaBHeHo ¢ naauebo. B asaHaneceTceAMHYHOTO U3NUTBAHE
neYeHHeTo ¢ Xanonepraon (cpeaHa aHesHa ao3a 16 mg) npean3BrKa CTATUCTHYECKH 3HAUYUMO NO-
rofifiMO HaMajIeHHE Ha pesyaTarure no MRS, cpaBHEHO CbC 3UMpa3snaoH (cpeaHa AHEBHA 1034

121 mg). 3unpazuaoH AeMOHCTPHPa €PUKACHOCT, CPaBHUMA C XaJlONEPHUAOI, NO OTHOLIEHUE Ha
NMPOUEHTA NMALUWEHTH, MOAABPIKALLHW OTTOBOP KBbM JIEHEHUETO OT ceamMuUua 3 ao ceaMuua 12.

EdrxacHOCTTa Ha 3UNPA3KACH MPH JiedeHHe Ha OMNONSPHO pa3cTpoHcTBO THN | Npy neanaTpUyHM
naumedTH (Ha Bb3pacT 10 no 17 roauHu) 6e oLeHEHO B €4HO YETHPHCEAMUUHO M1anebo-
KOHTPOJIMPAaHO npoyusaHe (n=237) Ha XocUTanu3upaHu win ambynaropHo 60NHU, KOWTO OTLQBRADS
Ha KpuTepuuTe Ha DSM-IV 3a 6unonsapHo pascTponcTBO THN [ ¢ MAHHHHH HITH CMECEHH ST OAT
UNH Oe3 MCUXOTHYHH npoAByu U umalud Y-MRS pesynrar 217 o1 usxoaHara nuHus. / ,Si- -
NBOMHOCAANO, M1aLe60-KOHTPOIMPaHO NMPOyUYBaHe CPaBHsABA nepopaieH 3unpasnaoH HeTXpiiuttutt
pexxum (80-160 mg/neH (40-80 mg nBa MbTH AHEBHO) B ABE OTAEC/IHM 1O3H 32 NaLHEHIAX ﬁw Py
kg; 40-80 mg/nen aBa nbTH gHesHO (20-40 mg ABa MbTH AHEBHO) 3a NALMEHTH C -\--‘- K G Y Yer:
cfipAMO 1aunebo. 3unpasuaoH e NprUeMaH KaTo eIMHUYHA f103a oT 20 mg Rpe3 MbPBHY A8
KOETO TUTPHpaH npe3 1-2 ceamuum, B ABE AHEBHH A03H, A0 NpHUEAEH AWana3oH OT 128
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3a nauveHTH ¢ Terno >45 kg unu 60-80 mg/aen 3a naunentn ¢ terno <45 kg. [Moseonena e
ACUMETpH4HA JO3HPOBKA, ChC CyTpelIHH A03u 20 mg win 40 mg no-HUCKK OT BEUEPHHUTE A0O3H.
3unpasuaoH e no-a06sp oT iauedo nNo OTHOWEHUE Ha MpoMsaHaTa Ha odwuma pesynrTar no Y-MRS Ha
ceaMHua 4, CIpsaMO TO3M Ha U3XO0AHO HMBO. B TOBa KIIMHWYHO NpOoy4BaHE, OCHOBHUTE MPHEMaHH
JIHEBHHM 034 ca OMNH cboTBeTHO 119 mg v 69 mg npu naureHTH ¢ Terno 245 kg u <45 kg.

Hsama JbnrocpoUuHHU KIIMHHYHM NPOYUYBaHHUA NPH Bb3PACTHH NMaLWeHTH, H3CAeABallM €PUKACHOCTTA Ha
3UMNPa3HAOH 3a MpeJOTBPATABAHE HA PELMINB HA MAHUHHHW/ AENPECHBHU CUMITTOMM,

[legHaTpU4yHA NPOYUBAHKS

bunonapna manus

BeionacHoCcTTa Ha 3UNPA3MAOH € OUeHeHa npy 237 neanaTpuyHHU naudeHTH (Ha pb3pact ot 10 no
17 roouHHM), KOUTO Ca YYACTBAJIM B MHOFOI030BH KIIHHHUYHH NPOYYBAHHA pH OMNOASpHA MaHHA;
o0wwo 31 neamaTpuHHH NaUMEeHTH ¢ OUNONAPHO pa3CcTpOHCTRO TUN | ca nprHeManty nepopaneH
IUMPpa3Ha0H 3a noHe 180 aHum.

B 4-cenMyuHO npoyuBaHe npH neauaTpyudHu nauneHTH (ot 10 no 17 roanuu) ¢ GunonspHa MaHus,
HAMA pa3iKKU MeXNY NalUeHTUTe, NPUEMallly 3UNpasuaoH ¥ naauedo B cpeaHaTa NpoOMAHA Ha
TENEeCHOTO TErj0, CTOHHOCTHTE Ha IMIOK03a Ha rilagHoe, obumns xonecrepon, LDL xonectepona u
TPUITHUEPUANTE, CIIPAMO U3XOAHHTE CTOHHOCTH.

EdukacHocTTa Ha 3MNpa3sUACH NPH JIeUeHUETO Ha OMNONApHO pa3cTpoicTBO THN I € oLeHeHa B
MOCTMapKETUHIOBO MPOYUYBaHE NpH NneadaTpyuuHy naudeHTy (n = 171 [nonynauus 3a GesonacHocT];
n = 168 [nonynaauus ITT)), kouTo oTroBapaT Ha KpurepHUTe Ha DSM-5 3a OUnonapHo pa3cTpoicTBO
tin | (MaHnakanHo WiH CMeCEeHO) B U3XOAHO HUBO. [IpoyyBaHeTo CpaBHABA fepopaieH 3UNpa3maoH ¢
roBkaso gosupane (80-160 mg/nen [40-80 mg apa mbTH AHEBRHO] 3a NauMeHTH ¢ Terno > 45 kg; 40-
80 mg/nen [20-40 mg aBa nmbTH AHEBHO] 3a MAUUEHTH ¢ Terso < 435 kg) ¢ nnauebo 3a nepuon Ot

4 cegmuuy. [IpoyuBaHeTO A€MOHCTPHPA, Y€ 3UNPA3HAOH (PEBBIX0K/A M1auedo Mo OTHOLLIEHHE Ha
NPOMsIHATa OT M3XOAHOTO HWBO A0 ceAMULa 4 O OTHOWEHHE Ha o0Luma pesynrat no Y-MRS. B
Npoy4YBaHETO He ce HabNKAaBaT ChLUIECTBEHH PA3/IMKH MEXAY MALMEHTUTE HA 3UNPA3HI0H H nnauebo
B CpeHaTa NPOMAHA CNPAMO H3XOAHOTO HUBO MO OTHOLUIEHHE HA TENECHOTO TEMN0, HUBATA HA
ri0Ko3a Ha rnaano, obuy xonectepon, LDL xonecrepos way Tpurnuuepnam.

Hsama abparocpodyHu ABOHHOCAENH KAXHHYHH U3NUTBAHUS, NPOYYBallHK ePUKACHOCTTA U
MOHOCHMOCTTA HA 3UMPa3UAOH NPH AeLia K KOHOLLH.

HsaMa ABArocpoUHH KITMHHYHH H3MNKTBAHHA NPH NEAWATPHYHUA NAUMEHTH, NPOyUBALLU €PUKACHOCTTA
Ha 3UNPa3WJ0H 33 NPEAOTBPaTABAHE HA PELUAMBH HA MAHHIHW/ AENPECUBHH CUMIITOMH.

Luzoppenun

[lporpamara 3a wu3odhpeHus npu Aeua e KpaTKOCPoYHo, 6-ceaAMUYHO, NAauedo-kKOHTPOIHPAHO
npoyusaHe (A1281134), nocneaBaHo OT OTKPUTO 26-CEAMHYHO NPOCIEAABALILO NPOYUBaHE
(A1281135), npoexTHpaHo Aa npeaocTaBy HHGOpMAUHUS OTHOCHO edHKacHOCTTa, 6€30MaCHOCTTA H
[MOHOCHMOCTTA NMPU NEPOPATHO NpUAcKeHHe Ha 3unpa3uaoH (40-80 mg aBa MbTH AHEBHO ¢ XpaHa) Mo
BpeME Ha AbAMOCPOYHOTO MY NPUJIOKEHHUE MPH YHACTHHUM B IOHOLLECKA Bb3pacT oT 13 go 17 roauMuu
(BKITIOUHUTENHO) ¢ wn3odpeHua. [NeanaTpuunoTo npoyueane Ha 3EJIJIOKC npu wuzodpenns e
npekpareHo ot Pfizer, nopaau nunca Ha epHKacHOCT (Bx. Touka 4.2).

5.2 @apMaKOKHHETHYHM CBOHCTBA

Abcopbuusg
[THxoBUTE CEpYMHH KOHUEHTPALUH Ha 3UMPAa3UOH CNel MHOTOKPATEH MepopaieH Ip

xpaHeHe 00ukHoBeHO ce aocTurat ot 6 0o 8 vaca caea npyema. AbcontoTHaTa OMOH
no3a 20 mg, npuera no BpeMe Ha xpaHeHe, e 60%. (PapMaKkOKMHETHUHH NPOYUBAHUA WAk
OMOHAIMYHOCTTA Ha 3unpa3naoH ce ysenuyaea a0 100% npu npuem no Bpeme Ha xpa e@.
ce MpenopbyBa 3UNPa3HACH Aa Ce NPHEMA C XpaHa. 4
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PasnpeneneHue
Ob6embT Ha pasnpenenenye e okono 1,1 1/kg. 3unpasnaod ce cebp3sra Haa 99% ¢ npoTterHuTe B

cepymMa.

BnotpaHchopmanya ¥ eTUMHHUPAHE
CpeHOTO NpeaeHO BpeMe Ha MONyENTHUMHUHHpaHE Ha 3UNPA3MAOH CNIEA NepopasieH npUem € 6,6 vaca.

PaBHOBECHH KOHLIEHTPALIMH CE€ NOCTHIaT B paMKuTe Ha 1-3 nuu. CpeAHHUAT KHPBHC Ha 3UTpa3HACH,
NPUNOKeH HHTPaBEHO3HO, € 5 ml/min/kg. Okono 20% ot ao3ara ce eKCKpeTUpaT B YPUHATA U OKOJIO
66% ce eTUMUHUPAT ¢ PEKATHUTE,

3unpa3uaoH NOKa3pa JIMHeHHAa KMHETHKA B TepaneBTHUYHUA 40308 HHTepBaa oT 40 a0 80 mg apa nbLTH
JAHEBHO CNej XpaHeHe.

3unpasuaoH ce MeTabonn3Mpa eKCTEH3IUBHO B OpraHH3Ma ciell NepopaiHO NPHIOKEHHE, KATO CaMO
MAaJIKa 4acT ce€ eKCKpeTupa B ypHuHaTa (<1%) unu pekanunure (4%) B HenpoMeHeH BUA: 3UNPa3UAOH
OCHOBHO C€ OTCTpaHABa Mo TpKr MeTabONUTHH MBTA, NPH KOETO CE€ NOMYHABAT YETUPH OCHOBHH
uMpKynupaiuy Metabonura: 6eHsusornason nunepasud (BITP) cyndokena, BITP cyadon,
IUNPA3ZHACHOB CYT(POKCHA H S-METHA-AUXUApO3UNpasHIoH. HenpoMeHeHHUAT 3unpa3vioH
npeacTap/sBa okono 44% ot oOLLHA CBBP3aH C JIEKAPCTBOTO MAaTEPHAl B cEpyMa.

3unpasuaoH ce metabosiu3Mpa OCHOBHO 4pe3 [Ba MbTA: PEAYKUUA U METUIHPAHE OO0 S-METU-
AUXUAPO3UNPA3HAOH, KOETO NPEACTARNIABA OKOJIO JBE TPETH OT MeTaboNM3Ma U OKCMAATHBEH
MeTaboNK3bLM, KOMTO IpeacTaB/isiBa OCTaHaNlaTa €AHA TPETA. [ Vitro NpOyYBaHUATA, M3MON3BALLM
YOBEWKK YepHOAPOoOHHU CyOKNeThUHH (paKLIMK, NOKA3BAT, Y€ S-METUIT-ANXHUAPO3HUTNIPAIUROH CE€
reHepupa B [IB€ CTbIKH. Te3u NpoyvBaHUA MOKa3RaT, Y€ NbpBATa CTHIIKA € MEAHHUPAHA OCHOBHO 4pe3
XMMHYHA peAYKLIHA OT rAyTaTHOH, KaKTO U Ype3 EH3MMHA peAYKLHMA OT anjexui okcrvaasa. Bropara
CTbIIKA € METHUWPAHE, MEAUHPAHO OT THOM MeTunTpaHcdepasa. [n vitro Npoy4sBaHUATA NOKA3BAT, Y€
CYP3A4 e ocHoBHUAT unToxpom P450, katanuaupall OKCHIaTHBHUA MeTabONTU3BM Ha 3UMNMPA3HIOH, C
He3HaYHTENEeH NoTeHUHaNleH npuHoc Ha CYP1 A2,

3unpazuaoH, S-METUI-AUXHAPO3IUNPAZHACH H 3UMPA3HAOH CYNPOKCHA NPH UINHTBAHE in VIlro
[IOKa3BaT CBOWCTBA, KOUTO MOTaT Aa npeanonarar eQekT Ha yabkasaHe Ha QTc. S-meTun-
AUXHAPO3UNPA3HIAOH CE €TMMAHHPA TMABHO C U3NpaXKHEeHUs Ype3 OUnMapHa eKCKpeuus ¢ MajibK
npuHoc Ha CYP3A4 karanusupanus metabonuabm. 3UNpasuioH cyipoKCHA ce eNTHMUHHpa Hpe3s
6u6petHa eKCKpeLUs U Ype3 BTOPHUEH METab0oNH3bM, KaTanusupaH ot CYP3A4,

CneunduyuHy nonynalmu
dapmMakOKUHETHUHHAT CKPUHUAHT HA MALMEHTH HE € 1aN HAKAKBH 3HAUUMM (PapMaKOKUHETHYHH
PA3NUKH MEXKAY MyWa4u H HENYIIayH.

He ca ycTaHOBEHH KJIMHHUYHO 3HAUHMH Bb3pacTOBH WM TOJIOBH Pa3UKH BbB (HapMaKOKHHETUKATA Ha
sunpaznaoH. PapMakOKHHETHKATa Ha 3UNPa3uAOH MPH NeAHATPHYHH NaLMEHTH Ha Bb3pacT ot 10 no
17 ronnHn e 61na noaoOHA Ha Ta3M MPH BB3IPACTHHU Cile KOPUIUpaHEe HAa pa3THKUTE CpAMO
TE€NECHOTO Terno.

B choTBeTcTBHE € daKTa, ue ObOPEeUHUAT KIMPBHC HMa MHOMO MaTbK NPKHOC KbM LISAOCTHHUA
KJIMPBHC, HE € YCTAaHOBEHO MPOrpeCUBHO HAPACTBAHE HA EKCNO3ULIMATA HA 3UIMTPAIUIOH NPH HEFOBOTO
MPUIIOXKEHHE MPH NALMEHTH C PA3/IMYHHU CTefleHH Ha ObOpeuna pyHkuua. Exkcrioanuunre npyu 00nHHU ¢
neko (xpearuHuHoB kaupbHC 30-60 ml/min), cpeaHo Texko (kpearuHHUHOB KIHMpBHC 10-29 ml/min) n

TeXKO (M3UCKBALLO AHANIH3A) yBpexkaaHe ca ounu 146%, 87% u 75% o1 T€3W nNpwn 3apaBu x ‘\

ceqem AHKU, He e H3BECTHO AaNU CEPYMHHUTE KOHLEHTPALIHK Ha METAaDOMUTHTE Hapac
MALMEHTH,

[Tpu neka a0 cpeaHa creneH Ha yepHoapoOHO yspexaane (Child Pugh A unu B), n
LIMPO3a, CEPYMHHTE KOHLEHTPALIMH ClIe[ NepopaiHo npuioxeHue ca ouam ¢ 30% no




NpeaenHoTO BpeMe Ha nofiyenUMuHupane e Onno ¢ 0Koso 2 yaca no-Awaro, OTKONKOTO NPH NalKeHTH
¢ HopManHa YepHoapoOHa dyHkuus. He € yctaHOoBeH edekTbT Ha uepHOAPOOHOTO YBpeKAaHE BLPXY
CEPYMHHUTE KOHUEHTPALIMH Ha METAOONHTHTE.

5.3 IlpeAKNIHHHYHH JAHHH 32 0€30RACHOCT

[IpenxnmHuyHMTE AaHHK 332 6€30NacCHOCT 32 NepopaeH IUMPa3HI0OH, MOAYUEHH MPH OGLIONPHETHTE
NpOYy4BaHMs 33 6€30MaCHOCT, FTEHOTOKCHYHOCT M KaHLEPOreHEH NOTEHUMAN, HE MpeaAnonarar
cnelLyanHa onacHoCT fpy xopa. B penpoaykTHBHM NPoyHBaKUa NPU MIbXOBE U 3aLIM 3UNPa3UI0H He
€ noKasan TepatToreHHocT. Hexenanun edekTH 8bpXy PepTHINTETA H MAJlKH C HAMAaJEHOo Terno ca
CLOOLIEHH NIPH A03HW, KOWTO NMPUUHUHABAT TOKCHUYHH €PEKTH NPH Mailikata KaTo HaMalleHO HaanaBaHe
Ha Terno. [Ipy ia3MeHH KOHUEGHTPaLHUH MPH MAHKHTE, KOHTO NPH EKCTpanoaupaHe ¢a OMNM CXOAHHU ¢
MaKCHMAaTHATE KOHLEHTPALMNK FIPH MPUAOKEHHE Ha TEPANCBTUYHH J03M NPH X0Pa, € YCTAHOBEHO
yBeJIM4aBaAHE Ha NMEPHHATANHaTa CMBPTHOCT M 3a0aBeHO PyHKUHOHANHO Pa3BHTHE Ha NNOKOJAEHHUETO.

6. OAPMAIIEBTHYHHN JAHHHU
6.1 CnHchK HA NOMOIIHHTE BEIHECTBA

Covovpoicane:

JlakT032a MOHOXHOpAT
[IpexesaTHHMIMPaHO LapesUUHO HULLECTE
Marsesues creapat

Kancyana obaueka:
JKenatuH
Tutanos anoxkcun (E171)

Harpues naypun cyngar (HaTpueB aoaeumicyndar)
Huaurotud (E132, camo B 20 mg # 40 mg kancynu)

[Tevamuo macmuno.

Llennak

[Tponunen rnukon (E1520)
AMoHueB xuapokcua (E527)
KanueB xuapokcua (E525)
XKeneseH oxcua, ueped (E172)
6.2 HecbBMeCTHMOCTH
Henpunoxumo.

6.3 Cpok BHa roanoct

4 rOAWHH

6.4 Choeuuajanu ycN1OBHHE Ha ChXPAHEHHE
Ja He ce chxpanaea Haa 30°C.

6.5 JlanuH 3a oNAKOBKATA

3unpa3uaoH Kancynu ¢a onakoeaHu B anyMuHuesd PVC/PV A Gnucrepu, nocrasenu
KYTHH.

OnakoBKaTa cbabpka 10, 14, 30 unu 56 xancynu.
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He Bcvuxy BUAOBE OMAKOBKH MOrart aa 0baar [TYCHATH Ha lMa3ap4a.

6.6 CoeuHaJHM NpeanazHK MEPKH NPH HIXBLPASTHE

Hsma cneManHy HIMCKBAHUA

7. NPHUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Buatpuc EOOJ

oduc crpana ,,Cepanka opucu*
Oya. CutHakoBo Ne 48, eT. 7
1505 Codus

bnnarapus

8. HOMEPA HA PAZPEIIEHHETO 3A YITIOTPEBA

20 mg tbpau Kancynu - 20020658
40 mg TbpaM Kancynu - 200206359
60 mg TBbpaM Kancymu - 20020660

9. JATA HA ITBPBO PA3PELHIABAHE/TIOAHOBSBAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Harta Ha nbpBo paspeisasade: (01 asryer 2002 r.
Jlata Ha nocneaHo noaHoesABaHe: 11 oktomBpu 2007 1.,

10. JATA HA AKTYAJIMJUPAHE HA TEKCTA
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