TINIPHJIOKEHHE I

KPATKA XAPAKTEPUCTHKA HA NPOAYKTA




1. HME HA JIEKAPCTBEHMS ITPOAYKT / oVl Esry/IS/60

3EJIJIOKC 20 mg TBbpaM Kancysiu G 322/-3 01-07- 05
ZELDOX 20 mg capsules, hard

3EJIZIOKC 40 mg TBbpaM Kancyim
ZELDOX 40 mg capsules, hard

3EJIZIOKC 60 mg TBbpaAM Karncyiu
ZELDOX 60 mg capsules, hard

2. KAYECTBEH H KOJIMHECTBEH CBbCTAB

Besika TBbpaa KancyJsia chabprka 3UNpasuaoH XUAPOXIIOPHI MOHOXHAPAT (ziprasidone hydrochloride
monohydrate), expuBasnienreH Ha 20 mg 3unpasuaoH (ziprasidone).

Beska TBbpaa Karncysia chbabprka 3UNPpasHIoH XHIAPOXJIOPHI MOHOXHMAPAT (ziprasidone hydrochloride
monohydrate), ekpuBanentex Ha 40 mg 3unpasuaoH (ziprasidone).

Beska TBbpaa Karncysna chbabpika 3UNpa3HIoH XHAPOXJIOPHA MOHOXHAPAT (ziprasidone hydrochloride
monohydrate), ekBuBanenteH Ha 60 mg 3unpa3uioH (ziprasidone).

[loMOLIIHHM BelleCTBA C H3BECTHO JICHCTBHE:

Beska karncyna ot 20 mg ebabpika 66,1 mg nakroza MOHOXHApAT.
Beska kancyna ot 40 mg cbabpika 87,83 mg nakTo3a MOHOXH/IpAT.
Beska kancyna ot 60 mg cbabpka 131,74 mg nakto3a MOHOXM/IpAT.

3a nMBJHHUA CITUCHK HA NMOMOLIHUTE BELIeCTBAa, BHIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

TBbpaa kancyna
20 mg - kancynau pasmep 4, cuHbo-0enu, Mmapkupanu ¢ Haanuc “VTRS” u ZDX 20

40 mg - kancyau pasmep 4, ciHH, MapkupaHu ¢ Haanue “VTRS” u ZDX 40
60 mg - kancysu pasmep 3, 6eamn, mapkupanu ¢ Haanue “VTRS” u ZDX 60

4. KIIMHHUHYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHS
3unpa3u/IoH € NMoKa3aH 3a JieyeHHe Ha K30 peHUs NPU Bb3PaCTHH.

3unpa3u/IoH € nokasaH 3a Je4eHHe Ha MAaHUHHHU MJIH CMECEHH eNU30/H C YMEpPEeHa TEIKECT INpH
OMMOJIAPHO Pa3CTPOMCTBO MPH BB3PACTHH, Jela U IOHOLWHM Ha Bb3pacT oT 10 10 17 roaunu (He e

4.2 Jlo3upoBKA H HAYHH HA NPHJIOKEHHE

HOEHEOBK&




Bv3pacmnuu

[IpenoprunTenHaTa 1032 3a JICUCHHE HA OCTPH €NMU30H Ha WwuzodpeHus U SunondpHa manua e 40 mg
ABa ITbTH OIHEBHO MO BpeMe Ha XpaHeHe. J/lHeBHaTa f103a Moxe 1a Obie KOpUrHpaHa BIIOC/ECTBHE B
3aBUCHMMOCT OT HHAMBHAYATHOTO KIIHHHYHO CHCTOAHUE A0 MaKCHManHa no3a ot 80 mg aBa mbTH
AHEBRO. AKO € MOKa3aHo, MAKCHMAJIHATa NPENnopbyiBaHa 1032 MoxXe aa Obae JOCTHUrHaTa Ha TpeTHs
AEH OT NEUCHHUETO.

Ot ocofeHa BaXXHOCT € [a He ce HaBHIIIaBa MAKCHMAJTHATA J1034, Thil KaTo NpodPuALT Ha BelonacHocT
Haa 160 mg/neH He € NOTBBLPAEH M 3UNPA3UAOH CE CRBP3Ba C JO303aBHCHMO YABKABAHE Ha
QT-uHrepBana (Bx. ToukHu 4.3 u 4.4),

[Ip1 noaaABpXKalOTO IEHEHHE Ha NALIKeHTH ¢ W30 peHHa creBa a ObAe NPUNOXKEHa Hal-HHCKATA
eeKTHBHA A03a; B MHOrO ciy4au n03a oT 20 mg aBa ITbTH AHEBHO MOXKE 12 € AOCTaThYHA.

Cmapuecka ev3pacm
O61kHOBEHO He € noKasaHa NMo-HHCKa Ha4alHa 034, HO Ta3H Bb3MOXKHOCT TPibBa aa ce MMa npeasr
npu OONHHU Ha BB3PACT Ha U Had 65 roAMHH, KOTATO KIHMHHYHUTE (AaKTOpH ro H3HCKBAT.

Hayuenmu ¢ 6vbpevuno yspescoane
He ce HanckBa KOpEKLHMA HA J03aTa NPH NaUHEHTH ¢ yBpeaeHa 660peuna pyHkums (Bx. Touka 5.2).

Ilayuenmu c weproopobuo yepescoane
IIpu nauueHTH ¢ YepHOAPOOHa HenOCTAaTHYHOCT TPAOBA 18 ce MMa NpeBHA TIpHIaraHeTo Ha no-
HUCKH A03M (BX. ToukH 4.4 1 5.2).

[Heouampuuna nonyrayus

bunonspra manus
[IpenopbunTenHarTa 1034 NpH Ji€YeHHe Ha OCThP enn3oa Ha DUNoaspHa MaHUs NMPH NeAHATPHUHH

nauMeHTH (Ha Bn3pact ot 10 ao 17 roguHu) e eauHMyHa no3a ot 20 mg Ha aeH 1, no BpeMe Ha
xpaHeHe. Cnea ToBa 3unpasHaocH Tpabea aa ce mpHema No BpeMe Ha XpaHeHe B JiBe OTAENIHH JHEBHH
003 M TpaOBa ga ce TUTpupa npe3 1-2 ceamuuu 4o npHUuened auanaszol ot 120-160 mg/aen npu
nauMeHTH ¢ Terno =45 kg, win go npuueneH AMana3oH oT 60-80 mg/neH NpH NALHEHTH C TErNI0

<45 kg. Bnocnencteye nosuposkara Tpabea qa 6bae aganTHpaHa Bb3 OCHOBA HA HHAHBHAYATHOTO
KJIHHHYHO CBCTOAHHE B AHana3ox ot 80-160 mg/neH npu nauueHTH ¢ terno =45 kg, unu ot

40-80 mg/neH npH nauMeHTy ¢ Terno <45 kg. B kTHHUYHOTO NpoyuBaHe € MO3BOJIEHA ACHMETPHYHA
A03HPOBKA, CbC cyTpeliHHU 034 20 mg mnu 40 mg no-HUCKH OT BedepHHTE A03K (BXK. ToUkH 4.4, 5.1

15.2).

Ot ocobeHo 3Havenue ¢ na He Obae HaaBHIIABAHA MAKCHMATHATa 1038, 6asHpaHa Ha TErnoTo, Thil
kaTo npodubT Ha He3onacHOCT HaA MakcuMmanHara no3a (160 mg/nen 3a nena >45 kg v 80 mg/neH 3a
neua <45 kg) He e NOTBBPACH H 3UMPA3IKAOH CE ACOLMMPA ¢ A0303aBUCUMO YAB/DKABAHE HA
QT-unrepsana (Bx. Touku 4.3 u 4.4).

Lluzodpperus
bezonacHOCTTa H eDUKACHOCTTA Ha 3KHINIPA3UAOH NIPH NEAHATPHYHU NALMEHTH C LIM30(PEeHHA He ca
ycraHoBeHH (BXK. Touku 4.4 1 5.1).

Ha4nH Ha NpUNIOKEHHE

3a MepopanHo NPHICKEHHE,

Kancynure Tpabea na ce npueMaTt ¢ XpaHa ¥ fia ce norasulat uenu, 6e3 na ce apBuar,
OTBapAT NpeABAPHTENTHO, Thil KaTO TOBa MOXe Aa NoBnude abcopbuuaTa Ha JEKAPCTBQ




4.3 IlpormBonoka3zanus

CBpBXUYYBCTBHTENHOCT KbM AKTHBHOTO BEUIECTBO HWIH KbM HAKOE OT MOMOLUHHTE BELECTBA,
n3bpoenu B Touka 6.1. AHamHe3a 3a yas/pken QT-unrepsan. BpoaeH cHHAPOM Ha YABDKEHHS
QT-unrepsan. [IpexapaH Hackopo ocTbp MUOKapaeH HHpapkT. JlekoMneHcHpaHa chpieuHa

HeZoCcTaTbUHOCT. CHpACUHH APHTMHH, NEKYBAHH C aHTHAPHTMHUYHH N1EKAPCTBEHH NPOAYKTH Kiac IA u
knac III.

ChITbTCTBALIO JIEYEHHE C IEKAPCTBEHH NPOAYKTH, KOMTO yabmkasatr QT-uHTepBana, KaTo
aHTHapUTMHMYHH nekapeTsa knac IA u knac Il, apcenues Tpuokceua, xanodaHTpHH, NeBOMETa NN
aLeTaT, Me30pHAa3HH, THOPMAA3HH, MHMO3UJ, CrIapUIOKCALHH, raTU(IOKCALIMH, MOKCH(IOKCALIMH,
A01a3€TPOH ME3WaT, MeqUIOXHH, CEPTHHION WK uu3anpya (BXK. ToukH 4.4 u 4.5).

4.4 CnennanAn npeaynpexieHHs H NPeANa3HA MePKH OpH ynoTpeba

3a na ce MaAEHTHHULMPAT NALMEHTHTE, IIPH KOUTO HE CE NPenopbusa JIEYEHHE ChC SUNPA3HAOH, €
HeobX0AUMO Ja ce CHEME aHAMHE3a, BIUTIOUHTENHO H (JaMHITHA aHAMHE3A M JI& CE€ HANpaBy QH3HKaleH
npernea Ha 6onHua (BX. TOuKa 4.3).

QT-unmepean
3UnpasHaOH NPHYMHABA JIEKO A0 YMEPEHO A0303aBUCHUMO yawkasaHe Ha QT-uHrepsana (Bx.
ToukM 4.8 1 5.1).

JunpasuaoH He TpsaOBa Ja ce npuiara 3a€HO ¢ JIEKAPCTBEHH NMPOAYKTH, 38 KOUTO Ce 3Hae, ye
yawmkapat QT-unrepsana (Bxk. Touk 4.3 u 4.5). [Ipenopbuea ce BHHMaHUE NIPH NaLHEHTH ChC
cHrHH¢HKaHTHa Opaaukapausa. ENexTponuTHH HapYIICHHA KaTO XHIOKANHEMHA ¥ XHIIOMarHe3neMus
yBEIHYABAT PUCKA OT MAJIMFHEHH APUTMHH U TpAOBA A1a ce KOPUrypaT NpeaM 3afnouBaHe Ha IEHEHHETO
CbC JHMPa3sHaOH. AKO Ce JIEKYBAT NaUHeHTH ¢be cTabunto cepreyvno 3abonasane, Tpabea na ce uma
npeasun pazumrade Ha EKI™ npeau sanoupaHe Ha neueHUeTo.

AKO BBIHMKHAT CbpPACHHH CUMITTOMH KATO NAANUTALMH, BEPTHIO, CHHKON WIH NpUNaabUM, TpaOpa na
C€ UMA NpeIBHA BE3MOKHOCTTA OT MAJIMTHEHa ChpAevHA apUTMKA H Aa Ce HanpaBH OLIEHKA Ha
CbhpAeuHua cTaTyc, BKmounuTenHo EKI. B cnyuait, ue QTc-unrTepBansT € > 500 msec, ce npenopbusa
CNHpaHe Ha JedeHHeTo (BX. Touka 4.3).

Hanuue ca nocTMapKeTHHIOBH CHODLLEHHA 32 PEAKH Cly4ad Ha forsade de pointes NpyU NaLMEHTH C
MHOXECTBO NPENOKPHBAILM C€ PUCKOBH (PaKTOPH, NpHeMallli 3UNPa3HACH.,

ITeduampuuna nonynayus
Be3onacxocTra ¥ €MKACHOCTTA HA 3UNPA3HAOH NNPH JEYEHHUETO Ha WH30GPEHHS NPHU Aelia K IOHOLH
He ca yCTaHOBeHY (B, Touxa 5.1).

3noxavecmaen Hegpoaenmuien cunopom (3HC)

3HC e paaxo, HO NOTeHUMaNHO daTanHo cbOUTHE, KOeTO ce chobliiasa BB Bpb3Ka ¢ MPUIIOKEHHETO
HA AHTHIICHXOTHYHH JIEKAPCTBEHH MPOAYKTH, BIJIIOUUTENHO 3unpa3uaoH. Osnaasasaxnero Ha 3HC
Tpabea na BKITIOYBA He3abaBHO MpeKpaTABAHE HA JICHEHHETO ¢ BCHYKH AHTHIICMXOTHYHH NIEKapCTBEHH
NPOAYKTH.

TeoICKU KOJCHU HEJNCENAHU PeaKyuU
[1pu excrio3uLMs Ha 3UNpasuaoH ce chobilasa 3a ieKapcTBEHA peaKUMA ¢ €03HHOPHINA H CHCTEMHH
cuMnroMH (Drug reaction with eosinophilia and systemic symptoms, DRESS). DRESS ce cbcT0
KOMOMHALIHA OT TPH MM NOBEYE OT CNeAHUTE: KOXkHa peakuus (kato 0OpHB nK ekcdonu
AEpMAaTHT), co3uHODHIHA, PpebpunureT, nUMdaneHONaTHA ¥ €4HO WNH NOBEYE CHCTEMH
YCOXKHEHMS, KATO XENaTHT, HEPPHUT, MHEBMOHUT, MUOKAPAUT M NICPHKADAMT.

[Ipn excnosuuMa Ha 3UNPa3UIOH ce CboOLWIABAT APYTH TEXKKH KOXKHH HEXENaHH pea
cHHApOM Ha CTHBBHC-JDKOHCBH.



TexxkuTe KOXXHH HEXENaHH peakLMH NOHAKOra ca paranHu. Crnipere NpyUemMa Ha 3UNpa3uicH, ako
BBL3HUKHAT TEXKKH KOXHH HEKENaHH PEaKLiHH.

KvcHa oucxunesusn

Hma BBE3MOXKHOCT clell NPOABIDKHTENHO JIeUeHHe 3UNPa3HAOH [1a NPeAM3BHKA KbCHA AUCKHHE3NS H
ApYTH KbCHM EKCTpanHpaMuianiy cHHapoMu. MasectHo e, ue nauueHTH ¢ GHNoasapHo pascTpoiicTso
ca 0COOEHO YyA3IBHMH KbM TE3H CUMMNTOMHU. TORa ce HabNIoaaBa MO-YECTO MPH NO-NPOABDKUTENHO
NevYeHHe U C HanpeBaHe Ha Bb3pacTTa. AKO Ce NOABAT MPH3HALM U CHMITTOMH Ha KbCHA AMCKHHE3HA,
TpaOBa Na ce HMa NpeABHUA HaMANABAHE HA KO3ATA WIH CIIHPaHE Ha NEYEHHETO ChC 3UNPA3HIOH.

Iladanun

3UnpasHaoH MOXE Aa MpeaH3BHKA CHHIXBOCT, 3aMaftHOCT, MOCTypaiHa XHINOTOHKS M HApyLIEHHE Ha
MOX0AKATa, KOHTO MOTaT Aa AoBeAaT Ao nananva. Tpadbea na ce obprina ocobeHo BHUMaHHe NpH
NieYeHHe Ha MALHMEHTH ¢ NO-BHCOK PUCK, KAKTO M Aa ce 0OMHCIIM No-HMCKA HayanHa j03a (Hanp. npu
JIeueHHe Ha MaLHeHTH B CTapUyecKa Bb3PacT WK NPH YBPEICHH NALMEHTH.) (BXK. TOUKa 4.2).

IIpunaovyu
[IpenopbuBa ce BHUMAaHKHE NpY JICHEHUE HA NALHEHTH ¢ aHAMHe3a 3a NPUNagbLM.

Yeproopobro yepedcoarie
JIMricBa OIMHT NpH MALKMEHTH C TeXKa uepHoApoOHa HEAOCTATHYHOCT ¥ 3UNPa3sHACH TpAGBa fa ce
H3N0A3Ba BHUMATETHO NPY Ta3M rpyna (Bx. Touku 4.2 u 5.2).

Jlexapcmeenu npodykxmu, ceOvpICaAtU AAKMO3A

Tb# kaTo KancynaTta cbaAbprka NOMOILHOTO BELLECTBO JIaKT03a (B, TOUKA 6.1), NaLMeHTHTE ¢ peaKH
HacleACTBeHY NpobieMH Ha ralakTo3Ha HeMOHOCUMOCT, MbJIeH JlaKTaseH AeHLIMT HITH FTIOK030-
ranakToszHa Manabcopbuus He Tpabpa na npueMat TOBA 1€KapCTBO.

IEJIJOKC cvovpoca vampuii

3EJIAOKC crabpxka no-Manko ot | mmol Hatpuii (23 mg) Ha xancyna. [TauueHTHTe Ha AMeTa ¢
HHCKO ChAbpXKaHUe Ha HATpHH Tpabba na 6baaT HHPOpMHUpaHH, Ye TO3H NeKapCTBEH MPOAYKT
NPaKTHYECKH He CbAbPXKA HATPHIA.

Ioguwuwen puck om Mo3bYHO-CHO06U URYUOCHMU NPU NAYUERMU C OeMEHYUA

B paHaoMu3upaHH, nnaunedo-KOHTPOAHPaHK KIHHHYHHK NPOYYBAHHA NTPH NMALMEHTH C AEMEHLIUA €
HabnioaaBaHo NPUOAHIHMTENHO 3-KpaTHO NOBHUIEHHE HA PHCKA OT MO3BYHO-CbAOBH HHLIWAEHTH MpH
MPUIOKEHUETO Ha HAKOH aTUMUYHH AHTHNCUXOTHLM., MexaHM3MBT Ha TOBA MOBHILEHHE HE €
HisecTeR. [loBuleH pUck He MOXke Aa ObAE M3KINOYEH 38 APYTH AHTUIICHXOTHLIM WIH NIPH ApYTH
nomynaumu nauneHTH. 3EJIZJOKC Tpabea aa ce npunara ¢ BHUIMaHHe NPH NMALMEHTHU C PUCKOBH
(aKTOpH 32 HHCYNT.

ITosuuena CMBPMHOCI NPDU RAYUERMU 68 cmapuecKa gvapacm C {)QMEHHHH

,I[RHHHT& OT ABE roacMH OGCEpBauHOHHH Nnpoy4yBaHHUA MOKA3BAT, Y€ NALUUCHTH B CTApPYCCKA Bb3pacT,
JIEKYB4HH C aHTHIICHXOTHLIH, Ca C JICKO NMOBHULICH PUCK OT CMBPT W/ WIH BB3MOXHMU MO3BbYHO-CBAOBH
HEXKC/TaHH C‘BﬁHTHR, B CPaBHEHHE C NMNAUMEHTH, KOHUTO HE Ca NCKYBAHH. I[&HHHTC HE Ca NOCTATbYYHH, 3a
Aa CC Halpaed TOYHA OLICHKA HAa CTCIIEHTA HA PHUCK H MTIPHYHHHATE, BOACIUH A0 MOBHILUABAHETO MY.

3EJITOKC He e onobpeH 3a nevyeHre Ha NMOBeJIEHUECKH HapYIIeHHUR, CBbP3aHH C AEMEHLIUS.

Benosen mpomboembonruzvm
Cosobiana ce 3a cnyuan Ha BeHoseH TpoMboemObonnasm (BTE) npu npueM Ha aHTHICH
KaTO MNpH NMalHeHTUTe, IEKYBAHU C AHTHNCHUXOTHLIH, YECTO CHLUIECTBYBAT BEY€ NMPHIO
¢daxTopH 3a pazsuTHe Ha BTE, ToBa Hanara naeHTHQHUMpaHe Ha BCHUKH Bb3MOXHH
(baKTOpH NpEeaM M MO BPEME Ha JICHEHNETO ChC 3UNPA3UAOH 1 NMPEANPHEMAHE Ha Ch
NPEeBAHTHBHHA MEPKH.



Hpuanuzvm

Cnoburasa ce 3a ciyyan Ha npHanusbM cied ynorpeba Ha aHTUIICHXOTHLM, BKIHOYHTEIHO
3UnpasHaoHd. KakTo M npy ApyryuTe NCHXOTPONHY JIEKapCTBa, TA3H HEXKENaHa peakLua He €
N03038BHCHMA W HE KOPENHPa ¢ MPOAB/DKHTENTHOCTTA Ha JIEYEHHETO.

Xunepnponaxmuremus

3UnpasHaOH MOXe Na MOBHILH CTOHHOCTHTE HA NPONIAKTHH, ChLIO KAKTO H APYTHTE AHTArOHUCTH Ha
aonamuHoBHTe D2 peuenropy. Cned npunaraHe Ha BellleCTRa, NOBHILIABALIH CTOHHOCTUTE HA
MPONaKTHHA, ce ChobiaBa 3a NoABa Ha HAPYLICHHA KAaTo rajakTopes, aMeHopes, THHEKOMacTHs M
UMMOTEHTHOCT. IIpoaL/DKHTENIHATA XMNEPNPONAKTHHEMHA, KOraTO € CBBP3aHa ¢ XHNOrOHAaAHIbM,
MOXKe J1a JoBe/ie /IO NOHMUXKABAHE HA KOCTHATA IUThTHOCT.

4.5 BianMoaeilcrBue ¢ Apyru JekapcTBeHH NPOAYKTH H APYrH GOPMH Ha B3aHMOAEHCTBHE

He ca npopexaaHi papMakOKHHETHHHHU ¥ (apMaKOAMHAMHUYHH NIPOYUBAHUA MEXIY 3HMPA3HIOH U
APYTH IeKapCTBEHHN NPOAYKTH, KOMTO yarbKaBaT QT-uHTepsana. Thit KATO HE MOXE Aa ce H3KITHOUH
aJMTHBEH €QEKT Ha 3HUIPA3UAOH M TE3HU JIEKAPCTREHHU MPOAYKTH, 3UTIPasSHIOH He TpAOBA Aa ce mpuiara
¢ IEKApCTBEHM NPOAYKTH, KOUTO yAb/DKaBaT QT-uHrepsana, Kato aHTHApUTMUALIM Knac 1A uny 11,
apCEHHEB TPHOKCHI, XaNohaHTPHH, IeBOMETAAMST ALICTAT, ME3OPHIA3HH, THOPHAA3HH, MUMO3HA,
cnap®aoKcauvH, raTHPIOKCALMH, MOKCH(NOKCALIMH, 10J1a3€TPOH ME3WIAT, MeIOXHH, CEPTHHION
HAK uH3anpul (BxK. Touka 4.3).

He ca npoeexaaHH nNpoyuBaHKs NPy Acla 32 B3aHMOAECHCTBHATA Ha 3UNPA3HAOH C APYTH
NeKapCTBEHH NPOAYKTH.

Hexapcmaenu npodyxmu, nosausneawu L[HC/arxoxon
Kato ce umaT npeasua OCHOBHHTE €(eKTH Ha 3UNPa3sHAOH, TpaOBa a ce NoaXoXKaa BHHMATEJTHO,
KOraToO Ce npueMa B KOMOMHALMR € APYTH LIEHTPANHO ACACTBALILM IEKAPCTBEHH NPOAYKTH H alKOXOJ.

Epexm na 3unpasudon avpxy Opyzu nexapcmeenu npooyKkmu

In vivo npoyuBaHne ¢ aAekcTpoMeTopdhaH noka3ea junca Ha 3abenexxnuMo HHXubupare va CYP2D6 npu
nhasMeHH KOHUEeHTpauHHu 50% no-HHCKH OT Te3H, KOUTO ¢€ NOAYHABAT ciel npunaokeHue Ha 40 mg
3UMPA3IMAOH JBa MbTH AHEBHO. [n vifro NJaHHU COYAT, Y€ 3UNPAIUIOH MOXKE 18 € YMEPEH HHXHOHTOP
Ha CYP2D6 u CYP3A4. Manko BepoaTtHo e ofaue, 3unpasioH Aa NoBJHAe B KIHHUYHO 3HAYHMA
crerneH (papMaKOKHHETHKATA HA JIEKAPCTBEHH MPOAYKTH, METAGONM3UPAHU OT TE€3M H30EH3UMHU Ha
udtoxpom P450.

[TepopanHu KOHTPALIENTTHBY ~ MPHEMBT Ha 3UMPA3UIOH He € J0BEN 10 3HaYMMa [POMAHA BhB
papMakoKHHeTHKATa Ha ecTporeH (eTHUnectpaaunon, cyberpat Ha CYP3A4) unu nporecTepoHoBH
KOMTMOHEHTH.

JInTHit - eAHOBPEMEHHHUAT IIPHEM Ha 3HAPA3HAOH He € nokasan edekT BbpXy papMaKOKHHETHKATa Ha
nuTHA. Tbit KaTO 3UNPA3IHAOH W JIMTHH CE CBBP3BAT C MPOMERH B ChpAeYHATa NPOBOAUMOCT,
koMOKHHaLMATa MOXE Aa 06ycnoBH pucka OT PapMakOAHHAMHYHH B3aHMOAEHCTBHA, BKJIKOUHTETHO
apMTMHH. BnnpekH ToBa B KOHTPOSHUPAHH KIIHHHYHK H3NUTBAHHS KOMOMHHPAHETO Ha 3UNIPA3HAOH C
NMUTHH HE NMOoKa3Ba NOBUIICH KIHHHYEH PHCK, B CPAaBHEHHUE C JIeueHHEe CaMO C JIMTHIL.

JaHHHUTE 32 CHITHTCTBALLO JIeYEHHE ¢ TUMOcTabHH3aTOpa kapbaMa3enuH ca orpaHHuYeHM.
DapMaKOKHHETHYHOTO B3aUMOAEHCTBUE MEXKAY 3UTTPA3HAOH MU BANNPOAT € MAJIKO BEPOATHO, NOPaaH
nuncara Ha o6y MeTaboaMTHH MBTHLIA 32 ABETE IeKapcTRa. B KTHHUYHO NpoyyBaHe
eAHOBPEMEHHHUAT NpPHEM Ha 3UMPA3UIOH M BANNPOAT € NOKa3al, Y€ CpeaAHHTe KOHLEHTPALHUH Ha
BAJINPOAT C4 B FPAHHLIMTE HA TeparneBTHUHHA JHAINA30H, B CPaBHEHHWE C BAJINPOAT, NMPHA

nnatebo. ’@%‘
Brusarnue na Opyau nexapcmsernu npodyxmu 8bpxy 3unpazuooH {EEQ E *
MuxuburoptT Ha CYP3A4 - kerokonazon (400 mg/nen), ko#to € uHXubUTOP U Ha POy | =

(p-gp), € MOBHILWA CEPYMHUTE KOHLIEHTpaLHy Ha 3UnpasuioH ¢ <40%. CepymHuTe



S-MEeTWI-AUXHAPO3UNPA3HAOH H 3UMPAIUAOH CYIDOKCHA, ca GHIH YBETHUEHH PECNIEKTHBHO ¢ 55% U
8% no BpeMe Ha oyakBaHOTO Tmax Ha 3unpasuacH. He e 6110 HabmonasaHo JOTBLAHHTENHO
yawnkasaHe Ha QTc. Manko BepoSTHO € NpOMEHHTE BbB HapMaKOKHHETHKATA, NIOpaaH
€AHOBPEMEHHO NMpuIoKeHHe Ha MOIHK CYP3 A4 unxuOuTOpH W 3MNpasHIoH, Aa ¢a KITHHWYHO
3Ha4YUMH. Cea0BaTENHO HE Ce H3UCKBA KOPUrHpaHe Ha A03aTa. [n vitro NaHuU U JaHHH OT
NPOYyUBaAHHA MPH KHUBOTHH MPEANOJAraT, Ye 3unpasnaod Moxe 6u e cybeTpaT Ha TIMKONPOTEHH P
(p-gp). 3HaueHHETO Ha TE3W JaHHH in vivo NpH Xopa € HeU3BecTHO. Tt KaTo 3unpasuioH e cybeTpar
Ha CYP3A4 u unnyuupanero Ha CYP3A4 u p-gp e cBbP3aHO, EIHOBPEMEHHHAT NPHEM C HHAYKTODH
Ha CYP3A4 u p-gp, kaTo KapbamasenuH, pupaMnuuuH H KBIT KAHTAPUOH, MOXKE 8 NPHYHHU
MOHIKABAHE HA KOHLEHTPALIMUTE Ha 3UTPA3HICH.

Tepanusa ¢ kapbamaszenuH, 200 mg asa MbTH AHEBHO B NPOABAXKEHHE Ha 21 NHH e foBena a0
HaMmaneHHe C OK0N0 35% Ha eKCNO3ULMATA Ha 3HITPA3HIOH.

AHTHAUKIH - MHOTOKPaTHHAT MPHEM HA GHTHALMIH, ChABPXKALIM ANYMHHHHA H MarHe3ui, unu
LUMMETHIHH HE OKAa3Ba KIMHKRYHO 3HAYNM e(eKT BBPXY $apMakOKMHETHKATA Ha 3HMPa3HIOH MpH
nMpuUeM Ha 3HNPAa3KUJOH CleA XpaHeHe.

Cepomonepauunu rexapcmaeru npooykmu

B u3onupaHH ciny4au MMa CboOLLIEHHUA 38 CEPOTOHMHOB CMHAPOM, CBBP3aH BbB BPEMETO C
TepanesTHUHaTa ynotpeba Ha 3UNpaznaoH B KOMOHHALMSA C APYTrH CEPOTOHEPTHYHH NIEKapCTBEHH
NPOAYKTH KaTO CEeIEKTHBHH HHXHOHUTOpH Ha 06paTHOTO 3axBaLaHe Ha cepoToHHHa (SSRIs) (Bx.
TouKa 4.8). CHMITTOMHMTE Ha CEPOTOHHHOB CHHAPOM MOTAT Aa BKIIOYBAT 00bpKBaHe, Bb30Y/a, Tpecka,
H3NOTABAHE, aTaKCUA, XUNeppedieKCHA, MUOKIOHYC H JHAPHA.

Cevp3sane ¢ nrasmerume npomeunu

3UnNpa3suacH EKCTEH3UBHO C€ CBLP3BA C IUIa3MEHUTEe NPOTEHHH. [n Vitro CBBP3BAHETO HA 3UMPA3HIOH C
MPOTEHHHTE B [U1A3MATA HE CE MOBIHABA OT BaphapvH WK NMPONPAHOIIO, JBE JICKAPCTBA ¢ BUCOK
CBbp3Ball apHHHTET KbM npoTeHHHTe. ChIIO Taka 3UNpa3sHaoH He MOBMHABA CBBP3BAHETO HA TE3H
JiexapcTsa B yoBelikaTa nuaima. CneaoBaTennHO Bb3IMOXHOCTTA 3a JICKAPCTREHH B3aUMOAEHCTBHA ChC
3HNPA3UAOH, NOPaaH H3MECTBaHE OT MUTA3MEHHUTE MPOTEHHH, € MAIKO BEPOSTHA.

4.6 Depruanter, peMeHHOCT H KbpMene

[IpoyuBaHuATa 3a peNpPOAYKTHBHE TOKCUYHOCT MOKA3BAT HebnaronpuaTHH ePEKTH BBPXY
peNpOnYKTHBHHA NPOLIEC ITPK A03H, CBBP3aHH C TOKCHYHOCT /MK CeAMpaHe Ha MaiKarTa.
Hsama nanuu 3a TepaToreHeH edekr (BxkK. Touka 5.3).

BpeMeHHOCT
He ca npoeesknaHu npoy4saHus rnpy 6pemMeHHH sxeHd, Thit KAaTO ONKUTHT NpH XOpa € OrpaHHYEH,

MPHUJIOKEHHETO HA 3HNIPA3HUA0H 110 BPECMCE Ha GPCMCHHDCT HE CC NMpENnopbvHRa, OCBEH 4KO OHaKBaHaTa
Mos3a 3a MalKara HaJABHI1aBa BHE3IMOXKHUA PHCK 38 11014,

O6uum edekTH HA AHTHNCHXOTHUHTE
HosopoaeHute, H3N0XEHH HAa AHTUNCHXOTHLH { BIJTIOYHMTENTHO 3UNPa3HAOH) N0 BpEME Ha TPETHA
TPHMECTLP Ha OPEMEHHOCTTA Ca C PHCK OT MOABA Ha HEXKENTAHHY PeakUHWH, BKITIOYKTETHO
eKCTpanHpaMUIHHU CHMITTOMH W/UIH CUMMTOMM HA OTHEMAHE, KOHTO MOraT A4 BapupaT MO TeXEeCT U
NPOABDKHTENHOCT ciie paxaaHeTo. MMa cbobliienus 3a Bb3byna, XMnepToHyc, XHNOTOHYC, TPEMOP,
CBHNHUBOCT, PECIIMPATOPEH AUCTPEC H HapyllieHUus Ha XpaHeHeTo. ETo 3aio e Heobxogumo
BHUMATEIHO MOHHTOpHpaHe Ha HoropoaeHute. 3EJIJIOKC He GuBa na ce npunara no speMe Ha
6peMeHHOCT, OCBEH aKO0 He € U3PUUYHO HeoOx0anMo. AKO € Heo6X0AMMO CIIHpaHE Ha Jeve
BpeMe Ha OpeMeHHOCTTa, TO TOBa He TpAOBa Ja cTaBa H3BEAHDBK.

KbpMeHe

Hsama noaxonsiuy B nodpe KOHTPOSHPAHH [IpoyUuBaHKA NPH KbpMeluy xeHn. Joxn
NoKa3pa, 4e 3UMNPA3UAOH ce OTKPHBA B kbpMara, [TauneHTkuTe Tpabea na 6naar n
KbPMAT, aKO MONYYaBAaT 3UIPa3sHAOH. AKO CE Hajiara JeyeHHue, KbpMeHeTo TpabBa 1




DepTUIHTET
Hsama noaxoasiuu U 100pe KOHTPONHPAHH NIPOYUBAHUA MPH XEHH U MbXKe C EKCTIO3HLIMA Ha
3HNPa3sKAOH.

KouTtpauenuus
Kenure ¢ gerepoaeH NoTeHLMAN, NOAYy4YaBally 3UNPa3sNaoH, Tpa6Ba Aa 6BAAT NOCHBETBAHY Aa

M3NOJ3BAT NOAXOAANL METO/I 38 KOHTpaLlenuus.
4.7 EdexTtu BppXy cnoco6HOCTTA 32 mopHpaHe H paboTa ¢ MAIIHHA

3unpasHaOH MOXKE fia IPHYHHHM COMHOJIEHTHOCT M MOXeE Ja MOBIHAE BbPXY CMOCOOHOCTTA 32
wodupate ¥ pabora ¢ mawmHy. [launeHTuTe, 338 KOUTO € BEPOATHO Aa LOGHUPAT WK paboTAT ¢
MalIHHH, TpaOBa Ja 6BAAT npeaynpeneHH.

4.8 Hexenanu JeKapcTBeHH peaKIRH

3unpa3uaoH B nepopanHa GopMa € NpuUilarad B KIMHUYHH NpoyuBaHHa (BX. Touka 5.1) Ha okono
6 500 Bn3pacThH. Hali-4yecTure HexeNnaHU NEKAPCTBEHU peaKLMU B KITMHUUHU NPOYYBAHUA 33
wH3o(peHus ca Ounn Oe3cbHIe, CHHIKBOCT, raBobonue 1 Br30yaa. B KTMHHYHKA NpoyyYBaHuA 3a
GunonapHa MaHMA HaH-4E€CTHTE HEXeNaHH IEKApCTBEHK peakuuH ca GunM cepaums, rnapobonue H
CHH/TUBOCT.

TabnuuaTa no-nony cLALPKA HEXKENAHH JICKAPCTBEHH peaKliMu, 6a3HpaHH HA KOHTPOTHpaHH
NpoyuBaHHA NpH WH30PpeHUs H GUNoNApHa MaHus,

BcHukH HexxenaHH IeKapCTBEHN peaKLKMH ¢a H3OpOEHH O KIac M 4ecToTa: MHOro 4ectH (=1/10),
yecTH (21/100 oo <1/10), Heuectn (=1/1 000 no <1/100), penxu (>1/10 000 no <1/1 000), MHOTO
peaku (<1/10 000), ¢ HenzBecTHA YecTOTA (OT HANTMYHKMTE JAHHH He MOXe Aa Obe HanpaBeHa
OLieHKa).

Hexxenannre peakuuu, n3dbpoeHu no-a0J1y, MOTaT ChIIO Aa ObAAT aCOLMHPAHH ChC ChLLIECTBYBALLO
3abonapaHe WHNH CLOBTCTBRALLIO JIEHEHHE.

CucremMo-oprasex Muoro Hectn HeuecTH Peaxn C HeH3BecTHA
K/18C-4eCTOTa YeCTH (>1/100 a0 (21/1 000 o (21/10 000 no yecToTa (OT
(1/10) <1/10) <1/100) <1/1 000} HANTMMHHTE

JAHHH He
MOXeE 1A
O6uae
HanpaBeHa
oleHKA)

Hapymenss ua CBpbx- AHadunaKTHYHA

HMYHHATA CHCTEMA HYBCTBUTCRHOCT | peaxums

Undexuun u [PHHHT

HHpecTALIMM

HapytwieHna Ha JluMdonenna,

KPbLBTA H MUMbpHATA nosuwex 6poit

CHCTEMA e03uHOIITH

HapylweHus Ha Xurnep-

eHAOKPHHHATA NPOAaKTHHEMHA

cHCTEMA

HapyuieHuR Ha [loBHmeH

meTabonuiMa H aneTuT

XPAHEHETO




CucTemMo-opraten Muoro Yectn Heyectn Peaku C Hen3BecTHA
KNac-4ecTOTA YecTH (21/100 no (21/1 000 no (21/10 000 no yecToTa (0T
1/10) | <V10) <1/100) <1/1 000) HAJIHUHHTE
AaHHH He
MOe aa
6nae
HampaBeHa
OlIeHKA)
IlcnxuyHK Hapywenns [BescbHue  MaHus, [Tannyecka XHNOMaHHA,
Bb36yna, aTaka, Opanugpenns,
TPEBOXHOCT, KOLIMAapH, aHOpraIMmi,
Pe3nokoicTBO HEPBHOCT H3paBHEH adexT
AeHpEeCHBEH
CHMATOM,
NOHWKEHO
aubuno
Hapyuwienus Ha ftunuaum, MCTOHHUA, Cunxkon, 3n0Ka4ecTBEH
HEPBHATA CHCTEMA napobonue EkcCTpanupaMuiHo Eﬂiﬂ?fﬂpm“ HeBPONeNTHYEH
apyiueHue, cH M
agiuncoumu FIOHIH K ce:sf:m;mn
' | rep4oBe,
CHa aTAKCHA, CHHAPOM,
NHCKHHE3HA, aKMHE3MA, nunesa cnabocr,
NHCKHHE3HA, CHHAPOM Ha napesa.
XUMNEPTOHYC, HECOKOAHUTE
AKATH3IMA, EE;;EH*I ota
;E::;Eéﬂ noxoika,
’ M3THYAHE HA
cenatma CRIOHKA,
napecrelms,
XHNOSCTEIHA,
AH3aPTPHA,
HapyLUEeHO
BHHMaHHE,
XHITEPCOMHHUS,
neTaprus
Hapyuienus Ha BambrieHo OxynorupycHa | AmGnuonus,
O4YHTE npeHue, KpH3a, cppbex B ounre
3PHUTENHH poToPobus,
CYXO0Ta B Q4UTE
HapyLLIEHUR
HapyuieHus Ha yXoTo Bepturo,
n sabupuHTa THHHTYC,
foaka 8 yuuTe
CupaeuHy HApYIUEHHNA Taxukapans [Mannurauun Torsade de
pointes
Cba0BH HapYLUIEHHNA X HNEPTOHHUA XunepTtoHH4Ha | CHCTONHA Beno3seH
KpHia, XHIIEPTOHNA, eMO0JIUIEM
OpTOCTATHYHA AMacTON A
XUINOTOHHA, XHTIEPTOHNS
XUINOTOHKA ’
Na0HNHO KPBBHO
Ha/araHe
PecHpaTOpHHM, Crarane B JlapuHrocnassm,
rpbaHK H I'bpJ0TO, XbJtage
MEAHACTHHRIHH g:g?b};g;meanﬂa
HapYileHHS 6ok




Cucremo-opratex M#uoro YeeTu Heuectn Penxu C HenaBecTHa
KJ12C-4eCTOTA yecTH (>1/100 oo (=1/1 000 no (1/10 000 no yecToTa (OT
1/10) | <1/10) <1/100) <1/1000) HAJTHYHUTE
NAHHH He
MOXe Aa
Obae
HaNpaBeHa
OUEHKA)
CTOMALIHO-4YpPEeBHH MoepbLuane, Avcdarns, Penxu
HAPYILLIEHHR nHapus, racTpur, H3NpaXHEHRA
Iranese, racTpo-
Lanex e3o¢aruaito
’ peduiykcHO
BACHIICHO 3abonnBaHe,
HOHOOTACIAHE, KOpeMeEH
YXOTa B ycrara, | auckoMdopr,
laMcnencus W3MEHEHHR Ha
e3nKa,
¢naTyneHuus
Hapywenus Ha O6pus YpTukapus, JlexapcTaena
KOXKATA H NOAKOXKHATA MaKyno- peakuus c
THKAH gggyﬂgmeﬂ e03MHOPHIHS H
aKHe, ’ CUCTEMHH
aoMneLs CHMITTOMM
(DRESS),
NCOPHA3HC,
aHTHOEEM,
afepruien
JIEPMATHT,
noayBaHe Ha
JIHLETO,
EPHTEM,
namyno3eH o6pus,
pa’japazHeHue Ha
KOXaTa
HapyweHus Ha MyckynHa TopTrkonuc, Tpuamyc
MYCKYJIRO-CKENEeTHATA PHTHIHOCT MYCKyJIHH
CUCTEMA H KpaMIiH,
CheAHHHTEIHATA ?cglal;?i:uﬂm,
ToKAH MYCKYJIHO-
CKENeTeH
auckomdopr,
CKOB2HOCT Ha
CTaBUTE
Hapymenns na Ypunua 3agbpKane Ha
6L6peunTe H HHKOHTHHEHIWMA, | ypypa,
NHKOYHHTE MbTHILA AH3ypui eHype3a
CheToAHMA, CBLPIAHA Cunapom Ha
¢ 6pemMenHoOCTTA, OTHEMaHe MpH
POAOBHSA H HOBOPOAEHOTO
noC/epoJA0BHSA NEPHON
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Cucremo-oprates Mnoro Yecern Heuecn Peaku C HensBecTHA
KJIAC-4eCcTOTa YecTH (1/100 xo (=1/1 000 o (=1/10 000 no YecTOTA (OT
G110) | <1/10) <1/100) <1/1 000) HATHYHHTE
ASHHK He
MOJXe 18
6nae
HANpPABEHA
oueHKa)
Hapyitenus na Hapyuena ['anakTopes, IIpHanuaem,
BLINPOMIBOAHTEIHATA cexcyansa FTHHCKOMACTHA, | ypenuueHa
CHCTEME W I'bpAaTA byHKUMA TpH aMeHoped epeKLHA,
MbKETE epeKTHIHA
AUchyHKIHA
O61un HApYyIIEHHA H [Tupexcus, I'pbaen lopelun BhaHH
edeTH HA MHCTOTO Ha Gonxa, AHCKOMGOPT,
npUAOKEHHe AcTeHMA, ycelane 3a
Kaxaa
yMopa
Hicneapanus Monwxapase Ha | Y AbkeH QT- YBenuyeHue Ha
TEeraoTo, HHTEPBAT Ha aKTaT
NOBHIABAHE Ha | Aol AeXHIpOoreHasaTa
abHopMHH
TErNOTO 4epHOXPOGHH B KphBT2
GyHKLHOHATHU
TECTOBE

B kpaTKkOCPOUYHH ¥ ABAMOCPOUHU KIMHMYHHU MPOYYBAHHA ChC 3HMPA3UIAOH NPH WH30PPeHHa U
OunonsapHa MaHKA 4eCTOTATA HA TOHHYHO-KIOHHYHH NPHUNAABLLUM M XHIIOTOHHUA € OMna HeuecTa,
Bb3HMKBALIA NPH 110A 1% OT neKkyBaHuTe ChC 3MNPa3HIOH MALHEHTH.

3unpa3uioH NPUHYKMHABA JASKO A0 CPEIHO M3Pa3eHO J0303aBUCHMMO yab/bkaBaHe Ha QT-nHrepsana
(Bxk. TOuka 5.1). B KIHHUYHUTE NpoyuBaHUA Npu WH30Ppenus yawnkasaHe ¢ 30 1o 60 msec e
Habnonasano npu 12,3% (976/7 941) ot enekTpokapaHorpaMyTe Ha JIEKYBaHH ChC 3HMPa3KIOH
nadMeHTH H NpH 7,5% (73/975) ot enekTpokapaAHOrpaMHTe Ha NMauMeHTU Ha rtauebo. Y awokaBaHe ¢
> 60 msec e nabmonasaHo npu 1,6% (128/7 941) u 1,2% (12/975) ot enexrpoxapaHorpamMmure
CBHOTBETHO HA NMALIHEHTH, JIEKYBAHH ChC 3HNPa3HaOH M ¢ ruiauebo. HecroTaTa Ha yabipkasane Ha QTc
uHTepsana Haa S00 msec e 6una 3 ot obwo 3 266 (0,1%) npu NauMeHTHTE, NEKYBAHHU CHC 3HMPA3UAOH
H 1 ot 060 538 (0,2%) npu naurenTuTe Ha niauedo. CpasBHUMH pe3ysTTaTH ca HaboJaBaHH B
KITHHHYHHUTE NpOYy4BaHHA 3a OHNonapHa MaHHA.

B ABJTOCPOYHHUTE MPOYUBAHHA TIPH HIHBOqueHHH, B KOMTO 3HNIpa3sHiaoH € MpujiaraH KaTo

MOAABbpIKallia TepanHi, HUBATa Ha MPOJAKTHH NPH NALMEHTH, JIEKYBaHH ChC 3UTTPA3HAOH, B HAKOH
cnyvad ca 61U OBUIIEHH, HO NMPU NOBEYETO MALIUEHTH €A ¢€ BPbIUAIY IO HOPMaJlHH ¢TolHOCTH 6e3
MPEeKLCBAHE Ha NIeUeHUeTo. B nonbiHeHUe, NOTEHUNATHHTE KIMHHYRH U34BH (HAMNp. THHEKOMACTHA ¥
HapacTBaHe Ha rxpAMTE) ca OUNU peaxu.

[leanaTpuuHa nonyaauus

B nnauebo-kOHTPONHpaHO NpOoyYBaHe NpPK nauHeHTH ¢ OMNoNApHO pascTpoicTBO (BB3pacT 10-
17 roauKn), HAR-4ECTUTE HEXKENAHHU PEaKLHH (¢ YecToTa Ha chobinasane > 10%), ca cepaums,
CBHAKBOCT, rMasobonue, yMopa, raacHe, 3aMagHOCT, NOBpPbLLAHE, HAMANEH alleTHT H

eKCTpanupaMHIHO pasCTpOHCTBO. B ruiauebo-koHTponupaHo npoyyBaHe NpH NaLHeHTH ¢
mu3oPppeHns (Bvapacr 13-17 roannn), Haill-4ecTHTE HeXeNlaHH peaKUHH (C MecToTa
> 10%), ca CHHIIMBOCT M EKCTpanHpaMHAHO pascTpoiicto. [IpodunsT Ha Gezonac v

3UITPA3UIOH NPH NEeAUaTPHYHA NOMYJALHKA KaTO Lo e nogobeH Ha npodiuia np

Bbnpexu ToBa npy neAHATPHYHH NMaLHEHTH € HabmonapaHa BHCOKA YeCTOTa Ha ffe

CBhHITHBOCT.

[
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3unpa3uaoH ce CBBP3Ba C JIEKO 10 CPpeHO A0303aBUCHMO yab/DkaBaHe Ha QT-uHTepBana B
NEAHATPHUHHTE KIKHHYHH H3NHTBAHHUSA, N0A0OHO Ha TOBA, HAb/110A2BAHO NMPH NMOMYNALMATE Ha
Bb3pacTHH. TOHHUHO-KJIOHMYHHU TIPHNAABbUH H XHUIIOTOHHS HE ca JOKNAIBaHM B naauebo-
KOHTPOAUPAHH NEJHATPHUHH KIHHHYHU W3NUTBAHKUA NPH OHNONAPHO pa3CTPOHCTRBO.

CovobuiapaHe Ha NOAO3IUPAHU HEKENAHM DEaKLIUM
CrofluaBaHeTo HA MOAC3MPAHHU HEXENIAHM PEaKIIMH Clell paspellaBaHe 3a ynoTpeba Ha JeKapCTBEHUS

NPOAYKT € BaxkHO. ToBa nNo3Bo/sA8a Aa NPOABLKM HabMIOAEHHETO Ha ChOTHOLLIEHMETO NOJI3a/PUCK 38
NeKapCTBEHHs NPOAYKT. OT MEIMUMHCKHTE CIIELMAIUCTH C€ M3WCKBA Ja chofluaBaT BCAKa

[10A03MpaHa HexKellaHa peakuus dpes ManbauurenHa areHUHa 1o iekapereara, ya. ,.Jlamsan ['pyes*
Ne 6, Codua 1303, Ten. +359 2 8903 417, www.bda.bg.

4.9 Ilpeao3zmpane

OnuTeT CBC 3UNPA3UAOH NPH NMpeao3upaHe € orpaHudeH. Hai-roniMoTo noTBbpAECHO €QHOKPATHO
norablaHe Ha 3unpasuaoH € 12 800 mg. B To3u cnyuai ca 6win cbodiieHn excTpanupaMUHH
cumnToMu H QTc unteppan ot 446 msec (6e3 cepaeuHu nocneacteus). [To npuHLMN, Hal-yecTO
cbobLIaBAHUTE CUMNTOMM CJIEA NMpEea03NpaHe ca eKCTpanMpaMUIHH CHMITTOMY, Be3chHue, TpeMop U
TPEBOIKHOCT.

B13MOXXHOCTTA 33 IPHTHIEHA YYBCTBUTEIHOCT, PUMAABUY HIH AHCTOHUYHH peakluH B o6nacTra Ha
rNaBaTa K BparTa Clieq NpeJo3rpaHe MOXe Aa Ch3lajie PUCK OT acnupalyil NPH MHAYLMpaH eME3NC.
He3abaBHo TpabBa na ce 3anoyHe ¢ MOHHTOPHpPaHE Ha CBPAEHHO-CBAOBATA PYHKLHKA K TpAOBa Aa ce
NpeaBUAN NPOABIDKHTENHO ENEKTPOKAPAHOrPadCcKO MOHHTOPHpAHE, 38 A C€ OTKPHAT Bb3MOXHU
apuTMHHK. HaMa cneupmduyed aHTHAOT HA 3UNpPa3HIOH.

S. ®APMAKOJIOTMMHH CBOUCTBA
5.1 PapmakoguHAMHYHH CBOHCTBA
dapmakoTepanesTHYHaA rpyna: AHTHIICUXOTHK, HHAoA0B aepueat, ATC koa: NOSA E04

3unpasuaoH MMa BHCOK aQHHHUTET KbM JONAMHHOBHTE peuentoph THI 2 (D;) K 3HAYHTENHO MO-BHCOK
a(UHHTET KbM CepOTOHHHOBHTE peuentopu TN 24 (SHT24). PenenropHata 6nokana 12 yaca cnep
eAHOKpaTHa no3a oT 40 mg 3unpasunon ¢ 6una Hag 80% 3a cepoToHUH THR 24 H Haa 50% 3a Dy,
KOETO € YCTAHOBEHO € U3MNOJ3BAHETO HA MO3UTPOHHA eMHCHOHHA ToMorpadHa (IIET). 3unpasuaon
ChLLO B3aHMOAEHCTBa ChC cepoToRHHOBMTE peuenTopn SHTac, SHTp u SHT)a, KbaeTo HEroBuar
a(PMHHTET KbM TE3W MECTA € €AHAKBB WK NO-BHCOK, OTKONKOTO adHHMTETA MY KbM D7 peuenTopa.
3unpasuaoH UMa yMEpPEH aPHHUTET KbM HEBPOHANHHTE CEPOTOHHHOBY H HOPaAPEHATHHOBU
MPEHOCHTENIH. 3UNPasHOH AEMOHCTPHPa yMepeH aduHuTeT KbM XHcTaMuH H(1)- v anda(l)-
peuenTopu. 3unpa3uacH AeMOHCTpHUpa npeHebpexunreneH ahuHUTET KbM MyckapuHosuTe M(1)-
peLenTopH.

3UrpasuaoH € J0Ka3aH aHTATOHHCT KaKTO Ha CepOTOHMHOBHTE THI 24 (SHT24), Taka 1 Ha
nonaMuHoBHTe THI 2 (D2) peuenrropu. [Ipennonara ce, ye TepanesTH4HATa RKTUBHOCT € MEIHHpaHa
OTHACTH 4pe3 Ta3H KOMOMHALMS HA AHTATOHUCTHYHHU Bb3aeiHcTBHA. 3MNpasnaoH ChLIO € MOILEH
aHTaroHMcT Ha SHT2c m SHTp peuenrropure, MowmeH aroHuct Ha SHT 4 peuenropa 1 HHXHOHpa
HEeBpOHANHHWA 0OpaTeH 3ax8aT Ha HOPAAPEHAJIUWH H CEPOTOHHH.

Honvanumenna ungopmayun om KAUHUYHU RPOYYBAHUR

rht

Lluzoghpenun
B 52-ceaAMHYHO npoy4BaHe 3UIIpa3HACH € bun edekTHBEH B NOAABPKAHE HA KIHHL
noaobpeHue Mo BpeMe Ha NoAAbPKALLaTa TEpParnHs NP MALHEHTH, KOUTO Ca MOKa

MOBAHABAHE OT NICUSHHETO. HAMA ACHHU NAHHH 34 Bpb3KATa A03a-0TrOBOD B Ipyn -'-
B ToBa npoyuBaHe, koeTo BKIKOYBE OOMHU U C MO3UTHBHHU, U C HEFATHBHH CHMIITO
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eq)EI'CTHBHOGTTa Ha 3HIPA3UAOOH € NEMOHCTPHPAHA U MO CTHOLEHWE HA MO3HMTUBHHUTE, U IO OTHOLLUEHHE
HAa HCIraTUBHHUTE CHMIITOMH.

YecToTaTa Ha NOBHINABAHE HA TEJECHOTO TENNO, ChOBLIEHA KATO HexeNaHo chOMTHE B KPaTKOCPOUHH
(4-6 cenMuuM) MpoyuBAHUA NPH WIM30(PEHHS, € S1Na NO-HUCKA H HAESHTHYHA MPH NALHEHTHTE,
JIEKYBaHH CbC 3HUMNPa3sHIOH H MpH mnauedo-nexKyBaHUuTe nauveHTH (4 B aBete rpynu 0,4%). B
€IHOTOAHILHO IU1aLe00-KOHTPOJHPAHO IPOYUBAHE NPH NMALIHEHTUTE HA 3UMPA3UAOH € HabmonasaHa
MeauaHHa 3aryba Ha TenecHo terno ot 1-3 kg B cpaBHeHMe ¢ MeiMaHHa 3ary6a ot 3 kg npu rnnauebo-
TPETHPAHHUTE MALMEHTH.

B nBoMHOCIANO CPaBHUTENMHO NPOYUBAHE NPH MIK30MPEHHA ca NPOCiaeIeHH MeTabOTHTHUTE
MmapaMeTpH B TOBA YHCIIO TEr0, CTORHOCTH Ha MHCYJIMHA Ha IM1aZiHoO, oI XonecTepon U
TPUTHULIEPHIN, KAKTO H HHAEKCHT Ha MHCYIUHOBa pe3ucTteHTHOCT (UP). I1pn naupedHryre Ha
IUITPA3HACH He ca HabJIodaBaHH 3HAYMMH NIPOMEHH OT U3XOIHHTE CTOMHOCTH Ha T€3H MeTaG o IMTHH

napameTpH.

Peszynmamu om 2o1amo nocmmapxemunz086 npoyysane 3a bezonacrocm

PaHROMH3HPaHO MMOCTMAPKETHHIOBO Npoy4BaHe Ha 18 239 nauuenTa ¢ wn3odpeHUs ¢ Nepruo Ha
npocneasBaHe oT 1 roanHa e NpoBEACHO, 3a J1a ¢e ONpeaeny AN €QEeKThT Ha 3UMPa3uIoH BbPXY
QTc-uuTepBana e CBbp3aH C YBEIHUEH PHCK OT CMBPTHOCT, KOATO HE € BCIeACTBHE HA caMOyOUIiCTBoO.
Tosa npoyusane, KOETO € NPOBEAECHO B YC/IOBMATA HA peanHaTa KJAMHHUYHA PAKTHKA NOKa3Ba, Y€ HAMa
pasjivKa B CTENeHTa Ha 0011aTa CMBPTHOCT, KOATO He € BCIIeACTBHE Ha CaMOYOHIfCTBO TIpH JleueHue
ChC 3UMPa3sHAOH M OslaH3anmuH (OCHOBHA KpakHa uen). [IpoyuBaHeTo nokassa ¢hLIO, Y€ HAMA pa3/IHKa
BbB BTOPHYHHTE KpalHH LIEJIX HA CMBPTHOCTTa NOPAAH PAJIWYHH NPUYHHH, CMBPTHOCTTA BCAEACTBHE
HA CaMOYOHICTBO, CMBPTHOCTTA BCJIE[ICTBHE HA BHE3AlHa CMBPT, HO € HaGMI0/aBaHa He-3HAUMMO
YHCJIEHO MO-BHCOKA YECTOTA HAa ChPAEYHO-ChA0BA CMBPTHOCT B IrPpynaTa CbC 3UMPasHAOH.
CTaTHCTHYECKH 3HAYHMO MO-BHUCOKA YeCTOTa Ha obIa XocnMralin3auus, Ib/DKalla ce OCHOBHO Ha
pasnuka B Opos Ha ICHXHAaTPUUYHH XOCIIHTAIUW3ALM, € Hab/oAaBaHa ChLUO B IrpyNaTa Ha 3UNPasHIoH.

Bunoaspna manua

E¢dmMxacHOCTTa Ha 3UNpPa3UIOH MPH Bb3PacTHH C MaHHUA € YCTAHOBEHA B JIBe MNaLe00-KOHTPOJHPaHH,
ABOHHOCNENH, TPUCEAMHYHH U3MTHTBAHHA, KOUTO CPABHABAT 3UNMPAa3HAOH ¢ m1auedo U eAHO ABOIHO-
CJIANIO JIBaHAJIECETCEAMHYHO H3MHTBAaHE, KOETO CPABHABA IUMPAIHIOH C XANOMEPHUIZON U Ianebo.
Tean npoyusanus Brro4BarT okoso 850 manueHTa, oTroBapslM Ha kpuTrepuure Ha DSM-IV 3a
OUIOAAPHO pa3cTpoicTBO THN | ¢ OCTHP MaHHEH WIH CMECEH €NU30J, C WIH €3 NCUXOTHYHH NPOSBH.
H3x0aHOTO HANWYKE HA MCHXOTHYHU NMPOSBH B uanurBaHnaTa e 49,7%, 34,7% wiu 34,9%.
EdukacHocTTa € oueHeHa ype3 Ckanara 3a oueHka Ha MmaHua (Mania Rating Scale — MRS). Ckanara
3a ['nobanno knunuyHo BreuarneHue — TexecT (CGI-S, Clinical Global Impression — Severity) 6e
HJIM €[Ha OT MbPBHYHUTE, KJIH OCHOBHA BTOPHYHA MPOMEH/IMBA 110 OTHOLUEHHE Ha €PHKACHOCTTA B
Te3H H3NHTBaHMA. JleueHueTo cbe 3unpasuaoH (40-80 mg nBa mbTH IHEBHO, CpenHa NTHERHA 1034

120 mg) noeeae A0 CTATUCTHHECKHU 3HAUMMO MO-rofaMo nogobpexHue v no asere ckany MRS 1 CGI-S
TpH nocjieAHa BH3UTa (3 ceaMuULIM), cpaBHeHO ¢ rauedo. B gpaHameceTce AMHUHOTO H3MHTBAHE
JICYEHHUETO ¢ Xajionepuaon (cpegHa AHEBHA J03a 16 mg) npeau3BUKa CTATHCTHUYECKH 3HAYMMO MO-
ronaMo HamalieHHe Ha pedyaTatute no MRS, cpaBHEHO Cbe 3UnMpasuaoH (cpeaHa AHeBHA J03a

121 mg). 3unpa3suaoH AeMOHCTPHPA €PHKACHOCT, CPABHHMA C XaJIONEPHAON, 10 OTHOLIEHHE Ha
NPOUEHTAa NALHEHTH, NOATBPKALLU OTTOBOP KbM JMEUEHUETO OT CeaMHLa 3 10 ceamuLa 12,

EdukacHocTTa Ha 3Unpa3ucH Npy AeYeHHe Ha GHIOMApHO pascTpoHcTBO THI | pH neaHaTpUUHH
naudenTy (Ha Bb3pacT 10 1o 17 roguun) 6¢ olleHeHO B €4HO YeTUPHCEAMHYHO maleto-
KOHTPOJIUpaHO npoyusaHe (n=237) Ha XOCMHUTAIM3UPaHH WIH aMOynaTopHo OOHK, KOUTO OTroBapAT
Ha kpurepuure Ha DSM-IV 3a OunonsapHo pascrpoiicteo Tin [ ¢ MaHMITHH HITH CMECEHH eNH30/H, C
HIM 6€3 NCHXOTHYUHU NPoABH U uMamK Y-MRS pezynrat >17 ot H3axoaHaTa nuH / SR
ABORHOCIIANO, Manebo-KOHTPOIMPAHO NPOYyYBaHe CpaBHABA EPOPAJICH 3UMpas / ..
pexcum (80-160 mg/nen (40-80 mg aBa ILTH AHEBHO) B IBE OTAENHHM N03H 3a nHidept
kg; 40-80 mg/nen aBa meTH aHeBHO (20-40 mg ABa MBTH AHEBHO) 32 NaUMEHTH|ceNGR

cnpsamo mauebo. 3unpasuaoH € NpUeMaH KaTo eAMHHYHA J03a 0T 20 mg nped nEbk
KOETO THTPHpaH npe3 1-2 ceaMHLH, B IBE AHEBHH [03H, 10 NPHLEICH IHANA30N &
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3a NauueHTH ¢ Terno >45 kg unm 60-80 mg/aeH 3a nauueHTH ¢ Terno <45 kg. [To3sonexa e
acHMeTpHUHa [I03MPOBKA, CbC CYTpeLHU 1034 20 mg win 40 mg no-HUCKH OT BEHEPHUTE JO3H.
3unpa3suaoH e no-106sp ot ruauebo no oTHoleHKe Ha NpoMAHATA Ha o0IMa pe3ynTat no Y-MRS na
ceAMHLA 4, CIPAMO TO3M Ha H3XOAHO HHBO. B TOBA KIIMHWYHO NpOyuBaHe, OCHOBHHTE NPUEMAHH
AHEBHH 1034 ca 6unH croTeeTHO 119 mg n 69 mg npu nauuenTH ¢ Terno >45 kg v <45 kg.

HsMa ABAroCpOUHH KNHHUYHH NMNPOYYBAHHS NPH Bb3PACTHH MALMEHTH, H3CCABAIIH ePHKACHOCTTA HA
3UMPA3H/CH 38 NPEAOTBPATABAHE HA PELHAUB HA MAHWHHW/ NENIPECHBHH CHMITTOMH,

[TeanATPHYHH NIPOYYBAHHA

bunonapna manus

besonacHoCTTa Ha 3UNpa3KuACH € oLcHeHa npH 237 negaTpryHy nauueHTH (Ha Bb3pacT ot 10 o
17 ronuHM), KOUTO ca yuacTBalH B MHOTOA030BH KIMHHYUHYU NPOYYBAHHA NPH OHNONApHA MaHUS;
obiuto 31 neaHaTpHUHYU NALKMEHTH ¢ GUNONAPHO pa3CTPOHCTBO TUN | ca NnpueMany nepopanex
3UNpa3sKuaoH 3a noHe 180 auum.

B 4-cenmuuHo npoy4sane npy negdaTpddHU naumeHTH (o1 10 o 17 rogWHu) ¢ OHNONApHA MaHMu9,
HAMA Pa3fIUKY MEXIY MaLHEHTHTE, NpUeMallld 3Mnpa3sHaoH ¥ mauedo B CpeaHaTa NPOMSIHa Ha
TeJECHOTO TerNno, CTORHOCTUTE Ha IJII0K03a Ha rnajgHo, obwKa xonectepon, LDL xonectepona u
TPUTITULEPHAMTE, CIIPAMO H3XOAHUTE CTOHHOCTH.

EdukacHOCTTA Ha 3UNPA3UAOH NPH JICUEHHETO HA OUNMONAPHO pascTpolcTso Tum I e oleHeHa B
[MOCTMAPKETHHIOBO NpOoYyYBaHe NMpH neavaTpuusy naudedTd (n = 171 [nomynaiusa 3a 6e3onacHocT];
n = 168 [monynauus ITT]), kouro otropapar Ha kpuTepuute Ha DSM-5 3a GunonsapHo pascTpoiicTBO
I | (MAaHHAKATHO WITH CMECEHO) B M3X0AHO HHBO. [IpoyuBaHeTO cpaBHABA NEpOpaleH 3UNPA3HIOH C
reBkaBo gosupaHe (80-160 mg/nen [40-80 mg apa nbTH AHeBHO] 32 nauneHTH ¢ Terno = 45 kg; 40-
80 mg/nex [20-40 mg nBa mLTH AHEBHO] 3a MalueHTH ¢ Terno < 45 kg) ¢ nnauebo 3a nepuoa ot

4 ceamuuy. [1poyypaHeTo AEMOHCTPHPA, Y€ 3UNPA3KAOH NPERLIX0KAA [U1auebo Mo OTHOLLEHHE Ha
MpOMAHAaTa OT U3XOQHOTO HHBO A0 ceAMHLA 4 No OTHOLLEeHKE Ha obius pesynrat no Y-MRS. B
Npoy4YBaHETO He ¢ Habn0naBaT CHIUECTBEHH Pa3IMKH MEXAY NalKEHTHTE Ha 3UNPASHAOH W ruiauebo
B CPEAHATa [IPOMSAHA CIIPAMO M3XOAHOTO HHMBO 10 OTHOLLIEHHE Ha TEJIECHOTO TEr/1o, HUBATa Ha
roKo3a Ha raaiaHo, oo xonecrepon, LDL xonecTepos WK TPHIIHUEPHAH.

Hama aparocpoyHu ABOAHOCAENH KIHHHYHH H3NMUTBaHKUA, [TIpOYyUBally ePUKRCHOCTTA U
NMOHOCHMOCTTA HA 3UMPA3HIOH NPYU AeLA H IOHOLLH.

Hsama JBIroCcpoYHH KIMHHYHU H3NMTBAHMA NPH NEAKATPUYHHM NALMEHTH, NPOYyYBalIM e(PHKACHOCTTa
Ha 3HIPA3KIOH 38 NPeJOTBPaTABAHE Ha PEUMIHBH Ha MAHHIHI/ IeNpeCHBHU CHMITTOMH.

Hwzoppenus

[Iporpamara 3a wH30QpeHns NpHU AcLa € KPaTKOCPOUHO, 6-CeAMHYHO, Mauebo-KOHTPOIHPaHO
npoyusaHe (A1281134), nocneapaHo OT OTKPHTO 26-CeAMHYHO MPOCNEAABALLO MPOYHBAHE
(A1281135), npoexTHpaHO Aa NpeaocTaBX HH(POPMALIMA OTHOCHO e(hUKAaCHOCTTA, De3onacHoCcTTa U
MOHOCHMOCTTA NMpPH NEPOPATHO NPHIIOKEHHE Ha 3unpavnoH (40-80 mg aBa MbTH AHEBHO ¢ XpaHa) Mo
BpeMe HA ABJrOCPOYHOTO MY MPUNOKEHHE MPH YYACTHHLM B IOHOLIECKa Bb3pacT OT 13 1o 17 roauuu
(smounTenHo) ¢ wusogppeHua. [leanarpuunoro npoyusane Ha 3EJIJIOKC npu mnzodpenus e
npexparteHo ot Pfizer, nopanu nunca Ha edukacHocT (BX. To4ka 4.2).

5.2 QapmakOKHHETHUYHH ¢BolicTBA

Abcopbuua

[TukoBHTE CepyMHH KOHLIEHTPALMH Ha 3UNPa3HACH cJiel MHOIMOKPATeH NnepopaieH
XpaHeHe OOMKHOBEHO ce aqocturaT ot 6 no 8 yaca cien npuema. AGcontoTHaTa 6
no3a 20 mg, ripHeTa no speMe Ha xpaHeHe, € 60%. OapMakOKHHETHYHH NPOY4BY!
OHOHANMYHOCTTA Ha 3HNPa3HIOH ce yeennuara a0 100% npu npuem no Bpeme 4
Ce npenopbuBa 3UNPa3HIOH [1a ce MpHeMa C XpaHa.

/' e P [ i1
- 3 HL LS | H
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PaznpenencHue
O6embT Ha pasnpeaenenue e okono 1,1 Vkg. 3unpasnaoH ce cBbp3sa Hag 99% ¢ NpoOTEHHHTE B
cepyma.

buoTtpaHcopmauug U eTUMUHHPAHE
CpeaHoTo npeaesHo BpeMe Ha NojiyeTMMHHUPaHEe Ha 3UMPa3HOOH Cllel epopaneH npHeM e 6,6 yaca.

PaBHOBECHH KOHLEHTPALHHU C& JOCTHraT B paMkute Ha 1-3 auH. CpeaHHAT KIHPBHC HA 3UMPA3HIOH,
MPHIOKEH HHTpaBeHO3HO, € 5 ml/min/kg. Oxono 20% ot n03ata ce eKCKPETHPAT B YPHHATA M OKONO
66% ce enHMHHHpAT C QeKkanHuTe.

3unpa3uaoH Noka3sa JIMHeHHA KMHETHKA B TepaneBTHYHUS A030B HHTepBan ot 40 ao 80 mg nBa meTH
IHEBHO CJIe[l XpaHeHe.

3unpa3daod ce MeTabonu3upa eKCTEH3IMBHO B OPraHU3Ma Cliell IEPOPANHO NPUIIOKEHHE, KATO CaMO
Manka 4acT ce eKCKpeTHpa B ypHHaTa (<1%) unu ¢ekanumnre (4%) B HenpoMeHeH BUA. 3UNpa3HAaCH
OCHOBHO €€ OTCTPaHABa NO TpH MeTabONUTHU MTBTA, MPH KOETO C€ NOJYUYABAT YETHPH OCHOBHH
unpKynupawy merabonura: 6ensnaormazon nunepaszud (BITP) cyndoxcena, BITP cyndon,
IUMPa3HAOHOB CYNQOKCHA H S-MeTUN-AUXUAPO3HNpa3naoH. HenpoMeHeHUAT 3unpasyioH
npeacrapassa okono 44% ot o6 CBbp3aH C NTEKapCTBOTO MAaTEPHal B CEPYMa.

3unpa3iaoH ce MeTaboMHIKpa OCHOBHO Ype3 JBA NbTA: peAYKLHA H METHIKpaHe A0 S-METHI-
ANXHUAPOIHNPA3KHAOH, KOETO NPEeACTaBIfsBa OKOMO ABE TPETH OT MeTabonu3Ma H OKCHAATHBEH
meTabonHu3IbM, KOWTO NpEACTaB/IABA OCTAHANATA €1HA TPETa. /1 Vitro NPOYYBaHUATA, W3MTON3BALIH
YOBEWIKH uepHOApobHH cyOKIeTYHH PpaKkLyH, NOKA3BAT, Ye S-MeTHUI-AUXKAPOIUNPA3HIOH Ce
reHepHpa B JBe CThNKHU. Te3H NpOyUYBaHMUA MOKA3BAT, Y€ TbPBATA CTHIIKA € MeUHPaHa OCHOBHO upe3
XUMHYHA PeAYKLMA OT FYTATHOH, KaKTO M 4pe3 EH3MMHA peayKLHMA OT anaexun oxcHaasza. Bropara
CTBIIKA € METHIHPAHE, MEAMHPAHO OT THOJ METHATpaHCQepasa. [n vitro Nnpoy4BaHHUATA MOKA3BAT, Ye
CYP3A4 e ocHOBHUAT UMTOXpOM P450, kaTanu3upall OKCHAATHBHHA MeTaboNH3bM Ha 3HIPA3UACH, C
He3HAYHTEEH noTeHuHaneH npudoc Ha CYP1 A2,

3Mnpa3IuaoH, S-METHI-AHXHAPOIHPAIUAOH H 3HNPA3UAOH CYNDOKCHA NPH HIMKUTBAHE in Vilro
OKa3BaT CBOHCTBA, KOMTO MOraT Aa npeanonaraT edexT Ha yaskasaHe Ha QTc. S-meTun-
AXXHAPOIUIIPA3HIOH C€ EIMMHUHHPA [MTABHO C U3NpaXKHEHUA ype3 OunuapHa eKCKpeLHs ¢ Malbk
npHHoc Ha CYP3 A4 xaranusupanns MetabonnasM. 3Unpa3sHaoH cynQoKcH ce eNMMHHUPA 4ype3
616peuna exckpelsa ¥ upes BTopHueH Metabonusbm, katannsvpad ot CYP3A4.

Cneundby4HY NOMYyNaUNH
GapMaKOKHHETHYHHAT CKPUHHHI Ha NaLUMEeHTH He € Jan HAKAKBY 3HaYMMH PapMaKOKHHETHYHH

PazJiIiK{ MEXAY MyHIa4Yy U HEMyLIayH.

He ca ycraHOBEHH KIMHMYHO 3HAYHMMH BB3PACTOBH MNHU MONOBY Pa3NMKHU BbB HapMAKOKHHETHKATA Ha
3UMpa3suaoH. @apMakOKHHETHKATE Ha 3HMPA3UAOH NP NEANATPUYHEM NALMEHTH Ha BB3pacT or 10 no
17 rognum e 6mna nogodHa Ha Ta3M NPH BB3PACTHH Cliel KOPUTHPaHEe Ha Pa3fIHKUTE CNPAMO
TEJECHOTO TerJIo.

B crorBeTcTBHE C axTa, Ye HLOPEUHHUAT KNUPBHC HMA MHOIO MaTbK NMPHHOC KbM LAJIOCTHHUA
KJAUPBHC, HE € YCTAHOBEHO NPOrPECHBHO HAPACTBAHE HA €KCMO3HLIMATA HA 3UNPAa3HIOH NPU HEFOBOTO
NPUNOKEHHE NPH NMALMEHTH ¢ pa3nuuHu cTeneHd Ha Ob0OpeuHa QyHkuus. EkcnosuunuTte npu GonHM ¢
neko (kpeaTHHHHOB KIUpBHE 30-60 ml/min), cpeano Texko (kpeaTHHMHOB KIHpbHC 10-29 ml/min) #
TEXKO (M3HCKRALLO JHaNH3a) yYRpexxaaHe ca 6win 146%, 87% u 75% ot Te3u npu 30pasu Xopa
(kpeaTHHHHOB KiiMpBHC HaA 70 ml/min) cnen nepopanHo npunoxeHne Ha 20 mg npa picr
ceneM AHM. He e H3BecTHO AanH cepyMHHUTE KOHLIEHTPaUMK Ha MeTabonHTHTE HapRITRAB RINY
NalLHEeHTH.

Ilpy neka 10 cpeaHa cTened Ha yepHoapoOHo yepexnane (Child Pugh A unu H}, Iap
LIHPO3a, CEpYMHHMTE KOHUEHTPALMH CNell NepopaTHO nprioxkeHHe ca 6rmn ¢ 30V o\ Bl
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NpeAeHOTO BpEME Ha NMOTyeTHMHHUpaHe € Ouno ¢ oxono 2 yaca no-AbAro, OTKOJAKOTO NMPH NalveHTH
C HopMalHa YepHoapoOHa ¢yHKuMa. He e ycraHOBeH edexTbT Ha 4epHOAPOOHOTO yBpEXKIaHe BbPXY
CEPYMHHTE KOHLIEHTPALHH Ha MeTabONUTHTE.

53 IlpeaknaHHYHH JaHHH 3a GezonacHocT

[MpeaxnuHuuHMTe AaHHK 3a He30MaCHOCT 3a NepopaneH 3UNPA3UAOH, MOAYHEHH MPH OGILIOIIPHETHTE
pOy4uBaHKA 3a 6e30MacHOCT, FeHOTOKCHUYHOCT M KaHLIEPOTreHEH MOTEHLIHAI, He MPeIro/IaraT
creuHanHa onacHoOCT Npy xopa. B penpoayKTHBHM Npoy4BaHHA MPH MILXOBE K 3alLIM 3HNPa3HAOH He
e nokasan teparoreHHoct. Hexenanu edekTy BhpXy hepTHAHTETa K MANTKH ¢ HAMAJIEHO Terno ca
CbOOLLEHH NPH N03M, KOUTO NPHHMHHABAT TOKCHYHH edeKTH npy MalKkaTa KaToO HaMaJIEHO HaJaaBaHe
Ha Terno. [Ipy MIasMeHH KOHLEHTPaLHH NpH MaitkHTe, KOUTO NPH eKCTPANoNHpaHe ca GHITH CXOAHM C
MaKCHMAaJIHUTE KOHLIEHTPALIWK NPH NPUIOKEHHE Ha TepaneBTUYHH AO03H MPH XOpa, € YCTAHOBEHO
yBeHuaBaHe Ha NMepHHATANHaTa CMBPTHOCT H 3a0aBeHO PYHKUHMOHANIHO pa3BUTHE HA MOKOJICHHETO.

6. OAPMAINIEBTUYHU JAHHU
6.] Chnuchkx HAa NOMOIIHHTE BeIIECTBA

Crovparcanue:

JlakTo3a MOHOXHApAT
[pexenaTHHHU3IUPAHO LUAPEBUHHO HULIECTE
Marueanes creapar

Kancynna obeusxa:

Xenatun

Tutanos anokcua (E171)

Harpues naypun cyngar (HaTpres aoaeuwicyindar)
HUunurotul (E132, camo B 20 mg ¥ 40 mg kancynu)

ITevamuo macmuno:

Llennak

[Mponunex raukon (E1520)
AmoHHeB xuapokeua (E527)
Kanues xuppokcua (E5S25)
XKenesen oxcua, uepen (E172)
6.2 HecnBMecTHMOCTH
Henpuioxumo.

6.3 Cpok uaroagaocr

4 roAuHH

6.4 Cpeuunannu ycnoBrf Ha CbXpaHeHHe

Ila He ce cxxpanasa Hag 30°C.

6.5 Jlann® 33 OMaKOBKATA

\fEHLLS

3unpa3yaoH Kancy/u ca onakoBaHu B anymunuesd PVC/PV A Gnucrepn, nocrase) 2% Xaf Qg H? %%,
s
i 'r

KYTHH.

OnakoskaTta ¢ceabpxka 10, 14, 30 uau 56 kancyau.
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He scuuky BUAOBE ONAKOBKH Morat Aa ObJaT MyCHATH Ha nasapa.
6.6 Chnenunannu npeanasHA MEPKH NPH HIXBLJIKHE

HaMma cneumaniy U3IKHCKBaAHUA

7. NPHTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA

Upjohn EESV
Rivium Westlaan 142
2909 LD Capelle aan den IJssel

Hupepnanaus
8. HOMEPA HA PA3ZPEIUEHHETO 3A YIIOTPEBA
20 mg Tebpay kancyau - 20020658

40 mg t8vpau kancynu - 20020659
60 mg TeBpAH Kancynu - 20020660

9. JATA HA ITBbPBO PASPEHNIABAHE/TIOQJHOBSABAHE HA PAZPEINIEHHETO 3A
YNNOTPEBA

Jata Ha mbpBo paapewiagaHe: 01 asryct 2002 r.
Jarta na nocneaxo noguoessare: 11 okromepu 2007 r.

10. JATA HA AKTYAJ/IM3UPAHE HA TEKCTA
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