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1. AME HA JJEKAPCTBEHHSI TIPOJAYKT 64226 3-~2 03 -17- 1024

BPEBEHOKC 25 mg dunmupanu tabieTku
BREVENOX 25 mg film-coated tablets

BPEBEHOKC 100 mg ¢punmupanu tabnerku
BREVENOX 100 mg film-coated tablets

BPEBEHOKC 150 mg ¢punmupanu Tabnerku
BREVENOX 150 mg film-coated tablets

BPEBEHOKC 200 mg ¢duiamupanu tabnerku
BREVENOX 200 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

BPEBEHOKC 25 mg puamupann tabieTku:
Bceska punmupana Tabnerka chabpika 25 mg kBeTHanuH (quetiapine) noj popMarta Ha KBETHANMWH
dymapat (quetiapine fumarate).

[Tomowynu eewyecmea ¢ Uz6eCcmHo Oelucmeaue:
Bcesika Tabnerka chabpxka 0,95 mg nakro3sa.

BPEBEHOKC 100 mg ¢punmupanu mabnremxu.
Besika ¢punmupana tabnerka cpabpxka 100 mg kBeTtnanuu (quetiapine) noa opMara Ha KBETHANMH
(¢ymapar (quetiapine fumarate).

Ilomownu 6ewgecmea c uzeecmto oelcmesue:
Bcesika Tabnerka chabpaka 3,8 mg j1akTo3a.

BPEBEHOKC 150 mg ¢puamuapann rabiieTkn:
Besika ¢pwimupana tabsierka cpabpka 150 mg kBeTnanuH (quetiapine) noa popMara Ha KBETHAIIMH

¢ymapar (quetiapine fumarate).

Ilomownu 6ewyecmea ¢ U36eCmMHoO OeUcmeue:
Bceska Tabnerka cpabpka 5,7 mg 1akTo3a.

BPEBEHOKC 200 mg ¢puamupann TabjieTKHu:
Beska puimupana Tabnerka cpabpka 200 mg kBeTuanux (quetiapine) noa opmMara Ha KBeTHAITUH
dymapar (quetiapine fumarate).

llomownu eewyecmea ¢ uzeecmHo Oeucmeue:
Bcesika Tabnerka cpabpka 7,6 mg nakro3sa.

3a IbJIHKUA CITUCHK HA MOMOLIHUTE BELIECTBA BUKTE TOYKa 6. 1. /

3. JEKAPCTBEHA ®OPMA | il & | 2 1

OuiMupaHu TabJIETKH.
BPEBEHOKC 25 mg ¢punmupanu mabremxu:



Kpnrim, 6ukoHBeKCHH QHIMHpaHH TabNeTKH ¢ [IPacCKOBEH LIBAT.

BPEBEHOKC 100 mg ¢punmupanu mabaemxu:
Kpbsrnm, b, OHKOHBECHH (UNIMHpPaHH TabNeTKH ¢ AEMTENHA YEPTa OT €JHATA cTpaHa*.

bBPEBEHOKC 150 mg ¢punmupanu mabremxu:
Kpsrny, 6neno xentH, 6HKOHBEKCHH QWIMHPaHK TableTKy.

BPEBEHOKC 200 mg ¢punmupanu mabremxu:
Kpbriam, 6enn, 6ukoHBeKCHH PHIMHpaHH TabneTkH.

*TaGnerkara Moxxe 1a Obe pasfeneHa Ha IBe paBHH JO3H.

4. KINMHAYHA JAHHHA
4.1 TepaneBTHYHN NOKA3ZAHHSA

bpepeHoke € noka3aH 3a:
o JleueHHe Ha INH3O0PpeHUA
e Jleuenue Ha OUNOAAPHO pa3CTPORCTBO
— 3a JIeYEHHE HA YMEPEHH JO TEXKH MaHUHHH €NMH301H4 NTPH OUIIONAPHO pa3CTPOHCTBO
— 3a neyeHHe Ha roneMu ACTIPECHBHH €ITH30H NpH GUMONAPHO pa3CTPONHCTBO

— 3a npeaoTBpaTABaHE HAa pELUAWB HA MAHUHHHM WIH JENPECHBHH €NU30JH NPH
nauMeHTH ¢ GUNOaApHO pa3CTPOHCTBO, KOMTO MIPEAH TORA €A CE MOBJIHAJIH OT
JIEYCHHE C KBETHAIIHH.

4.2 J[Io3EpoBxa H HAYHH HA NPHJIOKEHHE

ﬂOSH@BK&

3a BCAKO NMOKA3aHHE UMa pa3JlH¥Ha CX€Ma Ha ,IID&!HPEHE. 3aToBAa NMAallHEHTHTE Tpﬂﬁﬂa Ja HMAaT ACHa
HchopMaum 34 nmoaxoaauiara go3a 3a TAXHOTO ChCTOAHHE.

Byv3pacmnu:

3a nevenue HQ WUOPPeHUA:

3a neueHue Ha mm3odppeHus, bpereHoke Tpabea na ce npvema ABa METH AHeBHO. O0ImaTa JHEBHA
A03a 33 TbPBHTE YETUPH AHHK OT JieueHHeTo e 50 mg (meH 1-Bu), 100 mg (aen 2-pu), 200 mg (aeH 3-
™) 1 300 mg (aeH 4-Tn). |

Crnien 4eTBBPTUA ACH HATATHK J03aTa TpAOBa Aa Obae TuTpHpaHa qo oduyaiina epexrrBHa H03a OT
300 mg 10 450 mg aHeBHO. B 3aBHCHMOCT OT KIIMHAMHHSA OTTOBOP M MIOHOCUMOCTTA Ha OTAEIHHA
NauMeHT, No3aTa MOXe Jia ce KOPHTHpa B rpaHdumMTe oT 150 mg no 750 mg aHesHo.

3a neuenue Ha yMepenu 00 MeXCKU MaHUURU enu300u npu bUnoIAPpHO pacampoiicmeo

3a JeyeHne Ha MaHUHHH ENU30AH, CBBP3aHH ¢ OHTIQIApHO pa3cTpoiicTBo, bpeBenokc TpabBa na ce
npunara gga meTH JHesHO. O01arta AHEeBHa [j03a 3a ITbPBHTE YETHPH JHH OT TEPANHATA €

100 mg (nen 1-8u), 200 mg (aen 2-pu), 300 mg (aen 3-11) u 400 mg (zen 4-tH). [Toce
KopurupaHe Ha ao3arta a0 800 mg Ha neH KbpM JaeH 6 TpaOBa aa ce H3BBLPIIBA C NTOBHLII
rosieMH ot 200 mg Ha aeH.

Ho3ata MOke a c¢ KOPUTHpa B 3aBHCHMOCT OT KIMHIHYHHA OTTOBOP H NOHOCHM

400 mg no 800 mg Ha aeH.

3a neyenue Ha 20AeMU OENPECUBHYU enu300U npu bUNOAAPHO pascmpolicmeo
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bpeseHokc TpaAOBa Ja ce npueMa BeAHBK OHEBHO npeam jnsrane. O0lara AHeBHA 1034 33 [TbPBUATE
yeTHpH AHH OT JiedyeHueTo € 50 mg (Hen 1-sm), 100 ‘mg (Men 2-pu), 200 mg (Jen 3-tu) u 300 mg
(Nen 4-tv). Ilpenopvuwrennara aHeBHa no3a ¢ 300 mg. B KIMHMYHWTE M3MUTBAHUA HE e
nabmoaaraHa AOMBAHMTENHA noa3a B rpynara ¢ 600 mg B cpaBHeHue ¢ rpynara ¢ 300 mg (Buk
TOYKa 5.1). OTaenHu NalMeHTH MOXE Aa MMAT 1on3a oT A03a oT 600 mg. JleueHue ¢ AO3H MO-roNEMH
or 300 mg TpabBa na ce 3amouBa OT JIEKAPH C ONMT B JICYEHHETO HA OMIONAPHO Pa3CTPOKHCTBO.
KnvMHUYHMTE M3MNWATBAHHMA Ca MOKa3ald, Y€ [OpH OTAENHH TMALMEeHTH, B ciiyyall Ha npobneM ¢
MMOHOCHMOCTTA, MOKE J1a ¢€ HOMMCIIM 33 HaMaJIeHUe Ha A03aTa A0 MUHMUMaNHO 200 mg.

3a npedomspamaeane Ha peyuous npu GUNONAPHO PaA3CMPoOUCMEO

3a MpeROTBpATABAHE HA PELIMAME HA MAHUHHH, CMECEHH WIH JePEeCHBHH €NMU30aH NpH OUnoapHO
pascTpoHCTBO, TALMEHTHTE, KOHTO C& OTTOBOPW/IH Ha JICYCHHE C KBETHANHH 32 HHTEH3HBHO JICYCHHE
Ha GUTOMAPHO PasCTPOHCTBO TPA6BA Ja MPOTL/DKAT TEPAITHATA ChC ChlIATa f03a. Jlo3aTa MOXe aa
Oblle KOpUrHpaHa B 3aBRCHMOCT OT KIIHHHYHHA OTTOBOP Ha OTAENHMS NALMEHT B AnanasoH ot 300 1o
800 mg , npueMaHy ABa MLTH AHEBHO. BakHO € Ja ce 3Hae, Ye Hal-HHcKaTa epeKTHBHA N03a Ce
M3N0JI3B4a 3a MOABPKALIO JIEHEHHE. ‘

Cneyuannu nonviayuu
ITayuenmu 6 cmapuecka sv3pacm

Kakro npu apyrure anruncuxoriud, BPEBEHOKC TpafBa na ce mpunara ¢ nopuieHo BHUIMaHHe
NIpH MALMEHTH B CTAPYECKa Bb3pacT, 0cobeHO B HaYaTHU NEPHOM Ha AO3MpaHe. |
Moxe za ce HalI0KKM CKOPOCTTa Ha TUTPHpaHe Ha no3aTa fa ObAe no-OasHa, a fHEBHaTa
TepaneBTHYHA 1032 Ja 6bAe No-HACKA, OTKOJIKOTO NMPHIAraHaTa MPH NO-MJIAAM NALHEHTH, B
3aBMCHMOCT OT KJIHHHYHHA OTTOBOP H MOHOCHMOCTTA Ha OTACIHHA NauueHT, CpeHMAT rUiasMeH
KIMPBHC HA KBETHAMNMH € HaMaieH ¢ 30% - 50 % npu JMlia B cTapuecka BE3PACT B CPABHEHHE C NO-
MJIAH NMALHEHTH.

EduxacHocTTa ¥ 6€30nmacHOCTTA HE € OLICHABAHA MPU NAlLMEHTH HaA 65 roaAWHH ¢ ACMIPECHBHH
enu304H4 B paMKHTEe Ha ORNONAPHO pa3CcTpOCTRO.

Ieouampuuna nonyaayus

Kaernanud He ce npenopbyBa 3a ynorpeda npH Aclia M 10HOHK rop 18 roaMHM nopajy NUmnca Ha
JAHHH, IOAKPEINALIM H3NON3BAHETO MYy IIPH Ta3H Bb3pacToBa rpyna. HanmuHOTO noka3arescTeo or
ILauebo-KOHTPOIHPAHOTO KITHHUYHO NMPOYYBAHE € NPEeACTaBeHO B pazaenu 4.4, 4.8, 5.1 u 5.2.

bvbpeuno yepeacoane
He e neobxonuma kopekiMs Ha n03aTa npu nandeHTH ¢ 610peuHo yepexaane.

Heproopobno yepeocoane

KBeTHanmh ce MetabosiH3npa 3HAUHATETHO OT YepHHUA ApoD. Hupami ToBa BPEBEHOKC 1pab8a na ce
[pHsIara ¢ NOBHIIEHO BHUMAaHHeE ITPH NalHeHTH ¢ IOKa3aHO YepHOAPOOHO yBpexaaHe, ocobeHo no
BpeMe Ha HAYAMHHA MePHOI Ha io3upane. JIeueHHeTo Ha MALMEHTH C I0Ka3aHO YEPHOAPOOHO
yBpexxnaHe TpabBa aa 3anoude ¢ 25 mg nHesHo. J{o3ata Tpsabsa xa ce nosuiara ¢ 25 go 50 mg
AHEBHO 0 AOCTHTaHE Ha e()eKTHUBHATA 1032, B 3aBUCHMOCT OT KITMHHUYHHA OTTOBOP K IIOHOCHMOCTTA
H& OTZEeTHIA NALHEHT,

HaymiH Ha MpHITOXKEHHE
3a nepopanHo npuioKeHHe.
BpeBeHokc MoXce Ja ce mpHeMa ¢ WK Oe3 XpaHa.

4.3 IlpoTEBONOKA3aHAA

npomnonoxasaﬂo (BIDK TOUKA 4.5).




44 Cpoenmansm npexynpexieHHA H NPeANAZHA MEPKH NpH ynoTpeda

Tbii xaTO KBETHANKH HMa HAKOJIKO NOKa3aHHK, npoduasT Ha GezonacHocT TPAOBA Aa ce OlieHIBa
criopen HHAKBHAYANHATA AWArHO3a Na NMALUMEHTa H NIPUIaraHara 1o3a.

IlenuarpyuyHa nonynaumMs
KBeTHanuH He ce npenopuysa 3a yrnorpeda npu aeua 1 10HOWH noj 18 roauuika Bu3pacT, nopajau

HENOCTATHYHO AAHHH, NOAKPENSIH H3NOI3BAHETO MY B Ta3M BB3pacToBa rpyna. KnuHuunure
NPOY4YBAHHA C KBETHAIIMH COYAT, Y€ B AOITBJIHEHHE HA MO3HATHA MPodun Ha 6€30aCHOCT NpH
BH3pacTHH (BIK TOYKA 4.8), ONpeeNIeHH HEXENIaHH PeaklIMH HACTBIBAT C MO-BHCOKA YECTOTA MPH
A€uA H YOHOILLH B CPABHEHHE C Ta3M IPH BB3PacTHH (MOBHILICH ATleTHT, MOBULIEH CEPYMEH NPOJIAKTUH,
MOBPbIAHE, PHHAT H CHHKOI ) WK MOXKE Aa MMa pPa3IH4yHH YCIOXKHEHHS MPH Aelia U IOHOMIH
(excTpanMpaMHMIHH CUMITTOMH M pa3ApasHUTENHOCT), KaTO ¢ O1Na yCTaHOBEHA M €IHA HEeXKeNaHa
peakLMs, KoATo He € HaOJrojaBaHa MpH NPOYYBaHHUA NPH Bb3PacTHH (TIOBHIIEHO apTEPHANIHO
Hanarade). HaGnmronapanu ca npoMeHH B IIOKa3aTesIHTe 32 (PYHKUHMATA HA MIHTOBHAHATA >K/le3a NPH
ACLA M IOHOLIH.

OcBeH TOBR&, ABITOCPOYHUTE MOCACACTBUA BBPXY PACTEXKA H Ch3PABAHETO IPH JIEYeHHe ¢ KBETUAIMH,
HE ca MPOYYBaHH 3a NEPHOA NO-IbJIBr OT 26 ceaMuLM. He ca H3BeCTHH TBAroCcpoYHHTE NOCNSACTBHA
BBPXY KOTHUTHBHOTO H NOBEAECHYECKO pa3BUTHE.

I1pu nnaiebo KOHTPONHPAHH KINTHHHYHH NIPOYYBAHMA C ASLA H FOHOILIH, KBETHAITHH CE€ C CBEP3Ba C
NMOBHIIIEHA YECTOTa HA €KCTPANHPaMHAHH CHMIITOMH, B CPABHEHHE C ILIalebo Npy NalyeHTn,
JIEKyBaHM OT K30 peHns, bunonapHa MaHHa M OunongapHa aenpecH {Bxk. Touka 4.8).

HUMIHH MHCIIH WIH BJAOINABAHE HA KIMHUYHOTO CHCTOSHHE
JlenpecHdaTa npH OHNONAPHO Pa3CTPOHCTBO CE CBBP3BA C MOBHUICH PHCK OT CYHLIMAHA MHCIIH, MHCITH
3a CaMOHApaHABaHe M CaMOYOMHCTBO (CYMUMAHO-CBBLP3aHH CHOMTHA). TO3M PHCK NMPOALIKABA A0
HACTBHIIBAHETO HA 3HAYHMA PEMHCHA. THH KaTO B ITbPBUTE HAKOJIKO CEAMHLM OT HHHLIMHPAHE Ha
NEUEHHETO MOXKE 1A HE HACTBITH Noaobpenue, nauMeHTHTe TpEOBa Ja ca Nnoj MOoCTOSHHO HabmoneHHe
N0 HacThNBaHe Ha noaobpeHue. OOIHAT KIMHUYEH OIUT IIOKA3Ba, Y€ PUCKBT OT CaMOYOHICTBO MOXE
na 6bae Mo-BHCOK NPe3 PAHHHTE €TANH Ha Bh3CTAHOBABAHE. |

Jlexapure TpaOBa Aa UMaT NpeABK MOTEHUHATHHA PHCK OT CYMUMAHO-CBLP3aHH ChOHTHA cnel
BHE3aIHO CMHpaHe HA JICYEHNETO C KBEeTHAITHH, NOpaaH .Iloﬁpe MO3HATHTE PHCKOBM (PaKTOPM IIpH
JledyeHHe Ha Ta3H OoyecT.

Jpyrure NCHXHYHH CHCTOARHA, 38 KOWTO KBETHAITHH CE& NPEINMCEA, ChIIO MOrar Aa 6baaT CBLp3aHH C
BHCOK PHMCK OT CYMLIWAHO-CBBp3aHH CHOUTHA, CBILO TaKa Te3H CLCTOAHMA MOraT Aa HACThIAT
C¢AHOBPEMEHHO C MOJICMH ACNPECHBHY enu30AH. Takusa npeanasHY MEPKH C€ fIpUnaraTr npu
NMALFIEHTH, JEKYBAHH 33 FOJIEMH JCNPECHBHH enu3ond. ChIIUTE NpeaAna3sHi MEPKH ¢a HAaOMmoJaraHy,
KOTaTO C€ JIEKYBAT NALMEHTH C JpYI'H NICHXUYHK HapYLICHUSA,

ITaumeHTH ¢ aHAMHE3a 32 CYMLIMIHO-CBBP3aHU ChOMTHA HIIH TAKWBA MOKA3AIM CYHLIMAHA UACALHA B
3HAYMMAa CTENCH NPEAH HAUATOTO Ha JICYCHMETO €A C MO-BHCOK PHCK OT CYHLMAHH MHCITH W CYHIIMIHH
HAMEpeHNA W TpaOBa Na 6bAaT BHMMATENHO HAOMIOJaBaHH MO BpEME Ha JICYEHHETO.,

Mera ananu3 Ha IWwiauedo KOHTPOIMpPaHH KIIMHAYHHU NTPOYYBaHHA HAa aHTHACIIPECAHTH IIPH BL3PACTHH
MMALMEHTH C NMCUXHYHH HAPYLUECHHA Ca MOKa3al{ MTOBHUIEH PHCK OT CYHITHAHO NMNOBEACHHE C
aHTHACTIPECAHTH, B CpaBHEHHE ¢ raunebo npu mauMesT™ noa 25 roAMHM,

Tepanus, ocoOCHO B HAYANOTO HA JICUCHHETO M Cllel NTPOMEHM B Ao3aTa. Ilaune
bosiHOTNIEaYH) Tpﬂﬁna Ia 6baatT npeaynpenaeHH 3a Heoﬁxo,umocm oT Habmo




B xpaTKoCpOYHH Mnauedo KOHTPOJIHPAHH KNMHHYHH MPOYYBaHHUS Ha MALMEHTH ¢ FOJIEMH AETIPECHBHM
eMM30H NMpy OMNONAPHO pascTpolicTBO ce Habmonapa Mo-BUCOK PHCK OT CYHLIMAHO-CBBP3aHH
¢bOMTHA NpH No-MJIaAH natMeHTH (oA 25 roAHINHA Bh3PacT), KOUTO ¢a JIEKYBAHK C KBETHANMH, B
CpaBHEHHE C TE3H, JIEKyBaHH ¢ iauebo (3,0% cpemy 0%). PeTpocnekTHBHO NOITYJIALIHOHHO
Npoy4BaHe ¢ KBeTHANMH NPH NMAUHEHTH C IOJICMK AENPECHBHH ETH304H € NOKa3aio MOBUIIEH PHCK OT
CaMOHapaHABaHEe H CYMLHM/IHO MOBEACHHE NPH MALMEHTU Ha BB3pacT MeXIY 25 v 64 rogunn Ge3
aHaMHe3a 3a NPOABH Ha CaMOHAapaHABaHe M0 BPeME Ha ¢AHOBPEMEHHO JIeYeHHE C KBETHAITMH M JIPyTH

aHTHIENPECaHTH.

MerabonureH puck
Karo ce uMa mpeasua HabmoaaBaHKa PUCK OT BIOIDABAHE Ha META0ONHTHMS PO, BRIFOYHTEIHO

MPOMEHHTE B TErNOTO, KPbBHATA INTIOKO03a (BXK. XHIIEPTIMKEMHS) H JIMMHMAKTE, KOWTO € Ha0MmonaBaH B
KIHHWYHHATE H3NHTBAHHA, METabOIMTHUTE MOKA3aTeNIM HA MALMEHTUTE TPSOBA Ja Ce OLECHABAT NPH
3aMOYBAHE Ha JICUCHHETO H NPOMEHHMTE B TE€3H NMOKa3aTesu TpsbBa 1a ce KOHTPOIUPAT PEAOBHO B XOAA
Ha JieyeHHeTo. BrolapareTo Ha Te3u NoKa3aTeNn TpAOBA a ¢e IeKyBa 110 MOAXOAIIL KIHHHYEH
Ha4uH (BX. ChILO TOYKa 4.8).

ExcTpanupaMHIHK CHMITOMH
[1pu nnauebo KOHTPOJIMPAHH IWINHHYHH POYYBaHUs KBETHAIIMH C€ CBHP3Ba C YBEJINYEHA YeCTOTa OT

ekcrpanupamMuaHi cuMnToMH (EIC) B cpasnenne ¢ Tasu Ha niaue6o npy nauMeHTH, JIEKYBaHH 3a
roJIEMH ACTPECHBHH €NH30M MIPH OHNONAPHO pa3cTpOiCTBO (Bik Touka 4.8 1 5.1).

Ynorpe0aTa Ha KBETHANHH CE CBBbP3BA ¢ pa3BUTHE HA AKATH3HA, XAPAKTEPH3HPALHA CE C OTHOCHTEITHO
HETNPHATHO WJTM TEXKO 6e3roko#cTBO H HeOOXOMMMOCT 3a JBIDKEHHE, TIOHAKOra ChIIPOBOJICHA C
HecnoCOBHOCT 3a CTOeHE NMpas WK ceHal. TOBa € NO-BePOSTHO 1a BE3HHKHE NPe3 ITbPBHUTE HAKOJIKO
CeIMMLIM OT JiedeHHeTo. I1pn nauueHTH, KOMTO pa3BUBAT TAKHBA CHMITTOMH, HE ce NpenopbhyYBa
NOBHILIABAHE HA A034TAa. | -*

TapaypHa JAHUCKHHE3HA
AKO ce MOogBAT NPH3HAIA WIH CUMIITOMH Ha TapIHBHa AUCKMHE3HA, TpsOBa 1a ce obMUCaH

HaAMAIABAHE HA J103aTa WIHM [IPEYCTAHOBABAHE Ha KBeTHANHH. CHMITTOMHTE Ha TAPAHBHA JHMCKUHE3HA
MOJKE J1a C& BJIOLIAT WIH JOPH A4 ce MOABAT CJ/IEA NPEKbCBaHe Ha JieYeHHeTo (BibK To4Ka 4.8).

CHHIMBOCT H 3aMaiiBane |

JleueHKeTO ¢ KBETHAITHH € CBBP3aHO CHC ChHINBOCT H CBBP3aHH CHMITTOMH, KaTO Hanp. cenauus (Bx.
Touka 4.8). B KIHHHYMHHTE H3MUTBAHUA C JIEUEHHE HA NALMEHTH ¢ SUNONApHA JeTpecHs HAYaIOTO
OOHKHOBEHO € Npe3 ITbPBUTE 3 HH Ha JIeYeHHE U Te Ca NPeAUMHO C JIEKa I0 YMEPEHa HHTEH3HBHOCT.
[Ipu naupeHTHTE, MOJYUIIHM CHIHA CHHIMBOCT, MOXE [Ia C€ HAJIOMXKH IO-4e€CT KOHTAKT 33 Hali-Maiko 2
CEAMHLIM OT Ha4YAJIOTO HA CHHJIMBOCTTA HITH 0 Mog0GpABAHE HA CHMITTOMHTE, KATO MOXKE N1a Ce
HAJIOKH 4 C€ MOMMCIIH U 33 NPEeYCTAHOBABAHE HA JSYCHHETO.

OprocTaTHyHa XUNOTOHMS

JIe4eHHEeTO ¢ KBETHANHH € CBHP3aHO C OPTOCTATHYHA XHITOTOHMA K CBBP3aHO 3aMaiBaHe (BHX TOUKa
4.8), KOMTO KAKTO COMHOJICHTHOCTTA 3ano4BaT OOMKHOBEHO NO BpeMe Ha Ha4aJIHHA NepHO Ha
TUTPHpaHe Ha A03aTa. ToBa OH MOIJIO Aa yBeNnHUM YecToTaTa Ha CIy4YalHHTe HapaHABaHUA (MafaHus),
0COOEHO B MOMyNaLMATa Ha [IALKEHTHTE B CTapyecka bb3pact. [Topanu Tosa, nauxenTHTe TPAGBA Aa
CE CBBETBAT Zla BHUMABAT, JOKATO HE CE€ 3aI103HAAT ¢ NOTCHUMANHUTE ¢EeKTH Ha IEKAPCTBEHUS

NPOAYKT. |
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JIe4EHHETO C KBETHAIHH CE CBHP3Ba ChC CHHAPOM Ha ChHHa anHes. KeeTnanuH Tp16Ba N1a ce npuyiara
¢ MOBMILIEHO BHUMAHHE MPH NMALIHEHTH, KOHTO NPHEMAT €AHOBPEMEHHO ACNpPECAHTH Ha LIEHTpaJIHATA
HEpBHA CHCTEMA M KOMTO HMAT aHAMHE3a 32 ChHHA allHEd WK NPH TAX MMa MOBHILECH PHCK OT
pasBHTHE HA ChHHA allHEs, KAKBHTO Ca HANpUMe]p NalMeHTUTe C HATHOPMEHO TErNo/3aTITECTABAHE,

HITH MDBKE.

I'spuoBe

B kOHTpONMpPaHWTE KIMHIUYHN W3MTMTBAHKA HAMA PA3lIHKa B YECTOTATA HA MBPHOBETE MPH MALMEHTHTC,
JNIeKyBaHH ¢ KBETHAIHH WIH ¢ mnalebo. HaMa HATHYHH JaHHH 38 YECTOTATa Ha MbPHOBE MPH
NaLMEHTHTE ¢ aHaMHe3a 3a rppuoBe. KakTo npH ApyrHTe aHTHIICHXOTHIIH, NPENOPBYBa CC
IpeANasIHBOCT NPH JICUCHHE HA MALMEHTH C AHAMHE3A 33 IbPIOBE (k. TouKka 4.8).

HepponernTHyeH MATUIHEH CHHIPOM
HeBponenTuUHUAT MATUTHEH CHHAPOM € CBBP3aH C JICYCHHE C AHTHIICMXOTHLIH, BKITIOUHTEITHO

KBeTHanvH (Bx. Touxa 4.8). KIMHAYHMTE NPOSABH BKIIOYBAT XHNEPTEPMHA, IPOMEHEH NICHXHYICH
CTATYC, MYCKY/IHA PUTHAHOCT, ABTOHOMHA HECTAaOMITHOCT U TIOBULIEHA KpeaTHH docdokrHaza. B
TAKbLB CTydal, KBeTHANHH TPAGBa ia Ce NMPEYCTAHOBH M /2 C€ 3aM0YHe NOAXOAALIO NeHEeHHE.

CepOTOHHHOB CHHIPOM

EnHOBPEMEHHOTO NPHIOXKEHHE Ha KBETHAMUH H APYTH CEPOTOHEPrHYHH CPECTBA KATO MAQO
HEXHOMTOPH, CENIEKTHBHY MHXUGHTOPH Ha 0GPATHOTO 3aXBalllaHE HA CEPOTOHMH (SSRI), nxubuTopu
Ha 06paTHOTO 3aXBalaHe Ha CEPOTOHHH U HOpa/peHaIHH (SNRI) uin TpHLUHKIHYHH aHTHACIPECAHTH
MOJKE I3 AOBEAE A0 CEPOTOHHHOB CHHAPOM, MOTCHIBANHO XKHBOTO3ACTpAIlIaBaIllO CBCTOAHHE (BIDKTE
To4ka 4.5).

AKO €JHOBPEMEHHOTO JIe4eHHe C JPYTH CEPOTOHEPTHYHH CPEACTBA € KIHHHYHO 000CHOBAHO,
MpenopL4Ba ce BHUMATENHO HAOMONAEHHE Ha NALHEHTa, oco0eHO NpH 3aMo4YBaHE Ha TEpanHATa U
NocTeNeHHO NMoBUillaBaHe Ha no3ara. CHMNTOMKTE Ha CEPOTOHMHOB CHHAPOM MOXC Jia BRIHOYBAT
MPOMEHH B NCHXUYHOTO CHCTOAHKE, BEreTaATHBHA HeCTAOIIHOCT, HEBPOMYCKY/THH HapYLIEHHA, H/HIH

CTOMAIIIHO-UYPEBHU CHMITTOMH.

AKO HMa TIOO3PEHNs 33 CEPOTOHHHOB CHHAPOM, TPsidBa Na ce MPeOCMHC/IH HAMATIIBAHE Ha N103aTa
WK NpeKpaTaABaHe Ha JIYCHHETO B 3aBUCHMOCT OT TEXKECTTA HA CHMITTOMHTE.

Texka HEYTPONICHHS H 10 3a:
B KIHHMYHUTE H3IHTBAHUA ¢ KBETHANHH ce choOllaBa 3a TeXKKa HCYTPOTICHHA

(6poii Heyrpoduim < 0,5 x 10°%). ITopeueTo ciyuan Ha TEKKA HEYTPONICHHA €A BH3HUKHAIM N0
HSKOJTKO MeceLla OT HAUATOTO Ha TepanuaTa ¢ KpeTHanuH. HiaMa oueBnaHa Bpp3ka ¢ fo3aTa. [lo Bpeme
HA MOCTMAPKETHHIOBUA OITHT, HAKOH CITy4au ca GHiIH (aTanHy. B13MoXHHTE PUCKOBH (paKTOpH 32
HEYTPONEHHA BKIIOUBAT CHLICCTBYBalll HUCHK 6poii 6enn kpuBHE KieTkd (WBC) 1 aHaMHe3a 3a
NeKApCTRO-HHAYLMpaHa HeyTponeHnd. B Hakou ciytau obaue T4 ce NOABABA NPH MaiHeHTH 6e3
fpemecTBaly puckoss Qakropy. IlpunaraneTo Ha KBETHAITHH Tpabsa 1a ce NpeyCTaHOBH MpPH
nawMeHTH ¢ Gpoli Ha HeyTpodwute <1,0 x 10%/L. Maimenrure TpiGBa Aa Gbaat HabntoKaBAHH 32
NPH3HALM W CHMITTOMH H& HHOEKIHA H 6posT Ha HeyTpodunrTe TpaOBa Aa ce MpocaeasBa (mokaro Te
e Haaxeupast 1,5 x 10°/L) (Bxk. Touka 5.1).

HeytponeHusTa Tpabpa Ja ce HMa NpeABHA NPH NALMCHTH C uH(pEKIHA WIM NOBHIIIEHA TEMIEePaTypa,
0coGeHO NpH JIHIca Ha OYCBHICH(HH) H npeapasnonaram(K) dpakrop(u), kKaTo TpaOBa Aa ce seKysa 1o
KITHHAYHO MOAXO0AAI] HA4HH. ‘ *

’ ..

CHOTBETCTBALIM HA ArPaHyJIOLHTO3a WM HHeKIus (Hanp. NOBHIIEHa TEMIEPATYPa; CIA00LT,
fneTaprud, WiK BE3MAaJNEHO I'BPIIO), 110 BCAKO BPEME B X0/ Ha JICHEHHETO C KBPT] anus: [Ipy Tak
naieHTH TpiAbBa 6Bp30 na ce uscnensa 6poar na WBC u abcomoTHuAT Opoit HeyTpod -
0COBEHO ITPH OTCHCTBHUE HA MPEApasonarauy GakTopu. _J Vo T ]
AHTHXONUHEprHHY (MYCKADHHOBH) edeKTy NIDPRUER S
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HopkBeTHanuH, akTHBHIS META0OMT HA KBETHAIMHH, NPOABABA YMEPEH A0 CHIIHO H3pa3eH aQHHHTET
KBbM HAKOH CYOTHIIOBE Ha MyCKapUHOBUTE peLielTOpH. TOBA BORH A0 HEXENIAHK JIEKAPCTBEHH
PCaKIMH, B PE3YJITAT H& AaHTHXOJIUHEPIHYHHTE e(PeKTH NpPH NpUiaraie Ha KBeTHAITUH B
MpenopbuBaHMTE JO3H, KOTATO Ce MpUara €HOBPEMEHHO ¢ JAPYTH JIEKapCTBa ¢ AHTHXONIHHEPTHYHH
edexTH WM npH npeno3upane. KsetnanuH Tpa6Ba na ce npmnara ¢ NOBULIEHO BHUMAHKE NPH
NaLMEeHTH, KOUTO NPHEMAT JICKapCTBa ¢ U3Pa3eHH AHTUXOJIHHEPrHYHH (MyCKApHHOBH) edeKTH.
KseTHanuH TpsbBa Aa ce npuiiara ¢ MoBHIIEHO BHUMAHKWE ITPH NAalMEHTH, ¢ HACTOAIA AUArH03a WIN
NpeauilliHa aHAMHE3a 332 PETEHLIMA Ha YPHHA, KIIMHHYHO 3HAYHMAa XHNepTpodHa Ha NpocTarara,
OOCTPYKIWA Ha YEPBATA WIH CBBP3aHU CHCTOAHHA, TIOBUIIEHO BHTPEOYHO HANATAHE WK TECHOBIBIHA
raayxoma (Bx. Touka 4.5, 4.8, 5.1 1 4.9). |

B3auMoaelcTBH
Buwx Touxa 4.5

EnxnoBpeMeHHaTa ynoTpefa Ha KBeTHanuH ¢ MOLIEH MHAYKTOP HA YEPHOAPOGHMTE €H3UMM, KATO
Hanp. Kap0aMasenWH WM (EHMTOHH, ChIIECCTBCHO HAMANABA [U1A3MEHHTE KOHLIEHTPALMH Ha
KBETHANHH, KOeTo OH MOMIo na ce orpas Ha edMKACHOCTTa HAa TepanmuaTa ¢ KBeTHAanHH. [Ipw
NalUeHTHTE, NMOJTy4YaBalld HHAYKTOP Ha YEpHOAPOOHHUTE EH3UMH, JIEYEHHETO ¢ KBEeTHANMH TpsbBa na
Ce 3amoyHe CaMO aKO JIEKapAT CYWTd, Y€ MOJI3HTE OT KBETHAIMH HAIXBLDJIAT DPHMCKOBETE OT .
OTCTPaHSABAHCTO HA MHAYKTOPA HAa YEPHONPOOHMTE €H3MMH. BaskHO e BcAka NMpOMAHA Ha MHIYKTOpa
Aa CTaBa MOCTENEHHO U; aKO € HeobX0/1MMO, N1a Ce 3aMECTH ¢ He-HHAYKTOp (HANp. HaTpHEB BAINPOAT).

Tenecuo Terio

Ilpy fieKyBaHH ¢ KBETHAITHH NALMEHTH MMa CHOOUICHMS 38 NMOBHILABAHE HA TEJECHOTO TEIJIO, KAaTO
NOBEINEHHETO CMOPAMO TOBA& IMOBHIIABaHe TpabBa Ja € cCHOpea KIHHHYHHTE PHKOBOACTBA 134
AHTHUTICUXOTHYHO JieueHue (BrK Touka 4.8 u 5.1).

XUIEeprIBKeMUs
XHIepriMkeMHs WHITH Pa3sBUTHE WK ex3auepdaums Ha AHabeT, MOHAKOra CBhP3aH ¢ KeTOalHA03a

WM KOMa, ce Ch0010aBa paaKo, BIJIIOYHTENHRO HAKOH (aTanku ciy4an (BK. Touka 4.8). B Hakou
CJIydaH c¢ choOluaBa 3a NPeALleCTBAllO YBEJIMMEHHE Ha TEJIECHOTO TEervIo, KOETO Moxke aa One
mpeapasnonaram ¢axrop. Ilpenopbyvrento e nogXoasIo KIMHHYHO NPOCACAIBAHE B CHOTBETCTBHE
C YKa3aHHATa Ha U3MON3BaHNA AaHTUNCUXOTHK. [laliMeRTHTE, JIEKYBaHHK ¢ HAKAKBO aHTHIICHXOTHIHO
CPEICTBO, BKIIIOUMTENHO KBETHANHH, TPAOBa Za ce HabmioaaBar 3a NPU3HALA M CHMITTOMH Ha
XHIICPTITHKEMHUA, (KATO HATIP. OJTHANIICHS, NONUYpUs, roiudaris 4 c1abocT), a NalMeHTHTE Cbe
3axapeH quader M ¢ pHckoBH takTopH 3a 3axapeH auaber TpaOGBa Ja ce nNpocnensBaT peIOBHO 3a
BJIOLIABaHE HA MMOKO3HHA KOHTpO. Ternoro Tpadsa ja ce npocneassa peaoBHO.

JINOMIH
Ilo Bpeme Ha KIMHHYHU M3NMUTBAHUA C KBETHaNHH ce HabmoJaBa YBeJTMHEHHE HA TPHIIHLIEPHIIHTE,
LDL —xonecrepona H ob1ums xonecrepon 1 norwkenne Ha HDL xonecrepon (Biok Touka 4.8).

JlumuanuTe npoMeHy TpaOBa 4a ce NEKYBaT 110 KTHHHYMHO NMOJXOAAIL HaYHH.

Yawmxasade Ha QT uHTepBana:

B knMHMYHHTE M3MMTBAHHUA ¥ NpH ynoTpeba B chorBeTcTBHE ¢ KXIT, KBeTHANHH He € CBLP3aH ¢
NepCHCTHPALNO YBeHYeHHe Ha abcomoTHHTe QT HHTepBanu. B nocTMapkeTHHroBust nepuon
yAwDkaBaHe Ha QT ce choOmasa npu TepaneBTHYHH NO3HM Ha KBETHANUH (BX. Touka 4.8) 1 npu
npeaosupane (Bx. Touka 4.9). KakTo pu Apyrure aHTUIICHXOTHLH, TPSGBA Aa ce BHUMAaBa, KOTaro
KBETHAIMH Ce MPEANHCBA MIPH NAHEHTH ChC ChPACHHO-CHAOBO 3a60NABaHE WIH haMHUITH
3a yAwKasaHe Ha QT. Tpabsa na ce BHMMaBa CHIXO H KOraToO KBETHANHH CE TPe ) g:; JILG h_
332 KOUTO Ce 3Hae, e yanpkasat QT uHTepsana, MiH eJHOBPEMEHHO ¢ Henpmen'm[m oceﬁenem\m;
NaluHEeHTH B CTAPUECKa Bb3pacT, O0NHM ¢ BpoZeH CHHAPOM Ha yARDKeH QT, 3aci:0ﬁna’c1; &

HEAOCTATHYHOCT, ChPACYHA XUNIEPTPOPHR, XHNIOKATHEMHS WIH xnnomameaﬂemm (Bxc Totma 4 5)\
. " It 3:*
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NOCTMAPKETHHIOBUA ONHT (BXK. Touka 4.8). Iipy nauMeHTH cbe
CbMHEHHE 33 KApAHOMHOIIATHA HIM MHOKapAMT, TpaOBa na ce 0OMKCIIM NpeKpaTABaHe Ha

JCHCHHETO C KBCTHAIIHH.

Peakiiid Ha OTHEMAaHE
OnucaHu ca OCTpH CHMITTOMH Ha OTHEMaHe, KaTo Hanp. 6e3cbHHe, ranele, rnasobosnme, fHapHd,

MOBpbIAHE, 3aMaiBaHe H pa3Apa3sHHTENHOCT, Cliel PA3KO MPEKbCBAHE Ha KBETHAITHH.
[IpenopbaMTEHO € NOCTEIICHHO OTHEMaHe 3a NEPHOA OT Ha-MaiKo €QHa JO ABE CeAMHIH (BXK. TOYKA
4.8).

[laiieHTH B cTapyecka BEIPACT C NICHX034, CBbP3aHA ¢ ICMEHIIHA
KeeTnanuH He e paspelleH 32 NeucHUe Ha TICHX03a, CBbP3aHa C JeMEHLIUA.

B pauaoMuzuparuTe miauebo-KOHTPOIMPaHH HRITHTBAHUA ¢ HAKOH aTHITMYHH AHTHIICHXOTHIIY €
HabGmonaBaH NPHOAH3HTENHO 3-KPATHO MOBHILIEH PHCK OT MO3BYHO-CHIOBH HEXKENaHH CHOMTHA B
MOMyJaLMATa ¢ AEMEHLMA. MeXaHn3MET Ha TO3H NOBHIIEH PHCK He ¢ u3BecTeH. He Mojke Aa ce M3Kkmoun
MOBHILEH PUCK TIPH APYTH AaHTHNCHXOTHULIM HIH APYTH MOMYJIAUMH NatyeHTH. Kpernarnuu Tpa6ea na ce
M3II0/I3BA NPEANA3IHBO MPH NALMEHTH C PUCKOBH (HAKTOPH 3a HHCYJIT.

B enuH MeTa-aHaMH3 Ha AaTMNMYHKM AHTHTICHXOTHILIM ce choO111aBa, Ye MALMEHTHTE B CTAPYECKA BL3PACT C
NCHX033, CRBp3aHa C JEMEHIIUs, Ca HI0XKEHH Ha MTOBHILIEH PHCK OT CMBPT B cpaBHEHMe ¢ miiaueto. B ape
10-cepMuanyM rtane60-KOHTPOIHMpPaHH KIHHIMHM W3NHTBAHKS Ha KBETHANMH 00aye Npy chLara
nonynawyd nauueHTH (n=710; cpeana pu3pacT: 83 roanHy; rpaHHua: 56-99 roaUHH) YecToTaTa Ha
CMBPTHOCT ITPH NALIMEHTHTE, JIEKYBaHM ¢ KBETHAIMH, € 5,5% cripamo 3,2% B rpynata ¢ ranebo.
[TaipieHTHTE B TE3H M3NHTBAHUA Ca NOYMHAIHM NOPaaH paliiidHHM MPHIHHH, KOWTO CHOTBETCTBAT HA
O4YaKBAHHMATA B TA3H MOMynalys. Te3u JaHHH HE YCTAHOBABAT [IPUMHUHHO-CICACTBEHA BPB3Ka MEXAY
JIEMEHHETO ¢ KBETHATNIMH H CMbPTTA NP NAl[HEHTHTE B CTAp4YECKa Bb3PacT C IEMEHI.

IlauueHTH B cTapyecka Bb3pact ¢ Oonect Ba [apkuncon (I1b) /TlapkMHCOHU3EM

PeTpocnekTHBHO NOITYJIALIMOHHO NPOYYBAHE ¢ KBETHAITHH 34 JICUEHHE Ha NMALMEHTH C rOIaIMO
JAENPECHBHO PA3CTPOHCTRO € M0Ka3ano NOBHLICH PHCK OT CMBPT IO BpeME HA NMPHEM Ha KBETHAIHH
NpH NatueHTH >65 roauHu. Ta3u B3aUMHA Bpb3Ka He € OMa Halulie, KOraTo NaiMeHTH ¢
ITapxuHCcOHOBa OonecT ca OUnNM oTersieHy ot aHanu3a. TpaOBa NOBUILIEHO BHUMAaHHE TIPH
NMpeanucBaHe Ha KBETHAIIMH IIPH NALMEHTH B CTapyecka Be3pacT ¢ [lapkuHcoHoBa HoecT.

Hucparus
Joknaasano € 3a nNoABa Ha AucQarus NpH AeYeHHe ¢ KBeTHAMNHH (BIkTe Touka 4.8). KBeTHanud
Tps6Ba fa ce npuiara ¢ ocobeHo BHUMAHHE NPH NaLMEHTH C PUCK OT Pa3sBHTHE Ha aCIMPAIMOHHA

ITHEBMOHUA,

3anek U YpeBHA OOCTPYKIUA
3anexsT NpeACTaBIABa PHCKOB (DaKTop 34 upeBHa 0OCTpyKLMA. Uma choblieHHs 3a 3aneK 4 YpeBHa

- 0OCTpyKiIng MPH NleueHHe ¢ KBeTuanyH (BX. Touka 4.8 Hexxenann nekapcrsens peakiun). Tora
BKJIIOYBA CHOOLICHHA 3a (paTaneH U3XOoX IMPH NALMEHTH C MO-BUCOK PUCK OT YpeBHA OOCTPYKLIMA,
BKJTIOYHTENHO OONHH, NOMyYaBallyd ¢IHOBPEMEHHO MHOXKECTBO JIEKAPCTBA, KOHTO HaMANABAT
YPEBHHA MOTHJIHTET, H/WIM NALMEHTH, KOHTO MOXeE /13 He ChoOIaBaT CUMITTOMH Ha 3allekK.
[TaumeHnTHTe C YpeBHa COCTPYKLUA/WIEeyC TpAOBa Ja ce HaﬁnmnaBaT BHMMATEHO H CMNEUIHO Aa ¢e

NEeKyBar.
Benosen TpomboembonuzsMm (BTE)

Cnyuan Ha BeHO3eH TPOMBGOeMGONM3BM Ca AOKIIaIBAHN NP aHTHIICHXOTHYHH JieKapcTea. Thit kaTo
- e

JICYEHHETO ¢ KBeTHAITHH H ,ua ObaaT B3eTH Npeana3Hu MEpPKH.

[IaHKpeaTHT € AOKIaABaH B KIIMHHYHH MPOYYBAHHUA U IO BPEME Ha NOCTMAPK DBH‘.ﬂ ﬂm Mexc,niy_

NOCTMAPKETHHI'OBMTE JOKJIAIM, MAKAP, Y€ HE BCHYKH CTy4aH c& CMECEHH ¢ pucmmmpu npﬂ .“i
; fmm.& >
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MHOT'O NAIIMEHTH MMa (PaKTOPH, 38 KOHTO € H3BECTHO, Y€ Ca CBBP3aHH C MOSBa HA MNaHKPEAaTHT KaTo
MOBMILIEHH TPHIUTHLIEPHAH (BIDKTE TOUKA 4.4), JUThYHM KAMBHH M ynotpeba Ha ajKoxoJl.

NomenuuTenHa uHbopmalmsa

TNauxuTe 3a KOMOHHAIMSA HA KBETHAITMH M AUBANITPOCKC MIIH JIMTUH IPU YMEPEHH O T&KKH MAHMHHM
eImI304Y ¢4 OFPAHHYECHH, BHIPEKH Ye koMOuHupaHaTa Tepanua e nodpe TonepupaHa (BIKTE TOUKA
4.8 u 5.1). JlaHHUTE NOKA3BAT AJMUTHBEH €(EKT MPE3 TPETaTa CEAMHLA OT ICHCHHUETO.

JlakTo3a

To3u JiekapcTBEH MPOAYKT ChABPkKA JlakTo3a. [TalMeHTH ¢ peaKH HacneACTBeHH MpolieMH Ha
rajlaKTo3Ha HETIOHOCHMOCT, a0COMOTEH JIakTa3eH JeHLUT WIH IIIOK030-Tra/IaKTO3Ha Matabcopbuusa

He TpaOBa Ja MPHEMAaT TOBA JIEKAPCTBO.

Hatpuii
To3u nexapcTBEH MPOAYKT ChABbpXka no-Mainko or 1 mmol narpuit (23 mg) Ha Tabnerka, T.e. MOXe Aa

CE KaKe, Ye MPAKTHIECKH HE ChABPKA HATPHH.

3noymnorpeba 1 HenpaBuiHa ynotpeba

HowiaABaHH ca CTy4aH 38 HempaBwiHa ynotpe6a u anoynorpeba. Ocoberno BHUMaHHe TpadBa npu
MpeANHCBAHE HA KBETHAIHH TPH NALMEHTH ¢ aHAMHE3a 3a 310ynoTpefa ¢ AKoXOI H JIEKapCTBEHH

MPOAYKTH,

4.5 BiauMoaeficTBHE ¢ APYrd JIEKAPCTBEHH NPOAYKTH H APYrH GODMH HA B3AHMOACHCTBHE

Karo ce nMaT npeaABHLI ITbPBHIHHTE epeKTH Ha KBETHAIHH BLPXY LICHTPAJIHATA HEPBHA CHCTEMA, TOHU
TpaOBa Aa ce H3NOJ3Ba MPEAna3inBo B KOMOHHALIMA C APYTH JICKAPCTBEHH NPOAYKTH ¢ LIEHTPAIHO
neicrare 1 aJIKOXOJI. -

KpeTvaniH Tpa6Ba Ja ce npuiara BHUMaTeJHO B KOMOHHaLMA ¢ IPYrH CEPOTOHEPrHYHH CPEACTBA
kaTo MAQO HHXHOHTOPH, CEJIEKTHBHM MHXHOUTOPH Ha o6paTHOTO 3axBataHe Ha cepoToHuH (SSRI),
HHXMOWTOPH Ha 06paTHOTO 3aXBallaHe HA CEPOTOHHH H HOpaapeHanuH (SNRI) win TPHUHKITHYHA
aHTHAENPECAHTH MOPaiH MOBUILEH PHCK OT CEPOTOHHHOB CHHAPOM, XKUBOTO3aCTpallaBALIO
ChCTOAHHE (BXK. TOUKa 4.4). |
KpersanuH TpsbBa Ja ce Mpuiara BHUMATENHO NP NALHEHTH, KOUTO SAHOBPEMEHHO NPUEMAT APYTH
NIeKapcTBa C AHTHXOJIHHEPTMYHH (MyCKapHHOBH e(exTH) (BiKTe TOUKa 4.4).

L{uroxpom P 450 (CYP) 3A4 e eHsum, KOITO € OTTOBOpEH 3a LuToXpoM P450 MeauHpaHHAT
meTabonusbpM Ha KBeTHANTHH. B enHo mpoydpaHe 3a JIeKapCTBEHH B3aHMOAEHCTBHA Ha KBETHAITHH MPH
apaBH AOOPOBOLIH, €AHOBPEMEHHOTO MPHICKEHHE HA KBETHAMNHKH (1032 OT 25 mg) ¢ KETOKOHA3011,
CYP3A4 unxubutop, € noseao Ao 5-8 kpaTHO nopuiieHHe Ha ruiowra noa kpusara (AUC) Ha
KBeTHANUH. B13 OCHOBA Ha TOBA €IIHOBpeMeHHaTa ynoTpeba Ha keTHannH ¢ CYP3A4 unxuburopu e
npoTHBonokasaHa. ChIIO TaKa He Ce Npenops4sa MpHEMa Ha KBETHAITUH CBC COK OT rpeindpyT.

IIpH npoyuBaHe ¢ MHOKOKPATHO J03UpaHe NP NaLMEHTH 32 OLICHKA Ha (apMaKOKHHCTHKATA HA
KBETHATMH, NPHIAraH Mpeay U 110 BpeMe Ha JieyeHHe ¢ KapbamasenHH (H3BeCTeH MHAYKTOp Ha
4epHOAPOOHH €H3UMH), CIIHOBPEMEHHOTO NPHJIOKEHHE HA KapbaMazelHH 3HAMKUTENHO € YBETHYHIIO
KTHpBHCA Ha KBETHANHH. ToBa yBEJIMUEHHE HA KIIMPBHCA € HAMATWIIO CHCTEMHATa €KCMO3HIHA HA
kpeTHanuH (n3MepeHa upe3 AUC) no cpeano 13 % oT exCro3sHLMATa NP CAMOCTOSTENHO NpHilaraHe
Ha KBETHATHH, BIPEeKH Ye NpH HAKOM NMauueHTH ¢ Habmoznasax no-ronsM edexr. B peaynrar Ha ToBa
B3aUMOIEHCTBHE, MOXKE [Ia C€ CTHTHE [0 NMO-HHCKH TUIA3MEHH KOHLIEHTPALHH, KOETO MOMSIH TN
[POMEHH e(PHKACHOCTTa HA TCPAIHATA C KBETHAITHH. VA
EaroBpeMeHHOTO NPHIIOKEHHE Ha KBETHANHH C deHrTOMH (IpYyr HHAYKTOP HA M

eH3MMH) NPeAH3BUKBa 3HAUYHTEIHO MOBUILCHHE HA KIHPBHCA Ha KBCTHAMHH C 1P nH3uTeNHo 450 %!
[MauMeHTH, KOHTO ¢a TEKYBAHH C HHAYKTOPH Ha 4epHOApOGHHUTE eH3HMH, TpAbra Ia;a;gemnﬂafr,@@;ﬂ A
CAMOCTOSTE/IHO JIEUEHHE C KBETHAITMH, CAMO 2KO JICKYBAUUAT JICKAaD MPELeHH, Ye oN3aTa oT .. |, * /[ »
L T S
KBETHAIIWH HAJJBMIIABA PHCKA OT OTCTPaHABAHE HA CH3KMHHMSA HHAYKTOP. BaKHO € BCAKA NPOMAHA HA - /
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MHIYKTOpa Aa € NOCTENSHHA H ako € HeoOX0AMMO Ja Ce 3aMeCTBA C He-MHIYKTOp (HANPHMEDP HATPHER
BAJIIpOAT) (BHXK TOYKa 4.4), -

QapMaKOKHHETHKATA HA KBETHAMMKH HE C€ MPOMEHS 3HAYHMMO OT €JHOBPEMEHHOTO NPHIOKEHHE Ha
aHTHAenpecadTa HMUNpaMHH (H3BecteH CYP 2D6 unxuburop) unm gayokcetHH (M3Becter CYP 3A4
n CYP 2D6 unxuburop).

QapMakOKHHETHKATE HA KBCTHAIIHH HE Ce MPOMEHs 3HAYHMO NMPH eAHOBPEMEHHOTO NPHEMaHe ¢
AHTUTICHXOTHLIUTE PHCIICPUIOH WIH Xanonepuaoa. ENHOBpeMeHHUAT NPHEM Ha KBETHAINHH H
THOPH3a1MH, 00aue, NpeIU3BUKBA YREIHYCHHE HA KIIUPBHCA HA KBETUANHH ¢ pHOau3uTenno 70 %.

(DRPM&KOKHHETHK&TB Ha KBCTHAIIWH HC C€ TIPOMCHA 3HAYHUMO CJIEA CTHOBPEMCHHO fIPUIJIOKEHHE C
IIMMETHAHH.

DapMakOKMHETHKATA Ha JINTHHA HE c€ MPOMEHS, KOraro C€ Mpuiara eHOBpPEMEHHO C KBETHAIMH,

B eaHo 6-ceAMHYHO paHIOMU3UPAHO KIMHWYHO W3MMTBAHE HA JIMTHI M KBETHAIIMH CrIpAMO IL1anebo |
KBETHAITMH [PH BE3PACTHH NALMEHTH C OCTPa MaHHUS [10-BHCOKA Y€CTOTa Ha EKCTpaHpaMHIHH
ceOUTHA (NO-CIIELHANIHO TPEMOp), CBHIMBOCT M HaJaBaHe Ha Terjo € Hab/moaaBaHa B rpynara ¢
nobaBaHe Ha TMTHH B CpaBHEHHE C IpymnaTa ¢ AobaBiHe Ha Ianedo (BxK. Touka 5.1).

DapMakOKUHETHKATA Ha HATPUEBHA BAATNIPOAT Y KBETHANMH HE CE MPOMEHA B KJIMHHYHO 3HaYMMa
CTEMNEH pH CAHOBPEMEHHOTO HM NpWIoKeHUe. EAHO peTpoCcnekTUBHO H3NUTBAHE NPU AeLia U
FOHOILH, NONYYAaBAIIH BANNPOAT, KBETHAIIHH WIH K BBETE, C€ YCTAHOBABA MO-BUCOKA 9E€CTOTA Ha
JIEBKOIIEHHA ¥ HEYTPOINEHHA B KOMOHHUpaHaTa rpyna CrpsaMo rpynuTe ¢ MOHOTEpaIT|s.

He e nposexxaano opuumanHo npoyuBaHe Ha B3aUMOACHCTBHATA ¢ 0OHMUaliHO IpUNAaraHuTe CHpACYHO-
ChJAOBH JIEKAPCTBEHHU NPOXYKTH. |

TpabBa aa ce BHUMaBa, KOr4T0 KBETHAMMH CC NpHJIara ¢AHOBPEMEHHO C JIEKAPCTBEHH MPOAYKTH, 34
KOHTO € U3BECTHO, Y€ NpeIU3BHKBAT eJEKTPORUTeH Aucbananc win yaspkasat QT HHTepBana.

HUma crobIneHus 32 paaluBo MOJOKHUTENIHM PE3YJITATH HA eH3UMHI HMYHEH TECT 32 METaJI0H H
TPHLUMKIHYHH aHTHICIPECAHTH NPH MaLMEHTH; KOUTO Ca npueManu KeernanuH. Ilpenoprysa ce
MOTBBPXKAECHHE HA CBMHUTEIHHTE PE3YITATH OT CKPUMHHPAHETO ¢ HMYHEH TECT Upe3 NoAXoAasllla
XpoMmarorpadcka TeXHHKA.

4.6 PeprTranTET, OpEeMEAROCT H KbpMEHE

bpemeHnHocT

ITvpeu mpumecmop

YMepeHOTO KOIHYECTBO MyONHKYBaHH JaHHH OT CIIy4aH Ba OpeMEeHHOCT ¢ €KCIO3HLIMA Ha KBETHAINHH
(1.e. Mmexay 300-1000 u3xona ot OpeMeHHOCT), BRIIOMHMTENHO OTASHH ChOOLICHHA B HAKOH
obcepBallHOHHH KIHHHUYHH M3IIMTBAHMA, HE MPEANOJIAraT MOBHILIEH PHCK OT Man(GopMaLMH, Jb/DKALIH
ce Ha neueHHeTo. Bb3 ocHOBa Ha HAMHMYHHWTE JaHHM, 06ave, He MOXKe 1a C€ HANMPABH KATErOpHYHO
3akJIIoYeHKe. JIpoyuBaHMaTa IIPH JKHBOTHH Ca NOKA3aIH PENPOAYKTUBHA TOKCHYHOCT (B3K. TOUKA 5.3).
[lopanu ToBa, kBeTHaNMUH TPAOBA Oa ce M3MO0I3Ba N0 BpeMe Ha OpeMeHHOCT CaMO aKoO IOJI3HTE
OnpaBaaBaT NOTCHUWHANTHUTE PHCKOBE.
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Tpemu mpumecmup

HoropoaeHure, eKCMOHUPAHK HA AHTHIICHXOTHLM (BKTIOUMTENIHO KBETHAIMH) 110 BPpEME HA TPETOTO
TpUMeceune Ha OPEMEHHOCTTA, ca H3NO0KEHH HA PHCK OT HEXENAHKUTE peaKiMH, BXSHOYHTETHO
EKCTPANMPaMHAHU peakLMH W/ WIH CHMITTOMH Ha OTHEMaHe, KOMTO MOraT a BApHpPaT IO TEKECT U
MPOOBDKHUTENHOCT ¢liefl paxaaHeTo. MMa chollIeHns 3a aXXUTalUHA, XUIIEPTOHHUA, XMITOTOHKA,
TPEMOP, ChHJIHBOCT, PECITHPATOPEH AUCTPEC WIM HAPYLICHHE HA XpaHeHeTo. CenaoBaTesHo,
HOBOpOZEHHTE TpsOBa Aa ce MpocineAsBaT BHUMATENHO.

KepMeBe

B13 OCHOBa Ha MHOIO OrpaHHYEeHHTEe JaHHU OT MyOIKMKyBaHH ChOOLIEHHS OTHOCHO €KCKPEIMATA Ha
KBETHAITHH B KbpMaTa, EKCKPELUATA Ha KBETHAIKH B TEPANICBTUYMHHU J03H M3IrTIeKAa MAJIKO BEPOATHA.
[lopanu nunca Ha HAREXIHM JaHHH, TpAORa a ce B3eMe pellieHue Najiy Ja ¢ MPEeYCTAHOBH
KbPMEHETO WIH a CE MPEYCTAHOBH TEPAITUATA CKBETHAIIMH, KATO C€ B3€M€E NPEABUA I1013aTa OT
KBPMEHETO 3a ACTETO M NOJI3aTa OT TepanHaTa 3a )KEHATA.

QepTHAUTET .

Edexrrre Ha KBeTHANHUH BBPXY (PEPTUIIUTETA NIPH YOBEKA HE ca oueHABaHd. EdexTH, cBBp3anu ¢
NOBHILICHH HHBA Ha NTPOJIAKTHH, Ca HA0MIONaBAHH MPH IUTEXOBE, BHIIPEKH Y€ TE HE Ca JUPEKTHO
NPHIOKKHMH NPU Xopa (BK. TouKa 5.3 [IpeaxnuHHUHH JaHHM).

4.7 FEd¢exTn BbpXY cnocobHOCTTa 32 ModEpane B pabora ¢ MAMBHEA

Karo ce umart BnpeABUd MbPBUMHUTE €(EKTH BLPXY LEHTPAIHATa HEPBHA CHCTEMA, KBETHATIMH MOXKE
Jia MOBJIuge NEHHOCTHTE, M3NCKBAIXH NICHXHUYHA KoHUeHTpatud. [Topaau ToBa nauueHTHTE TpAOBA 1a
ce ChbBeTBAT Aa He lodupaT U fa He paboTHT ¢ MALIMHM A0 W3ACHABAHE Ha HHAMBHAYAIHATA UM
YYBCTBHTEITHOCT. |

4.8 HexeJaHH JieKAPCTBEHH PeaKIEH

Haii-uecTo choBIIABAHHTE HEXKEIaHH JieKapcTBeHH peakiu (HJIP) ¢ kseruanus (>10%) ca
CEHJIMBOCT, 3aMaiBaHe, raBodojide, CyxoTa B yCTaTa, CHMITTOMH Ha OTHEMaHe (MpeyCcTaHOBABaHeE),
NOBHILIEHHE HA CEPYMHHTE HUBA HA TPHUIVIMUEPUAUTE, NOBUIIEHHE HA 0DIIMA XoecTepon {NpeIHMHO
LDL xonecrepona), Hamanenue Ha HDL xonecreposna, HaxzaBaHe Ha TErJO, NOHMKEH XeMOTrIOOUH U
eKCTpanupaMuIHH CHMITTOMH,

Yecrorara Ha HJIP, cepp3aHM ¢ TepanuaTa ¢ KBETHAINMH, € AaaeHa B Tabnuuara no-gony (Tabauna 1)
B CLOTBETCTBHE C popMara, npenopbyad 0T ChBETa Ha MEXKAYHAPOAHHUTE OPraHH3alliH 1o

meqHLMHCKH HaykH / Council for International Organizations of Medical Sciences (pa6otHa rpyna
CIOMS III; 1995).

Tabnuna 1 H/P, cBbp3aEu ¢ TEPANHSTS ¢ KBETHAIIHH

Hexxenanure ¢uOuTHA ca KnacHPHLMPaHH MO YeCTOTa KAKTO ciieABa: MHOIo uegtH (>1/10), yecTn

(=1/100, <1/10), veuectu (=1/1000, <1/100, penxn (=1/10 000, <1/1000), mroro peaku (<1/10 000), u
C HCW3BECTHA 4Ye€CTOTa (OT HAIMYHHTE JaHHH He MOXe Na Oba¢ HanpaBeHa OlEHKa),

Cacremao- | Maoro YecTH HegecTn Peakn Mpuoro C men3BecTHA
oprafen YeCTH peaKH JeCTOTS
KJIAC | _
Hapywenun | Tlonwxen Jleskonenns'?® | Heytponexus'’ Arpanyno
Ha kpwéma | XeMornobHH’ LHTO3a%°
u . HamaneH Opoii | Tpombounronexus,
rumpnama HeYTpOodHIH aHeMH4,
cucmemda
MOBHILIEHH HamalieH Opoii
| eosunopunn?’ | TpomGountu'® .
Hapywenus CBpLXYYBCTBH-
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Ha TEHOCT JaKTHYHA
uMyHHama (BKITIOUHTESTHO peakuus’
cucmema aepruYHH KOXKHH
peakLH)
Enoo- Xunepnpo- IToHwkeH cBobOACH Heanex-
KDURHU naktuHemua’>, | Ti%*. BaTHA
Hapyuenus NOHIKEH 061 | XHNnOTHPOHAU3IBM; CeKpeLus
Ts*; noHuxkeH - HA
ceoboneH T4 AHTHAHY-
NoHmwKeH o611 peTHUYEH
T5*, XOPMOH
NOBHLICH
TSH*
Hapywenue | Mopuinenue | [oBumen XHnoHaTpueMHa'’; MeTabo-
na memabo- | Ha areTHT 3axapeH auaber!” JIUTEH
AUSMA U | CEPYMHHTE cuHpom®’
xparenemo | HMBa Ha KpbBHA BJIOHIABAHE Ha
TPUIJIMLEPU- | TIIOKO33 chilecTByBaln auaber
auTe 193¢ NOBHILEHA 110
MOBHLIEHHE | XHUNEPriHKe-
Ha of1u MHYEH HHRa®’
XOJIECTEPO
(npeauMHO
LDL
XO0JIECTEPOII)
11,30
HaMalleHHe
Ha HDL
XoJIecTepon
i7,30 ,
Ha/J/laBaHe Ha
Terno 53¢
Hcuxuunu AOHOpMHH ComHam-
HapyuleHus CHHHIIA U OSynu3bpm
KOUIMAPH; H
CYMLIMAHA CBbP3aHH
WACALHA U peaKiMH
CYMLIHAHO KaTo
nopesieHue?! FOBOPEHE
| . | HA CBH;
Hapywenus | 3amagroct®!® | ausaprpus I'bpuose!;
Ha ChHAMBOCT1® CHHJPOM Ha
Hepgnama | rnasobonue HECNOKOHHHTE KpaKa,
cucmema eKCTpanHpa- KhCHA IUCKHHe3us
MMIHH Cunxon*!%;
CUMITTOMH !
)
Hapywenus Hapyweno
Ha ovume BIDKJAHE
Cuvpoeunu Taxuxapana®, | Yawoxen QT
HAPYUEHUR nannyraumMe>’ | Hereppan’+'%!®
EEWP M32
Cwvoo8u OprocraTH4HA BenoseH
HapYuenus Xunorouus*'®; TPOM-
| boeMb0-
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I3HM!

Pecnupa-
MmopHu,
2PYOHU U
MEOUQACMmu-
HAQIHU
HapyuweHus

TUCIIHes 2

PUHHT

Cmomauno
YypesH
HApYUeHUR

ycTarta

KoxncTunaums;

BHCTIETICHS

NoBpbILaHe?”

Nucdarns’

Ilank-

UpenHa
obCTpyK-

WIeyC

Xenamobu-
MUADHU
HADYUIERUR

IloBumeRMe Ha
CEepyMHATa
anaHHH
aMMHOTpaHCche
pasa (ALT)’
NOBHLIEHHE HA
HHBATa HA

mr»ia-GT3

[TouiieHME Ha
cepyMHAaTa acnapratT
aMuHOTpaHchepasa
(AST)°

JKBinTeHH

1Ha
XCHNaTHUT

Hapywenus
Ha Kodcama

T
ROOKONCHA-
ma muKan

aAHTHOEAEM®

CHHJIPOM
Ha Stevens-
Johnson’

TokcHu-
Ha ermaep-
MaJIHa
HEKpPOJIA3a,
epHTEMa

| MynTagopme;

JlekapcTBeH
0OpHB C
€O3NHOPWITUA K
CHCTEMHHU
CHMITTOMH
(DRESS);
KOXEH
BACKYJIMT

Hapywenus
Ha
MYCKYHO-
cxeaemuam
a cucmema
U
cCbheounumen
Hama
MbKaH

Pabno-
MUOH34a

Hapywenun
H{
bvbpeyume
u
NUKOUHUME

nemuiya

PETCHLIMA Ha YPHHATa

Bpemenrnoc
m

paxcoane u
nepuHaman
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Hu

COCMOAHUA

Hapywenun CexcyanHa [Ipna-

Ha anchyHKIUA U3 BM

8b3NPOU3-

800UMeENHQ ["anak-

ma TOopes

cucmema u NOXYBaHE

2upoama Ha
IbPOKTE,
MCH-
CTPYAJTHO

 Hapylle-

HHe

Obwu CHMITTOMH Jleka acTenus; Hespo-

Hapywenua | Ha OTHeMaHe | nepudepeH NIENTHYEH

u echexmu (npeycraHo- | €AcM; pasapas- MAJIMTHEH

Ha Bagane) - | HMTENHOCT CHHApOM';

MACMOMO NMUPEKCUA

Ha Npwio- XHIIOTep-

HCEHUE MHS

H3zcneosanu [ToBu-

n LICHUE Ha
CCpyM-
HaTa
KpeaTHH
dbocdoku-
Ha3a'd

1. Bx. Touxa 4.4,

2. CBHRNIABOCT MOXE Aa BB3HHKHE OOMKHOBEHO Ipe3 ITbPBUTE JBE CCAMKLM HA JICYEHHE H MO NPaBHNO
OT3BY4YARA NPH NPOABDKABAHE HA MPHWIOKEHHETO HA KBETHAITHH.

3. beacuMnTOMHO NoBUIIcHKE (npoMsiHa oT HopMaTa 0 > 3x I'TH no B¢ako BpeMe) Ha CEpYMHHTE
HuBa Ha TpaHcamMMHa3uTe (ALT, AST) uwnu rama-GT e HaObmoaaBaHo rpy HAKOHU NALMEHTH, Ha KOUTO
e MpunaraH xpervanuH. Te3u noBHIIeHHs ca OOMKHOBEHO 0OpaTHMM NPH NPOIBLIDKABAHE HA
JIeYEHHETO ¢ KBETHAITHH.

4. KaxTo 4 NpH APYTHTE aHTHNCUXOTHLM, O1oKHpaluH andal azpeHepruyHaTa aKTHBHOCT, KBETHANHH
MOXK€e YECTO Ja MHAYLIHpaA OPTOCTATHYHA XHIIOTOHMS, CBBRP3aHa ChC 3aMalBaHe, TAXMKAPAHA H CHHKOI
NMPH HAKOM MAaLMeHTH, 0CO0EHO MO BpeMe Ha Ha4aIHHA NEPHOJ Ha TUTPHPaHE Ha J03aTa. (BK. TOUKa
4.4).

5. M3uncnenusTa Ha yectorara Ha Teau HJIP ce ocHoBaBaT camMo Ha NOCTMAPKETHHIOBH JaHHH.

6. KpbBHa rmoko3a Ha rnagHo >126 mg/dL (7.0 mmol/L) unu kpbBHa rmoxo3a He Ha raagHo >200
mg/dL. (>11.1 mmol/L) npu Hali-ManKo eAHH CIIy4ai.

7. VBenuuenue Ha 4eCTOTATa HA AUcdarna ¢ KBeTHaMHH cnpaMo mnaueto € HabmoaaBaHo caMo B
KIMHUYHHTE H3IIUTBaHUA NpH OUNONsApHa AeNpecHs. T

8. Bb3 ocHOB2 Ha > 7% yBe/U4YeHHE HA TEIECHOTO TEIJIO OT H3XOZHOTO HHEO. Bh3HH Hpammu@
npe3 MEPBUTE CEAMHLIM HAa NEYEHHE NIPH BL3PACTHH.

9. CneaHUTe CUMITTOMH Ha OTHEMaHe ca Hab/oaaBaHu HaW-4€CTO MPH OCTPH IV
KITHHAYHY M3MUTBAHHA ¢ MOHOTEPANHA, KOWTO Ca OLICHABAIH CUMITTOMHTE TIPH
OesceHUeE, razicHe, r1asobonue, guapui, MOBpbIlaHe, 3aMaiBaHe H pasApasHHTEN
T€3H peakllMH HaMallgBa 3HaYUMO | ceaMHLua cliel] peyCTaHOBABAHETO.
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10. Tpurnmuuepuau > 200 mg/dL. (> 2,258 mmol/L) (naumenTy > 18-roaunmna Bbu3pact) win => 150
mg/dL (1,694 mmol/L) (naiuenTH < 18-roguinHa BE3pacT) NpH Hal-Manko ¢OHH cayyaii.
Yeennuenue Ha LDL xonecrepona ot = 30 mg/dL (= 0,769 mmol/L) ce Habmoaasa MHOTO YecTo.
Cpennara npoMsHa MpU NalMEeHTATe, KOUTO ¢a NOoJyYWIH TakoBa yBenuuenue € 41,7 mg/dL (> 1,07
mmol/L).

12. Bx. TekcTa no-goiny

13. TpomboimrH < 100 x 109 /L npu Hak-Manko efMH ciaydali

. 14. B3 ocHOBa Ha ChOOILEHNS 3a HEXENaHH ChbOUTHA B KNTMHMYHHTE H3NIUTBAHHUA C YBEJIHYEHME Ha
KpeaTHH pocdokHHazaTa B KPbBTE, KOETO He € CBBP38HO C HEBPOJIENTHYEH MAJIMTHEH CHHIAPOM

15. TlponakTvHoBH HMBA (NauMeHTH > | 8-roauinHa Bs3pact): > 20 pg/L (> 869,56 pmol/L) Mrxke; >
30 pg/L. (> 1304,34 pmol/L) xeHu N0 BCAKO BpeMe

16. Moxe na noeeae A0 naaaHuA

17. HDL xonectepon: < 40 mg/dL (1,025 mmol/L) mbxke; < 50 mg/dL (1,282 mmol/L) xeHu no
BCSKO BpEME. |
18. Yecrora Ha nanMeHTH, KOMTO MMAT npoMsana Ha QTc ot < 450 msec o > 450 msec ¢ yBenyueHue
oT 230 msec. B mnauebo-kORTpoNMpaHy H3NUTBAHMA C KBETHAITHH CPEAHATA NPOMAHA U YECTOTATA Ha
NalHeHTH ¢ MPOMAHA JO KIMHWYHO 3HAYHMO HMBO € No/100Ha MEXOY KBETHAIMH U ruanebo.

19. Ilpomsna ot > 132 mmol/L a0 <132 mmol/L npy Baii-manko eauH coyuaii.

20. Cnyyay Ha CYHLMIHY HAEH M CYHLIMAHO NOBEAEHHUE Ce CHOOIABAT O BpeMe Ha TepamnHs ¢
KBETHAITUH WIH PaHO Cel NPEYCTAHOBABAHE HA JieueHUETO (B, ToHKK 4.4 n 5.1).

21. Bx. Touka 5.1

22. HamaneH xemornobun 10 < 13 g/dL (8,07 mmol/L) mexe, < 12 g/dL (7,45 mmol/L} xeHn nipu
Hali- MaJIKO eaHH cmy4all e Habmonasad npH 11% oT NaUHEHTHTE C KBETHAITHH BBB BCHYKH

" M3NMUTBAHHA, BITIOYMTETHO OTKPUTUTE NMPOAL/DKEHHA. IIpH Te3H nauHeHTH CPeTHOTO MaKCHMATHO
HamaJicHue Ha XeMornaoOuHa no Besxo speme e -1.50 g/dL.

23. Te3n cnobieHns YecTo ce NOABABAT B YCJIIOBHA Ha TAXHKapIHi, 3aMaiiBaHe, OpTOCTATHYHA
XMOOTOHMS, H/HITH CHITHTCTRAILO CHPIASYHO/PECTIHPATOPHO 3a60JIABAHE.

24. B13 ocHOBA Ha [IPOMEHHTE OT HOPMATHOTO H3XOAHO HHBO A0 CTOMHOCT OT MOTEHHHAIHO
KIIMHH4YHO 3HA4YEHHE NO BCAKO BpeMe Cliel H3XOAHOTO HUBO BBB BCHUKM M3NHTBaHUA. [IpoMeHuTe B
o6mma T4, ceoboanus T4, obmma T3 u ceoboauus T3 ce onpenenat xaro < 0,8 x /ITH (pmol/L), a
npomsaHara Ha TSH e > 5 mIU/L no Bcako BpeMe.

25. Bb3 0cHOBa Ha MOBHIIICHATA Y€CTOTa Ha MOBpbILiaKe MPH NMAlHEHTH B CTap4yecka Bb3pacT (>65-
FOAHMIIHA BB3PacT).

26. Bp3 ocHOBa Ha npoMsAHa Ha HeyTpodwiuTe ot >1,5 x 109 /L. Ha u3xoaHO HMBO A0 1x 109
KieTku/L no BCAKO BpeMe,

28. Bp3 ocHOBa HA MMPOMEHH OT HOPMAITHO M3XOAHO HHBO O CTOHHOCT OT MOTEHIMATHO KIHHHYHO
3Ha4YE€HHE MO BCAKO BpEMeE ClIe]l H3XOAHOTO HHBO BBB BCHUKH M3nursanus. [Ipomennre B WBCs ca
onpenenckhu kato <3x109 knerku/L no BCAKO BpeMe. |

29. B13 ocHOBa Ha cBOOLIEHHS 38 HEXXEAaHH CbOMTHA 32 META0ONUTEH CHHAPOM OT BCHYKH KIHHHYHM
H3MUTBAHHA ¢ KBETHAIUH.

30. IIpu HEKOM NALMEHTH B KIHHHYHWTE H3NUTBAHKA € RaONMoRaBaHO BACIIABAHE Ha MTOBEYE OT €/MH
MeTabONUTHH (PaKTOPH HA TEINIOTO, KPHBHATA INIHOK032 H IMIHANTE (BX. TOYKa 4.4).

~ 31. Bx. Touxa 4.6.

32. Moxe fa Bb3HMKHE [TPH 3a0YBaHe Ha JICYEHHETO HIH MAJKO CIeA TOBA H Aa O%e CBBp3aH C
XHIMOTOHKA W/HIH CHHKOI. YecToTa B3 OCHOBA Ha CEOOIIEHMS 3a HexeNlaHH crOuTHA ¢ Opanukapaus
H CBBP3aHH CHOUTHS BHB BCHUKH KJIIMHWYHY U3NUTBAHKA ¢ KBETHAITHH.

33. B13 0CHOB2 Ha PeTPOCHEKTHBHO HEPAHAOMHU3ZUPAHO EMHAEMHONOTHYHO MPOYYBAHE.

[Ipu ynoTpebaTa Ha HEBPONIENTTUIH ce CHOOLIaBAT clTyyad Ha yaspkaBaHe Ha QT, kaMepHa apUTMH,
BHe3aIrtHa HeoDACHMMA CMBPT, ChpacdeH apecT u torsades de pointes ¥ Te ce CUMTaT et:l)e PH HY KN1ACHNS.

TexxuTe KOXKHH HekemaHu peakuid (SCARS), BIouBamM CHHAPOM Ha Stevens-Jeljnsan{SJﬁi,
TOKCHYHa ermiaepManta Hexponusa (TEH), nexapcTseH 06pHB ¢ €03MHOGHANA H CHETEMIN cammﬁﬁ
( drug rash with eosinophilia and systemic symptoms, DRESS), ca cpobiuaBanu ka bcntpaaﬂu c. :
JIEeYEHHETO ¢ KBCTHAIIHH. S T _,_.:-ff" ;’ R
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HepuaTpEaHa NONYJANHS

OnucpanuTe nNpH Be3pactHH HJIP Tpabsa na ce MMaT npeapui H NpH Aelta U 1I0HOIH. B aanenara no-
pony tabnuua ca pesromupanu HJIP, koUTO ce pa3BHBAT € NO-BUCOKA UECTOTA NPH eLia ¥ KOHOLIH (Ha
sB3pact ot 10 1o 17 roaunn), OTKONKOTO NpU Bb3pacTHH, UK HJIP, kouro He ca HabnrzaBaHu B
NOMYJIALUATA HA BE3PACTHHTE,

Tabaana 2: HJIP npy aena € 0oApacTBAIH, CBLP3aHE ¢ YHOTpefaTa HA KBeTHANHH,
HACTBUBAIH ¢ NO-BHCOKA YeCTOTA, OTKOAKOTO IPH BLIPACTHH WIH HEOTKPHTH NIpH
NOMYNAIHATA HA Bb3PACTHHTE

YecToTHTE Ha HEXKEJIAHUTE PEaKIHK Ca CTENEHYBAHH KAKTO crneara: MHoro uectu (=1/10), yecTh
(=1/100, <1/10), newectu (=>1/1,000, <1/100), peaxu (=1/10,000, <1/1,000), muoro peaxu (<1/10 000),
¢ HEH3BECTHA YeCcTOTa (OT HATHYHHUTE NaHHH He MOoXe jaa Obe HalnpaBeHa OLICHKA).

CHcTeMBO- MHOro 9ectH YeeTH
OpraHeH KJIac |

Hapywenue na | IloBMinenye Ha NpoNIaKTHH'
eHOOKpurHama
cucmema
Hapywenue na IlopuieH aneTur
memabonuama u
Xpanenemo
Hapywenua na | ExcTpanMpaMHIHH cHMOTOMK™ 4 CHHKOMN
HepeHama
cucmema _
Cvoosu [ToBnineHne Ha KPBBHOTO HajAraHe?
| HAPYuienuR
Pecnupamoprny, PHHHT
ePBOHU U

| Meouacmunanru
| Hapywenus
Cmomauno- NMOBPBIIAHE
YypesHu
HApYUieHUR
Obwu PasnpasuurenHoct’
HAPYUERUA U
eghexmu Ha
MACMOMO HA
| npuwioxceHue

1) Huea Ha nponaxTHH (npu nauueHTH < 18 roaunn).> 20ug/L (>869,56 pmol/L)-MExe; ); >
26ug/L (> 1130,428 pmol/L)-xkeHn, orueTeHu no Beako BpeMe. [Ipu no-manxo ot 1% ot
nauMeHTHTe ce HabmoaBa MOBMIIABAHE Ha HMBaTa Ha nponakTHH > 100pug/L.

2) B®3 OCHOBa Ha IMPOMEHH Ha KIIMHUYHO 3HaYUMHTE fparose (aaanrupadyn or HaunoHaneH
HHCTHTYT 110 3ApaBHH KPHTEPHH) WK noBHuIeHud > 20 mmHg 3a cuctonHo uan 10 mmHg
AUACTOJIHO KPBBHO HAJIATaHe, H3AMEPEHO 10 BCAKO BpEeMeE NMpY ABE HHTCH3UBHH (3-6 ceMHULIH)
1aLeb0-KOHTPOMPaHH TIPOYUBAHUA NPH JeLd H IOHOLIH

3) 3abenexxa : U3soaure 3a Tazn yecToTa ca OT HaOMIOAEHHUATZ NPY Bb3PaCTHH, HQ~~

H I0HOLLM B CPaBHEHHE C BE3PACTHH.
4) Bx. Touka 5.1
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Cro0inapaHe Ha NOAC3HPAHN HEXEeJAHHU PEaKIIHH
Cro01aBaHeTo Ha MMOJO3MPAHH HEXENTAaHH peakliuH Clie/l pa3pemasaHe 3a ynorpeda

NPOAYKT € BAXKHO. TOBA MO3BONABE Aa NPOAL/DKH HAONIOACHHETO Ha CHLOTHOLLIEHHETO
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JIEKAPCTBEHHUA NPOAYKT. OT MEAMIIHHCKHUTE CIIELIMATTHCTH C€ H3HCKBa J1a choOLIABaT BesKa
NOAO3HPaHA HEXENAHA peaKLus Ypes: |
H3mrbHHMTENHA ar¢HIMA 110 JIeKapCTBaTa

yi. ,,JamaH ['pyer” Ne§

1303 Codnus

Ten.: +3592 8903417

yebcaiiT: www.bda.bg

4.9 IIpeao3npane

CHMIITOMH

OGHKHOBEHO, ce CLOOUIABAT NPHU3HALM ¥ CUMITIOMH, KOHTO C€ ABDKAT Ha MPeKOMEPHA Npogsa Ha
M3BECTHUTE (PApMaKONOTHYHH €()eKTH HA AKTHBHOTO BEINECTBO, T.€. ChHIMBOCT H Cealms,
TAXMKAPAMA, XMIIOTOHHS AHTHXOJIHHEPIHYHH SEKTH.

[IpenosupareTo Moxe Aa nosele A0 yabbkaBaHe Ha QT, repuose, status epilepticus, pabaomuonusa,
pecnUparopHa AeNnpecHd, peTeHLHA Ha YpHHAaTa, OOBPKBaHe, ASTHP H/WIH &KHTALMA, KOMa H CMBPT.

[TaipieHTHTE ¢ HAJIHYHO TEKKO CHPACYHO-CHAORO 3a00/aBaHe MOXKe fa 6BbAaT ¢ MOBHMINEH PUCK OT
edexTHTe Ha npeaosnpaxe. (Bxk. Touxa 4.4. OpTrocTaTHyHA XHIIOTOHHA).

Mepkn 1npH nmgoaupaue'
Hsama cnenudraeH aHTHAOT Ha KBETHaNMH, B ciyudail Ha Texxku npusHauy, TpAOBa la c¢ MMa NpeaABHA

BB3MOXKHOCTTA OT YYaCTHETO Ha MHOXKECTBO JIEKAPCTBA, KATO CE NPEMOPBHYBAT NPOIEAYPH C
MHTEH3UBHH I'PHXKH, BKIIIOMHTENIHO YCTAHOBSBAHE H NOAAbPKAaHE Ha CBOOOIHH AMXATENHH ITHTHINA,
OCHMTYpsBaHe Ha AOCTaTh4€H AOCTBII Ha KMCJIOPOA H BEHTHIALMA C NPOCIEANBaAHE H NOANbPKAHE HA
ChpPJAEYHO-CHA0BATA CHCTEMA. |

B13 ocHOBa Ha MyONHKYyBaHaTa IMTEpaTYpa, NALKEHTHTE C ACIHP H 2KHUTALMA H C H3pa3cH
aHTHXOMHHEPrH4eH CUHAPOM MOXeE fa Obaar JIeKyBaHM ¢ GHU3OCTHIMHE, 1-2 mg (NpH HENPEKbCHATO
npocneaasade Ha EKIT'). Tosa He ce npenoppyBa Karo CTAHAAPTHO JICYCHHE MOPaIH TIOTCHLHATHO
OTPHLIATENIHNS eeKT Ha PUIOCTUTMHH BEPXY ChpAEUYHATA NPOBOAUMOCT. DUIOCTUrMHH MOXKE JIa Ce
M3110/13Ba, ako HAMa OTKJIOHeHHA B EKI'. Jla he ce n3non3ea GU30CTHrMHUH B CiIyyai Ha HapyllIeH
PHTHM, BCIKAKBA CTENEH HA chpacyeH O/IoK WM pasinrpeHHe Ha QRS.

Makap e npenoTBpaTaBaHeTo Ha abcopOuMaTa npy MpeRO3UPaHe He € H3CICOBAHO, NIPH TEKKH
OTpaBAHHA MOXeE Aa ObAe nokasaHa cToMalllHa NPOMHBKA, KATO MO Bb3MOXKHOCT C€ H3BbPILY A0 €AWH
4ac OT normemaneTo. Tpadsa na ce UMa MpeaBHA NPWIOXKEHHETO HA AKTUBEH BHIVIEH.

B crayyaif Ha npeo3upaHe Ha KBETHANHMH pedppaKTepHaTa XHITOTOHMS TpAOBa Aa Ce JieKyBa C
NOAXOAAIK MEPKH, KATO HANP. HHTPABEHO3HH TEYHOCTH H/WIH CHMIIATOMHMETHYHH CPEACTBA.
Tpabea 1a ce H30ATBA NPHIOKEHUETO HA eNHHEPPHH H AONAMHH, ThH KaTo OeTa CTHMY/IaliMATa MOXKE
1A BJIOLIM XMIIOTOHHATA B YCIIOBHATA Ha anda Oy10Kkaaara, HHAYLMpaHa OT KBeTHAITHH.

CTpHKTHOTO Jiekapcko HabmoaeHue ¥ npocnesBaHe TpAOBa qa NPOIL/DKH A0 BE3CTAHOBABAHETO HA
nalueHTA.

5. ®APMAKOJIOTHYHH CBOMCTBA AT

5.1 PapmMakoaAEHAMHAYEHEH CBOHCTBA
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KBeTnanuH € aTHNH4HO AHTHIICHXOTHYHO CPeACTBO. KBeTHANMH H aKTHBHHAT ILTIA3MEH MeTaboNIuT
IPH 4OBEKAa, HOPKBETHAINMH, B3aUMOZICHCTBAT ¢ LIMPOKA FaMa HEBPOTPAHCMHUTEPHH PELIENTTOPH.
KeerHariuH ¥ HOpKBETHaNMH NOKa3BaT aHHHUTET KbM ceporoHHHOBHTE (SHT?) H ponamuHoBHTe D1-
1 D2 — penentopu B Mo3bKa. CuuTa ce, 4e HMEHHO Ta3¥ KOMOHHAIHA OT peLienTOPEeH AHTATOHU3BM C
NO-BUCOKa CeNeKTUBHOCT KbM SHT; B cpaBHenne ¢ D2 — peuenropure AonprUHacs 3a KINTHHHYHHTE
AHTHIICHXOTHYHM CBOHCTBA H HHCKATa CKJIOHHOCT KbM eKCTpanupaMuany Hexxenanu edexru (EIC)
H4 KBETHAIIMH B CPaBHEHHE C THMHYHHTE AHTHIICHXOTHLM. KBETHANHH H HOPKBETHANIMH HAMAT
3HaYHTEJIeH aQUHHUTET KbM GeH301HA3ENTMHOBHTE PELIETITOPH, HO MPUTEKABAT BUCOK AQHHUTET KBEM
XHCTAMHHEPIrHYHHTE H aJpeHeprudHuTe anda 1 peuenropd, yMepeH aQUHHTET KbM 8JIpEHEPrUYHHTE
anda 2 peuenTopy ¥ yMepeH 10 BUCOK apHHUTET KBM HAKOJIKO MYCKApPHHOBH peLienTopH. PakTeT, ye
HopkeeTHanH wHXUOHpa NET penenropa U iMa 4acTUYHOTO aroHHCTHYHO AckicTeve Ha SHTIA
PELIENTTOPa, MOXe a AOTIPHHACS 38 TEpPaneBTHYHATA ¢PUKACHOCT Ha KBETHAMMKMH KATO AHTHIEMPECAHT.

Dapriakodunamuuru ehexmu
KBeTHaNUH ¢ aKTHBEH IPH TECTOBE 38 aHTUNCUXOTHUHA aKTHBHOCT KaTO YCIIOBHO pedIeKTOpHO

u3bareane. To#t cpino Taka OnoKMpa AeHicTBHETO HA aN'OHKUCTH Ha JONaMHHA, KOETO HMa
NOBEACHYECCKH HIIH €JICKTPOPH3IHONOrHUYEH H3Pa3 H NOBULIaBA KOHLIEHTPALIMMTE HA METAOOIMTHUTE HA
AONMaMHHA, HEBPOXHMMHYEH HHACKC Ha 6rokazara Ha D, —pgonaMHHOBMA penenTop.

[Ipu npexnuHUYHH TecTOBE, npenBikaainH EIIC, kBeTnanvH ce pasznnyasa OT THIMYHHATE
aHTHIICHXOTHLIM ¥ UMa aTHNH4eH npodun. KpeTHanuH He NpOayLMpa CBPbXYYBCTBHUTEIIHOCT Ha D) —
AOTMIAMHHOBHA PELICIITOP CNel XPOHWYHO npuinoxeHue. Keernanuu npeauseuksa camo cnaba
KaTaNencua B A03H, epeKTHBHO OGiokupaium aonamuHosute D — penenrropy. Kpetnarnux
NEMOHCTPHPA CEJIEKTHBHOCT KbM JIHMOMUHATA CHCTEMA KAaTO 610KHpPa AETONAPH3ALMATA Ha
ME30TMMOHYHHTE, HO HE H Ha HHI'POCTPHATYCHHU AOTIAMHH-CHIBPXKAIIHN HEBPOHH CJIE] XPOHHYHO
NpHIICKEHHE.

KeeTnanus rnoxassa MHHHMAalIHa CIIOCOOHOCT 3a NpeAH3BHKBAHE Ha AMCTOHHS B CEHCHOMIM3UPAHM C
Xanonepuaon WiM NpH HETPETHPAaHH ¢ JekapcTea MaimMyHH poa Llebyc cnea ocTrpo XpoHHYHO
npujioxeHue (BIOK TOYKa 4.8). -

Knunwuna epexmugrocm

Hluzoghpenus

B Tpy iane60-KOHTPONHPaHH KIIHHHYHH NPOYYBAHHA NPH NALMEHTH ¢ LUH3O(pPEHHS, NTPH KOKTO ce
H3MO/I3BAT Pa3IHYHH JO3H KBETHAIHH, HE € RMAJIO paziHyHa MeXIy KBETHAaNHH U 1U1auebo rpynure
no oTHourenne Ha yecrorara Ha EINC wiu crbTeTBatma ynotpeda Ha anTHxoauHepruui. [Tnaue6o-
KOHTPOJIUPAHO MPOY4YBaHe, OLUCHABALNO (PUKCHpAHU JO3H KBETHAITHH B LIeJIUA AUanasoH ot 75 no 750
mg /neH He JaBa J0Xa3aTencTsa 3a ysenuuende Ha ENC win u3anon3paHeTo Ha ChHITBTCTBAILM
AHTHXOJIHHEPrHUM. Jibarocpoyrnara ehruKacHOCT Ha KBETHAIIMH 33 MPEBCHUMA PELIMAHBHTE NPH
IIH30(]peHHs HE € MOTBLPACHA MPH CJIeNH KIHHUYHH NMPOYy4YBaHua. B OTKpHTH Npoy4YBaHHs NpH
MAUHEHTH C LIH30)PEHHA KBETHANHH ¢ e(peKTHBEH 3a NOAABPKAHETO HA KITRHHYHOTO Noao6peHue
[py MPOAL/DKABAHE HA TEpanHATa NPH NMAalHEHTH, [I0KA3alH TbPBOHAYANEH TepanesTHYEeH OTTOBOP,
KOETO Npeanonara AuIrocpodHa epeKTHBROCT.

Bunonapno pascmpoiicmeo

B uetHpH mnauebo-KOHTPONHpaHK KITHHWYHH TIPOYYBaHHs, KBAETO Ce H3NHTBA AO3HPOBKA Ha

kBeTHanuH A0 800 mg / AHEBHO 3a JieueHHE HA YMEPEHH 10 TEXKKH MaHHIMHH eNM300H, ABE OT KOWTO

KaTo MOHOTepanud U ABe KaTo JOITHIIHWTEHA TEParua KbM JIMTHI WIK JHBATINPOEKC, HE € HMAJIO
pazIH4Yua MEXIY KBETHANHH H IU1aleb0 TepaneBTHYHH FPYHH N0 OTHOIICHHE YECTOTaTa /ua‘E‘ITC .
eqHOBpeMeHHa ynoTpeba Ha AHTHXOJIMHEPTHIIH. | Ll fa\
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Ipu neyenHe Ha YMepEeHH [0 TOKKH MaHUHHYU eNU30/I4, KB€THAIIHH JeMOHCTPHpa Mﬁﬁm nop‘ﬁucoua A
edexTHBHOCT OT IU1aLe60 NMpH HaMa/IsBaHe HA MAaHHIHUTE CUMIITOMH B 3-Ta U 12-Tzi!ceﬂmma, P \ 2
ABe npoy4ysaHMs. HaMa naHHM OT JBArOCPOYHH MPOYUBAHMA, KOHTO A neMQHcmHﬁaT e(bemnnocm 7.
Ha KBETHANIHH IIPH NPEAOTBPATABAHETO HA MOCNEABAIM MAHHIHN WIH JCTIPECHBHH ENMSOaH, *,
JlaHHUTE 38 KBETHAITHH B KOMOHHAlMA ¢ AHBANNPOEKC WM THTUH NPU CPEIHO TEXKKH ,ut{Tem;mr i j;;if
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MaHUHHH enu3044 B 3-Ta U 6-Ta ceAMULA Ca OIPaHHUYCHH, HO BBIIPEKH TOBA, KOMOHHUDAHATa
Tepanus € ¢ AoOpa MoOHOCKHMOCT. JlaHHUTe NOKa3BaT aiWTHBEH edeKT Ha 3-Ta ceamuua. Bropo
MpOY4YBaHE HE AEMOHCTPHpa aAUTHBEH €eKT HAa ceaMHULAa 6.

CpenHaTa 1032 KBETHANMH B NOC/IEAHATA CEIMULIA IIPH OTTOBOPUJIHTE HA JICYEHHETO €
npubnusurenno 600 mg, ¥ npubnuzurenyo 85 % ot oTroBOpHIIHTE Cca B 1030BATA MPAHHLIA MEXIY
400 1 800 mg .

B 4 xIMHWYHHY NPOYYBAHUA ¢ NPOXB/DKHTENHOCT 8 ceAMMLIM NPH NALMEHTH C YMEPEHH JIO TEKKH
ACPpeCUBHH enmu30au npy Gunosnsaphy [ unu I1 6unonsapuu Hapywenns, keetnamiH 300 mg u 600 mg
3HAYHTETHO. IPEBBL3IX0XKAAT ruanedo TekyBaHU NalUeHTH B CbOTBETHUTE U3MEPEHH Pe3yIITaTH:
cpeaHo nonodpsapauxe no ckanara Ha MADRS u karo orroeop none 50% nonoGpenue B obmaTta
orleHka no ckanara MADRS ot w3xogHoTo HHBo. He € uMano pasnika B CTeTnieHTa Ha Bh3/IcHCTBHE
MEXY MaLHeHTH, KOUTO ca nony4vasand 300 mg kBeTHaNMH H Te3H, KOMTO ¢a NOJy4aBain no3a 600
mg.

B npoawipkuTesnHaTa ¢ga3a B ABE OT TE3H NPOYMBAHUA, € N0KA3aHO, Y€ ABJITOCPOYHOTO JIEYEHHE HA
nauueHTHTe ¢ KBeTHanuH 300 wnu 600 mg e no-epukacHo B cpaBHEHHE ¢ IU1anebo 1o OTHOIIEHHUE HA
AENPEeCHBHUTE CHMITTOMM, HO HE H [0 OTHOIIEHHE Ha MAaHHIHUTE CHMITTOMH.

B npe or npoyyYBaHHMATa 3a NIPEBCHIINA Ha PSLIMAHBMTE, OLICHABALIM KBETHANWH B KOMOHHAIUA ¢
THMOCTaGWNH3AaTOPH, NPH MALMEHTH ¢ MaHWIHH, JCNPECHBHH HIIHM CMECCHH eIM301H, KoOMOMHaumuATa
¢ KBETHAIHH NPeBb3X0a MOHOTCPANMATE ¢ THMOCTAOWIH3aTOPUTE MO OTHOLIEHHME Ha Y Ab/KABAHE
Ha BPEMETO JO NOSBa HA PELIMINB HA KOETO H Ja € pa3CTPOHCTBO Ha HACTPOGHHETO (MaHHUHHO,
CMECEHO MM JenpecHBHO). KBeThanun e nprnarad asa mpTH AHEBHO B Ao3a ot 400 mg 10 800 mg Ha
AeH KaTO KOMOHHUpaHa Tepammus C JIATHH WK BaINpoar.

‘B enHo 6-ceaMHYHO PAHAOMH3HPAHO KNMHWYHO H3MMTBAHE C JIMTHIA H KBETHAITHH CHpsAMo 1w1anebo u
KBETHaNMH INpPH BH3PAaCTHH MALMEHTH C OCTPA MaHHA Pa3jIMKaTa B CpeHOTO nojodpenre Ha YMRS
MEACKY rpynara ¢ nobaBeH JUTHH | rpynara ¢ qoSaseHo ruanebo e 2,8 myHkra, a paznukara B %
pecnoHaeHTH (onpeaeneHo karo 50% nomobperne Ra YMRS ot n3xoaHo HHBo) € 11% (79% B
rpynara ¢ AobaBeH NUTHH cripsMo 68% B rpymnara ¢ Aobasero niaiuebo). '

B eaHo NpoaBDKMTENIHO NPOYUBaHe (MOBeYE OT 2 FOAMHH ), OLCHABALIO NPEBEHLMA Ha PELIMHBHTE
NP NALHEHTH ¢ MAHUAHH, NENPECUBHHA MTH CMECEHH €MMH30/IH, KBETHAITHH ITOKAa3Ba I0-roaaMa
¢(deKTHBHOCT cipaAMO 1UIaebo Mo OTHOIIEHHE HA YIB/DKABAHE HA BPEMETO 3a N0ABa HA PeUMIUB Ha
BCAKO CBBP3aHO C HACTPOEHHETO ChOKTHE (MaHHHHO, CMECEHO WIH AENPEeCHBHO) NPH NAIMEHTH ©
OunonspHO pazcTpoiicTso [. BpoaT Ha MaLMEeHTHTE CHC CBBLP3AHO C HACTPOESHHETO CHOUTHE ¢ Oun 91
(22,5%) B rpynara Ha xBetuanuH, 208 (51,5%) B rwiaue6o rpynara v 95 (26,1 %) B nexysaHaTa ¢
nutuii rpyna. [Ipy nauMeHTH, Nokaszany TepaneBTHYEH OTTOBOP KbM KBETHAITHH NPH IPOAB/DKHTETHO
Jie4eHUe Cjie/l APEeBKIIOYBAHETO UM KbM JIEYCHHE C JINTHH, pe3ylITaTUTE COYAT, Y€ TEPAINMATA C
JIMTHH HE C€ CBBP3BA ¢ YBEIMYABaHE HA BPEMETO 3a PELMIAMB Ha CHOMTHE, CBBP3aHO C HACTPOSCHHETO.

KnuuuyHuTe npoyusaHusi ACMOHCTPHUPAT, Y€ KBETUAITHH € eeKTUBEH NMpH mu3ohpeHns ¥ MaHu,
KOTaTo C€ AaBa ABa METH AHEBHO, BLIIPEKU Y€ KBETHANMH MMa GapMaKOKMHETHYESH MOJTY>KHBOT OT
npubmusntenHo 7 yaca. Toa ce NOTBBPIKAABA K OT JAHHHUTE OT MO3UTOPHO — EMHUCHOHHATA
ToMorpadua (IIET), kosro ngenmuguumpa, ve 3a KBeTHaAnMH UMa oKynHpaHe Ha SHT: u D;
peuenTopute Ao 12 dyaca. bezonacHocTTa M edukacHocTTa Ha M03K HaA 800 mg / Ha KeH He e
OLIeHABAHA.

KnuHugHa 6e30nacHoCT

(wmzopperus 7,8 % npu kBetnanuH # 8,0% npu nnauebo; GunonapHa manus: 11,2 % 'npu KBeTHanm
# 11,4% npu mane6o). Ilo-Bucoka uecTora Ha eKCTpanmHPAMHIHH CHMIITOMH € Haéprq;napaua pH .
MaLHEHTH, TEKyBaHH C KBETHAIIHH B CpaBHEHHE ¢ TE3H Ha Iwianebo npy xpmpocpaﬁ(l{nﬂnaueﬁﬁ

KOHTPOJIMPAHO KAHHHWYHO MPOyYBaHE 3a rojaeMH AcnpeauBHH enu3oad (MDD) u ﬁunongm - w/ P
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aenpecud. B kpaTkocpoyHu manebo-KOHTPONHpaHH NPOYyYBaHKA 33 OunonapHa genpecus, obinara
NOABa Ha CKCTpanupaMHIHH cuMnToMy € ouna 8,9 % npu kBerHanuu, B cpasHeHue ¢ 3,8% npu
wianebo. B kparkocpouHu ruiauebo-KOHTPONUPaHH NPOYUYRAHKA 38 MOHOTEpAITHA Ha rOJIAMO
ACTIPECHBHO PA3CTPONCTBO OOILATA 4ECTOTa HA EKCTPAITHPAMHAHH CHMITTOMH e 6una 5,4 % npu
KBETHAaNMH ¢ YABIDKEHO 0CBOOOKIaBaHe, B CpaBHEHHE ¢ rpynara Ha miaieto - 3,2 %.

B xpaTkocpo4HO Miauefo-KOHTPOIHPAaHO NPOYUBAHE 32 MOHOTEPANMA NPH MALHEHTH B CTApYECKa
BB3PACT ¢ MOJIIMO ZENPECUBHO Pa3CTPOHCTBO, 001IlaTa 4€CTOTa Ha EKCTPAlTHPAMHIHH CHMITTOMH €
6una 9,0% npM KBEeTHaNMH ¢ yObIDKEHO ocboxaaBane u 2% npu maunebo. Y npu asere chCTOSHUA
OunonApHa Jenpecus Y rosiM JEMpPEeCHBEH €M30[, YeCTOTaTa Ha HEXKeJIaHH peakLidK MPH OTAETHHTE
HHIMBHAH (HANIPHMED aKaTH3UA, CKCTPANIMPAMHIHH CHMITTOMH, TPEMOpP, AHCTOHMA, Oe3noKoHCTRO,
HEBONEBH MYCKYJIHH CHKPALIEHHA, ICHXOMOTOPHA XUIIEPAXTUBHOCT H MYCKYJIHA PHTHAHOCT) He
HajBHIlaBa 4 % BLB BCAKA TpEeTHpaHA rpyna.

B kpatkocpounu niane6o-kOHTpoNIHpaHK NpOoy4YBaHKA ¢ puKkcHApaHa ao3a (ot 50 mg no 800 mg
AHEBHO) 3a MEPHOAN MexAay 3 70 8 ceAMMIIH, CPeTHOTO MOBHIIABAHE HA TEJIECHOTO TErJIO NpH
JIEKYBaHH ¢ KBETHANUH nalueHTu ¢ Mexxay 0,8 kg npu aHesHa n03a 50 mg no 1,4 kg npu AHeBHA N03a
600 mg (c mo-manko nosuinaBaHe npu AHeBHa Jo3a 800 mg), B cpasHeHue ¢ nopuuieHue ot 0,2 kg
NpHU NALKEHTH, NeKyBaHH ¢ mnauebo. [IpoueHTHT Ha NALMEHTHTE, JIEKYBAaHH C KBETHAINIHH, MTPH KOHTO
HMa TIOBHIIABAHE HA TEJECHOTO TEMNO ¢ Hax 7% Bapupa Mexnay 5,3% ( npu aHeBHa fo3a S0 mg Y u
15,5% npu auesHa no3a 400 mg (kKaTo NOBHIIABAHETO HA TETJIOTO € MO-MAKO NMPH JHEBHH A03H 600
mg 4 800 mg) B cpaBHEHHE ¢ NALUMEHTH JIEKyBaHH ¢ rwuauebo — 3,7 %.

Enno 6-ceAMHYHO PaHAOMM3HPAHO KITHHHYHO H3MHTBaHE ¢ JINTHH ¥ KBETHANMH CIIPAMO I1auebo u
KBETHAIMH NPU BB3PACTHHU NMALMEHTH ¢ OCTPA MAHHA TOKA3Ba, Y¢ KOMOMHAIMATA HAa 75 KBETHAIHKH C
JHTHR BOAM A0 NoBede HexenaHu cuoumnia (63% cnpamMo 48% 1pu kseTHanuH B koMOHHALIHA ¢
nnauebo). PesynraTure oT 6€30MacHOCTTA MOKA3BaT NO-BHCOKA YECTOTA Ha eKCTpanpaMHIHH
CHMITTOMH, croO1asany npu 16,8% ot nauyueHTUTe B rpynara ¢ nobassHe Ha 1HTHI H 6,6% B
rpynata ¢ gobaBsHe Ha 1aLebo, MOBEYETO OT KOMTO €€ ChCTOAT OT TpeMop, crobimasaH npu 15,6%
OT MALHEHTHTE B IpytiaTa ¢ AobardaHe Ha nuTHi U 4,9% B rpynara ¢ nobasane Ha nnauebo. Yectorara
Ha CHHIMBOCT € ITO-BHCOKA B IPYIIaTa ChC KBETHAINHH ¢ 100apsHe Ha muTuil (12,7%) B cpaBHEHHE C
rpynara ¢eC kBeTHanuH ¢ jobassaHe Ha auebo (5,5%). OcBeH TORa, O-BHCOK NPOLIEHT NALHEHTH,
JICKYBaHH B rpynara ¢ gobasaHe Ha autuii (8,0%), ca Hapmanu Ha Terno (= 7%) B kpas Ha JieYEHHETO
B CPABHEHME C NMAllMEHTUTE B rpynara ¢ nobaesne Ha rauebo (4,7%).

[To-ABArOCpOYHUTE NMPOYUYBAHUA 38 NPEeBEHLMA Ha peliHIUB MMa OTBOpeR nepuoa (ot 4 no 36
CEeIMHLM) ITPH MALMCHTH, JeKYBAHH C KBETHANMKH U MNPH KOUTO [10C/Ie HMa paHAOMM3IUPaH NEPHO I Ha
OTTErNAHE, KaTO €/HA PAHJOMH3HpaHa YacT OT MALHEHTHTE NIPOABIKARA C KBETHAIHH, 4 Ipyra — C
riauebo. Ipu nauderTHTE, KOHTO ca OGMNTK Ha KBETHANMH, CPEAHOTO NMOBHIEABAHE HA TENECHOTO TErJIO
O BpeMe Ha OTBOpeHuA nepHon e omno ¢ 2,56 kg, karo 10 48-ta ceamulia OT paHAOMKA3HpAHHA
NEepHOI CPEAHOTO NMOBHILABAHE Ha TernoTo € 0mno 3,22 kg, B cpaBHEHHE ¢ H3XOAHOTO MPH TOBA
OTBOpeHO npoy4ysaHe. [Ipu nauuenTrre, KOUTO ca HWIM paHAOMU3UpaHH Ha rauebo, cpeHOTO
NOBHIUABAHE HAa TEJICCHOTO TErNo Npe3 oTBOpeHud nepuon e o6uno 0,89 kg, B cpaBHEHHE ¢ H3XOAHOTO

MPH OTBOPEHOTO NMPOYYBaHE.

[Ipu nnaie6o KOHTPOJIKPAHH MPOYYBAHKA NPH MAHMEHTH B CTAPYECKA BB3PacT ¢ NICHX038, CBHP3aHa C
JACMEHLMSA, NOABaTa HA MO3BHHO-CHA0BO Hexes1ano crbuTHe 3a 100 nauueHTa Npes eJHa roHHA He €
Ouna no-BUcoKa MPH JIEKYBAHUTE C KBETHAIMWH NAIMEHTH, OTKOIKOTO HPH JIEKYBAHUTE ¢ IU1anedo.

B®B BcHukM kpaTKOCPOUHM IUIALE00-KOHTPOIMPAaHH NIPOYYBAHHA 38 MOHOTEPAITUS FIPH 1T
H3XoaeH Gpoft Ha meyTpodmnure > 1,5 X 10° / L, noseata Ha noHe euH cnyuaii ¢ o6 § t}ﬁ

Heytpopmwn <1,5 x 10° / L npu naumeHTH, IeKYBaHH ¢ KBeTHanuH € 1,9 % B cpammfue BRI N
- 1,3% . Yectorara Ha Ta3u npomana ot > 0,5 - <1,0.10° e 6una enHaxsa (0,2%) Hpp fgimerTre:. N 5\
NIEKYBaHM ¢ KBETHATNTHH M T€3H, JIEKYBaHH ¢ IU1aue60.JIpy BCHUKH KNHHHYHU W3 1y (Imaueﬁoa \ i
KOHTPOJIUPAHO, msopeno KTHBHO KOHTDO/IMPAHO CPABHEHHE; MALMEHTH C H3XOZ | ﬁpbﬁ-' TR ; :.J
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Kamapaxma /nomvmusaeane na rewama

B x1MHHYHO Npoy4YBaHe 3a OLICHKA Ha MOTeHUHAaNa Ha kBeTHamnuH (200-800 mg aHeBHO) 3a
NpeAH3BHKBAHE Ha KaTapaKTa B CPABHEHHE C pUCTIEpHAOH (2-8 mg) npH ABATOCPOMHO JIEYEHHE Ha
NaLMEeHTH ¢ WH30PPEHNs WK IH30a(peKTHBHO pasCcTpoCTBO, NPOLEHTHT NALMEHTH C MO-ToNIMa
YeCTOTa HA ONALIMTAT Ha JiellaTa He € OWn no-BHCOK NpY KBeTHanuH (4%) B CpaBHEHAE € PUCTIEPHIOH
(10%) npu naneHTH ¢ NoHe 2 1-MeeeyHa eXCno3ULMA.

Ileouampuuna nonynayus

Knunnuna ebukacHOCT '

be3onacHOCTTa W €PHKACHOCTTA Ha KBETHANHH € NPOYUYECHa B TPH CEIMMYHH IL1aLeG0-KOHTPOIHPAHO
npoy4saHe 3a JieueHne Ha MaHud (n =284 naumenTtH ot CAlLl Ha Br3pacT 10-17 roaguan). Oxono 45%
OT MalMEHTHTE Ca ¢ AOMLJIHHTENIHA JHArHO3a XHIIEPAKTHBHO pa3CTpoOHCTBO ¢ AePHUMT Ha
BHuMaHHeTO (XP/IB). B nonbinHeHHe e npobpeAeHo 6-CeAMMYHO Ialef0-KOHTPOTHPAHO MPOYYBaHe
34 NieYeHHe Ha WH3ogpeHus (n= 222 nauueHTH, Ha BE3pacT Mexkay 13-17 roaunn). U npu aeere
MPOYYBAHHA Ca H3KIIOUEHH NALMEHTH, 38 KOHTO € H3BECTHO, Y€ HE Ca NOKa3aIH KIHHHYEH OTTOBOP
KBbM KBETHAITHH. JIeYCHHETO ¢ KBETHAIHH € 3anovHaTo ¢ go3a 50 mg AHEeBHO W Ha JeH BTOPH JI034aTa €
ysenudeHa no 100 mg aquesHo, pasaencHa HA Z1Ba WIHM TPH npuemMa. I1pH npoyyuBaHeTo 38 MaHMs,
pa3iiMKaTa B CPeIHATa POMAHA B CPABHEHME C M3XOAHATA CTONHOCT Ha Hali-ManKuTe KBaIpaTH Ha
ob1ms ckop HO ckanaTa Ha YnHr 3a oueHka na ManmitHuTe pascrpoiictsa (YMRS, Young Mania
Rating Scale) (akTuBHM MHHYC rU1anebo) € -5,21 3a xserHanun 400 mg/aHeBHO KU-6,56 3a KBETHATIHH
600 mg/nHenHo. OtropopsT (nMogobpenue no YMRS >50%) e 64% B prkasa Ha ksetHanuH 400
mg/auesHo, 38% B prkaBa Ha 600 mg/nHeBHO H 37% B pHKaBa Ha ranebo.

B npoyusaHeTo 3a JieueHHe Ha IIH30QpEeHHs pa3nHMKaTa B CpeHATA IIPOMAHA B CPABHEHHE C
M3XOJHATa CTOMHOCT Ha Hal-MaJIKBTe KBaJAPaTH Ha oOuusa ckop no Ckanara 3a MO3HTHBHH H
HeraTHBHH CHHAPOMH (Positive and Negative Syndrome Scale, PANSS) (axTuBHM MHHYC mnauebo) e -
8,16 3a kpervanux 400 mg/nHeBHO U -9,29 3a xseTHanuH 800 mg/nuesno. Huro Huckara nosa (400
mg/AHEBHO), HUTO BHCcOKaTa Ao3a (800 mg/nHeBHO) KBeTHANHH HMA MPEAMMCTBO Npel Iialebo no
OTHOIIEHHE HA MNPOLCHTa MALHEHTH, NPH KOMTO CE NOCTHra OTTOBOP, AeQUHHPAH KaTO NOHIKEHHE OT
-2 30% na obuma cxop no PANSS B cpasHeHHe e uaxoaHara croinocT. M npu Manmitiu
 pascTpoiicTea, i IPH WH30(MPEHHS, MO-BUCOKHTE JIO3H N1aBAT NO-HUCKA YECTOTA Ha OTTOBOP.

He e ycranoseHa eduxacHocT obaue npH TPETO 1ialebo-KOHTPONHpaHO NPOyYBaHe 38 MOHOTEPAIIHA
C KBETHAITHH NpH AeLia v oHOIIH (Mexay 10 1 17 rommrxa BB3pacT) ¢ OMNOAAPHO pa3cTpoicTBO,.

B Ta3u Bp3pacToBa rpyna HAMa AaHHH 3a 3abpPKAHETO HA eeKTa WIH NPOPHIAKTHKATA HA PELIAAMB.

KiauHHuHa 6e3onacHoOCT

B xpaTkoCpouYHHTe MeAUAaTPHYHH U3MMUTBAHKUA ¢ KBETHANKH, ONMCAHHU No-rope, yectorarta Ha E[1C B
aKTHBHOTO paMo cnpaMo mnanebo e 12,9% cpeury 5,3% B KIMHHMHOTO H3MHMTBAaHE ¢ WH3OPPEHNMA,
3,6% cnpamo 1,1% B knmHUYHOTO M3NIUTBaHE ¢ OumomsipHa MaHud u 1,1% cnpamo 0% B KITHHHYHOTO
H3MUTBaHe ¢ OHnoNapHa Aenpecrd. YectoTara HAa HanAaBaHe Ha Teryao > 7% OT H3XOAHOTO TENECHO
TErj0 B aKTHBHOTO paMo cnpamMo ruanedo e 17% crpamo 2,5% B KIHHHYHHTE W3IHTBAHHS C
WH30QpeHns 1 bunonapua manud M 13,7% cnpamo 6,8% B KITHHHYHOTO H3nUTBaHe ¢ GUnonApHa
Aenpecud. Hectorara Ha chOMTHS, CBBP3aHH ChC caMOyOUICTBO, B AKTHBHOTO paMo CripaMo matebo
¢ 1,4% cpeuty 1,3% B KinHW4HOTO M3NHMTBaHE ¢ uM3o¢penns, 1,0% cnpamo 0% B KIMHMYHOTO
H3NHTBaHe ¢ OunosnsapHa MaHus K 1,1% copamo 0% B KIHHHYHOTO H3NUTBAaHE ¢ GUNONAPHA AeNPECHs.
[To Bpeme Ha yapiDkeHa pasa Ha mpocieasBaHe clell JEUCHHETO B KITHHHYHOTO H3N 2 2R
GunonsipHa AeMpecus € HMaJIO ABE JOITKIHUTENHN ChOHTHA, CBBP3aHH CBC CAMOYGHICEEO, 1 ,
NaHeHTH. EXMH OT Te3H NalMeHTH e JIEKYBaH C KBETHAMHMH N0 BpeMe Ha cu0uTHeTo.// %~ i ™\

bJITOC ;o , - .-!" A '
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EnHo 26-ceAMUYHO OTKPHTO MPOAB/DKEHHE HA OCTPHTE KIIMHHYHU M3NUTBaHUA (n=380.matenru) ¢ / «
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bBKABO 03HpaHe Ha keeTHanuH B 103K 400-800 mg/nen npenocTass nomumenuﬁ\éléyi_mj‘éf'

6esonacHocT. [Ipu AenaTa 1 OHOWIKTE ce CHOOILIABA 33 NOBHILEHHE HAa KPBBHOTO Ha.TIﬂ\l*‘a‘.Hﬁ}'q,.;:;_; M{ﬁ @:f?’-' ,,;-
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NOBHIUCH aMeTHT, EKCTpandpaMHIHH CHMITTOMH H MTOBHUICHHE HA CEPYMHHA MPONAKTHH Ce
CHOOLIABAT C NO-BHCOKA HECTOTA NMPM ACLIATA H IOHOLIMTE OTKOMAKOTO NPH Bb3PaCTHUTE NalHEHTH
(BX. TOUKH 4.4 1 4.8). [lo oTHOWIeHKE HAa HANIABAHETO HA TEIVIO Clle] KOPUTHpaHe 3a HOPMATHHS
pacTex MpH NO-rojifiMa NPpoADKMTENHOCT, YBenyeHHeTo Ha MHnekca Ha TenecHaTta maca (U TM) or
Haii-MaJ1ko 0,5 CTaHAAPTHO OTKIIOHEHHE OT U3XOAHOTO HUBO € M3MION3BAHO KATO MAPKA 32 KIIHHHYHO
3HauuMa npomiaHa; 18.3% or nanuesTHTE, KOHTO ca NEKyBaHH ¢ KBETHANMH B NPO/ILDKEHHE Ha Hali-
MaJIKO 26 ceAMMLM, OTTOBAPAT HA TO3H KPHTEPHH.

5.2 @dapMAKOKHHETHYHH cBOHCTBA

Abcopbuus
Ksernanu ce abcopbupa 106pe n ce MeraGonusupa B ronsMa CTeneH Ciefi NEPopaiHo MPUIOKEHHE.

DHOHAIHYHOCTTA Ha KBETHAIHH HE Ce MOB/IMABA B 3HAYMUTEITHA CTENEH OT IPHEMA HA XpaHa.
PaBHOBECHHTE MONIAPHK ITHKOBH KOHLCHTPALIMM HA aKTHBHUA MeTaboTHT Ha HOpKBeTHaNKH ca 35%
OT TE¢3H IPH KBESTHAITMH..

(DapMakOKMHETHKHTE HA KBETHATIHH M HOPKBETHANUH Ca IHHEHHH B PAMKHTE Ha OJ00pEHHs HO30B
JAHANa3oH.

PainpeneneHue
KBeTuanux ce CpbP38a C IUIA3MEHHTE NPOTEHHH Npubausurento 83%.

buoTtpanchopmauns

KpernanuH ce nojyiara Ha 3Ha4HTeNeH MeTabOH3BM B 9€PHHA Apob, KaToO Ha M3XOAHOTO CheJHHCHHE
ce najgar noa 5% OT HeMPOMEHEHHA JICKAPCTBEH MAaTEepHAN B YPHHATA WK delleca, ¢lel BbBeX/IaHe
Ha Oena3aH KBETHATTHH.

[IpoyuBaHH4 In VItro ca YCTAHOBWIH, 4e CYP3A4 € OCHOBHHMAT €H3HM, OTTOBOPEH 3a LHTOXpoM P450
MeAHUPaAHHS MCT&ﬁOJIHS‘bM HA KBETHANHH. HOPKBETHAMHH € MTbPBHHHO ¢opmMHpaH K eTHMHHHpaH pe3
CYP3A4,

[Tpubmusurento 73 % oT panHoOaKTHBHOCTTA C€ €KCKpETHpa B YpuHaTa 1 21 % BeB deneca.

- JlokasaHo e, ye KBETHANHH M HEFOBHUTE METAGOJTHTH (BIJTIOYHTETHO HOPKBETHANMH) Ca clabu
HHXHOMTODH Ha aKTHBHOCTTA Ha 4YOBELIKHTE LMTOXpoM P450 1A2, 2C9, 2C19, 2D6 u 3A4 in vitro.
In vitro muxubupane Ha CYP ce nabmogasa caMo Npu KOHLEHTPALMH 0KONO 5 10 50 MLTH 1N0-BHCOKH
OT T€3H, HabmoaaBaHu npu Ao3u ot 300 no 800 mg/aHeBHO npu yoBek. B3 ocHOBa Ha Te3w
PE3YJTATH in Vitro, MaiKo € BEpOATHO €AHOBPEMEHHOTO MPHUIOXEHHE HA KBETHAIIHH C JIPYTH
JICKAPCTBA Ja AOBE/iE A0 KIHHHYHO 3HAYHMO JieKapcTBeHO MHXUOMpaHe Ha IIMTOXpoM P450 —
MeHHpaHHs MeTaboNH3BM Ha Apyro BewecTBo. OT NMPOYYBaHHA NIPH XUBOTHH C€ YCTAHOBSBA, Y€
KBETHANHWH MOXe Aa HHAYLMpa uHToxpoM P450 enzumure. Brnpeku ToBa, B npoy4BaHe 3a
CTieLIM(HYHM JICKAPCTBCHH R3aUMOACHCTBHSA NPH NICUXOTHYHH NAUMEHTH, HEe C€ OTKPHBA YBEIHYEHA
AKTHBHOCT Ha uUTOXpoM P450 cnen npueM Ha KBETHAITHH.

EnyMMuHWpane
EnuMHHALIMOHHUAT nnnymnao’r Ha KBETHAIIKH H HOpKBeTHﬂ.HHH ca okomno 7 ¥ 12 yaca,

PECHEKTHBHO.
CpeaHarta MonapHa 103082 ({pakunsa Ha CBOOOJHHA KBETHANHH W aKTHBHHMA YOBEIUKH ILTa3MEH
META0OIHT HOPKBETHANUH € < 5%, eKCKpeTHpaHH B YPHHATA.,

Cneyuannu nonyaayuu
Ilon
KHHeTHKAaTa Ha KBETHATHH He Ce payIHYaBa IIPU MEXKE H XKEHH.

[lanueHTH B cTapyecka Bb3pacT SR .,
CpeqHHAT KIMPBHC HA KBETHATIAH NPH NALMEHTH B CTAPYECKA BB3PACT € ¢ OKOJIo 30 h@: SD% m— . A e}
HHCBHK OT TO3W HabmoaasaH npu B'beaCTHH Mexay 18 v 65 roguHu. e NELE L Ny
f"'"; N ;_»" d
bs6peyHo yepexkaane NS I
:,:1_,_::‘ ..#.,.-"'/.
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CpeaHMsT nnasMeH KJIHPBHHC Ha KBeTHANMH HAMaJIABa ¢ NPHOAM3UTENHO 25% MpH MHAMBMAM C TEXKO
61p0peuHo 3abonapane (¢ kpeaTHHMHOB KAHPBHC noA 30 mli/min/1,73 m?), Ho cmﬁﬂocm're npu
OTACIHHTE HHAHBU/IH Ca B 0OXBaTa Ha HOPMAJHUTE.

YepHo HO VB aHe

CpeHHAT IU1a3MEeH KIHPBHC Ha KBETHANMH € C 0KONO 25% no-HUCHK NPH HHAMBHAM ¢ JOKA32HO
4EPHOAPOOHO yBpekAaHe (cTabuiHa ankoxoiHa upposa). Teif kaTo KBeTHanHH ce MeTaGonu3upa
[OYTH H3LANO B YCPHHA Apod B NOMynalHaTa HHAHBHAM C YEPHOAPOOHO YBpPEXKIaHe C€ O4aKBaT
OBHINCHM Na3MEHH HUBA. IIpH Te3n NalMeHTH MOXKE Ja ce HalOXKH KOPHIUpane Ha N03aTa (BHXKTeE
TOYKA 4.2).

leouampuyna nonyrayus
DapMakOKHHETHYHH NaHHU Ca NOMyYeHH npH 9 aeua Ha Bb3pacT 10-12 roauuu U 12 IOHOLIH, KOKWTO

ca GHJIN NOJIOKEHH Ha JleucHHE ¢ KBetHanuH 400 mg qBa T aHeBHO. [IpH paBHOBECHO CHCTOSHHE,
HOPMaTHHTE A030BH IUTA3MEHH HHBA HA H3XOAHOTO BEIIECTBO KBETHANMMH MPH Jielia W 1orown (10-17
rOJMLIHA BB3pacT) ca OMIIH KATO LiANO0 NMOAOOHH HA Te3W NPH BB3PACTHH, BHIPEKH 9¢ Cmsx NPH AeLA
e Ouna ¢ Haii-BHCOKa CTOHHOCT Ha ropHa rpaHmila, HaGnoaasaHa npy pe3pacTHy. Ilnourra nop
KpuBaTa AUC ¥ Cpax 32 aKTHBHHA MeTabOIMT HOPKBETHANMH, ca GHIH NO-BHCOKH, C MOYTH 62% W
49% npu peua (Ha By3pact 10-12 rogunm), u 28% u 14% npu roHomH (Ha BB3pact 13-17 roaunn),
PECMEKTHBHO, B CPABHEHHE ¢ TE€3H NPH BH3PaCTHH.

5.3 Ipeax1HHBEYHE AABHH 3a fezonacHoCcT

HsaMa naHHH 38 FeHOTOKCHYHOCT B CEPHH OT in Vitro M in vivo npoy4BaHus 3a reHOTOKCHYHOCT. ITpH
nabopaTOPHH XHUBOTHH, HATOKEHH HA KIHHHYHO 3HAYMMM HMBA Ha €KCIIO3HLIMA, ¢4 HAOMOIaBaHH
CJICIHUTE OTKJIOHCHHSA, KOMTO BCE OLUE HE Ca NOTBbPACHH B ABINOCPOMHO KJIHHWYHO MPOYUBaHE;
Ipu rurbxoee e HAGMOAABAHA NCHO3HIMSA Ha NHTMEHT B LMTOBUAHATA XJ1€34; TPH MaliMyHH OT BHA
cynomolgus — xuneptpodus Ha GonHKyIapHHTE KIETKH, NOHIKABaHE Ha niasMeHuTe T3 Hupa,
MOHKABAHE HA KOHLCHTpAIMATA HA XeMOroOHHa ¥ 6pos Ha YepBeHH U OenH KPBBHH KICTKH, NpH
KyueTa — NOMbTHABAHE Ha JIelllaTa U KaTapakTa (3a KarapakTa/moMETHIBAHE Ha JICLIATa BHWKTE TOYKA
3.1).

B enHo npoyuBaHe Ha eMOpHoO-(eTanHaTa TOKCHYHOCT MpH 3aliuy deranHaTa 4ecTora Ha
KaprnayiHa/rap3ajiHa W3BHBKa € NOBHIIEHA. TO3H e)eKT BB3HHKBA NPH HAIMUME HA SBHH €(DeKTH NpH
MaHKHTe, KaTo Halnp. HAMaIeHO HANIaBAHE Ha TelleCHO Terno. Te3u edekTH ca BUIMMH IIPH HHBA Ha
CKCIIO3MIMA HA MAHKUTE, NOACOHH WJIH MAJIKO NMO-BHCOKH OT T€3H NMPH XOpa MPH MAKCHMATHATA
TepaneBTHYHa [103a. 3HAYCHHETO Ha TA3H HAaXOJKa 3a XOpaTa € HeH3BeCTHO. B eHo npoyuBaHe Ha
¢epriutaTeTa IpM TEXOBE € HabMOAaBaHO rPaHUYHO HAMANICHHWE HA MBKKHA (DEPTHIIHTET U TICEBIO
OpeMEHHOCT, MPOTPaXHpaHH NEPHOAM Ha ANECTPYC, NOBHILEH NMPEIKOHTYCEH HHTEPBAN M HAMAJeHa
4yecToTa Ha 3abpeMeHsBaHe. Tesu edexTr ca CBBP3gHH C NOBHILIEHH HUBA HA NMPOJAKTHHA H HAMAT
AHPEKTHO 3HAYEHHE 38 XOPAT4 NOPaJH BUJIOBH Pa3IHK{ B XOPMOHAIHUS KOHTPON Ha PENPORAYKUMATA.

6. ®APMAIEBTHYHHU JAHHU

6.1 CnBchLk HA NOMOIEATE Bemecma

bPEBEHOKC 25 mg purmupanu mabremxu

Hopo na mabaemxama:

Kanumer xuaporengocar

JlakTto3a MOHOXHApAT

[lexyno3a, MUKPOKPHCTAIHA

HatpHeB HMILECTEH rHKONAT (TH]'I A)
[ToBuaon K 27 - 32

MarnesneB creapat

(Obeuexa na mabremxama:
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Xunpomenosa

Turanos auoxcua(E 171)
Marporon 400

Keneszen oxeua xwit (E-172)
AenezeH oxcua uepreH (E-172)

bPEBEHOKC 100 mg gpuwmupanu mabremxu

HOopo na mabremxama:

Kanumer xuaporendocdar

JlakT03a MOHOXUApPAT

llemynosa, MUKpOKpPHCTaNHA

Hatpuer HumecreH rauxonar (Tun A)

[Hosupon K 27 - 32
Marse3ueB creapar

Obsusxa na mabremrxama.
XHnpomenosa |

TwranoB ouoxcua(E 171)
Marporon 400

Kenezen okcun xuat {E-172)

bPEBEHOKC 150 mg puwmupany mabremxu

Aopo na mabremxama.

Kammpes xuaporendocdar

JlakTo3a MOROXHApAT

Llemynoza, MHKPOKpHCTAHA

Hatpues Huiecred riukonar (Tun A)
IToBunon K 27 - 32

Marxesnes creapar

Obeusxa na mabremxama:
XUnpoMesosa

TuranoB auokcua(E 171)
Marporon 400

XKenesen oxkeng xwiar {(E-172)

bPEBEHOKC 200 mg guwwmupanu mabremxu

Hopo Ha mabnemxama:
Kanuues xnaporeHdocdar

JlakT03a MOHOXHIpAT

Lesryno3a, MUKpOKpDHCTANIHA
Harpues Huinecren ravkonar (Tum A)

[MoBupon K 27 - 32
Marne3uen cTeapar

Obsusxa na mabaemxama.
Xunpomenosa

Turanos auokcua(E 171)
Marporon 400

6.2 Hec,BMeCTHMOCTH
Henpunoaumo.
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6.3 Cpox Ha roanoct
S rogusH.

6.4 CoenHaJHHE YC/IOBHSA HA ChXpaHeHHe
To3u nexapcTBeH NMPOAYKT HE M3HCKBA CNCIIHANIHK YC/IOBHS 32 ChbXPaHEHHE,

6.5 /anun 3a ONAKOBKATA

bPEBEHOKC 25 mg pnamapann Tabierkn

PVC/PE/PVAC/Anymunneru Gancrepn:
baucrepun onakosk#: 6, 10, 20, 30, 50, 60 n 100 prwimupanu TabneTku
Bonnuuna onaxkoeka: 50 duwiMupanu Tabnerky

BPEBEHOKC 100 mg drimMuapans TabaeTkn

PVC/PE/PVdAC/AnymMunnesn 6aucTepu
bnucrepuu onakosku: 10, 20, 30, 50, 60, 90, 100, 120, 150 u 180 dunmupann Tabnerku
bonruuna onakoska: 50 punMupaHu TabneTku.

BPEBEHOKC 150 mg duaMuEpann 1abjeTKE
PVC/PE/PVAC/ AnryMunvesy OIUCTEDH;

baucrepum onakosk#: 10, 20, 50, 60 u 100 puaMupanu TabneTku

BPEBEHOKC 200 mg ¢uimMupans TaljieTKH
PVC/PE/PVIC/ AnymuniieBH GHHGTepH_;

bnucrepnu onaxopku: 10, 20, 30, 50, 60, 90, 100, 120, 150 u
180 dunmupanu rabnerku |
bomiuuna onakoBka: S0 ¢punrMupaHn Tabnetky

He BcHYKM BHIOBE OMAKOBKHM MOraT Ja 6bAaT nycHaTH B npoaaxoda.
6.6 Cnennannn npeanazan MepKE NPR H3XBLPASHE H pafoTa

Hsama crneuHaJHBE H3HCKBaHKA
Hensnon3BaHuAT NpOAYKT WIM OTNATBEYHHTE MAaTEPHAIH OT Hero TpabBa Aa ce M3XBBPJIAT B
CHOTBETCTBHE C MECTHHUTE H3HCKBaAHHA.

7. IPUTEXKATEJ HA PASPEIIEHHUETO 3A YIIOTPEEA

STADA ARZNEIMITTEL AG,
Stadastrasse 2-18

D- 61118 Bad Vibel,

I"'epmanusa '

8. HOMEP(A) HA PASPEHNIEHUETO 3A YIIOTPEBA
PeructpaumoneH Homep:

bpeneHoke 25 mg: 20090322
bperenokc 100 mg: 20090323
bpesenokc 150 mg: 20090324
bpesenoxc 200 mg: 20090325
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9. AATA HA IThPBO PAZPEINIABAHE/MTIOAHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Harta na mepeo pazpemasane: 02.07.2009
Hata Ha nocneaHo noaHoeaBaHe: 10.07.2012

10. JATA HA AKTYA/IMIUPAHE HA TEKCTA

05/2024
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