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W3NLAHUTENRHA ATEHIAS O NEKAPCTBATA

Kpamia xapaxmepucmue Ha npogyxma - fpusaxere f

KPATKA XAPAKTEPHCTHKA HA TIHOJIVKTA 30139405
O
1. HME HA JEKAPCTBEHWSA IPOAYKT s o B (L2 NEEES ) -
EKCKJIO3A 100 mg ta6neTku , 05 08 20
EXCLOZA 100 mg tablets | Ogotpenue M s ]

EKCEKJIO3A moxe 12 npHYMHA ATPAHYAOMATO3A,
Ynorpebara My Tpsudea ga Onjie orpanHYeHa N0 NANHEHTH

- C mu3odpenun, KOHTO He PEaTHEPAT HA MIIH He IIOHACHT JIeYEHHE € ANTANCHXOTHYHH
CpeacTBa, RIH RANHERTH ¢ Hcaxo3n npe Ilapxanconosa GojecT, KOraTo Apyrare
TEPANIEBTHYHH CTPATEerny ca 6K neeeKTABHE (BXK. Touka 4.1).

- KoHTo mhpRONAUANHO HMAT HOpMaed Gpoii neBxonnTn (6poit neskourd > 3500/mm’
(3,5 x 10°/1) u abeoatoTand 6poi Heyrpoduau ABH > 2000/mm?® (2,0 x 10°/).

- IIpu xoHTO MokKe peROBHO Aa ce ciieaAR Gpos ua 6ennte KpnBHR KieTKkH (BKK) 1
abcooTHA Gpoil Ha HeyTpoduante (ABH) no cnenara cxema: BCAKA ceiMHOA npes
nbpeuTe 18 ceMuuu o1 ieuenueTo, a ¢jiel TOBA NOHE BEARLK HA BeekH 4 CEAMHAIH 00
BpeMe Ha ievennero. Haboaennero Tpatba Ja 4POALIKH N0 BPEME HA JIEMeHRETO U 4
CeIMHIIA c/IeA OBLIHOTO NpekpaTsBane Ha npaema Ha EKCKIIO3A. (8. Touxa 4.4).

JexapHuTe, NpeANACBALIH JIEK2PCTBOTO, TPAGBA A2 C1€1BAT HATLJIAO H3IHCKB3HHTE MEPKH 34
Gesonacnoct. Ilpu Besxka KoHcynranus Ha sauderTa, npuemam EKCKJJAO3A, Tpabsa na ce
HANMOMHA 3 ¢¢ CBBKEe He3AGABHO ¢ JeKYBAIIHA jJeKap, aKo 3ano4He PAiBHTHE KA HAKAKLE BH
rHpexnnn, OcodeHo BRAMAHHE CJIeABa A ce 00PBINA HA TPHIONOAO0HHTE ONNIAKBAHAS KATO
RHCOKA TCMIIEPATYpA HIA BL3NANCHO FLPJ0, H HA APYTH (e1e3H HA HHDEeKnBA, KOATO MOXKe 13
6bae moxkazaTeHa 3a HeyTponeRun (Bx. Touka 4.4),

EKCKJIO3A Tpabsa aa ce yHHINI0XABA N0 CTPOT MEARNHHCKH KOHTPOX B ChOTBETCTBHE ¢
OPHOHANHHATE Npencpbku (B, Touka 4.4).

Muoxapast
Kno3anuH e CBbP3aH € NOBHIIEH PACK OT MHOKADINT, KOHTO B pefiku cTyuan e OAa ¢ JeTajen

H3XO0A,. Topamennsr PHCK OT MHOKAPOHT € HAH-TOI9M npes nbLpBATE 2 Mecella oT JIe9EeHHETO.
Pajko ce cooGmanat H coryyan na darajina kapaAnoMuonaTnd (Bx. Touxa 4.4)..

Mnmcap;m’r HJIH KapAHOMRAONATHA Tpnﬁaa Aa ¢e OMAKBa IPH NTARKCHTH, KOATO HINIHTBAT
NePCHCTHPAMA TAXHKADIRN B CHCTOSHYE HA NOKO#H, 0cofeno npes M-PBATE 2 MeCeua o1
Jie9eHHeTo, H/WIH DAJINHTAGHE, APETMHY, GOIKH B rbpINTE, KAKTO H APYI'H UPHIHAUA H
CHMITOME HA CHPAETHA HENOCTATHLYHOCT (HAND. HeoGACHAMA YMOPa, ARCAHES, TAXHNHER), HIIH
CHMRTOMM, IOAOOHE Ha T¢3H NPH HEPAPKT Ha MHOKApAa (BxK. ToukKa 4.4).

IIpK ceMHAenHe 32 MEOKADAHT HIH KapAHoMHoNaTHH Jevennero ¢ EKCKIIO3A mpubea
BeJHAra Aa ce NPEKPATH H NANHEHTHLT Aa (ble HACOYEH KbM KAPXHOI0T (BK. TodKka 4.4).

IMauuenTHTE, KOUTO PAIBHBAT MHOKADP/ANT HIH KAPAHOMHONATHS, NPHYAHENH 0T KJIO3AMNN He
TpAGBa Aa IPHEMAT ROBTOPAO KJI03aNHH (BXK. TOuKa 4.4).

2. KAYECTBEH A KOJIMYECTBEH ChCTAB

Bcesaka tabnetka cbaspka 100 mg wnozanuu (clozapine).

[HoMOmHO BEIECTRBO ¢ HIBECTHO JeHCTBHE
Beska rabnerxa oT 100 mg cpabpxa 192 mg nakto3a MOHOXMIPAT.

3a [IBTHKA CIHCHK HA MOMOLHHTE BEILECTRA BHIKTE TOYKA 6.1,




3. JEKAPCTBEHA ®OPMA
Tabnerka.

Kpbra, xxuaTi TabneTku, ¢ ienuTenHa Yepra ot apete ¢Tpany H Haamuc "CPN 100" ot enxara
CTpaHa.

Tabnerkata Moxke Ja Oblle pa3icii€Ha Ha 1BC paBHH NOMOBHHH.

4. K/JIHHWYHH JAHHU
4.1 TepaneBTHYHH NOKA3ANKA

JleyeHHe Ha TEPaNEBTHYHO PE3UCTEHTHA MU30hpEHHA

EKCKJIO3A e nokazaH NpH NalUMeHTH ¢ Pe3HCTEHTHA HA JIeUeHHE WH30MPEHHA H NPH NALMEHTH C
ITH30(PPEHHA, KOHTO HMAT TEKKH, HETIOBMABALUM C€ HEBPOJIOTHYHH HEXKETaHH PeakLHH KbM APYTH
AHTHIICHXOTHYHHM CPEACTBA, BKAIOYHTEHO aTHIMYHH aHTHIICHXOTHULIH.

Pe3HCTERTHOCT KBM JTeueHHe ce Ae(uHHpa KATO AMIIca Ha 3a/10BOJIMTENHO KIHHHYHO Nogo0peHHue,
HE3ABHCHMO OT [IPHAATAHETO Ha NOAXOIALIM JO3H OT HAH-ManKo [JBe PasIHYHH AHTHIICHXOTHYHH
CPEACTEA, BKIIOMATENHO ATHIIHYEH AHTUIICHXOTHK, IPEANHCaH 33 J0CTaTEYHO NPOABIKHTENCH
MEPHOZ OT Bpeme.

INcnxo3a npy Gonect Ha [TapkuncoH
EKCKIJIO3A e nokasaH celio pu ICHMXOTHYHA HapYLISHAUS, Bh3HHKBAUIH B X072 Ha OonecTra Ha
ITapKHHCOH B ClTy4auTe, KOraTo CTAHAAPTHOTO fieueHue € Dumo HeedeKTHBHO.

42 Jlo3HpOBKA M HAYHH HA OPHJIOKEHHE

gOBH POBKA

Ho3nposkara TpabBa ga Gbae onpeaencHa uaaneKayanHo. Tpabea ga ce npwiara Haii-HuCKaTa
eheKTHEHA 1032 NIPY BCEKH NalHEHT. BRuUMaTe1HO TpeTHpaHe H cXeMa Ha J03HpaHe ca HeoOXOoIHMH
38 MHMHHMH3HPaHE HA PHCKOBETE OT XHITOTOHHA, FEPUOBE M CEAaIMA.

3a no3u, KOWTO Ca HEH3MBJTHHMH/HENPIIOKHUMH ¢ €IHA KOHUCHTPALMA ¢a Ha pasnofio;KeHHe NpYTHTe
KOHUEHTPAIHH HA IeKapCTBeHUsA IPOTYKT.

3anousaneTo Ha neueHneto ¢ EKCKIIO3A tpabea na 6bae orpaHuyeHo 10 nalMeHTRTe ¢ Opoi
neekounTd > 3500/mm? (3,5 x 10°/1) u ABH > 2000/mm?® (2,0 x 10%/1), konTo ca B paMKuTe Ha
pedepeHTHHTE CTOMHOCTH.

KopurdpaHe Ha 103aTa € MOKa3aHo MPH MALKSHTH, TPHEMALIH H JIEKAPCTBEHH NPOJYKTH, KOHTO
nokaspat (apMakoHHaMH4YHRA H papmakokHHETHUHH B3armoselicTeus ¢ EKCKIIO3A, xato
DenszoqHa3eNHHKM MITH CENEKTHBHM MHXMOUTOPH Ha o6paTHOTO 3aXBalllaHe Ha CEPOTOHKHA

(Bxk. TOuKa 4.5).

Ilpemunasane om npedxooxcdauta mepanus ¢ anmuncuxomux Kom mepanus ¢ EKCK/T0O34
ObuxHoBeHo ce npenopbuea EKCKIIO3A na He ce usnonipa B KoMOMHAIMA € APYTH aHTHY

NleueHHe ¢ AHTHIICHXOTHYHH JIEKapCTBa Ce NpPenopbYea IbpBo Ja ce npexpam np
AHTHINCHUXOTHLH Ype3 MOCTENMEHHO HAMASIBAHE HA I03aTA.

Ipenoprupat ce cneiHATE 1034:

Hayueumu C pe3ucmeRmid Ha 1euenue mu:m@genus



Hauanna mepanus

Jo3ara e 12,5 mg (nonoeuHara ot TabneTkara oT 25 mg) BeAHBXK WM JBA [THTH JHEBHO NPe3 OhpBHS
J€H, NOC/IEABAHA OT €HA HIH ABE TAaONETKH OT 25 mg Ha BTOpuA IeH. [1pn nobpa noHoCHMOCT
JHCBHATA /1033 MOKE 1A CE MOBHILH NOCTETIEHHO Ha CTLNKH OT 25 mo 50 mg, 3a na ce MOCTHIHE
103080 HHEO A0 300 mg/nex B pamkute Ha 2 no 3 ceqmuiy. Crien ToBa, ake € HeoOXOAHMO, THEBHATA
03a MOMKE JONBIHHTENHO 1a ce noeMimH ¢ S0 mo 100 mg npes uHTEpBanH OT NONOBHH HIIH, 33
npeanounTale, ¢0Ha CeAMHLIA.

Tepanesmuuen obxeam na dosama

Ipn noBeveTo NaUMeHTH aHTHIICUXOTHYHATA eHKACHOCT MOXKE J1a C¢ OuaKBa npu goza ot 200 xo
450 mg/nHepHo, pazaeneHa 8 asa npHema. Obmara JHeBHa 1033 MOke 1a He OBe pa3aeiieHa Ha
paBHH 4acTH, KaTo NO-TO/IAMATa YacT € NpHEMa [Ipein JIATaHe.

Maxcumanna doza

3a fa ce MOCTHIHE MAKCHMaJleH TepanesTHieH edeKT, MarbK 6poif MauMeHTH MOTaT 1a H3MCKBAT No-
BHCOKH /I03K. B TO3u ciy4aii ce Aomycka pazsyMHoO OBHLIaBaHe Ha Jo3ata (T.e. He nopeye or 100 mg)
no 900 mg/nen. Tpabsa Na ce HMa IpeABUI BEPOSTHOCTTA OT YEETHYABAHE HA HEXKEIAHHTE PEAKLHH
(ocobero repuose), BB3HHKBALIM NI A03M Haf 450 mg/neH.

ITodowporcaya do3a

CJ'ICII NOCTHTaHe HA MAKCHMAJICH ‘repanem*m[el-l CCbBKT MHOTIO IMaluHeHTH MOoraT Ja oCTaHaT Ha
ethexTHBHA OANBPIKAILA TEPATTHS ¢ MO-HHCKH No3H. [TpenopsyBa ce BHHMATEHO TUTPHpAHe 32
MOHHKaBaHe Ha J03aTta. JleuenueTo TpabBa Aa ce NpoasbKK Hai-Manko 6 Mecella. AKO NHeBHATa
fo3a He npesuiiaea 200 mg moxe na 6bae OAXOAAMO SAHOKPATHOTO THEBHO MPUIOKEHHE Beuep.

Ilpexpamasane na mepanusma

B cny4aii Ha nnaHupado Mpexparasade Ha Tepanuata ¢ EKCKIIO3A ce npenopbtisa MOCTENSHHO
HaMangaBaHe Ha [o3aTa 3a nepuod ot 1 10 2 ceaMHun. AKO € HeoOXOAMMO BHE3ANHO NPEKLCBAHE HA
NMpHEMA Ha JIEKAPCTBOTO MALMEHTHT TPAOBA Aa ce HaGAKfaBa BHHMATE/THO 34 MIGABA HA PeaKLvn Ha
»OTHEMaHe" (BXK. TOUKA 4.4).

Iloemopno 3anousane na mepanuama

Tlpu ManHeHTH, MPH KOUTO MHTEPBATET OT nocheanus npuem Ha EKCKIIO3A e moseue ot 2 au,
Je4yeHueTo TpadBa fa ce Bh300HOBH ¢ no3a oT 12,5 mg (nonopuHata ot TabneTKara or 25 mg)
€AHOKPaTHO WJIH IByKPaTHO Npe3 MLPBHA A€H. AKO Tasu [03a ce MOHaca Aobpe, T4 Moxe /1a 6bnie
THTPHpAaHa [0 TEPAEBTHYHO HHBO NO-0%p30, OTKOIKOTO C€ NPENOPBYBA NpH 3all0YBAHE HA
nedeHueTo. Bnnpeku ToBa, npH BcekM NAUMEHT, KOKMTO Beve € H3MUTAN PECIIHPATOPEH MK CHPACUEH
apecT ¢ HaYanHaTa J03a (BiK. Touka 4.4), Ho ¢iea ToBa 003aTa € OHTa yCNEIWHO THTPHpaHa Ao
Tepane¢BTHYHATA, MOBTOPHO THTPHPaHe Ha no3aTta TpAGRa Ja ce H3BLPUIBA H3KIIOWATCTHO
BHHMATECITHO.

Hcuxomuyny pasempoiicmea, sbanuxsduy € xo0a Ha 6orecmma na Hapxupcon 8 cryyaume,
Ko2amo CIanOAPIMHoOmo Aeyene e 6wio needexmueno

Havawa mepanus
HauwankaTta no3a He TpaGBa ga Hajeuwasa 12,5 mg/aHeBHO (MONORHHATA OT TabneTkara oT 25 mg)
npAemana Beyep. [ocienealnte mosuuIenHa Ha Ao3ata Tpabea Aa Gpaar cbe CTROKH OT 12,5 mg ¢
MaKCHMYM JB¢ NOBHINEHUA CEAMHYHO A0 MAKCHMATHA 1033 oT 50 mg, KOLTO HE MOXKE J1a 61,)1e
OOCTHCHATA TIPEH Kpad Ha BTOPaTa ceAMMIIA. 3a NMpeniovYUTaHe € LANOTO KOMHYECTBQI3-3E
NpHJIara Xaro eTHOKpaTHa 034 Beuep.

Tepaneemuen obxeam na dozama
Cpennata edeKTHBHA 71032 OGHKHOBEHO € My 25 ¥ 37,5 mg/neH. B ciyua
50 mg, DpOABLKHIO NOHE eJHAa CeAMMLIA He Aaje 3aJ0BOJIHTENEH TepanesT
NO3HPOBKATA MOJKE BHUMATEIIHO 1 Ce NOBHIIM CBC CTHIKY oT 12,5 mg/cenmu



Maxcumanna ooza
Hozata ot 50 mg/neH TpaGea xa Obae HANBUIIARAHA CAMO B M3KMIOYWTENHH CTy4ad, @ MAKCHManHaTa
no3a ot 100 mg/nen He TpsaOBa HUKOTa Ja ObAe HaJBHINABAHA.

IToBuuieHAATa Ha no3ata TpAORa Aa OBAAT OrPAHHYEHH WIH OTJIOXKEHH, KO e MOABAT OPTOCTATHYHA
XHNOTOHHS, MIPEKOMEPHO ceaMpaHe win ofspkasoct. [Ipes ibpBUTe ce[IMHLM Ha JiedeHHeTO TpadBa
Aa ce CNeH KPBBHOTO HANATAHE.

Ioddspacaya doza

Korato € Haniite mbiHa peMMCHA Ha ICHXOTHYHUTE CHMITTOMM 3a TIOHE 2 CEAMMLH € Bh3MOXKHO
MOBHINABAHE HA 03HTe HA ANTHNAPKHHCOHOBHTE JIEKAPCTBA, aKO € MOKA3aHO B3 OCHOBA Ha
MOTOpPHHA CTATYC. AKC TO3M MOAXO0M BOAR A0 NIOBTOPHA [OABA HA TICUXOTHMHHTE CHMITTOMH, 03aTa
EKCKJIO3A moxe 1a ce NOBHIIH HOCTENEHHO ChC CTHIOKH OT 12,5 mg/cenmuua A0 MAKCHMYM

100 mg/neH, npueMaHu B eqHA WK BE OTAEIHH HO3H {BK I10-TOPE).

Tlpuxmovsane na mepanusama
IIpenoprypa ce MOCTENEHHO HAMAIABAHE HA 103aTa ChC CTHIKH OT 12,5 mg 3a nepHoA 0T MOHE ©/HA
ceIMHLA (3a IPENTIOYHTAHE JIBC).

Jlewerneto TpadBa ma ce npexpatd He3abaBHO B Cly4ail Ha HEYTPONIEHHS HIH arpaHyJIOLHTO3a (BXK,
Touka 4.4). B To3m cny4aii o1 ¢hinecTBeHo 3HAUCHHE € BHHMATENHOTOo HabmoaeHue Ha IICHXHYHOTO
CHCTOSHHE HA NALUEHTA, THH KATO CHMIITOMHWTE MOraT Obp30 fAa peuMaAHBUPAT.

Creyuanmu 2pyhu nayuenmu

IHayuenmu ¢ uepnodpobno yepescoane
IIpu nauwmentu ¢ yepaoapobuo yepexpane EKCKJIO3A Tpatea na ce nnpunara ¢ MoBHIIEHO
BHHMAHHE 3aCIHO C PEIOBHO NpocieAsBaHe Ha YEPHOAPOOHHTE QYHKIHH.

Hleduampuuna nonyaayus

INenpnarpyysy M3cnenBaHua He ca npoBex1aHH. bezonacHocTTa H eHKACHOCTTa NPH ICA H
nojgpacTeally oA 16 roanHM He € ycraHoBeHa. He Tpa0Opa ja ce H3NO/3Ba B TA3M IPyNa Npeay Aa ca
HATHYHH JOMBIHHTETHH TAHHK.

Hayuenmu na évzpacm na u Had 60 200unu
INpenoptbusa ce 3ano4YsaHe Ha Je4eHHETO B 0coDeHO HUcka Ao3a (2.5 mg eAHOKpaTHO MBEPBHA A€H] C
NOCNEABALIH MOBHUIEHHA HA 103aTa, OrpaHHYeHd Ao 25 mg Ha nen.

Haunn Ha OpunoskeHHe
EKCKJIO3A e 3a nepopanHo npHiokeHNe.

4.3 TIlpoTuBonmoxazanusn

- CBpBXUYBCTBHTENHOCT KbM AKTMBHOTO BEIIECTBO HITH KbM HAKOE OT OMOIIHHTE BELLECTEA,
H36poekH E Touka 6.1.
- HanwmenTH, KOMTO HE MOTAT Ja ObAAT NOAIOKEHH HA PEJOBHH KPBBHH H3CHEIBAHHA.
- AHaMHe3a 3a TOKCHYHA HIH WIHOCHHKPa3Ha MPaHy AOLHTONCHHA/arpaHyIoMT03a
(c H3KIIOYEHHE HA MPAHYJIOLUTONCHHS/AMPAHYTIOLMTO2a OT NPEAX0KAAA XHMHOTEPAIIHA).
- AnaMBe3a 32 KI03aHH-UHAYIHPAHA arpasyIoLuTosa,
- Hapywrena QyHKiMs Ha KOCTHHA MO3BEK. /“@\\\]—i—lm\\
- HekonTtponupana enunencus. _
- AnkoxonHa H Apyra TOKCHYHA NICHX033, JIEKAPCTBEHA HHTOKCHKALIHA, KOMA]
- LMpxynatopes konanc W/HIH noTackade Ha [JTHC no npyyeHM OT BCAka
- Texxn Ou0peunn vam cupacuHH 3a0onABaHUA (HAMP. MEOKAPIHT). \
- AxTHBHO uepHONpobHO 3ab0ngBaHE, CBBP3aHO ¢ rajicHe, aHOPEKCHs HITH XKk
nporpecHeHO 3abonsasaHe Ha YepHHA Apol, YepHOApOGHa HEROCTATEYHOCT.
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- TNapanuTudcH uneyc.

- Jeuennero ¢ EKCKJIO3A we tpstBa 1a ce 3anousa €JHOSPEMEHHO C JIEKAPCTBA, 33 KOHTO €
H3BECTHO, Y€ HMAT THAYMTENEH NOTEHIIHAN A3 TIPHMHHEABAT arpadynouwrosa. He ce npenopeysa
€/IHOBPEeMEHHATA YNoTpeDda Ha AHTHIICHXOTHLH ¢ YABRTKeHO 0cBOOOKaBaHE.

4.4 Coenna/inR OpegynpexieHHs H npeinatHH MepKH OpH ynoTpeba

ArpanyJlonHTO3a

EKCKJIO3A moxe 1a ipeiH3BHKa arpany1ouuTos3a. Yectorara Ha arpaHynolMTo3aTa H CMBPTHOCTTa
Cpe/ pa3sBIUTHTE arpaHyIOUMTO3a ¢a HAMAIeIM 3HAYMKTESHO Cllex MOHUTOpHpaHe 6pos Ha Gemute
kpheuu kieTkd { BKK) n abcomorans 6poii neytpodunu ABH. Cneannre npeanashu MEpKH ca
3aTb/DKHUTENBH U TpA0OBa 1a ce U3BBPILBAT B CHOTBETCTREHE C OPULIHATHHTE NPENOPHKH.

Ilopaxu puckosete, cBbp3anu ¢ yrnorpedbara Ha EKCKIIO3A, HeroroTo MpHio:KEHHE € OrPaHHYEHO

JI0 MAUMEHTH, KOUTO HMAT [IOKa3aHHA 32 JieueHne, OCOYeHH B To4ka 4.1, u

- KOMTO MMAT IThPBOHAYANIHO HOopManeH Gpoit ieBkounTH (6poii nepxouuTH > 3500/mm?
(3,5 x 10%1) u ABH > 2000/mm’® (2,0 x 10%/) u

- NPH KOMTO MOJKE 1A e M3BBLPLIBA PEAOBHO Mpocnensisale Ha Gpos Ha nepkouuTHTe H ABH
BCAKa ceAMHLA npe3 mbpeHTe 18 ceMAULIM, a cle/ TOBA MOHE Ha BCEKH 4 CEAMHLIM.
Habmonessero TpaGBa 12 npoAbiku 110 BpeMe Ha JICYEHHETO ¥ 4 CEAMHIIN CEA TBIHOTO
crHpade Ha npueMa Ha EKCKIIO3A.

TTpenu 3ano4BaHe Ha JIEHEHHETO ¢ KIIO3aMHH Ha IAuMeHTHTe TPAOBa jia ce HanpaBH KPhBEH TECT (BX.
"arpaHynoLUTO3a™), A C€ CHEME aHaMHE3a M /1A ce nposec $usvkanen npernen. [lanuenture ¢
aHAMHE3A 3a ChPACYHO 3a00NsiBaHe WIH aGHOPMHHE CHPASYHH IOKA34TENH, YCTAHOBECHH IPM
d3MKanHug npernex Tpabsa a ObaaT HACOUEHH KbM CIICLHANMCT 33 JOITHJIBHTENHH U3C/IeABAHHS,
KoHTo Morart ga exmousar EKI u naiuentrre Tpadea qa Obaar JIEKYBaHH, CaMO 4KO OYAKRAHHTE
MOJI3H ABHO NPEBHIABAT pHCKOBeTe (BK. TouKa 4.3). JlekyBaluaT fnekap TpabBa 1a oGMHCIH
13BbpLuBaHeTo Ha EKI npenu neuenuero.

Jlexkapure, OpeaNHCRAILH TeKapCTBOTO, TPAOBA Aa criasgaT cTPOro HEOOXOMHMHTE MEPKH 3a
Ge3omacHoCT,

IIpean 3anouBaHe Ha e4eHHETO nekapuTe TpAGBa 1a ce yBEpAT, JOKOIKOTO TOBA HM € H3BECTHO, Y&
MALMEHTET HE € NONy4aBal NPEAH HEKETaHa XEMATOIONHYHA PEAKLHA KbM KIO3aIHH, KOATO €
HAJTOXHIIA HETOBOTO NMpekbeBaHe, JlekapcTBeHHAT MPOAYKT He TpA6Ba Ja ce mpeanucea 3a nepruoaH
H0-ABJICH OT HHTEPBAIA MEXIY H3CIEABAHETO HA J1B€ KPLEHH KAPTHHH.

[IpuemsT na EKCKJIO3A Tpabea HezabaBHO Aa ce MPeKBCHE MO BCAKO BPEME HA JICUEHHETO, aKO
Gpost Ha NeskoUHTHTE €& oA 3000/mm® (3,0 x 10°/1) wnu ABH ¢ non 1500/mm® (1,5 x 10%/1).
Haunenture, npu xouto neverretro ¢ EKCKJIO3A e 6uno npekscBaHo nopasl HHChK 6poi Ha
neskountuTe HIH Ha ABH He Tpsa6Ba na npuemar nosropHo EKCKJIO3A.

Ilpy BcAka koHCYNTALMS va NalkenTa, nonyyasawy EKCKJIO3A TpaGpa fa ce HanoMAs 1a ce CRBpxkKe
He3a6aBHO ¢ NIEKYBAINHA MEKap, aKO 3aMTOYHE Pa3sBHTHE Ha KaKBaTo H Aa ¢ HudexuHs, OcobeHo
BHHMAHHE C/IC/1BA Aa ce 00PBLIA HA TPHIONOACOHHTE OTUIAKBAHUA KATO BHCOKA TEMIEPATYPa WIH
GoiKkH B IbP/IOTO, KAKTO H Ha APYrH CHMIITOMM Ha HHEKIHSA, KOATO MOXKe Jja 6be HHIMKALMA 32
HeyTponeHus. [lauueHTHTe M NonaraugkTe 3a TAX rpyxs Tpgbea Ja 6nnaT HHGOPMHpPaHH, Ye B Clly4ad
Ha HAKOH OT TE3H CHMIITOMH Te TpAOBa He3abaBHO I3 H3BBPLUAT H3CTIEABAHE HA KPbBHA KAPTHHA.
Ipenopw4Ba ce nexapHTe, NPEATHCBAH JEKAPCTBOTO /1a NA3AT IOCHE C PE3YNTATHTE OT KPHBHUTE
H3CIE/BAHUA Ha BCHYKH MALUEHTH K Ja NPeNpHeMaT HeoOX0qUMHTe MepKy 3a MPean
NalHEeHTH CIly4aiHo [a Momy4aT JISKAapeTROTO B Ohaewe.

[NaupenTHTe C aHaMHE3a 33 MHPRUYHHE 3a00NABaHAS Ha KOCTHHA MO3BK MOTaT [
caMo ako noji3aTta NpeeHiasa pHeka. Te Tpabsa na 6baaT NperneiaHy BHUMA
npeau 3anovsade Ha nedeHHeTo ¢ EKCKITO3A.




[TauuenTnre ¢ HECBK Gpoii Ha BKK nopaan Jo6pokauecTBeHa eTHAUSCKA HEYTpONeHHA TpAOBa na
OBJ4T NpeLeHeHH BHHMATEIHO W Morar ja sano4saTt neuende ¢ EKCKIIO3A eAHHCTBEHO ChC
CBITIACHETO HA XEMATOIOT.

Monuropupane 6pos Ha Gennte kppexl kietkn (BKK) u abcomorana npoii Heytpodunu (ABH)
bpoar na BKK u audieperipanHaTa KpbeHA KapTHHA TpAOBa Ja ce creaar B paMkure Ha 10 anu npeay
sanogBaHe Ha jeuente ¢ EKCKIIO3A, 3a 1a ce rapaHTHpa, Ye camo MauueHTH ¢ HopManeH 6poii BKK
(6poit BKK > 3500/mm? (3,5 x 10°/1) u ABH > 2000/mm? (2,0 x 10°/1) uie noayyar nexapcrBoTo.
Cnen zanoueane Ha neyernero ¢ EKCKIIO3A scaka cegmuna npes mepeute 18 cenmuum, a cien
TOBA IIOHE Ha BCEKH YETHPH ceIMuUM, TpaOBa 1a ce H3BBPLIEA PENOBHO H3CIIE/IBAHE H MOHHTOPHpaHe
Ha Oposar Ha neskourrTute 1 ABH.

MoHuTopHpaneTo TpAOBa a MPOABLIDKH [IPE3 LeHA KYPC HA JIEYCHHETO M 4 CEIMHLIM CIIEA TBJIHOTO
cnipaHe ha npyemMa Ha EKCKIIO3A nnu 10 RB3CTAHOBABAHE HAa XEMATONOTHYHHTE [IOKa3aTeNH (BIOK
no-nony ,.,Hamanen 6poit Ha BKK/ABH*). IIpu scaxa KOHCY/ITalUMA HA naumeHTa Tpabea na ce
HaTOMHSA 1@ Ce CBBbpiKe He3a0aBHO ¢ JieKyBalllus JieKap, ako 3alovHe Pa3sBHTHE HA HAKAKBB BU]I
HHPEKLHUA, OBUIICHA TEMIEPaTypa, BB3NAIEHO IbPJ0 WK APYTd rpHnonoaodHu cumnmomi. [Tpu
NOABa Ha CUMITTOMH WJIM [IPpH3HALY Ha undekuus Tpabea He3abaBHO Aa ce u3cneAsa 6poda Ha BKK
A ce H3BBPIIM AudepeHHanHa KphBHA KapTHHA.

Hucwk 6poii BKK/ABH

Axko 1o Bpeme Ha nedenre ¢ EKCKJIO3A nacTsnu nonwkesne Ha 6pos BKKmexny 3500/mm?

(3,5 x 10°/1) n 3000/mm? (3,0 x 10°/1) unu na ABH mexay 2000/mm’ (2,0 x 10%1) u 1500/mm’*

(1,5 x 10°/1), cnenra Aa ce M3RBPIIBAT KPBBHA M3CTEABAHMA HAl-MAIIKO [BA ITHTH CeAMHUHO, I0KATO
opoat na BKK 1 ABH Ha nansenta ce crabvnisupar cboTeeTHo B rpanuupre 3000-3 500/mm? (3,0-
3,5 x 10°1) 1 1500-2000/mm?® (1,5-2,0 x 10°/1) wnn Hang Tax.

ITpuemsT na EKCKJIO3A TpatBa ne3aGaBHO 1a ce MPEKBCHE NO BPEMe Ha JICYEHHETO, ako OposT Ha
BKK e nox 3000/mm’ (3,0 x 10°/1) unu ABH ¢ noa 1500/mm? (1,5 x 10°/1). Bposar na BKK u
AudepeHMaNHaTa KPEBHA KAPTHHA ClIeT TOBA TPAGBa fa GbOAT W3CIENBAHH SXENHEBHO U
MAHEHTHTE [a 0BAaT BHUMAaTeIHO HabnrogaBaHH 3a FPHNONORCOHH CHMIITOMH HITR APYTH CUMITTOMM,
npeanonaraiy uHdexima. [Ipenopruba ce MOTELKASHHE Ha CTOHHOCTHTE HA XEMATO/IOTHYHHTE
NOKa3aTe/IH upe3 MPOREK/IaHe Ha ABe KPBBHH M3CIIC/IBAHHA B JIBA N0C/IeOBATENNH AHH. Benpexu
toBa mpHemsT HAa EKCKJIO3A Tpatea na ce cnipe cnen mbpeaTa KpbBHa KapTHHA,

CJ'ICII CMHpaHe NpHeMa Ha KJIO3aITHH ¢e H3HCKBA OLICHKA Ha XeMaTOIIOrHUHHATE NMOKazaTe/iH 10
HAacTBhIIBAHE Ha TAXHOTO BB3CTAHOBABAHE.

Tabauya 1

Bpoii kpvenu xemxy Heobxooumu deticmeun

BKK/mm? (/) ABH/mm?® (/1)

> 3500 (=3,5x 10°) > 2000 (> 2,5 x 10%) Ja ce MpoABIKH TEYCHHETO C
EKCKJIO3A.

Mexmy = 3000 u <-3500 Mexay > 1500 1 <2000 | [la ce npoXbEKH ICYEHUETO C

=3,0x10°u<35x10% |(=>15x100u< EKCKJIO3A, na ce s3eMaT KPbBHH

2,0 x 10°) npo6H A8a IETH CEAMHYHO [0

cTabUIH3ApaHe WITH IORHLIABAHE
Opos Ha KPBBHHTE KJIE

<3000 (<3,0x 10% <1500 (< 1,5 x 10%) HesabapHo na ce npasfiay
neqennero ¢ EKCRII®

B3EMAT KPBBHU
OTIIYMABAHE H
OTKJIOHEHHS, 13
undeximu. /a
NIeYEeHHeTo.




Axo cnen cnupanero 5a EKCKIIO3A post na BKK npoan/ixe 1a BaManaBa moj 2000/mm*
(2,0 x 10°1) mnm ABH pocrarae crofinoeru mox 1000/mm? (1,0 x 10%1), neqennero a ToBa
ChCTOARAE TPROBA Aa ce PLKOBOJH OT ONMATEH XeMATOJIOT.

Ilpeknpcpane HA ASHEHHETO NOPAAH XeMaTONOTHYHH IPHYHHH
[TaumenTure, npu kouto Nevenueto ¢ EKCKIIO3A e 6uito npexsceano nopamd HUCHK Opoi Ha
nepkouuTUTe WK Ha ABH (B no-rope) ne Tpa6ea aa npuemat nosropo EKCKJIO3A.

IMpenoppusa ce Nekapure, NPeANKCBALIM JEKAPCTBOTO A MA3AT AOCHE C pe3YJITaTHTC OT KPBBHHUTE
H3CNIEIBAHUS HA BCHYKM MALIMEHTH U [Ia MpeanpueMar HeoOXoJMMHTE MEPKH 3a Npe/INa3BaHe Ha Te3u
MALMEHTH CITyYaifHO Ja MOAYYaT IEKapeTBOTO B Oh/eine.

Ipexncpade Ha NeYEHHETO NOPAdH IPYTH OPHYHHH

Ilanuenrthre, koo ca nonyuasann EKCKIIO3A B npoabbKeHHe Ha nopeye oT 18 ceamMunn n
JNIEYEHHETO MM € BIITO MPEKBCHATO 3 M0BEYE OT 3 AHH, HO TIO-MAJIKO OT 4 CeAMHLH, TPAOBA 1a cnensT
Opos Ha neskolMTHTE B ABH execenmuuno 3a oule 6 ceIMHIN. AKO XeMaTOMOTHYHHTE [I0KazaresiH
¢a HOPMA/IHA MOHMTOPHMPAHETO MOKE J1a C€ H3RHPIUBA OTHOBO HA MHTEPBAIM HE NO-Ab/IrH OT 4
cenmuiu. Axo nevennero ¢ EKCKIIO3A e Guno npexscHaTo 3a 4 iiH [0BEYE CEAMHLH €
HeoGXO0IHMO ekeceIMHMHO MOHHTOPHpaHe npez cienpaiure 18 ceaMHIM OT ICUEHHETO H J03aTa
Tpsa0Ba Ja ObJe NOBTOPHO THTIPHpaHa (Bxk. Touka 4.2).

ﬂ PYTH NpemimasHl MEPKH

Tosn nekapcTeeH MPOAVKT CBABDXKA JJAKTO33 MOHOXHADAT.
TMaiHeHTH ¢ peKK HACIEACTBEHH 3a001ABAHMS KATO FATAKTO3HA HEMOHOCHMOCT, JIakTazeH aeduLHT
Ha Lapp unM rnoko3Ho-ranakTozHa manabcopbins He TpsaORa Ja npHeMaT TOBa JICKapCTBO.

EozuHodmius

B ciy4aii Ha eoaunodunnsd ce npenoppusa criupane Ha EKCKIIO3A, ako GpoAT Ha eosHO(HNTE ce
nosuurd aag 3000/mm’ (3,0 x 10%1), neuennero Tpatea na 6bae NOAHOBEHO CAMO CleA KaTo OpoAT Ha
eozuHogHnuTe cnague nogx 1000/mm* (1,0 x 10%/1).

TpombonuToneHus
B cnyudaif Ha TpoMGoumToneHus ce npenopsysa cnupane Ha jedenneto ¢ EKCKIIO3A, axo Gposar na

TpoMbouuTHTe cnaare moa 50 000/mm? (50 x 10°/1).

ChpIeYHO-CHIORH HAPYIIIEHHA

ITo epeme Ha neuennero ¢ EKCKIIO3A Moske 1a BB3HMKHE OPTOCTATHYHA XMITIOTOHHA ChC WK O€3
cuHKOI. B peaku cnyuan konancst Moxke a Objie Texpk H ChIPOBOACH OT COHpaHe HA ChpReYHATA
IeRHOCT H/unu aumaneTo. [lo-BepoATHO € TakMBa peakiiH /1a Bb3HHKHAT NPH eTHOBPEMEHHa
ynotpeda ¢ Ger3onuaienus WM APYT [ICHXOTPONeH areHT (BXK. Touka 4.5) U 1o BpEME Ha
IIEPBOHAYANHOTO THTPHPAHe BBE BPb3ka ¢ Ghp30 MOBHIIABAHE Ha qo3aTa. B MHOrO peaikH ciyyaM Te
MOraT A2 Bh3HUKHAT OIIE C/Ie], MEPRATa 03a. 3aTOBa NAIMEHTHTE, KOUTO 3aI104BaT JICHeHHe ¢
EKCKJIO3A H3KcKBaT BHUMATENTHO MeaHuuHcko Habmoneuue. [Tpu nmaupenTu ¢ 6oect Ha
IlapkuHCOH € HeOOX0IHMO MOHHTOPHPAHE HA KPLBHOTO HAIATAHE B M3NPABEHO M JICTHATIO
[OJIOXEHHE MPE3 TbPBHTE CEIMHLIH OT JICUYEHHETO.

AHaNMU3bT Ha DasHTe JaHHH 32 De30MacHOCTTa MOKa3Ba, Y€ NPHIOKEeHHETO HA KNO3aMNHH € CBBP3aHo C
MOBHIICH PHCK OT MHOKAapPIHT, ocobeHo o BpemMe, HO HE C€ OrpaHn4aBa no, MbPBHTE ABA MECCHA OT
nedeHveTo. Hakou or CITy4aHTE€ Ha MHOKaApIHT ca OMIIH ¢ NeTalieH H3Xo[.

KapAMOMHOTIaTHS TpA0Ba Ja Ce OYaKBa NpM NAUMSHTH, KOMTO H3[IATBAT Ne
CBCTOSIHHE Ha MOKOH, ocobeHO Npe3 rppeuTe 2 Mecela OT NEYEHUETO W/MII



Muokapaa. Jlpyrd CHMOTOMM, KOMTO MOTAT [a MPUCHCTBAT B IONBITHEHHUE KbM TOPENocOUYeHHTe ca
rpHIONONOOHHTE CHMITOMH. I1pH CEBMHEHME 332 MHOKAPAUT WIH KapJHOMHOMATHSA JISUEHHETO C
EKCKJIO3A Tpafea Bennara aa ce npekpari H NaUHEHTHT Aa OB/l HACOUEH KbM KapAHONOT.

TTauHeHTHTE ¢ MUOKAPAMT WAN KAPAHOMHOMNATHSA, IPUYMHEHK OT KJ103aNUH He TpAOBaA Na npHemar
noeropHo EKCKJIO3A.

Wndapxr Ha Muokapna

B nomenHeHue, HMa NOKNAABaHH MOCTMAPKETHHIOBH CHOOLIEHHA 3a HHdapKT HA MHOKApAa, KOHTO
Moxe Ja e Oun datanen. [lopagk cepHo3HO MPERIIECTBAIIO CHPACYHO 3a00MABAHE H MPHEMIHBN
ANTEPHATHBHU NPHYMHH B TIO-TOJAMATA YacT OT TE3H CAYYAH OHEHKATA Ha MPHIHHHO CIIEACTREHATa
BpPB3Ka € IPYMEMITHBA.

VYpmkarane Ha QT wHTepBaia
MoxobHo Ha OCTAHANNTE AHTHIICHXOTHIM Ce NIPESNOPbYB2 TOBHINEHO BHHMaHHe NPH NALUHEHTH ¢
M3BECTHO ChPAEYHO-CBHAOBO 3a00MaBaHe WM GaMiTHa aHAMHE3a 3a yabmkasaHe Ha QT uHTepsana.

IMogo6HO Ha OCTaHANWTE AHTHNCHXOTHIIM CE NPENOPbYBA NOBHIIEHO BHHMAHHE NPH NPHNOXKEHHE Ha
KIO331IHH ¢ JIEKAPCTBEHH NMPOAYKTH, 33 KOUTO € U3IBECTHO, Ye yBesnyapat QTc unTepnana.

LepeGpoBackyAapHH Hexenalu cubuTus

Ipu panpoM#3Mpasy, Manebo-KOHTPONHPaHH KIHHHYHH NPOYYBaHAA HA NaLHEHTH C JEMEHINA,
JNIEKYBaHH ¢ HAKOM aTUIHYHHA AHTHIICHXOTHLM, C¢ Habmoaaea ce npHOIH3UTENHO TPHKPATHO
MOBHLIGHHE Ha PHCKA OT LepeGpo-BacKylapEy Hexelani ChOMTHA. MeXaHH3MET 3a TO3H NOBHILEH
PHCK He ¢ u3pecTeH. [lorHineH prck He MOXKE Ja ce HRKMIOYH 33 APYTH AHTHIICHXOTHLIH HITH APYTH
nofyfauMs naudenty. Knosanux tpabea qa ce H30oa3ea ¢ MOBHIICHO BHUMAaHHE [IPH MaLMEHTH ¢
PHCKOBH (PaKTOPH 3a HHCYJIT.

Puck ot TpomboemEonusbm
Thit KaTo NPHICKEHHETO Ha KI03anMH MOke 1a GbJe aCOLMHpaHo ¢ TpomGoeMboTAsbM, Tpabsa ra ce
n304rea UMOOHIM3AIAA Ha MALXEHTHTE.

JloKaaBaHK ca Ciiyyad Ha BeHo3eH TpoMGoemBonn3bM (BTE) npu ne4eHHE ¢ aHTHIICHXOTHIM. Thi
KaTO NPH MALMCHTHTE, IEKYBAHH C AHTHICHXOTHLH, 4€CTO Ca HaTHLE NPHROOHTH pHCcKOBY baKTOpH
3a BTE, Bcruks BB3MOXKHH pHCKoBH dakTopk 3a BTE Tpabea na 6naat naeHTHHUMpaHE npeau U 1o
BpEME HA AICYHEHHETO € Kno3aliH 1 Aa 51;11&1' npeanpHeTH NpeBaHTHBHH MEPKH.

I'bpuose
IMauneHTHTe ¢ aHaMHe3a 3a enwicncus TpaGea na ObAAT BHUMATETHO HaOMOAABAHH 110 BpEME Ha

JEYEHHETO ¢ KIO3AIHH, THH KaTo MMa ChOBLIEeHHA 32 10303aBUCHMH I'bpuoBe. B TakuBa ciyvad
nozara Tpabea na ce HaManki (Bk. Touka 4.2) |, ako e HeoDXOAUMO, [a ce 3aNoYHe AHTHKOHBYICHBHO
JieveHHe.

AHTHXONHHEPTHYCH €(eKT
EKCKJIO3A okazBa aHTHXOMHHEPrHYHO ACHCTEHE, KOETO MOXKE J1a NPEAN3BHKA HEXEAAHA
JIeKapCTBEHK PEAKLMH B LIE/IHA OpraHu3bM. Ilpenoprusa ¢ BHUMATETHO HAOMOASHHE IPH HAMYHETO
Ha YrolieMABaHe Ha TIPOCTATATa H TeCHOBI'BIHA [ayKoMa. BepoaTHO 1opaay HErOBUTE
AHTHXOJIHHEPIHYHH CBONCTBA KJIO3AMUH € CBBP3aH ¢ PalIHYHH IO CTENCH YBPEXKAaHWs Ha YpEBHATA
MEPUCTANTHKA, KOWTO BAPUPAT OT 3anek A0 YpeBHa HENPOXOHMOCT, 3aAbPXKAHE HA QEKATHH H
MapaMHTHYeH Wieyc (Bx. Touka 4.8). Panko Te3u ciyuau ca 6unm ¢ daranen usxon. Ocobeno
BHHMAaHHE ¢ HeoBX0QHUMO [pH MALMEHTH, KOHTO NOMYYABAT ChITETCTBALIM JICKap :
H3BECTHO, Ye NPUIHHARAT 3anek (0co0eHo Te3H ¢ AHTHXOIHHEPI HIHH CBOHCTBA, K
HAKOW aHTHIICHXOTHLH, aHTH/ICMPECAHTH K AHTHIAPKHHECOHOBH JIEKAPCTBA), HYA
3abo/iaBaHe Ha eOenOTO YEPBO KK 32 ONePALHS B JOTHHTE TAKH Ha KOPEMS
YCJIOKHAT ¢HTYaluaTa. HIKAOUHTEIHO BAKHC € 3aHeKsT A2 ObjAe pasnoiHaT

TloBHIICHHE HA TEMIICPATYPATa



ITo Bpeme Ha nevenne ¢ EKCKJIO3A nauueHTHTE MOFAT 12 MONYYAT NPEXOJHHU DOBHLICHHS HA
Temnepartyparta Hag 38°C, Hali-yecTo npes mMbpBHATE TPH CEAMHULH OT JiedeHueTo. To3n debpunuter
obuKHoBeHO € fo0pokayecTBeH. B HikoM cyuyan Toi MoxKe 2 € CBBP3au ¢ NOBHILIEHHE WK
HaMa/leHHe Ha 6pos Ha NeskouuTHTe. TlanuenTn ¢ GebpunureT TPAGBEA BHUMATENHO 1 CC OLICHABAT,
3a JIa ce H3KIMOYH BE3MOIKHOCTTA 3a MoAJIeskatia MHGEKIMA WM Pa3BHTHE Ha arpaHynoumrosa. [1pu
HAMTMYHE HA BUCOKA TEMOepaTypa, TpabBa Ja ce pasriiesa BL3MOKHOCTTA 34 HEBPOJENTHYEH
manurder cuaapom (HMC). Ako auarnoszara 3a MHC 6bae notsbspaeHa, npaema Ha EKCKJIO3A
TpabBa He3a0aBHO 1a c€ MPEyCTAHOBM K Ja Ce NPEANpUeMaT HeoOX0AUMHTE MEPKH 3a JICHEHHE.

MeTabonuTHH nDpoMeHR

ATHMIYHATE aHTHIICHXOTHYHH NexapcTa, BmoynTenso EKCKIIO3A, ca ceupiaHH ¢ MeTabOIMTHH
MPOMEHH, KOHTO MOTAT Aa MOBHILAT ChPACYHO-CHA0BHA/MO3LUHO-CHAOBHS pHCK. Te3n MeTabonHTHH
MPOMEHH MOFaT Ja BKIIUBAT XHIEPIIIHKEMHA, JHCAHIIHASMHA H YBEeIHYaBaHe Ha TernoTo.
ATHNHMYHKTE aHTHUIICHXOTHYHM NTEKApPCTEa MOTAT Jia AOBEAAT A0 HAKOH MeTabOMHTHK NPOMEHHU, HO
BCAKO JIEKAPCTBO B TO3H KIAC HMaA CBOH COOCTBEH crieuudiyeH 1poH Ha pHCKa.

Xeehepearuxemun

Psajko ca chobINaBaHH ClyyaH Ha HApyIIeH MIIOKO3€H TOJIePaHC W/HIH Pa3BHTHE WM BJIOLIABAHE Ha
3axapeH aMabeT 110 BpeMe Ha JIEUEHHETO © KIIo3anHH. Bee olle He e H3BECTEH MEXaHH3MBT 32 Ta3H
BB3MOKHA acolHauua. MHOro psako ca crobLIaBaHH CyHaKn Ha TEXKKA XHUIICPrIIHKEMHA C
KeT0alK103a HITH XHIIepOCMOTapHa KOMa MPH NalueHTH 6e3 aHAMHe3a 3a XHIIEPriIUKeMHUs, HAKOH OT
KOUTO ca OHnn ¢ haranen uzxof. JlasHuTe 3a NPoceAABaHETO TOKA3EAT, Y€ CIMPAHETO HA IIPHEMA Ha
KJIO3aMHH BOJH Haii-BeUe O OTLIYMSBAHE Ha HAPYLUCHMA [IIOKO3EH TONEPaHC, a MPH MOBTOPHO
BBEBEX/JAHE HA NEKAPCTBOTO A0 HeropoToe Bhiobuoedpane. [lauMeHTH ¢ NocTaBeHa AMAarHO3a 3aXapeH
AuabeT, KOHTO ca 3aMovHANM JICUSHHE ¢ ATHITMMHH aHTHIICHXOTHLM Tpabea na ce Haburonasat
PEJOBHO 32 BIOHIABAHE HA FIIOKO3HMA KOHTpou, ITaukenTu ¢ puckoer (akTopu 3a 3axapeH nuaber
(HarpuMep 3aTIbeTABAHE, haMHIHA agaMHe3a 3a AnabeT), KOUTO 3aro4YBaT JICYEHHE C ATUNHYHH
AHTHIICHXOTHOM TpAOBa la OBbaaT Mo0XKeEHd Ha H3CNeABaHe HA T/II0KO3aTa B KPbBTA HA IMaJHO B
HA4aJ10TC Ha IEYEHHETO U [IEPHOAMYHO 10 BpeMe Ha JieueHHero. [lauHenrd, KOHTO pasBHBAT
CHMITTOMH Ha XHIIEPrITHKEMHS 110 BPEME Ha JICYEHHETO ¢ ATMIMYHY aHTHIICHXOTHIM TpAOBa Aa Gpaar
MOJ/UIOXKEHH Ha U3ciAe/IBaHe Ha ITIOKO3aTa B KPEBTA Ha MagHo. B HAKOH ciydad, XHRepriHKeMHATa
OTIIYMSBA Ce] NPeyCTaHOBIBAHE HA JISUYCHHETO ¢ ATHIIHYHY aHTHICHXOTHIH, HO PR APYTH
MAQHUCHTH e HaJTara 3anoypaHe Ha aHTH)lHaGCTHO JICYUCHHE, BBEIIPEKH CITHPAHE Ha nexapc*rno-ro.

Ipy nauHeHTH, TP KOUTO aKTHBHOTO JIEKapCTBEHO JIEHeHHE HA XMIIEPTIIMKeMHUATa e 610
HeycIelHo TpAbea fa ce 0OMHCIN NpeKpaTABaHe Ha TEYSHUETO C KIO3ANuH.

Huchunudemus

Habnionapanu ca He;XenaHi GPOMEHH B JTMIHAHKTE NOKA3ATENH NP NALMEHTH, IEKYBaHH C
aTHNHYHH AHTUNICHXOTHIH, BKIFOUHTETHO M Kozanuu. IIpenoprysa ce KIHHHYHO Habmonenye,
BKJIKOYHTEMHO M3XO0OHH H [TOCHeaBaLIH MNEePHOAHYHH OUEHKH Ha JIMITHAHHTO MOKAa3aTel/IH IIpH
MALKEHTH, NPHEMAILH KIO3aNHH.

Veeauuasane na mezaomo
VYEBenHuaBaHe HAa TErNAOTO € HAOMIOAaBaHO MPH yNoTpeda Ha ATHNHYHHA AHTHNICHXOTHYHH NEeKapCTRa,
BIJTFOMHTENHO KNo3anud. [Ipenopbusa ce KAHHHYHO HaOMOAEHHE Ha TErMOTO.

Rebound, peaxyuu na ,,omuemare

Croluiasar ce OCTPH peaKLHH Ha ,,OTHEMAHE™ CJIe]l PA3KO NPEKBCBAHE Ha IPHEMA Ha KIO3amHH,
nopany KOSTO ce NIPENophUBa MOCTENEHHOTO MY CIIHPaHe., AKO € HEOOXOTHMO BHE3AMHO CIIMpaye
(HanpHMep nopaau JieBKoneH s ) NauMeHTsT TPA0BA Ja ce Habaro1aBa RHUMATENHO 32 TOBTOPHA

o0unHO MoTeHe, rnasobonue, ragee, NOBPBIIAHE M IHaPHAL.
CrenyalHy NooyIauHy

Heprodpobro yepescdarie




[TaLMeHTH cbe CTAOHIHNA NpeaxoxAaK 3a6oaBaHus MoraT ga noryyasar nevenne ¢ EKCKJIO3A,
HO €2 HeoOXONMMH PENIOBHH H3CTIelBaHAS HA YepHOApoOHaTa (ynkiua. MaciensanusiTa Ha
uepHOApobHaTa hyHKIUA TPAOBA fa ce H3BBLPIIBAT MPH MALMEHTHTE, [IPH KOHTO N0 BpEME Ha
nevenneto ¢ EKCKJIO3A ce paieMBaT CHMITTOMY Ha BB3MOXHO HapyHISHHE Ha YepHoapobHata
($YHKIHA KaTo rajicHe, noBphiuaHe, H/WiH GezaneTurie. AKO NOBHIICHUETO HA CTOHHOCTHTE €
KITHHUYHO 3Ha4MMO (MoBete OT 3 TbTH Hax roprarta pedepeHTHA rpaHHIia) HIH Ce MOABAT CHMATOMH
Ha KBATEHUa, AedeHueTo ¢ EKCKJIIO3A tpa6ra na ce npekpati. To Moxe Aa ce BE300HOBH (BXK.

.1 TOBTOPHO 3atouBane Ha Tepanua™ B Touka 4.2) eAMHCTBEHO, 3KO Pe3YJITATHTE OT TECTOBETE 34
uepHoApoOHa PyHKUMA ca HOpManku. B TakuBa ciryuan dephonpodHata gyHkuus Tpadea a ce
npocieiiBa BHHMATENHO clex 11osTopHoTo Bllousade Ha EKCKIIO3A.

Hayuenmu na evzpacm na t Had 60 2o00uHy
IIpenophuBa ce Jie4eHHETO HA MTALHEHTH HA RB3AcT Ha M HaJ 60 rofMHH Ja 3ano4sa ¢ MO-HHCKA 11032
(BK. TOuKa 4.2).

[pu nevenue ¢ EKCKJIO3A moxme aa ce pa3sBue OpTOCTATHYHA XMIIOTOHHA M MMa Cho0UIeHNs 32
cly4ad Ha TAXHKapIHA, KOATO Moxe na Gbae tipoabmxurenna. [lauuenture Ha Bp3pact 60 roquuu H
NO-BB3PacTHH, OCODEHO TE3M ¢ HapyIleHa ChbpASYHO-CHLA0BA PYHKUNA, MOTaT a ObJaT Mo-10JaTIHEH
Ha Te3H e(leKTH.

HatpaeHTHTE Ha BB3pacT 60 rogHHEH ¥ NO-BB3IPACTHH MOTaT Ja ObIaT 0co0eHO0 ONATIIMBH HA
aHTUXONMHepruuHuTe edexTH Ha EKCKIIO3A, kaTo 3a/pBkka Ha ypHHA H 3aleK.

[lopuineHa CMBPTHOCT NPH XOpa HA BBIPACT HA M HaJ 60 rOHHHA ¢ AeMEeHIIHA

JlaHHuTe OT ARE roneMy HabIOAATENHH NPOYUBAHUA [IOKA3BAT, M€ XOpa Ha BL3PacT Ha H Haj 60
FOJHHH ¢ AEMCHIIHA, KOHUTO Ca JIEKYBAHH C aHTHIICHXOTHLIA £a H310xeHH Ha HEIHAYMUTENTHO NO-BHCOK
PHCK OT CMBPT B CpaBHEHHE ¢ HENEKYRAaHWTE. HaMa nocTaTkyHO NaHHH, 3a Ja Ce HanpaeH TEEPIO
3aKMIYCHHE OTHOCHO TOYHOTO OHPEH,GHF[HE Ha CTEICHTAa Ha pHCKa B ﬂpH‘lHHaTa 34 [MOBHIIEHHA pncx [~
HEH3BECTHA.

EKCKJIO3A ne e onobpeH 3a neuenne Ha CBBP3aHH C JeMEHIHATA NOBEXSHYECKH HAPYIIEHHA.
4.5 B3aumoIeiicTBHE ¢ APYTH JeKAPCTBCHH NPOAYKTH H ApYrd $OpMHE Ha B3aHMOAeiicTBHe
IIpoTHBOMOKA3AHKA 32 EAHORPEMEHHO IPHNOKSHHE

J'Iexapcma, 334 KOUTO € M3BECTHO, Ye HMAT 3HAYHUTEIICH MOTCHIHAI fa NOTHCHAT (IJYHKLIHHTa Ha
KOCTHHA MO3BK He Tpabpa aa ce uinomzsat zaeauo ¢ EKCKIIO3A (Bx. Touka 4.3).

AHTHNCHXOTHIM € YABIDKEHO OCBOGOKAaBaHE (KOUTO MPUTEKABAT MHENOCYIPECHBEH MOTSHIUAN) HE
TpaAGBa na ce w3nonsear eaHospeMenno ¢ EKCKJIO3A, Thi kato Te He Morart aa 6baar 6bp3o
€/IMMHHHPAHH OT OPraHH3Ma B CIYYaHTe, KOTaTo TOBA MOXKE /1a € He0OXOIHMO, HanpUMep
HeyTponeHns (Bk. Touka 4.3).

Ankoxon He TpsOBa Aa ce ynoTpebsaBa 3ae1HO C K103anuH NOpaaH BE3MOKHO MOTSHUKHPAHe Ha
ceIaTHBHHA edeKT.

[IpeanasHy MepKH NPH KOPHIUpAHE HA A03aTa

EKCKJIO3A mosxe na zacknu uentpanuute eextr Ha ITHC nenpecantuTe, KAaTO HAPKOTHIH,
aHTUXHCTAMHHH K GeHzopuazenuHn. [Ipenopbyea ce ocobeHo BHHMAHHE MIPU 3aM0YBAHE Ha JIEUCHUE
¢ EKCKJIO3A npn nauueHTH, KOHTO MpHeMAT GeH301Ha3eTIMH WM OPYTO MCHXOTPONHO JIEKapCTBO.
Te3u manyeHTs ca ¢ NOBUILEH PUCK OT LIMPKY/IATOPEH KOMANC, KOUTO B PEAKH CIIydJaH Moxe ja Obae

IIpn enHoBpeMEHHO NpunaraHe HAa IEKAPCTEA, MPHTEIKABALLH AHTHXOHHEPT
MOTHCKALN AHIIAHETO edeKT NOBUIIEHOTO BHHUMAHHE € OT ChIIECTBEHO 3Ha'CH
EB3MOKHOCTTA OT aAWTHBHH eeKTH.
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bnarogapenne Ha cBouTe aHTH-¢t-aapeHepruvHH cBoiicTea EKCKJIO3A Moxe fa HaMalH
NOBHIIABALMS KPBBHOTO HANAraHe edexT Ha HopaJpeHATHHA WM Ha JPYTH, [IPEIHMHO o-
aJ|peHEPrHYHH JIEKAPCTBEHH arcHTH, KaKTO H Ja IPOTHBOAEHCTBA Ha MPECOPHHA eekT Ha
envHedpuHa.

EnHoBpeMeBHOTO NpHITOKEHHE Ha JIEKAPCTBA, 32 KOMTO € H3BECTHO, Ye HHXMOHPAT aKTHBHOCTTA Ha
HAKOH OHTOXPOM Pyso H30eH3NME MOXKe 1a MOBMIIH HUBATA HA KJI03AIHH H J1a C¢ HANOXKH HaMalsBaHe
Ha J103aTA Ha KJIO3AQKH, 32 3 Ce NPeoTBPATAT HeXKeJIAHUTE JICKAPCTBEHH peakuu. ToBa € no-paxHo
3a uHXubuTOpUTe Ha CYP 1A2, Kato kodenH (Biok MO-101Y), IEPA3HH H CENEKTHBHHA HHXHOMTOP Ha
0GpaTHOTO 3aXBalllaHe Ha CEPOTOHMHA - nyBokcamMuH. Hakou Apyrd HHXHGHTOPH Ha 0OPATHOTO
3aXBallAHE HA CEPOTOHHHA, KaTO HATpuMep (DNyOKCETHH, MTAPOKCETHH H B MO-MAJIKa CTEMEH
ceprpaiHl ca HHXHOHTOpH Ha CYP 2D6 u B pesynrat Ha ToBa ca Mo-Ma/IKo BEPOATHH 3HAYHMH
¢dapMaKOKHHETHYHH B3aUMO/ICHCTBHA ¢ k103anuH. TTo chilMsA HaYMH (HapMaKOKHHCTHYHH
B3aUMOZeHCTBUA ¢ uEXuOUTOpH Ha CYP 3A4, xaTo a30,10BH aHTHMUKOTHUM, LIHMETHIHH,
SpPHTPOMMILIMH H [IPOTEa3HH HHXWONTOPH Ca MATKO BEPOATHH, BBIIPEKH He TakHBa Ca ChoOLIABAHH.
XOpMOHANHUTE KOHTPAUENTHBH (BK/IIOYHTENHO KOMOHRALMK OT eCTPOTEH H MPOTECTEPOH MK
TIPOreCTEPOH CaMOCTOATENHO) ¢a uHxuGuTopu Ha CYP1A2, CYP3A4 u CYP2C19. CnenoBarento
3aMoYBAHETO WK NPEKPATIRZHETO HA NNPHEMA Ha XOPMOHAIHH KOHTPAUEITHBH MOXE Ja H3HCKBA
KOpeKLMs Ha A03aTa Ha KII03aITHH Cropex HHAMBHAYATHATA MeAHIIHHCKA HeoOxonaMocT. Thii xaTo
TUIa3MEHATa KOHLCHTPALKs Ha KJIO3aHH Ce NMOBHILABA OT IpreMa Ha XoenH H ce MoHIKaBa ¢ 61H30
30 % cuexq 5-aHereH Oe3xodCHHOB EPHOA, MOXKE /12 C€ HAIOAKAT NPOMEHH B J03aTa Ha KJIO3aNHH NpH
NpoMsHA B HABHKA 32 [IPHEM Ha HAMMTKH, ChALpXKalll kohenH. B cnyyaH Ha BHE3aNMHO CnHpaHe HA
TIOTIOHOIYIIEHETO TUIa3MEHATa KOHIEHTPAIAA HA KIO3AMHH MOKeE [a CE TIOBHIIH, B PE3YNITaT Ha
KOETO 12 HapaCHAT HEXEJIAHHUTE PEaKLMH.

Cro0rienu ca cryual Ha B3auMo/ieHCTBHE MEXTY [IMTANONPaM H KI03alHH, KOSTO MOKE I NOBHILM
PHCKA OT HEKENAHH PeaKuMH, CBBP3aHu ¢ Kno3andd. EcTecTBOTO Ha TORA B3aHMONEHCTEHE He €
HAITBJIHO H3ICHEHO,

EnHoBpeMeHHOTO NMpUIOXKEHHe HA JIEKAPCTRA, 32 KOHTO € H3BECTHO, Ye HHIYLUPAT LIHTOXPOM Paso
€HIMMHTE MOJKE [|a MIOHIDKM [Ia3MEHKTE HUBA HA KI1032N1WH, KOETO BOJH A0 HAMaleHa edHKacHOCT.
JlekapcTea, 33 KOMTO € U3BECTHO, Y€ HHAYLHPAT aKTHBHOCTTA HA IHTOXPOM Pisp €H3HMHTE H 33 KOHTO
HMa cbObLIEeHHA 3a B3aHMOAEHCTEHA ¢ KITO3aNMH BKTIOYBAT, HAaNpumep, kapbamasenuy (He TpabBa sa
Ce M3IION3BA eTHOBPEMEHHO ¢ KIO3AMKH, OPaIy MHEIOCYNpeCHBeH MMOTEHUHAT), GeHHTOHH H
pudamnumy. Hisectnu ungyxropu wa CYP 1A2, kato oMenpazon, MOraT ja JoBejat 10
MOHIKABaHE HUBATa Ha KI03anuH. [loTeHUMansT 3a MOHmwKaBaHe Ha e(pHMKaCHOCTTA HA K/IO3AIHH
TpabBa 1a ce HMa NpeBHA, KOTAaTO CE H3MOM3BAa B KOMOHHALHA C TE3H JIEKapCTBa.

l![!!l’l{

Ennospemensata ynotpeda Ha muTei win apyru LIHC-akTHBHH tekapcTBa MOXKE /1A MOBHIIN PUCKA
OT Pa3sBHTHE Ha HEBPOJICIITHYEH MaTHrHed cuiapoM (HMC).

CpoDbIaBat ce cllyuau HAa PEJKH, HO TEXKH MbPYOBE, BICTIOYHTENHO 110984 HA TbPYOBE MPH MAlMEHTH
0e3 enmunencHA H OT/eJIHH CITydad Ha JEJTHp, KOraTo KIO3aIdH € NpUiarad ¢IHOBPEMEHHO ¢
Bannpoepa kuceaHHa. Tezun edexTH BepoaTHO ce ABIDKAT Ha (apMaKkoOJHHAMHYHO B3aHMO/IEHCTRHE,
YUIITO MEXAHHIBM HE € H3ACHEH.

Heo6x0/IMMO € MOBUILEHO RHUMAHHE MPY NaUWEHTH, [Oy4aBalli CLITETCTBAMIO JIEYEHHE C ApYIH
NeKapCTBa, KOUTO ¢a WK HHXMONTOPH, MM HHAYKTOPH Ha UUTOXPoM Paso mzoensumure. Jlo tosm
MOMEHT He ca HaOllolaBaHK KIIHHHMHO 3HAYHMH B3aHMOASHCTBHA ¢ TPHLIHKIHIHE aHTHAENPECAHTH,

thenorrazuHH H TN [C aHTHAPHTMHYHY NeKapCTBa, 33 KOWTO € H3BECTHO, Y€ CE CBBP3B
Piso 2D6.

Kakro n NpH APYTATE aHTHINCHXOTHLH 'I‘pﬂGBa Ja ¢¢ BHHMABA, KOMaTo © KJ103al
NIEKAPCTBEHH NPOZYKTH, 32 KOMTO € H3BECTHO, ue yasmkasaT (YTc uatepsana
EIEKTPOTATEH [KcOamaHc.
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KpaTko ofHcaHHe Ha CUMTaHUTe 33 HaH-BAaKHH JICKAPCTBEHH B3aHMOAEHCTBHA C© KJI03AIIHH € JaN€HO B
mabruya 2 no-nony. CucLKBT He e ¥34epIaTeneH.

Tabnuya 2

Cnpapka 3a Hal-4eCTHTe JICKAPCTBEHH B3aHMO/ICHCTBHA C K103allHH

Jlexapcmeo

Braumoodeiicmenn

Komenmapu

JlekapcTBa, NOTHCKALH KOCTHHS
MO3BK (Hanp. kapbamMazerly,
xnopameHHAKon, cyndoHaMHau
(Hanp. ko-TpUMoKcazon),
MHPa30/I0HOBH AHAITETHLIH
{Hanp. genunbyTazon),
NEHHULHIAMHH, LMTOTOKCHYHH
aredTH ¥ HHKEeKITHOHHH
AHTHIICHXOTHLH ¢ YIB/DKEHO
ocBoboXaapaye

IoBumIaBa pHcKa H/HIH
TEHECCTTA HAa NMOTHCKAHE Ha
KOCTHHA MO3BK.

Knozanux ue Tpadea na ce
npriara e JTHOBPEMEHHO ¢
IIPYTH JiexapcTea ¢ aobpe
H3BECTEH MOTEHLMAN 33
NOTHCKAaHEe PYHKIMATA HA
KOCTHHS MO3BK (BK. TouKa 4.3).

Bensoauazeminu

EQHOBPEMEHHOTO OPKIOKEHHE
MOKE 1a MOBULIH pHCKA OT
LHPKYIATOPEH KOJIATC, KOEeTO
MOJKE a AOBEIE J0 ChPAeYEH
HW/WIH pecriHpaTopeH apecT.

Brnpeku "e ce moaBABa PAAKO,
ce MpenopnuBa NOBHIIEHO
BHUMAHHE NPH eTHOBPEMEHHO
TIPHJIOKEHHE Ha TE3H
nekapctea. Crobienunte
cllyda Npeanoarar, ye € mno-
BEpOATHO MOTHCKAHETO HA
JHIIAHETO H KoJarca Ja
BB3HHKHAT B HAYaA10TO Ha
MPIIOKESHUETO HA Ta3H
KOMOHHAIMA HIH KOraTo
KNO3a0HH CE BKJIFOYH KM
YCTAHOBEH PEXHM C
GeH30AMAZETTHHH.

AHTHXOHHHGPFH‘!HH JIEKapcTBa

Knozanun notcHumpa
ﬂeﬁCTBHCTO Ha TC3H JICKapCcTBa
MOPaAH AMUTHBCH
aHTHXOJNHHEprUieH edexT.

Jla ce Habm0OTABAT DALTHEHTHTE
32 HeXKENIaHH
AHTHXONHHEPIHYHH e eKTH,
HanpuMep 3arnek, oCoDeHo
KOraTo ce Opuiara 3a
ORIIAJABAHE HA
XHnepcaIHBaLUL.

AHTHXMIIEpPTEH3HBHH JleKapcTBa

Kro3anuH Moxe Jla IOTeHLMpa
XUNOTeH3UBHHUTE edeKTH Ha
Te3H JieKapcTea nopagy
TEXHHTE CHMIIATOMHMETUYHH
AHTATOHHUCTHYHH eCKTH.

Heobxoqumo e MoBHIIEHo
BHHMaHHWe, aKo KJI03aIMH Ce
npuiara eAHOBPEMEHHO C
AHTHXMIIEPTEH3UBHM JIEKAPCTBA.
HauunexTure TpSORA A2 GbAAT
npeaynpencHH 3a pHCK OT
XHIIOTEeH3MA, 0co0eHo No Bpeme
Ha MEPBOHAYATHOTO THTPHPAHE
Ha [03ara.

Ankoxon, MAO-uaxubGHTOPH,
JIEKAPCTBEHH NPOLYKTH,
nmoruckatmu [THC, srmounrento
HAPKOTHYHH BEIIECTBA H
OeH30AHA3ETTHHH

3aCHJICHH LICHTPATHH e(eKTH.
AIWTuBHO noTHckaHe Ha [THC,
HHTEp{EpeHIHI Ha
KOTHHTHBHATA ¥ MOTODHATa
GOYHKLHA, KOTaTO C€ HMOJT3BA B
KOMOHHALMA C Te3H JIeKapCTBa.

Heobxonumo € rioBuIIeHO
BauMaHue, ako EKCKJIO3A ce

npHimara ¢AHOBPCMEHHO €

JlekapcTBa, CBLD3BAIIM CE B

KJo3anys MOKe a NpUYHEH
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rojiMa cTefeH ¢ OeaTELMTE
(nmanpumep rappapuH H

MOBHIICHHE HA NNMASMCHHUTC
KOHUEHTpaUHH Ha TC3H

MOHHUTOPHPAHH 34 BL3HHKBAHE
Ha HCXCJTAHN NEKApPCTEEHH

JIUTOKCHH) JIeKapcTBa nopanH peaKuiH, CBbP3aHH ¢ TE3H
H3MECTEAHETO MM OT JIEKAPCTBA B JO3MTE Ha
[UIa3MeHHTE OENThLH. AEKAPCTBOTO, KOETO Ce CEBP3Ba
¢ GenTeimTe TpAOBaA 1a ce
KOPHFHPAT, aK0 € HeoBX0aHMoO.
QenuToHH BrmousaneTo Ha QeHHTOHH AKO ce Hanara npuioKeHHE Ha
KBbM pEKKMA Ha KJIO3ANUH ¢$heHHTOHH, MALMEHTHT CIIEBA
MOXe€ a IPYYHHA NOBWKeHHe | 71a 6b/ile BHHMATEITHO
Ha TUIa3MEHHTE KOHIEHTpauHl | HabiIlomaBaH 3a BIOMABAHE HIIH
Ha KJ103anHH. BB300HOBABAHE HA
OCHXOTHYHHTE CHMIITOMH.
JInwTui Eanospemennoto npuwioxenue | Jla ce cnend 3a NpU3HALH K

MOJKE 12 NOBHMLIH PHUCKA OT
Pa3BUTHE HA HEBPOICHITHYEH
manuriex cunapom (HMC).

cumrirroMu Ha HMC.

Bemecrsa, HHAYDMpaly
CYP1A2 (nanpumep oMenpason)

EJ.'[HOBPGMCHHOT O NMPHJIOKEHHS
MOXE a4 INNOHHKH HHBATA HA
KJ103aITHH.

TpaGra aa ce 0OMHCITH
BE3MOXKHOCTTA 33 MOHHKABAHE
Ha ehHKACHOCTTA Ha KJIO3AIMHUH,

Beiwgctra, HHXHOHpaIin
CYP1A2 (nanpumep
dnyroxcaMil, kodenH,
UMMpOdUIOKCALHH)

E,LI,HOBpEMeHHOTO [IPHIIOKEHHC
MOXe 1a NOBMIIHW HHBATA HA
KIIO3aITHH.

IMoTeHuMan 3a NOBHILABAHE HA
HeXXeNlaHUTE PEaKIMH.
Heo6xoauMo e BHHMaHue [1pH
npeK'bcnaHe Ha BﬂHOBpeMeHHO
NpPHIAraHATE JIeKapeTBa,
uuxubupamy CYPIA2 Tvil e
HAcTHNM NOHIKABAHE Ha
HHBATa HA KNO3aNHH,

4.6 @epruauter, GpeMeHHOCT H KBMeHE

Bpemennoct

Hma camo orpaHutieHE KIAHAYHH JaHHY 23 HPWIOKCHHETO Ha KIO3ANUH MpH GpeMeHHH.
IIpoy4saHHATa NPH KHMBOTHH HE 110KA3BAT MPAKO KIH KOCBEHO BPEJHO BBIACHCTBHE BHPXY
6pEMEHHOCTTa, EMOPHOHATHOTO/PETATHOTO PAIBHTHE, PAKIAHETO HIH TIOCTHATAIHOTO Pa3BHTHE.
(k. Touka 5.3). Ha 6peMeHHH sxenu TpabBa Ja ce NMpPeANHCBa ¢ NOBHIIEHO BHUMAHHE,

Tpx HOBOPOIEHH, U3IHKEHH HA AHTHIICUXOTHYHHE JICKAPCTBEHH MPOAYKTH {BKIFOUHTEIIHO
EKCKJIO3A) npes TpeTHs TPHMECTEp OT OpeMEHHOCTTA CBIIECTBYBA PUCK OT HEXEJIAHH TeKapCTBEHH
peaKiMH, BKHOYHTEING EKCTpAITMpaMHAHE CHMIOTOMH H/HJIA CHMITTOMH Ha OTHEMAHE C/ien
paXaHeTO, KOUTO MOTAT J1a BAPHPAT MO TEKeCT U MpoabukuTendoct. CrodieHH ca cryyan Ha

B30y aa, XUNEpPTOHUR, XHNOTOHHA, TPEMOD, CHHIIMBOCT, PECITHPATOPEH AHCTPEC WM XPAHHTC/IHO
Pa3sCcTpOMCTRBO. 3aTOBA, HOBOPOJEHHTE TPAOBa Ja OBIAT BHUMATENIHO MOHHTOPHPAHH.

KrpueHe

TIpoy4BaHHATA TIPU KHBOTHH MOKa3BaT, Y€ KI03aNHH ce¢ ¢KCKPSTHPA B KbPMATa H BAUAC BLPXY
KBpMadeTo. 3aToBa maiikute, kouto npuemMat EKCKIIO3A He tpabra na KLpMAT.

PepTUTHTET

TIp¥ MBLKKH M JKSHCKH TUILXOBE, KNO3aIIHH HE NOBNMABA (epTUnHTeTa, KOraro ce
40 mg/kg, choTBETCTBAINM Ha eKBUBANEHTHA 1034 OT 6,4 mg/kg npu xopaTa swik/f

TPETA OT MAaKCHMATHO JAONYCTHMATA 0034 33 BB3PAacTeH YOBLK.

Keuu ¢ ferepofeH mOTEHIHAI
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Moxe na HaCTBIH BL3CTaHOBABAHE HA HOPMATHATA MEHCTPYALMA B Pe3yJITaT HA NPeMHHABAaHE OT
Apyry antancuxoTHun kbM EKCKJIIO3A. Tlopanu ToBa ¢ HeoGXx0aHMO 1a C& OCHIYPH MOAXO AL
KOHTPALENTHBEH METO/, MPH )KEHUTE ¢ JETEPOAEH NOTEHLMAT,

4.7 EdexTu pbpxy cnocobHocrTa 32 modHpase 1 pabora ¢ MAMHAR

[Topanu cnoco6rocTTa Ha EKCKJIO3A na npenusBHKBa CeIMpaHe W Ia OHWKaBa MbPUOBHA Mpar
TpAOBa 1 ce u3bArBaT AeHHOCTH KaTo WodUpate uiH paboTa ¢ MaHHK, 0CoOSHO NpPe3 ITbpBUTE
CEIMHLIH OT JIe4eHHETO.

4.8 Hexenann JexapcTBeHH PeaklHn

Ob6obuwenne Ha npoduna Ha GezonacHoCT

B no-ronamara cu yact Npo)rIET Ha HEXKEIAHUTE peaKliHy Ha KAO3aNuH € mpeackasyeM Ha 6aszaTa Ha
(hapMaKOJIOTHYHHTE MY CBOHCTBA. BaxHo M3KIIOUEHHE & HETOBATAa CKIOHHOCT 13 NPHINBEABA
arpadyfaouuTosa (B, Touka 4.4). ITopaau TO3H puck, Heropara ynotpeba ce orpanHiasa Ao C/Ty4ad
Ha PE3UCTEHTHA Ha JieueHHEe WH30PEHHUS B NICHXO3H, HACTBIIMIK B X0Aa Ha Gonecrra Ha [lapxuncos,
KOTaTo cTaHOapTHOTO Aeuenye ¢ Guno HeedekTuHO. JOKATO HICTEARAHETO HA KPBBHATA KAPTHHA €
CBLLIECTBEHA YACT OT IPHKATA 32 TTaLMEeHTHTE, PHEMAalH KIIO3aNHH, IeKapaT TpAGBa 1a ce 3amo3qae ¢
IPYI'Y pelKH, HO CEPUO3HY HEXENAHU PEAKIMH, KOHTO MOraT 1a C& AMarHOCTHLMpAT B PaHEH CTaaui
caMoO 4pe3 BHAMATEIIHO HﬂﬁJ’ll‘OJ],eH}'[e H paznMUTBAHNSe Ha nalHedTa ¢ Oen npenoT! Bpa'rﬂna.ﬂe Ha
3a00I€BAEMOCT H CMBPTHOCT.

Hati-cepHo3HuTe HEKeIaHH peakiuy NP KIO3aMKH Ca arpaHyIolHTOo3a, I'bPHOBE, ChPASUHO-ChA0BH
edexTyu u BTpucane. Haii-uecTuTe crpanuunu eekTH ca CHHIMBOCT/CENallHA, 3aMasHOCT,
TaXUKApAHs, KOHCTHIALMA H XHIepcaTHBatiH.

JaHHHTE OT KIHHUYHHTE H3ITIMTBAHWA NMOKA3BaT BAPUPALI MPOLUEHT Ha NaUHEHTH, TEKYBaHH ¢
KJIO3aMKH, KOHTO €A MPEKbCHAIN KITMHHYHHTE U3MMTBAHUA NOpafy Hexenano cuburHe. (o1 7.1% a0
15.6%), xaTo ca BKMOYEHH CaMO Te3H, KOKTO JIOPHYHO MOTAT Jja C€ CBBhpKaT ¢ xiozanuH. [lo-yectute
CBOMTHA, CMATAHH 3a MPHYHHA 33 MPEKbCBAHE YYaCTHETO B HINHTBAHMATA ca OHIIH IEBKOMEHHA,
CBHJIHBOCT, 3aMAAHOCT (M3KAIOUBAiKH BEPTUTO) H NICHXOTHYHO PazCTPOHCTEO.

Kpte 4 numdina cucrema

PasBHTHE Ha rPaHYIOUHTONEHHS M arpaHyIOLMTO32 € PHCK, MpHCBhL 3a aeyenneTo ¢ EKCKIIO3A.
BrrpekH ye 00uxHOBeHO € 06paTiMa Np# NPeKbCBAHE HA AGYEHHETO, arpaHy/oIMTO3aTa MOXKE Jia
JoBele A0 CENcHC M Jla ce okake (aranna. [Topaad HeoOX0IMMOCTTa OT He3abaBHO cniMpaHe Ha
NIEKAPCTBOTO, 32 A4 ce [IPEAOTBPATH PARBHTHETO HA JKHBOTO3AaCTPAllaBalla arpaHyIoUMTOo3a,
MOHHMTOPHPAHETO Ha OpOd Ha JIEBKOLHTHTE € 3aabDKHTENHO (BK. Touka 4.4). Tabruya 3 no-poimy
00001aBa HIYHCTEHATa YECTOTA Ha arpaHyIOLMTO34 3d BCEKH NEPHOA OT ICYCHHETO C KJIO3AMNHH.

Tabnuya 3
H3uyKcnena YecToTA Ha arpaHynoLuTo3a’
eneben nepuod Hecmoma na azparyaoyumosa na 100 000 nayuenmo-
ceomuyu’ nabmodenue
Cenmunn 0-18 32,0
Cenmupy 19-52 D 3
eIMMIH 53 M IO-HATATHK 1,8

'[lo nanHu Ha nokMBOTHMA pervcThp Ha UK Clozapine Patient Monitoring Service
200] r.

“[1alMeHTO-BpeMe € CYMaTa OT OT/IEJHUTE BPEMEBH EIHHHLH, NIPE3 KOUTO M2
PErHCTLpa ca NoJy4yaBanu KNO3anvH NMpead Ja pa3BHsT arpaHynounrosa. Ha

NaLHEHTO-CEAMUUN MoraT Ja ce haGmonasat npu 1000 naumeHTH, kouTo ca 6
ceamuti (100*1000 = 100 000) wnm npu 200 naunenTH, KOUTO ca OHIIH B peTHCY
Ha 500 ceamuum (200*500 = 100 000) ripeaw aa pa3ssBUAT arpaHy/004TO3a.
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KyMynaTusHaTa YeCTOTa Ha arPaHyIOUMTO3ATa 10 AaHHH Ha nosxkuBorana pervctsp UK Clozapine
Patient Monitoring Service (0-11,6 ronunu Mexxay 1989 r. u 2001 r.) e 0,78 %. Elopeuero ot
ciyvante {npubmznteane 70 %) Bb3HHKBAT npe3 MhPBHTE 18 ceAMHIM OT IeUEHHETO.

Hapywienus qa MeTaoaH3mMa 1 XpaHeHeTo

Paaxo ca cpo0maBaHH clTyyay Ha HapylIeH [IIOKO3€H TONEpaHC WKWK pa3BHTHE KM BIIOIIaBaHE HA
3axapeH AuabeT 1o Bpeme Ha NeueHHeTo ¢ Kio3anud. B MHoro penku cryvau ce crobasa 3a Tekka
XMOEPrIHKEMHA, NOHAKOTA BOJEIIA A0 KETOAUMA03a/XHIIEPOCMOTIapHa KOMA, MPH NalHeHTH Ha
neveHHe ¢ KIo3anuH 6e3 npeaxoXaina aHaMHesa 3a Xunepriarkemus. [Ipy noeeyeTo nauMeHTy cnen
CIIHpaHe NIpUEMa Ha KTO3alMH HHBATa Ha TIFOK03aTa C& HOPMAJTM3HPaT, KaTo B HAKOH CJTyHaH
XHNEPIIIHKCMHATA €€ NTOABABA OTHOBO CJACH BBb300HOBABAHE HA JICYCHHETO. B'Bl’[peKH Y4ye NMOBCYETO
naLEeHTH ¢a HMAITH PHCKOBH (JAKTOPH 3a HEHHCYTHH-3aBHCHM 3aXapeH auaber, cyvad Ha
XHMEPIJIHKeMHA ¢a ChOOILEHH H TIPH NnaLeHTH (e3 H3BECTHU PUCKOBH (haKTOpH (BX. TouKa 4.4).

Hapyuienys Ha HepBHaTa CHCTEMa
Haii-yecTure HaOMIORABAHH HEXKENTAHH peakilHy BKTIOMBAT CHLHIIHBOCT/CEQHpPAHE H 3aMasHOCT,

Knosanun moxe na npeaussuka EET” npoMeH#, BKIFOYHTENHO NOSBATA HA KOMIEKCH Ha 3b01H H
BE/IHH. ToH noHwxaga rp4OBHA Npar B 3aBHCHMOCT OT K03aTa U MOXE /1A NIPEIM3BHKA MHOKIIOHHYHH
HJTH TeHepanusapany repuose. [To-BeposTHO e Te3H CHMOTOMH [a BE3HHKHAT 1pH 6bp30 NoBHIIaBaHe
Ha JI03aTa M MIPH NALHEHTH ¢ Mpeaxoxialna enunencus. B takuea coyuan qo3ara TpsbBa na ce
HAMaJIH H, aKO € HeoOX0MMO, [1a ce 3anoYHe AHTHKOHBY/ICHBHO nevenue. Kapbamasenun Tpabsa na
ce H30ArBa HOpa/H MNOTEHIMANA CH [ MOTHCKA YHKUMATA HA KOCTHHA MO3EK H, KAKTO NP ApYrHUTe
aHTUKOHBYIICAHTH, TPAORA /Ia ce B3eMe NPEIBHI Bh3MOKHOCTTA 3a (GapMaKOKMHETHYHH
B3auMOJeHCTBHA. B peniku coryyau maumeHTHTE, IEKYBaHU ¢ KI03aMMH MOXE 12 H3MagHaT B JeHp.

MHoro pagko e HabnogaBaHa KbCHA JUCKHHE3UA [IPH NALMEHTH, IPHeMalllH KNO3alMH, KOHTO ca
OWIH NEKYBaHH C APYTH aHTHICHXOTHYHH cpeficTea. [lanpueHTHTe, NpH KOUTO CE € Pa3BIiIa KbCHA
JUCKHHE3HUA MPH JIEYEHHETO ¢ APYTH aHTHIICHXOTHLM €2 ce NoA0OPIIH OT IPHEMA HA KAO3ANHH.

CrpaeuHu HapyIIeHHs

Br3MoskHa € mosBaTa Ha TAXMKaPAHS M [I0CTYpallHa XHIIOTOHHA ChC HITH 6e3 CHHKoI, 0coGeHo B
IILPBHTE CEAMHIIM Ha NeueHHeTo. HecToTaTa K TeKECTTa HA XHIIOTOHHATA CE BIMAAT OT CKOPOCTTa H
CTBIKATA HA THTPHpaHe Ha Ao3ara. Crhobluaeatr ce CIyvay Ha WAPKYIATOPEH KOJAAnC B Pe3ysITaT Ha
TEXKKa XHIIOTOHWA, NO-CNEUHAIHO CRbP3aHH C aTPECHBHO THTPHPAHE HA J103aTa, ¢ BB2MOXKHH TeXKKH
MOCNeAUIIA OT ChPAEYCH MM OenoapobeH apecT IIpH JNeveH e ¢ KII03aluH.

[Mpu Manka 4acT OT NallHEHTHTE, JIEKYBaHH ¢ Kio3amnuH ce peructpHpat EKI npomenu, cxoauu ¢
Te3H, HabmoaaBaHK NPK APYTH AHTHIICHXOTHYHH JIEKapCTBA, BKIIOYHTENHO JienpecHa Ha ST cermenta
B U3paBHABAHE KITH HHBEPCHA HA T BBEAHMTE, KOHTO C€ HOPMANM3KPAT cel CMHPaHe NPHEeMa Ha
EKCKJIO3A. KnuanyraTa 3HaUKMOCT HA TE3H MPOMEHH ¢ HeAcHa. Brnpexu ToBa, TaKMBa aHOMANHK
ca Ha0JrogaBaHH IIPY NalHEHTH ¢ MHOKAP/IUT, nopaay koeTo Tpabea aa 6uaaT B3eTH MO BHUMAaHHE.

CpobaBaT ce OTHENHH CIIy4an Ha ChPAEtHA apUTMHA, NEPHKAPIHT/ IEPHKAPAEH U3ITHB H MHOKADAMT,
HAKOH OT KOHTO ca Owre ¢ datanen u3xon. [Toseyero ciyyau Ha MHOKAPANT Bb3HHKBAT NIPe3 [TbPBUTE
2 Mecena oT 3ano4saHe Ha JieueHKeTo ¢ KiosanHi. Kapauomuonarus oGHKHOBEHO ce NOABABA MO~
KBCHO B XOJa Ha JIEYEHHETO.

Hma crobienus 3a e03UHO(GHIHA Npy HAKOH CTy4aH Ha MHOKapauT (okomo 14 %)
NIEPUKAPANT/IEPHKAPAEH HITHE, KaTO HE € H3BECTHO JANTH €03MHO(WINATA € HaZlex/IeH NPEAHKTOD 32
KapIHT.

TIpM3KHanuTe W CHMITOMMTE HA MHOKapIHAT KK KAPAHOMHOTIATHA BKIIIOYBAT
TAXHKapAHA B NOKOH, NanmuTaue, apuTMHA, OoNkd B TEPIKTE H APYTH MPH
CBHpAEYHA HEAOCTATEYHOCT (HANp. HeODICHHMA yMOpa, JUCIIHEA, TAXHIHEed)
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Haroao0ABaT MuokapaeH uHapkr. Jlpyrd CHMITOMM, KOMTO MOTAT J1a IPHCHCTBAT B OIBJIHCHHAE
KBM FOpPENOCOYCHUTE Ca IPUNIONOAOOHHTE CHMITTOMH.

H3eecTan ca CJY1aH Ha BHE3AMHa, HeoDsCHUMA CMBPT Cpell MAaUHEHTHTE C NCHXHYHH 3a60mmaHI~m,
KOHTO NMpHeMaT KOHBCHUHMOHAIHH ARTHNCHXOTHYHH JICKAPCTRA, HO CHINO TaKa M Cpe/l HEJICKYBAHHTE.
Takusa CMBPTHH CIIy4aH ¢ cHO0IIARAT MHOTO PAAKO NPH NMALIKEHTH, MPHEMAINH KITO3aMNHH,

CBJ0BH HApYIUEHHA
Crob1iaBar ce peaxH claydad Ha TpoMGOeMGOTH3bM.

EHXETGIIH& CHCTCMA

MHoro paako ce noABABa IOTHCKAHE KITH CIIHPaHEe Ha MHILAHETO, ¢ WK 663 UHPKYIaTOpeH Konanc
{Bx. TouxH 4.4 1 4.5).

I'acTpo-HHTECTHHANICH TPAKT

MHoro yecto ce Ha0/MOAABAT 3aNEK M XMNEpCaidBalMi, a raieHe W MOBPbILAHe- 4eCTo. MHOro paako
MOKe 1a ce pasBhe wieyc (Bx. Touka 4.4). Paaxo neuenneto ¢ EKCKJIO3A moxe na 6bae cBbp3aH0
¢ aucdaris. ACTTMpaIya Ha MPHeTaTa XPaHa MOKe [1a HACTBIIH IPH NALHEHTH ¢ AMCHArHa HIIH
BC/IC/ICTBHE Ha OCTPO Npeio3HpaHe.

XenaroOWIHapHW HAPYIIEHKS

Be3moxHO € A4 Ce¢ [IOABH NPEX04HO, 0e3CHMITTOMHO MOBHIIEHHE HA '-lepHOII,pOﬁHHTB CH3HMH H pPAOKO
XETIaTHT ¥ XOJIeCTaTHYHA XKblTeHHIa. B MHOTO peaky ciyuau ce cbobliaBa 3a QyJIMHHAHTHA
qepHOApoGHa Hekposa. [Ipy pa3sHTHE HA KBITCHALA PHEMBT HA KI03andH TpiGea ga 0bac
npeycTanoBeH (BiK. Touka 4.4). B peaky caydan ce cho0IaBa 32 0CTHP NAHKPEATHT.

brOpeuny HapyineHus
Crobimapar ce H30MHPaHH CTy4ad Ha OCTHP HHTEPCTHLHANIEH HEGPHT NPH NEYEHHE C KNO32IMHH.

Hapymienyg na Bp30poH3BOAMTEAHATA CHCTEMA H I'bpaaTa
TMonyuyeHH ca MHOrO pekH CLOOLIEHHA 34 NPHAITH3BM.

O6LIK HapyIIeHNs
Crobwmapar ce ciy4ad Ha HeBponenTdueH ManurieHd cuapom (HMC) npr naumeHTH, npuemMaiu
KJIO3aMiH CaMOCTOATEIIHO WIH B KoMOWHaw ¢ nutuid, wiu apyrd INHC-akmueau nexapersa.

CoobimaBar ce OCTPH peaklMy Ha ,.,oTHeMane” (BK. To4uKa 4.4).

Tab1u4enr CNHCHK A3 HeXKeMAHHTE PeAKIHN
B Tabnnuara no-nony (Tabruya 4) ca 06061eHH HeXXenaHHTE peaKkUMH, JOKIaJABAHA B CMIOHTAHHH
chOOLIEHHS | TT0 BpEME HA KIIMHHYHH [IPOYYBAHHS.

Tabrnuya 4
H34HCTIeHH YeCTOTH Ha BLb3HHKBALLYM MPH JIEYEHHETO HeXKeNaHH PeakUMH OT CIIOHTAHHH CLobIeHus 1
JOKIaaH OT KJIHHHYHH H3NTHTBAHHA.

Hexenanure JekapcTBEHH DEAKIIMH ca TPYIIMPAHN COOPE] YeCTOTa [IPH NIPUIATAHETO HA CIICAHATA
KOHBEHIIHSA

Mpmuoro uect (= 1/10),

Yectu (= 1/100 oo < 1/10),
Hesectu (> 1/1000 mo < 1/100),
Penxu (= 1/10 000 go < 1/1000),
M#oro peaku (< 1/10 000),

C HeM3BECTHA “ecTOTA (0T HATHYHHTE AaHHH He MOKe J1a Ob/Ie HalTpaBeHa OLg;

Hicnedsanun
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Penku | Moemwena CPK

Copoeunu napymienun

MHoro 4dectu TaxukapaHs

Yectn EKT npomeHn

Penxu LlppkynaropeH KONamc, apuTMHH, MHOKapIMT,
NepHKApIHT/ IEpHKAPACH H3JHB

Muoro penku Kapanomuonatus, cEpASYEH apecT

C HeM3BECTHA 4ECTOTA

Undapkr Ha MHOKapaa, KOKTO MO Ja 6be
daranen*, 60MKa B FEpPAHTE/aHTHHA IEKTOpHC®

Hapyutenus na kpvema u aumipnama cucmema

Yecry Jleskonenus/namManed Opoii
NeBKOLMTH/HEYTPOTIEHHA, €03UHODHIIHA,
JCBKOLMTO32

Heuectu ArpaHynoumrosa

Peaxu AneMHs

MHoro peakn

TpomGoumrtonenns, TpOMGOIMTEMHA

Hapyuenun na umynrnama cucmema

C "Hed3gecTHa YecToTa

| Aurnoenem*, nepkonproknacTuyeH Backy T

Hapyniends Ha eHAOKPHHEATA CHCTEMA

C HeH3BecTHa YyecToTa

_| NcesrodreoxpomonpTom*

Hapywenun na nepenama cucmema

Muoro yectu

CrHnnsocT/cegupaHe, 3aMaaHocT

Yectr I'masofionue, TpeMop, CKOBAHOCT, AKATHIHA,
EKCTPAMHPAMEIHE CHMITTOMH,
HpHNAIBUH/ FEPUOES/ MHOITOHHYHH IBPYOBE
Heuectn HepponenTayueH MaTUrHAHTEH CHHAPOM
Peaxu QO bpKaHOCT, ASIIHp

Muoro peakn

KncHa pMckuHe3Hs, 06CeCHBHO- KOMITYACHBHH
CHMIITOMHA

C HeH3BecTHA YecTOTA

XonuMHepru4eH CHHAPOM (C/IEN BHE3AMHO
cnupane)* EKI" npomenn*, nnespotoronyc*

Ounu Hapywenun

Yectn

3aMEILNeHo 3peHHe

Pecnupamopnu, 2pe0nu U MeQuacmunaInu HapyuieHun

Penxu

AcnMpauus Ha MOrBJIHATA XPaHa, IIHEBMOHHS H
HH(EKLHS Ha JONHUTE AUXATEIHH NBTHINA,
KOHTO MOTaT 1a Obaar ¢ daragseH M3Xoj

MHoro peaks

[ToTuckane/cnMpaHe Ha JHIIAHETO

C HeM3BECTHA YECTOTa

Cmomauio-upegnu HapyuieHuA

Hazanua kodrecTus*
W ”%%

2 >\
Muoro yecTH 3anex, XUrepcanHBalHa e B R
YecTH TajieHe, NOBpEIAHE, AHO GEpbT
Perkn uedarus WSZN T 8
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Muoro pexki

YroieMaBaHe Ha NapoTHAHATA K133, YpEBHA
ofcTpyKUMA/MapaTHTHYEH WICyc/PeKaTHa
ofcTpykuus

C HeM3BeCTHA YeCcTOoTa

Huapua*, quckoMopT B KOpemHaTa
ofnact/kucenuHK/ gucuencua®, komaur*

Hapyuwienua na 6obpeyume u nuxoynume memunia

Yect

HMHkoHTHHEBHMA HA YPHHA, PETEHLIHA Ha YpHHA

Muore penks

Hurepctanganel HedpHT

C HeH3BeCTHA YeCTOTA

buOpeuna HeAOCTATHHHOCT* HOIMHO HANMKABaHE

Bpemetinocm, nyepnepuym u nepunamaniu cocmonnus

C nenspecTHa yecToTa

HegHamanen CUHOPOM HA JAeKaApCcmeena
afcmunenyua (sc. mouxa 4.6)

Hapywenua na xoxcama u RoOKoMCHAMA MTBKAH

MHoro peaku

KoxHH peakitiu

C Hew3BecTHa JecToTa

Hapymena nurMenranms*

Hapyutenun #a MycKyino-creemnama cHcmeMa i CheOunimeInama movkan

C HeHzpeCcTHa YecTOTA

Myckyana cnaGocT*, MycKyTHH CllazMH™,
MYCKYJIHH OoNKu*, cHCTEMeH JTymyc
eputematosyc*

Hapywienun na memaboausma i xpaueneno

HectH

IloBunaBate Ha TErIOTO

Penxu

HapyieH rmoKo3eH TollepaHe, 3axapeH qHaber

MHoro peaku

Keroauuaosa, XHREpOCMONAPHA KOMA, TEKKA
XHIEPrIHKEMHS, XHIIEPTPHITIHLICPHIEMH,
XHIEPXONECTEPOTEMHA

Cv006u HapywieHUR

Yectn

XUOepTOHHA, N0CTYpaida XHIOTOHHA, CHHKON

Penku

TpomboeMbOITHIBM

C HeH3RecTHa YeCTOTa

Benozen TpoMO0eMOOTHZEM

Obuiu napymenun u eexmu Ha MACHIOMO HA RPUTONCEHUE

Yectu Vmopa, hebpunuter, 106poKadecTBeHa
XHMMEPTEPMHA, HAPYILIEHO M3NOTABAHE/ PEry.Ialus
Ha TEMIIepaTypara

MHoro peaxu Buesansa HeoOSCHAMA CMBPT

Xenamobunuapnu napywenus

YeeTtn

Penku

IMoBHLIeHH YepHOAPOOHH EHIHM
Xenatur, XoIecTaTHYHA KERF

Muoro peaxu (DynIMHHAHTHA YepHOAPORH:

C HEH3BECTHA YeCTOTa Xenatanua crearo3a*
XernaToTOKCHUHOCT™,
yepHOIpoOHa i}
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CEOMTMA EBOAEIIH [0 >KHROTO3ACTpPAaIlaBallH
MOcneACTBHA KATO YEePHOAPOOHO YBepeskIaHe
(XenmaTajiHo,  XONECTATHMHO H  CMECEHO),
yepHoApoOHa HeJOCTATBYHOCT, KOATO MOXKE /ia
6nae datanua i YepHOIPOOHA TpaHCTIIAHTALMA

Hapywenua na esznpouzéooumennama cucmema it 2bpoama

MHoro peaku Tpuanussm
C Heu3BsecTHA YeCTOTA PetporpagHa esxynamps*

Hcuxuunu napywienun

Yectu HusapTpus
Heuectn Juchemus
Penxm besnokoiicTeo, BE30YOA

* HexxenaHH IeKapeTBEHH peaKiiiH, ONYYEHH OT [TOCT-MAPKETHHIOB ONMT Ype3 CIOHTAHHU
chOOIIEHHA H JTMTEPATYPHH JAHHH.

Hab:monasany ca MHOTO pelKH Clyyad Ha KaMepHa TaxuKapaud i yaskasaHe Ha QT unreppana,
KouTo MoraT Aa 6baat cebp3anu ¢ Torsades De Pointes, BrnpekH ue HAMA yOeaHTenHa NPAYHHHO-
CNleACTBEHA BPE3Ka ¢ yrorpedara Ha TOBA JIEKAPCTBO.

Cro01agaHe Ha NOJO3HPAHH HeXETAHH PEeaKlHi

Crolmapanero Ha NOJO3HPAHA HEXEIAHH PeaKIydH Cliesl paspeliaBaie 3a ynoTpeda Ha NeKapcTBeHHs
NpoayKr e BaxHO. ToBa NO3BOMNABA Aa NPOTBIKY HAOMIOAEHHETO HA CHOTHOIEHHUETO NON3a/PHCK 32
JNEKAPCTBEHMA MPORYKT. OT MEXHIIMHCKHTE CNELMATHCTH CC H3MCKBA J1a ChOOIABAT BCAKA
MIO03KHPaHa HEXKeJIaHa PeakLiua Jpes:

M3nbaHuTEHA APeRIMA N0 NIEKapCTBaTa

yA. ,,Jamsan I'pyes” Ne 8, 1303 Codwus, Ten.: +35 928903417, yeGeaiir: www.bda.bg

4.9 Ilpepoaupane

B cmyuyauTe Ha ocTpo NpeaHAMEPEHO WIH CYYAiHO Npeno3npaHe ¢ KI03aNKH, 32 KOMTO ¢ HalWle
HH(OPMALIFA 3a M3X0[A, CMBPTHOCTTa KbM MOMEHTAa € okoJ10 12 %. Tloseueto o1 daTanuuTe ciydau
Ca CBBP3aHH CBC ChPEYHA HENOCTATHYHOCT WIH ITHEBMOHHSA, IPRYHHEHA OT aclUpalMi H BE3HHKBAT
npu 1034 Hag 2 000 mg. MmMa cbobimeHns 3a MalHEHTH, KOHTO ¢€ Bb3CTAHOBABAT OT IIPENO3UpaHe ¢
Haz 10 000 mg. Bee nak, npu Marsk Gpoii BB3pacTHH MHLA, NPSAHMHAO TE3H, KOMTO TPEH TOBa HE Ca
MOJTYYaBANH KIO3aMHH, MPHEMAHETO Ha I03H No-HHCKH oT 400 mg e goeeno no
HHBOTO3aCTpaLliaBallH KOMATO3HH ChCTOAHMUA, 4 B €JUH cTyualt no cMupT. [lpn Manku neua
rnpueMaHeto Ha 50 go 200 mg BOaH 10 CHIHO CeAHpaHe WIH KOMa, KOATO He € JICTAIHA.

Ilpu3HauK M CUMITIOMH

CrHNIMBOCT, NeTaprud, apediiekcus, koMa, 00bpKBaHE, XATIOLUMHALMH, a¥XHTHPAHOCT, JCTIHP,
EKCTPAIIHPAMMAHH CUMITTOMH, XunieppediekcHs, rbpUoBe; XHIIEPCATUBALHA, MBAPHA3A, 3aMBIIIEHO
3peHHe, TePMOJIAGHIHOCT; XHIIOTOHHS, KOIANC, TAXUKAPAMS, ChPASYHH apUTMHH, ACTIMPaldORHA
TTHEBMOHHA, JUCTIHEA, TIOTHCKAHE HA ZULIAHETO MIIH QUXATeNHa HeAOCTATBHHOCT.

JleyeHune
Hama crneupdiann aHTHIOTH Ha KJIO3aTHH.

CromMalneH napax w/WIH NpHIOKEHHE HA MEAHLIMHCKH BbITIEH B PAMKHTE Ha [THPBH
TIOTTBIAHETO HA JIEKAPCTBOTO. Maslko BEpoATHO € NepHTOHeaTHaTa JUATH3A H XeM
ObAAT edeKTHBAH. CHMNTOMATHYHO JIEYCHHE ITPH HENPEKBCHATO MOHHWTOPUpaHe Ha
AeHHOCT, THIIAHETO, ENEKTPONUTHTE H AKATHO-KHCEMMHHOTO paBHoBecHe. Tpabsa
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ynorpebara Ha endHeQPUH MPH JICHEHHETO HA XHMOTOHHA NIOPAJH BB3MOXKHOCTTA 34 "obpaTeH
enrHeprHOB” edexr.

Heo6xo1HMo € BHUMATENHO MEAHIMECKO HabIIONIeHHE B NPOABIDKEHHE HAa Half-Manko 3 AHH, nopaiH
BEIMOIKHOCTTA 33 KECHH PEAKLIHH,

5. @®APMAKOJOIHYHU CBOHCTBA
5.1 DapmakoIHHAMHYHH CBOCTBA

®apMaKkoTepaneBTHYHA [Pyna: AHTHIICHXOTHLIM; JHA3CIHHM, OKCA3CINHHH, THA3CIHWHH H OKCENIHHH,
ATC kon: NO5SA HO2

MexaHH3IBEM Ha JeHcTBHE

Kno3aniH € aHTHIICMXOTHYHO CPEJCTBO, Pa3aHYHO OT KIACHYECKHTE aHTHIICUXOTHIH.

Ilpu hapMakonorHuHH MPOYYBaHHS BENIECTBOTO HE MPeAH3IBUKBA KATANeNcHa Wi HHXHOUpaHe Ha
anoMopdHH- K ameTaMHH-HHIYLIHPAHO CTEPEOTHIIHO NoBeaeHHe. Toli MMa elMHCTBEHO caaba
OnoKupatia aKTHBHOCT KbM JoTiaMmuHOBHTE petierrtopy Dy, D2, D 1 Ds, Ho nokassa BUCOK aHHHTET
KkbM Dy penerrropa.

@apmaKoIHHAMHYHA edekTH

KnozaniH MMa MOLIHHTE aHTU-G-apEHEPrHYHH, aHTHXOJIHHEPI HUHH, AHTHXHCTAMHHOBH U
HHXHOHpaH BB30yaHATa peakis edektu. [Joka3aHo e, Y€ Toif Chilio NPHTEKaBa
AHTHCEPOTOHHHEPTI'HYHH CBOKCTBA,

Knunuyna edmracHoct u e3omacHocT

KnnupvHo k1ozanyH npeussnkea 6up30 M 3HAYMMO CEAHPAHE H YTIPAKHABA aHTHIICHXOTHYHH
eeKTH NpH NALMEHTH ¢ W30 PeHHA, PE3HCTEHTHH Ha IEYEHHE C APYTH JekapcTea. B Takuea ciyyan
€ I0Ka3ato, Ye KJIO3aMNHH ¢ edeKTHREH NpH 06NICKUABAHE KAKTO HA MIO3HTHBHKTE, TaKa U Ha
HeraTHUBHHTE WM30GPEHHU CHMITTOMH, MIABHO [IPH KPaTKOCPOUHH H3MUTBaHuA. [IpH oTBOpeHo
KIHHAYHO H3MHTBAHE, MPOBEICHO npH 319 PE3HCTEHTHH Ha JICYCHHE NMALHCHTH, NEKYBaHH B
npoxs/ikeHHe Ha 12 Mecena, KTHHAYHO 3HA4MMO rofobpeHue e Habmoaagano npy 37 % ot
NALHEHTHTE Mpe3 IBPBATA CEAMMKIA OT JEYSHHETO W IpH otue 44 % ao xpad Ha 12-TH Mecen.
ITonoSpetmero ce aeduHupa KaTo noHmwkeHHe ¢ 0kono 20 % cnpaMo H3x0AHOTO HUBO no Brief
Psychiatric Rating Scale Score. Ocest ToBa e onucaHO NOJCOpeHHE M B HAKOH aCHEKTH Ha
KOTHHTHBHATa AHCYHKLIMA.

B CpaBHCHHE ¢ KITACHYCCKHTS AHTHIICHXOTHILIH KII03alliH MPpeaH3BHKBa IMG-MaJIKO T'OEMH
eKCTpanMpaMHIHK PEaKliuy KaTO OCTPa JMCTOHMS, HEKENAHH peakuMy, MoaobHK Ha TE3H NpH
Honectra Ha IlapkiHCOH M akaTn3ua. 3a pa3nika ot Kiacuueckure apTuncuxotHin EKCKJIO3A
TNpeaHU3BHKBa c1ab0 WIH HHKAKBO NOBHIICHUE Ha NpONaKTHHA, KaTo No TO3H HAYHH CC m30areat
HCXKenany peakuyi KaTo rHHEKOMACTHA, AMEHOPES, rajlakTopea H HMIIOTCHTHOCT-

[oTenuManzo cepHO3HN HeXKEIAHH peaKkiiy, IPHHHHECHH OT JICHEHHE C KAO3allHH, Ca
rPaHyNOUHMTOIEHHS K ArPaHyIIOLATO32, MPOSBABALIH Ce ¢ H3UMCIEHA YECTOTa OT ChoTBETHO 3 % u
0,7 %. Ilopaau TO3U PHCK NMPUITOKEHHETO Ha KJIo3aMMu TpAOBa Jja Ob/ie orpaHH4CHO 40 MAUHEHTH,
KOHTO ¢4 PE3UCTEHTHH HA JIEHEHHE WITH NAIMENTH C TICKHX03a rpH 6onecT Ha T1apKMHCOH, korato
JpYTUTE TEPANEBTHYHH CTPATErHH ca HeycHeliHH (BX. TOYKa 4.]) i npy KOWTO Morat 2a ce
H3BLPUIBAT PEAOBHH X€MAaTONOTHYHH H3CIeqBaHud (Bxk. Touku 4.4 1 4.8).

5.2 MapmakoKHHETHIHH CBOiicTBa

Abcopbuns
AbcopbuyaTa Ha iepopanHo MPHIMKERHA K03anHH ¢ 90 10 95 %, KaT0 HHTO CKOPY

cTeneHTa Ha abcopOumATa ce MOBIMABA OT XPaHATa.
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Kno3anuH ce noiyara Ha yMmepeH Merabonu3sM npu Depeo npeMuHasase (. first-pass™), koeto Boau
Jo abcomroraa dbuoHannyHocT ot 50 10 60%.

Paznpeaenenue
B paBHOBECHH CHCTOSHWS NP ABYKpPATEH AHEBEH MPHEM NMHKOBHTE HHWEA B KPBBTA C€ JOCTHIAT

cpeato cnen 2,1 yaca (o6xear: 0,4 1o 4,2 yaca). O6embT Ha pasnpenenenue e 1,6 Vkg. Knosanuu ce
CBBpP3BA B 0K0A0 95 % ¢ nnazMeHnTe NMPOTEHHH.

buorpancdopmarig

Knoszannn ce metabonusvpa noutH HamrbiHo npeay exckpeumsTa upes CYPIA2 u CYP3A4 u 1o
u3BecTHa cteneH 4pe3 CYP2C19 u CYP2D6. YeraHoBeHo e, Ye OT MaBHATEe META00IHTH caMo
AMMETHIOBOTO MPOUIBOAHO € aKTHBHO. DapmakosorHYHHTE My AeHCTBHS HanoAoOaBar TesH Ha
KJIOZAMHH, HO Ca 3HAYUTENHO MO-Ci1a0H M No-KParKOTPaiiHH.

Enumunupane
EMHMHHApaHeTO MY € nBY(a30B0 ChC CpeeH TEPMHUHANEH ToNyXHBOT 0T 12 yaca (obxeart: 6 10

26 1aca). Ciieq eAHOKPATHH I03M OT 75 Mg CPEAHHAT TePMHHATIEH MOMYAKHUBOT € 7,9 Haca; Toii
HapacTsa A0 14,2 yaca, KOTaTo € AOCTHIHATO PABHOBECHO CHCTOAHUE MpH MpHNAraHe Ha JHEBHH J03H
0T 75 mg B NpoALDKEHUE Hali-MaNKo Ha 7 IHH.

OTKpMBAT Ce caMO CJIe/TH OT HENPOMEHEROTO NIEKAPCTBO B YPHHATA M (herieca, KaTO NPHOIH3HTENHO
50 % ot npanosxeHaTa f03a ce eKCKpeTHpa NojA ¢opMara Ha MeTaboJMTH B ypunata U 30 % BBE
deneca.

JInnefinocT/HenuHeHOCT

VcTaHOBEHO €, e MPH PaBHOBECHO CHCTOSHHE NOBHLIABAHETO Ha JO3HpoBKuUTe 0T 37,5 mg 1o 75 mg
u 150 mg, NpHIoNKEHH ABA METH AHEBHO BOAHM 0 THHEHHH, IPOTIOPLIHOHANIHH Ha J03aTa MOBHILEHHS
Ha Momra Noj KpHeara rnasmeHa korienrpauus/speme (AUC), KAKTO U Ha THKOBHTC K
MHHUMAITHMTE [H1a3MEHH KOHUIEHTPALIHMH.

53 IlpeakIHHHYHH JAMHH 32 Jez0nacCHOCT
IMpenxIMHHYHHTE JaHH He NOKA3BaT ocobeH PHCK 3a Xoparta Ha 6a3a Ha KOHBEHIMOHAITHHTE
¢apMaKonOrHYHH H3MKMTBAHKA 3a GE30MACHOCT, TOKCHYHOCT NPH MHOTOKPATHO [Iprlarate,
reHOTOKCHYHOCT, KAPLIHHOTEHEH NOTeHLKan (OTHOCHO PEnpoayKTHBHATA TOKCHYHOCT, BXK. To4Ka 4.6).
6. PAPMAHEBTHYHHA JAPBHHA
6.1 ConchK Ha NOMOLTHATE BEUECTBA
Jlaxto3a MoHOXHApaT

[Nosuznon (E1201)

HuiecTte, npexenariHAZNpaHo
IlapeBH4HO HHIIECTE

Tank (ES53)

CunuumeB OJMOKcHI, konouaeH GessoneH
Marusesnes creapar

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogaocr

5 roIMHH.
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6.4 CphennaJHH YC10BHS HA ChXpAHEHHE

Ja nHe ce cexpaHaBa npu Temnepatypa Haa 30°C.

6.5 BupH chALPKAHAE HA ONAKOBKATA

EKCKJIO3A Tabnerks ca onakoeany s 6amcrepu ot PVC/PVDC/anymunuii. Brincrepure ce
Tipe/UIarar B onakoexH ot 7, 14, 20, 28, 30, 40, 50, 60, 84, 90, 100 u 300 Tabnerky B uTorpatdupana
KapTOHEHA KYTHA.

He BcHuUKH BHAOBE ONaKOBKW MOTaT Aa ObAAT MyCHATH B npoaaxoda.

6.6 Croeunnaxnm DpeIna3nH MepKh NPH HIXBLpJasHE

Hama cheypaniy M3HCKBaHHA.

7. HOPHTEKATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10

Yewka penybinka

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20130105

9. JATA HA TBbPBO PAZPEMIABAHE/TIOJHOBABAHE HA PASPEINIEHUETO 3A
YIIOTPEBA

Hara Ha mepso paspemasase: 03,2013

Jara Ha moauosseade: 03.2018

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

12.04.2021 r.

22



