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Exciao3a Moxke 3a NPHYHRH arpaHyao0nHTo3a:

Ynorpebara my Tpadsa ga 6b/e orpaHNuena 10 HAWHEHTH

- ¢ MH30(ppeHns, KOATO He PearHpaT HA WIH He MOHACHT /IeUeHHe ¢ ARTHMCHXOTHYIHH
CPENCTBa, HIH NAKHeHTH ¢ ncaxosH npu [TapkuHconoBa Gomect, KoraTo APYrHTE
TEPaNeBTHYHH CTPATETHH €3 OHIH HeepeKTHBHH (BK. Touka 4.1).

- KOHTO I'bPBOHAYAIHO UMAT HopMalien Gpoii meBkounTH (Gpoil teBKounT > 3500/mm?*
(3,5 x 10°/1) n aGeconioTrHa Gpoii neyrpegran ABH > 2000/mm?® (2,0 x 10°1), n

- NpH KORTO MOXKE PeJOBHO A2 ce cJIenn Opos Ha Oennte kpuneau kneTkn (BKK) u
abconoTHRA Opoil Ha HeyTpoduauTe (ABH) no cneanaTa cxema: BCRKa ceAMHIA npe3
oLpente 18 cenMunA OT NedeHHeTo, 2 ClIeN TOBA NOHE BEINLIK HA BCEKH 4 CEIMHUM N0
BpeMe HA NeueHnero. Habmonennero TpabGBa fa Npoab/LKN Mo BpeMe HA Jeuennero H 4
ceAMMUH clie]l NBIHOTO NpeKpaTaBane Ha npuema ua Exckinosa, (e touka 4.4).

JlekapHTe, npeaNHCBANIH J1eKAPCTBOTO, TPAHBA Ja cleaRaT HATLJINO H3HCKBAHATE MEPKH 34
Gezonacuocr. Ilpn BeAka KoncyaTanns na nannenta, npuemawy EKCKJIO3A, Tpatsa aa ce
HANMOMHS /12 ce CBLpKe He3a0aBHO ¢ IeKYRA M JIEKAP, 4K0 33M0YHe PASBATHE HA HAKAKBLE BHI
HHdpexunn. OcobeHo BuaMaAre clensa aa ce o6pLmIA Ha TPUNONOIOTHMTE ONAAKBAHHS KATO
BHCOKA TEMOEPATYPA HIKN Bb3NANEHO BP0, H B3 ApYru Gefeid Ha nndeKuud, KOATO Moxe 13
Onae nokaslaTeana 32 HeyTponeHHA (BA. Touka 4.4).

Excknoza Tpaésa Ja ce YHHINOKABA MO CTPOr MeARIAHCKN KOHTPOI B CLOTBETCTBHE €
o ALHAIRATE HpenopLkH (Bxk. Touka 4.4),

Muokapaut
Knozanun e cBbp3aH ¢ NOBHIIEH PHCK 0T MHOKAPIANT, KoliTO B peaAKkd cay4an e Gir ¢ Jeraien

a3xol. [lopHIDEHHAT PHCK OT MIOKAPAHT ¢ HAF-roNsAM Npe3 NpprATE 2 Mecena 0T JCUYEHHETO,
Paaxo ce crobmiapar 1 cayyan pa paTaTHa KAPIHOMHONATHA (BH. Touka 4.4)..

MHoKkapauT KA KAPAMOMHOTATHA TPAGRA Ja C¢ 04AKEA NPH NANHEHTH, KONTO MIMHTRAT
ODEPCHCTHPAMA TAXHKAPAHS B CHCTOAMAE Ha MOKOH, ocofeHo npes MbpBHTe 2 Meceua oT
JIeIeHAETO, H/HIH NANNHTANNH, APHTMHA, G0JIKA B r-panTe, KAKTO U JPYTH NPU3HANM H
CHMITOMH HA ChpACIAA HeAOCTATHYHOCT (HAMP. HeoOacHAMA YMOpP], AHCHHER, TAXHIten), LR
CHMNTOMH, NOJ00HE Ha Te3H npH RudapkT Ha Maokapaa (BXK, Touka 4.4).

TIpM cLMReHHE 32 MAOKAPAAT MIH KapAHOMUONATHR JeqyenieTo ¢ Exckaosa TpafBa Benuara na
€€ NPEKPATH B NAaNHEHATLT A2 GbAe HACOYEH KbM KapauoJor (BK. Touka 4.4),

TlaunenTn, NOAYYHIH KI03ANAH-AHAYWHPAH MAOKAPANT NIE KAPIHOMHONATHA He Tpadaa
naReqe Aa 6pIAT AEKYBaHHA ¢ kAo3annan (8:x. Touxn 4.3 § 4.4.).

1. HME HA JIJEKAPCTBEHHUA ITPOAYKT
Excirosa 100 mg Tabnetki

Excloza 100 mg tablets

2.  KAYECTBEH M KOJITMUECTBEH ChCTAB
Bceska TaGnerka cpaspia 100 mg wiosanun (clozapine).

HomouHy BellecTBa ¢ M3IBECTHO NelicTeHe
Besxa rabnerka o1 100 mg chobpka 192 mg naxTo3a MOHOXHAPAT.
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3a nBIIHAA CTIHCBHK HA TIOMOLTHHTE BEMIECTBA BYOKTE Touka 6.1.

3. JEKAPCTBEHA ©OPMA
Tabnerka.

Kperim, xentH TableTkH, ¢ AENMHUTENHA YepTa OT ABeTe cTpaHu M Haamuc "CPN 100" ot eanata
CTpaHa.

TaGnetkata moxe ia GpOe pa3aclicHa Ha JB¢ PABHM TIONOBHHH.

4, KIMHHYHU JAHHH
4.1 TepaneRTHYHH NOKAIAHEHA

JleyeHie HA TEPANSETHYHO PE3NCTCHTHA MIH3 CHHUA

Excxknosza e moxasal NPy NAIHeHTH ¢ PE3UCTCHTHA HA JICUCHHE MHBOQ)pBHHﬂ H [IPH NaUNeHTH ¢
UIHSO(prHHH, KORTO HMaT TEXKKH, HENOB/MABALIH C& HEBPOTOTMYHH HEXKEIAHH PCAKUHH KbM NpyrH
AHTHIICHXOTHYHH CPEACTRA, BKIIOYHMTSIHO aTHIHYHE AHTHTICHX OTHIIH.

Pe3ncTeMTHOCT KBM fedeHre ce aed HHIpa KaTo AWIca Ha 3a10BONHTENHO KIMHHYHO nonofpeHie,
HE3aBHCHMO OT [IPUIAraserTo Ha NOAXOMALIM JO3H OT HAN-MAJIKO IBE PAITHYHA AHTHICHXOTHYIHM
CPEHOCTBA, BKMOYHTENHO ATHIIHYEH aHTHICHXOTHK, MPeANnCcaH 2a JOCTATEYHO NPOAB/IIKHTENEH
NEPHON OT BPEMeE.

Hcixo3a npu Gonect ua HaprkuHood
Exciioza e noka3aH chlIO NpH NCHXOTHUHH HAPYLIEHHA, Bb3HHKBA1UH B X043 Ha GonecTra na
Ilapkuncon B cirydanTe, KOraTo CTAHAAPTHOTO JedeHue € OHNo HeeexTHBHO,

4.2 To3gpoeka H HAYHH Ha NPHIOKEHAE

Hozuponka

Hosupopkara Tpa6Ba aa Obae onpenenena MHAMBAAYaTKo. Tpabsa Aa ce npunara Hal-HuCKaTa
edexTHRHA 1033 MPH BCEKH NauMeHT. BuMMaTenHo TpeTHpaHe K cXeMa Ha JO3Upake ca HeoGXOAUMH
3a MHHUMH3HPaHe Ha PHCKOBETE OT XHIIOTOHHA, TBPUOBE U CEALIHA.

3anouBaneTo Ha Jiedennero ¢ Ekcknosa TpaGea aa Geae OrpaHHYeHo A0 NALHeHTHTE ¢ Bpolt
neskounts > 3500/mm* (3,5 x 10%1) u ABH > 2000/mm’ (2,0 x 10%/1), kouto ca B pamkuTe Ha
pediepeATHHTE CTOHHOCTH,

Kopurupase Ha n03ata € Noxalayo Ipl NALUHEHTH, NPHEMaIIY ¥ JIEKAPCTBEHH TIPOAYKTH, KOUTO
NoKa3eaT GapMaKoJUHAMUIHU U HapMaXxOKMHETHIHH B3auMoaeiicTBHA ¢ Exciiiola, karo
Genjonmaszenyuy WY ceNeKTHBRY WHXHOHTOPH Ha 00paTHOTO 3axBALAHE HA CCPOTOHMHA

(Bxk. Touka 4.5).

Hpemynasane om npedxogcoauiq mepaniia ¢ aHMURCUXOMUK KoM mepanus ¢ Exciiosa
O0nkHOREHO Ce NpenopruBa EKCKT03a 1a He ce W3no3ea B KOMOHHANMA C APYTH AHTHNCHXOTHIIN.
Korato TpabBa aa ce 3anovne Tepanua ¢ EKCK03a npn MAlHEeHTH, MOATOKEHH HA IRPOPARHO
JleueHHE ¢ AHTHIICHXOTHYHHM JIEKapcTBa ce MPEIophuBa IBPBO Ia ¢ NPEKPaTH npHeMa Ha ApYyriuTe
AHTUNCHXOTHUM Ype3 MOCTETIEHHO HAMANIMBAHE Ha 103aTa.

[penoppuBar ce CReAHHTE TO3H;

Hayueﬁmu C PEIUCINERNIHG HU AEYERUE wusodpetus




Hauanna mepanus

Jozata e 12,5 mg BeqHB® W Ba IBTH JHEBHO TIPE3 IBPBHA JeH, TIOCHEIBAHA OT AHa Wik OB
Tabserki oT 25 mg Ha Bropua e, Ilpn gobpa noHOCHMOCT THEBHATA 1032 MOKe a Ce MTOBHIIY
OOCTENEHHO HA CTRIIKA OT 25 1o 50 mg, 3a oa ce NOCTHTHE 103080 HUEO A0 300 mg/nen B paMKuTe Ha
2 1o 3 ceamuuu. Cnep ToBa, ako € He0GXOIMMO, THEBHATA 1034 MOXKE JOMBIHHTEIHO A8 C& MOBHIIH C
50 mo 100 mg npes WHTepBaNd OT MOMUBHH WIH, 32 TIPEATIOUHTAHE, SAHA CEAMHLA.

Tepansemuen obxsam g Oo3ama

TIpu mope4eTo MALNEHTH AHTHICHXOTHUHATA ehHKACHOCT MOJKE 1A Ce 0Jaxsa npH no3a ot 200 no
450 mg/muerHo, pazaeneHa B ABa npHema. O0MaTa JHCBHA 1034 MOXE Jd He GbIe pasacieya Ha
PaBHH HaCTH, KAaTO [O-TOAMATA YacT Ce MpHeMa [IpeaH Jrake.

Marxcunanna dosa

3a ;a ce TIOCTHrHE MAKCHMAIleH TepaneBTHeH edekT, MaTEK Gpof nauHeHTH MOTAT 13 U3UCKBAT 10~
BHCOKH A03K. B To1d cryuali ce Aomycka pasyMHO [OBHILARAHE HA q034Ta (T.e. He moBeue ot 100 mg)
1o 900 mp/nen. TpaGea aa ce MMa MPeABHA BEPOATHOCTTA OT YBENHUABAHE HA HEKENAHHTS peaKLMH
(ocoGeHo repuOBe), BE3HAKBAILH NIPH 103K Han 450 mg/noeH.

IToddvpocawa do3a

Cnej| MOCTUraHe Ha MaKCHMAIEH TEPaNeBTHNEH eQeKkT MHOTO ITALHEHTH MOTAT Ja OCTAHAT Ha
e()eKTHBHA NOAIBPIKAINA TEPANHEA C TMO-HUCKH 103K, [IpenopsuBa ce BHUMATENHO THTpUpPaHe 33
NOHIKABaHE Ha Jo3ata. Jleuennero TpaGpa Oa ce NpoXbMKH Hali-Manko 6 Mecela. AKo fHeBHATA
032 ne npespyaba 200 mg Moxe na 6b0e MOAXOOANIe SNHOKPATROTO JHEBHO PHIOMEHHES BEYEp.

IHpexpamasane na mepanusma

B cmyyail Ha nnaHupaHo MpexpaTaBaHe Ha TepanuATta ¢ Ekcknoza ce npenoppysa nocrene Ho
HaMAanABaHe Ha 703aTa 32 Mepuof oT | po 2 ceamulin. Ako € HeoBX0aMMO BHEZAMHO PEKHCBAHE Ha
NpHEMa Ha JIeKapCTBOTO NAUMEHTHT TpsORa Oa ce HaGMI0aRa BHIMATENHO 33 Bh3HHKBAHE HA
CHMITTOMH HA OTHEMAHETO (BaK. ToKa 4.4).

Iloemopno 3anouéane na mepanuama

Ipu nalyenTy, NPy KOWTO HHTEPBATLT OT MOCNEIHHA TpHeM Ha Exciulosa e noeeye ot 2 aHMu,
Je4eHHETo TpAOBa Ja ce BE306HOBY ¢ fo3a 0T 12,5 myg, Na/ieHa eAHOKPATHO WM IBYKPATHO Npes
IBPBHA JeH. AKO Ta3H 71034 ce NoHacH Jodpe, T4 Moke Aa 6bIe THTPHAPAHA 10 TEPANeBTUMHO HHBO
no-GBpao, OTKONKOTO Ce TIPENOPLYRA [IPH 3AI0YEAHE HA eUeHHeTo. BRIpekd TOBa, NPK BCEKH
NAalMEHT, KOHTO Beue & H3ITNTAT PecNMPaToOpeH WIH ChpACYEH apect ¢ HadanHaTa 103a (Rk. TOUKa
4.4}, Ho cnex Toea Jo3ara € OUNA yCNeuwHo THTPUPAHA A0 TEPANSBTHYHATA, IIOBTOPHO THTPHpPAHE HA
fo3ara TpabBa 22 ce HIPLPLUIBA H3KTIOUHTETHO BHHMATEITHO,

[Ictxomumnu pascmpoticmea, 8b3HUKeauil 6 xo0a Ha borecmma Ha Iapxuncon & cayyaume,
KO2amo_CmaHOapmHomo aevetye e buno needexmueuo

Havanna mepanus

Hauvanuara nola He TpsafBa na HageHwasa 12,5 mg/aneBHo, npHemara sedep. Ilocrensamure
MOBUILEHHA Ha 103aTa Tp20Ba 1a OBOAT ChC CTHIKH oT 12,5 mg ¢ MaKCHMYM JBE [IOBUILEHHS
CeAMHYHO 10 MAKCHMANHA 03a 0T 50 mg, KodTo He Moke Aa Oble JOCTHTHATA TIPeau Kpas Ha
BTOPaTa CEAMHLA. 3a NPEINIOYHTANE € LANOTD KOMWYECTBO 34 IEH I8 ce TIPHIAra KaTto eNHOKpaTHA
A03a BeTep.

Tepanesmuven obxsam Ha dozama
CpennaTa edeKTHBHA 1032 OGHKHOBEHO € MexKay 25 W 37,5 mg/aen. B cayuail, ue neyenue ¢ 003a OT
50 mg, mpoOBLIDKMIIO HOHE €HA ceAMMIIA He Aaje 3aN0BOIMTeNeH TepaneBTHYeH OTTOB0pP,
JO3HPOBKATA MOMKe BHUMATEHO A2 Ce NOBHITH ChE CTHIKH ot 12,5 mg/cenvuua.

Maxcumanna dosa
Ho3ara ot 50 mg/neu Tpadsa 1a ObAe HAOBUIIABAHA CAMO B MIKRIOUHTENHU CIYYAH, 4 MAKCHM




no3a ot 100 mg/nen He Tpa6Ba HuKora Aa Ghae HaNBMIWABAHA,

HoeniennsTa Ha no3ara TpaGea Aa GBLAT OrPAHMYEHH HITH OTIOKEHH, AKO Ce HOABAT OpTOCTAaTHYHA
XUTIOTOHWS, PEKOMEPHO CeHpaHe WiH obnhpkaHocT. [Tpes nspBHTE ceqMULM Ha NedenueTo TpsORa
I8 ce cNIeIH KPBBHOTO HansTaHe.

Hodovpocaiya doza

Koraro e Hanule IThiHa peMHCHA Ha NCUXOTHYHATE CHMITTOMY 34 TI0HE 2 CEAMMLIY € EE3MOXKHO
TIOBHIIABAHE HA IO3WTE HA aHTHIIAPKMHCOHOBHTE JEKAPCTEA, AKO € JIOKA3aHO BL3 OCHOBA Ha
MOTOpHHA CTATYC. AKO TO3M HOAXOA BOAH RO TIOBTOPHA NIOABA HA TICHXOTHYHHTE CHMITTOMM, 03aTa
Excknosa MOJKe a C€ NOBHLIH OCTONOHHO ChC CTBIKM OT 12,5 mg/cenmuna no MaxcHMyMm

100 mg/new, npueMany s elHa wIH ABE OTACIHH AO3H (8K mO-rOpE).

HIpuconeane na mepanusma
IpenoprHea ce nOCTeNeHHO HaMalsABaHe Ha I03ATA CBC CTHIKH OT 12,5 mg 3a MEepHOA OT TI0He e/IHa

ceamuiia (3a npeAnoYUTane Ase).

Jlevermero TpabBa Aa ce npexpatu HesabaBxo B CIy4ail Ha HEYTPOTISHYA WIM ArPAHYJIOLATO33 (BK.
T04Ka 4.4). B 1034 City4aif OT CHUIECTBEHO FHAYCHHE & BHHMATENROTO HaOMIONEHHE Ha TICHXUNHOTO
CBCTOAHME HA IALMEHTA, ThH KATO CHMITTOMUTE MOTAT G530 Aa PeLHIRBHPAT.

Creyuaniy 2pynu nayuenmu

Hayuenmu c veprodpobuo yepexcoane
Ilpx naunents ¢ YeproapoBHO yBpesxaane Excrroza Tps6sa aa ce NpHAAra ¢ MOBKIISHO BHUMaHHE
33EHO € PeNOBHO NPOCNEAABaHE Ha YepHonApobHuTe PyHKIMH. (BXK. TOUXa 4.4).

Hleduampuyna nonyrayus

Henuarpusny wicneApanus He ca npopexdany. bezonacHoerta 1 eQUKACHOCTTA NpH Jetia H
OApPacTBAIIM Mo/, 16 roHeH He ¢ ycraHoBeHa. He Tpabpa a ce W3Noi3sa B TazH rpyna ripedu aa ca
HAJTMMHH NOITBIHHTENHH AaHHH,

Hayuenmu na evspacm na u nad 60 z0dunu
Ilpenoprsa ce 3anousase HA AeYEHHETO B 0COGEHO HHCKA O3 (12,5 mg enaroKpaTHO UBPBHA AEH) ¢
TNOCHCABALA NOBHIICHHA HA 03aTa, OPAHHYeHH A0 25 mg Ha JeH.

HauwH Ha npunoxenue

Excknio3a TaGneTku ca npeanasHatueHy 3a MEPOPATHO IPHAOKEHHE.
43 IlpornBonoxkazaHesa

- CBPBXYYBCTBHTE/HOCT KBM 2KTHBHOTO BELIECTRO HITH KbM HAKOE OT [OMOL{HATE BELIECTBA,
m36poeHH B TOuKa 6.1. .

- TTangenTH, KOUTO He MOTaT Jia GBHAAT NOMNOKERH HA PEAOBHH KPHEHH H3CIICIBAHHNS.

- AnamHe3a 3a TOKCHYHA WIH HAMOCHHKpa3Ha TPaHYNOLHTONEHHA/ArpaHy IOLMTO3a
(c m3KNMIOYeRHEe HA FPaHYIOLMTONEHH/ar pPAHYIOUUTO38 OT Npe/IX0XAAINA XHMUOTepAnus).

- Jlevenuero ¢ Excilosa e TpaGRa 1a 6/€ 3aN0MBAHO €SHOBPEMEHHO ¢ JIEKapCTRa, KOTO HMAT
H3BECTCH 3HAYUTE/ICH OTCHUHAN /12 MPEMIBHKAT arpaHyIoNHTO32; RE Ce NPEnopbuba
€IHOBPEMEHHATA YIoTpeba Ha AeM0 AaHTHNCHXOTHIH,

- AHaMHe3a 3a KII03aNHMH-HHIYLHPAHA arpaHyIOLHTO3a.

- Hapymena gyHkups Ha KOCTHHS MOIBK.

- HexkoxTponupauna enunencus.

- AJIKOXO/IHA K APyra TOKCUYHA NICHX032, JISKAPCTBEHA MHTOKCHKALMHSA, KOMATOIHY CECTOSH

- Hupxynaropen konanc u/mu notckaue Ha LIHC o npHYHMHM OT BCAKaKhs Xapakrep.

- Texxn 616peunn win chpaeuHn 3aGonaBanks (Hanp. MHOKapIuT).

- AKTHBHO 4epHOAPOGHO 3a6014BaNE, CBBP3aHO ¢ raZicHe, aHOPEKCHA HITH KBITCHHKA,
NpOrpecHBHO 3a0oMnsBane Ha YepHus APob, YepHONPOGHA HEAOCTATEYHOCT.




- Napanutuyed aneye.

- JNenermero ¢ EKCKJIO3A ne tpsabsa na ce 3ano4sa eqHOBPEMEHHO ¢ JIEKAPCTEA, 33 KOHTO €
M3BECTHO, 4 MMaT 3HaUMTEeNieH MOTeHLMAN A3 NPMYVHABAT arpaHynouuTo3a. He ce npemnopsupa
e/IHOBPEMEHHATA YNOTpeba Ha aHTUNCHXOTHUM C Y IBIDKEHO 0CBOBOXIaBaHE.

4.4 CnennaiHH Opelynpe:kaenus ¥ NPeINAIHY MEPKY NpH ynoTpeda

ArpanyiiouxTtosa

EkcK/To3a MOXKE 13 TPEAH3BHKA arpaHy/onHTo3a. YectoTata HA arpaHyIOHMTO3aTa H CMBPTHOCTTA
Cpen pasBHINTE arpanyNoUMTO32 €A RaMATENy 3HAYATENHO Ced BaBEKIANE HA RPOCNSATHAHETO HA
Opos nesxounTH | abcomoTHus Opoit HeyTpodsan ABH. Creanure nmpeanazum Mepxu ca
33IBIDKHTENHH 1 TpAGBa 1a ce HIBBPIIBAT B CROTBETCTBHE ¢ OQHUMAITHUTE IPENOPEKA.

Nopazsn puckosete, cobvplany ¢ ynorpebata Ha EXcKi03a, HErOBOTO NMPIWIGKEHHE € OIPAHHHEHO 10

OALHEHTH, KOUTO HMAT HOKA3aHIA 34 JISUSHUS, 0CcoueHH B Touka 4.1, |

- KOHTO MMaT IbPBOHAYANHO HopManeH Gpoii nepkonuty (Gpoil nepkounTy > 3500/mm?
(3,5 x 10%1) u ABH > 2000/mm® (2,0 x 10°/D) u

- MPH KOUTO MOKE A Ce H3BLPIUBA PEJOBHO MpocheassaHe Ha Opos Ha NeBkoluTHTe U ABH
BCAKA ce[Muia npe3 rbpeute 18 cemMuuu, a cnen ToBa NMOHE Ha BCEKH 4 ceIMHLM.
Habnogennero TpabBa Aa NpOXB/DKH 10 BpeMe Ha JIeS€HHeTO U 4 CEAMHIM CTIell MBIHOTO
cripade Ha mpiema Ha Excknosa.

Exckn103a TpadBa Ja Ce npuiara o CTPOT METHUHHCKH KOHTPOJ B ChOTBETCTBHE C OHLMATHHUTE
NPEenopBKH.

[penu 3amouBaHe HA ASYeHHETO C KI03aNHKE Ha NAUMEHTHTe TpAOBA Oa ce HANPABH KPBBEH TeCT (BK.
"arpanynouHTe3a”), 1a C& CHEME aHAMHe3a M Ja ce npobele Gu3ukaneH upernen. [anuenture ¢
aHaMHe32 32 ChpAeuHo 3a00nABaHe Wi aOHOPMHHE ChPASIHH MOKA3ATENH, YCTAHOBEHH MK
b3nkanau npernex Tpabea Ma GBIAT HACOUEHH KBbM CIISUMATHCT 33 AOMbIHATEHH H3CHEABAHNA,
KOHTO MoraT Aa Biaroyeat EKD ¥ maupentute Tpadsa Aa §p1aT eKyBaHH, caMo aKo OUaKBaHHTe
TIOMI3H ABHO [IPEBUIIARAT puckoBeTe (BX. Touka 4.3). Jlekypautuat nekap TpaGea aa oOMHCIH
wisbpueaHero Ha EKT npenu neuenuero.

JlekapuTe, peanuceanin NeKapcTeOTO, TPAOBA [a CIa3BaT CTPOro HEOOXOIUMUTE MEPKH 3a
6e30nacHoCT.

HpeJm 3ancYyBaHeE HA NCYCHHETO [IEKAPHTE Tpﬂﬁﬂa Ha C¢ YBEPDAT, HOKONKOTC TOBa HM € H3BECTHO, Ye
NAUHCHTRT HE € MONYWdBa [IPEAH HeXECnaHa XeMaToI0THYHA peaKUMa KFM KJI03311HH, KOATO €
HAMOKHITA HEMOBOTO [IPEKBCBAHE, .HCKapCTBGHHHT TIIPOXYKT HE TpﬂﬁBa Oa ce NMPeOIIHCE] 3a NepHoan
Mo-A%ITH OT HHTCPBaNAa MEHIY H3CNeABaHCTO HA IBC KPBEBHH KAPTHHUL

TlprempT Ha Excxotosa Tpabea He3a0aBHO Aa ce ITPEKBCHE M0 BCAKO BpeMe HA JIgUeHHeTo, ako Gposar
Ha neskounTHTe & mog 3000/mm? (3,0 x 10%/1) unu ABH e mop, 1500/mm? (1,5 x 10%1), Tauuentute,
IIpY KOHTO JeyeHreTo ¢ Ekcknola e B1no npekbeBaHO Nopady HUCHK Opoil Ha NEBKOLMTUTE MNH Ha
ADH ne tps6Ba 1a npreMaT noBTOPHO EXCKITO34.

I1pH Besika KOHCYITALHS Ha MIALMeHTa, nomyyapall Ekckno3sa TpsGsa ia ce HamoMusA [1a ¢e CEBPXE
He3a0aRHO C NeKyRallHA MeKap, ako 3allo9He pA3BMTHE HA KAKBATO H 4a & WHexius. OcobeHo
BHHMAHHE CNEIBa A3 ce o6phina HA rpHNoOnoAo0HKTE OMIAKBAHNA KATO BHCOKA TEMICPATY P2 HAN
GOMNKY R IBPNOTO, KAKTO M HA OPYTH CHMIITOMH Ha WHbEKUHA, KOATO MOXe Ja Bble HHENKAUMS 34
HeyTponeHuA. [TalHeHTHTe 0 nOaraluyTe 3a TAX rpidikl Tpa6Ba Ja OraaT HEdopMIpaHy, Je B cayvai
Ha HAKOH OT Te3H CHMOTOMH Te Tpa0pa He3abaBHO A3 M3BLPIUAT W3CNeBAHE HA KPBBHA KapTHHA.
Ilpenopstpa ce reKapHTe, NPEINUCBAIIM JISKapCTBATO 4 NA3AT AOCHE C Pe3yNTaTHTE OT KPhEHHTE
M3CNENBAHMA HA BCHYKH MAllHEHTH H Na TpenrpHeMar HeoOXoAuMHTE MEPKH 34 MPeinaiBake Te3u
DALMENTH cTy4aliHo [a [MOTyYaT JeKapcTROTO B Obetne.




INamuenTnTe ¢ aHAMHE3a 32 IIBPBHYHH 3a00/1983HHA Ha KOCTHHE MOYBK MOTaT Ja Onaat JICKYBaHH,
CaMO0 aKo Iof3aTa MpeBHILARA PUCKA. Te TpﬂﬁBa Ixa Opaar nperneaaHd BHEMATSIRO OT XeMaTonor
[IpeaH 3aMeqBaHe Ha JICUECHHETO C Excknaosa.

MNaunentute ¢ Hucwk Gpoi Ha BKK nopaau noGpokagectsena eTHHYECKa HEYTpOTIEHnA TpAGBa aa
6paaT npelecHeHH BHHMATENHO M MOTAT 3 3alI0YHAT AeucHHe ¢ EKCKI03a eIHHCTBEHO Che
CBITIACHET(G Ha XeMaToJor.

Mouutopupane na 6pos AeskoIUTH 1 abcomoTnna Gpoit neyTpodunn (ABH)

BpoAT neBKOUHTH # AHQEPEeHUHATHATA KPLBEHA KApTHHA TPpI0Ba 2a ce cAepaT B pamxuTe Ha 10 qun
Npeay 3anoyBaHe Ha neuchne ¢ Excknosa, 3a a ce rapaHTHpa, 4e caMo NALMEHTH ¢ HOpManeH Gpoi
neBKounTH (6poii eskouuty > 3500/mm* (3,5 x 10%1) 1 ABH > 2000/mm> (2,0 x 10%1) me moxyuar
nexapcTeoTo. Chen 3anodnaHe Ha deveHueTo ¢ Excknosa BoAKa ceamuia mpes nepeuTe 18 cenmug,
a CIIe]| TOBA MOHE Ha BCEKH YETHPH CeIMHIUH, ThAOBA Ia ce H3BLPLIEA PENOBHO MACASIBAHE U
MOHHTOpHpane Ha OpodT Ha NeskouTaTe B ARH.

MonHTopaparero TpabBa 0a NPOARDKH TIpe3 UEMH KypC Ha IeYeHHETO U 4 CeIMMUM Clle MbIHOTO
CIHPAHE Ha MpHeMa Ha EKckTo3a Wi [0 BB3CTAHOBABAHE HA XEMATO0MMYHHUTE HOKA3aTeH (BK. To-
nony ,,Hamaned &poii nesxouutH/AGH“).

Hucnx 6poji neskoumTu/ABH

AKo 1o BpeMe Ha Nedenre ¢ EKCKI103a HacTBIN NOHIKEHHE Ha 6pod NeBroluTH Mexay 3500/mm?
(3,5 x 10%/1) u 3000/mm? (3,0 x 10°/1) wnu ua ABH mexcay 2000/mm? (2,0 x [0%1) u 1500/mm’?

(1,5 x 10°%/1), cnepea 1a ce M3BBPINBAT KPLBHH M3CTEABAHNA HAl-Ma/KO JBA THTH CEIMHUYHO, JOKATO
GpoAT Ha_TeBkOIMTHA U ABH Ha manmenTa ce cTaGHIM3HpaT cLOTBETHO B rpaHummte 3000-3500/mm?
(3,0-3,5 x 10%1) 1 1500-2000/mm? (1,5-2,0 x 10%1) unu wag 19%.

Ipuemst Ha Excrnosa Tpafea He3abaBHO 1a €& IPEKBCHE M0 BPEME Ha NEYEHHETO, ako BposT
neexoutH e nox 3000/mm? (3,0 x 10%1) umm ABH e nmox 1500/mm? (1,5 x 10%1). BpoAar neBxonury_u
nudepeHLMATIHATA KPBBHA KapTYHA C/iel ToBA TpAdka 1a GhIaT H3CIEABAHH EXEAHEBHO M
nanueHTHTe O3 61aT BHAMATENTHO Hab/MOIaBaHy 32 MPUNONOJ06HK CAMITOME HITM APYTH CHMITTOMH,
upennonarawmy uHdekuus. [lpenopsusa ce NOTEBPXKAEHHE HA CTOMHOCTHTE HA XEMATONOTHYHHTE
TIOKA3ATENM UPE3 NPOBSKIAHE HA ABE KPbBHH H3CNEABAHUA B 1Ba NOCIENOBATENHN THA. Bhipeku
TOBA NpHEMET Ha Ekckitoza TpA6Ba ia ce cnpe cliell mbpBara KpbBHA KapTHHA.

Cnen COHPaHE Ha NEYCHUETO ¢ EkcKia03a ce M3HCKBA OLIEHKA Ha XEMAaTONIOTHYHHUTE NOKa3aTelu a0
HACTBIIBAHC HA TAXHOTO BE3CTAHOBABRHE.

Tatanua 1

Bpoii kpvenu Knemiu Heobxodumu deiicmeun

Heskout/mm? (/) ABH/mm? (/1)

>3500(>3,5x 10° =2000 (= 2,5x 10% JIa ce NpOIE/DKY NeYcHHeTo ¢

Excknosa.

Mesxkny = 3000 n < -3500 Mexay > 1500 u < 2000 | Ja ce Ipoas/oKi TEFSHHETO C

=30x10°u<35x10") |[(=15x10°u< Ekckio3a, Ia ce B3eMAT KPBBHH
2,0 x 10%) mpoGu IBa IETH CEAMHYHO IO

crabunu3pate Wil [OBHLIABAHE
Opos HA KpBBHUTE KAETKH.

<3000 (<3,0x 10% <1500 (< 1,5x 10% He3abapHo a ce TpeKkpaTu
nevenueto ¢ Exkcknola, na ce
B3eMarT KpbBHH npobH BCekH JeH 110
OTIIYMARAHE HAa XEMATOIOTHYHHTE
OTKJIOHEHHA, Aa CE CIEIH 3a
uHpekaun. [la e ce nnogHoBARA
EHEHHETO.




Axo crex cnupasero Ha Exckao3za GpoRT IBKOUUTH NPoAL/DKH Na RaMaassa noa 2000/mm®
(2,0 x 10°/1) nnm AEH gocrurue crolinocta mon 1000/mm? (1,0 x 10%/1), neuenneTo Ha ToBa
cuLeTosiHHE TPADBA 12 ce PHXOBOAH OT ONUTEH XeMATO10T.

IlpexncRane Ha 1e9eHHUETO HOPATH XEMATQIOMHYHH NPUYHHY
Iaunenture, NpK KouTo NedeHneTo ¢ Exckiosa e 6uno npexscBaHoO MOpaay HACHK Gpoit Ha

nesxouutnTe Mne Ha ABH (mok no-rope) we tpadea na npuemat noeTopro Ekcknosa.

Hpenopsusa ce nexapHTe, NPSAMHCBAUIH JIEKapPCTBOTO 12 NA39T JOCHE C Pe3yNTaTHTE 0T KPbBHHTE
H3CIe(BaBHA HA BCHYKH MALMEHTH U O3 MpeanpreMar HeoGXoQuMUTE MEPKH 3a [pena3Bade Ha Te3H
NalueHTH Cy4aiiHo Aa NoTy4at NeKkapcTBoTo B ObIene.

[IpekbcBaHe Ha NeYeHHETO MOPAXH APYTH OPHYHHA

TlaupentrTe, KOHTO ca noMy4asany Exckiioza B IpoxeikeHHe Ha ToBeye ot 18 ceAMULM ¥ NedeHHeTO
HM € OuJlo MPEKECHATO 33 [I0BeYe OT 3 AHH, HO 10-MaJIKo 0T 4 ceaIMULM, TPAORA Aa cienAT Gpos Ha
neskouutHTe H ABH exxecenMmyHo 38 ome 6 cenMHULH, AKO XEMATONOTHYHHTE MOKA3ATENH €A
HOPMAITHY MOHHTOPHPAHETO MOKE 13 € H3BBPLUBA OTHOBO HA HHTEPBATH HE HO-ABJTH OT 4 CEOMULIH.
Axo nedeuneTo ¢ Exckio3a e Guno npexkscHaTo 33 4 WK NioseYe CEOMHULH € HeoOX0IuMO
eeceIMIMHEO MOHMTOpUPAHS Npe3 cleaBalluTe 18 ceqMHLH OT NeYeRHeTO K A03aTa TpadBa aa Ghae
NMOBTOPHO THTpHpaHa (BxK. Touka 4.2).

l!p! T'H NMPERTIAIHH MEPKH

To3u NekapcTBeH NPOMYKT ChIBPXKA NAKTO3a MOHOXUAPAT.
IMangenTn ¢ penky HacnencTeeHW 3ab0NABaHUA KATO MANAKTO3HA HEMIOHOCHMOGT, NAKTA3IEH AedHIHT
Ha Lapp unn rimoko3Ho-ranakTo3Ha ManabcopOiius He TpAORa [a NPHEMAT TORA IEKAPCTBO.

Eocauxopunus

B cnyuail Ha eo3nHopHINA ¢ npenopsuBa cnvpane Ha EKCKiIosa, ako Gpoar Ha eosunoduuTe ce
nosuwn Haa 3000/mm? (3,0 x 10%/1), nevenuero Tpabea na GbAE MOIHOBEHO CAMO CIIER KATO GPOAT Ha
eozuHopumure cnagne nox 1000/mm? (1,0 x 10%1).

TpomGountonenus
B ciyuaii Ha TpoMOOUHTONEHHSA & NPENOPLUBA CTIMpaHe Ha AeyeHreTo ¢ Exkcknoaa, ako 6poar Ha
TpomGouuTuTe cranke nox 50 000/mm? (50 x 10%1).

CEpIeYHO-CBIOBH HAPYIREHUY

Tlo BpeMe Ha federnero ¢ EKCKNo3a MoXe fa BB3HHKHE OPTOCTATHYHA XHOOTOHMA CbC HH Ge3
CHMHKOTL. B peaxu cayya konanchT Moxe A2 GbAe TeXBK H ChbIPOBOISH OT CIIMPAHE HA CHPASYHATA
nefiHocT w1k guiranero. [lo-seposaTHO e TaKHEA PeaKkunH 2 BL3HHKHAT IPY eJHOBPEMEHHA
yrnorpeta ¢ 6eH30NHMAETTHH HUTH JIPYT NICHXOTPONEH areHT (BK. ToUKa 4.5) u Mo BpeMe Ha
ITHPBEOHAYANHOTO THTPUPAHE BB BpYE3Ka ¢ ObP30 MOBHIUABAHE HA 003aTa. B MHOTO peaKn cryduau Te
MOTaT Jia BL3HUKHAT OLIE cJie] TEPBATa [03a. JATOBA MAOMEHTHTE, KOUTO 3aMOUBAT JeUeHk e ©
EXCKI03a H3HCKBAT BHUMATENHO MEIHUHACKo HabmoaenHe. [1pu nantenTs ¢ 6onect Ha INapkHucoH ©
HSOGXOHHMO MOHHTOPHPAHE HA KPHRHOTO HANIATAHE B HANPABEHO H JIETHANO NOJIMKEHHE npes
IBPBUTE CEAMMIIH OT NEYESHHETO.

AHanu3bT Ha Ga3uTe JaHHH 33 0830TIACHOCTTA [I0KA3E3, Y NPHIMKEHHETO Ha KI03aiyiH € CBbPIAHO C

MOBHLICH PHCK OT MHOKAPAHT, 0CODENC [0 BPEMeE, HO He C8 OrpaHHuaRa 10, 'bPBHTE J1Ba MEcela OT

ne4enneTo. Hakou oT cnyyanTte Ha MEOKapauT ca OwiH ¢ neraneH uzxon. Crolasar ce chiuo

clMydad Ha EePHKAPANT/NePpRKAPACH HANHE U KAPAHOMAONATHS BbR BPB3KA C ynoTpeba Ha

Kio3arud. Cpesl Te3u JOKIaln ¥Ma M ciydan Ha daTaieH Haxon. MuokapauT Wi Kap AHOMHONATHA

TpAGBa fa ce 0YaAKBA NPH MAUHEHTH, KOWTO W3IHTRAT HepCHCTHPALIA TAXHKAPAHA B CECTOSHUE Ha

noKo#, ocobGeHo IIpe3 TBPBHTE 2 Mecela OT JISYSHHETO W/ITH NANIKTALMH, ADUTMHH, GONKH B

IBPIRTE, KAKTO U OPYTH NPU3IHALK ¥ CHMOTOMH HA CBPAEYHA HEAOCTATBUHOCT (HaTp. HeobsACHEMA s
yMopa, THCITHEN, TAXHIHEA) KK CUMNTOMH, NOROOHA Ha Te3H NPH WHGAPKT Ha MHoKapaa. J{pyry
CHMIITOMH, KOHTO MOTAT [a NPHCECTBAT B ONBITHECHHE KbM FOpelloCOYeHHTE Ca TPHIIOHOA0DHHT




CHMEOTOMIL HPH CEMHCHHE 332 MHOKADANT WIH KapOHOMHOIATHA JIEYCHHETO C Exckioza TpﬂGBa
BEOHAra 1a € NPEeKpaTH U NalHeHTa Ja ObIe HaCOUEH KM KapauoJor.

Ipu DauMeHTH, MPH KOUTO & IMarHOCTHIMPAHA KapAMOMHOMATHA 0 BpeMe Ha ICHEHHETO C
Ekcki103a, HMa BepOATHOCT Aa €€ pa3bie HHCY(HUNCHINA Ha MITPATHATA k1ana. MUTpanHa KnanHa
HMHCY(PUIHEHIMA € AOKNANBAAA B CIyYaH Ha KapIAOMHONATHS, CBBP3AHH C NEUYSHHETO C KIOIATIHH.
Te3u cirysas Ha MHUTPATHA KIANHA MHCY PUIMEHLIHA ¢a OTUETEHH KaTO JIeKa MY yMEPEHa MUTpaIHa
PerypruraLmns Opd NpoBexaHe Ha AByMepHa exoxapouorpagus (2DEcho) (Bxk. Touka 4.8).

HausenTare ¢ MHOKAPIHT MY KapINOMHMOBATHA, IPYTHHEHH OT KNO3aIMH He TpaGea 1a npuemar
noeTopHO Excknoza.

Hnadapkr Ha Muokapna

B mombaHeHHE, HMB TOKIAIBAHH TOCTMAPKETHHTOBH CHOGEHNA 33 HRbAPKT HA MuoOKapaa,
BKIFO4HTENHO daTanky ciysan. Tlopagn Cepruo3Ro NpeqmecTBANO chpAeuHo 1afonanane u
NPUEMITHBM AITSPHATHBHE NIPHYMHHM B MO-TOASMATA YACT OT TE3M CIIyYad ONEHKATA HA IPHUHHHO
Clle[ICTBEHATA BPh3Ka € Bina TpyaHa.

YQ’BJ'DKaBaHe Ha QT HHTEPBATA

IMono6OHe HA ocTAHANKHTE AHTHNCHXOTHIH CE& Nnpenopr4yBa NOBHINEHO BHHMAaHHUE IIPH NALHEHTH C
H3BECTHO CHPACYHO-CBOCBO sabonsaeane uiu q)aMHJ'IHa AHAMHC3A 334 YAL/LKABAHE HA QT HHTEepBAIA.

TMoaobro HA OCTAHARHTE AHTHIICHXOTHIY C& HpenoppiBa NNOBHIICHO BHAMaHUe NP NPHUNOMXKCHHE HA
K/103aIIHH ¢ NEKAPCTBEHH NPOAYKTH, 32 KOHTO € H3BCCTHO, Y€ YBeJIMYaRaT QTC HHTEpBasa.

LepeBpoBacKyIapHH HEXeTaHH CLOHTHA

Ipwn parnoMusupady, Ianedo-KOHTPOTTHPAHE KIHHEUHM NPOYIBAHHA HA HALHEHTH ¢ IEMEHLINS,
JIEKyBAHH C HAKOH ATHITHYMH AHTHIICHXOTHLM, ce HAOMIOaRa ce NPHONM3RTENHO TPUKPATHO
MOBHIIEHHE HA PHCKa OT Legpedpo-BacKyIapHH HeKeMaHH ChOuTHL. MeXaHM3MET 3a TO3H MORHIIEH
pHCK He € m3sected. [ToBuEH pHCK HE MOKE 13 C& MAKNEOYH 33 APYTH aHTHIICHXOTHLH HIH APYTH
MOMy Al nalueHTH. Kio3anuH TpaOra Ja ce H3N0N3E4a ¢ NOBKINEHO BHAMAHME PR MALMESHTH ¢
PUCKOBH (GaKTOpPH 33 HHCYAT.

Puck ot TpomboeMGonu3beM
Tl kaTo NPUIOKEHAETO HA KIO3ANHE MO 12 OB aCOUMUPAHD ¢ TPOMOoeMGOTHIBM, TPAGBE 04 ce

u30ArBa 00e3ABIDKBAHETO Ha NalHeHTHTE. JoKIaaBaHH ¢a CAy4aH Ha BeHOo3eH TpoMBoeMbOTHIBM
(BTE) npH nevenHe ¢ aHTHOCKHXOTHIM. THH kaTo NPH NAHERTHTE, JIEKYBAHH C AHTHTICHXOTHLH,
4eCTO Ca HANKUE MpuAoGHTH prckopl daktopu 3a BTE, Bckuky BRIMOKHE PUCKOBH daxTopu 3a BTE
TpaGea na 6baaT uneHTHOMIHPAHN NPEIY H O BpeMe Ha NeweHneTo ¢ EXcknosa u na 6saat
MpeNnpHeTH NPeBAHTUBHA MEPKIL.

I'spuose

Taupenture ¢ anaMAesa 3a enunencia Tpadsa Da ObIAT BHUMAaTeNHO HAOMIONABAHY [0 BPEME Ha
nedenueto ¢ Exkcknosa, Te Kato UMa choBILEHHA 34 10303aBUCHMH Mhp40Be, B TakuBa CIydad
no3ata TpjA0Ba na ce Hamam (Bxc. Touka 4.2} i, ako e HeoDXoAHMO, 12 ce 3aN0YHe AHTHKOHEYICHBHO
NeveHHE.

AHTHXONHHepruieH edekt
Ekcknoza 0xa3sea aHTHXONUMHEPTHYHO IEHCTRIE, KOSTO MOXKE Sa MPEAHIBHKA HEXKEIIAHH [1eKapCTREHH
peakuHy B uenHs opranuseM. Ilpencpsisa ce BunMareHo HaGMOmeHEE IPU HANHYHETO HA
YroNeMsIBAHE HA NPOCTATATA U TECHOBIBLJIHA FAAYKOMA. BepoaTHO Nopany HeroBuTe
AHTHXONHHEPTHYHN CBOACTBA KI03AMHH € CBHP3AH C PA3MHYHM N0 CTENEH YBPEXKIAHHA Ha YpEeRHATA
HEPHCTAITHKA, KOHTO BAPHPAT OT KOHCTHNANMS 10 UpeBHA HeNPOXoAHMOCT, 3aTh PKARE HA
thekaiud 0 DApATHTAYEH HIEYC, METAKOAO0R H TpeBeH wngapkT/nexemnn (Bx. Touka 4.8). Paaxo
Tean cyuay ca 6un ¢ dataned uzxon. OcobeHo BHUMaHMe € HeoGX0IUMO TIPH MALMEHTH, KOUTO
NOJy4YaRAT ChIIRTCTBALIM JIEKApCTRa, 33 KOUTO € U3BECTHO, 9e NPHYIHHAEAT KOHCTHIALMA (ocobeHo
TE3H ¢ AHTHXOIMHEPIHYHE CBOHCTBA, KAaTO HATp. HAKOH AHTHICHXOTHUH, AHTHACIPECAHTH 1




AHTHMIIAPKMHCOHOBH NSKAPCTBA), UMAT aHAMHE3A 3a 3a6ondrate Ha JeBelIoTo YepBo HIIK 32 Ofepalis
B JOJTHATE €TakH Ha KOPEMa, Thil KATO Te MOTAT 1A YCIOKHAT CHTYALHATA. H3KMIOYHTENHO BAXKHO ©
KOHCTHIIALMATA J4 OBJIe pasno3HaTa M aKTHBHO NEKyBaHa.

Iossuienue Ha TeMuepaTypara

Mo ppeMe Ha neueHHe ¢ EXCKNO3a MallMENTHTE MOrAT KA NOAYYAT MPEXCAHR NOBHIIEHHA Ha
Temneparypara Hag 38°C, Hai-4ecTo Npes IBPBATE TPH ceaMULIK oT AeseHHeto. Tosu debpunnter
o0HKHOBeHO € J0o0poKavecTreH. B HakoM ciydan Todt MOXe Ja € CBup3aH C IOBHINEHHE HAH
HaManeHHe Ha Bpos Ha neskouuTyTe. ITanuentu ¢ debpwirter Tpalsa BHHMATEIHO Ja C& OHECHABAT,
3a [1a C¢ H3KTOYH Bb3MOYKHOCTTA 3a MOLNesxalua aHdeKuin Wi pa3BHTHe Ha arpaHy. tounTosa. Ipu
HallH4YHe HA BUCOKA TEMNEPaTypa, TpAdBea 1a ce pasriens Bb3MOKHOCTTA 32 HEBpOIenTHYeH
majurpen cuapom (HMC). Ako guaraosata sa MHC 6bae notenpaena, nprema Ha Excknosza
TpAGRa HE3a0aBHO N CE MPEYCTAKOBH H A2 Ce NpeANpHeMaT HeoOXOAHMHTE MEPKH 34 JICUEHME.

Magauus

EKCKknoza Moxe Oa OPHYUHA TPHCTENY, CHHTHBOCT, NOCTYPANHA XHNOTOHHUA, KBVMATENHA U CEH30PHA
HecTafWIHOCT, KOSTO MOXKe [a JOREAE [0 TajaHe # B CNIeJACTBHE HA TOBA, 1O (PPaKTYPH WM OpYTH
HapaHasaHHA. Ipy maiHeHTH cTpanalH oT 3ab0nqBaHNg, CHCTONHNA HITH IPHEMALIH NEKAPCTBA,
KOHTO GHXa MOT/IH A& H30CTPAT Te3d edexTh, Tpabea 13 ce HAIPAaBH OUEHKA HA PHCKA OT NAJAHE MNPy
JamodBale Ha aHTHICHXOTHIHO fedeHHEe H NEPHOSUYHO IPY DALMEHTH Ha IBATOCPOdHA
BHTUICHXOTHYHA TEPAIHA.

MetaboauTHn TpoMeny

ATUIPIHATS aHTHICHXOTHIHH JIEKAPCTBa, BRouNTe o ExeKiosa, ca CBbp3aHH ¢ MeTalOMIHTHH
[IpOMEHH, KGHTO MOTAT 18 HOBHIIAT CHPISYHO-ChIOBHA/MO3BUHO-ChA0BNA pHCK. Tesn MeTaboTuTHY
MPOMEHH MOTAT A2 BRIOYBAT XHIIEPTIIHKEMHS, JUCTTMTHIEMHA K YBeRYaBaHe HA TETOTO.
ATHIHYHHTE aHTMIICUXOTHIRH JIEKAPCTBA MOTAT [ NOBEAAT A0 HAKOH METAbONHTHI NPOMEHH, HO
BCAKO IEKAPCTBO B TO3M KIIAC MMa CBOH coOcTheH cnenmdueH Ipod i Ha PHCKA.

Xuneperuremus

Panko ca cpobIIABAHY CTy4an KA HAPYLIEH CIIOKO3SH TONEPAHC /UM PA3BHTUE WIH BIOINABANE HA
3aXapeH O¥aber no BpeMe Ha JIGUSHUETO ¢ KI103aNHH, Bee oLue He ¢ U3BECTEH MEXAHW3MA 33 TA3H
EB3MOMKHA acolMalid. MHOTo pAOKo ca chOOLIABAAH CRYUAH HA TEWKA XHNEPTIUKEMAN C
KETOoallH103a WM XUIIEPOCMONAPHA KOMa TIpH TauMeHTH 663 aHaMue3a 33 XUIepraukeMus, HAKOH OT
KOMTO ca 6unu ¢ daraned usxon. JIaHHUTE 33 OPOCITEIARAHETO TOKAIBAT, Ue CHIMPAHETO Ha IIpUeMa Ha
KJ03aITH BOY Haii-BeHe 10 OTUTYMABAHE Ha HAPYIISHUA TTHOKO3EH TONEPAHC, a INPH NOBTOPHO
BBBEXKIAHE HA IEKAPCTBOTO 0 HEroBOTO BR300HOBYRAHE. IanueHTH ¢ MocTaBEeHa IMATHO3A 3aXapeH
AxabeT, KOUTO ca 3aNoTHANMM NeYeHNe ¢ ATHNVIHY AHTUNCHXOTULE TpAabBa na ce Halmonasar
PENOBHO 32 BIOLIABAHE Ha TITFOKO3HUA KOHTpO. [TaMeHTH ¢ pickosl PakTopH 3a 3axaped guaber
(nanp. saTiTeCcTABAHE, paMIIHA aHAMHE?A 3a AMa0eT), KOMTO 3aN0OUBAT IEYEHHUE ¢ ATHIIUIHH
AHTHICHXOTHUM TPAORA Na ObJaT MOIKEHH HA H3CIECARAHE HA TTIOKO3aTa B KPbETA HA [IIAIHO B
HAYal0To Ha EYEHWETO K NEPHOAMYHO 1O BpeMe Ha Nevenuero. [amueHTH, KOUTO pa3pusaT
CHMOTOMH Ha XHIIEPrIUKEMU [I0 BPEME HA JIeYEHHETO ¢ ATHITHYHY AHTUIICHXOTHIM TPpAORa 1a 6naar
NOANOMKEHH Ha H3CJICABAHE Ha MIFOK03aTa B KPBBTA HA INIAAHO. B HAKOM ClyuaH, XHIepriHKeMuATa
OTIYMABA CIIeA NPeyCTAHOBABAHE HA IEYCHHETO € aTUIHYHK AHTUIICHXOTHLM, HO NIPH OpYTH
MAlMeHTH C& HANATA 3aMouBaHe HA aHTHANABETHO NeueHNe, BRITPEKH CNUPAHE HA IEKapPCTBOTO,

TlpH NauueHTH, NPH KOUTO aKTUBHOTO JICKAPCTBEHO NIEMSHHE HA XHIEPrIHKeMuATa ¢ Guno
HeyCMelHo TpAGsa a ce oGMUCITH pekpaTtabate Ha JISYSHHETO ¢ KIO3aniH.

Hucnuntoesmus

HabmonasaHu ca HesKenani NPOMeHH B NHITHIHKTE TIOKA3ATENH NP TALHEHTH, IEKYBAHH C
ATHNVYHY AHTHIICHXOTHLM, PKITIOYHMTENHO M knosanuH. [[penopsysa ce KTHHHYHO HaGmomeHite,
BKITHOYHTENHO H3XOAHH H NOCHEIBaLIM MepPHOAKTHN OUSHKH HA ITHTMIHKTE [0KA3aTEMH [pH
MALHEHTH, NPHEMALIH KNO3AMAH.

Yeenuuagane na meziomo
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VeenHyaBsaHe Ha TETNOTO € HadoJasaHo ipH yoTpe(a HA ATHITHY MK AHTHACHXOTHIHE JIEKapCTaa,
BRIMOYHTENHO Ko3anuH. Hpenopsisa ce KIHHUYHE Ha0IIONeHHE HA TETIOTO.

Pubavnd. edhexmu na omuemane

Crobi1taBat ce 0CTPH peakiii Ha OTHEMAaHe Cel PA3KO NPEeKbCBAHE HA MPHEMA Ha KJIO3arlHH, Nopagu
KOETO ¢e NPEenophYBa MOCTENeHHOTO My CIIHPaHE. AKO € HeofX0AuMO BHE3AMHO CriHpate {Hanp.
NOPagH IEBKONICHAA) MTAUACHTHT TPAGBA Aa ce HaG/M0asa BHEMATETHO 33 [IOBTOPHA NOABA Ha
TICHXOTHYHH CHMIITOMH W CHMIITOMH, CEBP3aHH € XONHHEprudeH-rebound, kaTo HanmpuMep 06MIHO
noTeHe, rasoboNKe, rafeHe, MOBPLILAHE ¥ AHAPKA.

Crienaniy momy gauni

Yepnoopobno yepexciane

MNaupeaTd ¢be cTabunuy npenxoxxamy 3ab019BaHUA MOTaT Ja IoMydasaT teqeHne ¢ Excknosa, Ho
€a HeoOXOMMH PeNOBHH H3CNeABaHUA Ha depHoaApoSHaTa dyHkuma. Wacnensanuarta Ha
gepHOapoOHaTa (hyHKIHA TpaGRa Ta ce U3BBPIUIBAT DK ALKEHTHTE, PH KOKTO 0 BpeMe Ha
neqeHHeTo ¢ EKCw103a ¢ pa3BHBAT CHMNITOMH HA BBIMOMCHD HAPYIEHHE Ha YepHoApoOHaTa GyHKums
KaTo ragexe, NOBpbIIaHe, WK Ge3aneTHTHE. AKO OBHIIEHHETO HA CTOMHOCTHTE € KITMHUYHO
3HAYMMO (TIOBede OT 3 MBTH HAA ropHaTa pedepeHTHa CPAHULA) WK CE IOABAT CHMOTOMH Ha
AKBITEHALA, NeveHHeTo ¢ Ekcknosa 1padea na ce npekpati. To Moxe na ce Bn308HOBK (BX.

»1 |0BTOpHO 3amouBaHe Ha TepanuA™ B Touka 4.2) e THHCTREHO, AKO PE3Y./ITATHTE OT TECTOBETE 3a
yepHoapoGHA PYHKIEA ca HOpManHy. B TakMBa ciytan veproapobuata dyHkums Tpabea oa ce
npocieasea BHUMATEIHO clell IORTOPHOTO BKNioYBaHe Ha Ekckiosa.

Iayuenmu wa evapacm ua u nao 60 200unu
[Tpenopbuea ce NEYEHHETO HA ITALIUEHTH HA BB3PAcT Ha ¥ Hal 60 roJHHd Ja 3amoasa ¢ fo-HHCKa Zo3a
(Bx. Touka 4.2).

Lpu neyenne ¢ Excknoza Moxe a ce pa3BHe 0pTOCTATHYHA XHITOTOHMA H UMa ChOOLIEHUA 33 ClTyYaH
Ha TaxMKapaMd, KoATo Moke fa Obae npoasmkurensa. Iaunentute Ha Bh3pact 60 roquHy U no-
BB3PACTHH, 0COGEHO TE3H C HAPYLUEHA ChPAEUHO-ChAOBA YHKIKSA, MOraT 14 GbIaT No-NOKATIHBH Ha
Te3u eeKxTH.

MMaunestuTe Ha BE3pact 60 roAMHY H N0-BB3IPACTHH MOTaT Aa §bAaT 0coGeHO OJATIHBY Ha
BHTUXONMMHEPrMHHTE edextr Ha Exckinosa, Kato 3a0pbx«a Ha yPHHA H KOHCTHIALMA,

Hoenurena CMEPTHOCT MPH MAUHEHTH B CTApYECKa BhIPACT ¢ JeMEHINHA
I[QHHHTB OT ABe rojieMH HabmIoOaTeTHl Npoy4YBaHHA MOKA3IBAT, Y€ NMPH NALKEHTH B CTApHeCKa

BL3PACT C JEMEHIHA, KOMTO Ca JICKYBAaHHM ¢ AHTHIICHXOTHIIN Ca HINCXKEHH Ha HE3HAYHTLIHO [T0-BUCOK
PHCK OT CMBPT B CPABHEHHE C HEIICKYBAHHTE. Hsama gocraTsyuHO TaHHY, 38 14 ce HAllpaBU TRBPOO
3aKMHYEHHE OTHOCHO TOYHOTO ONPEACIAHE Ha CTETICHTA HA DMCKA H NPpUYHHATA 338 MOBHIIICHHA PHCK €
HEH3BECTHA.

Excknosa ne e O,IIDGPEH 33 JIEYSHHE Ha CRBP3AHH C NEMEHLMATA NOBEACHICCKH HAPYIICHHA.

4.5 BsanmoneiicTBRe ¢ APYrH NeKAPCTBEHN KPOIYKTH H APYTH GOPMH Ha BIAUMOOEHCTRHE
[poTHRODORAIAHAS 34 €IHOBPEMEHHO NPHIOKEHHE

JlexapcTha, 32 KOWTO € H3BECTHO, Ye MMAT 3HAYMTENEH NOTeHIHaN A2 NOTUCHAT PyHKIMATA Ha
KOCTHUSA MOYBK He TpaOBa aa ce u3nomspar 3aeano ¢ Excknosza (Bx. Touka 4.4).

AHTRICHXOTHLIH € yIBIKEHO 0CBODOKIaBAHE (KOMTO NPUTENKABAT MUENOCY IPECHBEH TIOTSHLIKAN) HE
Tpsbka fla Ce H3MON3BAT EAHOBPEMEHHO ¢ Excknosa, TEif KaTo Te He Morar Ja Onaar 6Bp3o
STHMHUHHpaRH 0T OPTaHH3Ma B CIYYAHTE, KOraTo TOBA MOXE J1a € HeoOXOAMMO, Hanp. KeyTPONeHus
(BK. ToUKa 4.4).

Arnkoxon He TpsdBa na ce ynotpeGsea saento ¢ Ekckiio3a nopany B3MOKHO MOTEHUMpPAHE HA
CeNaTHBHKA edeKT.
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Ipeanasmay Mepky. BKOYHTETHO KOPHIHPAHEe Ha JO3aTA

Exckao3a MojKe ia 3ACHITH UugHTpanHUTe edeKTH Ha NekapcTBata, noTAckamy LIHC, kato HapkoTHus,
AHTHXHCTAMHHH B Gemzoguazennny. Ilpenopsusa ce ocobeHo BHHMAHME TPH 3AM0URAHE HA NleHeHue
¢ Exckiio3a pH mauMeHTH, KOMTO IpUEMaT GeH30IHA3eIHH MH IPYTro MCHXOTPOMHO feKapeTso. Te3n
HAUMEHTH Ca ¢ MIOBHIUCH PHCK OT UHPKYJATOPER KONMAMNC, KOHTO B PEAKY CIy4yad Moxke 0a GBIE TEWBK
H 113 JOBESE I0 CHPASYEH WM pecnupartopel apect. He e H3geCTHO NANMH ChpPISUHHAT UK
PECIHPATOPHHAT KONATIC MOTAT fa GBAAT NMPedoTBPATeHH 4Pe3 KOPUrHpaHe Ha SO3aTa.

ler[ CIHOBPEMEHHO TIpHINAraHe Ha NCKapCTha, IPUTCAABAIH AHTHXOIHHEPrH4YeH, XHIOTEHIUBCH MU
NOTHACKAI ANIIAHETO ElbaKT NOBHIICHOTO BHHMAHHE € OT CHIUCCTBCHO 3HAYCHHE nopanH
BB3MOKHOCTTE OT XHTHBHH ed)erc"m.

braroaapeHHe Ha CBOKTE aHTH-U-afpeHePruUHY cBOicTBa EXCciiosa Moxe qa HaMalu (OBUILARALIHA
KPBBHOTO HALATaHe epeKT HA HOPAZPEHATUHA HITH HA IPYTH, PeAHMHO G-afpesep ruyHy
NIEKapCTBEHH areHTH, KAKTO H Ja NPOoTHBOACHCTRA Ha Mpecoprus edekT Ha enuHedpUHA.

ETHOBpeMEHHOTO TIPHIIOKEHHE HA JIEKAPCTBA, 33 KOHTO € U3BECTHO, Y€ HHXHOUPAT aKTHRHOCTTA Ha
HAKOH LIMTOXpoM P450 M30eH3MMA MOXe Ja NOBMIIN HHEATA HA KNO3ANKEH W 14 CE HATOKH
HaMa/IfBaHE HA O34Ta Ha KII03aMHH, 38 Ja e NPeNoTBPaTAT HexKeIaHATe JIeKapcTBedH peaxnud. Topa
e 110-BaXcHO 3a HuxuOuTOpHTe HAa CYP 1A2, kato xodenn (B [0-007Y), IepazHH A CeNeKTHBHHA
HHXUOGHUTOP Ha 0OpPaTHOTO 3aXBalllaHe HAa CEPOTOHHHA - uyBokcaMuH. HAKoM ApyTH HHXHONTOPH Ha
00paTHOTO 3aXBalllaHe HA CEPOTOHMHA, KATO HAMp. QIIYOKCETHH, NEPOKCETHH M B MO-MATKA CTeNeH
ceprpaniH ca uHxuburopu Ha CYP 2D6 U B pe3yATaT Ha TOBA ¢4 NO-MATKO BEPOATHH SHAYHMH
apMakOKHHETHYHY B3auMoeHcTBUA ¢ K1ozanuH. [lo chuya Hatna QapMakoKHHETHHHI
B3aHMOOeHCTBRA ¢ MHXHGHTOPH Ha CYP 3A4, Karo 83010BK aHTHMHKOTHIMM, LIUMETH/IHH,
SPHTPOMHLNH H MPOTEa3HH MHXUGHTOPH €2 MANKo BEPOATHY, BRIIPEKH Y& TaKuRa ca cho0ILARaHH,
XOopMOHATHHTE KOHTPAUEIITHBH (BRITOYHTENHO KOMOHHALMM OT ECTPOreH ¥ NPOTrecTEPOd UK
NPOreCcTEPOH CaMOCTOATENHO) ca HHXHGHTOpH Ha CYPIA2, CYP3A4 w CYP2C19. Cnenorarenno
32M0YBAHETO HIH NPEKPATABAHETO HA npHeMa Ha XOpMOHANHY KOHTPAUEIITHBH MOXKe 13 H3HCKBA
KOpeKLEA Ha J032Ta Ha KI03anMH cnopen WHIAMBHAYanHATa MeRHIIMHCKa HeoBxoaumocT. Toit kato
IL1a3MEHATa KOHUEHTPALMA Ha KJI03alHH C MOBHILARA OT NpHeMa Ha Ko(eHH | ce noHrxkaea ¢ 6nuzo
50 % cnen 5-pHeBeH Ge3k0(PEHHOB NEPHO, MOXKE A C& HAOKAT NPOMEHA B J03aTa HA KIO3ANMHH TIpH
NPOMAHA B HABHKA 32 NPHEM HAa HAMHTKH, ChABPKAILH kofeHH. B coyyalt Ha BHezanHo crmpase Ha
TIOTHOHOMYLICHETO MIa3MEHATa KOHIEHTPALUA HA KIO3AMHH MOXKE 14 Ce IIOBHLIK, B pe3Y/iTaT Ha
KOETO 54 HaPacHaT HeXKENAaHUTE peakuuy.

CrobweHn ca CIy4aH Ha B3aMMOAeiiCTBHE MEXAY HUTATONPAM U KIMO3alHH, KOSTO MOXKE Ta IOBMIITH
PHCKA OT HEXENAHH PeAKIIHH, CRBP3AHN C KIIO3AIllHH, EcTecTBOTO HA TORA B3AMMOAEHCTRBHE He €
HanwJIHO N3ACHCHO.

EnnospeMeHEOTO NpHIOKEHWE HA NEKAPCTBA, 38 KOMTO € H3BECTHO, Ye MHAYLMPAT UUToXpoM Paso
EHINMHTE MOYKE 12 OHIKHA NNA3MEHHTE HUBA Ha KII03AMUK, KOETO BOAH 00 HaManeHa edMKACHOCT,
JlexapcTBa, 3a KOHTO € H3BECTHO, Y€ HHIYUHPAT aKTHBHOCTTA Ha UMTOXPOM Puss eHIMMUTE, M 32 KOHTO
HMa ChODIIEHYS 33 B3aHMOLEHCTBIA ¢ KI03alny BKIIOYBAT, HANP. kapGaMasenud (He Tpadea 1a ce
H3OII3BA €NHOBPEMEHHO ¢ KNO3AMUH, N0padd MUENOCYNIpeCHBEH NOTEHUHAN), GEHUTOMH 1
pubammmumd. MspectHu uHaykTopl Ha CYP A2, kaTo oMenpaion, MOTAT a JOBENAT 10
NOHMKABAHE HIBATA Ha Ko3anuH. [ToTeHUHATST 3a NOHIDKABAHE HA eHKACHOCTTA Ha K/I03alHH
TpaGBa Ja ce MMa NpeABHA, KOraTo C& U3f0N3Ba B KOMOHHALMA € TE3H JIEKAPCTRA.

Opyru
EnnospeMennara ynotpeba Ha mutull und apyru LIHC-akTHaRE mexapceTsa MOe 2 HOBHIIW PHCKA
OT pasBUTHE HA HEBpPONENTHYEH ManurHex cungpom (HMC).

Crobwasar ce ChyuaH Ha PEOKH, HO TEKKH EpYOBE, BKITHOYHTENHO M04ABA HA MBPYOBE NIPH NALHEHTH
Oe3 eniIencya 1 OTAEIHI CITy4ad Ha I€THp, KOTATO KNO3allKH € NpHIarad ¢IHOBPEMEHHO C
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BalNpoesa kucemuHa. Tesn ediexTH BEpOATHO ce IB/DRAT Ha dapMakaIHHaMirIbO B3auMoneiicTaye,

YHHTO MEXAHHIBM HE € H3RCHEH.

Heo6xoauMo € OBHUTIEHO BHUMAHHE NPH MaLHEHTH, IOy Y4BaILH CHIBTCTBAING JeqeHne ¢ Ipyru
NEeKApCTRa, KOMTO Ca HiM HHXUORTOPH, MM HHAYKTOPH Ha GUTOXpoM Puso i3censnmure. o To3u
MOMEHT He ¢a HaOMonaRaHn KITHHUYHO 3HAUMMH B3AHMOACHCTBHA ¢ TPHUMKIHYHE aHTHACHPECAHTY,
denoTrasuny ¥ TUN IC AHTHAPATMHYHY TeKapCcTBa, 328 KOHTO € U3BECTHO, € CE CBBPIBAT € HHTOXPOM

P450 2D6.

Kakron NpHA APpYTHTE aHTHICHXOTHIH ‘I’pHGBﬂ Aa ¢S BHIMAaBA, KOraTo ¢ KJI103allVH ce OpeanucBaTt
NEKapCTBeHN NPOAYKTH, 38 KOHTO € H3IBECTHO, 4e YABIKABAT QTC HHTEPBANZ HIW NIPAYYMHABAT

CIeKTPONUTEH oucGanasrc.

Kpatko onvcaHne Ha cuATaHUTE 38 HAl-BaXHH JIEKAPCTBEHH B3aHMOIEHCTBHS C KIO33THMH € NaTEHD B
Tabnuua 2 mo-gouty. CIUCHKBT HE € H3depaaTenet.

Tabanua 2: Capasica 3a Halt-yectdTe iekapcTRend BaauMoaeiicteng ¢ Excknoaa

Jexapcmeo

Biaismodelicmoenun

Komenmapu

JIeKap(:TBa, NMOTUCKALWH KOCTHHA
MO3BK (HaMp. KapGamasenun,
XnopaMipeHHKOIT, cyTpoHaMHAK
(Hanp. Ko-TpUMoKCaion),
NHPa30JIOHOBH AHAETHIIH
(Hap. GpeHHnGy Tasou),
MEHULHTAMEH, [HTOTOKCHYHM
AreHTH 0 HEKSKIUOHHE
AHTHIICHXOTHIM C YIBHKCHO
0CBOOOK1aBAHE

[loBuuiana pHacKka WHIK
TEKECTTd HA HOTHCKAHE Ha
KOCTHHA MOTBK.

Excxno3a He Tpabea ga ce
TIPMIATA ENHOBPEMEHHO ©
JpYTH JeKapcTea ¢ nobpe
H3BECTEH NOTERIIHAT 33
NOTHCKAHE (DYHKUHATA HA
KOCTHHS MO3BK (BK. TOuKa 4.3),

Bemogunasemmn

ExnoapeMeHROTO npunoskeHne
MOKE 14 NOBHIIM PHCKA OT
UMPKY12TOPEH KOJIalic, KOeTo
MOMKeE 112 JoBEJIe K0 ChPASYEH
H/AMH pecninpaTopeH apect.

Brnpexu ue ce mossABa pajxo,
Ce NMPeropLypa NOBHILIEHD
BHHUMAHHE TP €IHOBPEMEHHO
NIPHITOMEHHE HA TEIU
nexapcTea. Crobimennte
cly4ad NPeANONaraT, ue e mo-
BEPOATHO TIOTHCKAHETO Ha
JOALIAHETO W KOJIATca Aa
BE3HUKHAT B HA4Y4l10TO Ha
OPUIOKEHMETO HA Ta3H
KOMGHHALIMA HIH KOTATO
KNO3AMHH Ce BKIOYH KbM
YCTAHOBEH DEKAM ¢
OeH30IuA3eMMHMH,

AHTHXOTHHEPTHYHH JIEKApCTEA

Excknosa noteHnnpa
JeACTBHETO Ha Te3U JIeKapCeTBa
AOPaIM ANHTUEEH
AHTHXONMHEPrHUeH edekT.

Jia ce HabmogaBaT NalMeHTHTE
33 HeWKenaHu
AHTHXONUHEePrHYHA SPeKTH,
Hanp. 3anek, oco0eHO KOraTo ce
IIpUnara 3a OBJl1angBaHe Ha
XMIIEPCATHBAIHS.

AHTHXHUCPTCHBMEHH NEKapCTBa

Excknola Mooke 1a OOTEHIMPa
XHTIOTEH3UBHMTE edEeKTH Ha
Te3M JIEKAPCTEA MOPaTH
TeXHHTE CHMIIATOMHMETHYHI
AaHTATOHUCTHYHHM ediexTH,

HeobxonuMo e nobuiveHo
BHHMaHKe, ako Exkcknosa ce
TipKara eNHOBPEMEHHO ¢
AHTHXHUIEPTEH3HEHU JIEKAPCTRA.
Tanpenture Tpadea na Gunar
fpesynpeneHH 3a pHcK OT
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Ha Jo3ara.

Ankoxon, MAO-saxubutops,
NEKAPCTBEHH TIPONYKTH,
notuckai [[HC, sxmountenno
HAPKOTUYUHH BEIeCTBA U
OeH30NHA3EIHHN

3acuieHn UeHTpanHK eheKTH.
ApuTUBHO NoTHekaHe Ha LTHC,
uHTepdEpeHIIn Ha
KOFHUTHBHATA H MOTOPHATA
(DYHKLH, KOTATO Ce H3NON3Ba B
KoMOHHANNA C TE3M NEKapCTEaA.

HeobxonuMo e nosuiueno
BHMMaHHe, ako Exkcknosa ce
TPHIIAra IHOBPEMEHHO C
apyrd LHHC-akTHBHM
nekapersa. [lanpenrure Tpadea
Na GboaT npeaynpencHH 3a
BE3MOKHU CEeJATHBHH eekTH U
3a TOBa Aa He wodupar wiu
paboTAT ¢ MAIMAH.

JlexapcTRa, CBLP3IBALIY CE B
roNnAMa creneH ¢ SenTeiuTe
(sanp. apdapnH ¥ SUTOKCHH)

Excknosa Moxe 1a OpHuHHH
MOBHUICHHE HA TNIA3MEHHTe
KOHIEHTPaUMH Ha T&3H
NeKapcTha Nopamu
W3MECTBAHETO UM OT
Ta3sMeHuTe OeTbIA.

IMaupenrute TpadEa na Gbaat
MOHUTOPHPAHH 33 BE3HHKBAHE
Ha HeXeJiaHH NeKapCTBEeHN
PeaKIUK, CBbPIAHH C TE3H
JIEKAPCTBA U JI03UTE Ha
JIEKAPCTBOTO, KOETO ¢e CBBpP3Ba
¢ 6enTelMTe TPAOBA Oa ce
KODMTMPAT, 4K0 € HEOOXOAHMO.

DeHUTOUH BEnrovyBaHeTO HA (PEHKTOMH AKO c& Halara npiioKeHHe Ha
KBM PeXKUMA Ha KI103aNvH (heHHTOMH, TAleHTa CISABa 12
MOJKE [a IPHYHHYA DOHWKEH!e | OBAE BHAMATETHO RalMoAaBaH
HA MINa3MEHHTe KOHUCHTPALIMH | 3a BIOIIABAHE MITH
Ha KNO3amHH. BH306HOBABAHE HA
[CHXOTHYHHTE CHMITOMH,
Jlutnit EanoBpemennoTO npunoxedne | Ja ce ceaH 38 NpU3Hauu h

MOE Ia MOBHILH PHCKA OT
pa3BHUTHE HA HEBPOICNTHYCH
ManHrHeH cuiaposM (HMC),

cumMIroMi Ha HMC.

Bemectra, uHaynumpaing
CYP1A2 (nanp. oMenpazon)

EIIHOBPEMCHHOTO [IpHIOMKEHHE
MOXKE 08 [MOHHKH HIBATAE HA
KJTO3allHH.

Tpabea na ce 0GMucIH
BEIMOSKHOCTTA 33 NOHUKABANE
Ha eHKACHOCTTA HA KIIO3AMUH.

Bemectsa, vHxuGrpamu
CYP1A2 (xanp. ¢uryBOKCAMMHH,
KOoeHH, UUTPOgIIOKCALITH,
NepasHH MK XOPMOHATHA
konTpauentisl (CYPLA2,
CYP3A4, CYP2C19)

E,E[HOBPCMGHHOTO IPHAGKEHHS
MOKE Ja [MOBHIUM HHBATA HA
K103&1HH.

[Torenunan za nopHluaBaHe Ha
HEXEJIARHTE Peakiuuy,
Heobxonumo & BHUMaHHE TPy
NPeKbCBAHS HA eJHOBPEMEHHO
NpUaraHuTe JIEKapCTBa,
uhxubupamm CYP1A2 unu
CYP3A4 nuxubupainn
JAEKapCTBEHH IPOAYKTH, IOPaaH
BRIMOMKHO NIOHIKABaHe Ha
HWBATa HA K103anuH. EdexTsT
#a CYP2CI19 unxubunusata
MOXe 1a OBbJe MEHHMATIEH.

4.6 hepruanTer, HpeMEHHOCT H KbpMeHe

Epemennocr

Jma camo orpaHHYeHH KNUHWYHK TaHHU 33 MPIIOEHUETO Ha KIO3aniH [py OpeMeHHn.
TlpoyunanpaTa npH XKEBOTHY He NOKA3EAT NPAKC HIM KOCBEHO BPGIHO BE3ACHCTBYE BHPXY
bpeMenHOCTTa, eMOPHOHATHOTO/ PETATHOTO Pa3BUTHe, PAKIAHETO MK NOCTHATAIIHOTO Pa3BHTHE.
(mx. Touka 5.3). Ha GpeMenu# xend TpsOba a o6 NPEANNCEA ¢ NOBHIISHO BHUMAHKE.

Tlpu HOBOpONEHH, HITMKEHH HA AHTHICHXOTHMHH JIEKAPCTBEHH NIPOXYKTH (BINIFOURTENHO ExcKio3a)
npes TpeTHsA TPUMECTEP OT GPEMEHHOCTTA ChIIECTBYBA PUCK OT HEXENAHH IEKAPCTREHY Peakiliu,

BKJIIOUHMTCIHO EKCTPANUDAMHIHNE CHMIOTOMY H/MIA CHMIITOMH Ha OTHEMAHE ClleN PAKIAHETO, KOK




XHMNOTOHUA, TPEMOp, CHHIHBOCT, PECIIMPATOPEH IUCTPEC MM XPAHUTEIHO pascTpoiicTso. 3aropa,
HOBOpOIEHHTE TPAOBa N2 (BAAT BHHMATEIHO MOHHTOPHPAHH.

Kppmene
[Tpoy4yBaHNATA IPU KUBOTHH MOKA3BAT, Y€ KIO3ANMH CE eKCKPETHPA B KbPMATA U BIIHAE BHPXY
KbpMaueTo. 3aToBa Mafikute, KouTo npHeMaT Exckiosa He Tpabsa fa KepMAT.

DepTURUTET

OrpannieHNTe JaHKEY 33 e(DEKTHTS Ha KNO3aIUH BupXY GepTUNHTETA PR XopaTa Ca HeyBeanTentu.
Flpu MB3KKM 1 KEHCKH IIBX0BE, KT03aNHH He TIOBITIARA PepTHIHTeTa, KOTATO Ce IpynaraT A0

40 mg/kg, choTReTCTBaWIN Ha eKBHBANIEHTHA 4033 0T 6,4 mg/kg rpH xopata UK TPUOIHIUTENHO elHa
TPETa OT MAKCHMAIHO JOMYCTHMATA J032 32 Bb3pACTeH 40BEK,

XKenn ¢ aeTepoeH NOTEHIHAT

Moxe Aa HACTBIIH BB3CTAHOBABAHC HA HOPMA/THATE MCHCprauHH B pesymar Ha NPpeMAYHABaHe OT
ApYrd asTUICHXOTHIY KbM Excnosa. [Topaan ToBa e HeoGxonnumo Ja ce OCHIYpH NORXOAA1
KOHTpPAUENTUREH METON MPH KEHNTE ¢ AeTeponeH MOTEHIHAT.

47 Edextn BLpxy coocodnocrTa 3a Inodupane 1 padora ¢ MALIHHA

MNopaau cmocofnocTTa Ha Exckioia Aa NpeIM3BHKBA CEIUPAHE M 12 NOHIKABA MHPUOBUA par TpAGea
Aa ce H3bAreat OeiiHocTH kaTo modupane MK paboTa ¢ MaKHKN, OCO0EHO MPes MbPBATE CeAMHLM OT
JAeYeHREeTO.

4.8 Hexenann JexapeTBEHH PeakiHu

Obgbmeniie Ha mpobrna Ha HezoHacHoCT

B nio-rongaMata cu 4acT nponia HA HEXXENARUTE peaklil Ha KNo3aIMy € npeackalyeM Ha 6a3ata ua
(apMaKoTOrHHHHTE MY CBOHCTE2. BaXHO H3KLIOUEHME e HErORATA CKIIOHHOCT A4 NPUYHHABA
arpaHynounTosa (Bx. Toaka 4.4). Iopagn To3u puck, neroeara ynotpeba ce orpaHmMaBa 20 CIIyuaH
Ha PE3UCTEHTHA Ha JIEYCHUE (MH30QPEHHA H ICHXO3H, HACTHRIIH B X04a ha Goaectra Ha [lapkuAcon,
KOTAaTO CTARAAPTHOTO neyeHue € 610 HeediekTheHO. JloKaTe HICIEABAHETO HA KPHBHATA KADTMHA €
CBILECTBEHA YacT OT FPIDKATa 38 MALHEHTHTE, [IPpHeMaiuy KIG3aillkH, TeKkapatT 1pabea na ce 3anco3Hae ¢
APYTH pejIKY, HO CEPUO3HI HEXENAHH PEAKIHHE, KOHTO MOraT Ja e AHATHOCTHUHPAT B paleH crauii
Camo Ype3 BHUMATENHO HabnMioaeHKe N PaInNyiTBAHE HA MALHEHTA ¢ Lie PeJOTBPATABANE Ha
3a00n1eB8a€MOCT M CMBPTHOCT.

Haii-cepio3AnTe HEKeNAHH PeaKUHU NIPH KIOIAMMH CA ArPaHyI0LHTO3a, MbPUYOBE, ChPOEUHO-ChI0RH
edexTH H BTpHCcade. Hali-uecTUTe cTpaniyin edekTH ca CBHAMBOCT/CENauMs, 3aMatHOCT,
TAXHKAPKAA, KOHCTUITAUMA ¥ XUNEPCANMBALHA,

JlaHHuTE OT KJIHHHYHHTE HINUMTRAHMA OKA3BAT BAPUPALN NPOUEHT HA MAUMEHTH, TeKYBaHH ¢
K/I032NHH, KONTO €A NPpeKbCHANH KTHHUMHITE H3NHTBAHHA 1Opand Hexenano cuurue (ot 7,1% 1o
15,6%), xato ca BEIIOYEHH CaMO Te3H, KOMTO JIOTHYHO MOTAT JIa C€ CEBPKAT ¢ KnosanuH. [lo-uecTrte
chOUTHN, CMATAHH 38 NPUIMHA 33 NPEKbCBAHE YUACTHETO B HAMMTBAHUATA ca OHTM NEBKONEHHA,
CBHITHBOCT, FAMAAHOCT {H3KTIOYBRHKY BEPTHIO) ¥ TICHXOTHIHO Pa3CTPOACTRO.

Kpbe u mumdHa crcremy

Pa3BHTHE HA FPARYJIOUHTONSHKA 0 arpaHy IoLHTO3a & PHCK, NPHCHIL 32 AeveHueTo ¢ Excxnosa.
Bonpeku ue o6nkHoseHo € o6paTHva NP IpeKbCBaHe HA MTeUeHHETO, ArPAHYAOIHTO3aTa MOXE 12
AOBENE IO CeNcHe U Oa ce okake (atanHa. [opanu HeobxogumoctTa 0T He3abaBHo cliHpate Ha
NEKAPCTROTO, 34 14 CE MPEACTBPaTH Pa3BHTHETO HA KUBOTO3ACTPAIUABAILA ATPAHYTOIHTO34,
MOHHTOPHPAHETO Ha OPOA A IEBKOUMTHTE € 3aXb/UKHTENHO (mK. Touka 4.4). Tabnuua 3 no-gory
o6ofIuapa M3UMCISHATA YECTOTA HA arpaHyJIOIHTO3a 33 BCEKK NEPUO] OT NRUSHHETO € KNO3AITHH,

Tadanua 3: V3unciena yectoTa Ha arpaHyaonuTo3a’
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leueben neprog HecToTa Ha srpasyTonHTosa ua 100 000 nannenro-
cenmuun’ naSnwaenne

Cenmuty 0-18 32,0
Cenmuun 19-52 2,3
ICenmunum 53 wiM noseue 1,8

Tlo panxy Ha 0xKBOTHNS peructsp Ha UK Clozapine Patient Monitoring Service mexay 1989 r. u 2001 r.
*[lauseHTO-BpEME € CYMAT3 0T OT/JSTHKTE BPEMEEH SMHULM, OPE3 KOMTO NAUMEHTUTE OT PErHCThPA Ca
NIOAYHaBAN} KAO3ANMH NPELH 42 paiBHAT arpanyaountoda. Hanpumep 100 000 nauMento-ceaMuuM MoTar aa
ce nabmogasar npu 1000 mauneHTH, konto ca Gunu B peructepa 3a 100 cenmumm (100*1000 = 100 000) min
fipu 200 natieHTH, xouTo ca BUNM B PErHcThpa B npoaLibketue Ha 500 ceaqMuum (200%500 = 100 000) openu aa
PasBHAT arpaHy TGLHTO3A,

KyMynatHBHaTa 4eCTOTa Ha arpaHyIounTo3aTa o Aaund Ha aoxusornis perucrsp UK Clozapine
Patient Monitoring Service (0-11,6 roguuu Mexmy 1989 r. u 2001 r.) e 0,78 %. INoresero or
cydaute (npubnusurenHo 70 %) BEIHAKBAT NPE3 MBPBUTE 18 ceaMEUM OT ISHEHHETO.

Hapymeﬁnﬂ Ha MeTabonH3Ma ¥ XPAHCHETO
Paaxo ca cpobluapany CITy4al Ha HAPYIIEH FMKKO3EH TONIEPaHC R/ PAa3sBUTHE KNH BIOUIARARE HA

3axaped AnabeT Mo RpeMe Ha AeUeHHETOo ¢ KIozamud. B MHOro penkn cnyuau ce chobliasa 3a TexKKa
XMIEPrIHKEMHS, IOHAKOra BONEIRE A0 KeTOAUNIO032/XHIIEPOCMONIAPHEA KOMA, NPY NAUHEHTH Ha
neyente ¢ KIo3anku 683 NpedxowIana aHaMHesa 3a XanepriankeMud. IIpn nosedeTo mapMenTH clen
CIIMpaHe NpHeMa Ha K03anyH HIBATA HA [VIOKO3ATA CE HOPMAJIHIUPAT, KATO B HAKOM Clydad
XHMEPrITHKEMHUATA Ce TIOABABA OTHORO CJIefl Bh300HOBABANE Ha NedeHneTo. Brapeku 4e nopeyero
MALMEHTH C4 MANTH PHCKOBH (PAKTOPH 33 HEMHCYIHH-3aBHCHM 3aXapeH qHalert, CITyyad Ha
XHRepraukeMus ¢a chobIeHR W NpH NalMeHTH 0e3 M3BECTHU PHCKOBH (akTopu (BXK. TOYKa 4.4).

Hapyiilenpd Ha HepBHATA CHCTEMA
Hai-uecTnTe HabnrOTaBanH HeweTaHd PEaKIHI BKAIOYBAT CHHAMBOCT/CRIHPAHE H 3aMASHOCT.

Knosanun Moxe na npeaussuka EED npoMenn, BRMIOUHATENHO NOABATA Ha KOMITEKCH Ha ¥651H H
BRIHY. TOH NMOHHKABA [HPYOBHA TPAr B 3aBUCHMOCT OT JO3aTa M MOXE Ja NPeIU3BHKA MHOKITOHHYHH
HIM reHepanu3fpann repyose. [10-BepoaTHO € Te3d CHMIITOMH Ja Bb3HUKHAT NPH GBp30 NOBHMINABAHE
Ha 7032Ta H [IPH NAUMeHTH ¢ IPeAXoiiama enuiencya. B taxuea cryuau gozata Tpadea na ce
HaMaslk ¥, aKC € HeoDX0ZHMO, Oa Ce 3aTI0YHE AHTHKOHBYJICHBHO Neuenue. XapGamazenus Tpabpa ma
ce W30ATBa IOpPANH TOTEHLMANA CH Ja HOTHCKa HYHKUMATA HA KOCTHAL MOSBY H, KAKTO (PH Jpyrute
AHTHKOHBYNCAHTH, TPA0Ba Aa ce BIeMe MPeABHI BRIMOIKHOCTIA 34 PapMaKOKHHETHYRH
BIaUMOAEHCTEHA. B peaxu cyuan natuMeHTHTe, NeKyBARY C KIIO3ANTHE MOXKE 2 H3MAGHAT B ASTHp.

MHoro pAOKoO € HaloaBaia KbCHA THCKHHEIHA NpH radiedTH, npHeMally KIIo3alluH, KOUTO ¢a
Gumn NEKyBany ¢ NpyYry SHTHIICHXOTHYHH CPEICcTRA. nauHeHTHTE, IIpH KOHTO €S € PA3BHIIA KbCHA
AHCKHHEIHA OPH NEMEHHETO € APYrH ARTHIICUXOTHUH €A €& 1'[0}106}31’1111’1 OT [IpHEMa Ha KIIO3AIHH.

CupaeuHy HapyleHus
BraMoxuaa e moApara Ha TaXUKAPAUA H MOCTYPANHa XHIMOTOHKA Che Hianr 6e3 cuuKon, ocobeHo B

ITBPBUTE CEIMUIHE Ha JIEYCHUETO, YecTOTATA M TEXKECTTA HA XHITOTOHHATA CE BAHAAT OT CKOPOCTTA H
CTHIIKATA HA TUTPHpaHE Ha Jo3ata. CpoGLiaBar ce Ciydan Ha LMPKYAATOPEH KOMAMC B PE3yITAT HA
TeXKa XHITOTOHKA, NO-CINIEUMANHO CBBP3aHH C ATPECHBHO TUTPHPAHE HA N032T4, C Bh3MOKHE TEKKH
NOCACIHLIH ©T ChpneueH WIH GenonpobeH apecT MPH IeUEHHE ¢ KNO3AKH,

[1pwn mManka 4acT 0T MALHEHTHTE, ASKyBakH ¢ Kno3anuu ce peructpupar EXI npomeny, CXonHy ¢
Te3, HabnoaasalK UPH APYTH AHTHICHXOTHYHH TeKapCTBa, BKMOYHTENHE Jenpechs na ST cermenrta
¥ KIPABHARAHE MAH HHBepcHA Ha T BBIHUTE, KOUTO ce HOPMANKHIKPAT cled CHpaHe MpHeMa Ha
Excrnosa. KniHnuHaTa 3Ha4HMOCT Ha Te3W NPOMEHH € HeACHA. Belpeku ToBa, TakMBA AHOMATHH ¢4
#almonapani NpH MIRUUEHTH C MUOKAP/INT, NOPAIY XoeTo TpaGea fa GhAaT r3eTH noa Bﬂmvlalme

15

xq\

3 s
4‘::’




Cro6maBar ce OTACIHH CIyTaH Ha ChPOCYHE APHTMHUA, HEPHKAPAUT/ NEPUKAPICH H3IUB ¥ MHOKAPINT,
HAKOM OT KOHTO ¢a 61l ¢ darasied u3xox. Iosesero cltydan Ha MHOKAPIHT Bb3HHKBAT TIpe3 bPBUTE
2 Mecela 0T 3arcYBaHe HA ACYEHHETO ¢ K1o3amid. KapauoMHonaTis 08HKHOBSHO ce TIOABARA [10-
KBCHO B X044 Ha JedeHHeTo.

Vima cpo6iieHu s 32 e03MHODWINA NPH HAKOM CIIyuaH Ha MHOKapIuT (oxono 14 %) u
HepPHKApAKT/ MEPUKADAEH M3JIHB, KATO HE € H3BECTHO JaNH eO3HHODUIIRATA € HANSKAEH TIPeIMKTIOp 32
KAPIHT.

Hpnaﬂaume H CHMITOMHTE Ha MMOKapAHKT MK XapIWOMHOTIATHA BKIIOYBAT NIEPCHCTHPALLA
TAXHKApHHA B nOKOﬁ, NammuTaluy, apUTMHA, GOkl B FbPANTE U IPYTH NPU3IHALK U CUMIITOMH Ha
CHEpPREYHA HEAOCTATHIHOCT (Haﬂp. HeobsACHAMa ¥MOpa, JHCTTHEA, TaXHHHESI) HIIH CHMIITOMH, KOUTO
HanonoBspar MHOKapAeH HH(lJapKT. ,prru CHMNTOMH, KOHTO MOTaT Ja MPHCHCTBAT B JOMBIIHEHHE
KBM rOperiocOoqyeHuTe ca rpunorionoﬁuuTe CHMIITOMH,

H3pecTHu ca CIIYYaH Ha BHE3amHa, HeobBACHUMA CMBPT Cpell MAKACHTHTE C NMCUXWYHH BaGOJIHBaHPU[,
KOHTO TIPHEMAT KOHBEHIHOHANRY AHTHIICHXOTHYHH NEKapCeTBa, HO ChLUIO TaKa H Cpel HENCKYBaHWTE,
Takupa CMBPTHH CAYYAH CE CBOGIIABAT MHOTO PAOKO IIPH MAUMEHTH, HPHEMALIH KI03aTHH.

CBA0BH HApYIIeHHs
Crobuwiasar ce peoky Cay4au Ha TROMGOEeMGOMHIEM.

Juxarenna cucrema
MHuoro panko ce noABABA MOTHCKAHE HIH CHHPAHE HR JHILAHETO, ¢ WK De3 UMPKYIATOPEH KONamce
(esk. Toaxn 4.4 u 4.5).

I'scTpg-nHTECTHHANESH TPRKT
MHoro yecro ce HabmoJapaT 3anex M XHAEPCATHBANMA, A rafieHe M TIOBPLLUAKE- YecTo. MHoro paaxko

MOKe pa Ce pazsHe uieyc (Bx. Touka 4.4). Panko neuenviero ¢ EKCKJIO3A moxe na 6bae cBhp3aHo
¢ aucdarys, Acuypalisa Ha NpHeTaTa XpaHa MOXe Ja HACTHIM NpH NALMEHTH ¢ Aucdaria niu
BCIEICTBHE HA OCTPO NPENosHpaHe.

Xenato-6uaMapyy HapyIleHHs

Bs3M03kHO € ga ce noasi NPEeXoaHo, Ge3CHMITTOMHO TIOBHIIIEHHE Ha qepﬂonpoﬁﬂme CH3INMH H PAIKO
XEMATHT U XONEeCTATHUYHA XbIITeHUIA, B MHOrD PEOKH CIyYaH ce cwobimasa 33 (l)yJIMHHaHTHa
‘{EpHOILpOGHa HEKpO3a, npﬂ PA3BHTHE HA XXBITSHHLIA NPHEMA HA KNTO3ATTHH TpﬂﬁBa Ja 6nae
npeycTaHoBeH (Bk. Touka 4.4). B penxu cyuan ce ¢bofuiasa 3a 0CTbp TAHKPEATHT.

brOpeunn Hapyienns
CpobiaBar ce H30IMpaHH CITy4YaH Ha 0CTHp HHTEPCTHLMATICH HeDPUT OpH fedeHse C KI03aIIHH.

HapylteHps Ha PEIMPOMIBONMTEIHATA CHCTEMA U Chpdara
[TonyueHH ca MHOTO Peikd CHOOILEHNS 38 MPUATHILM.

O61M HapyUreHHS
Coo6Luasar ce CIy4ad Ha HeBPOeTHYeH ManirHen curapos (HMC) npu nauuesty, npuemaiin
KITO3altHH CAMOCTOATETHO HAH B KoMOuRAUuA ¢ nuTal, wny gpyra LHHC-akTHBRY nekapcTea.

Coob6masar ce 0cTpH PEaKUHH Ha OTHEMaHe (BX. Touka 4.4).
Tabau4en ¢cnHCHLK A3 HeKeNAHNTE Peakuun

B Tabaunara no-gomy (Tabnuua 4) ca 0Go6IeHH HeKeMaHKTE PEaKIME, A0OKIANBAHHE B CIIOKTaHHK
CBOBILEHHA H N0 BpeMe Ha KITHBHYHH NPoyUBaHus.

CBOOIIEHHA H NOKIANM OT KNHHIHYHH HITNTRIHMA.
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HexenaHuTe NekapcTBEHH Peakiiiy ca TPYITHPaHU CIIOPe YECTOTA TIpH NpUiaraHeTo Ha CAGAHATE
wiackHukanws: Maoro wectt (2 1/10), Yeen (= 1/100 go < 1/10), Heseern (= 1/1000 po < 1/1060),
Pemicn (> 1/10 000 no < 1/1000), Muoro peaxu (< 1/10 000), C Hen3gecTHa uecToTa (OT HATHYHWTE
JaHHH He Moxe na Gbae HanpapeHa olieHKa). [IpH BCAKO TpynHpake B 3aBHCHMOCT OT YeCTOTara,
HeKeABATe PeakiiH ¢a H3IGpOeHH B HH3X0491 pell IO OTHOUWIEHWE HA TAXHATA CEPHO3ZHOCT.

Hudeknns n ARGECTANRHE

1

C HeH3BECTHA 4ecToTa

Cenchuc*

Crpaeusn Hapyluenns

MHoro JyecTH Taxuxapaus

Yectu EKI" npomeHu

Penxn HMpKynaTopeH Kojanc, apuTMUH, MHOKApAKT,
nepHkapaut/nepukapieH H3NKs

MHoro penxu KapauoMHONaTud, ChpAeueH apecT

C Hew3BecTHA YecTOTa

Hnadapkr na MHOKapna, KoiiTo Moxie da 65ae
tbaranen*, 6onka B rupanTe/aHrHHA NEKTOPHC ™,
NpeIChPARO MEXKASHE®, TAMTHTALHH,
HEJOCTATBYHOCT HA MUTPaIHA KIIana acoLMHpaHa
C XAPAHOMMOMATHS, KOATO € CBBP3aHa C
KIo3anyn*

HapynicHug Ba KPBLBTA H JuMpHATA CHCTEMA

YecTH

Jleskonenus/HamaneH Spoii
JIEBKOLMTH/HEYTPOTICHHA, €0O3HHODHITHA,
JIEBKOLMTO3A

Hewecrn ArpaHynonpTosa
Peaku AneMHA
MHoro penkH Tpomboauronenss, TpoMbonnTeMus

HapymieHus Ba AMYHHATA CHCTEMA

C HeHaBecTHA YeCTOTA

Aurvoeaem*, NeBKOUHTOKTACTHYEH BaCKYIUT®,
NEKAPCTBEHA PeaKLMA ¢ €O3HHODWINA U
cucteMan camirromMH (DRESS)

Hapymennsg B3 eHA0KPHHHATA CHCTEMA

C HEM3IBECTHA 9ECTOTA

| Ocernodeoxpomornurom*

HapymeHns 5a HEPBHATA CHCTEMA

MHor0 YecTH

CoHIHBOCT/CeIHPAHE, 3aMAagHOCT

Yeern CnasoGonue, TpeMOp, CKOBAHOCT, AKATHAMA,
€KCTPanvpaMMOHu CHMIITTOMH,
TIPHAXBLUA/ TEPUOBES/MUOKIIOHHSHH FEPYORE
Heyectn HesponenTuues MAIBIHABTEH CHHIPOM
Penxn OO0pKaHocT, AeJHp
MHoro penks KncHa AncKHHE3HA, 00CeCHBHO-KOMITYJICHEHH

CHMITTOMH

 HeH3BeCTHA 4eCTOoTa

XonuHEprHYeH CUHAPOM (CEH BHE3ATHO
cninpane)* EKI™ npomenu®, espototonyc?,
CHHJIDUM Ha HECMOKOMHHTE Kpaka*

O4HH HApYHieHusd

YectH

| 3amuraeno spenne

Pecndparopun, rpbABH ¥ MeAHACTAHAJHH HAPYIIEHHS

Penxu AcnHpauys Ha NOTkIHATA XPaHa, ITHEBMOKHA H
MHQEKINs Ha JONHNTE NUXATENHH IBTHUILA, . =
KOMTO Morat fia Obnat ¢ daTanen usxor, S MERL,
CHHJPOM Ha CHHHA anHes™ RO PN
s,
MHOTO peiKH TlornckaHe/cnHpaHe HA ABIAHETO 5/
C HEeM3BECTHA YECTOTA Hasa/Ha KOHreCTHA®, IUTERPANICH HIHB*S

CTOMalIlHO-‘IEeBHH HADYINCHAA
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MHoro gectH 3anek, xunepcanyBanua

Yectu I'afene, nosphidaHe, aHOPEKCHA, CYX0TA B YCTATA

Penku Jiucharua

MHoro peaxn YroneMABaHe Ha IAPOTHIHATA JK1€38, 4peBHa
ofCTpyKUHs/ MapaTuTHIeH wieyc/hekanua
00CTPYKIIHS

C neuspectHa yecToTa Hnapna*, nnckoMdbopr B KopeMuara

061acT/KHCeITHHU/ IUCTIETICHA* , KoIAT*,
METAKOJIOH*** ypepeH KHPAPKT/HCXeMuAF**,
ypeBHa HeKpo3a™**¥, ypepna ynuepanua*** y
4peBEa Depdopaiin

Hapymenua Ha Gu0peudTe H NUKOYHATE NBTHINA

Yectn HExOMTHHEHUMS Ha YPHHA, PETCHINA HA YPHHG
Mmnoro penkn HHrepcTuimanes nedpur

C Hen3BecTHa YecToTa bufpeuna HemocTaThuHOCT® HOWHO HANHKABAHE
BpeMerHOCT, OyeprepHYM H HEPHNATINN CLCTONHYR

C HelzBeCTHA 9ecToTa Heonatanexn cMHApOM HA NeKapCcTBEHa

abicripeRIAA (BXK. TodKa 4.6)

Hagyluemm HA KOKATA B NOJAKOKHATA TEKAH

Meoro penkn KoxHH peakuiu

C Hen3BeCTHA YeCToTa Hapyuwiena nurmMenranus*

HapyitieRua #a MyCKYIHO-CKeIETHATA CUCTEMA H ChENHHHTEIHATA THKAH

C HEHM3BECTHa Y€cToTa Myckynna cnabocer*, MyCKynHHE criaaMu®,

MYCKYHH GonKkmn™, CHCTEMEH Tymmyc
epuremarosyc®, pabgomuomnmiaa*

Hapymenys na meraGonniMa H XpaMesero

Yectnn [lopHMiIaBaHe HA TErTIOTO

Penku Hapy1weH rmoko3eH Tonepatc, 3axapel nnader,
" .

Msoro peaku Keroanunosa, XunepocMornapHa kKoMa, TexKa
XHIEPTTHKEMAN, XHIEPTPANTHIEPHISM A,
XHnepxonecreponeMus

Coa0BM HAPYIUCHEH

Yectu XHOEPTORHA, MOCTYPANHA XUMOTOHMS, CHHKOII

Penkn TpomGoeMOoII3IEM

C HeW3BECTHA YECTOTA Benosed TpomGoeMGonizsm, XunoToHus*

O6uin gapynreARa 1 eeKTH HA MACTOTO HA NPRICKEHAE

Yectn YMopa, bebpinvrer, nobpokavyecTreHa
XHOEPTEPMHA, HAPYIIEHD M3IOTABAHE/ PEryTalus
Ha TeMHneparypara

Mroro penxu Bhezanna HeoAcHHMA CMBPT

Xenato-GHIHAPHH HAPYWERUA

Yecru TToBuweHH YepHOIPOGHN EH3UM K

Peaku XenaTHT, X0ECTATHYHA K BITCHMIA, IAHKPSATHT

MHroro peaky DyrvpHaHTHA YepHOAPOOHA HEXPO3a

C HEH3BECTHA YECTOTA XernaramHa cTERTO3a*, XemaTanlHa Hekpoza*,
XeNaTOTOKCUYHOCT™, deprodpobua GuGposa™,
qeproapodHa uHpoza*, HepHOAPOOHH

HapYIIEHHA, BRIKOYHATCITHO TAKWBA ‘IepHOﬂpoGHH
CHOUTHSA BOACIIM 10 KHABOTO3acTpallaBalgH
TNOCTENCTBUS KaTo uepHOIpoGHO  ysepexmaHe
(xenaranso,  XONECTATHYHO W  CMECEHO),
qep:—mﬂpoﬁﬂa HEAOCTATHEYHOCT, KOATO MOXKE Oa /’”
6vae daranua 1 yepHOIPOGHa Tpaucmamaum// o
K e

L
A
o
Ry

Hsg:lmennn Ha BLINPOHIBOAUTEAHATA CACTEMA H 'L PRATA
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MHoro penkn [IpHansasm

C HEH3IBECTHA HeCcToTa Petporpansia eskynauusn*

Henxuugu HAPpYHIeHAR

YeceTH Jmaptpus

Heuectu Jinciemus

Penxu Beanokolictso, Bbabyna

Hscoexnanus

Peaxn | Toeruena CPK

Hapauadpasids, 0TpaBRHHA H YCIOKHEHYR, PEIHHKHANY B PE3Y.ITAT HA HHTEPBEHIMH

Heuectu: Ilagauns (cBLp3IaHN ¢ NPEANIBHKAHN OT
KITO3aMHH TPUCTEIE, CHHAHROCT, TOCTYPAnHa
XHMIIOTOHHA, ABHTATENHA H CEH30PHa
HecrabunHoct)*

* Hexcenanun JekapcTBeHy PEaKIIHM, NOMYYEHH OT MOCT-MAPKETHHIOB ONHT YPe3 CIOHTAHHH CLOGIEenA U
JIRTEPATYPHH JAHHM.
**Tesn Hemenany TCKAPCTHERM PEAKIMH TIOHAKOTA Ca OuM (arTanHy,

Habmogapanu ca MHOTO penxn CTydan Ha KaMepHa Taxukapnus H ynsmxasade Ha QT uateprana,
KoMTo Morar fa GuaaT carpsani ¢ Torsades De Pointes, ppnpexy ye HaMa yOeqHTeNHa TPUMHHHO-
CIEACTBEHA BPB3Ka ¢ yNoTpedata Ha TOBA AEKapCTRO.

CroflasaHe Ha NOAOIUPAHH HEWRENAHH PEAKIINA

CrofillaraHeTo Ha O03NPAHK HEXENaHH PeakLMH Cliell paspelnapaHe 3a ynorpeda Ha NekapcTeeHns
MPOAYKT € BaxH0, TOBa N03B0/19Ba Ja IPOSE/IDKH HADMIONEHHETO HA CHOTHOMIEHHETO MOI34/PHCK 32
nexapcereedna npoayKT. OT MeIMIBHCKHTE CIEMANHCTH ¢ N3HCKBa 1a cho0luasar Besdka
MOo3HpaHa HeXelana peakuns upes:

HanbaauTENHA areHnya o eKapcTBaTa

yiL. ,,JamsH Tpyes™” Ne 8, 1303 Codur, ren.: +35 928903417, yebeaiir: www.bda.bg

4.9 Tlpeaozupane

B cioyyauTe Ha 0CTpO NpedHaMEePeHo WIH cTydaitHo npeosupate ¢ KNO3alyH, 33 KOUTO € HaTHUe
BH()OPMALMA 38 H3XONA, CMBPTHOCTTA XM MOMeHTa € okoNo 12 %. TToeeueTto ot dartanuute cnyyan
Ca CBBP3aHH ChC ChpACUHA HEAOCTATHIHOCT MIH NHEBMOHHA, NPUYHHCHA OT acupauns ¥ BE3HUKBAT
npu go3M Had 2000 mg. VMa coobuieHns 32 naueHTH, KOUTO ce BR3CTAHOBABAT OT MPEI03UPAHE C
Hax 10 000 mg. Bee mak, npu Mamsk Gpoft Bp3pacTHH JIHUS, DPSANMHO TE3H, KOUTO NPy TOBA He ca
TIOJTYYaBAITH KII03anHH, NIPHEMAHETO Ha J03H ro-KHCkH or 400 mg e aopeno no
KHUBOTO3ACTPALNABALIH KOMATO3HH CBCTOAHHA, 4 B €0HH cnyqaﬁ o0 CMBPT. Hpﬂ MAaJKH Jela
npuemaneTo Ha 50 no 200 mg BoAH 10 CHIHO CelMpane WK KOMA, KOATO He € JISTATHA.

IppsHany ¥ cuMaTomMu

CouauBoct, nevaprus, apedaexcrs, KoMa, 0OBPKRAHE, XaMOUWKALKH, 2)KHTHPAHOCT, JeTup,
eKCTpallApaMuAHH CHMITOMH, XuIeppedyIekcHa, TEPUOBE; XMNEPCATHBALIMA, MUIPHA3a, 3aMBIICHO
3PEHHE, TEPMOTADILTHOCT; XUIIOTOHHA, KOAAIIC, TAXUKAPINY, CEPICYHHE APUTMHH, ACYPALNOHHA
NHEBMOHHA, AUCTHESN, NOTUCKAHE HA AHIUAHETO HITH JHXATETHA HENOCTATEYHOCT,

Jleueune
Hsima crietsprany AaKTHAOTH HA KITO3ATMHH.

CromaleH 1apak WILTH NPHIKnKeHne Ha MEIMUMHCKY BBITIEH B PAMKHUTE HA LpBUTE 6 yaca cnen
OOCABIIAHETO HA JIEKAPCTBOTO. Manko BepoATHO € MepUTOHEANHATA AHANMIA H XeMOONANuM3aTa Ja
O5ar egexTHBHH. CRMITOMATHYHO IeHeHMe NPH HENPEKLCHATO MOHUTOPUPAHE Ha ChpAeYHATA
neHHOCT, AMINAHETO, SICKTPONMTHTE K &/IKalHO-KiceTHHHOTO pasHoBecHe. Tpadba na ce n3Garsa
ynotpebara Ha enuHeGpUH NpY TIEUeHIETO HA XMITOTOHMR OpAay BR3MOXKHOCTTA 33 "obpareH
enuAedpuros” edekr.
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Heobxonumo e BHUMATENHO METNIMHCKO HaOMOASHHE B IPOABDKCHHE Ha Hail-MaIko 5 10K, T0pagH
BBIMOMKHOCTTA 38 KbCHH PEaAKIIHH,

5. @®APMAKOJIOrM4HH CBOWCTBA
5.1 dapmakoIHHAMHYHR CBOiicTRA

@apMakoTepanesTHIHA FPyNa: AHTHIICHXOTHIM; AHa3eiHHH, OKCA3eMHA, THA3ETHHH H OKCETTNHH,
ATC xon: NOSAHO2

Mexannses Ha feiicTaue

Knosanuy € aHTHIICHXOTHYHO CPEACTRO, PASTNYHO OT KIACHYSCKUTE aHTHICHXOTHII.

IpH DapMakoForiIH: NPOyUBaHHA BEIECTROTO He IPENN3BAKBA KATANEUCHI 1M MHXGKpane Ha
anoMOpQHH- UM aM(eTaMHH-HHIYIMPAHC CTEpeOTHIHO nosenenne. Toll HMa enqyHCTBEHO cliabia
ONOKUpalla AKTHBHOCT KbM JONAMHHOBHTE peentopk Dy, [, Ds u Ds, Ho nokazsa BHCOK aHBHTET
kM Dy penientopa.

. d)agmakognuamnqﬂn egbexm

Kno3zanun #Ma MOIIHHTE aHTH-0-NPEHEPTUHA, ARTHXOIMHEPrHYHU, AHTHXMCTAMHHOBH 1
HAXUGHpauii Bu36yaHaTa peakuna edertn. loka3ano €, ye TOM CBIGO MPUTEXABA
AaHTHCEPOTOHHHEPTHYHH CBOHCTERA.

Kivnnyna edukacHoct 1 GezonacHocT

KNYHUYHO KMO3aMH NPeaH3BUKEA G1LP30 U 3HAUMMO CeIUpaHe M YOPAKHARA 4K THIICHXOTHINH
eheKTH IPH NALMEHTH ¢ IH30dpeHun, PEIMCTENTHH HA JIeYeHHe ¢ APYrH ICKAPCTRA, B TAKMBA CIy4an
€ J0Ka3aHo, Ye K103aniH ¢ edekTHreH NpH oblekyanane KAkTO Ha NOIUTHBHUTE, TAKA W Ha
HEraTHBHUTE WK30(PPEHHEH CUMITOMH, FIARHO HPU KPaTKOCPOUHU W3nuTeanna. [1py oTBOpeHo
KJIHHHYHO H3MTHTBAHE, NpoBeAcHo Npy 319 Pe3HCTEHTHY HA IEYEHHE NALMEeHTH, TEKYBAHH B
NpoABDKeHue Ha 12 Mecela, KIHHHHHO 3HaUHMOe nogobpenne e vaGmosaaHo mipu 37 % ot
NALUEHTHTE [Ipes TbPBaTa CeNMULA 0T JIEYeHHeTO | npu ome 44 % a0 xpas Ha 12-TH Meceu,
[MonoGpenueTo ce neduHupa KaTo MOHKAKEHHE ¢ 0KOMO 20 % CIPAMO WIKOAHOTO HUBO 110 Brief
Psychiatric Rating Scale Score. OcBer TOBa & ONMMCAHO TION0OPEHIE U B HAKOM &clieKTH Ha
KOTHHTHBHATA AMCYHKUHAL

B CPABHEHHE € KJTACHYECKHTE AHTHNCHXOTHIH KII03aNUH MpeIH3BHMKBA NO-MANKO rojleMK
CKCTPpanHPaMHAHH PEaKUHH KaTO OCTPpa JUCTOHHN, HEXKCIIAHN PeaKIHK, 11onoGHH Ha Te3u npu
GonecTTa Ha napKHHCOH H aKaTd3ud. 3a pasnHka o7 KNaCHYCCKMTE aHTHIICHXOTHIIH Excknoza

. Mpenu3IBHKBA cnabo UK HUKAKeo MOBHIUCHHE Ha IPONAKTHHA, K&TO N0 TO3H HAYHH C¢& u3bsrear
HeXellaH peakliH KaTd THHEKOMACTHA, aMEHOPEA, rafakTopes H HMOOTCHTHOCT,

TMoTeHIMANKG CEpHOIHN HeXerlaHN PeaKUMH, NPHIHHEHN OT NeYeHne C KID3ANHH, ¢a
FPaHYJOUMTONEHHS W ArPaHyJOLHTO33, IPOABABAILY C& C H3UMCIEHa YeCTOTA OT ChOTBeTHO 3 Y% 1
0,7 %. Hopaau o3¢ pHEK HPMAOKSHUETO HA KNO3aNUH TpAOBa 1a GhIe OTPanHISHO A0 NALMEHTH,
KOKTO €A pe3HCTEHTHI Ha TeUeHNe MM NalHeHTH ¢ IcHX03a Ipy Gonect Ha [TapKuHCOH, korato
JPYTHTE TEPANCRTIYHMA CTPATErHH Ca Reycrelnd (BK. Touxa 4.1) u npH KouTo Morar Ja ce
W3BEPUIBAT PeOBHH XEMATOIOTHUHY H3cneapaHus (Bx. ToukH 4.4 u 4.8),

5.2 dapmaKoKHHETHTHN CBoOlicTRa

Abcopbung
AGcopbumaTa Ha REPOPANHO NPHAMKEHHS Kno3anud e 90 no 95 %, KaTo HHTO CKOPOCTTA, HUTO
cTeneHTa Ha abcopbinara ce MOBMUABA OT XpaHaTa.

Kno3anud ce riognara Ha yMepeH MeTaGonn3bM [IPH ITEPEO npeMuHaBane (,,first-pass®), koeTo Bogn =

no abcomorHa SuoHanuudocT oT 50 1o 60%. - SI\\A,,‘%\ &
T
“
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PasnpenencHe

B paBHOBECHN CHCTOSHHS NPH ABYKPATEH JHEBEH NPHEM MEKOBHTE HUBA B KPBBETA CE JOCTUTAT
cpexHo e 2,1 4aca (obxsart: 0,4 no 4,2 gaca). OGemsT Ha pasnpenenesue e 1,6 Ukg, Knozamin ce
CBBp38a B okono 95 % ¢ nnasMeHnTe IPOTENHA,

EHO!QBHC@OEM&QHSI

Knosanuue ce meraGonusupa nouTH HaOBIRo Hpeny exckpeundra upes CYPIA2 w CYP3 A4 u no
HieectHa creneH dpes CYP2C19 uw CYP2D6. VeradoBeHo €, e 0T rasHATe METaBOIHTH caMo
AHMETHIOBOTO NPOH3BOAHO € AKTHBHO, DapMakonorMiHuTe My ASHCTBHA HAHOZOGABAT TE3H HA
KJI03aMHH, HO ¢4 3HAUKTENHO HO-clalu 1 Mo-KPATKOTPARHMY,

EniMuHypaHe

EnviMuHHpaHeTo My ¢ ABY(a3loB0 CBC CpefieH TEPMUHANSH TIOJTYKHBOT oT 12 yaca (o6xeart: 6 oo

26 vaca). Cnex enHOKPaTHH LO3H 0T 75 Mg cpenHMAT TEpPMUHAIEH MONYKHEOT e 7.9 yaca; ol
Hapactsa Bo 14,2 yaca, KOTaTo € JOCTUTHATO PABHOBECHO CHCTOSHHE MPH NPWIACAHS HA AHERHH 103K
o7 75 mg B npoxb/KkeHHE HalH-ManKo Ha 7 Hu.

OTKpHBAT €€ caM0 cedH OT HENPOMEHEHOTO NeKaPCTBO B YpUHATA M delieca, KaTo NpHOITH3HTENRO
50 % oT mpwiokeHata 4038 C& SKCKPETHpa noa GopmMaTa Ha Metabonuty B ypuuara u 30 % nbB
deueca.

JnuetinocT/HennHeldHoCT

YCTanoBeHo e, Y€ IPH paBHOBECHO CHCTOAHHE OBHLIABAHETO Ha O3HPOBKHTE 0T 37,5 mg a0 75 mg
1 150 mg, npuaokKeHd 1B MBTH THEBHO BOAH A0 JIHHENHHH, NMPONOPLHOHATHH HA T03ATa HORHIISHHA
HAa IUIONNTA TioA KPUBaTa nia3MeHa KoHuentpauus/Bpeme (AUC), KaKTO U HA MHKOBHTE H
MUHMMAIHUTE [INA3MEHN KOHIEHTPalnH.

53 [Ipeaxaunnyun qanau 3a dezonacroct

HpexxnuamianTe JaHHK He 1I0KA3BaT 0coleH PHCK 38 XopaTa Ha 0233 Ha KOHBEHUMOHATHUTE
(apMaKonordd i HIMHTBAHHA 33 GE30NaCHOCT, TOKCHYHOCT P MHOTOKPATHO NPUIATAHE,
T€HOTOKCHYHOCT, KapUHHOreHEH ROTEHUMAN (OTHOCHO PENPOAYKTHEHATA TOKCHUYHOCT, BX. Touka 4.6).
6. WAPMAUHEBTHYHH JAHHU

6.1 Coucek Ha NTOMONIHMTE BEUIECTRA

JlaxTo3a MOHOXHUPAT

Tosunon (E1201)

Humecre, npesxenaTHHH3MPaHO

lapeBuuno HumIecTe

Tank (E553)

Cunuuues IHOKCHE, KoAoHISH BelroaeH

Marne3reB creapat

6.2 HecnBmecTuMOCTH

Henpunoximo.

6.3 Cpox na roanact

3 rogwHA.

6.4 Crneunaiann ycJoBRS Ha cEXpaHeHne

Toau NEKAPCTBEH [IPOAYKT HE HIHCKBR CHIEHANTHY YCIOBKA H3 ChXPAHCHHE.
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6.5 Bran chbanpikaune Ha ONAKOBKATA

Exckrnosa Tabnetku ca onakosadu & Smzctepn ot PYC/PYDC/anymunnii. Bmicrepyre ce npemnarar
onaxoskH o1 7, 14, 20, 28, 30, 40, 50, 60, 84, 90, 100 s 300 TaGnetxy B nuTOrpadHpana KapToHEHa

KyTHAL
He scudka BunoBe 0NaKoBKH MOTAT Ja OBbIAT MyCHATH Ha [1a3apa.
6.6 Coenmannn NpeAna3HE MepKH NPH MIXBLPASHE

HsaMa crieuHamHn H3MCKBaHHA,

7.  TNPUTEXATEJ HA PASPEIUEHUETO 3A YIIOTPERA

Zentiva k.s.

U kabelovny 130,
Dolni Mé&cholupy
102 37, Prague 10
Yeriixa penybianka

8. HOMEP(A}HA PAJPEHIEHHETO 3A YIIOTPEEA

Per. Ne 20130105

9. JATAHA ITbPBO PAIPEINABAHETIONHOBABAHE HA PASPEIIEHHETO 3A

YHOTPEBA

Jara Ha mepRO paspemuasane:; 03.2013
Hara wa nocnenso nogHoeseade; 3.2018

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

18.07.2022 r.
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