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Kn03anun Moxe 1a npu4nnm arpanyaountosda. Ynorpebara my TpaGsa 1a Gbae orpaHHYEHA 10

NaUHeHTH:

® ¢ WH3OpPEHHS, KOHTO He OTIOBAPAT HJIH He MOHACAT JIEYEHHETO ¢ AHTHINCHXOTHYHH
JIeKapcTBa MJH ¢a ¢ ncuxo3a npu Goaect Ha IlapKHHCOH, KOraTo BCHYKH OCTAHAJH
TepaneBTHYHH CTPAaTeruH ¢a OMJIH HeycnewHH (BkK. Touka 4.1),

® KOHTO MbPBOHAYAJIHO UMAT HopMaJsieH Gpoii ieBkounTn (eBkounTH > 3 500/mm3(3,5x10%/1) u
abcousoren 6poii neyrpopuan (ANC) > 2000/mm3 (>2.0x10°/1)), u

¢ [MpH KOHTO PEIOBHO MO’Ke aa ce onpeneast obmmus Gpoii aeskountn (WBC) u aGeomoTHHs
Gpoii neytpopuau (ANC), kaKkTo cjeaBa: BCSKA CeIMHLA npe3 mMbpBHTe 18 ceamuum ot
TEpanusATA H NOHEe BEIHbLK HAa BCeKH 4 CeAMHUHM CIel TOBA, N0 BpeMe HA JeYeHHeTo.
MonuTOpHAaHeTO TPAGBA 1a NPOABJIKH MO BpeMe HA JIEYeHHeTO H 4 CeIMHUH c/el MbJIHOTO
NpexKpaTsABaHe HA MPHEMA HA KJI03anHH (BXK. Touka 4.4).

.JIelcapuTe, NMPpEANHCBALIH JIEKAPCTBOTO, TpﬂﬁBa Aa cieaBaT HANb/JAHO H3HMCKBAHHTE MEpPKH 3a
OesonacHoct. Ipu Besika KOHCYITAUMS HA NAUHEHTA, NPHEMALl KJ03aNMHH, TPA6BA 1a ce HANOMHS
Aa ce CBbpiKe He3abaBHO ¢ JIEKYBAalHA JIeKap, AK0 3aMo4YHe pasBHTHE HAa HAKAKBB BH/ HH(I)CKHHSI.
Ocobeno BHumanue TpsiGBa na ce 00pbIUA HA IPHOONOIOOHH OIIAKBAHHMS KATO MOBHIIEHA
TeMmnepaTypa HJH Bb3MAJEHO I'bpJa0 H ApyrH Oeiesn Ha HHpeKUHsl, KOATO MoOxke Oa ca
MOKa3aTe/HH 32 HeYTpPoNneHusn (BxK. Touka 4.4),

Knozanun Tps6sa na ce ormycka moa CTPor MeIHMUHMHCKH KOHTPOJ, B ChOTBETCTBHE C
opHUHATHHTE NpenopbKH (BK. ToOuka 4.4).

Muokapaur

¥YnorpeGata Ha KJ03aNHH € CBLP3AHA ¢ MOBHIIEH PHCK 0T MHOKAPIMT, KOATO B PelKH CJIyyau
Moxe 1a Obae patanen. [IOBHIIEHHAT PHCK 0T MHOKADIHUT € MO-TOJIsiM Npe3 MLPBHTE ABa Mecena
OT JieyenneTo. B peaxn cayyan ce cboGmasa H 3a KapAHOMHONATHS ¢ GaTajleH H3X01L.

MuoKapauT WM KapaHoMHONaTHs TPsGBa 1a ce MOA03HPAT MPH NAUHEHTHTE, KOHTO MOJYYaBAT
NEpPCHCTHPAalIa TAXHKAPAHS B MOKOMH, 0cofeHo npe3 nmbpBHTE ABAa MeceLa OT JieYEHHETO HW/HJIH
NaJNHTAUHH, APHTMHH, rpbaHAa 0oJKa W JpPYrH NPH3HALUH M CHMITOMH Ha CbpAe4Ha
HEJOCTATLYHOCT (Hamp. Heo0ACHHMA YMOpa, [HCNHed, TAXHIHEN), WIH CHMIOTOMH, KOHTO
Hanoa00ABaT MHOKAPAEH HHPAPKT.

AKo ce MOAO3HPAT MHOKAAHT HJIH KapAHOMHOMATHSA, JEYEeHHETO ¢ KJI03aNHH TpﬂﬁBa 61:[)30 aa ce
MpeyCTAHOBH H MALHEHTHT He3a0aBHO 1a ce HACOYH KbM KapaHoJior.

[MaunenTHTe, KOHTO €a PA3BHIH KJIO3ANHH-HHAYUMPAH MHOKAPAHT WIH KAPAHOMHONATHS, He
TpsaGBa 1a GbAAT MOBTOPHO JIEKYBAHH ¢ KJI03aNHH.

1. HUME HA JIEKAPCTBEHMSI [TPOAYKT
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lozaine Acor 25 mg tablets ]




2 KAYECTBEH H KOJIMYECTBEH CbCTAB

25 mg: Besika TabneTka chabpxa 25 mg knosanus (clozapine).

[ToMOIIHO BELIECTBO ¢ M3BECTHO JeHCTBHE:

JlakTo3a:

25 mg: Besika Tabnetka chabpika 46 mg nakTosa.

3a MbJIHKUA CTTUCHK HA MOMOLIHHMTE BELIeCTBa, BUIKTE TOuKa 6. 1.

3. JJEKAPCTBEHA ®OPMA

Tabnerku.

25 mg: brenoxwnra 10 *KBATA, KpbIiia, HeoGBHTA TabneTka, ¢ penedHu uzobpaxenns ,,FC” u ,,1” or
ABETe CTPaHH Ha JeNWTeNHaTa 4YepTa, M [JaJka OT Apyrata CTpaHa Ha Ta0nerkara, ¢ JHaMeThbp
npHOIM3KUTENnHO 6,0 mm.

25 mg: Tabnerkara Moske na Gblie pasaeneHa Ha JBe PaBHH JO3H.

A Hd JIBE pal

4. KJIIMHHYHHU JAHHH

4.1 TepaneBTHYHH NOKa3aHus

JleueHue Ha TEPANEeBTHYHO PE3UCTEHTHA I.IJPI3OQQCHH51

Knosanuu e nokasaH npu nauMeHTH C TEPareBTHYHO PE3MCTEHTHA WM30(pPEHHs, KOUTO MUMAT TEKKH,
HETIOBJIMABALLM C€ OT JIEYEHHUETO NPHCTBIIH HJIKM HEXEJaHHW pPEakuuHh OT APYrH aHTUNCUXOTHYHH
JIeKapCTBa, BKIIOYUTEIHO aTHITHYHH aHTUICUXOTHLH,

PesHcreHTHOCT KBM JICYEHHETO Cce ﬂBd)HHHpa KaToO JIMIca Ha 3aJ0BOJIMTEIHO KIIHHHYHO nonoﬁpeﬂne,
HE3aBHCHMO OT NOCTAaTbYHWUTE 103U OT IMOHE [JBe pa3sivuyHH @aHTUINICHXOTHYHH JIEKApPCTBA, BKJIKOYMTEIIHO
ATHIHY€H aHTUIICUXOTHK, NPEANHCBaH 3a J10CTaTbYHO NPOABJKUTENCH NEPHOI OT BPEME.

Camo 3a Tabretku ot 25 mg 1 100 mg:

Ilcuxo3a npu Gonect Ha [TapkuHCOH
Knosanus e mnokasaH CBIIO MpH TCHXOTHYHM HApyLIEHWs, BB3HHKBALIM B XOJa
TapkHHCOH B Clly4aHTe, KOTaTo CTAHAAPTHOTO JeYeHHe € GHJI0 HeYCTEIHO.




4.2 HJo3upoBxa n HauHH Ha NPHIOKEHNe

O3HPOBKA

Ho3npoekata Tpabea Aa Geae onpenentHa HHAMBKAYanHo. [Ipu BceKw MammeHT TpsfBa a ce NpHiara
Hal-uMcKaTa edexTMBHA no3a. 3a JO3M, KOUTO He MOraT Ha Ce TIOCTHTHAT ¢ Ta3H KOHUEHTPAUMA HIIA
HEHHOTO U3MON3BAHE € HENPAKTHYHO, Ca HAIMIHY APy KOHLEHTPALMM Ha TO3M JIEKAPCTBEH TPOIYKT.
BHuMarenHo THTpHpane H cxeMa Ha DO3HpaHe ca HeoOXOOMMM 3a MHHMMU3HMpaHe HA PUCKOBETE OT
XHIOTOHHA, FBPYOBE H Cemalis.

3an04BaHeTO Ha IEYEHHETO ¢ KIO3ANKH TPAOEa [a Gbae OrPAHMUYEHO 0 MAUMSHTHTE C IEBKOUMTEH Gpoit
WBC >3 500/mm’® (3,5x10°%/1) 1 ANC >2 000/mm’ (2,0x10%1) B paMkuTe Ha pedepeHTHATE CTOHHOCTH.

npOMeHH B JIO3HPOBKATA Ca NI0KA3aHi NPH NAlHEHTH, KOHTO MNoJayyaeaT aHOBPEMEHHO H JICKaDCTBCHH
NPpOAYKTH, KOUTO MOKa3BaT (bapMaKOﬂHHaMH'-IHH H tbapMaKOKHHETH‘-IHH B3aUMOAEHCTBHA € KJI03anuH,
KaTo OEH30AMAIENMHY W CEeNeKTHBHH PIHXHﬁHTOpH Ha GﬁpaTHO’I‘O 3axBallaHe Ha CCpOTOHHHA (B}K. TO4YKa
4.5).

lpemunasane na nevenue ¢ KNO3ANUH OM NPEIXONCOAULA AHIMUNCUKXOMUNHA MEPANYA

O6HKOBEHO Ce TpemophuBA K/IO3AMMH A4 HE CE H3NOM3Ba B KOMGHHALMA C APYTH AHTHICHXOTHYHM
nexapcrBa. Ilpu 3amouBane Ha JleyeHMe © KIO3amMH, TP MAUMEHT HA MEPOPAIHO NedeHHE C
AHTHIICHXOTHYHH JIEKAapCTBa, C€ MpPENOpBYBA ITbPBO A2 C€ COpPE NPHIOKEHHETO HA OCTAHAJIMTE
AHTUIICHXOTHIH 4Pe3 NOCTEeHHO NOHIKABAHE HA 103aTa.

IpenmopbyBaT ce CASTHHUTE NO3H:

Hayueﬁmu C MEPAneEMUYHO PESUCTRERTNHAG WMO@QGHIUI

Havanua mepanun

12,5 mg BenWEBXk WM ABa TbTH HAa JEH Npe3 ITBPBHS AeH, NOCTEABAHA OT AHA MM JBe TabNeTKu OT
25 mg Ha Bropus aen. [lpu no6pa NOHOCHMOCT, IHEBHATA [I03a CJE]| TOBA MOXE Ja Ce MOBHIIK GaBHO Ha
CTBIIKH OT 25 o 50 mg, 3a &a ce HOCTHrHE 103080 HHUBo A0 300 mg/nen B paMKHTe Ha 2 A0 3 CeIMMIM.
Cnen ToBa, ako ce Hajiara, AHEBHATA 033 MOXe IONBIHHTENHO Ja Ce MOBMILM IOCTENEHHO ¢ 50 1o
100 mg npe3 uHTEpBaNK OT NONOBHH HITH, 33 NPETIOYHTAHE, €AHA CEAMMIIA.

Tepanesmuyen ofixsam na dosama

Ilpu noBedeTo nanmeHTH MOXE XA Ce OYaKBA AHTHIICHXOTMYHA e(HKAacHOCT ¢ X03H of 300 1o
450 mg/nen, napany B oTAennH A03d. OBlaTa AHeRHa 1032 MOXe Ja He Ghie pa3ieneHa OPaBHo, KaTo
NO-rojIaMaTa 4acT ce JaBa IIpEAH JIAraHe.

Maxcumanua dosa _

3a Za Ce TNOCTHIHE MakKCHManeH TEPANeBTHHEH edeKT, MarbK Gpolf MANMEHTH MoraT a H3HCKBAT OO-
TOJIEMH [O3H, KAaTO B TO3H Cly4ai e JOMyCTHMO pa3yMHO TIOBAILABAHE Ha fo3aTa (¢ He roBede oT 100 mg
Ha e/Ha CTBIKA) A0 900 mg/nen. Tpabra Aa ce ¥WMa Mpex BUA BEPOATHOCTTA 3a MOBUIIEHA YECTOTA HA
HeXeNaHHTe peakiud (0coGeno TbPuOBe), BL3HUKBAMY NPy 1031 Han 450 mg/nen.

Hoodwpacawa doza

Crnen nOCTHraHe Ha MAaKCHMAjHATA TEPANeBTHYHA e(eKTUBHOCT, MAOTO MALMEHTH MOFaT Ja OCTAHAT Ha
e(deKTHBHA MONTBPXKAWA TEpalHs ¢ T0-HUCKH A03H. 3aToBa ce TIPENOPEYBa BHAMATENHO THTPHPAHE C
men IOHHXKaBaHe Ha J03aTta. JeueHueTo TpﬂﬁBa Ja NpoOoObJIKH IIOHE & Mecena. Ako JHEBHATa 0034 HE
npepnmasa 200 mg, MOKe Aa € NOAX0AAIO eAHOKPATHOTO JHEBHO NPHIIONKEHHE Begep.

Hpuxmioveane na mepanusma
B cnyqalt Ha nnaHAPAaHO NpEKpaTABAHE HA TEPANMATA C KIIO3allHH, Ce MPENopbyBa TOHIKEHHE
3a NepHon oT 1 0 2 CeAMMIN. AKO C& HaJlara BHE3AMHO CNUPAHe HA JIEKAPCTBOTO, NALHE
¢e Ha0MmoaBa BHUMATENHO 3a BB3HUKBAHE HA PEAKIMH HA OTHEMaHe (Bx. Touka 4.4).




Hosmopro sanoueane na mepanus

1ipu tatKeHTHTE, IPH KOHTO MHTEPBATHT OT NOC/EIHATE K038 KIO3ANUH € NOBEYE OT 2 Y, NEHCHHETO
TpabBa fa ce BL306HOBK C Lo3a OT 12,5 mg, naneHa EIHOKPATHO HITH ABYKDPATHO 1IPE3 MBPHS NeH. AKO
RO3aTA € ¢ 106pa IOHOCHMOCT, € BB3MOKHO THTPHPAHE Ha [I03aT4 [0 TEPANERTHUHOTO HHBO To-G1p3o,
OTKONKOTO C& NPENophYBa NpH MbPBOHAYATHOTO JIeYeHHe. BRApekH TOBa, KO NAUMEHTET € NOKySHn
CIINpaHE Ha AHIIAHETO WY ChPAEYHATA ASHHOCT NP MbPROHAYAIHOTO TUTPUPAHE (BK. TOUKA 4.4), HO
CJie] ToBA A03aTa ¢ OHUIa THTPHPAHA YCNIENHO O TepalleBTHYHATA, IOBTOPHOTO TATPMpaNHE TpAOBa Aa ce
M3IBBPINH WIKITKYHTETHC BHIMATEIHO.

Camo 32 TaGreti ot 25 mg u 100 mg:

Hewxomuunu pazempoiicmea, BE3HUKGaWY 8 X00a ua Gonecmma va ITapxuncoN, 6 cayvaume, Kozamo
CIRAHOQDIMHOMO ACHENUE € GUR0 HEVCREWHO

Havarna mepanus

Havanuara nosa se 1pabea ga npesnuwasa 12,5 mg/neH, npremana peuep. TlocaenpaiyiTe MOBHIIEHHS Ha
Ao3ara TpsbBa xa 6waar ¢ o 12,5 mg, ¢ MaKCHMANHO IBE MOBHINCHMS CeAMHYHO, N0 MAKCUMAIHA 033
or 50 mg, ko210 He Moke §a OpAe HOCTHIaHaTa 4o Kpad Ha BTOpara ceAMMUa. 3a NpeniioYHTaHe &
IAIOTO KOJIHYECTRO 34 ACHA 4A C& JaBA KATO eAWHHYHA 033 Bedep.

Tepanesmuuen obxeam na dozama

Cpennara edextueHa no3a ofWKHOBEHO € Mexkay 25 # 37,5 mg/neH. B cllyyall, 9e NeueHHeTo 3a moHe
€/Ma ceaMuIta ¢ 1032 oT 50 mg Be Aane 3a10BOJHTEIeH TEPaNeBTHICH OTIOBOP, JO3UPOBKATa MOKE Ja Ce
HOBHIK BHUMATEHO CBC CTRIK2 OT 12,5 mg/ceqmua.

Maxcumanna dosa
Hozara or 50 mg/aen TpsbBa A2 6b/Ie NpeBNIIABANA CAMO B H3KTIOUHTE/THE c/Tyuau H HAKOTa He Tpabpa
Ja ce NpeBnllaBa MakCHManHara fosa ot 100 mg/zen.

HosniennaTa Ha Jo3ara Tpsba 4a GHLAAT OrpaHMMEHH MAH OTIOKEHH, aKO C& MOABAT OpPTOCTATHIHA
XANOTOHHA, IPEKOMEPHO CelipaHe niH o0bpkaHocT. [Ipes MbpBHTE CEAMHIM OT JIEYeHHETO TPAGEA Ja ¢e
CJIEAM apTEPHATHOTO HANATAHeE.

Hooovpacaya doza
AKO e HMaJ0 IBIHa PEMHCHS Ha IICHXOTHUHHTE CHMITOMH 38 HOHE 2 CeaAMHIY, € BE3MOXKHO NOBHINABAHE
Ha IOSHTS HA AHTHIIAPKHACOHOBHTE JICKAapCTBa, ako TOBA € TIOKA3AHO Bh3 OCHOBA HA MOTOPHHUS CTATYC.
AKO TO3H NOAX0A AOBENE IO OBTOPHA NOSBA HA MICHXOTUHKTE CHMITYOMHM, NO3ATA HA KIIO3AIHH MOJKE
Aa ce mopuuy ¢ no 12,5 mg/ceamuua no Makcumym 100 mg/nen, npueMasi B 6AHA WK JABE OTHUEIHH
J03H (BHX ITO-rope).

Hpurmousane na mepanusma
TlpenopwuBa ce NOCTENEHHO HAMANABAME HA O3ATA CbC CTHITKM OT 10 12,5 mg 3a IIEPHOL OT OHE elHa
ceaMHua (3a npennoduTane gse).

Jlevenuero TpaGea aa ce upekpari He3aGaBHO B Cifydaii Ha HeyTPONeHHS HIH arpaHyloluTo34d, KakTo €
NokasaHo B Touka 4.4. B To34 cny4alf O OCHOBHO 3HaueHHe € BHHMATENHOTO MNpOCIEAfBAHE HA
NCHXHATPHIHHA CTATYC HA NAUMENTa, Thi KaTO CHMIITOMMTE MOTAT GBP30 A4 Ce MOABST OTHOBO.
Creyuanuu nonyrayuy

Heprodpobuo yepeacoare '
Tpu nanwenty ¢ 4epHoAPOGHO yBpexuate, kIo3anyiH TpAGBa fia ce IPHJIATa ¢ [IOBHIIEH0 BHAMAHHE, apH
PEloBHO NpoCiesBane Ha YepHoNpoOHHTe dyHKLUHK (BXK. Touka 4.4).

Heduampuuna nonynayun
[Menwatpyany M3NUTBaHHA He ca NPOBEXTAHH. Be30NacHOCTTa M ePHKACHOCTTA I
TORpACTBAM NOA 16-TOANINHA BBIPACT He ¢ ycTaHOBeHa. JIeKapCTBEHMAT MPOAYKT
W3NO0N3B2 B Ta3K BB3PACTOBA I'PYNa, JOKATO He Ce MOIYYaT NOITbIHHTENHY JAHHH.
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{layuenmu na ev3pacm 60 u noseve 200uny
TpenopbyBa NeYeHHeTo NpK NALMEHTH Ha BE3PAcT 60 W TOBEYE FOZMHM 1a 3aIOYHe B 0COGEHO HHCKa

mosa (12,5 mg eaHOKpaTHO HA ITBPBHS JeH), C MOCHENBAUIM NOBHIICHWS HA ZI03aTa, OrpaHHyvYeHH J0
25 mg/nen.

Hauyn na npunoxenye
KnosanuH raGneTku ca npeaHasHaveHH 3a NEPOPATHO NPHACKEHHE.

4.3 HporrBonokazanus

. CBPBXIYBCTBHTENHOCT KbM AKTHBHOTO BEIECTBO MM KBM HAKOE OT NOMOLIHHTE BEIIECTBa,
H30pOeHH B Touka 6.1,
TatpenTH, KouTO He Morar Aa 6baaT MOTAraHy Ha PeNOBHH KPEBHH H3CIEABAHNS.
AHaMHe38 3a TOKCMYHA UM HIMOCHHKDAsHa rpaHyNOIHTONCHMA/arpaHyIouuIosa  (c
M3KITIOYEHHE Ha (aHYIOUHTOIERHA/aIPaHYJIOLHTO3 IIPH MPSAXOKARIIA XHMUOTEPAITHA).
AHaMHe3a 3a KI03aNHH-HHIYIHPaKa arPaHYTOLHTO33.
Jleuenuero ¢ xno3anuH e TpAGBa aa ce 3aN0YBa AHOBPEMEHHO C BEWIECTBA, KOHTO [pHUTERABAT
3HAYNTENCH IOTEHLMAN 3a [PUYMHABAHE HA arpaHyYJOLNMTO33; He C€ TpenophYBa
SIHOBpeMeHHaTa ynotpeba Ha Heno aHTHICHXOTHIIH.

. HapymreHa dyyHKIMA Ha KOCTHHS MO3LK.
HekoHTponypaHa enunencus.
ANKOXOJIHA MW [pYr BMA TOKCHYHA ICHX033, JGKAPCTBEHH HMHTOKCHKALMM, KOMATO3ZHH
CRCTOAHHA,
Llnpkysnatopen konanc w/HiH noTuckase Ha LHC oT BCAKAKBH IIpHYHHH.
Tesxxu 6b6peany niar chpoeHHy 3a60n9BaHNA (HANP. MHOKAPIHT).,

. AKTHBHO vepHozpoGHO 3afoNMBase, CBBP3aHO C Taj€HE, AHOPEKCHA MM KBITEHHIA,
NPOTPECHBHO uepHONIpotHO 3a6011Bane, YepHONPOGHA HEIOCTATHIHOCT.
. apanuriaen uneyc.

4.4 CrHelHa/IHH npexyNpexkIeHHA N MpeINa3HH MepPKH NPH ynoTpeba

A NOLWTO3a

Knosanun Moxe Na npuumHH arpamymonnTo’a. Yecrorara Ha arpaHyNoLHTe3a H IPOUSHTHT Ha
CMBPTHOCT Cpen PA3BHJIMTE arpaHyjOLHTO3a Ca HaMalelH 3HAYMTeNHH CJIeJ BbBexJ/JaHe Ha
MOHHTOpPHPaHEeTO Ha Opos Ha neskouMTHTe (WBC) 1 aGcomoTHus Gpoii Ha Heytpodmure (ANC).
CremeuTe Npenna’ié MepkH CNENOBATENHO Ca 3aNB/DKMTENHH W Tpa6Ba Ja ce M3BLDIIBAT B
CBOTBETCTBHE C ODHUHATHHTE NPETIOPHKH.

Iopamu puckosete, cBbp3aHM ¢ ynmoTpeGaTa Ha KIO3aluH, NPHIOKEHHETO MY C€ OrpaHHYaBa o
TIALHEHTHTE, PH KOUTO € MOKA3aHA TEPANMATA, KaKTO ¢ MOCOYeHo B Touka 4.1 u:
* KOMTO TbPBOHAYANHO MMaT HopManeH Opoit neskouutH (Opod Ha WBC > 3 500/mm’
(>3,5x10°/1) 1 ANC > 2 000/mm® (2,0x10/1), u
® IpH KOHTO PENOBHO MOraT Aa ce onpenenst Opoi na WBC 1 ANC, Beska ceiMuIIa pe3 MbpBUTE
18 cenmuiM 1 TOHE HA BCEKH 4 CEAMHIH CAe] TOBA. MonuTopupaneto TpadBa Aa HPOIBIKH OO
BPEMe Ha IEYEHHETO M 4 CeIMHIM Cllej| ITBAHOTO NPEKpaTABaHe MPHEMA HA KIIO3AIHH.

IIpenu 3arno9Bane Ha JiCYCHHETO C KIIO3alKH TPAOBa Ja Ce B3EME KPEBHA npoba (Bx. "arpaHynouuTo3a”)
H Jia ¢ HanpaBH CHeMaHe Ha aHamHe3a H Qu3ukaieH nperned. [TauuenTHTe ¢ AHAMHE3A 32 CHPACYHO
3aGonaBaHe W aGHOPMEH ChpMEYEH CTATYC OT (U3HKAIHHS TIperNel, TpiGBa Aa OBJAT HACOUEHH KbM
CHEUHANHCT 33 NOMBIHATENHH H3CTENBAHMA, KOHTO MoraT fa Bkmpousatr EKT, u mauwenTtute TpaGea ma
OblaT NeKyBaHH eMHCTBEHO, aKO OYAKBAHWTE IION3HM RBHO IPEBHIIABAT pHCKOBeTe (BX. Touka 4.3).
JlexyBamust nexap Tpsifsa Aa 06MucIA W3sbpmeanero Ha EKI™ npeau neuenuero.

JlexyBaiure nexapy TpaGea fa CA3BAT M3LAIO HEOGXOMMMHTE MEPKH 3a 6e30MacHOCT.

Hpe,un 3AlI0YBAHE HA JISUCHHETO, JICKapHTE 'I'pﬂGBa Ja c€ YBEPAT, TOKOAKOTO TOBA
MARHEHTHT HE € HMaJl NpelH HEXKeTaHa XeMaTOJIOTHYHA PEaKIHd XBM KAO3alHH,



ClHpane Ha nedenueTo. JlekapersoTo He Tpabsa Aa ce MPEANMCBA 32 NEPUOAM NO-ABATM OT HHTEpBANA
MEXJ1y JIB¢ ONIpEAENAHUA Ha Oposi Ha KPBBHHUTE KNETKH.

Hesa6aBHoTO criMpaHe Ha mprema Ha Knozanun AKOpA € 3aNB/DKHTENHO HIIH aKO JEBKOUHTHHAT Gpoii e
noz 3 000/mm*(3,0x10°/1), wnu ANC e nog 1 500/mm? (1,5%10%1) B KONTO H A € MOMEHT OT JIEYEHHETO
¢ xiosanuH. IlanuenTnre, npu kouTo Kiiosanun Axopa e CpSH B pesy.ITaT Ha JS(QUIMTHH CTORHOCTH HA
WBC i ANC, se TpatBa fa 110.y4aBaT NOBTOPHO KJIO3AIHH.

Ilpu Beska KOHCYNTalMA, Ha NMAlHEHTA, TIPHEMANl KIO3AlHH, TPAGBA Na ce HANOMHS Ia ce CBBKE
HE3a0aBHO C NEKyBallMsi feKkap, AKO 3alOYHE PA3BHTHETO HA HSKAKbB BHM HHQerxuus, Ocobeno
BHHMaHHe TPaBa na ce o6pbila Ha rPHUNONOAOGHHTE ONUIAKBAHUSA, KATO NOBWIISHA TEMIEPATYPa WK
BB3NANEHO BP0 M Apyrd Oese2H Ha HH(EKIHA, KOMTO MOXKE Ja ca MOKA3aTeNHH 33 HeyTPOIeHHS.
TanmenTaTe B rPpHKEITHTE Ce 3a TAX TPAGBA Aa GbAaT EGOPMHEpAHW, e B CITy4all HA TTOSBA HA HSKOH OT
TE3H CHMNTOMH, He3ababHO TpsGBa 1a Gble onpernesneH GPOAT HA KPHEHHTE MM KIETKH. IIpenophauTenHo
€ Jiekapure, NPeANUCBalllH JT€KapcTBOTO, Ja ChXPAHABAT CIMCEK C PE3YNITaTHTe OT BCHYKH KPLBHH NpoGH
Ha NaUACHTHTE H Ja MPeONpHeMar BCHYKH HeOOXONHMH CTBIKH, 33 Ja TIPEeANa3dT Te3H MalMeHTH OT
Cry9aliHO DOBTOPHO NOJTyuaBaHe Ha 1eKapcTBoTo B Ghaelle.

Hpﬂ NAIMEATHTE C aHaMHe3a 3a ITbPBHYHH HapyleHKd HA KOCTHHR MO3LK, NPOBCKAAHS Ha JIcucHue €
BBE3MO3KHO, CaMO aKo MM0/13aTa He HaJlBHINaBA prcka. [Ipeay 3anouBaHe Ha mpueM Ha KIO3amuH, Te Tpafisa
Nia GbAaT BHHMATEITHO MPErneany 0T XeMaTOIOr.

NaunenTnre, xoWTo uMar nucek Gpo WBC nopams IOGpOKAYECTBEHA ETHHYECKH obycnoeena
HeyTponeHuA TpAGBa Aa OpaaT 06CHACHH CIIELMAIHO W MOTAT A4 3afOYHAT eYeHHe ¢ KIO3AIHH CaMO ChC
CBHIIIACHETO HA XEMATOMOT.

Monutopupase Ha 6pos Ha neskouutare (WRC) u abeomrornns Gpoii neyrpodwmm (ANC)

OGumuAT neskouuten Gpoii # Au(epeniEaNtaTa KpsBHA KAPTHHA TPAGBA A2 ce ONpPENeIIT B paMKiTe Ha
10 11y npeaM 3anouBane Ha NeYeHHE C KIIO3AMMH, 3a 4 € CHIYPHO, Y€ CAaMO MALMEHTH C HOPMAJIeH Gpoit
neskourry (WBC 6poii >3 500/mm’ (3,5x10°/1) n ANC (ANC >2 000/mm? (2,0x10%1)) me nomyvasat
nekaperpoto. Crielt 3anodBane Ha JIGYEHHETO C KNO3ANMH GpoAT Ha nepkouuTHTe ¥ ANC TpatBa a ce
MOHHTOPHp2T PENOBHO BCAKA CeIMHLA NpPe3 MEPBHTE 18 CEAMHMIM M NOHE Ha BCEKH 9ETHPH CEIMHIIH
CHex ToBa,

MoxHTOpHpaHeTo TpAGEa 1a MPOIBIKY 110 BpEME Ha NCUSHKETO ¥ 32 4 CeNMULH Gl ITbIHOTO CIIHpaHe
HA KJO3AmMH WM A0 HACTHIBaHE HA BH3CTAHOBABAHE Ha XEMATONOFMYHATE NOKA3ATENH (BHX MO-TOMY
»HHCBK nepkommTeH Gpoit/ ANC™). IlpH BeAKa KOHCYIITAMA HA MAUMEHTA TpabBa Aa ce HaMOMHs: 1a Ce
CBBpKE He3a0aBHO C NeKyBaIMa Jiekap, ako 3anouHe pasBMTHE HA HAKAKBB B RHGEKUNA, MOBHLIEHE
TEMIIEPATYPA, BL3NANCHO I'bPJIO WM APYTH rpunononofui CHMIITOMH. ITpy noABa Ha HAKAKBH MPHIHALA
Ha uHeKUnA, oGmmAT Gpoii NeBKOLUMTH U Ax(epeHyaTHaTa KpbBAA KApTHHA TPAOBA He3aGaBHO 1a ce
H3CIIeIBAaT.

Hucok WBC Gpoii/ ANC
AKO [0 BpeMe Ha NIEYSHHETO ¢ KIO3aTHH GPOAT Ha JeBKOLHTHTE clianHe Mexay 3 500/mm’ (3,5x10%/1) u

3000/mm* (3,0x10°1) mmm ANC Mexay 2000/mm® (2,0x10%1) m 1 500/mm® (1,5x10%1),
XEMATONIOTHYHHTE W3cleaBaHua Tpadsa Aa ce M3BBPIIBAT MOHE B ITETH CEAMHYHO, NOKATo GposT Ha
neekonnTHTe H ANC Ha nanmenTta ce cTaGWwm3HpaT chOTBeTHO B rpasuumte 3 000-3 500/mm’ (3,0-
3,5x10°/1) u 1 500-2 000/mm? (1,5-2,0x10%1) wu Han Tax.

He3a6aBHOTO cnMpare Ha Jedennero ¢ Kmosanun AKop/l € 3aIBJDKMTENHO, aKo JICBKOLMTHUAT Gpoif e
nox 3 000/mm’ (3,0x10%1) umu ANC e oz | 500/mm? (1,5x10°/1), B KOWTO 1 1a € MOMEHT OT IEYEHHETO
¢ knozanwH. JleBkouuTHUAT Gpol ¥ mubepeHUMANTHTa KpBBHA KapTHHA Clell ToBa TpsbBa na ce
ONpPENeNIAT EXEAHEBHO H TNauueHTHTe Tpafpa BHHMATENHO Na Ce MpOCHSHABAT 3a I[0ABa Ha
TPHNONONOGHH CHMOTOMH MIM APYTH CHMOTOMM, Npeamonaranmd wHdexums. Ilperopbusa ce
OOTBBPXAdaBaHE HA CTOHHOCTHTE HA XEMATOJNOTHYHHTE MNOKA3aTeld 4Ype3 NPOREKLAHE H
H3/1eBaHHA B IBA MOCNCAOBATENHH BHH; BBIPEKH TOBA MPUEMBT HA Klo3anuH TpAGBa
NoJlyYasaHe Ha ITbPBHTE MOKA3ATEIH.




-
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C.nez[ CMHPAHE HA JICUYEHHETO € KIO3ANHH Ce HAJNala XeMaTONOTHYHa OLCHKAa A0 Bb3CTAHOBABAHE HA
XEMaTONOrHYHHTE MOKA3ATE .

Tabauna 1

bpoii KPBEBHH KAETKH Heobxoaumu neiicTBHA

WBC/mm” (/L) ANC/mm® (/L)

> 3500 (> 3,5x10°) > 2000 (> 2,0x10% Jla ce NPOIBLITKA TIEYEHHETO ©
KJI03anHH

Mexay > 3000 u <3500 Mexay > 1500 u <2000 Ja ce mNpoIBIDKH IEYEHHETO C
(=3,0x10° u < 3,5x10°) (= 1,5x10° u <2,0x10% KJO3aNHH, [3 B3€MaT KpPBBHH
npobH J[Ba IMBTH CEOMHMHO J0O
craumizupane Ha Opoa  Ha
KPEBHHTE MOKA3aTeln HIH
HOBHIOABAHETO M

<3000 (< 3,0x10% < 1500 (< 1,5x10%) HesabasHo 1a ce mpekparu
JIGUEHHETO ¢ KJIO3ANHH, eXECIIHEBHO
Jla ce B3eMa KpBBHA mpola, A0KATO
ce mpeofoiee  XeMaTONOTHIHOTO
HapyuieHWe, nda ce Cllead 3a
HHbeknHy. JlekapcTBoTO na He ce
[dBa [IOBTOPHO.

AKO TIPHIOKEHHETO HA KJIOANHH € NPEYCTAHOBEHO H OTHOBO CE NOSIBH chaj wa Gpos na
JAeBKOUMTHTe nioa 2 000/mm?* (2,0x10°/1), um Ha ANC mog 1 000/ mm? (1,0x10°/1), Tperupanero Ha
TOBA ChCTOSHHE TPsGBA A2 ce PLKOBOH OT OIIHTEH XeMATOJIOT,

Crupane Ha NeYeHHETO DOPATY XEMATONOTHHY IPHYHHMU
[MauwenTHTe, Npy KouTo JNevenuero ¢ Knosamuu AKkopil e OHIIO cnpAHO B pe3yaTar Ha HedHIMT Ha WBC
nmt ANC (Bux To-rope) He Tps6Ba Ja [OMy4aBaT OTHOBO TIEKAPCTBOTO.

IlpenopbunTento e nexapuTe, NpeANKECBALY JIEKAPCTBOTO, A2 CHXPAHABAT CIIHCHK C pesynTaTHYE OT
BCHYKH KPBBHHU MPOGH Ha MALHEHTHTE H Ja NPeINPHEMAT BCHYKH HEOGXOMMMH CTHIIKH, 38 Ja IIpeRnassT
Te3H IALKMEHTH OT CITy49aiiHO IOBTOPHO IIONYY4BaNe Ha JIEKAPCTBOTO B ObcHIE.

CriHpane Ha IeYeHHETO NOpajy APYTH NPHYHHK

inI NamHUeHTH, TPpEeTHPaHH ¢ KNO3anHH B NNPCAB/DKCHHE HE MOBEYE OT 18 CEAMHIIM W NpH KOHTO
TNIEMEHHETO € GHITO NPEKBCHATO 32 TIOBEYE OT 3 IHH, HO MO-MANKO OT 4 Ce/IMMITH, GPOAT Ha JICBKOUNTHTE H
ANC 1pab8a fa ce KOHTPONHPa ©XECEAMUTHO B NPOABL/DKEHHE Ha OLE 6 CEIMHLM. AKO He ce pa3sue
XEMATOJIOTHYHO HAapYIIEHHE, MOXKe A2 ¢ Bb30OHOBAT WHTEPBAIATE HA MOHHTOPHPAHE He MO-ThATH OT 4
CEAMHUM. AKO JeYeHHETO C KNO3amMH € OMI0 COpSHO 3a 4 WIH IOBEYe CeAMHIM, Ce Hamara
MOHHTOPHDAHE 3a CneJBamyTe 18 CeAMHIH OT IeHeHHEeTO H A03aTa TPA6BA Aa Ce THTPHPa OTHOBO {(BXK.
Touka 4.2).

EE!FH NPENNASHH MEDKH
Tozu JEKAPCTBEH NPOAYKT ChAbPKA JAKTO3a

TlanmenTuTe ¢ peKM HACHENCTBEHH NPOGIEMA Ha rANAKTO3HA HETIOHOCHMOCT, ITRIICH JTAKTA3eH Ae(HUMT
Ha WM TEOKO30-rafakTo3Ha Manabcopbiuus, He TpaOba Ja IPHEMAT TOBA JIEKAPCTEO.

Eosanodumns
B crydali Ha eo3mHOGHMAMS Ce MpENOpHYBA COMPAHE HA NEUERMETO C KIO3NMH, AKO OpOAT Ha
cosuHOdrIHTe ce moBHmH Han 3 000/mm’ (3,0x10°/1). Tepammara Tpa6Ba Na ce BB30GHOBH EAMHCTEEHO
cnen karo 6posT Ha eosuHodunuTe cniagse non 1 000/mm° (1,0x10°/1).




-

TpoMBonuronenns

B crydaif Ha TpoMGoumToNenns ce npenopnuBa CIMpaHe Ha JEUEHHETO ¢ KIO3AMHH, ako OPOAT Ha
TpoMGoLmTHTE CnaHe nox 50 000/mm’ (50x10°/1).

CBpredHochI0BH HapYIIeHNs

Tlo epeme Wa neyenweTo ¢ KNOIATMH MOKe A BbIHWKHE OPTOCTATHYHA XHIOTOHHS, CHC MM Ge3
CHHKON. B pelkH Cly4aH KONANCHT MOXE N € TEHEBK H MOXKE Aa ce CBIIPOBOXKIA OT CIIMPaHe Ha
CbpAeIHaTa NEHHOCT WHTH AuadeTo. TAKWBA peakupy € TO-BEPOATHO Na BH3HMKHAT DY ChEMECTHA
ynorpeGa Ha GeH30NMAISTHHH WM APYTH TICHXOTPOIHH CpeNCTBa (Bk. Touka 4.5} M no BpeMe Ha
bPBOHAYANHOTO TUTPHPAHE BBB BPE3Ka ¢ Obp30 yBeNudyabaHe Ha 103aTa, 4 B MHOTO PEAKM CIIydYau Te
MOrar a Bb3HUKHAT C/Ief MbPBATa A034. 34TOBA NALMSHTHATE, AMOYBANIY NEUISHHE © KID3ANMH, W3NCKBAT
BHHMATENIHO MEIIMIMHCKO npocienssane. Heo6xoauMo ¢ MOHMTOpHpaHE Ha AapTEPHANHOTO HANAraHe B
H3IPaBCHO MM JICTHANO MOJIOKEHHe npe3 MbPBUTE HAKONKO CEAMHUM OT JIeYEeHHEeTO TIPH NMALMEHTH C
Gonecr Ha Tapkuncon.

AHayH3BT Ha Oasara NMaHHH 3a Ge30MaCHOCT 1aBa OCHOBAHHA [a Ce MPEMIIONAra, de ynotpebara Ha
KI03aNAH € CBBP3aHA C MOBHILEH PHCK OT MHOKADPIMT, TIPEIHMHO, HO He EOHHCTBEHO, NIPe3 IIbPBHTE ABa
Mecella OT HAYanoTo Ha neveHuero. Hakou ot cmyvante Ha MHOKapaHT ca 6uin datanmu. Crobmasar ce
CBINO CIly4aH HA MEPHKAPAHT/MEPHKADACH H3NUE H KAPAHOMRONATHA BLE BPL3Ka ¢ ynorpefara Ha
KII03aITHH; HAKOH OT TAX chlNo ¢ datanen M3xon. Hamwuwe Ha MHOKapIHT HWIH KapIHOMHONATHA TpaOsa
Aa ce MONO3APAT NP MALMEHTH, KOHTO NMOAY4YaBaT NEPCHCTHPALIA TaxMKapIus B IOKOH, ocoGeHo Ipe3
THPBATE /IBa MECEUA OT NEHEHHETO, W/WIH TIANNUTALNH, APHTMAN, TphaHA GONKA H APYTH MPH3HALM M
CHMOTOMH Ha CBbpACYHA HEJOCTATBYHOCT (Hamp. HeoOACHHMA yMopa, JHCIHEA, TaxXHIHes), WM
CHMNTOMH, KOMTO HAanOZOOSBAT MHOKapAeH MHGApKT. JIPYrH CHMITOMH, KOMTO MOTaT Ja ca HauuIe,
OCBEH TIOCOYCHHTE [10-rope, BKIOYBAT PUNIONOJOGHH CHMNTOMH. AKO C€ MOAO3MPaT MHOKAPAMT HIH
KapIHOMHONATHA, NEYEHHETO C KIIC3alMH TPAOBa GbP30 Ja c¢ NPEYCTAHOBH H NMALKEHTHT He3abaBHO na
€€ HaCOYH KBM KapaAoJIor,

Ipu nanmwenTH, XKOMTO ca NHATHOCTULMPAHH ¢ Kap/IMOMHOTIATHA IO BPeMe Ha feUeHHETO C KIO3aIHH,
CBLUCCTBYB2 MMOTEHLMAN 3a Da3BuTHe HA HEJOCTATHYHOCT HA MHTpajiHara kiana. Crobmasa ce 3a
HEOCTATHEYHOCT Ha MUTpaTHaTa KIana B C/TyYau Ha KapaMOMMONATHA, CBED3aHa C NICHeHHe ¢ KIIO3aIHH.
Tlpu Te3m ciyyaw HAa HeZOCTATHYHOCT HA MHTpAHaTa KIana ce cpobllaBa 3a Meka WM yMepeHa
MHTpaNHa perypruvalys npH GByH3MepHa exokapauorpagusa (2DEcho) (Bx. Touxa 4.8). '

ITanuenTtHTe C© HHAYLHPaAHH OT KIO3AMHH MHOKApIMT WIH KapAMOMHOTIATHA HES TpHGBa Aa nogay4yasar
MOBTOPHO KNO3allHH,

Hndapkr Ha Muokapna

Hma noctmapkerHHron crofwenss 3a MHMapKT Ha MHOKApIa, BKIIOMUTENIHO NETANHM CHAYYRH.
Ouenkara Ha IIPUYMHHO-CIIEACTBEHATA BpB3Ka ¢ OIIa 3aTpyIHEHA NPH NO-TONAMA YacT OT Te3H Cllyuau,
TIOpaiH CEPHO3HO IPEANIECTBALLO CHPACYHO 3a00NsBaHEe W BB3MOXHH alTEePHATHBHE NPHYMHH.

Yabmkapane Ha QT uHTepBana

Kaxro » npu apyrure aTuncuxoruim, ce NIpenophYBa MPEANazIHBO. IPHI0KEHHE IIPH IAIMEHTH ChC
CHPASYHO-CBIOBH 3a00NABaHHA WK (aMHITHA aHaMHe3d 33 YAb/DkaBaHe Ha QT HHTepBaja.

KakTo 1 npm ApyruTe aHTHNCHXOTHLH, KIO3aNHH TpAOBA BHMMATEJIHO Ja Ce IPEIIHCEa C JIEKapCTha, 3a
KOUTO € U3BECTHO, Ye Yab/ukaBaT QT HETepBana.

Lepebpo-pacKyTapHy HexenaHu crGRTUS

B paHzomusdpanu niaueGo KOHTPOJIMpaHH KIMHMYHM M3INMTBAHHA [IPH [AlMEHTH C JeMEHIluH,
JICKYBAHM ¢ HAKOM ATHIMYHA aHTHIICHXOTHLM, € Ha0mozasaH NpHOTH3ATENHO 3-KPaTHO TOBHILEH PHCK
OT uepebpo-BACKY/TAPHH HEXeNaHA CuOHTHS. MeXaHH3MbT HA TO3M [OBHIIEH PHCK € HEeH3BECTeH.
IMoBHmIeHNST PUCK He MOKe A GBe HIKMOUEH | TIp¥ TIPANOKEHRAE Ha APYTH aHTHIICHXOTUILA H
IpynH natuenty. Knosannx Tpa6ea aa ce mpunara ¢ BHHMaHHe IIPH NMAIHEHTH C PHCK OT U




PHCK oT TPOMBOEMBOMREM

Tsli xato KiosanuH Moxe fa 6bae cRbp3an ¢ TpoMO0emGoamM3bM, HMOOWIM3ANNITA HA MAIHEHTHTE
TpAGBa na ce u3bsrea.

Ilpn ymorpeGa Ha aHTHNCHXOTHYHA fiekapeTBa ca OWIH CRODIW@BAHA Cy9aH Ha BEHO3eH
TpombemGomnaeM (BTE). Txit karo NIPH NAUHEHTHTE, NEKYBAHH € aHTHNCHXOTHIH YeCTO ¢a HATHLE
MPHAOGHTH PHCKOBH (aktopw 3a BTE, BcHukM 8B3MOMHH puckoBH daxropu 3a BTE 1pabea na Gruar
HICHTH(UUMPAHA TIPEH | 10 BPEME Ha JeYEHHE ¢ KIO3aHH H A3 e NpeANPHEMAT TIPEBAHTHBHH MEPKH.

I'eproge
l'[auuemme C AHAMHE3a 334 ¢NMHASNICHS 'rpaﬁsa BHHMATENH(O 04 ce MpoCTIEAABAT MO BPEME Ha JICHEHHETO C

KJI03ANuH, Thi KaTO MMa ChOGIIEHHS 3a J0303aBHCHMH rbpuoBe. B Takupa cyuau nosata TpsGsa ma ce
TIORIKH (BX. TO4Ka 4.2) H, 4KO Ce Hanara, TpiIGBa [a Ce 3aMoqHe aHTHKOHBYJICHBHA TEpAITHA.

AHTHXONTHHEPTHYHH etekty

Knoszanun npurexasa AHTHXOJIMHEPTHYHA AKTHBHOCT, KOETO MOXE Ja ZI0BEJS A0 HEXENaHH peakiiy B
oprabuiMa. [lpenopsupa ce BHHMaTenHOTO NMpoCcieNABaHE 3a YroJeMABaHe Ha IMPOCTATa W
TACHOLIBLAHA TIayKoma. BepodTHO nopali aHTHXONHHEPrHYHATE My CBONCTBA, KIIO32IHH € Chp3aH c
PA3MYHH N0 CTEMSH HAPYIHEHHS HA THHKOUPEBHATA NEPHCTANTMKA, OT KOHCTHNALHA 0 “MPEBHA
oferpykuuas, dexanno 3aJpbCTBaHe, TAPANMTHYEH HJAEYC, METrakoJOoH H HHTeCTHHA;IEH
undapxr/acxemMun (Bx. Touka 4.8). PAOKO TeM Clyuanm ca MMAIR tatanen u3xon. HeoGxomumn ca
0COGEHH IpIKM TIPH [IaANHEHTHTE, KOHTO [IONYYaBAT CHITETCTBALIN NIeKapCTBa, 32 KOHTO € U3BECTHO, 4e
IIPHIHHABAT KOHCTHIAUMA (0COGEHO Te3u ¢ aHTHXOIMHEPTHIHH CBOMCTBA KATO HAKOH AHTRIICHXOTHI{H,
aHTRJICNPECaHTH M AHTHIIZPKHHCOHOBH JIEKAPCTBA), HMAT aHAMHEsa 3a 3a6ondBaHe ua eGesoTo 4epBo
HIH XHpyprutHAa HaMeca B JIOMHATA 4acT Ha KOPEMHATAa KYXHH4, THH KaTo TOBA MOXe 13 oboctpr
CBHCTOAHMETO. XH3HEHOBAKHO € Ta3 KOHCTHNALHS 13 Gbie paso3HaTa U AKTUBHO HeKyBaHa.

INoBHLIcHA TeMmneparypa

Ilo Bpeme Ha AEYCHHETO © KMO3AMHMH, NALKEHTHTE MOraT Ja TONyYaT [PeXOJHH AOBHIIEHHS Ha
Temneparypara Haa 38°C, naii-yecTo npes mbpBHMTe 3 ceAMHUM OT JeueHuero. TosH ¢ebpunuTet
00HMKHOBEHO e OeHurHen. B Hakou CIryuyad TOH MOXE 2 € CEBP3AH ¢ MOBHILCHHE HIH TIOHWXKEHHE Ha
neskouxTHHA Opol. [Naunennre ¢ deSpunuter Tpsa6ha fa ce OLEHSBAT BHHMATETHO, 3a f1a ce u3berne
BB3MOMHOCTTA 38 TMOJJIexAlla WHOEKIMS HIH Pa3sBHTHE HA arpaHy/lonuTosa. IIpH HamM4dHe Ha BHCOKa
TeMneparypa TpAGBa na ce uMa MpeN B BBIMOXKOCTIA 32 PalBHTHe Ha HEBPOJENTHYEH MAJIHTHEH
CHHAPoM (NMS). Axo guarsozara 32 NMS 6rae [IOTEBpACH?, APHEMBT Ha KN03AITHH HesabarHo Tpabsa
Aa Ce NMpeyCTaHOBH H 1a Ce NpeIpHEMAT HeOOXOIUMHTE MEPKH 32 JISYeHHe,

Iananus

Krnosanun mMoxe 1a NpHYMAR npunaTsmy, CHHIMBOCT, TIOCTYPAJIHA XUMOTOHUA, ABHIaTeIHA H CEH30PHA
HECTAOIIIHOCT, KOHTO MOXE Aa NOBENAaT JO NaJaHHA H BCICACTBHE Ha TOBA dpakTypu HIH Apyru
HApaHABAHKA. 3a MAMEHTH ChC 3a00/MBAHNS, CHCTOAHMA WM TIPHEM Ha JIeKapcTBa, KOHTO (HXa MOrH
Aa BIOILAT Te3H eiektu, Ja Ce U3BBPINN OLUEHKA Ha PHCKA OT NafaHe NPH 3aII09EaHE HA AHTHICHXOTHYHO
NICHCHHUE H MEPHONUTHO NMPH MALMEHTH Ha IPOXBIKHTENHA AHTHIICHXOTHYHA Tepanys.

MeraGomiTuy npomMeny

ATHNUYHHTE aHTHICHXOTHUYHM JNEKAPCTBA, BKIKYHTENHO KI03aNMH, €3 CEBP3aHM ¢ METabOIMTHH
[IPOMEHH, KOHTO MOTAT Jia TOBHINAT ChPASYHO-CHAOBHA/MOIBYHO-CHAOBHS puck. Te3sn MeTaSOMMTHH
[IPOMEHH MOTAT A2 BKIMOYBAT XHNEPIIMKEMHA, JUCIHHHACMASA, H YBEIMYAaBaHE HA TErIOTO. ATHIHUKHTE
AHTUNCHXOTU'HH JIEKAPCTBA MOTAT [1a AOBEAAT [0 HAkoM MeTabOMMTHY IPOMEHH, HO BCAKO JICKapCTBo, B
TO3Y KJ1ac UMa CBoH cobcTBeH cneyhuyen npodun Ha pucka.

Xunepznuxemun
Panko ce cpofnaBa 3a Hapymen rmoxoseH TONEPAHC W/WIIH PasBHTHE, WIH BJOIIABAle HA 3aXapen
AualeT MpH JIeYeHHe ¢ KIO3ANHH. MeXaHH3MBT 33 TasH Bb3MOYKHA Bp®3Ka BCE OIIE HE € YCTAHOBEH. B
MHOTO peAKH CIYJaH Ce chofllaBa 3a TexKa XHIEPIIHKEMHS ¢ KETOALHMI03a WK XHIepOCMOJIAPHa KOMa
TIpY NAIEeHTH Oe3 NpexoXaalua aHaMHesa 32 XHIEPIHKEMHS, HIKOM OT KOHTO ¢a GHyl
KBACTO Ca HAMMYHH, NaHHUTE 3a NMPOCNEABAHETO NOKA3BaT, Y€ CIHMPAHETO Ha KJI03
Cllydau BOAM 1O OT3ByYaBaHe HA HApPYIIEHHA IVIOKO3eH TONEPaHC, & MOBTOPH
KJIO34MAH BOAH AC NOBTOPHAara MY nosea. [lalMeHTHTE ¢ NOCTABEHA AUATHO




3aMoYHAIH JIeYEHHE ¢ AHTHIOCUXOTHALIH TpﬂﬁBa Aa ce npocaenasar PSAOBHO 33 BJIOIIABAHE HA ITFOKO3HHA
KOHTPOIL

HauuenTh ¢ pckosH dakTopy 3a 3axapeH Auaber (Hanp. 3aTTECTABAHE, (PaMIIHA aHaMHe3a 32 quaber),
KOHTO 3aIT0YBAT JIEHSHHE ¢ aTHIMMYHH AHTHNMCHXOTHLH, 'I'paﬁB& a ﬁb,llaT NOONIOXKEHH HA H3CNeaBRaHE HA
PIOKO3ATA B KPEBTA HA [NANHO, B HAMANOTO HA JIEYCHHETO H HEPHOJHYHO [0 BPEME HA JIEYEHHETO.
HaHHGHTHTe, KOHTO pa3sBUBAT CHMIITOMH Ha XHNCPIIIHKEMHA 10 BpeME Ha JIEYCHHE ¢ ATHIIMYHH
GHTHIICHXOTHIH, TpA0BA Ja GBIaT MONNOXKeHH HAa M3CAENBAHE HA TIOKO3ATA B KPBBTa Ha rmagHo. B
HAKOH CIlydaH, XHOCPIIMKEMHATA OTHIYMABA Cfell IIPEYCTAHOBABAHE HA JICYEHHETO CHC CHOTBETHHS
ATMIMMCH AHTUIICHXOTHK, HO NpH APYTH MAUMEHTH Ce¢ Halara 3alo4BaHe HA AHTHAMAGETHO NeucHHe,
BEIIPEKH CIIHpAaHE Ha JICKAPCTBOTO. an TNAlMEHTHTE, PH KOHTCQ AKTHBHOTO JICKAPCTBCHQ JIEHEeH!ME Ha
XuneprivkeMusTa ¢ 6uno HeycreiwHo, Tpabea ma ce uMa TIPEABHA CIHPAHE HA JICYEHHETO ¢ KII03alMH,

Hucnunuoemus

Habmogasatu ca HewemaHH NPOMEHH B NIMIMAHUTE MOKASATETH TIpH NAUMEHTH, JIEKYBAHN C aTHNHYHH
AHTHICHXOTHLM, BRKIKYHTENHO kio3amuH. [Ipermopbusa ce KIMHMYHO HAGIIONEHHE, BKITHOYHTENHO
H3XOIHI M TIOCNE/BANY NEPHOAMYHH OLCHKA HA JIMMMIHWTE MOKA3ATENM NDH MALMEHTH, [PHEMAly
KJIO3anHH.

Hosuwasane na mezaomo
[TorHiraBare Ha TernoTo e HabmonaBaHo TIpH ynotpe0ara Ha aTHIIMYMHHA AHTHIICHXOTHIHH JieKapCTea,
BKIIYHTEAHO Kno3anuH. [Ipenopsusa ce KIHHHYHO HabmogeHHe Ha TeroTo.

PebayHn. ediekrn Ha oTHeMaHe

Chen BHe3amHO CNHpaHe HA KIO3AIMMH ¢a ChOGIEHH OCTDH peakllMH Ha OTHEMAHE H MO Ta3H OpHYMHA Ce
TIpEnOpLiEa NOCTENEHHO NPEYCTAHOBABAHE HA NPHEMA. AKO Ce Halara BHE3AMHO cliHpaHe (Hamp. nopaay
NICBKOMEHAA), AUHEHTHT TPAGBA Ja c¢ HAO/MONaBa BHHMATENHO 3a [MOBTOPHA MOABA HA (ICHXOTHIHH
CHMITTOMH ¥ CHMITTOMH, CBEP3aHH ¢ pebayHI XONMMHEPIHYeH eeKT, KaTo OBHIIHO IIOTeHE, rnapoGomme,
rajieHe, NOBPbUIAHE U IHAPHSL.

CrieudaiHy monynanyu

Yepuodpobino yepexcoane

IarnuenTaTe ChC CTAGHIHI TPeAX 0K AL qepHOAPOGHH 3a00NABAHHA MOTAT J1a IIPHEMAT KIIO3aNuH, HO €
HEOOXONMMO NpOBEXaHE HA PEJOBHY H3CNEIBAHM HA 4epHoApoOHaTa dyukums. Macnensanus Ha
YEPHONPOGHHTE TOKasaTesH TpsGBa Ja ce M3BLPUIBAT NPY NAIHEHTH, KOUTO N0 BPEME HA NEYEHHETO C
KIO3aMHH pasBHBAT CHMNTOMH Ha BB3MOXHA 4epPHOAPOGHA HEAOCTATLYHOCT, KATO TaleHe, HOBpBIIAHE
H/HTH (e3aneTHTHe. AKO MOBMILEHHETO Ha CTOHHOCTHTE e KJIHHAYHO 3HA9HMO (TIOBEY€ OT 3 MBTH HAI
TOpHATa peiepeHTa TPaHHLA) HAH Ce MIOABAT CUMITOMY Ha XCBATEHHIIA, JIEYEHHETO ¢ KI03anuH TpsabBa
Aa ce mpekpatH. To Moxe na ce Bp3o6GHOBH (Bk. "TIOBTODHO 3amouBaHe Ha Tepanuz” B Touka 4.2)
CAMHCTBEHO, ako Pe3yJITaTHTE OT TECTOBETE 33 4epoAPoSHATa (PYHKIHA ca HOpMaHH, B Takusa CIydau
uepHonpoOHaTa QyHKUMA TpsGBa Ja ce MPOCIENABA BHUMATEIHO CHEX MOBTOPHOTO BKJIIOYBAHE HA
JIEKapCTBOTO,

Tlayuenmu & cmapuecxa evapacm na u nad 60 200unu :
IpertopruBa ce neueHHeTO NPy XOpa B CTapuecka BB3pacT Aa 3an04Ba ¢ O-HUCKa 1034 (BK, Touka 4.2).

]_[pH JICHEHHEe C KJIO3allHH MOMe Ja ce Pa3sBHC OPTOCTATHYRA XHMNOTOHHA H HMa C'bOﬁU.IeHHH 3a
TaxuKapia, KOATO MOKE Aa € MpOmbDKHTENHA. [TauMenTHTe Ha W Hag 60 FOAHHE, OCOGEHO Tesd ¢
HapylieHa ChpACYHO-ChI0BA yHKIMS, MOXE 12 ¢ [I0-ONATIIHEH Ha Te3H e(eKTH.

[MaupenTnTe B Crapyecka Bb3pacT Ha W Haj 60 roaMHM Moxe Ja ca CHUIO OCOBEHO MOJATIMBH Ha
AHTUXONHHEPTHIHHTE e(BEKTH Ha KIIO3AIHH, KaTo 3a/IPhKKA HA YPHHA H KOHCTHITALIHA.

Iopuinena CMBPTHOCT NIPH JHLA B CTap4ecka Bb3PacT ¢ AeMeHIAs

JlanAnTe ot ABE TOJIEMH oﬁsepnaucn-mn H3NMWTBAHHA MOKA3BAT, 4Y¢ JHIATA B CTapuec
JAEMEHIHAA, KOHUTO Ca JIEKYBAHW ¢ aHTUNCHXOTHLH, Ca ¢ JIEKO NOBHLIEH PHCK OT CMBPT,
HenekyBaHHTe. Hama gocrarsuno J3aHHH, 33 Aa ce Aane TBEpaa NpOTHO3a 3a TOYHATa
NpHIMHATA 33 NOBHINEHHS PYICK HE e U3BECTHA.




Knosanuu Akopz ke e ono6pen 3a neverme na AEMeHIUHs, CBbP3aHa ¢ MOBEASHYECKH Hapy MISHHA.

4.5 BaanmopeiicTBhe ¢ APyrN JleKapcTBeHH NpOAYKTH H APYTH (OPMH HA B3aHMOIEHCTEHE

HQOTHBOHOK&S&HHFI 38 CHBMECTHO NPUADKEHNE

Jlexapcrsara, 3a KOHTO € M3BECTHO, Ye MPUTEXABAT 3HAYNTENEH NIOTEHIMA A IOTHCHAT ¢yHKUHATa HA
KOCTHHA MO3BK, He TPi6Ba 2 Ce H3noN3Bar 3aeaHo ¢ Knosanun Akopy (B%. Touka 4.4).

AHTUIICHXOTHYHITE  NEKAPCTBEHH NpOAYKTH C YOBDKeHO oOcBoDoxaBaHe (KOHTO  HMar
MHEROCYTIPECHBEH NOTEHHAN) He TpAGBR2 43 ce H3MON3BAT 3aenHO ¢ KnozanwH Axopn, Tl xaro ne
MOrar Ja ¢e H34HCTAT GBP30 OT OpraHHW3Ma, KOraTo TOBA CE HAMara, Hanp. OpH HeyTponenus (BkK. TOUKa
4.4),

He 1pa6Ba na ce ynorpe6apa ankoxon 3aemHo ¢ KJI032MHH, NOPAJH BL3MOKHMA I0TEHUMAN 3a CEAMpaHe,

HQQEH&SHH MEDXH, BRIMIOYHTEITHO KOPUTHPAHE Ha JO3aTa

Kiozamun Moxe ja sacumm LCHTpanHUTe edekTH Ha ekapereara, notackaum LIHC, kato HApPKOTHIIH,
AHTHXHCTAMHHH M GeH3oauasemy. [Ipenoprysa ce 0cOGEH0 BHUMAHME, KOTATO Ce 3aloupa JeUeHHe ¢
KNO3AMMH NPH NAMKEHTH, TIOMy4aBay GeH30MMAIENUHA WM APYTO DCHXOTPOTHO Nexapctso. Taxupa
TIALMEHTH MOXE€ 11a HMaT MOBHILIEH PHCK 32 UHPKYNATOPEH KONANC, KOMTO B PEIKH CIyYau MOXeE 13 e
TEXBK H a NOBEJE [0 CNMpane Ha ChpAeYHara AeHHOCT W/umm Aumawero. He e scho manu PAIKOTO
BIOIaBaHe Ha ChbpACUHATA ASHHOCT WA JHINAHETO MOTAT Ja Ce HPEAOTBPATAT Upe3 MPOMSHA Ha O3aTa,

INopaaw pr3MoxHOCTTR 33 KymynupaHe Ha edexTute, 0COGEHO BAXKHO € A CE TIOAXOMIA C BHUMAHUE TIPH
CBBMECTHOTO TIDHJIOXEHHE Ha JIEKApCTBa, NPHTEXABALM AHTHXOJNHHEPIHYHO, XHIIOTEH3HBHO WIH
TOTHCKALLO MUIDAHETO OaelicThue.

Bnaronapenne Ha aHTH-aI(a-anpeHepryaHATE CH CROMCTBA KIO3ANHH MOXE N2 HAMAJIH XHIIEPTCH3IHBHUA
edekr Ha mopenuWedpuHa WM ApYyru CPEACTBA ¢ MpeAMMHO anda-aApeHepTMYHO AeHCTBHE, W 1a
OTCTPAaHH [IPeCOpHUs edeKT Ha enmvHedpHHAa.

CI:H'LTC'TB&IHUTO [IPHIOXKEHHE HAa NIeKapCTea, 3a KOWTO € H3BECTHO, He uuxuﬁﬂpar AKTHBHOCTTA Ha
uToXpoM P450 H30eH3IMMHTE, MOXE Ja [IOBHINM HHBATA HA KJIO3aIHH K Ja ce HaJIOKH HaMalIBAHE Ha
AO3aTa Ha KIO3AMKH, 33 I3 Ce NPEJOTBPATAT HEXENAHHUTE peakiH. ToBa € Mo-BaXHO 33 HHXHOHTOpHTE
Ha CYP 1A2, xato kobeun (Rwx no-noy), MEpasHH M CeNeKTHBHHSA HHXHOMTOp Ha 06paTHOTO
3axpaiaHe Ha CEPOTOHHHA (uTyBoKcaMuH. HAKOM OT OCTaHauTe HHXMOHTOPH HA OBPATHOTO 3aXBaliaHe
Ha CEPOTOHHHA KaTo (MIyOKCETHH, NapOKCETHH M B NO-MANKa CTENeH CEpTPa/IHH ¢a MHXHOUTOPH Ha
CYP 2D6 u B pe3ynrar Ha TOBa ChINECTBEHH B2AUMONEHCTBHA ¢ KIO3AIHH €A M0-MAIKO BepoaTHH. ChIo
Taka, Manko BEPOATHH €4, BBUPEKM HAKOH CHOGIIEHHS, (GApMAKOKHHETWYHH B3aHMOJIEHCTBHA c
nuaxuburopy Ha CYP 3A4, xato 2a30J10BH SAHTHMHKCTHUH, UMMETHIHH, €PUTPOMHUHH H MPOTEA3HH
MHXHOGHTOPH. XOPMOHAIHHTE KOHTPALENTHBHE (BKIICHMTENHO KOMOMHALMN OT eCTPOTEH U NPOTECTEPOH
U camo nporecrepol) ca CYP 1A2, CYP 3A4 u CYP 2C19 mnxuburopu. [Topans Tosa, 3anoYsaneto
HJIH IPEKPATABAHETO HA JieYEHAE ¢ XOPMOHAJTHY KOHTPALENTUBY MOXKE [Ia HAOKH KopeKuws Ha jo3ara
Ha K/IO3aMiH B 3aBMCHMOCT OT MHIMBMIAyaNHHTe MEIMUMHCKE moTpebHocth. Thil KaTo mmasMeHara
KOHUCHTpald Ha KIO3alHH Ce MOBKMIIABA OT TIpHema Ha KodeHn M Ce NMOHMXKABA ¢ ModTH 50% caed 5
RHeBEH 0e3KO(eHHOB MepHOJ, MOTaT d C& HAIOKAT NPOMEHH B 034TA HA KJIO3ANHH OpPH NMPOMAHA B
HABHIUTE 32 NpHEM HAa KOQEeMHCHABPKAIM TEYHOCTH. B clyyad Wa BHe3aNmHO chOHpaHe Ha
TIOTIOHOTTYIIEHETO, TINA3MEHATA KOHUEHTPAIMA Ha KIO3ANuH MOXe ]2 C& TIOBMIUM W TAKa 1a AOBEAE JO
3a4eCTABAHE HA HEXeNaHUTE PeaKIHH.

Crobimasar ce CIyyaH Ha B3aMMOEHCTBHE MeXAY LMTAIONDAM H KJO3AIHH, KOSTO MOKE A4 IIOBHIIH
PHCKA OT HEXENAHH PEaKUKH, CBbP3alH ¢ KI03amHH. ECTECTBOTO Ha TORA B3auUMO/AEHCTBHE HE € HAITBIHO
H3ACHEHO.

CBBMECTHOTO NpHIIOXEHWE C JIEKApCTBA, 3a KOMTO € H3BECTHO, He HHAYWHpET
H30CH3HMUTE, MOXe Ja NOHMXH IMA3MEeHHTE HHMBAa Ha KIO3amMH M Taka 1a 110
euxacroct. Jlekapcrsata, 3a KOMTO € H3BECTHO, ue HHIYUMHpaT AXTHBHOCTTA
H30€H3MMHUTE H 32 KOHTO HMa CHOGIICHMA, 4e B3aHMOACHCTBAT C KIO3aIWH,




Kap(aMasenmue (Za He ce H3NMO/3Ba 33€THO C KIO3alKH, IOpPafH MHENOCYNPECHBEH MOTEHLHAN),
deHnTonH H pudamnuLyH. UspecTHnTe HHAYKTOPH Ha CYP1A2, xato oMemnpason, MOraT fa J10BeJaT 10
TNIOHWIKCHH HHBA Ha KNO3amiH. [I0TEHIMATET 3a NOHK®aBaHe Ha ePUKACHOCTTE HA KIO3ANHH Tpaba aa ce
HMa npea BHI, ak0 TOH ce M3I03Ea B KOMGHH&LIHH C TEe3H JICKapcTBa.

EQ!I'H
CobBMecTHaTa ymorpeba Ha MuTHI Wi apyra HHC-akTHBHH neKapcTBa MOKE [a TIOBHIIH PHCKA OT
Pa3BUTHE HA HEBPONENTHYEH MAJIUTHEH cunapom (NMS).

Crobmapa ce 3a pesIKH, HO TEXKKH C/TyYaH Ha EPYOBE, BITIOATENHO HAYAIO Ha TEPYOBE MPH NALMEHTH
0es emwnencHs W OTAENHH Cydau Ha JeJMp, KOTATO KIO3ANHH e TIpHMATad 3aeJHO C BajNpoesa
KucemuHa. BeposTHo, TesH edekTH BEIHHKBAT mOpan dapmakonHHaMuyHO B3auMozEHCTEHE, YuiiTO
MEXaHHIBM HE € H3ACHEH.

INpenopsura ce noBHIIEHO BHEMAHKE NpH NALKEHTH, KOWTO MPOBEXAAT CHITFTCTBALIG JEHeHHe ¢ IPYrH
JIEKapCTBa, KOHTO Ca MHXHOMTOPH WIH HHAYKTOPH Ha uaToxpoM P450 m3oensumute. Jocera He ca
HabmogapaHy KIMHHYHO 3HAYHMH B3aHMOACHCTBYA ¢ TPMUHIKJIHYHY aTHAENPECAHTH, (eHOTHA3HHHN H

THIT  aHTHAPUTMHYHH NeKapcTsa ot knac 1C, 3a KOWTO € H3BECTHO, Ye e CBBP3BaT ¢ uMTOXpoM P450
2D6.

Kakro mnpu Apyr# aHTHNCHXOTHUM ce M3UCKBA NOBHIIEHO BHHMaHHE, KOraTo KI03aldH € TIPHIaraH
33E[HO ¢ JIeKapCTBa, 32 KOMTO € H3IBECTHO, Ye yabmkasar QTc HHTEPBAJIA MY NPHYHHABAT eJIeKTPONHTEH
AucOananc.

B rabmuua 2 no-mony ca mpencraseny cuuramuTe 33 Hai-BaWEHH JeKapcTReHH B3aUMOAeHCTBHE ¢
KII03amAH. To34 CIIMCBHK HE € HadepraTencH,

Tabanna 2; Cripaska 32 Hali-9eCTHTE IEKAPCTBEHH B3AMMOEHCTBHS C KITO3ATINE,

JlexapeTBo BaaumoneiicTBus KomeHTap

JlexapcTBa, HOTHCKAILM KOCTHHA
MO3bK (Hanp. kapbaMasenuH,
xnopaMpennxon, cyndonamuau

[Mosumasa ce puckbT H/unK
TEXECTTa Ha IOTHCKAHETO Ha
KOCTHHA MO3BK.

Knosanuu ne 1psitea 1a ce
H3M0/13BA 32CAHO C IPYIH

JEKapCTBa C H3BECTEH

(Harp. koTpuMoOKcasom),
TMTAPAa300HOBH aHANMeTHLH
(Hanp. peHHNOYTA30H),
NICHHUMTIAMWH, IHTOTOKCHIHH
CPEOCTBA H HHKEKUHOHHH
AHTHIICHXOTHIH ¢ JeMo-
AeHCTBHE.

MOTEHWMAN 3a NOTHCKAHE
(pYHKLUHATA HA KOCTHHSA MO3BK
(B%. TOouKa 4.3).

Benzoauazennnu

CbBMecTHaTa ynotpeba Moxe aa
MOBALIY PHCKA OT UMPKYAATOPEH
KOnanc, KoeTo 2a JoBele A0
CIIHpaKe Ha ChPJASYHATA NeHHOCT
K/HJIH AUINAHEeTO.

Brmpexy ye yecToTaTa € HICKa,
C& NpenoprYBa NOBHIICHO
BHHMAaHHe [IPH CEBMECTHA
ynotpefa Ha Te3H JIEKAPCTBEHH
npogykrH. CrobuieHnaTa
[IOKA3BAT, %€ € [I0-BepOsTHO
MOTHCKAHETO HA AHIIAHETO |
KOJIANCET A3 BB3HUKHAT B
HAYaIOTO HA MPHAOKEHHETO Ha
TasH KOMOHHAUWA WITH DPH
nobaBsAHe Ha KIIO3aNHH KbM
YCTAHOBEHATA CXeMa ¢
GeH30aHa3enHEY.

AHTHXONHHEPTHYHY NeKapCTBa

Kno3anux noteHumpa
AeHCTBUETO Ha TE3H JieKapCTBa B
pe3yNITaT Ha KyMy/JHpaHe Ha
AHTHXONTHHEPIUYHHTE CHEKTH.

Ja ce nabmogasar o
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ynoTpeba ¢ lien KOHTpon Ha
XHIEPCATHBALMATA.

AHTHXHMIIEPTEH3UBHH JIEKAPCTBA

Knosanuu Mosxe 1a norennumpa
XUNOTEH3HEHHTE e(eKTH Ha Te3H
JIEKApCTBa MOPAIH HEFOBHTE
CHMITATOMHMETHYHUTE
AHTArOHHCTHYHH e(eKTH.,

IIpenopsuBa ce mosHueHO
BHMMaHHE [IPH CHBMECTHO
H3MION3BAHE Ha KIIO3AIHH C
AHTHXHNEPTEH3UBHU JICKAPCTBA.
HamenTute Tpaisa na 6uaaT
NpeaynpeaeHy 3a PHCKa oT
XHINOTOHHA, 0c00eHO B IKpHOIA
HA HAYAIHO TUTPHPAHE Ha
Jo3ara.

Anxoxon, MAO-auxuGuTopy,
notuckaiy LTHC nexapcrea,
BKJIIOMHTENHO HAPKOTHYHM
Nexaperea ki GeH3onMAsennny

3acuneHy LeHTpanuu edekTH.
JOTBIIHHMTENHO TOTHCKAHE Ha
ITHC v Bnusame supxy
NO3HABATE/IHATA CIOCOOHOCT R
ABAraTenHara GpyHKmus opu
KOMOMHEPaHO NPHITOXEHHE ¢
TE3U JIeKapCTEa,

ITpenopsyBa ce NOBUMIEHO
BHMMAHHE, KOTaTo KNO3AMHH ce
H3M0/13Ba CbBMECTHO C APYTH
ITHC akTHBHH nekapcTBa.
IMaimenTtHTe TpAdBA O3 GRaaT
TpeyNPEleHH 3a BL3MOKHHTE
anuTHBHY edeKTH | 34T0Ba a2 He
moGHpAT HIY paGoTaT ¢
MAIHHH.

Jlexapera, KOHTO ce cBBp3BAT
B 3HAUATENTHA CTEIEH C
IITa3MEHHUTE POTEHHY (HAMD,

Knozannu moxe ga nosene no
NOBMUIaBaHe HA [LTA3MEHATA
KOHLIEHTPALMA HA TesH

TlammenTaTe TpsadBa 1a ce
MOHHTOPHPAT 32 Rb3HUKBAHE Ha
HEXCTAHH PeaKIHH, CBBpP3aHH C

Bapdapus W OHIOKCHH) BEUIECTBA, NOPAH M3MECTRAHE | TE3W NEKAPCTBA, M JO3MTE Ha
OT TLIA3MEHHTE NPOTENHH, CBBP3BAILOTO ce ¢ BenThumTe
TIeKapCcTBO Ja C& MPOMEHAT, aKo
€ HeoGxoauMo,
PeHuTOHH Bxmouranero Ha GeHnToRH Ako Tps0Ba Ja ce u3noN3Ba
KbM TEPaneBTHYHATA CXEMA C ¢eHHTOHE, NaUUEHTHT TpaGBa
KJIO3allHE MOXKE a IpHYHHH BHUMATEAHO 14 €€ NpOC/IendBa
TIOHHEHHE HA [UIa3MEHHUTE 3 BJIOIIABAHE HIIH
KOHIEHTPAIIMH HA KNO3aNuH, Bb306HOBSBaHE Ha
TICHXOTHYHHTE CHMITTOMH.
Jwruit CobemecTHaTa ynotpe6a Moxe Aa | Jla ce Ha6monaBa 3a pU3HALK |
TIOBHIIIH PHCKA OT pa3sBHTHE HA cHMITOMH Ha NMS
HEBpPONENTHYEH MATUTHEH
cHHApoMm (NMS)
CYP1AZ2 unnyxropu (samp. [1py ennoBpeMenHo [NoTeHumansT 3a HaMaABaHe Ha
OMenpason) NPHNOKEHHE € Bh3MOMKHO ¢(PHKACHOCTT2 Ha KJI03aNHH

NOHKWXaBaHe HUBATA Ha
KJIO3AIHH,

TpAOBa 12 & HMA TTPEeIBH]L.

CYP1A2 uuxuburopu, Hanp,
QAYBOKCAMMH, KodenH,
HNPOGIOKCAINH, TIEpasHH 1IN
XOPMOHAITHH KOHTPAaLENTHBH
(CYP1A2, CYP3A4, CYP2C19)

Ipu enrnoBpeMenno
NPUAOKEHHE € BBIMOKHO
NOBUNIARAHE HHBATA HA
KI03anuH.

Torenunan 3a noBuiIaBaHEe Ha
HEXKENaHHTE peakuun. Chino
TaKa Ce H3HCKBA BHHMAHWC MPH
CRMpaHE HA ChBMECTHO
OPHIIAraHKs HEXHOUTOP Ha
CYP1A2 umi CYP3A4, Teil
KaTO MO>KE JId HMa ClIan B
HHBATa Ha KJO3AIHH,

EdexrsT Ha HHXMOUpate Ha
CYP2C19 mose fa Gbie
MHHHMAJIEH.

4.6 DepTHANTET, GPEMEHHOCT U KhpMeHe

BpeMeHunocT
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HMa orpaHHueHH KIMHVMHE nasHu oT ynoTpebata Ha KTO3anuH NPy GpeMeHHN xeHu. M3nureanusta
TIpH XUBOTHH HE [I0KA3BAT NpeKH HIM HENPEKH BPEIHH epeKTH 0 OTHOIIEHHE OpEeMERHOCTTA,
eMOPHOHATHOTO/eTANHOTO  pasBHTHE, POXKAAHETO HNH TOCTHATATHOTO pasBHTHe (BX. Touka 5.3).
Heobxonumo e nosmueno prumanue [IpH npeanucsaHe Ha OpeMeHHH KEHH.

Ilpp HOBOpOZEHH, KOMTO ca OWIH H3NOKEHH Ha JelCTBHETO HAa aHTHICHXOTHYHM JEKAPCTBA
(BRIIOUMTENHO KA03aMMH) MO BPEME Ha TPETHS TPHMECTLP OT OPEMEHHOCTTA Ha Maiikara, ChIIecTBYRa
PHCK OT €KCTPaNMpaMHIRK CUMITTOMH /WM CHMIITOMM HA OTHEMAHE CieT paxIaHe, KOMTO MOrar Ja
BapHpaT MO TEKECT M NPOABIKMTENHOCT. MMa chobuieHns 3a Bb30yna, XUBEPTOHHSA, XHIOTOHHA,
TPEMOP, CBHIMBOCT, nuXaTenny npoblemy MM HapymieHHe Ha xpanenero. Te3H HoBoponeHH Tpabea Aa
ce Ha0nonapaT BHHMATETHO.

Knpmehe
Hsnurpannsra npu xusoran Npeanonarar, 4e KIQ3anuH C€ eKCKPETHPA B KbPMATa M OKa3Ba BHAHHE

BBPXY KbpMadeTo. 3aT0Ba MalkuTe, HOMYYaBALY KIIO3AIIHH, He TPAGBA Ja KEPMAT.

DepTHIHTET

Ot orpanndenn nanmHu 3a edexTHTE HA KIO3ATHA BBPXY (epPTHIMTETa IPH XOPa HE MOKE JIa CE HaNpaBAT
OKOHYATENHH 3aKINOYeHUs. [IpH MBKKH H XEHCKH IUTHXOBe, KJO3AMMH He MOBJIMSBA ¢eprunnTeTa,
KoraTo ce npunara go 40 mg/kg, chOTBETCTRAUIM HA UOBELKA SKBMBANEHTHA 103 OT 6,4 mg/kg ik
NPHGNM3ATEHO €HA TPETa OT MAKCHMAIHO AOTIYCTHMATA 032 3a BBE3PACTEH YOBEK,

HKenu ¢ OETEPONEH NOTEHLHAN

B33M03%HO € BE3BpBILaHE HA pegoBHATA MEHCTpyauus B Pe3y/Tar Ha IPEMHHABAHE OT JIEYEHKE C APYTH
AHTHIICHXOTHLIH KbM KN03aIHH. 33T0Ba TPA6Ba J1a Ce OCArYPAT aJeKBATHH MEPKH 38 KOHTPALENIHS TIpH
*ECHH B IETEPOIIHA BB3PACT.

4.7 Edexrtn Bupxy cnocobrocrTa 32 uoupane B paGora ¢ MAIUKHE

Bnaronapefme Ha criocofHOCTTA Ha KIIO3aNKuH Ia NPeAH3BMKBA CenpaHe U fa IIOHHXKABA IbPUOBHSA NPAr,
AeHOCTH KaTo Wodupane H paGoTa ¢ MAHHK TpAabBa 1a ce H3bArear, 0co6eHo0 B HAYATHHATE CEMULM
OT JIEYEHHETO.

4.8 Hexenanu nexapcreenu peaxumn

Q0obmente Ha npodmia Ha 6ezonacHocT

B NO-TONIIMATa €H Y4acT HPOII)IUTBT Ha HEXEIAHHTE pPeakliHH Ha KAO3aNHH € NpeaCKasyem, Karo ce

H3XO0MKIA OT (apMaKoNOTHYHMTE MY CBOHCTBA. BakHO W3KMOYEHHE € TEHIEHIMATA Ja TIPETH3BHKBA
arpanynouMTosa. (Bx. Touxka 4.4). IMopagu To3u prck, ynotpebara My ce orpaHMyaBa N0 Ciyvad Ha
PESHCTCHTHA HA JieeHHe WH30gperus, U (3a TableTkuTe OT 25 mg ¥ 100 mg) ncHx03a, BE3HMKRAILE B
xoaa Ha Oonectta wWa [lapkumcoH, korato CTAHAAPTHOTO JeYeHHe € HeycnewHo. Makap u
MOHHTODHPAHETO Ha KPBBHHTE MOKA3ATENH Ja € OCHOBHA YACT OT IPHIKHTE 33 NAUHMEHTUTE NpHeMallH
KJIO3anHH, JekapsT Tpabea Az 6bie MHGOPMHUPAH 3a OCTAHATHTE PEIKH, HO TEKKH HEKETaHH peakLuH,
KOWTO MOTaT J1a Ce¢ NMArHOCTULMPAT B DAHHHTE eTanM €SUHCTBEHO Ype3 BHHMATEJHO HAGMOLEHHE U
Pa3MATBAHE Ha [ALMEHTA, 33 Aa Ce NPEAOTBPATAT MOPGHAHOCTTA I CMBPTHOCTT.

Hali-ceproauuTe HexenaHy peakiuy IpH KI03aNAH ca arpaHyNolMTO3a, ThPYORE, ChPACUHO-ChIOBH
e)eKTH u NoBUINEHa TeMIIepaTypa (BX. TOYKA 4.4). Ha#i-qecture CTpaHuIHY edeKTH ca
CHHJIMBOCT/CENalHs, 3aMAKHOCT, TAXHKAPIUS, KOHCTHIIALAA XHIIEPCATHBAITHA.

JIaHHHTE OT KIHHUYHUTE U3NHTBAHKS [I0KA3BAT BApHpAI TIPOLIEHT NAMEHTH JICKYBAHH C KIIO32MHMH (0T
7,1 10 15,6 %), XOHTO ca y4acTHe B H3NHTBAKETO MOpaJu HexellaHo CbOHTHE, KATO Ca BKIIOYEHH CaMO
TE3U CHOMTHA, KOHTO JIOTHYHO MOTAT A2 Ce CBEPKAT ¢ KI03amHH. [T0-9eCTHTe ChOWTHS CMATAHN 33
TpHIHHA 32 NPEKBCBAHE HA Y9ACTHETO B H3NMHTBAHUATA ¢a GHITH JEBKOIEHMS, CHHIKBOCT,
(M3KMOYBANKY BEPTHUIO) H ICHXOTHYHO pa3cTpoiicTso.




Hapymenus na KDBBHATE ¥ TUM{HATA CHCTEMA

I'panynommronenuata u arpanynousrosa ca PHCK, DPHCBLL HA JNEYEHHETO ¢ KIO3aNHH. Berpekn ge
OGHKHOBEHO arpaRynoUHATO3aTa € 06paTuma [IPH CIHPAHE Ha JIEYEHHETO, T MOXKE 1a OBEAE A0 CETICHC 1
na ce okaxe daranna. Tril kaTo ce Hanara He3aBaBHO CNMpaHE Ha NEeKaPCTBOTO, 3a A2 Ce IpefoTBparu
PasBUTHETO HA XHBOTO3ACTpailiaBalla arpaHysIOUNTO3a, POCICAABAHETO HA Opos Ha NEBKOUMTHTE e
3a0BMKATENHO (BX. Touka 4.4). B Tabauua 3 no-foiy € o0olmieHa omnpeleneHaTa yecTroTa HAa
arpaHyNoMTO3aTa 33 BCEKM NIEPROA OT JISUEHHETO ¢ KIIO3aIHH.

Tabanua 3: Onpenentena yecrora Ha arpagysousTo3ara’

Jedeben nepuon YecToTa HA arpaHy/IouHTO3aTa Ha 100 000
NANHEHTO-CeaMH UM’ Ha Habodenne

Cenmitiu 0-18 320

CenmMuun 19-52 2.3

CenMuum 53 1 noeeue 1.8

! Mo naumm or PETHCTbPA HAa NPEXHBAEMOCTTa Ha BpuTanckata ciywGata 3a MOHHTOpHpaHEe Ha
MaiHEHTH, ekysatH ¢ kiosankH (UK Clozapine Patient Monitoring Service) mexay 1989 1 2001 r.

? MaumenTo-BpeMe e CymaTa OT OTIe/HITe CAHHHLM 32 BPeMe, TIpe3 KOHTO NAlHEHTHTE OT PErUcThpa ca
TIONY4ABATH KNO3AHH MpENy Ja PasBUAT arpaHyioumTosa. Hanpumep, 100 000 naumento-cexmumy
Morar na ce HaGmonasar mpd 1 000 nanueHTa, KOMTO ca Gy B PETHCTBpA B NPONBIASHAE Ha 500
ceamAny (200*x500=100 000) npean na pasBHAT arpaHyTOLUTO3A.

Kymynarusuara wectora ma arpanynoumMTosata mo gmmm ot PETHCThpa HAa NPEKHBREMOCTTA HA
bpuranckara cnyxGara 3a MOHHTOpHpaHe Ha NauMeHTH, nexysasn ¢ kaozanuH (UK Clozapine Patient
Monitoring Service) (0-11,6 romusn Mexny 1989 u 2001 r.) e 0,78%. [ToseueTo cryuan (npubnu3uTenHO
70%) BE3HMKBAT Mpe3 MHPBUTE 18 ceqMHIIM OT IeYeHHeTo.

Hapyiienus ua MeraGonusma u xpaneHero

Papko ce cpobwasa 3a mapymen rmokosen TONEPAHC WHAW Pa3sBMIME, HAM BIOWABAHE HA 3axapeH
AuabeT TpH MedYeHHe ¢ KAo3amuH, B Mmoro peakH ciydad ce cho0IaBa 3a TeKKa XMNEPrIMKEeMHH,
MOHAKOra BOACINA N0 KETOAUH/03a/XMIEPOCMOIApHA KOMA NPH TALHEHTH Ha JIeYeHHe ¢ KIO3aNHH 6es
TPEAXOXJAla AHAMHE3A 32 XHTIEPrIHKeMuA. [IDH TIOBSHETO TAMEHTH HMBATA HA KPBBHATA 3axap ce
HOPMATH3MpAT Crejl COMpaHe MpHeMa Ha KNO3aNyH, a B MATbK OPOH CNyuan XHIEPIIHKeMHSTA Ce
BE300HOBABA CNEX MOBTOPHO 3aNOYBAHE HA JEYEHHE. Bbnpeku ue npu noeeyero nauwmenTd ca Gunm
HAIHLE PHCKOBH (aKTOPH 32 HHCYJTHHO He3aBHCHM 3aXapeH Tuaber, XHMeprIMKeMEs e OToe3aHa IpH
naMeHTH O3 H3BECTHH PUCKOBH (GaKTOpH (B3K. Touka 4.4),

Hapymienns ga HEpPBHATA CHCTEMA

Hali-gecTire Hexenann peakumn srmoasaT CHHJIKBOCT/CEAHPAHE R 3aMasHOCT.

Krnozanmuu moxe sa nprranan EET npoMexy, BRIIOYHTENTHO N0SBA KA KOMINEKCH OT 3500H M pBaHU. Tol
TIOHIDKABA TBPIOBUA TIPAar MO [03033BUCHM MEXaHH3BM H MOXKE 1a NPEAM3BHKA MHOKTORHYHH MM
TCHEPATH3MPAaHH rbpyoBe. [lo-ronigMa e BepOSTHOCTTA 3a MOABA HA Te3H CHMITOMM NpR [TEPBO
TOBUINABaHe HA 1033Ta i NP TIALHEHTH C NPEIXOK AL enkylenchs. B Takusa cIyuau nosata TpabBa na
C€ TIOHIDKH M, 2KO € HEoGXONHMO, [a Ce 3an04HEe aHTHKOHBYJICHBHO JEUeHHE. TpaGea na ce u3darea
TNpHIarate Ha KapbaMasenuH, Nopagy HEroBMsA NOTEHLMAN 3a TTOTHCKAHe (OYHKUHMATA HA KOCTHUS MOJBK,
4 32 OCTAHAINTe AHTHKOHBY/ICHBHH JieKapcTBa TpaABBa Na Ce WMa NpeIBHN BB3MOKHOCTIZ 32
apMakokHHETHYHN B3auMozZeHCTBHS. B PEOKH Cly4ay, MALMEHTHTE NEKYBAHW ¢ KIO3AMHH MOTAT aa
H3NaTHAT B JAENHD.

MHoro pajxo ce chobliasa 3a Ciyyan Ha KbCHA JHCKAHE3UA TIPH MAUMEHTH HA JCUEHHE ¢ KIO3AIHR,
KOHTO ca 6K JIEKYBAHH C APYrM AHTANCHXOTHYHM JiekapcTpa. [TaunedTuTe, npH xowTo €
KbCHA JMCKMHEIHA HPH JIEYSHWE ¢ APYTH AHTHICHXOTHIM €3 TOTYYHIH nogotpen
TEPANHATA ¢ KIIO3AMHH.




CbpIIeYHN HApYIIeHus

Mosxe fa ce mosBAT TaxMkapaus W OPTOCTATHHYHA XHITOTOHHA ¢ HITH §e3 cuHKon, ocobeHo npe3 mbpeuTe
CEIMULIM Ha NeYeHueTo. YecTorara M TekecTTa Ha XMNOTOHHATA 3aBHCAT OT CKOPOCTTA ¥ CTENEHTa Ha
YBOJIMMABAHC NPH TUTPHpaHe Ha No3ara. IIpn Neuenwme c xiosanmus ce ceoOmasa 3a LHPKYIaTopeH
KOJIane B pe3ynTar Ha TeKKa XHIOTOHHS, CBBP3aHa MO-CHEMHANHO ¢ arpeCHBHO THTPHpAHE Ha [O3aTa, C
BBH3MOXKHM TEXKKH NOCISACTBUS KaTo CIIHpaHE Ha ChPAEIHATA ASHHOCT WM AHLLAHETO.

Manka 4act OT nekyBaHHT® ¢ KIO3alHMH NALHEHTH nony4asar EKIT npoMeHr, cxomuu ¢ Tezm,
Ha0/MONIABAHU [IPH IPYTH HTHIICHXOTHYHH CPEICTBA, BIUTIOYHTENHO Jenpecus Ha S-T cermenTa u mossa
Ha TIOCKH HmM OSBPHATH T BBIMM, KOWTO Ce HODMAlM3MPaT CAEX NpeyCTaHOBABAHE npHema Ha
Kno3anmuH. KiTHHHYHOTO 3HAa9eHHe HA TE3H NPOABH He e AcHO. Ha Te3n oTKIOHEHHS Tpabsa obaue ja ce
0GLPHE BHHMaHWUe, Thii KaTo ca HabITiONaBaHK FpH NaLMeHTH ¢ MHOKAPIHT.

CrobumiaBa ce 3a W3oNHpaHu choyyau ma ChpIe4YHH apATMHH, NEPHKAPAHT/NEPUKAPIHM M3AMBH H
MHOKApIHT, HAKOM OT KOHTC ¢ (ataren uaxon. Iloseuero or caydante na MHOKAPIMT BBHIHUKBAT (Ipes
TBPBHUTE 2 MECELa CJie/] 3aN0YBaHe Ha JeYeHHETO ¢ KIo3amuH, [10 TNPHRIMI KAPAHOMHOIATHS CE& PA3BHBA
[0-KBCHO B X012 HA JIeYEHHETO.

Ilpy Hikou crmywam Ha MHOKapauT (mpuGnmsvtenno 14%) M nepUKAPAWT/MEPHKAPNEH W3MHB ce
cbofaBa ¥ 3a mosea Ha eosHHodUIMA; He e W3BeCTHO, obGade, AamH COZHHOMMIUATA & HAleKIeH
NOKa3aTel 3a Pa3BUTHETO HA Kap/I|T.

TIpH3HALINTE H CHMITTOMMTE Ha MHOKApAUT MM KAPIHOMHONATUA BKTIOUBAT MEPCHCTHPALIA TAXMKAPIHA
B TIOKOH, manmMrammy, apwIMuH, rphaHa Gomka u IpYTH NPH3HAIE W CHMITOMH HAZ CHPACYHA
HeZIOCTaThYHOCT (Hanp. HeoSscHAMa yMopa, JHCNHes, TaXHIHes), HIM CHMITTOMH, KOMTC Hanonobasar
MHOKEPACH HRapkr. LApyrd cHMITOMH, KOHTO MOrar Oa ca HalMIe B JOMBIKCHHE Ha FOpHUTE
BKJIKOYBAT IPHOCIIOHOOHH CHMITTOMH.

H3pectHu ca cnyvau Ha BHesamHa, HeoGAcHeHa CMBLPT Cpell NMCUXWATPHYHH TAllMEHTH, TONYYaBaun
KOHBEHUHOHAMHH AHTHIICHXOTHYHH JIEKapCTBa, KaKTO H Cpea HeJICKYBaHH TNCHXHATPHYHH NamMeHTH.
M=uoro pazko ce crobmara 3a nono6HY CMBPTHH CAy4aH IPH NAIMEHTH, TPETHPAHH ¢ KIO3ATHH.

Ch10BY HapyHieHus

Crobmasa ce 3a pefxu cliygau Ha TPOMGOEMGONTH3EM.

PGCHHQaTOQHH, IPBAHA H MEIHACTHHAIHH HapyINeHud

MHoro paako BBL3HHKBAT TOTHCKaHE HIH CIIMPAHE Ha JUIIAHETO, CBC HIIH (&3 LIMPKYIATOpen Koanc (Bx.
TOUKH 4.4 1 4.5).

CroMantHo-ypesnan HApYIUSHHA

MHoOro yecto ce Habmonasar 3anex ¥ XHIEPCANMNBAUHA, & HeCTO TaficHe H NOBpbIaHe. Muoro paako
MO3Ke Za Ce pasBHe uieyc (Bxk. Touka 4.4), B penku CITyYaH JIEUGHUETO ¢ KIO3aITHH MOXKE Id € CBBP3aHO ¢
nucoarua. Moxe 1a ce cTHMHe no aChMpalHsa Ha MPHeTaTa XpaHa npM NManMenTH ¢ auchards MM
BCHEACTBHE HA OCTPO NIpeao3Hpane.

XenaroOHIHAPHH HapyIIeHus

Be3mokHa ¢ 104Ba Ha IPEXOHH, ACHMITTOMHH NOBHITCHHA Ha YEPHOAPOOHUTE EH3HMH H PAJIKO XEMATHT
H XONECTATHYHA XBITeHHLA. MHOrO pmko ce chobmasa 3a gynMHHANTHA YepHOIPOGHa Hekposa. [Ipu
0ABA HA X BJITEHHUA, JIEUCHHETO ¢ KIIO3alHH TpsbBa fa ce npeycTaHoBH (Bx. Touka 4.4). B penxn
Cly4aH ce ¢CbobLuaBa 3a OCTHP NAHKPEATHT.

BrOpeuny vapyiienus
Cpofmasa ce 32 eAMHIYHY clydau Ha OCTBP HHTEPCTHLHANEH HE(BPHT, CBBP3AHH C NEHEHHE ¢ KIIO3AIHH,

Hapymemm Ha BRINPOM3IBONHTENHATA CHCTEMA H reprara

Hma MHOTO peaku cLoSimenns 3a CIy9aH Ha NPHANHILM.




Oﬁm[;[ HAPYINCHNA 1 GQCKTH Ha MACTOTQ HA NPUACKEHHE

Crobmasa ce 3a cnyuan na HEBPOJICTITHYEH MaluTHeH cHHApoM (NMS) npu mauMentH, nomyuasamry
KNIO3ANIMH CAMOCTOSTENHO HIH B KOMOHHAUMA C JIATHE, HITH ApyrH peiictBaum Ha [THC nexapcrsa.

Cpobimasa ce 3a OCTPH peakiuy Ha OTHeMaHe NPH CIIMpaKe Ha TeYeHHeTo (Bik. Touka 4.4),

Tabapuen CIMCHK Ha HEXKENaHKHTE PEAKIIHH

B TaGmanara mo-mony (Ta6muua 4) ca o6o6leHH HeXeNaHHTE peaKiuH, CBOpaHH OT CIOHTAHHM
CHOGIICHHA H O BpeMe Ha KIMHHYHH TIPOY4BaHHA.

Tabanua 4: Ontenka Ha 9ecToTaTa HA BRIHMKBAIIA 110 BPEME Ha JISYEHHETO HEXeaHH PeakLHH OT
CNOHTAHHH CBOOIICHHA H CHOOIIEHHS O BPeMe Ha KIHHHYHHA IIPOYYBaHHA.

Hexenanure peakuyu ca TPYMHPaHH 110 YECTOTA, KaTo € H3NOJ3BaHE CIIEAHATA KOHBEHIHA: MHOTO YeCTH
(>1/10), yectu (>1/100 no <1/10), newecrn {(>1/1 000 no <1/100), pexxu (>1/10 000 a0 <1/1 000), MHOTO
perku: (<1/10 000}, ¢ Heu3BecTHA YecToTa (0T HANMYHKTE NAHHY He MOXeE 13 6hae HarrpaBeHa OLeHKa).

Hudexnun ¥ nadecrannu

C HeuspecTHa Cencuc*

YecToTa

Hapywenns #a xpbBTa ¥ anmdnata cnetema

Yectn JleBKONEHHA/IOHMKEH TeBKOLUTEH Opoii/HeyrponeHns, 03uHCPHII,
JIEBKOLIHTO38

Hevectn ATpaHymoluHTO3a

Penku AHeMHy

MHoro peaxu Tpombouuronenus, rpomGoaTeMus

Hapymenns na umynnarta cucrema

C HeH3BecTHa AHTHOSIEM?, TCBKOLIMTOKTACTEH BACKYNIHT*, nekapcTBeH 0OpHB ¢

9ecToTa €O3MHOMHIHA H CHCTeMHH cuMnToMu (DRESS)*

Hapymenns Ha enoKpHHHATA cHCTema

C HeuspecTHa MNceBnodeoxpomonnrom™*

YeCTOTA

Hapyuienns Ha meTabonnama n XpaHeHeTo

Yectn Hannaease na termo

Pemkn 3axapen nuaber, HapymIeH IFOKO3EH TONEPAHC, 3aTIbCTBaHE®

Mnoro penxa XunepocvonapHa koma, KeToaliiosa, TeKKa XHIEPTIMKeMH,
XHMNEPXOIECTEPOIEMHA,
XHNeTpUrNHIEpHASMAL

TlcHXHYHM HApYIeHHs

Yecrn JH3apTpis

Hedectn Jrcdemun

Penxu HecnoxolicTso, chcroanne Ha BE30YIa

Hapywenuns Ha wepBuaTa cHcTeMa

MpHuoro yectn CHHAABOCT/CeAUpaHe, 3aMasHOCT

Yectn [punansum/ repUoBe/MHOKIOHHYHH I'bp40Be, €KCTpallHpaMHIHH
CHUMITOMH, aKaTH3HA, TPEMOP, PHTHAHOCT, riapobomie

Heuectn Hesponentuuex Maymren cuuapom

Peaxu O6wpkanoct, geHp

Msioro penku KECHa IMCKHHESHS, OBCECHBHO KOMIYJICHMHH CHMITTOMH

C HeussectHa XONHHEPriHyeH CHHAPOM (ClIel BHE3AMHO CIHpaHe Ha NpHeMa)*, MPOMEHH B

4ecToTa EEI™, nneBpoTOHyc*, CHHIOPOM Ha HECTIOKOHHUTE Kpaka*

Hapyinesus ua oxoro

Yecty | 3ampraeHo spenne

Chpaeunn napymenns

MHoro yectn | Taxuxapaus




| Yectu Tlpomeny 8 EKT
Penku [upkynaropen konanc, apuTMim, MHOKapIHT, NEPUKAPANT/ IepHKapaeH
U3JTHB
MHoro peaxH KapawomHonarsis, copaeder apect
C HeusBecTHa Muokapaen uadapkr*, **, muokapzut *,**, rpeaHa Gonka/aHrHHa
YecToTa TEKTOPHC*, IPEACHPIHO MbkaeHe*, MANMHTALHA*, HHCY(DULIMEHINA Ha

MHTpANHaTa Knana, CBbP3aHa ¢ KapIHOMHONATHA*, BEB BPH3Ka C KIO3AITHH

Cua0BM napywien

Yectn

CHHKOI, OPTOCTATHYHA XMIIOTORMA, XHIICPTOHHA

Penxu TpoMGoemGonuzbm
C HemsBecTHA Xunoronns*, Benosen TpoMGoeMGONH3EM
4ecToTa

PecniapaTopaH, rpLANE B MeqHacTRHAIHH HApPYWEeHHS

Penxu ACTIHpalua Ha NpUeTa XpaHa, THEBMOHUA U HH$EKIHMH Ha TOIIHUTE
AUXaTeHH WBTHILA, KOHTO MOTaT 1a GbAAaT (aTanHm, CHHAPOM Ha ChbHHA
anHes*

MHoro peaxu Pecnuparonna senpecus/apect

C HeusBecTHa IInenpaneH u3us*, 3anyweane Ha HOca®

9eCcToTa

CromMamuo-4pesnn HapyweHHs

Muoro YectH

3anek, XHnepcanupauus

Hectu 'ancre, nospoinane, fe3aneTuTre, CyxoTa B yeTarta

Penkn Hucharua

MHoro penxu YPEBHA OGCTPYKUMA/NApamUTHYeH Hieyc/hekaino 340pECTRARE,
YroNeMsBaHe Ha NAPOTHAHATA XUIe3a

C HeussecTHa Merakomnon ***, pHTecTHHANEH uAGapKT/HcXeMHs *,** | yyTecTHHANHA

4ecToTa HEKpo3a*,**, uHTecTHHANHE 2382 *,** Y MHTECTHHANHA nephopauun ***,
IHapHA*, croMameH DUCKOMGOpPT/KUCEMMHI/UCTIENcHs®, KOMUT*

XenaroSuinapuy napyinenns

Yecru TToBHINEHH YepHOPOGHH EH3UMH

Rare ITaHKpeaTHT, XemaTHT, XONeCTaTHYHA KBIATEHHLIA

Muoro peakn DyAMUHAHTHA YepPHOAPOGHA Hekpo3a

C HeuspecTHa HepHonpoSuara creatosa®, uepHompobHa Hekpo3a®, xenaToroxcHuHOCT?,

4ecToTa YepHonpoOHa pubpoza*, umposa na wuepums apoG*, yeprROAPoOHH

HAPYWICHHA, BKIIOYMTENHO TakKHBA YEpPHOAPOOHHM CHLOMTHS, BOAEILM [0
KHBOTO3ACTPALLABALLN NOCNENCTBHS, KATO HANPAMED YBPEKAAHE HA HEPHUS
Apob  (uepuompoGHo,  XonectaTUuHO W CMECEHO0),  4epHOIpoOGHA
HEAOCTaTBIHOCT, KOMTO MOraT fa ObnarT (aTaqHu M TpaHCILIAHTAUMS Ha
uepen nqpob*.

Hapymenns Ha koxaTa i N0AKOKHATA THKAN

Mmuoro penxu KoXHH peaknuu
C HensBecTHa Hapymienns wa nurmentanmara*
YectoTa

Hapymem-m Ha MYCKY/THO-CKEICTHATA CHCTEMA H CHEAHHHTEJIHATA THKAH

C HeH3BECTHA
JecT0Ta

Pabaomuonnsa*, Myckyma ciaGoct*, MYCKYJIHH Cria3Mu®, MycKyIHa
Boska*, cHCTEMEH Jynyc eprTemarosyc *

Hapywenun na 6n6pennre n nuxouniTe muTmA

Yectn PeTenups Ha ypuHa, HHKOHTHHEHIMS Ha yDUHa
MHoro peaxH TyGynownTepcTuumanen negpur

C Hen3pecTHa Br0peuna HenoctarbunocT*, enypesa HOKTYpHa*
qecToTa

C uemspectna
9eCTOTa

CrneTosiHug, CBbp3anu © GpeMeHROCTTA, POAOBHA H NIOCAEPOAOBHS NEPHON

CHHEIPOM Ha OTHEMaHe NPH HOBOPOJIEHH (B, TOTKA 4.6)

Hapymenun na BL3nponssoanTe naTa cnerema u repaaTa

MHoro pemxu

| TIpuammzsm




C Hem3BecTHA Petporpansa esxynauus*

4ecToTa

O6mH papynienns H epeKTH Ha MECTOTO HA HPAJIOKEHHAE

Yectn HoGpokadyecTena XHIIEPTEPMHA, HAPYIICHHA B
NOTOOTAENAHETO/PeryaliITa Ha TEMIIepaTypPaTa, IOBHUICHA TEMNEPATypa,
OTHAXHANOCT

MHOTC peakH BHezansa HEOGACHHMA CMBPT

C HemspecTHa IMonucepoant™*

4ecToTa

Hicnensanug

Peaxu | Mosmmena kpeatun dpocdokunasa (CPK)

HapanasaBEs, orpaBSHREA H YCI0KHEHHS, Bh3HAKHAAH B PEIVITAT HA HHTEPBEHIHH

Heuectn Maxanug (CBBp3aHN ¢ NPHIANBLM, [IPSAH3BUKAHM OT KIIO3AMHH, CHHIHBOCT,
NOCTYpaiHA XHITOTOHMA, IBHTATE/IHA H CEH30PHA HecTabmiHocT)*

* HexenawuTe NEKApCTBEHM DPEAKUMHM, NMOAYYEHH OT NOCT-MAPKETHHIOBHA ONMT Ype3 CNOHTAHHH
CLOGIIEHHA M ClTydaH, OITHCAHH B JINTEPATypaTa.
** Te3u Hexxe/aHM JICKAPCTBEHH PeaKiiy IIOHAKOra ca 61 daTanHm.

HabmopasanH ca MHOTO peakH chOMTHZ Ha yApmkasane na QT uHTepBana, Kouro Morat Aa Onjar
cepp3ann ¢ Torsades De Pointes, Bunpexs ye JMncBaT yOeAHTENHH AaHHH 33 NMPHIMHHO-CICACTBEHA

BPB3KA € YNOoTpe0ara Ha JIeKapCTBEHHA MPOXYKT.

CrofasaHe Ha NONOINPAHN HEXENAHH Peakii
CrobLaBaHeTo Ha NOJO3MPAHH HEXEIAHH PEAKLMM ClIeA paspellapaHe 3a ynoTpeba Ha nekapcTBeHHA

TpomyxT € Baxkno, ToBa No3ponsBa Aa NPOXLIDKH HAGNIOAESHHETO HA CHOTHOLICHHETO TIO/32/PHCK 33
NeKapcTBEHHA NPORYKT. OT MEAMLMHCKHTE CTICLHATHCTH Ce H3HCKBa J1a Chob1maBaT BCsiKa NOJO3HpaHa
HesKellaHa peakius Jpe3 HallHOHANHA CHCTeMA 33 Cho01aBaHe:

HamenHuTEAHA areHNMA 110 JICKAPCTRATA

yn. Jlaman Ipyes” Ne 8, 1303 Codua

Ten.: +35 928903417

yebcaiir: www bda.bg

4.9 IIpenoznpane

B chmydauTe Ha OCTPO mpeAHaMEpPeHO MM ChiydyaliHO NpeJo3HpaHe Ha KJIO3AIMH, 33 KOHTC HMa
HHOOPMALHA 33 M3XOJa, OTMETEHATa IO MOMEHTAa CMBPTHOCT € okono 12%. Iloseuero or daranuute
CITy4aH €a CEBP3aHH Che ChPEYHA HENOCTATHYHOCT WIH NHEBMOHHA TIOPAAH ACHpallHA H C¢ pasBHBAT
npH go3u Hax 2 000 mg, MUma ¢poOmeHns 3a NauMEeHTH, KOHTO Ca C€ BB3CTAHOBWIA OT NMPEAO3HpaHe C
sag 10 000 mg. ITpu Mamsk Gpoii BB3pACTHH HHAMBARH o0ade, 0COOEHO TAKHBA, KOHTO NPEAH TOBA He ¢a
NpHEMANH KIO3aMiH, NPHEMbT Ha A03u oT 400 mg e JoBeNn A0 KHBOTO3acTpallasalllH KOMAETO3HH
CHCTORHHSA W, B €JIHH Citydaii, 10 cMBpT. [Ipy Makw aena mpuemsT Ha 50 no 200 mg e aoBen A0 ABIGOKO
ceHpaHe WK KOMA, KOATO HE € JIeTAHA.

[IpH3HauM W CUMITTOMH

CHbHINBOCT, JNeTaprusi, apeduekcis, koma, - OGBPKAHOCT, XamoLMHauuM, Bb30Oyma, Aenwp,
eKCTPANHPAMHOHH CHMITOMY, XuneppedrekcHs, TbPYOBE; XHICPCATHBALIMA, MHApHA33, 3aMEBIIICHO
BHXKJIAHE, TEPMONAOHIHOCT, XHIOTOHHA, KOJANC, TAXHKADOMA, CHPACYHH ApHTMHM; acNHpalHOHHA
TTHEBMOHHS, HCTIHEA, IPECITMPATOPHA JCTPECHS WITH HEAOCTATHYHOCT.

Jleuenue
Hama cnenupH4YHE AHTHAOTH 32 KJI03AIMIH.

CroMaiHa MpOMHBKA H/MIH NPHICKEHHe HA AKTHBEH BHIIEH B IThpBHTE 6 4
JIEKAapCTBOTO. MaNiko € BepOATHO NMEPHTOHCANHATA HANHA H XEMOIHATH3A y H.
CHMIITOMATHYHO JIeYEHHE TIO/] HEMIPEKBCHAT ChPACUSH MOHHTOPHHT, CCHE! 1 ;nmmmo}xp Ha



Heo6xonnmo e nenpexsenaro MEAMURHCKO HabntoneHke B IPOAKIIKEHHE HA NOHE 5 THU opamH
BE3MOKHOCTTA 32 [10A1BA HA I0-KBCHH PEAKLIMA.

5. DPAPMAKOJIOIAYHH CBOMCTBA
5.1 PapMakoAHHAMHYHH CBOHCTBA

DapMmakoTepanesTHYHA TpyHa: AHTHIICHXOTHLY; IHA3CITHHH, OKCA3eNWHE, THA3ENHHH M OKCETHHM
ATC xom: NOSA HO? ‘

MexaHu3pM Ha JelicTeHe

3a wiosammH Karto aHTHICHXOTHYHO CPeOCTBO € O0Ka3aHO, 4Ye e pasiH4yaBa OT KhaCHYECKHTE
AHTHICHXOTHIIH.

Ilpu  ¢apmakonornuuy CKCNEPHMEHTH BEWIECTBOTO HE IPEAW3BHKBA KATANENCHA WM HHXHOUpa
MHAYIMPAHOTO OT anOMopdHH uMH aMdeTamun CTCPEOTHITHO moBeAeHHe. To WMa camo cnabo
Onoxmpaino pekicTBie Ha HOMAMHHOBHTE petentopu Dy, Dy, Ds 1 D5, HO MOKa3Ba BHCOK AQUHHTET KBM
Dy penenopa.

PapMako AHAMHYHK edexTH

Knosanuu npuresxasa Mowmmu aHTHangaagpeHepPrUyHH, AHTHXONHHEPIUYHH, AHTHXHCTAMUHOBH H
MHXHOHpamy BE3GYAHATa peakuus epercrn. Jlokasano e, ye npuTeRaBa U AHTHCEPOTOHMHEPrHYHM
CpoiicTea.

Knmnanuna eduikacuoct i 6ezonacroct

B xmumenn yonosus knosamm Apeu3BHKBA OBP30 M U3PA3EHO CEHMPAHE H OKA3BA AHTHICHXOTHYHMU
edexti Npu wmMsohperHo Gommy ¢ PE3UCTEHTHOCT KBM JAPYIO MEAWKAMEHTO3HO JeueHwWe. B Taxuea
Clyua € J0Ka3aHO, 4e KNO3AMWH ¢ eeKTHBEH MpH oOjleKyaBaHe KAKTO HA TIO3HTHBHUTE, TAKA H Ha
HEraTHBHUTE MH30(PPEHKH CHMITTOMH, [77aBHO NpH GPOBEACHH KpaTKOCPOUHH H3NHTRaHuA. [Ipu emHo
OTKPHTO KIMHHYHO NPOYYBaHE, NPOBEIeHo mpu 319 PE3HCTeHTHH Ha NeYeHHE NAUMEeHTH, NEKYBaHH B
TpORbIKEHHE HA 12 Mecena, € OTYETEHO KIHHMYHO 3HAUMMO nonobGpexrue npu 37% or cayyaure B
PaMiHTe Ha IbPBaTa CEAMHIIA OT NEYEHHETO W NPy ome 44% B Kpad Ha 12-Te Mecena. IlogoGpennero e
OfpeencHo  kato 20% moHMkaBaHe Ha ckopa mo KpaTkaTa NICHXHATPHYHA CKama 3a oueHka (Brief
Psychiatric Rating Scale) cnpamo msxonuns pesynrar. OceeH TOBa ce ChoGIIaBa K 3a noaoGpenHe no
OTHOIICHHE HA HAKOM OT aCneKTHTe Ha KOTHHTHRHATA AHCHYHKIS.

B CPaBHCHHE ¢ KJIACHYeCKHTe GHTMIICHXOTMIIH, KJIO3amHH NPEAH3BHKBA TIO-MAJKO T'OJIEMH
CKCTPaMPaMHUIHK PeaKluy karto OHCTOHMUA, HapKHHCOHOﬂ06HH HEXKemaHH peaklMH H aKATH3HA.
HpOTHBHO Ha KIacH4Yeckute AHTHIICHXOTHIIH, XNO3AIlNH npeansBEkBa cnabo wiH He NPEIH3BHKBA
TMIOBHNICHHS HA NIpOAaKTHHA, KAaTO NO TO3H HAYHH ce H304TBaT HexenraHu PeakUHH KaTe rHHEKOMaCTHA,
aMeHopes, TalakTopes H HMIIOTEHTHOCT.

INorentuamso CCPHOSHH HEXEnaHH peakKUHH, [PEAHIBHKAHH OT JEeYECHHETO C KNO3anHH  ca
TPaHYTOLHTOTICHHATA U arpaHy IOLMTO34T4, Y6CTOTATA KA KOMTO € OTpefielieHa ChOTBETHO Ha 3% u 0,7%.
Iopamu To3u prck, ynorpebata Ha KnosanuH TpaGea na ce OTpaHH4YH MO NAanueHTH, KOMTO Ca
PE3HCTEHTHH Ha JIeHEHHe MMM (CaMo 3a taGueTkure oT 25 mg amHi00 mg) naupenT ¢ ncuxosa mpu
Gonecr Ha IMapxurcon, korato APYTUTE TEPANEBTHYHH CTPATErHH €a ¢ OKa3ali HeyCHelHH (BX. Todka
4.1) v IpH KOMTO MoTaT Ia ce NPOBEHCNAT PENOBHH XEMATONOTHYHH H3CeABaHMA (BK. TOYKH 4.4 H 4.8).
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AGcopbunsa
AGcopbumsTa Ha nepopamio [IPUNOKEHUA I032IHH € 90 10 95% KaTo HHTO CKOpO
abcop6umsTa ce Biuse oT XpaHara.
Knosanun e nonnoxen ua YMEPEH MeTaboIu3bM NpY MHPBO MPEMHUHABAHE, K
GuonamuHOCT OT 50 110 60%.




PasnpenencHue

Ipu paBHOBeCHU YCNOBUA, 8KO Ce AaBa N[BA ITTH AHEBHO, THKOBMTE HHEA B KPBBTA Ce OTKPHBAT CPeHO
cnexn 2,1 vaca (B mManasos: 0,4 10 4,2 yaca), a 00eMbT Ha pasnipeneneHue e 1,6 1/kg. Knosanum ce
CBBP3Ba B OPHOAMIATENHO 95% ¢ ILTazMeHnTe IPOTEHHH.

Buotpanctopmanns/merabonnzem

Knosanuu ce mMetabosmsnpa nouty mamemo ot CYP1A2 and CYP3A4 npenn aa ce EKCKPETHpa, H JI0
H3BeCTHa cTeneH or CYP2C19 n CYP2D6. Ot ocHoBHuTE MeTal0NTH, EAUHCTBEHO 33 JUMETHIOBOTO
[IPOH3BONHO € IOKA3AH0, Y€ € AKTHEHO. QapMakonoTHYHHTE My HefiCTBHS HaMOA0OABAT TE3H Ha
KJIO3aMuH, HO €2 3HAYHTENHO No-Clabu | HO-KpaTkoTpaiiy.

Ennmunnpane

Ennmunupanero my e IBy¢a3zoBo Cbe Cpesien TepMUHaNeH HOMYKHBOT OT 12 yaca (B nuamason: 6 1o 26
uaca). Cresl eqMHUYHK N03H oT 75 INg CPELHMAT TEPMUHAJIEH ITONYXHBOT ¢ 7,9 4aca B NpOXb/IKCHHE Ha
noHe 7 auu. OT HenmpomeHeHOTO MIEKapCTBO B YpHHaTa M (eleca Ce OTKPHBAT CaMO CNemH, Kato
npubnH3HTENHO 50% OT MpHNOKeHaTa K03 Ce EKCKPETHpa MOX dopMaTa Ha MeTaboNMTH B ypHHATA W
30% Bba deueca.

JluHelHocT/He TMAeHHOCT

ToeuwmasaneTo na no3ute ot 37,5 mg 0 75 mg u 150 mg, AasaHy nBa WBTH AHEBHO, IPH paBHOBecHO
CHCTOAHIE BONAT A0 JIHHEHHH, IPONOPLUHOHAIHH HA 03ATA [TOBAIIEHHA FA IOMITA MO KPUBATA HA
[LTaSMEHHTE KOHUEHTpaLHH BB BpemeTo (AUC) H Ha MMKOBHTE M MUHHMATHHTE IA3MEHH
KOHLEHTPALIHH.
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IlpenxuHHYHATE AaHHH He NOKasBar OCOGEH PHCK 3a XopaTa Ha 6a3a Ha KOHBEHLMOHAJHHTE
dapMakooruyHM  W3NMTEGHMA 3R 6e30MacHOCT, TOKCHYHOCT NPH  MHOrOKpaTHo [IPUIOKEHHE,
TEHOTOKCHYHOCT, KaPLHHOTEHEH TI0TEHIHAN (OTHOCHO PETIPONYKTHBHATA TOKCHYHOCT, BX. TOUKa 4.6).

6. PAPMAINIEBTHYHH JAHHH

6.1 COHCEK Ha noMoIHKTE BemecTBa

Jlakro3a MoHoXunpar

LapesnaHo uemecte
Iosumon K30

Kononnen 6esponen cuminmes JHOKCH]]

Marwuesunes creapat

Tank

6.2 HechbBMecTHMOCTH

Henpunoxumo.

6.3 Cpox ua rognoct

3 roguan

6.4  Cnennasnm ycious na CbLXpaHeHHe

To3u nekapcTBeH PORYKT He M3HCKBA CTIELHATHE YCIIOBHA Ha ChXpaHEHHE.

6.5 B o coanpixanye na onakosrarta

Tabnerkure ca onakosany p Gictepn ot Anymunnit - PVC/PVDC.
BHNoBH OMakoBKy:




00 Tabnerku
00 w A6

He Bcnukn BHzose onakosku Morar Aa Obaat nycHaty B npogai6a.
6.6 Cneuuannu npeanasznu MEPKH NpPH H3XBbPJAsiHe H paboTa

Hsama crieumnansu uskckpanms.

7 IPUTEXKATEJ HA PA3PEIIEHHUETO 3A YIIOTPEBA
Accord Healthcare Polska Sp. z 0.0.,
ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,
[Momma

8.  HOMEP(A) HA PA3PELLEHMETO 3A YIIOTPEBA
Knozanuu Akopn 25 mg ta6netku: Per, No 20170172

Knosanun Akopz 100 mg Ta6nerku: Per, Ne 201 70173
Knosanun Axopa 200 mg taGnetku: Per. No 20170174

9.  IATA HA ITbPBO PA3PELIABAHE/IIOJIHOBSIBAHE HA PA3SPEHIEHHETO 3A
YIIOTPEBA

Jlata na mepBo paspemasane: 25/05/2017

10. JTATA HA AKTYAJIM3UPAHE HA TEKCTA

Asrycr 2021 r.




