KPATKA XAPAKTEPHCTHUKA HA IIPOAYKTA

M3MbIIHUTENHA ATEHUKS N0 NEKAPCTBATA

KP&MKWWIHIW IDuADKOHUS 1

1. HME HA JEKAPCTBEHHS ITPOAYKT

[TUTTPAJIEKC 10 mg ¢punmupanu TabneTku
CIPRALEX 10 mg film-coated tablets

2. KAYECTBEH HA KOIMYECTBEH ChCTAB

10mg: Bcaxa Tabnetka ceappika 10 mg ecunranonpam (escitalopram) (noa ¢opMara Ha okcanar) (as
oxalate)

3a ITLAHHA CTTHCBK Ha NOMOILIHUTE BEILIECTBA, BXK. TOUKa 6.1.
3. JEKAPCTBEHA ®©OPMA

OunMupara rabnerka.

HHUITPAJIEKC 10 mg: OBanna, 6ana, ¢ aenurenta 4epra punMupasa Tabnerka ¢ o6osHauenue "E" u
"L" ot nBere cTpaHM Ha AeMTENHATA YepTa OT e4HATa cTpaHa Ha Tabnerkara.

Tabnerkure ot 10 mg Morar na 6bAaT pasaeneHy Ha ABE paBHH MOJOBHHH.

4. K/IHHNYHU JTAHHHU
4.1. TepaneBTHYHR DOKA3AHHSA

JleyeHre Ha ronaM AerpecHBeH enu3o.

JleueHHe Ha MAHHYECKO pascTPONUCTBO cbe WM 6e3 aropadobus.
JledeHne Ha COLHAIIHO TPEBOXKHO pascTpoiicTso (coumanda dhobus).
JleueHue Ha reHepaH3HpaHoO TPEBOXKHO Pa3CTPOHCTEO.

Jleyenune Ha 06CECHBHO-KOMITYJICHBHO pa3CTpOBCTBO

4.2. I03HPOBKA H HAYHH HA BPHJIOKEHHE

EGBHEGBI{H

besonacHocTTa B AHEBHM 403K Hax 20 mg HE € YCTAHOBEHa.

Tonam oenpecueen enu3oo
Obuuatinara 1032 e 10 mg emHokpaTHO AHeBHO. B 3asHCHMOCT OT MHOMBHAyATHHMS OTrOBOp HAa
nauxeHTa, J1o3ara Moxe aa 6pae yBeHueHa MaKCHMANHO 10 20 mg JHEBHO.

ObukHoBeHO ca HeoOxomumu 2-4 ceaMHMIM 33 TIOCTHraHe Ha aHTUIEINpecuBHHS edekt. Cren
OBJAfABAHC Ha CHMITTOMMTE C¢ HaJlara Jie4eHHe B NPOSBIDKEHHE Ha NOHE 6 Mecela 3a CTabWIH3HpaHe
Ha MOCTUTHATHA TEPANEBTHYECH pe3yJITar.

[anuyecko pascmpoticmeo cve unu 6es azopagobus
IIpes mbpBara ceamuua ce npenopb4Ba €AHOKPATHA JHEBHA 1033 OT 5 Mg, KOATO CJIe] TOBa Aa 5’!:,118
yBennyeHa Ha 10 mg qHepHoO. [lo3zaTa Mojke Aa Obae AOIMBIHHTENHO YBEIUYEHA O MAKCIMSET -

AHEBHO B 3aBUCHUMOCT OT HHAHBHIYA/IHUA TepaneBTHYEH OTFOBOP HA MALHEHTa.

MakcHMaiHa e(EeKTHBHOCT ce MOCTHra cael okono 3 Mecena. JleueHweto ngdfs
Mecella.



Coyuanio mpegoiCro pacmpoucmso
Obuuaifnara go3a € 10 mg egHokpatHO AHEeBHO. OOMKHOBEHO ¢a HeoOXoauMH 2-4 ceqMHULM 3a [a ce

nocturase obnekdaBade Ha cuMmmromure. [lo3ara Moxe 1a OB4e AOIMBNHUTEIHO HAMaJIeHa 10 5 mg WiH
yBeJIH4eHa 10 MakcuManHo 20 mg AHEBHO B 3aBHCUMOCT OT HHIHBHAYAIHHUA TEPaneBTHYEH OTFOBOP

Ha T1alIMEHTA.

CouxanHo TpeBOXKHO pasCTpoicTBO € 3aboNBaHe ¢ XPOHHYHO NIPOTHYAHE M CE MPETIOPHYBA ICYECHHE B
npoAL/DKeHHe Ha 12 ceamuum 3a crabuinHsHpaHe Ha pesynrata. OTrOBOPBT Ha IBJITOCPOUHO NICUCHHE €
Npoy4BaH B NPOAL/UKCHHE HA 6 MecCella H MOXKE Ja Ce CYWTAa, OCHOBAaBAKHM Ce HAa WHAHBHIYATHHTE
cly4yad, 49¢ BOAM OO TNPEAOTBpPaTABaHE Ha pPEUWAMB; MOM3UTE OT JEYEHHETO TpsbBa Aa Owbjar
NPEOLICHABAHH Ha MTOCTOAHHH MHTEPBAJIH.

CouMarHO TPeBOXHO pascTpOHCTBO € nobpe nepuHHMpaH AMArHOCTHYEH TePMHH 3a crieumdbudHo
pa3cTpoHCTBO, KOeTO He TpAbBa na ce Obpka ¢ nMpekoMepHa cpaMexTHBOcT. DapMaKkoTepanuaTa ¢
[0Ka3aHa caMo, KOraTo pa3cTpOHCTBOTO CMYIIABA 3HAYMMO NMPOodEeCHOHATHATA U COUMAIIHA ASHHOCT.

MsACTOTO Ha JNEYEHHETO B CpaBHEHHE C KOFHMTHBHATA TMOBEJEHYECKA TEpAllUA HE € OLICHABAHO.
(apMakoTEpArUATa € 4acT OT 00ILAaTa TEpANEBTHYHA CTPATEr M.

I'enepanuzuparo mpegoxcro pazcmpoiicmeo

ITepBoHauanHara no3a e 10 mg egHOKpaTHO QHEBHO. B 3aBHCHMMOCT OT MHAMBHIYAIHHS OTrOBOP Ha
MaHeHTa, A03aTa MOXKe Aa Obae yBenuueHa MaKCHMAMHO f0 20 mg JHEBHO.

OTroBopbT Ha ALATOCPOYHOTO JICUEHHE € MPOYYBAH B IPOIBIDKEHHE NMOHE HA 6 MECeLla NP MallUeHTH,
npuemaitn 20 mg/neH. Itonzure ot neuennero U Ao3ara TpAGBa Aa OBAAT NPEOLICHIBAHN HA NIOCTOSHHM
HMHTEpBAIH (BXK. TO4Ka 5.1).

Obcecusno-KoMnYaCUSHO pacmpoiicmso
ITspBoHauannata noza € 10 mg eAHOKPaTHO AHEBHO. B 3aBHCHMOCT OT HHAWBHAYATHHS OTTOBOP Ha
nalMeHTa, 103aTa MoXe aAa Objie yBeaHdeHa MaKCUMANTHO 1o 20 mg qHEeBHO.

T'it kato OKP e 3aGonaBane ¢ XpOHHIHO MPOTHYAHE, JIEYEHHETO Ha NALMEHTHTE TPAOBA 42 NMPOABIKH
AOCTATHYHO MPOABLDKUTEHO BPEME KO H3UEIBAHE HA CHMITTOMMTE.

[Tonsute ot neveHueTo ¥ Jo3aTa TpOBa Na ObJAT NPEOLIEHIBAHK HA OCTOAHHH MHTEPBAIH (BX. TOYKA
5.1).

Cmapuecka ev3pacm (> 65 2oounu)

Hauannara no3a e 5 mg BeAHDXK AHEBHO. B 3aBHCHMOCT OT MHAMBHAYAIHHS OTTOBOD HA MALMEHTA
fo3ata Moxe Ja Obae yrenudena ao 10 mg auesHo, (BX. Touka 5.2).

EdexrusroctTa Ha LlMnpanekc npu CONHATHO TPEBOXKHO PA3CTPOMCTBO HE € NPOYYeHA NPH MALUEHTH
B CTApUY€CKa Bb3PacT.

Ileduampuuna nonynayus
[unpanekc He TpabBa a c¢ M3NO3Ba NMPH JeYeHHETO HA HeLa M IOHOLIK Ha BB3pacT noi 18 rogunu
(BXK. TOuKA 4.4).

Hamanena 6vbpeuna Qynxyus

Ipu naunenTy ¢ neka a0 ymepeHa creneH Ha Gb0OpedyHa HENOCTATHYHOCT HE CE HANAra KOPEKIMs Ha
nosata. M3uckBa ce NOBMILIEHO BHUMAaHHE MPH MALMEHTH C TEXKO yBpeaeHa 6b6peuHa dynkuns (CLCR
no-Majtek ot 30 ml/min) (BX. To9ka 5.2).

Hamanena yeprnoopobua gpynrxyusn
IlpenopbuBa ce HadanHa 033 OT 5 mME RHEBHO MPe3 MEPBHTE JIBE CEAMHLIM OT JIC9ECHH o
C JIeKa N0 YMEPEHa CTeleH Ha 4YepHoapoOHa HeZocTaThb4YHOCT. B 3apucumocT of S

TEpancBTHYEH OTTOBOP, 403aTa MOXKe Aa Onbje yeenuyena 10 10 mg asesHo. [penopk




BHUMaHHEe H OCODEHO BHMMATEJIHO THTPHpPaHe Ha A03aTa MNpPM NALUMEHTH C TEXKO YBpeleHa
yepHOApoOHa PYHKUHA (BIDK TOUKA 5.2).

Cnabu memaboauzamopu na CYP2C19
Ilpn nauueHTH, 338 KOMTO € W3BECTHO, 4e ca cnabu merabonmzaropu wa CYP2CI19 ce pENnophLUBa

HayajHa 4033 OT 5 mg JHEBHO Tpe3 ITbPBUTE JABE CEAMHIUH OT JICYEHHETO. B 3aBHCHMOCT OT
HHIHBUAYaJHHA TEpalleBTHYEH OTTOBOp, fjo3ara Moxe na Obae ysenuueHa 10 10 mg aHeBHO. (BiXK.
TOUKa 5.2).

Cumnmomu na omnemane, HAOMOOABAHU NPU NPEKPAMABAHE HA NEYEHUCNO

Tpabea na ce n3bsAresa BHe3anHO NpekpaTaBaHe Ha JieueHHeTo. [IpH MpeKpaTABaHE Ha JIEYEHHETO C
CCLIMTANIONIP&M, [103aTa CiieaBa Ja Ob/ie NOCTENEeHHO HAaMAJIABAHA B NPOJB/KEHHUE HA TNIOHE €HA IO [BE
CEIMMIIM € LIEJT 1a C€ HaMmaH PUCKa OT CHMMITTOMM Ha OTHEMaHe, (Bx. Touka 4.4 u 4.8). B cnyuaii Ha
Bb3HMKBAHC HA HCMPUEMIIMBH CUMITTOMH C/ie]l HAMANABAHE Ha J03aTa WK NPEKLCBAHE HA JICUEHHETO,
MOXe [1a ce 0OMHCIM BB30OHOBABaHE Ha NpHEMa Ha NPeIH TOBA MpeANMcaHara 103a. B nociencTeue
nexapAT OM MOT'BJ Aa NMPOTBL/DKY HaMAJIABAHETO Ha 103aTa, HO NO-TIOCTENEeHHO.

HauwH Ha nIpHIIOXeHHe
Hunpanekc ce npxeMa KaTo €XHOKpaTHA JHEBHA 4038 H MOXE a Ce npuema cbe WiK 6¢3 XpaHa.

4.3. IlpoTHBOonOKA3IAREA

CBpPBEXYYBCTBHTETHOCT KbM €CLMTAJIONPaM WIH KbM HAKOE OT MOMOUIHHTE BELLECTBA, W3OPOEHH B
Toyka 6.1.

EAHOBpEMEHHO lieYEeHHE ¢ HECENEKTHBHH, HeOOpaTHMM HHXMOHTOPH Ha MOHOAMHHOOKCMAA3aTa
(MAO-unxubuTopH) € NPOTHBOMOKA3aHO TMOpPaM PUCK OT CEPOTOHHHOB CHHAPOM ¢ )KHTHPAHOCT,
TPEMOp, Xuneprepmus U aAp. (Bxk. Touka 4.5)

KombuHupanero Ha ecuutanonpam ¢ o6patiMu MAO-A MHXHOUTOPH (HanpUMep MOKNOGEMU) WK
obparumus HecenekruBeH MAOQO-HHXMOHTOp JHHE30IMA € MPOTHBOMOKA3ZAHO TMOpPANH PHCK OT
OTKJIIOYBAHE Ha CEPOTOHHHOB CUHAPOM (BXK. TOuKa 4.5)

EcouranonpaM e NMpOTHBONOKA3aH NpPH MALMEHTH C U3BECTHO Yab/bkaBaHe Ha QT- HHTEpBaia WK
CHHAPOM Ha BpoA€eH yABDKeH QT- unTepnan.

IIpoTuBonokasaHo € € AHOBPEMEHHOTO MPHIOKEHHE Ha ECLIATAIONPaM C APYTH JIeKAPCTBEHH IPOAYKTH,
34 KOHTO € H3BECTHO, Y€ MOrar ja yas/pkasaT QT-unrtepsana. (Bx. Touka 4.5.)

4.4. Coenmannm npenynpexienns H HPEANA3AH MEPKR OPH ynorpeba

Crennure cnielantu npexynpexxaeHHs W IPeana3Hu MEPKH Ce OTHACAT A0 TEPaneBTHYHUA kuac SSRI
(cenexTUBHH HHXHOMTOPH Ha OGPAaTHOTO 3aXBalLIAHE HA CEPOTOHHHA).

IleawaTpyaya nonynanys
[unpanekc He TpaGBa na 6bAe M3NON3BAH NPH JEUCHUETO HA NEAUATPHYHATA TIOMYJIALMA. CyHLHAHO

NOBCACHHE (CYHMUMIOHH ONMTH W CYHUHOHHM MHCIM) ¥ BpaxkneSHocT (npeobnagasaiio arpecus,
[IPOTHBONOCTABAHE H IHAB) ca OWiIH 10-4ecTo HabMmoaBaHH MPH KIMHHYHU NMPOYYBAHHA CPea Aela
FOHOIIH, JICKYBAHH C aHTHACTIPECAHTH B CpaBHEHHE C TAKUBA, IIPHEMATH ILU1aLe00. AKO OCHOBaBaUKH ce
Ha KIIMHHYHA HEOOXOAMMOCT, BBIIPEKH BCHUKO C€ B3EME PELICHHE 3a JIeMeHHe, MMALHeHTbT TRaGR:
Opae BHHMaTeNHO MOHHTOPHpPAH 3a NOABA Ha CYMLIMAHHM CHUMITTOMH. B JoImreapeele

ABLArOCPOYMHH HAHHH 3a 6€30MacHOCTTa NMpH fAelia H IOHOMHIH, KACACIlM pacTe A
KOFHHTHBHOTO H MOBEACHYECKOTO Pa3BUTHE,




[lapanokcaliia TPEBOXKHOCT
[Tpy HAKOM MaLKMEHTH ¢ MAHHYECKO PasCTPOHCTBO MOXKE 1a ce HaOIoZaBa 3aCH/IBAHE HA TPEBOXKHOCTTA

B HAYAJIOTO Ha JICYCHHETO C AaHTHIENPECaHTH. Ta3yu napajokcaiHa peaKkisa OOMKHOBEHO OT3BY4aBa B
NpOOB/DKEHHE HAa OKOJIO IBE CEIMHLIM NPH MPOBEXKAAHE HA MPOJBJDKHTENHO NeueHue. [Ipenopbysa ce
HMCKA HAYalHa 1034 ¢ LieN J1a ¢ HaMaJIM BepOATHOCTTA OT AHKCHOTeHEH edeKT (B, Touka 4.2).

['bpuoBe

[TpueMbT Ha NTEKApCTBEHMA MPOAYKT ClEABA Ja C€ NPEKPAaTH NPH BCEKHM MALMEHT, NPH KOUTO ce
nossapat repuose. SSRI TpaGBa 1a ce U30ATBAT NPH NALKEHTH C HeCTAOMAHA ENUCNCHA, A TALHEHTHTE
¢ KOHTpOJIMpaHa enmuiencHus Aa Gbaar BHMMarenHo npocaenssadd. IIpuemsT Ha SSRI cnensa na ce

NpeKpaTH, ako NPHIAJbLIUTE 3a4ECTABAT.

Mauus
SSRI cienBa Aa ce W3NOI3BaT BHUMATEIHO NPH NMALMEHTH ¢ JaHHH 33 MaHus/xunoMasus. IlpyemsT Ha

SSRI cregsa aa ce npekpaTy Npy BCEKH MallMeHT, NpeMUHal B MaHHiHa da3sa.

Huaber

[Mpy naumeHTH, cTpajamm ot auaber, neueHuero ¢b¢ SSRI MoOXe na npoMeHH KOHTpoila BBpXY
KPBBHATA 3axap (XMIMOTJIHKEMHUS HIIH XUNEeprivKkeMHsa). Moxe 1a ce HAJIOXKH KOPEKLHA Ha HHCY/IHHA
H/WIM NepopaTHUTE XHUITOTIHKEMHYHH CPECTBa.

CaMoyOuiicTBO/CYHIMIHN MHCIIH WIH KIWHWYHO BIOIHABAHE
HenpecHaTa € CBBP3aHa C MOBHUIIEH PUCK OT CYMLMAHHM MHCIIH, CAMOHAPAHABAHE H caMOyOHHCTBO

(cLOHTHA, CBBP3aHH CBC CaMOYOUMICTBO). TO3H PHCK CBILECTBYBA AO JOCTHIaHE HA 3HAYHMA PEMHCHI.
Toii kaTo nomoOpeHHe MOXKE Ja HE HACTHITH Mpe3 ITbPBHTE HAKOJIKO CEAMHUH HIH MOBEYE OT HAYanoTo
Ha JIeYCHHETO, NMaLHeHTHTe TpAOBa Aa ObAaT noa crporo HabmoAeHHe 40 nossara My. KIHHHYHHAT
OITHT COYH, M€ PHCKBT OT caMOyOHHACTBO MOXKE Aa HApacHE Mpe3 paHHHTE €TanH Ha Bh3CTAHOBHTEIIHHS
NEPHO.

Ipyru nckxuyHu 3a6onssanug, npd kouro Liunpanexc ce npeanycea, cbilio Morat aa 6baaT CBbp3any
C TIOBHILIEH PUCK OT CHOWTHA, CBBP3aHU CbC caMoyOHicTBO. OCBEH TOBA, Te3H 3a00/ABAaHMA MOTaT Ja
6bJaT ChYETAHH C MOJAMO JeNpecHBHO pascrpoicTBo. IlpH neyeHne Ha NALMEHTH ¢ APYTH NCHXHYHH
HapyweHHs Tpabea na Obaar cpOmoaAaBaHH CBHIMTE MPEANA3sHH MEPKH, KakTO MpPH JI€YeHHE Ha
NMalUeHTH ¢ TOJIIMO JECMPECUBHO pa3CTPONHCTBO.

H3BecTHO e, ue NALMEHTH ¢ aHAMHE3a 3a ChOHTHA, CBBP3aHH CbC CaMOYOUHCTBO, WIH MOKa3BallH B
3HAYMTEHA CTENECH CYMLUHAHK yWeallMy, NPEAH 3ar04BaHe Ha JI€YEHHETO, Ca HINTOXKEHH Ha MO-BUCOK
PHCK OT CYMIIMAHH MHC/IH WITH ONTUTH 3a caMOoyOuiicTBo K Tpabsa na 6v1ar BHUMATENHO HAOMOaBaHH
No BpeMe Ha JeueHHero. Merta-aHanu: Ha IU1aUE0O0-KOHTPOJIMPAHH KAMHMYHH H3MHTBAaHKHA Ha
aHTVAENPECAHTH NMPH BB3PACTHH NALMEHTH C IICUXHYHH Pa3CTPOMCTBA MOKAa3Ba NOBHIUICH PHCK OT
CYMIIHAHO [MOBEACHHME IPH NAMEHTH 104 25-roJMINHA BBL3PACT, J€KYBaHH C AHTHICTIPECAHTH B
cpasHeHHe ¢ mianebo. JlexkapcTBeHaTa Tepanus Tpa0Ba Aa ce CBHIILTCTRA ChC CTPOro HAOMIOACHHUE Ha
NAaLMEHTHTE, B YaCTHOCT Ha T€3H, KOHWTO Ca M3JIOXKEHHM Ha BUCOK PHCK, OCOOEHO B HAYaJIHUTE €TAlH Ha
JIEYEHUETO M ¢l MPoMeHH B Ao3HWTe. [laumeHTuTe (M MmoJsiarallTe IpIoKH 3a TaX) TpadBa aa 6vjar
npeaynpeacHd OTHOCHO HeoOX0aUMOCTTa OT HabJ o AEHHE 3a BCEKH NPH3HAK HA KIIMHMYHO BJIOIIABAHE,
CYHLIMAHO TOBEACHHE WIH MHCIH 4 HeoOW4alHM NMPOMEHH B MOBEIECHHMETO, KAKTO H 14 NMOTHPCAT
He3a0aBHO KOHCYJTALHA C JIeKap, akO TAKHBa CUMIITOMH ChILECTBYBaT.

AKaTH3HA/ TICHXOMOTOPHO 6e3NMoKOHCTBO

Ynorpebata Ha SSRI/SNRI ce cBpp3pa ¢ pa3sBHBAHETO HA AKATH3HA, XAPAKTCPHIHPAHA—CR LR
CYOEKTHBHO HENPHUATHO HIHM MBUYHTENHO HECMOKOHCTBHE M HEOOXOAMMOCT OT 4 },{ el
CBIIPOBOJICHA ¢ HEBB3MOXKHOCTTA Ja C€ CeIM WIH [1a C€ CTOM HENOABHXKHO. ToBa € HIA-REDOTTHC
MOSBH IIPe3 ITbPBUTE HAKOAKO CEIMHLM OT JAeICHHETO. [IpH naumMeHTH, KOHTO pa3Buj \? p

yBEJIHYEHHETO Ha f03aTa 64 Morno aa 6vae BpeaHo.




XHMIIOHAaTPHEMUSA
3a XHIIOHATPHEMHUA, BEPOATHO AB/DKAIIA C€ HA HEeaAeKBaTHa CEKpeLMs Ha aHTHAHYPETHYEH XOPMOH, €€

chobiaBa paako NnpH ynotpebara Ha SSRI u 06HKHOBEHO H3ue3Ba MPH MPEKPATABAHE HA TEPATIMATA.
M3uckBa ce MOBHIIEHO BHHMaHHE TIPH PHCKOBH MALMEHTH, KATO HAMPUMEP NALMEHTH B HanpeqHana
BB3pACT, MAUMECHTH ¢ 4EepHOApOOHA LIMPO3a HIM IAHMEHTH, KOHTO Ca JIEKYBAHH €JIHOBPEMEHHO C
NCKAPCTBECHH NMPOAYKTH, 38 KOHTO € H3BECTHO, 9€ NMPEAH3BUKBAT XHIIOHATPHEMHS,

KpBBOM3NTHBH
Mma cboOIleHHA 38 KOXKHM XEMOPArMiHH HapyIICHHs, KATO HANpHMep eKXMMO3W M Mypiypa MNpH

yriorpebata Ha SSRI. SSRI/SNRI morar na yBesuuar pscka or nocepoaoBo KpbBOTeUeHHE (BXK. TOYKH

4.6 n4.8)
[lperniopp4yBa ce MOBHINEHO BHMMAHWE TPH NALMEHTH, KouTo mnpHemar SSRI ocofeno npm

€IHOBPEMCHHA YNOTpeba ¢ NepopajiHi aHTHKOATYNaHTH, ¢ JPYTH JIEKAPCTBEHH MPOAYKTH, 33 KOHTO €
H3BECTHO, e HapylaBaT TpPOMOOUMTHHTE QYHKIHH (HaIlp. aTHIMMHY HEBPOJIENTHLH H (PEHOTHAZHHU,
NOBEYETO TPUUMKIMYHH AHTHIOCNIPECAHTH, AUECTWICATHLHIOBA KHCEIMHA H  HECTEPOMAHM
MPOTHBORLIMANIMTENHH NeKapcTBeHH npoAayktd (HCIIBC), TuxionMaun u aunupugamon) u mpH
MaLHEHTH CBC CKIIOHHOCTH KbM KhPBEHE.

EKT (enexrpokoHBYJICUBHA Tepamnus )

IUTHHHYHUAT ONKMT NpH egHOBpeMeHHO npwiokende Ha SSRI u EKT e orpaHuteH, nopaau koerto ce
npenopb4Ba NOBUIICHO BHUMaHUeE.

CepOoTOHHHOR CHRAPOM
I[IpenopbuMTeIHO € MOBHIMIGHO BHHMAaHHE NMpPH EIHOBPEMEHHO TNPHIOKEHHE HA ECLIMTAJIONpaM ¢

NICKAPCTBEHH [IPONYKTH, KOHTO HMAT CEePOTOHMHEPrHYHK e¢eKTH KaTO TPHNTaHH (BKTIOYHTETHO
CyMaTpHIITaH), ONHOMAH (BK/LIOUHTENIHO TPaMAon), U TPHITTOdaH.

B peaxu ciyqau ce cpofuiaBa 3a CEpOTOHMHOB CHHAPOM IPH NMALMEHTH, M3non3sainy SSRI YCIOpeAHO
CBC CEPOTOHHHEPTHYHH JICKAPCTBEHH MNMpoAyKTH. KomOnHalma oT cMMTOMH Karo HecmokoilicTeHe,
TPEMOD, MHOKJIOHYC W XHIICPTEPMHA Ca [IOKA3ATENIHH 3a Pa3sBUTHETO HA TOBA CBCTOSHHE. AKO TOBRA
BB3HUKHE, JIEHEHHETO CBC SSRI M cepoTOHHHEPrHUHMA JIEKapCTBEH NIPOAYKT TpsAGBa Ja ce MpeKpaTh
He3a0aBHO H Ja ce 3ano4He CHMITTOMATHYHO JIEUeHHE.,

KBIT KAHTAPHOH

EnnospemeHHata ynotpe6a Ha SSRI M pacTuTenHH nNpomyKTH, CHABPKAIM HCHIIT KaHTapHOH
(Hypericum perforatum) moxe na Npeau3BHKa TOBHIIABAHE YECTOTATA HA HEKENAHH NeKapCTBEHH
peaku#H, (BxK. ToOuka 4.5).

CHMNTOMH Ha OTHEMaHe, HabmoaBaAHK [IPH NPEKPATABAHE HA JIEUEHHETO

CHMNTOMHTE Ha OTHEMaHe NpH CMHMPAHE HA JIEYSHHETO Ca YECTO CPEIaHH, OCOBEHO B C/IYYauTe Ha
BHE3aNnHO nNpeKkbcBaHe (BK. Toyka 4.8). [IpH KIMHMYHHMTE NPOYYBAHMS HEXETAHHTE JNCKApPCTBEHH
PeaKiH, HaOJMOAaBAHH IPH MPEKbCBAHE Ha JIEYEHHETO Ca PETHCTPHPAHH npubnamsurenyo npu 25% ot
MALUCHTHTS, ICKYBAHH C eCLHTANIONpAM H NipH 15% oT naumMenTHTe, NpHeMalluy wianebo.

PUCKBT OT NOABa HA CHMITTOMM Ha OTHEMaHe OH MOIBJI a4 3aBHCH OT HAKOJIKO ¢axTopa, BKIIOUHTETHO
NMPOAB/DKUTENHOCTTE U 103aTa HA JICUSHHE, KAKTO H TEMIIOTO Ha peAyLMpaHe Ha J03aTa. 3aMadHOCT,
CEH30PHH HapyIeHHA (BKIIOUHTE/HO NApECTe3UA U YCEIIaHe 32 YAap OT eeKTPHUSCKH TOK), CMYLLICHHS
Ha ChHA (BIJIHOYMTENHO 6e3ChbHAE H NPEKOMEPHO ChHYBAHE), KUTHPAHOCT WM be3noxoMicTBO, raneHe
H/WIM NOBpPBILAHE, TPEMOP, 06BPKAHOCT, MOTEHE, raBodosive, QHApHA, NAJNUTALKHA, eMOLIMOHATHA
HeCTaOMIHOCT, Pa3sApPasHHTENIHOCT M BH3YaNHH pasCTPONCTBa ca Hal-u4ecTO NOKIAIBAHUTE peaKkiyH.
OOHKHOBEHO Te3H CMMITOMH Ca JIEKH 0 YMEPEHH, HO BHIPEKH TOBA MPH HAKOH NalHEHRCTSBRXS
MOTJIH Aa OBJAT TEXKH [0 XapaKTep.

Tesu cuMnromy oOH4afiHO HACTLNBAT B PAMKHTE Ha ITHPBHTE HAKONKO NHH CJIEL
JICHCHHETO, HO CHINECTBYBAT H pPeIKM AOKIAAH 3a MOZOOHH CHMITOMH NMpH naufie
HECBHUMAaHKE Ca NPOITYCHAIH 1032,




Haii-o011t0 T€31 CHMNTOMH ca ChC CAMO34THXBALL| XapaKTep U OOMKHOBEHO OT3BY4YaBaT B pAMKHTE Ha
JIB€ CEOMHLM, HO B HAKOHU CIIyuad Te MOXe Aa Obaar no-npoab/DKUTEHM (2-3 Mecena Wiy rnoseue).
CnenoBarenHoO ce MpenoppuBa ecUMTANONpaM ia ObAe MOCTeNeHHO HAMANABAH NMPH IPEKhCBAHE HA
JICYEHUETO 32 MEPHOA OT HAKOMKO CeIMHIIM WIH MECELIH, B 3aBUCHMOCT OT HYX/IHMTE Ha NMAaLHEHTa (BXK.
"CHUMITTOMM Ha OTHEMaHe, HabnoaaBaHu MPH NpPEeKpaTABaHEe Ha JedeHHeTo", Touka 4.2).

CexcvanHa nucyHKiHa
CenexruBHHTe MHXHOMTOPH Ha 0OpaTHOTO 3axBamiaHe Ha ceporoHHHa (SSRIs)/MHXHOUTOPH Ha

oOpaTHOTO 3axBalliaHe Ha CepOTOHMHA M HopaapeHanuHa (SNRIs) Morar Ja NPHUKHSAT CHMITTOMU Ha
cekcyanHa aucyHkuma (Bx. Touka 4.8). Vima chobimieHus 3a NnpoabJoKHTeHA CEKCyanHa AMChYHKLNA,
NPpH KOATO CHMITTOMHTE NPOAL/IKABAT BEIIPEKH NIpeKbcBaHeTO Ha nmpueMa Ha SSRIs/SNRI.

Kopounapna Gonect

Iopaau orpaHu4eH KIMHHYEH OMMT, C€ MPENopbyBa NOBHIIEHO BHUMAHHE NPH NALKEHTH ¢ KOPOHapHa
Gonect Ha cppueTO (BXK. TOuka 5.3).

Yasmxasane Ha QT uHTepBana
YCTaHOBCHO €, 4€ €CUMTAJONpaM [IPHYHHABA [030-3aBHCHMO yAb/DKaBaHe Ha QT- mureppana. Ilo

BpeMe Ha IOCT-MapKETUHIOBHA MEPHOJ €3 JOKNaABaHH CJIydad Ha yawDkaBane Ha QT- HuTepnana u
KaMepHH apUTMHHK, BKMOIHTENHO Torsade de Pointes, npeavMHO NpH MAIHEHTH OT KEHCKH IO,
CTpajallli OT XHNOKAIMEMHA WIH C TNpeAillecTBamo yabnkaBaHe Ha QT uHTEpBana HAM ApyrH
cbpaeyHu 3abonsasanus (B Touku 4.3, 4.5,4.8,49u 5.1)

Ilpenopbysa ce MOBHIIEHO BHHMAHHE NPH NMALMEHTH CHC CHrHUGMKAHTHA GpajuKapaHs HIH NpH
TMAalHEHTH C NPECEH HHPAPKT Ha MHOKApAA WIH ACKOMIIEHCHPaHa ChbpAECYHA HEAOCTATBYHOCT.

ENMeKTpONHTHH HapylICHHs KaTO XHMOKAJIMEMHS H XHMOMATHE3HEMMs YBEIMYABAT pHCKA 34
3/IOKAYeCTBEHH apHTMHH W TpAOBa 1a ObJaT KOpPHrHMpaHM NpefH 3aroYyBaHE HA JICYCHHETO ¢

CCLIHTANIONPAaM.

AKO NaLMeHTH ChC CTAOKIIHO ChpAEYHO 3abonaBaHe ce nexysar, npernen ¢ EKI cnenpa aa ce Hanpasy
IpeM 3anQ4BaHe Ha JICYEHHETO.

AKO ¢€ NOABAT NPU3HALIM Ha CHPAEYHA APHTMHSA 110 BpeMe Ha JICUEHHETO ¢ ECLIMTAIONPAM, JIEYEHHETO
Tpa68a Aa 6bae npekpareHo H Aa ce HanpaeH EKT .

3aKpUTOLILIHA MAYKOMa

SSRI, BIIOUHTEIHO ECUMTANIONpPAM MOTAT Ja OKaXaT BIHAHHE BbPXY Pa3sMepa Ha 3€HHULIATA, BOACIIO
10 Muipuasa. To3n MHApHaTHYeH edeKT UMa MOTEHLMAN Aa CTECHABA OMHMA BB, KOETO BOOH O
MOBHIICHO BBTPEOYHO HANAraHe M 3AKPHUTOBIWIHA IJIayKoMa, Ooco0eHO NpU NpeapazloNoXeHH
nalHeHTH. CriefoBaTenHo, ecLMTanonpaM TpsGBa Aa ce W3NON3Ba C MOBHMILEHO BHHMAHHE NpH
NaUUMeHTH ChC 3AKPHTOBIBJIHA ITIaYKOMa, WKW aHAMHE3a 3a IJ1ayKoMa.

IToMOLHY BelllecTBa
ToBa nekapcTBO ChAbpPKA MO-Manko ot 1 mmol HaTpuii (23 mg) Ha TaGnerka, T.e. MOXKeE J1a Ce Kaxe, ue

MPAKTHYECKH HE ChABPXKA HATPHIA.
4.5. BsammopgeidicTBHE ¢ APYFH JleKapCTBeHA NPOAYKTH R APYrR GOpMH Ha B3aHMOEHCTBHE

PapMAKOIHHAMHEYHE B3aHEMOACHCTBHA

IlpornBonokazaHd KOMOHHAIIMH:

Heobpamumu necenexmusru MAQO unxubumopu
FMa cpoO0lieHH 3a CEPHO3HH peaKLIMH NpH NalMeHTH, MpueManu SSRI 8 koMOuna
HeOOpaTHM MOHOAMHHOOKCHAA3eH HHXUGHTOP (MAO-HHXHOKTOD), KAKTO M IIPH




npexkpaTiid tipueMa Ha SSRI u 3amouHanu nevenune ¢ TakuBa MAQO-uHxuburopu (BXx. Touka 4.3). B
HAKOM OT CIy9aHuTe MALUEHTHT € Pa3BUJl CEPOTOHUHOB CHHAPOM (BX. ToYKa 4.8).

EcugranonpaM € NpoOTHBONOKAa3aH B KOMOHHALIHA ¢ HECENEKTHBHH, HeoOpaTHMu MAQO-HHXHOHTODH.
JleueHueTO C ecUUTANIONpAM ClieiBa Za 3anouHe 14 OHM ciael NpeKkparTaBaHe NpueMa Ha HeoOpaTUMM
MAO- uHxubrTOpH. JleueHHe ¢ HeceleKTHBHH, HeoOpaTtHMH MAQO-HHXHOUTOPH MOXKE Zia 3allovHe

Hal-paHo 7 AHM clell IPSKPATABAHE NTPUEeMa Ha €CLIHTAONPaM.

Ob6pamum, cenexmusen MAO-A unxubumop (Moxnobemud)

[Topamu pucka OT CEPOTOHHHOB CHHIPOM, KOMOHHHUpaHeTO Ha ecuuranonpam ¢ MAO-A uHxubuTop
KaTo MOKI0OemMun € npoTHBonoka3aHo (BXK. To4Ka 4.3). Ako TakaBa KOMOMHALIMS ¢ JOKA3aHO HY)KHA,
T4 TpsaOBa Oa ce 3amo4YHe NpW Hal-HUCKATa MperopbYBaHa 1033 H NPH 38CWIEHO KIHHHUYHO

HabnmoneHHe.

Obpamum, necenexkmueern MAO-A unxubumop (runeszonud)

AHTHOMOTHUKDBT JIMHE30/IMA NPEACTABNABE 00paTHM, HeceneKTHBeH MAQO-A uHxubuTop v He Tpabra aa
ce JaBa Ha MAlUMEHTH, JIEKYBaHM ¢ ecuuTaionpam. B ciayuadl Ha HeobxomuMocT oTr KOMOHHHpaHe ¢
eCUHTAIONpaM, aHTHOMOTHKBLT TpaOBa Oa ce NaBa B MHHMMANHH JO3H K MPU CTPOrO KJIMHHYHO
HabmoaeHue (BXK. To4Ka 4.3)

Heobpamum, cenexmusern MAQO-B unxubumop (cenrezunun)

[Tpn xoMOHuHHpane cue cenerwnud (HeobpaTum MAQO-B nuxuduTop), ce H3MCKBa NOBHIIEHO BHUMAaHHE
Mopany PHCKa OT pasBHTHE Ha CEPOTOHUHOB CHHAPOM. CenerunuH € 6un npunarad 6e3onacHo B 103a
no 10 mg/neH eAHOBPEMEHHO C pALIEMHYEH LHTAJIONPAM.

Yovaocasane na QT unmepeana

He ca npoBexaaHH (apMakOKHHETHYHH U (apMaKOAMHAMHYHH MPOYYBAHMSA Ha €CLIMTAIONpPaM B
KOMOHHALHS C APYTH IEKAPCTBEHH NPOAYKTH, KouTo yawpkasar QT unrepeana. Hatpynsam ce edexr
Ha €CUHTANONpaM M TEe3H JIEKAPCTBEHM NPOAYKTH He MoraT aa Ovaar m3xmoucHH. [lopanu ToBa,
NPOTHBONOKA3HO € €AHOBPEMEHHOTO NPUIIOKEHUE HA ECLHTANIONPaM ¢ JPYTH ACKAPCTBEHH MIPOMYKTH,
33 KOHTO € M3BECTHO, Ye Moaar na yawnpxasar QT uHTepBana, karo knac [IA u III aHTHapuTMHUHM
JIEKapCTBEHH MPOAYKTH, AHTHIICHXOTHLM (Hanp. $eHTHA3HHOBH NPOU3BOLHH, MHMO3H/, XAJIONEPHUAOI),
TPULMKIMYHN ~ QHTUACNPECAHTH, HAKOM AHTMMHUKPOOHM  JIEKapCTBEHH MNpPOAYKTH  (Hamp.
Cnap@IoKCaUHH, MOKCH(IOKCAUMH, epuTpPOMHLMH IV, NMeHTaMHIHH, NEKAPCTBEHH NPOAYKTH 3a
JICYCHHE HA MAJIapHsA, B YACTHOCT Xalo(haHTPHH) M HAKOM aHTHXMCTAMHUHOBH JIEKAPCTBEHH IIPOIYKTH
(acTeMH30/1, XMAPOKCH3IHH, MH3OJIACTHH).

KoMOuHalMH, W3MCKBAIIM [TOBUIIGHO BHUMaHUE NpH ynoTpeda:

CepomonunepzudHu exapemeenu npooyKmu.

EnHoBpeMeHHaTra ymorpefa CBC CEpPOTOHHHEPIHYHM JICKAPCTBEHHM MNPOAYKTH Hanp. OMHOHAM
(BKIIOYHTENIHO TPaMaaod) M TPHNTAHH (BKIIOYHTENHO CYMAapHNTaH) MOXe fa IIpeAu3BHKa
CEpOTOHHHOB CHHAPOM (BiK. TouKa 4.4).

Jexapcmeenu npooyxmu, nOHUNCAGAUU ZoPUOGUS NPA2
SSRI morar na noHmxat rspyoBus npar. [IpenopruHTeNIHO € NOBUILEHO BHUMAHHE NMPH YCIIOPEIHO
MpHiaraHe Ha JApPyrd JIEKApCTBEHH MPOAYKTH, TMOHIDKABallM TbPYOBHA mipar (Hanpumep
aHTHAcTIpecanTH  (TpHUMIUIMYHM, SSRI), HeBponenTHi ((peHOTHA3HHH, THOKCAHTEHU M
OyTHpodeHOHH), MEPTOKBHH, OYIIPOITHOH H TPaMazo).

Jumuii, mpunmodghan

HMa cvobuieHus 3a ycunBaHe Ha edexTa npu egHOBpeMeHHa ynorpeda Ha SS
TpunTodaH, Nopagn KOeTo YCnopeaHoTo u3nonspane va SSRI M Te3u nekapcrBeHy I
Ja ¢ce apearnpyeMa ¢ NOBHUIEHO BHHMAaHHE.




AKvam xanmapuon
Ennospemennara ynorpeba wa SSRI M pacTurenHM npoAyKTH, ChOBPKAILM KBIT KAHTAPHOH
(Hypericum perforatum) Moxe na npeanu3BHKa MO-BUCOKA YECTOTA HA HEXENAHH peakLMH (BX. TOYKa

4.4).

Xemopazuu
[Ipy xoMOHHMpaHe Ha eCUMTAONpaM C NEePOPATHH AHTHKOArYJIaHTH MOXE Ja HACTHAM NpPOMsHA B

aHTHKoarynanthHua edekt. [Ipd naudeHTHTe, nNOMyYaBallH aHTHKOATYJaHTHO Je4YeHHe, TpiOBa
BHHMATEJIHO [a C€ MOHHTOpPMpA KOAryJalMOHHMA CTATyC MpPH 3alovBaHE WIH CIHpaHE Ha
ecirasionpamM (Bx. Touka 4.4). EaHoBpemMeHHaTa ynorpeba Ha HECTEPOMAHH MPOTHBOBB3NAIHTEHH
CPEICTBa MOXKE I YBEIMYHM TCHACHLMATA 3a KbDREHE.

Anxoxon
He ce owakBatr ¢papMakoAHHAMHYHH HIIH (apMaKOKWHETHYHH B3aHMOACHCTBHA MEKAY €CLIHTATONpAM

¥ aqKoxoJ. KakTo npu Apyry ncHXOTPOINHH JIeKapCTBEHH MPOAYKTH ofaue, KoMOMHALMATA C ATTKOXOJT
HE € MPeroPbLYHTE/THA.

Jlexapcmeenu npooyxmu, npedu3suxeayu XUnoOKATUe MU/ XUnOMazHe3ueMus

HeobxoauMo € MOBMIIEHO BHHMAHHE NPH €JHOBpEeMEHHaTa YINOTpeba ¢ /IeKAPCTBEHH NPONYKTH,
MHAYLUHMpAUH XHIIOKAIMEMHS/XHIOMArHE3HEMHA, ThH KaTO Te3M CBhCTOAHMA NOBHILABAT PHCKa OT
IOKAYECTBEHH APUTMHH (BXK. TOUKA 4.4).

DapMaKOKBHETHYHH B3aEMOJCHCTBRE

[lopnuasane Ha ¢GapMAKOKMHETHKATa HA _E€CLMTANONpPAM _OT JPYTH JICKAPCTBEHH  NPOAYKTH
MeraboauameT Ha ecuuTanonpam ce Meguupa ocHoBHO 0T CYP2C19, CYP3A4 1 CYP2D6 MOTat ChiLo

Ja MMaT OTHOLUICHHE KbM MeTaboIu3Ma Ha eCLMTANIONPaM, HO B NO-MaIKa cTeneH. MeTabonu3MbT Ha
ocHoBHUs MetabonuT S DCT (aemeTwiHpan ecuHTAanonpaM) U3rexKIa YACTHIHO C€ KATAITH3HpPA OT
CYP2De6.

EnHOBpeMEHHOTO NPHIOKEHHE Ha eCIIMTANIONPaM ¢ oMenpa3ost 30 mg eAHOKPATHO AHEBHO (MHXHOUTOP
Ha CYP2C19) nosexaa 1o ymepeHo (Ipubau3HTeNHO 50%) yBeNnHYeHHE Ha TUIA3MEHHTE KOHLIEHTPALMH
Ha €CLIATAIONPaM.

EAHOBpEMEHHOTO MPIWIOKEHHE HA CCLMTAIIONpPaM ChC CHMETHIMH 400 mg 1Ba TBTH AHEBHO (YMEPEHO
MOMIEH OOl eH3MMEH HWHXHOMUTOpP) noBexaa A0 yMmMepeHO (mpubnusurenHo 70%) ypenuueHdHe Ha
IUTA3SMCHHTE KOHLICHTpaUWHK Ha ecudranonpam. Ilpenopnusa ce noBHILEHO BHUMAaHME NPH NPHIATaHe
Ha eCLMTANONpaM B KOMOHHALMS ¢ HMMETHAKH. KopuripaHe Ha J03aTa Moxe a 6nie onpaeaaHo.

CrnemoBareiHo, H3UCKBA C€ MOBHILICHO BHHMAHWE INPH eOHOBpeMeHHAa yrotpeba ¢ CYP2CI19
HHXHOHTOpH (HampUMep OMEMpa3oj, e3oMenpas’on, (UIYKOHa3oN, (AYBOKCAMHH, JAH3OMpasod,
THIUIONHAWH) WIH CHMETHAMH. B13 OCHOBA Ha MOHHTOPHPAHETO HA CTPaHMYHHTE e(deKTH IpH
CTHOBPEMEHHO JICYCHHE MOXE /1a C¢ HAJIONH HaMajleHHe Ha J103aTd €CLIMTAIONpaM.

EdekT Ha ecuuranionpaM BbpXy hapMaKOKHHETHKATE Ha JEKAPCTBEHHU NPOAYKTH

Ecupranonpam e uHxuburop Ha ensuma CYP2D6. Ilpenopnusa ce MOBHIIEHO BHHUMaHHE IIPH
CAHOBPEMEHHOTO H3fIONI3BAHEC HA €CLUMTAMONpAM ¢ JApPYrH JIEKApCTBEHH IMIPOAYKTH, KOMTO C€
METa0O0IM3UPAT OT TO3H €H3MM H MMAT TECEH TEPaNeBTHYEH HHACKC, HANp. drieKaHHUJ, ponadeHOH H
METOMPOJION (KOraTo Ce H3MOA3YBaT NPH ChpPACYHA HEAOCTATLYHOCT), WM HAKOU Bh3JeUCTBAlM Ha
LIHC nexapcTBeHH npoayKTH, MeTaGonusupaiiu ce riaasHo upes CYP2D6, anp. aHtuaenpeca
AC3UNPAMUH, KIOMHUIPaAMHH W HOPTPHIITIIHH HJIH aHTUIICUXOTUHH KATO PUCIIEPHAOH, THOE
xanorneprnon. Moxe na ce HanoxH KOpeKi|s Ha f03aTa.




EMHOBPEMEHHOTO MPHIIOXKEHHUE C AC3UIPAMHH HJIH METOIPONION BOAM H B ABATA CITy4as A0 ABYKPATHO
YBEIMY4BaHE HA IUIA3MEHHUTE KOHLIEHTPAaLUMH Ha Te3u apa CYP2D6 cyberpara.

In vitro npOy4YBaHHKA CBHLIO TaKa MOKA3BAT, Y€ ECLIMTATONPAaM MOXe Ja Npean3BHKa cnabo HHXHOHpaHe
Ha CYP2CI19. Ilpenopruea ce NOBHIIEHO BHHMAaHME MNPU €JHOBPEMEHHOTO MPWIOKECHHE Ha
JIEKapCTBEHH NPOAYKTH, kOUTO ce Metabonuzupar ot CYP2C19.

4.6. PeprHIHTET, OPEMERHOCT H KbpMeHe

BpEMEHHOCT
ChIIecTBYBAT HEAOCTATHYHO NAHHH 33 NPWIAraHeTO Ha eCLMTATIONPAaM IIpH OpeMEeHHH JKEHH.

ITpoyuBaHuATa MPH XKHUBOTHH Ca NOKA3AIH PENpPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3).
[lunpanekc He Tpa6Ba Na ce W3NON3Ba MO BpeMe Ha OPeMEHHOCT, OCBEH aKo € a6COMIOTHO HEOGXOAUMO

H CaMO CJI€d BHHMATETHA ITpelIeHKa 38 ChbOTHOIUIEHHETO pHCK/HOJISH.

Hosopoaenure Tpa6Ba na 6baaT HabmonaBaHH, ako Maiikata e npuemana Llunpanekc npes KbCHUTE
€TanH Ha OPeMEHHOCTTa, 0COOEHO Mpe3 TpeTHA TpuMeCThP. BHe3anHoTo npexbeBane Ha npuema TpAOBa
Ia ce u30sArea o ppeMe Ha GpeMeHHOCT.

CnenHuTe CHMITOMM OMXa MOT/TH Oa ce HaOmoxaBaT NMPH HOBOPOJEHH, YMHTO MalKd ca NpHeMau
SSRI/SNRI B kecHUTE eTan Ha OpEMEHHOCTTA: PECTIUPATOPEH AHCTPEC CHHAPOM, LHAHO3a, amHes,
FbpYoBE, TEMIECpaTypHa HECTADWIHOCT, TPYAHOCTH NpPH XpaHEHE, TOBPBUIAHE, XHIIOTIHKEMHA,
XHIEPTOHHA, XHIIOTOHUA, XHUNIEPPIICKCHS, TPEMOP, HEPBHOCT, Pa3APA3HUTEIHOCT, IETAPTUA, TOCTOAHEH
Iu1a4, COMHOJIEHTHOCT, 3ATpyAHEHO 3acmHBaHe. Tesu CHMITOMHM OHXa MOIMIH Aa ce IBDKAT Ha
CEPOTOHHHEPTHYHH €(EeKTH WM CHMITOMH Ha oOTHemaHe. B GoMMHCTBOTO OT CiaydauTe
YCIIO)KHEHHATA 3aN04YBAT BEAHAra WIH CKOpo (<24 vaca) ciea paxaaHeTo.

B3 ocHOBa Ha JAaHHH OT €NUAEMHUONOTHYHH MIPOYUBAHMA C€ CYMTA, ue ynotpebara na SSRI no BpeMe
Ha OpeMeHHOCT, 0COGeHO MpH KbCHa OpeMeHHOCT, 6M Morna na noBele N0 YBelUueH PUCK OT
nepcHcTHpalla OenoapobHa xuneproHus npu HosoponeHure (PPHN), Ha6monasaHuar puck e G
npubaM3dTeNHO 5 cmydas Ha 1 000 6pemenHocTH. B obinara nomynauus ce HaGnoaasat 1 1o 2 cnyyas
Ha PPHN ua 1 000 OpemenHoCTH.

OOcepBallMOHHATE [4HHM MNOKA3BAT MOBHIIEH PHCK (MO-MAIKO OT 2 MBTH) OT MoCAEepOAOBOTO
KpbBOTEUEHHE Cie ekcno3uima Ha SSRI/SNRI B pamMkHTe Ha nocneqHUA Mecell Mpeay paxaaHeTo (Bx.
TOUKH 4.4 u 4.8).

KtpMmene
OyakBa ce ecLMTAIONpaM a Ce EKCKPETHPA B KEHCKOTO MJISKO.,
CrneaoBaTellHO, He C€ NMPENophYBa KbPMEHE [10 BPEME Ha JIEUEHHETO.

DepTUINTET
JJaHHUTE TPH XXKHUBOTHH Ca TIOKA3ATH, Y€ €CLMTAJIONpPaM MOXe [a MOB/IMAE Ka4YeCTBOTO HA CriepMara

(BXK. TOUKA 5.3).
CpobureHus npu xopa ¢ Hakod SSRI nokassar, ye edexTsT BEPXY Ka9€CTBOTO Ha CTIEPMATA € obpaTHM.
/1o To3H MOMEHT He e Hab/moaBaHO BIHAHHE BHPXY (hepTHIHTETA MpU XOpa.

4.7. E¢exTa Bhpxy cnocodHocTTa 32 modupane » pabora ¢ Mamuns

NCHXOAKTHBEH JIEKapCTBEH NMPOAYKT MOXKE Aa 3acerHe NpeueHKaTa wid yMeHusTa. [Tanug
ha ce HabmoaasaT BHUMATENHO 3a MOTEHUHAIEH PUCK OT NOBIMABAHE HA CNIOCOOHO
1 paboTa ¢ MallIHHH.




4.8. HexeNanH JeKapcTBEHH PeaknAn
HexxenaHuTe leKapcTBEHH PEaKLMH ¢a Hali-4eCTH NMpe3 MbPBATa HAH BTOPATa CeIMHIIA OT JIEYCHUETO U
OOHKHOBEHO HAMANABAT [10 HHTEH3HUTET H YECTOTA MPH MPOABLIKHUTENHO JIEUSHHE.,

Tabnuven cnMCHK Ha HEXENAHUTE peaKiMH

HexenaHuTe IEKapCTBEHH peakuMH, H3BecTHH 3a SSRI u cbIo Taka KOKNAIBAHH 32 ECLUTATIONPAM OT
1aue60-KOHTPONMPAHH KITMHHYHH NPOY4BaHUI WIH KATO CIIOHTAHHH MOCT-MapKETHHIOBH CHOMTHS ca
H30pDOEHH 110-A0/y N0 CUCTEMA OPraH Kfac H 9eCTOTa.

HYecroTure ca BIETH OT KIMHHYHH [IPOYLBaHHS; T€ He ca IU1aueb0-KOpHrHpaHy.

YecroTute ca AepuHUpanu kaTo: MHOro yectd (> 1/10), uectu (= 1/100 no < 1/10), Hewectr (>1/1 000
ro < 1/100), peaxn (= 1/10 000 xo < 1/1 000), muoro peaxu (< 1/10 000), win ¢ HeM3BECTHA YeCTOTA
(OT HATHYHWTE JAHHH HE MOXKe Ja ObJie HANpaBeHa OLIeHKa).

Cacremo-opranna wiacEpHKanng YecToTa Hexenan edekr
Hapymienus Ha kpbBra M auMdHaTalC Heu3BeCTHA poMOoLIHTONEHHA
cHcTema 4eCTOTAa
Hapy1iueHua Ha UMYHHATA CHCTEMA Penxu AHapHUIaKTHYHA peakLys
HapyiueHus Ha eHAOKpUHHATA cucTeMa  [C HeM3BeCcTHA HeanexksarHa CeKpeLus Ha
YECTOTA AHTHAMYPETHUHHA XOPMOH
Hapyenns Ha Metabonusma U xpaHeHeToUectu HamaneH anetur, yBeaWdeH AfleTHT,
VBETMYEHO TEIIO
Heuecty HamaneHo Terno
IC Hen3BecTHA XHMOHATPHEMHA, HOPEKCHA'
4ecToTa
[TeuxuyHy HapylleHs YecTH [IpeBoxHOCT, Oe3nokokcTBO, aOHOPMHM]

ICbHULIA, HAMAIEHO THOKU O
JKeHH: aHopra3mMus

Heuecrn BpyKCH3BM, aXKMTHPAHOCT, HEPBHOCT,
TIHHYECKH NPHCTEI, OOBPKAHOCT
Peaku ArpecHs, JenepcoHaTH3aLH,
XATOLHHALMH
IC Heu3BeCTHa MaHHs, CYHUHIOHH MHCAH, CYHLMIHO
4ECTOTA IOBEACHHE?
HapyiueHnsa Ha HepBHaTa cUcTEMA MHoro uecTu [ naBoGonne
YecTH MHCOMHMA, COMHONEHTHOCT, 3aMasHOCT,
[apecTe3us, TpeMop
HeuecTH BKyCOBH HapyuleHHs, pa3CTPOHCTBO Ha
ICHHSA, CHHKOII
Penku ICEpOTOHHHOB CHHAPOM
C HeH3BecTHA VIMCKHHEe3us, IBUraTENHO pa3cTpoiicTRO,
HEeCTOTA KOHBYJICHH, ICHXOMOTOpPHA Bmﬁyna/J
aKaTusua’
HapyuieHus Ha ouHTe Heuectu MHuapuasa, BU3YaTHH HapyIICHHA
HapyuieHus Ha yX0To ¥ 1a6HpyHTa Heuectn [Tunuryc
ICEpACIHH HAPYILIEHHA Heuectn Taxuxapans

Penku bpaaukapaus
IC HeH3BecTHA Vawoken QT  unreppin
4eCcTOTa KamepHa  apurmus,

Torsade de Pointes




IChaoBH HapYILLICHHA C Hem3BeCTHa OpTOCTATHYHA XHITOTOHHUA
[decToTa
PecriipaTOpHH, rpbAHH H MeNaCTHHAIHH|UeCcTH (CHHY3HT, NpOo3sABaHe
HAPYLIEHHS HeyecTH EMUCTAKCHC
ICTOManIHO-9YpEBHH HAPYUIEHUS MHOro 4ecTH I'ancHe
Yectr apwi, 3alnek, NoBpbillaHe, CyXOoTa B
cTara
HeyecTH TOMAIHO-YPEBHH XE€MOparuuj
(BKJIFOYMTE/IHO PEKTAIHA XeMOparus)
XenaroOWiHapHH HApyIIEHUS (C Heu3BeCTHA XenaTHT, OTKJIOHEeHHA B YepHoaApoOHaTa
JeCTOTa (PYHKLMS
Hapymienus Ha koxkara M noakoxuaradectu YBEJIHYEHO NMOTEHE
ToKaH HevecTH Y pTHKApHS, anioneLys, oOpHB, NpypuTyc|
IC HeH3BeCTHA EXXHUMO3a, aHI'MOIEM
JeCToTa
HapymeHHa Ha MyCKYJHO-ckeneTHaTaUecTu ApTpanria, MHANTUA
[CHCTEMA H CheAUHMUTENIHATA ThKAH
Hapymenus Ha On0peumrre W nmukodHUTEC HEH3BECTHA Perenuusa Ha ypHHaTa
ITbTHILIA JECTOTa
HapyuieHua Ha Bb3npousBoauTeHaTadecTu Mbxe: edKyNallMOHHHM HapyWeHHs,
[CUCTEME M I'bpaTa HMIOTEHTHOCT
HedgectH JKeHn: MeTpoparus, MeHoparus
IC HeusBeCTHA I"'anaktopes
JECTOTA Mnxe: npuanu3sM
JKeHH: nocneponoBo KpbBOTEUCHHE
O6mH Hapymenus H edekTn Ha msacToroMecTH YMOpa, NHPeKCHs
HA NIPRIOKECHHE HeuecTH Enem

' Ta3u cLOHTHA Ca AOKIaJBAHM 3a TepaneBTHYHHA Kiac Ha SSRI.

* CmyyaH Ha CyHUMAHA MWCH H CYMUHIHO MOBeJieHME Ca AOKMANBAHH O BpeME HA JIEYEHHE C
€CLUTAJIONPaM WM CKOPO Cliel MPeKPaTABaHe Ha JiedeHHeTO (BXK. To4ka 4.4).

> Toa cp6uTHeE ¢ CHOGIIABAHO 3a Knaca ekapeTsa SSRI/SNRI (Bx. Touku 4.4 u 4.6).

¥ anpkasade Ha OT nHTEpBana

[1o Bpeme Ha NOCT-MAPKETHHTOBHA MEPHO Ca JOKNAABAHM CIy4aH Ha yab/Dkapade Ha QT HWHTEpBaJa
H KaMCpHH apUTMHH, BKMoYuTenHO Torsade de Pointes, npeAHMHO MpH MaUMeHTH OT KEHCKH MO,
CTpajamli OT XWUMOKANHMEMHA HIH C NpEAllecTBAI® yAb/ukasane Ha QT uHTepBana wiu Apyru
CbpAeUHM 3a0onaBaHus (BK. T. 4.3, 4.5, 4.8,4.9u 5.1)

EdexTn Ha knaca

EnnaeMHONOrMaHH Npoy4YBaHMs, NPOBEKAAHH [JIABHO PH MalMCHTH Ha METAECeTroAMIIHA Bh3PacT
HJIH 110~ BB3PACTHH, MOKA3BAT yBeJIM4eH PHCK OT KOCTHH (PaKTypH NpH NALMEHTH, MpieMawy SSRI u
TPHLUMKIHYHH aHTHAenpecaHTH (TCA). MexanusMmure, Boael 1o To3u PHCK, Ca HEH3BECTHMU.

CHMIITOMH Ha OTHEMAHE NpH CHIMpaHE Ha JICUEHHETO

[IpexbcBanero Ha SSRI/SNRI (ocoGeHo, xoraTo To € pA3k0) OGHUYAMHO BOIM 0O CHMITTOMM Ha
OTHeMaHe. 3JaMatHOCT, CeH30PHM HapyIlleHHs (BRTIOYHMTENHO NAPECTE3HA M YCELaHe 33 e/IEKTRE
[I0K), HAPYIUEHHUA HA CHHSA (BKIIIOYHTEIHO HHCOMHMA WIH HHTEH3HBHO CbHYBAaHE), & e m
be3nokoiicTBo, rajeHe WHIH [OBpLIUAHE, TPEMOpP, OOBPKAHOCT, TIOTEHE, INABOO .../ > T
NaJmUTalyMH, EMOLIHOHANHA HECTAOWITHOCT, Pa3APa3sHATENIHOCT M BH3YaJIHH Pas3CTpPoil / AR
AOKnagBaHuTe peakuud, Hait-obmo 1e3n cuOHTUA ca JIeKHM [0 yMEepeHH H camo3a

HAKOH MALMEHTH Te OHXa MOIH Ja 6baaT TEeXKKY WHIM MpoaspkuTenHu. [opamy To ih &
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KOrato HY)JaTa OT JIEMESHHE ¢ €CLIMTAIONpaM OTnajHe, Aa Ce H3BBPILH MOCTENEHHO CITMPAHE 4pe3
HaMalsgBaHe Ha Ao3aTa (Bxk. Touka 4.2 U 4.4).

Cro0luasaHe Ha MOAO3HPAHH HEKEIAHH peaKLIMH
CrobulaBaHeTo Ha roJ03NpaHH HEXXKENTAHH PeakLMK CJie] pa3pelllaBaHe 3a ynoTpeba Ha JIeKapCTBEHMSA

NPOAYKT € BKHO. ToBa MO3BONABa Aa NPOALDKH HabMOAEHHETO Ha ChOTHOIHEHHETO MOI3a/PHUCK 32
JIEKApCTBEHHA NPOAYKT. OT MEAHLIHHCKHTE CTIELIMAJIMCTH CE€ U3UCKBA Aa CHOOMIaBaT BCAKA NOJ03UpaHa
HeXeJlaHa peakuus ype3 HMameiHuTENHA areHiysa mno Jekapcereara, ya. "damsan ['pyes” Ne §, 1303
Codmus, Ten.: +359 2 8903417, yebcalit: www.bda.bg.

4.9. IIpeaosupane

ToxcHUHOCT

KiivHuYHWTE JaHHM 32 NPEeAO3HPAHE Ha €CLIMTAJIONPAM Ca OrpaHHYE€HH M B MHOIO CJIY9aH BKIIOYBAT
€OIHOBPEMEHHO HIpeIo3HpaHe ¢ ApYyru JekapcTea. B OONMHMHCTBOTO OT CllydauTe ca JOKIANBaHH JICKH
CHMITTOMH WJIH JIMIICE Ha CHMITTOMM. (DaTaIHK CiTydan Ha NPEeAO3HPaHe C eCLHTANIoONpaM ca OWiH paako
OOKJIAABAHM, B CIYYaH Ha Npe03upaHe caMo ¢ ecuMtanonpam; OOJIIHHCTBOTO OT CAYYAWTE BKIIOYBAT
€JHOBpEMEHHO mpeao3dpaHe ¢ Apyrd JekapcTBeHd npoayktH. Hoszu mexay 400 u 800 mg
ecuMdTanonpam, npHety 6€3 Apyru JeKapcTBa, He ca JOBENH 10 T€XKKH CHMITTOMH.

UMIITOMH
CuMnToMMTEe TNpH JOKIAABAHMTE CAY4Y4ad Ha MpedO3HpaHe C eCLHTANONpaM BKJIOYBAT IJIABHO
CHMITTOMH, CBBP3aHH C LICHTpAIHaTa HEPBHA CHCTEMA (OT 3aMasgHOCT, TPEMOP M &KHTHPAHOCT A0 peaKH
CIy4adH Ha CEepPOTOHHHOB CHHIPOM, KOHBYJICHH H KOMa), CTOMAIIIHO-YPEBHHA TpakT (raiaeHe,
IOBPBILlaHe) ChpAEYHO-CHAOBATA CHCTEMA (XHUITOTEH3HA, TAXMKapIHs, yab/DkasaHe Ha QT uHTepBana u
apUTMHSA) H HapylllaBaHe eJIeKTPOJIMTHO-COJIEBHA DanaHe (XHNOKAIUEMMA, XMITOHATPHEMH ).

YnpasieHue
Hawma cneumpuuer antugor. Heobxonumo € na ce BB3CTAHOBAT H MIOJTBPKAT AUXATEHHTE ITHTHILA,

JAa Ce OCHIYPHM AaNCKBAaTHO KMCIOpOAHO cHabasaHe M pecrmpatopHa ¢ymkimia. Jla ce npenexu
HEOOXOAHMOCTTa OT H3MOJN3BAHE Ha AKTHBEH BHIJVICH M CTOMaLHA NpoMuBka. Clie nepopalieH npHem
Tpa0Ba a ce HanpaBH CTOMalllHa NPOMMBKA MPH ITbpBa BE3MOXKHOCT. [Ipenopsysa ce ¥ MOHHTOpHpaHE
Ha ChPIACUHHUTE M XXH3HECHHUTE [IOKA3ATENH YCIOPEAHO ¢ OOIIHTEe CHMITTOMATHYMHH NOAABPXKAUIH MEPKH,

Ilpenoprurrento ¢ EKI B cnyyah Ha npenosupadHe nNpH MauMeHTH CbC 3acToiiHa ChpledHa
HEAOCTATbYHOCT/OpaiuapHTMHUY, TPHU MALMEHTH NpPHEMalld EOHOBPEMEHHO JIEKAPCTBA, KOHTO
yab/kapaT QT HHTEpBana Wi Npd NaLMEHTH ¢ MPOMEHH B Meraloiu3Ma, Hamp. HePHOAPOOHO

yBpexaaHe.

5, GOAPMAKOJOI'MYHH CBOUCTBA

5.1, PapMakoaAHHAMHYHH CBOKCTBA

QapmakoTepanieBTHYHa IpyTia: AHTHACTIPECAHTH, CENIeKTHBHU WHXMOHUTOPH Ha 00paTHOTO NoeMaHe Ha
CEPOTOHHHA

ATC-xon: N06 AB 10

MexaHu3nLM Ha JeHCTBUE

Ecuutanonpam € cenextHBeH UHXHOUTOp Ha o6paTHOTO noemaHe Ha cepoToHuHAa (5 XT) ¢ Bucak
aQHHHTET KbM ITBPBHYHOTO MACTO 3a CBbp3BaHe. C 1000 mbTH mo-HHCHK aQHHMTET o RN
CBBP3Ba C ATOCTEPHYHOTO MACTO 338 CBBP3BAHE HA CEPOTOHHHOBUSA TPARHCIIOPTED. ¥ Ik’_%
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EcumuranonpaM HAMa WIH ApuTekana cj1abd aQuHUTET CIpPAMO peaUlia PeLieITTOPH BKIIOUUTETHO
5 XTia, 5 XTz, JA i u [IA JI; peuentopi, o -, a2 - ¥ B-azipeHOpELICITOPHTE, XHCTAMHHOBHTE H|
peLEenTOPH, MYCKAPHHOBUTE XOJIMHEPIHYHH, OCH30AHA3CTIMHOBUATE H ONTHOUIHUTE PELENTOPH.

Huxunbupanero Ha oOpaTHOTO noeMaHe Ha 5 XT e eJMHCTBEHHAT MEXaHU3BM Ha AciicTBHe, 0OACHABAIL
¢apMaKOJIOrHYHUTE U KIHHHYHH €(EeKTH Ha eCLIMTAJIONpaM.

DapmMakoIHHAMHUYHH ¢DeKTH

B eano asoiHO caano, roauedo koHrponupado npoyusade ¢ EKI npu 3apaBu muHOMBUAM, MPOMIHATA
8 m3xogHoTo HUBO Ha QTc (Fredericia kopekiums) e 6una 4,3 ms 90% Cl: 2.2, 6.4) npu no3a 10 mg
aHesHo U 10,7 ms (90% CI: 8.6, 12.8) npu Hag onpezneneHara TepaneBTHYHa Ao3a 30 mg AHEBHO (BXK.
ToukHu 4.3,4.4,4.5,4.8u4.9).

KnuHUYHA e(heKTUBHOCT

I'onam Oenpecusen enuzo0

YCTaHOBEHO €, Ye CCLIMTAIONpaM € eQeKTHBEH MPH JICUSHHUE HA I'OJIAM JCIPECHBEH €MHU30/ B OCTpaTa
aza B TpU OT 4YeTHPU [BOHHO-CIIECNH, IU1aLe60-KOHTPOAMPAHH KPATKOCPOUHH (8-CeaMHYHH)
Mpoy4yBaHHA. B ABIrocpoyHo mpoydBaHe 3a IPEeXOTBPATABAHE HA pEUMAMB 274 malMeHTH, KOMTO ca
OTTOBOPHIIM Ha JICYEHHETO [0 BpeMe Ha HauajHaTta 8-ceAMuYHA (a3a Ha JIeHUEHHE B YCJIOBHATAZ Ha
OTBOpEH ONMT ¢ ecuipranonpaM 10 unu 20 mg/nen, ca cny4aiino noabpaHu Aa NPOABIDKAT TepanHiTa
ChC ChillaTa 032 ecuMTalIoNnpaM WiH ¢ maauedo 3a nepuod ao 36 cegmuuu. B ToBa npoyusaHe npwu
NALMEHTUTE, NPOAL/DKIIHN a NONyYaBaT ECLIUTANONPAM, CE YCTAHOBABA 3HAYHMO MO-IbJIBI HHTEPBAJI
OT BPEME MpeAH HACTENBAHE Ha PELMAMB Mpe3 CjeaBaluuTe 36 CeAMMIIM CrpsiMO Te3H, MOJy4YaBaiy
rrauebo.

Coyuainno mpesodcHo pazcmpoucmeso

EcuyranonpaM € nokasan €(peKTHBHOCT KaKTO IPU TPH KpaTKOCPOdHH (12-ceNMHYHM) MpOYYBAHUS,
TAKa H OpH 6-MECeYHO IMPOYYBAHE 3a NPEAOTBPATABAHE Ha PEHHAHB NPH MNMALKEHTH CbHC COLMAIHO
TPEBOXKHO Pa3TPOHCTBO. YCTaHOBeHa € edexTHBHOCTTA Ha 5, 10 M 20 mg ecuwranonpam npu 24-
CEAMHYHO [POY4YBaHE 3a OnpencsisHe Ha J03aTa.

Tlenepanuzupano mpeeoicro pazcmpoticmeo
Ecunranonpam B 4034 10 1 20 mg/aHeBHO e eeKTHBEH B YETHPH OT YETHPH IIALEG0-KOHTPOMpPaHH
pOyUYBaHUS.

B 0600ienrTe AaHHKM OT TPH NPOY4YBaHHA CbC CXOAEH AM3akH, Brno4yBaiM 421 nauueHra, NpYeMaiH
ecupTanonpaM 4 419 nainenTta, npueMany wiauedo, Ha TepanuiaTa ¢a OTFTOBOPHIINM CBOTBETHO 47,5% U
28,9%, a 37,1% u 20,8% cpoTBETHO Ca NOCTHIHANH peMHCHA. IlocTosHeH edexT e 61 HabmonapaH or
ceaMuua 1.

[ToanbpkaHe Ha ePEKTHBHOCTTa Ha ecumTanonpam 20 mg/aHeBHO e AeMOHCTpHpaHa B 24- go 76-
CEAMHYHO PaHAOMH3HPAHO NpPOYYBaHE 3a NOANBPXKAaHE HA €DEKTHBHOCTTA NpH 373 nalMeHTa, KOHTO
Ca OTTOBOPHIIH Ha TeparHATa Npe3 MbPBOHAYAIIHOTO 12-CeMHYHO 1e4eHHe NPH OTBOPEHO NPOYYBAHE,

ObcecusHo-KOMNYACUBHO PA3CMPOICMEO

[Ipy paHAOMH3UpaAHO, NBOHHO-CNIANO KIMHWYHO NpoyvBaHe 20 mg/neH eCUUTANIONPaM € I0Ka3a
pasnuka ¢ wauebo no Y-BOCS o6 ckop cnen 12 ceamuun. Cnen 24 ceamunu xakro 10, Taxa u

20 mg/neH ecuMraionpam JEMOHCTPHPAT NMPEAUMCTBO B CpaBHEHHeE ¢ rutanebo.

[IpenorspaTsaBaneTo Ha penanc € Ouno nemoHcTpHpaHo 3a 10 ¥ 20 mg/aHEBHO eCLHTANQRDAR
MaLHEeHTH, KOUTO Ca PearHpaid Ha ecLMTalonpaM npe3 16-ceAMHYHO OTKPUTO NPOYYBE “n
MPOABL/DKHIM YYaCTHETO CH B 24-CEAMUYHO PAHIOMH3HPAHO, AIBOMHO CNAMNO, IaLedg
NpoYyUBaHe.




5.2. PapMakOKHHETHYHH CBOHCTBA

A6copbiiusa

AOcopOuMATa € MOMTH NbJIiHAa M He 3aBHCH OT NPHEMA Ha XpaHa (CPEAHO BPEMETO RO AOCTHraHE Ha
MaKCHMAJIHH KOHLIEHTpalH (cpeaHo Tmax) € 4 4aca ciea MHOroOKpaTHO upwioxkenue). Kaxro npu
palieMHYHHS UMTAN0TNPaM, abcomoTHaTa OHOHAIMYHOCT HA €CLMTAIONDPaM ce o4aksa Aa e okono 80%.

Pasnpenenenue
OGeMbT Ha pasnpepeneHue (Vd,p/F) cnen nepopanHo mnpwioxkenne € okono 12 mo 26 L/kg.

CBBP3BAHETO ¢ ILTa3MEHHUTE NMPOTeHHH € noj 80% 3a ecuuTanonpaM U HEroBUTe MeTabOMHTH.

buorpancdopmats

EcimranonpaM ce Merabonusupa B uepHUA Apod n0 JeMETIIHPAHA H IH-IEMETHIKPaHH MeTaOoIHTH.
N neara merabonura ca ¢apMakonord4yHo akTUBHU. OCBEH TOBa a30THT MOXKE Ja C€ OKUCIH A0
MeTaboJIMTa a3oTeH okuc. H 0CHOBHOTO CheiMHeHHE, U METAOONMTHTE Ce eKCKPETUPAT YaCTHYHO MO
¢dopmara Ha TImokopoHHOU. Cnex MHOrOKpaTHO [JO3MPaHE CpeAHMTe KOHLCHTPAaLMH Ha
NEMETIWIHMPAHHTE K AH- OeMeTHAHpaHH MetabonuTd ca obukHoBeHo 28-31% u <5%, ¢hOTBETHO OT
KOHLEHTpaUuaATa Ha ecuuTanonpaM. buorpaHchopmalidsira Ha ecudTalonpaM OO0 ASMETHIHMPaHHSA
MeTaboauT ce mMenuupa npeauMHo ot CYP2C19. Ussecred npuroc morar aa umatr 4 CYP3A4 u
CYP2Ds6.

EnuMHHHpane

ENTUMHBAHHOHHMAT NOMyxkuBoT (t1/2,8) cnen MHOrokpaTHo ao3upaHe e okojo 30 yaca 1 nepopaTHHAT
masMeH KInpbHC (CI oral) e okono 0.6 L/min. OcHOBHHTE METaDONMTH WMAT 3HAYHTEIHO MO-ABJTBI
NOJTY>KHBOT. CUHTA e, Ue ecLUTasIoNpaM K OCHOBHUTE METaOOIUTH C€ CNUMHHHPAT KAKTO Npe3 YePHUA
apob Taka u gpe3 OubperTe, KaTO OCHOBHATA YacT OT R034Ta C€ OTAEN nox ¢popMaTa Ha MeTabonuTH
C YpHHATA.

JInHeHHOCT

QapMakOKHHETHKATa € NuHeapHa. CTallMOHAapHH IUIa3MEHHM HHUBA C€ JOCTHraT 3a OKOJIO 1 ceaMMila.
Cpeanure cTauMOHAapHH TU1azMeHHd koHueHTpauud ot 30 nmol/L (cpenno ot 20 go 125 nmol/L) ce
NOCTHraT TIpM AHEBHA 11033 oT 10 mg.

TlaieHTH B cTap4ecka BL3pacT (635 roagunn)
EcuyranonpaM v3riexaa ¢ce enMMUEHpa no-0aBHO NpH NAaLHECHTH B HANIpeAHala Bh3pacT B CPaBHEHHE

¢ muagu uHauBHAH. CHucremHaTa ekciiosuumsa (AUC) e ¢ okono 50% 1no-BHCOKO npH BBE3pPAacTHU B
CpaBHEHME ChC 37paBU MiIaaM J0OpOBOIHM (BXK. To9Ka 4.2).

HapyviueHa yepHoapobna QpyHkina
[Tpn napmeHTH ¢ N€ka A0 yMepeHa YepHoApoOHa HenocTaTbYHOCT (Child-Pugh xnacuduxauma, rpym

A u B), nony-xuBOTHT Ha ecurTanonpaMm € OW1 NpUOIH3HTENTHO ABA ITHTH NO-ALILI, 2 €KCIO3HLUMUATA
¢ 0koJ0 60% 110-BHCOKA, OTKONKOTO NPH cyOeKTH ¢ HOpManHa YepHoApoOHa QyHKiuA (BX. Touka 4.2).

HapyiiieHa 616peuHa QpyHKIHA
[Ipu paueMMYHHA UMTANONpaM ce HabmoAapaT no-AWTLI MOAY-XKHUBOT H MHHHMANHO YBEJIMUYEHHE HA

EKCITO3UIMATA NPH NauMeHTH ¢ HamaneHa Owbpeuna ¢pyHkumsa. (CLcr 10-53 ml/min). IInasmenure
KOHLICHTpalli¥ Ha MeTabOMKUTHTE HE Ca MPOyUYBaHM, HO MOTaT Aa OLIAT NOBHILIEHH (BXK. TOUKa 4.2).

HonuMopdpuasm

YcraHoBeHo e, e cnabu Merabonusaropd no orHomieHne Ha CYP2C19 umar apa
[UTA3MEHH KOHICHTPALMH Ha ECLIHTAIONPaM OTKOJIKOTO MONHHTE MeTabou3aTopH. Hy:
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5.3. IlpeaxnHHHYHH JaHHH 38 He30MaCHOCT

He e npoBexZaHa LUI0CTHA KOHBEHLIHOHATHA CXE€MAa OT NPEAKIHHHYHH NPOYUBaHMS ¢ €CLHATAJIONpaM,
Thii KaTO OO0EOHHABAUIMTE TOKCUKOKHWHETHYHH M TOKCHKONOTHYHH MPOYUYBAHHA ¢ €CLMTANONpaM H
LUTAIONPAM, MPOBEACHH NPH IUTHXOBE, ca foKa3any cxogeH npopun. ETo 3amo usnata uHopmaLys
338 IUTAIONPaM Moxe Ja 6bae ekcTpanoiaHpaHa KbM €CLIHTAIONPaM.

[Ipy cpaBHHTEIHH TOKCHKONIOTHYHM TPOYYBaHHA C MABXOBE, ECUMTANONpaM W LMTAIoNpaM ca
NpeIM3BUKATNM KAPAHOTOKCHYHOCT, BIIIOYMTE/IHO 3aCTOHHA ChpPAEYHA HENOCTaTBYHOCT, Clieh
NpPOBEJEHO JIEHeHHUE B NMPOABIDKEHUE HA HAKOJIKO CEAMHIM KAaTO €3 M3MOJI3BAHH JIOZHPOBKH, KOHMTO
npeausBHKBAaT U ofia TOKCHYHOCT. M3rnexaa ye KapAMOTOKCHYHOCTTA KOpenHpa ¢ MHUKOBUTE
[U1a3MEHH KOHLEHTpAlMM OTKOJKOTO ¢bC¢ cHUcTeMHo H3naraHe (AUC). TIluxoBHTe mniasMeHH
KOHHEHTpAaUHH Ha HUBO Oe3 edekT ca HaaxsupisaH (8 MbTH) TE3H, AOCTHUTHATH [IPH KJIHHHYHA
yniotpe6a, mokato AUC za ecuuranonpaM ¢ Owia camo 3 10 4 MBTH NO-BHCOK2 OT H3AraHeTo,
IOCTUTHATO TIPH KIMHM4HO M3non3BaHe. 3a umranonpaM AUC- cToiiHOCTHTE 32 S-eHAaHTHMOMEpa ca
OWIH 6 00 7 ITHTH NO-BHCOKH OT WINIAraHeTo, JOCTHIHATO NPH KIMHHYHO HM3Mnoi3saHe. HaxoakHre ca
Hali-BepOATHO CBBLP3aHU C TPEKANiCHO BJIMAHME BBbpPXY OHOT€HHHTE AMMHH, T.€. BTOPHYHO Ha
TbPBHYHMTE (papMakonoruuHu edexTH, koeto obycnaBid XeMOJWHaMUYHM edekTH (peayuMpaHe Ha
KOPOHApHMA KPbBOTOK) U ucxeMus. TOUHHAT MEXaHH3bM HA KAPIXHOTOKCHYHOCT NPH TUIBXOBE 0bave
He € gceH. KNHHHYHUAT OMMT ¢ LMTAJIONPaM H ONUTHT OT KIWHHYHH NPOYYBAHHA C €CLIHTAIONPAaM HE
NoKa3Ba, 4€ Te3M HAXOJKH MMAaT HAKAaKBa KIIMHHYHA BPb3KA.

[IpM NpoBEkKAAHE Ha JICICHHE 3a T0-ABATH NMEPHOAM C ECLIHTATONDPAM H LIMTAONPaM € HaboaBaHo
MOBHILEHO ChABbPXKAHHE Ha GOchHOIMNMUAM B HAKOH ThKaHy KaTo 651 apob, enuanaum 1 yepeH apod Ha
urpXxoBe. Haxonxure 3a enuauauM M dYepeH apod ca HabmoaaBaHH TPH MU3IIAraHE CXOAHO C TOBA Y
yosek. EdexTsT e ofpatuM cnen mpexparapaHe Ha nedenwero. IIpH xuBOTHM ¢ HabmonaBaHO
HaTpynBaHe Ha dochonumuan (fochonununoza) npu ynorpebara Ha peqHUa KaTHOHHH aMOHOIITHH
meaukameHTH. He e m3BecTHO nanu To3u deHomeH ce Habmoaasa ¥ NpH Xopa.

B eBOMOLMOHHOTO MPOYYBaHE 3a TOKCHYHOCT IIPU TUTBXOBE €3 HaMepeHH eMOPHOTOKCHYHH e(peKTH
(HamMasieHo Terjio Ha 1ioaa u o6parumMo 3a6apsHe Ha ocH(pHKaLMATA) NPK Hanarane B ycnosus Ha AUC
HAXBBPSIIO HITAraHeTO, AOCTHTHATO TIpH KIMHH4YHA ynotpeda. He e HaOmoaaBaHa noBuilieHa
yecToTa Ha MasndopMaumi. [Tpe- H NOCTHATAIHO MPOYYBAHE € NOKa3a10 HaMaJieHa MPLXHBASMOCT Npe3
NAaKTALMOHHHKA NEPHOJ MPH H3narase B ycaoBua Ha AUC HaAXBBPAMINO H3NAraHeTO, JOCTHIHATO NpH
KIHHHYHA YroTpeda.

JlaHHHUTEe TpH >KHBOTHH MOKA3BaT, Y€ LHTAIONpaM MNpead3BHKBA HaMaliBaHC HAa HHIOCKCA Ha
bepTHUAHOCT H HHIEKca Ha 3a0peMeHABaHe, HamalgBaHe Ha Opos Ha MMIUIAHTMPAHMTE 3aPOAMLIN H
MPOMEHH B CIIEPMaTa MpH €KCIIO3HLIMS, 3HAYHTENHO HAABHIIIABAILIA €KCIIO3HLMATA MPH Xopa. JInncear
OaHHH MPH XKHBOTHH 33 ECLIUTANONPaM, CBBP3aHH C Te€3H HAXOAKH.

6. ©®APMANEBTHYHU JAHHU

6.1. CnHchK HA NOMOHIHHTE BeIHeCTBRA

CopueBuHa Ha Tabnerkara:
MukpoxpucTansa 1eayiosa

CusuMes JHOKCU, KoslouaeH 6e3poaeH
Tank

Kpockapamenosa HaTpu#

Marxe3nes creapat

O6BuBka:
XHIpoMenosa
Maxkporon 400




Twurauos auokcuza (E 171).

6.2. HecbBMECTHMOCTH

He e npunoxumo

6.3. Cpok Ha FOAHOCT

3 roauHH

6.4. CuennanHH YCIOBHE HA ChXPaHeHHE

To3u nekapcTBeH NPOAYKT HE H3IHCKBA CNCUMANHH YCIOBHA HA ChbXPaHEHUC
6.5. BHA H cCHABPKAHHE HA ONAKOBKATA

brucrepu (npospautn): PVC/PE/PVAC/AnyMuHHesH GIHCTEPH B XapTOHeHa ONakoBka - 14, 28, 56, 98
TabneTky; eqMHUYHK J03H - 49x1, 56x1, 98x1, 100x1, 500x1 Tabrerku

Brucrepu (6emn): PVC/PE/PVAC/Arymunnesn GuctepH B KapToHeHa onakoska - 14, 20, 28, 50, 100,
200 Tabnetkn

OnaxkoBKH 3a TabJieTKH oT nonuerwuseH ¢ Bucoka mrsTHocT: 100, 200 tabnetku
He Bcuuky BUAOBE ONMAKOBKH Morar Aa OBJaT ITyCHATH Ha rna3apa.
6.6. CoenHa/HH DpeaAna3HH MepKk# APH HIXBLpJASHE

Hsama crientMajiHi U3HCKBAHUA

7. TPATEXATEJI HA PAZPENIEHHETO 3A YIIOTPEBA

Lundbeck Export A/S
Ottiliavej 9

2500 Valby

JiaHus

8. ITPUTEXATEJI HA PASPEIIEHHETO 3A TAPAJIEJIEH BHOC
“Bbecta Men” EOOJ, yn. "KsHuo Ckopues" Ne8, 5350 Tpasua, brarapusa

9. HOMEP HA PAZPEINIEHHMETO 3A YIIOTPEBA

PeructpauuoHeH HoMep: 20020663

10. JATA HA IHPBO PA3ZPEHIABAHE/TIOTHOBSABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

IlaTta Ha mepBo paspemasane: 01.08.2002

JlaTa Ha nocnenHo noaHoBABaHe: 25.05.2017 r.

11. JATA HA AKTYAJIMIUPAHE HA TEKCTA
12/2023




