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1. WMFE HA JTEKAPCTBEHUSATI JAVKT B, AAD ( Jos -/ . o
Tpwrico XR 150 mg rafnetkn ¢ YRIKCHO CCRODOX 1aRANE qubom e M , s
Y

Trittico XR 130 mg prolonged-release tablets

Tpuruio XR 300 mg rabnerxn ¢ YIBIKEHO OCROBOX 1ARAHE
Trittico XR 300 mg prolonged-release tablets

2. KAYECTBEH M KOJIMUECTBEH ChCTAB
Tputiko XR 150 mg rabaetkn ¢ yabaxeHo 0cBoOOX1aBake

Besika Tabnerka chabpxa 150 mg 17pa3o10HOB XHApoxaopHi (trazodone hydrochloride), cboTBeTCTBaLLH
Ha 136.6 mg Tpa3ojioH (trazodone).

Tputnko XR 300 mg Tabaetku ¢ ybakeno ocBobok/1aBatie
Besika TaGnerka chabpxa 300 mg Tpa3o0HoB xuapoxaopha (trazodone hydrochloride), coTBeTcTBallN
Ha 273,2 mg Tpa30/0H (trazodone).

3a NbJHKS CTUCHK Ha NTOMOUIHUTE BEILECTBA, BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupata Tabnetka ¢ yAbKEHO 0CBOOOX1aBaHe.

Tputnko XR 150 mg TabneTkH ¢ yIbDKeHo ocBoboxaBaHe
XbaTeHrkaBo-6exoBa huaMupaHa TabneTka ¢ AENUTENHa YepTa OT ABETE CTPaHH.

Tputuko XR 300 mg TabJeTKH ¢ YABIKEHO 0cBOOOXk1aBaHe
Bexopo-opatxeBa ¢uIMHpaHa TablieTka C JENUTENHA YepTa OT JABETE CTPaHH.

TabneTkara Moxe Ja Objie pa3jeieHa Ha IBE PaBHU J103H.

4. KJIMHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3aHUSI

JlenpecuBHH pa3cTpoHCTBa ChC/OE3 TPEBOXKHOCT.
Tputuko XR € nokazaH caMo npH Bb3paCTHU NALUEHTH.

4.2 L[ompomca H HAYHH HA NPHIIOKCHHE

Jlosuposka

Tabuerkara Moxe ja Onjie pasjiejiea Ha /B¢, 3a Jla ¢C OCHI'YpH MOCTCHCHHO llORlllll.llldllL‘ Ha
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Ipenopuunresnara navainia josa ¢ 150 mg seurmi juienno, Jozara Moxe i Oviie yne
mg/unenno (nojosui rabuerka ot 150 mg) na peekn TP ALK (rocruraitki 225 m /(Blv{‘l,l
YCTBLPTHSA JICH OT TEPalusTa) JIo Makcumym 300 mp/utensiio, }s‘_ wm{




B HSKOM CJIyuan HauannaTa j103a MOXC /1 Ob/ie navanena wa 75 mg/nnenuo (nonopun Tabnerka otl50

mg) C NOCTCNCHHO YBCJIHYABAHC ChC 75 mg/anesno (nonorun tabnerka ot 150 mg) Ha BcekH TPH AHH, 10
makcumym 300 mg/neBHO.

Cmapuecka gv3pacm
Tlpn naumenTH B CTApyecka Bb3PacT H HEMOIIHH NAMEHTH, NPENopbuHTENHATa ThPBOHAYAHA 1032 €

HamaneHa 10 75 mg AHEBHO, pa3/ie/ieHa Ha HAKOIKO IPHEMa HITH KaTo eIHOKPaTHa /103a BE4ep (BK. TOYKA
4.4). Jlozata Moxe /1a Ce TIOBH1IaBa NOCTENEHO, KAKTO € ONIHCAHO NMPH Bb3PACTHH, MOJ HabntoneHue
ch0OPa3HO MOHOCHMOCTTA H erKacHOCTTA.

ITeduampuyra nonynayus

Tputnko XR He TpsbBa na ce u3non3sa np1 NaluMeHTH Ha Bb3pacT MoA 18 roauuu. bezonacHocTTa
TPH TE3H NalMEeHTH BCE OlIE HE € YCTaHOBEHa.

YepHoopobHu HapywieHus

Tpa30/10H MPETLPNSABA EKCTEH3MBEH METAb0IN3bM B UepHHs Apob (BX. TOUKa 5.2), ¥ CBLIO Taka ce
CBBP3BA C XENATOTOKCHYHOCT (BX. Touka 4.4 u 4.8). Cneposarenno TpHTHKO XR TpsibBa ga ce
MPEANHCBA C BHAMAHWE NPU TAlMEHTH C YepHOAPOGHH HapylleHHs, 0COBEHO MpH TEKKa

yepHoapoOHa HelocTaTb4yHOCT. [leproauuHo HabMoAeHHe Ha yepHOApoOHaTa QyHKLMSA TpsbBa 1a ce
¥Ma NpeaBha.

Bvbpeynu napywenus
OO6MKHOBEHO He € HeoOXOAMMO KOPMTMpaHe Ha [03aTa, HO Ce M3UCKBa BHUMaHME IPH MALHMEHTH €

Texka 6bOPeuHa Hel0CTaTbYHOCT (BX. TouKa 4.4 1 5.2).

HauuH Ha npuioxeHue

Tabnetkure 'rpx613a Jla ce pyueMar Ha IrjiagHo ¢ 4aiua BOJIa, BEHbXK JHEBHO, BEUEpPTa HUJIH NIPEAH JISITAHE.

Ta6rneTkuTe He TpsOBa [a ce pasTPoIaBaT UM IbBYAT, 32 J1a CE OCHTYPH yABIDKEHOTO 0cBOOOXIaBaHe Ha
JIEKApCTBOTO.

4.3 IIpoTHBONOKa3aHUs

CBpbXUyBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO I KbM HAKOE OT IIOMOLIHHTE BELIECTB, 130pOeHH B
Touka 6.1.

AUIKOXOJIHA HHTOKCUKALWS M MHTOKCHKALIMA C XMITHOTUYHH JIEKapCTBa.

TexbK HHPAPKT Ha MAOKapAa.

4.4 CneuyajHu npegynpexiaeHus H Npeanasiu MepKH npu ynotpeba

[leauatpyuyHa nonynaius

Tpuruko XR He TpsGBa /1a ce U3M0JI3Ba OT JIella U IOHOLIK Ha BE3PACT M0A 18 roanuu. B KIMHUYHO
npoyyBaHe No-4ecTo ce HalJlio/aBa CyHUUIHO NOBEACHHE (omuT 32 caMoyOMHCTBO W TIaHUPAHE HA
camoy6uiicTBO) ¥ BpaX/eOHOCT (PeAMMHO arpecHBHOCT, OBEACHHE Ha IPOTUBONOCTABSHE H THAB) TPH
Jlelia ¥ IOHOLLY, JIEKyBaHM C aHTHENPECAHT, OTKOJIKOTO MpPH MAUMEHTH, NpueMallin nnaue6o. Ocpen
TOBA JIMIICBAT JAAHHM 32 JUbJIrocpoYHaTa 6e30MacHoCT NpH Jela M NoJpacTBatlid OTHOCHO pacTexa,
CL3PABAHETO M KOTHUTHBHOTO M I10BE/ICHUECKO Pa3BUTHE.

CMylLeHus 1Ipy TecTBale Ha ypuiia
I1py MMyHOAHAIN3H, M3110JI3BAIN 32 CKPUHMIT HA HAPKOTHLM B ypHHara, Kpberocata pe
MeTaboJuTa Ha Tpasosol-Mera-xjopodenuinunepasui (M-CPP) ¢he CTpyKTYpHO 10)
mmoken-metamperamun (MDMA, ekcrasn), moxe jia jlopejie 10 (anunna Mo3HTHB
IpenopbUMTENIHO € B TE3H CllyUan JIa lie CC B3EMAT pellielins, OCHOBanu eAMHCTBeH
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"]'lPC}lﬂOﬂﬂl‘ﬂCMMTC NOAOKUTCAHN PEIYJITATH OT CKPUHUHTOBU HUMYHOAHANTHU3H, a 12 C€ W3BLPIIH aHAJTH3

3@ NOTRBPK/ICHAC YPC3 TCXHUKNTE Ha Mac CnexkTpoverpus (MS) unu anrepratusro f1a ce H3MON3Ba TeYHA
xpomatorpapusi-Tan/IcM Mac cnexrpoverpus (LC- MS/MS).

Camoy OuiicTBO/CY ML/ IHI MHCH HJTH KJIMHUYHO BJIONIABAHE

Jlenpecusita ¢ CRHP3aNa ¢ MOBUINCH PUCK OT CYMIIH/IHU MUCITH, CAMOHapaHsgBate H caMmoybuiicTBo
(cHONTHA, CRBP3AHN ChC caMoyOuiicTBO). PUCKBT CHIECTBYBA J10 IOCTHraHE Ha 3HAYHMA PEMHCHA. Toit
KaTO N0106PCHIC MOYKE /1a He HACTBITN IIPE3 IMHPBUTE HAKOJIKO CEIIMHILK HITH MOBEYE OT Ha4anoTo Ha
NCYCHNETO. NAIIMCHTHTE TPSOBA BHUMATEIHO /1a ce HabIo/1aBaT 1o nosBata my. KAMHUUHHUAT ONHAT
nokasBa, ue PUCKLT OT caMoYOHACTBO MOXE J1a HapaCHe NPe3 paHHHTE eTark Ha Bb3CTAHOBHTETHUA
nepHoL.

M3BecTHO €, ue NalMenTH ¢ aHaMHe3a 3a CHOMTHS, CBbP3aHH ChC CaMOYOHHCTBO HIIH MOKa3BaLLH B
3HAUNTENHA CTENCH CYMILIMIHM MHCIIH, TIPE/IH 3a1I0UBaHE Ha JIEYEHHETO Ca H3/OKEHH Ha MO-BHCOK PHCK
OT CYHILAIHM MUCIM MM ONUTH 3a caMOyOuiicTBo M TpsibBa fa GbaaT Habio1aBaHK BHUMATEIHO 11O
BpEMe Ha NeueHneTo. MeTa-aHain3 Ha KOHTPOJIMpaHH ¢ uialebo KIHHHYHK NpoyYBaHHA Ha
AHTH/ICTIPECAHTH NPH Bb3PACTHU NALMEHTH C ICHXHYHH Pa3CTpOiCTBA 0Ka3Ba MOBHILIECH PUCK OT
CYMLIMIHO TIOBEJICHNE NPU NALMEHTH N0 25 rOJMLIHA Bb3PACT, JIEKyBaHH C aHTHACMPECAHTH, B
cpaBHeHue ¢ nanedo.

JlekapcTBeHaTa Tepanus Tps6Ba a ce ChIIbTCTBA ChC CTPOro HabIIOAEHHE Ha MALMEHTUTE | B HACTHOCT
Ha TE3H C NOBULIEH PUCK, 0COOEHO B HAYAJIOTO Ha JIEYEHHETO U ClIel IPOMEHH B 103aTa. [Maunentn (4
Te3m, KOUTO Ce FPUIKAT 3a TAX) TpsAbBa Aa ObAaT NpeynpeeHu 3a HeoOX0AUMOCTTa OT HabmoaeHHe 3a
BCCKM NPU3HAK Ha KIMHMYHO BJIOLIABaHE, CYULIMHO NOBEACHHE HIIH MUCIIH, H HeoOMYaiHU POMEHH B
[I0BEICHUETO, KAKTO U He3a0aBHO Ja OTHPCAT KOHCY/ITALMS C JIeKap, akO TaKMBa CHMITOMH CE IOABAT.

3a MHUHMMM3HMpaHe Ha MOTEHUUATHUS PUCK OT OIIMTH 3a CaM0y6HﬁCTBO, 0co0eHOo B HA4YaJIOTO HA
JIeYEHUETO, CJIe/iBa ia Ce NMPEANUCBAT CaMO OrpaHHY€HH KOJIMYECTBa TpHTPIKO XR.

[IpenopbyBa ce BAUMATEIHO 03MPaHe U PEJOBHO NPOCIIEASIBAHE HA MALMEHTH ChC CIIEAHHUTE

32007151BaHuUs:

- Enunencus, no-crielMaiHo fia ce u36srsa psA3Ko yBenn4aBaHe WIIM HamansiBaHe Ha 103aTa;

- [auueHTH ¢ YepHOAPOOHa 1K GBOPEUHa HEOCTATBYHOCT, 0COOEHO TEXKKa;

- [MauresTH che ChpeuHH 3a00BaHUs KATO AHTMHA IEKTOPHC, HapyLIeHa TPOBOJUMOCT UK
pasnMyHa creneH Ha AV 610K, CKOpOLIeH MH(papKT Ha MHOKap/a;

- XunepTUPEOHIU3bM;

- Hapy1ieno ypuHHpaHe, kKaTo Xuneprpodus Ha pocrara, Makap npob/ieMH fa He Ce O4aKBaT, Thil
KAaTO aHTUXOJIMHEPTHYHUAT epeKT Ha TPa3o/0Ha € HE3HAUUTEIEH;

- OcTpa 3aKpUTOBIbJIHA [1ayKOMa, IOBUILIEHO BHTPELIHO-0YHO Ha/lsraHe, MaKap 4e ChLUECTBEHH
y3MeHeHHs He ce 04YaKBarT, opaJi He3HAUUTENH!s aHTHXOMMHEPrUyeH eeKT Ha TPa30J0Ha.

INpu nosBa Ha XbJTeHNLA NeuenreTo ¢ TpuTuko XR cniesisa /1a ce npeycTaHOBH.

IIpueMbT Ha AHTHAETIPECAHTH OT NAUMEHTH C IM30(QPEHMs UK APYTH [ICUXOTHUHM 3a00IsBAHHS MOXE
Jla IPYYMHHM BJIOLIABaHE Ha ICHXOTHYHUTE CUMITOMH. [lapaHoMiHKTE MMCIIM MOXE Ja ce 3acuasT. [1o
BpEME Ha JIEYEHHETO C TPA30/I0H JIeNpecuBHATa (haza MoXe J1a CE IPOMEHU OT MaHHAKAIHO-JeNPECHBHA B
MaHuakanHa. B o3y ciyyaii npuembT Ha Tputuko XR TpsbBa fa ce npeycTanoBu.

Onucany ca B3auMOo/IeiiCTBHSA 110 OTHOLLIEHHKE Ha CEPOTONMHOB CHHAPOM/3JI0KAUECTBEH
CHUH/POM B cllydail Ha ChIIbTCTBALIA yoTpeba Ha Jipyry BelecTsa ¢he CEPOTOHHHEPTH
Karo Apyrd arujenpecanti (Hanp. rpuimranuny anruaenpecanti, SSRI, SNRIu M



peakuus(BX. TOYKH 4.5n4.8).

Twit KaTO arpanynolunTo3aTa MOXe 11a ¢e NPOSBU KIHHUYHO C FPUTONOA06HH CHMITTOMH, Bb3IMaJIEHO
BP0 U TPECKa, B TC3H cayyan ce npenopbusa U3CiejBaHe Ha XeMaToJlorusaTa.

Cpo0O11aBa ce 32 XUTNIOTOHHUS, BKJIIOUUTETHO OPTOCTaTHYHA XHITOTOHUSA W CHHKOT npy NalHeHTH,
npuemailin TpasoA0H. CBHIbTCTBALOTO TIpUEMaHe Ha JiekapCcTBa 3a MOHHWXaBaHe Ha KpbBHOTO HajlAraHe u
Tpa3ol0oH MOXC Jla M13UCKBA HaMaJIiBaHE Ha J103aTa Ha aHTUXUINEPTEH3UBHOTO JIeKapcTBO.

an nauMeHTUTE B HaNpeaHana Bb3pacT No-4€CTO MOXKE Jia c€ MposABAT OpTOCTaTW-IHaTa XHUIMOTOHHUA,
CBHHJIMBOCT, KAKTO W APYTM aHTUXOJUHEPTHYHH e(beKTl/I Ha Tpa3oA0H.

ﬂpenopwaa ce NMOBUILIEHO BHUMAHHUE TNIPU NMALUUEHTH, NPHEMALLH CEPOTOHEPTrHYHH cpe/acTBa KaTo
Tpa3old0H €JHOBPEMCHHO C aHTUKOAryJIaHTH W/umnm aHTHArperaHTH, KakTo H MpH NauHeEHTH C U3BECTHA

CKJIOHHOCT KbM KbPBEHE.

CrieanHo BHUMaHKe cliefiBa a ce 00bpHe Ha Bb3MOXKHOCTTA 3 JI0MBJIHHTETHH eexTH MpH
CLIBTCTBALLO JIeueH e, KaTO HarpHMep C APYTH NICHXOTPOIHH WJIH aHTHXHIEPTEH3HBHHU CPEA
MM HAIMYKETO Ha PUCKOBH (aKTOPH KaTO ChIBTCTBALLO 3a60/1sBaHe, KOETO MOXE J1a BJIOLIH Te3H
peakiiaH. [[penopbUHTENHO € NaUHEHTBT/G0THOrIe/1a BT Aa € HHMOPMHPaH OTHOCHO BB3MOXKHOCTTA 32
TaKWBa PeaKllui 1 BHUMATENHO Jla ce Hablio/laBa 3a TaknBa ecbeKTH MpH 3anouBaHe Ha JIEYEHHETO,

Mpeau u cien BB3XOSLOTO TUHTPUPAHE Ha 103aTa.

CTBa, UK

Cnen neuexue ¢ TpVITVIKO XR, 0c00eHO aKo € NpOABJKUTETHO, CE npenopr4Ba [OCTENEHHO HaMaJIsiBaHE

Ha [o3ara Cc orjiell MMHUMHU3UpaHe Ha CHMIITOMHUTE Ha OTHEMaHe, XapaKTepu3Hpalll Cce C rajicHe,
rnasobonue U HEpasnoJIoKEHHE.

Hsma cBeneHus 3a IpUCTpacTsABaHE KbM Tpa3oAO0HOB XUAPOXJIOPHUA.

Kakrto npy APYTHUTE aHTUJENpPECaHTH, UMa Clly4ad Ha YABJDKaBaHE Ha QT-HHTepBaHa, MakKap ¥ MHOI'O
pEIKH. HpenoquBa ce BHUMaHUe IpH NpeANnUCBaHETO HA TpHTPlKO XRec JIEKApCTBEHH NIPOAYKTH, KOHUTO
YAbJDKaBaT QT-HHTepBaHa. TpHTHKO XR cnenBa a ce U3moi3Ba BHUMATEJIHO OT NalMEHTH C JIOKa3aHH
CbpACYHOCHI0BH 3a00JIIBaHUs], BKJIFOYMTEIHO TaKUBa, CBBP3aHU C yAbJDKaBaHE Ha QT-HHTCpBaJ'Ia.

Mounure uuxu6uTopu Ha CYP3A4 Moxe [1a IPHYUHAT NOBHUILIABaHE HA CEPYMHHTE HHBA Ha TPa30/10Ha
(k. Touka 4.5).

KakTo ipyrH JiekapcTBa ¢ aia-aJpeHoNUTHYHO ACHCTBHE, TPA3OJOH MHOTO PAAKO BOAH /10 MPHATH3LM.
Toii ce NeKyBa C HHTPaKaBEPHO3HO MHXEKTHpaHE Ha anda-aHApeHepruueH areHT KaTo Harp.
afpeHanuH ni merapamunol. ChobliaBa ce, obaue, 32 HHAYLKpPaH OT TPa30JOH NPHANK3bM, KOHTO €
HAJIOXKMJI XMPYPriUyHa HHTEPBEHIUS MK € J0BEI 0 IEPMAHEHTHA CeKCyallHa aucdyHkuus. [lanueHTH,
KOMTO Pa3BUBAT Ta3¥ HeXelaHa peakuus, Tps6Ba He3abaBHO /1a MPEYCTAHOBAT NPUEMA Ha Tpuruko XR.

ToBa JiekapcTBO ChIbPXKa 0-MaJiko OT 1 mmol Hatpwii (23 mg) Ha TabJIeTKa, T.€. MOXE 1 Ce Kaxe, 4e
NIPAKTHYECKH HE ChbPXKa HATPHH.

4.5 BsaumojeiicTBHE ¢ APYTH JeKapcTBeHH IPOAYKTH U APYTH GopMH Ha B3aHMO/eHCTBHE
Obwu: CenarnHure eeKTH Ha aHTUIICHXOTHLIUTE, IIPUCITUBATETIHUTE, YCIIOKOUTEIIHHTE,

AHKCHOJIMTHLIMTE M AHTUXMCTAMUMHOBUTE JIEKapCTBa MOXE Jia CE 3aCHJIAT,; B TaKkuBa Cjiyd
HaMaJisiBaHe Ha ji03ara.

MeTa6on3upaHeTo Ha aHTHCTIPECAHTHTE CE YCKOPSBA NOpajid YePHOAPOOHHTE €
KOHTpaLENnTHBH, peHnTouH, Kapbamasenun 1 GapGurypard. MeraGonu3npaHeTo H



BBH3NPENATCTBA OT LIHMCTHINHA W HAKON JIPYT'H AHTUIICUXOTHYHH JIcKapCTRa

Hixubumopu na CYP3A4: Vscnenpannsta 3a MetaGoam3ma na iekapcTBOTO in vitro 11okassart, 4e
CBIICCTBYBA MOTEHIINAJ 3 ICKAPCTBCHH B3aUMONICHCTBUSA, KOraTo TPa3ojloH Ce jlaBa C uHXHOHTOPH HA
CYP3A4, KaTo epUTPOMHUIIMH, KETOKOHA30J1, HTPAKOHA30J1, pUTOHABHD, HH/IHHABHD H teda3o/IoH.
Buamoxno e uixubutopure Ha CYP3A4 na npuuunsT 3nauyutenHo ropuiliapate Ha ria3sMeHHTe
KOHLUEHTPALlK Ha TPa3oaoH. OT u3cneBaHus in vivo na 31pasu 106pOBOJILH € MOTBBPICHO, He
PUTOHABHP B /1032 OT 200 mg /iBa MbTH HEBHO NOBHINIABA NIA3MEHHTE HHBA Ha TPa30/I0H MoBeye oT /1Ba
NBTH, NPUYMHSBANKN TalicHe, IPUTIAZIBIM H XHTTOTOHHS. AKO TPa3o/IoH ce H3r0/138a C MollleH HHXHOUTOP
na CYP3A4, no3ata Ha Tpa3oj0Ha ciiejiBa a ce Hamanu. Korato € Bb3MOXHO, CBITLTCTBALLMAT MPHEM Ha
Tputnko XR 1 mownn naxubutopn Ha CYP3A4 cnesa na ce u3bsraa.

Kap6amasenun: ChIbTCTBALMAT PUEM BOJM /10 HAMAJICHH M1a3MEHH KOHLEHTpALIHK Ha TPa30J0H.
ChuITbTCTBALIOTO H3M0N3BaKe ¢ kapGamasenut 400 mg JAHEBHO € 10BEJIO [0 MOHKWKAaBaHe Ha J1a3MEHHUTE
KOHLIEHTpPALMK Ha TPa30/I0H U HETOBHS aKTHBCH MeTaboMHT M-XJI0pO(eHHIINHIEPasHH, CHOTBETHO CBC
76 % 1 60 %. TlauueHTHTE Cle/iBa 1a ce HabJIioAaBaT BHUMATENHO, 32 Ja Ce BUAH Aaji HE e HeobxoanMa
110-BHCOKA /1032 TPa30JI0H.

TpUyuKIuYHU QHMUOENPECanmu: ChITbTCTBALLMSAT PUEM CJle/iBa J1a Ce H36sArBa nopafn pucK ot
p3auMoneiicTaue. Jla ce cleliu 3a CEpOTOHMHOB CHHAPOM U ChpAE4YHOCHA0BH HexenaHu eexTH.

@ryokcemun: Co0ILaBa ce 3a PEIKH Cly4au Ha NOBUILEHH [1a3MEHH HMBa Ha TPa30JI0H H
HeGNIaronpusATHH eeKTH IPH KOMOHHMPaHE Ha TPa3oJIoH ¢ aIyoKCETHH - HHXUOMTOP Ha CYP1A2/2D6.
MexaHu3MbT Ha (apMaKOKHHETHYHO B3aMMOJICHCTBUE HE € HAMIBJIHO H3YHCH. He e u3k04eHOo
(bapMaKoJIMHAMM4HO B3aUMOJEHCTBHE (CCPOTOHNHOB CHHIPOM).

Hrxubumopu Ha MOHOAMUHO8AMA OKCUOA3d (MAOI): Bb3MOXHH Ca B3aMMOACHCTBHS C HHXHOUTOPHTE
Ha MOHOAMHHOBATA OKCHZa3a. Makap HSKOM Jiekapu 1a KOMOMBHpAT /IBETE JIeKapCTBa, CBIIbTCTBAlIATA
ynotpe6a Ha Tputuko XR ¢ MAOL nim 10 1BE CCAMHLIA CIIEA npekparsBaHe Ha [IpdeMa Ha TE3H
JlekapcTBa, He ce npenopbusa. He ce npenopbisa U NpUeM Ha MAOI 10 enHa ceaMuLa Clie
npekpatsiBaHe Ha JedeHueTo ¢ TpUTHKO XR.

Ilepopantu aHmMuKoAzy aHMY U/ UL GHMUAZPESAHMU. Psiako ce cpoOlaBa 3a NPOMEHH B
AHTUKOATYJIaHTHH DYHKLMH (1aBOpaTopHH CTOHHOCTH W/WIIA KJIMHAYHY IPU3HALM U CHMIITOMH) C
IIOBHILEHO KbPBEHE.

Denomuasuny: HabJo1aBaHa € TeXKa OPTOCTATHYHA XMIIOTOHMSA MU CHIBTCTBALL IPUEM Ha
(heHOTHa3MHH, KATO HAIp. XJIOPNPOMA3uH, hrydeHasnH, 1eBOMENPOMasuH, nepdeHasuH.

Anecmemuyu/ myckynnu penaxcanmu; TpasoloH XMJPOXJIOPUA MOXKE J1a 3aCHIH edexTutTe Ha
MyCKyJJHUTE PENaKCAHTH M IETIMBUTE aHECTETHIIH, 3aTOBA B TAKHBA CIlyHau ¢ HEOOXOMM Mpeanasius
MOAXOA.

Anxoxon: TpasoJion 3acuiiBa ceflaTHBHUs edexT Ha ankoxoa. [Io Bpeme Ha Jeerue ¢ Tpuruko XR,
yrotpe6ara Ha ankoxoJl clie/iBa ia ce u30srea.

Jlegodona: AHTHIETIPECAHTHTE MOTAT /1a YCKOPAT MeTaboNM3Ma Ha JIeBOJona.

Hpyeu
ChbIrbTCTBALIATA YIOTpe6a Ha TPA30A0H C JIeKapcTBa, KOMTO J10Ka3aHo yab/kasar Q.
/12 TIOBULIM PUCKA OT BEHTPUKYJIapHu aput™uH, Biiiountenno Torsade de Pointes.

HeoOX0/IMMa NPE/NasiMBOCT 10 OTHOLICHHE Ha ChIIbTCTBALIATA YIIOTPEDa Ha Te3n
XR.



Toii KaTO TPA30OJ0H € MHOTO C1ab MHXMOUTOP Ha obpathus 3axBat Ha HopajipeHanuHa H He MOAM(HLIMpa

pe%KUHﬂTa Ha KPbBHOTO HajIiraHe KbM THPaMMH, HE ce oYyakBa J1a 1oBJiMsie BbpXY XWMOTEH3HBHOTO
JEMCTBUE HA I'YAHCTHAMHOBUTE ChEAUHECHUS. Hscne)manuﬂ BbpXY ﬂ360paT0pHH KHBOTHH, 063‘{6, couar,
ye TPaao30H MOXE 218 BL3NPENATCTBA [TOBEYETO OT OCTpUTE e(beKTM Ha kioHuanH. [1o oTHOlIEHHE HA

ApyTH BHA0BE JICKAPCTBA 32 JICYCHUE HAa BUCOKO KPhBHO Hallsrane TpsiOBa jia ce 0TYMTa Bb3MOXKHOCTTA 32
NOTEHUMPaHe, Makap /a He ce chobl11aBa 3a KIMHUYHU B3auMOeHCTRHS.

Hexenanute edpeKTH MOTaT 1a GbaT N0-4ECTH, KOraTo TPpa3ojioH Ce MPHeMa ChITHTCTBALLO C POLYKTH,
CbAbPXKAILM KBIT KaHTApUoH (Hypericum perforatum).

Cbob1aBa ce 3a POMEHH B IPOTPOMOMHOBOTO BpeMe MPH NaLUEHTH, IPUEMALLH CHITBTCTBALIO TPa30A0H
1 BapdapuH.

ChITbTCTBAILMAT NPUEM C TPA30JOH MOXE Jia IPUUMHH NOBHLLABAHE HA CEPYMHHTE HUBA HA AUTOKCHH
win GenurouH. Ipy Tasu nauuMeHTH e Heo6X0aUMO NpocieasBaHe Ha CEpYMHUTE HUBA.

4.6 ®epTHIHTET, GPEMEHHOCT U KbpMeHe

bBpemeHHOCT

Heronsim 06eM naHHy 3a GpeMenHu skenu (o 200 ciydast Ha 6peMEHHOCT), Ip1ueMalll TPa3odOoH, HE
TI0Ka3BaT HeXXeNaH! eeKTH Ha TPasoLOH BbpPXY OPeMEHHOCTTa MM (eTaiHa/HeoHaTalHa TOKCHYHOCT.
Jlunceat Ipyry enuaeMUOIOrHYHHU AaHHHU. [IpoyuBaHusTa NPy KMBOTHH HE MOKA3BaT MPEKH HIIH
HENpeKU BPeHU eeKTH, CBbP3aHu ¢ OPEMEHHOCTTa, PA3BUTHETO Ha eMOpHOHa/TII0/a, PKAAHETO UITH
[I0CTHAHAJHOTO Pa3BUTHE IIPH TEPaNeBTHUHHU 03U (BX. TOUKa 5.3).

Heobx0AMMO € BHUMaHHE TIpH NpeanucBaHeTo Ha TpuTuko XR mpu 6pemennn xenu. Korato Tputuko
XR ce npuema 10 pakAaHeTo, HOBOPOJIEHUTE TpsOBa /1a ce HaOJlioaBaT 3a NosABaTa Ha CUMIITOMH Ha
OTHEMaHe.

Kbpmene
OrpaHHYeHUTE JaHHH [I0KA3BaT, Ye TPa30J0H Ce eKCKPEeTHpa B KbpMarTa NpH XOpa B HUCKa CTENeH, HO

HUBATA HA AKTMBHHTE MeTaGONMTH He ca M3BeCTHM. [lopagu OrpaHMUYEHHTE JaHHH, TpsibBa ja ce
B3eMe pellleHHe Al Jla Ce IPOABIIKH/IPEyCTaHOBY KbPMEHETO MM NIPOABIDKH/TIPEY CTAHOBH Tepanusra
¢ Tpuruko XR, KaTo ce B3eMaT NPeJIBHUJ 110J13aTa OT KbPMEHETO 3a IETETO U M0JI3aTa OT TepanHsTa
Tputuko XR 3a xeHaTa.

4.7 EdexTn BbpXy cnocoGHOCTTa 33 modupane H paboTa ¢ MALIHHK

Tputuko XR 1Ma c1ab0 WIIH yMEPEHO BIUSHHE BBPXY crnocobHOCTTa 32 WodupaHe U paboTa ¢ MalLMHH.
[NanpuenTuTe TpS6BA a2 BHUMABAT NpH WodupaHe Wik paboTa C MALUKHK, JOKATO CE YBEPST, Y€ HE
M3NKUTBAT CHHJIMBOCT, CEJalHus, 3aMasiHOCT, 00bPKBAHE UIIM 3aMBIJIEHO 3PEHHE.

4.8 HexenaHH JeKaPCTBEHH PeakIHH

C10611aBa ce 3a Cllydad Ha CyHLIUAHH MUCIIM U CYMUMHO TIOBEJCHHE [0 BPEME Ha JIEYEHHE C TPa3OJ0H

WJIM CKOPO CJIE/L CIIMpaHe Ha JIeYeHUeTo (BX. Touka 4.4),

HabJo/1aBat 1 MpyY NauMeHTH, NOAJNI0NKEHH Ha TEpanus € TPa3oAOH.




MedDRA - 6a3a nannn ua CHCTEMO-Opranuy

Knacose

Hapywienns Ha kpbBTa i iuMduata cucrema

HapylueHns Ha uMynHaTa cicTema
HapyeHnus Ha eniokpiiHaTa ciucrema

Hapyuenns na meraGonuama u xpanenero

* Hemnsmectna yecToTa (He Moxe f1a Objie
OIECHEHA OT HATMYHUTE JIaHHH)

JlMckpasus Ha kpbBTa (BKITIOUHTENHO
arpaHyJioLuTo3a, TpOMOOLIMTONEH S, €03HHODHIIHS,
JIEBKOTEHHS 1 aneMpm)

/\neprwmu peakuuu

CHHIIpOM Ha HEaJIeKBaTHA CEKpeLHUA Ha
AHTHIMYPETHYHHSA XOpMOH

XunoHatpremus', 3ary6a Ha Terso, aHOpeKCHs,
TIOBHIIIEH AMETUT

[TcuXu4HU HapyleHus

CyHUMIHN MUCIH MM CYHLIMHO TOBEAEHHE

(BX. Touka 4.4), cbCTOSAHUS HA 0OBPKBAHE,
Oe3chHue, e30pHEHTALUs, MaHHS, TPEBOXKHOCT,
HEPBHOCT, Bb30YAMMOCT (MHOIO PS/IKO
BJIOLLIABALLA Ce JI0 JeTUPUYM), HATYAHOCT,
arpecvBHU peaKlyH, XalloLMHaL1H, KOWMAapH,
TMOHMXaBaHe Ha TMOMAOTO, CHHAPOM Ha OTHEMaHe

HapyuieHust Ha HepBHaTa cucTeMa

CepoTOHHHOB CHHPOM, KOHBYJICHH,
HEBPOJIENTHYEH 3JI0Ka4€CTBEH CHH/IPOM, 3aMasiHOCT,
BHEHE Ha CBAT, [MaBOOOJIHE, CHHIMBOCTZ,
6€e3M0K0CTBO, MOHMKEHA OAUTENHOCT, TPEMOP,
3aMBIJIEHO 3peHHe, HapylIeHUs Ha NaMeTTa,
MHOKJIOHYC, U3pa3eHa adasus, napecTesus,
JMCTOHMSI, TPOMSIHA Ha BKyca

CbpaeuHy HapyLIeHUs

Copreuna aputmus’ (BkmountenHo Torsade de
Pointes, nannuTauuy, npexaeBpeMeHHH
BEHTPHUKYNapHU KOHTPAKLIMH, BEHTPUKYJIAPHU
KYIUIETH, BEHTPHKYJIapHa TaxUKapus, Opaaukapaus,
taxukapaus, EKI™ abHopmanHocTu (ynbinkaBaHe Ha

QD)

Cb10BM HapyLIeHHs]

OpTOCTaTH'-[Ha XHUIIOTOHHUS, XUIIEPTOHMA,
Nnpunaaply

PecniupaTopHH, IPbIHH U MEAHACTHHAIHH
HapyLIeHHs

Ha3anna koHrectus, 3aTPYAHEHO JUILIAHE

CTOMallIHO-YpEBHH HapyLIEHHUs]

[ajiene, OBpBLIAHE, CyXOTa B YCTarTa, 3alek,
JIMapys, JUCIIENCHs, CTOMAaLIHa 60JIKa,
racTPOEHTEPHUTH, YBEIMUEHO CIIOHOOT/ENSHE,
napajuTHYEH Ueyc

XenatoOunapHy HapylIEeHHs]

HapyiuieHus Ha yepHOapoOHaTa QyHKIKUS
(BKJIIOUHMTENHO XKBJITEHULA U XENATOLENyapHH
YBpeX/aHus)*, HHTpaxenaTaaHa XoJecTasa

Hapyenus Ha koxara U IIOAKOXHATa ThKaH

Koxen o6puB, npypuTyc, XUnepxuaposa

HapyuieHns Ha MycKyJIHO-CKEJIETHAaTa CHCTEMa
M CbeIMHUTENHATA ThKaH

Bonku B kpaitnuuute, 605KkH B rbpba, MUANTHS,
CTaBHH 6OJIKH

Hapyuienus 11a 660penure ¥ MMKOYHHUTE
TBTHILA

Hapyuuenust npd ypHHUpaHe, ypHH =
MHKOHTHHEHLHS, 3a]ibPXKaHE H wﬂ ”\

Hapyiuenns 11a Bb3mpou3BoAUTENIHATA CUCTEMA
¥ rbpfata
e —

[Tpuanuzbm (Bx. Tom(a44)//$/




06U HAPYWEHNA 1 CHEKTH Ha MACTOTO Ha Crna6oct, 0ToK, rmeonono6nu CHMIITOMH,
TPUNOKCHIE

yMopa, 601ka B rphjIHHS KOl TpECKa

[ToBwinaBatie Ha uepHOAPOOHHTE EHIUMH
1
ONYWIHUAT W ENCKTPONUTHUSAT CTATYC Tpsi6Ba 1a Gb/IaT CeleHH TP CHMITOMATHYHH MaLHEHTH.

2
Tpuritko XR € aHTHIENPECaHT ChC CEATHBHH CBOFCTBA, MOXKE 1A NIPHIHHH CBHHIIMBOCT 1
[, OGMKHOBEHO M34€3BALLM B TPOLIeca  Ha JIEHEHHETo.

W3cnensauns

pe3 MbpBHTE

3
ﬂpoy\mamm BbPXY XKHUBOTHH M0Ka3Bar, e TPa3oJloH € Mo-Majko Kapuumoxcuqeu oT TleIMKﬂH'-{HMTE

AHTUZETIPECAHTH 1 KJIMHUYHUTE NPOYUBAHUA MPEAnoarar, e ¢ 1M0-MaJIko BEpOSATHO JIeKapCTBOTO aa
NpUUKHA CbpacyHa apuTMUA Mpy YoBEKa. KnuHuunure Npoyy4BaHus NpH MalUEHTH CbC Cbpae4HH

3a6071BARNS TIOKA3BAT, Y€ TPA30J0H MOXe A PHUHMHH apUTMHUS TPH HAKOH MaLHeHTH OT Ta3H
TOMy ALK,

4
Psiko ce choblaBa 3a HeXenanu ehexTH BbpXy uepHOApoBHaTa (YHKILUS, TIOHSAKOra TEXKHA. Ako
TaKWBa PEaKLUH Ce NOsBAT, ynotpe6ara Ha Tpuruko XR TpsibBa He3abaBHO Ja CE MPEKPaTH.

CpobIaBaHe Ha MO03MPAHH HexeNaHy peakiu

Cpo6IaBAHETO Ha MIONO3MPaHK HeXeNaHu peakiinH clel paspeluaBaHe 32 ynotpea Ha JekapCTBEHA
npojyKT e BaxHO. ToBa N03B0I4BA /12 TpO/bJDKH HabIOICHHETO Ha CHOTHOLIEHHETO M0J133/PUCK 32
fiekapcTBeHHs MPOAyKT. OT MEMLMHCKHTE CIeLMANMCTH Ce H3UCKBA Ja CboOIIaBaT BCAKA 0J03UpaHa
HeXenaHa peakis 4pe3 HalloHaylHa CHCTeMa 3a cpobuaBane: M3bIHUTENHA areHLns 1o NeKapcTBaTa,
yn. ,Jlamsn T'pyes” Ne 8, 1303 Codust, Ten.: +359 28903417, yebcanr: www.bda.bg.

49  Ilpeno3upaHne

TIpu3Hany Ha TOKCU4YHOCT

Haii-4ecTo CHOOLIABAHUTE PEAKIH MIPY MPEO3UPAHE Ca CbHJIMBOCT, CBETOBBPTEXK, FAICHE U
TOBpBILAHE.

JloKnIajBaHH Ca M TI0-CEPUO3HH CliydaH KaTo KOMa, TAXMKAP/HSl, XUTIOTOHHS, XMIIOHATPUEMU,
KOHBYJICHH M PECTIMPATOPHA HEAOCTATHHOCT. Chp/IeYHHTE CUMIITOMH MOXE Jia BKIIFO4BAT OpanuKapaus,
yabkaane Ha QT 1 Torsade de Pointes. CHMITOMHUTE €€ NPOSABSBAT /10 24 yaca WM noBeye ciell
npefo3upaHe.

CBpBX/I03H TPa30OJIoH B KoMOUHaUHS C APYTH aHTHACTPECAHTH MOTaT J1a IPHYHHAT CEPOTOHUHOB
CHHJIPOM.

[lefcTBUA
Hsima criewuuen aHTH0T 32 TpasofioH. [Ipenopbtsa ce aKTHUBCH BBIJIEH T1PH Bb3PACTHH, MOTbJIHAIH
foBeye OT | g TPa3oA0H WM JieLia, NOrbJIHAHK MOBEHE OT 150 mg Tpa3ofoH A0 1 yac cies nprema.

AﬂTepHaTHBHO, Ha Bb3PaCTHUTE MOXE Jla ce HarpaBy CToMallHa NpoOMMBKa 10 1 yac OT NOrNbILAHETO HA
MOTEHLMAIHO ’KMBOTO3acTpalliaBalla CBpBbXA03a.

HeoGX0aMMO ¢ HabTIOIeHHe Hali-Malko 6 Haca C/le/l NOrbILAHETO (unu 12 vaca, ako e B3eta Gopma ¢
YIbIDKEHO ocBoGoskaBane). Ciejii ce KPhBHOTO HAJAraHe, MyJICHT H HHACKCHT 110 Glasgow Coma
Scale (GCS). Cnenu ce KMCIOpOAHATA CaTypalus, aKo GCS e uucbk. CbpaeueH MOHHTOPHHT €
nenechobpaseH pu CUMNTOMATHYHH NALUCHTH.

EMHUu1IM KPATKM KOHBYJICHM HE H3UCKBAT JIEUCHHUE. YecTUTe WM TIPOABIDKUTENHH KOHBYJICHH CE
oBnagzsar ¢ uitpaseHosen auasenam (0,1-0,3 mg/kg TenecHo TErNo) Wil Jopasenam (4 mg npu
gbapactiu 1 0,05 mg/kg npu Aeua). AKo Te3H MEPKH HE ca yCTCLIHU, MOXKE Jia ce NPUII0XKH
uHTpaBeno3ia uidy3us Ha Genntomt. [laBa ce KHCIOPOJ U CE KOPUTHpa KHCEMHHATA 6
MCTaGONIMTHUTE HApYILIEHHUS, aKO € HEOOXOXUMO.

Jleuenuero TpsOBa fa 6b/E CUMITOMATUYHO H IOAXBPIKALLO B ciayyaif Ha XMIIOTEH3

cezupane. AKO OCTpaTa XHIOTEH3Hs He OTLYMsBa MOXKe Ja Ce NpuiIoxkKaT HHOTPOIH
[ONaMMH Wi 100yTaMKH.




5, ®APMAKOJIOTUYHHA CBOMCTBA

5.1 dapMakoAHHAMHYHM CBOICTBA

dapMaKkoTepaneBTHYHa rpyna: NCHXOaHANCNTHIIH, APYTH aHTH/ENPECAHTH, ATC koa: NO6AX05
Tpa3ofoH € TPHA3ONONUPHAMHOB ACPHBAT, e(eKTHBEH NPH JIEYEHHETO Ha AEMPECHBHH pa3cTpoiiCTBa,
BKJIOUHTENTHO AETIPECHs, IPUApYXkeHa T 6e3n0KoHCTBO H HAPYLIEHHS B ChHA 1 CE XapaKkTepH3upa ¢
Gbp30 HAuano Ha jelcTBUE /0KOIO cenmuua/.

Tpa3onoH ¢ WHXMOUTOp Ha 00PATHOTO 3axBallAHE Ha CEPOTOHHHA H ¢ anraronuct Ha SHT 2A 1 2C
PELENTOPH, YHATO AKTHBALLS OOMKHOBEHO CE CBHP3BA C BeschbHie, 6e3MoKoMCTBO, ICHXOMOTOPHH
TIPOMEHH 1 IPOMEHH B CEKCYanHara yHKIHS.

TpasofoH He € MPOTUBONOKA3aH MpH IIiaykoMa H 3a60/15BaHNA Ha OTAETMTENIHATA CHCTEMA, HE BOIH
110 eKCTpanupaMuaiiy eeKTy 1 He OTEHUUPa apeHepri|Hara TPaHCMHKCHS, 3alLOTO HAMA

AHTHXOJMHEPTUYHO JICHCTBHE U HE MPEAN3BUKBA THITHHHUTE edeKTH Ha TPULMKIIMYHATE aHTHAENPECAHTH
BBLPXY Cbp/euHaTa GYHKIMA.

5.2 dapMaKOKHHETHYHH CBOHCTBA

B Ta6HaTa N0-0Jy Ca MokasaHH $papMakoKHHETHUHHTE NapaMeTpH Ha TPa30/I0H C YABJDKEHO
0cBOBOX/IABAHE Clle]| SAHOKPATHO NpUEMaHe Ha 75 mg, 150 mg 1 300 mg u cnea MHOTOKpPaTHO
npuemate Ha 300 mg (BeAHBK AHEBHO 11O JIOCTUTaHe Ha CTabMIIHK CBCTOSIHUSA).

Jlo3ata 0T 75 mg CHOTBETCTBA Ha NMOJIOBUH tabierka ot 150 mg.

75 mg 150 mg 300 mg 300 mg
(enHOKpaTHa (enHoKpaTHa (exHOKpaTHa (MHOrOKpaTHa
1103a) 1032) 103a) 11032)
294 (71,4) 531(143) 1179 (583)  |Cmax,ss* 1812 (620)
(ng/mL)

8658 (2833) 16388 (5419) 30983 (12522) |AUCss* 29131 (9931)
(h*ng/mL) (h*ng/mL)
Tmax**** 8,00 (2,00-30,0) | 6,00 (2,00-30,0) | 7,00 (2,00-14,0) | Tmax** 8,00 (3,00-16,0)
(h) (b

* cpejiiia CTOMHOCT (CTaHAAPTHO OTKIIOHeHHE); ¥* cpejHa CTOMHOCT (MHTepBaJ)
Cmax - MaKCMMaJHa N1a3MeHa KOHLEHTpaLus; Cmax,ss - MaKCUMAJIHa N1/1a3MeHa KOHLIEHTPaLlUs IpH
crabuino coerosiaue; AUC(Q-o0 - TUIOLITA NIOA KpYBaTa OT BpeMe 0 ekcTpanonupata 10 6€3xkpaiHOCT;

AUCgs - 1JI01(Ta TIOA KpUBATa NpH CTabUIHO ChCTOAHME, Tmax - BpeMeTo 3a JOCTUraHe Ha
MAKCHMAaJIHa KOHLIEHTPALIMs.

In vilro wacHe/BAHMS C YOBELIKH YePHOAPOBHH MHKPO3OMH 110KA3BaT, Ye TPA3OAO0H CC METa00JM3Hpa
ociosiio ot uuroxpom P450 3A4 (CYP3A4).

Ciejl bPBOTO IPUEMaHe, BPEMETO Ha N0J1yIKHBOT 11a TPa30jloH € YIbJKEHO 0cBo6o
npubsmsurento Mexy 10 u 13 vaca,




5.3 an)]KJlHHH‘l"H Nnanuu 3a 6ezonacnoct

Octpa TokcnunocT: LDS5(0 Ha Tpasosion npueman nepopaito ¢ 610 mg/kg npu muiiikd, 486 mg/kg npu

nnbxose 1 560 mg/kg npu 3aitun. HabnosaBannte eekh ca: CbHINBOCT, CIIOHOOT/IESIHE, ITO3HC Ha
KnenauynuTe 1 KIOHUYHH IbPUOBE.

XpOHHYHA TOKCHYHOCT: CYOXPOHHYHH NPOY4BAHUS Ca NPOBE/IEHH MPH TTbXOBE, 3aiiliH 1 Ky4eTa, a
XPOHHYHHTE BbPXY TTbXOBE, Kyueta u MaiiMynu. [Tpusioxenara nepopaito j03a BapHpa Mexay 15 u
450 mg/kg/nueBHo nipy mrbxose, 15 1 100 mg/kg/nuesro npw 3aiium, 3 1 100 mg/kg/aHesHo npy Ky4era
1 20-80 mg/kg/nHeBHO npu MaitMynu. B nipoy4BanuaTa npH 1irbXoBe, JIEYEHHETO MPHIHHAIIO
XunepTpodusi Ha XENaTOLMTHTE U TIaJKNA EHJIONJA3MEH PETHKYIyM C I0C/Ie/iBalla XenaToMerans.
To3m eeKT e pesyNTar OT IETOKCHKMPALIMS MEXaHH3bM H He OM MOrbJl /1a Objie HHTEPIPETHPaH KaTo
natonornuen edekt. OcBeH ToBa JieTajlHaTa 1032 ChLUO Nopaxjia eekTH, Beue HabIoaBaHH NPy
MPOY4BaHMSTa 33 OCTPA TOKCHYHOCT. CHLOTBETHATA 1038/HHBA Ha HeHabIIO1aBaHH HEXeTaHH
nexapcteenn peakuun /NOEL ca 30 mg/kg/nnesno. [Tpu 3aiium ca nabronaBaHy camo eeKkTUTe Ha
nenpecantnte BbpXy LIHC, cbe cbotBeren NOEL ot 50 mg/kg/anesHo. I1pu ky4eTa, CAMITOMHATE, BE4e
Ha6T10]aBaH| TIPM OCTPa MHTOKCHKALIMS, CE BIIOILIABAT NPH NOBTOPEHHE Ha /103aTa, a ChOTBETHHA NOEL
e 10 mg/kg/mHeBHO. MailMyHHTE HMAT 10-TOJISIMa PE3UCTEHTHOCT OT KyyeTaTa i MposBABaT Camo
apmaxoausamuytn npomen. NOEL e 20 mg/kg/anesHo.

PenponykTuBHa Tokcnunoct: He ca Habmonasany edekTd BbPXY (hepTHIIHOCTTA MPH TLIBXOBE MPH
1031 10 300 mg/kg/nen. [IpoyuBanus 3a TEPaTOreHHOCT NpPH ILIbXOBE N0Ka3BaT MOBHILIABAHE Ha
emOproneTaTHuTe eexTH caMo NpH JI03H, KOUTO €a TOKCHYHH 32 Maitunaus opraiuzbM (300-

450 mg/kg/nen). [Ipu mTbX0Be eMOpHONETANHH eQeKTH U PeAKU CITyHaH Ha BPOJCHH aHOMa/MH ca
HaGTI0/IaBaHK CaMo MU TOKCHYHHM 3a Maiikute o3u (150-450 mg/kg/nen). Jluncata Ha AUPEKTEH
edeKT BLpPXY eMOPHOHA CE IOTBBPXK/IaBa OT NIPOY4BaHH, POBEXJAHH NPH ILTHXOBE C LEJ
npocieNsBaHe Ha IPEMHHABAHETO Ha TPa300H Npe3 IIALEHTaTa: CaMo HeHAUUTEIHA KOHLEHTpaLUH OT
JIEKAPCTBOTO C& OTKPMBAT B eMOPUOHANHHUTE ThKaHH H OKOJIOTUIOAHHTE BOJH. [lepu- ¥ MOCTHATaJHH
NIpOy4BAHMs TIPH TUTBXOBE NI0KA3BaT CaMO HamalsBaHe Ha HAPACTBAHETO Ha TErJOTO Ha MAJKUTE MpH
no3u Haz 30 mg/kg/nen.

MyTarensocT: [n vitro npoy4BaHus BbPXy MYTareHHOCTTa (B GakTepuaHU KIETKH, V77 KIETKH OT
KMTAMCKM XaMCTEPH, MUK TMM(OLUTH, XpPOMO3OMHH abepalluu B CHO, CHL/IU kneTkH U YOBELIKH
JUMQOLHUTH) U in Vivo H3CTIEBAHUS BbPXY MyTareHHOCTTa (MHKpOHYKJ/IEapeH TECT NIPH MHULIKM U aHaJn3
Ha XpOMO30MH B MeTada3a IpH IIbXOBE) He 10Ka3BaT MyTareHeH eexT.

KaHueporesen notenuuai: [IpoydysaHMATa IPY MHIIKM M ILUTXOBE HE MOKa3BaT MOTEHLMANEH
PHCK OT TYMOPH.

AnTturennoct: Tpa3of0H He N10Ka3Ba aHTUICHHA aKTHBHOCT.
Kapauorokcuynoct: ChpleyHOCHI0BUTE €EKTH Ha TPA3OOH Ca NPOYUBAHH TPU MIbXOBE, MOPCKH
CBHHYETA, KOTKH M KyueTa. JIekapcTBOTO MOKa3Ba MOYTH TBJIHA JIMIICA HA KAPAMOTOKCHUYHOCT, ThH KaTo

He ca HabmojaBanu npomery B ECG 3anucute npy HEXMNOTEH3MBHH JO3H.

Xopmonanu edexrn: EnHokpariu no3u Hag 20 mg/kg/neH, npueMaHy MHTPanepUTOHEANHO OT
KEHCKH IILXO0BE, TPHMUMHSBAT JIEKO TOBUILABaHe Ha npoJakTHHa. To3u edekt nzuessa c
TNPOABLIKUTEHUS TIPUEM C JIUETaTa,

Ha JiICKapcTBeHa 3aBUCMMOCT,




6. ®APMALIEBTUYHHN JAHHHU
61  CnMCHK HA IOMOUIHHTE BEIECTBA

TpHTHKO XR 150 mg TabneTku ¢ Y bJKEHO 0CBOOOK/1aBaHE

Aopo: KOHTpaMUA rparyiipan (pexenaTHHU3HPaHO MOM(BHIIPAHO nuecte), Xunpomenosa, CHnLAeB
ZMOKCHA, KONOHCH Oe3BOJIEH, HATPHCB creapungymapar

unvoeo noxpumue: Onaapait 1 xbat (MOJIMBHHAIOB aNTKOXOI - yaCTHUHO XUAPOJIH3HPaH), THTAHOB
nuoken, Makporo/ITEL 3350, Tak, AT xeseseH OKCHA, yepBeH KeJe3eH OKCHI

Tputiko XR 300 mg TaGNETKH € YIbIKEHO 0CBoOOXK/1aBaHE

Adpo: KonTpamuz rpanyImpas (npexenaTHHM3NpaHo MOIH(HLHPAHO HuwecTe), XHIIpOME03a,
CunLMeB AMOKCHIL, KononzieH 0e3Bo/ICH, HATPHEB creapundymapar

dunmoso noxpumue: Onappaii II po3o (MONMBHHUIIOB ANIKOXOI - 4yacTUYHO xnﬂponmupaﬂ), THTaHOB
nwokeu, makporon/TIET 3350, TasIK, KBJIT XKene3eH OKCHIL, HepBEH yene3eH OKCHI.

6.2  HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha FOHOCT

4 TOHH

6.4 CrenuajiHy yCJIOBHS Ha ChbXpaHEHHE

To3u NieKapcTBEH MPOAYKT HE H3HCKBA ClICLMATHH YC/IOBHS Ha ChXPaHCHHE.

6.5 Bua ¥ ChAbpXKaHME HA ONAKOBKATA

[IbpBHMYHA OAKOBKA
Tab6neTkuTe ca OnaKoBaHu B PVC/PVDC/anymuHueBH G1HCTEPH.

BropuuHa onaKoska
Tpurnko XR 150 mg u TputuKo XR 300 mg ce npejiaraT B KyTHH, cpabpxatd 10, 14, 20, 28 unu 30

TabNeTKH.
He BcuuKH BUIOBE ONIAKOBKM MoraT 1a GB/aT yCHATH Ha Ma3apa.
6.6 Creuua iy NpeanasHy MepKHu NpH H3XBLpJsiHe H paboTa

Hsawma crenyaiii HU3UCKBAHUA.
Heu3znon3BaHUAT JIeKapCTBCH NPOAYKT HJIH OTNaAbYHUTE MATEpUaln OT HEro TpHGBa J1a c€ U3XBBPJIAT B
ChOTBETCTBUE C MECTHHTC U3UCKBAHUA.

7. IIPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Anmkennan Gapma Bparapus EOOJL

y1. "Huxosa Tecna" Ne 3,

611. Bussec Lientsp BCP Codus 1, er. 4, oguc 401,
Codpust 1574, brirapus

Ten: +35929751395




8. HOMEP(A) HA PA3PELIEHUETO 3A YIIOTPEBA

Trittico XR 150 mg Tabnetku ¢ ynbmkeno ocBoGoxapane - 20130121

Trittico XR 300 mg Tabnetku ¢ ynbmkeno ocBoboxktapane - 20130122

9. JIATA HA ITbPBO PA3PEIIABAHE/MOTHOBSIBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

Jlara Ha TbPBO paspeluasate: 20 MapT 2013 r.

JlaTa Ha NOJHOBSBAHE HA Pa3PEIICHUETO 33 ynorpe6a: 28 mapt 2018 1.

10.  JIATA HA AKTYAJIM3UPAHE HA TEKCTA

Oxromspu 2024
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