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Ppsone T4t
Tpurtnko XR 150 mg rabnetku ¢ yasokeHo ocsoboxaapaHe T
Trittico XR 150 mg prolonged-release tablets Ogobpatug Ne ovevveeerec:

Tputuko XR 300 mg TabneTku ¢ yabIKEHO OCBODMKIABAHE
Trittico XR 300 mg prolonged-release tablets

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Tpurnko XR 150 mg Tabnerky ¢ yALDKEHO ocBrodoK1aBaye
Beaxa tabrerka cbabpika 150 mg Tpasononos xuapoxiaopun (trazodone hydrochloride), choTBeTCTBaLIM
Ha 136,6 mg TpasonoH (trazodone).

Tpuriko XR 300 mg TabneTkH ¢ YABIKEHO OCBODOXKNABAHE
Besika rabnetka cbaspika 300 mg tpazogonos xuapoxnopus {trazodone hydrochloride), chorBeTcTBaWM
Ha 273,2 mg Tpa3onoH (trazodone).

3a IrbAHHA CAHCHK HA NOMOLLHHTE BELWECTBA, BHKTE TOUKA 6.1.

3. JJEKAPCTBEHA ®OPMA
PuaMupana TabneTka ¢ yibmkeHo ocBo00i1aBaHE.

Tpuruko XR 150 mg TabaeTKH ¢ YABIKEHO OCBOOOKIABAHE
JKbnreHukapo-OexoBa gunMupana Tabrerka ¢ AENUTENHA Y4CPTa OT JBETE CTPAHH.

Tputuko XR 300 mg tabnerkn ¢ vaLIKeHo ocBOOOM AaBaHE
bexcopo-opamxeBa QuAMHpaHa Tabnerka ¢ JEMHTENIHA YEPTa OTF ABETE CTPAHH.

Tabnetkara moxe na Gbje pa3aeneHa Ha JBE PaBHH O3H.

4. KIMHHYHH JAHHHA
4.1 TepaneBTHYHH TOKAZAHAA

HenpecusHu pascTpoiicTba Che/Ge3 TPEBOKHOCT.
Tputuko XR e nokazan camMo npH BB3PaCTHH MAlHEHTH.

4.2 JlO3HPOBKA B HAYHH HA NPHI0KEHHE

,ﬂosn POBKA

TaGnetkata Moxe ja Oble pasgencHa Ha JBe, 3a /|a C€ OCHIYPHM TOCTENEHHO MOBHLIABAHE Ha
A03aTa.

mg/nHesHO (n0J0BKH TabneTka ot 150 mg) Ha Bceky TpH AHU (pocTUraiikd jo 225
YETBBPTHA IEH OT TepanuaTa) 1o MakcHMym 300 mg/aneBno.



B HAKOH CIyuaH HAYANHATA 1033 MOXe Aa Obje HaManeHa Ha 75 mg/nHeBHOo (NONoBHH TabneTka orl 50
Mg) ¢ MOCTENEHHO YBENHUaBaHe Ch¢ 75 mg/anesno (nonosux tabnerka ot 150 mg) Ha BCekd TPH IHH, A0
makcumym 300 mg/nuesno,

Cmapuecka sw3pacm

an[ NAaUHEHTH B CTApHECKa BL3PACT # HEMOLIHH NALUCHTL, HpenopeuYHTCHATA MLpBOHaYallHg 034 ©
HaMajlcHa 10 75 Mg AHSBHO, pa3ieicHa Ha HAKORKO NPHEMA HiH KaTo €AHOKpaTHa A03a Beuep (B){\'. TOYKA
4.4), Jozara MosKe 43 CC NOBKLIABA IOCTENEeHO, KAKTO & ONTHCAHO NPH BL3PACcTHH. 104 HAOMOACKUe
cH00PAIHO MOHOCUMOCTTA H SPUKACHOCTTA.

Heduampuyna nonviayus
Tputuko XR He Tpabpa Aa ce M3NON3Ba IPH NalMEHTH Ha Bh3pacT mox 18 roamnn, besomacHocTra
[P TE3H MIALHEHTH BCe OLIE HE & YCTAHOBEHA.

HHeprodpobru Hapyuienus

TpazooH NPeTLPIIABA EKCTEH3HBEH META00IN3bLM B UCPHHSA JIpob (BX. TO4Ka 5.2), H ChLUO Taka ce
CBBP3BA C XENATOTOKCHYHOCT (BX. Touka 4.4 n 4.8). Cneposarenno Tputiko XR tpsbsa aa ce
MpeandcBa ¢ BHHMAaHHE MPH NMAUMEHTH ¢ 4epHOAPOOHH HapylieHus, 0CoDEHO TpH TeKKa
yepuogpobna HepocraTbunoct. Ilepuoauano HabnofieHne Ha yepnoapobhata GyHkums TpsbBa fa ce
HMa NpenBUIL.

Bvbpeuny napyuenus
O0HKHOBEHO He e HeoDXOAMMO KOPHIHPAaHEe Ha J03aTa, HO CE H3HCKBA BHHMAaHHE [P MAUHEHTH C

Texka OBOpeyHa HeqOCTATBEIHOCT (BX. TouKa 4.4 1 5.2).

HauyuH Ha npuaoxeHue

Tabnetkute TpgOEa 4 ce NpHeMaT Ha MMagHO ¢ Yalla BOAA, BEAHBK JAHEBHO, BEUEPTa UNIH TPEAH Jdarase.
TabneTkuTe He TpAOBa Aa Ce Pa3TPOLLABAT MM IBBUAT, 34 /]a C€ OCHTYDH YABJDKEHOTO 0CBOOOXK AaBaHe Ha
NEKAPCTBOTO.

4.3 IIpoTHBomOKA3ANHKS

CBp’bX‘IYBCTBHTeJIHOCT KbM AKTHBHOTO BEIUSCTBO HJIH KBEM HAKOS OT NOMOLIHHTE BEWCCTBA, H36p0€HH B
Touka 6.1,

ANKOXQNHA HHTOKCHKALIHA H HHTOKCUKALUHA ¢ XHITHOTHYHH JICKAPCTAA.

TexbK HH(pAPKT HA MHOKApAA.

4.4 Cnenuaiig npelynpexIenns  Npeana3il MepKH npn ynoTpeda

TleauaTpuuHa nonyawus

TputHko XR He TpabBea Aa ce M3N0ON3BA OT J€ELA W OHOLWM Ha Bb3pact non 18 roaunn. B kIMHU4HO
NpoyuBaHe Mo-4ecTo ¢e HabMmoaaBa CyMUMIHO NOBEAeHHe (ONHT 33 CaMOYOHICTBO M IUIaHHpaHe Ha
caMoyBuiicTBO) ¥ BpaxaeGHOCT (IPEAHMHO arpecHBHOCT, NOBEASHHE HA NPOTHBOIOCTABAHE H CHAB) TpU
Jela H OHOLWIH, TEKYBaHH ¢ aHTHACHPECAHT, OTKOIKOTO NP MAUHEHTH, NpHCMANH nnauedo. OceeH
TOBA JIMTICBAT JJaHHH 33 LArOCPOYHATA DC30MACHOCT NPH Aela W NOAPaCcTBAllH OTHOCHO PacTexa,
CBH3PABAHETO K KOTHHTHBHOTO H MOBEJIEHYECKO PA3IBHTHE.

CMyuienus npH TECTBAHE HA YPHHA
Ipy MMYHOaHATH3H, W3NOA3BAHH 34 CKPHHUHT HA HAPKOTHLIH B yPWHATA, KPbCTOCAHA p
MeTaboIuTa Ha Tpas3ooH-MeTa- xnopodpeHunnunepasit (M-CPP) ¢be CTPYKTYPHO MO
anokcu-Metamderamus (MDMA, ekcrazu), Moxke Aa joBeie 10 GaniiHuea NOIUTHB
IlpenopbyuTENHO € B TE3H CY4aH Ja HE CE B3E€MAaT pelleHHs, OCHOBAHH €/IHHCTBEH

¢



"npcnnonaracMHTe NOJMOKHTEIHH" pE3yJITaTH OT CKPHHHHATOBH HMYHOdHAJIH3H, a Aa Cc¢ U3BhpLUH AHAIH3
3a IOTBbPKASHHE Ype3 TEXHHKHTE HA MAC cneKTpoMeTpus (MS) UM anTepHATHBHOC /1A C¢ H3MOI3BA TEYHA
xpomarorpagus-raHaeM Mac cnexrpomerpus (LC- MS/MS).

CamoyDBHilcTRO/CYMLIMIHN MUCIU WAH KJIMHHYHO BJIOLIABAHE

HenpecunTa € CBbP3aHa C TOBHLIEH PUCK OT CYHUMAHN MHCIIH, CAMOHAPAHABAHE H CAMOYOHHCTBO
(CbOMTHA, CBLP3aHH CBC CAMOYOUHCTBO). PHCKDT CHIIECTBYBA A0 AOCTHIAHE HA 3HAYMMA peMHCHS. Thid
Kato NOAOGPEHHE MOKE Ja HE HACTHNH APE3 ThPBHTE HAKOJIKO Ce/IMHLIA HJIH TOBEHE OT HAYAIOTO Ha
NEUYEHHETO, ANHEHTHTE TPAOBA BHHMATEIIHO A4 c¢ HAlAI0aBaT A0 NOABATA My. KNHHHUHHHAT OHT
NOKA3Ba, e PHCKLT OT caMoyOHIICTBO MOXE Ha HApacHE Npe3 paHHUTE €TalH HA Bh3CTaHOBUTENHHA
HEPHOA.

HzgecTHO e, Ue MallMeHTH ¢ aHaMHe3a 3a ChOHTHA, CRBpP3aHH ChC CaMOyOMHCTBO M MTOKA3BALH B
3HAYHTENHA CTEIEH CYHHH/THH MHUC/IM, NPEdH 3an04BaHe Ha JICUEHHETO ca H3NI0CHH HA MO-BUCOK PHCK
OT CYHIIHJHH MUCJTH WM OMKTH 33 cCaMoyOHACTBO U TpadBa Aa Gbaar HabnogaBaHA BHUMATEIIHO 110
BpeMe Ha NeveHHueTo. MeTa-aHann3 Ha KOHTPONHPaHH ¢ nnauedo KNHHIYHH NPoyYBaHHA Ha
AHTHJIETIPECAHTH MPH Bb3PACTHH TAUMEHTH ¢ NCHXHWYHU PascTpolicTea NoKa3Ba MOBHILEH PUCK OT
CYMUHAHO NMOBEASHHE TIPH MALKEHTH 104 25 rofuiliHa Bb3PAacT, NeKyBaHH ¢ aHTHACNPEeCaHTH, B
cpaBHeHUe ¢ niauebo.

JlekapcTReHara Tepanus Tps0aa Ja ce CLIIBTCTBA ChC CTPOrO HAOMIONEHHE HA MAUHEHTHTE U B YACTHOCT
HA Te3H ¢ MOBHUWICH PHCK, 0COOCHO B HAYANIOTO HA JICUCHHETO W CNIE TPOMEHH B Aosatra. [TauHeHTh (1
TE3M, KOUTO Ce TPHKAT 3a TaX) TpAbea Aa OLAaT NpeaynpeleHy 32 HeoOXoAUMMOCTTa OT HadAAeHHE 32
BCEKH MPH3HAK HA KNMHHYHO BJIOLIABAHE, CYMIIHIHO TTOBEICHHE HITH MHCAH, 1 HEOOHYAHHU NPOMEHH B
MOBEACHNETO, KAKTO M He3abaBHO A MOThPCAT KOHCYATALMS C IKap, akO TAKHBA CHMITOMU C¢ MOARAT.

3a MUHUMHM3MPAHE HA TOTEHLMANHKSA PHCK OT ONHTH 34 caMOyOHICTBO, 0coDeH0 B HAYANIOTO Ha
TI€YEHHNETO, CIIENIBA /I CC NPEANHCRAT caMo orpaHudeHy komuuectsa Tputuko XR.

[lpenopsusa ce BHMMATEIHO JO3HPAHE W PEIOBHO MPOCNSAABAHE HA MAIMEHTH ChC CNEIHHTE

sabongBaHus;

- Enunencus, no-¢cnelHanHo fa c¢ n30area pasko yBeNHYaBaHe HITH HAMAJISIBAHE HA J103aTa;

- [Taunentu ¢ yepHoapobHA HIIH OBOPEUHA HEAOCTATHYHOCT, OCOOEHO TeXKA,

- ITaunenTH che chpaeyHM 3a00ABAHAA KATO AHTHHA MEKTOPHC, HapyLUeHa NPOBOAAMOCT HIH
pasnuyHa cTeneH Ha AV 010K, cKopolieH HHDApKT Ha MUOKapIa;

- XUnepTapeoHanbM,

- HapyieHo yputinpase, KaTo XMnepTpodH Ha NPOCTaTa, Makap npodjieMH Ja He Ce 04aKBaT, Thi
KaTO AaHTHXOIHHEPTHYHUAT e)ekT Ha TPa3Q/IOHA € He3HAUYHTENEH;

- OcTpa 3aKpHTOBIBARA TIAYKOMA, MOBHILEHO BLTPEILIHO-OYHO HAJIArAHE, MaKap Ye ChLICCTBEHH
U3MEHEHH% HE CE OMAKBAT, MOPAAH HEFHAUHTENHH A AHTUXOMAMHEprHYeH eheKT Ha TPa3o/oHa.

IIpu nosBa Ha xbATeHHUA JeueHneTo ¢ TpuTuko XR crnenpa ha ce npeycTaHOBH.

[TpueMBT HA AHTHAENPECAHTH OT MAUMEHTH € IHZO(PEHHS WM APYTH NCUXOTUYHH 3a00NABAHHA MOKE
J1a MPHYNHH BIOLIABAHE HA [ICHXOTHYHHTE CHMNTOMH. [lapaHonaHKTE MHCITH MOKe Aa ce 3achiar. fHo
BpEME Ha JISUSHHETO C TPA3OLOH JenpecHBHATA (aza MOXKe 4 ce MPOMEHH OT MaHHaKaIHO-AeNpecBHA B

MaHuakanna. B To3u cioy4ait npuemst Ha Tputuko XR Tpsdea aa ce npeycTaHOBH.

Onucanu ¢a B3aHMOeHCTBHS 10 OTHOLIEHHE HA CEPOTOHHHOB CHHIPOM/3/I0Ka4eCTBEH HEBPOJIENTHYEH

KaTo APYFH aNTHAENPECanTH (Hanp. TPHUHKIMYHH aHTaenpecanT, SSR1, SNRI H
HepponenTuud. Crhobinasa ce 3a 3MOKAYESCTREHH HEBPONICTITUYHH CHHAPOMH ¢ 1eTa
CBLITBTCTBRALL, TPHEM C HEBPOJIENTHLH, 22 KOUTO TO3H CHHAPOM ¢ JOKA3AHA HEXKENA



peaxums(ex. Toukn 4.5 u 4.8).

Twii kaTo arpaHy JJOUHTO3ATa MOXKE 1A CE IIPOABH KJIHHHYHO C ['le'iOl’IOJZlOGHH CHMIITOMH, BB3ITAJICHO
B0 H TPECKd, B TC3H Ciiydyad ¢¢ NpernoptyBa H3CNEIBaHe HA XEMaTOJNOrHATA.

Cro0LwaBa ce 3a XHITOTOHHA, BIJIFOMHTENHO OPTOCTATHYHA XHIIOTOHUSA H CHHKON IIPH NAIIUEHTH,
IpHeMaliy TpasoaoH. ChrIrbTCTBALIIOTO MPUEMaHE HA ICKaPCTRA 32 IIOHHMABAHE HA KPBBHOTO HalATawe H
TPa30/I0H MOKE 1A M3MCKBA HAMANABAHE HA A034T4 HA AHTHXUMEPTEH3UBHOTO JIEKAPCTEO.

Ilpu nauueHTHTE B HaNpeaHana Bb3PACcT HO-UECTO MOXKE f1d C& NpOABAT OPTOCTATHYHATA XHNOTOHHS,
CHHJTHBOCT, KAKTO ¥ APYTH AHTHXONHHEPrHuHM heKTH HA TPA30J0H.

Hpenopbqaa CE€ MOBHILLICHO BHUMAHHE MPH TANHCHTH, NPpACMAIIH CCPOTOHEPrHYHA CPeACTBA KATO
TPa3oACH CAHOBPEMEHHO C AHTHKOAIYIIaHTH WK AHTHArpPEraHTH, KAKTO H NPH MTAaUHEHTH C H3BECTHa
CEJIOHHOCT KbM KbPBCHE.

CrermanHo BHHMaHHe ¢eaBa 1a ce o0bpHe Ha Bb3MOKHOCTTA 33 JIOMbIHHTENIHH eeKTH NpH
CBIIPTCTBALILO NEYEHHE, KATO HAIIPHMEDP C APYIH NICHXOTPOMNHH HIIH AHTHXHNECPTCH3UBHH CPCACTBA, HITH
NpY HANHYHETO Ha PHCKOBH (DAKTOPH KATO ChiTbTCTBALIO 3aboisBaHe, KOSTO MOXKe 1A BIOLIM TE3H
pCaKnHH. Hpenopquenuo c ﬂaL[HeHTbT/GOHHOFﬂeIla‘fI‘bT aag HH(bOpMI'IpaH OTHOCHO Bb3IMOXKHOCTTA 33
TAKHBa peaKLHH H BHHMATENHO A4 Ce Haﬁmo,uaaa 3a TaKuBa e(bﬂl(TH NPpH 3aN0YBAHE Ha JISYCHHETO,
Hpeau H Cnel BL3X0JAII0TO TUTPHPAHe HA A03aTa.

Cnen neueHue ¢ Tputhko XR, ocofeHo ako e npookioKUTETHO, ¢¢ NPenophysa NOCTENEHHO HAMANABIHE
Ha A03aTa ¢ Orfiell MEHHMH3MPAHE HA CUMNTOMHTE HA OTHEMaHE, XapaKTEPH3HPAILH CE ¢ raAcHe,
rmagofonue U HEpPaINonMKeHHe,

Hsama CBEJICHHA 3a NPHCTpacTABale KhM TPazoAOHOB XUAPOXNOopHA.

Kaxro npu apyrute antunenpecaHTd, MMa Ciyvad Ha yabikasave Ha QT-mHTepsana, MaKkap W MHOTQ
penku. [Ipenopbusa ce Buumanue npH npeamacsaneto HA Tpuruko XR ¢ nexapcTBeHH NPOAYKTH, KOHTO
yabmkasaT QT-unteprana. Tpuruko XK ¢crieapa 1a ce M3NON38a BHUMATENHO OT NALMEHTH ¢ JOKAa3aHU
ChPASHHOCHA0BH 3200 IABaHHS, BEIIOMHTENHO TAKHBA, CBbP3aHH ¢ yab/ukasane Ha QT-uHTepsana.

MouwnuTte nnxnéutopu Ha CYP3A4 Moke 2 npHUMHAT NOBHIIABAHE HA CEPYMHHTE HHBA HA TPA30AOHA
(Bx. Touka 4.5).

Kakro apyru nexapcTea ¢ anda-aapeHOIHTHYHO SeHCTBHE, TPA3010H MHOTO PARKO BOAH 0 [IPHATIH3bM.
Toii ce nekysa ¢ MHTPaKABEPHO3HO MHKeKTHpaHe Ha alda-anapeHepruyeH areHT KaTo Hamp.
aapeHanuk uin MetapamuHon. Crhobiasa ce, ofave, 3a HHAYUHPAH OT TPA30J0H MPHANH3EM, KOHTO e
HANOKHI XUPYPTHYHA HHTEPBEHLMA KN € JIoBeJl A0 NePMAHeHTHA CeKeyanHa JUcyHKUNA. TlauucHTy,
KOHTO Pa3BHBAT TA3H HeXeilaHa peakuus, Tpaosa He3abaBHO 1a NpeycTaHoBAT npruema Ha Tputuko XR.

ToBa nekapcTBO ChABPKA NO-MANKO OT | mmol Hatpuii (23 mg) Ha Tabnerka, T.e. MOXe 1a C¢ Kake, ue
NPAKTHYECKH HE CLIBPXKA HATPHIL.

4.5 BaanmoneicTBie € APYTH JIEKAPCTBEHH NPOAYKTH B APYrH (POPMH HA B3aHMOJEHCTBHE

Obwu. CenaTuBHHTE e(eKTH HA AHTHNCUXOTHUMTE, NPUCIHBATENHHTE, YCTIOKOHTENHHTE,
AHKCHOJHTHLUHMTE H AHTUXUCTAMWHOBHTE REKAPCTRA MOYKE Ja ¢& 3aCHIIAT, B TAKHBA CIIY4aH CE NPENopbuBa
HaMaafsBaHe Ha 03aTa,




BBINPENATCTBE OT HMETHAHHA H HAKOH APYTH AHTHNCHXOTHYHH JIEKApPCTBA.

Hruxubumopu na CYP344.: Wscnensanuata 3a metaboNH3MA HA IEKAPCTBOTO iX Vitro HOKA3EAT, Ye
CBUIECTBYBA MOTEHIIHAN 34 ICKAPCTREHH B3auMOAESHCTBISA, KOraTo TPa30A0H Ce NaBa ¢ HHXUOKTOPU Ha
CYP3 A4, kaTo epuTPOMULIMH, KETOKOHA30JI, HTPAKOHAZ0I, PHTOHABHP, MHAHHABHP U Heda30aoH.
Br3moxkno € unxuburopure Ha CYP3A4 pa npHUYMHAT 3HAYMTENHO MOBHIIABAHE HA NJIA3MCHHTE
KOHUEHTpauHFk Ha Tpasofon. OT u3cneJBanus i vivo Ha 3ApaBH TOOPOBOJILH € MOTBLPAEHO, Ue
pHTOHABUP B A03a 0T 200 mg ABa NbTH AHEBHO MOBHILABA [IJ1A3MEHHTE HARA HA TPA30I0H NOBEYS OT ABA
'BTH, NPUYHHABAAKH rajieHe, IPHNaAbUH ¥ XHIIOTOHKS. AKO TPa3040H ¢ H3MOI38a C MOLLEH HHXHOUTOD
#a CYP3A4, nosara Ha Tpa3of0Ha cliefiBa fa ¢€ HamaaH. KoraTo e Bb3MOMHO, ChIILTCTBALUMAT JIPHEM Ha
Tputuro XR u Motnu nixubutopn va CYP3A4 cnensa a ce n3barea.

Kapbamazerun: CBI'bTCTRAIIMAT NPUEM BOAH JI0 HAMANCHH Na3MEeHH KOHUSHTPAaUHH Ha TPa3oJoH.
CBIBTCTRAOTO H3NOA3BAHE ¢ kapbamazenn 400 mg AHEBHO ¢ T0BENO A0 NOHWXKABAHE HA NNasMeHuTe
KOHUGHTPALMA Ha TPA30A0H H HETOBHS aKTHBEH MeTabonuT M-X10poQeHHINHIEPasHH, CHOTBETHO Che
76 % k 60 %. [MalkeHTuTe cieaBa 14 ce HabMOAABAT BHUMATENHO, 33 J1A CE BUIN JalH He ¢ HeoOXoauma
NO-BUCOKA J1033 TPA3040H.

Tpuyurnuunu anmudenpecanmu: Cel'bTCTBAIMMAT NPHEM CIE/BA a & H30ATBA MOPAIH PHCK OT
B3aHMoZeiicTBHE. [la ce cneau 3a CEPOTOHHHOB CHHAPOM H ChPAEYHOCHAOBH HEXENAHH eQEKTH.

Pyoxcemur: Cbo0lIABA ce 32 PeNIKH CIyYal HA MOBUILEHH Ma3MeHH HHBA HA TPa30J0H H
HebnaronpuaTHi eekTH npy KoMOUHKpase Ha Tpasoaou ¢ dayokcerus - unxuburop Ha CYP1A2/2D6.
Mexanu3mbT Ha hapMaKOKHHETHYHO BiaumojeicTeue He € Hanbino u3yued. e e usxmoueno
thapMakoIHHAMHYHO B3aHMOACHCTBHE (CEPOTOHHHOB CHHAPOM).

Huxubumopu na Monoamunosama oxcudasa (MAQI): Be3Moxne ca B3auMOJeHCTBHA C HHXUOHTOPHTE
Ha MOHOaMMHOBATa OKCHIa3a. Makap HAKOM JiexapH Jla KoMOKHHUpAT ABETE JEKAPCTRA, ChITETCTRALIATA
ynorpeba Ha Tputuko XR ¢ MAOIL, uiu 1o Be ceAMHUM CIE] NPSKpATABAHE HA NpPUEMa Ha Te3u
BEKapcTBa, He ce npenopbuea. He ce npenopruea v npiem Ha MAOI no equa ceamMuna cnen
npexparisaHe Ha Jeuchiero ¢ Tputako XR.

1lepopannu anmuxoazyaanmu wwu anmuaepezaum: PEAKO ce cb0o0IIABA 32 MPOMEHH B
AHTHKOArYNAHTHH HYHKUME (N260opaTopHH CrORHOCTH H/HNY KNHHHYHH MPH3HALM B CHMITOMH) C
NOBHILEHO KbPBEHE.

DPenomuazuny: Habmoaasana e TexKa OpTocTaTHYHA XHIIOTOHUS OPH CHITBTCTBALI TPHEM HA
(eHoTHAZHHM, KATO HAMp. XJIOPNpOMazdH, (paydeHasuH, TeBOMenpoMasiH, neppeHa3uy.

Anecmemuyy/ mycxynnu peraxcanmy. TpazofoH XMIPOXJIOPHA MOXE Ja 3aCHIH e(h)eKTUTE Ha
MYCKYJ/IHUTE PENAKCAHTH U JETAMBUTE AHECTETHLM, 34TOBA B TAKMBA CIly4YaH € HeoOXO0IuM npeanasius
noaXo.

Anxoxon: Tpasono 3acunBa ceJJaTHBHHA eekT HA atkoxoaa. TTo BpeMe Ha nevenne ¢ Tpurako XR,
ynorpebaTa Ha alnkoxon ciesa ia ce H3bsrsa.

Jlesodona: AHTHAENPECaHTHTE MOTAT Aa YCKOPAT MeTaboIH3Ma Ha JTeBOJONA.

Apyeu
CripreTBalnaTa YoTpeba Ha TPA30AOH C NEKAPCTRA, KOUTO JOKA3aHO YA BIDKABAT QT— Bt MOHKE
Jla NOBHILM PHCKA OT BEHTPHKYNAPHH apUTMuM, BKMounTenno Torsade de Pointes. B 2]

HeoDXoauMa MpPCANAZNUBOCT MO OTHOLICHHUE HAa CBINBTCTBALLIATA yno1‘peﬁa Ha TC3H / .
XR.




Tuii xaTo TPa30AOH € MHOTO ¢1a6 HHXHOHTOp Ha OOPaTHHS 3aXBaT HA HOpaAPEHANHHA U He MOTH(HUHpa
peaKuMaTa Ha KPLBHOTO HANATAHE KbM THPaMHH, HE €€ O4YaKBa Ja HOBIMHE BbPXY XHNOTEH3HBHOTO
AeifCTBHE HA IYAaHETHIMHOBATE Chegunenus. Hscnenpanus shpxy mabopaTophu sxHBOTHH, obaue, couar,
4¢ TPAJIO30H MOKE J1a BB3NPENATCTRA I0BCYETO OT OCTPHTE edekTH HA KNOHWAMH. 1o oTHOWEHHE HA
JAPYFH BHAOBES JIEKAPCTRA 34 JCYCHHE HAa BHCOKO KPbBHO HallArane TpabBa Jia ce OTUHTA Bb3MOKHOCTTA 32
MOTEHUHPaHE, MaKap Aa He ce ChOOMIAaRa 32 KIHHHYHH B3aHMOICHCTRHA.

Hexenanure edekTH MOrar aa 6bJaT N0-4eCTH, KOTaTO TPAZ0J0H Ce IPHEeMa ChITBTCTBALIO C NPOTYKTH,
CLILPXKALUH AKbAT KaHTapuoH (Hypericum perforatum).

Cpodiuaea ce 33 NPOMEHH B NPOTPOMOMHOBOTO BpEME TIPH TIAIIMEHTH, MTPHEMAILIH CBITbTCTRALO TPA30I0H
H BappapuH.

CbIbTCTBALHAT NpHEM € TPA30A0H MOXE 1a NPHUYHHK [IOBUILIABAHE HA CEPYMHUTE HHBA Ha JHTOKCHH
HIIH ClJeHHTOlfIH. HpH Ta3H NALUHEHTH € HeoOX0AUMO NpoCneagBaHe HA CEPYMHUTE HHBA.

4.6 Depruanter, GpeMEHHOCT H KbPMCHE

BpemeHnocT
Heronam obem aannu 3a GpeMenHH sxetH (mog 200 cnyuas Ha OpemMeHHOCT), NPHEMALIM TPA30A0H, HE

NOKa3BaT HeeNlaHd eekTd Ha TPazo0H BLPXY OpeMeHHOoCTTa HAH QeTaiHa/HeOHaTANHA TOKCHYHOCT.
Jluncear Apyrd enHIeMHONOrHYHH naniy. [IpoyuranmaTa IpH :XMBOTHH HE IOKA3BaT NMPEKH HITH
HEMNPEKH BPEIHH eIeKTH, CBbP3aHu ¢ BPEMCHHOCTTA, pa3BUTHETO HA eMOpHOHA/MNIOAA, PAKAAHETO HIAU
MOCTHAHATHOTO Pa3BUTHE MIPH TepaneBTHYHA 03 (BX. Touka 5.3).

HeobxonuMo e BHHMaHHe npu npeanuceaneTo Ha TpuTHko XR npu OpemerHA xkeHH. Korato TpuTHko
XR ce npueMa 10 pax1aHeTo, HOBOPOASHHTE TPADBA Na ce nabIaaBaT 3a NoABATa HA CHMIITOMH Ha
OTHEMaHe,

Knpmene
OrpaHH4eHUTE JaHHH [IOKA3BAT, Y& TPA3OAOH C& SeKCKPETHPA B KbPMATA NPH XOpa B HACKA CTENEeH, HO

HUBATA HA aKTHBHHTE MeTaloJMTH He ca u3secTHM. Ilopagd orpaHMvenuTe AaHHH, TpAOBa ja ce
B3€Me peLIeHHE NAlH [a C& NPOAb/IKH/IPEYCTAHOBH KbPMEHETO HIH NPOABIIKH/IPEYCTAHOBH TEPANHATA
¢ TputHko XR, KaTo ce B3eMar npesigu/l 11013aTa OT KbPMEHETO 3a AETETO H 110/132T4 OT TepanuiTa ¢
Tputnroe XR 3a xenara.

4.7 EdexTn Bbpxy cnocobnocrra 3a modupane 1 padora ¢ Malliung

Tpurnko XR nma cnabo WIH yMepeHo BITHSHHE BhPXY CIOCOOHOCTTA 3a wodupaue W paboTa ¢ MAlIMHK.
ITatnnedaTuTe TPAGBA Na BHUMABaT NpM WohypaHe ik pabota ¢ MAIWHH, JOKATO CE YBEPAT, Ye He
H3MHTBAaT CbHAMBOCT, CENALHA, 3aMasiHOCT, 00bPKBAHE WA 3aMbINEHO 3PEHHE.

4.8 Hexelanu JCKapCTBCHH PeakIMA

CoofuiaBa ce 3a c1yyau Ha CYRITHAHN MHCITH H CYMLMHO TIOBEJIEHHE [0 BpEMe Ha JICUEHHE C TPa30A0H
UJH CKOPO CJIe]] CIIHPAHE HA NeYeHUETO {BK. Touka 4.4).

Cnepnnte CHMITOMH, HAKOH OT KOHTO YeCTO C€ cpolInasar Mp# CAyYad Ha HCNCKYBaHa Jenpecus, ce
HabonaBar u NMPpH NAUKCHTH, NOANMOKEHH HA TCpanud ¢ Tpa3oa0H.




MedDRA — 6a3a gaHnu Ha CHCTEMO-OPTaHHH
KnacoBe

HeussecTHa yecToTa (He MOXe Aa Obe
OLIEHEHA OT HATUYHHTE JaHHH)

Hapyiuenus na kpusTa # tumdHaTa cucTemMa

JHuckpasus Ha KPBBETA (BICTIOMHTENHO
ArpaHyoiHTO3a, TPOMOOUKTONICHNS, CO3HHODUNS,
JCBKONCHUS W aHEMMUA)

HaPYUIEHHSI Hd HMYHHaTa CHCTCMa

AJICPruyHH peakuHy

Hapyluenus Ha eHAOKpHHHATA CHCTEMA

CHHpOM HA HEAJIEKBATHA CEKPELIHA HA
AHTUAHYPETHUYHHA XOPMOH

HapymeHHﬂ Ha MeTabonnsMa o XPaHEHETO

XunoHaTpueMus', 3aryfa Ha Terno, aHOpeKcHs,
NOBHLIEH ANETHT

[TcuXHuHU HapyweHus

CyHUHAHU MHCJIH WA CYHUHIHO NOBEAEHHE

(Bx. Touka 4.4), CbCTOSIHYA Ha 0ObPKBAHE,
fe3chHHe, ASIOPHEHTALHA, MaHM, TPEBOXKHOCT,
HEPBHOCT, Bb30YIHMOCT (MHOTO pPsKO
BNOLIABALA C€ A0 ASAKPHYM ), HANYAHOCT,
ATPECUBHH DPEAKIIHH, XaAMONHHAUNH, KOLIMAPH,
MIOHHKABAHE HA NIKOKI0TO, CHHAPOM Ha OTHEMAaHE

HapyuieHus Ha HepBHAaTa cHCTEMA

CepOTOHHHOB CHHAPOM, KOHBYJICHH,
HEBPOJIENTHYEH 310Ka4YECTBEH CHHAPOM, 3aMasHOCT,
BHEHE Ha CBAT, TNaBobOIHE, CHHIHBOCT,
0e3MoKoHCTRO, TOHHKEHA GTUTENHOCT, TPEMOP,
3aMBIACHO 3PEHHE, HApYLICHHS HAa 1aMETTa,
MHOKIIOHYC, H3pa3eHa adasus, mapecTesus,
JUCTOHHA, NPOMAHA HA BKyCa

CopiaeuHy HapyLIeHHs

Chpeuna aputmus’ (Bkmountento Torsade de
Pointes, TanmHTaLHH, NPEXKASBPESMEHHH
BCHTPUKYJIAPHH KOHTPAKIMH, BEHTPUKYJIAPHK
KYTLIETH, BEHTPHKYTADHA TaxuKapaus, OpajuKkapaus,
taxuxapyusg, EKI" abnopmannocTu (yAbmKaBaHe Ha

QD)

CBI0BH HapyII€HH

OpTOCTaTH‘-I Ha XHIIOTOHHA, XHIIEPTOHW,
NnpHNaabLHA

PecnupaTopHn, rpbIHN ¥ MeAHACTHHATTHH
HapylieHHs

Haszanha KOHTCCTHS, 3aTPYIHEHO AHIUAHE

CTOMaIHO-4peBHH HAPYIIEHHS

lazeue, NOBPBILAHE, CYX0Ta B YCTATA, 3alleK,
ANapHA, JECTIencHs], croMaiaa 6omka,
raCTPOEHTEPUTH, YBETHYEHO CNFOHOOTAENAHE,
TIapaIATHYEH HIEYC

XenaToOHIMapHH HapyLIEHUA

HapymieHHs Ha uepHoapobHaTa hyHKLUA
(BKJ’HO‘-IHTGJTHO JKBATCHHIIA H XeNaToUSTYNapHH
yBpexkaanus)’, HHTpaxenaraiHa XouecTasa

HapylieHHs Ha KoXKaTa | NOJKOAHATA ThiKaH

Koken obpuB, PYPHTYC, XHNEPXHAPO3A

HapyieHns Ha MYCKYAHO-CKENETHATA CHCTEMA
W ChbeIHHUTENHATA ThKAH

Bonky B KpaillHAUMTE, BOIKK B rbpba, MUaNTHs,
cTaBHH OOJIKH

Hapywienns Ha 060peuuTe N MUKOUHKTE
ObTHLLA

Hapyiuenuns npu ypuHHpaHe, ypHHApHA
HHKOHTHHEHLHA, 3aABPKAHE Ha YpHird

Hapywienns Ha BE3MPOH3BOANTEIHATA CHCTEMA
U ropaara

[TpuanubM (BXK. TOHKA 4.4%
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O0wH HapyreHds H edeKTH HA MACTOTO HA CnabocTt, 0TOK, rPHNONOACOHH CHMIITOMH,
NpUROXeHHe yMopa, 00NKa B I'PBAHHA KOLI, TPECKa

Hacneapanns TNoBHILABaHE HA YEPHOLPOOHHTE EHIHMH

1
(DJ'IYHJ],HHHT H CJICKTPOJIMTHHAT CTATYC TpHGBa Ia Obaar cneaeHH [IpH CHMIITOMATHYIHH NaLHCHTH.

2

TpHTHKO XRe AHTHIACIIPECAHT ChC CCAATHBHH CBOﬁCTBa, MOZKE Ja HpH‘{HHH CBHIHUBOCT npes IBPBHTE
AHY, OGHKHOBCHO H34E3BALIH B TIPOLIECA HA JICUCHHETO.

3

[TpoyuBaHHA BBEPXY JKHBOTHY NOKA3BaT, Y€ TPA3040H € NO-MANKO KAPAHOTOKCHYEH OT TPHUHKIIMUHHTE
aHTHAENPECaHTH W KIHHUYHHTE MPOYUBaHHA TIPEANONAraT, Ye € N0-MankO BEPOATHO JEKAapCTBOTO [J1a
NpUYHHH CbpAeYHa ApPHTMHA NpH 4oBeka. KnHHMUYHHTE NpOyYBAHHA IPH NEAUUEHTH ChC ChPACUHH
3a00/19BaHKH A NOKA3BAT, Ye TPA30A0H MOXKE A4 MPHUYHHH APHTMHESA [1PH HEKOH MALIHEHTH OT TasH
NOMyaLHA.

4
Psko ce choBiuaBa 3a HexenaHH edeKTH BbPXY HepHoApoOHaTa dyHKINS, MOHAKOra TEKKH. AKO
TAKMBA PEaKUHH ce nogsat, ynorpebara na Tputuko XR Tpadea HezabaBHO Jia ce Npekpary.

CrobuiaBate Ha NOAO3UPAHH HEWENaHH PEAKIHN

Ch0oOIIaBAHETO HA MOAO3HPAHH HEXEJAHH PeaKUHHM Cliel paspelaBare 3a ynorpeda Ha nexapcTBeHHs
NPOJYKT € BakHO. T0Ba N03B0NABA 1A NPOALIDKY HAGMOASHUETO Ha CHOTHOIICHHETD TI0fA33/PHCK 32
JekapcTBeHusa npoaykt. OT MEJHLHMHCKUTE CIEUHANHCTH ¢ U3MCKBA 12 chOOLIABAT BCAKA NOAO3MPAHA
HexkeJlaHa peakuMs upes HAMOHAHA CHeTeMa 33 chodmasane:; ManbsIHATENHA Ar¢HI[AA TI0 JIEKApCTBaTa,
ya. Jamsn I'pyes” Ne 8, 1303 Codms, Ten.: +359 2 8903417, yeGeaiit: www.bda.bg.

4.9 lpego3npane

ITpM3HAIH HA TOKCHYHOCT

Haii-uecto chobmasanyTe peakUiH MpH Npelo3HpaHe ca CbHAHBOCT, CBETOBBPTEN, rajeHe H
NOBpBLUAHE.

HoknansaHn ca ¥ Mo-CePUO3HM CIIyYaH KaTo KOMa, TAXHKaPIHs, XHNOTOHHSA, XHNOHATPUECMHS,
KOHBYJICMHM M PECTIMPATOPHA HEAOCTATHYHOCT. CHPASUHHMTE CUMITOMH MOYE J1a BiousaT Opanukapaus,
yabmxasade Ha QT w Torsade de Pointes. CumnroMuTe ce npossaBaT 4o 24 vaca WK noBeye cnen
Npefo3HPaHe.

CBpBx21034 TPa30a0H B KOMOUHALMA C SPYTH AHTHAEIPECAHTH MOFaT Aa NPHYHHAT CEPOTOHHHOB
CHHAPOM.

HelcTBuA

H;ma Cl'leLlH(bH‘-leH aHTHAOT 34 TpaBOJIDH. HpenoquBa Ce€ AKTHBCH BLIJICH an B’b3paCTHH, NOrLJTHaIu
noBeue OT | g TPA30J0H HIM ACHA, NOrbaHanu noseue ot 150 mg TpazonoH Ao 1 vac ciiel mpHema.
AJ'[TepHaTHBHO, Ha B'b3paCTHI'ITe MOKE 1a Ce Hanpaau CTOMAallHa I'IpOMHBKa a0 l yac OT DOrNIBINAHETO HA
NOTCHUHAJIHO )KHBUI‘OSaCTpaLLIaBaLL[a CBpPLXI034.

HeobxoauMo e Habnroneane Hali-Maiko 6 Yaca crnef nornbiadeTo (Hnu 12 yaca, ako e s3eta dopma ¢
YABIXEHO 0CBOGOXAaBaHe). CNeaH ce KPLBHOTO HANAraHe, MyAchT H HHaekesT mo Glasgow Coma
Scale (GCS). Cnegy ce kucnopoauara catypauus, ako GCS e Hucwk. CbpaecueH MOHHTOPHHT €
LeJiecho0pa3eH NpH CHMIITOMATHYHH AALUHEHTH.

EAHHKHYHK KPaTKH KOHBYJICHH HE H3WCKRAT NeueHHe. YecTUTe HAM NPOALIKHTE/IHH KOHBYIICHH ce
OBJANABAT ¢ MHTpaBeHo3cH apasenam (0,1-0,3 mg/kg TenecHo Terno) wad aopasenam (4 mg npu
Bb3pacTHH U 0,05 mg/kg npu aeua). AKO Te3H MEPKH HE ¢a YCMENHH, MOXKe JIa C& MPHUAOKH
MHTpaBeHO3HA HHY3mMs Ha (eruToMH. JlaBa ce KMCNOPO/ H C& KOPHIHPA KHCenuHHarta fasa u
MeTabOTHTHHTE HAPYIICHHA, AKO € HEOOXOIHMO.
JleuenueTo TpaOBa fa 6blae CHMNTOMATUYHO ¥ MOLIBPIKALLO B Cy4Yail Ha XHNOTEH3
ceaupaHe. AKO OCTpaTa XHIIOTEH3Hs HE OTIIYMSIBA MOJKE 14 C& NPUAOKAT UHOTPO
JONAMHH HIIH SOOYTaMMH,




5. PAPMAKOJIOTHYHH CBOMCTBA

5.1 DMapMaKoIHHAMHYHH CBOICTRA

dapMakoTepancrTHUHA Fpyna: NCHXoaHanenTHuM, Apyri antuaenpecantd, ATC koa: NOGAX05

Tpa3onoH e TPHAZONONUPHIAHHOB ISP BaT, epeKTHBSH NPU NEYSHHETO Ha IeNpecHBHH pascTpoticTsa,
BIJTIOUHTENHO JIETIPECHS, IPHAPYXEHA OT Oe3NOKOHCTRO H HAPYILEHHA B ChHA H C& XapaKTepu3upa ¢
OBp30 HAYANO HA ACHCTBHE /OKONO CeMHLUA/,
TpasonoH e HHXHOUTOP Ha OOPAaTHOTO 3axBalllane HA CCPOTOHHHA W ¢ aHTaroHHcT Ha SHT 2A v 2C
PELIENTOPH, YHATO aKTHBALHA OOHKHOBEHO C€ CRLP3Ba ¢ 0e3ChHHe, De3M0KOHCTRO, MCHXOMOTOPHH
NpoMEHH H MPOMCHH B CEKCyanHaTta QYHKIUS.
Tpasonon He e MPOTHBOMOKA3aH NMPH TiaykoMa H 3a0onsBaHHA HA OTAENMTE/IHATA CHCTEMA, HE BOOW
J10 EKCTPAMPaMUIaNHK cPEeKTH i HE HOTeHUHPA aAPEHEPrHYHATA TPAHCMHCHS, 3aLII0TO HAMA
AHTHXONHHEPIUYHO ACHCTBHE 1 HE TIPSM3BUKBA THNHYHNTE ehEKTH HA TPHUHKIMYHHTE AHTHASIPECAHTH
BbpXY CbpACUHATA QYHKITHSL,

5.2 DapmMaKOKHHETHYHN CBOCTRA

B tabnuuata no-noiy ca nokasaHd $apMakOKHHETHIHHTE NAPAMETPH HA TPa30A0H C YABIKEHO

oco0OKIABAHE Clie)] €HOKPATHO NpHemMane Ha 75 mg, 150 mg u 300 mg u cien MHOTOKPATHO
npuemane #Ha 300 mg (BeAHBXK JHEBHO JIO AOCTHIAHE HA CTAOHIHH ChCTOSHHSA).
Jozara ot 75 mg choTBeTCTRA Ha MOJOBHH Tabnetka ot 150 mg.

75 mg 150 mg 300 mg 300 mg
{eaHOKpaTHa {cnHOKpaTHA {exHoKpaTHa {MHOTOKpaTHa
no3a) no3a) 7103a) 2103a)
Cmax* 294 (71,4) 531(143) 1179 (583) |Cmax,ss* 1812 (620)
(ng/mL) (ng/mL)
AUCQ-a0* 8658 (2833) 16388 (5419) 30983 (12522) |AUCgs* 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) (h)

* cpedna CcTORHOCT {CTAHAAPTHO OTKIOHEHHE); ¥* cpenua cToHHOCT {WHTEpBAN)
Cmax - MaKcumanHa rnnasmena KoHueHTpaunst; Cmax,ss - MAKCHMANHA [UIA3MEHA KOHUEHTPALKA NpU
ctabunno cwerosuue; AUC).o0 - nioulTa noj kpusata oT BpeMe 0 eKCTpanoiupaHa g0 0e3kpadHoCT;
AUCgs - nnowra nos, Kpusara npy ctabUIHO CheTosHHe;, Tmax - BPEMETO 3a AOCTHIAHE Ha

MaKCHMalHa KOHISHTpaHA,

In vitro W3cIeABaHHA ¢ YOBEILKH YEPHOAPOGHH MHKPO3OMH MOKA3BAT, Ye TPa3o 0 ce MeTabonmsupa
OCHOBHO OT uuToxpoM P450 3A4 (CYP3A4).

Cnen nbpBOTO NpUeMaHe, BPEMETO HA GONYXKHBOT Ha TPA30A0H ¢ YABIDKEHO 0CBOOOKAABAHE B
npuGiHsnTenHo Mexay 10 1 13 uaca,




5.3 IlpenkJ1HHHAYHA JaHHH 32 Ge3onmacHoCT

OcTtpa Toxkenunoct: LDS0 Ha Tpasoao npueman nepopanto e 610 mg/kg npu muiikn, 486 mg/kg npu
nipxose B 560 mg/kg npu 3aiinu. Habmoaaanute edekTH ca: CbHINBOCT, CIOHOOT/IE/AHE, ITO3UC HA
KNeNa4uTe H KIOHHYHH IBPUOBE.

XpoHHYHA TOKCHYHOCT: CYOXPOHHYHH NPOYYBaHHA ca MPOBEACHH IIPH MUILXOBE, 3alilld K Ky4eTa, a
XPOHHYHHTE BBPXY IUTBXOBE, KydeTa W MaiiMmys i. [Ipunoxenara nepopaito j1o3a sapupa MeXxay 15 n
450 mg/kg/aHeBHO NpH TLX0BE, 15 1 100 mg/kg/aneBHo npu 3aiiuy, 3 u 100 mg/kg/anesHo ApH KyveTa
1 20-80 mg/kg/nneeHo npu MalimyHd. B npoy4YBaHHATA NPH IUIbXOBE, ICYEHHETO PHYHHHILO
XHNepTpodHA HA XeNaTOUUTHTE U MAJKHIA eHIOMIa3MeH PETHKYNIYM ¢ MOCNC/BAIA XENATOMET AU
Tozu edekT e pe3ynTaT 0T AETOKCHKUPAIIHMA MEXAHHILM H HE OM MOTEN Jla ObAe HHTEpIpeTUpaH KaTo
naronoruyeH edekT. OCBeH TOBa NETANHATA 1033 CHLUO NOPaX/ia edeKTH, Beue HabIKIaBaHy NpH
TPOY4BaHMATA 34 OCTPa TOKCHYHOCT. ChOTBETHATA 1033/HUBA HA HEHADJIIOAABAHA HEXEIAHH
nekapcreenu peakuun /NOEL ca 30 mg/kg/nnegHo. Tpu 3aiiun ca HabmoaasaHu camo eeKkTrTe Ha
nenpecantute Bbpxy LIHC, cue cvorsered NOEL ot 50 mg/kg/nuesno. TIpy kyueTa, CHMNTOMUTE, BEUe
HabuI0AABaHH IPH OCTPa MHTOKCHKALMSA, CE BJIOLIABAT MPH MOBTOPEHHE HA N03aT4, a CboTBeTHHA NOEL
e 10 mg/kg/naesno. MalimynuTe uMaT no-ronsiMa pe3suCTEHTHOCT OT KYUYETaTa H NPOBABAT CaMo
dapmakonuHaMudnad npomenn. NOEL e 20 mg/kg/nnesHo.

PenpogyxruBna TokcHuHOCT: He ca nabniopaBann edekTH BbpXy (PEpTHNHOCTTA NpH MITbXOBE MPH
nozu Ao 300 mg/kg/men. Ipoyusanus 3a TepaToreHHOCT MPH MUIBXO0BE [I0KA3BaT NOBMINABAHE HA
eMOpHoneTanHuTe eekTH CaMo TIPH 03H, KOWTO €A TOKCHYHH 33 MaifMHHMA opraHH3bM (300-

450 mg/kg/nen). llpu nnbxore eMGpHoneTaniy edexTH 1 peaKy ClyuaH HA BPOJEHH AHOMAaIHH ¢4
HaDNIONaBaHH CaMO IPH TOKCHUHH 3a Maiikure a03# (150-450 mg/kg/nen). Jluncara Ha aupexteH
eeKT BbPXY eMOPHOHA Ce NOTEBPXKIABA OT NPOYUBAHHA, NPOBSKIAHH TIPH (TEX0BE € LiEn
NpoCceAdBALE Ha IPEMHHABAHETO HA TPA3040H NPE3 IUIALEHTATA. CAMO HE3HAUHTE/IHH KOHUEHTPaUHH OT
NEKAPCTROTO CE OTKPHBAT B €MOPHOHAIIHUTE ThKaHH H OKOAOMACAHUTE BOLHM. [lepn- M mocTHATANHKH
MpOYYBAHEA NPH [UTEXOBE MOKA3BAT CAMO HaMaldBaHe Ha HapacTBAHETO Ha TerNoTo Ha MANKKTE OpH
no3u aan 30 mg/kg/nen.

MyTareHHoCT: 1 Vitro TPOYYBaHHA BLPXY MYTAreHHOCTTA (B OaKTEepHAIHH KIETKH, V77 KIETKH OTF
KHTAHCKH XaMcTepH, MULIM TUMdounTH, Xpomozomin abepaunn B CHO, CHL/IU knetkn n yoBeuwiku
THMMOLIMTH)} H in Vivo U3CNEBAHUA BbPXY MYTAreHHOCTTA (MHKPOHYKIEAPEH TECT NPH MHIIIKH H AHANU3
HA XPOMO3OMH B MeTahasa Tipy MIbX0BE) He MOKa3BaT MYTarCHER eexT.

Kanneporenen norenmuan: [IpoyuBaHMATa NMPH MHUILKH M TIBXOBE He MOKA3BaT MOTCHIMANEH
PHCK OT TYMOpH.

AHTHreHHOeT: Tpa3oioH He IOKa3Ba aHTHICHHA AKTHBHOCT.

KapanorokeHIHOCT: CBPHeuHoChAOBATE £EKTH HA TPA3OA0H €a NPOYURAHH NPH NILXOBE, MOPCKK
CBHHYETA, KOTKH H Ky4eTa. JIeKapcTROTO MOKA3Ba NOYTH ITHIIHA JIMICA HA KaDIUOTOKCKUHOCT, Thil KATO
He ca Habmonasany npoMers B ECG 3amHcHTe NpH HEXHNOTEH3WBHH J103H.

Xopmounaann edextr: Eqnoxpatiy 1o3d Hap 20 mg/kg/aeH, npHeMany HHTpanepHTOHEanHo oT
HEHCKU ITbXOBE, IPHUYHHABAT J€K0 MOBHINARAHe Ha nponakTuHA. To3n eexT Hauessa ¢
NPOALIKHTEAHHA [IPHEM C AUETATA.

JIEKapCTBeHa 3ABHCHMOCT: I[BC npoy4BaHyd, NpoOBEAEHH NIPH NIBXOBE, U3KNHO4YBAT
Ha ACKApCTBEHA 3aBHCHMOCT,



6. PAPMANEBTHYHH JAHHU
6.1 CnHchLK HA TOMOLHHTE BEIIECTBA

Tpuruko XR 150 mg TabieTky ¢ vIbKeHO 0cBo00NKAaBAHE

Aodpo. Koutpamua rpadyanpan (npexenaTHHA3HpaHo Mo duuHpaHo HAWecTe), Xunpomenosa, Cuiuines
JMOKCH], KoJlouaeH Oe3B0AEH, HATPHER CTEApHIIhyMapaT

Dunmoso nokpumue: Onaapaii [ xbAT (NOAHBHHHNOB aIKOXOI - YACTHYHO XHAPOIH3HPAH ), THTAHOB
auokchui, makporon/TIET 3350, tank, sBIT xKeNe3eH OKCH, YEPBEH XKEIE3CH OKCUT

Tprruko XR 300 mg Tabnetku ¢ yaAbIKeHO ocBoboxkaapane

Adpo: KoHTpaMua rpaHynpaH (pekenaTHHR3APaHo MOAUDHUKPAHO HHINECTE), XHIPOMENO3a,
CunuuMeB JHOKCHA, KOJIOMAEH 6e3B0AeH, HATPUeB cTeapuidymMapar

DQuamoso nokpumue: Onaapaii II po3os (MOIMBUHKNOB ANTKOXON - YACTHYHO XHAPOJIM3HPAH), THTAHOB
nuokcun, Makporon/T1ED 3350, Task, ®bAT Keae3eH OKCH, YePBEH KeNE3eH OKCU,

6.2 HecbeMecTHMOCTH

Henpunosxkumo

6.3 Cpox Ha ToHOCT

4 roaKHH

6.4 Cnenuannu yCIOBHA HA ¢hLXpaHeHHe

To3u nexapeTaeH NpooyKT HE M3UCKBA CIIELMATHH YCIOBHA Ha ChXpaHeHHe.
6.5 Bu] ¥ chaALpKaHHE HA ONAKOBKATA

ITLpBHYHA OIAKOBKA
Tabnetkure ca onakosanu B PVC/PVDC/anyMmunnesu Gnicrepu.

Btophyna onakoska
Tpuraxko XR 150 mg n Tputnko XR 300 mg ce npeanarar 8 KyTuy, coAbpicainy 10, 14, 20, 28 uan 30
TabJIeTKH.

He BCHYKH BHAOBE ONAKOBKM MOraT 4a OBJAT nycHATH Ha Na3apa.
6.6 Crenuanny NpeAna3Hd MepKH NPy W3XBLPIAHE 1 paGoTa

Hsama cneudanrii H3iCKBaHHA.
HeH3non3paHuaT NexapcTBeH MpoayKT MM OTNAABLYHHTE MATEPHATH OT Hero TpabBa 4a Ce W3XBLPIAT B
CBOTBETCTBHE C MECTHHTE HIUCKBAHIMA.

7. MPHUTEXATEJI HA PASPEIIEHHETO 3A YITIOTPEBA

Anmxenuny @apma buarapus EOO]]
Bbya. ,,AceH Plopnauos“ 10

Codua 1592, Brarapus

Ten.: +35929751395

®akc: +3592971 5745




8. HOMEP(A) HA PASPENIEHHETO 3A YITOTPEBA

Trittico XR 150 mg TabneTkH ¢ yopmkeHo oceobomigaBane - 20130121
Trittico XR 300 mg TabneTku ¢ yasmkeHo oceoboxaasane - 20130122

9, JIATA HA ITBPBO PASPEIIABAHE/MOJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEGA

Hata ua nepeo pa3pewasate: 20 mapt 2013 1,
Jlata Ha NOAHORABAHE Ha paszpeuleHveTo 3a ynorpeba: 28 Mapt 2018 1,

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

Mapr 2023




