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1. HME HA JIEKAPCTBEHHUA ITPOAYKT i) ariserertessssreisearsiass

TPUTUKO 75 mg TabneTku ¢ yIbIKEeHO OCBOOOXKAaBaHE
TPUTHUKO 150 mg Tabnerxu ¢ yabmkeHo ocBoboxaaBaHe

TRITTICO 75 mg prolonged-release tablets
TRITTICO 150 mg prolonged-release tablets

2. KAYECTBEH H KOJIMUECTBEH CbCTAB

TPUTHUKO 75 mg TabneTku ¢ yablxeHo ocsoboxaaBate
Bcska tabneTka chbabpKa 75 mg TpasooHoB xuapoxnopua (trazodone hydrochloride)

TPUTHUKO 150 mg 1abreTky ¢ yaABLJKeHO ocBoOOKAaBaHe
Bcska Tabnetka cbabpxka 150 mg tpasonoHos xuapoxiaopuj (trazodone hydrochloride)

3a MbJAHKS CIUCHK HA MOMOLLHUTE BELLECTBA, BHXKTE TOUKA O.1.

3. JJEKAPCTBEHA ©OPMA

TabaeTka ¢ yRbIKEHO 0CBOOOXK1aBaHE.
Bsna, 1BoiiHO H3NbKHaMa TabneTKa ¢ ABe AenuTeNHy uepTH. Tabnerkara Moxe 1a Obje pa3encHa Ha TpH

PaBHH RO3H.

4. KJIAHUYHH JAHHHA
4.1 TepaneBTHYHH [IOKA3AHHS

HenpecuBHy pascTpoiicTBa Cbe/6e3 TPEBOXKHOCT.
TPUTHUKO e noka3saH caMO IIPH BE3PACTHU NALMEHTH.

4.2 J03UpoOBKa U HAYHH HA NIPUTOKEHHE

O3 POBKA.

Bvipacmuu

75-150 mg /nHeBHO, NMpHEMAaHH KaTO €AHOKpaTHA 1032 BEUED, NPEAH JAraHe.

Jo3supoBkara moke Aa Obae yBeanueHa 1o 300 mg /aHeBHO, pa3jiesieHa Ha [1Ba IpUEMa.

[To BpeMe Ha GonHuYHO NeueHUe jo3ata Moxe aa Obae 3asuiueHa 1o 600 mg/nHeBHoO, paziencHa Ha

HAKOJIKO ITPHCMA,

Cmapuecka sv3pacm
[Tpu nauueHTH B cTapUecKa Bb3pacT H HEMOLUHHY NAUMEHTH, NpEeNopbYUTEIHATA MbPBOHAYa/IHa 103¢

cmﬁpaaﬂo MOHOCUMOCTTA H €PUKACHOCTTA.,




Ileouampuuna nonynayus
TPUTHUKO He TpsabBa na ce n3noni3ea Npy nalUeHTH Ha BB3pacT noj 18 rogunn. bezonacHocTTa npH Te3u

MaLHEHTH BCE OIIE HE € YCTAHOBEHA.

Yeprodpobru napyuienus

Tpa3zoaoH nNpeThpnsABa EKCTEH3UBEH MeTab0IH3bM B HUepHUs Apod (B TOUKA 5.2), H CBILO TakKa CE€ CBbP3Ba ¢
xenatoTokcHuYHoCT (BX. Toukd 4.4 u 4.8). Cneaosatenno TPUTHUKO Ttpsadsa na ce npeanucea ¢ BHUMaHHE
NpH NalHeHTy ¢ YepHOApoOHH HapylleHHA, 0cOOEHO NMpH TeXKa YepHOapoOHa HEJJOCTAThYHOCT.
[TeproauyHo HabmoaeHHe Ha YepHoApoOHaTa hyHKuus TpsdBa na ce UMa npeaBu.

bvbpeunu napyuenus
OOHKHOBEHO HE € HEODXOAMMO KOpHUIHpaHE Ha J03aTa, HO CE H3HCKBA BHUMaHHE MPH NMALIMEHTH C TEXKKA

O6bOpeyHa HeAOCTATBYHOCT (BXK. TOUKH 4.4 U 5.2).

Hauun Ha npuagxeHue

Henumute TabneTku Morat Aa ObAaT pa3jie/idHd Ha 3 HacTH, KOETO MO3BOJISBA MMOCTENEHHO NMOBUILABAHE Ha
103aTa, B 3aBUCHMOCT OT TeKecTTa Ha 3a00a9BaHeTo, TErjl0To, Bb3pacTTa U 00I0TO CHCTOAHUE Ha

[NallUCHTA.
JleueHueTo TpHﬁEa Aa 3arto4HE € BEHCPCH MPpUEM H C [ICBHIHABAKRC HA JHCBHHTC [103H, ITO JICKADPCKO

[pcAIHCaHHuC.

TPUTUKO Tpsabea na ce nprema Ha npaseH UM mejeH croMax. [Ipenopwusa ce TPUTHUKO xa ce npuema
HA TepaneBTUYHY LIMKIIK OT IIQHE €AUH MecelLl.

[Tpy maHEeHTy B CTApYECKa Bh3pacT, O3MpOBKaTa TpsabBa BHUMATEIHO Ja ¢€ YTOUHHM OT JIeKaps, KOHTO Aa
MPeLeHH KaK Aa NPHIOKH MHHUMANTHUTE MPENOPBLUHTENHH 103H.

4.3 IIporuBONnOKa3anMs

CBpbXYYBCTBHUTEJIHOCT KbM aKTUBHOTO BEILECTBO HNHM KbM HAKOHU OT [MOMOLLHHUTE BELIECTBA, H30POEHH B
TOUYKa 6.1.

AJIKOXO/IHA KHTOKCHKAIIMA U HHTOKCHKALIMA ¢ XUNTHOTHYHH JIEKApCTaa.
Texbk HHPAPKT HA MUOKap/A.
4.4 CnenmajJHH NpeaynpekKacHus H [Ipeana3Huy MepKH npu ynorpeba

[leanarpuyHa nNonynalus

TPUTHUKO He TpabBa aa ce U3N013Ba OT Aelia ¥ FOHOUIX HA Bb3pacT noA 18 roauHu. B xiInHH4HO
MpOy4YBaHe MO-4ecTo ¢e Habnoaasa CYMLUUAHO NOBeAeHHe (ONUT 3a caMOyOUHCTBO U NiaHHpaHe Ha
caMOYOUHACTBO) M BpaXAeOHOCT (IpeIMMHO arpeCHBHOCT, MOBEACHHNE HA NPOTHBONMOCTABAHE U FHAB) NPH
Aela N FOHOLUH, IEKYBAHH C AaHTUESMPECAHT, OTKOJIKOTO NPH NaUMcHTH, npueMally niauebo. OceeH ToBa
JIMICBAT JJaHHH 3a JbJrocpoyHara 6e301acHoOCT NpH JIela ¥ NOAPACTBALIN OTHOCHO PACTEXA, CH3PSABAHETO U
KOTHUTUBHOTO U MOBEACHYECKO Pa3BUTHE.

CMYUIEHUs Npy TecTBaHE HA YpUHa

[Ipn MMyHOaHaIN3H, H3NON3BAHY 38 CKPHHUHT HA HAPKOTHUIIM B YPHHATE, KPLCTOCAHA PEaKTURHC
MeTaboJIuTa Ha TPa3o/IoH - MeTa-xJopodeHuanunepasut (M-CPP) cbe cTpykTypHO noaoSaaMemy gt




[TpenopbLUHTENHO € B TE€3M Clly4au ha He Ce B3eMarT pelLleH s, OCHOBAHH €HHCTBEHO Ha "NpeAnoaraeMuTe
MONOKHUTENHHU" pe3ynTaTH OT CKPUHHUHIOBM HMYHOAHANIU3H, a 1a C€ H3BLPIIH aHANHU3 32 NOTBbPXKIACHHE
ypes TeXHHKHTE Ha Mac cnekTpoMeTpusa (MS) win anTepHaTUBHO Ja ce H3M10J13Ba TEYHA XpoMaTorpagus-
TangeM Mac cnektpomeTpus (LC- MS/MS).

CaMoyOHHCTBO/CYUIINAHN MUCIH UK KIWHUYHO BJAOLIABAHE

JenpecusTa € CEbP3aHa C NOBUILEH PUCK OT CYHUHAHH MHCIIH, CAMOHApaHABaHe U caMOyOHICTBO (CHLOHTHH,
CBbpP3aHM ChC caMOyOUIiCTBO). PHCKBT ChiLecTBYBA 10 ZOCTUTAHE Ha 3HAUMMa PEMHUCHA. Tbi KaTo
nonodpenne MOXe J1a HE HACTBNH NPE3 IbPBUTE HAKOJIKO CEAMMLM MIIH NOBEYE OT HA4ANOTO Ha JCHCHHETO,
nalnseHTHTE TpAOBa BHUMATEHO Ja ce Habnoaasar a0 nossara My. KNHHHUYHUAT OIMT [10Ka38a, Y€ PUCKDT
OT camMoyOHIACTBO MOXE 1a HapacHE Npe3 paHHUTE €TalKu Ha Bb3CTAHOBUTEIHHA NEPHOA.

MUsBecTHO e, ye MaluesTy ¢ aHaMHe3a 3a CbOUTHA, CRbP3aHU CbC CaMOYOHICTBO MK MOKa3BAaLlH B
3HAYHTEIHA CTEMNEH CYMUHAHH MUCHH, IPEeAH 3aN04YBaHe Ha JEYEHUETO Ca U3NIOXKEHH Ha NMO-BUCOK PHCK OT
CYMUHAHU MUCIIH HIIK ONUTH 3a camMoyOuicTBO U TpsibBa na ObaaT HabmoaaBaHH BHUMATEITHO 110 BpEME Ha
JeueHreTo. MeTa-aHann3 Ha KOHTPOJIMpaH ¢ nayedo KIMHHYHHA NPOYYBAHUS HA AHTHIACNIPECAHTH TNPH
Bb3PaCTHH MALMEHTH C ICUXHYHHU pa3cTPOHCTBA MOKA3Ba NMOBHILIEH PUCK OT CYHIWJHO NOBEIEHUE NPH
NaLMedTH Mo 25 rofiviliHa Bb3pACT, IEKYBAHH ¢ aHTHAEIPeCaHTH, B CpaBHEHHUE ¢ nnaunebo.

JlekapcTBeHaTa Tepanus TpsAOBa Aa ¢ ChIbTCTBA CHC CTPOrO HAbMIOAEHME HA MALHEHTHUTE H B YACTHOCT Ha
T€34 C MOBHILIEH PUCK, 0OCOOEHO B HAYAJIOTO HA JICYEHUETO H Clie] NIPOMEHH B jJo3aTa. [launenty (4 Tesu,
KOHMTO C€ I'pHXKaT 3a T#X) TpsadBa ga 6bAaT npeaynpeacHy 3a HeobXxoauMOocTTa OT HabMloAeHHE 3a BCEKH
MPH3HAK HA KIHHUYHO BJIOLIABaHE, CYHLIHAHO NMOBEACHHUE UIIH MUCIH, H HEOOHYAHHY NPOMEHH B
NOBEACHHETO, KAKTO ¥ He3a0aBHO A2 NOTHPCAT KOHCY/TALIUA € JieKap, ak0 TaKHBa CUMIITOMMU C€E MOsABSIT.

3a MUHHMH3HpaHe Ha TIOTCHUMAIHUA PUCK OT ONUTH 3a caMoyOMIicTBO, 0CODEHO B HAYANIOTO HA JIEYEHHETO,
cleqpa /a ce MpeanucBaT caMo orpaHuueHu koauuectsa TPUTHKO.

[TpenopbuBa ce BHHMATENHO JA03HPAaHE U PEAOBHC MPOCACAABAHE HA NALMEHTH CHC CNEAHUTE 3aD0IABaHHA:
- EnunencHs, no-cneyUalHo Ja ce H30Arpa psa3Kko yBeNM4aBaHe WK HaMalsBaHe Ha 103aTa
- [TauuenTd ¢ veproapodHa uin 6L0peyHa HEAOCTATHYHOCT, OCODEHO TEXKa
- [TalneHTH ChC ChPACUHM 3a00NIBaHUA KATO aHHHA NEKTOPUC, HApYILEHA NPOBOAUMOCT
HJIM pa3/iNyHa CTerneH Ha AV GJIoK, CKOpOLIEH HHGAPKT HA MHOKap/aa

- XHIEePTHPOUANIBM

- HapyuieHo YPHHHpaHE, KaTo XunepTpodgus Ha nmpoctara, Makap npobiaeMH Ja He ce
OYaKBAaT, Tbii KATO AHTUXONHHEPTrHUYHHAT €QEKT HAa TPa30/10HA € HE3HAYHTENEH

. OcTpa 3aKpUTOBIBIHA MNlayKoMa, TOBUILICHO BbTPELIHC-0UYHO HANArake, Makap ue
CBILECTBEHH H3MEHEHHS He ce O4aKBaT, Nopaayd He3HAYHTEIH!U aHTUXOJIMHEPIrHYeH €(eKT
Ha TPAa30J0H

[1pu nossa Ha xpaTeHrUA neueHueTo ¢ TPUTUKO cneasa ga ce npeycTaHOBH.

IIpreMbT Ha AHTHIAETIPECAHTH OT NMALMEHTH C IM30DPEeHUS UK APYIH ICUXOTUUHH 3a60NABaHUS MOXKE Ja
NPUYHHH BIOLIABAHE Ha NCUXOTHUYHUTE CUMIITOMH. [lapaHonaHUTE MUCITH MOXKE Aa ce 3acunsT. [1o Bpeme
Ha neveHnero ¢ TPUTHKO, nenpecrBHaTa ¢pa3za Moxe aa ce NPOMEHH 0T MaHHaKaTHO-ACMPECHBHA B
maHuaxkanHa. B To3u cnyyad npuemsT Ra TPUTHKO TpabBa na ce npeycTtaHoBH.

Onucany ca B3aMMOAESHCTBUA MO OTHOLLIEHUE HAa CEPOTOHUHOB CHHAPOM/3JIOKA4YE€CTBEH HE
CHHAPOM B CJIy4ail Ha CbIIBTCTBALA YIOTpEDA Ha APYTH BELIECTBA ChC CEPOTOHHHEPTH
APYTHY AaHTHAENPECaHTH (Halp. TPUUMKAUYHY aHTuaenpecadTi, SSRI, SNRI u MAO -
HeBposenTHuH. Cho0iiaBa ce 3a 3N0KA4YECTBEHH HEBPOICIITHYHH CHHIPOMHU C JieTasle)




CbNBTCTBALL fIPUEM C HEBPOJICNTHLIH, 38 KOUTO TO3N CHHAPOM € 10Ka3aHa HEXENaHa NeKapCcTBeHa peakiius
(BxK. TOUKH 4.5 u 4.8).

Twii xaTO arpaHyJIOLHTO3aTa MOXKE 1A Ce NPOsSBH KIHHUYHO C rPUMONOAOOHH CUMNTOMH, Bb3NAJNEHO I'bPJIO
H TPECKA, B TE€3M Cilyuau C¢ MPenophYBa H3CNEABAHE HA XEMATONOTHATA.

Crobluara ce 3a XMIOTOHHSA, BKIIOUYUTENHO OPTOCTATHYHA XUNIOTORUS M CUHKOII TIPH MAaLHEHTH, NpHeMaLL}
Tpa3ooH. ChIBTCTBALIOTO NIPUEMAHE Ha JIEKapCTBa 3a NOHMKaBaHe Ha KPbBHOTO HasAraHe H TPa30A0H
MOJKe Jla H3MCKBA HaMaJisiBaHe Ha [103aTa Ha AHTUXUNIEPTEHIUBHOTO JIEKApCTBO.

[Ipu naureHTHTE B HANPEAHANA Bb3PACT MO-YECTO MOXE /13 CE [TPOABAT OPTOCTATHYHATA XHITOTOHHKS,
CHH/IMBOCT, KAKTO M APYTH aHTUXOJMHEPIHUHH eEeKTH Ha TPa30J0H.

[Ipenopnb4ba ce MOBHILEHO BHUMAHUE MPU NAUUEHTH, IPHEMALLH CEPOTOHEPTHYHH CPEACTBA KaTo
Tpa30/0H €JHOBPEMEHHO C AHTHKOArYJIAHTH U/HUM aHTUArPEraHTH, KAKTO U NPH MaLUEHTH C U3BECTHA
CKJIOHHOCT KbM KbPBEHE.

CrienHanHO BHUMaHHE CJIe/IRa J1a c€ OObpHE HAa Bb3MOXKHOCTTA 3a JONBIHUTENHH e(PeKTH NpH
CBLIILTCTBAILO JIEYEHHE, KaTO HANPUMep ¢ JAPYTH NICUXOTPOINHN HIIH AHTHXUTIEPTEH3UBHH CPEACTBRA, U
[[PH HAJIMMUETO Ha PUCKOBHK (DAKTOPH KaTO CHIBTCTBALLO 3aboiigBaHe, KOETO MOXE Ja BJIOLUH TE3HU
peakiMi. [TpenopbyUTENHO € NauKEHTLT/CONHOMEAAYDT 43 € MHPOPMHPAH OTHOCHO BE3MOXKHOCTTA 32
TAKHWBA PeakLKd U BHUMATEIHO Ja ce Habno1aBa 3a TaKnBa eQEKTH IIPH 3aM104YBaHe HA ICYEHHETO, NMpEaH
Y clie]l Bb3XOAMII0TO THTPUpaHE Ha 103aTa.

Cnep neyenne ¢ TPUTUKO, ocobeHo ako € NpoaAb/DKUTENHO, CE MPENOopLYBa NOCTENEHHO HaMallsiBaHe Ha
n03aTa ¢ orjie] MUHUMH3UpaHe Ha CHMNTOMHTE Ha OTHEMAHE, XapaKTEPU3HpalllH CE C rajicHe, rnasobolive U
HepasIoJoXKeHHE.

Hsima cBeieHus 3a MPpUCTPpaACTABAHE KbM TPa30JOHOB XHADOXIOPHA.

KakTo npu Apyrure aHTUAENpPECcaHTH, KMa CIIy4aH Ha yIbikaBaHe Ha QT-wHTepBana, Makap U MHOIO
peaku. [Ipenopbusa ce BHUMaHue npy npeandceanero Ha TPUTHUKO ¢ nekapcTBenn npoayKkTH, KOKTO
yabmkasaT QT-uHTepBana. TPUTHUKO cneasa aa ce #3non3sa BHUMATEIHO OT MALMEHTH C JOKA3aHH
ChPACYHOCHAOBH 3a00N5BaHKA, BKIIOYHTENHO TAKUBA, CBLP3aHHU € yAbKaBaHe Ha QT-uHTepnana.

Mouunte uuxubutopu Ha CYP3A4 Moxe 1a NpUUMHAT NOBUILIABAHE HA CEPYMHNTE HHBA Ha Tpa3odoK (BXK.
TOYKa 4.5).

KakTo apyru nexkapctea ¢ anda-agpeHONUTUUHO ACHCTBHE, TPA30AOH MHOI'O PARKO BOAH J10 MPHAIH3BM,
Toit ce nekyBa ¢ HHTpPaKaBepHO3HO MHXEKTHPAaHe Ha anga-auApeHEpruueH areHT KaTo Hamp. aapeHanyH
“IM MetapaMHHoN. CbobuiaBa ce, obaue, 3a HHAYLKHpPaAH OT TPa30A0H MPHATTU3BM, KOHTO € HAJIOXKHII
XHPYpruyHa HHTEPBEHLHA U1K € J0BeJ1 0 NepMAHEHTHA CeKCyaliHa ANCQYHKUMS. [TalueHTH, KOUTO
pa3BMBAT Ta3u HeXellaHa peakuus, Tpadbsa HezabaBHO na npeyctaHoBAaT npuema Ha TPUTHUKO.

[TauneHTH ¢ peAKH HacaeaCTBeHH NMpobieMH Ha HEMOHOCUMOCT KbM (pyKTO3a, [II0K030-rajlakTo3Ha
ManabcopOlLMs WK 3aXap030-H30MalTa3eH AcHUMT He TpAOBa 1a npueMar ToBa JIEKapCTsO.

4.5 BlanamoaelcTBHE ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYTrH GOpMH HA B3AHMOAEHCTBHE

Obwyu: CenaTUBHUTE €(PEKTH HAa AHTUIICUXOTHLUHTE, NPUCTIUBATENHHUTE, YCIIOKOUTEIHUTE
U aHTUXHCTAMUHOBHTE JIEKAPCTBA MOXE 24 CE€ 3aCUJIAT; B TaKHBa CyYaHd CE NPEenopbYB
a03ara.




MeTaboMH3HpaHeTO Ha aHTHAETIPECAHTUTE CE YCKOPABA [10PaH HePHOAPOOHHTE edekTH OT epopaiiu
KOHTpaleNnTUBH, peHUTOUH, kapbamasenud U 6apdutypaTu. MeTabonu3npaHeTo Ha RHTHAENIPECAHTHTE CE
Bb3NPENATCTBA OT IHMETHAKHA U HAKOH APYI'H AaHTUNCHXOTHYHH JIEKapCTRA.

Huxubumopu na CYP3A4.: Uacnenpannsra 3a metabonn3Ma Ha JIEKAPCTBOTO in Vifro NOKa3BarT, 4e
ChILECTBYBA MMOTEHLHAT 3a JIEKAPCTBEHH B3aUMOAEHCTBUA, KOraToO TPa30ROH ¢ faBa ¢ HHXUOUTOPH Ha
CYP3A4, KaTo epUTPOMHLMH, KETOKOHA30JI, HTPAKOHA30J1, PUTOHABH P, HHAKHABHD H HE(a3OIOH.
BtamoxcHo € uaxubnropute Ha CYP3 A4 1a NpHYUHAT 3HAYMTEIHO NOBULIABAHE HA NAa3MEHUTE
KOHLIEHTPALKUH Ha Tpa3oaoH. Ot U3cieaABaHNA in vivo Ha 3ipaBH 100POBOJILUM € NOTBLPACHO, Ye PUTOHABHP
B 032 o1 200 mg ABAa MBbTH AHEBHO NTOBHILUABA TJIA3MEHHUTE HYBA HA TPa30J0H NOBeYe OT ABa IbTH,
NPHYHUHABA!KY rajieHe, MPUNAALIM ¥ XUNOTOHUS. AKO TPa3oJ0H €€ U3M0JI3Ba C MOUIEH HHXUOUTOD Ha
CYP3A4, no3ara Ha Tpa3oOHa c/i¢ABa Aa ce HaManHi. Korato € 8b3MOXKHO, CbNMBTCTBAILUAT NPUEM Ha
TPUTHUKO n Mouiny uaxuburtopn Ha CYP3A4 cnexapa na ce u3barsa.

Kapbamazenurn: CbIIbTCTBALLKAT IPHEM BOAHW A0 HAMAJIEHH M1A3MEHHN KOHLIEHTPALIMH HA TPA30AOH.
CunbTCcTBALIOTO H3non3BaHe ¢ kKapbaMazenud 400 mg AHEBHO € A0BENO A0 NOHHXKABaHE HA IJIA3MEHHUTE
KOHLEHTpaLUX Ha TPa30JA0H U HEroBUs aKTUBEH MeTabOJINT M-XI0poQeHUINKNEPa3uH, CbOTBETHO ChC 76
% u 60 %. [TauueHTHTE cnenBa Aa ce HabawJaBaT BHHMATE/IHO, 34 J1a Ce BHAHN JaIK HE € HeoDXoAuMa MNo-
Bucoka no3a TPUTHUKO.

Tpuyuxauunu aumudenpecarnmu. CbII'BTCTBALUAT IPUEM Clie[(Ba Jia ce H305irBa nopaju pHucK OT
p3anMoeicTeme. Jla ce cnenm 3a cepoTOHHHOB CHHAPOM M CbPASYHOCBAOBH HEXeJlaHH edeKTH.

Dayoxcemun: ChobLIaBa ce 3a pe/IKHM Clyyay Ha MOBHUIEHU NJ1Ia3MEHX HUBZ Ha TPa30JI0H U
HeOnaronpusaTHU edeKTH NMpyu KoMOWHUpaHe Ha Tpa3oaon ¢ ¢dbnyokceTus - uHXnOuTOp Ha CYP1A2/2D6.
MexaHu3MBT Ha PapMaKOKHHETHUYHO B3aUMOJCHCTBUE HE € HaNb/IHO H3yueH. He e uiakmoueno
dhapMakoIHHAMHYHO B3aUMOAEHCTBHE (CEPOTOHUHOB CHHAPOM).

Huxubumopu na monoamurnosama oxcuoasa (MAOI): Bb3MOXHH ca B3aUMOJIEHCTBUA ¢ UHXUOUTOPHTE Ha
MOHOaMHHOBATa OKCHaa3a. Makap HAKOH JIeKapH Aa KOMOHMHHUPAT JIBETE IEKapCTBa, ChABTCTBALATa
ynorpeba ra TPUTHUKO ¢ MAOI, unn no aBe ceamMuud Ciel NPEKpaTaBaHe Ha MPHEMA Ha TE3W JICKapCTBa,
He ce npenopbyBa. He ce npenopbusa v npueM Ha MAOI fo eana ceaMuua cien npexpaTsBaHe Ha
neveHuero ¢ TPUTHKO.

Iepopannu anmuxoazyranmu u/unu aumuazpezarmu. Paako ce cboOllasa 3a IPOMEHHN B aHTUKOATYJIAHTHH
dbyHKIMH (nabopaTopHy CTOHHOCTH W/UIK KIMHHYHHA NPU3HALMN H CUMIITOMH) C MOBHUILEHO KbpPBEHE.

Denomuazunu. HabnionaraHa e Texxka OpTOCTaTUYHA XMINIOTOHHUS MPH ChIIBLTCTBALL [IPHEM HA PEHOTHA3HHH,
KaTO Hanp. XJopnpomasuH, ¢aydeHasnt, 1eBOMENPOMa3HH, NepHeHasuy.

Anecmemuyu/myckyanu peaaxcanmu. Tpa3oJ0H XMAPOXROPHA MOXKE 114 3aCHIH ePEKTHTE HAa MYCKYTHHTE
peNaKCaHTH H NIeTTMBUTE aHECTETHIIM, 3aTOBA B TaKHMBa Cliyuad € HEOOXOANM GpeAnasiuB NOAXOA.

Aaxoxon: Tpa3ogoH 3acunBa ceiaTiBHUA eeKkT Ha ankoxona. [To Bpeme Ha neuenune ¢ TPUTHKO,
ynotpebaTa Ha anKOXOJ clieBa Aa ce U3bAraa.

Tegodona: AHTUACTIPECAHTUTE MOTAT A3 YCKOPAT MeTabon1M3Ma Ha JIEBOAONA.




Hpyeu
CrmbTeTBanlaTa ynorpeba Ha Tpa3oAoH ¢ JieKapeTia, KOMTO A0Ka3aHo yabiokaeaT QT-uHTepBana, MOXe aa

MOBHIIH PHCKA OT BEHTPUKYJIApDHH apUTMUH, BiunounTenHo Torsade de Pointes. B Taknsa ciyyan e
HeoOXoaMMa NMPEANAVIMBOCT M0 OTHOLUEHUE HA ChITBTCTBALLATa yrnoTpeba Ha Te3u nekapcrsa ¢ TPUTHUKO.

Tsit xaTo TPa3oJ0H € MHOro cnab HHXHONTOp Ha OOpaTHUA 3aXBaT Ha HOpaJApEHaINHA W HEe MoAuduULUpa
peakLHATa HAa KPbBHOTO HajlsAraHe KbM THPaMMH, HE €€ 04aKBa Jia [MOBJMUE BbPXY XUNIOTEH3UBHOTO
AeiicTBHE HA r'YaHETHAMHOBHUTE ChefuHenns. Macnensanus sopxy AabopaTopHu KUBOTHH, 0baue, couar, ye
TPaJO30H MOXKE J1a Bb3MPENATCTRA NOBEYETO OT OCTPUTE eeKTH Ha KIOKUAUH. [1o oTHolLeHHe Ha Apyru
BH/IOBE JIEKAPCTBA 3a Je4YeHHe Ha BUCOKO KPBLBHO HaldraHe TpsAOBa Aa e OTUHMTA Bb3MOXKHOCTTA 3a
MOTEHLHMPaHe, MaKap Jla He Ce cboOl11aBa 3a KIMHUYHY B3aUMOAEHCTBHUA.

Hexenanurte edekT Morat aa 6bAaT NO-4€¢TH, KOraTo TPa3oAO0H CE [PUEMA CBITETCTBALIO ¢ MPOAYKTH,
chabpxaiy Hypericum perforatum (OkbAT KaHTapHOH).

CnobuiaBa ce 3a MPOMEHH B IPOTPOMOHHOBOTO BPEME [IPH TMALMEHTH, MPpHEMALIH CbNBTCTRALLO TPA30J0H M
Bap(dapuH.

CuIBbTCTBAMAT APHEM C TPa30A0H MOXKE Aa IPHHHHM MOBHUILNABAHE HA CEPYMHHTE HHUBA Ha JJUIOKCHH WITH
teHuTOMH. [IpH Ta3n NaLHEHTH € HEOOXOAMMO NPOCHE/gBaHe HA CEPYMHHTE HHBA.

4.6 PepTHAHTET, DPEMEHHROCT M KbpMeHe

bpemeHHOCT:

Heronsam obemM nannu 3a 6pemennu xeunu (noa 200 ciyyas Ha OpeMEHHOCT), NpUeMaLli TPaz0J0H, He
[oKa3BaT HeXeNaHH eheKTH Ha Tpaz0d0H BbpPXY OpEMEHHOCTTA UIH (PeTaTHa/HEOHATAIHA TOKCHYHOCT.
JIuncear Apyryd eNUAEMUONOrUYHY AaHHH. [ IpoyYBaHUATA MPH XXHUBOTHH HE NTOKA3BAT MPEKH HJIM HEMPEKH
BpeJHH eheKTH, CBbP3aHH C OpeMEHHOCTTa, pa3BUTHETO HA eMOPHOHA/NN0A], PAXKIAHETO HIIH
MOCTHAHAMTHOTO Pa3BUTHE NPH TEPANEBTHYHU A03H (BXK. TOUKA 3.3).

Heobxoaumo e BuiManue npy npeanucsadero Ha TPUTHUKO npun 6pemennn xeun. Korato TPUTHUKO ce
Ip1eMa 0 paXAaHETO, HOBOPOACHHUTE TpAOBa Aa ce HaOM0AaBaT 3a NoABaTa Ha CHMIITOMH Ha OTHEMaHE,

KbpMeHe:
OrpaHd4MeHHTEe NaHHHK [10Ka3BaT, Y€ TPa30J0H C€ CKCKPeTHPa B KbpMara IIpH XOpa B HHCKa CTENEH, HO

HUBaTa Ha aKTUBHUTE METabOJIMTH HE Ca H3BECTHH, ana,ua OIrpaHHHYCHHUTC JaHHH, TpﬂﬁBa Aa CC B3CMC
PCLICHHE AdJIH 4 CC HPO,HBHH(H/HPGYCTHHOBH KbPMCHCTO HIIH HpOﬂLHEH/HpE}’CTaHOEH TEpAITHATa C

TPUTHKO, karo ce B3eMaT NpeABUA MOJI3aTa OT KbPMEHETO 32 AETETO U I10J13aTa OT TEPANUsiTa C
TPHUTHUKO 3a xenara.

4.7 EdexTit BHpXY cnocobHoCTTA 342 odHpaHe H padoTa ¢ MALLMHHK
TPUTHUKO noenusiBa B Mallka UM YMepeHa cTeleH crtocoOHOCTTA 3a wodupaHe 1 paboTa ¢ MalllHHH.
[TauuentuTe Tpabea ga BHUMABAT npy WwodupaHe UK paboTa ¢ MAUIMHK, JOKATO CE YBEPAT, YE HE H3NMHTBRAT

CbHJIHBOCT, CCAAIINA, 3dMdAHOCT, oﬁ'prBaHe HJIH 3aMBI'JICHC 3PCHHC.

4.8 HexcenlaHH 1eKAPCTBEHH PeaKlUHH

cKopo clefl CIIHpaHe Ha JieueHHeTo (BX. Touka 4.4).




CneanuTe CUMITOMH, HAKOH OT KONTO 4ecTo ce ChoOIlaBat npu cliydya Ha HeJlIeKyBaHa JIENpecus, ce
HabMoAaBaT U NPH MALKMEHTH, NOANOXEHH Ha TEparnHts ¢ TPa3oAoH.

MedDRA - 6a3a JaHHH HA CHCTEMO-OPraHHH
KJ1ACOBe

HenszpecTHa yecroTa (He MOXKe 1a Obae oueHeHA
OT HAJHYHHTE JAHHH)

HapylueHus Ha KpbBTa H TUMQHATA CUCTEMA

JAHuckpasus Ha KPbBTA (BKJIIOUHTEJHO
arpaHynoLMUTO3a, TPOMOOUHUTOINMEHHA, JIEBKONEHHS H
aHEMU )

Hapyluesust Ha MMYHHATa CHCTEMA

AJIEprHYHM pPCAaKIIHH

HapyuieHns Ha eHOKpUHHATa CUCTEMA

CunapomM Ha  HeajaeKBaTHa
AHTHAHYDPETHYHHUS XOPMOH

CEKpeLHs  Ha

Hapylenus Ha meTabonuiMa U XpaHeHeTo

XunoHarpueMus, 3aryba Ha TeErno,
MOBHILEH aleTHUT

aHOpeKcHs,

[IcuxnuHM HapyLUEHHS

CYMUHAHN MHUCIH HMJIA CYMLUMIHO IOBEOEHHE (BX.
Touka 4.4), CLCTOAHUA Ha oObpkBane, OescbHHUE,

JNE30pUEHTALIMA, MaHMs, TPEBOXXHOCT, HEPBHOCT,
Bb30yAMMOCT (MHOrO pAOKC BJOUIaBalia c€ A0
NENUPHYM), HAJIYRHOCT, arpecMBHH peakuUHM,
XaJIOLUWHALKY,  KOLIMAapH,  MNMOHWXKaBaHe  Ha
TubUa0TO, CHHAPOM Ha OTHEMaHe

Hapymenus Ha HEpBHATA CHCTEMA CepOTOHHHOB CHUHAPOM, KOHBYJICHHY,
HEBPOJIENTUHYEH 3JI0KAYECTBEH CUHAPOM,

3aMasHOCT, BUCHE Ha CBAT, riaBodonue, CbHAUBOCT,
6e3roKOHCTBO, MNOHMXKEHA OAMTENHOCT, TPEMOD,
3aMBIJIEHO 3peHHE, HapyLIeHMs Ha I[1aMeTTa,
MHOKJIOHYC, H3pa3eHa  ada3us, [napecTe3us,
AUCTOHHA, MPOMAHA Ha BKyca

Cobpaevnu HapyuIeHus

CbpaevHa apuTMusa (BKIOUHMTENHO Torsade de

Poi ntes, NalnuTaL g, [PpCHACBDPCMCHHH
BCHTPUHKYAPHH KOHTPAKLHH, BEHTPHUKYJIADHH
KYIHICTH, BEHTPHUKYJIApHa TaXHKapIHA,

Opaaukapausa, taxukapaug, EKI abHopmanHocTH
(yapmkaBaHe Ha QT)

Cba0BH HAPYLUEHHUA OpTocTaTiyHa XHIIOTOHHA, XUTICPTOHUA,
NpUNAABLH

PecnupaTopHd, TpbAHM W MeadacTURanHd | HasanHa KOHrecTHs, 3aTpyAHEHO AUILAHE

HapyLUEHHUS

CToMalluHO-YpEBHH HapPYUICHUA ['aneHe, noOBpbBlUlAHE, CYXOTAa B YCTATA, 3aIcK,
JHapus, OUCTIENCHS, CTOMAllHa DosiKa,
raCTPOEHTEPHUTH,  YBEJIIMHYEHO  CAIOHOOTACNAHE,
MAPAJUTUYEH HIIEYC

XenatoOunMapHU HapyuICHUS Hapywennas  Ha  uepHogpoOHata  QyHKUHA

(BKJKOUYUTENHO KBIATEHHLUA M XenartouenynxapHH
YBpEXKJaHM), MHTpaxenarajHa XoJjecrasa

HapymeHns Ha Ko)KaTa M NOJIKOXHAT4 ThKaH

KoxeH oOpuB, npypuTyc, XMiepxuapoza

HapylueHnss Ha MYCKYJIHO-CKEJEeTHaTa CHCTEMa W
CheJMHUTEIHATA ThKaH

bonku B kpa#uuiure, 6onkd B rbpba, Muanrug,
cTaBHMN HONKH

HapyuieHns Ha 6b0peLuTe 1 MUKOYHUTE MhTHLIA

Hapyiienus npu

HapylueHuss Ha Bb3NPOH3BOAHMTENHATA CHUCTEMaA W

HHKOHTHHCHIHA, 3aAbPXAHC Hd Y HYE

[Tpuanu3bm (BX. Touka 4.4) /H‘%‘h QM




rhp,ua"ra

O6wn HapywieHus M edektn Ha Msactoto Ha | Cnaboct, OTOK, rpUNONOAOOHH CHMMNTOMH, YMOPA,
[IPUJIOKERHE 60JIKa B rpbAHHUA KOLI, TPECKA

M3cieaBaHus [loBMIIaBaHE Ha YEPHOAPOOHHUTE EH3UMH

OnyuaAHMST H eNEKTPOJIMTHUAT cTaTtyc TpsAOBa Aa Obaar cileeH! Npy CUMNITOMATUYHH NALMEHTH.

TPUTHUKO e anTuaenpecaHT cb< CeAAaTUBHH CBORCTBA, MOXE Ja NPHUYHHHU CHHIUBOCT NPe3 IIbPBUTE AHHU,
OOMKHOBEHO H3UY€3BalllH B NpoLieca Ha JIEUEHHETO.

[Mpoyusanus BLPXY )KHBOTHH MTOKA3BaT, Y€ TPA3OOH € N0-MaNKO KapAHOTOKCHYEH OT TPHLUKIHUHHTE
aHTHAENPECAHTH U KJIMHUYHUTE MPOYYBaHUs MPEANOaraT, Ye € NO-MaJiko BEpOATHO JIEKapCTBOTO Ja
MPUYMHK ChpAEYHA aPUTMHA NIPHU HoBeka. KIIMHUUHKUTE IPOyUBaHUs 1IPH MALUEHTH ChC ChPACYHM
3a6019BaHKA MOKA3BAT, Y€ TPA3040H MOXKE Ja NPHYHHH APUTMHS NPH HAKOU NMALUUEHTH OT Ta3y NOMYaLHs.

Panko ce choOlaBa 3a HexeNlaHU edexTH BbpXy HYepHOApOOHATa PYHKLHSA, TOHAKOTa TEXKH. AKO TakHBa
peakunu ce noseat, ynorpebara Ha TPUTHKO Tpabsa HesabaBHo na ce npeKpaTH.

CoobllaBane Ha NOAO3UPAHU HEXENAHU pEeakliiu

Crob11iaBaHeTO Ha MOAO3UPAHH HEXENIAHW peakLMH Cliell paspellaBaHe 3a yrnoTpeda Ha NeKapCcTBEHUS
MPOAYKT € BaxkHO. ToBa Mo380J1sBa J1a NPOAB/DKY HaOMIOAEHHETO Ha ChOTHOLLEHHETO M0J13a/PUCK 32
neKapcTBeHUs NpoAyKT. OT MEAHUMHCKUTE COELIHANUCTH CE H3UCKBA J1a ChoOLIaBaT BCAKA N10103MpaHa

HexXeJlaHa peaKiLua Ype3 HallMoHAaNHa cHcTeMa 3a chobluaBane: MsibiHUTENHA areHIIM 110 JIEKapCTRaTa,
yn. ,,Jdamsn 'pyes” Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcaliT: www.bda.bg.

4.9 IIpepo3upaHe

[IpH3Haiii Ha TOKCUYHOCT

Haii-uecTo chobuiaBaHUTE peakLMH NPH NPEO3UPAHE Ca CHHINBOCT, CBETOBBLPTEXK, MaJICHE ¥ NOBpPLLLAHE.
IloknaJBaHH ¢a U MO-CEPUO3HHU CJIyHaHu KaTo KOMa, TAXUKAPAKS, XUIIOTOHUS, XUITOHATPHEMHSA, KOHBYJICHH H
pecnUpaTopHa HEJAOCTATHYHOCT. ChpACUHUTE CHMIITOMH MOXe Aa BKIKOUBAT OpafuKapand, y 1b/DkaBaHe Ha
QT-untepsana H Torsade de Pointes. CUMNTOMHTE Ce NPOABSBAT A0 24 yaca UNHM NMOBEYE Clel
Npeao3npaHe.

CBpbX/J1031 TPa30AOH B KOMOMHALMSA C APYTH aHTHAENPECAKTH MOTAT Ja NPUYHHSAT CEPOTOHHHOB CHHIPOM.

JlelicTBuA

HsaMa cneuuduyued aHTHAOT 3a Tpa3zojoH. [IpenopbyuBa ce aKTUBEH BbINEeH NPH Bb3PACTHH, NOrbIHANM
noeeye oT | g Tpa3oJ0H HAM Aela, orbiHand nosede ot 150 mg tpasogoH po 1 yac cneq npuema.
ANTEpHATHBHO, HA Bb3PAaCTHUTE MOXe J]a C& HalpaBy CTOMAlllHA MPOMHBKA /10 | yac OT NOrTbLIAHETO HA
MOTEHHAITHO X YBOTO3aCTpallaBalla CBPbX/103a.

Heobxonumo e HabmoneHue Hali-Manko 6 yaca cnep norasiianero (Miu 12 yaca, ako € B3era gopMa ¢
yIBJDKEHO ocBoOOXxAaBaHe). Cneau ce KpbBHOTO HanAraHe, nyjachT U MHAESKCHT N0 Glasgow Coma Scale
(GCS). Cnenu ce kucnopoaHara carypauus, ako GCS e Hucbk. CopAcyeH MOHHTOPHHT € LenechodpaseH
MPH CHMIITOMAaTHYHHU NallUEHTH.

EAMHWYHE KpaTKH KOHBYJICUH HE H3UCKBAT JICUCHHUE. YECTHTE IR NPOABLIDKUTEIHH KOHBYJICHH €€
OBNaJABaT ¢ HHTpaBeHO3¢eH auazenam (0,1-0,3 mg/kg TenecHo Terno) nau nopasenam (4 mg npy Bb3pacTHHU
1 0,05 mg/kg npu neua). AKO T€3U MEPKU HE Ca YCNELIHK, MOXE J1a Ce NIPHUII0KH UHTpaBe Ha
desuTONH. JlaBa ce KUCIOpPO M Ce KOpUIr#pa KHcenvHHaTa 0a3a ¥ MeTabOSTUTHUTE Hap éw M@o

HeOOX0AUMO. 4




Jleyenuero TpabBa na 6bAE CUMNTOMATAYHO H NOAABPKALIO B CIYYail Ha XUIIOTEH3HSA U IPEKOMEPHO
cejiipaHe. AKO OCTpaTa XHMIIOTEH3UA HE OTLIYMsBA MOXE A C€ MPHUIIOKAT HHOTPOITHH areHTH, HanpuMep
AOMNaMHWH HJIM A0OYTaMMH.

8. GAPMAKQOJOTHYHU CBONCTBA

3.1 dapMaKoOAHHAMHYHH CBOHCTBA
(apmakoTepaneBTHYHA IpyNa: NCHXOAHANENTHLM, ApYrH auTuaenpecadTH , ATC koa: NO6AXO0S5

TpasonoH € TPUa3ONONUPHAHHOB IEPHUBAT, €PEKTHBEH NPH JIEHEHHETO Ha ENPECHBHY Pa3CTPOHCTRA,
BKJIOUHMTEHO Aenpecus, NpHApPYXeHa oT 6€3NOKONCTBO W HapyLIEHHS B ChHA U C€ XapaKkTepH3Hupa ¢ 6bp3o
HayaJlio Ha AelcTBHE /OKOJIO CeaMHLA/ .

TpazonoH € uuxuburop Ha 06pPaTHOTO 3aXBalllaHe Ha CEPOTOHHHA M € aHTaroHucT Ha SHT 2A v 2C
peLieNTOPH, YUATO aKTHBALUS OOUKHOBEHO C€ CBbP3Ba ¢ De3chHUe, Oe3NOKONCTBO, NICHXOMOTOPHH MPOMEHH
W MPOMEHU B CEKCyanHaTa PyHKLHS.

Tpa3oA0H He € NPOTHBONOKAa3aH NpH raykoMa ¥ 3adonsBaHKs Ha OTRE/INTENHATa CUCTEMA, HE BOJH O
eKCTpanHupaMUJHHA €PEKTHU U HE NMOTEHLUHUpA aApEeHepruiHaTa TpaHCMHCHA, 3alll0TO HAMA
AHTHXOJHHEPTHYHO ACHCTBHE U HE NMPEJIU3BUKBA THMHYHUTE ePeKTH Ha TPULIMKIHYHHTE aHTHACTIPECAHTH
BLPXY CbpAeUHATA PYHKLHUS.

3.2 OapMakKOKHHEeTHUHH CBOHCTEA

Cnen eaHokpaTHa NepopasiHa 1032 Ha TPa30A0H 75 mg TabNETKH C YABIDKEHO 0cBoOOXKAaBaHe, Cmax OT
okono 0,7 g/ml ce Roctura ¢ Tmax - 4 Yaca cnen npunoxkendero ¥ AUC or oxono 8 g/ml/h. Cnen
eIHOKPaTHa [TepopaiHa 103a Ha Tpa3oAoH 150 mg tabnetTky ¢ yabmkeHo ocBoboxaBaHe, Crax OT OKOJIO 1,2
g/ml ce noctura ¢ Tmax - 4 Maca ciel NpUI0KEHNETO. BpeMeTo Ha noyrykKuBOT € okono 12 yaca, a AUC ot
oxoso 18 g/ml/h.

In vitro n3cieaBaHus ¢ YOBEIIKH YEePpHOAPOOHH MHKPO30MH NMOKA3BaT, Y€ TPa3oAd0H ce MeTabonausupa
oCHOBHO oT uutoxpom P450 3A4 (CYP3A4).

5.3 IMpeaxkauHUYHH ZAHHK 32 6ezonacHoCT

OcTtpa TokcuuHOCT: LDso Ha Tpa3oaoH npuemad nepopanHo € 610 mg/kg npu Mumiku, 486 mg/kg npu
mexoBe 1 560 mg/kg npw 3afiny. Habnronapanute edeKkTy ca: CLHIAWBOCT, CKOHOOTAENAHE, NTO3KC HA
KJIENAa4YyUTe X KNOHUYHH IbPUOBE.

XpoHH4YHA TOKCHYHOCT: CyOXpOHUYHHM IPOYyYBaHHUA Ca POBEACHH NPH MITBXOBE, 3alLM U Ky4eTa, a
XPOHHYHHUTE BbPXY NNBLXOBE, KyueTa U MaliMyHu. [IpuioxeHaTta nepopaHO 1033 Bapupa Mexay 15 n 450
mg/kg/aHeBHO npy mibxose, 15 u 100 mg/kg/anesyo npu 3afuy, 3 1 100 mg/kg/nHeBHo npyu kydera u 20-
80 mg/kg/nneBHO npu MaliMyHH. B npoy4BaHUATA NIPH [LJILXOBE, JIEHEHHETO NPUHHHHIIO XUNIEPTPOPHSA Ha
XEMaTOLUTHTE U MNaJK{s €H0MIa3MEeH PeTHKYJIYM ¢ MOCNEABALIA XENATOMeEraus. To3M eeKT e pesynTar
OT ACTOKCHKHpALIUs MEXAHH3IBM U He OU MOrbJ1 Ja Obe MHTEpNpEeTUPaH KaTo narosoryyeH edext. OceeH
TOBA NIETAJIHATA A032a ChLRO Nopax/ia edeKTH, Beye HabaoaaBaHH TIPH NMPOYYBAHHUATA 32 OCTPAa TOKCHYHOCT.
CroTBeTHaATa K03a/HHMBA HA HeHaOmonaBpanu HexenaHu fexapceTBeHH peakuuu /NOEL ca 30 mgikg/nHesHo.

‘.

mg/kg/aHesHo. [Ipu ky4eTa, CHMNTOMUTE, Beue Hab/O1aBaBM MPH OCTpa HHTOKC
MOBTOPEHHE Ha A03aTa, a cboTBeTHUS NOEL e 10 mg/kg/nneBHo. MaﬁmyHHTe nMmag




PenpoayktHBHa TokenuHocT: He ca HabnionaBaHu ehekTH BepXY PepTHNUTETa pH MUIBXOBE NP J03M J0
300 mg/kg/neH. [TpoyuBaHus 3a TEPATOreHHOCT NPH [IHXOBE MOKA3BaT NIOBHILIABAHE HA EeMOPHOJIETATHHTE
eeKTH camo MPH J03H, KOUTO ca TOKCHUHH 3a MaHuuHus opranussm (300-450 mg/kg/nen). Ipu nanxose
emOpuosieTaHH epeKTH U PEIKH CIyYad Ha BPOJAECHH aHOMAaJIMHK ¢a HabnojaBaHH CaMO NpH TOKCHYHH 3a
Maitkure go3u (150-450 mg/kg/nen). Jluncara Ha AupeKTeH edekT BbpXy eMOpHOHA CE MOTBbPXKAaBa OT
NpOYy4BaHMs, TIPOBEXKAAHU MPH TUTBXOBE C UEJN [IPOC/IEAIBaHE HA IPEMHHABAHETO Ha TPa3OJOH IMpe3
nIaLeHTaTa: caMo HEe3HAYHUTEHH KOHLIEHTPaALMK OT IEKApCTBOTO CE& OTKPUBAT B €MOPHOHAIHUTE TEKAHU U
okonornioguute BoAH. [TepH- H NOCTHATANHH MPOYYBAHHA NIPU MUILXOBE NOKA3BAT CaMO HaMaJIsIBaHE Ha
HapaCTBAHETO HA TErIOTO Ha Mankute npu 103 Haa 30 mg/kg/nen.

MyTaredHoCT: [n vitro npoyuYBaHHsa BbPXY MyTarcHHOCTTA (B DaKTEpHaNHM KIETKH, V77 KIETKH OT
KHTaHCKH XaMCTEPH, MULIK TUMOOLHTH, XpomozoMHH abepauuy B8 CHO, CHL/IU kneTku # woBeLIky
JTHAMQOLHTH) H in vivo NPOyYBAHHUA BbPXY MyTareHHOCTTa (MUKPOHYKJI€ApEH TECT MPH MHKILLIKH H aHAJI3 Ha
XPOMO30MH B MeTada3a NPpH I1BX0BE) HE MOKA3BAT MyTarcHeH egexr.

KanueporeHeH noreHuuaj: [Ipoyusanus npy MHILKY U IUTBXOBE HE NIOKA3BAT NOTECHLUHANEH PHCK OT
TYMOpPH.

AHTHreHHocT: Tpa3040H He NoKa3Ba aHTUIEHHA aKTHBHOCT,

KapauorokcnuHocT: ChbpACYHOCHAOBHTE €(hEKTH Ha TPa30A0H €a NPOYyUYBAHH NPH ILJILXOBE, MOPCKH
CBUHYETA, KOTKM H Ky4eTa. JlekapCcTBOTO MMOKa3Ba MNOYTH iTbJiHA JIMNCA HA KAPAMOTOKCHYHOCT, Thi KaTO HE
ca Habmopaapanu npomeHy B ECG 3anvcuTe NpH HEXUMOTEH3UBHK H03H.

Xopmouaanu edextT: EnHokpatHu qo3u nHaa 20 mg/kg/nen, npueMaHn HHTPANEPUTOHEATHO OT XEHCKH
MILXOBE, MPUUYHHSBAT NIEKO MOBUIlIaBaHE Ha npoaakTHHa. To3u eeKT n3ue3na c NPOABIDKHTEIHHS [IPHUEM C

AHCTATA.

JekapcTBeHa 33aBHCHMOCT: J[Be Npoy4YBaHHs, IPOBENCHH NIPH MTbX0BE, H3KIIOUBAT Bb3MOXKEH €EeKT Ha
JICKApCTBEHA 3aBHCHMOCT.

6. PAPMAINNEBTUYHH JAHHH

6.1 CnuchbK HA MOMOUIHHTE BELECTBA
3axapo3a

[loBHAOH

KapHayOCKHU BOCHK

MarhHesues cTeapar.

6.2 HechBMECTHMOCTH

Henpuioxumo

6.3 Cpok Ha roJHoOCT

3 roiHHA.

6.4 CnenyaJiny YC/I0BHA HA CLXpPAHEHHE




Ha ce cbxpanasa noa 25°C.

6.5 Bua 4 ¢chbAbPIKAHKRE HA ONIAKOBKATA

[lbpBHYHA ONakoBKa
Tabnerknre ca onakosauu B PVC/ anymunuesn dnucrep.

BTopuuHa OnakoBka
Tputsko 75 mg Tabnerku ¢ yaAbakeHo ocBobokaAaBaHe - KyThs ¢ 30 TabneTku
Tputuko 150 mg TabneTky ¢ yALIKEHO OCBODOMKAaBaHe - KyTus oT 20, 60 uian 120 TabneTku

He BCHUKH BHAOBE ONAKOBKU MOTaT Ja ObJaT IyCHATH Ha Masapa.

6.6 Cneunajnu npeana3s’Hi MepKH NPH H3XBLPJasSHE

Hen3non3paHHUAT NEKAPCTBEH MPOAYKT UJIH OTTIAABIKUTE MATEPHAIIU OT HEero TpAOBa a ce U3XBBLPJIAT B
CbOTBETCTBHE C MECTHHTE U3HCKBAHHS.

7. MPUTEXKATEJI HA PABPEINEHUETO 3A YIIOTPEBA

AHmxenuny @apma buarapus EOO]]

ya. "Hukona Tecna" Ne 3,

on. busnec Llentop BCP Codus 1, er. 4, oduc 401,

Codua 1574, boarapus
Ten.: +35929751395

8. HOMEP(A) HA PASPELHLIEHHETO 3A YIIOTPEBA

Tputrko 75 mg TabneTku ¢ yasmkeHo ocsoboxkaaBane - 9800335
Tputiko 150 mg Tabnerku ¢ yabhxeHo oceobokaasaHe - 9800336

9. TATA HA IIBPBO PA3PEHIABAHE/IIOAHOBABAHE HA PA3PEUHIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nupBo paspewiaBane: 05 noemepu 1998
Jlata Ha nocneaHo nogHoesapaHe: 09 cenrtempu 2010

10. IATA HA AKTYAJIMZUPAHE HA TEKCTA

10/2024




