KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

W Toau nekapcTBEH NPOAYKT NOMIEKH Ha JOTBIHATENHO HabmoaeHue. Toea e no3soaH 6sp301o
YCTaHOBABaHe Ha HoBa HHGOpMaLMA OTHOCHO 6e30macHOCTTa. OT MEAHLIMHCKUTE CMELHATUCTH Ce
M3UCKBA a CHOOLIABAT BCAKA MOJO3HpaHa HEXKE/IaHa peakliia 3a HAaYMHA Ha CpOOLaBaHe Ha
HEKEeJTaHH peaKLUHy BIKTe ToUka 4.8

1. UME HA JIEKAPCTBEHHWA IMTPOAYKT W3MBJIHUTESHA ATEHLIRR NO NEKAPCTBATA

Tonuneke 25 mg ¢punmMHpaHu TabneTku
Topilex 25 mg film-coated tablets

Plapowmn Ne - -f16-
Tornmneke 50 mg ¢punmupanu Tabnerku BA/MAMP - 6' "3 7 J Z 2

Topilex 50 mg film-coated tablets

Tonunekc 100 mg ¢punMHpaHu TabaeTKU
Topilex 100 mg film-coated tablets

2. KAYECTBEH H KOJITHYECTBEH CBCTAB
Beska dunmupana tabnetka cpabpxka 25 mg, 50 mg win 100 mg Tonupamar.

[ToMOIIHH BELIECTRA C H3BECTEH S(EKT:!
25 mg ¢punmupaHy TadNETKH:
Bcska Tabnerka cpappxka 0,4 mg nakto3a (karto NaKkro3a MOHOXHIPAT).

50 mg dunMupaHH TabaeTKy:
Bcsika Tabnerka ceaspaxka 0,4 mg nakro3a (KaTo 1aKkTo3a MOHOXHIpAT).

100 mg ¢punMupanu TabneTkH:
Bcska tabnetka ceabppka 0,05 mg Cehcer xbito (E 110).
3a IbJTHMS CIIMCHK Ha MIOMOIIHHTE BElLIeCTBa, BHKTe Tovuka 6.1.

3. JEKAPCTBEHA ®OPMA

Gunmupasu TabseTKH

Tonunekc 25 mg ce npeaaara noa ¢opmara Ha 6e1M, KPBIJH, ABOWHO-H3TEKHAIY QHIMHPAHH
TabJIETKH.

Tormunekc 50 mg ce nmpeanara noa popMara Ha XXBIITH, KPbriid, ABOHHO-H3ITbKHANH PHIMHApaHH

TabNETKH.
Tonunekc 100 mg ce npepsiara noj gopMara Ha OpamKeBU, [IPOABLITOBATH, ABOHHO-H3ITBbKHAIH

(HIMHApPaHH TaOJICTKH.

4. KJIMHHAYHH JAHHH
4.1 TepaneBTHYHRE NOKA3AHHSA
MoHoTepanus npy Bb3pacTHH, IOHOLIH ¥ Jeld Hag O-TOAHIIIHA BB3PacT ¢ NapLHalIHH MPHC

WK 6e3 BTOPHYHH I'CHEpPAJIUZHPAHH TIPHCTBHITH U ITBPBHYHHK IN'CHEPAJIH3HPaHH TOHHYHO-
[IPHCTBIIH.




JlompJIHATENHA Tepanys Npy Aella Haj 2-TOJUIIHA Bb3pacT, IOHOIIH U Bb3PACTHH € MapLHaIHH
[IPUCTHIH, CbC WA Oe3 BTOpHYHA FeHepaJIu3alya WIH IbPBHYHH F€HEPATH3UPAHH TOHHYHO-
KIIOHHYHH NIPHCTBIH M 3a JIECYEHHE Ha MPUCTBITH, CBbP3AHU ChC CHHApPOMA Ha JleHokc-I acTo.

TOHHPHM&T € NNOKa3aH IIpH Bb3PAaCTHH 34 HpOd]HHﬂKT HK& HAa MUI'PCHO3HO riaBobosIke el
BHHUMATETHA NMPELUCHKA HA IIPHEMIIHBHUHTC aITCPHATHBHHY BB3MOXKHOCTH 34 JICHCHHC. TOHH])&M&T HE €

NpeaHA3HAYEH 32 HHTEH3HWBHO JICHEHHE.

4.2 Jo3ApoBKa H HAYHH HA NPHI0KEHHE

EOBH pOBKAa

[IpenopbuBa ce TepallHATA Aa 3aMOYyHe C HUCKH I03H U CJIE] TOBa Ype3 MOCTENCHHO THTPHPAHE Ja ce
NOCTHrHe T0 edeKTiBHATa 403a. Jlo3aTa M CTENEHTa HA HEHHOTO yBeJIHYaBaHe 3aBHUCAT OT KIIMHUYHHA
OTTOBOD.

Tonunekc e HanuueH karo punmupann Tabnerku. He ce npenopruBa pruimupanure Tabnerku na ce
JYTIAT.

He ce Hanara MOHHTOpPHpAaHE HA ITa3MEHHTE KOHLCHTpALIMHM Ha TOMMpaMar, 3a Ja ¢€ OITUMUA3Hpa
TepanuaTa ¢ Tonuieke. B peaku ciydan 4o0apaHETO Ha TOMHIEKC KbM CXeMaTa Ha JICUEHHKE ¢
(heHUTOUH MOXKE HAJIOXKH KOPUTrHpaHe Ha J103aTa Ha (EHHTOHH C LN [a CE MIOCTHIHE ONTTHMAJICH
KIMHHYEH pe3ynTar. JlofaBsHeTO MM cHpaHeTo Ha JeueHHeTo ¢ (PeHUTOUH WM KapbamaseluH Ipu
MpOBEXKAaHe Ha NOIThIHHTEHA Tepanus ¢ TOMHIEKC MOXe Aa HallOXU KOPUrHpaHe Ha A03aTa Ha
Tonunekc, Tonunexc MOXKe Aa ce npHeMa ¢ Wik 6e3 xpaHa.

[Ipy nauueHTH ¢be Wik 6€3 aHaMHe3a 3a MPUCTBIIH WX SUICHCHS, JICUCHHETO ¢ AHTHEITHICTITUYHH
JIEKApPCTBa, BKIIOUHTEIHO H TONMpaMaT, TpAOBa ce fpeKpaTaBa HOCTENEHHO, 34 f1a ¢€ CBEAE A0
MHHHMYM PHCKBT OT MOSBA HA NIPHCTBRNH WIH YBEJIHYABAHE YECTOTATA Ha IPUCTHINKTE. B xiHHUUHH
M3NKHTBaHUA, AHEBHATA A03a € HaMandeaHa ¢ 50-100 mg ceAMMYHO NPH BB3PACTHH C SITHIIETICHA U C
25-50 mg ceaAMHYHO NpH BB3PACTHH, IIpUeMalliM TondpaMart B Q1034 a0 100 mg nueBHO 3a
npodHIaKTHKAa Ha MHIPEHA. B KIMHUUYHY H3NMTBaHHA NPH Jeua f03aTa Ha TOIIHpaMaT € HaMaliBaHa
MOCTENEHHO B NPOABL/LKEHHUE HA 2-8 CEAMMYEH NEPHOA.

Momuuema u xcenu ¢ demepooen nomenyuan
JleuenueTo ¢ TonupaMar TpabBa Ja 6b4e 3ano4yHaTo H HaOMOAABaHO OT AEKap ¢ OIUT B JICYEHHETO Ha

eNUIerncus Wikl MUTpeHa.

TpsbBa na ce OOMHUCIIAT AITSPHATHBHU TEPANCBTHYHH BL3MOXKHOCTH [TPH MOMHYETA H XKEHH C
nerepoaeH noreHuudan. HeobxoauMocTtra OT 1edeHne ¢ ToMUpaMarT Mpd Te3d NolyaluuH TpAOBa Ja ce
MpeOLICHABA MIOHE BEAHBXK FOAULIHO (BXK. ToukH 4.3, 4.4 U 4.6).

MoHOTepanys Ha emwierncus

Obwgu npunyunu

[Ipu npexparaBane ynorpedata Ha CHITBTCTBALUTE aHTUEeNWIeNTUYHY JekapceTsa (AERJI) ¢ nen
npuJiaraie Ha MOHOTEpAIiA ¢ TONMpaMar, cJICBa Aa ce 00bpHE BHUMAHKE HA MOCIEAMLIMTE OT TOBA
BLPXY KOHTpO/Ia Ha npunaabumre. [IpenopruBa ce NocTeNneHHO HaMa/IABaHE Ha AO3HTE Ha
c¢erbTeTBalinTe AEJI ¢ okono 1/3 Ha Beexku 2 ceaMuLM, OCBEH aKO BHE3aHOTO MpeKpaTABaHe Ha
TEXHHUA TIPHEM HE C€ HAlara no cbodpaxkeHHs 3a O€301aCHOCT.

Cnen npekpaTsaBaHe NPUEMa Ha eH3UM-UHAYLIHpALIUTE JIEKapCTBEHH NPOIYKTH, HABOTO Ha TOIIMpaMar
ce noka4ysa. Moxke a ce HaJlOXKH HaMalsiBaHe Ha Jo3aTa Ha Tomuneke (TOMUpaMar), ako 3a TOBa UMa

KIIHHHYHH ITOK43dHHA.

Buv3pacmnu

3ano4He ¢ 25 mg Beyep B NPOABLDKEHHE Ha | ceaMHLUA, Ce/l KOETO, HA HHTEPRAIH OT €]
CeIMMLIM, no3aTa TpAOBa Aa ce noBMinaea ¢ 25 wiu 50 mg AHEBHO U Ja ce Mpuniara, pasig



OTHAEJHH J03H. AKO NALMEHTHT He MOoHACA CXeMaTa Ha AO3UPAHC, [IOBHIIABAHHUATA Ha J034dTa MOXKE 14
ca No-MaJIKH WIH HHTEPBANHTC MCXKIOY NMOBHINABAHHUATA MOXKE Ja CC YABJIKAT.

[IpenopbuMTenHaTa Ha4ANIHA TAPTeTHA 032 TONHPaMaT KaTo MOHOTEpanHs npH Be3pacTHH € 100 mg
no 200 mg nHeBHO, pa3esicHa Ha ABE OTAE/IHH A03H. [IpenopbyBaHaTa MaKCHMalIHaTa JHEBHA [103a €
500 mg aHeBHO, pa3jiesicHa Ha ABE OTAEJHH n03M. Hakou maumMeHTH ¢ pedpartepHn GopMH Ha
ernuwiencHa ca MoHec/aAH MOHOTepanus ¢ TonupaMar B 103 oT 1000 mg anesHo. [IpenopbkuTe 3a
NO3UPAHE ca MPHUIOKHMH 38 BCHYKH Bb3PACTHH, BKIIOYHTEIIHO H 3a NALMEHTH B HATIPEAHAIA BB3pacT,
MpH JIKICA Ha ChITBTCTBALLO OBOpeuHo 3aboinsBaHe.

ITeouampuuna nonyaayun (Oeya Hao 6-200uwina 8v3pacm)

Jlo3aTa ¥ TUTpHpPAHETO Ha A034Ta MPH Aelia TpsOBa 1a ppKOBOAT OT KIIMHWYHHSA OTroBOp. Jleuennero
Ha Jela Haj 6-roiMilHa Bb3pacT TpAOBa aa 3anoyHe ¢ go3a 0,5 no 1 mg/kg Beuep npes mppBaTa
CeMMIIA, el KOETO, HA HHTEePBAIM OT €IHAa WM JBe CeAMHULIM, no3aTa TpaOBa ce ysenuvasa ¢ 0,5 1o
1mg/kg QHEBHO M Ja CE€ MPWIAra pa3ae/cHa Ha ABE OTAECIHH J034. AKO JeTeTO He OHACA cXeMara Ha
THTPUpPAHE, IOBUILABAHUATA HA IO3HUTE MOXE Ja ¢a NMO-MA/KH WIH HHTEPBAJIMTE MEXIY
MOBKLUIABAHUATA MOXKE 1A C€ YABIDKAT.

IlpenoprupanaTa HavaaHa TapreTHa J03a TonMpaMaT KaTo MOHOTEpanHg IpH Jeua Baj 6-roauilHa
pb3pacT € 100 mg AHEBHO B 3aBHCUMOCT OT KJIMHHYHATA KapTHHA (ToBa € okono 2,0 mg/kg AHEBHO
npH aeua 6-16 ronguHH).

,I_],omnmnﬂa TCpAarini 1pH Crinjiclicis {IIapUHaNHU OPHCTHIIH, CHC KU bes BTOpHUYHA
reHepanmi3aluia, ITePpBHYHH CHOPDANIHIWDAaHH TOHHYHO-KIOHHYHHA [IDHCTBITH HWIH IIDHCTBIIM, CEBP3AHH

cbC cHHAOpoMa Ha JleHoke-I'acTo).

Bw3pacmnu

TepanusTa TpsabBa Aa 3ano4He ¢ 25-50 mg Bedep B Npoob/KEeHUE HA enHa ceamMuua. Cpobuiaea ce 3a
NPWIOKEHHWE Ha MO-HUCKH HAYAIHHK 1034, HO TOBAa HE € CUCTEMHO IMpoy4BaHO. Brnocneacrene, Ha
MHTEpBaJi4 OT €QHA WIH JBE CEAMULM, A03aTa TpAOBa aa ce noBHUillaBa ¢ 25-50 mg THEBHO M A4 c€
Mpujiara pasaeieHa Ha JBe OTaenHM A03H. [Ipu HAKOH MalMeHTH MOKE Z1a CE MOCTUTHE €EKT U NPH
I03UpaHe BEIHDLX THEBHO.

[Ipu KNHHHWYHUTE U3MHTBAHMA KaTO JOMBJIHHTE/IHA Tepallud, Hal-HUCKaTa eexTHBHA 1033 € 200 mg.
ObuyaiiHaTta naesHa no3a € 200-400 mg, pa3aeneHa Ha OB OTAC/IHH JO3H.

[IpennoxxkeHHTe CXEMH Ha JJO3HpaHe ca MPUIOKHUMH 32 BCUUKH Bbh3PacTHH, BKIIOUHTEIHO H 32
MALIMEHTHUTE B HANpeAHaa Bb3pacT, ako HAMa cbibTeTBamO O50peuno 3abongaeane (BXK. Touka 4.4).

[leya (Ha ev3pacm 2 u nogeue 200unu)

[IpenoprunuTennara oOma AHEBHA Ko3a Tomuiekc (ToNHpaMaT) Karo JOIMBJIHKUTEIHA TEPAIHA €
npubauzuTenHo 5 10 9 mg/kg nHeBHO, pa3fiesieHa Ha JIBe OTAENIHH J034. THTpHpaHeTo TpAOBa na
3aro4qHe ¢ 25 mg (UM no-Maliko Ha ©asara Ha auanaszoH 1 4o 3 mg/kg NHeBHO) Beuep Ape3s ITbpBaTa
CeAMHMLA, ¢Jiej] KOETO, Ha HHTEPBAIM OT ¢HA WK ABE CEAMULIM, fo3aTa TpAOBa Aa ¢e moBUIIaBa ¢ |
10 3 mg/kg nHeBHO (pa3feneHa Ha JBe OTAENHM A03H), 33 Ja Ce TTIOCTUIrHE ONMTUMAJICH KJIMHWYeH
OTIrOBOP.

Hanpasenu ca mpoyJuBaHHS Ha AHEBHHU 1034 A0 30 mg/kg M KaTo LI0 MOHOCHMOCTTA KbM THX €
nobpa.

MurpeHa

Bw3pacmnu

[IpenoprunTenHara oblna AHEBHA A03a TONHpPAMaT 3a NPo(HUNaKTHKa HA MUIPEHO3H
100 mg, pazneneHa Ha ABE OTAENHHU O03U. Jlo3HpaHeTo TpaOBa aa 3anouHe ¢ 25 mg




NpoJB/DKEHHE Ha €HA CEMMIIA, CIIEA KOETO, Ha MHTEPBAIM OT €IHa CeAMMIIa, 103aTa TpsAOBa Oa ce
MOBHILIABA ¢ 25 Mg AHEBHO. AKO MALMEHTHT HE [TOHACA CXEMATa Ha AO3UPAHE, HHTEPBATHTE MEXIY
YBETMMECHUTE 03U MOXE Ja C€ YABIDKAT.

[Tpu HAKOM MAlLlMEHTH MOJYKE 1A C€ MOCTHrHe e(peKT npu 0d11a AHeBHa Ao3a ot 50 mg. /locera
IallMEHTH ca MoJrydaBanu ob1a aHesHa ao3a 1o 200 mg. Taszu 103HpOBKa MOXKE Ja € OT I0J13a 34
HAKOH NALWEHTH, HO Ce MPEeNnopbhYBa MOBULLIEHO BHUMAHHE ITOpaIH MOBHULIIEHATa YeCTOTa Ha
HEKEIAHUTE PeaKLnu.

[lecuampuuna nonyaayus

He ce npenopwuBa ynorpebara Ha Tonunexc (Tonupamar) 3a JleueHUe U MPOPUITIaKTUKA HA MHTPEHA
NpH Aella NopaJad HEAOCTATHYHH JaHHH 38 0€30MIaCHOCTTA K €(DMKACHOCTTA.,

OO1IH MpenopbKHU 32 A03HpaHe Ha TOMWIeKe NpH CrIeLHAIHM MOMYJIALMH NAlIHEHTH

Iayuenmu ¢ 6vbpeuno yspedicoane

Tonuneke TpaOBa a ce Mpuiara BHUMATETHO MPH NAlMEHTH ¢ YBpeacHa OL0pevHa QyHKLUMA
(CLCR<70 mL/min), Te# KaTo Mmna3sMeHUAT U OBLOpeYHUAT KNHPBHC Ha Tonmunekc € HamaneH. [Ipu
MHAUBUIH C U3BECTHO OBOpEYHO yBpekKIaHe MOXKE 1a € HeoOXO0IHUMO NOoBeYe BpeMe 3a TOCTUTaHe Ha
CTallHOHAPHH IUIa3MEHM KOHLEHTpaLKH 3a Besika Ao3a. [IpenoppyBa ce nNojoBHHATA OT OOMUYaiHaTa

OIbprKalia Jo3a (Bx. Touka J.2)

Toi# KaTo TONMpaMaT c€ OTCTpaHABa OT IU1a3MaTa Ype3 XeMOoAHalln3a, IPH MalMEeHTH B ToCeaeH
cTaIHi Ha ObOpeUHa HEAOCTaTBYHOCT, TPAOBA Jla ce MpUilara JOITBJIHHTEHA J03a TOoIMueKc,
NMpUOIHU3HTEIHO paBHA Ha NIOJIOBUHATA JHEBHA 033 B IcHA Ha XeMoAHanK3ata. JJoneIHUTEIHATA 1032
Ce Mpuiara B ABa OTACTHHA IPHEMa B HAYAJIOTO H CEA Kpas Ha XeMOJHalTu3HaTa poleaypa.
JlonbAHHUTENHATA A03a MOXKe J1a ObOe pa3/iMdHaA B 32aBUCUMOCT OT XapPaKTEPHCTHKHATE HA H3MOA3BAHOTO
IHATTH3HO 000pYIBaHE (BXK. TOYKA 5.2).

Ilayuenmu c weproopobro yepescoane

[Ipu nanmeHTH ¢ YMEPEHO 40 TEXKKO YepHOoApoOHO YBpekaaHe TonMpaMar TpaOBa a ce npuiara ¢
BHUMaHHeE, NOopaJx NMOHKWKABAHE Ha HETOBUSA KIHPBHC.

Hayuenmu ¢ cmapuecka ev3pacm

He ce u3nckpa aganmrupaHe Ha [03aTa NPH NMALKEHTH B CTAPYECKHa BB3PAcT ¢ HOpMasiHa OLOpeyHa
dYHKLMHA.

HayuH Ha OPUNOKEHHE
Tonunexc e HaIMYeH KaTo punMupandH Tabnetku. [Ipenopnusa ce punMupanuTe TabneTky Ja He ce

pa3sHyIIBaT.

Tornuneke Moxe Aa ce NpreMa CbC WIH Oe3 XpaHa.
4.3 IIpoTHBONOKA3AHHS

CBpPBEXUYBCTBHTEIHOCT KBM aKTUBHOTO BeIIECTBO WIH KbM HAKOE OT IIOMOIIHUTE BelleCTRa.
#30pOoeHH B TOuKa 6.1.

[IpodraakTHKa Ha MArpeHa:
. 10 BpeMe Ha OpeMEeHHOCT (BXK. TOUKH 4.4 n 4.6).

. [PH 3KE€HH ¢ AETEPOaEH MOTEHLHAN, KOWTO HE M3MOJI3BAT BUCOKOE(DEKTHBHA KO
(BK. ToukH 4.4, 4.5 u 4.6).




Enunencus:

. no BpemMe Ha 6peMEHHOCT, OCBEH aKO HAMA MOAXOAALIC ATTEPHATHBHO JICYEHHE (BXK. TOUKH 4.4
u 4.6).
. NpH KEeHH ¢ AETEPORECH NOTCHUHAN, KOUTO HE U3MNON3BAT BUCOKOG(PEKTHBHA KOHTPALEILIMA.

EQWHCTBEHOTO M3K/TIOYEHHE € JKeHa, 38 KOSTO HIMa NMOAXOAd1la anTepHaTHBa, HO KOATO
aHupa OpeMEeHHOCT M KOSATO € HAITBJIHO HHQOPMUpaHa 3a PUCKOBETE OT NMPUEMa Ha TONIHpaMar Mo
BpeMe Ha OpeMeHHOCT (BK. Toukd 4.4, 4.5 4 4.6).

4.4 CneuHalHH NpeaynpexIAeAns H NpeAna3Hn MepKH NpH ynorpeda

B cnyuau, npud KOHTO ce Hajlara psA3Ko MpeKpaTABaHe Ha JICYEHHETO ¢ TOMUpaMar rno MEIHLHHCKH
MOoKa3zaHusi, Ce MpenophL4YBa CbOTBETHO HAOMOAeHHe (BXK. Touka 4.2 3a noseye HHQOpMaLKs).

KakTo M npH Jpyr¥ aHTHENTWISITTHYHY JIEKAPCTBA, HAKOH MALMEHTH MOTaT Aa NOJMy4YaBsaT Mo-4ecTo
[MPHNAIbIH, WIH Ja C€ MOABAT HOB BUJ MTPUNALBIM C TONMMpamaT. To3u PeHOMEH MOXKE Aa €
NocaeaMila OT npefo3HpaHe, MOHIKaBaHE IUTa3MEHHUTE KOHLIEHTPAllMM NPU €IHOBPEMEHHa yroTpeda
Ha aHTUETIMJIENITHLH, NIporpecHpaHe Ha 3a00NABaHETO WIM Ha NApafOKCAICH €(eKT.

AJleKBaTHaTa XHApaTaliis o BpeMe Ha ynorpedara Ha TONHpaMar € MHOTO BaXHA. XHApaTauUaTa
MOJKE J1a HaMaJTH pHcKa OT HedponuTrasza (Bxk. no-goiay). [loaxooawara xyapataluss rpeay 4 1o
BpeMe Ha NeHHOCTH KaTo QU3MYECKH YCHIMA WIM H3NlaraHe Ha BHCOKH TEMIIEpaTYpH MOKe J1a HaMally

PHCKa OT CBBP3aHH C TOTJIMHATA HEXE/IAaHHW peakuMH (BxXK. Touka 4.8).

Onuroxuaposa

Mma cpoliteHHs 3a OMMroxuypo3a (HaMaJICHO NMOTeHe) BLB Bpb3Ka ¢ yroTpedara Ha TonHpamar.
HamaneHnoro noteHe H XHNepTepMua (NOBHILIABAHES HA TeJIECHATA TeMIiepaTypa) OMxa MOITH Ja
Bh3HHKHAT 0COOEHO IMPH MAJIKH AeLa U3IOKEHH Ha BUCOKA TEMIIEPATYpa Ha OKOJIHATa cpela.

[IpoMaHa B HACTPOEHUETO/ IeNpecus

[To BpeMe Ha JIeueHHETO ¢ ToNMpaMar ce HabaonaBaT No-4€CTH NPOMEHH B HACTPOSCHHETO H
AETIPECHS.

CamoyOUHCTBO/CYHIIMIIHA HacalUd

ITpy naLeHTH, JIeKYBaHHU C AHTHENMWIENTHYHH JIEKAPCTBEHH NPOAYKTH IO pa3jIMYHM NOKa3aHHA Ca
chODIIABaHH CYHIIMIHA HAeaHs U NoBeAeHHe. MeTaaHalIu3 Ha paHIOMH3HpaHH, mauedo-
KOHTPONHPAHH H3ITHTBaHHA Ha AaHTHETIWNENITUHYHY JIEKAPCTBEHH NPOAYKTH ChIO MMOKA3Ba MAITBK, HO
MOBHILEH PHCK OT CYHLHMIHa HIeallud U [IOBeAcHHE. MeXaHH3MBT HA TO3H PUCK HE € ACEH H
HATMYHHTE NaHHH HE M3KTIOUBAT BB3MOXKHOCTTA 33 NOBUILEH PHCK IIPH TOIMUpaMar.

[Tpu aROIMHO c/ieny KITHHUYHHA H3MHATBAHUA ChOMTHATA, CBBP3aHU ChC CAMOYOHHCTBO (CYHLHMAHA
Uaeallus, ONUTH 3a caMoybuiicTBO ¥ camoyOUNHCTBO) BB3HHKBAT ¢ YecToTa 0,5% oT nekypaHure ¢
Tonupamar naimeHTH (46 ot 06wo 8652 nexyBaHu naUMEeHTH) H NMOYTH 3 ITBETH [10-BHCOKa YECTOTA
npy Te3u NekyeanuTe ¢ mwiauedo (0,2%; 8 ot 0bwmo 4045 neKyBaHu NAaLMEHTH).

3aToBa NalLMEHTHTE TPAOBa a OBAAT NPOCIEAIBaHY 3a NMPHU3HALM Ha CYHLMIHA HICaLHUd W MOBEACHHE
U J1a ce NIpeAnpHeMe ChOTBETHOTO JedeHre. Ha mauuMeHTHTE (M XOpaTa, KOMTO C€ IPHXAaT 32 THX)
TpaAOBa a ce 00bpHEe BHUMAaHKE 1A MOTHPCAT JICKAPCKHU CHBET, B CIIy4ai 4e C€ MOABAT NPH3HE

CYULIHOHA HOcalus H IOBENCHHCL.

TeXxXKH KOXXHH peakuHH

[Tpu nauxeHTH, TpUeMallld TONUPAMAaT, ¢a JOKJIaJBAHH TEXKKH KOXHHU peakLHy (CHHAPOM \k
Johnson ¥ TokcuuHa enuaepMaiiHa Hekposuza) (Bx. Touka 4.8). IIpenopsisa ce nauue




HWHGOPMHpPaHH 3a IPU3HALIMTE HA TEXKHTE KOXKHH peakuHH. B ciyuait Ha Mono3vpaHy HexKeJlaHu
peaKiiMy, KaTo CHHAPOM Ha Stevens-Johnson HiM TOkCHYHA eNMMAEpMaiHa HEKpoIM3a, ynoTpebata Ha

Tonunexc TpabBa ga ce NpeyCTaHOBMY.
HedponutHaza

[Mpy HAKOM MALUEHTH, 0OCOOEHO aKo ca Mpeapa3oJIOKEeHH KbM HeposHMTHasa, ce Habmonasa
MOBHILIEH PUCK OT 0Opa3yBaHe Ha OLOpeYHH KAMBHH H CBBLP3aHHTE C TOBA NPH3HALM H CHMITTOMH
kaTo OBOpeuna konuka, Oxbpeuna 6omka wnu 6osnka B ciabHHUTE.

PuckosuTe daxTopH 3a HeHpOIUTHA3A Ca aHAMHECTHYHH AaHHHM 3a NpeaulecTRallO 0OpasyeaHe Ha
KaMbHH, PaMIITHA aHaMHe3a 3a HedpoIuTHa3a U XHUIEpKAILHYpHs (BIK no-a0i1y — MerabonuTHa
alMA03a H ycnoxkHeHua). HUTo efuH oT Te3u gakTopu HE MOXKeE 1a Obie HaAeKeH NPOrHOCTHYEH
bener 3a oOpasyraHe Ha OLOpeuHH KaMBHYU NPH JieUeHHe ¢ TomMpamat. OCBEH TOBA, ¢ NMOBHILIEH PUCK
MOJKE /1a Ca Y MALHEeHTH, JIEKYBaHH C APYTH JIEKAPCTBEHH MTPOAYKTH, KOMTO OHXa MOINIM Aa A0BEAAT A0

HehponuTHA3A.

Hamanena 6u6peuna ¢pyHKiMA

[1pu naumenTH ¢ HapyineHa 6s0peuna ¢pynkuus (CLCR < 70 mI/min) Tonupamar Tps6Ba aa ce
[MpWiara BHUMATENHO, ThH KaTo IUIa3MeHHNAT H O0b0pedeH KIIMPBHHC Ha TONHpaMaT ca HaMaJIeHH. 3a
CrIENMATIHH NPENOPbKH MO OTHOILEHUE HA NO3HPOBKA MPH NALMEHTH ¢ HamaieHa Ob0peuna QyHkuMs
BX. TouKka 4.2. bvbpeuro yspeaicoane.

Hamanena uepHoapobHa QyHKUIMA

[IpH nalHeHTH ¢ YepHONPOOHO yBpeXxaaHe, TonHpamart TpaOBa Aa ce MpuiIara NpeaAna3niuBo, ThH KaTo
KTHPBHCET Ha TONMApaMaT MOXKE Ja C€ HaMalll.

CHHII'IJOM.. BKNIOYBAI OCTPa MHOTIHA H BTOPHUYHA 3aKPHTOBI'LJ/IHA I'NIaYKOMA

Cpob1aBa ce 3a CHHAPOM, KOMTO BKIIIOMBA OCTPa MMOIIHA, CBBP3aHa ¢ BTOPHYHA 3aKPUTOBRIBIHA
r1ayKkoMa NpH NalueHTH Ha JIeueHHe ¢ TonmupaMar. CHMITOMUTE BKITKOYBAT OCTPO HAYaNO Ha
HamaJjleHa 3pMTeJIHaTa OCTpOoTa WM Oonka B ouure. JlaHHUTE OT OPTAIMOIOrHYHHTE H3C/ICOBAHUA
MOCAT [1a BKAKYBAT HAKOH OT CNEAHHUTE CHMIITOMH: MHOIIHA, MHIPHA3a, CTECHABAHE HA NIPCAHATA
KaMepa, OUHa XHIEpEeMHs (3auepBsaBaHe), OT/IENBaHEe Ha XOPOHAEATA, OTJICIIBAHE HA PETHHAJTHUA
NMUIMEHTEH €NUTEN, MAKY/IHH CTPMH M MOBHILISHO BbTPEOYHO HajArane. To3u CHHAPOM MOXKe a ce
CBBPXKE ChC CYMpAaLWIHAPHO H3THYAHE, BOACLIO AC NMPeAHO H3IMECTBaHE Ha NielliaTa H HPHCa, C
BTOPHYHA 3aKPUTOBIbIHA rNaykoMa, OOMKHOBEHO CUMIITOMHTE C€ ITOABABAT IPE3 ITbPBHUS MECELl OT
Ha4arHaTa Tepallis ¢ TonupaMar. 3a pa3fiuka OT [spBHYHATA TCCHOBIBIIHA FIIAYKOMA, KOATO Ce cpella
PAAKO NpH NaudesTH noA 40 roaMHy, BTOpUHHATA 3aKPUTOBIBIIHA MIAYKOMa, CBbp3aHa C TOMUPaMar,
ce HabJrofapa MpHU AeLAa, KAKTO ¥ MpU BBh3PacTHU. JIeueHHETO BKIIOUBA NPEKBCBAHE HA MPHEMA Ha
TONKPAMAT, KOJIKOTO € Bb3MOXKHO 110-0bp30 110 NpeLieHKa Ha JIEKYBAaLHA JIEKap H NOAXOAALIH MEPKHK
34 HAMABAHE HA BHTPSOYHOTO HajiaraHe, OOMKHOBEHO Te3W MEpPKH BOJAT A0 HAMaJIABaHe Ha
BBTPEOYHOTO HAIATAHE.

AKO ce ocTaBH D€3 JICUCHHE, MOBUHLLCHOTO BbTPCOHHO HAIATAHC, HC34aBHCHMO OT CTHOJIOI'HATaA, MOXKC
Aa JOBENE N0 CEPHO3HH MMOCIICACTBHA, BKIIIOYHTCIIHO H 4O Tpaﬁﬂa 3&1"}/63 Ha 3PpCHUCTO.

TpabBa na ce BieMe pellleHHE NaT4 NALMEHTH ¢ aHAMHE3a 3a O4HO 3a0onaBaHe TpAOBa Aa ce JEKyBaT ¢
TONMHpaMar. e

HedekTH B 3pUTEIHOTO MI0NE

ﬂ&(bBKTH B 3pUTCITHOTO NMOJIE €4 JOK/TAABAHH IIPH NIALIHCHTH, IIpHCMallll TONHpaMar,
MOBHIICHOTO BhTPEOTHO HATATAHE. B xIMHHYHMTE NpoOy4BaHHI MOBCHETO OT TE3H C




obpaTUMH CeA MPeKpaTaBaHe Ha IEYEHHETO ¢ TOMMpaMar. AKO ce NOABAT ASEKTH B 3pUTENHOTO
110J1€ 110 BCAKO BPeMe Ha JIeYeHMeTO ¢ TONMMpaMaT, TpsabBa fia ce 00ChIH NpeKkpaTABAHE Ha JICYEHHETO.

MeTaboNMHUTHA al03a U YCIOXKHEHHUY

XunepxyiopemuuHaTa MeTaboNUTHA anuao3a 6e3 3aryba Ha aHHOHM (T.€. HAMAJIEHO HHUBO HA
cepyMHHTe OHKapOOHATH 10 HOpMAJIHHUTE peepeHTHH CTOHHOCTH NMPH OTCHCTBHE Ha PECIIMPATOPHA
ANIKaNno03a) ce CBhP3Ba C JeueHNHeTo ¢ TonHpaMar. [loHwkeHOTO HUBO Ha CEpYMHHTE OMKapOOHaTH ce
AbJDKH Ha HHXHOUpalus edeKT Ha Tonupamar BupXy OnOpeynara kapboanxuapasa. 1o npuHumn
MOHM)XAaBaHe HA HUBOTO Ha bukapOoHaTuTe ce HabmoaaBa B HAYAIOTO HA JICYEHHETO, BBIPEKH 4e
MOJKE Ja C€ MOABH 110 BCAKO BpeMe Ha JieueHHeTO. OOMKHOBEHO MOHMKECHHUATA Ca IEKHU 10 YMEPEHH
(cpenHo HamaneHue oT 4 mmol/l npu nHeBHM no3M OT 100 Mg WK NoBeye MPH BBE3PACTHH H
npubnusuTenHo 6 mg/kg THEBHO MpH Aella). B peaxu cliyyau NpH NaUKEHTH ce HabmroxaBaT
HaMaJIeHH ¢cToHHOCTH noj 10 mmo/l. HakoH cuCTOSHMA WIH TEpaIyHy, NpeapasnoiaraM KbM
alno3a (kato ObOpedHo 3abongBaHe, TEXXKH PECIIUPATOPHHU HapYLUEHUS, EMWIEIITHYEH CTaTyC,
AWapus, OnmepaLus, KETOr¢HHA AMeTa UM HAKOU NIEKapCTBEHM NPOAYKTH) MOraT Aa HMaT aJIMTHBEH
eeKT KbM MOHHXaBallusA OMkapOOHaTHTE ePEKT Ha TONMMpaMar.

XpoHHYHATA HeJleKyBaHa MeTabonuTHa aun103a MOBHLIABA PHCKA OT HEPPOIHTHA3A U
HedpoKaNllMHO3a H MOXKe NOTeHLIMANHO Ja AoBee 10 0CTeoneHHd (Bink ro-rope — Hegponuruasa).

XpouuuHaTa MeTabONMTHA alMA03a OpH Aela Moxe fa 3abaBu pacrexa. EQexTsT Ha TonupaMar
BBPXY MOC/IEACTBHATA 38 KOCTUTE HE € CUCTEMATHYHO NNPOYYeH NpH BB3pacTHH. [Ipu neguarpudHy
NauueHTH oT 6 40 15 roaHHH, € NPOBEAEHO €IHOTOAHIIHO OTKPHTO KIIMHUYHO H3NHTBAHE (BXK. TOYKA

5.1).

[Ipu Tepanus ¢ TONMHPaMAaT, B 3aBUCHMOCT OT CHITBTCTBALMTE 3a00/1ABaHUA, CE MPENopbyBa
NOAXOIALLIO M3CTeABaHe, BKIKOYBALO HHBOTO Ha cepyMHUTE OUMKapOOHATH. AKO ca HaJlHLE IPH3HALH
WM CUMITTOMM CBHACTEICTBAIIM 32 MeTabonuTHa anmuao3a (Hanp. KycmaynoBo aeaboko auiuase,
AUCIHES, AHOPEKCUA, I'aJieHe, MOBPBIIaHe, CWIHO H3pa3eHa YMOPAEMOCT, TAXUKApAXI WIH apHTMHA)
ce MpenophUBa M3C/IeBaHe Ha cepyMHMA OukapboHat. Ako ce pa3BHe MeTabONUTHA alMA03a K TA
nepcHCTHpa, TpAOBA Na ce npeueHH HeoOXOAHMOCTTA OT HAMA/ISIBAHE HA [{03aTa WIH IPeyCTAHOBABAHE
Ha JIeYeHHETO C TONHpaMaT (Ype3 NOoCTeNneHHO HaMalIABaHe Ha A034aTa).

Tonupamar TpsaOBa Aa ce U3MOJA3Ba BHUMATEIIHO TNPHU NMAHMEHTH CBC 3a00ABaHHA HITH HA JICUCHHS,
KOHTO ¢a PHUCKOB (paKTOp 3a Bb3HHKBaHE Ha MeTabONMMTHA aLMa03a.

HapylueHne Ha KOrHUTUBHUTE GYHKIIHU

VYepeKIAHETO Ha NMO3HABATENHUTE (YHKLIUH NPH eNMUIENCUA € MYJITH(PAKTOPHO ¥ MOKE [1a C€ IB/DKH
Ha JIeXAllla B OCHOBATAa i €THOJIOTHA, TIOPAIH E€NMJIENICHA WIH BCJIEICTBHE HA aHTHEITWIEITTUYHO
neueHune. B nurepatypara uMa choOlleHHs 3a HapYLIEHHE Ha MOCIEI0BATE/IHATE CIOCOOHOCTH MpH
Bb3PacTHH, [IPH KOHTO C€ NPOBEXKAA JIeUeHHUE C TONHPAMAaT, KOSTO U3UCKBA HAMAIABAHE HA 103aTa WIH
npekbCBaHe Ha TepanuaTa. [[poyuyBaHHATA OTHOCHO MMO3HABATEITHHUTE PE3YATATH IPH ACLA JIEKYBAHH C
TonmupamaT ofade ca HeJOCTaThYHHU U BCe OLIE € HeoOXoAUMO Aa Obae U3ACHEH HEMOBUAT (KT B
Ta3H HACOKa.

[Iporpama 3a npeana3pade OT OPEMEHHOCT

TonupaMaT Moxe J1a IPUYMHHA CEPHO3HHM BpOACHH MandopMaLidd H OrpaHH4aBaHe Ha pacTeXxa Ha
deTyca, KoraTo ¢e npunara Ha OpeMeHHa JKeHa.

HakoM naHHM Npeanosaarat NOBHILEH PUCK OT HApYLIeHHUA Ha HEBPOJOTHYHOTO Pa3BUTHS
€KCITO3HLIMA HAa TOMMpaMaT in utero, OKaTo Apyrd JaHHHM HeE MpeanosaraT TakbB MOBUIA
TOYKA 4.6).

JKeHu ¢ neTepoied NOTEHIHAT




TpsaOBa Ja ce HarpaBH TeCT 3a OPEMEHHOCT NMPEAM 3anoyYBaHe Ha JIEUCHHE C TONHPAMAT [IPH JKEHH C
NETEPOIEH MOTEHLIHA.

[NauuenTtkara TpsAOBa aa Obae HareaIHO MHGOPMHUpaHa H ia pa3bHpa pHCKOBETE, CBBP3aHH C
ynioTpebara Ha TONMMpaMar no BpeMe Ha GpemMeHHOCT (BXK. TOUKH 4.3 u 4.6). ToBa BKTI04Ba
HeoO0XO0AHMMOCTTA OT KOHCYNTALHUs ChC CIELIMAIHCT, aKO KeHaTa IUIaHupa OpeMeHHOCT, 34 J1a ¢e
00ChAM NPEeMUHABAHETO KbM JITEPHATHBHO JIEYCHHE [TPEAM NIPEYCTAHOBABAHE HA KOHTpalleNnLMATa U
He3a0aBEeH KOHTAKT ChC CIIELMATTHCT, aKO 3a0peMeHee WIH CMATA, 9€ MOXKe a4 € OpeMeHHa.

Ileya om xcencxku non

[IpennuceainuTe TpAOBA Aa CE€ YBEPAT, Y€ poAUTEIAT(UTE)/JIHLETO, KOETO I0J1ara r'pidkH 3a geua ot
YKEHCKH MOJI, H3ITOJI3BAILH TOIMMPaMaT, pasdupar HeoOX0OUMOCTTa OT KOHTAKT ChC CINELUMANIHCT, Cle]
KaTO MOMUYETO MOJY4YH MeHapxe. Toraepa Ha NalMeHTa U poaAUTeNsA(UTe )/ IHLETO, KOSTO NIONara rprku
TpsaOBa Aa ObJe NMpeaoCcTaBeHa H3vepnarelina HHPpopMalMa OTHOCHO PHCKOBETE, IB/DKALLM CE Ha
EKCIIO3ULMA Ha TONMpaMar In utero, 1 HeobXOAMMOCTTA OT H3IION3BAHE HA BUCOKOE(EKTUBHA
KOHTpAalEemus, BeAHara moM € HeobxonumMo. HeobxogumocTTa OT Npoab/bkaBaHe Ha JIEYCHUETO ¢
ToNMKHpaMart TpaOea Aa ce NpeouUeHH, KaKTO K J1a ce OOMHCIAT AATEPHATHBHH BBE3MOXHOCTH 32
JICUCHHE.

Mma oOyurTenHH MaTepHallH OTHOCHO Te3H MEPKH, MpeHazHa4YCHH 3a 3APaBHH CIICLIMAIHCTH K 3a
nalueHTH (WK poAMTEeNW//IHLIa, Nojlaraliid rpyxu). PeKkoBoacTBOTO 3a nauueHTa TpabdBa aa ce
NpeaOCTaBA Ha BCHYKH 3KEHHU C JIETePOAEH MOTEHLIHAI, KOUTO H3IOJI3BaT TOITHPAaMaT, H Ha
POAUTENIW/IMLIA, KOWTO MOJNAraT Iprok 3a Jella OT XKEHCKH MoJl. 3aeJHO ¢ onakoBKata Ha Tomnunekc ce

NMpcaoCTaRa KapTa Ha ITallHCHTA.

XunepamoHueMus M eHIlepanonaTHs

[Ipu neueHue ¢ TONMMPAMAT € JOKNaABAHO 32 XHIIEPAMOHHEMHS ChC WIH Oe3 eHUedanonatus (Bx.
Touka 4.8). PUCKBT OT NOABA HA XUIIEPAMOHHUEMHS NPY TONUPAMAT U3IJIEKIa € N030-3aBUCHM. 3a
XUMNEPAMOHHEMHS € CHOOLABAHO MMO-YECTO MPH CIHOBPEMEHHO NMPUIOXKEHHUE HA TONHpaMar ¢
BAJINMPOEBA KUCEIHHA (BX. TOUKa 4.5).

[TpH MalLWEHTH, MTPH KOUTO Ce pa3BUBAT HEODACHMMA JieTaprusd WIH [IPOMEHH B MEHTAJIHHA CTaTycC,
CBBP3aHH ¢ MOHOTEpAIus WM ¢ KOMOHHMpaHa Tepalus ¢ TONHPaMar, ce NPENnopbYBa Aa ce NPHEME,
ye cTaBa AyMa 3a XHIepaMOHHEeMHYHA eHUedanonaTis U J1a c€ ONpede/iAT HUBaTa Ha aMOHSK.

XpaHHTEeNAHH no0aBKY
Haxou naumMeHTH MOXKE A2 3armO4YHaT 4a ryOaT Terio no BpeMe Ha JICUEHHETO ¢ TOMUpaMar.

[IpenopbUra ce NallMEHTHTE, IEKYBaHH C TONUPAMAT Ja ce MpOoceadaBar 3a 3aryba Ha Terno.
AKO MalMeHTHTe ryOAT TErNo, JOKaTO NPHEMAT TOMUpaMar, CJIEABA Aa CE NPEeUcHH HeoOX0AMMOCTTa

OT BKJIKOYBAHE Ha XpaHHTCNIHHA ﬂﬂﬁ&BKH HIH YBCJIHYCH IIPHCM HA XPaHa.

JIaKkTO3HA HEMMOHOCHMOCT

Tonnexke 25 mg H 50 mg dunMupanu Tabnerky, CbabPKa JlakTo3a. [lallMenTH ¢ peaku
HacJIeACTBEHH NMpobiieMH Ha rajlakTO3HA HEMIOHOCUMOCT, IThJIEH JIAKTa3€H JeUUMT WIH III0K030-

rajlakTo3Ha ManadbcopOLus He TpAOBA J1a MpHEMAaT TOBA JIEKAPCTRO.

Coucer xkbirro (E110)

Tonunexc 100 mg, duiMupanu tabnetku, cpabpka CbHCET K BITO (E110). CoHCET
MOJKE J1a NPeAU3BHKA AJIeprHYHH peaKlUH.

Hatpum




Bcesika TabneTka chaAbpkKa no-Majiko oT 1 mmol Hatpuii (23 mg), T.€. NIpaKTHYECKH HE ChAbpKa
HaTPHH.

4.5 BiarmoaeHcTBHE ¢ APYrH JeKapcTBEHH NPOAYKTH H APYrHd GOpMH Ha B3IaHMOJeHCTBHE

Bausuue Ha Tonuaeke BbPXY JPYIrH aHTHENTUNSCNTUYHH JIEKaPCTBEHH NPOAYKTH

Jlo6assHero Ha TolmwIeKe B CXeMaTa Ha ieueHHUe C APyrd aHTUENWICITUYHU cpeAcTBa ((heHUTOUH,
KapbaMasernuH, BaNNpoeBa KUCENIHHA, peHobapOUTa, IPHMHIOH) HE OKA3BA BIIHAHHE BLPXY
IUTa3MEHHUTE KOHLICHTPAIIHK B CTALIMOHAPHO ChCTOAHUE. M3KIIIOUeHHe MTpaBAT CaMoO OTAE/THH
NanyMeHTH, NpH KOUTo fobapaHeTo Ha Tomuiexe kbM (PEHHTOHH MOXKeE Ja MpeIU3BHKa NMOKaYBaHe Ha
n1a3MeHaTa KOHLEHTpaLMa Ha (beHUTOWH. TOBa Hal-BEPOATHO €€ IbJDKH HA NOTHCKAaHE Ha
cneurduuHaTa eHsuMHa nonuMopdna uzodopma (CYP2C19). Ilopanu ToBa, nossara Ha KIIMHAYHH
Gesie3sy HiIH CHMITOMH Ha TOKCHYHOCT MPH NAaUMEHTH, JIEKyBaHH C JeHHTOHH, TpAOBa na Obae curHan
33 MOHUTOpPHpaHe HUBaTa HA (PCHUTOHH.

[IpoyuBaHe Ha (papMaKOKHHETHYHUTE B3aHMOACHCTBUA [IPH MALMEHTH C EITMICIICHA NTOKA3Ba, Ye
n06aBAHETO HA TOMUPAMAT KBM JIAMOTPIDKHH HE MOBJIMABA IIA3MEHATa KOHLIEHTPpaLUs B CTALIMOHAPHO
CBCTOSHHE Ha JIAMOTPHIKHH NpH A034 Ha tonupaMar o1 100 ao 400 mg naesHo. OCBEH TOBA, HE CE
HaGJronaBaT NMpOMEHH B PaBHOBECHATA IUIA3MEHA KOHLIEHTpALMA B CTALMOHAPHO CHCTOSHHE Ha
TOMHPAaMAaT I10 BpEME Ha WM CJIel MpeKpaTABaHE Ha JICUEHHETO ¢ JJaMOTPHWXKHH (CcpelHa Jo3a 327 mg
IIHEBHO).

TonupamaTt nExHOHpa eH3uma CYP2C19 1 Moxke na okaxke BIHAHME HA APYIH BEIECTBA, KOUTO CE
MeTaloIHU3HpAT Ype3 TO3M eH3UM (Hamnp. Ada3enaM, HMHIIPaMHH, MOKIIOOEMHU]L, MpOryaHHII,
OMENpas3on).

BiusaHKMe Ha ApDYrd aHTHENMWIEITTHYHU JICKAPCTBEHHU NMPOAYKTH BbpXY Tonuaexc
(deHuTOHH U KapOamazensH MOoHIXKaBAT IUIa3MeHaTa KOHUeHTpalus Ha Tonunekc. JlobaBaHeTo Wiu

CNIHpaHeTO Ha PEHWTOUH HWIHN KapOaMa3enuH NpH MpoBEKAAHE Ha JledeHHe ¢ Tonuieke MoXe Aa
HaJIOKH KOpHIHpaHe Ha Jo3aTa Ha nociedHusa. ToBa Tpa0Ba na cTaHe 4pe3 TUTPHpaHe cnopen
KNWHHYHHUA edekT. JobaBsHeTO WM CIIMPAHETO Ha BAJINIPOEBa KHCEIHHA HE BOJAU A0 KIHHHYHO
3HAYHMH MPOMEHH B IJIa3MEHATa KOHLEHTpalUA Ha TONMWIEKC K MOpaaH TOBAa HE Hajlara IpOMEHH B
no3upoBkara Ha Tonwiekc. PesynraTture oT Te3u B3aMMOAEHCTBHA ca 00001IEeHH B TabnHLaTa no-

NOTY:

AEJI, npunoxeHo KoHuenrpauusa Ha AEJ KoHueHTpanua Ha
eAHOBpeMEHHO ¢ Tolmiekc Tonmnexc
o
DeHUTOUH ¥ !
Kapbamaszenun — !
Bannpoesa kuce/IMHa — >
JIaMOTpHIKHUH «> >
QeHobapOuTan > HI1
[IpuMUaOH N HII

— = 6e3 edpeKT BBPXY IUTa3MEHUTE KOHLICHTpauuH (< 15% npoMsHa)
** = [InazMeHaTa KOHLEHTpALUUa HapacTBa MpH OTAENHH NALUEHTH
| = [InasaMeHaTa KOHLEHTpALUA ¢€ NOHWKABA

HII = He e npoy4BaH

AEJ] = aHTHENEAUNTHYHO JIEKAPCTBO

Ipyru nexapcTBeHH B3aUMOIEHCTBUA

Luzoxcun
[Ipy npoyuBaHe ¢ €QHOKpaTHa 0034, IUolnTa nod Kpueara (AUC) Ha cepyMHUS JMro
12% npu eqHoBpeMeHHO JeueHue ¢ Tonunekc. KnnHMYHATa 3HAYHMOCT HAa TOBA Hab
ycTtaHoBeHa. Koraro XbM Tepanus ¢ JHIOKCHH ¢€ 200aBH WM NIPEKPATH JIEYEHUE ¢
1a ce oObpHEe BHUMaHHUE HA PYTHHHOTO MOHUTOPHpPaHE HAa CEPYMHHTE HUBA Ha JAMI0O




Henpecanmu na L{HC
EnHOBpeMEHHOTO NpuiiokeHHe Ha Tomuieke | ankoxon, Wik Apyru Aenpecadtd Ha LIHC He e
OLIEHABAHO B KJIMHWYHM H3NUTBaHHA. [Ipenoprusa ce Tonuwiekc aa He ce MpueMa eJHOBPEMEHHO ¢

aJIKOXOJ1 WK Ipyru genpecadTd Ha LHC.

Kovam xaumapuon (Hypericum perforatum)
Puck oT HaMaliABaHe Ha TUIa3MEHaTa KOHLEHTPAaL|A, BOaeLO A0 3aryba Ha edpUKacHOCTTa, ce
HaO/io1aBa MpH eJHOBPeMeHHa ynoTpeba Ha TONHPaMaT K XXBJIT KaHTapyuoH. HaMa KIMHHYHH

H3TIHTBAHHA, OCL€HABAIIH TC3H HOTCHLIHATHH B3aMMOJeHCTBUA

Cucmemuu XOpMORATHYU KOKMPAYenmugu

B npoyusane Ha (PapMaKOKMHETHYHUTE B3aUMOACHCTBUS NIPH 34paBH JOOPOBOJILM C €IHOBPEMEHHO
MPHAOKEHA KOMOHHALIMA OT KOHTPALENTHBEH NPOAYKT, ¢chAbpakal] 1 mg HopeTturapoH (NET) u 35 ug
etuHwectpanuon (EE), Tonunexc, npyeMaH B oTChCTBUE HA JPYTH MEAHKaMEHTH B 103 oT 50 1o
200 mg nqHEBHO, HE C€ CBBP3Ba ChC CTATUCTHUYECKH 3HAYMMH MIPOMEHH B cpeaHata ekcnoznuus (AUC)
Ha KOMTO M J1a € KOMIIOHEHT Ha INepopalHUTE KOHTPAUENTHBH. B Apyro npoy4yBaHe €KCNO3HLHAATA HA
EE e cratHcTHUECKH 3HAYHMO NOHIKeHa npu 103k ot 200, 400 u 800 mg nHeBHO (choTBEeTHO 18%,
21% u 30%), korato TonwieKc e MprueMaH KaTo AOITBJIHUTE/IHA TEPAlHA MPH NMALMEHTH ¢ CNWICNCHA
Ha JIeueHHE ¢ Bajinpoena kucenuHa. M B apete uanurBanus Tonunexe (350-200 mg AHEBHO NpU 30paBU
nobposonuy 1 200-800 mg AHEBHO MPH MALUEHTH C EMUJIEIICKHA ) HE NIOBIMABA 3HAYMTEITHO
excrozuuuara Ha NET. Belpeku HanuuMeTo Ha 10303aBHCHUMO MOHMMXKEHHE HA €KCIo3HuMaATa Ha EE
npu go3u Mexay 200-800 mg nHeBHO (ITpH NAaUMEHTH ¢ eNWIENCH), HAMA 3HaYuMMa A0303aBHCUMA
npoMsaHa B excnozuuMaTa Ha EE npu auepnu ao3u ot 50-200 mg (npu 3qpasu nobposoaum).
KnuHW4HOTO 3Ha4YeHHe HA HabmoaaBaHKUTe IIPOMEHH He € U3BeCTHO. TpsAbBa a ce uMa npeaBus
BB3MOXKHOCTTA 32 HAMAJIEHA KOHTpalenTHBHA ¢(PHUKACHOCT M NOBULICHO HHTEPMEHCTPYAJTHO KbpPBEHE
NpH NALKXEeHTKH, MpUeMalld CHCTEMHH XOPMOHATHH KOHTpauenTuBY ¢ Tonunekc. IlanuenTkure
TpaOBa na ObAAT MOMOJIEHH A CHOOLIABAT 3a BCAKA MPOMsHA B TEXHHUA UHKBI. KOoHTpallenruBHaTa
e(pMKaCHOCT MO A1a b1 HaMalieHa JOPH IIPH JIKMIICa Ha HHTEPMEHCTPYAIHO KbpBeHE. JKEHHTE,
KOUTO H3MOJA3BAT CUCTEeMHH XOPMOHANHH KOHTpaLIETITUBH, TpAOBa na ObAaT NOCHBETBAHM A

H3ITON3BaT H 6apHepeH MCETOA.

Sumuu

[Tpu 3apasu noOposonuM ce Habmonasa noHwxkasaHe (18% 3a AUC) B cHcTeMHaTa eKCro3HLMA Ha
JUTHHA 10 BpEME Ha ¢JHOBPEMEHHOTO MY IPUIIOKEHHE ¢ TonmupaMar B Aos3a ot 200 mg aHesHo. Ilpu
NalHeHTH ¢ HUNONAPHO pa3CTPONHCTRO (PapMAaKOKMHETUKATA HA IMTHH He ce NOBNMABA N0 BpEME HA
fnevyeHHe ¢ Tondpamar B 103 oT 200 mg qHeBHO, HO ce HadmoaAaBa NMOBUINABAHE HA CUCTEMHATA
excro3uuma (26% 3a AUC) npu aosu tonupamar ao 600 mg nHeeHo. HuBoTo Ha tutTHH TpaOBa aa ce

CJICOH ITPH CAHOBPEMEHHO IMPHWIOXKCHHE C TOIIHpaMaT.

Pucnepuoon
[IpoyuBaHud Ha JIeKAPCTBEHH B3aUMOAEHCTBHA, MPOBESACHH ¢ €AHOKPATHHU H03H MPH 34pPaBH
10OPOBOJILM U MHOTOKPAaTHH AO3U NpPH NalUEeHTH ¢ OUNONIAPHO Pa3sCTpPOMCTBO, ZABAT CXOIHH
pe3yaTaTH. [Ipiioxen eqHOBPEMEHHO ¢ TOMUPAMaT MpH yBeauuasaiiM ce no3u ot 100, 250 n 400 mg
JHEBHO, c€ Hab/monaBa NOHWKABaHe B CUCTEMHATA €KCIIO3ULIMSA HA PHCIICPUAOH, MPHJIOXKEH B JO3H B
nManasoHa ot 1 1o 6 mg aHeBHO) (16% u 33% 3a craudonapHa AUC CHOTBETHO NPH JHEBHO JO3M OT
250 u 400 mg). Pazmukure B AUC Ha o01ara akTMBHa ()paKkUHsa MEXIY JEHEHHE CAMO C PHCIIEPHAOH
Y B KOMOHHALIMA ¢ TOMUPAMaT He ¢a CTaTUCTUYEeCKH 3HaYMMH. HaOsoiapaT ce MHHHMAaJTHH [IPOMEHH
BbB (papMaKOKHHETUKATA Ha LIAJ1aTa aKTUBHA PpaKuus (pUCNEPHIOH U 9-XHAPOKCUPHCIIEPUIOH), a
npu 9-XUIPOKCHPHUCIIEPUIOH HE Ce HaOMmoAaBaT HHKaKBY npoMeHH. HaMa 3HauMMu npoMeHH B
CUCTEMHATa eKCTIO3ULMA HA LANIaTa AKTHBHA (PpaKUHA Ha PHCHEPHIOH, KaKTO H Ha TorMpamat, 11
no6aesHe Ha TonmupaMar (250-400 mg nHeBHO) KBM JiedeHHETO ¢ pucnepyacH (1-6 mg nyek
HexKeNnaHH chOHUTHSA ce CHOOLIABAT MO-YECTO OTKONMKOTO MNMpeaH nobassaHeTo My (90% u 4
54%). Hail-uecTo choOIIaBaHHTE HEXKENAHU CHOMTHS NpU nodaBsiHE HA TONHpaMAT K
PUCIIEPHAIOH ca: CbHIMBOCT (27% u 12%), napectesus (22% u 0%) u ranexe (18% u

Xuopoxnopomuazuo (HCTZ) W3



[Ipu npoyuBaHe Ha JIE€KapCTBEHM B3aUMOIEHCTBUSA, IPOBEJIEHO NPH 3JpaBH JOOPOBOJILIM, € OLEHEHA
(papMaKOKMHETHKATA MpPH N1a3MEHA KOHLIEHTpaLus B cTaudoHapHo cbetosuue Ha HCTZ (25 mg na
BCEKH 24 Yaca) ¥ Ha TonupaMaT (96 mg Ha Bcekd 12 yaca), NpUIOKEHH CaMOCTOATENIHO H
€AHOBPEMEHHO. Pe3ynTaTvTe OT Mpoy4sBaHeTo coyat, ye Cmax Ha TOImHMpaMar ¢e yBesiHuasa ¢ 27%, a
AUC ¢ 29%, korato keM Hero ce nobasd HCTZ. KnuHUYHATa 3HAUHMOCT Ha TE3H [TPOMEHH He e
ycraHoBeHa. [lobassaHero Ha HCTZ xbM TepanMs ¢ TonHpaMaT MOXe JIa HaJT0XKH KOPUIHpaHe Ha
[03aTa Ha TONMUpaMaT. PapMakOKMHETHKATa NPH IU1a3MEHA KOHLEHTPALHA B CTRLIHOHAPHO CHCTOAHHE
Ha HCTZ ne ce noBNKMABa 3HAYHTETHO OT €AHOBPEMEHHOTO My NPHJIOKEHHE ¢ TONIHpaMar.,
Pesynratute OT KTHHHYHHTE JJabOPAaTOPHH H3CNEeABAHMA COYAT MIOHWKABAHE HUBOTO HA CEPYMHHUS
KalHH criel MPUIoKEHHe Ha TorHpaMaT ki FHCTZ, koeTo € Mo-BHCOKO MPH €AHOBPEMEHHOTO HM

NPUJIOXKEHHUE.

Memdcpopmun

[Ipu npoyuBaHe Ha JIEKAPCTBEHH B3aHMOAEHCTBHA, HPOBEJEHO NPH 34pasH JOOPOBOJILH, € OLICHEHA
CTaLUMOHApHATA (PapMaKOKHHETHKA Ha METQOPMHH H TOTIHPaMAT B 1a3MAaTa IIPH CaMOCTOSTETHO
MpUIOKEHHE Ha METQOPMUH H NIPH EAHOBPEMEHHOTO MY MPIIOKEHHE C TOHpaMar. Pesynrature ot
MPpOy4BAHETO COYaT, 4¢ cpeaHaTa Cmax Ha MerdopmuH U cpeaHata AUCO-12h ce ysennuapar
ceOTBETHO ¢ 18% u 25%, nokaro cpennoro CL/F Hamansasa ¢ 20%, korato MmeTdpOpMHH ce npuiara
3a€HO ¢ TonupaMaTt. TonupaMar He NOBIHsARA tmax Ha MeTdhopmuH. KiiMHHuYHAaTA 3HAUMMOCT Ha
e(heKTa HA TOTHpaMat BBPXY hapMaKkoKHHETHKaTa Ha MeTGOPMUH He ¢ ycTaHoBeHa. [lepopanHust
M1a3MEH KIIMPBHC Ha TONMpaMaT HamMaABa NpH €IHOBPEMEHHO NpUokeHue ¢ MergopMuH. Ctenenra
Ha [IPOMAHA B KIIMPBHCA HE € W3BECTHA. KTHHMYHATa 3HAYMMOCT Ha edexTa Ha MeTHOPMHH BhpXY
(papMaKOKMHETUKATa Ha TOMMPaMaT HE € YCTAHOBEHA.

Korato Tormyexc ce 10GaBH WK IPHIOKEHHETO MY C€ NIPEKPATH [IPH NALMEHTH Ha TEPAIHs C
MeT(hOopMHH, TpAGBa Na ce 06bpHE 0cOGEHO BHHMaHHe MPU PYTHHHOTO MOHUTOPHPAHE HAa NALHEHTHTE
32 MOCTHUIaHe Ha aZICKBATEH KOHTPON Ha TAXHOTO AHadeTHO 3aboaBane.

TTuoznumazon

[Ipu mpoyuBaHe Ha NEKAPCTBEHH B3aMMOAEHCTBHUA, MPOBEICHO IPH 31paBy JOOPOBONIIY, € OLIEHEHA
(hapMakOKMHETHKATA TIPH ILIa3MEHA KOHLIEHTPAaLMs B CTALMOHAPHO CHCTOSHME Ha TOITHPaMAaT U
MHOITATa30H, NPHIIOKEHH CAMOCTOITEIHO H eaHoBpeMeHHO, Habmoaasa ce 15% HamajieHHe Ha
AUCx,ss Ha nHornuTa3oH 6e3 npomaHa Ha Cmax,ss. ToBa OTKPHTHE He € CTATHCTHYECKH 3HAYHMO.
OceeH ToBa ce Habmoaasat 13% u 16% Hamanenue croTBeTHO Ha Cmax,ss ¥ AUCT,ss Ha aKTUBHMS
XHApoKcUMeTabonuT, KakTo U 60% Hamanenue Ha Cmax,ss 1 AUCT,Ss Ha AKTMBHHA KeTOMeTaboIuT.
KiinHHYHaATa 3HAYMMOCT Ha T€3H OTKPHUTHA He ¢ yeTaHoBeHa. Korato Tomunekc ce nobasu KoM
Tepanus ¢ NMAOIIUTA30H WM NHOIIMTA30H ce nobasu keM Tepanua ¢ Tonmnekce, Tpabsa na ce o6bpHe
0CODEHO BHHMaHKe NPH PYTHHHOTO MOHHTOPHPAHE HA MALMEHTHTE 3a NOCTHIaHE HA a/1eKBATEH
KOHTPOJI Ha TAXHOTO IHabeTHO 3a00JIaBaHe.

I ubypuo
Hpu npoy4saHe Ha JIEKAPCTBEHH B3aUMOACHCTBUA, NPOBEACHO NPH NALMEHTH ¢ AuabeT THN 2, €

OUCHEHA (hapMaKOKHHETHKATA MPH ILTa3MEHa KOHLIHTPALKMS B CTALMOHAPHO CHCTOAHUE HA MIHGYPHA
(5 mg OHeBHO), MPUIIOXKEH CAMOCTOATENHO H €JHOBPEMEHHO ¢ Tonupamar (150 mg qHeBHO).
Habmonasa ce 25% namanenne Ha AUC24 Ha riuSypH N0 BpeMe Ha MPUIOKEHHETO Ha TOMHPAMAT.
CHcTeMHaTa eKCTIO3MUMA HA AKTHBHHTE METAB0NUTH — 4-mparc-XUAPOKCH-rubypun (M1) u 3-yuc-
xuapoxkeurnubypua (M2) cbiuo Hamansea cboTBeTHO ¢ 13% K 15%. GapmakoKHHETHKATA MPH
[1a3sMeHa KOHLUEHTpAlH4 B CTALIHOHAPHO CHCTOAHMUE HA TOITHPAMAT HE CE MOBJIUABA OT
€AHOBPEMEHHOTO MY IIPHIIOKEHHE ¢ MTHOYpHLI.

Korato Tonupamar ce 106asu kM Tepanus ¢ riubypua Wik rubypun ce 1o6aBu KbM TEParTia ¢
TOfIApaMaT, TpAOBa a ce obbpHe 0coBeHO BHUMaHHUE NIPH PYTHHHOTO MOHHTOPHpAHE Ha MALMEHTHTES
32 NOCTHIaHe Ha aJeKBaTeH KOHTPOJ Ha TAXHOTO auabeTHo 3abongpaue.

Apyru gpopmMu Ha B3auMonelcreue

Ipenapamu, npedpaznonazawu xvm nHeghporumuasa




Tonwuiekc, npwiarad eAHOBPEMEHHO ¢ APYTH NpenapaTy, npepasnoiaraiyyd KbM HepoIMTHA3A,
MOX€ J1a TOBHIUM PHCKA OT HeponuTHasa. [Ipu neuenue ¢ Tonunekc noaobHU npenapary TpsOBa Ja
ce M30ArBaT, Thb KaTO MOXE Aa Cbh3aajaT PUIHOJOrHYHA CPEAA, NNOBUIIABALlA pHCKa OT 0Opa3yBaHe
Ha OBOpEYHH KAMBHH.

Bannpoesa xucenuna

EJHOBPEMEHHOTO NPHIOKEHHE Ha TOMMUpaMaT M BallipoeBa KUCe/IHHA Ce CBbP3Ba ¢ XHIIEPAMOHEMHH,
CbC WIH be3 eHLedanonaThs, NpH NalKHEeHTH C NOHOCKHMOCT KbM HAKOH OT /IBATa JIEKAPCTBEHH
NPpoAYKTa, MPWIOXKEH CAMOCTOATENHO. B MHOr0 OT cilydauTe CHMITTOMHTE H MPKH3HALIMTE OTLYMABAT
cJie] CIIMpaHe Ha €HH OT JIEKAPCTBEHHUTE NPOAYKTH (BX. TOUkH 4.4 1 4.8). Tasu HexkenaHa peakuus
HE € AB/DKH Ha (papMaKOKHHETHYHO B3auMoaeicTBHe. Chobluasa ce 3a xunotrepmus, nepuHupaHa
KaTO HEYMHIIICHO NOHWXKABAHE Ha TeJleCHaTa Ttemiepatypa <35° C, cpbp3aHa ¢ eTHOBPEMEHHOTO
NPUIOKECHUE HAa TOITHPaMAaT C BAINPOSBa KHCEIHHA, KOATO MOXe 4 € BhB BPh3Ka ¢ XHIIEpAMOHHEMHUA
WM C JIMIca Ha XWnepaMOHHeMus. Ta3u HexenaHa peakuMs npM NauHeHTHTe, U3IT0I3Bally
€IHOBPEMEHHO TOMUPAMAT U BAJITIPOEBA KUCEIMHA, MOXKE O3 BB3HUKHE CJIe)l 3alIOYBAHE HA JIYEHUETO
C TONMHpAaMaT WK Cel MOBHILABaHe Ha AHEBHATa 1032 TOMHPaMAT.

Bapgapun

[1pu mauMeHTH, TEKyBaHM ¢ TOMHpaMaT B KOMOHHAIIHA ¢ BapdapHH, € ChOOLIEHO 32 HAMAJIEHH
CTOAHOCTH Ha rpoTpoMbHHOBOTO BpeMe/ INR (International Normalized Ratio). 3arosa INR Tpa6sa
Aa c€ MOHHTOpHpA BHHMATEIHO NPH NMAaUKHEHTH, JeKyBaHH €AHOBPEMEHHO ¢ TONHPAMaT H BapdapHH.

EGHLHHHTEJIHH (b&EMaKOKHHeTH‘-IHH I1IDOYHBAHHA HA JICKAPDCTBCHH B3aUMONEHCTRHUA

BbB BpB3Ka ¢ €AHOBPEMEHHO NPHIOKEHHUE Ha TONMpaMaT ¥ Bainpoesa kucesiuna (VPA) u aeara
CBbp3aHH C XHIICPAMOHEMHA K NPH OTCHCTBHE HAa XHIEAMOHEMH, Ce€ ChOOIABA 3a XHNOTEPMHA |
ONpeeisHa KaToO HeNpeAHAMEPEHO NMOHHXKABAHE Ha TelecHaTa TeMnepatypa <35°C. Tasu Hexenada
peakLys MOXKe J1a Bb3HHKHE NPH MaLKMEHTH YNoTpedABaly eHOBPEMEHHO TOMUPAMAT H BANINPOAT
CJIe/l 3aro4YBaHe Ha JieyeHUe C TOMMPaMaT WM ClIe/l yBeIM4aBaHe HA JHEBHATA 1034 Ha TONMHpaMar.

JIONBIHKWTENHY MPOYYBAHHA 110 OTHOMIEHHE Ha PapMAKOKMHETHYHH JIEKAPCTBECHH B3aUMOIEHCTBUS
[IpoBeieHH ca KTMHHYHH H3NHTBaHHA 34 OLICHKA HA MOTEHUMATHHTE HapMaKOKHHETHYHH
JICKapCTBEHH B3aMMOJCHCTBHA MEXOY TonHpamar u aApyru cpeactsa. Ilpomennte B Cmax wnu AUC B
pe3yJiTaT Ha Te3H B3aUMOAEHCTBHA ca 0000UeHn no-nomy. BeB BTOpaTa KO0HA (KOHLIEHTpAlMs Ha
CBITBTCTBALIIOTO JIEKAPCTBO) € ONMCAHO KAK CE MPOMEHA KOHUEHTPALMATA HA CHITHTCTBALLIOTO
JIEKapCTBO OT MbpBATa KOJIOHA cnes 1o0aBaHe Ha TonupaMmat. B Tperara KonoHa (KOHUEHTPALKA Ha
TOMHPAMAT) € ONHCAHO KaK C¢ MPOMEHs KOHUEHTPALMATA Ha TONMUPAMaT MPH €JHOBPEMEHHOTO
MPHIOXKEHHE C JISKAPCTBO OT IBEPBATA KOJIOHA.

O0600menn pe3y TaTH OT PAPMAKOKHHETHYHH MPOYYBAHHS HA JICKADCTBEHHTE
B3IAHMOACHCTBHS

CurobrcTBamo aexkaperso | Konnenrpanus Ha KonunenTpauusg Ha TONEpaAMaT®
CbI'TCTBAIIOTO
JeKkapcerso®
AMUTPHIITHIHH — 20% yBenuueHHe Ha HII
Cmax u AUC Ha
HOPTPUITWIMH MeTaboIHT
JMXHIOpOeproTaMuH > “ —
(IepopaJieH W NOAKOXKEH)
Xanonepuaon — 31% yBemnuenune na AUC | HII
Ha peayuHpaHus MeTabouT
[1ponpaHosion — 17% yBeNuyeHHe Ha 9% 1 16% yBenuue { ESipd

Cmax na 4-OH nponpaxonon | 9% u 17% ysenuuenneza Al
(TPM 50 mg Ha Bceku 12 (pecnekTurHO 40 1 80NIE: \k




4aca) NPOIpPaHO0Ji HA BCEKH 12 yaca)

CyMaTtpunTad (nepopanes | «» HII

M TOJIKOKEH )

[IuzoTuden i >

Juiatuaszem 25% namanenme Ha AUC Ha | 20% yerennuenne Ha AUC

aunTvazeM 1 18% HaManeHue
Ha [IEA, « 3a JIEM*

Bennadakcuu > >
QO nyHapU3UH 16% ysenuuenne na AUC >
(TPM 50 mg Ha Bcexku 12
yaca)®

* % cToliHOCTH ca npoMeHuTe B cpefauTe Cmax H AUC npH niedyeHHeTo B CpaBHEHHE ¢ MOHOTEPAITHA
< = jurnca Ha edekT BepXy Cmax u AUC (£ 15% npomsaHa) Ha OCHOBHOTO CheJHHEHHE

HII = He e npoy4eHo

*NIEA = pezauerwn nuntHazem, JIEM = N-gemerwn guntrasem

* AUC Ha ¢myHapu3uH ce yBenndasa ¢ 14% OpH NalMeHTH, TpaeMamy (IyHapH3WH CAMOCTOATENTHO.
YBenuyeHaTa eKCNo3HLHA MOXe 1a ¢¢ 00ACHHU C HaTPYNBaHE A0 JOCTHTAHETO HA CTALIMOHAPHO
ChCTOSAHHE

4.6 OepruanTert, OpeMeHHOCT H KbpMeHe

bpemMeHHOCT

Obobwyen puck, cevbp3an ¢ enUAencus U asmuenuitenmuynu nexapemea (AEJ)

CrieLHalTHd CbBETH OTHOCHO MOTEHLMATHHTE PUCKOBE 3a (eTyca, MPUIHHEHH KaKTO OT NPUCTBHITH,
Taka U OT AHTHENWIENTHYHO JICUeHHe, TpaOBa 1a ce naBaT Ha KeHH C ACTEPOIEH MOTEHIHAJ H
0COOEHO Ha JKeHH, IUIaHUpaliy OpeMeHHOCT, H XEeHH, KOHTO ca 6peMennn. HeobxoauMocTTa oT
neyeHre ¢ AEJI TpaGsa na ce npepasraena, korato sxeHaTa miaHvupa aa 3adpemenee. IIpH sxenwu,
JIeKYBaHH 3a CMWIeNncHs, TpaOBa aa ce U30ArBa BHE3ANMHOTO NPEKbCBaHe Ha JieyeHUeTo ¢ AEJL, Thil
KaTO TORA MOXKE Ja JOBE/AE IO BHE3ANHH IIPUCTEITH, KOUTO MOraT Aa MMaT CEPHO3HHK NMOCIEAHIIH 32
keHara U petyca. MoHoTepanusaTa TpaOBa 1a ce npeano4yuTa BHHArH, KOTATO € Bb3MOIKHO, Thil KaTo
TepanuaTa ¢ MHOXKecTBO AEJI Moxe 1a € CBBp3aHa C MO-BUCOK PUCK OT BPOLEHH MaopMaliH,
OTKOJIKOTO MOHOTEPAIHATA, B 3aBUCHUMOCT OT CHOTBETHHTE aHTHEITHICITTHLIH.

Puck, cevpzan ¢ monupamam

Tonupamar e TepatoreHeH NpyM MHUILKH, TUTBXOBE H 3aHLM (BK. Touka 5.3). [Ipu IwrsxoBe TonupaMar
NMpeMHHaBa IUlalleHTapHaTa bapuepa.

IIpu xopa TOnMpaMaT NpeMHHaBa rpe3 [UIaLeHTaTa H ca ChoO1IeHH NoA0OHH KOHLIEHTPALHH B
TbIIHATA BPBER U KPbBTA HA MAMKarTa.

KNHHUYHHTE JaHHH OT PETHCTPH Ha OPEMEHHOCTTA MOKA3BAT, Y€ KbPMAayeTa ¢ eKCMO3HLMA in utero Ha
MOHOTEpAIHA C TONHPAMAT UMAT:

['oneMu BponeHH MandopmalMi M OrpaHHYaBaHe Ha PacTeXa Ha IUIoAa

. [loBHilleH pyCK OT BpoJieHH MasipopMaLii (0cODEHO LieTKa Ha YCTHATA/HEBLETO, XHITOCNAaUs
H aHOMANMH, BKITIOUBAUIH PA3NIHYHH TE€ACCHH CHCTEMK) CIEMl €KCIIO3MLIMA Npe3 MbPBHA TPHMECTDP.
JlaHHHTE OT perucThpa Ha OPeMEHHOCTTA NPH AaHTHENWIENTHYHHU tekapcTBa B CepepHa AMepHKa
(North American Antiepileptic Drug pregnancy registry) 3a MOHOTepaiIis ¢ TOMHPaMAaT NOKA3BAT
NPUOM3UTENHO 3 NbTH [10-BHCOKA Y€CTOTA Ha FOJIEMH BpoaeHH Madopmaunu (4,3%) B cpgati
pediepeHTHa rpyna, KoATo He npuema AEJI (1,4%). lanuu ot 06cepBalMoHHO NpOyYBs :-’-, ‘
PETHCTBD B3 OCHOBA Ha MOITYNALHATA OT CKAaHIAHHABCKHTE CTPaHH MOKa3BaT 2 4o 3 VAV
4ECTOTa Ha rONeMH BpoJeHH MandopMatiuu (10 9,5 %) B cpaBHeHHe ¢ pedepeHTHA rp

npueMa AEJI (3,0 %). B nonbiHeHHe AaHHHTE OT ApYry OPOyYBaHUA MOKA3BaT, Y€ B ¢

MOHOTEPANHATA ChLIECTBYBA MOBHILECH PHCK OT TEPATOTeHHH e)eKTH, CBBP3AHH C YIIC ¢ _ £7
B KoMOuHHpaHa Tepanui. CrobIaBa ce, 4e puCKBT 3aBHCH OT J03aTa; edekru ca HaOt -1 »
» e e g

|

—




BCHYKH OO3HU. HPH JKCHH, TCKYBAHH C TOIMHpaMaT, KOUTO Ca HMaJIl JICTC C BPOACHa MﬂJ’lCl)OpM&l.llfIH,
U3 ICKOa HMa MMOBHLICH PHCK OT MEU'quGpMﬂl.lHH [IpH NoCjEaABalH 6P€MGHHOCTH, MNpH CKCITIO3HILHMA Ha

TOMHpamMar,
. [Tlo-BHCOKa YecTOTa HOBOPOASHH C HUCKO TEro Npy paxaaHe (<2 500 rpama) B CpaBHEHHE ¢

peepeHTHa rpyna.

. [loButIeHa YecTOTa Ha HOBOPOACHH, MAJIKH 34 MeCTAUMOHHATA CH Bb2pacT (small for
gestational age, SGA; nedunupaHo KaTto Terio npy paxaade noa 10-us nepceHTH, KOPHTHPAHO 34
recTalliOHHA Bb3pPAacT, cTparuduimpaHo 1o noi). B peructbpa Ha GpeMeHHOCTTA NIPH
AHTHETIWJICITTHYHH JIeKapcTBa B CeBepHa AMepHUKa pUCKBT OT SGA NpM aeua Ha KEeHH, TOTyuaBalH
TonHpamar, € 18 % B cpaBHeHMe ¢ S5 % npu aeua Ha XXeHH 6e3 ewIencHus, KOUTO He nojrydasat AEJL.
Hbarocpounure nociaeauiiM oT SGA HaxOAKHUTE HE MOrar Aa ObaaT omnpeaesieHH.

HapyimeHus Ha HEBPOJIOTHYHOTO pa3BHTHE

. HaHuH oT nBe 00CEpBALMOHHU NPOYYBAHMA MO PETUCTHP Bb3 OCHOBA HA MOMYJIALMATA,
NPERINPUETH TIPH MIOYTH €IMH U ChIUH HAOOp OT AAHHH OT CKaAHAWMHABCKHUTE CTPAHM, PEANOJIarar, e
MOJKe Ja UMa 2 10 3 TbTH MO-BHCOKA YECTOTA Ha pa3CTPONCTBA OT AYTHCTUYHHIS CIIEKTHP,
MHTEJIEKTYATHH 3aTPYAHCHUS WU XUIMEPAKTHBHO pa3CTpOUCTRBO ¢ aepuuUT Ha BHUMaHKeTo (ADHD)
npH mo4TH 300 aera Ha MafKM ¢ eMUWiencHs, ¢ eKCNo3HUMA Ha TOMUPaMaT in utero, B CpaBHEHHE C
Aela Ha MaHKH C eMWIENCHA, KOHTO HE ca OMITH ¢ ekcno3Huusa Ha AEJL. Tpero obcepraunonHo
koXopTHO npoyysane oT CAIll He npeanonara noBuilieHa KyMYJIaTUBHA YECTOTA HA Te3U Pe3YJITAaTH
0o 8-roguiuHa Be3pacT pH npubnusurenso 1 000 geua Ha MaliKK ¢ €MWIENCHA, ¢ eKCITO3HLMA Ha
TONMpaMar in utero, B CpaBHEHHE C ACLIA Ha MAHKH C CITJIENCHA, KOUTO He ¢a OWIH ¢ eKCMO3ULIUg HA

AEJL

Hoxazanue enunencun

. TonupaMat € NpOTHBONOKAa3aH [0 BpeMe HA OPEMEHHOCT, OCBEH aKO HAMA MOIXOAALIO
ANTEPHATHBHO JICYCHHE (BXK. TOUKH 4.3 1 4.4).
. Xenara TpsabBa na Obae HanbAHO HHPOPMHUpaHA U J1a pa3dupa pUcKoBeTe OT ynoTpebara Ha

TONHpaMaT Nno BpeMe Ha OpemMeHHocT. ToBa BKIOYBa 00CHKIaHE Ha PHCKOBETE 3a OPEMEHHOCTTA OT
HeKOHTPOJIHPaHa STHIETICHA.

. AKO e[IHa XeHa IJITaHHpa 1a 3abpeMeHee, TpaOBa Aa ce MONOKAT YCWIHA 32 IPEMHHABAHE KbM
MOAXOASLLO ATEPHATHBHO JICYEeHHE, NPEAH Ad ¢e TIPEKPaTH KOHTPALEILMATA.
. AKo eHa )xeHa 3a0peMeHee, JOKaTO NpHEMa TOITHpaMar, T4 TpaOsa He3abaBHO na Obae

HACOMCHA KbM CIICIHATTACT, 3a Ja CC MPEOLICHH JICYCHHETO € TOIIHpAMAT K Ja CE OOMMCIIAT

anTEPHATHBHU BL3MOXKHOCTH 34 JICYEeHHe.
. AKO TONMUpPaMarT ¢e H3IOJI3Ba 10 BpeMe Ha OpeMeHHOCT, MalMeHTKaTa TpsabBa na Onae
HaCOY€HAa KbM CIIELIHAJIUCT 32 OLCHKA H KOHCYTALMsl OTHOCHO €KCMO3HIIMATA NTPH OpEeMEHHOCT.

TpsabBa na ce U3BbpIIBA BHUMATEIHO NPEHATATHO HAOMIOAEHHE.

Hoxazanue npopunaxmuxa Ha mMuzpena
TonrpaMat € npoTHBOMOKA3aH NpH OpeMeHHOCT (BXK. TOUKH 4.3 U 4.4)

JKeHHu ¢ geTepoaeH NOTeHUMaI ( BCUUKH NIOKA3aHYA)

TonupaMaT ¢ NpOTHBONOKA3aH NPH XKEHH C JETEPOAEH MOTEHIIHAJ, KOUTO HE H3IION3BAT
BUCOKO€()€KTHBHA KOHTpaLenuus. EAMHCTBEHOTO H3KITIOUEHHE € XKEHA ¢ eNMUIIETICHA, 32 KOATO HAMA
NOAXOAALA aNTepHATHBA, HO KOATO IUIaHHpa OPEMEHHOCT M KOATO € HAMBIHO UH(POPMHpaHA 32
PHCKOBETE OT MpHEeMa Ha TOMHpaMaT no BpeMe Ha OpeMeHHOCT (BXK. Touku 4.4, 4.5 1 4.6).

Tpsadea na ce u3non3Ba NOHE €IHH BHCOKOE(DEKTHBEH METOA 3a KOHTpALEnuus (KaTo BETPEM
YCTPOHCTBO) WIIH ABE AOMBIBALIH ce (POPMH HA KOHTpaLIENILMA, BKIIOYHTETHO OapHepeH
TOYKH 4.3, 4.4 1 4.5) N0 BpeMe Ha JICUCHHETO U HAM-MAINKO 4 CEJIMHLM Clie CIIMpaHe Ha
Tonunekc.

Tpabea na ce OOMHCIAT aNTEPHATHBHH TEPANEBTHYHH BB3MOXHOCTH TPH KEHH C JACTED
MOTEHUHA.



TpaGea na ce HanpaBH TeCT 32 OpeMEHHOCT Npeay 3armo4YBaHe HA JIEYEHHUE ¢ TOMMMPAMAT NPH KEeHH ¢
NETEPOLEH MOTEHIYAI.

[lauuenTkaTa Tpadsa na Obae HaITbIHO HHpOPMHpaHa U Ja pa3dHpa PHCKOBETE, CBBP3aHH C
ynoTpedaTa Ha TonMpaMar no Bpeme Ha OpeMeHHOCT. TORa BKMOUBA HEOOXOAMMOCTTA OT
KOHCYJITALMS CBhC CIELMANNCT, aKO JKeHaTa IU1aHKupa OpeMEHHOCT H He3a0aBeH KOHTAKT ChC
CHELMANIHCT, aKko 3abpeMeHee WK CMSaTa, Ye MOXKe 1a € OpeMeHHa U NMpHeMa Ton1upamar.

[pu xenu ¢ enwiencus TpaOBa cbILO Aa C€ UMAT NpeABUI PUCKOBETE 3a OPEMEHHOCTTA OT
HEKOHTPOJIMpaHa enuiencus (BxK. Touku 4.3 u 4.4).

3a xella OT XKeHCKHM Mo {BX. To4Ka 4.4).

KbpMeHe

ITpoyuBanusiTa M JKUBOTHH MOKA3BAT, 4€ TOMMPAMAT C€ EKCKpeTUpa B KbpMaTa. EkckpeliusaTa Ha
TONHUPAMAT B MAHYHHOTO MIIAKO HE € U3C/I€BaHa B KOHTPOJIHPaHH npoyuBaHusa. OrpaHu4eHnTe
HaOMIOACHHA NPY NALMEHTH NMPEANonaraT eKCTEH3MBHA €KCKpeUMA HAa TOMHPAaMAaT B MAYHHOTO MJISIKO
IIpu HOBOpPOIEHUTE, KbPMEHH OT INOUTOKEHH Ha JICUEHHE MaWKH, ca HabnaaBaHu auapus,
CBHIIMBOCT, pasApasHUTEIHOCT H HEaJEKBATHO NOBUIIIABaHE HA Ternoto. CaenoparTe/Ho, TpAOBa na ce
B3EME PEUICHHUE Jallk Aa C€ NMPEKBCHE KbPMEHETO UITH Aa C€ MPEYCTAHOBH/BB3ABPKH OT JIEUECHHE C
TOIMHMPAMAT, KaTO CE€ B3eMAT NPEABHA N013aTa OT KbPMEHETO 32 ACTETO U 3HAUEHHETO Ha
JIEKapCTBEHUA MPOAYKT 3a MaKlKara (BK. To4ka 4.4).

QepTUIHTEY
M3nMTBaHHATa NPH )KUBOTHH HE [I0KA3BAT HAPYLICHUA Ha QEPTUIMTETA, IPEAUIBHKAHM OT TONMHPaMAT

(Bk. Touka 5.3). He e ycraHoBeH epexThT Ha TOMMpaMaT BbPXY PEpTIWIHTETA FIPH XOPa.

4.7 E¢dexTH BLpXY cnocobHOCTTA 32 IOPHPaHe H paboTa ¢ MAINHAH

Tornxpamar nma Maniko WIH YMEPEHO BJIHAHUE BBPXY CnOCOOHOCTTa 3a mogHpaHe ¥ paboTa ¢
MalllMHYA. TomHpaMar IeUCTBa BbPXY LEHTPANHATA HEPBHA CHUCTEMa H MOJKe J1a CTaHE MMPUYHHA 34
MosABa Ha CLHIIMBOCT, 3aMaHBaHE U APYrd nofo6HH cHMATOMH. MoXke 1a NpMYMHM CBUIO TaKa
HAPYLUCHHUA Ha 3PEHHETO H/HIIA 3aMBITIEHO BUXKIaHe. Te3U He)KeJlaHH pPeakLiMH MOXKE /14 C& OKAXKAT
MOTEHLMAIHO OMAaCHH IpH LIOdHpaHe WK paboTa ¢ MalllUHK, 0cOOEHO AOKATO HE Ce OIpeieNu
HHIMBHIyaAlIHATa peaKiiHa Ha BCeKU MALIMEHT KbM JIEKapCTBEHHs MTPOAYKT.

4.8 HexkenaHH JleKapcTBeHH PeaKLIHH

bezomacHocTTa Ha TONHpaMar € onpeaesieHa ot 0a3a JaHHHW Ha KIMHHUYHH H3NATBaHusA ¢ 4111
nauueHTH (3182 Ha romupamar 1 929 na nnauebo), B3enu yuactHe B 20 JROMHO ClIENH W3NUTBAHUS U
CHOTBETHO 2847 naLMeHTH, B3€IH yMacTHe B 34 OTKPHUTH M3MHTBAHKA HA TOITHPAMAT KaTo
AOMBJIHATENHO JIEYeHHE Ha MbPBHYHO reHEPHTH3UPAHA TOHHYHO-KIOHUYHH I'bpYOBE, MAPLHAIHH
[IPUCTBIH, MPUNAABLH, CBBP3aHH CbC CHHApOoMa Ha JleHokc-I"acTo, MOHOTEpanyA 3a HOBO- UITH
HACKOPO IHarHOCTHUHPAaHH CITy4yaH Ha enuiencus ¥ npoduiakTuka Ha Murpesa. I'onsma 4acT ot
HE)KE/TAHWTE JICKApPCTBCHH PeaKlIMM Ca JIEKH N0 yMEepeHH. JlekapcTBeHUTe peakliHH, HabronaBaHy B
KIHHAYHUTE U3MATBAHKA U NMPH NOCTMAPKETHHTOB ONUT (KaKTO € yKa3aHo ¢ ,,*"), ca H30poeHH 1o
YECTOTa Ha MosABa B KIMHHYHHTE H3nHTBaHUA B Tabnuua 1. Kputepuure 3a yectora ca cieIHure:

MHoro uecTH >1/10

Yectu >1/100 no <1/10
Heuectn >1/1000 mo <1/100
Penxu >1/10 000 oo <1/1000

C HEeW3BECTHA YECTOTA  OT HANTMYHMUTE AaHHH He MOXe na Objie HarpaBeH




Haii-uecTo cpeliaHATe HEXeJIaHH JiekapcTBeHd peakuuu (HIIP) (¢ yecTtora >5% u noseue B
cpaBHEeHHe ¢ HabmoaaBaHUTE TIpH Iauebo, Mo Hai-ManKo €JHO MOKa3aHHe, B JIBOMHO CJIEIH

KOHTPOJIHPaHH MPOYYBaHHUSA Ha TONMPaMAaT) ca: aHOPEeKCHA, HaMalleH aneTut, Opagudpenus,
Aenpecus, HapyuleHa cnoco®HOCT 3a H3passraHe, 6e3ChHUE, HapyUIeHa KOOPAKHALIMA, 3aTPYIHEHA

KOHUCHTpAllHA, 3aMaiBaHe, AW3IAPTPHA, AH3I'CY3HA, XHINIOCCTEC3UA, JICTAPrUi, HAPYIUCHHUA Ha I1aMETTa,
HUCTAI'bM, MAPECTC3IHA, COMHOJICHTHOCT, TPCMOP, AHIUIOINHKA, 3aMBbIJICHO BHXKIIAHC, AHapHUA, FaaCHE,

yMOpa, pa3sapa3HHTCIHOCT H HAMAJICHO TEIJ10.

Tabasua 1: Hexenaum NekapcTBEHH peakLMU [IpH yrioTpeda Ha Tonupamar

Cucremo- MHoro 4yecTn HecTH HedecTn Peaxcu C HeH3BecTHA
OpranHH JecTOTA
K/1aCOB€

Unpeximn u | Hazodapunrur
HHECTaUHH *
HapymreHusa AneMus JleBKOnIeHHKA, HeyTtponenns*
Ha KpbBTa M TpOMOOLIMTO-
nuMpHara [ICHHA,
CHCTEMA nuMmdaneHona-
THS,
e03WHOQILTUS
Hapyienus CBpBbXUYBCTBH- AnlepradeH
Ha HMYHHATa TEJTHOCT OTOK™
CUCTEMA
Hapywenus AHopekcHsA, MerabonutHa XHIepxiaope-
Ha HaMallcH aleTUT | auuaosa, MHYHA
MeTabonmH3Ma X HITOKaJTHEMHA, aLmMao3a,
¥ XPaHEHETO MMOBMILEH XHUTIEPpAMOHHE
alneTHT, MHA*,
MOJIUAUTICHA XUnepaMoOHHe
MHYHA
eHuedanonaTu
Hlll
[TcuxuuHH Henpecus bpagudpenus, CynumaHa MaHus,
HapylICHUA HescbHuUe, Hacalusa, ONMHTH | MaHHYECKO
HapyLIEeHUE Ha 3a pa3CTpPONHCTRO,
crnocoBbHoCTTa 38 | camMoyOuiicTBO, YYCTBO HA
u3pa3aBaHe, XaMHOLUHALIHUH, OTUAAHHE*,
0e3nMoKOUCTBO, NCHXOTHYHO XHIIOMaHHUA
ChCTOSHHE Ha pascTpoHCTBO,
00BbpKaHOCT, CITYXOBH
AC30PHEHTALINA, | XATIOLMHALUH,
arpecmus, BU3YAIIHU
IIPOMEHH B XMIOLHHALMH,
HaCTPOEHHETO, anaTHs, JUIICa
BL30yIa, Ha CMOHTAHHA
KoneOaHHAa B ped, HapyIIeH
HaCTPOEHHETO, ChH,
NOTUCHATO ¢MOLMOHATHA
HacTpOeHUE, naGunHoCT,
rHAB, aDHOPMHO | HaMaJeHO
II0OBECHHE aAréuno,
Oe3nokoiicTno,
1Y, JUCHEMMUA,
ey(hOpH4HO




HACTpOCHUE,
NapaHsos,
nepcesepaLy,
MPUCTHI HA
NaHUKa,
ChJA3NUBOCT,
HAPYILUCHA
CIIOCOOHOCT 3a
yeTeHe, HauanHo

Oe3chHUE,
M3paBHEH adeKT,
aOHOPMHO
MHCJICHE, 3aryba
Ha TuOuIo,
BSTIOCT,
“cpenHo”
De3lchHHE,
Pa3CeaHOCT,
¢hOYKIaHE paHO
CYTPHH,
MAHHYECKA
peaKLu,
MOBUILEHO
HacTpPOCHHE
HapymeHns [lapecTesns, HapyueHo [ToHMxeHO HUBO | Ampakcusi,
HA HEpBHATa COMHOJIEHT~ BHHMAaHHE, Ha Ch3HAHHE, HapyHieH
CHCTEMA HOCT, 3aTpydHEHa rpasaMan UMPKAaOcH
3aMasHOCT naMeT, KOHBYJICHH, PHTBM,
KOTHUTHBHH yBpeKAaHe Ha HapylIeHHUA Ha
HapyIICHUA, 3PUTEHOTO NOJIE, | ChHHA,
aMHE3HHA, KOMIUIEKCHH XHIIEPECTE3HA,
[ICHXUYHH naplyaiHy XHIOCMHA,
YBPEKAAHHA, MPUCTBIIY, aHOCMMA,
HapYIUEHH HAPYIUEH rOBOpP, | eceHIHaleH
NICHXOMOTOPHH [ICUXOMOTOPHA TPEMOP,
YMEHHA, XUIIEPAKTHBHOCT, | aKMHE3MA,
KOHBYJICHH, CHHKOII, HEBB3MOMHOCT
HapyllueHa HapyLIeHU 33 pearupaHe
KOOpAHHALMA, yCEIAaHHA, Ha CTUMYJIH
TPEMOP, canmMBaLuA,
neTaprus, XHUIIEPCOMHMS,
XHUIIOECTE3NA, agasus,
HHCTAT'hLM, pPENIETUTUBHA pey,
AU3rey3us, XUIIOKHHE3HA,
HapyLIeHO OU3KHHE3UA,
paBHOBECHE, NOCTYpanHa
OU3apPTPHUA, 3aMastHOCT,
UHTECHLUOHEH HEKa4YE€CTBEH ChH,
TPEMOp YYBCTBO Ha
ceqHpaHe napeHe, 3aryba Ha
yCEITaHHuA,
NnapocMuA,
nepedepasneH
CHHADPOM,
AU3ECTEI UM,
XHIIOrCY 31,
CTy110p, .

TPOMABOCT, aypa,
arey3us,
ansrpadus,
aucdasud,
nepudepHa
HEBpPOTIATHA,




MPECHHKOII,
AUCTOHHA,
H3TPBOBaHE

HapyureHus
Ha OYKTE

3aMEBIIEHO
BHXKJAHE,
OHUILTOITHA,
HApYILLIEHO
3PEHHE

Hamanena
3PHTENHA
OCTPOTA,
CKOTOMH,
MHOMUA*,
aOHOPMHO
yCelllaHe B
OKOTOY, CYX0Ta B
OKOTO,
doTodobdus,
Onedapocnaszem,
3ACHIICHR
NAaKpUMaLHs,
doToncus,
MHIpHAa3a,
npecOrnonus

Cnenora Ha
€JHOTO OKO,
MpexXoaHa
CJIENOTA,
riayxoma,

HapYIIEHO
oKycupaHe,
NMPOMEHEHO
3PUTEIIHO

BBIIIPHATHC 34

obIbO0YMHA,
CLUHMHTHINUpALIA
CKOTOMa, OTOK
Ha Kuenaqga®*,
KoKoLa
cjlenora,
aMOnuonus

3aKpUTOBIBIIHA
rnayxoMa®,
MaKyJionaTua*,
3aTPYAHEHO
ABIKEHHE Ha
ouure*, OTOK Ha
KOHFOHKTHUBaTa*,
YBEUT

HapyuieHus
Ha YXOTO U
nabupuHTa

CBeTOBBPTEXK,
THHUTYC, OONKH
B YLIHTE

I'myxora,

e AHOCTpaHHA
rIyXoTa,
HEBPOCEH30pHA
rITyXOTa,
AUCKOMGOPT B
yLIUTE, HApYUIEH

CIyX

Chpheynu
HapyLUeHHA

Bpaaukapans,
CHHYCOBa
Opanukapaus,
ChpledueHe

CHaoBH
HApYIIEHUA

XHMNOTOHHUSA,
OPTOCTATHYHA
XUNIOTOHHUA,
3ayepBsBaHe,
ropelly BhJIHH

deHOMEH Ha
Raynaud

PecniupatopHhy,
PBAHH H
MeIHaCTHHAITHH
HapyIeHHA

HucnHes,
EMACTAKCHC,
Ha3a/IHa
KOHTEeCTHS,
pHHOped,
Kanmnuna*

JIucriHes npH

(pHIHIECKH
YCHIIHA,
napaHa3aliHa
CHAHYCOBa
CBPBbXCEKpPELIHA,
OHC(OHHA

CToMAaLIIHO-
YpEeBHH
HapyIIeHHA

["anene,
IHapH,

[loBpbmasne,
3anek, O0JKH B
rOpHAaTa 4acT Ha
KOopema,
gucnencus,
DOJIKH B KOpeMma,
CYyXO0Ta B yCTara,
CTOMAamIeH
OUCKOMPOPT,
opalHa
napecresus,
TaCTPHT,
KOpEMEH
OUCKOMOPT

[laHkpeaTur,
(uaTyneHUMA,
racTpoe3oda-
reaneH peduykc,
Oonku B JONHATA
4acT Ha KOPEMa,
OpaliHa
XHIOECTE3HA,
rMHTHBATHO
KbpBEHE,
NOJyBaHe Ha
Kopema,
elIMracTpaieH
auckoMopr,
YYBCTBUTETHOCT
B KOpeMa,
NOBHIIEHO




CIIOHOOTIC/IAHE,
OOAKH B yCTaTa,
MHUPHC Ha AbXa,

[JIOCOIMHHUS
Xenaro- Xenarur,
OUIMapHH yepHOOpoOHa
HapyeHAA HENOCTATbY-
HOCT
Hapyiuenus Anonewnms, AHXHApPO3a, CHHIOpOM Ha TokcudaHa
HA KO)XKaTa H o0puB, NpypuryCc | daumanHa Stevens- eNMuAcpMaIHA
MOAKOM(HATa XHIIOECTe3NA, Johnson*, HeKpoam3a*
TbKaH YPHUTKapu4, epuTeMa
epHMTEMA, MynTugopme®,
TeHepaNn3IHpal abHOpMEH
MPYPHTYC, MHPHC Ha
MaKyJapeH KOXAara,
oOpue, MpoMAHa | nepuopOuTancH
Ha LIBETA Ha OTOK?,
KOXara, NOKanIU3UpaHa
aJlepruycH YPTHKApHA
OEPMATHT,
OTHYaHE HA
JTMLIETO
HapymeHus ApTpaJrus, OTHuaHe Ha HuckoMpopt
Ha MYCKYJIHO- MYCKYJIHH cTaBuTe *, Ha
CKEJIeTHATA crasmy, MYCKYIHOCKE- KpalHHULIUTE*
CHCTEMA U MHaNrus, neTHa
CHEAUHUTEN- MYCKYJIHH CKOBAHOCT,
HaTa ThKaH KOHBYJICHH, 60nky B
otciabBale Ha craduHHuTE,
MYCKYJIUTE, yMopa Ha
MYCKYJIHOCKE- MYCKYJIHTE
J1€THa OOJIKa B
00nacTra Ha
IPbAHHA KOII
Hapymenus Hepponurnaza, | KaMbHH B KaMbHH B
Ha OLOpeLmTe MONAKHYPHSL, MUKOYHHUTE YPETEpHUTE,
H NHKOYHUTE OH3ypHA MbTHILA, peHalHa
ThTHUINA YPHHApHA TyOy1Ha
HHKOHTHHEHLUA, | aungosa®
XeMaTypus,
WHKOHTHUHEH LM,
CIelrHa
MHUKTYPHLKA,
O0bpOpegHu
KOJHKHU, OOJIKH B
OBOpenuTe
HapylieHus EpexTiunHa
Ha AuCHYHKLIA,
Bb3IPOU3BO- CEeKCyaltHa
AUTENHATa AUCPHYHKIHA
CUCTEMA U

repaaTa




OO0y
HapyLIeHUs U
eexTH Ha
MACTOTO Ha
NPUIOHKEHHUE

YMopa

[Tupexcus,
aCTECHHA,
pa3apazHuTE-
HOCT, HapyHI€Ha
NOXO0JKa,
abHOPMHH
yCenlaHu,
HEPa3MON0KEHUE

XHIIEpTEPMHUA,
Kakaa,
rpunonogobHa
fosect¥,
3abaBeHH
JBHKEHHA,
CTYAEeHH
KpahHHULW,
4yBCTBO HA
OMMHAHEHHE,
qyBCTBO Ha
HEPBHOCT

OTH4aHe HA
JIMLIETO,
KaJllHHO3a

HaManeHo
TerJjo

HUicneapaHus

YBeIHUYECHO
Terno*

Kpucranu B
YpHHAaTAa,
aOHOpPMEH TecT
33 TAHJEMHa
TIOXOJIKa,
HaMaJieH Opoit
Ha OenuTe
KPBBHHU KJIETKH,
NOBHIIICHH
YepHOAPOOHH
CH3NMH

HamaneHo
HHMBO Ha
GukapOoHar B

KpBBTA

Couuansu
NIPEATNIOCTABKY

HecnocobHOCT
33 YUEHE

*nocouyeHo kato HJIP npu nocrMapkeTMHroBo cnoHTaHHO chobuleHune. Yecrorara My €
H34HC/icHa Ha 6a3aTa Ha mogBaTa B KIIHHMYHHTE H3MHTBAHHS HIIH aKO CHOMTHETO HE ce e
CJAYUUIO [10 BpEME Ha KIIMHHYHUTE U3MHTBaHHA.

Bpoaenu MandopMaLuy WM OrpaHU4YaBaHE Ha pacTexka Ha 1roaa (Bx. Touku 4.4 1 4.6).

[leanaTpuyna nomyaanus

[To-uecTo crOOMaBAHKTE HEXKENAHH JIEKAPCTBEHH PEaKLMH (>2 MBTH) NPK Aelia OTKOJIKOTO ApH
BB3PACTHH B JBOHHO ClIENH KOHTPOJIMpPAHH NPOYYBaHMA ca:

Hamanen anetur,
YBENMUECH aneTHr,
XMnepxjJopeMUyHa anKa03a,
XHITOKaJIEMHA,

ADOHOPMHO MOBEEHHE,
Arpecus,

AnaTus,

Hauanuo 6e3crHue,
CyuLgHa uaeatus,
3aTpyaHEHA KOHLICHTpa1us,
JleTaprus,

HapyiueH uMpkaacH pHTHM,
HekauecTBeH CBH,
3acuneHa JaKpHMallis,
CuHycora Opaaukapams,
Heobuvainu ycemanus,
Hapywenus B noxoakara.




HexxenaHure NeKapCTBEHH PeakLyH, ChoOLaBaHM ITPY AeLia, HO HE U NPU BB3PacTHH B JBOKMHO CllenH
KOHTPOJIMpaHU NNPOY4BaHHA, Ca:

Eo3uHo(unus,

[TcuxXOMOTOPHA XHIMEPAKTURHOCT,
CBETOBBPTEXK,

[loBprinane,

XHUIIEpTEPMHEA,

Iupekcus,

HecnocoOHOCT 3a yueHe.

Cuoflllapane Ha NOAO3HPAHU JEKAPCTBEHH PEAKLIMH

CrobluaBaHEeTO Ha NOAO3HPAHH HEKEIaHH peaKkLMH ClleA pa3peuiasaHe 3a ynorpeba Ha NeKAPCTBEHUA
[MPORYKT € BaxHO. ToBa Mo3BOJIABA Aa C€ MPOABIKU HADMIOASHUETO HA CHOTHOLIIEHHETO M0J13a/PUCK
3a JIeKapcTBeHus NPOoAYKT. OT MEJULIMHCKHTE CIICLMATICTH C€ W3UCKBA Ja choOIIaBaT BCAKA
MOAO3HpAaHAa HEXKENAHA peakilks Ype3 HalWOHAIHATa CHCTEMa 3a choOluaBale B M3nbianvTenHa
areHUuMs no Jekapcrsara yi.,,Jlamad ['pyes’ Ne 8, 1303 Codwus, Ten.: +35928903417, yebcaiit:

www.bda.bg

4.9 Ilpeno3upane

[Ipy3Hauy U CHMITTOMH

Crobara ce 3a cily4au Ha npeno3upaHe ¢ Tonupamar. [[pu3HaluTe H CHMIITOMHKTE BKJIIOYBAT
KOHBYJICHH, CBHJIMBOCT, HADYUICHHSA B PEYTA, 3aMbIJICHO BHDKAAHE, OUIUIONHKA, HapyllleHa MHUCIOBHA
NEeHHOCT, Neraprus, abHOPMHA KOOpAWHALIMA, CTYHOP, XMIIOTOHHUA, OOJIKH B KOopeMa, Bs30yaa,
3aMasgHOCT H AemnpecHud.. B noseyeTo ciyyan KIMHUYHHTE MOCIICOULIM HE Ca TEXKH, HO ce ChoOlaBa U
3a CMBPTEH M3XO0] Ce MPEeAO3SUPAHE ¢ HAKOJKO MEIUKAMEHTA, BKJIIOMHUTEIHO H TONHpPaMar.

[Ipeno3upanero Ha ToNUpaMaT MOXKe Aa JOBele A0 TeKKa MeTabonuTHa aunno3a (Bx. Touka 4.4).

JleyeHHe

[Ipu ocTpo npexo3MpaHe Ha TONMUPAMAT, aKo JIEKAPCTBOTO € MOrbJHATO HACKOPO, CTOMaXbT TPAOBA Jia
C€ M3Ipa3HH He3abaBHO Ype3 NPOMHUBKA WM NpeM3BMKBAHE HA NoBpbluaHe, [IpoyuBaHUATa in vitro
[IOKa3BaT, 4€ aKTHBHHAT BBIIEH abcopbupa TonupamMat. TpabBa na ce npoeele HEOOXOAUMOTO
MOAABPIKALLIO JICYCHHE H MALHEHTLT TPAOBa a e 100pe xuApaTupaH. XeMoaHanu3aTa npeaCTaBisipa
e(eKTHBEH HAa4YMH 3a OTCTPAHABAHE HAa TONMHPAMaT OT OpraHu3Ma.

5. OAPMAKOJOIMUYHU CBOUCTBA

5.1 PapmMakoAHHAMHYHH CBOHCTBA
QapMakoTepanesTHYHa Irpyna: IpyrH aHTUETTHIICIITHIM, aHTUMHTPEHO3HH CPE/ICTRA,
ATC xong NO3AX]11

MexaHHn3bM Ha IeHCTBHE
Tonupamart ce knacupuLMpa Kato cyapamMar-cyOCTHTYHpaH MOHO3axapuj. TOYHHUAT MEXaHU3IBM, Hpe3

KOMTO TOMHpaMarT yIpaxXHABa CBOSl AHTHKOHBYJICHBEH U NIPO(PHIAKTUYEH aHTUMHUIPeHO3eH edeKT He €
U3BECTEH. ENeKTpOPHIUONIOrHYHHTE U OHOXUMUUYHHTE NPOYYBAHNA BHPXY KY/ITHBHPAHH HEBPOHH

[OKa3BaT, 4e AHTHENHIENTHYHATA ¢(PEKTHBHOCT HA TOMMPAMAT BEPOSTHO CE OTIPEAENS OT Fp&
cBOMCTBA. }sg\\l“ﬂ No

AKLMOHHHTE MOTeHUHAIH, IPEAU3IBUKAHA MHOTOKPATHO NPH MPOABIDKHTENHA OeTOji}
HEBPOHHTE, ¢ OJIOKHpAT OT TONHPAMAT B 3aBUCUMOCT OT BPEMETO, KOETO NMpeAno)ia
HaTPpHEBUTE KAHAH, 3aBHCELLO OT CBCTOSHUETO. TONMHpaMaT MOBHIIABA YECTOTATA, ¢



amuHobyTHpaTa (GABA) aktuBrpa GABAA peuenTopure M 3acunea cnocobHocrta Ha GABA na
WHAYUHApA IOTOK OT XJOPHU HOHU B HEBPOHMUTE. TOBa NMpeanonara, ue TonyMpamMaTt NOTeHUHpa
aKTUBHOCTTA Ha TO3U HHXHOHTOPEH HEBPOTPAHCMHTED.

To3n edekT He ce bnokHpa oT PhiryMazeHUN — OeH301HA3CMMHOB aHTArOHUCT, B CBLIO TaKa TOMMHpaMar
HE YORDKABa BPEMETO Ha OTBapAHE HA KaHala, KOETO pasrpaldyasa Tonupamar ot OapOuryparure,
Monyaupainy GABA 4 peuernropHre.

ToH kaTo aHTHENTMNSNITHYHHAT NPOo¢IUT HAa TONMUpPaMaT NOAYEPTAHO CE pa3iMuaBa OT TO3H Ha
OeH30aHa3enHUTE, TOH MOXE Ja MOAYNUpa OeH30AHAa3eIHH-HEMYBCTBUTENHHU noaTHIIOBE HAa GABA
peuenropa. TonupaMaT aHTaroHH3udpa criocoOHOCTTa Ha KauHaTa 1a akrueupa kauHat/AMPA (a-
AMHAHO-3-XHAPOKCH-5-METHNHU30KCA30/1-4 NPOINHOHOBA KHCE/IMHA), NMOATHN Ha Bb30yIUMHTE
aMHHOKHMCEIIMHHH (IVTyTAMAT) PELEIITOPH, HO HAMA BUAHM €(EKT BbpXY aKTUBHOCTTA Ha PeLECOTOPHHSA
N-metun-D-acnaprat-(NMDA) noarun. Te3u edexTH Ha TOnmHpaMar ca B 3aBUCHMOCT OT
KOHLCHTpaMATa B AuanasoHa ot 1 uM no 200 uM, ¢ MuHuManHa akTHBHOCT, HabmoaaBaHa npu 1 pM

ao 10 uM.

(OcBeH TOBa, TOIMMpaMaT MOTHCKA HAKOU M30€H3UMHM Ha kapboaHxuapasaTa. Tosn dapMakooruuex
edeKT € MHOro no-cnad OTKONKOTO HAbMIOAaBaHUA NIPH ALETA30JIaMHKI, H3BECTEH HHXUOUTOP Ha
kapOoaHxHApa3aTa,  He Ce IIPHEMA KaTO OCHOBEH KOMMOHEHT Ha aHTHENWISNTHYHATA aKTHBHOCT Ha

TONMpaMar.

I[Ipu npoy4BaHKHA BBPXY KHBOTHH TONMHpPAMaT [T0Ka3Ba AHTHKOHBYJICHBHA aKTHBHOCT MPH
W3C/IeIBaHUATA ¢ MAKCUMAJIEH eNeKTpoluokoB rbpd (MES) npH mibsxoBe U MULIKK U € €EKTHBEH I1pH
MOAEIA Ha EMKJICTICHA MPH FPH3ayH, KOKTO BKIIOYBA TOHHUYHH U abcaHC-noa0OHU NPUCTHIH MPH
IUTBXOBE CHC CIIOHTAHHO Tipean3BHKaHa enwierncua (SER) 4 TOHHYHK M KIOHHYHH IbPUYOBE,
HHAYLMPaHH NPH IUTEXOBE Upe3 Bb30yKaaHe Ha amMurjana wid rinodaiiHa ucxemus. Tonupamar e
ciabo eeKTHBEH €AUHCTBEHO NP OJIOKMPAHeTO Ha KJIOHHYHHTE I'bpUYOBe, HHAYLMpaHH oT GABAA
PELIENTOPHUA AHTATOHUCT NICHTHJIEHTETPA30.

[Tpoy4yBaHHs BBEPXY MHUILKH, [IPHEMALM eJHOBPEMEHHO TONKWpaMaT ¥ KapbaMa3eriH WiH
¢heHoOapOUTaN, MOKa3BaT CHHEPrUYHA AHTHKOHBYJICMBHA AEHHOCT, JOKATO KOMOMHAUHATA C
¢eHHTOMH NOKa3Ba AOMb/IHMTENIHA AHTHKOHBYJICUBHA AieiHOCT. [Ipu 1obpe KOHTpoNHpaHu
AOMBJIHUTENHM NTPOYYBAHHUA He € Hab10naBaHa B3aHMOBPB3Ka MEXKIY Hali-HMCKATa IUIa3sMeHa
KOHIICHTpaLHs Ha TOIMHpaMaT H HeroBaTa KJIMHH4YHA epuKacHocT. HamMa naHHu 3a NOHOCHMOCT NpH

Xopa.

ABCaHCH

IIpoBeneHH ca ABe MaJIKH NPOYYBAHMA C [0 €AHO paMO NpH AeLa Ha Bb3pacT 4-11 roguun (CAPSS-
326 n TOPAMAT-ABS-001). B ennoto ca yuacTeanu 5 nena, a B apyroro 12, nped na 6nae
NpexIeBPpEMEHHO MPEKPATEHO NOPaZH JIMICA Ha TepaneBTHYEH O0TroBop. Jlo3uTe, H3NOI3BaHH B
Mpoy4BaHUATa, ca 00 npubausurenHo 12 mg/kg B npoyusane TOPAMAT-ABS-001 1 MakcUMyMBT
Ha no-Majikarta a03a ot 9 mg/kg nHerHo wnu 400 mg auerHo B npoyusaHe CAPSS-326. Tezu
NpOYy4YBaHUA HE MPEJOCTaBAT AOCTATHYHO JOKA3aTeJICTBA, 3a Jia C¢ HaNpaBH 3aKIOMEHHE OTHOCHO
e(PMKacHOCTTa ¥ OE30NacHOCTTa B NeIHaTPHYHATA NOMY1ALIHA.

MoHoTepanus nNpy NaupeHTy Ha Bb3pacT OT 6 to 15 roaAMHH, ¢ HOBOOTKPHTA HIIH HACKOPO

AHACHOCTHLHpaHA CITHIIEIICHA
lIpoBeaeto € €AHOrOOUITHO OTKPHUTO KIHHHYHO H3MKTBAHE NPU NEAHATPHYHH NalMEHTH Ha BH3PACT
oT 6 no 15 roguHy, BKIOYBaLo 63 MaUWEHTH ¢ HOBOOTKPHTA WJIM HaCKOPO JHArHOCTHIMpPaHA

eNUIENICH, C LIeJ1 [Ia C€ OLEHAT eeKTHTE Ha TonUupaMaT (28 naLKueHTH) BEPXY pacTexa, p
KOCTHaTa MHHepaln3anms, B CpaBHEHHE C JieBeTHpaleTaM. B aBeTe TepaneBTHYHH rpy
HaOmoOaBaH NpoAbIKaBalll pacTeX, HO B IpyNaTa Ha TONMUPAMAT Ca OTYETEHH CTATHC
3HAYHMH HaMaJleHHd B CPeAHOrOAMLIHATA [IPOMAHA cnipaMo Oa3ucHATa CTOHHOCT Ha
M KOCTHOMO3BbYHATA IUIBTHOCT, B CPAaBHEHME C rpynaTa Ha JeBeTupaletam, [fonobH




CBBP3aHH C PACTEXka, He ca OMNTKM KNKHHUYHO 3HAYMMHM, HHTO OrpaHM4aBalM neueHueto. He moxe na
ObAaT M3KITIOUEHH APYTrH O0BpKBallM PAKTOPH.

5.2 ®PapMakoKHHETHUYHH CBOHCTBA
dunMHpanuTe Ta0NEeTKU H TBLPAUTE KaICyJH ca OMOCKBHUBATICHTHHU.

dapMaKOKHHETHYHHAT NPOdWI HA TONHUpaMaT, CpaBHEH ¢ APYTH aHTHENWICITTHYHY CPECTBRA,
NOKAa3Ba AL TUIa3MeH NMOJYXHBOT, JIHHeHMHa (papMakoKkHHeTHKa, npeobnanapail 6L0peueH KIMPBHC,
JIMIICa Ha 3HaYHUTEJHO CBBP3BaHe C IPOTEHHH M JIMMCA HA KIMHWYHO 3HAYMMH aKTUBHH METAbOIUTH.

TonupaMat He € CHJIEH HHAYKTOP Ha JIeKapcTBoMeTaboMM3Mpally €HIUMHU, MOXe J1a Ce ITpUemMa
HE3aBHCHMO OT XPaHEHUATA U HE € HeOOXOOUMO PYTHHHO MPOCIECASBAHE HA IUIA3MEHHTE MY
KOHLIEHTpalHHK. B KITHHHYHHUTE [IPOYUBaHUA He € HaOMI04aBa NOCIeA0BATE/IHA BPB3Ka MEXKIY
[U1a3MEHHUTE KOHIICHTPALIMH H €(DUKACHOCTTA WU HEXKeJIAHUTE ChOUTHA.

Abcopbung

Tonmnpamar ce abcopbupa 65p30 1 necHo. Cnea nepopanHo npuwiokeHne Ha 100 mg Tonupamar npu
3/paBM NalMEHTH CpeHATa MMKOBA miasMeHa koHueHTpauus (Cmax) ot 1,5 pg/ml ce nocrura B
paMKuTe Ha 2 Ao 3 4yaca (Tmax).

[IpoyuBaHua Ha paAMOAKTHUBHOCTTA B YpHHA [I0KA3BAT, Y€ CpeAHATa CTENEH Ha abcopOuma npH
nepopanHa A03a 100 mg 14C-ronupamat e He no-mManko ot 81%. He ce HabmogaBa KITHHHYHO 3HAYUM

e(eKT Ha XpaHaTa BbPXY OHOHAJIMUHOCTTA HA TOMMPAMAT.

Paznpeaenenue
O6uxknoseno 13-17% ot Tonupamar ce CBbp3Ba ¢ IasMeHuTe nporeuHyd. Habmogapa ce HUCBK

KanaLHTEeT Ha CBbP3BAaHE HA TOIMUPAMAT B/BBPXY €PUTPOLIMTHTE, KOHTO CE€ HACHLIA ITPH IUIA3MEHM
KOHUeHTpauuK Haxa 4 pg/ml. ObembT Ha pasnpenencHue Bapypa 0OpaTHONMPOMOPLIMOHAHO Ha 103aTa.
CpeaHuart npuBraIeH odeM Ha pasnpeaencHue € 0,8 go 0,55 I/kg 3a equHuyHa 103a B AWANA30HA OT
100 no 1200 mg. Habmonasa ce 3aBUcUMOCT MEXKAY 00eMa Ha pasnpeneneHue U nona. CToRHOCTHTE
IIPH XKeHHTe ca okos1o 50% OT Te3H IpHU MBbKETE. TOBA CE€ CBBP3Ba C MO-BHCOKHMA MPOLCHT HA MacTHTE
B OpraHH3Ma Ha *KE€HWTC W HAMA KJHHHYHH MOCACAHLM.

buoTtpaHcdopmManus

Tonupamar He ce MeTabonusupa B ronasma crenel (~20%) npu 3apasu aobposonuu. Merabonusupa
ce 10 50% npu nauMeHTH, NPOBEeXAAlM CHIIETCTRALLA aHTHENMHIEIITHYHA TEpaNus ¢ H3BECTHH
MHAYKTOPH Ha JickapcTBoMmeTabomuaupaiuy eH3suMu. Lllect merabonura, oOpasyBaHu upes
XHAPOKCHIALMA, XHAPOJIH3A H TTIIOKYPOHH3AUMA, Ca H30JIMpaHH, OXapaKTepU3UpaHu U
MACHTH(ULMPAHH OT [U1a3MaTa, YpUHaTa U QeKanuure npu xopa. Becexu merabonur npeacraeniasa no-
Manko oT 3% oTt obulata paIHoaKTUBHOCT, €eKCKpeTupaHa ciel ynorpebara Ha 14C-ronupamar.
Hacnensanm ca Apa MerabonuTa, KOMTO 3ana3BaT MOYTH HAITBIIHO CTPYKTYpaTa Ha TOIHUpaMar, U €
YCTAHOBEHO, Y€ UMAaT cj1aba WIK HAMaT HHKAKBA AHTUKOHBYJICUBHA AKTHBHOCT.

EnuMHuHUpaHe
[Ipy xOpa OCHOBHHMSAT ITBT HA €IMMHHHPAHE Ha TONMHPAMAaT B HETIPOMEHEH BHJ H HETOBHUTE

MeTaboauTH e npe3 ObOpeurre (He no-Manko ot 81% ot nozara). [IpubmuznrenHo 66% ot Ao3ara Ha
14C-TonnpaMar ce eKCKpETHpa B HEMIPOMEHEH BUA B YPHHATA B paMKuTe Ha 4 oHu. Cnex no3vpane
ABa NbTH Ha JieH ¢ 50 mg u 100 mg Tonupamat cpeaHuaT O0b0peueH KIMPBHC CHOTBETHO €
npubausuTenHo 18 ml/min u cvrotBerHO 17 ml/min. Uma nannu 3a 6n6peuna Ty6ynHa peabcopbums
Ha Tonupamar. Tosa e MoAKpeneHo ¢ pe3yJITaTH OT H3C/ICABAHUA BHPXY ILUTbXOBE, MPH KOUTO
TONMHPAMAT € NPHICKEH eJHOBPEMEHHO ¢ NpoOeHEMA U ce HalmoaBa 3HAYMTETHO MOBHIII

[ICpopanHO NMpUIOKCHHC.

Tonupamar e ¢ HHCKa BapHaDIIIHOCT MO OTHOLICHHE Ha INIA3MEHHTE KOHLEHTPaLUH
MALKEHTH, [IOpaadd KOETO UMA npeaBHIuMa papMakokuHeTHKa. PapMaKOKHHETHKATA



MMa JIHHEeEeH XapakTep, KaTo IUIa3MEHHAT KIMPBHC 0CTaBa MOCTOSHEH, H IUIOLITA M0 KPUBATa HA
Ia3sMEHaTa KOHLIEHTpalMsa HapacTBa NMpONOPLIHOHAIHO ¢ YBE/IHYaBaHe Ha 103aTa B AxanasoHa ot 100
a0 400 mg eqHOKpaTHa nepopaiHa A03a NpH 3apaed Aodposoauu. Ilpu nauneHsTH ¢ HopManHa
OBOpeunHa QyHKLUMA MOXeE a U3MHUHAT OT 4 10 8 AHM A0 NMOCTUraHe Ha CTALMOHapHH TU1a3MEHH
kKOHUeHTpaLuH. CpenHata Cmax cliei MHOTOKPATHO NMPUEMAHE Ha nepopanHa no3a ot 100 mg gpa
[TbTH AHEBHO NPH 3apaBy AodbposonuM ¢ 6,76 pg/ml. Cren npunaraHe Ha MHOMOKpaTHH J03H oT 50 mg
n 100 mg TomupaMaT ABa METH JHEBHO, CPEAHHAT IUIa3MEH IOMYKHUBOT € MpHOIH3KTeNHO 21 uaca.

ENHOBpEMEHHHAT MHOTOKpAaTeH fpHeM Ha TondpaMar ot 100 1o 400 mg nea mbTH AHEBHO ¢
(PEHUTOMH WIH KapOaMa3enuH MoKa3Ba NOBHLICHHA B IU1a3MEHATA KOHLIEHTPALMA Ha TONHpaMar,
NPOMNMOPLIMOHAIIHH Ha 103aTa.

[LnasmMeHusaT 1 OpOPEHHHAT KIMPHHC HA TONHpamMaT HaMAABAT NPH NMAaLHEHTH C YBpeleHa GubpeyuHa
¢yukums (CLCR < 60 ml/min), a miia3sMeHUAT KIHPBHC HA TOMIMPAMaT HAMAIABA NPH NANMEHTH B
nocaeneH cTaaui Ha 6p0peyno 3abonsBaxe. B pesynaTar Ha ToBa ce OMAaKBAT NMO-BHCOKH CTALIHOHADHY
MJa3MEHH KOHLEHTPALUHWH Ha TONMpaMar 3a AaAcHa 003a NpH NaLUKMEHTH ¢ HapyuieHa 60peuna
byHKUHA B CpaBHEHME C NALHEHTH ¢ HopMaiTHa 6n6peuHa ¢pynkums. TonupaMar edekTHBHO ce
OTCTpPAHABA OT IUIA3MAaTa C XeMOAHAJTH3a.

[LnasMEHHAT KIHPBHC HA TONMHPAMAT HaMA/ABa NMPH NALMEHTH C YMEPEHO JI0 TEXKO YepHOAPOGHO
yBpexcaane. [InasMeHuaT KIMPBHC Ha TOMIMPaMaT OCTABA HEMPOMEHEH NpH NALMEHTH B HANpeAHaIa
BB3PAcT IIpH JIMIICA Ha CRITbTCTBALNO O10peuHo 3abongaBaHe.

[leanaTpuyna nomnynauus ((papMakokMHETHKA, A0 12-roguioHa Bu3pacT)
(DapMaKOKHMHETHKATA Ha TONMHUpAMarT NpH Aela, nonoOHO HAa Ta3M MPH BB3PACTHH Ha HOITHJIHHTEHA

Tepanus, € IHHelHa, ¢ KTHPBHC, He3aBHCE] OT A03aTa U CTAllMOHAPHHU TIa3MEHU KOHILIEHTPALIHH,
MOBHILABAIIK C€ NMPONOPLHOHAIHO HAa KOHLeHTpauusTa. Jleuara, odade, UMaT NMo-BUCOK KITHPBHC H
No-KbC EMUMHHALMOHEH MOy KUBOT. Cle0BaTeNHO, MIIA3MEHUTE KOHIIEHTpAalliK Ha TONHpaMar 3a
€/Ha M Chilla 1032 B mg/kg MOxXKe Na ¢a NO-HHCKH MPH JIELia B CpaBHEHKE C TE€3H MpH Bh3pacTHH. KakTo
H [PH BB3PacTHUTE, YEPHOAPOOHHTE €H3MMH, HHIYUHPAIIH aHTHETIWIETTHYHHTE JICKApCTBa,
HaMaJIABaT CTAUXOHAPHHUTE IUIa3MEHH KOHLUEHTPALMH,

5.3 IIpeaKJIHHHYMHE JaHHH 32 6e30MacHOCT

[IpH HEKNTMHHUYHHA H3NMTBAHUA BBEPXY PEepTHIHTETA, KbIETO MafuMHAaTa ¥ OaIUMHATE TOKCHYHOCT € HE
no-sHcoka ot 8§ mg/kg nHeBHO, He ce HabmoaaeaT edekTH MO OTHOLIEHHE Ha GEPTHIHTETA NPH
MBXXKHU U JKEHCKH TUTbXOBE NpH 1031 A0 100 mg/kg nHerHO.

[IpeAKnHHUUYHKTE NPOYYBAHHA HA TOMIMPAMAT NMOKA3BAT TEPATOr€HHHU €(EKTH BhPXY H3C/ICABAHHTE
>KHBOTHHCKH BHI0BE (MHILKH, IUIBXOBE, 3adlM). [Ipy MHUILLIKKM TErNOTO HA IWIOAA HAMALIBA, a
BKOCTABAHETO ce 3a0aBd nmpH 103a o1 500 mg/kg nHeBHO, KOETO € CBBP3aHO ¢ TOKCHYHOCTTA BBPXY
maiikara. O6muaT 6poil Ha GpeTanHuTe ManpopMallii NPM MHELIKH CE YBEJIMYABA BLB BCHYKH JleueOHH
rpynH (20, 100 u 500 mg/kg nneBHO).

Ho303aBHcHMa MailuKMHa H eMOpHodeTanHa TOXCHYHOCT (HAMaJIEHO TerjI0 Ha Iuoza WM 3abaBeHo
BKOCTABaHe) ¢ MMHHUMAJIHH CTORHOCTH 1o 20 mg/kg nHeBHO ce Habn0/1aBa IIpH ILTLXOBE C
TepaTtoreHHH e€pekTH (AedeKkTH B kpaiinuuuTe U npscTuTe) npu 400 mg/kg nueBHO M roseye.,
Habmonasanara n10303aBHCHMAa MaiiyHHa TOKCHYMHOCT NPH 3aiiuM € MEHHUMYM 10 mg/kg THeBHO ¢
eMOpuodeTanHa TOKCHYHOCT (yBeIu4YeHa CMBPTHOCT) NPH A03M A0 35 mg/kg IHEBHO U TEPATOTeHHM
eexTd (Mandopmauuu Ha pebparta U rppbHauHmns cTei6) npu 120 mg/kg aHeBHO.

TerparoreHHuTe €QEKTH NPH IUTHXOBE U 3K ca CXOAHH C T€3H, HAOIIOAABAHM NIPH HHXHO
Ha KapboaHXHApa3aTa, KOMTO HE Ca CBBP3aHHU ¢ MayihopMallMK npu xopata. EdexrsT Bup
ce MPOSABABA U C MO-HACKO TEMIO MPH PaXXAaHE H MO BpeMe Ha KbPMEHE Ha MAJIKU TUTBX
TpeTHpaHH ¢ 1034 oT 20 wim 100 mg/Kg AHEBHO NO BpeMe Ha OpeMEHHOCTTa U TIEPHON
[Ipy ibxoBe TonHpamar NpeMHHaBa npe3 IialeHTHaTa Gapuepa.




JIHEBHHAT NEpOopAICH NMPUEM Ha TONMUPAMAT NPH MIaaU IL1BX0Be B 403K oT 40 300 mg/kg aHeBHO npes
nepyoaa Ha moJpacTBaHe, ChOTBETCTRAL HA paHHO ASTCTBO, AETCTBO M IOHOLLECTBO, BOOH IO
TOKCHYHOCT, NMogo0Ha Ha Ta3d NpH BH3PACTHHTE HHAMBUIM (HaMalieHa KOHCYMalMA Ha XpaHa CbC
HaMalleHO MMOKa4vBaHe Ha TErIOTO, LEHTpoo0ynapHa XenaTouerynapHa xuneprpogus). He ca
HabmoAaBaHH €(EeKTH BBPXY pacTexka Ha AbJArata KOcT (ro/iaM MUILLAT) WK KocTHaTa (OepeHa KOcCT)
MU HEPAIHA IUTbTHOCT, Pa3BUTHETO N0 OTOMBAHE U PEOPOAYKTHBHOTO Pa3BUTHE, HEBPOJIOTHYHOTO
pa3sBUTHE (BKTIOUMTENHO U M3CICABAaHNUSA BLPXY NMAMETTa ¥ ¢nocOOHOCTTA 3a yUeHe),
pPEeNpOAYKTHBHATA CIOCOOHOCT M (hepTUNINTETA, WK NMAPAMETPHTE MIPH XUCTEPOTOMHS.

[Ipu Habop OT in vitro Y in vivo W3caeaBaHHA 3a MyTareHHOCT TONMPAaMAT He € NMoKa3aJl FeHOTOKCHYEH
NOTCHLHAJ.

6. OAPMAIIEBTHYHH JAHHHA
6.1 CnuchbK Ha NOMOIMHHATE BelllecTBa

Cvpyesura na mabremkama.
MUKpOKpHCTAIHA LENYJI03a

MaHuTom

Hartpuer HULUIECTEH IMIMKONIAT (THN A)
IpexenatuHu3upaHo Huwecre L.M
KpocnoBuaoH

[lornaoH

MarHe3ues creapat

Kaphray0Ocku BOCEK

IHoxpumue, 25 mg urmupanu mabaemxu
Xunpomenosa (E464)

JlakT03a MOHOXMApPAT

Makporou 4000

Turanor auokcup (E171)

lloxkpumue, 50 mg guimupanu mabnemxu
Xunpomenosa (E464)
JlakT032 MOHOXHAPAT

Maxporon 4000

Tank
[IponmuneHrauKon

Turanoe amokcua (E171)
XuHonuHoeo Xuiato (E 104)

[Tokpumue, 100 mg uimupanu mabremxu
Xunpomenosa (E464)

[Iponunenriankon

TuranoB guokcua (E171)

CoHeer xwiaT0 (E 110)

Tank

6.2 HechbBMECTHMOCTH
Henpuioxumo

6.3 Cpok Ha roamocT

HDPE 6anka: 3 roauHu.
PVC/PE/PVDC/Al 6nucrtep: 3 roauus.




6.4 CneuHAJIHH YCJIOBHA HA ChbXPaHEeHHe

HDPE 6aHka: He n3ucKBa crnieLManHHy yCJIOBHUS 338 ChXPaHEHHE.

PVC/PE/PVDC/Al Gnucrep 100 mg: Ha ce cexpansaea noa 30°C.,
25 mg 50 mg: He u3UCKBa cieLIMaNHH YCIOBUA 3a ChbXpaHEeHHeE.

6.5 BHA 1 cBABPKAHHE HA ONAKOBKATA

HDPE 6anka, ceappxkaina TopbHUKa Che CyHIHTE].
Bcesika onakoBxa cpabpxka 60 Tabnerxu.

PVC/PE/PVDC/Al 6nucrep:
Bceska onakoBka cbappka 28, 30 unu 60 tabneTky.
He BcHYKM BUAOBE ONAKOBKH Morat aa 6baaTt nmycHaTH B npoaaxoa.

6.6 CrnenuajHm NpeANa3HH MepKH NPH H3XBLPJasSHe

HsamMa crientdanHy H3UCKBaHHA.

7. IHNPHTEXATEJI HA PAZPEILIEHHETO 3A YIIOTPEBA
G. L. Pharma GmbH

Schlossplatz 1
8502 Lannach

ABCTpHA

8. HOMEP(A) HA PASPELIEHHETO 3A YIIOTPEBA
25 mg: 20090007; 50 mg: 20090008; 100 mg: 20090009

9, IATA HA ITBPBO PA3PEILABAHE/TIOJHOBSIBAHE HA PASPENIEHHUETO 3A
YIIOTPEBA
19.01.2009/19.08.2014

10. JATA HA AKTYAJM3HUPAHE HA TEKCTA

HoeMBpH/2023




