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1. UME HA JIEKAPCTBEHMUS ITPOAYKT - sicaeisitog

Tonunekc 25 mg GUIMHpPaHH TabJIETKH | 6 4 ;" é _f J Z 1 03 ZUZI;
Topilex 25 mg film-coated tablets e

Tonunexkc 50 mg ¢punaMupaHu TadJIETKH
Topilex 50 mg film-coated tablets

Tonunexkc 100 mg dunMupanu TabyieTKu
Topilex 100 mg film-coated tablets

2 KAYECTBEH U KOJIMYMECTBEH CbCTAB
Beska ¢dunmupana tabnerka cpabpka 25 mg, S0 mg wiu 100 mg tonupamar.

[loMOLIIHHM BELLIECTBA ¢ U3BECTEH €(EKT:
25 mg puiIMHUpaHu TabJeTKH:
Besaka Tabnerka cuabpika 0,4 mg nakro3a (KaTo JJakTo3a MOHOXHU/IpaT).

50 mg puaMUpaHu TaOJIETKH:
Beska Tabnietka ecpappka 0,4 mg 1akro3a (KaTo jJaKkro3a MOHOXMApAT).

100 mg ¢unmMupaHu TabNeTKHu:
Beska Tabnerka ceabpaka 0,05 mg CoeHeer xbaro (E 110).

3a IMbJIHUSA CITUCHK HA MOMOILHUTE BeleCTBa, BUXKTe To4uKka 6.1.
3 JIEKAPCTBEHA ®OPMA

Dunmupanu TabneTKu

Tonuneke 25 mg ce npeasiara nox popmara Ha Oesiv, Kpbriu, ABOMHO-H3MTbKHAIM GUIMHpPaHH
Ta0JIETKH.

Tonunekc 50 mg ce npeiara noa ¢opmara Ha XbJATH, KPbIIH, ABOHHO-U3ITbKHAIH (PUIIMHUpPAHH

TaOJIETKHU.
Torunekce 100 mg ce npemiara noa popMara Ha OpaHKEBU, MPOABJITOBATH, JABOMHO-H3ITbKHAJIH
(puaMHUpaHy TAOJIETKH.

4. KIUMHHWUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHUS

MoHoOTeparus 1py Bb3pacTHH, FOHOLIM W Jelia HaJl 6-roJHiIHA Bb3PacT ¢ NapLUHaIHH IMPUCTBIIH, ChC
WK O0€3 BTOPUYHH I€HepaIM3upaHH NMPUCTBIIU U MbPBUYHH MeHEPaTU3HPAHH TOHWYHO-KJIOHHYHH
[MPUCTBIIH.

JlomejIHUTE/IHA Tepanus NpM Aeua Haj 2-rogyliHa Bb3pacT, FOHOLIH U Bb3PAcTHH C Napiti
[IPUCTBITH, CbC UJIM 0€3 BTOPUYHA MeHepaiu3alus WIH MbPBUYHH reHepaiu3upaH /
KJIOHHYHH MPUCTBIIM U 3a JIeYeHHE Ha NMPUCTBITH, CBbP3aHHU ChC CHHApoMa Ha Jle
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4,2 J03HPOBKA H HAYHH HA MPHJIOKEHHE
o3dpoBka

[Ipenopbura ce TepanuaTa Ja 3afloMHE ¢ HUCKK 03U U CJI¢/] TOBA UPe3 NOCTENIEHHO TUTPUPAHE Aa ce
OOCTUIHE 10 epeKTHBHATA A03a. /l03aTa M cTEmeHTa HA HEWHOTO YBEIHYaBAHE 3ABUCAT OT KIMHUYHHUA
OTrOBOP.

Tonunekc e HamuueH Karo dunamypanu tabnerkn. He ce npenopsusa puaMupanuTe TabNeTkH 1a ce
Yy nsr..

He ce Hanara MOHUTOpHpAaHE Ha IJIA3MEHHTE KOHLEHTPaUMU Ha TOMNMpaMar, 3a a C€ ONTUMU3Upa
Tepanusta ¢ Tonunexc. B peaku cnyuan nobGasaHeTo Ha Tonwiexke KbM CXeMarTa Ha IEHEHHUE ¢
(eHHUTOUH MOX<E HAJTOXKH KOPUTHpaHe Ha 103aTa Ha PEHUTOKH C LEN Aa C€ NOCTUIHE ONTUMAIEH
KJIMHHYEH pe3ynaTart. JJobaBaHeTO WM CIIMPAHETO Ha JIeHeHUETO ¢ (PEHUTOUH WK KapbaMa3zellMH npu
MPOBEXKIAHE HA JOMBIKUTEAHA Tepanua ¢ TONWIEKC MOXe Aa HAITOXKH KOPHIHpaHe Ha J03aTa Ha
Tonuneke. Tonuneke Moxe Aa ce rnpuema ¢ wid 06e3 xpaHa.

[Tpy naLMeHTH che WKk Oe3 aHaMHe3a 3a PUCTBLITH WK ENTHIENCUS, IEYEHHETO C AHTHENMUAENTUYHY
JEeKapCTBa, BKJIKOYNUTEIHO U TOMMpamar, TpsaOBa ce pekpaTaBa NOCTENEHHO, 3a Ja Ce CBeE 10
MUHHUMYM PUCKDBT OT MOABA HA NPUCTHIIA WK YBE/IHYABAHE YECTOTATa HA MPUCTBIUTE. B KNMHUYHU
W3NWTBaHUA, AHEBHATA 1032 € HamMansaeaHa ¢ 50-100 mg ceAMHYHO OpU BH3PACTHHU C EMUAETICHUA U C
25-50 mg ceaMUYHO MpU BL3PACTHH, NMPUEMALLM TonHpaMar B 1031 a0 100 mg aHeBHO 3a
npounakTiika Ha MUrpeHa. B KTUHUUHK U3NUTBAHKA MPU AcLa A03aTa HA TOMUPAMAT € HaMasBaHa
MOCTENEHHO B NPOALKEHHE HA 2-8 CeAMHUYEH NEPHO.

MoHoTepanug Ha enujiencus

Obwu npurnyunu

[Ipu npekparaBaHe ynorpebara Ha CbMBTCTBALLMTE aHTUENUAENTUUHH JekapcTsa (AEJT) ¢ uen
NpunaraHe Ha MOHOTEpANUs ¢ TONKHPaMarT, cllieaBa Ja ce 0ObpHe BHHMaHHE HA NOCNEINULMTE OT TOBA
BbpPXY KOHTpOJa Ha npunagsuure. ITpenopre4sa ce nOoCTENEHHO HAMaNgBaHE HAa NO3MTE Ha
cbnbreTBalUTe AEJI ¢ okono 1/3 Ha Bcexku 2 cegAMHULM, OCBEH aKO BHE3ANMHOTO NMPEeKpaTaBaHE Ha
TEXHHSA TMIPHUEM HE ce Hallara no cbobparkeHud 3a 6e30macHocCT.

Crnen npexkpaTtiaBaHe NpUEMa HAa €R3UM-MHAYLHpaLlLUTe JIEKapCTBEHUA NPOAYKTH, HHBOTO HA TONMHPaMaT
ce nokaysa. Moxke aa ¢ce HaJIOXKH HAMAJIgIBaAHE HA 103ata Ha Tonuwieke (TONUpaMar), ako 3a TOBA UMa
KITMHUYHH MN0Ka3aHus.

Bvspacmnuu

Ilo3ata ¥ TUTpUpaHeTO TPAOBA 1a C€ PBKOBOAAT OT KIMHHYHHA 0TroBop. TuTpupaHeto Tpsadpa 1a
3aMoOYHe ¢ 25 mg Beyep B NPOALMIKEHHUE Ha 1 ceaMHua, cliel KOeTO, Ha HHTEPBAIH OT €4Ha WIH ABE
CeAMMUH, J03aTa TpsaOBa Ja ce rnoByiuasa ¢ 25 unn 50 mg nHeBHO M [1a ce NMpuJiara, pa3/ie/icHa Ha JIBe
OTAEJIHM A03U. AKO MAaUMEHTHT HE NOHACs cXeMaTta Ha AO3HpaHe, IOBUILIABAHUATA Ha J103aTa MOXKeE Ja
ca MO-MaJIKH WIH UHTEPBAIUTE MEXAY MOBHIIABAHHATA MOXE /A C€ YAb/DKAT,

[IpenoppuMTENHATA HAaya/IHA TapreTHa A03a TONUPaMaTr KaTo MOHOTEpanus npy Bb3pacTHU € 100 mg
no 200 mg aHeBHO, pa3zaesieHa Ha ABe OTASNHH No3U. [IpenopbuBaHaTa MakCHMAaHATA JHEBHA 1034 €
500 mg aHeBHO, pa3aeneHa Ha JIB€ OTACTHH 103u. HAKOoH nauneHTH ¢ pedpaktepHu GopMH Ha
EMUJIETICHA Ca [MOHECTH MOHOTEpanusa ¢ Tonupamar B 1034 0T 1000 mg aHeBHo. HpenopbskuTe 3a
J03MpaHe ca NPUJIOXKHMH 32 BCUYKH Bb3PacTHH, BKIIKOUMTENHO U 3a MMALIMEHTH B HanpeaIHala Bb3pacT,
MpH JIMICa Ha CbNIBTCTBALLO OBOpeyHO 3a0019BaHE.

{leouampuuna nonynayus (Oeya Hao 6-2o00uwna ev3pacm)

JloszaTa 1 THUTPHPAHETO HA 1034Ta TpU Acua TpAOBa Aa PbLKOBOAAT OT KIHHUYHHA OTT
Ha Jela Hax 6-rojuiliHa Be3pacT Tpsadsa aa 3anoude ¢ no3a 0,5 no 1 mg/kg sevep n
CeAMHMIIA, CJIe] KOETO, Ha HHTEPBAJIM OT €[HA MU JIBE CEIMULIM, /103aTa TpAbBa ce y
Img/kg IHEBHO M aa ce npuiara pasjeneHa Ha AB€ OTAC/AHH OO03H. AKO AETETO HE N



TUTPHPAHC, [ICBULIABAHHUATA HAa AC3HUTC MOKC J4 €4 [10-MaJiKd HJIH HHTCPBAJIHUTC MCAKIAY

TTOBHILUABAHUATA MOXKE A C€ YABJIKAT.
[IpenopbyBaHATA HAYAJIHA TAPreTHA 4034 TONUPAMAT KaTO MOHOTEpanyA MpH AcLa Hal 6-roauiiHa
pB3pacT € 100 mg AHEBHO B 3aBUCHUMOCT OT KJIIMHHYHATA KapTHHa (ToBa € okoJo 2,0 mg/kg JHEBHO

npy geua 6-16 ronuHH).

HOHBHHHTEHHR Tepanudg npyv enNUJICnCUd (Napuyaidi OpHCTHNIY, CbC WIH be3 BTOPDHYHA

reHepan3aliis, MbPBUYHHU IeHEePATU3UPaHN TOHUYHO-KJIOHWYHW NPUCTBHIN WK IPUCTHIOU, CBbP3aHU
cbe CHHApoMA Ha JleHokc-T"acTo).

Bw3pacmnu

Tepanusara TpsabBa aa 3anoude ¢ 25-50 mg Beuep B NpoAbIXKEHUE Ha eiHa ceaMHLia. Cbobluasa ce 3a
[PWIOKEHUE HA MO-HUCKU HAYAIIHU [103M, HO TOBA HE € CUCTEMHO NMPOYy4YBaHo. BnocneacTeue, Ha
MHTEPBANH OT €[IHA WJH ABE CeAMULH, ao3aTa TpadBa na ce nosuluaea ¢ 25-50 mg qHeBHO H na ce
[puiara pa3feneHa Ha ABe OTAENHHU 103U. [Ipn HAKOU MalMeHTH MOXe a C€ MOCTUTHE €DEKT B NIPH
JIO3HpaHEe BEAHBK JHEBHO.

[Ipy KNMHAYHUTE U3NUTBAHUA KATO AOIBIHUTENHA Tepanus, Hal-HucKaTa edexkTBHA J103a € 200 mg.
Obuuaiinara aHesHa aosza e 200-400 mg, pazaeneHa Ha ABE OTAE/IHU NO3H.

[IpeanoxeHuTe CXEMH Ha JO3HPAHE ca IIPHUIIOKHMH 3a BCHUKM Bb3paCTHH, BKIFOUYMTETHO H 34
MalMEHTUTE B HallpeAHaNa Bb3pacT, aKO HAMAa ChITbTCTBALLO OLOpeuHo 3abonsapaHe (BXK. Touka 4.4).

Heya (na ev3pacm 2 u noseue 200uHu)

[IpenoprunTenHara o0la AHEBHA 103a TonMuieke (TonupamMar) KaTto A0MbJIHUTEIHA TEpanus €
npudnu3uTeEnHO 5 10 9 mg/Kg NHEeBHO, pazfeNieHa Ha ABE OTACIHU A03U. TUTpUpaHeTo TpAORa Aa
3anoyHe ¢ 25 mg (MM no-Manko Ha 6azara Ha auanasol |1 10 3 mg/kg AHERHO) Bedep npe3 irbpparTa
CEAMULA, CNE€A KOETO, HA HHTEPBAJIM OT €/1HA MIIK ABE CEAMHIIH, A03aTa TpAORa Aa ¢ nopymasa ¢ |
10 3 mg/kg nHeBHO (pasaeneHa Ha ABe OTAETHU I03HM), 3a 14 C€ MTOCTUFHE ONTUMAaNIEH KITHHHYEH
OTIOBOP.

HanpaseHH ca NMpoyuBaHUs HA JHEBHH J03M 10 30 mg/kg 1 KaTo UAJIO MOHOCHMOCTTA KbM THX €
a06pa.

MurpeHa

Bvapacmnu

[IpenoprunTenHara obia JHEBHA J03a TONMMPAMAT 3a NpodHIIaKTHKE Ha MUTPEHO3HO INaBoboHe €
100 mg, paspeneHa Ha ABe OTAENHHU 1034, Josupanero TpadBa na 3anoune ¢ 25 mg Beyep B
MPOABL/KECHHE HA €11Ha ceaMHLA, Cllel] KOEeTO, HA UHTEPBAIIK OT €1Ha CeaMMLA, a03aTa TpAOBa J1a ce
MOBUILIABA C 25 Mg AHEBHO. AKO MALMEHTBHT HE MOHACA CXEMAaTa Ha JO3UpaHe, HHTEPBAIIUTE MEXAY
YBEJIMYEHHUTE A03U MOXKE [a C€ YIB/XKaT.

[Ipn HAKOH NaLMEHTH MOXKe f1a ce nocTUrHe edekT npu oba nHeBHa ao3a ot 50 mg. Jocera
MaUKHEHTH ca noJiyuyaBand oblita AHeBHaA no3a 50 200 mg. Tazu n03HMpoBKa MOXKeE [a € OT I10/13a 34
HAKOHW NAUUEHTH, HO C€ MPenopbUBa NOBUILEHO BHUMAaHHKE NMOpaAd NOBHUIEHATA Y€CTOTA Ha
HEYKEIAHUTE PeaKlIHHU.

Heouampuuna nonyviayus

He ce npenoppuBa ynorpedata Ha Tonunekc (Tonupamar) 3a nevdeHre U nNpodUIaKTHKA
rpy Aeua Nopaad HEAOCTATLYHH JaHHU 3a 6€30MacHOCTTA W €PUKACHOCTTA.

OOy npenopbky 3a 1o3upaHe Ha Tonuneke NpH crieliHaJaHy NONYJIaLWH Nnatue

Tayuenmu c 6v6peuno yspexcoane



Tonunexc TpabBa aa ce mpuiara BHUMaTEIHO NP MAUHEHTH ¢ yBpeacHa Ob6peuna hyHKLns
(CLCR<70 mL/min), Thi kaTo nnasMeHuar 1 0b0peuHnaT kiMpbHC Ha Tonwunekc e HaMmaned. [pu
HHJIKBUH C U3BECTHO OBOPEUHO yBpeKIaHe MOXe J1a € HeoOX0AMMO NoBeuye BpeMe 3a JOCTHraHe Ha
CTallHOHAPHH TUTa3MeHH KOHLIEHTpaLMH 3a BeAKa Ao3a. [IpenopbUusa ce noJioBWHATa OT 0OHuailinaTa
noAAbpKama 4034 (BX. Touka 5.2)

Tb# kaTo TOMUpamMar ce OTCTpaHaBa OT I1a3Mara 4Ype3 XeMOAHaIM3a, NpH NallMeHTH B N0C/IeAeH
cTaguit Ha Op0OpevHa HEAOCTATHYHOCT, TPAOBa Aa ce MpuUiara JONbIHUTENHA 1033 TonMexc,
NpUOIN3UTENRHO paBHA HA NTOJIOBWHATA JHEBHA 4034 B JeHA Ha XeMOoAWanu3ata. JlonbiaHuTenHaTa 103a
CE npwiara B Ba OTAE/IHY NPHEMA B HAUAJIOTO U clie] Kpasd Ha XeMOJIHAIN3HATA NPoLEenypa.
JonbIHUTEIHAaTa 1034 MOXe Ja Obae pa3jiMiyHa B 3aBUCHMOCT OT XapaKTEPUCTHKHUTE HAa KW3IOJI3BAHOTO
Jdanu3Ho odopyaBaHe (BxK. Touka 5.2).

Hayuenmu ¢ vepnoopobro yepedicoane
[Ipn nauneHTH ¢ yMepEeHO A0 TEXKKO YEPHOAPOOHO yBpEX1aHe TolupaMat TpAOBa Aa ¢e NPMJIAra ¢
BHUMAHHE, NMOPpanH NIOHMIKABAHE HA HETOBUA KJIMPBHC.

Hayuenmu 8 cmapyecka svi3pacm

He ce M3MCKBa ananTUpaHe Ha J03aT4 MPU NalUEHTH B CTApYECKHA BB3pacT ¢ HOpManHa 6u0peuHa
(bYHKLHA.

HauunH Ha npuaoxkeHue

Tonunekce e Hanv4eH Kato punMupaHu Tabnetku. [Ipenopbusa ce huIMUpaHUTE TabNETKH 1A HE CE
Pa3yyIBar.

Tonuaeke Moxe aa ce npHeMa cbe Wik 0e3 xpaHa.
4.3 IIpoTHBONOKA3ZAHHS

CBpPBXYYBCTBHTENHOCT KbM AKTHBHOTO BELUECTBO MM KBM HAKOE OT [TOMOLLHUTE BELLECTRA.
W30pOEeHH B TOHKA 6.1.

[IpodunakTHKa HAa MHTpeHa IO BpeMe Ha OPEMEHHOCT M IPH JKEHH ¢ AeTEPOeH NMOTEHLMAN, aKO HE
M3M0A3BaT €(PEKTHBHH METOMM 3a KOHTpaLELus.

4.4 CnenxaiHu npegynpexieHHn U npeanaziH MepKH npH ynorpeba

B ciayuau, npy KOUTO ce HaJlara pA3Kko NpeKpaTsABaHe Ha JISUEHHETO ¢ TONMUPaMar Mo MEAHLIMHCKH
MOKa3aHuA, Ce MPENOPhUBA CbOTBETHO HaOmoaeHHe (BXkK. TOUYKa 4.2 3a noeye HHPOpMaLINA).

KakTo ¥ npy ApyrH aHTHEITWIIENITHYHY JIEKapCTBAa, HAKOW NAallMEHTH MOraT Ja MOoNyYyaBar [o-4ecTo
NpUnaabUH, Wik 1a ¢€ NOABAT HOB BHA MPHUIIAABUM ¢ TonHpaMat. To3u deHoMeH MOXKeE f1a e
nocneanua oT Npeao3nupaHe, NOHHKAaBaHe MJIA3MEHHTE KOHLIEHTpAlIMH NIPY eAHOBpPEMEeHHa ynoTpeba
Ha aHTHENWIENTULIM, NPOrpecHpaHe Ha 3a00N9BaHETO MJIM HA NapaAoKcaieH edexT.

AZleKBaTHaTa XMApaTaLus 1o BpeMe Ha yrnorpebara Ha TOIIMPAMAT € MHOTO BaXKHA. XHAPATALIMATA
MOXK€E 1a HAMAJIK PHUCKA OT He(poHTHAa3a (BX. mo-aoiy). Iloaxoaswara xuapataums npean 1 no
BpeMe Ha NEHHOCTH KAaTO (PU3HUECKH YCHIUS WIH H3IaraHe Ha BUCOKH TEMNEPATYPH MOXKE J1a HAMAJTH
PUCKa OT CBBP3aHH C TOTUTHHATA HEXKEJIaHU peakuMH (BXK. Touka 4.8).

Onvroxuaposa
MMa cpo0LueHus 3a OIMroxyaposa (HaMajaeHo NOTEeHE) BbB BPB3Ka ¢ ynorpebara
HamaneHoTo noTeHe U XuneprepMus (NOBHILIaBaHe HA TEJIECHATa TEMIIEPATYP
BB3HHKHAT OCOOEHO NPy MankH Jela HJTOKEHH Ha BUCOKA TEMMEPATYpPa Ha O




[IpoMsiHA B HACTPOCHHUETO/ AEMPECUS

Ilo Bpeme Ha Je4eHHETO ¢ TONHpaMmar ¢e HabmoAaBaT NO-4€CTH NMPOMEHH B HACTPOEHHUETO H
Jenpecus.

CaMOoyOHICTBO/CYHUMIHA HaeALNS

[Ipy naLHeHTH, JIEKYBaHH C aHTUEMMUNEIITUHHHU JIEKAPCTREHHW MPOAYKTH 10 PA3IHUHKW MTOKA3aHUA Ca
cpoOLIaBaHM CYHLIM/IHA HAcallUs U NoBeAeHHe. MeTaaHany3 Ha paHIOMH3HpaHH, auebo-
KOHTPOJIMPAHH U3ITHTBAHHA HA AHTUEWICTITUYHY JIEKAPCTBEHH MPOAYKTH CBLLIO MOKA3BA MAIbLK, HO
NOBULIEH PHCK OT CYMLMAHA MACALMSA U NoBeieHNHe, MeXaHU3MBT Ha TO3M PUCK HE € ACEH U
HAJIMYHWATE JaHHH HE M3K/IIOUBAT Bb3MOMKHOCTTA 32 MOBMINCH PUCK [IPH TOIMpaMar.

[Ipy 1BOHHO CleIH KIMHHYHH U3MHUTBAHMA CHOUTHUATA, CBBP3aHU ChC CaMOYOUICTRO (CyHUMIHA
HIealus, OMMTH 32 CaMOYOHHCTBO U caMOyOHICTBO) BB3HMKBAT ¢ YecToTa 0,5% OT fieKyBaHHTE C
TONUpaMaT nauxeHTy (46 ot odbo 8652 NekyBaHW NaUMEHTH) U MOUYTH 3 MBTH MO-BUCOKA YECTOTA
MpH Te3U NeKyBaHuTe ¢ rtauedo (0,2%; 8 or obiwo 4045 nexkyBaHKW NTaLIMEHTH).

3aToBa NaUUEHTHTE TPAOBa Aa ObAAT NpocheJaBaHH 332 IPU3HALIM HA CYMLHAHA HACALMUA M NIOBEACHHE
i 1a C¢ NMPESANPHUEME CbOTBETHOTO JieueHHe. Ha nauueHTuTe (M XopaTa, KOHTO C€ IPHXKAT 3a TAX)
TpaOBa Aa ce 00bpHE BHUMAHHE [1a MOTHPCAT JIEKAPCKU CHBET, B C/ly4aii ye ce MoSgBAT NPU3HALM Ha
CYWUHMAHA UAealus U NMOBSACHHUE.

TexKH KOXKHHA peakLnH

[Ipy naumeHTH, npHeMalll TONIMPAMAT, ca AJOKIAABAaHU TEKKH KOXKHH peakivy (CHHIPOM Ha Stevens-
Johnson » TokcHuHa envaepManHa Hekponusa) (Bxk. Touka 4.8). I[Ipenoprusa ce nauueHTHTe aa 6LaaT
HH(POPMUPAHMU 33 NPU3HALMTE Ha TEXKUTE KOKHU peakUuu. B ciyuaii Ha momo3HpaHu HeXelaHu
peaKkLHH, KaTO CHHAPOM Ha Stevens-Johnson WK TOKCHYHA enHAepMaATHa HEKpou3a, yrotpedata Ha
Tonupamat TpsaOBa na ce NpeyCTaHOBH.

Hedpoantuasza

Ilpy HAKOM MalMEHTH, 0COOEHO ako ca NMpeaApasnoyioXKeHH KbM HeponuTHasa, ce Habmonasa
MOBHLIEH PUCK OT 0Opa3yBaHe Ha OBOPEYHH KAMBHH H CBBHP3aHHTE € TORA MPU3HALIM H CHMITTOMH
kaTo ObOpedHa konuka, ObOpeyHa 6onka wiau Doska B ciabuHUTE.

PuckoBuTe (hakTOpH 3a HEPPOIUTHA3A Ca AHAMHECTHYHHW JaHHM 3a NPeALIECTBAIO 06pa3yBaHe Ha
KaMbHH, (paMKHTHa aHaMHE3a 3a HepponUTHa3a U XUMepKanuuyphs (BHX 1Mo-a01y — MerabonurHa
alMA03a U YCIOXKHEHHWS ). HUTO €1MH OT Te3H (PakTopH He MOXe J1a Obie HaexAeH MPOrHOCTHYEH
Oesier 3a obpasysade Ha OGBOpEeYHN KaMBHH NPH NeueHHe ¢ TorupamaT. OCBEH TOBA, C MOBULIEH PHUCK
MOXXE Ja ¢a U NAaLMEHTH, JIEKYBAHU C APYTH JIEKapCTBEHH NPOAYKTH, KOUTO OMXa MOIJIM Aa AOBEAAT A0
HeQpOaUTHARA.

Hamaneda 6u6peuHa dynkuug

[Tpu naunentu ¢ Hapywena 66peyna gynkumns (CLCR < 70 ml/min) Tonupamar Tpabea na ce
IIpUiara BHUMATeNHO, ThH KATO J1a3MEHHAT U ObOpeveH KITHPBHC Ha TONUpaMaT ca HaMajleHH. 3a
CNICUHATHH MMPENOPDKYK MO OTHOLIEHHE HA 103MPOBKA NP MALMEHTH ¢ HamasieHa 0s0peuHa PyHKIuSA
BX. ToOuKa 4.2. bvbpeuro yspexcoane.

HamaneHa yeprnogpobHa GyHKLMA

ITpn nauneHTH ¢ YepHOAPOOHO yBpeXxaaHe, TorMpaMar Tpa6Ba fa ce nmpunar
KIMPBHCHT HA TOMUpaMaT MOKe 1a C€ HaMalIu.

CHHAPOM, BKJIKOYBALI OCTPa MUOMKA M BTOPHYHA 3aKPHTOBIbJIHA TIayKOMa




CrobtaBa c€ 3a CHHAPOM, KOHTO BKJIIOYBA OCTPAa MHUOIIHS, CBBP3aHa C BTOPHYHA 3aKPHTOBI'bTHA
rnaykoMa npu NalKeHTY Ha JIeYeHUe ¢ TondpaMar. CUMOTOMUTE BKJIKOUBAT OCTPO HAYAJIO Ha
HaMaJIeHa 3pUTeNIHaTa OcTpoTa WKWK Honka 8 ounte. JJaHHHUTE OT OPTANMONOTHYHHTE H3C/IeABAHNA
MOTAT JIa BKJIOYBAT HAKOH OT CleJHHTEe CUMIITOMM: MHOIHUA, MUJIpHa3a, CTECHABAHE Ha MpeHATA
KaMepa, OUHa Xunepemus (3auepBsABaHe), OTICMBAHE HA XOPOUAEATA, OTJICNBaHe HA PETHHAJIHUA
MUTMEHTEH €MUTENl, MAKYJIHH CTPHH W NOBHIIEHO BETPEOYHO HanAraHe. To3uW CHHAPOM MOXe Jia Ce
CBBbPIKE ChC CYNMpallWIHapHO H3THYaHE, BOJESLIO A0 NPEJIHO H3MECTBAHE Ha JielaTa U UpUca, ¢
BTOPUYHA 3aKPUTOBIbJIHA riIaykoMa. OOMKHOBEHO CHMIITOMMTE CE MOSBABAT MPE3 MMbPBUS Mecel] OT
Ha4yajHaTa Tepanus ¢ TONMpamar. 3a pasjidKa OT MbPBHYHATAa TECHOBIb/IHA MNIAYKOMa, KOATO Ce cpella
PAAKO ITpY NauMeHTH noJ 40 roqMHM, BTOpUYHATa 3aKPUTOBIBIIHA [VIAYKOMa, CBBbP3aHa C TOMHPaMar,
ce Habn04aBa NpH Aela, KaKTo Y IPH Bb3pacTHH. JleueHHeTo BIJTIOURA NPEKbCBaHE HA PUEMA Ha
TOMMUPAMAT, KOJIKOTO € Bb3MOXHO M0o-0Bbp30 MO NpeueHKa Ha JIEKYBaILMA JieKap U MOAXOAALIH MEPKH
338 HAMAJIABAHE HA BTPEOUYHOTO HalaraHe. OOMKHOBEHO T€3H MEPKH BOJAT JI0 HamaJlsIBaHe Ha
BbTPEOUYHOTO HANAraHe.

AKoO ce ocTaBH 0e3 JieueHue, MOBULLIEHOTO BLTPEOYHO HANATAaHEe, HE3AaBHCUMO OT €THOJIOTHUATA, MOKE
na N0BEAE N0 CEPHO3HH MOCAEACTBUA, BKJIIOYHTEIHO U A0 TpaiiHa 3ary0a Ha 3peHueTo.

Tpabea da ce B3eme pelleHre Jalv NAaUHEeHTH C aHaMHe3a 3a O4YHO 3afonsBaHe TpAOBa a ce JEKYBaT C
TOnMpamar.

HedeKkTH B 3pHTEITHOTO MOJIE

JePpeKTH B 3pUTENHOTO NOJIE Ca OKIaABAHH NPH TIALIMEHTH, MPUEMALIH TOMHPaMaT, HE3aBUCUMO OT
NOBULUEHOTO BLTPEOUHO HANAraHe. B IWIMHUYHUTE NMPOYYBaHUA MOBEYETO OT T€3u CHLOMUTHA ca
0OpaTUMH CJIe[l IPEKPATABAHE HA JICYEHHETO C TONMHpaMar. AKO ce MoABAT ASPEKTH B 3PUTEITHOTO

[10N1€ N0 BCAKO BPEME Ha JICUEHHETO ¢ TONHpamMarT, TpabBa 1a ce oOChau npekparaBaHe Ha JICUEHUETO.

MeTaboMUTHA alM103a U YCIOMCHEHUS

XunepxiaopeMHuHara MeTabonnTHa auuao3a 6e3 3aryba Ha aHMOHH (T.€. HaMaJleHO HUBO Ha
cepyMHHUTe OMKapObOHATH 04 HOPMAaHUTE pedhepPeHTHH CTOMHOCTH NMPH OTCHCTBUE HA PECITUPATOPHA
aJlkanosa) c€ CBbp3Ba ¢ JICYEHHETO ¢ TonupaMar. [IoHmKEeHOTO HUBO Ha cepyMHHUTE OMKapOOHaTH ce
JABJDKH Ha MHXHOMpaluKMs epeKkT Ha TonupaMar Bbpxy OnOpeyHaTa kapboanxuapaza. [To npuHImM
[TOHHXKaBaHE HA HUBOTO Ha OMKkapOoHaTuTe ce Habnr0Jara B HAYANOTO Ha JISHEHHUETO, BHIPEKH UE
MOJKE J1a Ce MOSABH MO BCAKO BpeMe HA neueHUeTo. OOHKHOBEHO NOHWIKEHHUATA €4 IEKH 10 YMEPEHH
(cpendo Hamanerue ot 4 mmol/l npu avesnn no3m ot 100 mg WnK NMoBeye NpU BL3PACTHH H
MpyuOIU3UTENHO 6 mg/kg AHeBHO NpM Aeua). B peaku cnyvan npy NaludeHTH ce HaOMogaBaT
HaMalleHH CTOHHOCTH oA 10 mmo/l. HAkou cheToAHUA Wiy TepanuM, npeapasnoiaraliyi KbM
auuo3a (kato 6p6peuHo 3abosBane, TEXKKH peCUPATOPHU HAPYLICHHS, ENWIENTHYEH CTaTyC,
AWapHs, onepauus, KETOT€HHA AUETa UM HAKOU JICKAPCTBCHH NMPOAYKTH) MOTAT 14 UMAT aAUTHBEH
eeKT KbM NoHkKaBallMs OukapboHaTUTe edeKT Ha TOMUpamMar.

XpOHHYHATA HeJleKyBaHa MeTabONMMTHA alK03a NMOBHILABA PUCKA OT He(POIUTHA3a 1
He(POKATIMHO3a K MOXE MOTEHLMANTHO [1a IOBEfe 0 OCTEONeHus (BIK no-rope — Hedponurnasa).

XPOHHUYHATA METADONMTHA ALMAO3A TIPH Jela Moxe aa 3abaBu pactexa. EdekThT Ha Tonupamar
BBPXY NMOCINEACTBUATA 38 KOCTUTE HE € CHCTEMATHYHO NPOYUYEH NpH Bb3pacTHH. [IpH neanaTpuiHu
MaLHeHTH OT 6 10 15 roauHu, e NPOBEACHO €AHOTOAULIHO OTKPHTO KIMHUYHO U3MHTRAHE (BXK. TOYKa

5.1).

[Ipy Tepanug ¢ TomMpaMar, B 3aBUCUMOCT OT CHITBTCTBAILMTE 3ab0nsABaHuUA, c€ Np
NOAXOAALIO M3CIEABAHE, BKIIOUBALIO HHBOTO HA CEpYMHUTE OHKapOOHATH, AK
WM CUMIITOMH CBHETENCTBALM 32 MeTabOoNMTHA aunao3a (nanp. Kycmaynosd/ mendqu g ¥
INCITHES, AHOPEKCHA, rajieHe, MOBPBUIAHE, CHIHO U3Pa3eHa yMOPAEMOCT, TaxHkap s Il apit

ce MPeNopbyBa H3CNeABAHE Ha CEpyMHMs OHKap6oHaT. AKO ce pasBHe MeTaboMENY aIgelo3a I



nepcUcTUpa, TpaOBa Aa ce NpeueHU HeOOXOAUMOCTTa OT HAMAIABAHE Ha /103aTa WM NPEYCTAHOBABAHE
Ha JISYUEHUETO C TOMUpaMar (Ype3 NOCTENEeHHO HAMAJIABAHE Ha 103aTa).

Tonupamar TpaOBa Aa ce M3M0a38a BHUMATEJHO MMPY NAUMEHTH Cbe 3a00/1BaHNs UITH HA JICUEeHuUH,
KOHTO ¢a PHCKOB (PakTop 3a Bb3HUKBaAHe Ha META0OJINTHA aLMA034.

HapyuieHHe Ha KOTHUTUBHUTE BYHKIIHH

YBpekAaHETO Ha NO3HABATETHUTE QYHKIIMHK HIPU EMAIETICHA € MYJITH(PAKTOPHO H MOXE 1A e IBJIDKH
Ha NexXailla B OCHOBATA i €THOMOrHA, NOPAAH EMUISNCUS WIH BCAEACTBUE HA AHTHEITWISTTTHYHO
nevenye. B nuTeparypara UMa chrODIIIEHHA 3a HapyLUEHUE Ha NOCNAEN0BATENIHATE CNIOCOOHOCTH NMpH
Rb3PACTHH, IIPH KOUTO C€ NPOBEXKIa IeUSHHUE C TOIMHUpaMaT, KOETO M3UCKBA HAMAalIfBaHe Ha A03aTa WIH
npekbcBaHe Ha TepanusTa. [[poyvBaHMATA OTHOCHO MO3HABATEIHUTE PE3YJITATH NPH A€LA JIEKYBAHH C
TOMUpamMat odave ca HEAOCTATLHHH H BCE OLle € HeOOX0aAuMO J1a Oblie N3ACHEH HEMOBHAT e(heKT B

Td3H HAaCOKA4.

JKeHH ¢ ACTCPOACH MNOTCHLIUA

[Ipn npunarane Ha OpeMEeHHH KEHU TOMMpaMaT MOXKE Aa NPUUYUHHK YBPEKAAHE Ha IU10a HUITH
3a0aBsAHE Ha pacTexka (ManbK 3a reCTalMOHHATA BB3PACT U104 M Pa)KIaHe ¢ HUCKO TerJio). JlaHHUTe OT
peructbpa Ha OpemeHHocTHTE HAa CeBepHa AMepyka nNpy ynorpeba Ha aHTHENWIENTHYHU JIEKapCTBa
(NAALD) npu moHOTEpanus ¢ TonyMpaMar, ca nokazaiu NpUOIH3UTEIHO TPHU [TETH MO-BUCOKA
YECTOTa HA I'ONEMH BpoaeHU mandopmauud (4,3%) B cpaBHeHUe ¢ pedhepeHTHaTa rpyna, HenmpueMallu
AEJI (1,4%). OcBen ToBa, AaHHUTE OT APYrU NPOYyUBaHUA NOKA3BAT, Y€ B CPABHECHHE ¢ MOHOTEpaIHs,
ChLLUECTBYBA NOBHUILLEH PHCK OT TEpPAaTOr€HHU €(PEeKTH, CBbp3aHy ¢ npunaraHeTo Ha AEJI kato
KoMOHMHMpaHa Tepanus.

[Ipenu 3anousaHe Ha JICYEHUE ¢ TONIKPAMAT TIpH XKEHU C AETEPOAESH NMOTeHLHaN, TpaOBa Ja ce
HAIMpaBy TECT 3a OPEMEHHOCT U J1a C€ NMPENnopbhya U3MNOA3BaHETO Ha BUCOKOe(hEeKTUBEH
KOHTpauenTUBeH MeToa (BxK. Touka 4.5). [laumeHTtkara Tpabra na 6wae noapobHO HHGOpPMHpaHA 3a
PHUCKOBETE, CBbP3AHHM ¢ IIPUIAraHETO Ha TOMUPAMAaT 1Mo BpeMe Ha OpeMeHHOCTTa (BxK. TOUKH 4.3 1 4.6).

XUnepaMOHHEMHUS ¥ eHLe(haIonaTus

IIpu neyeHUe ¢ TONHpaMaT € JOKIAABAHO 3a XMIIepaMOHUEMUS ChC WK Oe3 enledanonaTns (Bx.
Touka 4.8). PUCKBT OT MoABa Ha XHUNEPAMOHUEMHSA TIPH TOTIMpAMAT M3MJIEKIIA € J030-3aBHCHM. 34
XHIICPAMOHHCMHASA € C'I:{}GHJ.HBHHD No-4eCTO MNMpH CAHOBPCMCHHO ITPHIOXCHHE HA TONMHpAMAT C
BA/INPOEBA KUCEIMHA (BXK. TOUKa 4.5).

[Ipy naumeHTH, Npyu KOUTO ce pa3BUBAT HEOOACHHMA JIeTaprug UM IPOMEHH B MEHTAJIHHS CTaTyC,
CBbP3aHH C MOHOTEPAITHS WIK ¢ KOMOMHHUpAaHa Tepanus ¢ TOMUpaMar, ¢ rpenopbysa Ja ce NpUeMe,
Ye CTaBa lyMa 3a XMNnepaMOHUEMHUYHA €HUe(ATONnaTHa M Ja Ce OnpeIeNiST HUBAaTa Ha aMOHIK.

XpaHUTEeNHU 100aBKH

Hakon nauveHTH MOXe 1a 3arouHar aa ryoaT terno no BpemMe Ha JISYEHHETO ¢ TOnHpaMar.
[IpenopbuBa ce NaLMEHTUTE, JIEKYBAHHU C TONMUPAMAT Aa ce npocaeasBar 3a 3aryba Ha rerno.

AKO MauMeHTHTE ryOsaT Ters1o, A0KaTO NPUEMAT TONMHUPAMAT, CJI€/IBa 1a C€ NPEeLEHH HEOOXOAUMOCTTA
OT BKJIKDYBAHE HAa XpaHUTENHH 100aBKH WIH YBENWUYEH NPHEM Ha XpaHa.

JIakTO3HA HENOHOCUMOCT

Tonunekc 25 mg u 50 mg ¢$punmupann tabnerkn, ceabpxka naktosa. [laupenTs ¢ peak
HACJIEICTBEHH NPOOIEMHU HA MaTaKTO3HA HEMOHOCHMOCT, ITBJEH JIAKTa3eH Ae(uLm
ranakTo3Ha ManabcopOuma He TpaOBa 1a npUeMar TOBa JIEKAPCTRO.

Camindiie):

%>

CoHeeT #baT0 (E110)




Tonunekc 100 mg, punMupanu tabnetky, ceabpxka ChHeeT kbaTo (E110). ChHeer baTo (E110)
MOJKE J1a PEAN3BUKA aJIEprUiHUA PEaKLHH.

Harpui

Bceaka rabnetka cuabprka no-majiko ot 1 mmol Hatpuii (23 mg), T.e. NPakTHYECKH HE ChAbPXKA
HaTpHH.

4.5 BiaumMoneiicTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH K APYrH (POPMH HA B3aAHMOACHCTBHE

Bnusnue Ha Tonunekc BbpXy APYrH aHTUENUNESNTUYHHU JIEKAPCTBEHU NTPOAYKTH

NobGapsueTo Ha TOMUNEKE B CXEMAaTa Ha JIeYeHHE ¢ APYTH aHTHENMJIENTHYHM CpeacTBa (PEHUTOMH,
kapbama3erndH, paiNpoeBa KMceanHa, genodapburan, NnpUMHAOH) HE OKa3Ba BJIMAHHE BbPXY
M1a3MEHKUTE KOHLUEHTPALUMKM B CTALLMOHAPHO ChCTOAHKE, M3KNIOUeHHe npaBsaT caMo OTAEIHU
NalMeHTH, TIPH KOUTO J00aBAHeTO Ha TOMWIeKe KbM (PEHUTOWH MOJKE Ja MpeiAH3BHKa MOKaYBaHEe Ha
ruia3MeHaTa KOHLUEeHTpalua Ha GeHUTOHH. TOBa HA-BEPOATHO C€ AB/XKH HA MTOTHUCKAHE Ha
cneundpuviHaTa €H3nMHa noaumMopgHa uzodopma (CYP2C19). [lopaau Topa, nossara Ha KTHHHYHH
Oene3n MW CUMIITOMM Ha TOKCMUHOCT NPH MALHUeHTH, JIEKYBaHU ¢ PeHUTOUH, TpAbBa na Obae curHan
33 MOHUTOPUpPAHE HUBATa HA PEHHUTOMH.

[IpoyusaHe Ha GapMaKOKUHETHYHHTE B3aUMOIECHCTBHS NPU NALMEHTH C EIHIIETICHS NTOKa3Ba, Ue
N00aBAHETO HA TONMMPAMAT KbM JIAMOTPIOKHMH HE MMOBJIMABA IU1a3MEHaTa KOHLIEHTpalUHs B CTALlHOHAPHO
CHCTOAHUE Ha IAMOTPWXKUH NP A03M Ha Tonupamart oT 100 no 400 mg nHesHO. JcBEH TOBAa, HE ce
HaOI01aBaT MPOMEHH B PABHOBECHATA ILIA3MEHA KOHLUECHTPALUA B CTALIHOHAPHO CBCTOSHUE HA
TOINMpamMaT Mo BpeMe Ha UK clle]l MPeKpaTaBaHe Ha JIEUEHUETO € NaMOTPHKHMH (CpeaHa no3a 327 mg
JHEBHO).

Tonupamat unxudupa enzuma CYP2C19 » Moxe na okaxe BNUSAHHE HA APYTH BELLECTBA, KOUTO C€
METaOOIM3UPAT Upe3 TO3H €H3UM (Hanp. AKaienaM, UMUIpaMUH, MOKIOOEMUI, NPOTYaHHIL,
oMenpason).

BausHue Ha ApYTH aHTUEITWICNTHYHY JEKAaPCTBEHW NPOAYKTH BEpXY Tonuaekce

deHHTOMH ¥ KapOaMalennH NMOHW)KABAT NJ1a3MeHaTa koHUeHTpauua Ha Tonunekc. JJoGapaHeTo Wit
CIIMPAHETO HAa (DEHUTOMH UK KapbamasernuH nNpu NpoBeXXAaHE Ha JeUueHHe ¢ TONMUIIEKC MOXKE Aa
HaN0XH KOPHrMpaHe Ha 003aTa Ha nociaeanua. Tosa TpadBa Ja cTaHe Ypes TUTPUPaHE Criope]
KIIMHMYHHUA edext. JoOaBAHETO K CIUPAHETO HA BAIINPOEBA KUCEIMHA HE BOAM A0 KIMHUYHO
3HAYWMH [NPOMEHH B IJIA3MEHATa KOHLUSHTpaUusa Ha TONWIEKC U [Opaay TOBa HE Hajilara rpoMeEHH B
ao3upoBkaTta Ha Tonunekc. Pesynrature oT Te3w B3auMoaeHcTBUs ca 0bobuleHu B Tabauuara mno-

N0AY:
AEJI, npunoxeHo Konuentpauusa Ha AEJ] KoHueHTpauusa Ha
e1HOBpeMEHHO ¢ Tonunekc Tonunekc
POeHUTOHH ** l
KapbamazenuH o |
Bannpoesa KMCETHHA > >
JlaMOTpHKHH > —

Denobapburan > HI1
[TpumuaoH i HI1

— = De3 e(peKT BbPXY IU1a3MEHWTE KOHUEeHTpauuH (< 15% npomMsaHa)

** = [InazMeHaTa KOHUEHTpallUa HApacTBa NPH OTAEIHH MallUEHTH

| = [lnasMeHnara KOHUEHTpaUua ce TIOHHXAaBa

HII = He e npoyuBaH

ALEJ] = anTHenenunTuyHoO NeKapCcTBO

Apyru nekapcTBEHU B3aUMOJICHCTRUSA

Hueoxcun N o - :;f"

[Ip1 npoy4Bane ¢ eqHokpaTHa A03a, rowra noa kpusara (AUC) Ha cepyMHHUS ﬂurﬁw}jgwj@ R
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2% npu eaHoBpeMeHHO JieueHHe ¢ Tonmuneke. KiIMHUYHATA 3HAYMMOCT Ha TOBA HAOMIOAEHHE He €
ycTaHOBeHa. Korato KbM Tepamnus ¢ IMrOKCHH ce N00aBd WM NpeKpat jJeueHue ¢ Tonuneke, TpabBa
Ja ce O0BbpHE BHUMAaHHE HA PYTHHHOTO MOHUTOPHpaHe Ha CEpYMHHUTE HUBA HA JIKTOKCHH,

Henpecanmu na L{HC

EnHoBpeMEeHHOTO NpUioKeHUue Ha Tonuiaexke ¥ ankoxon, unu aApyru genpecaitu Ha ITHC ne e
OLICHABAHO B KIMHWYHH H3NuTBaHud. [Ipenopsyra ce Tonuneke aa He ce npueMa eTHOBPEMEHHO C
aNKOXOJ UKW Apyry aenpecadHTu Ha LTHC.

vam xanumapuon (Hypericum perforatum)

PUCK OT HaMalgBaHE Ha INa3sMeHaTa KOHLEHTpaLHs, BoAewo A0 3aryba Ha €(pMKacHOCTTa, ce
HabNKAaBa NMpy €AHOBPEMEHHA YNOTpeba HAa TONMUPAMAT M XKBIT KaHTapyHoH. HaMa knuHuuHM
W3NUTBAHMA, OLCHABALLM Te3W NMOTEHUHANHHY B3aUMOASHCTBUA

[Tepopannu xkonmpayenmusu

B npoyuBane Ha papMaKOKMHETHYUHNTE B3aUMOAEHCTBHS NPH 3ApaBu J0OPOBOILM ¢ €IHOBPEMEHHO
npuioKeHa KOMOHHALMA OT KOHTPAUENTHBEH NPOAYKT, cbabpkawy | mg HopeTurapoH (NET) u 35 pg
eThHWiecTpaanoi (EEk), Tonunekc, npuemaH B OTCCTBUE Ha ApYrd MeAHKaMEHTH B 103H OT 50 1o
200 mg AHEBHO, HE CE€ CBBHP3Ba CbC CTATHCTHUYECKHU 3HAYHMH NPOMEHH B cpelHaTa ekcnosvuus (AUC)
Ha KOWTO W Jia € KOMIIOHEHT Ha NepOpaIHUTE KOHTpauenTuBeu. B apyro npoyusaHe eKCrio3HLMATA Ha
EE e cTaTHcTHYecKH 3HaUMMO noHWxeHa mpy 103U oT 200, 400 u 800 mg aHeBHO (cBOTBETHO 18%,
21% 1 30%), korato Tonunekc € npueMaH KaTo AOMBJIHUTENTHA TEPANHS NPY NALMEHTH C eNUIENCHA
Ha JieueHue ¢ Banpoeea kuceanHa. M 8 asere nanuteanus Tonmunekc (50-200 mg aHeBHO npy 3apaBu
no6posonuu 1 200-800 mg AHEBHO NpU MALMEHTH C ENUJIETICHA) HE NMOBJIUABA 3HAYNTETHO
exkcro3ruumaTa Ha NET. Bbrpekn HatMuHeTo Ha 10303aBHCHUMO MOHMYKEHMWE HA eKCno3uLMATa Ha EE
npu 1031 mexnay 200-800 mg aHeBHO (MTpU MalMEHTH ¢ €NUIENICHS ), HAMA 3HAYUMAa 0303aBUCHMA
NPOMsHA B €KCNO3UUMATA Ha EE nipu aHeBHH ao03u ot 50-200 mg (npu 3apau ao6poBonim).
KnyHUYHATA 3HAYMMOCT Ha HabntolaBaHuTe IPOMEHH He € M3BecTHa. MoXKe /1a ce JIOITyCHE
Bb3MOXKHOCTTA 38 HaMajleHa KOHTPALENTHBHA e(eKTUBHOCT U NOBULUIEHO KbPBEHE MO BpeME Ha
MEXAYMEHCTPYATHUTE MEPHOIH MPU NALUEHTKU, pUeMaluy KOMOHHALMS OT opalieH
KOHTpaUeNnTHBEH NPoayKT v Tonunekc. [TalneHTKUTE, KOUTO NPHEMAT €CTPOreH-ChABPMKALLH
KOHTPALENTUBH, Tp1OBa Aa 6BJaT NOMOJEHH Aa cboOLIaBaT 3@ BCHUKH MPOMEHM B IIPOTUYAHETO HA
MEHCTPYANTHO KbpBeHe, EPUKAaCHOCTTa Ha KOHTPALENTUBUTE MOXeE [a HaMaJlee, J10PH H NpH
OTCBHCTBHE HA KBPBCHE NO BpEME HA MEXKXAYMEHCTPYAJHUTE NEPHOIH.

Jumuu

Ilpn 3apaBu nobpososnuu ce Habmoaara noHmwxkaBaHe (18% 3a AUC) B cUcTeMHATa €KCIIO3ULIMA Ha
JITHH NO BPEME HA €JHOBPEMEHHOTO My MPHJOKEHHE ¢ TonHpaMart B 103a oT 200 mg axeswo. [Tpu
NaLMEHTH ¢ OUMOJIAPHO Pa3CTPONCTBO (hapMaKOKMHETHKATA Ha JIMTHIA He ce MOBJIMABA 1O BPEME Ha
JeyeHde ¢ TondpaMat B 1034 oT 200 mg qHeBHO, HO ¢e HabtogaBa MOBHLIABAHE HA CUCTEMHATA
ekcrosuLmns (26% 3a AUC) npu no3u Tonmupamar ao 600 mg aHesHo. HUBoTO Ha ninTuii TpaGea na ce
C/IEAH MPH €1HOBPEMEHHO NPUIIOKEHHE C TONMHPAMAT.

Pucnepudorn
[lpoyuBanus Ha IeKAPCTBEHH B3aUMOICHCTBHSA, NPOBEAEHH C €THOKPATHU 03U MPH 3ApaBH
10OPOBOJIM M MHOTOKPATHH I03H NPH MALIHEHTH ¢ OGHIONAPHO Pa3CTPOHCTBO, 1aBAT CXOAHH
pe3ynTaTH. [IpunoskeH eAHOBpeMEHHO ¢ TONMpaMaT MpH yBENIU4aRally ce a03u ot 100, 250 1 400 mg
IHEBHO, ce HalJIKo1aBa NOHKABaHE B CHCTEMHATA eKCIIO3HUMA Ha PUCNIEPUACH, NMPHIIOKEH B JO3H B
AnariasoHa oT 1 no 6 mg aHerHo) (16% U 33% 3a cTaunonapia AUC ¢bOTBETHO MPU JHERHO 103U OT
250 1 400 mg). Paznukure B AUC Ha obluiata akTHBHA GpakUMs Mex1y JIeYeHHE CaMO C PHCNEPHIIOH
M B KOMOMHAUMA C TONMpaMAaT HE ¢a CTATUCTHYECKH 3HauuMMK. Habmonasart ce MUH
BbB (DapMAKOKHMHETHKATA Ha UAnaTa akTHBHA Qpakuus (PUCNEPHIOH U 9-XHIPOK
NpH 9-XUAPOKCHPHCTIEPUIOH He ce HabMIOAaBaT HUKAKBU npoMenH. HaMa 3Hay
CUCTEMHATA EKCNO3ULMA HA LiAN1aTa akTHBHa (dpakLKg Ha pHCNIEPU/IOH, KAKTO U
100aBsAHe Ha Tonupamar (250-400 mg nHEBHO) KbM JIEYEHHETO ¢ PHCMIEPHIOH
HeXEeaHH ChOMTHA Cce ChODLIABAT M0-YECTO OTKOJIKOTO Npeau A06aBsaHeTo My
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54%). Hak-uecTo cbo0LIaBaHATE HEXENAHU CHOUTHA NPH J00aBIHE HA TONHMPAMAT KbM JICHEHHETO C
PUCTIEPHAOH ca: CBHAUBOCT (27% 1 12%), napectesns (22% u 0%) u ranexe (18% u croTBeTHO 9%).

Xuopoxiopomuazuo (HCTZ)

[1pu npoyuBaHe Ha 1I€eKapCTBEHH B3aUMOACHCTBHA, MPOBEACHO NMPH 31paBy A0OPOBOIILM, € OlIEHEHA
(PapMaKOKMHETHKATA NPH MUTA3MEHA KOHLIEHTPAL¥A B CTaLMOHapHO ¢beTosHue Ha HCTZ (25 mg Ha
BCCKH 24 qaca) W Ha Tonupamar (96 mg Ha Bceku 12 yaca), NpHUNOXKEHH CAMOCTOSTENHO H
CIIHOBPEMEHHO. Pe3yntaTure OT Mpoy4BaHETO couaT, ye Cmax Ha TonmHpaMmar ce yeeauyasa ¢ 27%, a
AUC ¢ 29%, koraro kuM Hero ce po6asn HCTZ. KnuHK4YHATA 3HAYUMOCT Ha TE3H MPOMEHHU HE €
yctaHoseHa. [lobapanero na HCTZ keM Tepanus ¢ TONUpaMaT MOXKeE J1a HA0XKH KOPUTHMpaHe Ha
/103aTa Ha TonvMpaMar. PapMaKOKHHETHKATA MPH IJIa3MeHA KOHUEHTPALHs B CTALIMOHAPHO ChCTOAHUE
Ha HCTZ He ce MOBNHABA 3HAMHUTETHO OT €JHOBPEMEHHOTO MY NPHIOKEHHE C TONHPAMAaT.
Pe3yaTaTure OT KIMHUUHUTE JTADOPATOPHH U3CIEABAHHA COYAT NOHMKABaHE HHBOTO Ha CEPYMHH
KaJMH Clied NPHIOKEeHHEe Ha Tonupamart WK HCTZ, koeTo € No-BUCOKO NPH € THOBPEMEHHOTO UM

MPHJIO0YKCHHE.

Memdpopmun

[Ipu npoyHBaHe Ha IEKAPCTBEHH B3aUMOIEHCTBHUSA, MPOBEACHO MPH 3APaBH J00POBONLY, € OLEHEHA
CTaukoHapHaTa (PapMaKOKHHETHKA Ha METQOPMHH H TONHpaMaT B IU1a3MaTa Mpd CaMOCTOATEHO
MPHIOXKEHHE Ha METQOPMHH W NIPH €THOBPEMEHHOTO MY [IPWIOKEHHE ¢ TonMpamar. Pesyararture ot
NpOY4BAHETO COYAT, Ye cpeaHaTa Cmax Ha MeTGOopMUH H cpeaHata AUCO-12h ce yrennuapar
cbOTBETHO ¢ 18% u 25%, nokaro cpeanoto CL/F Hamansea ¢ 20%, korato meTopMHH ce mpunara
3a€IHO ¢ TonmupaMar. TormupaMar He noBaKusBa tmax Ha MeTdopMuH. KiIIMHHUYHATA 3HAYMMOCT Ha
edeKTa Ha TOMHPaMaT BbPXY (papMakoKHHeTHKaTa Ha MeT(GOPMHH He € ycTaHoseHa. [TepopanHust
NNa3MeH KIHPBLHC Ha TOIMHpaMaT HamMalsaBa PH €AHOBPEMEHHO MPUNOKeHHe ¢ METPOopMHH. CTeneHTa
Ha MPOMsAHA B KJIHPbHCA HE € M3BECTHA. KNIMHMUYHATA 3Ha4MMOCT Ha edeKTa Ha METPOPMHH BLPXY
(papMaKOKHMHETHKaTa Ha TOMUpPaMaT He € YCTAHOBEHA.

Koraro Tonunekc ce 100aBH WITH MPUIOKEHHETO MY Ce MPEKPATH MPH MALMEHTH HA TEPANHUA C
MEeTHOPMKH, TpaOBa na ce 06bpHe 0co0eHO BHUMaHMUE NP PYTHHHOTO MOHMTOPHPAHE HA MALMEHTHTE
33 MOCTUTAHE HA aAeKBAaTEH KOHTPOJ HA TAXHOTO AUabeTHo 3adonsBaHe.

Huozhumazou

[1pu npoyuypaHe Ha N€KAPCTBEHH B3aUMOAEHCTBHA, MPOBEAECHO MPH 3ApaByd 1OOPOROILHM, € OUEHEHA
papMakOKHMHETUKATA MPH TIa3MEHA KOHLIEHTPALMA B CTaUHOHAPHO ChCTOSHHUE HAa TONMUPAMAT U
NMWOTJIMTA30H, MPHUIIOKEHH CAMOCTORTENHO N €AHOBpeMeHHO, Habnonasa ce 15% HamaneHue Ha
AUCT,ss Ha nmuornuTa3oH 6e3 npoMaHa Ha Cmax,ss. ToBa OTKpUTHE He € CTaTUCTHYECKH 3HAYHMMO.
OcBeH ToBa ce Habmoaarar 13% u 16% namaneHue cboTBeTHO Ha Cmax,ss U AUCT,sS HAa aKTUBHHUS
XHIApoKkcHuMeTabonut, kakto n 60% HamaneHue Ha Cmax,ss U AUCT,Ss Ha aKTHBHHS KETOMETABOUT.
KnvHWYHATA 3HAYMMOCT Ha T€3M OTKPUTHSA He ¢ ycTaHoBeHa. KoraTto Tonunekc ce 106aBU KbM
TCPalHA C MHOTIIMTA30H WK NUOTTIMTA30H ¢ 100aBu KbM Tepanus ¢ Tonunekc, Tpabea na ce oGbpHe
0COOE€HO BHUMAHHE NPU PYTHHHOTO MOHHTOPHPAHE HA NALMEHTHTE 3a NMOCTHIAHE HA aJIeKBATeH
KOHTpPOJI Ha TAXHOTO AHabeTHo 3abosaBaHe.

Fubypuo

Ilpn npoyuBaHe Ha IEKAPCTBEHH B32UMOAEHCTBHS, NPOBEACHO NPH TIALIMEHTH ¢ JHa6eT THIT 2, €
OLEHEHA (PaAPMAKOKHHETHKATA MPH M1a3MEHA KOHLEHTPAUKS B CTALMOHAPHO CLCTOSHHE HAa MIMGYPHA
(0 mg AHEBHO), NPHIIOKEH CAMOCTOATENHO H 6AHOBPEMEHHO ¢ Tonupamart (150 mg gHeBHO).
Habmonasa ce 25% Hamanenne na AUC24 Ha rnu6ypua no BpemMe Ha NPHWIOKEHHETO Ha TOIKMpaMmar.
CucTeMHaTta eKCro3HUns Ha aKTHUBHUTE MeTabonuTu — 4-mpanc-xuapoxcu-rnnbypun (M1) u 3-yuc-
XHApOKCUIIMOypun (M2) cemo HamansBa cboTBeTHO ¢ 13% M 15%. QapMakoKHHETHKATA NPU

€AHOBPECMEHHOTO MY MNPUICKEHHE C TTHOYpHI.
Korato tonmupamat ce 1o6aBu KbM Tepanus ¢ ravbypua wid raubypun ce 106
Tonupamar, Tpiabsa aa ce 06bpHeE 0co6eHO BHUMaHHE NPH PYTUHHOTO MOHHKTO
33 NOCTUraHe Ha ajIeKBAaTCH KOHTPOJ Ha TAXHOTO AHadeTHO 3200/ sBaHe.

Jpyru ¢opMu Ha B3aMMO/IeHCTBHE




Alpenapamu, npedpasnoiazawyu KeM Heghporumuaza

Tonunekce, npuaaran €JHOBPEMEHHO ¢ JIPYTH MpenapaTH, npeapa3nonaraild KbM HedpoiuTHasa,
MOKE [1a [TIOBHMIUMA pucKa oT HegponuTHasa. [Ipu nedenue ¢ Tonuneke nogobHu npenapaTty TpaOBa Ja
ce M30ArBaT, Thbi KaTO MOXE Ja Ch34a0aT (GHU3MOJIOrMYHa cpeja, NOBUIABALLA PYUCKa OT 00pa3yBaHe
Ha 0BLOpEYHH KaMBHHU.

Bﬁlf’iﬁpﬂé?ﬁ’ﬂ KUCceTUurHd

EnHOBPEMEHHOTO NMPHIIOKEHHUE Ha TONMMpaMarT W BajIfIpocBa KMCENMHA ce CBbP3Ba ¢ XHINEpaMOHEMHS,
CbC WM Oe3 eHuedanonaTHs, Npy NaLUUEHTH C MOHOCHMOCT KbM HAKOH OT ABaTa JIEKapCTBEHH
NpoAYyKTa, IPHJIOKEH CAMOCTOATENIHO. B MHOrO OT Clly4YauTe CUMITOMHTE M MPU3HALIMTE OTILYMSABAT
CJIEA CMTMPAHE Ha €IUH OT JIEKAPCTBEHUTE MPOAYKTH (BXK. ToUkU 4.4 ¥ 4.8). Tasu HexenaHa peakuus
HE C€ IBbJDKM Ha (papMaKOKMHETUYHO B3auMoeHcTerHe. CroblaBa ce 3a xunorepmud, 1epUHHpaHa
KaTO HEYMHIIEHO NNOHHXKaBaHe Ha TejiecHaTa Temuepatypa <35° C, cBbp3aHa ¢ eAHOBPEMEHHOTO
MPHJIOXKEHHE HA TONHPAMAT ¢ BAMPOEBA KUCEITMHA, KOATO MOXKE /1A € BbB BPBb3Ka C XHIIEpaMOHHEMHS
WJTH C JIMIICA Ha XUnepaMOHHEMHUS. Ta3u HexeNnaHa peakius npy NalueHTHTE, U3MOJI3BALH
€HOBPEMEHHO TOITHpPaMaT U BAJIMPOEBA KUCEIHHA, MOJKE Aa Bb3HUKHE CJie] 3aII0MBaHe Ha JIEUEHHETO
C TOMHPAMAaT WM CJie]l MOBUILIABAHE HA AHEBHATA JI03a TOMIHpaMarT.

Bapgapun
IIpn nauMeHTH, 1eKyBaHH ¢ TONMHpaMaT B KoMOnHalua ¢ BapdapHH, € ¢bOOILEHO 32 HAMAJIEHH
CTOHHOCTH Ha npoTpoMbuHOBOTO BpeMe/ INR (International Normalized Ratio). 3atosa INR Tpabea

la C€ MOHMTOPKPA BHHMATETHO IPH NALIMEHTH, JeKyBaHH €JHOBPEMEHHO ¢ TOITMpaMaT v BapdapuH.

JOIbIHATENHH HapMaKOKUHETUYHH NPOYYBAHMS HA JIEKAPCTBEHHW B3aUMOIeHcTBUS

BbB BpBb3Ka ¢ €IHOBPEMEHHO NIPUIIOKEHUE HA TONWPAMaT H BaunpoeBa kucenuHa (VPA) u asarta
CBbP3aHHU ¢ XMIICPAMOHEMHUS H [IPH OTCHCTBHE Ha XHIICAMOHEMHMS, ce ChOOLLARA 32 XUITOTEPMHUA ,
OnpenesHa KaTo HernpeaHaMepeHo NOHWKaBaHe Ha TenecHara TeMnepaTtypa <35°C. Tasu nexenaHa
peaKkuna MOXKe J1a Bb3HUKHE ITpH HALMEHTH YTIOTpeOABaLlH €THOBPEMEHHO TOMMPAMAT W BaaNpoaT
CN¢J 3ano4BaHe Ha JEUYCHHUE ¢ TONMMPAMAT WIH CJIe] yBe/MYaBaHe Ha JHEBHATA 034 HA TOMHpaMar.

AObAHHTEIHH NPOYYBAHHKS 10 OTHOLUEHHE Ha PapMaKOKMHETHYHU JIEKAPCTBEHH B3aUMOEHCTBHSA
[IpoBeaenH ca KIIMHHYHH H3MATBAHHSA 33 OLEHKA HA MOTEHLHANTHHUTE HapMaKOKHHETHYHYU
JIEKAPCTBEHH B3aUMOACHCTBHA MeX Ay Tonupamar U Apyru cpeacrtea. [Ipomenure B Cmax uwiam AUC B
pe3yJITAT Ha T€3W B3aHMOAEHCTBUA ca 060011EHH Mo-10Ty. BbB BTOpaTa KOJOHA (KOHIIEHTPALMs Ha
ChIIBTCTBALIOTO JIEKAPCTBO) € ONMUCAHO KaK CE€ NMPOMEHA KOHLEHTPALMATA Ha ChbITbTCTBALLOTO
NEKapCTBO OT NbpBATa KOJIOHA cief AobaBiHe Ha Tonupamar. B Tperata konoHa (KOHLEHTpaLKs Ha
TONMMPaMarT) € OMUCAHO KaK ¢€ NPOMEHsI KOHLICHTPALMATa Ha TONMPAMAT NPH €IHOBPEMEHHOTO
[IPHJIOKEHHE C JIEKAPCTBO OT MTbpBaTa KOJIOHA.

O000menu pe3yJITATH OT daapmal{ounﬂernqun NpoyYBaHHA HA JIEKAPCTBEHHTE
B3AHMOAEHCTBHS

CoenbreTBallo JiekapeTBo | KoHueHnTpauusa Ha KoHueHTpanns Ha Tonupamar®
¢LIbLTCTBALIOTO
JeKapcTBo’
AMWUTPHUNTUIHH > 20% ypenuteHue Ha HIT
Cmax ¥ AUC Ha
HOPTPUIITHIMH METAOOTUT
HuxuapoeproraMmus - >
(nepopalicH ¥ MOAKOXKEH)
Xanonepuzosn «— 31% yBeauuenne Ha AUC | HII
Ha peayLHpaHus MeTabOo T
[Iponpanonon — 17% ypenuyenue Ha 9% u 16% yBenwu

Cmax Ha 4-OH nponpanonon | 9% u 17% yBenu4




(TPM 50 mg Ha BcekH 12 (pecniekTUBHO 40 1 80 mg
yaca) MPONpaHoios Ha BCekH 12 vaca)
CyMarpunran (nepopained | <« HI1
K MOAKOMKEH)
[ luzoTHDEH - >
Huntrnazem 25% Hamanenve Ha AUC Ha | 20% yBenuuenue Ha AUC
aniaTraseM U 18% HamaneHue
Ha JIEA, e 3a JIEM™*
Bennadaxkcun > >
QayHapU3UH 16% yeenunuenue Ha AUC -
(TPM 50 mg Ba Bcekn 12
yaca)®

* % croiiHocTH ca npoMeHUTe B cpeaHuTe Cmax U AUC fpH nevyeHneTo B CpaBHEHHUE C MOHOTEpArug
— = jqunca Ha edekT BepXy Cmax H AUC (< 15% npoMsHa) Ha OCHOBHOTO CheMHEHHE

HI1 = He e npoyueHo

*IEA = nesauerun auntuazeMm, JIEM = N-pemeTnn auiatuazem

" AUC Ha ¢pnyHapH3HH ce yBean4asa ¢ 14% npu nauneHTH, npreMatuy ¢uyHapH3HH CaMOCTOATEIHO.
YBenuueHara eKCro3nuMa Moxe 1a ce 00ACHM ¢ HATPYNIBAHE JI0 IOCTHIaHETO HAa CTAllMOHAPHO
ChCTOSAHUE

4.6 PDepTHANTET, OpEeMEHHOCT H KbpMEHE

bpeMeHHOCT

(Jbobujen puck, c8bpP3aH ¢ enwiencus u armuenwienmuynu aekapemsa (AEJ)

JXenute ¢ aetepojeH noteHurdan Tpabea na ObaaT KOHCYATUPaHU ke crieunanucT. HeobxoaumocTra
ot nevyeHde ¢ AEJI Tpsabsa Tpabea aa ce npepasriena nNpH JKeHH, KOUTO TUTAHKpaT Aa 3a0peMeHenT.
Ilpy xenu, nexyBaHH 3a eNWISTICHA, BHE3AIMHOTO NpeycTaHoBaABaHe Ha TepanuaTta ¢ AEJI tpabsa na ce
H304rBa, Kbl KaTO TOBA MOXKE Aa AOBeAE AC BHE3ANHH I'bPYOBE ¢ Bb3IMOKHHU CEPHO3HH TIOCTIEACTBHUS
3a MAKWKaTa MU HEPOOAEHOTO AETE.

BuHaru Korato € Bb3MOXHO, TpAOBa fa ce NpeanoyuTa MOHOTEpanui, Thid KaTo JICYEHHETO ¢ HAKOJIKO
AEJI moxe aa Obae CBbP3aHO € MO-BUCOK PUCK OT KOHT€HUTAJIHH MandopMaLuH B CPABHEHHE C
MOHOTEpANUATA, B 3aBUCUMOCT OT KOMOUHHpaHHTE aHTHETIHJIENTHLH.

Puck, cevpzan ¢ monupamam

TorMpaMaTr e TepaToreHeH Npy MHLUKH, IUTbXOBE U 3ailiu (BXK. To4ka 5.3). [1pu mibxoBe TonupaMar
npeMuHaga npe3 rjaleHTHaTa dapuepa.

[Ipu xoparta, Tonvpamar npeMHHaBa npes niaueHrara. CboO1LIEHO € 33 CXOAHH KOHLIEHTPAaLKK B
NbMHaTa BpLB M B KPBBTA Ha MaHKara.

KJIMHUYHHUTE JaHHHW OT perucTpUTe Ha OpeMEeHHOCTUTE MOKA3BaT, Ye ASLATa, H3TOMKEHH Ha
TONUPAMaT:
- (a ¢ NoBHILIEH PUCK OT BPOAEHH Maldopmaunu (Harp. KpaHuohauuanHu AeeKTH KaTo
LEIMHATA YCTHA/HEDIIE, XMNOCNaanua U aHOMATHHM, 3aciaralliy pa3JIi4HH CHCTEMH Ha OpraHu3Ma)
CJieA JIeYeHHE ¢ TOMHPAMAT Mpe3 MbPBUA TPUMECTBD. JJaHHMTE OT perucTopa Ha
oOpemenHocTHTE Ha CeBepHa AMepHKa npH yroTpeda Ha aHTHENTHIENTTHYHH neﬁapcma
(NAAED) npn MoHOTepanus ¢ TONMHpaMaT NMoKa3BaT NPUONH3HUTEHO 3 ITETH [asBHee

3a00/IEBAEMOCT Ha roJIEMH BpoaeHH Madopmanuu (4,3%) B cpaBHeHue ¢ pfies Mﬂm/@

rpyna, KoaTo He IIpHeMa aHTUENUNenTUYHY aekapcTBa (1,4%). Oceen 7’ POSY JRRTHTOO T

TE3W M APYTH NPOY4BaHHUS OKA3BAT, Y€ B CPABHEHHE C MOHOTEPANHATA FLitgCT A RO _-

PUCK OT TEPATOreHHH eeKTH, CBBbP3aHH ¢ ynoTpebara Ha aHTHeNWIenT tg CpeACTBY ikﬂ A

KOMOHHHMpaka Tepanust. To3u pUCK € JOKTAaJABaH KaTo N0303aBHCUM; et eﬂqa‘ji "’"w :

Habsl0AaBaHK NPK BCUYKH 103H. I1py nekyBaHH ¢ TonupaMar xKeHH, KOW) cme:{e ca HMaJ'lH §
QN



NEeTe ¢ BpOAEHU MandopMaLi, UMa TIOBMILIEH PUCK OT NMOABa HA MahOpMaLIHK NpH
cneaBauld OpeMeHHOCTH, ako Ce NeKYBaT ¢ ToMupaMar.

- Ca no-uecTo ¢ HUCKO Terj1o npu paxnade (<2 500 rpama) cieq nevyeHUe ¢ TONHUPaMar, B
CpaBHEHHE ¢ peEepEeHTHATA rpyna.

- [loeuiuena yecToTa Ha pakaaHe Ha 6ebeTa ¢ HUCKO 3a recTallMOHHAaTa BB3pacT Termo (noj
[ 0%, KOpHUrMpaHo 3a recTallMOHHATA Bb3pacT, CbOTBETCTBETCTBRALIO HA M0a).

[TokazaHHe eNUJIENICHSE

[IpenopbuBa ce 1a ce OOMHCIIAT ANTEPHATUBHH TEPaNEBTUYHH BAPHUAHTH MPH KEHH C AETEPOAEH
NOoTeHUMaI. AKO TONMPAMAT Ce M3MNOJI3BA MPH XKEHHU ¢ JASTepOAESH NIOTCHLMAN, NPENOpPbUBA e TE a
H3110N3BaT ¢peKTHBHA KOHTpaLlenuus (Bx. Touka 4.5). XKenure Tpsadea ga dbaaT noapodHo
HHQOPMHpPARH 3a H3BECTHUTE PUCKBE OT HEKOHTPOJUpAHATa efIUIENCHS 110 BpeMe Ha OpEeMEHHOCT U
3a NOTEHLHATHUTE PUCKOBE 3a ILU104a OT JIEKAPCTBEHHUA NPOAYKT. AKO KeHaTa IUlaHyBa OpeMeHHOCT,
ce MpenopbuBa Cpellia C JieKapa NpeaH 3adpeMeHABaHETO, ¢ Lie)T a C€ NPEOLEHH JICYEHHETO U Jia ce
OOMHCNAT APYTrd TepaneBTHYHH Bb3MOKHOCTH. B ciyval Ha JiedeHne No BpeMe Ha ITbPBHs
TPUMECTBD, TPAORA na ce mpoBeae 00CTONHO NMPeHAaTAIHO MOHHTOPHpAHE.

IMokazanue NPpOPUNAKTHKA HA MUTPEHA
Tonupamar € NpOTUBOIOKA3aH N0 BpeMe Ha OPEMEHHOCT M [IPH XKEHM C AETEPOACH MOTEHLMKA, aAKO He
Ce M3M0J3BaT METOOH Ha €PEeKTHBHA KOHTpauenuus (Bx. Touka 4.3 u 4.5)

KbpMmeHe

[TpoyuBaHHATA IIPHY KUBOTHH MOKA3BAT, Y€ TOMUPAMAT CE€ EKCKPETUPA B KbpMaTa. EKCKpeLMATa Ha
TONMpaMaT B MAaHUYMHOTO MJIAKO HE € U3CJIEABaHA B KOHTPOJIUPaHH Npoy4YBaHHsa. OrpaHHYEHUTE
HaOMHOACHUSA NPU NALUEHTH [IPEaro/iaraT eKCTEH3MBHA EKCKPELIMA Ha TOMUPaMaT B MAHUHUHOTO MITIKO
[1p1 HOBOpOAEHHTE, KbPMEHHU OT MOMIOXKEHN HA JIEYUSHUE MaKH, ca HaDI0aBaHU JHapus,
CHHJIMBOCT, Pa3/IPa3sHUTENIHOCT U HEAJICKBATHO MOBULUARAHE HA TeritoTo. Cnegoparte/iHO, TpadBa Aa ce
B3EME PELIECHHE JANTH 4 CE€ NPEKBCHE KbPMEHETO UITH 1A C€ MPEYCTAHOBU/BLITBPHKH OT JICUEHHE C
TONUpaMaT, KaTo C€ B3EMAT MpeaBU N013aTa OT KbPMEHETO 3a JeTEeTO M 3HAYEHHUETO Ha
JEKAPCTBCHUA MPOAYKT 3a Mankara (BX. To4Ka 4.4).

QepTUIHTET
M3nuTBaHUATA NIPH )KMBOTHHU HE NOKa3BaT HapyLWeHHa Ha GepTWIKTETa, NPEAU3BHKAHU OT TOMMMpPaMaT
(Bx. Touka 5.3). He e yctaHOBeH epeKkThT Ha TONUpaMaT BbPXY QepTHIMTETA NIPH XOpa.

4.7 EdexTH BHpPXY ¢c10CODHOCTTA 32 LIodHPpaHe H padoTa ¢ MALLIHHH

Tonupamar uMa MaNko WIH YMEPEHO BIIHMAHHME BbPXY CNOCOOHOCTTA 3a ogupaHe U paboTa ¢
MalWwMHK. TonyupaMar aeicTBa BbPXY LIEHTPaHaTa HEPBHA CUCTEMA M MOXKE [a CTaHe NMPUYHHA 32
NMOSiBA HA CBHIHWBOCT, 3aMaHBaHEe W APYrd NOA0OHH CUMIITOMH. Moxe /1a NPHYHHH ChILO Taka
HApYLUEHUS Ha 3pEHUETO WHIIH 3aMbITIEHO BibkAaHe., Te3u HexenaHn peakUuMH MOXKE [a ce OKaKaT
[NOTEHLIMAIHO OIMACHH MPH WOPHUPaHe WK paboTa ¢ MallMHK, OCOOEHO JOKATO HE Ce OIpeaenH
WHOMBUAYAHATA PEAKLUs Ha BCEKH MMALMEHT KbM JIEKaPCTBEHHSA MPOAYKT.

4.8 HeXxxe/1aHH JleKAPCTBEHH PeaKUHH

besonacHocTTra Ha TONMpPaMar € onpeaeneHa ot 6a3a JaHHU HA KAHHHUYHH H3nuTeaHus ¢ 4111
naumenTy (3182 Ha Tonuvpamar ¥ 929 Ha nnauebo), Bzeny yuactie B 20 ABOHHO Clieny U3NYLBaHUA Y
cbOTBeTHO 2847 manMeHTH, B3€H y4actue B 34 OTKPUTH U3NUTBAHHUS HA TONHpPAMaT KHTT
JAOMBIHUTEIHO JIEYEHHE Ha MBPBHYHO IreHEPAIH3UPAHU TOHUYHO-KJIOHUYHH I'bpUg 74 AL

.

[IPUCTBIH, NPUNALBLUY, CBBP3aHU CbC CHHAPOMA Ha JleHokc-1 acTo, MOHOTepan ( @ HOBOL

HACKOpO AHArHOCTHUMPAHH CIIy4al Ha enniencus U NpodHUIakTHKA HA MUTPEHS
HEXKEJIAHHWTE JIEKAPCTBEHH PEaKIIMK Ca JIEKU 0 YMEPeHH. JIekapcTBeHUTE peak

KJIHHHYHHTE M3[IMTBAHUA U MPH MMOCTMAPKETHHIOB OMMT (KaKTO € YKa3aHo ¢ ,,*” tﬁhﬁp@mnﬂ ;
HECTOTA Ha [104Ba B KJIMHHYHMTE W3nuTBanug B Tabnnua 1. Kpurepuute 3a uectota €g taeanmre:” -

N S
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MHoOIrc YecTH >1/10

YecTu >1/100 no <1/10
HeuecTu >1/1000 no <1/100
Penxu >1/10 000 no <1/1000

C HEeM3BECTHA YECTOTa  OT HANTUYHUTE JAaHHH He MOXe Ja Oble HampaBeHa OLIeHKa
Haii-4ecTo cpellaniTe HexxenaHu aekapcTBeHu peakuuu (HJIP) (¢ yectota >5% M noBeue B
cpaBHeHHe ¢ HabmoaaBaHUTE MIpH nnauecdo, Mo Hai-Majiko eIHO MoKasaHue, B IBOHUHO CIISIH
KOHTPOJIMPAaHH MPOYYBaHUA HA TONMPAMAT) ca: AHOPEKCHS, HaMaJleH aneTHT, OpaanudpeHus,
nenpecus, HapylleHa cnocoOHOCT 3a u3passaBaHe, Oe3CHHHUE, HapyllieHa KOOPAHHALHA, 3aTPYAHEHA
KOHIEHTpaLMa, 3aMaiiBaHe, AU3apTpus, AU3rey3us, XUITOECTE3MNSA, TETApTHA, HApYLIICHH Ha N1aMeTTa,
HHUCTAr'bM, MapECTE3MA, COMHOJIIEHTHOCT, TPEMOP, AUILVIONHUS, 3aMBIVICHO BWKAAHE, AHapHi, rajcHe,
yMOpa, pa3apa3sHUTEIHOCT U HAMAJIEHO TErJI0.

Ta6anua 1: Hexenanu nekapcrsedu peakUuyy NpU ynotpeda Ha TOnMpamar

Cucremo- Muoro yectH Yectn HeuecTH Peaxu C HeH3BeCTHA
OpPraHHH YyeceToTa
KJ1acoBe
HNudekunu 1 HazodapuHrur
MHGecTaUHH *
HapyweRrns AHEeMHS JIeBKOMNEHHUA, HeyTtponeHus*
Ha KpbBTA U TpOMOOLIUTO-
nuMpHaTa IIEHHUA,
CHCTEMA nuMbaaeHona-
THA,
e03HHOD NS
HapyweHus CBpbX4yBCTBH- AJlepruvucH
Ha UMyHHaTta TENHOCT O0TOK*
CHCTEMA
HapyuweHus AHOpEKCHH, MeTabonurha Xunepxyiope-
Ha HaMAJIeH aneTUT | alKMa03a, MHYHA
MeTabonuiMa XHMOKANIUEMHA, | aluao3a,
H XPAHEHETO NOBHUIEH XHUNEePaMOHHE
aneTuT, MUs*,
NOJUAMUIIC UA X UNepaMOHHE
MHUYHA
eHUedanonaT
HJII
[IcuxuuHu Henpecus bpanugpenus, CyuuuaHa Magnus,
HapylleHHd Oe3cbHHe, HIealMsa, oNHTH | NAHUYECKO
HapylIeHWE HA 3a pascTpeicTBO,
cnocobHOCTTa 32 | caMOYOUIHCTBO, YYCTBO HA
H3pas3ABaHe, XaMKOUHHALIMH, oTYasHUe*,
De3nokoiicTro, MICUXOTHYHO XUMOMaHHs
CbCTOSHUE Ha pa3CcTPONCTBO,
O0BPKAHOCT, CNYXOBHU
AC30PHEHTALINA, | XaJIOLUHHALHH,
arpecus, BU3YaNTHH
NPOMEHH B XaJFOLMHAaLIHH,
HaCTPOEHUETO, araTus, JUImca
Bb30yAa, Ha CMOHTaHHA
KoJiebaHua B pey, HapyluneH
HaCTPOSHHUETO, CbH,
MOTUCHATO EMOLHOHAIIHA
HACTPOCHHUE, nabunBocT,
rHAR, AOHOPMHO | HAMAEHO
MOBEACHUE JTHOU 1O,




0e3NMOKOHCTBO,
wiad, Auchemus,
ey(hOpHUHO
HACTPOECHHE,
napaHos,
nepceBepanms,
MPUCTHII Ha
NaHHUKA,
ChJI3JIMBOCT,
HapyIIeHa
CnocoOHOCT 3a
4ETEHE, HAYATHO
be3cpHuUe,
M3pABHEH aeKT,
abHOpPMHO
MHCIICHE, 3aryba
Ha JTHOUIO,
BAJIOCT,
“CpeiHo”
6e3chHue,
pascesaHocCT,
cbOyXaaHe paHo
CYTPHH,
naHUYecKa
peakuus,
NOBULLEHO
HACTPOCHHE

HapylieHus
Ha HEpBHAaTa
CUCTEMA

[lapecTesus,
COMHOJICHT-
HOCT,
3aMastHOCT

HapyuieHo
BHUMAHHE,
3aTpyIHEHA
[Mamer,
KOTHUTHBHH
HapyLlUEHHA,
aMHE3M,
NCUXHUUHH
VBpEeKIaHHUA,
HapyIUEeHH
MCHXOMOTOPHH
YyMEHUHA,
KOHBYJICHH,
HapylieHa
KOOpOUHALHA,
TpEMOp,
neTaprus,
XHUINOECTE3UA,
HUCTArbM,
AK3IFEY3mA,
HapyLIEHO
paBHOBECHE,
AU3APTPHA,
WHTEHIIMOHEH

TpeMop
CeAUpaHE

[HoRrMXKEeHO HHUBO
Ha Ch3HaHUE,
rpaHaMann
KOHBYJICHUH,
yBpPEKJaHe Ha
3PUTETHOTO TOJIE,
KOMILIEKCHH
NapLUHAJIHH
[IPHCTBIIMY,
HAPYILLEH rOBOP,
MCHXOMOTOPHA
XUIMEPAKTUBHOCT,
CUHKOTI,

Hapy LIC€HH
ycelulaHua,
canuBalLius,
XHUINEPCOMHHUA,
acazus,
pEeNeTUTUBHA peu,
XHIOKHHEIHA,
OU3KHUHE3HA,
[MOCTYpPAJIHA
3aMasHOCT,
HEKAYECTBEH ChbH,
4YYBCTBO Ha
napeHe, 3aryba Ha
yCeLaHuA,
MapoCMMuA,
HepebepaneH
CHHPOM,
AH3ECTE3HA,
XUMNOrey3us,
CTYNop,
TPOMABOCT, aypa,
areyaus,
ausrpacgns,

Anpakcus,
HapylIeH
LHUpKaaeH
PUTEM,
HapylIeHHA Ha
CbHA,
XHUIIEpECTE3 N,
XHIIOCM U,
aHOCMHA,
ECEHLUHUANEH
TPEMOD,
AKUHE3UA,
HEBB3IMOXHOCT
3a pearupaHe
Ha CTUMYJH




aucgazus,
nepugepHa
HEBpONATHA,
MPECHHKOT,
IACTOHHA.,
H3TPbLIIBAHE

HapylieHus
HAa OUHUTE

3aMBrIIeHO
BH)KJAHE,
IUTLIONKA,
HapyIUEHO
3PEHHE

Hamanena
3PUTENIHA
OCTpOTA,
CKOTOMH,
MHONUA X,
aDHOPMHO
yCEeILAHE B
OKOTO¥, CYXOTa B
OKOTO,
potododus,
Onegapocna3eM,
3aCWICHa
NnaKpuMaums,
doToncus,
MKApHasa,
npecOHoNuUs

CnenoTta Ha
eIHOTO OKO,
NpexoaHa
clernoTa,
riayKkoma,
Hapy1lIeHO
(doxycHupaHe,
MPOMEHEHO
3PUTENHO
BBLINMPUATHE 3a
AbLI00oYHHA,
CLIMHTHITHpalla
CKOTOMA, OTOK
Ha Knemnavya™,
KOKOLLA
CJIENnoTAa,
aMbnuormnus

3aKpUTOBIbIIHA
rnaykoma®*,
MAKYJIOnaTus *,
3aTPYJHEHO
ABH)KCHHE HA
OYHUTEe*, OTOK HA
KOHIOHKTHBaTa*,
YBEKT

HapyueHnus
Ha YXOTO M
nabupuHTa

CBETOBBPTEXK,
TUHHUTYC, OONKY
B YIIUTE

[ nyxora,
€JHOCTpaHHa
CIyX0Ta,
HEBPOCEH30DHA
rTyXoTa,
aucKoMdpopT B
VILUWTE, HAPYILLUEH
cyx

Chpaeunu
HapyILEHUsA

bpanukapaus,
CHHYCOBA
Opanukapaus,
CcbpuebueHe

CbO0OBH
HApYLUEHUA

XHITIOTOHMUA,
OPTOCTATUYHA
XHIIOTOHHA,
3a4epBABaHe,
TOpeLU BbJIHH

DeHOMEeH Ha
Raynaud

PecnupatopHu,
TPbAHU K
MeAHaCTHHAIHH
HapylEHUS

Jlucnnes,
enUCTaKCHUC,
Ha3aJTHa
KOHrecTus,
pHHOpES,
Kauuiana*

JlucnHes ripu
(PUIHUECKH
YCHUITUA,
rapaHa3ajiHa
CUHYCOBA
CBPBXCEKPELIHS,
JHCHOHHA

CTomMalHo-
YpeBHH
HapylEHUA

[aneHe,
Adapus,

[TospbiaHe,
3anck, O0NKH B
ropHaTta 4yacT Ha
KopeMa,
AUCIICTICUA,
00nkH B KOopeMa,

[laHkpeaTur,
daaTtyneHnu,
racTpoesoda-
reaneH pequyke,
OOnKYU B AONTHAaTa
4acT Ha Kopema,

CYXO0Ta B yCTaTa, | opajHa
CTOMaLLEH XHUTIOECTe3MA,
auckombopr, TMHIMBAJIHO
OpaliHa KbpPBEHE,
flapecTe3ns, MoAyBaHe Ha
FACTPHT, Kopema,
KOpeMEH enMracTpaneH
AHCKOMGpOPT TUCKOMBOPT,




4YBCTBUTENIHOCT
B KOpEMa,
NOBHLUEHO
CAIOHOOTAENAHE,
OONKU B yCTaTa,
MHPHC Ha 1bXa,

TOCOAHHHS
Xenaro- XenaTur,
OnnuapHu yepHOApobHa
HapyLIeHHA HEAQCTATHU-
HOCT
HapyieHus Anoneums, AHXuHapo3a, CuHapoMm Ha ToxcHuHa
Ha KoXarTa 00puB, NpypuTyC | dauvanHa Stevens- enuiaepmanta
MOAKOXKHATA XUIIOECTEINA, Johnson*, HeKponu3a*
TbK2H YpHUTKapu4, EpHTEMA
epHTEMa, mynTtudopme*,
reHepalu3upaH abHopMeH
MPYPHTYC, MUPHC Ha
MAaKyJ1apeH KOXara,
oOpuB, MpOMAHa | nepuopOuTaneH
Ha I[BeTa Ha OTOKY,
KOXaTa, JIOKAIM3HpaHa
anepruyieH ypTHKapHA
OEPMATHT,
OTHYAHE Ha
JIMLIETO
Hapyuenus ApTtpanrus, OtryaHe Ha Huckomdopt
Ha MYCKYJIHO- MY CKYJIHH CTaBUTE *, Ha
CKeJleTHaTa CMa3MH, MYCKYJIHOCKE- KpaiHuaimTe*
CUCTEMA U MUAIrKA, neTHa
ChEAWHUTEN- MYCKYJIHH CKOBaHOCT,
HaTa ThKaH KOHBYJICHH, OONIKM B
oTcnadBaHe Ha c1abKrHKTE,
MYCKYJIMTE, yMOpa Ha
MYCKYTHOCKE- MYCKYJIHTE
netHa 0oJika B
obnacrtra Ha
PbAHMA KOLU
Hapyienus Hepponntnasza, | KaMbHU B KambHu B
Ha OBLOpeunTe NoJaKkHypHs, MUKOUHHTE ypeTepure,
H NUKOYHHUTE AU3ypus TbTHULLA, peHanHa
[TbTHLIA YpUHapHa TyOyJIHa
HHKOHTHHEHUMH, | audaoza*
XEMATYpHH,
HHKOHTHHEHLIMA,
CHeHmHa
MHUKTYPHLIMA,
6bOpeuHU
KONKKH, OONKU B
OBOpelMTe
HapyweHus EpexTunna
Ha AUCPYHKIUA,
Bb3NPOH3BO- CeKCyasHa
AUTEAHATA ONCEHYHKLHA
CUCTEME U
rbpJara
O6wu YMopa [Tupexcus, XUnepTepMHs, OTryaHe Ha
HApyLIeHUA U aCTEHMUA, Kaxa, NULETO,
e(PEKTH HA pasapa3HUTEl- rpunonoaobHa KaluMHO3a
MACTOTO HA HOCT, HapylueHa | DonmecT™,
NPHA0KEHHE MOXoaKa, 3a0aBeHH
abHOpMHH OBIOKEHHUA,




yCelIaHus, CTY/ICHH
HEpa3NnoJoXKeHHe | KpalHHULH,

YyyBCTBO Ha
OMUAHEHHKE,
YyyBCTBO HA
HEPBHOCT

M3cneaanus HamaneHo YBEIHUEHO Kpucranu s HamaneHo
TErno Terno* yPHHATA, HHBO Ha
aDHOpPMEH TecT OukapOOHarT B
3a TaHJeMHa KPLBTA
MOXO0JIXa,
HaMaseH Opoi
Ha OenuTe
KPbBHH KJIETKH,
[TOBULLIEHH
YepHOAPOOHH
CH3MMMU
ColanHu HecnocoOuocT

HPEHHGCTHBKH 3d YHCHC

*nocouyeHo karo HJIP npu nocTMapKeTHHIoBO CrIOHTaHHO CboOUIeHHe. UecToTaTta My €
M34YHKC/IcHa Ha Oa3aTa Ha MOsSBaTaA B KNMHMYHMTE U3MUTRAHUA WK aKO CHOMTHUETO HE CE €
CJYUHIO NO BpEME Ha KIIMHUYHUTE U3MATBAHUA.

BpoaeHn MangopMallii UIIH OrpaHH4aBaHe Ha pacTeka Ha nnojda (BX. ToukH 4.4 U 4.6).

[ €AHATPHUYHA TTONTYJIaLNA

[lo-4yecTo cHOOLLIABAHUTE HEXETaHH JIEKAPCTBEHHU PeaKiluH (2 MBTH) NPH Aelld OTKOJIKOTO MPH
BL3PACTHH B JIBOHHO CAENMY KOHTPOJHPAHHU NPOYYBAHUS Ca:

Hamanen aneryr,
YBENHUUEH areTHuT,
XHINEPXJIOpPEMHYHA aLlHA034a,
XHUIOKaleMHA,

ADOHOPMHO NOBECHHE,
Arpecui,

Anarus,

HavyanHo Oe3cbHue,
CyduuaHa uaeauus,
3aTpyaHEHa KOHUEHTpaLUus,
Jleraprus,

HapylieH uupkagcH pUuThHM,
HekadecTBeH ChH,
3acuiieHa JaKkpuMalius,
CuHycosa Opaaukapaus,
HeobuuaiiHn ycelnanus,
HapyuieHus B noxoakara.

Hexxenanure nekapcTeeHun peakuuy, co01aBaHy npy Aela, HO He W NMPU Bb3PACTHHU B ABOMHO CJIEMH
KOHTPOJINPAHH MPOYYBaHHS, CA:

Eo3znHogunus,

[IcXOMOTOpPHA XUITEPAKTUBHOCT,
CBETOBBPTEXK,

[ToBpbiuaHe,

XHUNEPTEPMHUAL,




e [lupekcus,
¢ HecnocobxocT 3a yueHe.

CrobuiasaHe Ha NOAO3MPAHU NEKAPCTBEHU PEAKIIUU

CoobulaBaHeTO Ha NOJ03UPAHH HEXEJIAHN PEaKLIMHU Clie] pa3pellaBaHe 3a ynoTpeda Ha JieKkapcTBEHUA
NPOAYKT € BaXKHO. TOBa N03B0OJIABa Aa C€ NPOABLIKHA HAOMIOASHHETO HA CHOTHOLLIEHHETO 10134/ PUCK
33 JIEKAPCTBEHUA NMPOAYKT, OT MEAMLIMHCKUTE CIIEHMAIIMCTH C€ M3UCKBA Aa ChOOLLABAT BCSKA
NoJo031paHa HeXeJlaHa peakilia upe3 HauMOoHaHaTa CHcTeMa 3a ¢boblaBane B ManwiHuTenHa
areHLHs Mo nekapcreara ya.,,Jlaman ['pyes’ Ne 8, 1303 Codwus, Ten.: +35928903417, yebcaHr:
www.bda.bg

4.9 Ilpeposupane

[lpy3Haiy U CUMIITOMMH

Cbo0l1i1aBa ce 3a ciy4yad Ha rnpeao3upaHe ¢ tonnpamar. [lpyusHauure 4 CHMIOTOMMUTE BKJIKOYBAT
KOHBYJICUHM, CBHIMBOCT, HapYlLUIEHHUS B PeUTa, 3aMbITIEHO BHKAAHE, JUILIONUA, HapyllIeHa MHUCI0BHA
ASHHOCT, TeTaprusa, aDHOPMHA KOOPAMHALIUMR, CTYTOP, XHNOTOHUA, DONIKKA B KopeMa, B30yaa,
3aMasHOCT Y Jenpecus.. B noBedeTo ciyydan KIMHHYHHATE [10CNISAMLM HE €A TeXKH, HO ce chodlana 1
32 CMbPTEH H3XOA CJIE NPESO3UpPaHE ¢ HAKOJIKO MEAHKAMEHTa, BKJIIOYHTENHO H TONHpaMar.

[Ipeno3upaHeTo Ha TONMpaMaTr MOXe Aa JOoBede J0 TexKa MeTabosiMTHa auugo3a (BXK. Touka 4.4).

JleueHue

[Tpy ocTpO Npeno3vpaHe Ha TOMUPaAMaT, ako JIEKAPCTBOTO € NOrbJAHATO HACKOPO, CTOMaxsT TpsbBa Aa
Ce M3Mpa3HH{ He3aDdaBHO Upe3 MPOMUBKA WM NMpEeIW3BUKBAHE Ha NoBpbllaHe. [IpoyuBaHUATA in Vitro
MOKa3BarT, Y€ aKTUBHMAT BBIJICH abcopbupa tonupamMar. Tpabea na ce nposeae HEOOXOAUMOTO
NoAAbPXALLO JICYUEHUE M NaUMeHTLT TpAbBa aa € nobpe xuaparupaH. XeMoauau3aTa npecTapisBa
e(deKTUBEH HA4YUH 3a OTCTPaHABaHE Ha TONMMpaMaT OT OpraHH3Ma.

5. ®APMAKOJOTHYHHU CBOHCTBA

5.1 PapMakoaAHHAMHYHH CBOHCTBA

(PapmMakoTepaneBTUUHA rpyna: Apyrd AaHTHEMIENTHLH, aHTHMHIPEHO3HH CPE/ICTRA,
ATC kon NO3AX11

MexaHK3bM Ha IEUCTBUE

Tonupamar ce knacugpuLUMpa KaTo cya@aMar-cyOCTUTYHpaH MOHO3axapHa. TOYHHUAT MEXaHHU3BM, Ype3
KOWTO TONMpaMaT yIpaKHABA CBOS aHTUKOHBYJICUBEH H NPOo(hHIaKTHUEH aHTUMHIPEHO3€EH edeKT HE €
U3BeCTEH. ENeKTpOPHIHOIOTHUYHHTE U DUOXUMHUYHHUTE NIPOYUBAHHA BbPXY KYNTHUBHPAHH HEBPOHH
[MOKa3BaT, Y& aHTUENUIECNTHYHATA ¢(PEKTHBHOCT Ha TOIIMPAMAaT BEPOATHO C€ ONpEaASas OT TPH
CBOMUCTBA.

AKUHOHHHTE MOTEHLWAIH, NIPEAM3BHKAHH MHOTOKPATHO MPH NPOILIDKUTENHA AETIOApU3aliUg Ha
HEBPOHMTE, Ce DJIOKMPAT OT TOMUPAMAT B 3aBUCHMOCT OT BPEMETO, KOETO npezanonara 6JJ0OKHpaHe Ha
HaTPUEBUTE KAHAH, 3aBUCELLO OT CbCTOAHUETO. TomMpaMaT NOBHLLIABA YECTOTATA, C KOATO rama-
aMuHOOyTHpata (GABA) aktuBupa GABAA peuentopute v 3acunea crnocobHoctTta Ha GABA na
HHIYLHpa [IOTOK OT XJIOpPHH HOHU B HEBpOHHTe. ToBa npeanonara, Y€ TONHUpamMaT NOTEHIHpa
aKTHBHOCTTA Ha TO3H HHXHOUTOPEH HEBPOTPAHCMHUTED.

To3u egekT He ce Onokupa OT hiymazeHUn — OeH301HA3EeNTHHOB aHTArOHUCT, U Cb
He YABbIKaBa BPEMETO Ha OTBaPAHE Ha KaHama, KOeTo pasrpaHHyaBa TONMUpaMar
moayaupaid GABA4 peuenropure.



Toit KaTO AaHTHEMUAENTHYHUAT NPOGKI HA TONUpaMaT NOAYEPTAHO CE Pa3lIHyaBa OT TO3HU Ha
OeH301Ha3eNMMHKUTE, TOW MOXKE Aa MOAYJIMpa O€H30AMa3ENHH-HEUYBCTBUTENHH NMOATHIIOBE HAa GABAA
peuentopa. Tonnpamar aHTaroHM3upa cnocoOHOCTTa Ha KauHaTa 1a aktuBHpa kauHaT/AMPA (a-
AMHHO-3-XHPOKCH~5-METHIH30KCa301-4 NPOITHOHOBA KUCEIUHA), TOATHI Ha Bb30yIHUMHTE
AMUHOKHUCEIHMHHHU (TNYyTaMAT) peLenTOpPy, HO HAMAa BUIHUM €(]PEKT BbpXY aKTHBHOCTTA HA PELEITOPHUA
N-meTuii-D-acnaprat-(NMDA) noarun. Te3u edeKTH Ha TONTMpaMaT ca B 3aBUCUMOCT OT
KOHLIEHTpaLMaTa B AMana3ona ot 1 uM no 200 uM, ¢ MuHMManHa akTHBHOCT, HaOr0AaBaHa rnpy 1 uM

10 10 uM.

OceeH TOBa, TONMHpAMaT NOTHCKA HAKOH H30€H3UMMHU Ha KapOoaHxuapasaTta. To3u papmakonoruyeH
e(heKT € MHOro No-cnad oTKOJNKOTO HabNKOJaBaHUA NIPH alleTa30J1aMUA, H3BECTEH HHXHOUTOP Ha
kapOoaHXnApa3ara, M HE CE IIPUEMA KATO OCHOBEH KOMITOHEHT HA aHTHENUIICNITUYHATA aKTUBHOCT Ha

Tonupamar.

[lp1 npoyuBaHKs BLPXY »KUBOTHH TOIMHMPAMAT NOKa3Ba aHTUKOHBYJ/ICHBHA AKTUBHOCT NPH
H3CNIeBAHHATA ¢ MaKCHMAaleH enekTpoluokos repu (MES) npu mwibxose U MHIIKH H € eE€KTHBEH NpHU
MO/IENIa Ha EITHAENCHS NPU MPU3aynl, KOWTO BKIIOUBA TOHMYHHU U abcaHc-noa00OHH NPUCTBIIH NpH
[UTbXOBE ChC CNOHTAHHO Apeanu3BUkaHa enunencus (SER) 1 TOHWYHH K KIIOHHWYHH I'bpUOBe,
HHAYLHMPAaHHU MpPH [UTbXOBE Ype3 BB30YXK1aHe Ha aMuraaia Wi rnodanHa Hexemud. Tonvpamar e
cnadbo epeKTHBEH €AMHCTBEHO NMPH OJOKUPaHETO HA KIIOHUMHHUTE I'bPYOBE, HHAYLUMpPaHU OT GABAA
peUenNTOPHHUA aHTArOHUCT NEHTUWIEHTETPA30.

[TpoyuBaHHA BLPXY MHIUKH, ApHEMAIIlH €1HOBPEMEHHO TONMMpaMaT U KapOaMaselHH Ml
peHobapbuTan, MOKa3BaT CHHEPrUYHa aHTHKOHBYJICUBHA ACHHOCT, AOKATO KOMOWHALIMATA C
(be€HWTOUH MOKA3Ba AOMbJIHHUTEIHA aHTHKOHBYJICHBHA AeHHOCT. [Ipu gobpe koHTpoIHpaHH
NOMbLIAHUTENHM MPOYUYBAHHUA HE € HabmonaBaHa B3aMMOBPb3Ka MEKY HaH-HUCKATa IIa3MeHa
KOHIIEHTpallMA Ha TOMHpaMaT U HEroBata KiMHH4YHa edprkacHocT. HaMa q1aHHM 3a NOHOCUMOCT NpH
Xopa.

AbcaHcu

[IpoBeeHH ca 1Be MaJIKH MPOYYBaHHA ¢ N0 €IHO paMo MpH Jdeua Ha Bb3pacT 4-11 roaunu (CAPSS-
326 u TOPAMAT-ABS-001). B eanoro ca yuacTanu 3 aeua, a B Apyroto 12, npeau aa Obae
MpeXAEeBPEMEHHO NPEKPATEHO fI0paay JIMMNCA Ha TepaneBTU4eH oTrorop. Jo3ure, H3NoN3BaHK B
NMpoy4BaHWATAa, ca A0 npudbnuzutenHo 12 mg/kg 8 npoyusaHe TOPAMAT-ABS-00]1 u MakCUMYyMBT
Ha No-MaJjkarta j03a ot 9 mg/kg naesHo win 400 mg anesHo B npoyuaHe CAPSS-326. Tezu
poyuBaHMA HE NMPEeAOCTaBAT JOCTATHYHO AOKA3ATENCTBA, 3a Aa C€ HAaNpaBH 3aKJIFOYEHHE OTHOCHO
edhMKaCHOCTTA W OE30MaCHOCTTA B IEANATPHYHATA MOIYJIaLMA.

MonoTepanus Mpy NaUHEHTH Ha Bb3pacT ot 6 to 15 roguHH, ¢ HOBOOTKPUTA MJIM HACKOPO
AUArHOCTHIUPAHA ENMUIEICHS

[TpoBeaeHO € EAHOrOAKILHO OTKPUTO KIIMHHYHO U3MMTBaHe NP NEAUATPUYHM NMALIMEHTH HA Bb3pacT
OT 6 10 15 roguHy, BKIOUYBaLIO 63 nalMeHTH ¢ HOBOOTKPHTA HIIM HACKOPO AMarHOCTHLIMPAHA
CMUWIETNCHS, ¢ LUeN Aa ¢€ OLCHAT ¢pekKTUTE HAa Tonupamar (28 nauKeHTH) BbpXY PacTeka, Pa3BUTHETO U
KOCTHAaTa MMHEpANIM3alus, B CpaBHEHHUE ¢ EBETUpalleTaM. B qreTe TepaneBTHUHH IPYIH €
Ha0/I0JaBaH NPOABDKABALL PACTEXK, HO B rpyrnaTa Ha TOMUpaMar ¢a OTYETEHH CTATHCTHYECKH
3HAYMMYA HAMAJIEHUS B CPEAHOIOAMIIHATA NPOMAHA cnpiaMo Oa3UcHaTa CTOMHOCT Ha TeIECHOTO Tero
M KOCTHOMO3bYHATA IUITHOCT, B CPaBHEHKME ¢ TpynaTa Ha JieBeTHpaueTam. [ToqodHa TeHAeHLHA, HO
HE CTATUCTHAHECKHM 3HA4YMMa, ¢ HabroiapaHa Ch10 U NMPU PhCTa U CKOPOCTTa Ha pactexa. [lpoMeHure,
CBBP3aHH C pacTexka, He ca OWIH KIMHUYHO 3HAUMMH, HHTO OrpaHH4aBalliu JedyeHHeTo. He mo
ObaaT U3KIIOYEHH ApYyru o0bpKBamK (akTOpH.

3.2 PapMaKOKHHETHYHH CBOHCTBA

(DunmupaHuTe TabNETKH U TRRPAUTE KANCYJIM ca OMOEKBHBATIEHTHH,




DapMaKOKWHETHUHHAT HPOJPUN Ha TONUPAMAT, CPAaBHEH C APYIH AHTHENWIENTUUHH CPEACTEA,
MOKAa3Ba AbJAbI MJa3MEH NMONYKUBOT, TMHEHHA (papMaKOKMHETHKE, Npeodianapawl Ob0pedeH KIUpBHC,
JIMIca Ha 3HAYWUTENHO CBBP3BAHE C MPOTEUHH H JIMICA KA KIIMHUYHO 3HAUMMH AKTHBHU METaOOIUTH.

Tonupamar He € CHIEH HHAYKTOP Ha NeKapCcTROMETa00NU3HpAlIH €H3UMH, MOXKE J1a CE€ MPHEMa
HE3aBHCHMO OT XPaHEHHATA U HE € HEOOXOAMMO PYTHHHO MPOCNEIABAHE HA MIa3MEHUTE MY
KOHLEHTpaUMH. B K1MHHYHHTE NpoyuyRaHUs He ce HabnonaBa nocaeaoBaTe/IHa Bpb3ka MEXKAY
[JIA3MEHHTE KOHIUEHTPaI[UY U €PUKACHOCTTA HITH HEXENAHUTE ChOMTHS.

Abcopbuus

Tonnpamat ce abcopbupa 0wp30 ¥ necHo. Cnen nepopanno npunoxenue Ha 100 mg Tonupamar npu
3IApaBH MALMEHTH CpeAHaTa IHKOBA M1azMeHa koHueHTpauus (Cmax) ot 1,5 pg/ml ce gocrura B
paMKHTe Ha 2 10 3 4yaca (Tmax).

[IpoyyuBaHHs Ha paJlMOAKTHBHOCTTA B yPHHA MOKA3BAT, 4€ CpeAHAaTa cTeneH Ha abcopbuus npu
nepopayida ao3a 100 mg 14C-ronupamar e He no-manko ot 81%. He ce nabnropaBa KNMHUYHO 3HAUUM

e(PCKT Ha XxpaHaTa BbpXy OMOHAMUUHOCTTA HA TONHpamar.

PasnpeneneHue

ObuxkHoeeHo 13-17% o1 TONMpamar ce CBBP3Ba ¢ rnasMeHuTe npoteuHu. Habarogasa ce HUCBK
KanauUTET Ha CBBbP3BAHE HAa TONHPAMAT B/BLPXY €PUTPOLIMTUTE, KOHTO Ce€ HACHLIA NPH TU1A3MEHH
KOHUEHTpaunn Haa 4 pg/ml. ObembT Ha pasnpeneneHue Bapupa o0paTHONPONOPUHMOHAIHO Ha A03aTa.
Cpennnat npyuBuieH obem Ha paznpeneneHue ¢ 0,8 no 0,55 I/kg 3a eaHuuna 103a B AManasoHa oT
100 go 1200 mg. Habnropaea ce 3aBUCHUMOCT Mexay obeMa Ha pasnpeneneHue U nona. CToRHOCTHTE
[py XKEeHHUTE ca oKkoJIo 50% ot Te3u npu Mbxere. ToBa ce CBBLP3BA C O-BHCOKHUA MPOLICHT HA MACTHTE
B OPraHM3Ma Ha KEHHTE U HAMA KJIHHHUHN HOCIISAMLIM.

buorpancdopmanms

Tonupamart He ce Metabonuampa B rosasaMa creneH (~20%) npu 3apasu aodposonuu. Metabonuzupa
ce 1o 5% npu nauyeHTH, NpoBeJALXA CHITHTCTRALA AHTUENWIIETITUYHA Teparus ¢ W3BECTHH
MHAYKTOPH Ha JieKkapcTBoMeTabonn3upaitum en3umiu. lllect Metabonura, obpazysaHu upes
XUIPOKCHUNALMaA, XUAPOAM3a H MOKYPOHU3ALK, ¢a U30NHpaHH, OXapaKTepU3IUpaHH K
MAEHTUQULIMPAHHU OT IU1a3MaTa, YpUHATa U QEeKauuTe rMpu Xopa. Becekun MeTabonUuT NpeacTanisapa no-
MaJIko oT 3% oT oblara paaMOaKTHBHOCT, €KCKpeTHpaHa ¢iel ynorpebara Ha 14C-TonupaMar.
Macnensanu ca ABa MeTabDONMTA, KOMTO 3aMa3BaT MOUYTH HAMb/IHO CTPYKTYPATa HA TOIIHPAMAT, H €
YCTAHOBEHO, Y€ UMaT ¢J1aba WiH HAMAT HUKaKBa AaHTHKOHBYJICHBHA aKTUBHOCT.

EnuMuUHUpaHe

[Ipy XOpa OCHOBHUAT N'BT HA €1MMUHUPAHE Ha TOMMpPaMaT B HENPOMEHEH BH/ U HETOBHTE
MeTabOIUTH € npes OBOpeuuTe (He no-Manko or 81% ot no3ara). [lpubnuznrentno 66% ot nozara Ha
14C-ronupamar ce eKCKpeTHpa B HENPOMEHEH BU/1 B YpUHATa B paMkHTe Ha 4 aHH. Chen ao3upaHe
ABa IbTH Ha AeH ¢ 50 mg 1 100 mg Tonupamar cpeaHuaT 60pedeH KIHPBHC ChOTBETHO €
npubnusutento 18 ml/min u cvorBerHo 17 ml/min. Uma nannu 3a 61x6peuna Tybynxa peabcopbums
Ha TonMpaMar. ToBa € NOAKPENEHO ¢ pe3yaTaTH OT U3CIEABAHUA BBPXY IUIBXOBE, [PH KOUTO
TONUPAMAT € [IPUNOXKEH ENHOBPEMEHHO ¢ NpobeHeUna U ce HabioaaBa 3HAYUTENHO MOBHILABAHE Ha
OLOpeqHHs KIMPBHC Ha TondpaMaT. Q0110 Ny1a3MeHHUAT KIIMPBHC IpH Xopa e oT 20 ao 30 ml/min cnen
[EPOPAITHO NMPUIIOKEHHE.

Tonupamar € ¢ HUCKA BapHaOMITHOCT MO OTHOUWIEHHE Ha IIa3MEHUTE KOHLEHTPALIMH NPH pasTHYyHUTE
[MalHEeHTH, NMOpaan KOETO UMa NpeaBUanMa PapMakokHHETHKA. PapMaKOKMHETHKATA Ha TOTIHpaMar

HMa IMHECH XapaKTep, KaTo [UIA3MEHHAT KIHPBHC OCTaBa NMOCTO4HEH, U TUIOLUTA 1104 KPURA
J1a3ME€HaTa KOHLUEHTpalUus HapacTBa NponopLUOHAIHO ¢ YREJIHYaBaHe Ha A03aTa B Ada
a0 400 mg enHOKpaTHa NiepopaiHa 1034 Mpy 3apaBd gooposonud. [1py nauyeHTH ¢ H

Ay
ObOpeuHa QyHKUMA MOXKE Ja H3MHHAT OT 4 10 8 AHY [0 MOCTUTaHE Ha CTALMOHAPHU ] ol "‘\% \
KoHIIeHTpauuu. Cpeanata Cmax cies MHOTOKPATHO NPHUEMaHe Ha MepopaiHa 1034 O @d mg ABa .y | 3
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EQHOBpEeMEHHUAT MHOTOKpaTeH rnpueM Ha tonupaMat oT 100 go 400 mg nsa mbTH AHEBHO C
(peHUTOUH KUK KapbaMasenuH NoKa3Ba MOBUILUCHMS B IU1a3MeHAaTa KOHLEHTpaLUs Ha ToNUpaMar,

IPONOPLUAOHAIIHU Ha JO34TA.

[lnazMeHUAT U OBLOPEUHHAT KIMPBHC Ha TONIMUPAMAT HAMaNABAT MPH MALIMEHTH ¢ YBpeaeHa 6b0peyna
¢pyHuMa (CLCR <60 ml/min), a niiasMeHMAT KIUPBHC HA TONKpaMaT HaMmaJifaBa MPH NAaLMEHTH B
NOCJEAEH CTaaui Ha ObOpevHo 3abonsBaHe. B pe3ynTaT Ha TORA ce OMAKBAT MO-BUCOKH CTALIMOHAPHH
MJa3MEHHW KOHUCHTPALMK Ha TOMUPAMAT 3a AacHa 103a NPH NalMEeHTH ¢ HapyueHa Os0peyHa
(PYHKUMSA B CpaBHEHHE C NALMEHTH ¢ HOpManHa Ob0peuHa dyHkuHa. Tonupamar epeKTUBHO ce
OTCTpaHABA OT TJ1a3MaTa ¢ XeMOA1alu3za.

[L1asMeHHAT KIMPBHC HAa TONMKpAMaT HaMaIAaBa MPH NALHWEHTH C YMEPEHO 10 TEXKKO YEPHOAPOOHO
yepexaade. [1nasMeHuaT KIMpBHC Ha TONIMpaMaT OCTaRa HEMNPOMEHEH NPH MAaLHEHTH B HanpeaHaIa
BB3PacT MNpH JHUNCa Ha CHITbTCTBALLO OBOpeuHo 3aboaBaHe.

IleqnaTpuyuna nonyaauus (¢papMakOKHHETHKA, 10 12-roguiliHa Bb3pacT)

DapMaKOKHHETHKATa Ha TONMPaMar IpHU aela, Nodo0HO Ha Ta3zu NMpU BL3IPACTHU HA AOIb/IHHTEIHA
Tepanus, € NMHENHHa, C KIIMPBbHC, HE3ABHCELL OT A03aTa M CTALMOHAPHH NJIa3MEHHA KOHLIEHTPAllHH,
MOBHLUABALLH C€ MPOMOPLIHOHAIHO HAa KOHLEHTpauuaTa. leuara, obaue, UMAT NO-BUCOK KIMPBHC H
No-KbC €JIMMHHAUMOHEH IO XKHBOT. CIEA0BATENHO, IMJIA3MEHUTE KOHLIEHTPALIMK Ha TONHpaMar 3a
€/IHa M Chbila A103a B mg/kg MOXkKe f1a ca MO-HHCKHM NPH Aela B CpaBHEHHE C Te3d NpH Bb3pacTHU. KakTto
N NPH Bb3PACTHHUTE, YEPHOAPOOHNUTE EH3UMH, UHAYLIMPAIUHY aHTUETIUNEITHYHHTE JIEKAPCTRA,
HaMaJABaT CTALlHOHAPHUTE NNAa3MEeHH KOHLEHTPALMH.

5.3 [IpeAKTHHHYHM JaHHH 32 0e30MACHOCT

[Ipy HEKIIMHHWYHH U3NUTBAHHSA BBPXY PEPTUNMTETA, KbAECTO MaYMHATA M DalllMHATE TOKCHYHOCT € He
no-Bucoka ot 8 mg/kg AHEBHO, HE ce HabaaaBaT €(PEeKTH O OTHOLLIEHHE HA PepTUIIUTETA TIPH
MBXKKH U XKEHCKH ITBX0BE npH 203K oT 10 100 mg/kg aHeBHo.

[IpeAKANHUYHHATE NPOYHBaHHA HA TOMMPAMAT [IOKA3BAT TEPATOT€HHH ePEKTH BBPXY H3CIEABAHUTE
YKHBOTHHCKH BHJIOBE (MHUIUKH, IUTbXOBE, 3aiLiH). [IpH MHILLKH TErmoToO Ha Mio/a HaMasiBa, a
BKOCTABAaHETO e 3abaBa npu ao3a ot 500 mg/kg nHeBHO, KOETO € CBBP3aHO ¢ TOKCHYHOCTTA BHPXY
Maiikara. O0muaT Opoi Ha eTanHUTe MaPOpMAaLIHK NPH MUILIKH C€ YBEIW4aBa BLB BCHUKMU JeyeOHH
rpynu (20, 100 u 500 mg/kg nHeBHO).

Ho3zozaBrncrMa MaiduMHa ¥ eMOpHodeTaiiHa TOKCHYHOCT (HaMalleHO TEro Ha tuioaa Wi saGaBeHo
BKOCTABAHE) ¢ MUHHMAJTHHU CTOMHOCTH A0 20 mg/kg nHeBHO ce HabmoaBa MpH [UILXOBE ¢
TEPAaTOreHHH ePeKTH (nedekTH B KpaHULIKMTE M NpbeTHTE) Npu 400 mg/kg AHEBHO M noBeYe.
Habronasanara no3o3aByMcuma MaifyMHa TOKCHYHOCT NMpH 3aild € MUMHMMYM |0 mg/kg nHEBHO ¢
eMOpHopeTaTHA TOKCHYHOCT (YBETWYEHa CMBPTHOCT) NPH A03H 10 35 mg/kg NHEBHO H TEPATOrEHHH
edexTy (MandopManni Ha pebpara U rppbOHauHms ¢Tua6) npu 120 mg/kg AneBHo.

TeTpatoreHHuTe eEKTH NMPU NABXOBE K 3aHIM Ca CXOAHH C Te3H, HabNI0AaBaHH IPH MHXHOUTOPHUTE
Ha KapOOaHXHAPA3aTa, KOUTO HE ¢a CBbp3aHH ¢ MajipopMauru npH xoparta. EQekTsT BBpXYy pacTexa
CE€ NPOABSBA M C MO-HUCKO TEIJIO NIPH PAXIAHE U 10 BpEME HA KbPMEHE Ha MAJIKH TUTBXOBE OT KEHCKHU,
TpeTupaHu ¢ 103K oT 20 uiu 100 mg/kg nHeBHO o BpeMe Ha OpPEMEHHOCTTA U NEPUOAA Ha KbPMEHE.
[ Ipx rsXxoBe ToNHpamar npeMUHaRBa Mpe3 IUTalleHTHaTa Dapuepa.

JHEBHUST NepopalieH pHEM Ha TOMHpaMaT MpH MIaAH (IBX0BE B 103H oT A0 300 mg/kg qHeBHO
[MepHoOJa Ha NoApacTBaHe, CbOTBETCTBALL HA PAHHO JAETCTBO, AETCTBO U OHOIIECTBO, BOAX
TOKCHYHOCT, 10A0OHa Ha Ta3H NpPH Bb3PACTHUTE MHAUBHUAM (HAMaJleHa KOHCYMaLlMs Ha X
HaMajleHO MOKa4YBaHe Ha TErJ0TO, LEHTPOJ0OY/IapHa XenaToLeyaapHa XunepTpodHs).
HaOnKaaBaHH ed)errm BbPXY PacTeXkKa Ha AhJIrata KocT (FoMsM IMHLLA ) WK KOCTHATA




[Tpu HAOOP OT in Vitro U in vivo UICIECABAHUA 32 MYTATEHHOCT TOMTHPAMAT HE € MOKa3aj N'eHOTOKCHYEH
NOTCHLHAT.

6. OCAPMAILEBTHYHHA JAHHHA
6.1 CnHCBhLK HA NOMONIHHTE BEIecTBa

Cvpyesuna Ha mabremxama.
MuKpoKpHCTaTTHA UETYI03a

ManuTon

HaTpueB HULISCTEH MMHKOJIAT (THIT A)
[1pexenaruunsupano Huwecte ..M
KpocnoBHa0OH

[loBuaoH

Maruezues creapar

KapHayOGcku BOCBHK

Hokpumue, 25 mg dpurmupanu mabremru
Xunpomenosa (E 464)

JlakTo3a MOHOXHPAT

Maxporon 4000

Tutanos auoxcua (E 171)

Hoxpumue, 50 mg purmupanu mabremxu
Xunpomenosza (E 464)

JlakTo3a MOHOXHApAT

Makporon 4000

Tank

[IponuieHraMkon

TuranoB guokcup (E 171)

XuHOMUHOBO »KBJITO (E 104)

lHoxpumue, 100 mg purmupanu mabnemxu
Xunpomenosa (E 464)

[TponuneHrmuKon

TuranoB muokcua (E 171)

CoHcet xkbito (E 110)

Tank

6.2 HechBMECTHMOCTH
Henpunoxumo

6.3 CpoK Ha TOAHOCT

HDPE 6anka: 3 roguHu.
PVC/PE/PVDC/Al Gaucrep: 3 roquHH.

6.4 CnenMa’iHe ycJIOBHS HA ChXpaHEeHHe

HDPE 6aHka: He u3uckea cneunaiHy ycaoBHA 3a ChXPaHEHHE.
PVC/PE/PVDC/AI 6auctep 100 mg: /1a ce coxpanspa nox 30°C.
25 mg 50 mg: He n3uckBa cnielyaiHu yCJIOBHS 34 C

6.5 BHA H ¢CBABPKAHHE HA ONNAKOBKATA

HDPE banka, cpabpikaiiia TopOuika ¢be CyLIHTEN.



Besika onakoska cbabpxa 60 tabneTkn.

PVC/PE/PVDC/ALl 6nucrep:
Bcesaka omakoBka ¢baspaka 28, 30 unn 60 tadbaerkw.
He BcHukH BUAOBE OMAKOBKH MOrat a ObJaT MycHaTH B npoaaxoba.

6.6 CneunajaHy npeanazHd MepPKH NPH U3XBBLPJSIHE

HaMa crieliMaJIHyu U3UCKBAHMA.

7. [IPUTEXATEJL HA PASPEHIEHHUETO 3A YIIOTPEBA
G. L. Pharma GmbH
Schlossplatz |
8502 Lannach
ABCTpH

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

9. JATA HA ITBPBO PASPEUIABAHE/TTIOJHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEDBA
19.01.2009/19.08.2014

10. JATA HA AKTYAJIL3UPAHE HA TEKCTA

OKTOMBpH/2023




