KPATKA XAPAKTEPUCTHUKA HA NNPOAYKTA

AO/70 /XY

1. UME HA JTEKAPCTBEHUS NPOAYKT

Jlunedop 50 mg TBLpAM Kancynu 72‘9/ O 07
JIunedop 75 mg TBBpAM kancynu
Jlunedop 150 mg TBBpAM Kancynu

Linefor 50 mg capsules, hard
Linefor 75 mg capsules, hard
Linefor 150 mg capsules, hard

npezabanur/pregabalin
2. KAYECTBEH U KOJIMMECTBEH ChCTAB

JInnedop 50 mg TBBpaM kancynu

Bcesika TBbpAa Kancyna chaspika S0 mg nperabanu.

[loMOIIHO BEIIECTBO ¢ M3BECTHO elicTBHE: TaKTO3a MOHOXMApAT.
Besika TBbpza kancyna ceaspxka 18 mg nakrosa MOHOXHpaT.

Jlunedop 75 mg TBHpAM Kancynu

Besika TBbpaa kancyna chaspxka 75 mg nperabaiuH.

[TOMOLIHO BEIIECTBO C M3BECTHO AeHCTBHE: JTAKTO3a MOHOXHpaT.
Besika TBbpaa kancysa ceaspxka 27 Mg JIaKTO3a MOHOXH/IpaT.

Jlunedop 150 mg TBBpAM Kancynu

Bcesika TBbpa kancyna chabpika 150 mg nperadanuH.

[ToMOLIHO BELIECTBO ¢ M3BECTHO AEHCTBHE: TAKTO3a MOHOXUpaT.
Besika TBbpaa kancyna chabpka 54 Mg JIaKT03a MOHOXM/IPAT.

3a MbJIHUA CIIUCHK Ha [MOMOLLHHUTE BElUeCTBa BUXKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

TBbpaa kancyna

JInnedop 50 mg: benu, TBbpAM KenaTHHOBHM KarCysH, ¢ OTHeYaTaHo ,,50 BBpPXY
TAJIOTO, CHABPXKALUK OAN WK NMOYTH O Mpax WM J1EKO YILTbTHEHHU
arnomeparu. PasmepsT Ha Karicynara e Ne 3.

JInnedop 75 mg: TI'Bbpau sxenaTuHOBY Kancynu, ¢ 6510 TAI0 ¢ OTHEYATAHO gl B
YEPBEHO-Ka(sBa Kanayka, ChAbPXKALUM G5 MM OYTH BT npax Wiu
JIEKO YIUTbTHEHH arjiomMepatu. PasmepsT Ha kancynara e Ne 3.

JIunedop 150 mg: benu, TBbpAM KeNATUHOBH Karcyu, ¢ OTIEYaTaHo »150% BBpXY
TAJIOTO, CHABPIKALIN OAN WK NOYTH G Npax WM 1eKO YIUTbTHEHH
arnomepatu. PasmepsT Ha kancysnara e Ne 1.

4. KJUHUYHH JAHHHU

4.1 TepaneBTHYHH NOKA3aHHS

HesponarHa 6oska I
JIunedop e nokazan 3a neuenue Ha nepuepHa U LIEHTpaJIHA HEBPONAaTHYHA 60JTKa MPH BE3PACTHY, .




Enwiencus
JlaHedop e nokasaH Karo NOMKIHUTEIHA TEPAITHs NPH BB3PACTHH C MapLUHanHy NpUNAaBLK ChC HIH
Ge3 BTOpHYHA reHepanu3anys.

[ enepanuzypaHo TPEBOXHO pa3cTpoiicTBO

JInHedop e nokasaH 3a IEYCHHETO HA reHEPATM3UPAHO TPEBOXKHO pa3cTpoicTBo (GAD) npu
BB3PACTHH.

4.2 [l03HpPOBKA H HAMIHH HA MPRJIOKEHHE

O3UpOBKa
HloszoBusaT unreppan e or 150 1o 600 mg Ha nex, pasNpeAe/iCHH B ABA HIIM TPU NTpHEMA.

Hesponamua 6onxa

JleyenneTo ¢ nperabanin Mose Aa 3amouHe ¢ 103a ot 150 Mg Ha CH, pa3sfe/ieHa Ha ABa WM TPH
npHeMa.

B 3aBHCHMOCT OT HHAHBHAYAIHHS OTIOBOP HA NALHEHTA M NMOHOCHMOCTTA, /103aTa MOXe Ja Onae
yBenuuena o 300 mg Ha new cnex uHTepBan ot 3 1o 7 OHH, a pU HEOOX0AUMOCT, 10 MaKCHManHa
Ao3a ot 600 mg Ha neH cien AOTIBIHUTENEH 7-THEBeH HHTEpBal.

Enunencua

JleyenneTo ¢ nperaGamuH Moxe fa 3anmo4He ¢ xo3a oT 150 mg Ha ACH, pa3iesieHa Ha [BA WIH TPH
npueMa.

B 3aBHCHMOCT OT HHAWBHIYATHHUS OTroBOp Ha NMAaUMEHTa X MOHOCHMOCTTA, J03aTa MOXe fa Ohe
ysenHieHa xo 300 mg Ha neH cnen 1 cenMuia. MakcHManHaTa no3a ot 600 m g Ha ICH MOxe 1a 6nae
AOCTUrHATA CNEX OIlE EAHA NOITHJIHHUTEIHA CeqMHUIIA.

T'enepanusuparo mpegoxcro pascmpoiicmeo
JlosoBuar uHTepsan e ot 150 1o 600 mg Ha neH, pasAeNieH! Ha [Ba UMY TPH NIPHEMA.
Heobxonumocrra ot nevenue Tpadpa ma ce mpeoLeHssa PEIOBHO.

Jleuenuero ¢ nperabanuH MoXe na 3anoyHe ¢ 703a ot 150 mg Ha AcH. B 3aBHCUMOCT OT
HHIUBHAYANHHA OTTOBOP Ha MAlMCHTa H NOHOCHMOCTTA, 103aTa MOXe a 6bae yBeanuena no 300 mg
Ha acH cnena 1 ceomuua. Cien owte eaHa JOMBNHUTENHA CEOIMHLA, N03aTa MOXKe J1a ¢e yBenuuH 10 450
ng Ha reH. MakcumaniHaTa n03a ot 600 mg Ha aeH Moxe Oa 6bie NOCTHTHATA Chen OlLIEe eHa
JOMBIHUTETHA CSAMHL.

IIpexpamseane na neuenuemo c npezabanun

B cBOTBeTCTBHE € HACTOALIATA KIMHHYHA IPAKTHKA, AKO JIEYEHHETO C nperadanuH Tpabea ga 6vae
NPEKPATEHO, MPENOpPhiBa CE TOBA Aa CTAHE MOCTENEHHO B NIPOABIKEHHE Ha MHHUMYM Ha 1 cenMua,
HE3aBHCHMO OT MMOKA3aHHETO (BX. ToukH 4.4 u 4.8).

Bvbpeuno yepeacoane

[IperabanuH ce enNUMHHHPA OT CHCTEMHOTO kpbBOOOpalIeHHe r1aBHo Ype3 GOpeuHa ekcKpeLHs B
HEMPOMEHEH BU/. TBH KaTO KMHPLHCET Ha NperabaliH € NpaBoIpPONOPLMOHATEH Ha KpPEeaTHHHHOBHA
KNHPBHC (BK. TOYKA 5.2), HAMATABAHETO HA J03aTA ITPH MALMEHTH C HapylueHa 6p0peuna GyHKIMS
Tp6Ba fa ce MHANBHAYATH3HDA B ChOTBETCTBHE C KPEATHHUHOBHS KIHPEHC (CL), KakTo € mocoueHo
B Tabnuua 1, kato ce u3non3sa cneguara bopMyna:

CLer (ml/min) = [(1,23 x [140-Bb3pacT (roguun)] X Terno (kg))/(cepymen kpeaturnn (umol/1))] (x
0,85 3a xxenn)

[IperabanuH ce oTcTpaHsiBa eheKTHBHO OT IUTa3MaTa 4pes xemoananusa (50% ot nekapcTBoTO 3a 4
yaca). [Ipn nanpeHTH Ha XeMoAHANM3a HEeBHATA 0032 nperabanun Tpa6Ba fa ce ananTupa B
3aBUCHMOCT 0T OpOpeunaTa ¢pyHkuusa. B gonbaHeHne kKbM QHEBHATA 71033, HEMIOCPEACTBEHO CNel
BCAKA 4-4acoBa XeMOIHATH3A, TpaOBa a ce Npunara JOMBIHUTENHA 1034 (Bx. Tabinuua




Tabauua 1. AZanrupaHe Ha J03aTa Ha nperadaJuH B 3aBUCHMOCT oT 6b6peunaTa pyHknug

KpeaTHHHHOB
KJAHPBHC (CLy) O0ma auesHa no3a nperabaaun * Pexum Ha NO3HpAHE
(ml/min)
HavanHa n03a MakcHmanHa nosa
(mg/nen) (mg/aeH)

> 60 150 600 BID wnu TID
>30 - <60 75 300 BID wm TID
=>15-<30 25-50 150 BeaH®x AHEBHO WK

BID
<13 25 73 BenHbx AHEBHO
JIOMBLITHUTENHA A03a Cled XeMoauanusa (mg)
25 100 EnHokpaTHa no3a’

TID = Tpu npuema AHEBHO

BID = Ipa npriemMa THEBHO

* Obmara nHeBHa no3a (mg/neH) TpabBa Aa ObAe pa3feNeHa KaKTo € YKa3iaHO B PeXHMAa Ha JO3HPAHE,
34 Ja ce NoJryvyaT mg/ao3ara

* HOMWITHUTETHATA 034 € eAHOKPATHA

Yeprodpobro yapesxcoane
[Ipn nauuenTH ¢ 4epHOAPOOHO yBpekAaHE HE C& H3UCKBA KOPEKIHMA Ha N03aTa (BXK. Touka 5.2).

Ileduampuuna nonyaayus

be3onacHOCTTa M eHUKACHOCTTA Ha niperabaiuH Npy Aeua nox 12-roguiiHa Bb3pacT H NPH IOHOMH
(12-17 roauiuHa BB3pacT) He ca yCTAaHOBEHH. HannmyHuTE NOHACTOAILIEM JAHHH €4 OITHCAHH B TOUKH
4.8, 3.1 1 5.2, HO NpenoOpLKY 3a NO3UPOBKATA HE MOTaT Aa 6baaT JaaeHH.

QMﬂQHECRﬂ gb3pacm

[Ipu mauMeHTH B cTapyecKa Bb3pacT MOXKE 1A C€ HAJIOXKH HaMalABaHe Ha 03aTa Ha mperabanux
nopaau HaManeHara 6pbpedna pyHKUMA (BK. ToUKa 5.2).

HauuH Ha NPUIOKEHHE
JiuHeop MOXKe Ia ce NMpHEMa Che K Oe3 XpaHa.

JInnedop e caMo 3a EpOPaATHO IPHIIOKEHHE,
4.3 IlporuBonokKasanns

CBpBX4YBCTBHTENTHOCT KBM aKTHBHOTO BELIECTBO WIH KBM HAKOE OT MTOMOLLHHTE BEIEeCTBa,
u30poeHn B TouKa 6.1.

4.4 CrneunajHu npeaynpexaeHHs! H NPeANA3HH MEPKH NpH ynoTpeba

[NauueHtH c guaber
B cboTBETCTBME ¢ HACTORIIATA KIMHHYHA NMPAKTHKA, IPH HAKOHM NALMEHTH ¢ AHaber, KOMTO HAIaBaT
Ha TErNO NpH JiedeHHe ¢ nperabanuy, Moxe fa € HeoOX0AHMO amanTHpaHe Ha XMMOTTHKEMHYHH

JIEKAPCTBEHHU NPOAYKTH.

PeakiiMy Ha CBPbXYYBCTBUTEIIHOCT
OT nocTMapkeTHHrOBHA OTIUT MMa CHOOLIEHNS 34 peaKLIHH HA CBPBbXYYBCTBUTEIHOCT, BKIIOYHTEHO

Cliyuad Ha aHruoeneM. Jleuenuero ¢ nperabanun TpaOBa Aa ce npekpaTH He3abaBHO, aKo Ce TIOIBST
CHMIITOMH Ha aHrMoeeM, KaTo OTOK Ha JIHLIETO, OKOJIO YCTaTa HWIM Ha FTOPHHUTE AMXATeNHH THTUILA.

Texku koxkHU Hexenanu peakiun (TKHP)




(TEH), kouro Morat aa 6baaT XKMBOTO3acTpallaBailly K ¢ JieTalel u3xon. Koraro ce mpennucea
nperabanuH nauMeHTHTe TpadBa na 6vaaT HHGOPMHUPAHH 32 NpU3HALMTE U CHMIITOMUTE H fa ObaT
Ha0noAaBaHH ¢ MOBHILIEHO BHUMAHHE 3a KOXHHU peakUMH. AKO Ce NOABAT NPU3HALM H CUMITTOMH,
NoACKa3Balld 3a Te3H peakiuH, IpUEMBT Ha nperabanuH Tpabea He3abaBHO 1A ce CIpe U 1A ce
obMucnu apyro nedeHue (criopes HeoOXoaHUMOCTTA).

3aMasHOCT, CBHIUBOCT, 3aryba Ha ch3HaHKue, 00bpKBaHe H YMCTBEHO YBpeXAaHe

JleyeHneTo ¢ nperabaiyH € CBbP3aHO ChC 3aMafHOCT H CHHIHBOCT, KOMTO OMXa MOTJIH Ja YBEIHYAT
4YeCcToTaTa Ha CITy4YalfHO HapaHdBaHe (11ajaHe) npy nonynauusaTa B cTapiyecka Bb3pact. UmMa coio 4
MOCTMapKeTHHIOBH ChOOLIEHHA 32 3aryfa Ha Ch3HaHUe, OOBPKBAHE H YMCTBEHO YBpe)KAaHe.
CnenosatenHO nauueHTHTE TpabBa 1a OBAAT NOCHLBETBAHY Aa OBAAT C NOBHILEHO BHHMAHHE, JOKATO
He ONO3HAAT Bb3MOXHHTE €deKTH HA NEKAPCTBEHHUA NPOIYKT.

Edexry, CBEp3aHH CBC 3PEHHETO

B koHTpoNHpaH{ W3NHTBAHHUA MO-roNAMA YacT OT NALMEHTHTE, JIEKYBaHH ¢ nperabannH, crob1asar
33 3aMBINIEHO BIDKaHE B CpaBHEHHE C NALMEHTHTE, JIEKYBaHM ¢ IU1aLef0, KOETO B ITOBEYETO CITyYaH €
OT3BYUYaJIO B X04& Ha IeYeHUeTo. B KITHHHYHUTE MPOYYBAHHUSA, HIPH KOUTO €A NIPOBEACHH

O TanMONOrHYHH HICNEABAHNA, UECTOTaTa Ha HAMAIABAHE HA 3PUTEIHATA OCTPOTA H MPOMEHHUTE B
3PUTETHOTO [10J1€ € MMO-BHCOKA MMPH NALMEHTH, NEKYBAHHU C nperabaiuH, OTKOJKOTO NPH MAlHEeHTH,
JIEKyBaHH ¢ nnauedo; uecTorara Ha QYHIOCKONMCKUTE NMPOMEHH € TO-ToJiAMa NPH NalLHEHTHTE,
NieKyBaHH ¢ wauebo (Bx. Touxa 5.1).

OT nocTMapKETHHIOBHSA OMNMUT CRUIO Ce ChoOIIana 3a HeXellaHH IEKapPCTBEHH PEeaKIUH 110 OTHOHIEHHE
Ha 3PEHHETO, BIJTIOYHTETHO 3aryba Ha 3peHue, 3aMBIVICHO 3pSeHHE HIIK OPYTH IPOMEHH Ha 3pHTENTHATa
OCTpPOTa, MHOT'O OT KOUTO €A IMPEXOTHH.

IIpexparsapadeTo Ha JIeYeHHETO ¢ nperabaniH MoXe Ja JOBele K0 OT3BYYaBaHe WIH NogoOpABaHe Ha

T€3H 3PUTENHHU CUMITTOMM.

brbpeuna HenoCTaATEYHOCT
CnobnraBat ce cnyday Ha OpOpedna HENOCTATHEYHOCT KATO NMPH HAKOH OT TAX MPEKPaTABaHETO Ha
JieYyeHHETo ¢ nperabanuH nokaspa oOpaTHMOCT Ha TA3H HEXEJIAHA JIEKapCTBEHA peakLyA.

[Ipekparasane Ha 1€YEHUETO CHC CHILTCTRAIM AHTHEHICIITHYHH ICKAPCTBEHH NPOAYKTH
HsMa 1ocTaThUHO AaHHU 33 NPEKPATABAHETO Ha NPHeMa Ha CHITBTCTBALKMTE aHTHETWIESITUYHI

JIEKAPCTBEHU MPOAYKTH Clen MOCTUTaHe Ha KOHTPOJI Ha NMPHTIATBUKTE ¢ NperabaiuH Karo
NONBJIHUTENHO NIEYEHHE, 3a PeMUHABaHe HA MOHOTEpanuA ¢ nperabGantH.

3acToiiHa ChpJieYHa HEJAOCTATHYHOCT
HMma nocTMapKeTHHIOBH CHOOIUEHNA 33 3aCTOMHA ChpAEHA HEAOCTATHYHOCT IIPH HAKOH MALIUEHTH,

npuemMally rnperabanuH. Te3u peakuuy ce HaGniogaBaT NpeAMMHO NPH NALIMEHTH B CTAp4ecKa
BB3PACT CBC ChPACYHOCHAOBH YBPEKAAHUA 10 BPEME Ha JIeUeHHUE ¢ NperadanuH 3a HeBponaTHA.
[Iperabanun Tpabpa aa ce U3NoN3Ba ¢ MOBUIIEHO BHUMAHKE NPH Te3M mauueHTH. CriMpaHeTo Ha
JeYeHHETO ¢ riperabaiuH MoXe Ja IOBEAC N0 OT3BYYABAHE HA peaKIMATA.

JledyeHHe Ha HeBporaTHa 6oika OT UEHTPaNeH NPOUIXO, BCISACTBHE Ha [PBOHAYHOMO3BYHA TPABMA
[Ipu nevernueTo Ha HeBponaTHa GOJIKa OT LEHTPATIEH NPOU3XO0A, BCIEACTBHE Ha rppOHAYHOMO3BYHE

TpaBMa, Ce YBEJIHYaBa 001aTa YecToTa Ha HeXeNaHuTe PeakLii, Ha T3 OT CTpaHa Ha leHTpaiHaTa
HEpBHA CHCTeMa H 0C00eHO Ha CHHITHBOCTTA. ToBa MOXe 21a ce 00SCHH ¢ aflHTHBEH e(ekT, ARIKalll ce
Ha CBIIBTCTRALLIMTE IEKAPCTBEHH NMPOAYKTH (HAMp. aHTHCNIACTHYHH CPEACTBa), HEOOXOAMMH ITPH TOBA
cberosiHue. Tosa TpabBa na ce MMa npeaBUA NpH NpeANnUcBaHe Ha nperabanyH 3a TOBa CHLCTOAHHE,

[loTHUCKAaHE Ha AUINAHEeTO
[TonyuyeHu ca ChOOILEHH 33 TEXKO IMOTHCKAHE HA AULIAHETO BLB BPB3Ka ¢ ym’rpeﬁara Ha

nperabanud. [lanMeHTUTE ¢ KOMITPOMETHPAHA AMXaTeNHa $yHKUMA, AUXATENHO HIH HEBPOJIOTNYHO
3abonsgeane, 6s0peUHO YBpeXIaHe, CHITETCTRALNA ynoTpeda Ha cpencTsa, noruckamm [THC, u xopa B




CyHUMAHA HAKIOHHOCT M NIOBEEHHE

Ilpu nauueHTH, NEKYBaHH ¢ aHTHENWIENTHYHH CPEACTBA 33 PasIHYHM MOKA3aHHsA, Ce ChOOIIABa 32
CYHIMAHN HAKIOHHOCT M MOBeAeHHEe. MeTaaHanu3 Ha paHIOMU3UPAHH, I1ale60-KOHTPOMpaHH
TPOY4BAHHUA HAa AHTUETIWICIITHYHH JIEKApPCTBEHH NPOMYKTH CBIIO NOKa3Ba ¢/1a60 MOBUINEH PHCK OT
CYHHHAHA HAKIIOHHOCT M roBeaeHHe. MeXaHH3IMbBT Ha TO3H PHCK He € u3BecTeH. Habmonasauu ca
CJyadH Ha CyMUMIHA HAKIIOHHOCT Y MOBEACHHE NPH NALMEHTH, JIEKYBAaHH ¢ nperabaii, B
IOCTMapKETHHIOBHA OMMT (BXK To4ka 4.8). Jlu3aflHBT HA ENMAEMHONOrMYHO NPOYYBAHE C H3NO/I3BAHE
Ha CAMOKOHTpONA (CpaBHABALLO NEPUOAM HA JIEYEHHE C NEPUOIM €3 TeUeHHE IPH OTAEIHHUS
NALMEHT) NOKa3Ba JAHHH 3a NMOBUIIEH PUCK OT HOBA NOABA HAa CYHIMAHO MOBEACHHE H CMBPT B
pe3yaTar Ha CaMOYOHHCTBO NpPH NALUEHTHTE, IEKYBAHM ¢ nperabanus,

[TaupxeHTHTE (M MONAralkTe FPIKH 33 TAX) TPAGBA fa 6BOAT MOCHLBETBAHM A4 TIOTHPCAT NeKapCKH
CBBCT, aKO CE€ NMOABAT MPH3HALM HA CYHLMIHA HAKIOHHOCT W noBeaeHue. [Taupentrre Tpabea aa
OBaaT npocnensBady 3a NPH3HALIA HA CYHLIWAHA HAKIIOHHOCT H MOBEIEHHE H TPA6Ba fa ce
NpeanpreMe CrOTBETHOTO JIeueHHe. Tpadaa na ce oOMUCITH IpekpaTaBaHe Ha JIGYEHHETO C
nperabanuH B cmyvail Ha CYHIMAHA HAKIOHHOCT M MOBENEHHE.

HaManeHa dyHKUMSA HA NONHUTE OTACIH Ha FaCTPOUHTECTHHANHUA TPAKT

HMMa noctMapkeTHHroBH ChO0LIEHHS 32 CHOUTHA, CBBP3AHM ¢ HaMaTeHa QYHKLMS HA JONHUTE OTACTH
Ha TACTPOMHTECTHHANHMS TPAKT (HANPUMED YpeBHA 0OCTPYKLMA, NAPATHTHYEH WIEYC, 3aMeK), KOTaTo
perafaiuH ce npurara €AHOBPEMEHHO ¢ IEKAPCTBEHH NMPOMYKTH, KOWTO HMAT MOTEHLHAN [a
NPEAN3BHKBAT 3aMNEK, KATO ONHOMAHK aHANTreTUUK. Koraro nperabanuH ¥ ONHOKAH e Ce W3INON3BaT B
KOMOHMHALWA, MOTar fa ce 06CHAAT MEPKH 3a PENOTBPATABAHE Ha 3ariek (0coGEeHO P KeHH H
ALMEHTH B CTAPYECKA BB3PACT).

CrOeTCTBaMa YHoTpeda ¢ OmHouIu

[Tpemopbusa ce MOBHIIEHO BHUMAHHE NIPH NPEANNUCBAHE HA MPerabalMH ChIBTCTBAMO C ONHOKUAY
nopaau puck ot noTuckane Ha LIHC (Bx. Touka 4.5). B npoyusane ,,cyualf-koHTpona“ mpu nuua,
[TPHCMALIN OMTHOHAH, ITPH NAUMEHTHTE ChC CHITETCTBALL NPHEM Ha nperaballiH U ONMHOHIHM Ce
Habnoasa MOBHILIEH PHCK OT CMBPT, CBBP3aHa ¢ yroTpebaTa Ha ONUOMIH, B CPaBHEHHE CBHC
CaMOCTOATENHATA YTIOTpeba Ha ONHONIH (KOPHTHpaHO CHOTHOLIEHHE Ha mmancosere [aOR], 1,68 [95%
CL, 1,19-2,36]). To3u nosuilleH puck ce HaGMoAaBa MPU HHUCKH 03U Nperabanus (<300 mg, aOR

1,52 [95% CI, 1,04-2,22]) 1 e HanMLle TeHIEHUMA 32 TO-BHCOK PHCK [IPH II0-BHCOKH A03H nperaGanuH
(> 300 mg, aOR 2,51 [95% CI 1,24-5,06]).

Henpaswina ynorpeba, MoTeHuHan 3a anoynorpeta uiy 3aBHCHMOCT
[Iperabanuu Moxe na npean3BHKa J1eKapCTBeHA 3aBUCHMOCT, KOSTO MOXeE 1@ Bb3HHKHE NnpH

TEpaneBTUYHH N03H. CHO0LIABAHM Ca ClTyYyaH Ha 3noynoTpeba U HenpasunHa ynotpeba. [lauueHTy ¢
aHAMHE3a 34 3N10YNOTpeba ¢ BELECTBA MOXe Ja ¢a € MO-BUCOK PHCK OT HENpaBWiIHa ynioTpeba,
3M0ynoTpeba v 3aBUCHMOCT OT Mperabanuy 1 ¢ HeoGXOIHUMO OBHIIEHO BHEMAaHKMe Npy yrotpebara
Ha nperabanyH Npu Takusa mauneHTH. [Ipeay npeanuceane Ha nperaGaiuH TP6Ba Aa ¢e OLEHH
BHUMAaTE/1HO PUCKBT Ha NALIMEHTA OT HENpaBUnHa ynorpeba, 3noynorpeba wiu 3aBUCHMOCT.

[TaupeHTy, nekysanu c nperabanuH, Tpabpa na GbAAT HaBMIOABAHH 33 CUMITTOMM HA HENpPABM/IHA
ynotpeba, 3n0ynorpeba wiu 3aBHCUMOCT OT nperabaniH, KaTo pasBUTHE Ha TONEPAHTHOCT,
HeoOXOIHMOCT OT MOBULIABAHE Ha 103aTa, IOBEAEHHE 34 HACOYEHO ThPCEHE Ha NIEKapCTBOTO.

CHMIOTOMH Ha OTHEMAaHe
Ilpr HAKOM MaLMeHTH ca HabNIOAABAHH CHMIITOMM Ha OTHEMaHE CJie]] CIIHpaHe Ha KPaTKOCPOYHOTO U
ABJITOCPOYHOTO JieueHHe ¢ nperabanuH. Cro0laBaHy ¢a CEIHATE CUMITTOMH: Ge3ChHHe,
riaBofoiue, raieHe, TPEBOXKHOCT, JHAPHS, TPHIICH CUHAPOM, HEPBHOCT, AEMPECHA, CYHLMIHA
HAKJIOHHOCT, 00JIKa, KOHBYJICHH, XUITEPXHAPO3a K 3aMasdHocT. [1oaBaTa HA CHMITTOMM Ha OTHEMaHe
CIICR NpCKpaTABaHE Ha NpreMa Ha nperadanHH MOXe Aa € NOKa3aTeNHa 33 JeKapCTBEHA 3aBUCUMOCT
(BX. Touka 4.8). ITanueHTHT TpA6Ba A2 6B1€ HHGOPMHPAH 32 TOBA B HAYATOTO HA JIEYEHHUETO. AKO
JIEYCHUETO ¢ nperadanuH TpabBa na Obae NpeKkpaTeHo, NPenophYBa Ce TOBA 13 CTaHe |
PaMKHTE Hal-ManKo Ha | ceAMMLA, HEIABUCHMO OT MOKA3aHHUETO (BiK. TOuKa 4.2).




KoHByJICHH, BKJIFOYMTENHO SIIIIENTHYEH CTAaTYC H FeHEpaNU3HpaHH TOHHYHO KIOHHYHH IbPUOBE,
MOraT Jia € [TOABSAT N0 BpeMe Ha ynoTpebara Ha nperabanun iy cKopo ¢/lefl PeKpaTABaHe Ha
JIEYEHHETO ¢ nperabanuH.

JlaHHUTE MOKa3BaT, Y€ BbB BPB3Ka C MIPEKPATABAHETO HA NPOIBIKHTEIHOTO JeYeHHe ¢ mperaGanus
4ECTOTaTa U TeXKECTTAa HA CHMITTOMUTE Ha OTHEMaHe Morar fa 65nAaT 403033aBHCHMH.

Enuedanonarus

CrobuiaBany ca cnyyau Ha eHnedanonarus, Hali-Beue IpH NALKEHTH C NOMJIEKAIIM 3260/ BAHMS,
KOHTO MOIraT Aa YCKOPAT NMoABaTa Ha eHuedanonarus.

XKeHu ¢ gereponeH NOTEeHUHA/ KOHTPALIETIIMSA

Ynorpebata Ha JInHedop npe3 MEPBUA TPHMMECTBP HA GPEMEHHOCTTAa MOXE J1a NPEIU3BUKA FOIEMH
BPOICHH aHOMaNuH Ha rona. Ilperabanux se Tpsbsa na ce u3non3sa no BpeMe Ha GPEMEHHOCT,
OCBEH aKO MnoJ3ara 3a MaKkaTra HECbMHECHO NPEBHINABA MOTEHIMAIHHS pUck 3a deryea. JKenure ¢
ACTEPOACH NOTEHUHAN TPAOBA 1a H3N0N3BaT eheKTHBHA KOHTPALENLMA 10 BpeMe Ha JISYSHUETO (BiK.
Touxa 4.6).

HenoHOCHMOCT KBM JIAKTO3a

Jinneop cuaBpKa NaKTO3a MOHOXHApAT. [TaiMeHTH ¢ peAKH HacNeACTBEHK NpobieMH Ha
HENOHOCHMOCT KbM rajlakTo3a, ITbJICH TaKTa3eH JeUUMT WIH MTI0K030-TATaKTO3Ha Matabcopbuus He
TpabBa na npueMar TOBa JIEKAPCTBO.

4.5 B3auMopelicTBHe ¢ APYIH JeKapCTBEHH NPOAYKTH H APYTH ¢hOpMH Ha B3aHMoneHcTBHE

T'sH kaTo nNperabanvH ce oTACTA IPEAHMHO B HEMPOMEHEH BUA ¢ YPHHATA, MeTaGOIH3HPA Ce
HE3HAYMTENTHO MpH Xopa (< 2% OT 103aTa C€ YCTaHOBsBa B ypHHATa noj dopMaTa Ha MeTaboMuTH), He
HHXHOHMpa JIeKapCTBEHNA METabONN3BM in vitro ¥ He ce CBBbP3Ba C IVIA3MEHHTE IPOTEHHH, € MANKO
BEPOATHO 14 MPCAM3BHKA WIH 13 YUACTBA BBB (PapMaKOKHHETHYHH B3aHMOICHCTBHAL

In vivo nipoyYBaHus ¥ HomyJlauuoHeH GapMakOKHHETHUEH aHATH3

B in vivo npoy4BaHua He ca HabMIOAaBaHH KIIMHUYHO 3HAYHMMH (apMAKOKHHETHYHH B3aHMOIEHCTBHS
CLOTBETHO MEXAy nperabannH U GpeHuTouH, KapbaMasenuH, Balnpoesa KUCENHHA, TaMOTPUTHH,
rabaneHTHH, JIopasenam, OKCHKOAOH WM etaHon. [TonynauuoreH hapMakOKMHETHYEH aHAIH3
I0Ka3Ba, Y€ NEPOPATHATE AHTHAHAOETHH CpeACTBa, Iy pETULINTE, HHCYNIHH, deHobapburan,
THAaraOWH U TONMPAMAT HAMAT KJIMHHYHO 3HAYHM e(eKT BhpXY KIMpBHCA Ha nperabaruH.

[lepopanyu Ko EIITHBH, HOPETHCTEPOH W/HIH €THHHISCTPAIHON

EnHOBPEMEHHOTO NMPWIOKEHHE Ha nperabanuH ¢ epopaiHATE KOHTPALIENTTUBHH CpeACTBa
HOPETHCTEPOH W/HIIH ETHHHIECTPAHON HE NOBIMABA apMaKOKHMHETHKATA B CTAHOHAPHO CHCTOAHME
Ha HUTO €HO OT TE3H BeIlECTBaA.

JIekapCTBeHH NPOJYKTH, KOUTO OKA3BAT BNHWAHWE BHPXY UEHTPATHATA HEPBHA CHCTEMA
[Iperabanun Moxe fa 3aCHIH edeKTHTE Ha eTAHOJ M JIOpa3enam.

OT MoCTMapKETHHIOBHA ONHT UMa CHOOLIEHHA 33 AMXATENHA HEXOCTATBYHOCT, KOMA U CMBPTHH
CTyHaM NpH NauHeHTH, IpHeMally NperabaniH 4 ONMHOMAM W/ MM IPYTH JIEKAPCTBEHH NPOIYKTH,
NOTHCKAIUM LicHTpanHara HepBHa cHcreMa (LITHC). BeposTHo nperabanuy uMa aauTHBHO AeHCTBHE
BbPXY HapYIICHHATA H& KOTHHTHBHATA H JABHIATENHATA (YHKIHA, MPHYMHEHHU OT OKCHKOIOH.

BianMoneHCTBHA ¥ MALMEHTH B CTApYECKa Bh3PacT
He ca nposexaaHu cneuupuyHM Mpoy4BaHus 3a GapMaKoAUHAMUYHY B3aUMOAEHCTBHS pH

n00poBONLM B cTapyecka BB3pact. [Ipoyueanus 3a B3aMMOIEHCTBHA Ca IPOBEIEHN CaMo IIPH
BB3PACTHH.

4.6 ®epTuanuTer, GpEMEHHOCT H KLPMEHE




Kenu ¢ Oemepogdern nomeHyuQn/ KOHMPayuenyus
XKenure ¢ AeTepoleH NOTeHUHaN TpsA6Ba 1a H3NON3BaT eeKTUBHA KOHTPAUEIIMA MO BPEME HA

neyenuero (Bxk. Touka 4.4).

Dbpemennocm
[IpoyyBanuATa NpH )KHBOTHH Ca NOKa3alM PENPOAYKTHBHA TOKCHYHOCT (BX. TOuKa 5.3).

YcTaHOBEHO €, 4e rmperadalMH NpeMUHAaBa NIpe3 IUIALEeHTaTa IPH IUIBXO0Be (BX. Touka 5.2). Bp3MoxHO
¢ nperalanuH Ja MpeMHHE npe3 [UIaLeHTaTa IPK Xopa.

['onemu Bponeny MandopManmu

JlaHHHTE OT CKAaHAHHABCKO 00CePBALIMOHHO TIPOYBaHe NpH moeeye oT 2 700 6peMEHHOCTH ¢
€KCIIO3HIMA Ha nperabanul npes bPBUA TPUMECTHP TIOKA3BAT 10-BHCOKA YECTOTA Ha FONEMH
BpozeHH Mandopmauuu ('IBM) B neauaTpudnaTa nomynauus (AKMBo- MM MBPTBOPOIEHH) C
CKCMO3HLHKA Ha nperabanvH B CpaBHEHHE ¢ onynanusaTa 6e3 excnosuuus (5,9% crnpamo 4,1%).

PucksT 0T 'BM B neauarpuyHaTa momynaims ¢ eKCNO3HLUMA Ha nperadaluH Ipe3 MbPBHA TPHMECTHP
€ MIKO ITO-BHCOK B CPaBHEHHE C nomyaauusaTa 6€3 ekcno3uums (KOpUrupaHo ChOTHOUIEHHE HA
yecToTa H 95% nosepureneH unrepean: 1,14 (0,96 — 1,35)), kakTo 1 B cpaBHEHHE C MONYJIALMATA C
CKCNO3ULkA Ha naMoTpkKH (1,29 (1,01 — 1,65)) nnu Ha mynokcernH (1,39 (1,07 — 1,82)).

AHUIH3KTE TI0 OTHOLICHHE HA KOHKPETHH Man(OpMaLIMK NOKA3BAT M10-BHCOK PHCK OT ManpopMaLiu
Ha HEPBHATA CHCTEMA, OKOTO, 00pa3yBaHe Ha opodauManHy LICMHATHHH, MATGOPMalMH HA THKOYHHUTE
ITbTHILA ¥ TEHUTATUHUTE, HO OPOAT € MAI'BK H H3YHCIICHHUATA Ca HETOYHH.

Jlunepop He TpabBa Aa ce M3MOM3BA MO BpeMe Ha 6PEMEHHOCT, OCBEH TP KaTETOpHYHA
Heo0X0AUMOCT (aKO moMn3ara 3a Mafikara 3HAYHTEHO HaZAXBBPIA NOTEHIHATHUA PUCK 33 IU10AA).

Kvpmene

[Iperabanny ca eKCKpeTHpa B KbpMaTa IpH xopa (Bxk. Touka 5.2). BauanueTo Ha nperabaiuH BLpRy
HOBOPOAEHHTE/KbPMaYeTaTa He € H3BeCTHO. TpaAbBa Aa ce B3eMe peleHHe AT Aa e PeyCcTaHORH
KbPMEHETO WIH A C€ CIIPe TePAIMATA C perabanuH, Karo ce B3eMaT NpeaBHUI NON3aTa OT KBPMEHETO
33 JETETO U MOJI3aTa OT TePANUATA 34 XKEHATa.

Pepmunumem
Hama KIHHIYHH JaHHH 33 eeKTHTE Ha nperabaiHH BEPXY XEHCKHs HEPTHIHTET.

B KITHHHYHO W3MHUTBAHE 33 OLICHKA Ha edekTa Ha nperaCanuH BEPXY MOABIDKHOCTTA Ha
CNepMaTO30HIHTE 3XPAaBH MBXe ca OiIH H3NoxeHU Ha nperabanuH npu go3a ot 600 mg/ned. Cnen 3
MECelia Ha JIeueHHe He ca HabmoaaBaHy eeKTH BbPXY NOABIKHOCTTa Ha CIIEPMaTO30HIHTE.

[Ipoyusane Ha ¢epTHIHTETA NPH JKEHCKH ILTHXOBE I0Ka3Ba BPEeAHH eeKTH BLPXY
penpoxyKTHBHOCTTA. [IpoyuBanns Ha ¢epTinHTETa MPH MBXKKH ILTHXOBE Ca MOKA3aJIH BPeAHH edeKTH
BBpPXY PENpPOAYKLMATA H pa3BUTHETO. KUIMHUYHATA 3HAYUMOCT HA TE3M NAHHH He € H3BeCTHa (BK.
TOUKa 5.3).

4.7 Edextn BLpxy cnocobHocTTa 32 wodupane u pabora ¢ Maminum

Jlunedop Moxke Na MMa JIEKO WIH YMEPEHO BIIMAHHE BBPXY CNOCOOHOCTTA 3a IodpHpaHe ¥ paboTa C
MaiuHy, JIuHegop MoXe na NpUYMHY 3aMasHOCT U CHHIMBOCT M CIIEIOBATEIHO MOXKE 14 TIOBIHAE
BBPXY cnocoOHOCTTA 3a WodupaHe 1 padoTa ¢ MAILIMHH.

Ha mauxeHTHTE Ce IpenoppuBa Aa He wodupart, Aa He paboTAT CbC CIOXKHU MAIIMHH WIM 12 He
y4acCTBaT B APYTH, MOTEHUHAITHO PUCKOBH ACHHOCTH, AOKATO HE CTaHE M3BECTHO AAJTH TO3H
JICKapCTBEH MPOAYKT 3acATa TAXHATA CIIOCOOHOCT Aa W3BBLPIIBAT TE3H ASHHOCTH.

4.8 Hexeaann JexkapcTBeHH peaKkNHH




KnuHHYHaTa nporpama Ha nperabanun BKI04Ba Haj 8 900 nauMeHTH, NeKyBauy ¢ nperabanuH, oT
kouTo Hag 5 600 ca 6unu B ABOHHOCHENH, NNALEGO-KOHTPONUPaHH 3nuTBaHud. Hali-yecTure
ChOOIIABAHH HEeXeNaH! peakLMy ca OWiIM 3aMasHOCT U CHHAHBOCT. HexenaHuTe peakIiK
OOHKHOBEHO Ca JIEKH [0 YMEPEHO U3pa3eHH. [TpU BCHUKH KOHTPONHPAHU NPOYUBAHHS YECTOTATA Ha
[MPCKpaTABaHE Ha JICHCHHETO NOpaaH HEXENaH! peakuuH € Ouna 12% npu naumueHTH, noJy4aBany
nperabanuy, H 5% npu nauneHTHTE, NpHeMauiy mnaneSo. Hall-yecTHTe HexellaHH peakuyH, NOBelk
A0 NPEKBECBAHE HA ICHCHHETO B IPYNHTE, IEKYBaHM ¢ nperabanun, ca 61Uy 3aMasHOCT H ChHIHMBOCT.

B Tabnuua 2 no-gomy ca H3GpoeHH 1O KJ1aC U 4ECTOTA BCHUKH HEXXE/IaHH JIEKAPCTBEHH PEAKLMH,
KOHMTO Ca HabMoAaBaHY C YECTOTA, NO-TOAMA OT MIALEHo H NPH MOBEYE OT eAHH NALHEHT: MHOTO
4ecTH (= 1/10); wectn (= 1/100 go < 1/10); newectr (= 1/1 000 mo < 1/100); peaku (= 1/10 000 go <
171 000); muoro penxu (< 1/10 000), ¢ Hen3BecTHa YeCTOTA (HE MOXKE 14 OBIe OLEHEHA OT HATUYHUTE
naHHu). [Ipy BCAKO rpyNHpaHe Mo 4ECTOTa HEXENAHUTE NEKAPCTBEHH PEaKIHH Ce n30posBar B
HHU3XOAMI pel NO OTHOUIEHHE Ha CEPHO3HOCTTA UM.

H30poenuTe HexenaHyu peakuyn 6HXa MOIVIH Ja GbAaT CBBP3BAHH H C MOLTEKAIIOTO 3a601SBaMHe
W/WIH CBC CHITBTCTBAILM IEKAPCTBEHH MPOAYKTH,

IIpu nevenueTo Ha HeBpomaTHa GoMKa OT LEHTPANEH ITPOU3XOA BCIEACTBHE HA rpbOHAYHOMO3BYHA
TPaBMa 00111aTa YECTOTA HA HEXENAHNTE PEAKLIHH, Ta3! HA HEXENAHHUTE peakuuH ot crpaHa Ha LIHC n
0c00€HO Ha CHLHIMBOCTTA Ce € yBenuymwia (Bx. Touka 4.4),

JOMBIHETEIHY peakUKH, ChOGUIABaHH OT NOCTMAPKETHHIOBHA OIIHT, Ca BKJTFOYEHH © Kypcug B
CIIUCHKA MO-A0NY.

Tabnuua 2. Hexenanu JiexapcTBeHH peakMH Ha nperabajiuu

CHCTEeMHO-OPraHHH Hexe1aHH JIeKAPCTBEHH PeaKIHH
KJaCcoBe

Audexnun 1 HHpecTalHH

Yectr Hazodapuurur

Hapymennsn na KppBHATA H JHMQHATA cHCTeMa

Heuectu Heyrponenus

HapymeHHS Ha HMYHHATA CHCTEMA

Heuvectu Cepuvxuyscmeumenrnocm

Penxu Anzuoedem, anepeutna peakyus

HapynieHus Ha MeTa60JH3MA H XpPAHECHETO

Yectn YBENnHYeH aneTur

HeuectH AHODEKCHA, XUIIOTTTNKEMMUS

[IcHXHYHH HAPYIUCHNS

Yectu Ey¢opruno HacTpoeHHe, 06bpKaHOCT, pa3apasHATENHOCT,
Ie€30pHEHTalNA, O€3CHLHHE, HAMANICHO JHOHI0

Heuecru XaloLHHAIMY, IPUCTHI HA MAaHKKa, 6e3NoKolCTRO, BB30Ya,
IENpeCHs, MOTUCHATO HACTPOEHHE, TIPUITOBAMTHATO HACTPOCHHE,
azpecus, IPOMEHH B HACTPOCHHETO, JAENEPCOHATU3AUMA, TPYRHO
HaMHPAHETO HA AyMHM, HEOOUYANHH CHHHULIA, YBETUYEHO THOUIO,
aHoprasMus, anaTus

Penku HeBBp3aBpxaHoCT, CYMIMIHO NOBEIEHHE, CYHLMHA HAKIOHHOCT

C HeH3BECTHA 4eCTOTA Jlexapcmeera 3asucumocm

Hapyuien#s Ha HepBHATA CHCTEMA
MHoro yectu 3aMasHOCT, ChHIHBOCT, I'J1aBo0oHe




ATakcCHA, HapYIlICHA KOOPIHHALMA, TPEMOD, XH3APTPHA, aMHE3H,
HapylleH!A Ha NaMeTTa, HapylUeHHe Ha BHUMAHUETO, NapecTe3u,
XHIIOCCTE3MA, CCAAUNA, HAPYLUEHO PABHOBECHE, JIETAPTHA

Heuecru 1 CHHKON, CTYNOp, MHOKNIOHYC, 3a2yba Ha Cb3Haxue, ICHXOMOTOPHA
XHMEPAKTHBHOCT, HUCKHHE3HA, OPTOCTATHIHA 3aMasdHOCT,
HHTEHLIHOHEH TPEMOP, HHCTArbM, KOTHUTHBHO pascTpoiicTRO,
YMcmeeHo ygpexcoare, HapylIeHHe Ha roBopa, Xunopednexkcus,
XHMEepecTe3ns, 4yYBCTBO HA NApeHe, areysui, 06wy o
HepasnoaodceHue

Penxu {bpyose, MAPOCMMA, XHNIOKHHE3NA, AMCTPAadHA, NAPKHHCOHU3BM

HapyweHnusi Ha ouHTE

Yectn 3aMBIJIEHO 3peHHe, AMIUIONHS

Hegectu 3aryba Ha nepudepHo 3peHHUE, 3PHTENIHO HapYLUeHUe, MONyBaHE Ha
o4HTe, AePEKT B 3PUTENHOTO M10J1e, HAMAJICHA 3PHTENHA OCTPOTa,
Oonka B ouuTe, acTeHONUA, OTONCHA, CyX0Ta B O9MTE, TOBHILEHO
CHJI3€HE, O4YHO JpasHeHe _

Penku 3azyba na 3penue, xepamum, OCLIWIONCHS, IIPOMEHEHO 3PUTENTHO

BBINPHUATHE 3a AWTO0YHHA, MHApHA3a, CTpaOH3IBM, NOBUILICHA
APKOCT Ha obpasure

HapyuweHnd Ha YX0TO H JabupHuTa

Yectn

BeptHro

HevectH

XHNepaKky3uc

ChLpaeyHu HapymieHHS

HeuecTH

Taxukapaus, aTpHoOBEHTpUKYNapeH 610K ITbpBa CTENEH, CHHYCOBa
OpanMkapnus, sacmoiina copdeyna HedocmamuvyHocm

Penku

Yovnocasane na QT-unmepeana, CAHyCOBa TaXMKapAHs, CHHYCOBa
aPUTMHUSA

Cb20BH HapYILIeHHS

HeuecTH

XHUIIOTOHHSA, XHITEPTOHHUS, TOPELEH BBIHH, 33aUepBsiBaHe Ha JTHIIETO,
CTYA€HH KpaHHHIIH

PecnupaTOpHH, TPLAHK H MEIHACTHHATHH HAPYIIEHHS

Heuecru JucnHes, eNMCTAKCHC, KallTHLA, HA3aJIHA KOHIeCTHA, PHHMT,
XBbpKaHe, CyX0Ta B Hoca
Penku benoopoben omox, cTArane B rsplioTo

C Heu3BeCTHA YecToTa

IToTuckaHe HA OUILAHETO

CToMalllHO-1peBHH HAPYILIEHHS

Yectu [loBpriane, 2adene, 3anek, duapus, METEOPHIBM, MTOAYBAHE HA
KOpEeMa, CyX0Ta B ycTaTa

HeuecTH [Macrpoesodareanen pedykc, XHNEpcaTHBALNA, XHIIOCCTE3IUA B
YCTHaTa KyXHHa

Penku ACILMT, TAHKPEATHT, nodyeare Ha e3uxd, fucdarvs

XenarobHaHapHH HApYUIEHHNA

HeuectH [TopymeHH CTOMHOCTH Ha YepHOAPOOHUTE eH3UMU*
Penxu Kpnrenuua
MHoro penku YUepHonpobHa HENOCTATEYHOCT, XENATHT

HapyieHus Ha KO'KaTa H MNOAKOKHATA ThKAH

Hevyectn

[TanmynoseH oOpuB, YPTHKApHs, XHIIEPXUAPO3a, copbec

Penxu

Toxcuuna enudepmanna nvekponusa, Cunopom na CmusgoHc-
Aoicorcon, CTYICHa NOT

HapyieHHA Ha MYCKYJO-CKeJETHATA CHCTEMA H CheAHHHTEIHATE THKAH

Yectn MyckynHu kpamny, aptpanrus, 6onku B repoa, 60IKH B
KpaRHHLIMTE, LIEPBHKANEH CNa3bM

HeuecTH ITonysaHe Ha cTaBUTE, MHANTHA, MYCKYJTHH MOTPENBaHus, 6OIKK
BBB BpaTa, MYCKYJIHA CKOBRHOCT

Penku PaGaomuonnza

HapyuieHus na 6n6pennre 1 nHKOYHHTE NHLTHINA




Heuecty MHKOHTHHEHLIMA HA YPHHATA, U3y PHS

Penxu bLOpeuHa HeNOCTATEIHOCT, ONIUTYPHS, DEMEHYUS HA ypunama

Hapyuienusi Ha BL3NPOH3IBOAKTEIHATA CHCTEMA M rLpaarTa

Yectn EpekTiiiHa auchyHKIusA

Heuecrn Cekcyanua nuchyHkums, 3a6aBena esxynawus, AHCMEHODe,
OolIkH B repaarta

Penxu AMEHOpEs, CEKpeLHs OT IbPAATa, YrONeMSBaHE HA I'bpANTE,
2UHEKOMacmus

O0mn Hapyuenus 4 epeKTH Ha MACTOTO HA MPHAOKEHHE

Yectu [Tepudepen oTok, enem, HapyLIeHa NOXOOKa, NaaHe, YYBCTBO 3a
OMHAHCHHE, HeoOuyaliHo ycelliaHe, yMopa

Hevectn ['eHepanu3upaH 0TOK, omox Ha Auyemo, CTAraHe B repamTe, O0nKa,
TPECKa, Xaxaa, CTYACHH TPBIKH, aCTeHHUA

H3cnenBanna

Yectn YBEJIHYEHO TETIO

Heuecrn INosumena kpeatuH@ocdokHHa3a B KPLBTA, TOBUIIEHA KPLBHA
3axap, HaManeH Opolt TpOMGOLHTH, NOBHLIEH CEpyMeH KpeaTHHHH,
HAMaJICHO HUBO Ha KaHH B KPEBTA, HAMAISBAHE HA TErJIOTO

Penxu Hamanen 6poit na nesxouuriTe

*TloBuiieHa anannH amuHoTpancdepasa (ALT) H noBHweHa acmapTatr aMmuHOoTpancdepasza (AST)

I1pu HAKOH NauueHTH ca HaGMNIOAABaHM CHMITTOMH Ha OTHEMaHe cie[] CIIMpaHe Ha KPAaTKOCPOYHOTO U
ABJITOCPOHOTO JIeeHHe ¢ nperabamiH. Cro01uaBaHH ca CleMHHTE CHMITTOMH: GE3CHHHE,
F1aBo0O/IHE, rafieHe, TPEBOXHOCT, IMAPHUS, FPHIIEH CHHAPOM, KOHBYJICHH, HEPBHOCT, AEMpeCHs,
CYMIMAHA HAKIIOHHOCT, O0JIKa, XUIIEPXHAPO3a H 3aMasHOCT. [laumeHTHT TpAbBa oa 6bae HH(OPMHpaH
33 TOBA B HAYAJOTO Ha JIEYEHHETO.

JaHHHTe Noka3Bar, 4e BB BPH3Ka C IPEKPATABAHETO HA NPOOBMKHUTEITHOTO JieueHHe ¢ nperabanun,
1CCTOTaTa K TEKECTTA Ha CUMITTOMHUTE Ha OTHEMaHe MoraT Ja 6bAaT 10303aBHCHMH (BX. TOYKH 4.2 1
4.4).

Ileaparpuyna OonyJaaLUs

MALHCHTH € NapUHANHK NPHCTBIM ChC WIH 63 BTOpHUHA reHepanmianms (1 2-ceqMUYHO W3NMHUTBAHE 3a
OLI€HKa Ha e(pPHMKACHOCTTA U 6e30MacHOCTTa NPH NALKHEHTH Ha BB3PAcT OT 4 10 16 roaunu, n=295; 14-
AHCBHO U3MHUTBAHE 34 OLICHKa Ha eUKACHOCTTA H 6€30MACHOCTTA NTPH NALMEHTH HA BB3pacT ot |
MECE1l 0 NO-MaNKo OT 4 roAUHU, n=175; dapMaKOKMHETHYHO NPOYy4YBaHE U NPOYYRAHE HA
[TOHOCMMOCTTa, N=65; ABe 1-rOAUUIHN OTBOPEHH H3NUTBAHHMA 3a NPOC/IEAABAHE HA 6E30HACHOCT
n=541 n=431), € CXOREH ¢ TO3H, HAOMIOAABAH NPH NPOYUBAHUATA [IPH B3PACTHH C SUNEINCHS.
Haiiuecture Hexenanu cx6utus, Habmoaasanu B 1 2-CeAMUYHOTO U3NHTBAHE C NeYeHUe ¢
nperabaiuy, ca CEHINBOCT, MUPEKCHs, UHMEKLH Ha FOPHHUTE AHXAaTEIHH TBTHINA, IOBULIEH ANETUT,
NOBHINABaHE HA TErNoTO H Hasogapuurut. Halfi-yecture Hexenanu ch6utha, Habmonapanu B 14-
AHEBHOTO H3NHTBAHE HA JIEYEHHE C MperabainH, ca CbHINBOCT, MH(EKLHA HA FTOPHHUTE AHXATETHH
THTHING U TUPEKCHA (BX. TOYkH 4.2, 5.1 1 5.2).

CnoO1aBaHe Ha NONO3UPAHH HEXellaHH PEAKLIHU

Cro0uiaBaHeTo Ha MONO3UPAHH HEXKENAHM PEAKLHM ClIe pa3speilasaHe 3a ynotpeba Ha ieKapcTBEHUA
IMPOMYKT € BaXKHO. TOBA MO3BOJNIABA Aa NPONBIKY HAOMIOMEHHETO HA CHOTHOIICHHETO [OJ13a/pHCK 3a
JICKAPCTBEHMA NPOAYKT.OT MEAHLIMHCKUTE CIIELMANTHCTH CE H3UCKBA 3 ChOGLIaBAT BCSAKA IIOI03HpaHa
HEeXEaHa peakiuus upes

M3nmbanuTenHa areHuus 1o nekapersara yi. ,,JlaMaH I'pyeB” Ne 8
1303 Codus

Ten.: +35 928903417

yebcaifr: www.bda.bg

4.9 TIpexoznpane




Haii-4ecro cholinaBaniTe HexenaHu N1EKapCTBEHH PEaKLKM OT NOCTMapKETUHIOBHA OMHUT,
Ha0/IF0AABAHH NIPH NIPEAO3HPAHE HA Nperabaiuy, BKIOYBAT CBHJIMBOCT, 00BPKAHOCT, BB36Yaa 1
Oe3nokoicTro. [Tonyyenu ca crobiuenus u 3a MPUANANELIH.

Panko ce cpo01uaBa 3a cmyuay Ha KoMa.

JleyeHuero mpu npenosupade Ha nperabamuH TpA6Ba qa BKIIOYBA 06K NOAXBPKAIUN MEPKH M MOKE
Ala BKJIIOYBA XEMOAHANH3a NpH HeobxoaumocT (Bx. Touka 4.2 - Tabnuua 1).

5. ®APMAKOJOTIHYHH CBONCTBA
3.1 dapmakoauHAMHYHH cBOlicTBA
({apMakoTepaneBTHYHA IPyIa; aHTUENIENTHIH, ApyrH antHenunenTuun, ATC kon: NO3AX16

AKTHBHOTO BELIECTBO NperaGanuH € aHANOr Ha rAMA-aMHHOMAC/IeHATA KUCEINHA
[(S)-3-(amuHOoeTUN)-5-MeTUNXekcaHoesa KUCEIHHA].

MexaHu3sM Ha nelficTBHe

[Iperabanum ce cBBp3Ba ¢ NOMBAHMTENHAT2 Cy6eqUHMIA (a2- & TpOTEUH) HAa BONTDK-3aBUCHMHTE
KaJIUMEBH KaHAJH B IICHTPATHATA HEPBHA CUCTEMA.

KnunuyHa ebukacHocT 1 6e30macHoOCT

Hesponamna 6osxa
E¢ukacHocTTa € M0Ka3aHa B M3NMTBAHKA NPH qUabeTHa HEBPOMNATHA, NOCTXEPIIETHYHA HEBPAIITHA H

yYBpexkIaHe Ha rppbOHAYHUA CTBO. E¢ukacHocTTa He € MPOy4YBaHa NpH APYTH MOACIH HA HEBPOMATHA
OonKa.

IlperaGanus e mpoy4eH B 10 KOHTPOIMpPaHH KIHHMYHY M3THTRAHHS C NPOABDKHTENHOCT a0 13
CCAMMLIH C IBYKpaTeH JHEBEH npueM (BID) 1 no 8 ceamMuL ¢ TpHkpaTeH IHEBEH NpHeM (TID). Karo
LIAN0, NpodIUTe HA €PHKACHOCT H G6€30MACHOCT P CXEMHUTE Ha npunarane ¢ BID u TID, ca
CXOIIHH.

B KNMHHYHY H3MUTBaHHA C IPOABIKHTENHOCT A0 12 CeIMMIM KAKTO 33 nepudepHa HEBPONIATHA
OoJ1ka, Taka M 3a TaKaBa ¢ LEHTPANCH NPOM3XO0A, OTCIabBaHe Ha GOJIKATA € HabmonasaHo na kpas Ha
TbpBaTa CEAMHLIA K CE € 3ama3iIo 1pe3 LeHA MepHO Ha JleYeHHe.

B koHTponupaHy KIHHHYHY W3NMTBAaHUA NPH nepugepHa HesponaTHa 60Mka 35% OT nauueHTHUTeE,
JIEKyBaHH ¢ nperabanu, u 18% ot naunenTHTe Ha mnanebo ca uManu S0% noAoOpeHHe B cKopa Ha
oueHka Ha Ooskata. Cpen nauueHTHTe Ge3 NpoABa Ha CHHIMBOCT TAKOBA nopoOpeHue e HabngaBaHo
npH 33% OT nexyBaHuTe ¢ nperabanux u npy 18% or mauueHTHTe Ha rwtane6o. [Ipy nauyeHTy ¢
TpOABK HA CBHITMBOCT, TEPANEBTHIHUAT OTrOBOp € 48% B rpynara Ha nperaGanun u 16% B wiane6o-

rpynara.

B KOHTPOUPaHO KIMHHYHO H3MUTBAHE TIPH HEBPONATHA HOMKA OT UCHTpaIEH npomsxoa 22% ot
NAaLHEHTHTE, JIEKYBAHH C nperadanuH, 1 7% OT mauueHTHTe Ha Iauebo ca uManu 50% nonodpenue B
CKOpa Ha olieHKa Ha bonkara.

Enurencus
AIOBAHTHE TepanuA
IIperabanus e npoyueH B 3 KOHTPONMPAHM KITHHUYHH U3MHUTBAHUS C NPOABIKHUTENHOCT 12 ceaMuum
KaKTO NpH npreM ABa MbTH AHeBHO (BID), Taka u npy nipueM TpH MbTH AHEBHO (TID). Karo usano,
npodunuTe Ha 6€30NacHOCT i e(UKACHOCT NIPH CXEMUTE HA npunarase ¢ BID u TID ca |




Hamansasaue Ha yecTorara Ha npunagbLMTe € HabMOARBAHO 10 Kpasi Ha ITbpBaTa CeIMHLA.

[leduampuuna nonvaauyus
EdrkacHocTTa # 6e30nacHOCTTa Ha nperabanuH KaTo agioBaHTHA TEpAnuA 3a CNWIENCHA ITpH Aela

nox 12-roauiuHa BB3pacT M KOHOILH He ca ycTaHOoBeHH. HexenaHuTe peakLuH, HabnarogasaHn npu
(papMaKOKHHETHYHO NPOYUYBAHE H NPOYYBAHE HA MOHOCHMOCTTA C Y4aCTHETO Ha NaLWeHTH OT 3
Mecela o 16-roauiHa Be3pact (n=65) ¢ napLHaTHY PUCTBIM, ¢A NOAOOHU Ha T€34, HabnogaBaHH
npM BB3PacTHHU. PesynTatute o1 12-ceaMuyHO, maue60-KOHTPONUPAHO M3NHTRAHE npu 295
NCARATPHYHH NALKCHTH Ha BH3pacT OT 4 0 16 roauum u 14-1HeBHO M1anefo KOHTPOIMPAHO
H3NUTBaHe NpH 175 NeRHaTPUYHH MALMEHTH Ha BB3PAcT 0T 1 Mecell 40 Mo-Malko oT 4 TFOAMHH,
[TPOBEACHH C UeN OLIeHKA Ha edHKkacHOCTTa M Ge30MacHOCTTA Ha NperabaNyH KaTo AMIOBAHTHA
Tepamus 3a JCHCHHC Ha MApUHATHH NPHCTBIM, ¥ JBe |-OAHIUHH OTBOPEHH NPOYYBAHKA 34
0e30macHOCT NPH CHOTBETHO 54 1 431 [ICAHATPHIHHK NALIHEHTH OT 3-MeCedHa 10 16-roaMiuHa BL3pacT
C CIIENICHA ITOKA3BAT, He HEXKETAHHTE peakMK Ha GeOpHIHTeT U MHAEKUHH Ha FOPHUTE THXATE/IHMU
MBTHIIA Ce HaOII0AaBAaT [10-4eCTO, OTKOJKOTO B MPOYYBAHHSTA MPH BB3PACTHH (BXK. ToukU 4.2, 4.8 n

5.2).

B 12-ceamuuno nrane6o-koHTpoaKHpaHo NpoydsaHe NeAHaTPUYHKHTE MALUMEHTH (Ha BB3pacT oT 4 o
16 roauHH) ca pasnpenencHu Ja noiy4asar nperabanuH 2,5 mg/kg/nen (Makcumanto 150 mg/nen),
nperabanus 10/mg/kg/nen (Makcumanuo 600 mg/nen) wiu mnaue6o. [IpOLIEHTBT Ha YMACTHHLIMTE C
noxe 50% HaMaIeHHe Ha MAPLUHATHUTE NPUCTHITH, B CPABHEHHE ¢ H3XOHO HHBO, € 40,6% ot
YHaCTHHLHTE, JIEKYBaHH ¢ nperabanux 10 mg/kg/nen (p=0,0068 B cpaBHeHHe ¢ mnauedo), 29,1% or
YYJaCTHHULINTE, JIEKYBaHH ¢ nperabanuu 2,5 mg/kg/nen (p=0,2600 8 CpaBHEHME C rnauebo) u 22,6% ot
YYaCTHHLMTE, MOJYy4YaBally nnanedo.

B 14-aHeBHO Nnane6o-KOHTPOIMPAHO HINUTBAHE MEANATPHYHH MALMEHTH (Ha BE3PacT OT 1 Mecer o
NO-MaNko OT 4 TOAWHM) Ca pasnpeNeIe ! Aa N0MyYaBaT nperabanuy 7 m g/kg/nen, nperabanun 14
mg/kg/nen win rwiaue6o. Meauanara Ha 4ecTOTa Ha NIPUCTBIIMTE 32 24 Yaca Ha UIXOJHOTO HUBO H
TIpH HOCTIEAHOTO NOCEILECHHE € CROTBETHO 4,7 M 3,8 3a nperaGanun 7 mg/kg/neH, 5,4 u 1,4 3a
nperabanut 14 mg/kg/nen u 2,9 u 2,3 3a rorane6o. MperaGanun 14 mg/kg/neH 3HaYHTENHO HaMaABa
log-Tpancdopmupanara Yecrora Ha mapuManHu NPHCTBIM CpAMo nnauedo (p=0,0223); npu
nperabanuu 7 mg/kg/nex He ce HaGmonasa nomobpenue cpaMo manebo.

B 12-cenmuuno nnane6o-KOHTPONHPaHO MPOyYBaHE MpH YYaCTHHLM C MbPBHYHH [C€HEPANH3UPAHY
TOHHUHO-KNOHHYHH [Primary Generalized Tonic-Clonic, PGTC] repuoge 219 YYaCTHULM (Ha Bh3PACT
OT 5 A0 65 roauHH, OT KOUTO 66 Ha BB3PacT oT 5 1o 16 FOJHHH) ca pasnpeeieHd Ja NoNyYaBaT
nperabanud 5 mg/kg/nen (Makcumansuo 300 mg/nen), 10 mg/kg/nen (MakcHManso 600 mg/neH) win
Iaue6o KaTo AOITBIBAILO JieyeHue, [IpOLeHTET Ha y4acTHULIIATE ¢ nTode 50% HaMasieHue Ha
HecToTaTa Ha PGTC repuose e ceotBerno 41,3%, 38,9% 1 41,7% 2a nperabanux 5 mg/kg/neH,
nperabanux 10 mg/kg/nex u nnane6o.

MonoTepanys (HOBOAHATHOCTHIMPAHM MALKEHTH)

IIperaGanus € npoyueH B €1HO KOHTPONHPAHO KIHHHIHO H3MUTBAHE C MPOOBDKUTEIHOCT 56
CCAMMLA NpY NPHEM NBa TbTH AHEBHO (BID). [IperaGanus He e nokasan no-manka edheKTHBHOCT
CHPAMO JIAMOTPHIVH N0 OTHOLICHHE HA KpaiHaTa Touka — 6 Mecela 6e3 NpUCTHIIN. [Iperabanux u
JIAMOTPHIHH Ca CPABHHUMH [0 OTHOLIEHHEe Ha 6€30NacHOCT B A00pPa MOHOCHMOCT.

[ eHepanu3HpaHo TPEBOKHO pa3cTPoHCTBO

Ilperabanu e npoyyeH B 6 KOHTPONHPAHH HAMMTBAHKA C NPOABLIKHTEHOCT 4-6 CEIMHULIH, SIHO
[IPOYHBAHE NNPH NALMEHTH B CTAPYECKa BB3PacT C NPOIBIDKHTENHOCT 8 CEAMHLM H €0HO ABLATOCPOYHO
MPOYHBAHE 32 NPEBCHLIMA HA PERUIUB C ABOHHOCAANA (a3a HA NPEBEHLMA HAa PELMANBA C
MPOOBJEKUTETHOCT OT 6 Mecella.

Obnekuenne Ha cummromMute Ha GAD, m3MepeHo Upe3 cKastata Ha Hamilton 3a oneHka Ha
TpeBOXHOCTTa (HAM-A) ¢ HabnromaBano 10 kpast Ha ITBPBATA CEAMHLA.




B KOHTpO/MHpaHH KIHHHYHU H3MUTBAHUA (C NPONBIDKUTENHOCT 4-8 ceaMuuu), 52% OT MalMeHTUTE,
JeKyBaHH ¢ nperabanuH, U 38% ot nauueHTUTE Ha mWauebo ca uManu none 50% noaobpenne B
obus ckop no HAM-A 0T H3X0ZHOTO HMBO 10 KpalHara TouKa.

B KOHTpOJMpaHH M3MUTBAHHA [10-FOJISIMA YACT OT MALUASHTHTE, JIEKYBAHHK ¢ NMperabanul, ca oS
32 3aMBIJICHO 3peHHe, B CPABHEHHE C NMALMEHTUTE, IEKYBaHHU C TU1aleb0, KOETO € OT3BYUANO B
MOBEYETO CIy9ar NPH NPOABIIKHUTENHO IPHIAraHe.

IIpoBenieHH ca 0P TAIMONOTHYHM H3CNEABAHUA (BKIIOUYHTEIHO U3CNeBaHe HA 3PHTEHA OCTPOTA,
CTaHJAPTHO M3CICABAHE Ha 3PUTETHOTO IOJIE H Pa3slUAPEH NPEIe] Ha OUHHTE IbHA) NP MOBeYe OT
3 600 mauueHTH B paMKUTE HA KOHTPOJIUPAHH KIHHUYHH H3NUTBAaHKA. [IpH Te3u nalKMeHTH
3pUTENTHAaTa OCTPOTa € HaMalleHa NpH 6,5% OT naLMeHTHTE, NEKYBaHH ¢ nperabanuu, u nmpu 4,8% ot
Mal{EHTHTE, ICKYBaHH ¢ TU1aue0o. IIpoMeHn B 3pHTEIHOTO NOJNE ca YCTaHOBeHH npH 12,4% ot
NauHEeHTHTE, JIEKYBaHH ¢ nperabanuH, 1 npu 11,7% ot nekysauure ¢ mnauebo nauneHTH. [IpoMeHH B
OYHHTE NbHa ca HabmonaBrany rpu 1,7% oT nauueHTHTe, IeKyBaHu ¢ nperabanux, U ripn 2,1% ot
JICKYBAHHUTE ¢ IUTANEe00 NalMeHTH,

5.2 @DapMaKOKHHETHYHH CBoHcTBA

DapMaKOKHHETHYHHTE NI0Ka3aTeNy Ha nperabaivH B CTAMOHAPHO ChCTORHHE Ca CXOAHH MPH 30PaBH
IOOPOBOJILH, [TPH NALMEHTH C EMHIENCHSA, NONy4YaBAIM AHTHETWIENTUYHH J1eKapCTBa, U MPH
MAUMEHTH ¢ XPOHHYHA OONKa.

Abcopbiud

[Tperabanus ce pesopbupa OBp30 NpH NpWIOKEHHE HA IMIATHO, KATO MAKCHMAJIHH IUTA3MEHH
KOHLICHTPALIHA C¢€ JOCTHIaT B pAMKHTE Ha | yac KakTo CJIeA €AHOKPATHA, TaKa H CJiel MHOIOKPaTHH
Ro3H. OpanHaTta OHOHATHYHOCT Ha rniperabanyvH ce H3uncanBa Ha = 90% u He 3aBHcH oT go3ata. Cien
MHOTOKPaTHO NPWIOXKCHHE PaBHOBECHO ChCTOAHHE CE NOCTUra B paMKHUTE Ha 24 10 48 daca.
Ckopocrra Ha abcopbuua Ha nperaGainnH HaMaABa TP MIPHEM C XpaHa, KOETO BOAM 0 HAMANABAHE
Ha Cpax € 0K0J0 25-30% u 3a0aBfHE HA tmax O NMPHONU3KTENHO 2,5 yaca. Bunpeky ToBa NpHEMBT Ha
nperabaiuH ¢ XpaHa HAMa KNHHAYHO 3HaYUM e(eKT BbPXY CTeNneHTa Ha abcopOLMa Ha nperaGanuH.

Pa3snpenenenue

[IpeaxnUHUYHH MPOYYBaHHUA [IOKA3BaT, Ye NperabanuH npeMHHaBa KpbBHO-MO3b4HaTa Gapuepa NnpH
MHILIKH, ILNBX0BE H MalMyHH. JlokasaHo e, ye nperabanuH npeMUHABRA fipe3 IUIALIEHTATa NPH [LTEXOBE
M C¢ OTKpHBA B MUIIKOTO Ha KbpMetlH IurexoBe. [Ipu xoparta aBHuST 00€M Ha pasnpeneneHle Ha
mperabaluH ciel nepopaneH npueM e npubnusurento 0,56 I’kg. [Iperabanus He ce cBLP3BA C
[UTa3MEHHUTE NPOTEHHH.

buortpancdopmanus
[lperabanun npeTppnaBa He3HaYUTENCH MeTabONH3BM NpH Xopa. Clen npueM Ha 103a PaIHOaKTHBHO

benA3an nperabanuH, npubnuzuTenHo 98% oT parMOaKTHBHOCTTA, YCTAHOBEHA B YPHHATA, €
HenpoMeHeH rperabanui. N-MeTUNHpaHUAT AepHBAT Ha nperabaiuH, OCHOBHUAT MeTaboMUT Ha
nperadanuH, OTKPUBAH B YPHHATA, npeacTapnsasa 0,9% ot no3ata. B npe Ak THHAYHH IPOYUBAHUA HE
Ca yCTaHOBEHH JaHHH 3a paUueMH3alysa MeXIY S-eHaHTHoMep U R-eHaHTHOMep Ha rperabaiuH.

EnuMuHUpaHe

IIperabainH ce eMMMHHHDPA OT CHCTEMHOTO KpbBoOOpallleHHe [NaBHO 4pe3 6bOpeuHa excKkpelus B
HENPOMEHEH BUA.

CpeaHusT eMTMMHHALHOHEH NONYXUBOT Ha nperabanuH € 6,3 yaca. [na3sMeHuaT U 6L6pedHuaT
KJIMPBHC Ha nperadanyH ca Npaso NMPONOPLUHOHAIHY HAa KpEaTHHHHOBHA KIHPBHC (BXK. TOUKa 5.2

Bb1Opedno yBpexaaHe).

IIpu naueHTH ¢ HamaieHa OpOpeuna GyHKUHA WIH [PH TAaKMBa HAa XeMOIHANIH3a € HeoOXoaumo
afarnTupaHe Ha ao3ara (Bxk. touka 4.2 Tabnuua 1).

JIMHEeHHOCT/HeTHHEeHHOCT




PapMakOKHHETHYHHTE TTOKA3aTenH Ha nperadanuH ca NHHEHHN B pAMKHTE HA NPENOPHLIATENIHAA
AHEBEH N030B UHTepBal. HTepHHAUBHAYaNHATa BApHAOUNHOCT Ha papMaKOKMHETHYHH NOKA3ATENH
Ha nperabanun e HUCKa (<20%). GapMakoKHHETUKATa IPH MHOIMOKPATHO NMPHIIOKEHHE MOXe 1a Obae
NpeaBHACHA OT JAHHUTE IPH [IPUEM Ha €IHOKpaTHA f03a. Clleq0BaTeNHO He € HEOOXOAUMO PYTHHRO
NPOCIeAIBAHE HA IUTa3MEHUTE KOHLEHTPAallMK Ha TIperabaiuH.

[lon
KNHHHYHHATE H3NHUTBaHHA MOKA3BAT, Y€ MONBT HE OKA3BA KIIMHHYHO 3HAYHMO BIIUSIHHE BHPXY

IU1a3MeHUTE KOHLEHTpalUK Ha rperabanuH.

bubpeuHo yBpexaaHe

KnupbHCBT Ha nperabanul e npako nponopLHoHaneH Ha KpeaTHHHHOBUA KITHpBHC. OCBEH TOBA,
nperabajiHH ce OTCTPaHABa ePEKTHBHO OT IUIa3MAaTa Ype3 xeMozuanu3a (cnen 4-4acoBo
XE€MOIHANMH3HO JieHeHHUEe MNTa3MeHUTe KOHLEHTpalMd Ha nperadaniH ce MOHMKaBaT ¢ MPHONN3HTETHO
50%). Tei1 kKaTo 6BO6pPEUHOTO CNHMUHHPAHE € OCHOBHHAT ITHT 3a ENUMUHUAPaHe, MPH MAUMEHTH C
616peuHo yBpexaaHe ¢ HeOOXOAMMO HAMAITABAHE HA J1034Ta, a Clell XEMOAHAIH3A — NOMBAHHUTENEH
npueM (BXK. Touka 4.2 Tabnuna 1).

YeprHonpoOHo yBpexaaHe
Hsima npoBenenu crneuMpnuHy GapMakOKHHETHYHH NPOYYBAHHUA [IPHU NALMEHTH C YBpelcHa

qepHOIpobHa PyHKIMA. Thil xaTo nperabaluH He NpeTbprsABa 3HAYUM MeTabonn3sM U ce eXCKpeTHpa
NpeIrMMHO B HEMIPOMEHEH BHJ B yPHHATa, HapylIeHaTa YepHOoApoOHa PyHKuMA He 61 Tpabsaio na
IIPOMEHA 3HAYUMO TU1a3MEHUTE KOHLICHTPALWH Ha nperadaiuH.

[lennaTpuyHa IOIYIALNS
DapMakKOKHHETHYHUTE OKA3aTENH Ha nperabanuy ca OLieHeHH NPH MeAHATPUYHH NALHHEHTH C

emWIericus (Bb3PaCcTOBH IPyIM: OT 1 a0 23 Meceua, ot 2 a0 6 roguHM, oT 7 10 11 roguHy u ot 12 1o
16 rogMuu) npy A03M OT 2,35, 35, 10 1 15 mg/kg/nen npu GapMaKOKHHETHYHO NPOYYBAaHE H MPOYYBaHe
34 MOHOCHUMOCT.

Cren nepopanHo NMPpWIOKEHHE Ha NperaGalvH Npy neaAdaTpudHH NALMEHTH Ha INIAJIHO BpEMETO 33
JOCTHraHEe HA MaKCHMATHHU IUTa3MEHH KOHLEHTPAUMH MO MPUHLIUI € NToA06Ho B LaaTa Bp3pacToBa
rpyna ¥ Hactensa 0,5 10 2 qaca cnen npunoKeHHe Ha J03aTa.

[TapaMerpure Chmsx ¥ AUC 3a nperabanud HapacTBaT JJMHEHRHO ¢ NOBHILIABAHE Ha J03aTa B paMKHTE HA
BCAKA €IHa 0T Bh3pacToBUTE Ipynu. AUC e ¢ 30% no-Hucka npu neARaTpPUYHHTE MAIHEHTH ©
TenecHo rerno noA 30 kg nopauu no-BUCOKHUA, aJAITTHPaH KbM TeNECHOTO TEFNO, KIHPBHC 0T 43%
NpH TE3U NALMEHTH B CpaBHEHHE ¢ MALIMEHTHTE ¢ TenecHo Terno >30 kg.

TepMUHANHUAT NOJYXUBOT Ha nperabaaunHi € CpeaHo 0Kono 3 1o 4 yaca npH NeaAHATPUYIHU NalUeHTH
A0 6-roavuiHa Bb3pacT U 4 10 6 yaca IIpH Te34 Ha 7 rOIMHA H [MOBEYE.

[MonmynalMOHHUAT (papMAKOKHHETHYEH aHAIM3 NOKa3Ba, Y€ KPEaTHHUHOBHAT KIUPBHC € 3HAYMM
KOBapHaT Ha KJIMPBHCA Ha nperabanuH cie NepopaiHo NPUIOKESHUE, TENECHOTO TEITIO € 3HAYHM
KOBapuar Ha fBHHA 00eM Ha pasnpenefieHHe Ha nperalanuH cnel nepopanHo NpUIoKEHHe, KaTo Te3u
3aBHCHMOCTH ca NMOoA0OHH Npu NEeAUATPUYHH M Bb3PACTHH MTalIHECHTH.

DapMakOKHHETHKATA Ha niperabanuH npy NauMeHTH Mok 3-MeCceuHa Bb3PacT He € NpoyyeHa (Bx.
ToukH 4.2, 4.8 u 5.1).

Crapyecka Bb3pacr
Mma TeHaeHIA 32 HAMATABAHE HA KJIMPHHCA Ha nperabaldH ¢ HanpeisaHe Ha BB3pacTTa. ToBa
HaMaJICHUE Ha NEePOPaIHiA KIIMPBHC Ha nperabaivH € B CbOTBETCTBHE ¢ NOHWKEHHETO Ha
KPeaTHHHHOBHUA KIHPBHC, CBBP3AHO ¢ HATIPSABAHE HA BB3pacTTa. [IpH NauHeHTH C BB3PacTOBO
o0ycnoBeHa HapylueHa 6BOpeuna GyHKUMA MOXe [a Ce HATIOKKM HaMalABaHe Ha f03aTa nperabanuH
(BX. Touka 4.2 Tabnuua 1).




KupMmemu Malky

Ouetena e papMakokHHeTHKaTa Ha 150 mg nperabannm, npunaraH BCekH 12 yaca (300 mg auesHo),
npu 10 xbpMeluu sxeHy Hall-Manko 12 ceqMuIH clien PaXZaHeTO. BAMAHKETO Ha KbPMEHETO BLPXY
(hapMaKOKMHETHKATa Ha nperabaniH e G0 MANKO WIH H3061O0 e JIHICBAIO. [Iperabanun ce otnens B
KbpMara CrC CpeAHH PABHOBECHU KOHLIEHTPALIMH, IPHOIH3NTENHO paBHU Ha 76% OT Te3M B [L123MaTa
Ha MaHdkara. M3uncneHara no3a 3a kbpmadeTo, npueTa ¢ KbpMara (npueMatiky, ye cpeaHara
KOHCyMallns Ha MiAKo € 150 ml/kg/nen) ot xenu, npuemaiy 300 mg/aeH WM MAKCUMATHATA 1034 OT
600 mg/nen, 61 6una croteTHO 0,31 win 0,62 mg/kg/neH. Usuuchenute 1o3u ca npHOnK3KuTENHO 7%
OT ob1iaTa AHeBHA 1033 Ha Malikara Ha 6asata mg/kg.

3.3 [peaxanuuynu JaHHH 323 GezonacHocT

B xoHBeHUMOHANHH (PAPMAKONOrHYHH TPOYYBAHMS 33 6E30MACHOCT NpH XHBOTHH, Nperabanux
[oKassa 1obpa MOHOCHMOCT B KITHHHYHO 3HAYHMH J03H. B Mpoy4BaHHA 33 TOKCHYHOCT npu
MHOTOKDATHO N03HpaHe, NPOBEICHH NPH ILTEXOBE M MaliMYHH, ca HabMonaBaHH edektn BEpXy LITHC,
BITIOUHTCTHO XHITOAKTHBHOCT, XHITEPAKTHBHOCT M aTakcus. Clea NpOaBMKHTENHA EKCIIO3HIIMA Ha
nperabaniH Npu 1034 2 5 MbTH MO-BACOKH OT CPELHATA EKCIIO3UIIH IIPH XOpa, NpH MakCHMaJTHATA
HPENOpbYBaHA KIHHHYHA 11034, C& YCTAHOBABA [IOBHILIICHA YECTOTA HA ATPO(HA HA PETHHATA, YECTO
Ha0MoaaBaHa MPH BB3PACTHHU ILTbXOBE ATGHHOCH.

ITperaGanuH we € TepaToreHeH NPy MHIIKH, IUTHXOBE H 3alLH. DeTaTHA TOKCHUHOCT TIPH IUTBXOBE U
3alLI{ HACTBIIBA CAMO MPH eKCIIO3HLIMK, HAAXBEPIAIHA 3HAYUTEITHO TA3H npu xopa. B

MPEHATATHH/ TIOCTHATANHM NPOYYBAHYA 32 TOKCHUHOCT Iperabaluy Npeau3BUKBa TOKCHYHHU edexTn
BBPXY Pa3BUTHETO Ha ITOTOMCTBOTO MNPH IUTBXOBE CISH EKCIIO3HIHH > 2 ITbTH N10-BUCOKH OT
MaKCHMalTHaTa NPenopbh4BaHa eKCIO3UIMA PH XOPA.

Hexenany eextu BopXy (epTunutera MpH MEXKH 1 5KEHCKH TUTHXOBE €2 HaGTION2BAHH CAMO MpH
CKCMOSHLIMH, NPCBHLIABAINY 3HAYHTENHO TepaneBTHYHaTa. HeXXeaHHTe peakiMy BEPXY MBKKHTE
PEMPOAYKTHBHH OpraHH U NapaMEeTpHTE Ha CriepMara ca 00paTHMM H €a HACTBIHIH CAMO TP
CKCTNIO3NLIHY, NPEBHIIABAILH 3HAYHTENHO TEPANIEBTUYHATA, MIIH CA CBBP3aHM ChC CIIOHTAHHH
ACTCHEPATUBHY NPOLIECH B MBIKKHTE PENPONYKTHBHH OpraHM IpH IUTEXOBE. [lopaay ToBa ce CuMTa, ye
e(PeKTHTE HMAT MAJIKO WIH HHKAKBO KJIHHHYHO 3HAYEHHe.

IlperabanuH He e I'CHOTOKCHYEH, HAa Da3aTa Ha PE3YNTATH OT CCPHA U3CNEABAHHA, IPOBEAEHH in vifro
H in vivo.

I1pu nIBX0BE M MHUIKH €2 NPOBENEHHM ABYTONHILHH IPOYUBAHNA 32 KaHHEPOreHHOCT Ha nperabaiuH.
He ca HabnmiopaBany TyMopH npd ILTBXO0BE CHEA €KCIIO3UIMH 10 24 MBTH M0-BHCOKH OT cpenHara
CKCIO3HLIMA NPH XOpa, NPY MAKCHMAITHATA [IPENOpBhYBaHa KIHHHYHA N03a oT 600 mg/neH. [Tpu
MHLIKH He ¢ Hab/moJaBaHa NOBUILECHA YECTOTA Ha TYMOPHTE IIPH €KCHO3HUIMH, NONOGHH Ha cpeaHaTa
CKCIIO3MLHA TNPH XOpa, HO MPH N0-BHCOKHK €KCIO3MLIHH € HabJIr0JaBaHa MOBULIEHA YeCTOTa Ha
XEMaHrHocapkoM. Here HOTOKCHYHHAT MexXaHU3bM Ha nperabanuH-HHAYHUMpPaHOTO o6pa3yBaHe Ha
TYMODH NMpH MUILIKH BKIIIOYBA MNPOMEHH B TPOMOOLIMTHTE M NPOIHEpaLMA HAa eHAOTETHM KIETKHU,
Takupa TPOMGOLMTHH NPOMEHH He ¢a GUNH YCTAHOBEHH IIpH ILTRXOBES WIH NPH XOpa Bh3 OCHOBA Ha
KPaTKOCPOYHH H OTPAHHYEHH OBATOCPOYHHM KIIMHUYHH naHHH. Hama nokasarencTsa, npegnonaramy
PHCK NpH Xopa.

BunoBere TOKCHYHOCT NPH MNAJH [UTBXOBE HE CE PA3NHYABAT KAYECTBEHO OT Te3H, Habonapany npu
BB3PaCTHH ILTEXOBE. BCe nmak, MinanuTe ITBX0BE ¢a Mo-4yBCTBUTENHH. [Ipy TepaneBTUYHU
CKCMIOSMLIMK HMA TOKA3aTeNICTBA 34 KIIMHHYHH POABH 0T cTpaHa Ha IIHC kaTo XMnepakTHBHOCT
CKBPLAHE CbC 3b0H, KAKTO U HAKOM POMEHH B pacTexka (MPEXOMHO NOTHCKAHE HA HAIIABAHETO HA
Terno). Edexru BbpXy ecTpyca ca Gunm HabI0IaBaHY IPH €KCITOSHITHS 5-KpaTHO MO-BHCOKA OT
TCpANCBTHYHATA NPH Xopa. HamaneH oTroBop kbM BHE3aneH 3ByKOB CTHMYJI ce HaG/I0apa MpH
M| IUTbXOBE [-2 CEAMHLM Creq eKCMO3KLUMSA NIPH > 2 ITBTH N0-BHCOKA OT TE€parneBTHYHATA
CKCIIO3NLIHA TIPH XOpa. JIeBeT CeAMMUH CEA eKCTIO3HLMATA TO3H edexT He ce Habmon




6. PAPMAINEBTHYHHU NTAHHHU
6.1 Cnucbk HAa MOMOUHUTeE BelllecTBA

KancynHo cbIbpXHMO:
JlakTo3a MOHOXHAPAT
LlapeBH4MHO HHIIECTE
Tank

OO6BHBKa HA KaIICYJIATA:
Juneghop 50 mg, 150 mg:

Turanos guokeua (E171)
Xenatvu

Juneghop 75 mg:

Turanos aguokcun (E171)
YepseH xenesen okcug (E172)
XKunT xeneseH oxkcua (E172)
Xenatus

ITeyaTHO MACTHIIO!

[Tlennak rnasu 45% B eTaHON
Yepen xeneseH okeup (E172)
[TporusieH rAMKoN

AMOHHEB XHAPOKCHI

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHocr

3 rONMHH.

6.4 ChneUHAJHH YCJIOBHA HA ChXpPAHEHHE

To3u nexkapcTBeH NPOAYKT HE H3UCKBA CINEIIHATHE YCJIOBHA Ha ChbXpaHEHHE,

6.5 Buau chaAbLpXKAHHE HA ONIAKOBKATA

JIunedop 50 mg, 75 mg, 150 mg, TBLpAU Kancyau B amymuHnesi/npospaddn PVC/PVDC Gnucreps.
JInHedop ce npeanara B 0TIakOBKH oT 14, 21, 28, 56, 60 unu 84 TBLpAM Kancyau.

He Bcu4ky BHAOBE OMAKOBKH Morar Ja ObJaT MycHaTH B npoaakda.

6.6 ChnenHaaHH NpeanasHA MePKH NP U3XBhPJIsHE

Heu3non3paHMUAT NeKapCcTBEH NPOAYKT WIH OTNaABUYHUTE MAaTEPHaIK OT Hero TpAGBa a ce H3XBHPIAAT
B CBOTBETCTBHE ¢ MECTHUTE U3NCKBAHHA.

7. TIPHTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19
83-200 Starogard Gdanski




IMonma

8. HOMEP(A) HA PA3SPEINEHMETO 3A YOIOTPEEA
Linefor 50 mg: Per. Ne 20170158

Linefor 75 mg: Per. Ne 20170159
Linefor 150 mg: Per. Ne 20170160

9. JXATA HA OBPBO PA3PELLIABAHE/TIOAHOBABAHE HA PASPEUIEHUETO 3A
YIHOTPEBA

/lara Ha mepRO paspemasane: 11.05.2017

Hara wa nocmeaHo moaHossasane: 14.06.2021

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

06/2025




