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1. HMME HA JIEKAPCTBEHUS MPOJAYKT e RC D™ 23_54_ 2075 |

..............

[Iperabun 150 mg TBBpAM KATCyJIH
Pregabin 150 mg capsules, hard ' Ll b L

2, KAYECTBEH U KOJIMMECTBEH ChCTAB
Besika TBbpa kancyna ceabpka 150 mg nperadanun (pregabalin).

[ToMOLIIHM BellecTBa C U3BECTHO J1eHCTBHE:

Bcesika TBbpa KancyJsa cbAbpika Cblo 35,6 mg 0e3BoaHa aKTo3a.

3a ITBJIHUSA CITUCHK HA NMOMOIIHHATE BEIIECTBA, BHKTE Touka 6.1.

3. JJEKAPCTBEHA ®OPMA
Tebpaa karncyna.

TBBbpaUM KeNaTHHOBH KATCYyJIK pa3Mmep ,,2* ¢ HEMpO3payHo 010 Karayde u TAJIO, ITbJIHMA ¢ 051 rmpax, ¢
HAJIMKC OT YEPHO MACTHIIO ,,150" BBPXY TAIOTO.

4. KJIUMHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHUSI

HespornatuuHa 001ka
[IperabuH e rokasaH 3a Jie4eHue Ha reprdepHa U LieHTpaJiHa HeBporaTHYHa 0oJIKa MpH Bb3PacTHH.

Enunerncus
[IperabmuH e nokasaH kaTo 400aBBYHO JIEUEHHUE MTPU BB3PACTHU C MApLHUAIIHH PUCTHITH C WK 0€3
BTOPUYHA MeHepan3arus.

['eHepaIM3upaHoO TPEBOKHO Pa3CTPOMCTBO
[Iperabun e nokasaHaH 3a JICYEHHE HA FreHEpaIM3UPAHO TPEBOXKHO pa3cTpoicTBO (I TP) npu Bb3pacTHM.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

o3upoBka
JlozosusaT uaTEepBas € ot 150 g0 600 mg Ha aeH, pa3npe/ie/ieHH B [Ba WK TPHU MpUeEMa.

Heeponamuuna 6onka

Jleuenuero ¢ nperabanuH Moxe aa 3anodHe ¢ j03a ot 150 mg Ha [eH, pa3Je/ieH! Ha 1Ba WK TPH TpUeMa.
B 3aBHCHUMOCT OT MHAMBHIYAJIHUS TeparieBTHYEH OTTOBOP Ha MalMEeHTa U MOHOCHMOCTTA, J103aTa MOXKe Jia
Obne yBenudena a0 300 mg Ha OeH ciel UHTepBall OT 3 /10 7 AHH, @ TP HEOOXOAUMOCT 10 MaKCHUMAJTHA
no3a ot 600 mg AHEBHO Clie]l AOIMBJIHUTEIIEH 7-AHEBEH UHTEpPBAI.

Enunencus e,
Jleyenuero ¢ nperabajinH MoXke 11a 3ano4He ¢ 103a oT 150 mg Ha neH, pa3jeneH %WOIH#;@ nema.
: W %



B 3aBHCHMOCT OT HHOWBHAYAIHHS TepaneBTUTICH OTTOBOP Ha MAUWEHTA ¥ MOHOCHMOCTTA, J03aTa MOXe JIa
OvOe yrenuueHa no 300 mg Ha aen cnen 1 ceamuua. Makcumannara 1o3a ot 600 mg Ha geH MoXe a
O®1e JOCTHrHaTa cnel OlUe ¢IHA NONTBLIHKUTENHA CEOAMMLIA.

Iexvepanuzuparno mpeeoicHO pascmpoucmeao
Ho3zosusaT nHTepsan € oT 150 oo 600 mg Ha feH, pa3rpeaencH B IBA WIH TPH TIPHEMA.
HeoGxoaumMocTTa 0T TeveHue TpadBa na 0'b1e npeucHsIBaHa peaoBHO.

JleyenueTo ¢ niperadanTvH MOKE Aa 3anoyre ¢ 103a ot 150 mg Ha neH. B 3aBHCHMOCT OT UHAWBUIY ATHHA
TepaneBTHYEH OTFOBOP Ha NALMEeHTa U NOHOCHMMOCTTa, DHEBHATA 1032 MOXe na Obae yBenudeHa no 300
mg - cnen 1 ceamuua, Cnen enHa NOMbNHUTENHA CEAMHULA A03aTa MOXe Aa Obae yBennueHa A0 450 mg Ha
neH. Makcumannara no3a or 600 mg Ha aeH Moxe 1a Obe NOCTUrHATA Cleq OLUE €AHa AOMBIHUTENTHA

CCAMHILA.

HEEK paTABaHE Ha JICYCHHUETO
B CBOTBETCTBHE C HACTOAMIATA KITHHHYHA ITPAKTHKA, aKO0 JICHCHHUCTO C npcraﬁaﬂﬂn T])ﬂﬁﬂa na onne

NPEeKPaTEHO C¢ NMPenopb4¥Ba TOBA Ja CTaHEe NMOCTENEHHO B pPAMKHTE HA MHHHMYM | ceAMHIA (BXK. TOYKH
4.4 n4.38).

CrielIHATTHH NOMYIALNH

ITayuenmu c 0v0Opeyno y8pedcoare

IIperabanun ce eTMMHHHpPA OT CHCTEMHATA LIMPKYyNaluus rJ1aBHO Yype3 0b0OpeuHa eKCKpeLUs B HEIIPOMEHEH
BUI. ThH KaTo KNIUPBHCHT HA NperadavH € NpaBoNpoNoOpLUAOHAIEH HA KPEATUHNHOBHUA KIIHPBHC (BK.
Touka 5.2) HaMANgBaHETO HA 7103aTa NPU NALMEHTH ¢ HapylueHa 0b0peuna pyHkuma Tpadsa na Obae
HHINBUIYAUTH3APaHO B CLOTBETCTBUE C KpeaTuHHUHOBUR KNpBHC (CLcr), kakto e nmocoyeHo B Tabnuua 1,
KaTo CE npusiara ciegHara gopMmyna:

1,23 x ( 140-Bw3pacr (rogusn)} x Terno (kg)
CLcr(ml/min § = ( =m=mmmmmmmmmmeme e e cameeee=-) (X 0,85 32 3KEHH)
cepyMeH KkpeaTHHHH (pumol/1)

IIperabanmH ce oTcTpaHABa ePEkTUBHO OT IU1a3Mara upes xeMonunanusa (50% ot nekapcTBoTo 3a 4 4aca).
[Tpy nawMeHTH Ha XeMOIHANIH3a IHEBHATA 103a nperadanvH Tpabea fa 6bae anfanTUupaHa B 3aBUCHMOCT
oT OLOpeuHaTa pyHkuMd. B 100BIHEHHE KbM JHEBHATA 11032 HEMOCPEACTBEHO CNejl BCAKA 4-yacoBa
XeMoaMaIu3a TpsOBa 1a ce NMpHeME NOITLJIHATEHA n03a (Bxk. Tadnuua 1).

Tabnuua 1 AnanTupase Ha Ko3ara Ha nperabanvH B 3aBUCHMOCT OT ObOpeuHaTa QyHKLUUs

KpeaTHHOB KIHPEBHC Obwma gHeBHa J03a Ha nperabanuH * Pexxum Ha no3upane
(CL¢r) (ml/min)
Hauannxa go3a Makcumarnia Josa
(mg/neH) (mg/nen)
> 60 150 600 JITH vm TT1T
>30 - <60 73 300 JUT v TTTLL
>15- <30 25-50 150 EnnokpatHo aHesHo winu ATTT
<15 23 75 EQHOXPAaTHO JTHEBHC
JlonbJIHMTETHA 1032 HENIOCPEACTBEHO Crie] XxeMoAnanu3a ( mg) A
25 100 EnHokpaTH




TIIH — Pazgenenu B TpH npuemMa

HAI111 — PazneneHy B IBa [MpHeMa

* Obmara gqHeBHa go3a (mg/aeH) Tpsbra na 6vae pasaeneHa, KakTo € YXa3aHo B pe)KHMa Ha JTo3UpaHe, 3a
Ia ce TIOJIydaT mg/mo3a

* lorbIHUTENHATA 1033 € €HOKpAaTHA

Iayuenmu c vepnoOpobro yapexcoane
[Tpn naumeRTH ¢ YepHOAPOOHO yBpeXkaaHe He € HeobXxoanMa MPOMsTHA Ha Jo03aTa (BX. Touka 5.2).

IHeduampuuna nonyrayua
BesonacHoctTa U edekTBROCTTA Ha [Iperabun npu aeua non 12- roaKWluHa BH3pacT H WHOLIHK (12-18-
rOAMIIHA BR3IPACT) HE ca YCTAHOBEHH. JINIICBAT JaHHH.

Hayuenmu e cmapuecxka ev3pacm (Hao 63 200unu)
ITpu malMEHTH B CTApUYECKa BB3PACT MOXE JIa Ce HATOXKH HaMaTABAHE Ha J03aTa Ha nperadalivH nopangy
HaManeHa 6s0peyuna yHkiMa (Bxk. ,JlaineHTH ¢ HapyeHa 6n0peyHa PyHkuns™).

HauuH Ha pUIIOXEHUE

ITperabun Moxe 1a ce mprueMa c win Oe3 xpaHa.
[Tperabun € caMo 3a HEPOpPATHO NPIIOKEHHE.

4.3 IlpoTuBONOKA3AHHA

CBpBXYYBCTBHTEITHOCT KbM NperadajiiH UAM KbM HAKOE OT MOMOLUHUTE BellecTBa, H30poeHH! B ToUKa 6.1,
4.4 Chneunanun npeaynpexaeHHA H NpeANna3HH MEepKH NPH ynotpebda

Hayuenmu c duabem

B ¢BROTBETCTBHE C HACTOAUIATA KIMHHIHA MMPpaKTHKA NP HAKOH IMALHCHTH C HHﬂ.ﬁET, KOHTO HaJNaBaT Ha
TETO, TPH JICYICHHC C Hpﬁl‘ﬂﬁﬂJ’lHH € HeoOxXoauMo AJAaIITHPAHC Ha HHTH,I[HESET HIHHUTE JICKaApCTBCHH

IPOOYKTH.

Peaxyuu va cgpoxuyscmeumenHocm
OT nocTMapKeTHHTOBHSA ONMAT UMA ChODIEHNA 3a peakuuy Ha CBPBXYYBCTBHTEIHOCT, BKITFOUHTENTHO

CMy4aM Ha aHTHOedeM. AKO Bb3HHKHAT CHMITTOMH Ha aHTM0€/IeM, KaTo MOAyBaHe Ha JIMLETO OKOJIO
yCTaTa WIH Ha TOpPHUTE IMXATENHHU MbTHING, JICUCHHUETO ¢ NperabanuH TpaGea Aa 6bAe npekpaTeHo
He3abaBHO.

3amaiisane, coraueocm, 3a2yba Ha cv3HaHue, obvprearie U YMCMEEHO yepexucoare
JleyenueTo ¢ nperabanyH e 6MI0 CBBLP3aHO ChC 3aMaiiBaHe M CBHIMBOCT, KOUTO OMXa MOTIM Aa YBEIUUAT

4eCTOTaTa Ha CTyvyaiHO HapaHaBaHe (razaHne) rMpy NalMeHTH B cTapyecka Bb3pacT. Ma u
NOCTMapKETHHTOBH ChoOIIeHHS 3a 3aryba Ha ch3HaHMe, 00BPKBAHE M YMCTBCHO YBpEKIAHE,
CrnenosaTenHo, MalHEHTHTE TPA0OBA fa 6bAaT NOCLRETBAHH Ha OBJAT C MOBHIICHO BHUMAHHE, JOKATO HE
ce 3aro3HaNAT ¢ MOTeHLHATHHTE ¢EKTH OT JIEKAPCTBCHUA NMPOOYKT.

Edexmu cevpsanu ¢be 3peHuemo
ITpH xOHTpOMMpAHH U3ITHTBAHHA, MTO-TONIAMA 9aCT OT MAMEHTUTE ICKYBaHH ¢ niperabanui ca cho0munm
3a 3aMEIJIEHO 3DEHNE B CPAaBHEHHE C MALMEHTHTE JIEKYBaHH ¢ TU1alefo, KOeTo € 0T3By4asio B MOBEYETO
CITydaH MpH NPOILIKHATENHO NpHIarane. 1 Ipn KIMHWYHHTE 1IPOYYBaHHA, KbIECTO €a ITPOBENCHH
o¢TanMOJIOrHYHH U3CIIEIBAHNA, YECTOTAaTa Ha 3pUTENHATA OCTPOTa U TIPOMEHH B 3PUTEITHOTY.

TO4YKa 3.1).




OT MOCTMapKeTHHIOBHSA OIHT CBIIO ¢¢ ChoOI1aBAT HEXKETAHW PeakUMK 10 OTHOLICHHE Ha 3pEHHETO,
BKITIOYMTENHO 3aryfa Ha 3pcHUe, 3aMBIMABaHE Ha 3pEHHETO WITH APYTH TIPOMEHH B 3pHUTENIHATA OCTPOTA,
MHOTO OT KOHTO ca Onnu mpexoguu. CiupaHeTo Ha nperabannH Moxe J1a JOBEAE N0 OT3BYYaBaHe WITH
nogoOpABaHe Ha Te3N 3PUTENIHN CAMITTOMH.

Bvwbpeuna nedocmamuvunocm

Coo0masar ce ciryqau Ha Ob0pedHa HeO0CTATHYHOCT.

[Tpu HAXOM CNYYaH NIPEKpaTABAHETO Ha JICIEHHETO C nperabanuH nokassa 00paTuMOCTTa Ha TE3U
HEXETaHH JIEKAPCTBEHH peaKkLMy.

CHH}.’JHHE RPpUeMda Ha LeReMOmealyfu anmueniienmusyHu Aexapoemeaq

CBbUIECTBYBAT HEAOCTATHYHO JaHHU 3a CMHPAHETO HA NMPUEMa Ha ChNBTCTRALLM aHTHENWICIITHYHK
NeKapcTBa Clief] NOCTHraHe Ha KOHTPON Ha NPHUCTBITATE C nperadanyH karo nobasbuHa Tepanus, 3a 4a ce
MPEeMUHE HA MOHOTEpaNnMA ¢ nperadainy.

Cumnmomu Ha omueMane

HabmoaaBaHu ca CHMITTOMY Ha OTHEMAHE APK HAKOW MALMEHTH CJIEA CIMPAHe Ha KPaTKOCPOUYHO H
IBATOCPOYHO Nedenne ¢ nperabanuy. CnegHuTe chONTHA ca 6K crioMeHATH: OeacbHHe, riaBobonue,
rajieHe, TPEBOXKHOCT, AUAPUA, TPHIIONIOI00HN CUMITTOMM, HEPBHOCT, IenpecHi, 00/TKa, KOHBYJICHH,
XHIMepXHapo3a 1 3amaiiBaHe. [laumenture Tpabea ga ObaaT MHPOPMHUPAHH 33 TOBA NPH 3aNIOYBAHE HA
JIEYEHNETO.

K’DHEYHCHH, BKJITIOYHUTCITHO CITHWICITTHYCH CTATYC H IrCHCPpAUITH3IHPaAHH TOHHYHO-KIIOHHYHH FbPYOBE, MOKC
Aa HACTBIIT 110 BpEMC Ha JICHCHHNETO C ﬂpﬁl‘ﬂ.ﬁaﬂﬂH HJIN CKOPO CJIed HEI'OBOTO MpCKpaTsaBaHC.

JIMnNcBaT jaHHHM 3a YECTOTAaTa U TEXNECTTa HA CHMIITOMHTE Ha OTHEMAHE B 3aBHCHUMOCT OT
NMpONBLIKHUTENHOCTTA HA YNoTpedara n Jio3ara Ha nperabanuH npH NpekpaTaBaHETO HA ABICOCPOUHO
NedecHUe.

3acmoiina cepoeyrna oeuHocm

Hanuue ca nocTMapKkeTHHTOBH ChOOIIEHHUA 32 3aCTOMHA ChpAedHa HEAOCTATRYHOCT NPH HAKOU NALUCHTH
nony4aBauy nperadarnH. Teau peakiiny ce Habmoaasat nNpeUMHO ITPU TTalHEHTH B CTapuecka Bb3pacT
CBC CHPACTHO-CHAOBH YBPEXKIAHUA M0 BPEME Ha JICYCHNE Ha HEBponaTHA ¢ nperabanui. Iperadbamun
TpA0Ba Ja ce U3MoA3Ba ¢ BHHMAHUE MPH Te3UW NALMEHTH, [IpeyCcTaHOBABAHETO Ha nMperadanud Moxe 1a
OOBEIC N0 OT3IBYYABAHE HA peaKkLHATA.

Jleuernue na yenmpanra Hegponamua bonxa ¢ pesyimam Ha cpbOHAYHO-MO3bYHA Mpasma

[Tpn neyeHHeTo Ha LIEHTpanHa HeBponaTHa Honka B pe3ynTar Ha rpprbHauHO MO3bYHA TpaBMa e Ouna
yBeJIHU€Ha YECTOTA HA HEXeNTaHUTE peaKiMM KaTo LIUI0 U HA HEXEIGHHUTE PeakLMy CRBP3aHH ¢
LIEHTpA/NHaTa HEPBHA CHCTEMA B 0CO0EHO CHhHIKBOCTTA. TOBa MOXE Aa c€ 0DACHHM C aOUTHBHHUA €QEeKT
IIBITKAII C€ HA CHITHTCTBAIINTE IEKAPCTBEHH NPOAYKTH (HAIp. aHTH-CIACTUYHN areHTH) Heodxoaumy 3a
JIEYEHHE Ha TOBA CHCTOAHUE. Tora TpadBa 1a ce UMa TpeaBHA, KOraTo NperadanuH ce npeAnMcha 3a ToBa
CBCTOAHHE.

Cyuyuona udeayus u nogedeHue
[lpy nauyeHTy, JIeKyBaHHU ¢ aHTHENTUJIETTTHUHH JickapcTBa (AEJI) no pasnuyHM nmokalzaHus ca
CchOOIIaBaHY CYHMIIH/IHA UACALIHA U [TOBEACHHE. MeTa-aHamu3 Ha paHAOMHU3UpPaHH, IU1auedo
KOHTpOJIMpaHM rpoydBaHus Ha AEJI ChiIo nokassa MaIbK, HO MOBHIIIEH PUCK OT CYHLIMIHA HOCALUsg U
MoBeAcHHEe. MeXaHHU3IMBT HA TO3H PHUCK HE € H3BECTEH U CHILIECTBYBAIUMTE JAHHM HE H3KTIOYBAT
BE3MOXHOCTTA 33 MOBMILEH PUCK NPU Nperabaiui.

3aToBa naipenTUTe TPAOBa Aa OBIAT NpocaeasBaHM 3a MPHU3HALIM Ha CYHIIHIHA UAE
TpadBa Aa ce npegnpueMe ChOTBETHOTO neueHue. [laumeHrure (M Xxopara, KOUTO €




TpsGBa a 6B/1AT NOCHBETRAHU 1A MOTHPCAT JICKAPCKH CBBET B ClTy4all, 4e ce NOABAT NPH3HALM HA
CYHLIHIHA HOCALMA W TOBERCHUE,

Hamanerna gyuxyus Ha Qoanus 2acmpo-unmecmunaies mpakm

MMa mocTMapKeTHHTOBH ChOGIICHUA 33 CHOUTHA CBBP3aHN ¢ HaManeHa QyHKUMS Ha JOJTHUS racTpo-
HHTECTHHAJICH TPAKT (HAIp. HEMPOXOAMMOCT Ha UepBaTa, napaluTHYEH WIEYC, 3alek), KOraTo
nperabanvH e NpUEMaH 3aeIHO C JIEKApCTBa, KOUTO MOXe [a NMPpeIH3IBHKAT KOHCTHMAIWA — HallpUMED
ONHONIHY aHaNTeTHLH. Koraro nperabaniH H ONTHOKIK WE CE H3M0J3BAT B koMOHHALIMA, TpAOBa N1a ce
B3eMaT NpeaBri MEPKH 3a NPENOTBpATABAHE HA KOHCTHRALUMATA (0COOCHO IpHY XKEeHH Y MALHEHTH B

CTapuecka Bu3pact).

BwamooicHocm 3a znoynompeba

CrobuiaBaHu ca ciny4ad Ha 3noynorpeda. HeoOxoauMo € NOBHUILIEHO BHUMAHUE NPU NALHEHTH C
aHAMHe3a 3a 37ToynoTpe0a ¢ BeuIecTBa H NalHeHTHTe TpAOBa Aa 6baaT HabmronaBaHH 3a CHMITTOMM Ha
3J1oyrnoTpeda ¢ nmperabanu.

Enyeganonamus
Cro0lIaraHu ca cMy4ad Ha eHuedatonaTns NpeAuMHo NPH NMALMEHTH ¢ nodfiexaluy 3abonsaBaHusA, KOUTO

MOTAT Jia YCKOPST Pa3BUTHETO Ha eHledanonaTH.

Henonocumocm kv agxmosd

[Iperabun chrabpxka Oe3B01HA NakTo3a. [lalmeHTH ¢ pekn HacneCTBEHU NMpodIeMn Ha rajlakTo3Ha
HETIOHOCHUMOCT, Lapp naxkTo3eH AePHLMT WIH IIOK030-ranakTo3Ha ManabcopOLms He Tpabsa na npuUeMar
TOBA IEKAPCTRO.

4.5 BiauMoae#icTBHE ¢ APYIH JIEKapCTBEHH NMPOAYKTH H APYrH YopMH Ha B3aHMOAECHCTBHE

T kaTo nperabaivH ce EKCKPETHPa NMPeINMHO B HEMMPOMEHEH BUI B YpHHATa, MeTabonn3upa ce
npeHeOpexx KMo MarKo ITpH Xopa (< 2% oT Jo3ara c€ yCTaHOBABA B YPHHATA MoJ dopMaTa Ha
MeTabosIATH), He HHXHOWpaA IeKapCTBEHUA MeTabONHM3BM in Vitro U He Ce CBBP3Ba ¢ IUTa3MEHNTE OeNThiM,
MAJIKO REPOATHO € TO# Ja MpeAH3BUKBA WIH A Y4acTBa BBB (apMaKOKHHECTIYHY B3aUMOACHCTBHA.

In vivo npoyuganusa u nonyaayuoHet PApMaAKOKUHEMUYEH aHATU3

CBHOTBETHO, {7 vivo TIPOYYBAHUA HE ca HabmMoAaBaHW KIMHHTHO 3HAUUMHU (PapMAKOKMHETHYHU
B3aWMOIeHCTBHA Mexay nperadanuu n peHUToHH, kapbaMa3enH, Balnpoesa KUCeTNHa, TaMOTPHI HH,
rabaneHTHH, Nopa3enaM, OCKMKOIOH WM eraHon. [Tonynaunonen ¢gapMakOKHHETHYEH aHaIN3 N10Ka3Ba,
ye nepoparHUTe aHTHAHA0EeTHYHY CpelcTBa, AHYPETHLMTE, HACYUH, peHobapObuTan, THarabuH
TONMHPAMAT HAMAT KJIHHHYHO 3Ha4nM €deKT BbpXY KINpBbHCa Ha nperadanu,

Ilepopannu KoHmpayenmugHu cpedcma, HopemuCmePoH Wyl emuHwl ecmpacuon

EnHOBpeMEHHOTO MPUIGKEHUE HA NTperadaniuH U NepopaTHUTE KOHTpaLIEIITHBHY CpeacTsa -
HOPETUCTEPOH W/UIIH ETHHWI €CTPaINoJl He MOBIUABA PapMAKOKMHETHKATA MTPH CTAHOHAPHO CHCTOSHHE
Ha HUTO €QHO OT Te3M BELIECTRA.

Emarnon, nopazenam, OKCUKOOOH
IIperabannd Moxe Ja 3aciiy ePEKTHTE HAa €TaHOJT U JiopasenaM. B KOHTpOIHpaHH KIWHWIHH
MpOYy4YBaHHsA, MHOFOKPaTHU NIEPOPATHH 03U NperadbavH MpHIoXKEeHH €JHOBPEMEHHO ¢ OKCHKOIOH,
Jiopa3enaM WIH €TaHON HEe BOJAT 0 KIHHUYHO 3HaYUMH €QEeKTH BbpXYy OHIIAHETO.

OT NOCTMAPKETHUHTOBHA ONIUT MMa ChODIIEHNA 3a JUXATENHA HEJOCTATHYHOCT K KOMa IIPH Mal[MEHTH
nIpHeMaly nperadanuy v Apyry nekapersenu npolykri noaruckainu LIHC. [Tperabanusg s -T DM
aUTHBHO AcHCTBME BLPXY HAPYLICHUATA HA MO3HABATE/IHATA M JBUraTenHata QyHKI Mt ) '!f 2
OKCHKOOOH. N> AN

[

-




Baaumoodeticmaus u nayuenmu @ cmapyiecka sbipacmt
He ca npoBexnann cneludHYHN Mpoy9YBaHus 3a GapMakogHHAMHYHY B3aUMOOEHCTBUA MpH ROOPOBOTLIH
B cTap9ecka Bu3pact. [Ipoydsanms 3a B3aWMOACHCTBUA ca TPOBEACHH CaMo MPH Bb3PaCcTHH.

4.6 DepTHanTEeT, 6PEMERHOCT H KbPMEHE

Xenu c demepooden nomenyuan /Konmpayenyus npu Mbice u HCeHu
Toit kaTo BE3IMOXKHHUA PHCK NMPH XOpa € HEU3BECTEH, NIPH XEHH ¢ ASTEpoaeH NnoTeHuHan Tpadsa na ce

H3M0/3Ba €()eKTHBHA KOHTpALEITLUA,

bpemernnocm

Hsma nocraTthuHo naHHM 3a ynotpebara Ha nperabanuH npu SpeMeHHH.

[TpoyuBanusTa NpH KMBOTHA Ca NOKa3aIH PenpoaIyKTHBHA TOKCHYHOCT (BXK.TouKa 5.3). IloTeHUHAMHUAT
PUCK TTPH XOpa € HEU3BECTEH.

FlperabvHx He TpaOBa na ce W3MoI3Ba N0 BpeMe Ha OpEMEHHOCT, OCBEH B Cydalt Ha KaTeropuyHa
HeoOXoAMMOCT (ako Mon3aTa 3a MaifkaTa KaTeropUyYHO HAIXBBPIA MOTEHUHATHNSA PHCK 33 QeTyca).

Kvpmere

He e ycraHoBeHO Jand nperabamyH ce eKCKpeTHpa B KbpMarta, Tod obade ce ycTaHOBABa B MAafUMHOTO
MJIAKO TIpH TUThXOBe. TOBa € ZOCTAaThYHO OCHOBAHME 33 J1a He ce MPENopbhyUBa KbPMEHE 110 BPpEME Ha
JieyeHue ¢ nperabanuH.

Depmunrumem
HsaMa KMTMHUYHK JaHHH 33 eekTUTE Ha rperadanuH BbpXy KEHCKUS GEPTUITUTET.

B KIMHAYHY NpOYUYBaHNA 3a OUCHKA edeKTa Ha nperabanuH BbpXY NOABWKHOCTTA Ha CIEPMATO30HANTE
[IPOBEIEHH CLC 30PaBH MBXe J0OPOBONLM eKCIOHMPaHH ¢ nperadanuy npu go3a ot 600 mg/ml nHeBHo,
32 [IepHo OT 3 Mecela, He ca YCTaHOBeHH eieKTH BBPXY MOABMKHOCTTA Ha CTIepMaTO30HIHTE.

[Tpoyasane 3a depTeTuTET MPH KEHCKH ILTHXOBE MOKA3BA HeXeENaHH eeKTH BhpXY PENpOdyKTHBHOCTTA.
[TpoyuysaHHs 3a GEPTHIINTET NMPH MBXKKH TUTBXOBE NOKa3Ba HEXENAHH eQeKTH BBPXY PEAPONyKTHBHOCTTA
M pa3sutUeTo. KNTMHHYHATA 3HAYMMOCT Ha TE3H HAXOIKH € HEH3IBECTHA (BX. TOYKa 5.3).

4.7 EdexTH BEpxy cnioco0HocTTa 32 IIogHpaHe H padoTa ¢ MAITHHH

[perabuH Moxe 1a MNOBJIHAE B MAIKA N0 YMEpEHa cTeneH cnocoOHOCTTa 3a wodupaHe ¥ pabora ¢
MainiHU. [Tperabnn € BE3MOXXHO a2 NPUMHHHN 3aMasgHOCT W/WIHM CBHIIMBOCT, KOETO MOXE Aa MOBIHAC
criocobHoCTTa 3a wodupane Wan pabora ¢ MaliMHN. Ha naumenture ce npenopbysa Aa He wWodupar, na
He pabOTAT ChC CIIOXHM MalUMHH WM J1a YYacTBaT B APYrd MOTEHLIHANHO PUCKOBU ASHHOCTH, JOKATO Ce
YCTAHOBH BJIMAHHETO Ha TO3M JIEKAPCTBEH MPOIYKT BLPXY MAUMEHTA.

4.8 Hexenann JekapcTBEeHH peaKUHH

KnuruaHaTa nporpaMa Ha nperabanws e porousana Haj 8900 nauneHTs, KOMTO Ca H3NOM3BANIH
niperabanuy, Han 5600 oT kOMTO ca B3elH yuacThe B JBOMHO-CIIENH Nitauebo KOHTPOITHPAHH NPOYYBaHHA.
Haii-yecTo crobmaBaHUTe HeXeETaHW peaKUMH ca OWIN 3aMassHOCT U ChHINBOCT.

HexenannTe peakiiyid 0OMKHOBEHO ca OWIH JIeKM A0 YMEPEHH 10 Cila. YecToTaTa Ha MpeKbCBaHE Ha
neYeHUETO MOPAAH HeXETaHH PEaKLUY 32 BCWYKH KOHTPOJIMpaHH MpoyyYBaHus e owra 12% npu nauueHTH
noTy4yasamy nperabannH U 5% npu naupeHTH nostydasaty rnatebo. Hat-qectre HekeNaHW peakiyn
NOBEN A0 NMPEeKbCBAHE HA NEYEHHUETO B IPYNH JIEKYBaHH ¢ nperabanuy ca OWIN 3aMasgHOCT B €

B ponHara Tabnuua ca U30poOeHHU NO KJTACOBE Y YECTOTA BCHYKH HEXENAHHK NeKapCT
ca HaCTBHNWIK € YecToTa, Mo-rojaMa oT rauedo U nNpu nosedye OT €4UH NALNEHT.



H3non3eana € k1acHPHKaLUA Ha HEXEIAHUTE JTCKAPCTBCHH PEAKLMH [10 YECTOTA W CHCTEMHO-OPTraHH!
knacose 1o MedDRA kKoHBEHIMATA.

Mtuoro gectit (>1/10), wectr (=1/100 po <1/10), vewectn (=1/1000 no <1/100), peaxwn (=1/10 000 1o
<1/1000), MmHoro penk# (<1/10 000), ¢ Hen3zBecTHA YecToTA (0T HATWYHUTE JAHHU HE Moxe 1a 6nae
HallpaBcHa OLCHKA).

BB BCcAKO rpyrHpaHe 1o YeCTOTa HexkenaHuTe eeKTH ca PeICTaBEHY B HW3XO0OANl pel M0 OTHOLIEHWE
CEpPUO3HOCTTA.

H36poeHuTe HexXeTaHU peakMH Morart aa 0s1aaT CBbp3aHu U ¢ MOANEXalloTo 3a0ossBaHe W/ U
CBITLTCTBAHIM JIEKAPCTBEHU NNPOIYKTH.

[Ipu neyeHueTo Ha LIEHTpaIHA HeBponaTHa 6o/ka B pe3yTaT Ha rpLOHAYHO-MO3bYHA TpaBMa € Ouna
yBEJIWYEHA YecTOTaTa Ha HEXKCaHUTE peakUMK KaTo UAI0, HeXXEeNaHMTe peakuuy ot ctpasda Ha LJHC u
ocoOeHo chbHAMBOCTTA (BXK.TOUKA 4.4),

JIOITLIHHTENIHHTE pEaKLWH, ChOBMEHH OT NOCTMAPKETUHTOBUSA OTIUT ¢a BKIIIOYEHH Karto: ,,C HeH3BEeCTHa
gectoTa® Ha ltalic B CTMCBKA TI0-J0TY.

CHcTeMHO-OpraHeH Kiac Hexce1aHH IeKAPCTBEHH peakKlUHH

Hudexunn 1 undecTanuu

Heuecru HazogapuHrur

HapyumeHHa Ha KpbpBTA H

JuM@pHaTa cHCTeMa

Penxu Heytponenus

HapymeHHs Ha HMYHHATA

CHCTEMA

C HEU3BECTHA YECTOTA Cepuxuyscmaumennocm, aH2uoedem, anepeusHa peaxyus

Hapymenns Ha MeTabormu3Ma

XpaHeReTo

Yectu 3acuiBaHe Ha afeTHTA

HewecTH AHOPEKCHA, XHITOTJIHKCMHUA

INcUXAYHA HAPYLIEHHS

Yectu EydopnyHo HacTpoeHHe, 00bpKaHOCT, pa3tpasHUTETHOCT,
HaManeHo NHouao, Je3opHeHTauusa, 6e3cpHHe

HeuecTn XamolnHalLmA, IaHuYecKa ataxa, 6e3rnoxoicTBo, BB30YIa,
OEeNPpecus, NOTUCKALLLD HACTPOEHHE, TPOMEHH B HACTPOEHUETO,
HENEePCOHANTH3ANS, TPYIHO HAMHpPAHE HA JYMH, MaTONOTHIHH
CHHHIIA, NOBUIIEHO MTUOKUT0, AHOPTa3MHUs, araTHA

Penku Hesb3TBEpKAHOCT, NOBUIIICHO HACTPOCHHE

C HEM3BECTHA YECTOTa Aepecus

HapymweHns Ha HepBHATA

CHCTEMA

MHoro yecTH 3aManHOCT, CBHJIHBOCT

Yectn ATakcysl, HapymeHa KOOpONHALWA, TPEMOp, IN3apTpust,
HApYILUEeHHA HA [TAMETTa, HApYIUCHHA Ha BHUMaHHeTQ, AIPTC TNl
CeaMpaHe, HAPYIICHO paBHOBECHE, NIETaprid, riighoaRde 0 HE@
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Hedectn CHHKOTI, CTYNOP, MHOKIIOHYC, MTOBHIIEHA TICHNORDZ O -,,f " "\
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AKTHBHOCT, are3ns, JUCKHHE3HsA, 3aMassHOCT TIPU M3NpPABAHE,
WHTEHINOHEH TPEMOD, HUCTarbM, KOTHUTHBHO pa3cTpPoiiCTBO,
rOBOPHO HapyllleHHe, XUITopeQIeKCHs, XHIIOECTE3NsA, aMHEe3N4,
XHIepecTe3ns, IyBCTBO Ha NTapeHe

Penxu XHNOKHWHE3NA, MapocMud, aucrpadus

C HEM3BECTHA 4eCcToTa 3azyba Ha Cv3RaHUE, YMCMBEHO Y8pedcOane, KOHBYACUU, 0buo
HEPA3NONOHCEHUE

HapymeHnud HA OUHTE

Yectn 3aMBIJICHO 3pEHNE, TATUTCTINA

Heuectu 3pHUTENHO HAPYIICHUE, OTOK HA OYHTE, XedeKT B 3pHTEIIHOTO ToJTe,

[MOHWKCHA 3pUTECITHA OCTPOTA, Oonku B O4YHUTC, ACTCHOIMHA, CYXO0T4 B
O4YHTE, [IOBHUICHA NTaKpHMallHUsA

Penxn 3ary0a Ha nepugepHO IPEHUE, OCUMITQNCHA, HAPYLICHO 3PUTEITHO
BBL3NPHATHE 3a IWiD0YKHA, POTONCHUA, Apa3HEHE B OUUTE,
MHIpHa3a, cTpabu3bM, NOBHILEHA APKOCT Ha 00pa3uTe

C Hew3BeCcTHA 4ecTOTa 3azyba na 3penue, kepamum

Hapymenns Ha yxoTo H

JJAONpHHTA

Yectn CBETOBBLPTEK |

Heuectun XUnepaky3uc

L

Crupleunn napymenns

Heyecty Taxukapaus, arpnoBeHTPUKYIapeH 0ok | creneH

Penxw CuHycoBa Taxukapaus, CHHYyCOBa Opagukapavs, CHHYCOBa
ApUTMHS

C Heum3BecTHa yecToTa 3acmoiina cvpoenna HedocmamvuxHocm, yoviaxcasare Ha OT-
uHmepeana

CboBH HAPYIIEHHA
Heuectn 3aueprABaHE, rOpelN BhJIHH, XHIIOTOKHA, XHNIEPTOHHUSA

Peaku CTyieHH KpalHULHK

PecnUpaTopHU, FrPBAHH H
MEIHACTHHAJIHHA HAPYIIEeHNSA
Heuectn HucneHus, cyxoTa B HOCa

Penku Enucrakcuc, craraie B rbpJ0ToO, KallUTHLA, Ha3a/1Ha KOHreCTHs,
PHHUT, XbpKaHe

C HEH3RECTHA YeCcTOoTa Benoopoben omox

Cromamuo-uypeBHH
HADYIUEHNS




YectH

HedectH

Penxu

C HeW3BeCTHA 4ecToTa

[MTospwuiane, CyxoTa B YCTATa, 3ameK, pnaryneHuus

IMogysaHe Ha KOpeMa, racTpo-e3odareasieH pedayke, TOBUIIEHO
CIMOHOOTAENAHE, XMIIOECTEH3UA HA YCTHATA KYXUHA

ACLIMT, NaHKpeaTHT, AUcharus, rageHe

| llooysane na e3uxa, Quapun, zadewe

HapyieHHns Ha KOXKATA H
MOAKOHATA THhKAH
Hegectn

Penku

C Hen3IBeCTHA 4eCTOTa

[larmyno3eH oOpuB, XUNEPXUApO3a
YpTHKapHs, CTyoeHa 1ot

Cundpom na Stevens Johnson, cvpbedic

HapymeHHs H2 MYCKYJTHO-
CKeJIeTHATA CHCTEMA H
ChEeIHHHUTEJIHATA THKAH
Hedectn

Penku

MycKkyTHH MOTPENBAHNUA, NOYBAaHE HA CTABUTE, MYCKYITHH
KpaMIT{, MHAITHA, apTpanrid, 60/ku B repda, 60kH B kpaliHHK,
MYCKYJIHa CKOBaHOCT

Pa6nomuonusa, epBUKANCH cria3bm, OONIKH BB BpaTa

Hapymenus Ha 0s0peuyTe
MAKOYHHTE MhTHINA
Hedectw

Peaxu

C HeH3BECTHA Ye€CTOTA

HMHKOHTHHEHUMA HA YPHHATA, IN3YpUA

. l“' l .. .

bbnOpeuHa HeNOCTATEIHOCT, OJTHTYPHS

Pemenyus na ypurnama

HapymeHus Ha
Bb3MPOH3IBOIHTE/IHATA CHCTEMA
H rkpaaTa

YectH

Hedectn

Peaku

C HeU3BeCTHa YeCToTa

EpexTinna quchyHKIAA
3abaBeHa esKynanms, CEKCyaTHa TUCHPYHKLUA

AMeHopes, cekpeuus OT rbpaara, 00K B I'bpAaTa, ANCMEHOPES,
yroJieMABaHE Ha IbPANTE

Tunexomacmus -

O6my HApYIIeHNA H eeKTH
HA MACTOTO HA NMPHJIOKEHHE
Yectn

HegecrH

HapyuieHa noxo/Zika, 9yBCTBO 3a OITHAHECHUE, YMOPAEMOCT,
neprgepH OTOLH, EIeM

-
[TagaHe, cTAraHe B 'epAuTe, ACTEHHS, xaxaa, bo )@
e

yceuaHe, CTyAeHH TpLOKH




Penku ["'eHepaiM3MpaH OTOK, TTHPEKCHSA

C Heu3zBecTHA 4ecTOTa Omox na nuyemo

H3caeaBaHua

Yectn YBenuyaBaHe Ha Terinoro

Hevectn [ToBHIDEHHE HA KpeaTHHHH POoCcPoKUHa3aTa B KPBBTA, NOBULICHUE

Ha allaHWH aMHHOTpaHCc(epa3aTa, NOBUIICHHUE Ha acTapTar
aMHHOTpaHc(epaszaTa, HamaneHue Ha 6pos Ha TpombouwTHTE

Peoku [ToBKiIEeHHEe Ha KPhBHATA 3aXap, MOHWKEHHE HA KaJTUA B KPBBTA,
TOHWKEHHWE Ha Opost Ha JICBKOLMTHTE, IOBHIICHHE HA KpeaTUHWHA
B KpBBTa, 3aryba Ha Te/JlecHO TErno

[Ipy HAKOM NauMeHTH ¢a HaObNMOdaBaHK CHMITTOMH Ha OTHEMAHE CE/ CITHPaHE Ha KPaTKOCPOUHO U
IBITOCPOYHO JiedeHHe ¢ nperabanui. CnoMeHaTH ca clelHUTE peakMi: 6e3cnHue, rnaBobonne, raaeHe,
TPEBOXKHOCT, THAPHSA, TPUTICH CUHIPOM, KOHBYJICHH, HEPBHOCT, AenpecHd, 60Tka, XxumepXuapos3a u
3amaiBane. [TaimeHTHTE TpAbGRa na 6baaT MHPOPMHPAHH 3a TOBA NPH 3aMI0Y9BAaHE HA JICYEHHETO.

JlunceaT DaHHK 32 9eCTOTaTa U TEXKECTTa Ha CHMITTOMUTE HA OTHEMAHE B 3aBUCUMOCT OT
MPOIBHKATENHOCTTA Ha YIIoTpeda U jo3aTta Ha rnperabanvA npyu npeKkpaTaBaHe Ha JbJITOCPOTHO JICUEHHE
¢ nmperadaiuH,

Coobillapade Ha NOA03UpAHU HeXeNaHu peakiinu

CrobulaBaHeTo Ha rioJI03MpaHH HEXENIAHH peakLidy Ccnel paspellaBaHe 3a yiroTpeba Ha nexkapcTBeHuUs
MPOAYKT € BakHO. TOBa MO3BOJIABA a NPORBIXKH HabMIOASHHETO HA CHOTHOLUEHHETO MON3a/PUCK 32
NeKapcTBeHHs NpoayKT. Hexenanure peakuuy Moxke ga 6n4at cboOLUeHH IUPpeKTHO Ha U3NBIHUTERHA
areHiusa no adexkapcreara (UAJI):

yn. Jlamsan ['pyes 8, Codus 1303
Ten. +359 2 8903417

en1. nowa: bda@bda.bg
yeGcaitT: www.bda.bg

4.9 IlpenosupaHe

IMpu npenozupare Ha nperabanuH 2o 15g HaMa CbOOIEHNA 32 HEOYAKBAHH HEXENAHH JIEKAPCTBEHU
pEaKLHH.

Hait-gecTo crobinaBaHUTe HeXKeMaHW JIEKAapCTBEHH PeakdN OT NMOCTMAPKETUHIOBHSA ONUT HabM0jaBaHu
IIpH Npefo3Wpane Ha nperabanuH ca BKMOYBANH CHHAWBOCT, CHCTOSHNE Ha 0ObpKBaHe, BH30yAa U
0e3MOKONCTRO.

JleuenneTo nmpu npeno3upaHe Ha nperabammu Tpadsa na BTOYBA 00K NMOATEPKALIY MEPKH H
€BEHTYATHO XeMOJHATH3A ITpH HYka (Bx.To4dka 4.2 Tabnuua 1).

5. @OAPMAKOJIOTHMYHH CBOUCTBA




5.1 @apMakKoAHHAMHYHH CBOHCTBA

MdapMaxoTepaneBTHYHA TPyna: AHTHEN L ISITTHAHY CPEACTBA, APYTH AHTHEMIWISITTHYHHA CPEeACTBa
ATC xoa: NO3AXI16

AKTHBHOTO BElOECTBO NperadatiH € aHaior Ha ramMa-aMHHoOMacIieHaTa Kuceauna ((S) -3-(aMusoMeTH )-
5-METHITXeKCAHOEBa KHCE/THHA).

MexaHu3nM HA JeficTBHE

[IperabanvH ce cBbp3Ba C HOMbIIHKUTENHATA cyOeanHna (o2- & 0eNThk) Ha BOJITAK — 3aBUCUMMUTE
KaNLMEBU KAHANH B LICHTpaJiHATa HEPBHA CHCTEMA.

KnuuuueH ormuT

HesponarHa 6aaxa

EdexkTHBHOCTTA € I0Ka3aHa B U3NIMTBAHWATA ITpH JuabeTHA HEBPOTIATHA, TOCTXEPITETHYHA HEBPAIITUS U
rppOHagTHO-MO3bTHA TpasMa. EdexTUBHOCTTA He € MPOoYUCHa NpH APYTH MOAENH Ha HeBponaTHa bonxa.
[Iperabanvn e npoydeH B 10 KOHTPOIMpaHK KITHHWYHU U3TIUTBAHUA C NPOIBDKATEITHOCT 10 13 ceaMuum
¢ aBykpareH aHeseH npueM (II1) v no 8 ceamuiu ¢ TpuxpareH aAHeseH npueM (TTIH).

Kato usuio, 6e3onacHocTTa M ¢peKTUBHOCTTA NpH ¢XxemuTe Ha npunarade ¢ A1 u TIJ ca 61w cxoqHH.

B kKIHHWYHHTE MPOYYBAHHA C MPOABIDKUTETHOCT A0 12 ceMMHUM KaKTO 3a IeprpepHa, Taka M 3a
LIeHTpanHa HeBporaTHiHa 0onka, oTcnabeane Ha bonkara € 6uno nabmonaeano 00 Kpas Ha ITLpBaTa
CEAMHLIA K cE € 3aMa3uiio fpe3 LUCINA IEPHOI Ha JEUCHHE,

B KOHTpOnMpaH# KIIHHAYHY NPOYYBaHHUA ripy nepudepHa HeBponaTHa 60ka 35% OT NaUMeHTHTE
nexyBaHH ¢ nperadanud ¥ 18% ot nauuentTe Ha ryraucbo ca umany rmogoopenue ¢ 50% Ha ToukoBHA
pe3yATarT 3a olleHKa Ha 6onkata. Cpell naLHeHTHTE 663 NPoABH HAa CHHIIMBOCT TAKOBa MOJ00peHHe € OHITo
HabmrogasaHo mpH 33% ot nekyBaHUTE ¢ riperabanuH U npy 18% oT maunenTHure Ha wiauebo. Hpu
MalMEHTH ¢ MPOABH Ha CHHIIMBOCT TEPaNeBTUYHHAT OTroBop e O 48% B rpymnara ¢ nperabaiunA n 16% B
rtanedo-rpynara.

B KOHTponupaHoO KIMHAYHO NPOYYBaHe MPH LUEHTpaJiHA HEBpOMaTHa Oonka 22% oT nmaljueHTHUTE JEKYBAHH
¢ nperabasuH ¥ 7% OT nalMeHTHTe Ha 1nailedo ca uMany nogodpenue ¢ 50% Ha TOYKOBHS pe3yIITaT 32
OLEeHKa Ha Oonkara. '

Enujgencus
JonmbIHUTENHA Tepanus

[Iperabanusx € npoyyeH B 3 KOHTPOANPAHM KITHHAYHA H3NWTBAHKA C MPOABIDKHTENHOCT 12 ceaAMULM npH
asykpateH (JITUT) win tpukpared (TT1]1) qaeBeH npueM. Kato 1o, 6e3onacHoctTa ¥ eekTUBHOCTTA
npu cxemuTe Ha npunarane ¢ JI 1 u TTIM ca 6w cxoaum. "

Hamanenwe Ha 9ecToTara Ha IpUCTBITHTE € Ouno rabmopasaHo o0 Kpad Ha ITbpBaTa CCOAMHLA.

MoHoTtepanus (HOBOJUArHOCTHITMPAHH NAIMEHTH) )
[Tperabanui e mpoy4eH MpH €ZHO KOHTPOJIMPAHO KJIUHHUHO MPOYYBAHE C MPOABIDKUTETHOCT 56
CeJIMHIIH, C MpUNo})eHKre AByKpaTHo JHeBHO (BID). ITperabanux He € nmokazan no-Majika epeKTHBHOCT
CTIPAMO JIAMOTPHTHH TT0 OTHOLLICHHUE HA KpaitHaTa Touka — 6 Mecela 6e3 MpHUCTBIIN. l'lperaﬁanﬂﬂ 1
JTaMOTPUI'MH ¢a CPaBHUMH MO OTHOLIEHWE Ha 6e30nacHOCT K 100pa MOHOCHUMOCT.

['eHepaaH3UpaHO TPEBOXKHO PA3CTPOACTRO




[Mperabanyuu ¢ npoydeH B 6 (LICCT) KOHTPOJIHPAHH KIIHHHYHH H3MIHTBAHNUA C TTPOABIIKUTEIIHOCT 8 (oceM)
CEIMHLH W €HO ABITOCPOTHO NMPOYYBAHE 32 MPEBEHIINA Ha PEeLHAMB C IBOWHO-C/ATIA (a3a Ha NPEREHIINA
Ha peluyInRa ¢ MPOJBIDKHTENIHOCT OT 6 (111ecT) MeceLla.

O6nexuasaHe Ha cumrrroMuTe Ha [T TP, namepero ype3 Ckanarta Ha XaMWITOH 32 OLIEHKA Ha
TpeBoxkHocTTa (HAM-A) ¢ 6umo HabmoagaraHo Jo Kpast Ha ITbpPBaTa CCAMULA.

B KOHTPOIUpaHH KIIHHAYHH M3NMUTBAHNA (4-8 CeAMHLIM MPOOBIKHTENHOCT) 52% OT MallHEHTHTE,
nexkyBanH ¢ niperabanuy ¥ 38% oT nauMeHTHTE Ha wiauebo ca umanu noxe 50% nonobpeHue B 00U
pe3ynrar no HAM-A oT U3X0QHOTO HMBO [j0 KpaHHaTa ToYkKa.

ITpH KOHTPOJHpPAHHW NPOYUBAHHS, NO-TO/IAMA YACT OT NMALMEHTHTE JIEKYBAHH ¢ niperadaniH ca ChoOLNIH
3a 3aMBIJICHO 3peHNe B CpaBHEHUE MALMEHTHTE JIEKYBaHHM C M1aledo, KOETo € OT3BYUANO B MOBEYETO
CTydau NMpH MpOIBDKHTENHO ITpuUnarade. I1poseaeHn ca 0PTaIMOJIOTHYHH H3CHeABaHNA (BKMOYHTEITHO
M3CcNieIBAHE HA 3PUTENHATA OCTPOTA, CTAHAAPTHO M3CNE/IBaHE HA IPHUTETHOTO TIoNe U pasHpeH
dyHaockorcku Aaperiaen) npy nosede ot 3 600 nayueHTH B paMKHTE Ha KOHTPOJIHPAHH KJIHHWIHH
npoyaBanus. [1py Te3n NalMeHTH 3pHTEMHATA OCTPOTA € HaMarneHa 1pH 6,5% oT nalMeHTHTE JIEKYRAHH C
nperabanun v npy 4,8% OT mauxeHTHTE NEKYBaHH ¢ auebo. [IpoMenu B 3pUTENHOTO Monie ca
ycTaHOBeHH TIpH 12,4% oT nexyBaHuTe ¢ nperabanu n npu 11,7% ot nexyBanuTe ¢ mnauedo nalHeHTH.
DYHIOCKONCKH rpoMeHu ca Habmomasadu apy 1,7% ort nexkysaHute ¢ nperabanvH 4 mpy 1,2% ot
NIEKYBaHUTE C [UTalebo NaLueHTH.

5.2 PapMakoKHHEeTNYHH CBOHCTBA

CraupoHapHuTe papMaKOKHHETHYHH NoOKa3aTey Ha nmperabanuH ca cXoiHU NpH 3ipaBH 10OPOBOJILIH,
MaluMeHTH C EMUNENCHs NOMyYaBally AHTHEMILTENTHYHA JIEKApCTBA M TIALIMEHTH ¢ XpoHHuHa Ooka.

AbcopOLns S

[Iperabamuu ce pezopbupa O30 NMpy NPWICKEHWE Ha rNIAJHO C MUKOBH IUTA3MEHH KOHUEHTPALIVH,
HACTHITBAIIM B paMKHTE HA EHH Yac KAKTO Cel] eIHOKPATHO TaKa H CIel MHOTOKPATHO MTpHUIIaraHe.
INepopannaTta OMOHANTHYHOCT Ha MperabanuH ce o4akea aa ¢ >90% M e He3apncuMa ot no3ara.Crnen
MHOTOKPAaTHO MpUJlaraHe CTallMoOHapHO CBCTONHHWE C€ JOCTHTa B paMKHTE Ha 24 10 48 1aca.

CkopocTTa Ha pe3opbuns Ha nperabanuH HaMallsgBa IpH MIPHEM ¢ XpaHa, KOETO BOIM JI0 MOHIDKEHHE Ha
Cmax € 0kOJIO 25-30%  3a0aBaHe Ha tmax 0 TpHOIM3HTENHO 2,5 Yaca. [IpHeMbT Ha nperabanvH ¢ XpaHa,
HSIMa KJIWHUYHO 3Ha4MM e(eKT BbPXY CTeNeHTa Ha pe3opOuns Ha nperadanu.

PasnpeacneHue

[TpenxkTMHUYHK NpOYUBaHUA NTOKA3BAT, Yye nperabanuH npeMrHaBa npe3 KpbBHO-MO3b4HaTa Oaprepa Ha
MHIIKH, ILTEXOBE U MalMYHH. JlokazaHo e, 4ye nmperabajivd MpeMHHARA TIpe3 IUTaleHTaTa NP TUIsX0Be |
ce OTKPHBa B MITAKOTO Ha KbPMELIH TUTbXO0Be. I1pu xopa npueHaHNs .00eM Ha pasnpeleneHHe Ha
nperabanuH cieq nepopaiTHo npunoxeHue e npuonusurento 0,56 1/kg . [Iperabanuy ce cBbp3Ba ¢
NNasMECHUTE OCNITBIIK.

broTtpaHcthopMailns

MeTabonu3MbT Ha NperabaiuH NIpH Xopa € npeHedpexuMo MATBK. Criel preM Ha 103a pagHOaKTUBHO
Oens3an nperabannn, npubnmuTentHo 98% ot paqHoaKTHBHOTO BEILIECTBO YCTAHOBEHO B YPUHETEE

HerpoMeHeH nperabanui. N-METWIMPaHHAT AepHBAT Ha nperabasiiH, OCHOBHUAT MeTSoQIKe Wa g, 4
nperabanuy, OTKpPUT B YpHUHaTa chCTaBnasa (0,9 % ot nozara. B npeaicTHHHYHH TPYY {&E e
YCTaHOBEHH JaHHH 3a palleMalys Ha S— aHaHTHOMepa Ha MperabaniH 10 HeroB ‘




EnuMuHUpaHe

[Tperabanun ce eMTUMHHAPA OT CHCTEMHOTO KPBbBOOOpBILUEHHE TMAaBHO upe3 OB0peUHa ekCKpeLind B
HeNMpoMeHeH BHI. CPeIHUAT eMTUMHHALMOHEH TTOMYXUBOT Ha Iperadanud e 6,3 Jaca, InasMeHnaT u
OBOpTHHSA KIMPBHC Ha nMperabanny ca mpaBoIMpONOPLIMOHATHH HA KPEATHHHHOBHSA KNWPERHC (BXK. TOYKA
5.2 Hapymena 660peqna pyHKLNR).

[Tpu nanMeHTH ¢ HamManeHa 6s0peuHa QyHKILIMA WM Ha XeMoaHanM3a € HeoOXoauMo ajanTHpaHe Ha
no3ara (Bx. Touka 4.2, Tabnuua 1).

JIuHeliHOCT/HeTuHEeHOCT

PapMaKOKMHETHYHHTE MOKA3aTE/IH Ha niperabanvH ca NMHEHHN B PaMKHUTE Ha NPENOpPbYHTENHUSA
OHEBEH J030B HHTEPBAL. BapnabunHocTra Ha (JapMaKOKMHETHKATA HA fperadaniuH MEXIy UHAHBHUIONTE €
mManka (< 20%). dapMakoKHHETHKATA TP MHOTOKPATHO TIpHIaraHe Moxe Ja 6v1e npeaBuaeHa ot
OAaHHWUTE MPH eIHOKpaTHA fA03a. Cle10BaTeNHO, He € HeobXoanMo pyTHHHD MOHHWTOPHpAaHE Ha
TUTa3MEHWUTE KOHLCHTPaUUN Ha nmperabain,

(dapMaKOKHHETHKA TIpH CHEIHANTHYA TPYNH NALMEeHTH

Tlon

KNHHAYHWTE MpOoYyYBaHHUA TT0KA3BAT, Ye TIOBT HE OKa3Ba KIIWHHYHO 3HAUYUMO BITUSHHE BBPXY IJIa3MECHUTE
KOHLIEHTPalLHUH Ha nperabains,

bsOpedHo yBpekaaHe

KnupbHCBT Ha nperabanuH € NpaBoNoplLMOHACH HA KpeaTUHHHOBMA KHpbHC. OcBeH ToBa nperabannH
ce OTCTpaHABa €PEeKTURHO OT TUIA3MATA Upe3 XeMoauannsacnen 4-9acoBo XeMOIMATH3HO JieYeHHE
IIa3MEeHHTE KOHLCHTPAlMH Ha nperadanvH ce noxHmkasar ¢ npubansurento 50%). Teit kaTo
O0BOpEeYIHOTO CMTUMUHHPAHE € TNaBHUAA ITHT HA ETHMHHHAPaHe; TIPH TIALMEHTH ¢ HapyuieHa O0s0peyuna
PYHKIMA € HeoOXOMHMO HaMansAiBaHe Ha J03aTa, a CJie] xeunnnaﬂuaa ¢ HCOOX0AUM NOMBIIHUTENCH NPHEM
(Bx. Touka 4.2 Tabnuua 1).

YepHoapoOHO yBpexkIaHe

He ca nmpoBexaaHu crielmaniM apMakoKMHETHYHY NIPOYUBAHHS TIPY [TAlIMEHTH C HapyLIcHa
yepHoApoOHa GpyHKUMA. THi KaTo perabanvH He NpeTbhpIgsa 3HaUHM METABONU3IBM M CE EKCKPETHPA
NPEIAMHO B HEIIPOMEHEH BUA B YpUHATA, HapyloeHaTa yepHoapoOHa PpyHKkuua He On TpabBano na
NPOMEHS 3HAYUMO M1a3MEHHUTE KOHLEHTPALIMK Ha NnperadanyH.

[lamueHTH B cTapuecka Bb3pact (Hag 65 roausn)

ChINeCTBYRa TCHICHIIMA 32 HAMANIABAHE HA KIIMPBHCA Ha IIperadajiiH ¢ HapacTBaHe Ha Bb3pacTra. ToBa
HaMaJIEHHE Ha NIepopaTHUA KITHPBHC Ha nperabajivH CbOTBETCTBA Ha MOHWKEHHETO Ha KJIHPBHCA Ha
KpeaTHHHHA CBBP3aHO C HanpelBaHe Ha Bb3pacrtra. [Ipy nalMeHTH ¢ BE3pacTOBO 00YCIOBEHO HAPYIIIEHUE
Ha 6bp0peyHara QyHKUHUS MOXKE ,Ilﬂ Ce HaNMO)XW HaMaJIsBaHe Ha Jo3aTa Ha nperadbaiuH (BX. Touka 4.2
Tabrmuua 1).

5.3 [IpeaxnnHH4HA aaHHH 3a GezomacHoCT

-

, N

B xoHBeHLIHOHANHU GapMaKoJIOTMYHH Npoy4BaHus 3a 6€30NacHOCT MPU KUBOTHH PPELE CRULME &
n0Spa NOHOCHMOCT B 2034 CHOTBETCTBALLM HA KIMHAYHO Apuiaranure. B npoyy ,/

MHOT'OKpaTHO ITpyUnaraHc, nNpoBCACHH I'IPH TUThbXOBE H Mﬂ.ﬁMYHH ca OMaH Habmo
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[[HC, Bxmo9nTENnHO XMTOAKTHBHOCT, XUMEPakTHBHOCT {1 arakcyf. Cliel OpOABIAKUTEIHA EKCITO3HLMA Ha
nperabamyH, ChOTBETCTBALIA Ha EKCTIO3UUIMA Ha nperaba’tvd =5 MbTH 110-TONAMA OT CpeaHATa
€KCNIO3HUIMA TIPH Xopa NPH MaKCHMaJTHATa NIpCMophuBall KIIMHUYHA 1034, ce Habmogasa nosHIIEHa
YecToTa Ha aTpodUA Ha peTHHATa, ofHdaitHo HadmogaBaHa NIPH TUTEXOBE aTOWHOCH B CTap4yecka BB3pact.

[Tperabanvi He e TepaToreHEH MPH MUIIIKHY, LYBXOBE A 3aiiin. deTanHa TOKCHYHOCT ITPH TUTHXOBE U
3aifll¥ € HACTHITIIA CAMO TTPH €KCTIO3ULIHH HAIXBBPIAIIN 3HAYHTETHO TE3M PH XOpa.

B npeHATATHW/MTOCTHATATHH IPOYUYBAHM 32 TOKCHYHOCT niperadanini € Josen 0 nogsa Ha TOKCHIHH
e(hekTH BbPXY pa3BUTHETO HA MOKOJIEHWETO TPH IUTbXOBE ClIeN €KCTIO3UUNY >2 TBTH NO-FONEMH OT
MAaKCHMaJIHaTa NPEnopbhyYBaHa €KCIIO3ULHAA NPHU XOpa.

Habmopapany ca He)xxeNaHd €QekTH BLpXY GEpTHINTETA IIPH MBAKKHK N )KEHCKH TUTEXOBE CaMo NpH
€KCIO3MLHH HAOXBBPJIKIH AOCTaTbUHO TEPANEBTHYHATA eKCNo3uLUMA. Hexenannre epexTy BLpXy
MBKKHTE pelTpoayKTHBHH OpraHH ¥ MapaMeTpHUTe Ha criepMara ca 01 oOpaTHMH ¥ ca HACTBITUIN CaMo
NP} eKCTIO3WHHN HATXBEPIIMITH AOCTATHIHO TEPANIEBTUIHATA EKCTIO3HIMA WK ca OMH CBBpP3aHH ChC
CMOHTAHHM JieTeHepaTUBHHU MTPOLIECH B MBXXKHTE PeNpOAYKTHBHU OpraHy Ha rutbxa. [Topaam Tosa ce
CUUTA, € e(PEKTUTE ca C MATTKA MJIM HAMAT KITMHUYHA 3HAYHMOCT.

[ IperabanyiH He € TEHOTOKCHYCH Bh3 OCHOBA HA PEIYIITATH OT CEPHA in Vitro N in vivo NpOyYBaHHA.

[Tpn niTexoBe 1 MULIKH ca OWIN MpOBeNE¢HN ABYTOAMIIHM NMPOyYBaHWs ¢ MperadalvH 3a KapLUUHOTEHHOCT.
[Ipu nexoBe He ca HaOMmonaBaHH TYMOPH ClIE €KCIO3UUHMH 10 24 IMbTH MO-ToJIEMH OT CpeAHaTa
EKCITO3NLIHS [TPH XOpa IMPH MAKCIMATHATA NMPENOPRYHTEIHA KIIHHUYHA 0o3a oT 600 mg/neH.

Ipn MMLIKK He € Ouna HaOmogaBaHa NMOBULISHA HECTOTa HAa TYMOPHTE NMpH €KCIIO3HLMM, NOA0OHK Ha
CpeaHarTa eKCMO3HLAA NPH XOpa, HO NPH NO-BUCOKH €KCMO3ULMK € Ouna HabmonaBana NnoBHLIEHA YECTOTA
Ha XeMaHruocapkoM, HereHoTOKCHUHNAT MEXAHU3DM Ha BAXYLMPAHOTY 0T nperabanuH obpasysaHe Ha
TYMOPH NPYU MHLUKH BKJIKOYBa [IPOMEHH B TPOMOOLIMTHTE H SIponidepaums Ha CHAOTENHH KIETKU. TakuBa
TPOMOOUMTHH NPOMEHHN He ca ONNMW yCTaHOBEHHK NPH TUFEXOBE WTU TPH XOpa BE3 OCHOBA HA
KpaTKOCPOYHH ¥ OTPaHWYCHH IBJTOCPOYHHKJIMHWYHY KIIMHWYHH JaHHU. JIuriceat nokasaTencrsa
npeanojaratii puck fpy xXopa.

ITpy Mnany IUTEXOBE BHIOBETE TOKCHYHOCT HE C& pa3THyaBaT KauyeCTBEHO OT Te3H, Habmo1aBaHy 1IpU
3pENH IUTbX0Be. Mnagute ruTbXoBe 0baye, ca Mo-yyBCTBUTENHH. [Tpy TeparneBTHYHM eKCno3uy ¢a OHITH
yCTaHOBeHM KIMHWYHK NposasH oT [{HC kaTo XMIIepakTHBHOCT ¥ CKBLPLUAHE ChC 350U M H3BECTHH
NMPOMEHH B pacTexka (TIpeXoaHo MOTHGKAHE Ha HAIaBaHETO Ha Terno). Edextu BrpXy UMKBIA Ha
pa3roHBaHe ca 6unu HabmogaBaHy NpU eKCNO3UIHA, HAOXBBPJAINA 5 ITBTH Ta3u NpH Xopa. Pexynnpan
OTrOBOP KbM BHe3alleH 3BYKOB CTUMYN € Habn1ofaBaH Mpu MJIagy nibxose 1-2 ceqMuuM ciel
€KCNO3NLMA NPU >2 TbTH NO-FOJIAMA OT TEpAaNeBTUYHATA eKCNIO3HIAA NIPH Xopa. JeBeT CeAMHULIM Cnea
eKCNO3ULNA To3M eekT He ce Habmonansa. :

6. GOAPMAIUEBTHMHH JAHHH

6.1 ChnHcbK H2 NIOMOIIHHTE BEIleCcTBA

KancyjiHO ChObPKHMO

be3poaHa makToza S
LlapesryHO HUIECTE '
Tank

KonougeH 6e3poaeH CWIHLIMEB JHOKCHL -
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[Ipeaucrena Boja

6.2 HecnrBMeCcTHMOCTH

He e nprnoxumo.

6.3 Cpok Ha roanocrt

2 roanHu

6.4 ChnenHanHH YCJIOBHA H3 CLXPaHEHHE
J1a ce chxpaHsiBa ripyd TeMneparypa noj 25 °C.
Ha ce chxpaHsiBa HA MACTO, HEAOCTLITHO 34 JELa.

,[[a CC ChXpPaHsiBa B OPHI'MHaJTHATA OITAKOBKaA.

He u3nonasaiTe TOBa NEKapCTRO CREH CpOKa HA TOQHOCT, OTOENA3AH BBPXY KapTOHEHATA OMAKOBKA.
CpOKBT Ha TOGHOCT OTTOBAps Ha NMOCNEAHNA JEH OT NMOCOYMEHHS MeCELl.

He n3xpbpisgiiTe TekapcTBaTa B KAHAIM3aUNATa WK B KOHTEHHEPA 32 TOMAIIIHKA OTTIaXbLIH.
[TonuTaiite Bammns (apmallesT kak 1a U3XBEPIATE IEKAPCTBATA, KOUTO BEUE HE U3Non3Bate. Te3n MepkH

aIc CITOMOTHAT 34 OIMAa3B4AHC HA OKOJIHaATa CpCa.

6.5 BuHa H cBALPXKAHHE HA ONAKOBKATA

Henpozpauen PVC/ PE/PVDC anymunues 6mmcrep cuanpikaltl; 14 6pos xancynu.

Bunose onakoBKH:
OnakoBka ¢ 56 xancymnu, cpabpxaina 4 6auctepa.
OnakoBka ¢ 14 kancynu, ¢habpxailta 1 daucrep.

6.6 ChnenHaaHN npeaNa3HN MEPKH NPH H3IXBLPJASHE

HeH3nmon3BaHHAT JNEKapCTBEH NPOOYKT WIN OTHATEYHUTE MAaTEPHAIH OT Hero TpAOBa Ha ce W3XBBPJIAT B
ChOTBETCTBHE C MECTHUTE W3NCKBAHMS,

7. TPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

HOBEJ ®PAPMA EOO/
oyt ,,brarapua’” Net(9
Codwua 1404, benrapns

8. HOMEP HA PAIPELIEHHETO 3A YIIOTPELA

Per. Ne 20160057

9. JATA HA ITBPBO PA3PE[HA§AHE/HOJIHOBHBAHE HA PA3IPELIE
YIIOTPEBA

Jlata na mLpBo pa3pemaBane: 12.02.2016 r.




Jlata Ha nogHoBABane: 21.01.2021 r.

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

01.2025 .




