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[lparyona 25 mg TBbpAU Kancynu BGAMAMP - J o

[Iparvona 50 mg TBbpAY Kancynu L |
ﬂparnma 75 Mg TBLPAH Kancyu 3 Jobnerie Ne L e /. STTTI T TN PPIOSUOeIres
[Iparvona 150 mg TRbpAK KaNCynH
[lparvona 300 mg tebpau Kancyu

Pragiola 25 mg hard capsules
Pragiola 50 mg hard capsules
Pragiola 75 mg hard capsules
Pragiola 150 mg hard capsules
Pragiola 300 mg hard capsules

2, KAYECTBEH H KOJIHMECTBEH CbCTAB
Beaka TBbpaa kancyna cbabvpka 25 mg, 50 mg, 75 mg, 150 mg vaun 300 mg nperabanuu /pregabalin/.

34 MbAHHA CMUCHLK HA MOMOLUHHUTE BELLEeCTBA BUXTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tewvpaa kancyna (kancya)

25 mg TBLPAM Kancysiu: TA10To Ha kancynarta € ¢ 081 UBAT, KANAYKATa HA Karcynarta € ¢ 081 LBAT.
BbpXy kanaukara Ha Kancysara € OTne4aTaHo ¢ YepPHO o3HadeHue P25, ChabpaHUeTO Ha KarncyiaTa
¢ 6an no nourtu 6an npax. J[vaxkuHa Ha kancynara: 13,8 — 14,8 mm.

50 mg TBbpAHK Kancyau: TanoTo Ha kancynara e c 641 LIBAT, Kanaukara Ha KancyJiaTa € SpKo XbJIT
uBsAT. BbpXy Kanaukara Ha Kancy/lata € oTne4YaTaHo ¢ 4epHo o3HaqeHue PS0. CoabpkaHHeTo Ha
kancynara e 6s1 no noutu 6511 npax. JIemkuHa Ha kancyaarta: 15,3 - 16,2 mm.

75 mg TBbpAH Kancyid: TA10TO Ha KancynaTa € ¢ KaeHHKaBO-)XKbJIT LBAT, KANAUKaTa Ha KaNCyJ/IaTa €
¢ KadeHHKaBO-XbiT UBAT. BbpXy kanaukara Ha karicynara € OTNneyaTaHo ¢ YepPHO o3HadeHune P75.

CbabpKaHUETO Ha KancynaTa e 641 1o noutd 641 npax. JbwiknuHa Ha kancynara: 13,8 — 14,8 mm.
150 mg r8bpaM kancynu: TAnoTo Ha kancynara e ¢ Os1 UBAT, Kana4kara Ha Karncy/iarta € ¢
HBATEHHKABO Kadas uBaT. Bupxy xanauxara Ha kancynara e oTneyaTaHo ¢ YepHo o3HadeHue P150.
CoabpxaHHeTo Ha kancysara e 611 ao noyty 6an npax. JIwmxyHa Ha kancynarta: 17,2 — 18,3 mm.
300 mg TBbpaM kancynu: TanoTo Ha kancynaTta e ¢ 641 UBAT, KanavkaTa Ha KancyJjara € ¢ TbMHO

kadas usaT. Bupxy xanaukara Ha kancynara e otneuaraHo ¢ 6210 ozHavenue P300. CrabpxanneTo
Ha Karicyaara € 0an 1o nouru 6an npax. J[baxuHa Ha kancynaTa: 20,0 — 22,1 mm.

4. KJIUHHYHH JAHHH
4.1 TepaneBTHUHN NOKA3ZAHHY

Heeponammna b6oaxa
[lparuona € nokasaHa 3a neueHue Ha neprdepHa H LIEHTPANHA HEBpONaTHA OOJKE

Enutencun
[Iparnona € noxkazaHa kato 400aBRbYHO JIEYEHHE NPH BB3PACTHH C NapuUHATTHHU PR




BTOPHYHA reHepann3aumsa.

[eneparuzuparno mpeeoXscHo pazcmpoucmeo
[lparnona € nokasaHa 3a 1e4eHHE Ha reHEPaNM3UPaHO TPEBOXKHO pa3zcTpoiicTeo (I'TP) npu eb3pacTHM.

4.2 [lo3HpOBKA K HAMHH HA NPHJIOXKEHHE

Jlo3npoBka
Hozosusat uutepsan e ot 150 no 600 mg Ha aen, pasnpeneneHu B ABa MK TPH NPHEMA.

Heeponamua 60.1ka

Jleuennero ¢ nperabannn Moxe na 3anoyte ¢ 103a oT 150 mg Ha nen. pasgeneHa Ha ABa HAH TPH
npuema. B 3aBHCHMOCT OT HHAHBHAYATHUA TEPaneBTHYEH OTIOBOP HA NALMEHTA H MOHOCHMOCTTA
no3ara Moxe fa Obae ysennuena 10 300 mg Ha feH crea uHTepsan ot 3 10 7 AHM, a NpH
HEOOX0AUMOCT 10 MaKCHMaHA N03a oT 600 mg AHEBHO Ciea AONMbAHKHTENEH 7-AHEBEH HHTEpPBAU.

Enwiencua

JleueHneTo ¢ nperabannH Moxe pa 3anoyHe ¢ A03a ot 150 mg Ha aen, pa3aeneHa Ha ABa UK TPH
npuema. B 3aBHCMMOCT OT HHAUBUAYATHHSA TEPANEBTHYEH OTIOBOP HA NaUHEHTA H [IOHOCHMOCTTA
fo3ara Moxe aa 0bvae ysenuueHa 1o 300 mg Ha neH caen | ceamuua. Makcumanuara no3sa or 600 mg
Ha JeH MOXe na Obje NOCTHrHaTa cnel olle eHa JOMbJAHHTENHA CEAMHLA.

[ enepanuzupano mpeeoxcHo pazcmpoticmso

Ho3oBuat uutepsan € ot 150 no 600 mg Ha aen, pa3npeaeners B ABa HAH TPH NPHEMA.
HeobxoaumocTtTa oT neuenne tpadea na 6bae npeoueHaBaHa peaosHo. Jleyenunero ¢ nperabanun
MOX€ J1a 3ano4He ¢ 103a oT 150 mg Ha neH. B 3aBUCHMOCT OT HHAMBHAYAIHUS TEPANEBTHYEH OTTOBOD
Ha NaLKeHTa U NOHOCHMOCTTa Ao3aTa Moxe na Obae ysenuueHa a0 300 mg Ha aen cinea | ceamuua.
Cnen eaHa AOMBAHUTENHA CEAMHMLA [l03aTa MOXe Ja Obae yeennueHa 10 450 mg Ha feH.
Makcumannara no3a ot 600 mg Ha aeH moxe na Obae NOCTHrHATaA cied Ole eaHa JOMBITHHTENHA
ceaMHLa.

IIpexpamasane na aevenuemo ¢ npezabaiun

B ¢bOTBETCTBHE € HACTOALIATA KIIMHHYHA MPAKTHKA, aKO IeYeHHETO ¢ nperabanun Tpaba aa 6bae
NpEKPATEHO, Ce NPENopbLUYBA TOBA 1 CTAHE NOCTENEHHO B PAMKHTE MHHUMYM Ha | ceaMHua
HE3aBHUCHMO OT NOKA3aHHETO (BX. TOUKH 4.4 K 4.8).

bvbopeuno yepesicoane

[1perabannH ce eIMMHHHMpPA OT CHCTEMHATA LMPKYJIALKMSA MABHO Ypes 6bOpeuHa ekcKpeLs B
HEMPOMEHEH BUA. bt KATO KNHPBHCHT HAa NperabainH € NPaBONPONOPUHOHANEH HA KPEATHHHHOBHSA
KJHPBHC (BXK. TOYKa 5.2), HAMAABAHETO HA 103aTa NPH NALKMEHTH C HapyleHa 6u0peyHa GyHKUUA
TpaOea na 6bAe HHAMBUAYAIHM3IHPAHO B CHOTBETCTBHE C KpeaTHHHHOBUA KaHpbHC (CLcr), kakTo e
nocoueHo B Tabnuua |, kato ce npunara caeaHara gpopmyna:

1. 23x i40 -3 3ipactT( rmmnt)] x Termo (kg)

Cla{rmifnun) = (x 0.85z2amer)

cepymex xpeaTroau( mal/l)

[1perabanuu ce oTcTpansea eQeKTHRHO OT rUtazMata upes xeMoananusa (50% ot nekapcreoTo 3a 4
yaca). [lpu naumeHTH Ha xemoauanu3a aHeBHaTa A03a nperabanuH Tpadsa aa 6bae ananTu
3aBUCHMOCT OT ObOpeuHaTa pyHkumus. B nonbaHeHHe KbM AHEBHATA A03a HENOCPEACTBE
BCAKa 4-yacoBa xemMoauanun3sa TpabBa aa Obje JaneHa AonwIHUTENHA A03a (BXK. Tabau

Tabnuua 1. ApanTHpane Ha no3aTa Ha nperabanvH B 3aBUCHMOCT OT 6bOpeuHara ¢y




KpeaTUHUHOB KJHPBHC
(CL¢r) (ml/min) 0011a 1HeBHA 1034 Ha nperabanun * PexuM Ha 1o3vpane
HavanHa go3a MakcumanHa a1o3a
(mg/neH) (mg/neH)
> 60 150 600 A nan TI
>30 - <60 75 300 [ wan TTIA
EAHOKpaTHO AHEBHO WAN
>15 - <30 25 —-150 150 [
<15 25 75 EaHOKpaTHO IHEBHO
ONB/JHHTEHA 1033 HENOCPEACTBEHO CNEA XeMOAHan3a (mg)
25 100 EnHokpaTHa no3a

TI4 = Pa3zaenenn B Tpu nipuema

HIJ = Paznenenuu B aBa npuema

* Obwara aHesHa n03a (mg/neH) TpabBa na Gbie pa3aeneHa, KakTo € yKa3aHo B PeKnMMa Ha A03HpaHe,
3a Ja ce€ nojyyaT mg/103a

+
JonbiaHUTENHATA 1034 € €AHOKpATHA

Heprodpobro yepexcoane
[Ipy nauneHTH ¢ vepHOAPOOHO yBpeXAaHe He € HeoDX0IUMa NPOMAHA Ha N03aTa (BX. Touka 5.2).

Heduampuuna nonyrayus

besonacHocTTa M epukacHocTTa Ha [Iparvona npu neua noa |12-roguiuHa BL3pacT M WHoLH (12-17-
rOAMLIHA Bb3pacT) HE ca ycTtaHoBeHHU. HalMUHUTE NoHacTosALEeM NaHHK ca onvcaHu B Touku 4.8, 5.1
H 5.2, HO NPENOPBLKH 32 N03UPOBKATA HE MOraT Aa 0bAaT HanpaBeHM.

Cmapuecka ev3pacm
IIpn nauveHTH B cTapyecKa Bb3pacT MOXKE 13 CE HANIOXKH HAMaIABAHE Ha 103aTa Ha nperadaiuu
nopaau HamaneHa 6bOpeuna gpyHxkuus (BXK. Touka 5.2).

Ha4yHH Ha IPHAOKEHHE
[Iparnona Moxe aa ce npueMa cbC WM O€e3 XpaHa.
[lparnona € camo 3a NEpOpaTHO NPHUIOKEHHE.

4.3 IlporuBonoxkazaHHsa

CBpbXYYBCTBUTENHOCT KbM aKTHBHOTO BELLECTBO MJIH HAKOE OT NOMOLLHUTE BELECTBA, n30poeHH B
Touka 6.1.

4.4 CneuHa/nn npelynpexieHNs H NpeANa3HH MePKH NPH ynoTpeda

[launeHTH ¢ anaber
B choTRETCTBHE € HacTOAWIATA KNHMHHYHA NPAKTHKA MPH HAKOW NAUMEHTH ¢ AMabeT, KOMTO Haa/laBaT
Ha TErNO MPH IEYEHHE C Nperabanni, e HeoOX0AUMO aJanTUpaHe Ha AHTHAHAOETHUTE JTIEKapCTBEHH

MPOIYKTH.

PeakuMK Ha CBPBLXYYBCTBHTENHOCT
OT NOCTMAPKETHHIOBHA ONMUT MMa CHOOLLEHKUS 33 PeaKUHH HAa CBPBLXYYBCTBHUTENHOCT, BKIKOYMTENHO
C1y4aH Ha aHrHoedeM. AKO BB3HHKHAT CHMNTOMH Ha aHFHOEAEM, KaTO NOAYBaHE Ha JIHUETO, O
yCTaTa WK Ha FTOPHHTE AKXATEHH NMBTHLA, nperabanuH TpaOBa aa ce cnpe He3abaBHO.

Texkn KoXHU Hexenanu peakuuu (TKHP)

BbB Bpb3ka € 1€YEHHETO ¢ nperabanuH paako ce cbobLUaBa 3a TeXKKH KOXKHH HEXETaHH
(TKHP), sBkatountento cuiHapom Ha Stevens-Johnson (SJS) n TokcHuHa ennaepmanya He
(TEH), xouTo morar aa Obaar xupoTO3acTpaluaBaluy HaM ¢ getaneH uixoa. Koraro ce n




nperabajJvH nauneHTHTE Tpadea na ObvaaT HHMOPMHPAHH 3a NPH3HALKMTE H CHMNITOMHUTE M Aa Obaar
HabnoAaBaHU ¢ NOBHLLIEHO BHUMAHKE 32 KOXKHH PEaKUMH. AKO CE TTOABAT NPU3HALU U CHMITTOMH,
NOACKA3BaLLK 34 T€3W PeaKUnH, NpUeMbT Ha nperabannH Tpadea He3abaBHO Ja ce cnipe K aa ce
OOMHUCITH APYro fieyeHHe (cropea HeODXO0AUMOCTTA).

3amaiiBaHe, CbHAMBOCT, 3aryba Ha ch3HaHue, OObPKBAHE U YMCTBEHO YBPEAJAHE

JleuenneTo ¢ nperabanuH e 61O CBBP3AHO ChC 3aMaliBaHE H CLHJIMBOCT, KOUTO OMXxa MOriu aa
YBEJHYAT YE€CTOTATA Ha CTYYaHHO HapaHABaHe (NanaHe) NpH NaUXEHTHTE B cTap4ecka Bb3pacT. Mma H
NOCTMapPKETHHIOBH CbOOLIEHHA 33 3aryda Ha Cb3HaHHE, OObPKBAHE M YMCTBEHO YBPEXK/aHE.
CnegosarenHo, nauneHTHTe TpAOBA Aa ObAAT NOCKLBETBAHU Aa ObAAT ¢ MOBHLIEHO BHHMAHHE, J0KATO
HE CE 3aMO3HAAT ¢ NOTEHUHANHHUTE €(DEKTH OT JEKAPCTBEHUA NPOAYKT.

EdekTu cBbp3aHH CbhC 3pEHHETO

[Ipn KOHTPOJIMPAHH U3NUTBAHHKA, NO-TONAMA YacT OT MAUUECHTHTE, JIEKYBAHH ¢ nperabanuy, ca
CBHOOLLMITH 3a 3aMBITIEHO 3PEHUE, B CPABHEHHUE C NALMEHTUTE, NEKYBaHU ¢ nauebo, koero e
OT3BYUATO B NOBEYETO CAYUAH MNpPH NPOIAbLKUTENHO nNpuiarane. [1Ipy KTHHAYHUTE NpOoYyYBaHUA,
KBAETO €A MPOBEACHH O TATIMOIOMHYHH U3CIEABAHHUA, Y€CTOTATA Ha HAMANIABAHE HA 3PUTENIHATA
OCTPOTA H MPOMEHHU B 3PHTENHOTO NONE € NO-TOAAMA [TPH NALHEHTHTE, MEKYBaHH ¢ nperabaiuH,
OTKOJIKOTO MNPH NAUKUEHTHTE, NEKYBAHH ¢ riauedo; yectorata Ha PyHAOCKONICKHTE NPOMEHH € No-
rojiiMa nNpy NauMeHTUTe, NEKYBaHHU ¢ rnnauebdo (Bx. Touka 5.1).

OT NOCTMapKETHHIOBHA OMUT CBLUO C€ CHOOLABAT HEXKEIAHH PeaKUMH N0 OTHOLIEHHE Ha 3PEHHETO,
BKJTHOUUTEIHO 3aryda Ha 3peHue, 3aMbriaBaHe Ha 3PEHHETO WK APYTH NPOMEHY B 3pHUTENHATA
OCTPOTa, MHOMO OT KOUTO ¢a 0K npexoaHd. CoupaHeTo Ha nperabanuH MoXe aa noBee A0
OT3BY4aBaHe WAH NOAoOpsBaHEe HA TE3H 3PUTEIHH CHMITTOMM.

bbu6peuHa HeaocTaTLYHOCT
CrobluaBat ce cnyuyaun Ha 6bOpedHa HeROCTATBLYHOCT, NMPH HAKOH CNy4au NpeKpaTaABAHETO Ha
nperabanuH nokaisa cOpaTHMOCTTa HA Ta3H HEXENaHa IEKAPCTBEHA peaKitua.

CrnupaHe npyemMa Ha CbNbLTCTBALLW AHTHEMWICITTHYHH JIEKAPCTBA

CoulecTBYBAaT HEAOCTATHHHO AAHHHU 33 CIIMPAHETO HA NPUEMa Ha CBLITLTCTBALH AHTHENWIENTHYHH
NIEKApCTBa CNe/l MOCTHIaHE HA KOHTPON Ha NPUCTbNKUTE ¢ nperabanuu xkato gobaBbuHa Tepanua, 3a 1a
ce NPeMHHE HA MOHOTepanus ¢ nperabanuy,

3acToiiHa Chp/AeYHA HEAOCTATBYHOCT

Hanute ca nocTMapKeTHHIOBH ChODLLIEHHA 3a 3aCTOHHA CbpAEYHA HEAOCTATBLYHOCT NPH HAKOH
MauHeHTH, nonyyasawy nperabanud. Te3n peakuuu ce HabnronaeaT NpeAUMHO NPH NALKEHTH B
CTap4ecKa Bb3pacT CbC CLPASYHOCHAOBH YBPEXKIAHHA 110 BPEME HA JIEYCHHE HA HEBPOMATHA C
nperabanuu. [Iperabanun Tpabea aa ce W3NOA3Ba ¢ BHHMAHHE NPU TE3W NMALIHEHTH.
IlpeycranoBsBaHeTO Ha nNperabannH MoXe na aoBeae A0 OT3BYYAaBAHE HA PeaKLHATA.

JledeHHe HA LeHTpaNHa HEBpONaTHa 001Ka B pe3yATaT Ha rpbOHAYHOMO3bYHA TPABMa

[Ipn newenuneto Ha ueHTpanHa HeBponaTHa 6onka B pe3ysTaT Ha rpbOHaYHOMO3bYHA TpaBMa € Ouna
YBE/IHYEHA YECTOTATA Ha HEXENAHHTE PEAKLIMHM KATO LSO, HEXKENAHUTE peakLHK OT CTpaHa Ha
IEHTPAIHATa HEPBHA CUCTEMA M OCOOEHO CHLHIMBOCTTA. TOBAa MOXKe A ce 0TAaAe Ha AAUTHBEH edekT,
AbJLKALL C€ HA CBNBTCTBALUHUTE NEKAPCTBEHU NPOAYKTH (Hanp. aHTH-CNACTHYHH areHTH ), HeOOX0aUMH
3a TOBA CbCTOAHHE. Toea Tpabea aa ce uMma npeaBua, korarto nperabanvH ¢ce npeanucsa 3a ToBa
ChCTOSHME.

[loTHckaHe Ha AULIAHETO
[lonyuyenu ca cbobLIEHMS 32 TEXKKO NOTUCKAHE HA IUINAHETO BbB BpbiKa ¢ ynorpebar
nperadanuu. [TaumeHTHTE ¢ KOMNPOMETHPaHa AMXaTenHa GYHKUHA, AHXATENHO WM
3abonsaBane, 0bOpeUHHO YBpeXaaHe, ChNbTCTBALLA yNnoTpeda Ha cpeacTBa, MOTHCKALIL
CTapUY€CKa Bh3pacT MOXKE 11a Ca HIJTOXKEHHU HA NO-BUCOK PHUCK OT MOJYYaBaHE Ha Ta3H
peakuus. Mosxke na ca HeoOXoAMMH KOPEKUMH Ha A03aTa NPHU TE3M NALMEHTH (BXK. TO




CyuuuaHa Haeauus ¥ nosesieHue

[lpH nauueHTH, IeKyBaHHW C aHTHEeNWIeNTHYHKW nekapcTBa (AEJI) no paznuunu nokazaHus, ca
CHOOLIABAHU CYMLUHAHA WaealHMA H NoBedeHHe. MeTa-aHan3 Ha paHAOMKU3UpaHHU, nnauedo
KOHTpOMpaHH npoyueaHua HA AEJ] ¢huo noka3zra Mansk, HO MOBULIEH PHCK OT CYHUHAHA HACALIUS
¥ noseacHUE. MexXaHM3MDBT Ha TO3M PUCK He € w3BecTeH. Habniogaranu ca ciiydyan Ha CyMUMIHA
HAEALHS H NOBEAECHHE MNPH NALUHEHTH, NeKYBaHH ¢ nperabannH, B NOCTMAPKETHHIOBUA ONHUT (BXK.
ToukKa 4.8). /In3aiiHbT Ha eNUAEMHONOrHYHO NMPOYUYBAHE C H3NOA3BAHE HA CAMOKOHTPO.1A
(cpaBHABALLO NEPHOAH HA JICHYEHHE C NEPHOAH De3 NeyeHHe NpU OTAETHHSA NALMEHT) NOKa3Ba JaHHH
334 NOBHULUEH PUCK OT HOBA NOABA HA CYHLIHAHO NOBEAEHHE U CMBLPT B PE3yATaT HA caMOyOHACTBO NpH
NauMeHTHTE, IEKyBaHH C nperabaliuH.

[launeHTHTe (M NTHLATA, KOMTO ce rprxkar 3a Tax) TpadBa Aa ObaaT NOCHLBETBAHM [1a NOTHLPCAT
MEAULMHCKH CHBET NPH MOABA Ha MPH3HALM HA CYHMUMAHA uaeauus uiau noeeaeHue. [aunenrure
TpaOBa Aa ObAAT NpOCNCASBAHU 33 NPH3HALMY HA CYHLIMHA HealMs U noBeaeHHe W TpaOBa aa ce
npeanpueMe CbOTBETHOTO JieueHHe. Tpabsa aa ce 0OMHCAM NpeKpaTaBaHe HA JICHEHHETO C
nperabaivH B Ciyyaid Ha CyHUIMAHA Uealna W NOBEACHHE.

HamaneHa QyHKUMS HA JOJTHHAA raCTPOUHTECTHHANEH TPAKT

MMa nocTMapKeTHHIOBH ChOOLWWEHNS 32 CHLOHUTHA, CBBLP3aHH ¢ HaMaNeHa PYHKUKA Ha JO/THHUS
raCTPOMHTECTHHANEH TPaKT (Hanp. HEMPOXOZMMOCT HA YepBaTa, NapanUTHYEH UEYC, 3aMeK), KOraTo
nperabanuH € MpMeMaH 3aellHo C IEKapCTBa, KOMTO MOXKE A NPEAH3BUKAT KOKCTUNALIMA — HANIPHMED
OnUHOoMaHH ananreTuud. Korato nperabanuy v onuouaH e ce uinoniesat B KOMOUHaLM, Tpabea Na
C€ B3EMAT NPEABHI MEPKH 33 NPEAOTBPATABAHE HA KOHCTHNALIUATA (OCOOEHO MPH XKEHH U NALIMEHTH B
cTapyecka Bb3pacT).

ChobTcTBallla ynorpeba ¢ onvouau

[IpenopbuBa ce NOBHIIEHO BHUMAHHE NPY NPEeANUCBaHe HA nperabanyH CLMbTCTBALIO ¢ ONMHOUAH
nopaau puck ot notuckane Ha LLHC (Bx. Touka 4.5). B npoyuBahne ,,cay4an-koHTpoaa* npH nxua,
NpHEMAalLld ONHOKWAH, NPH MALUNEHTHUTE CbC CbITLTCTBALL PHEM Ha nNperabannH U OMHOHAH Ce
Ha0.110aBa NOBHULUEH PUCK OT CMBPT, CBbp3aHa ¢ ynorpebara Ha ONHOKIH, B CPABHEHHE ChC
caMOCTOATENHATa ynoTpeda Ha ONHOUAH (KOPUTHPAaHO CBOTHOLWIEHHWe Ha waHcoBeTe [aOR], 1,68 [95%
Cl, 1,19-2,36]). To3u noeuweH puck ce HabmoxaBa Npy HUCKHU A03M nperabanuH (< 300 mg, aOR
1,52 [95% CI, 1,04-2,22]) u € HanuLe TeHaAeHLMA 3a [10-BUCOK PUCK NPH NO-BUCOKH J03H nperadanuH

(> 300 mg, aOR 2.51 [95% CI 1,24-5.,06]).

Henpasuana ynorpeba, noreHuna 3a 3noynorpeda uiav 3aBHCUMOCT

[IperabannH Moxe Na nNpesH3BHKa NEKApCTBEHA 3aBHCHMOCT, KOATO MOXe Aa Bb3HHKHE NpH
TepanesTHYHH 1034. Cvo0waBaHu ca cnyvaud Ha 3noynoTpeba n HenpasuiaHa ynotrpeda. [launenTu ¢
aHaMHe3a 3a 310ynoTtpeda ¢ BewecTsa MoXe 1a ca € NO-BUCOK PUCK OT HENpaBHIIHA ynoTpebda,
310ynorpeda v 3aBUCUMOCT OT nperabanuH U € HeoBX0AUMMO NOBHLIEHO BHUMAHHE TIpH ynoTpebara
Ha nperabanuu npu takdea naudeHTH. [lpean npeanuceaHe Ha nperabanun TpabBa aa ce OUEHH
BHUMATEIHO PHCKBT Ha NALHEHTA OT HenpasHiiHa ynotpeda, 3noynotpeba UaH 3aBHCHMOCT.
IMauneHTHTE, JIEKYBaHH ¢ nperabanyH, Tpadsa na 6baaT HabnOaaBaHK 332 CHMNTOMH HA HENpaBHIHa
ynotpe0a, 3noynorpeda WaK 3aBUCUMOCT OT nperabajiuH KaTo pa3BUBAHE HA TOJEPAHTHOCT,
HeOOXOIUMOCT OT MOBHILABAHE HA 103aTa, NOBEACHHE 332 HACOUEHO ThPCEHE Ha NEKAPCTBOTO.

CUMMTOMH Ha OTHEMAHE
Habalonasanu ca cMMNTOMH Ha OTHEMAHE NMPH HAKOW NALMEHTH CleA CITUPAHE Ha KPATKOCPOUYHO U
ABIATOCPOUHO NedeHue ¢ nperabanmu. CbhoblwaeaHu ca CNeIHUTEe CHMNTOMU: O€e3CBHHE, rna
rajeHe, TPEBOXKHOCT, AHAPHA, TPHITEH CHHAPOM, HEPBHOCT, ACNPECHA, CYULIHAHA Hecall
KOHBYJICHH, XHNEPXHAPO3a U 3aMaidBaHe. [losaBaTta Ha CHMNTOMHM HA OTHEMAHE cnea n
npxHeMa Ha nperabanuH MOXe Ja € NoKa3aTenHa 3a JIEKapCTBEHA 3aBUCHMOCT (BXK. TO
[lauuentuTe Tpabra aa 6HbaaT HHPOPMUpPAHH 3a TOBA MPH 3ANOYBAHE HA JIEYEHHETO.
nperabanuH Tpadea na 6bae npekpaTeHo, NMPENOPLYBA CE TORA 13 CTAHE NOCTENEHHO
MaJKoO Ha | ceaMuua, HE3aBHCHMO OT NOKa3aHHUeTo (Bx. TouKa 4.2).




KoHBynCHH, BKNIOUMTETHO eNMUIENTHYEH CTATYC H reHepPaTM3IMPaHH TOHHYHO-KIIOHUUYHH [bPYOBE,
MOJKE [1a HacTbMAT N0 BpeMe Ha ynorpebara Ha nperabaiiuH WK CKOpO cliell HErOBOTO NPEKpaTABaHe.

ﬂ,aHHHTE 3a MNPpCKpaTaABanec Hd ABJMOCPOHHOTO ICHCHHUC € nperaﬁaﬂun NMNOKaiear, 4e HECTOTaTa H
TCHECCTTA HA CUMMINTOMHUTEC HA OTHEMAHE MOOKE 4 €4 J0303aBHCHMMH.

Evuedanonarus
CpobuasaHu ca ciyyan Ha eHuedanonatTud, NPEeAUMHO NPH NAUKWEHTH C MOANEXKALLY 3a00naBaHNA,
KOMTO MOTaT a YCKOPAT pa3BHTHETO Ha eHuedanonaTHs.

AKenu ¢ feTepoieH NOTEHUHAN/ KOHTpaUEenuu1s

Ynorpebarta Ha nperabannH npe3 NbpBHA TPUMECTLP HAa OPEMEHHOCTTa MOXKE [1a NTPEAH3BHKA MOIEMH
BPOAEHH aHOMaIMH Ha nuioaa. [IperabanuH ne TpabBa na ce W3nonssa no BpeMe Ha OPEMEHHOCT,
OCBEH aKo MMoJ3aTa 338 MaWKaTa HECbMHEHO NPEBULLIABA NOTEHUHANHHA pUcK 3a ¢eTyca. KeHuTte ¢
AEeTEPOAeH NoTeHUKan TpadBa aa Hinon3eat ePeKTHBHA KOHTPAUENUHS MO BPEME HA JIEYEHHETO {BXK.
TOYKA 4.6).

4.5 DB3anMOAeACTBHE ¢ APYIH JIEKAPCTBEHH NMPOAYKTH H APYrH GopMu Ha BianMoaeHcTBHe

Twit kaTo nperadanunH ce ekckpeTupa rnpeaHMHO B HEMPOMEHEH BHA B YPHHATa, MeTabonu3npa ce
npeHedpexknMo Manko npu xopa (<2% oT Ao3aTa ce YCTaHOBABA B YpHHaTa noa gopmaTa Ha
MeTaboNHUTH), He HHXHOUPa neKapcTBEHNA MeTabONK3bM N Vilro U He Ce CBBbP3BaA C TLa3MEHHTE
DENTBLLUH, MATIKO BEPOATHO € TOW 1a NMPEAH3BHUKBA WIIH [1a Y4ACTBa BbB (PapMaKOKHHETHUYHH
B3aUMOAEHCTBHA.

In vivo npoy4BaHus ¥ nonynauHoHeH GapMaKOKHHETUYEH aHATTH3

CbOTBETHO, B {77 Vivo NPOYYBAHHUA HE ca HabNKwAaBaHH KITHHHUYHO 3HAYUHWMH (PapMaKOKWHETHYHH
B3aUMOAEHUCTBHA MEXay nperabanuu U peHnTonH, xapbaMasennH, BaTnpoesa KMHCENHHA,
NaMOTPHUIUH, rabaneHTHH, opaszenam, OCKHKOAOH UiH eTano. [lonynaunoHed papMakokMHETHYEH
aHAK3 MOKa3Ba, Ye NepopanHUTe aHTHAHAOETHU CpeACTBa, AUYPETHUHNTE, MHCYAUH, PeHobapbuTan,
THArabMH ¥ TONUPaMAaT HAMAT KIIMHUYHO 3HAYUM eeKT BLPXY KJIMPBHCA Ha nperadainm.

[lepopanHu KOHTPALENTHBHHY CPEACTBA, HOPETHCTEPOH M/HAH €THHWI €CTPaAHON
EAHOBpPEMEHHOTO NPHAOKEHHE HA NperabannH U NepopaIHUTE KOHTPALENTTHBHH CPEACTBA
HOPETHCTEPOH W/HITH ETHHHA ECTPANUON HE NOBRJUARA (apMaKOKMHETHKATA NPH CTALHOHAPHO
CHCTOAHHUE HA HUTO €AHO OT TE€3H BELLECTBA.

JlekapcTBEHH NPOAYKTH, MOBJIWABALLH LEHTPANHA HEPBHA CHCTEMA

[Iperabannuu moxe aa 3acHnu edekTHTe Ha €TaHO M JIopa3enaM.

OT NOCTMapKETHHIOBHA ONMHT HMA CHOOLIEHHA 332 AUXATE/IHA HEAOCTATBYHOCT, KOMa U CMBPTHH
CAy4aH NpH NaUHEHTH, NpHemaLuy nperabainH 1 ONHOWAN W/ MNK APYTH JIEKApPCTBEHH NPOAYKTH,
noTHcKkallK UeHTpasHaTa HepeHa cuctema (LIHC). [lperabanuu BepoaTHO MMa aAUTHBHO AeHCTBHE
BbpPXY HApYLUCHUATA HA MO3HABATENHATA U ABUraTeNHara QyHKUHA, NPHYUHEHH OT OKCHKOOOH.

B3aUMOJEHCTBHA H NALLKEHTH B CTAPYECKA Bb3pacT
He ca nposexaanu cneundHuHM Npoy4BaHua 3a GapMakoIHHAMUYHH B3aHMOIEHCTBHSA NpH
A0OpOBOJILUM B CTapuyecka Bb3pacT. [IpoyuBaHHs 3a B3aMMOAEHCTBHUA Ca NPOBEASHH CaMO NPH
Bh3PAaCTHH.

4.6 @eprHiHTET, OPEMEHHOCT H KbPMEHE

XKeHu ¢ gerepoaeH noteHunan/Kourtpauenuus.
Kenute ¢ peteponeH noreHunan Tpadea aa u3non3ear ePeKTUBHA KOHTpALENLHS NO
neyeHHeTo (Bx. Touka 4.4).




bpeMeHHOCT

[IpoyyBaHHATA NPH KUBOTHH Ca MOKa3aIH PENPOAYKTUBHA TOKCHUHOCT (BX. Touka 5.3). YcTaHoBEHO
e, 4e nperadainH NpeMUHaBa Npe3 NiaueHTaTa NpH IIbXoBe (BXK. To4ka 5.2). BbiMoxHo e
nperabaivH 1a NPEMHHE Npe3 M1aleHTaTa npyu xopa.

[oneMu BpoaeHH MandopMalHu

JlaHHHUTE OT CKaHAWHABCKO 00CepBaliHOHHO NpoyyBaHe npy noseue ot 2 700 OpeMeHHOCTH ¢
€KCNO3HUXA Ha nperadanvH npe3 NbPBUA TPHMECTBP NMOKA3BAT NO-BKCOKA YECTOTA HA rO/IEMH
BpoeHH Mangpopmaunn (I'BM) B neanarpuunara nomynauus ()KHBO- MM MBLPTBOPOAEHH) C
€KCMO3HLIMA Ha nperabajiuH B CpaBHeHHWe ¢ nonynauuaTa 6e3 ekcnozunumsa (5,9% cnpamo 4,1%).

PucksT OT ' BM B neauaTprunara nonyjsauus ¢ eKCNO3MUMA Ha nperadannH npe: NbpBHA TPHMECTBP
€ ManKo NMO-BHCOK B CPABHEHHE C nmonynauuaTa 0e3 excno3nuna (KOpMrupaHo ChOTHOLUEHHE HA
4ecToTa U 95% noseputened uutepsan: 1,14 (0,96 — 1,35)), kakto 1 B cpaBHEeHHE ¢ NONYNAUHATA C
eKCno3nuua Ha namoTprxuH (1,29 (1,01 — 1,65)) nnu Ha aynokcernn (1,39 (1,07 — 1,82)).

AHANW3HTE NO OTHOWEHHE HA KOHKPETHH Man(opMauMH NOKa3BaT NO-BUCOK PHCK OT MandhopMaLHH
Ha HEPBHATa CHCTEMA, OKOTO, 0Opa3lyBaHe Ha opodalranHu LeNHATHHU, MaNPOPMaLHH HA MHKOYHHTE
MbTHULLA U TEHHTAIHUTE, HO OPOAT € ManbK U H3YHCIIEHHATA Ca HETOYHH.

Ilperabanuu He Tpabea na 6bae H3NoN3BaHA MO BpeMe HA GPEMEHHOCT, OCBEH B Cly4aii Ha
KaTeropuuHa HeoOX0AWMOCT (aKO NoM3ara 3a MaiKaTa KaTErOPHYHO HAAXBBLPIIA MOTEHUHATHHA PHCK

3a eTtyca).

KbpMeHe

[lperabanut ce ekckperrpa B kbpMaTa (BHk Touka 5.2). EekTbT Ha nperaGanuH Bbpxy HOBOPOAEHH
/bebeTta € HenapecTeH. Tpabpa aa ce B3eMe peLueHHe JaH Aa CE MPEYCTAHOBH KbPMEHETO HIH Aa ce
Cnpe JIEYEHHETO C NperabaiuH KaTo ce B3eMe NnpeaBH NMON3aTa OT KbPMEHETO 3a AETETO M N0N3aTa OT
TEparuAaTa 3a XeHara.

DepTHAUTET
HsaMa KIMHUYHK JaHHK 33 eQeKTHTE Ha nperabanuH BhpXY XKEHCKHA PEPTUIUTET.

B KJ1MHHYHH Npoy4BaHnA 3a oueHKa edexra Ha nperabajivH BbpPXy MOJABHXHOCTTA Ha
CNEpMaTO30MANTE, 3ApaBH MBXKE Ca €EKCNOHUPaHH Ha nperabanuH npy go3a ot 600 mg/ml aHesHo.
Cnen 3 meceua JieyeHHe, HE € UMao eEeKTH BbPXY NMOABHAKHOCTTA HA CNIEPMATO30HIMUTE.

[IpoyuBaHe 3a PepTHAUTET NPH KEHCKH TUTBXOBE NMOKA3BA HEXKETAHH ePEKTH BBPXY
penpoaykTHBHOCTTA. [IpoyuBaHus 3a GEPTHANTET NPH MBXKKH ILTHXOBE NOKA3BA HEXENaHH edekTH
BbPXY PENPOAYKTHBHOCTTA U pa3BHTHETO. KIIHHMYHATA 3HAYHMMOCT Ha TE€3H HAXOIKH € HEU3BECTHA
(Bxk. TOUKA 5.3).

4.7 EdexTH Bbpxy cnocobnocTTa 32 modHpaHe H paboTa ¢ MalIHHEA

[lparuona Moxe aa nosnuse B Majlka 20 yMepeHa cTeneH cnocobHOCTTa 3a wodupaHe u paboTta c
MaluHA. [Iparnona Moxke 1a NPUHYMHHE 3aMAAHOCT H CBHIUBOCT H CNEJ0BATE/HO MOXKE 1a NOBJIHAE
CNOCOOHOCTTA 33 wodupare wnn pabora ¢ mawmHi. Ha naunenTtuTe ce npenopwusa ga He wodupar,
Aa He paboTAT CbC CAOKHH MALWKWHKH WIH Aa YYacTBaT B APYIrH NMOTEHUHAIHO PHCKOBH AEHHOCTH,
AOKATO Ce pasdepe AanH TO3M JIeKapCTBEH NPOAYKT 3acara TAXHaTa CNOCOOHOCT Aa H3BbLPLUBAT TE3H
NEHHOCTH.

4.8 Hexenanu 1eKapcTBeHH peakiHH

O6061ueHre Ha npoduna Ha GezonacHocT

KauHuunaTa nporpaMa Ha nperabanvx e skiousana Haa 8 900 nauMedTH, KOMTO ca
nperadainy, Haa 5 600 oT KOMTO ca B3enHu yyacTHe B ABORHO-CAENH MIaueto KOHTPO




npoyusaHHa. Hai-uecto chobLIaBaHUTE HEXENAHU peakuMH ca OWIK 3aMAsHOCT H CHHIHBOCT.
HexcenaHute peakunyd oOUKHOBEHO ca OUNHW Neku A0 yMepeHH no cuia. YecToraTta Ha NpeKbCBaHe HA
NEYEHHETO NOPAIH HEXKE/IAHHW PEAKLIMHA 32 BCHYKH KOHTPOJHpPaHH nNpoyuBaHui € 6una 12% npn
NauMEHTH, NoNydaBaluM nperadbanyy, U 5% npy nauueHTH, nonyyasamu naauedo. Ha-vecture
HEXENAHHW PEAKLIHH, NOBEAH 10 MPEKLCBAHE HA NEHECHUETO, B MPYNH, JEKYBaHHU ¢ nperabanuH, ca Ounu
3aMassHOCT U CbHJIHBOCT,

TabanuHo H3OPOEHN HeXENAHH peaKUMH

B Tabnuua 2 no-aony ca u30poeHH No KNacose U 4ecToTa (MHOro yectH (> 1/10); uectv (= 1/100 no

< 1/10); Heuwectn (= 1/1 000 po < 1/100); peakun (= 1/10 000 no < 1/1 000); mHoro peakn (<1/10 000),
C HEW3BECTHA HECTOTA (OT HAIMYHUTE NaHHHW HE MOXe 1a Obae HanpaBeHa OLEHKa) BCHYKH HEXeNaHH
JeKapCTBEHH peaKlIMH, KOWTO ¢a HACTBIWIK ¢ 4eCTOTA, NO-roaaMa oT nnauebo ¥ Npu noeeye OT €AHH
nauneHT. BLB BCAKO rpynydpaHe No 4ecToTa HeXenaHuTe ePEKTH ca NPeACTaBEHH B HU3XOAALL peA No
OTHOLUEHHE CEPHOZHOCTTA.

H30poeHuTe HexkeslaHu peakury MoraT 1a ObAaT CBbp3aHH H C NoaiexawoTo 3abonsasaxe H/HAH
CbITBTCTBALLM IEKAPCTBEHH NPOAYKTH.

[lpn neyeHHeTo Ha ueHTpalHa HeBponaTHa Donka B pe3ynTar Ha rppbOHAYHOMO3IBYHA TpaBMma € Ouna
YBEJIHUEHE YECTOTATa HA HEXKENAHHUTE PEAKLHH KATO LUA10, HEXENAaHWTEe peakuuu oT cTpaHa Ha LIHC u

0c00eHO CHHAUBOCTTA (BXK. TOUKa 4.4).

HONBbAHHTENHUTE pEaKUHH, ChOOLIEHH OT NOCTMAPKETHHIOBHSA OTIAT Ca MapKUpPaHH ¢ wpudT  Jtalic ™
B CMHUCHKA NO-A0Y.

Tabsnua 2. HexenaHu ekapcTBeHHn peakuuy Ha nperabanuy

CHcTeMO-OpraHen Kaac Hexe/laHH J1€KAPCTBEHH PEaKIiHH

Huadexunn n HudecTalHA

YectH HaszodapuHrur

Hapymienxs Ha KpbLBTA # MHMPHATA CHCTEMA

HeuecTtH HeyTponenus

HapyulieHHSt HA HMYHHATA CHCTEMA

HeuecTw Cepbxuygcmeumeinocm

Peaku Ancuoedem, alepeunna peaxyun

HapymeHHn na MeTabo1n3Ma B XpaHeHeTo

YecTH 3acH/iBaHe HA arneTuTa

HeuecTu A HOpEKCHUR, XHNOITHKEMHA

HCHXHYHH HAPYHIEHHS

Yectn EydopunHHo HacTpoeHHe, 00BbPKAHOCT, pa3apa3HUMOCT, 1€30PHEHTALNS,
be3cbhHHe, HamaneHo nubHao

Heuectn XamouHHaUKA, NaHHYecka aTtaka Oe3nokoicTBo, Bb30yNa, Aenpecus,

NOTHCHATO HACTPOEHHE, NMPHNOBAUNHATO HACTPOECHHUE, AZPEeCUR, MPOMEHH B
HACTPOEHHETO, AeNepCoHANK3aUNs, TPYIHO HAMHPAHE Ha IYMH,
MATOJOrHYHH CHHHLLA, NOBHIUEHO NHOUA0, aHOPra3MHs, anaTus

Peaku HepbaabpaHoCT, CYHUHAHO NOBEEHHE, CYHUIMAHA HAEALHS

 HeHU3BECTHA YecTOTa Jexapcmeena 3asucuvocm

HapymieHHs HA HepBHATA CHCTEMA

MHoro yecTH 3aMasHOCT, CLHIKBOCT, r1aBoboNiHe

Yectn ATaxkcus, HapyuUIeHa KOOpAUHALKMA, TPEMOpP, AU3APTPUS, AMHE3HA,
HapyLleHUd Ha NaMeTTa, HApYLIEHUS HA BHUMAHHETO, NapacPeIvr
XUMOECTE3NA, CEAUPAHE, HAPYLLIEHO PABHOBECHE, JIETa A N\ 0 ”61:{0

Heuectn CHHKON, CTYNOp, MHOKNIONHYC, 2a2vOa Ha Ccb3Harue, WE 4H T %
NCUXOMOTOPHA aKTHBHOCT, IKCKHHE3HA, 3AMASHOCT IS .},_&;‘- \ =
WHTEHUMOHEH TPEMOP, HHCTArbM, KOTHHTHBHO pascipilit e, irCip: .
yépedcodare, roBOPHO HAPYLLIEHHE, xunopecbnexcuﬂ, @ vegpdugr ¢ &
HYBCTBO Ha NAapeHE. are3ns, obuyo Hepaxnu;mxeuue ‘ff':l o



CHceTemMo-OpraHen xiac Hexe1anu NeKapCTREHH PeaKUHN

Penxwu ['vpuoge, NnapocMua, XHNOKUHE3NA, AUCTpadusg, NAPKUHCOHHIBM
Hapyuienun Ha ouyHTE

Yectu 3aMbBbIIEHO 3pEHHUE, AUILIONUA

Heyectn 3aryba na nepudepHo 3peHue, 3PUTENHO HApYLUEHHE, OTOK HA OYHTE,

AedexT B 3PHTEIHOTO NMOME, MOHHWKEHA 3PUTENHA
ocTpoTa, D0AKK B O4UTE, aCTEHOMKSA, POTONCHA, CYXOTa B OUHTE,
MOBHLIEHA JAKPHMALIHA, APa3HEHE B OYHUTE

Penku 3aeyoa na 3penue, kepamum, OCUHIONCHA, HAPYLLIEHO 3PUTENTHO
Bb3NpUATHE 33 AbJA0OYMHA, MHApHA3a, CTPAaOM3BM, NMOBHLIEHA APKOCT HA
obpaiure

HapymeHHa HA YX0TO H JIaONpHHTA

HectH CBeTOBLPTEX

HeuecTw XUNepaKky3uc

ChpaeuHH HApYUIEHHA

HeuecTn Taxukapana. arpHoBeHTpuUKynapeH 010k | cTeneH, cMHYcOBa
Opaavkapaua, KoHzecmugHd CbPOEUHA HEGOCMANTBYHOCT

Peaku Yovaxcasane na QT-unmepsaia, CHHyCOBa TAXMKApAHA, CHHYCOBA
apUTMHUS

CHba0BH HapYILIeHH

He4decTn XHMOTOHHUS, XHIIEPTOHUS, TOPEILM BLHH, 3a4€pPBRIBaHe, CTYAEHH
KpanHHLH

PecnepaTOpHH, rPbAHH H MEIHACTHHAIHH HADYIIEHHS

HeuvectH JIMCniHes, ennUCTakCHC, KauLTuLLa, Ha3alHa KOHIECTHSA, PHHHT, XbpKaHe,
CYXOTa B HOCa

Peakwu beroopoben omox, CTarave 8 ropjaoTo

C HeM3BeCTHa YecToTa [loTuckaHne Ha AULIAHETO

CToMaIIHO-YpeBHH HAPYIICHHS

Yectu [ToBpbluaHe, caoerne, 3anek, cuapus, GnaTyNeHUUs, NOAYBAaHE HA KOpeMa,
CyX0Ta B ycTara

Heuectu ["acTpoe3odareanet pedyke, NOBHILEHO CMOHOOTAENAHE, XHNOECTE3HS
Ha YCTHATa KyXHHa

Peaku ACUNT, NAHKPEATHT, noOYEaHe Ha e3uxa, nucdarus

XenaToOMHAPHH HAPYINEHHS

HeuecTH [loBHLIEHH CTONHOCTH HA HepHOAPOOHHTE eH3UMU*

Penkn XbaTennua

MHoro peaku YepHoapobHa HENOCTATBYHOCT, XENaTUT

Hapyumiennna Ha K0XAaTa H NOJKOXKHATA ThKaH

HeuecTn [Manynoiex oOpue, ypTHKapHaA, XHNIEPXHAPO3A, NpypuUmyc

Penku Tokcuuna enudepmaina Kekpoausa, cunopom na Stevens-Johnson, ctyneHa
noT

Hapyumenua Ha MYCKY/IHO-CKe/IeTHATA CHCTEMA H ChelHHHTEIHATA THKAH

Yectr MycCKy/IHH Kpamny, apTpanrua, 601k B rbpba, 601kH B KpaiHHK,
LEPBHKANIEH CNa3bLM

HeuectH [loayBaHe Ha cTaBUTe, MHAIMKA, MYCKYJHH NOTpENBaHHa, 00IKH
BbB BpaTa, MYCKY/IHA CKOBAHOCT

Peaxu PabaomMuonnia

Hapymenus ia 6n0penure H NHKOYHHTE NbTHIA

Heuectu MIHKOHTHHEHUUWS Ha YpUHATA, AU3ypH3

Peaxwu bbrOpeuHa HEAOCTATLYHOCT, ONUTYPHSA, PeMerHYUR HA VDS

Hapyuienus Ha BH3NPOH3BOAHTEIHATA CHCTEMA H I'bpAaTa \e\w LY ”5[:%

Uectn Epextunna ancdyHkuus ® 2,

HeuecTu Cekcyanna aucdyHkuus, 3abaBeHa eakynanms, QJHp SR Kit
rbpANTE

Penku AMEHOPEA, CEKPELIMA OT MbpaaTa, YroneMABaHE He

O01M RapyieHHA H eeKTH HA MACTOTO HA NPHIICKEHHE




CHcTemMO-OpraHeH Kiac HexxenaHh JIeKapcTBEeHH peaKUHH

YeeTn [lepudepHn oToLM, eaeM, HapyLIeHa NOX0AKa, NajaHe, 4yBCTBO 3a
ONMUAHEHKWE, HEOOMYAaHHO ycelaHe, YMOpAEMOCT

Heuvectn ["eHepanu3upaH OTOK, OMOK Hd Tulemo, CTATAHE B I'bpanTe, DOAKa, Tpecka,
KaKAa, CTYAEHH TPBNKH, aCTEHHUA

HicneapaHHs

Yectu YBenHnuaBaHe HA TEJIECHOTO TErao

HeuectH [ToBHweHHe HA kpeaTHHHWH ¢ochOKKHHA3aTa B KPBBTA, NOBHLLIEHUE HA
KpbBHaTa 3axap, HaManeHHue Ha 6poa Ha TpoMOOUMTUTE, yBETHYEHHE HA
KpeaTHHHHA B KPbBTA, HAMAMJIEHUE HA K&JIMA B KPbBTA, HAMANABAHE Ha
TEJECHOTO TErno

Peaku [ToHHxkeHHe HA OpOA HAa NEBKOUHTHTE

*Mosuera aanun amunotTpancdepasa (AL T) u nosuiseHa acnapraTt aMuHoTpaHcdepasa (AST)

HabntonagaHu CUMNTOMH Ha OTHEMAHE CAEA CIIMPAHE HA KPATKOCPOUMHO H ABLITNOCPOUHO JIEUEHHE C
nperabanui. CbobwaeaHy ca ciieaHUTe CHMNTOMH: De3CbHUE, TaBoOONHE, raleHe, TPEBOKHOCT,
AWAPHA, FPUNEH CHHAPOM, KOHBYJICHUH, HEPBHOCT, AENpPECHs, CYHLIHIHA waeaumn, Oonka,
XMNEPXHAPO3a U 3aManBaHe. Te3M CHMITOMH MOXKE Aa Ca NOKAa3aTEHH 3a JIEKApPCTBEHA 3aBUCHMOCT.
[TaunenTuTe TPabBa Aa ObaAAT HHOpMHUpPAHH 33 TOBE NPH 3anouBaHe Ha JevyeHueTo. laHuuTe 3a
NPEKPaTIBaHE Ha ABATOCPOUHOTO JICYEHHE ¢ nperabainH NOKa3BaT, Ye YeCTOTATA H TEXKECTTA Ha
CUMINITOMMTE HA OTHEMaHE Onxa MOrK na 01L1aT 10303aBHCHMH (BX. TOUKH 4.2 1 4.4).

[leanaTpuyHa nonyaauus

[TpoduabT Ha BezonacHocT Ha nperabanvH, HaOMOAaBaH B NET NEANWATPHYHH H3MHTBAHHUSA TIPH
NAUHEHTH C NAPUHAITHHA NPUCTBNH ChC WK 6e3 BTOpHuUHA reHepannilauung (1 2-ceAMUUYHO HINUTBAHE 34
OUEHKA Ha ePHKACHOCTTA U 6e30NMacHOCTTa NPU NALMEHTH HA BBL3PacT oT 4 10 16 roauuHu, n = 295; 14-
AHEBHO M3MNHUTBAHE 33 OLIEHKA Ha ePUKACHOCTTA U 0€30NaCHOCTTA NPH NAUKHEHTH Ha Bb3pacT oT |
MecCeLl 40 NO-MaNKo OT 4 roauHu, n=1735; $apMaKOKHHETUYHH K NPOYUBAHE 32 NOHOCHMOCT, N=065; u
ABe |-roavIiHK OTBOPEHH HIMUTBAHHUA 3a NpocaeasBaHe Ha Oe3onacHocTTa, N =54 un=431)e
noao0eH Ha To3u, HabIoaaBaH NpH BL3PACTHH MAUMEHTH ¢ enunencud. Han-uecTuTe HexenaHu
cbOUTHA, HabnoaaBaHK B 12-ceAMHYHO H3NHUTBAHE C JEYEHHE ¢ NperadbanmuH, ca ChHAHBOCT,
MUPEKCHA, HHPEKUHA Ha TOPHUTE AUXATENHH NbTUWA, NOBKILIEH aNeTHT, NOBHLLABAHE HA TETTIOTO H
Hazo(papuHrut. Hail-yecTture HexenaHu cubuTus, HabnoaaBaHy B 14-21HEBHOTO U3MHUTBAHE HA JIEHEHHE

¢ nperabanuu, ca CbHIUBOCT, HHPEKLHA HA FOPHWTE AHXATENHY MBTHLLA H NHPEKCHA {BXK. TOUKH 4.2,
5. ns5.2).

Cbo011aBaHe HA NOA03MPAHU HEKENAHH PEaKUHH

Cpob11aBaHeTO Ha NOAO3HPAHH HEXENAHH PEAKUWH Cell pa3peluaBaHe 3a ynortpeda Ha JieKapCTBEHHA
NPOAYKT € BaXXHO. ToBa NO3B0OJIABA Aa NPOABLIAXKH HADAIOACHHETO HA ChbOTHOLIEHUETO NOJN3a/PUCK 3a
NEKAPCTBEHUA NPOAYKT. OT MeAMLIHHCKUTE CELMAJIHCTH C€ H3HCKBA 1a CbOOLIABAT BCAKA
NOAO3HPAHA HEXKEIaHA peaKLHua upel

HM3nbiIHUTENHA areHUrs No J1eKapcTBaTa

yn. . Jlaman I'pyes™ Ne §

1303 Codmus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 Ilpexoznpane

CUMNTOMM

Ha#l-4ecTo CHhoOLIAaBaHHTE HEXENAHU NEKAPCTBEHH PEAKUHH OT NOCTMAPKETHHIOBHS
#abNI0AABAHH NPH NPEeLO3UpaHe HA nperabanuH ca BKAKOUYBAIH CbHIHBOCT, ChCTOSH
BH30yaa 1 Oe3nokKoicTBO.

[lonyueHu ca cboOLIEeHUS 4 33 NpUNadbLM.

B peaku cayuyan ca A0K1aABaHU Cly4aH Ha KoMa.




[loBeaeHune NpU npeno3vpanHe
JleuenneTo npu npeao3npade Ha nperadbanun Tpadea na BKAOUBA OOILK MNOAIbPKALLA MEPKH U
€BCHTYATHO XeMOAHATH3a NP HY)XKAa (BK. Touka 4.2 Tabnuua 1).

S. PAPMAKOJOTrHYHH CBOUCTBA

5.1 dapmMakoaHHAMHYHH CBOHCTRA

(dbapmMakoTepaneBTHUHA rpyna: AHANIMETHLM, APYrH aHANreTHUM W aHTHNHpeTHUH, ATC koa:
NO2BFQ2

AKTHBHOTO BEUIECTBO nperabajiuH € aHAIOr Ha raMa-aMHUHoOMac/aeHaTa KkucenuHa [(S)-3-
(AMUHOMETHN )-5-METHIIXEKCAHOEBA KHCENHHA] .

MexaHH3IBbM Ha AeHCTBUE
[lperabanuH ce cebp3Ba ¢ AonbaHUTENHATA cybeanHHUa (a2-0 6€ATHK) Ha BOATAXK-3ABHCHMHTE

KaM|HCBH KaHA/H B ICHTpATHATA HCPBHAa CHUCTEMA.

KnuHnvHa ePpUKACHOCT U H€30nacHOCT

Heeponamua 6oaxka

EdexkTuBHOCTTa € f0Ka3aHa B H3NUTBAHUA MPH XHA0ETHA HEBPONATHS, MOCTXEPMNETHYHA HEBPAITHA U
rppOHa4YHOMO3bYHA TpaBMa. EQEKTHBHOCTTA HE € NpoyYeHa NpH ApYrd MOAEAH HA HEBPOMATHA
bonka.

[Iperabanuu e npoyuen B 10 KOHTPONHPAHH KAMHUYHH W3NUTBAHHUA ¢ NPOABKHTENROCT 10 13
CEIMHLIM C ABYKpaTeH aAHeseH npueM (JI1J1) u 10 8 ceaMHun ¢ TpukpaTten aHeseH npuem (TI11).
Karto usano, 6ezonacHocTta u edekTuBHOCTTA NpH cXemuTe Ha npuiarane ¢ AN v TITJ ca 6unu
CXO/HH.

B KIHHHYHHTE NPOYUBAHHA C NPOABLKUTENHOCT A0 |2 ceAMHLHM KakTO 3a nepugepHa, raka v 3a
LIeHTpa/iH&a HesponaTHa bonka, orcnabeaHe Ha 6onkaTa € Ouno HabionasaHo 0o Kpas Ha NbpBaTa
CeAMHLA U CE € 3aNa3niio npe3 LUenUus NEPHOA Ha NeYEHHE.

B KOHTpOAWPaHHW KJIIHHHYHH NpoyuBaHHua NpH nepudepHa HepponaTHa 0oika 35% or nauveHTHTeE,
neKyBaHu ¢ nperabanun, u 18% ot nauueHTHTE Ha Nnauedo ca umanu nogobpeHue ¢ 50% Ha
TOYKOBHA pe3ynTaT 3a oueHka Ha HonkaTta. Cpen nauneHTuTe 6€3 NPOABM HA CHLHAMBOCT TAKOBA
noaocdpeHune e Ouno HabmwaasaHo npu 33% ot nekyBanuTe ¢ nperabanui v npu 18% oT nauneHTHUTE
Ha rauebo. I1py nauMeHTH ¢ NPoABHA HA CHHIMBOCT TEPANEeBTUYHHUAT OTTroBOp € 6un 48% B rpynara ¢
nperabanud u 16% B nmnauebo-rpynara.

B KOHTpOAHpaHO KIMHUYHO NMPOYYBAHE MPH LEHTPATHA HeBponaTHa 0oaka 22% oT nauueHTHTE,
NEKyBaHH ¢ nperadanuy, U 7% OT nauneHTHTE Ha nNnauebo ca UManH nogodpeHue ¢ 50% Ha ToUKOBHA
PEe3yATAT 3a OLIEHKA Ha DoJKaTa.

Enwencus
ANOBaHTHA TEpanus
[IperabanuH e npoyyeH B 3 KOHTPOIMPAHU KITMHHUYHH W3MHTBAHHA C MPOABIKHTEIHOCT 12 ce

npunarane ¢ JAI1A u TI1J] ca 6unu cxoauu.
Hamanenue Ha yecTotara Ha npucTenuTe € 6uno HabaoaapaHo o kpas Ha CeaMuia

[leanaTpuyHa NONynalKHs = :G ; ekl
He e ycTaHOBeHa epukacHOCTTA M 6€30NacHOCTTa Ha nperabanuH KaTo AOVbJAHWUTENH ‘@4 g

LN .:n".
EMUNENCHA NpPH Aeua o 12-roauiHa Bh3pacT v ioHowH. Hexenanure peakuuu, Hab/NoA8BAHU NpU &
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($hapMaKOKHHETUUHO KIHHHYHO U3MMUTBAHE W KIIKHHYHO U3MHTBAHE HA MNOHOCHMOCTTA ¢ y4YacTHETO Ha
NalMEeHTH Ha BB3PACT OT 3 Meceua A0 16 roavHun (n = 65) ¢ napuUHaATHK NPUCTBNH, €A CXO/HY C TE3H,
HabnwaaraHu Npy BLIpacTHU. Pesyntaty oT 12-ceamHyHO, Niauedo-KOHTPOJIHPAHO U3NHWTBAHE TNTPH
295 neaHaTPHYHH NAUHEHTH Ha Bb3PACT OT 4 10 16 roavHU U 14-aHeBHO NNaUedO-KOHTPONHPaHO
W3NUTBAHE NMpH | 75 neanaTpMuHK NaUHEHTH Ha BBL3pACT OT | Mecel 40 NO-MATKO OT 4 roAHHH,
NPOBEACHO ¢ L€ OLUEHKA Ha ePUKACHOCTTA W DE30MacHOCTTa Ha nperadaiiMH KaTto JOMbAHUTENHA
Tepanus 3a JieYeHHe Ha NApPUHATIHH NMPUCTBITH, W ABE | -rOAKLIHH OTBOPEHH M3NHTBAHUA HA
0€e30MacHOCT NpH CLOTBETHO 54 ¥ 43| neanaTpHUHH NMALMEHTH HA BL3IPAcT OT 3 Meceua 2o 16 roanHn
C €NKJIENCHU MNOKa3BaT, Y€ HeXENaHUTE CbOUTUA PeDPUIHTET U HHDEKLIUW HA TOPHUTE AUXATENHMU
MbTHLLA ca HadN0AABAHH NO-4E€CTO, OTKOMKOTO MPH Bb3IPACTHHU MAUHEHTH C ENHNIENCHA (BHXK TOUKH

4.2, 48n52).

B 12-ceamuuHO NNauebO-KOHTPOJIHPAHO NPOYYBaHE NEAHMATPHHHHUTE NALKMEHTH (Ha Bb3pacT 0T 4 no 16
rOAWHK) ca pa3npeacicHH aa nonydasat nperadanut 2,5 mg/kg/aen (Makcumanuo 150 mg/aen),
nperabanuH 10/mg/kg/nen (Mmakcumanuo 600 mg/nen) unu nnauedo. [poueHTHT Ha YHaCcTHHLUTE C
noHe 50 % HaManeHWe Ha NapLUHAHWTE NPHCTBIIH, B CPABHEHHE C M3XOAHO HUBO, € Oun 40,6% ot
YUaCTHHLHTE, NeKyBaHu ¢ nperabanuud 10 mg/kg/nen (p=0,0068 B cpaBHeHue ¢ nuiauedo), 29,1% ot
YYACTHHLIWTE, IeKyBaHHu ¢ nperadanuH 2.5 mg/kg/aen (p=0,2600 B cpaBHeHue ¢ nnauedo) u 22.6% ot
YYACTHHLIMTE, NoJyuasailu rauedo.

B 14-aHeBHO mi1auebo-KOHTPOIUPAHO H3MUTBAHE NEAHATPHUYHH NAUMEHTH (Ha BL3pacT OT | Mecel no
NMO-MANKoO OT 4 roAMHH) ca pasnpeacneHy aa nonyyasar nperabanud 7 mg/kg/aeH, nperabanun

14 mg/kg/neH nnm nnauebo. MeanaHaTa Ha YyecTOTa Ha NPUCTBITHTE 3a 24 yaca Ha U3XOJHOTO HUBO H
MPpY MOCIE€AHOTO NMOCEUIEHHE € CbOTBEeTHO 4,7 1 3,8 3a nperabanun 7 mg/kg/aen, 5,4 n 1,4 3a
nperabanuu 14 mg/kg/ned 1 2,9 1 2,3 3a nnauedo. [Nperadbannu 14 mg/kg/neH 3HaurTeNnHO HamangBa
log-TpaHcopMHpaHaTa 4ECTOTAa HA NApUHANHH NPUCTBNH cnpaMo mauebo (p=0,0223); npu
nperabanvu 7 mg/kg/acH He ce Habaonaea nogodpeHne cnpamo naauedo.

B 12-ceAMHYRO nnauedo-kOHTPONHPAHO NPOYYBAHE NPH YHACTHHLUM C MbPBHYHHK IF'EHEPAIH3IHPAHH
TOHHYHO-KNOHHYHHU [Primary Generalized Tonic-Clonic, PGTC] rspuose 219 yuacTHHUuM (Ha Bb3pacT
OT 5 A0 65 roavHH, oT KOUTO 66 Ha BB3pacT oT 5 20 16 roaAuHH) ca pasnpeaeneHy 1a nosyyasar
nperabannn S mg/kg/nen (Makcumanto 300 mg/nen), 10 mg/kg/nen (makcumanuo 600 mg/nen) unu
nauedo kaTo AonbLABAWO AeueHHe. [TpoueHTLT Ha yHacTHUUMTE ¢ noHe 50% HamaneHHe Ha
yectotata Ha PGTC rbpyose e cvroTBeTHO 41,3%, 38.9% u 41,7% 3a nperabanuu 5 mg/kg/neH,
nperabanud 10 mg/kg/ned n nnauebo.

MoHoTepanua (HOBOAHArHOCTHUHPAHH NALIHEHTH)

[IperabanuH e npoy4eH NpH €AHO KOHTPOIHPAHO KNHHHYHO NMPOYYBAHE C NPOABIIKHTENHOCT 56
CEAMHUH, C NpUACKeHHe NByKpaTHO aHeBHO (BID). I1perabanvn He e nokazan no-manka
€(PEKTHBHOCT CNPAMO JIAMOTPHTHH M0 OTHOLLIEHHE HA KpaHHAaTa TOuKa - 6 Mecela 0e3 NpUCTBLNH.
[IperabanyH u 1aMOTPUIrvH ca CpaBHUMH 1O OTHOWEHHE HA Be30nacHOCT W 100pa NOHOCHMOCT.

Feneparuzupano mpegoxcso pazcmpoucmso
[IperabannH e npoyuyeH B 6 KOHTPONHUPAHHU KNHHUYHH W3NUTBAHHUA C NPOALSIAKHTENHOCT 4-6 CEAMHLH,
€4HO MPOY4BAHE [TPH MALUMEHTH B CTAPUYECKA Bb3PACT C NPOABIKHTETHOCT 8 CEAMHULIU W €AHO
ABJICOCPOYHO NPOYUYBAHE 3a MMPEBEHLUMA HA PEUMINB ¢ ABOHHO-CNANA a3a Ha NpeBEeHUNA Ha
pPeUHIMBA C NPOALIHKHTEMHOCT OT 6 Meceua.

Obnekuenne Ha cumnromMute Ha ['TP, uameperHo upes Ckanara Ha XaMUATOH 3a OLEHKA Ha
TpeBoxHocTTa (HAM-A), e 6uno vHabnoaarano ao kpas Ha Ceamuua .

B KOHTpOAHUpaHU KITMHUUYHH W3NUTBaHM (4-8 ceamMmuun npoabixkuTenHocT) 52% ot na
nekyBaHHM ¢ nperabanuH ¥ 38% oT naureHTUTe HA nnauedo ca umanu noHe 50% nop
obuwua pesyntar no HAM-A 0T W3X0aHOTO HHBO A0 KpaiHaTa TOYKa.




B NOBEYETO C1YYaH NPH NPOABIKHTENHO Npuiarade. [IpoBeaeHu ca opTaATMONOrHYHHA H3CIEABAHHUS
(BIJTHOUHMTENHO M3CIEABAHE HA 3pUTEHA OCTPOTA, CTAHAAPTHO H3CJIEIBAHE HA 3PHTENHOTO NOJE U
pa3inpeH GyHAOCKONCKH npernen) npy noeeve o1 3 600 naUHEeHTH B paMKHTE HA KOHTPOIUpPaHX
KJMHHYHHK NpoyuBaHua. [Ipy Te3u nauneHTH 3pUTeNnHara ocTpoTa € HamaineHa npu 6,5% ot
NallHEHTHTE, NeKyBaHU ¢ nperabanun U npu 4,8% o1 nauneHTuTe, NekypaHu ¢ naauebo. [pomenu B
3PUTENHOTO NoJie ¢a yctaHoBeHH NpH 12.4% ot nekyBaHuTe ¢ nperabanuu v 1 1,7% oT nekyBanuTe ¢
naauedo nauneHTH. DyHAOCKONCKH NpoMeHH ca HabnroaaeaHu npH 1,7% OT NeKyBaHUTE ¢
nperabanuH U 2,1% oT nekyBaHuTe ¢ N1auedo NaLuneHTH.

5.2 @PapMakoKHHeTHYHH CBOHCTBA

CraudoHapHuTe PapMakKOKHHETHYHH NMOKa3aTenu Ha nperadaivH ca CXOHH NMPH 34paBy 100pOBOILH,
NAUMUEeHTH C CNUIIENICHA, NOJYYaBaLLH AHTHENWIIENTHYHH NEKAPCTBA H NAUKEHTH ¢ XpOHHUHA Bonka.

Abcopbuns

[IperabanuHn ce pezopbupa 6Hp30 NpH NPUNOKEHHE HA MAAHO € MUKOBH MM1a3MEHH KOHUEHTPALIMH,
HACTBLIMBALLKY B PAMKHTE Ha €AWH HaC KAaKTO ¢jie] €AHOKPATHO TAaKa H clie]l MHOTOKPAaTHO MpUiaraHe.
[epopannara OMoHanuuHOCT Ha nperabanuy ce ouakea aa e >90% u e HezaBucHMa OT ao3ata. Cnea
MHOIMOKPaTHO ApUAaraHe CTauHOHapHO CbCTOSHHUE Ce ZOCTHIA B paMKHTe Ha 24 1o 48 yaca.
Cxopoctra Ha pe3opbuus Ha nperabannH HaMallgea Npu NPUEM C XpaHa, KOETO BOAKH A0 NOHWKEHHE
Ha Cmax ¢ okono 25-30% u 3abaesne Ha tmax A0 npubnauizntento 2,5 vaca. [IpuemsbT Ha nperabanuu

C XpaHa, obaye, HAMA KIIMHUYHO 3HAYHM e(eKT BbPXY CTENEHTa Ha pe30opOuMs Ha nperabanuH.

Pasnpenenexue

[IpeaknHHMYHM NPOYUBAHKA NTOKA3BAT, e nperabajvH npeMUHaBa npe3 KpbLBHO-MO3b4HATa bapHepa
Ha MHLLKH, TUTEXOBE H MaiiMyHH. Jloka3aHo e, ye nperabanuy npeMuHaBa npes rJlaueHTara npu
NJIBXOBE U CE OTKPHBA B MJIAKOTO Ha KbpMellH mibXxose. [Ipu xopa npuBHAHUAT 0DeM Ha
pa3npeaencHue Ha nperabaiuHd caea nepopanHo npunoxeHue ¢ npubausurenHo 0,56 I/kg.
[Iperabanuu He ce CBBLP3Ba C NIA3MEHHTE NPOTEHHH.

buoTpancdopmalins

MeTabonn3MbT Ha nNperabanuy npu xopa e npenedbpexxnmo Mansk. Cnea nprem Ha 103a
PaaAHOaKTHBHO Oens3aH nperabanun npubnunzntenno 98% or paanoakTHBHOTO BELUECTBO, YCTAHOBEHO
B YpHHATa, € Ouno HenpoMmeHeH nperabanuH. N-MeTHIMpaHUAT AepHBAT Ha fiperabanuH, OCHOBHUAT
MeTaboMT Ha nperabainuH, OTKPHT B YPHHATA, cbheTarngaBa (0,9% oT nozara. B npeaknHHYHH
NMPOYYBaHHA HE €a YCTAHOBEHH NaHHH 3a paueMu3atmsa Ha S-eHaHTHOMEpa Ha nperabaivH A0 HErOBMS
R-eHaHTHOMED.

EnuMuHupaHe

[lperabannH ce enHMHUHNPA OT CHCTEMHOTO KpbBOOOpalueHne rnasHo Ypes 6b0peyuHa ekckpeuns B
HENPOMEHEH BUA. CpeaHHAT eIMMHHALHOHEH NONY>XXHBOT Ha nperabanuH e 6,3 uaca. [LhasMeHHusaT n
ObOpEeUHHAT KNMpbHC Ha nperabanuH ca NpaBo NPONOPLMOHANHA HA KPEATHHHHOBHA KNHPBHC (BXK.
Touka 5.2 Hapyueha 61u6peuna ¢pynkuua). Ilpu naumenTH ¢ Hamanesa 60peuHa pyHkUMA WK Ha
XEMOQHa/IN3a € HeODXOAUMO ananTupale Ha no3ara (Bx. Touka 4.2, Tabauua 1).

JInHeHHOCT/HENTMHEHHOCT
dapMaKOKHHETHYHHUTE NOKa3aTed Ha nperabanvH ca TIHHEHHW B paMKHTE Ha NPEenopbYUTETHUA
AHEBEH N030B UHTepBan. BapnabunHocTra Ha papMaKOKMHETHKATa Ha nperabaiuH Mexay

HHAKWBUAUTE € MasiKa (<20%). ©apMakoKMHETHKATa NPH MHOTOKPATHO NpHaaralHe Moxe jaa 0
MpeABUACHA OT AAHHHUTE NpPH €AHOKpaTHa J03a. C1en0BaTeNHo, He € HeOOXOAUMO PYTHH
MOHHTOPHPAHE HA IUTa3MEHHUTE KOHUEHTPAUHH Ha nperadanuH.

[lon
KAWHHYHHUTE NMPOYyUYBAHHA NOKA3BAT, Y€ NOJbT HE 0Ka3Ba KJIHHHYHO 3HAUYUMO BITHAHU
nna3MeHHUTe KOHUEHTPaUHK Ha nperabasiuH.



b1uOpeuHo yBpexaaHe

KAUpBHCBHT Ha nperabanyH € npasonponopurdoHalleH Ha KPEaTUHHHHOBUA KiMpbHC. OCBeH TOBA
rnperabaiuH ce oTcTpaHABa epeKTHBHO OT MJ1a3MaTa 4pe3 xeMoauaiusa (cnea 4-4acoro
XEMOANANUIHO NleUeHHE MNAa3MEHHTE KOHUEHTPaUKHH Ha nperabanyH ce MoHWXKaBat ¢ Npubau3uTenHo
50%). TvH kaTo 6BOPEUYHOTO ENMMHHHPAHE € TABHHAT BT HA ENHMHUHHPAHE, MPH NALHUEHTH C
HapyuweHa ObOpeunHa PyHKUHMS € HeoDXOAHMO HAMAABAHE HA 103aTa, a C/1e] XEMOAHANIH3A €
HeODXOAHWM RONMBIHUTENEH NMpHeM (BX. Touka 4.2 Tabnuua 1).

YepHoapoOHOYBpexkaaHe

He ca npoBexxaaHu cneunanyn papMakoOKHHETHYHHU NPOYYBAHKA NPHU NALUMEHTH C HapylueHa
yepHoapoOHa ¢pyHkuHa. Toit kaTo nperabanuy He NpeTLPNABA 3HAUUM MeTabONIMIBM H C€ eKCKpeTHpa
MPeAUMHO B HEMPOMEHEH BMA B YPHHATA, HapyLlI€HATa yepHoapoOHa dyHKkuna He OH Tpadsano aa
MPOMEHA 3HAYHMO TJTA3MEHUTE KOHLICHTPALMH Ha nperabanuu.

[leanaTpryHa nonynaums

QapMaKkOKHMHETHKATA Ha NperadanuH € OUeHeHa MPH NeAXaTPHUHH NALUKUEHTH C €nuiencus
(BB3pacTOoBHU rpynH: | 10 23 Meceua, ot 2 20 6 roanHu, ot 7 2o 11 roamHu v ot 12 a0 16 roanHn) npu
203 oT 2,5mg, Smg, 10mg v 15 mg/kg/aen npyu KAMHUYHH NPOYy4BAHHUA 3a NPOC/CAABAHE HA
(hapMaKOKHMHETHKATA H NOHOCHMOCTTA.

Cren nepopalilo NpUNOKEHHE Ha NperabanvH NpH NeAHaTPHYHHA NALUMEHTH HA r1aaHo, Hai-0bwWwo -
BPEMETO 3a JOCTHraHEe Ha MHKOBA MJ1a3MEHa KOHUEHTpauHa € OMna cxoaHa B Ls/1aTa Bb3pacToBa
rpyna ¥ e Hactbonuna ot 0,5 yaca 00 2 yaca ciel NPHIOKEHHETO.

Cmax u AUC napameTtpu Ha nperadanut ce yBearM4aBaT JIMHEAHO ¢ YBeJIM4aBaHE HAa 103aTa B
paMKUTE Ha BCcAKa Bb3pactosa rpyna. AUC e no-wucoka ¢ 30% npu aeua ¢ Terno noa 30 kg nopaau
ananTupaH KuM TENECHOTO TErN0 NOBULIEH KIUPBHC € 43% npH T3 NMaUHEHTH, B CPABHEHHE ¢
nauMeHTH ¢ Terno >30 kg.

TepMHHANTHHUAT NONYKUBOT HA nperabanuH e cpeaHo OKOJo 3 A0 4 yaca Npy NEAHATPHYHH NALUEHTH
00 6 roaylIHAa BbLIPACT M OT 4 A0 6 4aca NpH Te3d Ha 7 TOAUHH K NO-BL3PACTHHU.

[MonynraunoHeH papMaKOKMHETHYEH aHANHM3 MOKA3BA, Y€ KPEATHHHHOBUAT KIIMPBHC € 3HAUHTENEH
¢dakTOp 3a NepopanNecHNna KIHPbLHC Ha nperabanuH, TENECHOTO TETrNO € 3HauHTeNeH ¢akTop 3a obema Ha
pasnpejeneHue Ha nperadainH U Te3H OTHOLLEHHUA ¢a CXOAHHU NPH NeAHaTPHYHH U Bb3PacTHH
NaLHUEeHTH.

(DapMaKOKHHETHKATA Ha nperabanuH NpyU NALUMEHTH Ha BBL3PACT NOA 3-MECEUYHA BL3IPACT HE €
npoyusaHa (BX. ToukH 4.2, 4.8 u 5.1).

(Crapuecka Bb3pacT

CbluecTByBa TEHIACHUMA 38 HAMANABAHE Ha KITHPBLHCA Ha nperabainH ¢ HapacTBaHe Ha Bb3pacTTa.
ToBa HaMaleHHE Ha NEpOpPaATHHA KAUPBHC Ha nperabalne CLOTBETCTBA HA MOHHKEHHETO HA KIIHPBHCA
Ha KpeaTHHHHA, CBBbP3aHO ¢ HANpeABaHe Ha Bb3pacTTa. [1pH nauneHTH ¢ Bb3pacToBo 0bycnoseHo
HapyuweHHe Ha 0bOpeuHaTa PyHKIMA MOXKE 1a CE€ HAJTOXKH HAMAIdBaHE HA 103aTa Ha nperabanuu (Bx.
Touka 4.2 Tabnauua 1).

KbpMauku
(DapmakokuHeTHkara Ha 150 mg nperabanuH, nasauy Ha Bcek 12 yaca (300 mg nHeBHa no3a) e
oueHABa NpH |0 KbpmeLuy KEHH, NPU KOUTO paxkaaHeTo € Ouno npeau noue 12 ceaMuum. Kape
HMa cnaboO BAMSHHE WM HE OKa3Ba TaKoBa BbpPXY (papMAKOKMHETHKATA Ha nperaﬁaﬂnu
Ce EKCKpPETHPA B KbpMaTa MpH CPEAHH CTAUHOHAPHU KOHUEHTpaUMH NpUONH3HTENH /
nna3marta Ha Maikarta. O4akBaHaTa 403a 32 KbpMaueTa OT KbpMaTa (ako npHeMeM, A sD¢n
KoHCyMaLiua Ha Magko € 150 mi/kg / nen) Ha xkenu, npuemawu 300 mg / aex nam ’

.4. ""' e !

ot 600 mg / aex we 6bae 0,31 unn pecnakrusHo 0,62 ml/kg / aeH. Tesn oanBaHu \o%r o »3, . iy
npuOnn3InTeNnHo 7% ot obluara AHEBHA A03a HAa MalikaTa BbpXy ocHoBa Ha ml/kg. j-;m ' B
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5.3 [Ilpeakasnn4nn naHHH 3a 6ezonacHocT

B kOHBeHUUHOHANHMN DapMAKOMOTHYHH NPOYUBAHHSA 32 D€30MACHOCT NMPH HUBOTHH nperadanuH €
nokasan JoOpa NOHOCUMOCT B 03H, CHOTBETCTRALLM Ha KIIMHAYHO npuaarasute. B npoyusaHus 3a
TOKCUYHOCT ¢ MHOTOKPaTHO NMpHJiaraHe, MPpoOBEACHHU NPH MIbXOBE U MaMYHHM, ca OHK HaboaaBaHy
eextn BbpXy LUHC, BKIKOHUTENHO XMITOAKTUBHOCT, XHUNEPakTUBHOCT K aTakcua. Chea
NPOABIKUTENIHA €KCNO3HUKA Ha nperadaivH, CbOTBETCTBALLA HA EKCMO3IULMA = 5 ITbTH NO-roNaMa oT
CpeaHaTa EKCMO3HLIMA NPH XOpa NpU MakCHMalHaTa NpenopbyBaHa KIMHHYHA 1034, ce HabJsonasa
NOBHUILIEHA YECTOTA HA aTpod Ui HA peTHHATA, oOuuyaiHo Hab K AaBaHA MPKU CTapU NNbXoBe AOHHOCH.

[IperadannH He € TepaTOreHeH NPH MHLLKH, IUTEXOBE HIH 3aiud. PeTanHa TOKCHUYHOCT NMPH TUTHhXOBE
U 3aHLIH € HACTBIMHA CaMO NMPH EKCNO3HUXHK, HAAXBBLPALLHA 3HAYHTEIHO TasH npu xopa. B
MPEHATATHW/ NOCTHATAIHHA NPOYYBaHHUA 33 TOKCHYHOCT nperabanvH ¢ A0BEN A0 NOABA HA TOKCHYHH
eEKTH BbPXY PA3BUTHETO HA NOKONEHHETO NPH MUIBXOBE ClleA €KCMO3ZUUMH >2 MHTH MO-TOJIEMH OT
MAaKCHMAIHATA NPENopbYBaAHE €KCINO3ULIHA MPH XOpa.

Habnronasanu ca HexenaHu eexT BbpXy (hEPTUNUTETA NPH MBKKHU U HKEHCKH MTEXOBE CaAMO NpH
€KCMO3IHLLMU HANXBBPIWIN JOCTAaTbHHO TEpaNneBTHYHATA €KCno3nuMa. Hexenanure edekTn BbpXy
MBKKHTE PENPOAYKTHBHH OPraHy H napaMeTpuTe Ha cnepmara ca Ounum obpaTHMH U ca HaCTBNHJIH
CaMO NPH €KCNO3HLUKMH HAOAXBBPAKIJH A0CTATLYHO TEPANEBTHYHATA €KCNO3HUMA UK ca OWiH
CBbP3aHH CHC CMOHTAHHH AETr€HEPATHBHH MPOLIECH B MBbXKKHTE PENPOAYKTHBHY OPraH Ha Mnabxa.
[lopaan TOoBa C€ cUUTA, Ye ePeKTUTEe UMAT MATIKA WIH HAMAT KJIMHHYHA 3HAYHMOCT.

[lperabanuH He € reHOTOKCHYEH Bb3 OCHOBA Ha PE3Y/ATAaTH OT CEPHA OT in Vilro W in vivo Npoy4YBaHHA.
[lpn nabpxoBe U MULIKKH ca OUNH NPOBREACHH ABYTOAMILIHU NPOYYBAHUA ¢ nperabanyH 3a
KapuuHOreHHocT. [Ipu mibxoBe He ca HAONKOJaBaAHU TYMOPH Cned eKCno3HLKMK 20 24 NbTH no-
roJieMy OT CpeAHATa EKCITO3ULMA NIPH XOpa NPH MAKCHMATHATa Npenopb4BaHa KIIHHHYHA 1033 OT
600 mg/nen. I1pu MuukK He e Onna HabnloJaBaHa NOBULLEHA Y€CTOTA HA TYMOPHTE MPH €KCNO3HULHH,
noaoOHH Ha CpeHaTa eKCNO3KMUMA NPU XOpa, HO MPH NO-BUCOKH €KCNO3WLUHHK € Oua HabnwaaBaHa
MOBHULUEHA YECTOTA HA XEMAHTHOCApPKOM. HEréHOTOKCHYHHUAT MEXaHW3bM HA HHAYLUMPAHOTO OT
nperabanuH obpazyBaHe Ha TYMOPH MNpPH MHLIKH BKJIKOYBA NPOMEHH B TPOMOOLIUTHTE M
nponudepaursa Ha €HAOTENHHU KNeTKH. Takua TPOMOOLIMTHY TPOMEHH He ca OWIIM YCTAHOBEHH NPH
UTbXOBE WJIH MPH XOpa Bb3 OCHOBA HA KPATKOCPOUHHH H OrPAHHYEHH ABJIATOCPOYHH KIUHHAYHH JaHHH.
Jlurcear noka3aTtencTsa, NPeANoiaraly pucK Npy xopa.

[Ipy Mnaau nabXxoBe BUAOBETE TOKCHYHOCT HE C€ padinyaBaT Ka4ecTBEHO OT Te3H, HabloaasaHmn Npu
3IpEnd nabXxoee. MaaanTe nabxose, obaye, ca no-4yBcTBUTENHH. [1pH TepaneBTHYHH eKCNO3IMUNHK Cca
OWAN YCTAHOBEHH KNHHHYHH npoaBH oT LIHC kaTo XxHnepakTHBHOCT W CKbplUaHe ¢bC 3b0H H
H3BECTHH MPOMEHH B pacTexa (NpexoaHO NMOTHCKAaHE Ha HAARAaBAHETO Ha Terno). EQexTH Bbpxy
LIMKbJIA HA pa3roHBaHe ca OMK HadNoAaBaHU NPH EKCNO3HULUMA, HAAXBLPAALILA 5 MBTH Ta3H MPH XOpa.
PeayuunpaH OTroBOp KbM BHE3aNEH 3BYKOB CTHMYJT € HabntoaaBaH npyv MNaau nabxose 1-2 ceaMuuH
cnell eKCNO3UUNA NpHY >2 NbTH NO-roNgMa OT TEPANEBTHUHATA EKCNO3KLIMA NMPpU Xopa. JeseT ceAMHLIH
cnen eKcno3nuuus To3u edekT He ce Habmonaea.

6. OAPMAIIEBTHYHH JAHHH
6.1 CpnHCbLK HA IOMOLIHHTE BEUIECTBA

Kancymiocsovprcumo:

[1pexenaTHHU3IMPaHO UAPEBHYHO HULLIECTE
Tank (E553b)

Kancyana obeusxa:
23 mg mewpou kancyau
Turanos auoxkcug (E171)




XKenatuu
YepHo MacTH0 12 oTneuaTBane (wennak (E904), yeper xenesed okeua (E172), nponunenrauxkon

(E1520))

30 mg, 75 mg mevpou kancyiu

Turanos anokcua (E171)

KenatnH

Kenezen okena, xbaT{E172)

YepHo macThino 3a orneuaTteane (wennak (E904), yepen xkeneseH okcua (E172), nponnaeHravkon

(E1520))

150 mg mawvpou xancyau

Turanos gnokcua (E171)

Kenatun

KeneieH okcua, yepeed (E172)

Kenezen okcna, xbat (E172)

YepHo macThno 3a otneyarsane (wennak (E904), yepen xkenesex okcua (E172), nponunenrankon

(E1520))

300 mg mevpou xancy.1u
Twutanor auokcua (E171)
KenatuH

XeneseH okcua, Yepsed (E172)
Xeneszen okcua, kit (E172)
JKenesen okeua, weped (E172)
bano neyarapcko macTuno (wennak (E904), nponunernraunkon (E1520), kanues xuapokcua (E525),
TUTaHoB aHokcua (E171))

6.2 HecbBMecTHMoOCTH
Henpunoxumo

6.3 Cpok ua roanocr

3 rOAHHH

6.4 Cneunajany ycl0BHS HA ChLXPAHEHHE

Jla ce crxpanaera noa 30°C.
6.5 BuiaH chrAbpKAHHE HR OMAKOBKATA

Ilpacuona 25 mg, 50 mg u 300 mg mevpou xancyau:
bauctep (PVC/PVDC//AL): 14, 28, 30, 56, 60, 84, 90 unu 100 TBbpaK KancyJjix, B KyTHS.

IIpacuona 75 mg, 150 mg mevpou kancyau.
bauctep (PYC/PVDC//AL: 14, 28, 30, 56, 60, 84, 90, 98 uau 100 TBLpAH Kancyny, B KYTHA.

He BcHukK BHIOBE ONnakoBKH MoraT Aa ObJaT nycHaTH Ha nasapa.
6.6 ChnenHaHH NpeANa3HH MEPKH NPH HIXBLPJIdHe H paboTa

Hama cneyHa HU UIUCKBAHHA.

7. INPUTEXATEJ HA PAZPELHIEHHUETO 3A YIIOTPEBA




KRKA, d. d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP(A) HA PABPELIEHHETO 3A YIIOTPEBA

Per Ne: 20150158 — Ilparnona 25 mg
Per.Ne: 20150159 — Ilparnona 50 mg
Per.Ne: 20150160 — Ilparnona 75 mg
Per.Ne: 20150162 — I'lparnona 150 mg
Per.Ne: 20150165 — Ilparnona 300 mg

9. JATA HA ITbPBO PABPEIIABAHE/TIOJHOBABAHE HA PAZPELIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspewaBane: 25.05.2015
JlaTta Ha nocnenHo noaHosspane: 03.07.2020

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

15 Maprt 2024

[NToapobua uHdopMmaLMs 3a TO3M JIEKApCTBEH NMPOAYKT € NpeAocTaBeHa Ha yeOcaiita Ha U3nbaHuTenHa
Arenuma no Jlekapcrsara (MAJI) http://www.bda.bg.




