KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUWSA ITPOAYKT
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WSTTLJTHUTENHA ATEHUMSA M0 NEKAPCTBATA

Kpamxa xapaxmepucmuxa Ha npogyxma - | lpusoxeHue 1

[MpuHumno S0 mg TBBP/AM KancyJiu
[TpuHUMMno 75 mg TBLPAM Karcyiu iy
[MTpuHummno 150 mg Teepau kKancynu | AbMPee. Ne Ta.252. 07000 1.0 ‘C] (50

Principo 50 mg hard capsules | }\97'6'()"4, 18 -12- 2025

Erinciny ibimetiard panRaies” | 58 P A Rt e i ) B L e Y e S T TR e e
Principo 150 mg hard capsules

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika TBbpia Kancysa ebabpika 50 mg nperadanun (pregabalin).

[ lToMOLIIHO BELLECTBO C U3BECTHO JIEUCTBUE
Besika TBbpaa karicysia cbabprka 70 mg J1akTo3a MOHOXH/IpAT.

Besika TBBpa Kancysia chabpika 75 mg nperabanus (pregabalin).

[ ToMOILIIHO BELIECTBO C H3BECTHO JAICUCTBUE
Besika TBBbp/ia Karncyia cbabpika 8,25 mg s1akTo3a MOHOXH/IpAT.

Beska Teepaa kancynia ceabpka 150 mg nperabanun (pregabalin).

[ ToMOIIIHO BEIIECTBO C U3BECTHO JIEUCTBHE
Besika TBBpAa KarcyJa cbabpaka 16,5 mg nakroza MOHOXH/IpAT.

3a MbJIHKUSA CMUCHK HA MOMOIIHUTE BELIECTBA BUKTE TOUKa 6. 1.

3 JIJEKAPCTBEHA ®OPMA

I'Bbpaa karncyna

Kancynara or 50 mg e 6sna, pazmep 3 (npubnuzurento 16 mm) cbabpikaia O 10 nNouTy Os1 npax.
TsnoTo e MapkupaHo ¢ YepHa JIMHUS 110 LsiinaTta OOUKOoIIKa.

Karnicynara ot 75 mg e ¢ 0510 TA710 M OpaH)KeBO Kanaue, pazmep 4 (npubausurenHo 14 mm)
chabprkaiia 051 10 noutu Osu1 npax.

Kancynara ot 150 mg e Os1a, pasmep 2 (npubimsurtendo 18 mm) cbabpkaiia 05 10 nouTH Osi
rnpax.

4. KJIMHUYHU JJAHHUA

4.1 TepaneBTHYHH NOKA3ZAHUA

Heeponamua oonka |
[Toka3zan 3a neyenue Ha nepudepHa U LieHTpaiHa HeBponaTHa 0oJIKka rnpu Bb3pacTHH.

Enunencus
[Tokasan kaTo 100aBBYHO JIeUeHHE MPH BB3PACTHU C MAPLHAIHH IPUCTBITH ChC HIIH
reHepajin3aLus.

[enepanuzupano mpesoidcHo pazcmpoucmseo
[Toka3zaHn 3a jeyeHHue Ha reHepaju3upaHo TpeBOKHO pa3cTpoUcTBO (I I'P) npu BB3p
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4.2 I[ompoﬂxﬁ H HAYHH HA NPRJIOXKCHHE

Jo3uposka

Tozosuar auManazoH € ot 150 no 600 mg Ha aeH, pa3npeaeneHy B 1Ba WIH TPH MNPHEMa.

Hesponamna bonka

JleuenueTo ¢ nperabanuH Moxe aa 3anouxe ¢ 103a oT 150 mg Ha neH, pasneneHa Ha ABa WY TpH
nprema. B 3aBHCHMOCT OT HHAMBHAYAIHUA TEPANEBTHYEH OTTOBOP Ha NauHeHTa H TOHOCUMOCTTA,
A03aTa Moe Ja Obae yBenuuena Ao 300 mg Ha aeH cnen nepuoa ot 3 40 7 AWM, a NPpH HEOOXOAHMOCT
10 MakcHMasiHa go3a ot 600 mg aqHeBHO, clied AOMbHUTENECH 7-AHEBEH MEPHUON.

Enunencun

JleueHueTo ¢ nperadbanud Moxke Aa 3amouHe ¢ go3a ot 130 mg Ha aeH, pa3aeneHa Ha IBa WK TpH
npueMa. B 3aBUCUMOCT OT HHAWBUAYAJIHHSA TepPaneBTHUUEH OTTOBOP Ha MallWEHTa H MOHOCUMOCTTA,
no3zata moxe aa 6bae ysennyena go 300 mg Ha aex cnen 1 ceamuua. MakcuMannara go3a ot 600 mg
Ha JeH MOXE Ja Objae AOCTUrHaTa cnej oille eAHa AOMTbJAHHTENHA CEAMMLIA.

Ienepanuzupano mpesoxCcro paicmpoucmso
HozoeHaT aHana3ox € ot 150 go 600 mg Ha neH, paznpeaeneHy B ABa WM TPH NpHeMa.
HeoGxonuMMocTTa OT 1eueHne TpabBa Aa Obae NpeoUeHABaHa PEJOBHO.

JleyenveTto ¢ nperadaiuH MoxKe Aa 3anouHe ¢ Ao3a ot 150 mg Ha geH. B 3aBUCHMOCT OT
WHIWBUIYAIHHA TEpANeBTUYEH OTIOBOP Ha NALKMEHTA U MOHOCUMOCTTA, 03aTa MOXe Aa dbae
yeenrueHa a0 300 mg Ha neH cnen | ceamuua. Cnel eaHa JONBIAHUTENHA CEAMMLIA 103aTa MOXE Aa
obae yeenuudeHa Ao 450 mg Ha aeH. Makcumannara go3a ot 600 mg Ha gen Moxke aa Obae
JOCTHrHaTa CNel Ole €AHa OOMbJIHUTENHA CeaAMHULIA.

IIpexpamsasane na revenuemo ¢ npezabanu

B cboTBEeTCTBHE ¢ HACTOSLIATA KIIMHUYHA NMPAKTHKA, aKO JieHeHHeTo ¢ nperabanun Tpadsa na 6nae
[PEKPATEHO, CE MPENOPbUBA TORA Aa CTAHE IMOCTENEHHO B pAMKUTE HA MUHUMYM | ceamuua,
HE3ABUCHMO OT NMOKa3aHUeTO (BK. ToUkH 4.4 u 4.8).

bvbpeuno yepeorwcoane

[TperabanuH ce eMTUMUHMPA OT CUCTEMHATA LUPKYJIaLMA MIaBHO 4pe3 0bOpedHa eKCKpeuus B
HenpoMeHeH By, Tbi KaTo KIMPBHCET Ha nperabanuH € npaBonponopLUUOHAIEH HA KPEATUHHHOBUA
KJIUPBHC (BXK. TOUKA 5.2), HAMAIABAHETO HA 103aTa NPH NALKHEHTH ¢ HapyleHa 6u0peyuHa GyHkuus
Tps6Ba Aa 6bAe MHAUBHAYATU3IUPAHO B CHOTBETCTBHE C KPEATHHHHOBUA KIUPBHC (CLcr), kakTo e
nocodeHo B Tabnuua 1, kato ce npunara cieaHara GopMyna;

1.23 x [140 - BL3pacT ( mmmu)] x Terno (kg)

CLc{ml/mm) = (x 0.853a xenn)

cepyMeH KpeatHHHH (pLmol/l)

[IperabanuH ce oTcTpaHsABa e(heKTHBHO OT U1a3Mara upes xemoauanusa (50% ot nekapcTBoTO 3a

4 yaca). [Ipy nalHeHTH Ha XEMOAKANHW3a JHEBHATA 1034 nperabanuH Tpadsa aa Obie KOPUrHpaHa B
3aBHCUMOCT OT ObOpeuHaTa pyHkuHa. B nonbiHeHHe KbM JHEBHATA K032 HEMOCPEACTBEHO Clie
BcAxa 4-yacoBa XxeMoJHann3a Tpabea aa Obae naBaHa JonbiaHUTENHa no3a (Bx. Tabauua 1).

Tabauya 1. AnanrvpaHe Ha 103aTa Ha nperabanyH B 3aBUCUMOCT OT Ob0peuHara



KpeaTHHHHOB OO611a AHeBHA 1032 HA nperadaaHn* H030B pexum
KaapbHC (CLcr)
(ml/min)
HauanHa no3a Makcumanda ao3a
(mg/nex) (mg/nex)
> 60 150 600 N vnu T
> 30 - <60 735 300 JUTIT viom TT1I]
> 15-<30 25 -50 150 BeaHux OHEBHO WM
AI1/1
< 15 25 75 BeaHbX OJHEBHO
JlonmbnHMTENHA 103 HEMOCPEACTBEHO clied XeMOoaHaIH3a (mg)
25 100 EnsokpaTHa no3a’

TI1JX = Paznenenu B TpH npuema

JUII = Paznenenu B aBa rnpuema

* O6wara AHeBHa ao3a (mg/aeH) Tpadea ga ObAe pa3AcneHa, KakTo € YKa3aHO B KOJIOHKA "A030B
‘pexkuM”, 3a Ja ce nojyyar mg/aos3a

Hsama paspeinerue 3a ynorpeba 3a [NpuHumno 25 mg TBbpAM KancyJiy, Takasa JIEKapcTBEHa opMa
MOJKE J1a € HAJIN4YHA NPy NeKapCTBEH NPOAYKT [peradbanuHd Ha Npyr NPOU3BOIUTET

* JIONBIHWTENHATA 1034 € eHOKPaTHA

Yeproopobro yepeosoane
He € HeoOX0AMMO KOPHUTHPAHE Ha A03aTa NPH NALHEHTH ¢ YHEPHOAPOOHO yBpexaaHe (Bx. TOUKa J.2).

Ieduampuuna nonyrayus *
bezonacHocTTa M €pHKAacHOCTTA HA nperabaiyH npu aeua noa 12-roguiHa Bb3pacT U Npy FHOLUW
(12-17-roauilHa Bb3pacT) He ca ycTaHoBeHW. HanMYHUTE KEM MOMEHTA AaHHH Ca ONHCAHH B TOYKH

4.8, 5.1 n 5.2, HO He MOXeE Ja ce JaaaT NpenopbKH 3a A03WPOBKaTa.

Cmapuecka 8s3pacm
[Tpy nauMeHTH B CTapyecKa BL3pacT MOXKE 11a c€ HAJIOXKK HaMaIsBaHE Ha 103aTa Ha nperadanuH

nopaau HamareHa ObOpeuHa PyHKUNA (BXK. TOUKa 5.2).

Ha4yHH Ha OpUIOKEHHE

[TpuHUKNIO MOXe Oa ce NpUeMa Che HITH De3 XpaHa.
[Ipsuaumno € caMo 3a NepopanHoO NMPUNOKEHHE.

4.3 IIpornBOonNOKa3zaHHA

CBpBXUYBCTBHTEIHPCT KbM aKTHBHOTO BELLUECTBO UIIH KbM HAKOE OT NOMOLLHHTE BELLECTBA,
H30poeHH B Touka 6.1.

4.4 ChnenHaJHH OpPeAYNPEXKIACHHN U NpeANa3HH MepKH IpH ynorpeda

[TanmeHTH ¢ gUadeT
B choTBeTCTBHE € HacTOALLATA KIMHHYHA NPAKTHKA NPK HAKOW NAaLKEHTH ¢ aMadeT, KOUTO HaaaBaT

Ha TErJIo NpH Ac4eHHe ¢ nperabainH, € HeoOXOAUMO KOPHUrHpaHe Ha 103aTa Ha aHTUAHaOETHUTE
NeKapCTBEHH MPOAYKTH.

Peakunu Ha CBPbXYYBCTBHUTEIHOCT
OT NOCTMapKETHHIOBHSA ONTHT UMA ¢bOOLIEHHKA 3a PGaKUHH HA CBPBXHYBCTBUTENHOCT, BKJIIO
CITy4aM Ha aHrHoeaeM. AKO Bb3HHKHAT CHMIITOMH Ha aHTHOEAEM, KaTo NoyBaHe Ha Ji
yCTaTa AW Ha TOPHUTE AUXATEHH MbTULLA, Nperadanvu TpsdBa aa ce cripe He3abas

Texcku kokHU HEXxenaHu peakuviu ( TKHP)
BB BpBb3Ka ¢ JIeueHUETO ¢ nperabaiuH paako ce cbodlaBa 3a TEXKM KOXKHHU HEXe

4




(TKHP), skmountenHo cuHapoM Ha Stevens-Johnson (SJS) U TokcuyHa enuaepManHa HEKPOJIU3a
(TEH), konto MoraT Ja ObAaT dKMBOTO3aCTpallaBallld WK ¢ jgetaieH uixol. [1o speme Ha
npeanUceBaHeTo Ha nperabaiuH, nauneHTuTe TpAdBa Aa ObaaT HHPOPMHpPaHH 3a NPpU3HALIUTE
CUMNTOMUTE U Aa ObJaT HaONIOAaBAHHM C MMOBHIUICHO BHUMAHHE 33 KOXHH pEAKLHU. AKO C€ NoABSAT
NPH3HALH W CUMITTOMM, MOACKA3BaLUM 3a TE3H peakUH, NIPHEMBT Ha nperabanvn Tp2bBa HezabaBHO
Ja ce CNpe H Aa ce 0OMUCIIM NpUAaraHeTo Ha Apyro (Moaxoasiito) teHeHHUe.

3amaiiBaHe, CbHAUBOCT, 3aryda Ha ch3HaHWe, 0ObpKBAHE U YMCTBEHO YBpEKAaHE
Jleuenuerto ¢ nperabanuH € OMN0 CBBP3aHO CbC 3aMaiiBaHEe W CHHIMBOCT, KOWTO OUXa MOrTM Aa

yBEJAHYAT Y4ECTOTaTa Ha ciy4aiiHo HapaHsBaHe (nafaHe) MpH NalMeHTH B CTap4yecKa Bb3pacT. MiMa u
' TOCTMapKETHHIOBH CBHOOILEHHS 3a 3aryba Ha Cb3HaHHE, O0bPKBAHE U YMCTBEHO YBpeXKIaHe.
CnepgosarenHo, nauMeHTHTe TpsaOBa ga OBAAT NOCHBETBAHM Ja MOAXO0XKIAAT € MOBHILIEHO BHHMAaHHE,
AOKATO HE CE 3aro3HasT ¢ NOTEHLUANHUTE €PEKTH Ha JIeKAPCTBEHUSA NMPOOYKT.

EdekTH, CBbpP3aHU ChC 3PEHUETO

[Ipy KOHTPONHUpPAHH HU3NUTBAHKUS, MO-rOAIMA YACT OT NALHEHTHUTE, JIEKYBaHM ¢ nperabanuH, ca
ChOOLIMIIH 32 3aMBIJIEHO 3PEHUE, B CPABHEHHE ¢ MALMEHTHTE, NPH KOWTO € MPHIOKEHO Mianedo, Kkato
TO3H (heKT € OT3BYUAI B MOBEYETO CIYHaU NPpH NPOABIKHTENHO NpHnaraHe. I1py KinHuuHUTE
MpoyuBaHHs, KbAETO Ca NPOBEeACHH O(TAIMOJIONHYHM H3CIEABAHUA, YECTOTATA HA HAMANABAHE Ha
3PUTENHATA OCTPOTA ¥ NPOMEHH B 3PUTENHOTO NOJIE € MO-TOJAMA MPH NALMEHTHTE, JIEKYBaHH C
nperabajiiH, OTKONIKOTO MPH NALHEHTUTE, MPH KOUTO € TIPHIIOKEHO Mnailebo; YecToTaTa Ha
(GYHIOCKOMNCKHTE NPOMEHRH € MO-ToNAMa [TPH MALIHEHTHUTE, MPH KOUTO € NPUIoKEHO miauedo (B,
TOYKA 3.1)

Ot NOCTMapKETUHIOBUSA ONMUT CbLIO C€ CHOOILABAT HEXKENAHH PEAKLHH NO OTHOLUEHHE Ha 3PEHHETO,
BKJIIOYMTESTHO 3ary6a Ha 3peHHe, 3aMbl/ISBaHe Ha 3DEHHETO WK APYIH [IPOMEHH B 3pHTE/NHATA
OCTPOTa, MHOTO OT KOMTO ca 6unu npexoaHy. CnvpaneTo Ha nperadajiuH MoXe Aa JoBeae 10
OT3BYyuYaBaHe WM NoAoOpABaHE HA TE3H 3PUTEITHH CUMITTOMM.

bu6peuHa HeAQCTATHYHOCT
Cbo01aBar ce cny4van Ha ObOpedyHa HEAOCTATLYHOCT, KATO fIPH HAKOU CllyHaHu NMPEKPATABAHETO Ha

nperaﬁaﬂ HH NMoKaisa OﬁpaTHMOCT Ha Ta3H HOXKCIIaHa JICKAPCTBCHA pCaKLMA.

Cnoupane npyeMa Ha ChbIbTCTBAULM AHTHESHWIENTHYHH JIEKAPCTBEHHW NMPOAYKTH

Hsama poctarb4yHO JaHHH 33 CMIMPAHETO HA NMpYeMa Ha ChbITbTCTBAILM aHTHENHWIIENTHYHH JIEKAPCTBEHH
NPOAYKTH CJie/l TOCTHIaHe Ha KOHTPOJ HA NPUCTBIIMTE C Nperadanuy Kato nobaBbyHa Tepanisd, 3a A4
ce NpeMyuHe Ha MOHOTEpanusa ¢ nperabanus.

3acToiHa chpAcyHa HEAOCTATLYHOCT

Hannu#u ca noCTMApPKETHHIOBH CHOOLLEHHU 3a 3aCTOHHA CHPASUYHA HEAOCTATBLYHOCT NPH HAKOH
NnauHeHTH, Noay4asaliun nperadbanuH. Tesn peakumnu ce HabMOaaBaT NPEAVUMHO NPYW NALHUEHTH B
CTapyecKa Bb3pacT CbC ChPACUHO-CHA0BH YBPEXAAHHS, 10 BPEME Ha JIEUEHHE HAa HEBPOTIATHS C
nperabanuH. [Iperabanun TpadBa Aa ce U3non3ea ¢ BHUMAHHKE NIPH TE3X NaUUeHTH. [IpeycTaHoBaBaHe-
TO Ha MpHeMa Ha nmperadanuH MOXKE Ja 10BEAE N0 OT3ByYaBaHE Ha peakLMATa.

JleueHHe Ha LieHTpaJHA HeBponaTHa 00nKa B pe3yNTar Ha rprOHaYHOMO3bYHA TPaBMa

[1pu neyeHreTo Ha LIEHTPaAIHA HeBponaTHa 60JKka B pe3yTaT Ha rpbOHA4YHOMO3bHHA TpaBMa € buna
yBeJIMYEHa YECTOTATA HAa HEXKEJTAHHUTE PEaKLIMK KaTo LAN0, HEXKENAHUTE PEaKItMH OT CTpaHa Ha
[IEHTPAJIHATA HEPBHA CHCTEMA W ocobeHo chHanBocTTa. ToBa MOXe J1a ce OTAaNE Ha AIUTHUBEH e(EKT,
IBLIXKALL CE HA CBLITBTCTBAIIMTE JIEKAPCTBEHH NPOAYKTH (HaNp. aHTUCMACTUYHH AreHTH), [pUNaraHy 3a
Teparnus Ha TOBa ChCTOAHWE. ToRa TpAOBRa Ja ce UMa NpeaBUA, KOraTo nNperadanuH ce Npearnucea 3a
TOBA ChCTOAHHUE, '

[loTdckaHe Ha AMUIAHETO |
[onyuenu ca cbobIEHUA 3a TEXKKO NMOTHCKAHE HA JHIIAHETO BBB BPB3Ka C YNOTpE




cTapyecKa BB3pacT MOXE [a ¢a U3N0XKEHM Ha [10-BHCOK PUCK OT MOJYyYaBaHE Ha Ta3H TEKKa HEXKEIaHa
peakims. MoKe Aa ca HEOOXOAWME KOPEKLIMNA Ha [03aTa NPH Te3H NauHeHTH (BXK. Touka 4.2).

Cynumana uaeauns 4 nopeacHue

[Ipy nauueHTy, JIEKYBAHU C aHTHENWIEMTUUHY JICKApPCTBA MO pa3sNIHYHU NOKa3aHuU4, ca chobuiaBaHH
CYHMLMHA UIealMs ¥ NoBeAcHUue. Mera-aHanu3 Ha paHIOMU3NPaHH, r1aledo- KOHTPONUPaHU
NPOYUBAHHA HA AHTHEMMUIENTHYHH JIEKAPCTBA CHUIO [T0KA3BA MATK, HO MOBULUEH PUCK OT CYHLMIHA
WaeaLMa U noseaeHre. MexaHU3MbBT Ha TO3H pHCK € HeuasecTeH. Habmonasann ca cnyvyaun Ha
CYULIHIHA WaeaLuus U NoBeieHue Npy NauKeHTH, NEeKyBaHH C nperadajinH, B MOCTMAPKETHHIOBUS
OnuT (Bxk. Touka 4.8). Au3aliHbT HA eMHaeMUON0rHYHO MPOYUBAHE ¢ U3MON3BaHE HA CAMOKOHTPOIA
{cpaBHABALLO MIEPHOAH HA JIeYEHUE C NEpUOIH O3 IeYeHUEe NPH OTACTHUA NALUKMEHT) NOoKa3Ba JaHHH
3a [MOBHILIEH PYMCK OT HOBA NOSBAa HA CYWLIKAHO MOBEACHUE U CMBPT B PE3YATAT HA CaMOyOHICTBO MpH
NalMeHTH, JeKyBaH! ¢ nperabanuH.

[MTauneHTHTE (M THLATA, KOUTO C€ rpHKaT 3a TAX) TpaOera aa 6baaT NOCHLBETBAHM A4 NOTBPCAT
MEAULMHCKH CHBET MPU MOABA HA NPU3HALM Ha CYHUMOHA HOSAUMS HAK noseacHue. [laureHTrTe
TpabBa aa ObAaT NPOCHEAsSBAHH 32 MPU3HALM Ha CYMUHAHA HAeaUMs KW NoBeAeHHUE W TpaOBa na ce
NpeArpHeME CLOTBETHO Nevenune. Tpadea ga ce OOMUCAH NpekpaTIBaHE Ha JICYEHUETO ¢ nperabanuH
B CNyYai HaA CYHLIMIHA UACALMA U NMOBEJCHUE.

Hamanena @yHKUHUA HA JOTHUS TACTPOMHTECTHHANIEH TPAKT

HMmMa nocTMapkeTUHIOBH CboOUIEHHA 38 CHOUTHA, CRBbP3IAHU ¢ HaMaleHa QYHKUUA Ha JOHUA
raCTPOHHTECTHHANIEH TPAKT (Hanp. HENPOXOAUWMOCT Ha YEpBaTa, MapajluTHUYEH HIICYC, 3aMeK), KOraTo
nperabaivH € NpyeMaH 3ae/1HO ¢ JIEKapCTBa, KOUTO MOXKE Aa NPEAM3BUKAT KOHCTUNALIUA — HAMPUMEP
onuouaHH adanretuuu. Korato nperabanud n onyouam e ce H3noa3eat B KoMOMHauua, TpabBa aa
ce B3EMAaT MIPEBH/ MEPKH 3a NPeAOTBPATABAHE HA KOHCTHNAUMATA (0cOOEHO NpY XKEHHU U TTALIUEHTH B
cTapyecka Bb3pacT).

CsnbreTBallla ynorpeba ¢ onvonan

[TpenopbuBa ce NOBUIICHO BHHMAHWE NPH NpeANUcBaHe Ha nperabaivH CbIbTCTBALLO € OMHOUIH
nopaau puck ot notuckane Ha L[HC (Bx. Touxa 4.5). B npoyusane ,.ciryuali-koHTpona® npu nuua,
npyHeMalld ONHOUAH, NMPH NAUUEHTUTE ChC CHITETCTBALL [IPUEM Ha nperadaivd U ONMUOHIH CE
HaOmonaBa NOBHUILIEH PUCK OT CMLPT, CBbp3aHa ¢ ynotpebara Ha ONMHOUAH, B CPABHEHUE CBC
CaMOCTOATENHATA ynoTpebda Ha ONMHOKAM ( KOPHTHPaHO CHLOTHOLEHHE Ha WaHcoseTe [aOR], 1,68
[95% CI, 1,19-2,36]). To3u noeuriueH pUcK ce Hadnwoaapa Npy HUCKH ao3n nperadbanuy (< 300 mg,

aOR 1,52 [95% CI1, 1,04-2,22]) ¥ e HamULIE TEHAEHLIUA 3a MO-BUCOK PUCK NPU NO-BHCOKH 03U
nperabdanuy (> 300 mg, aOR 2,51 [95% CI 1,24-5,06]).

HenpaBunHa yniorpeba, noreHuman 3a 3noynorpeba uinu 3aBUcCUMOCT

[IperabaniH Moxxe Aa npean3BUKa JIEKAPCTBEHA 3aBUCUMOCT, KOSTO MOX€E J1a Bb3HHKHE NpH
TepaileBTU4HU 1034, CbolllaBaHy ca cnyyaud Ha 3a0ynorpeda u HenpasuinHa ynorpeda. IlauuenTu ¢
aHaMHe3a 3a 3J1oynorpeda ¢ RelecTBa MOXKE [1a €a ¢ NO-BUCOK PUCK OT HenpaBHIHa ynotpeda,
3noynoTpeda H 3aBUCUMOCT OT nperadanuH U € HeoOX0AMMO MOBULLEHO BHUMAaHUE MpH ynotpebarta
Ha nperabandH npy Takuba nauvedTd. [Ipeau npeanuceade Ha niperabaivH TpadOBRa Aa c€ OLUCHH
BHUMATENMHO PUCKDBT OT HenpasuiiHa yrotpeba, 3noynotpeda unu 3aBUCHMOCT 3a KOHKPETHUA
MaLHEHT.

[launeHTHTE, NEKYBAHU ¢ nperabanuH, TpAORa aa 6bvaar HabmogaBaHM 3a CHMIOTOMH Ha HENpaBUJIHA
ynotpeba, 3noynorpeba unM 3aBUCUMOCT OT nperabaivuH KaTo pa3BUBAaHE HA TONEPAHTHOCT,
HeoOXOAMMOCT OT NMOBHULIABAHE HA J103aTa, MOBEACHUE HA HACOUCHO THPCEHE HA JIEKAPCTBOTO.

CHUMNTOMM HAa OTHEMAHE
HabGnarogasaHy ca CHMIITOMH Ha OTHEMAHE NMPH HAKOW NALKEHTH CJIeA CIIMPaHe Ha Kp

ABArOCPOYHO NeueHHe ¢ nperabanvi. CHobiapaHu ca clieAHATE CUMITOMHM: De3Ch
rajeHe, TPeBOXXHOCT, AWapHs, FPUNONOA0GEH CHHIPOM, HEPBHOCT, AENPECHS, DOJK;
XHMEePXuApo3a U 3amaiiBaHe. [TogBaTa Ha CHMNTOMU Ha OTHEMaHe ciell npekpaTaBdk
nmperabannH MOXKE Aa € MOKa3aTe/lHa 3a IEKapCTBEHA 3aBUCHMOCT (BXK. TouKa 4.8),




rpabBa Aa 6vaat vHGOPMHUpPaHH 3a TOBA NPU 3aMO4BaHE Ha JICYEHHUETO. AKO JIEYEHHETO ¢ niperabanuH
TpAbBa Aa ObAe MpekpaTeHo, NPENopbYBA CE€ TOBA 1@ CTaHE MOCTENEHHO B PAMKHTE Hai-MafKO Ha
1 cenmua, HE3ABUCHMO OT MOKa3aHUETO (BxK. Touka 4.2).

KOHByﬂCHH, BKJIKOYHTCIIHO €NMHJICTNITHYEH CTATYC H I'CHEpaIH3HpPaHH TOHHHHO-KJIOHHYHH I'b pYOBC,
MOKE 4 HACTHIIAT [10 BpCMC Hd YHOTPESHTH Ha ﬂpBFﬂGﬂJ’lHH HIIH CKOPO CJI€A HCIOBOTO HPCKPATABAHC,

H&HHHT@ 3a NpeKpaTaABaHE HA ABJAIOCPOHHOTO JICHEHHE C nperaﬁanHH [ICKA3BAT, HC HCCTOTaTa H
TexKecTTa Ha CUHMIITOMHUTE Ha OTHEMAHE MOXKE Aa ¢a A0303aBUCHMH.

Exuedanonarus
C0o0LIaBaHH ca CIy4aH Ha eHledanonaTis, IPeAXMHO NMPH MAUMEHTH ¢ NOJUISKAaLM 3a00NIBaHus,
KOMTO MOraT Ja YCKOPAT pa3BUTHETO Ha eHLedanonaTus.

Xenu ¢ serepoaeH noreHuman/Konrpauenuus

Ynorpebara Ha nperabanuH npe3 MbpRHA TPUMECTbP HA OPEMEHHOCTTAa MOXE Aa MPEAH3BUKa FONEMH
BpOJIeHH aHOMauK Ha foaa. [lperabanux He TpaOBa Aa ce u3nossa No BpeMe Ha OPpEMEHHOCT,
OCBEH 4KO M0/13aTa 3a MailkaTa HeCbMHEHO NPEBKILIARA NMOTEHUHAIHHUSA pycK 3a deryca. XKeHure ¢
AE€TEepOAEH MOTEHLMAN TPAOBA Aa H3MON3BaT e(PEKTHBHA KOHTPALICNLHUS MO BPEME Ha JIEYEHHETO

(BX. TOuka 4.6).

HenoHOCHMOCT KbM J1aKT03a

To3u nekapcTBeH NPOAYKT ChABPKa nakto3a. [laluyeHTu ¢ peaky HacneacTBEHH NpodieMH Ha
rAIaKTO3HA HEMNOHOCHMOCT, TBbJIEH JIaKTaseH ASPULIMT HIIH MIIOKO30-TanakTo3Ha ManadbcopOuus, He
TpaOBa na NpyMeMart TOBa JIEKapCTBO.

4.5 BsauMoaeHcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrA ¢opMH HA B3aHMOACHCTBHE

Twii kaTo nperabanyiH ce ekckpeTypa MpeJUMHO B HENPOMEHEH BMA B YPHHATA, META00IH3HpAa CE
npeHedpexumo Manko npH xopa (< 2 % ot nosara ce Bb3CTaHOBSABA B YpHHaTa noj ¢opmata Ha
MeTaboIHTH), He HHXHOUpa NeKapcTBEHUS METaDOIU3BM 71 Vilro U He ce CBBLP3Ba C MJIa3MEHHTE
DENTHLM, MAJIKO BEPOSATHO € TOM [a Npequ3BUKBa WK 1a € 00EKT Ha PapMaKOKUHETUYHN
B3aUMOEHCTBHUA.

In vivo npoy4BaHHS M NIONYNaLnoHeH (DAPMAKOKHHETHYEH AHATH3

CbOTBETHO, B in vivo NpoyuBaHHs He ca HabIoAaBaHH KIMHHUYHO 3HaYUMH (HapMaKOKHHETUYHH
B3aMMO/IeiCTBUA MEX Iy nperabaiind U GeHUTONH, KapbaMasenuH, Bajlnpoera KUCEInHa,
JIAMOTPHTHH, rabaneHTHH, Topa3enaM, OCKMKOIOH MK eTaHon. Ilonynaumnonen papmMaKoKHMHETHYEH
aHAIK3 NOKA3Ba, e NepopaHUTE aHTHANA0ETHU CPEACTBa, AUYPETULMTE, HHCYIMH, deHobapOuTan,
TUarabuH ¥ TOMUPAMAT HAMAT KJIKHUYHO 3HAYMM €QEKT BbPXY KJIUPbHCA Ha nperadanuH.

[lepopaliHy KOHTpaleNTHBHH CPEACTBA, HOPETUCTEPOH H/HJIH €THHHII €CTPAAHOI
EnHOBpeMEHHOTO NMpUAOKEHHe HAa nperabanuH ¢ NepopaiHHTe KOHTPAUENTUBHHY CPeACTBa
HOPETUCTEPOH U/ MU ETHHHI €CTPAAHON HE NOBNHABA (AapMaKOKMHETHKATA [IPH CTALIHOHAPHO
CBLCTOAHHE HA HUTO €AHO OT TE€3H BELLECTBA.

JlekapcTBeHH IPOAYKTH, MOBIUABALIW LEHTPANHATA HEPBHA CHCTEMA
[Tperabanuux Moxe Ja 3acHin eQEKTHTE HA €TaHON U JIopa3enam.

OT NnocTMApKETHHIOBHA ONMUT UMa cbOOIIEHHA 332 ANXATeNHA HEJOCTAaTbYHOCT, KOMA U CMBPTHH
Cy4Yay NpH NauMeHTH, NpHeMalluy nperabanvH W ONHOUIH W/HUNK APYFH JIEKAPCTBEHHU NPQAYE
notuckaliy ueHTpansara HepeHa cucrema (LIHC). lperabanun BeposaTHo uma anupsetiq ik
BbPXY HApYLICHUATA HA MO3HABATEIHATA U JBUMATETHATA (PYHKUMSA, MPHYHHEHH QF Qi

B3auMOJeHCTBUA U NAUUEHTH B CTapYeCcKa BL3pact




He ca npoBexxnaHu cneuudHyIHK NpoyuBaHus 3a papMakoAMHAMUYHH B3aUMO/IEHCTBUA MpH
nobposonLy B crapuecka Bb3pact. [IpoyuBaHHs 3a B3aMMOICHCTBUATA Ca NIPOBEACHH CamMo NpH

BBH3PACTHH.

4.6 @eprranTeT, OPEMEHHOCT H KbpMERE

Kenu ¢ pereposed noreHuman/Kourpauermnuus |
Xenu c aeTepoaeH noTeHLUMan TpabBa Ja N3Non3BaT ePeKTHBHA KOHTPALEMUUS MO BPEME Ha

neyeHueTo (BK. Touka 4.4).

bpeMeHHOCT
[TpoyyBaHHATa NPH XKHBOTHH NOKA3BAT PENpoAYKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).

YcTaHoBeHO e, ue nperadajiuH NpeMHHaBa Npes MiaLeHTaTa Npy MIbXoBe (BXK. To4Ka 5.2). BB3IMOXKHO
€ nperabanayH Aa NpeMHHE Npe3 MaUeHTaTa MpH Xopa.

[onemu BpoaeHH MalQoOpMaUMH

JlaHHHUTE OT CKaHAWHABCKO 0OcepBaLMOHHO MPoy4YBaHe npy noseue ot 2 700 OpeMeHHOCTH ©
@KCMO3HIMA Ha nperabaivH Npe3 MbPBHUA TPUMECTbP MMOKA3BAT MTO-BHCOKA YECTOTA Ha rOJIEMH
BpojeHH Mandopmauuu (FBM) B neanarpuunara nomyaauus (;KHBO- UITH MBPTBOPOAEHH) C
eKCro3uLMs Ha nperabalvH B cpaBHeHHe C nomynauuara 6e3 ekcnosuuus (5,9% cnpamo 4,1%).

PucksT or 'BM B neguaTpuyHaTa nomynauusa ¢ €KCNO3HLUNUA Ha nperabanuH npes rbpBUA TPUMECTBP
€ MaJIKO MO-BUCOK B CPaBHEHHE C NOMynaLusTa 0e3 eKCcno3mums (KOpurupaHo CbOTHOLIEHHE Ha
yecToTa H 95% nosepurenen nnrepsain: 1,14 (0,96 — 1,35)), kakTo U B cpaBHEHHE C MOMYJIALHATA C
eKcno3nnua Ha namMoTpukui (1,29 (1,01 — 1,65)) unun Ha aynokceTuH (1,39 (1,07 - 1,82)).

AHANK3UTE NO OTHOLIEHHE HA KOHKPETHU MaIpOpMaLIMHM NMOKA3BAT NO-BUCOK PUCK OT ManpopMaLiuy
Ha HEPBHATA CUCTEMA, OKOTO, 00pa3yBaHe Ha opodauHaiHy UEMHATHHH, MANI(POPMALIUK HA THKOYHUTE
NBTUILA H FEHUTAAUUTE, HO OPOAT € MATHK H U3HHCIEHUATA HETOUHY,

[Iperabanun He TpsadBa na 6bje H3MONI3BAH MO BpeME Ha OPEMEHHOCT, OCBEH B CITy4aH Ha
KaTeropu4Ha HeoOX0AMMOCT (aKO MOI3aTta 3a MaHKaTa KaTErOpHUYHO HAAXBHP/IA NOTEHUHANHHA PHCK

3a QeTyca).

KbpMeHe
[peraGanuH ce ekckpeTupa B KbpMara (B, Touka 5.2). EdexTsT Ha nperabanutx npu

HOBOpPOAEHH/KbpMaUeTa He € U3BeCTeH. Tpabea Aa ce B3eme peuleHHe, JalH 1a ¢ NIPEYCTaHOBH
KbpPMEHETO WM 114 Ce NPEeYCTAHOBU TepanuaTa ¢ nperabainH, KaTo ce B3eMaT NpeaB1a noasara oT
KbPMEHETO 33 JICTETO M MOI3aTa OT TEPANMUATA 32 KeHaTa.

depTunurer .
Hsama k1uHHYHH JaHHM 3a edeKTUTe Ha nperabanuH BbpXY JKEHCKHUA (PEPTHAMUTET.,

B knuHUYHY npoyuBaHMs 3a OlieHKa edekTa Ha nperabanvy BbpXY NOABHXHOCTTA Ha
CNIEpMaTO30H/IHTE, 3APABH JIWLA OT MBIKKH M0JT ca €KCTIIOHHPAaHU Ha nperabannd npy ao3a ot 600 mg
nHesHo. Cnea 3 Mecela Jle4eHHE He € MMao €(PEKTH BBPXY NMOABHKHOCTTA Ha CIIEPMATO30HIUTE.

[TpoyusaHe 3a QEepTIUIMTET MPH )KEHCKH MIIbXOBE NOKA3BA HEXKENAHH ePEKTH BbPXY
penipoaykTUBHoCTTa. [IpoyuBaHus 3a PepTUIMTET IPH MBXKKH TUTBXOBE (10KA3BAT HEKEJIaHH edeKTH
RbPXY PEMPOAYKTUBHOCTTA H pa3BUTHETO. KTHHHUHATA 3HAYUMOCT Ha T€3H HAXOAKH € HEH3BECTHA

(BX. TOUKA J.3).

4.7 EdexTn BLpxy cinocobHOCTTA 32 MoPHpPaHe H padoTa ¢ MALIHHHA

[IperabanuH Moke a MOB/IHAE B JIeKa 0 yMepeHa CTeNeH. cnocobHoCTTa 3a LodHp
maliiiHH. [Iperabanui Moxke na MpUHKUHKY 3aMAAHOCT M ChHJIUBOCT U CIIEAOBATENIHO




criocobHocTTa 32 WodupaHe uny pabora ¢ ManiMHK. Ha naupeHTuTe ce npenopbysa ga He modrpar,
1a He paboTAT CbC CNOXKHHU MALLMHK WY 4 y4acTBaT B APYTrH MOTEHLHANHO PHCKOBH J€HHOCTH,
AOKaTo ce paszdepe AaM TO3M JIEKAPCTBEH MPOLYKT 3acAra TAXHATa CIIOCOOHOCT Aa W3BLPLIBAT TE3U

NEHHOCTH.
4.8 Hexenanu ieKapcTBEeHH PeaKIHH

KinnnuuHaTta nporpama Ha nperadbajiuH BmouBa Haj 8 900 nauMeHTH, eKCITOHUPAHH Ha nperadanuH,
Hag 5 600 OT KOUTO ca B3eJIM yyacTHe B iBOHHOCAeNH u1aueHo-KOHTPOIMpaHH MpoyusaHusa. Haii-
yecTO ChOOIIABAHUTE HEXKENTaHH peaKLMy ca OWIH 3aMasgHOCT M CbHIHMBOCT. HexkenaHuTe peakuuu
0OMKHOBEHO ca OMIM Nekn 00 YMEPEHH MO cuna. YecToTaTa Ha NPEeKbCBAHE HA JEYEHHUETO NOpaIH
HeXKeNaHH peaKiiMM 3a BCUUKH KOHTPONMPaHU NpoyyYBaHus € buna 12% npu nauueHTH, noay4yasalliy
nperabanuy, v 5% npu nauueHTH, Noayvasally nnauedo. Hal-yecture HexxenaHW peakuMu, N1OBESH
10 NPEeKbCBaHE Ha JIeYeHHUEeTO, B FPYNH, JIEKYBaHH ¢ nperadainH, ca OMIIH 3aMasHOCT W ChHIIMBOCT.

B Tabnuua 2 no-a0ay, BCHYKH HEXENAHH JIEKAPCTBEHHM PEAKLIMU, KOUTO €a HACTBIUIIU € YECTOTA, Mo-
ronsMa ot ruianedo ¥ NPH NoBeye OT €HH NALUMEHT, ca H30POEHH MO KNAacoOBE H YeCTOTA (MHOIO YECTH
(> 1/10); uectu (> 1/100 no < 1/10); Heuectu (= 1/1 000 no < 1/100); peaxu (= 1/10 000 no

< 1/1 000); muoro peaxu (< 1/10 000), ¢ Hen3BecTHa YecToTa (OT HAJIMUHUTE JaHHH HE MOXKE J1a Objae
HampaBeHa oLeHKa). Bbs BCAKO rpynHpaHe No 4eCToTa HEXKENaHHUTE ePEKTH ca NpeicTaBeHd B
HU3XOAALL pej MO OTHOLLUEHUE CEPHO3HOCTTA.

HU36poeHHTe HEXENaHU peakUHKH Morat Aa 6baaT cBbp3aHH H ¢ NOLIEKAWOTO 3aD0NaBaHe H/HITH
CBITHTCTBALIM NEKAPCTBEHH MTPOAYKTH.

ITpu neueHHeTO HA LIEHTPATIHA HeBponaTHa OoJika B pe3yaTaT Ha rppOHaYHOMO31b4YHA TpaBMa € Ouna
YBEMYEHA YECTOTATA HA HEXKEJTAHUTE PeaKUMH KaTO UAI0, HEXKEJIAaHHTE peakuuH ot crpada Ha LIHC u

0co0eHO CHHAMBOCTTA (BXK. TOUKaE 4.4).

JIONBbAHUTENHATE PEAKLIMK, ChOOLIEHH OT NOCTMAPKETUHIOBMA ONUT, Ca MapKUpaHH B [talic B
CMUCHLKA MO-100Y.

Ta6auna 2. Hexke/1aHH JIEKAPCTBREHH PEAKIIHH, NIPEAH3BHKAHH OT Nperadajun

CHcTeMO-0praseH Kiac Hexe/IaHH 1EKAPCTBEHH PEAKNHH
Hudexuun B vudecranuu
Yectn HazodapHuHrur
Hapymenns Ha KPbBTa H
JumM@pHaATa CHCTEMA
HeuecTH HeyTporneHus
Hapymwiennss Ha HMYHHATA
CHCTEMA
HeuecTH Cepvxuyscmsumennocm
Penxu | Anzuoedem, arepeudna peakyus
Hapyiienus na merabonuima
XPaHEHETO
Yecetn 3acH/IBaHe Ha arervTa
HeuectH AHOpPEKCHA, XUMTOTTUKEMUA
IICHXHYHH HAPYHICHHA
YecTn EydopHuHO HacTpoeHHKe, 0OOBPKAHOCT, pa3apasHyde

HeuecTtH XaTouuMHaUuug, naHuyecka ataka, 0e3nokoig
Aenpecus, NOTHCHATO HACTPOEHHE, MPUTIOB]
HACTPOEHHE, a2pectsi, MPOMEHHU B HACTPOEHAX




Peaku

C Heu3BecCTHA 4ecToTa

ACNEPCOHATH3AUNA, TPYIHO HAMHWHPAHE HA AYMH,
MnaToJIOr'H4HHU CbHHLIA, TIOBHEHCHO J]HﬁHII,O, AHOpra3mMus,
anaTtHuAg

HﬁBT:Bﬂ’hp}HaHUCT, CYHLIHAHO INMOBCACHHC, CYHLIMJHA HACALUHUA

J exapcmeend saeucumocm

Hapymenns Ha HepBHaTAa

CHCTEMA
Muoro yecrHu

YecTH

Heyectn

Peaku

3aMasiHOCT, CHHJMBOCT, rnaBoboue

ATaKCHA, HapyLIEHA KOOPAWHALIMA, TPEMOP, OH3APTPHS,
aMHE3Hs, HapYLIEHHS Ha NaMeTTa, HapYLLEHUA Ha
BHUMAHUETO, MapeCTE3UH, XHNOECTE3HA, CEAUPAHE,
HapyLIEHO PaBHOBECHE, JIeTaprus

CuHKoOR, CTYNIOP, MHOKIIOHYC, 3a2y0a HA Cb3HaHue,
[NOBHIIIEHA ICHXOMOTOPHA aKTUBHOCT, AMCKHUHE3HA,
3aMasHOCT NPH H3MNpaBAHEe, UHTEHLIHOHEH TPEMOP, HHCTATBM,
KOTHUTHBHO Pa3CTPONHCTBO, YMCMEEHO YEPeHCOaHe, FTOBOPHO
HapyLLIEeHHE, XHNOopedquIEKCHS, XUIIEPECTE3MA, UYBCTBO HA
rapeHe, arey3ms, 06w o Hepaznoaodicerue

I"vpuose, MapocMM, XUNOKWUHE3HA, AUCrpadus,
NAPKUHCOHUTOM

HapyuieHHAl HA OMHTE
Yectn

HeyecTHn

Penku

3aMBrIIeHO 3peHre, AUILIONHUS

3ary6a Ha nepudepHO 3peHUe, 3PUTENHO HapYLWLEHHE, OTOK
Ha OYUTE, Ne(PEKT B 3PHTENHOTO MOJie, NOHUAKEHA 3PUTE/THA
ocTpoTa, OOJIKKH B OUUTE, aCTEHOMNUA, (POTONCHA, CYXOTa B
OYKTE, NOBULLIEHA NAKPUMALIUSA, APa3HEHE B O4HTE

3azyba na 3penue, xepamum, OCHUIONCHSA, HAPYLLEHO
3pPUTENTHO BL3NPUATHE 3a AbNO0YHHA, MUApHa3a, cTpabu3bM,
NOBULLIEHA APKOCT Ha oOpa3sure

HapyuieHnst Ha YX0TO H

Ja0HpHHTA
YectH CBeTOBBPTEXK
HeyectH XunepaKy3uc
Cupaeuynn HapyuleHns
Heuectn Taxukapausa, aTpHoBeHTpUKYyIapeH 010k | cTenen, cuHycosa
Opagukapausa, KoOHeeCMusHAa ChPOEUHA HEOOCMAMBYHOCT
Penku Yovwnorcasane na QT-unmepeaia, CHHYCOBa TaXHKapau,

CHHYCOBA apHTMHS

CobaoBH HapylleHHA
HeuecTH

XHUNOTOHHUA, XMMEPTOHUSA, TOPELIH BbJIHH, 3a4EPBABAHE,
CTYAEHH KpaHHHLUH |

PecnupaTtopHu, rpbIHA H
MEAHACTHHAIHHE HAPYLICHHS
HeuecTH

Peaxku

XBPKAHC, CYX0Td B HOCA

benoopoben omok, cTarase B CbpiaoTo
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C HeM3BeCTHA YecToTa

Homuckane na ouwiaHemo

CroMammHo-4YpeBHE HApYUIeHHA
YecTH

[ToBpbuwiane, cadene, 3anexk, ouapud, GpaaTycHUu,
OJyBaHe Ha KOpeMa, CyX0Ta B ycTaTta

HeuecTn ["acTpoesodareanen pednykc, MOBULWIEHO CAIOHOOTICNIHE,
XHNOECTE3UA HA YCTHATA KyXHHA
Penku ACUHT, NAaHKPEATHT, HOOYEaHe HA e3uKa, Incharus

XenaroOHJIHAPHN HAPYINEHHS
Heuectu

Penku

MHoro peikH

[loBHLEHH CTOMHOCTH HA qepnonpoﬁﬂu're eH3UMH™
JKbiaTeHuvna

YepHoapoOHa HEAOCTATHYHOCT, XeNATHT

HapyuleHHs HA KOXATA H
NMOAKOKHATA THKAH
Heuectn

Peaku

[Tanynosed oOpuB, YPTHKApUS, XHNEPXHAPO3a, npypumyc

Toxkcuuna enuoepManna Hexpoausa, CUHOpoOM Ha Stevens-
Johnson, CTyA€Ha MOT

HapymeHus Ha MYCKYJIHO-
CKEJIETHATA CHCTEMA H
CbEJHHHTEIHATA THKAH

YectH MycKynHu KpaMrid, apTpairus, 601ku B repda, 6onkH B
| KpaHHHMK, LIEPBHKAJIEH CMa3bM
Heuectu [lonyBaHe Ha CTABHTE, MHAITHA, MYCKYJHH NOTPENBaHUA,
OONKH BBB BpaTa, MYCKYJIHA CKOBAHOCT
Penku PabaoMHon3a

Hapyuienus na 0s0penurte
NHKOYHHTE AbTHINA
HeuecTH

Penku

UHKOHTUHEHLIUA HA YPHHA, AU3YPHUSA

br0peuHa HELOCTATEHUHOCT, OJIMTYPHS, PEMEHYUS HQ YPURA

HapymieHus Ha
Bb3NPOHU3BOAHTEIHATA CHCTEMA
H repaara

Yectn

HeuecTu

Peaxu

Epextunna auchyHnkuus

CekcyanHa guchyHKLUA, 3a0aBeHa eAKY 14U, AHCMEHOpeH,
OONKH B rbpAaTa

AMEHDPEH, CCKpCUUA OT IvpAaTa, YrojiCMABaHC Ha I'bpPIAHTE,
cUHEKOMACMUA

O61un HapymIeHHS H ePEeKTH HA
MACTOTO HA NPHJI0KEHHE

YecTn [HepudepHn otoun, eaeM, HapylUIeHa MOXOAKa, MaaaHe,
4YyBCTBO 3a ONHAHEeHHe, HeoOMUYaHHO ycelllaHe, YMOPAEMOCT
HeuecTu [‘enepanusupaH OTOK, OMOK HA AuYemo, CTATMf
Oonka, NHpeKcH, kaxKaa, CTYACHH TPBNKH, 7§
HicaenBanus
Yectu YBenuuyaBade Ha TEJIECHOTO TErJO

HeuectH
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[losuineHne Ha KpeaTHHHUH GOCPOKMHAZATA B KPBBTA,
MOBULUSHHUE HA KPBBHATA 3axap, HaMaleHHe Ha Opos Ha
TPOMOOLUTHTE, NOBUILICHHUE HA KPEaTHHWHA B KPbBTA,
MOHWKEHUE HA KAJIUA B KPbBTa, 3aryda Ha TeJIeCHO TEIO

Peoxku -

[ToHWKEeHUE HA OpOos Ha JIEBKOLIMTUTE
* [opuineHa anaHuH amuHoTpaHcdepasa (AnAT) v noBUlueHa acnaprat aMHHOTpaHcpepasa (AcAT)

HaGnionapanu ca CUMIITOMH Ha OTHEMaHE CJiel CIIMPaHe Ha KPATKOCPOYHO M ABJATOCPOYHO IEYEHHE C
nperabanuH. CroblaBanu ca clieqHuTe cUMNTOMH: Oe3ChbHUE, r1aBoO0INE, raJeHE, TPEBOXKHOCT,
nuapus, rpunonoao0eH CHHAPOM, KOHBYJICHH, HEPBHOCT, IeNpecHs, CYHIIMAHA uacauus, Oonka,
XUMNEepXHAPO3a U 3aMaiiBaHe. Te3u CUMITTOMH MOXeE [a €a MOKa3aTesHH 3a JIEKapCTBEHA 3aBHCHMOCT.
[NMaunentute Tpsabea na ObaaT HHPOPMUpPAHHU 3a TOBA MPU 3aAMOYBAHE HA JICYEHUETO.

JlaHHWTE 3a npekpaTaBaHe Ha [ABJITOCPOYHOTO JIEUEHHE C MperabanvH MOKa3BaT, Ye 4eCToTaTa H
TEXECTTAa HAa CHMNTOMHTE HA OTHEMaHe OUXa MOrnu aa 0baaT n0303aBUCHMHU (BXK. TOYKU 4.2 U 4.4).

[leduampuuna nonynayus

[TpodursT Ha Ge30MacHOCT Ha niperabanyH, HabMOAABAH B NIET NEAWATPHUYHH U3MUTBAHUA TIPH
NaLuUeHTH C NAPLUHATHH MPHCTBITA ChC MK 0€3 BTOPHUYHA FeHepanu3aums (12-ceAMHUYHO U3MHTBAHE 33
- OLIEHKA Ha edHKacHOCTTa U 6€30MacHOCTTA NPH NALMEHTH HA Bb3pacT OT 4 A0 16 roguHu, n = 295;

| 4-AHeBHO H3NWTBAHE 3a OlieHKa HA e(hpUKACHOCTTA M 6€30MacHOCTTa MPU NALMEHTH Ha BL3pacT OT

| MeceL A0 MO-MaNKo oT 4 roAuHH, n = 175; u3nuTBaHe 3a PapMaKOKMHETHKAE H NOHOCHMOCT, N = 65 U
nBe |-rogHilHH OTBOPEHHW H3NMUTBAHHUA 3a NnpocaeasBane Ha bezonacHocTTa, n =54 un=431), ¢
noaobeH Ha TO3H, HAONIOAABAH MPH U3MKTBAHUATA NIPH BB3PACTHH MALUEHTH ¢ enunencus. Hai-
YECTHTE HexXellaHU chOuTHA, HabmoaaBaHu B 12-ceIMHUHOTO H3NUTBAHE C eveHue ¢ nperabanux, ca
CHHJIMBOCT, NUPEKCHS, HH(PEKLMA HAa TOPHATE AWXATENHU NMBTHIIA, NOBHILIEH aNETUT, NOBHUIIABAHE HA
TerJ0TO U Hazodapuurur. Hall-yectute HexkenaHu ¢uvOUTHA, HaOnionaBaHH B 14-AHEBHOTO H3NUTRAHE -
Ha JieyeHHue ¢ nperabanuH, ca CbHIHBOCT, HHPEKUMA HA FTOPHUTE JUXATEIIHH MbTHIUA H THPEKCHS

(Bx. ToukH 4.2, 5.1 1 5.2).

CooblilaBaHe Ha NTO03UPAHN HEeXKENaHH peaklui

Cpo0LUaBaHETO HA NOJO3MPAHH HEXENIAHH PEaKLIMH ClIEA pa3pelliaBaHe 3a ynotpeda Ha iekapcTBeHHS
NPOAYKT € BaxHO. TOBa Mo3BosABa Aa NPOoAbLAXKH HAOMIOASHUETO Ha CHOTHOLLEHHETO NMOJI3a/PUCK 3a
JIEKAPCTBEHUA NPORYKT. OT MEAULIMHCKHTE CMELIMATHCTH CE H3HCKBA Ja ChoOLIABAT BCSKA
MOJ03MpaHa HEXKENAHA peaKLUMA Ha:

H3nbiHUTENHA areHUUA NO NeKapcTeaTa
ya. ,,Jdamsau ['pyes” Ne 8 |
1303 Codmns

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpeaozupane

Haii-uecTo choOlIlaBaHUTE HEXKENIaHH JIEKAPCTBEHU PeaKUHU OT NOCTMAPKETUHTOBUS OIMUT,
HaOo1aBaHK MPH NpeAo3upaHe Ha nperadainH, ca BKIKOYBAIH CbHIUBOCT, ChCTOAHHE Ha
00bpKBaHe, Bb30yaa 1 Oe3NOKOKCTRO.

[TonyyeHH ca ¢rOOLIEHHUA K 32 NPUNIATbLA.

B peaxku ciy4au ca IOKJIaABaHH CAyqan Ha KOMaA.

JleueHreTo npu npego3rMpaHe Ha nperabanvd TpadBa Aa BKIOYBA O0LIM NOATbPXKA
eBEeHTYATHO XeMOAHANK3a Npu Hykaa (BxK. Touka 4.2 Tabnuua 1).

5. ®APMAKOJOINYHH CBOMUCTBA
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5.1 @apMakoAHHAMHYHH CBOHCTBA

dapmakoTepanesTH4Ha rpyna; AHAIreTHUH, ApYTH aHAITETHLY U AHTUNUPETHLH, rabaneHTHHOKIH,
ATC kon: NO2BF02

AKTHMBHOTO BELIECTBO NMperadajiMH € aHaNor Ha ramMa-aMUHoMacneHarta kucenuua [(S)-3-
(aMMHOMETHJT)-5-MEeTUIXEKCAHOEBA KUCEIUHA].

MexaHU3bM HA JEHCTBUE
[MperabaiuH ce CBbP3Ba CbC CrioMarateHaTa cybeaMHuLa (a-0 OeNThK) Ha BONTaXK-3aBUCUMMTE

KaJIUUEBH KaHAJIH B UCHTpAJIHATa HEPBHA CHCTCMA.

Knunuuna epukacHocT n_SesonacHocT

Hesponamua bosika
EdektrBHOCTTA € I0Ka3aHa B H3NUTBAHHSA NPH nnadbeTHa HEBPOMATHA, MOCT XEPneCHa HEBpAIrua U

rpbOHaYHOMO3bYHA TpaBMa. EdexTuBHOCTTA HE € NpOYyUYeHa NMPH APYTrH MOAE/IH Ha HEBPONaTHA
donka. ’ |

[Iperabanun € rpoyueH B 10 KOHTpOAMPAHH KNHHUYHH U3NHTBAHHSA C NPOABIDKATEIHOCT 10

13 cenmuuy ¢ aBykpaten gHeeeH npueM (A1) u 1o 8 ceamuuu ¢ TpukpareH aueseH npuem (TTLH).
KaTo wsno, 6ezonacHocTTa M epeKTUBHOCTTA NpKu cxemute Ha npunarave ¢ JI11 u TI1 ca 6nnu
CXOHH. |

S’

B K1HMHHWYHHTE HINUTBAHHUA ¢ MPOABIDKHTENHOCT A0 12 ceaMHLIA KAKTO 3a NeprUepHa, Taka U 3a
LieHTpaJIHa HeBponaTHa Gonka, otcnabeaHe Ha OonkaTa € OWo HabmoaaBaHo 10 Kpas Ha ceAMMLA | K
Ce € 3aMa3uno npe3 UCITHA NMEPHO/ Ha JIEYEHHE,

B xOHTpONUpaHH KIMHHYHH H3MKWTBaHUA NMpHU nepyudepHa HepponaTHa donka 35% OT NAaLMUEHTHTE,
IEKYBaHH ¢ nperabanut, u 18% oT nauueHTuTe Ha nnauebo ca umanu noaodpenve ¢ 50% Ha
TOYKOBHS Pe3yJITaT 3a olleHka Ha Oonkara. Cpen nauueHTHTe 6€3 NposBH Ha CbHIUBOCT TaKoBa
nogobpenne € 6Wno HabnoaasaHo npu 33% oT nekyBaHuTe ¢ nperadanuH H npu 18% o1 nauueHTUTE
Ha rranie6o. [Ipy nauMeHTH ¢ NpoABU Ha CHHIIMBOCT TEpPaneBTHHHUAT OTTOBOp ¢ bun 48% B rpynata ¢
nperabanuH U 16% 8 ruauedo-rpynara.

B KOHTpONHMpPaHOTO KNIMHUYHO U3MMTBAHE NMPH LEHTPaNHa HeBponaTHa bonka, 22% OT nauMeHTHTE,
nAeKyBaHH ¢ nperabanuH, U 7% o1 nauueHTUTE Ha nnauedo ca umanu nogodpenue ¢ 50% Ha TOUKOBHA

pe3yNTarT 3a oLeHKa Ha bonkara.
Enunencua

Honvanumenna mepanus

[perabanrH e npoyueH B 3 KOHTPONHPAHH KIIHHHYHH U3NHTBAHHUA C MPOABIDKHTEAHOCT 12 CeMULIM
npyu A1 wau TI1J] nprem. Kato usno, npodunure Ha 6e30nacHocT 1 eprUKaCHOCT NMPH CXEMHTE Ha
npunarane ¢ AT v TII[ ca Onnmn cXoaum.

Hamaneuue Ha yecToTaTa Ha NPHCTHIKTE € Do HabmodaBaHo [0 Kpas Ha ceamuua .

[TegnaTpyuyuHa nomyJauus
E¢ukacHocTra 1 6e3onacHocTTa Ha NperabaiiH Kato AOMbAHUTENHA TEPANHs 3a €NUICNCUs Mpu
feHaTPUYHH NaUuHeHTH noa 12-roguiiHa Bb3pacT ¥ NMPH FIOHOLLIK HE ca yCTaHOBEHH. HexenaHure
cbOUTHA, HaOIOAaBaHU B NPOYYBAHE 3a (PAPMAKOKMHETHKA U MOHOCHMOCT, KOETO € BKAG |
naLMeHTH OT 3-MecedHa Ao |6-roguinHa Bu3pacT (n=65) ¢ MapUHaIHH [PUCTBIIH, //- §

Te3u, HabJioAaBaHH NpH Bb3pacTHH. PesynTtature oT 12-ceAMHUUHO, TU1aued0-KoH /;u ,
MpOy4YBaHe NpH 295 meaHaTpHYHK NALMEHTH Ha Bb3pacT oT 4 no 16 roaunu H 1 4{AgS g
KOHTPOJIMPAHO NMpoy4BaHe npy 175 neavaTpuyHy MaLMEHTH HA BB3pacT OT | Me( *-' ¥

4 roguHH, NPOBENEHH C LIEN OLEHKA Ha epYKacHOCTTA M O€30MMacHOCTTa Ha MperafasE
<
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NOMBJIHWTENHA TepArus 34 JIeueHWe Ha MapLUMalHy NPUCTEIH, U ABE |-TOAUILHU OTBOPEHU
poy4yBaHus 3a 6€30MacHOCT NPH CHOTBETHO 54 W 431 neaMaTpHuHH NaLIMEHTH OT 3-MeceuHa 10

1 6-roanIIHA BB3pacT C €MWIENCHA MOKA3BaT, Y€ HEOKENAHUTE CHOUTHA HA MUPEKCUS X HHPEKLIMM Ha
FOPHHUTE IUXATE/HH TbTHILA ce HabaroasaT Mo-4eCTo, OTKOMIKOTO B MPOYYBAHHATA [IPH BB3PACTHU
rauueHTH ¢ emuiencud (BxK. Touku 4.2, 4.8 u 5.2).

B 12-ceaMHuHO muanebo-KOHTPOJHPaHO NMPOYYBAHE MEIUATPUUHHTE MaLHSHTH (Ha BB3pacT oT 4 Ao
16 rogunM) ca paznpeaesicHn Aa nomy4dasar rnperadanvt 2,5 mg/kg/nen (Makcumanuo 150 mg/nen),
nperabanud 10/mg/kg/nen (makcumanuo 600 mg/neH) unu miauebo. [IpoUeHTHLT Ha YYaCTHULIMTE C
noxe 50% HamasneHue Ha NapUWATHUTE MPUCTBIM, B CPABHEHKE ¢ U3XOAHO HHBO, € 40,6% oT
yyacTHHIIHTe, neKyBaHH ¢ nperabanun 10 mg/kg/nen (p=0,0068 B cpasneHue ¢ maueto), 29,1% ot
YYaCTHHIINTE, NIeKyBaHH ¢ nperabanun 2,5 mg/kg/nen (p=0,2600 B cpaBHeHHe ¢ wianedo) u 22,6% ot
YUaCTHULIUTE, MOTYYaBally miauedo.

B 14-aneBHO rw1aueb0-KOHTPOJUPAHO MPOYUBAHE, NNEAHMATPUYHH NALMEHTH (HA BB3pacT OT 1 Mecew 1o
No-MaJiko OT 4 roJIMHK) ca pa3npeaeNieHH 1a rnogydasat nperabanud 7 mg/kg/neH, nperabanux

14 mg/kg/nen wnu nnauebo. Meavanara Ha yecToTaTa Ha MPUCTHITATE 3a 24 yaca Ha U3XOAHOTO HUBO
M TpY NOCIEXHOTO NoceleHne e cboTBeTHO 4,7 1 3,8 3a nperabanuu 7 mg/kg/nen, 5,4 n 1,4 3a
nperabanv 14 mg/kg/nen n 2,9 v 2,3 3a nnauedo. Iperabanun 14 mg/kg/aen 3HaunTeIHO HaMansABa
log-TpaHchopMHUpaHaTa HECTOTa Ha MapUHATHU NpUucThiH cnpamo mranedo (p=0,0223); npu
nperadanui 7 mg/kg/nen He ce HabnoaaBa noaodpeHHe cnpamo ruiauedo.

B 12-ceamMuuHO Mnanedo-KOHTPOIUPAHO NPOYyYBaHe NPy YHACTHULIM C MbPBUYHH FE¢HEPATU3HPAHU
ToHUYHO-KITOHHYHH [Primary Generalized Tonic-Clonic, PGTC] repuose 219 yyactHuuu (Ha Bb3pact
oT 5 10 65 FOJMHH, OT KOMTO 66 Ha BB3pacT OT 5 /10 16 FOAHHM) ca pasnpeae/cHH A4 MONTy4ABaT
nperabanuH 5 mg/kg/nen (Mmakcumanyo 300 mg/aen), 10 mg/kg/nen (Makcnmanso 600 mg/xex) niu
m1auebo kaTo AonbaBAIO JedeHue. [IpoueRThT Ha yyacTHHLMTE ¢ noHe 50% HaManeHue Ha
yectoTtata Ha PGTC repuose e cvotBeTHO 41,3%, 38,9% u 41,7% 3a nperabanun 5 mg/kg/neH,
nperabanuud 10 mg/kg/aeH u naaue6o. |

Monomepanua (Hogoouacnocmuyupany nayueHm) .

[TperaGanuu € npoyueH B | KOHTPOJIUPAHO KIMHUYHO M3MUTBAHE C MPOAB/DKHATETHOCT 56 CeAMULMH, C
npunoxenue T, I[Iperabanux He e moka3an HE MO-MankKa eQGEKTUBHOCT CIPAMO JIAMOTPHIAKHH 110
OTHOIIIEHHE Ha KpaiiHaTa Touyka — 6 Meceua 0e3 npuctbnu. [Iperadanvy U TaMOTPUKHH Ca CPaBHUMM
10 OTHOLIEHKE Ha 6€30MacHOCT W J00pa MOHOCHMOCT. |

Ienepanuzupano mpesodiCHO pazcmpoucmeo

[peraGanmnn € NpoyUeH B 6 KOHTPOAHPAHK KITHHUYHH U3NUTBAHHA € OPOABIDKHTENHOCT 4-6 CEAMMLH,
| mpoyuBaHe ripU NALUEHTH B CTAPUYECKa Bh3PACT ¢ MPOABIKUTENHOCT 8 CeAMHUN U 1 TBIrOCPOUHO
MPOYy4YBaHE 3a MIPEBSHLHA Ha peUUIMB ¢ ABONUHOCHANA (a3a Ha MMpEeBEHIIMA Ha peLMInBa ¢
[MPOABHKUTEITHOCT OT 6 MeceLa.

Obnexuenue Ha cumnromure Ha [ TP, usMepeno upes Ckanara Ha XaMHIITOH 34 OLIEHKA HA
TpesoxkHocTTa (Hamilton Anxiety Rating Scale, HAM-A), e 6uno HabnroaasaHo A0 kpasi Ha
cenMua 1.

B koHTpOnupaHd KIMHHYHU M3NUTBAHHUA (C MPOABILKUTENHOCT 4-8 ceaAMHLM) 52% OT NaUUeHTHTE,
neKkyBaHH ¢ nperabanuH ¥ 38% ot mauuedTHTe Ha ranedo ca uManu noxe 30% noaodbpexne B
ob1usa pesyntat no HAM-A oT U3X0AHOTO HWBO 10 KpalHaTa To4kKa. |

B KOHTPOAHMPAHH HU3MUTBAHHA, O-TONAMA YACT OT NALUEHTHTE, NEKYBaHU ¢ MperabaiuH,
CHOGILMY 32 3AMBITIEHO 3pEHHE, B CPaBHEHHE C NALMEHTUTE, IeKyBaHH ¢ naauebo, k
OT3BYYAJIO B MTOBEYETO CNyyau Ha GOHa Ha NMPOAB/DKABAHE HA npunoxenueto. [1pos
o(TATMONIOrKYHHU HU3CIEABAHUA ( BKIIFOYUTEITHO U3CIG/IBAHE HA 3PHUTENHA OCTPOTA,
H3CJieBaHe Ha 3PHTETHOTO FON€ U pasludpeH PYHIOCKOIICKH NPErie) rpy nopey
3 600 nauyMeHTHN B paAMKHTE HA KOHTPOJIMPAHW KIMHUYHU H3NUTBaHUA. [Ipy Te3u n
3pUTEJTHATA OCTPOTA € HaMaJsieHa npu 6,5% OT MauueHTHTE, JIEKYBaHH ¢ nperadanu
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NauUeHTHUTE, JIeKYBaHH ¢ mnauebo. [IpoMend B 3pHTENIHOTO Nofe ca ycTaHOBeHH npHu 12,4% ot
nekyBaHuTe ¢ nperabanuH u 11,7% oT nekypanure ¢ ruianedo nauneHTd. QyHAOCKOIICKH MPOMEHH Ca
nabmonasaHu npu 1,7% ot aekyBanute ¢ nperabanud 1 2,1% ot tekyBanuTe ¢ niauedo nauueHTy.

5.2 @apMakoKHHeTHYHH CBOHCTBA

CrauunonapuuTe GapMakOKMHETHYHHU MOKa3aTeny Ha nperabanuH ca CXOIHH MpH 3apaBy J0OPOBOALH,
NalMEHTH ¢ eNWIENCHUs, NOTyYaBallld AHTHENMHICITUYHHU JIEKAPCTBA, H MALMEHTH C XPOHHYHA OonKa.

Abcopbuus

[IperabGanuH ce pesopbupa 6bp30 NpH NPHIIOKEHHE HA IMIAHO, C MUKOBH MJ1a3MEHH KOHLEHTpPALIMH
HAaCTBIIBaUH B PAMKHTE Ha €IMH 4ac, KaKTO CJie]l €AHOKPATHO TaKa U Ccliei MHOTOKPATHO NpHIaraHe.
[TepopanHaTa 6uoHanM4UHOCT Ha nperabanuH ce o4aksa ga € > 90% u e HezaBucHuma oT no3ara. Chen
MHOTOKPaTHO MpUiaraHe CTallHOHAPHO CBCTOAHUE CE IOCTHUra B paMkuTe Ha 24 1o 48 uaca.
CkopocTra Ha pe30opOLHg Ha nperabanvH HaMansasa MPH NPUEM C XpaHa, KOETO BOJH 10 MOHWXKEHHUE
Ha Cnax ¢ okon0 25-30% u 3abaBsaHe HA tmax OO0 NpHONM3HUTENHO 2,5 uaca. [IpuembT Ha nperabanux ¢
XpaHa, ofaue, HIMa KIIMHWUHO 3HauuM edeKT BbpXy CTENEHTA Ha pe3opOuus Ha nperadaiivH.

Paznpeaenenve
[IpearJiInHUYHY NPOYUYBAHHUA TOKA3BAT, Y€ nperabanvH MpeMUHAaBa Npe3 KpbBHO-MO3bYHATA Dapuepa

HA MHILKH, MUIbX0BE U MaitMyHH. Jloka3aHo e, Ue rnperadaiud npeMUHaBa nNpes naueHrara npu
MBHXOBE W CE€ OTKPHUBA B MAAKOTO Ha kbpMelu rurbxoee. [1pn xopa npuBuaHHUAT 00eM Ha
pasnpefeneHue Ha nperadanuH ciea nepopaiHo npuwioxenue € npubnusurento 0,56 kg,
[IperabanuH He ce CBbp3BA C MJIA3MEHHUTE DENTBIH.

buorpanchopmauus

Merabonu3mMbT Ha nperabajuH npu xopa € npeHedpekMMo Manbk. Cnea NpueM Ha 103a
paaMoaKTHBHO Geng3an nperabanud npubaK3uTenHO 98% OT pagMOaKTUBHOTO BELLECTBO,
Bb3CTAHOBABALLO C€ B YPUHATA, € OUNO HenpoMEHEH nperadbaiuH. N-METUNHPaHUAT OEpPUBaT Ha
nperabanuH, OCHOBHHAT MeTabONHUT Ha nperabannH, OTKPUT B YpHHaTa, cbeTapigsa (,9% ot gosara.
B npeaisiMHHYHKM MPOYyUBaHKUA HE Ca YCTAHOBEHH JaHHHU 3a paLieMH3anua Ha S-eHaHTHOMepa Ha
nperabanuH 10 HeroBus R-eHaHTHOMEP.

LauMuUHHpaHe

[TperaGanuH ce eTMMUHHPA OT CHCTEMHOTO KpbBooOpallieHHe rnaBHO upe3 6bOpeuHa ekckpeuurs B
HenpoMeHEH BUA. CPpeaAHUSAT eIMMUHALMOHEH MOMY>XUBOT Ha nperabaius e 6,3 yaca. [1nasmeHuaT u
OBLOpEeUHHAT KIMPBHC Ha NperabaivH ca NpaBoNpoNopLUOHANHMA Ha KpeaTHHHHOBHS KITUPBHC (BXK.
Touka 5.2 bvOpeuno yspexxaane).

I[lpu nauneHTH ¢ HaMaieHa 6bOpedHa PyHKUMS WIH HA XEMOAHATH3A € HEOOXOAMMO afanTHpaHe Ha
no3ara (. Touka 4.2, Tabnuua 1).

JIMHEeHHOCT/HETHHEHUHOCT
(DapMaKOKWHETUUHHUTE NOKA3aTeNu Ha nperabaiyH ca JIMHEWHU B PAMKHTE Ha NPENOPbUYHTENHHA

NHEBEH J030B HHTEpBal. BapnabunHocTTa Ha (papMaKOKHHETUKATaA Ha nperabanvd Mexay
MHAWBHAWTE € Maika (< 20%). dapMakOKHHEeTHKATa MPH MHOTOKPaTHO NMpHIaraHe Moxe aa 6bae
npeasuaeHa Ha 6a3aTa Ha AaHHUTE NpH eJHOKpaTHA A03a. CAeAeBaTeHO, HE € HEOOXOAUMO PYTHHHO
MOHHTOPHpAHE HA [L1a3MEHHUTE KOHLEHTPALIMK Ha nperabaiuH.

[lon
KAvHUYHUTE H3NTUTBAHHUA NOKA3BAT, Y€ NMoJIBLT HE OKa3Ba KNHHHUYHO 3HAUHMO BIIHAH

ny1a3aMEHUTE KOHUEHTpAaLKMU Ha nperabaiuH.

brbpeyHo yepexaaHe
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KnHpbHCHT Ha nperabanuu e npaponpornopuXoHaneH Ha KpeaTHHHHOBHS KIHpbHC. OCBEH TOBA
nperabaiuH ce OTCTpaHABa €(PEKTUBHO OT Ia3Mara 4ype3 xemoauaiunsa (ciiel 4-4acoBo
XEMOJHAIHU3HO JIeYEHHE TUTa3MEHHUTE KOHLIEHTPALMH Ha rperabaliui ce NOHUXKABAT ¢ NPHOIM3UTENHO
50%). T kaTo 6BOPEYHOTO ENTMMUHHPAHE € TTIABHUSAT ITBT HA EMTUMHHAPAHE, NPH MALUEHTH C
HapyLueHa OpOpeuHa hyHKUuMS € HeoOX0AHMO HamalnABaHe Ha 103aTa, a C/IEA XEMOAUaNH3a €
HeoOX0IUM AOMBAHHUTENeH npueM (BxK. Touka 4.2 Tabnuna 1).

YepHonpobHo yBpexaaHe

He ca nposexxaaHu cneuupruHH PapMaKOKHHETHUHH NPOYYBAHUA NPH NAUMEHTH C HApYLLIIECHA
yepHoApoOHa ¢yHKuHA. TbH KaTO nperadanuyd He NpeTHPNABA 3HAYUM METabONH3BM M CE€ eKCKpeTHUpa
MpeAHMHO B HEMPOMEHEH BHI B YPUHATA, HE CE OYaKBa HApYLIEHAaTa YepHOApoOHa PpyHKUHMA Oa
NMpOMeHs 3HaYUMO MIa3MEHATE KOHLIEHTPALMH HA NnperadaluH.

[leanaTpr4Ha nomynauus

MdapMakOKHHETHKATA Ha nperabaniH € oLeHeHa NPH NeAUaTPUHHU NALUEHTH C eNUiencus
(BB3pacToBu rpynu: 1 0o 23 Meceua, 2 ao 6 ronuum, 7 1o 11 roanun v 12 go 16 ronuuu) npu 103084
HHBa 2,9; 5; 10 u 15 mg/kg/nen B npoyuraHe 3a papMakOKUHETHKATA U MOHOCHMOCTTA.

Cnen nepopanHo NpUIOKEHHE Ha nperabaiiH Npy NeAHaTpUYHH NAUKMEHTH Ha MaaHo, BPEMETO 3a
NOCTUraHe Ha MAKCHMAaIHH T/1a3MEHH KOHUEHTPAUMH MO NPRHUHN € CXOAHO MPH YYAaCTHHULIUTE B
uAnaTa Bb3pacToBa rpyna U HacTenea (0,5 yaca A0 2 4aca cnef npueMa Ha 103ara.

[Tapamerpure Crax 1 AUC 3a nperabandH HapacTBaT JMHEHHO C NOBMLLABAHE HAa 403aTa B paMKHTE Ha
BcAKa eiHa oT BbapactoBute rpynu. AUC e ¢ 30% no-Manka npy neaHaTPHUHKUTE NALIMEHTH C
TesiecHo Terno nox 30 kg nopaau no-BHCOKUs, KOPUrUpaH 3a TEAECHO TerNo KAWpbHC oT 43% npu
T€3W MalHEHTH B CPABHEHHE C MALMEHTHTE, KOUTO UMaT TesiecHo Terno > 30 kg.

TepMUHANHHUAT NOJYAKHUBOT Ha fperadaiivH AOCTHIa CPEOHO 0KOJo 3 10 4 yaca npyu AEJHaTPHUHH
nMauHeHTH A0 6-roaWLIHa BE3pacT U 4 10 6 yaca NpH NauHeHTUTe HAa W HaJ 7-roAMUIHA Bb3pacT.

[TonmynaltMOHHHUAT papMAKOKHHETHYEH aHAIH3 N0KA3BAa, Y€ KPEATHHUHOBUAT KIIUPBHC € 3HaYMMa
KOBAapHaTa Ha KAHpbHCa Ha nperabaiuH ciiel NEPOPaAIHO PUITOKEHHUE, TENECHOTO TETJIO € 3HAYMMA
KOBapHaTta Ha [MpHUBHAHUA O0EM Ha pasnpeaesicHHUE Ha nperadanuy ciea NepopatHo NPUNOKEHHE U
Te3U 3aBUCUMOCTH Ca CXOAHH NPH NEOHATPHYHH U Bb3PACTHH NALHEHTH.

bapmakoKHHETHKaTa Ha rnperabanyd Mpy NaUMEeHTH NoJ 3-MeceuHa Bb3pacT He € NMpoyueHa (BX.
Touku 4.2, 4.8 n 5.1).

Crapuecka Bb3pacT

ColuecTByBa TEHACHLIMA 32 HAMAJIABAHE Ha KIIMpPBbHCA Ha nperabalvHd ¢ HApacTBaHE HA Bb3pacTTa.
Toea HaMa/ICHWE HA NePOPATTHUSA KIHPBHC HA NperabanuH CbOTBETCTBA Ha MOHWKEHUETO HA KIIHPbHCA
Ha KpeaTHHHWHA, CBBP3AHO C HanmpeABaHe Ha Bb3pacTTa. [Ipy nauneHT! ¢ Bb3pacToBO 00yCcnoBeHO
HapyLleHHe Ha Obbpeunara ¢pyHKLHMA MOXe 1a C€ HAJJIOXKU HaMajisBaHe Ha 103aTa Ha nperabanuH (Bx.

touka 4.2 Tabnuvua 1).

KbpMayku
HanpaseHa € oueHKa Ha (papMakokuHeTHKaTa Ha 150 mg nperabanun, npunarad npe3 12 vaca
(nHeBHa no3a 300 mg) npu 10 >xeHW B NEpHO HA NaKTauUs Hal-Manko 12 ceaMULM clieq paXXAaHeTo,
BavsHHeTO HA NaKTaLUMATA BbPXY (PapMaKOKHHETHKATA Ha nperadanuH € OUno Manko Wwiv u3odLo €
nunceano. [Iperabanunn ce ekckpeTrpa B KbpMaTa B CPEIHU CTALMOHAPHHY KOHUEHTPALWH,
NPUONUIMTENHO paBHHU HA 76% OT KOHLUEHTpaUWHUTE B MaHUYHHATA I/1a3Ma. Haqucneﬂa*ra ;
KbpMaud€eTo, MOEeTa ¢ KbpMa (NpHeMalKH, 4e cpelHaTa JHEBHA KOHCYMAaLUs Ha KbpMa /A QN
OT »KeHH, nMpuemawin 300 mg/aeRr Ui MakcMManHaTa aHeBHa no3a ot 600 mg/nen 6w p L&
0,31 nim 0,62 mg/kg/nen. Uzuucnenure no3u ca npubnmizutenno 7% ot odwara AHEE
Maiikarta, u3pa3eHa B mg/kg.
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5.3 IlpenknHHHYHH JaHHH 32 0e30MaCHOCT

B kOHBEHUHMOHATHH $apMaKOJIOTHYHH Npoy4BaHud 3a O€30MacCHOCT MPH KMUBOTHH NpeirabanvH e
okasaa 4o0pa MOHOCHMOCT B [I03H, ChOTBETCTBALLM Ha KIMHHYHO NpUaaraiuTe. B nnpoyysaHus 3a
TOKCHYHOCT [IPH MHOTOKPATHO MpUiarane, NpoBeAeHH NMpH IbXOBE U MaiMyHH, ca O1n
HaOnwoaasaHHu edexkTn Bbpxy LIHC, BKIIIOYHTENHO XHITOAKTUBHOCT, XMNEPAKTUBHOCT H aTaKCHA.
[MoeKHuieHa YecTOTa Ha aTpodua Ha peTrHaTa, 00UualiHO HabnMwaaBaHa NPH M1BXOBE aNOUHOCH B
crapuecka Bb3pacT, ce HaONogaBa cieq Npoab/kUTeNIHa €KCMO3HLIMA Ha nperabainH, CLOTBETCTBAILA
HA €KCMO3HIIUA = 5 MBTH NO-ronsiMa OT CPEAHATA EKCIIO3ULIHA MPH XOpa NpH MaKCUMAaJTHATa
MpenopbUBaHa KIIMHUYHA 1034,

[lperabanuH He € TEpATOreHEH NPH MUUIKH, MUTbXOBE HIIH 3ak UM, (PeTanHa TOKCUYHOCT NPH NIbXOBE
1 3aiiLiM € HACTBNKIA CaMO NPH €KCMO3KLIKKU, 32 KOUTO CE€ CYHUTA, Y€ €a B JOCTATHhYHA CTENEH IMO-
roJIEMH OT MAaKCHMAJTHATA eKCIIO3MUNA NPH Xopa. B npeHatanHu/moCTHaTaIHU NPOY4YBaHHA 32
TOKCHYHOCT, nperabanuH € 10BeN A0 NOsABA HA TOKCUYHH eEKTH BbPXY Pa3BUTHETO HA NOKONEHHETO
MPH NIBHXOBE ClIe] eKCNO3HLKKM > 2 TBTH NTO-FOJEMH OT MAKCHMAITHATA NMPENOPbUYBAHA €KCNO3HLINA

fIpDHU XOpa.

HabnroqaBaHu ca HeXelaHH €PeKTH BBEPXY DEPTHIANTETA MPH MBXKKU M XKEHCKU IUTBX0BE Camo fIpU
eKCITO3HLUH, 32 KOKTO Ce CUMTA, Ye ca B JOCTATBYHA CTEMNEH MO-rojieMH OT MaKcUMallHaTa
TepaneBTHYHA ekcno3uuus. HexxenaHuTte €QeKTU BbPXY MBbKKHTE PEMPOAYKTHBHH OpTraHy 1
napaMeTpuTe Ha cnepmara ca 6unm o6paTHMH H ca HACTBNHK/IN CaMO NMPH €KCIMO3HLIHH, 32 KOKHTO Ce
CYHTA, Y€ ca B JOCTaThYHA CTENEH NO-rojieMy OT MaKCUMaIHaTa TepaneBTHYHA EKCTIO3HLHS HITH Cca
OUJIM CBBP3aHY ChC CIIOHTAHHU AETEHEPATUBHU MNPOLIECH B MBXKHTE PENPOAYKTHBHH OpPraHH Ha
nabxa. [Topaagu ToBa ce cuMTa, Ye ePEKTHTE MMAT MaJIKa MW HAMAT KIIWHHUHA 3HAYHMOCT,

[IperabanuH He € FEeHOTOKCHYEH Bb3 OCHOBA HA PE3YJITATH OT CEpHUs OT in Vifro U in vivo NMpoy4BaHHA.

[Tpy n1bXOBE H MULLIKK ca OUITKM NpOBeAEHHU ABYNOAMILIHYU NMPOYUYBaHHA ¢ nperabayiuH 3a

kaHUeporeHHocT. [1py nibxoBe He ca HabnoaaBaHH TYMOPH Clel €KCIO3HLUMH 10 24 TETH NO-TOJIEMH
OT CpeJHAaTa eKCHO3HLIMA MPH XOpa, NPH MaKCUManHaTa npenopbuBaHa KIHHHYHA 1034 OT

600 mg/neun. Ilpy Muiiiku He € Ouna HaOMIOAaBaHa MOBUIIEHA YECTOTA HA TYMOPHTE TPH €KCIMO3HLIHHA,
MoaoOHH HA CpeaHaTa eKCMO3ULMSA MPH XOpa, HO MPH M0-BHUCOKH €KCIO3ULUM € Onnta nabmonasaHa
[OBHLUEHA YECTOTA HA XEMAHFHOCAPKOM. HEreHOTOKCHUYHUAT MEXaHHU3bM Ha HHAYLMPAHOTO OT
nperadanuH obpa3yBaHe Ha TYMOPH NPU MHULIKH BKIKOYBA MPOMEHH B TPOMOOLIMTUTE U CBbp3aHa
nponudepalms Ha eHAOTEIHH KNeTKH. Takupa TPOMOOLIMTHH NPOMEHH HE ¢a OWIK YCTaHOBEHH MpH
[LTbXOBE WIH MPH XOpa Bb3 OCHOBA HA KPAaTKOCPOYHH H OrPAHHUYEHHM ABLJINOCPOUHH KIIHHHUYHKW JaHHH,
JlunceaT noKa3aTecTea, Npeanoaaraltd puck nMpH xopa. '

[IpH HOBEHHUJTHH MITBXOBE BUIOBETE TOKCHMHOCT HE CE pa3nvyaBaT KaueCTBEHO OT Te3M, HabmoaaBaHH
MPH BB3PACTHH MIBXOBE, HO FOBEHHITHHUTE TLTBXOBE €a NO-YyBCTBUTENHU. [IpH TepanesTHYHH
eKCIO3HUMH ca OHIIH yCTaHOBEHH KIHMHWYHKM npoasd oT LIHC kato XunepakTHBHOCT ¥ CKbpUAHE CbC
304 U NIpOMEHH B pacTexka (NpexoaHO MOTUCKAHE HA HAIABAHETO Ha TerNno). EdexTu BbpXy UMKBIA
Ha pa3roHeaHe ca 6wy HabnoNaBaHU NPU EKCMO3HLIMA, HAAXBBPAALLA 5 MbTH Ta3H MPH Xopa.
PeayumnpaH OTFTOBOP KbM BHE3aNeH 3BYKOB CTHMYN € HabA101aBaH MpH I0OBEHHWIIHH [11bX0BE

1-2 ceAMHILIYU ClieA €KCNO3MUMA [1PpY > 2 [TBTH NMO-ToNgaMa OT TepaneBTHYHATa eKCMO3HLMA TIPH Xopa.

JleBeT ceaAMHLN CNER EKCMIO3HUMA TO3HU eekT BeUe He ce Habnioaasa.

6. GAPMAIIEBTUYHUN JAHHHA

6.1 CnHchK HA NOMOINHHTE BelecTBA

!

CbabpkaHHe Ha KANCYJIUTE

JlakTO3a MOHOXHApPAT
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Huinecre, npexenaTMHU3MPAHO (LLlapEeBUYHO)
lank

OOBHMBKA HA KaICYJIUTE

30 mg
Tsino u kanave: Keramun, mumanoé ouoxkcuo (E171)
[Tevamno macmuno: Illennax, uepen scenezen oxcuo (E172), nponuwienenuxon

/3 mg

Tsino: Kenamun, mumanos ouokcuo (E171)

Kanave: Kenamun, mumanoeé ouoxcuo (E171), uepeen sceneszen oxcuo (E172)
150 mg

Tsi10 u kanaue: Kenamun, mumarnoe ouoxkcuo (E171)
6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHoct

36 mecela

6.4 CpoeuHajiHH yC/IOBHSI HA CbXPAHEHHE

To3u nekapcTBeH NpoAYKT HE U3UCKBA CIIELIHAIHK YCJIOBUS Ha CbXPAHEHHME.

6.5 Buau chabpkaHHe HA ONAKOBKATA <H CHELHAJHH NpHcHocod/ienns 3a ynorpeoda,
NPHJI0KEHHEe HJIH HMILIAHTHPAHe>

50 mg

Anymunuit/PVC Gaucrepu, coabppkaium 14, 21, 28, 30, 56, 60, 84, 100, 200 wau 210 TeRbpAM
KarcyJiu.

AnymuHui/PVC Onucrepu ¢ eaMHUYHKM 1034, chabpkam 14 x 1,21 x 1,28 x 1,30 x 1,56 x 1,
60x 1,84 x1,100x 1,200 x 1 nim 210 X 1 TBBPAH KancyJiu.

75 mg
Anymuaui/PVC Gnucrepu, ecvabspakainu 14, 28, 30, 56, 60, 70, 100, 200 wiu 210 TBLpAM KancyJiu.

AnymuHui/PVC Onucrepu ¢ eAMHUYHH 103H, ecbabpkaiim 14 x 1,28 x 1,30 x 1,_ O XTI /OX
1, 100 x 1,200 x 1 uau 210 X 1 TBBpAM KarcyJiu.

150 mg

Anymunni/PVC 6aucrepu, coabpokaium 14, 21, 28, 30, 56, 60, 70, 100, 200 unamn 210 TBbpAH
KarncyJsiu.

AnymuHui/PVC Onucrepu ¢ eAMHUYHM 003M, cbhabpxkaiid 14 x 1,21 x 1,28 x 1,30x 1,56 x 1,
60x1,70x 1, 100x 1,200x 1 uam 210 X 1 TBBpAH KancyJiu.

He BcMukM BH10BE OMAKOBKK MOrar j1a Ob/JaT nycHaTH Ha nasapa.

6.6 CpoeunajHu npeAna3sHH MEPKH NPH H3XBLPJIsiHe H padoTa

Hsama cneupmanHu U3UCKBAHUS 3a H3XBbPJISAHEC.

Te [NPUTE/KATEJI HA PABPEIIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
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Stadastrasse 2-18
61118 Bad Vilbel

['epmaHus
8. HOMEP(A) HA PABPEIIEHHETO 3A YIIOTPEBA
Mpunuuno 50 mg TBepaAM kancynu - Per. Homep: 20250288

[MpuHuuno 75 mg TBbpAM kancynu - Per. Homep: 20250289
[Mpusuuno 150 mg teupay kancynu - Per. nomep: 20250290

9. JIATA HA ITHPBO PA3PELIABAHE/IIOXHOBABAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha MBPBO pa3peluaBaHe: 9 OKTOMBPH 2025 T.

10. JATA HA AKTYAJIHZUPAHE HA TEKCTA

10/2025
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