KPATKA XAPAKTEPUCTHUKA HA ITIPOJYKTA

1. HUME HA JIEKAPCTBEHMUA ITPOAYKT
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BOCOUTURE 50 units powder for solution for injection
BOCOUTURE 100 units powder for solution for injection

2. KAYECTBEH U KOJIMUECTBEH CbCTAB

BOKOTIKOP 50 eounuyu
Enun dnakoH chabpxa S0 eauHuLn 60Ty IMHOB TOKCHH THN A (Botulinum toxin type A) (150 kD), 6e3

KOMITJIEKCOOOpa3yBalllv MPOTeUHU ™.

BOKOTIOP 100 eounuyu

Enun dnaxon ceabpxka 100 eaqunuum 60tyiuHoB TOKCHH TUN A (Botulinum toxin type A) (150 kD), 6e3
KOMIIIEKCOOOpa3yBalli MpOTEUHU ™.

* Bomynunos moxcun mun A, npewucmen, om kyamypu Ha Clostridium Botulinum (wam Hall)

3a MBJIHUS CIIMCHK HA MOMOLIHUTE BELIIECTBA BU)KTE TOUKa 6.1.

3. JIJEKAPCTBEHA ®OPMA

[Tpax 3a MHKEKLIMOHEH pa3TBOp (Mpax 3a HHIKEKLIKS )
bsn npax

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHHA
BOKOTIOP e noka3aH 3a BpeMEHHO NnoAoOpeHre Ha BbHLIHUS BHJ Ha OpbYKM B ropHaTa 4acT Ha

JIMLIETO MPH Bb3PACTHH MALMEHTH HA Bb3PACT NMoj 65 roAMHU, KOrato M3pa3eHoCTTa Ha Te€3H OpBbUYKH
MMa Ba)XHO IMCHUXOJIOrMYECKO BB3IEUCTBUE BbPXY MALUEHTA:

. YMEPEHH 110 ABJIOOKU BePTUKAIHHU OpbUKHU MEXK/Y BEXKIMUTE, BUAUMH MPH MAKCHMAJIHO
cMpsblBaHe (riabdenapHu 'bHKH) WHIIH,

. YMEPEHH /10 AbJIOOKH CTPAaHUYHHU MepUOpOUTAIHY OpbYKH, BUIAUMH MPU MAKCHUMAaJIHA YCMHUBKa
(TMN ,,Ta4Yy KpaK) W/ WK,

. YMEPEHH 10 AbJIOOKH XOPU3OHTAITHH OpBbUKH HA Y€JI0TO, BUAMMH NMPH MAKCUMAJIHO MOBIMraHe Ha
BEK/IUTE.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

[Mopaau pa3/iHKH B AKTHBHOCTTA HA NPHJIOKEHHTE eITHHHIH, 103HTe (B elHHHIH) 3a b
He ca B3aHMHO3aMEeHsIEMH ¢ T€3H HA JAPYIrH JeKapCTBEHH NPOAYKTH HA Oa3ara Ha 00
TOKCHH THII A.

3a noapoOHa uHdopMaLMs OTHOCHO KIMHWYHHUTE npoyuBaHus ¢ BOKOTIOP B cpaBhe
cTaHaapTHUs 00TyIMHOB TOKCHH THIT A koMmruieke (900 kD), Brmxre Touka 5.1,
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O01mu
BOKOTHIOP moe J1a ce npuiara eIMHCTBEHO OT JIeKapH ¢ MOAXOAsIIA KBaTH(UKALIUA H HEOOXOIUMHUS

OIMUT B MPUIOKEHUETO Ha OOTYIMHOB TOKCHH THIT A.

03HPOBKA
Bepmuxannu 6pvuKu mexcoy eexcoume, 6UOUMU RPU MAKCUMANIHO CMPbI{6aHe (21abenapHu ZbHKU)
[TpurorBenustT BOKOTIOP B no3a ot 4 equHuuM ce ripuiara BbB BCAKO OT 5-T€ HHXKEKLIMOHHH MeCTa:
JIBE UHXKEKLIMM BBB BCEKH MYCKYJI KopyraTop (corrugator) U €iHa HHXKEKLHA B MYCKYJI MpoLIEPYC
(procerus), koeTo oTroBaps Ha obwa no3a ot 20 eauHuuM. Jlozata Moxe J1a Ob/ie yBeIMYEHA OT JieKaps
1o 30 eaMHULIKM, aKO TOBA Ce HaJlara OT MHAMBUAYAJIHUTE HY K1Y HA MalMeHTa, KaTo UMa UHTEpBaJ OT
NnoHe 3 MeceLa MeX1y TpETUpaHUsTA.

[TonoOpeHne Ha BEPTUKATHUTE OPbUKH MEXKAY BEXKIAUTE, BHAUMH MPH MAKCHMATHO CMpPbIIBaHE
(rnabenapHy rbHKH), OOMKHOBEHO HACTBIIBA B PAMKHMTE Ha 2 10 3 AHH, KATO MaKCUMaJsieH eeKT ce
Habmonasa Ha fieH 30. EdekTbT ce 3ana3sa 10 4 Meceua ciiel HHKEKTHPAHETO.

Cmpanuunu nepuopoumainu 6pvuKu, 6UOUMU NPU MAKCUMATHA YCMUBKA (Mun ,,navu Kpax”)
[IpurorBenusT BOKOTHOP B no3a ot 4 enMHULM ce npHIiara Ha BCAKO OT 3-T€ HHXKEKLIMOHHH MeCTa OT
BCsiKa cTpaHa. EnHa uHkekuus ce noctasst npubau3uTenHo Ha 1,0 cm narepajiHO Ha KOCTHHA
opburasneH pr0. Beska ot Apyrure aBe MHXKeKUMH TpsOBa Ja ce noctaBu npubimsuresiHo Ha 1,0 cm Haj
M 11oJ1 001acTTa HAa MbpBaTa HHIKEKLIMA.
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[TonoOpeHue Ha cTpaHUYHUTE NMEPUOPOUTAITHU OPBUYKH, BUAUMH NPU MaKCUMaJIHA yq!\aEBKa_ %T'

Kpak’), Hali-4eCTO HAaCThI1Ba B pAMKUTE Ha IMbpPBUTE 6 JIHH, KATO MaKCHMaJIEH ecbexﬁ;e'iﬁéﬁhma Hais
neH 30. E¢exrsT ce 3ana3pa /10 4 Mecela ciie/l HHKEKTHPAHETO. L



Xopuzonmannu OpvyuKu HA 4e10MO, 6UOUMU NPU MAKCUMATHO ROBOUZAHE HA 8eXHcOUme
[TpenopbunTenuusat 06wy go30B uHTEpBai € 10 1o 20 eauHULM, ciopel HHAHMBUAYATHUTE HYXIH Ha
naljMeHTa, KaTo KMa HHTEPBAJI OT MOHE 3 Mecella MeXX/ly TPEeTHpPaHHUATA.

[Mpurorsenust BOKOTIOP B o6wa no3a ot 10 a0 20 eaAHULM ce UHXKEKTHpa B musculus frontalis B 5
WH)KEKLIMOHHH MECTa, XOPU30HTAJIHO nMojapaBHeHHU Ha noHe 2,0 cm Hax opOutanHus puo. Ha Besko
WHXKEKLIMOHHO MACTO C€ MpUJIarat CbOTBETHO 2 €AUHULIM, 3 €AUHULIM UIIH 4 €IHHHLIH.

(15.27))
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[lonobpeHune Ha XOPU3OHTATHUTE OPBUYKH HA YEJIOTO, BUAUMH NMPH MAKCHUMAJIHO NMOBJMIraHe Ha
BEXKIMTE, OOMKHOBEHO HACThIIBA B pAMKHTE Ha 7 JHHU, KATO MakCUMaJieH eekT ce HalJo1aBa Ha 1eH
30. EdexTbT ce 3ana3Ba 10 4 Mecela ciiell HHXKEKTUPaHETO.

Bcuuku nokazanusn
B cnyuaii Ha nunca Ha JieueOeH ycrnex B paMKHMTE Ha €IMH MECELL Clie/l MHDKEKTHPAHETO, CJIe/Ba J1a Ce
npeanpueMar cieJHUTe MEPKH:
e AHaJM3 Ha NPUYUHUTE 3a HEYCIEX, KATO HalpUMeEp TBHP/€ HUCKA 1034, HEMpPaBHITHA
MHXKEKLIMOHHA TeXHHWKA, Bb3MOKHO 00pa3yBaHe Ha TOKCHH-HEYTpaJIM3Mpallld aHTUTEa.
e Kopekius Ha A03aTa CpAMO aHAJIM3a Ha MOCJeHaTa NPUYMHA 3a JieueOeH Heycnex.
e [IpeoueHka Ha yMECTHOCTTA Ha JICYEHUETO C OOTYJIMHOB TOKCHUH THIT A.
e B cnyuaii Ha 1Unca Ha HEXKEJIaHW PeaKLMH M0 BpeMe Ha IbpBU JieueOeH ceaHe, MOXe /1a ce
3aroYyHe JOIMbJIHUTEIEH Jie4eOeH KypC ¢ HHTEepBaJl MEXKAY IMbPBOHAYAIHHUA U JOMBIHUTEIHHUA
ne4yebeH ceaHC OT HaUu-MaJIkO TPU MeceLa.

CnenuajiHH nonyJianHH

Mma orpanuueHu naHHM ot ¢asa 3 kwinHn4HM npoyuyBaHus ¢ BOKOTIOP npu naumenTH Hazg 65
ronuHy. JIokaTo He ca HaJIMYHHU JIOITbJIHUTENIHY JaHHH B Ta3u Bb3pactoBa rpyna, BOKOTHOP He ce
[pernopbyBa Mpy NauMeHTH Haa 65 roauHM.

[lexuaTpuuHa nonyJianus
besonacHoctra 1 epukacHocTra Ha BOKOTHOP 3a neyeHue Ha BepTHKaiIHU OpbUKH MEXIY BEXKAMUTE,
BUIMMH NPH MAKCUMAJIHO CMpblUBaHe (rnabesiapHu rbHKH), CTPAHUYHHU NEPUOPOUTAIIHH OPBUKH,
BHJIMMH MPH MAaKCUMaJIHa YCMHMBKA (THM ,,lTa4¥ KPaK ) U XOPU3OHTAJIHH OPBUYKH HA YEJIOTO, BUOAUMH
MPU MAaKCUMAJTHO MOB/IMIaHe Ha BEXMTE, HE ca MPOYYBaHH MPH Jela U YOHOLUH nox 18 roauHu.
[lopagu ToBa BOKOTHOP He ce npenopbysa npu neadatpyuyHa noryiaus.

HauyuH HA NPHJIOKEHHE
Bcuuku nokazanusn
[IpurorBenusaT bBOKOTHOP e npeaHa3zHauveH 3a HHTPaMyCKYJTHO HHXKEKTHPAHE.




Cnen pasrapsHe BOKOTIOP Tpa6Ba aa ce u3non3sa He3abaBHO M CaMO 32 €IHO HHXKEKTHPaHe Ha caMo
€IUH MALMCHT.

IMpurorsenusT BOKOTIOP ce uikekTHpa ¢ ThHKa cTepuiiHa urna (Hanp. 30-33 G/ 0,20-0,30 mm s
nuamernp/13,00 mm aboKkKHA Ha Wriara). [penopbupanuaT o6eM 3a HHKEKTUpaHe € NPHONM3HTENHO
0,04 no 0,1 ml Ha eAHO HHXXEKLHOHHO MSACTO.

3a HHCTPYKIHH OTHOCHO Pa3TBapAHETO HA JIEKAPCTBEHHA MPOAYKT NpEeLH NPHIOKEHHETO My H 33
MHCTPYKLIMH 32 U3XBBLPISHE Ha QIaKOHHTE BHKTE TOUKa 6.6.

HuTepBannTe MEXKIy OTACTHHTE NCYEHHA He TpA6Ba Aa ca No-Majk oT 3 Mecela. AKO JIeYEHHETO €
HEYCIMEIIHO WIH €(EKTHT NPH MOBTOPHO HEDKCKTHUpPaHE HaMasABa, TpAOBa Jia ce U3non3ear
ANTePHATUBHU METOOH Ha JICUSHHE.

Bepmuxanrnu 6pvuku Mexcoy eexcoume, sUOUMU NPU MAKCUMAIHO CMPbLeaHe (21abenapHu ZoHKU)
[Ipeny ¥ no BpeMe Ha HHXKEKTHpaHe, NajleUbT HWiIH NoKasaielsT TpAdsa Aa Obae nocTaBeH CTabuIHO
pbba Ha OYHaTa KyXHMHa, 3a Aa ¢¢ npeaoTspary Audy3Ha Ha pa3Teopa B Tasd obnact. Mrnara Tpsabsa ga
6bJE HACOYEHA HArOpe H MEAUAIIHO MO BpEME HAa HHDKEKTUPAHETO. 3a /1a ¢e HaMallH PUCKbBT OT NT03a Ha
Kienaya, TpabBa aa ce M30ArBaT HHXKEKLUMTE B ONIM30CT 10 MYCKYJ1a MOBAKHIa4 Ha ropHUs Kienay
(levator palpebrae superioris) v B KpaHHaTHaTa 4acT Ha OpOMKyIapHHA o4eH MycKyn (orbicularis
oculi). Umxexuunre B MycKyn kopyratop (corrugator) TpabBa fia ce NpaBAT B LEHTpaTHATa YacT Ha
TO3H MYCKYJI, Ha pa3cToAHHE oT NoHe 1,0 cm HAan U3BMBKATA Ha BEXIMTE.

Cmpanuunu nepuopbumantu 6pvuKu, 8UOUMU NPU MAKCUMATHA YCMUBKA (Mun ,,na4u Kpax™)
MrxeKTHpaHTO ce H3BBPLIBA MHTPAMYCKYTHO B OpOMKynapHHs oueH Myckyn (orbicularis oculi),
IUPEKTHO MOA AcpMHca, 3a fa ce m3berne augyzus Ha BOKOTIOP. 3a ga ce HaManu pUCKbT OT NITO34 Ha
ycTHaTa, TpaOBa fa ce u3bATBaT HHXKEKLIMUTE B TBBP/E rofaama Oim3ocT 10 MyCcKyna zygomaticus major.

Xopuzonmannu OpvuKku HaA 4e10MO, GUOUMYU NPU MAKCUMATTHO ROBOUZAHE KA 8eICOUME
3a Ja ce HaMaJlH PHCKBT OT ITT03a Ha Bexaara, TpA0Ba aa ce u3bdaresa nHxkexktupanero Ha BOKOTIOP
Oau30 Ao opbuTanHus pud, KoeTo MoXke Ja JoBelE A0 Napanu3vpaHe Ha JOJTHHTE MYCKYJTHH BJlaKHa.

4.3 IIpoTrBONnOKA3AHHS

¢ (CBpPBXUYBCTBUTEIHOCT KbM AKTUBHOTO BELIECTBO WIM KbM HAKOE OT MOMOLLHHTE BELLECTRA,
n30poeHH B To4Ka 6.1;

e TeHepanM3MpaHH HAPYLLEHHA Ha MyCKY/THATa aKTUBHOCT (HANPUMEP MHACTEHHA IPaBHC, CHHIPOM Ha
Lambert-Eaton),

e Hnudekunsa WM BbL3NAICHUE HA MIACTOTO, KOETO € OMPEAE/ICHO 32 HHXKEKTHPAHE.,

4.4 CoennanHm NpeIynpekieHHA H NPEANAZHA MEPKH NIPH ynoTpeda

O61uu
[Ipean aa npmnoxxku BOKOTIOP, nekapar Tpabpa na ce 3ano3Hae ¢ aHaTOMHUYHUTE OCOOEHOCTH Ha
NalHeHTa ¥ eBEHTYAJIHH AaHATOMHYHH NMPOMEHH B pe3y/ITaT Ha NMPEeALIEeCTRALNY XUPYPrHYECKHU NPOLEIYPH.

Tpabea na ce oObpHe BHUMaHHe, 3a 1a ce rapaHTHpa, 4¢ bOKOTIOP Hama na 6bae nikexTHpaH B
KPBbBOHOCEH Ch/.

TpsadOea Aa ce KMa NpeaBH, Y€ XOPHUIOHTAIHUTE OPBUKH HAa YEAOTO MOTAT He caMo Aa ObAaT AMHAMHYHY,
HO MOTaT CBIUO TaKa Aa ObAaT pe3ynTar or 3aryba Ha icpMaliHa €NacTHYHOCT (HanpuMep, CBbP3aHa ¢
BB3PACTTA WIH YBpPEXKIaHE OT CBETAHHA). B 1034 CiTydal NaUHEHTHTE MOXKE Na HE pemnpa;;émh
KOUTO ChABPKAT GOTYJIHHOB TOKCHUH. N

BOKOTIOP tpsa6Ba na ce npuiiara ¢ NOBHILEHO BHHMaHUE:
. NpH HAJTHYHE HA KBPBEHE OT BCAKAKDLB THIT,




. [PH NMALMEHTH HA AaHTHKOAryIaHTHA Tepalis Wi OPYTd JIEKapCcTBa, KOUTO MOXE Ja HMAT
AHTUKOAT'YNIaHTEH €(eKT.

JlokasieH GQEKT Ha TOKCHHAa H B@BI{E ABJIKALI c€ Ha pa3npocTPAHEHUETO HA TOKCHHA U3BBH MACTOTO Ha

NPUIIONKEHUE
HesxenauH peakiidy MOraT Aa c€ NOABAT MpU HEDKEKTHpaHe Ha 60TYTHHOB HEBPOTOKCHH TN A Ha

HENpaBsWIHO MACTO, KOCTO BPEMCHHO TNapalin3npa ONHU3KHTE MYCKYJIHH I'DYITIH.

MMa AaHHK 33 HEXENaHK PEaKIHK, KOHTO MOTAT Aa Ca CBbP3aHH C pa3snpoCTpaHEHHE Ha OOTYIMHOBUA
TOKCHH THIT A U3BBH MACTOTO Ha MPIIOXKEHHE (BXK. TOUKa 4.8).

[IpH natiyeHTHTE, IEKYBAHH C TepPaneBTHYHH A03M, € Bb3MOXKHO 11a CE pa3BHe [IPEKOMEPHA MYCKYJIHA
cnabocr. CryyaM Ha sTporeHeH H0Tyau3bM ca cboblilaBaHHu Cliell HHKEKTHPaHE Ha MPOOYKTH,
ChAbpIKAIX OOTYJIMHOB TOKCHH.

[TaumeHTHUTE M TE3H, KOMTO C€ MPHXKAT 3a TAX, TpAOBa fa ObHAaT HHCTPYKTUPaHH Ja ThPCAT He3abaBHO
MEIHLMHCKA MOMOLL ITPH NOSBA Ha NMPU3HALA WIH CHMITOMH, NPEAonaraiy pasnpocTpaHeHHe Ha
epekTa Ha GOTYTHHOBUA TOKCHH, HJIH aKO C€ MOSBH HApYLICHHE Ha NMPErIbLIAHETO, FOBOPA WU
aamanero (BX. Touka 4.9).

[IpemuiecTalliy HEBPOMYCKYJIHH YBpEXIaHHW
Hwkextupanero Ha BOKOTIOP He ce npenopbusa npy NalMeHTH ¢ aHAMHE3a 3a aclIMpaLms U Aucdarus.

BOKOTIOP Tpatea aa ce npuiara BHUMATENHO:

* MpH MALMEHTH, CTPajalliy OT JIaTepallHa aMHOTpOdHa CIJIEpO3a,;

o MPH NALMEHTH, CTPaJally OT APYrH 3ab0siABaHuA, BOACLIM A0 nNeprudepHa HEBPOMYCKYHA
IUCHYHKLINA;

. [IPH NPWIOKEHHE B MYCKYJIH C H3pa3eHa cnadocT UiH aTpodHs.

Peakiiny Ha CBPbXYYBCTBUTEIHOCT
Peakiiiy Ha CBpBbXYYBCTBUTENHOCT Ca AOKIANBAHH MPH MPUII0KEHHE HA NMPOAYKTH, ChAbPIKaUIH

6OTYIMHOB HEBPOTOKCHH THN A. AKO Ce MOABAT CEPHO3HH (HaNpUMep aHapHNaKTUYHHU) WIWTH He3abaBHH
peaKiMH Ha CBPBXYUYBCTBHTEIHOCT, TPAOBA 1a c€ NPUIOKH MOAXONALIA TEPAITHS.

OOpa3yBaHe Ha aHTUTENA
[TpexaneHo YecTOTO NMPHIKEHHE Ha OOTY/IHHOB TOKCHH MOXKE 14 YBEIWYH PUCKa OT 00pasyBaHe Ha

aHTHTesa, KOETO MOXKE [ia NOBEIE A0 HeycneXx Ha eueHueTo (BxXK. To4Ka 4.2).
Bb3MOXKHOCTTa 3a 00pasyBaHe Ha aHTUTENIa MOXKE C€ OrpaHW4H, KaTo C€ HIDKEKTHpa Hal-HHCKaTa
e(deKTHBHA 0038 NPH Hal-ABNEI HHTEPBA MEXIY HHXKEKLIMHTE.

4.5 BsanMone#icTBHe ¢ APYrH JIeKApPCTBeHH NPOAYKTH H APYrd POPMH HA B3aHMOACHCTBHE
He ca nposexgaHu npoy4BaHHA 3a B3aUMOACHCTBHATA.

TeopernuHo edeKTET Ha GOTYIMHOBUSA HEBPOTOKCHH MOXKE Jia C€ YCUIIH OT aMHHOTJIKKO3HIHH
AHTHOHOTHLIM WINH APYrH JIEKAPCTBEHH NMPOAYKTH, KOMTO NOBIHABAT HEBPOMYCKYJ/IHOTO NMPEAABAHE, KATO
HanpHUMEpP MHODENIaKCAHTH OT TYOOKYpapHHOB THII.

[1o Ta3u nprunHa eaHoBpeMeHHOTO npriokeHue Ha BOKOTIOP ¢ aMuHOrNIHMKO3MAHM aHTHOMOTHLM WU
CMIEKTHHOMULIMH U3HCKBa ocobeHo BHHMaHHe. [lepudepHure MuopenakcanT TpsabBa na ce npunarar
BHUMATEJIHO, KATO NMPH HEOOXOAHUMOCT HadalHaTa 1033 Ha MHOpEnakcaHTa TpabBa 1a ce HaMallv Wi 1a
Ce M3MOI3BAT JIEKAPCTBEHH NPOAYKTH CbC CPpeHa NMPOTb/DKHTEIHOCT HA JEHCTBHE, KATO BE
aTpakypHyM BMECTO JICKaPCTBEHH NPOAYKTH C NO-NPOABDKHTENECH €EKT.

4-aMUHOXHHONMHUTE MOTaT Aa orchadbsaT epexra Ha BOKOTHOP.

4.6 ©epraanTeT, OpeMEHHOCT H KEPMEHE



bpeMEHHOCT

JlunceaT ajieKkBaTHY A3HHH OT ynoTpebaTa Ha H0OTYIMHOB HEBPOTOKCHH TUI A NPH OpEMEHHH XKECHH.
[IpoyuBaHKATA NMPH KHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHUHOCT (BXK. TOUKa 5.3). [loTeHUnanuuat
PHCK NpH Xopa He e u3BecTeH. I1o Tasu npuunHa BOKOTIOP He Tpabpa aa ce ynorpebsBa no Bpeme Ha

GPEMeHHGCT, OCBCH aKO O4aKBaHATA I10/13a HE OlpaB/iaBa pHCKa.

KbpMmeHe
He e u3BecTHO A2 GOTYIMHOBHAT HEBPOTOKCHH THIT A C¢ ekCKpeTHpa B KbpMara. [1o Tasu npuunHa

BOKOTIOP ne Tpabra aa ce npuiara B nEpUoOAa Ha KbpMEHE.

QepTiinTeT
JIunceat KNIMHUYHHK JaHHH OT yniorpedata Ha 60TyTHHOB HEBPOTOKCHH TUN A. He ca ycTaHOBEeHH
CTpaHHYHH eeKTH BEPXY MBIKKHA W XKEHCKMA GEepTIIMTET NPy 3aHM (BX. TOUKA 5.3).

4,7 EdexTa BbpXy cnocodHOCTTA 32 miohpHpane H padoTa ¢ MAMMAHA

BOKOTIOP nma cnabo WK yMEPEHO BITHSHHE BBPXY cocoOHOCTTA 32 todupaHe U padoTa ¢ MallHHH.
[TaienTHTe TpaOBa A2 OBAAT MOCHBETBAHH, Y€ aKO Ce [OABAT yMOpa, MyCKYJTHa ¢cnabocT, 3aMaiBaHe,
HapylIEHHE Ha 3pEHHETO WK CNaJaHe Ha Kienaya, Te TpadBa Aa u3barear Aa wodHpaTt Wik 5a
M3BBLPIIBAT APYrd MOTEHLHAIHO ONacHH JEHHOCTH.

4.8 Hexenann NeKapCcTBEHH peaKniH
OOUKHOBEHO HEXENAHHTE peakiliMu ¢e HabM0AaBaT npe3 nbpBaTa CeAMULIA Cne/l TIEYEHHETO K €a C

NnpexoieH xapakTep. Hexxenanure peakuun Morar Aia 6b4aT CBbP3atHH ¢ aKTHBHOTO BEILIECTBO, C HAYNHA
Ha MHXKEKTHPAHE WU M C JIBETE.

Hexxenanu peakiyy, He3aBHCelM OT NOKa3aHUETO

Heowcenanu peaxyuu, cévp3anu ¢ RpUAONCEHUCMO

CnenHHTe peakiMy MOraT Aa ObaaT CBbp3aHH ¢ HIDKEKTHPAHETO: JIOKaTH3HpaHa Ooika, Bp3NaieHHe,
napecTe3ns, XUNoecTe3ns, YyBCTBUTEITHOCT, NOYBaHe, OTOK, epHTeMa, ChbpOeiK, TOKaTu3upaHa
HH(EKLMA, XeMaToM, KbpBEHE W/WITH KPbBOHACSAAHE.

Bosnka W/wiM TpeBoKHOCT, CBBP3aHH C UTJIaTa, MOMaT Ja JOBEAAT A0 Ba30BarajlHM PeaklHH, BKIFOYHTEIHO
NpEXoAHa CUMITTOMATHYHA XHUTIOTOHHA, raficHe, THHUTYC H CHHKON.

Heoxcenanu peaxyuu, ObaNCawU ce Ha aKMueHOMO geujecmao om xaac bomyiunos neepomoxcun mun A
Jloxanu3upaHa MyCKYJTHa cJIaDOCT e eiMH OT O4YakBaHUTe (apMaKkOIOrHuHK €eKTH Ha OOTYTHHOBHS

TOKCHH THI A,
BnedaponTosa, KosTo MOxe Aa Oble NpUUMHEHa OT TEXHUKATa Ha HHXKEKTHpaHe, ce CBbp3Ba C

dapmakonoruyHmua egekr Ha BOKOTHOP.

Heoxcenanu peaxyuu, Ovaxcatyu ce Ha pasnpocmpanesuemo Ha MOKCUHa

Korato zapyru nokazanus ca Ouinn 1eKyBaHu ¢ 00Ty IMHOB TOKCHH, MHOTO PAOKO Ca AOK/Ia/iBAHH
HexkelaHH PeaKUHH, Ab/DKAIH CE HA pa3NpPOCTPAHCHHUETO HA TOKCHHA H3BBH MACTOTO Ha NMPHIIOKEHHME,
KOETO Aa NpeAU3BHKA CHMITTOMH, CHOTBETCTBALLK HA e(PeKTUTE HA OOTYIHHOB TOKCHH THIT A
(npexoMepHa MycKyiHa cnaboct, aucdarus, acmupal¥oHHa MHEBMOHHKSA ¢ $aTaNneH H3X04 B HAKOU
cay4an) (BXk. Touka 4.4). Hexxenanu peakuuu, nogo6HH Ha ONMHCAHUTE, HE MOTaT HAITRJIHO Aa ObaaT
H3KTIOUeHH nipu npuioxkeHHeTo Ha BOKOTIOP.

Peaxyuu na cepoexuyecmeumenanocm
Panko ca JOKnaaBaHM CEPUO3HH W/WIH BHE3AITHU PeaKLWKl Ha CBPbXYYBCTBUTEIIHOCT, B
aHa(uIaKCHs, cepyMHa OoNecT, ypTHKapus, €IeM Ha MEKMTE TbKaHW K AuciiHes. Hak
peakuuy ca OWIHM AOKIagBaHH ciiefl yrnorpeda Ha KOHBEHLIMOHAEH OOTYIHHOB TOKCH
CaMOCTOATENIHO WIHM B KOMOHHALIUA ¢ ApYrH IeKapcTBa, 32 KOMTO € U3BECTHO, Y€ NP
peaklHH.



HexenaHu peakuMy OT KIHHUYHHA ONKT

CrneaHHTe HeXeNaHK peakldHd ca JoKknaasady npu npunarase Ha bBOKOTIOP. B 3asucumocT ot

4ECTOTATA TE CE€ PA3NpPEASAT B CASKHHTE KAaTErOpHH: MHOro Yectd (> 1/10); vect (= 1/100 mo < 1/10);

Heyectu (> 1/1 000 no < 1/100), peaxu (= 1/10 000 no < 1/1 000); muoro peaxu (< 1/10 000).

Bepmuxannu 6pvuKu mMexcoy eejcoume, 6UOUMU RPU MAKCUMATHO CMPbIdBaNe (2rabenapHu ZbHKK)

CucreMo-opraneH Kiac Hexenana peaknHa HecToTa
HUHdekuuy U uHpecTalluH Bpouxut, HasodapuHruT, rpunonogobuo | Heuectu
3abonaBaHe
[IcHxHyHH HapylISHHA be3chHHE HeuecTH

Hapy1ieHus Ha HEpBHaTa CHCTEMa [ ‘naBobosne Yectu
HapylueHus Ha ouuTe OToK Ha KJienaua, 1To3a Ha Kieraua, HeuectH
3aMBIJICHO BIDKIAHE
HapyiieHus Ha Ko)kaTa M INOAKOKHATA Cppbex, KOKHU BB3eIueTa, NTo3a Ha Heuectu
ThKaH BeX(aTa
Hapyuienua Ha MyCcKy/THO-CKEJIETHaTa 3HakbT Ha Meducroden (arepanHo Yectu
CHCTEMA M CHEIMHUTE/IHATA ThKaH NOBAWIaHE HA BEXIUTE)
MycCKyNHO NOTpenBaHe, MyCKYJIEH HeuecTu
CriazbM, JIMIEBA aCUMETPHS (aCUMETPHSA Ha
BEXIHTE)
O6wm HapylueHHs ¥ edeKTH Ha MAcToTO | KphBOM3INTMB HA MACTOTO Ha MHOKEKTHpaHe, | Heuectu
Ha NPUIIOKEHHUE 00/Ka HA MACTOTO HA HHDKEKTHPAHE
(JrokanHa), YyBCTBHTEIIHOCT, yMOpa,
AUCKOMGOpT (YcelllaHe 3a TeXKeCT B
KIenavya/Be)k1aTa)
Cba0oBM HapyllleHHA KpbBOH3IHB Heuectn

Cmpanuuru nepuopbumainu 6pvuKku, GUOUMU NP MAKCUMATHA yeMueKa (mun ,,nauu Kpax™)

CacreMo-oprases Kiac Hexenana peaknas HecroTa
HapylueHus Ha OYHTe OTOK Ha Kenayda, CyXo OKo YecTu
OO6uy HapyuleHHd U edeKkTd Ha MACTOTO | KpbBOM3NKB HA MACTOTO Ha MIDKeKTHpaHe | Uectw
Ha MPIIOXKeHHE
bpvuku ¢ 2opnama wacm Ha ruyemo
CacreMo-oprases Kiac Hexenana peaknus YecroTa
HapylueHus Ha HepBHAaTa CHCTEMA ["naBobonue Yectn
Xunoecresus Heuectu
OO01uH HapylLueHHS ¥ eexTH Ha XeMaToM Ha MACTOTO HAa HHXKEKTHPaHE YectH
MACTOTO HA NPUNOKEHHUE HuckoMopt (yceimaHe 3a TeKeCT B Heuectu
o0nacTra Ha 4enoTo)
HapyuieHus Ha ounTe [logysaHe Ha knenayva, HlTo3a Ha knenaya, | Heuectu
Cyxo oko
HapymieHna Ha koxkara ¥ noakoxkHara | [ltosa Ha Bexxnara Heuvectu
TbKAH
HapyueHHa Ha MyCKyJIHO-CKeJleTHaTa ACHMETpPHA Ha JIMUETO, 3HAKBT Ha Heuectu
CHCTEMA U CheJHHHTETHATA THKAH Meducroden (JlarepasiHO NOBAUraHe Ha
BEXHKTE)
CToMaluIHO-UYpEeBHH HApYLIEHHA ['anexe HeuectH

I[ﬂCT-MﬂpRETHHmB ONAT

ClneaHUTE HeXellaHH pCaKIIMH Ca QOKJIaABaHH C HCH3BCCTHA 4€CTOTaA NPpH yncrrpeﬁa H
ciael IMYCKaHETO MY Ha la3apa, Oe3 na ce XOKIAABA 32 KAKBO MOKA3AHHE € M3MO3BAH.




CHCTeMO-OpraHeH KJaac HexenaHa peaKknns

Hapymwenus Ha HMyHHaTa CUCTEMA Peakuuu Ha CBpBXYYBCTBHTEJIHOCT KaTO MOAYBaHE, OTOK
(CBILIO H JDajieue OT MACTOTO HA HHXKCKTHUPaHE), epUTEMa,
cbpbex, o6pyB (JTIOKATU3HPAH W reHepaTH3UpaH) B 3aayX
Hapyiuienns Ha MycKyHo-CKesleTHaTta | MyckynHa atpodus

CHCTEMA U CheAMHHTEIHATE ThKaH
O61M HapylIeHHs U edEeKTH Ha [TceBnorpunHo 3abonsasaxe
MSICTOTO Ha MPHJIOKEHHE

Cro0maBane Ha NOAO3HPAHA HEXKEJIAHH PeaKkuH

CrobiuasaHeTo Ha NMoAO3HpaHH HeXKeJlaHH peaklyH clieq paspeliaBaHe 3a ynorpeba Ha nekapcTseHus
NPOAYKT € BaxHO. ToBa MO3BONABA 12 NPOABLIDKH HabMIOASHHETO Ha CHOTHOLIEHHETO NOM3A/PHCK 34
JIEKAPCTBEHHSA MPOAYKT. OT MEAULIMHCKMTE CTIELIMATIMCTH CE U3UCKBA J1a ChODIIABAT BCAKA MOJO3HPaHa
HexXxellaHa peakiiys upe3 HaHoHallHa CHCTEMA 3a choOulaBaHe KbM M3mbaHKUTeIHAaTA areHIIMA 1o
nexapcTpaTta, yi. ,,Jlama ['pyee” Ne 8, 1303 Codus, Ten.: +35928903417, yebeaiir: www.bda.bg.

4.9 Ilpenozmpane

CuyMNTOMHU Ha NPEAO3HPAHE
[MToBuLIeHHTE AO3H HA OOTY/IMHOB HEBPOTOKCUH THI A MOraT Aa AOBEAAT A0 U3pa3eHa HEBPOMYCKYJ/IHA

napanu3a, OTJAIEYEeHa OT MACTOTO Ha HEDKEKTHPAaHE ¢ MHOXECTBO CHMNTOMH, CMMITOMHTE MOrar Jia
BKTIOUBAT 0011a cnabocT, nTo3a, AMILTONHA, 3aTPYAHEHHA B JULIAHETO, 3aTPYIHEHUSA B FOBOPA, Napanu3a
Ha AUXATEJTHATA MYCKYJIaTypa WIH 3aTpyAHEHHUS B NPerIbLlaHeTo, KOHTO MOraT Ja AOBEeAAT 10
ACMHPAIHOHHA ITHEBMOHHA.

MepkH B ciydad Ha Npeao3HpaHe
B cityuyaii Ha npezo3upane WK pa3snpocTpaHeHHe Ha TOKCHHA, NMAaLMeHTHT TPAORA Aa € Mo/ MEHLIMHCKO

HabNIoAEHHE 3a CUMITPOMH Ha H3pa3eHa MYCKyJ/iHa ¢nabocT Wnyd MycKyJiHa napanusa. Moxe aa ce
HAJI0KH CHUMITTOMaTHYHO JIeUEHHE. AKO ce MOABYH Napain3a Ha AHXaTe/IHaTa MyCKyJ1aTypa, MOXKe 3 Ce
HAJIOKHM ACHCTHPAHO TUILAHE.

5. ©®APMAKOJIOITNYHH CBOUCTBA

5.1 dDapmMakoJHHAMHYHH CBOHCTBA

dapmakoTepaneBTH4YHA rpyfa: APyr¥ MYCKYJIHU PEIaKCaHTH, nepudepHo NeHCTBAllY NPOAYKTH,
ATC xon: MO3AXO01

BoTYNIHHOBHMAT HEBPOTOKCHH THN A OJIOKHpa XONMUHEPrHYHOTO NpeaBaHe B HEBPO-MYCKY/IHHTE
CHHAICH Ype3 MOTHCKaHe Ha 0CBOOOXKIaBaHeTO Ha aleTHIIXOJIMH. HepBHHUTE OKOHYaHHA B HEBPO-
MYCKY/THHTE CHHAICH CIHpaT /1a OTTOBapAT Ha HEPBHHU UMITYJICH H C€ NPEKBCBA CEKPELIHATA Ha
HEBPOTPAHCMHTEpPa NPH MOTOPHHTE MJIOYKH (XHMHYECKA AcHepBalua). Bb3cTarnoBsBaHETO Ha
NnpeaaBaHETO Ha UMITYJICH CTaea cjied GOpMHPAHETO Ha HOBH HEPBHH OKOHYAaHHA H NOBTOPHOTO
CBBP3BAHE C MOTOPHUTE TUIOUKH.

MexaHW3bM Ha JEHCTBUE
MexaHM3MBT Ha JelicTBHE, Upe3 KOHTO OOTYNIMHOBUAT HEBPOTOKCHH THI A OCBILIECTBABAE C

B(bﬁI(TH BBPXY XOJHHCPrHiHHUTE HCPBHH OKOHYAaHHA, MOXC l1a CC OITHIIC KaTO IPpOUCC, K
CNCAHUTE YCTHPH MOCJICOOBATC/IHH CTBIIKH.

. Cpbp3BaHe: TEXKATa Bepura Ha 60TYIMHOBUS HEBPOTOKCHH THIT A ce CBbP3Ba m
BHCOKa H30HMPATENHOCT M A(pPHHUTET € PELIENTOPUTE, KOHTO C€ CPeLlaT caMo B X EH fj‘;ﬁ"t
| Lo’
OKOHY2HHS; o ]
&/



. UHTepHanu3auys: CBHBaHe Ha MeMOpaHaTa Ha HepBHHUTE OKOHYaHHs M abcopOLMs HA TOKCHHA B
HEPBHOTO OKOHYaHHWE (€HAOLIMTO3a);

. TpaHcaoKaMa: AMHHO-TEPMHHAIHUAT CErMEHT Ha TEXKaTa BepHra Ha HEBPOTOKCHHA (hpopMupa
nopa B MeMOpaHaTa Ha Be3UKyJiaTa, AUCYI(pHAHATa Bpb3Ka Ce pa3LicnBa H JieKaTa BEpMra Ha
HEBPOTOKCHHA NPEMHHABA Mpe3 Nnoparta B LIHTO30J1a;

. EdekT: cnea karo nekara Bepura 6pae 0cBobojieHa, T4 ce pa3LenBa MHOTO CNEUUPUUHO C
tapreTHus npoterH (SNAP 25), koitTo BMa chlecTBEHa poJid 3a 0CBOO0KIABAHETO Ha

ALCTHITXOJIHH.

Cnea MHTpaMyCKYJTHA MHKEKLMA ITHIHOTO Bb3CTAHOBABAHE HA (PYHKLMATA Ha MUTOYKUTE/NPEJAaBAHETO Ha
HMITYJ/ICa B HEPBHHUTE OKOHYaHMA 0OMKHOBEHO HACTBHIMBA B NPOAL/DKEHHE Ha 3-4 Meceua, JOKaTo
HEPBHUTE OKOHYAHUS IIPOPACHAT H CE CBBPIKAT OTHOBO C MOTOPHHMTE TUIOYKH.

Pe3ynraTH 0T KNUMHUYMHHTE TPOYYBAHHA

Bepmuxanuu 6pvuxu mexncoy sexcoume, 8UOUMU NPU MAKCUMATHO CMPbU{ane (2nabenapru 2oHKHY)
O61i10 994 nalMeHTH ¢ YMEPEHO /IO TeXKKO M3pa3eHy riadeapHy reHKH, BUAHMH PH MAKCHMATHO
cMpbiBade, ca yuyacTBainH B ripoyusaHus ¢ BOKOTIOP 3a noka3zanuero rnabenapuu rbHKH. OT TAX
169 nauuentn (= 18 roguun) ca 6unu nexysanu ¢ BOKOTIOP ripe3 ocHOBHHA neprHoa HA OCHOBHOTO
ABONHO-CNIANO 1ale0o-KOHTPOIHpaHo npoyuBaHe ot ¢a3a 1l u 236 nauueHTH ca 6MIM NEKYBaHU B
OTBOpPEHOTO Npoxbmkenue (Open-label Extension - OLEX) Ha TOBa Npoy4BaHe. YCIEXHT Ha JICUEHHETO
ce neHHUpA KATO OLIEHKA ,,HAMA" WIH ,Jieka* no 4-roukosa Ckasia Ha OpBUKHTE 110 JIHLIETO, OLEHEHA
OT U3CISAOBATENS Ha 4-Ta CeAMHLA ITPU MAKCUMATHO CMpbLUBaHe. [Ipoy4yBaHeTo N1eMOHBCTpHpa
CTATHCTHYECKH 3HaYMMa U KITMHMYHO peneBaHTHa epuxacHocT Ha 20 eamHuun bOKOTHIOP B
cpaBHEHHe ¢ Tuane6o. O0wuaT npoueHT Ha yenex € 6un 51,5% B rpynara Ha BOKOTIOP cpeuxy 0,0%
B rpynara Ha nnaune6o. He ce HabnoaaBa BiolasaHe MpH HUTO €AHH NalMeHT, nekysad ¢ BOKOTIOP
B OCHOBHOTO npoyuBaHe. Toga Geilie MOTBLPAEHO OT NO-rojieMus 6poii y4acTHHLM, OLieHEHH Ha JieH 30
cnopen Ckanara 3a OpBbUKM N0 JTULETO MPH MaKCHMAIHO CMPBLIBaHE KAKTO OT H3CNENOBATENs, TaKa H
OT nalMeHTa, NoKa3Balla 3Ha4YUTEMHO NMO-BHCOK OS5I Ha OTTOBOPHIIUTE Ha JICUEHUETO Cpel NAUHEHTHTE,
nonyyasainy 20 enquuuun BOKOTIOP, B cpaBHeHHe ¢ nnanebdo.

AHANH3BT Ha NOATPYNHTE NOKa3Ba, Y€ ePUKaCHOCTTA NIPH NALMEHTH HA BB3pacT HaA 50 rozHHHU € no-
HHUCKA B CpaBHeHHe ¢ no-mnanurte nauveHTH. [Ipn 1ax 113 maumenT ca 6win Ha Bb3pacT 50 roguHH
WK No-MJIady U 56 naiuueHTH ca Ound Ha Bb3pacT Hag S0 roavHu. E¢pukacHOoCTTA TTPU MBIKETE € NO-
HHCKA B cpaBHeHHe ¢ xeHuTe. [Ipu Tax 33 nauueHTH ca OWin Mbake U 136 nauueHTH ca OHITH XKEHU.

TepanesrruHara ekBuBaneHTHocT Ha BOKOTIOP B cpaBHenue ¢ nponyxra-komnapatop Bucraben/
BoToke, ChabpKall KOMILIEKC OT 60Ty IMHOB TokcUH THIT A (onabotulinumtoxinA, 900 kD), ¢ noka3sana
B JIB€ CPABHUTEJIHH, NPOCNEKTUBHH, MHOTOLIEHTPOBH, PAHAOMH3UPAHU, ABORHO-CIIENH NPOYYBaHHA (N =
63 1) npu u3znon3eaHe Ha eJUHHYHHU 0034 (20 U 24 eaAUHULIM CHOTBETHO). PeaynraTHTre OT NMpOYYBAHETO
noka3sat, 4¢ BOKOTIOP # npoaykra-KoMnapaTop HMaT CXOA€eH Npodun Ha epHUKACHOCT H

0€30MacHOCT npH NauMcHTH € YMEPEHO A0 TCXKKO H3Pa3CHH I‘HEGEJI&[JHH JIHHHH, BUWJHMH TIDH
MaKCHMATHO CMPbLIIBAHE, KOratTo CC H3NOJI3BaT € A030B0 CbOTHOUICHHC Ha KOHBCPCHA 1:1 (B)l{. TOYKa

4.2).

IsnrocpouHaTa 6e30MacHOCT NPH NedyeHHe ¢ NoBTapdiia ce A03a (20 enuHuun) Ha riabenapHu OpbUKHK,
BHIMMH NMPH MAKCHUMAJIHO CMPBILUBAaHe, € i0Ka3aHa B npoy4BaHe ot ¢as3a III 3a nepuon Ha nevyenue 1o
IBE TOAMHHU C A0 8 nocnenopaTelHd HHKeKUHOHHHA LHKbaa (MRZ 60201-0609, n = 796 ) [Rzany et al.,
2013].

Cmpanuyunu nepuopbumainu DPouKu, 8UOUMY NPU MAKCUMAIHA YCMUBKA (mun ,,na4u

ke ¢ 12 eaunvi BOKOTIOP wnu nnaueGo Ha crpaHa (B oOnacTra Ha AACHO/ A
CpaBHEHHE Ha 3-TOYKOBH H 4-TOUKOBHY CXEMH 33 HHIKEKTHpaHE. Y CIIEXbT Ha JIeueH

KaTo ﬂﬂﬂOﬁpBHHB OT MoHe | TO4YKa B CPpaBHCHHE C H3XOAHOTO HHBO IO 4-TOYKOBA C



HEe3aBUCHM OLIEHUTEN Ha 4-Ta ceAMHLIA, H3NOA3BafiKM CTaHAAPTH3HPAHY UH(POBU CHUMKH, HalpaBeHH
NpH MaKCHMAJTHA YCMHMBKA Ha 30HHUTE OKOJI0 iBeTe 0uH. Y aBeTe CxeMH 3a HHXKEKTHpaHe, ¢ 3 TOUKH H C
4 TOUKH, MOKA3BAT NPEBE3X0/CTBO CNPsAMO Mmiauebo. 3a cxeMara 3a HHXEKTHPaHe ¢ 3 TOYKH CTENEHTa
Ha ycrniex e 6una 69,9% e rpynara Ha BOKOTHOP cpeury 21,4% B rpynara Ha nmnauebo, a 3a cxemara 3a
HIDKEKTHPaHeE ¢ 4 TOYKH - CBOTBeTHO 68,7% cpeiry 14,3%. He ce Habnionapa Biowasaxe nNpy HATO

enuH nauueHT, nekysal ¢ BOKOTIOP, Tosa 6eiie noTBBpAEHO OT NO-rojieMust OpoH y4acTHHLIH,
oneHeHH Ha aeH 30 cropes 4-TOYKOBa CKaJla HPH MaKCHMAJIHA YCMHBKA KAKTO OT U3CJISA0BaTeIA, TaKa

M OT NaLMeHTa, MOKAa3Balla 3HaAYUTETHO NMO-BUCOK A1 HA OTTOBOPHNUTE Ha JIEYEHHETO Cpen
nauuenTrte, noayvasauy 12 egunuiu bOKOTIOP na cTpana B obnacTra 0koJ10 0KOTO, B CPABHEHHE C

rnareoo.

bpvuku e zopnama uacm na augemo
EdukacHocTTa H 6e3onacHocTTa Ha 54 1o 64 eauanurd BOKOTIOP ripy koMOWHMPaHOTO NieueHHe Ha

OpbukK B ropHaTa 4acT Ha NUUeTo (rnabenapHu reHKH, BATHMH NMPH MAKCHMAITHO CMPBILIBAHE,
CTPaHW4HH NEPHOPOUTANHH OPBYKH M XOPH3OHTANHH OPBUKH Ha 4€I0TO) Ca H3CNEABaHH B IL1aLeto-
KOHTpPOJIHpaHo Npoyysare oT ¢aza [II, srriousamo 156 narueHTn. OTroBOpUINTE Ha JIEYEHHETO Ca
orpeAesieHH KaTo NALHEHTH ¢ OLEHKa ,,HAMA® WIH ,,JieKa"™ NPpH MaKCHMaIHa KOHTPaKUHA, KAKTO ¢
OLICHEHO OT M3C/IelOBATEN ChIVIACHO 5-TOUKOBHUTE CKai Ha Merz Aesthetics. AHaNU3BT AEMOHCTPHpA
CTATHCTHYECKH 3HAYHMHY Pa3jiMuug B leueHHETO U BHCOK NpoueHT Ha orrosop npu bOKOTIOP npw
NeUYEeHUEeTo Ha rnadenapHH bHKH, BHANMH NMPH MAKCHMANTHO CMPBUIBAHE, CTPAHWYHH NEPUOPOUTANHY
OpPBYKH ¥ XOPHIOHTAIHH GPBUKH Ha YENOTO, CAMOCTOATENIHO 1M KOMOMHHMPAaHO 3a BCHUKH 0bnacTy.
O6wo 82,9% ot naunenture, nekyBaid ¢ BOKOTIOP, noka3sar orroBop Ha eueHHeTo Ha rinabenapHm
MbHKH, BUJHMH TIPH MAKCHMAJTHO CMPbLIBaHe, IOKATO HUKOW OT Y4aCTHHLMTE ¢ miauebo He e
orropopu1. [Ipu cTpaHkuHKTE NepHopOHTaNHN OpbukH ce HabmoaaBa oTrosop npu obo 63,8% ot
nauueHTHTe, Jekyepanu ¢ BOKOTIOP, B cpaeaenue ¢ 2,0% ot naunentute ¢ mwianedo. Obiwo 71,4% ot
nawuHeHTHTe, JekyBaHd ¢ BOKOTIOP, noka3ssat oTropop npH NieueHHe Ha XOPHU3OHTAIHH OpPBUKH Ha
YesIoTo, JOKATO CaMO €IMH YUaCTHHK, TpeTHpaH ¢ rwiaunebo (2,0%), e orrosopwi. KomOHHHpaHo H 3a
TpuTE 00NaCTH OTrOBOP € AOKIAABAH NpH noBeueTo nauueHTH 8 rpynara Ha BOKOTIOP (54,3%) u npu
HUKO OT MAalEHTHTE B rpynara Ha ruauebo (0,0%).

IIvnrocpouHaTa 6e30nacHOCT W NOHOCHMOCT Ha 34 10 64 epunnuy bOKOTIOP e nemoncrpupana B
NPOCNEKTHBHO, OTBOPEHO, MHOIrO030B0 Npoy4BaHe oT ¢a3a Il 3a neproa Ha nedyeHHe OT noBeye OT
elHa roAxHa ¢ 4 MocaeAOBaTENHH HHXKEKLIMOHHH LIHKBJIA npy 00wo 125 naumeHTy ¢ yMepeHo Ao
TEXKO H3pa3eHH OpBUKU B ropHaTa YacT Ha JIHLETO.

[leapaTpryHa nomynalus
Esponeiickata areHus IO JICKapCTBaTa OCBOO0KAARA OT 3abL/DKEHHETO 3a NPEAOCTaBsAHE Ha

pesyarard ot npoy4BaHui ¢ BOKOTIOP BbB BcrukH noarpyny Ha neAHaTpH4YHaTAa MOMyJiauMs 3a
neyeHHe Ha HHAYLUHPAHH OT MYCKYJIHTe OpbuKH (BXK. To4Yka 4.2 32 HHPOpMalKMA OTHOCHO NeAHaTPHYHA

ynorpeoa).

5.2 @PapMaKoOKHHETHYHH CBOHCTBA

Q0O111a XapaKTepHCTHKA Ha AKTHBHOTO BELIECTBO

He e Bb3MOXKHO NPOBEXKIAHETO HA CTAHJAPTHUTE KHHETHYHH NMPOY4YBaHHA H MPOY4BaHHA 38
pasiipeesieHHe ¢ 0OTYJIHHOB HEBPOTOKCHH THIT A, 3allI0TO aKTHBHOTO BELLIECTBO C€ NpHJiara B MHOTO
MAJIKM KOJTH4eCTBA (HAKONKO MHKOrpaMa Ha UHKEKLHMA) H 3al0TO MHOT0 Obp30 W HeobpaTHMO ce
CBBP3BA C XOIHHEPrHUHHTE HEPBHH OKOHUYaHMA.

Hatueuuar 60TYyNHMHOB TOKCHH THI A € KOMIUIEKC ¢ BUCOKO MOJIEKYJTHO TETJIO, KOUTO OCBEH
HeBpoTokcHHA (150 kD) cvanpka H Apyrid, HETOKCHYHH MPOTEUHH KATO XEMArTyTHHUHH H
Xe€MarTyTHHHHH. 3a pa3/inKa OT CTAHJAPTHUTE JIEKapCTBEHH NPOIYKTH, ChAbpKaLiy 6
tin A koMruieke, BOKOTHOP ceabpxka uncT (150 kD) HeBpOTOKCHH, 3a110TO HE ChAk
KOMIUIEKC000pa3yBaniy NpOTEUHH, NOPAU KOETO € C HUCKO ChIBPXKaHHME Ha YyXA Np

JIEHEHHCTO.
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3a 6OTYJIHHOBHSA HEBPOTOKCHH THIT A € YCTAHOBEHO, Y€ CJIEA] HHTPaMYCKYJIHO HH)KEKTHpaHe TOH

NOZLTEXKY Ha PETPOrpajeH akCOHANIeH TpaHCMopT. BenpexH ToBa, peTporpagHo TpaHC-CHHANTHYHO
[IpeMHHABaHE HA aKTHBHHA GOTYIMHOB HEBPOTOKCHH THIT A B HEHTPa/iHATa HEPBHA CHCTEMA HE €

YCTAHOBEHO NpH TCPanCBTHYHO 3HAYTHMH OO3H.

CeBp3aHUAT ¢ peuenTopute SOTYIMHOB HEBPOTOKCHH THI A HaBJIH3a 4peE3 CHAOLIKTO3a B HEPBHHUTE
OKOHYAaHHA NpeaH Aa nocTurae o uenta ¢ (SNAP 25) u Torasa 6uBa noa/1oeH Ha BTPEKIETHYHO
pasrpaxjane. CBoOOAHO LMPKYJIHpAMTE MONEKYIH OOTYJIHHOB HEBPOTOKCHH THIT A, KOHTO HE ca
CBBP3aHH C NMPECHHANITHYHUTE XOMHMHEPrHYHH PEUENTOPH Ha HEPBHHTE OKOHUYaHH4, OUBaT
(aroUUTHPaHH WIH MHHOLUWTHPAHH M CE pa3rpaXkIaT KaTo BCEKH ApYTr cBOOORHO LIMPKYJIHpaLl
NpPOTEHH.

PasnpeaeneHne Ha aKTUBHOTO BEUISCTBO MPH NALIMEHTHTE
He ca nposexaanu dpapMakokuHeTuyHu npoyusaHus ¢ bOKOTHOP npu xopa nopaay ropeondcaHuTe

NPUYHHH.

5.3 IlpeaxnandvuHHA JAHHH 33 0€300ACHOCT

HexnMHWYHKTE JaHHH HE NOKa3BaT 0cOOECH pHUCK 3a XOpaTa Ha 06a3aTta Ha CTaHJapTHHTE NPOYYBaHHA 34
nekapcTBeHa 0e30MacHOCT MO OTHOLLEHHE HA ChPAEYHOCHAOBATA H CTOMALIIHO-YPEBHATA CHCTEMA.,

PesynraTure OT W3BLPIIEHHATE MPOYYBAHHA 32 CUCTEMHA TOKCHUHOCT CJIER MHOMO030BO IPHJIOKEHHE
Ha BOKOTIOP npu >KMBOTHHM €& CBBbP3aHHU OCHOBHO ¢ (PapMakOIMHAMHYHOTO My AECHCTBHE, T.€. aTOHHA,
rnapesa ¥ aTpo¢usa Ha HHOKEKTHPaHHA MYCKYIJIL.

HsimMa naHHH 3a JIOKaJTHa HeMOHOCHMOCT. [IpoyuBaHusaTa 3a penpoaykTuBHa TokCH4YHOCT Ha BOKOTHOP
HEe MOKa3BaT HHTO HeXesNaHH €eKTH BbPXY PEPTUITHTETA NMPU MBKKH WIH XKEHCKH 3aHLH, HHTO
OUPEKTHH edeKTH BbpXy eMOpHO-(peTaIHOTO HIH MNpe- U MOCTHATATHOTO Pa3BHTHE NPH [UTHX0BE H/HIH
3aiiiii. Bunpeku ToBa npunoxenneto Ha BOKOTIOP nipe3 pa3inusy HHTEPBANTH (IHEBHH HIIH HE
TOJIKOBA Y€CTH) B H3CJIeABAHKATA 38 €eMOPHOTOKCHYHOCT B JIO3M, MOKA3Ballld HAMANSIBAHE Ha TEJIECHOTO
TEIVIO NPH MaiKaTa, € JOBeNO A0 yBenHyapaHe Ha Opos Ha abopTUTe NpH 3aHLM H JIEKO HAMAISIBAHE HA
TEJECHOTO TErJIO Ha (eTyca npHu IiIeXoee. He € 3aau/mKkuTeTHO ga ce NpHeMe, Ye MpOab/PKHTEIHATA
CUCTEMHA €KCITO3UIIMA Ha MalKHTe Mo BpeMe Ha (HEW3BECTHA) YYBCTBHTE/HA (pa3a Ha OpraHOreHesara €
npeapaznonarail GpaxTop 3a HHAYLHUPAHETO HA TEPATOTEHHH €PEKTH B TE3H MPOYUBAHHSI.
CnepnoBaTesHo, rpaHiuMTe Ha 6€30MaCHOCT MO OTHOLICHHE HA KIMHHYHATA Teparnus KaTo LsIo ca HUCKH
[IPH BUCOKH KIIMHHYHY JO3M.

3a BOKOTHOP He ca npoBexxaaHH NMPOYyYBAHHA 34 FEHOTOKCHUYHOCT WIH KApLIMHOM€HHOCT.

6. ®APMAIEBTHYHH JAHHU

6.1 CnoHchK HA NOMOIHUTE BEellleCTBA

Yopewwkn andymus
3axapo3a

6.2 HecbBMECTHMOCTH

To3u neKkapcTBeH NPOAYKT He TpaOBa f1a ce CMeCBa ¢ APYI'M JIEKapCTBEHU NIPOAYKTH, C U3
Te3H, MIOCOUYEHHU B T. 6.6, W AR, S

6.3 Cpox Ba rogHoct

3 roagHHH
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Ilpuzomeen pasmeop
JToka3aHo €, Ye NPOAYKTHT € XUMHUYECKH U Qu3nyecku crabHieH B NIEpHOA HA H3NOJ3BaHe 3a 24 yaca

npH remneparypa ot 2 °C ao 8 °C.

OT MHKpPOGHOJIOTHYHA [IEAHA TOUKA NMPOAYKTHLT TpsOBa Aa ce u3non3ea He3abaBHO. AKO He ce
H3M0N3Ba He3a0aBHO, BPEMETO H YCIIOBHATA Ha ChbXPaHEHHE B NEPHOA Ha H3MOIN3BAHETO MY Ca
OTrOBOPHOCTH Ha NoTpeGuTENS  OOMKHOBEHO TOBa He € noseye oT 24 yaca npu 2 °C ao 8 °C, oceen
aKO MPHUIOTBAHETO HE € CTAHAJIO B KOHTPOJIHPAHH H BATHAHPAHH acCelTTHYHH YCIIOBHS.

6.4 CpnennaanH yC/JIOBHS HA ChXpPAHBEHHE

Ila He ce cbxpanaBa Han 25 °C.

3a ycnoBMATA Ha ChXpaHEHHWe criefl pa3TBapsHe Ha JIEKapCcTBEHHS MIPOAYKT BIDKTE To4Ka 6.3.

6.5 BHAH cHABPKANHEE HA ONAKOBKATA

dnakoH (cTpri10 THN 1) ¢ Tana (6pomOyTHnoBa ryma) u obesonaceHo 3aneyarsaHe (ATyMUHHH).
OnakoBkH ot 1, 2, 3 win 6 dnakoHa.
He BcHuku BHIOBE ONMAKOBKKM Morat Aa ObaaT mycHaTH B npogaxda.

6.6 ChnenHaJHHA NpeaANa3HEA MEPKH NPR H3XBLpJ/iaHe H paboTa

PasrBapsaHe
IMpenu ynotpeba BOKOTHOP ce npuroTes ¢ HHXKEKUMOHEH pa3TBOP Ha HaTpHEB XJ1opya 9 mg/ml

(0,9 %). [IpuroTeaHeTO ¥ pa3pexIaHeTo Ha pa3TBopa TpaOBa Aa cTaBaT cnope/ npaBHiaTa Ha gobparta
KIHHHAYHA IPAKTHKA, 0OCODOEHO 10 OTHOLIEHHE Ha acelTHKATA.

CoraacHo go0parta npakTHKa pa3TBapAHETO Ha ChIbPHKAHUETO Ha (UiakoHa W NOATOTOBKATA HA
CPHHLOBKATA TpAOBA Aa ce W3BBPLUBAT HAJ XapTHEHU KbPIH C IJIaCTMAacoB (UM, 3a Ja ce uiberHe
BCAKAKBO pa3nuBaHe. B CpuHLOBKA C€ acOMpHpa CHOTBETHOTO KOJHYECTBO Pa3TBOP HA HATPHEB
xsopua. [lpenopbuBa ce 3a pa3TBapsHeTo Aa ce u3nonssa uriaa 20-27 G ¢ kbco ckocsapane. Cnen
BEPTHKAIHO BbBEXKIAHE HA WIJIaTa NMpe3 r'yYMEHATA Tana, pa3TBOPHMTENAT TpabBa Aa ce HHIKEKTHpa
BHHMATEIHO BbB (h1aKoHa, 3a Ja ce uzberHe oOpasyBaHeTo Ha MgHA. AKO BaKyyMbT BbB (pnakoHa He
M3TErNIM pasTBopHTeNns, GnakoHsT TpAOBa Aa ce W3XBbpaH. OTCTpaHeTe CIPHHLUOBKATA OT (UiakoHa H
cMecere BOKOTIOP ¢ pasTBopa, KaTO BHUMATEIHO pazkiallaTte ¥ o0pbiuate/novdyksare (uiakoHa —
pasTBOPBT HE TpAOBA Aa ce pa3Knamia TBbpAe eHepruyHo. [Ipn HeoOXonUMOCT, Hrnara, H3MoJi3BaHa 3a
pa3TBapAHETO, MOJXKE JIa OCTaHE BbB (pJ1aKOHA H HEOOXOAUMOTO KOJIMYECTBO OT Pa3TBOpa Aa € H3aAbpna
C HOBa CTEPWIHA CIIPHHLIOBKA, TIOIXOAA1lA 32 HH)KCKTHPAHE.
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PaztBopenusst BOKOTHOP e 6uctop, 6e3usereH pa3tBop 6€3 BUAUMH HYaCTHULIH.

BOKOTIOP He TpsbBa na ce U3nos3Ba, ako pa3TBOPBLT € MBTEH WIH ChABPIKA NnaplLajiecTa yraika Hin
BUAWMH YaCTHLIH.

Bb3moxxHuTe koHUeHTpauuu 3a BOKOTHOP 50 u 100 equnuum ca nocoyeHu B ciieqHara Tadiudiia:

J00aBeHO KOJIHYeCTBO PAa3TBOPHTEJ]
[Toy4ena no3a (natpues xsiopua 9 mg/ml (0,9 %) uHxxekuroHeH pa3TBop)

(B enuauLM Ha 0,1ml)
®aakoH ¢ 50 exuHHIH PDiakoH cbe 100 exuHHIH
S enHHHIH ] ml 2 ml
4 eHHHIH 1,25 ml 2.5 ml

KonuuyecTBa OT pa3TBOpa 3a MHXKEKTHpaHe, CbXpaHsABaHHU NMoBeye OT 24 yaca, KAKTO U HEU3IIOJI3BAHUTE
KOJIMYECTBA OT pa3TBOpa 3a UHXKEKTHUpaHe TpAOBa J1a ce U3XBBPJIAT.

[Ipouenypu, KOUTO cie/Ba Aa ce Cra3Bar Mpyu U3XBbPJISIHE HA ynoTpeOsBaHU (IaKOHU, CTIPUHLIOBKH M
MaTepUaIH

Bcuuku HeM3nos3BaHu (plakOHM MM OCTaHaJl pa3TBOP BbB (pJIakOHAa W/HJIM B CIPUHLIOBKKTE TpsAOBa J1a
ObaaT aBroknaBupaHd. Karo antepHaruea, BCUuku octarb4yHu kojimuectBa BOKOTHOP morar na 6baar
WHAKTHUBUPaHHU 4upe3 no0aBsHe Ha HAKOH OT cinegHure pastBopu: 70 % eranon, 50 % usonponaHod,

0,1 % SDS (anuoHeH aerepreHT), pa3peaeH pa3Teop Ha HaTpueB xuapokcua (0,1 N NaOH) unu
pa3pezieH pa3TBOp Ha HatpueB XUNoOXJIOpHUT (noHe 0,1 % NaOCl).

Cnen MHaKTHBUpaHe yrnotpedsaBaHuTe (pIaKOHH, CIPUHLIOBKH U MaTepUaliu He TpsAOBa 1a ce U3rpas3par
U TpsAOBa [1a ce MOCTAaBAT B MOAXOASIIN KOHTEHHEPH U U3XBBPJIEHH ChIJIACHO MECTHUTE pa3nopeiou.

[IpenopbkH 1pyU Bb3HUKBAHE HA HHUMJIEHT Npy OopaBeHe ¢ 60TYJIMHOB TOKCHH TUN A

. PazcMnaHOTO KOJIMYECTBO OT NpoAYKTa TpsOBa aa ce u3dbpiue: uiu ¢ abcopbupain MaTepua,
UMITPErHHUPaH C HAKOH OT ropenocOYEHUTE pa3TBOPH B CIy4ai Ha Ipax, WK ChC CYX,
abcopOupall Mmarepuasn npu pa3TBOPEH NMPOAYKT.

. 3aMBbpPCEHHTE NMOBBPXHOCTH TpsiOBa Aa ce MOYMCTAT ¢ abcopOupalll MaTepuall, UMIMPErHupaH ¢
HAKOH OT ropenoco4YeHUTe pa3TBOPH, CJIe/l KOETO Jia ce NoACYLIaT.

. AKo ce cuynH ¢paakoH, 00paboTeTe Mo ONUCaHUsA MO-rope Ha4MH, KaTO BHUMATEJTHO
napyerara CYyrneHo CTbKJIO U U30bplieTe MpoAyKTa, KaTO BHUMAaBaTe a He ce nop

. AKO NMpOAYKTHT BJle3e B KOHTAKT C KO)KaTa, U3IIakHeTe OOMJIHO 3aCErHaToOTO M o§

. AKO NpOAYKTHT MONajgHE B O4YMUTE, U3IUIAKHETE OOUITHO C MHOT'O BOJA MJIM C pa3 og
MPOMHUBKH.

. N



¢ AKO MPOAYKTHT MIPOHHKHE B paHa, CPA3aHa KOXKa HIIK KOXa ¢ HapyllicHa HAJIOCT, H3TNIAKHETEC
oOWIIHO ¢ MHOTO BOJIA H B3eMETE MNOAXOAAIIHNTE METULIMHCKH MEPKH B CLOTBCTCTBHE C
HHXXEKTHpaHAaTa 1034.

Te3n MHCTPYKLHMH 32 H3NMO3BaHE, paboTa M U3XBBPISHE TPAOBA CTPUKTHO Aa Ce Crna3Bar.

7. IMPHTEXKATEJI HA PAZPEHNIFHUETO 3A YIIOTPEBA
Merz Pharmaceuticals GmbH
Eckenheimer Landstrafie 100

60318 Frankfurt am Main
['epMaHns

8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEDBA

BOKOTIOP 50 enMHMuM npax 3a HHXEKLMOHEH pa3TBOp - perHcTpaluoHeH HoMmep: 20210084
BOKOTIOP 100 eauHHLM npax 3a HHXKEKIMOHEH pa3TBOp - peructpauyoHed HoMep: 20210085

9. JATA HA ITBPBO PASPEHIABAHEMIOHOBSABAHE HA PA3ZPEINIEHHMETO 3A
YIIOTPEBA

Hara Ha mbpBo paspewasaHe: 12 anpun 2021 r.
IaTta Ha nocneaHo noaHoBABaHe: 13 cenremepy 2021 .

10. JIATA HA AKTYAJIMN3HPAHE HA TEKCTA

12/2025
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