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KPATKA XAPAKTEPUCTHUKA HA MMPOAYKTA

1. UME HA JIEKAPCTBEHUA ITPOAYKT

BOKOTHIOP 50 enuHuuM nmpax 3a HHKEKLIMOHEH pa3TBOp
BOKOTHIOP 100 enuHHLIM npax 32 HHKEKLMOHEH pa3TBOP

BOCOUTURE 50 units powder for solution for injection

BOCOUTURE 100 units powder for solution for injection

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

FOKOTIOP 50 eounuyu

Enuu dnakon ceabpxa S0 equHuum 60Ty IMHOB TOKCHH THN A (Botulinum toxin type A) (150 kD), 6e3
KOMILJIEKCOOOpa3yBally MPpOTEHHHU .

BOKOTIOP 100 eouruyu

Enun dnakon coabpxka 100 eaunuum 60Ty iMHOB TOKCHH THN A (Botulinum toxin type A) (150 kD), 6e3
KOMILJIEKCOOOpa3yBally MPOTEHHH ™.

' bomyaunoe mokcur mun A, npevucmen, om kyamypu na Clostridium Botulinum (wyam Hall)

3a ITbJIHKA CITUCHK Ha MOMOLIHUTE BellleCTBA BUXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

[Tpax 3a MHXKEKLIMOHEH pa3TBOP (Mpax 3a HHKEKLIMS )
bsan npax

4. KJIUHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHH
BOKOTIOP e noka3aH 3a BpeMeHHO NoaoOpeHHe Ha BbHLUHUSA BH HAa OpbYKH B rOpHATa 4acT Ha

JIALETO MPH Bb3PACTHH MALMEHTH HA Bb3pacT NoA 65 roAMH1, KOraro u3pa3eHocTTa Ha Te3H OpbUKH
MMa BaXXKHO NCUXOJIOTMYECKO Bb3IEHCTBHE BHPXY NMaLlMEHTa:

] yMEpeHH 10 AbJI00OKH BEPTHUKATHUA OPBUYKH MEXAY BEXKAUTE, BAAUMHU NPU MAKCUMAIIHO
cMmpbliBaHe (rnabenapHu rbHKH) W/ UK,

. yMEepeHH J10 AbJIOOKH CTPAaHHYHHU NEpHOPOUTAIHM OpbUKH, BUIHMH NIPU MAaKCHMaJlHa YCMHBKA
(Thn ,,ma4m Kpak’) W/ unm,

. YMEpEeHH J10 AbJIOOKH XOPH30HTATHH OpBYKM HA Y€JI0TO, BHIAHMH NIPH MAKCHMAJIHO MOBJAUIaHe Ha
BEXKJIHTE.

4.2 J103UpOBKA H HAYHH HA NMPHJIOKEHHE

[Topaau pa3jiIHKH B AKTHBHOCTTA HA NPHJIOKEHHTE eIHHULH, A03uTe (B eanHulH) 3a BOKOTHIOP
He A B3aHMHO3aMeHsIeMH € Te3H Ha JAPYIH JIeKAPpCTBEHH NPOAYKTH HA 0a3aTa Ha O0TY/IHHOB
TOKCHH THI A,

3a noapobHa uHGopmauus OTHOCHO KIHHHYHKMTE npoyyBaHus ¢ BOKOTIOP B cpaBHeHune
craHaapTHUs 60Ty IMHOB TOKCHH THN A komruieke (900 kD), BuxkTe Touka 5.1.



O61n
BOKOTHIOP moxe aa ce npunara eIMHCTBEHO OT JIEKApH € NMOAXOAAIA KBATU(HUKALIMA U HEOOXOAUMHUS

OITHT B NPHJIO0KECHHCTO Ha 60T'}’J'IHHOB TOKCHH THI A.

HOSHEDBKH

Bepmukannu opvuKku mexcoy eexcoume, 6UOUMU RPU MAKCUMAIHO CMpbUeéane (2raberapiu ZoHKu)
[IpurorseHusT bBOKOTHOP B no3a ot 4 eq1MHULM ce nmpuiara BbB BCAKO OT 5-T€ HHKEKLUMOHHHU MecTa:
JIBE HHXEKLIMH BbB BCEKH MYCKYJI KOpyratop (corrugator) v eiHa HHXEKLUA B MYCKYJI NpoLepyc
(procerus), koeto otrosaps Ha oOwma no3a ot 20 eauHuuM. Jlozata moxke na Obae yBeH4YeHa OT JieKaps
10 30 eAMHHLM, aKO TOBA CE€ Hasara OT HHAMBHMIYATHUTE HYX/HM Ha MalUMeHTa, KaTO UMa UHTEpPBaJl OT
MoHE 3 Mecella MKy TPETHPaHHATA.

{
-~

(;‘,-:.; 5
<

W
e —

' n\ —f Tt

b

[TonoOpeHue Ha BepTHKANHHTE OPbUYKH MEXIY BEXKAUTE, BUIUMH NMPH MAKCUMAJIHO CMPbLIBAHE
(rnaGenapHu rbHKH), OOMKHOBEHO HACTBHIIBA B PAMKHTE Ha 2 10 3 IHH, KAaTO MaKCHMasIeH e(eKT ce
HaOmroaaBa Ha aeH 30. E¢exrbT ce 3ana3sa 10 4 mecela cjiel HHKEKTHPAHETO.

Cmpanuyunu nepuopbumainu OpvyYKU, 6UOUMU NPU MAKCUMATHA YCMUBKA (mun ,nayu Kpak”)
[IpurorBenuaT BOKOTIOP B no3a ot 4 eaMHUUM ce npujiara Ha BCAKO OT 3-T€ HHXXEKLIMOHHU MECTa OT
BcAKa cTpaHa. EnHa uikexkuus ce nocrass npubausutenHo Ha 1,0 cm narepanHo Ha KOCTHUSA
opburaneHn pb0. Beska oT apyrure aBe HHKEKUMH TpsAaOBa na ce nocraBu npubausurento Ha 1,0 cm Han
1 noa obnacTra Ha MbpBATa HHIKEKLHA.
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CranpaprHara o0lua npenopbYMTENHA 1032 32 €AHO TpeTHpaHe € 12 eIMHULHM OT BCAKA CTpaHa
(oxkoHyarenHa obiua no3a: 24 eqAMHULM).

[TonoOpeHue Ha cTpaHHYHHUTE NepHOpPOUTANTHH OpBbYKH, BUIAMMH NMPH MAaKCHMAaJIHA YCMHMBKA (T

neH 30. EdbexTsT ce 3ana3sa 10 4 Mecena ciiel HHKEKTHPAHETO.



Xopuzonmainu Opv4KU HA Ye10mOo, 6UOUMU RPU MAKCUMAIHO NOBOUZAHE HA 8edcoume
[IpenopbunTennusaT odu no3oB HHTepsaa € 10 10 20 eaHULM, cnopen HHAWBHAYATHHTE HY)KIH Ha
MalMeHTa, KaTO0 MMa HHTEpBaJl OT MOHE 3 Mecella MEeX 1y TPETHPaHUATA.

[IpurorBenustT BOKOTIOP B obia no3za ot 10 no 20 enunuum ce uHxektupa B musculus frontalis B 5
HH)KEKLIHOHHH MECTa, XOPHU30HTAJIHO Mo ApaBHeHH HA noHe 2,0 cm Han opOuTanHus puo. Ha Besko
HHXKEKLIMOHHO MACTO Ce NMpujiaraT CbOTBETHO 2 €IMHHULH, 3 eAHHHULIM HITH 4 e THHULIH.

HO,D.DGPEHHE Ha XOPH30HTAJIHHTE Gp'bthH Ha 4€J10TO, BHAWUMH TPH MAKCHMAJTHO NMOBAHIaHE HA

BeXAUTE, OOMKHOBEHO HAaCTBIBA B pAMKHUTE Ha 7 IHH, KaTO MakcHMasieH edekT ce HabmoaaBa Ha JIeH
30. EdektnbT ce 3ana3Ba 10 4 meceua cie HHXEKTHPaHETO.

Bcuuku nokazanun
B cny4aii Ha siurnca Ha ieyebeH ycnex B paMKUTE Ha €IMH MECELl Cllell HHKEKTHPAHEeTO, clie/Ba 1a ce
npeanpUeMar CJIEAHHUTE MEPKH:

e AHaiu3 Ha NPUYMHHTE 3@ HEYCNeX, KaTO HanpuMep TBbp/e HUCKA /1033, HENpaBHJIHA

WHXKEKLIHOHHA TEXHHKA, Bb3MOXKHO 00pa3yBaHe Ha TOKCHH-HEYTPaIU3UpaLLH aHTHTENA.

e Kopekuus Ha 103ara CrpsMO aHa/Iu3a Ha rnocjeaHara npy4yrHa 3a JieyeOeH Heycnex.

e [IpeolieHKa Ha yMECTHOCTTA Ha JIeYeHHETO C OOTYJIMHOB TOKCHH THN A.

e B cnyuail Ha IMIICa HA HEXEJTaHW PEeaKLIMK MO BpeMe Ha NMbpBHs JieueOeH ceaHc, MOXe Ja ce

3aroy4He JOMbJIHUTEJIEH JieyeOeH Kypc ¢ HHTEPBaJl MEXI1Y MbPBOHAYATHHUSA H JOMTbJIHUTEIHHUA
neuebGeH ceaHC OT Hal-MaJIKO TPH Mecela.

CneunajHH nomyJjauMH

HMma orpannyenu naHHu ot ¢asa 3 knuuuyHu npoyusanus ¢ BOKOTIOP npu naumenTn Hang 65
roguHH. JIokato He ca HATMYHM JOMBJIHMTEHHU 1aHHHU B Ta3u Bb3pactoBa rpyna, BOKOTHOP He ce
Mpenopb4Ba MpH MaLMEHTH Haa 65 roauHu.

[leaaTpHYHA MonyaauHsA

Be3zonacHoctTa U epukacHocTra Ha BOKOTIOP 3a neuenue Ha BepTHKaIHM OpBYKH MEXKIY BEXKIMTE,
BHWMH NIPH MAaKCHMAJIHO CMpPbLUBaHE (r/1adeslapHu 'bHKH), CTPAHHYHH NEpHOPOUTATHH OPBUKH,
BHAMMH TPH MAKCUMaJIHA YCMHBKA (THI ,,lTa4u KpaK™) U XOPH3OHTAJIHH OPpbYKH HA YEJIOTO, BUIHMH

NpH MAaKCHMaJIHO MOBJIMIaHe Ha BEXKMTE, HE ca MPOYYBAHH MPH Jiela ¥ HOWH noa 18 roauHwu.
ITopaau ToBa BOKOTIOP He ce npenopbuBa npu neauaTpuyHa rnomnyJiaius.

HauuH Ha NPpHJIOAKEHHE
Bcuuku nokaszanua

[IpurorBenusaT bBOKOTIOP e npeaHa3zHayeH 3a HHTPaMYCKYJIHO HHKEKTHpPaHE.




Cnen pasteapsHe BOKOTIOP Tpabsa na ce uanon3sa He3abaBHO W CaMo 3a €HO HHXKEKTHPAHE Ha CaMo
€IHH MaLHEHT.

purorsenustr BOKOTIOP ce uukekTHpa ¢ ThHKa crepunHa urna (ramnp. 30-33 G/ 0,20-0,30 mm B
auameTsp/ 13,00 mm aemkuHA Ha urnara). [IpenopsusanuaT obem 3a HHXKEKTUpaHe € NPHOMH3NTENHO
0,04 oo 0,1 ml Ha eaAHO HHXKEKUHOHHO MACTO.

3a HHCTPYKIIHH OTHOCHO Pa3TBapAHETO Ha JIEKAPCTBEHHUS NMPOAYKT NpPEan NPUIOKEHUETO MY W 34
MHCTPYKLIMH 3a H3XBBPJIAHE Ha GNAKOHUTE BHAKTE TOYKa 6.6.

HHTepBanuTe Mexkay OTACTHUTE NCUeHHA He TpAOBA Mla ca No-Manky oT 3 Mecella. AKO JIEUEHHETO €
HEeYCMEITHO WITH e(QeKTHT NpH NOBTOPHO HIKEKTHpaHe HaMansaBa, TpAOBa Aa ce U3NON3BaT
ANTEPHATHBHH METONH Ha NCYEHHE.

Bepmuxannu GpoiKi Medicoy sedcoume, UOUME nPU MAKCUMANARO cMpuiyéane (2aabenapru ZeHKu)
ITpean | NoO BpeMe Ha HHAXKEKTHPaHE, NaJeUrsT WK nokasaneireT Tpadea aa Gwae nocraseH crabunko
pp0a Ha ouHaTa KyXHHa, 3a Ja ¢e NpeaoTBpaTd AHGY3Hs HA pa3TBopa B Ta3d obnact. Mrnata tpadbea na
ObJle HACOYEHA HArOpe H MEAHAIHO MO BPEME Ha MHXKEKTHPaHeTo, 3a Aa Ce HaMa/li PUCKBT OT MITO33 Ha
Kienada, TpAORa 1a ce u3barsat HHXEKLUMKTE B HIIH30CT 10 MYCKyJia IOBAXUraY Ha TOPHHUA Kienay
(levator palpebrae superioris) U B kpaHHaJIHATa 4acT Ha OpOHKyNapHuA oueH MycKyh (orbicularis
oculi). UikeKLMNTE B MYCKYN KopyraTtop {(corrugator) TpabBa fa ce NpaBAT B LIEHTPAIHATA YACT Ha
TO3H MYCKYJ1, Ha pa3cTOAHHe OT noHe 1,0 cm Hax H3BKMBKATA HA BEXKIHTE.

Cmpanuury nepuopbumannu Opuuxy, GUOUMUE DU MAKCUMATRA YyCMUSKa (mun ,na4u Kpax”)
HHXEeKTHPAHTO C€ H3BBPLIBA HHTPAMYCKYJIHO B OpOUKynapHHs oueH Myckyn (orbicularis oculi),
IUPEKTHO 104 AepMuca, 3a Aa ce u3berne nugysus va BOKOTIOP. 3a na ce Hamanu pHCKBT OT ITTO3& HA
yCcTHaTa, TpabBa aa ce u30Arsar MHKEKLMHTE B TBbpAE ronaMa O1IH30CT 0 MyCKyJia zygomaticus major.

Xopuzonmannu OpBYKU RQ HER0MO, UOUME RPU MAKCUMAIHO NOBOUZAHE HA 8ecoume
3a na ce HAMANMH PHCKBT OT NTTO3a HA BexkAara, TpaOBa jaa ce n3barea uHxekTupasero Ha BOKOTIOP
6nuzo mo opburanHusa pwb, Koero MoXe J1a JoBeAe A0 Napaiu3vpaHe Ha AOJHUTE MYCKY/IHH BJIAKHA.

4.3 IIporuBonoxa3aHHe

¢ CBpEXYYBCTBUTENHOCT KbM aKTHBHOTO BELUECTBO WIH KbM HAKOE OT MOMOILHAUTE BELLECTRA,
H30poeHH B Touka 6.1;

e [eHepanu3MpaHh HAPYLIEHHA HA MYCKYJIHATA AKTHBHOCT (HanpUMEp MHACTEHHA TPABMC, CUHIPOM Ha
Lambert-Eaton),

o Hudexuus Wik Bp3NANCHHE HA MACTOTO, KOETO € OTPENE/eHO 33 HHKEKTHpPaHE.

4.4 CrneuMAIHH NpeaYNpeXAeHHA H NIPEANAIHH MePKH NpH ynotpeba

O6wmu
Ilpean na npunokn BOKOTIOP, nexapar TpaOea na ce 3amo3Hae ¢ aHaTOMHYHHTE OCOOEHOCTH Ha

NalKEeHTa U EBEHTYATHN aHATOMHYHH IPOMEHH B PE3YNITAT HA NPEALLIECTBALUM XHPYPrHYECKH NMPOLCIYPH.

Tpa6pa na ce o6spHe BHHMaHHE, 3a ga ce rapasTupa, ye BOKOTIOP nama na Obae uinkeKTHpaH B
KPBBOHOCEH ChII.

TpabBa xa ce MMa NpeaBH]l, Y€ XOPUIOHTATHHTE OPBUYKH HA Y€I0TO Morar He caMo Ja ObaaT AMHAMHYHH,
HO MOraT CBIUO Taka Aa ObaaT pe3ynrar ot 3aryba Ha AepMaiHa eAaCTHYHOCT (HAIIPUMEP, CBBP3aHa ¢

BBH3pACTTa WIH YBpEKIaHe OT CBETJIHHA). B 103K Cityyail nauMeHTHTE MOXE Aa HE pEarupat Ha POAYKTH,
KOMTO ChIObPXKAT BOTYJIMHOB TOKCHH.

BOKOTIOP TpsabBa na ce npunara ¢ NOBHIICHO BHUMAaHKE !
. MPH HANMHYKE HA KbPBEHE OT BCAKAKELB THII;




) NpK NAaUMEHTH HAa aHTHKOATyJIaHTHA Teparus WM ApYTH JIEKapCTBa, KOMTO MOKE l1a UMAaT
aHTHKOArynmaHTeH eeKT.

JloxaneH edekT Ha TOKCHHA U edekT ce Ha pa3 aHeHHEeTO Ha TOKCHHA H3BBbH MACTOTO Ha
NPUIOKEHHE

Hexxenanu peakiiyd MOFAT 4 C€ MOABAT NPpU HHXKEKTHpaHe Ha OOTY/IMHOB HEBPOTOKCHH THN A Ha
HETPABHITHO MACTO, KOETO BPEMEHHO napanu3npa OIH3KHTE MyCKYJIHH TPYIA.

HMma naHuy 3a HexenaHH peakiiMH, KOMTO MOTAT ia Ca CBbP3aHH ¢ pasnpocTpaHeHne Ha BOTyNHHOBHS
TOKCHH THN A U3BBH MACTOTO HA NPHIOKEHNE (BK. TOuka 4.8).

[Tpu nauueHTHTE, NEKYBaHH ¢ TEPANEBTHYHH 003H, € BEIMOKHO J1a C€ pa3BHe MPpeKOMepHa MYCKY/THA

cnabocT.

[TauneHTHTE K TE3H, KOUTO €€ IPHXKAT 3a TAX, TpiOBa na 6bAaT HHCTPYKTHPAHH 3 ThPCAT He3zabaBHO

MEIUIHHCKA TIOMOILIL, AKO CE NMOABAT HapyILllaBaHe Ha MPErTbLIAHETO, TOBOPA MITH AUILIAHETO.

IlpenuwecTBal HEBPOMYCKYJIHH YBPEKNAHHSA
Huxextupanero Ha BOKOTIOP nHe ce npenoppyBa NpH MALMEHTH ¢ AHAMHE32 34 acNKpauHa 4 ancharus.

BOKOTIOP 1psafBa na ce npunara BHUMATEIHO:

. NMpH NALKKEHTH, CTPAJALLH OT JIATEpAIHA AMHOTPOPHA CKIEpO3a;

° NpH NAUKEHTH, CTPAJAllK OT APYTH 3abonaBaHKi, BoAeILn A0 rnepudepHa HEBPOMYCKYJIHA
JUCPYHKLHUSA;

» MpH NPWIOKEHHE B MYCKYJH C H3paseHa cnaboct wiu arpodus.

PeakliM1 Ha CBPBXYYBCTBHTENRHOCT

Peakuuy Ha CBPBXUYBCTBHTENHOCT Ca JOKNAABAHW NPH NMPUIOKEHHE HA NPOLYKTH, ChIbpXKalH
6OTYTHHOB HEBPOTOKCHH THN A. AKO C€ MOABAT CEPUO3HM (HanpHMep aHa(pUNAKTHYHH) H/ANH He3abaBHH
peaKUMy Ha CBPBbXYYBCTBHUTEIIHOCT, TpAOBA 12 ce MPUIOKH MOAXOIA1A TEPAruA.

OOpa3ypane Ha aHTUTENIA

[TpexaneHo y4ecTOTO MPUNOKEHHE HA OOTYTHHOB TOKCHH MOXE Ja YBETHUM pHCKa OT 0OpasypaHe Ha
aHTHTENA, KOETO MOXKE J1a AOBEAE 0 HEYCIEX Ha ICUEHUETO (BXK. TOUKa 4.2).

Br3mMoxHOCTTA 32 00pa3yBaHe HAa AHTHTENA MOXKE C€ OTPAHMYH, KAaTO C€ MHKEKTHpa Hall-HUCKara
e(peKTHBHA 1034 NPH Hall-TbIEI HHTEPBAT MEXIY MHKCKIIUKTE.

4.5 B3aumoaelicTBHe ¢ APYrH JeKAPCTBeHH NPOIYKTH H APYTH GOpMH HA BIaUMoaeHCTBHE
He ca npoBexaaHu Npoy4BaHKs 3a B3aHMOIEHCTBUATA.

TeoperruHo edekTbT Ha SOTYAHHOBHA HEBPOTOKCHH MOXKE J1a C€ YCHIM OT aMHHOTTHKO3HAHH
AaHTUOHOTHIIM MITH OPYTH JIEKAPCTBEHH MPOAYKTH, KOMTO MORJIMABAT HEBPOMY CKYJIHOTO NpeJaBaHe, KaTo
HaNpUMEP MHOPEIAKCaHTH OT Ty0OKYpapHHOB THII.

Mo Ta3u npuuKHa eqHOBpeMeHHOTO NpHnokeHrHe Ha BOKOTHOP ¢ aMUHOIIHKO3HAHN aHTHOMOTHLIH WIH
CTIEKTHHOMHLIMH H3HCKBa ocobeno BHuMaHue. [lepudepHure MuopenakcanTH Tpabea na ce npunarar
BHMMATEHO, KaTo Npu HeoGX0AMMOCT HAYAITHATA 1033 HAa MHOpE/akcaHTa TpsadBa aa ce HaManu UaM 1a
ce M3NOJN3BAT JICKAPCTBEHY NPOLYKTH CBC CPeiHA NPOABL/DKHTENHOCT Ha JieliCTBHE, KATO BEKYPOHHYM WIH
aTpaKypHYM BMECTO JIEKAPCTBEHH NPOAYKTH € NO-IIPOTLIKHTENEH eeKT.

4-aMHHOXHHONTHHKTE MoraT aa orcnadbar epekra Ha BOKOTIOP,

4.6 @eprunuTeT, bpeMEHHOCT M KbpMeHe

bpemeHnocT
JlunceaT ageKBaTHH JaHHY OT ynorpebara Ha GOTYIIHHOB HEBPOTOKCHH THI A npH 6pe

[TpoyusaHuATa MPH XUBOTHH NMOKa3BaT penpoIyKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).



puck npu xopa He e u3gecTeH. I1o Tazu npuynHa BOKOTIOP He Tpabea aa ce ynorpebasa no ppeme Ha
OpeMeHHOCT, OCBEH aKO OYAKBAHATA r10/13a HE ONpaBaaBa PHCKa.

KvpMmene
He e u3BecTHO nand GOTYJIHHOBHAT HEBPOTOKCHH THN A ce eKCKpeTHpa B KppMara. [To Tasu npuyauHa

BOKOTIOP He TpaGBa na ce mpuiara B NEpHOAA HA KbPMEHE,

Gdeprnurer
JIuncBar KIHHHYHY JaHHHW OT ynoTpebaTa Ha 60TynHHOB HeBpoTOKCHH THI A. He ca ycranoBeHu

CTPaHHYHH e(PEeKTH BBPXY MBXKKHSA U XEeHCKUA GepTwInTeT NpH 3aiuM (BX. TOuKa 5.3).
4,7 EdexTn Bbpxy cnocobHoctTa 32 modpupane n padbora ¢ MAIHHH

BOKOTIOP uma cnabo win yMEPEHO BNMSHHE BBPXY CNOCOGHOCTTA 3a modupaHe ¥ pabota ¢ MallIMHH.
[ManuenTrTe TpabBa na 6BAAT MOCHBETBAHM, Y€ aKO CE MOABAT YMOPA, MYCKyAHa ¢nalocT, 3aMaiiBaHe,
HapyllIeHHE HA 3PEHHETO WM CafiaHe Ha Knenava, Te TpabBa na W30arear Aa wodupat 1nu aa
M3BBPILUBAT APYTYA HOTEHLMATHO ONACHHA AEHHOCTH.

4.8 Hexenanu JeKkapcTBeHH peaKuHH

OOHKHOBEHO HEXETAHHTE PCAKIIHH C€ Habmonaear npe3 MepbaTa CCAMBUA CACR NCYCHHCTO HCA C
NMpEXOICH XapaKkTep. Hexenanure pEaKilii MOTaT Oa 6bpaar CBBbP34aHH € aKTUBHOTO BEIICCTBO, C HAYHHA

Ha HHXKECKTHPAHC HIIK H C JIBCTC.

HesxkenaHH peakLiui, HE3aBHCCLIN OT MOKA3AHHETO

Heoicenanu peaxyuu, céwp3anu ¢ npuroxcesuemo

CnennvTe peakuuu MOrat aa Gbaat CBbpP3aHH ¢ MIDKEKTHPAHETO: ToOKanK3nupaHa 6oika, Bb3nancHue,
napecTe3yus, XUNoecTe3us, YYBCTBHTENHOCT, MOAYBAHE, OTOK, EpUTEMa, ChpOEK, NOKanH3upaHa
nHpexIug, XeMAaTOM, KhPBCHE H/HNHA KPBBOHACANAHE.

Bonka W/HIH TPEBOXKHOCT, CBBP3aHH ¢ UIJIATA, MOFAT fa AOBEAT A0 BA30BATANHM PEAKLIHH, BKIFOYHUTETHO
NpeX0AHa CHMIITOMATHYHA XHNOTOHUA, FraficHe, THHHTYC U CHHKOIL.

Heocenanu peaxyuu, Ovadcauju ce Ha aKmMuerRomo seujecmeo om Knac 60myaunog vespomoxcun mun A
JloxanuanpaHa MycKyJIHa ¢nabocT € eAHH OT ouaKBaHHUTEe (apMaKoNOrMyHy epeKkTu Ha DOTyIMHOBMA
TOKCHH THIT A.

BnedaponTosa, KOATO MOXke Na Obae NPHYHHEHA OT TEXHUKATA HA HHDKEKTHPAHE, ¢ CBbP3Ba C
dapmaxonornunnia edpexr va BOKOTIOP.

Heorcenanu peaxyuu, Owaxcawyu ce Ha pasnpocmMpanenuemo Ha MOKCURA

Koraro apyr# nmokazaHus ca 6uny neKyBaHH ¢ 60TYTMHOB TOKCHH, MHOTO PAIKO ¢a JOKIAABaHH
HexeNaHH PEaKIHi, ThKALIM C€ Ha pa3snpoOCTPAHEHHETO HA TOKCHHA H3BBH MACTOTO Ha NPUIIOKEHHE,
KOeTO Aa NpeAH3BHKa CHMITOMH, ChOTBETCTBAILN Ha edeKTUTE HA OOTYJIMHOB TOKCHH THN A
(npexkomepHa MycKynHa cnaboct, aucdarus, acnupauHoHHa MHEBMOHHUA ¢ paTaleH H3X0A B HAKOM
cnyuan) (Bx. Touka 4.4). Hexenanu peakuuy, nogoOHH HA OMUCAHUTE, HE MOTAT HAMMBIIHO Aa (baar
H3KTI0YeHH npy npwioxkeHuero Ha BOKOTIOP.

Peaxyuu Ha capovxyyscmeumenanocm
Psanko ca goxknanBaHM CEpHO3HU H/WIH BHE3AMHH peaklLMH Ha CBPbX4YBCTBHTENHOCT, BKITHOUHTEIIHO
aHatnnakcusa, cepyMHa 0osiecT, ypTHKapHS, €1€M Ha MEKMTE TbKaHH M JucniHes. Hakon ot Tesu
peakuuu ca OWIH JOKIaHBaHM ciiel ynotpeba Ha KOHBEHLHOHANEH DOTYAMHOB TOKCHH THIT A KOMILNEKC
CaMOCTOATEAHO WM B KOMOUHALIMA C IPYTH NEKAPCTBA, 32 KOHTO € H3BECTHO, Y€ NPHYHHABAT
peakuyH.

HexenaHu peakuHy OT KIHHUYHUAS ONKT




CneaHuTe HexeNlaHH peakuuy ca goknansanu npy npunaraie Ha BOKOTIOP. B 3aBucuMOCT OT

JECTOTATa TE CE Pa3npeAc/AT B CIEAHHTE KATErOPHHA: MHOTO 4ecTH (= 1/10); vectu (= 1/100 go < 1/10);
neuectd (= 1/1 000 no < 1/100), peaxn (= 1/10 000 go < 1/1 000); mroro peaku (< 1/10 000).

Bepmuxannu 6pvuxu Medxcdy sencoume, 6uOUMU BPU MAKCUMARHKO cMpolsane (z1abeaapru ZoHKI)

CucTeMo-0praHéeH Kaac HexenaHa peakius YecroTa
Hudexuun 1 HHGecTalHHA Bpouxwr, HazodapusruT, rpunonoacbHo | Heuectw
sabongpane
[Tcuxnunn HapyCHHS beacbHHe Heuectu

HapyueHHs Ha HEpBHATA CHCTEMA I nasobonane Yecty
Hapywenus: Ha o4uTe OT1ok Ha Kiienaya, ITro3a Ha Kienaua, Heuectn
3aMBIIIEHO BIDKIAHE
Hapyuienus Ha Ko)aTa H MOAKOXKHaTa Copbex, KOXKHH Bp3eTHera, NTo3d Ha HeuecTH
THKaH BEXIaTa
HapyiueHusa Ha MyCKYJTHO-CKEJIETHATa 3HakeT HA Meducroden (narepanHo Yectu
CHCTEMA H CHeIMHHTEIHAT] THKaH MOBAKraHe Ha BEAKAHTE)
MycKynHO noTpenBaHe, MyCKyJIeH Heuectn
CMazbM, THUEBa aCHMETPHA (aCHMETPHA HA
BEXAUTE)
OO0y HapylleHus Y edekTH Ha MACTOTO | KpbhBOH3ANUB Ha MACTOTO Ha HHKeKTHpaHe, | Heuectn
HA NPHIOKEHHE foJika Ha MACTOTO Ha HIDKEKTHpaHe
(JloxanHa), YYBCTBUTEJIROCT, YMOpA,
OACKOMGOPT (ycellaHe 3a TEXECT B
Krenaya/sexcnara)
Cp10BH HApYIUEHHS KpbBoH3ins HeuecTH

Cmpanuyunru nepuopbumainu 6pvuKu, SUOUMY DU MAKCUMATHA yeMueKa (mun ,navu Kpax”™)

CHcremMo-0praHes Kiaac Hexenana peakuus YectoTa
Hapy1iuenus Ha 0udTe Orok Ha kjienaya, CyXo OKO Yecrn
O61un HapyweHHs W epekTy Ha MAcTOTO | KpBBOH3NME HAa MACTOTO Ha HHkekTHpaHe | YectH
Ha NPHWIOKEHHE
Bpvuru ¢ 2oprama wacm na auyemo
CucreMo-opraHen Kaac Hexenana peakuus YecToTa
HapylueHus Ha HepBHATa CUCTEMA ['naBobonue YecTH
XHunoecresus HeuectH
O61um Hapymedus 1 edpeKTH Ha XeMaToM Ha MACTOTO Ha HHKEKTHpaHe Yectn
MACTOTO Ha NPHIIOKEHHE ickomdopT (yceuane 3a TexeCT B Heuectn
obnactra Ha 4enoTo)
Hapyluesrs Ha ouHTE [Toxysane Ha kienaua, [ITo3a Ha Kwienava, | Heuecru
Cyxo0 oko
Hapy1ueHus Ha KOKATa M MOIKOXKHATa [Trosa na Bexnara Heuecrn
THKAH
HapylueHus Ha MyCKYJTHO-CKeJIeTHATa ACHMETpHSA Ha JIMLIETO, 3HAKET HA HeuecTi
CHCTEMA H ChEAHHHTE/IHATA ThKaH Meducroden (narepanHo NOBAMraHe Ha
BEXAHTE)
CTOMALIHO-4YPEBHH HAPY LUEHHS I'aneHe Heuectn

IocT-MApPKeTHHIOB ONHT

CrenHHMTE HEXXelTaHH peaklH ca AOKJIaABaHH ¢ HEH3BeCTHA YectoTa MpH ynorpeda na bBOKOTIOP

o NYCKAHETO MY HA M1a3apa, Oe3 na ce JOKIAABA 3a KAKBO MOKA32aHHUE € H3ANOJ3BAH:




Cucremo-opraHes Kaac Hexenana peakius

Hapymienns Ha HMyHHAaTa CHCTEMA Peakiiuu Ha CBpPBXYYBCTBHTERHOCT KaTO MNOJYBaHE, OTOK
(cBIIO B ganeye OT MACTOTO HA HHXXEKTHPAaHE), EpUTEMA,
cbpbex, OOpHB (JIOKANH3HPAH K MEHEPANTH3HpaH ) H 3aay X

Hapyiuenua Ha MycKynHO-CKejleTHaTta | Myckynna atpogus
CHCTEMA K ChEIHHHTEIHATA ThKaH

OG6uH HapymeHna B edeKTh Ha IceBaorpunHo 3abongsane
MACTOTO HA NPHIOKEHHE

Crho6maBaHe HA NOAOZHPAHH HEXKETAHH PeaKLHH

CrofmaBaHeTo Ha NOAC3MPAHN HEXKENAHH peakLHH Ccliel palpellaBaHe 3a ynotpeba Ha IEKAPCTBEHHA
MpomyKT € BaxHO. TORa MO3BONABA A3 MPOIKIKH HaOMOAEHHETO HA CHLOTHOLIEHUETO NMONIBA/PHCK 3a
neKkapcTBeHUA NpoAyKT. OT MeAHUMHCKHTE CISLHANACTH C€ M3MCKBA Ja ¢hO0LABAT BCSKA NOAO3HpPAHA
HEXEeNaHa peaklivsa Ype3 HAMOHANHA CHCTeMa 3a cholluasaHe kbM M3MbIHUTENHATA areHLHs 110
nekapcreara, vi. ,JlamsH I'pyep” Ne 8, 1303 Codmus, ren.: +35928903417, yebGeaift: www.bda.bg.

4.9 Ilpeno3upaHe

CHMIITOMM HA HPEAOIUPAHE
[TosnmenyTe 4034 Ha GOTYTHHOB HEBPOTOKCHH THIT A MOFaT Aa ROBEJAT AO H3Ipa3eHa HEBPOMYCKYJTHA

napanusa, OTAAICYEHA OT MACTOTO HA HIDKEKTHPaHE C MHOXECTBO CUMITOMH, CHMITTOMHTE MOraT 1a
BKTIOUBAT 00112 cnabocT, nro3a, AKNACNUA, 3aTpyAHEHHA B AHIIIAHETO, 3aTPYAHEHHA B NrOBOpa, Mapanusa
Ha RUXATEIIHATA MYCKYJIaTypa WIH 3aTPYAHECHUS B MPErThIUAHETO, KOHTO MOrar Aa AOBeaT 10
acnHpauHOHHA THEBMOHMS,

MepkH B cAyuad Ha NpeJo3npaHe

B cnyuaii Ha npeno3Mpande nauMeHTHT TpADBA J1a € MOA MEAHLIMHCKO Ha0MIOREHHE 32 CHMITTOMH Ha
H3pa3cHa MyCKYJIHa cnabocT MM MyCKyJiHa napany3a. Moxe fa ce HanoXX¥ CHMITOMATHYHO JIEYEHHE.
AKO ce MOABH Mapanu3a Ha AHXaTeJIHATA MYCKYJIaTypa, MOXE 1a C€ HATOKH acCHCTHPAHO QUINAHE.

S. GAPMAKOJIOTHYHH CBOHCTBA

5.1 @apMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHURA rpyna: JpYrH MYCKYJIHH PeTaKCaHTH, nepHQEPHO AeHCTBALLHM NPOIYKTH,
ATC xoa: MO3AXO01

BOTYIHHOBKHAT HEBPOTOKCHH THH A 6M0KHpa XONHHEPTHYHOTO NMpEAaBaHe B HEBPO-MYCKYJIHHTE
CUHANCH 4pe3 NOTHCKaHe HAa 0cBOOOXKJaBaHeTo Ha aueTHNXONHH. HepBHHTE OKOHYAHHS B HEBPO-
MYCKYJIHUTE CHHAIICH CITMPAT Aa OTTOBAPAT HA HEPBHH MMTIIYJICH H Ce NPEKBCBA CEKPELIHATA Ha
HEBPOTPAHCMHUTEDPA fIPH MOTOPHHTE IUI0YKH (XHMHYECKa AeHepBalHsa). BricTaHOBIBAHETO Ha
fpeaaBaHeTO Ha UMILYJICH cTaBa cnejl HOpMHPaHETO Ha HOBM HEPBHH OKOHYAHHA ¥ TOBTOPHOTO
CBBP3BaHE C MOTOPHHTE IUTOYKH.

MexaHH3IBM Ha IEHCTBHE
MexaHu3MBT Ha AeicTBHe, upe3 KOHTO OOTYIHHOBHAT HEBPOTOKCHH THIT A OCBWECTBABA CBOUTE

ed)eKTH BbpPXY XOJIHHEPTHUYHHTE HEPBHH OKOHYAHUA, MOXKeE J1a Ce OMHUIIe KaTo MpoLec, KONTO BIIIIOYBA

CIEAHUTE YETHPH NOCIENOBATENHH CTHIIKH:

. Cpbp3BaHe: TeXXKaTa Bepura Ha SOTYNIHHOBHA HEBPOTOKCHH THN A Ce CBBLP3BA ¢ H3KITIOUHTEHO
BHCOKA H30MPATETHOCT H apUHUTET ¢ peliennTOpUTe, KOUTO Ce CPeLiaT CAMO B XOMUHEPrHYHUTE
OKOHYAHHA,

. HutepHanuzauys; ceieaHe Ha MeMOpaHaTa Ha HEpBHUTE OKOHYaHus K abcopbuua Ha
HEPBHOTO OKOHYAaHME (EHAOUNUTO3a);




. Tpaucnokauma: aMHHO-TEPMHHAaNHHAT CETMEHT HA TEKKaTa BEpUra Ha HEBPOTOKCHHA opMHpa
nopa B MeMOpaHaTa Ha Be3uKyNaTa, AMCyipHAHATA BPB2KA CE pPA3lENBa U JIEKATA BEpHra Ha
HEBPOTOKCHHA NMPEMHHABA Npe3 NOPaTa B LIMTO30/a;

. EdexT: cnea xkaTo Nekara Bepura Obae ocBoGoaeHa, TA ce pa3lienBa MHOIO CIEHH{HUIHO ¢
tapreTHua npoteuH (SNAP 25), koHTO HMa chillecTBeHa pouia 3a ocBO60XAaBaHETO Ha
AlETHIXOJIHH,

Cnen MHTPaMyCKYJIHA MEDKEKLIMA ITB/IHOTO BH3CTAHOBABAHE HA QYHKUMATA Ha ILAOYKHTE/PEAaBaAHETO Ha
MMITYJICA B HEPBHHTE OKOHYAHUSA OOMKHOBEHO HACTRIIBA B NPOIB/LKEHHE HA 3-4 MeceLa, JOKATO
HEePBHHTE OKOHYAHHA NIPOPACHAT H CE CBBPXKAT OTHOBO ¢ MOTOPHHTE IUIQUKH,

Pe3ynTaTu OT KIHHUYHHTE OPOYYBaHHA

Bepmuxannu 6pvyuxu mexcoy sexcoume, 6UOUME NPR MAKCUMMLIHO CMPbUEANE (nalenapru ZoHKU)
0610 994 nauMeHTH ¢ yMEPEHO IO TEXKO H3pa3eHH riabenapHH rbHKY, BHAHMH MPK MAKCHMATHO
cMpBUIBaHe, ca yuacTBaTH B mpoyuBaHua ¢ BOKOTHOP 3a nokaszanuero rnabenapHu reHkd. OT TAX
169 nauuentn (2 18 roanun) ca 6unu nekyeanu ¢ BOKOTHOP npe3 0CHOBHHSA nepHO/ Ha OCHOBHOTO
ABoHHO-cnANo mauebo-KOHTponHpaso npoyysasxe ot daza Il u 236 naunenTn ca 6unu neKysaHH B
OTBOpeHOTO npoabmkeHe (Open-label Extension - OLEX) Ha TOBa NpoyuBaHe. Y CNEXDT HA JIEYEHHETO
ce neHHHpa KaTO OLIeHKa ,,HAMAa® WIH ,Jieka” no 4-toukoBa Ckana Ha GpBpUKHTE NO JTMLETO, OUEHEHA
OT M3CIeA0BaTeNA Ha 4-Ta CEOAMHLIA MPH MAKCUMATHO cMpbLIBaHe. [IpoydBaHeTO AEMOHCTpHpA
CTAaTUCTUYECKH 3HAYHMMA H KITHHHYHO peieBaHTHa epukacHoct Ha 20 epunnuu BOKOTIOP 8
cpaBHeHHe ¢ mnauecbo. Ob6muAT npoueHT Ha ycnex ¢ 6un 51,5% B rpynara sa BOKOTIOP cpewy 0,0%
B rpynara Ha nnauebo, He ce HaOmoaasa BiaowapaHe Npyu HATO €AMH NaUEHT, jJeKyBaH ¢ BOKOTIOP
B OCHOBHOTC npoyuBaHe. Topa felle NoTRLpAEHO OT NO-roneMua Opoi yHacTHHLH, OLIeHEHH Ha aex 30
cnopen Ckanara 3a OpBbUKM MO THIETO NPH MAKCHMAITHO CMPBIIBAHE KAKTO OT H3C/IEA0BATENS, Taka H
OT MaLiHEeHTa, NIOKA3BALLA 3HAYNTEIIHO [TO-BHCOK AAA HA OTPOBOPHIMTE HA NEYECHMETO CPEl MALIMEHTHTE,
noxy4asaiy 20 eaunnun BOKOTIOP, B cpaBHenue ¢ nnauebo.

AHATH3BT HA NOATPYMHTE NMOKA3Ba, Y€ ¢PHKACHOCTTA NPH NALMEHTH HA BB3pacT Hald 50 roauHu € no-
HUCKa B cpaBHeHHE ¢ no-mnaguTe nauneHTH. [Ipn tax 113 naunenTy ca 6unm Ha swapact 50 roausu
HJIM MO-MJIAAHN U 56 mauMeHTH ca Ouad Ha BB3pacT Hal 50 roauuu, EQHKACHOCTTA NMPH MBIKETE € I0-
HHUCKa B CpaBHeHHE ¢ xeHuTe. [Ipn Tax 33 nauneHTH ca OHAH Mbke M 136 nauueHTH ca OHITH HKeHH.

TepanesruuHata exsupaneHTHOCT HAa BOKOTIOP B cpaBHeHHe ¢ npoaykTa-komnaparop Bucraben/
bBotokc, chabpKall KoMIUIEKS oT GoTynHHOR TOKCHH THII A (onabotulinumtoxinA, 900 kD), ¢ noka3zana
B JIB€ CPABHHTEJIHH, IPOCNIEKTHBHH, MHOTOLIEHTPOBH, pAHAOMH3HPaHH, JBOHHO-CNenyd Npoy4YBanus {n =
63 1) npu H3moN3BaKe Ha €AHHHYHH A03H (20 1 24 egUHHALH CLOTBETHO). Pe3ynTaTuTe OT NpOYUYBAHETO
nokaznar, ue BOKOTIOP u npoayKTa-KkOMnapaTop WMaT ¢XOACH Npodi HA EPUKACHOCT Y
0e30NacHOCT NP NaliHEeHTH ¢ YMEPEHO OO0 TEXKKO U3pa3leHH rirabenapHu TMHUM, BHAUMH NPHY
MaKCHMANTHO CMpPBIIBAHE, KOTATO CE H3NOMN3BAT ¢ A030BO ChOTHOLUIEHHE HA KoHBepcua 1: 1 (8. TOuka
4.2).

Hduarocpounara Ge30nacHOCT NMpH JieueHHe ¢ NoBTapAma ce ao3a (20 exnHuUHM) Ha rnabenapHu OpbukH,
BHAXUMH NPH MAKCHMANHO CMPBILBAHE, € 0KA3aHa B NpoyupaHe ot dasa III 3a mepron Ha ieUeHHE 10
Ase roAuHH ¢ 10 8 nocnenoBarenty HHXKEKIHOHHH UWKBNa (MRZ 60201-0609, n = 796 ) [Rzany et al.,
2013].

Cmpanuunu nepuopbumannu 6pouku, sUOUMU NPU MAKCUMATHA YyCMUKa (mun ,nauiu Kpax”)
B npoyusate ot ¢aza [1I, 111 nauueHTH ¢ yMEpeHO 10 TEKKO H3PA3eHH CTPAHWYHH nepuopbHuTanHy
OpbukH, BUOIUMH NTPH MAKCHMAaHA YCMMBKA (THI ,,niayy kpaK™), ca OWIH nekyBaHy No BpeMe Ha |
uukea ¢ 12 eguunou BOKOTIOP uny nnauebo Ha crpasa (B o0nacTra Ha ISCHO/NABO OKO) B

KaTo noaoOpeHmne ot noHe | Touka B CpaBHEHHE ¢ U3XOAHOTO HUBO MO 4-TOUKOBA CKal
HE3aBHCHM OLIEHUTEN Ha 4-Ta ceIMuKLla, M3MON3BaliKi CTaHIapTH3UPaHH LHPPOBH CH
Npy MaKCHMAaJTHa YCMHBKA Ha 30HHTE OKOJIO ABeTe O4H. H ABeTe cxeMu 3a HHIKEKTH



4 TOUKHM, IOKA3BAT APEBb3IXOACTBO CNPAMO Mauebo. 3a cxemaTa 3a HHKEKTHPaHe ¢ 3 TOUKM CTENEHTa
Ha ycnex e 6una 69,9% B rpynara Ha BOKOTIOP cpeury 21,4% B rpynara Ha nnauebo, a 3a cxemara 3a
HIDKEKTHpaHE C 4 TOUKM - CbOTBETHO 68,7% cpewry 14,3%. He ce Habmoaasa Bromasase npy HATO
eaHH nmaumeHT, nekysaH ¢ BOKOTHOP. Tosa 6ele mOTBBpASHO OT NO-TroneMHus Opof y4acTHHIH,
olcHeHH Ha xeH 30 cnopen 4-TOYKOBaA CKANa NPH MaKCUMATHAa YCMHBKA KaKTO OT H3CJIEAOBATENA, Taka
H OT MalHeHTa, MOKa3Balla 3HAYHTENIHO N0-BUCOK JAM Ha OTTOBOPHINTE Ha JIEYEHHETO Cpell
naumeHTHTe, noayyapaiy 12 exuunun BOKOTIOP Ha crpana B o6nactTa OKOMO 0KOTO, B CPABHEHHE C
nnauebo.,

bpvuxu ¢ zopnama wacm na Auyemo

Edukacuoctra H GezonacHocTTa HA 54 10 64 eagnaniy bOKOTHOP npy kOMOMHHPAHOTO NEYEHHUE HA
6pbYKH B rOPHATA YacT Ha NHUETO (r1abeNapHy rbHKH, BAOUMH NPH MAKCHMAIHO CMPBLIBAHE,
CTPaHHUHHU NepHopOUTANHN 6pBbUKH M XOPHIOHTANHM OpBUKK HA YEOTO) Ca H3CACABAHHU B nianedo-
KOHTPOJMpaHo nmpoyusaHne ot asa III, Bxmoysaiio 156 nanuenty. OTrOBOPHUAKMTE HA JIEYEHHETO Ca
ONpeHeNeHH KaTO MALMEHTH ¢ OLICHKA ,,HAMA™ WiIH ,Jieka” NpH MaKkCHManHa KOHTpaKLMA, KakTo e
OLIEHEHO OT HACENOBATENS CRIMACHO 5-TOuKOBHTE ckank Ha Merz Aesthetics. AHATH3BT AEMOHCTPHPA
CTATHCTHYECKH 3HAYHMH Pa3IHIHA B JJIEYEHHUETO H BHCOK NpoueHT Ha otrosop npu BOKOTHOP npu
JICUEHHETO Ha rinabenapHu rbHKH, BAIHMH NPH MAKCHMANHO CMPBIIBaHE, CTPAHHYHH NepHOpOUTaNHH
OpbUKH U XOPHIOHTATHH OpBUKH Ha 4EJIOTO, CAMOCTONTENHO MK KOMOHHHPAHO 32 BCHYKH 00NacTH.
O6uo 82,9% ot naurentute, ekysann ¢ BOKOTIOP, noka3sar 0TrOBOp Ha Jle4eHHeTO Ha riabenapHu
bHKH, BUIHMH NPH MAKCHMATHO CMpPbiliBaHE, JOKATO HHKOHN OT YHacTHHLUTE ¢ IUtauebo He e
otroBopHn. Ilpu crpaHuuHuTe nepHopOuTanHu GpbukH ce Habmoaasa oTroBop npH obuo 63,8% or
nauveHrure, nekyeaHn ¢ BOKOTIOP, B cpaBHeHue ¢ 2,0% ot naunenTute ¢ rwtanedo. O6wo 71,4% or
nauneHTHre, nekysaHn ¢ BOKOTHOP, nokasBaT OTFOBOp NPH NEYCHHE HA XOPH3OHTATHH OpBbUKH Ha
4eJJOTO, JOKATO CaMO €AMH YYaCTHHK, TpeTupaH ¢ nnauebo (2,0%), e orrosopun. KoMOuuupaHo M 3a
TpuTe 06MacTu OTroBOP € AOKIANBAH NpPH MOoBe4eTo nauueHnTtH B rpynara Ha BOKOTIOP (54,3%) u npu
HHKO# OT mauueHTHTe B rpynarta Ha nnauebo (0,0%).

JAnarocpounara OezonacHoCT W NoHOCHMOCT Ha 54 1o 64 eaunnun BOKOTIOP e neMoHCTpHpaHa B
NPOCMEeKTHBHO, OTBOPEHO, MHOTOL030B0 NpoyuBaHe oT ¢asa Ill 3a nepHoa Ha neueHue OT NOBEYE OT
eHa rofHHA ¢ 4 NOCAeA0BATEHH HHIKEKLHOHHH LUHKBA Npu 06110 125 nmauueHTH ¢ yMepeHo Ao
TEXKKO H3pa3eHH OPBUKHK B NOPHATA YACT HA AHLIETO.

[leauarpuyHa nONyNalHA

Esponeiickara areriips rno nexapcreara ocBoboxaasa OT 3aIb/IKEHHETO 32 NPEIOCTABAHE Ha
pesynTtatd ot nnpoyuBaHus ¢ BOKOTHOP BB BCHYKM MOArpynH Ha NeAHATPUYHATA MOMYyJIALHA 33
nevyeHHe Ha HHOYLUMPpaHH OT MyCKyJIHTe OpbuKkH (BXK. TouKa 4.2 33 HHPOpMaLIHA OTHOCHO NEAHATPHYHA

ynotpeba).

5.2 PapMAKOKHHETHYHH CBOHCTRA

Obwa XapaKTCPUCTHKA HA aKTHBHOTO BCLICCTRO
He e Bp3MOxkHO NPOBCKIAAHCTO HA CTAHAAPTHHTE KHHCTHYHH NNPCYYBaAHHA H TIPOYYBaHHA 34

pasnpeneneHye ¢ 60TYIHHOB HEBPOTOKCHH THI A, 3alI0TO GKTHBHOTO BELLECTBO C€ Npuiara B MHOTO
MaJIKH KOJIH4YecTBa (HAKOJIKO MHKOTpaMa Ha HHAKEKLIKA) H 3a10TO MHOrC Oup30 H HeoOpaTHMO Ce
CEBP3BAa ¢ XOJIMHEPTHYHATE HEPBHH OKOHUAHHUA,

HaTtiBHHAT OOTYJIHHOB TOKCHH THIT A € KOMIUIEKC ¢ BUCOKO MONEKYITHO TErno, KORTO OCBEH
HeBpoTOokcHHA (150 kD) chabpxa u Apyri, HETOKCHYHH IPOTEHMHH KaTO XEMATTYTHHHHH H He
XeMarayTMHHHH. 3a pa3iMKa OT CTAHJAPTHHTE JIEKAPCTBEHHU NMPOLYKTH, ChABPKaIIH 6OTYIHHOB TOKCHH
N A komruieke, BOKOTIOP cuappxka uncr (150 kD) HeBpoTOKCHH, 3aLI0TO HE CHABPKA
KOMILIEKCO00pasyBallld MPOTEUHH, MOPaaH KOETO € C HUCKO ChIbpXKaHHe Ha YK IPOTCHH.
ChappXKaHHETO HA NpUNaraHd 4y NPOTEUH Ce CYNUTA 32 €OUH OT PAKTOPUTE 38 BTOPHUYCH H
JIeYEHUETO.
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3a 6OTYIHHOBHA HEBPOTOKCHH THI A € YCTaHOBEHO, Ye CJIeA HHTPaAMYCKYJIHO HHXEKTHpaHe ToH
NOAJIEKH Ha peTporpafeH akCOHaIEH TpaHcnopTt. Brnpekn ToBa, peTpOrpagHO TpaHC-CHHATTTHIHO
MPeMHHABAHE HA AKTHBHUSA GOTYJIMHOB HEBPOTOKCHH THN A B LIEHTPATHATA HEPBHA CHCTEMA HE €
YCTAHOBEHO MPH TEPaNeBTHYHO IHAYHMH AO3H.

CBBbp3aHHAT ¢ peuenTopuTe SOTYIHMHOB HEBPOTOKCHH TUN A HABIIM3a Ype3 €HJ0LHTO3a B HEPBHHTE
OKOHYAHHS NMpean Aa A0cTHTHE 00 uenta ci (SNAP 25) u rorasa OuBa NOI0KEH Ha BTPEKIETLYHO
pasrpaxiane. CBOGOAHO LMPKYIHPALHKTE MONIEKYIH DOTYIHHOB HEBPOTOKCHH THII A, KOHTO HE Ca
CBBP3aHH C TIPECHHANTHYHHTE XOJHHEPTHYHA PELENTTOPH HA HEPBHUTE OKOHYaHusA, OUBAT
(paroLHTHpaHH WM MHHOLWTUPAHH U C€ Pa3srpaKaar KaTo BCEKH ApYr CBOOOAHO UMPKYIUpall

MPOTEHH.

Paznpenenexue Ha aKTHBHOTO BEUIECTBO NMPH NallHEHTHTE
He ca npopexaann ¢gapmakokuneTHuHn npoy4ysaHus ¢ BOKOTIOP npu xopa nopaay ropeonucaHliTe

NPHYHHH.
5.3 IpemciHHHAIHHE 2aHHH 32 6e3onacHocT

HexknuHHYHHTE AaHHM HE MOKa3BaT 0cobeH pHCK 3a Xopara Ha §asaTa Ha CTaHOAPTHHTE NPOYYBaHHA 3a
nexapcTBeHa Ge30MacHOCT NO OTHOLIEHHE HA ChPASYHOCHAOBATA H CTOMALUHO-UPEBHATA CHCTEMA.

Pezysatarure OT H3BBPWIEHHTE NPOYYBAHHUS 33 CHCTEMHA TOKCHYHOCT CJ1€ MHOTOA030B0 NPHIIOKEHHE
Ha BOKOTIOP np# »KHBOTHH Ca CBBP3aHH OCHOBHO C (papMaKOJHHAMHYHOTO My J€HCTBHE, T.€. aTOHMA,
nape3a i atpodua Ha HHXEKTHPAHHS MYCKYIL.

Hsama nannu 3a 10KanHA HENOHOCHMOCT. [IpoyuBaHusTa 3a penpoaykTHBHa TokcHYHOCT Ha BOKOTIOP
HE NOKA3BAT HHTO HEXKENAHH ePeKTH BhpXy PepTHIMTETA NPH MBXKKH HNH XKEHCKH 3aiLH, HUTO
OHpEKTHH edeKTH BEPXY eMOpHO-(eTATHOTO Y Npe- H MOCTHATANIHOTO PA3BUTHE NMPH IUTLXOBE H/WIIH
3aiin. Benpeku Toa npunoxernero ka BOKOTHOP npe3 pasnn4Hu HHTEPBANH (AHEBHH WAH HE
TOJIKOBA YeCTH) B H3CNEABAHHUATA 33 eMOPHOTOKCHYHOCT B 1034, NTOKA3BAllY HaMaNsBaHe Ha TeJIECHOTO
TErno Npyu Malkara, € JOBENO 40 YBeHYaBaHe Ha Opos Ha abopTUTE NpPH 3ailiK ¥ IeKO HaMangBaHe Ha
TENEeCHOTO Terno Ha geryca npu mrbxose. He € 3aABIKHTENHO fa ce NpHeMe, Ye APOAB/DKHTEIHATA
CHCTEMHA CKCTIO3KWLMS Ha MaiikUuTe NO BpeMe Ha (HeH3BeCTHa) Yy BCTBHTENHA (aza Ha OpraHoreHesara €
mpeapasnosarail GakTop 3a HHAYLHPaHETO HA TEPATOTCHHH eheKTH B TE3H MPOYYBAHMA.
CrnenosareHo, rpaHHLUUTE Ha 6€30MacHOCT MO OTHOIUEHHE HA KITHHHYHATA TEPanHa KaTto UANO ¢a HUCKH
IIPH BUCOKH KJIMHHYHH JO3H.

3a BOKOTIOP He ca npoBexIaHN MPOYYBAHKA 3 'eHOTOKCHYHOCT WIH KAPUMHOTEHHOCT.

6. PAPMAUEBTHUYHH JAHHH
6.1 Chnucbk HA NOMOUIHHMTE BelNecTRA

Yopeuikyu anbyMHH
3axapo3a

6.2 HecnLBMecTHMOCTH

To3u nekapcTBEH NPOAYKT He TpaOBa 1a ce cMecBa C APYFd NEKapCTBEHH MPOOYKTH, C H3KITFOYEHHE Ha
TE3H, MOCOMEHH B T. 6.6.

6.3 Cpox Ha rogHocT

3 roaAuHH
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IIpucomeen pazmeop
Jloka3aHo €, 4e NpOAYKThT € XHMH4YECKH U Ppu3Hyecku cTabHIeH B MEPHO Ha U3NOJI3BaHe 3a 24 yaca

npu Temnepatypa ot 2 °C no 8 °C.

Ot MukpoOHOIOrHYHA reHa TOYKa MPOAYKTHT TpAOBa Aa ce u3noa3pa He3abaBHO. AKO He ce
M3M0J13Ba He3a0aBHO, BPEMETO M YCJIOBHATA Ha CbXPaHEHHE B MEPHO/A Ha H3MOJI3BAHETO MY Ca
OTrOBOPHOCTH Ha noTpeduTessi 1 OOMKHOBEHO TOBa He € noseue oT 24 yaca npu 2 °C no 8 °C, ocBeH
aKo MPUrOTBSHETO HE € CTAHAIO B KOHTPOJIMPAHH U BAJIHIMPAHHU aCENTHYHH YCJIOBHS.

6.4 Cneuna/JHH yCJIOBHA HA CbXpaHeHHe

Jla He ce cbxpaHsaBa Haa 25 °C.

3a yCc/lIOBHATA HA CbXPaHEHHeE Clie/l pa3TBapsiHE HA JIEKAPCTBEHHA MPOAYKT BHXKTE TOUKa 6.3.

6.5 Buau cbabpKAHHE HA ONMAKOBKATA

®nakoH (cTekiao THN 1) ¢ Tana (OpoMOyTHIOBA ryma) U oOe3onaceHo 3aneyarsaHe (aTyMHHHUH).
Onakosku oT 1, 2, 3 unu 6 dakoHa.

He BcHuku BHIOBE ONMAKOBKHU MoraT aa Obaar nycHaTu B nponaxoa.

6.6 CrneuuaJHH NpeANa3HH MepPKH NMPH H3XBLPJisiHe U paboTa

Pa3TBapsiHe

[Mpeau ynorpe6a BOKOTHOP ce npuroTes ¢ MHKEKUHOHEH pa3TBOP Ha HaTpUeB xaopua 9 mg/ml

(0,9 %). INpuroTBsiHeTO M pa3peXkIaHETO Ha pa3TBOpa TpsAOBa na cTaBar cnopej npasuiaTta Ha ao0Opara
KJTMHHYHA NPaKTHKa, 0COOEHO NO OTHOLLIEHHE Ha acenTHKara.

CwraacHo nobpara npakTHKa pa3TBapsHETO Ha ChAbPKAHUETO Ha (p1akoHa W MOArOTOBKATa Ha
CNpHHLIOBKaTa TpAOBaA 1a ce U3BbPLIBAT HA/l XapTHEHH KbPITH C r1acTMacoB GuiM, 3a 1a ce u3bderne
BCSIKaKBO pa3nuBaHe. B crnpMHLIOBKa ce acnupHpa CbOTBETHOTO KOJIMYECTBO pa3TBOP Ha HATPHEB
xsiopua. [Ipenopbyusa ce 3a pa3TBapsiHeTo Ja ce u3noussa urina 20-27 G ¢ keco ckocsBane. Cnen
BEPTHKAJIIHO BbBEXK/IaHE Ha WIJlaTa Mpe3 ryMeHara Ttana, pa3TBOPUTENAT TpAOBa na ce HHKEKTHpa
BHHMAaTEJIHO BbB (py1akoHa, 3a na ce u3berne oOpa3yBaHeTO Ha MAHA. AKO BaKyyMbT BbB (1akOHa HE
M3TErJIH pa3TBOpHTENA, pnakonbT TpsaOBa Aa ce H3XBbp/IH. OTCTpaHeTe CIpHHLOBKATa OT (y1akoHa U
cmecere BOKOTHOP ¢ pastBopa, KaTo BHUMATEJHO pa3kialuare H oOpbLuaTe/nouyksare ¢iakoHa —
pa3TBOpBT He TpsAbBa 1a ce pa3kiaila TBbpAe eHepru4Ho. [1pu HeoOXxoauMocCT, Uriara, U3Mno/a3BaHa 3a
pa3TBapsSHETO, MOXe 1a OCTaHe BbB (pJlakoHa M HEOOXOAMMOTO KOJIHYECTBO OT pa3TBOpa Ja ce H3abpna
C HOBA CTEpHJIHA CIIPHHLIOBKA, MOAXOAs111a 32 HHIKEKTHpPaHE.
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PasTeopenust BOKOTIOP e 6ucThp, Gezupeted pasTBop 6€3 BUIHMH YaCTHLM.

BOKOTIOP ue tpaGpa na ce H3Mon3pa, ako pa3TBOPRT € MBTEH WIH ChABPKA napLaiecTa yraika uiu
BHAOHMH YaCTHLH.

Bramoxknure konueHTpauuu 3a BOKOTIOP 50 u 100 eauunuH ca nocodeHH B cneaxnara Tabanua:

Jo6aBeHO KOJIHYECTBO PAITBOPHTE
ITonydeHa noaa (HaTpuer xnopua 9 mg/ml (0,9 %) HHKEKLUMOHEH Pa3TBOD)

(8 enuuauim Ha 0,1ml)
Oaakon ¢ 50 eaunIH Oaaxkon cue 100 enHHUIH
5 eAMHHIH 1 ml 2 ml
4 eAHHHLIH 1,25 ml 2,5ml

Konuuectna oT pa3iTeopa 3a HHXEKTHPaHe, ChbXPaHABAHH NOBEYE OT 24 yaca, KAKTO M HEH3NON3BAHUTE
KONHUYECTBaA OT Pa3TBOpa 3a HHAKCKTHPAHE Tpaﬁna na C€ H3XBBPIIAT.

[Ipouenypy, KOHTO ceABa Ja ce CMA3BAT NPU U3XBBPIAHE Ha YnoTpeOaBaHn ¢nakoHH, CIPHHIIOBKH H
MaTepMany

BcHukH HensmoasBaHu (PJIAKOHH MM OCTAHa/ pa3TBOP BbB (pIaKOHA W/WAH B CIPMHLUOBKHTE TpAORa Aa
Owvaat aproKknapupany. Karo antepHariBa, BCHYKH ocTaThyHH KommuecTBa BOKOTIOP morar aa Obaar
MHAKTHBHMpaHM upe3 nolaBsaHe Ha HAKOH OT caeanuTe pasteopu: 70 % eranon, 50 % u3onponanon,

0,1 % SDS (auMOHEH OETEPreHT), paspeacH pa3rsop Ha HarpueB xuapokeua (0,1 N NaOH) unu
paspeneH pa3Teop Ha HaTpueB xHnoxaoput (noHe 0,1 % NaOCl).

Cnen uHaxkTHBHpaHe ynoTpelaBanuTe (IaKOHH, CMIPHHUOBKH H MAaTepHalH He TpabBa Aa ce W3npassar
H Tpa6Ba Aa ce NOCTABAT B NOAXOAAIUH KOHTEHHEPH W U3XBBPAEHH CBITIZCHO MECTHHTE pa3nopendH.

ngnop_bxu IPY BB3HUKBAHE Ha MHILJeHT npu 6opaBeHe ¢ 6OTYIMHOB TOKCHH THI A
Pa3cunaHoTo konHuecTBo OT npoayxTa Tpabsa aa ce wibwplue: wnu ¢ abcopbupain matepuan,

UMINpPErHUpaH ¢ HAKOH OT TOPENOCOYEHUTE PA3TBOPH B CJTy4Hall Ha mpax, HiH CbC CYX,
abcopOupall MaTepuas Npu pas3TBOpPeH NPOAYKT.

. 3aMBPCEHHUTE NOBBLPXHOCTH TPAOBA Aa ce NOYHCTAT ¢ abcopbupall marepyan, HMNPErHUPaH ¢
HAKO# OT ropefiocoMEeHUTE pa3sTBOPH, CIIEA KOETO 1a Ce NOACYLUAT,

. AKo ce cuynu ¢nakoH, oOpaboTeTe No ONMCaHKA NMO-FOPE HAUHH, KATO BHHMAaTENHO chbepere
napueTaTa CYyINeHo CThKIIO B H30bpleTe NPOAYKTa, KaTO BHUMABATE [l HE CE MOpPEKETE.

. AKO NPOAYKTHT BAE3€ B KOHTAKT ¢ KOXaTa, M3MNakHeTe OOWIHO 3aCErHATOTO MACTO C BOJA.

. AKO NPOAYKTHT ONMAAHE B OMUTE, H3IJIAKHETE OOWIHO ¢ MHOIMO BOAA WM ¢ PasTBOp 33 OYHH
NPOMHBKH.

. AKOQ NpOAYKTHT NPOHHKHE B paHa, CPA3aHA KOXKA WIIH KOXKA C HAPYLIEHA LLNOCT, H3TUTaKHeTe
OOWITHO ¢ MHOTO BOJIa U B3€METE NOAXOAAMTE MEAHLUHHCKK MEPKH B CbOTBETCTBHE C
HHKEKTHpaHaTa [103a.

Te3n HHCTPYKLKH 33 H3nON3BaHe, pabora W H3XBBpAsHE TpaOBa CTPHKTHO Aa ce cnassar.

7. NPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Merz Pharmaceuticals GmbH
Eckenheimer Landstralie 100
60318 Frankfurt am Main

['epmanns
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8. HOMEP(A) HA PASPELIEHHETO 3A YIIOTPEBA

BOKOTHIOP 50 enuuuiM Npax 3a HHKEKLMOHEH pa3TBOp - perucrpauioneH HoMep: 20210084
BOKOTIOP 100 enuHHLH Npax 3a HHXKEKUHOHEH pa3TBOp - peructpaunordes Homep: 20210085

9. JATA HA IIBPBO PAZPEIIABAHE/TIOJHOBABAHE HA PASPEUIEHHETO 3A
¥YIIOTPEBA

Hara sHa mppBo paszpewasane: 12 anpun 2021 r.
Jara na nocneano noaHopasaxe: 13 cemremspu 2021 r.

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

06/2025
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