KPATKA XAPAKTEPACTHKA HA IIPOAYKTA

1. HME HA JIEKAPCTBEHHA MPOAYKT

N3NLIHUTENHA ATEHLINA NC NNEKAPCTBATA

BOKOTIOP 50 envHHIM nmpax 3a HIDKEKIOHEH Pa3TBOp
Kpamia XapaKmepucmuxa Ha npogyxma - (Ipusoxenue 1

BOKOTIOP 100 eautmi npax 3a HIKEKIHOHEH Pa3TBOP

-------------

BOCOUTURE 50 units powder for solution for injection (7 /- ,Z_
BOCOUTURE 100 units powder for solution for injection | paapauenue M 2442 i\ L J 60

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

2. KAYECTBEH H KOJIMMECTBEH CbhCTAB

BOKOTIOP 50 edunuyu
Enun dnaxon chappika 50 eqpmmam GoTyMHos Tokcus Tan A (Botulinum toxin type A) (150 kD), Ge3
KOMILIeKCo0o0pasyBalii poTertn*,

BOKOTIOP 100 eounuyu
Enann ¢gnakon ceawspaxa 100 enunmm SoTyuuoB Toxcun THN A (Botulinum toxin type A) (150 kD), be3
KOMIUTeKCcooOpa3yBaly npoTerHu*.

* Bomynunoe moxcun mun A, npeviicmen, om xynmypu na Clostridium Botulinum (wam Hall)

3a ITHIHHA CITHCHK HA IOMOILHHATE BELOECTBA BIOKTE TOuka 6.1.

3. JIEKAPCTBEHA ®0OPMA

TMpax 3a HIDKEKLIMOHEH Pa3TBOP (MPaxX 33 HIDKEKLHs )
Ban opax

4. K/IHHUYHHA JAHHH

4.1 TepanepTHYIHH HOKAAHAS

BOKOTIOP e nokasaH 3a BpeMenHO nogoOpeHie HA BRHIIHKA BR/ Ha GPbYKH B rOpHaTa 4acT Ha
JIMIETO NIPH BH3PACTHH MALIHEHTH HA BB3PACT 07 65 NOIHHH, KOTaTO H3Pa3leHOCTTa Ha Te3H OpBUYKH
HMAa B&)KHO NCHXOJIOTHYECKO BBL3EHCTBAE BHPXY NAaLMEHTA:

. YMEPEHH 10 NWIOOKH BEPTHKAIHA OPBUKH MEXITY BEXAHTE, BUHIHMH NPH MAKCHMATHO
CMpBLIBAHE (rnabenapHi MbHKM) WHIH,

. YMEPEHH [0 AbNGOKH CTpaHHYHH HepHOpOHTanHN GpbUKH, BHAHMH IIPH MAKCHMATHA YCMHBKA
(THI ,,aYKA KpaK™) W/um,

. YMEPEHH JI0 TBI00KH XOPH30HTATTHH OPBUKH Ha 4eJI0T0, BRAMMH MPH MAKCHMAJTHO MOBIHTaHe Ha
BEKIUTE.

4.2 [lo3HpoBKA ¥ HAYIHH HA NPHJIOKEHHE

ITopaan palyIHKH B aKTHBHOCTTA HA NPATOKCHATE ¢AHHHIM, N03RTE (B eAHHHIH)
He A BIAHMHO3AMEHAEMH ¢ Te3H HA JPYTH JeKAPCTBEeHE NPOAYKTH Ha 6a3aTa HA
TOKCHH THHO A.

3a nospobua HHGOpManHa oTHOCHO KIHK4HETe npoyysaHus ¢ BOKOTIOP B cpasne
CTAHAAPTHHA BOTYMHOB TOKCHH THI A koMmeke {900 kD), uwicre Touka 5.1.
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Oomn
BOKOTHOP moxe 1a Ce NpUIara eAMHCTBEHO 0T JEKAPH ¢ NOAXoAd1a kBamHHkauua 1 Heobxonumus
OIHT B NPHAOKEHHETO HAa OOTYIMHOB TOKCHH THN A,

Jo3apoBKa

Bepmurannu Gpvuxu mexcdy eexcoume, 6UOUMU RPU MAKCUMATHO CMPBUiEaNe (21abenaphu ZvHK)
[MpuroteesusT BOKOTIOP e 5o3a o1 4 ¢AMBHIH CE TIPHJIAra BbB BCAKO OT 5-T¢ HHKEKUHMOHHH MeCTa:
JIBE HEDKEKIIMH BLE BCEKH MYCKY.N KOpYraTop (corrugator) H eHA HIKEKIMA B MYCKYII pouepyc
(procerus), xoero otroBaps Ha o0ma qo3a ot 20 equnuuy. Jozata moxe na 6bJie YBENHUESHA OT JieKaps
70 30 eAMHHIIY, aKo TOBA ¢ HATATA OT HHAMBHIYATHHTE HYXKIH Ha [TALMEHTa, Karo HMa HHTEPRal OT
noHe 3 Mecela MEXIy TPETHPAHHATA.

IMoxo6peHue Ha BepTHKANHUTE GPBYKH MEXKAY BEXKIHTE, BUIHMH NMPH MAKCHMAIHO CMPBILBAHEe
(rnaGenapuyu reHKM), OOHKHOBEHO HACTBHIIBA B paMKuTe Ha 2 10 3 AHH, KATO MAKCHMaiieH eekT ce
Habmonasa Ha neH 30. EdekTsT ce 3anassa 10 4 Mecena cliell HIKEKTHPAHETO.

CmipanuHu nepuopbumantu 6pvuK, SUOUMIU NPU MAKCUMATIHA YCMUBKE (MUn ,navi Kpaxk”)
Ipuroreennat BOKOTIOP B mo3a 0T 4 eMHHKLM Ce NpIITara Ha BCAKO OT 3-T¢ MHIKCKIIMOHHH MeCTa OT
BCAKA CTpaHa. EqHa wikekuHa ce noctapd npubmiusurento Ha 1,0 cm aarepanHo Ha KOCTHHA
opbuTaned ps6. Beaxa OT APYTHTE JBe HEKEKLHH Tpa6Ba aa ce noctapH npudmasuTenHo Ha 1,0 cm nan
W of1 00/IacTTa Ha THPBATa HEKEKIIHS.

(oxoH4aTenHa obina Ho3a: 24 eAMHHIK).

TlonoSpenne Ha crpaHUYHITE NEPHOPOHTATHE OPBUKH, BUANMH IIPH MAKCHMAHA
Kpak™), Hali-uecTo HacTHIIBA B PAMKHTE Ha ITLPBHTE 6 IHH, KATO MAKCHMAIIEH ede
nen 30. Edexrsr ce 3anasea o 4 Mecenia cae HIDKEKTHPAHETO.

2 R



Xopusonmannu 6pyuKu Ha 4enomo, 6UOUMH NP MAKCUMATHO NOBOUZAKE HA seXcoume
IpenoppunTenHusaT 061y K030B HHTEPBaN € 10 10 20 eAMHHIM, CNOpe HHAHBUAYAIHHTE HYXXIH Ha
[ALMEHTA, KATO HMAa HHTEPBAJ1 OT NOHE 3 Mecena Mexly TpeTHpaHHuATa.

Ipuroteeruar BOKOTIOP B o6ma ao3a ot 10 g0 20 egdHNLM Ce HEXXEKTHPA B musculus frontalis 8 5
HIDKEKLIHOHHH MeCTa, XOPH30HTAIHO NoApaBHeH: Ha noHe 2,0 cm Han opOuranHua pr6. Ha Beako
UIDKEKIHOHHO MACTO CE NPHIAraT CLOTBETHO 2 eIMHHLM, 3 eqUHHIM WK 4 eHHHITH.

IMogobpeHye Ha XOPHIOHTATHHTE OPBYKH HA YE/I0TO, BHAMMHE IIPH MAKCHMAIHO TIOBJIHTAHE Ha
BEXK/IHTE, OOMKHOBEHO HAaCTBHIIBA B PAMKMTE Ha 7 [IHH, KaTO MakcuMaiieH edekT ce Habmonasa Ha leH
30. EdexrsT ce 3anas3pa no 4 Mecena cliel] HIDKCKTHPAHETO.

Beuuxu noxazanun

B ciry4aii Ha ndica Ha edyebeH yenex B paMKHTeE Ha elldH Mecell el HEDKEKTHPAHETO, ClIeBa Aa ce

MPEANIPHEMAT CIIS/IHHTE MEPKH:

® ApanH3 Ha NpPHUMHMTE 3a HEYCNEX, KaTO HAMPHMEp TEbPe HUCKA 1033, HEMPaBHIHA

HIDKEKIJHOHHA TEXHHUKA, BE3MOKHO 00pasyBaHe Ha TOKCHH-HEYTpalIM3upaly aHTHTEA,
Kopeknus Ha 103aTa CIIpAMO AaHATH3A HA NOC/EAHKATA IPMYHHA 33 JiedeOeH Heycrex.
IMpeonenka Ha YMECTHOCTTA HA NTEYEHHETO ¢ GOTYIMHOB TOKCHH THII A.
B ciy4aii Ha nunca Ha HEXXENTAHM peaklHH TIO BPEME Ha MBPBHA jieueOeH ceaHc, MOXKE Jia Ce
3anoyHe JOITBIHHTENCH JiedeGeH Kypc ¢ HHTepBal MeXKIY ITBPBOHAYANHHSA H JOMbIHHTEIHHS
nevedeH ceaHe OT Hali-MaJIKoO TPH Mecela.

Cnenpann nonyjannod

HMa orpasnyenn nanHy ot ¢aza 3 kmHAYHA npoyusarua ¢ BOKOTIOP npu nanmenTn Han 635
roaunHH. Jlokato He ca HaJTMYHH JOTBJIHUTEIHN JaHHY B Tazk Bh3pacTora rpyna, BOKOTIOP re ce
MpPeNopEYBa MpH NAUHEHTH Haf 65 roauHn.

Ileaparpeuna nomyaanus
BezonacHocrTa u eduxactoctTra Ha BOKOTIOP 3a neyeHne Ha BepTHKANHH OPbYKH MEXLY BEKIHTE,
BHIMMH TPH MAKCHMAaJIHO CMpBIOBaHe (rnabenapHi I'bHKH), CTPAaHHYHH NEPHOPOHTATHA OPBUKH,
BHOMMH [PH MAKCMMAJTHA YCMHBKA (THIT ,,TIa9H KPaKk™) H XOPH30HTANTHA OPBYKH HA 4€/10TO, BHIHMH
NPH MAKCHMATIHO TOB/IHTAHE Ha BeXAMTE, HE Ca IPOYYBAHM IIPH Jella U I0HOIH noA 18 roquHu.
INopamu Tosa BOKOTIOP He ce npenopbyea npH NeAHATPHYHA TOMyALMA.

Havuns HA NpHJIOKERHE
Beuuxu noxkazanun

[Ipuroteesnar BOKOTIOP ¢ npennasHadeH 3a MHTPaMyCKYJIHO HIDKCKTHPAHE.



Canen pasrsapsne BOKOTIOP Tpabpa aa ce u3non3ea He3abaBHO # CaMo 33 €1HO HIDKEKTHPAHe Ha Camo
€IMH ALIHCHT.

IMpuroreenuar BOKOTIOP ce mioKeKTHpa ¢ ThHKA cTepriinHa uria (Hanp. 30-33 G/ 0,20-0,30 mm 8
Adametsp/13,00 mm anmxuHa Ha Hrata). [IpenopsaBaHHMAT 00EM 38 HEDKEKTHPAHE € TIPHOJTM3UTENTHO
0,04 a0 0,1 mi Ha €QHO HIDKEKITHOHHO MACTO.

3a HHCTPYKIIHH OTHOCHO Pa3TBAPAHETO Ha NIEKApCTBEHUA NIPOAYKT MPeiH NPIIOKEHUETO MY H 33
HHCTPYKLIHH 33 H3XBBPJISHE HA (IIAaKOHMTE BIDKTE TOUKA 6.6.

Hurepranure Mexkay OTAEITHHTE JISUCHHS He TpaORa fia ca Mo-MaJIKH OT 3 Mecena. AKO JICUEHHETO €
HEYCTIEIHO WM e(eKTHT NMPH NOBTOPHO HIDKEKTHPAHE HaMalABa, TPAOBA a ce H3NOJI3BaT
aNTCPHATHBHNA METOH HA NEUECHHE.

Bepmuxannu 6pvuiu Medicdy gexncoume, udUMU NPU MAKCUMATHO CMPBYULeaNe (2100eNapHu ZbHKY)
[Npeau ¢ no ppeMe HA HEXKEKTHPAHE, NANELLT WK MOKa3aneUbT Tpa0oea aa 6bae nocTapeH cTabKHIHO
pe0a Ha oYHAaTa KyXHHa, 32 [ja ce NpeXOTBpaTH Audy3us Ha pasTeopa B TasH obnact. Mrnara TpsOsa pa
OBbJie HacOueHa HATOpE M MEAHAJIHO IO BpEME Ha HIDKEKTHPAHETO. 3a ia ce HaMaNH PUCKBT OT [IT03a Ha
Kienaya, TpabBa na ce u3dArBaT HHXeKLHUTE B GIH30CT JO MYCKYJNIa IOBAKIaYy Ha TOPHUS Kienay
(levator palpebrae superioris) v B KpaHHaIHAaTa YacT HA OPOHKYNapHHA OueH MyckKyn (orbicularis
oculi). HimkeKumdTe B MyCcKyJ1 kopyratop (corrugator) TpaGBa Aa ce OpaBaAT B HEHTPATHATA 4acT HA
TO3H MYCKYIL, Ha pa3cTosHHE oT noHe 1,0 ¢cm Han W3BHBKATa HA BEXKHUTE.

Cmpanuyunu nepuopbumannu 6pvuKu, GUOUMU BPI MAKCUMUTHA YCMUBKA (mun ,naiu Kpak”)
HIDKeKTHPAHTO ce H3BLPILIBA HHTPAMYCKYJIHO B OpOHKyNapHus odeH Myckyn (orbicularis oculi),
JHMPEKTHO NoJ AepMHCa, 3a Na ce m3berte audysua ra BOKOTHOP. 3a na ce HaMa/ln pHCKET OT MT03a Ha
yCTHATa, TpAGBA Ja ce H3OATBAT HHXKEKLIMHTE B TEBP/E roiamMa OIH30CT A0 MyCKyIa zygomaticus major.

Xopusonmannu 6pvuxu Ha 4enomo, GUOUME NPY MAKCUMATIHO NOSOUZAHE HA 8edcoume
3a na ce HAMATH PMCKBT OT ITO3a Ha BeXKaTa, Tpabea Aa ce usbarea urkekrupanero Ha BOKOTIOP
651130 0o opOHTaNHKA pEb, KOETO MOXKe JIa NOBEAE 1O [apaIM3HPAHE HA AOJHHTE MYCKYJHH BJIAKHA.

4.3 IlporHBoDoKa3zaARMAN

¢  CBpLXYYBCTBHTEIHOCT KBM AKTUBHOTO BEINECTBO HIH KM HAKOE 0T NOMOIHHTE BEINECTBA,
H30poeHH B TOuKa 6.1;

¢ TeHepanmvpaHn HapyIICHHs HA MCKYJIHATA AKTHBHOCT (HAPHMEP MHACTEHHSA IPAaBHC, CHHIPOM Ha
Lambert-Eaton),

¢  Hudexuns WM PE3NANCHHE HA MACTOTO, KOETO € ONpPeiEIeHO 3a HIDKeKTHpaHe.

44 CroenrajJHHE DpeaynpeiIeHnas 4 Npesna3HA MepKH OpA yoorpeba

O6mu
Ilpenn pa npunoxu BOKOTIOP, nexapar tpafBa na ce 3ano3Hae ¢ aHATOMHYHWTE OCODEGHOCTH Ha
NAalHEHTa H €BEHTYANIHH AHATOMHYHH NIPOMEHH B PE3YJITaT Ha MPEILIECTBAIH XHPYPTHYECKH TPOHETYPH.

Tpabsa na ce obbpHe BHMMaHHe, 3a 1a ¢e rapaurupa, ye BOKOTIOP HaMa na 6bae HHKEKTHpaH B
KPBBOHOCEH ChA.

Tpabpa ma ce WMa NpeBKa, 4e XOPH3OHTATHHTE GPBYKH HA YEJIOTO MOTaT He caMo Aa ObaT IMHAMHYHH,
HO MOraT CHILO TaKa Ja OBAAT peayrrar oT 3ary0a Ha JepMaiHa eacTHIHOCT (HATpHM
BE3PAcTTa HIH YBpeXIaHe OT CBETNHHA). B TO3H cmyydali naudeHTHTS MOXe Aa He pe
KOHTO ChIBPKAT GOTYIHHOB TOKCHH.

BOKOTIOP 1patra 1a ce npunara ¢ nosHIIEHO BHHMAHHE:
° NPH HATHYHE Ha KbPBEHE OT BCAKAKDB THIT;



. MpH NALUHCHTH Ha AHTHKOAryJIaHTHA Tepanus WIH JIPYTH JIEKapcTBa, KOUTO MOJKE 1la HMaT
AHTHKOAryJIaHTeH edeKT.

Jlokanen edext Ha TOKCHHA H eEKT, TBIDKAIN cé Ha PA3IPOCTPAHEHAETO HA TOKCHHA W3BBH MSACTOTO Ha
HIIOKEHHE

Hexeslanm peakuyu MOrar a ce [osBST NP HIKEKTHpake Ha OOTYHHOB HEBPOTOKCHH THIT A Ha

HEMPaBHITHO MACTO, KOETO BPEMEHHO NMApaTH3Hpa ONH3KUTE MYCKYJTHH IPYIIH.

HMMa faHHH 3a HexKe/IaHH peaKLMi, KOHTO MOTAT 13 ¢4 CBBP3aHH C PasnpoCTPaHEHHe Ha 60Ty IHHOBHA
TOKCHH THII A M3BBH MACTOTO Ha NpHIioxKeHHe (BK. Touka 4.8).

[Mpu naipeHTHTE, NEKYBaHH ¢ TEPANIEBTHYHH JI03H, € BE3MOXKHO Ja C& Pa3BHe NPEKOMEPHA MyCKyIIHa
ciabocT.

[TarmeRTHTE ¥ Te3H, KOMTO Ce MPIDKAT 32 TiX, TpabBa Na GLAaT HHCTPYKTHPAaHH [a TBPCAT He3abaBHO
MEIHUMHCKA IIOMOL, AKO ce AIOABAT HAPYLIAaBaHE HAa MPETTBIIAHETO, TOBOPA HIH JHILAHETO.

IT HeB CKYJIHH AHMA
Hmxexmupanero Ha BOKOTIOP He ce npenopbuea MpH NAMMEHTH ¢ AHAMHE3A 33 aCTIHPAIAA H Mcharus.

BOKOTIOP tpatBa na ce npuiara BHUMATETHO:

. TIPH NAHEHTH, CTPARALIH OT JIaTepanHa aMHOTPOdHA CKIepo3a;

. TIPY NALMEHTH, CTPAJAIM OT ApYFH 3a00NABaHu, BONCIHIM A0 nepAdepHa HEBPOMYCKYHA
AEchYHKIAS;

. TIPH NPWIKESHAE B MYCKYJTH ¢ B3pa3eHa cnabocT WiIH aTpodis.

Peakiuy Ha CBPBXYYBCTBHTENHOCT

Peakiiy Ha CBPBLXUYBCTBHTEIHOCT Ca IOK/1AABAHH NPH [IPHIOAEHHE HA NPOIYKTH, ChIABLPKALLH
GOTYIMHOB HEBPOTOKCHH THIT A. AKO ¢€ TOABAT CEPHO3HM (HANPUMEp aHAGIIAKTHYHY) H/HIH He3abaBHK
peaKiMH Ha CBpbXYyBCTBHTEITHOCT, TpsOBA Aa ce NPWIOAKH NOAXONAIA TEPArHA.

06 € Ha aHTHTeNna

IIpekaneso 4ecTOTO NpHIIOXKEHHE HA GOTYIHHOB TOKCHH MOXKE AA YBC/IHYH PHCKa oT obpasyBane Ha
aHTHTEJIA, KOSTO MOJKE 13 AOBEIE AC HEYCTeX Ha JIeYeHHeTo (BK. ToKa 4.2).

Bu3moxkHOCTTa 32 06pazyBane Ha aHTHTEIA MOKE C& OTPAHHYH, KATO e MHDKEKTHPA Hali-HUCKATA
eeKTHBHA 11032 HpH HAl-AWTET HHTEPBAT MEXKIY HIKEKLIHHTE.

4.5 BaammoaeiicTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH B Apyrd $opMH Ha B3aumoaehcTsne
He ca npoBexaaHH npoy4saHis 32 B3aHMOACHCTBHA.

TeoperwdHOo ediekTET HA GOTYIMHOBHR HEBPOTOKCHH MOXKE /1a C€ YCHIIH OT aMHHOTTIHKO3HARK
AHTMOMOTHIIH WIH JIPYTH TeKaPCTBEHH MPOAYKTH, KOMTO NOBIHABAT HEBPOMYCKYIJTHOTO IIPEIABAHE, KATO
HANPAMEP MHOPEIAKCAHTH OT TYOOKYPaPHHOB THIL

TTo Tazu npuwHHAa eHOBpeMeHHOTO npwioxkenHe Ha BOKOTIOP ¢ aMHHOTIIHKO3HAHH AaHTHOHOTHLIH KITH
CTIEKTHHOMMLIHH H3HCKBa 0co0eHO BHAMaHue. [lepudeprure MHOpenakcaHTH TpAGBa lla ce NpHiarar
BHHMMATEJTHO, KaTO NpH HeoOXOAMMOCT HaYanHaTa 103a Ha MHOpenaKcaHTa TpA6Ba Jia ce HaMaTH WIH 13

C€ U3NO/I3BAT ACKAPCTBEHH NPOXYKTH ChC CPeHA HPONB/DKMTENHOCT HA ASHCTBHE, KATO BEKYPOHHYM HIIH
aTPaKypHyM BMECTO JIEKAPCTBCHH NMPOAYKTH C NO-NPOABIDKHTENEH SheKT.

4-aMHHOXHHOIIMHHATE MOTAT /ta otcnalst edexra na BOKOTIOP.

4.6 PepTunuTeT, GPeMEEADCT M KbPMEHE

Bbpemennoct
JIunceat anexkBaTHM JaHHHM OT yniorpeGara Ha GOTYNMHOB HEBPOTOKCHH THNT A nipu 6

TlpoyuraHHATA IIpH KHBOTHH NOKA3BAT PENPOAYKTHRHA TOKCHYHOCT (BXK. TOUKa 5.3).




PHCK HPH Xopa He € HiBecreH. Ilo Ta3u npuunna BOKOTIOP we Tpa6Ba na ce ynorpebisa no apeme Ha
6peMEHHOCT, OCBEH AKO OYaKBAHATA [10J132 HE ONPAB/ARA PHCKA.

Krpmene
He e m3BecTHO gans GOTYITHHOBMAT HEBPOTOKCUH THN A Ce eKCKpeTHpa B KbpmMara. 1o Tazu npHYMHA
BOKOTIOP He Tpa06Ba 1a ce npwiara B EPHOAA Ha KEPMEHE.

Qeprundrer
JIuncear KIMHHYHK JaHHH OT ynotpebaTta Ha 60oTymHHOB HeBpoTokcHH THI A. He ¢a ycTaHoBeHH
CTPAHHYHH e()eKTH BEPXY MEXKKHA H XEHCKHA QepTHIHTET MpH 3aiim (Bk. Touka 5.3).

4.7 EdexTa BBpxy conocoGHOCTTA 32 modupasne B paGoTa ¢ MAINHHHA

BOKOTIOP uma cnabo win yMepeHO BIHAHHE BBPXY CIIOCOGHOCTTA 3a o HpaHe | paboTa ¢ MalTHHH.
IanuenTire Tpabea Aa GbaT MOCHBETBAHM, Y€ AKO CE IIOABAT YMOPA, MycKyJiHa c1abocT, 3amatiBane,
HAPYIICHHE HA 3PEHHETO HIIH ClIajaHe Ha Klenad4a, Te TpAaOsa Ja u3bArear na wodupar wia aa
H3BBPIIBAT APYTH NMOTEHIHAMHO ONIACHH ASHHOCTH.

4.8 Hexenann JeKapcTBeHH PeAKUHA

O6HKHOBEHO HEeKENIAHHTE PeakLiM ce HabTIONABAT Npe3 MBPBaTa cefMHLIA ClIe/] JIEICHHETO M ca ¢
npexoneH Xapaxtep. Hexxenanure peaknuu Morat Aa 63T CBbP3aHH C aKTMBHOTO BEIHECTEO, C HaUHMHA

Ha HIDKCKTHpAHEe HIH H C JBETC.

Hewxenanu peakiinm, He3aBHCELM OT DOKAZAHMETO

Hexcenanu peaxyuu, cevpianu ¢ npuiosicenuemo

Cneanure peakiuu Morar 1a GbAaT CBBP3aHH C HEDKEKTHPAHETO! JIOKAIM3HpaHa GolTka, BEananexue,
napecTesns, XMIOECTE3Hs, YYBCTBUTEIHOCT, NOLYBaHe, OTOK, epHTeMa, ChpOexK, N0KaTH3HpaHa
HH(CKIMA, XeMaTOM, KbpBEHe W/ Wi KPBBOHACAIAHE.

Boka W/MINH TPeBOXXHOCT, CRBP3AHH C HITIATa, MOTAT 12 JOBEeJAT 0 Ba30BATATIHH PEaKiMH, BKIFOYHTETHO
NpexXoaHa CHMITTOMAaTHYHA XHIOTOHHA, FaZiCHE, THHHTYC H CHHKOIT,

Heoicenanu peaxyuu, Oviaxicauu ce na axmusromo 6ewecmec ont Kaac 6omynuroe Heapomoxcur mun A
Jlokanusupana MyckynHa cnabocT € euH oT oYakeaHuTe GapMakonoruasu edexkTyt Ha GOTYIHHOBHA
TOKCHH THIT A.

BnedaponTosa, koaT0 MOske Aa Gbjie NPHUHHEHA OT TEXHHKATA HA HEDKEKTHPAHE, C& CEBP3Ba ¢
tapmakonoriunus epext Ha BOKOTIOP.

Heoicenanu peaxyuu, Ovaxcawu ce Ha pasnpocmpanenuemo Ha MOKCURA

Koraro apyrH nokasanus ca OWiH iekyBaHu ¢ 60TY/THHOB TOKCHH, MHOTO PAIKO ca JOKJIaNBaHH
HEKENAHH PeaklHY, JHJDKALIM Ce Ha pasnpoCTPaHEeHHETO HAa TOKCHHA H3BBLH MACTOTO Ha IMPHIIOKEHHE,
KOETO A3 NPEAH3BHKA CHMITTOMH, ChOTBETCTBALM Ha edeKTHTE Ha HOTYIHHOB TOKCHH THIT A
(npexoMepHa MycKyNHa cnaGoct, aucharka, acnupalHoOHHA THEBMOKHS ¢ (aTaneH H3X0A B HAKOH
ciy4daH) (Bx. Touka 4.4). Hexenanu peaxims, nono6HH Ha onyucaHuTe, He MOTAT HAITBJIHO Aa 6bAaT
H3KJIIOYEHH NpH npunoxenuero na BOKOTIOP.

Pearxyuu na cepvxuyscmeumenrnocm
Paaxo ca noknaBaHK CEPHO3HH W/HITH BHEIAITHH PEAKLIMH HA CBPBXUYBCTBHTEIHOCT, BIIIOYHTEIHO
aHaduIakcHa, cepyMHa GOJIECT, YPTHKAPHA, €A€M Ha MEKHTE ThKAHH M JHCITHEA. Hsnc -
peakiMH ca OWi JOKIIaIBaHH cliel] ynoTpeba Ha KOHBEHUHOHATEH GOTYIHHOB TOKCH
CaMOCTOATENHO WIH B KOMOHHALMA ¢ APYTH JIEKAPCTBA, 32 KOHTO € H3BECTHO, Ye
peaKiun.

HexxenaHp peakiiy OT KIHHHYHHE OOHUT



CnepannTe HeXeNaHW PEaKIMK ca JOKIANBAaHH nipy nprnarane Ha BOKOTIOP. B 3aBHCHMOCT OT
YeCTOTaTa T€ CE PasTpelesAT B CNIEAHMTE KATErOpHH: MHOro 9ecTH (> 1/10); uectn (= 1/100 mo < 1/10);
HeuecT (> 1/1 000 ao < 1/100), peaxn (= 1/10 000 go < 1/1 000); muoro peaxy (< 1/10 000).

Bepmuxanniu opvuxu medxcdy seacoume,

SUOUMU NPU MAKCUMATHO CMprowieane (2nabenapnu ZeHKu)

CHcTeMo-OpraneH KIac HexeJ1ana peakinus YectoTa
Hudexmmu u uHpecTamu Bpouxur, wasodapuurur, rpunonoacbuo | Hedectu
3abonsBane
INcHxydHH HApYIIEHHA bescpHHe Heuectn

HapylileHns Ha HepBHATA CHCTEMA I'nasobonue Yecru
Hapywenns Ha ounte OToK Ha KiIenaya, ITo3a Ha Kienaya, Heuectn
3aMBITIEHO BIKAAHE
Hapy1ieHns Ha koJkaTa M IOKOXKHATa | ChpOedk, KOKHH BL3ETYeTa, ITTo3a Ha Heuecn
TBHKAH BEXAATa
Hapyiienws Ha MycKynHO-CKeJleTHaTa 3naxsT Ha Meducroden (naTepanHo Yectn
CHCTEMA H CheHHHTEIIHATA ThKaH MNOBJMIAHE HA BEXKIUTE)
MycKynHo NOTpenBane, MyCKyeH Heuectnn
CTazLM, JIMLICBA ACHMETPHA (aCHMETpHS Ha
BERIMTE)
OOmu HapymeHns H edyeKTH Ha MACTOTO | KpbBOHRTHB Ha MACTOTO Ha HIDKeKTHpaHe, | Hewectn
Ha MPHICIKEHHE 6onka Ha MACTOTO HA HHMKEKTHPAHE
(noKanHa), YyBCTBHTENHOCT, YMOpA,
IHCKOMGOPT (YcelliaHe 3a TEXeCT B
KJIenaqa/sexaara)
CBIOBH HAPYIIIEHHS KpbBouzmub Heuectn

Cmpanuunu nepuopbumaniu 6poyxi, SROUME RPU MAKCUMATHA yeMuara (mun ,,n

auu Kpak”)

CacreMo-opragen KiIac Hexenana peaknus YecroTa
Hapymenns Ha ounre (OTOK Ha Kiernaga, cyXo OKo Yectn
OOwH HapyieHns H edekTH Ha MacToTe | KphBOH3NMB Ha MACTOTO Ha HiDkekTHpaHe | Uectu
HA MPIIOKEHHE
Bpvuku ¢ 2opuama vacm na ruyemo
CHCTeMO-0OprafneH Kaac Hexenrana peaknus YecroTa
Hapymenns na HepBHaTa cucTeMa Inapoborme MHoro yecTH

Xunoecrezus YecTn
O61M HapylieHus H eekTH Ha MACTOTO | KpBEOH3MHB Ha MACTOTO HA UiDKeKTHpaHe, | Yectn
HA MPHTCKECHHE H0nKa Ha MACTOTO HA HEDKEKTHPAHE,

€pHUTeMa Ha MACTOTO Ha HHKEKTHpaHe,

JMcKkoMGOpT (YcemaHe 3a TEXECT B

00JacTTa Ha YeNnoTo)
Hapymenus Ha oumnre IIro3a Ha Kiaenava, cyxo oKo Yectu
HapymeHus Ha koXaTa ¥ NOAKOKHATA Throsa Ha BesKaaTa Yectn
THKaH
HapymmieHus Ha MycKynHO-CKefleTHaTa ACHMETpHS Ba JTHIIETO, 3HAKBT HA Yectu
CHCTEMA H ChEAHHHTENHATa THKaH Meducroden (narepanHo nosaHrane Ha

BEKINTE)
CroManlHO-YpeBHH HapyLIEHHA Tagene Yectn

IocT-MapKeTHRrOB ONAT

Crneannre Hexenanu pCaKH ca JOKINagBaHH ¢ HEH3IBECTHA YeCTOTa [IPH ynorrpeﬁa
C/ICA MMyCKaHETO My Ha rnasapa, 0e3 1a ce AOKIABA 33 KAKBO NOKAIAHHE € HAMON3E

CucremMo-opragen Kaac

Hexenara peaknus

Hapyiesns Ha HMyHHaTA CHCTEMA

Peaknyu Ha CBPBXYUYBCTBHTEITHOCT K&

(CBIIO M ANede OT MACTOTO HA HEJKEKT a!jg) epﬂ’rema,




chpbesk, 0GpHB (JTOKATHIHPaH ¥ reHepaTH3Hpal) H 3a1yX

Hapymenus Ha MycKynHo-ckenernara | MyckyaHa atpodus
CHCTEMA M CHENMHWTE/IHATA ThKAH

O6mH HapyLleHua H eheKTd Ha I'prnorono®Hl cUMITOMH
MACTOTO Ha IIPHJIOKEHHE

Crobmapane A2 NOAOIHPAHH HEXKeJIAHA PeaKNHH

Copob1apaHeTo Ha MONO3HPAHN HEXENAHH PEAKIHHE CJIe]| pA3peliaBaHe 32 yrioTpeba Ha JICKapCTBeH A
NpoAykT ¢ BaxkHo. ToBa no3BoiABa Aa MPOABDKM HAGIIOACHHETO HA CHOTHOLIEHHETO MOJI3a/PHCK 32
NeKapCeTBEHHA NPOAYKT. OT MEIWIIMHCKHTE CIICLIHANHCTH ce H3HCKBA /1a ChoOIaBAT BCAKA NONO3HPAHa
HEXKeJIaHA Peakilvs Ypes Hal[HOHANHA CHCTeMa 33 choblaBale KM M3mpnauTentara areHIHs 1o
nexapcreara, yi. ,,Jlamss Ipyer” Ne 8, 1303 Codms, Ten.: +35928903417, yebGeaiir: www.bda.bg.
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CuMITOMH Ha npeno3upaHe

HopumennTe J034 Ha GOTYNHHOB HEBPOTOKCHH THI A MOTaT 13 ROBEAAT 10 H3pa3eHa HEBPOMYCKYITHA
apanusa, OTAATEYEHA OT MACTOTO HA MIDKEKTHpaHe C MHOXKeCTBO CHMITOMH. CHMITTOMMTE MOTAT Ja
BIIIO4YBAT 00HIa ci1abocT, MTo3a, AMTUIONMS, 3aTPYAHEHHA B AMINAHETO, 3aTPYIHEHHA B FOBOPA, Napanusa
Ha JHXATe/HATA MYCKYJIaTypa HWiId 3aTpyAHEHHs B NPETTbLIAHETO, KOHTO MOTaT Jia AOBEIaT 0
acIHMpaIHOHHA THEBMOHHA.

MepxkH B ciTyyan Ha peAo3dpane
B ciydaii Ha npeaosHpaHe NaUKERTHT TpAORA 3 € Mo MeAHIMHCKO HA0MIOAeHHE 38 CHMITTOMH Ha

H3pa3’eHa MYCKYJIHa ¢nabocT HTH MycKyJ1Ha napamiza. Moxe Ja ce HAJIOXKH CHMITTOMATHUHO JIeueHHe.
AKO ce NOABH NapaH3a Ha AMXATeHATA MyCKYJIaTypa, MOXE [1d C€ HAIOKH acCHCTHPaHO AHILAHE.

5.  ®APMAKOJOI'MYHM CBOFCTBA
5.1 ®apMaxkolHHAMHEYHE CBOiicTBA

(®apMaKoTEpaNeBTHYHA TPYTIA: APYTH MYCKYJIHH PeJIaKCaHTH, NepHdepHO AelcTRALIA NPOAYKTH,
ATC rox: MO3AX(0

BoTynHHOBHAT HEBPOTOKCHH THN A Ol0KHPA XOIMHEPTHYHOTO IPENABaHe B HEBPO-MYCKYJHHTE
CHHANCH 9pe3 MOTHCKAHE Ha 0CBOOOKAABaHETO HA AlleTHIXOIHH. HepBHHTE OKOHYaHHA B HERPO-
MYCKYITHHTE CHHAIICH CITHPAT A3 OTTOBAPAT HA HEPBHH HMITYJICH H C¢ TIPEKBCBa CEKPELIHATA Ha
HEBPOTPAHCMMTEPA MPH MOTOPHHUTE IUIOHKH (XMMHYECKa JeHepsalus). BricTaHOBABaHETO HA
ApeABAHETO HA UMITYJICH CTaBa cliel] hOpMHPAHETO HA HOBH HEPEHH OKOHYAaHHSA H IIOBTOPHOTO
CBBp3RaHe ¢ MOTOPHHATE IUIOYKH.

MexanuInM Ha NCHCTBHE
MexaHu3MET Ha JelicTBHE, Ype3 KoHTO 60T THHOBHAT HEBPOTOKCHH THI A OCBILECTBABA CBOUTE
eeKTH BEpXY XONHHEPrHYHHTE HEPBHK OKOHYAHHS, MOJKE [ Ce OIHIIE KaTo Mpoliec, KOHTO BKIIOYBA
CJIEHNTE YETHPH NOCJIEIOBATENIHH CTHITKH:

. Chpbp3BaHe: TexKaTa BepHra Ha OOTYAHHOBHA HEBPOTOKCHH THII A ce CBBEP3Ba ¢ H3KIIHOUHTEIHO
BHCOKA M30HPaTe/THOCT H aQUHHUTET C PELIENTOPHTE, KOHTO CE CPELIAT CaMO B XOJTMHEPIHYHHTE
OKOHYAHHS,;

. HurepHanuianma: cBMBaHe Ha MeMOpaHaTa Ha HEPBHHTE OKOHYAHHA H abcopd
HEPBHOTO OKOHYMAHHE (SHAOLHTO3a);

. Tpancnokaums: aMHHO-TEPMHHATTHHAT CerMEHT Ha TEXKKATA BEPUTA Ha HERP
nopa B MemMOpaHaTa Ha Be3HKYJaTa, AMCYIUAHATA BPb3Ka ce pasUernBa | J1
HEBPOTOKCHHA NPEMHHABA ITPE3 110paTa B UHTC30Na;




. Edekr: cnex karo nexata sepura 6ua¢ 0cBoB0AEHa, TA CE pa3LeNnBa MHOTO CrielM(HIHO ¢
TapreTHus npoterH (SNAP 25), ko#To WMa CHIIECTBEHA POJIA 33 OCBOOOKAABAHETO Ha
ALETHIXONHH.

Cnen MHTPaMyCKyJiHA MEDKEKITHA ITHIIHOTO Bbh3CTAHOBSBAHE Ha (PYHKLMATA HA [UV10YKHTE/Mpe1aBaHeTo Ha
HMITyJICa B HEPBHHTE OKOHYAHMA OOMKHOBEHO HACTBIIBA B MPOARDKCHHE Ha 3-4 Mecela, JoKaTo
HEPBHHTE OKOHYAHHS IIPOPACHAT H CE CEBPXKAT OTHOBO C MOTOPHMTE ILTOUYKH.,

PesysrraTh or knuHuMHUTE npoy4BaHus

Bepmuxannu 6pvuru mexncoy sexncoume, 8UOUME BPU MAKCUMATTHO CMDPBUYBANRE (21A6eaPHE ZbIKL)
O6mo 994 nauHeHTH ¢ yMEpPEHO 10 TEXKKO H3paseHH rabenapHi I'bHKH, BHIHMH IPH MaKCHMATHO
CMPBINBAHE, ¢a yuacTeand B npoyueanud ¢ BOKOTHOP 3a nokasanuero rinabenapiu reHKH. OT TAX
169 naupertH (= 18 romurm) ca 6unu nexyranu ¢ BOKOTIOP npe3 ocHOBHHA NEPHOA HA OCHOBHOTO
ABOHHO-CAANO Miaue6o-KOHTpoHpaHo npoy4sane ot ¢asa III u 236 nauueHTH ca GunK nekyBaHH B
OTBOPEHOTC npoxbipkenne (Open-label Extension - OLEX) Ha TOB& npoy4Bane. Y CIEXET HA ICYEHHETO
ce AeMHIPA KaTO OLEHKA ,,HAMA® WITH ,,ieka” no 4-Toukora Ckania Ha GpBYUKMTE 110 JIMLETO, OLICHEHA
OT M3CNEeZ0BATENA Ha 4-Ta CeAMHLIA MPH MAKCHMATHO cMpbilpaHe. [IpoyuBaHeTo AeMOHCTpHpa
CTATHCTHYECKH 3HAYHMA H KIHHHYHO pefieBaHTHa eduxacHocT Ha 20 emuanim BOKOTIOP B
cpaBHeHHe ¢ IwiaueGo. OGHAT MpolleHT Ha yerex e 6un 51,5% s rpynara Ha BOKOTIOP cpeury 0,0%
B rpynara Ha miane6o. He ce HabmozaBa iolnaraHe NpH HATO SIHH NauMeHT, nexysad ¢ BOKOTIOP
B OCHOBHOTO Npoy4eaHe. Tosa 6ente nOTBLPACHO OT NO-roJieMHd Gpoit yHacTHHIM, OLEHeHH Ha ned 30
criopen Cxarara 3a GpBUKH 10 TMLETO TPA MAKCHMAJIHO CMPBIIBAHE KAKTO OT H3C/EJ0BATENSA, TAKA H
OT NALMEHTA, TOKA3BAMa 3HAYNTENHO IO-BHCOK I HAa OTTOBOPHIIMTE Ha JICUCHHETO CPEe/l NALMEHTHTE,
nomyuasamy 20 eauauim BOKOTHOP, B cpasHenHe ¢ maue6o.

AHATH3BT Ha NOATPYNHATE NMOKa3Ba, Ye epHKACHOCTTa NPH MALMEHTH Ha BB3pacT Hal S0 roauHH € mo-
HHCKA B cpaBHeHHe ¢ no-mnaaute nauueHTH. [Tpu tax 113 naunenty ca 6w Ha Bb3pact S0 roayHu
MM IO-MIaNH M 56 nauueHTr ca Oumi Ha Be3pacT Hax 50 rogund. EdukacHocTTa OpH MBbKETe € 1o-
HMCKA B CpaBHeHue ¢ xeHute. [1pu Tax 33 naupenT ca 61iu Mbxke M 136 NaUBeHTH Ca OHITH KEHH.

TepanesTidHaTa expupanenTHocT Ha BOKOTIOP B cpaBHeHne ¢ npoaykra-komnaparop Bucraben/
Botoke, chabpikall koMineke ot GoTynuHoB TokcuH THI A (enabotulinumtoxinA, 900 kD), e nokasana
B JIB€ CPaBHHTE/NHH, MPOCNICKTHEHH, MHOIOLICHTPOBH, PaHAOMH3HPAHH, ABOHHO-CIICNM Mpoy4BaHus (n =
631) npu w3nomr3BaHe Ha eHHAYHHA A03H (20 H 24 eqMHULIM CHOTBETHO). Pe3yTaTHTe OT NPOYYBAHETO
noka3spar, 4¢ BOKOTHOP u npoayxra-koMnaparop WMaT ¢XoJieH mpodu Ha epHKACHOCT U
Ge30nMacHOCT Ny MALMEHTH C YMEPEHO A0 TEKKO U3pa3eHH rnabenapHH IMHHH, BHIHMH NP
MAKCHMATHO CMpBIIBAHE, KOTATO C& M3MOJIIBAT C A030BO CHOTHOIIEHHE Ha KOHBEpCHA 1: 1 (Bxk. TOuka
4.2).

Jlparocpounara 6¢30MacCHOCT NPH JIEYEHHE ¢ NOBTApALIA ce 1034 (20 exuHnuy) Ha rnabesapHy OpBUKH,
BHAHMMH IPH MAKCHMAJTHO CMPEILEAHE, € A0Ka3aHa B npoyuBaHe ot ¢asa [11 3a nepHonx Ha neyeHue 10
JBE rOAHHH ¢ A0 § MocnenoBaTe/IHM HIXKEKIHOHHE [HKRIa (MRZ 60201-0609, n = 796 ) [Rzany et al.,
2013].

Cmpanusunu nepuopbumannu GpuuKs, 8UOUMU NPU MAKCUMATRA YCMUBKE (mun ,navy Kpax”)
B npoyusane ot ¢aza III, 111 naumenTu ¢ ymepeHo a0 TEXKKO H3pa3eHH CTPAHHYHH NEpHOPOHTAIHH
6pBYKH, BHANMH IPY MAKCHMANHA YCMHBKA (THI ,,1a4H Kpak™), ca OHiIH JIeKyBaBH Mo BpeMe Ha |
kb ¢ 12 eapanon BOKOTIOP wnn nnaue6o Ha ctpana (B 061acTTa Ha JACHO/ISBO OKO) B
CPaBHEHHE Ha 3-TOYKOBH H 4-TOYKOBH CX€MH 32 HH)KEKTHpaHe. Y CTIEXEBT Ha JISUCHHETO e aed
Karo nopobpeHue ot nose 1 Touka B cpaBHEHHE C W3XOJHOTO HHBO MO 4-TOYKOBA CKAMKT
HE3aBHCHM OLICHHTEN Ha 4-Ta CEMHLIA, H3MON3BAHKH CTAHIAPTHHPaHH LH(POBH Q
MPH MaKCHMAalTHa YCMHBKa Ha 30HHTC OKOJIO ABETE O4H. H JBCTE CXCMH 34 HHKE [
4 TOYKH, NOKA3BAT NPEBB3XOACTBO CIIPAMO Twiatiefo. 3a cXeMara 3a HHXEKTHpPaHe]
Ha ycnex e Giwna 69,9% e rpynara Ha BOKOTIOP cpemy 21,4% B rpynara Ha TUI
HHXCKTHPaHe ¢ 4 TOUKHM - ChOTBETHO 68,7% cpemy 14,3%. He ce nabnozasa sio
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€/IHH nalHeHT, nekyBaH ¢ BOKOTIOP. Toga Gemme noTespAeHO OT NO-ToJIeMHA Gpoif yHacTHULH,
olieHeHH Ha aeH 30 cnopen 4-TOYKOBa CKasla IPH MAKCHMATHA YCMHBKA KAKTO OT H3CJIE/0BATENs, Taka
H OT MallHEeHTa, N0Ka3Ballia 3HAYMTEITHO fI0-BHCOK JAJ1 HA OTTOBOPUIIHTE Ha JICHEHHUETO CPEX
mauHeHTHTe, nomydasamy 12 eauauuyu BOKOTHOP Ha ctpana B ofacTra 0koNo OKOTO, B CPABHEHHE ©
miane6o.

Bpouku ¢ zoprama yacm Ha Auvemo

EdukacHocTra H 6e3onacHoctTa Ha 54 1o 64 expnun BOKOTIOP npH KOMGHHHPAHOTO JICHEHHE HA
OpbuKH B ropHaTa 9acT Ha MIETO (rnabenapHi FbHKH, BHAMMH [PH MAKCHMATHO CMPBLIBAHE,
CTPaHHYHH NEPHOPOHTANHH OPBYKH H XOPH3OHTAJIHH OpBUKH Ha YENIOTO) ca U3CISIBAHH B IUIaiedo-
KOHTpOIHpaHo npoyuBane ot daza [1l, skmousamo 156 maupenTH. OTTOBOPHIHTE Ha JIEUEHHETO Ca
OOpPEACACHH KAaTo NAaLHEHTH ¢ OLICHKA ,,HAMA™ HITH ,.Jleka™ NIpH MakCHMAaTHA KOHTPAKLIHA, KAKTO €
OLIEHEHO OT H3CJIeIOBATENS CRITTACHO J-TOUKOBKTE cKany Ha Merz Aesthetics. AHATMI®T IEMOHCTpUPA
CTATHCTHYECKH 3HAYHMH Pa3lIH4Hs B JIeUeHHETO H BHCOK MpoleHT Ha otropop npu BOKOTIOP npu
NeYeHHETO Ha riabeNapHe rbHKH, BHOKMH NPH MAKCHMATHO CMPBLIBAHE, CTPAHHYHH TIepHOPOUTAIHH
OpBbaKH M XOpH3OHTaNH OPBUKH Ha HEJIOTO, CAMOCTOATENHO MAH KOMOHHMpPAHO 3a BCHUKH 00/acTH.
O6wo 82,9% ot naumenTure, nekypans ¢ BOKOTIOP, nokassaT oTroBop Ha JIeYEHHETO Ha riiabelapHi
I'bHKH, BHAMMH ITPH MAKCHMATHO CMPBIIBaHE, IOKATO HHKOH OT yJacTHHUHMTE ¢ Iutauebo He e
otropopui. IIpu cTpanHyHHTE NepHOpOHTANHH GpbUKH ce HaGmoaasa oTroBop npx 0bwo 63,8% ot
nauueHTHTe, Jekyearmn ¢ BOKOTIOP, s cpasuenne ¢ 2,0% ot nauuentute ¢ wiane6o. O6wo 71,4% ot
NalMEHTHTE, Jiekyaru ¢ BOKOTIOP, nokaspat 0TroBop HpH JIEICHAS HA XOPH3OHTATHK OPbUKH Ha
Y€JI0TO, AOKATO CaMo €ANH YYACTHHK, TpeTupaH ¢ mnauedo (2,0%), e otropopui. Kombunupano u 3a
TPHUTE OONACTH OTrOBOP € JOKJIaJBAH NPH NOBeYeTO nauueHTH B rpynara Ha BOKOTIOP (54,3%) u npu
HHKOH OT malueHTHTE B rpymnara Ha rmaueto (0,0%).

Jrnrocpounara 6e30macHOCT H MOHOCHMOCT Ha 54 a0 64 eauannyu BOKOTIOP e nemoHcTpHpaHa B
NIPOCTICKTHBHO, OTBOPEHO, MHOTOI030BO TIpoy4Bane ot ¢asa III 3a mepHox Ha neyeHHe oT noBeye OT
€/{Ha ToIMHA ¢ 4 TIOC/ICAOBATENHH HIDKEKIHOHHH HKEJIa NpH 06io 125 nauuesTH ¢ yMEPEHO 10
TEHKO H3pa3eHH OPBYKM B rOpHATA YACT HA JTHIIETO.

[leauaTpyusa nonynanms

EBponeiickata arenims no nekapcetsara ocBo00kKIaBa OT 3aH/DKEHHETO 33 MPEAOCTaBIHE HA
peayatara ot npoy4sarus ¢ BOKOTIOP seB BcHukH NOATPYNH HA NeAHATPHYBATA NOMy1auMs 32
JicUeHHe Ha HHAYLUHPaHH OT MyCKYJHTe SpBUKH (BK. Touka 4.2 3a MRpOpMaALHA OTHOCHO MCIHATPUYHA

ynotpeGa). '

5.2 ®apMakoKHReTHYHH CBOCTBA

OO61ma XapaxTePHCTHKA HA AKTHBHOTO BEILECTBO

He e BLaMOXHO NpOBEKTAHETO HA CTAHAAPTHHATE KMHETHYHM NPOYYBAHHS U MPOYYBAHUA 32
pasnpejenenne ¢ GOTYIHHOB HEBPOTOKCHH THI A, 3a1110TO AKTHBHOTO BELIECTBO C€ Npu/iara B MHOTO
MANKH KOJTHYECTRA (HAKONKO NIMKOrpaMa Ha HHKEKIHA) H 2alll0TO MHOTO OBp30 M HeoOpaTHMO ce
CBbP3Ba ¢ XONHHEPrHYHHTE HEPBHH OKOHYaHHA.

HaruBHMAT 60TYNHHOB TOKCHH THIT A € KOMILUTIEKC C BUCOKO MOJIEKYJTHO TEINI0, KOMTO OCBEH
HeBpoTokcHHa (150 kD) chanpia ¥ Apyr, HETOKCHYHH NPOTEMHH KATO XEMArTyTHHHHEH H He
XEMArJIyTHHHHY. 32 pa3iuka OT CTAHAAPTHHUTE JICKAPCTBEHH MPOAYKTH, ChAbPXKALM GOTYIHHOB TOKCHH
TN A kommiexe, BOKOTIOP cuaspika unet {150 KD) HeBpPOTOKCHH, 3aIIOTO HE ChABPKE
KOMILTEKCO0OpasyBaly MPOTEHHH, MOPAAH KOETO € ¢ HUCKO ChILPKAHHE HA Yy MMPOTEHH.
CBOBpXKAHHETO Ha NPHIAraH vyX/ TPOTEHH CE CUMTA 3a el OT (AaKTOPHTE 3a BTOPHYE
JIEYEHHETO,

3a GOTYNHHOBHA HEBPOTOKCHH THII A € YCTAHOBEHO, Ye CJIe/| HHTPAMYCKYJIHO MHKE
MOJTIEXH HA PETPOrPascH akCOHANEH TpaHenopT. Brhpeku ToBa, peTporpagHo Tp
NpeMHHABAHe HA AKTHBHHA 60TYIHHOB HEBPOTOKCHH THIT A B LIEHTpajiHaTa HepBHa
YCTEHOBCHO IIPH TCPANCBTHYHO 3HAYHMH JO3H.
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Crbp3aHHAT C pelenTopuTe GOTYNMHOB HEBPOTOKCHH THIT A HaBAK3a YPe3 €HAOLMTO3a B HEPBHHTE
OKOHYAHHA NpeJH Ja JOCTHIHE 10 Henra cH (SNAP 25) 1 Torapa 61sa NONIOKEH Ha BETPEKIETHHHO
pasrpaxnase. CeoboqHO HMPKYIMPAIHTE MOJIEKYJIH OOTYNMHOB HEBPOTOKCHH THI1 A, KOHTO HeE ¢a
CBBP3aHH C NPECHHAITTHYHHMTE XONHHEPIrHYHH PeLIeNTOPH Ha HePBHHTE OKOH4aHHA, OuBaT
tharouMTHPaHH HAKH NUHOLMTHPAHM H CE PA3rPANKIAAT KaTO BCEKH APYI' CBOOORHO LHPKy1Mpaln
OpOTEHH.

PasnpenesneHue Ha aKTHBHOTO BEIIECTBO MPH NALHEHTHTE
He ca nposexknanu ¢apMaxokuHeTHIHH NpoyyBaHia ¢ BOKOTIOP npu xopa nopajid ropeonicasre

TIPHYHHH.

5.3 IlpeaknBHHYHH JaHAH 33 Ge30mACHOCT

HexmiuuqaATe IaHHH He MOKA3BAT OCOOEH PHCK 3a xopaTta HAa Gasara HAa CTAHAAPTHHTE NPOYYBAHMA 32
AeKapcTBeHa 6e30nacHOCT No OTHOLIEHHE HA CHPAEYHOCHAORATA H CTOMAIIHO-YPEBHATA CHCTEMA.

PesyirraTure oT H3BBPIICHHTE NPOYYBAHHSA 33 CHCTEMHA TOKCHYHOCT CJIE MHOTOZO30BO TIPHIIOXKEHHe
Ha BOKOTIOP npu >kMBOTHH ca CBEP3aHH OCHOBHO C (papMakoMHAMMYHOTO MY ACHCTBHE, T.€. ATOHHS,
napesa H aTpodus Ha MIDKEKTHPAHHA MYCKYJL.

Hsama paHHE 33 nokansa HenoHocHMocT. [IpoyuBanusTa 2a penpoaykTHBHa TokcHYHOCT Ha BOKOTIOP
HE TOKa3BaT HHTO HeXkeNaHH e(heKTH BbpXy (pepTHIHTETA NPH MBXKKH HIH JKEHCKH 38HLH, HUTO
AHPEKTHH eeKTH BEPXY eMOPHO-(ETAIHOTO WiK TIpe- H NOCTHATAIHOTO PA3BHTHE NPH ILTEXOBE /MM
3aiiipn. Benpexu Toa npunoxernero Ha BOKOTIOP nipe3 pa3niyHi# HHTEPBATH (AHEBHH HITH HE
TOJIKOBA YECTH) B H3C/IEABAHUATA 32 eMOPHOTOKCHYHOCT B AO3H, NOKA3BAIlH HaMAJITRAHE HA TEJIECHOTO
TerNo Npy Maikara, ¢ oBeNno A0 yBeMH4aBaHe Ha Opos Ha abopTHTe npH 3aiil(i K IeKO HAMafAABaHe Ha
TENECHOTO TerNo Ha (eTyca npi wrexose. He e 3aNb/DKHTENHO Ia ce NPHEME, Y€ NPOIB/DKHTETHATA
CHCTEMHA EKCTIO3MIIMS Ha Mal{KHTe no BpeMe Ha (HeM3BECTHA) YyBCTBHTE/THA ()a3a Ha OPraHONeHe3aTa €
npeapasnosnaram GakTop 3a HHAYLHPAHETO HA TEPATOreHHH e(eKTH B TE3H NPOY4BaHHS.
Crenosarenso, rpaHHIIHTe Ha G€30TIACHOCT 10 OTHOLIEHHE Ha KIHHHYHATA TEPANKA KaTo LANO Ca HHCKH
IIpH BHCOKH KJTHHHYHH NO3H.

3a BOKOTIOP He ca npoBexIAHH MPOYYBaHHs 3a FeHOTOKCMYHOCT KT KApLIMHOTE€HHOCT.

6. PAPMAHEBTHYHH ,I[AHHII
6.1 CoEchbk HA IOMONHATE BeMECTRA

Yopeuky andyMHH

3axapoza
6.2 HecLBMECTHMOCTH

To3r nexapcTeeH npoaykT He TpAOBa 1a ce cMecBa ¢ APYTH JICKAPCTBEHH IPOAYKTH, C H3KIIIOUEHHE Ha
Te3H, NOCO4EHH B T. 6.6,

63 Cpok na rogmecr

3 roauun

Hpuzomsen pasmeop
JlokazaHo e, 4e NPOAYKTHT € XUMU4YECKH U PH3HYeckH cTa0HIeH B NEPHOA Ha 1
npH Temneparypa ot 2 °C o 8 °C,
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Ot MUKpPOOHONIOrHYHA IleJiHa TOYKA NPOAYKTHT TpAOBa Ja ce u3non3sa He3abaBHO. AKO He ce
M3110/13Ba He3a0aBHO, BPEMETO H YC/IOBHATA HA ChXPAHEHHE B NEPHOJIA HA M3IIOJI3BAHETO MY Ca
OTrOBOPHOCTH Ha notpeGuTens 1 0GMKHOBEHO ToBa He e noseue oT 24 yaca npu 2 °C 110 8 °C, ocseH
aKoO MPHUIrOTBAHETO HE € CTAHAIO B KOHTPOJIMPAHHU W BaJIMIMPaHH aceNTHYHH YCIIOBHA.

6.4 Croenua/IHH YCJIOBHS HAa ChbXpaHeHHe

Ia He ce cwxpanspa Haz 25 °C.

3a ycnoBHATa Ha CHXPAHEHHE Clie]] pa3TBapsiHe Ha JIEKapCTBEHHs MPOAYKT BHIKTE TOUKa 6.3.

6.5 Buau chabpiKaHHE HA ONAKOBKATA

®nakoH (cTekn0 THN 1) ¢ Tana (GpoMOyTHIOBa rymMa) M 06e30naceHo 3anedyaTBaHe (a1yMHHHH).
OnakoBkH ot 1, 2, 3 unu 6 pnakoHa.

He BcuukM BHIOBE ONakoBKH Morart 1a Obaat mycHaTH B npojanoa.

6.6 CnenuanHH NpeINa3sHH MePKH NPH H3XBBLPJAHE H paboTa

PastBapane

ITpeau ynorpeba BOKOTIOP ce npuroTes ¢ MHKEKLIMOHEH pa3TBOp Ha HATpHeB XJopHa 9 mg/ml

(0,9 %). IlpuroTesAHETO M paspexaaHeTo Ha pa3TBOpa TPAOBA 1a CTAaBaT CMOpe/ NpaBxiaTa Ha 1o0para
KJIHHHYHA MPaKTHKA, 0COOEHO M0 OTHOLIEHHE Ha acenTHKaTa.

CrriacHo 100paTa npaKkTHKA pa3TBapAHETO Ha ChAbPHAHHETO Ha (IaKOHA W MOArOTOBKATa Ha
CIIPHHLIOBKATA TPA0BA /1a Ce W3BBPIIBAT HAJl XapTHEHH KbPITH C IU1acTMAcoB (M, 3a 1a ce uiberne
BCAKAKBO pa3NMBaHe. B cpHHLIOBKA ce acnMpHpa ChOTBETHOTO KOJIHYECTBO Pa3sTBOP Ha HATPHEB
xnopua. [Ipenopwusa ce 3a pazreapaHeTo jia ce u3nonssa urna 20-27 G ¢ keco ckocspae. Crent
BePTHKAJIHO BLBEXKIAAHE Ha MIJIaTa Mpe3 ryMeHara Tamna, pasTBOPHTENAT TpsaOBa 1a ce HHKEKTHpa
BHMMATEJIHO BbB ()IaKoHa, 3a Ja ce u3berne obpa3zyBaHeTo Ha nsHa. AKO BaKyyMbT BbB (M1akoHa He
M3TerIH pa3TBopuUTes, GrakoHsT TpabBa na ce u3xebpaM. OTCTpaHeTe CIIPHHLIOBKATA OT (h1aKOHa H
cmecere BOKOTIOP ¢ pa3rBopa, kato BHUMATEHO paskialiare 1 odpbluare/nouyksare diakoHa —
pa3TBOpBT He TPAOBa Aa ce paskialia TBbpae eHepriyHo. [Ipu HeoOX0AMMOCT, UriIaTa, H3I10/I3BaHa 3a
pasTBapsHETO, MOJXKE /1a OCTaHe BbB (iakoHa MU He0OXOAMMOTO KOJTHUECTBO OT PasTBOpa Jia ce U3abpna
C HOBAa CTEPWJIHA CIIPHHIIOBKA, MOAX0/ALIA 32 HHKEKTHpaHe.

. -"’ (—;l
£ Bt il ¥
BOKOTIOP e TpsibBa na ce u3nosi3ea, ako pasTBOPLT € MbTEH WM ChABbPHA NapudiecTa yTaiika B
BUJIUMM YaCTHILIH. WS M LY
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Bramoxnute koHuenTpariii 3a BOKOTIOP 50 # 100 eanHAMIE ca MOCOMEHH B ClI€IHATA Ta0nHNA:

HobaBeno KOJIHYECTBO Pa3sTBOPHTE
Iosryuena xo3a (uatpues xnopua 9 mg/ml (0,9 %) HIDKEeKUMOHEH Pa3TBOp)

(B egprunM Ha 0,1ml)
daaxon ¢ 50 expaunA @ aaxon cbe 100 enarAnE
5 enanenm Iml _ 2ml
4 eauHEBEIM 1,25 ml 2,5ml

Konmuuectsa oOT pa3TBopa 3a HHKEKTHPaHe, CbXPaHABaHM MoBeve OT 24 yaca, KAKTO H HCH3IIO/N3BaHHTE
KOJIHYECTRA OT Pa3TBOpa 3a HEKEKTHpaHe TpAOBa 1a ce H3XBBPIAT.

IIpouenypH, KOMTO clie/IBa Ja ce cHa3BaT nNpH H3XBhpigHe Ha ynorpedasand GruakoHH, CIPHHIOBKH U
MaTepHaIIH

Bcraka Hen3nonm3eany (IAKOHH WIIH OCTAHAL Pa3TBOpP BLE (lakoHa WILTH B CTIPHHLOBKHATE TPAOBa 12
Onaar aprownasupanu. Karo antepratusa, Bowukn octarTsusn konwdectsa BOKOTIOP morar na 6baat
HHAKTHBHPAHH 4pe3 JobasaHe Ha HAKoH oT cnenuuTe pastopH: 70 % etanon, 50 % usonponaHon,

0,1 % SDS (anuoHeH aeTepreHT), paspeaeH pasteop Ha Harpues xuapokcua (0,1 N NaOH) win
pa3pe/icH pa3TBoOp Ha HATpHeB xunoxnopur (noxe 0,1 % NaOCl).

Crnen HHaKTUBHpaHe yrioTpeSsaBanuTe (UIaKOHK, CIIPHHLOBKH H MaTepHany He TpAOBa 1a ce u3npasBar
¥ TPAOBa 1a € MOCTABAT B MOAXOAAINH KOHTEHHEPH H W3XBBPJIEHH CBIJIACHO MECTHHTE pasnopendd.

IIpenoprxy Npy BEIHAKBAHE HA HHIKJIEHT npH Gopasede ¢ BOTYNMHOB TOKCHH THIT A

. Pa3cHMaHoTO KOMHYECTBO OT NPOAYKTa Tpadea Aa ce uslspioe: WiH ¢ abcopOupai MaTepHal,
HMIIPETHAPAH ¢ HAKOH OT rOpenocoyeHUTe pa3TBOPH B ciydall Ha Npax, WITH ¢BC CYX,
abcopOHpain MaTepHan Npy pasTBOpeH TIPOAYKT.

. 3aMBpceHHTE NOBBPXHOCTH TPAOBA Nia ¢e MouMcTAT ¢ abcopOHpall MaTepHasl, HMITPETHHpPaH ¢
HIKOH OT FOpENOCOYEHHTE Pa3TBOPH, CIEA KOSTO Ja ce MOACYIIAT.

. AKko ce cuynH dnakon, 0opaboTeTe Mo ONHCaHKs NMO-TOPE HAYHH, KATO BHUMATENHO Chbepere
napyeTara CYyNeHO CTHKIIO H H30BpIIETe MPOAYKTA, KaTo BHHMABaTe J1a HE CE MOpexkeTe.

. AKO NPOIYKTHT Blie3¢ B KOHTAKT C KOYKATA, H3MJTaKHEeTe OOHIIHO 3aCErHATOTO MACTO ¢ BOJIA.

. AXO IPOAYKTLT NONaAHEe B OYHTE, H3IUTAKHETE ODHITHO ¢ MHOIO BOAA HJIH € pa3TBOP 3a OUHH
MPOMHABKH.

. AKO IPOMYKTBT MPOHHKHE B paHa, CPA3aHA KOXa HIH KOKa ¢ HAPYIIEHA LAI0CT, H3ILTAKHETE
OOHIIHO C MHOTO BOJA H B3€METE [TOIXO/IALNTE METHIIMHCKH MEPKH B CHOTBETCTBHE C
HHKeKTHpaHaTa 1034,

Tean uHcTpyKIMH 32 M300/13BaHe, paGoTa 1 M3XBBPNsHE TPAGBA CTPHKTHO Ja C& Ca3Bar.

7.  TNPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

Merz Pharmaceuticals GmbH
Eckenheimer Landstrae 100
60318 Frankfurt/Main
P.O.Box 111353

60048 Frankfurt/Main
Tepmanna

Tenedon: +49-69/15 03-1
dakc: +49-69/15 03-200
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8. HOMEP(A) HA PAIPEHHEHWETO 3A YIIOTPEBA

BOKOTIOP 50 eaunmum npax 3a HIDKEKIMOHEH Pa3TBOP - perucrpanoneH Homep: 20210084

BOKOTIOP 100 enummmm npax 3a HEMKEKUMOHEH pa3TROp - perueTpaimoneH Homep: 20210085

9. JIATA HA ITBPBO PA3PENIABAHENMTOAHOBABAHE HA PASPEINIEHHAETO 3A
YHOOTPEBA

Hara na mepeo paspeizapane: 12.04.2021

Jlara ua nmocnenHo MoAHOBABAHE:

10. JIATA HA AKTYAJIM3APAHE HA TEKCTA

07/2021
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