3NBAHATENHA ATEHLVA MO REKAPCTBATA
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Jucnopt 300 U npax 2a misxekyHOHEe pa3Teop
Dysport 300 U powder for solution for injection
2. KAYECTBEHR H KOJIMMECTBEH CbCTAB

Beexu (pnaxod o1 2 mi chappka 300 eannsun (units) KoManeke TOKCHH-Xxemarnythiun ot Clostridium
borulinum vun A (Clostridium botulinum type A toxin-haemagglutinin complex).

3a nbIHHA CNHCHK HA NOMOIIHUTE BELIECTEA BUKTE Touka 6.1,
3, JEKAPCTBEBA ®OPMA

[Tpax 3a uHXekUnoHeH pasTeop
Ban nuodunuzupad npax.

4, KIMHHYHA JAHHU
4.1 TepaneBTAYHE NOKa3aHUY

Jucnopt 300 U e nokazat 3a CHMNTOMATHYHO T€4eHHE HA OKANHA CIACTHYHOCT Ha:

* T'opHHTE KpalH{LK OPH BB3PACTHY;

*  Joaunte xpaiinuuy, 3acAraliy rie3enHarTa ¢rTasa NPy BbIpacTHY NALMEHTH Cllel HHCYAT MM
TPaBMATHUHO MOYBUHO YBPEIKAAKE,

¢ Juuamuuna gedopMaiks Ha XOAWJIOTO THI EKBHHYC, AbAXKAINA CE HA CIACTUYHOCT IPH NAUMEHTH ©
Hetcka Uepebpatia napannia Ha BL3pacT ABE WIN NOBEYEe TONMHMY,

* TopuuTe kpaliHBUH Npy MaUMeHTH ¢ AeTcka uepedpanta mapaii3a Ha Bb3PAcT ABE MM NOBEYE
rOOWHA,

AHCnopT e NeKa3aH 3a NeUeHKHE Ha YPUHAPHA WHKOHTHHEHIIUS TIPH BB3PACTHH C HEBPOTEHHA
CBPBXAKTUBHOCT Ha ASTPY30pa, AbMKAUIA C& Ha YBPE#IaNe Ha rphOHaYHuA MOSHK (TPABMATHUHO MITH
HETPABMATHYHO) KJIH MHOKECTBEHA CKIEPO3a, KOHTO PEIOBHO H3BLPLIRAT YUCTA MEPHOAHYHA
Karerepuiauns.

JIMcnopT e MOKa3aH MpH BH3PACTHH 38 CHMIITOMATHYHO JIEYEHHE HA:
*  {acTH4eH TOPTHKOMNUC

*  bnedapocnazbm;

¢ Jl4iUeB XeMHCHaIbM;

*  AxcHiapHa xHTepXuiposa.

3abenexxka:

[Tpean na sanoune neuennte ¢ Qucnopt 300 U, naunentsT Tpabea aa Obae nudopmupan, e CLIUECTRY BAT
U APYTH BB3MOMCHOCTH 32 JIEHEHHE (MEAMUMHCKH, XMPYPrHUECKH) U Y€ HE BCHYUKH NAUUEHTH OTIOBapaT Ha
nevense ¢ [lucnopr 300 U, Hakou NauMeHTH MOTAT ChLIO A2 NOMYUAT CAMO 4aCTHYHO ofneKuaBane Ha
CHMIITOMHTE.

4.2 To3npoBKa ¥ HAYHY HA NPHAOKEHTE




Eanuunute Jncnopt ca cnemHdMYHM 32 IeKaPCTBCHUA NPOAYKT H HE €2 3aMEHHMH ¢ APYFH
JIEKAPCTBEHE BPOAYKTH ¢ GOTYIHHOB TOKCHH.

Jucnopt 300 U tpsa6ea aa ce npunara caMmo 0T CHEUHATHO 00VHEHH NEKapH, ¢ ONIHT B NEYEHHETO HA
CHOTBETHATA HHAHKALMY H H3TON3BAHETO HA HEOOXoANMOTO obopyaBaHe B CLOTBETCTBHE C
HALHOHATTHHTE HACOKH.

3a MHCTPYKLMH OTHOCHO PA3TBAPAHETO Ha TPaxa 3a HHKEKUHOHEH pasTBop, paboTa 1 H3XBLPAAHE Ha
$NakoHHTE, MOJISL, BHXTE TOUKa 6.6,

CaMATOMATHYHO JieueHHe Ha POKATHA CHACTHYHOCT IPH BLIPACTHH!

T'open kpaiinuk

oz poBKa

JosnpoekaTa npH NbPROHAYATHH ¥ TOCHEABAILH TEPANEBTHYHH CecHu TpsaOBa 1a Gbae onpeaenesa
WHAMBHIYANHO 33 BCEKH MALKEHT Bb3 OCHOBA Ha pasMepa, Opod M MACTOTO HA 3aCerHaTHTE MYCKY.H,
TEKECTTA HA CHACTHUYHOCT, HANHUIMETO HA NOKANHA MYCKYIHA ¢nabocT, 0Trosopa Ha MailHeHTa KbM
MPEANILHO ReHEHHEe H/HTH aHAMHEe3a 33 HeXeNaHu peakuuy cebp3anu ¢ Jucnopt 300 U. [Tpy kaHHU4HY
W3nuTBaHuA, A03d oT 300 U, 1000 U n 1 500 U ca 6uan pasnpenencHn Mesxxay u3bpaHi MyCKYITH IPH
JalleHa TepaneBTHYHa CeCHs KaKTO € nokasawo gony. Hosu, no-sucokk ot 1 000 U 4 go 1 500 U Morar
Aa Obaar OpUAAraHH KOraTo paMEHHHTE MYCKYNIN ChLIO C& MHKEKTHPAT.

He noseve ot 1 mi Tpa6ea 06uwio na Obae TPHNOXKEH HA BCAKO eAHO MACTO Ha HikekTupaue. Tdosd,
npegrwasatiy | 500 U Hucnopr ve ca H3caeaBany NPH JIeHeHHE HA CNIACTHYHOCT HA TOPHHA Kpaiikuk
TPl RB3IPACTHH,

HuskekTupans MycKy.i% Npenopbuana
Age3a Aucnaept (U)
Flexor carpi radialis (FCR) 100-200 U
Flexor carpi ulnaris (FCU) 100-200 U
Flexor digitorum profundus
(FDP) 100-200 U
Flexor digitorum superficialis
(FDS) 100-200 U
Flexor Pollicis Longus 100-200 U
Adductor Pollicis 25-50 U
Brachialis 200-400U
Brachioradialis 100-200 U
Biceps Brachii (BB) 200-400U
Pronator Teres 100-200 U
Triceps Brachii (long head) 150-300 U
Pectoralis Major 150-300 U
Subscapularis 150-300 U
Latissimus Dorsi 150-300 U

Bbnpeky 4e neHCTBUTENHUTE MECTA HA MHKEKTHPaHe MOTAT A Ce ONMpeIEaaT Ypes najnans,
H& TEXHHKA 32 ONPEALIIAHE HA HHKEKTHPAHETO HAaMp, eNeKTpoMUuorpadus, efeKTpHUSCcKa ¢
WY YATPa3BYK € NPENOPbYHTENHA 3a OIPSACINHE HA MECTATA HA HHXKEKTHPAHE,




MosTtopuo neuenue c [ucnopr 300 U Tpsdea fa ce NpHAOKH, KOPaTO eeKToT OT npeaHiwIHaTa
HHXKEKIUNA € HAMANAN, HO HE NMOo-paHo oT |2 ceAMuUlM cle peAHLIHATE HHKEKUHA. MROIHHCTBOTO
NALMEHTH OT KNHHHYHH NPOYYBAHHA ca OWITH NeKYBaHH TOBTOPHO clea 12-16 ceaMniy; HAKOH
MaUHeHTH, obade ca HMAMH MO-TONAME TPOALKHTENHOCT Ha 0Trosop, Hanp. 20 ceamuun. CrenenTa u
BHIA MYCKY/IHA CIACTHHHOCT NO BpeMe Ha NOBTOPHOTO MHXEKTHPAHE MOXKE 13 H3UCKBA IPOMEHH B
Aosara Jucnopt 300 U n Mycxynure 32 naxexTHpane, KnuHu4yHo nonobpenre Moxe J1a ¢ 0YaKBA €143
ceamula chael npunarane Ha Jucnopr 300 U.

Jonen wpaiinuk

EOSHQOBK&

Ho3u ao 1500 U morar a ce npunarat HHTPaMycKyJTHO B €1HA CECHA HA iedeHHe, Tovxata N03MPOBKA B
HAYaIHaTaA H OCNEABALIMTE CECHH HA NeveHne TpadBa Ja ce ajanTHpa HHAMBHAYAHO Bb3 OCHOBA HA
pasMepa U 6poA Ha Y4acTBALHTE MyCKYJIH H TEXKECTTa HA CACTUUHOCTTA, KATO CE B3EMAT PeABH ChLIO
HAAHYHETO Ha JIOKATHA MYCKYTHa ¢1abocT M peakiMATa HA NALUeHTA HA NpeaniHo feqeHHe. Ofwara
Ao3a obave He Tpadsa aa Hazaeuwaea | 500 U. OOUKHOBEHO Ha BCAKO MACTO HA HHKEKTUPaHe Tpabsa ja
ce mpunara He nogeye ot 1 ml.

Mycerya IIpenopnupana 1032 Bpoit MecTa 3a
Hducnopr (U) HHKEKTHPAHE HA
MYCKY3

JAHCTATIHM
Soleus muscle 300-550U 2-4
Gastrocnemius

Medial Head 100 -430U 1-3

Lateral Head 100-450U 1-3
Tibialis posterior 100-2500 1-3 ]
Flexor digitorum longus 50-2000 1-2
Flexor digitorum brevis 502000 1-2 R
Flexor hallucis longus 50--200U 1-2
Flexor hallucis brevis 50--100 U 1-2

CreneHra u MOAENET Ha MYCKYJTHA CIACTHYHOCT (10 BPeMe Ha NOBTOPHO HHKEKTHPAHE MOXKE Ja HATONU
npoMaHa B Jo3ata Ha lucnopr 300 U u myckynuTte, kouto Tpadsa Aa 0bAaT HHMKEKTHPAHH.

B’l:l'lpel(ﬂ ye ASHCTBUTETHOTO MECTONOAMKEHHE Ha MECTaTa Ha HHKCKTHPEHE MOXKE A Obae CHPRACIIEHO
YPE3 nanmnatiyg, U3N0A3BAHETO HA TEXHHKY 38 HACOYBAHE HOPH HHIKEKTHPAaHe, Hanp. eneprOMuorpac}ma,
CIICKTPHYESCKA CTUMYTALHMAT HITH YATPA3BYK, C8 ITPENOPhUBA, 38 A C¢ NOMOrHe 33 TOYHOTO HACOYBAHE HA
MECTATa Ha HHXCKTHPaHe. ’

TosTrapawo ce neuenve ¢ Jucnopr 300 U tpabea aa ce npunara Ha scekn 12 5o 16 ceaMuun uny npes
No-ILIArK NepuoaH, ako € HeoOX0AMMO, Bb3 OCHOBA HA BYbILAHE HA KIHHHYHKTE CHMIITOMH, U HE No-
paHo 0T 12 ceAMHLM CIEA NPeAXOIHATA HHKEKLUA.

Topun u 10aHU KpafHHOH

AKO C& Hanara 1e4eHne Ha POPHITE H AOAHNTE KpafHULM MO BPeMe Ha efHa W Chlia JeuedHa CecHs,
no3ara Ha lucnopr 300 U, xosto Tpadea Ja ce MHKeKTHPa BbB BCEKH KpaiinuK, Tpabea fa Gnae
cboOpazeHa ¢ MHAUBMIYATHNTE HY K, 63 a ce npepdwasa obuiara ao3a ot 1500 U,

{layvenmu 6 cmapyecka ev3pacm (= 63 200unH): KNUHUYMHHAT OMHT HE COYH [a WM DasiHKy




300 U, nopaau no-rongmMara 4eCToTa Ha ChIThTCTBALLH 3a6019BaHHS H IPHEM Ha APYTH NeKapcTREeHN
MPOAYKTH OT TE3N NALUHEHTH.

HauuH Ha npunoxeHye

[Tpy neuerne Ha doKANHA CIACTHYHOCT, 3aCArAILA TOPHHTE KpaliHuuM npu Bh3pactHH Jucnopt 300
Gnakon ce pa3TBaps ¢ HaTPHER X10PHA 3a nxekuuu B.P. (0,9% w/v) 1o nonyuasane Ha pasteop, ¢
KOHUEHTpaUKHA eKBHBAEHTHA MK HA (00 eanHKLM HA MATHIUTBP, 200 eIWHULUN Ha MUTHIHTBD HiAH 500
€AHHHUN Ha MHUIMAKTBD JTHCTOpT.

Rucnopr 300 U ce npunara Ypes HHTPaMycKyIHA HHKEKLHA B MYCKYJIHTE ONMCAHH [O-FODE.

PoKaTHA ¢MACTHYHOCT HA AOJIHH A TOPHMU Kpammun Npy NAOHEHTH € JeTCKA uepeﬁpa.lma
napajauia Ha Be3pacT 2 0NH NoBeYe rOAHHH

EOBH POBKa

TTpn neyesine Ha koMOMHKPAaHA CNIACTHHHOCT HA FOPHUTE H AOMHHTE KpaHHHLUH TIPH A€Ua Ha Bb3pacT 2
HIIH MOBeYE rOAHHY, BiKTe HHAHBHAYATHATE TOKA3AHHA B TOUKATA 32 A03HPAHE, T.€. JIEYeHN e Ha
(hoxanHa CnacTHYHOCT Ha POPHUTE KPalHUUM WK HA THHAMWYHA JeOopPMALNsA HA XOAHJIOTO MPH
FIALIWEHTH ¢ JeTCka Lepedpania napanusa. Jozara [[McoopT, KOATO Ce HHKEKTHPA 32 E4HOBPEMEHHO
Jievenue, ue Tpalea na npesninaba ofuwa Kosa 3a TepanesTrvHa cecus 30 U/kg wnn 1000 U — koeTo e no-
MAJIKO.

TpsbBa na ce 0OMHCTH MOBTOPHO KOMOMHMPAHO JIEYeHHE HA FOPHKTE W AOJHUTE KpalHMiKM ciea
otcnabpaHe Ha eeKTa OT NPEAHLIHOTO WHXEKTHPAHE, HO HE MO-PaHo ot 12 10 16 ceamuLu crea
NIPeMILHATA TePAMEBTHYHA cecHq. ONTHMANHOTO BpeMe 20 NOBTOPHO NneveHne Tps6ea aa ce u3bupa Bb3
OCHOBA HR HHAHBHAYAIHHA HANPETBK i OTFOBODP KbLM JISYEHNETO,

HaymH Ha npHIoxkeHne
[lpy nevenne Ha (pokaNHa CIACTUYHOCT NPH JHHAMHYHA AehOopPMALINA HA XOAHIOTO UK HA FOPHUTE

KpafiHHiH, CBbp3aHa ¢ uepelpanta Napatusa npHu Aeua, W KoMOuHauKUs oT ABeTe JIMCIOPT ce pasTeaps
¢ vHKekuMa natpues xnopua B.P. (0,9% wiv) (BuxkTe chuto Touka 6.6) 1 ce mpunara vpes
HHTPAMYCKY/IHA MHKEKUMSA, KaKTO € OMHCAHO No-rope.

ABHaMHYHA aelbopmauun Ha X0QHA0T0 THI ¢KBHRYC, ALDKALKA ¢ HA CTIACTHYMHOCT NPH NAIHEHTH
€ JETCKAa uepeﬁpa.rma HapaJd3a HA BL3IPACT NBe HAH NOBRe4e rOAHHH

HOBHQOBK&

JlozuposkaTa npy bPBOHA4ANHH | NOCNELBAlIM CeCHYU Ha JiedeHne Tpabea aa Gbae otpeaeneHa
WHIMBHAYATHO 38 BCEKH NallHEHT Bb3 OCHOBA Ha pasMepa, Gpos H MACTOTO Ha 3acerHaTHTe MyCKy/u,
TEKECTTE HA CHACTHHHOCT, HAAHHHETO Ha NOKATHA MYCKYiHa c1ab0cT, 0TTOBOPA HA MALHEHTA KbM
OpeaHWHO ASUEHHE WHNY aHAMHE3A 33 HEXENaHH PeakLiun, CBbPIaHY C GOTYIMHOBH TOKCHHH,

Makcumantara obwa no3a Jucnopr 300 U, npunaraHa 3a eJHa cecua Ha neucHue, He Tpsdra 1a
Haasumaea 15 eanunuu/kg 3a eJHOCTPAHHH HHKEKLIMU HA DONTHHSA KpalHKUK uan 30 eannnumn/kg 3a
ABYCTPAHHW WH¥EKLMH. B nombnHenne obwara qosa Incnopt 300 U 3a cecus Ha nesedie He Tpadsa aa
Haasuwasa 1000 U unu 30 Urkg. O6wara npunarada fo3a tpadea Aa ¢ pa3npeacnn Mexay 3acernaTiTe
CHAcTHYHH MyCkyid Ha goanua(-re} kpaitumr(-un). Korato e pp3Moxkno, n103aTa Tpsbea na ce
paznpeActi MeX Ay NOBEYE OT €JHO MACTO HA HHKCKTHPAHE 32 BCekH oTaeNeH MyckyJ. He noseue ot 0,5
ml Jucnopt 300 U tpadra aa ce npunaraT Ha BCAKO €HO MACTO HA HEXKEKTHpaHe. BwxTe Tabnuuara no-
JONY 3a NPeNopbYMTENHATA A03HPOBKA,




HpenoppunTea J030Ba TPAHANA 32 bpoii na MecTaTa 3a

Myckya MycRya B3 eanH kpak (U/kg Tenecno HUMKEKTHPAME HA eINH
TerJa0) MYCKYJT

JAHCTanHA

Gastrocnemius 5 no 15 Ulkg Ho4d

Soleus 4 no 6 U/kg Ho 2

Tibialis posterior 3a05VUkg Ho 2

Q6w xo3a Ho 15 Ulkg/kpax

BunpekH ue nelicTBUTENHNTE MECTA HA HHKEKTHPaHE MOTAT Aa ce ONpeaensaT upes najnalus, ynorpebata
Ha TeXHHKa 3a ONpeAeNsHe HA MHXSKTHPAHeTO, Hanp. enekTpoMuorpadun, enexTpuuecka CTHMYAALMA
HIH YNTPa3ByX, € NPENnopbyHTENHA 32 ONpeAeNAHe MECTATA HA HHKEKTHpAHE.

[TosTopHo Teuenne ¢ Juenopt 300 U tpabea aa ce npunoxu, xoraro ehekThT OT NPEIHIUHATA HHKEKLHA
€ HaMaAWt, HO HE N0-PaHo OT 12 ceaMuuy cnen MpeauitHaTa HAKEKINS. MHO3HHCTROTO NAHEHTH OT
KNHHHYHU TIPpOYUBAHUA ca GHAM NEeKYBaHW MOBTOPHO cAel 16 — 22 ceAMHULH; HIKOH TalueHTH odaue ca
MMATTH NO-rOJAMa NPOABLIKHTEAHOCT HA OTTOBOP, Hanp. 28 ceamuuu. CTeneHTa 4 BUAA MyCKYJIHA
CIACTHYHOCT N0 BPEME HA NMOBTOPHOTO WHKEKTHPAHE MOXE 1a M3HCKBa MpoMeHH B gosata Jucnopt 300
U ¥ MyCKyHTE 32 HHXKEKTHPAHE,

Hauuy Ba npuioxenie
[Ipn nevenne Ha droxanna CNACTHUHOCT HA JONHHTE KpaHHHLK, CBBpP3aHa ¢ Lepedpanya napaausa npu

Aeua, JIMcrnopT ce pasTBaps ¢ HHxekLua HaTpues xiaopua B.P. (0,9% w/v) (BukTe cbimo Touka 6.6) u ce
NpHaara 4pes HHTPaMYCKYNHA HHXEKUHS, KaKTo € OTIHCAHO No-Tope.

QoKaARA CHACTHYHOCT, 33CATAMNA TOPHHTE KPaliHAIM NPH NALKENTH ¢ AeTCKa nepeGpanna
N3pa/IH33 HA BE3PACT ABE WJIH NOBeYe TOAHHA

Ho3nposka

Jlo3upaHeTo npH TEPBOHAYANHMA U NIOCNEABALIATE TEPANSBTUMHH CECUU TPAOBRA Nd € HHAHBHAYAIHO
¢b0Opa3eHO B 3aBHCUMOCT OT pasMepa, Gpos H MECTOMONOKEHNETO HA 3aCerHaTHTE MYCKYJTH, TEXKECTTa
Ha CIIaCTUYHOCTTa, HATHHYHETO HA TOKATHA MYCKYIBa cabocT, OTroBOpA Ha NaLUeHTa KbM NMPEIUIIHO
neveHKHe WHIH HCTOPUATA HA HEXENAHU CLOMTUS NPy GOTYIHMHOBH TOKCHHY,

MaxkcumanuaTa 103a JJHCNOPT, NPHIAraHa B €AHA TEPaNeBTHYHA CECUS UPe3 eHOCTPaHHO MHKEKTUpaHE,
He Tpabea na npeprwasa 16 Ulkg vnn 640 U — koeto e no-manko. Korato ce HHKEKTHPA ABYCTPAHHO,
MaKkCHMasHaTa £o3a JUCnopT B e1HA TepaneBTHYHA cecus He Tpabea Ja npesnwasa 21 Ulkg nnu 840 U -
KOeTO € NO-MAIKO.

Obwmata npunarana 1o3a TpAOBa a ce pasnpeneni Mekay 3acerHaTHTE CHACTUYHH MYCKYH HA
ropuus/te kpatinuk/uu. He Tpabea na ce npunarar noseye ot 0,5 ml Jucnopr B koeTo y 1a € MACTO Ha
€/THOKPATHO WHKEKTHpaHe. 3a NpenopbKy OTHOCHO J03MpaHeTo BUKTE TabiMuara no-aomy:

Josupane Ha JHCHOPT MO0 MYCKY./TH 34 HeHATPRAHA CHACTHYHOCT HA FOPHATE KpaliHuuH

Mycky.a IIpenopbunTe. e ZHANA30H HA TBpoi‘l MecTasa |
XO3MpaHE 32 MYCKYJ OT ropeH KpafiHUK HiKeKTHPAHE HA
(U/kg Teslecno Tero) MYCKYN
Brachialis 306 Ukg JTo2
rachioradialis 1,5003 Ukg TN
iceps brachii 3 o6 Ukg SIS~
ronator teres 1 a02 Ulkg VS ¥




[Pronator quadratus 0,500 1 U/kg I
Flexor carpi radialis 2 no 4 Ukg Ho?2
[Flexor carpi ulnaris 1.5 no 3 Ulkg 1
Flexor digitorum profundus lno2 Ukg 1
Flexor digitorum superficialis 1,5 no 3 U/kg Jo4
Flexor pollicis brevis/ 0.5 no 1 U/kg 1
opponens pollicis
IAdductor pollicis 0,5 101 U/kg i
O6ma noza /1o 16 U/kg B eann ropen kpaiinnk (n0 21 U/kg, axo ce
HHKEKTHPAT K ABATA rOpHH Kpalinnka)

Bwripexy, ue seHCTBUTENTHOTO MECTOMONOKEHHE HA MECTATA HA MHKEKTHPaHe MOke na Obae onpeaenexo
4pe3 nannauys, 3a Haco4BaHe KbM MeCTaTa Ha HIDKEKTHPaHE C¢ NPEnopbYBa H3NOM3BAHE Ha TEXHUKH 3a
HACcOYBaHe NPH MHXEKTHpaHE, Hanp. eneKTpoMUorpadus, enekTpuiecka CTHMY LM UAN YATPA3BYK.

IlosTopro neuenne ¢ Juenopt Tpabea Aa ce npunoxu cned orcnadBade Ha eeKTa OT NPEAHLIHOTO
HHXEKTHpPaHe, HO He To-paHo oT 16 ceaMuuu cnen Hero. ToBeuero oT NauHeHTHTE B KITHHMMHOTO
MpoyyBaHe ¢a NPeMWHANY NOBTOPHO fedeHue cried 16 — 28 ceamuny, Mpoab/HKHTENHOCTTA Ha OTIOBOpA
NpH HAKOH NaluMenTH, obave, e mo-rojasMa — 1.€. 34 ui nopeve ceAMHui. CTeneHTa H MOJeTLT Ha
MYCKy/THA CITACTHYHOCT [TO BPEME HA NOBTOPHO HHMKEKTHPAHE MOXKS 1A HAOMKH NPOMSHA B 103aTa Ha
Jucnopr n myckynute, KouTo TpabRa 13 6bAAT HHKEKTHPAHH,

Hauyn Ha npunoxkesne

TTpy neuenne Ha hokanHa CIACTHYHOCT HA FOPHKTe Kpaliuuum, cebp3ana ¢ LepebGpanHa napannsa npu
nena, Jucnopt ce pa3TBaps ¢ HHXEKLHA HATpUes xtopHa B.P. (0,9% w/v) (BukTe cbulo Touka 6.6) 1 ce
NpHNAra Ypes HHTPAMYCKYNHA HHKEKLIKA, KAKTO € OMKCAHO No-rope.

Ypunapna unKoHMUHEHIUA, ODANCARIA CE€ HA HEBPOZEHHA CEPPXAKMUBHOC HA Dempy3opas

HozupoBka

Ipenopwuntenkara no3a e 600 U. B cny4ait Ha HeZOcTaThueH OTrOBOP HAM NPYU MALKEHTH C TEWKKO
npoTHYape Ha 3a00n9BaHeTO (HANP. CROPE] TEKECTTA HA NPUSHALMTE H CUMITTOMHTE H/UIH
YPOAHHAMHYKHTE NapaMeTpH) MOXe [a ce H3anoa3ea aosa ot 800 U,

Aucnopt TpAdsa Aa ce npunara nNpH NALHEHTH, KOHTO PEAOBHO H3BbPUIBAT YHCTA MEPHOJMMHA
KaTeTepH3aLuA.

Ofbwara npynoxena no3a Tpadea 1a ce pasnpenenn & 30 UHTPaZeTPy30pHH HHKEKUHH, PABHOMEPHO
pasnpezeneHu 0 UENHA JETPY30PeH MYCKY /1, KaTo ce H30ArBa TPUroHbT. JIUCTIOPT ce HHKeKTHpa upes
IbBKAB MIIH TBBPA LIHCTOCKOT M BCAKA HHXEKUUR TpAGRa Aa 6bae Ha abafounHa npudnuzurendo 2 mm,
KATO Ha BCAKO MACTO ¢e aocTaea no 0,5 ml. Tpu nocnennoTo uHkekTHpaHe TpA0Ba 1a Ce HHKEKTHPAT
npubausutento 0.5 ml uHkekuMOHEH pasTBOp Ha HATpHEB xnopua 9 mg/ml (0,9%), 3a aa ce rapaHTHpa,
Ye e NOCTABEHA TbAHATA 1034,




Dome

Injection sites Opening of left ureter

Trigone

Bladder base

Tpabea na 6w/1e 3anounat npuem Ha NPoUIAKTHYHH AHTHOHOTHIIH B CbOTBETCTBHE ¢ MECTHUTE
YKa3aHHus W MPOTOKOAH HIIH KaKTO ce NpHJiarat B KAHHHYHHTE NpoyyBaHus (Bxk. pasaen 5.1).

JlekapcTBeHHTE MPOLYKTH C aHTHKOArylaHTeH eekT TpsaOBa aa ObaT cnpeHu noxe 3 auu npeau
npuiaradeto Ha Jlucnopt v 1a 6baaT 3ano4HATH OTHOBO €/1Ba B JIeHA Cle/l IPUJIaraHeTo. AKO e
MEAMLMHCKH M10Ka3aHO. MOraT Jla ce MPHI0KAT HHCKOMOJICKYJIHH XernapuHu 24 yaca npeau npujiaraHeTo
Ha Jlucnopr.

[Tpenn MHKEKTHPAHETO MOYKE J1a ce NPUIIOAKH JIOKATHA AHECTE3HA Ha ypeTpaTta Win TyOpuKupaul res, 3a
Ja ce yJlecHH y/100HOTO NocTaBaHe Ha LIMCTOCKONA. AKO € HeoOX01HMO, MOJKE J1a CE H3MO0JI3Ba H
HHTPABEe3HKaAHa MHCTHIALMS HA pa3pe/ieH aHecTeTHK (Cbe MK Oe3 cenauns) uin odiua aHecTesus. Ako
C€ W3BBLPLUIBA HHCTHIIALMA € JIOKANEH aHECTETHK, Pa3TBOPLT HA JIOKATHUS aHEeCTeTHK TpAdBa j1a ce
APeHHpa, ce KOeTO MHKOYHHUAT MEXYP Aa ce HHCTHINPA (M3MIaKHE) ¢ MHIKEKLIHOHEH pa3TBOp Ha
HaTpues xaopua 9 mg/ml (0,9%) n oTHOBO Ja ce ApeHnpa, npen Aa ce MPOAbJIKH ¢ NpoLeaypaTa 1o
HHTPAJETPY30PHO HHIKEKTHpaHE.

[Tpeaun MHKEKTHPAHETO NMUKOYHHAT MeXyp TPAOBa 1a ce HHCTHIMPA € A0CTAThYHO KOJHYECTBO pa3TBOp
Ha HaTpues xaopua 9 mg/ml (0.9%) 3a nHkekTHpaHe, 3a Ja ce NOCTHIHE a/IeKBaTHA BU3yanu3alus 3a
HHKEeKTHpaHe.

Cnea nocrassiHeTo Ha BcHuKH 30 HHTPaAeTPY30PHH HHAKEKLUHMH, Pa3TBOPLT HA HATPHEB XAopua 9 mg/ml
(0.9%) 3a uHkeKTHpaHe, H3MON3BAH 3a BU3yallH3alUus HA CTEHATA HA MUKOYHUS Mexyp., Tpabsa 1a ce
apennpa. [launentsT TpsGBa na Obae HaOmoAaBad nowe 30 MHHYTH Clel HHKEKTHPAHETO.

Hauanoto Ha eekta 0OMKHOBEHO ce Hald/I0/1aBa B paMKHTE Ha 2 ceIMHLM clied nevenneto. [losropHoTo
neyenue ¢ ucnopt Tpsadea Aa ce npuiokKH, Korato eGekTbT OT NPeANLIHOTO HHKEKTHPAHE € Hamasisl,
HO He Mo-paHo oT 12 ceamMuM ciiell NPEANLLHOTO HHKeKTHpaHe, CpeHOTO BpeMe 10 NOBTOPHOTO
neveHHe NPH NAUHEHTH, JIeKy BaHu ¢ Jlncnopt B KAMHHYHHTE NpoyuBanusa (Bi. pazaen 5.1), e mexay

39 1 47 ceamuum, BbNpekH Ye Moke Ja ce Hab/I0/1aBa MO-1bJIra MPOABLKHTENHOCT HA OTFOBOPA, Thil
kato noseye o1 40% OT MauHeHTHTE He ca OTTersienn 1o 48-ta ceamuua.

Aeya: Hama notebpik/ieHne Ha OesonacHocTTa M edprkacHocTTa Ha JIHCNOPT 3a fleyeHue Ha ypuHapHa
HHKOHTHHEHLA, AbJXKAlLA CE HAa HEBPOrE€HHA CBPBXAKTHBHOCT Ha jieTpy3opa (NDO). npu aeua (noa
18 roanum).

Mero/1 Ha NPpHJIOKCHHE

ﬂHCﬂOpT Ce npuaara 4pe3 HHTPAAETPY30PHA HHIKEKLHA. KAKTO € ONMHCaHO NO-rope.




I1py Jedenne HA YPUHAPHA HHKOHTHHEHIHA, AbJKALS CE HA HEBPOTENHA CBPLXAKTHBHOCT Ha AeTPY3opa,
JIMCnopy ce paiTeapy B HKeKUHOHEH PasTBOP HA naTpues xnopka 9 me/ml {0.9%). 3a Aa ce noavy

1S mi pazTeop, ¢habpxait 600 eannnuy iy 800 eamunuy, 3a HHCTPYKLUMNW OTHOCHO Da3TRAPAHETO HA
JIEKAPCTBEHHA NPOAVKT BPEAH NPRAOKEHNE BUXKTE pa3aen 6.6,

Caacraven TOPTHKOJINC NPH BB3PACTHH

gO?M POBKA

[penopbuntenHute 4034 3a NeHeHHE HA TOPTHKOMKC CA NPHIOKUMU 33 BH3PACTHH OT BCHHKH BBIPACTH
TMPU YCROBHE, He Ca& C HOPMAITHO TETTIO ¥ JIATICBAT AaHHY 34 HAMANEHa MYCKY/THa Maca Ha BpaTa. Moxe aa
€ NOAXOARILA NO-HUCKA 5033, KO MALMEHTHT € C IOAYEPTAHO HHCKO TErAO HAK NPH NALHEHTH B
CTap4eCKa Bp3PACT. C NOHWKEHA MyCKyHa Maca.

TpenoprunTenuara HavaNHa 1034 38 NEYEHHE HA CIIACTHYEH TOPTHKOANE € 500 enHHILY, pasaeseHn Ha
OTAE/HY 103H U TIPUIGKEHH B ABATA HAM TPHTE Hali-aKTHBHM MYCKYTIH Ha BpaTa.

{1pu cAeapao npuIOKeHNE JO3UTE MOTaT Aa C& KOPHTUPAT B 3aBUCHMOCT OT KAHHHUHUA OTIOBOD U
nabatoaBalnTe Hedxenany peaxuuu, Jfosu B auanazosa 250- 1000 eaunuuy ca npenopbLYnuTensy,
BBIPEKH e NO-BUCOKUTE N03H MOKe JIa C€ NPHAPYAKABAT OT HEXKENAHH peakiny, ocobeHo aucdarus.
MakcumanHara NpHUNoXeHa 103a He Tpsbea Aa Haaemnasa 1000 eapHyun, MkexuumuTe MOrar aa ce
NOBTAPAT NPUOTM3KTENHO Ha BCCKM 16 CeAMMIUN MM KAKTO CE HANArA 33 HOALbPKAHE HA OTFOBOP, HO HE
NIO-4ECTO OT BeekH 12 ceamuuy,

e [Ilpu poraunoner TopTrromic 500 eANHULM Ce pasnpefessr Ypes Bhaexkaase Ha 350 equnuuy B
MYCKYA, splenitis capitis, NICUNATEPATTHO HA MOCOKATA HA BhPTEeHE Ha Gpainykarta/rnasarta u (50
e/IuHNLH B MYCKYA sternomastoideus, KOHTPAAATEPATHO HA TOCOKATA Ha POTaLWA.

s [lpu natepoxonuc 500-Te eqHHHLH Ce PaINPENennT Ypes BbaexkaaHe na 350 equHuny B
UNCUAATEPANKHA MYCKYA splenius capitis n 150 eAMHHLEA B UNICUNATEPANHHS MYCKYJT
sternomastoid. B ¢llyvante, CBbP3aHy C NIOBAUTAHE HA PAMOTO, UNCHIATEPATHHAT MYCKYA
trapezoid uan levator scapulne MOraT CbLIO Aa C& HYKAAAT OT JEHEHHE B 3aBUCHMOCT BUIHMA
XAMepTpohus Ha MyCKya wik OT enektpomuorpadekure (EMI) naxoaku, Korato e
HANOKHUTENHO HHAKEKTHPAHE Ha TpHTe MycKyaa, 500 eaununy ce pasnpenenat kakto cieasa: 300
enuuLK B splenius capitis, 100 eguniu B sternomastoid n 100 eIMHHLN B TPETHA MyCKY L.

e [Ipu perpoxonuc 500 eauAnUK ce pasnpeaensIT apes NpUAoKeHue Ha 250 efHHUUH BhB BCEKH OT
MYCKYTHTE splenius capitis. BUAATEPARHUTE HIKEKUNH Ha splenius capitis Moxe Ja yBeluuar
PHCKA OT MyCKynHa cnabocT Ra Bpara.

e JleyeHueTo HA BCUUKH APYTH (POPMU HA TOPTUKOIKC € A0 TOAIME CTENSH 3aBUCUMO OT
no3HaHKATa Ha cneuvanvcta yu EMI 34 onpeiensHe 4 HazHavaBaHe Ha NeUeHHe Ha Hai-
aKTUBHHTE MycKyu, EMI™ tpalea 2a ce H3ron3Ba AHAHOCTHYHO 32 BCMUKH KOMINEKCHH GOpMH
Ha TOPTUKOIHE, 34 MPEOUESHKE CNEH HEYCNEWHO HHXEKTUPAHE NPU HEKOMNNEKCHH CAYHAH H 33
onpefelifHe Ha MACTOTO HAa HHJKEKTHPAHE B AbAOOKH MYCKYIH MIN fIPH MAUHEHTH ¢ HAAHOPMEHD
TerRO H PH TPYAHO NANNUPYEMH MYCKYNH Ha BpaTa.

Ca JOKazaHy.




HauuH Ha npunoxkeHne

3a sieyeHne Ha cnacThueH Toptrkonuc, Jlncnopt 300 U dnakon ce pasteaps ¢ 0,6 ml nHkeKUHOHEH
pa3Teop Ha HaTpues Xaopua B.P. (0,9% w/v) 1o nonyyaBane Ha pa3tBop, chabpkal 500 eannuun Ha ml
Hucnopr. Juenopr 300 U ce npunara upes HHTPaMycKyJ/iHa HHKEKLUHA KAKTO € OMHCAHO No-rope.

baedapocnasbeM u JiHLIEB XeMHCTAZEM IIPH Bb3PACTHH

gozmgoaxa

[Mpu nevenne na ynunarepanen 6aedapocnaszbm, npenopbunTenHara 103a ¢ 40 eanHuum 3a oko. [pu
Clle/iBallaTa CECHA Ha JIeYeHHe I03MpoBKaTa TpAOBa 1a ce KOPUIHPa CIPAMO KJIHHHYHHS OTTOBOP H
HaO/Ir0aaBaHNTE CTpaHUuHH ediekTH. YBeaudaBaHe Ha qo%aTa 10 80 eMHHLH HA OKO € MOKE 1a J10Be/e
J10 MO-TOAMA MPOABLIKHTENHOCT Ha ehexTa, HO MOJXKE H J1a YBeIHYH CTPAaHHUYHHTE epeKTH, No-
cneunpuyHo nTo3a.

[Tpu nevenne Ha Gnedapocnazbm 1 XemudaunaneH cnazbM, MaKCHMAaIHATa H3NOM3BaHa /103a He TpAOBa
Ja Hajeuiuasa obuiara ot 120 e1MHMIIK Ha OKO.

WMuskektupane Ha 10 exnnuum (0.05 ml) meananto u 10 eannnum (0,05 ml) natepanto tps6sa aa ce
H3BbPUIN B MACTOTO, CheHHABALLO NPECENTATHUTE N OPOHTAIIHITE YACTH HA ropruTe (3 u 4) U QoNHKTE
OpOHKYNapHH OYHH MYCKYJIN (5 1 6) Ha BCAKO OKO.

3a 112 ce Hamanu pUcka OT NTo3a, TpAOBa Aa ce n30Area HHaKEeKTHpaHe B Oausoct po levator palpebrae
superioris.

[Tpu vHkeKTHpaHe Ha rOPHUA Kjenay HriaTa TpAbBa 1a ce HACOUM Jaiey OT LeHTbpa My, 3a j1a ce
u3berne levator myckynnt. [lo-rope e npunosxeHa anarpama, ¢ e /1a yJIeCHH NOCTABAHETO Ha
HHKeKUMHTe, OONeKHaBaHETO HA CHMIITOMHTE MOKeE J1a CE 0YAKBA /14 3a104HE B PAMKHTE Ha J1Ba 10
YETHPH JHH ¢ MAKCHManeH e)eKT B paMKHTE Ha [IBE CEAMMLIH.

Muxkekunnte Tpadea J1a ce NOBTAPAT NPHOAN3HTENHO HA BCEKH ABAHAIECET CeAMULIM N KaKTO ce
Hanara 3a npejoTBpaTsBaHe Ha MOBTOPHA M0ABA HA CHMIITOMHTE, HO HE MO-YeCTO OT BCEKH ABAHA/EceT
ceamuun, Ipu TaknBa nocneasai NpUaOKEHUA, AKO OTFOBOPBT ¢lle/l MbPBOHAYAIHOTO JICHEHHE ce
CYHTA 32 HE3AA0BOJIUTE/NEH, 103aTa HA OKO MOKE J1a ¢e yBeIn4M Kakto cneasa: 60 exunnun (10 eauHnm
(0,05 ml) meananno u 20 exnnnun (0.1 ml) narepanto): 80 eaunnun (20 eaunuun (0.1 ml) meananto u
20 eaunnun (0,1 ml) natepanto) wan a0 120 eanunun: 20 eannnun (0.1 ml ) meananno 40 equnuun (0.2
ml) natepanHo Hajl M 1MoL BCAKO OKO M0 HAYHHA ONHCaH no-rope. JIombAHUTENHH MECTa B MYCKYJI
Srontalis wan Bexaata (1 1 2) CbLLO MOTaT Ja ce HHKEKTHPAT, aKO CIA3MHTE TaM NpevaT Ha 3PEeHHETO.

[Tpu cayuan na ynunarepanen 6aedapocnasbm, NPHIOKEHHETO HA HHKEKLIMK TpabBa
3acerHaroto oko. [launeHTn ¢ xemudalmaneH cnaybm TpsdBa 1a ce IeKyBaT KakTo 1
Onedapocnazbm. [IpenopbunTeHuTE 10301 €a MPUIOKHMH 33 Bb3PACTHH OT BCHYKH



BKJIAKMATENTHO B CTARYECKA BBIPACT.

Aera: BesonacHocTTa H @PHKACHOCTTa HA POAYKTA NpY Neyenue Ha Gredapocnazbm u xemudauuanes
CMa3bM MPH Jeua He ¢a A0KA3aHH.

HauuH Ha npunoxenye

Ilpy nedenne Ha Gnedapocnazbm i xeMudaunaneH cnazvm Jlucropt 300 U gniakon ce paspexaac 1,5
ml MHKeKUHOHEH HaTpHeB xaopua BP (0,9% w/v) 1o noiyuasaue Ha pasteop, chabpikall 200 equunum
Ha MWK TP oT Jucnopr 300 U. JQucnopt 300 U ce apuiara upes moaxokHa HHKEKIHI MENHATHO H

Narepanto B MACTOTO Ha CheAMHABAHE HA IPECENTAHHTE H OPOUTANHTE YACTH HA FOPHUTE U JOAHHTE
orbicularis oculi MyckynH Ha oumTe.

AKcHIapHA XHOEPXMAPO3A

ﬂOBHg!BK&

Havannara mpenoppunrenya fo3a e 100 eqMAAUR Ha akCHIA, AKO JKeNaHHAT eeKT He e NOCTHIHAT C
TaKapa JI03a, MOTaT Aa ce npunoxkar 10 200 eAHULH HA aKCHRA NPU NOCTENBALIHTE HHKEKTHPAHHA.
MakcHManHaTa NpHNGKEHa 103a He TpabBa na Hasemwaea 200 equuKUK 3a akcHna.

3oHata 32 uHKeKTHpate TPabBa Ja ce onpeneny NpeJBapuTeHO KATO Ce HITON3BA HOA-HHINECTeH TecT.
Heete akcunu TpsGpa Ja Gbat crapatendo novHeTeHH i Aesundexuupany. Crea ToBa Ce HOCTABAT
HHTPaJEPMaHY HHxekuyH Ha 10 MecTa, KaTo Ha BCAKO MACTO ce mputaraT no 10 euuunu (1.e. 100
EAMHHMLM Ha aKCHIa). MakcuMantHHAT edext TpaOBa 4a ce BUAY A0 ABe CSAMHIIU ClIe HHKEKTUpaHeTo, B
FIOBEYETO C/IYUaH NPeNoPBUYNTENHATA 1032 LIe OCUT'YPH /IeKBATHO MOTHCKAHE HA TOTHATA CEKPelus 3a
npubauzurento 1 roauna. BpemeTo 3a cnenpauioTo Npunoxkesue Tpadea [a ¢e onpeaea HHAWBHAYANHO,
KOraTo KNHHUYHUAT edeKT OT MpeaniiHa HEKEKLHAS HAMANee H Ky BAIHST JIEKAp IIPELSHY, Ye ¢
neobxoanmo. Mkekuunte He TpabBa Ja ce MOBTAPST N0-4eCTO OT BeekH 16 ceamuuy. Mma n3secTHn
AOKAIATENCTSA 33 KYMYTaTHREH ¢eKT MPH MHOTOKPATHO NMPUIIOKEHHE, TAKA Y€ BPEMETO 3a BCAKO
JeYEHHE 3a NafeH NauyMeHT TPAORA 1a e ONpPeAs/IH WHANBHIYANTHO.

Heya: be3onacHoCTTa U ePKACHOCTTA HA NPOAYKTA MPH JICHEHHE HA AKCHIAPHA XMITEPXUAPO3a pH Jeua
He € J0Kazana.

Hauuy wa npunoxesne
OtkpHTaTa UEHTPARA 4aCT Ha TYMEHATA 3anyWIalka TpAOBa 4a Ce NOHUCTH CbC CIMPT HENOCPEACTBEHO
npenn npobusasrie. TpaGpa na ce u3non3sa crepuiiHa wraa ¢ pasmep 23 uan 25.

lMpu neveune Ha akcunapHa xunepxuaposa Jucnopr 300 U dnakos ce paspexna ¢ 1,5 ml pa3reop Ha
Hatpues xnopua B.P. (0,9% w/v} 1o nonyyaeatie Ha padTsop, chabpikaty 200 eannuun wa mt Jucnopr u
Ce fpuiara ¥pes HHTPaRePMANHA HHKEKLHA HA IECET MECTa 3a aKCUNa, KoraTo ce 1EKYRa akcuiapra
XUnepxuaposa.

4.3 Yporneomokazauns

- CBpBXHYBCTBHTEHOCT KbM 2KTHBHOTO BEULECTRO MW HAKOH OT MOMCLUHHTE BEILECTRA,
U30poEHH B TOUKa 6.1,

- Hndexuns Ha NHKOUHNTE NBTHLLA 10 BPEME Ha TEYEHUETO 32 KOHTPON HA YPUHAPHA
HHKOHTHHEHUHS, AbJIKALLE C& HA HEBPOrCHHA CEPBXAKTHBHOCT HA eTPY30pAa.




4.4 Crenuansn npeaynpexieHns B OPeANa3HH MePKY MPH ynoTpeda
Hucnopt 300 U tpabea aa ce npunara camo oT Cneudando obydeHy aekapu.

Hoknaneauy ca HexeNaHH PeakiMK, HACTEIBAINY KATO PE3YJITAT OT pasnpeneneHneTo Ha edekTa Ha
TOKCHHA A0 MECTA, OTJANSHEHH OT MACTOTO HA HIKEKTHPAHe (B, Touka 4.8). Tlpu nauneHTH, NekysaHu
C TEPAMEBTHHHH AG3H MOMKE 43 Ce NPOABY NIPEKOMEPHA MyckynHa cnaboct. PHCKBLT OT NosBa Ha TakHBa
peaxuHu Moxe fa Obie HaMaNeH kaTo ce H3NO!3BA Rb3MOKHO Hali-HuCKaTa eeKTHBHA 032 U He ce
MPeBULIABA MAKCHMATHATA NPENOPbYKTEIHA A032,

Crex neuediie ¢ ¢ GOT)/IIHHOB TOKCHH A nny B ca noknageaHu MHOro PeAKH Chyvad Ha CMBPT, NOHAKOra
CBBP3aHU C ,D,HC(I)&FHSI, nHeBMOonaTuA (KOHTO BEKJAKYBA, HO He C¢ OrPAHHYUABA 10 THCIHENA, THXATE/THA
HEJOCTATBYHOCT, peCIHPATOPCH apec'r) uuin npy natyvedHTH ¢l 3HadyuTeNHa aCTeHHA.

Hauwenti coe 3abonaBanns, BOSEIN 10 HAPYLIEHO HEPBHO-MYCKYJIHO IPOBEXKIAHE, TPYAHOCTH IPH
nperJpliaHe Uy JULIAHE €A ¢ MO-BHCOK PUCK OT HACTBIIBAHE HA TAKKHBA peaxuu. [1py TaxyBa nayHeHTH,
neyeHHeTo TpabBa aa ce npoBeKAa DO KOHTPOJIA HA CIIEUMANUCT U CAMO aKO [ON3aTa OT JEUeHHETO
npeBHLIARA PUCKA.

Hucnopt 300 U tpadea na ce npunara ¢ NORKIICHO BHHMAHHE ((PH MTALHEHTH ¢ REYE CHILECTBY BAILM
npobsiemy Mpy IPErAbUIaHe H AHILAHE, ThIf KATO Té MOTaT 4a Ce BIOWAT CNel pasnpenencHue Ha edexra
HA TOKCHHA B CbOTBETHUTE MYCKYNH. B penikH ciiyHan HACTHIIBA aCOHPaLuA, KOETO NPeCTARNABA PHUCK
P JSHEHHE HA NAUHESHTH, KOHTO HMAT XPORUUHO PECIHPATOPHO HAPYUISHHE.

Hucmopt 300 U tpadaa Aa ce H3NOM3Ba CAMO ¢ TIOBUILEHO BHHMAHWE U MOJi CTPOT MEAULHMHCKH KOHTPOS
OpH TAUHEHTH ¢ KIKWHWUHK WK CYOKTMHEYHH JOKA34TEACTBA 3@ H3PAa3eHO YBPEJEHO HEPBHO-MYCKYJHO
NpOoBEeKAaHE (KaTO Hanp. MMACTEHM rpaBuc). [Ipy TakuBa NALHEHTH MOXKe JIa Ce TPOABH Y BETHUEHA

4y BCTBUTENHOCT KbM NPOAYKTH KaTo Jucnopr 300 U, kouto morat na npHYMHAT 3HAYMTENAHA MYCKY THA
cnabocT.

Tpabpa Aa ce MOAX0MIa ¢ TOBHUIEHO BHHMaHHe UpPY Je4eHHETO Ha Bb3PACTHH NALHEHTH, 0CO6EH0 Ha
CTapH X0pa, ¢ PoKanHa CNacTHYHOCT, 3acAralila A0HHTE KpailHHLUKY, KOHTO MOraT Ja ObJaT HalloKeHV Ha
MOBHILEH PHCK OT najaHe.

B nnanebo-koHTPOAMPAHH KAUHHUHH NPOYYBAHUSA, IPH KOUTO NALHEHTHTE ca OHNH JleKyBaHH 32
CNACTHHHOCT Ha AcnHUTe Kpalinuiy, 9,4% (Dysport 1000 U), 6,3% (Dysport 1500 U) u 3,7% (nrauebo)
OT NALMEHTHTE CA MPETHPNENN NAAAHH,

[lpu maunenTH B HaNpeaHana BL3pacT >65 roqnuy, yectorara Ha najaue ¢ 10,4% npy nauHeHTy,
NexyBanu ¢ JJucnopr, cnpamo 7,3% B rpynara Ha nnrauedo.

Cobobuwasa ce 3a cyxoTa B ounte npu ymorpeda #a Jucnopt 300 U B oxonoounnte 06,1a0tH (BXK. TOUKA
4.8). BasHo ¢ BHUMaHWE KbM TO3M CTPanMueH eekT, Thil KATO CYXHTe 04N MOraT Aa NPeApa3noONoKaT
KbM HapylIEHUA Ha porosuuaTa. Moxe ga ca HeoBX0oaHMM 3aUHTHH KANKH, Ma3, 3aTBAPSHE HA OKOTO
Hpes3 fNeneHka Wi ApYrH CPEACTBa 3 NPeNOTBPaTABaHE Ha HAPYLISHHS HA POTOBHLATA.

Mpenoppuurentinte 3a Jucnopr 300 U 1o31poBKa u 4ecToTa Ha NPUIOKEHHe ue Tpadea da 6baar
npesHiuaBadn (BUK Touka 4.2).

TMauneHTUTE U XOpaTa, KOUTO CE TPHIKAT 3a TAX TpabBa Aa 6bAAT npeaynpeenH, e e HeobXoaumo fa ce

pecnuparopHu Npoliem .




Jucriopt 300 U ne Tpabsa Aa ce n3n0138a 22 IeH4eHNe Ha CRACTHHHOCT NPH MAUUEHTH, KOHTO Ca pa3BHIH
PUKCHpAHA KOHTPAKTYpA.

Kakto Bcsxa Myckyana nrkexund, Jucnopr 300 U tpaGBa 1a ce H3no/i3ea camo KOrato € kpaliHo
HAIOMKHTENHO TIiPH NAUMEHTH ¢ YABLKEHO BpeMe Ha KbpBeHe WK NpH UH(peKUHA/Bh3naNienue Ha
yKa3aHoTo(HHTE) MACTO(a) Ha MHKEKTHPaHE.

Moske na Bb3HHKHE ABTOHOMHA AHCpe(aeKCHs, CBbP3AHA C NPOLEAYPATA 38 NEHeHHE Ha HEBPOreHHa
CBPBXAKTHRHOCT HA AeTpy30pa. Moke ja ce Hanoxu HezabasHa MeIHIHHCKA TOMOLL.

Tpabsa na ce BuuMaBa, npy npuaratero a Jucnopt 300 U, keaeTo UeneBHAT MyCcKyt nOKa3Ba
arpous. CpodliaBanu ca cIyHan Ha MyCKytHa atpodud caea ynorpeba ua BOTYIMHOB TOKCHH {BK.
Touka 4.8).

Hucnopr 300 U Tpabea 2a ce HMON3BA 32 IgYeHHE CAMO Ha €IMH NALUEHT 32 efHa cechs. KollHaecTsoTo
OCTAHAT HeH3ITOM3RAH NTPOAYKT TPADBA Ja e UIXBBPIH B CHOTRETCTBHE ¢ TOUKE 6.6 (Creuuaiun
TIpeANA3HU MEPKH 1Py ynoTpeba, n3xabspiadne 1 pabora). TpsOBa na ce BIEMaT CNELUANHN NPealaiHu
MEpKH NPpU NPHTOTBAHE W MTPHJIOKEHHE HA IPOAYKTA, KAKTO H NPH HHAKTHBHPAHETO H H3XBLPIAHETO HA
HEU3NON3BAHKA IPUTOTREH PA3TBOP (BK. TOUKE 6.6).

Tozu npoayKT ChabPKA MANKO KOAHYECTBO HYOBEIUKH a0y MUH. PHCKBT OT Npeaasane Ha HHQEKLHY He
Moxke aa Obe u3kniodeH ¢ abcoNOTHA CHIYPHOCT Ce H3NON3BAHE Ha YOBELIKA KPbB U KPLBHH
NPOLYKTH.

Paako e nabmonapano obpasysane Ha aHTUTena cpeuty GOTYNMHOB TOKCHH IPH HALKEHTH, Ha KOHTO Ce
npunara Jucnopr 300 U. B kTHHHYEH CMHCBJ, MOXE Aa €& NPeanoiara HATHYHE HA HEYTPAN3Hpaliy
GHTHTENA APH 3HAYUTEIHG BAOIIABAHE HA OTFOROPA KbM TEPANHATA H/MAH NPY MOCTOAHHA HEOGXOAHMOCT
OT YBeNMUSHH 003H. PUCK®T OT 00pasyBaHe HA aHTHTENA Ce YBETHYABRA, KOFATO Ce H3NOM3BAT BUCOKH A03H
HCropT W KOrato HHTEPBATHTE MEXAY HIXKEKUMUTE ca KpaTky. [Tpu BCHUKM NOKA3AHWA HHTEPBATLT
MeskAy HHXKeKuUnTe TpaOBa Na Obae Hal-Manko 3-Meceua i He TPAGBa Aa ce npwiarar 6ycTepHy
WHIKEKLMH.

Heaunatpusdaa ynotpeba
3a AeueHHe HA COACTHYHOCT, CBBP3aHa ¢ uepebpanua napanuza npyu ena, Jucnopt 300 U tpabaa 1a ce

npUnara eWHCTBEHO MPH ASLA HA BB3PAcT 2 M Haj 2 roguHy. [1pu MeAHATPHIHY NALMEHTH ¢ NoBeYe oT
eauo 3abonsgBaHe, HO MpeAHMHO ¢ LepebpanHa napanysa, MHOTO PAAKO Ce ChOOLIABAT NOCTMAPKETHHIOBH
CLOOLIEHNS 32 Bb3MOKHH OFPAHMYEHH PA3NPOCTPAHEHHSA Ha TOKCHHM. [To npHHUMI Jo3aTa, M3n0N3BaHA B
Te3d clyuad, HaJBHINABA APENOpBYaHaTa 1032 (Bipk Touka 4.8), HO ca JOKAAABAHM U CIyYan © JaNevHa
pasnpoCcTpaHeHNe Ha TOKCHHA CHel TPUNAraHe Ha NPenopbyNTeNHaTa 1034,

Hima peilki CNOHTaHHM CHODILABAHUA HA CMBPTHH Clly4Yak, IOHSKOra ACOLUMUPAHH C ACHHPAUHOHH
NHEBMOHUA NPYU Aela ¢ Texka uepeSpalina napanusa cied nedeHue ¢ GOTYIHMHOB TOKCHH, BKIKOYHTENHO
CRef HINOM3BAHE HE 110 NiPeHaiHayeHne (HanpuMep 3a 30Hata Ha wuaTta), Tpsadea Aa ce BHHMAB]
H3KJOUNTENHO MHOTO NPH NIEYSHHETO HA NEAUATPUUHH MAUHSHTH CbC 3HAYHUTENHA HEBPONOTMYHA
Aedunuoct, aAuchards Wi KOHTO Ca CTPAARANH OT aCNUPALHOHHA NTHEBMOKHKA Uin Genoapobuo
3abonnBane B 6au3k0T0 MUHANO, JleUeHNETO NPU NAUMEHTH ¢ NOLUO TEKY IO 3APABHO CHCTOAHNE TPIBEa
Aa 6be npunaraHo eMHCTBEHO AKO CE CHHTA, He NOTERLHATHNTE NOA3Y 32 OTACNHHUA NAUMEHT Ca noBeve
OT PHCKOBETE.




[ipocaenumoct
3a na ce nopobpH npocneIuMOCTTa Ha GHONOTHHHHTE NEKAPCTBEHH TPOAYKTH, HMETO W NAPTHAHHAT
HOMEp Ha NPUNOKERKS NPOAYKT TPAOBa SCHO Ja e 3anHCBar.

4.5 BzanmoneficTeue ¢ Apyru dekapCTBEHH NPOAYKTY H APYrH GOpMH HA B3aRMONeAcTRHE

Edexture Ha GOTYAHHOBHA TOKCHH MOFaT Ja C& 3aCHIAT OT NEKAPCTREHH MPOIYKTH, BAHASHIH AHPEKTHO
WK HHAHPEKTHO Ha HEPBHO-MYCKYAHaTa GYHKUKS U TAKMBA NEKAPCTBEHH NPORYKTH Tpabba 1a ce
U3NOJI3RAT € NOBHLIEHO BHUMaNHE NPY NAUNEHTH, NEKYBaHH ¢ GOTYTHHOB TOKCHH.

4.6 DeprannTeT, GpeMEHHOCT H KhPMEHe

Mima orpaunuenn paHuy ot ynorpebara va Clostridium botulinum TokcuH THI A-XeMarmyTHHHH
KOMIUIEKC MPH OpeMeHH# kehH. [TpoyHBanuaTa NPy )KHBOTHH HE NOKA3BAT AUPEKTHH WM HHAMPEKTHN
BpeAHU edieKTH O OTHOUlEHHe Ha DpeMeHHOCTTa, eMOPHOHANHOTO/PETATHOTO PA3BNTHE, PAX JAHETO N
MOCTHATAAHOTO PA3BHTHE, OCBEH NPH BUCOKU J03H, NPUYUHABALLH TOKCHYHOCT PPH MalKaTa (BHXK TOUKa
53)

Aucnopt 300 U Tpabsa na ce ¥3mon3sa no BpeMe Ha GPeMEHHOCT CaMO aKo NON3UTE ONpPABAABAT
TOTEHUKATHUA PUCK 32 NoAa. HeoOxoanme e noByHileHO BHUMAHKE NPU NPeANHCBAHE HA GpeMeHHIt
AEHU,

He ¢ ussectHo aanu Clostridium botuliniim ToXCHE TMI A ~ XEMATTYTHHHH KOMIUIEKS C@ eKCKPETHPA B
wopetkaTa KppMa. Exckpeunsra wa Clostridium botulinum TOKCHH THIT A — XeMarnyTHHHH KOMILIEKC B
MJISKOTO He ¢ IPOYUBAHO [IPH XHUBOTHH. Yniorpebara na Clostridium botufinum TOKCHH TR A -
XeMArTyTUHUH KOMANEKC N0 BPEME Ha KbPMEHE HE Ce NPenopbhuBa.

4.7 Edextn BbpXy cnocoGHOCTTa 32 IHodApane H PaboTa ¢ MANTHHK

CuoliecTsysa NOTEHUHANEH PHCK OT MyCKYNHa c1aloCT Wi BU3YaIHH KapylieHus, KOWTD MOTaT aa
NOBNHAAT BPEMEHHO cnocobuocTTa 38 Wwodupane wid padoTa ¢ MAIHHEN.

4.8 Hexenanu Jexapersens peaknun
Mnuoro uectu > 1/10; Uectu>1/100 < 1/10; Hewectu>1/1000 <1/100; Peaxn>1/10 000 <1/1000; Muoro
peaxe < 1/10 000; C nenspecTha vecToTa (OT HANHUNUTE RAHHU HE MOXE Aa ObJe HANPaBEHA OLEHKA),

Odu
Creannte HexXenaHy peakuny ca HaGMOaBaHH NP HAUHEHTH NeKy 8any ¢ JIMCnopT npH pasnuusuTe

MHAMKANNH, BrounTenHo GnedapocnazbM, THUER CatbM, TOPTHKOMMC, (OKATHA CNACTHYHOCT,
3aCArala FOPHNTE Y AONHHTE KPaiHULK NPpH BLIPACTHH, CIACTUYHOCT, CBbP3aHa ¢ uepebpanta napamsa,
aKcunapHa XHAEPXHAPO3a H YPHHAPHA HHKOHTHHEHLMS, AbIIXKAILA €& HA HEBPOreHHA CBPbXaKTHBHOCT Ha
neTpy3opa:

CReTEMO-0PraHen RAAC Hexemana peakuds YecroTa
HapyluieHus Ha HepBHATA CHCTEMa Hempanruuda aMporpodun Peakn
HapyuleHss HA KOKATA H TOJKONKHATE INpyputyc Heuectu
ThKaH Obpus




CHeTeMO-0prafeH KIac Hesxenana peaknus YeceToTa
Hapywenus na MyckynHo-CKeneTHaTa JiokanHa Myckyiaua craboct | Yectn
CUCTEMA H CheJHHHTENHATA ThKat
O6wm HapyweHus 1 edekTd Ha MACTOTO | ACTeHHR, yMOp3, Yectu
Ha NPUIIOKEHHE rpunononobyo 3abonssase,
fGonxa/HacuuABaHE B MACTOTO
Ha MHKEKTHpaHe

B noneanenye ca choOiaRaHH CEAHKTE HEXKENAHH NCeKApPCTBCHU peaKtny, c-neuucbuqﬂn 3a OTACTHUTE
MMoKa3aHua:

CuMnmoMamuyHg Jesenue Ha Qoraina CRACMUHHOCI NDU 6b3DACHIHY

Topen kpaiinux

CreanuTe Hexeany peakuuu ca Halalo0aBaHy NPH Bh3PACTHH TaUHEHTH, JeKyBaHy ¢ JTucnopT npu
thoxanna cnacTH4YHOCT, 3ACATAINA FOPHATE KPaRHuLy:

Cucremo-oprases Kiac Hexenana Peakuun YeceToTa
CTOMALIHO-MPEBHH HADY HICHHA Hncdarus* Heuecru
Hapywemns Ha myckyaro-ckeneTnara | Myckynua cnaGoer Yecru
CHCTEMA M CREAHHHTETHATA THKAH MYCKYTHO-cKeneTHa Gostka,

OOnKa B KpalusuETe
061y HapyeHus ¥ eekTH HA Peakuuk sa MACTOTO Ha YecTH
MACTOTO Ha IPUIIOKEHHE HEKEKTHPaRE (KaTo Hanp.

BoiiKka, epHTEMA, TIOAY BAHE U

Ap.), aCTEHHd, YMODA,

FpunonoactHy CUMOTOMK

* Yectorara 32 ancharys e nonyueHa ot cGopay JauHu 0T open-label npoyubaviua. Jucharus He e
HabnoaBana B ABOMHO-CNENM NPOYYBAHUS TIPH TOKA3AHHETO CNACTHYHOCT Ha FOPHUTE KpaliHuiy pw
BHb3PACTHH,

Jonen kpainux

Creanute HexenaHn peakuyy ca HabntoAaBaHK (DY BB3PACTHH NauHeHTH, nekyBanH ¢ JUcnopT 3a
doxanHa CnacTH4HOCT, 3aCATALIA NONHHTE KpaRHULH.

CHeTemMo-oprauen kiuae Hexeaaua Peaxnns YeeroTa
CTOMANIHO-4PEBHYU HapY IUEHAS Hucdarnus Yectu
Hapywienua Ha MycKyNHO-CKeneTHaTa Mycxynna cnabocTt, Muanrus Yeetu
CUCTEMA U CheIMHHTEAHATA ThKaN
OO0 HapyLeHis U eekTd Ha MICTOTO | ACTEHHS, yMopa, ‘ Yeetu
Ha OPHIQKEHHE rpunonogoduy 3adonfABanng,

peaKLui Ha MACTOTO Ha

HrokekTHPaHe (8oka,

MOoCHHsBaHe, OOpUB, NPYPUTYL)




CucteMo-opranes Kiac

Hewxenaua Peakuins

Yeerora

HapansaBanus, oTpasasns 1
YCNOKHEHNA, BL3HUKHANM B PE3yITaT
H2 HTEpPBEHUKY

[Mapaue

YecTu

HpH eAHOBPEMEHHO ASHEHWE HA TOPHH W AoaHy Kpalinuuy ¢ ducnopr 300 U npu obiua ao3a o 1500 U

HAMA JAHHK 33 GE300aCHOCT B AGITBIHEHHE KbM TE3H, KOUTO CC OHAKBAT NPU NEeYSHHE HA MYCKYTHTE HIH

Ha COPHUTE, MK Ha JONHATE KpaltHun,

Hunavwaung deopranita Hy X00L.10MO MUR eKGUHVC RPU NAQKERRIY C OSICKA Hepedpaing
RAPATHIA WA ELIPACHT ORE LM HOBEYE 200UHH

Creannte HexenaHn NeKapcTBEMH peakiuu ca HabmoaaBaHk npH NAUMEHTH, NeKyBaru ¢ JTicnopt npu
CNacTH4HOCT HA KpaKa, IbxKallla ce Ha uepebpatHa napanisa;

CHeTeMO-0praHes Kaac Hexenana Peaxuun YeeroTa
Hapyumenua Ha MyCKy/IHO-CKENETHA Muanrus, Myckyana ciraGoct Yecru
CUCTEME H ChEIHHUTENHA ThKAH
Hapyinenus na 6u0petinte n nukovnute | Hezanbpikane Ha ypuHa YecTn
NbTHLIA {MHKOHTHHEHLIHS) ]
O6uin Hapymesus 1 edextit Ha MacToTo | I'prnonojoduo 3abonsasane, Heotu
Ha PHITOKEHUHE peakuny HA MACTOTO Ha

HHMEKTHpaHE {KaTo HanpHMep,

Gonka, epHTeMa, TOCHHABaHE ),

HETHOHYHA [OX0AKA, YMOpa

AcTeHHs HeuectH
Hapangasanyug. oTpaBasnsg u Magane Yectu
YCAOMHEHNS. BLAHUKHANK B Pe3yNTaT Ha
MHTEpBEHIUY

DoKaTHA CHACHIUNHOCHT HQ 20PHE KPEIHUYY npU NeORaAMPUYHN NAUUCHIN ¢ OSMCKE Hepedpaing
Rapa.u3d Ha ev3pacny 2 L nogeye 200NN

CrefnuTe HexenanH peakuu ca HabnoAaBaHu NPH TAUMEHTH, IEKYBaHH ¢ JHCTOPT 32 cnacTHYHOCT Ha
ropHHTE KpaiiHnun, Avpkalila ce Ha uepeOpanHa napanisa.

Cueremo-opranen knag Hexenana Peagunn YecToTa
Hapyweuns na MycKyJIHO-CKeNeTHa MyckynHa cnaboct, MHAITHA Yectn
CHCTEMA ¥ CheAMHUTENHA ThKaH

OGum papyueHns v edexti va mactoto | [punonogabuo sabonssane, Yectu

Ha NPUTIOKEHUE

YMOpa, PeaKyM Ha MACTOTO Ha
HIGKEKTHPaHe (Hanp. ek3ema,
nocuussage, 6oika, nofyeaHe,
o0pHB)

AcTeHHs

HeuecT

Hapymeﬁuﬂ Ha KOXWATa H NoAKOKHaTa
ThKaH

Obpus




Ednospeyenno aeverue Ha CHECMUYHOCH HA 20PHYH & DOIHH KPARHILN NDH RAUHSHMY ¢ 0eMCKd
Hepedpgana napaiuia Ha 2 nay noseye 2o0uiu

Hama HanuYHK JAHHK OT NAaUeO0-KOHTPONHPAHH KIMHUURY WINMHTBAHUA. CNope ChilleCTBYBAIUTE
DAHHK OPOAT HA CBbP3AHHTE C NEHEHHETO HeXEeNaHH peakiuu npu Jo3d a0 30 U/kg uan 1000 U ~ koeto e
MO-MAIKO — HE € NO-TOJIAM OT TO3H NPU CAMOCTOATENHO NeUeHHE HA MYCKYAHTE Ha FOPHHS HJIH NONHARA
KpafHHK,

Ypunapua unxonmunenuun, oo INCAWA CC HA HEBPOZERNA COPLXAKMUBHOCH! HA dempy3opa

Cucremo-0pranes xnac HecroTa [ Hexenana JiekapeTBeHa peaknus

Hupexurn ¥ nudecrauy Yectt WHpexuus Ha NUKOYHHTE mbTHWE™®
Yectn Baktepuy pus®

Hapylenus na HepsHara Yectn I"nasobosine

CHCTEMA, HeuectH Xunoecteins

Cromaitto-4apestn Hapyinenus | Yecrn 3anex

Hapyuierns Ha Myckyano- Heuecty Myckynua caabocr

CKCICTHA CHCTEMa
CHEAHHUTEIHA THKAH

Hapywenus na 6u0penyre u Yectn Xemarypusa®

MUKOYHNUTE TLTHINA HeuecTy 3adpbikKa Ha ypuHa®
Heuectn KpbBousmis Ha yperparta
Hedecin KpbBOHININE Ha NHKOYHHA MEXYD

Hapyuwenns na Hect Epexrunsa quedyHKuus

PENPOAYKTHBHATA CHCTEMA H

I'bPAATa

OB nin HapyLICHHS ¥

YCHOKHEHHA Ha MACTOTO Ha YecTn [Tupekcus

OPHAOKEHHE HevecTu Bosnku B mukouHus mexyp®

Hapausrauus, oTpaBauHs U Heuectn ABTOHOMHA AHCpeduieKcHA ®

YCROKHEHHS, BL3HUKHANY B
Pe3yNTaT HA HHTEPBEHLHN
“Moowce Oa ce OwadCH Ha npoyedypama

% B ocnosnume 080fIHO-c1eny naayebo-KOHMpPOoTupan npoyueanus npes nupeume 2 ceomuyu cred
Jevenuemo ca 0oxiaosany underyut na nuxounume wumuwa npu 4,0% om nayuenmume, Aexyeani ¢
Hucnopm, u 6,2% om nayuenmume, rexysany ¢ niayebo. Huhexyuume na nuxounume nomuga mozam
da dogedam 00 nuetone@Gpum.

“MOCE Oa 8b3HUKNE, QKO RAYUEHMUME UMAM HENOOX00ALY 2PAPUK 3d KAMCMEPUIARUA

Cnachuyen MopmuKkonuc npi 6p3pacmu

CaennnTe HEXenanu NEKAPCTBCHU peakiiy ca HabmonasaHu IPpH NaUHEHTH, JIEKyBaHu ¢ ﬂHCl‘lOpT 34
CNAacTHYEH TOPTUKONHC,

CreTemo-opraten Kaac Hexenana Peaxnua Yectora
HapylieHua Ha HEPBHATA CHCTEMA I'naroSonue, 3amanHocT, Hect
nuLeBsa napeza
HapytleHua Ha oHuTe Pasmazano BiRaaHe,
HaMangBake Ha IPUTERHATA
ocTpara

BOIHO BHIKAAHE, NTO33




CucteMo-gpraseH Knae Hexenana Peaxuua YeeToTa

Pecnuparophn, rpvany u Hucdonus, gHcrnHes YecTy
MEAHACTHHAJIEH HapyLieHuA Acrnupaups Penxu
CToMauHO-YPEBHN HApy LUCHUA Hucarud, cyxora 8 ycrara Mporo vectu
Tanee Heuectu
Hapyuwenus va MyckynHo-ckenerdata | Myckyiuna cabocrt MHuoTO uecTy
CHCTEMA M CHEJHHUTENHATA ThKad boistka 81B BpaTa, MyCKYJIHO- Yecrn

ckenetHa fonka, MUANTUA,
Oonxa B kpaiiHuuHTe,
MYCKYJIHO-CKE/eTHA CKOBaHOCT
Myckynna atpodus, cMywienns | Heuectn
B HEMIOCTTA

Hucharyara e 10303aBMCHMA H €& € NPOABABANA HAR-UECTO CNEJ MHKEKTHPAHE B MyCKyaa sternomastoid.
Moxke na ce HanoXH AUeTa ¢ NPEAHMHO MEKH XPaHH 20 YTHXBade Ha CHMITOMHTE.

EWEQUQOCHMM HTHUCE XCHUCRETDM

CriegsuTe HEWENaHH NEKAPCTBEHY PeakLiy ca HaGN0AABaKK NPH NAUHEHTH, 1eKyBauy ¢ Jlucnopr 3a
Gredapocnazm 1 THLEB XeMUCAIbM.

CucremMo-0praieH Kiae Hemenans Peaknnsn Yecrora

HapylueHns Ha HepBHATA CHCTEMA Nuuesa mapesa Yeern
Napanusa va VIl vepenHo- Heyectu
MD3bYEH HepB

Hapyuwenus sa ounre Mro3a Muoro HecTH
Junaonus, cyXoTa B O4uTeE, Hectt
YEEIHYEHa ChA3HA CeKpeliHd
Odranvomnerus Penxu

Hapyuienns na koxara 0 noaxokuara Enem na knenaua Yecty

TBKaH Entponuon Peaxu

Hexenauure peakuut MOIaT ja ce nossAT c1el AbnboKa WA HENPaBHIHO OCTABEHA HHKEKUAA
Hucnopt 300 U, koeto speMeRHo 6i napani3upaio Apyrute GAu3KH MYCKYJIHH CPYITH.

XapakrepHcTukaTa H2 HEKENABUTE PeaKlny, ChoBILABAHN HA KOMMTAHUATA 110 BpeMe Ha
MOCTMAPKETHHIOBHA IIEPHOJ NOKA3BA, Y€ Te Ca OTPAKEHUE HA PapMAKONIOrHATA HA NPOIYKTA U OTTOBAPAT
Ha Te3H, HabMONABANY 110 BPEME HA KIIHHWYHHTE K3MHTBAH 1.

AKCHIAPHA XMTIEPXHIPO3A
CnennuTte HEWENaHK ACKAPCTBEHH peakLK ca HaBMOABAHH IPH NALMEHTH, fekyBann ¢ Jucnopt 3a
aKCHNAPHA XUTepXuaposa.

Cucremo-opraned Kaac Hexenana Peaknus YecroTa
Hapyutenns Ha KoxkaTa M noOaKOKHATA KomriecaTopHo noTeue Yectn
ThKaH

MocTMapkeTHHIOB ONUT
[TpopuasT Ha HeXENAHUTE peaktiui, cboGIaBany HA KOMNAHUATA N0 BPEME Ha 10CT
ynotpeha, oTpasisa GapMaKoIoTHUHITE CROHCTRA HA NPOJYKTA,




CicTeMO-0praNun KIacoBe Hexxenana peaknns YeeToTa

Hapyuwienus Ha wMyHnara CBpbLXUYBCTBUTENHOCT C Hen3BeCTHA YeCTOTa
cCHCTEMA

Hapywenus na nepsrara Xunoecresun C Hen3BecTHA vecToTa
cHcTeMa

HapylieHHs Ha MyCKYHO- MyckynHa arpodus C Hen3BeCTHA 4ECTOTA
CKEETHATE CHCTEMA K

CHeNHHUTE/THATE ThKAH

Hewenaunrte peakiiiiu, nOSyHeHH B Pe3yITaT HA PA3NPOCTPAHABAHE HA €DEKTA HAE TOKCHHA KbM
OTRANECUSHH CIPAMO MHKEKTHPAHETO MECTA, Ca JOKNTaaBAHU B IOCTMAPKETHHIOBHTE YCIOBUA KAKTO 33
BB3PACTHY, TAKA 1 32 NEAUATPHUHM [IOMYJIaLHH.

CrobliaBale Ha MOAO3MPAHH HEXENAHH PeaKiiuy

CroburaBaHeTo Ha nOAOIHPAHH HexkenaHd Peaxuuu Cnel paspellasaHe 3a ynorpeba Ha NeKkapeTBeHMA
MPOAYKT e BaKHO. TOBA NO3BONABA Aa POALLKH HAGMIOASHHETO HA CHOTHOWEHHETD N0J13a/PHCK 32
JEKAPCTBEHHA TPOAYKT. OT MEAHUHHCKHTE CMEUHATHCTH C& N3HCKBA 13 ChoGWABAT BCAKA NOJO3HpaHa
HEMENAaHa peaKiHsi Hpes:

H3nbnunTenHa areHURA NO AeKapcTBaTa

ya. Haman I'pyep™ No 8

1303 Codus

Ten.: +35 928903417

yeGealit: www.bda.bg

4.9 [Ipexosnpane

[IpexoMepHn K034 MOTAT 1a NPHYMHAT OTAANCUEHA OT MACTOTO HE HHKEKTHPAHE H IFbJHA
HEBpOMyCkynHa napanu3a. [peno3upanero Moke Ja A0BeAe A0 NOBHUIEH PHCK QT NONAJAHE Ha
HEBPOTOKCUHE B KPBBHUA MOTOK H NMPHAHHM YCAOKHEHHS, CBBP3AHY ¢ e)eKTa Ha OTpaBsHe ¢ GOTYAuH
cnen nepopaida ynorpeba (nanpumep nrcdarng v AnchoHua). Moxe fa ce HATO®Y FOANOMaraHe Ha
AHIMRHETO B CYUANTE KOFATO NPEKOMEPHH 03U PUUHHAT MAPAH3a HA PECHHPATOPHUTE MYCKYIIH.,
Ipenoprusa ce 0OLIM NOAIBPIKALIN MEPOPUATHA.

B cryu4ai va fipefosnpane, naHeHTsT Tpabpa 1a Gpae Habnofasan NEPUONKYHO 3a BCAKAKBH MPH3IHALH
H/HH CHMITOMH Ha NPEKOMEPHA MYCKYNHA cnaGocT Wik MyckyaHa Mapanusa. Ipu neobxonumoct,
TpA0Ba 12 Ce 3an04YHe CUMNTOMATHYHO NEUSHHE.

CUMNTOMUTE #a NPEAO3HpaHe MOKe 1a HE Ce NOTBAT HenoCcpeCTBEHO CleA UKeKTupate. B cayuaii na
UHUMACHTHO HHKEKTHPAHE WM OTTbilane, NauHeHTbT Tpabea na Gbae qoa nekapcko Habmogenne B
PaMKHTE Ha HAKOJIKO CEIMULM 33 BCAKAKBY NPHUIHALK H/MIIH CHMIITOMH HAa NPEXOMEPHA MYCKYIHA
¢1ad0CT UK MYCKY NiHA napaimsa.

5. ®PAPMAKOJIOTHYHH CBOVICTBA
5.1 PapmarkoaMHAMEYHY cBOiicTBA

DapmakoTepaneTuyHa rpyna: Jpyrid MyCKy/IHH PENaKcanTh, nepudephu penakcanTy
ATC koa: MO3AXO0!




KomnaekenT ToxcHu-xemarnytuuns ot Clostridium botulinum tan A 6noxvpa nepudepuara
XOIMHEPrHYHA TPRHCMYUCHSA HA HEBPOMYCKYIHUTE CBBPABAHHS YPe3 NPECHHANTHUHO Bb3ACHCTBHE BHPXY
YHACTBUKTE NPOKCHMANHO Ha OTAENAHETO HA AUCTHAXOMHH, TOKCUHDBT AeHiCTBA BbPXY HEPBHUTE
OKOH4aHH# 33 NOTHCKAHE HA TE3H TPOABH, KOHTO Ce NPoBoKHUpaT oT Ca®*, koeTo & Haf-CUNHO H3paseHs
npy ocaodokaaBaneTo Ha meanatop. Toll He 3acATa NOCTrAHTIMOHAPHATA XONHHEPTHUNA TPaHCMHCHA
HAH NIOCTraHFHOHAPHATA CHMNIATUKOBA TPAHCMHCHS,

JeHcTBNeTo Ha TOKCUHA BKIIOUBA MbPBOHAYANHO Gbp30 # AKTHBHO CBBLPIBAHE C NPECUHANTHYHATA
HepeHa MemOpaua, Criel TOBa TOKCHHLT C8 pa3npOCTPAHSABA, NPECHYA NPECHHANTHYHATA MeMOPAHA, HO

HE OPeRH3BHKBA NOABA Ha Napanysa. Hakpas TOKCUHBT NOTUCKA OTACASHETO HA RUETHAXONHH 9pel
HapywabaHe Ha Ca’’- 3aBUCHMHTE MEXAHW3MH HA OTAENAHE HA ALETHAXONHH, NPH KOETO HAMANABA
NOTEHLIKANA HA KpafiHuTe HEPBHH OKOHYAHUA H NPSAH3BHKBA [1apaiu3a.
lMpu w3cnesBasus ¢ OMUTHH KUBOTHH BL3CTAHOBABAHETO HA NPOBEKIAHETO HA HMIYJICA HACTBIBA
NOCTENEHHO ¢ 00pa3yBaHETO Ha HOBM HEPBHH OKOHYAHUA H C OCBLIECTBABAHETO Ha KOHTAKT C
[IOCTCHHBANTHYHOTO MOTOPHO KPaliHo OkoHYaHHe (M104Ka), KoeTo NPoILIKaBa 6-8 ceaMHUM.

Criel HHTPaAeTPY30PHO HHKEKTHPAHE 33 IEUEHHE HA HEBPOISHHA CBPBXAKTHBHOCT HA AeTpY30pa
TOKCHHBT Bh3NEACTRA BLPXY eepeHTHHTE MBTHILA HA ASTPY30PHATE AKTHBHOCT upes HHXubupaHe Ha
0CBoDOK 4ABAHETO Ha AURTHIXC/IHMH. JCBEH TOBA TOKCHHBT MOXe Aa UHxubupa adepeHTamTe
HEBPOTPAHCMUTEDPH H CEH3OPHHUTE NbTUINA.

CumpmoMamuno aedenue na poxanna cnacmuuHocm P aIPACMHN RAWNEHMU

Topen kpaiinux

Edmixacrnoctta # 6esonacHocTTa Ha JIMCNOPT NPU NleYeHHe HA FOPeH KPaliHUK Ca OUSHEHH B

PalIOMHIUPAHO, MHOTQUSHTPOBO, ABOHHO-CIAMNO, nnaueﬁo—mmponupano H3NHTBaHe, KOETO €

prmousano 238 nauuenty (159 sa Jucnopt 1 79 Ha naauebo) cbe cracTHYHOCT HA TOPEH Kpalinuk, npd

KOMTO C3 MHHANH MOKE 6 MECeLa OT MOTHYSH MHCYNT WM MO3bLUHA TPaBMa,
OCHOBHHAT ROKazarten 3a epEKTHBHOCT € MYCKY/IHUAT TOHYC HA OCHOBHATA LEICBA MYCKY/IHA Ipyna

(OUMTI) npe3 ceamnua 4, usmepen upes Modified Ashworth Scale (MAS), kato nLpBRAT BTOPHYEH
kpHTepuil & obwara onenxa na nekaps {Physician Global Assessment (PGA})) sa otrosopa cnpsmo
Ae4eHUETO. InasuyTe Pe3yNTaTH, MOCTUIHATH [IPe3 CeAMuU@ 4 H ceamuia 12, ca noKa3anyi no-uaomny:

Cenmuna 4 Cenmuua 12
MnaueGo | Aucnopr | Qucnopr | Hnauebo | Hucnopr | Oucnopr
(N=79) (500 (1000 (N=79) (500 (1000
EAMHBUY | eAUHULH CAMHKWLH) | CAHHHUM
) ) (N=80) )
(N=80) | (N=79) (N=T79)
LS cpenna npoMana ot
it - o ¥ . %ok
W3IXQOHATA CTORHOCT B 0.3 1% 4 9,1 0,7 0:_8
MYCKYAHHA TOHYC H& n=75 n=76 n=76
OLIMI upes MAS
LS cpenna PGA ua *
OTroBopa CrpaMo 0,7 1,4% 1,8%%* 04 0,5 Lo
ReUSHHETO n=75 n=76 =76
LS cpeana npoMsta oT
YKy y n=54 | 0=57 | n=58 | n=52
uiekcopUTE HA KNTKATA
ypes MAS




LS cpenna npomsna ot
M3XOAHAaTa CTORHOCT B
MYCKY/IHHSA TOHYC Ha
hnexkcopuTe Ha NPLCTUTE
ypes MAS

LS cpenna npomsna ot
H3XOQHATA CTOHHOCT B
MYCKYJIHUR TORYC Ha
dnexcopure Ha NaKLTA
upes MAS

Cpenda npoMsaHa ot
H3XOAHATA CTOHHOCT Ha
MYCKYAHUS TOHYC Ha
EKCTSH30PUTE HA PAMOTO
upe3 MAS (1)

-0,3 ~(}, 0%
n=70

-1,2%* -0,1
n=66 n=73 n=67

-0,4* -0,6*
n=62 =70

-0,3 -1,0% -1, 2% -0.3 -0,7* -0,8*
n=56 n=61 n=48 n=53 n=53 n=46

—

-0,4 -0,6 -0,7 0,0 -0,9 0.0
n=12 =7 n=6 n=12 n=7 n=

*p<0,05; *¥* p<0,0001;

LS = nafi-manknte ksagparu (Least Square)

(1) He ca npaseny cTaTHCTHYECKH H3CNSABAHUA MOPAAH HHCKATA YECTOTA HA MPYIHTE C IEKAPCTEBEN NPOIYKT
w nnauebo

H3BbpiieHO € olleHABaHE CHOPEA CKanara Ha OLeHKa Ha HecniocoOrocTTa (Disability Assessment Scale
[DASY]), 3a aa ce npoyuu edexra Ha NEUEHUETO BEPXY HYHKUMOHANHH HapylieHus. Pesyntute Ha
pecnonzepute Mo DAS 3a ocHoRuata Lien Ha neyeHuero (ITT Population) ca noxazau# no-aony:

[pyna Cenmuua 4 Cenmuua 12
% pecnoHnepu YopecrioHAepH
Hucniopr SO0U 50,0 41,3
=80 n=76
p=0,13 p=0,11
Hucnopt 1000U 62,0 55,7
n=78 n=76
p=0,0018 p = 0,0004
[Tnauedo 39,2 32,9
n=79 n=75

*Q6nactH, sriaodens 8 DAS, ca XUriena, no3niuus ua
kpalinuica, 0GAnyaHe ¥ BoNKa.

Kaxro 500 U, Taka u 1000 U umar kato pesyaTtar cTaTUCTHYECKH 0A0OpERNA npes ceMHILA 4 Ha brbaa
Ha CNACTHYHOCT M CTEMEHTA HA CNACTHYHOCT, CMOPEa OlieHABaKeE Mo ckanara Tardieu, BbB RCUYKH
MYCKYNHR rpynyl (nekcopy Ha NPbLCTHTE, KHTKATa HIH NakbTa) B cpaBHeHue ¢ nnauebo. Hamanssaneto
Ha CTETMEHTA Ha CTIACTUYHOCT € 3HAWHTEMHA H NPe3 ceaMKUa 12 3a BCHUKM MYCKYITHU FPYITH NpH 4034
1000U B cpasHenne ¢ naauefo,

JIaHHWTE NoKa3BaT CTATUCTHYHECKA 3HAUHMOCT Ha noﬂoﬁpeuuma Ha aKTHBHHS 00XBaT HA ABHK!




rpynata ¢ mwrauebo anncsa nonobpenne. Jucnopt 500U nokassa nogoGHH 6raronpHaTHY edexTi Bhpxy
AKTUBHKA 0OXBAT Ha ABHMEHHE HA MYCKYJTHTE HaA NPLCTUTE.

YCTaHOBEHa € NO~BHCOKA CTATHCTHHECKA AOCTOREPHOCT Ha N0J00peHHsTa NPH NOCTABAHE HA (IMHA Ha
u3caeBaHuTe cyOekTy, B rpynkte tpetapadn ¢ JQucpopt 1000 U u 500 U npe3 4 w 12 ceamuua, B
CPaBHEHHUE C TpymaTa, B KOATO € W3Nnoa3Bano nnagedo.

Honen xpaiirux

Edukacroctra y GesonacHocTta Ha Jsenopr 3a neyente Ha CNACTHYHOCTTA HA AOMHUTE KpallHMUM ca
OUEHEHW B LUEHTPARHO, PAHAOMHIHPAHO, MHOTOLIEHTPORO, ABOHHO-CNATO, NaUEH0-KONTPOIHPAHO
npoyupane, BKIKOYBALIO 385 nauueHTH ciell MHCYAT i MO3BYHO yBpexsane (255 na DYSPORT u 130
NeKyBaHH ¢ fanebo MauHeHTH) CbC CNACTHUHOCT HA AONHUTE Kpafinuuy. OcHoBHaTa kpaiina Touka Gewe
oueHKara cniopea Moandnuupanara ckafa Ha Awyspt (Modified Ashworth Scale (MAS)), ouexeua 8
rreseHHaTa CTapa.

Obwnat obem ot 7,5 ml ot Qucnopt 1000 U (N = 127), Ducnopt 1500 U (N = 128) unu nnauebo (N =
128) Gewue pasaesed Mexay MYCKYTHTE FaCTPOKMERYMA i CONEYC U HAM-MANKO OLiE eAMH MYCKYA Ha
JOTTHHTE KpaiiHuLK Cropes KIHHHYHOTO NPEACTABANE,

Ilpu ouenxara cnopen MAS B mesena ¢ passidpesHe kbM KONTHOTO { BKIIOMBALIA BCHUKH NUTAHTAPHH
fnexcopy) ce Habnronaea CTaTHCTHYECKY 3HAYHMO noaobpenue 3a 1500 U, [Mpu ouenkara cnopes MAS
B ITIE3EHA ChC CIBHATO KOIAHO (BRTFOYRAl@ BCHUKH IIaHTAPHU (IeKCOpH C W3KITIOHEHHE Ha
FaCTPOKHEMNYC) CTATUCTHYECKH 3HAYHMO NtoRo0penne ce HabnonaBa xaxTo 3a 1000 U, taka u 3a 1500 U.

[ToroOpeHrATa B CNACTUYHOCTTA Ha TNEe3eHHATA CTABA Chill0 G2Xa AeMOHCTPUPAHY ¢ H3NOA3BAUE HA
Cxanara #a Tapavo (Tardieu Scale (TS)) cbe CTATHCTHYECKR SHAYHME MOAOOPEHUS B CTENEHTA HA TEXKECT
Ha CNacTHYHOCTTA, HAabMonaBaHa KakTo npu 1034 ot 1000 U, Taka » npn 1500 U, Jleuenuero ¢ Qucnopr e
CBBPIAHO CHIO CBC CTATUCTHUECKH 3HAYUMO KJIHHMHMHO NoA00peHNe ¥ NPY IBETE 103K, U3MEPEHO Ype3
ougHkara cnopea Obiuara ouedka Ha tetaps (Physician Global Assessment (PGA)).

Cnen 3asbpuiBaHe Ha T082 BPOyuBaHe 345 NAUHEHTH BAA30XA B OTKPHTO NPOZB/KEHHE HA APOYUBAHETO,
P KOETO NOBTOPHOTO feveHHe ¢ Jucnopt 1000 U unu 1500 U Getue onpeneneso oT KNHHRUHHTE
Hy#aY. YHACTHHUM ChC CBIIBTCTBANA CNACTHHHOCT HA FOPHUTE KPAllHULM Ca HMANH BRIMOXHOCT A2
6baar umkextHpany ¢ Jucnopr 500 U B saceruarna ropel xpaitusx, s 20nbasesye kum 1000 U B qoneH
Kpaitiug, ¢ MakcHManHa oba no3a 1500 U. TNoaobpeuuara Ha napameTpuTe Ha edukacHoctTa (MAS,
PGA u TS}, nalmonasanu cnes 4 ceAMHLUH HA XBOIHO~-CANO Nevenne ¢ [IMCNOPT B AONEH KpalfuK,
NPONBIKABAT Ja c& nofobpasar rpu nosTopHO nevense. He ce nabnionara nogoGpsasane na ckopoctTa
HQ XOJeHe CTell eANOKPATHO NEYEHHe B ABOHHO-CIIANIOTO NPoyYBaye, HO ce HabMogaBa ¢ied NOBTOPHO
TeyeHse.

Hunamuuna deghopuayun ny Xo0u10Mmo mun exkeunyc, ObaNCauLA ce HA CRACIHYHOCM NPU NAUeRMU
C OemcKa uepebpaina napaiusda Ha 8v3Pacht 08¢ Uy Nosede 2001HN

[IpoBenero e pABoitHO-CANG, M1alebO-KOHTPONNPAHO MHOTOLEHTPOBO HanmkTeaHe {H3nuTeane Y-55-
52120-141) npu aeua ¢ AnHaMUYHA nedopMALUS HA XONNIIOTO TUIT BKBYC, ABAKAILA C& HA CNACTHYHOCT
npx nauueHTy ¢ uepebpaita napasnsa. OBo 235 NekyBanu WK HENEKYBAHH CAPAMO DOTYINMHOR
TOKCHH DalHeHTH ¢ moauduuapas pesyntar no Ashworth (Modified Ashworth Score -~ MAS) or crenen
2 KaH no-sHCOK ca Ounn onpeaeneny ga noayuasar Jucnopt 10 equnuun/kg/xpak, ducnopr 15
enuHuun/kg/xpak win nnauebo. 41% OT NAUMSHTHTE Ca IEKYBAHH ABYCTPAHHO, KATO B PE3YNTAT ¢4
noayuasany noza Jucnopt 20 exnnvuu/kg unu 30 eqununy/kg. OCROBHUAT NOKAATEN 38




Assessment — PGA) v cpeHHAT pelyaTar no ckanara 3a nocturade Ha wenta (Goal Attainment Scaling —
GAS) npe3 Ceamnua 4. lMauuenTtute ca npocneassatn npes noke 12 cenMulu cres Ae4eHHETo 32
Makcumanno 28 cenmuun. Chen MPUKSTICYBaHE Ha NPOYYBAHETD HA NALMEHTUTE € MPSAROKEHO 14 Ce
BKJIOHAT B OTBOPEHO YABKEHO npoyueade (npoyuyeane Y-55-52120-147).

Hpomsana na MAS cupamoe uixognoro rieo npes Cenmuna 4 v Cenmuua 12, PGA u GAS npe3
Ceamnanua 4 p Cenmuna 12 (ITT nonyaadus)

ACIOPT

Mapametsp [Tnauebo 10 Urkg/xpak 15 Ulkg/xpax

(N=T7T) {(N=79) (N=T7%)
LS cpenua nposmana va MAS or
H3XOIHATA CTOHHOCT B RAGHTApHHTE
thaekcopy Ha rme3eHa
Cenmuua 4 -0.5 -0.9 ¥* -1.Q #¥
Ceamuua 12 -0.5 -0.8 % -1.Q **¥
LS cpeneH pesyntar PGA Ha otrosopa
CpaMo feyeHnero [b)
Ceamuna 4 0.7 1.5 w4k 1.5 ¥%¥
Ceamuua 12 04 a8 * 1.0 **
L8 cpenen pesynrar GAS [a]
Ceamuga 4 46.2 51.5 #4 50,9 *#*
Cenmuua 12 45.9 52.5 %% 50.5 %
* p< 0,05; ¥*p< 0,003; *** p=< 0,G6606 8 cpasienie ¢ nnauebo; LS= najfi-mankute ksaaparu (least square)
[a] pesynaTeT GAS U3Mepea Nporpeca cRpaMo LEmHTE, KORTO ca U3BpaHu Ha N3XOAHOTO HHBO OT CRLHCHK OT
Apauanecet kareropuu. Hetre uaji-decto HaGupanu ueny ca nonobpasane Ha xoaedeto {70,2%), nonobpen
Gananc (32,3%), Hamanesa dectora Ha nanaxe (31,3%), yamaneHa 4ecToTa Ha npenwaane (19,6%) u
nonoSpena naaprknusoct {1 7,0%).

Habnionasa ce nogofperue va cnacTHUHOCTTa Ha IIAHTAPHHTE QUIEKCOPH Ha Me3eHa, OLEEHEHO M0
ckanara Ha Tardieu. Crenenra Ha cnacThunoeT (Y) € CTAaTUCTHYECKHU 3HAUHMO NOROBPEHA, B CPABHEHYE C
nnauedo, KaxTo B rpynara ¢ Aevenne ¢ Jucnopr 10 ennanun/kg/xpak, Taka M B Tasd ¢ 15
eaunnun/kg/xpak, npes Cenmuia 4 1 Ceamiua 12, 2 bruapT Ha peakuns (Xv3) e 3HauuTeneH npy
rpynara ¢ Jincnopt 10 eannkun/kg/kpak npes Ceamuua 12 u npu rpynara ¢ Jucnopr 135
emaaun/kg/kpak kaxro npes Ceamuna 4, taxa v apes Ceamuua 12,

M agete rpyny. nexysanu ¢ Juenopt 10 eannnun/kg/vpax v 15 eaunnunw/kg/kpag, aeMoHcTpupar
IHAUUTEAHO HOZOOPEHNE CNPAMO H3XOAHOTO HHBO B OGLUMA PE3YNTAT 110 CKanata 3a Kabaonasaxa
noxoaxa (Observational Gait Scale ~ OGS) 1ipe3 Cenmuua 4 B cpassenye ¢ nnauedo u crars

no OGS npes Ceamuua 4 n Ceamuua 2.



PosuTeRuTe ca NONBAHANN cneunduyuHHs 3a cveToaHueTo Moayn 3a LT 3a neanarpuuno KauecTBo Ha
#usoT, UMa craTicTiyecky 3naukmMo nogoSperine CcnpaMo W3X0AHOTO HHBO Ha yMopa npes Ceamuua 12
npn rpynuTe, nexysanu ¢ Jucnopt 10 exunnwn/kg/xpax 1 15 enusvun/kg/kpax, B cpaBHedie ¢ miatiedo.
fIpn apyruTe mog-ckaiu He ca HabOAABaHN CTATHCTHYECKU 3HAYMMH 0A00peHHS.

Crien npuKNOMBaHe HA TOBA W3C/AEABaHe, 216 NaUHEHTH €A e BKIIOMMIY B OTBOPEHO YIBIKEHO
npoyusane (Y-55-52120-147)}, B xoeTo ca Mokeny Ja NONY4AT NOBTOPHO NEYEHUE CIOpea KNTHHHYHATA
Hyswaa. Kakro aucranuute (npacel, Coneyc ¥ 3a1eH NUIAN), TAKa ¥ NPOKCHMANHITE (npacuuTe n
fenpenynTe anyKTOpH) MYCKYIU € MOXEN0 Aa GbIar HEKEKTHPARN, BRAKOYHTEIHO ¥ HHXEKUMH Ha HAKOIKO
Hvsa. EpuxacHocTTa e Habniofarana npy MOBTOPHHTE TEPANEBTHYHH CECHU B MPOLbIKEHNE Ha 10 1
rognHa, nipu ouenneade no MAS, PGA n GAS.

DOKAING CRACTRUMHOCIN, 3ACRZARLA 2OPHY KPRIHIYN NPH RAYUEHU C demCcKa Kepedpana napaiuia,
HA 8BIPACH! Q€ HAU ROBENE 200NN

Edmxacnocrra 1 6ezonacroctta Ha JIHCNOPT 34 jledeHne HA CIACTHYHOCT HA FOPHM KPalHULM NpY AcLa
€3 OUEHEHH B PaHJ0MH3HPAHO, MHOTOUEHTPORO, ABOHHO3ACICNEHO, KOHTPONWPAHO NPOYUBAHE, MPH
xoeTo ce cpasuaBaT 4034 8 U/kg n 16 U/kg B 130panig 3a Npoy4BaHeTO ropeH KpaiuuK clpaMo
KOHTpONHa rpyna, npuemama vucka nosa 2 Uskg, B npoyusanero ca panaoMu3dpany 06umo 212
NALHeHTH CBC WK 063 NPeIUIIHO AeyeHUe ¢ GOTYIMHOBH TOKCHHH, KOWTO HMAT CIHACTHYHOCT HA TOPHUTE
kpaliHHLM nopaau uepedpanua napaiusa (OueHKa no moaudnuMpanara ckana Ha Ay spT (Modified
Ashworth Scale - MAS) > 2 B ocHoBHaTa uenieBa MycKy iHa rpyna (primary targeted muscle group —~
PTM@G).

Chen mbpBoHa4aTHOTO JNEUEHHE € UMAND BL3MOXKHOCT 22 ce NPHAArar Ao 3 JONBIHUTEeNHY IgUeHHs C
Aucnopr 8 nnadupanu go3u 8 Ukg unu 16 Ulkg, sunpeky ue M3cnenoBaTeNnsaT € MOKeN 1a petl 1a
YBENUYH Wiy Hamanu go3ara (6e3 na npepumasa 16 U/kg).

Ob61uara ao3a JI4CnopT e MHKEKTUPAHA HHTPAMYCKYTHO R 33CEIHATHTE MYCKY /M Ha NOPHHS KPaiiHUK,
koeto Biwiiovra PTMG ot drexcopute Ha JAKBLTA WM HA KHTKATA, KAKTO H APYIH MYCKYJlH Ha FOPHUS
KpaHHHK ciopes nposAsata Ha 3abonasanero. He ce e jonyckano npuarade ya noseue ot 0,5 ml 8

MACTOTO HA HHKeKTHRade. [lonyckaio ce e 06aue noBeye oT eJHO MACTO Ha HHKCKTHPAHE 33 MYCKYJI.

ITepBryRKAT NoKazaTen 38 ePUKACHOCT € CPEAHAT] NIPOMAHAE OT H3XOAHOTO HHBO Ha MAS 8 PTMG B
ceamuua 6. Bropuunu nokasaren 3a edkacHoCT ca cpeHara riobanHa oleHka Ha fekaps (Physicians
Giobal Assessment — PGA) 1 cpesHara olienka fio CKanata 3a nocturane Ha uenra {Goal Attainment
Scale — GAS) B ceamuua 6.

Ipomsina na MAS cnpamo H3IX0IHOTO HHBO B ceamuna 6 M ceamuna 16 Apu OCHOBHATA WE/IEB3
MYCKyJaHa rpyna (primary targeted muscle group —- PTMG), PGA n GAS B ceamuua 6 u ceamuna 16
-~ T¢PANEBTHYCH RUKHA | (papsoMHE3HPAHA NOMY/IAINA)

Hucnopt 2 Urkg Aucnopt 8 Ukg Jucnopr 16 Urkg
{N=71) (N=70) (N=T71}
Ouenka PTMG MAS
Ceamuua 6
Cpenna npomsna Ha LS (95% Cl -1,4 (-7, -1,2) -1,9(-2.1,-1,6) -2,2(-24,-2,0}
Paznsika capamo 2 Ulkg (95% CI) -0.4 (-0.8, -0,1) -0.8 (-1,1, -0,5)
p-cTOHHOCT 0,0093 < 0,0001
Ceamunua 16
Cpenna npomsna #a LS (95% CI) -09(-1,2,-0,7) ~13-1,5,-1.,0)
Paznuka cnpamo 2 Ulkg (95% C1) -0,3 (0,7, 0,0)
_p-cTOHHOCT 0.6573




C orroeop no MAS, cenmuna 6
nonodpenue > | crenek
Bpoti yuacTHawu (%) 36 (78.9) 61 (87.1) 66 (93,0)
Ortrowedne Ha WAHCOBETE CNPAMO 2
Ulkg (95% CI) 1,7(0.,7,4,2) 4,6(1,4,154)
p-cToifHocT 0,2801 0.0132
nonodpenue > 2 crene, n (%)
Bpoit yuactauus (%) 32 (45,1) 47{67.1) 55(77.5)
OTHOIERNE HA IWARCOBETE CTIpAMO 2
Ulkg (95% CI) 2,4(12,48) 43(2,0,90
p-crofiHocT 03,0129 0,0001
nonodpenne = 3 crened, n (%)
Bpoidt ydactrrui (%) 14 (19.7) 25(35,7) 35(49.3)
OTHoweHYe HA LIAHCOBETE CIPAMO 2
Urkg (95% CI) 231,150 42(1,9,9.0
_p-CTOHHOCT 0,0326 0,0003
Ouenka PGA
Ceamuua 6
Cpeanu LS (95% CI) 1.6¢1.4, 1.9 2,0(1,7.2,2) 2,0(1,7,2,2)
Pa3nuka cnpamo 2 Urkg (95% Cl} 0,3(0,0,0,7) 04,3(0,0,0,7)
p-cToliHocT 0,0445 0,0447
Ceamuiga 16
Cpeaun LS (95% CI) 1,6(1,3,1,8) 1,5(1.3,1,8) 1,7(1,5,2.0)
Paznuka cnpsamo 2 Uskg (95% CI) -0,1 (-0,4, 9,3) 0,2(-6,2, 0,5)
p-cTolioct 0,7797 0,3880
O6uwia ouenka GAS [a]
Ceamuua §
Cpennn LS (95% Ch 51,2 (48,8, 533,6) 51,4 (48,9, 53,8) 52,3(49,8, 54,7}
Paznuxa cnpsamo 2 Urkg (95% CI) 0,2(-3,2,335) 1.1 (2,2, 4.4
p-CTOHHOCT 0,9255 0,515
Ceamuua 16
Cpeann LS (95% CI) 53,3 (50,6, 56,1} 52,8 (30,1, 55,6) 54,6 (51,8, 57.4)
Pasnuxa cnpamo 2 Ulkg (95% CI) -0,5(-4,3,3,3) 1,3 (-2,5,5.0}
_p-croiiHooT 0,7862 0,5039
LS — naii-Mank keaapati
PTIMG —~ ocHoBra Lenera MycKy.AHa rpyna ((PAEKCOPH HA TAKBTA WIlH KHTKATA)
[a] YerupuTe nai-uecTo 3GHPAHY NLPBHYHH LEMK C& ZOCTHIAHE, XBAILAKE W MYCKAHE, IBNO3RAHE HA KpaRuika
3a foAnoMaraHe Ha cTalHAHOCTTA M MO-TOAAMO YUACTHE Ha 3aCErHATATA PHKA B eXKeIHEBHATE AeHHOCTH,

Hadmopaga ce nogobpenne B cnactuunoctra B PTMG Ha QReKcOpHTE Ha AaKLTA # KHTKATA, OLUECHEHO 1O
crkanara Ha Tardieu, ITpu Qrexcopnte Ha NAKBTA 3HAUNTENHO C& MOAOOPABA BIBABT Ha XBamake (Xv3)3a
Jncnopr 8 U/kg u 16 U/kg B ceamnua 6 v ceamuuia 16 s cpasrense ¢ ductopr 2 U/kg, Ctenenra Ha
cnactukroct (Y) e cratHcTyecky 3HaqdiMa 3a J{rcnopt 16 U/kg B ceamuia 6 u ceamuna 16, Ho He 1 3a
Aucaopr 8U/kg. Mpn drexcopute Ha kutkara 3a [{ucnopr 16 U/kg suauntenno ce nogodpasart brbibT
Ha xsaane (Xv3) u cTenenTa Ha cnacTuuiocT (Y) B ceaMuuia 6, Ho He u B ceamuna 16. fucnopr 8Urkg
HE MOKA3BA CTATHCTHHECKH 3HAYUM edekT B cpaBHeHue ¢ Qucnopr 2 Ulkg.

PesyataTuTe 3a NbpBHUHKA U BTOPUYHKTE NMOKA3ATENH 38 €HKACHOCT JONMBJIHHUTENIHO €8 NOAKPENST OT
OACKHTENHH PEIYATATH NO BEANATPHHHATA CKasla 3a Ka4ecTBo Ha skuBoT (Paediatric Quality of Life
Inventory) B Mmonyna 3a nepeGpanta napanu3a.

B npeua TepaneBTHYEH LIMKbIL OBEYETO YYACTHHLM, NEKyBany ¢ JJUcnopT, npeMuHasar n
neuenne po ceamna 28 (62,3% s rpynara Ha fucnopt 8 U/kg » 61,4% B rpynara ua Juc



BLITPEKH He 70 ceamuila 34 He Ce Hajsara nedenue npu Hag 24% OT yHacTHUUHTE H B ABETE TePANEBTHUHH
rpYTH.

¥punapna UHKORMUHERUUR, ODIANCAUL CE HA HEBPOZEHRA COPBXUKIMUBHOCH Na dempyIopy.!

[Tpoeeneny ca ne panaoMuInpan, ABORHO-CIENH, T1anefo-KOHTPOARPAHH, MHOTOLEHTPOBH OCHOBHH
K/HHHUHK NPOYUBAHMA NPH TIALKEHTH C YPHHAPHA HHKOHTHHEHLNS, NBAKAULA C8 HA HEBPOrEHHa
CBPBXAKTHBHOCT Ha AeTpy30pa. BcHUKH MALKMEHTH Beve €a HINOA3BANN KATETEPU3ALNA 34 PEAOBHO
W3MPA3RAHE Ha THKOYHMS CH MeXyp 1 ca GHITH HealeKBaTHO NEKYBaHH ¢ NEPOPAIHH TEPANKH;
NaHeHTHTE ca OHan NexyBany/HeneKyBaHu ¢ GOTYIMHOB TOKCHH KaTo NPEAXOAHO MHTPALETPYI0PHO
nevenue. B paMkaTe Ha Apete npoyusanng obino 485 nauueHTH ¢ yBpexaane Ha rpbOHaUYHHA MO3LK
(N=341) unu ¢ MEO)ecTBeRa ckaeposa (N=144) ca panaomusupan 3a noay4asane #a Juenopt 600 U
(N=162), Jucnopt 800 U (N=161) nan nnauebo (N=162). JleveHreTo e npunoKeHo LHCTOCKONCKM, NoA
(hopmaTta Ha 30 paBHOMEPHO pasnpedeneHH HHTPAAETPY30PHH HHKEKLMH, KATO Ce H3GArBa TPUIOHLT,

[TpodunaxryunnTe aHTUOMOTHLHM Ce IPHAAraT OT NoHe 3 AHM Npean NpuiaraHeTo Ha Jucnopt |
MPOALKABAT 1A CE NPHEMAT NOHE 3 AHKM cried npHrarateto Ha Jucnopr. Chen mbpBOHAYEIHHA KYPC Ha
JIeHeHME NaHeHTHTS MOTaT 1a NoNyYaT ACNeARHTETHH KypcoBe Ha sevenne ¢ Mucnopt 600 U nan
Hucropt 800 U npu H3nbIHEeHHE HA KPUTEPHHTE 33 NOBTOPEH KYpPC HA NEUEHHE.

[Topsuunara kpaltna ToUKa 32 ehHKACHOCT e NPOMAHATA OT U3XOIHOTO HABO A0 ceAMHLA 6 B Opos Ha
CEAMHYHUTE €NK30AM HA YPHHAPHA MHKOHTHHEHUMS. BTOpHYHHTE KpaliHi TOUKH BKJBOYBAT Neia ua
nauvenTute 6e3 enu30aH Ha y PHHAPHA MBKOHTHHEHLUA 0 ceaMuua 6 (100% uamasienye), npoMaHaTa ot
H3XOTHOTO HUBO [0 CeAMHUE 6 B 00eMa Ha eJHO U3NPA3BaHE, PedHLa YPOSHHAMHUHY NAPaMeTPH
(TbAHEINA UNCTOMETPHA ), BRIIPOCHHK 38 KAYECTBOTO HA XUBOT Npu urkoHTHHerUAA (I-QOL; Bxmoupa
OrPAHMYUTENHO NIOATRALILO MOBEASHHE, RCHXOCONHATHO Bp3AeliCTBYE H COLHANHO CMYICHHE) U
reHepasiHo BISUATIICHNE 34 OTIOBOPA HA CHEHHETO.

Pesynrarute ot o6obuieHnTe OCHOBHE MPOY4BAHHA CA NPEACTABEHM B Tabnuliata no-10ay:

IIepBHaHH # BTOpHYNH KPaiiHY¥ TOUKA B 000010eHH 0CAOBRA NPOY¥BaANA (PAUIOMUIMpAHA
NOnYJIaHe)

[Tnauebo Hucriopr 600 U Hucnopt 300 U
(N=162) {N=162} {(N=161)
CenvMuun enu3ona Ha
YpHHAPDHS HHRORTHHEHIINA
Ceamnna 2
Cpeana npomsua na LS (SE) -11,3(14) -19.9(1,4) -21,9(1.4)
o,
CI)Pasnuxa cnpaMo naainebo (95% 8,6 (-12,2, 4,9) 10,6 (-14.3, -7,0)
p-cTolthocT <0,0001 <0,0001
Cegmuna 6
Cpeana npomsua ka LS (SE) -12,7 (1, 4) -22,7(1,3) -23,6(1,3)
+ 0,
CI)Pasnuxa crpamo naauebo (95% -10,0 (-13.5, -6.,5) 10,9 (-14.4, -7.4)
pP-CTOHHOCT <0,0001 <0,0001
Ceavuna 12
Cpegna npomssa na LS (SE) -2,2(1,5) -20,4 (1,5) -22.8 (1,5)
8,
e Pazanka cnpamo nnanedo (95% 13 (152, 7.3) 43,6 (-17,6,-9.7)
_p-cTOiHOCT | <0,0001




Be3 enH304H Ha YPHHADHA
HHKOATHHEHNHA, ceMuua 6fa)

Jan na nuuara 2,9% 36,1% 28,8%
OTHOWEHNE HA LIAHCORETE

cnpamo mraue6o (95% C1) 18,9(6,9, 31.9) 15,536, 42.9)
P-CTOHHOCT <{,0001 <(,0001

MaxcHmasied LHCTOMETPHYEH

kanauurer (mi), ceamuua 6 [b]
Cpensia npomana Ha LS (SE) -4,0(13,9) 164,6 (13,6) 1758 (13,1

Q,

CI)P a3NMKa CAPAMO Nauebo (95% 168,5 (132,4,204,7) | 179,8 (143,5, 216,1)
D-CTOHHOCT <0,0001 <0,0001

be3 HeBOVIME KORTPAKIMK HA

aeTpysopa, ceamnuna 6 {b]
Jan ua nuuara 6.6% 44,0% 55,0%
OTHOUICHAE HA LHAHCOBETE

cnpamo naue6o (95% Cl) 11,9 (5,3, 26,6) 18,6 (8,3, 41,7
p-cTolHOCT <0,0001 <0,0001

OGem NpH NBPBATA HEBOIHA

KOHTDPAKOHA HA geTpy3opa (ml),

ceamuna 6 [hj
Cpenna npomsna Ha LS (SE) 12,3 (14,7) 166,4 (14,4) 161,2 (14,6)
Pazauxa cnpamo mnaveGo

(95% CI) 154,1 (116,0, 192,1} | 178,9 (140,4, 217.5)
pP-CTORHOCT <0,0001 <(3,0001

MagkcHMAARO HAJSTARE HA

AETPY30pa 0 BpeMe Ha

¢wxpadenne (cmH;0), ceamuna 6

{bj
Cpensa npoMaua da LS (SE) -4,9(2.3) -33,1(2,2) -35,4(2,2)
Paznnka cupamo rnatie6o

(95% CI) -28,2 (-34.,0, -22,3) -30,4 (-36,3, -24,5)
p-croiiHoct =(3,0001 <0,0001

Obw pesyarar 3a I~QOL {c],

ceamnua 6
Cpenna npomaHa Ha LS (SE) 7.1 {(1,8) 22,1{(1,8) 222(1,D

Paznuka cnpamo nnauebo
(95% CI)
p-cTOlHOCT

15,0 (10,4, 19,6)
<0,0001

15,1 (10,5, 19,7)
<0,0001

[-QOL = ka4uecTBo Ha #HBOT NPH HHKOHTHHEHUWS; LS = uait-mannk kBaapaT; SE = cTansapraa

rpewka

[a] TlesbT Ha nAUKEHTHTE, NOCTHTHANHM NokHe 75% HaManeHue npes CeAMHLA & CIPAMO HIXOAHOTO
HHMBO HA eMU30JIMTE Ha WHKOHTHHEHLHA, & 62,5% u 57 6% crworteeTho 8 rpynute ¢ Hucnopr 600 U »
800 U s cpasnenne ¢ 15,0% s rpynata ¢ nnanebo. CroTBETHNTE AANOBE, MocTuraitu noue 50%
HaManeHue, ca 73.6% u 67,6% capsamo 34,3%.
[b] B»3 ocHoBa Ha nonynauMaTa ¢ yposdHaMussy uicneasannd (N=447). Toil karo crieuudimynm 3a
pOYHBAHETO YPOOHHAMHYHA H3CIEABAHMA HE Ca H3BLPLLIEHN MPY BCHUKH NalMenTH: N=148
{nnauebo), N=153 (Tucnopt 600 U), N=146 (Qucnopt 800 U)

[c] Obutata ckana 3a ouenka na [-QOL sapupa o1 O (Makcumanen npobaem) ac 100 (uam
mpobaenm). Cbobiienata MHHIMANHO BAXHA PANiiMKa 3a obuwara ouenka Ha 1-QOL npu ngtiyge
C HEBPOTEHHA CBPBXAKTHBHOCT HA NeTpy3opa e 11 toukH. 3uaunrenny nopobpenns B / pene




nnauebo ce Habmonasat U 3a BCAKA OTAENHA OUSHKA HA JoMeiina {OorpaHMYuTEnHo WIBArBauo
noBeneHNe, NCUXOCOUHANHO BB3NCHCTBHE H COLHATHO CMYLEHKE)

3nauntensu nonodpenus CHpAMO Nauedo B npoOMAHATA CIPAMO W3XOOHOTO HHBO Ce Habmoaasat H B
ApeTe rpyny ¢ JIncnopt no oTHOLICHHE Ha 06eMa HA H3NPa3BaHe ¥ YPOLNHAMHUHHA NAPAMETH Ha
KOMIIAHbHC Ha AeTPy30pa. B A0MbAHEHHE KbM CIEUHDHYHOTO 33 MHKOHTHHEHLUMATA KAHECTBO Ha
MHBOT, CBBP3AHO CbC 3/1PABETO, HiMepeHo upe3 [-QOL, obuoTo BneyaTIeHHe Ha MALMEHTA OT OTIOBOPA
Ha IEYEHHETO, U3MEPEHO YPe3 7-TOYKoBA CKala 3a oleHKa (0T ,,MHOrO no-Aobpe™ 10 . MHOro no-316"),
noxa3sa 3HAUNTENHO 110-100%p 0TroBOp cnea seuenne ¢ JUCTOPT B CpaBHenne ¢ maauebo.

3a BCUYKM KPARHU TOYKH Ha ePHKACHOCT NAUMEHTHTE Ca MMANH NOCTORHEH OTrOBOP PH NOBTOPHO
Aeyenue ¢ Jucnopr; uma 426, 217 v 76 mua, KouTo ca nonyuunu noue 1, 2 u 3 nevennn ¢ Jucnopr.
CpenHoTo HAMATEHHE Ha CEAMHUYHNTE ENH30]M HA YPUHAPHA HHKOHTUHEHLIUA Ha CEaMMUA 6 IpH BCHYKHM
Kypcose ¢ Jucnopr € -21,2 1o -22,3 3a Jlucnopr 600 U u -21,3 10 -23,7 3a Jucnopt 800 U.

Meauanarta Ha BpEMETO 33 MOBTOPHO JleveHue € 0T 39 fo 47 ceaMuuin Crel nposexiaHe Ha
BPBOHAHANROTO Kevedue ¢ [Iucnopt, pehipext Ye mopeye ot 40% OT MMUaTa He ca NONY YUK MOBTOPHO
nedeHue 10 48-1a ceamuua.

5.2 PapMaKoKHHETHYAR cBOIfcTBA

[posesxaateTo Ha PapMAKOKHHETHYHY W3THTBAHWA ¢ OOTYHHHOB TOKCHH NPH XUBOTHHU CH313aBa
npobaemMu Nopansk BUCOKATA aKTHBHOCT, MANKHTE TEPANEBTHUHN A03H H BUCOKOTO MONEKYJIHO TErNo Ha
BELIECTBOTO W TPYAHOCTHTE, CRLP3AHH C MAPKHPAHES HA TOKCHHA 33 NOAYYABAHE HA NOCTATHYHO BHCOKE
crenH(pHIHA AKTHBHOCT.

W3nurBanus, npoBeNeH| C M3NOA3BAHETO Ha MapkupaH ¢ | '° ToxcHy ca NokasanH, 4e CBLP3BAHETO Ha
PELIENITOPHTE, KOWTO C& HACKLIAT, € CneurdHIHO H MUYBTHOCTTA HA TOKCUHOBHTE PeuenTopy € Qaktap
AOMPHHACAL] 33 BUCOKHAT NOTeHUHAN Ha AeiicTare, TIpoyyBane BbPXY A030B0-3aBHCHMHA ediekT
BPEMETQ HA OTTOBOP NPKU MAHMYHH € [TOKa3asn, 4e NPH HUCKUTE JO3H NHKOBUAT ediekT ce 3aasd ¢ 2 710 3
AHU M ce HabMoNaBa Ha 5+ 6-THA ZeH clier nHxeKTHpaHeTo. TIPOABIDKUTENROCTTA Ha AeHCTRHE,
YCTAHOBCHA 4Pe3 IPOMAKA Ha CHMETPHATA Ha O4HNTE A0BIKH W Napald3a Ha OUHHTE MYCKYJIH BapHpa
Mexay 2 cenmuud 1 8 Meceua. [orobuu npomenn ca HaGAIOAABAHY M NPK XOPA U Ca XapaKTEPHO
CBOHCTBO Ha NpoLEca Ha CBbP3BAHE, PasNPOCTPaHeHHE H NMPOMEHN Ha HHBO HEBPOMYCKY/IHA BPh3KA.

5.3 Mpeaxnaaaudd Aaunn 3a GesonacHoer

HuTpamyckynHo npHioxenne (HanpeyHoHaGpasneHn Myckyitu)

Tlpu 3citeaBane Ha XPOHHYHATA TOKCUYHOCT, NPOBEACHO TPH BX0BE € A0 12 e2UHNLN MNBOTHO, He e
UMATO MHAUKAUMH 38 CHCTEMHA TOKCHUKOCT. MacneBanus Ha penpogyKTHBHATAE TOKCUMHOCT NPy
OpeMeHHH [IbXOBE H 3aliLM NOKA3BAT, U ©XETHEBHOTO HHTPAMYCKYIHO Npuamkenne Ha Komnnexc
TOKCHH-XeMarnyTuuus oT Clostridium botuli -num tun A 8 go3u 79 eansanuw/kr 1 42 eananuu/kre
PeCeKTHANO 32 NABLXOBE H 3afiliy, He BOIK 10 eMOpHO/DeTalHa TOKCHHHOCT. TeXKa TOKCHUHOCT HA
MalikaTa, CBbpP3aHa Cbe 3aTy0aTa Ha eMOpUOHH, € Hab/lroRaBaHa NPy BLBEKAAHETO HA BHCOKY 03U 1 NpK
2Agata aupa xuBoTHH. KoMmnneke Toxcuu-xeMmarnytunuu ot Clostridium botalinum tvn A ne nokassa
TepaTtoreHeH eeKT HUTO NPH TUTHXOBE, HHTO MPH 3aiilli, KaKTO ¥ NPY B TPe- 1 NOCTHATANHOTO
NPOYUBAHE B NbPBOTO NOKONEHUE HA IbXx0Be. DEePTHIHOCTTE HA MBKKHTE W KEHCKNTE HHAY
BTOPHYHO NOHWKEHA B PE3YNTAT HA HAMANABAHE Ha CROCOBHOCTTA 33 uMTOCBaKE B pey
MYCKYJIHA IApPaniia NPy NPUNOKEHHETS HE BHCOKH J03H.




TTpu nipoyuBaxe 3a TOKCHYHOCT NpPH MAZRH NUIBXOBE, TPETHPAHK CEAMIYHO OT 8b3PACTTa HA oTOUBaNE Npe3
21-BY NOCTHATANEH JeH A0 l3-ceaMuHa BB3IPACT, CPABHUMA C AEUA Ha 2-rOJduiHa Bb3pacT, A0 Mnana
sb3pacT (11 npuema B pamkute Ha 10 ceamuun, Jo obusa a03a ot npubnusiTento 33 exunnun/kg), He ca
#abnionaBaHy HewenaHn eQeKTH BBPXY NOCTHATANHMS PACTEX (BKISOYMTENHO OUEHKA Ha CKenera),
PENpPOAYKTHBHOTO, HEPBHOTO 1 HEBPOTIOREASHUECKOTO PA3BUTHE.

Edexrnte Npr HEKNMHKUHK TPOYHRAHHA HA PENPOAYKTHBHATA, MNAEKKATA U XPOHHUHATA TOKCHYHOCT

€a OrpaHuYerH 10 NPOMEHH B HHIKEKTHPIHNTE MYCKY.IH, KOETO € CBLP3aHO ¢ MeXARW3IME Ha JeiicTaYe Ha
KOMTIIEKC TOKCUH TUN A — XeMarryTuHuH ot Clostridium botufinum,

HuTpageTpysypHO npunoskeHue

[Tpy npoyuBaHUSA 34 TOKCHHYHOCT ¢ €AHHHUHH 1031 NPH NITBXOBE U MMy HH HE Ca OTKPHTH HaXOAKH,
CBBP3aHU C KOMIUIEKC TOKCHH THII A ~ XemarnyTuHus ot Clostridium botulinum, 8 nHKOYHHA MeXyp NpH
HNTO efHa OT TeCTBAHWTe J03u. [lpr no3n nag NOAEL or 67 Ufkg npu nirbxoee u 40 U/kg npy maliMyuu
ca OTYeTEHH 3ary(a Ha TeleCHO TerNo, HaMaNeHa aKTHBHOCT M NPH3BAUM HA PECTTHPATOPEH JHCTPEC H
npy hsata guna. Tesn Npu3Haly ca NOKA3aTeNHH 33 CHCTEMHa TOKCUUHOCT, KOSITO € Hab/ioAaBana i Ipy
HEKNMHHYHHTE NPOY4BAKKA, (POBEREHH 32 OHEHKA Ha 0e30MaCHOCTTA HA KOMIUISKC TOKCHH THIT A —
xemarmyturun ot Clostridium botulinum s nanpeyronabpasaeHarta MycKynarypa.

6. PAPMALHEBTHYHY TAHHH
6.1 Couchbk na noMoIHUTE BelleCTBAR

Yosewuku andyMuH
JaxTo3a MOHOXKApAT

6.2 HecnBMecTUMOCTH
To3u niekapcTBeH NPOAYKT HE TPAOBA 42 C& CMEeCBa ¢ APYIU JIEKapCTBEH: MPOAYKTH, C HIKTIIOYEHHE HA
H30poenuTe B TOMKa 4.2,

6.3 Cpox uHa rogHocT
Cpok Ha rOJHOCT Ha HEPa3TBOPEHKA NPoayKT: 24 Mecela npu Temneparypa ot 2 °C go 8 °C.

Cnen pasteapsine e jokaszaHa cTabunsHocT 3a 24 waca npy Temneparypa ot 2 °C ao 8 °C.

OT MUKPOBHONOrHYHE MIIEAHA TOMKA, MPOAYKTET TPs0Ba A4 ce N3N0N3Ba He3a0aBHO. AKO HE ce M3INoN3Ba
He3a0aBHo, NOTPEOHTENAT HOCH OTTOBOPHOCT 32 NEPHOAA HA HAMONIBANE H YCAOBHATA Ha ChXPAHEHHE U
ofuKHOBEHO He TpadRa Aa npesuwtasaT 24 vaca npu 2 °C no § °C,

6.4 CnenyajHH YCIO8AN HA ChXPAHERE
Heorsopeny ¢raxkonn Tpadsa aa ce chXpaHABAT B XNAAUAMUK, NpH Temneparypa ot 2 °C po § °C
Ha ne ce 3ampazsea.

Caen ynotpeba 0CTATHYHOTO KOAHYECTRO A2 C& YHHUIOKH.

3a ycnioBuATA HA CbXPAHEHHE ClIEA PA3TRBAPAHE HA JCKAPCTBEHMS NPONYKT BHKTE TOHKA 6.



6.5 Baa B coABPKAHKE HA ONAKOBKATA

Crbinen 6esupeTen dnakos THN I, ¢ xanorenOyruiosa sanywanxa (Ph. Eur.) ¢ anymusinesa ofkarka ¢
LICHTPATEH OTBOP H Kanaue.

®nako o1 2 ml, chaspxamm 300 eauruUy BOTYIMHOB TOKCHH TUM A OPax 32 HKEKUKOHEH PA3TROP.
Onaxosxky 1o 1 uny 2 riakoHa B KapTOHEHA Ky THS.

He BcHUKY BHIOBE ONAKOBKH MOrAT 43 GbAaT NyCcHATH B npoaaxsa.

6.6 Crneunaauu npeana3Hn MEPKH NPU HIXBLILIAHE H paboTa
Ducnopt 300 U tpabsa Aace MpeANUCRa M Aa & HHKEKTHPA CaMO OT NOAXCAAO DOYHEHN CHEIHANNCTH.

HHeTpykung 32 pazpesaane

OrkpuTaTa LeHTPANHA YaCT Ha [yMEHATa 3anyiuanka TpaGsa Ja ce NOYKCTH ¢ ANKOX0: HENOCPEACTBEHO
npean apodupaneto i. Tpabea na ce wInon3ea cTepuada uraa Homep 23 win Homep 25.

Hucnopt 300 U tpabsa aa ce npunara HUTPaMyCKYNHO, HHTPAIEPMAINO WK NOJKOKHO,

Beexn hnakos e camo 3a enHokpatHa ynorpeBa.

Huctpyxunure 3a pasrsapsaHe ca cneuddusen 3a scekut $aakon or 300 eavHuun. Or Tesd odemu ce
MOMYHABAT KORUEHTPatuy creunduyHi 2a yrnotpebata npu BCAK2 HRANKALMS, C H3KIIOUEHNE Ha
VHIMKALHATA 38 Y PHHAPHA HHKOHTHHEHLNA NBIKALIA Ce Ha HeBPOreHHAa CBPbXAKTHRHOCT Ha JETPY30pa,
33 KOSTO MMA cnesdGHUHE HHCTPYKLHY (BUXKTE NO-RONY ).

—
| Mosyuenn nososn | Pasreopurea* sa

|
f
i_eﬂnmum HamlL | dnaxon 300U j
| S00U | 0,6 ml F
1 200U | 1,5 ml |
j 100U 13ml [

*HATPHER XNOPHI HAKEKUUOHEH paITBOp He3 KoucepsauT 9 mg/m! (0,9%)

38 COACTHUHROCT NPY NAUHEHTH ¢ AeTCKa uepebpanHa napadusa H GoKanHa cCnacTNYHOCT Ha FOPeH
XPAAHUK NIPH NeAHATPHYHU MAUHEHTH C AETCKA LepedpasHa napanKusa, KOHTO C8 I03MPaT KaTo efMHMua
COAPAMO TENECHG TETO, MOXKS Aa €€ H3IHCKBA JOITRIHUTENHO paiperiare 3a na ce J0CTHrHe (I)HHa.TlHHﬂ
ofeM 32 UHMEKLIUA.

Ilpu pasteapsHe nonyuyeHUAT pazTeRop ¢ Oe3uBETEH.

HHCTE!KQHH 33 paspexaane npy YpUHAPHA HHKORTHHEHIHA, ALEKIIRS ¢ HA HEBDOTeAna

CBPLIAKTABHOCT HA JeTPYIOpa:

OBwMAT pesyaATaT cne/l NOATOTOBKaTa € HeobxoauMuaT paszteopen Jucnopt 15 ml 32 wiskexkTHpane na
Gbae pasnpenenen NopaBHO MWy ABe cripuiuosku or 10 mi, kaTo Beska COpUHUOBKa ChABPKa 7,5 ml
Pa3TBOPEH JMCnopT cbe ChIaTa KOHLEHTPALHS.

Cnea pekoHCTUTYHpaHe B CRPHHILOBKATA TEKAPCTBEHUAT NPOAYKT TpIOBa 1a ce Winon3sa neaabasko.

HucTpykiau 32 paspekiane npn Hinosnieane na daakonn ot 300 U

* 3a no3a or 600 U: Ce3paitte pastsop or asa daaxona no 300 U ¢ 1,5 ml sekekuuoHeH pasteop
Ha Hatpues xaopna 9 mg/ml 6e3 koHcepsanT. B nupeara cnpusuoska ot 10 mi waternere 1,5 ml
OT ITbPBHS IAKOH, 2 BbB BTOpaTa CnpHHioeka ot 10 ml usrernere 1,5 ml ot BTOp
3asbplieTe pasTRapaHeTo, KaTo 100aBHTe 6 mi HHKEKUHOHEH pa3TBOD HATPHE
63 KOHCEPBAHT B ABETE CNIPHHLUOBKN M pasibpraiTe BHUMATENHO,




Taxa tife ¢ce nonyuar fpe cnpiHIOBKY 0T 10 mi, Beaka oT KOHTO ChIOBPKA MO 7,5 mt,
ocHrypsasaiy 06wo 600 U or pasteopenus Dysport.

* 3a no3a ot 800 U: Cnapakire pasTeop o1 Tpy ¢aakoda ot 300 U ¢ 1,5 mi MHXeKUMOHER pasTBoOp
Ha HaTpHeB Xnopua 9 mg/mi Hes xoncepsant. B nepeara cupunuoska ot 10 ml uarernere
seuukuTel,5 ml ot mepena duakor ¥ 0,5 m! or sropus dnakos. Bee BropaTa crpHHLOBKa OF 10
mi uwzrernere 0,5 ml o7 sTopya dnaxkon  Bouykute 1,5 ml or TpeTus draxoH. 3aBbpinere
pasTBapsHeTO, KaTo nobasuTe 5,5 ml MIKEKUHOHEH PAsTBOp Ha HATPHES XJophy 9 mg/mi Ges
KORCSPBAHT B ABETE CIIPUHOOBKA H Pa30epKaTe BHAMATE/RO,

Taka e ce noxyquTe A8 COPHALOBKY o Mo 10 ml, BesAxa oT xouTo chabPKa 7,5 ml,
ocurypspamy obuto 800 U ot pasreopenns Dysport.

Hper HH 32 pa3 ane npi# WInoa3eane Ha koMOunanus o1 paaxony ¢ 300 U n 360 U

(npaagxuMo camo 33 noda or 800 T)
3a nosa ot 800 U: Ouakonst ¢ 500 U ce pasteaps ¢ 2,5 ml BAXEKLUUOHEH PA3TBOP HA HaTpues
xsopua 9 mg/ml Ge3 xoncepranTh, a prakoHsT ¢ 300 U ~ ¢ 1,5 ml duznonoriuen pasrsop 6e3
KOHCepRaHT. B mppBarta cnpHALorka ot 10 ml warernere 2 ml ot gaaxoua ¢ 500 U, B1b propara
cnpunioska ot 10 ml waternere ocragamare 0,5 mi or dnakona ¢ 500 U i scuykuare 1,5 ml ot
¢urakona ¢ 300 U, 3asspiere pa3TeapaHeTo, kato foGasdte 5,5 m! MHKEKUNOKEH Pa3Tsop HA
HaTpueB xJopun 9 mg/mi Gez KOHCEpBaHT B ABETE CIPUHUOBKY H pa3dbpKailTe BHHMATENHO.
Taka we ce nonyvaT nBe COpUHLOBKH oT 10 ml, BcsAka OT KoMTO Chabpia 7,5 ml, ocurypasamy
o6mo 800 U ot pazreopenus Jucnopr.

Haxpopasne

Bepuara cnen nevense Ha nanydeRTa BesKaKby ocTaTsiy Ha Jucnopt 300 U, xouto Morar #a GbIaT BBE
draxora UH B CIPUALOBKATA TPAGBA Ja Ce UHAKTHBHpAT |Upe3 Paspelied XHIOXnopuneH pasteop (1%
ChABPKAHME Ha Xnop). Caea ToBa BCHYKY OCTATHUM TPAGRA 12 C& H3XBBPAAT, CNaspailky CTaHIAPTHATa
Gonnuuya nponenypa. Paiiar, Juenopt 300 U ce u3bbpera ¢ MOMUBALL 11T, HANOEH ¢ Pa3peieH
XUNOXJOPHACH PaITBOP.

7. MPEUTEXATEJI HA PASPENIEHHETO 3A YIIOTPEBA
IPSEN PHARMA,

65, quai Georges Gorse,

92100 Boulogne Billancourt,

OpaHuus

8. HOMEP(A)} HA PA3PEINEHVIETO 3A YTIOTPEBA

Per. Ne: 20140212

9. JATA HA ITBPBO PAZPEMIABAHE/TIOAHOBABAHRE HA PASPEINEHUETO 3A
YIIOTPEBA

Hara Ha mepRo paspewrasane: 16.07.2014
Harta na nocnegno nonnoessare: 03.09.2018

10.TATA HA AKTYAJTH3AIIMA HA TEKCTA 06/2022




