KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. AME HA JIEKAPCTBEHHUA ITPOAYKT

Jlncnopr 300 U npax 3a HHAKEKUHOHEH pa3TBoOp /0 /7 O 77

Dysport 300 U powder for solution for injection

o878  15-01- 02

2. KAYECTBEH U KOJIMYUECTBEH CbCTAB

Beeku iakon ot 2 ml ebabpika 300 equHuLK (Units) KOMIUIEKC TOKCHH-XeMariyTHHUH oT Clostridium
botulinum tan A (Clostridium botulinum type A toxin-haemagglutinin complex).

3a MbJIHUS CIIUCHK HA NMOMOLIIHUTE BellleCTBa BHKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

[Ipax 3a HHKEKLHOHEH pa3TBOP
bsn nnodunuzupan npax.

4. KIMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHS

Hucnopr 300 U e noka3aH 3a CHMITOMATHYHO JIeYeHHE Ha (PoKaiHa CMacTHYHOCT Ha:
* |'opHuTE KpAaHHHLH MPH Bb3PACTHH;
o JlonHuTe KpaHULM, 3acsraluu rjie3eHHara cTaBa rpy Bb3pacTHH NMAUMEHTH CJ1eJl HHCYJIT HJIH

TPaBMaTHYHO MO3BYHO YBPEXKIAHE:
e JluHamuuHa jedopMaliMs Ha XOAMJIOTO TN €KBHHYC, AbJDKALlAa C€ HA CNAaCTUYHOCT MPH MALUEHTH C
JIETCKA LepedpaliHa napanusa Ha Bb3pacT JIBE WIH MOBEYE FrOANHM;

* [‘opHMTE KpaiiHMLM NMPHU NALMEHTH C JeTCKa uepedpajiHa napajin3a Ha Bb3pacT J1B€ WJIH MOBeYe
FOJIMHH.

JIucnopT e nokasaH 3a JIeYeHHe Ha YpUHApHA HHKOHTHHEHLUS MPH Bb3PACTHH C HEBPOIreHHA
CBPbXAKTHBHOCT Ha JIETPY30pa, AbJKalla ce Ha yBpek/JaaHe Ha rpbOHaYHUs MO3bK (TPaBMaTHYHO HJIN
HETPABMATHYHO) HJIH MHOXKECTBEHA CKJIep03a, KOHTO PEI0OBHO U3BbLPIUIBAT YHCTA NEPHOAHYHA

KaTeTepu3alms.

JIncnopt e nokasaH npu Bb3pacTHH 3a CHMIITOMATHYHO JICYEHHE Ha:
 (CnacTuyeH TOPTUKOJIHC:

 bunedapocna3ibm;

e JluueB xeMHCIas3bM;

* AKcHIapHa XMnepxmaposa.

3a0enexka:

[Ipeau na 3anoune neuvenue ¢ Jucnopr 300 U, nauneHTsT TpaOBa 1a Obae HHPOPMHUPAH, Y€ ChIIECTBYBAT
W JIPYTH Bb3MOMKHOCTH 3a JIeYeHHEe (MEAULMHCKH, XHPYPrHY€CKH) U Y€ HE BCHUYKH MALUHEHTH OTroBapsT Ha
nevenue ¢ Jlucnopr 300 U. Hakou nauMeHTH Morar CbLLO Ja rnojay4yar camo 4aCTH4HO o0JieK4yaBaHe Ha

CUMIITOMHUTE.

4.2 1o3upoBKa H HAYHH HA NPHJIOKEHHE




Eanaunarte JlucnopT ca cnenadrYaHA 32 JEKAPCTBEHAS NPOAYKT H He €& 3JAMEHHMH ¢ IPYTH
JeKAPCTBCHH NPOAYKTH ¢ 60TYJIHHOB TOKCHH.

Mucnopr 300 U Tpabea na ce npunara camo OT CrielHanHo 00yUeHH 1€KapH, ¢ ONHT B JICYEHHETO Ha
CLOTBETHATA HHAHKALIUA H H3NOJ3BaHETO Ha HeoOX0AUMOTO 000pY/1BaHe B CHOTBETCTBHE C

HALMOHATHHUTE HACOKH.
3a MHCTPYKLIHH OTHOCHO pPa3TBapAHETO HA Npaxa 33 HHXEKLMOHEH pa3TBop, paboTa H H3XBBHPIIAHE Ha

¢bnakoHuTE, MOJISL, BHXKTE TOYKA 6.6.
CHMIOTOMATHYHO JiedeHHe HE POKAIHA COACTHYHOCT NPH BbL3PACTHH:

I'opeH xpaHRAK

Hozuposka

Jlo3upoBKaTa NpH IHPBOHAYAIHH H N10CEeABALIH TEPANeBTHYHH CECHH TPsOBa fa Obje onpenenicHa
MHIMBHAYAITHO 33 BCEKH NAllHEHT Bb3 OCHOBA Ha pa3Mepa, Opos ¥ MACTOTO Ha 3aCETHATUTE MYCKYJIH,
TEXKECTTA Ha CMIACTHYHOCT, HATHYHETO HA JIOKANTHA MYCKYJIHa cabocT, OTro80pa Ha NalHEHTA KbM
MPEeAKLLHO JIeUeHHE W/HIIM aHAMHE3a 3a HexellaHH peakiiMu cesp3ady ¢ Jucnopt 300 U. [lpx knuHH4HK
u3nHTBaHus, 7034 oT 500 U, 1000 U n 1 500 U ca 6unu pasnpeneneHy MeKAY H30paHH MYCKYJIH NpH
NaficHa TepaneBTHYHA CeCHA KaKkToO € noka3zaHo aomy. lo3n, no-pucoku ot 1 000 U u no 1 500 U morar
na ObaaT npuaaraH Koraro paMEHHHTE MYCKYJIH CBLIO C€ HHKEKTHPAT.,

He nmoeeue oT 1 ml Tpsbea obuio aa 6pae NpHNOKEH HA BCAKO €AHO MACTO HA HHXEKTHpaHe. Jlo3u,
npeuiaBaui | 500 U JIucnopr He ca u3ciieBaHM NPH JICUEHHE Ha CITACTHYHOCT HA MOpHUSA KpaHHHK
NpPH Bb3PACTHH.

HNHxeKTHPAHH MYCKYJIH IIpenopnuaHa
_ n03a MQucnopr (U)

{ Flexor carpi radialis (FCR) 100-200 U

I Flexor carpi ulnaris (FCU) 100-200 U
Flexor digitorum profundus
(FDP) 100-200 U
Flexor digitorum superficialis

i (FDS) 100-200 U
Flexor Pollicis Longus 100-200 U
Adductor Pollicis 125500
Brachialis 200-400 U
Brachioradialis 100-2060 U
Biceps Brachii (BB) 200-400 U
Pronator Teres | 100-200 U
Triceps Brachii (long head) 150-300 U |
Pectoralis Major 150-360 U .
Subscapularis 150-300 U
Latissimus Dorsi ] 150-300 U

Bunpeku ue AeHcTBHTETHHTE MECTA HA HEXKEKTHPAHE MOrarT /1a Ce ONPEAE/AT upe3 namauus, ynorpebara




[osTopHo neyenue ¢ qucnopr 300 U Tpabba Aa ce NPHIOKH, KOraTo epeKThT OT NpeJULLIHATA
HHXEKIHA € HaMaJIsu1, HO He mo-paso ot 12 ceagMHIM ciiel npeauIHaTa HHKEKIHS. MHO3HHCTBOTO
NauMeHTH OT KIHHHYHY Npoy4BaHus ca OMNM N€KyBaHH NOBTOPHO cnea 12-16 ceaMuuy; HIKOH
natuuenTy, obaue ca UMaTH NO-rojAMa NPOABLIDKHTENRHOCT Ha 0TroBop, Hanp. 20 ceamuuu. CreneHTa H
BHJAa MYCKYJIHA CIIAaCTHYHOCT MO BpEME Ha MOBTOPHOTO HHXKEKTHPaHEe MOXeE Aa H3HCKBA NPOMEHH B
no3ata Jlucnopr 300 U n MyckynuTe 3a HHXXeKTHpaHe. KilHHHYHO nogo0peHHe MoXe ia ¢¢ O4aKBa €Ha
cegMuua caea npunarade Ha Jucnopr 300 U,

Jdonen kpafHHK

Ho3sn POBKa

Ho3u a0 1500 U MoraT Aa ce NpHaraT HHTpaMyCKYJIHO B ¢HA CECHA Ha ieueéHHe. To4vHaTa A03MPOBKA B
HAYyalnHaTa M NOC/IeABAIHTE CECHH Ha JicdeHHe TpadBa Ja ce aaanTupa HHAMBHAYAHO Bb3 OCHOBA Ha
pasMepa 4 6poa Ha y4acTBalMTE MYCKYJIH H TEXECTTa Ha CMTaCTHYHOCTTA, KaTO €€ B3EMAT NPEABH] CHILO
HANMYHETO HA JIOKAJIHA MYCKYJIHA ¢1abOCT ¥ peakLHATA Ha NAUWCHTA Ha NMpeAHILIHO jleyeHne. Obinarta
no3a obave He TpaOBa na Haapviuasa 1500 U. O6ukHOBEHO Ha BCAKO MACTO HA HHXKEKTHpaHe Tp#OBa Aa
ce npHIara He noseye ot 1 ml.

Myckya IIpenopnhuBana n03a bpoh mecTa 3a
Juenopr (U) HHXEKTHpAHE HA
— Myekya
JARCTAIHN _ e _
Soleus muscle 300-550 U _ 2-4 |
Gastrocnemius _ _ I
Medial Head 100 -450 U | 1-3
Lateral Head . 100 —450 U _ 1-3 |
| Tibialis posterior 100 -250 U | 1-3
| Flexor digitorum longus | _50-200U 1-2
Flexor digitorum brevis | 50-200U 1l 1.2 !
Flexor hallucis longus 50-200U | 1-2
| Flexor hallucis brevis S0-100U 1-2

CreneHTa H MOACTLT HA MYCKYJIHA CNIACTHYHOCT 110 BPEME HA NMOBTOPHO HHXXEKTHPAHE MOXE Aa HAJIOXKH
npoMsHa B ao3ara Ha Jlucnopr 300 U u MyckyanTe, KOHTO Tpa0Ba Aa ObAAT HHKEKTHPAHH.

Bunpeku ye AeHCTBUTENHOTO MECTONMONIKEHHE HAa MECTAaTa Ha HHIKEKTHpaHe MOXe Ja 6bae onpeneneHo
ype3 Nannaiys, H3NoA3BaHETO HA TEXHHKH 32 HACOMBAHE NPH MHXKEKTHPaHE, Halp. eIEKTpOMHOrpadus,
eJIEKTPHYECKA CTHMYJIALHA WIH YNTPa3BYK, C€ MPENOpbYBa, 32 Aa C€ NOMOTHE 32 TOYHOTO HACOYBaHE Ha
MECTaTa Ha HHXKEKTHpAHe.

[ToBrapsuioe ce neuenne ¢ Jucnopr 300 U TpsaGea aa ce npuiara Ha BeekH 12 no 16 ceamuun uaun npes
no-AbJIrH MepHoaH, ako € HeoOX0AHMO, Bb3 OCHOBA Ha BPbLLiAHE HA KITHHHYHUTE CUMIITOMH, H He Mo-
paHo OT 12 ceAMRUH Cliea NPEeaXONHaTa HHXEKLHS.

I'opan ¥ f0a8H KpaliHHIH |

AKO ce HaJiara JlieueHHe Ha FrOpHHMTE H JOJIHHTE KpailHHIK 10 BpeMe Ha eHA M Chilia Je4yebHa cecus,
nosara Ha iucnopt 300 U, xoaro TpabBa Aa ce HHXEKTHpa BbB BCEKH KpalHHK, TpaOBa fa Onae
croOpazeHa ¢ MHAHBHIYAJHHTE HY»H, O0e3 Ja ce npesuiiasa odwara ao3a or 1500 U.

Iayuenmu 6 cmapuecka gvipacm (= 65 zo0unu); KNHHUYHHAT ONUT HE COUM J1a HMA pa3/IiKH B O
MEXIY MAUHCHTH B CTAPUYECKa Bb3PacT H NMO-MAAAH Bb3pacTHH nauveHTH. [IpuHuHnHo, n
cTapuecka Be3pacT TpadBa aa ObaaT Habuso1aBaHH 3a Aa C€ OLICHH TAXHATA IOHOCHMOCT




300 U, nopazy no-roisMara 4€CTOTa Ha CHITLTCTBALLH 3a00/19BaHHA H IPHEM Ha APYTH JCKAPCTBEHH
NPOAYKTH OT T€3H NaLHEHTH.

Havyx# HA NPHIOKECHHE

Ipu neuernue Ha PoKaNHA CNACTHYMHOCT, 3acCAraiia ropHHTE KpalHALM NpH BL3pacTHH J(ucnopt 300
¢dnakoH ce pa3TBaps ¢ HaTpHeB xJopna 3a vixekuuu B.P. (0,9% w/v) 10 nonyyasaHe Ha pa3TeBop, C
KOHIEHTpALMs eKBUBaieHTHA WK Ha 100 enuHMLH Ha MUNTUIUTBD, 200 eAUHHLIM HAa MHTHIHTBP WK SO0
EOXHHLH Ha MHUIWIHTLP Jucnopr.

Mucnopt 300 U ce npunara 4pe3 HHTPaMYCKY/IHA HHXKEKLHS B MyCKY/IHTE ONHCAHH N1O-TOpe.

doxaTHa CHACTHYHOCT HA JOJAHH H FOPHH KpailHANHK NpPH NANHEHTH C JeTCKa Hepebpanna
NapAJH3A HA Bb3pacT 2 WM noBeye roAnHH

Jo3nposka

I[Ipu neueHne Ha KOMOMHHPaHA CMACTUYHOCT HA FTOPHUTE H JONHUTE KpalHUIY NPH Aella Ha Bh3pacT 2
HJI4 nOBeye FOAMHHE, BHKTe HHANBHAYANHHTE NMOKA32HHA B TOYKATA 3a JO3HpaHe, T.C. JCUECHUE Ha
doxanHa CnacTHYHOCT HA NOPHUTE KpaHULK WIH HA AHHAMH4YHa AedopMaunsd Ha XOAHIOTO NMPH
NaLHeHTH C AeTcKa nepedpanka napann3a. Jlozara Jucnopr, KOATO C& HHXEKTHPA 38 €AHOBPEMEHHO
NeuyeHHe, He TpAOBa Aa npepHinasa oba ao3a 3a repanesTuuHa cecua 30 U/kg unu 1000 U — xoero e no-
MaJiko.

Tpabsa Aa ce 0OMHCIH NOBTOPHO KOMOUHMPAHO JIEYEHHE HA TOPHHUTE H AOJAHHTE KpaHHHIH CaeA
orcinabpaHe Ha eeKTa OT NPEANLIHOTO HHXCKTHPaHE, HO He no-paHo ot 12 no 16 ceaMuuu cnea
NpeAHIIHATa TepaneBTHYHA cecia. ONTAMANTHOTO BpeMe A0 NOBTOPHO JeYeHHe TpsOBa Aa ce n3bupa Bb3

OCHOBa HA HHAKBHAYANIHHA HANIDCABK H OTIOBOP KbM JICHCHHCTO.

Hauuu H MKEHHe
[1pu neyeHue Ha pokaTHa CNACTHHHOCT NMPH AHHAMHYHA AchOpMaLUg Ha XOAHJIOTO HIIH HA TOPHHTE

KpaliHMIM, CBbp3aHa C liepeOpanHa napanH3a npH Acua, Hau KOMOHHallka oT ABeTe J{ucnopT ce pasTBaps
¢ MHxeKiHa Hatpues xaopua B.P. (0,9% w/v) (BrxTe cblIo TOUKa 6.6) 4 ce npHaara upes
HHTPaMYCKYHA HHXEKLHS, KaKTO € ONMUCaHO MO-Trope.

MunamMuavuna qedopManus Ha X0JHJI0TO THN eKBHHYC, AbJUKALIA Cé HA CNIACTHYHOCT IIPH NALHEHTH
¢ AeTcKa Hepe6paIHa NApANH3a HA BL3PACT ABE HIH NOBeYe NoAHBH

O3HpPOBKA
Ho3upopxaTa Npy MbPBOHAYAIHH H NTOCNEABALIH CECHY HA eYEHKE TPsOBa ia Ob/ie onpeeneHa
HHIMBHAYAIHO 3a BCEKH NAaLHEHT Bb3 OCHOBA Ha pa3Mepa, Opost H MACTOTO Ha 3aCETHATHTE MYCKYNH,
TEXKECTTA Ha CNACTHYHOCT, HANMYMETO Ha NOKATHA MYCKYJIHA ¢1a00CT, 0TrOBOpA Ha NallHEHTa KbM
NPEARIIHO IEYSHHE W/HIH aHAMHE3a 34 HEXKEIaHH PeaKkliiH, CBbP3aHH ¢ OOTYTHHOBH TOKCHHH.

MakcumanHata obma no3sa iucnopr 300 U, npunaraHa 3a eHa CecHs Ha JieueHHe, He Tpabpa Aa
HajBuIlaBa 15 equHuun/Kg 3a e JHOCTPAHHM MHXKEKLIHHM HA A0AHHA KpaiHuk uny 30 eannnuw/kg 3a
JABYCTPaHHH HHXEKUHH. B nompaHeHne obuwara A03a J[ucnopr 300 U 3a cecus Ha nedeHue He TpadBa na
uaasuiraesa 1000 U unu 30 U/kg. Ob6wara nprnarada no3a TpadBa Ja ce pasnpeacin Mexay 3acerHaTuTe
CMACTHYHHK MYCKYJIH Ha JonHHA(-Te) KpaiHKHK(-1uHn). KoraTo ¢ Bb3MOXHO, fo3aTa TpAdBa Ja ce
pasnpeiens MeXKAY NOBeYe OT €AHO MACTO HA HHIKEKTHPAaHE 3a BCEKH OTAeNeH MycKy. He noseue ot 0,5
ml Jucnopt 300 U Tpabsa aa ce mpunarat Ha BCAKO €4HO MACTO Ha HHXXEKTHPaHe. BHxTe TabnMlaTa no-
DOJ1y 3a MPENnOPbYHMTENIHATA JO3HPOBKA.




B IIpenoprudaTeHA A030BA IPAHANA 33 bpoil na MecTaTa 34
MycKya mMycKyJ Ha enun kpak (U/kg Teaecno HHXKEKTHPAHE Ba eAHH
) TerJ10) | MYCKYJI

AacTaNnu - B )
| Gastrocnemius 5 10 15 Ulkg Tlo 4

Soleus 4 no 6 Ukg Jo2

Tibialis posterior 3 no5Ukg | Mo2
Iiﬁu_m no3s o 15 U/kg/kpak _

Bunpeky ue JeHCTBUTENIHHTE MECTA Ha HIDKEKTHpAaHE MOraT /a Ce ONMPEAENAT Ype3 nannauus, ynorpedara
HA TEXHUKA 33 onpeJieNisHe HA HHXXEKTHPAHeTo, Hanp. eeKTpoMHorpadus, enexTpHuecka CTUMYIaLlus
HIH YATPa3BYK, € MPENOpbYMTENHA 34 ONpPEASNSHE MECTAaTa Ha HEDKEKTHPAaHE.

MosTropHo nevenue ¢ ucnopr 300 U Tpabea aa ce npHnokH, KOrato ehekTsT OT NPEAMILHATA HHXEKIIHA
€ HaMaJI1, HO He NMO-paHo OT 12 ceaAMULM ClleA nNpeanHIiuHaTa HHXeKIus. MHO3HHCTBOTO NMAIHEHTH OT
KAHHHYHH MPOYH4BEHHA ca OWIH JieKyBaHH TOBTOPHO cie) 16 — 22 ceAMHIIH; HAKOH NAalHEHTH 00aue ca
HMMANH MO-rolaMa MPOAWIKHTEIHOCT HA OTTOBOP, HANp. 28 ceaMu. CTeneHTa H BHAAQ MYCKYJIHA
CMacTHYHOCT MO BpeMe Ha MOBTOPHOTO HHXEKTHPAHE MOXE Aa U3HCKBa MpOoMeHH B Ao3aTa Jucmopr 300
U ¥ MyCKYRHTE 32 HHXEKTHpaHe.

HayMH Ha OpPHIIOXKEHHE
[Tpu neuenne HA PoKATHA CNACTHYHOCT Ha AONHUTE KpallHHLK, CBbp3aHa ¢ LiepebpanHa napanusa npu

aeua, JIucnopt ce pastBaps ¢ HHxeKLHA HaTpHeB xaopua B.P. (0,9% w/v) (BuxTe cbLIo TOYKA 6.6) M ce
MpHJiara Ype3 HATPAMYCKYJIHa HHXEKIHA, KAKTO € OMTHCAHO NO-Tope.

PoxaaHa COACTHYHOCT, 3ACHralla NOPHETE KPAKHHIHA HPH NaNHEHTH ¢ AeTcKa lepebpanna
NMAPAJAH3A HA BH3PACT ABE HIH NOBedYe rOJHHH

o3u POBKa

Jlo3upaHeTo NPH MPBOHAYANHHA K NOCASABALLMTE TEPANCBTHYHH CECHH TPAOBA Ja € HHAHBHAYAIHO
ChOOpa3eHO B 3aBHCHMOCT OT pa3Mepd, Oposa H MECTONONOKEHHETO HA 3aCErHATHTE MYCKYJTH, T€XKECTTa
Ha CNIACTHYHOCTTA, HANHYHETO Ha JIOKATHA MYCKYJIHA cnabocT, OTroBopa Ha MauHeHTa KbM NIPEAHUIHO
nedyeHHe H/HIH HCTOPUATA Ha HeXeNnaHu CbOUTHA MpH 6OTYIHHOBH TOKCHHH.

MakcHMansara 4o3a Jucnopt, npunarasda B €4HA TEpaneBTHYHA CECHA Ype3 eAHOCTPaHHO HHXKEKTHPaHe,
He TpsOBa na npesuuiara 16 U/kg umm 640 U — koeto € no-mManko. Korato ce HHXKEKTHpa JBYCTPaHHO,
MakcUManHata a03a JlHcnopr B €1Ha TepaneBTHYHA CecHA He TpaOBa Aa npepvwiasa 21 U/kg unu 840 U -
KOETO € NMO-MAJIKO.

OGuiata npunaraHa Ao03a TpsabBa Aa ce pasnpeaead MEXAY 3aCerHaTHTE CNACTHYHH MYCKY/H Ha
ropHus/te kpalinuk/un. He TpaGsa aa ce npunarat noseue ot 0,5 ml Jlucnopr B Koero H Ja € MACTO Ha

e IHOKPATHO HHXXEKTHPaHE. 33 NpenopbKH OTHOCHO AO3HpaHeTo BHKTE TabaHuaTa no-qoiy:

%(BHEHE Ha JHCNOPT HO MYCKYJH 38 fI¢IHATPHYHA COACTHYHOCT HA N'OPHHTE HHAOH
YCKYJ penopbYHTE/IeH JHANAIOH HA Epoﬁ MECTAa 38

O34PaHe 332 MYCKYA OT ropeH KpaHHHK HHKEKTHpaHe HA
o /Kg TeJIECHO TEr10) MYCKYJ
Brachialis 3 10 6 U/kg 20 2
Brachioradialis ~ 1,5 no 3 Ukg _ |
iceps brachii 3 no 6 Ukg 1
nator teres 1 no 2 Ukg
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Pronator quadratus 0,5 no 1 Ukg 1
Flexor carpi radialis 2 104 Uk Ho 2
Flexor carpi ulnaris 1,5 no 3 U/kg

Flexor digitorum profundus _ 1 no 2 U/kg

Flexor digitorum superficialis 1,5 mo 3 Ukg

Flexor pollicis brevis/ 0,5 no | U/kg

lopponens pollicis .

lAdductor pollicis 0,5 no 1 Ukg 1
06ma 103a 0 16 U/kg B eann ropen kpalinuk (a0 21 U/kg, axo ce

HKCeKTHPAT H IBATA NOPHH KpaiiHHKA)

Bunpeky, ue AeHCTBHTENHOTO MECTONMONOKEHHE HA MECTATA HA HHXEKTHPAHE MOoXe ia Objie onpeneneHo
ype3s NAJNauus, 3a HaCOYBAHE KbM MECTATa HA HHXXKEKTHPAHE Ce NPEnopbyBa H3NMON3BAHE HA TEXHHUKH 34
HacouBaHe NMPH HHXEKTHPaHE, HANP. eNEKTPOMHOrpadus, €NEKTPUHUECKa CTHMYJIALHA HIH YJITpa3BYK.

IToBTOpHO NeyeHuKe ¢ JIucnopt TpAdBa Aa ce NPHIOXKM chied oTcnabBaHe Ha edeKTa OT NPEAUILHOTO
HHXXEKTHpaHe, HO HE MO-paHo oT 16 ceaMuLu cien Hero. [ToBeyeTo OT NALHEHTHTE B KJIMHHYHOTO
npoy4BaHe ca NpeMHHaNH NOBTOPHO JeyeHue caen 16 — 28 ceamuuu. IpoasmxurentocTra Ha OTroBOpa
NpH HAKOH NALHEHTH, obaue, e Mo-rojiaMa — T.€. 34 M noseye ceaMuuy. CTeneHTa U MOJACITHT Ha
MYCKYNTHa CIIACTHYHOCT MO BPEME Ha MOBTOPHO HHXECKTHPAHE MOXeE Aa HAJIOXKH NMPOMAHA B J03aTa HA
Hucnopt u MycCKkyanTe, KOUTO TpsOBa Aa ObIAT HHXKEKTHPAHH.

HauywnH Ha NpUIoxKeHue
[Tpn nevenne Ha GpokaaHa CTACTHYHOCT HA FOPHHUTE KpalHHULH, CBbP3aHa ¢ uepebpanta napanusa npH

aena, Jincnopr ce pasreapa ¢ HHKekuua HaTpHeB xiopHAa B.P. (0,9% w/v) (BuxkTe cbino Touka 6.6) H ce
NpUIIara Ype3 HHTPaMyCKYJIHa HHXKEKILHS, KAKTO € ONTHCaHO NOo-Tope.

Ypunapna unkORMUREH{UR, ObINCAILA CE HA HESPO2EHNA CAPBXAKMUBHOCM Ra Oempy30pa:

Ho3upoBka

ITpenopruntennara gosza € 600 U. B cnyyail Ha HeaocTaTbhueH OTTOBOP HAH NPH MALMEHTH C TEKKO
NMpoTHUYAHE Ha 3a00NABaHeTO (Hanp. CNOPEA TEXECTTa HA MPH3HALUTE U CHMIITOMHTE H/HIH
YpOAHHAMHYHHTE NApaMeTPH) MOXeE Ja ¢€ H3nmoa3ea no3a ot 800 U.

Hucnopr Tpsa6Ba Aa c¢ npunara npy NalneHTH, KOUTO PEAOBHO K3BBPLUBAT YHCTA NEPHOAHYHA
KATeTCpH3alH4.

Ob1ata npunoxeHa 103a TpaAdBa aa ce pasnpelend B 30 HHTpaAETPY3OPHH HHXEKLHH, PABHOMEPHO
pasnpeaeNeHH Mo HeHA ACTPY30PEeH MYCKYJI, KaTo ce UabAresa TpHroHbT. JUCIOPT C& HHKEKTUpA Ypes
I'bBKAB HJIH TBbPA LHCTOCKO! H BCAKA HHXKeKLuA TpsabBa aa O6bae Ha ababoynta npudnusntentHo 2 mm,
KaTo Ha BCAKO MACTO ¢e aocTaes no 0,5 ml. Ilpu nocneaHoTo HHXEKTHpaHe TpAOBa 1a ce HHXXEKTHpaT
npubausutenno 0,5 ml HHXEKLHOHEH pa3TBOP Ha HaTpHeB xnopua 9 mg/ml (0,9%), 3a Aa ce rapanThpa,
Yye € JOCTaBeHa MbHaTa 203a.




Dome

Injection sites Opening of left ureter

Trigone

Bladder base
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TpsiOBa na Obje 3anoyHar nNpueM Ha NpopUJIaKTHYHH AaHTHOMOTHLM B CbOTBETCTBHE C MECTHHUTE
yKa3aHus U MPOTOKOJIM MJIM KAKTO Ce npuiarar B KIMHHYHHUTE Npoy4BaHus (BK. paszaen S.1).

JlekapcTBEHHTE NMPOJAYKTH ¢ aHTHKOAryjaHTeH edekt TpsOBa aa ObAaT CripeHH MoHe 3 JHH Npe/in
npuyaraseTo Ha Jlucnopt U jaa Obaar 3ano4yHaTH OTHOBO €/1Ba B JICHS CJie/l npujaraHeTo. AKo e
MEHIIMHCKH NMOKa3aHo, MOrar /la Ce Npuj0Xar HUCKOMOJIEKYJIHH XenapuHH 24 yaca npeau npuiaaraHeTo
Ha Jlucnopr.

[Tpean MHKEKTHPAHETO MOXKE J1a C€ MPHJI0KH JIOKAJIHA aHECTE3Hs Ha ypeTpaTa WK JIyOpuKupatuyl re, 3a
J1a C€ YJIECHH Y1I00HOTO NOCTaBAHE HA LIMCTOCKOMNA. AKO € He0OX0AHMMO, MOXKE Ja Ce H3M0JI3Ba U
HMHTpaBe3HKalHa HHCTHJIALMS HA pa3pe/IeH aHEeCTETHK (CbC MK 0e3 cenauus) uin oolla aHecTe3ns. AKO
Ce€ W3BbPIIBA HHCTHIIALKSA C JIOKAJIEH aHECTETHK, Pa3TBOPBT Ha JIOKAJIHUS aHECTETHK TPpsiOBa Ja ce
JIPEHUpA, CJIe] KOeTO MMKOYHHUAT MEXYP Ja C€ HHCTHIIUpA (M3IUIaKHE) ¢ HHIKEKIIMOHEH pa3TBOp Ha
HatpueB xaopua 9 mg/ml (0,9%) u oTHOBO aa ce ApeHupa, npeu aa ce npoAbJKH ¢ npoueaypara rno
MHTPAAETPY30PHO HHIKEKTHPAHE.

[Ipean HHKEKTUPAHETO MUKOYHHUAT MEXYP TpAOBa J1a C€ HHCTHJIHPA € 10CTAaTbYHO KOJIMYECTBO PasTBOP
Ha HaTpueB XJaopua 9 mg/ml (0,9%) 3a nHkexkTHpaHe, 3a J1a ce NOCTUIHE aJieKBaTHA BU3yaln3alus 3a
MHIKEKTHpaHE.

Cnen noctaBsiHETO Ha BCHYKH 30 HHTPANETPY30PHH HHIKEKLIHH, pa3TBOPbLT HA HAaTpUEB XJIOpHA 9 mg/ml
(0,9%) 3a HHIKEKTHpaHE, W3M0JI3BaH 3a BU3yalln3alus Ha CTEHATa Ha MHKOYHUS Mexyp, TpsOBa aa ce
apenupa. [lauueHTsT TpsOBa Aa Objae HaOa0AaBaH 1oHe 30 MUHYTH CJIe/I HHKEKTHPAHETO.

Hauanoto Ha edexkra 0OOMKHOBEHO ce Ha0/t01aBa B paMKHTE Ha 2 ceAMHLM ciel jiedenueTo. [ loBropHoTo
neuyenue ¢ Jlucnopt TpsiOBa aa ce NpuIokKH, Korato epekTbT OT NPeAHLLIHOTO HHKEKTHPAaHE € HamMallsl,
HO HE 10-pPaHo OT 12 ceMULIM Clie]l NPEAHILIHOTO HHKeKTHpaHe. CpeHOTO BpeMe 10 NOBTOPHOTO
NeYeHHe NpH NMauMeHTH, JIeKyBaHu ¢ JlucnopT B KIMHHYHUTE NPOYyYBaHus (BXK. pasaen 5.1), e Mexay

39 n 47 ceAMMLK, BBIIPEKH Y€ MOKe Ja ce HalJ101aBa no-AbJira npoAb/KHTETHOCT Ha OTroBOpa, ThH
kaTo noseue ot 40% OT nalMeHTUTEe HE ca OTTErJIeHH J10 48-Ta ceAMHLA.

Jleya: Hama norBbpiieHue Ha 0e30nacHOCTTa M epukacHocTTa Ha Jlucnopr 3a jieyeHne Ha ypHHapHa
HHKOHTHHEHIMS, JbJKalLlla Cé HA HEBPOreHHa CBPBbXAKTUBHOCT Ha jaeTpy3opa (NDO), npu aeua (noa

|8 roamuun).

MeTo/1 Ha NPUIOKEHHE
JlucnopT ce npuiara 4ype3 HHTpPaALTPY30pHa HHIKEKLIHS, KAKTO € OMHCAHO M0-Trope.




[lpx neyeHHe HA YPHHAPHA HHKOHTHHEHUMA, Ab/KALLA C€ HA HEBPOT€HHA CBPBHXAKTHBHOCT Ha €TPY30pa,
Jlucnopt ce pa3TBapA B MHXEKLHOHEH pa3TBOp Ha HaTpHes xnopHa 9 mg/ml (0,9%), 3a na ce noayuu

15 ml pastBop, chabpxail 600 eaunuuH uan 800 eAUHHLIM. 32 HHCTPYKIHH OTHOCHO PA3TBapAHETO Ha
NeKapCTBEHHUA NPOAYKT Npeu MPHOKEeHUHe BUKTE paszen 6.6.

CnacTHY9eH TOPTHKOJIHC IPH BL3PACTHH

O3HDPOBKA
[TpenopbUKTENHKTE A034 3a JiedeHHe Ha TOPTHKOJIMC Ca MPHIOKHMH 3a Bb3PaCTHH OT BCHYKH Bh3pacTH

NpH YCAOBHE, Y€ Ca C HOPMAIHO TErNIO U JINNCBAT AaHHM 38 HaMaJieHa MYCKYJIHa8 Maca Ha BpaTta. Moxe na
e MOAXOAALIA NO-HKHCKA 1033, aKO NAIHEHTHT € C MOAYEPTAHO HUCKO TErNO WK NPH NaLHEHTH B
CTApuecKa Bbh3PACT, C NOHHXEHA MYCKY/Ha Maca.

l'[penop'btm'renﬂa'ra HaYa/lHa Jg03a 3a NCYCHHUC Ha CIIACTHHEH TOPTHKOJIHC € 500 enunuy, Pa3ac/iICHHY Ha
OTAENTHH J03H H NPHIOKEHH B /1BaTa HJIH TPHTC Han-aKTUBHU MYCKYJIH Ha BpaTa.

[IpH cneaBauio MPHNIOKEHUE NO3UTE MOTAT A4 C€ KOPHTHPAT B 3aBHCHMOCT OT KTHHHYHHA OTTOBOpP H
Ha0ofaBalUTE HexXeNaHy peakiuy. Jlo3u B auana3zona 250-1000 enHHHLH ca NPENOPLYHTENHH,
BBIPEKH Y€ NO-BHCOKUTE 03K MOXeE Aa Ce MPUAPYXKABAT OT HEXeENaHH peakliid, 0co0eHo aucharusl.
MaxcuManHaTa npuioXxeHa Ao3a He Tpsadsa ga HaapHwasa 1000 equnnuu. Huxexuunre morar aa ce
[MOBTAPAT NPHONH3HTENHO HA BCEKH 16 CeAMHIIM WIH KAKTO C€ Hajara 3a noaaLpiase Ha OTTOBOP, HO He
[MO-4eCTO OT BCEKH 12 ceaMHLuM.

e [Ipu poraumoneH TopTkonkc S00 eauHMUM ce pa3npeaendT Ype3 BoBexJaHe Ha 350 enHHHLH B
MYCKYJL. splenitis capitis, ANCHAATEPATHO HA MOCOKAT2 HA BLPTeHE Ha Opanuykara/rnasara H 150

eIHHHLM B MYCKYN sfernomastoideus, KOHTpanarepajHO Ha NOCOKATA HA POTALIHA.

o [Ipu narepokonuc 500-Te eqHHULM Ce pa3npeAenAT Ypes BhBekAaHe Ha 350 eHHHLH B
HNCUNATEPATTHUA MYCKYJI splenius capitis 1 150 eZHHHLY B HICHIATEPATHUA MYCKY /I
sternomastoid. B ciiyyanTte, cBbp3aHH ¢ MOBAWIaHE Ha pAMOTO, HIICHAATEPATHUAT MYCKY
irapezoid unM levator scapulae MoraT CbLUO 113 C€ HYXKAAAT OT JICYEHHE B 3aBHCHMOCT BHAHMA
XHNepTpodHa Ha MyCKYyJaa uaH oT enekrpoMmuorpagekure (EMIY) Haxoaxu. Koraro e
HATOKHTETHO HHKEKTHPAHE Ha TpuTe MycKyna, S00 eaMHHIM ce pasnpenenar Kakto caeasa: 300
enuHMIM B splenius capitis, 100 eaunus B sternomastoid u 100 eAMHHIIM B TPETHA MYCKY L.

e [Ipu perpokonuc 500 eaHHLIM ce pa3npeaeyaT Ype3 npunoxeHne Ha 250 eQHHHLH BbB BCEKH OT
MYCKYJIHTE splenius capitis. bunarepanHuTe HHXKEKUHH Ha splenius capitis MOXe a yBeIH4aT
pHCKa OT MyCKYJIHa cnabocT Ha Bpara.

o JleyeuueTo Ha BCHUKHU ApYTH GOPMHU HA TOPTHKOJMKC € 0 roNsMa CTENEH 3aBHCHMO OT
MO3HAHHATA Ha cieuHanicTa H EMI 3a onpeaensdHe ¥ Ra3HA4aBaHE Ha ICHCHUE HaA Hali-
akTHBHHTE Mycky/u. EMI Tpa6Ba Aa ce H3n0i3Ba AMArHOCTHYHO 33 BCHYKH KOMILACKCHH QPOpMH
Ha TOPTHKOJIKC, 3a MPEOLICHKA CNIE] HEYCNELIHO HHKEKTHPAHE NPH HEKOMIINEKCHH CIIYUaH H 33
ONpeAENsHE Ha MACTOTO HA HHXKEKTHpPaHE B AbJIOOKH MYCKYJIH HNH MPH NALUHEHTH ¢ HAAHOPMEHO
TErJa0 H NpH TPYAHO NAAMUPYEMH MYCKYJH Ha BpaTa.

Ieya: BbesonacHOCTTa ¥ epHKACHOCTTA Ha NPOLYKTA NPH JIEUSHHE HA CNACTHYEH TOPTHKOIMC NMpY AeLa He
ca JOKa3aHH.




HauuH Ha NpHIOKEHHE
3a neyeHue Ha crnacthyeH Toprukosuc, Jucnopr 300 U ¢nakon ce pazreaps ¢ 0,6 ml nHxekunoHeH

pa3TBop Ha HaTpueB xjopua B.P. (0,9% w/v) no nonyuyaBane Ha pa3rBop, cbabpikail S00 eanHuuu Ha ml
Jducnopr. Jlucnopr 300 U ce npuaara uype3 MHTpaMyCKYJIHa HHKEKLIHS KaKTO € ONHCAHO No-rope.

baedapocnasbM H JIHIEB XeMHCIIA3bM MPH Bb3PACTHH

J103upoBKa
[Tpu neuyeHune Ha yHuaarepaneH onedapocnazbM, npenopbyunTenHara a03a € 40 eanHuiy 3a oko. [lpu

cjie/BalllaTa Cecus Ha JleyeHue J03MpoBKaTa TpsOBa Jia ce Kopurupa cnpsamMo KJIMHHYHHS OTrOBOpP H
HaOMo1aBaHUTE CTPaHHYHH eeKTH. YBeanyaBaHe Ha ao3arta /10 80 eIMHHLH Ha OKO € MOXKeE /1a JIOBe/Ie
710 NO-IOJIIMa MPOAb/IKHTEIHOCT Ha e)eKTa, HO MOJKE W 1a YBEJIMYH CTPAaHHYHHUTE e(PEKTH, MO-

cneuupHUYHO NTo3a.
[Tpu neuyenune Ha OnedapocnazbM U xemupauHaieH cna3bM, MakCHMaHaTa U3MoJi3BaHa J103a He TpsOBa

na Haasuiuasa ooduara ot 120 eAMHHULIH HA OKO.

Muxkektupane Ha 10 eanaunum (0,05 ml) meaunanno u 10 eannuum (0,05 ml) narepanno TpsadBa na ce
H3BbPLUIN B MSCTOTO, ChEANHSBALLO MPECeNnTalHUTE U OPOMTAIIHUTE YACTH HA FOPHHUTE (3 U 4) U 10JIHUTE

OpOMKYJIAPHH OYHH MYCKYJIH (S5 1 6) Ha BCSIKO OKO.

3a 1a ce HaMaJlu pUCKa OT nTo3a, TpsOBa Ja ce u3dsArea HHKeKTHpaHe B 01n30cT 10 levator palpebrae
superioris.

[Tpu MHKEKTHpPaHE HAa FOPHHS Kienay uriara TpsdBa /la ce HaCo4H Jajey OT LiEHTbpa My, 3a J1a ce
n3oerue levator myckynsT. [lo-rope e npuioxkeHa amarpama, ¢ 1ej Aa YJeCHH NOCTaBsIHETO Ha
nHxkekuuuTe. O0NeKkyaBaHeTO Ha CHMIITOMUTE MOXKE /1a C€ O4aKBa Ja 3alo4vyHe B PAMKHTE Ha /JBa J10
YETHPH JIHU C MAKCHMaJIeH e(peKT B pAMKHTE Ha J1BE CEJAMHMILIM.

NHxkekuuuTe TpsAOBa Ja ce MoBTapAT NPUOJIM3HTENHO HA BCEKH J1BAHA/IECET CEIMUILIM WIIH KAKTO ce
HaJiara 3a npejaoTBpaTsABaHEe HA MOBTOPHA MOSABA HA CHMIITOMHUTE, HO HE M10-4E€CTO OT BCEKH JIBaHaAeCeT
ceaMuun. [Ipn TaknBa nocneaBaly NpUIOKEHUs, ako OTTOBOPBT CJIE/L MbPBOHAYAJIHOTO JIEYEHHE Ce
CYMTA 34 HE3a/10BOJIMTEJICH, 103aTa Ha OKO MOJKE Jla ce yBeJMYH KakTo cieasa: 60 eannHuum (10 eanHuum
(0,05 ml) meauanuso u 20 equruum (0,1 ml) narepanno); 80 eanuuum (20 eannuum (0,1 ml) MeananHo u
20 eaquuuuu (0,1 ml) narepanno) uau no 120 equnuum: 20 eaununum (0,1 ml ) meaunanno 40 eaunnum (0,2
ml) naTepanHo Haj U Mo BCSIKO OKO M0 HAYMHA ONMUCaH no-rope. JlombJHUTENIHH MECTa B MYCKYJI
frontalis nan Bexaata (1 n 2) CblLO MOraT Aa ce MHKEKTHPAT, aKo CMasMUTe TaM NpeyaT Ha 3PEHHETO.

[Tpu cnyyau Ha yHunartepaneH 6aedapocnasbm, NPUI0KEHHETO HA HHIKEKLIMM TPAOBa /1a ce OrpaHuyu J10
3acerHatoro oko. [laimenTn ¢ xemupaumnaneHs cnazbm TpAOBa J1a ce JIEKYBAT KaKTO MpH yHWIaTepaneH
osedapocnazbM. [IpenopbuuTENHUTE 103H Ca NMPHIOKHUMH 3a Bb3PAaCTHH OT BCHUYKH Bb3PacTH,



BKJKUYHUTEIHO B CTApUCCKa Bb3PacT.

Jleya: BesonacHocTTa H epHKACHOCTTA HA MPOAYKTA NpH JeueHue Ha OnedapocnassM u xeMuaunaneH
CrasbM MPH ACLia HE ¢a AOKa3aHH.

HayKH Ha NnpHaoKEHUE
[Ipu neuenue Ha Gnedapocnasbm H xemudauuaneH cnasem Jucropr 300 U ¢naxon ce paspexaac 1,5

ml uixekuHoHeH Hatpues xiuopua BP (0,9% w/v) no nonyyaBaHe Ha pasTBop, cbAbpauy 200 eauHUIH
Ha METHAHTBP OT Jucnopr 300 U. Qucnopr 300 U ce npunara uype3 NoAKOXKHA HHKEKIUHA MELHATHO H
NaTepanHo B MACTOTO Ha CheIHHABAHE Ha NpecenTalHuTe ¥ OpOUTATHHTE HYaCTH HA TOPHHTE H NONHHTE
orbicularis oculi MyCKyJIM Ha OYHTE.

AKCHIApHa XHAEPXH/pPO3a

HQ;HmB Ka

HauanHata npenopbuuTenHa 503a € 100 eadHuALN Ha akCcUa. AKO XeNnaHHusT e(ekT He € MOCTHUIHAT C
TaKaBa J[03a, MOrar fa ce npunoxar Ao 200 eAMHHULIM Ha aKCHIa NPH NOCNEeABALIHTE HHKEKTHPaHHA.
MakcHManHaTa MpujioxeHa 1o3a He Tpadpa na Haasuinaea 200 eAMHULM 32 aKCHIIA.

3oHaTa 32 HHXKeKTHpaHe TpAOBa fa ce onpeaciH NPSABAPUTENHO KATO Ce H3MO0A3Ba HOA-HHLISCTEH TeCT.
JlseTe akcunM TpAOBa Aa ObAAT CTApaTeNHO MOYHCTEHH U AesHHPpekuupasu. Crea ToBa ce NoCTaBsT
MHTpaJepMalHH HHXeKIMH Ha 10 MecTa, KaTO Ha BCAKO MACTO ce npunarat no 10 equnnum (1.e. 100
eIHHHIHN Ha akckuna). MakcuManHuaT edekt TpabBa aa ce BHAM 10 ABE CSAMHLM CNEA HIDKEKTHpaHeTo. B
NOBEYETO CIYYaH NPENOPBHYHTENHATA A03A LIe OCHIYPH aEKBATHO NOTHCKAHE HA MOTHATA CEKPELIUA 3a
npubnusuTenso 1 ronuna. Bpemeto 3a cieaBaloTo NpuiokesHe TpadBa Aa ce onpeaens HHAHBHAYAITHO,
KOTaTo KIHHHYHHAT e(EeKT OT NpedHLlHa HHXKCKLIKA Hamaree H JIEKyBaLlHAT JieKap NPeLeHH, Ye €
Heobxoaumo. UixekuunTe He TpAOBa [a ce MoBTapAT NO-4ecTo OT Beeku 16 cenmuu. MIMa U3BEeCTHH
AOK&3aTeNCTBa 38 KyMyJlaTHBEH e(pekT IIPpH MHOTOKPATHO TIPHNIOXKEHHE, Taka He BPEMETO 33 BCAKO
JIeYeHHE 33 JaJCH NALMCEHT TpsAbBa Aa ce onpeAcH HHAWBHAYATHO.

Heya: BesonacHOCTTa M epHKACHOCTTA Ha NPOAYKTA NPH IEUEHHE HA aKCHIIapHa XHIICPXHAPO3a MPH Acula
He € JOKAa3aHa.

HauyyH Ha NIPUIOKEHHE
OTKpHTAaTAa LIeKTPaNnHa 4acT Ha r'yMeHaTa 3anyluanka Tpsbsa Ja ce NOUYHCTH ChC CITHPT HENMOCPEACTBEHO

npeau npobusane, TpAaGBa Aa ce H3MON3Ba CTCPHIIHA HINa C pa3Mep 23 niH 25.

[Ipy neueHue Ha akcunapHa xunepxuaposa lucnopt 300 U ¢uakoH ce paspexaa c 1,5 ml pa3rsop Ha
HaTpueB xnopua B.P. (0,9% w/v) a0 nonyvasaxe Ha pa3TBop, chabpxatl 200 eamHuuy Ha ml Incnopr n
ce npuiara upe3 HHTpajepMalHa HHKEKLHA Ha JECET MECTa 3a akCHJIa, KOraTo ce JIEKYBa aKCHIapHa

XHNEPXHAPO3a.
4.3 IIpormBOnOKA3IAHHS

- CB]J’I:X‘-IYBCTBHTEJIHOCT KbM @8KTHBHOTO BCIICCTBO WJIH HAKOH OT NMOMONIHHTE BCLHICCTBA,

H30poeHHU B TOUYKa 6.1.
- Hudexuns Ha NTHKOYHATE ITbTHILA N0 BPEME Ha JICYSCHHUETO 32 KOHTPON HAa YPHHAPHA

MHKOHTHHEHIIHS, ABIKALLA C€ Ha HEBPOreHHa CBPBbXAaKTHBHOCT Ha AETpy30pa.




4.4 CnenHajJHH DpeAynpeXAcHHs H NpPeANA3HH MePKH npH ynotpeba

JMucnopt 300 U TpabBa aa ce npunara caMmo OT CrelHanHo 00yUYeHH NeKapH.

JoknaaBaHH ca HEKENaHH peakLiMK, HACTBNBALIK KaTo pe3yJITaT OT pa3NpeACICHHETO HA edeKTa Ha
TOKCHHA J0 MecTa, OTJaNeYeHH OT MACTOTO Ha HHXeKTHpaHe (BxK. Touka 4.8). Ilpu nauuesHT™ , NEKyBaHH
C TepaneBTHYHH J03H MOXE a C€ NPOABH NPEeKOMEpHa MyCKYJTHA ¢n1abocT. PHCKBT OT N0siBa HA8 TAKHBa
peaKLHH Moxe Aa ObJie HaManeH KaTo ce H3M0J3B2 Bb3MOXKHO Hal-HHCKaTa ePEKTHBHA 033 H HE ce
NpeBHILIaBa MAKCHMAJIHATA NPENOPbYHTEIHA A034.

Cnen neyenue ¢ ¢ 60TYJIMHOB TOKCHH A Ui B ca foknaaBaHH MHOIO PEAKH Cllyyad Ha CMBPT, IIOHSKOra
CBbP3aHH C AuCharus, MHEBMOMNATHA (KOSTO BKIIOYBA, HO He e OrPAHEYABA 10 AHCAHEN, AHXATE/IHA
HEXOCTATHLYHOCT, PECIIAPATOPEH APECT) HW/HIH NPH NALUHEHTH CbC 3HAYHTEIHA ACTEHHA.

[TauHeHTH cbe 3a600ABaHHA, BOACIUH A0 HapYLUEHO HEPBHO-MYCKYJ/IHO NMPOBEXKAaHEe, TPYAHOCTH TIpH
NPEerTbllaHe UAH AHLIAHE Ca ¢ NO-BHCOK PHCK OT HACTLNBAHE Ha TakuBa peakuun. [Ipn Taknpa naitHeHTH,
neveHneTo TpadBa Aa ce NpoBEkKAA O] KOHTPOJIA Ha CTIELHAJIUCT H CaMO aKO MoN3aTa OT JEYEHHETO
NpeBHLIABA PUCKA.

Hucnopr 300 U Tpabea aa ce npunara ¢ NOBHINEHO BHUMaHHE NPH NALHEHTH C BeYe ChIECTBYBAlllH
npo6ieMd MpH NperiibliaHe v AMlaHe, ThH KaTO T MOraT Aa Ce BJIOLLAT CIEA pasnpeeeHue Ha edekra
HA TOKCHHA B ChOTBETHHTE MYCKYJIH. B peaxH ciayvaH HacThBa aCMHpalliiA, KOeTo NIPCHCTaBNABA PHCK
npy JieyeHHe Ha NaLHCHTH, KOHUTO HMAT XPOHHYHO PECIIHPATOPHO HapylUeHHe.

HMvcriopr 300 U TpabBa aa ce H3noa3ga ¢aMo ¢ NOBULUSHO BHHMAHKUE M MOJ CTPOr MEHLIHHCKH KOHTPOI
NPH NALKMEHTH ¢ KIHHUHHA HIH CYOKNHHMYHH JOKA3aTeNCTBa 32 H3PA3eHO YBPEAEHO HEPBHO-MYCKYJIHO
NPOBCKAAHE (KaTO HAIIP. MHACTEHHUs rpaBHC). [1py TakuBa NaLMEHTH MOXE Ja Ce NPOsABH yBEJIHYCHA

YyBCTBHTENHOCT KbM NMpoAYKTH kaTo Jucnopt 300 U, kouTo MoraT aa NpHYHHAT 3HAYHTEIHA MYCKYJIHA

c1adocCT.

TpsbBa ia ce MOAX0X/AA C MOBHILEHO BHHMAaHHE NPH IEYCHHETO HA BB3PACTHH NALMEHTH, 0COOEHO Ha
CTapH Xopa, ¢ hokanHa cnacTHYHOCT, 3acAraina JOMHHTE KPaHHHIH, KOHTO MOraT Aa 651aT HINOXEHH Ha
NOBHILEH PHCK OT NMagaHe.

B nnane6o-KOHTPONHPaHH KNHHUYHH NPOYYBaHHS, IPH KOUTO NALKHEHTHTE ca OHIH NleKyBaHH 3a
CIACTHYHOCT Ha JOAHHUTe Kpalinuum, 9,4% (Dysport 1000 U), 6,3% (Dysport 1500 U) n 3,7% (nnauebo)
OT NAaLHEHTHTE Ca NMPETbLPNENH MaJaHHI.

[Tpy nauyedTH B HanpeAHaNa Bb3pacT =65 roanHy, yecToTata Ha nagane e 10,4% npu nalHeHTH,
JeKyBaHH ¢ JMcnopT, cnpsaMo 7,3% B rpynara Ha miauedo.

C1o0LIaBa ce 3a CyXoTa B ounTe npH ynorpeda Ha J{ucnopr 300 U B oxonoounure 0biacTy (BX. Touka
4.8). BaxxHO € BHHMaHHe KbM TO3H CTPaHHYEH eeKT, Thi KATO CYXHTE OUM MOTaT [a peapa3no/IokKaT
KbM HapylleH{sa Ha poroBuuaTta. Moxe aa ca HeoOXOAHMH 33LIHTHH KankKH, Ma3, 3aTBapsiHe Ha OKOTO
ype3 NICNeHKa WK APYTH CpeAcTBa 3a IpeAOTBpaTABaHE Ha HApYIUEHHA Ha porosuuara.

[Tpenopbunrenuute 3a Jucnopr 300 U no3upoBKa ¥ YeCTOTA Ha NIPUIOXKEHHE HE TpaOBa Aa Obaar
NpeBHLIABAHY (BHXK TOuKa 4.2).

[TanneBTHTE 4 XOPAaTa, KOHTO CE MPHXKAT 3a TAX TpAOBa Aa ObAaT NMpeaAynpeneHy, 4e € HeodDXoauMO J1a ce
noTspcH HezabaBHa jieKapCKa MOMOILL B cny4ai Ha npodlieMH ¢ periblilaHe, KaKTO H MPH TOBOPHH HJIH

pecrHpaTOpHH 1IpoONEMH. o




Nucnopt 300 U He Tpabsa Aa ce H3MOA3Ba 38 ASYEHHE HA CNACTHYHOCT NPH NALHEHTH, KOUTO Ca pa3BHIIK
¢uKcHpaHa KOHTPaKTYpa.

KakTto Bcsika Myckynna uHxekuus, lucnopr 300 U tpabsa na ce u3noniga caMo KOraTo € KpaiHo
HANOXKHTENIHO MPH MTALHEHTH ¢ YIB/DKEHO BpeMe Ha KbPBEHE WM NPH HHPEKLIHA/Bb3NAICHHE Ha

YKa3aHOTO(HHTE) MACTO{a) Ha HHXKEKTUpAHE.

Moske aa Be3HHKHE aBTOHOMHA AucpedekcHs, CBbp3aHa ¢ NpolleaypaTa 3a IeHEHHE Ha HEBPOTreHHA
CBPBXAKTHBHOCT Ha ACTPY30pa. Moxe Aa ce HalokH He3abaBHa MEJHIIMHCKA NOMOLL.

Tpabea aa ce BHMMaBa, npu npunaraero Ha ucnopr 300 U, KbAETO HeneBHAT MyCKYN N10Ka3pa
atpodus. Cro61uaBaHH ca ciydan Ha MycKyaHa aTpodus cnea ynorpeba Ha OOTYIHHOB TOKCHH (BXK.
Touka 4.8).

Iucnopt 300 U Tpabea Aa ce H3non3pa 3a ICYEHHE CaMO HA €AHH NALHEHT 3a €iHa cecHs. KonHuecTBOTO
OCTaHAN HEU3NON3BaH NPOAYKT TPAOBA a ce H3XBBPJIH B CHOTBETCTBHE ¢ TOUKA 6.6 (CnelHaIHN
npeAna3sHy MepKH NpH ynorpeda, H3XBbpAsHe H pabota). TpadBa ga ce B3eMar CrielHaNHH NpeANasHy
MEPKH MPH MPUTOTBAHE W MPUIOKEHHE HA MPOAYKTA, KAKTO H MPH HHAKTHBHPAHETO H H3XBBPAHETO HA
HEH3NON3BAHUA IIPUIOTBEH pa3TBOp (BXK. Touka 6.6).

To3u NPOAYKT ChABPKA MAIKO KOTHYECTBO YoBeLIKH anbyMuH. PUCKBT OT npeaaBaHe HA HHDEKLIHH HE
MOXe Ja One H3KmodeH ¢ abCONIOTHA CHTYPHOCT ClEl H3NON3BaHE HA YOBEIlIKA KPbB H KPbBHH
NPOAYKTH.

Psaaxo e Habmonasano oOpa3yBaHe Ha aHTUTeNA cpelly OOTYTHHOB TOKCHH IIPH NaLMEHTH, Ha KOHTO Ce¢
npunara JJucnopr 300 U. B x/IHHEHYEH CMHCBJ, MOXKE 1a C€ [IPEAMNoara HaJllHYHe Ha HeY TPai3HpallH
aHTHTE/A NPH 3HAYKTEHO BAOLIABAHE HA OTrOBOPa KbM TEpanuATa H/HJIH NPH NOCTOSHHA HEOOXOAHMOCT
OT YBEIHYEHH J03H. PHCKBT OT 0Dpa3yBaHe Ha aHTHTENA Ce YBeNH4aBa, KOraTo Ce H3NoJM3BAT BHCOKH KO3H
JIMCTIOPT ¥ KOraTo HHTEPBATIMTE MEXAY HHXCKUUHTE ca KpaTku. IIpH BCHUKH NOKA3aHHA MHTEPBATBT
MEXAY HHXEKLHuTEe Tpadsa aa Obae Hali-Manko 3 Mecena M He TpsAdBa Jia ce npunarat OyCTepHH
HHXKEKLHH.

[TeanatpuyHa vuotpeba

3a neyeHHE HA CIaCTHYHOCT, CBBp3aHa ¢ uepebpanHa napanusa npu aeua, Jucnopt 300 U Tpabea na ce
npuaara eIMHCTBEHO NPH AClia Ha Bb3PacT 2 M HaA 2 roAuHH. [IpH neaHaTpHyHH NalMEeHTH C NOBEYE OT
eAHo 3a0onsABaHe, HO NPEAMMHO C LepebpasiHa napanu3a, MHOIO PSIKO ce ChoOIaBaT NOCTMAPKETHHIOBY
ChOOILCHHS 338 Bb3MOXKHH OrPaHHYE€HH Pa3NIpOCTPAHCHHA Ha TOKCHHH. [1o npHHLUKT 103aTa, H3NOJ3BaHA B
TE3H CNYYaH, HaJBULLIABA NPEeNnopbyaHaTa A03a (BHX To4Ka 4.8), HO ca NOKJIaZABAHH H Cly4yau ¢ JaneyHo
pasnpoCTpaHEeHHEe HA TOKCHHA CJIeA NPHIaraHe Ha NpenopbYHTENIHATa 1034,

Hma pelku CNOHTaHHH ChOOLIABAHUA HA CMBPTHH CITy4aH, OHAKOra aCOLHHPaHH C aCHPaliHOHHA
NHEBMOHHUS NIPH JIela ¢ TeXKKa LiepeOpanHa napainu3a cnex jJe4eHHe ¢ 60TyIHHOB TOKCHH, BKIIOMHTEMHO
CJIeQ H3MOJI3BaHe He 110 NMpeAHa3HaYeHHe (HanpHMep 3a 30HaTa Ha wdgrta). Tpadsa Aa ce BHUMABA
M3KJIIOUMTENHO MHOIO NIPH JICUCHUETO HA NEeJHATPHYHH NALHEHTH CbC 3HAUUTENHA HEBPOIOTrHiHA
AEOUNHOCT, AUC(Arus HIH KOUTO €a CTPAJANH OT acClIHPALHOHHA MHEBMOHHUA WIH OenoapobHo
3abonsBane B GIM3KOTO MHHANO, JIeueHHETO MpHU NALKeHTH ¢ JOLIO TEKYLIO 3APAaBHO ChCTOAHHE TPAOBa
na ObJe NPHNAraHo €AHHCTBEHO 8KO CE CUHTA, 4E MNOTCHUHAHUTE NON3H 33 OTACIHHA NAlUEHT Ca NoBeYe

OT PHCKOBCTC,




IIpocneaumoct
3a fa ce noA0OpH NMpOCACAMMOCTTA Ha OHONIOMHYHHTE 1IEKAPCTBEHH NPOAYKTH, HMETO M NaApTUAHHAT

HOMED Ha MPHIOKEHHA NPOAYKT TpabBa ACHO Aa ce 3anHCBar.

4.5 BaaumMoaelicTBHe ¢ APYTH JEKAPCTBEHH NPOAYKTH H Apyrn GopMH Ha BiauMoaelicTene

EdexTtiTe Ha 6OTYNTHHOBHSA TOKCHH MOTaT Ja C€ 3aCHIIAT OT JIEKAPCTBEHH NPOAYKTH, BIHACILH IMPEKTHO
HJIH HHAMPEKTHO HA HEPBHO-MYCKYNHATa GYHKLHA H TAKHBa NICKAPCTBEHH NPORYKTH TpA6Ba Aa ce
M3IION3BAT C NOBHLICHO BHUMAHKE NPH MALMEHTH, IEKyBaHH ¢ 60TYNTHHOB TOKCHH.

4.6 PeprHAnRTET, 6pEMEnHOCT H KbPMEHE

Hma orpannueHd aaHHH oT ynorpebata Ha Clostridium botulinum TOKCMH TMIT A-XeMarlyTHHHH
KOMILIEKC NpH OpeMeHHH keHH. IIpoyyupaHusTa npy KHBOTHH HE OKA3BAT AHPEXTHH UIAH HHAUPEKTHH
BpeIHH e(heKTH MO OTHOLLIEHHE Ha OpeMEeHHOCTTa, eMOPHOHANTHOTO/QETANIHOTO Pa3sBHTHE, PaKIaHETO HIIH
IOCTHATAJTHOTO Pa3BUTHE, OCBEH NPH BHCOKH 103H, IPHYHHABAILH TOKCHYHOCT MpPH MaifkaTa (BHX TOYKa

5.3).

Iucnopr 300 U Tpa6Ba aa ce ®3noa3sa no BpeMe Ha OpeMEHHOCT CaMO aKo NMON3KTE ONpaBAaBaT
NOTEHLUHANHNA PHCK 3a Iioaa. HeoGxoaHMo € NOBHILICHO BHUMAHHE NPH [IPeANHCBAHE Ha OpeMEHHH

JKCHH.

He e u3sectuo aamu Clostridium botulinum TOKCHH THII A — XeMarTyTHHHH KOMILIEKC C€ eKCKPETHpa B
yoseilkara kppMa. Exckpeunsta Ha Clostridium botulinum TOKCHH THIT A — XeMariyTHHHH KOMIIEKC B
MJISKOTO HE € NPOyUBaHO NPH XHBOTHH. Ynorpebara Ha Clostridium botulinum TOKCHH THN A —
XE€MArJTYTHHHH KOMIUIEKC N0 BpeMe Ha KbpMEHe He e NTPenopbyBa.

4.7 EdexTH Bbpxy cnocobHOCTTa 3a odHpane H pabora ¢ MALIKHA

ChlUECTBYBA MOTEHIHAIEH PUCK OT MYCKYJIHA CaGOCT KA BU3YaJIHH HapylUEHHS, KOHTO MOraT Aa
MOBJIHAAT BPEMEHHO cnocoOHOCTTA 3a WwodupaHe unM pabora ¢ MALOHHA.

4.8 HexkelaHH JeKapCTBERH PEAKIHH
MHoro uectu > 1/10: Uectu>1/100 < 1/10; Heuectu>>1/1000 <1/100; Peaxn>1/10 000 <1/1000; Muoro

peaxu < 1/10 000; C Hen3BecTHA yecToTa (OT HAMYHUTE AaHHW HE MOXe /1a OBbAe HAMpaBEHa OLIEHKA).

Obuiu
CneaHHTe HeXeNaHy peakiHy ca HabnoaaBaHH NpH NALMEHTH JeKyBaHU ¢ JIHCIOPT NPH PasiHyHHTE

MHIHKAUMH, BKIIOYHTENHO OnedapocnazbM, IMLEB CNa3bM, TOPTHKONHC, POKATHA CIIACTHYHOCT,
3aCATAIlA FTOPHHTE H JONBHTE KpPAHHULM NIPH Bb3PAaCTHH, CIACTHYHOCT, CBbP3aHa ¢ lepeOpanHa napanusa,
aKCHJIapHA XMNEPXHMAPO3a U YPHHAPHA HHKOHTHHEHLMSA, IbiKalla Ce HA HEBPOr€HHa CBPBXAKTHBHOCT Ha

neTpy3opa:

CHcTeMO-0Oprases Kiaac HexenaHa peaxiing YecTOoTA

HapyiueHHd Ha HepBHaTa CHCTEMa HeBpanruyna amMu Hi Penkn

Hapyuiennsa Ha Ko)ata H NOAKOXHaTa HTYC _ Heuecth
ThKaH Obpus Penkn




CarcreMo-opranes Kiac

Hexenana pe:mlnﬂ

HapylieHssa Ha MyCKYTHO-CKENI€THATA
CHCTEMA H ChEAHHHTEIHATA THKAH

| TMoxanua MYCKYJIHA cnaGoct

|'-Iec1‘o1‘a

YecTH

OO61H HapyluleHHs H ePEKTH Ha MACTOTO
HA NPHJIOXKECHHE

L

ACTEHHSA, YMOpa,
rpunonoaodHo 3adonaBaxe,
Oonka/HacUHABAHE B MACTOTO
Ha HHXEKTHpaHe

HecTHn

B nonbiaHeHHe ca cho0laBaHyu ClNEAHHUTE HEXENaHH EKapCTBEHH peakuH, cnelHPHYHH 32 OTACHHUTE

MNOKA3aHHA.

Cumn GMUYHO eYeRle Ha

L

I oper KpauHux

KalHa C

MUYHOCI RPDU 8%

CrnenHMTe HeXeIaHH PeakKLuH ca HabniojaBaHy MPH Bb3PACTHH NALUEHTH, JeKyBaHH ¢ Jiucnopt npu
¢doxanHa cnaCTHYHOCT, 3acCAralla ropHUTe KpaHHHLH:

| l-i_qltena-m Peaking

CHcremo-opranes Kaac
CToMAllIHO-MDEBHHY HADYLIEHHUS

HapyweHnus Ha MyCKynHO-CKENeTHaTa
CHCTEMA H ChbeJHHUTEIHATA ThKAH

i Ob61M HapylIeHHA H eEKTH Ha
MSCTOTO Ha NMPUIOXKECHHE

YecToma
Heuecrtn

HC q*
Myckynna cnaboct YecTH
MYCKYJIHO-CKeneTHa Donka,
bonka B kpaHHHUHTE | |
Peakuyun Ha MSCTOTO Ha Yecti

HHKEKTHpaHe (KaTo Hamp.
bonka, epuremMa, noAyBaHe H
Ap.), aCTeHHd, yMOpa,
[PUNONOAOOHH CHMIITOMH

* YectoTaTa 3a Aucdarus e nonydyeHa ot cOOpHH aaHHH OT open-label npoyuBanus. lucparus He e
HabmoaaBaHa B ABOHHO-CIIENH NMPOYYBAHHA ITPH NOKA3AHHETO CMACTHYHOCT HA TOPHHTE KPAHHHLIM NPH

Bb3PACTHH.

Hdonen xpatnux

CneaHuTe HeXeNaHH PeakiMu ca HabnoAaBasy NpH Bb3PaCTHK NMALMEHTH, AeKyBaHH ¢ Jlncnopr 3a
¢dokaHa CNAaCTHYHOCT, 3acArauia SOJHUTE KpalHHUH,

CucTeMO-OPraveH Kiaac

Hmeua?ﬁ Peaxnus

YecTOTa \

CTroMalIHO-4pEeBHH HapyLUEHHA

—

Hapyuwierusa Ha MyCKYAHO-CKEeNeTHATA
CHUCTEMA H CHEAHHHUTENHATA ThKaH

Ha [IPUIIOKEHHE

OO0y HapymeHus U ePpeKTH Ha MACTOTO | ACTEHHA, yMOpa,

rpUnonoOAcOHH 3a00nsaBaHNA,
peaKili¥ Ha MACTOTO Ha
HHXKekTHpaHe (6onka,

| nocHHsBaHe, OOpHUB, IPYPHTYC)

Hucarus YectH
Myckynna cnabocrt, MHanrug YecTH
——— T




Cnmuu—ug_mne; KAAC \ Hexenana Peaknnsg YecToTa
HapansaBaHus, OTpaBAHUA U [lanane YectH

YCIIOXKHCHHA, Bb3HHKHAJIH B pC3yJaTar
Ha HHTCPBCHLHH

[Ipu enHOBPEeMEHHQ IEYECHHE HA FOPHH K AonHM kpaittuuu ¢ Jlucnopt 300 U npu oOwa A03a Ao 1500 U
HAME JaHHY 33 6€30NaCHOCT B JONBAHEHHE KbM TE3H, KOKTO C€ OYAKBAT NPH JNEYCHHE HA MYCKYJIMTE HIIH

Ha FOPHUTC, HIH HA JOJTHHTC KMHHQH.

FURGMEYHE OC@ODMAUUR HA X0 oMo Mmun ¢Kelnl 7 5 S TEITR S JE Tl Nl ML {.L'!J.:'J 114
anuia i eye

CnenHuTe HexeNnaHH NEKAPCTBEHU peakLi ca HabNoJaBaHu NMpH NALMEHTH, NeKyBany ¢ {ucnopt npu
CNacTHYHOCT Ha Kpaka, AbJkallia ce Ha LepedpanHa napanusa:

FCHCTEHO-DPI“&HEH | KJAC Hexenana Peakuus | YecToTa
Hapyuuenns Ha MyCKYJNHO-CKEJIETHA Muanrus, Myckynsa cnaboct YectH
CHCTEMA H ChEAHMHHUTENHA THKaH _ |
Hapywmenua Ha 0b0pennte M nHKoyHnTe | HesaabpxkaHe Ha ypHHa Hectn
NbTHIIA _ (MHKOHTHHEHIIHA)
OO61un HapyuleHns M edextn Ha Macroro | I'punonoaofHo 3adonsABane, Yectn
Ha NPHNOXEHHE PEaKL{HH Ha MACTOTO Ha '

HHXKEeKTUpaHe (KaTO HaNpHUMeED,
| 6onka, epuremMa, TOCHHABAHE),

HETHITHYHA 110X0/1Ka, yMOpa |

| ACTEHMA | Hedectn
HapaHsBaHHA. OTPaBAHHA U [lapane YectH
YCHOXKHEHHS. Bb3HHKHAH B pE3yaTarT Ha
HHTEPBECHIIHH . | _
Doxaina cne HOCI Ha 20DHY KGR UNN BDU neOuamy [ RAUNEHMY C OCMCKa uepebpanna

Napaii3a Ha svipacm 2 Uil nogeye 200uniu
CneaHNTE HEeXeNaHH peakiiH ca HabnoAaBaHH NPH MALHEHTH, JIEKYBaHH ¢ JEHCIIOPT 3a CNACTHYHOCT HA

rOpHHTE KpalHHUH, AbJDKaLla ce Ha nepedpanHa napaansa.

CHCTeMO-OprageH KIac Hexenana Peaknng Yecrora ]
HapylueHns Ha MyCKYJIHO-CKeNeTHa | MyckynHa cnabocT, MHaArHs Yect

CHCTEMA H CHEHHHTE/IHA ThKAH _ i

O61H HapylueHHs ¥ epeKTH Ha MacToTOo | ['punonoaobHo 3aboinsBane, YecrH

Ha NPUIIOKEHHE | yMOpa, peaxiiii Ha MACTOTO Ha |

HHXEKTHpaHe (Hamp. ex3eMa,
| nocuHABaHe, 00Nka, NoAyBaHE,

ofpHB) 1
_ | ACTEHHUSA | Heuectn
| HapyieHus Ha KoXaTta 4 NOJKOXHATa O6pus Yectu

ThK4H




Ednospemenno ieuenize Ha CRACIMUYHOCIN HQ 20DHI U O0TH BRI npu nauuenmi ¢ 0emcka

uepebpaina napanu3a K@ 2 unu nogese 200unu

HsaMa HanH4HM AQHHH OT M1alebo-KOHTPOAHPAHH KIHHHYHH H3NUTBaHUA. Cniopes CbLIECTBYBalJHTE
INaHHH OPOAT Ha CBBP3aHHTE C JIEUCHHETO HexXeNIaHH peakiHi npH 1034 ao 30 U/kg unu 1000 U — koeto e
NO-MANKO — HE € NO-rojIAM OT TO3H HPH CAMOCTOATENHO ICYEHHE HA MYCKYJINTE HA FOPHHSA HITH ACNHMSA

YDURGDHA URKOHMUNKCHYUR, OWINCAILA C€ HG HEEPO2ERHA COPOXAKMUBHOCT HA Oempy3opa
CucTeMo-opraneH Kjiac YecrotTa Hexe1aHa JICKAPCTBEHA PeaKnHg
Hudekunu n undectrauun YectH | Mudekina Ha MMKOUHUTE MbTHIA

‘ Yectn | bakrepuypus®
Hapyienns Ha HepBHATa Yecth I'nasobonue
cHCTEMA Heuectu XHIoeCTe3ns
CroMmaluHo-upesHH HapyuieHHs | YecT i 3anek l
HapyineHuss Ha MYCKyJIHO- Heuectu Myckynsa cnaboct
CKENeTHa CHCTEMA H
I_c*ne;mnmenﬂa TbKaH [ | _
Hapymenus na 6u6penmre 4 YecTH Xemarypusa”®
| NUKOYHHUTE NBTHILA Heuectn | 3aapnXKa Ha YpHHA"
HeuecTH KpbpBOH3NKB HA ypeTpata
' __ Heuectn | KpbBOH3NIHB HAa NHKOYHHA MEXYD |
| Hapywesss Ha 'Yectu EpexTunHa TMCOYHKIHA
pENpPOAYKTHBHATA CUCTEMA H
| [bpAaTa — |
OO0LUM HapYLIEHHS M
YCIIO’KHEHHA HA MACTOTO HA YectH [Inpexcus
| npunoxeHHe Heuectu bonku B NHKO4YHHA Mexyp*
HapansiBanns, OTpaBaHUA H HedectH ABTOHOMHS& aucpeduiekcus
YCIIO)KHEHHA, Bb3HHKHANH B
_pe3yJTaT Ha HHTEPBEHIIHH

TMOXCe 0a ce OBadICH Ha npoyedypama

® B ocrosHume OBoliHO-CAenu naayebo-KOHMPORUPARY RPOYHEAHUS npe3 nepeume 2 CeOMUYY caed
Aeqenuemo ca Ooxkiaoeanu ungexyuu Ha nukodnume nomuwya npu 4,0% om nayuenmume, nexysaru ¢
Lucnopm, u 6,2% om nayuesmume, aexysanu c niayebo. Hughexyuume na nuxownume nemuwa moz2am

Oda ooeedam 00 nuenonedpum.
*MoOJICe Od 8b3HUKHE, QKO NAYUEHMUME UMAm HenooxXo0Aw 2papuK 3G Kamemepusayus

nacmuse oauc &8b3 i

CneaHuTte HexenaHH NEKapCTBEHH PEaKLMH ¢a HabnioAaBaHH NpH NALHEHTH, JieKyBaHH ¢ JJHCnoOpT 3a
CNIACTHYEH TOPTHKOJNC.

CHcTeMo-0praHeH KJIac Hexenxana Peaknns YecToT2
HapyiueHus Ha HepBHATA CHCTEMA ["naBobonue, 3aMasHOCT, YectH

| _ _ JIHIICBA Nape3a J
HapyuieHus Ha QUMTE Pa3MazaHoO BH)KAHE, YecTtH

HaMansBaHEC HA 3pHTCIHATA

OCTPOTA .
IBoiiHO BHXKAaHE, NTO3a

el J




| Hewenana PeakumHs | Yecrora

| ckenetna Honaka, MHaNTH4,
bonka B KpalHHLHTE,

CacreMo-opraseH Kiac
PecnupaTopuu, rpbaHK H | JInchoHnA, AMCIIHESA YecTH
| MEAHACTHHANHK HapyLIEHHS Acnypauus Penku
CToMallHO-YpEBHYU HApYLIEHHS H3, CYXO0Ta B yCTara MHOro 4ecTH
_ lanene | Heuecty
HapyumieHns Ha MycKynHo-ckenetHara | MyckysHa cnabocTt I MHOro 4ecTH
CHUCTEMA H ChEAHHHUTE/IHATA ThKaH bonka BbB Bpara, MyCKYyJIHO- Yecmn

MYCKYJIHO-CKEJIETHA CKOBAHOCT _
MyckynHna arpodus, cMmylleHus | Heuectn
| B 4ENIOCTTA

IucharusTa e 10303aBHCHMA H CE € NPOABABAJIA Hali-uecTo Cliel HHXKEKTHpaHe B MyCKYNa sternomastoid.

Moxe na ce HanoXH JHEeTa ¢ NPpCAHNMHO MCKH XPaHH 0 YTHXBAHC Ha CHMIITOMHUTE.

bae Ui
Cnennvre HeXeJlaHH JIEKaPCTBEHN peakuuu ca Hab1i0AaBalK NPH NMALHEHTH, IEKyBaHH C JIMcnopT 3a
OnedapocnazbM H JTHLEB XEMHCIIAZEM,

CHcTeMO-OpraneH Kiac | Hewenana Peaxuust YecTOoTA

HapyioeHus Ha HepBHATa CHCTEMA JInuena napesa |Yeecrn |
[Tapanu3a na VII uepenno- Heuectn

_ MO3bYEH HEPB _

HapyliieHns Ha QUHTE [ IlTO3a . MHOro 4ectH

Jlunjaonus, CyxoTa B OUHTE, YecTHt
 YBEJIHYEHA ChJ3HA CEKpeLns .

Odranmornierus Penku _

HapyilueHus Ha koxaTa ¥ noAkokHata | EneM Ha kienava Yeetw ]

| ThKaH _ Entponuon | Penxu

Hexxenanure peaxiiiy MOraT Ja ¢€ NOSBAT C/I¢A Abj100KA HIH HENPABHIIHO NOCTaBEHA HHXKEKLIKA
HMucnopt 300 U, koero BpeMeHHO OH mapan#3upano Apyrure OJH3Kd MyCKYJIHH TPYNH.

XapaKTepHCTHKATA Ha HEXENAHHTE peakllii, ChoOHIaBaHH Ha KOMNAHHATA NO BPEME Ha

NOCTMaPKETHHIOBHA NEPHOJ MOKA3Ba, Y€ TE CA OTPAKEHHE Ha GapMaKONOrusTa Ha NNPOAYKTA H OTrOBapAT

Ha Te3H, HabmoAaBaly No BPpeMe Ha KIKHHYHKUTE H3NHTBAHHSA.

AXCHJIApHA XHOEPXHAPO3a
CnesHHTE HEXENaHU NEKAPCTBEHH PEaKLMH ca HaGMOAaBaAHH MPH NALMEHTH, JICKYBaHH ¢ JIHCmopT 3a
aKCHNIApHA XMIIEPXHAPO3a.

CucTeMo-opraseH KJaac Hexenana Peaknusg HecToTa _
HapylieHna Ha KOXaTa H NTOJKOXKHATA KoMmnecaropHo noreue YectH
ThKaH

TMapPKETHHI'OB O
[MpodurbT Ha HEXKENAHHUTE PEaKIHH, CHOOIIABAHH HA KOMMAHHATA IO BPEME Ha MOCTMapK
ynotpeba, oTpasssa ¢apMaKoJIOrHUHUTE CBONCTBA HA IPOAYKTA.




| EH@MEHHE KJIACOBE I Hexcenaug peaxnug | HecToTa |
Hapyunienns Ha HMyHHaTa CBpPBXYYBCTBHTEIHOCT C HeussecTHa 4ecTOTa

_CHCTEMA . |
Hapywienns Ha HepsHaTa Xunoecre3uns C Hen3BecTHA YECTOTA
CUCTEMA _
HapyiueHus #a MyCKyTHO- Myckyana atpodus C HeHu3BecTHa YecToTa
CKEeJETHATa CHCTEMA U
ChECIHHHTEIHATA ThKaH _

HexenanuTte peakuuy, NOMYUEHH B pe3yITaT Ha pa3snpoCTpaHsIBaHe Ha edeKTa Ha TOKCHHA KbM
OTAAICYEHH CIPAMO HHXXEKTHPAHETO MECTA, Ca JOKIaABARH B MOCTMAPKETHHIOBHTE YCJIOBHA KAKTO 32
Bb3PACTHH, TAKa M 3a NCAHATPHYHH MOy JIALHH.

Csb € HA [IOIO3HDAHH HEeXENaHK U

ChobLaBaHeTo Ha MOAC3HPaHH HEXXENAHW PeakLUMH cell pa3peluaBaHe 3a ynorpeda Ha 1eXapCTBEHHsA
APOAYKT & BaxHO. ToBa NO3BOJNABA A3 NPOAB/DKH HabNIOAEHHETO HA CHOTHOILEHHETO MON3A/PHCK 33
NIEKAPCTBEHHA NPOAYKT. OT MEAHLIMHCKHTE CNELIHAIHCTH CE H3UCKBA A& CHOOLLIABAT BCAKA MOA03HpaHa
HeXellaHa peaKLiHs Ypes:

HansHHTENHA areHuua 1o JIEKapeTBaTa

yn. ,,JJamau I'pyes* Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiit: www.bda.bg

4.9 Ilpeno3upane

[IpekoMepHH 103K MOraT Aa NPHYHHAT OTAANeYeHa OT MRCTOTO HA HHXKEKTHPAHE H Nb/lHa
HEBPOMYCKYJIHA napanu3a. [Ipeaosupanero Moxe aa J0BEE A0 MOBHLUEH PHCK OT MONaAaHe Ha
HEBPOTOKCHHA B KPbBHMS MOTOK ¥ MPHYHHH YCNOXKHEHHA, CBLP3aHH ¢ epexra Ha oTpaBsHe ¢ OOTYNHH
ciel nepopanHa ynorpeba (HanpuMmep aucharusa U auchoHus). Moxke aa ce HaNoXH nojAnoMaraHe Ha
AUIIAHETO B CJIYYAHTE KOraTo IIPEKOMEPHH JO03H NMPHYHHAT MMAapallH3a Ha pecInpPaTOpHHTE MYCKYJIH.
[IpenopruBa ce o0l NOAABPIKALLH MEPONPHATUA.

B cay4ail Ha npeao3HpaHe, NnaudeHTHT TPpAOBa Aa ObAe HabmoJaBaH NEPHOAHYHO 33 BCAKAKBH TPH3HALH
M/MJIH CUMIITOMH Ha [IPEKOMEPHRA MYCKYIJIHA cnabocT WM MycKynHa napanusa. [Ipy #eobxoguMmocT,
TpAOBa Aa Ce 3anoYHe CUMNTOMATHYHO JICUEHHE.

CHMIITOMHTE Ha [IPeAO3HpaHE MOXKE 3 HE Cce MOABAT HENOCPEACTBEHO ClEA HHXEKTHpaHe. B cnyyai Ha
HHLUMJCHTHO HHKEKTHDPAHE WIH NOTrbillaHe, TalMeHThT TpAOBa Aa ObAe NOA JeKapcKo HAbAOACHHE B
paMKHTE Ha HAKOJKO CEAMHLIH 38 BCAKAKBY NPU3HALH H/UJIH CHMIITOMH Ha NMPEKOMEPHA MYCKYJIHa
c1aboCT HIIH MYCKYJIHA Mapaju3a.

5. DPAPMAKOJIOTHYHN CBOUCTBA
5.1 PapMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: J[pyri MyCKyJIHH pelnakCaHTH, NepUPEPHH peNaKCaHTH
ATC xoa: MO3AXO01




KoMmiekesT TOKCHH-xeMarnyTHHMH oT Clostridium botulinum Tan A 610kHpa neprdepHara
XOJTHHEPTHYHA TPAHCMHCHS Ha HEBPOMYCKYJTHHTE CBbP3BaHHA UPE3 NPECHHANITHYHO Bb3eHCTBHE BHPXY
Y4acThI[HTE NPOKCHMAJHO Ha OTACAAHETO HA AUCTHAXONHH. TOXCHHBT AEHCTBa BbPXY HECPBHHTE
OKOHYAHHS 38 MOTHCKAHE HA Te3H MPOSBH, KOMTO ce NpoBokupaT ot Ca?’, koeTo ¢ Hail-CHIHO H3Pa3eHo
npy ocBoOOXKAABAHETO Ha MeauaTop. Tol He 3acsra NOCTraHrMHOHApHATa XONHHEPrHyHa TPAHCMHCHA

HJIH NOCTraHTTHOHAPHATA CHMIIATHKOBA TPAHCMHCHA.
JlelicTBHETO HAa TOKCHHA BKJKOYBA [IbPBOHAYANHO ObP30 U aKTHBHO CBBP3BaHe ¢ IPeCHHANTHYHATA

HepsHa MemOpana. Crel TOBa TOKCHHBT Ce pa3npoCcTpaKsaBa, NPecHya NpecHHanTH4HaTa MeMOpaHa, Ho
He NMpeau3BHKBa NOABA Ha napanu3a. Hakpasd TOKCHHBLT NOTHCKA OTACNAHETO HA AUCTHJIXONHH Ypes
HapyllasaHe Ha Ca’'- 3aBUCHMHTE MEXaHH3MH Ha OTAENsHE HA ALIETHIXOMHH, IPH KOETO HAMAJIABA
[MOTEHLHANA Ha KpaliHHTE HEPBHH OKOHYAHHA H NpPEAX3BHKBA MAapain3a.

[1pu n3cnenBaHMs ¢ OMIHTHH XHBOTHH BB3CTAHOBABAHETO HA MPOBEXKAAHETO HA HMITY/ICA HACTBIBA
[MOCTENEHHO ¢ 00pa3yBaHETO Ha HOBU HEPBHH OKOHYAHHA H C OCBILECTBABAHETO HA KOHTAKT €
NOCTCHHANTHYHOTO MOTOPHO KpaitHo okoH4aHHe (TU104Ka), KOETO NPOABIKaBa 6-8 ceaMHLIH.

Cnen MHTPAAETPY3OPHO HHIKEKTHPAHE 32 IeUeHHE Ha HEBPOreHHA CBPBbXaKTHBHOCT HA AETPy30pa

TOKCHHBT Bb3AEHCTBA BbPXY e(EePEHTHHTE NBTULIA HA ACTPY30PHATA AKTHBHOCT 4Ype3 HHXHOMpaHE Ha
oCcBOOOKIaBAHETO Ha aleTHNXONHH. OCBEH TOBA TOKCHHBT MOXE Aa HHXUOHpa adepeHTHHTE

HEBPOTPAHCMHTEPH U CEH30PHHTE MBTHILA.

CumMnmomMamiuuio J1e4enue Ra POKATHA CRACMUNHOC NP 8B3PACMH U NAUUCHMU

Topen xpainux

EdukacHoctra v Oe3onacHoCcTTa Ha JIMCNOPT NIpH JIeYEHHE HA NTOPEH KpaHHUK ca OLCHEHH B
paHAOMH3HPAHO, MHOTOLIEHTPOBO, ABOHHO-CIIANO, N1aLe60-KOHTPONHPAHO H3NHTBAHE, KOETO €
sxmouBaso 238 nauuentH (159 na ucnopt ¥ 79 Ha naanedo) CbC CNACTAYHOCT Ha NOPEeH KpaKHHK, NpH
KOMTO Ca MMHAJIH 1TOHEe 6 Mecela OT MO3bYEeH HHCYJIT UIH MO3bYHa TPaBMa.

OCHOBHHAT Noka3arel 3a ¢eKTHBHOCT € MYCKYJIHHAT TOHYC Ha OCHOBHATA Lie/ieBa MYCKYJIHA rpyna

(OLIMI) npes ceamuua 4, uamepen upes Modified Ashworth Scale (MAS), xato mbpBHAT BTOPHYEH
xkpuTepuii € o0inara ouenka Ha nexaps (Physician Global Assessment (PGA)) Ha oTroBopa cnipsmMo
neyeHnero. INaBHUTE pe3yNTaTH, OCTHIHATH Npe3 ceAMHLAa 4 H cexMuua 12, ca nokasaHH no-ouy:

l - o " Cezmuua 4 o CenMHua_TZ
[Inauebo | ducnopr | Hucnopr | Tlhaue6o | Hucnopr | Jducnopt
(N=79) | (500 (1000 (N=79) (500 | (1000
CAHHHLH | eHMHHLH eAUHHUHK) | eaAMHHLH
) ) (N=80) )
- (N=80) |(N=79) | | (N=79)
LS cpeana npoMsiHa OT
M3XOAHATa CTOHHOCT B -0,1 -0,7%* -0,8%*
-0,3 -1,2%* -1,4** - > >
MYCKYJIHUA TOHYC Ha n=73 n=76 =76
O ypes MAS _ | | _ _ '
LS cpeana PGA na "
OTrOBOpA CIPSAMO 0,7 1,4* 1,8%* [}4 (}'5 110
EUEHHETO n=75 n=76 n=76
| LS cpeaHa npomsiHa ot B
Haxoniaa CTORHOCT B 03 | 14t | oLev |03 -0,7%
MYCIGIIFIL TOY n=54 | n=57 | n=58 =52 =54
dneKcopyTe Ha KMTKATa
_ype3 MAS L _ I |




upe3 MAS

LS cpeada npoMaHa OT
M3XOMHaTa CTOHHOCT B
MYCKYJIHHS TOHYC Ha
(nexcopHTe Ha NPBCTHTE

-0,3
n=70

-0,9*
n=66

_1,2%%
n=73

-0,1
n=67

-0,4*
n=62

-0,6*
n=70

upe3 MAS

LS cpeaHa mpoMsiHa OT
H3XOAHATa CTORHOCT B
MYCKYNHHS TOHYC Ha

(IEeKCOPUTE Ha NAKLTA

-0.3
n=>56

-1,0*
n=61

-],2%*
n=48

Cpenxa npoMsaHa ot
H3XOAHATa CTOHHOCT Ha
MYCKYJHHS TOHYC Ha
EKCTCH30PHTE Ha paMoTO

| upe3 MAS (1)

-0,4
n=12

-0,6 -0,7
n=7 n—=6

H mnatebdo

*p<0,05; ** p<0,0001;
LS = na#i-mankure kpazaparH (Least Square)
(1) He ca npaBeHH CTATUCTHYECKHK H3CAEeJBaHNA NOPalH HHCKATa YeCTOTa Ha FPYINHTE C ACKAPCTBEH NPOAYKT

-0,3
n=53

-0,7*
n=>58

-0,8*
n=46

0,0
n=12

-0,9
n=7

0.0
n=6

I—

HapbpliieHO e oleHsBaHe CNOope] CKanara Ha olieHKa Ha HecrtocoOHocTTa (Disability Assessment Scale
[DAS]), 3a na ce npoyuH eeKTa Ha JIeYEHHETO BbpXy (PyHKUHOHAIHH HapylUeHHs. PesynTrTe Ha
pecnionaepute no DAS 3a ocHoBHara uen Ha aeuyenuero (ITT Population) ca noka3aHn no-aouy:

['pyna - Ceamuna 4 Ceamuua 12
% pecnonaepu YopecnoHACPH
r—ﬂucnom 500U 50,0 413
n=80 n=76
p=0,13 p= 0,11
| annnp’r- 1000U 62,0 55,7
n=78 n=76
p=10,0018 p = 0,0004

[Tnaue6o 39,2 32,9
n=79 n=73

*O0nacTu, BKNIOdeHH B DAS, ca xuruesna, no3iu{s Ha
KpaiHHKa, obnuyane U Gonka.

Kakro 500 U, Taka 1 1000 U uMar kaTo pe3ynTar CTAaTHCTHYECKH NoA0OpEHHs npe3 ceaMuua 4 Ha brbia
Ha CMIACTHYHOCT H CTETNEHTA Ha CIIaCTHYHOCT, CIIOPe] oLeHABaHe Mo cxanata Tardieu, BB BCHUKH
MYCKYJIHH rpynu (MieKcopH Ha NpbCTHTE, KHTKATA MM J1aKbTA) B cpaBHeHHE ¢ Miauebo. Hamanssanero
Ha CTENEHTa Ha CIIACTHYHOCT € 3HAYHTENHA M Npe3 ceAMHLIA 12 3a BCHYKH MYCKY/IHY TpYIH MpH 1033
1000U B cpaBHeHHe ¢ nnauedo.

JlaHHHTE NOKA3BAT CTATHCTHYECKA 3HAMUMOCT Ha NMOAOOPEHUATA HA aKTHBHHUSA 00XBaT HA JABHXXEHHE Npe3

4-ta cenMHila, cnen npuiamkeHue Ha Jucnopr 1000U H3paseHn upes KAMHHYHO 3HaYHMH Ip
MYCKyNHTe Ha nakbTa (+18,3 rpagyca), kurkara (+35,2 rpanyca) u npscrure (+11,8 rp




rpynara ¢ naaue6o muncea nogobpenne. Jucnopr 500U nokassa nogobHu SnaronpusaTHH eGeKTH BbPXY
AKTHBHHA 00XBaT HAa JIBUXKEHHE HA MYCKYJIMTE HA NPBLCTHTE.

YCTaHOBEHA € MO-BHCOKA CTATHCTHYECKA AOCTOBEPHOCT HA NOAOOPEHUATa NpH NOCTABAHE HA IIKHA Ha
HacneaBaHuTe CyOeKkTH, B rpynuTe TpetHpanu ¢ [incrnopt 1000 U u 500 U npe3 4 u 12 ceamuua, B
CpaBHEHHe C I'pynara, B KOATO € H3non3saHo miauedo.

donen Kpaunux

EduxacHocTTa 4 6e3onacHocTTa Ha JiUCNOpT 38 NeueHHe Ha CNACTHYHOCTTA Ha NOJIHHTE KpaHHHLH Ca
OLICHEHH B LIEHTPAIHO, PAHAOMHIHPAHO, MHOIOLIEHTPOBO, ABOHHO-CNANO, M1aLe00-KOHTPOIHPAHO
Npoy4BaHe, BKMOUBALLO 385 NaLMEeHTH cied HHCYAT H MO3bUHO YBpexkaaHe (255 Ha DYSPORT u 130
NEKYBaHH ¢ Maleto nauMeHTH) CbC CNACTUYHOCT Ha JONHUTE Kpalinui. OCHOBHaTa KpaiiHa TouKa fellie
olieHKaTa cnopes Moaudpuuupanara ckana Ha Amyspt (Modified Ashworth Scale (MAS)), ouexexa B
rne3¢HHara CTapa.

O6wusT obeM ot 7,5 ml or Tucnopr 1000 U (N = 127), Aucnopt 1500 U (N = 128) unx nnanedo (N =
128) Oeilie pasaencH MEXAY MYCKYJIHTE FACTPOKMEHYMA H CONEYC M HaH-MaJIKO Olile €AHH MYCKYJT Ha
INONHUTE KpaHHULM CrIOped KINTHHUYHOTO NPEACTABAHE,

ITpu ouenkara cnopes MAS B mie3eHa ¢ pa3slIMpEHHE KbM KOJNFHOTO (BKJIKOYBALILA BCHYKH MIAHTAPHH
duiexcopH) ce HabmogaBa cTaticTHYeckH 3HaYHMo noaobpense 3a 1500 U. Ilpu ouenkara cnopea MAS
B [71€3eHa ChC CIBHATO KOMAAHO (BKIIOYBAILA BCHYKH IJIAHTAPHH (IEKCOPH ¢ H3KIIOYEHHE HA
racCTPOKHEMHYC) CTATHCTHYECKH 3Ha4YMMO noaobpeHue ce Habmonasa Kakro 3a 1000 U, taka 1 3a 1500 U.

[TonoOpeHusTa B CIACTHMHOCTTA HA [TIE3€HHATA CTABa Chilio 65Xa JIEMOHCTPHPAHH C U3MOI3BaHE Ha
Cxanara Ha Tapapo (Tardieu Scale (TS)) cbe cTaTHCTHYECKH 3HaYHMH MOAOOPEHHS B CTENEHTA HA TEKECT
Ha CIACTHYHOCTTA, HA0MoAaBaHa KakTo nmpH 4o3H ot 1000 U, Taka u npn 1500 U. Jleyenuero ¢ ucnopr e
CBBbP32HO ChILO ChC CTATHCTHYECKH 3HAYUMO KNHHHYHO NOJOOPEHHE H NPH IBETE NO3H, H3MEPEHO Ypes3
olienkara cnopea O6uara oueHka Ha nekaps (Physician Global Assessment (PGA)).

Cneji 3aBbplIBEHE HA TOBA NPOyUBaHe 345 NalMEHTH BIS30Xa B OTKPUTO IPOAB/DKEHHE Ha NPOYYBaAHETO,
npu koeTo noBropHoTo jnedeHue ¢ Jucnopr 1000 U wnu 1500 U Gelue onpeneneHo oT KNHHHYHHTE
HY)KIH. Y4YacCTHHIH CbC ChN'BTCTBAIA CNACTHYHOCT HA TOPHUTE KpaHHHIIH Ca HMAJIH Bb3MOKHOCT 4
Obaar nHxexTpans ¢ Jlucnopt 500 U B 3acerHarns ropeH kpaiiHuk, B pombanesune koM 1000 U B nonen
kpaliHuK, ¢ MakcHManHa o6iia go3a 1500 U. [lonobpenusra Ha napameTpute Ha epukacHocTra (MAS,
PGA u TS), naGmonaBanH cnep 4 ceIMHLIM Ha ABOHHO-CAANO JeHeHHe ¢ JIUCnopT B N0/1eH KpafHHK,
POABL/LKABAT Ja ce noaoOpaBar npu nosropHo JeveHue. He ce Habntogasa rnonobpsBaHe Ha CKOPOCTTA
Ha XOJEeHe Clell EAHOKPATHO JieueHHe B ABOHHO-CIANOTO NpOyYBaHe, HO ce Habnionasa ciea NOBTOPHO

JCUYCHHC.

Hunamuuna oepopmayua Ha X00UI0MO Mun eKSURYC, OWINCAULA Ce Ha CRACIMUSHOC RPU nayueRmu
¢ 0emcKa uepebpanna napanula va ev3pacm 06e UL noeeye 200U

[IpoBeneno € ABOHHO-CNANO, M1ARe60-KOHTPONIHPAHO MHOTONEHTPOBO H3nuTBaHe (M3nuTBane Y-5)5-
52120-141) npu aeua ¢ AHHAMHYHA JePopMallisg Ha XOAHJIOTO THN €KBYC, AB/DKALLA C€ Ha CITaCTHYHOCT
NPpH NALHEHTH ¢ liepeOpanHa napanu3a. O6wwo 235 nekyBaHH MIIH HEJEKYBaHH CnpsaMo OOTYJIHHOB
TOKCHH NauMeHTH ¢ Moanduuupan pesynrar no Ashworth (Modified Ashworth Score — MAS) or creneH
2 WM 0-BHCOK Ca OMH onpeaeneHy Aa nony4asar Incnopt 10 enunuun/kg/kpak, ducnopr 15
eauHHIW/kg/Kpak win naanedo. 41% or nauneHTHTE ca NEKyBaHH ABYCTPaHHO, KATO B pe3yJITAT ca
nonyyasaayn nosa Jucnopt 20 eaununw/kg unu 30 equnuun/kg. OCHOBHUST NoKa3saren 3a e(PpeKTHB
CpenHaTa NpOMAHA CIPAMO H3XOAHOTO HHBO HA MAS B niaHTapHHTe qUIEKCOpH Ha Fne3eHa n
Cenmuua 4. Bropuununte nokazareni 3a egekTHBHOCT ca o01jara ouneHka Ha nekaps (Physici




Assessment — PGA) W cpeaHHuAT pe3ynTar no cKajara 3a nocturasne Ha nenara (Goal Attainment Scaling —
GAS) npe3 Ceamuua 4. ITaneHTHTE ca NPOCASAABAHH Npe3 NoHe 12 ceaMuLy criel| ieYeHHETo 3a
MakcHManHo 28 ceamuuy. Chea NpUKAOYBAHE HA MPOYUYBAHETO Ha MALIHSHTHTE € NPEAIOKEHO Ja Ce
BKJIIOMAT B OTBOPEHO YABIKEHO NTpoy4BaHe (npoyusane Y-55-52120-147).

Ipomana ua MAS cnpamo H3x01H0TO HEHBO npe3 Ceamuna 4 u Ceamuua 12, PGA 1 GAS npes
Ceamana 4 u1 Ceagmuna 12 (ITT nonynanus)

_ | ITCTIOPT
[TlapameTsp [Inauebo 110 U/kg/kpak 15 U/kg/xpak
(N=77) (N=79) (N=79)
LS cpenna npoMana Ha MAS or 1
U3XOAHaTa CTOHHOCT B IVTAHTAPHHTE
dnekcops Ha rne3eHa
Ceamuua 4 -0.5 -0.9 ** -1.0 ***
Ceamuna 12 -0.5 0.8 * -1.0 ***
LS cpeldeH pezymMa OTrOBOpa
CTPAMO JiedeHHeTo [b]
Ceamnua 4 0.7 1.5 **x 1.5 ***
Ceamuua 12 0.4 0.8* 1.0 **
I'LS cpeacH pesyﬁ'r_a-r GAS [a] |
Ceamuua 4 46.2 51.5 %+ 50.9 **
Cenmnua 12 45.9 52.5 ¥%* 50.5*
* p<0,05; **p< 0,003;7"* p< 0,0006 B cpapHeHKe ¢ naauedo; LS= Hall-mMankHTe xna,uparrh (least square)
[a] pesyaarsT GAS H3MepBa Nporpeca cripiMo LieNUTe, KOUTO ca W30paHH Ha H3XOAHOTO HHBO OT CITHCHK OT
npaHaaecet kateropui. Ilerre Hait-uecto n3dHpanu uenm ca nogodbpasaxe Ha xoaeHero (70,2%), nonobpen
6ananc (32,3%), HaManeHa yecTora Ha naaaHe (31,3%), HaManeHa yecrora Ha npemsBaHe (19,6%) 1
noaobpera aapexausoct (17,0%).

Ha0nionasa ce noao0peHHe Ha CIIaCTHYHOCTTA Ha IUTAHTAPHHTE (UIEKCOPH Ha I[71€3€HA, OLEHEHO 10
ckanata Ha Tardieu. CreneHnta Ha cnacTH4HOCT (Y) € CTATHCTHYECKH 3HAYUMO NOAOOpeHa, B CpaBHEHHE C
nnauebo, kakro B rpynara ¢ neuense ¢ Jlucnopt 10 eannuum/kg/kpak, Taka yu B tazu ¢ 15
eanHuun/kg/xpak, npe3 Ceamuua 4 n Cegmuua 12, a bruiabT Ha peakiius (Xv3) e 3HaUHTENEH NpH
rpynara ¢ Jlucnopr 10 eauHunm/kg/xpak npe3 Ceamuua 12 v npu rpynara ¢ Jlucnopr 15
ennHUL/kg/xpak kakto npe3 Ceamuua 4, Taka u npe3 Ceamuua 12.

U apere rpynu, nexkyranu ¢ Jlucnopr 10 enurnun/kg/kpak 4 15 eaunuun/kg/xpax, AeMOHCTpHpar
3HAYHTEJTHO MOKOOPEHHE CNPSAMO H3XOAHOTO HHBO B OOLLHMA pe3yaraT no ckanara 3a Habmonasaxa
noxonka (Observational Gait Scale — OGS) npes Ceamniua 4 B cpaBHeHHe ¢ N1aLedO H CTATHCTHYECKH
3HAYHTENHO No-BHCOK Opoif nalMeHTH ca OWik ¢ OTNOBOP HA JICYEHHETO 33 NBPBOHAYANICH KOHT:

no OGS npe3 Ceamuua 4 u Ceamuna 12.




PopuTtenute ca nonbAHKWIN cneundHuHuA 3a cbeTosHueTo Moaya 3a LIl 3a nequarpHuso Ka4eCTBO Ha
KMBOT. IMa cTaTHCTUYECKH 3HAYHMO NOACOpEHHE CIPAMO H3XOAHOTO HUBO Ha yMopa npe3 Ceamuua 12
npH rpynure, nexysatH ¢ qucnopr 10 eaunuun/kg/kpak H 15 eauunun/kg/kpak, B cpapHeHHe ¢ niaiebo.
[Tpu ApyruTe NOA-CKANK He ca HabMonaBaHy CTATHCTHYECKH 3HAYMMH MOA0OpEHHA.

Cnen npukio4BaHe Ha TOBa M3cheaBaHe, 216 mauueHTH ca ce BKIIIOMHIIH B OTBOPEHO YABIIKEHO
npoyusane (Y-55-52120-147), B Ko€TO ca MOXEIH Jia IOAYYAT NOBTOPHO JieUeHHE cnope] KIHHHYHATa
Hyxaa. Kaxro aucranHuTe (npacell, CONEyc 4 3aieH NHILAT), TAKa H MPOKCHMATHHTE (IPACLINTE H
OepeHUTE aJYKTOPH) MYCKYJIH € MOXKENO 12 ObAaT HHXKEKTHPAHH, BKITIOYHTETHO H HHXKCKLUHH Ha HAKOJKO
suea. EQukacHocTTa ¢ HabnionaBaHa NpH NOBTOPHHTE TEPANEBTHYHH CECHH B NPOABJIKCHHE Ha A0 |
roiMHa, npu oucHsasate no MAS, PGA u GAS.

DOKATHA CRACIMUNROCT, 3ACR2ANLA 20D KPAITHUWK npU RALUeHmMU C 0emCKa yepebpanna napalusa,
HA 6v3pacm Oée unu noeeye 200UnU

E¢ukacnoctra # 0e3onacHocTTa Ha JIUCMOpPT 3a IeYEHHE HAa CNAaCTHYHOCT Ha TOPHH KpalHHLH [IPH JeLa
Ca OLIEHEeHH B PAaHAOMH3MPAHO, MHOTOLIEHTPOBO, 1BOHHO3acHENeHo, KOHTPONMHPaHo NpoyYBaHe, IpH
xoeTo ce cpaBHaBat 7034 8 U/kg u 16 U/kg B n3bpanns 3a npoy4YBaHETO ropeH KpaHHHK CIPAMO
KOHTPOJIHA TPyna, npHeMaiia Hucka aoza 2 U/kg. B npoyusaHeTo ca paHAOMH3HpaHH o0wo 212
NAUHEHTH ChC WK 03 NMPeAHLIHO NeyeHHe ¢ 60TYTHHOBH TOKCHHH, KOHTO HMAT CHaCTHUHOCT Ha FTODHHTE
kpaliHMin nopaau uepeGpanHa napanusa (oueHka no MoauduuupaHarta ckana Ha Amryspt (Modified
Ashworth Scale — MAS)> 2 B oCHOBHATA LieJieBa MyCKY/iHa rpyna (primary targeted muscle group —
PTMG).

Cnes mbpBOHAYATHOTO JICHEHHE € HMAJIO Bb3MOXKHOCT Ja C€ NpUiarar 40 3 J10NMbJIHHTENHH JISUeHHA ¢
Jucnopt B nnanupaHu Ao3u 8 U/kg unn 16 U/kg, BeripekH ue H3CNeAOBATENAT € MOXKEN /1a PeLlH Aa
YBEJIMUH WX HaManu ao3ata (6e3 na npepuwasa 16 U/kg).

OG1aTa a03a JIHCHOPT € HHKEKTHpAHA HHTPAMYCKYJTHO B 3aCErHATHTE MYCKYJIH Ha TOPHHA KpaHHHK,
xoeTo Binoysa PTMG ot daekcopuTe Ha NaKbTA WIH Ha KMTKATAa, KakTO H APYTH MYCKYJIH Ha OpHHs
kpaliHHK cnopea nposiBara Ha 3a6onaBaHero. He ce e fonyckano npunarane na noseue ot 0,5 ml B
MACTOTO Ha HHXXeKTHpaHe. Jlonyckano ce ¢ ofaue noseye OT EAHO MACTO Ha HHIKEKTHPAHE 38 MYCKYIJL.

[TLpBUYHHSAT NMOKa3aTeN 32 ePHKACHOCT € CpeHaTa NPOMAHA OT H3XOAHOTO HHBO HAa MAS B PTMG B
ceaMHUa 6. BropHuHH MoKa3aTenH 3a ebHKacHOCT ca cpeaHara raofanHa oueHka Ha nexaps (Physicians
Global Assessment — PGA) # cpeaHaTa OLlEHKA 1O CKAIaTa 3a nocturane Ha uenta (Goal Attainment

Scale — GAS) B ceaMuiia 6.

IIpomana Ha MAS cnpsMo H3XOJHOTO HHBO B ceAMHIa 6 H cenmuna 16 npA OCHOBHATA Le€BA
MycKyaua rpyna (primary targeted muscle group — PTMG), PGA 1 GAS B ceamuna 6 u cexMmuna 16
— TepaneBTHYEH NHKDLJ 1 (PAaHAOMHIHPAHA DONYJAANHS

Jucnopr 2 U/kg Hucnopr 8 U/kg Hucnopr 16 U/kg
| _ (N=71) =70) =71
Ouenxka PTMG MAS
Ceamuua 6
Cpenna npomsaHa Ha LS (95% ClI) -14 (-1,7, -1,2) -1,9(-2,1,-1,6) -2,2 (-2,4,-2,0)
Paznuka cnpamo 2 U/kg (95% CI) -0,4 (-0,8, -0,1) -0,8 (-1,1, -0,5)
p-CTOAHOCT 0,0093 <(,0001
Ceamuua 16
Cpeana npomsna Ha LS (95% CI) -0,9 (-1,2, -0,7) -1,3 (-1,5, -1,0)
Paznuka cripamo 2 U/kg (95% CI) -0,3 (-0,7, 0,0)
p-CTOHHOCT | 0,0573




C otrosop no MAS, ceamnua 6
noaofpenne > 1 creneH
bpo# yuacTanum (%) 56 (78,9) 61(87,1) 66 (93,0)
OTHOLIeHHEe Ha WAHCOBETE CIIPAMO 2
Ulkg (95% CI) 1,7(0,7,4,2) 4,6 (1,4, 15,4)
p-cTofiHOCT 0,2801 0,0132
noaobpenue > 2 crenel, n (%)
Bpo# yuacthuu (%) 32 (45,1) 47 (67,1) 55(77,5)
OTHOWEeHHe HA LIIAHCOBETE CIIPAMO 2
Ulkg (95% CI) 2,4(1,2,4,8) 4,3 (2,0, 9,0)
pP-CTOHHOCT 0,0129 0,0601
nopobpeHHe > 3 crenen, n (%)
bpo# yyacTHuuM (%) 14 (19,7) 25 (35,7) 35 (49,3)
OTHOIIEHHE Ha ILIAHCOBETE CIPAMO 2
Ulkg (95% CI) 2,3(1,1, 5,1) 4,2 (1,9, 9,0)
p-CTOHHOCT 0,0326 0,0003
Ouenka PGA
Ceamuua 6
Cpennu LS (95% CI) 1,6 (1,4,1,9) 2,0(1,7,2,2) 2,0(1,7, 2,2)
Paznuxka cnpamo 2 U/kg (95% Cl) 0,3 (0,0,0,7) 0,3(0,0,0,7)
P-CTOHHOCT 0,0445 0,0447
CeaMHua 16
Cpennu LS (95% CI) 1,6 (1,3, 1,8) 1,5 (1,3, 1,8) 1,7 (1,5, 2,0)
Paznanxa cnpamo 2 U/kg (95% CI) -0,1 (-0,4, 0,3) 0,2 (-0,2,0,5)
p-CTOMHOCT _ 0,7797 0,3880
Obua ouenka GAS [a] |
Ceamuua 6
Cpenun LS (95% CI) 51,2 (48.8, 53,6) 51,4 (48,9, 53,8) 52,3 (49,8, 54,7) -
Pazmuka cnopamo 2 U/kg (95% Cl) I 0,2 (-3,2, 3,5) 1,1 (-2,2, 4,4) 1
p-cTofiHOoCT 0,9255 0,5150
CenmHila 16
Cpeanu LS (95% CI) 53,3 (50,6, 56,1) 52,8 (50,1, 55,6) 54,6 (51,8, 57,4)
Paznuka cnpamo 2 U/kg (95% CI) -0,5 (-4,3, 3,3) 1,3 (-2,5, 5,0)
p-CTORHOCT | 0,7862 | 0,5039

LS - Hait-manxu Kna.npam_

PTMG — oCHOBHA LieNeBa MYCKYJIHa rpyna {((peKcopH HA JaKbTS HIH KHTKATA)

[a] YeTrpHTe Hali-uecTo H3OMpaHK MbPBUYHH LIENIH ca AOCTHIaHe, XBalllaHe M MyCKaHe, M3MNOJI3BaHe Ha KpalHHKa
3a MOANMOMAraHe Ha CTabMAIHOCTTa M MO-TONAMO YHACTHE Ha 3aCErHATATA PbKa B €XXEAHEBHHTE AEHHOCTH.

:

Habmoaasa ce noao6penure B cnacTiyHocTTa B PTMG Ha daekcopuTe Ha naKbTd ¥ KHTKATA, OUCHEHO MO
ckanata Ha Tardieu. Ilpy dnekcopuTe Ha NTaKbTA 3HAYHTETHO ce NOACOPABA BIBHJILT Ha XBawaxe (Xv3) 3a

Iucnopt 8 U/kg u 16 U/kg B ceamulia 6 u ceamulia 16 B cpasHenue ¢ qucnopr 2 U/kg. Crenexra Ha

cnactTiyuHOCT (Y) € cTaTtcTHYECKH 3Ha4HMa 33 Jlucnopr 16 U/kg B ceamnana 6 1 ceaMmuua 16, Ho He U 3a
Jiucnopr 8U/kg. INpu ¢nexcopute Ha kuTkata 3a [iucnopr 16 U/kg 3nauutenno ce nonoOpaBaT brujbT
Ha xpauase (Xv3) u crenenta Ha cnactHuHocT (Y) B ceamuua 6, HO He ¥ B ceamuua 16. JIncnopr 8U/kg

He MOKa3Ba CTaTHCTHYECKH 3HauuM edekT B cpaBHeHHe ¢ Jlucnopt 2 U/kg.

PesyntaTure 3a NbPBHYHHSA H BTOPHYHHTE MOKA3aTENH 32 €PHKACHOCT AOMBAHUTENHO CE MOJKPENAT OT

MONOKHTENHHN PE3YITATH MO NEAHATPHYHATA CKala 3a Ka4ecTBO Ha xuBoT (Paediatric Quality of Life
Inventory) B Moayna 3a ucpebpanHa napanusa.

B nbpBHA TeparieBTHYEH LIMKBJ [TOBEHETO Y4aCTHULY, JIEKYBaHU ¢ JUcnopT, NpeMHHAaBaT
nederne 10 ceaMuua 28 (62,3% B rpynara Ha JAucnopr 8 U/kg v 61,4% B rpynara Ha ]l




BBIIPEKH Ye 0 ceaAMHLUA 34 He ce Hanara neYeHHE NpH Haa 24% or y4aCTHHIIUTE H B JIBETE TEPANeBTHMHH
rpynu.

Ypunapna unxonmunenyus, Ovadcamia ce Ha He6POEHKA CEPBXAKMUBHOCM KA dempy3opa.

[IpoBefieHH ca ABE paHAOMH3UPAHH, ABOHHO-CliENH, L1aue00-KOHTPOIHPAHH, MHOMOLIEHTPOBH OCHOBHH
KAMHHYHH NPOYUBAHUA TIPU NALMEHTH ¢ YPHHApPHA HHKOHTHHEHILIHs, IbJKAlla Ce HA HEBPOreHHa
CBPBXaKTHBHOCT Ha JeTPy30pa. BcHukH mauuenTH Beye Ca H3MOM3BAIH KATCTCpH3aLlHs 32 PEAOBHO
H3Npa3BaHe Ha MUKOYHHS CH MEXYP H ca OHJTH HeaeKBaTHO JIEKYBAHH C NEPOPATHH TECPANHH;
NaLMEHTHTE ca OHIH JIeKyBaHHU/HENEeKYBaHU ¢ OOTYJIHHOB TOKCHH KATO MPEeAXOJHO HHTPAAETPY30PHO
neyeHde. B paMkuTe Ha aBeTe npoyuBaHus o0LI0 485 mauneHTH ¢ yBpexJaHe Ha rpbOHaYHUA MO3bK
(N=341) unu ¢ MHOXecTBeHa ckiepo3a (N=144) ca panaoMH3HpanH 3a nony4dasade Ha Jucnopt 600 U
(N=162), Ducnopt 800 U (N=161) nax mmnauedo (N=162). Jleuenvero e npuiokeHo LHCTOCKOICKH, NOJ
dopmaTa Ha 30 paBHOMEPHO pas3NpeneieHH HHTPAAETPY30PHH UHIKEKLHH, KaTO Ce H30ArBa TPUTOHBT.

[TpodunakTHYHATE aHTHOHOTHLIM CE NPHIAraT OT NOHe 3 JHH NPEAH NPHIAraHeTo Ha JIHCnopT H
NpOAB/DKABAT []a C€ NPHEMaT NOoHe 3 AHM Cnel npunaraneTo Ha Jlucnopt. Cnea MbpBOHAYATHHSA KYPC Ha
JeYcHUE NalMeHTHTE MOTaT Ja NoJyyaT AOIMBIHHUTENHH KYpcoBe Ha neueHue ¢ Jucnopr 600 U unu
Hucnopr 800 U npH H3MbIHEHHE HA KDHTEPHHTE 3a NOBTOPEH KypC Ha JEUCHHE,

[TbpBHYHATA KpaifHa Touka 3a e(HKACHOCT ¢ NPOMAHATA OT H3XOAHOTO HHBO 0 cemMuLia 6 B Opos Ha
CeIMHYHHTE €NH30/H Ha YPUHAPHA HHKOHTHHCHIKA, BTOpHUYHHTE KpaltHH TOYKH BKJIIOUBAT J€la Ha
naHeHTHTE 6e3 €eNH30AH Ha YpHHApHA WHKOHTHHEeHLMs 10 ceamuua 6 (100% namanenne), npoMaHara ot
H3XOJHOTO HHBO J0 ceaMHLA 6 B oOeMa Ha eHO H3npa3Bane, peaiua ypoaHHaMHUHH NapaMeTpH
(I'BJIHELLA LIMCTOMETPUS ), BBIPOCHHK 3a KAYE€CTBOTO Ha HBOT NMpH WHKOHTHHEHUHS (I-QOL; BkmouBa
OrPaHHYHTENHO H30ArBalLO NOBEACHHE, MICHXOCOLHANHO Bb3ACHCTBHE H COLHANHO CMYLIIEHHE) H
reHepayHO BNEYaT/ICHHE 38 OTMOBOPa Ha JICYECHHETO.

PesyntatuTe oT 0060011leHHTE OCHOBHH MPOYYBAHHA Ca NPEACTABCHHU B TA0IHLATA NO-A01Y:

IILpBRYHE H BTOPHYHH Kpaiine ToukH B 0600611eHE OCROBHH NPOYUBAHHSA (PAHIOMH3IHPAHA

HOE!HaEHﬂ!

Tnaue6o Hucnopt 600 U Hucnopt 800 U
_ _ | (N=162) | (N=162) | (N=161) ]
CeaMHYHHE eNA30AH HA
YPHHAPHA HHKOHTHHCHIHSA
Ceagmnunua 2
Cpeana npomana Ha LS (SE) -11,3 (1,4) -19,9 (1,4) -21,9 (1,4)
Paznuka cnipgMo maauedo (95% 8.6(-12.2. -4.9 10.6 (-14.3. -7
CI) '!(' 15':) - #(' :3:':0)
pP-CTOHHOCT <0,0001 <0,0001
Ceamuna 6
CpenHa npomsaHa Ha LS (SE) -12,7 (1,4) -22,7 (1,3) -23,6 (1,3)
0
Cl)Paaona cnpsiMo mauedo (95% -10,0 (-13.5, -6.5) -10,9 (-14.4, -7.4)
pP-CTOMHOCT <0,0001 | <0,0001
Ceamuna 12
Cpenna npomsaHa Ha LS (SE) -9,2 (1,5) -20,4 (1,5) -22,8 (1,%)
L)
oy CTIPAMO TIRNER0 (5576 13 (-152,-7,3) | 13,6 (-17,6,-9,7
p-CTOHHOCT _ <0,0001




be3 enn301K ha ypHHAPHA
HEHKOHTHHeHIHS, ceaAMHNA 6[a]

Jsu1 Ha nuuaTa 2,.9% 36,1% 28,8%
OTHOLLeHHE Ha LHAHCOBETE

cnpsmo nnaLe6o (95% Cl) 18,9 (6,9, 51,9) 15,5 (5,6, 42,9)
p-cTOoMHOCT | <0,0001 <0,0001

MakcHEMaJeH MHECTOMETPHYCH
kananurTer (ml), ceamuna 6 [b]

CpeaHa npoMsaHa Ha LS (SE) -4,0 (13,9) 164,6 (13,6) 175,8 (13,7)
0
CI)PW“"“ cnpAMOo nnauebo (35% 168,5 (132,4,204,7) | 179,8 (143,5, 216,1)
pP-CTOHHOCT X <(,0001 <(,0001
be3 HeBOJHA KOHKTPAKIHHE HA
AeTPY30pa, cenMana 6 [b)
ITsin Ha nyuaTa 6,6% 44.0% 55,0%
OTHolleHue Ha HIGHCOBETE
cnpamo mnanebo (95% CI) 11,9 (5,3, 26,6) 18,6 (8,3, 41,7)
| p-croliHocT <(,0001 <0,0001
Obem npi nLPBATA HEBOJIHA
KOHTPAKIHSE HA AeTpYy3opa (ml),
ceamuna 6 |b]
Cpenxa npomaHa Ha LS (SE) 12,3 (14,7) 166,4 (14,4) 191,2 (14,6)
Pasznuka cnpsamo nnauebo
(95% CI) 154,1 (116,0, 192,1) | 178,9 (1404, 217,5)
p-CTOMHOCT | <0,0001 <0,0001
MakcHMAJIRO HAJIAraHe Ha
JAETPYy30pa o BpeMe Ha
chxpanenne (cmH:0), ceamuna 6
[b]
CpenHa nnpomsiHa Ha LS (SE) -4.9 (2,3) -33,1 (2,2) -35,4 (2,2)
Paznuka cripamo nnauedo ) ) _ _ )
(95% CI) -28,2 (-34,0, -22,3) 30,4 (-36,3, -24,5)
p-cToAHOCT | <0,0001 <0,0001 ]
O6u pesyarar 3a I-QOL [c],
ceaMuna 6
Cpeaxa npomsna Ha LS (SE) 7,1 (1,8) 22,1 (1,8) 22,2(1,7)
Pasnuka cnpsmo nnauchdo
(95% CI) 15,0 (10,4, 19,6) 15,1 (10,5, 19,7)
| p-croHHoCT | <0,0001 <0,0001
[I-QOL = ka4yecTBO Ha XHUBOT NPH HHKOHTUHEHLMS; LS = Halk-Manbk kBaapart; SE = cTaHAapTHa
rpeuika

[a] JenpT HA MALIMEHTUTE, TTOCTHIHANH NOHE 75% HaMaleHue Npe3 ceAMHLA 6 CNPAMO HIXOAHOTO
HHBO Ha EMH30JUTE HA KRKOHTHHEHLHA, € 62,5% u 57,6% cbotBeTHO B rpynaTte ¢ [jucnopt 600 U u
800 U B cpasHente ¢ 15,0% B rpynara ¢ miaue60. ChoTBeTHHTE AA0BE, NOCTHralu none 50%
HaManeHue, ca 73,6% u 67,6% cnpamo 34,3%.

[b] B3 ocHOBa Ha MOMYyNALKATA ¢ YPOAHHAMHYHHU Hicneasaina (N=447), Tbil kaTo crieuuUYHH 32
NPOYYBAHETO YPOAHHAMMUYHH H3CICABAHHA HE Ca HIBLPIUCHH NPH BCHYKH NauHeHTH: N=148
(nnane6o), N=153 (JIncnopr 600 U}, N=146 (Hucnopt 800 U)
[c] O6mara ckana 3a oueHka Ha [-QOL Bapupa ot 0 (MaxcuMane npodnem) xo 100 (Hsama Hy
npobOneM). Cro0ilieHaTa MHHHMAJTHO BaXKHA pa3niHKa 3a ofLiaTa ouenka Ha I-QOL npu no
C HEBPOIreHHA CBPbXAKTHBHOCT HA eTpy30pd € 11 ToukH. JHAYHTENHH NoAoDpe Ay




nnauebo ce HaOMONABAT H 3a8 BCAKA OTAEHA OlIEHKA Ha AOMEHHA (OrpaHHYHTENHO H30ArBalLo
NOBEACHHE, NICHXOCOLHANHO Bb3AeHCTBHE H COLMAIHO CMYILICHHE)

3HAUKWTEAHH MOAOOPEHH CnpsAMO 11aLeto B NPOMAHATA CIIPAMO H3XOAHOTO HUBO ce HabnloAAaBaT v B
ABETE IpynH ¢ JMCNopT No OTHOLIEHHe Ha 00eMa Ha H3Npa3Bate H YPOJHHAMHYHHA NApaMeThp Ha
xKOMIIafiLHC Ha Jerpy3opa. B nombiHeHHe KbM CreLHPHYHOTO 33 HHKOHTHHEHIIHATA Ka4YeCTBO Ha
JKHBOT, CBBP3aHO ChC 3paBeTo, HaMepeHo upes 1-QOL, o0110TO BeyaTieHHe Ha NalHEeHTa OT OTroBopa
HA NICYEHHETO, H3MEPEHO Upe3 7-TOMKOBA CKana 3a oueHka (0T ,,MHOro no-g0bpe* o ,,MHOro No-3ie™),
NOKa3Ba 3HAYUTENHO No-100Bp 0TroBop clel JedeHHe ¢ JAucnopt B cpaBHEHHE ¢ I1auedo.

3a BCHUKH KpaifHH TOUKH Ha €QUKACHOCT MALMEHTHTE Ca HMANH MOCTORHEH OTTOBOP NpH [IOBTOPHO
neueHue ¢ Jlucnopr;, uma 426, 217 u 76 nuua, KOUTO ca MONYYHIIH MOHE 1, 2 K 3 neyenns ¢ Jiucnopr.
CpeaHOTO HaMa/leHHe Ha CEIMHUYHUTE enM304 Ha YPHHAPDHA HHKOHTHHEHLIHA Ha ceJMHLA 6 MPH BCHYKH
kypcose ¢ Qucropr e -21,2 10 -22,3 3a ucnopr 600 U u -21,3 po -23,7 3a [incnopr 800 U.

MeanaHaTa Ha BpeMETO 3a [IOBTOPHO AicueHHE € 0T 39 no 47 ceAMHLIM cell NPOBeX/IaHe Ha
NbPBOHAYANIHOTO JiedeHHue ¢ JJucnoprt, BenpekH ue nosevue oT 40% oT nHuaTa He ca NoJy4HJIH [TOBTOPHO

neuenue no 48-ra ceaMuia.

5.2 ®apMAKOKHHETHUHH CBOHCTBA

[IposexxnaHeTo Ha papMaKOKHHETHYHH U3NUTBAHUA ¢ 6OTYTHHOB TOKCHH IIPH XXUBOTHH Cb3/aBa
npobneMy nNopaar BHCOKATa AKTUBHOCT, MAJIKHTE TEpPaNeBTHYHH JI03H H BHCOKOTO MOJIEKYJIHO TErJO Ha
BELLECTBOTO H TPYAHOCTHTE, CBBP3aHH ¢ MapKHpaHe Ha TOKCHHA 3a NONyYaBaHe Ha JOCTATbYHO BUCOKa
creuddryHa aKTHBHOCT.

UanutBanus, NpoBEIEHH ¢ H3NON3BAHETO HA MapkHpaH ¢ | '%° TOKCHH ca nokasaH, 4e CBbP3BaHeTO Ha
peLenTOpHTe, KOUTO C& HACHLUAT, € cnelH(PUYHO H MUIbTHOCTTa Ha TOKCHHOBHTE PELENTOPH € GakTop
HONPUHACSAIL 32 BHCOKHAT MOTEHUMAaN Ha AelicTBue, [IpoyuBaHe BEpXy 4030BO-3aBHCHMHA €(eKT H
BpEMETO Ha OTTOBOp NpH MalMYHH € MoKa3all, Y€ NpH HUCKHTE JO3H NHKOBHAT e¢eKT ce 3abass ¢ 2 A0 3
IHH U ce Habmonasa Ha 5- 6-TUA AeH Clied HHXKEKTHPaHeTO. [IpOALIDKHTENHOCTTa HA ACHCTBHE,
yCTAHOBEHA Ype3 IPOMAHA HA CHMETPHATA Ha OYHHTE SOBAKH W NTapajii3a Ha OYHUTE MYCKYJIM Bapupa
mMexay 2 ceamuu H 8 Mecena. [logo6Hu npomenu ca HabMOAABAHH H NPH XOpa H Ca XapaKTepHO
cBOHCTBO HA NPOLIECA HA CBbP3BAHE, PA3MPOCTPAHEHHE X MPOMEHH HA HHBO HEBPOMYCKYJIHA BPB3KA.

5.3 lpeaxaunEvHH ZaHHA 33 Oe30NacHOCT
J 21% HO II eHUe (HANpEeuHOH € H

[1pu H3cnenBaxe HA XPOHHYHATA TOKCHYHOCT, NPOBEAEHO INPH IIBXOBE € A0 12 ¢AMHHLIM/)KHBOTHO, HE €
MMANO KHAMKALIHH 38 CHCTEMHA TOKCHUYHOCT. M3cneaBaHus Ha penpoAyKTUBHATAE TOKCHYHOCT NPH
OGpeMeHHH MThX0BE H 3aH1l{ NMOKA3BaT, Ye eXCAHEBHOTO HHTPAMYCKY.THO MpUnoxeHHe Ha KoMnekc
TOKCHH-XxeMarnyTuHuH ot Clostridium botuli -num tn A B no3u 79 eauHAUMH/Kr ¥ 42 e AMHULW/KT
PEeCNEKTHBHO 34 IJIbLXOBE H 3aliliy, He BOAH 10 eMOpHO/PeranHa TOKCHYHOCT. Texka TOKCHYHOCT Ha
Maifkara, CBbp3aHa Cbe 3arybara Ha eMOpHOHH, € Ha0MmoAaBaHa NPH BbBEXAGHETO HA BHCOKH KO3H H NPH
ABaTa BUAA KHUBOTHH. KoMnnekc TokCHH-xeMariyTHHUH oT Clostridium botalinum tan A He nokassea

MYCKYJIHA TApaTH3a MPH MPUIOKEHHETO HA BHCOKH JI03H.




[Tpn npoyusaHe 3a TOKCHYHOCT NPH MJIaH IUTbXOBE, TPETUPAHU CEIMHYHO OT Bb3pacTTa Ha OTOHBAHE Npe3
21-Bu noctHaTajNeH AeH 10 13-cexMH4HA Bb3PAcT, CPAaBHHMA € Jela Ha 2-TOAMIIHA BB3PACT, 1O Miaaa
sb3pacT (11 npuema B paMmkuTe Ha 10 ceamuuy, 50 obuwa no3a ot npubnusurenHo 33 eauHuun/kg), He ca
Ha0niofaBaHKR HexenaH# e(QeKTH BbPXY NOCTHATAJHHUA pacTex (BKMOYHTENHO OUEHKa Ha CKenera),
pPENPOAYKTHBHOTO, HEPBHOTO H HEBPONOBEASHYECKOTO PA3BUTHE.

EdexTHTe npH HEKIMHUYHH NPOYHBAHHA HA PENPOAYKTHBHATA, MIAIEKKATA H XPOHHYHATA TOKCHYHOCT
ca OrpaHH4YEeHH 10 NPOMEHH B HHXXEKTHPAHHTE MYCKYJIH, KOETO € CBBP3aHO ¢ MEXaHH3MAa Ha AeHCTBHE Ha
KOMMAIEKC TOKCHH THII A — xemarnyTHHHH oT Clostridium botulinum.

MHTpaaeTpy3vypHO NPUIOKEHHE

[Tpn npoy4BaHH#A 32 TOKCHYHOCT ¢ €AHHHYHH AO3H [PH NIBXOBE U MAlIMYHH HE Ca OTKPHTH HAXOAKH,
CBbP3aHH C KOMILIEKC TOKCHH THN A — XeMarTyTHHUH oT Clostridium botulinum, B THKOYHHA MEXYp NpH
HHUTO eHa oT TecTBaHuTe n03H. [Ipn ao3u Hag NOAEL ot 67 U/kg npu niexose 1 40 U/kg npu MaliMyHH
ca OTYeTeHH 3aryfa Ha TEICCHO TErNo, HaMajleHa aKTHBHOCT W NPH3HALUH HA pECIIHPaTOPEH JUCTPEC H
NpH ABaTa BUJA. Te3M MpH3HALH Ca NOKA3aTeNHH 33 CHCTEMHA TOKCHYHOCT, KOATO € HaOMIAaBaHa H MPH
HEKJIHHHYHHTE NpoYyU4BaHus, MPOBEACHH 33 OLICHKA Ha 6€30NaCHOCTTa HA KOMIUIEKC TOKCHH THN A —
xemarnyTHHHH OT Clostridium botulinum B HanpeuHoHabpazaeHaTa MyCKyJaTypa.

6. PAPMAIIEBTHYHH JAHHH
6.1 ConchK HA NIOMOIHATE BEIeCTBA

Yoseumxky anfymMmuH
JlakT03a MOHOXHApAT

6 .2 HechbBMECTEMOCTH
To3u nexkapcTBeH NPOAYKT He TpAOBa Aa ce CMECBA C JIPYTd NICKAPCTBEHH NMPORXYKTH, C H3KAIOUEHHE Ha
u36poeHUTE B TO4Ka 4.2.

6.3 Cpox Ha rogrocT
Cpok Ha roJHOCT Ha HEPA3TBOPEHHA NPOAYKT: 24 Mecena npH TeMnepartypa ot 2 °C no 8 °C.

Cnep pa3TBapsHe € AoKa3aHa cTabWiIHOCT 3a 24 4yaca npu Temneparypa ot 2 °C ao 8 °C.

Or MHKPOOHONOrKYHA IJIeHA TOMKA, MPOAYKTRT TPAOBa Aa ce U3MoN3Ba He3abaBHO. AKO HE C€ H3MON3Ba
He3abaBHO, NOTPeOUTENAT HOCH OTTOBOPHOCT 34 NEPHOAA HA H3NON3BaHE H YCIOBHATA Ha ChXPaHEHHE H
o0HKHOBEHO He TpaOBa Aa npesHiuasat 24 yaca npu 2 °C no 8 °C.

6.4 Cneusajisn yCJIOBHA HA ChbXPAHEHHE
Ha ce cpxpansasa B xnagunauk (2 °C g0 8 °C). HeorBopenure ¢nakonu qucnopr Morar aa e H3noi3Bar
Cle eAHOKPaTHO H3narane Ha remneparypu 40 25°C 3a nepuoa Ao 72 yaca, ciei KOETO HEOTBOPCHHUAT
¢nakoH TpsbBa a ce ChXpaHsaBa B XIaauJIHHK (2°C - 8°C) 3a cpoKa Ha rOHOCT.
Ha He ce 3aMpa3fBa.

Cnen ynorpeba oCTaTh4HOTO KOAHUYECTBO Aa CE€ YHHLIOXKH.

3a YCIOBHATA Ha ChXpaHEHHE ClIe[l pa3TBapaHE Ha JIEKAPCTBEHHA NMPOAYKT BUXTE TOY




6.5 BHa H cHALPAKAHHEE HA ONAKOBKATA

CrekieH 6e3userel quiakoH THN |, ¢ xanorenGyTunosa 3anywanka (Ph. Eur.) ¢ anyMuHHesa oOkaTka ¢

LICHTpaNeH OTBOP H Kanade.
dnakoH ot 2 ml, coabpxain 300 equHHLK GOTYIHHOB TOKCHH THN A Npax 3a HHXKEKLHOHEH pa3TBOp.

OnaxoBky 1o 1 unu 2 ¢paakoHa B KAPTOHEHA KYTHA.
He BcHuxH BHIOBE ONAKOBKH MOrar fa ObaaT nycHatd B npoiaxoOa.

6.6 CnennanHy Npeana3sl MEPKH NPH HIXBLPAsHE H paboTa

Tucnopt 300 U Tpabsa Aa ce NpeANKCBa H 4a ¢€ HHKEKTHPa CaMO OT NOAXOAALL0 O0yueHH CNEeLHATHCTH.

HHCTpYKIHHE 32 paspexiane
OTKpHTaTa LIEHTPAIIHA YaCT Ha rYMEHaTa 3anylianka TpadBa Jia ce MOUHCTH C aJKOXO0J HEMOCPEACTBEHO

npean npoSusaneTo . TpabBa Ja ce H3MON3Ba CTEPUIIHA UI1a HOMED 23 HIIH HOMED 25.
HMucnopt 300 U tpabsa aa ce npunara HHTPaMyCKYJ/IHO, HHTPaJEPMAaNHO HIH MOAKOXHO.

Bceku ¢nakoH e camo 3a eAHOKpaTHa ynorpeba.

UHcTpykuuuTe 3a pasTeapsaue ca cneuuduyuny 3a Bcekd ¢iakon ot 300 equnnum. Ot Te3u 00eMH ce
[ONyHMaBaT KOHUEHTpauMH cneugr4Hu 3a ynorpedara npy BeAka HHAHKALHA, ¢ H3KIHOYCHHE Ha
MHAHKALMATA 38 YPHHAPHA HHKOHTHHEHIHA AbJDKALLA C€ Ha HEBPOreHHA CBPLXAKTHBHOCT Ha AETPY30pa,
3a KOATO HMa crieldHYHKE HHCTPYKUHH (BHXKTE NO-A0IY ).

[TonydeHu no3oBu | PastBopHTen™ 3a
¢AHMHULH Ha mL ¢naxkon 300 U

300U 0,6 ml
200U 1,5 ml
100 U 3 ml

*HaTpHEB XJIOPHI HHXEKUHOHEH pasTop Ge3 koHcepnaHT 9 mg/ml (0,9%)

3a cnaCTHYHOCT NPH NAallHEHTH C JeTcKa nepedpanHa napann3a H GOKaIHA CHacTHYHOCT HA FOPEH
Kpal#HHK NP NeAHaTPHYHH NALHEHTH ¢ AETCKA LepeOpanHa napannsa, KOUTO Ce JO3HPAT KATO EAHHHLA
CNPAMO TENECHO TErio, MOXKE Ja Ce H3UCKBA HONBIHUTENHO PaspexkIaHe 3a 2a ce AOCTHIHE QUHANHUS
00eM 3a HHXEKLHA.

[Ipn pasTBapsHe NOMYUEHHAT Pa3TBOpP € Oe3lBETEH.

HHCTPYKIIRH 38 DA3pEAKIaHE IPH YPHRAPHA HHKONTHHEHINA, Th/IKAINE ¢ HR HEBDOIeHHRA
BDBLIAKTHBHOCT HAR NJCTDVIODA,

O6UMAT pe3ynTaT c¢iej NOAroToBkaTa € HeodxoaumusT pastsopeH Jlucnopr 15 ml 3a urwkekTHpaHe na

6bae pasnpeacsieH NopaBHe MEXIY ABe CNpHHLUOBKH oT 10 ml, kaTo BCcAka cnpHHLOBKA ChABPKA 7,5 ml

pa3tBopeH JJUCMOPT ChC ChIllAaTa KOHLEHTpaLHA.

Cnel peKOKCTHTYHpaHe B CIIPHHLIOBKATA JIEKAPCTBEHHAT NMPOAYKT TpsAOBa Aa ce H3non3sa He3abaBHo.

IHCTDYKIIMHE 38 DA3DER/IAaHE DU H3N0A3BaHE HA OAAKOHH OT YW
¢ 3a no3a or 600 U: Cr3naiite pasrBop ot Asa ¢pnakona no 300 U ¢ 1,5 ml nmxexkuuonen pastsop
Ha HaTpHes xnopuz 9 mg/ml 6e3 xoncepBaHT. B mepBara cnpuuioska ot 10 ml nitern
BcuukHTe 1,5 ml oT nbpBHs ¢akoH, a BbB BTOpaTa cnipuHLoBKa 0T 10 ml usrernere
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BTOpHSA (NlaKkoH. 3aBbpiliere pasTBapsHeTo, KaTo AobaBuTe 6 ml HHXXEKLIHOHEH Pa3TBOP HATPHEB
xnopua 9 mg/ml 6e3 KOHCEpBaHT B ABETE CIPHHLIOBKH M pa30bpKaiiTe BHHMATEIHO.
Taka e ce noayyar JBe CIpHHLOBKH oT 10 ml, Bcsika oT KOHTO ChAbpka 1o 7,5 ml,

ocurypssauiu o6wo 600 U ot pazreopenus Dysport.

¢ 3a go03a ot 800 U: Cr3patite pastBop ot TpH ¢pnakoHa ot 300-U ¢ 1,5 ml uHXKeKUHOHEH pa3sTBOp
Ha HaTpHeB XJopua 9 mg/ml 6e3 konceppauT. B nmbpeaTa cnpyHioBKa ot 10 ml usreraere
BcHukHuTel,S ml or mepBus ¢pnaxoH u 0,5 ml or sBropus ¢nakoH. Bes BTopata cnpuHuoska ot 10
ml usreraere 0,5 ml ot Bropnsa ¢nakoHn u BcHukute 1,5 ml ot Tpetud ¢pnakoH. 3apbpuiere
pasTBapAHETO, KaTo AobaBute 5,5 ml HHXEKLIHOHEH PA3TBOP Ha HATpHEB XNopyA 9 mg/ml Ges
KOHCEPBAHT B BT CNPHHLOBKH H pa30bpkaTe BHUMATEJHO.
Taka e ce moayvnTe ABe cNpMHUOBKH ot no 10 ml, Bcsaka or KOWTO chABPka 7,5 ml,
ocurypseatiu 06uio 800 U ot pasrsopenns Dysport.

HHcTpVKIHE 38 Da3peIane NPpH Hi3noa3Bane Ha koMOunanona ot daaxonun ¢ 500 U u 3N

(npuagKpEMo camo 33 J03a ot 800 U)

3a no3a ot 800 U: ®nakonst ¢ 500 U ce pasrsapsi ¢ 2,5 ml MHXeKUHOHER pa3TBOp HA HATPHEB
xnopun 9 mg/ml 6e3 koHcepBaHTH, a (nakonsT ¢ 300 U —c 1,5 ml dpusuonornyex pasresop 6e3
KOHcepBaHT. B mepBata cnpuHuoska ot 10 ml usternere 2 mi or gnakona ¢ 500 U. BnB BrOopata
cpuriioska ot 10 ml usrernere ocrananute 0,5 ml ot dnakona ¢ S00 U u Beuuknre 1,5 mi ot
¢nakoHa ¢ 300 U, 3apbpuieTe pasrBapaHeTo, KaTo AobaBUTE 5,5 ml HHXKEKIHOHEH PasTBOp Ha
HaTpHeB XJIopHA 9 mg/ml 6e3 KoHCcepBaHT B ABETe CIIPHHLOBKY H pasObpkaliTe BHHMATENHO.
Taka we ce nonyyart Ase cnpHHIOBKH 0T 10 ml, BesAka OT KOUTO ChABPXA 7,5 ml, OCHIypsBally

ob6mo 800 U ot pasrBopeHus Jucnopr.

Haxsopasine

BenHara cnen JieueHHe Ha MalueHTa BCIKakBU octaTslu Ha Jlucnopt 300 U, konto Morat na obaaT BbB
¢nakoHa WK B CIpHHLIOBKATa TPSOBa Ja ce HHAKTHBHPAT Ype3 pa3peleH xunoxnopuaex pasrsop (1%
ChIbpAKaHKE Ha xnop). Cnel ToBa BCHUKH OCTaTbid TpOBa Aa ce HIXBBPAT, Cra3Baiki cTaHAapTHATA
Oonuu4Ha npoueaypa. Paznsr, Jucnopr 300 U ce #30bpcBa ¢ nonyeall Naat, HanoeH ¢ paspeaeH

XHINIOXJIOPHACH pa3TBoOp.

7. NPUTEXATEJI HA PASPEHIEHHETO 3A YITIOTPEBA
IPSEN PHARMA,

70 rue Balard
75015 Paris,

OpaHy s
8. HOMEP(A) HA PAIPEIIEHHMETO 3A YIIOTPEBA
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