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1. HME HA JJEKAPCTBEHWA ITPOAYKT ;
KCEOMMUH 50 eaunuum npax 3a MIMKEKLHOHEH Pa3TBOP ; £ / /..7 }7 /—7 ﬁ-' J¥ %’3 -34

KCEOMHH 100 eHHHIM pax 33 HHKEKIMOHEH PasTBOp .- smiuerue Ne 220 ZZ[]ZZ
KCEOMHH 200 eannmip npax 32 HHXKEKLMOHEH Pa3TBOP , § -0z-
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XEOMIN 50 units powder for solution for injection
XEOMIN 100 units powder for solution for injection
XEOMIN 200 units powder for solution for injection

2. KAYECTBEH H KOJITHUECTBEH CHCTAB

KCEOMHH 50 edunuyu npax 30 unicexyuones pasmeop

Emun daaxon cxaepka 50 eqununm vesporokcHn T A ot Clostridium Botulinum (150 kD), 6e3
KOMILTEKCOO0pasyBally MpoTeHHH*,

KCEOMHH 100 edunuyu npax 3a unicexyuonen pasmeop

Enun ¢nakon cuaspka 100 enuuuum vesporokcud TH A or Clostridium Botulinum (150 kD), Ge3
KOMIUIEKCO00pas3yBaly poTeHHR* .

KCEOMHH 200 edunuyu npax 3a unxcexyuonen pazmeop

Enun dnaxoH chaspxa 200 eauumnm HeBpoTOKcHH TUN A ot Clostridium Botulinum (150 kD), Ges
KOMIUIEKCOOOPa3yBallH NPoTeHHi*,

* BOTYJIHMHOB HEeBPOTOKCHH THTI A, IPEHHCTER, OT Kynrtypu Ha Clostridium Botulinum (1naMm Hall)

3a MLTHUA CIMCHK HA IIOMOLLHHTE BELIECTBA BIDKTE TOYKA 6.1,

3. JEKAPCTBEHA ®OPMA

[lpax 3a mkexiMoOKeH pazTBOp
bsn npax

4. KIAHWYHU AAHHH
4.1 TepanesTHuEH HOKa3AHMS

KceommH e nokasaH 3a cHMIITOMATHYHO feUEHHE PH BH3PACTHH HA:
* GnedapocnasbM 1 XeMudacHaneH casem,
® LIKHHA THCTOHKS OT JOMHHHPALNO POTATOPEH THII (CMIACTHYEH TOPTHKO/IHC),
* CIIACTHYHOCT HA TOPHUTE KpaifHHIy,
¢ XPOHHHA CHANIOPEA [IOPAIH HEBPONOrHYHH HAPYLIEHHS. 1

KceoMun e nokasaH 3a cuMITOMATHYHO JleueHH e HPH ICLIa H FOHOIIH Ha BB3pacT oT 2 1o 17 roqMHK u ¢
Terno > 12 kg Ha:

¢ XPOHHYHKA CHATOPES TOPaJH HEBPOMOTHYHH HAPYHICHHS K/HIH HAPYIIEHHS HA HEBPOTOTHUYHOTO
PasBHTHE.

4.2 /{0o3HpOBKA B HATHH HA DPRIOKEHHE

3a noapoGHa HEGOPMALTHA OTHOCHO KITHHHYHHTE npoy4BaHus ¢ KceoMuH B cpasHeH
CTaHAapTHUA GOTYITHHOR TOKCHH THI A KOMIUIEKC (900 kD), Brskre TOUKa 5.1.




Kceomun Moxe fa ce NpHiara egMHCTBEHO OT JIEKApH ¢ NOJXOAAIIA KBATTH)HKALHA H HEOOX0 UMM
OTIKT B NIPHAOKEHHETO Ha OOTYITHHOB TOKCHH THI A.

OnTHMatHaTa JO3HPOBKA, MECTOTaTa H OPOAT HAa MECTATA HA HIDKeKTHpaHe Tpadsa na 6Laar
ONpEAeICHH OT JIeKapA HHIMBHIYAHO 33 BeeKd nauyent. Tpabea fa ce HaNpaBW THTPUPAHE Ha
J03aTa.

{Ipenopvuumennama edunuuna dosa Kceomun ne mpabea 0d ce Hadguuiasa.

gosgpomca

bredpapocnazvm u xemughacyuanen cnazem

Ipenoprusanara HavanHa qo3a ¢ 1,25 A0 2,5 eIHHULIM Ha BCSIKO MACTO Ha MibkekTHpane. Hauannara
Ao3a He TpAOBa /la HaBMIlaBa 25 eMHMLM 33 Bcako oko. OfIaTa no3a He TpsdBa Aa Ha/IBKIIaBa

30 eaMHMLKM HA OKO 32 eHA TepaneBTHYHA cecHsl. [ToBTapamwoTO ce NedeHHe KaTo 1o He Tpsbpa na
OBae mo-yecTo oT BeaHskK Ha BeekH 12 ceamuim. HatepranuTe Ha TpeTHpaHe TpabBa Aa Obaar
OMNpEENCHK Bb3 OCHOBA HA AeliCTBHTETHATA KIHHIYHA He0GX0MMMOCT HA BCeKH HHAHBHIYalIeH
TIAIHEHT.

Meananara Ha BpeMeTO 10 HA4anoTo Ha eeKTa € HabmoaaBaHa B PAMKHTE Ha YETHPH AHU Clieft
utpKekTHpadeto. Edexret ot eqro npunoxetne Ha KceoMut 0GHKHOBEHO NPOALIKABA
nprbimzHTenHo 3-5 Mecela, HO € BB3MOXKHO A € 3HAUMTETHO NO-TIPOXBDKHTENeH HITH [10-KpaThK.

TIpu MHOrOKpaTHH TepaneBTHYHH KypcoBe, 103aTa Moxe Jia §bjie YBe/IMYEHa A0 ABA ITBTH, aKO
OTrOBOP®T HA HBEPBOHAYAIHOTGC IeueHHe ¢ GHIT NPeLicHEH KaTo HeAOCTaThuCH. BBIpPeK: TORa, HITTIeN1a
4e HAMa NOITBJIHATEITHA 1T0N133 OT HHXKCKTHPAHETO Ha noBede oT 5,0 eIMHHLM Ha €JHO MACTO.

TNammenTuTe C XeMHbacimanen cnazsM TPAGBa 1a ce NEKYBAT KATO TAKHBA C eJHOCTPAHEH
Onepapocnastm.

Cracmuven mopruxonuc

Tpn nevenneTo Ha cnacTuteH TOpTHKOIHC, A03aTa Ha KceoMHH Tpa6Ba 1a ce onpe/iens HHANBHIYATTHO
34 BCEKH MAIMCHT HAa OCHOBATA Ha TOJIOKEHHETO HA TTIABATA W LIMATA, JIOKAIM3ALMATA Ha eRCHTyaNHATA
osKa, MyCKy/THaTa XHIIepPTPOhHS, TENECHOTO TErIO HA MAHEHTA H OTTOBOPA KbM HHKEKIIAHTE.

He TpaGea na ce mibkexTHpar noseye ot 200 e MHHLM pH MHPBUS TEPaTICBTHYEH KYPC, KATO KOPEKLHH
Ha 03aTa MOTaT Jia C€ NPABAT NPH CNEABAIH KYPCOBE B 3aBHCHMOCT OT OTTOBOpA KBM Tepanusta. He
Tp4A0Ba Aa ce HaaBHImaBa o6ima f03a ot 300 equnuLm Ha cecusi. He TpaGea na ce npuitarat noseue ot
50 enMHHAIM HA €IHO HEBKEKLMOHHO MACTO.

Menuanara va Bpemeto 0 HaGMOAaRAHE HA ILPBATE eeKTH € B PAMKHTE HA CEaeM AHU Cliex
HIkeKTHpaneTo, EdexThT o eano npunoxkenune Ha KceoMun 0GHKHOBEHO MpONBL/DKaBa
TIPHOH3HTENHO 3-4 Mecelia, HO & BB3MOMKHO /1A € SHAYHTENHO NO-TIPOXB/DKUTENCH HIH N0-KpaThk. He
€€ IPENopBHEAT HHTEPBANH HA TpeTHpaHe no-KpaTkH oT 10 ceamunm, Mnrepeanure Ha TpeTupaHe
Tpa0Ba f1a GBAAT ONpeeneHH B3 OCHORA HA AEHCTBMTE/HATA KIIHHHYHA HEOGXOMHMOCT Ha BCEKH
HHAHBHAYATICH NALMEHT.

Cnacmuunocm na zopnume xpasistuyu

Tounara no3MPOBKA H MECTATA Ha HIVKEKTHpaHe TPA0Ba Aa ce OMpPEACTAT HHRUBHYATHO 33 BCEKH
NAIWMEHT HA OCHOBATA Ha pasmepa, 6pos M JIOKANH3ALMATA Ha 3aCETHATHTE MYCKY/TH, TEKECTTA Ha
CMIACTHYHOCTTA M HAHYHETO Ha JIOKATHA MYCKYJIHa cnabocT.

Hpenopsumrennn 1034 3a NeyeHHe HA MYCKYI

Knanangno 3acsirane Enpnauna Bpoii mecTa 3a
Mycxyn (1Eanazon) HEKEKTEPAHE 38
MYCKYJI
PnexcHAd HA KHTKATA




Flexor carpi radialis 25-100 1-2
Flexor carpi ulnaris 20-100 1-2
HOpoberH, CBHTH B IOMPYK
Flexor digitorum superficialis 25-100 2
Flexor digitorum profundus 25-100 2
PaexcHs HA JAKLTH
Brachioradialis 25-100 13
Biceps 50-200 14
Brachialis 25-100 1-2
IIponanus Ha NpeAMHIIHADATA
Pronator quadratus 10-50 1
Pronator teres 25-75 1-2
ITanen, npaGpan XM JIaHTA
Flexor pollicis longus 10-50 1
Adductor pollicis 5-30 1
Flexor pollicis brevis/ 5.30 1
Opponens pollicis
BrTpemna poranAs/eKcTeHIEN/aAyKOEE HA PAMOTO
Deltoideus, pars clavicularis 20-150 1-3
Latixsimus dorsi 25-150 1-4
Pectoralis major 20-200 1-6
Subscapularis 15-100 1-4
Teres major 20-100 1-2

Maxcumannara 061ma 103a 3a BL3pacTHH 3a JICUEHHE Ha CIACTHYHOCT HA TOPHHMTE KpalHHUH He TpaOBa
Ja Hamxsupns 500 ¢TUHULIM Ha TepaneBTHYEH KypC, KaTo He noseve oT 250 equHHLH Tpabea aa ce
NMPHAOKAT B MYCKYJTHTE HA paMOTO.

IMampienTTe CHOOINABAT 32 HAYANOC Ha AeHCTBHETO 4 OHM caell TeueHHeTo. MakcHManaHAT edekr,
H3pasqBall ce B NoaoOpeHne Ha MycKyITHHA TOHYC, ce 3abenmsea B paMkuTe Ha 4 ceamuui. Kato nsno,
&hEeKTBT OT JISHEHHETO NPOARIKABA 12 CeIMHEIIM, HO TOH MOXKE /Ia NPOABIDKH 3HAYHTETHO MO-ABJITO
HiH [10-KpaTko. [loBropHO TpeTHpaHe 0OHKHOBEHO He TpAOBA [a ce NPaBH B HHTEPBATH, I10O-MaJIKH OT
12 cenmmm. Hurepeanite Ha nedenue Tpsabea Aa ce onpeeliaT Bb3 OCHOBA Ha JeHCTBHTENHATA
KIIMHKWYHA HYKAA HA OTAENHHA TTALIMEHT.

Xponuna cuanopesn (ev3pacmuu)
Tpabra na ce M3MON3Ba MPHTOTBEH Pa3TBOP B KOHIEHTPALMA oT 5 equuiy / 0,1 ml.

KceomuH ce urnkeKTHpa B MAPOTHAHKTE M CyOMaHaHGYIapHHTE Xe3d OT ApeTe cTpaHH (0Ommo 4
HHDKEKLIHM Ha eiHO JieyeHHe). Jlozata ce pasfens B chOTHOLIEHHE 3: 2 MMy MApOTHAHUTE 1
cyOmanuOynapHHTE %Jie3H, KaKTo clenBa:

Xnesn Envrnnm Obem
TTapoTHaHu Knes3u 30 Ha eHa cTpaHa 0,6 ml Ha HDKeKIHs
CyOMaHaOYIapHH 3KIe3u 20 Ha efHa cTpaHa 0,4 ml Ha viDKeKUHs

MascToTo Ha HIkekTHpaHe TpAGBa Aa e 6nH30 A0 LEHTHPa Ha XJIe3aTa.

[penoprynTennata no3a 3a egHo TpetHpate € 100 equrm. Tasu MaxcyManHa 1032
NpeBHINABA.

Hurepranure Ha nieveHHe TpAOBa aa ce onpeaeiaT Bb3 0CHOBA Ha ACHCTBHTEIHATA
OTACITHHA NALHEHT.

IloBTOpHOTO NIEYEHHE IO-HECTO OT BCEKH 16 CE/IMHIIM HE Ce MPENOPHYBA.



Xponuuna cuanopes (Oeya/ronowu)
Tpsabea na ce u3non3Ba NpUroTBeH pa3TBOp B KOHLEHTpaums ot 2,5 exunuiw / 0,1 ml.

KceomuH ce urkexTHpa B napoTHAHKUTE M cyOMaHauOyaapHUTE %Ile3H OT aBeTe cTpaHH (001mo 4
HH)KEKLHH Ha €THO JieyeHue). Kopurupasara criope/i Terjioro 103a ce pasiens B ChOTHOLIeHHe 3: 2
MEXTY MapOTHIHHTE H CyOMaHUOYNapHUTE JKIIe3H, KAKTO € noKas3aHo B Tabnuuara no-noay. He morar
Jla ce la/iaT NpernophKH 3a 103aTa 1py Aeua ¢ Terno noa 12 kg.

[kg] [E,IlHHHI.U:I] [ml]. | [E,uﬁﬂuu;{i [ml] [Enuuunm]

>12u<15 6 0,24 4 0,16 20
>15u<19 9 0,36 6 0,24 30
>19u<23 12 0,48 8 0,32 40
>23u<27 15 0,60 10 0,40 50
>27u<30 18 0,72 12 0,48 60

>30 225 0,90 15 0,60 75

MsicToTo Ha uHKekTHpaHe TpsaGBa 1a e 61130 10 LIEHThpa Ha jKjie3ara.

WiHTepBanuTe Ha jeuenue TpsGBa 1a ce ONpeensT Bb3 OCHOBA Ha JCHCTBHTE/IHATA KIMHAYHA HYXKIA Ha
OT/IENTHHS NALIHEHT.
[ToBTOpHOTO Neuenkue He TpsaGea na Gbe Mo-4ecTo OT BeekH 16 ceMuLIM.

3a ecuuku noxazarus

AKO B PAMKHTE Ha €/IMH MeCell CJle/l TbPBOHAYATTHOTO MHKEKTHPAHE HEe HACTBIIM TEpaneBTHYEH edexT,

Tpsi0Ba fa 6baT NPeANpHETH CIEHUTE MEPKH:

- Kiminnuna nposepka Ha ed)exra Ha HEeBPOTOKCHHA BbPXY HHKEKTHPaAHHUS MYCKYJI: HAlIpUMEpD
E/IEKTPOMHOTPa)CKO M3C/IeIBaHE B CTICLIMATH3MPAH MEIHITMHCKH LIGHTBP;

- AHa/IH3 Ha NPHYMHMTE 3a JIHNCA HA OTrOBOP, HanpHMep JIOLIO W30JIMPaHe Ha MYCKYJIUTE, KOMTO
€2 HHKCKTHPaHH, NMPEKAICHO MaJlKa /1034, JIOlla TeXHHKA HA HHXKEKTHpaHe, (PMKCHpaHa
KOHTPaKTYpa, c1ab0CT Ha MyCKY/1a-aHTATOHKCT, EBEHTYATHO PA3BHTHE HA aHTHTEa;

- IToeTOpHa Npenieka Ha aneKkBaTHOCTTA Ha JleYeHHETO ¢ 00Ty IMHOB HEBPOTOKCHH THIT A;

- AKO 110 BpeMe Ha MbPBOHAYAIHOTO JIeYeHHE He Ca Ce Pa3BIIH HEKEIAHHU PEeaKLIMH € Bb3MOJKHO
TMPOBEAHETO Ha A0ITB/IHHTE/ICH TePANeBTHYEH KypC TPH ClIEIHHTE YCIOBMs: |) KopurupaHe Ha
A03aTa C Orjie]l Ha aHa/IM3a Ha MOCIIEIHOTO HeYCTIENTHO JIeYeHHE; 2) TOKATH3UpPaHe Ha
3aCErHaTUTE MYCKYJIH C TEXHHKH KaTo €IeKTPOMHOrpadcku KOHTpOL; 3) 1a He ce HaBHIIAaBa

MHHHMAJIHHAT NnpenopbvYBaH HHTEPBAJl OT BpEME MEK/Y ITbPBOHAYATHOTO H MOBTOPHOTO
JICYEHHE.

Ileouampuuna nonynrayus
besonacuoctra 1 edukacnocTTa Ha Keeomun 3a MNOKAa3aHKA, pa3/IM4YHH OT ONMHCcaHuTe B T. 4.1 3a
TeAMaTpHYHA MOMy 1AL, He e ycTaHoBena. He morat 1a Gbat HanpaBeHu Npenopbky 3a 103HPaHeTo

32 NIOKa3aHHA, pasiIiiHK OT XPOHHYHA CHAIOPEs TIPH [eLia W IOHOLIM Ha BB3pacT oT 2 10 17 roauuu u ¢
Tero > 12 kg.

HanuunuTe noHacToslem neHaTpHuHK KAMHIYHH JaHHK 32 KCeoMHH ca onucani B T. 5.1,

Hauun Ha npunoxenne
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Beuuru noxkazanus

3a yKa3aHus OTHOCHO PasTBApAHETO Ha JIEKAPCTBEHHUS MPOAYKT MPEIH NPUIOKEHH
6.6. Cnen pastapane Kceomun TpsibBa 21a ce U3MO/I3Ba 32 CAMO €JHO HHXKEKTHpaHe
TIALHEHT.
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KceoMHH € npenHasHaYeH 32 HHTPaMYyCKY/THO H MHTparIaHAY/IapHO (B CITIOHYCHATA HU1e3a)
OPHIOKEHHE,

Bregpapocnazem u xemuhacyuanen chazem

Cnen pasteapsHe, pasTBOpBT Ha KceOMHH Ce HEDKeKTHpa MHTPaMyCKYITHO ¢ MOIXOAAINA CTEPWIHA HITd
(#anp. 27-30 G / 0,30-0,40 mm B auametsp/12,5 mm apxuHa). He e Heobxoaum enextpomuorpadeku
xoxTpoi. [Ipenopruanusar oGem 3a uibkekTrpase e npudmsurento 0,05 g0 0,1 ml.

Kceomu ce MIDKEKTHPa B MEMATHATA M JIATEPAITHATA YACT HA MYCKYJT orbicularis oculi Ha ropaus
KNenay H B NATEPATHATA YACT Ha MycKyi orbicularis ocudi sa nomina wienad. JlombnBHTeHO MOXeE fla
€€ HHXEKTHpa B 001acTTa Ha BexaTa, TaTepaiHaTa 9acT Ha MycKyn orbicularis oculi w B ropHaTa dacr
Ha JIHUETO, aKO CMIasMH B Te3d 00/IacTH CMYLIABAT 3pEeHHETO,

B cnyuawte Ha egrocTpaneH GnedapocnazsM nHkexLpHTe TPAGBA fa C& OTpaHHYAT A0 3ACErHATOTO
oKo.

HanuenTrre ¢ xemuaumanen cnassM Tpabpa 4a ce eKyBaT KaTo Tesd ¢ eqnocTpaneH GnedapocnaibM.
Hiama onuT ¢ MIDKEKIME B ZOJTHATA YACT HA JIMIETO OT HHTO €HO KIMHMYHO MpoydBaHe ¢ KceoMuH.
Myckynute B 10HATA SaCT HA IMUETO He TPIOBA Ja C¢ UHKEKTHPAT NOpPaiH H3PA3EH PHCK OT JIOKATHA
CI1abocT, KAKTO ce CHOOLIARA B IHTEPATYPaTa ciie/l MEKEKTUpaHe Ha GOTYRHHOB TOKCHH B Ta3H 06nacT
TP TALMEHTH ¢ XeMHpauManeH CravbM.

Cnacmumen mopmuxonuc

3a HEDKEKTHpaHE B IOBLPXHOCTHO PA3TIONOKEHH MYCKY/TH C¢ H3IOMN3a NOXXOIALIA CTEPHIEA HITTa
(xaro Hanpumep 25-30 G / 0,30-0,50 mm B auameTsp/37 mm ABLIDKMHA), 2 33 ABI00KO pasionoKeHu
MYCKYT{ MOSKE 113 c€ H3Mon3Ba MIJia KaTo Hanpumep 22 G /0,70 mm B aHameTsp/75 mm Ihkuua.
TlpenopbuBaHuaT 06eM 3a wikexTrpase € npuGHzaTeno 0,1 10 0,5 ml Ha HEKEKUHOHHO MACTO.

IIpu nevennero Ha ciacTiven Toprakomic Keeomun ce HIBKEKTHPA B MyCKynuTe
sternocleidomastoideus, levator scapulae, scalenus, splenius capitis wang trapezius. To31 COMCHK He €
H3YEPHIATENneH, TBH KaTo BCekH CAHH OT MYCKYJTHTE, OTrOBOPHM 3a NOAOKEHHETO HA F/1aBarTa, MOXKe J1a
Gb1¢ 3aCErHAT 1 CHEZIOBATENHO [a ce HyMAae OT JieucHHe. AKO Ce TIOSBST 3aTPYIHEHAS Ja Ce H30I1Hpat
OTACIHHTE MYCKYITH, HHXKCKIMHTE TPAOBA 1 Ce NOCTABAT, KATO CE M3MOM3BAT TEXHHKH KaTO
ENEKTpOMUOrpadCky KOHTPONT WiiH yITpassyk. MycKy/HaTa Maca ¥ CTeNeHTa Ha XHepTpodus win
atpodus ca dhaxropu, koHTo TpaOBa na HHIAT OTIATAHM NpH onpenenaHe Ha MoAXOAMLIATA 4034,

HIKEKTHPAHETO Ha HAKOJKO MeCTa HO3BONABA NO-PABHOMEPHO [I0KPHBAHE Ha HHEpBHpaHUTE obnacTu
Ha HCTOREMHHTE MYCKYNH ¢ Kceomun i € ocobeHo nonesso npu no-roneMut Myckynn. ONTHMATHUAT
Gpoii Ha MecTaTa Ha MIKEKTHDAHE 3aBUCH OT pazMepa Ha MyCKynHTe, KOHTO TpabBa fa Oblar
JCHEPBHPAHH N0 XHMHYECKH ITET.

Myckyner sternocleidomastoideus vie Tpstpa na ce nmkexTHpa INBYCTPAHHO IIOPAAH NOBHILEH PHCK OT
HEXENaHN peakitHy (0co0eHO nuctarus) Npy ABYCTPaHHO HIDKEKTHPAHE B TO3H MYCKY/L Ha 034,
Haasumasamu 100 U,

Chacmunocm na zoprume xpaimuyu

PazrBopenusT KceoMHH ce HEDKeKTHPa ¢ NoAXoasILA CTepHJIHA Wrna (Kato Hanpumep 26 G /
0,45 mm quameTep / 37 mm ABIDKUEA 32 TOBBPXHOCTHUTE MYCKYJIH H NO-ARITa WIJIA, KATO
Hanpumep 22 G /0,7 mm zuamersp / 75 mm asmxmHa, 3a no-Ien6okaTa MYCKYIaTypa).

Tipenopsusa ce Jlokanu3HpaHe Ha 3aCETHATHTE MYCKYJTH C TEXHAKH KaTO €AeKTPOMHUOT].
WK yITpasByK B ClyHail Ha SATPYAHEHHA NPH H30JHPAHETO Ha OTACTHATE MYCKYJTH.
Ha HAKOJIKO MeCTa JO3BOIIABA NO-paBHOMEPHO NMOKPHBAHE Ha HHEPBHPAHHTEC ofnacTv
KceomuH H € 0c0GeHo 1moNe3Ho Npy HIKEKTHPaHE B [HO-rojleMH MYCKYITH.

Xponwuna cuanopes (svspacmm/deyasionow)



Cnepn pasteapsue pa3TBopbT Ha KCeOMHH Ce HEDKEKTHpa HHTPArTAHIATHO, KATO CE H3MO3Ba
HOAXOAALIA CTEPHIIHA Hria (Hanpumep 27-30 / 0,30-0,40 mm guamersp / 12,5 mm gwioxuHa). 3a
NOKaNH3aMATA HA 38CETHATHTE CIIOHYEHH XKIIE3H TIPH BB3PACTHH €a Bb3MOXKHH aHATOMHYHH
OPHCHTHPH KM YITPa3BYK, HO Tpi0Ba Nia ce npeAnoueTe yITpa3ByKoBUs METOJ, Thil KaTo ce
HabnsoaBa n0-100bp TepanesTHUEH pe3ysrear (BK. Touka 5.1).

3a NeYSHHETO Ha AeTia ¥ I0HOMIM TPROBA J1a C& W3ION38a YATPa3sBYKOBHAT MeToA. Ha feta M roHoUIH
Npe/H HHKEKTHPaHe MOXe Ja ObJe MpeaToneHa TOKATHA aHECTE3HA (HATIPHMED KPEM 32 NNOKAIHA
2HECTE3HA), Cealys KM aHeCTe3Ud B KOMOMHAIMA CHC cenals cJie]] BHUMATENHA OLICHKA Ha
CBHOTHOIIEHHETO TI0/13a-PHUCK M CTIOPE] MECTHATA [IPAKTHKA.

43 llpormsonoxazanna

. CBPBX1YBCTBHTE/THOCT KbM aKTHBHOTO BELNECTBO HIM KBM HAKOE OT IIOMOIHHTE BEIECTRA,
w30poesn B Touxa 6.1;

. I"eHepanu3ppaHy HAPYIUEHHA HA MYCKYTHATA AKTHBHOCT (HATIPUMED MUACTEHUS IPABHC,
cuHApoM Ha Lambert-Eaton);

. Hudexums wim BR3fanenye Ha MACTOTO, KOSTO € ONPEIENCHO 32 MIDKEKTHPAHE.

44 Coendainn npeaynpexienns B APeANA3IHH MEDKA NP YNoTpeba

[Ipocnemumoct:
3a 113 ce nonOGPH NPOCIEAMMOCTTA HA GHOOrHYHHTE IEKAPCTBEHH NPOXYKTH, HAMMEHOBAHHETO U
NAPTHAHMA HOMED HA NPUI0XKEHHUS JIEKApCTBEH MpoayKT TpabBa aa ce GBAAT ACHO 3arucaHi.

OGmmu:

Tlpenu aa nprnosxu KeeoMun nexapst Tpatsa 1a ce 3anozHac ¢ aHATOMEHUTE 0COBEHOCTH Ha
NAIMCHTE U EBEHTYATHH aHATOMHYHH NPOMEHY B PE3YNTAT Ha NPEAIICCTRAIIN XHPYPrAYeCKH
OPOLCAYPH.

TpsibBa 1a ce o6bpHe BHMManMe, 32 13 ce rapanTHpa, Ye KCeoMHH Hama 1a 61b/1e HHXKECKTHPaH B
KPBBOHOCEH ChI.

Kceomus TpaGea fa ce npunara ¢ NOBHINEHO BHUMAHHE:

. TPH HATHYHE HA KbPBEHE OT BCAKAKHB THIT; _

. [PH NAUMEHTH HA 2HTHKOAI'YZIAHTHA TEPAIMA HITH IPYTH JIEKAPCTBa, KOWTO MOXKE 12 HMaT
aHTHKOarynasTeH ediexT.

KIHHEHAST edexT oT TpriioikeRHeTo Ha GOTY/IHHOR HEBPOTOKCHH THI A MOJKe J1a C€ 3aCKUTH WITH /4 Ce
HaMA/IH NPH MHOTOKPATHO NPHIOKEHHE. BBIMOXKHO € TOBa /la e ALIDKM HA Pa3TMYAS B TEXHHUKATA Ha
pasTeapane, H30paHUTe HHTEPBAIH HA HEDKEKTHPAHE, MECTATA, HA KOHTO Ce HEDKEKTHDA, H CAMO B
MHHHMAaJTHA CTETICH Ha Pa3liuYHA B AKTHBHOCTTA HA TOKCHHA, JHDKAIIM ce Ha HIOI3BaHHA METO 32
GHOIOrHHO TECTRANE KM HA BTOPHYHO PA3BUTHE HA PE3HCTEHTHOCT.

Jloxanes edekt Ha TOKCHHA 1 edekT, TLIKall ce Ha PasfpOCTPAHCHUETO HA TOKCHHA H3BEH MACTOTO HA
OPHIIONEHHE

Hexenann peakuup Morar ia ce NOSBAT NPH HIKEKTHPAHE Ra GOTYNHHOB HEBPOTOKCHH THIT A Ha
HCNPABHIIHO MACTO, KOETO BPEMEHHO NapaTH3Kupa GITH3KHTE MyCKYIHM rpyni. I'ojieMHTe 10341 MoTaT A2
NPHIHHAT Napany3a Ha MYCKYJH, OTAAIECUEHH OT MACTOTO HA HMHKEKTHpAHE.

MMa faHny 38 HEXETaHH PeaKtyii, KOHTO MOTAT a Ca CBB3aHH ¢ PastupocTpaleHHe Ha GOTyIHHORHS
TOKCHH THIT A M3BBH MACTOTO Ha NpusicokeHHe (Bx. Touka 4.8). Hekou oT Tax Morar 1a 6
JKHBOTO3ACTPAIIIABALIH H €A JOKJIANIBAHH CITy4aH Ha CMBPT, KOWTO NMPH HAKOH CITY4aH C
¢ AMChArns, THEBMOHVS /M 3HAYHTENHO HHEATHM3ApAHE.

-
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[NareHTHTE M TE3M, KOKTO CE TPIDKAT 34 TAX, Tpabea na GbAaT MHCTPYKTHPaHH Ia THPCAT He3abaBHo
MEHIMHCKA [OMOLL, aKO CE IOABAT HApYIIaBake Ha NPETIBLAHETO, TOBOPA HIH AHIIAHETO.

HMucharus € poxnameana ciiei MIDKEKTHPAHE B 001aCTH, pasiuyu OT UIHHHATE MYCKY/IATYpA.

I HEB CKYIHH aHHA

TlaupenTs ¢ HEBPOMYCKYITHE YBPEKAaHAL MOMKE 1A Ca MATOXKEHH Ha PACK OT Pa3BHTHE HA TIPSKOMEpHA
MYCKyaHa cnaboct, ocofeHo IpH MHTpaMycKyNHO iedeHue. [IpH TakiBa NAMEHTH IPOJYKTH,
CHABPAKAIY OOTYIHHOB TOKCHH THI A, TpaGea [1a e MpUTarar nojl HAGMOAEHNETO HA CIELMAIKMCT B TO
CAMO aKO C¢ NPELEHN, Y¢ M0I34Ta OT JISUeHHETO HaIBHLIABA PHCKA.

Karo 1o, naymenTH ¢ aHaMHe3a 3a acTHpalmsa 1 aucdarus Tpsosa aa GbAAT TeKyBaHA 0COOEHO
BHUMATESHO, Mskimousrenno sHuManie TpsOBa fa ce 00pbila OpH JeueHHe Ha WAHHE JMCTOHHA TIpH
TaKHBa NALMEHTH.

Kceomun Tpabpa na ce npHiara BHEMATEIHO:

. TIpH NALHERTH, CTPRNALIH OT JATEPAIHE aMHOTPOdHA CKITepo3a;

. TIpH RALMEHTH, CTPafallH OT ApYrH 3a00maBaHus, BOACIA 10 NepuepHa HEBPOMYCKYITHA
machyHKiHS;

. TpH NPHJIOKEHUE B MYCKYJH ¢ W3pa3eHa clabocT Wik atpodns.

Peakuui Ha CBpbXYYBCTBHTEIHOCT

Peaxumy Ha CBPBXYYRCTBHTEIIHOCT CA AOKMANIBAHH TIPH TIPAIOXKEHHE HA MPOTYKTH, ChILMKAIIH
BOTYIMHOB HEBPOTOKCHH THIT A. AKO ¢€ MOSBST CepHO3HH (Hanp. aHA(PHIAKTHYHH) WIUTH He3abarHH
PCakilMH Ha CBPBXTYBCTBHTENHOCT, TpAOBA /ja Ce MPHIONKH MOAXOAALIA TEparus.

Ob6pazypane Ha aHTHTENA

TNpexarneno 4ecToro npHoNKeHHe HA GOTYRMHOR TOKCHH MOXKE 2 YBEJIHMH PHCKA OT 0bpazyBane Ha
aHTHTENA, KOCTO MOXeE A2 A0BEAE IO HEYCIieX Ha JISYCHHETO (BX. To9ka 4.2).

Br3morxnocTTa 33 06pa3ysane Ha aHTHTENa MOXKE CE OrDAHWYH, KATO CE HIDKEKTHDPA Hali-HUCKaTa
eheKTHBHA 1033 IPH HAH-IBITHI MHTEPBATI MEKITY HFKEKIIHHTE, KAKTO € KITHHKYHO TIOKA3aHo.

TlemmaTpuyna momynaius
MEoro paako ca cpo611aBAHK CIOHTAHHE JOKNIA/H 32 BE3MOKHO OTAATEHeHO PasnNpPOCTPAHEHHE Ha

TOKCHHA NPH APYTH NEKAPCTBEHH NPOAYKTH ¢ GOTYJIHHOB TOKCHH THII A MPH MSAUATPHYHH HALKMEHTH
ChC CRITBTCTRALIK 3a00/IABaHHA, TIPEIMMHO ¢ Lepebpaina napanmsa. Kato msno 103ata, Haioi3saHa B
Te3H Cly4au, ¢ HaJBHILIABANA, NPENOPbYAHATA 3a TE3H TEKAPCTBEHH IPOLYKTH,

HMa penkn CIOHTAHHH TOKJIANH 38 CMBPT, TIOHAKOTa CBHP3HR C ACIMPALMOHHA ITHEBMOHHS IIPH €A C
TeAKa Lepedpanta Napausa Ce/l ISHEHHE ¢ JIEKapCTBEHH NPOAYKTH ¢ GOTYIHHOB TOKCHH,
BIHOUHTENHO ciieAl ynorpeba 3a HeonoGpenu nokazanns (off label use) (nanpumep B o6nactra Ha
mATa). PHCKET ce cumTa 32 0c0GeHO BUCOK NpH TIeAHATPHYHH TTALMEHTH C JIOLI OCHOBEH 31paBeH
CTaTyC WiH NPH NALMEHTH CbC 3HAYUTENHA HEBPOIOFHYHA Je6WITHOCT, acdarus WiIH NpH DalHeHTH,
KOMTO HMAT CKOPOLIHA aHAMHE3a 33 aCTIHPALIMOHHA IHEBMOHHS WK GenoapobHo 3abonssake.

Ilpenyniperxxenus, cneipadyrinm 3a nokasamuaTa

begpapocnazem u xemudayuanen cnazem
Hwxexrupane B Giiaoct a0 Myckyna levator palpebrae superioris Tpatea na ce #36arsa, 3a na ce
OTpaHH'iH PA3BHTHETO Ha Iro3a. Moxe /g ce pasRHE JHIVIONHA, KATO PE3yTaT OT JUQYINTTa Ha
GOTyAIMHOB HEBPOTOKCHE THI A B MycKyna inferior oblique. N3bsreareTo Ha MenMaTHH 1K
AOTHKS Kenad MOXKe a peIyLMPa Ta3H HEXENAHa PeaKIis.




Tpabea na ce H30aTBa HIDKEKTHPaHE B OONACTTa Ha JIO/AHHA KIETad, 3a a Ce TPeJOTBPaTH pasBUTHETO
Ha exrpomioH. Heo6xonumo e akTHBHO JiedeHnte, aKo ce NOSBAT KAKBKHTO H J1a € Ae(heKTH Ha enHTea.
Topa Moxe a BKMIOHBA 3AIMUTHE KATIKY 33 09M, MEXJIEMH, MEKH TIPEINa3Balii KOHTAKTHH JIEtiH HiH
38TBapAHE Ha OKOTO ¢ NIPEBPB3Ka, WIH NOJCOHH CpeacTRa.

HamansiBaneTo Ha uecToTaTa Ha MHTaHe cle/l HiskeKTupaHe Ha Kceomun B Myckylna orbicularis Moxe
Aa JoBeE A0 OTOMNBAHE HA KOPHENTA, NIEPCHCTHPALH EITHTEIHN ASpEKTH H YILEPHPAHE HA KOPHEATa,
0C0oGEHO NPH NALKEHTH ¢ YBPEXIaHuus Ha YEPEITHOMO3BbUHITE HEPBH (NHUesHs HepB). IIpu naunewTy,
KOHTO B MMHAJIOTO Ca HMANTH OTIEpallHH Ha OUHTe, TPAGRA Nla ce MPOBe/ie BHHMATE/THO H3CIC/IBAHE Ha
YYBCTBHTENHOCTTA HA KOPHEATA.

B MexHTe TEKAHH Ha KJINAYHTE ASCHO o pa3sBHEAT CKXHMO3H. PucxeT 33 TOBa MOXE 1A C€ HAMAJY, aKo
BCoHAra Cica HILKEKTHPAHETO JIOKATHO CC TIPWIOXKH JICK HATHCK.

Cnacmuven mopmuxonuc
Kceomun TpabBa aa ce HIDKEKTHPa BHEMATENHO, KOTATO Ce MpHiara GiiMse 0 YyBCTBHTEIHH
CTPYKTYPH, KaTO CEHHATa aprepus, benoapobuuTe BpxoBe H ezotaryca.

Ha TNAIHCHTH, KOMTO NpeIH TORA Ca OHTH AKHHETHYHH WIH ¢ MUHAMATIHA ABHTATENHA aKTHBHOCT, CJ1EN
HIDKCKTHDAHCTO Ha Kceomun Tp}IGBa Ja ce HAITOMHS JIa 3al104BaT NOCTENCHHO BB3CTAHOBABAHE Ha
ABHI'ATCIIHATA CH aKTHBHOCT.

[HaupenTure Tpabea na GeaT BHOOPMHEpPAHH, Ye HIDKEKTHpPaHeTO Ha KceoMUH 3a fiedeHHe Ha
CNACTHYCH TOPTHKOJIHC MOXKE Aa MPUMHHAN JieKa J0 TexxKa Aucharua ¢ pHCK oT Pa3sBHTHE Ha acTMpalius
¥ auciHes, BE3MoXKHO € aa ce HanoXu nekapeka HaMmeca (HanpHMep NOCTaBiaHe HA Ha3oracTpaiia
XpaHMTE/HA COHA) (BK. CHIIO TOuKa 4.8). OrpaHnyaBaHEeTO Ha 103aTa 32 MEDKEKTHPAHE B MYCKYN
sternocleidomastoideus 1o no-mManko ot 100 eIUHHITH MOMKE 1a HAMaNIH YeCTOTATA HA PA3BUTHE Ha
nucdarns. PUCKBT € N0-BUCOK HPH TALIMEHTH C [10-MANKA MAca Ha UIHHHHTE MYCKYJI HIH [IpH
MAIHEHTH, TIPH KOMTO C& HaJlara WiDKeKTHpane B Myckyn sternocleidomastoideus npycrpanno. [logpara
Ha JucQarns ce JWDKH Ha pasnpocTpanssane Ha papmakonorHums edekt Ha Keeomun b
MYCKYJIaTypaTa Ha XpaHONpOBOjIa BCISACTBHE OT pa3smpOCTPaHEHHETO HA HEBPOTOKCHHA.

Crnacmuvnocm na zopyume Kpaimiuyu
KceoMnH Tpa0Ba 1a ce MIDKEKTHpa BHUMATENHO, KOTATO CE NpHIIara GITH30 0 TyBCTBHTEIHH
CTPYKTYPH, KATO CHHHATA apTepus, Genoapobunre BrpxoBe B e3odaryca.

Ha nmaumeRTH, KOHTO Npeay TORA ¢a OWTH AKHHETHYHH WIH ¢ MUHMMAITHA JBUCATEe/THA AKTHBHOCT, e/
HIDKEKTHpaHeTo Ha KceomuH 1pabBa fa ce HamOMHA J1a 3aII0YBAT MOCTENEHHO BB3CTAHORABAHE Ha
JBUTATE/IHATA CH AXTHBHOCT.

KceoMHH 3a icueHHe Ha OTHHIHA CIIACTHYHOCT € OWII MPOY4YBaH BBB BPb3Ka ¢ 00HYaiiHHTe CTAH/IapTHH
CXEMH Ha NeuCHWe H He € IIPeAHa3HAYEH 33 3aMECTBRAILO JICUCHHE HA TE3H TepaneBTHYHM MOAIHOCTH.
Manko BeposTHO ¢ KceoMuH Na Gbae edexTrBEH IO OTHOIMEHHE HA IOAOOPIBAHE [HANA30Ha HA
ABIKCHHATA B CTABA, 3aCErHATa OT (PUKCHpaHa KOHTpaKTypa.

Croluiaba ce 33 HOBA [OABA WIIH PELIRINB HA MBPUORE, OOHKHOBEHO MPH MAIHEHTH, NPEApaznoInKeHH
KbM TakHBa chOHTHA. ToyHa BpE3Ka Ha Te3H CHOMTHS C HHKEKTHPAHETO Ha GOTYITHHOBKA HEBPOTOKCHH
HE € YCTAHOBEHA.

Xponuna cuaropes (8b3pacmu/deya/ionoun)
B criyuan Ha cuanopesi, HHAYLMpaHA OT J€KAPCTBEHN POXYKTH (HANP. OT ApHITMITPA3ON, K103
NHPUACCTHTMHH), NPE/iH BCHYKo TPAGBa ia ce 0OMHCIH BB3MOKHOCTTA 33 3aMECTBAHE, H

JOpH IpeKpaTABaHe HA WHYIHPAIMA IeKapCTBEH NPOAYKT, IPeaM Aa ce H3nonssa Kc
Jle4eHHE Ha cHaropes.

EduxacHocTTa 1 GesonacHocTra Ha KCeOMHH NpH NMauMeHTH Che CHATTOpes, IPEaH3E
JIeKapCTBEHH MPOAYKTH, HE Ca H3CICABAHH.,




AKO ce NIOSBAT CITyyaH Ha “CyXOTa B yCTaTa” BbB BPB3KA ¢ npiuiaraneTo Ha Keeomu, Tpabea fia ce
obMHCAH HaManABaKe Ha 1034Ta.

Tlpenoprusa ce NocemeHne Ha AeHTAICH JICKap B HAYAIOTO Ha AeyeHneTo. [JeHTANHuAT IeKap Tpsibsa
Aa 6nae maQopMupan 3a neueHHeTo che cHanopes ¢ Kceomus, 3a 1a MO Ja B3EME PETICHHE 3a
NOIXONSALH MEPKH 32 NPOHIAKTHKA HA KapHeC.

4.5 BsanmoaeiicTBHE ¢ APYIH JeKAPCTREHA NPOXYKTH H APYTH (JOPMEA HA B3aAMOAEicTBHE
He ca nposexnann npoydBaHus 3a B3aUMOIEICTBHS.

Teopetnuto epexTbt Ha GOTYIMHOBHA HEBPOTOKCHH MOKE /1A C& YCHIIH OT aMHHOLIHKO3HAHY
aHTHOMOTHIIA KWK JIPYTH JICKAPCTBEHH NIPOIYKTH, KOHTO TIORTHABAT HEBPOMYCKYJIHOTO MPENABaHE,
KaTO HANPHMEP MHOPENAKCAHTH OT TYGOKYpPapHHOR THIIL.

ITo Ta3u NpHYHHA €AHOBPEMEHHOTO NPHIOKeHHE Ha KCEOMMH ¢ AMMHOTIMKO3UIHH aHTHOHOTHLM Wi
CMCKTHHOMHIIMH M3HCKBA 0coDeHo BHuManue. [lepudepunTe MuopenakcanTy TpAOBa 1a ce Npuiarat
BHUMATEHO, KATO [IPH HEOOXOMHMOCT HAYAIHATA 032 HA MHOPETAKCAHTA TPAORA 4 C& HAMATH HITH
Ja C& H3non3Bar JICKapCcTBEHH NPOAYKTH CBC CpEAHA NPOABIAKHTEIHOCT Ha neﬁc*mne, Karo
BEKYPOHHYM HIIH aTPAKyPHUyM BMECTO JICKapCTBEHH TMPOMYKTH ¢ MO-MPOIBDKHTENICH eeKT.

B nomrsinnerwe, Korato ce H3nonssar 3a JieueHHe Ha XPOHHYHA CHAIOpes, OOTbYBAHETO HA [MABATA H
[HATa, BKIIFOYHTETHO CIFOHYCHHTE JKIIE3H, H/WIH ChBMECTHOTO NPHJIAraHe Ha AHTHXOHHEPrHIH
(HaupuMep aTPONHH, NIHKOMAPOHHIA, CKOTIOJIAMHH) MOXe 2 YBEIIHYH eeKTa Ha TOKCHHA.
Jlegennero Ha cHanopes ¢ KceoMun no Bpeme Ha TLYETEPANHA He Ce Mpenops4Ba.

4-aMHHOXHHONTHHKTE MOTAT Ja oTcnabaT edexrta Ha KeeoMuw.

4.6 @eprunater, GpeMeHnOCT H KLPMeHe

BpemenHoct

Jluncear afexkBaTHy AaHHK OT ynoTpeGaTa Ha GOTYIMHOB HEBPOTOKCHH THIN A IpH OpeMeHHH KeHH.
Hpoy4sanusTa npu KHBOTHA NOKA3BAT PENPOLYKTHBHA TOKCHUHOCT (8. TouKa 5.3). IloTeRUMaNHUAT
PHCK npH Xopa He ¢ u3BecTeH. [1o Tasu npuumna KceomuH He TpsabBa na ce ynotpe6apa 1o BpeMe Ha
OPEMEHHOCT, OCBeH ako O9aKRAHATA [IONT2A HE OINpaBJaBa pUCKa.

Kvpmene
He e n3pectro nanu SoTyaunOBHAT HEBPOTOKCHH THIT A ce eKkckpeTHpa B kbpMara. ITo Tazu npuunna
Kceomun He Tpsbpa na ce NpHJIara B NEPHOZA HA KEPMEHE.

DeprHnuTer
JIMTICRAT KIMHUYHK JaHHH OT ymoTpebaTa Ha GOTYITHHOB HeepoTOKCHH THI A. He ca ycraHoBeHn
CTPAHHYHH eeKTH BLPXY MEIKKHS M JKEHCKHS depTHIMTET NpH 3aiLH (BXK. To4Ka 5.3).

4.7 Edexrn Bhpxy cnocobroctTa 32 modupane H pabora c MAIAEHR

Kceomun nma cniabo wimm ymepero rimsmue BBPXY CHOCOGHOCTTA 32 1odupane 1 paGoTa ¢ MAUIHHH.
[aumenTite TpaGra 1a 6LAAT HOCHBETBAHH, Y€ AKO CE MOSBAT yYMOpa, MycKy/Ha ciiaboct, 3amaiiBate,
HapYWIEHHe Ha 3PEHHETO WIH CHAJAHE HA Kienata, e TpabBa Aa u3bArsar aa moddpat Wil a

H3BBPIIBAT APYTH MOTEHUMATHO ONACHH JCHHOCTH.

48 Hexenanu NexapcTBEHH peaKIME

npexoneH xapaktep. Hexenanure peakunu Morat fia GhIaT CBBP3aHH ¢ AKTHBHOTO
Ha HHJKEKTHPAHE WIH H C JABETe.



Hexenanm peaxiiie, He3aBHCEIH OT OKA3AHHETO

Heoicenanu peaxyuu, cebp3anu ¢ npwioNceHuemo

Creanure peakiy MOTaT Aa 6BAAT CBBP3aHA ¢ HHKEKTUPAHETO: JIOKAIM3Hpana Gonka, BhananeHue,
TIAPECTE3HA, XHIOSCTE3HA, YYBCTBHTCIHOCT, IOJYBaHe, OTOK, EpUTEMa, Chpbex, 10KaTH3HpaHa
HH()EKIHA, XEMATOM, KEPBEHE H/HJIH KphBOHACSAHE.

Boika u/uim TpEBOXKHOCT, CBBHP3AHH C MIJIATA, MOTAT 13 AOBEJAT 10 BA3OBATAIIHM PEaKIHH,
BRJIOYHTE/IHO PEX0JHA CHMITOMATHYHA XHIIOTOHHS, raficHe, THHHTYC H CHHKOIL

Heoxcenanu pearxyuu, Ovacauu ce Ha GRIMUSHOMO BEIHECMEO OM KAAC BOMYNUHOE HEBPOMOKCUH
mun A

Jlokamu3npasa MycKyITHa c1abocT € eJHH OT O4aKBaHMTE PapMaKOTOrHHK eeKTH Ha GOTYIHHOBHA
TOKCHH THI A.

Heoxwcenanu pearapun, dvaxcamu ce Ha paznpocmpanesiemo Ha moKCuna

Heoxxemanu peakupy, JH/DKAIIM ¢e HA pasnPOCTPAHEHHETO HA TOKCHHA M3BBH MACTOTO Ha
NIPHIIOXKEHHE, KOETO Aa [IPeJH3BHKA CHMITTOMH, ChOTBETCTBAILM HA eekTHTE HA GOTYIHHOB TOKCHH
THI A, Ca I0KTaIBaHH MHOTO PAIKO (IPEKOMEPHA MYCKYJIHA cnabocT, aucharis, aciHpanuoHHa
TIHEBMOHHs ¢ daTaneH H2XOM B HAKOM Cly4aH) (BkK. TouKa 4.4).

Peaxyuu na cepvxuyecmsumenrnocm

Papxo ca noknanpany cepHO3HH W/HITH BHE3ANTHK PEAKIIMH HA CBPBLXTYBCTBHTENHOCT, BKIFOUHTENHO
aHadmiakcud, cepyMHa Gonect, ypTHKapHA, e/leM Ha MEKHTE ThKAHH H JHCIHES. HAKOH OT Te3n
peaxiuy ca 6imh IOKIAABaHH cliefl ynoTpeGa Ha KOHBEHLMOHaNeH GOTYIMHOB TOKCHH THII A
KOMIUIEKC CaMOCTOATENIHO M B KOMOHHALMA ¢ APYTH JISKapCTBa, 3a KOHTO € H3BECTHO, e
TPHYHHABAT TAKMBA PEaKiHH,

HesxeNlaBn peakiMy oT KITHHAYHHA OITAT

Ilo-nony e mpepcTaBena YeCTOTATA Ha HEKeNAHUTE PEAKLIHM 33 PasIHYHHTE NOKA3aHHS Ha 6a3a
HHGOPMALMATA OT KIMHHYHKS OIHT. B 3aBHCHMOCT OT YeCTOTaTA Te Ce PA3MPEAEIIAT B ClIEHUTE
KaTeropu: MHoro dectH (= 1/10); wectn (> 1/100 no < 1/10); vewectu (= 1/1 000 nio < 1/100),
pearH (= 1/10 000 no < 1/1 000); Meoro pemiu (< 1/10 000) 1 ¢ HeusBecTHa YecToTa (He Moxe 1A
Gbae onpenenena oT HATHYHITE AaHHK).

Breghapocnazom:
CacreMo-opranen kaac Hexenann peaknnn YecToTa
HapymeHnus ua HepsHaTa cucteMa I'nasobonue, 1HuEeBa napesa HeuectH
Hapymenus ua ounre ITTo3a Ha KnenavHTe Muoro yecTH
CyxoTa B 0uHTE, 32MBIIIEHO 3PEHKE, Yectn
HAPYLIEHHS B 3PEHHETO
JHILTONHS, YBETHYEHA TAKPHMALTHS Heuectu
CromamHo-upeBHy HapyeHU Cyxora B ycTaTa YectH
Jucharus Hegectn
Hapymenus Ha xoxaTa 1 nogkoxHata | OGpHB Heuectn
TBKaH
Hapymenus na Myckynno-ckenetnata | Myckyisa cnaboor Heuecru
CHCTEMA M CHEIHHHTEIHATA ThKaH
O6mn Hapyienns 1 edexTy Ha bonka Ha MACTOTO Ha HHKEKTHPAHE
MACTOTO Ha NPHIOKEHHE ¥mMopa

Xemupacyuanen cnazem
IIpu xeMubaciuaneH cnasbM MOTAT 12 Ce OUAKBAT CXOZAHK HEKe/aHH peaxiy, KakTo
Onedapocnaspm.




Cracmuven mopmuronuc

CHcTemMo-0prafen Kiac Hexenann peaknen YecTora
Huderxipm 1 undecTarpm Hudexups Ha ropHuTe Auxareany msTHma | Yecrn
HapyuieHusa Ha RepBHATA CHCTEMA I'raBobomie, NpecHHKOT, 3aMayHOCT Yectu
Hapyuienna Ha roeopa Heuectn
PecndpaTopHH, rpsaHi i Jconns, aucnnes Heuectn

MEeAKRACTHHATHA HAPYLIEHHs

CroMaliHo-4peBHH HapyIIIeHHA HHcaris M=oro yecTy
Cyxora B ycrara, rajiene Uectn
Hapymerus Ha KoxaTa i moakoxkuara | Xunepxuaposa Yectn
ThKaH ObpHB Heuectn
Hapyimenus Ha myckynHo-ckenerHara | bonka BB Bpara, MycKyiTHa cabocT, Heeru
CHCTEMa M CheAWHHTEITHATA THKAK MHAITHA, MYCKYJTHH CTIa3MHE, MyCKyJIHO-
CKeJIeTHA CKOBAHOCT
Q6mn HapyeHus 1 eeKTH Ha bonka Ha MACTOTO Ha HHXKEKTHPaAHE, YecTn

MACTOTO Ha NMPHIOKEHHE

ACTEHHA

JledeHueTo Ha CIIACTHYEH TOPTHKOIKC MOXKE 1d MPEAM3BUKA Aucarus ¢ PasiddNa CTeneH Ha TeXeCT
€ DOTEHLHMAIHA OMACHOCT OT aCHHMpALHs, KOATO MOze JIa M3HCKBa JieKapeka naMeca. Jlucdarusara
MOXKe [a IPONBIKH ABE-TPH CEAMHLIH CITE[l HHKEKTHPAHETO, HO HM& CHOOIIECHHA 32 €AHHHYCH
CJTy"aii, IIPH KOHTO € MpOABIKKIA NET MeceLa.

Cracmurunocm na 2opuiume kpaiinugu:

Crcremo-opranen kaac Hexenann peaknnan YecroTa
HapyuieHHs Ha HepBHaTa cHCTEMA I'naBobonue, xumoecTesus Heuectu
CroMamBo-9peBHH HapyLIeHU Cyxota B ycrara Yectu
Jucdarns, ragere Heuecry
HapyuieHus na Myckynuo-ckenernara | MyckynHa ciaGocT, GolKa B kpaiiHuumTe, | Hedectn
CHCTeMa H CHEIHHHTEHATA THKAH MHAITHS
O61un HapyLeHus ¥ edeKTH Ha Actenua Heuectn
MACTOTO HA IPHIOKEHHE Bouka Ha MACTOTO Ha HIDKEKTHPAHE C
HEW3BECTHA
YECTOTA
Xponuuna cuanopes (ev3pacmru)
Cucremo-opranen Knac Hesxestann peakusiu Yecrora
Hapymienus Ha HepBHarta crcTeMa TTapecTezns Yectu
Hapymiexse Ha rosopa Heuecru
CToMamHo-4YpeRHH HapylIeHus Cyxorta B ycrara, aucharus Yectu
IIpomereHa (Ho-LThTHA) CIMIOHKA, Hevyectn

BACreY3us

Jloknansanu ca ciy4an Ha nepcucTHpala cyxota B yerata (> 110 Hu), KoeTo Moxe Ja TIpVHMHHK
TIOCIeABAUM YCIOKHEHHS KATO THHIHBHT, AUC(Arns H KapHec.

AXponuvna cuanopes (Geya'lonouy)

Crcremo-opranes Kiac Hexe/ann peakusn
CroManmeo-ypeRHH HApYHICHHS charus

flpomeHena (Mo-mTbTHa) CIIFOHKA, CYXOTa
B ycTara, 60/ka B ycraTa, Kapuec




[locT-MapkeTHHTOB ONUT

CriepuTe HeXeTaHH PeAKLMM ca IOKIABAHH ¢ HEMIBECTHA YeCTOTa IpH ynorpeba Ha KeeoMun cneg
HyCKaHETO MY Ha nasapa, 6e3 Aa ce 0oKIaBa 32 KAKBO NOKA3aHHE € H3NOI3BRH:

Cucremo-opranen wiaac Hexenann peaxnnn

Hapymienna Ha nMyHRaTa cucteMa Peakpn Ha CBPBXYYBCTBHTEAHOCT KATO TIOyBaHe, OTOK
{chINO K nanede OT MACTOTO Ha HIKEKTHPaHE), epuTeMa,
cbpbex, 06pHB (IOKANM3HPaH H TeHEPATH3UPAH) W 3aTyX
HapymeHus Ha MyCKyJIHO-CKesleTHaTa Myckynua aTpodns

CHCTEMA H CHETHHHTE/IHATA ThKaH

O6mu napymenus u edexTr Ha I'punionono6uu cAMIITOMH
MSCTOTO Ha NPHIIOKEHHE

Crobmapane Ha nonosupany HexeTauy pEaKIHH

CpbobluasaneTo Ha NOJO3MPAHH HeXe/IaHH PeaxuuH cne paspeinasane 3a ynotpeba Ha IeKapcTBEHUA
NponyKT € BakHO. Tora noseonsiea 1a NPoaLIDKK HAGIONCHUETO HA CHOTHOLICHHETO TION3a/PHCK 32
TIEKAPCTBEHNA NPONYKT. OT MEAMIMHCKHTE CIELMANACTH Ce H3HCKBA 2 ChoBILIABAT BCAKA MOAO3UpaHa
HEXCIaHA peaKia Ypes HalHOHATHA CHCTeMa 3a ChobaBare kbM HAITIHHTeHATE areHIHA [0
flekapersara, yaI. ,,Jiamsan I'pyes” Ne 8, 1303 Copus, ten.: +35928903417, yefcaiir: www.bda.bg.

4.9 IUpexosnpane

Mona pipkre HrdopMatniaTa 33 prckosere, CBBP3AHH C JIOKATHHA €PEKT Ha TOKCHHA H eeKTa, TBITKALL
CC Ha PasMpOCTPAaHEHHETO HA TOKCHHA U3BBH MACTOTO Ha TPUNOKEHHE, B ToYKa 4.4.

CHMIITOMY Ha Tpeno3upane

TosHrimenure qo31 Ha GoTyIMHOB TOKCHH THIL A Morar na AOBEJAT 0 H3PA3eHKH HEBPOMYCKYIIHH
TIapainsH, OTNANEYEHH OT MSCTOTO Ha HIDKEKTHDAHE C MHOKECTBO CHMITTOMH. CHMIrroMHTE MOTAT a2
BKNMIOUBAT 0611 ciabocT, rosa, qunnonms, 3aTPyAHEHHS B IHAHETO, 3aTPYSHEHMA B TOBOPa,
Napan3a Ha IMXaTelHaTa MyCKyIaTypa HIH 3aTPYAHCHHA B IPELIILIIAHETO, KOHTO MOraT Ja NoBeNaT
JI0 acHHPallMOHHA THeBMOHHS.

Mepku B CITy4aH Ha Npeao3upaHe

B cityvait Ha npenosupane naumerTsT TpaOBa A4 € MO MEIHIMHCKO HaGIIOCHHE 38 CHMIFTOMH Ha
H3paseta MyCKy/Ha CliaboCT WM MyCKyJTHa apaitisa. Moske 1a ce Hamosu CHMITTOMATHYHC Ie4YCHHE.
AKO C€ TOABH NapanH3a Ha JHXATe/IHATA MYCKYNIaTypa, MOXe N2 C€ HATIOKH aCHCTHPAHO NHIIAHE,

5.  ©®APMAKOJIOTWYHHU CBOMCTBA

5.1 ®apmakoauuamMaung cBoiicTRa

@apmakotepanesTiuHa TPYna: IpyrH MyCKYJIHH PeNakcaHTH, nepadiepHo AeiicTramy OPOOYKTH,
ATC xon: MO3AXO01
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MexanissM Ha nielictie



MexauusMeT Ha aeiicTere, Ypes KOHTO OOTYIHHOBHAT HEBPOTOKCHH THI A OCBHUIECTBABA CBOHTE
©(eKTH BBPXY XONMHEPrHYHUTE HEPBHU OKOHYAHHS, MOJXE 13 C& ONHIIE KAaTO NPOLEC, KOWTO BKIHOUBA
CIIEAHNTE YETHPH NOCTENOBATENHH CTHIIKH:

. Chbp3BaHe: TEKKATA BEPHTA Ha GOTYIMHOBUS HEBPOTOKCHH THIL A Ce CBLP3BA ¢ H3KTIOUMTEIHO
BHUCOKA U36MPATENHOCT M apHHHTET C PELENTOPHTE, KOHTO C& CPEILAT CAMO B XOMHHEPTHYHHTE
OKOHYZHHS,

. HurepHanusanus: cBHBaHe Ha MeMOpaHaTa HA HEPBRUTE OKOHYAHHA H aGcopOuns Ha TOKCHHA B
HEPBHOTO OKOHYaHME (€HIOIMTO34);

. Tpalcaokaums: aAMHHO-TEPMHHAIHHAT CErMEHT Ha TEKKATAa BEPHIA HA HEBPOTOKCHHA (hOpPMHpA

Dopa B MeMOpanaTa Ha BE3WKYJIATa, JHCY/I(HAHATA BPB3KA Ce PA3LENBa K JIEKaTa BePHIa Ha
HEBPOTOKCHHA NPEMHHABA NP3 TOPATa B HTO304;

. Egexr: cnen xaro nexara sepura 61¢ ocBoboneHa, T ce Pa3Lensa MHOT0 choelH$HIHO C
TapreTHuA npoterH (SNAP 25), koiiTo HMa chuiecTBeHa polia 32 0CBODGOKIABAHETO Ha
ALETHITXOIHH.

Crie HHTPaMyCKYJ/IHA HHAKEKIHMS THIHOTO Bb3CTAHOBSBAHE Ha (yHKLMATa Ha IUTOYKKHTE/PEJaBaHETO
Ha HMIIY7ICa B HEPBHHTE OKOHYAHHA 0OHKHOBSHO HACTDHIIBA B MPOTBKENHE Ha 3-4 Mecella, J0KaTo
HEPBHUTE OKOHYAHHUY NPOPACHAT H ¢ CBLPXKAT OTHOBO ¢ MOTOPHHMTE TUIOYKH.

Pe3y/maTy oT KTHHHYHWIE OpOYyUBAHKSA

TepanesTH HaT2 exBHBANCHTHOCT Ha KCeOMUH B CpaBHEHHE ChC CPABHHTE/EH NPOyKT BoToke,
CHbPHAI GOTYIHHOB TOKCHH THIT A KOMIIEKe — (OHaGOTy uHyMTOKCHH A (900 kD), e mokasana B ae
CPaBHHTE/IHH NIPOYIBaHHS ¢ €AHOKPaTHO Jo3upane of dasa III, eqno npy nanvenTy ¢ Gnedapocnazsm
{mpoyusae MRZ 60201-0003, n=300) 1 e1HO NMPH NALMEHTH ¢ [UHITHA AUCTOHMS {opoyueane MRZ
60201-0013, n=463). PesynTatwre OT MpoyuBaunsTa OpPEANOIArar Chino, Ye KeeoMiH U HeroBHAT
CPaBHHTE/ICH NPONYKT HMAT CXOJeH Npodus Ha ehMKACHOCT i GE30NaCHOCT TIPH MALIMEHTH ¢
6nedapocnazbM WK IMHHHA AHCTOHKMSA, XOTATO CE M3TION3BAT MpH CHOTHOLIEHKE HA KOHBEPCUA Ha
Aozara 1:1 {(Bx. Touxa 4.2).

bredpapocnazom
Kceomun e uscnenpan B PaHAOMU3HPAHO, ABOKHO-CIAMNO, 1ANE00-KOHTPONMPAHO My/ITHIEHTPOBO
npoy4BaHe BbB (aza 111, sxmouramo o6wo 109 nammeHTH ¢ Gnedapocnaszem. IlanuveHTHTe ca uMaH
OHarHo3a Ao0pokaqecTaeH 61edapociiazsM ¢ M3XOIHM CTOHHOCTH 38 TEXECT MO CKATaTd 3a OLIEHKA Ha
SAnxosnd (JRS) > 2 u crabunen sagosonyuTeneH OTTOBOP Ha TEPAHATA NPH NPEAXOKAANIO [IPHIOKEHHE
Ha NPOAYKTa-KoMIiapaTop (OHaboTYnMHYMTOKCHH A)

Tanmerrrure ca panaomusmpans (2: 1) aa nomyyar exrokpatHo nprioxkerte Ha KeeoMuH (11 = 75) nm
tnauebo (n = 34) B g03a, KosTO € cxoaHa (+-10 %) ¢ nocaeHUTe 3 103U OT IPOYKTA-KOMAPaTOp
NPE/iE HAYANOTO Ha NpoyyBaHeTo. Haki-Bicokara fo3a, NpHUIo;KeHa B TOBA npoy4sase, € 50 e;jMHHIH Ha
OKO, a CpeaHaTta fo3a € 32 eAuHiIH HA OKO.

ITspeuYHATa Kpaiina Touka 2a e(bHMKacHOCT e npoMaHaTa B CKopa 3a TexecT 110 JRS B cpasrenne ¢
U3XOIHOTO HHBO 110 CenMULA 6§ Cie/] HHKEKTHPAHETO B TIOMYIALIATA C »HaMepenwe 3a nevenne” (ITT) ¢
TANCBAIA CTOHHOCTH, 3aMEHEHH ¢ NOC/IEHATA CTOMHOCT Ha NAlMeHTa (mocneqHO

TposeNieHo npexeceHo Habmoznenue). B ITT nomynaumsTa pasnekara MeXIy rpynaTa, npHeMaila
KceoMnn u Tazu, npremaia mwiauebo, B IIPOMAHATA Ha CKOPA 3 TexecT 110 JRS OT H3XOAHOTO HHEO 1o
ceamnna 6, e 6una -1,0 Touxu (95 % JH; -1,4; -0,5) # e cramucivecky snaguma (p < 0,001).
[TauwenTnre ca HMamu BE3MOKROCT Na OPOABIDKAT B YIBIDKEHHA IEPUON HA IIPOYIBAHETO NPH
HeOBXO0MMOCT OT Ollle HEIKEKLMH. TTatpenTHTe Ca MONYYHIH [0 NeT HIKeKIMH KceoMHH ¢
MHHHMAJICH MHTCPBAN MEXUTY JIBe MEDKEKLIHH TOHe ecT ceammiy (48-69 ceamuuy obma
NPOABIKATENHOCT HA NMPOYYBAHETO H MAKCHMATHA 1032 0T SO €IMHHIIN Ha oko). [Tpes nanoro
NpOyBate CpeaHUAT HHTEPBAT Ha HIKCKTHDAHE [IPH IHLA, Tpetdpani ¢ NT 201, e Bapupan Mexay
10,14 (1-eu unreppan) u 12,00 ceamumnn (2-pn 10 5-1 uHTEpBAN).

Hpyro apoiino ¢isno, miaueto KOHTPOTHPAaHO KIIMHHYHO nipoy4Bane ot daza Il ¢ oT
DepuoA usenenea eduxacHoeTTa Ha KeeoMun npu ofwo 61 nallMeHTH ¢ KiMHHYHa
A0GpPOKAUECTBEH €CeHIHANICH GniehapocTiaysM ¥ M3XOHH CTOMHOCTH HA TEXECT M0
Ha Suxopmy (JRS) > 2, kouro ne ca 6mmn JIEKYBaHH ¢ GOTYAHHOB TOKCMH, T.€. HE ¢a
HUKAKBO N1eYeHHe Ha GiiedhapociaskM ¢ GOTYHHOB TOKCHH B [IPOAKDKEHNE Ha Haji-



npexay npunaraneto Ha KeceoMut. B ocHOBHEA mepdon (6 - 20 ceqMuL) naiHeHTHTE ¢a
PaHJIOMH3NPaHH Jia OJYYaT SIIHOKPATHO Mpunokenue Ha Kceomud B nosu 12,5 exuHunM 32 0Ko

(n = 22), 25 enviuum Ha oko (n = 19) win naauebo (n = 20} ), crorserHo. HauHeATHTE, HYKIaewu ce
OT HOBA HHAKEKLHA, Ca MOXKEJIH A3 NPOXBIDKAT B YAB/DKCHHA EPHO H 5 NMOTYYaT Olie eNHa
nmkexps Kceomu,

B ocHoBHHA Neprol cpenHaTa NPOARDKETEIHOCT Ha HHTEPBANa Ha Jleuelde e 61ia 6 ceAMHULE B
rpyniata Ha nuanebo, 11 ceqMuim B rpynara, feKysana ¢ 12,5 eqMHANH Ha OKo, M 20 CeIMHIIA B
Tpynara, JeKyBana ¢ 25 equanim Ha oko. Cpennara ANCOVA LS pasnuka cnpamMo Iuiaue6o

(95% J{A) 8 npomaHaTa Ha ckopa 3a TexkecT 1o JRS 0T H3XOAHOTO HYBO a0 ceamuua 6 e -1,2 (-1,9, -
0,6) B rpynara, fexysaua ¢ 25 eauHniM KCEOMHH Ha OKO, H € YCTAHOBEHO, 4€ € CTATHCTHYECKH
3HAYMMA, KATO HMA NPEABHA, Y€ ChOTBETHATA PaiHKa CIPAMO Tnauebo B rpynara, IeKysaHa C
Kceomuw 12,5 eauaunm, € -0,5 (-1,1, 0,2), xoero He € CTATHCTHYECKH 3HAYMMO.

o epeme Ha yAB/DKEHHS NEPHOA NAUHEHTHTE NOMyYaBaT uibkekuns Keeomun (n = 39) npu cpeana
n03a, 6nuska 10 25 equukun (nHanazon: 15- 30 equAuIM) Ha OKO, & CPeHATa NPOXBLKVTEIAOCT Ha
HHTCPBAla HA Jcuenne e 19,9 ceammun.

Cnacmunen mopmuronic

KceomuH € NpoyyBaH B paHIOMMIHPAHO, ABORHO-CIIANO, IUALEGO-KOHTPOIHpaHo, My THUICHTPORO
npoyusade BB (aza I, sxmousaine o6 233 narmedTy ¢ tudina aacronnd, NampenTure ca 6uin
AHATHOCTHUHPAHH C LHIHA THCTOHHA OT JOMHHHPAILI0 POTATOPEH THNI ¢ H3XOJHH CTOMHOCTH 110
Cxanata 3a oueHKa Ha cnacTHyen Toprukonyc no Toponto Yectepr (TWSTRS) - O61y crop > 20.
MNaunentaTe ca 61 pannomuzmpann (1:1:1) Aa nonyvasat eFHOKPATHO NpHIOAKEHHE 0T 240 exnHuim
Kceomun (n = 81), 120 eguamum Kceomus (n = 78) wnu rutauebo (n = 74). Bpoat 1 MecraTa Ha
UEKEKTHPaHe ¢a OHITH ONMpeNeaHH OT H3CEIOBATENA.

TspeyyHaTa npomeHnuBata 3a edpukacHoCcT e Guia cpelHaTa pasinka Ha LS B cpaBHCHHE ¢ HIXOAHOTO
HHBO JI0 CelIMHMLA 4 crien vipKekTrparneTo B o0ups ckop no TWSTRS B nonynatiMATa ¢ ,,HaMeperHe 3a
nedenne” (ITT) ¢ muncBanyy CrofHOCTH, KOPHIHPaHH ¢ H3XOTHHTE HHBA HA NALHCHTHTE (ITbieH
cratecTHecka Mogdein). [Ipomanara s croiiHoctate o TWSTRS - Obm ckop oT M3XOHUTE CTOHHOCTH
A0 ceaMHia 4 € 3HAUUTEHO HO-ToAAMa B rpynuTe, Tperupatu ¢ NT 201, 8 cpaBHEHHE ¢ IPOMAHATA TIPH
siauebo rpymnara (p < 0,001 npH BCHUKH cTarHCTHYECKH MOaeu). Te3d pasnuKi ca CTaTHCTHYECKH
3HAYMMH: Hanp.: - 9,0 Touxu npu 240 equamim cperry nnauebo u -7,5 Touxu npu 120 enxpmim cpeiy
w1aneto B ITRTHKUA CTATHCTHYSCKH MOJIEI.

TlaupeHTHTE Ca HMAIY BEIMOXKHOCT 12 IPOABIDKAT B yOL/DKeHHS NEPHO/ HA MPOYYBAHETO PH
HeobxomHMOocT oT omie uiDkekipu. [lavrenTyTe ca NOAYHHNH 10 MeT HIkeKuuH oT 120 win 240
eIMHHLH KCeoMuH ¢ MUHHMANEH HHTEPBan MEKIY BE HIDKEKLEHH NIOHE IIecT cenMunm (43-69
CeAMHITH 001a MPOIB/IKHTETHOCT Ha IIPOYYBAHETO). BE3 OCHOBA Ha MCKAHETO HA NALBEHTA 32
MOBTOPHO JIEUCHHEE, CPeANaTa NPOJEDKMTEIHOCT Ha OTTOBOpa e gedetne ¢ KceoMHH B ToBa
HpoyYBaHe {KaKTo pe3 Mepuo/ia Ha ABOMHO-CIANOTO NPOyYBaHe, Taka U Npe3 OTBOPEHHS yRDKEH
MEPHOJ Ha MPOYYBaHeTo) € 12 ceamui {MexXayKBapTHIHE qHanazonu: 9 no 15 ceamuuy). B no-
FOJIAMATA 9aCT OT HIKSKLIMOHHMTE UK (96,3%) BpeMeTO 32 MOBTOPHO ICUSHHE € MKy 6 1 22
CEIMMITH, 3 B OTIC/THU ¢iiyqaH - 1o 28 ceMuIm.

Cracmuynocm Ha 20pnume Kpasuyu (8b3pacmriu)

B ocHOBHOTO ripoyiBaHe (ABOIHO-C/IAN0, NNaebo KOHTPOAUPAHO, MHOTOLIEHTPOBO), IPOBECHO NPH
HAUHEHTH ChC CHACTHYHOCT Ha FOPHHTE KPailHHLM cned uHeyAT, 148 naumenTy ca panjioMu3upany 3a
TpeTHpane ¢ Kceomun (n=73) nia nnanebo (n=75). Kymynaruenara 1o3a ciefl 40 6 NOBTOPHH JICUEHHA
B KIIMHMYHO H30MTBaHE € cpeaHo 1333 exunnip (MakcumyM 2395 emunnuy) 3a nepron Ao 89 ceamuum.

Kakto e ycTaBOBEHO 33 OCHOBHMA TIOKA3aTeIN 33 e)UKACHOCT (4ECTOTA Ha OTTOBOP 3a (hriekcopyTe Ha
KHTKATa C OLIEHKA 10 cKaNaTa Ha Ashworth B ceMuiLa 4, IPH KOETO OTTOROPET CE ONPEIEiin Kato
nonobpenye ¢ Haii-Manko 1 Touka no S-rouxoBata ckada 3a olcHka Ha Ashworth), naipenTHTe




sxerH (89,3 %) B cpapHeHHe ¢ Mbxke (55,6 %), KaT0 pasiMKaTa € CTATHCTHUYECKH 3HAYHMA CaMO 33 JKEHU.
B cBoTo BpeMe YecToTaTa Ha OTrOBOP ITPH NALMEHTH MbXke, OLICHEHA clel 4 CeMHLM NO CKANAaTa Ha
oueHka Ha Ashworth npu naimenTy, Tpetpany ¢ KceoMuH, € NOCTOSHHO MO-BUCOKA 33 BCHIKH
TpeTHpaHH MYyCKYTHH IDYITH B cpaBHeHHe ¢ rianebo. B3 ocHOBa Ra HCKAHETO Ha [TALIMECHTHTE 32
TIOBTOPHO JISYCHKE, CPe/IHATA NPOABILKHTENHOCT Ha AEHCTRHETO B TOBA OCHOBHO I1POYYBAHE,
MIOCTIEABAHO OT OTBOPEH YARIDKEH NEPHOJ Ha IPOY4BaHe , e 61na 14 ceaMuuy ((HHTEPKBAPTILTHH
AuanasoHu: 13 no 17 ceIMHIA) ¥ B NO-TOMAMATA YACT OT HIKEKILHOHHWTE LAKTH (95,9%) nepHodsT 20
TIOBTOPHO Jicuerue € 6 ot 12 xo 28 ceamuu.

YecToTaTa Ha peClOHIEPHTE € CXOHA NPH MBKE B CPABHEHHE C EHH 3a EPHOIA HA OTKPHTO JISUCHHE
B MPOABIDKEHHETO Ha OCHOBHOTO MPOYy4BaHe (Mpe3 TO3H NEPHOJ HA U3IIHTBAHETO € BB3MOWKHO M'bBKaBO
Ao3dpaHe}), IPH KOCTO ¢a BKToUeHH 145 nauHeHTH 1 ¢a HARpaBeHh J0 5 WHKEKIMOHHH [WKBA, KAKTO
H NpH 3acenedoro 3a Habmoparess npoydsase (EudraCT Ne 2006-003036-30), npu koeto
epukacHocTTa M GesonacHocTTa Ha KCeoMUH B IBe paziiMuHK pa3pexaaHus ca oLieHeHy npu 192
TIAIKEHTH Che CHIACTHYHOCT Ha FOPEH KPaifHHUK ¢ pa3ivyHa eTHONOTHA.

Hpyro ABoiiHo-cnsro, Iane60-KOHTPOIHPAHO KIMHHYHO M3nuTeaHe (asa I1I sruiousa obo

317 HeflekyBaHH NOTOTABA NALMEHTH CHC CIACTHYHOCT HAa FOPHMTE KPRIHMLIM, HAH-MATIKO TPH Meceua
cnien pekapaH uHcyont. [To peme Ha Ocnoenaus nepuop (OIT) dukchpana oGwa nosa Kceomus

(400 egunuum) ¢ npiTaraHa HATPAMYCKYJTHO B Olpefe/ieHHa OCHOBEH TapreTeH yUacThK Ha
KITHHHYHO 33CATaHE, H30paH H3MeNy (IeKCHs Ha JAKBTS, (IIeKCHS HA KMTKATA WIH IIPLCTH, CBHTH B
IOMPYK, H B IPYT'H 3aC€rHATH MYCKyIIHH rpyni {n=210). IloTRbpauTenHBAT aHATH3 HA TBPBHYHHTE H
KO-NTBPBHYHHTE NPOMCHIIHBH 33 ¢(HKACHOCT Ha CeMHLla 4 cel UHKEKTHPAHETO NOKa3sa
CTATHCTHYECKH 3HAYHMO MOAOOpEHME Ha YeCTOTaTa Ha OTroBop o ckanara ha Ashworth nnm
TIPOMEHH CNPSMO H3XOOHOTO HEBO B ckopa no Ashworth u [nobansoTo BnevaTiicHue Ha
H3cnenoearend 3a npomsaHa (Investigator's Global Impression of Change).

296 nexyranu naumeHTH ca 3asbpiudin OI1 U ca B3eu yyacTue B ITbpBHS HHKEIX HA OTKPHTOTO
npoapmkerne (OLEX). [To speme Ha Iepuosa Ha MPOABAKCHHE TANHSHTHTE NOJY4aBaT 10 TPH
uipkexUny. Beexn npkes Ha OLEX ce cheToH oT efun TepaneeTHyeH Kype (400 ennupiy ofila nosa
Kceomun, pasnpesienena rbBKaBO MeXKY BCHUKH 3aCeTHATH MyCKyJTH), TIOCIEBAHO OT 12-CeaMudeH
nepuoa Ha HaGmonenue. O6maTa OPOIBIKUTEHOCT HA POYYBAHETO € 48 ceaMHAL.

JleyeHHeTO Ha MYCKYAHTE HA PAMOTO © H3CTIGABAHO B HO OTKPHTO tpoy4eane dasa I, koeto
BKiO4Ba 135 manmeHTH ¢ KIHHUYHA HYKIA OT JIeYeHHE 33 KOMOHHHMPaHa CIACTHYHOCT Ha TOPHY U
IOIHK KpaitHHOM. ITpoToKONBT HA MPOYYRAHETO TIO3BONABA NPHNOKEHHETO HA A03H N0 600 eRUHALA
KceoMuH B ropHws KpaiiHux.

Tora mpoyupaHe Nokaspa NOJOKHATENHA BpB3Ka MEXIY MOBHIIABAHETO Ha Jo3HTe Ha KceoMuH 1
noAoOPEHKETO HA CHCTOAHMETO HA MALKEHTHTE, OLEHEHO 10 ckanata Ha Ashworth, ¥ Ha apyruTe
TIPOMEHIIHBY 32 epukacHOCT, Ge3 Ja komiIpomeTnpa 6e30MacHOCTTa Ha NAUMEHTHTE WA
NOHOCHMOCTTa Ha KCeOMHH.

Cracmienocm Ha OORHUR U 20pHUR KpAliHuK nopadu yepebparia napaiusa (deya/lonoui)
Oyenxa na donnume kpaiinuyu

B npoiivo criano, napanenno KTHHHYHO Mpoyusake ¢iasa Il ¢ oTroBop Ha no3aTa ca yvactsany 311
Aelia ¥ I0HOIM (Ha BB3pacT 2-17 ronyHK) ¢ eJHO~ HIW ABYCTPAHHA CNIACTHYHOCT HA JIOJIHHTE
KpaliHHUM Nnopaau nepebpanHa napanusa. 3a ne4eHUe Ha COACTHYHOCT HA AOJHMTE KpaliHALM
Kceomus ce npunara B Tpu neueGuu rpynu (4 exquurup’kg renecso Ternio ¢ makcumyM 100 eanHHLY,
12 epuunim/kg TenecHo Terno ¢ MakcHMyM 300 emupuiuy Wik 16 eRuHHLIE/KE TEAECHO TErNo ¢
MakcHMyM 400 eqymuim, chOTBETHO) 33 NEYeHHE HA ABA M30PAHH KIMHHYHH MOJIENA HA NOTHHUS
KpaiHHK (NI0CKO CTHNANO (pes equinus), Gprekcus Ha KOISHOTO, aniyiMpano 6enpo).

B ToBa npoyuBane rpynarta ¢ HMCKH 034 € ONpeeiena 12 AeiCTBa KaTo KONTponHa rpyna. He ca
AOKa3aHHM CTATHCTHYCCKH 3HAYMMHU PA3)IHKA B CPABHEHHETO Ha BHCOKATa 1038 ¢ HHCKaTa
CTHOWICHKE HA MEPBHYHATA, HHTO HA XO-ITHPRHYHATA KpaiiHa Touka Ha e(pHkacHocT. L ’
npomsna (SE, 95% JIH) or usxoanara croiiHocT B ckanara ha Ashworth Ha iiadrap KCOPY g on. .+
Tipes ceamHLa 4 cept miDkekTHpane € -0,70 (0,061, 95% JIH: -0,82; -0,58) 3a Bucokata Absa 40,66
(0,084, 95 % JTH: -0,82; -0,50) 3a mmckara fosa ¢ p-croitvoct 0,650. [TogoGpeHunTa B My KyaHHS -, -




TOHYC He €a ce OTPasHiIH KaTo edext BLpXy (yHKimaTa B B OOIOTO BrieyaTieHye 3a NPOMAHA Ha
Hzcnenosarens.

AnlekBaTHATA N03HPOBKA Ha KCeOMHH 3a NledeHne Ha CACTHYHOCT Ha AOTTHHTE KpaliHHH NP J1ella K
KOHOLIH He MOKe na Obpe onpeseliena.

He ca Habmonasany HEOYAKBAHH HEXETIAHH PEAKLKH NPH JBOHHO CNANO MPOYIBAHE H OTKPHTO
ABITOCPOYHO JieueHHe ¢ KeceOMHH B MPOARDKEHHE Ha YETUPH LIHKDAA HA UHIKCKTHPAHE..

Oyenxa 3a 2opuy xpatinuyu

BB BTOpO AiBOkHO~CIIANIO, NapanenHo npoyusase dasa 1T o6uio 350 newa u roHony (Ha Bb3pact 2-17
TOJMHH) CHC CHACTHYHOCT Ha I'OPHHA KPAHHMK CAMOCTOATE/THO HIH ¢ KOMOHHUPAHA CIACTHYHOCT Ha
TOPHES W IONHHA KpaiHHK nopany Lepedparta mapanu3a ca Jekysanu ¢ Kceomun. 3a ieuenue Ha
ropeH KpaiiHux ((iiexcus Ha NakbTa, GIeKCHA HA KMTKATa, CTHCHAT IOMPYK, NPORKPaHa
NPEAMMITIHHIA, TIAJIeLl, CTUCHAT B JJIaHTA) WIH KOMOHHMpaHa CIIACTHYHOCT HA TOPHKMA K 10 IHAS
KpaiHMK (IU10CKO CTRNIANO (pes equinus), prexcua Ha KonsHO, aaxyUHpano Gezipo) Kceomnn ce
NpHNara B TpH TPpYNH 32 NEYECHHE TIPe3 OCHOBHHA MEPHOA ¢ €UHH UMK Ha HHKEKTHpaHe: 2 10 5
epubnim/kg TenecHo Terno ¢ maxcuMym or 50 1o 125 eaunnmm, 6 10 15 eqHHAIIKG TelecHo Tero ¢
MakcuMym ot 150 10 375 empmmum v 8 a0 20 exuavuw/kg TenecHo Terno ¢ MakcHMyM ot 200 xo 500
eAuHHLK. [TalHeHTHTe NPOABIKABAT ¢ HAli-BUCOKATA 71034 B OTBOPEHHA NIEPHOR HA YABKABAHE Ha
NpPOYYBAHETO C TPH HMKBIIA HA HIDKEKTHPAHE.

HabmonasauM ca cTaTHCTHYECKH 3HAYMME PasTHKH MEKTy HHCKATa H BHCOKATA 1033 NPH NPOMAHA OT
HM3XOZHATA CTORHOCT B ckanata Ha Ashworth 3a dniexcop Ha akhTa WM ulekcop Ha KMTKaTa Ha
cenMHL@ 4 cnen HkekTHpane (-0,22 [95% JTA -0,4; -0,04] p=0,017). [TonoGpenusta B MycKyTHHS
TOHYC He Ca ce OTpa3Hau KaTo eexT BbpXy (yHkumata n B O6IOTO BlCUaT/IEHHE 34 MPOMAHA HA
Mscnenoparens. Caefosatenno aaekBaTHaTa A03upoBKka Ha KceoMHH 3a neveHne Ha CIaCTHYHOCT Ha
TOPHHTE KpaitHHUM NPH NEAMATPHYHH NALHEHTH He MOXKE [ia OBJ1e ONpe/IeSICHA OT TOBA NPOY4BaHe,

He ce chobimapa 3a neouaksaHu onacenns oTHOCHO Ge301aCHOCTTA 0pH JIeYeHHE HA CIACTHYHOCT Ha
TOpHHA ¥ NOTHKA KPaHHHK ¢ Kceomut MpH 10 4eTHPH UKbIa HA HEKEKTHpAHE (Boeku 14 = 2
CeIMULIM).

Xponuwuna cuanopes (evspacmuu)

OcHOBHOTO NBOHHO-CIMNO, MIALEG0-KOHTPOIHpPaHO tpasa 11l KIMHWUHO NPOYYBaHE BKTIOYBA 0GILO
184 naumenTy, cTpafamy oT Hal-Mamko TPH MECELIA OT CHANIOPEs B pe3yaTaT Ha GolecT Ha
TapkUHCOH, ATHINYCH NAPKHHCOHMIEM, HHCYAT HITH TPABMATHYHO MO3BUHO yBpexaHe. [1o Bpeme
Ha ocHosHHA nepuoz (OIT) e npunoxena duxcupana o6ma noza Keeomnn (100 wnn 75 CIHUHHLM) HITH
MUTaneto HHTPArTAKAYAAPHO pH AeHHUPAHO CHOTHOMEHHE Ha n03ata 3: 2 CLOTBETHO B
napoTHAHUTe H cYyOMaHaHOynapHiTe CIIOHYEHN XKe3N.

uSFR (g/min) GICS (exop To4Kkn)
Jlevenne Bpemesa Toaxa Bpoii LS mean (SE) Bpoit LS mean (SE}
Habawnapanu HabawaaBany
[TnaneGo Cenmmma 4 36 -0,04 (0,033) 36 0,67 (0,186)
100 expmmmm Ceamsina 4 73 -0,13 (0,626) 74 1,25 (0,144)
100 eqpmmmm Ceamuna 8 73 0,13 (0,026) 74 1,30 (0,148)
100 eapHEIEH Cemmuna 12 73 -0,12 (0,026) 74 1,21 {0,152)
106} eqvmpuy Cenmuna 16 73 0,11 (0,027) 74 0,93 (0,152)
uSFR: Unstimulated Salivary Flow Rate (HECIUMYRUDARA CROPOCI HAY LIIORKAMA);
GICS: Global Impression of Change Scale (Cxana 3a obya OYeHkd HA YCEWanemoe 3a npomana)
LS: cpedna pazaura cnpamo nepeuskama moska; SE: cmandapmua epewra

Ha 4-1a ceamuua ce saGmoaara noxobperme Ha GICS (ko-mupeUYHa kpaiiHa TouKa) ¢ none | Touka
npH 73% oT naupeHTHTE, nekyBanM ¢he 100 enunanym Keeomun, B cpapHerse ¢ 44% oT naryeHT)
rpynara Ha mnare6o. [ToTBBpAHTETHIAT aHANH3 Ha NBeTe KO-ITbPBHYHH NPOMEHITHBY Ha e
(uSFR u GICS na 4-1a cemuna cye]y MIKEKTHpaHe) IOKA3Ba CTATHCTHYECKH 3HAYMMO [0
IpynaTta 3a nevenne cb¢ 100 emunmm 8 cpasHenne ¢ nnaue6o. Ionobpenus B mapameTp
edHKACHOCT B ceqMund 8 | 12 ClIC HIXKEKTHPAHETO MOTAT A2 ObJaT NoKa3aHH W ¢a Gl
A0 nocaenHaTa Touka Ha Habmoaenue na OI1 na ceqmuma 16. Ko-mbpeuunmTe npomenn CHa 2o
©(HKACHOCTTA Ha 4-Ta CeIMHLA NOKA3BAT [0-200pM PE3yITTaTH PY NPHAOKEHHE HA yﬂqi%{l@;gk{fabvﬁ--- -
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H3CIICABAHE B CPABHEHHE C METOHa Ha aHATOMHIHH opHeHTHPH {(uSFR p-ctoitnoct 9,019 cpemy 0,099
GICS 0,003 cpemy 0,171).

173 nexyeanu naupenTs ca 3apnpurinu OI1 v ca Bieann B [leprona Ha yammikasane (ITY). TTY ce
CBCTOH OT TPH LIMKRIIA HA JacNenABaHe HA JI034aT4a, BCeKH ¢ eJHOKpaTHa cecHa Ha aeuehue (100 mwim 75
eavHuy ob1a noza KceoMuH, Che CHIIOTO CLOTHOMIEHHE Ha 103aTa, KAKTO npu OI1), nocnensaso or
16-ceamumen nepHoR Ha Habmonerne. 151 naumerTH ca 3apspunam ITY. Pesynrarure or ITY
NOTBBPAABAT KOHCTaTaumuTe Ha Oll, noka3BaliH NpoAL/DKHTEIHH NO/I3H OT JIe4eHHeTo ¢he 100
emuanuy KceoMnn.

Xpouuung cuanopes (Oeya/tonown)

B eano peoitro-caano, nranebo-kortponupato daza I wmsuano npoyusane ca JeKyBanH obulo 255
Aena H roHOIH (Ha BBapact 2 - 17 rogumm) ¢ Tenecko terno (TT) vaii-manko 12 kg, ctpagamy ot
XPOHH'HA CHANOPEA, CBBP3aHa ¢ HEBPOJIOTYHH HAaPYIICHHA WK HETENEKTYanHo yepexaase. [lo
BpeMe Ha 0CHOBHEA niepuroa (OIT) 220 natpienTn Ha BB3pacT 6-17 roAHHY Ca NMOTYy4aBaNH JeHEHHE C
Kceomun criopen TT u o 75 enuuvum wik miaueGo. Jleuennero ce e NPOBSKIANO0 HRTPArNayIynapHo
C YITPa3sByKOB METO C OTIPEAC/ICHO ChbOTHOWEHHE HA A03aTa 3: 2, ChOTBETHO B NAPOTHIHATA ¥
cybmanaubynaphara cORUEHA JKITe3a.

uSFR (g/min GICS (cxop Toukn)
Jeuenue Bpemena Touxa Bpoii LS mean (SE) Bpoi LS mean (SE)
nafawgasanun HaGmoaapany
Tnane6o Cenmima 4 72 0,07 (0,015) 72 0,63 (0,104)
Kceomnn cnopen | Cenmuvia 4 148 -0,14 (0,012) 148 0,91 (0,075)
T Ceamuna 8 146 -(,16 (0,012) 146 0,94 (0,068)
Ceamuna 12 147 -0,16 (0,013) 147 0,87 (0,073)
Cenmuna 16 145 -0,15 (0,013) 146 0,77 (0,070)
uSFR: Unstimulated Salivary Flow Rate (HecmuMyaupana ckopocm ra caioxKama);
GICS: Global Impression of Change Scale (Crana sa 00ya oyenxa na yeewanemo sa npomana); TT: menecno meano;
LS cpedua paswura CRpAMO nepeusrama moyxa, SE: cmandapmug zpeixa

TTOTBEPIMTENHIAT QaHATH3 Ha KO-ITHPBHYHETE npoMeHTHEH 33 edrkacrocT (uSFR 1 GICS wa 4-ta
CE/IMHIIA CIICA HHKEKTHPAHETO) TOKA3BA CTATHCTHHECKH 3HAYMMHE H KJIMHHYHO JHaUHMK noaoGpeHns Ha
rpynara ¢ KceomuH B cpaBHenue ¢ mauebo. U TNIpH BaTa apamMeTLpa Ha ePUKACHOCT ce Habmoasar
CTATHCTHCCKH SHATHMHE PA3THKH MEK/IY JIEKYRaHHTe rpym# o kpad Ha OIT opes 16-Ta cepmuia.
Bepuku 35 nena na BB3pacT 2-5 romuuH ca GHiM nekyBanu ¢ KceoMHH camo criopen Taxuoro TT, He &
H3TI0/I3BAHA IWIALEGO TPyNa KATO KOHTPOIIHA, KATO H3C/IEABAHHTE IPOMEH/IUBH Ha eukacHocTTa
TOKA3BAT NOAOGPEHHA, NONOGHM HA Te3H, HabIOKABAHH B rpynara Ha 6-17 -ronMHH, JJeKyBaHH ¢
Kceomun.

247 nanmeHTH y4acTBaxa B HOCHEBALIHA mbpBH LHKHI Ha OTkpHTOTO nipossmkenue (OLEX). OLEX
CC CBCTOCHIE OT TPU AOITHIIHHTEHH IMKbIa, BCEKH ¢ eJHA CeCHA Ha JICUCHKE, OCHeABaHa OT 16 -
CeAMIMEH NepHon Ha HabnrogeHue. BCHUKH nawpenTy ca nomyyasamu KceomuH crrinacuo cuimara
APENIBAPMTENHO ONpPE/iesieHa CXeMa Ha JO3UPAHE M CHLIOTO CHOTHOMIEHHE HA no3ara, u3nonzeaso g O,
Obwio 222 nawmenty ca 3aebpum OLEX. Pesynrarure or OLEX noTebpiaBaT KOHCTATALMMTE Ha
OI1, xaTo nokassar npoasHKABAHE Ha HONZHTE OT JeycHuero. He 6sxa ycraHOBEHH HOBY HITH
Heo“aKBaHH onaceHHA 3a GesonacHoCTTa.

[leanaTpiyna nonynamus
Esponeiickara arenips no TIEKAPCTBATA OCBOGOXK/ABA OT 3aBIDKEHHETO 32 NPe/OCTABAHE HA pesynTaTH
0T npoyusanus ¢ Kceomnn:

® BbB BCHYKH NOArpYIlM HA NCIHATPHIHATA TIOMYJIaMA 3a 1e4eHHe Ha JJUCTOHMA,

® TIpH KBpMaieTa H Mayiku gelia ot 0-24 Meceua 3a jleYenne Ha CIACTHYHOCT Ha MYCKYJIHTC W
XPOHHYHA CHANOpeA.

Broicre TouKka 4.2 3a undopmatms oreocHo neaHaTpUYHa yIoTpeda.

52 dapmakokEHETHUHH cBOHCTBA

Obwa XAPaKTEPHCTHKA HA AKTHBHOTO BEIICCTBO




He e BE3MOKHO NPOBEIKAAHETO HA CTAHIAPTHHTE KHHETUHHH [IPOYHBAHHA H IPOYYBaHHA 32
pasnpefenenye ¢ GOTYIIMHOB TOKCHH THil A, 3aII0TO aKTHBHOTO BEINECTBO CE MPH/IATa B MHOTO MATKY
KOJTHIeCTRA (HAKOMKO IMMKOrpaMa Ha HHKEKIMA) M 3aII0TO MHOTO 65p30 M HeoGpaTHMO Ce CBbLP3Ba C
XOMHHEPTHIHATE HEPBHH OKOHYAHHS.

HatusHuAT 6OTY/IHHOB TOKCHH THI A & KOMILTIEKC ¢ BHCOKO MOTEKYIHO TELNO, KOHTO OCBCH
HeBpOTOKCHHA (150 KD) chanpika v IpyTH, HETOKCHYHH IPOTEMHM KATO XEMarTyTHHHHH M
HE-XEMarTyTHHHHHE. 3a paiika OT CTAHAAPTHHTE JIEKAPCTREHM (POAYKTH, ChEBPHKAIH GOTYIHHOB
TOKCHH THI A kommekc, Kceomun ceabpxa wiet (150 kD) HEBPOTOKCHH, 3aUI0TO HE CHALPKA
KOMIL1€KC0o00pasyBammy POTEHHH, TIOPATH KOETO € C HHCKO ChIbPPKaHHE Ha Yy3K/I POTEHH.
CpAbpKAHMETO Ha MIPUNAraH Yy IPOTEHH Ce CYHTA 32 €AMH OT (GAKTOPHTE 38 BTOPHYCH HEyCTieX Ha
JIEYEHHETO.

3a 60TYMHOBHA HEBPOTOKCHH THIT A € YCTAHOBEHO, Y€ CJIe/| HHTPAMYCKY/THO HHKEKTHPaHE TOi
HOIJICKH Ha PETPOTPajeH akcoHaNeH TpaHenopT. Beapexy ToBa, peTporpasso TPARCCHHANTHYHO
NPEMHHARANE Ha AKTHBHHA GOTYZIHHOR HEBPOTOKCHH THIT A B LIGHTpaJIHATA HEPBHA CHCTEMA HE €
YCTAHOBEHO NpH TepalleBTUMHO 3HaYHMH JO3H.

Cebpsanusr ¢ penentopuTe GOTYIHHOB HEBPOTOKCHH THN A HABITH3a 4pe3 eHAOLMTO3a B HEPBHHTE
OKOHHaHHA (IpEH JIa AOCTHIHE N0 ueiTa ci (SNAP 25) 1 Torapa GuBa n0O1I0MKEH HA BETPEKICTHYHO
pasrpaxane. CBoGOAHO LMPKyYIHpAIHTE MOJIEKY.IH GOTYTHHOB HEBPOTOKCHH THN A, KOKTO HE ca
CEBBP3aHH ¢ NPECHHANTHYHHTE XONHHEPIHYHA PElleNTOPH HA HEPBHUTE OKOHYAHMA, GHBAT
(aroLMTMpaHH WM THHOLMTHPAHH H Ce PasrpakaaT KaTo BCEKH ApYT CRoBOIHO APKYIMpail
IPOTEHH.

PQSEIEQEGHBHI'IG Ha aKTHBRHOTO BEHIECTBO [IPpH NaUHEeHTHTe

He ca nposexpanu dapmakoxuneTiranm npoyusanus ¢ KeeoMun OPH XOpa MOPaIH rOPEOIMCaHUTE
[OPHYHHH.

5.3 Tlpenxinauunn nanHH 3a GesonacHoct

Hexwmrmanime nannm Be nokassar ocoben PHCK 32 X0pata Ha Dasara Ha CTaHIapTHUTE NPOYYBAHHA 3a
JieKapeTBeHa Ge30nacHOCT 110 OTHOMEHKE Ha ChPAEUHOCHAORATA H CTOMAUIHO-YPEBHATA CHCTEMA.

Pesynrarwre ot i3BspineniTe npoyuBaHms 32 CHCTEMHA TOKCHIHOCT Ha KCeoMHH cliel HHTPaMyCKY/THO
TPHJIOKEHHE [IPH JKHBOTHY Ca CBBP3aHH OCHOBHO € (PaPMAKOIMHAMHYHOTO My JIEHCTBHE, T.€. ATOHHS,
Tape3a ¥ aTpodus HA HIDKEKTUPAHHS MYCKYII.

ITo chbims HauHH TerIoTO Ha HIKEKTUpaHaTa cyGmaHauGynapHa CIIOHYEeHa X132 HaMaNsBa npu
BCHHKH N1030BH HHBA, & ATHIIHYHA aTPO(HA Ha CITIOHYEHNTE MUTE3H C¢ HAG/IOABA NPH Hail-BrCOKaTa
noza ot 40 emmnnuw/kg cnen eTupu TIOBTAPALUH C& MHXEKUHA KCceOMMH Ha MHTEpBANM OT 8 ceaMuLu
IpPH ILTBXOBE.

Hama narmu 2a nokanna Henorocumocr. Ilpoy4sanusTa 32 penpoAykTHBHA ToKCHUHOCT Ha KceoMmun ue
TIOKA3IBAT HUTO HEWENAHH eQEKTH BEPXY (EPTHIMTETA IPH MLAKH HITH XEHCKH 3afilld, HHTO JHPEKTHH
eheKTH BEPXY emOpHO-eTanHoTO HAH pe- H NOCTHATAIHOTO PA3BHTHE TIPH IUTHXOBE H/HITH 3aiLiy.
Bropeku 1082 npunoxkenreTo na Keeomun NIpPE3 MHEBHH, CCIMUYHH H IRYCEAMHYHH HHTEPBAIIN B
H3CITE/IBAHMATA 32 eMOPHOTOKCHHYHOCT B [I03H, NOKA3BALIE HAMAIISBAHE HA TENECHOTO TErNo npH
MaiKkara, ¢ JOBEJIO [0 yBEIHYARAHE HA Opost Ha abopruTe NP 3aif1M ¥ Jlexo HaMaSBAKE Ha TENECHOTO
Terno Ha etyca npu rwrbxose. He e 3abmicTenso xa ce NIpHEMeE, Ye NPOSBL/DKHTEHATA CHCTEMHa
EKCIOSHIMHA HA MAHKITTE MO BPeMe Ha (HEW3BECTHA) YyBCTBHTENHA (aza Ha opraHorenesara e
Tpenpasnonarany HakTop 3a HHAYLUPARETO HA TEPATOTEHHH edexTH B TE3H NpoyUBaHHA.

B npoyqrane 3a TokcuuHOCT Cnien oT6MBaHE HA MTATH CK3EMILIAPH NIPU ILTHXOBE [IPH Half{BRCOKATA

H3NUTBaK 034 (30 enumun/kg) ce Habmoaasa atpodus Ha TECTHKYNAPEH 3APONMIICH SfIPEga# -

XHIIOCTIEPMIL, Ge3 TOBa Ja WiHse BEPXY (epTHIHTeTa NpH MEKKHTE, KOraTo MEXKHTC H, bxéuhme =

CK3EMIUIADH Ca G idyrocank Ha 14-cenMirna BE3pact, edeKTHBHOCTTA Ha qmbmcnaaqq«ua@aﬂéha '
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[PH MBAKKHTE ¢ BHCOKH JKO3H, BEPOATHO MOpajiK cnabocTra Ha KpaHHHIHTE HITH 3HAYMTE/THO 110-
HACKOTO TeJiecHO Terno. IIpu OTCHLCTEHE Ha KAKBBTO M Ja € edeKT BEpXY cpeaHis 6poi XKbITH Tena,
3arybaTa IIpH Dpe-HMIUIAHTANus ce yeenndaea npH 10 exuawui/kg ¥ nobeue. He Moxke [a ce yTouHH
OKOHHATENHO JalH TOBA € EEKT, MEAMHPAH OT MBKKHTE HIH OT JKCHCKHTE EK3EMILLAPH.

CJICI.(OB&TCHHO, TpaHHLHTE Ha 6€30MaCHOCT MO OTHOIMEHHE Ha KITHHHIHATA TepanHda kaTo 10 ¢a
HHUCKH IMTPH BACOKH KITHHHYHH J03H.

3a KceomuH He ca MPOBEXKIIAHH NMPOVYIBAHHA 332 FEHOTOKCHYHOCT WIH KAPIHHOTEHHOCT.

6. DAPMAIEBTHYHY JAHHH

6.1 Coichk BA NIOMOIIHHTE BeIleCTBA

Yopemku anbymun
3axaposa

6.2 HecnhBMecTEMOCTH

To3u nexapcren npoykT He TpabBa aa ce cMecRa ¢ APYTH JEKAPCTBEHH NPOAYKTH, € U3KTOUeHHE Ha
Te3H, TIOCOUEHH B T. 6.6.

6.3 Cpoxk sa rogaocr

KCEOMHH 50 equHus npax 3a MEXeKUHOHEH pasTBOpP: 3 rOMMHY
KCEOMHH 100 enpmmum 1npax 3a MIDKEKUHOHEH PasTROp: 4 roguHu
KCEOMHH 200 eapmaiiy nipax 3a HEKEKUHOHEH PA3TBOP: 3 FOAHHH

IIpuzomeen pazmeop

Hloxa3aHo e, 49e NPOJKTET € XHMUYECKH M (H3HUECKH CTabwieH B IIepHOJ Ha H3MON3BaHe 3a 24 1aca
1pH TeMneparypa ot 2 °C 1o 8 °C.

Ot MukpoSHonoriHa rieiHa TOIKa NPOXYKTET TPAOBA 1A CE W3MON3BA He3abaBHO. AKO HE CE H3NOMIBA
He3a6aBHO, BPEMETO H YCIIOBHATA HA CHXPAHEHKE B NepHOAA Ha HAMON3BAHETO MY ¢a OTTOBOPHOCTH Ha
noTpeGHTEN M OGHKHOBEHO TOBA He € noBede oT 24 yaca npu 2 °C 1o 8 °C, ocBeH ako MPHIOTBAHETO HE
€ CTaHANO B KOHTPONYPAHH H BAIUIHPAHH ACCTITHYHH YCIIOBHA.

64 CnennanHn yci0BHS HA cChXpaEenne

Ha He ce cexpanssa Hap 25 °C.
3a ycnoBHATA Ha ChXPaHEHHE ClieH pasTBapAHe Ha JIEKaPCTBEHHA HPOIYKT BHIKTE TOUKa 6.3,

6.5 Bui s chabpikanne AA OHAKOBKATA

®uaxon (cThK10 THT 1) ¢ Tana (GpomByTHIORA ryMa) # 06€30MaCEH0 3aNEUATRAHE (anymuHuiz).
KCEOMMH 50 emismim npax 3a HHKeKWHOHEH pasteop: Onakosk# ¢ 1, 2, 3 wiu 6 $nakoHa, BeexH oT
KOHTO CHABPKA 50 equHuML,

KCEOMHH 100 egnavum npax 3a HHKeKUMoHeH pasteop: Onakosku ¢ 1, 2, 3, 4 K 6 dnakoHa, Bceku
OT KOHTO ¢hAbpxa 100 emnyp.

KCEOMUH 200 emusuumy npax 3a MEDKEKUHOHeH pasteop: OuakoBkH ¢ 1, 2, 3, 4 um 6 dutakoHa, Beeku
OT KOHTO chabpia 200 eauHuy,

He BcH4KH BUNOBE ONaKOBKM MOraT na 6haar NyCHATH B npojask0a.

6.6 Cneunainu npeanana MepKkH opu HIXBL]/IAHE H paboTa

PazrRapane




IIpeau ynorpeba KceoMuH ce npuroTss ¢ HHXKEKLIMOHEH pasTBOp Ha HaTpuer xuopHa 9 mg/ml (0,9 %).
IIpuroTesiHeTo M paspexaaHeTo Ha pa3TBopa TpAOBa /1a CTaBaT Crope/ npasuiara Ha ao0paTa
KJIHHHYHA MPAaKTHKA, 0COOEHO M0 OTHOIIEHHE Ha acenTHKaTa.

CerinacHo n00paTa NpakTHKA pa3TBAPSHETO Ha ChALPIKAHUETO HA (NIAKOHA U MOANOTOBKATA Ha
CNpPHHLIOBKATa TPAOBA /1a Ce M3BBPIIBAT HAJl XapTHEHH KbPIH C TJIACTMAcoB (priM, 3a Ja ce uzberye
BCAKAKBO paziMBaHe. B cripHHLIOBKa ce acTiMpHpa ChOTBETHOTO KOJIMYECTBO PasTBOP HAa HATPHEB
xsopu (Bx. TabnMuaTa ¢ paspexaaHuaTa rno-aony). [lpenopbysa ce 3a pa3TBapsHETO /1a Ce M3M0JI3BA
urna 20-27 G ¢ kbeo ckocaBaHe. Crieqt BEpTHKATHO BbBEXKIaHe HA UIJIaTa Mpe3 ryMeHaTa Tana,
PasTBOPHTENIAT TPAOBA 1a Ce MHKEKTHPa BHHMATEJTHO BB (uiakoHa, 3a 1a ce u3derde o0pasyBaHeTo Ha
nsiHa. AKO BaKyyMbT BbB (priakoHa He U3Ter M pa3TBopuTens, (GakoHbT TpAOBa Na ce U3XBBPIIH.
Orcrpanere cipuHLOBKaTa OT (uiakoHa H cMeceTe KceoMHH ¢ pa3TBOpa KaTo BHUMATEIHO pasKiialare
1 00pbllaTe/novyksare ¢iakoHa — pa3TBOPHT He TpAOBa /1a ce paskiaiia TBbpae eHepruyHo. [1pu
HeoOX0IMMOCT, MIJ1aTa, M3MOJI3BaHa 3a Pa3TBAPAHETO, MOXKE /1a OCTaHe BbB ()JIaKOHa H HEOOXOIMMOTO
KOJIHYECTBO OT PasTBOPA Ja C& U3ABbpIa C HOBA CTEPHIIHA CIIPUHLIOBKA, MOAXOIAINA 38 HHKEKTHPaHE.

PasreopenuaT KceomuH e 6ucThp, Ge3useren pa3rop Oe3 BUAMMH YaCTHLIN.

Kceomun ne Tpxﬁsa Jia € U3MO0JI3Ba, aKo pa3TBOPDHLT € MBTEH HIIH CbAbpiKa napuaiecTa y"raﬁlca, HJIH
BHAHWMH HaCTHIIH.

Tpabea na ce BHHMaBa J1a ce M3M0JI13Ba NPABHIHUAT 00EM pa3TBOpPUTEI 3a H3OPAHOTO KOJIMYECTBO
aKTHBHO BELIECTBO, 3a J1a CE MPEeI0TBPATH ClIy4alHO Npeo3HpaHe. AKO ce H3MoNn3Bar (IakoHH
KceoMHH ¢ pasM4HH pa3sMepH KaTo 4acT OT e/iHa NPOLe/Typa Ha HIKEKTHpaHe, TpAOBa 1a ce BHUMAaBa
Jla Ce W3MO0JI3Ba MPAaBHIIHOTO KOJIHYECTBO PA3TBOPHTEN, KOTaTo Ce pa3TBapaT onpejeseH Opoi eaHHHLM
Ha 0,1 ml. Komuuecteoro Ha pastBoputens Bapupa mexay Kceomun 50 emuruim, Keeomun

100 ennunum 1 Keeomun 200 enunmum. Besika cipuHioBka TpadBa 1a uMa CbOTBETHHA €THKET.

Bb3moxkuuTe koHueHTpaumu 3a Keeomun 50, 100 1 200 eaunvim ca nocoveHu B cieiHaTa Tabnuua:

JlobaBeHO KOJIHYECTBO Pa3TBOPHTE
Ionysena nosa (natpues xnopua 9 mg/ml (0,9 %)
(B equamw Ha 0,1ml) HISCKIONEE P65 TROp)
: D1aKoH Cbe
®naxkoH ¢ 50 eqHHUIA 7| ——_—" ®nakoH ¢ 200 exHHHLH
20 exuHHIM 0.25 ml 0,5ml 1 ml
10 exuuuuH 0,5 ml 1 ml 2ml
S
8 enunHuUK 0,625 ml 1,25 ml 2.5 @@yﬂ N
5 eaummuy 1 ml 2ml i
4 exumunm 1,25 ml 2,5ml TIPSR M
[l == 1 seiiz, Spa e
2,5 enMHHIH 2 ml 4 ml Henp(L‘ \n‘ggcqmgg;_i._ R
2 eMHHLH 2,5ml 5ml Henpwiginyo .




1,25 eaMHaAUN 4ml Henpanoxuamo Henpunoxumo

KommecTsa 0T pa3TBOpa 32 HHXKGKTHPAHE, CHXPAHIBAHH NoBeve OT 24 yaca, KAKTO i HEH3IION3RAHHTE
KONMYECTRA OT pa3TBOPA 33 HHXKeKTHpaHe Tpa0Ba 1a C& H3XBHPJIAT.

Tlpoliegypy. KOHTO ¢JieNBA J1a ce CIIA3BAT IPH W3XBBPIIAHE HA YNOTPeOABAHH (UIAKOHH, CTIPHHLIOBKHA H
MaTepHaTH

Bewuin Heu3nonssany GnaxkoHH HIIH OCTAHAT pa3TBOD BBB (hi1aKoHa W/WIH B CIDHHLIOBKMTE TpAGBa 1a
ObaaT asTOKNaBUpaHH. KaTo anrepHaTHRa, BCHuky OCTaThYHM KoMYecTBa KceoMuH Morar fa 6biat
HHAKTHBHpaHH 4pe3 JobaBAHe Ha HAKOM OT crieaumTe pasreopr: 70 % eranon, 50 % wsonponadon, 0,1
% SDS (anMOHEH ieTepreHT), paspeaeH pasTeop Ha HatpHes xuapokcus (0,1 N NaOH) wnu paspencH
pasTeop Ha HaTpHeB xunoxiopur {noxHe 0,1 % NaQCl).

Crien mHaKTHBHpaHe ynoTpeOasauuTe GNakoHH, CIPUHLOBKA H MATEPHATH HE TPAOBA J1a Ce M30pa3Bar
H TpA0Ba Jia c€ NOCTABAT B NOAXOALIN KOHTSHHEPH M M3XBHPIICHH CBIJIACHO MECTHHTE PasnopeatH.

ch_enop_wu IIDH BB3HHXBAHE HA HHIHJACHT NpH DopaeeRe ¢ SOTYJIMHOB TOKCHH THIT A

Pa3scunasoTo kolMuecTBo oT MpoyKTa TpAOBa Aa ce mabbpie: wmm ¢ abcopOupaln MaTepuari,
HMIIPETHHPAH ¢ HAKOH OT ropenocodeHHTEe Pa3TBOPH B CIydai Ha IpaX, HITH CbC CyX,
abcopOupam MaTepyan npH pazTBOPeH MPOIYKT.

. 3aMEPCEHHTE OBBPXHOCTH TPOBa 1A Ce MOUMCTST ¢ abcopOupal MaTepHal, HMIIperH|ipaH ¢
HAKOH OT rOpenocoueHHTe Pa3TBOPH, Clief] KOETO Nz ce MOACYIIAT.

. AKO ce cuynH ¢uiakoH, oGpaboTeTe 110 ONKCAHKA MO-TOPe HAYHH, KATO BHUMATENHO chbepeTe
nap4eTaTa C4YNEHO CTHKIIO M H30OBPIIETe MPOAYKTA, KATO BHEMABATE A2 HE Ce MOPeXere.

. AKO NPOAYKTBT BI€3€ B KOHTAKT C KOKATA, H3IUIAKHETe ODMITHO 32CErHATOTO MACTO C BONIA.

. AKO IPOIYKTHT HOTIA/THE B OUHTe, H3LIakHeTe OBMIHO ¢ MHOTO BOJA MM C PasTROP 33 OYHH
[POMHBKH.

. AKO NPOXYKTHT NPOHMKHE B PaHA, CpA3aHa KOXa HIIH KOKa ¢ HapylIeHa LANOCT, H3IUlaKHeTe
OOHITHO ¢ MHOTO BOJIA H B3EMETE TONXOIALIHTE METMIHHCKH MEPKH B CHOTBETCTBHE C
HHKEKTHPAHATA 1034,

Tesy vmeTpyxkumy 3a paGota M HaXBLPIAHE TPAGEA CTPHKTHO 44 C€ CIA3BAT.

7.  NIPATEXATEJ HA PASPEIIEHMETO 3A YIIOTPEGA

Merz Pharmaceuticals GmbH
Eckenheimer LandstraBe 100
60318 Frankfurt/Main
P.O.Box 11 1353

60048 Frankfurt/Main
Tenedron: +49-69/15 03-1
dakc: +49-69/15 ¢3-200
I'epmarus

8. HOMEP(A) HA PASPEIIEHHMETO 3A YIIOTPERA
Xeomin 50 units powder for sofution for injection - Per. Ne: 20140034

Xeomin 100 units powder for solution for injection - Per. Ne: 20140035
Xeomin 200 units powder for solution for injection - Per. Ne: 20170005

9.  JATA HA ITBPBO PA3PEINABAHE/TOMHOBSBAHE HA PA3PE
YOOTPEBA
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Hara Ha nocneHO nogHOBABaHe Ha Xeomin 50 units powder for sclution for injection
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Hara va nocieano nogHosssane Ha Xeomin 100 units powder for solution for injection - 04.08.2017
Jlata na nocneaso nogHoBsBaHe Ha Xeomin 200 units powder for solution for injection — 11.12.2020

10. JATA HA AKTYAJIA3HPAHE HA TEKCTA

teBpyapu 2022




