KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHMUA ITPOAYKT

KCEOMMH 50 equnuum npax 3a MHXEKLIMOHEH pa3TBOp

KCEOMMH 100 eauHuuyM npax 3a HHKEKLUMOHEH pa3TBoOp ;™ e ,::._._]_ “#TT.‘ = ﬁwi1?1:1
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2. KAYECTBEH U KOJIMYECTBEH CbCTAB | ‘-4{ B

KCEOMHH 50 eounuyu npax 3a uHICEKYUOHEH pA3meop

Enun dnakoH chabpxka 50 eauHuuy HeBpoTOoKCHH THN A oT Clostridium Botulinum (150 kD), 6e3
KOMILIEKCOOOpa3yBally NpoOTeUHU ™.

KCEOMHH 100 eounuyu npax 3a uHHCEKYUOHEH PAZMEOP

Enun ¢nakon ceabpxka 100 equnuim HeBpoTokcHH TN A ot Clostridium Botulinum (150 kD), 6e3

KOMILJIEKCOOOpasyBally NpoTeHHU*.
KCEOMHH 200 eounuyu npax 3a uHHCEKYUoOHeH pazmeop
Enun dnakon ceabpxka 200 enuHuiy HeBpoTokcHH TN A ot Clostridium Botulinum (150 kD), 6e3

KOMILIeKCOOOpa3yBallH MPOTEUHU *.
" BoTy1HHOB HEBPOTOKCHH THN A, nMpe4yucTeH, OoT Kyatypu Ha Clostridium Botulinum (mam Hall)

3a MbJIHUSA CITUCHK HA MOMOILLHUTE BELIIECTBA BU)KTE TOYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

[Ipax 3a UHXKEKLIMOHEH pa3TBOP
bsn npax

4. KJUHWYHHU TAHHU

4.1 TepaneBTHYHH NOKA3ZAHUS

KceoMHH € moka3aH 3a CUMITTOMAaTH4YHO JICYEHHE [PH Bb3PACTHH Ha:
e Onedapocnazbm U xeMUdacLMaIEH CrasbM,
® [IIMIHA JUCTOHHMSA OT JOMHHHPALLIO POTATOPEH THUI (CMIACTUYEH TOPTUKOJIIUC),
® C[1aCTUYHOCT Ha NOPHUTE KPaUHHULIH,
® XpOHUYHA CHAJIOpEs MOpa i HEBPOJIOTHYHH HAPYLLIEHHUS.

KceoMHH e rnoka3aH 3a CUMITTOMAaTHYHO JIeYEHHE MPH [1€La U FOHOLLUM Ha Bb3pacT OoT 2 10 |7 roauHu M ¢
Ternio > 12 kg Ha:

® XPOHHUYHA CHAJIOpesi MOpad HEBPOJIOMMYHM HApYLUEHHUS W/WIH HapyLUEHHUs HA HEBPOJIOTHYHOTO
pa3BUTHE.

4.2 Jlo3MpOBKa H HAYHH HA NPHJIOKEHHE
ITopaan pa3/IHKH B METOHTE 34 OoNpee/IsHe HA AKTHBHOCTTA HA NPHJIOXKEHHTE eIHHHIIH,

npenopbL4YBaHUTE A03H (B eAMHHIN) 32 KCeOMHH He MOrar /1a ce NpHJarar 3a IpyrH Jie
npoaAyKTH HA 0a3aTa HA 0OTYJIHHOB TOKCHH THII A,




KceoMuH MOXXe 1a ce nNpuiara eIMHCTBEHO OT JIeKapu ¢ NOAXOAALIA KBATHUKAIsa 1 HeoOXxoauMus
OTIMT B NPUIOKEHUETO Ha OOTYMHOB TOKCHH THIT A.

OnTHManHaTa JO3HPOBKA, YECTOTaTa U OpPOAT Ha MecTaTa Ha UHKeKTHpaHe Tpabpa aa Obaar
OTIpEJIEICHH OT JIeKapa HHAWBHAYAIHO 34 BCCKH MalMeHT. TpadBa Ja ce HanpaBH THTPHPAHE Ha

Ao3aTa.

IIpenopvuumennama eounuuna 0oza Kceomun ne mpabea oda ce Haoguuiaea.

Ho3upoBKa

Bnegpapocnazem u xemughacyuanen cnazoem

[IpenopruraHara HauaiHa f03a € 1,25 A0 2,5 eAUHULM Ha BCAKO MACTO HA HIDKEKTHpaHe. HauanHara
no3a He TpaOBa [a HaJABHILIABa 25 eJMHHLM 32 BCako oko. Obuiara 1o3a He TpaOBa Aa HaABHIIaBa

50 eJHHULIK Ha OKO 3a e/iHa TepaneBTU4YHa cechs. [I0BTapaLIOTO ce NeYeHHe KaTo Liso He TpsadBa aa
6B€ NO-4eCTO OT BEAHBXK Ha Bcekd 12 cenmuuu. MHTepBanuTe Ha TpeTHpase TpabdBa aa 6baar
ONpelcieHU Bb3 OCHOBA Ha NeiiCTBUTE/THATA KIIHHUYHA HEOOX0AUMOCT Ha BCEKH HHIHBHIYANEH
MALMEHT.

MenauaHaTa Ha BpeMETO 10 Ha4uasloTo Ha eekra € Habmonapana B paMKHTE Ha YETHPH JHH Cliek
HIDKeKTHpaHeTo. EQexTsT oT eaHo npuiomkeHHe Ha KceoMHH 0OMKHOBEHO MPOALILKABA
npUOIH3UTETHO 3-5 Mecena, HO € Bb3MOXKHO Ja € 3HAUYMTETHO NO-MPOAB/DKHTENEH HIH MTO-KPaThK.

lefl MHOTOKPAaTHH Tepall€eBTHYHHU KYpPCOBC, 1034aTa MOXKC [a OBae YBCJIMHUCHA 11O AB4 ITbTH, aKO
OTroBOPBT HA MBbPBOHAYAITHOTO JICYCHHC € omn MPELECHCH KATO HEAOCTATBYCH. Banech TOBa, U3 Ia
ye HAMAa AOIMTBJIHUTETHA TT0J13a OT HHXKCKTHPAHETO Ha NMOBEYE OT 5,0 €AUHHULIM Ha €1HO MACTO.

[MTaumeHTHTE ¢ XeMHdaclManieH crna3bsM TpAORa fa ce JIEKYBAT KATO TAKMBA C €HOCTPAHEH
bnedapocnaznbm.

Cnacmuuen mopmuxonuc

[Tpu neueHHETO HA CNIACTHYEH TOPTHKOJIMC, A03aTa HA KceoMuH TpsadBa Aa ce onpeaens UHAMBURYATHO
3a BCEKM MALMEHT HA OCHOBATA Ha MONOXKEHUETO Ha I/1aBaTa W LUKATA, JIOKAIH3ALMATAa Ha EBEHTYalTHATa
Oonka, MyCKyJIHaTa Xuneprpodus, TeneCHOTO TErJI0 Ha NAlLMEHTA H OTTOBOPAa KbM MHKEKLIMUTE.

He tpafea na ce nxkekrupat noseye ot 200 eAuHULIM NPH MEPBUS TEPANIEBTHUEH KYPC, KaTO KOPEKIiIHH
Ha 103aTa MOTAT /1a ¢e NMPAaBAT NpH CIeABAUIH KypCOBE B 3aBHCHMOCT OT OTIOBOpa KbM TepanuaTa. He

TpaOBa [1a ce HaaBKMIlapa obua goza or 300 eaunuim Ha cecus. He TpabBa na ce npunarar noeeue or
50 eaMHULIM HA €THO HKXKEKLIMOHHO MACTO.

Meananara Ha BpeMeTO 10 HabNoaBaHe Ha IThPBUTE ePEKTH € B pAMKHTE Ha CeIEM JHM Clieq
ukekTHpaHero. EdexriT oT eqHO npunoxeHne Ha KceoMuH 0OMKHOBEHO MpOoab/hKaBa
npubnusuTenHo 3-4 Mecela, HO € BE3MOYKHO [1d € 3HAYUTENHO NO-MPOABLDKHTENEH WK no-KpaThk. He
ce Npenopb4YBaT HHTEPBAJIM Ha TpeETHpaHe rMo-KpaTkH ot 10 ceamuun. MurepsasinTe Ha TpeTHpaHe
TpaOBa fa ObaaT onpeaeneHy BL3 OCHOBA Ha IEHCTBHTETHATA KIIHHHYHA HEOOXOIHMMOCT Ha BCEKH
MHAMBHAYANEH MaLMEHT,

Cnacmuynocm Ha 20pRUmMe KpauHuyu

TouHaTa DO3HPOBKA K MECTATA Ha HHXKEKTHpaHe TpAOBa Aa ce onpelensaT HHIWBHAYANHO 3a BCEKH
NnalyeHT Ha OCHOBATA Ha pa3Mepa, Opos K TOKANM3aLMATa Ha 3aCETHATHTE MYCKYJTH, TEXKECTTa Ha
CIACTHYHOCTTA M HAJIMYHETO HA JIOKATHA MYCKYJ/THA Cl1abocCT.

[IpenopBbYMTENHH 103U 34 JICUEHHE Ha MYCKYN

KapragHo 3acaraHe Eapaann bpoit mecTa 3a
Mycxyn (nuanazon) HHKCKTHPAHE
38 MYCKY.JI
@nexcHsa HA KHTKATA




Flexor carpi radialis 25-100 1-2
Flexor carpi ulnaris 20-100 1-2
IIpncrH, CBHTH B IOMPYK
Flexor digitorum superficialis  25-100 2
Flexor digitorum profundus 25-100 2
QJIeKCHS HA JAKLTH
Brachioradialis 25-100 1-3
Biceps 50-200 1-4
Brachialis 25-100 1-2
IIponanus HA NpegMHIIHANATA
Pronator quadratus 10-50 1
Pronator teres 23575 1-2
IIanen, npufpan KbM ANAHTA
Flexor pollicis longus 10-50 1
Adductor pollicis 3-30 1
Flexor pollicis brevis/ 530 [
Opponens pollicis i
BhTpemna poTanHs/eKCTeH3IHA/ANAYKIAA HA PAMOTO
Deltoideus, pars clavicularis ~ 20-150 1-3
Latissimus dorsi 25-150 1-4
Pectoralis major 20-200 1-6
Subscapularis 15-100 1-4
Teres major 20-100 1-2

MaxcumanHata o611a 103a 32 Bb3PacTHH 32 JICUCHHE Ha CNaCTHYHOCT Ha rOpPHUTE KpalHULM He TpAdBa
na naaxpupia 500 eguHHALM Ha TEpaneBTHYEH KypC, KaTo He nosede ot 250 equHnuM TpAdBa aa ce
NPUAOKAT B MYCKYJIHTE Ha paMoOTO.

[Tarpenrure crobinaear 3a HauaNO Ha AEACTBHETO 4 AHM cnel JieUeHHETO, MakcHMaTHUAT edexT,
M3pa3sBall ce B NofoOpeHre Ha MyCKy/IHHUA TOHYC, ce 3abensa3Ba B paMkHTe Ha 4 ceamuud. Karo 1sno,
e(eKThT OT JICYCHHETO NPOABIKABA 12 CeAMMIIM, HO TOH MOXKe Ja MPOJBILKUA 3HAUHTENHO N10-ABJITO0
HIH 11o-kpatko. [ToeTopHo TpeTUpane 0OUkHOBEHO HE TpAOBa 1a ce MpaBH B MHTEPBAIH, NO-MaJIKH OT
12 cenmuun. MHTepBanute Ha neyeHne TpAOBa a ce onpeaensT Bb3 OCHOBA Ha ACHCTBHTEIHATA
KIMHHYHA HY)Ka Ha OT/Ie/THUA NALJUEHT.

XpornuuHa cuanopes (8v3pacmuil)
TpabBa aa ce U3nMon3Ba MPUroTBEH PasTBOP B KOHLIEHTpauua ot 5 eaunuuu / 0,1 ml.

KceoMuH ce HHXXeKTHpa B MApOTHAHUTE H CyOManaubynapuuTe xU1e34 Ot ABeTe cTpadd (06wo 4
WIDKEKLIMH Ha eIHO JieteHue). Jlo3ata ce pa3fens B CbOTHOWEHHKE 3: 2 MeXAY NMapOTHAHHUTE U
cyOMaHHOyIapHHuTe XK1e34, KAKTO Clle/iBa:

Aie3n EQuHHLY ObeM
ITaporuaHu xJIe3H 30 Ha eqHa cTpaHa 0,6 m| Ha HHKEKLMA
Cy6ManaubyapHH xJIIe3H 20 Ha elHa cTpaHa 0,4 ml Ha HHOKEKLKA

MscToTo Ha MHKeKTUpaHe TpaOBa fa € O/IK30 J0 LeHThpa Ha XKJie3aTa.

[Tpenopbuurennara 103a 3a eaHo TperupaHe € 100 equHnuy. Tasu MakcHMalHa no3a He TpsadBa 1
NpeBULLIABA.
HxTepBanure Ha fiedeHue TpAOBa Aa ce ONpeAe/aAT B3 OCHOBa Ha JEHCTBUTENHATA KIIMHHUYH
OTE/MHUA MALHEHT.

[TOBTOPHOTO NeUEHHE MO-YECTO OT BCEKH 16 CeAMMUM He Ce NnpenopbyBa.




Xponuuna cuanopes (Oeya/ionowuiu)
Tpabea oa ce U3MOM3BA MPUIOTBEH PasTBOP B KOHUEHTpaLus oT 2,5 eauHuuu / 0,1 ml.

Kceomun ce MIDKEKTHpaA B NapOTUIHUTE H CyOMaHAuOyIapHHTE Kne3u OoT aBete cTpaHu (061mo 4
HWHDKEKLIMU Ha €AHO JicueHHe). KopurrupaHara cropes TeryioTo 403a e pasaens 8 CbOTHOWICHHE 3: 2
MEXIY NapOTHAHHTE H CyOMaHNOyNnapHUTE XUI€3H, KAKTO € MoKa3aHo B Tabnuiara no-x10:ay, He Morar
Ia ce JanaT NpenopbKH 3a no3ata NpH aeua ¢ terio noa 12 kg.

BCEKS CTPAHA | BCHKA CTPAHA 38 KBeTe

Te/ilecHo TErJIo
Obem HA | K1e3H, OT
HHAKEKI AN HIDKEKITHS | ABETEC CTPARM

kg
>12u<ls | | -4 20
>15u<19 +_ 9 | 036 6 024 | 30
>19u<23 12 0,48 8 032 | 40

>23u<27 15 0,60 1 r 040 50 -

>27n<30 18 - 0,72 12 048 | 60 |
> 30 22,5 0,90 15 0,60 75

MscTOTO Ha MIDKEeKTHpaHe TpAOBa Aa € O30 [0 HEHThpa Ha XKJ1e3aTa.

HH’IBPBHJ'IWI‘E Ha JICHCHHUC TPHGBH Ja C€ Onpeac/iaT Bb3 OCHOBA Ha OEHCTBUTENHATAa KIIMHH4YHA HYAJd4 Hd

OTHOCITHUA TTALIUEHT.
[ToBTOpHOTO NeyeHue He TpAOBa A2 HbAe N0-4ecTO OT BCekH 16 CeaAMMLK.

3a eCUUKU ROKAZAHUA

AKO B pAMKHTE Ha €IMH MeceLl Clle] ITbPBOHAYAITHOTO HHKEKTHPAHE HE HACTHIM TepaneBTHUEH edeKT,

TpAOBa 1a OvJaT NpeaAnpUeTH CeAHHTE MEPKH:

- Knnuuuna npoeepka Ha ediekra Ha HEBPOTOKCHHA BEPXY WHIKCKTHPAHHA MYCKYJ: HAPHMEp
€JIEKTPOMHOrpad)CKO M3CNeBaHe B CIIESLMATH3UPAH MEIHUMHCKH LIEHTDD;

- AHanu3 Ha NPHYUHHTE 34 JIMIICAa Ha OTTOBOP, HAMPHUMED JIOLIO H30IMPAHE Ha MYCKYJIHTE, KOUTO
ca HHIDKEKTHPaHM, NPEKANICHO MaJIKa J1034, JIOLA TEXHUKA Ha UHbKeKTHpaHe, huKcHpaHa
KOHTPaKTypa, cnadocT Ha MyCKyJ/a-aHTarOHUCT, €BEHTYA/IHO Pa3BHTHE HA AHTHTENA;

- [ToBTOpHa NpeLeHKka Ha aAeKBATHOCTTA Ha JICYEHHETO ¢ HOTYIMHOB HEBPOTOKCHH THI A;

- AKO 1O BpeMe Ha ITbPBOHAYAITHOTO JICUEHHE HE €A CE Pa3BWIH HEXEIAHW PEaKIiMH € Bb3MOXKHO
NPOBEXKAAHETO HA AONMBIIHHTEIICH TEPANIEBTHUEH KypC NPH CAEAHUTE YCAOBHA: |) KOpUrHpaHe Ha
N03aTa ¢ OITIe] HA aHAJIK3a Ha TIOCICAHOTO HEYCICLIHO JieueHHe; 2) NOKAIH3HpaHe Ha
3aCerHaTHTE MYCKYJIH ¢ TEXHHKH KaTO €JIEKTPOMUOrpadCKu KOHTPOU; 3) I1a He ce HaNBHUILABA
MHHHUMATHUAT MPENOPbYBAH HHTEPBAN OT BpeMe MEXIY ITbPBOHAYAIHOTO H NMOBTOPHOTO
JICYCHHE,

ITeduampuuna nonyaayus

be3sonacHoctTa ¥ epukacrocTTa Ha KceomuH 3a nokasaHus, pa3iu4HHA OT ONUCAHHTE BT, 4.1 3a
neavaTpH4Ha Nomnyalus, He € yctaHoBeHa. He Morar na 6baar HanpaBeHU NpenopbKH 3a J03WPAaHETO
3a NMOKa3aHHA, pa3jIMYHH OT XPOHHYHA CHAIOpEes NPHU AelUa M IOHOLIK Ha Bb3pacT oT 2 10 17 roAMHH K ¢
Terno > 12 kg.

HanuyruTe NOHACTOALLEM NeAHAaTPHYHH KJIIMHMYHH JaHHH 3a KceoMMH ca onucadH B T. 5.1.

HauuH Ha NPHIOKEHHE

Becwuku noxazanus
3a yKa3aHHus OTHOCHO pa3TBaPSAHETO Ha JIEKApCTBEHUS MPOAYKT NMPEAH NIPHIOKEHHETO
6.6. Cnen pasrBapsade KceoMuH TpaOBa ia ce M3MOI3Ba 3a CaMO €AHO UHDKEKTApaHe H 3aid

MauHuCHT.




KceoMHH ¢ npeIHa3HA4Y€H 32 HHTPAMYCKYJIHO M HHTparjaHay/1apHo (B C/HOHUYEHATA JK/e3a)
MPUWIOKECHHE,

Bneghapocnazem u xemugpacyuaien cnazom

Crnen pasTBapsHe, pa3TBOPET Ha KCEOMHH ce MHIKEKTHPA HHTPAMYCKYIHO ¢ MOAXO/ALIA CTEpHITHA HIJa
(nanp. 27-30 G/ 0,30-0,40 mm B quametsp/12,5 mm geokuHa). He e HeobxonumM enekrpoMuorpageky
koHTpon. Ilpenopbusanuar obeM 3a uxekrTHpaHe € npubnusurento 0,05 xo 0,1 mi.

KceoMiH ce MIDKEKTHpa B MEAMANTHATA M JIaTCPaJIHATA 4acT Ha MyCKyn orbicularis oculi Ha ropaus
K/enay W B JIaTepalHaTa 4acT Ha Myckyn orbicularis oculi Ha nonuus kienad. JIomeIHUTEHO MOoXe Aa
ce MIDKEKTHPa B 00/1aCTTa Ha BeX/IaTa, JlaTepaiHara 4acTt Ha MYCKYJ orbicularis oculi v B ropHaTa 4acT
Ha JTMLETO, aKO CIa3MM B Te€3U 00J1aCTH CMYLLIABAT 3PEHHETO.

B cnyuaute Ha enHOCcTpaHeH Gnegapocna3dbM HHXKEKLIMUTE TpsAOBa 1a ce OrpaHHyaT A0 3aCETHATOTO
OKO.

[TaupeHTHTE ¢ XeMHupalHaneH cnazsM TpAdBa Ja ce JeKyBaT KaTo Te3H ¢ eaHocTpaHeH bnegapocnasbm.
Hsma onMT ¢ HEDKEXUIMM B IOJIHATA YaCT Ha JIMLETO OT HHUTO €1HO KIIMHUYHO NpoyuBaHe ¢ KceoMuH.
MycKkynuTe B JOTHATA YaCT HA JIMLIETO HE TpAOBA Ja ¢€ MIDKEKTUPAT MNOPaAH H3pa3eH PHCK OT JIOKAIHA
cnabocT, KakTo ce ¢cho0ilaBa B JIMTepaTypaTa cliell HHXKCKTHpaHe Ha OOTYNHHOB TOKCHH B Ta3u odsact
MpH NALHEHTH ¢ XeMH(AUHAJICH CMa3bM.

Cnacmuyen mopmuxonauc

3a MIDKEKTHpaHe B MOBBEPXHOCTHO Pa3oyIOKEHH MYCKYJIH C€ U3IIONI3Ba NMOAXOAALLA CTEpUITHA HIia
(karo Hanpumep 25-30 G/ 0,30-0,50 mm B anameTsp/37 mm ObIBKUHA), a 32 TWI00KO pa3ioyOKEeHH
MYCKYJIH MO>KE Ja Ce U3MOoJ3Ba urja kato Hanpumep 22 G/ 0,70 mm B guaMernp/75 mm IB/DKHHA.
[IpenopruBanuaT obem 3a HibkekTHpaHe € npubausurenyo 0,1 10 0,5 ml Ha UHKEKIIMOHHO MACTO.

[1pu neveHHeTO HA cacTUYeH TOPTUKOMKC KCeOMHH ce HMIDKEKTHpa B MyCKYJIHTE
sternocleidomastoideus, levator scapulae, scalenus, splenius capitis wiwnm trapezius. To3u CIKUCHK He €
M3uepnaTesieH, Thif KATO BCEKHM €IHH OT MYCKYJIUTE, OTTOBOPHH 3a MOJIOKEHHETO HAa [J1aBaTa, MOXE [a
ObE 3aCerHaT Y CeA0BaTEHO Ja CE HY2KAae OT ieueHHe. AKO Ce NOABAT 3aTPYAHEHHA Ja Ce H30aHpaT
OTHE/IHHTE MYCKYJIH, MH)KEKIIMKTE TPAOBA A4 C€ MOCTARAT, KATO CE H3MNOI3BAT TEXHUKHU KaTO
eJIEKTpOMHOTpadCKH KOHTPON WK YATpa3ByK. MyCKy/HaTa Maca B CTENEHTa Ha XUNepTpodus WiH
aTpodHa ca PakTopH, KOHTO TpaOGBa Aa ObAAT OTYUTAHM NPH ONpeleNsHe Ha NOAXOAIUIaTa 1034,

MikxeKkTHpaHETO Ha HAKOMKO MECTA NO3BOJIABA MO-PABHOMEPHO NOKPHBAHE Ha HHEPBUPAHUTE 00/1aCTH
Ha JUCTOHHYHHUTE MYCKYNH ¢ KceoMHH U € 0coOeHO NOoNe3HO NMpH NO-rofleMU MyCKyd. ONMTUMATHHAT
6poii Ha MecTaTa Ha HIDKEKTHpaHe 3aBUCH OT pasMepa Ha MyCKYJIMTe, KOUTO TpaOBa fa Obaar
NeHEPBUPAHU IO XHMHYECKH ITET.

MyckynsT sternocleidomastoideus He TpaOBa fa ¢ HHXXEKTHPA ABYCTPAHHO NOPAa{ NOBHUILIEH PUCK OT
HEXENAaHH peakLik (0coOeHO aHcdarus) npu IBYCTPaHHO HHXKEKTHPAHE B TO3H MYCKY/ HA IO3M,
Haaeuwapaiy 100 U.

Cnacmuurnocm Ha 2zopHume Kpainuyu

Pazreopenmnat KceoMuH ce HHpKeKTHpa ¢ MOAXOAAILA CTepHIHA Urila (KaTo HanpuMep 26 G/
0,45 mm auaMetsp / 37 mm ABDKKHA 32 IOBBPXHOCTHHUTE MYCKYJ/IH H IO-OL/ra UIia, Kato
HanpuMep 22 G /0,7 mm auamersp / 75 mm awnkuHa, 3a no-gundokara MyCKyaTypa).

[TpenopbuBa ce NOKANU3UPAHE HA 3aCETHATHTE MYCKYJIH C TEXHUKH KATO eNIEKTPOMHOIPadCKH KO
WK YITPa3BYK B CTy4aii Ha 3aTpYJHCHHSA NPU U30JUPAHETO Ha OTAENHHTE MycKynu. ke
Ha HIKOJIKO MECTA MO3BOJIABA NMO-PABHOMEPHO MOKPHBaHE HA HHEPBUPAHHTE 00J1aCTH Ha MYC
KceomuH M e 0cobeHO noje3HO NpU HHXKEKTUPAaHEe B O-TOIEMH MYCKYJIH.

Xponuuna cuanopes (6v3pacmuw/Oeya/loHowu)



Cnea pasrBapaHe pasTBOPbT Ha KCEOMHH ¢€ HIDKEKTHpPa MHTparjiaHAalHO, KaTo ¢e U3NMoN3Ba
noaxoaaua crepunda uriaa (Hanpumep 27-30 / 0,30-0,40 mm guametrsp / 12,5 mm gemkuHa). 3a
JIOKATM3ALMATA Ha 3aCEerHATUTE CIIHOHYEHM >KIIE3H MPU BB3PACTHH Ca Bb3MOXHH aHATOMHYHH
OpHEHTHPH WM YJITPa3BYK, HO TpsOBa na ce NMpeanoyeTe yaTpa3ByKOBHA METO/, Thil KaTo ce
HabnKoaaBa no-400Bp TEpaneBTHYEH pe3yaTaT (BXK. Touka 5.1).

3a JIeYEeHHETO Ha Aella M IOHOLUH TPAOBRA Ja c€ H3MOA3BA YATPasBYKOBMAT MeTol. Ha neua H woHolu
npeay HIDKEKTHpaHe MOXe 1a Obe npeaiokeHa TIOKaIHa aHecTe3usa (HanpuMep KpeM 3a JIOKanHa
aHecTe3un ), ceaalus WIK aHecTe3us B KoMOMHAlUMA ChC CeNalus C/Ie/i BHUMATETHA OLIeHKa Ha
CHOTHOLIEHHETO NOJ3a-PUCK H CTIOPE] MECTHATA NPaKTHKA.

4.3 IlpoTaBonokazanud

J CRpPBLXYYBCTBUTENHOCT KbM aKTHBHOTO BELUECTBO WX KbM HAKOE OT MOMOILHKTE BELLIECTBA,
U30poeHHn B TouKa 6.1;

. ['eHepanu3npaHHu HapyleHHs Ha MyCKYJIHATa aKTUBHOCT (HaNpHMep MHACTEHHS IPaBHC,
cungpom Ha Lambert-Eaton);

. Hnbexumna win Bp3naieHne Ha MACTOTO, KOETO € OTIpeAiesieHo 33 HIDKEKTHpaHE.

4.4 ChoenHanHu npexynpexjcHHAs H IPeANA3HH MEPKR NPH ynoTpeba

[IpocneaumocT:
3a ga ce nogobpu NpocAeAKMOCTTa Ha OHOMOTMYHUTE JIEKAPCTBEHH NPOAYKTH, HAMMEHOBAHUETO H
NapTHAHHUA HOMEP Ha NPHIIOKEHHUA NEKAPCTREH NMPOIYKT TpAOBa Aa ce 6bAaT ACHO 3amMCcaHH.

Ob1um;
[Ipeau na npwioxd KceoMuH nexapsat TpaOBa na ce 3ano3Hae ¢ aHaTOMHYHHUTE 0COOEHOCTH Ha
fal{eHTa ¥ eBeHTYATHH aHATOMHUYHH NIPOMEHH B PE3y/TaT Ha NpeAllecTBalli XHPYPru4ecKH

MpOLIEAYPH.

Tpabsa na ce 0ObpHE BHUMaHHe, 3a [1a ce rapaHTHpa, ye KceomuH HaAMa 1a 6b1€ HHKEKTHPAH B
KPBBOHOCEH ChI,

Kceomun TpsabBa aa ce npunara ¢ nOBUILIEHO BHUMAHHE:
° IPH HAJIMYUE HA KbPBEHE OT BCAKAKLE THIT;

¢ INPH MalMEHTH Ha aHTHKOAryJlaHTHa TCpaluid WIK Ipyrd J€KapCTBa, KOMTO MOXKE Ja HMaT
AHTHKOAI'yJIaHTCH E(l)E!ICT_

KnvHUYHHAT eeKT OT MPUACKEHHETO Ha OOTYJIMHOB HEBPOTOKCHH THN A MOKE J1a CE 3aCHIH WM A3 Ce
HaMaJIy [MPH MHOTOKPAaTHO NPHIOKEHHE. BB3MOXKHO € TOBa Aa C€ ABDKH Ha pas/ivuksi B TEXHWKATA Ha
pasTBapsHe, U30paHWTE UHTEPBAIH Ha MHXKEKTHPAHE, MECTaTa, Ha KOMTO C€ HHDKEKTUPA, U CaMo B
MHHHUMAa/IHA CTENEH HA pa3/IMyMUA B AKTHBHOCTTA Ha TOKCHHA, Ab/DKALIM C€ Ha M3MON3BaHUA METO] 34
OHONOrHYHO TECTBAHE WM HA BTOPHYHO Pa3BHTHE Ha PE3HCTEHTHOCT.

JlokasieH e(eKT Ha TOKCHHa H e(heKT, IH/DKALI CE HAa PA3NPOCTPAHEHHETO HA TOKCUHA H3BBH MACTOTO Ha

NMPUIOKEHHE
Hexxenanu peakimi MOTaT Jia ce NOSBAT NpY MHIKEKTHpaHe Ha GOTYJIHHOB HEBPOTOKCHH THI A Ha

HEMPABHWIHO MACTO, KOETO BPEMEHHO Napain3ipa OMH3KUTE MYCKYJIHM rpynu. [onemuTe 103M Morar Aa
NPHYHHAT Napanu3a Ha MYCKYJIH, OTAAIEYEHH OT MACTOTO Ha MHDKEKTHPAHE.

Mma naHHM 33 HEXENaHU peaKLUy, KOUTO MOraT Aa ¢a CBLpP3aHHM ¢ paslpocTpaHeHHe Ha OOTYIHHOBHS
TOKCHH THIT A W3BbH MACTOTO Ha npunoxkeHue (Bx. Touka 4.8). Hakou ot ax morar na 6saar

YKHBOTO3aCTpalUaBallld ¥ ¢a JOKAABAHK CITYYau Ha CMBPT, KOMTO NPH HAKOH C/IydaH ca OHIH wﬂ;
¢ AUcarus, MHEBMOHHUA W/WIH 3HAYMTENTHO HHBANTHIMU3HPAHE.

NP
[1py naumeHTHTE, NEKYBaHH C TEpaneBTUYHH A03H, € Bb3MOXKHO Ja Ce pa3Bue MPEKOMEPHY MYL!
ciaboct. Cnyvad Ha sTporeneH 60Tynn3bM ca cboO1IaBaHH Cell HIDKEKTUPAHE Ha Npo H (u,
CBABLPKAILH GOTYIMHOB TOKCHH., vt



[TaiMeHTHTE U Te3U, KOUTO Ce MPHKAT 3a TAX, TpAOBa na ObAaT HHCTPYKTHPAHH A TEPCAT HE3a0ABHO
MEQHLHMHCKA MOMOIL NMPU MOABA HAa MPH3HALM HIIH CHMITTOMM, MPEeANOaralitd pasnpocTpaHeHHe Ha
edexTa Ha OOTYNHHOBUA TOKCHH, HIIH aKO Ce MOABH HapyUIEHHE Ha MIPErThillaHeTO, rOBOpa HITH
IMLIaHeTo (BaK. TOuka 4.9).

Ilucdarus e foknaaBaHa ciiel MHKEeKTHpaHe B 00JIacTH, pa3iiMuHM OT LIKHHATA MyCKYlaTypa.

[IpeniiecTpalliy HEBPOMYCKYJIHH YBPEXKAAHUA
[TaLMeHTH C HEBPOMYCKY/THH YBPEXKIAHHA MOXE J1a ca H3NOXKEHH Ha PHCK OT pa3BHTHE Ha MPEKOMEpHa

MYCKYJIHa ¢naboct, 0c0beHO Npy HHTPaMyCKyJIHO neueHHe. [Ipu TakuBa NaleHTH NPOAYKTH,
ChABPXKALIH COTYJIHHOB TOKCHH THIT A, Tpa0Ba Aa ce npwiarat noj HabIOACHHETO Ha CIICHHNAJIMCT K TO
caMmO aKo ¢e MpeLeHy, Y€ 110J13aTa OT JICYECHUETO HAABHILIABA PUCKA.

Karto usano, mauueHTy ¢ aHaMHe3a 3a acnupauusa ¥ aucdarus tpadea aa 6baar nekyBaHH ocobeHo
sHHMaTenHo. M3moudTeHO BHUMaHHe Tpa0OBa Aa ce obpblia MpH JICYECHUE Ha INWHHA JUCTOHUS NPH
TaKuBa MaLHeHTH.

KceomuH Tpabpa na ce npunara BHUMaTEIHO!
° MpHU NalMEHTH, CTPagallM OT JIaTepalHa aMHOTPO(dHA CKIepo3a;

o Npy NalMEHTH, CTpagally OT Apyrd 3abonsBaHus, BOACIIM N0 NepudepHa HEBPOMYCKYITHA
IUCHYHKLMA;
° MpH NPUIOKEHHE B MYCKYJIH C W3pa3eHa cnabocT WK aTpodus.

Peakiii Ha CBPEXYYBCTBUTENHOCT
Peakiiny Ha CBPBXYYBCTBHTEIHOCT ¢a JOKIAAABAHH MPH MPWIOKCHHUE HA MPORYKTH, ChIbpPKALLH

OOTYIHHOB HEBPOTOKCHH THN A, AKO ce NOABAT CEPUO3HH (Hamp. aHaQWIaKTHYHH) WIWIH He3abaBHH
peaklMi Ha CBPBbXYYBCTBUTENIHOCT, TpsOBa [1a Ce MPHIIOXKM MOAXOAALIA TEpariuA.

O6pasyBaHe Ha aHTHTENA

[1pexaneno 4ecToTO NpUIOKEHUE HA OOTYJIMHOB TOKCHH MOXKE J1a YBEJIMYH PHCKA OT 00pa3yBaHe Ha
aHTHTEJIa, KOETO MOXKE J1a IOBEAE 0 HeYCNeX Ha JieueHHETOo (B, Touka 4.2).

B13MoxkHOCTTA 32 00pa3yBaHE Ha aHTHTENA MOXKe CE€ OrpaHH4|, KaTo Ce HHXKCKTUpa Hal-HUCKaTa
edexTHBHA 1032 MPH HAH-TBABI HHTEPBATT MEKAY HH)KCKUMHTE, KAKTO € KITHHHYHO TOKa3aHo.

IlennaTpyyHa NOMyJaaLKA
MHoro pagko ca cboOIHABAHH CIIOHTAHHH JOKIAIH 32 Bb3MOXKHO OTAAJICUYEHO PasnpoCTpaHEeHHE Ha

TOKCHHA NPH APYrH NeKAPCTBEHH MPOXYKTH ¢ OOTYIHHOB TOKCHH THIT A NPH NEAHATPUYHH NaLMEHTH
ChC CBHITBTCTBALIM 3a00NABaHUA, NPSAUMHO ¢ LiepeOpanHa napaiusa. Kato Lsano no3ata, U3noin3BaHa B
TE3M CiyvaH, € HaJBHLIaBa/a, Mpenopb4aHaTa 3a Te3H JIEKapCTBeHH NPOTYKTH.

Wma peaky CIOHTAHHH JOKJIAOH 34 CMBPT, NOHAKOra CBbP3aHH ¢ aClHpaliHOHHA NMHEBMOHMA NPH AeLa ¢
TEXKA LiepedpanHa napanysa ciej Je4eHHE ¢ JIEKapCTBEHH MPOAYKTH ¢ OOTYJIMHOB TOKCHH,
BK/TIOYHTEIHO ciel ynotpeba 3a Heogobpenu nokazanus (off label use) (HanpuMmep B obnactra Ha
1iKMATa). PHCKBT ce cuMTa 3a 0COOEHO BUCOK IMTPU NMEAUATPUUHH MALMEHTH C JIOL OCHOBEH 3/1paBeH
CTATYC WIK NPU NAUMEHTH CbC 3HAYMTETHA HEBPOJIIOTHYHA ACOMIHOCT, quc(arus Wnu npy MalyeHTH,
KOHTO MMAT CKOPOILIIHA aHAMHE3a 33 acHpallHOHHA MHEBMOHMA Wi GenoapobHo 3abonsaeane.

[Ipenynpe;xxaeHus, cneuMHYHY 38 MOKA3aHHATA

bnegapocnazvm u xemupayuanen cnazmvm
Hxexrupane B Onuzoct a0 Myckyna levator palpebrae superioris TpsbBa 1a ce n3bsarea, 3a na ce
OrpaHH4YH Pa3BHTHETO Ha TO3a. MOXke na ce pa3seMe AWIUIONHKA, KAaTO pe3yTaT OT JHPY3HATA Ha
OOTYIMHOB HEBPOTOKCHH THI1 A B MYCKYNa inferior oblique. U304arsaHeTo Ha MeIUANTHH MHXKe

NOJHHA KJIENay MOXKE /1a peOyLMpa Ta3y HeXKellaHa peaKiusl.




Tpabsa na ce u3GArBa HIDKEKTHpaHe B obs1acTTa Ha AOJTHHA Kienay, 3a Ja ¢e NPpeJOoTBPaTH PasBUTHETO
Ha ekTporioH. Heo6XoauMo € akTHBHO JIEUSHHE, aKO e NOABAT KaKBHTO U Ja € Ne(EKTH Ha enuTena.
Tosa MOke Aa BK/IIOYBA 3aLWTHH KarKH 3a O4H, MEXJIEMH, MEKH NpeANa3Ballii KOHTAKTHHM JICIUH UITH
3aTBapssHE Ha OKOTO C NMPEeBph3Ka, WM NOA0OHHU CpeacTBa.

HamansiBaHeTo Ha UeCTOTaTa Ha MHTaHe cJiel HibkeKTHpaHe Ha KceomuH B Myckyna orbicularis Moxe
Aa JOBEOe NO OrofiBaHe Ha KOPHEATA, MEPCUCTHPALIH eNUTETHH JePEKTH M YLIepHpaHe Ha KOPHEATa,
0c00€HO NPH NMALMEHTH ¢ YBPEXKIAHHS HA HEPEMHOMO3bYHUTE HepBY (JIHLIEBHA HepB). IIpu nauuerTy,
KOWTO B MHHAIOTO Ca HMAJTH OMNepaliyMi Ha OuMTe, TpAOBa Ja ce MpOBEAEC BHUMATENIHO H3CNeABaHe Ha

YYBCTBHTCJIHOCTTA Ha KOPHEATA.

B MekuTe ThKaHM Ha KIENauyuTe JeCHO CE pa3BHBAT CKXHMO3H. PuckoT 33 TOBA MOXKE A2 c€ HAMAJIH, aKO
BEaHara cjie] HHKCKTHPAHCTO JTOKAMHO CC ITPHUIIOXKH JICK HATHCK.

Cnacmuuen mopmuxoauc
KceoMuH Tpa6Ba 11a ce HHOKEKTHPa BHHMATEIHO, KOraTo ce npuiara 6130 10 HyBCTBUTEIHH

CTPYKTYPH, KATO ChHHATA apTepus, 6eoapobHuTe BLpXOBe U e3odaryca.

Ha naupentH, KOHTO Ipeay TOBa ca OWIH aKMHETHYHH WK C MUHHUMAIHA JBUraTeiHa aKTHBHOCT, Clie]
MIDKEKTHpaHeTo Ha KceomuH TpsaOBa fa ce HaMmoMHA Ja 3anoyBaT NOCTENEHHO BE3CTAHOBABAHE HA
IBHraTeJHaTa Ci aKkTUBHOCT.

[TauuenTnTe TpaOBa na 6baaT HHPOPMHUPAHH, Ye HHKEKTUPAHETO Ha KCEOMHH 3a JieyeHue Ha
CIMaCTHYEH TOPTHKOIKC MOJKE Aa NMPHYHHH JIeKa [0 TeXKKa AUcdarus ¢ pUCK OT pa3BUTHE Ha acrypaLus
U JHCITHEA. BB3MOXHO € a C€ HaJlOXKM JieKapcka HaMeca (Hanpumep MOCTaBAHE Ha Ha30racTpaiHa
XpaHHUTENHA COHAA) (BXK. CbILO TO4Ka 4.8). OrpaHHyaBaHETO Ha 103aTa 33 UEDKEKTHPAHE B MYCKY/JI
sternocleidomastoideus no no-Manko ot 100 eguHUIIKM MOXKE Aa HAMAJIY Y€CTOTATa Ha pa3sBUTHE HA
aucdarus. PHCKBT € NO-BUCOK MPH NALKUEHTH € MO-MaJlka Maca Ha HAHHTE MYCKYJIH HIH IpH
NalHeHTH, TIPH KOHTO C€ Hajlara HHXKEKTHPaHe B MYCKY sternocleidomastoideus nsycrpanHo. [losBara
Ha gucGarus ce Ab/DKH Ha pasnipocTpaHABaHEe Ha (hapMakonoryuHusa egekr Ha KceoMuH B
MYCKYJIaTypaTa Ha XpaHOMpPOBOAA BCAEACTBUE OT Ppa3NpOCTPaHEHHETO HA HEBPOTOKCHHA.

CnacmuqHOC Ha 20pHUMe KPauHuyu
KceomuH TpsabBa na ce MHXEKTHpa BHUMATEJHO, KOraTo ce nputara 6JM30 10 YyBCTBUATENHH

CTPYKTYPH, KATO CBHHATA apTepus, 6enoapobHMTe BbpXOBE U e30daryca.

Ha nauMeHTH, KOUTO npcid TOBA Ca OW/IM aKMHETHYHH WM ¢ MUHHMAITHA JBUraTe/iHa aKTUBHOCT , CJIEA
HHXKCKTHPAHCTO Ha KceoMuH TPHGB& Ja C€ HANMOMHA a4 3ar1oYyBaT IMNOCTCIICHHO Bb3CTaHOBABAHE Ha
OBHrarTcjiHata CH aKTHBHOCT.

KceoMHH 3a leyeHHe Ha OrHUIIHA CMACTHYHOCT € OWJT NPOYYBaH BB BPb3Ka ¢ OOMYAHHHUTE CTAHAADTHH
CXEMH Ha JIEYEHHE W HE € MPESAHA3HAYCH 32 3aMECTBRALLIO JIEYCHHUE HA TE3H TEPATICBTHYHH MOIJATHOCTH.
Manko BeposTHO € Kceomun aa Obae ehekTHBEH MO OTHOLUCHHE Ha NOJOOpABaHE AHANa3oHa Ha
ABIDKEHUATA B CTABA, 3aCCrHaTa OT (PUKCHUpPaHa KOHTPaKTypa.

Cro0111aBa ce 3a HOBA MOABA WK PeLUAMB HAa TbpYOBE, OOMKHOBEHO NMPH NALMEHTH, NPEAPA3NOTIOKEHH
KbM TakHMBa chOHTHA. TOYHA BpB3ka Ha Te3H ChOUTUS C HHXKEKTHPAHETO Ha OOTYJIHHOBHA HEBPOTOKCHH

HE € YCTAHOBCHaA.

Xporuuna cuanopes (6v3pacmuu/Oeya/tonouu)
B cnyuau Ha cuanopes, HHAYLUpaHa OT JISKAPCTBEHU NPOAYKTH (Harp. OT apununpasol, Knosarl
MUPHIOCTHIMHUH), MPeH BCUUKO TPAOBa 1a ce 0OMHCITH BE3MOXKHOCTTA 32 3aMeCTBaHe, HaM
NIOpH TIpeKpaTaBaHe Ha HHIYLMpALIKs ieKapcTBEH NPOAYKT, MPEaH [a ce m3nonssa Keceomu
NEeYeHHe Ha cuanopes.

EdukacnoctTa 1 6ezonacHocTra Ha KCeOMUH IMPH MAUMEHTH ChC CHAIOPE, NPEIH3BHKAHA
JIEKAPCTBEHH MPOXYKTH, HE Ca H3C/IEBaHu.




AKO ce MOABAT CJTy4aH Ha “CyxoTa B yCTaTa” BbB Bpb3Ka ¢ npuiaraHeto Ha KceoMuH, TpabBa aa ce
oOMHCIH HaMallgIBaHE HA J1034aTAa.

[TpenopbyBa ce NOCELICHHE Ha AEHTAICH JIEKAP B HAYANOTO Ha JieueHHeTo. JIeHTaTHHAT Jiekap Tpa0sa
na Obne HHOOPMHpaH 3a ieYeHHeTo cbe cuanopes ¢ Kceomun, 3a aa MOxe 1a B3eM€E PEILIEHHE 32
MOAXOAALH MEPKH 32 NPOdHIAKTHKA HA KapHec.

4.5 BsaamoneiicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTR H APYTH POPMH HA B3IAHMOJEHCTBHE

He ca npoBexxaaun npoyuBaHHA 33 B3aHMOICHCTBHA.

TeopeTuuHo edekTsT Ha GOTYNIMHOBUA HEBPOTOKCHH MOXE 1a C€ YCHIH OT AMHHOTJIMKO3HHH
AHTHOMOTHULY UK APYTH JIEKAPCTBEHH MPOAYKTH, KOUTO MOBJIKABAT HEBPOMYCKYJIHOTO [IPEAABaHE,
KaTO HaMpHMEDP MHOPENAKCaHTH OT TYOOKypapyHOB THIL.

[To Ta3sH NpHYNHA eTHOBPEMEHHOTO NMpUIokeHHE Ha KCeOMHH ¢ aMMHOITTHKO3MAHK aHTHOUOTHLIH WIN
CTIEKTMHOMHLIMH U3HCKBA 0co0eHo BHHMaHue. [lepudeprure Muopenakcant TpAOBa JIa C€ MpWiarar
BHHMATEJIHO, KaTO TipH He0OXOAMMOCT HaYyalIHaTa A03a Ha MUOpenaKkcaHTa TpadBa Aa ce HaMalld WIH
Jla ce U3MOI3BAT JICKAPCTBEHH MPOAYKTH ChC CPEAHA NPOABIDKMTENHOCT HA JEHCTBHE, KATO
BEKYPOHHYM WIH aTPaKypUyM BMECTO JIEKaPCTBEHH NPOAYKTH C NO-NPOAB/DKHTENICH eQeKT.

B HOMBJIHEHHE, KOraTo ce M3MOJI3BaT 34 JieueHHe Ha XPOHUYHA cuanopes, oOrb4BaHETO Ha IiaBaTa H
LIMATA, BKAIOYHTENHO CNIOHYEHUTE XJIE3H, W/HWIKH ChBMECTHOTO NMPHNAraHe Ha aHTUXONHHEPrHIy
(HarpuMep aTPONHH, IMTMKONMUPOHHIA, CKOMONAaMKH) MOXKE [a YBENHYH edekTa Ha TOKCHHA.
JleyeHueTo Ha cHanopesa ¢ KceoMHH nmo BpeMe Ha ibueTepanus He ce Mpenophea.

4-aMUHOXHHONMHHUTE MOrar 1ia otcnabar edexra Ha KceoMuH.

4.6 @epraanTeT, OpEeMEHBOCT H KbpMeHE

bpeMEHHOCT

JIunceart ageKBaTHH AaHHH OT ynorpebaTta Ha OOTYJIHHOB HEBPOTOKCHH THN A NpH OpEMEHHH XKEHU.
[Ipoy4BaHusATa NPH XKUBOTHU NMOKA3BaT PENPOLYKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3). [loTeHunanHuar
PHMCK MpH XOpa He € usBecteH. [1o taszu npuurnHa KceoMuH He Tpg0OBa na ce ynorpedsisa no BpeMe Ha
OpeMEHHOCT, OCBEH aK0 O4YaKBaHATA MOJI3a HE ONpaBjaBa PUCKA.

KnpmMmene
He e u3sectHO aanu 60TYNIMHOBUAT HEBPOTOKCHH THI A c€ EKCKpeTHpa B KepMara. I1o Tasu npuynHa

KceoMuH He TpaOBa aa ce npunara 8 nepuoaa Ha KbpMeHe.

DepTUNHUTET
JIunceat KNHHHYHY JaHHH OT yriorpebara Ha 6OTYNUHOB HEBPOTOKCHH TUM A. He ca ycTaHOBEHH

CTPaHUYHH €(PEKTH BEPXY MBXKKHMA H )KCHCKHA (DEPTWIHUTET NpH 3aiM (BX. TouKa 3.3).
4.7 EdexTn BLPXY cnocobHocTTA 32 modupane u pabora ¢ MAIMAHRA

Kceommn UMa ¢j1abo WIH YMEPEHO BIHAHUE BBPXY ¢nocobHOCTTA 32 wodupane U pabora ¢ MALLIMHM.
[MaumerTrre TpsAOBaA Na OBAAT NOCHBETBAHH, HE 8KO CE MOABAT YMOPa, MyCKyJHa cnabocr, 3amaiiBaHe,
HapYLUEHUE Ha 3PSHUETO WM CNialaHe Ha Kienada, Te Tpsadea ga usbarear na wodupar wiM 1a
M3BBPLIBAT JAPYTH NOTEHLMATHO OMAcHHU ASHHOCTH.
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npexoneH xapakrep. Hexkenanure peakiuiy Morart aa OsgaT CBbp3aHy C aKTHBHOTO BE 1k 0, K SRy
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4.8 Hexenann JexapcTBEHH PeaKUIHH




HexenaHu peaklH, HE3aBHCEIIW OT MOKAZaHHETO

Heoicenanu peaxyuu, cevp3anu ¢ RPUAOKCEHUEMO
CreHHTE peaKLMH MOraT ia ObJaT CBbp3ati C HHDKEKTHPAHETO: JIOKANM3HpaHa 00JKa, BB3NaICHHE,

apecTe3us, XHIOECTE3Hs, Yy BCTBUTEIHOCT, MOAYBAHE, OTOK, epUTeMa, ChpOeK, JIOKaTH3HpaHa
MH(pEeKLMsA, XeMaTOM, KbPBEHE WHJIH KPbBOHACAIAHE.
Boska /WM TPEBOXKHOCT, CBBP3aHH C HIJIaTa, MOraT Ja JOBEAAT N0 Ba30BarajHH peakuuH,

BKTIOUYHTETHO MPEXOAHA CHMITTOMATHYHA XUIMOTOHUSA, raficHe, THHHTYC U CHHKOTI.

Heocenanu peaxyuu, Ovaxcawyu ce Ha aKkmueHOMO 8ewjecmeo om Kiac GOmynuHos HegpomoKCUH

mun A

Jloxanu3upana MyCKyJIHa c1abocT e eIHH OT OyakBaHUTe GapMakoIOrHYHH €peKTH Ha OOTYTMHOBHS

TOKCHH THUIT A.

Hexcenanu peaxyuu, owadcawyu ce Ha pasnpocmpanesuemo Ha mokCund
HexenaHu peaklyy, IbDKAIU Ce Ha Pa3pOoCTPaHEHUETO Ha TOKCHHA H3BBH MACTOTO HA
NPHIOKEHHE, KOETO [la MPeau3BHKa CHMITTOMH, ChOTBETCTBALIH Ha €(peKTHTE Ha OOTY/IMHOB TOKCHH
THIN A, Ca Nox1aABaHN MHOTO PAOKO (NpekoMepHa MYCKYyJIHa ciaboct, qucdarus, acmMpaudoHHa
MHEBMOHMA C (aTalleH U3X0J B HAKOU CiTy4au) (BK. ToO4Ka 4.4).

Peaxyuu na cepvxuyscmeumensocm

Paako ca noknanBaHK CEPHO3HH W/ WM BHE3ATHHU PeaKlMU Ha CBPBXYYBCTBUTEIHOCT, BKIIIOYHTETHO
aHaUIIaKCHs, cepyMHa OOMNECT, YPTHKapHs, €IEM Ha MEKHWTE ThbKaHH H IUCTHea. Hakon ot Te3n
peakiiuy ca OWNIH NOKIaABaHK clell ynoTpeba Ha KOHBEHLMOHATEH OOTYTMHOB TOKCHH THI A
KOMILUIEKC CAMOCTOSITE/THO MITH B KOMOHHALIMA C IPYTH JIEKAPCTBA, 33 KOUTO € H3BECTHO, Y€

MIPHYHHABAT TAKHEA PCAKLIHH.

HexenaHy peakiiyu OT KNIHHHYHUSA OIHT

[lo-mony e npeacTaBeHa YECTOTATZ HA HEXENaHHUTE PEAKLIKMH 334 padjIHYHUTE NokasaHus Ha Oasa
MHGpOPMALMATA OT KJIIHHHUYHHA ONMT. B 3aBUCMMOCT OT YecToTaTa T Ce pasnpeleiaT B CICOHHTE
kaTeropuu: MaOro Yectd (> 1/10); uectn (= 1/100 no < 1/10); neuectu (= 1/1 000 no < 1/100),
peaku (= 1/10 000 go < 1/1 000); mHoro peaxu (< 1/10 000) u ¢ Hen3BeCcTHA YecToTa (HE MOXKE Aa

6bae onpeneseHa OT HATHUHUTE JaHHHU).

Bregpapocnazvm:
CrCTeMO-Oprasen Kjiac HexelanH peaknHH HecroTa
HapyiieHus Ha HEpBHATa CUCTEMA [ naBobonue, MiueBa napesa HeuectH
Hapyiuenus Ha oyHTe [1T03a Ha KIENaYnTE MHOro yecTH
Cyxora B ouMTe, 3aMBIJIEHO 3PEHUE, Yectu
HAapYLIEHHUA B 3pEHHETO
JAMIionus, yBeJHyeHa JJaKpHMaLu4 HeuecTu
CroMaiHO-4YpeBHY HapyHIeHHA Cyxora B ycrara YecTu
TIncoarns HeuecTH
Hapyuienns Ha koxaTa ¥ nogkoxHara | OOpus Heuectn
THKaH
HapyliieHHs Ha MyCKyJIHO-CkeneTHara | MyckynHa cnabocr Heuectn
CHCTEMA M ChbEAUHHTEITHATA ThKaH
O61mK HapyuieHUs U edeKTH Ha bonka Ha MACTOTO HA MHIKEKTHpAHE YecTu

MACTOTO HA NIPpHIIOKCHHC

YMopa

Xemudghacyuaner cnazem

HPH XEMHCI)&GI.IHHJI&H CliazsM MOrarT Aa C€ O4YaKBaT CXOAHH HCXKCIIAHH PE€AKIIHH, KAKTO TP

onedapocnasbM.




Cnacmuvern mopmuxonuc

MCIHaACTHHAIHHM HAapYLUCHHA

CHcTeMO-Oprasen Kaac HexenanH peaknHn HecroTa

Undekunn 4 uHpecTauum Hndekima Ha rOPHUTE AUMXATE/THH YecTH
MbTHULLA

HapyuieHus Ha HepBHaTa CHCTEMA I naBoboue, NPECHHKOI, 3aMassHOCT YectH
Hapywienus Ha rosopa Heuectu

PecnupaTOpHH, IPLIAHH H HucdoHus, QUCTTHEA Heuectu

MACTOTO Ha TIpHJIOKCHHC

acTCHHA

CToMallHO-YPEBHH HAPYLIEHUS Hucharus MHoro 4ecTH
CyxoTa B ycTara, ragcHe YecTH
HapyuieHns Ha Ko)kaTa ¥ NIOAKOXKHATa | XHIEpXHApo3a Yectn
TBKaH Obpus HeuectH
Hapywienus Ha MycKynHoO-ckeneTHata | bolika BB BpaTa, MyCKY/Ha ciabocr, HectH
CUCTEMA H CbeAWHMTETHATA ThKaH MHUANIrHs, MYCKYJIHH Ca3MH, MYCKYJTHO-
CKENETHA CKOBAHOCT
OO01u HapyweHua 1 epexTy Ha bonka Ha MACTOTO Ha HHXKEKTHPAHE, Yectu

JleueHHETO Ha CNAaCTHYEH TOPTHKOJIHC MOXKE [a NMpean3BHKa aucdards ¢ pa3iuyHa CTeNeH Ha TexecT
¢ MOTEHLHANHa OMAacHOCT OT acnupaliis, KOSTO MOXKe Ja H3UCKBA JieKapcka Hameca. J[ucdarusra
MOXKE J1a TTPONBLIIKH JBE-TPH CEAMULIM CJiel UH)KEKTHPAHETO, HO MMa ChOOLIECHHUS 32 e AMHUYEH

cayda, [IpH KOUTO € NPpOABJDKHIIA NET Mecelia.

Cnacmuunocm Ha 20pHume Kpaunuyu:

Cucremo-opraneH Kjiac Hexenann peaknun YecToTa
HapyiueHdsi Ha HepBHaTa CHCTEMaA I'nasobonHe, XvnoecTesus Heuectn
CroMalliHO-YPEBHU HAPYIICHHA Cyxora B ycraTa Hectn
Hducdarus, raaeHe HevecTn
HapyiueHus Ha MyCKYHo-ckeneTHata | MyckynHa cnaboct, 6onka B Heuectn
CHCTEeMa H CheJHHUTENTHATA ThKaH KpaHHHLYTE, MUAJITHA
OO011y HapylIeHus U epexTy Ha ACTEHMA HeuecTH
MSACTOTO Ha NMPHICKEHHE bonka Ha MACTOTO HA MHXXEKTHpaHE C
HEU3BECTHA
4eCTOTa
XPOHUYHA cuanopesn (8v3pacmuiy)
CHCTEMO-OpPraneH KJac Hexe1anH peakunu YecToTa
HapyineHus Ha HepBHaTa CHCTEMA [Tapecresus Yectn
Hapywenne Ha rosopa Heuectn
CroMaliHo-4peBHH HAPYIIEHUS Cyxora B ycTata, Aucdarvs HecTH
[IpoMeHeHa (No-IBTHA) CIIIOHKA, HeuecTn

JHCTE€Y3HA

ToxnaaBaHy ca CIy4YaH Ha nepcucTrpailia cyxorta B yerata (> 110 gHH), KoeTo MoXe a NpUYKHHH
noc/jieiBally YCI0KHEHHUS KaTO THHIMBHT, JUC(Aarius 1 KapHec.

Xponuuna cuanopesn (Oeya/tonoutu)

C HCTEMO-OPraHcH KAac

HexeslanH peaknnn

| CTOMaLHO-YPEBHH HADYLICHUA

HNucharns




[TpoMeHeHa (no-TuTbTHA) CIIIOHKA, C
CYXOTa B ycraTa, 60/Ka B yCTaTa, KAPHEC | HEH3BECTHA
4YeCTOTa

[locT-MapKETHHIQB OMHT

CneaHMTe HeXKeJlaHHM peakLMH ca JOKJIaJBaHu ¢ HEH3BECTHA YeCTOoTa NpH yrioTpedba Ha Kceomun cnen
MyCKaHeTO My Ha rnasapa, 6e3 aa ce J0KJ1a[Ba 3a KaKBO MOKa3aHHe € H3NOJI3BaH:

Cacremo-oprases Kiac HexenaHa peaknan

HapylieHus Ha HMYHHaTa CHCTEMa Peakiiun Ha CBpBXUYBCTBHTE/IHOCT KaTo MOSYBAHE, OTOK
(CBLIO U JaNeye OT MACTOTO HA HHDXKEKTHpAaHE), EpHTEMA,
cbpbex, oOpHB (JIOKATH3NPAH H TCHEPATHIHPAH) H 3aayX
Hapymenus Ha MyckynHo-ckenetHata | Myckynna atpodus

CHCTEMA U CheIMHHTEHATA ThKaH
OOWH HapylIeHHd H edexTd Ha ["'punonogo6HH CHMIOTOMMU
MSICTOTO Ha NMPHIIOKEHHE

Crobl1aBaHe Ha NOJO3UPAHU HEXKENaHH peaxiny
Cro0111aBaHeTO Ha NONO3HPAaHH HexXeNlaHH peakLHH Clie] paspeluaBaHe 3a ynorpeba Ha JieKapCTBeHUs

NPOAYKT € BakHO. ToBa 1Mo3BoifBa A2 NPOABLIKM HaOMOAEHHETO Ha ChbOTHOLLIEHUETO MNON33a/PUCK 3a
JIeKapCTBEHHA NMpoAyKT. OT MeIULIMHCKHTE CIIELMAMCTH CE H3NCKBA Aa ChOOLIaBAT BCAKA NIOJO3HpaHa
HeXKeNaHa peakLys Ype3 HaLMOHAIHA CHCTEMa 3a choOLaBale KbM H3mTeIHHTENIHATA areHLMA NO
nekapcrsara, yn. ,,Jlaman pyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebeaiit: www.bda.bg.

4.9 Ilpeapozapane

Mouis BIDKTE HHPOPMALMATA 33 PUCKOBETE, CBBP3aHH C JIOKATHHA e(PEeKT Ha TOKCHHA U eiekTa, ABIDKALl
CE Ha PasNpoCTPAHEHHETO Ha TOKCHHA H3BBLH MACTOTO Ha NPHIOKEHHE, B TOUKa 4.4.

CHMITOMM Ha Npeao3HpaHe
ITosHuIeHHTe A03H Ha OOTYJIMHOB TOKCHH THN A MOTAT Ja JOBEAaT A0 N3pa3cHH HEBPOMYCKYJ/IHH

fapaH3K, oTAaleYeHH OT MACTOTO HA WHXKEKTHPaHE C MHOXKECTBO CHMITTOMH. CHMITTOMHMTE MOraT J1a
BKJTIOYBAT 001lla cnabocT, NTo3a, JUILIONHA, 3aTPYAHEHH B JHLIAHETO, 3aTPYAHEHHMA B rOBOPA,
napanu3a Ha OUXaTenHaTa MyCKynaTrypa WiH 3aTPyAHEHHA B MPErTbilaHETO, KOHTO Morar Jia 10BeAar
OO acrUpauMOHHA THEBMOHHAL.

MepkH B CJTyyaH Ha Ipeno3HpaHe
B cnyuaii Ha npeao3UpaHe WIM paspOCTPAHEHHUE HA TOKCUHA, NALMEHTHT TpaOBa fa € noJ MEJULIMHCKO

HaOmoAeHHe 3a CHMIITOMH Ha M3pa3eHa MyCKYJIHa c1abocT WK MYyCKyIHa napaimsa. Moxe ga ce
HAJIOXKH CHMITTIOMAaTHYHO JIeYeHHe. AKO ce MOABHM NMapajiv3a Ha AUXaTelHaTta MyCcKyj1aTypa, MoxXe Ja ce
HAJIOXKH aCHCTHPAHO AMILIAHE.

5. @GOAPMAKOJOI'NYHM CBOMCTBA

5.1 dapmakoaaHaMHAYHH cBoOlicTBA

dapMakoTepaneBTHYHA Fpyna: ApYrd MYCKYJIHH PENaKcaHTH, epupepHo ACHCTBALUM PO
ATC xom: MO3AXO01

BOTYTHHOBHAT HEBPOTOKCHH THIT A GIOKMPA XOJIKHEPTHHHOTO MpeJaBaHe B HEBPO-MYC
CHHANCH upe3 MOTHCKAaHe O0cBOO0XKAaBAHETO HA aLeTWIXoIMH. HepBHHTE OKOHYAHHA B H
MYCKYJIHUTE CHHAITICH CIIMpaT Ja OTrOBAPAT HA HEPBHU UMITYJICH U CE MPEKBCBA CEKPEe



HEBPOTPAHCMHUTEpA NMPH MOTOPHHTE IUIOYKH (XUMHUYECKa AeHepBaLvs). Be3cTaHOBABaHETO Ha
MPEeaaBaHETO Ha UMIYJICH cTaBa ciel GOPMHPAHETO Ha HOBH HEPBHH OKOHYAHHSA H MOBTOPHOTO
CBBP3BAHE C MOTOPHMTE TLUTOYKH.

MexaHH3bEM Ha AeHCTBHE
MexaHu3MBT Ha AeiiCTBHE, Ype3 KOATO OOTYJIHHOBUAT HEBPOTOKCHH THIT A OCBIUECTBABA CBOKTE

Ed)el{TH BbPXY XOJHHCPrH4HHTE HCPBHU OKOHYAHHA, MOKE Jia CC OIIMLIC KAaTO IIpoucc, KOHTO BKJIFOYBA
CACOHHUTC YCTHPH NMOCJACAOBATE/IHH CTHITKH.

. CBbp3BaHe: TEXKAaTa BepUra Ha OOTYJIMHOBHS HEBPOTOKCHH THIT A C€ CBBP3BA € H3KIIOUUTETHO
BHCOKa M30HpaTEeHOCT H apHHHUTET C PELIENTOPUTE, KOHTO CE CPEILAT CAMO B XOJIHHEPTrUYHHUTE
OKOHYAHMA;

. HUutepnanuzauus: CBHBaHe Ha MeMOpaHaTa Ha HEPBHHTE OKOHYaHUA U abcopOLMs HA TOKCHHA B
HEPBHOTO OKOHYaHHE (€HAOLIMTO3a);

. TpaHcnokaiiusa: aMHHO-TEPMHHATHUAT CErMEHT Ha Te)KKara BepHra Ha HeBpOTOKcHHa ¢GopMHpa

nopa B MeMOpaHaTa Ha Be3HKYJIaTa, AMCyndHuaHaTa Bpb3Ka Ce pa3lienBa H JlIeKaTa BEp1ra Ha
HEBPOTOKCHHA NMPEMHHABA Mpe3 rnopara B LUTO304;

. EdekT: cnen kaTo Jiekata Bepura Obae ocsobosena, T4 ce pasuensa MHOIO CeLMGUYHO ©
TapreTHus nporedH (SNAP 235), koitTo uMa chilecTBeHa pons 3a ocBOOOXKIaBAHETO Ha
ALETHIIXOITHH.

Cnel HHTPaMyCKYTHA MHXKEKIMA ITRTHOTO BL3CTAHOBSABAHE Ha (PYHKLIMATA HA IUIOYKUTE/TIPeIaBaHeTo
Ha HMITYJIC2 B HEPBHHMTE OKOHYaHHA OOMKHOBEHO HACTBIIBA B NMPOAL/DKEHHE Ha 3-4 MeceLia, 10KATO
HEPBHHUTE OKOHYAHHWA NPOPACHAT H C€ CBBPXKAT OTHOBO C MOTOPHHUTE IUIOYKH.

Pe3yJITaTH OT KIHHWYHWUTE NPOYYBAHHA

TepanerTHUYHaTa2 EKBUBAJIEHTHOCT Ha KCEOMUH B cCpaBHEHHE CbC CPABHHTENIEH NMPOAYKT botoke,
ChABPKAL OOTYJIMHOB TOKCHH THIT A KoMILeKe — (oHabotrynuHyMToKcHH A (900 kD), e nokasana B nse
CpaBHHUTE/HU NPOYYBaHMA ¢ eHOKPaTHO Ao3upaHe ot ¢asa I, eano npu natenTy ¢ Onedapocnassm
(mpoyuBane MRZ 60201-0003, n=300) 1 eano npu nauMeHT! ¢ mHHHA AMCTOHMA (MpoyyBaHe MRZ
60201-0013, n=463). Pesyarature OT NpOoy4BaHMATA MpeaNnoarar cobio, 4e¢ KceoMuH 1 HeropuaT
CpaBHHTEJIEH NPOAYKT UMAT cXofieH Npodui Ha e(pUKaCHOCT ¥ H€30MacCHOCT MPHU NALUESHTH C
6nedapocnassmM WiK IUHHA AUCTOHHA, KOTaTO CE U3MOJ3BAT NPH ChOTHOLICHHE HA KOHBEPCHUS Ha
no3ata 1:1 (mx. Touka 4.2).

bnegpapocnazvm
KceoMuH e u3cnenpaH B paHAOMH3HPAHO, ABOHHO-CISINO, IU1ALeO0-KOHTPOJIHPaHO MYNTHLEHTPOBO
npoyusaHe BbB ¢aza I, sknousamo o6mo 109 nauuentu ¢ bnedapocnaseM. [auuenTrre ca uManu
aMartosa goopokauecTseH OnedapocnazbM ¢ H3XOAHH CTOMHOCTH 3a TEXKECT IO CKa/laTa 3a OLIEHKA Ha
Askosuy (JRS) > 2 u crabuneH 3a00BONKTENEH OTTOBOP HA TEPANMUATA NPH MPEIX0KAALIO TPUIIOKEHHE
Ha NpoAYKTa-koMriapaTop (OHabOTYIMHYMTOKCHH A)

MNaumenTte ca pangomMusupanu (2:1) ga noyyar eaHOKpaTHO rpuioxkenue Ha KceoMun (n = 75) win
ruianedo (n = 34) B n103a, kosATo e cxoaHa (+/-10 %) ¢ nocneaHuTe 3 1034 OT NPOAYKTa-KOMNapaTop
npeaH HaYaloTo Ha npoy4BaHeTo. Hali-BHcokaTa no3a, NpWioXeHa B TOBA Npoyu4BaHe, € 50 eAUHULM Ha
OKO, a cpeHaTa 4034 € 32 eIUHHULIA Ha OKO.

[IbpBHYHaTa KpaikHa TOYKA 3a €(PUKACHOCT € TIpOMsIHATA B ckopa 3a TexecT 1o JRS B cpaBHeHue ¢
H3XOAHOTO HUBO JO ceaMHIa § cliel MIDKEKTHPAHeTO B MOMyauusTa ¢ ,,HamepeHue 3a nedeHue™ (ITT) ¢
JKNCBALIY CTOHHOCTH, 3aMEHEHH ¢ NOCAeHAaTa CTOMHOCT Ha nauueHTa ([oC/IeRHO

npoeeaeHo npedeceno Habmonenue). B I'TT nonynauuara paznvkara Mexxay rpynara, npiemMalla
KceoMHH M Ta3u, nMpHematla miauedo, B npoMaHaTa Ha ckopa 3a Texect no JRS or ¥3xoaHoTO HUBO 10
ceaMHiia 6, e 6una -1,0 Touxu (95 % AU; -1.4; -0,5) u e ctaTdcTHYeckH 3Ha4umMa (p < 0,001).
[TauneHTHTE Ca UMATH BB3MOXKHOCT Aa NPOABIDKAT B YABJDKEHHUA NMEPHOM HA NIPOYYBAHETO Mp
HeOOXOAMMOCT OT olle HHkeKIHH. [TauueHTrHTe ca noaydYrny A0 ner HHXKeKUUH KCeoMHH
MHHHMAJICH UHTEPBaJI MEXAY ABE HHXKECKLIMH NOHE wecT ceaMHIM (48-69 cenmuum obi
MPOAB/DKHTENHOCT HA MPOYYBAHETO H MaKCHMaIHa 103a oT 50 eaHUUM Ha 0Ko). [1pe3
NPOYYBaHE CPCAHMAT UHTECPBAJ HA HHDKEKTHpaHe Npu juua, tpetdpanu ¢ NT 201, e pa
10,14 (1-Bu unrepean) u 12,00 ceamMuty (2-pu oo 5-H UHTEpBAN).




Hpyro asoiiHo cnano, nnaueto KOHTPOIHPaHO KIMHHYHO npoy4BaHe oT ¢asa Il ¢ oTBopeH yabmkeH
nepyo u3ciensa eukacHoctTa Ha KceoMuH npu obio 61 nauueHTy ¢ KNTHHUYHA AHArHO3a 3a
noOpokadecTBeH eceHLHaneH 6nedapocna3bm U U3XOHH CTOHHOCTH Ha TEXKECT N0 CKATAaTa 3a OLEHKA
Ha Sluxosuu (JRS) > 2, KOHTO He ¢a OWIH TeKyBaHH ¢ GOTYJIMHOB TOKCHH, T.€. HE Ca MOTyYyaBalH
HUKAKBO NieueHKe Ha GnedapocnassM ¢ DOTYAHHOB TOKCHH B NMPOABIDKEHHE HAa Hai-Manko 12 mecena
npeaAu npunaradeto Ha KceomuH. B ocHoBHMA nepuon (6 - 20 ceaMHUH) naLMeHTHTE Ca
paHAOMH3HPAHH [a NMoJYy4aT eAHOKPAaTHO NpHaokeHKe Ha KceoMuH B 1034 12,5 eaMHHIM 3a OKO

(n = 22), 25 eguHuuK Ha oko (n = 19) unu wiauebo (n = 20) ), cworBeTHO. IlanneHTHTE, HYXKAACLH CE
OT HOBa HHXKEKLIHA, Ca MOXKEJIH Aa NPOABLIKAT B YIBL/DKCHHA TIEPHOA M Aa NOMYyYaT olle eHa
HHXKeKUHa KceoMHH.

B ocHOBHHA nepHoA cpeaHaTa NPOAbDKUTEIHOCT Ha HHTEPBaNa Ha jiedyeHHe e Ouna 6 ceaMuLu B
rpymnata Ha nnaue6o, 11 ceaMHUM B rpynara, ieKysaHa ¢ 12,5 eaHdim Ha oko, ¥ 20 ceMHLIM B
rpynarta, lekysaHa ¢ 25 eauHuuM Ha oxo. Cpendata ANCOVA LS pasnuka cnpsamo niauebo

(95% JH) B npoMaHaTa Ha ckopa 3a texkecT no JRS ot m3xoanoTo HUBO 10 ceamuua 6 € -1,2 (-1,9, -
0,6) B rpynara, neKyBaHa ¢ 25 equHHLH KCEOMHH Ha OKO, H € YCTAHOBEHO, Y€ € CTATHCTHYECKH
3HAYHMA, KATO HMa NpeABHI, He CbOTBETHATA paliHKa COpsAMO IU1auedo B rpynara, JeKyBaHa C
Kceomun 12,5 exunuin, € -0,5 (-1,1, 0,2), Koero He € CTATUCTHYECKH 3HA4YHMO.

[To BpeMe Ha yOb/DKEHHA MEepHOJ MALMEHTHTE NOMy4YaBaT Hikekiua KceoMuH (n = 39) npu cpegHa
nosa, 6au3ka 1o 25 eguHuuM (auanazoH: 15- 30 equHHLIK) HA OKO, a CpeAHATa NMPOABL/DKMTEIHOCT Ha
HHTEpBAIA Ha JeueHHe € 19,9 cemmuun.

Cnacmuuen mopmuxonuc

KceoMHH € npoy4BaH B paHAOMH3HPAHO, ABOHHO-CIIANO, Tauebo-KOHTPOIUPaHO, MYITHLIEHTPOBO
npoy4saHe BB ¢a3a II1, Bmousamo oo 233 naieHTy ¢ muiiHa guctoHus. [launenture ca 6um
JUArHOCTHIMPAHU C NIWHHA AMCTOHUA OT JOMHHHUPALIQ POTATOPEH THIT C U3XOAHH CTOWHOCTH I10
CxajaTa 3a OLIeHKAa Ha cnacTHueH TopTukonnc rno Toporto YectopH (TWSTRS) - 06w ckop > 20.
[Maumenture ca Sk panaomusupanu (1:1:1) aa nomyyaBaT emHOKpaTHO Npunoxerue ot 240 eqHHULU
Kceomus (n = 81), 120 egynuuu KceomuH (n = 78) uau rauedo (n = 74). bpoat u Mectarta Ha
HIDKEKTUpaHe ca OWIK OTpede/IaHy OT H3CIEA0BATENS.

[TepBuuHaTa NpoMeHNHBATA 33 €PHKACHOCT € Ouna cpeAHara pa3nuka Ha LS B cpaBHeHHE ¢ H3XOOHOTO
HHUBO 0 ceAMHMLA 4 cnea uHXKeKTHpaHeTo B 001ms ckop no TWSTRS B nomynauusara ¢ ,,HaMEpEHHE 32
neyerue® (ITT) ¢ IHNCBALIH CTOMHOCTH, KOPHI'HPaKH ¢ H3XOAHUTE BUBa HA NMaLUEHTHTE (IThICH
craTHcTHYeCKH Moaen). [Ipomanata B croiHOCTHTE N0 TWSTRS - O611 ckop 0T U3XOAHHTE CTOHHOCTH
o0 ceAMHMLIA 4 e 3HAYMTENHO MOo-ToNaMa B rpynuTe, Tpetupanu ¢ NT 201, B cpaBHenye ¢ npoMsaHaTa 1pH
rwiauebo rpynara (p < 0,001 npy BCHYKH CTATHCTHYECKU MoAeNH). Te3n pazfiMuKH ca CTATHCTHYECKH
3HAYMMH: Hanp.: - 9,0 Touxu npu 240 eguaum cpewy nnauebo u -7,5 rouku npu 120 eaunuum cpeiuy
Uiane6o B MbJIHKUA CTATHCTHYECKH MOZEI.

[TanueHTHTE Ca UMAIH BB3MOXKHOCT J1a NPOLB/DKAT B YIBDKEHUSA NEPHO Ha MPOYUBAHETO MPH
HeoOXO0OUMOCT OT oine uHxekluH. [lateHTyTe ca NoNyYunu oo net uHakekuuH ot 120 unu 240
eAMHHLIH KCEOMHH ¢ MUHHMANEH HHTEPBAJI MEXKAY IBE MHXKCKLMH MOHE WiecT ceaMHULiu (48-69
ceIMHLIH o0ula MPOABDKHTEIHOCT Ha MPOYy4YBaHeTo). Bb3 OCHOBAa Ha HCKAHETO HA MALMEHTA 34
MOBTOPHO JIEYEHHE, CPpeHaTa NPOAR/DKUTENIHOCT Ha OTroBopa ciiell iedeHHe ¢ KceomuH B ToBa
npoy4saHe (KaKTo npe3 nepyuoaa Ha ABOMHO-CASNIOTO NPOYYBAHE, TAKA H NPE3 OTBOPEHHS YABLIDKEH
nepuo Ha MPOYYBaHeTO) € 12 ceaAMULIM (MEXXOYKBAPTWIHH qHana3oHy: 9 xo 15 ceamuum). B no-
roJjisiMata 4act OT HHOKEKUMOHHUTE LMKIH (96,3%0) BpeMeTo 3a MOBTOPHO JIeYEeHUE € MeXTy 6 1 22
CeIMHLIM, 4 B OTAEJIHH CTy4YaH - 00 28 ceaMuLu.

Cracmuurocm Ha 20pHume Kpaunuyu (6b3pacmiy)
B ochoBHOTO npoyuBaHe (ABOHHO-CNIATIO, MU1alleb0 KOHTPONUPaHO, MHOTOLIEHTPOBO), TIPOBEEHO MPH

MauMeHTH ChC CMACTHYHOCT Ha TOPHUTE KpalHULM cliell MHCYAT, 148 naiineHTH ca paHIOMH3IUpPaHH 3a
TpeTHpane ¢ Kceomun (n=73) wnu mwauebo (n=75). Kymynatusuara no3a cien 1o 6 MOBTOPHHU N
B KIMHMYHO M3NIUTBaHe € cpeaHo 1333 eauHuuy (MakcuMyM 2395 enMHMIIK) 3a NepHoa A0

KakTo € ycTaHOBEHO 3a OCHOBHHA MOKa3aTel 3a €pHKaCHOCT (4ECTOTA HA OTrOBOP 34 ul
KHTKATA C OLICHKa Mo ¢kanata Ha Ashworth B ceamuua 4, 1py KOETO OTTOBOPELT CE€ OMNpE
nopoGpenue ¢ Hal-Manko 1 Touka Mo 5-TOYKOBAaTa cKana 3a oueHKa Ha Ashworth), n
Tpetupanu ¢ Kceomun (decrora Ha otrosop: 68,5 %), ca ¢ 3,97 mbTH 1o-BHCOKa BEPO



PECITOHAEPH B CPaBHEHHUE C MALMEHTHTE, TPETHPaHH ¢ Tutanebo (dectora Ha otrosop: 37,3 %; 95 % JIU:
1,90 no 8,30; p < 0,001, ITT nonynatus).

[TpoyuBaHeTo ¢ dhHKCHpaHa [03a He € UITAHWPaHO Aa YCTAHOBABA Pa3/iHKa MEXKITY MalMeHTH MBXE H
»eHH. He3aBHCHMO OT TOBa, MpH NOCEABALL aHAJIH3 YECTOTAaTa Ha OTTOBOP € N0-BUCOKA INPH MALHEHTH
xeHH (89,3 %) B cpaBHeHHe ¢ MBxe (55,6 %), KaToO pasnukara € CTAaTHCTHYECKH 3HAYMMA CaMO 3a JKESHH.
B CBIIIOTO BpeMe Y4ecTOTaTa Ha OTTOBOp NPH MALMEHTH MbXKe, OLIEHEHA Cilel] 4 CeIMHLIM O CKANaTa Ha
oueHka Ha Ashworth rpy nauMeHTH, TpeTUpaHH ¢ KCEOMUH, € NMOCTOAHHO MO-BUCOKA 33 BCHUYKH
TpeTUPaHy MYCKYJIHY MPYNH B CpaBHEHHUE ¢ IU1aLebo. Bb3 0CHOBA Ha HCKAHETO HA MALHEHTHTE 33
MOBTOPHO JCUCHHE, CPEAHATA MPOAB/LKHTEIHOCT Ha ACHCTBHETO B TOBA OCHOBHO MPOYYBaHe,
IOC/EABAHO OT OTBOPEH YABKEH MEPHOA Ha NPOYYBaHe, ¢ 6mna 14 ceaAMHLM ((MHTEPKBAPTHIHH
oHanazoHu: 13 1o 17 ceaMyLiH) ¥ B NO-rojiIMaTa 4acT OT HEDKEKLIMOHHMTE LUKITH (95,9%) neproabT oo
MOBTOPHO fieueHue € Oun ot 12 no 28 ceaAMHULH.

YecToTaTa Ha PECNOHIEPHTE € CXOOHA MPU MBXKE B CPABHEHHE C JKEHH 34 NMNEPHOLA Ha OTKPHTO JIEYECHHE
B MPOAB/DKEHHETO Ha OCHOBHOTO NPOYyUBaHe (Ipe3 TO3H IEPHO/ HA H3IMHTBAHETO € BE3MOXKHO I'bBKABO
NO3UpaHE), IPH KOETO ca BKIIOYEHH 145 NalMeHTH U Cca HallpaBeHH A0 5 HHXKCKUMOHHH LIMKBIIA, KAKTO
H nIpH 3aclieneroTo 3a Habmoparens npoyusane (EudraCT Ne 2006-003036-30), npu koero
e(hHKacHOCTTA ¥ He3zonacHoCcTT2 Ha KCeOMUH B 1BE pa3fiMUyHM pa3peKIaHHs ca OLEHEHH npH 192
NMALMEHTH CBC CIIACTHYHOCT HA NOPEeH KpaHHHK ¢ pasiiyHa €THOOTHAL.

Jpyro npo#iHo-cnsno, rauneto-KOHTPOIHPaHO KITHHHYHO H3nuTBaHe ¢asa I11 Bmousa 0b110

317 HeneKyBaHH AOTOTaBa MALWEHTH CHC CMIACTHYHOCT Ha FTOPHUTE KpaHHULIU, HAH-MAIKO TPHU Mecella
ciien npekapaH uHcyT. 1o Bpeme Ha OcHosHug nepuop (OIl) pukcupana obua noza Kceomun

(400 enpHHLMK) € npuiiIaraHa HHTPAMYCKYJTHO B ONPEAENEHH OCHOBEH TAPreTeH y4acThK Ha
KNTMHUYHO 3acqaraHe, u3bpaH uaMexay QaeKcHs Ha JaKbTH, PICKCHA HAa KUTKATA WIH NIPBHCTH, CBUTH B
FOMPYK, H B APYTH 3acerHaTe MycKylHY rpynu (n=210). ITorBbpAMTENHHAT aHATH3 HA MBPBHYHHTE H
KO-ITbPBUYHHTE NMPOMEH/THBH 34 €(DMKACHOCT Ha CEAMHLIA 4 ClleA HHOKEKTHPAHETO MOKa3Ba
CTATUCTHYECKH 3HAYHMO NOAOOpEHHE Ha YeCTOTaTa Ha OTIroBOp Mo ckanaTta Ha Ashworth nin
IMPOMEHU CIIPAMO U3XOAHOTO HUBO B ckopa o Ashworth u I'1obanHoTo BrieyaTieHne Ha
uicnegoBarens 3a npomada (Investigator's Global Impression of Change).

296 nexyBaHH nauueHTH ca 3apbpiinad OI1 1 ca B3enH yyacTue B NbpBYA UMKBI H8 OTKPUTOTO
npoabsmkeHne (OLEX). ITo speme Ha Ilepvona Ha npoab/DKEHHE MALMEHTHTE NOMYYaBaT A0 TPH
uHxkekUHH. Beexy nuxbn Ha OLEX ce cbetod ot eauH TepaneBTrdeH Kype (400 epynunm obma no3sa
KceoMuH, pasnpeselieHa rbBKaBO MEXAY BCUYKH 3aCE€rHaTH MYCKYJIN), MOCIEABAHO OT | 2-ceqMHyeH
nepuon Ha Habnoaenve. Ob1IaTa NPOAB/DKHTENIHOCT Ha NPOYYBAHETO € 48 ceqMUIIM.

JIeueHHETO HA MYCKYJIUTE HA paMOTO € H3CJICABAHO B €[IHO OTKPUTO NpoyusaHe ¢aza lIl, koero
BKITIOUBRA |55 NMaupMeHTH ¢ KIKMHMYHA HYXJa OT JE4YEeHHE 3a KOMOHHUpaHa CIIACTHYHOCT HAa FOPHH U
NOMHYU KpaitHULIK. T1IpoTOKOABT HAa MPOYYBAHETO MO3BOJIABA NPUICKEHHETO Ha 1034 A0 600 eanHKLM
KceoMHH B rOpHHS KparHHHK.

ToBa npoy4BaHe NOKa3Ba NOJMOKUTENHA BPb3KA MEKIY [MOBHUILIABAHETO Ha A03HTE HA KCEOMUH H
noJoOpeHHeTo Ha ChCTOSAHUETO Ha MalHEHTHTE, OLIeHEeHO 1o ckanata Ha Ashworth, 1 Ha npyruTe
NMpoMEeHAKHBH 3a epukacHocT, 6e3 Aa koMpoMeTHpa 6€30MacHOCTTa Ha NALHEHTHTE WIH
NOHOCHMOCTTa Ha KCeOMHH.

Crnacmuurnocm Ha OOHUA U 20PKUR KPAUHUK nopadu yepebpanka napanusa (Oeya/lonouiy)
Oyenxa Ha oonnume KpauHuyu

B apoiiHo casino, napanenHo KIMHHYHO npoyusaHe ¢asa IIl ¢ otroBop Ha no3arta ca yyacteaiu 311
neua ¥ oHomM (Ha BB3pacT 2-17 roguHM) ¢ eAHO- WK ABYCTpaHHa CMacTHYHOCT HA AOJTHHUTE
KpaliHuuy nopaau uepedpanHa napanusa. 3a JISUCHHE Ha CNACTHYHOCT Ha JONHHTE KpalHHLK
KceoMuH ce npunara B TpM neueOHu rpynu (4 eaunnum/kg tenecHo rerno ¢ MakCHMyM |
12 enununw/kg TenecHo terno ¢ MakcumyM 300 egunuun Wi 16 eananuw/kg TenecH
makcuMyM 400 equHHUH, CBOTBETHO) 34 JIEHEHHE HA JBa U30paHK KIHHHYHH MOJENa qﬁ .
kpafiHHK (TUTOCKO cTbnano (pes equinus), pnekcua Ha KONAHOTO, agayuupaHo 6eapol). = / A
B ToBa npoyuBaHe rpynara ¢ HUCKH 1034 € ONnpelencHa Ja JeHCTBAa KaTO KOHTPOJIH tr&ylﬁﬁﬁ '

JOKa3aHH CTATUCTHYCCKH 3HAYHMH PAa3lvIMKH B CPAaBHCHHCTO HA BHCOKATAa 1034 ¢ HUC 1% ,&paﬁ"?ﬁ '
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OTHOILEHHE HA IMbPBHYHATA, HUTO HA KO-ITBPBUYHATA KpaiiHa Touka Ha epHKacHOCT. LS-cpeaHa
npoMsna (SE, 95% JIN) or uzxonHara cToiHocT B ckanara Ha Ashworth Ha niaHTapHu ¢Jiekcopu
npes ceAMHUIa 4 cnen nxextupane e -0,70 (0,061, 95% JU: -0,82; -0,58) 3a sucokara no3a u -0,66
(0,084, 95 % JIU: -0,82; -0,50) 3a HHcKaTa Ao3a ¢ p-croliHocT 0,650. [lonobpeHnaTa B MycKyIHUS
TOHYC HE ca € OTpa3ujiK KaTo edekT BepXy QyHKuMsATa H B OOLIOTO BrIeYaTJIeHHE 38 MPOMAHA Ha
Hacnepoparens.

AnekBaTHaTa A03MpoBKa Ha KceoMHH 32 1eYeHHe Ha CIIACTHYHOCT HA AOJTHHTE KpaHHHLIM NMpH feLa H
IOHOLIH HE MOXKE Ja Obae onpeneneHa.

He ca HabmtonaBaHn HeoyaKBaHHM HEXE/TAHH peakiMH MPH IBOMHO CJIAMNO0 NMpOoyUBaHE H OTKPHTO
ABJTOCPOYHO JeueHue ¢ KceoOMHH B MpoABbIKEHHE Ha YETHPH LIMKBI1A HA HHXKEKTHPaHE..

Ouyenra 3a 20pHU KpauHuyu

BB BTOpO ABOIHO-CANO, NapanenHo npoy4saHe ¢aza Il o6umo 350 aena u 1oHowM (Ha Bb3pacr 2-17
FOAMHHM) CHC CNIACTUYHOCT HA FOPHHUA KPaiHHK CAMOCTOSTENTHO WIH ¢ KOMOWHHMpaHa CacTUYHOCT Ha
ropHUs U JAONHHUA KpalitHUK nopaay uepebpaiHa napanu3sa ca eKkyBaHy ¢ KceoMuH. 3a JiedeHne Ha
ropeH KpaiiHuk (Qekcus Ha JIaKbTA, (PIEKCHS HA KHTKATa, CTHCHAT IOMPYK, NPOHUPAHA
npeAMHILHHL{A, NANELl, CTHCHAT B [JIaHTA) HNIM KOMOMHHUpaHa CIaCTHYHOCT Ha FOPHHS U JOMHUA
kpaitHux (Iocko cThnano (pes equinus), (prekcus Ha KosHO, aanyurpaHo 6enpo) Kceomus ce
npuiara B TpH I'PyNH 3a JiCUCHUE Npe3 OCHOBHHA NMEPHOA C €0HH LIMKBJ1 HA HHXKEKTHpaHe: 2 10 5
enuHULK/Kg TenecHo Terno ¢ MakcumyM oT 50 1o 125 egunnum, 6 po 15 ennuuuw/kg renecHo Tersio ¢
mMakcHMyM OT 150 10 375 enuanum v 8 0o 20 enunuip/kg TenecHo Terno ¢ MakcumyM ot 200 oo 500
eAMHHUH. [TaureHTHTE NPOABIDKABAT C HAH-BUCOKATA A033 B OTBOPEHHS MEPHOI Ha yIAB/DKABAHE HA
NPOYYBAHETO ¢ TPH LUMKHLJIA HA UHDKEKTHPaHeE.

Ha6mronaBaHuy ca CTATHCTHYECKH 3HAYHMH Pa3/iMKH MEXKIy HMCKATa K BUCOKAaTa A03a NMpU NpoMsiHa OT
U3XOJHATA CTOMHOCT B cKanaTa Ha Ashworth 3a dnexcop Ha nakbTa WM QreKCop Ha KUTKATA Ha
cenMuua 4 cnen urkektupase (-0,22 [95% IU -0,4; -0,04] p = 0,017). [TogobpenunaTa B MyCKyJIHHA
TOHYC HE ¢a C€ OTPa3HIM KaTo eeKT BupXy PyHKUHATA U B O6LIOTO BrieyaTNeHHE 3a IPOMAHA Ha
Uscnenopatens. ClienoBaTenHo aieKBaTHATa A03HPOBKA HA KCeOMMH 3a jleyeHUe HA CMACTHYHOCT Ha
FOPHHUTE KPalHHMIIY NpY NEIHATPUYHH NaLMEHTH He MOXe J1a ObAe ONpeAeaeHa OT TOBa NPOoy4uBaHe.,

He ce chobLiaBa 3a HEOYaKBAHH OMACEHUA OTHOCHO Oe30nmacHOCTTA NpH JIEHEHHE Ha CIACTUYHOCT Ha
rOpHHUS U JOJHUS KpaiHuk ¢ KceoMUH NpH A0 Y€THPH LIMKBJIa HA HHXKEKTUpaHe (BCekH 14 + 2

CEIMMULIH).

Xponuuna cuanopesn (év3pacmui)

OcHOBHOTO ABOHHO-CNAMNO, IUIaLebo-KoHTponupaHo ¢asa Il knHHUYBO Npoy4BaHe BKJIIOYBA 00110
184 nauueHTH, CTpafally OT Hali-MaNnko TPH Mecelia OT CHajlopes B pe3ynTar Ha Oonecr Ha
[TapkMHCOH, aTUNTHYEH MapKUHCOHU3bM, HHCYIT WIH TPaBMaTHYHO MO3BYHO yYBpexaaHe. [1o speme
Ha ocHoBHuUA nepuo (OI1) e npunoxerna pukcupana obwa nosza Keeomut (100 unu 75 eaununu) unm
nnaleto HHTparnaHayIapHo NMpH Ae(pHHAPAHO ChOTHOLICHUE Ha A03aTa 3: 2 ChbOTBETHO B
NapOTHOHWTE H CYOMaHAWOYIapHUTE CIIIOHYCHH KJIIE3H.

uSKR (g/min) GICS (cxop Toukn)
Jleyeune BpemeBa To4Ka Bpoi LS mean (SE) bpoii LS mean (SE)
HabnoaaBaHu HAOMIOAABAHH

MMnaue6o Ceamuua 4 36 -0,04 (0,033) 36 0,67 (0,186)
100 eannuim Ceamuua 4 73 -0,13 (0,026) 74 1,25 (0,144) |
100 eaunuun Cenmuua 8 73 -0,13 (0,026) 74 1,30 (0,148)
100 eanHHEM Ceamuna 12 73 -0,12 (0,026) 74 1,21 (0,152)

100 exuuuum CeamMuua 16 73 -0,11 (0,027) 74 0,93 (0,152)
uSFR: Unstimulated Salivary Flow Rate (necmumyaupana ckopocm Ha cronkama),
GICS: Global Impression of Change Scale (Crana 3a 0bwa oyenka xa ycewanemo 3a npoMaHa)
LS: cpeona pasnuxa cnpamo nwpguynama mouxa, SE: cmanoapmua zpeuka

Ha 4-ta cenmMuua ce Habmopasa noxodpenue Ha GICS (ko-mbpBHUHA KpakHa TOYKA) C

npu 73% ot nauneHTuTe, feKybanu ¢u¢ 100 enununu Kceomun, B cpasHeHue ¢ 44%




rpynara 3a neueHue ¢uC 100 eaunnum B cpaBHeHue ¢ ianedo. IlonodpeHus B napamerpure Ha
euxacHOCT B ceamuii 8 u 12 cnen HHbKeKTHpaHeTo Morar Aa Obaat AoKa3aHH U ca MM MoAIbPKAHH
Ao nocieaHaTa Touka Ha Habmoaenue Ha Ol Ha ceamuua 16. Ko-mepBHYHHTE NPOMEHINBY Ha
euracHOCTTa Ha 4-Ta ceAMHLIa NOKA3BAT NO-A00pHU pe3ysITaTH NPH NMPUIOKEHHE Ha YIITPa3BYKOBO
M3CJICABAHE B CPABHEHHE C METOa Ha aHaTOMW4HH opHeHTUpH (USFR p-croitnoct 0,019 cpemry 0,099 u
GICS 0,003 cpewyy 0,171).

173 nexypaHu naumeHTH ¢a 3asspimnd Ol u ca sneann B Ileprona Ha yasmkasasde (ITY). ITY ce
CBHCTOH OT TPH LIHKhJIA Ha 3aC/EMABAHE HA J03aTa, BCEKM C €OHOKpaTHa cecHa Ha neueHue (100 unn 75
eaMHMLIM 0011a no3a KceoMMH, Cbe CHILIOTO CHOTHOLLCHHE Ha 103aTa, KakTo npy OI), nocneaaHo oT
16-ceqmuueH nepuon Ha Habmogenue. 151 naumedTH ca 3apbpiunnu [TV, Pesynrature ot [TV
NOTBBPKIABAT KOHCTaTauuuTe Ha OIl, nokaspally npoOABLIDKUTETHH MOJI3H OT NedYeHuero ¢ue 100
€IUHHLM KceOMHH.

Xporuyna cuanopes (Oeya/itonowu)

B eano asoMHO-cnAno, ruanedo-koHTponHpaHo ¢asa 11 knuHuuHO npoyyBaHe ca nekyBaHy obiio 255
Aella M IOHOLUK (Ha BB3pact 2 - 17 ronunn) ¢ renecHo terno (1 1T) Haii-manko 12 kg, cTpanaiiy ot
XpOHHYHA CHATIOPE, CBBP3aHa C HEBPOJIOTHYHM HapylleHHUs W/ WIK HHTeNeKTyanHo yBpexaate. I1o
BpeMe Ha ocHOBHHS neproA (OI) 220 naupentn Ha BB3pacT 6-17 roguHU ca nosTy4aBaiy JIeYeHHe C
KceomuH criopea TT v Ao 75 equHuum 1k rauedo. JleueHHeTo ce e NpoBexaano HHTParnaHaynapHo
C YATPa3BYKOB METOJ C OIpENEIEHO CbOTHOUIEHHE Ha 103aTa 3: 2, ChOTBETHO B MAPOTHAHATA H
cyOmanaubynapHara c/oHYeHa xre3a.

uSFR gg/min) GICS (cxop Toukn)
Jleuenue Bpemena Touka bpoii LS mean (SE) Bpoi LS mean (SE)
HAa0A10AABAHH Habn0aaABAHHK
Mnauebo CeaMuna 4 72 -0,07 (0,015) 72 0,63 (0,104)
Kceomuu copea | Ceamuua 4 148 -0,14 (0,012) 148 0,91 (0,075)
TT Ceamuna 8 146 -0,16 (0,012) 146 0,94 (0,068)
Ceamuua 12 147 -0,16 (0,013) 147 0,87 (0,073)
Ceamuua 16 145 -0,15 (0,013) 146 0,77 (0,070) |
uSFR: Unstimulated Salivary Flow Rate (necrmumyaupana cxopocm Ha crionkama);
GICS: Global Impression of Change Scale (Crana 3a 0bwa oyenxa na ycewarnemo 3a npomsana); TT: menecrno meano;
LS. cpedna paznuxa cnpamo nvpeuunama mouxa, SE: cmandapmua zpewxa

[TOTBLPAMTENIHMAT @aHATH3 Ha KO-ITbPBUMHUTE NpoMenuBY 3a edukacHocT (uSFR u GICS Ha 4-ta
CeIMHIIA CNeJ| HHXKEKTHPAHETO) MOKa3Ba CTATHCTHUYECKH 3HAYMMH Y KITMHUYHO 3HAYUMH NOAoOpeHUs Ha
rpynara ¢ Kceomun B cpaBrense ¢ mnauebo. U npu neara napaMernspa Ha epHkacHOCT ce Habmoaasar
CTATHCTHYECKH 3HAYMMH PasiuKd MEXAY JIeKyBaHWTe rpynu A0 kpad Ha OIl npe3 16-Tta ceamuia.
Bewuxu 35 nenia Ha BB3pacT 2-5 roauHH ca 6unu nexyBanu ¢ KceoMuH caMo criopen taxHoto TT, He e
H3M0J13BaHa Tiauedo rpyna KaTo KOHTPOJIHA, KaTO M3C/IeABaHHTE NPOMEHIHBH Ha epHUKACHOCTTA
MoKa3Bat nofodpeHHs, noaodHM Ha Te3w, HabmoaaBaHK B rpynara Ha 6-17 -ronuHH, IEKYBaHH ¢
KceoMuH.

247 nauMeHTH y4acTBaxa B NOC/ACABALLMA ITbPBH UMK HA Otkpuroro npoaspkenrde (OLEX). OLEX
ce ChCToellIe OT TPH JOMBJIHHTEAHH UMKBJIA, BCEKH ¢ €/1HAa CECHS Ha JIGYEHHE, nocjieABaHa ot 16 -
CeIMHYEH nepHoa Ha HabmoaeHHe, BCHUKM naudeHTH ca nomyuaBand KCeOMHH CBIIacHO chiiaTa
Mpe/IBAPHTENTHO OMNpeeNneHa CXeMa Ha JO3HPAHE M CBLIOTO CHOTHOLIEHHE Ha [o3aTa, Hanonisano s OIl.
O61o 222 naumnenru ca 3asspuniayd OLEX. Pesynrature or OLEX noTBBp)KAaBaT KOHCTATALMUTE HA
OI1, kaTo noka3saT npoALDHKABAHE HA MTON3UTE OT JiedeHHero. He 6s1xa ycTaHOBEHH HOBH HIH
HeOUYakBaHU onaceHuns 3a 6e30MacHOCTTA.

[leAuaTpHU4HA NONYAALIUSA
Erponeiickara areHUMA [10 JiekapcTBaTa ocB0OOXKAARA OT 3aIBIKEHHETO 32 MPEeAOCTaBAHE Ha pe3yJiTa

OT npoy4saHus ¢ KCeoMHH: N
® BBLB BCHUKH MOArPYITY Ha NeAHaTpUYHATA MOy ALk 32 IeYeHUe Ha TUCTOHHS;
® NpH KLpMayeTa ¥ MalKH aeua ot 0-24 Mecella 3a eyeHHE HA CMTACTHYHOCT Ha

XpOHUYHA CHAJIOpe.

Broxre Touka 4.2 3a MHpOpMaLMA OTHOCHO NeAHaTpHYHA ynoTpeda.



5.2 @apMakOKHHETHYHH CBOHCTBA

O611a xapakTepucTHKAa HA AKTHBHOTO BELIECTBO
He e Bp3MOXKHO NPOBEXKIAHETO HA CTAHAAPTHUTE KHHETHYHH MPOYYBaHHA H MIPOYYBaHHA 34

pasnpeaeneHne ¢ OOTYJIMHOB TOKCHH THII A, 3allJOTO aKTHBHOTO BELUECTBO C€ NpUara B MHOIO Majlku
KONWYeCTBa (HAKOJIKO MUKOrpamMa Ha WHDKEKLIMA) U 3al110TO MHOMo OBp30 M HEOOPaTHMO CE CBBP3Ba C
XOHHEPTHYHHTE HEPBHHU OKOHYaHH3I.

HaTuBHUAT GOTYIMHOB TOKCHH THIT A € KOMIUIEKC € BHCOKO MOJIEKYJIHO TEI10, KOHTO OCBEH
HespoTokcuHa (150 kD) cbabpika M Apyrd, HCTOKCHUHH IPOTEHHH KATO XEMArJTyTHHHHH H
He-XeMarTyTUHKHHH. 34 pasfiiKa OT CTaHJAPTHUTE JIEKAPCTBEHU MTPOJYKTH, ChabpKalli HOTYITHHOB
TOKCHUH THNI A KoMIneke, KceomuH caaspaka ducT (150 kD) HeBpoTOKCHH, 3a1110TO HE ChABPXKA
KOMIUIEKCOOOpa3yBallli MPOTEHHH, MTOPaRH KOETO € C HHCKO ChABpKaHHE Ha YY)KA NPOTEHH.
CeAbp)KaHHETO Ha TIPHIaraH Uy NPOTEUH CE CYHTA 3a €[IHH OT (aKTOPHUTE 3a BTOPHYEH HEYCIIEX HA
JICYEHHUETO.

3a OOTYJIHHOBHA HEBPOTOKCHH THIT A € YCTAHOBEHO, Y€ Cle] HHTPaMYCKYJIHO HH)KEKTHpaHe TOH
NOAIEKH Ha PETPOTrpalieH aKkCOHANeH TPaHCIIOpT. Brnpexu TORa, peTPOrpaaHoO TPAaHCCHHANITHYHO
NpeMUHABaHe Ha aKTHBHKUA OOTY/IMHOB HEBPOTOKCHH THIT A B UEHTPAIHATA HEPBHA CHCTEMA HE €
YCTAHOBEHO MPH TEPANEBTHUHO 3HAYHMH J03H.

CBBp3aHHUAT ¢ pelienTOpHTe OOTYJIHHOB HEBPOTOKCHH THIT A HaBJTK3a 4pE3 €HAOLHUTO3a B HEPBHHTE
OKOHYaHUA npeau da gocturHe Ao uenta cu (SNAP 25) u ToraBa 61sa no10:xeH Ha BBTPEKICTBYHO
pazrpaxaase. CBoOOIHO LHUPKyTHpaliMTe MOJIEKY/IH OOTYIMHOB HEBPOTOKCHH THIT A, KOHTO HE ¢a
CBBP3aHH C TTPECHHANTTUYHUTE XONHWHEPrUYHH PELENTOPH HA HEPBHUTE OKOHYaHKUA, OUBAT
¢aroUHTHpaHH WIH MHHOLMTUPAHH U C€ pa3rpakAaT KaToO BCEKH APYT CBOOOIHO LIMPKYIHpaLLl
NPOTEHH,

PasnpeneneHye Ha aKTHBHOTO BELIECTBO NPH NNALIHEHTHTE
He ca nposexcnanu papMakOKHHETHYHH Npoy4yBaHus ¢ KCEOMUH NpH Xopa nopaad ropeonucaHuTe
NPHYKHHH.

5.3 IlpenknHHHYARH JAHHH 32 He3oMacHOCT

HexnuHuyHWTe JaHHM HE MOKa3BaT 0ocOOEH PHCK 3a XopaTa Ha Oa3aTa Ha cTaHAapTHUTE NpoyuBaHUs 3a
nexapcTeeHa 6e30NnacHOCT M0 OTHOWICHHE Ha ChPAEYHOCHAOBATa U CTOMALIHO-YPEeBHATA CHCTEMA.

Peaynratiire OT M3BBPLUCHUTE NPOYUYBAHKA 33 CHCTEMHA TOKCHYHOCT HA KCEOMMH cien HHTPaMyCKyJHO
NPUIoKEHHE NIPH KUBOTHH €A CBBP3aHU OCHOBHO ¢ (papMakOAMHAMUYHOTO My ACHCTBHE, T.C. ATOHHS,

nape3a U atpodus Ha HHIKCKTHPAHUA MYCKY.JI.

[To chllMsg HAYHH TEIOTO HA HHXKEKTHpaHaTa cydOMaHauMbynapHa CIIFOHYEHA »1e3a HaMallaBa Mpu
BCHYKH I030BH HHBA, 8 aTUITHYHA aTpodHs Ha CIIOHYEHMTE JKJIE3H ¢ce HabnioaaBa Npy Hal-BUCOKATa
nosa ot 40 eanHHUW/kg cnes YeTUpH MOBTAPALILYU Ce HHbKeKIIMH KceoOMHUH Ha HHTepBaii OT 8 ceaMHULINA
NpPH NTEXOBE.

Hsama naHHH 3a JIoKalHa HEMOHOCHMOCT. [IpoyuBaHMaTA 32 penpOAYKTHBHA TOKCHYHOCT Ha KCceOMHH He
NOKa3BaT HATO HexelaHH e(eKTH BbPXY (epTUIIMTETA NPH MBKKH WIH JKEHCKH 3aMl{, HUTO AUPEKTHH
epeKTH BbpXY eMOpHO-(ETaTHOTO MITH Npe- U NOCTHATATHOTO Pa3BUTHE MPH IUTHXOBE WHIH 3aiLiM.
Brnpexu Tora npuioxeHHeTo Ha KCEOMHH npe3 AHEBHH, CEAMMYHK U ABYCEAMHWYHH HHTEPBANHA B
M3CJIEABAHHATA 32 eMOPHOTOKCHYHOCT B JO3H, MOKA3BALIK HAMAIS BAHE Ha TENECHOTO TErJIO NpF
MaiikaTa, € JOBENIO A0 YBeNHuaBaHe Ha 6pos Ha abopTHTE NpHU 3aiLIM U ICKO HAMANABAHE HA/TERe
Terj0 Ha QeTyca npu ruTbxoBe. He e 3aab/DKHTENHO Aa ¢€ MPHEME, Y€ MTPOAB/DKHTE/IHATA draen
€KCINO3HLIMA Ha MaliKuTe MO BpeMe Ha (HEU3BECTHA) YyBCTBHUTENIHA (asa Ha opraﬂoreﬂes AL [ or

npeapasnonarauy GpaKTop 3a HHIYLMPAHETO Ha TEPATOreHHU eeKTH B TE3H NPOYYBAHUS.




B npoyuBaHe 3a TOKCHYHOCT clieAl OTOMBaHE Ha MJIaJM €K3EMIVLIPH MpPH IUTbXOBE MPH Hakl-BHCOKATa

u3nuTBana no3a (30 emuuui/kg) ce Habmonaea aTpogua Ha TECTHKYJIAPEH 3aPOAHIIEH ENUTEN U
Xunocrepmus, 6e3 ToBa Aa BiIKnde BbPXY PepTHAHTETA NPH MBKKHTE. KOrato MEXKKHMTE H XKEHCKHTE
ex3eMIUIApH ca Omnn undrocanu Ha 14-ceIMUYHa BB3pacT, e(PeKTUBHOCTTa Ha YHPTOCBAHE € HAMAJICHA
[MPH MBKKHTE C BUCOKH JIO3H, BEPOATHO MOpaiu cnadocTTa Ha KpaHHHIMTE WIH 3HAYHTETHO IO-
HUCKOTO TenecHo Terno. Ilpy oTcheTBHE Ha KAKBBTO M [a € epeKT BbpXY cpeaHHs OpoH X biTH Tena,
3aryGara MpH npea-uMIUIaHTalMA ce yeenu4aea npk 10 enunnu/kg u noseue. He moxe na ce yTouHu
OKOHHYATETHO JAITH TOBA € €()eKT, MEAHMPAH OT MBXKKHTE WIH OT JXEHCKHTE SI3EMILIAPH.

CrnenoBaTesiHO, rpaHHLMTE Ha O€30MacHOCT M0 OTHOLIEHHE Ha KIMHWYHATa TEpanud KaTo UAIo ca
HHCKH IPU BUCOKU KIIMHUYHH QO3H.

3a KceoMHH He ca MPOBEXAaHH MPOYUBAHHA 38 FTEHOTOKCHYHOCT WIH KapLIHHOT€HHOCT.

6. DGOAPMAIIEBTHYHMH JAHHH

6.1 CnHchK Ha NIOMOIIHAATE BEIIECTBA

Yorpe1ku anbyMHH
3axapo3a

6.2 HechrBMeCTHMOCTH

To3u AekapCTBEH NPOOYKT He TpAOBa 1a ce CMECBA ¢ IPYIH JICKApCTBEHN NPOJIYKTH, C HIKTHOYCHHKE HA
TE€34, NOCO4YEHH B T. 6.0.

6.3 Cpox Ha rogaocrt

KCEOMMHH 50 enuuuun npax 3a YHKEKIMOHEH pa3TBOp: 3 rOAHHH
KCEOMMUH 100 egunium npax 3a HIDKEKIMOHEH pas3TROP: 4 rOOUHH
KCEOMMHH 200 engyuHuuy npax 3a AH)KEKLMOHEH pa3TBOp: 3 TOOUHH

Ipuzomeen pasmeop
JlokazaHo e, Y€ MPOAYKTHT € XUMHYECKH M (pU3HUeckn cTabieH B NEPUO Ha U3MO3BaHe 3a 24 vaca
npu Temneparypa ot 2 °C 1o 8 °C.

Ot Muxpo6uonoruyHa rieHa Touka MpoAYKTET TpAOBa Aa ce H3Nnon3pa HezabaBHO. AKO He ce H3MOoJI3Ba
He3a0aBHO, BPEMETO M YCJIOBHATA Ha ChXPaHCHHE B MEPHOAA Ha H3MON3BAHETO MY €a OTFTOBOPHOCTH Ha
noTpebuTens U 0OMKHOBEHO TOBa He e noBeye OT 24 yaca npH 2 °C no 8 °C, OCBEH aKo NMPHUTOTBAHETO HE
€ CTAHAJIO B KOHTPONHPAHH Y BAUTHAYPAHH ACEITTUYHH YCIIOBHS.

6.4 Choennanns yc10BHA HA ChbXpaHEHHE

Ila He ce cvXxpaHaBa Han 25 °C.
3a yCIOBHATA Ha ChbXpaHEHHE CIIE]l pa3TBapAHE HA JICKAPCTBCHHUA NMPOAYKT BHIKTE TOUKa 6.3.

6.5 BuaucpabpxaHHe HA ONAKOBKATA

®nakoH (cTexio THN 1) ¢ Tana (bpomOyTHIOoBa ryma) ¥ 06e30omnaceHo 3aneyaTBaHe (ATYMHUHHH).
KCEOMUWH 50 eaurunm npax 3a MHKeKIIMOHEH pa3TBop: OmakoBky ¢ 1, 2, 3 unu 6 ¢guiakoHa, BCEKH OT
KOMTO ChABPXA 30 € TUHULIM.
KCEOMMHH 100 equHuum npax 3a HEXKEKUMOHEH pa3TBop: OnakoBkH ¢ 1,2, 3,4 win 6 ¢
oT KoUTO ChabpXka 100 eguHHLM,

KCEOMHH 200 equnniuy npax 3a vrxekioHeH pa3teop: Onaxopku ¢ 1, 2, 3, 4 win 6
OT KouTo ceabpxka 200 eqvHULA.

Rl

He BcHikH BHAOBE ONMAKOBKHA MOraT 1a ObaaT MycHaTH B rnpojax0a.



6.6 CneunajHHu Npeanas’HH MePKH NPH H3XBbLPJISAHE H padora

Pa3rBapsaHe

[Mpeau ynorpe6a KceoMuH ce NpUroTes ¢ MHXXKEKLIMOHEH pa3TBoOp Ha Hatpues xJjiopua 9 mg/ml (0,9 %).
[TpUroTBAHETO U pa3pekaaHeTo Ha pa3TBopa TpAOBa Aa craBart crope/ npaBuiara Ha a1o0para
KJIMHUYHA NPaKTHKa, 0COOEHO MO OTHOLLIEHHE Ha acenTHKara.

CobriacHo foOpaTa npakTHKa pa3TBApSHETO HA ChAbPIKAHUETO HA (PpJlakOHA U MOArOTOBKaTa Ha
CIIPUHLIOBKATA TPsA0Ba /1a ce€ M3BBPLUBAT HA/l XapTHEHH KbPITH C MJ1aCTMAcOB (UM, 3a Ja ce u30derHe
BCAKAKBO pa3/iuBaHe. B cripuHL0BKA ce acUprpa CbOTBETHOTO KOJIMYECTBO Pa3TBOP HAa HATPHEB
xj0puz (BxK. TabnMiiaTa ¢ pa3pexxaaHusTa rno-aouy). [Ipenopbusa ce 3a pa3TBapsHETO J1a Ce U3I0J13Ba
urna 20-27 G ¢ kbco ckocaBaHe. Criel BEpTUKATHO BBBEXKIAHE HA MIJ1aTa Mpe3 ryMeHara tana,
pa3TBOPHUTENIAT TPsOBa /1a ce MHKEKTHpa BHUMATE/IHO BbB (P/1aKOHa, 3a Ja ce u3derHe ooOpasyBaHETO Ha
NsiHa. AKO BaKyyMbT BbB (DJIaKOHA HE M3TErJIH pa3TBopUTess, (GIakOHBT TPOBa J1a ce U3XBBPIIH.
OrcrpaHeTe CripMHLIOBKaTa OT (priakoHa U cmeceTe KceoMHH ¢ pa3TBopa KaTo BHUMATEHO pa3Kiialiare
1 obprLIaTe/mouykBare (yiakoHa — pa3TBOPBT HE TpAOBa Ja ce paskiialla TBbpAe eHepruyHo. [1pu
HeOOXOMMOCT, MIJ1aTa, U3IMOJI3BaHa 3a pa3TBapsAHETO, MOXKE J1a OCTaHe BbB (pJ1lakOHa U HEOOXOUMOTO
KOJIMYECTBO OT Pa3TBOpa JIa C€ U3ABbpMa ¢ HOBa CTEPUJIHA CIIPUHLIOBKA, MTOAXOAALIA 38 HHKEKTUPAHE.
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PazrBopenusaT KceomuH e OUcTbp, Oe3uBeTeH pa3TBop 0€3 BUAMMH YaCTHULIM.

KceoMuH He TpsaOBa aa ce U3MnoJi3Ba, ako pa3TBOPBT € MBTEH WIIM ChABPXKA napuajiecra yrauka, UiH
BUIMMH YACTHLIM.
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Tpsabpa na ce BHMMaBa Ja ce M3M0JI3Ba NPaBUJIHUAT 00€M pa3TBOpPHUTE 3a H30PAHOTO KOJIMYECTBO
aKTMBHO BELLIECTBO, 32 Jla Ce MPeJ0TBPaTH CIIy4YaitHO npeao3upaHe. AKO ce u3noa3sar QyakoHH
KceomuH ¢ pa3uyHM pa3MepH KaTto 4acT OT €/1Ha MpoLie/lypa Ha HH)KEKTHpaHe, TpsAOBa a ce BHUMaBa
1a ce U3I0JI3Ba MPAaBHJIHOTO KOJIMYECTBO Pa3TBOPUTEN, KOraTo C€ pa3TBapAT OnpeAeseH Opoi e JMHULM
Ha 0,1 ml. KonnyecTtBoTo Ha pazrBopurens Bapupa Mexay Kceomun 50 enuanum, KceoMun

100 exuauum 1 Kceomun 200 enunuum. Beska cipyHuoBka TpsabBa 1a iMa CbOTBETHHUS €THKET.

Bb3moxxHuTe koHLeHTpauuH 3a Kceomun 50, 100 u 200 eauH1uM ca noco4eHH B clie/iHaTa TadjivLa:

Jo0aBeHO KOJIHYECTBO pa3TBOPHUTEI
(HaTpueB xyopua 9 mg/ml (0,9 %)

IToaiyyena no3a
y A WHXKEKLIMOHEH pa3TBOP)

e @1akoH ¢ 50 eaAHHHLH PRI
100 exuHHLH
20 eTHHHLH 0,25 ml 0,5 ml
10 eauHHLIH 0,5 ml | ml
8 eqHHILIK 0,625 ml 1,25 ml
5 eTHHHLH | ml 2 ml




4 eZHHRUH 1,25 ml 2,5 ml 5 ml
2,5 eAHHNIMN 2 ml 4 ml Henpunoxumo
2 eANHHULN 2,5ml 5 ml Henmpuiioxnmo
1,25 eaHHULUH 4 ml Henpunoxumo HenmpunoxuMo

KonmuecTsa OT pa3TBOpa 3a HH)KEKTHpaHe, ChbXpaHaBaHU MOBeue OT 24 yaca, KaKTO H HEHM3IMOA3BAHUTE
KONIMYECTBA OT pPa3TBOpPa 33 HHIKEKTUpaHe TpAOBa a Ce W3XBLPJIAT.

IlpoLieypy. KOWTO clieiBa Aa ce Cna3BaT NpH U3XBHPIIsHE HA yNoTpedspaHu PJIakOHH, COPUHIIOBKH U
MaTepPHAIH

Beuuky HEW3Non3BaHH (prakOHH WK OCTAHAN pa3TBOP BHB (IaKOHAa W/WIH B CTIPHHLIOBKHTE TPAOBa Aa
6bnat aBToKNaBMpaHu. Kato anrepHaTiBa, BCHUKH OCTaThYHM KonnudecTBa KceoMuH Morar na 6baat
MHAKTUBHPAHH upe3 fobassiHe Ha HAKOH OT cneaHuTe pa3zTtBopH: 70 % eraHon, 50 % wzonponatxon, 0,1
% SDS (aHHoHeH netepreHT), paspencH pastsop Ha HatpueB xuapokcua (0,1 N NaOH) wnu paspenen
pa3TBOp Ha HaTpHeB xunoxnopur (noHe 0,1 % NaOCl).

Cnen uHakTHBHpaHe yrnoTpebaBaHuTe PIaKOHH, CIIPHHHOBKY M MaTepHalii He TpabBa Ja ce u3npasear
u TpadBa Aa ce NOCTaBAT B MNOAXOAALUN KOHTEHHEPH M U3XBBPJIEHH ChIIACHO MECTHHUTE Pa3opentH.

Hpenom.xﬂ [IpHY BL3HUKBAHE HA HHUMAECHT NpH bopareHe ¢ HOTYITUHOB TOKCHH THI A

Pa3cuniaHOTO KOJIHYECTBO OT NPOAYKTa TpsAOBa Aa ce u3bbpuie: Wik ¢ abcopOupalil MaTepHan,
MMIIPErHUPAaH ¢ HAKOH OT TOPENOCOYCHHTE Pa3TBOPH B ClIydail Ha npax, UK CBC CYX,
abcopbupau MaTepHan nNps pa3TBOPEH NMPOAYKT.

. 3aMBbpCEHUTE NOBBPXHOCTH TPAOBa Aa ce nouucTAT ¢ abcopOupall MaTepran, AIMIPerHdpaH ¢
HAKOH OT rOpEenoOCOYEHHTE Pa3TBOPH, Clie] KOETO Aa ce MOACYLuAT.

. Ako ce cuynH quiakon, 00padorere 1o ONMyUcaHHA NMo-rope HauuH, KaTO BHUMATENTHO chhepere
napuyeTaTa CUyrneHo CThKI0 U M30bpLIeTE NPOAYKTa, KATO BHUMABATE /1a HE CE MOPEXKETE.

. AKO NPOAYKTET BJIE3€ B KOHTAKT ¢ KOXKaTa, H3IUIAKHETe 0OMNHO 3aCerHaToTo MACTO € BOJA.

. AKO NPOAYKTET NONAAHE B OYUTE, H3TUIAKHETE OOWITHO ¢ MHOTO BOAA MJTHA C pa3TBOP 3a OUHH
NMPOMHBKH.

o AKXO NPOOYKTBT MIPOHUKHE B paHa, CPA3aHa KOXKA WIHM KOXKa C HapylleHa LSUIOCT, H3IUIAKHETe

O0OWIHO € MHOIO BOAA H B3EMETE MOAXOAALINTE MEAULIMHCKH MEPKH B ChOTBETCTBHE C
MHXKEKTHpaHaTa J03a.

Te3wn uHCTpYKLMH 332 paboTa ¥ U3XBBPJAHE TPAOBA CTPUKTHO /1A ce CNa3Bar.

7. IIPHTEXATEJ HA PASPEIIEHHUETO 3A YTIOTPEBA

Merz Pharmaceuticals GmbH
Eckenheimer Landstral3e 100
60318 Frankfurt/Main
P.O.Box 1] 13 53

60048 Frankfurt/Main
Tenedgon: +49-69/15 03-1
dakc: +49-69/15 03-200

["'epmanns

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

Xeomin 50 units powder for solution for injection - Per. Ne: 20140034
Xeomin 100 units powder for solution for injection - Per. No: 20140035
Xeomin 200 units powder for solution for injection - Per. Ne: 20170005




9. JIATA HA ITBPBO PA3PEILIABAHE/MIOHOBSIBAHE HA PAPEIIEHHETO 3A
YIIOTPEBA

JlaTa Ha nocaenHo nogHoBABaHe Ha Xeomin 50 units powder for solution for injection - 04.08.2017
Tfata Ha nociegHo noaHoBaBaHe Ha Xeomin 100 units powder for solution for injection - 04.08.2017
Ilara Ha nocnearo noaHoessade Ha Xeomin 200 units powder for solution for injection — 11.12.2020

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA

aexeMBpH 2025




