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Onenka Ha CbOTBETCTBHETO Ha 3200/1BaHeTO ¢ AeUHULIMATA 32 PAAKO 3200/151BaHe
chriacHo § 1, 1. 42 o1 1ONBJIHUTEHUTE pa3nope0u Ha 3aKoHa 3a 31paBeTo

[IporpecuBHata MyckynHa auctpodusi Tun bekep oTroBapss Ha KpHUTEPHUHUTE 3a PAIKO
3a00IABaHeE.

Kputepun 3a imarsocrunupase Ha 3a00/1BaHeTO

JluarHozata ce I1OCTaBsd Bb3 OCHOBA Ha XapakTepHaTa KIMHUKA W TapaKkIMHUYHU
u3cleABaHus.

ChpIecTBYBaT pa3IMYHM CKalM 3a OIEHKa Ha MYCKYJIHaTa ci1a0oCT MpH MAlMeHTUTE ¢
muctpopuHonatuu U edekra ot nposexaaHata tepanus. Medical Research Council (MRC)
CKajla 3a MaHyaJJHO MYCKYJIIHO TeCTyBaHe ce u3mnoi3Ba Hau-mmpoko. The North Star
Ambulatory Assessment e crenuagHo ch3aaneHa 3a nauneHTt ¢ [IM/] [dromeH, kouto He ca
3aryOniId CIIOCOOHOCTTA 33 CAMOCTOSTENIHA MOX0/IKa. TecThT 3a 6 MUHYTHO X07ieHe (6-minute
walk test) u TecTbT 3a 10-MeTpoBo xomeHe (10 meter walk test) ce u3mon3Bar MHUPOKO Tpe3
MOCJIEAHUTE TOJIMHU, 0COOEHO MpHU OlleHKa Ha e(deKTa OT KOPTUKOCTEpOHJHATa U TEeHHaTa
Tepanus npu nanueHTt ¢ [IIMJI Jromen

buoxuMuyHHTE M3CIEABaHUS ca C NaHHM 3a noBuineHu croiHocTd Ha KOK, ACAT, AJIAT,




u JIAX. IIpu marmenture ¢ [IMJ] tun Hromen KOK ce nmoBumasa Haii-manko 10 mbTH Hax
HopMata (Haif-uecto Mexay 25 um 200 mprtu). Enekrpommorpadusra (EMI') ycraHosiBa
XapaKTepHa TeHepaIn3upaHa MUOTeHHA yBpena, a B KpaitHuTe craguu Ha [IM /] obmust 6poit
Ha aKIIMOHHUTE MOTEHIIHUAIN Ce peaylupa ¢ okoio 35%.

Myckynna Ouoncus

[Ipu muctpoduHOnaTUUTe AEPUUUTHT WIM JIUICATa HA JUCTPOPHH BOIM 10 HEKpO3a Ha
MUOIIUTUTE, pereHepanus u nporpecupamia ¢pudposa. B pannute cranuu Ha 3a0059BaHETO ce
YCTAHOBABAT CETMEHTHA JAereHepanus M (aronyuro3a Ha €AMHUYHU WM TPYNU MYCKYIIHU
BllakHA. TUNWYHU TpPU XHUCTOJIOTMYHOTO H3CIEABAaHE Ha MYCKYJ ca BapHaOWIHOCTTa B
pa3MepuTe Ha MYCKYJIHHTE BlakHa (arpopuuHu M XUNEPTPOPHUUYHU), HEKPOTHUHU H
pereHepupaniy BIakHa, €HI0- U MepuMu3naina (pudpo3a, KAKTO U XUATMHU3UPAHU MYCKYITHH
BilakHa. Hekposara uHAyIMpa BbH3CTAHOBUTENEH IIPOIEC, KOWTO ce€ OOEKTUBHM3MpA C
paskbcaHuTe MHOGUOPWIM W TOsBAaTa HA MaJKM MHOLUUTH C MPOMHUHHpAIIU sApa.
HekporuunaTta capkoruiasma U capkojieMa ce OTCTpaHsSBaT OT MOHOHYKJICApHU (ParomuTy.
OtkpuBar ce enuHnuHu T-muMmdornuru. KpbBoHOCHUTE ChAOBE ca HMHTakTHH. Hanmme e
XMAJIMHU3AlMsA Ha CcapKoIljla3MaTa Ha JIETeHEpUPATUTE U HEIEreHEepUpaTUTe MYCKYITHU
BiakHa. [Ipy Ha[UIBXKEH cpe3 TS ce BU3yalu3upa Karo JICHTH Ha chKpameHue (“‘contraction
bands”). To3u peHOMEH MOXE Aa ce OTKpUE MPeau Oesle3uTe Ha IereHepalus U € To-THITHYCH
3a [IM/] Tun [romeH. B kbCcHUTE cTaguu Ha MYCKYJIHHTE TUCTPOPUU Ce OTKPUBAT: 3ary0a Ha
MYCKYJTHU BIIaKHA, MHUOIIMTH C TO-MaJKd WM TO-TOJIEMH pa3Mepu OT HOPMAIHUTE U
0e3pa300pHO pasNoIoKeHHE, CHIOMHU3HAIHO pa3pacTBaHe HA MAaCTHA M CheIMHUTEITHA THKaH.
NmyHoxucTtoxuMuuHOTO u3cienaBaHe u Western blot mokaspar nurica Ha TUCTpodUH MPHU
[IM/I tun romien u peayuupan mnpu tan bekep.

Enexrpokapauorpaduute (EKI) u Exokapamorpaduute (ExoKI') ca BaxkeH eleMEHT OT
MPOCIIEASIBAHETO HA TAIMEHTH C JUCTPO(UHONMATHH C BB3MOXKHOCT 3a IIOCIIEBAINa
CUMITOMaTUYHA Tepanus. B paHHHUTe cTaguu Ha 3a00JSBaHETO CHPJACYHOTO 3acATaHE B
MOBEYETO CIy4yaul OCTaBa OE3CMMITOMHO. THIMYHMU paHHH IMPOSIBU HAa CHPJACYHO 3acsAraHe,
ycranoBeHo npu EKI" u3cnenBane ca cunycoBa Taxukapausi, Bucoku R mpu V1, gpn6oku Q B
I, aVL, V6 wm II, 1II, u aVF orBexxnanus, yBenuueHa QT mucnmepcus. Peructpupar ce
BUCOKM R-3b01IM B JeCHUTE NPEKOPAMATHU OTBEXKIaHUS M AbIOOKH Q-3501M B JIeBHUTE
KOpeIupar chC 3aryda Ha KapJAHMOMHOLIMTH U pa3pacTBaHe Ha (pubpo3a B OazaiHaTa 4acT Ha
CTeHaTa Ha JisiBa Kamepa. B mo-HanpeananuTe craguu Ha 3a00/sIBAaHETO ce HAOII0aBaT JIeceH
OenpeHn OJOK, MNpEACHPAHM U KaMEepHU eKcTpacucronu. Ypes exokapanorpadckoro
W3CcIieIBaHe Cce BU3YaIM3HpaT YIUThTHSABAHE HAa MHOKapja, Mopaau pa3pacTBaHe Ha ¢pudpo3a,
KapAUOCKJIEPOTUYHU HM3MEHEHMs, aHTaXUpPalld [0 HESCHU MPUYMHU 3aJHO00a3aJIHUTE
CEerMEHTH Ha JIeBHS BEHTPUKYJ. BeposTHO 00sicHeHHE e, ye MEXaHWYHOTO HATOBapBaHE TaM €
Hal-3HaunMMo. OTKpPHUBAT Ce€ OIlle XUITOKMHE3Us Ha ChPILIETO M aKO HE CE NMPUIIOKH Tepanus ce
3acqra IsulaTa Kamepa, B pe3yiTaT Ha KOETO c€ pa3BUBA JUJIaTaTUBHA KapAHMOMHUOIATHS.
VYcraHoBsiBa ce HaMaineHa (¢pakuus Ha M3TIackBaHe. Moxe Ja ce H3Moi3Ba U
KapJIMOBaCKyJapeH MarHUTEH PE30HaHC 3a paHHA JIMarHOo3a Ha ChPJIEYHOTO 3acsiraHe IMpHu
T€3W MAIMeHTH M CBOEBPEMEHHO 3amoyBaHe Ha Tepanus. Jlo JeceT roauuiHa Bb3pacT ce
npenopbuBa EKI" u exokapaunorpadus a ce mpoBexaaT BeIHBHXK Ha JBE TOJWHU, a CJIell TOBa
BEJIHBK TOJUIITHO.

OYHKIIMOHAIHO H3cienBaHe Ha aumiaHetro. [lpu manuenture ce uscnensar dopcupan
Buranen Kanamurer (PBK) u ®opcupan Excriupatopen O6em (PEO1). Te3u nokazarenu He
ca YYBCTBUTEIHH B HAYAIIHUTE CTaJUM Ha 3a00JIIBAaHETO, ThU KATO PEAYKIHITa UM CE
Ha0r0IaBa ciiel HaMallsBaHe Ha MycKyiaHaTa cwia ¢ moBede ot 50%. Ilpm OGomnmte ce
YCTAaHOBSIBAT PECTPUKTUBEH THUIl HAPYIIEHHWE Ha [UILIAHETO ChC CHMXKEHM CTOMHOCTH Ha
®EO1 u ®BK u nHopmanen koepunrent Ha Tupuo ®BK/DEO1. Butanuusat kananutet (BK)
€ BaYKEH MPEAMKTOP 3a JHEBHA U HOIIHA XulepkanHus. HolllHa xunepkanHus ce yCTaHOBSIBA,




koraro BK magne mox 1,820 mu1, a qaeBHa ¢ Haiune, koratro BK magae mox 680 mu [Touissant
M u cpaBrt., 2007]. OnpenensT ce KUCIOPOAHATA caTypalusi U NaplHaIHUTEe HAJISATaHus Ha
KHCIIOpO/1a U BBIVIEPOJHUS AUOKCU]] B KPHBTA B OYZHOCT U IO BpeMe Ha ChH, YUUTO IPOMEHU
ca B TsACHA KOpelamus ¢ MpoMeHHTe Ha (pyHKIuoHamHuTe nokasatenu. Crex 3arybara Ha
CaMOCTOSITEeNTHA MTOXO/Ka MPOBEXKIAHETO Ha €XKEroJiHa MOJIMCOMHOrpadusi € BakKeH eleMEeHT
Ha MarHOCTHKaTa, 00YCJIOBEH OT (haKTa, 4e XMIOBEHTHIIAIUSA U OOCTPYKTUBHA ChHHA arHes
C€ YCTaHOBSIBAT IIPH JIBE TPETHU OT MMALIUEHTHTE.

I'enetnyHO M3cnenBane Ha OOMHY upe3 MUpekTeH u nHaupekren JJHK-anamms

Multiplex PCR, (BkmrouBam 2 ceta oT 9 ek30H IpaiiMepHH ABOiKK), Southern blot u FISH ce
M3II0JI3BaT 32 OTKPUBAHE Ha JeJIelNU, Ha KouTo ce maaa 65% ot myramuure npu [IMJ] tun
Mromen u 85% ot myranuure npu [IM/] tun bekep. [Ipubnuzurenno 98% ot neneunuunte B
JAM/I reHa ce OTKpUBAaT C TE€3U METOIUKH.

Texuuku xato Southern blot m kommuectBena PCR ce mpumarar 3a OTKpHBaHe Ha
NYTUIMKAIMY, KOWTO MOTIAaT J1a HapylIaT WIX /1A 3ala3saT paMKaTra Ha YETeHE U 10 TO3U HAYWH
na npuuuHAT [IMJI tTin romen, pecn. bekep. Ha nymnukauuwre ce magar 6-10% ot
MyTallUUTE TIPU TE3U 3a00JIIBaHUS,.

MLPA (multiplex ligation-dependent probe amplification) [MRC Holland] e meron, koiiTo ce
M3M0J13Ba PYTUHHO 3a OTKPUBAHE Ha JIeJIEUMU U NYIUIMKAUWU NpU pa3inyHu rexu. [lpuer e
KaTo CTaHJApTEH METOJ 3a T'eHETHYHO m3ciieqBaHe Ha naruertu ¢ [IMJ] tun HQromen/bekep
IIPY IOJIFOTOBKATa UM 32 F€HHA TepaIusi, KaKTO U 32 U3CJICIBAHE HA KEHU HOCUTEIIKH.
CekBeHupaHeTo Ha AUCTPOGUHOBUS T€H OTKPHBA MAJKH JIEICUUN, WHCEPIUH, TOUYKOBH U
CIUTAMICUHI MyTaluu, Ha KOUTO ce maaatr okojo 35% ot myrauuute npu [IM/J] tun romieH.
WznomsBar ce ananu3 Ha monuMopdusmu B KoH(opmanus Ha eaHoBeprxauTe (SSCP) M
noitHoBepmkuute (DSCP) JIHK ¢parmenTu, xerepomaymiekceH aHalu3, CEKBEHHpAaHE,
MIPEXIEBPEMEHHO MpeKpaTsBaHe Ha OenrTpuyHara TpaHcnamus (Protein truncation test). HoBu
metonu karo SCAIP (single-condition amplification internal primer sequencing) u DGGE
JeHaTypupail rei enekrpodopesa- 0a3upaHO CKaHUMpaHE Ha reHa MMaT 3a LIe J1a OTKPUSAT
ocra”anmute 30-35% ot myrtanuute npu [IM/] tun romen. M3cnensanero Ha OuorncuyeH
Marepuan oT Myckyin upe3 nporenHeH u PHK-6a3upan ananus mpomeiBa aupexktnoro JIHK-
CEKBEHHUPAHE.

['eneTnyHO M3cneABaHe 3a HOCUTENICTBO

W3cnensat ce sxeHu, B cemMeiicTBaTa Ha KOUTO UMa 00JIeH ¢ JUCTPO(UHOIATHSL.

Korato myranmsara Ha manuenta ¢ JM/| e u3BecTHa, M3CIEIBAHETO 3a HOCHUTEICTBO Ha
MyTalys OoT TUMA AeNelus WM IYIUIMKaLus MOXKe Ja ObJe M3BBbPLICHO 4Ype3 KOJIMYECTBEH
aHaJIM3 Ha TEHHUs JAo03aX. To3W MeToJ MOXKe Ja € TPYAEH 3a OCBLIECTBSIBAaHE H
uHTepnperanusa. M3nomsBar ce cpmo taka PCR (3a meneumun u aymmkanuu), FISH (3a
JieJIellnn) U CEeKBEHHpaHe (3a TOYKOBH MYTAlIUH).

Koraro myranusra Ha mauumeHta ¢ JIMJl He e u3BecTHa Moxke na ce u3noi3Ba Linkage
analysis, Korato B C€MEHCTBOTO Ha U3CJEIBAHUTE KEHU MMa MOBEYE OT €MH 3aCerHar ChC
curypHa quarHosa [IMJ] tun dromen/ bekep win J{romeH-aconunupana KapJHOMHUOIIATHSL.

B T.u. HAay4YHHU I[yﬁ.]'ll/[l(all]/l]/l 0T MmocJIEAHUTE II€T TrOoAUMHHM M IIPUJTOKEHA
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AJIFOpI/ITMI/I 34 JMAarHoCTUIIMpaHe Ha 3200/11BAHETO

JlnarHo3ata ce IOCTaBsd Bb3 OCHOBA Ha XapakTepHaTa KIMHUKA W NapaKIMHUYHHU
u3ceABaHusl.

CopliecTByBaT pa3MYHU CKalld 3a OLIEHKA HA MYCKyJIHaTa claboCT MpU MAIMeHTUTE C
muctpoduHonaTh U edekTa oT nmposekaanara tepamusa. Medical Research Council (MRC)
CKaja 3a MaHyaJHO MYCKYJIHO TecTyBaHe ce wu3noi3Ba Hai-mmpoko. The North Star
Ambulatory Assessment e crienuaiHO cb3aaeHa 3a namueHTa ¢ [IM]] diomen, KouTo He ca
3aryOnId CIIOCOOHOCTTA 32 CAaMOCTOSTEIHA TOXO0AKa. TecThT 32 6 MUHYTHO X0jieHe (6-minute
walk test) m TecTbT 32 10-MeTpoBo xomene (10 meter walk test) ce m3mon3Bar MHUPOKO Mpe3
MOCIIEAHUTE TOJIWHU, 0COOEHO MpHU OlIEHKa Ha e(eKTa OT KOPTUKOCTEpOHJHATa U TEeHHAaTa
tepanus npu naureHTu ¢ [IM/] romen

buoxumuunuTe M3cnaeaBaHus ca ¢ JaHHM 3a noBuileHu croHocTd Ha KOK, ACAT, AJIAT,
u JIIX. IIpu nanuenture ¢ [IM]] tun Jromen KOK ce nmoBumasa Haii-manko 10 mbT Haj
HopMata (Haif-uecto Mexay 25 u 200 mprtu). Enekrpommorpadusra (EMI') ycraHossiBa
XapakTepHa reHepai3upaHa MUOTEHHA yBpea, a B Kpaitaute craguu Ha [IM/] oOmust 6poit
Ha aKIMOHHHUTE NOTEHLUAIN ce peaynupa ¢ okoso 35%.

MyckymnHa Ouoricus

[Ipu nuctpoduHOnaTuuTe AEPUUUTHT WIM JIUICATa HAa JUCTPOPHUH BOIM JI0 HEKpO3a Ha
MUOIIMUTUTE, pereHepanus 1 nporpecupania ¢pudpos3a. B pannute ctanuu Ha 3a00/sIBAaHETO ce
YCTAHOBSABAT CETMEHTHA JereHepanus M (aronuro3a Ha €AMHUYHU WM TPYNU MYCKYJIHHU
BJIakHA. TUNMYHU TpPU XUCTOJIOTMYHOTO H3CIEABaHE Ha MYCKYJ ca BapuaOMIHOCTTa B
pa3MepuTe Ha MYCKYJIHHTE BIakHa (arpopuuHu U XUNEpTPOGUYHHU), HEKPOTUYHU H
pereHepupaniy BlIakHa, €HJ0- U epuMHu3uaiia (pudpo3a, KaKTo U XMaJTUHU3UPAHU MYCKYJIHU
BilakHa. Hekpo3aTa uHAynHMpa BB3CTAaHOBUTENIEH IIpOLEC, KOMTO ce OOeKTHBM3Mpa C
pa3kbcaHUTe MUOPUOpPWIM M TOsBaTa HAa MaJKM MHOLMUTH C MPOMUHHUpAILU s1pa.
HekpoTnunaTa capkoriasMa M capkojeMma ce OTCTPaHsABaT OT MOHOHYKJIEapHH (arouuTH.
OtkpuBat ce eauHuuHu T-nmuMmdporut. KpbBoHOCHHMTE cbhIOBE ca MHTAKTHU. Hamune e
XMAJIMHU3aLMs Ha CcapKoIlla3MaTa Ha JETCHEPUPAIUTE U HEIETCHEPUPAIUTE MYCKYJIHU
BnakHa. [Ipy HamnBKeH cpe3 T4 ce BU3yalM3Hpa KaTo JIGHTH Ha chKpalleHue (“‘contraction
bands”). To3u ¢peHOMEH MOKeE /1a ce OTKpUE Ipean Oene3nuTe Ha AereHepalus U € Mo-TUITHYEH
3a [IM/] Tun JlroreH. B kbcHHUTE cTamuu Ha MYCKYJTHUTE TUCTPO(HUHM ce OTKpHUBAT: 3arydoa Ha
MYCKYJHHU BJIaKHA, MUOLIMTH C TO-MAJKM WM TMO-TOJIEMHM pa3MEpu OT HOPMAJIHUTE U
6e3pa300pHO pasNoioKeHHe, HIOMU3HAIHO pa3pacTBaHe Ha MAacTHA M CheIMHUTENTHA ThKaH.
NmyHoxucroxumMuuHOTO H3cienaBaHe u Western blot mokassar surca Ha IucTpoduH NpU
I[IM/I tun {romen u peayuupas npu taun bekep.

Enexrpokapauorpaduurte (EKI') u Exoxapamorpaduure (ExoKI') ca BaxeH emeMeHT OT
NPOCIIEASIBAHETO HA TMAalMEeHTH C JUCTPO(UHONMATHH C BB3MOXKHOCT 3a IOCIeBaIla
CUMITOMaTUYHA Tepanus. B paHHHUTe cTaguu Ha 3a00JSBaHETO CHPJACYHOTO 3acATaHE B
MIOBEYETO CIy4yau ocTaBa 0e3cMMNTOMHO. THNWYHU paHHM NPOSIBU HA CHPAEYHO 3acsrae,




ycranoBeHno nipu EKI" uszcneaBane ca cunycoBa Taxukapaus, Bucoku R mpu V1, apn6oku Q B
I, aVL, V6 wm II, 1II, u aVF orBexxnanus, yBenuuena QT mucnepcus. Peructpupar ce
BUCOKM R-3b0LIM B JeCHUTE NPEKOPAMATHU OTBEXKIAHUS M AbIOOKH Q-350LM B JIeBUTE
KOpeJHpar chC 3aryba Ha KapJIMOMHOIIMTH M pa3pacTBaHe Ha ¢uOpo3a B OGa3amHaTa 4acT Ha
CTeHaTa Ha JisiBa Kamepa. B nmo-nanpeananute craguu Ha 3a00is1BaHETO ce HAOII0aBaT J1eceH
OenpeH OJOK, TPEACHPIAHM M KaMEpPHHM eKCTpacucTtoyiu. Ypes exokapauorpadckoTo
U3CcleIBaHe ce BU3yaIM3UpaT YIUTbTHABAHE HAa MHOKapja, Mopajau pa3pacTBaHe Ha ¢pubdpo3a,
KapJMOCKJIEPOTHYHN HM3MEHEHUS, AaHTQXUpAIld IO HEACHH TNPUYMHU 3aqHOOA3aTHHUTE
CErMEHTH Ha JIeBHUS BEHTPUKYJ. BeposTHO 00sicHeHHE €, Ue MEXaHUYHOTO HATOBapBaHE TaM €
Haii-3Ha4uMO. OTKpHBAT CE OILEe XUITOKMHE3UsI Ha ChPLETO U aKO HE CE MPUIIOKH TePaIHsl ce
3acqra LsulaTa Kamepa, B pe3yiTaT Ha KOETO C€ pa3BUBA JAWJIaTaTHBHA KapAMOMHUOIATHUS.
VYcraHoBsiBa ce HamaineHa ¢pakuus Ha H3TIackBaHe. Moxe Ja ce H3MoJ3Ba U
KapAMOBACKYJIapeH MarHUTEH PE30HAHC 3a paHHa JAMAarHo3a Ha ChPJAEYHOTO 3acsiraHe Mpu
T€3U MAlMEHTH U CBOEBPEMEHHO 3alouyBaHe Ha Tepanus. /o neceT roauiiHa Bb3pacT ce
npenopbuBa EKI" u exokapauorpadus na ce mpoBexIaT BEIHBXK Ha JBE TOJWHU, a CJIE] TOBA
BEJIHBK TOJUIIHO.

OyHKIMOHANHO H3cienBaHe Ha aumaneTto. Ilpu nmanmentute ce uscinensar dopcupan
Buranen Kananurer (PBK) u ®opcupan Excrimparopen O6em (PEO1). Te3u nokazarenu He
ca YyBCTBUTEJIHM B HAYAJHWUTE CTaAUM Ha 3a00JIIBAHETO, ThH KaTO PEAYKLUMITa UM C€
HaONo/1aBa ciieq HaMmalsiBaHe Ha MycKkynHata cuia c¢ noBedue or 50%. Ilpu Gomuute ce
YCTaHOBSABAT PECTPUKTUBEH THUI HapyIIEHHWE Ha JUIIAHETO CbhC CHMXKEHU CTOMHOCTH Ha
®EO1 u ®BK u nopmanen koepunuent Ha Tudpuo ®BK/DEO1. Butanuusat kananutet (BK)
€ Ba)XEH MPEJAUKTOP 3a JHEBHA U HOIHA XUnepkanHua. HolllHa XunepKkanHus ce yCTaHOBSIBa,
korato BK manne mox 1,820 mu, a qHeBHa e Hanwuie, koraro BK magne mox 680 mut [ Touissant
M u cpaBrt., 2007]. OnpenensT ce KUCIOPOAHATA caTypalus W MaplHaIHUTEe HAJISITaHUs Ha
KHCIIOPO/ia U BBITIEPOJHUS AUOKCU]] B KPHBTa B OYZHOCT U IO BpeMe Ha ChH, YUUTO IPOMEHU
ca B TACHA KOpelanus ¢ MPOMEHUTE Ha (PYyHKIMOHATHHWTE Tokazarenu. Cnen 3arybara Ha
CaMOCTOsITeNTHA TOXO/Ka MPOBEXKIAHETO HA €XKEroJHa MOJIUCOMHOTpadus € BaXKeH eJIeMEHT
Ha JMarHoCTUKaTa, 00yCJIOBeH OT (akTa, 4e XUIMOBEHTUIIAIMS U OOCTPYKTHBHA ChHHA aIHEs!
CE YCTaHOBSBAT IIPH JIBE TPETH OT IMALIUEHTUTE.

['eneTnunoO M3cnenBane Ha 60oyHM upe3 AupexkTeH u uHanpekTeH JJHK-ananmus

Multiplex PCR, (BxirouBar 2 cera oT 9 ek30H npaiiMepHu JBoiikn), Southern blot u FISH ce
M3MOJI3BaT 32 OTKPUBAHE Ha JIeJelnH, Ha KOUTO ce najga 65% ot myrauuute npu [IM/J] tun
HromeH u 85% ot myranuure npu [IM/] tun bekep. [Ipubauzutentno 98% ot nenenuute B
JAM/I reHa ce OTKpUBaT C T€3U METOAUKH.

Texnuku kato Southern blot m kommuectBena PCR ce mnpumarat 3a OTKpHBaHEe Ha
IOYTUIMKAUY, KOUTO MOTaT Jia HapyllaT WM J1a 3ama3saT paMKaTa Ha YeTeHe U M0 TO3U HauMH
na npuuuHAT [IMJI T™n romen, pecn. bekep. Ha nymnukanmure ce magar 6-10% ot
MyTalUUTE TIPU TE3U 3a00JIIBaHUS.

MLPA (multiplex ligation-dependent probe amplification) [MRC Holland] e meton, koiito ce
W3MO0JI3Ba PYTUHHO 32 OTKPUBAHE Ha JENIeUU W AYIUIMKAIMU MpH pa3nudHu reHu. llpuer e
KaTo CTaHJapTeH METOJ 3a TeHeTHYHO u3cienBaHe Ha maruertu ¢ [IMJ] tun Hromen/bekep
MIpH MOATOTOBKAaTa UM 3a T€HHA Teparus, KaKTo U 3a U3CJIe/[BaHe Ha )KEHU HOCUTENIKH.
CekBeHUpaHETO Ha AUCTPO(GUHOBUS T'€H OTKPHBA MAJKH JIEJICLUH, WHCEPIMHU, TOUYKOBU U
CIUTAMCUHT MYyTaIlid, Ha KOUTO ce maaat okojo 35% ot myrtamuute npu [IM]] tan [Jromren.
Wznom3Bar ce aHanu3 Ha noiauMopdusMu B KoH(opmainus Ha eaHoBepuxaHuTe (SSCP) n
nsoitHoBepmkuute (DSCP) JTHK ¢parmenTn, XxerepolaymieKkceH aHaiu3, CEKBEHHpaHE,
MPEeKIEBPEMEHHO TIpeKpaTsBaHe Ha OenThuHarta TpaHciamus (Protein truncation test). HoBu
metonu karo SCAIP (single-condition amplification internal primer sequencing) u DGGE
JIeHaTypHpall rei enekrpodopesa- 6a3upaHo CKaHHMpAaHE HA I'eHa MMAaT 3a LeJ Ja OTKPHST




ocranamute 30-35% ot myranuurte npu [IM]] tun lromen. M3cnenBaneTo Ha OHOTICHYCH
MaTtepuan oT MycKyn upe3 nporenHeH u PHK-6a3upan ananu3 nombiBa aupektHoto JJHK-
CEKBEHHUPAaHe.

['eneTn4HO M3ciieIBaHE 32 HOCUTEJICTBO

W3cneasar ce )xeHH, B ceMeiicTBaTa Ha KOUTO UMa OOJIeH ¢ AUCTPOPUHOIATHS.

Korato myranusrta na mauuenta ¢ JAMJ] e u3BecTHa, M3CIEIBAHETO 3a HOCUTEICTBO Ha
MyTalus OT TUIA JAeJelys WIK AYIUIMKAIUS MOXKe Ja ObJe U3BBPIICHO 4Ype3 KOJIMYECTBEH
aHAIM3 Ha TEHHUS Jo03aX. T03W METOJ MOXEe Ja € TPYIEH 3a OCBIIECTBIBAHE U
uHTepnpetamnusa. M3monssar ce cpuo taka PCR (3a nmenenmuu m aynukarnuu), FISH (3a
JIEJICIINHN ) U CEKBEHHUpaHe (32 TOUKOBH MYTAIIHH ).

Koraro myramusita Ha manuwenta ¢ JIMJ] He e m3BecTHa Moxe na ce usnomsBa Linkage
analysis, KoraTo B CEMEICTBOTO Ha M3CJEIBAHUTE KEHHU MMa MOBEYE OT €/IMH 3acerHaT CbhC
curypaa auarno3a [IMJ] tun J{romen/ bekep v J{romeH-aconunpana KapJuOMHOTIATHS.

B T.4. HaydyHum ny0JuMKanUM OT TMOCJEIHUTE TMeT TIOAUHU U TPHJIOKEeHa
oubamorpadcka cnpaBka

1. YamoBa T, Paituea M, TepueB W. JluctpodunHonaruu- reHOTUN-()HEHOTUITHH
Kopeiialiiv, KOTHUTHUBHHU HAPYIICHUA U [JUArHoCTHKa IIpHU IIPOrpECUBHUTC MYCKYJIHA
muctpodun tum romen u bekep. boeirapcka neBposorus. 2009; 9 (4): 155-161.

2. Bushby K, Bourke J, Bullock R et al. The multidisciplinary management of Duchenne
muscular dystrophy .Current Paediatrics. 2005;15:292—-300.

3. Bushby K, Griggs K. 145th ENMC International Workshop: Planning for an
International Omnut of Steroid Dosage Regimes in DMD (FOR DMD) 22—24th October 2006,
Naarden, The Netherlands .Neuromuscular Disorders. 2007;17: 423-428.

4, Bushby K, Finkel R, Birnkrant D J, Case L E, Clemens P R, Cripe L, Kaul A, Kinnett
K, McDonald C, Pandya S, Poysky J, Shapiro F, Tomezsko J, Constantin C. Diagnosis and
management of Duchenne muscular dystrophy, part 1: diagnosis, and pharmacological and
psychosocial management. DOI:10.1016/S1474-4422(09)70271-6.

5. Chamova T, Tournev |, Todorova A. Approaches in Diagnostic & Care of
Duchenne/Becker Muscular Dystrophy. Lambert academic publishing. 2011. ISBN 978-3-
8473-1737-1.

AJITOPUTMH 32 JieYeHHe Ha 3200JI5IBAHETO

OcHOBHMTE LI€JIM Ha KOMIUJIEKCHATa Tepamnus npu nauueHtd ¢ BMJl ca yabimxkaBaHeTo Ha
nepuojia Ha 3ala3eHa CaMOCTOATENHA TOXOjKa, MoJoO0psiBaHE Ha KOTHUTUBHUTE
CIOCOOHOCTH, OTCPOYBAaHE HA YCIOXKHEHUATA, KATO CTABHU KOHTPAKTYPHU, CKOJIHO3a,
JUXaTeJIHa HEJOCTATbYHOCT, KapAMOMHUOIIATHA, HAPYILIEH FraCTPOUHTECTUHAIIEH MOTUIUTET. B
HACTOAILIMS MOMEHT C Iell MoJoOpsiBaHE Ha KAauyecTBOTO Ha JKMBOT Ha MNAIUEHTUTE Ce
Ipuiarar CJaeAHUTE TEPAIIEBTUYHH ITOAXOIU:.

@usnorepanust: OcHOBUTE U 1iesn ca Ja 3a0aBU HaMaJIEHUETO HAa MYCKYJIHaTa CHJIa U Maca,
Ja MpouIakTHpa pa3BUTHETO HA CTABHUTE KOHTPAKTYpH M JAa MOJ00pHM KadecTBOTO Ha
AKHMBOT Ha OonHUTEe. PU3NOTEpaIus ClIe/iBa Ja C€ 3all0YHE HEMOCPEACTBEHO ClIe]] IOCTABSIHETO
Ha Juar”osara. [IbpBoHavyaneH NpUOPUTET € MPEBEHIUATA HA Bb3HUKBAHETO HA aCUMETPUYHU
KOHTPAKTYpH Ha aXUJIECOBUTE CYXOXKHIINS, KOJCHHUTE U Ta300€ApEHUTE CTaBH, KaTO 10 TO3U
Ha4yuH Ce HaMaJlsiBa PUCKa OT IOCJIeBalla CKOIMo3a. IlacuBHUTE pa3Taranus U U3I0JI3BaHETO
Ha TJIE3CHHHM OPTE3U Ca OCHOBEH MOMEHT OT JICYCHHETO B €Tall, KOraTo IallMEHTUTE ca BCE
OlLLE ITOABUKHHU.

MenukameHTO3Ha Tepanus Ha KapauoMuonartusarta. [IpenopbuBaHMTE MEIUKaMEHTH 3a
Tepanus Ha KapJUOMHONATHUATA MPH MAlUeHTH ¢ auctpodunHonarus ca: ACE-unxubutopu
WM AHTHOTEH3UH-PELENTOPHU OJIoKepH, OpUMKOBU JTUYPETHIH, CIHPOHOJIAKTOH H B
JION'BJIHEHHE HECENEKTUBHU B-OJIOKEpPH B IMO-HAIPEJHATUTE CTaJUH Ha CHPCYHO 3acsraHe.
Tst ce mpunara 3a 3a0aBsiHE Ha IPOrpecHsiTa Ha CHPAEYHOTO 3acAraHe U 3a MojoOpsiBaHe




MPOTHO3aTa Ha MAIMEHTH ¢ 0e3cuMNTOMHA JieBokamepHa xurneptpodus. ACE-unxuburtopure
ca JIOKa3alu CBOSTa €(PEKTHBHOCT B MPEBEHIUATA HAa PEMOJAEIHPAHETO HA CTEHATa Ha JIABa
KaMepa, pas3pacTBaHe Ha (uOpo3a M OrpaHMYABAHETO Ha JIEBOKOMEpHATa XUIEPTpodus,
KOETO HamalliBa pHUCKa OT KaMEpHM apUTMHUM M BHE3allHAa ChbpAEYHA CMBPT M yBEJIWYaBa
IPOABIKUTETHOCTTA Ha J)KMBOTA MIPU MALMEHTUTE ¢ AucTpopuHonatuu. Te ce nmpenopryBaT
KaTo MEJIMKAaMEHTH Ha IIbPBH W300p NP NAIMEHTH ¢ HamalieHa (pakius Ha U3TJIacKBaHe 0e3
kIuHUYHY nposiBu. IIpenopbuBa ce nposexnane Ha EKI', exokapauorpadus u koHcyaTauus
¢ kapauosior Ha 2 1. 1o 10 roguiiHa Bb3pacT, el KOeTo BCsKa roIMHa.

Oproneanuna xupyprus. Oxono 90% ot Momuerata ¢ AUCTPOPHUHONATUS pa3BUBAT
KIMHUYHO 3HauuMa ckoiumo3a. [loaxonsmara npoduiakTuka cpeury TrpbOHauHHUTE
M3KPUBSBAHUS NIPU TE3M MALMEHTH TPSAOBa Ja 3al0YHE MPEAU J1a ca U3TyOMIId CIIOCOOHOCTTA
CH Jla Ce JBMXKAT U BKJIIOUBA (PU3MOTEPANEBTUYHU NPOLIETYPH U MOAXOAINA 103a, U30srBala
Ta3oBaTa acuMeTpusa. BeaHbk mosBuia ce, CKOJIMO3aTa MOXE Ja Oblle KOpurupaHa
xupypruyHo. C Hail-noObp edekT ca Te3u HHTEPBEHLMM, WU3BBPIIEHUM HaA €Tal, KOraro
IrpbOHAUHUSAT CTHJIO € BCe Olle NoJBUKEH U bI'biabT Ha Kob e 20-40, koraro nuxarenHara u
cbpzeyHaTa (yHKIIMU Ha Te3U OOJIHU ca I0CTaThbYHO ChbXPAHEHH, 32 J1a MOXKE OPraHU3MbT UM
Jla TIOHECE ONepaTUBHA UHTEPBEHIINS.

IMonabpkane Ha nauxarenHute ¢yHkuuu. IlpermopbuBa ce €XEroJHO MpOCHEs BaHE Ha
IUXaTeTHUTe (QYHKIUH 4Ype3 CIHPOMETpUs W HM3MEpPBaHE Ha KPBBHUTE Ta30BE, KAKTO H
CbOTBETHa Tepanus. B mo-paHHuTe cTaguu J00bp HMMaT JuXareJHaTa TI'MMHACTHKa H
MOCTYypaTHUAT JpeHax. YecTuTre AMxaredHH WHPEKIMH W3UCKBAT W3IOJI3BaHETO Ha
IPOTUBOIPUIIHM M ITHEBMOKOKOBM BAaKCHUHM KaTo NPOQHUIAKTUKA, KAaKTO M aJeKBaTHa
aHTHOMOTHYHA Tepanus 3a JedeHre. OCHOBHA MHAMKALUS 32 IPUJIOKEHUETO HAa HEWHBA3WBHA
HomHa BeHTwnauus (HHB) e ycraHoBsBaHeTo Ha KIMHMYHO M35BEHa HOILIHA
XMIOBEHTWIAaNWsA. B HampenHanmuTe craaud Ha 3a00JSBaHETO TPU YCTAaHOBEHA JHEBHA
XUIIEpKaHUs HEMHBa3UBHATa BEHTWIALMS ce npuwiara u npe3 aexs. [Ipunoxenuero na HHB
ca nogoOpeHre Ha KaueCTBOTO Ha ChHS, HAaMaJIIBaHE Ha JIHEBHATa CHhHJMBOCT, 3a0aBsiHE Ha
IporpecusaTa Ha JuxareiHara ci1adocT M MojJo0psBaHe KaueCcTBOTO Ha KUBOT. EMnupuyHo e
YCTAaHOBEHO, Y€ HOIHATa BEHTHJalUs (HEMHBa3WBHA WJIM MHBa3MBHA 4Ype3 TPaxEOCTOMHMSI)
BOJIM /10 JIBJIFOCPOYHA CTAOMIIM3AIMs HA TUXATEIHUTE (PYHKIUH, PEIYKLUs Ha JUXaTeTHUTE
MH()EKINN U YBETMYEHHUE Ha POABDKUTEIHOCTTA HA KHUBOTA.

Cepno3Hu HaaeXIM ce Bb3JaraT Ha IATOTEHETHMYHATa I'€HHAa Tepanus, MMama 3a Lel
MOBJIMSIBAHE HA TE€HHATa EKCIpecuss Ha JUCTpO(UH 4Ype3: Teparus CbC CTBOJIOBU KIETKU
(MYCKYyTHM M KOCTHOMO3BYHM CTBOJIOBH KJIETKH, KOCTHOMO3BYHH CTPOMAJIHHM KJIETKH);
JIHK/PHK manunynupase; ¢papMakoJOTUYHH areHTH (MEAMKAMEHTH, CTUMYJIMpAII TeHHaTa
eKkchpecuss Ha  yTpouH; MEIUKAMEHTH, OCHUTYpsBalllM TPaHCKpamuus U  clel
MPEKIEBPEMEHHO MOSIBIJI CE€ CTON KOJOH; BHAcsSHE 4pe3 BUPYCHM areHTH Ha PACTEXHU
¢dakTopH; MpoTeasHH MHXUOMTOPH, 3a0aBAIIM MYCKYJIHaTa yBpea; peareHTH, MOATUCKAIIN
BB3MAJICHUETO).

B T.4. HayyHum ny0JuKanmuM OT TNOCJAEeJHWTE TMeT TIOAUHU U TPHJIOKEHA
Oubauorpadcka cnpaBka

1. Bushby KMD, Muntoni F, Bourke JP. The management of cardiac complications in
muscular dystrophy and myotonic dystrophy. Proceedings of 107th ENMC Workshop.
Neuromuscul Disord. 2003;13:166—72.

2. Bushby K, Bourke J, Bullock R et al. The multidisciplinary management of Duchenne
muscular dystrophy .Current Paediatrics. 2005;15:292-300.

3. Bushby K, Griggs K. 145th ENMC International Workshop: Planning for an
International Omut of Steroid Dosage Regimes in DMD (FOR DMD) 22-24th
October 2006, Naarden, The Netherlands .Neuromuscular Disorders. 2007;17: 423—
428.
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4. Bushby K, Finkel R, Birnkrant D J, Case L E, Clemens P R, Cripe L, Kaul A, Kinnett
K, McDonald C, Pandya S, Poysky J, Shapiro F, Tomezsko J, Constantin C. Diagnosis
and management of Duchenne muscular dystrophy, part 1: diagnosis, and
pharmacological and psychosocial management. DOI:10.1016/S1474-4422(09)70271-
6.

5. Chamova T, Tournev |, Todorova A. Approaches in Diagnostic & Care of
Duchenne/Becker Muscular Dystrophy. Lambert academic publishing. 2011. 91p.
ISBN 978-3-8473-1737-1.

AJITOPUTMH 32 NPOCJieisiBaHe HA 3200/11BAHETO

IIpenoppuBa ce mauuenture ¢ bMJI na ca mpocineasBarT €XEroJHO C H3CIMABAHE Ha
HeBposnioruyaus craryc, EKI', ExoKI', ®UJI, nomucomuorpadun (pu CHUIKEHU BUTATHHU
KanaiuTeTH )

B T.4. HayYHu nNy0JMKAIMH OT TMOCJHeIHUTe MeT TOAUHH H NPUJI0KEHA
oudamorpadcka cnpaBka

1. Bushby KMD, Muntoni F, Bourke JP. The management of cardiac complications in
muscular dystrophy and myotonic dystrophy. Proceedings of 107th ENMC Workshop.
Neuromuscul Disord. 2003;13:166-72.

2. Bushby K, Bourke J, Bullock R et al. The multidisciplinary management of Duchenne
muscular dystrophy .Current Paediatrics. 2005;15:292-300.

3. Bushby K, Griggs K. 145th ENMC International Workshop: Planning for an
International Omut of Steroid Dosage Regimes in DMD (FOR DMD) 22-24th
October 2006, Naarden, The Netherlands .Neuromuscular Disorders. 2007;17: 423—
428.

4, Bushby K, Finkel R, Birnkrant D J, Case L E, Clemens P R, Cripe L, Kaul A, Kinnett
K, McDonald C, Pandya S, Poysky J, Shapiro F, Tomezsko J, Constantin C. Diagnosis
and management of Duchenne muscular dystrophy, part 1: diagnosis, and
pharmacological and psychosocial management. DOI:10.1016/S1474-4422(09)70271-
6.

5. Chamova T, Tournev |, Todorova A. Approaches in Diagnostic & Care of
Duchenne/Becker Muscular Dystrophy. Lambert academic publishing. 2011. 9lp.
ISBN 978-3-8473-1737-1.

AJITOpPHTMHU 32 pexaduanTanus Ha 3a00/15BaAaHETO

®dusnorepanust: OcHOBUTE 1 1esn ca Ja 3a0aBU HaMaJIEHUETO Ha MYCKYJIHaTa CUja U Maca,
1a NpopUIaKTHpa Pa3BUTHETO HA CTaBHUTE KOHTPAKTYpU U Ja MOJOOpH KauyecTBOTO Ha
XKHUBOT Ha 6oHUTe. PU3MOTEpaIus clie/iBa Ja ce 3al0YHE HEMOCPEACTBEHO ClIe]] IOCTABSIHETO
Ha quar”osara. [IbpBoHavyaneH NpHOpPUTET € MPEBEHIUATA HA Bb3HUKBAHETO HA ACUMETPUYHHU
KOHTPAKTypH Ha axXHJIECOBUTE CYXOXKHIIUS, KOJICHHUTE U Ta300€IpeHNUTE CTaBU, KaTo 10 TO3U
Ha4YMH CE€ HaMaJIsIBa PUCKa OT IOCJIEABaNla CKOano3a. [lacuBHUTE pasTaAraHus U U3MOJI3BAHETO
Ha IJIC36HHHU OpPTE3HM Ca OCHOBEH MOMEHT OT JIEYEHUETO B €Tall, KOraro MAlUEHTUTE Ca BCE
OIlIE ITOJABUKHHU.

B T.4. HayyHum ny0JUMKANUM OT TWOCJEJIHUTE TMeT TOAMHH H TPHWIOKEHA
Oubauorpadcka cnpaBka

1. Eagle M, Baudouin SV, Chandler C, Giddings DR, Bullock R, Bushby K. Survival in
Duchenne muscular dystrophy: improvements in life expectancy since 1967 and the
impact of home nocturnal ventilation. Neuromusc Disord 2002; 12(10):926-929.

2. Eagle M, Bourke J, Bullock R, et al. Managing Duchenne muscular dystrophy — The
additive effect of spinal surgery and home nocturnal ventilation in improving survival.
Neuromuscular Disorders 2007; 17:470-475.

HeoOxonumu  feiiHocTH 32 mpodWIaKTHKAa Ha 3a00/15iBaHeTO (AKO TaKuBa ca
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MPUJI0KUMHU)

Ha 3acernarure 6omam ¢ BMJl ce ocurypsiBa TE€HETHUYHO KOHCYIATHpPAHE, pPa3siCHIBAIIO
HayMHA Ha npenaBaHe Ha Oosecrra. CyCHEKTHUTE POJCTBEHHUIM MPEMHUHABAT KIMHUYEH
Iperjaesl U Npu CbMHEHHME, Y€ €a 3acerHaTH CE€ HacoyBaT 3a IOCJIEIBALI0 TE€HETUYHO
u3cneaBane. Ha ponurenure Ha OOMHUTE Aelia ce pa3sCHSABAT Bb3MOKHOCTUTE 3a MpeHaTaliHa
JMAarHOCTHKA 3a MPO(UIAKTHKA Ha 3a00JIIBaHETO.

B T.4. HayyHu nyO0JMKAlMH OT MOCJAeJHMTe MeT TOJUHH M NPHJI0KEeHA
onbdaunorpagcka cnpaBka

1. Magri F, Govoni A, D'Angelo MG, Del Bo R, Ghezzi S, Sandra G, Turconi AC,
Sciacco M, Ciscato P, Bordoni A, Tedeschi S, Fortunato F, Lucchini V, Bonato S,
Lamperti C, Coviello D, Torrente Y, Corti S, Moggio M, Bresolin N, Comi GP
Genotype and phenotype characterization in a large dystrophinopathic cohort with
extended follow-up. J Neurol. 2011Todorova A, Bronzova J, Miorin M, Rosa M,
Kremensky I, Danieli GA.Mutation analysis in Duchenne and Becker muscular
dystrophy patients from Bulgaria shows a peculiar distribution of breakpoints by
intron. Am J Med Genet. 1996 ;65(1):40-3.

2. Todorova A, Todorov T, Georgieva B, Lukova M, Guergueltcheva V, Kremensky I,
Mitev V. MLPA analysis/complete sequencing of the DMD gene in a group of
Bulgarian Duchenne/Becker muscular dystrophy patients. Neuromuscul Disord. 2008;
18(8):667-670.

IIpenno:xkenusi 3a opraHu3auus HA MeIMUHHCKOTO 00C/IYy’KBaHe HA NMAllMEHTUTEe U 3a
(puHaHCHMpaHe Ha CHOTBETHHMTE [eHHOCTH, ChLOOpa3eHW ¢ JeiicTBaliaTa B CTpaHaTa
HOpPMAaTHBHA ypenoda

Ha To3m eran nmarHoctukara m mpocneasBaHero Ha nanueHture ¢ [IM/] tun bekep ce
OCBUIECTBSIBA 10 KJIMHUYHA IIbTEKA 15.

OnucaHue HA ONMUTA ¢ KOHKPETHH MAIMEHTH ChC CHOTBETHOTO PSAAKO 3a0oisiBaHe (aKo
HMa TAKbB)

Ha 03.11.2007 1. ce yupenu bwarapcko apykecTBO MO HEBPOMYCKYIHH 3a00JIsIBAHUSA
(Wwww.nmd-bg.com). To e cbc cemnanumie Knuuukara mo Hepsuu Oomectn, YMBAIJI
»AJekcanapoBcka®“. Jlpy)kecTBOTO € Cb3JaJ€HO 3a Ja HWHTerpupa ycwiIusATra Ha
CMELUANNUCTUTE B 00JIaCTTa HAa HEBpOMYcKyinHUTE 3abossaBanus (HM3). Enquu or ocHOBHUTE
LeIM Ha JAPYKECTBOTO ca: Ja MoAroMara JeHHOCTUTE Ha WHCTUTYLHMWUTE, AHTaXUpPAaHU B
JMarHOCTHKATa, JeueHneTo u npodunaktiukata Ha HM3; na cpieiicta 3a npodecuoHaIHOTO
pa3BUTHE U YCHBBHPILIEHCTBAHE HA JIEKAPUTE U MEIUIUHCKUTE CIELMATIUCTH; J1a TOJIKpens U
U3BbpIIBA HAYYHO-U3CIEA0BATENICKa AEMHOCT; a NOIYJIIpU3Apa CbBPEMEHHUTE TOCTHKEHUS
B obmactra Ha HM3; na yuyacTBa B M3TpaXJAaHETO HA TPaXKIAAHCKO OOIIECTBO dpe3
OCBUIECTBSIBAHE HA I'PAXXIAHCKU MHULMATHBU U CHTPYAHUUYECTBO C AbpKABHU MHCTUTYLUH.
[Ipencenaren Ha npyxectBoto € [Ipod. n-p Msaiino TwpHeB, a cekperap — goil. A-p Benuna
IepremueBa. Ha caiita na [[pyxectBoto — Www.nmd-bg.com moxxe na ObJe HamepeHa
noJyie3Ha MHGOpMalus 3a CIEUUATUCTH, XOpa C HEBPOMYCKYJIHH 3a00JIIBaHMSI U TEXHUTE
OJU3KU.

IIpe3 depyapu 2008 rommna BbArapckoTo APYKECTBO MO HEBPOMYCKYIIHH 3a00JISBaHMS
crana wieH Ha TREAT-NMD - npoekrt na EC 3a unTerpupane Ha ycunusTa 3a nojgo0psiBaHe
Ha TPUXKUTE M HaMUpaHE Ha JIeYeHHWEe 3a MAlUEHTH C HEBPOMYCKYJIHH 3a00siBaHUS
www.treat-nmd.eu. B komabopauus ¢ TREAT-NMD ce uzpaborsar Obiarapcku/TREAT-
NMD peructpu Ha xopa ¢ HM3 u ce npoMonupar CTaHIapTUTE 32 JUArHOCTHKA U JICUECHUE
IIpU TE3U 3a00JIIBaHUS.

Jlo MOMEHTa ca OCBIIECTBEHN HSKOM BAKHU JCHHOCTH B paMKHUTE Ha cTpaHara. Opranusupa
ce 38-mara roaumHa MexayHapoaHa cpema Ha EAMDA  (European Alliance of
neuroMuscular Disorders Associations) B Co¢ust ot 12-tu 10 14-ti cenrempu 2008 T.
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Cp3naneH e ObArapcku MHTEpPHET CalT 3a HEBPOMYCKYJIHM 3a00JsBaHMs IIOJ erujara Ha
bearapckoro apyxkectso mo HM3 (www.nmd-bg.com). Caiiter nemu na wunHOpmHUpa
NAIMEeHTH, TEXHUTE CEeMEWCTBA M 3aMHTEPECOBAHM CIELUAINUCTH 3a IOCTIDKEHUSATa HU
aKTUBHOCTHTE B obnactra Ha HM3 m 1a moamomMara CbBMECTHHTE HH TPHKH 3a xopa ¢ HM3.
[IpenocraBeHa € uHpOpManMs W KOHTAKTHHU JHIA 3a bbarapckoro npyxkectBo mo HM3;
BunoBe ocHoBHH HM3; mnpopmanus u Bpb3ka kbM EBponeiickus npoekt TREAT-NMD;
JPYTH MOJE3HU BPB3KU KaTO YalbPHU OpraHu3anuu B obsacrra Ha HM3, uyxau nanueHTcku
opranuzanuu; uWHGOpMANMs W KOHTAKTHO JIMIE 32 MAIlMEHTCKAaTa HU OpTaHu3alus —
beirapcka aconuanys 3a HEBpPOMYCKYJIHU 3a00JsIBaHUS, KAKTO U MH(POPMALUA 32 aKTyalHU
ceoutus B obnactra Ha HM3. Komabopammsta ¢ TREAT-NMD mnpomonmpa ycunus 3a
MOCTUTAaHE HA W3BECTHHUTE CTAHIAPTH B Ta3W 00JAcT, HO Taka CHIIO M OOEIMHSIBAHE Ha
ycuimsTa 3a nmpoyuBaHeTo u jedeHuero Ha HM3. CailThT chabprka MPEBOJHU MAaTEpHUAIH 32
YTBBPJICHUTE CTAHJAPTH 32 AUArHOCTHKA U TprkH mpu [IporpecuBHa MycKyiHa AUCTPODUS —
¢opma Ha [[romen n CrnuHanHa MyckyiaHa arpo¢us. [lyOnukyBaHuTe MO TO3UM HAuyuH U C
LIMPOK JIOCTBII MaTepUaly ca YyJECeH M3BOP 3a CIPaBKa U MHOPMHUPAHOCT HA MALUEHTUTE U
TEXHUTE OJU3KU, HO TaKa ChIIO U HA OOLIONPAKTUKYBAILM JEKapu U CIIEHUAUCTH, Cpelamu
ce ¢ Te3u 3abossaBanud. Crneunanen pasnen — ,,['puwxu B bbirapusa” mpenocrtaBsi COUCHK Ha
CHELUAINUCTH U JTa0OpaTOpHH, 3all03HATH C Hail-oOpUTe METOIU 3a AUArHOCTHUKA U JICYEHHE
Ha paznuuHuTe Bugose HM3. 1 nuarHoctukara u JIe4EHUETO HAa T€3U CPABHUTEIIHO PEIKH,
CJIO’)KHU B T€HETUYHO OTHOILIEHME 3a00JIIBaHUs, C BTOPUYHO 3aCATaHE HA PA3JIMYHU OpraHu U
CHCTEMH W3MCKBAT 3HAHMS M OTJAJECHOCT M HEMpecTaHHa MHPOPMHPAHOCT 32 HOBOCTUTE U
Hail-noOpuTe NpakTUKHU B Ta3u 061acT. MHOronocoyHuTe NpoodaeMu Ha T€3H MAUEHTH YeCTO
M3MCKBAaT EKUIIEH IOAXOJ 3a HaMUpaHe Ha peleHue. B caiita ce chabpxka M LsilaTa
HeoOxoauma uH(popmanusa 3a wuspaborBanute ObJrapcku/TREAT-NMD  peructpwu,
dbopmyisipu 1 otroBoprH Juna. Ce3ganeH Oeme GopyM B paMKHUTE Ha caiiTa 3a 0OCHKIaHE
[0 TeMH Ha pa3InYHUTE MPoOJIEeMU U HPEUIOKEHUs 3a HamupaHe Ha pemieHus. C oryien Ha
cHenu(pUYHOCTTa Ha 3a00JIABaHMSTA, BOJEHIM J0 HWHBAIMAU3ALUS M BB3MOXKHOCTTA 3a
JIECHO/IOCTBITHA MH(OPMUPAHOCT U 3aaHTAKUPAHOCT B paMKHTe Ha IHTepHET ToBa ce ouakBa
na ObJe W3TOYHMK Ha TrpajJvBHAa Koiadopalus M aKTMBHOCT 3a HaMHMpaHe Ha Jo0pure
peLIeHus.

Hanmonanuu peructpu 3a HEBpOMYCKYJIHU 3200 IsIBaHUS

Cw3nanen Oemte 6barapck/ TREAT-NMD peructbp 3a clieIHUTE TPH IPYIH HEBPOMYCKYIIHU
3a0onaBanus: IlporpecuBHu MmyckynHu nuctpopuu tun Jromen u bekep, Cnunanna
MYCKYJHa aTpous 1 MUOTOHMYHHU JUcTpoduu, ¢ KoTo bbarapus ydactBa B eBponeiickara
TREAT-NMD wmpexa. Hesponornuna knuHuka kbM YMBAJI | AnekcangpoBcka” ce
perucTpupa Karo KIMHWYEH LEHTHP B bbarapus B KoopauHanvoHHUS LEHTHP 3a KIMHUYHU
npoyuBanus Ha TREAT-NMD kbM Menununckus yauBepcurer BbB ®paitOypr, I'epmanus.
[TorenBar ce nBa ¢opmymsipa — MHpopmanus 3a manueHTa U UHGOPMHUPAHO ChIIIACHE U
peructpanroneH ¢gopmyinsip B perucrpanuonHus Gopmynsp ce MONBJIBAT 3aIbJKUTEIHU
KPUTEPUH M MPEHOPBUYUTETHH (HE3aIbJDKUTEIIHN) KPUTEPUU 3a BKJIIOUBAHE B perucropa. B
MPENOPbUUTEIIHUTE  KpUTepun  (Qurypupar JaHHH  OT  pa3IUYHU  H3CIEABaHUS
(exokapauorpadus u GyHKIMOHAIHO U3CIIEABAHE HA JUILIAHETO).

Cnen momydaBaHe Ha mojapoOHa MHGOpMalUs OT HAUIMS €KUI 3a LEJUTE Ha Perucrbpa u
NOITBJIBaHE Ha chOTBEeTHHUTE (opmynsapH, 102 6omnu ¢ M/, 40 ¢ BMl u 4 ¢ MexauHHa
dbopmMa Ha 3alosigBaHeTO OsiXa pPETrUCTPUpPAHM M TOJy4MXa CHOTBETEH YHHUKaJEH
UACHTU(UKAIIMOHEH HOMEp, C KOWTO aa Obaar BkimodeHn B rinobamHus TREAT-NMD
peructbp. Yuactuero B rinodanaus TREAT-NMD peructbp no aHoHUMEH Ha4MH MO3BOJISIBA
UACHTUDUIIMPAHETO HA MAlUMEHTH B bbiarapus OT ekuma OTrOBOpEH 3a PETUCTPUTE U
chOOpa3eHo ¢ Thma 3abosisgBaHe U reHeTH4eH AedekT. ToBa ce ouakBa Ja Ch3/1aje yCIOBUS 3a
BKJIIOYBaHE Ha OBJArapcku NAllMEHTH B KIMHUYHU MPOYYBAHUS 3a Pa3IMYHU BUJIOBE I'€HHA
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Tepanus. Y4acTUeTo B KJIMHUYHU MPOYUYBAHUS [0 T€3HU PEIKU U TPYAHO JICUUMU 3200 sIBaHUs
OTroBaps Ha OYaKBAaHUATA HA MAIIMEHTHTE U TEXHUTE POJAHUHU, HO TaKa CHIO OM MPUOOIINIO
ObarapckaTta HEBPOJIOTHS M TE€HETHKa KbM IIOCTHKEHHSITa B TOBa HOBO U OOEIIAaBaIllO
HaIpaBJICHUE B CBETOBEH MaIlao.

Beuuku peructpupanu NanueHTy ce HHPOPMUPAT 32 HOBOCTUTE IO OTHOUICHHUE Ha TeparusiTa
U TIPOCIEBAHETO HA TAXHOTO 3a0oisiBaHe. [leprHoanyHO B 3aBUCHUMOCT OT ChCTOSIHUETO UM
oomaute ¢ JIMJI/BM/] ce xocnuTanu3upar 3a NpocieasiBaHe Ha ChCTOSHUETO W Teparus B
Hesponornuna xnunuka, YMBAJI ,,AnexcanapoBcka”, JleTcka HEBpOJIOTMYHA KIMHUKA
CBAJIHIIB ,,Cs. Haym™ u CBAJIJIB ,,ITpod. a-p B. Muter*.

Kmunankara mo Hepau Gonectu, YMBAJI ,,AnekcanapoBcka® ydactBa B npoekTt CARE-
NMD (Pasnpoctpanenue u nNpuiokeHue Ha crangapture 3a rpwku npu AM/] B EBpona) 3a
nepuona 2010-2013 (www.care-nmd.eu). IIpoexThT ce PBKOBOAM OT YHHUBEPCHUTCTCKHS
MEIULIMHCKU LEeHThp BbB Ppaitdypr, ['epmanus, a B/IHM3 e nmapTHpOp B MpoeKTa 3aeIHo C
opraHu3anvi ¥ WHCTUTYUUH oT BemukoOputanus, lanus, UYexus, Ilomma u VYurapwus.
[TpoekThT 00eAMHN BOJIEIIN LIEHTPOBE 3a TPUKH C eI Pa3NpOCTpaHsIBaHe Ha HH(POpMAIIHS 3a
Hal-100puTe MPaKTUKH 3a rprku pu JIM/l u npunarane Ha MEKIyHapOJHUTE KOHCEHCYCHH
CTaHJapTu. B paMKuTe HA TO3W MPOEKT Ype3 BBIPOCHULIM KbM nanueHtu ¢ JAM/l u Texuure
CEMENCTBA, KAKTO U KbM MEIUIMHCKHU CIEUAIUCTH CE OLEHUXA ChILIECTBYBAILUTE IPUXKH U
KauecTBO Ha JKUBOT B CBHOTBETHUTE cTpaHu. IIpoBexnoxa ce u Tpu cpemu B bvarapus c
MEXIYHAPOAHO Yy4YacTHe, NpPEeIHA3HAYEHU 3a CHELUAIMCTH U 3a MAUUEHTH U TEXHUTE
CEeMENCTBA.

1. Yamosa T, PaitueBa M, TwpueB W. [ucrtpoduHomatuu- TreHOTHIT-(DEHOTUITHH
KOpeJalui, KOTHUTUBHU HApyIIEHUs] M JIUAarHOCTHKA IPHU MPOrPECUBHUTE MYCKYJIHA
muctpoduu tun dromen u bekep. brirapcka HeBponorus. 2009; 9 (4): 155-161

2. Yawmosa T, Tepues U. JluctpoduHonaTiuu- CbBPEMEHHO JICYCHHUE MTPH MTPOTPECUBHUTE
MyckyiHa nuctpodun tun Jromen u bexep. bparapcka nesponorus. 2009; 9 (4): 162-
166

3. TepremueBa B., Muxaitmoa B., Uamoa T., Twpues M. HoBu cranmapta 3a
JIMarHOCTHKA, JIEYEHWE W TPUXKM TNPH NALMEHTH C HEBPOMYCKYJIHH 3a00JIsIBaHHUA.
Brirapcka HEBpoJOTHYHA M TICMXUATpU4HA pakTuka. 2009; 3:15-16

4. Todorova A, Guergueltcheva V, Genova J, Mihaylova V, Todorov T, Chamova T,
Georgieva B, Kremensky I, Tournev I, Mitev V. Molecular diagnostics of
Duchenne/Becker muscular dystrophy patients by multiplex ligation-dependent probe
amplification analysis and direct sequencing.Balkan journal of medical genetics
2009;12(2)

5. Baepex E, MwianoBa M, AnekcueB @, I'epremuea B, Uamoa T, Twpuer U.
KnunnueH ciydail Ha AUXaTeNHO CHHHO HapylIEHWE NpU NAUUEHT C MYCKYJHa
muctpodus Ha dromen. bearapcka nesponorus.2010;10 (1):40-42

6. Chamova T, Tournev |, Todorova A. Approaches in Diagnostic & Care of
Duchenne/Becker Muscular Dystrophy. Lambert academic publishing. 2011. ISBN
978-3-8473-1737-1.

7. Yawmosa T, I'epremueBa B, JlumutpoBa T, buues C, I'enosa XK, I"'anosa I1, boxxuroBa
B, TomopoBa A, TovpuHeB WM. KoprukoctepoupHa tepanusi HOpU NalMEHTH C
IpOrpecuBHa MYCKyJlHa auctpodus tun JlomeH - mpocneisBaHe Ha edekra 3a
nepuos ot enHa roguna. [enunatpus. 2012;1:58-60.

8. Uawmosa T, I'epremmueBa B, PaiiueBa M, Togopos T , I'enoBa XK, buueB C, boxxnHoBa
B, Mures B, Tvpues U, TomopoBa A. KOrHMTHBHM HapylleHHs NpPU MALMEHTU C
muctpopuHonartuu. ['eHotumn-¢dpenorun kopenaiuu. bbiarapcka HeBposorus. 2012.
2012;13 (3):25-31.

14




10.

11.

12.

13.

14.

I'epremueBa B, UamoBa T, Muxaitnoa B, Tomopoa A, buueB C, I'enoBa X,
I'eopruesa b, 'ocogunoBa, [lepenoscka I1, I{onesa /I, Temenkoa H, Credanona E,
Hukomosa M, JIlumutposa T, Padaunosa X, Mounnemku 1, bumokos P, ITerpora /I,
I'eoprues O, NBanoB U, JlutBunenko U, boxunosa B, TepHeB. CTannapTu 3a rpuxu
npu MyckynHa mguctpodus tum JlomeH-onmuThT HU B bwarapus. bwarapcka
Hesposorus. 2012;13 (3):21-25.

I'ocnonunoBa M., MBanoBa P, MapunoB P, YUamona T, I'eprenueBa B, TopHeB Us,
Henue C. CoppaeuHo yBpexkaaHe IMpU MNaIMEHTH C MPOTPEeCMBHA MYCKYJIHA
,I[I/ICTpO(bI/IH THUIT I[IOHIGH — OICHKa Ha KIMHHW4YHATa KapTHHa W JICBOKaME€pHara
cucrosiHa pynkims.- Meauado 1/2013, 36-40.

Chamova T, Guergueltcheva V, Raycheva M, Todorov T, Genova J, Bichev S,
Bojinova V, Mitev V, Tournev |, Todorova A. Association between loss of Dp140 and
cognitive impairment in Duchenne and Becker dystrophies. Balkan journal of medical
genetics. 2013; 16 (1):21-29.

YamoBa T. MHscnenBane Ha KOTHUTMBHUTE HapyLIeHUS NPU IMALNMEHTH C
HCBPOMYCKYJIHHA 3a00JIsIBaHUA. I[I/ICGpTaI_II/ISI 34 IPUCBHIKIAHC HA HayUHA CTCIICH JOKTOP
no mequiuHa. 237 ¢. Codus. 2013.

Yamosa T, I'epremueBa B, TwvpHeB WM. XepeaurapHu MuONaTUM M MYCKYJIHU
muctpoduu. Y4eOHHUK 10 pelKH TeHEeTHYHH OojiecTd moJ pemakuusta Ha mpod. /l.
Tonuesa. ['enomuka 2014. Yacr 1: 425-464

Bladen CL, Rafferty K, Straub V, Monges S, Moresco A, Dawkins H, Roy A,
Chamova T, Guergueltcheva V, Korngut L, Campbell C, Dai Y, Barisi¢ N, Kos T,
Brabec P, Rahbek J, Lahdetie J, Tuffery-Giraud S, Claustres M, Leturcq F, Ben Yaou
R, Walter MC, Schreiber O, Karcagi V, Herczegfalvi A, Viswanathan V, Bayat F, de
la Caridad Guerrero Sarmiento I, Ambrosini A, Ceradini F, Kimura E, van den Bergen
JC, Rodrigues M, Roxburgh R, Lusakowska A, Oliveira J, Santos R, Neagu E,
Butoianu N, Artemieva S, Rasic VM, Posada M, Palau F, Lindvall B, Bloetzer C,
Karaduman AA, Topaloglu H, Inal HS, Oflazer P, Stringer A, Shatillo AV, Martin AS,
Peay H, Flanigan KM, Salgado D, von Rekowski B, Lynn S, Heslop E, Gainotti S,
Taruscio D, Kirschner J, Verschuuren J, Bushby K, Béroud C, Lochmuller H. The
TREAT-NMD Duchenne muscular dystrophy registries: conception, design and
utilisation by industry and academia. Hum Mutat. 2013;34(11):1449-57. doi:
10.1002/humu.22390;

15




15. Bladen CL, Salgado D, Monges S, Foncuberta ME, Kekou K, Kosma K, Dawkins H,
Lamont L, Roy AJ, Chamova T, Guergueltcheva V, Chan S, Korngut L., Campbell C,
Dai Y, Wang J, Bari§i¢ N, Brabec P, Lahdetie J, Walter MC, Schreiber-Katz O,
Karcagi V, Garami M, Viswanathan V, Bayat F, Buccella F, Kimura E, Koeks Z, van
den Bergen JC, Rodrigues M, Roxburgh R, Lusakowska A, Kostera-Pruszczyk A,
Zimowski J, Santos R, Neagu E, Artemieva S, Rasic VM, Vojinovic D, Posada M,
Bloetzer C, Jeannet PY, Joncourt F, Diaz-Manera J, Gallardo E, Karaduman AA,
Topaloglu H, Sherif RE, Stringer A, Shatillo AV, Martin AS, Peay HL, Bellgard M1,
Kirschner J, Flanigan KM, Straub V, Bushby K, Verschuuren J, Aartsma-Rus A,
Beroud C, Lochmiiller H. The TREAT-NMD DMD Global database: Analysis of
More Than 7000 Duchenne Muscular Dystrophy Mutations. Hum Mutat.
2015;36(4):395-402. doi: 10.1002/humu.22758

16




	Комисия по редки заболявания
	на предложение за заболяване за включване
	в Списък на редките заболявания,
	установени в Република България




