PEIIEH3UA

ot akaia. npo¢. UBan I'eoprues Banos, 101
Ha JMCepTalMOHHUA Tpya Ha Masi ATaHacocka ,, I enemuuno npogunupane na peoxu
He8POI0ZUYHU 3A001ACAHUA UPe3 YATOCIMHO eK30MHO U 2eHOMHO ceKeeHupane”, IPeCTaBeH 3a
MpHUCHXKIaHe Ha 00pa3oBaTeIHaTa M HaydHa CTereH ,,JlokTop” B O6nacT Ha Bucie oopa3oBanue 4.
,, I I]pUpo/THA HayKH, MaTeMaTuKa 1 nHopmaruka”, [Ipodecrnonanto Hanpasienue 4.3. buonornuecku
HaykH, JlokTopcka mporpama: ,,I'eHeTnka*

1. O0ma yact

Mas Atanacocka pa3paboTBa JOKTOpCKaTa CH AWcCepTanusi B Karenpa ,l eHeTmka™ Ha
buonornueckus dakynrer npu CY ,Ce. Kiu. Oxpuiacku® mo JOKTOpaHTCKa Mporpama
,,] CHEeTHKAa” TI0JI HAYYHOTO PBKOBOJCTBO Ha akai. npod. n-p [para Tondera, 1.0.H. U A0L. A-p
CserocnaB JlumoB. [lucepTalMOHHUAT TpyHd, OOCHJIEH Ha 3acellaHHE Ha pas3lIMpEeH KaTeapeH
cbBeT Ha 15.02.2024 r., ceappka 330 cranmaptHu ctpanunu, 126 ¢urypu, 32 tadmmmu u 316
LUTHPAHU JIUTepaTypHU HU3TOUHUIM. [Ipernenbr Ha TOKyMEHTHTE BBB Bpb3Ka ChC 3alllUTaTa
MI0Ka3Ba, 4e Ipoleaypara Mo 3a4ucisiBaHe, 00ydeHHe U OTUMCISIBaHE HA JOKTOPAHTa € cIa3eHa
U JIOKyMEHTAalMsTa € M3roTBeHa cbIvlacHo u3uckBaHusAta Ha 3PACPH u IlpaBunnuka 3a
HEroBOTO MPUJIOKEHUE.

2. KpaTku Onorpagu4Hu JaHHH

Mas Atanacocka e Bp3nutanuk Ha b® na CV. Ilpe3 2009 r. s npugobusa OakanaBbpcka
creneH mo ,,MonekymispHa Ouonorus™, mpe3 2014 r. marucTbpcka cremned mno ,l'eHeTuka u
TeHOMHMKA", CIIe/l KOETO € 3a4KCIIeHa B 33JJ04Ha JOKTOpaHTypa 1o ,,I'enetuka”. Ts e aBTop Ha 9
Hay4YHU CTaTUH, 4 OT KOWTO ca CBBpP3aHU C JIOKTOpPCKaTa W Te3a. YdacTBajga € C JOKJIaaAu
nocrepy Ha 18 HAIlMOHATHYU M MEXIyHApOIHH Hay4yHU (GOPYMHU, KAaKTO U B pa3pabOTBaHETO Ha 5
Hay4YHO-HM3clieoBaTeNicku npoekra punancupanu ot ®HU npu MOH. Mast Atanacocka e uiieH
Ha European Society of Human Genetics (ot 2017), Bulgarian Society of Human Genetics (ot
2017) u European pediatric neurology society (ot 2023).

3. AKTYaJIHOCT Ha pa3padoTBaHaTa TeMa
Hucepranmonnuar Tpya Ha Mas ATaHacocka € TIOCBETeH Ha H3yYyaBaHETO Ha
TeHETUYHOTO Mpoduiupane Ha PeIKH HEBPOJIOTHYHHU 3a00JSIBAHUS 4Ype3 ISJIOCTHO €K30MHO U
T€HOMHO CEKBEHHpaHE — €JMH W3KIIOUUTETHO BaXKEH 3a ChBpEMEHHATa MEAMIIMHA MPOOJeM.
Nmaiikn mpensui roisiMaTa coldajiHa 3HAYMMOCT Ha PEIAKUTE HEBPOJOTUYHU OO0JNECTH, TO
aKTyaJIHOCTTa Ha pa3paboTBaHaTa TeMa He MOJIIEKU Ha TUCKYCHSI.

4. Ilo3naBane Ha npod.eMa

Cpaeiiku 1o KauecTBOTO Ha JIUTEpaTypHUsl 0030p, JOKTOpPAHTKAaTa € OTJIMYHO 3aro3HaTa ¢
auTeparypata 1o paspaboTBaHus HaydeH mpobiem. O030pbT oOxBama 90 cTpaHuUId OT
JFICepPTaLUATa U € TIOCBETEH Ha TeHETUYHNUTE OCHOBU Ha PEAKUTE HEBPOJIOTHYHH OojecTu. Toit e
ChCTaBeH OT 6 Mojpasjesa, IbPBUTE JBa OT KOUTO Ca BHBEXKJAILU B JUCEpTAl[MOHHATA TeMa, a
uMeHHO: Opzanuzayus u esonoyus Ha HepeHama cucmema npu woeeka u Opzanuzayus Ha
uogewikusi cenom. Tyk ca pasrinenanu Bujosere JJHK mocnenoBarenHocTH ¢ akLEHT BBPXY
HEKOJIMpalIUTe, a UMEHHO IICEBIOreHUTEe, reHnuTe 3a HerpaHciaupamm ce PHK tpanckpunty,
uHTpoHute, perynaropuutre JIHK mnocnenoBarennoctw m np. 3apagu TsACHAaTa Bpb3Ka Ha
MUTOXOH/IpUHUTE C (YHKIMATA HAa HEPBHATA CHCTEMa, CIIEHUAIIHO BHUMAaHHWE € OTHENEHO Ha
OpraHu3alysATa W Ha YOBELIKUS MMTOXOHJpPHUAJIEH TeHOM. 3aJbJIO0YEHO ca pasrielaHu U
BapHaIMUTE B SJIPEHMSI T€HOM, TaKMBa KaTO XpPOMO30OMHHU abepanuu (CTPYKTYpHH U OpOitHH) U
MYTalUH 3aCATALIM YOBEIIKHSI MUTOXOHAPHAJICH TeHoM. KbM BBbBEXIAIUTE pa3/iesid ce OTHECs
W TpETHs TMOJIpAa3/el, OTHACSI Ce MO PEIKUTE HEBPOJOTHMYHH OOJECTH C TAXHATA MCTOPHUS H
€THOJIOTUSl.



KeMm cnenuanHure uyacTM Ha 0030pa NpUHAUIEKaT YETBBPTH MU IMETU IOApa3zeiu,
IIOCBETEHH CHOTBETHO HA MAaTOreHe3aTa M YHacieAsBaHETO (MEHAEIOBO M HEMEJNEIEBO) Ha
pEeIKUTE HEBPOI€HETHUYHHU OOJIECTH, KAKTO U Ha TAXHATA MOJIEKYJIIPHO-TEHETUYHA TUarHOCTHUKA.
Tyk kputnuHo ca npezacraBeHn metogute 3a JJHK cexBenupane ot mbpBO, BTOpO, TPETO U
YETBBPTO MTOKOJICHUE.

B kpas Ha 0030pa JMOKTOpaHTKaTa pasriiekJa OCHOBHHUTE MEXIYHAPOJHU MPOCKTH H
KOHCOPLIMYMM H3CJEJBAIlM PEIKUTE HEBPOJOIMYHU OO0JIECTH, a UMEHHO: YOBEIIKHUS IeHOMEH
npoekT, EBpomnelickata naunuarusa ,,1+ munmnona reaoma (MEGA), 1000 Genomes Project,
100 000 Genomes Project, EBponeiicku mpoekt RD-PORTAL 1 u 2, Ilpoekt ScreendCare,
EBpomeiickara Pedepentna Mpexa na Penku Heponornunu 3abomsBanus (ERN-RND), Rare
Diseases Clinical Research Network (RDCRN), International Rare Diseases Research
Consortium (IRDIRC), Ultra-Rare Gene-based Therapy (URGenT) Network u EURORDIS -
Rare Diseases Europe.

O0630pbT 3aBBpIIBA C KPUTUYHO 00001IEHHE HA 0OeMHUCTaTa IUTepaTypa, OJlarogapeHyue Ha
KOSATO JIOKTOpaHTKaTa OTKpuBa CBOOOJHa HuUIIAa 3a cBouTe wu3cienBanud. Llenra Ha
JUcepTanusiTa € Ja c€ yCTAaHOBAT FEHETUYHU HapyLIEHUs U Jja CE 0XapaKTepu3upa MOJIEKyJIHaTa
[aToreHe3a Ha peAKd HEBPOJIOTMYHU 3a00JsBaHUS C MOMOILNTAa Ha OMOMH(OpMATHYEH aHAIU3
06a3upaH Ha JaHHU OT LSJIOCTHO E€K30MHO WM T€HOMHO CEKBEHUpPAHE NpU MAIUEHTH C
HEBPOJIOTUYHA KJIMHUYHA KapTUHA. 3a IOCTUTAHETO Ha Ta3H 11 ca GOopMyJIMpaHu 5 KOHKPETHU
3a/1a4M, aJIcKBaTHU Ha [1I0CTaBEHATa L.

5. Metoauka Ha u3cjeIBaHETO

Hucepramusita Ha Mas AtaHacocka € pa3paboTeHa C IOMOINTa Ha Hail-MoJepHaTa
MeTozoi0rus 3a uzciensane Ha JIHK BkiouBama ns10CTHO €K30MHO M TEHOMHO CEKBEHHpAHE,
nposeneHo B BGI Genomics. [IpenoctaBeHUTe €KCIEpUMEHTAIHU JJaHHU Ca MOJJIOKEHU Ha
O6nonH(pOpPMaTHUEH aHATIU3 C 1€ KIacu(UIMPAHETO HAa UACHTU(DHUIMPAHUTE TEHHU BapUaHTHU O
kputepunute Ha American College of Medical Genetics, cpriacHo HoMeHKIaTypaTa Ha Human
Genome Variation Society (v.20.05) u acouuupanu ¢ KJIMHAYHATA KapTHHA Ha TAIUCHTHTE.
OBnagsgBaiiku Te3W METO/AW, MOKTOpPAHTKaTa € TOCTHTHAJI eIHAa OT Hal-BaKHUTE IeNIM Ha
JOKTOPAHTCKOTO OOyudeHHe — MNpuA00MBaHE Ha EKCIEPUMEHTAIHM 3HaHUS M YMEHHA 32
camocTosITelIHa HayyHa padoTa B 00acTTa Ha YOBEIIKaTa MOJIEKYJISipHA FeHETUKAa U TeHOMUKA.

6. OueHKa HA MOJy4YeHUTE Pe3yITATH

PesynTtature oT mpoBeJCHUTE TEHOMHHU aHAJIN3U Cca MPEICTaBEHU HA 25 CTPAHUIM U TIO
CBIIECTBO TMPEJACTABIIABAT CTATHCTUYCCKH AaHAIU3 Ha IThbPBUYHHUTE JAHHH OT ISJIOCTHOTO
€K30MHO U TeHOMHO cekBeHupane Ha JIHK ot 76 mamuenTtn ¢ HeBponoruuHu 3abonsBaHus. B
3aBHUCHMOCT OT aHaMHe3aTa W Ju(epeHIMaTHaTa JUar{Ho3a, Te ca Pa3NpeeiCHH B YCTUPH
IPYNH, @ UMEHHO: HAYUEHMU CbC 3a00IA6AHUA HA NepUPEpHama HEPEHA cucmema U MycKyaume
(obmo 17, or xouto 16 ca mox 18 romwHM), nayuenmu ¢ Hapyuienus 6 HEPEHO-NCUXUYHOMO
passumue 6e3 enunenmuynu npucmwvnu (00mo 15 ot xouto 14 ca nmox 18 ronunn), nayuenmu c
enuienmudHyu npucmovnu 0e3 Hapyuienue Ha HepeHO-NCUxuuHomo passumue (0010 4, BCUUYKU
noj 18 roauHu) U nayuenmu ¢ Heu3ACHEHA HEBPONOSUYHA eMUONIO2Us U MAlpoOpMayuu Ha
mozwvka (00mo 22, or kouto 3 ca aboptupanHu (eTycH, a ocTaHanuTe ca moj 18 romumwm).
[Ipunaraiiku mocouyeHUTe KPUTEPUH 3a OIICHKA, OTKPUTUTE TEHHU BapUAHTH ca KIaCU(PUIIUPAHU
KaTO MNAmo2eHHU, 6epPOAMHO NAMO2EHHU U 6APUAHMU C HeACHA KIUHUYHA 3HAYUMOCHI.
WNnentuduimpaneTo Ha eKCIEPUMEHTATHO OTKPUTHTE T€HHU BapUAHTH aCOIMUPAHU C YETUPHUTE
TPyIH HEBPOJIOTHYHU 3a00JIsIBAaHUS € OIMMCAHO W JIUCKYTUPAaHO B pasnen J(uckycus, oOxBariari
okono 140 crpanunu oT aucepranusara. Jlucepranusara 3aBbpiiBa ¢ o0oOmaBaml pasaen
o3armaBeH OOCHXKIaHe M 3aKIIOUCHHE, KbJIETO Ha OKono 10 cTpaHWmM ca W3THKHATH
MPEeIMMCTBATa Ha ChBPEMEHHUTE T€HOMHHU TEXHOJIOTHUHU 32 paHHA JUATHOCTHKA MPH MAIUEHTH C
HEBPOJIOTUYHM 3a00JIsIBaHUS U 3HAUYEHUETO UM 3a TSAXHATAa HaBpEMEHHa Tepamnusi U OIleNIIBaHe.



W3TpkBa ce W NMHMOHEpHUS XapaKTep Ha HU3CJelBaHMUATA B bBbirapus, KakTo U MPSKOTO UM
3HAUEHUE 32 IMarHOCTUKATA U TEepaNusITa Ha MAIIMEHTUTE B3EJIM HETIOCPEICTBEHO YyYacTHe (KaTo
JIOHOPH) B U3CIICIBAHETO.

B pesynrar Ha npoBeneHute uscnenBaHuss Mast ATaHacocka OTKpuBa 46 NMAaTOT€HHU U
BEpOSITHO TATOTCHHHW T€HHU BapUaHTH, OT KOUTO 15 ca acommupanu ¢ 11 penku 3abonsBanus u
31 ¢ 27 ynrpapenku 6onectu. OT Tsax 18 ca HOBM 3a HaykaTta. OmucaHu ca U 8 BapuaHTa C
HESCHO KJIMHUYHO 3HA4YeHHE, OT KOMTO 2 ca B I'€H, KOMTO KbM MOMEHTAa HE € aCOLMUpPaH C
HUKAKBO KOHKPETHO 3a00JIIBaHe, HO ITbK € CBBbP3aH C pa3IMYHK CUTHAJIHH IIBTULIA U MOJICKYJTHH
MEXaHU3MU PEryJupaliy aKTUBHOCTTA HA HEBPOHHATA MPE’kKa M CUHANITUYHATA [IaCTUYHOCT.

3a 1menuTe HA CBOMTE M3CJEBaHUA JOKTOpaHTKaTta Masi ATaHacocka Ch3JaBa COOCTBEHA
0a3za JaHHM Ha pEIKU HEBPOJIOTMYHU 3a00JIiBaHMA U Tpeajiara XUIoTe3a 3a BEpOATEH
MEXaHH3bM Ha HEOMHCAHO HEBPOJIOTUYHO 3a00JisiBaHe, aCOIMUPAHO C JBaTa BapuUaHTa Ha T'eHa
GRMS5. Ts pa3zpaboTBa M WHAMBHIYaJCH CHUCTEMEH IOJIXOJ 32 OMOMH(OpPMATHYEH aHAIHW3 Ha
JaHHH OT I[SUIOCTHO €K30MHO M T€HOMHO CEKBEHHpPAHE C BUCOKA JIMarHOCTUYHA YCIIEBAEMOCT 3a
UIACHTH(UIMPAHE HA TATOTCHHU ¥ BEPOSTHO MATOTCHHU 'eHHU BapHUAHTH.

7. Ilybnukanuu cBbP3aHM C JUCEPTALUATA

PesynTature ot uzcnenBanusTa Ha Masi ATaHacocka ca myOJIMKyBaHU B 4 HAyYHH CTaTHH,
ot kouto 1 B cimcanue ¢ Q1 (M® 5.351) u 2 B Q3. B aBe oT crarnuTe JOKTOpPAHTKAaTa € BOICIII
aBTOp. Pesynratute ca MokiaaBaHM W Ha 6 HAIMOHATHU M MEXIYHApOIHH HAy4IHH (POpYyMH,
KBIETO TOKTOPAHTKAaTa € ChIIO0 BOJIEIT aBTOP.

8. ABTopedepat, U3BOAM NPUHOCH
ABTopedepaTbT Ha AuMcepTalusATa OTpa3siBa aJeKBaTHO HEMHOTO ChIbp)KaHue, a
HAIpaBCHUTEC U3BOAN U IIPUHOCH CHbOTBECTCTBAT HA IMOJTYYCHUTC CKCIICPUMCHTAIIHU PE3YyJITATH.

3AKJIIOYEHUE

JucepranmoHHuaTr Tpyn Ha Masi ATaHacocka € TIOCBETEH Ha BaXXEH 3a ChbBPEMEHHATa
MeaunuHa mnpoOiem. Upe3 KOMOMHUpAHO U3MOI3BaHE HA NBJIHO €K30MHO U T'€HOMHO
CEeKBeHHUpaHe ¢ OMoOMH(OPMATHYHU METONU TA OTKPUBA Yy IUATHOCTHIIMPAHU TMAlMEHTH Ha
Bb3pacT noja 18 roguHu 46 MATOr€HHW W BEPOSITHO MATON€HHW T'€HHUW BapUaHTa CBBP3aHU C
peIKHM HEBPOJOTMYHM 3a00ABaHus, OT KOUTO 15 ca acouuupanu ¢ 11 peaku 3abomnsiBanus u 31
¢ 27 ynrpapenku 6onectu. OT Tax 18 BapmanTa ca HOBH 3a Haykara. OmmcaHu ca M 8§ T€HHU
BapHaHTa C HESICHO KJIMHUYHO 3HAa4YeHHE, 2 OT KOUTO B I'eH acOLMHMpaH C Pa3IMYHU CUTHAIHU
IBTUIA M MEXaHW3MHU peryjivpaniy akTHUBHOCTTa Ha HEBPOHHATa Mpeka M CHHANTHYHATa
IJIaCTUYHOCT. BBB BpBh3Ka ¢ quceprainusiTa ca myOiInKyBaHu 4 HAyYHH CTaTUU €IHA OT KOHWTO € B
criucanre ¢ Q1 (M® 5.351), a nBe B cimcanus ¢ Q3, KaTo B JIBe OT CTATHHUTE JIOKTOPAHTKATA €
BOJIEL aBTOP.

Cbc cBOsL IUCEPTALMOHEH TPy 3aJ0YHUAT AOKTOpaHT Mas ATaHacocka ce NpeacTaBs
KaTto 1o0pe MOJrOTBEH CIEHHUATUCT B 00jacTTa Ha MEIUIIMHCKATa MOJIEKYJIsIpHA T€HeTHKa U
o6uouHpopmaruka. Ts nmokpusa HambiaHO u3nckBaHusATa Ha 3PACPB u IlpaBunHuka 3a HETOBOTO
NpUJIOXKEeHHe 3a NpuaoOMBaHe Ha oOpa3oBaTenHaTa M HaydyHa creneH ,Jloktop” B
[Ipodecuonanno Hampasnenue 4.3. buonornyecku Hayku, JJoktopcka nporpama: ,,I'eHetuka“ u
a3 ybesieHO mpernopbuaM Ha yBa)KaeMOTO HAYYHO JKYpH J1a il 1 IpUCHIH.
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