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Kare4pa uo MeAzqrancra Xrnuus u Broxur{uu, M@, MY-CoSux

Ornocno: Auceprarlr4r Ha A-p [uarua ll;rnena lenAnqena-.{yx.neucrca 3a
upIE4o6Ianaue na o6pa:oBareJrHa r,r HayqHa crerreH ,,AOKTOP" no Ha5reHa cneqrraJrnocr
'oOapuaroJrorux (nrr. (fapuarorraHerr,rKa r{ xlrMllorepauur)" O6nacr Ha Br,rcue o6pa.:onauue:
7. ,,34paneorra3BaHe r,r clopr", flpo$ecuoHaJrHo HanpaBneHue: 7.l.,,Me4raquua", c HayHHkr
pbKoBoAI,IremE IIpoS. A-p Halxa ZsaHosa Bor4xraena, A.M.H., ,4oq. PaAra llerpoea Krnena,
t.6.

,.{ucepraquoHHlitr rpyA Ha 1-p fluaua l4nnesa flengn.rena-,{yxnencra Ha reMa
,,@apnrarcoreHerrrqHo rrpoyrrBaHe rrplr am6y;raropnn [aqrreHTrr c peKypeHTHo
AerIpecIrBHo pa3crpoficrno, JreKyBaHr{ cbc ceJreKTrrBHrr unxlrduropa Ha o6parnoro
3axBaqaHe Ha ceporoHrrH (CIICT)" e parpa6oreH B rrepuoAa or 2009 lo 2016 r. B ceKrop
ooErcuepxIr,reHTaJrHa 

r,r KJrr{Hr4rrHa Sapuarorortrfl" npz MY-fIJreBeH u I{eurrp no Molexynna
MeAurluua, Kare4pa no MeArarluncxa Xuuuq u B[oxr,rldrat, MO, MV-CoQux.

Hay.rrrzar rpyA e HarlrcaH uaI37 craHAaprHr4 crpaur,rqr u cbAbpxa 31 (purypn,30
ra6tut1u,13 upunoxenvrs. u2I4 nureparpnu r.r3roqHr.rKa, or Kor,rro 2l sa Kr{pr{Jrprqa tt 193

Ha JIaTUHI,Iqa.

Ocnonuu xapaKTeprrcrrrKrr Ha ArrceprarlnoHuus rpyA
fivcepraqzouHr,rrr rpyA Ha A-p fleu4u.rena pirrnexAa HecbMHeHo axryanHa

upo6leuatllra KaKTo sa Burapufl,,'rana pr B cBeroB"s varqa6. ,{eupecuma r4 peKypeHTHoro
AelpecLIBHo pascrpoficrBo ca cpe4 uaft-uecr[Te saborseaHr,rs BoAerI[ Ao r,rHBaJrrrArr3r4paHe r4

c orpoMeH corll4aJrHo-HKoHoMlrqecxu e$em. Or 4pyra crpaHa B epara Ha rrepcoHannznpa*ara
MeAI4III,IHa ce ua6mo4ana 6yrr,r ua $apuaroreHerl,ItlHu're v (fapnraroreHoMHr{Te lr3cneABaHr4r.
3a sce iloBeqe neKapcrBa KbM npenopbKr,rre 3a npeAnl{cBaHe ce Ao6assr rrpelopbKr{ 3a
flpeAxoxAalqo reHeTr4rrHo r,r3cneABaHe, KoeTo Aa IIoAnoMorHe neKapr npu [peq]r3krpaHe Ha

Ao3ara 3a KoHKperHVs.ua\ueln lr us6erHe HexeJraHr4 peaKrlr,r[ n uee$er<rnBno JreqeH]re.
Tosa 6esuopHo orrpeAeJr{ TeMara Ha Al4ceprallilrra, Karo MHoro aKTyturHa r4 3Haq[Ma,

a pe3ynTarvITe vI HarrpaBeHI,ITe I,I3BOAI4, KaTO LI3KJIrOrrI4TerHO rrOJIe3HI,I Sa 6rAeUIn LBCJIeABaHI4T.

I-{enra Ha Ar,rceprawsra e r,r3cJre4BaHe Ha qecrorara Ha noJrr4Mop$nu reHerlrqHr4
BapI{aHTI4 Ha LI3BecrHr,r KaHAr{.{ar-reurr c orHorrreHrre KbM (papnaar<oreHer}rKara Ha
aHTl4.uenpecaHTlt npu 6urapcKv [arlr{eHTr4 c peKypeHTHo Aenpecr,rBHo pascrpoficrBo r{ 3ApaBr4
nuqa. llpoyunauero IIen[ Id3cJIeABaHe Ha BrI,IsHI,Iero Ha nonunrop(pr,r3Mrrre Bbpxy KJr]rHrrqHara
AI{HIIMLIKa v krll4rrBkr4yuruufl, Tepa[eBT]rqeH orroBop Ha rrarltaeHTr4Te rlpu neqeHr{e cbc CVICT
(uaporcernn).

flo46palrn ca 3a I,I3cJIeABaHI,r uonuuop(pv:3Mtr, BKJrroqrlTeJnro u $yur<rlr{ouanHr,r B reHa
3a ceporoHI4HoBLIs rpaHcrroprep (SLC6A4) u rcua 3a Mo3bqnr,rq HeBporpo$rauen $axrop
@DNn Karo '[oreHIII,ItuIHI,I KaHAr,rAar-reHI4, cBbp3aH[ c HeBponracrr,rrrHocrra pr

(papnaarorepailvsra crc CI4CT rrpr{ AerrpeclrBnrl pascrpoficrna. OcseH roBa ca r,r3cneABaur,r r4

noruuopQll3MrI B ABa reHa CYP2D6 u CYP2CI9, IlMarqu ocHoBHa poJur rpr Mera6onraslrpaHe
Ha rrapoKceTlrHa.

,{o uorraenra HtMa MHofo $apnaarcoreHerlrqHll [pofrBaHprx n Ernrapvr.fl 3avrscrreABaHe
Ha qecrora Ha nonzuop$nure Bapr4aHTr{ BbB $apuaroreHerr,rtrHn KaHAprAar-r-eHLr u



ycraHoBtBaHe Ha Bpb3Kara HM c xoAa Ha 3a6oJltBaHero IE e(br,rKacHocrra Ha reparuHTa np2r
laIIlIeHTur c a$exrznnu pascrpoficrna. Hacroxlqoro [poyrrBaHe e cpeA rrbpBr.rre c
$apuaxoreHerlarleH guzaftu 3a crpauara H nbpBo rro poAa cl{ flpu [arlr4eHTr4 c peKypeHTgo
Aelpecl4BHo pascrpoficrBo, B rola6opaqnfl c er<vila na I{eumpa no MoleKynHa MeArarluna,
MO, MY-Cogr.rx

Crpyrcrypa Ha Arrceprartrrff Ta

.{nsafintr Ha Ll3cne.{BaHero e or rr,rna acoq}rarr4BHo rrporrBaHe rr.rn ,,cnyuait-
KoHtpora'., Karo [bpBoHatlilIHo ce rbpcn Bpb3Ka MexAy no46pannre nonr,rMop$nsnrra u
sa6orsnaHero, a B rIocJIe.ucrBI,Ie ce ilpocneArBa Bpb3Kara MelKry feHorl,Ina Ha [3cneABaH[Te
nolnn'rop$I,I3Mpl B KaHALrAar-reHr,r c repanvflTa Ha narlueHTrrre cbc CI4CT (naporcerzn).
I4screAsanero e [pocneKTI{BHo c perpocrreKTr4BHa orIeHKa Ha xoAa Ha ga6onsBaHero.
Pasueprr Ha LI3cJIeABaHara rpyna (100 uarlueHrr4 c peKypeHrHa Aerpecvr u I42 xourponu)
rIo3BOJItBa Aa ce Ilonyqar AocroBepHr,r pe3ynrarvr v HarrpaBrr cborBerHr.rre [3BoArr.

Jlrareparypnurr o6sop e I,I3qepnareJreH, 3aeM a 32 crpanr4w n e 4o6pe crpyKrypr{paH.
Toft o6xnalqa [perneA KaKTo Ha pa3Br.{Tr,rero Ha $apnraroreHerr,rKara r4 reHoMr4Kara npe3
flocneAHlrre |OAI4HI,I, TaKa u Ha 3a6ounauero, c aKrIeHT KbM ncvxqrarp1ttmara
$apuaroreHerl,IKa 14 crIeIII4uInHo [poytrBaHprfrTa npr,r Aenpecru, orAeJrHr,rre KaHAvrrur te1vr v
nolulrop(pl{3Ml{, KoLITo uwar orHolrleHr,re KbM uera6onngprpaHe Ha ocHoBH[Te rpyrrr4
neKapcrBa, LI3TIoJI3BaHI,I flpn reqeHr.re Ha lelpecrls. flpe4cranenu ca KaKTo
lpapnaaxo4n HaMvrrrHur, TaRa v Sapuaxo4uHaMr,r.rHrr KaHAr4Aar-reHr4.

B nl4TeparypHI4s o6:op roKTopauTKara AeMoHcrplpa nupoKrr no3Hsg1rr v
sa4tl6o'reHo [poytlBaHe Ha I43cJreABaHara o6racr, Koero crroMara 3a norr4rlHoro vr
apfyMeHTzpaHo I{3BeXAaHe Ha frocTaBeHuTe rleJrv v 3a4aqkr Ha rrccne.rlBaHeTo.

B pas4en ,,Ifel v 3a[awf',IIeJITa Ha IBcJreABaHero e SopuynupaHa rcHo r,r rovno. ,{a
ce llpoytll{ BrI4sHI{ero na uo46pau[ nonl{Mop(pnsuu nrn (papuaKoreHerr4qHo peneBaHTHr4 reHrr
c KJII4HVqHATA I.LTHAMIIKa U I4HAr,rBkrAyNrHr4fl. TepaleBTr{qeH orroBop Ha [aqrreHTr.{Te rrpu ocrpo
JreqeHr.re crc C?ICT.

Oceure 3a!Laqv, KoLITo ca locraBeHvr 3a neftnoro nocrrlraHe ca (fopnaynIlpaHrr no
KoHKpereH HarIlIH I,I HarIbJIHo cborBercrBar Ha nocraBeHara rlen. Bne.rarreuue npaBqr
flocneAHara 3a4al].a cBbp3aHa c Bb3Mox(HO Ar,rpeKTHO IIpUnOXeHHe B rrpaKTrrKara, a r{MeHHo
I'I3rorBqHe Ha vuALlBvrryurnkr npenopbKr4 ea zs6op Ha aHTrrAerrpecaHT rrpIa cneABarrl
Aelpecr4Ben enr{3oA 3a rrarlr4eHTrare c se6laroflprurreH feuorrrrr.

B pas4en ,,Matepraa-nz ra Mero4Ia" rparKo Lt cbrrleBpeMeHHo AocrarbqHo rcHo ca
o[]IcaHI'I BOI{YKLI I43noJI3BaHI4 Marepr4anu n na6oparopnr4 MeroArr. [r,rcepraquflTa r4Ma
MynrI{AI4CI4[nI{HapeH xapaKTep u l/.ilrara r,BnoJr3BaHero Ha crreKTbp or AuafHocr}rqHr4,
KJII'IHI{qHI'I u la6oparopHl,I MeroAt4, cuequ$zuHr.{ 3a rrcnxr,rarpIlx, SapuaxoJrofr{.[, regerr4Ka, r4

CTATI,ICTI,IKA.

PasAer ,,Pe3yltaru'o e 4o6pe crpyKTypl4paH, Koero [paBr4 rroAHeceHara rausopnaaqnx
JIecHa 3a [pocneAtBaHe I4 Bb3npI4eMaJIe. Pe:ynrarrare or npoBeAeHoro r,r3cJre.qBaHe ca
alJuru3r4pali.z, o6o6rqeHv I,I oHarJIeAeHrr n 4o6pe o$oprraeura rr aAeKBarHu ya 6poit ra6twlu u
$rarypu. oco6euo uHrepecHlr ca pe3ynrarr.rre or perpecr{oH:rrvrs. aHurvs.

B pa:4el ,,[ncxycw" ca upe4craBeHr,r o6o6rqenure pe3ynrarv u ca alaJrvr3vrpalwr Ha
Soua Ha H€uIITIHLITe nureparypur{ AaHHr{. [euoncrpupaua e Kplrr[trHocr i go6pa
aHaJII4TLIqHocr B AllcKycvflTa Ha pe3ynrarrare. .{o6pe ca orrr4caHrr KaKTo npeA}rMcrBara,TaKavr
orpaHl,IqeHuflT a Ha n3cJre.{BaHeTo.

I'Isno4Iare ca tcHo Ir cI,IHTe3Lrpano Qopnaynvpalarrra6azataHa nonyqeHr,rre pe3ynrarr4.
Hanpaneuu ca 6 usno4a, KoI,ITo HarrbJrno cborBercrBar Ha rroJrrreHr{Te pe3ynrarr,r. Iluncatasa
3HaqI4Ma aco\varllrfl Ha LI3cJIeABaHr4Te uolzrr,roplpzsrrlu c peKypeHTHo AerrpecuBHo
pascrpoficrBo e B norBbpxAeHlie Ha nllTeparypHnre AaHHu. I,Iuepecnu ca pe3ynrarlrre
[oKuBBaIrII4 [poreKTIzBeH e(pexr na CYP2C19*17 anen rpr4 3ApaBr4 KoHrponr4. YcranoseHara



TIoB}lIIIeHa IIecToTa Ha I,IHatIe peAKI4fl AJIEJI HA AJIEJI 9 HA STiN2 IIPII XEHI{ C A(bEKTUBHO

pacrpoft cTBo 3acnyxaBa BHT,IMaHI4 e IIpI4 [OCneABaIq]I [porIBaHIIt.
Opurnua-uurr 3a lpofrBaHero ca r{3BoAI,ITe cBbp3aHI4 c Bpb3Ka;ra Ha reHerI4tIH}ITe

uonnnloprpr,r3Mlr r,r BbHrrrHr,r (parropn. orqura ce (fapvrarcoAl,IHttMllqeH e([err [pI'I HoclITeJIcrBo

na CYP2D6*4 e'Irery or 3Harrr{M xtu uoAo6peHrle rpe3 rlbpBute 2 Ao 4 ceAna}Iqrr, Ao

orcna$eaHe Ha BJltrrnrrero B cneABarrlr4Te eraflI4 Ha repalllsra c napoKcerl'IH.

L'IgseAeHu ca [pr4Hocrr, Kotrro ca noApa3AeJIeHI,I Ha nprlHocrl c op]IflIHuuIeH xapaKTep

r4 TilKr{Ba c rrorB:bp.{r,rreneH Lr rrpunoxeH xapaKTep. llpanu BneqarJIeHI'Ie Kp}IT[qHocrra I4

yMepeHocrra Ha A-p flenAlFresa npu (popuynupaHe He npnHocure. Oco6eHo IIeHHI{ ca

[peBoAa r( BbBexAaHeTo Ha BbrrpocHrrK 3a OIIeHKa Ha HexeJliulu peaKIII4lI Ha aHTI{AeIIpecaHTI'I'

ttonroa"tq sa au6ylaropHr{ ycnosus.3arrbpBl4 Irbr y Hac ce [paBil ga,(rr6o'reHo npoyrlBaHe

na (fapuaroreHerr4rrHra Sarropu r,r nsar4MoAeftcrsue c BIHIITHI,I (faxropu rrp]I JIeqeH[e c

napoKcerr{H, Karo e paspa6oresa 1eraitnHo MeroAI,IKara Ha I,I3cneABaHero. YcranoBeHllTe B

Hacrorrrloro [poyrrBaHe 3Hatrr,rMr4 Bpb3Kr,r H TeHAeHIII,Ir6uxaMorJlr{ s 6tAeilIe .{a ca ornpaBHa

TorrKa rrpu piBrrrrpeHrd (fapnrarcoreHer[tlHl,I flpoyqBaHl,Is. Ct6pauara ,{HK 6anr<a n

no4po6Hrare KJrlrgprrrHrr AaHHLT 6nxa noclylnvIIpI3a ocHoBa Ha LI3cJIeABaHe Ha Apyrr{ KaHAI4Aar-

reHr4 c BJrlrrgr,re Bbpxy neKapcrBeHur orfoBop lI Motra lrpelopbKa e A-p flenAlaqesa-

,{lxneucra Aa rlpoAbnxfli Hayqara cn pa6oraB Ta3vI rlocoKa.

Pesynrarure or Ar{ceprarlrlonnrrs. TpyA Ha A-p A. fleu4Ia'rena-,{yxneHcra ca

rrpeAcraBeHg.s2uaymvr crarvtvtna anrruftcKIa, I n Bslrapcru llcuxuarpuuen Xypua.n, KaKTo

u n 3 ny6nuKa\wr B rrbJreH reKcr n c6opuuql4 c AoKJIaAI,I or Haf{HIa $opylru n Brnraprax. B

ny6ruarynanvrre cra"ruvr BoAerrI aBTop e 4-p fleu4l{rleBa, Koero rloKlt:Ba ueitlaus cbulecrBeH

npI,IHOC, KaKTO 3a TeXHI'IqecKoTo tI3IIbJIHeHI4e, TaKa I'I 3a [HTepnpeTaql'IflTa I{ IIOATOTOBKaTa Ha

,ty6nr*uq""t". Pesylrarnre or AlrceprallflflTa ca npeAcraBeHz sa 4 6urapcrn u 3

MexAygapoAHr,r HayqHr,r (fopyua. Pa:pa6ornaHero Ha Hacrotlrlara AI,IcepraIII4s e

<puuancupano or 5 HafrHu npoeKTa, (funaucupanu or MY-fIJIeBeH, n rola6opauus c MY-
Co$rax.

Anropelpepamr e lr3rorBeH coopeA I43ucKBaHLItra vI orpa3sBa HarIbJrHo

Ar,rceprarlr4oHHrrr rpyA.

3arc;rro.renne
B 4ncepraqlroHHlrfl rpyA Ha a-p. llenauuena-,{yxJleucKa e npeAcraBeHo aKTyanHo

HafrHo ll3cJreABaHe, KaTo ca rl3rroJr3BaHlr cbBpeMeHHu MeTOALI Ha aHaJII43 u o6pa6orKa Ha

pe3ynrar[Te. flonyreHr{ ca opufr4HanHrr pe3ynrarl,I, KaKTo LI TaKI,IBa c [orBbpAI'ITeJIeH

xapaKTep, Kor.rTo IaMaT HayqHo-[pflnoxHo I,I MeToAuqHo 3Harlenue. B xoAa Ha I43[bJIHeHI4e Ha

Ar.rceprarl[oHH1rfl TpyA A-p llenAraqena-,{yxleHcra ce Il3tBtBa Karo ar:.arvITvlueH, KpI4TI'IqeH I4

Kpearr4BeH freH, crc saArr6oqeHr4 r4HTepecu, npecJIeABaIrI [ocraBeHrlTe IIen]I c HeBepotrHo

[ocTosHcTBo I{ ynop}ITocT.
Cuurav, qe .{r4ceprarl}roHHr{rr rpyA Ha 4-p lleu4uvena-.{yxneHcKa orroBapt HanbJIHo Ha

lr3rrcKBaHr,r sraHa3aroHa 3a pa3Br4Trre Ha aKaAeMvtlruvfl. cbcraB n Peny6nura BurapHt, KaKTo

pr Ha BbrperrrHrrre Kpr,rreprrr4 Ha MY-llnenen. Brn Bpb3Ka c u3Jloxenoro y6egeuo

lpeflopbrrBaM Ha yBrD4aeMoro xypta Aa rlprlcbAu Ha 4-p ,{nana Vlttuesa flenAu'resa-

,{yxnencra Haf{Hara z o6pasoeareJlHa creneH 
',AoKTop"
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