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ThisisthefirstpreviouslyunreportedPAHmutationin.Serbianp0pulation.ltwas.concludedthatp'Gln226Lysisa
disease causing mutation, .j|:ffi;;;i*rpono t aHa. i#.r[tJ, ori*tuov c'ntributes to functionat landscape crr

;ffiffi;;;nJ personatizeo medlcine in PKU'

Xry*orO.' phenylketonuria' PAH gene' mutation' BH4

GEN0TYPE-PHENOTYPEC0RRELArION|IITHESERBIANPATIENTSWITH0LASSICAL

ffiiM- or conrerrufiAl ADRENAL HYPERPLASIA

1 Kocova Mirjana, 2Milenkovic Tatiana' l Anastasovska Violeta

1 Genetic Laboratory, Depadment ot Endocrinology and Genetics, University children,s clinic, Skopie, Republic of Macedonia

ffi iltl;;-il;"ei and cnild Health' Belsrade' serbia

Background:Congenita|adrenalhyperplasia(CAH)is.amonogenicautosomalrecessiveconditionmanifestedas
a heterogeneou, pr,rnotypl. Ctassicd CnH ,un Or.rrniu*;tff;;tn *tsting (SW or simple virilizing (SV)fornt

I is caused by mutations;;;ffirJr1At g.n, *.rnioioro* opzt.3. Nine pseudosene-derived cYP21A2 potn:

;il,-, ;.;;tnt lor about 80% of all CYP21A2 defects'

Methods: Using the PCF'A.RS method, we have analyzed nine most common CYP2-IA2 ooint mutations in 
.l 

1 Serbiar

oatients with the .rurrirurior-*'oi inH oiugnor.o ,r,ti''g i' * stanoaro clinical criteria at the lnstitute for Mothe'

and chitd Heatth, Betsrad;, ;il,;.vrir*r* unalyrir'#r;;ffi;ilil:-Genetic Laboratorv at the universit'

children,s ctinic, skopie, ;;d;iil;;eoonia or tne p'i..'itt o rttl SW and 5 had sv form of the disease'

Resurts: ln g/1 1 (g1 .g%) of the patients five of the.anarysed mutations were detected. ln 5/6 SW patients the fotowinc

genotypes were outrrt.o,'iv'srlivsi,.r p.,*.o r.,iiiluiliiiizinssow andp30up30L+lVS2 in one patient each

Genotype-phenor'O, ,ourili,in *u, oUr.irrt i,,' tOO. iiin,'b* *titttt rt 4/5 SV patients the following gen.tvpe:

were detected:,urrrrroi'il'"r'o.i*r,ri-,rr*^rzzn 
ani pgoupsol- in *'' one patient each Genotype-phenotvp=

correration was observedrri,;u.ffiilbu ou,,r*r. or?'iroi.g-rrpp.r,r rh. rore of the p30L mutation in pronouncec

virilization.

Conclusion: Although C'rrelati.n between gen.type and phenotype in the CAH patients is considerable,'ur results

showed thatthere is genotype-phen.type oi.roroun.r* u,ii ;;;;'{p. cannot be alwavs predictive of phenoiype'

Keywords: classical .r.nr.n.i adrend nyperplasia; cyP21A2 gene; point mutations; qenotype-phenotype

correlation
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lntroduction: Although hereditary breast cancer T:l.J .u,',,* 
aS the Conseque nce 

'ot 
BRCA. /2deleterious mutations

a targe portion ot nereoitary s*u-sceptibi'ty still remains ffiffi;; u-t*t pollg.tnit model of inheritance' rP5i

and Ir/8S1 were shown. ,;dili; nrr.oiturv o*^r'rr.itt. ,uasl oszotts mutation increases the risk for breas

cancer three times whire 'iriii..r'i'. 
;*s ex'n a 

'*".r.inr 
iiit toi ,.,ty-on*.t breast cancer' since mutations

in BRCA./2 cant exprain *. -,.J. ,rrs. of hereditary il*Ji-o.r'i.., ,ire aimeo to investigate the presence of IVBs'

657del5 and IP53 exon g *i;iltt it iereditary breast cancer in Serbia'

Methods and Results: , ,rojro, from trigh-riskJamilies negative for mutations in BR)AI/2 genes were include:

in this study. All of them *.ir'r.ir*.C toitne prtstn'J ti iffiilSTOtlS mutation' 21 of them (<40 vears ) wer:

selected tor Tpi3.*on u ,n*.rion-i.tr.tion. rvruoo*".*.alo"n'Ji;;. by High Resotution Melting Analysis o-

Roche Light cycler. A' pdu;;i#;;;iaieo t,omrne co'trol samples were sequenced' The investigated group c'

natients was negative tor 657del5 mutation in NBS1 g;1. young'ureast cancer patients (<40 years) showed n:

atterations in the exon 8 of IP53 gene'
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I

-.jationsinotherbreastcancerSusceptibilitygenesmayaccountfortheincreasedsusceptibilityinourcohottof
-,;r-risk BRCA1/2negalive cases. This result encourag$ iu't'.r examination on different genes that may significantly

rrnt ,brt, t0 the disease predisposition in Serbia'

(eywords: NBS1, TP53, mutations, hereditary breast cancer
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EVALUATION OF POTENTIAL APPLICATION OF ANTISENSE THERAPY IN DUCHENNE

MUS0ULARDYSTROPHYPATIENTSINBoSNIAANDHERZEGoVINA
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luchenne muscular dystrophy is progressive neuromuscular disorder' caused by mutation in DMD (dystrophin) gene'

vutations in this gene result in prematurely truncated oi noniun.tionul dystrophins. This disorder affects one in 3500

rewborn boys, since it i, x-linx[J,.cessive disorder. trtew ttrerapeutic a-pplication for Duchenne muscular dystrophy

includes antisense-mediutrl .ron skipping which aims for reading frame restoration' This method uses synthetic

antisense oligonucleotidesl*r'irr't ur. tuig16o to specitic regions of ire-mRNA transcripts' to modulate splicing of pre-

mRNA,whichcausessl{ppingofspeci{icexon.lnternallyoeteteooystrophinshavepartialfunctionality'asshownin
Beckermusculardystrophy,whichislessrru.rupn'notypethatDuchennemusculardystrophyExonskippingisbased
on premise that severity ti il;ttup;;tn be restored io iut' ttuttt' by Inlroducing a production of partly functional

instead of nonfunctional Oystropnin in Duchenne muscular dystrophy patients'

During the period of z01z-2014,there were 14 Duchenne muscular dystrophy patients refened to genetic testing

for DMD mutations in Laboratory for human genetics, lnstitute for genetic engineering and biotechnology by

neuropediatriclan, uno *lOirur geneticist. to evatuate p.tential applicaiion of antisense therapy in these patients'

we had to cross-check every mutation in DMD mutation'database. ltwas {ound that maiority of confirmed Duchenne

muscular dystrophy patientj (67%) had deletions of exons 45-52' respectively' One patient has duplication of exon 2'

and the rest of patients nal mutaiions in exons 1 -23. iheoreticaity, great majority of the patients from our database

isiy,l, *igLt benefit from novel treatment approach - antisense therapy'

Keywords: DMD, antisense therapy, exon st<ipping

ASSOCIATION OF SINGLE NUCLEOTIDE POLYMPRPHISM IN PLATELET GLYCOPROTEIN

RECEPTOR EPIA WiiiiOrNgrrIC RETINOPATHY IN PATIENTS WITH TYPE 2 DIABETES

Lozance.Bogdanovska Marija 1 
, Pavkovic Marica 1 

, Angelovic Rosica 1 
, Laban-Guceva Nevena 3,

Genadieva-Stuuri. soniui'dtoianovic Aleksandarl, Cevreska Lidijal' Spiroski Mirko2

1 University Clinic for Hematology

'? 
lnstitute for lmmunobiology and Human Genetics

3 University Clinil lor Endocrinology'

Pavkovic M, Laban-Guceva N, Petlichkovski A' Stoianovic A' Spiroski M'

studies have shown that platelets misht be involvtq it'T 
f:lh:^s^t:?: ll"l:Tti:',,::ttT:fl:t*llliJlit"i:Tfi

il:ffi.|ffijil;iillffi;l'"'iii;ii"'n i; ;;;i.;:?rr'9'i f::g'i:'H,1,f'lT::::''J:,1[lllff.T$'?l
ffi[:':li#tliJT:[iilli;?ffi'#;$";;':'tqryl"LT:l']*:*:::lflli'"Tll'-T:l::il;;il"l:gi1
ltt;ttJ;,T|TJ|o:ffir[il hisher expression of this i*uptor This polymorphism creates restriction site for Bsl
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