cases of early Alzheimer’s disease (AD). The comprehensive analysis of these
genes 1s required to elucidate their role in the most common “sporadic” AD. Thus,
we employed the un-biased clinical cohort of AD patients regardless their familial
history and age-of onset. In addition, several other genes interacting with functional
pathway of presenilins and APP were included in the study.

We developed methodology for “all exons” multiplex amplification in single
reactions for encoding regions of APP, and y-secretase complex genes (PSENI,
PSEN2, PEN-2, APHIA, NICASTRIN), risk factor of disease APOE and the
cleaving APP enzyme BACEI. In total, 1000 AD and control individuals were
involved in the study. The optimal algorithms for pooling of individual genomic
DNAs and bar-coded MPS libraries were generated. The barcoded pooled amplicon
sets were sequenced using SOLID™ 4 MPS platform. A comparative analysis of
currently available SNP calling tools for pooled data has been performed.
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CEKIIUA 8. TIEPCOHNPNLINPOBAHHASA MEJINLIMHA

N3YUYEHUE XAPAKTEPA ITOPA’KEHUS MATKU MUOMATO3HbBIMH
Y3JIAMU B COYETAHUU C TNINEPIVIACTHYECKUMU
IMPOUECCAMMUM SDHIAOMETPUA

Anmyxoea O.b.
®I'AOY BIIO BI'HUY, bearopon

Muoma maTku — 3TO HOOpOKAYECTBEHHAs OMyXOJb, PACTyllas W3 HE3PEIbIX
MUOIMTOB COCYMUCTON CTEHKM MAaTKU. [10 MOBOJYy MHOMBI MaTKH BBITIOJHAETCS 10
50-70% omnepaTUBHBIX BMEIIATENBCTB B THHEKOJOTHUYECKHX CTallMOHApax, W3
KOTOpbIX 60,9-95,5% NpuxonuTca HAa PaAUKAIBHBIE ONEpalUy, B TOM YHUCIE U B
pENpoayKTUBHOM Bo3pacTe (24-26,8%) eime y COBCeM IOHBIX JKEHIIMH. B
TMHEKOJIOTUYECKOM OT/IEJICHUH MEPUHATANIBHOTO 1ieHTpa benropoackoit odnacTHoH
oonbHUIBl CBatutens Moacada npoBeaeH aHaIW3 xapakTepa NOPaKCHHUA MATKUA B
3aBUCUMOCTH OT JIOKAJIU3alMA MHUOMATO3HBIX Y3JIOB. JlJIA ATOTO UCCleayeMas HaMA
rpynna 00JbHBIX MUOMOM MaTKu (n=240) Obl1a pa3aeiieHa Ha YEThIPE MOATPYIIIbI B
COOTBETCTBUU C MECTOM JIOKAJIU3AIIMM MHUOMATO3HBIX Y3JI0B B MAaTKe: CyOMyKO3Has
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Jokanmmzaima — y 8,33% OoapHbix (n=20), WHTpamypajbHas JOKaIu3alus — y
34,17% (n=82), cyOcepo3naa jokanusauuss — y 21,67% (n=52) u coueraHHas
jokamm3aiya — y 35,85% (n=86). YV manmMeHTOK ¢ COYeTaHHOW JoKanu3aluel B
61,25% wabmonmanuch HMHTpamMypajibHO-CyOcepo3Hbie y3ibl, B 21,25% -
WHTPaMypaJIbHO-CYOMYKO3HbIE y3lIbl U Yy 17,5% npoune nokanuzaimu. BaxHo
MOIYEPKHYTh, YTO MUOMA MAaTKH ¢ CyOMYKO3HON JIOKaIU3aIMeH y3/10B 3HAUUTEIHHO
Yarie COYeTaeTCs ¢ THMEPILUIaCTHUSCKUMM mporieccamMu sHaomeTpua (B 60,00%
CJIy4acB) U B YACTHOCTH ¢ moyiunoMm 3Haometrpus (B 55,00%) mo cpaBHEHHIO C
MUOMATO3HBIMU y3JlaMW  HMHOH JIOKQJIM3AllMKA: MpPU HHTPaAMypajbHBIX Y3Jax
THIIEPIUIACTHYECKHE TIPOLIECCH SHIOMETPHA BCTpeuaroTca B 36,58% (y*=2,74;
p=0,09), B TOM >ke uncie momunsl B 19.51% (*=8,66; p=0,004), npu cy6cepo3HbIX
y3nax — B 23,08% (x°=7,28; p=0,008), B ToM umcie noiunsl — B 9,62% (y°=14.69;
p=0,0007) 1 npu coueTaHHO#N JoKamM3amuk — B 27,50% (°=6,15; p=0,014) B ToMm
ypcse mosmsl — B 15,20% (°=12,29; p=0,001). ITpx MHOME MaTKH, codeTaromeiics
C TUMEPIIACTUYECKUMU MTPOLIECCAMU SHAOMETPHS 3HAUUTEIBHO Yalie HadMrOAar0TCs
BOCHIAIUTEbHBIE 3a0oJieBaHust Tenutanuii (B 85,71%) B cpaBHEHUM C MUOMOH
matku 6e3 I'TID (B 69,75%; ¥°=6,25; p=0,013).

OTW JaHHbIE MOTYT CBUACTEILCTBOBATH O BAXHOW POJM BOCHAIUTEILHOTO
mpouecca B (OPMUPOBAHMM MHOMBI MAaTKM C CyOMYKO3HBIM PacCHOJIOKEHUEM
MUOMATO3HBIX y3J0B B COUECTAHUM C TUNEPINIACTUUECCKUMH  MPOLIECCaMU
SHAOMETPHA, YTO COOTBETCTBYET JIATEPATYPHBIM JAHHBIM IO 3TOMY BOMNPOCY, T
YKa3bIBACTCA, UTO XPOHUUECKHE BOCMAUTENbHbBIE 3a00ICBaHUS TCHUTAIUI TIPU UX
JUINTEIbHOM ~ T€YEHWH, OOYCJaBIMBAECT  JIOKAJIM3AIMIO  «3a4yaTka  pocCTa»
MHOMATO3HOT'O Y3J1a IMEHHO Ha FPAaHUIIE YHAOMETPUA U MUOMETPHUSL.

PAK MOYEBOTI'O ITY3bIPA: IOUCK MAPKEPOB PUCKA PA3BUTHA
N IMPEAPACITOJIOKEHHOCTHA

! Axmaowuuna J1.3., *Hamaiinosa C.M., *Havaiinos A.A., ZYpmaHz;ee M. D,
*Kync6aesa I'.B, *[Tasnos B.H., *Buxtoposa T.B.

'®I'BYH Ubul’ YHL] PAH, Va
‘TBOYBIIO BI'MVY M3CP P®, Va
‘TOVBIIO BI'Y, Y¢a

C uenb0 MouMcka OMOMApKEpOB PUCKA PAa3BUTHS paka MOUEBOrO My3bIpsS HaMHU
ObLJIO MPOBEACHO HW3YUYEHHE TMOJUMOP(HBIX BAapUAHTOB T'E€HOB JCTOKCHKAI[UU
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