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Yenoseueckwnii cbiBOpoTouHEIH ansOymuH (UCA) siBIsteTcst mpHpoaHBIM OyhepoM aMHIIONTHOTO PB-nenTraa
(AP), xmoueBoro akropa passutus 6oneznn Anbireiivepa (bA). Yeemmuenune cpoacrtsa UCA x A mo-
JKET JocTurarbest myTéM HachlmeHust YCA HU3KOMOJIEKYISIPHBIMU JINTAHJIAMH, TAKUMH KaK CEPOTOHHUH,
OT/IeNIbHBIC KUPHBIE KUCIIOTHL. AHATIHN3 TeHOMHBIX JaHHBIX 3k30M0B (WES), acconnmpoBannsix ¢ BA (6a3a
nanHbiX ADSP), BRIIBII HalM4IHe OAHOHYKIEOTHHOTO onuMopdu3ma reHa YCA B IIEHTpax CBSI3bIBAHHS
nOynpodena, apaxuJ0HOBOI 1 OJICMHOBO KHUCIIOT. VicenenoBanne cBONCTB HallIeHHBIX TCHETHIECKHX Ba-
prantoB UCA NO3BONUT ONpeeNNTh BApHAHTEI, BOCIIPUIMYNBBIE K MOIYIHPYIOMIEMY BO3JEHCTBHUIO JIN-
raagoB YUCA, MOBBIIAIOIINX €T0 CPOACTBO K Af.
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EVALUATION OF SINGLE-NUCLEOTIDE POLYMORPHISMS
IN HUMAN SERUM ALBUMIN ASSOCIATED
WITH ALZHEIMER'’S DISEASE
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Human serum albumin (HSA) is a natural buffer for amyloid  peptide (AB), which is a key factor in the de-
velopment of Alzheimer’s disease (AD). An increase in HSA affinity to AP can be achieved via HSA satu-
ration with low-molecular-weight ligands, such as serotonin or specific fatty acids. The conducted analysis
of the genomic data of exomes (WES) associated with AD (ADSP database) revealed the presence of a sin-
gle-nucleotide polymorphism of the HSA gene at the binding sites of ibuprofen, arachidonic and oleic ac-
ids. Research into the properties of the revealed genetic variants of HSA should be carried out to determine
those variants that are susceptible to the modulatory action of HSA ligands, thus increasing its affinity to Ap.
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Bbonesns Ansrreiimepa (BA) sBnsercs Ha-
nboynee pacrnpoCTpaHEHHONH NPUYMHON Jie-
MEHIIMM U OTHOCHUTCSI K KaTeropuu COIHalIb-
HO 3HAYMMBIX 3a00JieBaHMI (IIOCTAHOBJICHUC
IIpaButensctBa PO Ne 715 ot 01.12.2004).
OOwienpu3Hana KIO4YeBas poOJb  aMMIIO-
uaHoro Oera-nmentuaa (AP) B pa3BuTHH
BA. TloBbliienne npoaykuuu AP M CHHXe-
HUE CKOPOCTH €ro BBIBEACHUS IPHUBOIAAT
K €r0 HAaKOIJICHUIO B TKaHSX TOJOBHOTO MO3Ta
1 00pa30BaHMIO aMHIIOUTHBIX OJisiiek. OHUM
13 TIEPCIEKTUBHBIX MOAXOMOB K Tepanuu BA
SIBJISIETCSI COZICHCTBUE BBIBENICHHIO A} U3 1IeH-
TpajbHONW HEPBHON CHCTEMBI IyTEM BO3IEH-
CTBUSI HA 4YEJIOBEUECKUU CHIBOPOTOUHBIH ajlb-
oymun (YCA), KkoTOpbIii paccMmaTpuBaeTCs
B KayecTBe «aeno» Af. JlaHHbIH NOIX01 MOXKET
OBITH peasu30BaH 3a CUET yBEIMYCHUS CPOJ-
ctBa UCA k AP myTéM BO3ICHCTBUS JIUTAH/IOB
YCA, Takux KakK OT/eNbHbIC )KUPHbIE KUCIOThI
u cepotonuH [10, 11]. B To e Bpems ocTaér-
Csl HEBBIICHGHHBIM BKJIAJ TI'CHETHUECKHUX Ba-
puanToB UCA B TpaHCHIOPT U ICIOHUPOBAHUE
AP B (U3HOIOTMYCCKUX U MATOIOTMYCCKUX
YCIIOBHSIX.

OnHoHyKJI€OTHIHBIN nonumopdusm (single
nucleotide polymorphism, SNP) mnpencras-
nsieT co0ol 3aMeHy OJJHOTO HYKJICOTHHOTO
OCHOBaHMA Ha APYroe, YTO MOXKET NMPHUBECTU
K MHCCEHC- MM HOHCEHC-MyTaluu. BemyTcs
AKTUBHBIC  HCCIIECAOBAHMSA, IOCBAIIEHHBIC
BBISIBJICHHIO cBsizelt SNP ¢ paznuyHbiMu 3a-
OoneBaHusiMu, B T. 4. ¢ BA [8, 14]. Tak, SNP
rs75152012 (dbSNP https://www.ncbi.nlm.nih.
gov/snp/) B rene ALB UCA (chr4:74262831-
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74287129) acconuupoBaH ¢ aHaTbLOyMHUHEMHU-
et [2, 13].

JI71st OLIeHKH TeHETHUECKUX BapuaHTOB ALB,
ACCOIMMPOBAHHBIX ¢ BA, HamMu ObLIT TPOBEIEH
aHAJIM3 TEHOMHBIX JaHHBIX mHpoekTa ADSP
(Alzheimer’s Disease Sequencing Project,
https://www.niagads.org/adsp/content/home).
Hccnenyemblii  HaObOp JaHHBIX  OCHOBaH
Ha TOJTHOPK30MHOM cekBeHupoBaHuu (WES)
10913 HecBA3aHHBIX HHIUBUAYYMOB C DBA.
bouto BeigBIeHO 92 cimywas SNP rema ALB,
U3 KOTOPBIX 63 3amKMcu aHHOTUPOBAHbBI B Oa3e
nanubix dbSNP. Ouenka BiIuMsHUS HEAHHO-
TupoBaHHBIX 29 cimyuaeB SNP ¢ ucnonb3oBa-
HueMm ownaiH-cepBuca PredictSNP  (https://
loschmidt.chemi.muni.cz/predictsnp/)  moka-
3ama, yto 18 SNP npuBOmAT K MUCCEHC-MyTa-
ousiM, a 5 SNP — K CHHOHUMHMYHBIM 3aMEHaM
(ocTanbHBIE CIy4aud COOTBETCTBYIOT 3aMEHaM
B UHTPOHHBIX y4acTKax).

Takue nuranaer YCA, Kkak CepOTOHHH,
OJICMHOBasl M apaxujoHoBas KHUCIOTH [10,
11], uOynpoden (naHHbIE He OIMyOIMKOBa-
HBI), MOJIYJIUPYIOT €ro B3aumojieicTere ¢ Af.
AHani3 caiiToB CBS3BIBAHUS TEPEUHNCIICHHBIX
nmuranoB YCA BeisiBun nepeceduenue SNP
reHa ALB ¢ UeHTpaMH CBSI3bIBaHHS HOYIIPO-
(deHa, OJEMHOBOW W apaxuJOHOBOH KHCIIOT.
Tak, nns ocratka YCA V506, pacnonoxeH-
HOTO B IIGHTPE CBsI3bIBaHUS HOyIpodeHa,
Haiigen SNP rsS71711778 (4:74283893:T:C;
V>A). Ocrarkam V70, R210, R233 nenr-
POB  CBSI3bIBaHMS apaxHJIOHOBOW KHCIIOTHI
COOTBETCTBYIOT aHHOTHpoBaHHble B dbSNP
SNP 15368276725 (4:74272416:G:A; V>I),
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1s58624704 (4:74276042:G:A; R>Q) =u
15756853717 (4:74276111:G:C; R>T). B uen-
Tpax cBsa3piBaHus YCA C 0OJeMHOBOM KHC-
motori octatku V70, R210, R242 u V600

COOTBETCTBYIOT ~ aHHOTHPOBAaHHBIM SNP
rs368276725 (4:74272416:G:A; V>0,
1s58624704 (4:74276042:G:A; R>Q),
rs75002628 (4:74277724:G:A; R>H)

n 15201202407 (4:74285983:G:C; V>L).
Kpome toro, mns ocrarka V47, pacmnoio-
KEHHOTO B IICHTPE CBS3BIBAHMS OJICHHOBOM
KHCJIOTHI, BBISIBICH HEaHHOTHPOBaHHBIN SNP
4:74272348:T:C, V>A.

BosgeiictBue  uOympodena,  OJCHHOBON
U apaxuJI0HOBOW KHCIOT Ha B3aHUMOJEHCT-
Bue UCA-AP u noreHIManbHasi pojib B 3TOM
pa3IMYHBIX TeHeTHueckux BapuaHToB UCA
UMEIOT Kak (yHJaMEeHTalbHYI0, TaK M Ipa-
KTHYECKYI0 3HauMMOCTh. HakomieHHbIe KiH-
HUYECKHE U SIHUAEMHUOJOTMYECKUE JaHHBIE,
a TaKoKe JaHHBIC, TOJyYCHHbIE Ha KMBOTHBIX
MOJICNISAX, YKa3bIBAIOT Ha CBS3b ATUX JIMTaH-
JIOB ¢ pazButueM BA. DnuaemMuonoruyeckue
HCCIIEIOBAHUS MTOKA3BIBAIOT, UTO JUIUTEIBHBIN
npuém nlOynpodeHa CHIKAeT PUCK Pa3BUTHUS
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