
OxBbiB o4)H^Ha7IbHO^o onnoHeHTa 

Ha /^HCcepTa^H0HHyIO p a S o i y CeMeHOBoii ra/iHHbi B/ia/piMHpoBHbi 

Ha TeMy «p21-AKTHBHpyeMbie KHnasbi I rpyraibi KaK xepaneBTHMecKHe MuuieHH 

sjiOKaMecTBeHHbix onyxojieii o6o;io«ieK nepH(|)epHHecKHx HepBOB», 

npe/^craB/ieHHyio n a coHCKaHHe yneHOH crencHH 

KaH/^H^ara SnojiorHMecKHX nayK 

no cneqHa/ibHocrH 03.01.03 - M o / i e K y j i J i p n a j i 6HO/iorHH 

AKiyajibHOCTb xeivibi Bbino/iHeHHoii pa6oTbi 

CorjiacHO n p o r a o s a M BceMMpHOH OpraHHsaqHH 3/^paBOOxpaHeHHfl e 6/iH>KaHiiiee 

/^ecHTHJierae qejioeeqecKaH cMepraocTb OT oHKo/ioraqecKHx 3a6o;ieBaHHH BbiH/i,eT 

Ha nepBoe MecTO, o5orHaB CMepTHOCTb, BbObiBaeMyio cep/],eqHO-cocy/j,HCTbiMH 

3a6o;ieBaHHHMH. BneqaTJiHioiuHe y c n e x H Mo/ieKyjinpHOH Sno/iorHH, OHKO/iorHH H 

KJieToqnoH 6Ho;TorHH OOSBO/IH/IH BbmBHTb napymenHH CHrHa/ibHbix nyTeH M r e n b i , 

MyTaqHH KOTopbix oTBeTCTBeHHbi 3a TaKHe HapymeHHH, npHB0/:i,5imHe, B KOHe^HOM 

cqeTe, K pa3BHTHK) OHKo;iorHHecKHx 3a6o;ieBaHHH. M H o r o o 6 p a 3 H e OHKoreHOB H 

CHrHa;ibHbIX n y T e H , aKTHBHblMH yqaCTHHKaMH KOTOpblMH OHH HB;IHK)TCH, 

npe/],onpe/],e;iHeT qpe3BbmaHH0 6 o ; i b i u o e MHC;IO pa3;iHqHbix BH/J,OB 

OHKO/[orHqecKHX 3a6o;ieBaHHH: no/],pa3/],e/iHK)T OT 4000 j\o 8000 BM/J,OB 

OHKo;iorHMecKHx 3a6o;ieBaHHH qejiOBexa. CnepyeT TaioKe yHHTbiBaTb, MTO y 

opaKTHqecKH Ka»c/],oro 6o/ibHoro n p H B03HHKH0BeHHH H n p o r p e c c H H 

3;ioKaqecTBeHHoro 3a6ojieBaHH5i «3a/],eHCTByK)TCJi» HH/],HBH/],ya;ibHbiH naSop 

r e n o B . 

OqeBH/j,HO, MTO noHCKH yHHBepcajibHoro anTHpaKOBoro TepaneBTHqecKoro 

cpe/],CTBa Heo6ocHOBaHbi H o6peqeHbi na Hey/],aqy. MivieHHO no3TOMy coBpeivieHHbie 

MeTo/],bi 6 o p b 6 b i CO 3;iOKaHecTBeHHbiMH 3a6o;ieBaHHHMH HOCHT xapaKTep 

nepcoHH4)HqHpoBaHHOH Me/],Hi^HHbi, HanpaBjieHHOH na BbmBJieHne KOHKpeiHbix B 

Ka>K/i,OM CTiyqae OHKorenoB H npHMenenHH cpe/i,CT nanpaB/ieHHoro no/i,aB;ieHH5i MX 

aKTHBHOCTH. 
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^HCcepxaqHOHHaH paGoxa Fa^Hbi BTia^HMHpoBHbi CeMeHoeoH nocBHineHa 

HsyqeHHK) p o j i H p21-aKXHBHpyeMbix KHHa3 B pocxe H Mexacxa3npoBaHHH 

sjioKaMecxBeHHbix onyxojieH o6o;ioMeK nepHcJ)epHqecKMx HepBOB (Mali.^nant 
Peripheral Nerve Sheath Tumors, MPNST). 3TH onyxo/iH xapaKxepHsyioxcH 
qpeBBbiqaHHO x5i>Ke/ibiM xeMeHHeM, TeH/i,eHi4HeH K MexacxasHpoBanHK) M 

yCXOHHHBOCXbK) K Xpa/^HqHOHHblM OpOXOKOJiaM npOXHBOpaKOBOH XepanHH, HXO 

npeflcxaB/iJiex CO6OH cepbesHyK) 6H0Me/],HqHHCKyK) H cou(Ha;ibHyK) npo6;ieMy. KaK 

noKasajia Me/],HqHHCKa5i npaKXHKa, /^ocxynHbix Ha cexo/],H5imHHH j^euh SHaHHH o 

MexaHHSMax pa3BHXHJi H pacnpocxpaneHHa MPNST neflocxaxoHHo co3/.i,aHHH 
no/̂ xo/j,OB HX aflpecHOH xepaoHH. B 3XOH CBJI3H B HacxoHiî ee BpeMJi Be/i,eTCH 
aKTHBHbiH noHCK HOBbix xepaneBTH^ecKHX MHiueneH MPNST, a xaK>Ke HOHCK 

HOBbix /],HarHOCTHHecKHx H HpoxHOcxH^ecKHX KpHxepHeB 3X0X0 3a6o;ieBaHHH. 

npeflcxaBjieHHan /],HCcepxax|HOHHaH pa6oTa, necoMHeHHO HBJinexcH aKxya;ibHOH, 

XaK KaK OHa B H O C H X BKJia/l, B nOHHMaHHe MO/ieKyjinpHblX MexaHH3M0B pa3BHXHH 

MPNST H MO>Kex cxaxb OCHOBOH f\m pa3pa6oTKH HOBMX no/],xo/],OB K /leqeHHio 

3THX o n y x o ; i e H . 

/^ocTOBepHOCTb H o6ocHOBaHHOCTk pesyjibxaxoB HCc;ie/^OBaHHJi 

/],0CT0BepH0cxb nojiy^ieHHbix pe3y;ibxaxoB obecneqena Hcno-fib30BaHHeM B 

pa6oxe apcena/ia caMbix coBpeMeHHbix Mexo/],OB Hccjie/i,0BaHH5i, TUj(axejibHbiM 

yqexoM H no/],po6HOH oij(eHKOH peByjibxaxoB. npoBe/j,eHHbie 3KcnepHMeHXbi 
BKHioqarox Heo6xo/i,HMbie KOHxpo;iH, MXO noBBOJiJiex npoBecxH HX /],ocxoBepHyio 

oqeHKy. CxaxHcxH^ecKaji o6pa6oxKa KO/innecxBenHbix ^annbix o6ecneqHBaex 

flOKasaxejibHocxb saKJ iKi ' jeHHH. Cflejiannbie BbiB0/],bi ocHOBbmaroxcH na 

HOJiyqeHHbix pesyjibxaxax, normuhi H xopomo c4)opMy/iHpoBaHbL 
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Pesyjibxaxbi /],Hccepxau(HOHHOH pa6oxbi 6bmH ^ o ; i o ^ e H b i aexopoM na 5 
Hay^Hbix K0H4)epeHqHHx H ony6jiHKOBaHbi B 4 ne^iaxHbix mp^aHunx. ny6jiHKauiHH 
pesyjibxaxoB 3XOH pa6oxbi B BbicoKopeHXHHroBOM Me>fvi,yHapo/],HOM HayMHOM 

>KypHa/ie Oncogene (IF 7.5), yxasbiBaex Ha xo , qxo OHH ycneiiiHO npoiiijiH 
3KcnepxH3y npo(j]eccHOHa;ibHoro Hay^Hoxo coo6iiJiecxBa. 

HayMHan H0BH3Ha 

B /^Hccepxaij(HOHHOH pa6oTe CeivieHOBOH F.B. 6bmH no;iyMeHbi HOBbie 

npHopHxexHbie /^annbie, B qacxHocxH, 6bi;ia ycxaHOBJiena B3aHMOCBH3b Me>K/j,y 
aKXHBHocxbK) p21-aKXHBHpyeMbix KHHa3 I xpynnbi (PAKl/2/3) B xKaHHX o n y x o / i e n 

o6o;ioqeK nepH4)epHiiecKHX nepBOB H cxenenbK) 3;i0KaqecxBeHH0CXH 3THX 

o n y x o j i e H . K p o M e 3xoxo, B pa6oxe 6bi/iH BoepBbie H3yMeHbi 3(|)(t)eKTbi 
cJ)apMaKo;ioxHqecKoro HHFHbHpoBaHHJi PAKl/2/3 H reHexHMecKoro HOK/^ayna 

PAKl/2/3 na p o c x H pacnpocxpaHCHHe MPNST, npoBe/],eH aHa/iH3 MBMenenHH 

aKXHBHocxH KHHa3Hbix KacKa/],OB PI3K, MAPK/ERK H Wnt/p-KaxenHH B K;ieTKax 
MPNST B OTBex Ha HHaKXHBaqHK) PAKl/2/3. BnepBbie 6bm npofleMOHCxpHpoBan 

CHHeprnqecKHH 3(|)(|)eKT KOMGnnaqMH HHFH5HPOB KHHa3 MEKl/2 H PAKl/2/3 iia 
p o c x H MexacTa3HpoBaHHe 3/ioKaqecxBeHHbix OHyxo;ieH o6ojioMeK 
nepHcJ^epHMecKHX nepBOB in vivo. 

T e o p e x H t i e c K a H H npaKXHHecKaji 3Ha«iHMocxfa 

HoBbie HayqHbie npe/i,CTaB;ieHHH, no;iyMeHHbie aBxopoM B xo/̂ e aHa;iH3a 

pe3yjibxaxoB /],HccepxaiJ(HOHHOH paSoxbi , HOBBOJIHIOX 6o/iee /],exa/ibHO oriHcaxb 
Mo;ieKy;iHpHbie MexaHH3Mbi, /ie:HKauj(HX B ocHOBe pa3BHXHH H pacnpocxpaneHMH 

3;ioKaqecxBeHHbix onyxojieH o6o;iOMeK nepH(j)epHMecKHx HepBOB H, KpoMe 

4)yH/j,aMeHxa/ibHoro 3HaMeHHJi, HMeiox npHK/ia/̂ HOH n o x e n q n a j i . Ba>KHa5i po/ib p21-
aKTHBHpyeMbix KHHa3 I x p y n n b i B pexyyiHqHH OHKoreHHbix CHrHa;ibHbix i iyxcM 

no3Bo;i5ieT paccMaxpHBaxb 3XH 6e;]KH B KanecxBe noxenuiHajibHbix SnoMapKepoB H 

MHUieHen a/j,pecHOH xepannn MPNST. 
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O q e H K a co^ep>KaHHH /^HCcepxaqHH, ee C T p y K x y p w H saBepuieHHocxH 

^HCcepxaqHa F.B. CeivieHOBOH o(|)opM;ieHa B cooTBeTCTBHH c o6inenpHHHTbiMH 
xpeSoBaHHHMH «no;io:^eHH5i o npHcy>K/i,eHHH yneHbix cxeneHeH». Ona H3Jio>KeHa 
Ha 124 cxpaHHX\ax H co/],ep>KHX 3 3 pHcynxa H 2 xa6;iHqbi. CHHCOK HHXHpyeivioH 
^[Hxepaxypbi BKJiKJMaex 1 9 3 McxoHHHKa, 6o;ibmHHcxBo HB Koxopux /],axHpoBaHbi 
noc;ie/],HHM /],ec5iTH;TexHeM. Pa6oxa nocxpoena no KJiaccHMecKOMy n/iany H 
cocTOHX H3 BBe/],eHHJi, o6Bopa j iHxepaxypbi , MaxepHa;iOB H Mero/],oB MCCJie/i,0BaHH5i, 
F/iaBbi c onncaHHeM co6cTBeHHbix peByjibxaxoe Mcc/ie/̂ OBaHHJi H HX o5cy>K/i,eHHeM, 
BbiBo/],OB H cHHCKa JiHxepaxypbL 

Bo BBO/i,HOH qacxH /],HccepTaHx 4)opMyjiHpyex q e j i n H 3aj\am\, KpaxKO 
oSocHOBbiBaex arayajibHOCxb Hcc;ie/],0BaHH5i, oqenHBaex npaKXH^ecKyio qeHHOcxb 
H HOBHBHy noyiy^enHbix peay/ibxaxoB, npHBO/j,Hx CBe/̂ eHHH o6 anpo6ai^HH pa6oTbi. 

B o5Bope ;iHxepaxypbi npHBe^eHbi HBBecxHbie /i,aHHbie o cxpyKxype H 
CBOHCTBaX p21-aKTHBHpyeMbIX KHHaB H HX po;iH B paBBHXHH OHKO;iOFHqeCKHX 
Ba6o;ieBaHHH, a TaK>Ke /i,aHHbie o cnoco6ax 4)apMaKo/iorHHecKOH pery/i5inHH 
aKXHBHOCXH 3THX 6e/iK0B. KpoME 3X0X0, aBxop o6cy>K/j,aex MOiieKy;iHpnhie 
MexaHHBMbi BOBHHKHOBeHHH H npoxpeccHH onyxo/iBH o6o;ioMeK nepMcĴ epHMecKHx 
HepBOB H coBpeMeHHbie no/^xo/],bi K xepannn 3XHX 3a6o/ieBaHHH. MaxepHa/i o63opa 
jiHxepaxypbi xopomo cxpyKxypnpoBaH H HB/io>KeH H normuo CBHBan c XCMOH 
/HHCcepxaqHH. 063op /],aex Hcnoe npe/],cxaB/ieHHe o npe/i,Mexe Hcc;ie/i,0BaHH5i H 
noBBOiiaex oi^ennxb Banoiocxb H aKxya;ibHocxb Bbi6paHHoro HanpaB;ieHMH pa6oxbi. 

C/ie/],yiounHH pa3f\eji co/j,ep>KHT onHcanHe MaxepHa/ioB H Mero/],oB, 
npHMenenHbix aBxopoM fl,nn pemennH nocxaB/ienHbix 3a/],aq. B paBfle;ie 
npeflcxaB/ienbi Bce peaKXHBbi, o6opy/],OBaHHe H 6Ho;iorHMecKHe o6x,eKTbi, 
HcnojibBOBaHHbie B pa6oxe. IlpHMeHJiBixiHecH B pa6ore Mexo/̂ bi BK/iioMajiH 
FHCTO/ioFHqecKoe OKpauiHBaHHe, Becxepn 6/iox anajiHB, /[Hno(|)eKHHio H 
pexpoBHpycnyK) xpaHC/],yKi4HK) 3yKapH0THMecKHX KJiexoK, ana/iHB HX 
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>KH3HeCn0C06H0CTH H HHBaSHBHOH c n o c o 6 H o c T H . JJ^m npoBe/i,eHHH 

3 K c n e p H M e H T 0 B in vivo a B T o p o M 6 b i ; i H H c n o ; i L 3 0 B a H b i /\Be M b i i u H H b i e MO/j,e;iH -

Moj\enh noflKO>KHbix K c e H o r p a ( J ) T H b i x M P N S T H MO/],e/ib B K c n e p H M e H T a / i b i i b i x 

j i e r o H H b i x MexacTaBOB M P N S T . /],ji5i 0TCJie>KHBaHHH MexacTaBOB B pea/ibHOM 

BpeMCHH a B x o p o M 6hm n p H M e H C H Mexo/i, 6H0/iK)MHHecuieHXH0H B H 3 y a ; i H 3 a q M H . 

B c e Mexo/j^bi o o H c a H b i /],ocxaTOMHO n o / j , p o 6 H o f\ji9i BocnpoH3Be/j,eHH5i 

3 K c n e p H M e H T 0 B . M a x e p H a j i flaHHoro pa3/],ejia CBHflexe/rbCTByeT o BBICOKOM y p o B H e 

C/10>KH0CTH H C n o ; i b 3 0 B a H H b I X XeXHOJlOFHH, KOTOpbie Xpe6yiOX o x aBXOpa 3HaHMH H 

y M e H H H HE XO;ibKO B 067iaCXH MOJieKyHnpHOH H K/ieXO^HOH 5 H 0 i l 0 r H H , HO H B 

05/iaCXH M 0 p ( | ) 0 ; i 0 F H H , (J)H3HO;iOrHH H 6 H O ( J ) H 3 H K H . 

Va3p,eji « P e 3 y ; i b x a x b i H o 6 c y ^ e H H e » ^o/];xBep>K/^aex y c n e i i i H o e p e m e H n e 

/],HccepxaHTOM B c e x n o c x a B / i e n n b i x 3a/^aM. A B x o p o M 6 b i / i o HByqeno Bimmme 

HHFH6HXOPOB p 2 1 - a K X H B H p y e M b i x K H n a s n a p o c x H p a c n p o c x p a n e H H e 

B/ioKa^ecTBeHHbix o n y x o j i e H o 6 o ; i o M e K n e p H 4 ) e p H q e c K H X nepBOB in vitro H in vivo, 

a TaK>Ke c ^ e ; i a H b i BbiBO/],bi o BO3MO>KHOCXH Hcno/ibBOBaHHJi HHFH6HTOPOB 

P A K l / 2 / 3 f^Jifi HH/i,HBH/],ya;ibHOH H c o ^ e x a H H O H x e p a n H H M P N S T . B 3TOM pa3/^e/ie 

a B x o p KpaxKO p e B i o M H p y e x ocHOBHbie flaHHbie Hcc;ie/i,OBaHHH H ana/iHSMpyex HX C 

n p H B J i e q e H H e M /j ,aHHbix J i M x e p a x y p b i . n o ; i y M e H H b i e p e B y / i b x a x b i H3iio>KeHbi HCHO M 

n o f l p o 6 H o , n p o H . n ; i K ) c x p H p o B a H b i c o o x B e x c x B y i o u j j H M H p H c y H K a M H H x a 6 / i H q a M H , 

K o x o p b i e o 6 ; i e r q a K ) x B o c n p H H X H e M a x e p n a j i a . 

B u(e;ioM /i ,HccepxaqHH npoH3Bo/j ,Hx 6 ; i a r o n p H 5 i T H o e Bneqax/ieHHe. P a 6 o x a 

B b i n o j i H e H a n a BBICOKOM M e x o f l H H e c K O M y p o B H e . C { j ) o p M y ; i H p o B a H H b i e B p a b o x e 

BbiBO/i,bi 6 a 3 H p y K ) x c H Ha o 6 i i i H p H O M 3 K c n e p H M e H x a ; i b H 0 M M a x e p n a / i e , n o ; i H o c x b K ) 

o 6 o c H O B a H b i H 3 K c n e p H M e H x a ; i b H 0 flOKaBanbi. A B X o p e 4 ) e p a x /i ,HccepxaqHH n o 

co/],ep>KaHHK) n o ; i H O C x b i o c o o x B e x c x B y e x / j ,HccepTaqHH. O c H O B H b i e nojio>KenHM 

p a 6 o T b i r . B . CeivieHOBOH HOJIHOCXBH) OTpa>KeHbi B 4 c x a x b H x , ony6;THKOBaHHbix B 

H a y ^ H b i x > K y p H a ; i a x , BXO/],HII]IHX B n e p e ^ e n b n a y ^ H b i x H3/i,aHHH, peK0MeH/j ,0BaHHbix 

M H H o 6 p H a y K H POCCHH fi^nn ony6; iHKOBaHHJi peBy/ibxaxoB flHccepxaqHH. 
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PaSoTa HanHcaHa x o p o i i i H M ;iHTepaTypHt.iM HSWKOM C He6o;it .mHM 

KO/iH^ecTBOM one^axoK H cxH^cxHMecKHX noxpeixiHocxeH. FIpH /i,exa;ibHOM 

oBHaKOM/ieHHH c /],HCcepxaqHeH eosHHKaex pa/i, BonpocoB H BaMeqanHH. 

1 . fJ^m HeKOTopbix pHcyHKOB He pacLUH4)poBaHbi coKpau^eHHbie HasBaHHH 

6 e m o B , HanpHMep, PncyHOK 5 H PHcynoK 8 oSsopa yiHxepaxypbi. 

2. B 3KcnepHMeHTax c Hcno;ib30BaHHeM xKaneBbix MHKpoMaxpnq B onHcaHHM 

K pHcyHKaM He yxaaaHbi pasMepbi Bbi6opoK ( P n c y n o K 1 5 H PHcynoK 1 6 

pa3/i,e/ia «Pe3y;ibxaTbi H o6cy>K/],eHHe»). 

3. HMMyHOrHCTOXHMHqeCKHH aHa/IH3 XKaneBbix MHKpOMaxpHq BbI5IBH;i 

y B e ^ q e n n e ypoBHH cJjoccJjopH/iHpoBaHHH p21-aKXHBHpyeMbix KHHa3 B 

Mexacxasax MPNST n o cpaBnennK) c xaKOBbiM B nepBHHnbix MPNST. 
Cpe/i,H Hcno;ib30BaHHbix Knexoqnbix /IHHHH MPNST 5bi;iH im KnexKH, 

nojiyMeHHbie H3 Mexacxa30B MPNST? Ec/in /i,a, naS/iioflajiocb im 

anajiornHHoe j ^ e y i n q e n n e aKTHBHOcra PAKl/2/3 B 3XHX KyiexKax? 

4 . P^JiR (JDapMaKo;ioFHqecKoro HnxnGnpoBanHH PAKl/2/3 B paSoxe H3 Bcero 

MHOFOo6pa3HH nH3K0M0JieKy/iHpHbix HHrn6HxopoB 6bui Bbi6paH Fraxl036. 
^eM o6yc;iOB;ieH xaKon Bbi6op? 

npHBe/i,eHnbie BaMenannH HMeiox qacxnbiH xapaKxep H ne CHH>Kaiox H a y m i o n 

q e n n o c x H paSoxbx 

3aK/iM)MeHHe 
no aKxyajibHOCTH xeivibi, obteiv iy n noBHsne SKcnepnMenxayibHoro 

Maxepnajia, obocHOBannocxn BbiBO/i,OB, n x xeopexHMecKOH n npaKXH^ecKon 

BnaMHMOcxH /],HCcepxauiHonHaH pa6oxa CeMenoBon Fa/innbi Bjia/i,HMHpoHHhi 

HB/iaexcji i^e/ibHbiM saKonqennbiM nay^^nbiM Hcc/ie/i,oBaHHeM H cooxBexcxByex 

BceM K p n x e p n j i M , ycxanoBjienHbiM "nojio>KeHHeM o npHcy>K/i,enHH y n e n b i x 

CTenenen" (yxBep>K/i,eno nocxanoB/ieHHeM npaBHxe;ibcxBa PO ox 2 4 . 0 9 . 2 0 1 3 r. NQ 
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842 c H3MeHeHHHMH nocTaHOB/ieHHH npaBHxe/ibCTBa OT: 21.04.2016 r. NQ 335; 
02.08.2016 r. NQ 748; ox 29.05.2017 r. NQ 650), a caM /^HCcepxaHX HecoMneHHO 

3acj[y>KHBaex npHCBoeHtm HCKOMOH cxenenn Kan/i^axa Sno/iorHMecKHX nayK no 

cnei^ajibHOCTH 03.01.03 - Moj ieKyj i J ipnan 6Ho;iorHH. 

04)H^Ha;lbHbIH o n n o n e H T 

Bjia^^HMHp C e p r e e B H H I l p a c o / i o B , 
FJiaBHbiH nayMHbiH c o x p y ^ n n K , 
H,o.3aBe/],yK)u^eFo yiaGopaxopnen Kyiexo^nbix OCHOB pa3BHXHJi 3;iOKaMecxBeHHbix 
3a6o;ieBaHHH 
Oe/],epa;ibHoro rocy/],apcTBeHHoro 6K)/],>KeTHoro y ^ p e ^ e n n j i HayKH 
MncxHxyxa MOJieKyjiapnoH SHOJIOFHH HMCHH B.A.3Hre/ibrap/j,xa 
PoccHHCKOH aKa/i,eMHH nayK (OrBYH MMB P A H ) , 
flOKXop 6Ho;iOFHqecKHX nayK, npo{|)eccop 
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Ten.: 8(499)135-9849 
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