
« yTBEP )KAAK ) » 

O x s b i B Be/iyuieH opraHHsauHH O e ^ e p a j i b H o r o rocyflapcxeeHHoro 

6 i o ; i ^ e T H o r o yHpeMc^eHHH « r o c y f l a p c T B e H H b i H HayHUbiii ucHxp «HHCTHTyT 

HMMyHOJiorHH» O e ; i e p a j i b H o r o MeziHKO-GHOJiorHHecKoro arcHTCXBa P O C C H H 

Ha aHccepxauHOHHyio p a S o x y CeivieHOBOH F a j i H H b i Bjia/iHMHpoBHbi Ha reiviy 

« p 2 1 - A K T H B H p y e M b i e KHnasbi I r p y n n b i K a K TepaneBTHHecKHe MHmeHH 

3JiOKaHecTBeHHbix o n y x o j i e i i O S O J I O H C K nepH4)epHHecKHX HepBOB», 

npe^jcxaBJieHHyio n a coHCKanHe yHeHoii c r e n e H H K a n ^ H ^ a r a SnojiorHHecKHX 

HayK n o cneuHajibHOCTu: 0 3 . 0 1 . 0 3 - MOJieKyjinpnaH GHOJiorHH 

3jioKaHecTBeHHbie onyxojiH O S O J I O H C K n e p H ( | ) e p H H e c K H x HepBOB ( M P N S T ) 

n p e f l c x a B J i H i o T C O 6 O H capKOMBi M a r K H x T K a n e H , K o x o p b i e pasBHBaioxca H 3 K J I C X O K 

nepH4)epHHecK0H HCHporjiHH (iiiBaHHOBCKHx K J I C X O K ) . O K O J I O 5 0 % M P N S T 

B03HHKaK)X y naLtHCHXOB C HCHpO(|)H5pOMaX030M I X H n a ( H O I ) BCJICflCXBHC 

noBpc^AeHHH xena H e H p o 4 ) H 6 p o M H H a - O A H O X O H 3 Ba}KHCHiuHx pcryjiaxopoB 

aKXHBHocxH M a j i b i x FTOas Ras B H C P B H B I X x K a H H x . Jle^unuT H C H p o 4 ) H 6 p o M H H a B 

KJICXKaX npHBOflHX K H a p y m C H H K ) CHXHaJIBHOH X p a H C f l y K q H H , OnOCpCAOBaHHOH 

Ras, B H a c x H o c x H , K aKXHBauHH p a^a O H K O X C H H B I X CHFHajiBHBix n y x c H . IlonBixKH 

HCnOJIB30BaHHa KOMnOHCHXOB RaS-3aBHCHMBIX CHXHaJIBKBIX n y x c H B KanCCXBC 

arcHxoB MOJicKyjiflpHO-npHLi,cjiBHOH (xaprcxHOH) x e p a n H H M P N S T na 
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c e r o ^ j H a u i H H H flCHL He y s e H H a j i H c t y c n e x o M . T E K H M o 6 p a 3 0 M , B K n a ^ flpyrnx 

CHrHajibHbix KacKaflOB B pasBHTHe 3 T H X o n y x o j i e H o c x a e x c a npe^^MexoM naynHBix 

flHCKyccHH, a n o H C K HOBbix MHUieneH xaprexHOH xepauHH MPNST - a K x y a j i b u o H 

saflaneH. 

l^ejibK) AHCcepxaLiHOHHoro HccjieflOBauHH C e M e u o B O H F.B. c x a j i a o i ^ e u K a 

3HaHHMocxH p 21 - a K X H B H p y e M b i x K H u a s I xpyuuBi (PAKl/2/3) B K a n e c x B e 

uoxeHLtHajiBHbix MHiueueH fljia xepauHH sjioKaHecxBeHHbix onyxojieu o6ojioHeK 

nepH4)epHHecKHX uepBOB (MPNST). AKxyajibHOCTb pa5oxbi ue Bbisbmaex 

c o M H e u H H , nocKOJibKy B H a c x o j i m e e BpeMa j i e K a p c x B e u H a f l x e p a n u a flauHoro 

3a6ojieBaHH5i u e p a 3 p a 6 o x a H a , a ziauHbie o 3HaHeHHH CHruajibHOH xpaHCflyKi;HH, 

o n o c p e ^ O B a H H O H P A K 1/2/3, jiiifi pa3BHXHH MPNST u a c e r o f l u a u i H H H ^ e u b 

o x c y x c x B y i o x . 

H a y M H a a HOBHsna ^HCcepraiiHH onpeaejiaexcfl cjieflyiomuMH 

pesyjibxaxaMH. 

B u a c x o a m e u p a G o x e 6biJia B u e p B b i e H3yHeHa B3aHMOCBfl3b M e ^ ^ y 

KJiHHHKO-Mop(|)OJiorHHecKHMH x a p a K x e p u c x H K a M H o n y x o j i e u o S o j i o n e K 

nepH4)epHHeCKHX UepBOB H ypOBHCM 4)oc4>opHjiHpoBaHHH p21 - a K X H B H p y e M b i x 

KHuas I r p y n u b i B 3 X H X onyxojMX. B b u i o BbWBjieHO y B e j i n n e H H e y p o B U f l (^oc(J)o-

PAK1/2/3 B XKauHX sjiOKanecxBeKHbix onyxojieH o6ojiOHeK nepH(|)epHHecKHx 

HepBOB n o cpaBneHHK) c xaKOBbiM B XKanax flo6poKaHecxBeHHbix onyxojieH H 

XKauHX HopMajibHbix nepH4)epHHecKHX nepsoB nejioBeKa. Bbuio y c x a n o B J i e n o , H X O 

nanGojiee B B I C O K H H ypoBenb 4)oc4)o-PAK 1/2/3 xapaKxepen ; ; J I H MexacxasoB 

MPNST. T a K ^ e 6bmo noKa3aHo, H X O aKXHBHocxb P A K 1/2/3 B MPNST n e 3aBHCHx 

o x x o r o , HBJiaexcfl J I H flannaa onyxojib c n o p a A H n e c K O H H J I H c o n p a ^ennoH c 

H e H p O ^ H 6 p O M a X 0 3 0 M I XHUa. 

KpoMe 3 x o r o , B pa6oxe 6biJio B u e p s b i e H3yHeHO B J i H a n n e HnrnGnxopoB 

PAK 1/2/3 H r e n e x H H e c K o r o noK/^ayna PAK 1/2/3 n a npojiH4)epaxHBHyio H 

^ ^ B H r a x e j i b n y K ) aKXHBHOcxb KJiexoK MPNST H n o K a 3 a H O , H X O BbiKjnoneHHe 
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P A K 1/2/3 CHH5KaeT 5KH3HeCn0C06H0CTL H HHBa3HBHyK) CnOCo6HOCTb 3THX KJieXOK. 

B t i J i a oGnapy^eHa n o n o i K H x e j i B H a H K o p p e j i f l i ^ H a M e ^ ; i y y p o B H C M ^ o c ^ o -

PAK1/2/3 B KJ iexKax MPNST H H X HyBCXBHxej iBHOcxbio K HHaKXHBai^HH 

PAK 1/2/3. B pa6oxe 6 B I J I H B n e p B b i e n p o a n a j i n s H p o B a n b i n s M e n e n n a aKXHBnocxn 

KJiiOHeBbix O H K o r e n n b i x c n r n a j i b H b i x KacKaflOB, o n o c p e A y i o m H e a a n n b i e 

5nojiorHHecKne 34)4)eKXbi. 

B pa6oxe 6 b i j i B n e p B b i e n p o B e ^ e n a n a j i n s H H A H B H a y a j i b n o r o H c o H e x a n n o r o 

BOSAencxBHH HHSKOMOJieKyj i f lpnbix H n r n G n x o p o B P A K 1/2/3 (Fraxl036) H 

M E K l / 2 (PD0325901) n a p o c x s j i O K a n e c x B e n H b i x o n y x o j i e n o 5 o j i o H e K 

n e p H 4 ) e p H H e c K H X n e p B O B in vitro n in vivo. B n e p B b i e 6b iJ io n p o f l e M o n c x p n p o B a n o , 

HXO 3XH HnrnSnxopbi B s a H M O f l e n c x B y i o x n o c n n e p r H H e c K O M y x n n y H 3(|)(|)eKXHBH0 

n o f l a B j i i i i o x p o c x K J I C X O K MPNST, a xaKHce p o c x noAKO>KHbix 

K c c H O x p a n c n j i a n x a x o B MPNST n S K c n e p H M c n x a j i b n b i x j i e r o H H b i x M c x a c x a s o B 

MPNST n p n C O B M C C X H O M H c n o n b s o B a n n n . 

^OCTOBepHOCTb H o6oCHOBaHHOCTb pCSyjIbTaTOB n e BblSblBaiOX 

c o M n e n n n , xaK KaK a B x o p o M n p o B C f l c n a n a j i n s Gonbuioro KOJinnccxBa 

3KcnepHMeHxajibHoro M a x e p n a j i a , n c n o j i b s o B a n b i c o B p c M C H H b i c Mcxo/^bi 

j i a G o p a x o p H b i x n c c j i e A O B a n n n n K o p p c K x n b i e cnoco6bi cxaxHCXHHccKoii 

o6pa6oxKH A a n n b i x . B w B O A b i A H C c e p x a q n H n o n n o c x b i o c o o x B c x c x B y i o x I ^CJ IH H 

n o c x a B n e n n b i M sa^ a n a M . 

P e s y j i b x a x b i flnccepxai;HOHHOH pa5oxbi G b u i n ^ o j i O H c e n w a B x o p o M n a 5 

Me^c/^ynapof lHbix n a y n n b i x K 0 H 4 ) e p e H a H f l x H ony5j[HKOBaHbi B 4 nepHOflHHCCKHX 

n a y H H b i x H S f l a n n i i x , p c K O M c n f l O B a n H b i x M n n n c x e p c x B O M o G p a a o B a n n H n n a y K H 

P O C C H H C K O H O e f l e p a n , H H jxjifi n y G j i n K a i^nn p e s y j i b x a x o B AHCcepxau,HOHHbix 

HCCJieAOBannn. ABXope4)cpax H o n y G j i H K O B a n n b i e pa5oxbi B n o j i n o M oGteivie 

o x p a n c a i o x c o A c p ^ a n H C A H C c c p x a a n H n ^ a i o x n p c A c x a B J i e n H C o c x p y K x y p e 

n p o B C A e n n o r o HCCne^oBaHHH H e r o p e s y j i b x a x a x . 
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HayHHO-npaKTHHCCKaH SHaHHMOCTb HCCJie/IOBaHHfl 

P e s y j i b T a x b i flHccepxaiiHOHHOH paGoxw CeMCHOBOH F.B. ^onoj iHARDx 

coBpeMeHHbie n p e A c x a B J i e n H H o MOJieKyjiapHbix M e x a n H S M a x K a H i ; e p o r e H e 3 a H 

BHOCHX BKHafl B paSBHXHC ^yH^aMeHXaJ lbHOH H npHKJiaflHOH 6 H 0 M e A H i ;HHbL 

n p e f l C x a B J i e H H b i H B ^ H C c e p x a q H H a K c n e p H M e n x a j i b K b i H H x e o p e x H H e c K H H 

M a x e p n a j i nosBOJiaex 6 o j i e e n o j i H O o u e H H X b p o n b p 2 1 - a K X H B H p y e M b i x KHHas I 

XpyHHbl B 4)M3HOJIOrHH OHyXOJieBblX KJieXOK, HXO npeflCXaBJIHeX 3HaHHMbIH 

4)yHflaMeHxajibHbiH H H x e p e c M O J i e K y j i a p n o H 6 H O J i o r H H . 

FIpaKXHHecKaf l snanHMOcxb pa6oxbi o n p e a e j i a e x c a n e p c n e K X H B a M H 

KjiHHHHecKoro npHMeneHHA H H F H 6 H X O P O B p21-aKXHBHpyeMbix KHHa3 AJia 

nporH03HpoBaHHfl H J ienenHH s j i o K a n e c x B e n H b i x o n y x o j i e H o6ojioHeK 

n e p H 4 ) e p H H e c K H x n e p B O B . 

P e s y j i b x a x b i p a G o x b i M o r y x 6 b i x b p e K O M e n f l O B a H b i fljia HcnojibsoBaHHa B 

H a y H H O - H c c j i e A O B a x e j i b C K H x H H C X H x y x a x , s a n H M a i o m n x c a H s y n e H H e M 

BHyxpHKJiexoHHOH CHrHajiH3aii,HH H M O J i e K y j i a p H o r o n a x o r e n e s a 

3J [ 0 K a H e c x B e H H b i x H O B O o 5 p a 3 0 B a H H H , a xaKHce ^ J I H n p e n o A a B a H n a K y p c a 

MOJieKyjiapHOH G n o j i o r H H B G n o j i o r H H e c K H X H MeflHi^HHCKHX BYSax. 

O S m a f l xapaKTepHCTHKa paSoTbi 

/ ] , H c c e p x a a H f l F.B. CeMCHOBOH o6'beMOM 1 2 4 c x p a H H U b i n p e A c x a B j i e n a B 

xpaf lHUHOHHOM BujiQ H c o c x o H x H 3 BBe^eHHH, oSsopa j i H x e p a x y p b i , p a s z i e j i a , 

n o c B a m e H H o r o M a x e p n a j i a M H M e x o ^ a M H c c j i e f l O B a H H H , r j i a B b i , o6'be/]:HHHK)meH 

p e s y j i b x a x b i H c c j i e f l O B a H H a H H X o 6 c y ^ / ; e H H e , B B I B O A O B , 6 j i a r o f l a p H O C x e H , c n n c K a 

c o K p a m e H H H H 6H6jiHorpa(|)HH, nacnnxbiBaiomeH 193 HCxoHHHKa. Pa5oxa 

H J i J i i o c x p H p o B a H a 33 p H c y H K a M H H coflep>KHX 2 xa6jiHi;bi. 

B n e p B O H BBoj^HOH r j i a B e o G o c H O B a n a a K x y a j i b H o c x b x e M b i H c c j i e f l O B a H H a , 

c4 ) o p M y j i H p o B a H a ero q e j i b H s a f l a H H , KOHCxaxMpoBana e r o n a y H H a a HOBHSHa H 

n p a K X H H e c K a a s n a H M M O c x b . 
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Bo B T o p o H r j i a B C npe^CTaBJieH o63op o x e H e c T B e H H b i x H 3apy6e}KHBix 

ny6jiHKai^HH no T C M C flnccepTaann. A B T o p o M n p o B e ^ e n a CHCTeMnaa 

a n a j i H T H H e c K a a pa5oTa no o n n c a n H i o H3BecTHLix G C J I K O B B I X B3aHMOfleHCTBHH, 

p e r y j i n p y i o m n x pa6oTy p 21 - a K T H B n p y e M M X KHHa3, y^e n c c j i e A O B a n n b i x (^ynKLiHH 

PAKl/ 2 / 3 , a TaK)Ke cymecTByiomnx HHrnSHTOpOB 3 T H X KHHa3. B rjiaBe xaK^e 

pa3o6paH MoncKyjiJipHBiH naxorenes Henpo4)H6poMaT03a I xnna n 

3JioKaHecTBeHHBix onyxojien O G O J I O H C K nepH4)epHMecKHX nepBOB H cnoco6Bi 

nanpaBnennoro 4)apMaKOJiorHHecKoro B03fleHCTBH5i na 3 T H onyxoj in. 

B xpeTBCH r j i a B e npeACTaBJienbi o6i>eKTbi n M e x o f l B i H c c j i e f l O B a n n H . B 

p a 6 o T e H c n o j i B 3 0 B a H B i c o B p e M e n n b i e M O J i e K y j i a p n o - G H O J i o r H H e c K H e M C T O A B I , 

a f l e K B a x n b i e n o c x a B J i e n n B i M sa^aHaivi. 

B HCTBepTOH rjiase H3Ji05KeHbi pe3yjibTaTbi n o6cy^AeHHe coGcTBennbix 

HccjieflOBaHHH. H 3 npeAcxaBnennbix MaxepnajiOB cnejiyeT, H T O ̂ HCcepTanTOM 

6bijia npoBCflena MacmxaGnaa pa6oTa no H3yHeHHio 34)4)eKTOB HOK^ayna H 

4)apMaKOJiornHecKoro H H r H G n p o B a n H f l p21-aKTHBHpyeMbix KHna3 I r p y n n b i B 

KJiexKax 3JioKaHecTBeHHbix onyxojien O G O H O H C K nepH4)epHHecKHX nepBOB in vitro 

H in vivo. B n p o i ] , e c c e Hccjie/^OBannfl 6bijia o G n a p y ^ e n a saBHCHMOCTb 

HyBCTBHTeJIbHOCTH K J I C T O K MPNST K H H r n G H T O p a M PAKl/2/3 OT HCXOflHOrO 

ypoBHfl 4)oc(J)opnj[HpoBaHHH 3 T H X KHHa3 B H c n b i T y c M b i x K j i e x K a x . Bbino n o K a s a n o 

CHH^ceHHe HHBa3HBH0H c n o c o G n o c T H KnexoK MPNST H H X M e x a c T a T H H e c K o r o 

n o x e n q n a j i a B O X B C X n a H n a K X H B a u H i o PAKl/2/3. Ha KJ iexoHHbix n M b i m n n b i x 

MO^enax MPNST 6b iJ i n o K a s a n c n n e p r H H e c K H n aHXHnpojin4 ) e p a x H B H b i H S ^ ^ C K X 

K O M G n n a q M H H H X H 6 H X O P O B PAKl/2/3 H M E K l / 2 . 

B b i B O A b i A H C c e p x a i t H H c4 ) o p M y j i H p o B a H b i r p a M o x n o H J i o r n n n o B b i x c K a i o x 

H3 pe3yjibxaxoB pa6oxbi. 

P e 3 i o M H p y H , MO»CHO o6ocHOBaHHO saKHiOHHXb, HXO a B x o p o M n o j i y n e n b i 

apKHC n p H o p n x e x H b i e p e s y j i b x a x b i p a S o x b i H c f l e j i a n n b i e n a H X o c H O B a n n n 

BbiBOAbi cooxBexcxByiox n o c x a B n e H H b i M sa^anaM H B H O J I H O H M e p e o x B e n a i o x n a 

H H X . 
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3a!VfeHaHHfl 

ITo flHccepTaqHH HMeexcH HecKOJibKO B o n p o c o B H saMenaHHH, KOxopbie 

OTHOCHTCH, r j i a B H B I M oGpaSOM, K (J)OpMe H3JI0^eHHH H n p e A c x a B j i e H H K ) 

p e s y j i b x a x o B . 

1. Ha MHKpo4)oxorpa(|)Hflx x H C x o n o r H H e c K H x o6pa3qoB M a c u i x a 6 o G o s H a n e H 

o n e H b M e j i K H M H HCHMxaeMbiM mpH ( | ) x o M . M o ^ H o 6biJio 5bi 

flonojiHHxejibHO y K a s a x b M a c m x a G B o n H c a H H H K p H c y H K a M . 

2. Bonee KoppeKXHO 6hmo 6bi H c n o j i b S O B a x b xepMHH « K c e H o x p a H c n j i a H x a x » 

H J I H « r e x e p o x p a H c n j i a H x a x » BMecxo xepMHHa « K c e H o r p a 4 ) x » . 

3. B MOflejiax in vitro KJiexKH s j i O K a n e c x B e n H b i x o n y x o j i e H o6ojioHeK 

nepHcJjepHHecKHX nepBOB 6biJiH ycxoHHHBbi K Bos^eHCXBHio nnxnGnxopa 

M E K l / 2 , OAHaKO, 3 x o x H H X H G H X O P 3(^4)eKXHBHO HOAaBUflj i p o c x o n y x o j i e M 

y MOflenbHbix »;HBOXHbix. B A H C c e p x a q H H oxcyxcxByex oG-bHCHenne HQM 

o G y c j i O B n e n a x a x a a p a s H H i i a Me ^ ^ y HyBCXBHxejibHocxbio K 

HHFHGHpoBaHHK) M E K l / 2 in vitro H in vivo! 

4. B p a 6 o x e n e c f l e j i a n o B M B O A O B O T O K C H H H O C X H HCHOJibsosaHHOH 

K 0 M 6 H H a i ; H H HHrH5HXOpOB. 

/l ,aHHbie 3aMeHaHH5i He H O C H X n p H H L t H H H a j i b H o r o x a p a K x e p a H n e Moryx 

CHH3HXb o 6 m e H BblCOKOH OqCHKH flHccepxaitHH. 

3aKJiiOHeHHe 

/l;Hccepxai;HOHHa5i pa6oxa CeMenoBOH F a i i H H b i Bjia^HMHpoBHbi c o o x B e x c x s y e x 

KpHxepHflM, ycxaHOBJieHHbiM " H o j i o^eHHeM o H p H c y ) i c i i e H H H ynenbix c x e n e H e i i " 

(yxBepHc^eHO H o c x a H O B n e H H e M H p a B H x e j i b c x B a PO o x 24.09.2013 r . JVe 842 c 
HSMeHeHHflMH H o c x a H O B J i e H H H H p a B H x e j i b c x B a PO o x : 21.04.2016 r . JNb 335; 

02.08.2016 r . 748; o x 29.05.2017 r . No 650), a ee a B x o p s a c j i y ^ H s a e x 
npHCBoeHHH H C K O M O H cxcHCHH K a H f l i ^ a x a G H O J E O X H H C C K H X HayK n o cnennanbHOCXH 

03.01.03 - M o j i c K y j i a p n a f l 6HOJiorHa," 
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O T 3 W B o 6 c y ^ ; ; e H H Oflo6peH H E saceAaHHH C C K I ^ H H JV22 YHeHoro coBCTa 

OFBY «FHFI, HHCTHxyx HMMyHOJiorHH» O M B A (npoxoKOJi JVro2 ox 19 ^eBpajia 

2018 p.). 

^OKXOp MeAHl],HHCKHX HayK, 

BeflymHH HayHHBiH coxpy;^HHK 

Jia5opaXOpHH KJIHHHHeCKOH HMMynojiorHH 

HameHKOB M n x a H J i BnaflHMHpoBHH 

KoHxaKxnaa HH4)opMaLi,H5i o cocxaBHxejie o x s t m a , 

HameHKOB M n x a H J i BnaflHMHpoBHH 

flOKxop MeflHu;HHCKHX HayK, BeflymHH HayHHbiH c o x p y ^ n n K 

j ia6opaxopHH KjiHHHnecKOH HMMynoj iorHH OFBY «FHFI, HHCXHxyx 

H M M y H O J i o r H H » O M B A , 

115478, r . M o c K B a , K a m n p 

+79099301770 
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