) SMTB  [f|zmai- = hhmi
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PA D S -CITRULLINE is a non-standard amino acid generated as an intermediate in a metabolic Why PADs?
nathway called the urea cycle, in which ornithine is converted to arginin. This reaction is
nerformed by peptidylarginine deiminase (PAD) family
Citrullination affects numerous
L-LInTpynamnH - HecTaHAapTHAA aMUHOKMUCAOTA, MPOMENKYTOUHbIN NPOAYKT B MeTaboinyeckom ohysiological and pathological processes.
:ZT\,I\AO’\:JITS?:VA;%:“KKZTSWM OPHUTUH NepexoauT B aprmHUH. ITa peakuma Nnpomn3BoamnTca C PADA and EADZ, oredominantly.
—— e expressed in granulocytes and linked to
(46 diseases characterized by aberrant levels
Airway Epithelium o of neutrophil extracellular traps. Also,
| Tests for mportance PAD | ‘» QV o this gene may play a role in granulocyte
In this experiments PAD, inhibitors have been ‘ \ and macrophage development, leading
studied in vitro and in vivo disease models 2\ Pt C;E;f;;on to inflammation and immune response.
",,-.; that are associated with aberrant PAD ‘im@y" |
W6 regulation. According to the results, many of )’%TCVC'G @ LUnTpynauma BanMAaeT Ha MHOXKECTBO
these studies gi_Ve us a .hOIOe for treatment i ‘i PU3NONOrMYECKMX N NMATOSIOTUYECKNX
Perspective inhibitor | ?ﬂ”jé 3irnpgr:ervheenutlrggtgfdd;f:ter:fir;itsfj:;iTtsipeylse e M s npoueccos. MpeumyLLiectseHHo PAD IV
that we chose sclerosis, ulcerative colitis, lupus and cancer s b —— IRCNPECLMPYETEA B TPary/IoUMTaX, 1
using computer modeling ; 2 . CBA3aH Cc 3aboneBaHnAMM, KOTOPbIE, B
TectmpoBaHue 3HaunmocTtn PAD — : CBOIO OHEPELD, XaPARTEPUSYIOTLA
nepc”eKT”BTb'ﬁ MHrnbuTop, . B aTux akcnepumeHTax nHrmbutopsl PAD < - AaHOMAaIbHbIM YPOBHEM HEUTPOPU/bHbIX
BbIOPaHHbIN B pesynbTaTe  6bIAM M3yYeHbl Ha MOAENAX 3a60eBaHM, o e ] —— : BHEK/IETOYHbIX /10BYLIEK. Kpome TOoro
KOMNDBIOTEPHOTO . KoTopble CBA3aHbI C aHOMabHbIM e T Sa™ USET 3TOT reH MOSKeT y4acTBOBaTh B Pa3BUTUM
s RO g e Y s nmgobarn o
Ln complex with Blgltoxin : ycrnex B neqeﬂHmm M/Mnﬁ; npocbliaHf;/Ke ™ l 4 . FEASanD & MMMYRHEIM OTEETOM
Da3/INYHbIX 3aD0NEBaHUM, B TOM YMUCAe e i : SOCTIAIEANEM.
DEBMATOUAHOIO apTPUTa, PACCEAHHOIO Y & At E.A s
CRAEPO3d, ASBERROTO KONNTA, BO/HARRA 1 a, € - Expression of PADI4 in CD11b and Ly-6G cells with
PaKd PADI4 wild type and PADI4 knockout (PAD4 -/-)

b, d - Expression of PADI2 in CD11b and Ly-6G cells with
PADI4 wild type and PADI4 knockout (PAD4 -/-)

e Perspective inhibitors that we chose
' using computer modeling |

P K M 2 Pyruvate kinase M2 (PKM?2) is a key driver of aerobic
glycolysis in cancer cells. Enhanced expression of PKM2 NepcnekTnBHble MHIMBMTOPLI, BbiIOpaHHbIE B
pe3ynbTate KOMMNbITEPHOrO MOAENMPOBaAHUA

is frequently observed in various human cancers. It has
been shown that this gene is an important agent for
tumor growth.

PKM2 (chatn D)

PKM2 (chain A) / / o
v complex with Lovmtapw{@

L complex with Evootantiing
PKM2 aBnaetca knroyesbiM GpaKTOPOM a3pOOHOro P 2

MAKOJIN3d B PAKOBbIX K/1€TKax. YBennyeHHan

Insulin
_I_ skcnpeccna PKM2 yacto HabatogaeTca B onyxonax
4yesioBeKa, 1 bbl/Z10 NOKA3aHO 4YTO 3TOT 610K BaXKeH
MIiRNA-99a o
AN POCTa PaKoBbIX 06pa3o0BaHUMN.
Rapamycin— m-TOR > HIF-1a
PKMZ/ (
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