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TRULLINE is a non-standard amino acid generated as an intermediate in a metabolic
nway called the urea cycle, in which ornithine is converted to arginin. This reaction is
‘'ormed by peptidylarginine deiminase (PAD) family

L-UnTpynnuH - HecTaHAapTHAaA aMUHOKMUCNOTA, NPOMEXKYTOUYHbIM NPOAYKT B MeTabosinyeckom
NyTU MOYEBUHbI, B KOTOPOM OPHUTUH NEPEXOAUT B apPrMHUH. ITa peakumnsa Nponu3BoaAnNTCA C

Why PADs?

Citrullination affects numerous
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pathological processes.
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Tests for importance PAD
In this experiments PAD, inhibitors have been
studied in vitro and in vivo disease models

# that are associated with aberrant PAD

Perspective inhibitor
that we chose
using computer modeling

[lepcneKkTUBHbIN MHTMBUTOD,
BblOpaHHbIN B pe3y/sibTaTe
KOMMNbIOTEPHOTO
MOJEe/INPOBaHUA

PAD [V
Ln complex with Dlgitoxin

~ regulation. According to the results, many of

inhibitors |

these studies give us a hope for treatment
and/or prevention of different diseases
including: rheumatoid arthritis, multiple
sclerosis, ulcerative colitis, lupus and cancer

TectnupoBaHue 3HaummocTtu PAD

B 3TnX akcnepmumeHTax MHrmbumutopsl PAD
OblN M3y4YeHbl Ha MOAENAX 3ab0NeBaAHUN,
KOTOpble CBA3aHbl C aHOMA/IbHbIM
perynmposaHnem PAD. Pe3ynbTaTbl MHOTMMX
TaKMX NCCIeA0BaHUN JAtOT HaJeXxXay Ha
ycrnex B 1e4eHnn n/mnm npodunakTmke
Pa3/IMYHbIX 3a60/1€BaHNN, B TOM YMC/e
PEBMATOMAHOIO apTPUTa, PACCEAHHOTO
CKN1epo03a, A3BEHHOT0 KO/INTA, BONYAHKU U
PaKa

diseases characterized by aberrant levels
of neutrophil extracellular traps. Also,
this gene may play a role in granulocyte
and macrophage development, leading
to inflammation and immune response.

LUnTpynauma BaMAeT Ha MHOMXECTBO
PU3NOIOTNYECKMNX N NATONOTNYECKMX
npoueccos. [lpenmyuiectseHHO PAD IV
3KCMNPEeCccupyeTca B rpaHy/1IoUmMTax, u
CBA3aH C 3aboneBaHUAMM, KOTOPbIE, B
CBOIO o4Yepe/b, XapaKTepPm3yHOTCA
aHOMaNbHbIM YPOBHEM HEUTPOPUNbHbBIX
BHEKNETOYHbIX OBYLIEK. Kpome Toro
3TOT reH MOXET y4aCTBOBATb B Pa3BUTUM
rPAHY/IOLUMUTOB M MaKkpo®daros, 4To
CBA33aHO C MMMYHHbIM OTBETOM U
BOCMaJIEHNEM.

Synovial
Compartment
» *Protein - 7 |
“ @ Citrullination 4 N
AR g £ ‘
PAD \ :
ol " PAD Protein
~giigtion Activation f Citrullination
“Inflammatory ; r
- Cycle Nol ~ .
) Tissue mmune
Dam&ﬁ Fk‘cognition
Tolerance Immune Response Immune
Break Maturation Effector
a =0.00 b =g §x10% 2
900 = — § FEa e =0 02
B0 -+ . == 4.5 :
700 - 4
= 600 B .
H ¥ 3
& 500 . . .
iam:- . £ .
= = 11 . H
- ” LS ]
200 . . '
16 ' s ! :
L a & g
Cla Control Cla, Comtrol Cla, Control Cla, Control
Wild type FPadid - Wild type Padid /-
c P=2xig™ d
%0 Fe0.004 15 E=R.o02
= .
200 - 2 1
El!.-:- ; = -‘;:15 ] =
: > :
3 100 = i 311
4 - .
L i 4
50 05 1 .
Cla, Control Cla, Control Cla, Control Cia Control
Wild type Padid /- Wild type Padi4 -
a, ¢ - Expression of PADI4 in CD11b and Ly-6G cells with
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 -/-)

Perspective inhibitors that we chose
using computer modeling

Pyruvate kinase M2 (PKM?2) is a key driver of aerobic
glycolysis in cancer cells. Enhanced expression of PKM2
is frequently observed in various human cancers. It has
been shown that this gene is an important agent for
tumor growth.

[lepcneKkTnBHbIe MHTMBUTOPDLI, BbIOpaHHbIe B
pe3yabTaTe KOMMbIOTEPHOIO MOAE/TMPOBAHNA

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
J_ skcnpeccna PKM2 yacto HabatogaeTca B onyxonax
4yesioBeKa, 1 bbl/Z10 NOKA3aHO 4YTO 3TOT 610K BaXKeH
miRNA-99a

1A POCTa PaKoBbIX 0O6pa30BaHUIA.

Rapamycin— m-TOR > HIF-1a
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