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Knowledge Progression & Selection
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Learning Analysis Selection Screening

Reference ®> 2D Structural similarity Kinases
B> 2D Topological similarity oL -
Compounds > Molecular docking Inf.ubltors
Thomson Integrity Integrity” ~ Expert opinion lerary
ChEMBL ChEMBL ~32k cm pdS

SciFinder O Scifinder

: » Scaffold prioritization
» Scaffold hopping 2 MedChem Filters
®> Isosteric/Bioisosteric morphing

» Clustering
»> Privileged fragments
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Methodology. Similarity and molecular docking.

Inhibitor Type Il as an example. CHEMRAR

group of companies

Nilotinib

selective Bcr-Abl kinase inhibitor

Hinge binding
motif

Linker /" More rigid sp3-rich Allosteric pocket )

N spiro linker binding motif

p - S e
( / p N \ V4 \ X \ \
d ) Docking results into ABL kinase (PDB 3CS9).
J A Cyan — Nilotinib. Green.
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Reference examples

WO 2014137719
(Merck)
LRRK2
Neurodegenerative
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WO 2018156901 (Gilead Sciences)

BTK Cancer
Autoimmune diseases
Cardiovascular Disorders
Inflammation
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Dinaciclib
(Merck)
CDKs
Neurodegenerative

Cancer

WO 2016166250
(Lead Discovery Center GmbH)
TAM family
Cancer
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Baricitinib
(Lilly)
JAK1,2

Inflammatory
Autoimmune diseases

N

WO 2009105498
(GSK)
FAK family
Oncolytic Drugs
Solid Tumors Therapy
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WO 2015136463
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Macular degeneration
Neurodegeneration
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WO 2017064512
(Exonate Ltd.)
SRPK1
Angiogenesis



Diversity 0.78
Clusters (Tanimoto, similarity 860
threshold = 0.5,

min cmpds per cluster = 5)
Singletones 1163
Avr structures in clusters 36.9

8000 -
7000 -
6000 -
i
L 5000
D
S 4000 1
#3000 -
2000 -

1000 4

2 4 B 8
HED+HBA

10

12

2% molecules

% molecules

0007 1

0006 1

0,005 +

o o
g ]
= E
i

0002 1

0001 1

0000 -
150

00 350 400 500 550 600

MW

450

200

250

0025 1

0020 1

=
o
=
LA

=
P
=
=

0005

0000 A
o

100 1ad

120

20 40 0 BO 140

TPSA

We improve the quality of life by creating new medicines

Physicochemical description
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Representative examples
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Representative examples
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@ CHEMRAR bnharogapum 3a BHUMaHuUe

NHCTPYKLUMA NO 3aKa3sy cCoeaMHEHUN 13 bubanotekn «XumPap»:

Haw cawuT:

HanpaBbTe CNUCOK MHTEPECYIOLWUX coeanHEeHMUN Ha email:

B cooTBETCTBMM C BallMM 3aNPOCOM MEHeAXKep BbIMOAHUT NOAOOPKY COEAUHEHUI N HAaNPaBUT MHGOPMaLUIO O
Hannuun. Mmeetcs BO3IMOMKHOCTb CAe1aTb MOUCK NO CTPYKType/bykBeHHOMY naeHTudukatopy (1D, CAS, MFCD), a
TaKXXe MMnopTmpoBaTtb Gpann B pasannyHbix popmaTax: SMILE, sdf, txt.
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https://chemrar.ru/biblioteki-soedinenij-dlya-hts/
mailto:vvk@chemrar.ru

	Слайд номер 1
	Слайд номер 2
	Слайд номер 3
	Слайд номер 4
	Слайд номер 5
	Слайд номер 6
	Слайд номер 7
	Благодарим за внимание

