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IMTM Major determinants of therapeutic outcome
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2. NEXIUM (esomeprazole)
Heartburn

1. ABILIFY (a_ripipmnle]

Schizophrenia

Imprecision Medicine Era- Need for Personalization
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3. HUMIRA (adalimumab) 4. CRESTOR (rosuvastatin)
High cholesterol

Arthritis
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7. ENBREL (etanercept)
Psoriasis

Asthma

5. CYMBALTA (duloxetine) 6. ADVAIR DISKUS (fluticasone propionate)
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10. NEULASTA (pegfilgrastim)

acetate)
lerosis Meutropenia

Multiple sci

8. REMICADE (infliximab) 9. COPAXONE (glatiramer

Crohn's disease

Nature 2015, Vol. 520, 690-

691
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Basad on published number needad to treat (NMT) figures. For a full list of references, see Supplementary Information at go.natwe.comdddr7 8.
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Biomarker use in clinics

Predictive
estimates the response
to a specific treatment

before the advance
of therapy

Prognostic
provides information about

patient outcome,
regardless of therapy

Pharmacological
estimates changes Surrogate
after treatment substitutes
associated

a clinical endpoint

with target hit
by therapy
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IMTM Data stewardship in medicine

Patient data

Cooperation

Existing 3rd partners and access

oarty data CREATING

DATA

RE-USING PROCESSING

DATA ANALYSING DATA DATA

interpret data

derive data

produce research outputs
author publications

prepare data for preservation

ANALYSING

GIVING ACCESS DATA
TO DATA

Commercial use PRESERVING

(exclusive) DATA IP-protection
of data
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IMTM data portal

Proprietary developed software

Clindata

Comprehensive information system for data stewardship in clinical

trials, registries and other clinical/scientific databases.

https://clindata.imtm.cz

PreClinData

Comprehensive information system for data stewardship in pre-

clinical trials and animal studies (GLP and non-GLP).

https://preclindata.imtm.cz

MedChemBio

Laboratory information and management system for medicinal
chemistry, high-throughput screening and chemical biology:
Compound registration and management, QA, in vitro biology,

pharmacology, data analysis, storage, export and reporting.

htto://medchembio imtm cz

https://portal.imtm.cz

eatris-cz


https://portal.imtm.cz/

Administration module
ClinData
PreClinData
MedChemBio Portal
MOLDIMED Pipeline
CLAIRE
others

eatris-cz
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e Authentication and Authorization for all IMTM applications

Administration module

N

M M7

Welcome to Central Authentication service of Institute of

Molecular and Translational Medicine

Login

Email address

Password

LOGIN

Don't have an account? Registere here.

Forgor your password?

Roles

User detail

H Save

Name *
Description
Team *
Posftion *
Skin *

Windows style

Turner - editing

Turner - editing

Other ~

SkyBlue v

ClinData - Turner syndrom - FNOL group access  ClinData - Turner syndrom access

Select roles

d

d

4

i

a

d

4

i

a

d

i

i

4

a

d

4

ClinData - Disulfiram access A
ClinData - HPV access

ClinData - LUCAS

ClinData - Meningiomz access

ClinData - Turner syndrom - All patients

ClinData - Turner syndrom - FNOL group access
ClinData - Turner syndrom - Motol Praha group access
ClinData - Turner syndrom - VFN Praha group access
ClinData - Turner syndrom access

ClinData - only Adam Prvni pacient

ClinData Disulfiram user

ClinData admin - no personal data

ClinData project admin

ClinData project data manager

ClinData system admin

Clindata project data monitor

ClinData project data manager

eatris-cz
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Authentication

e CAS — central authentication server _)I
L §

* Single sign on IMTM

* 2 phase authentications support B
* Mobile

e E-mail

Login

Email address

Password

LOGIN

Don't have an account? Registere here.

Forgor your password?
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Authorization

e User -> Profiles

* Profile -> Roles

* Role -> Privileges
-> Permissions (other profiles, specific data,
whatever)

ClinData example:

Access privileges determine which ClinData objects a
user can browse or edit. It has fine granularity. Every

single item (menu item, button, field) can be controlled.

Roles are virtual entities which serve as a container for
more privileges:

* ClinData system admin

* ClinData project admin

* ClinData principal investigator

* ClinData project data manager

* ClinData project data monitor

* ClinData project anonymized data browser

L]

User detail

,.4 Save

MName *
Description
Team *
Position *
Skin *

Windows style

Select roles

eatris-cz

Turner - editing

Turner - editing

Other

SkyBlue

ClinData -
ClinData -
ClinData -
ClinData -
ClinData -
ClinData -
ClinData -
ClinData -
ClinData -

ClinData
ClinData
ClinData
ClinData
ClinData
ClinData

w
b
w
Disulffiram access ~
HPV access
LUCAS

Meningioma access

Turner syndrom - All patients

Turner syndrom - FNOL group access
Turner syndrom - Motol Praha group access
Turner syndrom - VFN Praha group access
Turner syndrom access

- only Adam Prvni pacient

Disulfiram user

admin - no personal data

project admin

project data manager

systermn admin

Clindata project data monitor
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M Admin new version

Profile(s) settings for selected Person >
Profile list ¢ | Profile details - edit »
O new o delete @ reload @ evictCache b save 0 cancel

Name Registered | Default Name = Institute of Molecular and Translational Medicine

* Advanced settings e e

Institute of Molecular and Translational Medici Description default profile

Team = IMTM31, IMTM, Puskinova &, 775 20 Olomouc -

 Relevant information

Settings for selected Profile ¢ | Entities with access to the selected Protile »

4 Role (2) Privilege (84) Menu (25) Permission (3) Team (1) Profile (165) |p | | 4 Profile (0) Role (0) »
Email Last name First name Profile name Registered

Name Selected| Subtree | Effective -

Clindata project data monitor
ClinData Disulfiram user

. P rofi | e & RO I e ClinDatz admin - no personzl data
ClinData - All studies, No patient (only Adam Prvni testing)
ClinData project data manager
PreclinData - access

- > R O I e S clinData project admin

assay Cell Cycle Analyses
Admin - ROLE_CORE_ADMIN +

-> Privileges

Admin - ROLE_CORE_SITECONFIGURATION +
. .
> P r m I I n Admin - basic user
-
e S S O S Admin - login/logout
Admin - languages

Supervisor

Laboratory head

Binloaict invastinatar

Nk O OODOODODOOOOoOOOOOoao
| A o i o s



IM

VES

Administration module
ClinData
PreClinData
MedChemBio Portal
MOLDIMED Pipeline
CLAIRE
others

eatris-cz
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IMT
ClinData — software

e https://clindata.imtm.cz/

» Software solution designed for data management of clinical trials,
registries, various healthcare or scientific databases

|ll

* Replacement of ,Excel” style of storing data

* The main programming language is Java 8. We use also String
Framework, HTML, JavaScipt, SQL and many others
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ClinData - requirements

* The ClinData software is server-client application, web based. The
only requirement for using it is Internet browser which supports
HTMLS5 standard. The list of supported browsers:

e Chrome: (Current - 1) and Current
e Edge: (Current - 1) and Current

Firefox: (Current - 1) and Current

Internet Explorer: 11+

Safari: (Current - 1) and Current

Opera: Current
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e
ClinData - hardware

* The ClinData software runs on computer cluster owned by Institute of
Molecular and Translational Medicine (IMTM)
* Servers
* Blade chassis - BM Flex System Enterprise Chassis
e 14x Compute node IBM Flex System x240 with 10 GB virtual fabric
e 2x CPU Intel(R) Xeon(R) CPU E5-2650 0 @ 2.00GHz / 8C
* 6x DDRIII SDRAM —48GB
* Data Storages
 HP 3PAR data storage 700TB.
 HP EML tape library
* Firewall
e HP F1000-S-El VPN Firewall
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IMT

ClinData - database

* The database used for storing data from the ClinData software
is Oracle Database (commonly referred to as Oracle RDBMS)

* Version of database is 12.1. Standard edition.
* It runs on separated server which is firewalled from outside
* The operation system is RedHat.
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IMTM
ClinData — data backup

* Data are archived on database level and operation system level

e Database level backups

 RMAN utility runs every week. The files are stored internally on database
server and are copied to two independent backup sites.

 EXPDP/IMPDP is data pump exporting data into text base backups every day.
The backup files are stored to two independent backup sites.

* Redo Logs are archived every day to filesystem.

e Operation system backups

* IBM Tivoli Storage Manager (TSM Admin) is enterprise solution from IBM for
backups and recovery of physical or virtual servers. It runs every day and the
backup data is stored to disk array.
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e
ClinData - secure connection

* Connection between server and client is secured by using HTTPS
communication protocol which is encrypted using Transport Layer
Security (TLS).

* Security redirection

* All user requests coming via unsecured HTTP protocol are automatically
redirected to secure HTTPS protocol.
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"
ClinData - export and import

* Import Two was how to insert new data into the ClinData software is
to enter it manually via web forms or import via MS Excel format
(.xIsx). The validity of data is controlled by in-build procedures.

e Export Exporting of data from the ClinData software is controlled by
existing user's privileges/restrictions. Data is exported into MS Excel
format (.xlsx).
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IMT

ClinData - logging/auditing

* The ClinData software records everything happening in the system.
There are two destinations for logging: files and database.

* Software logging is done on programming language level and is very
detailed.

* Access logging is designed for controlling of user’s activities. Every
action of any user is written into logs.

* Auditing is focused to changes done in CRF forms.

|

GDPR compliance
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IMT

ClinData

PROJECT: STANOVENI MULTIOMICKYCH PROFILU VE ZDRAVI A NEMOCI
A KORELACE S FENOTYPEM ONEMOCNENI: FAZE | ZDRAVI
DOBROVOLNICI
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ClinData — login page

i
IMTM )‘-

Central authentication service

‘ Login page to IMTM information systems
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IMTM
ClinData — home page

. B
ClinData #Home AL Patients ~  1® Study - CRF templates (2 Exports~  WProfiles - G Logout s953) o

R 7

ClinData

Server time December 13, 2018 12:28:54 PM CET
Q search for patient

You can enter first name, second name, personal ID or address

N

& News

@ 2018 IMTM 1.9.6-RELEASE
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ClinData — list of patients

. 5=
ClinData #Home & Patienis ~ 2 Study ~ CRF templates [ Exports~  WProfiles ~ C>Logout s9:57) o

4 Patients in the study: STANOVENI MULTIOMICKYCH PROFILU VE ZDRAVI A NEMOCI A KORELACE S FENOTYPEM ONEMOCNENI:

FAZE | ZDRAVI DOBROVOLNICI

Filters

Search by id, name, ar | Q Y Sex~ Y Birth date = Y Enroliment date « Y Lastupdate = Y Study parameters = X Save Xloadw

Show | 25 E| rows

1D First name Last name “ Address Sex Birth date Enroliment date Last update Action

2545 Patient 2545 nfa M 1988/01/01 2018/09/26 20181211 Bl open

2546 Patient 2546 91/01/01 2018/09/26 2018/M11/08 E open

2547 Patient 2547 nfa M 1978/01/01 2018/09/26 2018/M11/08 El Open

2548 Patient 2548 n/a M 1996/01/01 2018/09/26 2018/M11/08 El Open

dA00 &

2549 Patient 2549 n/a M 1988/01/01 2018/09/26 2018/M11/08 El Open
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ClinData — patient’s tab

ClinData A Home & Patients ~ 1 Study ~ CRF templates [ Exports~  WProfiles ~ G Logout (s9:38)

Patient: Patient 2545 (id:2545) @ Detailed identification data

Patient in study: Patient 2545 A Back to list of patients

Enrollment date 26/09/2018 Informed consent files

Control group Patient included in the study E‘

Forms in the study STANOVENI MULTIOMICKYCH PROFILU VE ZDRAVI A NEMOCI A KORELACE § FENOTYPEM @ Export patients data -~
ONEMOCNENI: FAZE | ZDRAVI DOEROVOLNICI
oOverall completion of items on all forms
All: 74171 Mandatory: 1/1
L |
Action Name Last modification Stat;s Cl:lmp;Etil:lr‘l o
All Mandatory
Identifikace darce 24/10/2018 In progress 212 0/0
L]
G Open Centrum 11 171
Open Dotaznik pro darce krve <j I 57/85 0/0
P s
Informovany souhlas 11/12/2018 14/22 0/0
L |
Laboratof 0/27 0/0
G Open Rasa a etnicka pfislunost 0534 0/0
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»

ClinData — patient’s CRF (form)

==
ClinData A Home A Patients ~ = Study - CRF templates 2 Exports~ WProfiles ~ C Logout (s9:13) o
Study STANOVENI MULTIOMICKYCH PROFILU VE ZDRAVI A NEMOCI A KORELACE S Status
dCK TO Pe N
FENOTYPEM ONEMOCHNENI: FAZE | ZDRAVI DOBROVOLNICI %
Form Dotaznik pro darce krve (v.5) ﬁ Open another form in the study
Patient Patient 2545 (id:2545)

Datum odbé&ru v

Datum odbéru 2018 3533

Cas odbéru (]

Udaje o darci v

Vy&Kka [cm] 202

Vaha [kg] 90 @

Doetaznik pro darce krve v

1. Seznamil(a) jsem se s "Poucenim darce krve" a jeho cbsahu rozumim. ANO NE

2. Povaiuji se za vhodného darce bez rizikového chovani, jehoZ krev ANO NE
neohrezi zdravi pfijemce.

3. Citite se zdrav(a)? ANO NE
4. Mel(a) jste v poslednich mésicich potize (nachlazeni, opar, prijem, zvraceni)? ANO NE
5. ME&l(a) jste nékdy pfi odbé&ru krve potiZze (v&t3i modfinu, slabost, mdioby, ANO NE

mraventeni)?

eatris-cz
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InData - exports

3. Forms and parameters

eatris-cz

Al e I v
A | B C D | J K
1] )
2_
3 |ID Patient Patient na Visit nam Visit date
4 | 3460 Patient 34 default  SHsssss
5 | 3459 Patient 34 default  SHsdsss
6 | 3455 Patient 34 default  SHssss
- coos moc ot default S
Tdefault  #sgsss
Tdefault  #sgsss
Tdefault s -
@ Laboratof ()] 1 ]

Fl

W 0 Al \/; .

[ ] Dotaznik pro darce krve
4 [ ] ||| Centrum

4 [ ] ||| Centrum

[] = centrum

4[] ||| Informovany souhlas

+ [] L] Informovany souhlas jedince s odb&rem, uchovanim a molekularné-genetickym vyietienim biologickét

o [] L] Prohlaseni |Ekafe

I [] ] ProhlaZeni pacienta/zakonného zastupce

[ ] SOUHLAS PACIENTA
4§ || Laboratof

- W | Pfijem vzorku
- W | Identifikace DNA
b
Fl

W || Ziskana DNA

W ] Alikvot
i Tl ID nebo pivod piedaného alikvotu
Wi TI Alikvot pfedan organizaci

S 7T Alilnsnd nfads ivari + i h
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S ClinData - statistics of usage

Number of studies/registries Number of persons/patients

30 10000

9000

25 8000

20 7000

N _ 6000
2 2

£ 15 g 5000
3 3

= < 4000

10 3000

5 2000

1000

0 0

2016 2017 2018 2019 2016 2017 2018 2019

Year Year
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M Mapping of the Czech Genome =

* Target minimum 10.000 genomes, currently 2 funded projects
(2x1.000):

ENIGMA (1000 genomes) A-C-G-T (1000 genomes)
|AB, IMTM CEITEC, UK, IMTM, CGB,Genomac
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Bioinformatics — variant analysis

« Reference genome: GRCh38/hg38 - primary assembly; without chromosomal anotation
(ensembl)

-« Qualitative processing of FASTQ data using Trimmomatic software

alignment using BWA-MEM

Alignment optimization: labeling of PCR duplicates, recalibration of base quality (GATK)

QC of alignment using qualimap

-

Variants calling (VCF/gVCF) - GATK HaplotypeCaller
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108 genomes sequenced
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ENIGMA — current status

Configuration of sequencing run: paired-end with length of 150 bases; NovaSeq

Average size of files / sample:
FASTQ 60 GB

BAM 65 GB (to be archived)
Object storage

Parameter
Yield [Gbp]
Cluster PF [%]
Average Q30 [%]
Number of Reads
[Average]
Q30 [phred]

Number of Reads per
sample

Adapter Contamination
Coverage [Average]
Uniformity

Experiment 1 (1x24) Experiment 2 (1x12)

3010,58
62,97
92

2411762944

401960491

<1
min. 30x

3174,34
66,08
92,63

2530797696

421799616

<1
min. 30x

Institute of Applied Biotechnologies
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MTM R Multiomics study

* 1.000 healthy individuals as a reference

* WGA, epigenomics (PBMCs), transcriptomics (PBMCs), proteomics
(plasma), metabolomics (plasma), lipidomics (plasma), miRNA profile
(plasma)

e HORA — Human Omics Reference Atlas

e Disease cohorts to follow. eatris ‘
SO e EOSC-Life



Administration module
ClinData
PreClinData
MedChemBio Portal
MOLDIMED Pipeline
CLAIRE
others

eatris-cz
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4

Upload data
and QC

<

Alignment

<

Variant
calling

<

Annotation
and

prioritization

<

MOLDIMED Pipeline

Integrated access for NGS data analysis

Integration of 3" party SWs and in house annotation SW
(samtools, bcftools, FASTQC, BWA, GATK, VarScan2,....)

GUI - web based access (“user-friendly”)

Processing and analysis of WGS, WES, gene panels, CNVs in
progress

Gene variants annotation, integration of database resources,
variants prioritization

No need for internal computing capacity (HPC in
Ostrava/Olomouc)

eatris-cz
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Implementation schema on HPC infrastructure e
eatris-cz

IMTM

HPC Infrastructure
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IMTM GUI

& Custom pipelines b Create or edit SampleSheet
&

Maldimed pipeline &1 Input files
no files
Moldimed pipeline 2 Service response -

ete Siorage Files

Moldimed pipeline 3 Starting pipelineFastq job ..

Moldimed pipeline 5

Pipeline Inputs -
@ NGS contro

i £ Input files

B visualization A2 fasig.0z
_ R1 fastg.gz

Toalks <
£ & sampe v o Entry format: FASTQ
= File Upload SaSh.csv
* Feedback
5 Contact support Delete files
i About

£ Single .fastq files £} Paired .fastq files

no files no files

T oA Key parameters are adjustable
) (can be used for detection of somatic

:"H.' _Fﬁ”;_ — Delete Single files | Delete Paired file . . . .
no: .-.| a :;_ 0 : L‘ u g;:;gla-end project directories =] p::;?:_?::: project Ctorles m utat I O n S J u St a dJ u St I n g LO D )
e | - . Parallel data processing (up to 3 cliks
£ Options O n Iy)
m Remove duplicates
Adjustable Assembly GRCH28.pl0
param eters VarSean?2 settings
PHRED Mapping Quality
10

STRAND _FILTER
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*

Visualization

Imported annotated files

) Imported annotated datasets
test_sample 01_NS_FM_C5_MD_MQ10.vcf_removedDuplicates_filtered_clin_pathogenic.csv (24/09/2018 08:56 Pipeline: 3)

4

View file | Delete File

GUI

T Filters

3 ]

| Load Filter ” Delete Filter ]

eatris-cz

Feature
MNULL UTRS intron |

® All & RSonly without RS

Gene names {Imgzt gene names from csv file and use semicolon () a¥ageparator)

Amino acid effect

Reset Filters

exon () CDS [ spliceSite

MULL INDEL Synonymous NONSYNoNymous

Filters
Quality Region
= v|| Enter Oualit gene [ non-genic chr not included
= Enter Quality
Structural variant
Coverage SNV INDEL
= ¥ || Enter Cowve
Genotype
non-reference heterozygous non-reference homozygous reference heterozygous
GO or HPO number Y9 yg ¥g
Enter GO or HPO Transcript
no duplicates
Common dbSNP

UTR3

N\

Annotation and prioritization of variants is enabled via variant filtration using gene ontology, population frequency and effect on

protein translation.
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Database resources

Frequency:
« dbSNP
° ExAC

Clinical effects:

e ClinVar

Functional predictors:

o Polyphen
e SIFT
Ontology:

« Human phenotype ontology (HPO)
« Gene ontology (GO)

Plus functional genes characterization, phenotypes, “drug-targeted” genes, etc.
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e MOLDIMED pipeline — current status

 Accredited according to CSN EN 1SO 15189:2013 for WES based diagnostics
* 13 users at the moment

* Implemented at IT4 and IMTM servers in Ostrava/Olomouc

 >120 WES analysed for routine diagnostic procedures

* Intended use for WGS in Czech Genomes project(s)
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Administration module
ClinData
PreClinData
MedChemBio Portal
MOLDIMED Pipeline
CLAIRE
others

eatris-cz
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IMTM

List of studies

PreClinData

™= Studies
Protocol  If
35-2019
34-2019
33-2019
32-2019
31-2019
2019
29-2019
28-2019
22-2019

20-2019

PreClinData — home page

= Studies & Designers «

Name

Biodistribution study of RGD

Study of anticancer activity of compound PNH173 on subc...
Study of anticancer activity of compound PNH173 on subc...
Biodistribution study of siderophores.

Aspergillus infection therapy in rats

Biodistribution of radiolabelled ramucirumab in tumor mice
Study of anticancer activity of compounds CueTAlb and irr...
Animal Model Irradiation

Study of anticancer activity of compounds TZMB and CuET...

Animal Model Irradiation 6 Gy vs 8 Gy vs 10 Gy

Showing 1 to 10 of 84 entries

© 2019 IMTM

Start date

20198-10-31

2019-10-29

2019-10-29

2019-10-29

20191017

20198-10-11

2019-10-07

2019-08-26

2019-05-29

2019-07-10

Logout with timer

i Profile - @ Language - & Admin

B Create new study Q

& Logout XD

End date Release date ’ Action

2019-10-31 : : : Statistics [ Export
Filtering and sorting
Not set TNUL SET ope " Statistics  [#) Export
Not set Not set ' Open | statistics [ Export
2019-10-29 Not set & Open | Statistics [ Export
2019-11-01 Not set ' Open | statistics [ Export
Not set Vot set ' Open |# Statistics  [f) Export
| Statistics [ Export
l# Statistics [} Export
2019-10-15 Not set £ Open |# Statistics [ Export
2019-08-19 Vol set ' Open |+ Statistics [# Export
2 3 4 5 Mext

2.1.9-RELEASE

eatris-cz
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PreClinData — Study details

Protocol number: 29-2019 | Study name: Study of anticancer activity of compounds CutTAlb and irradiation on brain tumor.

[2 specifications A Drugs B Groups

Study name: %

A Animals % Records l#* Statistics Forms in study B8 Scheduler

Study of anticancer activity of compounds CuETA

Protocol number:

29-2019

Reference number:

41830/2018-7

Sponsors:

IMTM

Aim:

Study of anticancer activity of compounds CuETAlb and irradiation on brain tumor. <:I

Type of experiment:

Study of anticancer activity

Species:
Mice
Strains:

x 5CID

Vehicles:

x H20

Start date:

2019-10-07

eatris-cz
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PreClinData — study components

[3) Specifications A& Drugs f- Groups A Animals ® Records l#” Statistics Forms in study B8 scheduler

Drug name LEM code Description Stock solution [mg/ml] Action

CUET albumin Mot set HSA+H20+DTC+Cud| 1 [ Edit X Delete
RTG L _1 Definition of drugs used in study 0 )
RTG + CuET albumin Mot set 10Gy + 1 mg/ml Mot set [# Edit % Delete
Control ot se Mot set Mot set [# Edit % Delete
Save changes X Discard changes + Add new drug

Available actions
[21 Specifications A Drugs - Groups A Animals % Records l#” Statistics Forms in study B Schedule

Group name Drug Vehicle Dose Action

Grl. RTG + CuET albumin H20 10,1 + Gy.mg/kg 4+ & [£Records Clone [ Edit X Delete
Gril. « Definition of groups in study 1 ma/ke 4 ¥ [FRecords [iClone @ Edit X Delete
Gr il RTG Mot set 10 Gy 4 & [FRecords Clone [ Edit X Delete
Griv. Control Mot set mgikg 4 < [£Records Clone [#Edit x Delete

Save changes ¥ Discard changes 4+ Create new group
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PreClinData — study records

Selection of groups

Gr 1. [closed] K@M a0 Grlll. [closed] Gr V. [closed] (3 D5 [closed] -

Drug CuET albumin - 1 mg/ml

Animal

Mouse_1 [alive]
Mouse 2 [alive]
Mouse_3 [alive]
Mouse_4 [alive]
Mouse 5 [alive]
Mouse & [alive]
Mouse_7 [alive]

Mouse_8 [alive]

22.4

21.3

20.8

&

Dose 1.0 mg/ke

Weight
BCS3
BCS3
BCS 3
BCS 3
BCS3
BCS3

BCS 3

ECS%‘i'

Study records

BsC

Selection of days

Vehicle

section

Drug, dose and vehicle

g

H20

Adverse events description

21.8

22.4

21.3

20.8

Drug/vehicle [ul/g]

eatris-cz

Action

[ Edit
[ Edit
[ Edit
[ Edit
[ Edit
[ Edit
[ Edit

[ Edit
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PreClinData - statistics

[3 Specifications & Drugs B Groups A Animals ® Records l#” Statistics Forms in study 84 scheduler

23 *
22
Group
= 21 -8~ Control 0 mg/kg
2 -8 CuET albumin 1 mg'kg
= 5 -8 RATG + CuET albumin 10.1 + Gy,mgkg
-o- RTG 10 Gy
19
18 —
0 1 2 3 4 5 8 7' 8 9 10" 11° 12° 13" 14" 15" 16" 17° 18" 19" 20" 21" 22* 23" 24" 25 @
Day

g
0.751
Group
E —— Contral 0 mg/kg
T 0504 — CuET albumin 1 mg'kg
=3
w — RTG + GuET albumin 10.1 + Gy,mg'kg
= RTG10Gy
0251 p-value
NA
0.00 1
0 5 10 15 20 25

Time
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PreClinData - statistics of usage

IMTM

Number of studies (cumulative)

2017 2018 2019




Administration module
ClinData
PreClinData
MedChemBio Portal
MOLDIMED Pipeline
CLAIRE
others

eatris-cz
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Portal MedChemBio

IMTM

C e I Ca p O rta 4 Chemistry & Biological ~ % i ~ Y sitec ion - 43 Support 31.10.2019 14:42:59 59:52 a Ing Martin Szotkowski: supervisor = E£id English + @ Logout
@ New v (D Bxport v x| Delete | (3 Print | (@ Help ) Shared files
[ ] ‘ O m p O u n d S List of items ¢ 4 Compound Structure Drawing Compound Details Assays Bottles & Barcodes b
LEM Code names Date Publisher
[Chiral]
[ ]
LEM00021304 177PR359-6 2019-10-11 Pavlo Polishchuk (pavlo.pc
LEMOD021286 AK-277 2019-10-08 Milan Urban (milan.ur
° B B LEMO0021285 AK-275 2019-10-08 Milan Urban (milan.ug
O tt e S a rC O e S LEMOD021284 AK-274 2019-10-08 Milan Urban (milan.ur
LEM0O0021283 AK-273 2019-10-08 Milan Urban (milan.ur
LEM0D021282 AK-272 2019-10-08 Milan Urban (milan.ur
LEMOD021281 SOKR_PROTAC-2_1224_KBiC28 2019-10-07 Milan Urban (milan.ur
LEM00021280 LVv480 2019-10-07 Ludia Veselovskd (ludia.vesel
LEMOD021279 Lv478alpha 2019-10-07 Lucia Veselovsks (ludia.vesel 0
[ ) F e a t | l r e LEM00021278 LV476 2018-10-07 Lucia Veselovsks (luciz.vesel =
LEM00021277 LVv475 2019-10-07 Ludia Veselovskd (luda.vesel N\
LEMOD021276 Lv469 (Lv478) 2019-10-07 Lucia Veselovsks (luda.vesel N
. I m O rt eX O rt LEM00021275 Lv439 2019-10-07 Ludia Veselovska (ludia.vesel
p ) p LEMOD021274 Lv434 2019-10-07 Lucia Veselovsks (luda.vesel
LEM0O0021273 SMAZAT 2019-10-03 Martin Szotkowski (martin.s
.
e Edit
e Search
©IMTM version: 2.0.3 -
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IMTM
Compound registration

° DraW -é- vIDvIIv‘%vIQ‘?vl\\vWI@OOvIﬂvC'v(gvl—'v!“vﬂvlc
 Single MDL MOL :
* Multiple MDLSDF @ _

atoms 40 bonds 45 f
Portal of medicinal and biological chemistry

mal io
4045 00 10 0 0 0 0999V2000

-3.2383 -0.89Y2 Q0000C O OOOCOOOOOOOOD

-3.2383 -1.7222 O0.0000C OOOOOOOOOOOOD

-2.5239 -2.1347 o00000C O O100O0O0O0CO0OO0OCD0D

-1.8004 -1,7222 0.0000C OOOOOOOOOOOOD

-1.8094 -0.8972 Q0000C OO 2000O00O0O0CO0D0

-2.5239 -0.4847 OQ0000C OOOOOOOOOOOOD

-1.0949 -2,1347 0.0000C O OOOCOOOOOOOD

-0.3804 -1.7222 0.0000C ODOOOODODODOOOOOD

-0.3804 -0.8972 Qo0000C O O2000O00O0O0CO0D0

-1.0949 -0.4847 oO.0000C OOQ O~ "~ "~ nonononn

0.3340 -0.4847 0.0000C 00

03340 0.2403 0.0000C 0 0 | [] MDLSDF upload {SDF: <CodeX> -> Compound: Code name) - O
-0.3804 0.7528 0.0000C 0O 01

-1.0949 0.3403 0.0000C 0O 01

1.0485 0.8972 0.0000C 00 | | o Addfles = & Upload

e S 3¢ Sto
ol save X storno —"| compounds.sdf (3.95 Kh)
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LEM Code LEMOO021304 Structured Code
CO m p O u n d S Copyright (c) © 2019 IMTM
Library IMTM w
Code name I77PR355-6
InChl InChI=1/C44H38N4.2CHF3035/c1-29-35(37-15-3-5-17-39(37)45-29)25-23-33-

* Drawing

13-7-19-41-43-31(11-9-27-47(33)41)21-22-32-12- 10-268-48-34(14-8-20-
42(48)44(32)43)24-26-36-30(2)46-40-18-6-4-16-38(36)40;2%2-1(3,4)8(5,6)7/h3- ~

o I_ E M an d COd e nName InChIKey InChIKey=ICIIMIZRCUIXNU-UHFFFAOYNA-N
.
* InCh , InCh|Key, SMI LES, MDL MOL SMILES CC1=C(C=CC2=CC=CC3=
[N+]2CCCC4=CC=C5CCCIN+]6=C{C=CC=C6C=CC7=C[C)NCB=C7C=CC=CB)C5=C4
. ~20 OOO CO m O u n S | n 3)CO=C(C=CC=CO)N1.C(F)(F)(F)5(=0)(=0)[0-1.C(F)(F{F)s(=0)(=0)[0-]
pounds in IMTM
p rO p rl Eta ry CO | | ECt I O n Molecular formula I77PR359-6
Molecular weight 022.9573131049: CAS Registry NO.
16000 IUPAC Name
14000 Synonyms
12000 Chemical name [ Description
10000
8000 e count
6000 e rUnning count
4000
2000 MDL Maolfile
0 atoms 64 bonds 70

Portal of medicinal and biclogical chemistry
maol io

2010201120122013201420152016201720182019
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* Assays

e Cytotoxicity (MTT + tMTT)
Antimicrobial Activity
Cell Cycle Analysis — Flow cytometry
Pharmacology in vitro
Kinase Activity
RAGE

* Source:
e Dotmatics connection — HTS platform
e Excel import + edit
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MTT

e e
CytOtOXI C I ty Batch ID Cell Line IC50 (pM) sD Published n
C11H9N202-001 A549 37.55 5.89 W Yes 8
C11H9N302-001 BJ =50 - W Yes 6
. B C11H9N302-001 CCRF-CEM 17.88 1.79 W Yes 8
¢ D Ot m a t I C S Date Experiment ID X Validated
~ . 2016-05-25 140657 18.09 W Yes
* ¥600 000 experiments o s
2016-05-30 140705 19.74 W Yes
2016-05-30 140705 19.60 W Yes
2016-05-30 140704 19.56 W Yes
2016-05-30 140704 18.17 W Yes
600000 2016-05-25 140656 17.09 mYes
500000 2016-05-25 140656 15.62 W Yes
C11H9N302-001 CEM-DNR 25.65 2.09 W Yes 7
o C11H9N202-001 HCT116 20.15 0.72 W Yes 6
300000 = count C11H9N302-001 HCT116p53- 23.52 2.23 W Yes 6
= rUnning count
500000 C11H9N202-001 K562 49.61 1.10 W Yes 8
C11H9N302-001 K562-TAX 24.35 4.93 W Yes 5
100000 C11H9N302-001 MRC-5 =50 - W Yes 6
0 C11H9N202-001 U205 31.03 6.98 W Yes 5

2015 2016 2017 2018 2019
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