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CADASTER web site uses applicability domain and
substructure / similarity search facilities via the OpenTox API
compliant web services, running at
apps.ideaconsult.net:8080/ambit2

The applicability domain algorithms used are:
apps.ideaconsult.net:8080/ambit2/algorithm?type=AppDomain

The results are displayed integrated within the Cadaster web

database
www.cadaster.eu/database/static/lhome.do
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Planned Developments:

1.Providing an OpenTox API wrapper for CADASTER Soap
web services (Nina Jeliazkova, Ideaconsult)

2.Integrating CADASTER models in ToxPredict, via the
OpenTox API wrapper (Nina Jeliazkova, Ideaconsult)

3.Provide access to selection of OpenTox models via
CADASTER web site
(Igor Tetko, Helmholtz Centre Munich)
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Aliphatic Hydroxylation

. Aromatic Hydroxylation
. N-Dealkylation

. N-Oxzidation
. 0-Dealkylation
. S-Oxidation
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Within the REACH legislation, the so-called Weight of Evidence (WoE)
approach is a component of the decision-making procedure on
substance properties and thus an important part of the chemical safety
assessment. In the legal text the use of weight of evidence approach is
provided for in Annex Xl as an option to meet the information
requirements of Annexes VIl to X.

According to the ECHA Guidance B the weight of evidence (WoE)
approach is not yet a scientifically well-defined term or an agreed
formalised concept. It involves assessing the relevance, reliability and
adequacy of each piece of available information, holding the various
pieces of information up against each other and reaching a conclusion
on the hazard. This process always involves expert judgement. It is
Important to document and communicate how the evidence-based
approach was used in a reliable, robust and transparent manner.
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The ECHA Practical Guide 2 “How to report weight of evidence” (ECHA
PG2) defines WoOE as an evidence based approach involves an
assessment of the relative values/weights of different pieces of the
available information that have been retrieved and gathered in previous
steps. To this end, a value needs to be assigned to each piece of
information. These weights/values can be assigned either in an
objective way by using a formalized procedure or by using expert
judgement. The weight given to the available evidence will be
iInfluenced by factors such as the quality of the data, consistency of
results, nature and severity of effects, relevance of the information for
the given regulatory endpoint. One definition for weight of evidence is:
‘the process of considering the strengths and weaknesses of various
pieces of information in reaching and supporting a conclusion
concerning a property of the substance.’
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Within Weight of evidence is closely linked to integrated
testing/information strategies (ITS), in that the available evidence can
help to determine the possible subsequent testing steps.

The WoE approach may be applied if there is sufficient information from
several independent sources leading to the conclusion that a
substance does or does not have a particular dangerous property, while
the information from each single source alone is regarded insufficient to
support this notion (ECHA Evaluation 2010).

If any of the Annex Xl conditions for (Q)SAR for waiver are not met, the
(Q)SAR results cannot be used instead of testing but they may be
used as a part of a Weight of Evidence approach

When data from a single secondary source is used, it is essential to
provide further supporting evidence e.g. QSAR predictions,
manufacturing data, data taken from material safety data sheets, etc.
All relevant information for the hazard endpoint should be addressed
and a justified weight should be assigned to it in the overall
assessment. (ECHA Evaluation 2010)
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1 Supporting Information Gathering & Evaluation
2 Data Sourcing and Integration

3 (Q)SARS (including Applicability Domain, Validation, QMRF, QPRF
reporting, Reliability, Confidence)

4 Categories and Read Across

5 Weight of Evidence (REACH and WoE could be a focus paper itself)
6 Predicting Metabolites

7 Achieving Harmonisation through Ontologies

Preparation Timeframe Sept-Nov 2011.

Interested in Collaborating on this paper?
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Scientists Against Malaria (Pilot initiated June 201 0)

Using a low budget approach, strong interdisciplinary collaboration and
Innovative infrastructure and modelling developments, we moved a
green field drug discovery project on a novel parasitic kinase target with
no initial solved structure or known ligand at the start of the Pilot Project
to Dose Response characterised leads within 9 months.

We are now extending chemical and kinome space exploration of

activity relationships and developing schemes for toxicity profiling and
prioritisation of compound libraries.
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e Data Mining of Human Adverse Drug
Events

e Data Mining of Literature Knowledge )

.
e Creation of Mechanism-based Hypothesis

e Selection of Biological Pathways & Targets
v,

<
* Selection of Compounds

* Prediction of Metabolites of Compounds
v

* Selection of in vitro assays relevant to

Mechanism
» Selection and integration of Toxicity Data )

e Creation of Predictive Toxicology Model

including Model Validation and
Applicability Domain y

* Selection of Low and High Content Assays )
for Testing in Cell Lines

* Analysis of Results )
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A Weight-of-Evidence Approach to Prioritisation based on
Consensus across Multiple Sources of Information

Roman Affentranger and Barry Hardy, Douglas Connect, Switzerland
Glenn Myatt, Leadscope, USA

Nina Jeliazkova, IdeaConsult, Bulgaria

Matthew Clark and Jeff Wiseman, Pharmatrope, USA

We present the results of initial work carried out within the OpenToxLink Virtual
Organization, applying a Weight-of-Evidence (WoE) approach based on
consensus across multiple sources of information for the prediction of adverse
effects of a large set of potential antimalarial compounds. The work was carried
out as part of the EU FP7 project SYNERGY, evaluating the support of decision
dashboards and event-driven collaborative research of software developed within
SYNERGY. ...

2 0"~
1 1> > (> >4 4 4, 14 144
4+ 441 41 4 4 | 4 4

-
—
E—

OpenTox

—_— 7
SEVENTH FRAMEWORK



8 L&
)
233
) 2 5 6
) 2 5 6
. 9 5

Antimalarial Acti

vity

8086

W 3D7 and DD2

3D7 only

#

1 %

8-+ 1 (15 "I7-%s;

5
51 31

2%$6

NS I

v

#!I "

Cytotoxicity

3137

10216

Not Toxic Toxic

nnnnnnnnnnnnn
PROGRAM ME



2 31 21 & 1 2 31 21 & 1 3
A ; ; 5,7
Human Adverse 8% :8( 5.7
Events Data 1 o 1 ?:8( 57
e d h ) 316 1 1 ¥ 2 #1
3231 2 21 ) 316 1 1
Data Mining 3231 2 21 >1  ;8(8
/ /
/ Titanium Model ./ Titanium | |
/ Data Building Models —
/ * |||
| '2 3 3 :
- Apply to . 2
&% Combining TCAMS
S £ Data for Compounds :
ad Event : 1 $
Groups 8% Combining 9
§’ g Predictions
Model oo for Event <13
Building Groups : % &
\ 4 413
/ = 6
/ Leadscope Pharmatrope 1
/ AR Group-based : = ¢ "
Predictions )1 . 1
Apply to Leadscope -8
| TCAMS ) :
== Compounds Grour., b.ased : 1 $
Predictions -




Pharmatrope Leadscope OpenTox
*1 2 #1 '_,x ,
3
) 316 1 Q , , .

$ 3 3 Group

25 71 ’ Consensus
/HepT

l ¥’/HepFEuI f_

In vivo micrenucleus
assay

Genotoxic
Carcinogenicity

Non-genotoxic
Carcinogenicity

Cramer Rules

/ ; \‘». l
/' Hepa AERS OpenTox
Consensus Consensus
FuAbn—
TCAMS
Antimalarial
Activity
) *$ 1 . mgs .
101 )32 2 #1 1 Prioritization
8 2. )*
1 28
&)@s 9
0 &9 1 _ |
+ 0 3 1 L 2 ?2%A 6 :B@8
3 2-0" "1 &)@$) ) 2

8 2 6 8 2 ?7CA 6 8D 1 B@8



&)@% )*$ 3

F$ G
5 (8CA7
E %:: 13
2 n, .
E%", 13 58 A7
2
3 9 (; 13
2 }
9 3
$% & 32 2
' ( ( 3 3

_:-..-‘-‘-“-_____-
——
pen oX —7—



8@ % C
O + 3 3
32 2 5
+ 2
31
M + #
O s,
1 6

) 11-D1 *>] 3
o ¢
= ﬂ\,‘\‘.
N
N OO )
o N N N 0
&@ w%C
3 3 6 32 2 1
2 31
33 5 76 1
, H# 6 13 13
$ 8 1 6
&g@ X
+ 32 3 36 3
$ 6 2 32 2 1 3 3
6 '3 3
+ 2 31
, 3 C# 6 5%%A B@7
$ 8 1 6 5 A B@7



8 + -G, %

zzzzzzzzzzzzzz
PROGRAMME



-G

C SMOS

# ToxBank

COACH

e
OpenTox =

_G,

%

%

SEVENTH FRAMEWORK
PROGRAMME



“

VENT
MMMMMMMM



6%
G ! > |
SSSSSSSSSSSSSSSSSSSSSSSSSSSSSSS

1 9% +
+ T

% F

+ 0*(.



V Q) ©

nnnnnnnnnnnnn
PROGRAM ME



%
-G
A
#M
AC |, 9

=
OpenTox =

A

| 2

+

?  +A &%

% L,
I %?75%

)
$%

2%2 # $%

&
" ID# )%
1 >+

+ 1+ 1!

SEVENTH FRAMEWORK
PROGRAMME



