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Case Studies: What is a case study ?

A particular instance of something used or analysed in
order to illustrate a thesis or principle.
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R, <s Is meant as:

SEURFIT 1
e an in depth study of a particular situation
method used to narrow down a very broad field of research into a
researchable topic
e a guide to allow further elaboration and hypothesis creation on a
subject
e an exercise to facilitate different disciplines to combine forces

Is not meant as

e a sweeping statistical survey
e acomplete answer to a particular question completely

OpenRiskNet www.openrisknet.org




SEURAT-

Towards the Replacement of in vivo Repeated
Dose Systemic Toxicity Testing

OpenRiskNet

RISK ASSESSMENT E-INFRASTRUCTURE

ELSEVIER
FREE Full-Text Article

Comput Toxicol. 2017 Nov; 4: 31-44. PMCID: PMC5695905
Published online 2017 Nov. doi: 10.1016/j.comtox.2017.10.001 PMID: 29214231

Ab initio chemical safety assessment: A workflow based on exposure considerations and non-animal
methods
f

Elisabet Berggren,®* Andrew White,b Gladys Ouedraogo,® Alicia Paini,® Andrea-Nicole Richarz,? Frederic Y. Bois,d Thomas Exner,® Sofia Leite,f Leo A. van Grunsven,
Andrew Worth,? and Catherine Mahony?

B

“From the beginning”

www.openrisknet.org




SEURAT-

Comput Toxicol. 2017 Nov; 4: 31-44.
Published online 2017 Nov. doi: 10.1016/j.comtox.2017.10.001

Towards the Replacement of in vivo Repeated
Dose Systemic Toxicity Testing

FREE Full-Text Article

PMCID: PMC5695905
PMID: 29214231

Ab initio chemical safety assessment: A workflow based on exposure considerations and non-animal

methods

Elisabet Bergg@,a’* Andrew White,b Gladys Ouedraogg,C Alicia Paini,? Andrea-Nicole Richarz,? Frederic Y. Bois,d Thomas Exner,® Sofia Leite,f Leo A. van Grunsven,f

Andrew Worth,? and Catherine Mahony9

|| 1. IDENTIFY EXPOSURE/USE SCENARIO 1J

&

|| 2 IDENTIFY MOLECULAR STRUCTURE [J

TIER O: IDENTIFY USE
SCENARIO, CHEMICAL

e

OF CONCERN AND . - ‘7 ‘ EXIT TTC )
Coutcr EsTnG || 3. COLLECT SUPPORTING DATA l] -
INFORMATION

&

ll 4. IDENTIFY ANALOGUES, SUITABILITY ASSESSMENT AND EXITING DATA

Ry =
5. SYSTEMIC BIOAVAILABILTTY (PARENT VS. METABOLITE(S), TARGET ORGANS, INTERNAL
CONCENTRATION)

TIER 1: HyporHesis

I — /:xsT

\

N

FORMULATION FOR AB
INITIO APPROACH k4
V
| 6. MOA HYPOTHESIS GENERATION (WEIGHT OF EVIDENCE BASEDON AVAILABLE TOOLS) J
' 4
w’\}
( 5 ([ 78. BIOKINETIC REFINEMENT {IN VIVO
7A. TARGETED TESTING l < 4 CLEARANCE, POPULATION, INVITRO "
TIER 2: ll_ STABILITY, PARTITION) I
APPLICATION OFAB |
e I 8. POINTS OF DEPARTURE, IN VITRO IN VIVO EXTRAPOLATION, UNCERTAINTY ESTIMATION,
MARGIN OF SAFETY |

|
‘u’ EXIT
{ 9. FINALRISK ASSESSMENT OR SUMMARY ON INSUFFICIENT INFORMATION |J E

CONCLUSION: This general “ab initio”
workflow was developed as a means of structuring
knowledge and data in a logical sequence for an
integrated safety assessment applying non animal
methods. Workflow could be the basis for a full
risk assessment and is aiming to provide a tool
to guide the evaluation through the different
steps to be considered and enable and gain
confidence in decision making.

The workflow is general enough to cover different

types of chemicals, endpoints and exposure
scenarios.
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