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Overview

« Howdid | get here?

«  Where is the evidence?

« (Canwe act more upon scientific evidence / using systematic reviews?

« Accelerating the transition to animal-free innovations - transition science

« Setting goals and leadership
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ATHEROSCLEROSIS IN THE RAT
J. Ritskes-Hoitinga and A.C. Beynen

Department of Laboratory Animal Science, State Unliversity, P.0O.Box 80.166,
3508 TD Utrecht (The Netherlands)
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Where and what is the evidence behind drug legislation?
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A History of Regulatory Animal Testing: What Can
We Learn?
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Free articke

Abstract

The contamparary pharmaceutical industry is voicing growing concarns about the franslatability
and reproducibdity of animal medets. In addition, the usafulness of cartain of tha raquired
regulatory safety tests in animals is baing incraasingly quastionad, It remains difficult, howevar, to
maika tha move toward albernative testing mathods, nat least becausa of legislative demands, A
histarical analysis was parfarmed, in order to study haw the mandatory animal studies in legislative
requiramants came about. This article raflects on tha role that specific public health disasters
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Flexible approaches possible .
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The Promises of Speeding Up: Changes in Requirements for
Animal Studies and Alternatives during COVID-19 Vaccine

Approval-A Case Study

Merel Ritskes-Hoitinga '+2*, Yari Barella * and Tineke Kleinhout-Vliek *

Department of Population Health Sciences, Institute for Risk Assessment Sciences (IRAS),

i

Faculty of Veterinary Medicine, Utrecht University, Postbus 80163, 3508 TD Utrecht, The Netherlands

* Department of Clinical Medicine, Faculty of Health Sciences, Aarhus University Hospital,

Palle Juul Jensens Boulevard %9, 8200 Aarhus N, Denmark
yaribarella 0d@gmail com

3508 T'C Utrecht, The Metherlands; th kleinhout-vliek@uu nl
Correspondence: j.ritskes-hoitinga@uu.nl

nature

Explore content «  Aboul the jowurnal « Publish with us « Subscribe

Faculty of Science, Radboud University, Postbus %010, 6500 GL Nijrmegen, The Netherlands;

Copermicus Institute of Sustamable Development, Utrecht University, Postbus 80,115,

View all jpumals L

Sign up for aler

nature @ oworld view » article

Medical regulators: look beyond
animal tests

) Flexible approaches used to accelerate COVID-19 vaccines deserve wider

G uptake.
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Related Articles

Software beats animal tests at
predicting toxicity of chemicals
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Can we use evidence more?

What are systematic reviews?

. . . coC
Systematic reviews bring us the most COLLABORATION®

objective and complete scientific evidence

and lead to better evidence-based decision making

Veterinary Medicine
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Systematic Review results:
low publication quality
and low translation of animal studies to
humans is made transparant.
Scientific need for change.

Changes coincide with resistance.
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It needs perseverance and
managing transitions:

Transition science



Multi-level perspective transition analysis

i * Sotio-technical landscape
|d e ntlfy’ (exogenous context)
Ba rrlers, Ieve rages and F: "\ LandsCape develgpments put préssure - -

I “* on existing regime, which opeéns up, -
Oppo rtunities i » . creating windows of opportunity for nowvelties. -~ Mew regime
o - .l." E- ; -
Socio-technical r’ ® . P influgnces landsCape
regim . -
ceime § Markets, user preferences }} o - A, ‘,f N
_ = e i

Niche: Alternative system
Regime: Dominant system
Landscape: Societal trends

Technology

New configuration breaks through, taking advantage
of ‘windows of opportunity”
Adjustments OCCur in s0C00-technical regime

Socio-technical regime is
i1 C‘dynamically stable’. On différent
¥ v dimensions there are Dﬂgn'*g/
External influences "\ “'F’rﬂ‘:‘-’f‘ses‘-

on niches
(via expectations N p f Elements become Ellgr‘:Elj.
wia Sxpectanong oML o and stabilise in a dominant design
. and networks). N e
Goal: "J , 2 Internal momentum inCreases.
; Niche-innovations . =
|dentify e
T -, = . Small networks of actors support novelties on the basis Of expectations and visions
Opportunltles to - Learning processes take place on multiple dimensions (Co=-Construction).
Efforts to link different glements in 2 seamless web

accelerate the

S

transition Time

Radboud
Honours  Geels, F. W. (2011). The multi-level perspective on sustainability transitions: Responses to seven criticisms.
Acadermy  Environmental innovation and societal transitions, 1(1), 24-40.



'cpl The Dutch Transition Program to animal-free
Innovations

Mission:
Better predictions without (lab) animals

Ambition:
The Netherlands with TPl as a catalyst of the (inter)national transition towards
animal-free innovations

Partner program foundedin 2018: 11 partners (including a young TPI!)

TPI-policyis in conjunction with 3Rs policy, to ensure animal- welfare as long
as animals are needed.
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tpl International ambition and activities

FEuropean/international approachiis crucial to validate,
accept and implement non-animal methods (NAMs).

TPI:

« Plans to start conversations with other EU member
states about validation of NAMs:

Interested or
questions ?

Feel free to contactour
program manager:

« Tofind common ground on what is needed to improve
validation;

Ericavan Oort, PhD
e.vanoort@mininv.n/

Ministry of agriculture, nature
and food quality

« Together we can accelerate our national efforts and
improve our chances to a European approach!

SCAN ME

www.animalfreeinnovationtpi.n|
11
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Education: Multi-level
perspective transition
analysis

animals-12-02757-Abarkan et al. 2022 pdf - Adobe Acrobat Reader (32-bit)
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Contmentary

. Identifying Key Factors for Accelerating the Transition to
CO' cre atl on Animal-Testing-Free Medical Science through Co-Creative,
Interdisciplinary Learning between Students and Teachers

Fatima Zohra Abarkan !, Anna M. A. Wijen ?, Rebecca M. G. van Eijden % Fréderique Struijs !, Phoebe Dennis %,
Merel Ritskes-Hoitinga *>* and Ingrid Visseren-Hamakers *
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I n te r I S c I I n a r e a r n I n Faculty of Science, Radboud University, Radboud Honours Academy, 6525 A] Nijmegen, The Netherlands
* Faculty of Medical Science, Radboud University, Radboud Honours Academy,

6525 A] Nijmegen, The Netherlands

Institute for Management Research, Radboud University, Radboud Honours Academy,

6525 A] Nijmegen, The Netherlands

Faculty of Veterinary Medicine, Utrecht University, 3584 CL Utrecht, The Netherlands
D(‘partmse-nt of Clinical Medicine, Aarhus Univcr.-aity, 8000 Aarhus C, Denmark

Institute for Management Research, Radboud University, 6525 A] Nijmegen, The Netherlands
Cnrrg»%;mnd‘mm: j-ritskes-hoitinga@uu.nl
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Funding Dutch Research Agenda (NWA): Non-animal models, acceptance and implementation
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MNews & events » News » Three consortia awarded funding for acceptance and implementation of animal-free models in [hara[.l.erlshts

safety assessment
Research programme

Three consortia awarded funding for S
accepfance and implementation of animal-

Knowledge Utilisation

free models In safety assessment -

Open Science

25 August 2022 Key Technologies
Within the Dutch Research Agenda (NWA) Safety
‘Non-animal models: acceptance and Food
implementation’, three consortia will research
on the acceptance and implementation of Type

Awards

existing animal-free models. A total of about
€ 2.9min has been awarded for this research.
This programme is a collaboration between
the Dutch Ministries of Infrastructure and
Water Manaagement (I&W), Public Health,




SAFE = Safety Assessment through animal-free evolution
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INTEGRATING TRANSFORMATIONS AND TRANSITIONS
THROUGH TRANSFORMATIVE GOVERNANCE

INTEGRATIVE
NN\ transformation AN S N ANDSCAPE
INCLUSIVE

ADAPTIVE
transition A e fransition B ——>  [ransition C
TRANSDISCIPLINARY
| | & o
-

ANTICIPATORY

TRANSFORMATIVE
GOVERNANCE

Transforming Biodiversify Governance. Cambridge University Press.

Visseren-Hamakers, |.J. et al. 2022. How to save a million species? Transformative governance through prioritization. In: Visseren-Hamakers, |.J. and Kok, M. (Eds.) 2022.

4 Institute for Management Research
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We need mixed methods research and flexible
approaches: combining quantitative and
qualitative research

We need inter- and transdisciplinary research

Providing scientific evidence is clearly not
sufficient to make real changes

15
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eSS Monocyte activation test

Pyrogen testing revisited on occasion of the 25th

[}
) Imgpact Factor 3027: 6350
anniversary of the whole blood monocyte e —— WaS va l a e y rS ag O
activation test . . )
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University of Konstanz K:rs:a_i:.i. TE:-rrl::-r..' j
“l“‘. hipsstoreid oeg TO00-0003 - 1 358-T 583 o .D
in the ruropedan
wihich, despite the Broad apploation of the Limulus amebooyhe sabe [LAL) assay, aka e s ®
bacterial endotoxin test [BET), consumed seseml hundred thousand mbbis per yoar ¥ - -
ook warid-wicke. The msuling Intemational validation and lengihy acoeptance and S e~ e r r l
MDECOGCL R0, 14T e 2100 Implemeniation process of what are caled now monooyte aciivation tests [FAATS) Snaly Berlin, Germany P h a r a CO p O l e a tO re p l a Ce
L Is Impacting on animal rumbens - at Isast in Euwrope - educing them by marm than T0% Jung 2R-adl, A3

rabbit pyrogen test.

Abstract

“ Thie whinhes iciod prrogen test invented 25 years ag0. and He variant based on cryo

presensed biood one year later, brought momentum inta this ek of pyTogen testing,
Published: Jan 12, 2021

Haywords: PFToQens exoopt ihe lack of aooeptanon of WMATS In some regions of the wordd. The
ranni pyTogen test atemative i labi by ol WUATS has opered also the discussion about the shoroomings of
mizthodds ipopolysacchande LALBET, namaly its restriction 1o Gram-negative pymogens, non-refisction of the

Why has this taken so long?!
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Promising recent developments - transition is happening

Multi stakeholder article on building scientific confidence in New
Approach Methods - van der Zalm A et al. Archives Toxicology 2022

European Citizen’s initiative

Furopean Parliament asking for a roadmap

Food and Drug Administration modernisation act
Furopean Medicines Agency 3R working party
Furopean Food Safety Authority roadmap

This European Chemicals Agency New Approach Methods workshop

17
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Next generation (animal-free) risk assessment:

& VHP4SAFETY

’ Py virtual human platform for safety assessment
e¥e

Human biology central

e Science and regulations meet

HUMAN-RELEVANT SCENARIOS

Current animal tox testing regimes do
not reflect human-relevant scenarios,
such as differences in susceptibility due
to age, gender, timing of exposure, or
diseasestate.

REPRODUCIBILITY

Only 25% of published results obtained
with animal data can bereproduced.

PREDICTIVE VALUE

The results of a laboratory animal can
only predict the results in reproductive
toxicity of another species by 60%.

THE CHALLENGE

9,338,162 ANIMALS

Were still being used for research and
testing in the EU in 2017 (about one
third for toxicity testing).

INTERDISCIPLINARY APPROACH

Integrating data from new in vitro and
in silico methods, data sciences and
social sciences

SLOW DECREASE

In 10-years time, the use of animals is
only decreased by 22% with the current
approach to gradually refine, reduce
andreplaceanimaltesting.

Virtual human platform for safety assessment of chemicals and pharmaceuticals
VHP4Safety project NWA 1292.19.272 is part of the NWA research program 'Research along Routes by Consortia (ORC)’,
whichis funded by the Netherlands Organization for Scientific Research (NWO).



Let’s make it happen together!

Phase out animal studies and embrace alternatives
asap for the benefit of animals and humans.

The science and technology are here!

New (academic) pathways:

More evidence-based decision making

Merel Ritskes-Hoitinga new professor of

Transdisciplinary research and Evidence-Based Transition to Animal-free
, . S Innovations
education - connecting stakeholders

Multilevel perspectives, transition
science and transformative governance
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We choose to go to the
moon...

.in this decade, not
because it's easy, but
because it's hard,

it will serve to organise and
measure the best of our
energies and skills,

a challenge we are willing
to accept, unwilling to
postpone and intend to
win

%:% Utrecht University Veterinary Medicine
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We choose to go for
New Approach
Methods (NAM) only

..in this decade, not
because it's easy, but
because it's hard, we will
only use NAMs because

it will serve to organise and
measure the best of our
energies and skillsin a
challenge we are willing to
accept and unwilling to
postpone in the interest of
all living creatures and our
environment
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