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Internacional Rio
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Desafios-

3. Acelerando la Transicion




Unilever

Productos seguros y sustentables sin Animal Testing

Nuestras convicciones Como lo hacemos?

Undever

A Cada producto de Unilever debe ser
Seguro para la poblacidon y para el medio
ambiente

A Los testeos con animales no son
necesarios para determinar la Seguridad
de los ingredientes y de los productos —
existe un amplio rango de alternativas no
animales basado en la Ciencia modernay
en las nuevas tecnologias

40+ anos de trabajo en
Ciencia sin animales

70+ colaboraciones

600+ Publicaciones
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WC13:13" Congreso Internacional en Alternativas al Uso Animal, Unlener
Rio de Janeiro, Septiembre 2025

3RS Integrating 3 Worlds
lera vez & .
! : uman, Animal and
Latinoamerica . Environmental Health

August 31 - September 4, 2025
Rio de Janeiro, Brazil

Canada
WCI2 - 2023 - Niagara Falls

wea 200 rm-\u.w EU

WCT1 - 2021 - The Netherlands
WCS - 2014 - Czech Republic
WC? 09 - Italy

Usa

WCI0 ~ 2017 - Seattle

WC4 - 2002 - Boston

WC1-1993 - Baltimore &
. :

WC3 - 1999 - Italy
WC2 - 1996 - The Netherlands

ASIA
WCE - 2007- Japan
.

14th World Congress on

Alternatives and
Animal Use in the Life
Sciences

15-19 August 2027 | Seoul, South Korea

,W(;'IS - 2025 - RIO DE JANEIRO
BRAZIL



WC13: Congreso Internacional en Alternativas al Uso Animal, Riode Undever
Janeiro, Septiembre 2025

A 750 participantes
A 77 sesiones

A 338 conferencias Fuerte compromiso global
A 369 posters hacia el avance de los
A 9 Eventos Satélites métodos sin animales
A 37 sponsors

A 41 paises representados

3RS Integrating 3 Worlds
Human, Animal and
= Environmental Health

August 31 - September 4, 2025
Rio de Janeiro, Brazil

Esfuerzo de un equipo multidisciplinario
Safety Sciences (Bruno Campos, Gavin Maxwell, Predrag Kukic, Renato lvan de Avila) +
Regulatory Affairs (Carolina Tagtachian, Daniela Ferreira, Juliana Torres)




WC13: Congreso Internacional en Rio — Concepto de "ONE HEALTH"-

Integrando las 3 dimensiones

Salud
Humana

Salud
Ambiental

Salud
Animal

Programa soportado en el

marco de
One HEALTH + EDUCACION

3RS INTEGRATING 3 WORLDS: HUMAN, ANIMAL AND
ENVIRONMENTAL HEALTH

The comgress program will be organized around four rain ackes:

HUMAN HEALTH

iy
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Foous will be on the appication of allenalive meatods in bicomedical
research and drug develognent, Topics include advancements inin vila
modaling of disesses, inhalaion novie oxicology, relaed elds amd
buikding confidence in New Approach Methodologies (WAMs) [ buman
lesadth, The rack wall skbso addresss the rporEance of confdence inocell
counting acoarding o 150 20391-1 and -2 o improve reproducibility ool
analysis, aking wilh ethical consideralions and reguialony acoeplance of
Lhese e lhods.

ENVIROMMENTAL HEALTH

’

This rack will explore how allesnative methods 0 animal lesting can be
e i ey amironmental impacls. Topics nelude the developmenl and
waidalion of in wvitro and in sikoo models Tor emdroomental Loxioalogy, sk
wmaguinen], and the effects of ocemelics and rejecl podects on e
envimanmenl Disorsions will sk cover altematives for siudying the impacl
of Toever chemicals® and regulatory raresarks promaling the wse ol
awllemalive methods, highlighling the role of the 38s in ervionmental
Lencicalogy.

ANIMAL HEALTH

+

This rack wall discuss e allernalive melbods can mprove aniral welfars
in research and lesing as well as stimalate e development ol aternatie
methods 1o be used in mn-clinical phase ol pels asd velernaniangs podoects.
Togics mclude ethicel omsideralions n velernay pactice, e use of
ivreielrales gy allemabive nodels, e senbence ol ireenebraies and e
refinement ol local ilerance lesting wilth a foous an whelher the application
of ondy are: af the 3Rs (Replacement, Reducion, or Reflinement) is leasbile
worlfwide. Case shdies of succesdul implerentation of e 385 @
welerinany research and disgnostics will also be highlighted.

EDUCATION

&

The locus will be on inlegraling the principles of the 3Rs nlo edecalional
curricula and raining programs. Topics indude innovative Esching wools
such as virual ks and inksractive senulalions, amd a call e aclion lor a
plobal road rEp o promale e ese o sbemative methods i scentilic
research and education. Discusssons wall highlight sirategies for rasing
awareness shoul the 3Ry and promoting a collure ol responsisbly and
ethics among sludenls and professionals in the lile soences.

Undever



3Rs Integrando las 3 dimensiones y Educando

Salud Humana

A

Impulso a
confianzay
aceptacion NAM's

Reproducibilidad,
estandarizacion y
aceptacion
regulatoria

Métodos
alternativos en
Biomédica

Avances modelos
toxicologia in vitro

Salud Animal

A Bienestar animal en

investigacion y ensayos

Desarrollo de alternativas
para aplicaciones
veterinarias

Uso de invertebrados
como alternativos y
optimizacion de ensayos
de tolerancia local

Aspectos éticos y casos
de éxito de las 3Rs en
veterinaria y diagnéstico

Salud
Ambiental

Toxicologia Ambiental
basada en métodos
alternativos

Modelos in vitro e in silico
para evalaucion de
riesgos

Impacto Ambiental de
cosméticos y sustancias
persistentes

Regulaciéon y promocién
de las 3R en salud
ambiental

Educacion

Integracion de las 3Rs
en programas de
educativos.

Innovacién en
ensenanza mediante
herramientas digitales

Hoja de ruta global
para impulsar
métodos alternativos

Concientizacion, ética
y responsabilidad en
ciencias de la vida
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1. Animal-Free Safety Science
A WCI13 Rio World Congress
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2. Marco Regulatorio — Oportunidadesy
Desafios

3. Acelerando la Transicion




Por qué necesita
las Evaluaciones Je,
S)eguJHdJ ad para los
productos de consumo,

Undever



Unlonver
Podemos garantizar el uso seguro de
este ingrediente?

{Podemos utiizar W Nodel ingrediente Ut Nen el producto U] [@ }

Risk = Hazard x Exposure & i
Riesgo: Peligro x Exposicion



NGRA y el Cambio de Paradigma Unilenver

[Evaluaciones de Riesgo “Tradicional”

NOAEL t No Observed Adverse Effect Level

NGRA: 'Next Generation’ Risk Assessment

Adverse Organism response

Conc. of ingredient due to exposure

[ ]
Amount/Conc. Adverse X .I-I.azard
of ingredient Organism identification and
due to o .
exposure Reponse cht:[actel;;?atlon
int of
° Ing,re lents Po::r?v:; ?:or:reCellular stress R'ece.ptor =

Safe Dose concentration- 3555 Transcriptomics NIME Risk Assessment
i response data ers

in Humans

Calculation of Bioactivity

.»7'1;33::;.._ . Exposure Ratio (BER)

Safety/
Uncertainty
factors

Exposure models Exposure estimation: s s
Consumer (PBK, free/total P Plasma C,,,, ’ The BER/MOE is defined as
Exposure concentration) the ratio of the PoD and the

relevant exposure estimate

characterisation
gy

A Sino se observa bioactividad a concentraciones relevantes para el consumidor ,
no puede haber efectos adversos parala salud.
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A Siseobserva bioactividad a concentraciones relevantes para el consumidor , se
debe determinar siesa bioactividad podrria resultar en un efecto adverso .




NGRA y el Cambio de Paradigma en 2007 Unilever-

ULos avances en toxicogendmica \
bioinformatica , biologia de sistemas vy
toxicologia computacional podrian
transformar las pruebas de toxicidad ,
pasando de un sistema basado en ensayos en
animales a otro fundamentado
principalmente en metodos in vitro que
evaluan cambios en los procesos biologicos
utiizando células, lineas celulares o
componentes celulares |, preferentemente de
origen humano. N 2007




ICCR 9 principles of NGRA 2018

Main overriding principles:

The overall goal is a human safety risk assessment

International Cooperation
The assessment is exposure led on Cosmetics Regulation
The assessment is hypothesis driven

The assessment is designed to prevent harm

Principles describe how a NGRA should be conducted
3 Following an appropriate appraisal of existing information

Using a tiered and iterative approach

Using robust and relevant methods and strategies

Principles for documenting NGRA:

2 Sources of uncertainty should be characterized and documented

The logic of the approach should be transparent and documented
Dent et al, Computational Toxicology (2018) 7280


https://www.iccr-cosmetics.org/
https://www.iccr-cosmetics.org/
https://www.iccr-cosmetics.org/

Endpoints (Determinaciones) y NAM’s — Sélo algunos ejemplos -

Computational approaches

/n sifico tools
ToxTree
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In vitro methods and approaches

OECD test methods
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Skin sensitisation

OECD EE
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M Metegg; Metabolic fate predictions

Non -OECD methods

In vitro pharmacological profiling

PERSPECTIVES

® -
Reducing safety-related drug
attrition: the use of in vitro

pharmacological profiling

Nuclear
receptor | GPCR panel
panel

Assays using advanced
cell systems and
microtissues

Cellular stress panel assay

Image kindly provided by Paul Walker (

36 biomarkers identified that were

representative of  key stress pathways,
mitochondrial toxicity and cell health.

Hatherell et al (2020), Toxicological Sciences, 176, 11

@, A cvorec company

Cyprotex )

Undever

In silico models to predict
Molecular initiating events (MIES)

TOXICOLOGICAL SCIENCES, 165(1), 2018, 213-223

Socwq' of i o aomnondngin
Toxicology T/EXSCI Advance Access Publication Date: uly 15, 2018
'www.toxsci.oxfordjournals.org

20 Years:  rasearch i

OXFORD

Using 2D Structural Alerts to Define Chemical
Categories for Molecular Initiating Events

Timothy E. H. Allen,” Jonathan M. Goodman,** Steve Gutsell,"
and Paul J. Russell’

High throughput transcriptomics

Response

-33

Concentration

y muchos mas..



NGRA: Marcos conceptuales

o United States
\__/ Environmental Protection
\’ Agency

T
J

Multiple cell types

and Properties High Content Assay(s) +/- metabolic competence
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No Defined Biological } Defined Biological Target J

O

Chemical Structure J l Broad Coverage,

Target or Pathway or Pathway

\_ | J
f R

1 Tier 2
Select In Vitro 5 :
\ Acays J } Orthogonal confirmation
. —}— 4
/ 1 l Tier 3 \
Existing AOP No AOP

| |

In Vitro Organotypic Assays and Identify Likely Tissue,
Assays for other KEs Microphysiological Organ, or Organism Effect
and Systems Modeling

Systems and Susceptible Populations

Estimate Point-of-Departure
Based on Biological Pathway or
Cellular Phenotype Perturbation

Estimate Point-of-Departure
Based on AOP

Estimate Point-of-Departure
Based on Likely Tissue- or
Organ-level Effect without AOP

The Next Generation Blueprint of Computational
Toxicology at the U.S. Environmental Protection Agency

https://pubmed.ncbi.nlm.nih.gov/30835285/
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1. IDENTIFY USE SCENARIO
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~
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TIER 2: —
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INITIO APPROACH \ " 4

8. POINTS OF DEPARTURE, IN VITRO IN VIVO EXTRAPOLATION,
UNCERTAINTY ESTIMATION, MARGIN OF SAFETY

™
9. FINAL RISK ASSESSMENT OR SUMMARY ON INSUFFICIENT
INFORMATION APPROACH

Exiv
__Asinmo ./ _

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

https://doi.org/10.1016/j.comtox.2017.10.001

16


https://pubmed.ncbi.nlm.nih.gov/30835285/
https://doi.org/10.1016/j.comtox.2017.10.001

SCCS Notes of Guidance: Creacidén Espacio Seguro
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Ci i on C Safety

sccs

THE SCCS NOTES OF GUIDANCE FOR THE TESTING OF
COSMETIC INGREDIENTS AND THEIR SAFETY EVALUATION

12™ REVISION

‘ Scientific Commitiees

The SCCS adopted this guidance document
by written procedure on 15 May 2023

by written on 21 2023

SCCS/1647/22
Corrigendum 2

Figure 6. Framework of the New Generation Risk Assessment (NGRA) (adopted from
Berggren et al.,2017 and Dent et al., 2018). TTC: Threshold of Toxicological Concern; MoA:
Mode of Action. Copyright from Elsevier, first published in Computational Toxicology, 4, 2017.
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The corrigendum 1 was adopted during plenary meeting on 26 October 2023, and
the

SCCS Notes of Guidance for the Testing
of Cosmetic Ingredients and their
Safety Evaluation 12th revision

SCCS 12th revision Notes of guidance
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Identified use

scenario
COSMETICS

Identified
molecular
structure
Collected TTC not possmlg )
Assumed no animal or human data available

existing data

Generated in vitro ADME data and performed PBK modelling to derive

plasma C,,, estimation * See Punt et al., submitted

Generic hypothesis: Biological activity measured using a broad suite of human-relevant test systems is sufficiently protective. If
bioactivity is not observed at concentrations reached systemically in consumers then there are no adverse effects. PBK model
indicated that concentrations of BP-4 are limited to liver and kidney, therefore a relevant kidney cell model was included in the
testing strategy in addition to the liver cell lines. In silico tools predicted binding to estrogen receptor.

Systernic NAM-toolbox?®
Broad suite of assays and analysis used as part of

the systemic toolbox as outlined in Middleton et al: EATS activity:

estrogenic, androgenic,
thyroidogenic and
steroidogenesis using
CALUX assays

Tools to
address specific
risk assessment
questions

Investigated BP-4 toxicity
in the primary human
proximal tubule model
(aProximate™)

= Cell stress panel (CSP) in HepG2 cells

= In vitro pharmacological profiling (IPP)

* High-throughput transcriptomics (HTTr) in
HepG2, HepaRG, MCF-7 cells

Calculation of bioactivity-exposure ratio (BER). Assessment
based on lowest of POD,,, together with weight of evidence

Risk evaluation and

risk assessment
documentation

Fig. 1: NGRA case study workflow for 5% BP-4 in sunscreen body lotion
Adapted from Berggren et al. (2017) and Dent et al. (2021); # Middleton et al. (2022), & Cable et al. (2024).

Making safety decisions for a sunscreen
active ingredient using next-generation risk
assessment: Benzophenone-4 case study

https://doi.org/10.14573/altex.2501201
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T
)
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https://doi.org/10.14573/altex.2501201
https://health.ec.europa.eu/publications/sccs-notes-guidance-testing-cosmetic-ingredients-and-their-safety-evaluation-12th-revision_en
https://health.ec.europa.eu/publications/sccs-notes-guidance-testing-cosmetic-ingredients-and-their-safety-evaluation-12th-revision_en
https://health.ec.europa.eu/publications/sccs-notes-guidance-testing-cosmetic-ingredients-and-their-safety-evaluation-12th-revision_en

ICCS Best Practice Guidance Unilener

Ot her examples of framewor ksé

INTERNATIONAL

Ims COLLABORATION ON

INTERNATIONAL

‘ 4 S COLLABORATION ON

COSMETICS SAFETY
COSMETICS SAFETY

BRAZILIAN CONGRESS OF TOXICOLOGY

Best Practice Guidance Document Best Practice Guidance Document

Skin Sensitization Assessment: Read-Across June ‘S;r\;dv tT% 6Eth otSECo P:ulo oSP

Using New Approach Methodologies for Substances el L ein e
in Cosmetics and Personal Care Products # 0 NAMs bssad.

Skin Sensitization « |
2afexy Assessment of
0

June 2026

ICCS

July 2025

ICCS

TKS /. ¢h- HAHC -BaBedPkinK 2
{SYaraAl I GAaz2zy {IFFShe |
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https://www.iccs-cosmetics.org/education
https://www.iccs-cosmetics.org/education
https://www.iccs-cosmetics.org/education
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Contexto Historico: Leyes de Prohibicion de AT en Cosméticos

‘ 30 anos de historia

\

/

Gran Bretana: primer pais en prohibir AT para
Cosmeéticos e Ingredientes (1998)

Prohibicion en Europa:
2009: cosmeticosk ingredientes para ciertosndpoints
2013: cosmeticosk ingredientes para todosndpoints

En el marco de CPRRegulaciorde Cosméticos

Nuevos paises, ano tras ano:
India (2014), Israel (2014) , New Zealand (20Mirkey(2016),
South Korea (2017) , Australia (2017), Colombia (2020), Me

20



Leyes de Prohibicion de Animal Testing en Cosméticos (45 paises & 12  Undlever
Estados de USA) Impulsan la adopcidn de enfoques NGRA y una mentalidad de remplazo

BN
.‘\‘)

]

Mationwide ban on all cosmetic testing on animals

Partial ban on cosmetic testing on animals’

Ban on the sale of cosmetics tested on animals 3
- https://en.wikipedia.org/wiki/Testing_cosmetics_on_animals#cite_note-1

Mo ban on any cosmetic testing on animals

ot § 4 i
Unknown
@ we 330 TTeel CDID 3L 3.

; 21

some methods of testing are excluded from the ban or the laws vary within the country


https://en.wikipedia.org/wiki/Testing_cosmetics_on_animals#cite_note-1
https://en.wikipedia.org/wiki/Testing_cosmetics_on_animals#cite_note-1
https://en.wikipedia.org/wiki/Testing_cosmetics_on_animals#cite_note-1
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Undever

Leyes de Prohibicidon AT en Cosmeticos: FOCO en Latinoamérica

. LEGISLACION APROBADA

LEGISLACIONtroduciddendesarrollo

. SIN/BAJA ACTIVIDAD

México: Legislacion
aprobada (2021). Entr¢
en vigencia4/2024.

O

==

Guatemala Ley de
Bienestar Animal (2037

Colombia: Legislacion aprobada
(2020). Entro en vigenciag/ 2024
Publicacion Resolucion 814 de 2026

Peru: Proyecto de Ley aprobado
en Comision Agrarissép2024).
Continta tramite legislativo.

Chile: Publicacion Ley

21.646 del 26 de enero de
2024. Entro6 en vigencia el 2
de enero de 2025.

Reglamentacion cerro
consulta publica: En revision
de comentarios recibidos
por parte de la Autoridad.

i

=

Panama:Proyecto prescribié con la entrada de la nueva Asamblea Legislativa.

Brasil: Ley 15188lel 30 de julio
de 2025.se espera reglamentar
dentro de los 2 afios luego de [
publicacion.

Prevision CP entre Oddic 2026

jS))

Avanco
legislativo!

Camara aprova o PL 3062/2022, que proibe
o uso de animais em testes para cosméticos.

Argentina:

Ao o1l UAAOT AA , Au OB

A Actividad en CAP&N colaboracién con
otros stakeholders

22



Mientras tanto..

aun existen desafios..



o

CHINA

&3 NATIONAL MEDICAL PRODUCTS ADMINISTRATION

= ExEanEEER

1989-2014: AT Mandatorio para Cosmeéticos
2014-2021: Introduccion gradualde N A MO s
2021-2024: CSAR elimina el AT para los
cosmeticos comunes nacionales e

Importados

2024-2026: Coexistenciade ATy NA MGy
uso de N A M Gpara el registro de algunos

ingredientes cosméticos

European Union

EUROPEAN CITIZENS’ INITIATIVE

Save
Cruelty Free 1.2M+ signatures
Ccosmetics

We call on the European Commission to do the following:

1. Protect and strengthen the cosmetics animal testing ban.
Initiate legislative change to achieve consumer, worker, and environmental protection for all cosmetics
ingredients without testing on animals for any purpose at any time.

2. Transform EU chemicals regulation.
Ensure human health and the environment are protected by managing chemicals without the addition
of new animal testing requirements.

3. Modernise science in the EU.
Commit 1o a legislative proposal plotting a roadmap to phase-out all animal testing in the EU before
the end of the current legislative term.

ﬁoadmap from Preparation to Commission roadmap
Implementation animal testing (-
'/"\\ essments. EECC <«
(\?:]/:’ £\
Preparation of Kgﬂ )
the Roadmap / 3
ECHlaunched N Lr;‘lglseemen(auon

Roadmap towards phasing out animal testing - European Commission



https://single-market-economy.ec.europa.eu/sectors/chemicals/reach/roadmap-towards-phasing-out-animal-testing_en
https://single-market-economy.ec.europa.eu/sectors/chemicals/reach/roadmap-towards-phasing-out-animal-testing_en
https://single-market-economy.ec.europa.eu/sectors/chemicals/reach/roadmap-towards-phasing-out-animal-testing_en

Con LUZ en el Horizonte..




Las Agencias Reguladoras dan senales hacia la transicion de sus Unadever
organizaciones para permitir el uso regulatorio de NAMs/NGRA

%
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