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Programa: Evaluacidén de Riesgo de Materiliales en Contacto con

los Alimentos

L

EXTERNAL SCIENTIFIC REPORT %< 'NRMHILVO L

APPROVED: 04 April 2022
doi:10.2903/sp.efsa.2022.EN-7313

OBEMIRISK-Knowledge platform for assessing the risk of
bisphenols on gut microbiota and its role in obesogenic
phenotype: looking for biomarkers

Margarita Aguilera?, Ana Lopez-Moreno?, Klara Cerk @, Antonio Suarez 3, Eric Houdeau®,
Bruno Lamas®, Christel Cartier®, Eric Gaultier®, Daniel Zalko®, Els Van Pamel ¢, Marc
Heyndrickxc, Geertrui Rasschaert ¢, Christof Van Poucke ¢, Mangesh Bidhe d, Amod Kulkarnid,
Elzbieta Sobiecka ¢, Tomasz Olejnik ¢, Yolanda Galvez-Ontiveros?, Inmaculada Moscoso?,
Lourdes Rodrigo 2, Maria Jesus Alvarez-Cubero?, Alberto Zafra?, Ana Rivas?

2 Institute of Nutrition and Food Technology INYTA, University of Granada, Spain;  French National
Institute for Agriculture, Food, and Environment (INRAE), Toulouse, France; ©Flanders Research
Institute for Agriculture, Fisheries and Food, ILVO, Ghent Belgium; ¢ University of Veterinary, Medicine
and Pharmacy (UVMP), Kosice, Slovakia; ¢ Technical University of Lodz, Lodz, Poland
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European Food Safety Authority

GP/EFSA/ENC0O/2018/03

Evaluacidén de la exposiciédn

dietética del bisfenol A y
analogos: papel en la microbiota

y obesidad infantil




Gestidén del proceso de solicitud

Plazo: marzo Criterios de admisién

y exclusién Criterios de admisidén y exclusidn

* Plan de
trabajo e Forma de entidad °* Declaracidén de honor de los criterios
(plantilla) juridica (ambos) . de seleccidn (anexo 0).

e Formulario de * Hosting site requisitos
identificacién * Experiencia en evaluacidn de
financiera (ambos). riesgo.

e Declaracidn de * Supervisor (> 5 afios experiencia).
colaboracién (sending * Lengua de comunicacidén principal.
site) . * Requisitos del participante:

e Declaracién de honor de * Pertenencia a una organizacidn
los criterios de competente (> 12 meses de
exclusién (anexo 5). contrato) .

* Al menos 3 afios experiencia.

* Certificado de inglés >B2.



Formacidén y experiencia durante el desarrollo del programa

Parma Noviembre - Marzo 2023 Parma Agosto 2023
septiembre diciembre 2022 junio 2023

Curso de

Module 1 Module 2 Module 4

formacid

(online)
n

(online) (online)

* Evaluacidén de riesgo:

. . o e Evaluacidén de * Riesgos emergentes ¢ Comunicacidn * Coleccidn de
microbiano, gquimico
e Disefio de estudios riesgo en en la evaluacidn del riesgo y datos e
epidemiolégicos otras areas del riesgo respuesta a la informes
* Procesamiento de datos alimentarias alimentario crisis

e FEstadistica
e Utilizacidn de

programas



Formacidén y experiencia durante el desarrollo del programa

Visita Conzorzio Parmigiano
Reggiano

sl

-.{ £

= IIIII“HLJIIE-
oLl T8
V "/‘f ‘! 71

ali
?
e
ol
i & ‘

2
L Py
- o Ya)
< p—1 it/
,' ".
\ ~

A

%=
i



(1Y
=
d
H
o
O
H
Q
—
)
O
(0
—
—
O
i
]
1\
0
)
O
—
v
v
H
o
[V
M
O
d
-
O
o
v
-
H
v
Q,
v
v
>
o
‘O
-
O
1Y
=
M
O
[y

Visita Barilla




Formacidén y experiencia durante el desarrollo del programa
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Formacidén y experiencia durante el desarrollo del programa

Visita guiada por Parma y cena
social






Formacidén y experiencia durante el desarrollo del programa

Visita AESAN




Investigacidén y experiencia durante la estancia en el BfR

BfR Jungfernheide

BfR Marienfelde (DDW)
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Investigacidén y experiencia durante la estancia en el BfR

EU-FORA SERIES 6 ﬁ B.FR eF!ﬁJOU RNAL

Bundesinstitut fir Risikobewertung

APPROVED: 15 September 2023

doi: 10.2903/i.efsa.2023.e211015

Risk assessment of food contact materials

Viviana Ramirez®, Stefan Merkel?, Thomas Tietz? and Ana Rivas'

Objetivo: evaluacidén de riesgo del BPA en nifios, adolescentes vy

adultos, combinando 1los resultados de 1la caracterizacidn del
peligro y la exposicidn dietética del BPA mediante la herramienta

probabilistica APROBA-Plus.




Investigacidén y experiencia

durante la estancia en el BfR

SCIENTIFIC OPINION er-GJ O U R NAL

Re-evaluation of the risks to public health related to the
presence of bisphenol A (BPA) in foodstuffs

EFSA Panel on Food Contact Materials, Enzymes and Processing Aids (CEP),
Claude Lambré José Manuel Barat Baviera, Claudia Bolognesi, Andrew Chesson,

Pier Sandro Cocconcelli, Riccardo Crebelli, David Michael Gott, Konrad Grob, Evgenia Lampi,
Marcel Mengelers, Alicja Mortensen, Gilles Riviere, Vittorio Silano (until 21 December 20201),
Inger-Lise Steffensen, Christina Tlustos, Laurence Vernis, Holger Zorn, Monika Batke,
Margherita Bignami, Emanuela Corsini, Rex FitzGerald, Ursula Gundert-Remy,
Thorhallur Halldorsson, Andrew Hart, Evangelia Ntzani, Eugenio Scanziani, Henri Schroeder,
Beate Ulbrich, Dina Waalkens-Berendsen, Detlef Woelfle, Zainab Al Harraq, Katleen Baert,
Maria Carfi, Anna F Castoldi, Cristina Croera and Henk Van Loveren

www.bfr.bund.delen m Bf R

Garman Federal Institute for Risk Assassmient

DOl hitps Aidoi.ogM10.17500/20230419-1143234-0

Bisphenol A: BfR proposes health based guidance value, current exposure
data are needed for a full risk assessment

BfR Opinion No 018/2023 issued 19 April 2023

Scientific and methodologic
divergencies

EFSA 2023

TDI 0.2 ng/kg bw/day vs EFSA 2015 TDI 4
ng/kg bw/day

Critical endpoint: immune effect (Thl7
cells)

BfR 2023

TDI 200 ng/kg bw/day vs EFSA 2015 TDI: 4
ng/kg bw/day

Critical endpoints: immune effect,
reproductive toxicity, and increased serum
uric acid levels




Investigacidén y experiencia durante la estancia en el BfR

1) Hazard characterization: probabilistic approach using APROBA-Plus tool

# studies

identified

suitable for

evaluation

classification

into Tiers

Three most sensitive endpoint categories identified by EFSA (2023)

[

[

1.

Immunotoxicity

2. Reproductive

toxicity

3. Uric acid
increase

139 studies

\

1905 studies

4 studies

26 studies

\

529 studies

Tier 1
0 studies

Tier 2
7 studies
Tier 3
19 studies

Tier 1
19 studies

Tier 2
23 studies
Tier 3
487 studies

112 point of
departure
(PoD)

qualitative
assessment

1. data extraction
2. BMD modelling

v

derivation of 112 PoDs

probabilistic approach
¥

derivation of 112 TDIs

Point of departure (PoD):

* BMDL: benchmark dose lower
confidence limit

* NOAEL: no observed adverse effect
level

. LOAEL: lowest observed adverse

effect level



Investigacidén y experiencia durante la estancia en el BfR

1) Hazard characterization: probabilistic approach using

APROBA-Plus tool

Wistar rats = caudal count as reproductive toxicity endpoint
Liu et al. (2013) -> BMDL,, of 26 pg/kg bw/day (0.14-39 pg/kg
bw/day)

Srivastava and Gupta (2018) -> NOAEL of 50 pg/kg bw/day (0.2-78

ng/kg bw/day)

TDI of 200 ng/kg Immunological effects of
bw/day BPA were assessed as not
suitable for the TDI

derivation

TDI distribution
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Investigacidén y experiencia

durante la estancia en el BfR

SCIENTIFIC OPINION er-c:J O U R NAL

Re-evaluation of the risks to public health related to the
presence of bisphenol A (BPA) in foodstuffs

EFSA Panel on Food Contact Materials, Enzymes and Processing Aids (CEP),
Claude Lambré José Manuel Barat Baviera, Claudia Bolognesi, Andrew Chesson,

Pier Sandro Cocconcelli, Riccardo Crebelli, David Michael Gott, Konrad Grob, Evgenia Lampi,
Marcel Mengelers, Alicja Mortensen, Gilles Riviere, Vittorio Silano (until 21 December 20201),
Inger-Lise Steffensen, Christina Tlustos, Laurence Vernis, Holger Zorn, Monika Batke,
Margherita Bignami, Emanuela Corsini, Rex FitzGerald, Ursula Gundert-Remy,
Thorhallur Halldorsson, Andrew Hart, Evangelia Ntzani, Eugenio Scanziani, Henri Schroeder,
Beate Ulbrich, Dina Waalkens-Berendsen, Detlef Woelfle, Zainab Al Harraq, Katleen Baert,
Maria Carfi, Anna F Castoldi, Cristina Croera and Henk Van Loveren

www.bfr.bund.delen r-’T Bf R

Garman Federal Institute for Risk Assagsman

DOl htpe NdoiorgM 0. 1750020230419-114234-0

Bisphenol A: BfR proposes health based guidance value, current exposure
data are needed for a full risk assessment

BfR Opinion No 018/2023 issued 19 April 2023

Scientific and methodologic
divergencies

EFSA 2023

TDI 0.2 ng/kg bw/day vs EFSA 2015 TDI 4

ng/kg bw/day

Critical endpoint: immune effect (Thl7
cells)

BfR 2023

TDI 200 ng/kg bw/day vs EFSA 2015 TDI: 4
ng/kg bw/day

Critical endpoints: immune effect,
reproductive toxicity, and increased serum
uric acid levels

No current exposure data



Investigacidén y experiencia durante la estancia en el BfR

2) Exposure assessment

>600 Spanish

participants
Spanish Dietary
ENALIA 1: National Dietary Survey on Children and agencia
ol ) espaiiola de
- olescents '
Children  Adolescents Adults se_qundadl
3-9years  10-1/years 18-39 years ENALIA 2: National Food Survey on Adults, the Elderly a||mlenlt,ar|ay
nutricion
and Pregnant Women
: - Lower bound (LB): ND=0; D=LOD fOOdS
Y Upper bound (UB): ND=LOD; D=L0Q
=) z Bisphenol A Article
as~” consumption % OcuTence Presence of Parabens and Bisphenols in Food Commonly

- = Exbosure dose (g/day) (ng/9) C d . S .
1.{.= (na/kg bw/day) =t onsume mn pall'l

Body weight

Consumption frequenc
112-food iterr)n Eood ?:requchy UHPLC-MS/MS system LOD=0.3; LOQ=0.9 Yolanda Galvez-Ontiveros 't, Inmaculada Moscoso-Ruiz 2, Lourdes Rodrigo 3, Margarita Aguilera #*0,

Questionnaire (FFQ) ND=no detected: D=detected Ana Rivas I"**® and Alberto Zafra-Goémez >t



Investigacidén y experiencia durante la estancia

en el BfR

2) Exposure assessment: Total BPA exposure for each age group

Median (ng/kg bw/day)

1600

1400+

1200=

1000=

800

600=

400=

200=

o O

Q@O0 O @

Children

>50% of children exceed

Adolescents

Young adults

the BfR TDI

TDI BfR = 200 ng/kg/day

« TDI EFSA = 0.2 ng/kg/day



Investigacidén y experiencia durante la estancia en el BfR

Median (ng/kg bw/day)

1600

1400+

1200+

1000+

800

600

400

200

2) Exposure assessment: Main contributors of dietary BPA exposure in children

@00 ® oo

TDI BfR = 200 ng/kg/day

TDI EFSA = 0.2 ng/kg/day

1 Ll
Children Adolescents Young adults

EFSA FoodEx2 Classification

(EFSA 2015) .

DOONRECOND

Grains and grain-based products

Vegetables and vegetable products

Legumes, nuts, oilseeds and spices

Fruit and fruit products

Meat and meat products

Fish, seafood, amphibians, reptiles and invertebrates
Milk and dairy products

Composite dishes
Seasoning, sauces and condiments



Investigacidén y experiencia durante la estancia en el BfR

3) Probabilistic risk assessment

(APROBA-Plus tool):

adolescents and adults as ellipse plot

Risk wvisualisation for children,

Ellipse representation of 90% exposure range vs. 90%
confidence interval for TDI

e Children (3-9 years)

| == Adults (18-39 years)

log10 TDI confidence interval (pg/kg bw/day)

log10 exposure r;:lnge (ng/kg bw/day)

e AdOlescents (10-17 years)

BPA exposure close to the BfR-
derived TDI (200 ng/kg bw/day) may
be of particular concern for the
child population and may serve as a

basis for risk assessment.
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