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Introducciéon y Objetivos: La diabetes tipo 1 (DT1) es una enfermedad autoinmune caracterizada por la destruccion progresiva de las células B pancreaticas. El
aumento de su incidencia en las Gltimas décadas sugiere un papel relevante de factores ambientales, entre ellos las infecciones virales y la exposicion a disruptores
endocrinos. El objetivo de este estudio fue evaluar el efecto de una mezcla de disruptores endocrinos (EDCs), a concentraciones ambientalmente relevantes, sobre la

viabilidad vy la funcién de las células [, asi como su interaccidn con un mimético de infeccidn viral.
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Fig. 1. Exposure to an EDC mixture increases B-cell apoptosis. EndoC-BH1 (A) and INS-1E (B) cells
were treated for 24 h with Vehicle (white bars), 1 nk (dark gray bars) or 1 uM EDC mixture (light gray bars).
Apoplosis was evalvated using HO and Pl staining. Data represent mean & SEM (n=3 independent
expariments). *ps0.05 vs vehicle. One-way ANOWA,
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Fig. 2. Exposure to an EDC mixture does not change ROS production. EndoC-BH1 (A) and INS-1E (B)
calls ware treated for 24 howith Vahicle (white bars), 1 aM (dark gray bais) o 1 yM EDC mixtuse (Bght geay
bars). ROS production was measured by the oxidation of the fluorescent probe DCF and normalised to total
protein, Data represent mean £ SEM (n=3 independent experiments).
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Fig. 3. Exposure to an EDC mixture does not change Bel-2 and Bel-xL expression. EndoC-fH1 (A,B)
and INS-1E (C,D) calls were treated for 24 h with Vehicle (white bars) or 1 pM EDC mixture (blue ling or light
gray bars). Prolein expression was measured by Westemn blot. (AC) Reprasentative images of thiee
independent expenments. Data represant mean £ SEM (n=3 independent experiments).
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Fig. 4. Exposure to an EDC mixture increases B-cell apoptosis in poly(l:C)-treated cells. EndoC-H1
(A) and INS-1E (B) calls were freated for 24 h with Vehicle (white bars) or 1 pM EDC mixture (gray bars), in
the absence (MT) or presence of poly(l:C) (1 pg/mil). Apoptosis was evaluated using HO and Pl staining.
Data represent mean 2 SEM (n=3-§ independent experiments), *"p=0.01, ***p=0.001 vs NT control; p=0.05,
Mpo0.01 vs vehicle, Two-way ANOVA,
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Fig. 5. Expoesure to an EDC mixture increases ER stress in poly{l:C)-treated cells. INS-1E cells were
treated for 24 h with Viehicle {white bars) or 1 pM EDC mixture (gray bars), in the absence (NT) or presence
of poly(1:C) (1 pg/ml). mMRMNA expression of Bip (A), Xbpds (B), and Chop (C) was measured by gRT-PCR,
normalized to the housekeeping gene Gapdh, and then by Vehicle/PIC-treated cells (considared as 1). Data
represent mean £ SEM (n=3 independent experimenis).
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Fig. 6. Exposure to an EDC mixture does not change glucose-stimulated insulin secretion in
poly(l:C)-treated calls. MING colls were treated for 24 b with Viehicle (white bars) or 1 yM EDC mixture (gray
bars), in the absence (NT) or presence of poly(lC) (1 poml). Insulin released nte the medium was
measured by ELISA. Data represent mean £ SEM (n=3 indapendant expenments).

Conclusion: La exposicidn a mezclas de disruptores endocrinos, incluso a concentraciones ambientalmente relevantes, compromete la supervivencia de las células 3,
especialmente en condiciones de estrés viral. Estos efectos se asocian a la activacion de vias apoptéticas y de estrés del reticulo endoplasmatico, sin un impacto
detectable sobre la funcidn secretora a corto plazo. En conjunto, estos resultados apoyan la hipdtesis de que la exposicion crénica a disruptores endocrinos podria
aumentar la vulnerabilidad de las células B y contribuir al desarrollo de DT1 en individuos genéticamente predispuestos.
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