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Supplementary figure and table legends 

Supplementary Figure 1. Generation of Pdx1-BFP fusion (PBF) allele. (A) The targeting strategy to generate the PBF allele is presented. The targeting vector was produced by removal of the stop codon in the exon 2 of the Pdx1 gene and fusion of the open reading frames of this gene (orange boxes) to the fluorescent protein reporter gene BFP (light blue arrow). The PGK-driven Neomycin (neo)-resistant cassette, flanked by LoxP sites, was removed through Cre-recombinase-mediated excision. The 5’ and 3’ UTRs (black boxes), the coding region (orange boxes) as well as the predicted promoter sites (yellow boxes) and transcriptional start region (TSR, red boxes) are indicated. The location of the 3’ external probe and the restriction sites for BamHI are also shown. The homology regions to generate the targeting construct are indicated as 5’ and 3’ retrieval. (B) Southern blot analysis of ES cell genomic DNA digested with BamHI and hybridized with 3’ Pdx1 external probe generates a 7791 bp band for the Pdx1 WT and a 7145 bp product for the Pdx1PBF-Neo allele. (C, D) The genotyping PCR for the Pdx1 alleles was designed to detect the wild-type (WT) (EP1188, EP1189; 211 bp), Pdx1 PBF-Neo (EP536, EP1189; 339 bp) and the Pdx1 PBF-deltaNeo (EP1189, EP1193; 421 bp) alleles before or after deleting the Neo cassette or to distinguish the WT, heterozygous and homozygous mice. (E, F) Western blot analysis of lysates from E14.5 pancreata and of isolated islets from adult mice using anti-Pdx1 antibody to detect Pdx1 and PBF in the WT, heterozygous and homozygous animals. (G-I) Immunostaining of E13.5, E14.5 and E15.5 pancreatic sections exhibiting a striking correlation between the Pdx1-BFP and Pdx1 expression. Scale bars, 100 μm. BFP, Blue fluorescent protein; PGK, mouse phosphoglycerate kinase 1 promoter; UTR, untranslated region.

Supplementary Figure 2.  (A) FVFPBFDHom female mice exhibit a subtle change in glucose homeostasis.  Fasted blood glucose levels (mg/dL) for 3-month-old female PBF and FVFPBFDHom mice (n=3). (B) Western blot analysis of Pdx1 levels in WT and FVF homozygous adult islets. 
Supplementary Figure 3. Reduction in β-cell number resulted from their dedifferentiation towards other endocrine cells. (A) Quantification of (-cells number in islets from the FVFPBFDHom and WT mice (n=3, *P < 0.05). (B) Quantification of δ-cells in islets from the FVFPBFDHom and WT mice (n=3). (C) Immunostaining of Pdx1, Ins and Gcg  in isolated islets from WT, FVF, PBF and FVFPBFDHom mice. (D) Caspase 3 staining in FVFPBFDHom islet indicating the absence of apoptotic cells. Scale bars, 50 μm. 

Supplementary Table 1. The list of PCR primers used in the study

Supplementary Table 2. The list of primary antibodies used in the study.

Supplementary Table 3. The list of primer probes used for qPCR analysis. 
