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Supplementary Figure 1. Ubiquitous HDAC1 expression in the adult pancreas. 
Immunohistological analysis of HDAC1 (brown) in embryonic and adult pancreas. In (A) β cells were 
detected with insulin staining (red) and PDX1 staining (green) was used to detect pancreatic epithelium 
(PDX1low) and β-cells (PDX1high). In (B) β and α cells were detected using insulin (red) and glucagon 
(green) staining respectively. Nuclei were stained with Hoechst stain (blue). Scale bar, 50 μm. 
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Supplementary Figure 2. Islets fraction and exocrine pancreatic tissue used for real-time PCR are 
enriched in insulin and amylase respectively. 
qPCR analysis of Insulin and Amylase mRNAs expression in E15.5 mouse pancreas, in adult pancreatic 
islets and adult exocrine tissue, to verify the quality of endocrine and exocrine fractions respectively. 
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Supplementary Figure 3. HDAC7 is expressed in vascular endothelial cells. 
Immunohistological analysis of HDAC7 (green) in E18.5 and adult mice pancreases. β cells are detected 
using Insulin staining (red) and nuclei are stained with Hoechst stain (blue). Islets are circled and a duct 
is shown by an arrow. V, Vessel. Scale bar, 50 μm. 
 

 

 

 

Supplementary Figure 4. Schematic representation of the protocol used for the lentiviral infection 
of E13.5 rat pancreases.  
(A) E13.5 rat pancreases were incubated with collagenase IV and mechanically dispersed through 
needles to obtain single cell suspension. (B) Dispersed cells were transduced with recombinant 
lentiviruses and cultured overnight in hanging drops to form pancreatic spheres that were grown for 6 
days on a filter at the air/medium interface. (C). Detection of GFP-positive cells at the end of the culture 
period. 
 

 



SUPPLEMENTARY DATA 
 

©2011 American Diabetes Association. Published online at http://diabetes.diabetesjournals.org/lookup/suppl/doi:10.2337/db11-0440/-/DC1 

Supplementary Figure 5. Hdac5 loss-of-function does not affect α cell mass and β cell 
proliferation. 
(A) Immunohistological detection of α cells with glucagon staining (brown) in wild-type and Hdac5-/- 
pancreas P7. (B) Morphometric analysis of α cells by quantification of areas occupied by the glucagon-
positive cells. α cell surface was normalized to wild-type values (100%). We analyzed four pancreases 
of each genotype. (C) β cell proliferation was quantified in wild-type and Hdac5-/- pancreas at E18.5. 
The results are expressed as the percentage of insulin+ cells showing a Ki67+ nucleus. We analyzed five 
pancreases of each genotype. Data are shown as mean ± SEM. NS, no significant difference; *, p<0.05 ; 
**, p<0.005 ; ***, p<0.001. Scale bar, 100 μm. 
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Supplementary Figure 6. HDAC9 loss-of-function does not affect α cell differentiation and β cell 
proliferation. 
(A) Immunohistological detection of α cells with glucagon staining (brown) in wild-type and Hdac9-/- 
pancreas P7. (B) Morphometric analysis of α cells by quantification of areas occupied by the glucagon-
positive cells. α cell surface was normalized to wild-type values (100%). We analyzed six WT and three 
Hdac9-/- pancreases. (C) β cell proliferation was quantified in wild-type and Hdac9-/- pancreas at E18.5. 
The results are expressed as the percentage of insulin+ cells showing a Ki67+ nucleus. We analyzed five 
pancreases of each genotype. Data are shown as mean ± SEM. NS, no significant difference. Scale 
bar, 100 μm. 
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Supplementary Figure 7. MEF2A and MEF2D are expressed in the embryonic pancreas. 
(A) qPCR analysis of Mef2D mRNAs expression in E15.5 and E18.5 mouse pancreas, and E18.5 heart 
and muscle. (B-E) Immunohistological analysis of MEF2A (red) in E18.5 embryonic pancreas. In (B), β 
cells were detected with insulin staining (green) and the arrows show two cells co-expressing MEFA2 
and insulin. In (C), δ cells were detected with somatostatin staining (green) and the arrow shows one 
cell co-expressing MEF2A and somatostatin. In (D), α cells were detected with glucagon staining 
(green) and the arrow shows one cell co-expressing MEF2A and glucagon. In (E), vascular cells were 
detected with smooth muscle actin staining (SMA) (green) and the arrow shows one cell co-expressing 
MEF2A and SMA. Scale bar, 50 μm. 
 

 



SUPPLEMENTARY DATA 
 

©2011 American Diabetes Association. Published online at http://diabetes.diabetesjournals.org/lookup/suppl/doi:10.2337/db11-0440/-/DC1 

Supplementary Figure 8. MC1568 treatment does not affect exocrine differentiation but induces β 
cell differentiation.  
(A) MC1568 (10 μM) did not modify the global growth of E13.5 rat pancreases which were cultured at 
the air medium/interface for varying durations (day1=D1 to day7=D7). The absolute areas that were 
occupied by the nuclei were quantified following Hoechst staining. (B) Immunohistological analyses of 
E13.5 pancreases after seven days in culture, with and without MC1568 treatment. Acinar cells were 
detected using amylase staining (green). Nuclei were stained with Hoechst fluorescent stain (blue). Scale 
bar, 50μm. The absolute areas that were occupied by the nuclei and the amylase-positive cells were 
quantified. qPCR analysis of amylase mRNA expression in cultured E13.5 pancreatic explants which 
were treated with MC1568 or not treated with MC1568 after 7 days in culture. (C) qPCR analysis of 
NeuroD1, Pdx1, Ia1 and Nkx2.2 mRNAs expression in cultured E13.5 pancreatic explants which were 
treated with MC1568 or not treated with MC1568 after 3, 5, 7, 9, 11 and 14 days in culture. qPCR data 
and immunohistological analyses are the mean ± SEM of respectively four and five independent 
experiments. NS, no significant difference; *, p<0.05 ; **, p<0.005 ; ***, p<0.001. Scale bar, 50 μm. 
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