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Supplementary Figure S1. Tamoxifen decreases beta cell proliferation in PDL pancreas in 
Ngn3CreERT;R26RYFP mice. 8-weeks old male Ngn3CreERT;R26RYFP mice underwent PDL surgery and 
received no injection or 5 injections of tamoxifen (4mg per injection). IdU (1mg/ml) was sequentially 
administered via the drinking water until the time of sacrifice. The percentage of beta cells that were 
IdU+ in PDL tail was determined at day 14 by immunofluorescent staining for insulin and IdU (21±2.8% 
vehicle vs. 11±0.5% TAM, n=3, *p<0.05).  
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Supplementary Figure S2. Study of the recombination efficacy in RipCreERT;R26RYFP mice. 8-weeks 
old RipCreERT;R26RYFP mice underwent PDL and followed with injections of TAM or 4OHT 
(1mg/injection) according to the scheme (Figure 1A). Mice were sacrificed at day 14 and 
immunofluorescent staining was performed for insulin and YFP on paraffin sections of PDL tail. TAM 
and 4OHT are equally efficient in inducing recombination (96±0.9% TAM and 94±0.2% 4OHT, n=2, 
ns: not significant). Magnification bars are 20μm.  
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Supplementary Figure S3. Quality control of ERα-/- mice. (A) Morphology analysis of uterus from 
ERα-/- and wild-type female littermates. Abnormal development of uterus in ERα-/- mice. (B) Western 
blot analysis of ERα protein in WT and ERα-/- uterus. Lack of ERα immunoreactivity in ERα-/- uterus 
(Right panel), β-ACTIN immunoblotting used as internal control. Molecular weights are indicated, 50μg 
protein was loaded for each sample. (C) Detection of ERα mRNA transcripts by RT-PCR (35 cycles) 
using primers specific to exon3. No ERα RNA in uterus of ERα-/- (-/-) mice containing exon3 could be 
detected (left panel, lane1 and 2), but very strong expression of ERα (Right panel, lane3) in wild type 
mice (+/+). RT-PCR products were separated on agarose gel, RT-PCR of β-actin used as an expression 
control. 300ng cDNA was loaded from each sample. (D) Immunofluorescent staining for ERα in 
sections of uterus from wild type female mice; ERα protein (red) and DNA (blue); magnification bar is 
50μm. 
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Supplementary Figure S4.  Tamoxifen treatment has no effect on inflammatory signals and 
myeloid cells in the PDL pancreas. 8-week old male Balb/c mice underwent PDL surgery or sham 
surgery. Mice with PDL either received 3 injections of tamoxifen (TAM, 4 mg per injection) or vehicle. 
At 3 days post-surgery, (A) single-cell suspensions were analyzed by flow cytometry. Cells were gated 
on CD11b+ and checked for expression of F4/80, Ly6C, MHC-II (for Ly6Chi monocytes, immature MΦ 
and MHC-IIlo and MHC-IIhi MΦ), Ly6G (for neutrophils) and SiglecF (for eosinophils). 
MΦ=macrophage. Data are expressed as % of total cells (mean ± SEM, n= 3-4, **p<0.01, ***p<0.001, 
ns: not significant, by 2-way ANOVA with Sidak post-test). (B,C) Quantitative RT-PCR on tissue was 
performed for (B) markers of inflammatory cells: CD45 (CD45 antigen), or of macrophages: F4/80 
(F4/80 antigen), CD163 (scavenger receptor CD163), NOS2 (inducible nitric oxide synthase), MRC1 
(macrophage mannose receptor C1), and (C) indicated inflammatory cytokines. The mRNA levels in 
PDL tail are expressed relative to sham tail pancreas (fold increase, mean ± SEM, n=3-4, **p<0.01, ns: 
not significant, by multiple t-test with Sidak post-test). Probes for RT-qPCR were from Integrated DNA 
Technologies (IDT, Leuven, Belgium): CD163 (Mm.PT.56a.15897116), NOS2 (Mm.PT.56a.43705194), 
MRC1 (Mm.PT.56a.42560062), IL6 (Mm.PT.53.10005566), IFNγ (Mm.PT.53.13380517), TNFα 
(Mm.PT.56a.12575861), IL1β (Mm.PT.53a.16901608), IL10 (Mm.PT.53.13531087), or from Applied 
Biosystems (Life Technologies, Gent, Belgium): CD45 (Mm00448463_m1), F4/80 (Mm00802530_m1), 
TGFβ (Mm00441727_g1). 
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Supplementary Figure S5. Study of the recombination efficacy in embryonic pancreas of 
RipCreERT;R26RYFP mice. Pregnant RipCreERT;R26RYFP mice received 1.5mg TAM or vehicle i.p. at 
E16.5. Embryonic pancreas was dissected and analyzed by immunofluorescent staining for insulin and 
YFP at day E18.5 to check the recombination efficacy (89.0±1.90% beta cells were labeled by YFP in 
TAM injected group vs. 1.6±0.89% in vehicle group, n=3). Magnification bar is 100μm. 
 

 


