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Supplementary Figure Sl.Intervention therapy with AANG on established T2D shows no
significant effect on T2D and T2DN in db/db mice. The 12-week-treatment with AANG from
week 12-old db/db mice does improve: (A) UACR, (B) HbAlc, (C) insulin resistance (IPITT), (E)
body weight, and (F) fasting blood glucose levels, although the glucose tolerance (D) is significantly
improved by IPGTT assay. n=6. ***p < 0.001 vs control db/m mice; #p<0.05 vs control db/db mice.
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Supplementary Figure S2. Active transcription start sites are islet-
specifically enriched at Smad3 genomic sequence in T2D patients
(https://shinyapps.jax.org/endoc-islet-multi-omics/).
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Supplementary Figure S3. Two-color immunofluorescence detects
that in high contrast to the Smad3 WT-db/db mice, db/db mice
lacking Smad3 (Smad3 KO-db/db) are protected islet B cells from
diabetic injury by markedly increasing insulin-producing B cells
(green). n=4. Scale bar, 50 pum.



