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Figure S1. Panobinostat affects endogenous expression of HDACs in murine and human neuroendocrine tumor cells.
RIN-T3 (rat) and b-TC6 (mouse) NET cells were treated with increasing concentrations of Panobinostat (PB) (10nM, 20nM,
50nM) and analyzed for HDAC expression. A: Western blot analyses of RIN-T3 cells show dose dependent reduction of
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endogenous HDAC2 and HDACS6 protein level by PB treatment. B: Protein expression of endogenous HDACs were not
affected by PB in b-TC6 cells. NT-3 and NT-18LM cells were treated with PB (10nM). Western blot analyses of three inde-
pendent protein lysates are shown. DMSO served as control treatment. C: A reduction of HDAC 5 was observed in the
NT-3 cells, whereas no change for HDAC subtypes was present in the NT-18LM cells (D).
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Figure S2. Pattern of HDAC subtypes expression in NT-3 and NT-18LM xenograft tumors. Immuno-
histochemistry was performed for HDACI, 2, 5, 6, 8 and 10 in both xenograft tumors. A strong
expression for all HDAC subtypes was observed. Representative microscopic images in 40-fold
magnification are presented.
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Figure S3. HDAC subtypes expression in human samples of primary tumors and liver metastases.
Immunohistochemistry was performed for HDAC2 and HDAC 5 in matched samples of resected
pancreatic neuroendocrine primary tumors and liver metastases. Representative microscopic im-
ages in 40-fold magnification are presented.
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Figure S4. Panobinostat acts as epigenetic modulator. RIN-T3 (rat) and b-TC6 (mouse) NET cells were treated with in-
creasing concentrations of panobinostat (PB) (5nM, 10nM, 20nM, 25nM, 50nM) and analyzed for histone and non histone
acetylation. A: Western blot analyses of RIN-T3 cells show dose dependent hyperacetylation of histone H3 and non histone
tubulin. Western blot quantification revealed dose dependent 5- up to 27-fold upregulation of H3 acetylation (B) and 2.8-
fold upregulation of tubulin acetylation (C) by PB treatment. D: Western blot analyses of b-TC6 cells show dose dependent
hyperacetylation of histone H3 and non histone tubulin. Western blot quantification revealed dose dependent 5- up to 11-
fold upregulation of H3 acetylation (E) and 1.2- up to 4.6-fold upregulation of tubulin acetylation (F) by PB treatment.
Error Bars: SD; N=2; all data were normalized to DMSO which is set to 1; * p < 0.05, ** p < 0.01, *** p < 0.001, according to

an unpaired one sample student’s t-test.
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Figure S5. KEGG pathway analysis for cell cycle. Data on KEGG graph rendered by path view verified a strong modula-
tion of genes involved in cell-cycle processes.
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Figure S6. Panobinostat affects the JAK2/STATS3 signaling pathway through SOCS3. A+B: Quantifi-
cation of three independent biological replicates shows dose dependent increase of Socs3 on RNA
and protein expression level by PB. Western blot analyses of siRNA mediated Socs3 knockdown
under PB treatment revealed a slight reduction of gp130 and JAK2 expression and a strong reduc-
tion of p-STAT3. Error Bars: SD; n = 3; all data were normalized to DMSO which is set to 1; * p <0.05,
**p <0.01, ** p <0.001, according to an unpaired one sample student’s t-test.

Supplemental Material S1-S4: Raw data of the gene panels performed by RNA profiling for NT-3 and NT-18LM cells.



