MTOR inhibitor GDC-0349 improves ASO induced
SAMMSON knock down resulting in enhanced anti-tumor
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Relative
SAMMSON

SAMMSON IncRNA expression in
uveal melanoma tumors
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SAMMSON knock down upon ASO treatment
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Reduced tumor growth upon SAMMSON
inhibition
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Mitochondrial proteins involved in translation
as SAMMSON interaction partners

~ ~log10 OMM1 OMMT1
adj.p-value
57 MRPL13 Mitochondrial translation elongation 9
MRPL4 Processing of Capped Intron-Containing Pre-mRNA 0
¢ MRNA Splicing 0
4 | MRPUSMRPLS? mMRNA Splicing - Major Pathway [
MRPL21 Metabolism of RNA [ ]
MRPL43 Mitochondrial translation ]
3 M'\AEE'Q‘M "MRR%?QA Mitochondrial translation termination 0
sMRPL49 Mitochondrial translation initiation o
MR Translation 0
2| MRPL22 MRNA 3'-end processing 0
RNA Polymerase Il Transcription Termination )
Transport of Mature mRNA derived from an Intron-Containing Transcript 0
17 Transport of Mature Transcript to Cytoplasm )
Gene and protein expression by JAK-STAT signaling after Interleukin-12 stimulation [}
0 FGFR2 alternative splicing [
B I | ] |

-5 0 5 -log10(p-value)
log2(fold change)

20



SAMMSON knock down affects translation
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And consequently impacts mitochondrial
function
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compounds
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MTOR inhibitor GDC-0349
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Gene expression changes induced by SAMMSON
knock down enhanced in the combined treatment
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Combination with mTORIi improves
SAMMSON knock down
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A novel and translational role for autophagy in
antisense oligonucleotide trafficking and activity
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Conclusions

« SAMMSON inhibition

e translation and mitochondrial function

* Promising therapeutic strategy

« Combination with GDC-0349
e increased SAMMSON knock down
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