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Glioma

60% of the brain tumors in adults.

High proliferation rate and invasiveness.

Standard Treatment: surgery, radiotherapy and
chemotherapy.
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Despite maximum therapeutic efforts, the
prognostic is dismal.

Radiotherapy plus temozolomide

High mortality rate and relapse.

Probability of Overall Survival (6)
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SLM induces a maintained and potent ER stress/UPR
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ER stress down-regulates DNA repair proteins
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Combination of SLM/TMZ results in low levels of proteins

Temozolamide
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SLM plus TMZ increments DSB

Temozolamide
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Combination of SLM with TMZ increments DSB
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SLM in combination with TMZ exerts a potent antitumor effect
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SLM in combination with TMZ exerts a potent antitumor effect
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SLM in combination with TMZ exerts a potent antitumor effect
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In vivo experiments

Treatment scheme:
TMZ TMZ
SLM
vV Vv V v
Time o . . 10............. 20...... 30
(days)
Cell
Implantation

Adapted from Lal et al., 2000



SLM plus TMZ results in a significant antitumor effect in vivo
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SLM plus TMZ results in a significant antitumor effect in vivo
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High throughput screening on CSC
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Molecular mechanism of action of Salinomycin (SLM)

lonophore for K* and Na*.

gtracellular @\
space ‘

adapted from & e e

Gupta et. al., 2009 > >\> \>\ \>
(<

® 0,0




Salinomycin and UPR

Halting protein translation pERK( ; IRE1

mRNA

Degrading misfolded proteins
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DNA repair proteins levels in the different cell lines used
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2. SLM plus TMZ increments DSB in vivo
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Therapeutic potential of SLM as a UPR drug
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1. SLM plus NAC generates autophagy and necrosis
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UPR modulation alters DNA repair protein levels
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SLM with TMZ induces a synergistic antiglioma effect

Range of Combination Index Description sﬁﬁﬁﬁﬁ
<0.1 Very strong synergism +4+++4
0.1-0.3 Strong synergism +4+++
0.3-0.7 Synergism + 4+
0.7-0.85 Moderate synergism -+
0.85-0.90 Slight synergism -
0.90-1.10 Nearly additive 2
1.10-1.20 Slight antagonism =
1.20-1.45 Moderate antagonism ==
1.45-3.3 Antagonism - = =
3.3-10 Strong antagonism - -
=10 Very strong antagonism == — — — — —

Adapted from Chou and Talahay ,1984.



SLM and regulated cell death

Programmed and different
cell death from autophagy
and apoptosis
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Necrosis cell death
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TMZ/SLM induces regulated necrosis cell death
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