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NAS board member:

Nikolai Engedal (President), Daniel Hofius (General secretary, Sweden), Anu
Kauppinen (Treasurer, Finland), Anne Simonsen (Norway), Eeva-Liisa Eskelinen
(Finland), Alyona Minina (Sweden), Margret Helga Ogmundsdottir (Iceland),
Francesco Cecconi (Denmark), Jekaterina Erenpreisa (Latvia), Lisa Frankel
(Denmark) and Fulvio Reggiori (The Netherlands).
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We investigated the role of autophagy in glutgmate excitotoxicity during nytriey
deprivation in vitro. Lack of serum, amino acids, and glucose markedly increas:d
the sensitivity of SH-SY5Y human neuroblastoma cell line to glutamate-induced
excitotoxic necrosis. Glutamate suppressed starvation-triggered autophagic
response, as confirmed by diminished intracellular acidification, lower L3
punctuation and conversion of LC3-I to autophagosome-associated LC3-I1, reduceq
levels of autophagy activators beclin-1 and ATGS, increased levels of the selectiye
autophagic target NBR1, and reduced appearance of autophagic vesicles observed
by transmission electron microscopy. Glutamate reduced starvation-triggered
phosphorylation of the intracellular energy sensor AMP-activated protein Kinase
(AMPK), without affecting the activity of mammalian target of rapamycin complex
lasa major negative regulator of autophagy. Similar results were shown on PCI2
cells, which are often exploited as a model for excitotoxicity. We also detected
reduced mRNA expression of autophagy transcription factors FOXO3 and ATF4,
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