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Introduction

What are we doing and why?
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- Protein misfolding and the presence of sequestration
sites has been linked to many neurodegenerative
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- Understanding how two specific misfolded protein W303 + NLS-GFP-VHL NLS nEs /(s erew plates NLS NES /  ransformation

sequestration sites interact may allow us to relate this
to neurodegenerative diseases 1in general
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Integrating into Y7092 and W303
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- Eukaryotic cells sort their misfolded proteins into Y7092 W303
distinct compartments — soluble proteins to the JUNQ
and insoluble to the IPOD (Kaganovich et al, 2008)! Day 1
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- The JUNQ and INQ home to each other but are not shaker ineubate for an hour a
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physically connected (Sontag, unpublished)
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- juxtanuclear quality control compartment (JUNQ): - Successful creation of integrating vectors pAG303-NLS- sperm DRA (S5DRA)
body of aggregated misfolded proteins localized just GFP-Luci, pAG303-NLS-GFP-VHL, pAG305-NES-RFP- @U +<r@ B @g ff;el ri‘;flﬁﬁ‘?iiiifiﬁi @@ I @ Addyeastand
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- intranuclear quality control compartment (INQ): body - Successful integration of NLS-GFP-Luci into yeast strains W303 - P599  shock
of aggregated misfolded proteins located inside the W303 and Y7092 (evidenced by the imaging, where GFP 6
nucleus marks the cell nucle1) and NLS-GFP-VHL into W303 ﬁfﬁ?ﬁﬂf@‘é?éf’iﬁi‘nlﬁ;‘?oﬁiié (fteiizvslrafgf

- nuclear localization signal (NLS): localization tag that

forces a protein to hone to the nucleus

- nuclear export signal (NES): localization tag that Next Steps References
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- Von Hippel Lindau (VHL): protein that will misfold in , , , , , Ack led t
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