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N-GLYCOSYLATION: A CRITICAL
STEP IN PROTEIN FOLDING
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ALTERAZIONI E CONSEQUENZE
DEL PROESSO DI FOLDING
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TRIGGERS OF ER STRESS

--Development of secretory cells /
—-pancreatic 3 cells
--plasma cells

--Altered metabolism
--glucose deprivation
--hyperhomocysteinemia

--Genetic mutation
--DNA damage
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--mutated secretory proteins
--Pathogenesis
--polyglutamine neuropathies
--viral infection
--Chemical insult

~ --Inhibition of N-linked glycosylation
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THE UNFOLDED PROTEIN
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IMPACT OF PERK SIGNALLING ON
MITOCHONDRIA
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AUTOPHAGY =

* An intracellular homeostatic mechanism important for
degradation of cytoplasmic components in acidic lysosomal
compartment

« Targetfs:
* Intracellular organelle
« Misfolded proteins

* Main aims:
1. It disassembles unnecessary or dysfunctional components

2. It promotes cellular survival by maintaining cellular energy
levels during starvation

3. adaptive response to stress, this promotes cellular survival
In cancer
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AUTOPHAGY

 Macroautophagy

* itis used primarily to waste damaged cell organelles or unused
proteins. This involves the formation of a double membrane
known as an autophagosome, around the organelle marked for
destruction.

* Microautophagy

- It involves the direct engulfment of cytoplasmic material info the
lysosome. This occurs by inward folding of the lysosomal
membrane.

« Chaperone-mediated autophagy

 |Itis a protein specific pathway which involves the recognition of
KFERQ sequence by the hsc/70-containing complex and
translocation through the lysosomal membrane.
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CHAPERONE-MEDIATED AUTOPHAGY

AND MICROAUTOPHAGY
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UPR MACHINERY
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Pha rumculut;ical
interventions
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