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THe AccuMULATION OF MisFoLDED PROTEINS IN THE ER Is A POTENTIALLY LETHAL SITUATION AND THUS CAUSES THE
DisrupTION OF CELLULAR HoMEOSTASIS, LEADING To SEVERE CELLULAR DAMAGE AND DISEASE PROGRESSION

INTRODUCTION

CELLS ARE INTRICATE BIOLOGICAL SYSTEMS RELIANT ON THE PRECISE FOLDING OF PROTEINS TO MAINTAIN THEIR FUNCTIONS.
PROPER PROTEIN FOLDING IS ESSENTIAL FOR ENZYME ACTIVITY, STRUCTURAL INTEGRITY, SIGNALING PATHWAYS, AND OVERALL
CELL VIABILITY. HOWEVER, WHEN PROTEINS MISFOLD, THEY CAN ACCUMULATE WITHIN THE CELL, PARTICULARLY WITHIN THE
ENDOPLASMIC RETICULUM (ER). THE ER IS PIVOTAL FOR PROTEIN SYNTHESIS, FOLDING, AND QUALITY CONTROL. THE BUILDUP
OF MISFOLDED PROTEINS IN THIS ORGANELLE IS A CRITICAL PATHOLOGICAL EVENT, OFTEN LEADING TO CELLULAR STRESS,
DYSFUNCTION, AND EVEN CELL DEATH. THIS ARTICLE EXPLORES HOW THE ACCUMULATION OF MISFOLDED PROTEINS IN THE ER
CONSTITUTES A POTENTIALLY LETHAL SITUATION AND THE CASCADE OF CELLULAR EVENTS THAT ENSUE.

UUNDERSTANDING THE ENDOPLASMIC RETICULUM AND PROTEIN FOLDING

RoLE oF THE ER IN PROTEIN HOMEOSTASIS

THE ENDOPLASMIC RETICULUM IS A MEMBRANE-BOUND ORGANELLE RESPONSIBLE FOR:
® FOLDING NEWLY SYNTHESIZED PROTEINS
® POST-TRANSLATIONAL MODIFICATIONS
L4 QUALITY CONTROL AND DEGRADATION OF MISFOLDED PROTEINS

e CALCIUM STORAGE AND SIGNALING

THE ER’S LUMEN PROVIDES AN ENVIRONMENT RICH IN MOLECULAR CHAPERONES AND ENZYMES THAT ASSIST IN PROPER PROTEIN
FOLDING.

PROTEIN FOLDING AND QUALITY CONTROL MECHANISMS

PROTEINS ARE SYNTHESIZED AS LINEAR CHAINS OF AMINO ACIDS THAT MUST FOLD INTO SPECIFIC THREE-DIMENSIONAL
STRUCTURES TO BE FUNCTIONAL. THE ER EMPLOYS:

o CHAPERONE PROTEINS (E.G., BIP/GRP78) TO ASSIST FOLDING
* ENZYMES FOR DISULFIDE BOND FORMATION
e FOLDING SENSORS TO DETECT MISFOLDED PROTEINS

e ER-AssoCIATED DEGRADATION (ERAD) PATHWAYS TO ELIMINATE DEFECTIVE PROTEINS



\W/HEN THESE SYSTEMS \WORK EFFICIENTLY, CELLULAR FUNCTION REMAINS INTACT. HO\X/EVER/ DISTURBANCES CAN LEAD TO
MISFOLDED PROTEIN ACCUMULATION.

THE CONSEQUENCES OF MISFOLDED PROTEIN ACCUMULATION IN THE ER

INDUCTION OF ER STRESS

THE BUILDUP OF MISFOLDED PROTEINS IN THE ER LUMEN TRIGGERS A CONDITION KNOWN AS ER STRESS, CHARACTERIZED BY:
1. DisrRUPTION OF ER HOMEOSTASIS
2. ACTIVATION OF CELLULAR STRESS RESPONSES

3. IMPAIRED CELLULAR FUNCTIONS

THIS STRESS CONDITION ACTS AS A WARNING SIGNAL INDICATING THAT THE CELL'S PROTEIN FOLDING CAPACITY IS
OVERWHELMED.

ACTIVATION of THE UNFoOLDED ProTEIN Response (UPR)

To COUNTERACT ER STRESS, CELLS ACTIVATE THE UPR, A COMPLEX SIGNALING NETWORK AIMED AT RESTORING HOMEOSTASIS:
1. HALTING GENERAL PROTEIN SYNTHESIS TO REDUCE FOLDING LOAD
2. UPREGULATING CHAPERONE PROTEINS TO ENHANCE FOLDING CAPACITY

3. ENHANCING DEGRADATION PATHWAYS FOR MISFOLDED PROTEINS

IF THESE ADAPTIVE RESPONSES FAIL, THE UPR SHIFTS FROM PROTECTIVE TO PRO-APOPTOTIC SIGNALING, LEADING TO CELL
DEATH.

CeLruLar DAMAGE AND DEATH

PERSISTENT ACCUMULATION OF MISFOLDED PROTEINS CAUSES:
e DISRUPTION OF ER MEMBRANE INTEGRITY

CALCIUM IMBALANCE WITHIN THE CELL

® ACTIVATION OF APOPTOTIC PATHWAYS

e OXIDATIVE STRESS AND MITOCHONDRIAL DYSFUNCTION

OVER TIME, THIS CAN RESULT IN IRREVERSIBLE CELLULAR DAMAGE AND TISSUE DEGENERATION.



PATHOPHYSIOLOGICAL IMPLICATIONS OF MISFOLDED PROTEIN
ACCUMULATION

NEURODEGENERATIVE DISEASES

MANY NEURODEGENERATIVE DISORDERS ARE LINKED TO PROTEIN MISFOLDING AND ER STRESS, INCLUDING:
e ALZHEIMER’S DISEASE (ACCUMULATION OF BETA-AMYLOID AND TAU PROTEINS)
o PARKINSON’S DISEASE (A-SYNUCLEIN AGGREGATES)

® HUNTINGTON’S DISEASE (MUTANT HUNTINGTIN PROTEIN)

THESE MISFOLDED PROTEINS AGGREGATE AND DISRUPT NEURONAL FUNCTION, LEADING TO CELL DEATH AND COGNITIVE DECLINE.

CANCER

IN CANCER CELLS, ER STRESS AND THE UPR CAN HAVE DUAL ROLES:
¢ PROMOTING SURVIVAL UNDER ADVERSE CONDITIONS

¢ |INDUCING APOPTOSIS WHEN STRESS IS UNMANAGEABLE

DYSREGULATION OF THESE PATHWAYS CAN INFLUENCE TUMOR PROGRESSION AND RESISTANCE TO THERAPY.

MeTABOLIC AND GENETIC DISORDERS

CONDITIONS SUCH AS:
e CysTic FIBroSIS (MIsFoLDED CFTR PROTEIN)

® ALPHA-1 ANTITRYPSIN DEFICIENCY

ARE CHARACTERIZED BY MISFOLDED PROTEINS ACCUMULATING IN THE ER, LEADING TO TISSUE DAMAGE AND DISEASE SYMPTOMS.

MecHANISMS OF CELLULAR RESPONSE TO MISFOLDED PROTEINS

THe UPR PATHWAYS

THE UPR INVOLVES THREE PRIMARY SENSORS:
1. INOSITOL-REQUIRING ENZYME 1 (IRE1): spLicEs XBP 1 MRNA, PROMOTING CHAPERONE EXPRESSION
2. PrOTEIN KINASE RNA-LIKE ER kinase (PERK): REDUCES GENERAL TRANSLATION AND INDUCES STRESS RESPONSE GENES

3. ACTIVATING TRANSCRIPTION FACTOR 6 <ATF()) TRANSLOCATES TO THE GOLGI FOR ACTIVATION AND PROMOTES
ADAPTIVE GENE EXPRESSION



THESE PATHWAYS COORDINATE TO REDUCE MISFOLDED PROTEIN LOAD AND INCREASE FOLDING CAPACITY.

ER-AssociaTeD DeGRADATION (ERAD)

MISFOLDED PROTEINS ARE RETRO-TRANSLOCATED TO THE CYTOPLASM, UBIQUITINATED/ AND DEGRADED BY THE PROTEASOME.
THIS PROCESS:

® PREVENTS ACCUMULATION OF TOXIC PROTEIN AGGREGATES

e MAINTAINS ER AND CELLULAR HEALTH

FAILURE oF ERAD CAN EXACERBATE STRESS AND PROMOTE APOPTOSIS.

AUTOPHAGY AND LYSosoMAL DEGRADATION

IN CASES WHERE ERAD IS INSUFFICIENT, CELLS MAY INITIATE AUTOPHAGY:
® SEQUESTERING MISFOLDED PROTEINS IN AUTOPHAGOSOMES

® DELIVERING THEM TO LYSOSOMES FOR DEGRADATION

THIS PROCESS PROVIDES AN ALTERNATIVE CLEARANCE MECHANISM, BUT EXCESSIVE ACTIVATION CAN ALSO INDUCE CELL DEATH.

THERAPEUTIC STRATEGIES AND FUTURE DIRECTIONS

TARGETING ER STrRESS AND UPR PATHWAYS

POTENTIAL THERAPEUTIC APPROACHES INCLUDE:
o CHAPERONE INDUCERS TO ENHANCE FOLDING CAPACITY
® SMALL MOLECULES TO MODULATE UPR SENSORS, RESTORING BALANCE

® ANTIOXIDANTS TO REDUCE OXIDATIVE STRESS ASSOCIATED WITH MISFOLDED PROTEINS

ENHANCING PROTEIN CLEARANCE MECHANISMS

STRATEGIES INVOLVE:
o AUGMENTING ERAD OR AUTOPHAGIC PATHWAYS

® DEVELOPING COMPOUNDS THAT FACILITATE MISFOLDED PROTEIN DEGRADATION



GENE THERAPY AND PROTEIN ENGINEERING

USING GENE EDITING TO CORRECT MUTATIONS LEADING TO MISFOLDING OR DESIGNING PROTEINS WITH IMPROVED FOLDING
STABILITY CAN PREVENT ACCUMULATION.

ReseARCH AND DEVELOPMENT CHALLENGES
(UNDERSTANDING THE PRECISE MOLECULAR TRIGGERS AND PATHWAYS INVOLVED IN ER STRESS-RELATED CELL DEATH REMAINS
COMPLEX. DEVELOPING TARGETED THERAPIES NECESSITATES:

1. IDENTIFYING SPECIFIC BIOMARKERS FOR ER STRESS LEVELS

2. PERSONALIZING TREATMENTS BASED ON DISEASE CONTEXT

3. ENSURING MINIMAL OFF-TARGET EFFECTS

CoNCLUSION

THE ACCUMULATION OF MISFOLDED PROTEINS WITHIN THE ER IS A CRITICAL CELLULAR EVENT WITH FAR-REACHING IMPLICATIONS
FOR HEALTH AND DISEASE. WHEN THE ER’S CAPACITY TO MANAGE MISFOLDED PROTEINS IS OVERWHELMED, IT TRIGGERS ER
STRESS AND ACTIVATES ADAPTIVE RESPONSES SUCH AS THE UPR. \/HILE THESE MECHANISMS AIM TO RESTORE HOMEOSTASIS,
PERSISTENT STRESS CAN LEAD TO CELLULAR DYSFUNCTION, APOPTOSIS, AND CONTRIBUTE TO VARIOUS PATHOLOGIES,
INCLUDING NEURODEGENERATIVE, METABOLIC, AND ONCOLOGICAL DISEASES. UUNDERSTANDING THESE PROCESSES AT A MOLECULAR
LEVEL OPENS AVENUES FOR TARGETED THERAPEUTIC INTERVENTIONS. BY ENHANCING CELLULAR CAPACITY FOR PROTEIN FOLDING,
IMPROVING DEGRADATION PATHWAYS, AND MODULATING STRESS RESPONSES, FUTURE STRATEGIES CAN MITIGATE THE
POTENTIALLY LETHAL CONSEQUENCES OF MISFOLDED PROTEIN ACCUMULATION IN THE ER AND IMPROVE OUTCOMES IN AFFECTED
INDIVIDUALS.

FREQUENTLY ASKeD QUESTIONS

W/HAT IS THE SIGNIFICANCE OF MISFOLDED PROTEIN ACCUMULATION IN THE ENDOPLASMIC
ReTIcuLuM (ER)?

THE ACCUMULATION OF MISFOLDED PROTEINS IN THE ER CAN DISRUPT CELLULAR HOMEOSTASIS AND TRIGGER STRESS
RESPONSES, POTENTIALLY LEADING TO CELL DEATH IF UNRESOLVED.

How poEes ER STRESS CAUSED BY MISFOLDED PROTEINS RELATE TO
NEURODEGENERATIVE DISEASES?

ER STRESS FROM MISFOLDED PROTEINS IS IMPLICATED IN NEURODEGENERATIVE DISEASES LIKE ALZHEIMER'S AND PARKINSONIS,
WHERE IT CONTRIBUTES TO NEURONAL DYSFUNCTION AND CELL DEATH.

\W/HAT CELLULAR MECHANISMS ARE ACTIVATED IN RESPONSE TO MISFOLDED PROTEIN
ACCUMULATION IN THE ER?

THE UNFOLDED PROTEIN RESPONSE (UPR) IS ACTIVATED TO RESTORE NORMAL FUNCTION BY ENHANCING PROTEIN FOLDING
CAPACITY, DEGRADING MISFOLDED PROTEINS, AND REDUCING NEW PROTEIN SYNTHESIS.



\WHY IS THE ACCUMULATION OF MISFOLDED PROTEINS IN THE ER CONSIDERED
POTENTIALLY LETHAL FOR CELLS?

BECAUSE IT CAN LEAD TO PROLONGED ER STRESS, WHICH OVERWHELMS CELLULAR DEFENSES, ACTIVATES APOPTOTIC
PATHWAYS, AND RESULTS IN CELL DEATH.

\WHAT ROLE DO CHAPERONE PROTEINS PLAY IN MANAGING MISFOLDED PROTEINS IN THE
ER?

CHAPERONE PROTEINS ASSIST IN PROPER PROTEIN FOLDING AND HELP PREVENT AGGREGATION OF MISFOLDED PROTEINS, THEREBY
REDUCING ER STRESS.

CAN THE FAILURE TO CLEAR MISFOLDED PROTEINS IN THE ER CONTRIBUTE TO DISEASE
PROGRESSION?

YES, IMPAIRED CLEARANCE OF MISFOLDED PROTEINS CAN CAUSE PERSISTENT ER STRESS, LEADING TO CELL DYSFUNCTION AND
CONTRIBUTING TO VARIOUS DISEASES.

ARE THERE THERAPEUTIC APPROACHES TARGETING ER STRESS CAUSED BY MISFOLDED
PROTEINS?

YES, STRATEGIES INCLUDE ENHANCING PROTEIN FOLDING CAPACITY, PROMOTING DEGRADATION OF MISFOLDED PROTEINS, AND
MODULATING UPR PATHWAYS TO ALLEVIATE ER STRESS.

\WHAT IS THE ULTIMATE CONSEQUENCE OF UNRESOLVED MISFOLDED PROTEIN
ACCUMULATION IN THE ER?

UNRESOLVED ACCUMULATION CAN LEAD TO APOPTOSIS (PROGRAMMED CELL DEATH), TISSUE DAMAGE, AND MAY CONTRIBUTE
TO THE PROGRESSION OF DEGENERATIVE DISEASES.

ADDITIONAL RESOURCES

THE ACCUMULATION OF MISFOLDED PROTEINS IN THE ENDOPLASMIC RETICULUM (ER) IS A POTENTIALLY LETHAL SITUATION AND
THUS CAUSES THE ACTIVATION OF COMPLEX CELLULAR RESPONSES THAT AIM TO RESTORE HOMEOSTASIS OR, FAILING THAT,
INITIATE PROGRAMMED CELL DEATH. THIS PROCESS IS CENTRAL TO UNDERSTANDING NUMEROUS NEURODEGENERATIVE DISEASES,
METABOLIC DISORDERS, AND CONDITIONS CHARACTERIZED BY CELLULAR STRESS. IN THIS COMPREHENSIVE REVIEW, WE EXPLORE
THE MECHANISMS UNDERLYING PROTEIN MISFOLDING IN THE ER, THE CELLULAR RESPONSES TRIGGERED, AND THE IMPLICATIONS FOR
HUMAN HEALTH.

UNDERSTANDING PROTEIN FOLDING AND THE ENDOPLASMIC RETICULUM

PrOTEIN FOLDING IN CELLULAR PHYSIOLOGY

PROTEINS ARE ESSENTIAL BIOMOLECULES THAT PERFORM A VAST ARRAY OF FUNCTIONS WITHIN CELLS. THEIR FUNCTIONALITY
DEPENDS HEAVILY ON PROPER FOLDING INTO SPECIFIC THREE-DIMENSIONAL STRUCTURES. PROTEIN FOLDING IS AN INTRICATE
PROCESS INFLUENCED BY AMINO ACID SEQUENCES, CELLULAR ENVIRONMENT, AND CHAPERONE ASSISTANCE. MISFOLDED PROTEINS
CAN LOSE THEIR FUNCTIONAL CAPACITY AND MAY AGGREGATE, POSING CELLULAR THREATS.



THE ROLE OF THE ENDOPLASMIC RETICULUM IN PROTEIN MATURATION

THE ENDOPLASMIC RETICULUM (ER) IS A VITAL ORGANELLE INVOLVED IN SYNTHESIS, FOLDING, MODIFICATION, AND TRAFFICKING
OF SECRETORY AND MEMBRANE-BOUND PROTEINS. |IT PROVIDES AN ENVIRONMENT RICH IN MOLECULAR CHAPERONES, FOLDING
ENZYMES, AND QUALITY CONTROL MECHANISMS ESSENTIAL FOR ENSURING PROPER PROTEIN CONFORMATION. THe ER ALsO
MANAGES CALCIUM HOMEOSTASIS AND LIPID BIOSYNTHESIS, FURTHER UNDERSCORING ITS CELLULAR IMPORTANCE.

CAuses AND CONSEQUENCES OF MISFOLDED PROTEIN ACCUMULATION IN THE
ER

FAcToRrs LEADING TO PROTEIN MISFOLDING

MULTIPLE FACTORS CAN DISRUPT ER PROTEIN FOLDING, INCLUDING:

- GENETIC MUTATIONS LEADING TO STRUCTURALLY UNSTABLE PROTEINS

- ENVIRONMENTAL STRESSES SUCH AS HYPOXIA, OXIDATIVE STRESS, OR NUTRIENT DEPRIVATION

- AGE-RELATED DECLINE IN ER FUNCTION

- EXPOSURE TO TOXINS OR PHARMACOLOGICAL AGENTS THAT INTERFERE WITH FOLDING MACHINERY
- IMBALANCE IN ER CALCIUM LEVELS

IMPACT oF MISFOLDED PROTEINS IN THE ER

ACCUMULATION OF MISFOLDED PROTEINS IN THE ER LUMEN CREATES ER STRESS, THREATENING CELLULAR INTEGRITY. THIS
BUILDUP CAN:

- DISRUPT ER FUNCTION AND HOMEOSTASIS

- IMPAIR TRAFFICKING OF PROTEINS

- INITIATE CELLULAR STRESS RESPONSES

- LEAD TO APOPTOSIS IF UNRESOLVED

THe UNFoLDeD ProTEIN Response (UPR): THe CeLL’S DeFENSIVE STRATEGY

MecHANISMS oF THE UPR ACTIVATION

THE PRIMARY CELLULAR RESPONSE TO ER STRESS CAUSED BY MISFOLDED PROTEINS IS THE UNFOLDED PROTEIN RESPONSE (UPR).
THe UPR IS MEDIATED BY THREE PRINCIPAL SENSORS:

- INOSITOL-REQUIRING ENzYME 1 (IRET)

- ProTEIN kiINASE RNA-LIke ER kinase (PERK)

- ACTIVATING TRANSCRIPTION FACTOR 6 (ATF6)

THESE SENSORS DETECT MISFOLDED PROTEINS AND INITIATE SIGNALING CASCADES AIMED AT RESTORING ER HOMEOSTASIS.

FuncTions ofF THE UPR

THe UPR WORKS THROUGH SEVERAL COORDINATED ACTIONS:

- ATTENUATION OF PROTEIN SYNTHESIS: REDUCES THE INFLUX OF NEW PROTEINS ENTERING THE ER, ALLEVIATING FOLDING
BURDEN.

- UPREGULATION OF CHAPERONE PROTEINS: ENHANCES THE CAPACITY FOR PROPER FOLDING.

- DEGRADATION OF MISFOLDED PROTEINS: VIA ER-ASSOCIATED DEGRADATION (ERAD), CLEARING DEFECTIVE PROTEINS.

- INDUCTION OF APOPTOSIS: IF ER STRESS PERSISTS BEYOND REPAIR CAPACITY, APOPTOSIS PATHWAYS ARE ACTIVATED TO
ELIMINATE DAMAGED CELLS.



ER-AssociaTeD DeGrRADATION (ERAD) AND THE CLEARANCE OF MISFOLDED
PROTEINS

Process OverviEw oF ERAD

ERAD IS A QUALITY CONTROL PATHWAY THAT TARGETS MISFOLDED PROTEINS FOR RETROTRANSLOCATION INTO THE
CYTOSOL, WHERE THEY ARE UBIQUITINATED AND DEGRADED BY THE PROTEASOME. KEY STEPS INCLUDE:

1. RECOGNITION OF MISFOLDED PROTEINS BY CHAPERONES

2. UBIQUITINATION TAGS

3. RETROTRANSLOCATION ACROSS THE ER MEMBRANE

4. PROTEASOMAL DEGRADATION

THIS PROCESS PREVENTS ACCUMULATION BUT CAN BECOME OVERWHELMED IF MISFOLDED PROTEINS ARE EXCESSIVE OR
RESISTANT TO DEGRADATION.

LimTATIONS OF ERAD AND CONSEQUENCES

W/HEN ERAD CAPACITY IS EXCEEDED, MISFOLDED PROTEINS ACCUMULATE, EXACERBATING ER STRESS. PERSISTENT
ACCUMULATION CAN LEAD TO:

- ACTIVATION OF APOPTOTIC PATHWAYS

- CELLULAR DYSFUNCTION AND DEATH

- TISSUE DEGENERATION IN AFFECTED ORGANS

PATHOLOGICAL IMPLICATIONS OF MISFOLDED PROTEIN ACCUMULATION

NEURODEGENERATIVE DISEASES

MANY NEURODEGENERATIVE DISEASES ARE CHARACTERIZED BY THE ACCUMULATION OF MISFOLDED PROTEINS IN NEURONS, OFTEN
LINKED TO ER STRESS. EXAMPLES INCLUDE:

- ALZHEIMER’S DISEASE: AMYLOID-BETA PLAQUES AND TAU TANGLES

- PARKINSON’S DISEASE: ALPHA-SYNUCLEIN AGGREGATES

- HUNTINGTON’S DISEASE: MUTANT HUNTINGTIN PROTEIN INCLUSIONS

ER STRESS CONTRIBUTES TO NEURONAL APOPTOSIS AND DISEASE PROGRESSION.

MeTABOLIC AND GENETIC DISORDERS

DISORDERS SUCH AS DIABETES MELLITUS INVOLVE ER STRESS IN PANCREATIC B-CELLS, IMPAIRING INSULIN SYNTHESIS. RARE
GENETIC DISEASES LIKE CYSTIC FIBROSIS RESULT FROM MUTATIONS CAUSING MISFOLDED CFTR PROTEINS THAT ARE DEGRADED,
REDUCING FUNCTIONAL TRANSPORTER LEVELS.

CANCER AND ER STRESS

SOME CANCERS EXPLOIT ER STRESS PATHWAYS TO PROMOTE SURVIVAL UNDER HOSTILE MICROENVIRONMENTS. HO\X/EVER,
EXCESSIVE ER STRESS CAN ALSO BE LETHAL TO TUMOR CELLS, PROVIDING POTENTIAL THERAPEUTIC TARGETS.

CeLLULAR FATE Decisions IN REsPoNSE To ER STress



ADAPTIVE RESPONSES VS. APOPTOSIS

CELLS INITIALLY ATTEMPT TO ADAPT TO ER sTReSS vIA THE UPR, ENHANCING FOLDING CAPACITY AND CLEARANCE
MECHANISMS. W/HEN STRESS PERSISTS OR IS TOO SEVERE, APOPTOTIC PATHWAYS ARE ACTIVATED TO ELIMINATE COMPROMISED

CELLS, PREVENTING MALIGNANT TRANSFORMATION OR FURTHER TISSUE DAMAGE.

MecHANISMS LEADING To CELL DEATH

PERSISTENT MISFOLDED PROTEIN ACCUMULATION CAN TRIGGER:

- AcTIVATION of CHOP (C/EBP HOMOLOGOUS PROTEIN), PROMOTING APOPTOSIS
- MITOCHONDRIAL DYSFUNCTION

- CASPASE ACTIVATION

- DISRUPTION OF CELLULAR HOMEOSTASIS

THIS PROCESS UNDERSCORES THE DELICATE BALANCE BETWEEN SURVIVAL AND DEATH IN STRESSED CELLS.

THERAPEUTIC PERSPECTIVES AND FUTURE DIRECTIONS

TARGETING ER STrRESS AND UPR PATHWAYS

THERAPEUTIC STRATEGIES AIM TO MODULATE ER STRESS RESPONSES:

- CHEMICAL CHAPERONES: ASSIST IN PROPER PROTEIN FOLDING (E.G., 4-PHENYLBUTYRATE)
- UPR MODULATORS: FINE-TUNE SENSOR ACTIVITY TO PREVENT APOPTOSIS

- PROTEOSTASIS REGULATORS: ENHANCE DEGRADATION PATHWAYS LIKE ERAD

POTENTIAL FOR DISEASE INTERVENTION

(UNDERSTANDING THE MOLECULAR DETAILS OF MISFOLDED PROTEIN ACCUMULATION OFFERS AVENUES FOR:
- DEVELOPING DRUGS TO REDUCE ER STRESS

- ENHANCING CELLULAR CAPACITY FOR PROTEIN QUALITY CONTROL

- DESIGNING PERSONALIZED THERAPIES FOR NEURODEGENERATIVE AND METABOLIC DISEASES

CHALLENGES AND CONSIDERATIONS

- PRECISE MODULATION IS NECESSARY TO AVOID UNINTENDED CONSEQUENCES
- LoNG-TERM EFFECTS OF UPR MANIPULATION ARE NOT FULLY UNDERSTOOD
- BIOMARKERS FOR ER STRESS LEVELS ARE NEEDED FOR CLINICAL APPLICATIONS

CoNcLusioN: THE BALANCE BETWEEN SURVIVAL AND LETHALITY

THE ACCUMULATION OF MISFOLDED PROTEINS WITHIN THE ER REPRESENTS A CRITICAL CELLULAR STRESSOR WITH POTENTIALLY
LETHAL OUTCOMES. THE ER'S ADAPTIVE MECHANISMS, PRIMARILY THE UPR, ARE VITAL FOR MAINTAINING CELLULAR HEALTH.
HOWEVER, FAILURE OF THESE PATHWAYS LEADS TO CELL DEATH, CONTRIBUTING TO DISEASE PATHOGENESIS. ADVANCES IN
UNDERSTANDING ER STRESS RESPONSES AND PROTEIN QUALITY CONTROL MECHANISMS ARE PAVING THE WAY FOR INNOVATIVE
TREATMENTS TARGETING THESE FUNDAMENTAL BIOLOGICAL PROCESSES. CONTINUED RESEARCH IS ESSENTIAL TO HARNESS THESE
INSIGHTS FOR THERAPEUTIC BENEFIT, AIMING TO MITIGATE THE DELETERIOUS EFFECTS OF PROTEIN MISFOLDING AND PRESERVE CELL

VIABILITY.
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