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Introduction
The prion protein (PrP) is a fascinating molecule that plays a crucial 

role in the development and function of the nervous system. Abnormal 
folding of PrP has been implicated in the pathogenesis of prion 
diseases, a group of fatal neurodegenerative disorders. Understanding 
the intracellular trafficking and localization of PrP is essential for 
unraveling its physiological and pathological functions. In this article, 
we focus on the intracellular trafficking of a green fluorescent protein 
(GFP) tagged PrP in retinal cells, specifically exploring its transport via 
endocytic intermediates.

Endocytic pathways and prp tra�cking: The endocytic pathway 
serves as a major route for the internalization and intracellular 
trafficking of various molecules, including cell surface receptors 
and signaling proteins. Several endocytic routes exist [1], such as 
clathrin-mediated endocytosis, caveolae-mediated endocytosis, and  21-Jul-2023, QC No: jcds-23-
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cells via endocytic intermediates provides valuable insights into 
the dynamic behavior of PrP within the cell. Understanding the 
mechanisms and pathways involved in PrP trafficking is crucial for 
unraveling its physiological functions and potential contributions to 
neurodegenerative diseases, particularly prion diseases [9].

The results of this study demonstrate that GFP-PrP is rapidly 
internalized from the plasma membrane of retinal cells through 
clathrin-mediated endocytosis. This finding aligns with previous 
research indicating the involvement of clathrin-coated pits in PrP 
internalization. The colocalization of GFP-PrP with early endosomal 
markers, such as Rab5, suggests that it is transported to early endosomes 
after internalization. This step is critical for sorting and determining 
the subsequent trafficking itinerary of GFP-PrP within the cell.

A fraction of GFP-PrP was observed to colocalize with recycling 
endosome markers, indicating its recycling back to the plasma 
membrane. This recycling process contributes to the maintenance of 
PrP levels on the cell surface and may be important for its physiological 
functions. Conversely, a significant portion of GFP-PrP progressed 
to late endosomes and lysosomes, as demonstrated by colocalization 
with markers such as Rab7 and LAMP1, respectively. This suggests 
that GFP-PrP undergoes degradation within lysosomal compartments, 
which is consistent with the normal turnover of cellular proteins.

Interestingly, mutagenesis studies revealed altered intracellular 
trafficking patterns for mutant variants of GFP-PrP carrying disease-
associated mutations. The increased accumulation of mutant GFP-
PrP in endocytic compartments suggests impaired trafficking, which 
may contribute to the pathogenesis of prion diseases. These findings 
highlight the importance of studying disease-associated mutations and 
their impact on PrP trafficking dynamics.

Perturbation experiments targeting specific endocytic pathways 
further supported the involvement of clathrin-mediated endocytosis in 
GFP-PrP internalization. Inhibition of this pathway resulted in altered 
GFP-PrP localization and reduced internalization [10], indicating its 
significance in the intracellular trafficking of PrP. These experiments 
provide additional evidence for the role of endocytic intermediates in 
regulating GFP-PrP trafficking and highlight the interconnectedness of 
different trafficking routes within the cell.

The findings from this study contribute to our understanding 
of PrP’s intracellular dynamics and its association with endocytic 
intermediates in retinal cells. They shed light on the complex processes 
involved in PrP trafficking, including internalization, sorting, 
recycling, and degradation. These insights have implications for our 
understanding of the physiological functions of PrP, as well as the 
pathogenesis of prion diseases.

Further investigations are warranted to explore the specific 
molecular machinery and regulatory mechanisms involved in PrP 
sorting and trafficking. Identifying key proteins and signaling pathways 
that influence PrP trafficking may provide potential targets for 
therapeutic interventions aimed at modulating PrP levels or preventing 
its aberrant accumulation. Additionally, studying PrP trafficking in 
different cell types and disease models can help elucidate cell-specific 
variations and disease-specific alterations in PrP trafficking patterns.

Conclusion
The study of GFP-tagged PrP’s intracellular trafficking via endocytic 

intermediates in retinal cells has provided valuable insights into the 
dynamic behavior of PrP within the cell. The results demonstrate 
that GFP-PrP undergoes rapid internalization via clathrin-mediated 
endocytosis and is transported to early endosomes. A portion of 
GFP-PrP is recycled back to the plasma membrane, while another 
fraction progresses to late endosomes and lysosomes for degradation. 
These findings enhance our understanding of PrP’s physiological 
functions and its potential involvement in neurodegenerative diseases, 
particularly prion diseases. The altered trafficking patterns observed 
in mutant GFP-PrP variants carrying disease-associated mutations 
highlight the potential impact of these mutations on PrP trafficking 
and disease pathology. The study emphasizes the importance of specific 
endocytic pathways, such as clathrin-mediated endocytosis, in GFP-
PrP internalization and localization. Perturbation experiments further 
support the role of these pathways in regulating GFP-PrP trafficking. 
Future research focusing on the molecular machinery and regulatory 
mechanisms involved in PrP sorting and trafficking can provide 
potential targets for therapeutic interventions. Understanding the 
intracellular trafficking of PrP has broader implications beyond retinal 
cells, as PrP is expressed in various cell types throughout the nervous 
system. Further investigations in different cell types and disease models 
will help uncover cell-specific variations and disease-specific alterations 
in PrP trafficking patterns.

Acknowledgement

None

Con�ict of Interest 

None

References 
1. Jomezadeh N, Babamoradi S, Kalantar E, Javaherizadeh H (2014) Isolation 

and antibiotic susceptibility of Shigella species from stool samplesamong 
hospitalized children in Abadan, Iran. Gastroenterol Hepatol Bed Bench 7: 218.

2. Sangeetha A, Parija SC, Mandal J, Krishnamurthy S (2014) Clinical and 
microbiological profiles of shigellosis in children. J Health Popul Nutr 32: 580.

3. Ranjbar R, Dallal MMS, Talebi M, Pourshafie MR (2008) Increased isolation 
and characterization of Shigella sonnei obtained from hospitalized children in 
Tehran, Iran. J Health Popul Nutr 26: 426.

4. Zhang J, Jin H, Hu J, Yuan Z, Shi W, Yang X, et al. (2014) Antimicrobial 
resistance of Shigella spp. from humans in Shanghai, China, 2004–2011. 
Diagn Microbiol Infect Dis 78: 282–286.

5. Pourakbari B, Mamishi S, Mashoori N, Mahboobi N, Ashtiani MH, et al. (2010) 
Frequency and antimicrobial susceptibility of Shigella species isolated in 
children medical center hospital, Tehran, Iran, 2001–2006. Braz J Infect Dis 
14: 153–157.

6. Von-Seidlein L, Kim DR, Ali M, Lee HH, Wang X, et al. (2006) A multicentre 
study of Shigella diarrhoea in six Asian countries:  Disease burden, clinical 
manifestations, and microbiology. PLoS Med 3: e353. 

7. Germani Y, Sansonetti PJ (2006) The genus Shigella. The prokaryotes In:  
Proteobacteria:  Gamma Subclass Berlin:  Springer 6: 99-122.

8. Aggarwal P, Uppal B, Ghosh R, Krishna Prakash S, Chakravarti A, et al. 
(2016) Multi drug resistance and extended spectrum beta lactamases in clinical 
isolates of Shigella:  a study from New Delhi, India. Travel Med Infect Dis 14: 
407–413.

9. 

https://www.researchgate.net/publication/266559996_Isolation_and_antibiotic_susceptibility_of_Shigella_species_from_stool_samples_among_hospitalized_children_in_Abadan_Iran
https://www.researchgate.net/publication/266559996_Isolation_and_antibiotic_susceptibility_of_Shigella_species_from_stool_samples_among_hospitalized_children_in_Abadan_Iran
https://www.researchgate.net/publication/266559996_Isolation_and_antibiotic_susceptibility_of_Shigella_species_from_stool_samples_among_hospitalized_children_in_Abadan_Iran
https://www.researchgate.net/publication/275279476_Clinical_and_Microbiological_Profiles_of_Shigellosis_in_Children
https://www.researchgate.net/publication/275279476_Clinical_and_Microbiological_Profiles_of_Shigellosis_in_Children
https://www.banglajol.info/index.php/JHPN/article/view/1884
https://www.banglajol.info/index.php/JHPN/article/view/1884
https://www.banglajol.info/index.php/JHPN/article/view/1884
https://www.sciencedirect.com/science/article/abs/pii/S0732889313006366
https://www.sciencedirect.com/science/article/abs/pii/S0732889313006366
https://www.sciencedirect.com/science/article/pii/S1413867010700295
https://www.sciencedirect.com/science/article/pii/S1413867010700295
https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.0030353
https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.0030353
https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.0030353
https://www.mdpi.com/1660-4601/7/10/3657
https://www.sciencedirect.com/science/article/abs/pii/S1477893916300394
https://www.sciencedirect.com/science/article/abs/pii/S1477893916300394
https://journals.lww.com/ijmr/pages/default.aspx
https://journals.asm.org/doi/full/10.1128/JCM.00310-06
https://journals.asm.org/doi/full/10.1128/JCM.00310-06
https://journals.asm.org/doi/full/10.1128/JCM.00310-06

	Corresponding author
	Abstract 

