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Since its first identification, monkeypox virus (MPXV) has been considered a 

zoonotic pathogen endemic to specific regions of Central and West Africa. However, 

the epidemiological landscape changed dramatically in 2022 with the emergence 

and global dissemination of a new viral lineage, resulting in sustained human-to-

human transmission and prompting the World Health Organization (WHO) to declare 

two consecutive Public Health Emergencies of International Concern. 

Mpox is primarily transmitted through direct contact with infectious skin lesions, 

which represent a major site of viral replication and shedding. Despite the availability 

of antiviral compounds initially developed against other orthopoxviruses, the recent 

worldwide spread of MPXV highlights the urgent need to identify and evaluate new 

therapeutic strategies. 

In this study, we investigated the course of MPXV infection using a novel 3D human 

skin model developed at the Politecnico di Torino. This advanced in vitro system 

provides a more relevant experimental platform than conventional monolayer cell 

cultures used in antiviral screenings. Our results demonstrate the susceptibility of 

the model to MPXV infection and support its application for studying virus–host 

interactions in the skin. Furthermore, this platform represents a valuable tool for the 

preclinical evaluation of antiviral candidates, offering a physiologically relevant 

approach for assessing their efficacy against MPXV infection. 


