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Complement protein C1q stimulates hyaluronic acid degradation via  gC1qR/HABP1/p32 in malignant pleural  mesothelioma   Andrea Balduit, Romana Vidergar ,   et al.   Front Immunol. 14:1151194 (2023)   Presenter:   Yi - Hui Su                        Date/Time: 2 02 4 /2/ 29   16:10 - 17 :00   Commentator:   Wei - Lun Huang        Location:   Room 601, Med College Building         Background:     Malignant pleural mesothelioma (MPM), characterized by delayed diagnosis and  limited treatment options ,   is a rare and aggressive tumor primarily  linked to asbestos  exposur e . Chemoresistance further complicates  MPM   management, with the tumor  microenvironment (TME) playing a crucial role in disease progression. Hyaluronic  acid (HA) and its metabolic enzymes, particularly HYAL1 and HYAL2, influence  tumorigenesis. Notably, C1q, a component of the complement system, inte racts with  HA, promoting tumor cell activities. The receptor for C1q, gC1qR, is implicated in  various cellular processes and is overexpressed in MPM. Investigating the interplay  between C1q, HYALs, and gC1qR may offer insights into MPM pathogenesis and  pot ential therapeutic targets.   Objective:     A imed at determining whether C1q would impact also on HYAL expression, focusing  on the main degradation enzymes, HYAL1 and HYAL2.   Results:     In MPM, HYAL enzymes  were   active and variably expressed, with both HYAL1 and  HYAL2 detected in tissue and highly expressed in cells. HYAL2, primarily distributed  intracellularly with notable membrane presence, correlate d   with poorer patient  survival. HA - C1q matrix upregulate d   HYAL2 expression, highlighting its potential as  a therapeutic target. Co - localization of HYAL2 with gC1qR suggest ed   a role for  gC1qR in C1q - mediated HYAL2 upregulation,  which   could   be   validated by gC1qR  silencing   by   the   reduction   of   HY AL2 expression. These findings  together   underscore d   HYAL2 and gC1qR as potential prognostic markers and therapeutic targets in MPM.   Conclusion:   HA - bound C1q upregulate d   HYAL2 expression in MPM cells, potentially increasing  HA catabolism and releasing pro - inflammatory LMW - HA fragments, stimulating  ROS release. This align ed   with a tumor - promoting role for C1q in the MPM TME.  The interaction between HYAL2 and gC1qR implie d   gC1qR involvement in HA - C1q  signaling, likely requiring CD44. This   study   highlight ed   potential therapeutic targets  in MPM by understanding HA - C1q signaling dynamics.  


