Dopamine receptor type 2 (DRD2) inhibits non-functioning

human pituitary tumor-derived cell line HP75 migration

‘ [ o [ [ o
e through ROCK-mediated cofilin inactivation

Treppledi D', Peverelll E', Giardino E', Spada A', Mantovani G'.
I Endocrin Unit, Department of Clinical Science and Community Health, Fondazione Ospedale Maggiore IRCCS, Milan, Italy, University of Milan, Italy.

Neurosurgery 1s the treatment of choice of non-functioning pituitary tumors (NFPAs), but 1ts success 1s strongly aftected by local
invasion. Medical therapy 1s still under debate, although the use of cabergoline results in tumor shrinkage 1n a subset ot patients. We
recently demonstrated that dopamine receptor DRD2 agonist BIM53097 exerts cytostatic and cytotoxic eftects in cultured cells from
NFPAs, but no data are present in literature about DRD2 mediated eftects on pituitary cell migration and invasion. A key protein

involved 1n cell migration and invasion 1s the actin binding protein cofilin (CFL1), whose activity 1s negatively regulated by
phosphorylation at Ser3 by LIM kinases (LIMR), and LIMR 1s upstream regulated by ROCK.

The aim of this study was to evaluate the effect of BIM53097 on migration of the non-functioning human pituitary tumor-derived cell
line HP75, and to investigate the molecular mechanism involved focusing on the role ot CFLI1.

DRD2 agonist inhibits HP75 cell migration
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Rapresentative images of Wound Healing assay.
Images captured at t=0h and t=24h were analyzed by "T'Scratch".
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Conclusions

» DRD2 agonist reduces HP75 cell migration
» The molecular mechanism involves ROCK-dependent phosphorylation of cofilin




