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2010-pres Organic Chemistry and Biochemistry, MD in Dentistry, University of Turin

2008-pres General and Inorganic Chemistry, MD in Dentistry, University of Turin

2007-pres Chemistry and Biochemistry, MSc in Medical Radiology Technician for Imaging and
Radiotherapy, University of Turin

2006-2011 Chemistry and Biochemistry, MSc in Nursing, University of Turin

2002-2014  Practical courses of Biochemistry, MSc in Biotechnology

Research main topics
Over the last three decades, Tiziana Crepaldi has investigated the molecular and cellular mechanisms

that control the signaling of Hepatocyte Growth Factor (HGF) and its receptor tyrosine kinase
(MET) in development, tissue repair and cancer.

Her first research activity in immunogenetics and experience in the production of hybridomas and
monoclonal antibodies (mAbs), was instrumental to generate useful anti-MET mAbs for tumor
diagnosis, basic research, and human therapy. She applied these mAbs to identify overexpression of
the MET in tumor cells of several cancers (Prat et al., Int J Cancer 1991; Di Renzo et al., Int J Cancer
1994; Grigioni et al., Hepatology 1995). She firstly reported (Prat et al., Mol Cell Biol 1991) the C-
terminal truncated forms of MET receptor, now well-known as “MET decoy” molecules, which



interfere with both HGF binding to MET and MET homodimerization, and thus were subsequently
exploited to inhibit MET in cancer (International Patent -US-5571509). Then, she demonstrated
(Crepaldi et al., J Cell Biol 1994) that the MET receptor is selectively exposed at the basolateral
plasmamembrane domain of polarized epithelial cells. Next, she focused on membrane peripheral
proteins able to convey the signals elicited by HGF receptor to the actin cytoskeleton machinery.
She reported that Ezrin is critical for engagement of actin cytoskeleton in apical domain
morphogenesis and cell migration promoted by HGF (Crepaldi et al., J Cell Biol 1997; International
Patent-US-6399584). She produced and characterized for the first-time monoclonal antibodies
(mAbs) directed against the extracellular domain of MET, able to behave as either full or partial
agonists of MET (Prat et al., J Cell Sci 1998). One of these antibodies (DN30) was further developed
in the Paolo Comoglio’s lab, deprived of agonistic activity and recently patented as a potent,
selective, and irreversible inhibitor of ligand-dependent and ligand-independent MET activation
(International Patent-US-20210395372).

She discovered a new MET Interactor (Fap68) which is able to couple MET with p70S6K, by
performing a genetic screen with the yeast two-hybrid system (Grisendi et al., J Biol Chem 2001).
She helped starting a new approach to inhibit MET through shRNA, which is useful to suppress
MET-mediated transformation in cancer (Taulli et al., Cancer Res 2006). By collaborating with Aldo
Fasolo’s lab, she discovered that HGF contributes to the migration of GnRH-1 neurons (Giacobini
et al., J Neurosci 2007; Garzotto et al., J Neurosci 2008). By using the tetracycline-dependent
regulatory (tet-off) system, she generated transgenic mice with inducible targeted expression of
either MET or HGF in skeletal and cardiac muscle (Crepaldi et al., ] Biol Chem 2007; Riess et al.,
Trans Res. 2011; Leo et al., Plos One 2011; Sala et al., J Mol Cell Cardiol 2016; Morena et al., ELife
2016). These animal models provided powerful tools for assessing the effect of an extra-dose of
HGF or activated MET in muscle tissues under pathological conditions (Sala and Crepaldi, Cell Mol
Life Sci 2011). She exploited the MET agonistic mAbs as deliverable drugs that can substitute HGF
in protection against apoptosis and autophagy (Gallo et al., Cell Death Dis 2014; Modica et al.,
Cancers, 2020). She showed the potency of MET agonists for tissue repair through in vivo
administration of DO24 mAb in a model of doxorubicin-induced cardiotoxicity (Gallo et al., Br J
Pharm 2020) and in the experimental autoimmune encephalomyelitis mouse model (Desole et al.,
Front Immunol 2021). By next-generation sequencing, she identified novel circulating microRNAs
in advanced heart failure (Galluzzo et al., ESC Heart Fail., 2021). By collaborating with Denis
Vivien’s lab, she discovered a new interaction between MET and the glutamate NMDA receptor in
neurons (Hedou at el., Int J] Mol Sci 2021). Recently, she demonstrated that MET co-opts NMDAR
neuronal signaling in cancer (Gallo et al, Cancers 2022).

Main funded projects as PI:
2018-2021 “Activation of the Met receptor as therapeutic tool in MS: a new neuroprotective

mechanism involving the glutamatergic system”, Fondazione Italiana per la
Sclerosi Multipla (FISM)
2014-2020  “New Biomarkers of Heart Failure”, CRT and Compagnia di SanPaolo

2012-2014  “Cardiac cachexia and cardiac effects of muscular atrophy: a cross-talk of
autophagic wasting”, Association Francaise contre les Myopathies (AFM)

2012 “Study of the mechanisms involved in cardiac cachexia”, University of Turin (ex
60%)

2010-2012 “EM safety by sensors developments and Hazards Mitigation by proper EV
design”, FP7-2010-ICT-GC

2009 “The role of HGF/MET pathway during heart development”, University of Turin
(ex 60%)

2008-2010  “Role of growth factors in cardiomyogenesis and development of novel therapies
to regenerate the injured myocardium”, French-Italian University Program

2008-2009 “HGF and c-Met receptor in heart development and cardiac function”, Association

Francaise contre les Myopathies (AFM)

2007-2009  “Use of conditional transgenic model to express HGF in the heart and develop
novel therapies for myocardial infarction”, CRT and Compagnia di SanPaolo

2007-2008  “New targets for prevention and therapy of muscular atrophy in cancer”, PRIN
2007

2007-2008  “Cardiac expression of HGF to promote neovascularization and to recruit stem
cells into myocardial infarction”, University of Turin (ex 60%)

2006 “Intracellular signaling pathways involved in skeletal muscle atrophy”, Regione



Piemonte

2004 “New approaches in melanoma diagnosis and therapy”, Regione Piemonte

2004-2007  “RIGHT - RNA Interference Technology as Human Therapeutic Tool”, FP6
European Community

2002-2003  “An inducible in vivo model for metastatic melanoma and rhabdomyosarcoma”,
Compagnia di San Paolo Oncology Program

1997-1999  “Structural and biochemical analysis of Met receptor enzymatic function”, The
Armenise - Harvard Foundation

1994-1996  “Membrane-cytoskeleton interactions and tumour suppression”, European Union
Biomedical and health research program
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