











d) Soldi R, Primo L, Brizzi MF, Sanavio F, Aglietta M, Polentarutti N, Pegoraro L, Mantovani
A, Bussolino F. Activation of JAK2 in human vascular endothelial cells by granulocyte-
macrophage colony-stimulating factor. Blood. 1997 Feb 1;89(3):863-72.

3. I was the first to propose that HGF/MET axis regulates the angiogenic properties of tumor
vascular capillaries thus contributing to characterize the cancer invasive program triggered by this
couple of ligand-receptor.

a) Camussi G, Montrucchio G, Lupia E, Soldi R, Comoglio PM, Bussolino F. Angiogenesis
induced in vivo by hepatocyte growth factor is mediated by
platelet-activating factor synthesis from macrophages. J Immunol. 1997 Feb 1;158(3):1302-
8,

b) Silvagno F, Follenzi A, Arese M, Prat M, Giraudo E, Gaudino G, Camussi G, Comoglio
PM, Bussolino F. In vivo activation of met tyrosine kinase by
heterodimeric hepatocyte growth factor molecule promotes angiogenesis. Arterioscler
Thromb Vasc Biol. 1995 Nov;15(11):1857-65.

¢) Bussolino F, Di Renzo MF, Ziche M, Bocchietto E, Olivero M, Naldini L, Gaudino G,
Tamagnone 1., Coffer A, Comoglio PM. Hepatocyte growth factor is a potent
angiogenic factor which stimulates endothelial cell motility and growth. J Cell Biol. 1992
Nov,119(3):629-41. (1068 citations)

4.In 1996 1 successtully coordinated a grant on angiogenesis funded by EU and I started to work on
VEGFs. I showed that HIV-1 Tat activates VEGFR-2 and promotes angiogenesis, an important
observation for HIV-associated tumors. It was one of the first demonstration of the partial
specificity of VEGF receptors for the ligands belonging to VEGF family. This concept was further
extended on VEGFR-1 showing that HIV-1 Tat regulates the recruitment of monocytes in inflamed
tissues and the motility of Burkit lymphoma cells by triggering VEGFR-1. Furthermore the
demonstration that HIV-1-Tat activated angiogenesis gave a relevant boost in understanding the
mechanisms of epidemic Kaposi’s sarcoma. A second and seminal contribution was the
demonstration for the first time that the functions of VEGFR-2 in vascular cells are regulated by co-
receptors. | reported that alphav-beta3 integrin forms a hetero-complex with VEGFR-2, and
positively enhances the catalytic and biological function of VEGFA/VEGFR-2 axis.
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Bugarini R, Malavasi L, Cafaro A, Falchi M, Valdembri D, Rezza G, Bussolino F, Monini
P, Ensoli B. HIV protease inhibitors are potent anti-angiogenic molecules and promote
regression of Kaposi sarcoma. Nat Med. 2002 Mar;8(3):225-32 (201citations).

b) Soldi R, Mitola S, Strasly M, Defilippi P, Tarone G, Bussolino F. Role of alphavbeta3
integrin in the activation of vascular endothelial growth factor receptor-2. EMBO J. 1999
Feb 15:18(4):882-92 (436 citations).

¢) Mitola S, Sozzani S, Luini W, Primo L, Borsatti A, Weich H, Bussolino F. Tat-human
immunodeficiency virus-1 induces human monocyte chemotaxis by activation of vascular
endothelial growth factor receptor-1. Blood. 1997 Aug 15;90(4):1365-72.

d) Bussolino F, Mantovani A, Persico G. Molecular mechanisms of blood vessel formation.
Trends Biochem Sci. 1997 Jul;22(7):251-6. (339 citations).

e) Albim A, Soldi R, Giunciuglio D, Giraudo E, Benelli R, Primo I, Noonan D, Salio M,
Camussi G, Rockl W, Bussolino F. The angiogenesis induced by HIV-1 tat protein is
mediated by the Flk-1/KDR receptor on vascular endothelial cells. Nat Med. 1996
Dec;2(12):1371-5. (302 citations).



5. Our studies exploiting phage display technology allowed identifying new molecules involved in
the interactions between stroma and cancer cells in colorectal cancer. These studies laid the
groundwork for thinking about new mechanisms to target tumor metastatization.

a) Bartolini A, Cardaci S, Lamba S, Oddo D, Marchio C, Cassoni P, Amoreo CA, Corti G,
Testori A, Bussolino F, Pasqualini R, Arap W, Cora D, Di Nicolantonio F, Marchio S.
BCAM and LAMAS Mediate the Recognition between Tumor Cells and the Endothelium in
the Metastatic Spreading of KRAS-Mutant Colorectal Cancer. Clin Cancer Res. 2016 Oct
1;22(19):4923-4933

b) Marchio S, Soster M, Cardaci S, Muratore A, Bartolini A, Barone V, Ribero D, Monti M,
Bovino P, Sun J, Giavazzi R, Asioli S, Cassoni P, Capussotti L., Pucci P, Bugatti A, Rusnati
M, Pasqualini R, Arap W, Bussolino F. A complex of a6 integrin and E-cadherin drives
liver metastasis of colorectal cancer cells through hepatic angiopoietin-like 6. EMBO Mol
Med. 2012 Nov:4(11):1156-75.

¢) Soster M, Juris R, Bonacchi S, Genovese D, Montalti M, Rampazzo E, Zaccheroni N,
Garagnani P, Bussolino F, Prodi I, Marchio S. Targeted dual-color silica nanoparticles
provide univocal identification of micrometastases in preclinical models of colorectal
cancer. Int ] Nanomedicine. 2012;7:4797-807.

6. We contributed to shape the concept that vascular architecture is regulated by the same
molecules that define the trajectories of axons in central and peripheral nervous systems. In
particular we described the first endogenous mechanism of inhibition of integrin function analyzing
the role of the axon guidance cue semaphorin 3A in vascular system. Both in vascular development
and in tumor angiogenesis semaphorins and more in general axon guidance cues play a significant
role in vascular maturation and stabilization and represent druggable targets in cancer preclinical
models. Furthermore these findings have contributed to open a new vision on how exploit anti-
angiogenic regimens in clinical oncology based on the concept of vascular normalization. During
the treatment with anti-angiogenic compounds there is a temporal window during the which the
chaotic architecture of tumor capillaries normalizes with subsequent improvement of drug delivery
and oxygenation. This phenomenon can be used to improve the efficacy of other therapies, reduce
the dosages and the subsequent adverse effects.
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Giraudo E. Semaphorin 3A overcomes cancer hypoxia and metastaticdissemination induced
by antiangiogenic treatment in mice. J Clin Invest. 2012 May;122(5):1832-48.
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growth and normalizes tumor vasculature in transgenic mouse models. J Clin Invest. 2009
Nov;119(11):3356-72.
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2003 Jul 24:424(6947):391-7 (393 citations)

d) Bottos A, Destro E, Rissone A, Graziano S, Cordara G, Assenzio B, Cera MR, Mascia L,
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in the vascular system and contribute to its functions. Proc Natl Acad Sci U S A. 2009 Dec
8:106(49):20782-7

¢) Comunanza V, Cora D, Orso F, Consonni FM, Middonti E, Di Nicolantonio F, Buzdin A, Sica
A, Medico E, Sangiolo D, Taverna D, Bussolino F. VEGF blockadeenhances the antitumor
effect of BRAFV600E inhibition. EMBO Mol Med. 2017 Feb;9(2):219-237.



f) Bottos A, Martini M, Di Nicolantonio F, Comunanza V, Maione F, Minassi A, Appendino G,
*Bussolino F, Bardelli A. Targeting oncogenic serine/threonine-protein kinase BRAF in
cancer cells inhibits angiogenesis and abrogates hypoxia. Proc Natl Acad Sci U S A. 2012 Feb
7:109(6):E353-9.
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9: Rosano S, Cora D, Parab S, Zaffuto S, Isella C, Porporato R, Hoza RM,Calogero RA, Riganti
C, Bussolino F, Noghero A. A regulatory microRNA networkcontrols endothelial cell phenotypic
switch during sprouting angiogenesis.Elife. 2020 Jan 24;9:¢48095. doi: 10.7554/eLife.48095.
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Up-Regulates Hypoxia InducibleFactors -1a and -2a in Hepatocellular Carcinoma: Mechanisms
Revealing NovelPotential Therapeutic Targets. Cancers (Basel). 2019 Dec 4;11(12):1933. doi:
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NW, Iruela-Arispe ML, Irving M, Jain RK, Kalluri R, Kalucka J, Kerbel RS, Kitajewski J, Klaassen
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Reck M, Smit E, Vokes E, van Zandwijk N,Zhou C. Novel active agents in patients with advanced
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Giorgio Seano: PhD Student in my Lab, now PI at Marie Curie Institute  (Paris).

Luca Primo: Post-doc in my Lab, now  Professor at Department of Oncology, University of
Torino

Stefania Mitola: Post-doc in my Lab, now Professor at Department of Biomedical Sciences,
University of Brescia

Alberto Rissone: PhD Student in my Lab, now post doc at NIH, Genetics Molecular Biology
Branch (Bethesda)

Simona Pavan: PhD Student in my Lab, now post doc at Department of Biomedicine ,
University of Basel (CH).

Davide Cora: Post-doc in my Lab, now Associated Professor in Molecular Biology,
University A. Avogadro (Novara)
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