CURRICULUM VITAE ET STUDIORUM

Davide Melisi, MD, PhD
Date of birth: October 29", 1976

Associate Professor of Medical Oncology

Director of the Digestive Molecular and Clinical Oncology research Unit
University of Verona

Director of the Investigational Cancer Therapeutics Clinical Unit
University Hospital of Verona

AOQUI Policlinico "Giambattista Rossi"
Piazzale L.A.Scuro, 10

37134, Verona, ltaly

tel.: +39 045 8128148

email: davide.melisi@univr.it

Married, with three children, Lorenzo, Miriam, and Stefano. Davide Melisi is Associate Professor of
Medical Oncology at the University of Verona and Director of the Investigational Cancer Therapeutics
Unit at the University Hospital of Verona. Prof. Melisi has dedicated his career to oncology research.
He's worked on basic, translational, and clinical research, with a focus on gastrointestinal neoplasms,
at different previous institutions, including the University of Naples “Federico II,” the Department of
Gastrointestinal Medical Oncology at the MD Anderson Cancer Center Houston, TX, and the National
Cancer Institute in Naples, Italy.

In 2011, he received a prestigious grant from the Italian Association for Cancer Research,
establishing the Molecular Clinical Oncology Research Unit for the Digestive System at the University
of Verona. This unit primarily researches molecular mechanisms behind resistance to chemotherapy
and targeted drugs in gastrointestinal neoplasms.

Professor Melisi has secured substantial research funding, exceeding 10 million euros, for
laboratory and clinical research. He actively contributes to the Pancreas Institute, participates in early-
phase development of experimental oncology therapies, and teaches medical oncology.

He's received various prestigious awards, such as the "Prof. Piero Trivella" 2003 award, "Marion D.
Edwards" 2007 award in hepatic oncology, "Nunzio Pascale" 2008 award, "SS. Cosma e Damiano"
2016 award, and the "Gaetano Salvatore" Award in 2023.

In 2019, he was honored as Knight Officer of the Order of Merit of the Italian Republic by decree of
the Italian President Sergio Mattarella for his contributions to patient care, research, and teaching.

In 2020, he received the ltalian Certification for tenured Full Professorship of Medical Oncology.

Education and degrees awarded

2001 MD Degree, Summa cum Laude, University of Naples “Federico II” Medical
School, Italy

2005 Specialty Degree in Medical Oncology, Summa cum Laude, University of Naples
“Federico II”, Italy

2009 PhD Degree, International Doctorate Program in Molecular Oncology and

Endocrinology, University of Naples “Federico I, Italy

Positions and Employment

2001-2005  Resident/Fellow, Internal Medicine/Medical Oncology, Division of Medical Oncology,
University of Naples “Federico II” Medical School, Italy

2005-2009  Postdoctoral Fellow, Department of Gastrointestinal Medical Oncology, MD Anderson
Cancer Center — University of Texas, Houston, TX, US
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2009-2011 Clinical and Experimental Tenure Lecturer, National Cancer Institute — Fondazione G.
Pascale, Naples, Italy
2011-2018  Assistant Professor, Department of Medicine, University of Verona, Italy

2011- Head, Digestive Molecular Clinical Oncology Research Unit, University of Verona, Italy
2018- Associate Professor, Department of Medicine, University of Verona, Italy

2020- Head, Investigational Cancer Therapeutics Clinical Unit, AOUI Verona

2020 - Italian Certification for tenured Full Professorship of Medical Oncology

Scientific Awards, Honors, and Fellowships

2003 “Prof. Piero Trivella” award, Italian Cancer Society (SIC), Italy

2005 “Leonino Fontana e Maria Lionello” award, Italian Foundation for Cancer Research
(FIRC), Italy

2007 Fellow at the NCI-AACR Cancer Research Imaging Camp, Duke University, Durham,
NC, USA

2007 “The Marion D. Edwards” award in Hepatic Oncology, MD Anderson Cancer Center,
Houston, TX, US

2008 Fellow at the Methods in Clinical Cancer Research AACR/ASCO Workshop, Vail, CO

2008 “Nunzio Pascale” International award for cancer research — “Nunzio Pascale”
Foundation, Italy

2008 The SASS Foundation for Medical Research Postdoctoral Research Fellowship,
Roslyn, NY, US

2008 American-Italian Cancer Foundation Postdoctoral Fellowship, New York, NY, US

2019 Honor of Knight Officer of the Order of Merit of the Italian Republic from the Italian
President Sergio Mattarella.

2023 “Gaetano Salvatore” award for medical research — Il Cenacolo delle Scienze
Foundation

Research Support
AIRC Investigator Grant n. 30711, 2025-2030

Learning through clinical validation to unravel the complexity of TGFf signaling in current and future
PDAC treatments

Role: Pl — Budget: 1 427 805 euro

PNRR -M4C2- 11.3 Project PE_00000019 "HEAL ITALIA"., 2023-2025

Clinical validation and implementation of innovative predictive, preventive, diagnostic and therapeutic
precision medicine approaches, based on established or emerging molecular and clinical phenotyping
and Al-driven decision-making protocols

Role: Pl — Budget: 240 000 euro

AIRC Investigator Grant n. 23719, 2020-2025
Mechanistic basis for improving the efficacy of targeting TGFp pathway in poor prognosis pancreatic

cancer patients — Associazione lItaliana per la Ricerca sul Cancro
Role: Pl — Budget: 826 000 euro

AIRC Special Program Molecular Clinical Oncology 5 per mille Extension Program n. 12182, 2018-
2020

Clinically applicable biomarkers to early diagnosis, patient risk stratification and therapy response in
pancreas cancer

Role: participating unit — Budget: 120 000 euro
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Incyte corporation

A phase |l trial of the FGFR inhibitor INCB54828 in patients with HER2-positive advanced
EGJ/Gastric cancer Trastuzumab Resistant: the FiGhTeR trial

Role: Pl — Budget: 394 740 euro

Shire Baxalta US Inc.

A Phase Il Study of Liposomial IrinoTecan (nal-IRI) with 5 Fluorouracil, Leucovorin, and Oxaliplatin in
Patients With Resectable Pancreatic Cancer: the nITRo trial

Role: Pl — Budget: 720 200 euro

AIRC Investigator Grant n. 19111, 2017-2020

Dissecting Smad-dependent and Smad-independent TGFf signaling pathways for the treatment of
pancreatic cancer — Associazione ltaliana per la Ricerca sul Cancro

Role: Pl — Budget: 554 040 euro

Ministero della Salute — Ricerca Finalizzata 2016

A Biomarker-driven Therapeutic Strategy for Esophageal Cancer, the BoRgES trial: a multicenter
randomized phase Il study of BIRC3-expression directed preoperative chemoradiotherapy in patients
with Resectable adenocarcinoma of the Esophagus

Role: Pl — Budget: 450 000 euro

Basic Research Project 2015, 2016-2018

Identification of the paracrine molecular networks linking obesity and pancreatic cancer progression
University of Verona

Role: Pl — Budget: 58 000 euro

AIRC Special Program Molecular Clinical Oncology 5 per mille n. 10016, 2013-2016

Molecular basis for triple negative breast cancer metastasis: new tools for diagnosis and therapy —
Associazione ltaliana per la Ricerca sul Cancro

Role: participating unit — Budget: 60 000 euro

AIRC Start-Up Grant n. 10129, 2010-2016

Mechanisms of resistance to chemotherapeutic and antiangiogenic drugs as targets for pancreatic
cancer therapy — Associazione ltaliana per la Ricerca sul Cancro

Role: Pl — Budget: 740 000 euro

Selected oral presentations at international and national scientific meetings

ESMO Congress 2024 - Novel targeted therapies for pancreatic cancer, Barcelona, 13-17/09/2024

EASL Liver Cancer Summit 2020 - Oral Presentation, FIGHT-202: a phase 2 study of pemigatinib in
patients (pts) with previously treated locally advanced or metastatic cholangiocarcinoma (CCA),
Prague, 6-8/2/2020

XV National Congress of the Portuguese Digestive Cancer Research Group - Omics and Precision
Medicine in gastric cancer — Algarve, Portugal, 10-12/10/19

XII International Gastric Cancer Congress — Prognostic or Predictive Biomarkers for Gastric Cancer —
Beijing, China, 20-23/04/2017

2016 ASCO Annual Meeting, Poster Discussion Session — Gastrointestinal (Noncolorectal) Cancer -
A phase I, double-blind study of galunisertib+gemcitabine (GG) vs gemcitabine+placebo (GP) in
patients (pts) with unresectable pancreatic cancer (PC), Chicago, 03-07/06/2016
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AACR 107" Annual Meeting 2016, Proffered Oral Presentation — Early Clinical Trials of Novel Agents
- A randomized phase II, double-blind study to evaluate the efficacy and safety of
galunisertib+gemcitabine (GG) or gemcitabine+placebo (GP) in patients with unresectable pancreatic
cancer (PC), New Orleans, 16-20/04/2016

53° Congresso Nazionale della Societa Italiana di Cancerologia - Pro-inflammatory factors secreted
by pancreatic cancers with evasive resistance to anti-VEGF treatment contribute to malignant
progression by inducing EMT, Torino, 19-22/10/2011

XII Congresso Nazionale di Oncologia Medica AIOM - Nuove conoscenze bio-molecolari nei tumori
del pancreas, Roma, 06-08/11/2010

Oral presentation - ECCO 15 — 34" ESMO Multidisciplinary Congress - TGF-R-activated kinase 1

(TAK1) is an in vivo druggable target for reverting pancreatic cancer chemoresistance, Berlin, 20-
24/09/2009

Most relevant clinical trials conducted as Principal Investigator

A phase 1/randomized phase 2, double-blind study to evaluate the efficacy and safety of
galunisertib+gemcitabine or gemcitabinet+placebo in patients with advanced or metastatic
unresectable pancreatic cancer. - Sponsor: Eli Lilly and Company. ClinicalTrials.gov Identifier:
NCT01373164

A phase 1 study of Galunisertib (LY2157299) and Durvalumab (MEDI4736) in Participants With
Metastatic Pancreatic Cancer. Ruolo: Principal Investigator - Sponsor: Eli Lilly and Company.
ClinicalTrials.gov Identifier: NCT02734160

Investigator Initiated Trial - A phase 2 study of Liposomial IrinoTecan (nal-IRI) with 5 Fluorouracil,
Leucovorin, and Oxaliplatin in Patients With Resectable Pancreatic Cancer: the nITRo trial. Sponsor:
Shire Pharmaceutical - Budget: 720 200 euro

Investigator Initiated Trial - A Biomarker-driven Therapeutic Strategy for Esophageal Cancer, the
BoRgES trial: a multicenter randomized phase 2 study of BIRC3-expression directed preoperative
chemoradiotherapy in patients with Resectable adenocarcinoma of the Esophagus. Sponsor: Ministero
della Salute — Ricerca Finalizzata 2016 - Budget: 450 000 euro

Investigator Initiated Trial - A phase 2 trial of the FGFR inhibitor INCB54828 in patients with HER2-
positive advanced EGJ/Gastric cancer Trastuzumab Resistant: the FiGhTeR trial - Sponsor: Incyte co.
- Budget: 394 740 euro

A phase 1, Open-Label Safety and Tolerability Study of INCB062079 in Subjects With Advanced
Hepatocellular Carcinoma and Other Malignancies - Sponsor: Incyte Corporation - ClinicalTrials.gov
Identifier: NCT03144661

A phase 2, Open-Label, Single-Arm, Multicenter Study to Evaluate the Efficacy and Safety of
INCB054828 in Subjects With Advanced/Metastatic or Surgically Unresectable Cholangiocarcinoma
Including FGFR2 Translocations Who Failed Previous Therapy. - Sponsor: Incyte Corporation -
ClinicalTrials.gov Identifier: NCT02924376

A phase 3 Study to Evaluate the Efficacy and Safety of Pemigatinib Versus Chemotherapy in
Unresectable or Metastatic Cholangiocarcinoma - (FIGHT-302). - Sponsor: Incyte Corporation -
ClinicalTrials.gov Identifier: NCT03656536
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A phase 1 Study of LY3200882 in Participants With Solid Tumors. Sponsor: Eli Lilly and Company.
ClinicalTrials.gov Identifier: NCT02937272

A randomized phase 2 study of second-line treatment with liposomal irinotecan and S1 versus
liposomal irinotecan and 5-fluorouracil in patients with metastatic pancreatic cancer who failed on first-
line gemcitabine-based chemotherapy - Sponsor: Academisch Medisch Centrum - Universiteit van
Amsterdam (AMC-UvA) Netherlands - ClinicalTrials.gov Identifier: NCT03986294

A phase 3 trial comparing NUC-1031 Plus Cisplatin to Gemcitabine Plus Cisplatin in Patients With
Advanced Biliary Tract Cancer - Sponsor: NuCana plc - ClinicalTrials.gov Identifier: NCT04163900

Development of the Autotaxin inhibitor IOA-289 in models of pancreatic cancer — Sponsor: iOnctura
SA (Geneva, Switzerland)

A phase 2 trial of Futibatinib in Patients With Specific FGFR Aberrations - Sponsor: Taiho Oncology,
Inc. - ClinicalTrials.gov Identifier: NCT04189445

An Open-label, Randomised, Multicentre, Phase 3 Study of Irinotecan Liposome Injection, Oxaliplatin,
5-fluorouracil/Leucovorin Versus Nab-paclitaxel Plus Gemcitabine in Subjects Who Have Not
Previously Received Chemotherapy for Metastatic Adenocarcinoma of the Pancreas — Sponsor :
Ipsen- ClinicalTrials.gov Identifier: NCT04083235

Peer-reviewed publications

1. Tortora G, Caputo R, Damiano V, Fontanini G, Melisi D, Veneziani BM, Zunino F, Bianco AR, Ciardiello F. Oral
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growth factor receptor inhibitor Iressa causes cooperative antitumor and antiangiogenic activity. Clin Cancer Res.
2001 7(12): 4156-63.
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3. Tortora G, Melisi D and Ciardiello F. Angiogenesis: A Target for Cancer Therapy. Curr Pharm Des. 2004 10(1):
11-26.

4. Ciardiello F, Bianco R, Caputo R, Caputo R, Damiano V, Troiani T, Melisi D, De Vita F, De Placido S, Bianco
AR, Tortora G. Antitumor Activity of ZD6474, a VEGFR Tyrosine Kinase Inhibitor, in Human Cancer Cells with
Acquired Resistance to Anti-EGFR Therapy. Clin Cancer Res. 2004 10(2): 784-793.
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G, Ciardiello F, Bunn P. Antitumor activity of ZD6126, a novel vascular-targeting agent, is enhanced when
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of radiation in a human non-small cell lung cancer xenograft model. Mol Cancer Ther. 2004 3(8): 977-83.

7. Damiano V, Melisi D, Bianco C, Raben D, Caputo R, Fontanini G, Bianco R, Ryan A, Bianco AR, De Placido S,
Ciardiello F, Tortora G. Cooperative antitumor effect of multitargeted kinase inhibitor ZD6474 and ionizing
radiation in glioblastoma. Clin Cancer Res. 2005 11(15): 5639-44.
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Bianco R, Melisi D, Ciardiello F, Tortora G. Key cancer cell signal transduction pathways as therapeutic targets.
Eur J Cancer. 2006 42(3):290

Melisi D, Chiao PJ. NF-kappaB as a target for cancer therapy. Expert Opin Ther Targets. 2007 Feb;11(2):133-
44,

Melisi D, Ishiyama S, Sclabas GM, Fleming JB, Xia Q, Tortora G, Abbruzzese JL, Chiao PJ. LY2109761, a Novel
Transforming Growth Factor § Receptor type | and Il dual inhibitor, as a Therapeutic Approach to Suppressing
Pancreatic Cancer Metastasis. Mol Cancer Ther. 2008 Apr;7(4):829-40.

Bianco R, Rosa R, Damiano V, Daniele G, Gelardi T, Garofalo S, Tarallo V, De Falco S, Melisi D, Benelli R, Albini
A, Ryan A, Ciardiello F, Tortora G. Vascular Endothelial Growth Factor Receptor-1 Contributes to Resistance to
Anti-Epidermal Growth Factor Receptor Drugs in Human Cancer Cells. Clin Cancer Res. 2008 Aug
15;14(16):5069-80.

Melisi D, Niu J, Chang Z, Ishiyama S, Peng B, Xia Q, Evans DB, and Chiao PJ. Secreted Interleukin-1a Induces
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Progression by Inducing an EMT cell phenotype. Clin Cancer Res. 2011 Sep 1;17(17):5822-32.

Vaccaro V¥, Melisi D*, Bria E, Cuppone F, Ciuffreda L, Pino MS, Gelibter A, Tortora G, Cognetti F, Milella M.
Emerging pathways and future targets for the molecular therapy of pancreatic cancer. Expert Opin Ther Targets.
2011 Oct;15(10):1183-96. *CFA

Rosa R, Melisi D, Damiano V, Bianco R, Garofalo S, Gelardi T, Agrawal S, Di Nicolantonio F, Scarpa A, Bardelli
A, Tortora G. Toll-like receptor 9 agonist IMO cooperates with cetuximab in K-Ras mutant colorectal and
pancreatic cancers. Clin Cancer Res. 2011 Oct 15;17(20):6531-41.

Carbone C, and Melisi D. NF-kappaB as a target for pancreatic cancer therapy. Expert Opin Ther Targets. Expert
Opin Ther Targets. 2012 Apr;16 Suppl 2:51-10.

Melisi D, Budillon A. Editorial: pancreatic cancer: between bench and bedside. Curr Drug Targets. 2012 Jun
1;13(6):729-30.

Tamburrino A, Piro G, Carbone C, Tortora G, and Melisi D. Mechanisms of resistance to chemotherapeutic and
anti-angiogenic drugs as novel targets for pancreatic cancer therapy. Front Pharmacol. 2013 Apr 30;4:56.

Melisi D, Piro G, Tamburrino A, Carbone C, Tortora G. Rationale and clinical use of multitargeting anticancer
agents. Curr Opin Pharmacol. 2013 Aug;13(4):536-42.

Melisi D, Calvetti L, Frizziero M, Tortora G. Pancreatic cancer: systemic combination therapies for a
heterogeneous disease. Curr Pharm Des. 2014;20(42):6660-9.

Lucchini E, Pilotto S, Spada E, Melisi D, Bria E, Tortora G. Targeting the epidermal growth factor receptor in solid
tumors: focus on safety. Expert Opin Drug Saf. 2014 May;13(5):535-49.

Simbolo M, Fassan M, Ruzzenente A, Mafficini A, Wood LD, Corbo V, Melisi D, Malleo G, Vicentini C, Malpeli G,
Antonello D, Sperandio N, Capelli P, Tomezzoli A, lacono C, Lawlor RT, Bassi C, Hruban RH, Guglielmi A, Tortora
G, de Braud F, Scarpa A. Multigene mutational profiling of cholangiocarcinomas identifies actionable molecular
subgroups. Oncotarget. 2014 May 15;5(9):2839-52.

Melisi D, Frizziero M, Tamburrino A, Zanotto M, Carbone C, Piro G, Tortora G. Toll-Like Receptor 9 Agonists for
Cancer Therapy. Biomedicines. 2014 Aug 4;2(3):211-228.
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Simionato F, Frizziero M, Carbone C, Tortora G, and Melisi D. Current strategies to overcome resistance to ALK-
inhibitor agents. Curr Drug Metab. 2015;16(7):585-96.

Dalla Pozza E, Dando I, Biondani G, Brandi J, Costanzo C, Zoratti E, Fassan M, Boschi F, Melisi D, Cecconi D,
Scupoli MT, Scarpa A, Palmieri M. Pancreatic ductal adenocarcinoma cell lines display a plastic ability to
bi-directionally convert into cancer stem cells. Int J Oncol. 2015 Mar;46(3):1099-108.
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Milella M. Metastatic pancreatic cancer: Is there a light at the end of the tunnel? World J Gastroenterol. 2015 Apr
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Melisi D. An angiopoietin-like protein 2 autocrine signaling promotes EMT during pancreatic ductal
carcinogenesis. Oncotarget. 2014 Oct 24. pii: 2635.
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R, Zanoni A, De Manzoni G, Tortora G, and Melisi D. TAK1-regulated expression of BIRC3 predicts resistance
to preoperative chemoradiotherapy in oesophageal adenocarcinoma patients. Br J Cancer. 2015 Sep
15;113(6):878-85.
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Mar;2(2):a000620.
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important anti-oxidant system in lung homeostasis. Data Brief. 2017 Sep 30;15:376-381

Santoro R, Carbone C, Piro G, Chiao PJ, Melisi D. TAK-ing aim at chemoresistance: The emerging role of
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