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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATEAW.

TheCalifornialegislaturehaspassedAssembhBill (AB)1195 which statesthat asof Julyl, 2006 all Categoryl CMEactivitiesthat relate to patient caremust
includea cultural diversity/linguisticscomponent It hasalso passedAB 241, which statesthat asof Januaryl, 2022 all continuingeducationcoursesfor a
physicianand surgeonmust containcurriculumthat includesspecifiedinstructionin the understandingof implicit biasin medicaltreatment.
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EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues thattalao aalicect patient care
component.

This presentation isledicated solely to research or other issues that do not contain a direct patient care component.


https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

B
A note of caution

A Thedefinition Y 'n Wh { asknEstiy stibjedtive and based on individual goals (my
personal advice does not necessarily agreewith the title of my presentation)

A Thecontent of this presentation is mostly based on my personal experience, that
does not necessarily applies to aworldwide perspective

A Myaim is to simply to provide you with a sincereglimpse into the journey of my
life

Successis less overwhelmingand shorter lasting than failure. Failure challenges who
we are. It rattles our sense of being (Andre AgassiwOpen)

Building a Successful GU Clinical & Translational Program



Theimportance of the cultural environment

Building a Successful GU Clinical & Translational Program



CANCER CENTER ORGANIZATION

A Pancreatic Cancer

A CNStumors

A LiverUnit

ANETs

A Gastoesophagealcancer

A Colorectal cancer

AProstate Cancer
AKidneyCancer
ABladder and Urinarytract cancer

ARare geniteurinary tumors

r 1

23 DISEASE UNITS

ABreast Unit
AThoracictumors

A Gynecologicaltumors
AMelanoma
AThyroidcarcinoma
AMolecular Tumorboard
AORL

A LeukemiaUnit

A Mieloma Unit

A Myleoprolferative Neoplasm Unit

A LymphomaUnit

A Strategic ResearchProgram on CLL
A Allo-BMT Unit
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Urologic Oncology Leadership at large

Francesco Montorsi Alberto Briganti Umberto Capitanio - Andrea Necchi
Chair Dept of Urology EiCEuropeanUrology Exec Member EAUKidneyCancer Guidelines  Head of GUOncology
Editor Emeritus EuropeanUrology Ass. Ed. JCO
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Arturo Chiti Francesco De Cobelli Nadia Di Muzio Maurizio Colecchia

Chair Dept of Nuclear Medicine Chair Dept of Radiology Chair Dept of RadiationOncology Chair of ESUP (EASection of Urologic Pathology)
Former EICINMMI




i R| GU Oncology at large and Urological Research Institute
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Clinical development of Temferon in solid tumors

TEMFERON AT A GLANCE

TEMFERON

T Frozen autologous hematopoietic stem & progenitor cells

Infusion of . . s 5
Temferon frozen and transduced HSPCs targeted payload delivery inside solid tumors (CD34+) transduced ex-vivo with a third generation LVV
stored before infusion TEMs to drive myeloid-specific IFN-a2 expression.
(Tie2+ expressing
monocyte)

FORMULATION

Cryopreserved intravenous injectable solution.

DURABILITY OF RESPONSE

Potentially life-long.

. %
v ™)
- 3
Blood
vessg

Ex-vivo transduction
of HSCPs by LVV

Hematopoietic stem and
progenitor cells (HSPCs)
harvest

Solid tumors: uUMGMT GBM & mRCC.

No systemic exposure
MECHANISM OF ACTION

Direct: anti-proliferative, anti-angiogenic;
Indirect: immune system re-programming, CD8+ T cells
recruitment, T cells exhaustion counteraction.

De Palma M, et alCancer Cell.2008Oct 7;14(4):299311; Escobar G, et alSci TransIMed. 2014Jan1;6(217):217ra3; Escobar G, et aNat Commun. 2018 Jul 24;9(1):2896.



I
TEMGU: Study Procedures, NCT06716853

Manufacturing & Release
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Pembrolizumab (at D+30)
or Cabozantinib (only if PD)
Pembrolizumab 400mg IV At D+30 every 6 weeks until PD
Cabozantinib 40mg QD In case of PD at D+30 or al later FU

Study Sponsor: Genenta Science Inc.
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Recruit the Right People:
Carefully select team members based on their expertise, skills, andcompatibility with the

team culture. Diversifythe team interms of skills and backgrounds toencouragea wide
range ofperspectives and ideas

Building a Successful GU Clinical & Translational Program



A Establishedsince Q1 2021
A Currently composed by:

§ .R.C.C.S. Ospedale A 5 staff medical oncologists
San Raffaele A 2 medical oncologyresidents
Gruppo San Donato A (2 PhDcandidates)
A 4 Clinical ResearchCoordinators
Genitourinary A 2 ResearchNurses

Oncology Unit
N6 JIOBbHRY!I JIOHezt RUIJt | BIOH q¢ nn




§ I.R.C.C.S. Ospedale

San Raffaele

Gruppo San Donato

Genitourinary
Oncology Unit

2024 Achievements of
MD Students

ESMO COURSES IN MEDICAL = 4 Wk
ONCOLOGY FOR MEDICAL P -
VALENGIA SPAIN 19-23 JULY 2024

STUDENTS NAPLES ITALY 2-6 SEPTEMBER 2024

SRR

Circulating immuno-biomarkers of response to
neoadjuvant nivolumab and nab-paclitaxel in
patients with muscle-invasive urothelial
bladder cancer (MIBC) secondary analyses
from NureCombo trial

ASCO 2024; NIBIT 2024

Contents lists available at ScienceDirect
Critical Reviews in Oncology / Hematology

journal homepage: www.elsevier.com/locate/critrevanc

The spectrum of cutaneous toxicities related to novel genitourinary
cancer therapies

Rachel Daher ™, Andrew Ruplin", Shilpa Gupta“, Philippe E. Spiess, Ashish M. Kamat ",
Antonio Cigliola', Valentina Tateo', Chiara Mercinelli ", Petros Grivas", Andrea Necchi '

DaherR, et al. Crit RevOncol Hematol. 2024 Aug;200:104420

Anna Fosfuri,
International MD Program (IMDP),
Vita-Salute San Raffaele University

Giovanni Pastorino,
Studente V anno, Corso di Laurea in
Medicina, Universita VitaSalute

RacheDaher,
International MD Program (IMDP),
Vita-Salute San Raffaele University
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Our commitment to
mentorship

ESMO ClinicalResearchFellows
A Tiago Costa de Padua (Brazil, 2021)
A Mariam Chkheidze(Georgia, 2024)

ASCO VirtuaMentorship Program (VMP)
A Christian Agbo(Nigeria, 2023)
A Tinatin Alaverdashvili(Georgia, 2024)

Other ASCOmentees (2024).

A Giulia Petrone, St. Louis, USA

A Anne-Christine Buteau, NY, USA

A GayatriNarayan, Los Angeles, USA




Partnering with
multiple
departments within
a clinical trial

The PURED1 legacy

Filippo Pederzoli

Stool Microbiota Profiling ® Urologicl
2021 ASCQAnnual Meeting Institute
Conquer Cancer Foundation of ASCO Merit AwarRecipient R'
PederzoliF, et al. EurUrol. 2024 May;85(5):417421.

Antibiotic use and outcome of neoadjuvant pembrolizumab in PUREOL
PederzoliF, et al. EurUrol. 2021 Sep;80(3):318B22.

Giuseppe Basile

Updated PUREO1 results

2023 EAU Best Paper in Clinic&esearch

Basile G, et al.Clin Cancer Res 2022Dec 1,;28(23):510#5114.

Giorgio Brembilla

VI-RADS andpathological response prediction after neoadjuvant pembrolizumab
2023 GUCancers Symposium

Conquer Cancer Foundation of ASCO Merit AwarBecipient2023

Brembilla G, et al.Radiology. 2024 Dec;313(3):e233020.

Valentina Tateo

ER signature expression and response to neoadjuvant pembrolizumab in MIBC
2024 Genitourinary Cancers Symposium

Merit AwardRecipient

TateoV, et al.Paper in press

Building a Successful GU Clinical & Translational Program



Universita Vita-Salute Gruppo San Donato
San Raffaele

g UnISR N 1pses, gavesae

Fulfilling Your Goals

2010
UrologyUnit
Fondazione IRCCS Istituto Nazionale dei Tumori, Milan
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Set up a Supportive Infrastructure (clinical trials machinery ):
Providethe necessarytools, technology, andresourcesthat the team needsto
perform their tasks efficiently

Building a Successful GU Clinical & Translational Program



Having a brilliant idea UniSR
STEP #1IQdividual value)

Getting funded to

develop the idea
STEP #2 (Strategy)

Setting the proper
stage to the study

STEP #3 (Business)

Hurdles in developinginvestigator-initiated clinical trials

STEP #3Resilience)

Building a Successful GU Clinical & Translational Program



3 Primary sources of budget affording our clinical/ translational
research and team members salary (Years 20212024)

e Grants from approved investigator-initiated clinical trials:
-T X MAZ = 2 OO0 ISUREZE NufeEombo)

0 Grantsfrom academic funding sources/calls:

-SOAPAMMMIOMMUWEK Wel f A9 Wf U2 11 ¢0

mmm Income from PharmaSponsoredclinical trials:
-NAPPMNAPY P OP LUK

Building a Successful GU Clinical & Translational Program



Primary sources of budget affording a clinical investigator career

Articles
* FONDAZIONE IRCCS
S SSE ISTITUTO NAZIONALE
‘ DEI TUMORI
GlaxoSmithKline Inc. [ =» Pazopanib in advanced and platinum-resistant urothelial
cancer: an open-label, single group, phase 2 trial
Andrea Necchi, Luigi Mariani, Nadia Zaffaroni, Lawrence H Schwartz, Patrizia Giannatempo, Flavio Crippa, Carlo Morosi, Rodolfo Lanocita,
Teodoro Sava, Cinzia Ortega, Caterina Messina, Cosimo Sacco, Marzia Pennati, Maria G Daidone, Nicola Nicolai, Filippo De Braud,
Alessandro M Gianni, Roberto Salvioni
Value of industrial partnership and vision Necchi A, et alLancet Oncol. 2012 Aug;13(8):816

Building a Successful GU Clinical & Translational Program



I
Primary sources of budget affording a clinical investigator career

MyFirst AIRC Grant (20162020): Insightsinto the activity of immune-checkpoint
inhibitors in patients with muscle-invasiveurothelial bladder cancer

AIRC Investigator Grant (20222027): Understandingtumor and immune dynamics
and predicting responseto various perioperativetherapies inpatients with MIBC

SM=ZO0OWm7IIGGIIWI 1Ja

Building a Successful GU Clinical & Translational Program



Understanding tumor and immune dynamics and predicting response to various

Research Projects perioperative therapies in patients 5 Raq 6 O~ f 7 9 %0 f A9 IOf ] OY Z Y ®IC

AIRC

FONDAZIONE AIRC
PER LA RICERCA SUL CANCRO

Cohort 1

Whole transcriptome expressionanalyses(Veracytelnc.)

No therapy

control

Cohort 2

PATIENT POPULATION
A Histologically confirmed MIBC
with predominant urothelial

Immune-monitoring by
multiparametric flow cytometry

histology
A Clinical stage T2-4NOMO
A Cisplatin-ineligible MIBC
A No prior systemic anti- —
neoplastic treatment for MIBC
A Eligible for radical cystectomy Cohort 3
and pelvic lymph node
dissection
A Received TURBT
A ECOG performance status 0, 1

Radical cystectomy + pelvic LND

Multiplex immunofluorescence and spatial distribution of
iImmune populations (University of Padualtaly)

Cohort 4

NURE-Combo
study Noninvasiveprediction of tumor responseto neoadjuvanttreatment:
~ PETMRI & VARADS (in partnership with MSRadiology)

Building a Successful GU Clinical & Translational Program






I
Outline of clinical trials activity at

GU Medical Oncology Unit at San Raffaele Hospital (Years 2021-2024)*

A Average % of patientscreened for clinical trials: 50%
A Currently, 46 trials are offered at our Unit.

) . I N new patients
TumOI‘ type ACUVe Open tO - [ Nnew screenings
trials accrual
200
Prostate Cancer ™ 8 4 .
150
Urothelial carcinoma 30* 20
10
Renalcell carcinoma 7 4 .
0

Number of patients
o

o

Tumoragnostic/rare GUtumors 1 1 2021 2022 2023 2024
*GU Oncology is also an independent Phase Establish clear roles and responsibilities : Define the roles and
ér‘fcn(;tk;’;‘;h'” the Department of Medical responsibilities of each team member to avoid confusion and overlap.

This clarity helps team members understand their contributions and
Data cut-off: Feb 15, 2025 enhances accountability



I
Outline of 2022 Activity from the Clinical -Genomic Database:

GU Medical Oncology Unit at San Raffaele Hospital

ESCAT Prostate Cancer N=100) ESCATBIladder Urothelial Carcinoma (N=53)

TIER 111%

TIER 225% No actionableX
No druggable GAS

TIER 3239%

Legend:
A ERBB2 SWVhutations considered TIER llbased onrecent US FDAapproval of trastuzumab deruxtecan for ERBB2mutated (not amplified) NSCLC

PIK3CA SvWnutations considered TIER Il (can be TIER V in endocrizencers where ER+s required for co-targeting)

A
A ERBB3 Svhutations or amplification consider TIER |V ibladder
A ATM S\mutations in prostate considered TIER IRARP) but will likely be changedby US FDAoon

Building a Successful GU Clinical & Translational Program



@ TriNetX

A Federatednetwork, control over dataremains in hospital

A Reaktime access to patient populations, driven and refreshed by electronic medical record (EMR) data, to

determine protocol feasibility, cohort analysis and site identification

CRO
Biopharma ({4 bbb
pEfany
fefam
EEE A3
EEE aga

|

e

My Healthcare

Organization
— 8L
|l
1
i

oo RSl ey

%
oy
&

European Healthcare

European
Network

I S

“. ,

APAC

Network

&

us

Network

Latest analyses:

Anecosystem of HCOs,
biopharmaceutical companies and CROs
to jointly improve Clinical Research

A Global footprintallowing access to large
regionalanonymous Data Networks to
advance Real WorldEvidence

A Maiorano BA, et al.

Outcomes of immune-checkpoint inhibitor rechallengein
urothelial carcinoma: Resultsfrom a globalreal-world
evidence study

#GU251 JClin Oncol 43, 2025 éuppl 5; abstr 732)

A Maiorano BA, et al.

Outcomes of patients with muscle-invasive bladder
carcinoma (MIBC) not receiving radical cystectomy (RC)
nor radiotherapy (RT) after neoadjuvant chemotherapy: A
global realworld study

#EAU25; #AUA25

A Cigliola A, et al.

Outcomes of immune-checkpoint inhibitors rechallenge in
metastatic clear cell renal cell carcinoma: results from a
global realworld evidence study

#EAU25; #AUA25

Building a Successful GU Clinical & Translational Program




Promote Collaboration:
Foster a collaborative culturewhere team members feel comfortable sharingideas and

providing feedback. Utilize collaborative tools and platforms that facilitate communication
and information sharing

Building a Successful GU Clinical & Translational Program



\Academic partnerships:
A MSKCC RadiologyDepartment:
A Artificial intelligence to predict the response to neoadjuvanttherapies in MIBC
A University of Padua:
\_ A Using multiplex IHC tocharacterize response/resistance mechanisms to neoadjuvant experimental therapies in MIBC
A Northwestern University:

A Comprehensivemolecular profiling of tumor responseto various neoadjuvant therapies in MIBC

Industrlal Partnershrps
A Foundatrqn Medicine Inc.

A Comprehenswegenomic profiling (CGP) and ReaWorld Clinical Outcome Data (RWCO), in partnership witfrlatiron Health Inc.*
A Nateralnc.

A MRD monTthlng inpatients with MIBCundergomgexperrmentaI perioperative therapies.
A Veracytelnc. '

A Wholetranscrrptomesequencmg of matched pre-post therapy samples from MIBCUndergomgexperlmental perioperative therapies
A GenentaSciences Inc. (TEMS GU- Program)

Establishedinternational collaborations in GUoncology at San Raffaele Hospitakince 2021



Encourage Innovation and Creativity :
Create anenvironmentwhere team members feel encouragedto think creatively and
Innovate. Thisinvolvesbeingopen to newideas and taking calculated risks.

Building a Successful GU Clinical & Translational Program



B
NureCombo trial: neoadjuvant Nivolumab + Nab-paclitaxel > RC >adjuvant nivolumab

(NCT04876313)
June 2023 Case ID#31 69yo, Male; cT3NOUrothelial Carcinoma
Historical Results CtDNA monitoring
Nivo/ABX X 4cycles Adjuvant Nivo
TURBT —> RCrefusal ——— reTURBTypTO >

MRI MRI

CT =) |

PET PET Radiological CR

VI-RADS=0

1. Mercinelli C, et al. J Clin Oncol. 2024 Dec 10;42(35):4196-4205 Building a Successful GU Clinical & Translational Program



Transmitting aTrue Sense of Mission
We all want to feel we are a part of something bigger
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The GUOnNcology
RetreatLegacy
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Joint Summit of International Bladder Cancer Group (IBCG) o
& the Global Society or Rare Genitourinary Tumors (GSRGT) ik

DEFINING NEW ENDPOINTS AND DESIGN OF NEXT-GENERATION
TRIALS OF PERIOPERATIVE THERAPIES IN MUSCLE-INVASIVE BLADDER CANCER

DECEMBER 14", 2024
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. HISTORICAL PERSPECTIVE

July 2020

Phil Spiess and
myself discussed
the creation of a
Rare GU Tumors

society

July-September

Formal creation of
the GSRGT
Including charter
and bylaw
development and
Implementation of
a leadership

September 3, 2020

Our first board
meeting took
place with some
of the worlds
most profound
leadership

December 11-12, 2020

The first Global
Summit for the
GSRGT took
place including
24 speakers and
over 500+ guests



PRESIDENT VICE-PRESIDENT SECRETARY

LEADERSHIP
cOUNCIL

COUNCILOR AT-LARGE




Penile cancer endeavor

Penile cancer
incidence ASR
(world) (per 100,000)

<0.08

= 0.08-0.43

B 0.43-0.88

W 0.88-1.3

H =13
Not applicable
No data

o*'? ESTUDO | LACOG 0218
L]

‘' HERCULES

Data are from the Global CanceObservatory (https://gco.iarc.fr/today) Thomas A, et alNat RevDis Primers. 2021Feb11;7(1):11



PATHOLOGY  CLINICAL TRIALS IMPORTANT LINKS

GLOBAL SOCIETY OF

o 57 .
RARE GENITOURINARY TUMORS L Bea member Membeplagin

Home About GSRGT Membership Events Educational Resource Patient Education & Support Groups and Activities Contact Us

GSRGT

International society of scientists, experts and patient advocates committed to improving the care of
rare GU tumors through science and education.

gsrgt.org



IMPORTANT GLOBAL PARTNERSHIP BETWEEN THE
IBCG and GSRGT

INTERNATIONAL
BLADDER CANCER
GROUP

Official partnership was established in December 2022 and facilitated by Professor Ashish Kamat
Joint committee led by Drs Roger Li and Shilpa Gupta, with several global ambassadors
First joint meeting held at IBCG meeting in Houston, Texas on August 25t6th, 2023

Focus on advancing the care of patients impacted with urothelial carcinoma of variaiistologies and also
developing evidencebased consensus guidelines






