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Dichiarazione sostitutiva dell’atto di notorieta ai sensi dell’art. 47 DPR 28/12/2000 n. 445
Dario Trapani is a medical oncologist from the European Institute of Oncology, IRCCS (employee).
He serves in technical working groups at WHO, ESMO and is a member of the Common Sense Oncology.

He sits in the board of directors of AIOM (lItalian National Cancer Society).
He collaborates with regulatory bodies, including EMA (ESEC, HCPWP, CMF) and AIFA (technical consultant).

Dario Trapani is Sl and Pl for phase-1 clinical trials (Immunocore, Gilead, Tyra, Biontech)

The views expressed in this presentation are exclusively those of Dario Trapani, who
holds sole responsibility for all content and statements.
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We are living longer.
But at what cost?

IARC 1955-2020:

Investment in cancer control,
biological understanding, and
innovative treatments has
yielded unquestionable, historic
progress.

We have won the race to
survive longer. Now, a new
challenge has emerged:
navigating the trade-off
between toxicity, safety, and
marginal clinical value. The
new goal is to survive better.



The Reality of Marginal Gains

Analyzing 86 FDA-approved therapies (2006—-2017) reveals a sobering truth: the vast majority of
new indications offer high-cost interventions for minimal clinical benefit.
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High-impact drugs portend positive health impacts, but the mere availability of ‘any new drug’ does not.




COMMON SENSE

The Surrogate Trap ONCOLOGY

Surrogates frequently fail to translate into the outcomes that matter most.

. e The Statistical Disconnect:
urrogate tnapoints 30-50% of Overall Survival

(PFS / ORR) variability remains entirely
unexplained by PFS.

Long-Term Outcomes
(0OS/Qol)

Up to 84% is unexplained

The Current Landscape by ORR or PFS2.

(EMA Approvals 2015-2020)

0% use Quality of Life
(Qol) as a primary
endpoint.

39% of advanced cancer
immunotherapy indications
use PFS as a primary
endpoint.




What Patients Actually Demand

A nationally representative sample of older adults (N=998).

Utility & Time
' Patients prioritize

High certainty of survival benefit | .
(srong evicence BN olue and certainy
: : : over sheer speed.
Moderate certainty of survival benefit | . H
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(some evidence)

22 MOnthS Respondents are
willing to wait up to
22 months (95% CI
17.61 to 25.74)
for high certainty
(strong evidence) of
a survival benefit.

Low certainty of survival benefit |
(weak evidence)

Very low certainty of survival benefit |
(no evidence; base level)

FDA approval time | e Y
(1additional year) }—F_jv,

Relative importance (marginal utility)

What patients demand is value, not “anything new.”



COMMON SENSE

“Common Sense Oncology is not
about simplicity. It is about restoring
alignment between evidence, patient

benefit, and clinical judgment.”

Moving beyond criticism to establish a solutions-focused
framework for the next generation.



A Unified Mission for the Global Movement

Focus Research,

Care, and Policy:
Realigning healthcare
systems to prioritize what
matters most to people with
cancer. (Evidence Generation)

Empower People
with Cancer:

Enabling patients to make
treatment decisions that fit their
personal goals and values.
(Evidence Communication)

Ensure Sustainable,
Human-Centered Care:

Using evidence to build
affordable healthcare systems
focused on the individual.
(Evidence Interpretation)



Launched projects

RCT checklist
Engagement with clinical trials groups

Focus groups to shape patient-centric outputs
Plan is for multi-stakeholders

Revision of oncology curricula (CSO set of competences)
Journal Clubs based on CSO approach

CSO Patient Charter
Advocacy listening tour




Calibrating Trial Design:
The CSO RCT Checklist

@ Lead Developer: lan Tannock

To Develop a clinical trial
Protocol

aresearch

Lancet Oncol, 2025
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Endpoints Prioritized

Overall Survival and Quality of Life.

Optimal Control Arm
Must reflect the true, current standard of care.

Meaningful Benefit
Target effect size must meet ESMO MCBS criteria.

Integrity & Transparency
Recognition of informative censoring and reporting
independent of sponsors/medical writers.

Patient Accessibility
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The Implementation Gap

Application of the CSO Checklist to 55 recent phase 3 solid tumor RCTs (Abdihamid, EJC 2025).
Concordance Heatmap
Acceptable Concordance: Critical Blind Spots:

and censoring: 3.6%

Optimal control arm:

Inclusion of time
toxicity: 1.8%

While control arms are generally valid, robust reporting on quality of life,
censoring, and chronic toxicity remains virtually non-existent.




Reclaiming the Narrative: Guidelines for Plenary Discussants

Lead Developer: Elizabeth A. Eisenhauer Acknowledged for the annual ASCO meeting since 2025!

The Hype Narrative The CSO Discussant Lens

Scientific Abstract
. Endpoint Validity: Was the primary

“groundbreaking” outcome OS or QoL? If not, is it a
rigorously validated surrogate?

. Control Validity: Did the control arm

“paradigm-shifting surrogate” represent the true standard of care for the
target population?
“novel mechanism” . Value Alignment: What is the observed

effect size vs. the ballpark price
comparison? (Big cost for small benefit?)

. Bias Guardrails: Ensure discussants
“future standard” critically appraise methodological
challenges without falling victim to optimism
bias or courtesy bias.

“transformative impact”




Co-Designing the Future of Research

CSO0 Values to Action—a patient-led framework for RCT design (Michelle L. Tregear, JNCI 2026).
Synthesized from 8 international focus groups (N=131) across 7 countries.

Return:

Define a meamngful Clear public

research question
based on actual
patient needs.

l Co-Design: I Protect
Genuine patient Ensure generalizable
partnership with populations and dissemination and

plain-language minimal patlent : § feedback directly to
consent.

burden. participants.




Education Reform: Recalibrating the Curricula

Lead: Scott Berry  Haydee Verduzco Aguirre, ASCO 2024

Competency Matrix: Global Oncology Curricula The Problem:
P - A systematic review reveals that only 25%
A g of gl [
global postgraduate oncology curricula
o ¥ . 2gy-Eum
v . A cover all essential CSO domains. Critical
v appraisal, equity, value assessment, and

ethics are severely underrepresented.

% of Curricula Including

e e = The Solution:

o Launching a Modified Delphi process to

e ' \. | finalize a validated set of core

o Modified Delphi competencies—embedding critical thinking,

o | i system-level impact, and human-centered
care into training programs worldwide.
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The human crisis in cancer: a Lancet Oncology Commission

Gary Rodin, Amalya Feldman, Dario Trapani, Mac Skelton, Karla Unger-Saldaria, Beverley Essue, Rille Pihlak, Catherine Walshe, William E Rosa,
Matthew P Banegas, Miguel Zambrano-Lucio, Rawaz Salah Daood, Ajay Aggarwal, Omar Dewachi, Gilla K Shapiro, Murallitharan Munisamy,
Harenthri Devy Alagir Rajah, Shrikant Atreya, Vijay Shree Dhyani, Yek-Ching Kong, Mebin Mathew, Carol Y Ochoa-Dominguez,

Arathi Prahallada Rao, Seema Rajesh Rao, Srinagesh Simha, Nancy Preston, Wendy Wing Tak Lam, Hanae Davis, Camilla Zimmermann,

Eve Namisango, Christian Ntizimira, Elizabeth Smyth, Madeline Li, Naveen Salins, Nirmala Bhoo-Pathy, Richard Sullivan
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Figure: The core dimensions of human-centred cancer care

THE LANCET
Oncology

Compassionate
communication
and presence

Human-
centred
cancer care

Biomedical
care

Shared decision
making and
patient

autonomy

Oy ™.

Panel 7: Common Sense Oncology’s core competencies for holistic cancer care

As oncology advances, progress must remain anchored in
outcomes that matter to patients. The Common Sense
Oncology (CSO) movement champions patient-centred care
that prioritises outcomes that matter to people. A central tenet
of the CSO movement's mission is the education and
preparation of the next generation of oncologists, with
competencies required to deliver fully informed, transparent,
and value-oriented care within equitable, sustainable systems.

survivorship care. These gaps highlight the risk that graduates
remain underprepared for real-world needs. Without a focus on
equity, for example, oncologists might fail to recognise and
address disparities in access to care, which is a pressing problem
in all resource settings. Similarly, a scarcity of emphasis on
ethical principles and survivorship care can result in an
incomplete understanding of the long-term impacts of cancer
treatment on patients' lives.



A Neutral Space for Critical Appraisal

The CSO Journal Club (Co-leads: Scott Berry, Haydee Verduzco-Aguirre).

» Establish a neutral,
conflict-free space for
evaluating oncology

D evidence.
J CSO | * Foster multi-perspective
ourna analysis of trials.

-  Anchor discussions in
O patient-centered
outcomes.

Patients

Trialists

Deliver improved, shared decision-making aligned with real patient needs.



Education: The CSO Journal Club!

Home Videos Playlists

Commen Sense Oncology Webiner Common Sema Oncolegy Wetinar Saries Comman Sense Oncology Journal Club Series
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CHALLENGE Trial | CSO Journal Clubw/Dr.  §  MATTERHORN Trial | Common Sense : ASCO 2025 Highlights with Dr. Bishal : 2025CSO Annual Leadership Meeting -
Chris Booth & Dr. Fernanda Arthuso Oncology India Journal Club Gyawali, Dr. Haydee Verduzeo Aguirre, and Plenary Session

Common Sense Oncology Journal | Common Sense Oncology Journal ;D Venkata Pradeep Babe
Club: Breast Cancer Club: Acute Myelold Leukemia.. D A Mathe

140 views + 9 monthu ege 111 views + 10 months ago

A trialist and breast oncologist from Canada

A medicaloncologist from Europe

A patient advocate from North America

An oncologist (superstar) from Sub-Saharan Africa

ANENENEN

Common Sense Oncology R AT Dari .
ESMO 2025 Symposium o : X @csoncol



https://urlsand.esvalabs.com/?u=https%3A%2F%2Fwww.youtube.com%2F%40csoncol%2Fvideos&e=8c00e339&h=a04252bc&f=y&p=y

Integrare razionalita clinica e

CSO and AIOM responsabilita sistemica: il Common

....& with Bishal on the CSO global Podcast at Tumori 7J Talks!


https://www.youtube.com/watch?v=10NoXnZJxKI
https://www.youtube.com/watch?v=10NoXnZJxKI
https://www.youtube.com/watch?v=10NoXnZJxKI

A Localized Global Movement EU Observatory

EU CSO Hub
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Istituto Catalano di Oncologia, Barcellona (11-6-2026)
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How can we engage, now?

* Spread the word, encourage others to join CSO
* Embrace CSO philosophy...

* In your clinical practice

* In your teaching

* In your leadership roles (e.g. Editor, Trialist, Conference planner, Grant reviewer)
* Health justice advocacy

* Join CSO events (Webinars, Journal Clubs)
* Encourage the next generation to think differently
* Stay tuned...more to come
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COMMON SENSE ONCOLOGY



Join the Movement for
Outcomes That Matter.

your clinical practice and teaching
methodologies to prioritize OS and QoL.

CSO checklist rigorously in your
leadership roles—as an editor, trialist, grant
reviewer, or conference discussant.

shape patient-relevant oncology.

commonsenseoncology.org
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ABSTRACT

METHODS

RESULTS

CSO checklist for JC

YES NO

An explicit definition of the primary endpoint

The hazard ratio for the primary time-to-event endpoint and for overall survival, with Cls and a measure of absolute benefit, even if data for overall survival
are immatura

An objective summary of grade 3-5 toxicity, time lived with chronic toxicities, and treatment discontinuation, without subjective terms lessening toxicity

A statement about effect on HRQOL

There should be a summary of the main results written in language understandable to patients

JA statement as to how patients or the public were involved in the study design and approval

Justification of the control group, which should be the current standard of care

Justification of the primary endpoint and, if not overall survival, evidence of surrogacy for overall survival or HRQOL

The statistical basis for the sample size, and for the level of benefit that the trial is powered to detect or exclude

Strategies to reduce drop-out and censoring

Plans for crossover, and indication whether crossover to the experimental treatment is mandated and funded

Criteria for interim analysis and early stopping, with indication that palliative trials should only be stopped early if there is a definitive improvement in
Il survival

Em&mmcumhrmepﬁmwethmMHnMImmumml.mmﬂunﬂﬁaMnuMcemmdwwm

|An absolute measure of benefit

for drop-out and censoring, with sensitivity analysis to determine potential effects on the main result (can be in an online appendix)

umbers of patients in the control group who crossed over to receive the experimental treatment after disease progression; postprogression treatments for
| patients

bjective assessment of toxicity, with patient assessment of toxicity encouraged

nclusion of time-toxicity if the expected median overall survival is less than 12 months

as to whether the trial meets the ESMO MCBS criterion of substantial benefit (MCBS>3 or A-B), with a statement that results are negative if it
not, regardless of the p value

summary of the main results

For a comprehensive risk—benefit assessment, all types of toxicities (eg, physical, financial, and time) should be discussed




Reporting RCT results

Guidelines for Plenary Discussant

Recommending a structure format whereby discussants must address:

Was the primary outcome OS or QOL?
If not, was the primary outcome a valid surrogate for either of these?
What was the observed effect size for the primary endpoint?

Did the control arm represent standard of care for the target population in the
study?

|s the drug better then the Standard of Care and what is the ballpark price

comparison for a course of treatment in both scenarios. And how does this
difference in cost compare to the effect size (i.e. big price difference in cost
but big benefit vs big cost benefit for small benefit?)

Need to ensure that discussants can critically appraise methodological
challenges, don't suffer from optimism bias or courtesy bias
Adapted from Chris Booth MD




CSO Checklist for
Discussants

* Elizabeth A. Eisenhauer, EJC 2025

CONTEXT
POPULATION

CONTROL ARM
ENDPOINTS
BLINDING
POST-PROGRESSION
BALANCE
DELIVERY
CENSORING
TOXICITY
MATURITY
SUBGROUPS
0S/ QoL
PROs
ECONOMICS

INTERPRETATION

CHECK

Relevant question at start? SOC changed since?

Appropriate & generalizable? Biomarkers relevant?

True current standard of care?

OS/Qol prioritized? If surrogate > validated?
Adequate or risk of bias?

Therapy planned/standardized for control?
Arms balanced (prognostic factors)?
Adherence, dose reductions, discontinuations?
Dropout/lost FU reported? Sensitivity analyses?
Objective AE reporting (no minimization)?
Primary endpoint mature & per protocol?
Unplanned analyses? Interpret cautiously
Reported when surrogate used?

QoL adequately collected & analyzed?
Cost/impact considered (if available)?

Meaningful benefit (OS/QoL/tox/cost)? Practice-
changing?



Competencies for practicing medical oncology with
common sense: A global curricula review

e £ : v Global postgraduate oncology
Ay % of Curricula Including curricula emphasize critical
" ’ "/ 100% [© — . appraisal, communication, and
¥ ' 222 — palliative care.
__ o v’ Equity, ethics, and survivorship
60% B are underrepresented.
igz v Only 25% of curricula cover all
0% CSO domains, indicating a gap in
20% comprehensive training.
12: || L v Findings support the need for a
Critical outcomes & palliative  Costand| survivorship Equityin Ethical global CSO Competency
appraisal tre:‘:::nt care value care Ga;;e:srsé:rge principles framework to guide training
programs

Haydee Cristina Verduzco-Aguirre et al, ASCO 2025 #9018

Common Sense Oncology
ESMO 2025 Symposium

PRESENTED BY: Dario Trapani X @csoncol




The CSO study converged in the Lancet Oncology
Commission on The Human Crisis of Cancer Care

The Lancet Oncology E;
! Volume 26, Issue 12, December 2025, Pages e628-e670

The Lancet Oncology Commission

The human crisis in cancer: a Lancet
Oncology Commission

Gary Rodin MD ¢ ™ * E Amalya Feldman MA ® ™, Dario Trapani MD °,

Mac Skelton PhD €, Karla Unger-Saldafia PhD ®, Beverley Essue PhD ©,

Rille Pihlak PhD f, Catherine Walshe PhD 9, William E Rasa PhD ", Matthew P
Banegas PhD ', Miguel Zambrano-Lucio MDJ, Rawaz Salah Dacod MD 9, Ajay
Aggarwal PhD ¥, Omar Dewachi PhD !, Gilla K Shapiro PhD @™,
Murallitharan Munisamy PhD ", Harenthri Devy Alagir Rajah MSc ©,

shrikant Atreya MD P, Vijay Shree Dhyani PhD 9, Yek-Ching Kong MPH *...
Richard Sullivan MD PhD *

Rodin, Lancet Oncol 2025

psychosocial care, and ethics as core competencies

i % Assessment

v Make human skills teachable, measurable, and formally
v assessed

Structure
Implement longitudinal training, not isolated modules

Team-based care

Develop interprofessional education (physicians, nurses,
psychologists, allied health)

Patient role

| Integrate patients and caregivers in education design and
delivery

Context
Adapt training to local cultural and system needs

Workforce
Extend education across the entire cancer care workforce

Roles & skills

Invest in non-medical and supportive roles with dedicated
training pathways

Cancer
education must
move beyond
technical
training and
deliberately
cultivate
human-centred
clinical
competence as
a fundamental,
assessable skill.
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Education Project -
Mapping and Systematizing Core Competencies

Critical appraisal Cost/value of cancer care Communication Equity in access to care
Clarity/balance
Sensitivity/empathy
Adapting to patient
needs/goals
Empowering patients

Statistics Patient-level impact
Clinicaltrial design System-level impact

Endpoints Value assessment
Clinical applicability Stewardship and advocacy

Understanding and assessing
local barriers to care
Strategies for increasing
equitable access

Psychosocial oncology Survivorship care Palliative care Ethical principles

Awareness/understanding
Assessment
Interventions

Multidisciplinary approach

Conflicts of interest
. . Symptom assessment and . )
Structured survivorship plans Ethical conductin research

management . - i .
Sequelae of cancer/treatments Ethical/professionalissues in

. . L Integration through cancer
Risk reduction/healthy living g trajector% patient care, including funding
of care

A Modified Delphi... to be launched!

Common Sense Oncology
ESMO 2025 Symposium

PRESENTED BY: Dario Trapani X @csoncol
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Istantanee di oncologia medica

Politica sanitaria

La rivoluzione “semplice” di
Common Sense Oncology

Acura di David Frati

19 Luglio 2023

)I forward llprogetto Larivista Speciali Convegni sezioni

Articoli

Ritrovare il senso della misura

Per un'oncologia capace di integrare la qualita di vita come pilastro
strutturale della ricerca e di formare medici dotati di spirito critico

Dario Trapani

“L'accordo di libero scambio
Ue-Mercosur rappresenta un
passo avanti nel rafforzamento
dei legami commerciali,
tuttavia, per il settore
farmaceutico innovativo,
avrebbe potuto spingersi oltre,
includendo disposizioni chiave
sulla protezione della proprieta
intellettuale, come la
protezione dei dati
regolamentari e i certificati di
protezione complementari e un
accesso significativo agli
appalti pubblici”

NATHALIE MOLL
direttore generale Efpia

“La sopravvivenza libera da
progressione di malattia non ha un
reale significato se non s1
accompagna a un miglioramento
della sopravvivenza globale o della
qualita della vita”

BISHAL GYAWALI
professore associato di oncologia medica e salute
pubblica alla Queen's University di Kingston (Canada)

"La scienza non pud piu
permetters: di ignorare la
dimensione esperienziale del
malato. Le innovazioni
farmacologiche devono essers
?mdlcate non soltanto per la
Oro capacita di prolungare la
vita. Ma per come la plasmano,
la migliorano o la restituiscono”

DARIO TRAPANI
oncologo

AboutPharma, JAN2026



CSO and RIO

Oncology with common sense: beyond biologistic
and pharmacological models

Rodrigo Lastra'?, Patricia Iranzo', Javier-David Benitez-Fuentes'?, Ana Callejo’*, Mara Cruellas'*?, Jacobo Gémez Ulla*4,

Isabel Pimentel™, José Luis Pérez-Gracia’, Marta Ramos'*, Francisco Gil Moncayo?, Maria Alvarez Alejandro’?, Marta Gascén'*,
Sergio Martinez Recio ", Pilar Rivero'?, Jorge Bartolomé', Antonio David Lazaro Sanchez' ", David Fernandez Garay's,

Alicia de Luna Aguilar'*, Isabel Lorenzo Lorenzo, Joan Brunet'’, Noemi Reguart'® and Dario Trapani'**

Improve care, especially at the end of life, including palliative care and psycho-oncology units.

Promote empathetic communication that addresses patient s inner life and spirituality.

Incorporate shared decision-making into care processes.

1.
2.
3.
4.

Evaluate in each therapeutic strategy, not only of clinical toxicity, but also of time toxicity and financial toxicity for patients, as well as
possible solutions.

L

Prioritise non-pharmacological interventions, such as exercise and nutrition, with preventive and curative potential [28].

6. Empower independent research through public funding for academic and non-profit studies, focusing on neglected areas like rare
diseases, comparative studies between different therapeutic options and preventive measures.

7. Foster excellent Academic Translational Research in human biological samples, to identify and validate biomarkers that enable to
performance of rational drug development that reduces costs and toxicity of cancer treatments.

8. Encourage the pharmaceutical industry and academia to prioritise patient-centered research goals, such as QoL and OS, while mitigat-
ing clinical and financial toxicity. Ensure open data accessibility to support further studies.

9. Promote a change within the regulatory authorities for standardised trial endpoints, inclusion of PROs and safety reporting
requirements.

10. Support global public health interventions to address disparities in low-income countries and regions.

Lastra, Ecancermedicalscience 2026



| decisori politici vogliono che la Norvegia sia la migliore al
mondo nel campo del cancro. Ma cosa significa davvero essere i
migliori? Secondo la recente strategia oncologica del governo,
EI:)Tgr::n Sense Oncology: Hvor mye sunn fornuft viser onkologer i significa essere “ai vertici mondiali nella diagnosi, nel trattamento
e nel follow-up del cancro”. Periricercatori, potrebbe voler dire
produrre il maggior numero possibile di studi di eccellenza. |
clinici sono spesso concentrati sull’ottenere il massimo nel minor
tempo possibile, mentre i pazienti desiderano un accesso il piu
rapido possibile a nuovi trattamenti. Tutto questo & naturalmente
importante, ma non si concilia automaticamente. E quindi
necessario interrogarsi su come bilanciare queste diverse
esigenze. Questo rientra nella missione che CSO si € data, e il
“common sense”, 0 “buon senso”, rappresenta una guida
fondamentale. Forse la Norvegia potrebbe eccellere proprio
nell’utilizzo di questo principio?

ISERT 16 APR2S AV ONKOMYTT

Meetall Kakad, LI5, 4

Common Sense Oncology: Hvor
mye sunn fornuft viser onkologer i
Norge? | OnkoNytt



https://onkonytt.no/common-sense-oncology-hvor-mye-sunn-fornuft-viser-onkologer-i-norge/
https://onkonytt.no/common-sense-oncology-hvor-mye-sunn-fornuft-viser-onkologer-i-norge/
https://onkonytt.no/common-sense-oncology-hvor-mye-sunn-fornuft-viser-onkologer-i-norge/
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