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Unselected/poorly selected population, huge numbers to detect marginal differences



The paradigm shift in practice Lung Cancer
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PROGNOSIS BY HER2 STATUS AND H TREATMENT: CHANGE OF NATURAL HISTORY

Breast Cancer
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Large UNRESECTABLE MASS in left
TREATMENT OPTIONS FOR

supraclavicular fossa
METASTATIC BREAST CANCER:

Cytology positive for adenocarcinoma

NOT ALL DRUGS ARE CREATED

June 1998 II‘ February 2008

CHEMOTHERAPY

EQUAL

1 Neo-Adju RADIOTHERAPY
Rosa Giuliani

7MBC

Rachel Payne Eric Lam

55 Gy onleftsSC ~ HORMONAL
fossa THERAPY
August 2000

Department of Oncology 1 Adju
Imperial College
’ # HEAVILY PRETREATED PT 4 MBC

Study Date:27/04/2008
Study Time:04:12:28
MRN:CXB00743

Neck & Chest 2.0 B30f
APPLIED







Approval of HER2 directed therapeutics

Preclinical
Discovery that Development of . .
EGF binding to Identification humanized mAb Adapted from Swain, Nat Rev Drug Discov, 2023
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Cancer heterogeneity (population—=>single-cell level): testing once is not enough

Subclone 1

Intertumour heterogeneity Intratumour heterogeneity

Intercellular genetic
and non-genetic heterogeneity

Subclone 3
Subclone 2

Clonal heterogenei
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Molecular «chaos» in advanced setting: are we capturing it?

temporal




Biomarkers for screening

Types of biomarkers proposed for lung screening
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Candidate biomarkers: our INTEGRAL protein panel
p A three-stage rocket

Narker

S selection & & validation

1200 proteins

panel design

Model training

Case-control design in 6 cohorts
Blood drawn <3y before diagnosis
Current/former smoking participants

P
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Case-cohort design in 15 cohorts
Blood drawn <3y before diagnosis
Current/former smoking participants

Robbins et ai, Annals Epide
The Lung Cancer Cohort Consortium, medi

H. Robbins, ESMO-IARC webinar on the future of lung screening, Dec 2022
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Will artificial intelligence eclipse the utility of biomarkers
when an LDCT image is available?

LDCTs contain a wealth of
information about lung cancer risk:
« Nodules: location, size, attenuation,
margins, growth over time...
+ Emphysema
« Adenopathy, consolidation, and other
signs of cancer
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GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

ORIGINAL ARTICLE
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driving innovation in ancology

July 2023

ESMO study on the availability and accessibility of biomolecular
technologies in oncology in Europe™

A. Bayle'->*%5" J, Bonastre®*, D. Chaltiel***, N. Latino®, E. Rouleau®’, S. Peters®®, M. Galotti°, G. Bricalli®, B. Besse™®' &

R. Giuliani®+°

Healthcare organization for
biomolecular technologies

Availability of biomolecular
technologies in cancer

Laboratories or platforms
performing the biomolecular
testing

Use of technologies in pre-
specified cancer types

Pricing and reimbursement

Barriers to utilization

Existence of national authorities or initiatives regarding
biomolecular testing, from a reference list, and the field reporter’s
view about the access to these technologies

Always, usually, or occasionally in routine practice, only in trial or
research, or never

To identify the entities (public, private or both) performing the
biomolecular testing for each technology

Prescription process by techniques and indications -always,
usually, or occasionally in routine practice, only in trial or
research, or never

Pricing (by indicating a range between the minimum and the
maximum price) and reimbursement of each technique

In particular for financial, organizational, or ethical aspects

Target: 53 countries in the World Health Organization (WHO) European Region.
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2021 and Dacember 2021 by

the final report

July-December 2021
On line tool Qualtrics

201 individual reporters from 48 countries

143 oncologists (72%), 44 biologists or pathologists (22%), and 14
other professionals (7%).

Majority (94%) of field reporters worked in hospitals

Limited size of the oncology supply in non responder countries (e.g.
Monaco, San Marino).

Additional peer-review data were submitted by 120 reporters from
36 countries

Data submitted between July

orporated into



Availability map of single versus multiple genes
techniques

Single-gene techniques Multigene techniques

Value
5 (Never)

4 (Research)

3 (Occasionally)
2 (Usually)

1 (Always)




Biomarkers

Overall :

Most of the validated
biomarkers that can be
tested using relatively
simple techniques, not
requiring extensive panels,
are relatively widely
tested across countries.

While more advanced
biomarkers (even some
ESCAT 1) are rarely
tested outside clinical
trials or research even
accross EU countries and
despite available drugs
(anti NTRK, anti RET,
Immunotherapy for TMB
high...)
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Availability of techniques across countries by region

Provider
. Mastly private

ALWAYS USUALLY

Country” Lung truset o | FISHOMer PR | coon qusric | omer | _sman | Luwoe | Targer | Large . Both public and private
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Name
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WES -

WGS -

| Eastern European countries

Liquid biopsies -
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AVAILIBILITY AND PRICE

Large NGS panels (and more) remain
largely inaccessible in clinical routine:

- for clinical trials or basic research
(even in EU countries) only

- with cost differences that are
greater as the technique becomes
more extensive

BIOMARKERS
“Simple validated biomarkers” (simple
techniques, not requiring extensive panels) are
relatively widely tested across countries

“More advanced biomarkers” are rarely tested
outside clinical tnals or research

- Evenin EU countries

-> Even for some ESCAT 1 biomarkers despite
available drugs (anti NTRK, anti RET,
Immunotherapy for TMB high...)

BARRIERS:
TWO MAIN BARRIERS:

- Financial reimbursement of the biomolecular
test

- Availability of a suitable drug

The cost of

Genomic testing (cancer)
Cancer medicines

Workforce

The cost of
NOT




The Europe’s beating cancer plan

Knowledge 32 Sugportlng Actions

Centre on
Cancer

Helping Children
with Cancer

European EU platform to improve
CancerImaging

Initiative access to cancer medicines;

Actions supporting cancer
prevention and care through
new cancer research and an
innovative ecosystem;

Create a ‘Tobacco Free Intensified EL

implementau - e Member Statas 0 Implementation of the legal

Cogyainst Cancer; related harm;

: : : ‘ framework for clinical trials;

Improve health promot’ ther reduction of the
through access to he nce of carcinogenic

) Align the EU's air quality
HealthyLlfestyledAll and standards more closely with

diets and physical & sinants in food; urban mobility; the WHO guidelines:

- Cancer : T, Adoption of the Regulation on
ooty cancers caused Health Technology

Registry . N - y
.cupational Safety and Red Kers’ t Revise EU limits for ashestos
. Strategic Framework edlice Workers EXposure io to further reduce workers’ Assessment
V2027 carcinogenic substances; axposure; )
L

Survey onasposuret | Council Directve on Explors messurss to prevent Launch Horizon Europe Partnership on Personalised
workers to risk factors for protection from ionising mgia“n" including from Partnership on Assessment of I i
cancer; ‘ radiation; sunbeds; Risks from Chemicals; Med|C|ne and Roadmap,

Reduce liver cancer caused by
Hepatitis B virus, prevention of liver

Camcer caused by Hepatis C virus Propose a Council Recommendation

Inter-specialty training’ programme;

. i on vaceine preventable cancers;
Better Life for T v, U by : EU Cancer :
Cancer Patients Screening
Initiative Scheme
EU platform to improve access to Implementation of the lagal |
cancer medicines; framework for clinical trials; SAMIRA Action plan;
i [
Partnership on Personalised Banoric for Publir. Projects concerning High- New Code of Conduct;

Medicine and Roadmap; Performance Computing and Al;

10 New Flagship Initiatives

European
Initiativeto
Understand

Cancer
(UNCAN.eu)

EU Network of

National
ot Comprehensive effoctvensss of EU health systams: adolescents and young adults: cure

Childhood cancers and cancers in

Strengthe Improve resilience, accessibility and

more and cure better project.

Cancer Centre(s)

Cancer

Diagnosticand
Treatment for All
Initiative



Core Partners

i Inserm —
An EU Commitment towards UanQn eu : . i
UNderstanding CANcer: UNCAN.eu o université ciberonc
;;-' 4'?!-
(g s # InsermiESED
The Goal
Launch UNCAN.eu (UNderstand CANcer) as a sustainable European initiative that identifies T s Pg
— critical research challenges and provides researchers in Member States with a centralized Ay o it p
°

platform that fosters collaboration and exchange of cancer knowledge and data.

The Need T —
Generate new breakthroughs on cancer that enhance cancer prevention, early
diagnosis, and treatment strategies, ultimately providing a basis for saving millions 7l Genee ™ _
of lives and improving the quality of life of cancer survivors and their caretakers. N Oncode
nstitute
'm’ t <\ ALLIANCE
The Way = Qi . 4 \5 CANGER
Create a pivotal framework that supports ambitious European research consortia
and enables the collection and analysis of cancer data at an unprecedented scale 7705 ™
leveraging artificial intelligence and computing capacities in Member States.? p e ‘:\tsfﬁ‘?
¢\ ™~
\b/'_ (J I
I Blueprint to be presented to the European Commission: November 14, 2023 I https://uncan.eu/
uncan@ecpc.org




ACCESS TO INNOVATION and CANCER CARE (incl Dx)

EVIDENCE GENERATION MODEL

UNMET EARLY PHASE ADVANCED PHASE SUBMISSION HTA/
for Price&
NEED APPROVAL reimbursement
RESEARCH/| PRECLINICAL CLINICAL
TRIALS DEVELOPMENT DEVELOPMENT
[ ] [ ] [ ] [ ]

S

L

MODERN, INCLUSIVE, REFLECTING THE PT POPULATION THAT WILL BE TREATED POST-APPROVAL

EARLY COOPERATION
RELEVANCE OF éngagement

Access
starts in
N 0 0 t
POLITICAL DRIVE EARLY DIALOGUE COLLABORATION
(LIFE CYCLE)

Pharmaceutical ]

] EUROPE’S BEATING
PLAN

060

Strategy for Europe

PEUConcermion ) - Int: f the M B d
- [Pharmaceuticals - safe and affordable medicines (new EU strategy) e g """,’;fcan'w'““’" canl

Conquering Cancer:

LET'S STRIVE FOR MORE Mission possible

A

Political

Historically focused on
cancer medicines, in
“isolation” for each
drug/Dx...the value of panels
not adequately captured:
Dx left out

Historically focused on
Approval, and not what’s
happens after approval
(this is Rosa moaning time:
none is interested in my
clinical practice....)

Historically neglecting what -
happens-next
(mechanisms of resistance)

momentum




RATIONAL DRUG DEVELOPMENT >

CANCER TYPE/ PATIENTS SELECTION STUDY DESIGN
MOLECULAR TARGET
-MECHANISMS TARGETS CLINICAL DEVELOPMENT
Of PROGRESSION/ DRIVERS TAILORED TO MOLECULAR
RESISTANCE Vs PHENOTYPES
— PASSENGERS
PATHWAYS BIOMARKERS INNOVATIVE TRIALS
Spatial and temporal Access to testing Complexity of study

HETEROGENEITY design



Key Actions: Engage, Plan, Time

//_ Regulatory
Faﬂﬁl‘ltﬁ agency, NCAs
Global
strategy
Innovation at
Industr}' Pa},:‘ers and Img::n::::::er !
e policy-makers medicine Pipeline
T @ |
Global and Local
HCPs Academia HTA
fother Think Global, act
a‘ entities
HTAs &

> Y,

NCCP

Comprehensive

{from prevention to
care and
survivorship)
Evidence-based
interverntions

ACCESS

Monitoring

WORKFORCE




Happy to continue the discussion

Rosa.qgiuliani@agstt.nhs.uk
rosa.giuliani2@nhs.net
rosagiuliani@amail.com

https://www.linkedin.com/in/rosagiuliani
@RosGiuliani
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