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fafff™= Expertos piden una estrategia estatal para

avanzar en medicina de precision

Un grupo de expertos, con el apoyo de Fundacion Instituto Roche y el aval
de 10 sociedades cientificas han presentado un documento con propuestas
para adoptar una Estrategia Estatal de Medicina Personalizada de
Precision.

Jornada de actualizacion sobre

Medicina Personalizada de Precision

Anticipando el futuro.
Acelerando los cambios.

22/3/2017

Comparecencia en el Senado ante la Ponencia de estudio sobre Genémica

2
Yy @*%SEOM propone que la Estrategia Nacional de
3‘,“ e i Medicina de Precision esté dotada de recursos,

“i}%?”&, coordinada y mantenida en el tiempo
# Fecha de celebracién: 30 de Junio de 2017 17/10/2018
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fafff™= Expertos piden una estrategia estatal para

“La medicina de precision en Espana sigue
siendo una asignatura pendiente”

Una encuesta realizada entre 200 investigadores concluye que la
secuenciacion de nueva generacion (NGS) no esta disponible en gran parte

de los centros sanitarios espanoles.  16/3/2022
Comparecencia en el Senado ante la Ponencia de estudio sobre Genémica

'_{j
3§ %%SEOM propone que la Estrategia Nacional de
3‘,“ e i Medicina de Precision esté dotada de recursos,
. PR coordinada y mantenida en el tiempo

# Fecha de celebracién: 30 de Junio de 2017 17/10/2018
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” Precision medicine is an approach to disease treatment and prevention that seeks to maximize
effectiveness by taking into account INDIVIDUAL VARIABILITY IN GENES, environment, and lifestyle”

GENOMIC MEDICINE
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Drugs (2022) 82:15-32
https://dolorg/10.1007/s40265-021-01654-3

REVIEW ARTICLE )

Ghiack Tor
Lapclates

Optimized Dosing: The Next Step in Precision Medicine
in Non-Small-Cell Lung Cancer

René J. Boosman'" - Jacobus A. Burgers® - Egbert F. Smit® - Neeltje Steeghs” - Anthonie ). van der Wekken®* -
Jos H. Beijnen' - Alwin D. R. Huitema'®7 . Rob ter Heine®
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Drugs (2022) 82:15-32
https://dolorg/10.1007/s40265-021-01654-3
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REVIEW ARTICLE
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S T .l | Optimized Dosing: The Next Step in Precision Medicine
\ _‘/ E .
% in Non-Small-Cell Lung Cancer
René J. Boosman'
Jos H. Beijnen' - Alwin D. R. Huitema'®7 . Rob ter Heine®
’ ,_: 5 Contents lists available at ScienceDirect
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El SEVIER journal homepage: www.elsevier.com/locate/semcancer

Radiomics and artificial intelligence for precision medicine in lung

cancer treatment
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Mitchell Chen *", Susan J. Copley ", Patrizia Viola“, Haonan Lu”, Eric O. Aboagye ™
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Exhibit 29: U.5. NASs in solid tumors launched 2013-2022 with indications, including those granted after initial launch
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Exhibit 29: U.5. NASs in solid tumors launched 2013-2022 with indications, including those granted after initial launch
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Evolucion del porcentaje de disponibilidad
de los nuevos medicamentos por paises

100%
. . F e BO%
El acceso a la innovacion en Espaina
80%
es del 58 %, frente al 88 % de
Alemania
Espafia mejora en un ano cinco puntos porcentuales la disponibilidad de los o e % Ralla %Fande % inglora % Espana
farmacos que aprueba la EMA, pero aumenta el tiempo de espera del paciente de
517 a 629 dias W WAIT 2010 B5% 72% 67% 0% 56%
W WAIT 2020 88% 75% 63% r2% S54%
| WAIT 2021 82% 7% 66% 668 53%
W WAIT 2022 88% 80% 67% 66% 56%
04/05/2023

Federacion Europea de la Industria Farmaceéutica (Epfia)
Informe de W.A.IL.T. Indicator

https://elmedicointeractivo.com/el-acceso-a-la -innovacion/#:~:text=El%20acces0%20a%20la%20innovaci%C3%B3n%20terap% C3%A9utica%20en%20Espa%C3%B1a%20es%20del,Indicator).
https://economiadelasalud.com/topics/difusion/acceso-a-la-innovacion-en-espana-la-brecha-de-los-tiempos-se-amplia/C3%A9utica%20en%20Espa%C3%B1a%20es%20del,Indicator).
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Alemania

Espafia mejora en un ano cinco puntos porcentuales la disponibilidad de los 0%

farmacos que aprueba la EMA, pero aumenta el tiempo de espera del paciente de

517 a 629 dias W WAIT 2019
W WAIT 2020
B WAIT 2021
W WAIT 2022

04/05/2023
Federacion Europea de la Industria Farmaceéutica (Epfia)
Informe de W.A.IL.T. Indicator
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85%
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82%
88%
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2%
75%
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80%

Evolucion del porcentaje de disponibilidad
de los nuevos medicamentos por paises
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67%
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6%

67%
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70%
r2%
68%
60%

% Espana
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54%
53%
58%

https://elmedicointeractivo.com/el-acceso-a-la -innovacion/#:~:text=El%20acces0%20a%20la%20innovaci%C3%B3n%20terap% C3%A9utica%20en%20Espa%C3%B1a%20es%20del,Indicator).
https://economiadelasalud.com/topics/difusion/acceso-a-la-innovacion-en-espana-la-brecha-de-los-tiempos-se-amplia/C3%A9utica%20en%20Espa%C3%B1a%20es%20del,Indicator).
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de los nuevos medicamentos por paises
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04/05/2023 TRATAMIENTOS PARA EL CANCER

Federacion Europea de la Industria Farmaceéutica (Epfia)
Informe de W.A.IL.T. Indicator

https://elmedicointeractivo.com/el-acceso-a-la -innovacion/#:~:text=El%20acces0%20a%20la%20innovaci%C3%B3n%20terap% C3%A9utica%20en%20Espa%C3%B1a%20es%20del,Indicator).
https://economiadelasalud.com/topics/difusion/acceso-a-la-innovacion-en-espana-la-brecha-de-los-tiempos-se-amplia/C3%A9utica%20en%20Espa%C3%B1a%20es%20del,Indicator).
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“Over the past 2 decades, biomarker testing for lung cancer patients has gone from nonexistent and of limited clinical
relevance to widespread and essential for routine oncologic management. What has prompted this evolution from one-
size-fits-all chemotherapy to highly tailored precision therapy? Several insights and technical advances have fueled this
progress, starting with the recognition that some cancers harbor alterations leading to uncontrolled signaling through

EGFR, ERRB2 TKD
mutation

2004 2005 2006 2007 / 20M 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

ALK and ROST
ex14 fusions
skip

protein kinases.”

RET BRAF EGFR  ERRB2

fusion — V600E? exon20 mutation®

EGFR PD-L1 NTRK RET  KRAS? G12CP
sensitizing expression MET ex14
mutation
NTRK
fusion Discovery in NSCLC

Regulatory approval

IASLC ATLAS OF MOLECULAR TESTING FOR TARGETED THERAPY IN LUNG CANCER 2023
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Squamous carcinoma
20-30%

Large cell and other
10-20%

EGFR 1%

Adenocarcinoma
50-60%

I EGFR other 2% BRAF/®F 19,
[ MET amplification 3% ROS1 1%
I MET exon 14 alteration 2% RET 1%

I HER2 1% ALK 3.9%

Wang 2021 Nat Med

Gene

Frequency

Current targeted therapies

EGFR, sensitizing mutations:

exon 19 deletion or L858R

ALK fusions

ROS1 fusions

BRAF V600E
KRAS G12C

MET, MET exon 14 sKipping
mutation

RET rearrangements

NTRK fusions (NTRK1, NTRK2,

NTRK3)
EGFR exon 20

HER-2

10%-15% in Caucasian
Up to 50% in Asian

2%-7% of NSCLC

1%-2% of NSCLC

1%-2% of adenocarcinoma
13% of adenocarcinoma
3%-4% in adenocarcinoma
1%-2% in other NSCLC

histologies
1%-2% of NSCLC

0.2% of NSCLC
2%-3% of NSCLC

3%-4% of adenocarcinoma
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PRECISION MEDICINE

Cost-Effectiveness of Parallel Versus
Sequential Testing of Genetic Aberrations
for Stage IV Non-Small-Cell Lung Cancer
in the Netherlands

Henri B. Wolff, PhD’; Elisabeth M.P. Steeghs, PhD*-% Zakile A. Mfumbilwa, MSc®; Hamy J.M. Groen, PhD* Eddy M. Adang, PhD";
Stefan M. Willems, PhD™*; Katrien Grinberg, PhD®; Ed Schuuring, PhD% Marjolijn J L. Ligtenberg, PhD™™;
Bastiaan B.J. Tops, PhD*%; and Veerle MH. Coupe, PhD*

PURPOSE A large number of targeted treatment options for stage IV nonsquamous non-small-cell lung cancer
with specific genetic aberrations in tumor DNA s available. Itis therefore important to optimize diagnostic testing
strategies, such that patients receive adequate personalized treatment that improves survival and quality of life.
The aim of this study is to assess the efficacy (including diagnostic costs, turnaround time (TAT), unsuccessful
tests, percentages of correct findings, therapeutic costs, and therapeutic effectiveness) of parallel next gen-
eration sequencing (NGS)-based versus sequential single-gene-based testing strategies routinely used in
patients with metastasized non-small-cell lung cancer in the Netherlands.

METHODS A diagnostic microsimulation model was developed to simulate 100,000 patients with prevalence of
genetic aberrations, extracted from realworld data from the Dutch Pathology Registry. These simulated patients
were modeled to undergo different testing strategies composed of multiple tests with different test characteristics
including single-gene and panel tests, testaccuracy, the probability of an unsuccessfultest, and TAT. Diagnostic
outcomes were linked to a previously developed treatment model, to predict average longterm survival, quality-
adjusted life-years (QALYs), costs, and cost-effectiveness of parallel versus seguential testing.

RESULTS MGS-based parallel testing for all actionable genetic aberrations is on average €266 cheaper than
singlegene-based sequential testing, and detects additional relevant targetable genetic aberrations in 20.5% of
the cases, given a TAT of maximally 2 weeks. Therapeutic costs increased by €8,358, and 0.12 QALYs were
gained, leading to an incremental cost-effectivensss ratio of €69 614/QALY for parallel versus sequential
testing.

CONCLUSION NGS-based parallel testing is disgnostically superior over single-gene-based sequential testing, as
it is cheaper and more effective than sequential testing. Parallel testing remains cost-effective with an in-
cremental cost-effectiveness ratio of 69,614 €/QALY upon inclusion of therapeutic costs and long-term
outcomes.

ICO Pracis Oncol 6:a2200201. & 2022 by Amarican Society of Clinical Oncalogy

cstive Commans Amibuton Non-Cammercal No Dervarves 40 Losre (DDEO

INTRODUCTION testing for 12 predictive markers to select patients who
Mon-small-cell lung cancer (NSCLC) has the highest e eligible for personalized therapies® Genetic ab-
mortality of all types of cancers in the Netherlands_ In  &frations can be detected with different types of tests,
49% of patients, NSCLC is detected when it has al-  which may come with different sensitivity, specificity,
ready melastasized (stage V), which has a 1 year turnaroundtime (TAT), costs, as well as the number of

survival rate of 31% in 2018 in the Netherlands.’
Howewver, this outcome may be improved as new
genetic-aberration-tailored therapy options become
available, mostly for nonsguamous NSCLC.

Only specific subgroups of patients who exhibit spe-
cific genetic aberrations benefit from these person-
alized therapies. The Dutch guidelines recommend

targets assessed in a single assay.

These different tests can be performed either in par-
allel to reduce TAT, or sequentially to reduce diag-
nostic costs. However, the effect of parallel and
sequential teststrategies on outcomes including costs,
TAT, unsuccessful tests, and treatment recommen-
dationsis unclear, as it depends on many factors. With

JCO’ Precision Oncology

Sequential testing stratagy

o
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EXPERT REVIEW OF PHARMACOECONOMICS & OUTCOMES RESEARCH <
2022, VOL. 22, NO. 6, 1033-1042 e Taylor & Francis Pannel: EGFR HER2
https://dol.org/10.1080/14737167.2022.2078310 Taylor s brets Grovp ALK MET

+PD-L1 HC ROS1  RET
ORIGINAL RESEARCH & OPEN ACCESS | Ceck for updaies N— BRAF  KRAS

NTRK

Cost-effectiveness analysis of molecular diagnosis by next-generation sequencing “
versus sequential single testing in metastatic non-small cell lung cancer patients — =
from a south Spanish hospital perspective result —
Enrique de Alava @*®, Maria Jesus Pareja (94, David Carcedo ¢, Natalia Arrabalf, José-Francisco Garcia’
and Reyes Bernabé-Caro 9 Sequence*: EGFR —» ALK — ROS1 —» BRAF —» NTRK —>M

+ PD-L1 IHC

2Pathology Unit, Instituto de Biomedicina de Sevilla (IBiS), Hospital Universitario Virgen del Rocio/CSIC/Universidad de Sevilla, Seville, Spain;
Department of Normal and Pathological Cytology and Histology, School of Medicine, University of Seville, Seville, Spain; “Managing Director of 0 6 8
the Health Management Area of South Sevilla, Spain; “Coordinator of the Clinical Laboratory Network of Andalucia; *Hygeia Consulting, Madrid, Diaanosia N\ Preanaivie =
Spain; 'Roche Pharma SA, Madrid, Spain; Institute for Biomedical Research in Seville (IBIS/ SNRC/Seville University), Sevilla, Spain 9 ANaY

10 12

Results
(from day 4.7 to day 16.6 if all biomarker are tested)

PD-L1 EGFR ALK  ROS1 BRAF  NTRK MET RET KRAS
day 3 day46  day56 day6.8 day89 day10.2 day 12.3 day 14.5 day 16.7
Short-term analysis (diagnostic phase) Exploratory long-term analysis (treatment)
PD-L1 determination
+ — EGFR
— ALK
2 L ROS1 Alteration detected
) =
g 8 |— BRAF (with or without PD-L1250%)
(7]
© — NTRK
= - WT (no aiteration found)
— MET ¥
— RET ﬂ
— KRAS (FO! each Progression-Free Progressed Disease

- treatment)

PD-L1 determination

4

., EGFR =
\ Lak
B | Alteration detected
£ | "ROSt
| g L BRAF (with or without PD-L1250%)
=] i LNTRK
| £ | WT (no alteration found)
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E v LMET
o LY |.
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@ oL
] v LKRAS

- Alava 2022 Exeert Rev Pharmacoecon Outcomes Res
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Mortalidad NSCLC especifica

Age-Adjusted No. of Deaths per 100,000
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The Effect of Advances in Lung-Cancer Treatment on Population Mortality, Howlader et al. NEJM2020 Aug 13
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Odgial Aeports | Frecion Mediche 1.00 —— Available testing group
Association Between Availability of Molecular Genotyping
Results and Overall Survival in Patients With Advanced

Nonsquamous Non—Small-Cell Lung Cancer

Charu Aggarwal, MD, MPH'([); Mdina E. Marmarais, MD, MSCE'™ (%); Wei-Ting Hwang, PhD™** {%); Dylan G. Scholes, BS'([0);
Tara L. McWilliams, MS' Aditi P. Singh, MD"?; Lova Sun, MD, MSCE"D; John Kosteva, MD"; Michad R. Costello, MD"; Roger B Cohen, MD'%;
Corey J. Langer, MD'? [3); Abigail Doucette, MPH™ (3); Peter N. Gabriel, MD, MSE™# 3); Lawrence N. Shulman, MD, FACP™[3);
Katharine A. Rendle PhD, MSW, MPH (3); Jeffrey C. Thompson, MD? (3); Justin E. Bekelman MD™ (); and Erica L. Carpenter, MBA, PhD' (3
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PURPOSE Current guidelines recommend molecular genotyping for patients newly di- Appendix
agnosed with metastatic nonsquamous (mNSq) mon—small-cell lung cancer
(NSCLC). The association between availability of molecular genotyping before fecegted June 30, 2073

first line (1L) therapy and overall survival (0S) is not known.

METHODS We conducted a real-world cohort study using electronic health records in
patients newly diagnosed with mNSq NSCLC. Cox proportional-hazards mul-
tivariable regression models were constructed to examine the assoclation be-
rween 05 and test result availability before 1L therapy, adjusting for covariates.
Additional analyses were conducted to assess the consistency and strength of
the relationship. Multivariable logi stic regression models were used to examine
the association between concurrent tissue and plasma testing (v tissue alone)
and result availability.

RESULTS Three hundred twenty-six patients were included, 80% (261/326) with results
available before 1L ( available testing group), and 20% (65/326) without results
available (unavailable testing group). With 14.2-month median follow-up,
patients in the available testing group had significantly longer OS relative to the
unavailable testing group (adjusted hazard ratio, 0.43; 95% CI, 0.30 to 0.62;
P < .ooon). The adjusted odds of availability of results before 1L therapy was
higher with concurrent tissue and plasma testing (v tissue testing along; 0.25 7
adjusted odds ratio, 2.06; 95% CI, L09 to 3.90; P = .026). I 1 I I

CONCLUSION Among patients with mNSg NSCLC in a real-world cohort, availability of
molecular genotyping results before 1L therapy was associated with signifi- } }
cantly better OS. Concurrent tissue and plasma testing was associated with a
higher odds of availability of results before 1L therapy. These findings warrant
renewed attention to the completion of molecular genotyping before 1L therapy.

Putfished Sy 27, 2023

S0 Fregs (nool 722300191
8 2023 by American Society of
Cnical Oncoogy

0.50 +

0S (probability)

Log-rank
P < .0001

INTRODUCTION could plausbly confer a survival advantage. Previous studies

showed improved survival for patients with any biomarker | | | I I I

The development of targeted therapies has changed the
treatment paradigm for non-small-cell lung cancer
(NSCLC). With the growing number of Food and Drug Ad-
ministration (FDA)-approved targeted therapies, current
National Comprehensive Cancer Network (NCCN) guidelines
recommend comprehensive molecular genotyping before
first-line (1L) therapy for all patients newly diagnosed with
metastatic nonsquamous (mNSq) NSCLC to enable the de-
livery of personalized therapy."*Tumor genotyping before 1L
therapy is not only considered an essential step in guiding
treatment decisions for all patients with mNSq NSCLC but

ASCO  JCO' Precision Oncology

testing (including PDL1 ) and among patients with a mutation
in a NCCN-listed genes, receipt of targeted therapy was
assoclated with an improvement in overall survival {08) 2

The emergence of immmune-checkpoint inhibitors has am-
plified the importance of molecular genotyping because
patients with actionable genomic alterations, particulardy
EGFRand ALK, rarely respond to immunotherapy, evenin the
presence of high PD-L1 expression, and should be prefer-
entially treated with targeted therapy.® Additionally, with the
expanding list of clinically actionable mutations such as

as00pubs orgfjounal’po | 1

Downloaded Ermascwguhsm'ghy Johnzon & Johnson on October 13, 2023 from 034.198 145,055
Copyright © 2023 American Society of Clinical Oncology. ALl rights reserved.

No. at risk:
Available testing group 261

Unavailable testing group,

. 49
comprehensive

Unavailable testing group,

incomplete/no testing 16

6 12 18 24 30 36

Time (months)

206 154 91 42 14 0

24 12 6 5 2 0
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SUSPECTED
LUNG
CANCER

HCP
BARRIERS

*Lack of

awareness
of symptoms

+Delayed
referral
and late
presentation
to specialist

Reliance on
unreliable
information online
Lack of symptom
awareness/
symptom
normalisation
Late presentation
to HCP

Patient unaware
of testing

Late presentation
to HCP

WVI()CANCER

BIOPSY
(soLip/
LIQUID)

*Unaware of
appropriate test

- Biomarker testing
not considered

*Unable to access
tissue (e.g. due
to tumour location
or comorbidities)

+Limited access
to liquid-based
testing

«Issue with tissue
acquisition

«Sample quality,
storage (pre-
analytic issues)

Patient unaware

of testing

Tissue quality
Staffing

Tissue quality

23824

2023

CONFIRMED
DIAGNOSIS
AND
STAGING

* Access/resources

for diagnostic tests
« Prioritization needs

- Competing needs
« Current/ongoing

COVID-19
pandemic

Patient unaware of
diagnosis/impact

Limited resources
Competing needs

Limited resources
Competing needs

|dentificacion de “barreras”

SELECT/
CONDUCT
BIOMARKER
TEST

+Lack of
standardization
and guidelines

«Poorly incorporated
into clinical
workflows

*Low awareness
of actionable
biomarkers

« Complexity in test
selection
(e.g. single reflex
testing vs. broad
panel testing)

+ Access/availability
of tests

Patient unaware -
of testing

Testing not offered
by existing labs
Test quality
unreliable and
inconsistent
Delay/long
turnaround time
for results
Multiplex testing
not performed

Test not covered or
inadequate
reimbursement

INTERPRET
BIOMARKER
TEST
RESULTS

TUMOUR

CHARACTERISTICS

MATCHED TO
APPROVED
TREATMENT OR
CLINICAL TRIAL

\\ﬁ/————-e

« Complexity in test

interpretation

*Result not

interpreted correctly

+HCPs do not
approach experts
in biomarker
interpretation

Patient not told
results

Inconsistent
reporting between
labs

Lack of
standardization
Inconsistent
nomenclature for
variants/sub-
variants leading to
misdiagnosis
Lack of clinician
bioinformaticians/
molecular
pathologists
Quality control of
testing
methodologies
(may need
confirmatory tests)

Test not covered or
inadequate
reimbursement

- Treatment started

before test results

*Incorrect/suboptimal

treatment prescribed

*Nolincorrect clinical

trial identified
*No trials available
in country/region

Not given most
appropriate
treatment/has less
clinical benefit
Not entered in
appropriate trial
No trials available
in country/region

Drug not covered
or inadequate
reimbursement

How can we deliver on the promise of precision medicine in
oncology and beyond? A practical roadmap for action

Anne-Marie Baird, C. Benedikt Westphalen, Sandra Blum, Begonya Nafria, Tanya Knott, Ify Sargeant,

Helena Harnik B, Nichaolas Brooke, Micole Wicki, Durhane Waong-Rieger

First published: 22 June 2023 | https://doi.org/10.1002/hsr2.1349 | Citations: 1

1.Landscape mapping & need
analysis to gain insights

* Mapping of 160+ advanced
PM resources for patient
advocates

* Prioritized patient information
needs

* Mapping of 40+ biomarker
test report resources

« Stakeholder Expectations
Matrix

* Global Precision Medicine
Map and Network
(Precision Medicine Synapse)

« Literature review of best
practices in patient—provider
communications

+ Identified local PO advocacy
needs

r—-———————————————-———————-’—————————————————1

2. Co-creation & collaboration to

3. Testing and piloting first
outputs with early adopters to
gather local insights and
accelerate uptake

identify and build on good
practices & learnings

« Access Barrier Cause-Effect
Canvas

+ Adaptable resources for
PM Champions to educate
patients (Q&A resource,
biomarker testing resource,
targeted therapies in PM)

« Country & Condition Cards

« Patient Experiences
Visualizations

» Adaptable resources piloted
in colorectal cancer and lung
cancer

« Country Pilots addressing local
barriers to patient access

« Tell the story of PM platform

+ Identify missing evidence for
different stakeholders and best
practices in measuring the
socioeconomic impact of PM

« Support the collection and use
of patient-generated data

* Responsible data-sharing
models

« Support genomic confidence
of HCPs

« Align PM lexicons

« Decision-making tools to
support patient—provider
interactions

o build the FT3 influence netwo

4. Integrated & optimized global
resources, support and
momentum to accelerate access
to PM in different contexts

End goal:

* Resources, support, and the
PM network to improve access
to patients, for champions of
PM (mid-term) and for
individual patients and HCPs
longer term

Patient
experience
& evidence

D et et
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HCP
BARRIERS
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- Treatment started

*Unaware of
appropriate test

- Biomarker testing

not considered

+Lack of
standardization
and guidelines

«Poorly incorporated

First published: 22 June 2023 | https://doi.org/10.1002/hsr2.1349 | Citations: 1

- Lack of *Unable to access 77 into clinical + Complexity in test before test results T o S it Prmmm e c e e e —————— =
awareness tissue (e.g. due ceess/resources workflows interpretation .
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Ongoing communication and outreach to build the FT3 influence network
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Pérdida de pacientes: “Gaps”

'l) Check for upd

© Impact of Clinical Practice Gaps on the
Implementation of Personalized Medicine in
- Advanced Non-Small-Cell Lung Cancer

Helen Sadik, PhD'; Daryl Pritchard, PhD*; Derry-Mae Keeling, BSc®; Frank Policht, PhD'; Peter Riccelli, PhD"; Gretta Stone, BS*;
Kira Finkel, MSPH?; Jeff Schreier, MBA'; and Susanne Munksted, MS*

]l‘| DAC

Practice gap 1:
biopsy referral

Ponae

»

Patients with newly

diagnosed aNSCLC

potentially eligible

for targeted therapy
(n = 1,000}

Potentially
eligible
patients

remaining
{n =934)

6.6%
patients
lost:
66/1000

Pra

’ bio

Practice gap 3:
biospecimen
evaluation/pathology

Practice gap 2:
biospecimen
collection

»

Potentially
eligible
patients

remaining

Potentially
eligible
patients

remaining
(n=798)

14.6%
patients
lost:
136/934

patients
lost:
14/798

ctice gap 4: Practice gap 5: Practice gap 6: Practice gap 7:

marker test biomarker ’ test result treatment

ordering testing reporting decision
performance

Potentially
eligible
patients

remaining
{n = 524)

Patients
treated

Potentially
eligible patients
remaining
(n =642)

eligible
patients
remaining

patients
lost:
147/503

patients
lost:
21/624

patients
lost:
118/642

patients
lost:
142/784

64% de los pacientes con NSCLC avanzado no se benefician de las terapias apropiadas
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'l)Checkforupd
¢ Impact of Clinical Practice Gaps on the Es fundamental identificar los “motivos de pérdida” y poner soluciones.
= Implementation of Personalized Medicine in Minimizar | srdidas d idad
= Advanced Non-Small-Cell Lung Cancer inimizar las perdidas de oportunidad.

Helen Sadik, PhD'; Daryl Pritchard, PhD*; Derry-Mae Keeling, BSc®; Frank Policht, PhD'; Peter Riccelli, PhD"; Gretta Stone, BS*;
Kira Finkel, MSPH?; Jeff Schreier, MBA'; and Susanne Munksted, MS*

PO

Practice gap 1: Practice gap 2: Practice gap 3:

Practice gap 4: Practice gap 5: Practice gap 6: Practice gap 7:
biopsy referral » biospecimen * biospecimen » biomarker test biomarker ’ test result treatment
collection evaluation/pathology ordering testing reporting decision
performance

Patients with newly - - .
diaanosed aNSCLC Pot:_er!tlallv F‘I:ltn_tzn_mall':.-l Potentially . Potentially
ogantiallv eligible eligible Sl eligible Potentially eligible eligible Patients
fgr targeted thgrapy [2EE R patients eligible patients patients patients treated
(n - 1.000) remaining remaining remaining remaining remaining remaining
! {n=934) (n=798)

6.6% 14.6% 1.7%
patients patients
lost: lost:

patients patients patients patients patients
66/1000 136/934

lost: lost: lost: lost: lost:
14/798 142/784 118/642 21/524 147/503

64% de los pacientes con NSCLC avanzado no se benefician de las terapias apropiadas
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ESMO study on the availability and accessibility of biomolecular ANNALS o

technologies in oncology in Europe* ONCOLOGY

crhing inrenation in oncolodgy

July, 2023

A. Bayle'**<***, 1, Bonastre’-*, D. Chaltiel**, N. Latino®, E. Rouleau®™’, 5. Peters*®, M. Galotti®, G. Bricalli®, B. Besse™" &
R. Giuliani=-'%

201 reportes de 48 paises de Europa (Jul-Dec 2021)

Single-gene techniques Multigene techniques

3 (Occasional lly)
2 (Usually)

1 (Always)

*Stefanicka-Wojtas. Personalised Medicine- Implementation to the Healthcare System in Europe. J. Pers Med.2023, 13, 380
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Conclusiones: Inequidad debida al coste y disponibilidad de los test
y de los tratamientos asi como las diferencias en las regulacionesy,
por tanto, a la innovacion en cancer.*

*Stefanicka-Wojtas. Personalised Medicine- Implementation to the Healthcare System in Europe. J. Pers Med.2023, 13, 380




“fuigehes 24 Modelo franceés: 66,8 M de Hab.

FRANCIA'

* Modelo Bismarck.

« 866 centros de atencion oncologica, sin
libertad de eleccion.

* Cribados activos: mama y colorrectal
(+consultas oncogenéticas).

« Plan Oncologia de Precision desd

NGS desde 2015.

« Cada region sanitaria tiene diversos co-
mités moleculares.

« Plataforma publica de recogida de da-
tos: Health Data Hub.

« Planes avanzados: Plan Francés de Me-
dicina Genomica.

Unicancer: red de los 19
hospitales CCC especializados
en atencion, investigaciony
formacion

2006 *® Arranca el modelo de oncologia de precision. Ministerio de Sanidad + INCa (Instituto Nacional del Céncer)

-

Se crean 26 (hoy 28) centros para medicina genética publicos en los CHU
Objetivo: realizar las pruebas moleculares a todos los pacientes de la region

V Pacientescon diagnéstico molecular
2008: 1.269 ====p 2010:16.834

\

2015 e Arranca el cambio tecnoldgico impulsado por INCa (NGS)

» Las companias privadas acceden al sistema como proveedores de pruebas moleculares

Cambio de modelo de financiaciéon de las pruebas: sistema de reembolso al aio del 50% del coste de la prueba

CONSECUENCIAS

[ Freno a la solicitud de pruebas ] [Pcmeles mds pequenos (+ baratos) ] [Deferioro de la calidad de las pruebag

! Plan Francés de Medicina Gendmica 2015-2025 (Oncolog/a y EERR)

Propone la puesta en marcha de 12 centros de Alto rendimiento (WGS) === Actualmente sélo dosen marcha
SeqOIA y Auragen
Paris Lyon
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 Previstos 12 servicios de ultra alto rendimiento secuencial

mediante Whole Genome Sequencing (WGS)

1. Eloncdlogo
remite la
SOLICITUD con el
Cl del paciente

Patient’s journey

)

Puerta de entrada Diagnéstico

* CCC

Procesos de Alta Resoluciéon (24h)

* Programas de cribado:
+  Mama, colorrectal, pulmén

5. RECEPCION por
parte del
oncdlogo y toma
de decisiones
terapéuticas

2. Toma MUESTRAS
enlos CHU o CCC-
Envio a plataforma
de referencia

(pilotos), programas

oncogenéticos * Otros centros

En torno a un mes tras prueba de
imagen

* AP o Atencion Hospitalaria

3. PROCESADO y
comparacion con
genoma de
referencia

4,
SECUENCIACION y
andlisis

»

Tratamiento
Cirugia
866 centros autorizados por el INCa
para hacer gx oncoldgica (CCC y CHU)

Tumor Boards
Oncdlogo+ Bidlogo + Cirvjano

El 100% de los casos pasan por un tumor
board

Varios por regién
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e Previstos 12 servicios de ultra alto rendimiento secuencial
mediante Whole Genome Sequencing (WGS)

1. Eloncdlogo
remite la
SOLICITUD con el
Cl del paciente

Patient’s journey

Puerta de entrada Diagnéstico Tratamiento

* CCC

Procesos de Alta Resoluciéon (24h)

* Cirugia
866 centros autorizados por el INCa
para hacer gx oncoldgica (CCC y CHU)

* Programas de cribado:
+  Mama, colorrectal, pulmén
(pilotos), programas
oncogenéticos

5. RECEPCION por
parte del
oncdlogo y toma
de decisiones
terapéuticas

2. Toma MUESTRAS
enlos CHU o CCC-
Envio a plataforma
de referencia

* Otros centros

En torno a un mes tras prueba de
imagen

*  Tumor Boards

* AP o Atencion Hospitalaria Oncdlogo+ Bidlogo + Cirujano

El 100% de los casos pasan por un tumor
board

Varios por regién

>90% de pacientes con

3. PROCESADO y
comparacion con

SECUNCACONY genorma de tumores con posibles dianas,

4

referencia

acceden al analisis molecular
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e Previstos 12 servicios de ultra alto rendimiento secuencial
mediante Whole Genome Sequencing (WGS)

1. Eloncdlogo
remite la
SOLICITUD con el
Cl del paciente

Patient’s journey

Puerta de entrada Diagnéstico Tratamiento

* CCC

Procesos de Alta Resoluciéon (24h)

* Cirugia
866 centros autorizados por el INCa
para hacer gx oncoldgica (CCC y CHU)

* Programas de cribado:
+  Mama, colorrectal, pulmén
(pilotos), programas
oncogenéticos

5. RECEPCION por
parte del
oncdlogo y toma
de decisiones
terapéuticas

2. Toma MUESTRAS
enlos CHU o CCC-
Envio a plataforma
de referencia

* Otros centros

En torno a un mes tras prueba de
imagen

*  Tumor Boards

* AP o Atencion Hospitalaria Oncdlogo+ Bidlogo + Cirujano

El 100% de los casos pasan por un tumor
board

Varios por regién

>90% de pacientes con

3. PROCESADO y
comparacion con

SECUNCACONY genorma de tumores con posibles dianas,

4

referencia

acceden al analisis molecular

* Prevista base de datos nacional de metadatos clinico-bioldgicos
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* No existe un Plan Nacional de Oncologia de Precision
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No existe un Plan Nacional de Oncologia de Precision
* Observatorio de Medicina de Precision SEOM
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Estructuracion para asegurar el buen
_ funcionamiento del Programa.

Centros con experiencia y calidad
para analizar las alteraciones
moleculares, sin mover el paciente.

Establecimiento
de centros de
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estructurada para su andlisis [REET R EIEL L
y evaluar de la calidad informa d¢ resultadios

referencia
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e sl  Definicion de la tecnologia i
(sdlidos, pedidtricos, de las alteraciones genéticas
a estudiar
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* Iniciativas financiadas por ISCII!

— INGENIO Project: INtegrative GENomic, digital Imaging and clinical Informations
towards Precision Oncology Optimization. Lider Dr Paz-Ares
* Objetivos:
— Desarrollar un plataforma que integre datos de biomarcadores y resultados en pacientes
con NSCLC
— Integrarlos con la imagen radiolégica (Radidmica) y patoldgica
— Implementar las tecnologias y biomarcadores emergentes
— Desarrollar un CIBERONC: creacion de un MTB

— IMPaCT: Infraestructura de Medicina de Precision asociada a Ciencia y Tecnologia.
Lider Dr Capella

* Objetivos principal: poner en marcha 3 planes:
— Medicina Predictiva
— Ciencia de Datos
— Medicina Gendmica
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Testing Situation in Spain:

No national plan exists for molecular biomarker analysis in Spain
TTR showed some differences across spanish regions.

Molecular testing is not accesible for all centers.

An increase in the number of markers is expected in the next years
Cost effectiveness of decentralized testing?

A centralized network with a technical ability and a
competitive attitude is needed

to support the weight of precision medicine.
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