Cosa si aspetta il clinico dal mondo reale?

|| valore dell’ innovazione
terapeutica
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Non esiste la parola innovazione sul dizionario
filosofico (Abbagnano) o sull’ enciclopedia
filosofica (Gallarate)!



L'lnnovazione €& la dimensione applicativa di
un'invenzione o di una scoperta. L'innovazione riguarda
un processo O un prodotto che garantisce risultati o
benefici maggiori apportando quindi un progresso
sociale, anche se a volte non sempre efficaci e migliorativi
rispetto a cio che va ad innovare.



https://it.wikipedia.org/wiki/Invenzione
https://it.wikipedia.org/wiki/Prodotto_(economia)
https://it.wikipedia.org/wiki/Progresso_sociale

Declinazione di innovazione

* Scoperta
* Prevede che la applichiamo
* Prevede che porti una progresso sociale



Declinazione di innovazione

* Scoperta: tantissime scoperte poche sono diventate innovazione

* Prevede che la applichiamo
* Prevede che porti una processo sociale (deve essere per tanti)

Istologia EGFR Immunoterapia
1980 2000 2005 2010

Tumori tutti identici SCLC/NSCLC




Genome
Transcriptome

Proteome

Metabolome

Microbiome ™

Epigenome

Exposome

Phenome

Physiome

Anatome




1L NSCLC Real World Patterns of Care

Figure 2 Kaplan-Meier Plots Depicting Overall Survival From Initiation of First-line Therapy for all Patients (A) and for Patients Who

Received the 5 Most Common First-line Regimens (B)
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Real-World Treatment Patterns, Overall Survival,
and Occurrence and Costs of Adverse Events
Associated With First-line Therapies for Medicare
Patients 65 Years and Older With Advanced
Non—small-cell Lung Cancer: A Retrospective Study

Marisa A. Bittoni,! Ashwini Arunachalam,’ Haojie Li,> Ramon Camacho,’
Jinghua He,? Yichen Zhong,2 Gregory M. Lubiniecki,> David P. Carbone’



La politica dei piccoli passi

Cancer Treatment Reviews 40 (2014) 485-494

Contents lists available at ScienceDirect

Cancer Treatment Reviews

journal homepage: www.elsevierhealth.com/journals/ctrv

Hot Topic

The impact of personalized medicine on survival: Comparisons of results
in metastatic breast, colorectal and non-small-cell lung cancers

Antonio Rossi ?, Valter Torri*, Marina Chiara Garassino, Luca Porcu®, Domenico Galetta“
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Fig. 4. Relative improvements derived by current therapies in metastatic NSCLC.

@ o



Proteome

Metabolome

Microbiome ™

Epigenome

Exposome

Phenome

Physiome

Anatome




Two different worlds
and approaches

“MUTATED”MAINLY NEVER SMOKERS “WILD TYPE” MAINLY SMOKERS
TARGET THERAPIES IMMUNOTHERAPY
CHEMOTHERAPY

TARGET THERAPIES
CHEMOTHERAPY
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2004: the identification of EGFR
mutations in lung cancers

EGFR Mutations in Lung Cancer:
Correlation with Clinical
Response to Gefitinib Therapy

). Guillermo Paez,* Pasi A. Janne,"?* Jeffrey C. Lee,'3*
Sean Tracy,’ Heidi Greulich,"? Stacey Gabriel,* Paula Herman,’
Frederic . Kaye,s Neal Lindeman,® Titus J. Boggt)n.“3
Katsuhiko Naoki,! Hidefumi Sasaki, Yoshitaka Fujii,”
Michael ). Eck,"® William R, Sellers,"%*t
Bruce E. Johnson,"? Matthew Meyerson'?#¢

Science 2004

Activating Mutations in the Epidermal Growth Factor
Receptor Underlying Responsiveness of Non-Small-Cell

L to Gefitini
ung Cancer to Gefitinib N Engl J Med 2004

Thomas ). Lynch, M.D., Daphne W. Bell, Ph.D., Raffaella Sordella, Ph.D., Sarada Gurubhagavatula, M.D.,
Ross A. Okimoto, B.S., Brian W. Brannigan, BA., Patricia L. Harris, M.S,, Sara M. Haserlat, BA,
Jeffrey G. Supko, Ph.D,, Frank G. Haluska, M.D., Ph.D., David N. Louis, M.D,, David C. Christiani, M.D,,
Jeff Settleman, Ph.D., and Daniel A. Haber, M.D., Ph.D
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EGFR TKls in First Line (PFS)

EGFR TKIs | Chemio N° mutati | HR-PFS 95%Cl

First- . )

oPTIVAL Carbolgem | 16 | 016 | 010026




EGFR TKis approved in 1L: PFS benefit

WJITOG Gefitinib |

Docetaxel-cisplatin |

Paclitaxel-carboplatin

EURTAC Erlotinib

Docetaxel-cisplatin

OPTIMAL Erlotinib

Gemcitabine-cisplatin |

LUX'6 Afatinib I

Gemcitabine-cisplatin

Pemetrexed-cisplatin

30 35 40 45

.... but no overall survival difference

PRESENTED AT: 2018 ASCO #ASCO18 presenteo By:  Daniel S.W. Tan, BSc, MBBS, PhD

Slides are the property of the author,

AN N UA L M E ET | N G permission required for reuse.




EGFR mutati
meccanismi di resistenza a TKI di |-l gen

No identified
mechanism (~10%)

KRAS mutation (~1%)
BRAF mutation (~19%)
EMT (1-2%)

PI3K mutation (2-3%)
MET amplification

(~3%)

EGFRT790M
SCLC , (40-559%)
transformation
(~109%)
ERBBZ2

amplification (10-15%)

EGFR amplification
concurrent with T790M (~10%:)

Other EGFR alterations (~19%)

Westover et al, Ann Oncol 2018



Can we find EGFR T790M from the blood ?

i @) Healthy cel

e ,'l Phagocyte
Blg?u ma:ggpg -y 5:_; a €& Tumour cell
containing ctDNA E;?‘ & J./7/ Mutation

K ﬁ P @ Red blood cell

e @3 endothelial cell

@r £ &6 Chromosome

Crowley E et al. Nat Rev Clin Oncol. 2013;10(8):472-84.

Presented By Pasi Janne at 2016 ASCO Annual Meeting



Osimertinib alla progressione

AURAS3 primary endpoint:
PFS by investigator assessment

1.0- Median PFS, HR (95% CI)
_ months (95% Cl)
«©
2 0.8- Osimertinib ~ 10.1 (8.3, 12.3) 0.30 (0.23, 0.41)
5 2 Platinum-pemetrexed 4.4 (4.2, 5.6) p<0.001
Eg 0.6-
=T TS, SRy
® S : :
8@ 04- : :
¥
o : :
0 1 : 1 1 : 1 1 1
0 3 6 9 12 15 18
No. at risk Months
Osimertinib 279 240 162 88 50 13 0
Platinum-pemetrexed 140 93 44 17 7 1 0

« Analysis of PFS by BICR was consistent with the investigator-based analysis: HR 0.28 (95% CI 0.20, 0.38), p<0.001;
median PFS 11.0 vs 4.2 months.

Population: intent-to-treat
Progression-free survival defined as time from randomisation until date of objective disease progression or death; calculated using the Kaplan-Meier approach. Progression included deaths in the absence of RECIST progression.
Tick marks indicate censored data; Cl, confidence interval



Real-life efficacy of osimertinib in pretreated patients with advanced non-
small cell lung cancer harboring EGFR T790M mutation

Jean Bernard Auliac™*, Maurice Pérol®, David Planchard®, Isabelle Monnet?, Marie Wislez®,
Héléne Doubre', Florian Guisier®, Eric Pichon”, Laurent Greillier', Bénédicte Mastroianni’,
Chantal Decroisette”, Roland Schott’, Sylvestre Le Moulec™, Jennifer Arrondeau”,

Alexis B. Cortot’, Laurence Geriniére/, Aldo Renault”, Catherine Daniel’, Lionel Falchero’,
Christos Chouaid“

J.B. Auliac et al.
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Fig. 1. Progression-free survival (A) and overall survival (B) of the entire cohort from osimertinib initiation.



Results: Candidate acquired resistance mechanisms with osimertinib
(n=91)*

* No evidence of acquired EGFR T790M
» The most common resistance mechanisms were MET amplification and EGFR C797S mutation
« Other mechanisms included HER2 amplification, PIK3CA and RAS mutations

A A
L L L | e e
A4 4444444444444 & 44/ o (44 o ddi & (AAMAAAAAAAAAAAAA MMM MMM MMM MMM AAALAAL AL (Add AL A A A
'_

HER2 amplification: 2% BRI PSS
C797X: 7%; L718Q+C7975: 1%; HER? mutation: 1% T MET amplification: 15%

L718Q + ex20ins: 1%: S768!: 1% I

PIK3CA PIK3CA mutations: 7% BRAF mutations (V600E): 3%

AT KRAS mutations (G12D/C, A146T): 3%

BIM

Apoptosis

*Resistance mechanism reported may overlap with another; #Two patients had de novo T790M mutations at baseline of whom one acquired C797S at progression

CCND amps: 3% Proliferation

O CCNE1 amps: 2%
CDK4/6 amps: 5%

Survival

‘b Cell cycle gene alterations

28 Ramalingam SS, et al. Presented at: ESMO 2018; October 19-23, 2018; Munich, Germany. Abs LBA50.



ORCHARD

Open-label, global multicentre, multidrug Phase Il platform study in 1L
EGFRm advanced NSCLC patients whose disease has progressed on

osimertinib

Post progression tissue biopsy

screening & allocation protocol

MET, MET proto-oncogene; SCC, squamous cell carcinoma

Biomarker matched

MET OS|me_rt_|n.|bl
savolitinib
C797S G_efltlnl_b _l
osimertinib
Other — TBD

Non-matched
TBD
Non-
matched
TBD

Histological transformation

SCLC/SCC = Observational

» Designed to have appropriate
treatment option for all 1L
progressor who enrol

* Additional treatment Arms to be
added as resistance mechanisms
are identified

« Supported with strong translational
genomic and non-genomic
biomarker exploration studies



LungAdenocarcinoma Molecular Properties ahd

Personalized Therapy

ALK MET HER2 '
. Crizotinib * Crizotinib 2 - Trast-u.zumab emtansine 2
~ Alectinib * Cabozantinib 2 - Afatinib ?
EGFR Sensitizing . Ceritinib * ~ Dacomitinib ?
- . ‘
Srel::::: 4 §" Lt LI ROS1
~ Brigatinib 2 : RU>1
Afatinib * S >1 Mutation 3% » Crizotinib *
Osimertinib # EGFR HER2 2% ~ Cabozantinib ?
Necitumumab * Other 4% » Ceritinib 2
Rociletinib ? ROS1 2% » Lorlatinib ?
BRAF 2% | ~ DS-6051b!
/ RET 2% BRAF
NTRK1 1% ‘
» Dabrafenib ?

PIK3CA 1%

Unknown BIERA SR - Cabt%ntinib 2
Oncogenic Driver » Alectinib 2
Detected » Apatinib?
31% ~ Vandetanib 2
» Ponatinib ?
~ Lenvatinib?
NTRK1
Key MEK1 PIK3CA - Entrecﬁnlbz’
2. DR Ag—— ~ Trametinib 2 - 1Y30234147 ~ LOX0-101
~ Selumetinib * ~ PQR309! ~ Cabozantinib ?
2 - Phase Il 4 - Approved » Cobimetinib ? - ~ DS-6051b!

15
Tsao AS, et al. J Thorac Oncol. 2016;11:613-638.



| pazienti con la traslocazione di ALK (4%) vivono anni

~—— Next-generation ALKi (n=84)

——— Subsequent treatment other than next-generation ALKi (n=74)
——— Best supportive care (n=105)

P<0.001 I

100% +
80% +
£ 60% 4
2
g
7
B
2 0% ¢
20% +
0%
0
Number at risk
Next-generation ALKi 84
Subsequent treatment other than next-generation ALKi 74
Best supportive care 103

10 20 30 40
Time (months)

81 62 36 11
49 26 12
39 22 9 3

Duruisseaux M et al, Oncotarget 2017
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STORIA MOLTO BELLA E LUNGA....

William Coley (1862-1936)

1891: William Coley (Memorial Sloan Kettering Cancer Center-MSKCC, NY). Used the Coley
toxin containing live or inactivated bacteria like Serratia Marcescens and Streptococcus
pyogenes to treat over 1000 sarcoma patients by intratumor injections. Reproducibility
was limited but some patients showed a benefit

Albert Calmette (1863-1933) and Camille Guerin (1872-1961)

BCG is a vaccine used to prevent tuberculosis (TB). Is composed of mycobacterium Bovis that
causes inflammation-dependen immunotherapy of superficial bladder cancer; it has been
used for over 30 years. The most effective immunotherapy against a human tumor (ladder)

Paul Ehrlich (1854-1905)

Microbiologo tedesco (fondatore della chemioterapia) 1900: suggerisce che alcune
molecole all'interno dell’'organismo possono essere in grado di combattere i tumori

Frank Macfarlane Burnet (1899-1989)

Suggerisce che le cellule tumorali possono causare una risposta immunitaria in grado di
distruggere il tumore senza alcuna manifestazione clinica (1957: teoria
dell'Immunosorveglianza)



Tumour antigens recognized by
T lymphocytes: at the core of
cancer immunotherapy

Pierre G. Coulie, Benoit J. Van den Eynde, Pierre van der Bruggen
and Thierry Boon
Timeline | Milestones in the discovery of tumour rejection antigens

Mouse tumours induced Mutagenic treatment of inouse

with methylcholanthiens ?, Discovery of tuttvoi cells produces a high CTL clones raised

induce protective | eytolytic frequency of tumour variants against mouse tm” Stable CTL clones
NIty against the same T lymphocytes and that ace rejected following a antigens are used to permit dissection of
tumour. indicating that | firstuse of T cellimmune response. These Generation select loss variants MO antigens
tumours have specific | chromium release T variants express new of borwg-term andd dissect tumour present on human
rejection antigens™ | assay'*t i antigens™* CTL clomes™ antigens '+ melanoma lines® ™

1974 1975 1976 1977 1978 1982 1986 1987

! The antigens

ClLs raised ogou;;! Mice thot have vr.p;-(ledlum‘

Discovery of Idemification of MHC {
Tlymphocytes*™ restriction of cytolytic viral antigens on | variants are protected against the recognized by T cells
T T T | Tymphocytes™ tumours'™ ! original tumour, even when this are small peptides
e —— | tumour Is spontaneous and bound to MHC
Irradiated tumour cells from spontaneous mouse | | non-immuncgenic, indicating that molecules™ 1%
tumours do not induce any protective immunity, | tumour antigens exist and might be v
suggesting that tumous antigens are anartefact’ | | present on human tumours'

Black boxes refor 1o ies that ace related 1o mouse t 3 red boxes refer to discoveries that are related to human tumours. Observations and discaveries that

are related to viral antigens are not included. BAGE, B melanoma antigen; CTAG, cancer/testis antigen: CTL, cytotowde T lymphocyte: GAGE, G antigen; MAGEAT,
melanoma anticen familv A 1: MHC maior histocamaoatibdite comnloc WTE Wikms” tumoar neatain

Tumoursnfiltrating lymphocytes are * Identification of several additional buman

present in human tumours snd can be families of cancer-germline genes, such as

reactivated In vitro to kill autologeus BAGE, GAGE and CTAG® =

Y - ! g
cultured tumous cells Paticsrts velth Identification of & p-cphdf mﬁ:d-d by the tdentification The generationof
gene ERBB2 as a valid antigen .
melanoma make T cell of a pepticle some tumour- specifc
| Peprides presented by MHC responses against ! of Witasan antigens depends on
molecules ot the cell surface differertiation Mentification of a large nunber of human Antigenic | the type of

| can be eluted by acidic antigens, such as tumaur-specific antigens resulting from polnt peptide in proteasome present
| treatment and characterized™ yrOsinaset YLILIemI mutations in ubiguitously expressed genes™*7 boukaemias ™ in the tumour cell™

I

i i
Mentification of the | Identification of a gene encoding a Idemification of several Animportant fraction ol Same tumour-specific
point matations that | mouse tumour- specific antigen. cancer germline genes twmour-specific antigenic antigenic peptides
result in the new | This gene is silent in normal tissues homologows to MAGEAT, peptides are produced by contain puxtaposed
antigenic peptides 'L and activated in some tumours™ The MAGE family anoaalous genetic processes dstant protein
Prosent on Tum’ vasiants. T comprises 25 genes such as intronic transcription, sequences, This results
This indscates that s antisense transcription and from the splicing of
mmunosurveillance of ld“‘""“"o'_'?’ lh'_'"“ human post lmmhhoc\:x peotein !rt;m:?lslmndc
the inteqrity of the tumoue-specific antigen. encoded modification 2% the proteasome’™ %
mammalian genome is a by MAGEAL that Is vccoyuxed_by
reality™™ CTL cells on humasn tumonrs 4

Cancer exome-based

identification of neoantigens
@ Obtain tumor material

Identify tumor-specific
mutations within
@ expressed genes

@ - Filter in silico Filter by
MS analysis

@ Assess T cell recognition

Putative
neoantigen

Ton N. Schumacher, and Robert D. Schreiber
Science 2015;348:69-74

AN AAAS

NATUREREVIEWS |[CANCER 14:135,2014




Escape from immune control

IS a hallmark of cancer

Elimination

Cancer immunosurveillance

 Effective antigen
processing/presentation
- Effective activation and
function of effector cells
— e.g. T cell activation without
co-inhibitory signals

D4+ T cell
CD8+ T cell @
Q b NKcell

Normal cells

Tumour cells

NK = natural killer; Treg = regulatory T cells.

Equilibrium

Cancer dormancy

» Genetic instability
« Tumour heterogeneity
* Immune selection

Vesely M and Schreiber R. Ann N Y Acad Sci. 2013;1284:1-5.

Escape

Cancer progression

« Tumours avoid elimination
through the outgrowth
of tumour cells that can
suppress, disrupt or ‘escape’
the immune system

* Reduced immunogenicity




Premio Nobel 2018

James P Allison Tasuku Honjo
MD Anderson Cancer Center Kyoto University




Premio Nobel 2018 PD-1

James P Allison Tasuku Honjo
MD Anderson Cancer Center Kyoto University







The Rapid Pace of Cancer Immunotherapy
fesearch

Cancer
Immunotherapy
'Y colls on the attack )

| e ::-:-—::m'—']

Sc1ence

Ty

o BREAKTHROUGH OF THE YEAS

S . From the breakthrough of year 2013 for Nature and
' Science to the inspiration of the moonshot project
_ for next generation immunotherapy




Segnali co-attivatori e co-inibitori

Naive T cell Activated T cell Exhausted Tcell Reinvigorated T cell

: T-cell clonal
Signal 2 Positive expansion
— Cytokine secretion
—_— Effector functions
Tumor-directed
migration
i Anti-PD-1 MAb
T-cell clonal
expansion
Cytokine secretion
Effector functions
Tumor-directed
migration y
APC or tumor cell APC or tumor cell APC or tumor cell

Topalian and Brahmer NEJM 2012



Cosa otteniamo a 4 anni (pembro KEYNOTE-001)

Naive
2 7 . 2 % A. Treatment-naive cohort

100
90
80
70
60
50_ .......................................................................................
40 4
30
20
10
0 2 ; ; : y 5 ; :

0 5 10 15 20 25 30 35 40 45 50 55 60 65

Time, months

Events, Median, mo 24-mo 36-mo 48-mo
n/N (95% CI) Rate, % Rate, % Rate, %

Total 69/101 22.3(17.1t0 32.3) 49.0 36.8 272

Overall Survival, %

No. atrisk 101

@
[
~
~
-]
~

56 49 a1 37 29 1" 3 0 0 0

P D_ L1>50% C. Treatment-naive cohort by PD-L1 TPS 250% and 1%-49%*

Events, Median, mo 24-mo 36-mo 48-mo
o n/N (95% ClI) Rate, % Rate, % Rate, %
° 0 TPS 250% 1427 35.4 (20.3 toNR) 66.7 48.1 481

PD-L1>1%

10%

Overall Survival, %

0 5 10 15 20 25 30 35 40 45 50 55 60 65
) Time, months

No. at risk
PD-L1 TPS >50% 27

N
3
N
]
N
w
~n
o
o
o

14

()
nN
(-]

0

Dr. Mark A. Socinski °D-L1 TPS >50% 138 101 83 70 56 51 44 39

Pretreated
1 6 . 4 % Previously treated cohort . o . .

48-mo
n/N (95% CI) Rate, % Rate, % Rate, %
Total 363449 10.5 (8.6to0 13.2) 29.9 205 164

Overall Survival, %

T T T T T T 1

0 5 10 15 20 25 30 35 40 45 50 55 60 65
Time, months

No. at risk 449 305 224 181 148 126 109 86 7 35 10 6 3 0

P D_L1>50% Previously treated cohort by PD-L1 TPS 250%, 1%-49%, and <1%

Events, Median, mo 24-mo 36-mo 48-mo

0 n/N (95% CI) Rate, % Rate, % Rate, %
Z 4 8 /0 TPS 250% 100/138 154 (10.6to 18.8) 391 302 248
° TPS <1% 80/90 8.6 (5.5 10 10.6) 233 9.2 65

PD-L1 1-49%
15.6%

PD-L1 50%

0 0 ' : . . : . . . e . . )
6. ;/0 0 5 10 15 20 25 30 35 40 45 50 55 60 65

Time, months

Overall Survival, %

No. at risk

PD-L1TPS <1% 90 57 35 27 23 19 14 8 5 5 0 0 0 0




EAP nivolumab su 1500 pazienti = trial clin

Survival

¢ Median OS was 11.0 months (95% CI: 10.0, 12.0), and the OS rate at 1 year was 48%

(Figure 1)

¢ Median PFS was 3.0 months (95% CI: 2.9, 3.1), and the PFS rate at 1 year was 22%

(Figure 2)

Figure 1. Kaplan-Meier estimate of 0S
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La complessita del microambiente rende
“utopistico” che un solo farmaco guarisca tutti

B7-2
' ICeistaee  The Tumor Microenvironment at a Glance
CDz28 — Frances R. Balkwill, Melania Capasso and Thorsten Hagemann
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: Chen L, et al. Nat Rev Immunol. 2013;13(4):227-242.
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Cosa otteniamo a 4 anni (pembro KEYNOTE-001)

Previously treated cohort

Events, Median, mo 24-mo 36-mo 48-mo
niN (95% CI) Rate, % Rate, % Rate, %

Total 363/449 10.5 (8.6 1o 13.2) 29.9 20.5 16.4
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Overall Survival, %

0 5 10 15 20 25 30 35 40 45 50 55 60 65
Time, months
No.atrisk 449 305 224 181 148 125 109 86 71 35 10 f 3 0




Previously treated cohort

Events, Median, mo 24-mo 36-mo 48-mo
n/N (95% CI) Rate, % Rate, % Rate, %
Total 36449 105 (8610 13.2) 299 20.5 164
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Previously treated cohort

Events, Median, mo 24-mo 36-mo 48-mo
n/N (95% CI) Rate, % Rate, % Rate, %

Total 36449 10.5 (8.610 13.2) 29.9 20.5 164
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Previously treated cohort
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Previously treated cohort

Events, Median, mo 24-mo 36-mo
n/N (95% C)) Rate, % Rate, %
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La Parola individuo vuole dire indivisibile
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Uno di questi modelli ¢ I’Innovation Value Chain presentato da Hansen e

Birkinsham'’, che si focalizza sugli anelli deboli della catena per far si che vengano

Figura 6 - The Innovation Value Chain

IDEA GENERATION CONVERSION DIFFUSION
IN-HOUSE CROSS- EXTERNAL SELECTION DEVELOPMENT SPREAD
POLLINATION
Creation Collaboration Collaboration Screening and Movement from Dissemination
within a unit across units with parties initial funding idea to first across the
outside the result organization
firm
KEY QUESTIONS | Do pecple Do we create Do we source Are we good Are we good at Are we good
in our unit good ideas by enough good at screening turning ideas at diffusing
create good working across ideas from and funding into viable developed
ideas on the company? outside the new ideas? products, busi- ideas across
their own? firm? nesses, and the company?
best practices?
KEY Number of Number of Number of Percentage Percentage of Percentage
PERFORMANCE high-quality high-quality high-quality of all ideas funded ideas of penetra-
INDICATORS ideas gener- ideas generated ideas gener- generated that that lead to rev- tion in desired
ated within across units. ated from end up being enues; number markets, chan-
a unit. outside the selected and of months to nels, customer
firm. funded. first sale. groups; number
of months to
full diffusion.

Fonte: Hansen M. T., Birkinshaw J., “The Innovation Value Chain”, Harvard
Business Review, p. 124, June 2007

messe in atto solo le attivita realmente utili. Gli autori propongono una visione



Declinazione di innovazione

* Scoperta non sempre porta innovazione
v'Tutte le scoperte hanno avuto un pensiero traversale dietro

v'Va favorita la comunicazione tra livelli di persone anche negli ambienti di
lavoro (dissociazione tra la scienza e il luogo di lavoro e la politica/societa)

v'Forse introduzione di figure non mediche
v'"Comunicazione tra «cose» (Al, ML)
v'Fine dei trial clinici?

Il valore dell’ innovazione
* Prevede che la applichiamo
* Prevede che porti una progresso sociale
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