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Lost in traslation

Barriers from research to Clinic

Luis Paz-Ares
Hospital Universitario 12 de Octubre
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—Honoraria (self): Amgen, AstraZeneca, Bayer, Blueprint Medicines, Boehringer
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Sharp & Dohme
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Caso Clinico

Varon de 38 afnos

AP: fumador (IPA:15)

Dic 2015:

- Ca pulmoén epidermoide estadio IV (compresion medular)
- Radioterapia (10 x 300 cGy)

Enero 2016:
- Segunda opinion en HU 12 de Octubre: Ensayo clinico ??
- CM 227 trial — Ensayo aleatorizado randomized to Ipi + Nivo
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Agenda

» The oncologist

» The research budget
» The approval

> The reinbursement
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» The oncologist
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Need of Traslational Research experience?

Broad knowledge
Lab Experience — center of excellence better!
Look at your local environment rules (non-written!)
Mentor advice
Cases of success

Your career will be longer (but fascinating) !!!




The convergence of science and technology provides an
exceptional opportunity to transform healthcare

Technology

Offer new ways of
collecting data and
enhancing care
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Provides a deeper
understanding of
.. each patient
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Analytics

Provide new insights
from data and
technology
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Data, technology and analytics
provide opportunities to address
healthcare challenges, accelerate
R&D and improve patient
outcomes



Data extraction and integration
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. . Clinical
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Cancer research investment in Spain

Evolucion del gasto de |+D (GERD como % del GDP)
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Informe Comprometidos con el Cancer ASEICA-AECC-La Caixa 2021



Cancer research investment in Spain

Financiacion publica para proyectos de investigacion Financiacion filantropica* para proyectos de
en cancer transferencia en cancer
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Publications

Evolucion de las publicaciones en el ambito del cancer
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Clinical Trials volumen

Evolucién del nimero de ensayos clinicos en cancer
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Clinical trials - Intervention

Distribucion e los tipos de intervencion de los ensayos clinicos patrocinados por
"otros", 2010-2020
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Distribucién de los tipos de intervencion de los ensayos
clinicos en Espafia, patrocinados por "otros", 2010-2020
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Market and R&D Growth

Figure 1: Pharmaceutical companies’ R&D expenditure is growing in all major Figure 2: The US and China represent a growing share of biopharmaceutical R&D
CAGR 5.78%
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Time to approval: EMA bv FDA

: . Total
First GainPES, 05, ESMO- 1 of EMA  Dateoppya  Acctlersted  TotalTime o oA DawofA TR0 g
Drug Indiation |17 Median,  MCBS o ion Approval  Assessment  EMAln o ion Approval  Revew g
Months) * (EMA) Days) (FDA)
(in Days
(in Days)
. 16 December .
Abinteone  Prosatecincer  39months05 4 17December 010 SSeplember20ll % WDeemberXl)  BApil0l Vs 129 130
Cabazitwxel ~Prostecaner 24monthsTIP 2 20Apdd2010 17 March 2011 na B HAMach20  Vhme210  Y%es 7 m
Dabafenb  Melnoma  24monthsPFS 4 MJulyX12  HAugst03  na 98 Wuy02 XMy No 30 5
jpilimumab ~ Melanoma  37months05 4 05May200  12July 2011 na m Wune20l0  B5Mach®ll  No 8
Nivoumab  Melanoma  40monthsPFS 4  (2Seplember20ld  1fune2ls  MJuy2M4 290 Wly2014  2December0l4  No 145 17
Vemurafenb  Melmoma  37monthsPFS 4 MMay20ll  UFebraay202 MApil20Ml 289 28Apil20ll  VAugustll s 111 184
Perzumab  Breastcancer  61monthsPFS 4 Ol December20ll 4 March2013 na 59 OfDecemberXl  OBJune2012  No 185 269
Erzalutamide Prosttecancer  48monthsOS 4 26Juwne202  21June2013 na 30 DMay 2012 MAugust202 Vs 101
Pembrolzumab Melanoma  13monthsPFS 3 Ofjune20ld  17July2015 na W8 VebrayXM BSeplemberX4  No 188
Ramucumab  Gastriccancer  22months0S 2 DAugustX3  19DecemberXld  na 0 DAugustNB  NApidNl No I
Pabociclb  Breastcancer  103monthsPFS 3 30July205  ONovember20l6  na 168 Vune20ld  BFebruay20l5  Yes 218
Ribocicb  Breastcaner  PPSnotreached 3 (5September2016  DAugust®7  na Bl DAugust20l6  BMachXT  Yes 19

Average time (in days)
Average time accelerated assessment/priority review (in days)
Average time in cas no accelerated assessment/no prionity review (in days)

* Ret. [22] PF5 progression-tree survival; Us: overall survival; TTF: time to progression,

MO-M

EMA: Furopean Medicines Agency; FDA: USA Food and Drug Association; n.a.: not applicable.

55: European Society Medical Uncology-Magnitude of Llinical Bent

242

M.d.
M.d.

CA Uyl-deGroot et al.Cancers 2020



LIBRETTO 431 Trial:
Selpercatinib v CT in RET driven stage IV NSCLC

Progression-free survival (PFS) assessed by BICR

s i e N

Kev Eliaiility Criteria
» Stage lIIB-IIIC’, IV non-squamous NSCLC

+ No prior systemic therapy for metastatic disease
+ RET fusion identified via NGS or PCR
+ECOGPSQ-2

+ Symptomatic CNS metastases excluded

Stratification factors:

. Geography (East Asian vs. non-East Asian)

. Brain metastases (present vs. absent/unknown)?
L Investigator's choice of treatment with

®

—

\_ pembrolizumab )

Gated Primary Endpoints: PFS by blinded independent central review (BICR) in ITT-Pembrolizumab*and ITT population

Selpercatinib (160 mg BID)

Carboplatin (AUC 5) or Cisplatin (75 mg/mz)
+ Pemetrexed (500 mg/m?)
+/- Pembrolizumab (200 mg)

N=102

Objective Responses

Systemic Outcomes

Selpercatinib Control
N=129 N= 83
ORR, % 837 65.1

Mecian DOR, mo (85% Cl)

24.2(17.9,NE)

115(9.7,23.3)

Overall Sunival immature (censoring rate ~80%) and confounded by crossover (75% effectve rate)

HR(.961 (95% CI. 0.503, 1.835)

Intracranial Qutcomes®

Selpercatinib Control
N=17 N=12
Intrecranial ORR, % 82.4 58.3
Intracranial CR, % 3513 16.7
12-mo Intracranial DOR Rate, % (95% Cl)  76.0(422 9168  625(142 893)
Median Intracranial PFS, mo (35% Cl) 16.1(8.8, NE) 104 (3.8, NE)

ITT-Pembrolizumab Population
(Median follow-up of ~19 mo)

4 Control

mPFS: 11.2 mo

ITT Population
(Median follow-up of ~18 mo)

HR: 0.482 (95% ClI, 0.321 - 0.700), p<0.001
Selpercatinib

mPFS: 248 mo
(95% CI: 17.3, NE)

| (95%CI:8.8,16.8) |

100 4, 100
T HR: 0.465 (95% Cl, 0.309 - 0.699), p<0.001
— 80 —_ 80
§: Selpercatinib E_S
€ - mPFS: 24.8 mo '§ 60
a (95% CI: 16.9, NE) £
i.; a0 - Control 2w
g mPFS: 11.2 mo 5
Optional Selpercatinib g ,, | ©s%cres 169 g
_____ - e g
o W ) )
[ T 1 0
0 € 12 18 24 30 36
Months
No. at Risk. No. atRisk
Selpercatinio 129 105 72 44 16 2 0 Selpercatinib 168
Control 83 56 29 16 6 o 0 Control 102

Patients with and without Baseline CNS Metastases

) (= 192
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E ] ! Selpercatinib

3 12mo CIR (85% C1):
0 _:—'_'_l_‘ 522,108

No. of Events onts
Selpercatindy 0 (! b 1 § 8 $
Conirol 0 § 13 3 i 13 i3
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Cohort B (N=
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Minimum percent reduction from
baseline measurement

Estimated Survival Function
o
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Do we need a RCT of Dafrabenib+Trametinib in BRAF m+ NSCLC?

Naive patients (Cohort C)

57 NSCLC BRAF V600E)
ORR: 68.4% (54.8-80.1)

Best confirmed responset

Overall Survival
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02 46 810121416 18202224 2628303234 36384042 4446 485052 54 56 5860 62
Time fromFirst Dose (Months)

Pretreated patients (Cohort B)

Cohort B (N=57 NSCLC BRAF V&00E)

Minimum percent reduction from
baseline measurement

Estimated Survival Function

40 ORR: 68.4% (54.8-80.1)
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D.Plancard et al, JTO 2021
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Time from Approval to Availability

The average time until availability in Spain is 629 days since the European
Commission authorizes the marketing of these therapies.

Ava

Time from central approval to availability (2018-2021)

The time from central approval to availability is the days between marketing authorisation and the date of
availability to patients in European countries (for most this is the point at which products gain accessto the
reimbursement list™). The marketing authorisation date is the date of central EU authorisation throughout.
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Current Treatment Paradigm for
Molecular Biomarker—Positive Advanced NSCLC

Advanced NSCLC
(molecular biomarker positive)

EGFR mutation ALK ROS1 BRAF V600E NTRK RET METex14
ALK fusion positive positive positive positive positive positive positive
ROS1 fusion
RET fusion NRAS
NTRK1/2/3 fusion MAP2K Osimertinib (preferred), Alectinib (preferred), Crizotinib or Dabrafenib/ Entrectinib or Selpercatinib Capmatinib
ERBB2 mutant/amp erlotinib, afatinib, gefitinib, ceritinib, or entrectinib trametinib* larotrectinib Praseltinib Tepotinib
MET Exon 14/amp or dacomitinib* crizotinib?
No Targetable ’
Oncogenic PIK3CA - _
Alteration rogression
y BRAF
—
EGFRT790M . EGFRT790M Alectinib,
mutation mutation brigatinib, ceritinib,
positive negative or or lorlatinib
previous dependent on
. I osimertinib previous therapy
Sotora5|_b Osimertinib
Adagrasib
1 v v v v v

Follow treatment options for adenocarcinoma or squamous cell carcinoma without actionable biomarker

*Afatinib, dacomitinib, erlotinib, gefitinib, osimertinib approved for EGFR exon19del, exon 21 L858R; afatinib for EGFR G719X, S768I, L861Q.
"Brigatinib under priority review by the FDA for first-line ALK positive NSCLC. *Or as second-line after CT.

Afatinib PI. Alectinib PI. Capmatinib PI. Ceritinib PI. Crizotinib PIl. Dabrafenib PI. Dacomitinib PI.
Entrectinib PI. Erlotinib PI. Gefitinib PI. Larotrectinib Pl. Osimertinib PI. Selpercatinib PI. Trametinib PI.

aul| 3s114
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Current Treatment Paradigm for
Molecular Biomarker—Positive Advanced NSCLC
iIn SPAIN

Advanced NSCLC
(molecular biomarker positive)

EGFR mutation ALK ROS1 BRAF V600E NTRK RET METex14
ALK fusion positive positive positive positive positive positive positive
ROS1 fusion
RET fusion NRAS |
NTRK1/2/3 fusion MAP2K Osimertinib (preferred), Alectinib (preferred), Crizotinib or Da ib/ Entrecigib or Selpercatinib Capmatinib
ERBB2 mutant/amp erlotinib, afatinib, gefitinib, ceritinib, entrectinib tr ib# laro ib Praseltinib Trepotinib
MET Exon 14/amp or dacomitinib* crizotinibBr_'ig_aErinib,
) Lorlatinib
No Targetable
Oncogenic PIK3CA p . |
Alteration rogression
y BRAF
— |
EGFRT790M . EGFRT790M Alectinib,
mutation mutation brigatinib, ceritinib,
positive negative or or lorlatinib
previous dependent on
I osimertinib previous therapy
SO - Osimertinib
Adagrasib
1 v v v A 4 v

Follow treatment options for adenocarcinoma or squamous cell carcinoma without actionable biomarker

*Afatinib, dacomitinib, erlotinib, gefitinib, osimertinib approved for EGFR exon19del, exon 21 L858R; afatinib for EGFR G719X, S768I, L861Q.
"Brigatinib under priority review by the FDA for first-line ALK positive NSCLC. *Or as second-line after CT.

Afatinib PI. Alectinib PI. Capmatinib PI. Ceritinib PI. Crizotinib PIl. Dabrafenib PI. Dacomitinib PI.
Entrectinib PI. Erlotinib PI. Gefitinib PI. Larotrectinib Pl. Osimertinib PI. Selpercatinib PI. Trametinib PI.
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Patient-Centred Care

Informed patients

Is shared decision making a reality in the care pathway?

A story
Shared Decision Making Defined

A Shared Decision Making (SDM) process results
in medical decisions that are:

- Shared by doctors and patients

- Informed by the best evidence available about
alternative treatments

- Weighted according to the specific needs,

preferences and values of the patient
(Légaré el al., 2006)

Decision-making process

Clinical halog
evidenceand \

MIp) e om oms st e b org)



The pieces of the Health Literacy puzzle

The places

health care
is provided

The people
who provide
health care

Health literacy

Health

information

makes sen

Fhak
LAk

=]

Cancer Caregiver

Being able to aid

with health-
related decisions

Providing
emotional
support

Difficulty

comprehending
information at
medical appts

Difficulty
obtaining health
information

Helping with
symptom
management

Helping with
medication
management



Equity

b€ i Of all inequalities,

2 injustice in health is
the most shocking
and inhumane

' - a
Sy

Martin Luther King

“1f the misery_ of the podr be caused
not by the lz&w vof nature, but by our
institutionf,g/l;eat is of‘éin.”

~ Charles Darwin

-




Gracias
Ipazaresr@seom.org
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