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1. Situacion de la Investigacion Clinica
en Espaina




Situacién actual de la investigacion clinica
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ituacion actual de la investigacion clinica

Durante el periodo 2005-2017 la AEMPS ha autorizado 9.267 ensayos clinicos,
cerca del 78% de estos fueron autorizados a Laboratorios Farmacéuticos.

Distribucién del porcentaje (eje derecho) y del nUmero absoluto (eje izquierdo)
de los ensayos clinicos autorizados por tipo de promotor

700 90%
600 80%
500 70%

60%
400 50%
300 40%
200 30%
100

20%
0 0%

2008 2009 2010 2011 2012 2013 2014 2015 2016 2017
Bl Laboratorio Farmacéutico (%)
=e=|aboratorio Farmacéutico (N)

No comercial (%)
No comercial (N)

Fuente memorias de la AEMPS

Cerca del 42% de los ensayos clinicos autorizados por la AEMPS a los
Laboratorios Farmacéuticos en el periodo 2005-2017 se encuentran en la
BDMetrics del proyecto BEST. Adicionalmente, en ese mismo periodo BDMetrics
contiene 167 ensayos de Grupos de Investigacién Independiente autorizados

por la AEMPS.
Total
2009 2010 2011 2012 2013 2014 2015 2016 2017 2005-17
675 707 643 748 745 759 714/ 818 799 780

9.267

N2 EECC autorizados por la AEMPS (1)

% EECC en los que el promotor es un

Laboratorio Farmacéutico (1) 77% 77% T71% 7% 73% 79% 78% 78% 81% 78%  78%
N2 EECC autorizados por la AEMPS a

Laboratorios Farmacéuticos 523 544 457 534 542 601 554 641 645 605  7.225
N2 EECC en BDMetrics con fecha de

LEUEECIEEE RSO EUCIDN 541 263 225 218 233 260 205 250 2280 203 2.999
% EECC en BDMetrics/EECC de la

industria autorizados por la AEMPS 47% 48% 49% 41% 43% 43% 37% 39% 35% 34%  42%

(1) Fuente memorias de la AEMPS
(2) Fuente BDMetrics del proyecto BEST

En 2017 se invirtieron 662 millones de euros en investigacién clinica, de los cuales un
36% se destinaron a fases tempranas (fases | y ll), tres puntos mas que en 2016.

Fase IV

9,4%

Fase Il
21,5%
Fase llI

54,6%

Fuente: Farmaindustria




' Espana — 1°" pais adoptando |la Regulacion
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Entorno Regulatorio - atractivo

Analisis de los tres primeros afos del RD 1090/2015

Puesta en Marcha Contrato Primer Paciente Local
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i 64
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+Datos del Avance de la 262 Publicacion

farmaindustria (1) MEPICAMENTOS

(I)Aumento de tiempo respecto a la 252 publicacion (40 d) , debido a actualizaciones de ensayos y nueva informacion disponible




Entorno Regulatorio — EU CTR (Q4 2020)

* Introduces an EU Portal and Database through which submissions/

documents/communications must flow
» Streamlines the procedures to assess and authorise new clinical studies
* Introduces additional transparency provisions
* Introduces a lighter regulatory regime for trials conducted with
- medicines which are already authorised (“Low Intervention Clinical
Trials”)

Clinical Trial Application Process Is Centralized

Study results sumimaries (CSR, Summary of CT Results or Intermediate
Analysis, Lay Summary) is submitted once

Submis=ion of Serious Breaches of CTR or GCP is at EU-level

Safety reports will go to the Eudravigilance Module

Hotifications required: start, end, halt, early termination of a trial

Inspection reports and communications will be via portal
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2. Estrategia como pais para atraer
mas investigacion clinica
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Estrategia -

Exigencias del promotor para atraer mas Investigacion Clinica

Scientific talent
Patients

Improve

Competitiveness

Inhevationin Clinical
lirials

e Scientific Experts & experience in Clinical Trials

* Provide medical/scientific insight to study design
e Attract (%) Early Phase studies

e Sufficient patient population

* High Enrolment predictability

¢ Enrollment ratio (patients/ site). First Patient In (FPI)
e Competitive Start-up timelines

* High Quality data/Data Entry

e Cost competitiveness

* Risk Based Monitoring
e Innovative and Adaptive Study Design
* Digitalization




Estrategia -
ésuficientemente competitivos ?

BI: Ranking de Espaia resto paises

Approval Preparation 1stpatient Qualification Initiation

. 1 1 1 1 1
Resto de paises 2 2 2 2 2
3 3 3 3 3
a4 4 a a
5 5 5 5 5
6 6 6 6 6
7 7 7 7 7
| 8 | 8 8 8 8
9 -] ) 9 (-]
10 10 10 10 10
11 11 11 11 11
Se muestra el puesto 12 12 12 12 12
~ 13 13 13 13 13
que ocupa Espana 14 14 14 14 m
15 15 15 15 15
dentro de cada etapa. 16 16 16 16 16
, , 17 17 17 17
18 18 18 18 18
El numero 1 es el pais 18 i 18 18 =
que menos tarda en 20 20 20 20 20
21 21 21 21 21
€sa etapa. 22 22 22 22 22
23 23 23 23 23
24 24 24 24 24
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3. Exigencias a los centros para ser
considerados de excelencia




Agilidad en |la puesta en marcha

v" Interlocutor valido

Primer. centro Iniciado.

> v' Tramitacidon de la documentacidon
ensayo

v’ Existencia de Contratos Marco

v Simplificacién de la memoria
economica

v Reduccidén tiempo firma del contrato
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Recursos e Infraestructura

Nivel Cientifico del

/ investigador
Instalaciones

adecuadas ‘

Personal de soporte a
investigacion

p— Colaboracion otros

Acceso al CRA a EMRs .
Servicios

S /

Calidad de los datos




Capacidad de Reclutamiento

> Rapidez en reclutar y fiabilidad en el cumplimiento de compromisos

> Meétricas cualitativas y cuantitativas de actividad:

®" nuUmero de ensayos clinicos

= pacientes reclutados

= tiempo de puesta en marcha

= tiempo de entrada del 1r paciente

= tiempo de entrada de datos al CRD | A
= resultados en inspecciones y auditorias :

¢ (

‘U

> Medios para incrementar el reclutamiento: ‘ k' Ii
NT |

= Plataformas digitales: TriNetX/Insite

= Referral Networks- centros de atencion primaria
= Publicitar internamente los EECCs de un centro
= Materiales de soporte y vendors externos

= Asociaciones de pacientes
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Servicio de Farmacia Hospitalaria

__— Gestion Clinica —
Estandarizacion de

procesos

-

Instalaciones
certificadas

Profesionalizacion

7

Financiacion

Garantizar |a.segur|dad de __ Integridad de los datos
paciente
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4. Innovacion: Nuevas exigencias en
camino




Monitorizacion Basada en el Riesgo vs
modelo tradicional

r on risk based quaid Guidance for Industry \

[ )
2013 - FDA recognizes the need for more efficient, effective, targeted monitoring
Overall focus is on planning trial monitoring through documented risk-assessment
J

Oversight of Clinical
Investigations —
A Risk-Based Approach to

Monitoring

' [ WHAT DE WE NEED FROM SITES? ] Y

v

How do you define RBM*

RISK-BASED MONITORING
REDUCED 1 \/
Monitoring at less than §
100%SDV. %
T . -
/ TARGETED
| 2 Monitoring based on
ks triggers and
CENTRALIZED predetermined

v
[ BENEFITS ]

Same SITE/INVESTIGATORS responsibilitiﬁ

DATA QUALITY - reduced source data
verification means increased accountability
and quality control by the site of study
data.

TIMELY DATA ENTRY - is essential to support
the early signal detection - <5 days =
adequate Study Coordinator resources.

FLEXIBLE MONITORING (on site + remote) &

trust on new Risk based study execution /
rinciples.
Early safety signal detection \\ - -

v' Timely review of data (More efficient
analysis of data across subjects)

v’ Early identification of errors (Prevent
reocurrence. Reduced queries & less

K workload during data analyses/locks) /
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Historias clinicas electronicas

Direct Data Capture Non-CRF

Includes collection and transfer of data in
electronic format from internal sponsor
includes direct entry of clinical data by site sources or external vendors into clinical research
staff into a mobile application or EDC repositories/warehouses without entering the
data on a CRF.

system

Devices & Apps EHR

Covers collection and management of clinical
data from non-site personnel using mobile Covers collection of clinical data for use in
devices including smartphone or tablet clinical research from site electronic health
applications, wearables, and sensors. record systems.

EHR

Today

_

-
Manual M . :
e e e anually transcribe same data into
e e ) ) EDC, resulting in additional time & multiple
record and/or EHR “Swivel chair” effect ’

personnel for data entry

; S
Future EHR . c’;%.jl
Interoperability ( &/ —(

Capture study data Transform & mabp data Load data directly to
in EHR Transform&map data EDC System
to Sponsor’s format

Reducir o eliminar la entrada de datos

Mejorar en la calidad de los datos

Acceso mas rapido a los datos

Disminuir la carga para los centros y los equipos.

VVVY
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Regulacion abierta a disefios innovadores aa

Adaptive Designs for m
injcg) r'(.) s:

Clinical Trials of Drugs Dgr;meg.-ef,;“foif_{f:"“"t  Draft guidance by FDA “Adaptive design
. . €lopme,, or Pedite .. . 0 .
and Biologics Prugs ang pt Oncolyg, clinical trials for drug and biologics draft

10log;,
Ance f, 5
ce for hulug:‘fs

Guidance for Industry

guidance” (September 2018)

NG

» Reflection paper by EMA “Reflection paper
on methodological issues in confirmatory

clinical trials with flexible design and
TR analysis plan” (adoption by CHMP - 18
| s October 2007)
[ o o

e Recommendation paper on the initiation

and conduct of complex CT by Clinical Trial

Jueation T Facilitation Group is a collaboration of
European national regulatory agencies

DRAFT AGREED BY THE EFFICACY WORKING PARTY

ADOPTION BY CHMP FOR RELEASE FOR CONSULTATION

END OF CONSULTATION (DEADLINE FOR COMMENTS)

AGREED BY THE EFFICACY WORKING PARTY

ADOPTION BY CHMP

* Japan PMDA




Diseno tradicional vs disefo adaptativo

Non-adaptive design - A clinical trial
design without any prospectively
planned opportunities for
modifications to the design.

- Fix the sample size, doses, etc in advance
and perform a single efficacy/safety analysis
at the end of the study

Adaptive design - A clinical study design
that uses accumulated data to decide on
how to modify aspects of the study as it
continues based on pre-determined decision
criteria, without undermining the validity
and integrity of the trial




Tipos de disenos adaptativos

Study eligibility criteria based on
baseline data

Stopping early for efficacy or futility
with group sequential methods

Blinded sample size re-estimation

Adaptations based on interim results
of an outcome unrelated to efficacy

Adaptations in the data analysis plan
not dependent on within study,
between-group outcome differences

Dose dropping & stopping for futility
Adaptive randomization

Sample size based on interim-effect
size estimates

Population finding
Endpoint selection
Seamless phases

Platform trials

Investigate multiple drugs in the same
indication or disease condition

Basket trials

Investigate one drug in multiple indications /
subtypes of disease conditions

P

Frequency of Use



Plataformas tecnologicas: Greenphire

Greenphire-eClinical Global Payment System: sistema web para realizar pagos
en respuesta a datos enviados por el centro a través de los CRDe.

IMPLEMENTATION PHASE Site Contracts &

Requirements

PROCESSING PHASE

] Payment Line Item

2 EDG IVRS, > Generation, ind. Payee
T CTMS, etc sponsor review & Invoice
= approval, if Generation
E — applicable

=

2 -

a

Manual Request Lommerrnodian oy ‘

v

o

EXECUTION PHASE

Site Bank Account Sites Receive

‘v g reen ) Email Notification
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Plataformas tecnoldgicas: InSite y TriNetX

Plataformas en red que utilizan real-world data para hacer frente a los retos de la

investigacion clinica actual y conseguir tratamientos innovadores de forma mas rapida y
eficiente.

InSite throughout the CT life-cycle

A platform for trustworthy re-use of EHR data to support innovation in clinical

research.
Study Study Study Patient
Design Feasibility Placement Recruitment

OO0

_ » Services for sponsors through e _ « Computer supported
= OO, InSite online platform - TE - recruitment for Pls at sites

+ Based on distributed querying — + Site performance tracking
and analytics technology == . for sponsors




Plataformas tecnolagicas:

Apply a Data-Driven Approach for Clinical Trial

Optimization

Insite y TriNetX

HCO Patients in Cohort
Anonymous Site 169,460

Anonymous Site 110,480 -

Anonymous Site 103,870

e Real-time scenario modeling for protocol feasibility i i i
g Anony HCO Historic Predicted
e Directly connect with sites on trial opportunities
Anonymous Site 3,344 3,053
« Self-service access to fresh patient data
Trend
N ™~
< .
=

Hypothesize and Answer Complex Research Questions

About Patient Outcomes & Treatment Effectiveness
o Access longitudinal clinical and genomic data
e Explore and compare cohorts, review cohort characteristics
and compare outcomes of interest 11T r—
e License and download billions of up-to-date, de-identified
inical facts for analysis with your own analytic tools
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Plataformas tecnologicas: SIP

SIP Shared Investigator platform (TransCelerate). SIP is a platform that highlights solutions to make
the life of a site investigator easier when conducting clinical studies.

) gz Koo

SHARED
INVESTIGATOR
PLATFORM

aobbvie

&9 MERCK
) =~ Boehringer rl":‘h
m Y (IHD Ingelhei%n 4

novo nordisk” SANOEI

*{}ZJ\:— Bristol-Myers Squibb

AstraZeneca

s Allergan

Gohmonafohmon

* Adopted SIP



Plataformas tecnolégicas: SIP

~

N\

Single Sign on

e Unmet Need v’ User / Facility profile
- * Clinical trial sites use many different websites with unique login credentials v Study Workspace (Sponsor
| —— to communicate with their Sponsors ifi
——— * Site staff prepare and provide the same information to each of their SpEC! IC)
Sponsors v’ Feasibility survey
* This is time consuming, cumbersome, and often difficult 4 Training
v'  Document management
PN PLATFORM * Reduce the burden on investigative sites v |nvestigator payments
* Provide a central point of access, harmonized content and services, and v' Task, alerts, notification
streamlined interaction with participating clinical trial Sponsors AT
Satialabd P v Safety notification
v'  Dashboards / News /Metrics

Benefits
* Revolutionize site-sponsor relationships by enabling a single experience \ /
* Easy-to-use portal

* Allow investigators to spend more time on patients User Registration (as of 11 Feb. 2019)

User Registration - Site Users Worldwide Distribution

Amesica
7209




Digitalizacion: herramientas para el paciente

Recruitment

Representative Points of Mobile / Digital Interaction

Difficulty
finding sufficient

subjects to screen and
enroll

Digital tools Supporting
Recruitment &
Referrals

Improved
access to patients and
accelerated study start-

up

Screening

Consent

—
] == ]

Complex I/E
Screening Criteria

Investigator-Facing I/E
Screening Tool

More efficient /
streamlined screening

T
.7

Low literacy
levels and difficulty
managing informed
consent (IC) versioning

eConsent / re-Consent

Improved quality
of IC and levels of patient
literacy with consent
language; Improved IC
audit performance

Retention &
Compliance

Continuous
Engagement &
Tracking

Missed medications and
visits; low compliance with
protocol

Compliance Toolkit
(medication reminders, appt
tracking & reminders, visit &
dosing information, content
library)

Improved
compliance & retention

-

Limited view of
patient condition between
clinic visits

ePRO (supporting BYOD)

* Sensor Data Capture

* Patient-Site Communication
Tools

* Integration with PfizerLink

* Safety Monitoring

Capture of new
endpoints, Improved
understanding of patient
condition/experience between
visits
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Digitalizacion: herramientas para el paciente
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FUA NeWS Release

FDA approves pill with sensor that
digitally tracks if patients have
ingested their medication

New tool for patients taking Abilify

For Immediate Release

November 13, 2017

Summary

FDA approves Abilify MyCite, a pill with a sensor that digitally tracks if patients have ingested
their medication

Release

The U.S. Food and Drug Administration today approved the first drug in the U.S. with a digital
ingestion tracking system. Abilify MyCite (aripiprazole tablets with sensor) has an ingestible
sensor embedded in the pill that records that the medication was taken. The product is
approved for the treatment of schizophrenia, acute treatment of manic and mixed episodes
associated with bipolar | disorder and for use as an add-on treatment for depression in adults.

The system works by sending a message from the pill's sensor to a wearable patch. The patch
transmits the information to a mobile application so that patients can track the ingestion of the
medication on their smart phone. Patients can also permit their caregivers and physician to
access the information through a web-based portal.

“Being able to track ingestion of medications prescribed for mental iliness may be useful for
some patients,” said Mitchell Mathis, M.D., director of the Division of Psychiatry Products in the
FDA’s Center for Drug Evaluation and Research. “The FDA supports the development and use
of new technology in prescription drugs and is committed to working with companies to
understand how technology might benefit patients and prescribers.”

Itis important to note that Abilify MyCite's prescribing information (labeling) notes that the
ability of the product to improve patient compliance with their treatment regimen has not been
shown. Abilify MyCite should not be used to track drug ingestion in “real-time” or during an
emergency because detection may be delayed or may not occur.







Conclusiones

» Entorno competitivo y cambiante -> pais preferente.

> ldentificar centros de excelencia en investigacion = imprescindible para
seguir atrayendo investigacion a Espana.

» Equipos multidisciplinares profesionalizados, calidad de los datos y
pacientes reclutados—> clave del éxito

» Acortar tiempo de desarrollo de los farmacos = en beneficio para los
pacientes, es nuestro objetivo.

» La Innovacidn es una realidad - hay que estar preparados para ello, sin
digitalizacion no hay futuro.






