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OBSERVATIONAL STUDY: A DEFINITION

An observationalstudy drawsinferencesfrom a sampleto a

populationwherethe independentvariableis not under the
control of the researcher

Theterm observationalstudy coversa wide range of study
designs a common feature of which is that they are
noninterventiona) in the sensethat the study protocol does
not determine the precisefeatures of any therapy givento
the participantsin the study.
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CrossSectional

Provideinformation onprevalence
of aparticularconditionat a single
time point (time window)



Comparison between Non-comparalive
Interventions/ Study (case series,
exposures? case siudy)
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Scottish Intercollegiate Guidelines Network
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Before—After study/
interrupted time series

Yes

Cross-sectional
study

Exposure and outcome
measured at the
same time

Subjectsselectedirrespective of the presenceor absenceof the
characteristicsof interest The purpose of the analysisis to record
associations between variables rather than merely to report
frequenciesof their occurrence
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Comparison between Non-comparative
Interventions/ Study (case series,
exposures? case study)
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A cohort studybeginswith a sampleof peoplewho do not

have the diseaseof interest, it collects information on

exposureto the factor beingstudied andfollows exposed

and unexposedpeople over time. The numbersof newly |

occurring (incideni casesof diseaseare recorded and
Al gorithm for comparedbetweenthe exposuregroups
classifyingstudy —
design forquestions N
of effectiveness Case control |—=2 Groupe defined =1 Cononstuay
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receiveda specificintervention



The Value of Observational Cohort
Studies for Cancer Drugs

Randomized controlled trials — the gold standard for clinical drug evaluation —
can’t always predict adverse events in real-world settings. For the new cancer
therapies, observational cohort studies (OCSs) can help evaluate their effects in
broader populations and provide valuable information for future clinical trials.

BY DAVID R. SPIGEL, MD BIOTECHNOLOGY HEALTHCARE - SUMMER 2010

WHAT IS AN OCS?

An OCS 1s an analysis
of a group of individuals
who have specific fea-
tures in common and
who are followed over a
defined period of time.

Prospective OCSs are
designed to examine pre-
defined primary out-
comes.

Post-approval OCSs generally fol-
low a single cohort, although pa-
tient subgroups may be analyzed
separately.

To represent a broad
and diverse patient base and to de-
tect rare adverse events, large com-
munity-based, multicenter OCSs
are useful in the post-approval set-
ting for new therapeutics.
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Quale dei due studi e piu UTILE per la Clinica?
* Motzer, NEJM 2007, ** Gore, Land@hcol2009
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Effectiveness Versus Efficacy: More
Than a Debate Over Language

Julie M. Fritz, PT, PhD, ATC' Joshua Cleland, PT, DPT, OCS*

To some, the best evidence may be viewed as research that minimizes
bias to the greatest extent possible, while others may prioritize

resf™ch that 1s deemed most pertinent to clinical practice.

Qualita = eliminare
(ridurre) le fonti di bias?
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RatainMJ, ASCO oral presentation, 2006



Effectiveness Versus Efficacy: More
Than a Debate Over Language

Julie M. Fritz, PT, PhD, ATC' Joshua Cleland, PT, DPT, OCS*

To some, the best evidence may be viewed as research that minimizes
bias to the greatest extent possible, while others may prioritize
research that 1s deemed most pertinent to clinical practice.

1

Qualita = trasferibilita
alla pratica clinica?




Integrating real-life studies in the global

therapeutic research framework

*Nicolas Roche, Helen K Reddel, Alvar Aqusti, Eric D Bateman, Jerry A Krishnan,
Richard | Martin, Alberto Papi, Dirkje Postma, Mike Thomas, Guy Brusselle,

Elliot Israel, Cynthia Rand, Alison Chisholm, David Price, on behalf of the

Respiratory Effectiveness Group
www.thelancet.com/respiratory Vol 1 December 2013
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Figure 1: A conceptual framework for therapeutic research
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Major PAIN POINTS in clinical trials

41
L
TreeeTen

Less than 5% of patients with cancer enroll in clinical 70% to 90% of eCRFdata is duplicated in EHRs
trials and 1 in 5 trials are stopped for poor accrual! eSource systems, that account for 70 to 80 hours

Beck JT, Rammage M, Jackson GP, Preininger AM, Dankwa-Mullan |, RoebuckMC, Torres A, Holtzen H, Coverdill SE, Wiliamson MP, Chau Q, Rhee f m a] - 1 1 ff |
K, Vinegra M. Artificial Intelligence Tool for Optimizing Eligibility Screening for Clinical Trials in a Large Community Cancer Center. JOO Clin Cancer O an u re tran S C rl ptl O n e O rt .
Inform. 2020 Jan;4:50-59. doi: 10.1200/CCI.19.00079. PMID: 31977254,

Sundgren, M., PhD., Ammour, Nadir,M.B.A., D.M.D., Hydes, D., Kalra, D., & Yeatman, R. (2021). Innovations in data capture
transforming trial delivery. Applied Clinical Trials, 30(7), 16-20. Retrieved from https://www.proguest.com/scholarly-
journals/innovations-data-capture-transforming-trial/docview/2821706597/se-2
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Major PAIN POINTS studi clinici: COMPLESSITA

Courtesy of Nadir AMMOUR, Sanofi R&D

The total number of endpoints rose 86 % AU M ENTO COM PL ESS |TA

M,'“ | delle sperimentazioni cliniche
| : _ I|
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10 R =3 TRIAL WATCH Rafael A Campo is at Medidata Solutions,
350 Hudson Street, New York, New York 10014, USA

Average number of study inclusion and
exclusion criteria increases by 61%

Correspondence to KA.G.

Trends in clinical trial design complexity

2001-2005

N
VOLUME 16 | MAY 2017 1307 |

) ) ' ' ' Total Number of distinct procedures ‘ NATURE REVIEWS | DRUG DISCOVERY
¢ v 0 30 0 * increases by 59%

© 2017 Macmillan Publishers Limited, part of Springer Nature. Al rights reserved

* Sponsors’ focus in targeting
* Unmet medical needs

* Narrowly defined and stratified i
patient populations.

2011-2015,
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ISSN 2465-2628 | DOI: 10.33393/20.2022.2437
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Raccoltadel dati in IRST - Cartella Clinica Elettronica
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TriNetX LIVE™ Networks

Define, explore, and analyze cohorts from hundreds r T .. . ‘ - " Networks thqt qun the globe

of millions of de-identified patients around the globe

Cohorts on TriNetX LIVE™ are always drawn from a network: a set of HCOs
united by geography, care specialty, or research mission. Our regional
networks, described below, are the largest and most essential to trial
operation and evidence generation.

GLOBAL USA
STUDY DESIGN AND FEASIBIL|TY 21 Countries 1 Country (United States)
Ensuring that proposed criteria, comparators, endpoints, 167 HCOs 81 HCOs

and other protocol specifications will allow for rapid enroliment
and diverse trial participants

204M Patients 152M Patients

TRIAL SITE IDENTIFICATION AND OUTREACH EMEA USA + APAC
Connecting users with trial offices at healthcare organizations 14 Countries 6 Countries
60 HCOs 91 HCOs

(HCOs) around the world along with counts of qualifying patients

38M Patients 156M Patients

REAL-WORLD EVIDENCE AND INSIGHTS
Revealing today’s unmet needs, burden of disease, and

. ; LATAM JAPAN
comparative effectiveness and safety of approved treatments 2 Countries 1 Country (Japan)
18 HCOs 460 HCOs
9M Patients 43M Patients

R s SR et st . o e et ROV 6
m— PER LOSTUDI® £ LA CLURA
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OUR NETWORK IN ITALY

-ASST Brianza, Vimercate (MB)
- ASST Lodi, Lodi (LO)
-ASST Grande Ospedale Metropolitano Niguarda, Milano

-ASST Spedali Civili Brescia, Brescia (BS)

-Azienda Ospedaliero-Universitaria di Ferrara, Cona, Ferrara (FE)

-Fondazione IRCCS San Gerardo dei Tintori, Monza (MB)

-IRCSS Istituto Dermatopatico Italiano (IDI), Roma

-IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) “Dino Amadori”, Meldola (FC)
-IRCCS Ospedale Galeazzi - Sant’ Ambrogio, Milano

-IRCCS Ospedale San Raffaele, Milano

-IRCCS Policlinico San Donato, San Donato Milanese (M)

-IRCCS Istituti Clinici Scientifici Maugeri, Pavia

Italy

Sivlemao Soco Sandono

o . R
Lombardia

VDO SANTARO REGONALY
ML BONAGNS

N\ 160 Ospeil AO.HN-' 03y

Gruppo San Dorato

Sistema Socio Sanitario

Fondazione IRCCS R 1| Ospedale Maggiore d Lodi Roglono
rﬂ@ San Gerardo dei Tintori Lc?mfgy'd.u Disrefi 0 Prosic Lodigioni b tz::bardla

yoe .. Sistemo Socio Sanitario STITUTO
NITIFC Regione DERMOPATICO
. L:r?\ba rdia DELLIMMACOLATA
PER LO STUD" ELACURA  AsST Brianza

LALLS
POLICLINICO SAN DONATO

Sistema Socio Sanitario

Regione IRCES. Of
Lombardia Maugeri Galeazz) - mAmbfogro

ASST Spedali Civili

-Azienda Ospedaliera Universitaria “SS Antonio e Biagio e C. Arrigo” Alessandria (AOU AL), Alessandria

@ TriNetx
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What is TriNetX Connect? 14

The communication and workflow application within the TriNetX platform,
supporting sponsors and study sites with efficient global engagement
and evidence-based identification of study sites

Identify Sites Send Sites

Opportunity with Patients Requests Respond

L;J

Right Study IR i i Right Site

COPYRIGHT © 2025 TRINETX, LLC. ALL RIGHTS RESERVED. CONFIDENTIAL




10

. Artificial Intelligence Tool for Optimizing

RECLUTAMENTO: criticita

DOK:10.1093jnci/dju229
First published online September 4, 2014

©The Author 2014, Published by Oxford University Press. All rights reserved.
For Permissions, please e-mail: journals.permissions @ oup.com.

S

eUIo!

- Eligibility Screening for Clinical Trials in a Large
. Community Cancer Center

COMMENTARY |

1]

8]

J. Thaddeus Beck, MD'; Melissa Rammage, PharmD*; Gretchen P. Jackson, MD, PhD*; Anita M. Preininger, PhD*;
Irene Dankwa-Mullan, MD?*; M. Christopher Roebuck, PhD*; Adam Torres, RN*; Helen Holtzen, RN'; Sadie E. Coverdill, MIM?;
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Adult Cancer Clinical Trials That Fail to Complete: An Epidemic?

Knstian D. Stensland, Russell B. McBride, Asma Latif, Juan Wisnivesky, Ryan Hendricks, Nitin Roper, Paolo Boffetta,
Simon J. Hall, William K. Oh, Matthew D. Galsky

Manuscript received November 30, 2013; revised June 9, 2014; accepted June 15, 2014.

TABLE A3. Time for Eligibility Determination (n = 90 Patients With Cancer and Hematology Patients) Correspondence to: Matthew D. Galsky, MD, Mount Sinai School of Medicine, Tisch Cancer Institute, 1 Gustave L Levy Place, New York, NY 10029

Patients With Breast (e-mail: matthew.galsky@mssm.edu)
Variable Time Cancer Identified Trial 1° Trial 2° Trial 3¢
Manual screening against 3 trials 1 hour 50 minutes 18
WCTM-assisted screening against 3 trials 24 minutes 18 Percent of
WCTM sensitivity, % 100 100 100 Reason for termination Number of trials terminated trials
WCTM specificity, % 76.5 94.1 765
Pooraccrual 362 38.7%
WCTM PPV, % 200 500 200 Accrual " 2
WCTM NPV, % 1000 100.0 100.0 Log'i§t|cs 192 20.5%
Accuracy, % WCTM-manual agreement 778 94.4 778 B Cancellation of trial by sponsor 99 10.6%
Abbreviations: NPV, negative predictive value; PPV, positive predictive value; WCTM, Watson for Clinical Trial Matching. B inadequate budget 52 5.6%
“ClinicalTrials.gov identifier: NCT02437318. B Unavailability of study agent 23 2.4%
®Clinical Trials.gov identifier. NCT01923168. [m] Departure of Principal 18 1.9%
“ClinicalTrials.gov identifier: NCT01633060. Investigator from institution )
Toxicity/efficacy 169 18.1%
Beck JT, Rammage M, Jackson GP, Preininger AM, Dankwa-Mullan I, Roebuck MC, Torres A, Holtzen H, Coverdill SE, Wiliamson MP, Chau a Poo.r results at interim analysis 92 9:9%
Q, Rhee K, Vinegra M. Artificial Intelligence Tool for Optimizing Eligibility Screening for Clinical Trials in a Large Community Cancer B Toxicity/adverse events 77 8.2%
Center. J3O Clin Cancer Inform. 2020 Jan;4:50-59. doi: 10.1200/CC1.19.00079. PMID: 31977254. Toxicity/efﬁcacy Other 212 22.7%
B None given 92 9.9%
B Other 87 9.3%
Logistics B No longer necessary 33 3.5%

Figure 1. Reasons for adult cancer clinical trials failing to complete. Breakdown of the reasons for failure to complete among 935 adult interven-
tional cancer clinical trials.

Stensland KD, McBride RB, Latif A, Wisnivesky J, Hendricks R, Roper N, Boffetta P, Hall SJ, Oh WK, Galsky MD. Adult cancer clinical trials that fail to complete: an epidemic?

| JNatl Cancer Inst. 2014 Sep 4;106(9):dju229. doi: 10.1093/jnci/dju229. PMID: 25190726.




RECLUTAMENTO e CARTELLA CLINICA ELETTRONICA

Utilizzando | dati della cartella clinica e possibile gestire il processo di reclutamento dei pazienti?

The «STRONG» use case

:‘l",
AstraZeneca =

BID) u.s. National Library of Medicine

ClinicalTrials.gov

‘ An Open-Label, Multi-Centre, Study to Assess the Safety of Fixed-Dose Durvalumab + Tremelimumab
Combination Therapy or Durvalumab Monotherapy in Advanced Solid Malignancies. (STRONG)

Speeding up recruitment by making
EHR data searchable for

investigators and establishing a " |
:2:3::::;2:;%??:;?:"2& o } v Se ptember 20, 2017 Y/
‘ ' STRQNG v ETHICS COMMITTEE APPROVAL .« -
Science and innovation jn immunoc-oncology v November 3’ 2017
Fist Submited Date % Mareh 7, 2017 W Insite PARTECIPATION REQUEST
First Posted Date '™E March 21, 2017
Last Update Posted Date February 1, 2018 December 14’ 2017
Actual Start Date 'CME April 17, 2017

v SITE INITIATION VISIT

z::cr:un::f::::o:":non Recruiting De(.:ember 22’ 2917 é
v InSite RECRUITMENT START
Estimated Enrollment '€ 1200 o
Estimated Completion Date March 26, 2023
Estimated Primary Completion Date March 26, 2023 (Final data collection date for primary outcome measure)
——
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First access

RECLUTAMENTO e CARI

e*InSite

Study Recruitment Overview

Clinical
Workbench

,~—-» Patient Filtering

o 7161

35%

(a) non metastatic disease
or patient in bad clinical
condition or development
of 2nd turmor

InSite Studies

STRONG study D4191C00068

Cohort Analysis

O |3

69%

17

(b} sub ject already treated
or in treatment with anti-
PD1or ant-PDL1

L A CLINICA

L ]
Recruiting Studies Nicola Gentili ~ A Notifications

Patient Filtering

& Print patient list

@ Exit patient filter

9R9% 100%
92%

I No. excluded patients

Cumulative excluded patients

12

(d) subject went
elsewhere/lost to follow-up

—

() subject died (&) subject refusal

I ~ Hide summary
'l
I 27
. ; VERIFIED
Diagnos|s —_— EXCLUDED
. - NI 25
dAvh -
Online T 1
. Therapy data | 20
input |‘ ~ PATIENT
“ O 99660719 15
\
\
Evaluations ‘op O 99683042
O 99576877
Follow ( tot. pt CANDIDATES 89
& othe
tot. pt EXCLUDED 51
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Facilitating EHR data extraction for
applications used during trial
execution (e.qg. prefilling of CRFs
and of SAE reports).

Ammour, Nadir, et al. "TransFAIR study: a European multicentre

experimental comparison of EHR2EDC technology to the usual manual
method for eCRF data collection.” BMJ health & care informatics 30.1
(2023).

RACCOLTA DATI e EHR: TRANSFAIR study

E possibile trasferire 1 dati dalla cartella clinica elettronica alle CRF?

Data collection on source  Manual data entry into
document the eCRF
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Figure 1 General organisation of the TransFAIR study. AP-HP, Assistance Publique-Hépitaux de Paris; EHR2EDC, Electronic

Health Records to Electronic Data Capture; PI, principal investigator ; eCRF, electronic Case Report Form.

* Six protocols from three pharma companies (AstraZeneca, Janssen, Sanofi)

* Four categories of health data (demographics, vital signs, laboratory and concomitant medication)
* Hospitals from three countries: AP-HP (France), 12 Octubre (Spain), IRST (ltaly)

* 44 patient consents collected

¢ >11000 data points automatically transferred
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TRANSFAIR study: RESULTS

CORRETTAMENTE trasferito
circa il 20% del dati!

M Health & . TransFAIR study: a European
multicentre experimental comparison of
EHR2EDC technology to the usual
manual method for eCRF data collection

Nadir Ammour,’ Nicolas Griffon,>? Juliette Djadi-Prat ® * Gilles Chatellier,*®
Martine Lewi,” Marija Todorovic,” Augustin Gomez de la Camara,®

Maria Teresa Garcia Morales,® Sara Testoni,” Oriana Nanni,? Christoph Schindler, ™
Mats Sundgren,'’ Aimenia Garvey,'? Tomothy Victor,'? Manon Cariou @ '

Christel Danief

6 protocols, Four Module in Scope

I

» Demographics, Vital Sign, Laboratory and Concomitant Medication
@ 3 pharma (AstraZeneca, Janssen, Sanofi)

-+ 4 hospitals / 3 countries

I l l Hopital Bichat, Hopital Lariboisiere, " Hospital 12 de Octubre I . IRST)
S

Highly Positive Results
» Average : 20, 6%

o
@ 44 patients consents collected

» v
1010
o110

* Best: 33% in two

>11000 data points automatically transferred protocols

E£DC Project - Courtesy of Nadir AMMOUR, Sanofi R&D

Table 4 Proportion of data collected and not collected for
the four domains in the TransFAIR study scope

% of data correctly % of missing
Data domain transferred data
Demographics 34.2 65.8
Laboratories 40.6 59.4
Vital signs 40.9 59.1
Concomitant medications 7.7 92.3

Ammour, Nadir, et al. "TransFAIR study: a European multicentre experimental
comparison of EHR2EDC technology to the usual manual method for
eCRF data collection." BMJ health & care informatics 30.1 (2023).
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PROCEDURES

A

VITALS

DIAGNOSIS

moy
U

et NMEA Network

ams [ riNetX US research sites

LAB RESULTS

GOING DIGITAL Al/ML PREDICTIONS

Digital approaches to Artificial Intelligence (Al)/ Using ML for patient

community engagement for protocol optimization
and outreach

MEDICATIONS

ID Natural Language

patient engagement, Machine Learning (ML) and predicting timelines Processing (NLP)

for chart review
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Associazione Farmaceutici Industria

Societa Scientifica

Young lvestigator Session

03. Endometrial cancer
#434 Association between endometriosis and endometrial cancer: a

real world evidence study rree

Alberto Farolfi ', Sara Testoni ', Francesca Rusconi 2, Nicola Gentili ', llaria Massa !, Valentina Danesi ', Amelia Altavilla ',

Maria Concetta Cursano ', Salvatore Luca Burgio ', Gema Hernandez Ibarburu % and Ugo De Giorgi '

Abstract

Introduction/Background Endometriosis is a benign pathological condition characterized by the ectopic presence of endometrial
tissue. Whether endometriosis predisposes the pathogenesis of endometrial cancer (EC) is still debated. This study uses realworld
data (RWD) from the network of TriNetX healthcare organization (HCO) networks in the US (TNX-US) and EMEA (TNX-EMEA) to
analyze the impact of endometriosis as a risk factor for the development of EC.

Methodology Using TriNetX Platform, we defined a cohort of 284,287 patients with endometriosis and at least 6 months of follow

up at the HCO, 254,726 from TNX-US and 29,561 TNX-EMEA. Propensity score matching between these cohorts and the female
control cohorts in each regional network was used to remove the possible confounding effects of age, body mass index (BMI),

previous diagnosis of pelvic inflammatory disease, breast cancer, other cancer of female genital organs or genetic susceptibility to
cancer. Hazard ratio (HR) was used to compare the incidence of EC between the matched cohorts. Kaplan Meier analysis was used
to compare the overall survival (OS) of EC patients with previous endometriosis vs those without endometriosis patients after

propensity score matching. The time window of observation in both analyses was 10 years.

Results Patients with endometriosis diagnosis had a higher risk of developing EC in both TNX-US (2,151/237,034 vs 620/238,837.
HR 3.49,95% Cl 3.19-3.82) and TNX-EMEA (319/28,241 vs 41/28,282, HR 7.58, 95% Cl 5.48—10.50). The OS of EC patients with
endometriosis was demonstrated to be significantly better than those without endometriosis: the 10-year OS probability was
78.37% vs 62.41% (p<0.01) and 73.11% vs 49.612 (p<0.01), in TNX-US and TNX-EMEA, respectively.

Conclusion Our RWD supports the association between endometriosis and an increased risk of developing EC. Endometriosis-

associated tumors appear to have a better prognosis.

Disclosures U.D.G. has received advisory board or consultant fees from Merck Sharp & Dohme, Bristol My-ers Squibb, Janssen,
Astellas, Sanofi, Bayer, Pfizer, Ipsen, Novartis, and Pharmamar and institutional research grants from Astrazeneca, Sanofi, and
Roche. AF. has received personal honoraria for lectures from Astrazeneca, GSK-Tesaro, Clovis, and advisory board from Jannsen,

Astrazeneca, GSK-Tesaro. The other authors declare no conflict of interest.

TriNetX contributed in the collection and analyses of the data, but had no role in interpretation of data, in the writing of the
manuscript, or in the decision to present the results.

https://doi.org/10.1136/ijgc-2023-ESGO.55

Prima esperienza: ABSTRACT ESGO2023

4,249 follower

o IRCCS Istituto Romagnolo per lo Studio dei Tumori "Dino ...
Sme®

La relazione tra #endometriosi e il rischio di sviluppare un #tumore all*#utero &
stato il tema centrale dello studio presentato dal dott. Alberto Farolfi, oncologo
di IRST "Dino Amadori” Irces della SC #Oncologia #Clinica e #Sperimentale in
#Terapie #innovative ed alte dosi (diretta dal dott. Ugo De Giorgi), nel corso del
congresso European Society of Gynaecological Oncology 2023 che si & tenuto
nei giorni scorsi a #Instabul.

Una presentazione che ha ricevuto if primo premio come miglior studio della
sessione #Young #Investigator #Esgo.

ESGQ

European Society of Gynaecological Oncology
5,162 foliower
5

m « Modificato s @

+ Segui

Congratulations to all speakers of the Young Investigator Session during the
#ESG02023 Congress!

The 1st prize was awarded to dr Alberto Farolfi for the study entitled
“Association between endometriosis and endometrial cancer: a real world

evidencestudy & W R ©

Abstract: https://buffly/3Pwb86A
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EMA Regulatory Science to 2025

Strategic reflection

Strategic goals and core rec

1. Catalysing
the integration
of science and
technology

in medicines’
development

2. Driving
collaborative
evidence generation
— improving the
scientific quality

of evaluations

Aati

jons-H medicines!

Support d lop ts in precision medicine, biomarkers
and ‘omics

Support tr lation of ad d therapy medicinal products
(ATMPs) into patient treatments

Promote and invest in the PRIME scheme

Facilitate the implementation of novel manufacturing technologies

Create an integrated luation pathway for the t
of medical devices, in vitro diagnostics and borderline products

Develop understanding of, and regulatory response to, nanotechnology and
new materials in pharmaceuticals

Diversify and integrate the provision of regulatory advice along the
development continuum

Leverage non-clinical models and 3Rs principles*

Foster innovation in clinical trials

D lop the reg y fr
generation

rk for emerging clinical data

Expand benefit-risk assessment and communication
Invest in special populations initiatives
Optimise capabilities in modelling, simulation and extrapolation

Exploit digital technology and artificial intelligence in decision making

3. Advancing
patient-centred
access to medicines
in partnership with
healthcare systems

4. Addressing
emerging health
threats and
availability/
therapeutic
challenges

5. Enabling and
leveraging research
and innovation in
regulatory science

Contribute to HTA’s preparedness and downstream decision making
for innovative medicines

Bridge from evaluation to access through collaboration with payers

Reinforce p r e in

id

e generation

Promote use of high-quality real-world data (RWD)
in decision-making

Develop network competence and specialist collaborations to engage
with big data

Deliver improved product information in electronic format (ePI)*

Promote the availability and support uptake of biosimilars
in healthcare systems

Further develop external engagement and communications to promote

trust and confidence in the EU regulatory system

Implement EMA’s health threats plan, ring-fence resources and refine
preparedness approaches

Continue to rt devel

PP -

t of new antibacterial agents and

their alternatives®
Promote global cooperation to anticipate and address supply problems*

Support innovative approaches to the development, approval and
post-authorisation monitoring of vaccines

Support the development and implementation of a repurposing framework
Develop network-led partnerships with academic/research centres
to undertake research in strategic areas of regulatory science

Leverage collaborations between academia and network scientists to
address rapidly emerging regulatory science research questions

Identify and enable access to the best expertise across Europe and
internationally

Disseminate and exchange knowledge, expertise and innovation across
the network and to its stakeholders
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Different Challenges and Opportunities for Each Approach

) ] Interventional non- Non-randomized / non-
Randomized Interventional randomized interventional

RWDto assess
enrollment criteria /
trial feasibility

RWD to support site
selection

Traditional RCT

Courtesy of Peter Stein,

OND

Pragmatic. RCTS Prospective data collection
€CRF + selected outcomes

identified using EHR/ claims )
data Pragmatic RCT

using eCRF (+-
eHRdata)

Single arm Registry trials/study

study using

external control Prospective Cohort
Study

Pragmatic RCT
using claims and
eHR data

Mobile technology
used to capture supportive

endpoints (e.g., to assess Casei Control

Using existing databases

ambulation)

Retrospective Cohort Study
(HC)

RWE/ pragmatic RCTs
Observational cohort
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Definitions

A Real-World Data (RWD) are data relating to patient health status
and/or the delivery of health care routinely collected from a variety

of sources rRwbinclude data derived from electronic health records (EHRS), claims and
billing data, data from product and disease registries, patient-generated data
including in home-use settings, and data gathered from other sources that can
inform on health status, such as mobile devices.

A Real-World Evidence (RWE) is the clinical evidence regarding the
usage and potential benefits or risks of a medical product derived
from analysis of RWD.

RWE can be generated by different study designs or analyses, including but not
limited to, randomized trials, such as large simple trials, pragmatic trials, and

\ observational studies (prospective and/or retrospective ).
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INTERVENTIONAL STUDIES

* Pragmatic clinical trials

OBSERVATIONAL STUDIES: PROSPECTIVE

e Traditional cohort studies
e Patient surveys
* Disease registries

OBSERVATIONAL STUDIES: RETROSPECTIVE

e Electronic medical records
* Medical claims data

e Birth or death registries

/ \ e Surveillance databases

REAL WORLD STUDIES

20
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STREAM: Concept & ambition

maSTer framework for RElapsed or REfractory Acute Myeloid leukemia

R/R AML population

O 00 OO0 O O
L [ \ﬁ\/ﬁf V1Y A predefined clinica trial
! ‘! ﬁ | 'h TIT‘lJ T (e.g. IMPACT-AML RPCT)
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Demographics and Clinical

STREAM " hasedon peotnd et TranSfer Patient Data to
| IMPACT-AML RPCT

the patient is eligble based on the
initial criteria

The user can only

The user does not
proceed fo view/edit ! data

patient data in STREAM

Proceed to view patient

medical history

-
Bution 1o transfer patient basc}
demagraphic data from STREAM

Register New Patient

W04 TR STOR A BRI DI ARt o peearne WZRIMITWW
> R e
Button to transfer patient Click the egmr e d
mmmm&m wfw Tl bt gy st wn B catbert bt e n g Tk dele b Benpenct AME RPCT [ages LB, hrerede maabe, Lal or 2l R/R) Surow leens verBlad
fmm STREAM o RPCT P A T 00 ptsort it B obgiy For O K0 gt AT 11 s wor 800 how bkt O gutions] e ne: Tompnact-AML BRCT (hase Sk
Rm |s mlw ( Taosler tn IMBACT-AML RPCT
User has fo enter the date of
Informed consent signature | s——
\
\iaid date . Transfer Data to Impact-AML RPCT ”
Platform
f > * Date of Informed Consent RPCT Signature:
( Succassful transfer of patient dd/mm/yyyy n
" data - A Ink is displayed to view
e t1e added record in the RPCT
REDCap platform

to RPCT REDCap is displayed J

Funded by
the European Union

Transfer Data

}

GYour record of patient: VOHT02Y0G has been successtully created in REDCap

& VOH102Y0G

<+ Transfer Data to RPCT

You can login here to view/ edit the record
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IMPACT- AML RPCT, A Randomized Pragmatic

Clinical Trial for Relapsed/Refractory AML
What challenges?

ELIGIBILITY
PRECIS‘2 W h eel Who is selected ta

partutipaate in the trial®

RECRUITMENT
.. How are participanis
recruited into the

frial?

Project funded Horizon Mission Cancer program

To what extent are all
data included?

High
1stor 2nd R/R AML | i
ntensit HSCT whenever ; \
ECOG<4, M/F>18 yrs 1 y ib| .
Candidate to low and CHT possible FR""‘SRT GIUTE?M?. o\ iiﬂlm‘;
high intensity _ (1 or 2 courses) Or il:p.r:r::;:r;ni; T | trialegefiig ;:ne‘i'
treatments according L Treatment according |
T\(IJ clllrzlcal J;J_dgement ow to physician
¢ No alternative - decisi :
: ecision/observation
fherapics Intensive
Treatment
(max 4 months) | DRGAMNISATION
FOLLOW - UP | l\_What expertise and
339 patients (2 yrs enrollment; 1 yr Follow up) ) HI':'“ “"'—"5‘-‘|§ ; 7 resources are needed
Randomisation 1:1 to receive intensive chemotherapy or low intensity treatment as per country/site clinical practice, & Pacipants followed-up? _ 1o geihver th:
The low intensity or intensive regimen must be selected by the physician before randomization among the options niervention:
available according to clinical practice at country/clinical site level, as per consolidated use or clinical practice FLEXIBILITY - ADHERENCE _,*
What measures are™in / \FL’EK'B'L'W - DELIWERY
place to make sure ~*How should the
participants adhere to the intervention be delivered?
intervergion2 9 ____ jC JEm——— Y/ — 5
Explanatory Pragmatic
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AIOM e ASCO: insieme per piu qualita nel
disegno de trial Esiste ancora un gap fra studi registrativi e real world evidence»,

e la riflessione di Francesco Perrone, Presidente eletto AIOM.
«Servono studi di sequenza terapeutica, di confronto testa a testa

e adattivi, in grado cioe di aggiornarsicon| 6 ev o ldegii o n ¢
scenari diagnostici e terapeutici. E gli endpoint a cui fare

riferimento devono essere solidi, includendo sopravvivenza,

gualita di vita e tossicita». Dati del genere avrebbero ricadute
positive anche dal punto di vista regolatorio.

A guesto scopo, prosegue Perrone, accanto ai grandi studi
registrativied ai trial promossime r i t or i ament e de
«serve una ricerca indipendente piu forte, promossa dal Servizio
sanitario nazionale, capace di rispondere a questi bisogni. Non
dovremmo considerare impossibilel 0 o b idetdrnare & quel
guasi 30% di studi indipendenti di dieci anni fa, quando ormai

) \ 0ggi, in Italia, solo un quinto degli studi su nuovi farmaci e
iIndipendente».




Leading Edge

The Master Observational Trial: A New Class
of Master Protocol to Advance Precision Medicine

Dane Dickson,'-2:" Jennifer Johnson,> Raymond Bergan,' Rebecca Owens,? Vivek Subbiah,* and Razelle Kurzrock®
TKnight Cancer Institute, Oregon Health and Science University, Portland, OR, USA
2Taproot Health, Salt Lake City, UT, USA
3Sidney Kimmel Cancer Center, Thomas Jefferson University, Philadelphia, PA, USA
4University of Texas MD Anderson Cancer Center, Houston, TX, USA
5Moores Cancer Center, University of California at San Diego, San Diego, CA, USA
*Correspondence: dane.dickson@taprootco.com
https://doi.org/10.1016/}.cell.2019.12.009

This commentary introduces a new clinical trial construct, the Master Observational Trial (MOT),
which hybridizes the power of molecularly based master interventional protocols with the breadth
of real-world data. The MOT provides a clinical venue to allow molecular medicine to rapidly
advance, answers questions that traditional interventional trials generally do not address, and
seamlessly integrates with interventional trials in both diagnostic and therapeutic arenas. The result
is a more comprehensive data collection ecosystem in precision medicine.
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SERVIZIO SANITARIO REGIONALE STTUT \ =
EMILIA-ROMAGNA i\)\%\(y\:\() \ ALLEANZA
£ |@ STUDIO : BEsaia Ve
Istiutes Femagnols per fo Stuo dei Turmee “Dino Amadon” (53] rw).as \ CONTRO
tituto & Rovare ¢ Caes & Carstters Scieatisee CIN® AMADCR: IL CANCRO

Studio ODHIN Real World Data e dati genetici in rete

Progetto proposto da IRST e promosso alla rete degli IRCCS Oncologici

? | Real World Data sono dati raccolti durante la pratica - : —— f;\\
£ i c(ﬁ

clinica e "riutilizzati” per ricerca

e | 1 S ,.,,.o

| dati genetici necessari non sono identificativi ma La Clinical Research
Organization |IRST
coordina le attivita di
gestione dello studio clinico

&

aggiungono un enorme valore in termini di capacita

s dianalisi \\ﬁ

| pazienti affidano all'lstituto i
propri dati che, in base alla
normativa sulla privacy, trattano i
le informazioni in modo sicuro,
adottando tutte le misure
necessarie per proteggerlie
condividerne l'uso nel progetto.

Ogni Istituto stringe un rapporto
fiduciario con i propri pazienti
con l'obiettivo di garantire un uso
dei dati etico una collaborazione
diricerca tra i ricercatori della
rete Alleanza Contro il Cancro.
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Maturita digitale
Questionario per la valutazione preliminare di fattibilita per lo studio Odhin

Dati anamnesi Dati terapie

somministrate

oncologiche

ALLEANZA
CONTRO
IL CANCRO

Analisi genetiche NGS

La survey rileva una elevata disponibilita di dati da parte degli Istituti (anamnesi ® No
oncologica 91,7%;, terapie somministrate 91,7%, analisi genetiche 83,3%), tuttavia
circa la meta delle informazioni risultano essere riportate in campi non
strutturati (testo libero).

testo libero

@ Si, ma solo informazioni riportate in

@ Si, in forma strutturata e codificata
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The Oncologist 2020;25:e7461 e752 www.TheOncologist.com

The L
ncologist

Real-World Evidence in Oncology: Opportunities and Limitations

Massimo Di Maw,® Francesco Perrone,” PerrraNco CONTES

*Department of Oncology, University of Turin; Ordine Mauriziano Hospital, Torino, Italy; "Clinical Trial Unit, National Cancer Institute,
IRCCS Fondazione Pascale, Napoli, Italy; “Department of Surgery, Oncology and Gastroenterology, University of Padova and Oncologia
Medica 2, Istituto Oncologico Veneto, |.R.C.C.S., Padova, Italy

Disclosures of potential conflicts of interest may be found at the end of this article.

Key Words. Real-world evidence ¢ Clinical trials » Cancer treatments
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SHARP

A Overall Survival

1.00+

0.75

0.50+

Probability of Survival

0.254

Sorafenib

Placebo

0.00

No. at Risk

R ST R RSP Sl e ) GOV o |
4 5 6 7 8 9 1011 12 13 14 15 16 17

Months since Randomization

Sorafenib 299 290 270 249 234 213 200 172 140 111 89 68 48 37 24 7 1 0
Placebo 303 295 272 243 217 189 174 143 108 83 69 47 31 23 14 6 3 0

Table 2. Summary of Efficacy Measures.*
Sorafenib Placebo Hazard Ratio
Outcome (N=299) (N=303) (95% Cl1) P Value
Overall survival (mo) 0.69 (0.55-0.87) <0.001
Median 10.7 7.9
95% ClI 9.4-133 6.8-9.1
1-yr survival rate (%) 44 33 0.009
Time to symptomatic progression (mo){ 1.08 (0.88-1.31) 0.77
Median 4.1 4.9
95% ClI 3.5-48 4.2-63
Time to radiologic progression (mo) 0.58 (0.45-0.74) <0.001
Median 5.5 28
95% Cl 4.1-6.9 2.7-39
Level of response (%) :
Complete 0 0 NA
Partial 2 0.05
Stable disease 71 67 0.17
Disease-control rate (%)§ 43 32 0.002
T N SR 29
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A 103 No Treatment
— Sorafenib
0.8+ . . . .
The findings of a median survival of o
2 1 beneficiaries with HCC prescribed so
2 06 = the questionable value of sorafenib in
3 ] Patients should be cautioned that
£ ] randomized trials, their life expectant
R 04 | ST .
3 { of sorafenib is likely to be quite small.
[« W = . . .
- Given that sorafenib causes consider
0.2 L‘—Lm_l_‘ symptom palliation, supportive care :
T alternative to sorafenib, particularly fc
-y performance status or advanced cirrh
0.0
0 6 12 18 24
No. at Risk Months Since 60-day Landmark 1
A P S 8 o Sanoff HK . TheOncologist 201
/ \ Sorafernib 223 66 42 25 14
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ESMO GROW :
| | | P
GUIDANCE FOR REPORTING ONCOLOGY o
REAL-WORLD EVIDENCE L

Forthe the crtaria
e, o .
Mot reperted” i
Marms of Authar, Haviewr: [
3 i

Ttk of Maresacsipt .2 ]
or estiar: izE g g

Recommendations e i
[Tt

1.1: Cancisely Include reieant key 1erms refeming i the Study type, Studhy population, objectives, dei sources and outcomes, dspending on the study.

Conszider Including the terms ‘resi-world or ‘sbsenatoral
[ mroaucion

afionaie for gquestoniz),

OOOOOOOOO0 OOOIOOOO0OOOD | OO O

|22 1aentty the gaps In ewidence and expiain why and how they Can be sultabily adcressed by reaHword Evience rEsearch. Specty e new
from

2.3 Briesy Introctuce e aimis) of e sty

[ e
Sdudy oljectivals), design, dats sources end varables

3.1: Provide e study research queston|s) Including a description of the patisns o the object under study and the target oucome(s)

iz study ] type of research as descriptive andior analytical (epianstory o predicive)

3.3 Provide revant inraion 1o describe and classity the study design used I address the Fessarch question

3.4: Give 3 Clear definSon of the silghilty Crisri used 1o seiect the paents or stuay, partcuary azpects
35 Report res-wond used. providing a detalied description and e reascnis) why he source was
considersd the study objectives

3.5 Wihen multipie reai-wond data SOUrces are used, provide desails InCuding or daa Inkage

daabazes
37 Provide detais and tmings of ounce and SHudy G313 Management Consider soeciyng methods of raw 033 colechion, Updates and CompietEness,
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