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La legislazione Europea richiede un continuo monitoraggio e studio
del profilo di rischio-beneficio dei farmaci

E’ necessario generare informazione di alta qualita sull’ uso clinico dei farmaci

e Esposizione della popolazione

e Schemi di utilizzo

* Sicurezza

e Efficacia ed effettiva utilita’ clinica

e Efficacia delle misure di gestione e riduzione del rischio

... fattori che li determinano.



oc P s . . . . BVG {2
12° Niionaie Medicina di Famiglia: cambiare per mantenere i propri valori FIgVG §

Alcuni esempi

Studio sull’utilizzazione della codeina in Europa nella pratica clinica per il
trattamento di tosse e raffreddori in bambini ed adolescenti

IMS Health e THIN e-health records e Nordic registries
http://www.encepp.eu/encepp/openAttachment/fullProtocol/8637

Studio sull’utilizzazione e sicurezza della metformina in pazienti con e senza
insufficienza renale al fine di rivalutare ed armonizzare le linee guida per 'uso della
metformina in pazienti con insufficienza renale

Danish health and administrative registries; UK Clinical Practice Research Datalink
(CPRD). http://www.encepp.eu/encepp/openAttachment/fullProtocol/5252
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Interventional Research Services[edit]
The CPRD offers a range of interventional research services to facilitate the running of clinical trials.
The assessment of the feasibility of research proposals.
Data supply and verification services.
Randomisation into the study at the point of care.
Clinical trial management support.
Long term follow up through routine data collection, minimising the problem of 'lost to follow up'.
A framework for conducting pharmacogenetic studies.
Information collected by the CPRD[edit]
The primary health care data collected by the CPRD is taken from participating GP surgeries in the United Kingdom. Personal identifiers are not collected, protecting the privacy of the individuals from whom the data comes. Data collected includes;
Demographics (including age and sex)
Medical symptoms, signs and diagnoses
Therapy (medicines, vaccines, devices)
Treatment outcomes
Events leading to withdrawal of a drug or treatment
Referrals to hospitals or specialists
Laboratory tests, pathology results
Lifestyle factors (height, weight, BMI, smoking and alcohol consumption)
Socioeconomic status
Patient registration, practice and consultation details


http://www.encepp.eu/encepp/openAttachment/fullProtocol/8637
http://www.encepp.eu/encepp/openAttachment/fullProtocol/5252
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La medicina di famiglia fodamentale per rispondere in maniera
completa a molte questioni di farmaci e salute pubblica
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Sorgenti di informazione che EMA usa per ottenere dati
sull utilizzo clinico dei farmaci

Contribuzioni volontarie: ENCePP network, altri networks, proprietari di
registri , associazioni di pazienti e professionisti della salute

Dati di proprieta’ privata od ottenuti con arrangiamenti contrattuali

e THIN & IMS;

e CPRD (NIH and MHRA)
e AEMPS and BIFAP

e Registi dei paesi nordici

....

e Studi su commissione (e.g. EMA framework contract)
 Programmi Istituzionali (e.g. Horizon 2020)
e Studirichiesti all’ industria
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The Clinical Practice Research Datalink (CPRD) is the new (2011) English NHS observational data and interventional research service, jointly funded by the NIHR and the MHRA
The aim of BIFAP is to promote public health by establishing a computerized database gathering information provided by general practitioners and pediatricians working in the Spanish National Health Service. BIFAP database includes clinical and prescription data from around 4.8 million patients.
The information related to patients is kept completely confidential, strictly adhering to the current Spanish and European legislation. Collaboration in BIFAP of general practitioners and pediatricians is personal, individual and voluntary. 
BIFAP is a non-profit research program operated by the Spanish Medicines Agency (Agencia Española de Medicamentos y Productos Sanitarios - AEMPS), a public agency belonging to the Spanish Department of Health. The database is public, and its use is solely for carrying out pharmacoepidemiological studies. The main use of BIFAP is to evaluate the beneficial and adverse effects of drugs as used in the general population. The database is restricted to research purposes only. 
The purpose of the Scientific Advisory Board of BIFAP is to ensure the scientific and technical quality, relevance, feasibility and interest of the research projects realized, as well as other related activities that may affect the quality of the information of the database.
BIFAP is the largest and most detailed source of public information for the accomplishment of pharmacoepidemiological studies in Spain and one of the largest in Europe.

The Clinical Practice Research Datalink (CPRD) is a governmental, not-for-profit research service, jointly funded by the NHS National Institute for Health Research (NIHR) and the Medicines and Healthcare products Regulatory Agency (MHRA), a part of the Department of Health. We have been providing anonymised primary care records for public health research since 1987. Research using CPRD data has resulted in over 1,500 publications which have led to improvements in drug safety, best practice and clinical guidelines. Examples include confirming safety of MMR vaccine, informing NICE cancer guidance, safeguarding use of pertussis vaccine in pregnancy, influencing the management of hypertension in diabetics. CPRD is now also using primary care data in clinical trials. Examples include a real world diabetes studies comparing a new therapy to standard of care, and randomised controlled trials on myocardial infarction and COPD patients. 
This e-health secure research service combines the expertise of the MHRA's General Practice Research Database (GPRD) and the Department of Health’s NIHR Research Capability Programme (RCP) which piloted the service over the last four years. CPRD combines the activities of GPRD and RCP.
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Studi finanziati da EMA a contratto pubblico

Calls for tender subject to the rules of Directive 2014/24/EU on public procurement

. EU PAS

Topic Year Register ID
A/H1IN1 pandemic vaccines and pregnancy 2010 5304
outcomes
Impact of risk minimisation in patients treated with 2010 2236
rosiglitazone-containing products
Isotretinoin and the effectiveness of the Pregnancy 2011 4654
Prevention Programme in Europe
Patterns and determinants of use of oral 2011 3520
contraceptives in the EU
Monitoring the effectiveness of risk minimisation in 2011 3221
patients treated with pioglitazone-containing
products
Risk of cardiac valve disorders associated with the 2011 7967
use of biophosphonates
Association between anxiolytic or hypnotic drugs 2012 1062
and total mortality
Metformin use in renal impairment 2013 7492
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Limited budget
Long procedure
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Conclusioni del Consiglio Dei Ministri della Salute Europei
sulla medicina personalizzata Dicembre 2015

Non abbiamo una definizione del termine “medicina personalizzata”, ma
generalmente si comprende che il termine si riferisce a

From: ‘General Secretariat of the Council
on: 7 Decamber 2015

- Council conchusians (T December 2015)

Modello medico che usa la caratterizzazione del fenotipo € del geNOTIPO e cumtumtmme s sepass
dell’individuo (inclusi il profilo molecolare, la radiodiagnostica, dati sullostiledi
vita) che pemettono di deinire la giusta strategia terapeutica per la persona

giusta al momento giusto, e/o determinare la predisposizione alla malattia,

e/o assicurare tempestivamente prevenzione mirata.

eLa medicinal personalizzata e’ correlata al concetto piu’ ampio di assistenza
centrata sul paziente, che in generale implica, che i sistemi di salute pubblica
devono rispondere meglio ai bisogni del paziente
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Joint EU Medicines Agencies network strategy to 2020

e ..tra gli obbiettivi fondamentali....

...Sostenere innovazione focalizzata sul paziente e contribuire ad un
vibrante settore di scienze della vita in Europa.
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Terapie mirate in aumento

EMA evaluated medicinal products containing PGx biomarker in their label under Therapeutic Indication (1999 and 2014)
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The number of pharmacogenomic biomarker in EU product label have been steady between 1999 and 2010 and since then gradually increasing in recent years. Initially, they have been intended for information only, progressing into becoming one of the important determinant for selection of patients likely to benefit from treatment and “more” individualised dose selection. Biomarker information may also be included in the labelling in case of negative selection (i.e., if the biomarker is used to select a population unlikely to respond) or in case of uncertainty about the value of the biomarker but where a negative selection is suspected, e.g. vandetanib.
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Table 4. Studied patient population (biomarker positive and/or negative) in pivotal clinical trial leading to initial marketing authorisation
PGx biomarker Active substance Patient population studied in pivotal trial for initial MAA
HLA-B*5701 Abacavir (Ziagen) HLA-B*5701 positive and negative (not tested at time of MAA)
Abacavir/lamivudine (Kivexa)
Abacavir/lamivudine/zidovudine (Trizivir)

CD30 Brentuximab vedotin (Adcetris) CD30 positive only

HER2 Everolimus (Afinitor) HER negative only
Trastuzumab (Herceptin) HER positive only
Lapatinib (Tyverb)
Pertuzumab (Perjeta)
Trastuzumab emtansine (Kadcyla)

RAS Panitumumab (Vectibix) Wild-type and mutant
Cetuximab (Erbitux)

EGFR Cetuximab (Erbitux) EGFR positive only
Gefitinib (Iressa) EGFR positive and negative
Erlotinib (Tarceva)
Afatinib (Giotrif) EGFR positive only

ALK Crizotinib (Xalkori) ALK-positive and negative

BRAF V600 Vemurafenib (Zelboraf) BRAF V600 mutation positive only
Dabrafenib (Tafinlar)

BCR-ABL Imatinib (Glivec) Philadelphia chromosome (ber-abl) positive (Ph+) only
Dasatinib (Sprycel)
Nilotinib (Tasigna)
Bosutinib (Bosulif)
Imatinib (actavis, accord, medac, teva) Bioequivalence studies
Ponatinib (Iclusig) T315H+ mutation only

Kit CD117 Imatinib (Glivec) Kit (CD 117) positive only

CFTR G551D Ivacaftor (Kalydeco) G551D positive mutation only
FIP1L1-PDGFR Imatinib (Glivec) FIP1L1-PDGFRu positive rearrangement only
T315I Ponatinib (Iclusig) T315l positive mutation only
RET mutation Vandetanib (Caprelsa) RET mutation positive and negative
PML/RAR-ux Arsenic trioxide (Trisenox) t(15;17) translocation and/or PML/RAR-c positive and negative
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The Pharmacogenomics Journal (2015), 1 – 10
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Studi clinici disegnati sulla presenza di biomarkers predittivi:
e Selezione dei pazienti guidata da biomarker (s)
e Bisogna studiare, dopo approvazione, anche | pazienti biomarker (-) ?

e Chi partecipa alle misure di minimizzazione dei rishi che |’ industria farmaceutica deve
implementare? (Risk Management Plan)

e Come vengono monitorati | diagnostici che identificano la presenza di biomarkers?

e Sono confrontabili | risultati ottenuti con vari test?

Nuovi disegni e metodi per gli studi durante lo sviluppo clinico pre-autorizzazione
e Disegno con adattamenti pianificati (numero pazienti, tipo pazienti etc)
e Studi ad ombrello o cestino (Umbrella and Basket trials)

e Studi disegnati per seguire un algoritmo

Nuove metodologie per gli studi clinici siaccompagnano a nuove sorgenti di dati

e  Studi sull’efficacia post-autorizzazione, Registri, cartelle elettroniche, Dati dal Mondo Reale (Real

World Data — RWD)

 Possibilita’ di usare dati derivati da vari studi indipendenti?

e Big Data?, Patient’s clouds, Digital health /
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Capability and existing resources leveraging 
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Medicina Personalizzata:
investimento per un sistema (di salute) sostenibile
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Integration in the overall health care approach
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Sustainable health care: current and potential Impact of medicines in treatment of cancer across EU –Slide provided by EAPM

Is it Personalised Medicine a tool towards a sustainable health care
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Registries workshop
~28th October

Proteomics
Functional

Phenotypes

Structural
biology
Big Data Workshop
14-15t November

Environmental
data
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Come sostenere la ricerca della medicina di famiglia

Promuovere la convergenza tra bisogni delle autorita regolatorie ed
interessi della comunita di ricerca della medicina di famiglia per
monitorare e studiare il beneficio-rischio dei farmaci

Promuovere e sviluppare le competenze della medicina di famiglia

Assicurare la partecipazione della medicina di famiglia al dibattito sulla
qualita dei dati generati sul territorio (BIG DATA)

« Workshop Aprile 2016

« Rafforzare la collaborazione con le organizzazioni dei medici di
medicina di famiglia EFPC/ WONCA/ UEMO

e Studiare le possibili interazioni tra “European General Practice
Research Network “ (EGPRN) ed altri networks esistenti

ENCePP

 EFPC come observer in ENCePP

« Promuovere iniziative congiunte ENCePP _medicima di famiglia ‘
My —————
- - k = b R s - r '
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Ci si sta muovendo verso ricerca e sviluppo dei
farmaci in risposta a dati di alta qualita’ derivati
dalla vita clinica reale

La autorita’ di regolamentazione hanno bisogno di
sostenere la ricerca anche al di fuori del formato
tradizionale dello studio clinico e che includa la

medicina di famiglia

La medicina di famiglia e’ una risorsa sotto-
utilizzata necessaria per un sistema di salute
pubblica sostenibile focalizzato sul paziente

e
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Grazie per la vostra attenzione

Si ringraziano per il loro contributo
lvana Silva, segretariato del gruppo di lavoro EMA Professionisti della salute
Alison Cave, Dipartimento Farmacovigilanza

Further information

European Medicines Agency
30 Churchill Place ® Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

Follow us on ’EMA_News

-_——
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Note: This slide is OPTIONAL. It uses the 'Closing slide' layout. Delete if not needed.
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