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Duchenne: la Commissione europea confermail =
parere del Chmp e ritira I'Aic di ataluren =

Ataluren (nome commerciale Translarna) farmaco sviluppato da PTC Therapeutics per la disurona
muscolare di Duchenne causata da mutazioni nonsenso (hmDmd).

Translarna (ataluren), € una terapia di ripristino proteico progettata per consentire la produzione di una proteina funzionante in pazienti con
malattie genetiche causate da mutazioni nonsenso. Le mutazioni nonsenso interrompono prematuramente |a sintesi di una proteina essenziale,

impedendone la normale funzione. Nel caso della distrofia muscolare di Duchenne, la proteina compromessa ¢ la distrofina, fondamentale per Ia
stabilita strutturale dei muscoli scheletrici, cardiaci e respiratori.

Translarna e stato autorizzato in diversi paesi per il trattamento della nmDMD nei pazienti deambulanti a partire dai 2 anni di eta. Negli Stati
Uniti, il farmaco & ancora considerato un farmaco sperimentale.

Novembre 2023: il Comitato per i medicinali per uso umano (CHMP) dell’Agenzia europea dei
medicinali (EMA) si e espresso negativamente non confermando I’autorizzazione all’immissione in
commercio condizionata rilasciata nel 2014, ritenendo che il rapporto rischio-beneficio del farmaco
non sia stato adeguatamente dimostrato.

Le famiglie di bambini Duchenne, le associazioni dei pazienti e i clinici avevano chiesto la conferma
del’AlC.

Marzo 2025: la Commissione europea si e espressa negativamente decidendo di non rinnovarne
['autorizzazione all’immissione in commercio.

Le famiglie dei pazienti intendono procedere per via legale, chiedendo alla Corte di giustizia la
sospensione della decisione affinché I'azienda possa continuare a produrre e fornire il farmaco. Dallo
scorso venerdi infatti Ptc non puo piu inviare il farmaco in Italia.



Results from latest post-authorisation study

Study 041 was the second study carried out after authorisation that aimed to confirm the benefits of Translarna. The
first post-authorisation study (study 020), carried out earlier, had failed to confirm the effectiveness of Translarna
but suggested that a subgroup of patients, those with a progressive decline in their ability to walk, might be more
sensitive to the treatment. The main objective of study 041 was therefore to look at the effect of Translarna in this

subgroup of patients.

The results showed that the distance patients could walk in six minutes after 18 months of treatment decreased by
about 82 metres in the Translarna group compared with 90 metres in the placebo (dummy treatment) group;
however, this difference was not statistically significant, meaning that it may be due to chance.

Similarly, when looking at the decline in motor functions after about 18 months as measured using a standard scale
called North Star Ambulatory Assessment (NSAA), the difference between patients treated with Translarna and those

patients from two registries. In the study, patients from the STRIDE registry were treated with Translarna for an
average of 5.5 years between 2015 and 2022, while patients from the CINRG DNHS registry were not treated with
Translarna and were followed up between 2006 and 2016.

suggested a delay in the loss of ability to walk in some patients treated with Translarna compared with those in the
CINRG DNHS registry, the Committee could not draw conclusions on the benefits of Translarna from these data
because of several differences between the registries and biases making the comparison inconclusive. Furthermore,
the Committee considered that these data do not outweigh the negative results of the two post-authorisation studies

(study 041 and study 020).

https://www.ema.europa.eu/en/news/translarna-ema-re-confirms-non-renewal-authorisation-duchenne-muscular-dystrophy-medicine



Valutazione studio clinico

Analisi approfondita di diversi aspetti metodologici, etici e pratici.
Disegno dello studio

Popolazione dello studio
Misurazione degli outcome

Analisi statistica

Gestione dei dati e bias

Etica e regolamentazione

Risultati e interpretazione
Generalizzabilita

Pubblicazione e reporting
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BIOBANKS

WMA DECLARATION OF TAIPEI ON ETHICAL
CONSIDERATIONS REGARDING HEALTH DATABASES AND

Adopted by the 53" WMA General Assembly, Washington, DC, USA, October 2002
and revised by the 671" WMA General Assembly, Taipei, Taiwan, October 2016

12. If the data or biological material are collected and stored in a Health Database or a Biobank for multiple and
indefinite uses, consent is only valid if the concerned individuals have been adequately informed about;

e The purpose of the Health Database or Biobank;

® The risks and burdens associated with collection, storage and use of data and material;
# The nature of the data or material to be collected:;

* The procedures for return of results including incidental findings;

* The rules of access to the Health Database or Biobank;

+ How privacy is protected;

* The governance arrangements as stipulated in paragraph 21;

* That in case the data and material are made non-identifiable the individual may not be able to know what is
done with their data/material and that they will not have the option of withdrawing their consent;

* Their fundamental rights and safeguards established in this Declaration; and

* When applicable, commercial use and benefit sharing, intellectual property issues and the transfer of data or
material to other institutions or third countries.

21

Governance arrangements must include the following elements:

The purpose of the Health Database or Biobank;

The nature of health data and biological material that will be contained in the Health Database or Biobank;
Arrangements for the length of time for which the data or material will be stored;

Arrangements for regulations of the disposal and destruction of data or material;

Arrangement for how the data and material will be documented and traceable in accordance with the
consent of the concerned persons;

Arrangement for how the data and material will be dealt with in the event of change of ownership or closure;
Arrangement for obtaining appropriate consent or other legal basis for data or material collection;
Arrangements for protecting dignity, autonomy, privacy and preventing discrimination;

Criteria and procedures concerning the access to and the sharing of the health data or biological material
including the systematic use of Material Transfer Agreement (MTA) when necessary;

The person or persons who are responsible for the governance;
The security measures to prevent unauthorized access or inappropriate sharing;
The procedures for re-contacting participants where relevant;

The procedures for receiving and addressing enquiries and complaints.
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Medical Device

Medical Device Coordination Group Document

MDCG 2019-11

MDCG 2019-11

Guidance on Qualification and Classification
of Software in Regulation (EU) 2017/745 - MDR
and Regulation (EU) 2017/746 — IVDR

October 2019

This document has been endorsed by the Medical Device Coordination Group
(MDCG) established by Article 103 of Regulation (EU) 2017/745. The MDCG is
composed of representatives of all Member States and it is chaired by a
representative of the European Commission.

The document is not a European Commission document and it cannot be regarded
as reflecting the official position of the European Commission. Any views expressed
in this document are not legally binding and only the Court of Justice of the European
Union can give binding interpretations of Union law.

1
Is the product ‘Software’
sccording to the
definition of this guidance ?

Yes

2
Is the software an ‘MDR Annex XV device',
an ‘Accessory’ for a medical device according to Art. 2(2)
of the MDR or MDR or “software driving or influencing the
use of a (hardware)
medical device'?

3.
Is the software performing an

3

(Nut covered by this guu:lmce)

action on data different from
storage, archival, cammunication or
simphe search?

Yes

4
Is the action for the benefit
of individual patients?

Yes

5
Is the software a Medical Device Software (MDSW)
according to the definition of this guidance ?

Yes

'

4{Cuvcrl:d by the Medical Devices Ftrzuhﬁons')

No

C

r r
Mot covered by the
Medical Devices Regulations®




Ufficio Sperimentazione Clinica

Guida alla presentazione della domanda di autorizzazione alla
Sperimentazione Clinica che preveda l'utilizzo di sistemi di Intelligenza

Artificiale (Al) o di Machine Learning (ML)

AIFA Agenzia Italiana del Farmaco

Gruppo di lavoro AIFA che ha redatto la guida

Il tipo di modello e il livello di interazione previsto con la SC

Se il modello & o non & oggetto di indagine clinica nel contesto della SC (es. correlazione con
obiettivi e/o endpoints della SC)

L'impatto previsto dall’utilizzo del sistema di Al/ML (es. diritti, sicurezza, benessere dei
soggetti, dati o risultati della SC, ecc...)

IMP discovery and development

Disegno del Protocollo

Conduzione della SC

Eleggibilita dei soggetti in SC

Segnalazione di Eventi Avversi

Sicurezza e tossicita del Prodotto Medicinale

Qualita e validazione dei dati

Assicurazione di qualita

Real world evidence data (RWE)

Supporto alla decisione clinica

Aderenza alla terapia

Supply chain

Applicazione a wearables e app

e |'utilizzo previsto del modello

e Lo scopo dell’utilizzo e relativo valore aggiunto (e/o beneficio per i soggetti in SC) ascrivibile
all'impiego di Al/ML

¢ Chi ne siano gli utilizzatori nel contesto della SC (personale sanitario, soggetti in
sperimentazione, ecc...)

* Latipologia di modello con specifica dell’algoritmo/i utilizzato/i e della versione

Eventuali precedenti utilizzi e il livello di evidenza della qualita degli studi usati per costruire
il modello

La tipologia (incluso ad esempio il formato originale dei dati, se trattasi di dati strutturati o
non strutturati), 'origine e la modalita di acquisizione dei dati utilizzati, I'affidabilita,
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