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GENERAL NEWS

New survey on newborn screening

Rare Barometer, a EURORDIS — Rare Diseases Europe
global survey initiative, has launched a new survey on the
opinion of people living with a rare disease on newborn
screening. The survey is open to families with a rare
disease from any country in the world, and is translated
into 24 languages.

The survey will enable EURORDIS to gather the opinion
of people living with rare diseases on the benefits and
possible challenges related to newborn screening

of rare diseases.

It should take no more than 20 minutes to complete and
will be open until July 9, 2023.

Find more information on the survey here!

Guidance for industry to prevent
and mitigate medicine
shortages

EMA has published recommendations for industry

on good practices to ensure continuity in the supply of
human medicines, prevent shortages and reduce their
impact.

This guidance complements the guidance for patients’
and healthcare professionals’ organisations published last
year to help prevent and manage shortages of human.
medicines.

For more information read here.
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EMA multi-stakeholder workshop
on qualification of novel
methodologies

Last April 2023 took place the multi stakeholder
workshop on qualification of novel methodologies that
brought together academia, learned societies, public-
private partnerships, consortia, patients, HTA bodies,
regulators and industry to explore the scope, process
and outcomes of the qualification of novel
methodologies platform.

The recording is now available. Watch the two-day
workshop here.

It's nomination time again! - * Q

Nominate your EURORDIS Black &, * 3/2122'}‘%57//

Pearl Awards 2024 here!
4 AWARDS


https://form.jotform.com/230511650548350
https://form.jotform.com/230511650548350
https://www.sphinxonline.com/surveyserver/s/EURORDIS75/NBS_INTERFACE/questionnaire.htm
https://www.sphinxonline.com/surveyserver/s/EURORDIS75/NBS_INTERFACE/questionnaire.htm
https://www.sphinxonline.com/surveyserver/s/EURORDIS75/NBS_INTERFACE/questionnaire.htm
https://www.eurordis.org/rare-barometer-launches-new-survey-on-newborn-screening/
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/good-practices-industry-prevention-human-medicinal-product-shortages_en.pdf
https://www.ema.europa.eu/en/documents/other/good-practice-guidance-patient-healthcare-professional-organisations-prevention-shortages-medicines_en.pdf
https://www.ema.europa.eu/en/documents/other/good-practice-guidance-patient-healthcare-professional-organisations-prevention-shortages-medicines_en.pdf
https://www.ema.europa.eu/en/news/guidance-industry-prevent-mitigate-medicine-shortages
https://www.ema.europa.eu/en/events/ema-multi-stakeholder-workshop-qualification-novel-methodologies#recordings-section

In the spotlight: EMA Annual Report

EMA Annual Report 2022

The European Medicines Agency (EMA) is responsible for the scientific
evaluation, supervision and safety monitoring of medicines in the
European Union. The 2022 annual report is now published, highlighting
the Agency's most significant achievements in 2022.

It also contains reflections by EMA staff, its partners and stakeholders on (J

topics of major interest in medicine and health and key figures, including MR R
core statistics that highlight the main outcomes of the Agency's activities ANNUAL
and interesting trends and changes observed in recent years, such as REPORT

patient involvement at the EMA.

In 2022, EMA recommended 89 medicines for marketing authorization,
21 orphan medicines. The Agency recommended two vaccines and two
treatments for COVID-19. Throughout the year, EMA approved 16 new
manufacturing sites for COVID-1g9 vaccines, bringing a total of 68
approved manufacturing sites. This ensures high-quality manufacturing
processes and results in a steady supply of high-quality and safe vaccines.

EMA continued to closely monitor the safety of medicines on the market
and act when needed. The product information for 467 centrally
authorised medicines was updated based on new safety data in 2022.

Adapted from EMA Annual Report 2022
For more detailed information, download the full annuval report 2022 and
check the digital report to see the most important highlights regarding the
evaluation and monitoring of human and veterinary medicines and a
selection of key figures.

The role of patients in scientific advice and protocol assistance

The role of patients in scientific advice is critical to inform medicines Sciantific-advice and protocol-assistance
developers and regulators on what is most important for the community. requests received - total

853 833

Patients can be invited to contribute written comments or to participate in ks 1o

meetings to discuss the medicine development plan proposed by the 634 SIS 143

mpany. 125
company s
In 2022, EMA received 704 requests for scientific advice. Compared to 2021,
the overall number was similar, but the proportion of COVID-19 related
requests was lower.
Protocol assistance is the special form of scientific advice for developers of 2018 2019 2020 2021 2022
designated orphan medicines for rare diseases. The requests for protocol B Scientific-advice and follow-up requests
assistance decreased by 21%, from 163 requests in 2021 to 129 in 2022. sl nae e

Protocol-assistance and follow-up requests

For more information, please read the full EMA Annual Report 2022. Adapted from EMA Annual Report 2022


https://www.ema.europa.eu/en/documents/annual-report/2022-annual-report-european-medicines-agency_en.pdf
https://www.ema.europa.eu/en/annual-report/2022/index.html
https://www.ema.europa.eu/en/documents/annual-report/2022-annual-report-european-medicines-agency_en.pdf
https://www.ema.europa.eu/en/documents/annual-report/2022-annual-report-european-medicines-agency_en.pdf
https://www.ema.europa.eu/en/documents/annual-report/2022-annual-report-european-medicines-agency_en.pdf

MEDICINES SAFETY

Pharmacovigilance Risk
Assessment Committee (PRAC)
May 2023

Review of Hydroxyprogesterone-
containing medicinal products

EMA has started a review of medicines containing
hydroxyprogesterone following concerns about the safety
and effectiveness of these medicines. In the EU, these
medicines are given as injections to prevent pregnancy loss
or premature birth in pregnant women. In some countries
they are also authorised for the treatment of various
gynaecological disorders.

EMA's safety committee (PRAC) started this review due to
concerns about results from a study which suggested that
people who were exposed to hydroxyprogesterone
caproate in the womb may have an increased risk of cancer
compared with those who were not.

The PRAC will review the risks and benefits of these
medicines in all their approved uses and issue a
recommendation on whether their marketing
authorisations should be maintained, varied, suspended or
withdrawn across the EU.

More information is available here.

Minutes February 2023
Agenda May 2023
Meeting Highlights May 2023

Safety signals
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Recommendations on medication errors
Good Pharmacovigilance Practices

Rules of procedure on the organisation and conduct

What's new in Pharmacovigilance?

QPPV UPDATE

Click on the image to get the latest issue of QPP Update,
an EMA newsletter with the latest news on EU
Pharmacovigilance
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https://www.ema.europa.eu/en/documents/newsletter/whats-new-pharmacovigilance-qppv-update-issue-1-2022_en.pdf
https://www.ema.europa.eu/en/documents/minutes/minutes-prac-meeting-6-9-february-2023_en.pdf
https://www.ema.europa.eu/en/documents/agenda/agenda-prac-meeting-10-12-may-2023_en.pdf
https://www.ema.europa.eu/en/news/meeting-highlights-pharmacovigilance-risk-assessment-committee-prac-10-12-may-2023
https://www.ema.europa.eu/en/documents/newsletter/whats-new-pharmacovigilance-qppv-update-issue-1-2022_en.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Medicines_under_additional_monitoring/2013/04/WC500142453.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000679.jsp&mid=WC0b01ac05800250b5
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000376.jsp&mid=WC0b01ac05807477a6
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000398.jsp&mid=WC0b01ac058098f1c0
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000345.jsp&mid=WC0b01ac058058f32c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000658.jsp&mid=WC0b01ac0580961211
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2016/04/WC500204895.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2016/04/WC500204895.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2016/04/WC500204895.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/PRAC_recommendation_on_signal/2017/02/WC500221789.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/PRAC_recommendation_on_signal/2017/02/WC500221789.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/PRAC_recommendation_on_signal/2017/02/WC500221789.pdf
https://www.ema.europa.eu/en/glossary/prac
https://pubmed.ncbi.nlm.nih.gov/34767803/
https://www.ema.europa.eu/en/medicines/human/referrals/hydroxyprogesterone-containing-medicinal-products

Orphan medicines key figures
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COMMITTE FOR MEDICINAL PRODUCTS FOR HUMAN USE

CHMP Meeting Highlights L T e o )

Agenda May 2023
May 2023 Meeting Highlights May 2023

In May, the CHMP recommended 2 new medicines for approval, 1 of them an orphan medicine:

e Ztalmy (ganaxolone), for the treatment of epileptic seizures associated with cyclin-dependent kinase-like
5 deficiency disorder, a genetic disorder defined by seizures beginning in infancy.
o Pylclari (piflufolastat (18F)), intended for the diagnosis of prostate cancer.

The CHMP also recommended 2 extensions of therapeutic indication, 1 of them an orphan medicine:

e Sogroya (somapacitan), indicated for the replacement of endogenous growth hormone (GH) in children
aged 3 years and above and adolescents with growth failure due to growth hormone deficiency
(paediatric GHD), and in adults with growth hormone deficiency (adult GHD).

e Opdivo (nivolumab), in combination with platinum-based chemotherapy, indicated for the neoadjuvant
treatment of resectable non-small cell lung cancer at high risk of recurrence in adult patients whose
tumours have PD-L1 expression = 1%.

The CHMP reviewed Adakveo (crizanlizumab) and concluded that the benefits of the medicine did not outweigh its
risks. Therefore, the committee has recommended that should no longer be used to prevent painful crises in
patients aged 16 years and older with sickle cell disease, a genetic condition in which the red blood cells become
rigid and sticky and change from being disc-shaped to being crescent-shaped (like a sickle).

Two applications for marketing authorisation were withdrawn: Asimtufii (aripiprazole), as a maintenance
treatment of schizophrenia, and Susvimo (ranibizumab), for the treatment of neovascular age-related macular
degeneration in adults.

For further details, read the full CHMP meeting highlights.

CHMP statistics: May 2023
|
305

Positive opinions on new medicines

New [non-orphan] medicines 1 4
Orphan medicines 1 ’

Biosimilars 0

Generic / hybrids / informed consent 0

HUMAN MEDIC

retermiuals

HIGHL

Click on the image to get the latest issue of Human Medicines Highlights, a newsletter published by EMA
address to organisations representing patients, consumers and healthcare professionals summarising
key information on medicines for human use.

TS
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https://www.ema.europa.eu/en/documents/newsletter/human-medicines-highlights-march-2022_en.pdf
https://www.ema.europa.eu/en/documents/minutes/minutes-chmp-meeting-27-30-march-2023_en.pdf
https://www.ema.europa.eu/en/documents/agenda/agenda-chmp-meeting-22-25-may-2023_en.pdf
https://www.ema.europa.eu/en/news/meeting-highlights-committee-medicinal-products-human-use-chmp-22-25-may-2023
https://www.ema.europa.eu/en/medicines/human/summaries-opinion/ztalmy
https://www.ema.europa.eu/en/medicines/human/summaries-opinion/pylclari
https://www.ema.europa.eu/en/medicines/human/summaries-opinion/sogroya-0
https://www.ema.europa.eu/en/medicines/human/summaries-opinion/opdivo-9
https://www.ema.europa.eu/en/medicines/human/referrals/adakveo
https://www.ema.europa.eu/en/glossary/marketing-authorisation
https://www.ema.europa.eu/en/news/meeting-highlights-committee-medicinal-products-human-use-chmp-22-25-may-2023
https://www.ema.europa.eu/en/documents/newsletter/human-medicines-highlights-march-2022_en.pdf
http://www.eurordis.org/content/2016-marketing-authorisations

COMMITTEE FOR ORPHAN MEDICINAL PRODUCTS

Minutes April 2023
Agenda May 2023

COMP will no longer publish meeting reports, all the information now in the minutes

COMP

The Committee for Orphan Medicinal Products (COMP) is the European Medicines Agency's (EMA) committee
responsible for recommending orphan designation of medicines for rare diseases.

The COMP was established in 2000, in line with Regulation (EC) No 141/2000 and is responsible for evaluating applications
for orphan designation and reviewing it at time of marketing authorisation. This designation is for medicines to be developed
for the diagnosis, prevention or treatment of rare diseases that are life-threatening or very serious. In the European Union
(EV), a disease is defined as rare if it affects fewer than 5 in 10,000 people across the EU. The European Commission
decides whether to grant an orphan designation for the medicine based on the COMP's opinion.

An orphan designation allows a pharmaceutical company to benefit from incentives from the EU, such as reduced fees and
protection from competition once the medicine is placed on the market.

The COMP also advises and assists the European Commission on matters related to orphan medicines, including:

e developing and establishing an EU-wide policy;
e drawing up detailed guidelines;
e liaising internationally.

COMP is planning the following activities for the year 2023:

e Defining the requirements for major contribution to patient care at orphan designation as well as at marketing
authorisation stage and draft a concept paper outlining the conclusions as guidance to sponsors.

e Work on the flexibility in the definition of orphan conditions to be more in line with innovative scientific
development (for example the use of biomarker or tissue-agnostic therapies).

e  Continue the pilot of RWE studies to support COMP decision-making including identification of use cases.

Read here the full work plan for more information.

COMP members celebrating rare diseases day 2023!


https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:32000R0141
https://www.ema.europa.eu/en/human-regulatory/overview/orphan-designation
https://www.ema.europa.eu/en/documents/work-programme/comp-work-plan-2023_en.pdf
https://www.ema.europa.eu/en/documents/report/comp-meeting-report-review-applications-orphan-designation-march-2022_en.pdf
https://www.ema.europa.eu/en/documents/minutes/minutes-comp-meeting-18-20-april-2023_en.pdf
https://www.ema.europa.eu/en/documents/agenda/agenda-comp-meeting-15-17-may-2023_en.pdf

han medicines in 202

Marketing Date of Marketing
Medicinal Product Authorisation Holder Therapeutic Indication Authorisation

Hemgenix® CSL Behring Gmbh Haemophilia B 20/02/202

(etranacogene dezaparvovec) 9 P 3

Tibsovo ® . Acute Myeloid Leukaemia and

(ivosidenib) Les Laboratoires cholangiocarcinoma 12/05/202

Servier 9 5 3

Hyftor®
(sirolimus) Plusultra pharma Facial angiofibroma 15/05/2023

GmbH

Please click also on the following links to see:

Orphan medicinal products authorised during 2023

Orphan medicinal products authorised since 2000


https://download2.eurordis.org/omp/Website_Marketing_authorisations_May2023%282%29.docx
https://download2.eurordis.org/omp/OMPs-marketing-authorisation_May2023-2.pdf

PAEDIATRIC COMMITTEE

PDCO no longer publishes meeting reports. All the information now can be found in the minutes!

Minutes April 2023

Agenda May 2023

PDCO

The Paediatric Committee (PDCO) is the European Medicines Agency's (EMA) scientific committee responsible for
activities on medicines for children and to support the development of such medicines in the European Union by
providing scientific expertise and defining paediatric needs.

The PDCO was established in line with the Paediatric Regulation, which came into effect in 2007, to improve the health of
children in Europe by facilitating the development and availability of medicines for children aged o to 17 years.

The PDCO's main role is to assess the content of paediatric investigation plans (PIPs), which determine the studies that
companies must carry out in children when developing a medicine. This includes assessing applications for a full or
partial waiver and for deferrals.

The PDCO is not responsible for marketing authorisation applications for medicines for use in children, which is in the remit
of the CHMP.

PDCO is planning the following activities for the year 2023:

e  Conduct the pilot on RWE studies including through DARWIN EU to support PDCO decision-making including
identification of use cases where the evidence from real word data can support the scientific assessment.

e  Publish guidance on the pilot phase for the stepwise PIP.

e  Publish a document reflecting on practical considerations related to the use of extrapolation from a regulatory and
HTA perspective; linked to the priority activity reflected in the joint workplan of EUnetHTA21 and EMA.

Read here the full work plan for more information.


https://www.ema.europa.eu/en/documents/minutes/pdco-minutes-24-26-april-2023-meeting_en.pdf
https://www.ema.europa.eu/en/documents/agenda/agenda-pdco-meeting-23-26-may-2023_en.pdf
https://www.ema.europa.eu/en/glossary/paediatric-committee
https://www.ema.europa.eu/en/glossary/pdco
https://www.ema.europa.eu/en/glossary/pdco
https://www.ema.europa.eu/en/human-regulatory/overview/paediatric-medicines/paediatric-regulation
https://www.ema.europa.eu/en/glossary/pdco
https://www.ema.europa.eu/en/human-regulatory/research-development/paediatric-medicines/paediatric-investigation-plans
https://www.ema.europa.eu/en/glossary/marketing-authorisation-application
https://www.ema.europa.eu/en/documents/work-programme/european-collaboration-between-regulators-health-technology-assessment-bodies-joint-work-plan-2021_en.pdf
https://www.ema.europa.eu/en/documents/work-programme/pdco-work-plan-2023_en.pdf

AUTHORISED ADVANCED THERAPIES

CAT updates are now quarterly- will be updated when EMA publishes

Minutes April 2023
Agenda May 2023

Meeting February 2023-May 2023

CAT highlights February— May meeting update

This report provides information on ATMP approvals and extension of indications of authorised ATMPs, as well as
statistical data on product-related activities.

The outcome of these assessments can be found here: Summaries of scientific recommendations on classification of
ATMPs.

There are no approvals of Advanced therapy medicinal products in the period covered by this report.

Extension of indication of authorised ATMPs:
During its plenary meeting of March 2023, CAT adopted an extension of indication for:

e Breyanzi(lisocabtagene maraleucel) to include patients with diffuse large B-cell lymphoma (DLBCL), high
grade B cell ymphoma (HGBCL), primary mediastinal large B-cell ymphoma (PMBCL) and follicular
lymphoma grade 3B (FL3B), who relapsed within 12 months from completion of, or are refractory to, first-line
chemoimmunotherapy.

For more information, see also the EMA meeting report.
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https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/advanced-therapies/advanced-therapy-classification/scientific-recommendations-classification-advanced-therapy-medicinal-products
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/advanced-therapies/advanced-therapy-classification/scientific-recommendations-classification-advanced-therapy-medicinal-products
https://www.ema.europa.eu/en/documents/report/cat-quarterly-highlights-approved-atmps-may-2023_en.pdf
https://www.ema.europa.eu/en/documents/minutes/minutes-cat-meeting-19-21-april-2023_en.pdf
https://www.ema.europa.eu/en/documents/agenda/agenda-cat-meeting-15-17-may-2023_en.pdf
https://www.ema.europa.eu/en/documents/report/cat-quarterly-highlights-approved-atmps-may-2023_en.pdf

PATIENTS’ AND CONSUMERS’ WORKING PARTY

The Patients' and Consumers' Working Party (PCWP), established in 2006, serves as a platform for exchange of information
and discussion of issues of common interest between EMA and patients and consumers. It provides recommendations to EMA
and its human scientific committees on all matters of interest in relation to medicines.

For more information, see also the PCWP mandate, objectives and rules of procedure.

EMA PCWP & HCPWP meeting working parties joint meeting

Last 3rd March 2023 took place face to face the Patients and Consumers’ (PCWP) and 'Healthcare Professionals’ (HCPWP)
Working Parties meeting. The meeting has focused on the following topics:

e reorganisation of EMA Working parties;

o feedback from EMA scientific committees.
e medical device expert panels;

e biosimilars and interchangeability;

e EMA policy for multilingualism.

For more information, please see the agenda and presentations here.

EMA Glossaries

The EMA just published a medical terms simplifier that gives plain-language descriptions of medical terms commonly used
in information about medicines.

A glossary of requlatory terms that gives definitions for the main terms used on the EMA website and in their documents has
also been published.

For more information, please check the glossaries here.
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https://www.ema.europa.eu/en/documents/other/ema-medical-terms-simplifier_en.pdf
https://www.ema.europa.eu/en/about-us/about-website/glossary
https://www.ema.europa.eu/en/about-us/about-website/glossary
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2010/02/WC500073497.pdf
https://www.ema.europa.eu/en/events/european-medicines-agency-ema-patients-consumers-pcwp-healthcare-professionals-hcpwp-working-parties-9
https://www.ema.europa.eu/en/events/european-medicines-agency-ema-patients-consumers-pcwp-healthcare-professionals-hcpwp-working-parties-9
https://www.ema.europa.eu/en/events/european-medicines-agency-ema-patients-consumers-pcwp-healthcare-professionals-hcpwp-working-parties-9

GLOSSARY

Accelerated assessment
Rapid assessment of medicines in the centralised procedure aimed at facilitating patient access to new medicines that address an unmet
medical need. Accelerated assessment usually takes 150 evaluation days, rather than 210.

Advanced therapies or advanced-therapy medicinal products (ATMPs)

ATMPs are new medical products based on genes, cells and tissues, which offer new treatment opportunities for many diseases and injuries.
There are four main groups:

Gene-therapy medicines

They are medicines that contain genes leading to a therapeutic effect. They work by inserting 'recombinant' genes into cells, usually to
treat a variety of diseases, including genetic disorders, cancer or long-term diseases. A recombinant gene is a stretch of DNA that is
created in the laboratory, bringing together DNA from different sources.

Somatic-cell therapy medicines

These contain cells or tissues that have been manipulated to change their biological characteristics. They can be used to cure, diagnose or
prevent diseases;

Tissue-engineered medicines

These contain cells or tissues that have been modified so they can be used to repair, regenerate or replace tissue.

Combined advanced-therapy medicines

These are medicines that contain one or more medical devices as an integral part of the medicine. An example of this is cells embedded in
a biodegradable matrix or scaffold.

Authorisation under exceptional circumstances

It allows patients access to medicines that cannot be approved under a standard authorisation as comprehensive data cannot be obtained,
either because there are only very few patients with the disease, the collection of complete information on the efficacy and safety of the
medicine would be unethical, or there are gaps in the scientific knowledge. These medicines are subject to specific post-authorisation
obligations and monitoring.

Compliance check

Itis performed to verify that all the measures agreed in a Paediatric Investigation Plan (PIP) and reflected in the Agency’s decision have been
conducted in accordance with the decision, including the agreed timelines. Full compliance with all studies/measured contained in the PIP is one
of several prerequisites for obtaining the rewards and incentives provided for in Articles 36 to 38 of the Paediatric Regulation.

Conditional marketing authorisation

Itis granted to a medicine that addresses unmet medical needs of patients on the basis of less comprehensive data than normally required. The
available data must indicate that the medicine’s benefits outweigh its risks and the applicant should be in a position to provide the
comprehensive clinical data in the future.

Designation, orphan medicinal product
A status assigned to a medicine intended for use against a rare condition. The medicine must fulfil certain criteria for designation as an orphan
medicine so that it can benefit from incentives such as protection from competition once on the market.

European Public Assessment Report (EPAR)

Itis a lay-language document, which provides a summary of the grounds on which the EMA/CHMP based its recommendation for the medicine
to receive a marketing authorisation. This happens when a manufacturer develops a generic medicine based on a reference medicine, but with a
different strength or given by a different route.

Hybrid application for marketing authorisation
Hybrid applications rely partly on the results of tests on the reference medicine and partly on new data from clinical trials.

Informed consent application for marketing authorisation
An informed consent application makes use of data from the dossier of a previously authorised medicine, with the marketing authorisation
holder of that medicine giving consent for the use of their data in the application.

Orphan Legislation
Regulation (EC) No 141/2000 on orphan medicinal products

Paediatric Investigation Plan (PIP)

It sets out a programme for the development of a medicine in the paediatric population. It aims to generate the necessary quality, safety and
efficacy data through studies to support the authorisation of the medicine for use in children of all ages. These data have to be submitted to the
EMA, or national competent authorities, as part of an application for a marketing authorisation for a new medicine, or for one covered by a
patent.

Paediatric Use Marketing Authorisation (PUMA)

Itis a dedicated marketing authorisation for medicinal products indicated exclusively for use in the paediatric population, or subsets thereof,
with, if necessary, an age-appropriate formulation. It has been designed to promote paediatric development of already authorised products
which are no longer covered by a patent. Benefits are 8 years of data protection and 10 years market protection

Patient-reported outcomes (PROs)
Measurements based on data provided directly by patients regarding their health condition without interpretation of the patient’s response by a
clinician or anyone else.

Patient-reported outcome measures (PROMs)
They are instruments, scales, or single-item measures that have been developed to measure PROs, for example a self-completed questionnaire
to assess pain.

Periodic Safety Update Reports (PSURs)
Periodic reports that the evaluate the benefit-risk balance of a medicine as evidence is gathered in clinical use. They are submitted by marketing
authorisation holders at defined time points after the authorisation.
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Post-authorisation efficacy studies (PAES)

PAES are studies relating to authorised medicinal products conducted within the therapeutic indication with the aim of addressing well-
reasoned scientific uncertainties on aspects of the evidence of benefits of a medicine that could not be resolved before authorisation or were
identified afterwards.

Post-authorisation safety studies (PASS)
A PASS is carried out after a medicine has been authorised to obtain further information on its safety, or to measure the effectiveness of risk-
management measures. The PRAC is responsible for assessing the protocols of imposed PASSs and for assessing their results.

Prevalence

In the context of the Orphan Legislation, the prevalence refers to the number of persons with the condition at the time the application is made,
divided by the population of the European Union (EU) at that time. It requires demonstration through authoritative references that the disease
or condition for which the medicinal product is intended affects not more than 5 in 10,000 persons in the EU, when the application is made.

Public summaries of PDCO evaluations of PIPs

They describe the applicant’s proposal for the development of their medicine in children, the PDCO's conclusion on the potential use of the
medicine in the paediatric population, the plan agreed between the committee and the applicant at the completion of the procedure (including
any partial waivers or deferrals) and the next steps.

Referral procedures for safety reasons

Areferral is a procedure used to resolve issues such as concerns over the safety or benefit-risk balance of a medicine or a class of medicines. In a
referral, the EMA is requested to conduct a scientific assessment of a particular medicine or a class of medicines on behalf of the European
Commission or a Member State.

Risk Management Plans (RMPs)

RMPs are regulatory documents submitted by medicine developers when they apply for marketing authorisation and include information on the
medicine's safety profile; how its risks will be prevented or minimised in patients; plans for studies and other activities to gain more knowledge
about the safety and efficacy of the medicine; risk factors for developing adverse reactions; measuring the effectiveness of risk-minimisation
measures.

Scientific advice/protocol assistance

Through scientific advice, companies can ask the EMA for advice on whether they are conducting the appropriate tests and studies during the
clinical development of a given product. In the case of orphan medicines for the treatment of rare diseases, it also includes advice on1) the
demonstration of significant benefit for the designated orphan indication and on 2) similarity or clinical superiority over other medicines; which
are criteria for the authorisation of an orphan medicine.

Significant benefit

Demonstrating a significant benefit, this is demonstrating a "clinically relevant advantage or a major contribution to patients” is one of the
criteria that medicines for the treatment of rare diseases must fulfil to benefit from 10 years of market exclusivity once they have been
authorised. For further information, read the workshop report: Demonstrating significant benefit of orphan medicines, held at the EMA in
December 2015.

Safety signal

A safety signal is information on a new or incompletely documented adverse event that is potentially caused by a medicine and that warrants
further investigation. Signals are generated from several sources such as spontaneous reports, clinical studies and the scientific literature, but
their presence does not mean that a medicine has caused the reported adverse event. The adverse event could be a symptom of another illness
or caused by another medicine taken by the patient. The evaluation of a safety signal is required to establish whether or not there is a causal
relationship between the medicine and the adverse event.

Similar active substance
It means an identical active substance, or an active substance with the same principal molecular structural features (but not necessarily all of
them) and which acts via the same mechanism.

Scientific Advisory Group (SAG)
SAGs have been established to provide an independent recommendation on scientific/technical matters related to products under evaluation
through centralised regulatory procedures and referrals by the CHMP or any other scientific issue relevant to the work of the Committee.

Waiver

A waiver can be issued if there is evidence that the medicine concerned is likely to be ineffective or unsafe in the paediatric population, or that
the disease or condition targeted occurs only in adult populations, or that the medicine, or the performance of trials, does not represent a
significant therapeutic benefit over existing treatments for paediatric patients.
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