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Disclaimer

The views expressed are those of the presenter and

should not be understood or guoted as being made on
behalf of:

e Norwegian Medical Products Agency (NOMA)

® The European Medicines Agency (EMA) or its scientific committees

® The HTA Coordination Group (HTA CG)




The history of Evidence generation requirements

European
Commission

| 50 YEARS

EU PHARMACEUTICAL REGULATION
MILESTONES
@ LEGISLATIVE

The Declaration of Helsinki establishes
ETHICAL PRINCIPLES FOR
CLINICAL

@ THERAPEUTIC

domide disaster exemplifies the need for EVIDENCE-BASED

EU decides that MEDICINAL e
AUTHORISATION.

PRODUCTS NEED TO BE
AUTHORISED before being placed on
the market and develops structured
medicinal regulations

A new medicine added to the TREATMENT OF TUBERCULOSIS (rifampicin).

ARELIEF MEDICINE FOR BRONCHOSPASM in asthma (salbutamol).

A combination TREATMENT FOR PARKINSON'S DISEASE (carbidopa/levodopa).

Anovel BROAD-SPECTRUM ANTIBIOTIC FOR BACTERIAL INFECTIONS (amoxicillin,
clavulanate)

First steps towards a JOINT APIONEERING MEDICINE in breast cancer (tamoxifene).
EU POSITION ON MARKET
AUTHORISATIONS through
a multistate procedure and a

common committee. INHIBITORS OF STOMACH ACID production for treatment of peptic ulcers

(cimetidine).

Anovel TREATMENT FOR HYPERTENSION (captopril).

Member States agree on The first SYNTHETIC INSULIN is produced,

UNIFORM way to summarise
KEY CHARACTERISTICS of an
authorised product.

The CONCERTATION PROCEDURE is i d d: before auth
products national authorities ask THE OPINION OF AN EU LEVEL COMMITTEE.

Rules for COPIES OF BRANDED MEDICINES (‘generics’) ARE BETTER
DEFINED.

The first ANTIRETROVIRAL
TREATMENT FOR HIV/AIDS
(zidovudine).

The conjugated HAEMOPHILUS
INFLUENZA VACCINE to lower
gitis and
pneumonia in children.

Additional EU RULES are adopted for the authorisation of VACCINES AND
MEDICINES DERIVED FROM BLOOD.

FIRST GUIDELINES ON GOOD MANUFACTURING PRACTICES are published to
improve the quality of medicines throughout the EU.

The FIRST EVER RECOMBINANT VACCINE (for Hepatitis B).

The C on H. isation of Technical Requirements for Registration of
Pharmaceuticals for Human Use (ICH) provides a platform for international cooperation.

New rules harmonise the LABELLING of medicinal products, ADVERTISING, PRESCRIPTIONS AND DISTRIBUTION.
Additional rules on HOMEOPATHIC PRODUCTS are introduced.

Agreement on a CENTRALISED, EU WIDE PROCEDURE for the authorisation of human and veterinary medicinal products.
Anew EUROPEAN AGENCY (EMA) will be responsible for scientific evaluations.
MUTUAL RECOGNITION OF NATIONAL AUTHORISATIONS is facilitated.

As part of the Council of Europe’s work, a EUROPEAN NETWORK OF MEDICINES control laboratories is created.

EMA - the EUROPEAN MEDICINES AGENCY starts business. 1995 A NOVEL TREATMENT FOR MULTIPLE
FIRST CENTRALISED MARKETING AUTHORISATION is granted by the Il ERHONE Inakwa )

European Commission. 1996 A RAPIDLY ACTING INSULIN analogue.

1998 The first MOLECULARLY TARGETED CANCER MEDICINE (rituximab).
I
1999 A tumor necrosis factor inhibitor for TREATMENT OF RHEUMATOID ARTHRITIS
(infliximab).

To increase the number of products for rare diseases, NEW LEGISLATION IS ADOPTED

(ORPHAN REGULATION). The first PERSONALISED

m MEDICINE FOR TREATMENT

For the first time, A PATIENT REPRESENTATIVE IS A FULL MEMBER OF A SCIENTIFIC OF BREAST CANCER

COMMITTEE of the European Medicines Agency. (trastuzumab);
The CLINICAL TRIAL The first two ORPHAN MEDICINAL PRODUCTS for treatment of a rare
DIRECTIVE provides 4 2001 metabolic disorder, the Fabry disease (agalsidase alfa, agalsidase beta).
requirements for the An INNOVATIVE MEDICINE FOR TREATMENT OF CHRONIC
conduct of clinical MYELOID LEUKAEMIA (imatinib).

trials in the EU.

EU agrees on rules regarding TRADITIONAL HERBAL MEDICINAL PRODUCTS.
COOPERATION OF NATIONAL AUTHORITIES for the authorisation of products s further formalised. 4| 2004
Introduction of EU RULES for copies of BIOLOGICAL PRODUCTS (biosimilars').

EU adopts legislation on MEDICINAL PRODUCTS FOR

The Human Papilloma Virus VACCINE TO PREVENT
CHILDREN. -

CERVICAL CANCER.

REGULATION ON ADVANCED THERAPY

MEDICINAL PRODUCTS is introduced.
In the context of multiple myeloma THALIDOMIDE IS
AUTHORIZED AS A TREATMENT.

NEW EU PHARMACOVIGILANCE RULES strengthen the system for safety of medicines: better prevention,
detection and assessment of adverse reactions to medicines, direct patient reporting of adverse events.

LEGISLATION AGAINST FALSIFIED " R R JON "
MEDICINES is adopted. A NOVEL TREATMENT FOR MELANOMA (vemurafenib).
The first GENE THERAPY for the treatment of a severe fat

NEW CLINICAL TRIAL REGULATION hetabolisn disosdis

simplifies procedures across EU and
enables cross-border cooperation in

A 2 i A new generation of antiviral medicines for TREATMENT
international clinical trials.

OF CHRONIC HEPATITIS C (sofosbuvir).

COMMON EU LOGO FOR ON-LINE PHARMACIES becomes
compulsory.

http://ec.europa.eu/health/EUpharma50



There is more than one ‘Regulator’

28.11.2001 Official Journal of the European Communities L 31167

DIRECTIVE 2001/83/EC OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 6 November 2001

on the Community code relating to medicinal products for human use




There is more than one ‘Regulator’

28.11.2001 Official Journal of the European Communities L 31167

DIRECTIVE 2001/83/EC OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 6 November 2001

on the Community code relating to medicinal products for human use

30.4.2004 Official Journal of the European Union L 136/1

|

(Acts whose publication is obligatory)

REGULATION (EC) No 726/2004 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL ‘
of 31 March 2004 |

laying down Community procedures for the authorisation and supervision of medicinal products
for human and veterinary use and establishing a European Medicines Agency ‘




There is more than one ‘Regulator’

3¢ 11 3001 Y Nicial Lnurnal Af tha Buranaan Canssanitioe T _211iL7 ‘

Proposal for a
REGULATION OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

laying down Union procedures for the authorisation and supervision of medicinal
products for human use and establishing rules governing the European Medicines
Agency, amending Regulation (EC) No 1394/2007 and Regulation (EU) No 536/2014 and
repealing Regulation (EC) No 726/2004, Regulation (EC) No 141/2000 and Regulation
(EC) No 1901/2006

(Text with EEA relevance)

{SEC(2023) 390 final} - {SWD(2023) 192 final} - {SWD(2023) 193 final} -
{SWD(2023) 194 final}

22.12.2021 Official Journal of the European Union L 458/1
|
(Legislative acts)
REGULATIONS
Official Journal EN
of the European Union L series
2024/1381 24.5.2024

COMMISSION IMPLEMENTING REGULATION (EU) 2024/1381
of 23 May 2024

laying down, pursuant to Regulation (EU) 2021/2282 on health technology assessment, procedural

rules for the interaction during, exchange of information on, and participation in, the preparation

and update of joint clinical assessments of medicinal products for human use at Union level, as well
as templates for those joint clinical assessments

(Text with EEA relevance)




The Regqulators structure

SUBGROUPS

9 EMA Scientific Coordination Board MEMBER STATE COORDINATION GROUP ON HTA

CHMP

Identification
of emerging
health
technologies

Centralised procedure Methodology

SAWP
Scientific Advice

vel @
Clinical domain Methodology

domain (MWP)

$

Input for annual work

Non-Clinical and
Safety Domain

Quality Domain

MP = Medicinal Products | MD = Medical Devices

https://health.ec.europa.eu/health-technology-assessment/implementation-regulation-health-technology-assessment_en




When did we start looking for real world data?




The history of Evidence generation requirements
® The 21st Century Cures Act (2016)

Public Law 114-255
114th Congress

An Act
To accelerate the discovery, development, and delivery of 21st century cures, and Dec. 13, 2016
for other purposes. [H.R. 34]

Be it enacted by the Senate and House of Representatives of

the United States of America in Congress assembled, 21st Century

SECTION 1. SHORT TITLE; TABLE OF CONTENTS. e A ote.
(a) SHORT TITLE.—This Act may be cited as the “21st Century

Cures Act”.

(b) TABLE OF CONTENTS.—The table of contents for this Act
is as follows:




The history of Evidence generation requirements
® The 21st Century Cures Act (2016)

Subtitle B—Advancing Precision Medicine

Sec. 2011. Precision Medicine Initiative.
Sec. 2012. Privacy protection for human research subjects.
Sec. 2013. Protection of identifiable and sensitive information.

Sec. 2014. Data sharing.

Subtitle C—Modern Trial Design and Evidence Development
.. : o,

. Real world evidence.
rotection ol human research subjects.

Sec. 3024. Informed consent waiver or alteration for clinical investigations.




The history of Evidence generation requirements

® The European Health
data space (2020) Mission letter Csser Kyriakides

* Help ensure Europe has the supply of affordable medicines to meet its
needs and support the European Pharmaceutical industry to ensure
that it remains an innovator and world leader.

« [ want you to work on the creation of a European Health Data Space to
promote health-data exchange and support research on new
preventive strategies, as well as on treatments, medicines, medical
devices and outcomes. As part of this, you should ensure citizens have
control over their own personal data.




The history of Evidence generation requirements

® The European Health
data space (2022) Mission letter Csser Kyriakides

4 Rea“ty in 2025 » Help ensure Europe has the supply of affordable medicines to meet its
needs and support the European Pharmaceutical industry to ensure
that it remains an innovator and world leader.

|
REGULATION (EU) 2024/...

OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL .
»u to work on the creation of a European Health Data Space to

health-data exchange and support research on new
re strategies, as well as on treatments, medicines, medical
and outcomes. As part of this, you should ensure citizens have
wer their own personal data.

of ...

on the European Health Data Space and amending Directive 2011/24/EU
and Regulation (EU) 2024/2847

(Text with EEA relevance) [




EUROPEAN o2 ;.

The EHDS
+ @; HEALTH ©

® Thanks to the EHDS, people will have oo SPIGIEN - DATA SPA:CE
immediate, and easy access to the data in ey Iy
electronic form, free of charge.

e Citizens will be in full control of their data and ] ﬁi‘ ﬁ\ ! 0
4 *

will be able to add information, rectify wrong | cecurity \Gngi
v DATA AU Staarice | '

data, restrict access to others and obtain
information on how their data are used and for Ui e
«* ) @
i S=

which purpose. '
7 Q; .
™ ﬁi\ %Lr
P ¢ [
g LA " (B " B o ==

® Interoperability and security will become
mandatory requirements. Manufacturers of
electronic health record systems will need to
certify compliance with these standards.

]
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Created by ChatGPT/Dall-e




The EHDS »\-T““}t{\‘@. @me ‘o'’

EUROPEAN D4

0 HEALTH ©
® To ensure that citizens' rights are safeguarded, all Iy <+ "DATA SPACE
Member States have to appoint digital health g :

authorities.

® The EHDS creates a strong legal framework for
the use of health data for research, innovation,
public health, policy-making and regulatory : 1
purposes. Under strict conditions, researchers, | Security QMRS
Innovators, public institutions or industry will have DATA FI Staarice |
access to large amounts of high-quality health o SECURITS * '

data. ﬁ e

* The access to such data by researchers, R
companies or institutions will require a permit from
a health data access body, to be set up in all
Member States. ,

‘ *‘ ) &‘5 L'

® The health data access bodies will be connected /

to the new decentralised EU-infrastructure for

secondary use (HealthData@EU) which will be

set up to support cross-border projects.
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Created by ChatGPT/Dall-e




Let’s start with some basics

® Does anyone know what RWD actually 1s?
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Trick questions....

It makes more RWD is PATIENT data
sense to look e Lot

(observational) } _
at datq and comune (’ | L ( _‘} Vot |
then discuss s N i‘;ﬂf‘;data

I isease ﬁ’ @
how it can be i Kn 31 \
used rather / \ =T y QZI
than put labels K * Y, " Pramcy
. | ~ ata
on |t! \ Kq“ > VHOSpItal
%mmm~\ (\ Joams o
< databases

Source: IMS Health




If we can’t even agree on a definition......

D =y | DERHA

initiative

101112135 - IDERHA

Integration of Heterogeneous Data and Evidence towards Regulatory
and HTA Acceptance

WP6 Policy recommendations to enable Regulatory and HTA decision
making

https://shorturl.at/COTpY




How to use RWD/RWE

)

Supporting trial design J

eAssessing feasibility during the planning phase of a clinical study

eGenerating hypotheses for clinical studies (e.g. estimating treatments effects or failure rates)

e|dentifying relevant outcomes

e|dentifying targets for the development of new therapies and design of the drug development
pathway

eEstimating test accuracy or reproducibility of test results such as biomarkers

e Testing/validating surrogate endpoints




How to use RWD/RWE

Cohort characterization and contextualization of trial results }

e Understanding natural history/disease progression/epidemiology
eUnderstanding care pathways
e|dentifying relevant patient populations/population characteristics

e |[dentifying biomarkers or clinical characteristics relevant to the outcomes of interventional and non-
interventional studies

e|dentifying and characterising underserved/underrepresented audiences and areas of health
inequalities against target population

-Asstessing the applicability of trial results to patients in real life and/or a specific context /healthcare
system

e To monitor use, adherence and experience of using health technologies

e Estimation of utility scores/mapping data to Quality of Life tools




How to use RWD/RWE

Estimating intervention effects (population-level estimation) J

e Extrapolation of trial results
e Estimating comparative effects in countries in which the technology was available

e Estimating effects for combination therapies (including sequences) or decision strategies not
examined in randomised controlled trials

eAllowing head-to-head comparisons between interventions in absence of head-to-head trials
eFilling evidence gaps in network meta-analysis

eExternal control arm for single arm trials

eAssessing long-term efficacy and safety

eAssessing effectiveness and safety in off-licence indications

eExploring heterogeneity in intervention effects

e Estimating economic burden (e.g. resource use and costs)

eMeasuring patient QoL




How to use RWD/RWE

Innovative technology and algorithm optimisation
J

A mechanism for training and re-training artificial intelligence and machine learning-enabled medical

devices
eValidating software as a medical device (SaMD) product

eDeveloping clinical prediction models




Who should use it and when?

|

Pre-marketing authorization

sPrimary clinical evidence to support marketing authorization

Supplementary evidence to support marketing authorization l HTA

«Conditional approvals
sExpedited approval pathways
eExpanding indications or assessing off-license efficacy

| —

eEconomic modelling
o Providing inputs for modelling

o Adapting models to local contexts
*Primary clinical evidence to support HTA and reimbursement decisions
«Supplementary clinical evidence to support HTA and reimbursement decisions

|

—[ Post-marketing authorization/ reimbursement decision

eRegulatory
o Pharmacovigilance (monitoring adverse events)
o Postmarket clinical follow-up (PMCF) for medical devices
o Vigilance for medical devices
o Product reclassification

oHTA
o Outcome-based contracting/managed entry agreements/ early value assessments
o Reimbursement re-evaluations
o Informing disinvestment decisions
o Expanding indications or assessing off-license efficacy
o Payer coverage decisions




Different mandates but same evidence

Budget
Gep B/R Economic Constraints
information Framing 1
’ Evidence Generation N Key Questions
Evidence — . . Evidence - Precedent
i Evidence Review . .
ICH Generation ) based Decision )
. and Synthesis Values and
and Review Preferences
, I % ’ Evidence Review I % ’
S Clinical outcome ]
Design studies Acceptability

Approval Assessment Appraisal

Adapted from Teutsch, S.; Berger, M. (2005) ‘Evidence synthesis and evidence-based decision making:
Related but distinct processes. Medical Decision Making, pp 487-489
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http://www.dmp.no/
http://www.helsenorge.no/
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