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Study description

This project, entitled Comparative Effectiveness and Safety Studies Using the
Target Trial Emulation and Estimand Frameworks (TARGET EU), aims to
advance regulatory use of real-world data (RWD) through application of target

trial emulation (TTE) and estimand methodologies.

The overarching goal is to generate evidence that bridges randomized
controlled trials (RCTs) and observational studies, supporting regulatory

decisions where RCTs are infeasible.

TARGET EU comprises four objectives:

(1) to review and assess the integration of TTE with the estimand framework for
evaluating drug effectiveness and safety,

(2) to characterise the suitability of diverse European RWD sources for TTE,

(3) to identify regulatory scenarios—such as PASS, PAES, and trials with
external comparators—where TTE provides value, and

(4) to establish good practice guidelines for communicating TTE results to

regulators.

To achieve these aims, we developed target trial protocols, emulation protocols,
and conducted feasibility assessments and analyses across ten distinct case

studies.

CS 1 (covid19) (EUPAS1000000995)
CS 2 (lung cancer) (EUPAS1000000987)
CS 3 (dapagliflozin) (EUPAS1000000979)



CS 4 (rivaroxaban) (EUPAS1000001001)
CS 5 (asthma) (EUPAS1000000989)

CS 6 (valsartan) (EUPAS1000001002)

CS 7 (valproate) (EUPAS1000000999)

CS 8 (rsv) (EUPAS1000000993)

CS 9 (tolvaptan) (EUPAS1000001005)

CS 10 (colon cancer) (EUPAS1000000996)

Additional information about each case study can be found in the resources tab

within the protocol section.

The overall methodology for the feasibility assessment is described here:
EUPAS1000000791.
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Study institution contact

Daniala Weir eupepv@uu.nl

eupepv@uu.nl

Primary lead investigator

Olaf Klungel

Grimary lead investigatoD

Study timelines

Date when funding contract was signed
Planned: 19/09/2024

Study start date
Planned: 10/10/2024

Date of final study report
Planned: 10/06/2026

Sources of funding

e EMA

Regulatory


mailto:eupepv@uu.nl

Was the study required by a regulatory body?
No

Is the study required by a Risk Management Plan (RMP)?
Not applicable

Methodological aspects

Study type
Study type list

Study topic:

Human medicinal product

Study type:

Non-interventional study

Scope of the study:

Method development or testing

Documents

EU PE & PV Research Network
Feasibility Assessment
TARGET-EU: Effectiveness of BNT162b2 mRNA COVID-19 vaccine in healthy

individua...


https://www.uu.nl/en/research/eu-pepv-research-network/target-eu-comparative-effectiveness-and-safety-studies-using-the-target-trial-emulation-and-estimand
https://catalogues.ema.europa.eu/node/4695/administrative-details
https://catalogues.ema.europa.eu/node/4899/administrative-details
https://catalogues.ema.europa.eu/node/4899/administrative-details

TARGET-EU:

Nivolumab plus ipilimumab with chemotherapy versus

pembrolizumab wit...

TARGET-EU:

diab...

TARGET-EU:

p...

TARGET-EU:

othe...
TARGET EU
pat...

TARGET-EU:

Dapagliflozin and major adverse cardiovascular events in type 2

Rivaroxaban and risk of major gastrointestinal bleeding in elderly

Comparison of single-device vilanterol/fluticasone furoate with

: The risk of angiooedema and other safety events in heart failure

Risk of adverse birth and neurodevelopmental outcomes in

children bo...

TARGET-EU:

infectio...

TARGET-EU:

dominan...

TARGET-EU:

Effectiveness of nirsevimab for RSV-lower respiratory tract

Tolvaptan and risk associated to hepatotoxicity in autosomal

Clinical benefit of bevacizumab in metastatic colorectal cancer

Data management

ENCePP Seal

The use of the ENCePP Seal has been discontinued since February 2025.

The ENCePP Seal fields are retained in the display mode for transparency

but are no longer maintained.

Data sources
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https://catalogues.ema.europa.eu/node/4903/administrative-details
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Data source(s)

Clinical Practice Research Datalink

BIFAP - Base de Datos para la Investigacién Farmacoepidemioldgica en el
Ambito Publico (Pharmacoepidemiological Research Database for Public Health
Systems)

The Information System for Research in Primary Care (SIDIAP)

The Valencia Health System Integrated Database

Netherlands Cancer Registry

PHARMO Data Network

Terveydenhuollon hoitoilmoitusrekisteri (Finland Care Register for Health Care)

Pedianet

Data source(s), other

Danish Healthcare Registries
Use of a Common Data Model (CDM)

CDM mapping
No

Data quality specifications

Check conformance

Unknown

Check completeness

Unknown



Check stability

Unknown

Check logical consistency

Unknown

Data characterisation

Data characterisation conducted
No



