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Drug development does not stop 
after approval
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Rationale for Multi Database studies

• Increased sample size

– Precise estimates for rare exposures/outcomes

– Subgroup effects

– Short time window (early months following
approval)

• Reproducibility

– Conceptual replication:

• Different Data <> Same Methods

• Same Data <> Different Methods

• Different Data <> Different Methods
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Characteristics of selected EU healthcare databases
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BIFAP ES 7.5 M GP ICPC-

2, ICD-

9 

Spanish ATC Prescribing 

SIDIAP ES 7.0 M GP ICD-10 No ATC Prescribing 

ARS IT 4.0 M Hospital 
claims/death 

ICD-10 No  Dispensing 

Health 
Search Italy 

IT 1.0 M  ICD-9-
CM 

Italian   

CPRD UK 12.5 M GP READ English BNF Prescribing 

THIN UK 7.8 M GP READ English BNF Prescribing 

IPCI 
AHC 

NL 
NL 

0.75 M 
0.26 M 

GP 
GP/Pharmacy 

 

ICPC 
ICPC 

 

Dutch 
Dutch 

ATC 
ATC 

 

Prescribing 
Prescribing 

+ 
dispensing 

PHARMO NL 3 M Pharmacy/Hospi
tal/Laboratory/G

P 

ICD-9-
CM, 

ICPC 

Dutch ATC Prescribing
/dispensing 

The Danish 
national 

registries 

DK 5.2 M Hospital/ 
Pharmacy/death 

ICD-
8/9/10 

No ATC Dispensing 

Bavarian 

Claims 

DE 10.5 M Claims ICD-

10-GM 

No ATC Dispensing 

AOK 

Nordwest 

DE 2.7 M Claims ICD-

10-GM 

No ATC Dispensing 

EGB FR 0,7/60 M Claims ICD-10 No ATC Dispensing 
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Common protocol, Distributed Data 
Network

EU PE&PV, CNODES

– No sharing of individual patient data

– Overall results are collected for meta-analysis

– Allows optimization for individual database

– Common protocol with sufficient detail implemented at 
single site

– Blinding of site-specific results
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DOACs and risk of major bleeding

EU PE&PV Network; EMA Framework service contract (nr. EMA/2015/27/PH)

Collaboration between EMA/Health Canada/UU/CNODES

Van den Ham, Souverein PC, Klungel OH, et al. Submitted
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Prof. dr. Miriam Sturkenboom, prof. dr. OH Klungel



EHR Data to calculate background 
rates of >20 AESI (adverse events of special interest)

Country Organization Name Data 
source

Active 
population

Type of data 
source

Germany BIPS GePaRD 16 million Health insurance
Netherlands PHARMO PHARMO 6 million Record linkage
Denmark Aarhus University Danish 

Registries
5.8 million Record linkage

Spain AEMPS BIFAP 8 million GP Medical 
records

Spain-Valencia FISABIO FISABIO 5 million Record linkage
Spain-Catalunya IDIAP-Jordi Gol SIDIAP 5.7 million Record linkage
Italy SoSeTe PEDIANET 0.3 million Pediatric medical 

record
ARS ARS data 5 million Record linkage

United Kingdom University Utrecht CPRD 13 million GP medical 
record

Norway University Oslo Norwegian 
registries

5.3 million* Record linkage

France University of 
Bordeaux BPE

SNDS 69 million Health insurance

Total 138.6 million
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Many hypotheses/rumours on 
specific medicines during pandemic

…. and risk of infection

….. and prognosis.

Ibuprofen, hydroxychloroquine, ACE inhibitors, 
Angiotensin II type 1 receptor antagonists, 
statins….

Need for urgent and reliable evidence
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Spain - Madrid
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Denmark
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Multi-country EU
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Conclusions

• Routine Electronic Health Care Data are Essential for Post-approval 
Safety and Effectiveness assessment of medicines

– Complementary to RCTs

• Safety (rare events, long term effects)

• Effectiveness in Real World

• Valid design, analysis and data

• EU Models for Multi-Database studies established and described

– Further development and strengthening of infrastructure

• COVID-19 related research on medicines builds on many years of 
experience in collecting and analyzing of Real World Data

– Maintain access to data, while preserving privacy


