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The EU PAS Register® is a publicly available register of non-interventional post-authorisation studies
(PAS).

The Register has a focus on observational research, and its purpose is to:

Glossary of terms

increase transparency,

reduce publication bias,

promote the exchange of information and facilitate collaboration among stakeholders, including
academia, sponsors and regulatory bodies,

» ensure compliance with EU pharmacovigilance legislation reguirements.

Resources Database

Partners Forum

EU pharmacovigilance legislation requires the European Medicines Agency (EMA) to make public the
EU PAS Register protocols and abstracts of results of non-interventional post-authorisation safety studies (PASS)
imposed as an obligation of marketing authorisation by a competent authority in accordance with
Article 10 or 10a of Regulation (EC) No 726/2004 or with Articles 21a or 22a of Directive 2001/83/EC.
Annex |l of the Commission Implementing Regulation (EU) Mo 520/2012 further specifies that the final
report of imposed non-interventional PASS must provide the date of making it public (in EU PAS
Register).

About EU PAS Register

PASS initiated, managed or financed voluntarily by a marketing authorisation holder and which are
required in a Risk Management Plan (RMP) to further investigate safety concerns or to evaluate the
effectiveness of risk minimisation activities, and any other PASS should also be entered into the EU PAS
Register to support the same level of transparency, scientific and quality standards. Further information
about the requirements for the registration of PASS is available in the guideline on Good
Pharmacovigilance Practices (GVP) module VIE,
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Presenter
Presentation Notes
Several studies explored the EU PAS register to analyse characteristics of post-authorisation studies (PASs) in Europe;
A part from two recently published papers investigating specifically studies that evaluated effectiveness of RMMs, the last publication exploring general characteristics of studies in the EU PAS register analyzed studies registered until Oct 2016;
A large number of studies have been registered in the EU PAS register in the last three years;
Aim of this work was to update the revision of the characteristics of PASs in the EU PAS register with special interest on multiple database studies (MDSs).




Stepwise approach from EU-PAS register data collection to
analysis

Development of data
collection form for
transferring key
information from EU PAS
register into the analytical
dataset

Distribution of studies
across 14 centres for
completion of data
collection form with

information from 1,426
studies from EU PAS
register inception up to 31
December 2018

-

Quality check, re-
evaluation and descriptive
analysis of collected data

Classified as internal/staff & contractors by the European Medicines Agency

For key variables,
independent validation of
random sample of studies
and inter-rater agreement

analysis
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6. Study drug(s) information
Status: Ongoing

Code of Conduct Substance ciass (ATC Gode) JOTAJ52 (pertussis, purified antigen, COMBINaions With toxoids)
Standards & Guidances
1. study identi] 7 Medical conditions to be studied
Public Consultation gg'_msl Rsf‘“e’ Medical condition(s) No
= icial title
LA 1S Study title acror
Study type 8. Population under study

Brief descriptior
Age

Preterm newboms
EU PAS Register Term newboms (0-27 days)
Infants and toddlers (28 days - 23 months)
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2 i H &5
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Sex
Female

Other population
Was this study r
Is the study req| Pregnantwomen
Plan (RP)?
Regulatory proc{ 9. Number of subjects
11. Scope of the study

What is the scope of the study?
Risk assessment posed to pertussis vaccine
Primary scope  Risk assessment

12. Main objective(s)

What s the main objective of the study?

To evaluate heaith outcomes Tor pregnant women and their infants following administration of Tdap (pertussis-

containing vaceine) during pregnancy.
Are there primary outcomes? Yes

Adverse Events following administration of pertussis vaccine (Tdap) during pregnancy
Are there secondary outcomes? Yes

The difference in hospital-related outcomes of those vaccinated or not with Tdap during pregnancy in il NZ.
women pregnant befween 2009 & 2013. The difference in birth outcomes and hospital-related ouicomes of
infants born o mothers vaccinated or not with Tdap uring pregnancy in all NZ women pregnant between 2009 &
2013,

13. Study design
What is the design of the study?

Intensive monitoring schemes
Conort study

14. Follow-up of patients

Will patients be followed up? Yes

Please describe duration of follow up

Study One: Retrospective datalinkage. Study Two: Wormen will be followed up at 48 hours and again at 4 weeks

Tollowing administration of Tdap vaccination. Study Three: Infants of women receiving Tdap vaccination will be
followed up for up to one year of age.

15. Data analysis plan

Please provide a brief summary of the analysis method

Logistic regression will estimate odds ratios for the risk for (specific) adverse events for mothers and infants in
vaccine exposed and unexposed groups. Age, ethnicity and socioeconomic deprivation and season for hospital
admission will be included as additional expianatory variables. Each person will only be counted once for each
hospitalisation, the primary diagnosis and repeat admissions for the same episode will be removed, including
fransfers from one hospital to another. For diagnosis where individuals may have multiple admissions for

Title Status_of_Study

Current raltegravir use: clinical practice in UK centres ORGOING
Post-rnarket clinical Follow-up study - Retrospective evaluation o FINALISED
Walidation of a US Health Care Claims Diatabaze for the Study of FINALISED
Organization of Teratology Information Specialists [OTIS) Yedol ONGOING
ForteolForsteo post-approval osteosarcomna surveillance study  FINALISED
Outpatient care with long-acting bronchodil ators: ORGOING
Mar-interventional Cabort Study to lnvestigate Sertindale Prescri FINALISED
MULTICEMTER PROSFECTIVE OBSERVATIONAL STUDY Of FINALISED
COMTOUR &ustralia; Condition of Subrnental Fullness and Tre: ONGOING
An Obzervational Post-Authorization Safety Specialist Cobort Mo FINALISED
An observational multicenter study on antibictic resistance of He ONGOING
A Prozpective, Observational Study of Individualz Who Serocon OWNGOING
Multi-centre study of the in vitro activity of ceftolozanetazobactar ONGOING
A Crozz-zectional Survew of Patients and Caregivers [20160228) ONGOING
Fost-rnarketing study of ropinirole prolonged release tablets in F FINALISED
Evaluation of the effectiveness of the abatacept [OREMCIA®] int FINALISED
Mabthera Drug Utilization Study and Patient Alert Card Evaluatic FINALISED
A observational, multi-center studw to evaluate the safety of def ONGOING
EURDrmediCAT: Safety of Medication Ulse in Pregnancy in Relal ONGOING
|zotretinoin and the effectiveress of the pregnancy prevention pi FINALISED
Cornparative effectiveness of insulines vs analogues to prevent ' FINALISED

AHIMT pandemic vaccines and pregnancy outcormes FIMaLISED
Pertuz=iz in Pregnancy Safety [PIPS] Study ONGOING
Aszessment of the safety of LABAs in asthma in routine care by FINALISED
A prediction rodel for future exacerbation risk in children FLAMNRED

205639 - Meta-analysiz of the rizk of autoirmmune thyroiditis dise FINALISED
ADWVARNCE POC | Risk pillar - Testing new approaches to monitc FINALISED
ADVARCE POC | Benefit-Risk pillar - testing new approaches tc FINALISED
Prospective non-interventional cohort study to assess safety anc FINALISED
A prozpective obzervational registry study to characterize norma FIKALISED
Descriptive Study of the |ncidence of Malignancy in Patients witl FLANNED
Fost-authorization zafety study to assess the risk of urinary tract ONGOING
A non-interventional post-authorization safety study [PASS) of v ONGOING
Retrospective Cohort Study of Certolizurnab Pegal [Cirnzia®]  ar OMGOING
A dezcription of the UK MHS hospital resource use and patient g ONGOIMNG
Fulti-component assessment swsterns and predicting future risk PLANNED
Can zocial listening data be uzed to provide meaningful inzights FINALISED
Fost-tarketing Observational Cohort Studw of Patients with [nfle ONGOING
Characterising the risk of major bleeding in patients with Mon-Yz FINALISED
Risk of lactic acidoziz az=oci ated with mmetformin use in patients ONGOING
Post &uthorization Safety Study [PASS): an European observati ONGOING
Evaluation of the potential for and clinical impact of increased Al ONGOING
A Retrospective Evaluation of PD-L1 expres=ion on primary non- FLANNED
Obzervational Study of the E ffectiveness of Vedolizumab on Tre OMGOING
A multi-centre observational study to describe the impact of vedt ONGOING
A B-vear enhanced Pharmacovigilance surveillance initiative to e ONGOING
Frozpective observational study to describe routine use of XGES FLANNED
PRJ22821 201491 CHESS: CPRD-COPD Hawthorne Effect Study FINALISED
Azzessrent of phusical Functioning and handling of Spiolte® R ONGOING

Funding_source
Funded by pharmaceutical cornparny
Funded by pharmaceutical cormparny
Funded by pharmaceutical compary
Funded by pharmaceutical comparny
Funded by pharmaceutical cornparny
Funded by pharmaceutical cornparny
Funded bu pharraceutical cormpary
Funded by pharmaceutical compary
Funded by pharmaceutical cornpany
Funded by pharmaceutical cornparny
Funded by pharmaceutical cormparny
Funded by pharmaceutical compary
Funded by pharmaceutical comparny
Funded by pharmaceutical cornparny
Funded by pharmaceutical cornparny
Funded by pharmaceutical cormparny
Funded by pharmaceutical compary
Funded by pharmaceutical comparny
Ivore than one

Funded by nationalfinternational drug agency

hare than one

Funded by nationalfinternational drug agency

Ivore than one
Ivore than one
Self-funded

Funded by pharmaceutical compary

Funded by public entities, excluding drug agencies
Funded by public entities, excluding drug agencies

Funded by pharmaceutical cormparny
Funded by pharmaceutical compary
Funded by pharmaceutical comparny
Funded by pharmaceutical cornparny
Funded by pharmaceutical cornparny
Funded by pharmaceutical cormparny
Funded by pharmaceutical compary
Ivore than one

Funded by pharmaceutical cornparny
Funded by pharmaceutical cornparny

Funded by nationalfinternational drug agency
Funded by public entities, excluding drug agencies

Funded by pharmaceutical comparny
Funded by pharmaceutical cornparny
Funded by pharmaceutical cornparny
Funded by pharmaceutical cormparny
Funded by pharmaceutical compary
Funded by pharmaceutical comparny
Funded by pharmaceutical cornparny
Funded by pharmaceutical cornparny
Funded bu pharraceutical cormpany

Data_collection Secondary _data Multiple_database study Study type new_classification

Ivii xed
Secondary
Secondary
Ivii xed
Secondary
Ivii xed
Secondary
Frirmary
Frirnary
Frirnary
Prirnary
Frirmary
Frirmary
Frirnary

Ivii xed
hixed
Iixed
Secondary
Ivii xed

Ivii xed
Secondary
Secondary
Ivii xed

Ivii xed
Secondary

i xed
Secondary
Secondary
Secondary
Frirmary
Iixed
Secondary
Secondary
Secondary
Iixed

Ivii xed
Secondary
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Prirnary
Iixed
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EHR
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E xizting registry
Chart abstraction
Mot applicable
Mot applicable
Mot applicable
Mot applicable
Mot applicable
Mot applicable
Mot applicable
aore than 1
Chart abstraction
Chart abstraction
Iore than 1
aore than 1
aore than 1
hore than 1

EHR

Iore than 1
aore than 1
aore than 1

Mot applicable
Iore than 1
aore than 1
hore than 1

Mot applicable
Existing registry
Iaore than 1
aore than 1
Chart abstraction
EHR

EHR

Unkriown

EHR

hore than 1
hore than 1

ot applicable
aore than 1

E xizting registry
Mot applicable
EHR
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E xizting registry
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es
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es
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es
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Observational study
Obzervational study
Observational study
Observational study
Observational Study
Observational study
Obzervational study
Clirical trial
Observational study
Observational study
Obszervational study
Obzervational study
Other

Suirvey
Observational Study
Obszervational Study
Other

Observational Study
Observational study
Observational study
Other

Other

Observational Study
Observational Study
Observational Study

Review or meta-analyusis
Observational study
Observational study
Obszervational Studuy
Obzervational Study
Observational Study
Observational Study
Observational Study
Obszervational Study
Obzervational Study
Observational Study
Observational Study
Observational Study
Obszervational Study
Obzervational Study
Survey
Observational Study
Observational Study
Obszervational Study
Obzervational Study
Survey
Observational Study
Observational Study
Obzervational Study




Inter-rater
agreement analysis

Substantial agreement (k= 0.61-0.80)

Moderate agreement (k= 0.41-0.60)

Fair agreement (k= 0.21-0.40)

Unknown

. . Kappa Agreement Total kappa
Variables Categories coefficient” N 214 (%) coefficient”
Clinical trials 0.795
Observational studies 0.758
Systematic reviews/
Study type M}t;ta—analyses 1.000 200 (93.5) 0.769
Cuestionnaire-based surveys 0.769
Others 0.795
Unknown -
Primary 0717
Secondary 0.666
Data Collection Primary and secondary 0562 171 (79.9) 0.649
(mixed) )
Unknown -
Mon-biologic 0.685
Biologic 0.827
Drug type Both biologic and non-biologic - 176 (82.2) 0.646
Mone 0.497
M—_—_—_—_—___—_—_—_—__—_—_—_
Use of reference | Yes 0659
drug for formal | o 0.621 171 (79.9) 0.587
comparison Unknown 0127
Routine 0.493
Setting Experimental 0.829 193 (90.2) 0.509
Unknown -
Mot applicable 0.5089
Chart abstraction 0.481
Claims database 0.131
EHR 0.457
Secondary data | EXisting registry 0.505 145 (67.8) 0.496
Mot applicable/ 0728
not secondary data )
More than 1 0.579
Unknown 0.314
Yes 0.503
Mukltiple
databace study Nukﬂ 0.478 176 (77.6) 0.479
Yes 0478
Orphan drug Mo 0.422 179 (83.6) 0.382




Flowchart of studies registered in the EU PAS register till Dec 2018

PASs identified from register inception up to 31st

December 2018
N=1,428
Removal of duplicates
N=2 (0.1%)
Remaining PASs
! 1.426 (99.9%)
. ' Observational Systematic reviews or Questionnaire
'Egne:gailztrﬁ}s] studies® meta-analyses based surveys Dmfrfﬁgkgi‘r"
- N= 1,227 (89.6%) N=16 (1.1%) N= 107 (7.5%) .

Studies based on primary data collection: N= 299 (24.4%)

Studies based on secondary use of healthcare DBs: N= 757 (61.7%)

Studies based on both secondary and primary data (Mixed): N= 147 (12.0%)

Studies with unknown data collection: N= 24 (1.9%)




a) Cumulative frequency of studies registered in the EU PAS Register
from its inception to 31 Dec 2018
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c) Cumulative frequency of observational studies in the EU PAS Register:
Data collection
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b)  Cumulative frequency of studies in the EU PAS Register:
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Clinical trials

Observational

Systematic reviews/

Questionnaire-

studies Meta-analyses based surveys
N=30 (%)
N=1227 (%) N=16 (%) N=107 (%)
N (%) N (%) N (%) N (%)

Requested by a regulator

10 (33.3) 571 (46.5) 68 (63.6)
No 18 (60.0) 637 (51.9) 11 (68.8) 39 (36.4)
Unknown 2 (6.7) 19 (1.5) 0 (0.0) 0 (0.0)

Source of funding

Pharmaceutical company

National/internationaldrugagency

20 (66.7)
0 (0.0)

1005 (81.9)
53 (4.3)

10 (62.5)
3(18.7)

97 (90.7)
1(0.9)

Public entities excluding drug

: 8 (26.7) 65 (5.3) 2 (12.5) 5(4.7)
agencies
Self-funded 1(3.3) 23 (1.9) 1(6.2) 0(0.0)
More than one source 0(0.0) 62 (5.1) 0(0.0) 4 (3.7)
Unknown 1(3.3) 19 (1.5) 0(0.0) 0 (0.0)
Secondary data
Chart abstraction 0(0.0) 55 (4.5) 0(0.0) 1(0.9)
Claims database 0(0.0) 165 (13.4) 0(0.0) 0(0.0)
EHR 1(3.3) 182 (14.8) 0(0.0) 1(0.9)
Existing registry 3 (10.0) 136 (11.1) 0(0.0) 1(0.9)
Not applicable-notsecondary data 25 (83.3) 376 (30.6) 16 (100) 104 (97.2)
More than 1 0(0.0) 286 (23.3) 0(0.0) 0(0.0)
Unknown 0(0.0) 0(0.0)

1(3.3)
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.. . Observational Systematic reviews/ Questionnaire-
Clinical trials SERRARANAAARARARS
" N=30 (%) studies Meta-analyses based surveys
N=1227 (%) N=16 (%) N=107 (%)
N (%) N (%) N (%) N (%)
Use of reference drug for formal comparison
Yes 7(23.3 336 (27.4 4 (25.0 5 (4.7
No 22 (73.4 844 (68.8 10 (62.5 100 (93.5
Unknown 1(3.3) 47 (3.8) 2 (12.5) 2(1.9)
Scope of the study *
Disease epidemiology 4 (13.3) 212 (17.3) 2 (12.5) 8 (7.5)
Risk assessment 13 (43.3) 696 (56.7) 11 (68.8) 36 (33.6)
Drug utilisation 4 (13.3) 444 (36.2) 1(6.3) 23 (21.5)
Effectiveness evaluation 17 (56.7) 855 (69.7) 15 (93.8) 77 (72.0)
Other 14 (46.7) 246 (20.0) 3 (18.8) 40 (37.4)

Population of interest — age*
Children

442 (36.0)
1103 (89.9)

25 (23.4)
105 (98.1)

Pregnant women

Breast-feeding women

* Multiple options are possible

Classified as internal/staff & contractors by the European Medicines Agency




Characteristics of studies based on secondary use of existing healthcare data (+ primary data collection)

Chart Claims Existing More than
) EHRs . one type of

abstraction database N=186 (%) registry data

= 0

N=60 (%) N=169 (%) N=144 (%) | | oo (%)

N (%) N (%) N (%) N (%) N (%)

Protocol deposited

Yes | 34 (56.7) 82(48.5) | 123 (66.1) | 87(60.4) 209 (72.1)

e No| 26(43.3 87(51.5 63(33.9) | 57(39.6 81(27.9

Scope of the study

Disease epidemiology

26 (15.4)

34 (18.3)

38 (26.4)

49 (16.9)

Risk assessment

Drug utilisation

28 (46.7

57(33.7

72 (38.7

45 (31.3

117 ({40.3

Effectiveness evaluation 24 (40.0) 37 (21.9) 52 (28.0) 32(22.2) 54 (18.6)
Other* 17 (28.3) 30(17.8) | 29(15.6) | 28(19.4) 53 (18.3)
Drug of interest
Biologic | 24 (40.0) 32(18.9) | 32(17.2) | 34(23.6) 57 (19.7)
Both biologic and non-biologic 2 (3.3) 3(1.8) 1(0.5) 6(4.2) 5(1.7)

B (133 T4(8.3) | 16(86] | 24(167) | 20(69

Publication available

18 (30.0 62 (36.7 73(39.2) | 40(27.8 94 (32.4
42 (70.0) 107 (63.3) | 113 (60.8) | 104 (72.2) | 196 (67.6)
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Factors associated to the registration of MDSs vs non-MDSs among observational
studies based on secondary use of already existing healthcare data

Multiple Database Studies

OR [95% CI
Protocol deposited 2.012[1.461 - 2.768]

ENCePP seal 3.004 [1.696 - 5.308]
Requested by a regulator

. . .
h Pl

009 [1.414 - 4.804
___FYURMP2 | 112/7//03°54-3580[
Non-EU RMP only 0.581[0.285 - 1.181]
Not applicable 0.508 [1.414 - 4.804]
Missing - no info at all 0.477 [0.354 - 3.580]

Population of interest — (Age)

Children 2.522 [1.846 - 3.444]

Adults 1.048 [0.639 - 1.717]
Elderly persons 1.157 [0.764 - 1.748]
Unknown 1.581 [0.316 - 7.878]

* EU RMP 1: EU risk management plan 1 (imposed as condition of marketing authorisation); EU RMP 2: EU risk management plan 2 (specific obligation
of marketing authorisation); EU RMP 3: EU risk management plan 3 (required)

Classified as internal/staff & contractors by the European Medicines Agency
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Methods

Reviey

Oul

Description of ‘main’ study: E
MDS and strategies, referencs

Brief reference to results of th
Refined definition of MDS
Methods to estimate sensitivi
define the final list of studies
Data extraction

Data analysis

Regulatory J
pharmacoepidemiolg
studies requeste

BACKGROUND:

One of the goals of the new Phamacovig
increase transparency of the regulatory prog
PRAC oversight, specific procedures and tin|
of the monthly meeting minutes and the endol
database for PASS registration represent maj
This was a response to previous concerns
Risk Management activities such as protocolg
A review of publicly available information on |
new Pharmacovigilance legislation, highlight
had been achieved but there were still some
partial availability of information (limited infg
limited registration of studies in the EU PA
different sources (different study type infomj
limited use of study identification elements|
across the EU PAS Registrants.(3)

According to the EMA website “MNon-inte
answers”: Protocols and public abstracts of
are publicly available in the EU PAS Regis|
Pharmacoepidemiology and Pharmacovigild
imposed non-interventional PASS final stud)
found only in centrally authorised medicinegy
European public assessment report (EPA
medicinal products included in 'mixed’ prog]
were also involved can be found on the Co
publishes the outcomes of final study ré
authorisation safety studies (PASS) for NAPs

The aim of this study is to understand the rqg
multidatabase studies performed in Europe.

Post-Authorisation Studies in Paediatric population: data from the EU-

PAS registry

Name

| Institution |

Pregnancy and lactation

Lead: Leonardo Pereira

One of the objectives in ConcePTION, an IMI-funded international study, is to provide important innovations to

move beyond product-specific preenancv registries andfor related observation studies to enhance our

understanding of medica
strategy: an assessment
Post-Authorisation Studied
observational studies foc
registries studies publishe
data from highest level tg
the summary of product

studies led to update the r

FopPomoooTT T OTuoT To.

- assess the possible i
research in this popu

- describe the epiden
different class of age
them;

- evaluate the impact
drug (in terms of ma

Classified as internal/staff & contractors by

Assessment of the utilization of secondary data in Emropean countries based on the

EU PAS Register

Step 1: Data collection

Apart from the data that is already collected regarding the studies of the EU PAS Register, we need to
document in which countries each study was conducted. This can happen using the appropriate search
field on the EU PAS Register website. A series of columns will be added, titled by each country’s
name and a drop-down choice of “Yes” or “No™ will be available to point out if the study was or not
conducted in this country. This is considered necessary, since there are studies conducted in multiple

countries.

Step 2: Inclusion criteria

Only studies conducted in European countries will be included, since Europe is the region with the
most admissions in EU PAS Register and comparisons could be more relevant. (This criterion will be
set during the data collection, implementing the search in European countries only.) Furthermore,
only observational studies will be included, since both clinical trials and surveys naturally use primary

data and reviews/meta-analyses are not relevant for this research question.




Conclusions

* Assessing the studies registered in the EU PAS register requires multidisciplinary and
advanced expertise;

* Availability of protocols is essential for correct interpretation of the studies and
rapidly sharing methodological approaches (e.g. COVID-19);

* A large number of studies are based on primary data collection, without any
comparator and just descriptive;

* In general, pharmaceutical companies are the main sponsor, irrespective of whether
the studies are imposed by regulatory agencies;

* Number of MDSs is increasing and assessinF their impact in relation to the adopted
methodological strategies may inform regulatory agencies as well as scientifc
community.

Classified as internal/staff & contractors by the European Medicines Agency
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