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ENROL CONSORTIUM



• A registry is a platform that collects patients data like diseases, country, age, treatments

• ENROL maps common data across existing registries in Europe facilitating to monitor a disease 

across Europe and helping research and policy’ development for rare haematological diseases. 

• ENROL gathered data that in Europe would have been fragmented in one central platform. Enrol 

makes them understandable, accessible and reusable by researcher and policy makers and 

guarantying patients’ privacy!

• Registries facilitate not only research but also patient-centric research 

Keys concepts from past webinars



Main objective: The impact of PROMs and PREMs and the benefits of associating them to 

registries

Addressed questions

• What are PROMs & PREMs?

• What are the benefits of using them for patients and for scientific communities?

• What do I need to know about PROMs & PREMs before including them in a registry?

• Where can I find adequate PROMs & PREMs and who can I address to have more info on 

PROMs & PREMs?

• How to use PROMs & PREMs for Advocacy?

Learning objectives of the webinar



What are PROMs 

and PREMs?



Let’s start from some
examples

Let’s imagine a Clinical Trial on a drug for 
increasing the hemoglobin



Let’s start from some
examples

• Fatigue.
• Weakness.
• Pale skin and gums.
• Shortness of breath.
• A fast or irregular 

heartbeat.

Hemoglobin 7



Let’s start from some
examples

• Fatigue.
• Weakness.

Hemoglobin 14

With this new 
drug….



Let’s start from some
examples

• Fatigue.
• Weakness.

I feel still almost the same, 
I don’t know if the drug 
works!

Hemoglobin 14: the 
drug works!!!

With this new 
drug….



Another example
Why Patient Perception Matters

*Celgene study on BT Burden, 11/2020

5%

5%

5%

55%
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32%

…rassure les patients

…gêne les patients

…rend les patients 
anxieux / stressés

20%

10%
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60%

15%

15%

7%

3%

30%

17%

3%

Question:BT done in a room with other patients

Strongly agree
Agree somewhat



So: how to integrate the perception of the 

patient into the clinical outcomes of the trial?



Patient-Reported Outcomes Measures 
(PROMs):
Definition

“A measurement based on a report that comes directly from

the patient (i.e., study subject) about the status of a patient’s health condition without

amendment or interpretation of the patient’s response by a clinician or anyone else. A

PRO can be measured by self-report or by interview provided that the interviewer

records only the patient’s response”

FDA, 2009, “Patient-Reported Outcome Measures: Use in Medical Product 
Development to Support Labeling Claims”

https://www.fda.gov/media/77832/download


PROMs belong to Clinical 
Outcome Assessment Measures

Clinical Outcome Assessment (COA)

Patient Reported 
Outcome Measure 

(PROM)

Observer Reported 
Outcome (ObsRO)

Clinician Reported 
Outcome (ClinRO)

Performance Reported 
Outcome (PerfO)

To type of COA is determined by the 
perspective/point of view that is rated



PROMs structure

Item (= question) : it contains the 

measured concept and the recall period

Response options

Number of response 

options
Item Score

Instructions



PROMs structure



PROM development 
(according to FDA 2009 PRO guidance*)

1. Item generation

Patients interviews Clinicians interviewsLiterature Review
List of preliminary 

items
(based on a conceptual 

model)

2. Preliminary 

questionnaire test

Patient’s understanding 

assessment

Statistical analysis
(incl. domain scoring definition)

Final scored 

questionnaire

Modifications 
(# of items, response options, 

etc.)

3. Measurement 

properties
Statistical validation showing PROM reliability, validity and 

responsiveness/ability to detect change

1 – 3 years

* Patient-Reported Outcome Measures: Use in Medical Product Development to Support Labeling Claims - DECEMBER 2009
Please note that the development of COA doesn’t follow systematically the 2009 FDA Guidance requirements

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/patient-reported-outcome-measures-use-medical-product-development-support-labeling-claims


Patient-Reported Experience Measures 
(PREMs):
Definition

Patient-reported experience measures (PREMs) are questionnaires measuring the patients’

perceptions of their experience, the quality of care whilst receiving care. In contrast to PROMs,

PREMs do not look at the outcomes of care but the impact of the process of the care on the

patient’s experience e.g. communication, health care staff relationship and timeliness of

assistance

Charlotte Kingsley, MBBS BSc FRCA, Sanjiv Patel, MBBS BMedSci FRCA, Patient-reported outcome measures and patient-reported experience 

measures, BJA Education, Volume 17, Issue 4, April 2017, Pages 137–144”

https://www.fda.gov/media/77832/download


PREMs structure

Instructions



PREMs structure

Eg (CARE)

2nd example on transfusion
Question

Score

Response
options



What do I need to know about 
PROMs & PREMs before 

associating them in a registry?



“Measuring What?“

What do you need to hear from 

patients?



“Measuring What?“: What do you need to hear from 
patients?

Describe disease burden 
on patients quality of life (QOL) with PROMs&PREMs
Eg Generic and Disease-Specific QoL scales

Capture patient perception of change in symptoms: with PROMs 
symptom-specific scales and ad-hoc diaries Eg Pruritus VAS & 5D-Itch

Evaluate treatment impact 
on functioning with validated function-specific scales (ClinROs, 

PerfOs, PROMs) 
Eg Mobility-specific scale 

Assess quality of care 
with PREMs
Eg Generic and ERN-Specific PREMs scales



“What for?“

Clarification of PROMS/PREMs-related 

objective is a prerequisite!



• Health Care 
Management: 

Evaluation of Efficiency of Care in 
Real-World Practice

• Clinical Research: 
Evaluation of intervention effects 
(care, drug, device, surgery, 
physiotherapy, etc.)

• Patient Management

─ Guidance / Education: 

Dissemination of current knowledge to 
physicians

─ Support medical decision-making

Improvement of diagnosis and treatment 
decisions

─ Enhance communication

Support patient-and-doctor-interaction 
on description of symptoms, complaints 
about functional impact and expected 
treatment benefits

PROMs/PREMs, What for ?



The context of use 
determines the 

PROMs/PREMs selection



 Screening: 

- Hospital Anxiety and Depression Scale (HADS - 14 items) : Quick completion time and 

immediate scoring

 Assessment of programs – Measure of depression impact on HRQoL: 
- Quality of Life in Depression Scale (QLDS - 34 items) 

- SF-36 (36 items) 

- Work Productivity & Activity Impairment Questionnaire (WPAI:D – 6 items)

 Assessment of mid-term outcomes of care on all patients from hospital: 

- Motivation and Energy Inventory (MEI-SF - 18 items)

 Assessment of intervention: 
- Montgomery-Asberg Depression Rating Scale (MADRS – 10 items/signs and symptoms)

Example: Measure of depression

The context of use determines your PROMs/PREMs 
selection



In a 
nutshell

4. Identify further validation steps

Define your 
objective

Define what you want to 

measure with 

PROMs/PREMs

2. Search for 
PROMs/PREMs

3. Select the PROMs/PREMs 
measuring what you want to 

measure, fitting your objective & 

context of use

1. 
Define

Define 

PROMs/PREMs 

context of use



Criteria to consider to favor acceptance by 
patients and adoption by clinicians

• Feasible: PROM/PREM should be easy-to-use (e.g. NRS vs VAS)

• Actionable: PROM/PREM score should easily lead to decision-making and 
action

• In-Context: PROM/PREM should be incorporated into the provider’s routine 
process of care

• Useful: PROM/PREM collection and processing should contribute to better 
healthcare

28



Beyond PROMs/PREMs validity, 

acceptance by patients and adoption 

by clinicians is critical



IMPORTANCE OF EARLY 
PATIENTS ENGAGEMENTS OF 
ALL OF THOSE ACTIVITIES

!!!



Why to have data issued from PROMs is important for 

advocacy? 



PROMS/PREMs provide

evidences and not just

expressed needs or burdens



Patient community
expressing needs and 
burdens based on their
experiences orally

Patient community
expressing needs and 
burdens based on their
experiences gathered in a 
questionnaires 



Some examples

issued from this

questionnaire



« I spend a lot of time 
in day unit for 
receiving transfusion. I 
loose time from
school or work »

Need “The provision of transfusions in a timely manner and at 
convenient for the patient hours”. 

The majority of responders 256/401 (63.84%) are transfused in morning



« I spend a lot of time 
in day unit for 
receiving transfusion. I 
loose time from
school or work »

Need “The provision of transfusions in a timely manner and at 
convenient for the patient hours”. 

Of the patients transfused in the morning 30.7% are working full time, 
13% are working part time and 21.6% are not working 



Need “The provision of transfusions in a timely manner and at 
convenient for the patient hours”. 

Need: “The right to work”

The majority of responders 256/401 (63.84%) are transfused in morning, 
13% are working part time and 21.6% are not working 

Quantitative evidence (KPIs)  basis for shaping Health Planning or centre Health Delivery



of 126 patients who claimed regularity in taking medication 91 (72.22%) were 
being treated in specialised centres, while 35 (27.77%) in other departments. 

In this cohort of patients 31.45% were receiving Desferrioxamine monotherapy 
daily while another 19.62% were on a combination of the subcutaneous drug and 
an oral chelator (Deferiprone) 

My center doesn’t
garantee me a 
good aderhence to 
treatments. I 
experience a lot of 
pain

so more than half still had to adhere 
to difficult and painful treatment. 



Need “Adherence to lifelong treatment requires support from the 
healthcare providers” 

35 (27.77%) are not treated in expert centers . 

In this cohort of patients 31.45% were receiving Desferrioxamine
monotherapy daily while another 19.62% were on a combination of the 
subcutaneous drug and an oral chelator (Deferiprone) 

Quantitative evidence (KPIs)  basis for shaping Health Planning or centre Health delivery



90%

Symptoms and feeling 82%

Personal relationships 87%

Daily activities

In the registries 

PROMs and PREMs are 

associated for 

providing source of 

data!



Using them for 

Advocacy

ACHIEVEMENTS

Hospital provided with transfusion 

canters opened in the late afternoon

Determinate a way to provide clinical 

services as standard of care 

Having right to more days off from 

work

Formal recognition of disabilities, 

impairments and handicaps

Involvement in the process of determinates 

baskets of benefits within a social health security 

rights

Systematic gathering of 
evidences via registries
associating PROMs and PREMs



PROMs and RDs challenges

Lack of background knowledge 
(and time) about how to develop 
and validate PROMs

Scattered knowledge and
expertice on RDs

Lack of RDs patients 
associations

Lack of validations 
standards and lack of 
reporting

Lack of knowledge of accesible 
and existing PROMs

Lack of basic and clinical 
research for RDs



Where as patient representative I can find 

adequate PROMs & PREMs?



PROMs and RDs challenges

Background knowledge about how 
to develop and validate PROMs

knowledge and expertice on
RDs

Knowledge on existing RDs 
patients associations

Facilitating validations of 
standards and reporting

knowledge of accesible and 
existing PROMs

basic and clinical research for 
RDs
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Assistance Publique - Hôpitaux de Paris (APHP)
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Vall d'Hebron Institute of Research 
(VHIR)
ERICA WP3 Co-lead



PROMs selection strategy results 

 PROQOLID™ search

1. PROMs developed in Rare diseases (259 PROMs)

2. Generic Quality of life PROMs (160 PROMs)

3. PROMs measuring functional impacts (ex: Understanding, etc.) (151 

PROMs)

• ERN members survey (211 PROMs)

Total PROMs identified: 781 PROMs

 ObsRO will be included in the repository in upcoming month

 132 ObSRO including 15 developed in RD



ERICA PROMs/PREMs repository
https://erica-rd.eu/work-packages/patient-centred-research/proms-

repository/

RD PROMs/PREMs repository



ERICA PROMs/PREMs repository
https://erica-rd.eu/work-packages/patient-centred-research/proms-repository/

e.g. searching for transfusion related 
PROMs/PREMs



PROMs /PREMs Database 
https://eprovide.mapi-trust.org/advanced-search?database=proqolid

For complete information on 

PROMs/PREMs

• Free of access for ERICA members upon request to Mari Murel 
(m.murel@lumc.nl)

• Database content:
o Author information

o Conditions of use

o Translations

o Population of development 

o PROMs/PREMs Review copy

o Information on development and validation of PROMs/PREMs



Using them for Research

ACHIEVEMENTS

Systematic gathering of evidences
via registries associating PROMs
and PREMs



EXAMPLE FROM THE ERN-EUROBLOODNET

Let’s take a concrete example… of 
connection among PROMs, 
registry, research & increasing
patients quality of life…



How could Researchers benefit from the data 
collected by the ERNs and the ERN registries

SCD QoL is similar to 

Cancer: on treatment

Vaso-occlusive Pain 

crises are the Primary 

reason in emergency departments.

many vaso-occlusive pain crises are 

managed at home with oral 

medication that includes

OPIOIDS and supportive care

How does a new drug / 

genetic modifier affect on 

vaso-occlusive pain crisis?

What are the eligibility 

criteria for prescribing the drug? 

SCD QoL & Pain Crisis Differences in output pain 

management and opioids prescription
We need PROMs in ERNs Registries



Thank You
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