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EURORDIS

Created 1997 to support the adoption of EU 
Orphan Drug Regulation
Patient driven, largest pan-European patient 
organisation (PO)
492 members (POs), 1500 POs in our database
In 45 countries
Covering > 4000 distinct rare diseases
23 staff
Member of the COMP, PDCO, CAT, PCWP @ 
EMA and EU CERD @ DG Sanco
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Presentation
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Introduction

Self reporting / Eudravigilance

Risk communication

Explaining benefit/risk to patients

The DIOD project
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Patients @ EMA

33 patients’ and consumers’ organisations 
eligible to work with EMA (eligibility criteria)
Of which 15 are member of the PCWP
– Meet 4 times a year with representatives of all 

EMA scientific committees
– Mandate
– Action plan
– Evaluation and report
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Our activities (summarised)
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• Rules for the involvement of patients
• Policy on conflicts of interestInteraction

• Observers at PhVWP
• Pilot self-reportingPharmacovigilance

• EPAR summary for the public
• Risk communication
• Information on benefit/risk

Information

• How to involve patients in the scientific 
committees?

• Revision of EMA transparency policy
Transparency
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A constant progress
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76

167

213

307

2007 2008 2009 2010

Number of patients/consumers involved

Total number of patients/consumers involved during 2010
(i.e. member of COMP = 1) 307

Total number of occasions patients/consumers involved during 2010
(i.e. member of COMP = number of times attended COMP meetings)

479

From EMA Fourth report on the progress of the interaction with patients' and 
consumers' organisations (2010)
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Introduction – some cases

Supply shortage (more or less sudden)
– e.g. Myozyme® - March 09
– e.g. Thyrogen – March 2011- continues

Product defect (with or without supply shortage)
– e.g. Norvir® capsules  - October 98
– e.g. Cerezyme® and Fabrazyme® June 09 – continues
– e.g. Viracept® 2007

Adverse drug reaction (new or known)
– e.g. Cox 2 inhibitors 2005
– e.g. Biphosphonates/ osteonecrosis of jaw 10/2010

Sudden market withdrawal
– e.g.  Dextropropoxyphene September 09
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Why does it matter to us, patients?

Important decisions are made that affect 
our health.
– Shouldn’t we be associated?

Marketing authorisation holder and 
regulators decide on criteria to select 
patients who will continue/stop treatment 
– Shouldn’t we be consulted?

Communication materials: 
– Shouldn't we be involved?
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Where we’re coming from

April 1996: access to HAART to treat HIV 
infection
August 15th, 1997 AIDS Treatment News, 
– "Crix Belly"
– ATN: The Crix List, an electronic mailing list 

on the Internet, has discussions of "Crix
belly", reports of people gaining 40 pounds or 
more in a very short time
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A patient reported

24 July 1997, weird side effects
– I've made reference here to my "Crix Belly." My belly is 

slightly enlarged, but it's solid. In fact, you can see the muscle 
lines across my stomach (if I stand in a really good light), so it 
doesn't feel like fat. It's hard. The other strange thing is that 
my belly button went from an "inny" to an "outy." We have 
been assuming a hernia. 

– Well, yesterday someone from my online Crix group said 
something about their belly button doing the exact same 
thing. Could be a coincidence, but if anyone reading this has 
had a similar reaction, I'd like to hear about it. The other side 
effect I'm having is sore muscles, leg cramps, etc. 

How do you translate this into Medra terms?
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In 20 to 40% of patients:

Buffalo neck

Belly

Fat loss

Fat loss, prominent veins
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In parallel to online discussions

11 June 97: FDA warned doctors of diabetes risk
– 83 insulin requiring diabetes among HIV patients 

treated with HAART reported to FDA
– of whom 27 required hospitalisation
– and 6 were life-threatening
– out of an estimated 110 000 U.S. patients prescribed 

these drugs
Other parts of the world
– One month later: Japanese, Canadian, British and 

French agencies were evaluating equivalent reports
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In Europe

January 1999: EATG questions the CPMP
2 March 1999: EMEA meeting. A committee with 
industry rep, academic experts, patients’ 
representatives is formed:
– Meeting with 63 representatives of the MAH, clinical and 

pharmacological experts, treating physicians, statisticians 
and epidemiologists

– The Oversight Committee for Metabolic Disorders of 
HAART

– 9 supportive MAH
– Budget: 5 746 056.3 € for 5 years
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Decisions

4 studies were launched
– A retrospective cohort study of the risk of 

cardiovascular events (Veterans Administration database)

– A multi-cohort prospective study to evaluate 
cardiovascular risk (D:A:D study)

– A lipodystrophy case definition study
– A meta-analysis of clinical trials

And one never was: 
– meta-analysis of companies’ databases

2 patient representatives part of the process
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Outcomes

HAART was independently associated with an 
26% increased risk of myocardial infraction per 
year of exposure

15

Risk of Myocardial Infarction According to Exposure to Protease Inhibitors and Non Nucleoside 
Reverse-Transcriptase Inhibitors among Patients Unexposed to the Other Drug Class
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Lessons learnt

Metabolic disorders / HAART: ≈ 40-60% patients
Regulators initially not aware
MAH databases: only 2 to 4% of cases
Not detected during clinical trials (12-24 months 
duration)
Lipodystrophy usually occurs after 2 years on 
HAART

► When EMA Patients’ and Consumers’ working 
group was created (2003):

Pharmacovigilance and patient self-reporting 
of ADRs became a priority

16F. Houÿez 2/12/2011



BY PATIENTS AND CONSUMERS
Reporting of ADRs

17



A large experience already
1978 Kilen (S) www.kilen.org Consumer group

1993 FDA (USA) www.fda.gov/medwatch Goverment

2003 Medicines Agency (DK) www.dkma.dk Goverment

2003 Lareb (NL) www.lareb.nl Goverment

2003 Therapeutic good 
administration (AU)

www.tga.gov.au Goverment

2003 Health Canada Goverment

2004 Meldpunt Medicijnen (NL) www.meldpuntmedicijnen.nl Consumer group

2005 MHRA (UK) www.mhra.gov.uk Goverment

2006 Test Aankoop (BE) www.contactmedicaments.be
www.meldpuntgeneesmiddelen.be

Consumer group

2008 Afssaps www.afssaps.fr Regulatory agency and 
patients’ groups

Belgium Testachat
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BMJ 1996;313:530-531 

Self reporting by patients
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Not only earlier, but more reports

Cumulative Incidence of 
Adverse Symptom Events 
over Time as Reported by 
Patients versus Clinicians 
at Successive Office 
Visits.
Patient-reported symptoms 
were collected directly from 
467 persons with breast, 
lung, genitourinary, or 
gynecologic malignant
conditions at a total of 4034 
clinic visits at Memorial 
Sloan-Kettering Cancer 
Center, New York 
The graphs reflect the 
incidence of moderate-
severity symptoms.

N Engl J Med 362;10 March 
11, 2010
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WE CAN EXPECT THAT
Now, with patient self-reporting of ARDs
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(1) Data are different

HCP, MAH, regulators focus on serious ADRs, 
typically grade 3 and 4
– Few grade 1 or 2  ADRs reported (“why bother?”)

Grade 1 or 2 can make the patient’s life like hell
– E.g. loose stools
– As could affect adherence and could decrease the 

product efficacy
A way to measure the impact on quality of life: 
the perceived severity = an important parameter
The patient is more likely to report when it ends 
(“such a relief”) 
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(2) Data are new

During a consultation: not all subjects can be 
addressed
– Intimacy, sexual activity, loss of libido…

But online or with a form, patients may be more 
inclined to report those
Some ADRs may be unexpected but not severe at 
all: HCP could neglect them
– E.g. change the flavour of some aliments 
– But when this happens to you, you want to know if this 

happened before. Where, if HCP don’t report?
With self-reporting tools: anonymity or confidentiality 
helps the patient reporting in such circumstances
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(3) Data have a larger scope

The patient’s life style is better described by 
the patient himself/herself:
– Use of NATC products
– Alcohol
– Diet, herbal products…
– Over the counter products

Patient can notify products he/she used to 
treat the ADR
– E.g. absorbent carbon for bloating 
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(4) Data are “disclosed”

We still live under the dictatorship of the 
“blame and shame” reign 
HCP may not always declare all necessary 
information
– In France, prescriptions that contain 10, 15 or 

more medicines are frequent
– They often include contra-indicated combinations

Patients are more likely to report them

25F. Houÿez 2/12/2011



The vision

= pilot 
dashboard 
so that the 

patient knows 
where he is, 

and where 
other are or 
have been

EudraVigilance
dashboard

= flight 
recorder

Not in each 
patients’ hands 
to be analysed 

after an 
accident has 

occurred
But 

transmission to 
air control in 

“real time”
Early warning 

possible

Direct reporting

= flight on air

Patient on 
treatment

= air control

Regulatory 
bodies

= pilot 
instructor

Advises the 
patient on 

what he/she 
can do to 

manage the 
disease, 
incuding

treatment

Healthcare 
professional
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CRITICAL SITUATIONS
Involvement of patients’ representatives for the communication in
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Why to involve patients in risk 
communication

Better coordination between EMA, NCA, and 
patients’ and consumers’ organisations
Opportunity for the relevant patients’ and/or 
consumers’ organisations to provide advise and 
input when deciding on measures to face the critical 
situation in question
Improved quality and understandability of EMA 
communication to the public in critical situations 
Increased transparency in the crisis management 
process by involving representatives of the patients 
and/or of the consumers – trust in the regulatory 
system
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The core of the proposal

Patients’ and consumers’ organisations appoint 
a contact person (CP) to liaise with EMA/NCA 

Confidentiality undertaking with EMA as an 
external expert
Receives documents and information and react 
within the time frame
Participates in the explanatory meeting (or public 
hearing), if needed, and identify other patients’ or 
consumers’ representatives who could also 
participate

CP disseminates the information when the 
embargo is lifted

29F. Houÿez 2/12/2011



Progresses as of 03/2010
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When?
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Timelines
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The Viracept case Frederic Bouder,
Uni. of Maastricht

Viracept is an antiviral medicine, which contains 
nelfinavir (as nelfinavir mesilate) as its active 
substance. 
Used in combination with other antiviral drugs to 
treat adults, adolescents and children over 3 
years of age infected with HIV-1.
First introduced on the market in 1998. 
In 2000 it was prescribed mostly to pregnant 
women and children because of its tolerability.
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Signal

End of 2006 and beginning of 2007: 
Roche had detected some impurity 
formation at the manufacturing stage. 
May 2007: patients noticed an unpleasant 
smell.
Viracept was contaminated with ethyl 
mesilate, potent carcinogen
Product was recalled
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Streams of communication

Agency proactively involved a patients’ 
representative 
Roche proactively involved patients’ 
groups
Regulators proactively involved patients 
(e.g. TRT5 in France)
Patients maintained separate channels of 
contact with Roche 
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Dividends of patients involvement

On 18/07/07, TRT-5, a coalition of 8 leading French HIV/ 
AIDS NGOs writes letter to EMEA, AFSSAPS and 2 EC 
Commissioners

Wording
“Important questions regarding the quality of drugs 

authorised by EMEA”
“ We do not accept that such crisis should happen again”

Knowing that a patients advocate was 
involved reassured patients’ organisations
Helped to ensure coherence
Prevented communication vacuum 
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Information we need about supply 
shortages

Available stock when supply shortage occurs
Sales volumes (community and/or hospital pharmacy) 
Other countries where product is marketed
Estimated date of supply shortage
Estimated supply shortage duration
Estimated date of supply resume
Context of supply shortage
Proposed corrective measures (quota system, use of other 
formulations, stock management between hospitals, 
wholesale distributors and importers, stock exchange 
between countries….) 
Communication
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Information we need about 
contamination / defect

Estimated date of contamination / defect
Contaminating substance or type of defect
Potential Impact of contamination or defect on health
Sales volumes and estimates of affected population
Extent of the contamination / defect (single or multi-
manufacturing site)
Context of contamination / defect
Proposed measures (registry, additional studies, patient follow 
up, product substitution...) 
Communication
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Communication channels

Press releases and Q&A  documents
Eudravigilance and its RSS
“Dear HCP Letter” to prescribing physicians and/or 
pharmacists, via the national competent authorities
PSUR reports
Monthly newsletter to patients’ and consumers’ 
organisations
Explanatory meeting (public hearings) with patients’ and/or 
consumers’ organisations and medical press
Publication of studies in medical magazines
Updates of the Summary of Product Characteristics
New applications on smartphones, tablets etc.
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DAILY IMPACT OF ORPHAN 
DRUGS IN PATIENTS’ LIVES

The DIOD project by Eurordis and partners
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Objectives
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To provide patients with information 
on the drugs they are taking

To collect their feedback on 
positive benefits of the drug

To collect their feedback on 
negative effects of the drug

Useful 
when 
consulted 
by CHMP



How?
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Document with information on the product
and 2 forms:
- One to report ADRs (same data field than developed by EMA)
- One to report positive effects

And/or link to the web portal of the competent 
authority

Eurordis database collects 
positive effects

Analyses with academics 
and POs



A project with:
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Partnership with 
NCAs and EMA

Partnership with 
experts of QofL scales

Partnership with HTA 
agencies

Partnership with 
relevant Pos

• 1st phase: 5-7
• Self-reporting ADRs

• Self-reporting 
outcomes

• Patients’ values

• Outreach of the 
patients

• Validation of the tools



Which drugs and how?
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Starting with authorised products under 
surveillance

And newly authorised orphan products (3-
6/year)

Translated in all 5-7 languages

2-3 medical writers, and data analyst

Independently from industry (no funding)



BENEFIT/RISK
Explaining 
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Hazard theories are numerous
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Quantitative Risk Assessment

Decision Analysis

Cost-benefit Analysis

Psychometrics

Normal Accident Theory

High Reliability Organisations

Risk communication

Arena Theory

Cultural Theory



Educating the public
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hazardcards.com – accidents revisited. Danish School of Education, Aarhus University



The public barely knows the  risk 
scale
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A colour scale for ADRs
Revlimid® adverse reactions occurring more frequently than with placebo, based on the EPAR (table 12)

very common Thrombocytopenia, muscle cramp, fatigue, asthenia, anaemia, tremor, dyspnoea, rash
Not severe common neutropenia, pneumonia
grade 1 uncommon

rare
very rare
very common Thrombocytopenia, muscle cramp, fatigue, asthenia, anaemia, tremor, dyspnoea, rash

Moderately severe common neutropenia , pneumonia
grade 2 uncommon

rare
very rare
very common neutropenia, thrombocytopenia

Severe common pulmonary embolism, deep vein thrombosis, anaemia, fatigue, asthenia, dyspnoea, pneumonia

grade 3 uncommon muscle cramp, tremor, rash
rare
very rare
very common neutropenia, thrombocytopenia
common pulmonary embolism, deep vein thrombosis, anaemia, fatigue, asthenia, pneumonia

Extremely severe uncommon muscle cramp, tremor, dyspnoea, rash
grade 4 rare

very rare
very common affects more than 1 user in 10
common affects 1 to 10 users in 100
uncommon affects 1 to 10 users in 1 000
rare affects 1 to 10 users in 10 000
very rare affects less than 1 user in 10 000
not known frequency cannot be estimated from the available data 49



In fact a 5D balance model
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Aids progression risk

Risk at 3 years Viral load 
> 110 000 
copies/ml 

Viral load 
< 3000 

copies/ml 

CD4 < 
200/mm3 

85%
NNTb: 1 to 2

CD4 > 
750/mm3 

30%
NNTb: 3 to 4

0.25%
NNTb: 400 

 

 
Assuming treatment efficacy ≈ 90%

Adapted from Matthias Egger, Institut de médecine préventive et sociale, Université de Berne
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NNTH

Age at 
treatment 
start 

No HAART HAART + LD NNTH NNTH in 
smokers 

30 0.5% 1.9% 71 40 

50 3.6% 9.1% 18 13 
 

 

Based on Framingham model

estimate of absolute risk of cardiovascular disease in next 5 years 
for cases of HAART induced LD

52



Conclusion
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There is a benefit to involve patients’ 
representatives

Involving patients and consumers contributes 
to public trust in regulatory decisions

Patients are experts

More and more communication: patients and 
their organisations are here to help
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Thank you.
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