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PSONETPSONET

To establish a network of independentp
European population registries, in order to
perform coordinated post-marketing

ill di i d i i hsurveillance studies aimed at monitoring the
effectiveness and safety of systemic agents,
including biologicals (i e Tumor Necrosisincluding biologicals (i.e. Tumor Necrosis
Factor alpha, TNF-alpha, and T cell targeted
molecules), in the treatment of psoriasis.), p



AimsAims

I ti ti f th li i l ff ti fInvestigation of the clinical effectiveness of
systemic treatments for psoriasis, in a
population context;population context;
Identification of prognostic factors that can
help in predicting the response to systemichelp in predicting the response to systemic
treatments;
Monitoring of adverse effects of systemicMonitoring of adverse effects of systemic
treatments, with particular attention to long-
term and rare adverse events includingterm and rare adverse events, including
infections, lymphomas and other cancers.



Phase 4 post-marketing programmes 
for biological agents

(examples from Stern, 2005)( p , )

• Efalizumab - due 3/31/2014
Multicenter (500 sites) prospective 
5–year surveillance study of patients who have received 
at least one dose of the drugat least one dose of the drug 

• Alefacept - due 7/31/2010
5000-person study5000-person study
After 2 years (March 2005), 657 enrolled

• Etanercept – due 9/30/2013Etanercept due 9/30/2013
2500 patients, not previously treated with etanercept
All malignancies and infectiong









Bongartz T, Sutton AJ, Sweeting MJ, et 
al. Anti-TNF antibody therapy inal. Anti TNF antibody therapy in 
rheumatoid arthritis and the risk of 

i i f ti d li iserious infections and malignancies. 
JAMA 2006;295:2275-85.;



The need for collaborationThe need for collaboration

Disentangling the effects due to ongoing treatment from those due to 
psoriasis risk factors and/or natural history, or the effects of prior therapies is 
complex and only carefully designed studies, with large numbers of patients 

d t ili th ll b ti f l t f i di i liand entailing the collaboration of several experts from various disciplines can 
provide useful information on the safety profile of biological agents.

Even a national registry might not be able to provide meaningful 
information on rare adverse events in a reasonable time



PSONET programmePSONET programme

Survey of national registries of systemic treatments 

for psoriasis in Europe and establishment of an 

international collaboration;

Implementation of study procedures to mergeImplementation of study procedures to merge 
selected national data into an international database to 

be eg la l pdatedbe regularly updated;

Conduct of analyses to assess specific safety and 
effectiveness issues



International Coordinating CommitteeInternational Coordinating Committee

This will include representatives of national registries and, 

in some instances, national pharmacovigilance centres



Participants in the Rome meeting, December 
16, 2006
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Advancement of the projectAdvancement of the project

Fi i f i i h ld i RFirst meeting of registry representatives held in Rome on
December 16, 2006
The following countries have already established a registry (or are ine o o g cou t es a e a eady estab s ed a eg st y (o a e
the process of establishing one in the near future) and have agreed in
principle to collaborate: France, Israel, Italy, Spain, Sweden,
United KingdomUnited Kingdom.
Circulation of signals on potential safety issues originated by
individual registries was considered to be a priority area.
Collaboration with rheumatologic registries was considered as
particularly useful since it makes it possible to compare the rate of
events associated with prescriptions for different indications.p p
It was agreed that the property of the data rested on the
individual centres and that, according to the country, individual
patient data or only summary data could be mergedpatient data or only summary data could be merged



Registry already 
established?

Coverage of the 
registry

Systemic 
treatment 
considered

Modality of data 
collection Support

considered

Biologicals and
Conventional 
treatments

Via professional 
body BAD
Pharmaceutical 
companies

UK Yes Nationwide
treatments 

including PUVA Electronic form
companies 
sponsorship

The 
Netherlands Work in progress Local Biologicals Electronic form ?

Bi l i l d

Sweden Yes Nationwide

Biologicals and
Conventional 
treatments 

including PUVA Electronic form Governmental grant

Biologicals

Spain

Yes (rheumatology)
Work in progress 
(dermatology)

Local 
(rheumatology)
Nationwide 
(dermatology)

Biologicals 
(rheumatology)
Biologicals and 
Conventional 
treatments 

(dermatology) Electronic form

Governmental grant
pharmaceutical 
companies 
sponsorship 
(rheumatology)

Portugal Working in progress ? ? ? ?

Israel Core registry established Nationwide? ? ? ?

Biologicals and

Italy Yes Nationwide

Biologicals and
Conventional 
treatments 

including PUVA Electronic form Governmental grant

France Work in progress Nationwide? ? ? ?



Entry criteriaEntry criteria

All the subjects with active psoriasis who receive, for
the first time in their life, at least one single dose of a
new systemic agent for psoriasis (the collection may be

limited to biological agents in some countries). Onlyted to b o og ca age ts so e cou t es) O y

patients recruited within the national registries will be

considered for inclusionconsidered for inclusion.

Common definitions for variables such as "disease severity"

and "response to treatment" should be adopted. Uniform

coding strategies should be better developed. Internal

consistency checks will be also defined.









Follow upFollow up

Active follow up (at least one contact per year) withActive follow up (at least one contact per year) with 

minimum loss to follow up (less than 20%) will be aimed for.

Updates every 6 months.



Minimum set of variables (basal time)Minimum set of variables (basal time)

1. Patients’ socio-demographic characteristics (age, gender), skin type*
2. Personal habits: smoking (yes/no/previous/unkwn), alcohol consumption

(average n. drinks per week)*
3 Anthropometric variables (weight and height) waist circumference*3. Anthropometric variables (weight and height), waist circumference*
4. Psoriasis characterization date of first diagnosis, type of psoriasis,

severity*, previous systemic treatments (yes/no/unkwn)
5. Co-morbidities ischemic heart disease, hypertension, dyslipidemia,5. Co morbidities ischemic heart disease, hypertension, dyslipidemia,

diabetes, cerebrovascular disease, tuberculosis, HIV, chronic viral hepatitis,
other infections requiring hospitalisation, cancer [type of cancer], kidney,
liver disease

6 Systemic treatment for psoriasis at entry (drug and dosage)6. Systemic treatment for psoriasis at entry (drug and dosage)
7. Gynecological information: Pregnancy and its outcome*
8. Systemic co-medication: yes/no/unkwn for specific drug categories

(immunosuppressive,lithium salt, calcium antagonists, ACE inhibitors,(immunosuppressive,lithium salt, calcium antagonists, ACE inhibitors,
NSAIDs)

(*) Non mandatory information



Minimum set of variables (follow up)Minimum set of variables (follow up)

1. Updates on systemic treatments for psoriasis during follow-up

2. New diagnosis of conditions categorised as: infections leading to
hospitalization, cancer, any other new condition leading to hospitalisation
or specialist consultation* (kind of condition categorised according to
ICD-10 or other dictionaries)

3. New systemic co-medications taken for more than one month

4. Any relevant suspected adverse event associated with treatment
(date of diagnosis kind of event)(date of diagnosis, kind of event)

5. Remissions and severe relapse of disease during follow-up



Pooling of data from national registriesPooling of data from national registries

1. Individual patient data vs pooled data

2 Definition of intervals for data extraction in a2. Definition of intervals for data extraction in a

standardized form

3. Establishment of a centralized database, under the

control of the International Coordinating Committee,g

with appropriate insurance of data confidentiality

4 C i t h k f d t d l d t4. Consistency checks of data and regular updates



Control groupsControl groups

1. Internal vs external comparisons

2. Internal comparisons will involve analyses of event
occurrence in groups defined by different
dosages/duration of treatment and/or different drugs.

3. External comparisons can be made by considering
incidence rates in selected population samples. For rareincidence rates in selected population samples. For rare
events such as cancer incidence, only marked increases
of incidence (i e twice or more) with respect to theof incidence (i.e., twice or more) with respect to the
general population could be detected by our system.



AnalysesAnalyses

In general, the analyses will be split into different steps.

A fi t h ill ll i t f d i ti lA first phase will usually consist of descriptive analyses.

A further stage will consider simple univariate analyses.g p y

Finally, in-depth analyses centered around specific

questions and using more powerful analytical methods,

e g multivariate models can be adoptede.g., multivariate models, can be adopted.



International Safety Review BoardInternational Safety Review Board

Diagnoses will be reviewed by an International Safety 

Review Board. According to the clinical diagnosis, 

additional information may be required with retrieval ofadditional information may be required with retrieval of 

information from medical records, family doctors or directly , y y

from the patient.



International Safety Review Board

Professor Robert Stern (Department of Dermatology, Beth Israel
Deaconess Medical Center and Harvard Medical School, Boston),
h ichair

Professor Jean Claude Roujeau (Université Paris XII DepartmentProfessor Jean Claude Roujeau (Université Paris XII, Department
of Dermatology, Hopital Henri Mondor, Creteil)

Professor Jean Jacques Grob (Université de la Mediterranee et
Service de Dermatologie, Hopital Ste Marguerite, Marseille)

Professor Peter Elsener (Department of Dermatology, University
f J G )of Jena, Germany)

Professor Carlo La Vecchia (Department of Biometrics andProfessor Carlo La Vecchia (Department of Biometrics and
Biostatistics, University of Milan)



Criteria for signal generation in 
spontaneous surveillance systems

• Number of case reports
Presence of a characteristic feature or pattern• Presence of a characteristic feature or pattern

• Site, timing, dosage-response relationship, 
reversibility

• Rechallenge
• Biological plausibility 
• Laboratory findings (e g drug-dependentLaboratory findings (e.g., drug-dependent 

antibodies)
• Previous experience with related drugs• Previous experience with related drugs



Dissemination of resultsDissemination of results

Results made available to the scientific community and,
according to pre-defined criteria, to the general public.
Dissemination means may include:

scientific publications

presentation of data in a project’s website

collaboration with pharmacovigilance units in differentcollaboration with pharmacovigilance units in different
countries and EMEA (PhVWP)

ll b ti ith ti t ’ i ticollaboration with patients’ organizations.







Items for the website

• Aims, protocol and other materials
• Information on each national registry• Information on each national registry
• Update on ongoing collaboration
• News and links





D dli 18 S t b 2007Deadline 18 September 2007



Next meeting?


