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DEAR EDITOR, Generalized pustular psoriasis (GPP) is a life-

threatening rare disease that has a significant impact on

patients’ daily activities.1–4 Owing to a lack of awareness of

GPP among doctors, this disease is unsatisfactorily diagnosed

and inadequately treated.1 Evidence for the efficacy of current

medications is lacking, and no treatments are approved for

GPP in Europe or the USA.2–4 Despite the rarity of GPP, it

remains to be conclusively stated whether this disease fulfils

all the criteria for European Medicines Agency (EMA) orphan

designation.5 Achieving EMA orphan designation would help

to reshape the medical community’s definition and under-

standing of GPP, in addition to greatly expediting develop-

ment of effective treatments. Here, we report the outcomes of

roundtable meetings between patient advocacy groups (PAGs)

and clinical experts regarding the urgent need to classify GPP

as an orphan disease.

A Delphi approach was used to garner the opinions of

participants at three 1-h virtual roundtable meetings to

assess the level of consensus on whether GPP meets the

EMA criteria for orphan designation. The meetings were

held sequentially on 23 April 2021, 28 April 2021 and 6

May 2021. The initial roundtable meeting was attended by

four representatives from three PAGs (European Federation

of Psoriasis Patient Associations, Psoriasisforeningen, Den-

mark and the International Federation of Psoriasis Associa-

tions). In addition to the PAG representatives, two clinical

experts attended the second and third meetings. During the

meetings, participants were asked to provide their opinions

verbally on the following prespecified topics, which cover

all the EMA criteria that GPP would need to fulfil in order

to receive orphan designation: (i) whether GPP is life-

threatening or chronically debilitating; (ii) whether the

prevalence of GPP is less than five cases per 10 000 people

and (iii) whether the methods of diagnosis, prevention or

treatment of GPP are satisfactory.5 All participants were

informed of the topics for discussion in advance by email.

To assess the level of consensus on whether GPP meets the

EMA criteria for orphan designation, each participant was

asked to rate on a scale of 0 (strongly disagree) to 10

(strongly agree) the extent to which they agreed with a

series of statements about the three topics listed in Fig-

ure 1. Using this methodology, the PAG representatives (be-

fore the first meeting and after all three meetings) and the

clinical experts (after the second and third meetings) were

asked to provide their opinions anonymously in order to

determine Delphi consensus on whether GPP meets the

EMA orphan criteria.

During the roundtable meetings, there was clear consensus

that GPP fits all the EMA orphan disease criteria (Figure 1).

Participants unanimously agreed that GPP is clinically and

pathogenetically distinct from psoriasis vulgaris, being char-

acterized by acute flares of painful, itchy pustules that are

often widespread across the body, accompanied by fever.

While GPP is rightly recognized as a distinct psoriatic dis-

ease, the International Classification of Diseases (ICD) 11th

revision does not differentiate GPP well enough from other

forms of psoriasis. All participants agreed that GPP is life-

threatening, with a long-term debilitating course and unpre-

dictable flares. GPP greatly impacts patients physically and

psychologically, adversely affecting performance of everyday

tasks, employment, sleep and relationships. The term ‘skin

failure’ was proposed to reflect the catastrophic endpoints

associated with inflammation of the skin and other organs.

All participants agreed that GPP has a prevalence of less than

five cases per 10 000 people in Europe, possibly between

one and 90 cases per million,6,7 although epidemiological

studies are lacking. Current guidelines are unsuitable for

diagnosis of GPP, and there are high levels of unmet need

for the treatment and prevention of GPP flares. No effective

therapies are approved for GPP, and evidence of their effi-

cacy is poor.

In summary, there was clear consensus that GPP fits all the

EMA orphan disease criteria, based on published evidence and

on professional experience. There is a need to reshape the

medical community’s understanding and approach to GPP

management. To heighten awareness of GPP, and to empha-

size its clinical and pathogenic distinction from other forms of

psoriasis, we recommend that future editions of the ICD

should provide a better definition of GPP and where it belongs

on the spectrum of psoriatic disease. We also recommend the

use of the term ‘skin failure’ to help stakeholders (clinicians,

PAGs, insurers and medicine licensing authorities) to better

understand the potentially catastrophic impact of GPP from

the patient’s perspective.

EMA orphan designation for GPP should greatly expedite

development of effective treatments for this life-threatening

and debilitating disease. If medical authorities recognize the

urgent need to improve access to novel treatments for GPP

and provide patients with ongoing specialist support, then we

believe that the outlook is hopeful.
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Figure 1 Level of agreement with statements regarding generalized pustular psoriasis (GPP).Participants were asked to what extent they agreed

with the statements, which relate to European Medicines Agency criteria for orphan designation. Participants rated their level of agreement from 0
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advocacy group representatives rated the statements before the roundtable meetings, whereas clinical experts also rated the statements after the

roundtable meetings. PV, psoriasis vulgaris.
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