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Using a Delphi panel approach, we have established global consensus on the clinical course, diagnosis, treatment goals and management of GPP; the evidence-based algorithm we
have subsequently developed will provide much needed guidance for physicians to implement in clinical practice
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To conduct a Delphi panel study to gain advanced insights info the clinical

course, diagnosis, tfreatment goals and management of GPP ) i )
Consensus after 2 Delphi panel rounds Clinical management flow diagram for GPP based on consensus statements
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e GPPis arare, neutrophilic skin disease, with a prevalence ranging from

Round 1 total 185 141 (76.2)
_ A l-5
0.02-1.4 per 10,000 people worldwide Domain 1: Clinical course and flare definition / \ / \
e ERASPEN and JDA have published guidelines for the classification ano GPP definition/classification 2] 16 (76.2) Diagnose GPP Treatment approach for GPP flares
diGgﬂOSiS of GPP, respec’rively;” however, the evidence base for these -lare definition and GPP clinical course 9 9 (100.0) e ERASPEN criteria and JDA diagnostic criteria can be used to classify/define GPP ) ngggfnifg'ﬁ ?neoﬁgggglgpsmored Py a dermatologist and freated af a center
guidelines is limited Potential triggers and disposing factors 27 13 (48.1) ° EZZ'?;Uc;?\c?feosﬁlpehiﬁfyigrzoﬂsee?TSI ::jtoan?rjrtwe_oogéc?;rewcr)??eemgls;dop;;xgseiie « Emergency care may be required for patients with fever, severe pain, elevated markers
. : : : : > : ° | Ty hi USETU | | S (22K - of systemic inflammation or signs of infection _
and lack of international consensus on criteria for diagnosis and freatment goals omain 1 fofd (75.3) aporatory evaluations and histopathological examination of skin biopsies may continued according fo disease severity - |
. . . . . . Domain 2: Diagnosis oe useful * Systemic management and drug therapy are essential to minimize the risk of
e As aresult, there is a general paucity of information 1o inform opftimal St 5 2 (100.0) systemic complications
management of patients with GPP Clinical diagnosis of GPP 3 3 (100.0) \ * * / \ # /
Laboratory tests relevant for the diagnosis of GPP 15 9 (60.0) / \
CO N C LU S | O N s Genetic screening in GPP diagnosis 2 1 (50.0) Ongoing disease monitoring
_‘@'_ Histopathologic features of GPP S 4 (80.0)  Patients should have consultations with a GP, internist, infectologist or relevant
: . : - : - Can these diagnoses be excluded? specialist as needed
o Global consensus among expert dermatologists was reached on: Difterential diagnosis o ot ljf 254((3558.75)) - ) S - e Disease severity should be monitored using GPPGA, GPPASI, affected body surface
oo : : : : : omain 2 1o1a : AGEP; subcorneal pustular dermafosis area and systemic symptoms/laboratory markers
— Key clinical and histological features supporting GPP diagnosis and flare Domain 3: Treatment goals Sneddon-Wilkinson disease; IgA pemphigus; . LCIbOFOTOWerO|UGTi;/ﬂSpOre strongly recgmmended to assess disease severity and
defini’rion ° erythrodermic psoriasis; infectious diseases ootential complications
. o o . Flare/acute-phase freatment gocls 7 7 (] OO-O) No | * Pregnant women should be monitored to prevent further complications that may
— GPP being distinct from plaque psoriasis, although both conditions may occur Long-term goals 8 8 (100.0) ggp;';;;i:gzggggs * i;\npOC’rQ’rhf wellbeing of thi mpTr;eRrC;und fefusf : o -
In .I.he sgme pO.I.Ien.I. Dquin 3 1'0"'0' .| 7 .l 7 (.l OO O) (genetic testing if available) Yes ¢ ASSeSS WO .Oﬂ an or\gomg asls, S are uselul 10 dssess The Impacrt O ISedse Or
: | treatment interventions
— Treatment goals of rapid, sustained control of cutaneous and systemic Domain 4: Holistic management of GPP ~ N v - | /
. H v
symptoms, and long-term prevention of new flares Domain 4 total 46 39 (84.8) : : :
S - L Roond2 centlly potential GF flare friggers No Is genetic
— Mulfidisciplinary disease management and assessment tools for monitoring R d 2 total 28 16 (57.1 e Treatment or withdrawal of freatment p testing
disease severity in clinical practice : . . oune < 1ofla (57.1) (€.g. systemic corticosteroids or anfipsoriatics) available?
DOden ‘I: C|II1ICCJ| covurse dnd f|CII'e defInIfIOn * Bacterial or viral infection Has treaiment qchieved rqpid and Susfqined
GPP definition/classification 3 0 . E{egr‘o”cy {iy/pieel ersEy 11 Wue il imhiesisy) it Yes clearance of pustules, inflammatory erythema, No
- 5 . . ¢ ress o o o . .
M ET H O DS Pofenhcﬂ '|'r|ggers Qnd d|spos|ng fgcfors 2 O + Severe hypocalcemia (secondary fo scallng, crust and skin Ie.5|ons, and alfl,ewaied pain
o7 Domain 1 total 5 0 hypoparathyroidism) ("« screen for an IL36RN mutation \ and systemic symptoms:
. . . . 0«0 . e . o Screening for CARD 14, AP183 or
e An SLR was conducted to identity published literature and develop Domain 2: Diagnosis \_ - SERPINA3 mutations may be
statements for four key domains of GPP: Laboratory tests relevant for the diOgﬂOSiS of GPP 3 ] (333) K considered /
Clinical course and flare definition Treatment goals Genetic screening in GPP diagnosis . 2 (100.0) -
e Histopathologic features of GPP 7 7 (100.0) i a Monitor long-term freatment goals N\
— Diagnosis — Holistic management of GPP Differential diagnosis 2 0 / et o el of <kin crdd cstorm T
. ¢ dUSTAINneq resolution Of SKIN ana systemiC symptoms
* The Delphi panel comprised 21 expert dermatologists Domain 2 total 14 10 (71.4) Consider whether patient comorbidities > VS e lelres
. St ; fod ikert e (1 [ct gi 0 1o 7 [of Domain 4: Holistic management of GPP will affect treatment decisions or » Nenmellze pselit ielaisel Gel
atements were rated on a Likert scale (1 [strong disagreement] to 7 [strong Domain 4 total 6 6 (66.7) - disease management y + No safety concerns
agreement]); consensus was reached when statements were agreed on by Rounds 1 and 2 _— \ /
> :
2807 ot panelists Total 213 157 (73.7)
Clinical course and flare definition Treatment goals
. e GPP presents as primary, macroscopically visible pustules of variable size on inflamed skin, classically * Inthe acute phase, the aim of freatment should be to achieve rapid and sustained clearance of pustules,
SI_R Ond S_l_O_l_emen_I_ Cl”"“COl mgnggemerﬂ' - OVGI’CI",. dermdfO[OQISfS I'eCIChed COI‘ISGI‘ISUS. on 73.7% Of Sfdfemenfs, Clnd fhese formed foecﬂng non-acral areas, and is associated with Sysfemic Sympfoms INf CImmCITOI'y ery'l'hemCI, SCOIing, crust and skin lesions
developmen’r olgori’rhm developed the basis of the clinical management algorithm « The clinical course of GPP is highly variable: it can be relapsing or persistent and is generally unstable and e In "ge IoTng—frerm, ’rreTa’rmen’r fjh.ould pre\;]en’r”’r;we ?icgrrgncie QIhnevTv flares, ??hleve sustained resolution of skin
* All dermatologists reached consensus on statements on treatment goals, and high levels orolonged without treatment and systemic symptoms, andimprove hediin-relaied oL, WIthoUt any satety concerns
of agreement were reported for statements on holistic management Diagnosis Holistic management of GPP
o . . . o o , , _ , , e Disease severity should be monitored using GPPGA, GPPASI, affected body surface area and systemic symptom
Global experts : More e.wdence Is needed Iin areas with low consensus, suc.:h as potential !nggers: and * GPPshould be suspected in patients with acute-onset erythema and pustulosis, and a complete medical and laboratory marker assessments; the impact of tfreatment on patient QoL can be monitored using PROs
disposing factors, laboratory tests relevant for the diagnosis of GPP and differential history should be explored . o . . . :
rated statements in . e Due to the range of complications and comorbidities associated with GPP, a multidisciplinary approach is
diagnoses e Genetfic testing is helpful for the diagnosis of GPP, not just as a research tool required; consultations with a GP, internist, infectologist or other specialist should be carried out as needed
2 Delphi panel rounds . g . S e ' ' . g
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