Characteristics and management of generalized PP

pustular psoriasis (GPP): Experience from the Central
and Eastern Europe (CEE) GPP Expert Network

Peter Wolf', Romana Ceovic? Curdin Conrad3, Maruska MarovH, Valeria Mateeva’, Julia-Tatjana Maulé,
Alin C. Nicolescu’, Lev Pavlovsky8 Andrea Szegedi’, Adam Reich'®

Departments of Dermatology 'Medical University of Graz, Graz, Austria; 2University Hospital Centre Zagreb, Zagreb, Croatia; 3Lausanne University Hospital,
Lausanne, Switzerland; “University Medical Centre Maribor, Maribor, Slovenia; SMedical University - Sofia, Sofia, Bulgaria; éUniversity Hospital of Zurich, Zurich,
Switzerland; ’Roma Medical Center, Bucharest, Romania; 8University of Tel Aviv, Tel Aviv, Israel; ?University of Debrecen, Debrecen, Hungary; '°University of
Rzeszow, Rzeszow, Poland

Our study, based in the CEE region, highlights the substantial clinical burden associated with
GPP and the high unmet need for freatments that provide rapid and sustained skin clearance

PURPOSE CONCLUSIONS A

To determine the characteristics of GPP flares and » During GPP flares, patients experienced moderate-to-severe cutaneous symptoms that affected at least 50% of the ;
explore the current treatment landscape among body, often accompanied by fever and other systemic symptoms; >75% of patients required treatment in hospital
patients with GPP in the CEE region. «  Although some current treatments may be effective in resolving GPP flares, flare resolution was often slow; these results highlight

the high unmet need for freatments that provide rapid and sustained skin clearance

«  Currently available biologics and investigational anti-IL-36R agents showed promising efficacy; data from additional patients are
I N T R O D U CTI O N ¢ needed to fully understand their therapeutic potential
« GPPisarare i ife- i =
, potentially life-threatening, M E T H O DS

autoinflammatory skin disease, characterised by 0-0

sudden flares of widespread sterile pustules on non-acral skin J

that can occur with or without systemic inflammation'= . Eligible cases (N=57) that met the GPP diagnosis criteria, as defined by the centre of excellence or ERASPEN, and had or=g
.« Symptomsinclude pain, itching, fever and fatigue, all of follow-up or treatment in the last 10 years were included from 10 centres across the CEEregion

which can severely affect patient quality of life, and patients * Investigators used CRFs to collect patient demographics; clinical characteristics of the last and most severe flares; and past

often require freatment between flares to manage persistent treatments and their respective outcomes

H H 3, 6-9
skin lesions «  Overview of CRF:

+  Current treatment options include cyclosporine, retinoids,

methotrexate and biologics, but there are no GPP flare- — Patient demographics at last observation, including concomitant diseases

specific treatments approved in the USA or Europe? 1! — GPP history: duration of GPP, number of flares since diagnosis, number of flares requiring hospitalisation or ICU admission and
. _ . . . trigger factors
*  Approved biologics in Japan include anti-TNF-a therapies, o o . )
IL-17/IL-17R inhibitors and IL-23 inhibitors; however, supporting — Clinical characteristics of the (1) last flare and (2) most severe flare, including:
evidence isweak, based on open-label, single-arm trials in o Flare duration; hospitalisation/ICU care required; GPPGA component scores; total BSA affected; systemic inflammation
small patient populations!'! 12 symptoms; treatmentsreceived and duration of freatment; and time from treatment initiation to flare resolution

<

—

RESULTS
E

Baseline demographics and medic Clinical characteristics of last and most severe flares

Jo

Characteristic Patients (N=57) Distribution of GPPGA pustulation GPPGA total
Female, n (%) 34 (59.6) Required hospitalisation o1 1 maximum: subscore score
Median age, years (range) 63 (16-92) . 2%
Last flare* e 4%
Median age at disease onset, years (range) 57 (0-84) Elevated CRP oo
Presence/history of plaque psoriasis, n (%) 33 (57.9) ' 12%
Presence/history of psoriatic arthritis, n (%) 14 (24.6) e ST 16%
Median disease duration, years (range) 8 (0.1-51) 0 18% 37% Not
Median total number of flares (range) 3 (1-25) - available
Median annual flare frequency 0.7 Abnormalliver function 0
Comorbidities, n (%) Last flare* :
Hypertension 27 (47.4) Hypoalbuminaemia Most severefiare M 4% 5% o B
Hyperiipidaemia 20 (35.1) 20 ° 2
Cardiov ascular disease 15 (26.3) ’ | _ E 3 N
Diabetes 11 (19.3) VRS SA 18% E , 1
Obesity 9(15.8)
Depression 9 ('| 5.8) GPPGA totalscore 3/4 77.8 40%
Hypothyroidism 7 (12.3) T T T T T "
Hyperuricaemia 7(12.3) 0 20 4(.) _60 80 10, MedianGPPGA pustulation subscore for both the last and most severe flare
Chronic kidney disease 5(8.8) Proportion of patients (%) was 3.0;median GPPGAtotalscores w ere 2.5 and 3.0, respectively; median
History of hepatitis B 4(7.0) *For 33 patients, their last flare was their mcst severe flare. Only patientswith available data are induded in this analysis. (range) % BSA affected was 50.0 (1.0-95.0) and 70.0 (9.0-20.0), respectively
Median age was 63 years and median disease duration Compared with the last flare, the most severe flare typically had more severe cutaneous symptoms affecting a higher % BSA and was
was 8 years; 57.9% of patients had presence/history mor e frequently accompanied by systemic symptoms; however, disease severity was also high for the last flare, and this resulted in
of plaque psoriasis >75% of patients requiring hospitalisation

Outcomes for all treatments received for GPP, either as single agents, sequentially and/or in combination

! ! ! ! | | ' ' B CR of skinlesions
% Most severe i i i i i I I I .
Paramet Last flore flare 5 | | | | | | | | = CAAEEl
arameter £ ]
5 I ! ! ' i i i : 50% reduction
. . B . L g . . . . . <50% reduction
IECIET CIIREIEN T, WEES 40 (1.0-480) 6.0 (1.0-30.0) 5 207 | | | | | : : : B No response
(range) ] 1 1 1 14 1 1 1 1 1 .
X ! ! ! ! ! ! ! ! Unknow nresponse
. o . " o E 1 1 1 1 1 1 1 1
10 1 2 |
Median duration of hospitalisation, 2.0 (0.1-4.0) 2.0 (0.1-28.0) 3 i i i i - i 7 i S i i :
weeks (range) i - ' - i i i - i - i 3 i 3 2 i 2
o . I N —— B
. . 1
LolEE JEI LIS el S S Treatment  Refinoids* ' PUVA/UVB 'Methotrexate Cyclosporine' Anfi-TNF-a* ' Steroids® ' AntiL-12/-23" Anti-IL-36R* ' ANtiHL-17A ' AntiHL23A
initiation to flare resolution, weeks 4.0 (0.1-52.0) 4.0 (1.0-52.0) Ustekinumab Ixekizumab Secukinumab Guselkumab

(range)
Summary of non-systematic collection of single case reports; freatment outcomes should not be compared as patients may havereceived multiple treatments, and time to

*For 33 patients, their last flare wastheir maost severe flare. Only patientswith available data are induded in achieve skin clearance and duration of response are not considered.

this analysis. *Retinoids : acitretin orisotretinoin; anti-TNF-a: adalimumab, etanercept, or infliximalb; steroids : methylprednisdone or prednisone; anti-IL-36R: spesolimalb or imsidolimalb.
N . . o o e N . o
Median flare duration was typically longer for the most severe Treatment with retinoids, PUVA/UVB and methoirexate completely resolved or reduced skin lesions by >90% in 55.3%,
. . T . . N o . .
. .
flare than the last flare; median time from treatment initiation to 26.1% and 31.8% of cases, respectively; anti-TNF-a agenis and other biologics were effective in 33.3-100% of cases,
. . o eal e o o o . .
flare resolution varied widely with individual therapies used in 2-5 patients each
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