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The European Academy of Dermatology and Venereology (EADV) organized its 31st congress in Milano, Italy, under the parole 
"Designing the Future of Dermatology and Venereology." The event took place from October 7 – 10, 2022, as a hybrid meeting 
with the option of attending virtually or in person. The following congress report includes summaries from the most crucial 
psoriasis sessions.   
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Inflammatory Bowel Disease – Clinical Features, Identifying Those at Risk and Why it Matters 
Alexander Egeberg, MD, PhD, DMSc, IPC Councilor 
Bispebjerg Hospital, Copenhagen, Denmark 
 
IPC Councilor Alexander Egeberg presented the two main components of Inflammatory Bowel diseases (IBDs), 
Crohn's disease (CD) and Ulcerative colitis (UC), making an analogy with psoriasis and atopic dermatitis of the 
skin. CD being the most "psoriasis-like" of the two IBD conditions. CD is segmental, sharply demarcated, and 
often static, with relapses occurring in the same region of the gastrointestinal tract. Complications are more 
common compared to UC (such as fistulas, strictures, and on rare occasions, also skin symptoms). CD 
progression is also psoriasis-like, with a subtle initial debut, often implying diagnostic delay but with increased 
inflammation and digestive damage over time.1 UC, in contrast, only affects the colon, inflammation being 
more continuous without sharp demarcations, which fits the analogy "atopic dermatitis-like" nicely. When it 
comes to IBD symptoms, CD is more often dominated by bowel pain and weight loss, apart from diarrhea 
which may not always be present. UC, in contrast, is dominated by diarrhea, stools more often containing both 
pus, mucous, and blood, and patients often describe urgency although the colon is empty.  
 
Although dermatologists need to be aware that there is a shared genetic susceptibility between IBD and 
psoriasis, it can be reassuring that IBD prevalence among psoriasis patients is relatively low (1,2%) with slightly 
higher figures for CD compared to UC.2 It is also more common to develop IBD first and psoriasis later. Among 
patients with psoriasis, young women seem to have a higher risk of having accompanying CD, whereas 
patients with UC are more often male. Interestingly, in children with IBD, psoriasis appears to be common, 
with prevalence figures of up to 8.4%. 
 
To summarize, important IBD clues for dermatologists seeing patients with psoriasis are family IBD history and 
symptoms of IBD – such as watery stools, abdominal pain, weight loss, persistent fever, elevated inflammation 
markers in blood tests, and elevated fecal calprotectin. It is, of course, always important to rule out 
gastrointestinal infection when having an IBD suspicion and, finally – to consult our fellow gastroenterologists! 
 

1. Development of the Crohn's Disease Digestive Damage Score, The Lémann Score. Pariente B, Cosnes J, 
Danese S, et al. Inflamm Bowel Dis. 2011 Jun;17(6):1415-22. doi: 10.1002/ibd.21506. Epub 2010 Nov 
28. PMID: 21560202; PMCID: PMC3116198. 

2. Global Prevalence and Bidirectional Association Between Psoriasis and Inflammatory Bowel Disease-A 
Systematic Review and Meta-analysis. Alinaghi F, Tekin HG, Burisch J, Wu JJ, Thyssen JP, Egeberg A. J 
Crohns Colitis. 2020 Mar 13;14(3):351-360. doi: 10.1093/ecco-jcc/jjz152. PMID: 31504363. 
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Psoriatic Arthritis – Diagnosis, Importance of Subtypes, and Relevance to Therapy 
Neil McHugh, MBChB, MD, FRCP, FRCPath 
Professor of Pharmacoepidemiology and Head of the Department of Pharmacy and Pharmacology, University 
of Bath, Bath, United Kingdom 
 
Early in his lecture Neil McHugh did a historical retrospect to the important contributions of Moll and Wright 
to the classification of psoriasis arthritis (PsA), highlighting Wright's 1956 publication in Annals of the 
rheumatic diseases distinguishing PsA as a distinct entity from rheumatoid arthritis.1 One must add enthesis to 
the original PsA subtypes: oligoarthritis, predominant DIP joint arthritis, polyarthritis, arthritis mutilans, and 
spondylitis. Dennis McGonagle, among others, has described the importance of the enthesis in the 
development of PsA, and symptoms such as dactylitis and Achilles tendinitis are today considered part of the 
PsA spectrum. Interestingly, Neil mentioned that psoriasis patients with nail disease are more likely to have 
enthesopathy even though no joints are affected. The diverse PsA presentation makes it a condition that may 
be challenging to diagnose. In this context, the CASPAR criteria are a welcome addition to our clinical tools and 
are widely used.2  

 
Since skin disease commonly precedes PsA manifestations, dermatologists can be essential in early PsA 
diagnosis. This may be particularly important since studies suggest that PsA diagnosis delay may be associated 
with worse disease outcomes. Several screening tools have a similar sensitivity/specificity (PEST, PAQ, PACE, 
TOPAS, EARP, CONTEST) – Neil McHugh pointed out that PEST is both practical and easy to use.   
 
Who should be screened? Can we identify psoriasis patients that have an increased PsA risk? Family history of 
PsA and nail changes are factors associated with PsA risk, as are severe skin disease, history of uveitis, and 
obesity. Obesity may be significant as a BMI decrease is associated with lower PsA risk, which could be 
another incentive for obese psoriasis patients to lose weight.3 
 
Finally, the specific PsA subtype is vital due to its relevance to therapy. As such, axial disease implies fewer 
treatment options, as illustrated by the (GRAPPA) 2021 treatment schema4 (see figure).   
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1. Psoriasis and Arthritis. Wright V. Ann Rheum Dis. 1956 Dec;15(4):348-56. doi: 10.1136/ard.15.4.348. 
PMID: 13395269; PMCID: PMC1006908. 

2. Classification Criteria for Psoriatic Arthritis: Development of New Criteria from a Large International 
Study. Taylor W, Gladman D, Helliwell P, et al. Arthritis Rheum. 2006 Aug;54(8):2665-73. doi: 
10.1002/art.21972. PMID: 16871531. 

3. Modifiable Risk Factors and the Development of Psoriatic Arthritis in Psoriasis. Green A, Shaddick G, 
Charlton R, et al. Br J Dermatol. 2020 Mar;182(3):714-720. doi: 10.1111/bjd.18227. Epub 2019 Sep 2. 
PMID: 31209855. 

4. Group for Research and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA): Updated Treatment 
Recommendations for Psoriatic Arthritis 2021. Coates LC, Soriano ER, Corp N, et al. Nat Rev Rheumatol. 
2022 Aug;18(8):465-479. doi: 10.1038/s41584-022-00798-0. Epub 2022 Jun 27. Erratum in: Nat Rev 
Rheumatol. 2022 Oct 10;: PMID: 35761070; PMCID: PMC9244095. 
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Cardiometabolic Syndrome – Where Do Dermatologists Fit In? 
Tiago Torres, MD, PhD, IPC Councilor 
Abel Salazar Institute of Biomedical Sciences, University of Porto, Porto, Portugal 
 
Obesity, hypertension, type 2 diabetes, hyperlipidemia, and cardiovascular disease (CVD) are common 
comorbidities among patients with psoriasis. A family history of coronary artery disease is also common1. 
Unfortunately, many patients are not correctly treated for their comorbidity. Psoriasis per se implies a CVD 
risk similar to the one seen in diabetes patients. When addressing CVD risk, it is proposed that inflammation 
and each of the constituents of the cardiometabolic syndrome be adequately addressed and treated. Obesity 
is, in many ways, a key comorbidity, which affects not only skin psoriasis, PsA, and psoriasis drug response but 
also the multiple components of the cardiometabolic syndrome. Furthermore, epicardial adipose tissue may 
contribute to CVD in addition to the well-known negative effects of visceral fat.1 Atherosclerosis and psoriatic 
inflammation share several immunological inflammatory pathways, which could partly explain the association 
between these diseases.3,4  
 
The dermatology community needs to become more proactive – identifying and screening for risk factors 
among our patients is essential. The awareness of the cardiometabolic syndrome in psoriasis needs to be 
raised further, and the problem needs to be addressed. Dr. Torres raised the importance of screening, 
referring, or treating comorbidities, as well as counseling (recommending lifestyle changes) apart from 
adequately treating psoriasis. 
 
Patient education can make a difference. The audience was presented with data from Portuguese patient 
educational programs, which have shown positive results.5 It may be that patient empowerment may be part 
of the solution to the cardiometabolic problem in psoriasis. 
 

1. Underdiagnosis and Undertreatment of Cardiovascular Risk Factors in Patients with Moderate to 
Severe Psoriasis. Kimball AB, Szapary P, Mrowietz U, et al. J Am Acad Dermatol. 2012 Jul;67(1):76-85. 
doi: 10.1016/j.jaad.2011.06.035. Epub 2011 Oct 22. PMID: 22018756. 

2. Epicardial Adipose Tissue and Coronary Artery Calcification in Psoriasis Patients. Torres T, Bettencourt 
N, Mendonça D, et al. J Eur Acad Dermatol Venereol. 2015 Feb;29(2):270-277. doi: 10.1111/jdv.12516. 
Epub 2014 Apr 21. PMID: 24750319. 

3. Biomarkers of Atherosclerotic Plaque Instability and Rupture. Koenig W, Khuseyinova N. Arterioscler 
Thromb Vasc Biol. 2007 Jan;27(1):15-26. doi: 10.1161/01.ATV.0000251503.35795.4f. Epub 2006 Nov 2. 
PMID: 17082488. 

4. A Tale of Two plaques: Convergent Mechanisms of T-cell-mediated Inflammation in Psoriasis and 
Atherosclerosis. Armstrong AW, Voyles SV, Armstrong EJ, Fuller EN, Rutledge JC. Exp Dermatol. 2011 
Jul;20(7):544-9. doi: 10.1111/j.1600-0625.2011.01308.x. PMID: 21692858. 

5. Importance of Educational Sessions on Cardiometabolic Comorbidities. Awareness Among Psoriasis 
Patients. Mota F, Selores M, Torres T. Actas Dermosifiliogr. 2016 Jul-Aug;107(6):539-41. English, 
Spanish. doi: 10.1016/j.ad.2015.12.011. Epub 2016 Feb 27. PMID: 26925530. 
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Challenging Cases 
Álvaro González-Cantero, MD, PhD, 2021 IPC Fellow, Madrid, Spain 
Jaquelini Barboza da Silva, MD, 2021 IPC Fellow, Santa Cruz do Sul, Brazil 
Lily Lyralin Tumalad, MD, FPDS, 2021 IPC Fellow, United States 
Marijana Vičić, MD, PhD, 2019 IPC Fellow, Rijeka, Croatia 
 
In the second part of the IPC symposium, IPC fellows presented challenging clinical cases illustrating psoriasis 
multi-morbidity. Alvaro Gonzalo-Cantero presented a patient with plaque psoriasis, ulcerative colitis, and 
primary sclerosing cholangitis on the waiting list for liver transplantation. In this case, treatment should 
preferably aim to have a potential effect on all three diseases without the cost of increasing the risks of future 
transplantation surgery to unacceptable levels. A multi-disciplinary approach was necessary since there is a 
lack of scientific evidence backing up different treatment options in such a complex case.  
 
Jaquelini Silva presented a patient with plaque psoriasis and PsA. Describing how long and crooked the path to 
a functioning treatment can be in some patients, including switching between multiple different systemic 
treatments due to not achieving remission but also to the problem of loss to follow up and lack of compliance. 
 
Lily Lyralin Tumalad presented a case with cardiometabolic syndrome. A patient with difficult-to-treat plaque 
psoriasis and very difficult-to-treat hypertension demanding several anti-hypertensives. The failure to lose 
weight, although suffering from severe obesity, likely had a negative effect on several comorbid conditions.  
 
Marijana Vicic presented a background to psychiatric comorbidity and psoriasis, stressing that traumatic 
psychosocial events often precede flare-ups or disease onset. She described hypothetical links in the 
inflammation–brain skin axis and presented several cases where traumatic life events and depression 
interplayed with psoriasis and psoriasis disease activity. Awareness of the psychological aspects of psoriasis 
disease is important for holistic patient management.          
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Psoriasis – Pathophysiological Stratification  
Kristian Reich, MD 
Professor for Translational Research in Inflammatory Skin Diseases, Universitätsklinikum Hamburg Eppendorf, 
Hamburg, Germany 
 
Kristian Reich's lecture intended to update the audience on personalized/individualized medicine in psoriasis. 
However, solid evidence to base individualized treatment of psoriasis is still limited. The lecture introduced 
the topic and its terminology apart from presenting some of the sparse valid data available on the subject. 
Today's personalized medicine is based on knowledge of the patient's disease/treatment history, the patient's 
lifestyle, psoriasis phenotype (nails, comorbidity, arthritis, etc.), and wishes. Based on this knowledge, which 
Kristian calls patient profiling, a good dermatologist will suggest specific treatments and interventions. 

 
In contrast to patient profiling and the subsequent trial and error approach, personalized medicine intends to 
use biomarkers to predict treatment response. This leads to the question, what can theoretically be measured 
to be used as predictive markers? Genetic variability, gene expression profile, peripheral blood cell subsets, 
and microRNA in the peripheral blood are all possible markers listed in the lecture. 

 
Most research so far has been performed on genetic markers and pharmacogenomics. Several genes and 
genetic variants associated with response to anti-TNF treatment have been described in small and not yet 
replicated studies, and genetic polymorphisms (SNPs) in the promotor region of TNF gene have shown 
potential to predict anti-TNF treatment outcome as shown in a meta-analysis of Song et al.1 In the future, we 
may use panels analyzing several SNPs to predict the outcome of anti-cytokine inhibition treatment. More 
studies are needed in order to facilitate the construction of reliable predictive models. HLA-Cw6 is the 
strongest known genetic marker associated with psoriasis disease. Multiple studies have shown that it can 
predict response to ustekinumab. If patients are HLA-C*06.02 negative and have PsA, then adalimumab is 
preferable over ustekinumab.2 

 
The lecture also introduced new biomarkers to the audience – making clear that this is a field under 
continuous development: leukocyte mitochondrial copy number (mtDNA-CT) may be potentially useful for 
early disease detection and disease progression evaluation,3 skin proteomics using liquid chromatography-
tandem mass spectrometry LC-MS/MS may be used to analyze protein patterns,4 epigenetics DNA methylation 
patterns in CD8+ skin T cells may be used to discern PsO from PsA patients,5 plasma proteomics6 and selected 
peripheral blood cardiovascular risk markers may carry potential to determine comorbidity risk (cardiac 
troponin I and NT-pro-BNP).7 Prof. Reich concluded, "Hopes remain high, but the reality, I think, has some 
limitations."  
 

1. Association Between TNF-α (-308 A/G, -238 A/G, -857 C/T) Polymorphisms and Responsiveness to TNF-
α Blockers in Spondyloarthropathy, Psoriasis and Crohn's Disease: A Meta-analysis. Song GG, Seo YH, 
Kim JH, Choi SJ, Ji JD, Lee YH. Pharmacogenomics. 2015;16(12):1427-37. doi: 10.2217/pgs.15.90. Epub 
2015 Aug 5. PMID: 26244882. 

2. HLA-C*06:02 Genotype is a Predictive Biomarker of Biologic Treatment Response in Psoriasis. Dand N, 
Duckworth M, Baudry D, et al. J Allergy Clin Immunol. 2019 Jun;143(6):2120-2130. doi: 
10.1016/j.jaci.2018.11.038. Epub 2018 Dec 20. PMID: 30578879. 
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3. Leukocyte Mitochondrial DNA Copy Number is a Potential Non-invasive Biomarker for Psoriasis. 
Alwehaidah MS, AlFadhli S, Al-Kafaji G. PLoS One. 2022 Jun 29;17(6):e0270714. doi: 
10.1371/journal.pone.0270714. PMID: 35767552; PMCID: PMC9242485. 

4. Towards Precision Dermatology: Emerging Role of Proteomic Analysis of the Skin. Fredman G, Skov L, 
Mann M, Dyring-Andersen B. Dermatology. 2022;238(2):185-194. doi: 10.1159/000516764. Epub 2021 
Jun 1. PMID: 34062531; PMCID: PMC8984998. 

5. DNA Methylation Patterns in CD8+ T Cells Discern Psoriasis from Psoriatic Arthritis and Correlate with 
Cutaneous Disease Activity. Charras A, Garau J, Hofmann SR, et al. Front Cell Dev Biol. 2021 Oct 
21;9:746145. doi: 10.3389/fcell.2021.746145. PMID: 34746142; PMCID: PMC8567019. 

6. Biomarkers of Subclinical Atherosclerosis in Patients with Psoriasis. Kaiser H, Wang X, Kvist-Hansen A, 
et al. Sci Rep. 2021 Nov 2;11(1):21438. doi: 10.1038/s41598-021-00999-9. PMID: 34728734; PMCID: 
PMC8564536. 

7. Association of Cardiac Biomarkers With Cardiovascular Outcomes in Patients With Psoriatic Arthritis 
and Psoriasis: A Longitudinal Cohort Study. Colaco K, Lee KA, Akhtari S, Winer R, et al. Arthritis 
Rheumatol. 2022 Jul;74(7):1184-1192. doi: 10.1002/art.42079. Epub 2022 May 16. PMID: 35261189. 
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Clinical and Molecular Evidence for Psoriasis-associated Comorbidity 
Antonio Costanzo 
Rozzano, Italy 
 
Psoriasis disease is polygenic & multifactorial. As such, genes associated with psoriasis are also associated with 
comorbid conditions common among our patients (many affecting lymphocyte differentiation and regulation). 
By measuring the genetic connection between psoriasis and other diseases (common predisposing genes), the 
"diseasome" can be determined. The "diseasome" is the association between psoriasis and comorbidity. The 
same can be done with proteomics. The molecular comorbidity index (MCI) is a calculation of the strength of 
the association of two diseases in the diseasome using shared genetics or proteomics. MCI roughly 
corresponds to the prevalence of comorbidity in psoriasis.  
 
Inflammation is the main link between psoriasis and comorbidity (such as cardiovascular diseases and 
depression). Inflammation increases the risk of several comorbid diseases, as does psoriasis severity.1 
Indicating that it is crucial to start treatment early. Metabolic syndrome is the most common comorbidity 
affecting 40-45% of patients with severe psoriasis. As such, it is important to help our colleagues in internal 
medicine with early diagnosis of its components. TNF alpha can alter insulin signaling, leading to insulin 
resistance.2 Antonio Costanzo cited mice model studies showing that TNF stimulation of hypothalamic cells in 
the brain can lead to obesity.3  
 
Lastly, focusing on depression and anxiety, the audience was presented with results from a study showing that 
Italian psoriasis patients have a higher risk of current or past suicidal ideation than allergy/melanoma patients. 
"Cytokines sing the blues" – several studies suggest that cytokines may affect mood.4  
 
In conclusion, the audience was given the practical suggestion to "always consider comorbidity," "screen," and 
"ask for cardiovascular risk factors and lifestyle habits!" 
 

1. Psoriasis and Comorbid Diseases: Epidemiology. Takeshita J, Grewal S, Langan SM, et al. J Am Acad 
Dermatol. 2017 Mar;76(3):377-390. doi: 10.1016/j.jaad.2016.07.064. PMID: 28212759; PMCID: 
PMC5731650. 

2. The Role of TNF-alpha in Chronic Inflammatory Conditions, Intermediary Metabolism, and 
Cardiovascular Risk. Popa C, Netea MG, van Riel PL, van der Meer JW, Stalenhoef AF. J Lipid Res. 2007 
Apr;48(4):751-62. doi: 10.1194/jlr.R600021-JLR200. Epub 2007 Jan 2. PMID: 17202130. 

3. Hypothalamic IKKbeta/NF-kappaB, and ER Stress Link Overnutrition to Energy Imbalance and Obesity. 
Zhang X, Zhang G, Zhang H, Karin M, Bai H, Cai D. Cell. 2008 Oct 3;135(1):61-73. doi: 
10.1016/j.cell.2008.07.043. PMID: 18854155; PMCID: PMC2586330. 

4. Cytokines Sing the Blues: Inflammation and the Pathogenesis of Depression. Raison CL, Capuron L, 
Miller AH. Trends Immunol. 2006 Jan;27(1):24-31. doi: 10.1016/j.it.2005.11.006. Epub 2005 Nov 28. 
PMID: 16316783; PMCID: PMC3392963. 
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Psychological Burden of Psoriasis 
Carle Paul, MD, PhD, IPC Councilor 
Paul Sabatier University, Toulouse, France 
 
Carle Paule started his lecture by citing the Greek philosopher Epicure – "when happiness is present, we have 
everything; but when it is absent, we do everything to possess it." Moving on from Epicure's suggestion that 
the quest for happiness is central to life, the audience was presented with the following questions: How can 
we define happiness? How does psoriasis inhibit or impair the quest for happiness? The psychologist Martin 
Seligman has proposed the PERMA model of happiness and well-being. PERMA is an acronym for Positive 
emotions (feeling good), Engagement (finding flow), Relationships (connecting with people – authentic 
connections), Meaning (purposeful existence), and Achievements. Psoriasis is proposed to interfere with 
several of the components of the PERMA model (especially Positive emotions and Relationships). Patients with 
psoriasis often feel anxious and ashamed, suffer from fatigue and low self-esteem, experience stigmatization, 
avoid intimate relationships, and restrict leisure activities, choosing social isolation. Studies have shown a high 
psychological burden of psoriasis, with 23% of patients suffering from anxiety and 14% from depression.1 
Alexithymia, the limited ability to identify and communicate emotions, is common among patients with 
psoriasis. It is proposed that the development of alexithymia in patients with psoriasis could be a psychological 
defense mechanism against stigmatization. 25% of psoriasis patients are alexithymic vs. 10% of the general 
population.2 Alexithymia in psoriasis is associated with psoriasis on visible areas such as hands and face, 
depression, anxiety, and high alcohol consumption. Systemic treatment of psoriasis has shown that 
alexithymia is reversible in 50% of patients at one-year follow-ups.3 
 
Alexia Kimball has proposed the concept of cumulative life course impairment in psoriasis, suggesting that if 
patients are not treated early, there is a psychological scar. What can we, as dermatologists, offer? Listening, 
positive, non-judgmental attitude, empathy, connection, hope, and disease management – clearing skin 
lesions. Patient empowerment is also important for psychological well-being. Finally, Nelson Mandela, who 
spent 27 years in prison, was cited as "I am the master of my fate; I am the captain of my soul." Carle Paul 
wanted to use Mandela's fate as an allegory of what we can now offer our patients. With our knowledge of 
disease burden (which we often underestimate) and modern treatment, we can change the fate of our 
patients.    
 

1. The Psychological Burden of Skin Diseases: A Cross-sectional Multicenter Study Among Dermatological 
Out-patients in 13 European Countries. Dalgard FJ, Gieler U, Tomas-Aragones L, et al. J Invest Dermatol. 
2015 Apr;135(4):984-991. doi: 10.1038/jid.2014.530. Epub 2014 Dec 18. PMID: 25521458; PMCID: 
PMC4378256. 

2. Prevalence of Alexithymia in Patients with Psoriasis and its Association with Disease Burden: A 
Multicentre Observational Study. Sampogna F, Puig L, Spuls P, et al. Br J Dermatol. 2017 
May;176(5):1195-1203. doi: 10.1111/bjd.15243. Epub 2017 Apr 10. PMID: 27995617. 

3. Reversibility of Alexithymia with Effective Treatment of Moderate to Severe Psoriasis: Longitudinal 
Data from EPIDEPSO. Sampogna F, Puig L, Spuls P, et al. Br J Dermatol. 2019 Feb;180(2):397-403. doi: 
10.1111/bjd.17259. Epub 2018 Nov 26. PMID: 30269346. 
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Is There Still a Place for Classical Systemic Treatment? 
Lluís Puig, MD, PhD, IPC Board Member 
Hospital de la Santa Creu, Sant Pau, Barcelona, Spain 
 
Lluís Puig started the lecture by giving a short answer to the lecture's title question, "Yes, but not for long." 
Treatment choices are based on guidelines, safety, and efficacy. In the European Dermatological Forum (EDF), 
French, German, and Italian guidelines, classical systemic treatment is still central when initiating systemic 
treatment. However, in the more recent published guidelines, biologics may be used as a "first line label" 
under certain conditions (e.g., particularly severe disease, severe nail disease, or if treatment success is not 
expected on conventional/classic treatment). According to EMA, however, most biologicals are the first line in 
moderate to severe psoriasis, and access restrictions to these drugs should eventually be modified according 
to market price dynamics.   
 
The 2022 Cochrane review on treatment efficacy demonstrates that classical or conventional systemic 
treatment has inferior efficacy compared to biologics, with the relative risk of achieving PASI90 with most 
biologics being 2.5-7 times greater compared to methotrexate (MTX) or ciclosporin (CsA). When looking at the 
time needed for treatment response, biologics are generally superior to classical systemic treatment, although 
high-dose MTX may match older biologics.1,2 Looking at the time to relapse when treatment is discontinued, it 
is evident that pharmacokinetics of biologics lead to much longer sustained treatment effects compared to 
classical systemic small molecules. When looking at real-life drug survival, biologics are also superior to 
conventional agents.3 Subcutaneous MTX seems to be more effective compared to the oral variant of the 
same drug,4 and it may make sense to combine adalimumab (ADA) with MTX in clinical practice achieving an 
increase in ADA drug survival and better efficacy.5 Regarding safety, classical systemic treatments have well-
known drawbacks, such as teratogenicity of MTX and acitretin, gastric intolerance for fumarics, and renal 
toxicity of CsA. Many patients with psoriasis suffer from non-alcoholic fatty liver disease (NAFLD), making MTX 
treatment a bit more challenging. 
 
In summary, MTX may be the classical treatment here to stay (with exemption when treating women of 
gestational age and patients with liver disease) – possibly as a combination treatment with ADA but also 
because of the potential effect on peripheral PsA. Fib-4 score and Fibroscan were suggested to monitor 
potential liver fibrosis development in MTX patients. MTX apart, classical treatments may play a much minor 
role in the future treatment of moderate to severe disease, especially considering the expected future 
introduction of ustekinumab biosimilars with a subsequent drop in ustekinumab treatment costs.   
 

1. Which Antipsoriatic Drug has the Fastest Onset of Action? Systematic Review on the Rapidity of the 
Onset of Action. Nast A, Sporbeck B, Rosumeck S, et al. J Invest Dermatol. 2013 Aug;133(8):1963-70. 
doi: 10.1038/jid.2013.78. Epub 2013 Feb 20. PMID: 23426133. 

2. Onset of Action of Biologics in Patients with Moderate to Severe Psoriasis. Papp KA, Lebwohl MG. J 
Drugs Dermatol. 2018 Mar 1;17(3):247-250. PMID: 29537442. 

3. Drug Survival of Conventional Systemic and Biologic Therapies for Moderate to Severe Psoriasis in 
Clinical Practice in Spain: Prospective Results from the SAHARA Study. Puig L, Carrascosa JM, Daudén E, 
Sulleiro S, Guisado C. J Dermatolog Treat. 2020 Jun;31(4):344-351. doi: 
10.1080/09546634.2019.1597244. Epub 2019 Jun 20. PMID: 30888880. 
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4. The Value of Subcutaneous vs Oral Methotrexate: Real-world Data from the German Psoriasis Registry 
PsoBest. Reich K, Sorbe C, Griese L, Reich JLK, Augustin M. Br J Dermatol. 2021 Apr;184(4):765-767. doi: 
10.1111/bjd.19690. Epub 2020 Dec 30. PMID: 33220078. 

5. Adalimumab with Methotrexate vs Adalimumab Monotherapy in Psoriasis: First-Year Results of a 
Single-Blind Randomized Controlled Trial. van der Kraaij G, Busard C, van den Reek J. J Invest Dermatol. 
2022 Sep;142(9):2375-2383.e6. doi: 10.1016/j.jid.2022.01.033. Epub 2022 Mar 8. PMID: 35276223. 
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How to Treat Pustular Psoriasis? 
Hervé Bachelez, MD, PhD, IPC Vice President/President Elect 
Hôpital Saint-Louis, Imagine Institute for Human Genetic Diseases, University of Paris, Paris, France 
 
Pustular psoriasis can be divided into three distinct entities; Acrodermatitis Continua of Hallopeau (ACH), 
localized Palmoplantar Pustular Psoriasis (PPP), and Generalized Pustular Psoriasis (GPP). GPP is a rare, mainly 
acute, sometimes life-threatening disease. The evidence for the efficacy of plaque psoriasis treatment for GPP 
is very weak.1 Acute GPP flare-ups are often self-limiting, making assessing treatment responses challenging in 
this rare condition. Acitretin, cyclosporine, methotrexate, and infliximab are potential first-line systemic 
treatments in adult GPP. Treating children with GPP is often even more challenging since disease with an early 
onset often is more severe. There is, as such, a very high need to determine the efficacy of systemic treatment 
in childhood GPP. For the time being, acitretin, cyclosporin, methotrexate, and etanercept can be used as first-
line treatments. JDA 2018 GPP treatment guidelines confirm the high unmet need for evidence regarding 
treatment efficacy. These guidelines suggest systemic steroids as treatment when faced with life-threatening 
conditions (not otherwise used because of the risk of flare-ups as steroids are tapered).2  
 
Ciclosporins may be used in acute flares and MTX & acitretin in disease maintenance. When it comes to 
biologics, the grade of evidence is low, although retrospective national studies support evidence of TNFi 
(mainly infliximab). Open-label prospective trials in Japan have led to the approval of anti-IL17 and anti-
IL23p19 for GPP in Japan, but not in the European Union or United States.3,4  
 
Pustular psoriasis is genetically and functionally distinct from plaque psoriasis. The discovery of IL36RN 
mutation in GPP and AGEP has been a driver of target drug development in GPP and has emphasized the role 
of IL36 in the disease. The natural consequence of this discovery has led to attempts to block IL36 response in 
GPP treatment. Leading to the development of spesolisumab and another anti-IL36 biologic, imsidolimab, 
which is currently entering phase 3 trials.  
 
In the phase 1 trial, the single infusion of spesolisumab in 7 GPP patients showed promising effects, with 5 out 
of 7 patients achieving GPPGA 0/1 one week after infusion and all at week 4. In phase 2, placebo-controlled 
trials of spesolisumab in acute GPP flares (n=51) – 54% vs 6% reached the primary endpoint (GPPGA 
pustulation sub score at week 1). In palmoplantar pustulosis, spesolisumab does not seem to be effective, as 
shown in phase 2a placebo-controlled double-blind trial5. Double-blind, placebo-controlled studies on 
anakinra (IL1Ri) and PPP has also failed to show any significant effect of this treatment.6 Guselkumab and 
secukinumab are probably superior to placebo in treating PPP, but further studies are needed.  
 
To summarize, there is no robust evidence proving the efficacy of plaque psoriasis treatment in pustular 
psoriasis. In GPP, IL36 plays a pivotal role, and IL36Ri has shown successful results in treating GPP. However, 
for PPP, there is no evidence for clinically relevant efficacy of TNF, IL-17, IL-23, IL-1, or IL-36 inhibition.   
 

1. Robinson A, Van Voorhees AS, Hsu S, et al. J Am Acad Dermatol. 2012 Aug;67(2):279-88. doi: 
10.1016/j.jaad.2011.01.032. Epub 2012 May 18. PMID: 22609220. 

2. Japanese Dermatological Association Guidelines Development Committee for the Guidelines for the 
Management and Treatment of Generalized Pustular Psoriasis. Japanese Guidelines for the 
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Management and Treatment of Generalized Pustular Psoriasis: The New Pathogenesis and Treatment 
of GPP. Fujita H, Terui T, Hayama K, et al. J Dermatol. 2018 Nov;45(11):1235-1270. doi: 10.1111/1346-
8138.14523. Epub 2018 Sep 19. PMID: 30230572. 

3. Efficacy and Safety of Secukinumab in Patients with Generalized Pustular Psoriasis: A 52-week Analysis 
from Phase III Open-label Multicenter Japanese Study. Imafuku S, Honma M, Okubo Y,et al. J Dermatol. 
2016 Sep;43(9):1011-7. doi: 10.1111/1346-8138.13306. Epub 2016 Feb 26. PMID: 26919410. 

4. Guselkumab, a Human Interleukin-23 Monoclonal Antibody in Japanese Patients with Generalized 
Pustular Psoriasis and Erythrodermic Psoriasis: Efficacy and Safety Analyses of a 52-week, Phase 3, 
Multicenter, Open-label Study. Sano S, Kubo H, Morishima H, Goto R, Zheng R, Nakagawa H. J 
Dermatol. 2018 May;45(5):529-539. doi: 10.1111/1346-8138.14294. Epub 2018 Mar 22. PMID: 
29569397; PMCID: PMC5947137. 

5. Spesolimab, an Anti-Interleukin-36 Receptor Antibody, in Patients with Palmoplantar Pustulosis: 
Results of a Phase IIa, Multicenter, Double-Blind, Randomized, Placebo-Controlled Pilot Study. 
Mrowietz U, Burden AD, Pinter A, et al. Dermatol Ther (Heidelb). 2021 Apr;11(2):571-585. doi: 
10.1007/s13555-021-00504-0. Epub 2021 Mar 4. PMID: 33661508; PMCID: PMC8019016. 

6. Anakinra for Palmoplantar Pustulosis: Results from a Randomized, Double-blind, Multicentre, Two-
staged, Adaptive Placebo-controlled Trial (APRICOT). Cro S, Cornelius VR, Pink AE, et al. Br J Dermatol. 
2021 Aug 19;186(2):245–56. doi: 10.1111/bjd.20653. Epub ahead of print. PMID: 34411292; PMCID: 
PMC9255857. 

 
 
  



 

 

 
16 

How to Manage Difficult-to-treat Locations 
Tiago Torres, MD, PhD, IPC Councilor 
Abel Salazar Institute of Biomedical Sciences, University of Porto, Porto, Portugal 
 
Usually, difficult-to-treat areas are regarded as having a high impact on patient well-being, such as the skin on 
the scalp, fingers, face, genitals, intertriginous areas, hands, nails, and feet. Palmoplantar and nail psoriasis 
may be more challenging to treat, but other difficult-to-treat locations may not imply a lower treatment 
efficacy per se. High psychosocial importance and loss of function, however, demands higher treatment 
efficacy when treating these sites compared to other locations. Physicians frequently underestimate the 
burden of psoriasis disease. Difficult-to-treat locations are associated with lower quality of life and a more 
significant disease burden. Common evaluation tools such as PASI may "miss" these areas – specific evaluation 
tools are preferable. The goal when addressing difficult-to-treat locations should be clear or almost clear 
lesions.1 
 
When it comes to management, there is a lack of standardized treatment guidelines mainly due to the low 
available scientific evidence on which to base such guidelines. In general, systemic treatment is expected to 
have a similar effect on difficult-to-treat areas as on plaque psoriasis (except for pustular palmoplantar 
psoriasis and nail psoriasis).  
 
For facial, inverse, and genital psoriasis, topical therapy may be used first-line with off-label calcineurin 
inhibitors having the advantage of lacking steroid side effects. Conventional systemic cyclosporin (CsA) may be 
used for a fast short-term treatment, but otherwise, methotrexate (MTX) is superior to acitretin. IL-17 and IL-
23 inhibitors (IL-17i and IL-23i) are expected to have higher efficacy than other treatment options.     
 
Scalp psoriasis: Biologics IL-17i and IL-23i achieve the highest clearance rates, whereas MTX, CsA, and acitretin 
have not been formally evaluated. Topical and phototherapy are often treatments that are impractical to use.    
 
Nail psoriasis: Topicals are usually not efficient. Due to the association between nail psoriasis and psoriatic 
arthritis (PsA) – PsA effective drugs may be logical to use. The treatment effect should be evaluated after 3-6 
months since the response tends to be slower than the response in cutaneous psoriasis. Conventional therapy 
may not consistently achieve long-term clearance of nail psoriasis, although MTX and CsA have been shown to 
have effects. In general, biologics are efficient but less so than when treating skin lesions.    
 
Palmoplantar psoriasis (non-pustular and pustular) – non-pustular psoriasis is expected to respond well to 
systemic treatment with similar efficacies to plaque psoriasis. Pustular forms of palmoplantar psoriasis still 
lack treatment options with good efficacy.  
 
Take home message: psoriasis in difficult-to-treat locations is prevalent, often underdiagnosed and 
undertreated, and the burden of the disease is often underestimated. Due to the lack of sufficient efficacy of 
topical or UV therapy, systemic therapy, particularly biologics, are often the best treatment option. 
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1. Pharmacotherapeutic Approaches for Treating Psoriasis in Difficult-to-treat Areas. Kivelevitch D, 
Frieder J, Watson I, Paek SY, Menter MA. Expert Opin Pharmacother. 2018 Apr;19(6):561-575. doi: 
10.1080/14656566.2018.1448788. Epub 2018 Mar 22. PMID: 29565192.  
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Biosimilars in Psoriasis 
Nikolai Dyrberg Loft, MD, PhD Fellow 
Department of Dermatology and Allergy, Gentofte Hospital, Hellerup, Denmark 
 
Biologics are large complex molecules made from live cells, which makes exact replication impossible. 
Biosimilars, as such, must have an identical primary amino acid sequence, matched potency, the same route of 
administration, and a structure as similar as possible to the originator product. Differences between biosimilar 
and originator products cannot affect clinical efficacy, safety, or immunogenicity. EMA and FDA approvals of 
biosimilars require pharmacokinetics and pharmacodynamics phase I studies and efficacy, safety, and 
immunogenicity phase III trials. Biosimilars are assessed in one indication, which is then extrapolated to all 
other indications of the originator product.  
 
The main reason to use biosimilars is the reduction in treatment costs. The expenditure and use of 
adalimumab (ADA) in Denmark have been studied after introducing biosimilars, showing a 30% ADA use 
increase and an 80% cost reduction.1 Raised concerns during biosimilar introduction have been efficacy and 
safety concerns, the apparent lack of real-world data, extrapolation of indications, the risk for 
immunogenicity, and the risk of nocebo effects. 
 
Evidence to date shows that the use of biosimilars is safe and efficient. More studies on multiple switches are 
still needed, although smaller studies on multiple switches and infliximab2 and etanercept3 have not raised 
concerns regarding safety or loss of efficacy. A study comparing biosimilar real-world data in Denmark: ADA 
originator vs ADA biosimilar (2007-2012 vs 2018-2020) showed no difference in efficacy for a nonmedical 
switch or new-onset treatment.4 
 
In summary: Biosimilars are as effective and as safe as originators. Long-term data and pharmacovigilance 
data are still needed. One switch is not inferior to a non-switch – but clinicians need to be aware of possible 
nocebo effects. Multiple switches should still be assessed to attain more robust evidence of their safety and 
efficacy. The reason for switching is to lower the cost of treating disease – without price reductions, switches 
cannot be motivated.  
 

1. Shift from Adalimumab Originator to Biosimilars in Denmark. Jensen TB, Kim SC, Jimenez-Solem E, 
Bartels D, Christensen HR, Andersen JT. JAMA Intern Med. 2020;180(6):902–903. 
doi:10.1001/jamainternmed.2020.0338. 

2. Switching from One Infliximab Biosimilar (CT-P13) to Another Infliximab Biosimilar (SB2) in Patients 
with Chronic Plaque Psoriasis. P. Gisondi, C. Virga, S. Piaserico, et al. British Journal of Dermatology, 
Volume 183, Issue 2, 1 August 2020, Pages 397–398, https://doi.org/10.1111/bjd.19013 

3. Cross-Switch from Etanercept Originator to Biosimilar SB4 and to GP2015 in Patients with Chronic 
Plaque Psoriasis. Piaserico S, Conti A, Messina F, et al. BioDrugs. 2021 Jul;35(4):469-471. doi: 
10.1007/s40259-021-00485-8. Epub 2021 May 11. PMID: 33974243. 

4. Outcomes Following a Mandatory Nonmedical Switch from Adalimumab Originator to Adalimumab 
Biosimilars in Patients With Psoriasis. Loft N, Egeberg A, Rasmussen MK, et al. JAMA Dermatol. 2021 
Jun 1;157(6):676-683. doi: 10.1001/jamadermatol.2021.0221. PMID: 33825804; PMCID: PMC8027941. 
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What is the Role of Small Molecules in Psoriasis 
Enikö Sonkoly, MD, PhD 
Senior Lecturer/Associate Professor, Uppsala University, Uppsala, Sweden 
 
Enikö Sonkoly presented the IL-23-Th17-Th1 immunologic process in psoriasis skin and illustrated how 
biologics target cytokines or cytokine receptors in this process. She then introduced the concept of targeting 
intracellular pathways – a fundamentally different approach to treatment (biologics having extracellular 
targets). Intracellular pathways are sometimes less specific since they may be active in many different cell 
types. Another difference comparing biologics to small molecules is size; because of their smaller size 
(molecular weight <1000 DA), small molecules may be administered orally and in topical treatments.  
 
Moving on to existing and upcoming small molecules in psoriasis, these can be divided into categories 
depending on the target pathway mechanism: PDE4/cAMP, JAK/STAT, aryl hydrocarbon receptor, retinoid 
orphan receptor gamma (RORg) inhibitors, receptor-activated protein kinase 1 and IL17/Act1 pathways. 
 
PDE4/cAMP pathway – Apremilast (Otezla) belongs to drugs targeting this pathway leading to the modulation 
of pro- and anti-inflammatory mediators (increase in IL10, decrease in TNF, IL22, and IL17).1,2 PASI 75 is 
achieved in approximately one-third of patients, showing efficacy in the scalp, nail, palm, and genital psoriasis, 
improving itch and pain. Apremilast in combination with other treatments - what is the evidence for safety 
and efficacy? Robust evidence is lacking, but Gyldenlove et al. have published a review of 19 retrospective 
studies that have not shown differences in adverse events when comparing apremilast monotherapy to 
combination therapies. The combination with TNFi, IL-12/23i, and IL-17i – is thus probably relatively safe.3 
 
Roflumilast is a new FDA-approved topical PDE4 inhibitor (Zoryve). It is a much more potent PDE4 inhibitor 
than apremilast. It has shown a high efficiency for intertriginous psoriasis, which is interesting due to the 
potential side effects of topical steroids in these areas.4 
 
JAK/STAT pathway - Multiple proinflammatory psoriasis cytokines signal through the JAK/STAT pathways (e.g., 
IFNγ, IL-15, IL-21, INF-α, INF-β, IL6, IL-22, IL-23). JAK1, JAK2, JAK3, and TYK2 are the four members of the JAK 
family. TYK2 seems especially interesting from a psoriasis perspective since it is central for IL12, IL-23, and type 
I IFN signaling. Deucravacitinib is a TYK2 inhibitor for which phase 3 studies POETYK PSO-1 & PSO-2 have 
shown effects on psoriasis superior to both placeboes and apremilast. At week 16, approximately 58% of 
patients reach PASI75.5  
 
Aryl hydrocarbon receptor pathway - tapinarof is a new topical small molecule being an aryl hydrocarbon 
receptor agonist. The aryl hydrocarbon receptor is a danger signal sensor, and inhibiting its signaling decreases 
inflammatory cytokines and upregulates antioxidant responses and barrier proteins. Tapinarof phase3 trials 
are named PSOARING-1,2,3 in which primary outcomes PGA 0/1 were reached by 35.4% and 40,2 % of study 
participants.6,7  
 
IL-17/Act1 - HSP90 inhibitor RGRN-305 (oral treatment of psoriasis). HSP90 is a downstream regulator of TNF 
and IL17a signaling. A phase 1b proof-of-concept study showed a response in 6 out of 11 patients with PASI 
improvements between 71% and 94%.8 
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In summary, numerous small molecules are emerging as new treatment options for plaque psoriasis, providing 
both oral and topical formulations where the topicals can offer alternatives to traditional topical corticosteroid 
treatments.  
 

1. Apremilast Mechanism of Action and Application to Psoriasis and Psoriatic Arthritis. Schafer P. Biochem 
Pharmacol. 2012 Jun 15;83(12):1583-90. doi: 10.1016/j.bcp.2012.01.001. Epub 2012 Jan 10. PMID: 
22257911. 

2. Update on the Treatment of Psoriasis and Psoriatic Arthritis - Role of Apremilast. Forchhammer S, 
Ghoreschi K. Psoriasis (Auckl). 2015 Sep 7;5:117-124. doi: 10.2147/PTT.S69476. PMID: 29387588; 
PMCID: PMC5683107. 

3. Combination Therapy with Apremilast and Biologics for Psoriasis: A Systematic Review. Gyldenløve M, 
Alinaghi F, Zachariae C, Skov L, Egeberg A. Am J Clin Dermatol. 2022 Sep;23(5):605-613. doi: 
10.1007/s40257-022-00703-1. Epub 2022 Jun 23. PMID: 35737251. 

4. Trial of Roflumilast Cream for Chronic Plaque Psoriasis. Lebwohl MG, Papp KA, Stein Gold L, et al. N 
Engl J Med. 2020 Jul 16;383(3):229-239. doi: 10.1056/NEJMoa2000073. PMID: 32668113. 

5. Deucravacitinib vs Placebo and Apremilast in Moderate to Severe Plaque Psoriasis: Efficacy and Safety 
Results from the 52-week, Randomized, Double-blinded, Placebo-controlled Phase 3 POETYK PSO-1 
Trial. Armstrong AW, Gooderham M, Warren RB, et al. J Am Acad Dermatol. 2022 Jul 9:S0190-
9622(22)02256-3. doi: 10.1016/j.jaad.2022.07.002. Epub ahead of print. PMID: 35820547. 

6. One-year Safety and Efficacy of Tapinarof Cream for the Treatment of Plaque Psoriasis: Results from 
the PSOARING 3 Trial. Strober B, Stein Gold L, Bissonnette R, et al. J Am Acad Dermatol. 2022 
Oct;87(4):800-806. doi: 10.1016/j.jaad.2022.06.1171. Epub 2022 Jun 27. PMID: 35772599. 

7. Phase 3 Trials of Tapinarof Cream for Plaque Psoriasis. Lebwohl MG, Stein Gold L, Strober B, et al. N 
Engl J Med. 2021 Dec 9;385(24):2219-2229. doi: 10.1056/NEJMoa2103629. PMID: 34879448. 

8. HSP90 Inhibitor RGRN-305 for Oral Treatment of Plaque-type Psoriasis: Efficacy, Safety and Biomarker 
Results in an Open-label Proof-of-concept Study. Bregnhøj A, Thuesen KKH, Emmanuel T, et al. Br J 
Dermatol. 2022 May;186(5):861-874. doi: 10.1111/bjd.20880. Epub 2022 Mar 30. PMID: 34748646. 
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Pathophysiology (Training and Educational Forum) 
Jose-Manuel Carrascosa 
Associate Professor, Hospital Universitario Germans Trias, Badalona, Spain 
 
Psoriasis pathogenesis and treatment development is a translational medicine success story. Nowadays, it is 
rare to see patients admitted to the hospital because of severe psoriasis, which could be quite common in the 
past. Medical research has led to the continuous development of new therapeutic drugs leading to benefits 
for psoriasis patients. The foundation of the modern view of psoriasis pathogenesis is based on research from 
early in this millennium, as described in a Nature publication in 2007,1 where psoriasis was presented as the 
result of an interaction between innate and adaptive immunity. The importance of innate immunity and cell 
types such as dendritic cells, neutrophils, and keratinocytes must be underlined apart from the more well-
known functions of adaptive immunity, including the Th17 cells. The keratinocytes are not only barrier cells 
but also key players in innate immunity. In 2009 Nestle et al. published an article in the New England Journal 
of medicine presenting a model of psoriasis pathogenesis; this model's basic principle is valid today.2 Since 
then, different cell types in periods have received more attention – Jose-Manuel used the analogy of the series 
"Games-of-Thrones," where the story's focus and current lead character can switch over time to illustrate this. 
But although the emphasis may shift with time, the greater picture has not changed much. 
 
The process of psoriasis plaque formation is thought to start with the keratinocyte. The keratinocytes not only 
compose a physical barrier but also serve as an immunological barrier to produce antimicrobial peptides. In 
the initiation of psoriasis, the production of antimicrobial peptides such as LL-37 by keratinocytes is thought to 
be central. This early, innate immune response leads to downstream interactions with the adaptive immunity 
through IL-23 and IL-12 pathways.  
 
In response to psoriasis triggers, chemokines and antimicrobial peptides are released. LL-37 will aggregate 
with self-DNA, which stimulates and activate plasmacytoid dendritic cells (pDC) – this is a central mechanism 
of psoriasis activation but is probably only one of many processes co-occurring. For instance, IL17, which is 
produced by adaptive Th17 cells and, as such, may be thought of as a cytokine occurring late in psoriasis 
plaque formation, has also been shown to be produced by numerous cells of the innate immune system (such 
as mast cells and neutrophils), thus not only occurring late but also early in psoriasis plaque development. 
pDCs produce IFNα, which is central in early plaque formation, paradoxical psoriasis, and erythrodermic 
psoriasis, being more "innate" psoriasis types. Pustular psoriasis is often dominated by IL36, which is 
important for the neutrophil infiltration of the skin, which explains why spesolimab (IL36i) has shown such 
potential in the treatment of GPP. IFNα also induces the maturation of myeloid dendritic cells (mDC), which 
generate TNF, IL20, IL6, and IL12, IL23 - the latter two leading to Th1 and Th17 activation connecting innate to 
adaptive immunity. IL23 is central to the maturation, proliferation, and stabilization of Th17 cells. In addition, 
IL23 can deactivate the immune system's ability to balance inflammation by deactivating the effects of 
regulatory T-cells (Tregs). Th17 produces IL17A/F, which are the most important effector cytokines in psoriasis. 
IL17A/F will affect keratinocytes inducing proliferation and further keratinocyte activation leading to further 
antimicrobial peptide production upholding the vicious circle of psoriasis inflammation. Modern biologics 
targeting IL23 and IL17 show excellent treatment responses. The question of whether one or the other target 
may show better treatment effects regarding tissue-resident memory cell (TRM) depletion is interesting. TRM 
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remains in the skin after psoriasis resolves and increases the risk of local psoriasis relapse.3 A treatment that 
affects tissue TRM could potentially achieve disease modification.  
 
Evolution in small molecules targeting intracellular communication mechanisms in psoriasis pathophysiology 
has led to new treatment development, both topical (e.g., PDE4 inhibition) and oral (TYK2inhibtors, e.g., 
deucravacitinib). To conclude, it is essential to remember that the main interleukins involved in psoriasis will 
also be involved in psoriasis arthritis and, in many cases, in comorbid diseases associated with psoriasis 
making it plausible that skin therapies can have broader positive health effects for psoriasis patients.  
 
Jose-Manuel finished his inspiring lecture by stating that; "Understanding pathophysiology and engaging in 
research gives dermatologists superpowers!"  
 

1. Pathogenesis and Therapy of Psoriasis. Lowes MA, Bowcock AM, Krueger JG. Nature. 2007 Feb 
22;445(7130):866-73. doi: 10.1038/nature05663. PMID: 17314973. 

2. Psoriasis. Nestle FO, Kaplan DH, Barker J. N Engl J Med. 2009 Jul 30;361(5):496-509. doi: 
10.1056/NEJMra0804595. PMID: 19641206. 

3. Epidermal Th22 and Tc17 Cells Form a Localized Disease Memory in Clinically Healed Psoriasis. Cheuk S, 
Wikén M, Blomqvist L, et al. J Immunol. 2014 Apr 1;192(7):3111-20. doi: 10.4049/jimmunol.1302313. 
Epub 2014 Mar 7. PMID: 24610014; PMCID: PMC3962894. 
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Target Therapies: Quo Vadis? (Training and Educational Forum) 
Curdin Conrad, MD, IPC Councilor 
University Hospital of Lausanne, Lausanne, Switzerland 
 
Target therapies, where are we, and where are we heading? Curdin Conrad's presentation focused on the 
stratification of patients, disease subtypes, disease memory, and potential disease modification.  

 
The optimal choice of therapy can be drug-related (dependent on efficacy, half-life, safety, 
tolerability/convenience), patient-related (dependent on compliance, age, sex, child-bearing potential), or 
disease-related (dependent on disease variant, comorbidity, disease course). These factors often overlap. No 
single treatment option is effective or appropriate for all patients, although a significant proportion of plaque 
psoriasis patients can reach PASI 100 with modern IL-23i and IL-17i biologics.1   

 
Types of psoriasis: Psoriasis may be divided into inflammatory/acute forms of psoriasis, plaque-type psoriasis, 
and pustular forms of psoriasis. Acute psoriasis has a dominating type I-IFN signature, plaque-type psoriasis 
has an IL-23/Th17 signature, and pustular psoriasis has an IL-36/IL-1 signature. These molecular signatures 
can, in turn, affect treatment choice and treatment efficacy. It is important to point out that in unstable 
plaque psoriasis, there will be a presence of both a Th17 signature and a plasmacytoid dendritic cell (pDC)/IFN 
signature where the disease is unstable or under development – typically in new lesions or plaque borders. 
  
When treating an overactive IFNα pathway, ciclosporin (CsA) or phototherapy (UV) can be used (the latter 
often being the treatment of choice in guttate psoriasis), which will lead to a decrease pDCs.2 However, 
several pipeline drugs aiming to treat lupus may also have potential as drugs for erythrodermic/acute psoriasis 
(drugs mainly targeting pDC and type I-IFN signaling). The new oral TYK2i deucravacitinib may target both IFNα 
and Th17, which could hypothetically be an advantage in patients with psoriasis disease with mixed signature 
or a dominating IFN upregulation seen in unstable plaque psoriasis disease, guttate psoriasis, paradoxical 
psoriasis, and erythrodermic psoriasis. 
 
In pustular psoriasis IL-36 and IL-1 are central. Interestingly, anti-IL36R (spesolisumab) has shown efficiency in 
GPP but not in palmoplantar pustular psoriasis (PPP). A potential explanation may indeed be the finding that 
Th17, Th1, and Eos/Th2 signatures may be upregulated in PPP apart from IL-36/IL-1 pathways (unpublished 
data). The clinical observation that apremilast, although not extremely efficient in plaque psoriasis, may be 
efficient in PPP patients could potentially be explained by apremilast's broader effects, targeting multiple 
immunological pathways. In the future, it is proposed that we will stratify patients based on clinical phenotype 
and their endotype or molecular spectrum (IL-23/17 vs. IL-36/IL-1 vs. IFNα) and choose a treatment 
accordingly (see figure).   
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In the second part of Curdin's lecture, the focus shifted; Addressing the possibility of treating disease memory 
and achieving disease modification. Clinical observations suggest that patients on IL23i may show sustained 
treatment response upon medication withdrawal. Clinical studies on IL-23i have shown that about 30% of 
patients may show sustained treatment effects six months after withdrawal. The "long respondents" often 
have shorter disease histories. The explanation could be attributed to tissue-resident memory t-cells (TRMs). 
Is it possible to remove TRM cells with early IL-23 inhibition? The audience was presented with preliminary 
results from the GUIDE study showing that short disease duration (under two years) predicts better IL-23i 
response (PASI90 and absolute PASI 0). High BMI was associated with worse disease response. These 
preliminary data suggest that early intervention could increase efficacy and might lead to disease modification 
in certain patients. 
 
As such, the promise of both patient stratification and disease modification may be attained in the not-too-
distant future.   
 

1. Efficacy and Safety of Risankizumab vs Secukinumab in Patients with Moderate to Severe Plaque 
Psoriasis (IMMerge): Results from a Phase III, Randomized, Open-label, Efficacy-assessor-blinded 
Clinical Trial. Warren RB, Blauvelt A, Poulin Y, et al. Br J Dermatol. 2021 Jan;184(1):50-59. doi: 
10.1111/bjd.19341. Epub 2020 Sep 6. PMID: 32594522; PMCID: PMC7983954. 

2. Narrowband Ultraviolet B Inhibits Innate Cytosolic Double-Stranded RNA Receptors in Psoriatic Skin 
and Keratinocytes. Rácz E, Prens EP, Kant M, et al. Br J Dermatol. 2011 Apr;164(4):838-47. doi: 
10.1111/j.1365-2133.2010.10169.x. PMID: 21143460. 

 
 
  



 

 

 
25 

Psoriasis in Global Health Joint EADV/AAD session 
Christopher Griffiths, OBE, MD, FRCP, FMedSci, IPC Honorary Founder 
University of Manchester, Manchester, United Kingdom 
 
Cristopher Griffiths, the director of The Global Psoriasis Atlas (GPA), presented the GPA history, structure, 
achievements, current work, and how the GPA function as an exemplar. Ten years ago, Cristopher Griffiths co-
authored a systematic review of global psoriasis epidemiology,1 which cast light on the significant global gaps 
in knowledge on psoriasis. The WHO global psoriasis report identified research on "global incidence and 
prevalence" as areas in need of further research, which also contributed to the foundation of the GPA - global 
reports on mental health prevalence and incidence serving as an example for the work that was to be done.  
 
GPA was launched in October 2016, and the early framework was based on the successful diabetes atlas. The 
GPA vision is to ensure that people with psoriasis have access to the best available care. GPA structure is 
based on regional and national coordinators' work – and is currently best set up in South America.  
 
In October 2019, the GPA website was launched. On this website, data on disease incidence and prevalence 
can be found, among other useful information. At least 60 million people have psoriasis worldwide, but only 
19% of countries have data on epidemiology. Data is remarkably sparse from Sub-Saharan Africa. Only one 
published cross-sectional study from Tanzania shows a psoriasis prevalence of 0.1%. The GPA, therefore, 
performed the Tanzania Field Survey Maasai Land 2019. Three hundred people were seen; No psoriasis was 
found! 
 
GPA Phase II, April 2020-March 2023, continues focusing on epidemiology, early diagnosis, psoriasis comorbid 
diseases, and economic impacts. Several GPA studies have shown that prevalence is increasing, but the 
incidence is stable. GPA has also set up clinical diagnostic criteria for Psoriasis with IPC2 and, following that 
work, has developed drawings (with the help of artists) to help to identify the disease instead of using photos.  
 
There are now new atlases on the way for other diseases, and the GPA thus serves as a reference for 
upcoming atlases on atopic dermatitis, vitiligo, and hidradenitis suppurativa (HS). 
 
The GPA has numerous ongoing projects, including epidemiological projects and comorbidity studies in 
countries such as Malaysia, Qatar, Newfoundland, and Myanmar. Christopher Griffiths encouraged 
dermatologists with interest in psoriasis to engage with the GPA on social media or to get involved in GPA 
work by contacting them via www.globalpsoriasisatlas.org. 
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