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Na et al. Nature Communications. 2023; 14:3455

NS healthy normal skin, 
PN psoriatic non-lesional skin, 
PP psoriasis skin

Circos plot showing the cytokine and growth factor ligand–receptor 
interactions with a higher score in PP compared to NS

Participación activa de fibroblastos más allá de su función estructural



Wu et al. Sci Immunol. 2024 Jan 26;9(91):eadi2848.



5-mC (5-methylcytosine)
5-hmC (5-hydroxymethylcytosine) 

Ghaffarinia et al. Int. J. Mol. Sci. 2023, 24, 4556

TET3: ten-eleven translocation (TET)3



Mechanism of action of the three DEGs:

Significantly lower levels of the SAMHD1
gene in resolved epidermal keratinocytes
might be accompanied by abnormal dNTP
accumulation, which can induce DNA 
damage. It is established that damaged DNA 
species can trigger type-I IFN and innate
immune responses.

Strong up-regulation of GPR15L in resolved
epidermal keratinocytes may lead to the
recruitment of GPR15+ cells, such as T-cells, 
into the epidermal compartment.

The strong up-regulation of AKR1B10 gene
may result in reduced RA and consequently
increased keratinocytes survival and
proliferation. 

DEGs: differentially expressed genes

Ghaffarinia et al. Int. J. Mol. Sci. 2023, 24, 4556



Cruz-Correa et al. Arthritis Rheumatol. 2023 Dec;75(12):2178-2184.

Metilación ADN como predictor APs

• 60 pacientes con PsO que desarrollaron PsA – 60 PsO sin PsA 

• Estudio de metilación del genoma completo

• 36 zonas de metilación relevantes en 15 genes y varias zonas 
intrónicas.
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Modificación de la enfermedad

In patients with moderate-to-severe plaque 
psoriasis, in the absence of precise biomarkers, 
disease modification may be evaluated by 
sustained BSA<1% / PGA <0/1 for >12 months 
following treatment cessation.

Eyerich et al. . J Eur Acad Dermatol Venereol. 2023 Dec 10. doi: 10.1111/jdv.19652.

Dong et al. Curr Res Immunol. 2023 Sep 6;4:100067.



• Impacto de la intervención 
temprana de la o con 
guselkumab en pacientes con 
psoriasis en placas de moderada 
a grave. 

• Ps < 2 años vs Ps > 2 años.

1ª etapa
2ª etapa Q16 semanas no inferior a Q8

No inferioridad de guselkumab 100 
mg cada 16 semanas frente a cada 8 
semanas para el mantenimiento del 
control de la enfermedad (PASI <3) en 
SRes en la semana 68

Superrespondedores (SR) : 
PASI 0 w24-28 43% SR vs 28%

3ª etapa

Mantenimiento respuesta 
sin tratamiento

El mantenimiento de respuesta es 
mayor cuanto más corto es el tiempo 
de evolución de la enfermedad

Journal of the European Academy of Dermatology and Venereology April 2023 AAD San Diego 2024



ISID 2023; Tokyo, Japan; 10–13 May 2023.
Clin Exp Dermatol 2023; 00:1–8 
 

Las diferencias en la metilación del 
ADN ” cicatriz molecular”  se 
normalizaron en la piel   de Ps de 

nueva aparicion en la semana 16

Impacto del tratamiento con secukinumab en las firmas moleculares subyacentes en  Pso de nueva aparición 
( <12 meses la PsO crónica (≥ 5años) 

Intervención precoz Secu Ps < 12 meses



Estudios sobre modificación de la 
enfermedad

Hipótesis: las dosis iniciales más altas de risankizumab 
pueden suprimir de manera más efectiva las cTRM , y si esto 
da como resultado  ausencia de lesiones durante períodos de 

tiempo más prolongados después de la suspensión del 
fármaco. 

Blauvelt. Late breaking research. AAD 2024, San Diego, CA



Blauvelt. Late breaking research. AAD 2024, San Diego, CA
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Relación entre psoriasis y comorbilidades: 
Randomización mendeliana

DM tipo 2

Psoriasis

Esclerosis múltiple

Patrick et al. Ann Neurol. 2023 Aug;94(2):384-397.
Patrick et al. J Invest Dermatol. 2021 Jun;141(6):1493-1502.
Xiao et al. J Invest Dermatol. 2022 Dec;142(12):3192-3199.e12.
Zhang et al. BMC Med. 2022 Nov 1;20(1):421. doi: 10.1186/s12916-022-02617-5.
Martin et al. Elife. 2022 Jan 25;11:e72452.
Budu-Aggrey et al.PLoS Med. 2019 Jan 31;16(1):e1002739.
Greve et al. Br J Dermatol. 2024 Feb 27:ljae089.

Riesgo Cardiovascular 
Dislipemia

Obesidad



Jin et al. J Invest Dermatol. 2023;143:762-776



Berna-Rico et al. Acta Derm Venereol. 2023 Mar28;103:adv5087.

Más del 60% de los médicos de atención
primaria declararon que desconocían la 
relación entre la psoriasis y las 
enfermedades cardiovasculares. 

El 50% de los dermatólogos y 
reumatólogos que no prescriben
estatinas estarían dispuestos a empezar
a recetarlas.



cLDL< 100
cLDL <70
cLDL<50

González-Cantero et al. J Eur Acad Dermatol Venereol. 2023 Sep 



De Marco G, et al. RMD Open 2023;9:e003143
Zabotti et al. Ann Rheum Dis. 2023 Sep;82(9):1162-1170.
Koehm M, Behrens F. RMD Open 2023;9:e003166 

Transición Intercepción



¿Tienen menos riesgo de desarrollar artritis psoriásica los 
pacientes con psoriasis tratados con biológicos?

Kimak et al. J. Clin. Med. 2023, 12, 3850. https://doi.org/10.3390/jcm12113850 



• The most common first biologic class prescribed were TNF inhibitors (10 037 [64·8%] patients) followed by IL-12/23 inhibitors (2914 [18·8%]), IL-17 inhibitors 
(1401 [9·0%]), and IL-23 inhibitors (1149 [7·4%])

• Among 3148 patients who switched biologic class, the most common second biologic prescribed was IL-12/23 inhibitor (1189 [37·8%] patients) followed by IL-17 
inhibitor (818 [26·0%]), TNF inhibitor (603 [19·2%]), and IL-23 inhibitor (538 [17·1%]).

Singla et al. Lancet Rheumatol 2023; 5: e200–07

¿Es posible la intercepción farmacológica?



Comorbilidades Psoriasis: impacto en el tratamiento
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Dosis elevadas  spesolimab cada 4 semanas reducen el riesgo de brotes de PPG. 

• Objetivo:   Tiempo de brote hasta semana 48

Psoriasis pustulosa generalizada
Spesolimab



Objetivo 1º : % de pacientes que alcanzan respuesta 
clínica  medida por” Clinical global  impression scale”
(CGS) a las semanas 4 y 16

✓ 50%  a las semanas 4 y 16 consiguen y mantienen
✓ ” mucha mejoría”( CGS)

Imsidolimab: Ac monoclonal humanizado anti-
IL36R
1ª dosis iv + tres dosis sc  los días 27,57,85
Reclutan 8 paciente s: 6 finalizan estudio 

Br J Dermatol. 2023 Jul

Estudio para evaluar la eficacia y seguridad de imsidolimab (ANB019) 
en el tratamiento de sujetos con GPP (GEMINI1) fase III:  fin del reclutamiento 
Agosto 23

Imsidolimab



Panorama actual en el tratamiento de la psoriasis

Sbidian E, et al. Cochrane Database Syst Rev. 2023 Jul 12;7(7):CD011535.



Armstrong AW, et al. Dermatol Ther (Heidelb). 2023 Oct 6. doi: 10.1007/s13555-023-01034-7.

Panorama actual en el tratamiento de la psoriasis



Iznardo H, Puig L. Ther Adv Chronic Dis. 2021 Aug 12;12:20406223211037846. 

Jovčevska I, Muyldermans S. BioDrugs. 2020 Feb;34(1):11-26.

Jovčevska I, Muyldermans S. BioDrugs. 2020 Feb;34(1):11-26.

Nuevas estructuras moleculares en el arsenal terapéutico



Sonelokimab (Merck Serono/MoonLake) phase 2b

Papp K, et al. Lancet 2021; 397: 1564–75

secu

secu

Retention of skin clearance after 7 half-lives following randomized 
withdrawal:
• Risankizumab 70% (7x28 days)
• Guselkumab 67% (7x18 days))
• Bimekizumab 40% (7x26 days)
• Sonelokimab 50% (7x12 days)

Reich K, Cullen E, Weinberg M. Br J Dermatol. 2022 Oct;187(4):591-593.



The safety profile of izokibep was generally comparable to placebo at 

week 12 except for injection site reactions and diarrhoea. These AEs 

decreased after the first 12 weeks of the study. There were no cases 

of IBD and a very low incidence of Candida spp. infection, comparable 

to placebo.

Gerdes S, et al. Br J Dermatol. 2023 Sep 15;189(4):381-391.

PASI 90



72,4% (68,3%-76,2%) 79,4% (74,6%-83,5%)
61,4% (57,0%-65,6%) 72,4% (68,3%-76,2%) 76,2% (71,4%-80,6%)
61,4% (57.0%-65,6%) 73,2% (68,7%-77,8%)
61,1% (56,6%-65,6%) 72,6% (68,2%-76,6%)

Tasas de respuesta PASI 75 con tratamiento continuo con 
deucravacitinib desde el día 1 hasta los 3 años

Armstrong AW, et al. Presented at the 32nd European Academy of Dermatology & Venereology Congress; 11—14 October 2023; Berlin, Germany

Objetivo primario

Método de imputación:

Inicio de LTE
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Zasocitinib (TAK-279) Phase 2b efficacy results: Patients achieving PASI 75, 90, or 100 at Week 12

p values from a Cochran-Mantel-Haenazel test, with prior biologic treatment included as a stratification factor, comparing the proportion of patients in the treatment group versus placebo. For secondary endpoints (PASI 90 and PASI 100). P values are nominal: *p<0.05; **p<0.005, p<0.001
Modified intent-to-treat (miTT) analysis set: all patients who were randomized and received at least one dose of study treatment
CI, confidence interval; NRI, non-responder imputation, PASI, Psoriasis Area and Severity Index; QD, once daily.
Takeda. Accessed March 2023. https://www.takeda.com/newsroom/newsreleases/2023/takeda-announces-positive-results-in-phase-2b-study-of-investigational-tak-279.

Patients achieving PASI 75, 90 or 100 at week 12
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Ferris, et al. A Phase 2b, Long-term Extension, Dose-
ranging Study of Oral JNJ-77242113 for the Treatment of 
Moderate-to-Severe Plaque Psoriasis: FRONTIER 2. 
Presented at AAD 2024



https://investors.dicetherapeutics.com/static-files/97510404-4b85-43f6-b1de-aa58dbb7c375



A company-independent, multicenter, randomized, double-blind, 
placebo-controlled trial (ClinicalTrials.gov NCT04549870). Patients 
were randomized 1:1 to receive monotherapy with oral roflumilast 
500 μg once daily (n=23) or placebo (=23). At week 12, placebo 
patients were switched to open-label roflumilast through week 24. 

The most prevalent, drug-related adverse events in both treatment 
groups were transient gastrointestinal symptoms, weight-loss, 
headache, and insomnia. A total of three patients (roflumilast n = 2; 
placebo, n = 1) discontinued therapy due to adverse events.

Gyldenløve M, et al. Lancet Reg Health Eur. 2023 Apr 21;30:100639.

NNT wk 12 roflumilast: 2.86
NNT wk 16 apremilast (NMA): 3.71 

Armstrong AW, et al. Med Res Opin. 2018 Jul;34(7):1325-1333.

Roflumilast

COPD: 0.5mg/d
34.7€/month (Daxas®, 

generics)



Orismilast

Warren RB, et al. J Eur Acad Dermatol Venereol. 2023 Apr;37(4):711-720.

PASI-75 at week 16 was 44.4% 
compared to 5.6% for patients 
on placebo  (odds  ratio  [OR]:  
15.7,  p  =  0.019)

NNT wk 16 apremilast (NMA): 3.71 

Armstrong AW, et al. Med Res Opin. 2018 Jul;34(7):1325-1333.

NNT wk 16 orismilast: 2.58 



ME3183

Papp K Late breaking EADV 2023 Berlin



ME3183

Papp K Late breaking EADV 2023 Berlin

PASI 90PASI 75

PASI 100



Modificado de Dragos and Vender. Dermatol Ther (Heidelb) (2022) 12:2715–2730

Name Target Route of 
administration 

Overall stage Ongoing trials in 
psoriasis 

Primary endpoint 

IBI112 IL-23p19 SQ Phase 2 NCT05003531 PASI 90 at 16 weeks

PN-235 IL-23 Receptor Oral Phase 2 NCT05357755
NCT05223868
NCT05364554

PASI 75 at 16 weeks / 36 wk

Netakimab IL-17A SQ Phase 3 NCT03390101 PASI 75 at 12 weeks

Vunakizumab IL-17A SQ NCT04839016 PASI 90 or sPGA of 0/1 at 12 weeks

SSGJ-608 IL-17A SQ Phase 3 NCT05536726 PASI 75 at 12 weeks 

Izokibep IL-17A SQ Phase 2 - PASI 90 at 12 weeks

Gumokimab IL-17A SQ Phase 2 NCT05096364 PASI 90 at 12 weeks

Spesolimab IL-36 Receptor IV, SQ 
maintenance

Phase 3 NCT03886246
NCT05239039
NCT05200247
NCT04399837
NCT04493424

TEAEs up to 252 weeks
TEAEs up to 17 weeks
TEAEs up to 17 weeks
Time to first flare (up to 48 weeks)
TEAEs up to 260 weeks

Imsidolimab IL-36 Receptor IV, SQ 
maintenance

Phase 3 NCT05352893
NCT05366855

GPPPGA score of 0/1 at 4 weeks
Incidence of AEs up to 24 weeks



Name Target Route of 
administration 

Overall stage Ongoing trials in 
psoriasis 

Primary endpoint 

Mufemilast PDE4 Oral Phase 3 NCT04839328 PASI 75 at 16 weeks

ME3183 PDE4 Oral Phase 2 NCT05268016 PASI 75 at 16 weeks

Orismilast PDE4 Oral Phase 2 NCT05190419 % change in PASI score from baseline to 16 weeks

Jaktinib JAK1/2 Oral Phase 2 NCT04612699 PASI 75 at 12 weeks

Deucravacitinib TYK2 Oral Phase 3 NCT04036435
NCT04167462
NCT05478499
NCT05124080
NCT04772079

NDI-034858 TYK2 Oral Phase 2 NCT04999839 PASI 75 at 12 weeks

AUR101 RORct Oral Phase 2 NCT04855721 PASI 75 at 12 weeks

Cedirogant RORct Oral Phase 2 NCT05044234 PASI 75 at 16 weeks

BI 730,357 RORct Oral Phase 2 -

GSK2982772 RIPK1 Oral Phase 2 -

Piclodenoson A3AR Oral Phase 3

RIST4721 CXCR2 Oral Phase 2 NCT05194839 PPPASI 50 at 12 weeks

SCD-044 SIPR1 Oral Phase 2 NCT04566666 PASI 75 at 16 week

ADX-629 RASP Oral Phase 2

Rimegepant CGRP Oral Phase 2 NCT04629950 Change in PASI score from baseline to 16 weeks



Mensajes clave

Estudios single-cell y metilación ADN pueden cambiar el manejo de la 
enfermedad.

La modificación de la enfermedad pasa por la intervención precoz.

Papel clave del dermatólogo en prevención de comorbilidades.

El futuro pasa por las nuevas moléculas orales.



Company Confidential  ©  2019 Eli Lilly and Company

Thank you!
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