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Weltpsoriasistag Oktober 2019



Psoriasis – Der Wunsch nach Erscheinungsfreiheit?

Traum oder Realität



Der Umgang mit der Psoriasis und Erwartungen an die Therapie 
–

eine kleine Zeitreise
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31 systemische 
Arzneimittel bei 
Psoriasis und -
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Ausgrenzung 50 % 
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90-100% 
Verbesserung Heilung???

31 + 
Gentherapie?

Therapieziel



Erscheinungsfreiheit – Wie können wir das erreichen?



Systemische Entzündung



Psoriasis - Entzündung

Hawkes JE, et al. J Allergy Clin Immunol 2017;140:645–653.
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Zielgerichtete Therapien

Sehr gute Wirksamkeit

Gutes Sicherheitsprofil
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PLUS 11 
biosimilars

Verfügbare Systemtherapien
PSORIASIS VULGARIS PSORIASIS-ARTHRITIS

Wirkstoff First Line Second Line First Line Second Line
Biologika
Abatacept X
Adalimumab X X
Brodalumab X
Certolizumab X X
Etanercept X X
Golimumab X
Guselkumab X X
Infliximab X X
Ixekizumab X X
Risankizumab X
Secukinumab X X
Tildrakizumab X
Ustekinumab X X
Nicht-Biologika
Acitretin X
Apremilast X X

Ciclosporin X
Dimethylfumarat X

Fumarsäureester X
Leflunomid X
Methotrexat X X
Tofacitinib X

13 4 2 12

+ Bimekizumab



Biologikaklassen

TNF-alpha 
Inhibitoren

IL-12/23-
Inhibitor

IL-17-
Inhibitoren

IL-23p19
-Inhibitoren

Etanercept
Adalimumab

Infliximab
Certolizumab

Ustekinumab

Secukinumab
Ixekizumab
Brodalumab

Bimekizumab

Tildrakizumab
Guselkumab

Risankizumab



?

?

Modifiziert nach Nast A, Deutsche Dermatologische Gesellschaft (DDG), Berufsverband Deutscher Dermatologen (BVDD). Leitlinie zur Therapie der Psoriasis vulgaris. Update 2011. http://www. awmf.org/leitlinien/ detail/ll/013- 001.html 



Was bedeutet PASI 90

PASI >75 PASI >90PASI >50



„Comparative Effectiveness Research“ (CER) und
Netzwerk-Metaanalyse (NMA) in Psoriasis

“moderate to severe” disease, not otherwise specified.
Detailed characteristics of the included studies are given in
Supplementary Table S1 (online). Excluded studies are given
in Supplementary Table S2 (online). Most trials (38/41 [93%])
were two-arm studies and the rest were three-arm studies. All
studies included patients with previous conventional systemic
therapy use. Only 12 of 41 (29%) trials excluded patients with
previous biologic therapy use, and in trials that allowed pre-
vious biologic use, the percentages ranged from 1.6 to 64.3%.
Five trials (12%) did not state previous biologic therapy use.

Network structure
Placebo-controlled comparisons were available for all treat-
ments and outcomes. Direct active comparisons between
biologics were limited to ixekizumab, ustekinumab, or
secukinumab versus etanercept, and ustekinumab versus
secukinumab. There were also direct comparisons between
methotrexate and adalimumab or infliximab. Fewer direct
comparisons were available for mean change in dermatology
life quality index (DLQI) (see Figure 2b).

Risk of bias
The risk of bias varied between individual studies, ranging
from low to high (Supplementary Figures S1 and S2 online). A
total of 35 of 41 (85%) RCTs had a low risk of selection bias
and 37 of 41 (90%) had a low risk of performance bias. A
total of 38 of 41 RCTs (93%) had a low risk of detection bias
and 35 of 41 RCTs (85%) had a low risk of attrition bias. All
studies were financially sponsored by the pharmaceutical
industry. There was a low risk of reporting bias. Regarding
publication bias, comparison-adjusted funnel plots suggested
asymmetry between small studies for the outcomes of clear/
nearly clear and PASI 75 at 12 to 16 weeks in relation to
newer versus established treatments. There was no apparent
asymmetry for the studies examining biologic therapies
versus placebo at 12 to 16 weeks for any of the outcomes
(Supplementary Figures S21eS24 online).

Efficacy of biologic treatments at 12 to 16 weeks
All biologic therapies and methotrexate had statistically sig-
nificant increased odds of clear/nearly clear, PASI 75, and
mean change in DLQI compared with placebo at 12 to 16
weeks (Table 1, Supplementary Figures S3eS5 online).

The rankograms in Supplementary Figures S11eS13 (on-
line) show the cumulative probabilities (estimated and pre-
dictive) for clear/nearly clear, PASI 75, and mean change in
DLQI. In terms of clear/nearly clear and PASI 75, ixekizumab
performed best (surface under the cumulative ranking curve
[SUCRA] 99.4) and placebo performed worst (SUCRA 0.0)
(see Relative treatment rankings, Table 2). Secukinumab
performed best (SUCRA 84.3) and placebo worst (SUCRA
0.1) in terms of mean change in DLQI. The rankings calcu-
lated using predictive probabilities were consistent with the
estimated probabilities.

In absolute terms, there was a difference of 112 (95%
confidence interval [CI] !21, 231) more people per 1,000
achieving clear/nearly clear with ixekizumab compared with
secukinumab, or 259 (95% CI 155, 341) more people per
1,000 with ixekizumab compared with ustekinumab. This
equates to a numbers needed to treat of 4 (95% CI 3, 7) for
the ixekizumab-ustekinumab comparison (Table 1).

Tolerability of biologic treatments at 12 to 16 weeks
There were statistically significant increased odds of with-
drawal due to adverse events with infliximab or ixekizumab
compared with placebo (Supplementary Figure S6 online).
Compared with etanercept, infliximab was associated with
statistically significant increased odds of withdrawal due to
adverse events. Ixekizumab was associated with higher odds
of withdrawal compared with adalimumab, ustekinumab,
and secukinumab (Table 1). Ustekinumab performed best
(SUCRA 82.3) and infliximab worst (SUCRA 3.5) (Table 2,
Supplementary Figure S14 online).

Joint rankings of efficacy and tolerability
Using hierarchical clustering, three distinct clusters of treat-
ments were identified with respect to efficacy measured by
clear/nearly clear and mean change in DLQI jointly
(Supplementary Figure S16 online). Adalimumab, infliximab,
ixekizumab, secukinumab, and ustekinumab were all similar
with regard to these two efficacy parameters. Etanercept and
methotrexate formed a separate group that was less effica-
cious in terms of both outcomes. Placebo formed its own
group, characterized by low efficacy.
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Figure 2. Network maps for the main outcomes considered in the review. (a) Clear/nearly clear (minimal residual activity/PASI > 90/0 or 1 on PGA). (b) Mean
change in the dermatology life quality index. (c) Withdrawal due to adverse events, all at 12 to 16 weeks. Nodes and edges are weighted according to number of
studies including that treatment or comparison. ADA, adalimumab; ETA, etanercept; INF, infliximab; IXE, ixekizumab; MTX, methotrexate; PASI, psoriasis area
and severity index; PBO, placebo; PGA, physician’s global assessment; SEC, secukinumab; UST, ustekinumab.

ZK Jabbar-Lopez et al.
Evaluation of Biologic Therapy Options for Psoriasis

Journal of Investigative Dermatology (2017), Volume 1371648

• A total of 60 trials meeting all inclusion criteria were included in the NMA

• Risankizumab, ixekizumab, brodalumab, and guselkumab had the highest PASI 90/100 rates at weeks 10-16 among assessed 
treatments; there were no statistically significant differences among these four treatments

• Risankizumab, ixekizumab, brodalumab, and guselkumab had significantly higher PASI 90/100 rates compared to etanercept, 
adalimumab, ustekinumab, certolizumab pegol, tildrakizumab, dimethyl fumarate, and apremilast; risankizumab, ixekizumab and 
brodalumab also had significantly higher rates than secukinumab and infliximab (p-value < 0.05)

Abbreviations: PBO: placebo, DF: dimethyl fumarate, APR: apremilast, ADA: adalimumab, ETA: etanercept, INF: infliximab, CZP: certolizumab pegol, UST: ustekinumab, SEC: secukinumab, IXE: ixekizumab, BRO: brodalumab, RIS: risankizumab, GUS: guselkumab, 
TIL: tildrakizumab, PASI: psoriasis area severity index 
Note: Error bars “      “denotes a 95% credible interval. Difference between treatments was tested at a significant level of 0.05.

Meta-Analysis Results at Weeks 12-16

April W. Armstrong,1 Luis Puig,2 Avani Joshi,3 Martha Skup,3 Svetlana Kalabina,4 David Williams,3 Junlong Li,5  Viviana Garcia-Horton,6 Keith A. Betts,7 Matthias Augustin, 8 The 
Comparative Efficacy for Novel Treatments of Moderate to Severe Plaque Psoriasis Oral presentation and ePoster (#10006) AAD, Washington  2019. 



Wirksamkeit und Sicherheit ...

IL-17-Inhibitoren, sowie die IL-23-Inhibitoren zeigen die besten PASI 
90/100 Ansprechraten, bei einem guten Sicherheitsprofil 

Sicherheit Alle Biologika Infektionen
Reaktivierung chron. Infektion, wie TBC möglich

TNF-α-Blocker LE, demyelinisierende Erkrakungen
Psoriasis
Infusionsreaktionen
CAVE: NYHA III-IV

IL-17-Inhibitoren Candidainfektionen
CED
CAVE: Depressionen

IL-23-p19-
Inhibitoren

Keine zusätzlichen UAW

IL-12/23-Inhibitor Keine zusätzlichen UAW

Wirksamkeit



IXORA-S Efficacy outcomes comparison 
ixekizumab vs. ustekinumab week 24, NRI

Reich et al. Br J Dermatol. 2017 May 19

PASI 90



Guselkumab: Voyage 1

VOYAGE 1
Guselkumab versus Adalimumab – PASI

PASI 75
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Blauvelt, A, et al.  Am Acad Dermatol. 2017;76(3):405-417.



Etwa 90% der Patienten weisen PASI 90 auf, obwohl pharmakolog. kein Wirkstoff mehr vorhanden 
ist und 11,5% halten PASI 90 über 52 Wochen; NRI

*In Woche 28 erfolgte eine Re-Randomisierung der Responder (PASI 90-Response))
NRI: Nonresponder Imputation

Gordon K., et al. AAD 2018. Vortrag Late-Breaker 6748

VOYAGE 2: PASI 90
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VOYAGE 2 – kürzere Erkrankungsdauer führt zu einem nachhaltigen Ansprechen nach 
Absetzen von Guselkumab

Shorter disease duration
(p = 0.0048)
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Liu et al P1894 EADV 2018

Diese Gruppe hält PASI 90 in 
Woche 48 nach withdrawal



Therapiestrategie

Hit-hard-and-early 

Je früher die 
Therapie umso

besser der Verlauf!



Psoriasis kommt nicht allein



Psoriasisarthritis



Wirksamkeit auf Arthritis

ADA: Mease PJ. Arthritis Rheum. 2005 Oct;52(10):3279-89.; ETN: Mease PJ. Arthritis Rheum. 2004 Jul;50(7):2264-72.; IFX: Antoni C. Ann Rheum Dis . 2005 Aug;64(8):1150-7.; GOL: Kavanaugh A. Arthritis Rheum. 2009 
Apr;60(4):976-86.;CZP: Mease PJ. Ann Rheum Dis 2014;73:48–55.; SEC: Mease PJ. N Engl J Med 2015; 373:1329-1339.; IXE: Mease PJ. Ann Rheum Dis. 2017 Jan;76(1):79-87.; UST: McInnes IB. Lancet . 2013 Aug 
31;382(9894):780-9.; GUS: Mease PJ. Lancet. 2020 Apr 4;395(10230):1126-1136.; ABT: Mease PJ. Ann Rheum Dis. 2017 Sep;76(9):1550-1558.; APR: Kavanaugh A. Ann Rheum Dis. 2014 Jun;73(6):1020-6.; TOF: Mease PJ. N 
Engl J Med. 2017 Oct 19;377(16):1537-1550.; LFN: Kaltwasser JP. Arthritis Rheum. 2004 Jun;50(6):1939-50.
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Kein direkter Vergleich!
unterschiedliche Studien!
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Depressionen/
Angststörungen

Paradontitis
Herzkreislauf-
erkrankungen

Nicht-alkoholische 
Fettleber

Metabolische 
Erkrankungen

Nierenerkrankungen

Chronisch-entzündliche 
Darmerkrankungen

Osteoporose

Übergewicht
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Psoriasis - Begleiterkrankungen



Zusammenfassung

Die Versorgung der Psoriasis konnte in den letzten Jahren deutlich 
verbessert werden

Das ist nicht zuletzt durch den vermehrten Einsatz von modernen 
Medikamenten möglich 

Psoriasis ist mehr als eine reine Hauterkrankung
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