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Secukinumab 1681 L 7 >h 18
Apremilast 248 | 4 7 >h 4 s
Brodalumab 1287 L7 >h 1 s
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Treatments* with “first line label$”

Treatments* with “first line label®”

PSORIASIS VULGARIS
If treatment success cannot be expected with

‘conventional systemic agents’, choose from the

following as suitable (consider local
reimbursement situation)

Deucravacitinib (TYK 2}

Conventional systemic agents
Guselkumab (anti IL 23)

Acitretin

Inadequate
Ciclosporin response,
contra- Risankizumab (anti IL 23)
indicated or
Fumarates not
tolerated

Tildrakizumab (anti IL 23)

Treatments* with “second line label®”

Conventional systemtic agents
Phosphodiesterase 4 inhibitors
Tyrosinkinase 2 inhibitors
Tumour necrosis factor inhibitors

Anti interleukin 12/23 p40
Anti interleukin 17
Anti interleukin 23

* alphabetical order
% Label as approved therapeutic indication
by the European Medical Agency

S Suriatieg, G
GUIDELINES .
DEVELOPMENT Forum d-EBM

EUROGUIDERM GUIDELINE FOR THE SYSTEMIC
TREATMENT OF PSORIASIS VULGARIS

September 2023, revised version March 2024 *

A Mast, Pl Spuls, C Dressler, Z Bata-Csérgd, | Bogdanav, H Boanen,

EMGI De Jong, | Garcia-Doval, P Gisondi, D Kaur-Knudsen, 5 Mahil,

T Mélkénen, JT Maul, S Mburu, L Mercieca, U Mrawietz, A Pennitz,

E Remenyik, D Rigopoulos, PG Sator, M Schmitt-Egenolf, M Sikora, K Strémer,
O Sundnes, | Vader, G Van Der Kraaij, N Yawalkar, C Zeyen, C Smith,
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We suggest using fumarates in psoriasis patients with
multiple sclerosis.

‘We recommend against using TNFi therapy in psoriasis
patients with a diagnosis of multiple sclerosis or other
demyelinating disease.

In psoriasis patients with a first-degree relative with multiple
sclerosis or other demyelinating disease, we suggest against
the use of TNFi therapy if other suitable treatment options
are available.

Ydueto personal-financial conflict of interest 3 abstentions
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STRONG CONSENSUS?

100 % Agraement
EXPERT CONSENSUS
4 ~

AN B

We recommend ensuring an accurate assessment of renal function in
any psoriasis patient with known or suspected chronic kidney disease
prior to therapy.

‘We recommend working in collaboration with the nephrologist when
prescribing systemic therapy in any psoriasis patient with chronic kidney
disease of stage 3 (eGFR <60 mL/min/1.73 m?) or more.

We suggest acitretin®, apremilast, fumarates*, methotrexate* may be
used in psoriasis patients with mild to moderate renal impairment
(eGFR 230 mL/min/1.73m?).

*(carefull dosing/dose adjustment may be needed)

We suggest using biologics in psoriasis patients with chronic kidney
disease and all stages of renal impairment.

We recommend against using ciclosporin, fumarates, or methotrexate in
psoriasis patients with chronic kidney disease and severe renal
impairment (eGFR <30 mL/min/1.73m?).

STRONG CONSENSUS!

100% Agresmen.

EXPERT CONSENSUS

Ldueto personal-financial conflict of interest 3 abstentions

EUROPEAN

EUROGUIDERM GUIDELINE FOR THE CENTRE FOR
TREATMENT OF PSORIASIS GUIDELINES /

Dermatology

VULGARIS. SYSTEMIC TREATMENT DEVELOPMENT
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In case of inadequate response to topical therapies,

phototherapy, (narrow band UVB) and/or acitretin we

suggest using MTX in psoriasis patients with a previous

history of cancer.* 0

(*for patients with history of non-melanoma skin cancer,
see background text)

We suggest apremilast can be used in psoriasis patients
with a previous history of cancer despite the lack of long
term experience based on pathophysiological N
considerations on a case-by-case basis including
discussion with cancer specialist

We suggested against using ciclosporin in psoriasis
patients with a previous history of cancer.

We suggest TNFi, ustekinumab can be used based on
existing safety data on a case-by-case basis including
discussion with cancer specialist.

We suggest anti-IL17, anti IL23 can be used in psoriasis N
patients with a previous history of cancer despite the lack
of long term experience based on pathophysiological
considerations on a case-hy-case basis including
discussion with a cancer specialist.




Key Summary Points

Why carry out this study?

There is no clear consensus on the order of
preference for biologics in psoriasis.

Appropriate selection of the next
therapeutic agent following
discontinuation of a drug due to
ineffectiveness or adverse events is
particularly challenging.

We examined drug survival of the
subsequent biologics selected for patients
with psoriasis who had discontinued TNF
inhibitors to determine which drugs were
more likely to be continued.

What was learned from the study?

Among patients who discontinued TNF
inhibitors due to inadequate efficacy,
female sex was a predictor of drug
discontinuation and taking interleukin-17
inhibitors rather than TNF inhibitors was
a predictor of drug continuation.

Interleukin-17 inhibitors may be a
favorable option for patients who
discontinue TNF inhibitors due to
inadequate efficacy and need to switch to
other agents.

Dermatol Ther {Heidelb) (2023) 13:1347-1360

: s Check for
hups:#/doi.org/10.1007/513555-023-00932-0 updates

ORIGINAL RESEARCH

Drug Survival of Tumor Necrosis Factor-Alpha
Inhibitors and Switched Subsequent Biologic Agents
in Patients with Psoriasis: A Retrospective Study

Megumi Kishimoto - Mayumi Komine - Koji Kamiya

Junichi Sugai - Aya Kuwahara - Makiko Mieno () - Mamitaro Ohtsuki




Abstract

Background Biologics are the cornerstone of treatment of patients with moderate-to-severe plaque psoriasis and
switches between biologics are frequently needed to maintain clinical improvement over time.

Objectives The main purpose of this study was to describe precisely switches between biologics and how their pattern
changed over time with the recent availability of new biologic agents.

Methods We included patients receiving a first biologic agent in the Psobioteq multicenter cohort of adults with
moderate-to-severe psoriasis receiving systemic treatment. We described switches between biologics with chrono-
grams, Sankey and Sunburst diagrams, assessed cumulative incidence of first switch by competing risks survival analy-
sis and reasons for switching. We assessed the factors associated with the type of switch (intra-class — i.e. within the
same therapeutic class - vs. inter-class) in patients switching from a TNF-alpha inhibitor using multivariate logistic
regression.

Results A total of 2153 patients was included. The cumulative incidence of switches from first biologic was 34% at
3 years. Adalimumab and ustekinumab were the most prescribed biologic agents as first and second lines of treatment.
The main reason for switching was loss of efficacy (72%), followed by adverse events (11%). Patients receiving a TNF-
alpha inhibitor before 2016 mostly switched to ustekinumab, whereas those switching in 2016 or after mostly switched
to an IL-17 inhibitor. Patients switching from a first-line TNF-alpha inhibitor before 2016 were more likely to switch to
another TNF-alpha inhibitor compared with patients switching since 2018. Patients switching from etanercept were more
likely to receive another TNF-alpha inhibitor rather than another therapeutic class of bDMARD compared with patients
switching from adalimumab.

Conclusion This study described the switching patterns of biologic treatments and showed how they changed over
time, due to the availability of the new biologic agents primarily IL-17 inhibitors.

Received: 22 February 2022; Accepted: 18 May 2022

DOl 10.1111/jdv. 18408 JEADV

ORIGINAL ARTICLE

Switches between biologics in patients with moderate-to-
severe psoriasis: results from the French cohort
PSOBIOTEQ

R. Curmin, ™™ {7 8. Guillo,”™ ¥. De Rycke,” H. Bachelez, *** M. Beylot-Barry,® (1) N. Beneton,”

O. Chosidow,® (%) A. Dupuy.? P. Joly.'® (%) D. Jullien," (%) M.A. Richard,'® () M. Viguier, "

E. Shidian,? () C. Paul," E. Mahé,'* (%) F. Tubach,2* the PSOBIOTEQ Study Group

'Sorenna Unvarsid, INSERM, Insdt Plerra Louss o Epidémissagie ot de Santé Puolaus, Paris, Franca

EINSERM, Institut Pierre Louis o Epidémiologie ef de Santé Publique, AP-HP, Hopital Piié Saipétriz-e, Départerment de Senté
Pussiqus, Gantrs de Pharm mislogis (Gephisnd, Sorbonns Uriversit, Pars, Franca

*Dermatologie, AP-HP Hopital Saint Louis, Peris, France

*Soronne Paris Cité Universitaire Paris Diderot, Paris, France

UM INSERM 1168, Insttut Imagine, Paris, France

“Dermatoiogie CHU Bordeaus: & INSEFM U 1053, Bordeaux Universty, Boraeaux, France

"Derrnatoiogie, CH La Mans, La Mans, Franca

FDemmataingic, AP-HP, Hepitau: -, Département de Dematologie, UPEC, INSERM, Cenme d Investigatien
Ginique 1430, A 7378 EpiderrE, Uriversité Paris-Est Crétel, UPEC, Crétel, Frarce

“Dermatoiogie, CHU Pontchallou, Rernes, France

“Dermatologie. GHU Reuen, Reuen. France

"Dermataloge, Hospices Chits de Lyon, Hapital £. Hamiot, Unhiersité Lyon-1, Lyan, France

“Darmatologie. EA 3278: CERSS - Haalth Service Research and Qualty of Lfe Center, Timene Hosotal, Assistance Publique
e e Marseile, Ai-Marssie University, Marselle, Francs

“ermataloga-Wénéréclogie, Hapital Fobert Detre, Reims, France:

“Dermatologs, CHU and Toulouse University, Toulouss, France

"Dermatologs, Hopitsl Victor Dupouy, Argerteu, Franzs

G F, Tugach. E-mail: forence i

JEADV 2022, 36, 2101-2112
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~17 Inhibitor : brodalumab, ixekizumab, secukinumab W IL-17 inhibitor : brodalumab, ixekizumab, secukinumab
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psoriasis treated with biologics in the United States

Miller School of Medicine, FL, USA.

RESEARCH ARTICLE @ OPEN ACCESS | ) Gheck for upciates

Real-world switching patterns and associated characteristics in patients with

April W. Armstrong® (&, Manish Patel®, Chao Li® Vishvas Garg®, Monika Rao Mandava® and Jashin J. Wu® (®

University of Southern California, Los Angeles, CA, USA; PAbbVie Inc, North Chicago, IL, USA; “Department of Dermatology, University of Miami

ABSTRACT

Background: Switching therapies is common for patients with psoriasis.

Objective: To quantify real-world switching rates and characteristics among patients initiating biologics
over 24 months.

Methods: Patients aged =18years with =2 confirmed psoriasis diagnoses who initiated a new biologic
were identified from a US-payer claims database (Merative® MarketScan®) Switching rates were reported
over 24 months using Kaplan—-Meier survival analysis, and multivariable Cox regression analyses were
performed to identify associated patient characteristics.

Results: A total of 7997 patients were included, with overall treatment switch rates at 14.4% at
12months and 26.0% at 24 months. IL-23 inhibitors were associated with the lowest risk of switching
compared with TNF, IL-17, and 1L-12/23 inhibitors over 24 months (p<0.0001). Switch rates varied
between specific biologics, with the lowest switch rates observed for patients treated with risankizumab
at 8.5% followed by guselkumab at 15.7% over 24 months. Prior targeted immune modulator use,
age, and female gender were predictors of switching (adjusted hazard ratio; 1.23, 1.31, and 1.40,
respectively; p <0.0005).

Limitations: Claims data may be subject to data errors and reasons for switching cannot be determined.
Conclusion: Switching was common in psoriasis patients using biologics over 24 months, with the
lowest risk of switching observed with IL-23 inhibitors.
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Real-world switching patterns and associated characteristics in patients with =
P " . " . . o
psoriasis treated with biologics in the United States §
40%
%
April W. Armstrong® (3, Manish Patel", Chao Li®, Vishvas Garg", Monika Rao Mandava® and Jashin J. Wut (& & 30%
=]
“University of Southern California, Los Angeles, CA, USA; *AbbYie Inc, North Chicago, IL, USA; Department of Dermatology, University of Miami Z 0%
Miller School of Medicine, FL, USA.
10% P-Value: < 0.00001
0%
0 2 4 6 8 10 12 14 16 18 20 22 24

Number at Risk
Risankizumab 1389 1386 1379 1360 1174 1013 848 688 563 458 374 310 260

Gusekumab 1400 1390 1375 1349 1186 1016 857 759 671 590 513 445 380
(A) o IL-23 inhibltors ixekzumab 884 878 862 843 715 609 501 421 357 322 285 254 232
s o o Ustekinuman 970 956 938 920 818 713 615 552 491 449 417 365 324
s © TNF inhibitors Secukinumab 961 943 927 902 789 700 588 524 467 424 389 342 296
s Adalmumab 2110 2083 1987 1886 1639 1409 1189 1068 952 857 776 690 604
E 0 2 4 6 8 10 12 14 16 18 20 22 24
£ "
8 10 12months 24months
% 0% Specific biologic Non-switch rate Switch rate Non-switch rate Switch rate P value
25 o 95% CI (95% CI)
e Risankizumab 95.5% 91.5%
10% P-Value: < 0.00001 4.5% 8.5% Ref
(94.3%, 96.7%) (89.4%. 93.7%)
0%
Guselkumab 91.8% 84.3%
0 2 4 6 8 10 '12 14 16 18 20 22 24 <} 8.2% 15.7% <0.0001
Time (90.3%, 93.3%) (81.9,86.8)
i Ustekinumab 86.7% 75.5%
Bumbseab Risk 13.3% 245% <0.0001
IL-23inhibtors 2886 2871 2848 2802 2434 2090 1755 1493 1271 1080 912 779 659 (84.5%, 89.0%) (72.3,78.8)
IL1223inhibior 970 956 938 920 818 713 615 552 491 449 417 365 324 Ixekizumab 88.9% 13.1% 74.9% 251% <0.0001
IL-17 inhibitors 1855 1830 1798 1752 1510 1315 1095 949 826 748 675 597 529 (84.6%, 89.3%) (71.3%, 78.7%)
TNF inhbiors 2286 2256 2153 2033 1763 1510 1271 1137 1009 905 820 731 641 Secukinumeh 85.3% 147% 60.8% 30.4% <0.0001
0 2 a4 6 8 10 12 14 16 18 20 22 24 (82.9%, 87.7%) (66.2%, 73.3%)
Adalimumab 75.2% 61.1%
24.8% 38.9% <0.0001
12 months 24 months (73.3%. 77.1%) (58.7%. 63.7%)
Biologic class Non-switch rate Switch rate Non-switch rate Switch rate P value
(95% Cl) (95% CI)
IL-23 inhibitors 93.6% 87.3%
6.4% 12.7% ref
(92.7%, 94.6%) (85.7%, 89.0%)
IL-12/23 inhibitor 86.7% 75.5%
13.3% 24.5% <0.0001
(84.5%, 89.0%) (72.3%, 78.8%)
IL-17 inhibitors 86.0% 71.7%
14.0% 28.3% <0.0001
(84.3%, 87.7%) (69.2%, 74.4%)
TNF inhibitors 75.2% 60.9%
24.8% 39.1% <0.0001
(73.3%, 77.0%) (58.6%, 63.3%)




Reallife intraclass switch among L7 inhibitors in psoriasis: results from a single
centre, 104week, retrospective study

Bimek Ixek Secuk b Reveived: 27 June 2024 | Revised: 3 Noverber 2024 | Accepled: S December 2024
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Abstract

Introduction Patients with psoriasis who have failed multiple biologic drugs have been
defined as “multi-failure,” although there are no clear data on the characteristics,
comorbidities, and best treatment strategies for this population. Nowadays, given the next
generation and the number of biologics available, patients are considered multi-failure
when >4 biologics fail to achieve a good response.

Methods Demographic characteristics and efficacy of anti-interleukin drugs in multi-failure
patients were compared to a cohort of general psoriatic patients treated with IL-23 or IL-17
inhibitors.

Results In total 97 multi-failure patients (>4 lines of biologics) were compared with 1,057
patients in the general cohort. The current drugs in the multi-failure group were
risankizumab (34), ixekizumab (23), guselkumab (21), brodalumab (7), tildrakizumab (5),
ustekinumab (4), secukinumab (2), and certolizumab pegol (1). A significant difference was
found in the multi-failure cohort for age of psoriasis onset (mean 29.7 vs. 35.1, P < 0.001),
concurrent psoriatic arthritis (45.4 vs. 26.9%, P < 0.001), diabetes mellitus (30.9 vs.
10.9%, P < 0.001), and cardiovascular comorbidity (54.6 vs. 39.8%, P = 0.005). In multi-
failure patients, current biological therapy showed a good initial response (PASI 90 and
100 of 41.24 and 27.84%, respectively, at 16 weeks); the response tended to decline after
40 weeks. Anti-IL-17 agents showed clinical superiority over IL-23 agents in terms of
achieving PASI90 at 28 weeks (P < 0.001) and 40 weeks (P = 0.007), after which they
reached a plateau. In contrast, IL-23 agents showed a slower but progressive improvement
that was maintained for up to 52 weeks. A similar trend was also seen for PASI100

(28 weeks P = 0.032; 40 weeks P = 0.121).

Conclusions The multi-failure patient is characterized by many comorbidities and
longstanding inflammatory disease that frequently precedes the introduction of systemic
biologic therapy. Further studies are needed to identify more specific criteria that could be
applied as a guideline by clinicians.
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Multifailure population Control group P-value
Sex (M) N% 57 58.8 689 65.2 0.205
Mean age 55.2 (12.2 SD) 54.7 (15.6 SD) 0.705
Mean BMI 28.1 (5.6 SD) 27.1 (5.8 SD) 0.088
Mean age of onset of 29.7 (12.5 SD) 35.1 (17.6 SD) <0.001

psoriasis

Concurrent PsA N'% 44 45.4 284 26.9 <0.001
Difficult sites Ni% 7 73.2 813 76.8 0.408
Smoking habits N'% 57 58.8 7 67.8 0.088
CV comorbidities N% 53 54.6 421 39.8 0.005
Diabetes mellitus N'% 30 30.9 115 10.9 <0.001
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