EUROPEAN :
EUROGUIDERM GUIDELINE FOR THE | GCENTRE FOR &> European Cc}mmrﬁ
TREATMENT OF PSORIASIS GUIDELINES < Dermatology d°EBM
VULGARIS. SYSTEMIC TREATMENT DEVELOPMENT Forum .

VIll. Methods Section

For the detailed description of the guideline development process, please see guideline report.

This report is available alongside the guideline document on the EDF website:

https://www.edf.one/de/home/Guidelines/EDF-EuroGuiDerm.html. Details on the Update

2021 can be found below.

In short, the guideline development group is comprised of 23 dermatology experts from 14

countries, two patient representatives nominated by IFPA and the EuroGuiDerm
methodologists. Twenty-eight percent declared personal-financial conflicts of interests (no
vote/count). The guideline draft texts and recommendations were developed by the experts in
working groups, reviewed, discussed and amended where appropriate by the entire group. All
texts and recommendations were voted on with a minimal agreement of >50%. A structured

consensus techniques was used during all three online consensus conferences.

Wording as suggested by the GRADE Working Group to standardize the wording of all

recommendations was used *, see below.

Wording of recommendations >*

Strength Wording Symbols Implications
Strong ‘We recommend . . We believe that all or almost all informed people

recommendation for
the use of an
intervention

’

Weak
recommendation for
the use of an
intervention

‘We suggest ...

would make that choice. Clinicians will have to
spend less time on the process of decision-making,
and may devote that time to overcome barriers to
implementation and adherence. In most clinical
situations, the recommendation may be adopted as
a policy.

We believe that most informed people would make
that choice, but a substantial number would not.
Clinicians and health care providers will need to
devote more time on the process of shared decision-
making. Policy makers will have to involve many
stakeholders and policy making requires substantial
debate.

No
recommendation
with

respect to an
intervention

‘We cannot make a
recommendation
with respectto...

0

At the moment, a recommendation in favour or
against an intervention cannot be made due to
certain reasons (e.g. no reliable evidence data
available, conflicting outcomes, etc.)
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Weak ‘We suggest against
recommendation !

against the use of an

intervention

We believe that most informed people would make
a choice against that intervention, but a substantial
number would not.

Strong ‘We recommend We believe that all or almost all informed people
recommendation against ... would make a choice against that intervention. This

against the use of an
intervention

recommendation can be adopted as a policy in most
clinical situations.

The recommendations are presented throughout this guideline as displayed below: first the
content, then the arrows and colours indicating the direction and the strength of the
recommendations, respectively and lastly the rate of expert agreement (consensus strength).

Evidence-based recommendations are indicated as such.

Strong consensus?!

We recommend to do tuberculosis screening according to .

local regulations.

Expert consensus

Y due to personal-financial conflict of interest x abstentions

The tables ‘instruction for use’ and ‘lab controls’ have also been voted on —these are consensus-

based. The rate of expert agreement is displayed too.

An internal & external review was conducted. Dissemination, implementation and monitoring
plans were developed as well as a joint Q&A section for patients. For more details, see Methods

& Evidence report.
Update 2021

In April 2021, an update of the Cochrane review has been published °. Shortly thereafter, an
online survey was conducting asking the guideline development group if any updates to the

guideline are needed. The group agreed that all chapters were still up to date.

At the same time, the EuroGuiDerm Team updated the three systematic reviews supporting the
chapters on psoriatic arthritis, heart disease and diabetes. Author groups were provided with a

summary of the results (details on the methods and results can be found online).
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In August 2021, bimekizumab has been licensed for the treatment of psoriasis vulgaris,
consequently all authors reviewed their chapters. The following sections changed and were

voted on:

e Brodalumab: section on IBD updated,

e New chapter on bimekizumab,

e PsA: guselkumab was added,

e |BD: bimekizumab was added, recommendation updated,

e Neurology: new data on ixekizumab was added,

e Heart disease: bimekizumab added in line with other IL 17 inhibitors
e  Wish for child: bimekizumab added

e Vaccinations: bimekizumab added

e Bimekizumab was added to the algorithm as well as the decision grid.

The above mentioned changes were presented to the GDG in an online survey. All experts were
asked to vote (agree / disagree/comment). Alternative suggestions could be entered as a reply
option. Voting was not anonymous but experts could not see how others had voted. Only the
EuroGuiDerm Team had access to the results. All authors could participate but the votes of those

with personal financial conflicts of interest did not count.

For the first update in 2021, the group comprised of 25 dermatologist and two patient
representatives from 17 European countries. Five experts declared personal-financial conflicts
of interest, see below. Alexander Nast, the guideline coordinator, does not have any personal-

financial conflicts of interests.

Title First name Last name Personal- financial conflicts of interest

Prof. = Zsuzsanna Bata-Csorgd none

Prof. lvan Bogdanov none

Dr. Hugo Boonen I'm member of the BPWG (Belgian Psoriasis Working Group) - Most
companies ask our advice concerning reimbursement.

Prof. Elke MGJ de Jong none

Dr. Ignacio Garcia-Doval = Reports payment from Novartis and UCB for presentations unrelated to
psoriasis ( on meta-analysis and critical reading); personal payment

Prof. Paolo Gisondi none

Dr. Diljit Kaur- none

Knudsen
Dr. Satveer Mahil none
Dr. Tarja Malkénen Tarja Malkdnen has received honoraria from Abbvie, Eli Lilly, Janssen —Cilag,

Novartis, and Pfizer for consulting and/or speaking.
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Dr. Julia- Maul none
Tatjana
Sicily Mburu none
Dr. Liam Mercieca none
Prof. Ulrich Mrowietz not declared
Prof.  Alexander Nast (AN) none
Prof. Kristian Reich Has left the group
Prof. Eva Remenyik advisory member of Janssen
Prof.  Dimitris Rigopolous none
Dr. Kirsten Rgnholt none
Marthine Stausholm
Dr. Paul- Sator none
Gunther
Prof. Marcus Schmitt- none
Egenolf
Dr. Mariusz Sikora none
Prof. Catherine Smith none
Prof. Phyllis 1. Spuls none
Dr. Olav Sundnes none
David Trigos none
Gayle van der none
Kraaij
Prof. Nikhil Yawalkar N Yawalkar reports personal fees from Abvive, personal fees from Almirall,
personal fees from Amgen, grants and personal fees from Celgene, personal
fees from Lilly, personal fees from Galderma, personal fees from Janssen,
personal fees from Leo, personal fees from Novartis, personal fees from MSD,
personal fees from Pfizer, personal fees from UCB, outside the submitted
work;
Dr. Klaus Stromer none

The EuroGuiDerm Living Psoriasis Guideline was updated and we disseminated this through

various channels including social media and newsletters.
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Excerpt from the abstract of the Cochrane Review ‘Systemic pharmacological treatments for
chronic plaque psoriasis: a network meta-analysis (Review) ‘ by Emilie Sbidian and
colleagues, April 2021.

“[...] Network meta-analysis at class level showed that all of the interventions (conventional
systemic agents, small molecules, and biological treatments) were significantly more effective
than placebo in terms of reaching PASI 90.

At class level, in terms of reaching PASI 90, the biologic treatments anti-IL17, anti-1L12/23, anti-
IL23, and anti-TNF alpha were significantly more effective than the small molecules and the
conventional systemic agents.

At drug level, infliximab, ixekizumab, secukinumab, brodalumab, risankizumab and guselkumab,
were significantly more effective in reaching PASI 90 than ustekinumab and three anti-TNF alpha
agents: adalimumab, certolizumab and etanercept. Ustekinumab and adalimumab were
significantly more effective in reaching PASI 90 than etanercept; ustekinumab was more
effective than certolizumab, and the clinical effectiveness of ustekinumab and adalimumab was
similar. There was no significant difference between tofacitinib or apremilast and three non-
biological drugs: fumaric acid esters (FAEs), ciclosporin and methotrexate.

Network meta-analysis also showed that infliximab, ixekizumab, risankizumab, bimekizumab,
secukinumab, guselkumab, and brodalumab outperformed other drugs when compared to
placebo in reaching PASI 90. The clinical effectiveness for these seven drugs was similar:
infliximab (versus placebo): risk ratio (RR) 50.29 , 95% confidence interval (Cl) 20.96 to 120.67 ,
Surface Under the Cumulative Ranking (SUCRA) = 93.6 high-certainty evidence; ixekizumab
(versus placebo): RR 32.48, 95% Cl 27.13 to 38.87, SUCRA = 90.5, high-certainty; risankizumab
(versus placebo): RR 28.76 , 95% Cl 23.96 to 34.54, SUCRA = 84.6 , high-certainty evidence;
bimekizumab (versus placebo): RR 58.64, 95% Cl 3.72 to 923.86, SUCRA = 83.5, low-certainty
evidence; secukinumab (versus placebo): RR 25.79, 95% Cl 21.61 to 30.78 , SUCRA = 76.2; high-
certainty evidence; guselkumab (versus placebo): RR 25.52, 95% Cl 21.24 to 30.64 ; SUCRA = 75;
high-certainty evidence; and brodalumab (versus placebo): RR 23.55, 95% Cl| 19.48 to 28.48,
SUCRA = 68.4; moderate-certainty evidence.

evidence;; ; and. Conservative interpretation is warranted for the results for bimekizumab (as
well as tyrosine kinase 2 inhibitor, acitretin, ciclosporin, fumaric acid esters, and methotrexate),
as these drugs, in the NMA, have been evaluated in few trials.

We found no significant difference between any of the interventions and the placebo for the
risk of SAEs. Nevertheless, the SAE analyses were based on a very low number of events with
low to moderate certainty for all comparisons. Thus, the results have to be viewed with caution
and we cannot be sure of the ranking.

For other efficacy outcomes (PASI 75 and Physician Global Assessment (PGA) 0/1) the results
were very similar to the results for PASI 90. [...]” page 6, Sbidian et al. 2021 °
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Linking evidence to recommendations

We recommend to take efficacy and safety (see Cochrane Review and drug chapters), time until onset of treatment response, comorbidities (see decision grids, section Guidance for specific
clinical and comorbid situations), and individual patient factors into account when choosing a systemic treatment for moderate or severe psoriasis.

In addition, national regulations and reimbursement circumstances need to be taken into consideration and treatment algorithms should be developed on a national level.
We recommend the initiation of systemic treatment in patients with moderate to severe psoriasis* (as defined in each country, see also section “Defining disease severity”).
For most patients who require systemic treatment, we recommend the initiation of ‘conventional’ systemic agents as first line treatment.

In case of severe disease, where a sufficient treatment success cannot be expected with the use of a conventional treatment, the initiation of a biologic with a first line label* is suggested as a
first line treatment.

* “First line label” refers to the therapeutic indication as approved by the European Medical Agency.
We recommend the initiation of a biologic if conventional systemic agents were inadequate in response, are contraindicated or not tolerated.

We suggest to use apremilast if an oral treatment is desired and “conventional” systemic agents were inadequate in response or if they are contraindicated or not tolerated.

League table below: Short term (8-24 weeks), RR and 95% Cl; RRs larger than 1 for the lower triangle and smaller than 1 for the upper triangle favour the treatment on the left. Certainty of
evidence high (highlighted in green), moderate (in blue), low (in yellow) and very low (in red). Source: Sbidian et al. 2021

Copyright © 2021 The Cochrane Collaboration.
Cochrane Review ‘Systemic pharmacological treatments for chronic plaque psoriasis: a network meta-analysis (Review) ‘ by Emilie Shidian and colleagues, April 2021, Figure 7 ©.
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Serious adverse events
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All treatment options were found to be efficacious when compared to placebo.

Recommendations were drafted along the line of drug licensing, taking practical aspect of reimbursement into account. National societies may develop different recommendations reflecting the national
reimbursement situation.

Following the label, for most patients a ‘conventional’ is considered as the first treatment option. Taking into consideration the higher efficacy of approved European Medical Agency (EMA) first label biologics, a
“first line use” of biologics is considered in patients with severe psoriasis.

For the selection of a treatment among the ‘conventionals’, first line biologics and biologics / small molecules in general, many different factors need to be taken into account (see also “specific treatment
circumstances”) and no clear hierarchy has been decided upon by the guideline group.
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Sensitivity analyses - Interval plot. Network meta-analysis results for primary outcomes (PASI 90 and serious adverse events, left and right forest plot respectively) for all the interventions
depending on the doses: approved dosages versus other dosages Outcomes were measured at the induction phase (assessment from 8 to 24 weeks after randomisation). MTX_AMMY/Other:
methotrexate > 15 mg per week/ < 15 mg per week; CICLO_AMM/Other: ciclosporin > 3 mg/kg/day/<3 mg/kg/day; ACI_AMM/Other: acitretin > 35 mg per day/<35 mg per day; FUM: fumaric acid
esters all dosages; APRE_AMMY/Other: apremilast 30 mg twice daily/other dosages; TOFA_AMM/Other: tofacitinib 20 mg per day/Other dosages; ETA_AMM/Other: etanercept 50 mg twice a
week/Other dosage; IFX_AMM/Other: infliximab 5 mg/kg week 0, 2, 4 every 6 weeks/Other dosages; ADA_AMM/Other: adalimumab 80 mg Week 0, 40 mg Week 1 then 40 mg every other
week/Other dosages; CERTO_AMM/Other: certolizumab 400 mg at week 0,2,4 then 400 mg every other week or other dosages/Other dosages; USK 45/90: ustekinumab 45/90 mg;
SECU_AMMY/Other: secukinumab 300 mg at week 0, 1, 2, 3, and 4 then every 4 weeks or other dosages/other dosages; IXE_AMM/Other: ixekizumab 160 mg at Week then 80 mg every other
weeks until week 12 then 80 mg monthly or other dosages; TILDRA_AMM/Other: tildrakizumab 100 mg at week 0 and 4 then every 12 weeks/Other dosages; GUSEL 100: guselkumab 100 mg per
injection; BRODA_AMMY/Other: brodalumab 210 mg at week 0, 1, 2 then every other weeks/other dosages; RISAN_AMMY/Other: risankizumab, S/C, 150 mg (two 75 mg injections) at Week 0,
Week 4 and every 12 weeks thereafter/other dosages; TYK2 (Oral Tyrosine kinase 2 inhibitor), MIRI (mirikizumab) and BIME (bimekizumab) (S/C) were grouped in one dosage whatever the

RR 95%(:3

o
|

i

Heterogeneity variance =0

dosages. Cl: confidence interval; PASI: Psoriasis Area and Severity Index; RR: risk ratio; AMM: 'approved dosage'
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Relative effects of the class-level intervention as estimated from the network meta-analysis model
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Outcomes were all measured at the induction phase (assessment from 8 to 24 weeks after
randomisation). Drugs are reported in order of primary benefit ranking. Each cell contains the risk ratio
(RR) (for dichotomous outcomes: PASI 90, serious adverse events, PASI 75, PGA 0/1, adverse events)
or the standardised mean difference (SMD) (for the quality-of-life outcome), plus the 95% confidence
interval, of the class level in the respective column versus the class level in the respective row. RRs
larger than 1 for the lower triangle and smaller than 1 (or SMDs smaller than zero) for the upper
triangle favour the treatment on the left. Significant results are highlighted in grey. AE: adverse
events; PASI: Psoriasis Area and Severity Index; PGA: Physician's Global Assessment; QoL: quality of
life; SAE: serious adverse events; SAE without worsening of psoriasis correspond to SAE after exclusion
of flares of psoriasis; AlL12/23: anti-IL12/23; AIL17: anti-IL17; AIL23: anti-IL23, ATA: anti-TNF alpha;
CSA: non-biological conventional systemic agents; PBO: placebo; SM: small molecules
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