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Introduction

v' Psoriasis: chronic inflammatory disease of the skin

v' Localized forms have been described, including palmoplantar psoriasis (PP)
v Palmoplantar lesions: exclusively or concurrently

v High impact on quality of life, frequently prescribed systemic treatments

v Management regularly supported by biological agents

v Determination of efficacy of biologics for PP: an unsatisfied need

v' Limited evidence on the optimal treatment of localized palmoplantar lesions
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Population: Patients with PP (concomitant or not with psoriasis vulgaris).
Intervention: On-label use of biologic therapies currently approved for the treatment of psoriasis (etanercept, infliximab,

adalimumab, certolizumab,
tildrakizumab, risankizumab).

ustekinumab, secukinumab, ixekizumab, brodalumab, bimekizumab, guselkumab,

Comparison: On-label biologic therapies, small molecules, conventional systemic treatment use (licensed for plaque psoriasis),
placebo, or no treatment.

Outcomes:

- Main: 1. Proportion of participants cleared or almost cleared of psoriatic lesions, measured as an objective score of disease

severity (pplGA or hfPGA of 0/1, PPASI100, PPASIQ0).

2. Proportion of participants achieving PPASI50 and proportion of participants achieving PPASI75.
3. Proportion of participants with severe adverse events.

- Secondary: Proportion of participants with at least 50% improvement in patient’s QoL as measured by specific scales (e.g., DLQI).

Eligibility criteria and
search strategy

* Randomized controlled trials (RCTs)

n u

e Terms: “palmoplantar”, “psoriasis”, “feet”, “hands”, “soles”

e Databases: MedLine (PubMed), Scopus, CENTRAL,
clinicaltrials.gov



Data synthesis

Frequentist, fixed and random-effects NMAs (graph theory approach)

M’

R (version 4.0.6), “netmeta™ package

Risk ratios (RRs) and 95% confidence intervals (ClI)

Treatments ranked using P-scores (higher P-score, best ranking)
Global inconsistency: design-by-treatment model

Local inconsistency: node-splitting method

2 sensitivity analyses for the main outcome

(1t, excluded studies of high risk of bias; 2"d,excluded a dose of an intervention)



Included studies (Aidypappa Porc)

Records identified (n = 3333) Records removed before

from: screening:
PubMed (n = 806) Duplicate records removed (n =
CENTRAL (n = 735) I 604)

Scopus (n =1758)
Clinicaltrials.gov (n = 34)

}

Records screened (n = 2729) E—
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Reports sought for retrieval Reports not retrieved
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Records excluded
(n=2603)

o Reports excluded (n = 102):

Reports assessed for eligibility —> Lack of palm and/or sole assessment (n = 51) . . "
(n=126) Wrong design (n = 28) Grey-literature-identified

Patients with psoriatic arthritis (n = 4) record-s (”_ =7)

Overlapping population (n = 5) O.rga-nlzatlons (_n =3)

Ongoing protocols (n = 6) Citation searching (n = 1)

Study termination (n = 1) Protocols (n = 3)

Wrong outcomes (n = 4)

Wrong intervention (n = 3) I
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Risk of bias (Kivouvo¢ MepoAnwiag)

rev. Cochrane Risk of Bias assessment tool 2.0

Studies classified as being of "low", "high" risk, or

exhibiting "some concerns”
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Primary outcome: Cleared or almost cleared skin

(6iktuo TWV nNapepPacewyv ya tn KUpLa EKBaon)

Comparison: other vs '‘PLB'

Treatment (Random Effects Model) RR 95%-Cl P-score
SEC-300 ’ 22.67 [3.08;166.58] 0.96
SEC-150 ' 15.00 [2.00;112.69] 0.84
TUST 3 3.23 [2.06; 5.07] 056 |
' GUS B 3.16 [2.20; 4.53] 056 '
LBM It __ 3.13 _[2:20;_4:45] _ 0.54 |
IXE 2.88 [2.15; 3.87] 0.47
INF : 3.00 [0.35; 25.40] 0.46
ADA = 267 [1.90; 3.76] 0.34
ETA = 230 [1.64; 3.24] 0.23
SEC-150 PLB | | | | 1.00 0.02
001 0.1 1 10 100
ol )
*ixekizumab, infliximab, guselkumab, etanercept, bimekizumab, adalimumab, ustekinumab kot secukinumab. \\//



Number of Direct

Comparison Studies Evidence 12 Random Effects Model RR 95%-Cl

Direct vs. Indirect evidence .. :  ox o
Indirect estimate — e 0.88 [0.47; 1.63]

Network estimate - 0.86 [0.62; 1.18]

Direct estimate 2 0.96 42% T 0.84 [0.66; 1.08]

Indirect estimate 0.96 [0.28; 3.25]

Network estimate <= 0.85 [0.66; 1.08]

Direct estimate 3 0.66 76% L 2.71 [1.78; 4.12]

Indirect estimate —aa 2.61 [1.46; 4.67]

Network estimate = 2.67 [1.90; 3.76]

Direct estimate 2 0.60 0% L 3.08 [1.96; 4.85]

. - . Indirect estimate — s 3.20 [1.83;5.59]
v No significant differences observed [reworesimae = 313 220,449
Direct estimate 1 0.97 —‘I— 0.98 [0.70; 1.35]

Indirect estimate <|> 0.80 [0.14; 4.56]

Network estimate 0.97 [0.70; 1.34]

Direct estimate 2 0.96 67% - 0.82 [0.63; 1.06]

Indirect estimate 0.41 [0.11; 1.50]

Network estimate <= 0.80 [0.62; 1.03]

Direct estimate 2 0.75 0% . 2.08 [1.40; 3.07]

Indirect estimate —+—— 3.14 [1.60; 6.18]

Network estimate = 2.30 [1.64; 3.24]

Direct estimate 2 0.75 80% —m. 3.15 [2.07; 4.78]

Indirect estimate — = 3.20 [1.56; 6.55]

Network estimate = 3.16 [2.20; 4.53]

Direct estimate 1 0.39 — = 3.44 [1.68; 7.05]

Indirect estimate — s 3.10 [1.73; 5.53]

Network estimate I : I<>I 3.23 [2.06; 5.07]

0.2 05 1 2 5



Sensitivity analysis: excluding “high” risk of bias RCTs

Comparison: other vs 'PLB'

Treatment (Random Effects Model) RR 95%-Cl| P-score
SEC-300 = 22.67 [3.09;166.46] 0.97
SEC-150 ’ 15.00 [2.00;112.61] 0.84
' IXE ] 3.17 [2.24; 4.49] 0.56
\UST ! 3.17 [2.03; 4.97] 0.5,
GUS Tt . 3.08__[2.15; 4.43] _ 0.54,
BIM L 3.07 [2.16; 4.37] 0.52
ADA L 2.60 [1.84; 3.66] 0.30
ETA L_J 2.20 [1.40; 3.46] 0.22
PLB | | | | 1.00 0.00
0.01 0.1 1 10 100



Sensitivity analysis: excluding SEC-150

Comparison: other vs 'PLB'

Treatment (Random Effects Model) RR 95%-Cl| P-score
SEC-300 = 22.67 [3.08;166.58] 0.97
| UST - 3.23 [2.06; 5.07] 0.63]
' GUS L] 3.16 [2.20; 4.53] 0.62:
BM | mo G 3.13_ _[220; 4.45] _ 0.60
IXE 2.88 [2.15; 3.87] 0.52
INF ; 3.00 [0.35; 25.40] 0.50
ADA . 2.67 [1.90; 3.76] 0.38
ETA - 230 [1.64; 3.24] 0.26
PLB | | | | 1.00 0.02
0.01 0.1 1 10 100




PPASI/5

Comparison: other vs 'PLB'
Treatment (Random Effects Model) RR 95%-CIl P-score

IXE 2.60 [2.12;: 3.19] 0.83

NE_ T ------4.00]0.52;30.76]__0.78:

ETA — 212 [1.69; 2.67] 0.56

SEC-150 —— 1.88 [0.98; 3.64] 0.54

SEC-300 —— 1.24 [0.60; 2.56] 0.21

PLB | | | | 1.00 0.08
SEC-150 0.1 05 1 2 10



Conclusions

v' Greater comparative efficacy of on-label doses of secukinumab on clearing or almost clearing the palmoplantar skin

v ADA, BIM, GUS, IXE, and UST were more effective than PLB in clearing the skin

v' PPASI50 and PPASI75 responses: IXE and INF are ranked best

v' Secukinumab: most effective biologic in clearing the skin but not first for attenuation disease severity

v In NMAs investigating outcomes PPASI50 and PPASI75 the RCT that contributed data for secukinumab enrolled
patients with pustular PP

v’ Varying efficacy of the agent between hyperkeratotic and pustular PP could justify these findings
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