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« Plaque psoriasis (PsQO) is a chronic, relapsing, inflammatory immune-mediated skin disease * The matched cohort consisted of 786 patients after 77 GUS patients (out of 863) were « After matching on eligibility criteria and adjusting for imbalances in baseline
consisting of raised, red, silver, or scaly skin patches.! Patients with PsO experience disability, removed to align with eligibility criteria of the UltiMMa-1 and 2 trials (Figure 1). characteristics across the trials, the mean difference in percentage
soclal stigmatization, and diminished psychological and physical well-being that is detrimental to o Most reported eligibility criteria were the same (or similar) between the trials except for Improvement from baseline in PASI scores between GUS and RIS decreased
their quality of life.? Long-term management of PsO is critical for improving quality of life and the permittance of prior biologics exposures. over time (Table 3).
decreasing costs for patients and healthcare systems.3 « Of the 786 patients in the matched cohort, the effective sample size (Neff) for the primary o The confidence intervals were large compared to the estimated difference at

» Biologics can be used to treat moderate-to-severe PsO and two new interleukin-23 inhibitors, analysis (adjusted cohort) was reduced to 487 patients after adjusting for all available all timepoints, and effect sizes were generally small across all analyses.
guselkumab (GUS) and risankizumab (RIS) have demonstrated superior efficacy over other patient characteristics (Eigure 1). o Results were also consistent in sensitivity analyses where the clinically
biologics in previous clinical trials. Figure 1 Patient population flowchart for the pooled GUS trials relevant characteristics were removed one-by-one from the model, starting
o GUS has demonstrated superiority over adalimumab and secukinumab in long-term skin (VOYAGE 1 + ECLIPSE) with the least important, or lowest ranked characteristics.

efficacy, as measured by the Psoriasis Area and Severity Index (PASI) scores.*% Table 3 Mean difference in percent change from baseline in PASI

o RIS has shown greater long-term efficacy over adalimumab, secukinumab and ustekinumab.?-° Randomized Received GUS Matched cohort Adjusted cohort through 40 weeks

OBJECTIVE

(N = 1885) (N = 863) (N = 786) (Neff = 487)

Week

Matched cohort 5.18 1.22 2.05 2.74 1.52 0.44
= : —— : . - i s ot (95% ClI) (2.57t07.8) (-0.86t03.31) (0.07t04.04) (0.49t04.98) (-0.68t03.73) (-1.810 2.68)
. In the absence of head-to-head clinical trials, an indirect treatment comparison (ITC) was Baseline characteristics were well balanced across all clinically relevant characteristics Adiusted cohort 2o |15 L 81 > 89 1 39 029
conducted to evaluate the comparative efficacy of GUS versus RIS in patients with moderate-to- between the RIS and adjusted GUS cohort (Table 2). (CEXS)M (1.58106.91) (-0.94103.23) (-0.14103.77) (0.68t05.1) (-0.81103.6) (-1.93t02.57)
severe PsO. Table 2 Baseline characteristics of the pooled GUS trials before and ABbrevistons: Ol confidence miowal, PASI Psoriasis Area Severity Index
after adjustment to the pooled RIS trial
ro— CONCLUSIONS
* Aninitial feasibility assessment concluded that an unanchored matching-adjusted indirect RG] . Although GUS demonstrated numerically better/greater changes in PASI
comparison (MAIC)*® was the most appropriate approach to compare GUS to RIS (Table 1). 598 786 487 compared to RIS at all time points in both the matched and the adjusted cohort,
o The data sources were the individual patient-level data from the VOYAGE 14 & ECLIPSES® Age (years), mean (SD) BEEREEUEEY 44.9 (13.3) 48.3 (13.4) the treatment differences are small and potentia”y C|inica||y irrelevant
. - 30.3 30.0 30.3 |
trials for GUS and the summary-level data from the UltIMMa-1 and UltIMMa-2 trials for RIS Baseline BMI (kg/m2), mean o The results of this analvsis are also in line with the maioritv of the indirect
qi q . 29.9 (6.9) 29.7 (6.8) 29.9 (6.9) y JOrity
reported in Gordon et a (2018). | s o . comparisons by HTA bodies globally.
o Despite differences in placebo response between UltlMMa-1 (RIS) and GUS trials, UltIMMa-1 65.8 87.9 65.8 « A major strength of the current analysis is using a continuous outcome
was included in the analysis since population adjustment was expected to minimize bias to 28.3 8.1 28.3 measure, change from baseline in PASI scores, which allows for decreased
' Race — Black or African g : . . . .
acceptable level and decrease variance. American, % 0 1.2 0 loss of information relative to the usual practice of using responder definitions.
o Unanchored MAIC was chosen due to the lack of a common comparator across the GUS and 5.9 2.8 5.9 o The magnitude of uncertainty relative to the magnitude of point estimates
qle 10 15.8 23.7 15.8 . . . .
RIS trials. o 34 9 19 34 2 suggests a low signal to noise ratio which may be exacerbated by
Table 1 Summary of Feasibility Assessment (GUS vs. RIS) Baseline PASI, mean (SD) JRRPANX(A4 20.8 (8.4) 20.6 (7.7) dichotomization and lead to misleading results.
SSANCANMUCENIE)]  26.2 (15.4) 25.33 (14.7) 26.2 (15.4) : — oy -
Fbrevatons: S, body s ;654 ) e e G, vesitors Gl Asessmnt g dogam, PAS|, ori . ToI conclude, the I;]/IAIC analysis adjusting for .trlal differences and key clinically
Comparator trials UItiMMa-1 UltiMMa-2 UltiMMa-1  UltiMMa-2 S o - ' relevant patient characteristics demonstrat.ed. o |
Assessment criteria o - © o @ Trials are similar with respectfo this o Both GUS and RIS offer comparable efficacy in improvement in PASI score.
Eligibility criteria ® ® ® o criterion. |  The average percent change from baseline in PASI were similar for GUS in both the o The differences in efficacy between the two therapies are not likely to be
. L. Trials are moderately different, but . . . - . .
Reported baseline summary statistics ® ® ® ® differences can likely be corrected by matched and the adjusted cohort across all timepoints. Furthermore, GUS and RIS were clinically meaningful.

Balanced baseline summary statistics population adjustment.

associated with comparable percentage change from baseline in PASI score in both cohorts

. () Trials are very different, but differences
hares e pome (o - e e . : it (Eigure 2). ACKNOWLEDGEMENTS
Shared time points (blinded study period) o O - o @ Trcls aro very cifferent n ways th | | | .
Shared time points (unblinded study period) - - - ® population adjustment is unlikely to Flgure 2 Percentage Change from base“ne In PASI| score through 40 Weeks ThlS Study was Sponsored by Janssen’ Inc.
Common comparator (blinded study period) @ o © ® overcome.
Placebo response ® Not applicable Matcl_"ued Cohort Adjusﬁted Cohort
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* As the first step of MAIC, eligibility criteria were matched between the cohorts. GUS patients
were removed from the IPD Iif they did not meet eligibility criteria of the RIS trials.

* Next, the matched GUS patients were re-weighted on clinically relevant characteristics to
align with characteristic values reported for the pooled RIS trials.

o In collaboration with two external clinical experts, characteristics reported across all trials were
rank ordered based on their likely impact on treatment response.

o The characteristics identifled were age, sex, baseline body mass index (BMlI), race, baseline
psoriatic arthritis (PsA) status, proportion of severe IGA/sPGA patients, previous biologics use,
baseline PASI score and body surface area (BSA) involvement.

« The percentage change from baseline in the PASI score was used as the outcome of analysis
and treatment effect was measured by the mean difference. Results are reported alongside 95%

confidence intervals. _ ontrol _
: : : C 7. Gordon KB, Strober B, Lebwohl M, et al. Efficacy and safety of risankizumab in moderate-to-severe plague
O Change from baseline in PASI results for the RIS trials were dlgltlzed from Supplementary psoriasis (UltIMMa-1 and UltIMMa-2): results from two double-blind, randomised, placebo-controlled and
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o Data from week 4, 8, 12, 16, 28 and 40 were analyzed using a weighted linear regression moderate-to-severe plaque psoriasis (IMMerge): results from a phase I, randomized, open-label, efficacy—
model. Last observation carrier forward (LOCF) was used to impute missing standard errors in GBS assessor-blinded clinical trial. British Journal of Dermatology. 2021; 184: 50-59. |
week 28 and 40 of RIS data NEEUIPAIGEIN 555 (53.4, 57.5) 80.5(78.8,82.1) 87.0(85.3,88.6) 90.0(87.9,92.0) 93.0(91.0,95.0) 94.0 (91.9, 96.0) 9. Reich K, Ryan C, Crowley JJ, et al. Long-Term Efficacy and Safety of Switching From Adalimumab to

Risankizumab: Results From the Open-Label Extension LIMMitless. 28th European Academy of Dermatology and
Venereology Congress, 2019.
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Adjusted 59.7 (57.8,61.6) 81.6(80.2,83.0) 88.8(87.6,90.0) 92.8(91.9,93.8) 94.4(93.4,95.3) 94.3(93.2, 95.4) indirect comparisons in submissions to NICE. 2016.

ce .. C. Guselkumab
o Sensitivity analyses were conducted where the clinically relevant characteristics were removed

one-by-one from the model, starting with the least important, or lowest ranked characteristics.




