Pharmacokinetics of Guselkumab in Super
Responders and Long-Term Psoriasis Disease
Control: Insights From the Phase 3b GUIDE Trial
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Key lakeaways

Previous GUIDE data showed non-inferiority of guselkumab

6 q16w vs q8w dosing in SRes for maintenance of disease control at W68.°
In this GUIDE analysis of serum guselkumab concentration, we further
iInvestigated the relationship between dosing interval, clinical outcomes,
and the potential for disease modification with guselkumab
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Q the treatment course (W20 and W28) vs non-SRes. Regression analysis
found that BMI, but not other patient characteristics known to influence
SRe status” (i.e., disease duration and prior biologic use), affected serum
guselkumab concentration

Background

e GUIDE is a Phase 3b, randomized, double-blind trial investigating the potential of disease modification with guselkumab in patients with moderate-to-severe plaque psoriasis*’

e Our previous biomarker findings demonstrated a sustained effect of guselkumab on inflammatory processes underlying psoriasis, which allowed for disease control with an extended
(every 16 weeks [q16w]) dosing interval in super responder (SRe) patients (defined as those with Psoriasis Area and Severity Index [PASI]|=0? at Week (W)20 and W28 with guselkumab
treatment),’” and may account for the long-term maintenance of response observed following withdrawal of treatment for >1 year®

Objective

e In this analysis, we analyze the relationship of serum guselkumab concentration with dosing interval (every 8 weeks [q8w] and gq16w) and clinical outcomes in GUIDE to further
assess the potential of disease modification with guselkumab treatment

Methods

e InPart1of GUIDE (WO-W28), 880 patients were enrolled to receive guselkumab 100 mg at WO, W4, W12, and W20 (Figure 1)
e InPart2 (W28-WG68), SRes were randomized to receive either guselkumab 100 mg q8w (five injections) or g16w (two injections)

e InPart 3 (W68-W220), SRes with PASI <3 at W68 were withdrawn from guselkumab (N=273)". Patients who worsened to PASI >5 after W68 received guselkumab g8w dosing at
retreatment WO, W8, and W16°

e In this analysis, we report guselkumab serum concentration, measured using an immunoassay, in blood samples collected before dosing at W20, W28, W36, and WG8. All P values are
nominal

Subsequently, SRes who received guselkumab q16w had five-fold lower
serum guselkumab concentrations than g8w-dosed SRes at W68

v With both dosing regimens, high rates of complete skin clearance were
achieved, with ~3 out of 4 SRes achieving PASI=0 at W68. The rate of
complete skin clearance was higher in g8w- vs qléw-dosed SRes

v Nevertheless, PASI <3 response rates at W63 and subsequent
treatment-free duration were similar between dosing groups. These
findings suggest that following achievement of super response, the
subsequent dosing interval may be less critical for maintenance of

disease control, indicating a reduced need for treatment

In summary, super response was associated with higher serum
guselkumab concentration early during treatment, after which an

Figure 1. GUIDE study design
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°PASI evaluates the extent and severity of psoriasis and provides a score from O (no psoriasis) to 72 (severe). "Patients entering Part 3 from the 8w and q16w arms of Part 2 received their last guselkumab dose at W60 and W52, respectively. °Unlike in Part 1, the retreatment phase in Part 3 does not include an induction
scheme, i.e., the retreatment dosing interval was g8w. GUS=guselkumab, PASI=Psoriasis Area and Severity Index, g8w=every 8 weeks, q16w=every 16 weeks, R=randomization, SRe=super responder, W=week.

Results

Patient characteristics at baseline (including those with available serum data) Despite five-fold lower serum guselkumab concentration, SRes dosed q16w achieved PASI <3 at a similar rate to g8w
SRes at W68

Patient disposition

e Serum guselkumab data were available for 821/880 (93.3%) patients at W20, of whom 298 (36.3%) were SRes and 523 (63.7%) were non-SRes (Table 1) Serum guselkumab concentration and clinical response
o Baseline characteristics were similar between all enrolled patients® and subgroups with available serum guselkumab data e Although SRes dosed 16w had a five-fold lower mean serum guselkumab concentration at W68 than SRes dosed q8w (0.3 vs 1.6 pg/mL; Figure 3),
e SRe and non-SRe baseline characteristics are consistent with those previously published for all enrolled (SRe and non-SRe) patients?; SRes had a shorter mean a similar proportion:
duration of psoriasis and were less likely to have received prior biologic therapy than non-SRes — Achieved PASI <3 at W68 (92.4% vs 93.1%; Figure 4)
Table 1. Patient characteristics at baseline - Remained treatment free through W164 (Figure 5)

e High PASI=0 response rates were observed for both q8w- and qléw-dosed SRes at W68; however, q8w-dosed SRes had higher response rates
. Patients with guselkumab serum data at W20 (81.3% vs 69.7%; Figure 4)
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n=821 N=523 (W68: 0.3 vs 0.2 pg/mL; P<0.05 [using the Wilcoxon rank sum test with continuity correction]; data not shown)
Mean age, years (SD) 42.5 (14.7) 42.2 (14.5) 394 (141) 43.7 (14.4)
Sex, n (%) Figure 3. Mean serum guselkumab concentration in SRes by dosing regimen
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e Higher mean serum guselkumab concentration was observed in SRes vs non-SRes (1.6 vs 1.4 pg/mL) at both W20 and W28 (Figure 2)

‘Using the Wilcoxon rank sum test with continuity correction. g8w=every 8 weeks, qléw=every 16 weeks, SRe=super responder.

Figure 2. Mean serum guselkumab concentration at W20 and W28 by SRe status
Figure 4. Proportion of patients achieving PASI <3 or PASI=0 at W68
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‘Using the Fisher's exact test. PASI=Psoriasis Area and Severity Index, q8w=every 8 weeks, q16w=every 16 weeks, W=week.

“Using the Wilcoxon rank sum test with continuity correction. IQR=interquartile range, SD=standard deviation, SRe=super responder, W=week.

Figure 5. Treatment-free duration after guselkumab withdrawal
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Charactenstic accounted for at W20, R? (%) % o e
Baseline BMI 14.9 0 =
Baseline PASI 0.8 0 56 12 168 224 280 336 392 448 504 560 616 672 728
Prior biologic therapy 07 (WO) (W8) (Wie) (W24) (W32) (w40) (W48) (Wbs6) (We4) (W72) (wW80) (w88) (W96) (W104)
Baseline age 04 Patients at risk. n Days (week) since last guselkumab injection
Sex 0.3
: . qléw 135 135 135 125 107 76 58 42 33 24 19 16 14 13
Duration of psoriasis 0.1
BMI=Body Mass Index, PASI=Psoriasis Area and Severity Index, R?>=coefficient of determination, W=week. q8w=every 8 weeks, q16w=every 16 weeks, W=week.
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