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Drug(s): GUS | MOA: IL-23 | Disease state:PsO |  Study name: GUIDE | Phase: llib |  Studytype:RCT | N(s): 880

Pharmacokinetics of GUS in SRes and long-term PsO disease control: Insights
from the Phase 3b GUIDE trial

Aim
« To analyse the relationship of serum GUS concentration with dosing interval (8w and g16w) and clinical outcomes in GUIDE to further assess
the potential of disease modification with GUS treatment

GUIDE study design
Methods

. GUS serum Part 1 — Identification of SRes Part 2=~ Randomised treatment Part 3 — Withdrawal in SRes*
! (N=880) (q8w.vs. q16w) in SRes (N=297) (N=273)
concentrations were Group 2a GUS 100 mg q8w
. Group 1 (at W28, W36, W44, W52 and W60) Group 3a withdrawal of GUS
measured using an

GUS 100 mg 9 -
. N Eligible patients W0, W4—-q8w SRe (PASI=0 at = ‘
Immunoassay, In blood (=40% with disease W20 and W28) Group 2b GUS 100 mg q16w 2
duration s2 years) (at W36 and W52) = Group 3b withdrawal of GUS R
samples collected : : >

. [ PASI >5 at any visit | I [ PASI >5 at any visit |
before dosing at Weeks | [ pasizsatwes ]
20 28 36 and 68 Retreatment arm (Group 2d) Retreatment arm (Group 3c)
’ ’ . GUS 100 mg at retreatment W0, W8 and W16 GUS 100 mg at retreatment W0, W8 and W16
« All p-values are nominal Non-SRe (PASI >0 Group 2¢ GUS 100 mg q&w
at W20 and/or W28) (at W28, W36, W44, W52 and W60)
/—
Week 0 4 12 20 28 36 44 52 60 68 80 92 104 116 128 140 220
Group 2a GUS q8w ¢ % * t 1 1 1 1t 1+ |
Group 2b GUS g16w * + T * * 1t - -
s GUS ti int Primary endpoint W68:
erum ime points
in this analysis PASI <3 (98w vs. q16w)
SRes @ @ @« *
Non-SRes * *

*Patients entering Part 3 from the q8w and q16w arms of Part 2 received their last guselkumab dose at W60 and W52, respectively. Unlike Part 1, the retreatment phase in Part 3 did not include an induction scheme - the retreatment dosing interval was q8w.

GUS, guselkumab; IL-23, interleukin-23; MOA, mode of action; PASI, Psoriasis Area and Severity Index; MOA, mode of action; PsO, psoriasis; q8w, every 8 weeks; q16w, every 16 weeks; R, randomisation; RCT, randomised controlled trial; SRe, super
responder; W, Week.

Eyerich K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P61980.
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Drug(s): GUS | MOA: IL-23 | Disease state:PsO |  Study name: GUIDE | Phase: llib |  Studytype:RCT | N(s): 880

Patient characteristics at baseline (including those with available serum data)

Patient characteristics at baseline Key result
» Baseline characteristics were similar

AT T o Patients with GUS serum data at Week 20 between all e_nm”ec_l patients and
Characteristic enr(?\l=e88g)a ients Overall Non-SRe subgroups with available serum
(n=821) (n=523) GUS data
Mean age, years (SD) 42.5 (14.7) 42.2 (14.5) 39.4 (14.1) 43.7 (14.4)
0 + SRe and non-SRe baseline
Sex, n (%) . . .
characteristics are consistent with

Male / female 620 (70.5) / 260 (29.5) 584 (71.1)/ 237 (28.9) 203 (68.1)/95 (31.9) 381 (72.8)/ 142 (27.2) those previously published for all
Mean BMI, kg/m? (SD) 28.3 (6.0) 28.3 (6.1) 27.0 (5.2) 29.0 (6.4) enrolled (SRe and non-SRe)
Mean weight, kg (SD) 88.0 (21.1) 88.0 (21.2) 83.5 (18.6) 90.6 (22.1) patients; SRes had a shorter mean
Mean duration of duration of PsO and were less likely

12.5(13.8) 12.5(13.8) 9.9 (12.4) 14.0 (14.4) to have received prior biologic

psoriasis, years (SD)
therapy than non-SRes

Mean PASI (SD) 19.1(7.9) 19.1 (7.9) 18.8 (7.6) 19.2 (8.1)
Mean DLQI (SD) 19.0 (5.3) 19.1 (5.1) 18.9 (5.0) 19.2 (5.2)
Er(i%bio'ogic ISy 123 (14.0) 117 (14.3) 21 (7.0) 96 (18.4)

BMI, body mass index; DLQI, Dermatology Life Quality Index; GUS, guselkumab; IL-23, interleukin-23; MOA, mode of action; PASI, Psoriasis Area and Severity Index; PsO, psoriasis; RCT, randomised controlled trial; SD, standard deviation;

SRe, super responder; W, week.
Eyerich K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P61980.
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Drug(s): GUS

Super responders had significantly higher serum GUS concentrations than
non-super responders early during treatment

Mean serum GUS concentration at Week 20
and Week 28 by SRe status
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24

2.0

1.6

1.2

0.8

0.4

Mean serum guselkumab concentration
(Mg/mL [SD])

0.0

Median
IQR

| MOA: IL-23 | Disease state:PsO |  Study name: GUIDE | Phase: llib |  Studytype:RCT | N(s): 880

B SRes
® Non-SRes
n=298 n=523 n=298 n=503
Week 20 Week 28
14 1.2 14 1.2
0.9-2.2 0.7-1.8 0.9-2.1 0.7-1.8

*Using the Wilcoxon rank sum test with continuity correction; th=821.

BMI, body mass index; GUS, guselkumab; IL-23, interleukin-23; IQR, interquartile range; MOA, mode of action; PASI,
Psoriasis Area and Severity Index; PsO, psoriasis; R2,coefficient of determination; RCT, randomised controlled trial;
SD, standard deviation; SRe, super responder; W, week.

Eyerich K, et al. Presented at AAD, Orlando, FL, US, 7—11 March 2025. P61980.
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Regression analysis of patient characteristics against serum GUS

concentration at Week 20t

Proportion of variation in GUS concentration

Characteristic accounted for at Week 20, R? (%)

Baseline BMI 14.9

Baseline PASI 0.8

Prior biologic therapy 0.7

Baseline age 0.4

Sex 0.3

Duration of psoriasis 0.1
Key result

Factors previously investigated for their impact on achieving
SRe status were evaluated in a regression model to determine
their effect on serum GUS concentration

BMI was the most impactful factor affecting serum GUS

concentration, accounting for 14.9% of the variation in
concentration at W20

| Immunology



Drug(s): GUS | MOA: IL-23 | Disease state:PsO |  Study name: GUIDE | Phase: llib |  Studytype:RCT | N(s): 880

Despite five-fold lower serum GUS concentration, super responders dosed g16w
achieved PASI <3 at a similar rate to q8w super responders-at Week 68

Key result Proportion of patients achieving PASI <3 or PASI=0 at Week 68
+ Although SRes dosed q16w had a five-fold lower mean serum 0=1.0t <0.051
GUS concentration at Week 68 than SRes dosed q8w (0.3 vs. — ="
1.6 ug/mL), a similar proportion: Q 128 | | m GUS q8w (n=144)
* Achieved PASI <3 at Week 68 (92.4% vs. 93.1%) & 60 W GUS q16w (n=145)
* Remained treatment-free through Week 104 S 40
* High PASI =0 response rates were observed for both q8w- and § 28

q16w-dosed SRes at W68; however, g8w-dosed SRes had
higher response rates (81.3% vs 69.7%)

Mean serum GUS concentration in
SRes by dosing regimen

PASI <3 at W68 PASI=0 at W68

Treatment-free duration after GUS withdrawal

100 Cox regression
o q8w vs. q16w: p=0.833
20 - p=0.645* | > Censored
1.7 80 o q8w
— 1.6 1.6 1.6 °
o2 . 2 ‘
BE 15 - p<0.001* = 601 2
o2 1.6 <0.001* 2 = N
=2 p=<v. % <
5510 P=0.99%" 5 407 g
o= -~ GUS g8w o <
2 = - GUS q16w 20 1 5
3 805 <
= c —9
o 0 T T T T T T T T T T T T 1
o 0.4 0.3 0 56 112 168 224 280 336 392 448 504 560 616 672 728
0.0 T T T T T T T (WO) (W8) (W16) (W24) (W32) (W40) (W48) (W56) (W64) (W72) (W80) (W88) (W96)(W104)
20 28 3§ 44 52 60 68 Patients at risk, n Days (Week) since last GUS injection
o Time (weeks) g8w 136 136 135 125 95 72 55 42 31 24 19 17 14 9
Injections % * : * : * qléw 135 135 135 125 107 76 58 42 33 24 19 16 14 13
n= 147 145 143 133 *Using the Wilcoxon rank sum test with continuity correction; TUsing the Fisher's exact test.
n= 146 149 142 133 GUS, guselkumab; IL-23, interleukin-23; MOA, mode of action; PASI, Psoriasis Area and Severity Index; PsO, psoriasis; q8w, every 8
weeks; q16w, every 16 weeks; RCT, randomised controlled trial; SD, standard deviation; SRE, super responder; W, week.
. . e Eyerich K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P61980.
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Drug(s): GUS | MOA: IL-23 Disease state: PsO |  Study name: GUIDE Phase: llib |  Studytype:RCT | N(s): 880

Conclusions

@ SRes had slightly higher serum GUS concentrations early in the treatment course (Week 20 and Week 28) vs. non-
SRes. Regression analysis found that BMI affected serum GUS concentration

@ SRes who received GUS q16w had five-fold lower serum GUS concentrations than q8w-dosed SRes at Week 68

« With both dosing regimens, high rates of complete skin clearance were achieved, with approximately three out of
four SRes achieving PASI=0 at Week 68. The rate of complete skin clearance was higher in q8w-dosed vs.
g16w-dosed SRes

» PASI <3 response rates at Week 68 and subsequent treatment-free durations were similar between dosing groups

Super response was associated with higher serum GUS concentration early during treatment, after which an extended
@ dosing interval effectively controlled disease activity, despite a five-fold lower serum GUS concentration. While higher

serum GUS concentration corresponded to greater efficacy early in the treatment course, serum GUS concentration did

not affect maintenance of disease control after Week 28, suggesting potential disease-modifying effects of GUS in SRes

BMI, body mass index; GUS, guselkumab; IL-23, interleukin-23; MOA, mode of action; PASI, Psoriasis Area and Severity Index; PsO, psoriasis; q8w, every 8 weeks; q16w, every 16 weeks; RCT, randomised controlled trial; SRe, super responder.
Eyerich K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P61980.
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Drug(s): GUS | MOA: IL-23 | Disease state:PsO |  Study name: GUIDE | Phase: llib |  Studytype:RCT | N(s): 880

GUIDE Phase 3b trial results: Early intervention with GUS resuits in higher rates
of fingernail psoriasis clearance and maintenance of nail response following
treatment withdrawal

Background
* Nail PsO, a distinct manifestation of PsO that is difficult to treat, can have a substantial impact on a patient’s appearance and QoL. It is considered a
predictor of disease progression and PsA development. PsO management guidelines consider nail PsO as an upgrade criterion for defining PsO severity

Aim

* To evaluate the impact of SRe status _
and disease duration (SDD: <2 years; GUIDE study design

LDD: >2 years) on fingernail PsO

among patients treated with GUS (up Part 1 — Ide(:lr:lti:fiscsagi)on of SRes (I;gc\t/ \2/5_ (}?fgvc\i:ir:ig(;iet:e&tinzegr;t) Part 3 — W(iwggg)al in SRes*
tO Week 68) and on maintenance Of Group 2a GUS 100 mg gq8w
. H . Group 1 (at W28, W36, W44, W52 and W60) Group 3a withdrawal of GUS R
fingernail response following treatment GUS 100 mg ‘ o N
. Eligible patients W0, W4—q8w SRe (PASI=0 at A ‘
withdrawal for >1 year (Week " 6) (=40% with disease ero(and wz:) ]Jj Group 2b GUS 100 mg q16w 2
duration <2 years) (at W36 and W52) = Group 3b withdrawal of GUS R
Methods [ PASI >5 aI any visit | I [ PASI >5 at any visit |
I PASI >3 at W68 |
¢ Observed NAPPA-CLI NT OUtcorn.eS Retreatment arm (Group 2d) ‘ Retreatment arm (Group 3c)
were reported in the ITT pOpUIat|On GUS 100 mg at retreatment W0, W8 and W16 GUS 100 mg at retreatment W0, W8 and W16
(hands only) BT AT
a and/or a X X B an >
o _ — 7//—+
NAPPA C!_IN assesses the least and S 8 12 20 28 % 4 52 0 68 80 92 104 116 128 140 . 220
the qurst involved nail of both hgnds, Group2b GUS 16w + + : * * N cll S
providing a score from 0 (no nail PsO) BASH <5 (aBw ve. al6w)
to 16 (severe) _ NAPPACLINtme o 1 T 1+ P
* All p-values are nominal points in this analysis:

*Patients who worsened to PASI >5 after Week 68 received guselkumab q8w dosing at retreatment Weeks 0, 8 and 16; TA shortened version of the Nail Psoriasis Severity Index that evaluates only four digits.

GUS, guselkumab; IL-23, interleukin-23; ITT, intent-to-treat; LDD, long disease duration; MOA, mode of action; NAPPA-CLIN, Nail Assessment In Psoriasis And Psoriatic Arthritis—Clinical; PASI, Psoriasis Area and Severity Index; PsA, psoriatic arthritis; PsO,
psoriasis; q8w, every 8 weeks; q16w, every 16 weeks; QoL, quality of life; R, randomisation; RCT, randomised controlled trial; SDD, short disease duration; SRe, super responder; W, Week.

Schakel K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P62281.
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Drug(s): GUS | MOA: IL-23 | Disease state:PsO |  Study name: GUIDE | Phase: llib |  Studytype:RCT | N(s): 880

Fingernail psoriasis affected approximately half of all patients in the GUIDE study
at baseline and was more prevalent in patients with long vs. short disease duration

Key result
*  While a lower proportion of patients with SDD than with LDD had fingernail psoriasis (35.0% [125/357] vs 56.8% [297/523]), the mean
NAPPA-CLIN score was similar among those affected (5.5 vs 5.7, respectively)

Patient characteristics at baseline Fingernail involvement at baseline by patient group

. e patients ® Without fingernail psoriasis ® With fingernail psoriasis Mean NAPPA-CLIN (SD)
Characteristic Without fingernail With fingernail Total 9 P 9 P in affected patients
psoriasis (n=458) psoriasis (n=422) (N=880) Total (N=880) 5.6 (3.3)
Mean age, years (SD) 41.1 (15.5) 44.0 (13.7) 42.5 (14.7) SDD (n=357) 550 350 S
. . 5.5(3.3
Sex, n (%) LDD (n=523) o
Male / female 277 (60.5)/ 181 (39.5) | 343 (81.3)/79(18.7) | 620 (70.5)/ 260 (29.5) 57(33)
Mean BMI, kg/m? (SD) 27.8 (6.1)° 28.9 (6.0) 28.3 (6.0)1 SRes (n=303) 5.4 (3.4)
Duration of psoriasis Non-SRes (n=577) 5.8 (3.2)
Mean, years (SD) 10.1 (12.9) 15.1 (14.2) 12.5 (13.8)
<2 years (SDD), n (%) 232 (50.7) 125 (29.6) 357 (40.6) SDD-SRes (n=156) 69.2 30.8 5.3 (3.5)
>2 years (LDD), n (%) 226 (49.3) 297 (70.4) 523 (59.4)
LDD-SRes (n=147) 50.3 49.7 5.5 (3.4)
Mean PASI (SD) 18.3 (7.6) 20.0 (8.2) 19.1 (7.9) ; . . . . .
Mean DLQI (SD) 18.7 (5.4) 19.3 (5.1) 19.0 (5.3) 0% 20% 40% 60% 80% 100%
Prior biologic therapy, n (%) 58 (12.7) 65 (15.4) 123 (14.0) Patients (%)

*n=457; 1n=879.

BMI, body mass index; DLQI, Dermatology Life Quality Index; GUS, guselkumab; IL-23, interleukin-23; LDD, long disease duration; MOA, mode of action; NAPPA-CLIN, Nail Assessment In Psoriasis And Psoriatic Arthritis—Clinical; PASI, Psoriasis Area and
Severity Index; PsO, psoriasis; RCT, randomised controlled trial; SD, standard deviation; SDD, short disease duration; SRe, super responder.

Schakel K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P62281.
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Drug(s): GUS | MOA: IL-23 | Disease state:PsO |  Study name: GUIDE | Phase: llib |  Studytype:RCT | N(s): 880

Super responders had a higher rate of complete clearance of fingernail psoriasis,
VS. non-super responders, through 68 weeks of GUS treatment

Key result: SRes achieved a higher rate of complete fingernail clearance and a lower

mean NAPPA-CLIN score than non-SRs at Week 68

Fingernail psoriasis through Week 68 by SRe status among patients with

fingernail psoriasis at baseline

Mean NAPPA-CLIN scores among patients with

fingernail psoriasis at baseline
GUS g8w-treated patients*

ek Score vs. basel
Proportion of patients with NAPPA-CLIN=0 o1 core vs. baseline
—e—SRes  —e—Non-SRes 0 5.7 (n=337) -
100 . o 28 2.5 (n=335) p<0.001
p<0.001* p<0.001 p‘gfg“ 52 1.8 (n=318) p<0.001
< 801 55.8 64.3 s 68 1.7 (n=316) p<0.001
= 60 —e- n
5 40 —e— S
5 20 45.6 48.7 Fingernail response >1 year after
o .
0 withdrawal
Baseline 28 52 68 Among 74 SRes who remained treatment-free for >1 year
Mean NAPPA-CLIN score Week after GUS withdrawal, 21 had fingernail psoriasis
> 8- at baseline
5 5 158
<o p<0.001t
o G4 {54 p<0.001* p=0.010t 42.9%
< 3 2.6 57.1%
i 2.0 1.7 NAPPA
[ 2 -1 —— =
S —o NAPPA- (ol
o) —p, 9
L, 15 0 11 CLIN=0
Baseline 28 Week 52 68
SResn= 121 120 115 113
Non-SRes n= 301 277 261 261

*Two-sided two-group normal approximation Wald Z-test (SRes vs. non-SRs); TTwo-sided non-adjusted two-group t-test (SRes vs. non-SRes); #Paired t-test without adjustments for covariates (each visit week vs. baseline).
GUS, guselkumab; IL-23, interleukin-23; MOA, mode of action; NAPPA-CLIN, Nail Assessment In Psoriasis And Psoriatic Arthritis—Clinical; PsO, psoriasis; q8w, every 8 weeks; RCT, randomised controlled trial; SRe, super responder.

Schakel K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P62281.
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Drug(s): GUS | MOA: IL-23 | Disease state:PsO |  Study name: GUIDE | Phase: llib |  Studytype:RCT | N(s): 880

Short disease duration is associated with a higher rate of complete fingernail
clearance in super responders

Fingernail psoriasis through Week 68 in SRes by disease duration Mean NAPPA-CLIN scores among patients with

among patients with fingernail psoriasis at baseline fingernail psoriasis at baseline

GUS q8w-treated SRes

Proportion of patients with NAPPA-CLIN=0 Week DD SDD vs. Total
—e—SDD SRes —e—LDDSRes  p=0.004* p=0.017* LDD' otd
100 - p=0.150" 79.5 773 0 5.4 (n=26) 5.3 (n=33) - 5.4 (n=59)
= 80 - 63.8 e 28 1.6 (n=25) 2.0 (n=33)  p=0.587 1.8 (n=58)
= 50 ' 52 0.5(n=23) 1.5(n=33)  p=0.034 1.1 (n=56)
2 T —e g 68 0.6 (n=23) 1.7(n=31)  p=0.043 1.2 (n=54)
g 40 - 54.9 56.5
(U ’ = =
o 28 7 Fingernail response at Week 116 by
Baseline 08 5 63 disease duration
Week >1 year after withdrawal (Week 116), SDD SRes had a
higher rate of complete fingernail clearance (72.7% vs
Mean NAPPA-CLIN score
> 7 40.0%) and a lower mean NAPPA-CLIN score (0.7 vs 3.6)
8 6 compared with LDD SRes
ac'_ 0 2 p=0.399" p=0.008" p=0.048" SDD SRes (n=11) LDD SRes (n=10)
285 13
227 16 05 by’ 27.3% 60.0%
S —e o NAPPA- e
= 1.3 —— — CLIN >0 gﬁ':r‘;
’ ’ ' ) >
Baseline 28 Week 52 68
SDD SResn= 48 47 44 44
LDD SRes n= 73 73 71 69

*Two-sided two-group normal approximation Wald Z-test (SDD SRes vs. LDD SRes); TTwo-sided non-adjusted two-group t-test (SRe vs. non-SRe groups).

GUS, guselkumab; IL-23, interleukin-23; LDD, long disease duration; MOA, mode of action; NAPPA-CLIN, Nail Assessment In Psoriasis And Psoriatic Arthritis—Clinical; PsO, psoriasis; q8w, every 8 weeks; RCT, randomised controlled trial;
SDD, short disease duration; SRe, super responder.
Schakel K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P62281.
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Drug(s): GUS | MOA: IL-23 Disease state: PsO |  Study name: GUIDE Phase: llib |  Studytype:RCT | N(s): 880

Conclusions

The proportion of patients with nail PsO, but not the severity of nail involvement, was lower among those with short vs.
long disease duration. Of note, patients with fingernail PsO were able to attain SRe status

At Week 68, mean NAPPA-CLIN score was substantially reduced from baseline in all patient groups, with >50% of
patients achieving complete fingernail clearance. SRes achieved better fingernail improvements (mean NAPPA-CLIN)
with higher rates of complete fingernail clearance through Week 68 vs. non-SRes

SDD was associated with a higher rate of complete fingernail clearance in SRes both during GUS treatment and after
withdrawal vs. those with LDD

Previous findings highlighted the impact of early intervention for disease modification in PsO with GUS. In line, a greater
effect of treatment on fingernail PsO in SRes with SDD was observed, emphasising the benefits of early intervention with
GUS in patients with nail involvement. Nail PsO is a recognised indicator of disease progression and a predictor of PsA
development. Achievement of complete fingernail clearance may reflect mitigating risk for PsA

Currently, there are hints for protective effects of IL-23 inhibition on progression to PsA, which are being further
investigated for GUS in the PAMPA study. Consistent with previous GUIDE data showing earlier immunological
normalisation and better skin efficacy in patients with SDD, our data on nail psoriasis reiterate the importance of timely
GUS treatment to increase chances of modifying the course of disease

OBNORONORO

GUS, guselkumab; IL-23, interleukin-23; LDD, long disease duration; MOA, mode of action; NAPPA-CLIN, Nail Assessment In Psoriasis And Psoriatic Arthritis—Clinical; PsA, psoriatic arthritis; PsO, psoriasis; RCT, randomised control trial; SDD, short disease
duration; SRe, super responder.
Schakel K, et al. Presented at AAD, Orlando, FL, US, 7-11 March 2025. P62281.
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