Pharmacokinetics and Exposure-Response Relationships of Subcutaneous Guselkumab
Maintenance in Participants with Moderately to Severely Active Ulcerative Colitis
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BaCkground MEthOdS Clinical and endoscopic outcome definitions E-R Efflcacy trends SuggESt that some partICIpantS
¢ Guselkumab (GUS), a dual-acting IL-23p19 subunit inhibitor, is approved for ulcerative colitis (UC) with either intravenous e QUASAR and ASTRO had similar eligibility criteria and baseline patient characteristics, and evaluated the same maintenance regimens (100 mg SC q8w or « A stool frequency subscore of 0 or 1 (with no Wlth eXtens“’e Uc may further bEﬂEflt from the
1r (IV) or subcutaneous (SC) induction and SC maintenance 200 mg SC g4w); induction was administered as 200 mg IV in QUASAR and 400 mg SC in ASTRO Clinical increase from induction baseline), a rectal bleeding higher GUS expOSU re With the 200 mg q4W
e Participants had a modified Mayo score of 5-9 at induction baseline (BL), a Mayo endoscopic subscore 22 per central review, had received 21 GUS dose,

remission subscore of 0, and an endoscopic subscore of 0 or 1 d
with no friability present on the endoscopy
)\ l ﬁ Average serum GUS concentrations and efficacy at week 12 were comparable following IV or SC induction in the Phase 2/3 and had 21 PK measurement maintenance dose
“_L_ QUASAR and Phase 3 ASTRO studies in participants with moderately to severely active UC

. . . ) . Endoscopic * An endoscopic subscore of 0 or 1 with no friability . . .
* Model-predicted steady-state trough concentrations (C;ugn, week 24) in QUASAR and ASTRO were compared between treatment groups; medians and 95% improvement oresent on the endoscopy E-R modehng showed efﬁcacy with both
. prediction intervals of the simulated GUS concentration-time profiles were graphically compared . . .
- Two GUS maintenance doses are approved for UC: 100 mg every 8 weeks (g8w) and 200 mg every 4 weeks (q4w); maintenance reglmens but exposu res Wlth the
= 1 however, the pharmacokinetic (PK) parameters related to maintenance dose efficacy have not been reported * Population PK modeling for parameter estimates, using a 2-compartment linear PK model with first-order absorption and elimination, was performed using + A combination of histologic improvement and

pooled QUASAR PK data through maintenance week 44 (M-44) endoscopic improvement, where histologic 200 mg q4W dOSE were on the plateau Of the E'R
i defined hil infiltrati . - .
MPTovement was defined as neuropnt Imitration curve, suggesting no additional efficacy expected

in <5% of crypts, no crypt destruction, and no

erosions, ulcerations, or granulation tissue With hlgher doses

according to the Geboes grading system

Objective e E-R efficacy relationships (clinical remission, endoscopic improvement, histologic-endoscopic mucosal improvement [HEMI]) at week M-44 were explored HEMI
descriptively and via modeling

Here, we evaluated covariate impacts on PK and exposure-response (E-R) of GUS SC maintenance regimens (100 mg every * Associations between exposure and safety (infections, serious infections, serious adverse events, and abnormal liver function tests), covariate impacts on
g8w or 200 mg g4w) using pooled data from the QUASAR and ASTRO studies E-R, and immunogenicity impacts on efficacy and safety were also analyzed

HEM I=histologic-endoscopic mucosal improvement.

Results

Maintenance concentrations within each dose were similar regardless of induction route, with steady  E-R analyses showed that higher serum GUS concentrations during maintenance were associated with greater efficacy at week M-44 regardless of

. . . . . . . Participants with extensive UC at induction BL showed a greater treatment effect with 200 mg q4w vs 100 mg SC q8w maintenance
state achieved by week 24 clearance or half-life, suggesting that some participants may benefit from higher exposure P 9 ff 9q 9-t4q
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