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continued endoscopic improvements
Background GALAXI 2 & 3 and GRAVITI Study Designs Through Week 48 over 3 years
ﬁra Guselkumab (GUS), a dual-acting interleukin e QUASAR assessed intravenous GUS induction (200 mg or 400 mg every 4 weeks) and QUASAR Induction QUASAR Maintenance®" QUASAR LTE® . . . .
(IL)-23p19 subunit inhibitor that potently subcutaneous maintenance therapy (100 mg every 8 weeks or 200 mg every 4 weeks) I While apprommately half of induction
neutralizes IL.-23 and binds to CD64 (a e At induction baseline, participants had a modified Mayo (mMayo) score of 5-9, a rectal SLs meerion SSEHUmaR 00 Mg S5 A clinical responders still had moderate
receptor on cells that produce IL-23), is highly bleeding subscore =1, and an MES of 2 or 3 Bl responders iy 3 Guselkumab 200 mg SC g4w p : . vd
efficacious in ulcerative colitis (UC) e Participants in clinical response (230% and =2-point decrease in mMayo, with a =1-point 53 PBOLGUS SUSCIIMESIO0MASC BN I to severe endoscopic disease activity
. . . T o crossover g = Guselkumab 200 mg SC gq4w ° °
—| Mucosal healing in patients with UC is decrgase |n.the rectal bleeding subscore or a.rectal bleedl.ng subscore of O or 1) at week 12 ook 94 = - (M ES of 2 or 3) at the beglnnlng of
therapeutic outcomes and is therefore a key e Participants on GUS 100 mg who lost clinical response between maintenance weeks 8-32 - malntenancea continued e“dOSCOPlc
treatment target (M-8 to M.—32) received blinded d.ose adju.strp.ent to GUS 200 mg every 4 weeks | et e study ongoing improvement was observed foIIowing
. o e Endoscopies were locally read (without friability assessment) and centrally read (with S 96 weeks in the LTE up to 4 years . . . o o
ObJeCtlve friability assessment), with adjudication, at induction baseline, maintenance baseline 12 or 24 weeks of induction 0 4 8 12 16 20 24 28 32 36 40 44 ! treatment9 Wlth most Patlents mal“tamlng
- - _ _ . | | o
We report Mayo Endoscopic Subscore (M-0), anc! M-44 and were locally read at M-92 and M-140; analyses used centrally read inded G5 Do At Ay roportedhere an MES or O or 1 and endoscoplc
endoscopies when available Between Week M-8 and M-32- ( )
(MES) changes over 3 years in participants

remission through week M-140

e We analyzed MES changes in participants who were randomized to GUS in the maintenance
. . . . . . ‘Randomized participants meeting loss of clinical response criteria (based on the modified Mayo score and required an endoscopic assessment) were eligible for a blinded dose adjustment as follows:
Stu dy, COntl N ued N the LTE, a nd h ad endOSCOplc eva I u atlonS at a II tl me pOlntS th rou g h M —140 placebo SC = GUS 200 mg SC g4w; GUS 100 mg SC q8w - GUS 200 mg SC g4w; GUS 200 mg SC g4w - GUS 200 mg SC q4w (sham adjustment). *Participants who completed the safety

and efficacy evaluations (including the required endoscopy procedure) at maintenance Week M-44 and who may benefit from continued study intervention, in the opinion of the investigator, had the

(1 O O m g * N =1 52 . 20 O m g ° N =1 41) opportunity to participate in the LTE of the Maintenance Study. °The study blinding was maintained during the LTE until the last participant in the Maintenance Study completed the M-44 visit. After
* ¢ * the Maintenance Study was unblinded, participants had their study visits scheduled to coincide with their dose regimen (either g4w or g8w) and participants receiving placebo were terminated from

study participation. GUS=guselkumab, LTE=long-term extension, M=maintenance, g4w=every 4 weeks, q8w=every 8 weeks, SC=subcutaneous.

with moderately to severely active UC
treated with GUS in the QUASAR long-term
extension (LTE) study

Results

GUS100mg | GUS 200 mg The percentage of participants with an MES of 3 decreased from induction baseline to week M-0 (100 mqg: 68.4% to 30.3%; 200 mgqg: 67.4% to 24.1%), continued to decrease until week M-92 61.5% of participants with endoscopic improvement® at
8w qaaw (100 mg: 5.9%; 200 mg: 5.0%), and was maintained in the 200 mgqg group (4.3%) at week M-140 maintenance baseline maintained endoscopic improvement
at all subsequent time points

Demographics

e At induction baseline, all Mayo Endoscopic Subscores Through 3 Years: Guselkumab SC 100 mg q8w, or 200 mg Mayo Endoscopic Subscores Through 3 Years: Guselkumab SC 200 mg q4w (N=141)
Analysis set: LTE Randomized Full, N 155 148 participants had an MES g4w After Dose Adjustment (M-8 to M-32) (N=152) Participants Maintaining Endoscopic Improvement by Study Time Point

of 20r 3 3 3
Age, y, mean (SD) 40.2 (12.79) 40.6 (15.08) - 9(5.9%) " (3 2%

. . 100 mg SC g8w Also at week M-92 sssssssssssnsssnnnnnnnns > 85.7%
Male, n (%) 83 (53.5) 75 (507) e After induction (at week | 100mg SC a3 a6

M-0), 46.0% (100 mg)

an MES of O or 1

\ £ 63
\ participants with Also at week M-140 =ssssssssssssssssssssssssnnnnnssnnnnnnnnnnnnnnnnnnns > T0.8%
\ : endoscopic (49/63)

. . 25 improvement
UC disease duration, y, mean (SD) 8.15 (8.980) 8.16 (8497) (16.4%) (13.2%) at week M-0 o e
. o FO”OWin maintenance 2 \ \ Maintained through week M-140 P
Modified Mayo score (0-9), mean (SD) 6.8 (1.16) 6.9 (1.06) g 40o
treatment, the ROSG)
Modified Mayo score of 7-9 (severe), n (%) 94 (60.6) 97 (65.5) perce ntage of Also at M-92 === | 92.2%
® (83/90)
Endoscopic subscore of 3 (severe), n (%) 103 (66.5) 95 (64.2) part|C|pants W,Ith an 'H‘ 90 .
MES of O or 1increased partlc(:jlpants ,W'th AlSO at M-14()  [SIS[alala{a{1\|a]aa)s] sl i/=]aa)alsl =i=|=aslsl="" p | 84.4%
€naoscopic 7
Extensive UC, n (%) 66 (42.6) 69 (46.6) through week M-92 ondosconie (76/90)
. Maintained th h M-140 ¥
Biomarkers mg: 79.4%) and was aintaine roug (71/90)
C-reactive protein, mg/L, median (IQR)* 4.0 (14-104) 3.9 (15-9.5) maintained at week
M-140 (100 mg: 777%3 Also at week M-O2 ssssssssnsnnnnnnnnnnnnns > 9(5;/?9%

1709.0 1605.5 200 mg: 78.0%)

Fecal calprotectin, mg/kg, median (IQR)"
protectin, mg/kg, median (IQR) (815.0-3607.0) (596.0-3253.0)
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participants With AISO at Week M_14O llllllllllllllllllllllllllllllllllllllllllllllllllll > 86,4%
: o e By week M-44 and endoscopic s
Concomitant UC Medications improvement
p
through week M-140, at week M-0 .
. . . « o . Maintained through week M-140 69.5%
Oral corticosteroid use at baseline, n (%) 56 (361) 54 (36.5) most participants with an (@1/59)
MES of O or 1 were also
Use of immunomodulatory drugs (6-MP, AZA, MTX), n (%) 39 (25.2) 36 (24.3) : : . . .
In endoscopic remission " Also at M-92 === [85.9%
(79/92)
Advanced Therapy History (M ES= O) 'ﬂ‘ 9 2
articipants with
L i o . P : P _ Also at M-14(0 s=sssssssssssssssssssssnnanuannnnnsn p §84.8%
Participants with prior inadequate response or intolerance _endoscopic (78/92)
to advanced therapy, n (%) 0 (B8 s ik improvement
Py, n (7% at week M-44
. . 0
. INDUCTION BASELINE ~ MAINTENANCE BASELINE (MO) WEEK M-44 WEEK M-92 WEEK M-140 INDUCTION BASELINE ~ MAINTENANCE BASELINE (MO) WEEK M-44 WEEK M-92 WEEK M-140 Maintained through M-140 =——— Tfj;;zf’
Advanced therapy-naive, n (%) 90 (58.1) 81(54.7)
n=153 for GUS 100 mg q8w; n=145 for GUS 200 mg q4w. "n=133 for GUS 100 mg q8w; n=134 for for GUS 200 mg q4w. 6-MP=6-mercaptopurine, Sankey diagrams showing MES at induction baseline, maintenance baseline, week M-44, week M-92, and week M-140. Participants in the 100 mg group who lost clinical response between maintenance weeks 8 and 32 had blinded dose adjustment to 200 mg. The top number in each box is the MES; the middle and bottom numbers are participant numbers and percentages, respectively. Participants who had an ostomy or colectomy, or °For induction baseline, maintenance baseline, and week M-44, endoscopic improvement was defined as a Mayo endoscopy subscore of O or 1
AZA=azathioprine, IQR=interquartile range, LTE=long-term extension, MTX=methotrexate, n=number, qdw=every 4 weeks, q8w=every 8 weeks, discontinued study agent due to lack of efficacy or an AE of worsening UC prior to the designated time point had their induction baseline value carried forward from the time of the event onward. For participants who discontinued study agent for any other reason prior to the designated time point, their observed values (if available) were used. After accounting for these events, participants who were missing the MES at any visit were excluded with no friability; for weeks M-92 and M-140, endoscopic improvement was defined as a Mayo endoscopy subscore of O or 1. GUS=guselkumab,
SD=standard deviation, UC=ulcerative colitis, y=years. from the analysis. AE=adverse event, BL=baseline, M=maintenance, MES=Mayo Endoscopic Subscore, gdw=every 4 weeks, SC=subcutaneous, UC=ulcerative colitis. M-=maintenance, g4w=every 4 weeks, g8w=every 8 weeks, SC=subcutaneous.
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