Corticosteroid sparing effects of treatment with guselkumab
in patients with moderately to severely active Crohn’s disease:

Phase 3 GALAXI 2/3 results through week 48
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Key lTakeaways

In CD, greater proportions of guselkumab-
treated participants achieved 90-day
corticosteroid-free efficacy outcomes
through Week 48 vs ustekinumab in the
overall population

- 90-day corticosteroid-free efficacy
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Background

.
_Achieving and maintaining corticosteroid (CS)-free remission is a treatment goal for Crohn’s disease (CD) e o
v e outcomes through Week 48 were
\]r, Guselkumab is a dual-acting IL-23p19 subunit inhibitor that binds to [L-23 and CD64, a receptor on cells @ aommsnony o ™
that produce IL-23 greater Iin guselkumab-treated

participants vs ustekinumab regardless

DCED GALAXI 2 & GALAXI 3 are identically-designed, 48-week, randomized, double-blind, placebo-controlled
of prior biologic exposure status

~  and active-comparator (head-to-head) treat-through trials assessing the efficacy and safety of
guselkumab in participants with moderately to severely active CD"®

IL-23R* Cell
Dual-acting IL-23 Inhibitor

Q Guselkumab
binds CD64 and
captures IL-23
at its source

— Co-primary efficacy endpoints were met in both studies for both guselkumab dose regimens vs placebo

Among participants receiving

— Both guselku.mab .regim(.ens also demgnstra’Feq superiority to us.tel.<inumab across a.II endoscop!c- » . corticosteroids at base“ne, greater
based endpoints (including endoscopic remission and deep remission) at Week 48 in prespecified, - 3 .
multiplicity-controlled analyses based on pooled data from GALAX| 2 & 3 meas proportions of guselkumab-treated

participants were corticosteroid-free at

Objective Week 48 vs ustekinumab

To evaluate the CS-sparing effects of treatment with guselkumab vs ustekinumab from the pooled GALAXI 2 and GALAXI 3
studies through Week 48

Methods

e Participants with moderately to severely active CD (based on CDAI and SES-CD scoring) and inadequate response or e Primary analysis set
intolerance to oral CS, azathioprine, 6-mercaptopurine, methotrexate, or to biologic (Bio-IR) therapy were eligible — GALAXI 2: N=508

— GALAXI 3: N=513
Figure 1. Identically-designed, Double-blind, Treat-through studies: GALAXI 2 & 3

Screening

e Subpopulation analyses:

— Bio-IR: participants with a history of inadequate response or intolerance to biologic therapy

— Bio-naive: participants without a history of exposure to biologic therapy Study Week|--------------- | | | | | | | | : | | | | >
-5
e Participants receiving oral CS upon entry (up to 40 mg/day of prednisone-equivalent dose) were required to begin tapering <E>

their daily CS dose at Week 12, unless not medically feasible

e Outcomes evaluated Guselkumab 200 mg IV
Q Q Q Guselkumab 200 mg SC gq4w (starting at Week 12)
Outcome Definition Randomization
. .. . 2:2:2:1
: >50% improvement from baseline in SES-CD score OR SES-CD score <2 for 290 days prior to ( )
90-day CS-free endoscopic response ' /' Stratification Guselkumab 200 mg IV -
factors: Guselkumab 100 mg SC q8w (starting at Week 16) é
90-day CS-free endoscopic remission SES-CD score <4 and a =2-point reduction from baseline and no subscore greater than 1in any - CDAI =300 Q Q Q ‘—DI
(global definition) individual component and not receiving CS for 290 days prior to Week 48 or>300 3
« SES-CD =12 o
90-day CS-free clinical remission CDAI score <150 and not receiving CS for 290 days prior to Week 48 or >12 Ustekinumab IV g
. . Ustekinumab 90 mg SC q8w (starting at Week 8 5
90-day CS-free clinical remission at CDAI <150 and a =50% i ¢ baseline in SES-CD SEC-CD Bio-IR (Yes/No) Q i Nals e mg SC q8w (starting at Week 8) 5
Week 48 Score =2 and not receiving CS for 290 days prior to Week 48 use at baseline , ,
ee (Yes/No) Placebo non-responders receive UST IV at Week 12 - 90 mg SC q8w (starting at Week 20)
90-day CS-free deep remission éggecllvmg bc.>thtc:I|r\1/|\;:aI|:e4r1;3|55|on AND endoscopic remission and not receiving CS for Q Q Q

CDAI=Crohn’s Disease Activity Index; Deep Remission=clinical remission at Week 48 + endoscopic remission at Week 48, SES-CD=Simple Endoscopic Score for Crohn’s Disease.
°Scored at screening by central reader with minimum scores of 1 for “size of ulcer” and “ulcerated surface”. "Biologic therapies: TNF antagonists or vedolizumab. Note: To maintain treatment masking, all participants received active
e ge o and/or placebo IV q4w through Week 12 and active and/or placebo SC qg4w through Week 48. 6-MP=6-mercaptopurine; AP=abdominal pain; AZA=azathioprine; CDAI=Crohn’s disease activity index; E=endoscopy; IV=intravenous;
o C S 'f ree ana IyseS were n Ot mu |t| p I IC |ty CcoO ntrO I I ed MTX=methotrexate; g4w/q8w=every 4 or 8 weeks; SC=subcutaneous; SES-CD=Simple Endoscopic Score for Crohn’s Disease; SF=stool frequency.

Results

Figure 2. 90-day CS-free outcomes at Week 48-in all participants

Pooled GALAXI2& 3
All Participants
Table 1. Baseline demographics and disease characteristics 90-day CS-free endoscopic 90-day CS-free endoscopic 90-day CS-free clinical 90-day CS-free deep 90-day CS-free clinical
Guselkumab response remission (global definition) remission + endoscopic remission remission
response A 5.3 (-2.5,13.0)
22‘3""“‘91) b 2%3"':‘9_')“’ 100 - pas Uty B 119 (47,191 8124(458,20.) £10.9(39,179) A41(-3.6,11.8)
100mg SC  EEbOLLG R < 80 - AT1.2 (34,191) A9.5(2.3,16.7 A 8.1(0.4,15.8 A 8.0 (1.1,15.0 | |
q8w q4w Ustekinumab Total 5 S | | | > (23.16.7) | | 1004, 15.5) | | 0 (11.15.0) | 62.9 64.5 58.8
§£ 604 465 497 44.6 —
Primary analysis set, N 148 286 296 291 1021 = — 40.2 .
S g . mn 322 348 T 08.7 31.8
Participant age (years), 348 (1215) 360 (12.24) 369 (1327) 374 (1320) 365 (12.82) °® 1 — T
mean (SD) a8 90- —
Men, n (%) 88 (59.5%) 154 (53.8%) 178 (601%) 168 (577%) 588 (57.6%) 3
n/N= 133/286 147/296 102/291 92/286 103/296 66/291 115/286 132/296 93/291 82/286 94/296 60/291 180/286 191/296 171/291

Crohn’s disease duration

(years), mean (SD) 12 (7.5) 71(67) 71(7.2) 7.3 (7.5) 12(7.2) GUS 200 mg IV g4w >100 mgSC g8w M GUS 200 mg IV g4w > 200mgSC q4w [ UST ~6 mg/kg IV - 90 mg SC q8w
CDAI score, mean (SD) 2934 (62.7) 296.3(564.3) 2959 (62.7) 2931(52.0) 2948 (562.9) \ . . . . .
Figure 3. 90-day CS-free outcomes at Week 48 in Bio-naive and Bio-IR participants
SES-CD score, mean (SD) 13.3 (7.6) 13.2 (74) 12.5 (7.2) 12.9 (7.0) 12.9 (7.3) . v
Bio-naive
Endoscopic disease severity . . . . . .
(SES-CD score), n (%) 90-day CS-free endoscopic 90-day CS-free endoscopic 90-day CS-free clinical 90-day CS-free deep 90-day CS-free clinical
response remission (global definition) remission + endoscopic remission remission
Moderate (7-16) 77 (52.0%) 164 (57.3%) 147 (497%) 159 (54.6%) 547 (53.6%) response A-3.0 (-14.2, 8.3)
A13.8(16,26.0) A13.5 (1.6, 25.3) A 9.0 (-33,21.2) A12.0(0.2,23.8) ' |
Severe (>16) 43 (291%) 81(283%) 79 (267%) 75 (25.8%) 278 (27.2%) 100 - 2 2 e S R | ' _ A-27(142,89)
— _ A137(0.9,266) A13.0 (0.8, 25.2) A 6.0 (-6.8, 18.8) A 8.7 (-3.3,20.7) 69.8 69 5 72.7
Involved Gl areas by central s X 80+ i ' i ' | ' b .
reader, n (%) c 2 56.0 59.5 50.8
Qe i 48.3 1
5 g 60 42.1 42.2 42.2 T . 39.8
lleum only 31(209%) 59 (206%) 80 (27.0%) = 55(189%) 225 (22.0%) .2 e — 37.1 :
0% 40 L
Colon only 62 (419%) 113 (395%)  112(37.8%) = 116 (399%) 403 (39.5%) & 5 — 1
20 A
lleum and Colon 55 (372%) 114 (399%) 104 (351%) 120 (412%) 393 (38.5%)
o)
Biomarkers n/N= 65/116 71/128 51/121 49/116 54/128  35/121 56/116  65/128 51/121 43/116 51/128 34/121 81/116 89/128  88/121
CRP >3 (mg/L), n (%) 96 (64.9%) 208 (727%) 210 (709%) 202 (69.4%) 716 (701%) )
Bio-IR
Fecal calprotectin I11(755%) 235(830%) 234 (796%) 229 (80.6%) 809 (80.3%
>250 (pg/g), n (%) (75.5%) (83.0%) (79.6%) (80.6%) (80.3%) 90-day CS-free endoscopic 90-day CS-free endoscopic 90-day CS-free clinical 90-day CS-free deep 90-day CS-free clinical
response remission (global definition) remission + endoscopic remission remission
CDAI=Crohn’s Disease Activity Index; CRP=C-reactive protein; Gl=gastrointestinal; IV=intravenous; SC=subcutaneous; SD=standard deviation; SES=Simple
Endoscopic Score for Crohn’s Disease. response A12.7 (1. 5, 23.9)
_ A15.7 (5.3, 26.1 | |
Table 2. Baseline CD medication history 100 e ! 4100 (0.7,19.3) A16.0 (5.8, 26.2) A9.7(0.9,18.6) A9 (1.2, 22.6)
—_ _ A13.0 (2.6, 23.3
Guselkumab « & 80 | ( ) | | A 9.6 (0.3,18.8) | | A13.0 (3.0, 23.0) | | A10.2 (1.4,19.0) | 58.8 59.9
c o T
) -
SLONEEAS 200 mg IV 2E O 425 449 366 395 1
qaw - qaw - o .2 i 28.8 27.5 27.9 T
L 200 mg SC g2 40 - - 1 248 245
q8w q4w Ustekinumab Total &8 904 1 |
Primary analysis set, N 148 286 296 291 1021 0
n/N= 65/153 66/147 45/156 42/1563 41147  28/156 56/153 58/147 36/156 38/153 36/147 23/156 90/153 88/147 73/156

No history of inadequate
response/ intolerance® to 70 (47.3%) 133 (46.5%) 149 (60.3%) 135 (464%) 487 (47.7%) GUS 200 mg IV g4w - 100 mg SC q8w
biologic therapy, n (%)

B GUS200mglIV g4w > 200mg SCg4w [l UST ~6 mg/kg IV - 90 mg SC q8w

Biologic naive 61(412%) 116 (40.6%) 128 (432%)  121(416%) 426 (417%) Figure 4. Corticosteroid-free outcomes at Week 48 among participants receiving oral corticosteroid at baseline
Biologic experienced, but no Among participants receiving CS at baseline
documented nonresponse/ 9 (6.1%) 17 (5.9%) 21 (71%) 14 (4.8%) 61 (6.0%) . . . . .
intolerance Participants not receiving 90-day CS-free endoscopic 90-day CS-free endoscopic 90-day CS-free clinical
CS at Week 48 response at Week 48 remission (global definition) remission at Week 48
History of inadequate A 8.0 (-4.0, 20.0) at Week 48
response/intolerance’ to 78 (52.7%) 153 (63.5%) 147 (49.7%) 156 (53.6%) 534 (562.3%) | ' A 0.8 (-12.4,14.1)
o o A 3.7 (-8.4,15.8) . .

biologic therapy, n (%) 100 - . . A1 (1.6, 23.7)

At least one anti-TNF 76 (974%) 149 (974%) 143 (97.3%) 147 (94.2%) 515 (96.4%) ~ 80- = 67.0 —— | |

w 39 A 9.7 (-2.7,22.1)
: 9 0 0 0 0 g @« | | A 9.8 (-1.5, 21.2) 52.3 24.7 53.2
Two or more anti-TNFs 23 (29.5%)  31(20.3%) 31 (211%) 46 (295%) 131(24.5%) S § 60 - — 41.3 42.5 . . b
Vedolizumab 13 (167%) 25 (16.3%) 18 (12.2%)  31(199%) 87 (16.3%) Sg oo 30.3 28.3 L
S'% -
Participants with 21 Crohn’s a s 20 - 1
disease medication at 96 (64.9%) 207 (72.4%) 217 (713.3%) 210 (712.2%) 730 (71.5%)
baseline, n (%) 0
n/N= 78/109 80/106 73/109 45/109 45/106 34/109 33/109 30/106 22/109 57/109 58/106 58/109
6-MP/AZA/MTX 40 (270%) 87 (30.4%) 97 (32.8%)  83(285%) 307 (30.1%)
GUS 200 mg IV g4w - 100mgSC q8w Il GUS 200 mg IV g4w > 200 mgSC g4w M UST ~6 mg/kg IV - 90 mg SC q8w
Oral corticosteroids 51 (34°5%) 109 (38-1%) 106 (35-8%) 109 (37-5%) 375 (36-7%) The adjusted treatment difference (A) and the Cls were based on the common risk difference by use of Mantel-Haenszel stratum weights and the Sato variance estimator. Participants who had a CD-related surgery, a prohibited change in concomitant CD medication, or discontinued study agent due to lack of
efficacy, an adverse event of worsening CD or Week 20/24 non-responder, or discontinued study agent for any other reason other than COVID-19 related reasons or regional crisis prior to the analysis timepoint were considered not to have met the endpoint criteria. Participants who had discontinued study agent
“Primary nonresponse, secondary nonresponse, or intolerance. 6-MP=6-mercaptopurine; AZA=azathioprine; IV=intravenous; MTX=methotrexate; due to COVID-19 related reasons (excluding COVID-19 infection) or regional crisis had their observed data used, if available, to determine responder and nonresponder status at Week 48. Missing data imputation: After accounting for missing data, participants who were missing CDAI score at Week 48 were

SC=subcutaneous; TNF=tumor necrosis factor. considered not having achieved the endpoint at Week 48. CD=Crohn's disease; CDAI=Crohn’s Disease Activity Index; CS=corticosteroid; GUS=guselkumab; IV=intravenous; q4w/q8w=every 4 or 8 weeks; SC=subcutaneous; SES-CD=Simple Endoscopic Score for CD; UST=ustekinumab.
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