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Background & Aim of the study

)

With many advanced therapies currently To assess the impact
- - ! - of the 2" line
available, treatment choice is crucial for
C. : advanced therapy
opt!mlzmg .the therapeutlc_ management of following 1t line
patients with Crohn's Disease (CD) and anti-TNFE in
Ulcerative Colitis (UC). CD and UC

SND Study based on the French administrative healthcare database 2009-2023
¥l N S S (Entire French population)
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Study design

Index Date

Adult CD or UC patients
initiating an anti-TNF
as 1st-line advanced

Look-back 2nd - line anti-TNF agent [
. therapy between I
period
2014 and 2022 f i
I
Outcome Assessment Period I
Jan 2009 Jan 2014 Jan 2022 1
h 4 |
Exclusion criteria: . . 5 I
nd _
e e o 2"9 - line vedolizumab or ustekinumab *
2nd line treatment .Y .
initiation ;
¢ UC patients with major i Censoring
[P Ly L e il 1:1 Propensity  Morethan 15 covariates included in the | ° Outcome occurrence

PS model, including age, gender, . * Death

previous treatments, and comorbidities * Study end period
" (31Dec 2023)

score matching
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Outcome — Occurrence of events

Within 1 year

 Treatment discontinuation
» Short-term

» Long-term (within 5 years)

e (Corticosteroid introduction

*colectomy, intestinal resection

|IBD-related hospitalisation
All-cause hospitalisation
Major IBD-related surgery*

Hospitalisations for serious infections



Method for identifying treatment sequences of
advanced therapies

Definition of treatment sequences: a new line was initiated when a new treatment was dispensed

1stline anti-TNF a 2"d line advanced therapy

T e— Dispensation date Date offlrst Dispensation date
New

after dispensing Anti-TNFa
subsequent line

conventional of a new .
treatments OR agent Ustekinumab OR
End of follow-

1-year washout Vedolizumab
up

A

Theoretical coverage periods were estimated based on dispensation data and for each dispensing were
gathered with a grace period (3 months for all treatments)
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Characteristics of CD patients after PS matching

At 2" line initiation date

2" |line vedolizumab
N=1,963

Gender

Mean (SD) age
40.3 (15.5) years old

Median (Q1-Q3) disease duration
6.5 (2.8-9.7) years

m Female = Male

Medical history and comorbidities
Serious infections I 11.1%
Cardiovascular diseases IS 6.7%
CPD and/or PE s 6.1%
Diabetes mellitus I 4.6%

Colectomy/intestinalresection N 4.1%

Gender

42.4

%

m Female = Male

2" |line anti-TNFa
N=1,963

Mean (SD) age
40.1 (14.9) years old

Median (Q1-Q3) disease duration
6.5 (2.8-9.6) years

Medical history and comorbidities

Serious infections I 11.1%

Cardiovascular diseases Immmmmm_— 7.1%

CPD and/or PE msssss—m 6. 2%
Diabetes mellitus m————— 4 9%

Colectomy/intestinal resection N 4.5%

CPD: Chronic Pulmonary Disease, PE: Pulmonary embolism




Risk of event occurrence with vedolizumab versus
anti-TNF - CD patients

Favors Favors

Outcome vedolizumab  anti-TNF HR [95% Cl]
Short-term IBD treatment discontinuation ] 1.40 [1.25-1.56]
Long-term IBD treatment discontinuation —— 1.23 [1.14-1.34]
Corticosteroid introduction —o— 1.14 [1.04-1.25]
IBD-related hospitalization —— 1.12 [0.99-1.26]
All-cause hospitalization —— 1.08 [0.99-1.18]
Major IBD-related surgery | | 1.17 [0.79-1.72]
Hospitalization for serious infection | | 1.23 [0.87-1.73]

0 1 2

Hazard Ratio
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Characteristics of CD patients after PS matching

At 2" line initiation date

2"d |line ustekinumab
N=4,532

Gender

Mean (SD) age
38.3 (14.6) years old

Median (Q1-Q3) disease duration
6.5 (2.5-10.1) years

Medical history and comorbidities

Serious infections EE—————————_ |1.5%
CPD and/or PE mmmmm 6.4%
Colectomy/intestinalresection m— 5.6%
Cardiovascular diseases - 5 8%
Diabetes mellitus W= 3 1%

m Female = Male

2" |line anti-TNFa
N= 4,532

Gender

Mean (SD) age
37.6 (14.1) years old

Median (Q1-Q3) disease duration
6.0 (2.3-9.7) years

m Female = Male
Medical history and comorbidities

Serious infections (—————_ 11, 3%
CPD and/or PE e G 3%
Colectomy/intestinal resection [N 5 704
Cardiovascular diseases [ 5 4%
Diabetes mellitus 3 4%

CPD: Chronic Pulmonary Disease, PE: Pulmonary embolism

ueg

10



ueg

Risk of event occurrence with ustekinumab versus

anti-TNF - CD patients

Outcome

Short-term IBD treatment discontinuation
Long-term IBD treatment discontinuation
Corticosteroid introduction

IBD-related hospitalization

All-cause hospitalization

Major IBD-related surgery

Hospitalization for serious infection

Favors Favors
ustekinumab anti-TNF

o

g

¢+

e

1
Hazard Ratio

HR [95% CI]

0.80 [0.73-0.86]
0.80 [0.75-0.84]
0.99 [0.93-1.06]
0.83 [0.76-0.9]
0.86 [0.81-0.91]
1.54 [1.19-1.99]
0.68 [0.52-0.88]
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Characteristics of UC patients after PS matching

At 2" line initiation date

2"d line vedolizumab
N=2,907

Gender

Mean (SD) age
41.9 (15.6) years old

Median (Q1-Q3) disease duration
5.1 (2.1-8.8) years

m Female = Male
Medical history and comorbidities

Serious infections IS 9 4%
Cardiovascular diseases (IS 6.6%
CPD and/or PE I 6.1%

Diabetes mellitus (EEEES———————— 5.1%

Cerebrovascular diseases Wl 1.4%

Gender

m Female = Male

2" line anti-TNFa

N=2,907

Mean (SD) age
41.5 (15.1) years old

Median (Q1-Q3) disease duration

5.1 (2.2-8.7) years

Medical history and comorbidities

Serious infections

Cardiovascular diseases

CPD and/or PE

Diabetes mellitus

Cerebrovascular diseases

I 8.7%

I 6.1%

I 5 59,

I 5.6%

B 0.8%

CPD: Chronic Pulmonary Disease, PE: Pulmonary embolism
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Risk of event occurrence with vedolizumab versus
anti-TNF - UC patients

Favors Favors

Outcome _ . HR [95% CI]
vedolizumab Anti-TNF
Short-term IBD treatment discontinuation - 0.78 [0.71-0.85]
Long-term IBD treatment discontinuation N4 0.84 [0.78-0.89]
Corticosteroid introduction e 0.99 [0.92-1.07]
IBD-related hospitalization —o— 1.39 [1.24-1.55]
All-cause hospitalization o] 1.21 [1.11-1.31]

2

Major IBD-related surgery | ' 1.97 [1.08-3.6]

Hospitalization for serious infection A 1.01[0.71-1.43]

0 1 2 3 4
Adjusted Hazard Ratio
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Characteristics of UC patients after PS matching

At 2" line initiation date

2"d |line ustekinumab
N=768

Gender
Mean (SD) age

40.0 (14.5) years old

Median (Q1-Q3) disease duration
5.4 (1.9-10.7) years

m Fernare = Male

Medical history and comorbidities

Serious infections I 8.5%
CPD and/or PE NN 5.9%

Diabetes mellitus NN 4.4%

Cerebrovascular diseases N 4.4%

2" |line anti-TNFa
N=768

Gendgr Mean (SD) age

40.4 (15.2) years old

Mean (Q1-Q3) disease duration
5.4 (2.0-10.5) years

m Female = Male

Medical history and comorbidities

Serious infections NI 7.8%
CPD and/or PE I 7 .2%
Diabetes mellitus IS 5.6%
Cerebrovascular... IS 4.4%

CPD: Chronic Pulmonary Disease, PE: Pulmonary embolism
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Risk of event occurrence with ustekinumab versus
anti-TNF - UC patients

Favors Favors

Outcome |jqioii- anti-TNE HR [95% CI]
Short-term IBD treatment discontinuation num’ab 0.61 [0.51-0.73]
Long-term IBD treatment discontinuation ¢ 0.67 [0.58-0.78]

Corticosteroid introduction O 0.93 [0.8-1.1]
IBD-related hospitalization o 1.02 [0.81-1.28]
All-cause hospitalization o 1.00 [0.85-1.19]
Major IBD-related surgery o 1.59 [0.38-6.65]
Hospitalization for serious infection =~ < 0.55[0.27-1.13]

0 1 2 3 4

Hazard Ratio
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Discussion

Strengths
v Population-based design: Enables inclusion of a large, representative sample, reducing
selection bias and allowing for generalizability.

v Control of confounding factors: The exhaustive database allows for adjustment of key
demographic and clinical variables.

Limitations
X Use of proxies: Certain outcomes or exposures are inferred indirectly (e.g., medication use
as a proxy for diagnosis), which may affect accuracy.

X Lack of clinical data: Claims databases do not include detailed clinical parameters
(e.g., lab results, disease severity), limiting the depth of analysis.

||~ Study Extension: Inclusion of additional years including recently approved IBD treatments

ueg 16
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Conclusion

CD

Compared to a 2" line anti TNF agent

2nd line vedolizumab was associated with:
X Increased treatment discontinuation and
corticosteroids introduction

2" line ustekinumab was associated with:
v Fewer treatment discontinuation
v Fewer IBD-related hospitalisations
v Fewer hospitalisations for serious
infections
X Increased major IBD-related surgeries

|I~ This evidence could help guide clinical practice for improved management of IBD

ucC

Compared to a 2" line anti TNF agent

2"d line vedolizumab was associated with:
v Less treatment discontinuation
X Increased major IBD-related surgeries
and IBD-related hospitalisations

2nd |ine ustekinumab was associated with:

v' Less treatment discontinuation

17



uegweek

Johnson&J OhnsQn’f”@
~



EEEEEEEEEEEEEE

ueg\week

Supplementary Data and Insights



PS matching with vedolizumab versus anti-TNF
CD patients

Figure A6. Propensity score matching - Balance diagnostic of covariates included in the propensity
score - Absolute standardized mean differences between groups (swap to vedolizumab/switch) - CD
population

& Before matching  After matching

Age
Sex
BEFORE PS matchi ng Previous serious infections |
5 5 Clostridioides difficile infection —

) 2nd line vedolizumab Cardiovascular disease —
N=1.963 Chronic kidney failure —

: o Chronic liver disease —

2nd line anti-TNF Chronic pulmonary disease —
= Venous thromboembolism —

N_8’988 Diabetes —
Corticosteroids in the 30 days before |
Major IBD surgery |

Molecule received in 1L: infliximab -

. . Molecule received in 1L: adalimumab -
AFTER PS match 'ng (rat/o 1lg 1) : Molecule received in 1L: golimumab -
. 2nd line vedolizumab " Time from index date to 1st line of anti-TNF —
R . Switch/swap year: 2014 —
° 2"%line anti-TNF Switch/swap year: 2015 -
Switch/swap year: 2016 —

Switch/swap year: 2017 —

Switch/swap year: 2018 -

Switch/swap year: 2019 -|

Switch/swap year: 2020 |

Switch/swap year: 2021 -

Switch/swap year: 2022 —

Disease duration at switch/swap: 0-12m -
Disease duration: 12-60m —

Disease duration: 60-120m —

Disease duration: 120m or more -

*

T T T T

T 1 1 1 T
0:2 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1.0
Absolute Standardized Mean Differences

ueg After matching, SMD <0.1 for all covariates indicating sufficient balance on these covariates.



PS matching with ustekinumab versus anti-TNF
CD patients

Figure A7. Propensity score matching - Balance diagnostic of covariates included in the propensity
score - Absolute standardized mean differences between groups (swap to ustekinumab/switch) - CD
population

& Before matching @ After matching

Age L 2K 3
Sex —
Previous serious infections — *
Clostridioides difficile infection | |®&
Cardiovascular disease -
Chronic kidney failure -| | &
Chronic liver disease —
Chronic pulmonary disease —
Venous thromboembolism —
Diabetes -| | #»
Corticosteroids in the 30 days before - &
Major IBD surgery — *
Molecule received in 1L: infliximab — *
Molecule received in 1L: adalimumab - * 2
Molecule received in 1L: golimumab - | & l
Time from index date to 1st line of anti-TNF — L 2 |
Switch/swap year: 2014 - | L 2
|
|
|

BEFORE PS matching
e 2 |ine ustekinumab
N=5,987
2" line anti-TNF

N=8,988

Swilchiswan:year: 2015 » AFTER PS matching (ratio 1:1)
Switch/swap year: 2016 -

Switch/swap year: 2017 - @ O 2" |ine ustekinumab

Switch/swap year: 2018 - | & * . nd |; il
Switch/swap year: 2019 — TS 2"9 line anti-TNF

|
Switch/swap year: 2020 | * N=_4.;_5_3_2
Switch/swap year: 2021 - | & *
Switch/swap year: 2022 j
Disease duration at switch/swap: 0-12m - | &
Disease duration: 12-60m -| | & |
Disease duration: 60-120m - | & |
Disease duration: 120m or more — ® *
1

1 I 1 1 1
0.0 0.1 B2 0.3 0.4 05 0.6 0.7 0.8 0.9 1.0
Absolute Standardized Mean Differences

ueg After matching, SMD <0.1 for all covariates indicating sufficient balance on these covariates.
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PS matching with vedolizumab versus anti-TNF

UC patients

BEFORE PS matching
e 2"ljine vedolizumab

N=4,145

2" line anti-TNF

N=4,634

AFTER PS matching (ratio 1:1)
e 2" |ine vedolizumab
« 2 |ine anti-TNF

ueg

Figure B6. Propensity score matching - Balance diagnostic of covariates included in the propensity
score - Absolute standardized mean differences between groups (swap to vedolizumab/switch) - UC
population

& Before matching @ After matching

Age |

Sex

Previous serious infections —
Clostridioides difficile infection —
Cardiovascular disease -

Chronic kidney failure —

Chronic liver disease —

Chronic pulmonary disease —

Venous thromboembolism -

Diabetes —

Corticosteroids in the 30 days before -
Molecule received in 1L: infliximab —
Molecule received in 1L: adalimumab —
Molecule received in 1L: golimumab — L 2
Time from index date to 1st line of anti-TNF - *

L 2
EY L
L .Q
Bl e i i i i v M

0:.“.:“

Switch/swap year:
Switch/swap year:
Switch/swap year:
Switch/swap year:
Switch/swap year:
Switch/swap year:
Switch/swap year:
Switch/swap year:
Switch/swap year:

2014 —
2015 —
2016 —
2017 —
2018 —
2019 —
2020 —
2021 -
2022 —

Disease duration at switch/swap: 0-12m — <&
Disease duration: 12-60m - | ¢

Disease duration: 60-120m — 3

Disease duration: 120m or more — *

0.0

1 I 1 1 1
0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9
Absolute Standardized Mean Differences

After matching, SMD <0.1 for all covariates indicating sufficient balance on these covariates.

1.0
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PS matching with ustekinumab versus anti-TNF
UC patients

Figure B7. Propensity score matching - Balance diagnostic of covariates included in the propensity
score - Absolute standardized mean differences between groups (swap to ustekinumab/switch) - UC
population

& Before matching @ After matching

Age - | &
Sex - |&
Previous serious infections -| |4&
Clostridioides difficile infection - | #
Cardiovascular disease - ¢
Chronic kidney failure —
Chronic liver disease - ¢
Chronic pulmonary disease -| | ¢ &
Venous thromboembolism - ¢ &
Diabetes | L g
Corticosteroids in the 30 days before — »
Molecule received in 1L: infliximab | | &
Molecule received in 1L: adalimumab — *l *
Molecule received in 1L: golimumab — | &
Time from index date to 1st line of anti-TNF — L
Switch/swap year: 2014 - #
Switch/swap year: 2015 - &
Switch/swap year: 2016 - &
&
2

BEFORE PS matching
e 2" |jne ustekinumab
N=773
2" line anti-TNF

N=4,634

o
—————————

* AFTER PS matching (ratio 1:1)
¢ e 2" ine ustekinumab
e 2 line anti-TNF
N=768

Switch/swap year: 2017 —

Switch/swap year: 2018 —

Switch/swap year: 2019 — >

Switch/swap year: 2020 - ¢

Switch/swap year: 2021 — L 2

Switch/swap year: 2022 —

Disease duration at switch/swap: 0-12m *
Disease duration: 12-60m - &

Disease duration: 60-120m - |&

Disease duration: 120m or more — ¢

*

L 4

___2_0__.______
*

T T T 1

T T 1 1 1
0.0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1.0
Absolute Standardized Mean Differences

ueg After matching, SMD <0.1 for all covariates indicating sufficient balance on these covariates.



Event occurrence with vedolizumab versus anti-TNF -
CD patients

CD patients
2"d line vedolizumab 2" line anti-TNF

(N=1,963) (N=1,963)
N % [95% Cl] % [95% Cl]

R W't;:zrl 734 37.5%[35.4-39.7] 556 28.6%[26.6-30.7]
Long-term: discontinuation W;teh;:'si 494 76.5%[73-79.7] 464 71.4%[67.7-74.8]
Corticosteroid introduction’ 914 46.6%[44.3-48.8] 876 44.6%[42.4-46.9]
IBD-related hospitalization® 569 29.0%[27-31] 536 27.3%[25.3-29.3]
All-cause hospitalization' 914 46.6%[44.3-48.8] 893 45.5%([43.3-47.7]
Major IBD-related surgery1 53 2.7%[2-3.5] 48 2.4%[1.8-3.2]
Hospitalizations for serious infections’ 71 3.6%[2.8-4.5] 61 3.1%[2.4-4]

'Outcomes assessment period: up to 365 days after switch/swap index date or until occurrence of a censoring event.
* Persistence among patients with at least 5 years follow-up
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Event occurrence with ustekinumab versus anti-TNF -
CD patients

CD patients

2" line ustekinumab 2" line anti-TNF

(N=4,532) (N=4,532)
N % [95% CI] % [95% CI]

Short-term: discontinuation within 1

. 1107 24.5%[23.3-25.8] 1336 29.7%[28.3-31]
Long-term: discontinuation W;h;:'si 691 61.3%[58.4-64.2] 848 68.4%[65.7-71]
Corticosteroid introduction’ 1698 37.5%[36.1-38.9] 1792 39.5%([38.1-41]
IBD-related hospitalization® 1077 23.8%[22.5-25] 1212 26.7%[25.5-28.1]
All-cause hospitalization’ 1837 40.5%[39.1-42] 1986 43.8%[42.4-45.3]
Major IBD-related surgery1 149 3.3%[2.8-3.8] 94 2.1%[1.7-2.5]
Hospitalizations for serious infections’ 97 2.1%[1.7-2.6] 140 3.1%[2.6-3.6]

'Outcomes assessment period: up to 365 days after switch/swap index date or until occurrence of a censoring event.
* Persistence among patients with at least 5 years follow-up

ueg



Event occurrence with vedolizumab versus anti-TNF -
UC patients

UC patients
2" line vedolizumab 2" line anti-TNF
(N=2,907) (N=2,907)
N % [95% CI] % [95% ClI]
Suln U RO T W't;‘;:rl 881 30.5%[28.8-32.2] 1071 37.0%[35.3-38.8]
Long-term: discontinuation W;g::'sf 688 66.5%[63.6-69.4] 860 70.8%[68.2-73.4]
Corticosteroid introduction’ 1388 47.7%[45.9-49.6] 1426 49.1%[47.2-50.9]
IBD-related hospitalization1 749 25.8%[24.2-27 .4] 539 18.5%[17.1-20]
All-cause hospitalization® 1214 41.8%[40-43.6] 1006 34.6%[32.9-36.4]
Major IBD-related surgery’ 32 1.1%[0.8-1.6] 16 0.6%][0.3-0.9]
Hospitalizations for serious infections’ 65 2.2%[1.7-2.8] 62 2.1%[1.6-2.7]

'Outcomes assessment period: up to 365 days after switch/swap index date or until occurrence of a censoring event.
* Persistence among patients with at least 5 years follow-up
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Event occurrence with ustekinumab versus anti-TNF -
UC patients

UC patients
2" line ustekinumab 2" line anti-TNF
(N=768) (N=768)
N % [95% CI] % [95% CI]
Short-term: discontinuation within 1 year’ 187 24.5%[21.5-27.7] 279 36.5%[33.1-40]
Long-term: discontinuation within 5 years* 54 70.1%[58.6-80] 54 72.0%[60.4-81.8]
Corticosteroid introduction’ 290 37.8%[34.3-41.3] 315 41.0%[37.5-44.6]
IBD-related hospitalization' 155 20.2%[17.4-23.2] 141 18.4%[15.7-21.3]
All-cause hospitalization1 284 37.0%[33.6-40.5] 263 34.2%[30.9-37.7]
Major IBD-related surgery1 <10 NR <10 NR
Hospitalizations for serious infections’ 12 1.6%][0.8-2.7] 20 2.6%[1.6-4]

'Outcomes assessment period: up to 365 days after switch/swap index date or until occurrence of a censoring event.
* Persistence among patients with at least 5 years follow-up
NR: not reported due to insufficient number of patients (n<10)
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