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Diagnosis — Classification Crohn’s disease

Montreal
Age at onset Al: <40 years Al: below 16 years
A2: >40 years A2: between 17 and 40 years
A3: above 40 years
Disease location L1: terminal ileum L1: ileal
L2: colon L2: colonic
L3: ileocolon L3: ileocolonic
L4: isolated upper disease'
Disease behavior B1: inflammatory B1: nonstricturing, nonpenetrating
B2: stricturing B2: stricturing
B3: penetrating B3: penetrating
‘p': perianal disease modifier

'L4 is a modifier that can be added to L1-3 when concomitant upper Gl disease is present.
‘p' is added to B1-3 when concomitant perianal disease is present.
Adapted with permission from [12].

SatsangiJ et al. Gut (2006) 55:749-53
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Diagnosis — Classification Ulcerative Colitis

Montreal®’ Paris”’
Extent* E1 Ulcerative proctitis El Ulcerative proctitis
E2 Left-sided UC (distal to E2 Left-sided UC (distal to
splenic flexure) splenic flexure)
E3 Extensive (proximal to E3 Extensive (hepatic flexure
splenic flexure) distally)
E4 Pancolitis (proximal to
hepatic flexure)
Severity SO Clinical remission SO Never severet
S1 Mild UC S1 Ever severet
52 Moderate UC
53 Severe UC

*Extent defined as maximal macroscopic inflammation.

tSevere defined by Paediatric Ulcerative Colitis Activity Index (PUCAI) >65.

Satsangi J et al. Gut (2006) 55:749-53; Levine A et al, IBD (2011) 17:1314-21
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Other Points

* Family History, PMH, chronic infections
* Vaccination Status

* Family Planning, work, and travel plans
* Comorbidities

* Extraintestinal Manifestations
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Disease Evolution - considerations
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Treat to Target 2026 - considerations

Scientific advances | Clinical advances
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Treat to Target in Crohn’s Disease — Early treatment, SONIC

Corticosteroid-free Clinical Remission at Wk 26
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Treat to Target in Crohn’s disease — PROFILE study

Randomisation 1:1

i Top-down Primary
i endpoint
E « Start « If remission, « If remission, « If remission, Sustained surgery-
i infliximab continue infliximab and continue infliximab and continue infliximab and free and steroid-
| and immunomodulator immunomodulator immunomodulator free remission

Active ! immuno- « If flare, escalate « If flare, escalate - If flare, escalate toweek 48
; figure 1B figure 1B figure 1B

Crohn's : modulator (fig ) (hg ) (hg )

disease : Secondary
| Accelerated step-up endpoints
: + Endoscopic
: remission
! « Quality of life
E » Surgeries and
E « hospitalisations
i « Disease flares
! « Steroid courses
f T T T

-2 0 4 16 32 48
Time (weeks)
Steroid taper

Noor NM et al. Lancet Gastro Hepatol (2024)
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Treat to Target in Crohn’s disease — PROFILE study

Steroid & Surgery-free remission (%) until week 48

1 Step-up
1 Top-down
64% 63% 63%
100 — p<0-0001 _ p<0-0001 p<0-0001
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Treat to Target in Crohn’s disease — PROFILE study

Endoscopic remission (%) week48
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Treat to Target in Crohn’s disease — PROFILE study

First flare-free survival

— Step up
— Top down
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First flare-free survival (%)
(W]
o
]

Number at risk
(number censored)
Top down 186 (0) 175 (4) 154 (2) 144 (5) 14 (125)
Stepup 190(0) 96 (2) 53(3) 41(2) 6 (31)

Noor NM et al. Lancet Gastro Hepatol (2024) in press
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Treat to Target — Treatment Options
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IBD therapy — initial thoughts

1999 2012 2013 2014 2017 2018 2019 2022 2023 2024 2026

~ N ~ ~ o~ e} e ~
-
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’1‘ o o
Adalimumab Ustekinumab
Vedolizumab Tofacitinib Upadacitinib
Filgotinib

v

Risankizumab

Etrasimod

Mirikizumab

Source: EMA- https://www.ema.europa.eu/en
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Treat to Target - Strategy

Time to response

Safety

Extraintestinal manifestations

//:;)\ ;7\\\ L3 ]
va
.7~ Other consideration
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Extraintestinal manifestations

Peripheral

Anti-TNF - +

Anti-IL-12/23 - -
Anti-Integrin - =
Jak-inhibitor - ++
S1PR = 2
modulator

19
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Treat to Target 2026

Symptomatic Normalization of
Symptomatic remission calprotectin Mucosal
response and normalization of (in children- also healing

CRP/ESR

Active Therapy

patient  according
to risk

\ J .

Short —-term goals Long —term goals

Turner D et al. Gastroenterology (2021) 160(5):1570-83.
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Treat to Target — Monitoring

Therapeutic decisions
driven primarily by
symptoms

Endoscopy and Imaging
on “as needed” basis

Small bowel follow-
through, no use in
disease monitoring

biomarkers
Rimola J. et al. Gut (2022)
@H ARIT E ‘ I\/Iednznnlschg Kllrnk far Gz_astroenterologle, Infektiologie, Rheumatologie —
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Present

By

Decisions primarily made
on symptoms and
objective markers

Blood tests, stool tests,
endoscopy and imaging
(treat-to-target strategy)

Phenotyping of patients

Assessing response to
therapies

Non-invasive monitoring

Point-of-care monitoring
combined with

Future

Assessment of bowel
damage in disease
modification-trials

Definition of targets
based on cross-sectional
imaging

Novel imaging
techniques: Stiffness
(US-elastography; MR-
elastography), motility,
DWI

Artificial intelligence
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Crohn‘s disease — Monitoring Intestinal Ultrasound

Overall IUS response & transmural remission rates with Ustekinumab therapy

Overall Terminal ileum Colon
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Rimola J. et al. Clin Gastro Hepatol (2023)
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Ulcerative Colitis — Monitoring Intestinal Ultrasound

Trust&UC study: Bowel wall thickness

100 - m Baseline N=224 B T2W (2 weeks) N=70

90 w T1 (6 weeks) N=189 W T2 (12 weeks) N=178

80 -
70 A
60 -

50 -

Patients (%)

40 -

304

20 -

10 -

0 -

Sigmoid colon > 4.0 mm Descending colon > 3.0 mm

Maaser C et al. Gut (2020) 69:1629-36
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Ulcerative Colitis — Monitoring Intestinal Ultrasound

Trust&UC study — more parameter

804 =mm Baseline n=224
mmm T2\W (2 weeks) n=70
== T1 (6 weeks) n=189
p <0.001 p <0.001 = T2 (12 weeks) n=178
60
S
0 p <0.001 p < 0.001 p <0.001 p < 0.001
c 404
2
©
o
204
0-

Maaser C et al. Gut (2020) 69:1629-36
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Adapt: overcoming ,,escape mechanisms®
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Adapt: overcoming ,,escape mechanisms”

Anti-TNF therapy
Anti-TNF-Responder

isotype CD responder CD non-responder

& 15+ L
I
.
©
Q.
»
DAPI 3107
it Q
CD23 -
TNFR2 g 5-
CD4" T cel Apoptosis 5 5 1
Q
U 0‘ T
cD CD non-
responder responder
Schmitt H et al. Gut (2019) 68:814-28
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Adapt: overcoming ,,escape mechanisms®

Escape from anti-TNF therapy
Anti-TNF- Non-Responder

CD14* macrophage

w
TNFR2 Z“mTN

anti-TNF antibody

w
I ——————
#ir
T —

Bl CD anti-THF raive

B CD anti-TNF responder
2 CD anti=-THNF riom-res ponder

Expansion

i

Resistance
to apoptosis

positive cells [4]

D—‘HH-IE'I-'I'JTM"-J

CD4+ TNFR2+ IL23R+

CD14*
macrophage

Schmitt H et al. Gut (2019) 68:814-28
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Adapt: overcoming ,,escape mechanisms®

Long-term outcome of Risankizumab in Crohn’s disease: a real-world GETAID study

1 74 patients WIth CD DO Clinical response D3 Clinical remission O ster oid-free clinical remission (SFCR)
refractory to biologics

70
11%
&0
52%
Y. 489
10" 45% s " | | 4%
18% 40%
30°
% 30%

20%

10 108/152 |70/152 58152 35/128 79/152) | 72152| @ 35/86 |60/125| |58/125, @ 26/86

Risankizumab 600 mg |V at week
0,4 and 8 and then SC 360 mg
every 8 weeks

Fumery M et al. Clin Gastro Hepatol (2024)
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Adapt: overcoming ,,escape mechanisms®

Upadacitinib: outcomes by numbers of prior biologics

Endoscopic Response at Week 12

% of Patients

1 2 >2p1No YespNo Yesp No Yes,
Number of prior TNFi  Ustekinumab Vedolizumab
biologics failed or Natalizumab

=0 UPA45mg

Peyrin-Biroulet L et al. ECCO 2023 OP16, DDW; NEJM (2023)
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Endoscopic Remission at Week 12

40-
20+

% of Patients

(1 2 >21No Yespy No Yesp No Yes)
Number of prior TNFi  Ustekinumab Vedolizumab
biologics failed or Natalizumab

BN Placebo
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Adapt: overcoming ,,escape mechanisms”

Upadacitinib: outcomes by numbers of prior biologics

Endoscopic Response at Week 52

100+ b
)
o 80- ; L.
c ] c
S 60+ ' &
[y ) [
o ] o
‘5 407 : 5
o~ 20+ : o~
B
0-
1 2 >2p11No YespyNo Yesg No Yes)
Number of prior TNFi  Ustekinumab Vedolizumab
biologics failed or Natalizumab
B UPA 30 mg UPA 15 mg

Peyrin-Biroulet L et al. ECCO 2023 OP16, DDW; NEJM (2023)
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Endoscopic Remission at Week 52

1 2 >2)No YesyNo Yesp; No Yes;
Number of prior TNFi  Ustekinumab Vedolizumab
biologics failed or Natalizumab

BN Placebo
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Adapt: de-escalation strategies
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Adapt: de-escalation strategies

STOP-IT

@I-IARITE ‘

Screening visit (Timing: = 12 months of infliximab therapy minus the interval of regular visits)
* Luminal Crohn’s disease

+ In remission, judged by the treating physician

Yes

To do: (Timing: Between screening and inclusion visit)
» Endoscopy and/ or MR
* Blood samples (assessment of biochemical parameters)

Inclusion visit (n=136) Inclusion criteria

* Luminal Crohn’s disease

* Infliximab treatment length = 1 year

+ 2>18yearsold

+ Stable disease

*  Complete remission on infliximab, defined as:
+ CDAI< 150
* No endoscopic or MR imaging signs of disease activity
* Normal biochemical parameters

| RANDOMISATION (1:1)

N

Continuation of infliximab therapy with Discontinuation of infliximab therapy
unchanged frequency

Endpoints are assessed at 48 weeks

Medizinische Klinik fiir Gastroenterologie, Infektiologie, Rheumatologie —

Campus Benjamin Franklin
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Adapt: de-escalation strategies

STOP-IT: Time to relapse in Crohn’s disease patients in complete remission

100

Relapse free survival (%)
S
1

..........

- PBO + immunosuppressants
ns - PBO
------ PBO - immunosuppressants

IFX group n=59 n=59 n=56 n=52
PBO group n=56 n=36 n=30 n=27

Buhl SS et al. BMJ Open (2014) 4:e005887
Buhl SS et al. DDW 2021
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Adapt: de-escalation strategies — SPARE trial

Screening

v

Randomisation

Relapse

'

MNo remission

!

End of study

Continuation of the combination

Intensification of infliximab at

Judged as treatment failure per

Co-primary
endpoints:
relapse rate and
time in remission
over two years

»| therapy at the same dose - 10 mg/kg every 8 weeks - - protocol; management at the
discretion of the investigator
Patients with Crohn's disease in
steroid-free remission for Discontinuation of infliximab and Infusion of infliximab 5 mg/kg. Judged as treatment failure per
=6 months and treated with continuation of the If no remission at 4 weeks, protocol; management at the
infliximab and p| immunosuppressant atthesame | _ > reinfusionat 10 mg/kgandthen | _ » discretion of the investigator
immunosuppressant combination dose back to 5 mg/kg; if further relapses,
therapy for =8months, infliximab same as combination therapy
being given at 5 mg/kg every group
8 weeks for the past =4 months
Discontinuation of Infliximab intensification as in Judged as treatment failure per
o] immu - L » combination therapy group; ifno | » protocol; management at the
contir Herunterladen remission, immunosuppressant is discretion of the investigator
same dose restarted
Colonoscopy * *
Scheduled visits
-3 8 16 24 32 40 48 56 64 72 80 88 96 104>

@I-IARITE ‘

Timeline (weeks)

Medizinische Klinik flir Gastroenterologie, Infektiologie, Rheumatologie —
Campus Benjamin Franklin

35



Deescalation strategies

SPARE

Inclusion: CD patients in steroid-free
clinical remission > 6 months, on combination
therapy of infliximab and IS > 8 months

Louis E. et al. Lancet Gastro & Hepatology (2022)

100 -
75
g
©
=
c
2
g °07
Y
3
o
©
[7)
o
25—

Number at risk

(number censored)
Combination group

Infliximab withdrawal group
Immunosuppressant withdrawal

group
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—— Combination group

—— Infliximab withdrawal group

—— Immunosuppressant withdrawal group

Combination group vs infliximab withdrawal group, HR 3-45 (95% Cl
1.56-7-69); p=0-003

Immunosuppressant withdrawal group vs infliximab withdrawal group,
HR 4-76 (95% Cl 1.92-11-11); p=0-0004

0 T T T |
0 26 52 78 104
Time (weeks)
67 (0) 60 (5) 59 (6) 53(9) 39(21)
71(0) 59(2) 48(3) 43 (4) 29 (17)
69 (0) 63 (4) 60(7) 54(13) 39(24)
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Vision — ??7?

Present

Traditional
combo
ACT
&
One—suze fits all ‘
. ()
°
Immunomodulators
Dual biologics
or
Biologics +
High-risk patients Blologm Small molecules
(Refractory IBD.
Uncontrollad EIM)
receive the
same lreatment

Danese S et al. Gut (2022) 71:2380-2387
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Tailored approach

#

High-nsk patients
(Refractory 1BD,
Unconirolled EIM)

inﬂammato! Y signatures

Future

Immuno-
modulators

Biologics

Small
molecules

)

ACT

"
,

- Maintenance

treatment

~ (mono therapy

or ACT)

Molecular
healing?



Conclusions

Complete assessment of disease phenotype key for therapy
Consider Cofactors
Treatment should be initiated rapidly
Monitor response and adapt as quickly as needed
Stable remission — consider de-escalation

Vision — markers will help us to decide

-I.-"_"\- " . . . . . . .
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