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Background

✓ Therapeutic armamentarium is expanding both in UC and CD

✓ Therapeutic ceiling is still too low

✓ Steroid use is still too high, surgery rate is still too high, disability is still too high

✓ Need for a better choice and better positioning is mandatory

✓ For a better interaction with payer we need knowledge



Background



Ustekinumab: MoA

TNF-
IFN-

TNF- IL-17A
IL-22

T cell

Differentiation and clonal 
expansion of Th1 and Th17 subsets 
is prevented

Antibody binds to the p40 subunit of IL-12 and 
IL-23, preventing binding to their cell surface 
receptors

Th1

Th17

Down-regulation
of inflammatory cytokines

Wilson NJ,Nat Immunol 2007; Schmitt H, Immunology 2021



Adults With Active              
Psoriatic Arthritis 

2013

Adults With 
Moderate to 
Severe Plaque 
Psoriasis Who Are 
Candidates for 
Phototherapy or 
Systemic Therapy

2009

Adults With Moderately 
to Severely Active 
Crohn’s Disease 

2016

Adolescents
12 Years or Older With 
Moderate to Severe 
Plaque Psoriasis, Who 
Are Candidates for 
Phototherapy or 
Systemic Therapy

2017

Adults With Moderately 
to Severely Active 
Ulcerative Colitis

2019

Pediatric Patients 
6 Years and Older 
With Moderate to 
Severe Plaque Psoriasis, 
Who Are Candidates 
for Phototherapy or 
Systemic Therapy

2020

Pediatric Patients 
6 Years and Older 
With Active Psoriatic 
Arthritis

2022

Feagan NEJM 2016; BE Sands NEJM 2019

UNITI1-2
IM-UNITI

UNIFI

Ustekinumab: labels



Ustekinumab: what we know from RCT?

Ustekinumab showed efficacy in both CD and UC

Ustekinumab showed safety in both CD and UC

Rapid onset of action on symptoms?

Feagan NEJM 2016; BE Sands NEJM 2019



Ustekinumab: what we know from RCT?

Colombel JF, et al, Clin Gastroenterol Hepatol. 2023; Danese S, et al. Clin Gastroenterol Hepatol..

improved symptoms at Day 7 vs placebosymptom relief by Day 1
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Feagan B, et al. N Engl J Med. 2016, Sands BE, et al. N Engl J Med. 2019 

†

23.4%
(n = 41)

37.8%
(n = 65)

42.0%
(n = 74)

Primary and major secondary endpoints
CD-UNITI UC-UNIFI

Ustekinumab: what we know from RCT?



Sandborn WJ, et al. Clin Gastroenterol Hepatol. 2022,  Afif W, et al. Am J Gastroenterol 2023

Clinical remission up to 5 years of treatment 
with ustekinumab

Steroid- free symptomatic remission up to 4 years 
with ustekinumab
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Ustekinumab: what we know from RCT?



Abreu MT, JCC 2022

Ustekinumab: what we know from RCT?
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Persistence rates for 8724 patients with CD were 82.9%, 
71.4%, 64.1%, and 59.7% at 1 2, 3, and 4 years, respectively. 
Similarly, persistence rates for 276 patients with FCD were 
84.1%, 70.9%, 64.9%, and 63.1% at 1, 2, 3, and 4 years, 
respectively. 
Persistence rates for 1291 patients with UC were 76.5% at 1 
year and 69.5% at 1.5 years. 

When stratified by prior IBD-indicated biologic experience, 
persistence wasnumerically higher in biologic-naıve



Effects of line of therapy on IBD-associated 
hospitalization





Johnson 2022, American Journal of Gastroenterology

▪ Retrospective multicentric study, 1113 pts, median 
follow up 386 days (204-562)

▪ 88.7% prior anti-TNF exposure

▪ 65% 2 or more biologics

▪ 37% history of perianal disease

▪ 59% previous intestinal surgery

6 months 12 months

Clinical remission 21% 40%

Steroid-free remission 15% 32%

Endoscopic remission 17% 39%

Radiographic remission 19% 30%

SUCCESS CONSORTIUM



Johnson 2022, American Journal of Gastroenterology

▪ Retrospective multicentric study, 1113 pts, median 
follow up 386 days (204-562)

▪ 88.7% prior anti-TNF exposure

▪ 65% 2 or more biologics

▪ 37% history of perianal disease

▪ 59% previous intestinal surgery

6 months 12 months

Clinical remission 21% 40%

Steroid-free remission 15% 32%

Endoscopic remission 17% 39%

Radiographic remission 19% 30%

Clinical remission (naive) 63

Endoscopic remission (naive) 55

SUCCESS CONSORTIUM



Johnson 2022, American Journal of Gastroenterology

SUCCESS CONSORTIUM

Clinical predictors of treatment response:

- Number of prior biologics (cumulative 
rates of clinical and endoscopic 
remission lower with each additional 
prior biologic exposure)

- Prior anti-TNF (lower probability)

- Prior vedolizumab (lower probability of 
endoscopic remission, not clinical 
remission)



Johnson 2022, American Journal of Gastroenterology

Clinical predictors of treatment response:

- Number of prior biologics (cumulative 
rates of clinical and endoscopic 
remission lower with each additional 
prior biologic exposure)

- Prior anti-TNF (lower probability)

- Prior vedolizumab (lower probability of 
endoscopic remission, not clinical 
remission)

SUCCESS CONSORTIUM

From UNITI trials:
- Baseline albumin
- Absence of prior intestinal surgery
- No prior anti-TNF
- Lack of draining fistula
- No prior smoking history
         Dulai P, American College of Gastroenterology 2019



Biemans et al. J Crohns Colitis 2020;14:33-45.

Among Patients With Prior One Or Two 
Anti-TNF With Or Without VDZ Therapy

Among Patients on q12w or q8w 
Maintenance Interval

Among All Patients

A prospective, observational registry study evaluated the long-term effectiveness and
safety of UST in a real-world setting with a follow-up of 2 years (N=252 CD patients).

ICC REGISTRY



EXTRAINTESTINAL MANIFESTATIONS:

• At baseline 67 EIMs were reported in 59 patients.

• During follow-up, 32.8% of patients (22/67) with arthralgia achieved EIM remission. 
• All patients with uveitis, apthous stomatitis, and pyoderma gangrenosum achieved EIM remission and one of 

the two patients with erythema nodosum achieved EIM remission during follow-up. 

• Thirty-nine patients developed new arthralgias during follow-up, of whom 66.7% 
(26/39) achieved EIM remission before  Week 104.

• Three patients developed transient aphthous stomatitis during follow-up, two 
patient's uveitis, two patients' erythema nodosum and one patient pyoderma 
gangrenosum.

Straatmijer et al. J Crohns Colitis 2021

ICC REGISTRY



ULISES study in UC

Reasons for discontinuation %

Primary non-response 39

Loss of response 35

Medical decision 13

Partial response 5.8

Adverse event 7

Treatment after discontinuation %

Tofacitinib 25

Anti-TNF 19

Vedolizumab 12

Upadacitinib 10

Filgotinib 4.5

Other options 22

Surgery 18

Chaparro M, et al. Presented at ECCO, Stockholm, Sweden, 21st–24th February 2024. DOP74.

Multivariant analysis of associating  factors 
of drug discontinuation

Persistence at 12 months: 78%
Persistence at 24 months: 68%



ULISES study in UC

Chaparro M, et al. Presented at ECCO, Stockholm, Sweden, 21st–24th February 2024. DOP74.

Survival curve of the response of patients who had  
steroid-free clinical remission at Week 16
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CD guidelines and AIFA

TNFi first



UC guidelines and AIFA

Free choice for first line therapy 
except for JAK-inhibitors 

(refundability)



Positioning Ustekinumab



?

Positioning Ustekinumab



D’Amico et al, JCC 2022

Look at the patient 
contraindicated to 
anti-TNF!

Positioning Ustekinumab



Sequencing



Sequencing
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Ustekinumab: main features

Paediatric CD patients; only case series of ustekinumab use are available Danese, JCC 2019

Risankizumab



Ustekinumab: EIMs

Greuter et al. Gut 2021



Ustekinumab: EIMs



Ustekinumab: EIMs



Effectiveness: rate of hospitalization or surgery
Safety: risk of serious infections Singh 2022, Clinical Gastroenterology and Hepatology 

CA-IBD cohort study



Ustekinumab: safety



Gupta A Clin Gastroenterol Hepatol, 2023

Ustekinumab: safety



Casas-Deza D, JCC 2023

648 patients were included

Ustekinumab: elderly



PIANO Study 
Pregnancy in Inflammatory Bowel 
Disease and Neonatal Outcomes

Prospective, observational, 
multicenter USA study

“Continuation of UST and VDZ 
throughout pregnancy is 
recommended”

Abreu MT, JCC 2023

Ustekinumab: pregnancy
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Ustekinumab: any weakness points?

D’Amico et al, JCC 2022



Ustekinumab: any weakness points?

D’Amico et al, JCC 2022



Ustekinumab: any weakness points?

D’Amico et al, JCC 2022
pouchitis

Ustekinumab showed a clinical and 
endoscopic effect in slightly more 
than half of the patients, remission 
in one third

Louis, Clinical Gastroenterology Hepatology 2024



Ustekinumab: any weakness points?

D’Amico et al, JCC 2022

?



Optimization rate

Deriks, DLD 2023



Optimization rate

Dose-escalation in one-fifth of patients (OFF label)

Zhdanava, Crohns and Colitis 2023



H Ren, IBD 2023

A retrospective observational study 
99 adult patients with severe CD
48 patients with standard and 51 with optimized induction treatment.  

Optimization: strategy #1 (optimized induction)



? Randomized patients who lost response to 90 mg 
UST SC q8w

IV UST ~ 6 mg/kg
+ SC PBO

IV PBO 
+ SC UST 90 mg

SC maintenance UST 90 mg
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Schreiber S, et al. Poster presented at ECCO 2023; P436.

UST SC maintenance UST IV reinduction

40/
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53/
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Optimization: strategy #2 (POWER STUDY)
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Conclusions

✓ Efficacy and effectiveness with high persistence and durable remission

✓ Safety (even in special population)

✓ Evaluate EIMs

✓ Better in first lines

✓ In the future maybe pouchitis, POR, perianal disease

✓ In the future: potential role in dual therapy
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