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The day after tomorrow for IL/12/23: Making the best use of available evidence in clinical practice 
was the title of a satellite symposium sponsored by Janssen Pharmaceuticals.

DATA ON USTEKINUMAB IN CD

Chair Prof Iris Dotan, Israel, greeted 
welcome and presented the learning 
objectives for the symposium. They in-
cluded to describe the role of IL12/23 in 
IBD, real world evidence data on thera-
pies targeting the IL12/23 pathway and 
explaining how these therapies impact 
the therapeutic landscape in IBD.

Ustekinumab is a drug designed to 
interfere with the triggering of the body's  
inflammatory response through the 
suppression of certain cytokines. It 
blocks interleukin IL-12 and IL-23, 
which help activate certain T-cells.  
Ustekinumab binds to the p-40 subunit 
of both IL-12 and IL-23 so they in their 
turn can not bind to their receptors.

   
Inhibits the differentiation of TH1 cells 
Prof Raja Atreya, Germany, was the first 
speaker. He began by pointing out that a 
dysregulated immune response that leads 
to an impaired barrier function is causing 
IBD.

Antigen presentation cause differen-
tiation and proliferation of specific ef-
fector T-cells that migrate from lymph 
nodes into intestinal tissue. Activation of 
specific effector T-cell functions leads to 
renewed antigen presentation in intestinal 
tissue, Prof Atreya explained.

– Ustekinumab is a human anti-p40 
antibody that inhibits the differentiation 
of Th1 cells by blocking the IL-12/IL12 

receptor interaction – which leads to re-
duced differentiation to Th1 cells.

IL23 is also an effective target, and there 
are several drugs that block IL23 – usteki-
numab, guselkumab, risankizumab and a 
small molecule drug (PTG200) that is in 
Phase II studies in Crohn's disease (CD).   

Clinical trial data
He continued by presenting the week 
156 results from the IM-UNITI study on 
efficacy, safety and immunogenicity of 
ustekinumab for treatment of CD.

– No new safety signals were identified 
between week 96 and week 156. Rates of 
serious infections and malignancy re-
mained low, overall adverse events were 
comparable to placebo. Rates of antibody 
formation remained low, roughly 5 %.

Efficacy was maintained across end-
points through year 3, and ustekinumab 
dosing every 12th week and every 8th 
week performed similarly for most clinical 
measures.

– Remission was generally maintained in 
both the TNF-failure and non TNF-failure 
population. However, rates of maintenance 
of  remission was more stable among the 
TNF non-failure population, Prof Atreya 
stated.

Real world data
Dr Marieke Pierik, The Netherlands, 
continued with real world data on uste-

kinumab in CD.
– We need real world data, as well as 

clinical trials, she pointed out.
Dr Pierik stated that hospitalisations 

and surgery for CD is decreasing in her 
cohort in South Limburg, Belgium.

– But we do need more drug alternati-
ves for our patients.

She presented data from the cohort, 
and reminded the audience there were 
no anti-TNF naive patients in it.

– It is a very refractory cohort!
The data she presented showed that 

ustekinumab is effective in patients pre-
viously exposed to TNF-blockers and 
vedolizumab. 

– They are very similar to data from 
the UNITI trial.

Real world experiences from the Ne-
therlands show the same – and they are 
even a little bit better, Dr Pierik said.

However, in real life the majority of 
patients had a dose escalation to 8 weeks, 
she added.

Data also show that ustekinumab is re-
latively safe and well tolerated. 

– But more real world evidence is 
needed – to assess the precise place of 
ustekinumab in the treatment algorithm 
of CD. Also to assess the value and safety 
in subgroups, such as in pregnancy, Dr 
Pierik concluded.

Per Lundblad

Iris Dotan, Raja Treya and Marieke Pierik.


