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Taking into account specific risk factors, genetic phenotypes, pharmacokinetic characteristics and 
other particular features unique to each IBD patient would allow a personalised approach to manage 
the disease. Personalised medicine represents the tailoring of the medical approach and treatment of 

each patient – and is expected to become the paradigm of future healthcare.

TAILORED THERAPIES FOR IBD: 
A LOOK INTO THE FUTURE

One size fits all does not work
Early therapy with anti-TNFs, with or 
without immunomodulators, are more 
effective for treating CD than the later 
addition of these treatments, Prof Marla 
Dubinsky, USA, said.
   – However, still only a minority of pa-
tients ever receive these medications 
early in the course of the disease.
   Reasons for delayed use of biologics in-
clude patient and provider concern over 
adverse events associated with immune 
suppressant drugs, costs and a lack of 
ability to risk stratify patients to direct 
more intensive therapy towards the right 
patients, she explained.
   There are several prognostic markers: 
Clinical, endoscopic and serological and 
laboratory markers were some she des-
cribed.
   – An increase in serological markers is 
associated with more aggressive CD over 
time, and an increase in surgery, Prof 
Dubinsky underlined.

should we reach? The nearer endoscopic 
healing we can get, the better the outco-
me, Dr Daperno continued.
   For measuring endoscopic activity, 
there are several indexes. In Crohn's di-
sease (CD) there is Rutgeert's score for 
the postoperative setting, and CD En-
doscopic index of severity (CDEIS) and 
Simple endoscopic score for CD (SES-
CD) for overall disease activity.
   – For UC there is Mayo endoscopic sub-
score (MES), UC endoscopic index of se-
verity (UCEIS) and UC colonoscopic in-
dex for severity (UCCIS). However, the 
agreement for these scores is suboptimal 
– but bear in mind scores at least amelio-
rates endoscopic reports, he pointed out.
   Endoscopy should always be perfor-
med  when you are ready to change the 
treatment, he stated.
   In Dr Daperno's summary he also un-
derlined that common learning is requi-
red, in order to ensure we all speak the 
same language.

This was discussed at Falk sympo-
sium 213 which was held in Mi-
lan October 5 - 6. It is the Italian 
city famous all over the world for 

its tailors and designers, so it therefore 
provided a perfect setting for the topic.
   900 delegates from a total of 48 countries 
were greeted welcome by Prof Silvio 
Danese, Chair of the Scientific Organiza-
tion. In his address, he welcomed them all 
to his hometown Milan, and thanked Falk 
foundation for supporting the Meeting.

Agreement between endoscopic scores 
is suboptimal
Dr Marco Daperno, Italy, talked about 
endoscopy to tailor therapy choices.
   – Endoscopic activity matters – severe 
lesions affect outcomes, he said.
   In the absence of dedicated interventional 
randomised controlled trials (RCTs), en-
doscopic healing is seen as one of the most 
reliable objective endpoints of treatment.
   – But what degree of mucosal healing 
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   – Right therapy for the right patient 
will be critical as targets are developed. 
Risk prediction can help identify the right 
patient – and right dose at the right time 
helps optimise therapies, she summarised.
   Decision support tools that are being 
developed will impact personalisation, 
she said at the end of her lecture.  

New steroids 
In a session on conventional therapies, 
four speakers talked about optimising 
therapies to patient profiles. Prof Simon 
Travis, UK, talked about old and new for-
mulations of steroids.
   He pointed out that new steroids with 
low bioavailability have significant bene-
fits with regards to safety.
  – Budesonide CIR or Budenofalk has 
been shown to induce remission in 
ileo-colic CD. For UC, budesonide MMX 
was found in a systematic review of 
31 trials to have fewer steroid-related 
adverse events than prednisolone and 
beclomethasone.
   But prednisolone/systemic steroids are 
approximately 15 % more effective, Prof 
Travis added.
   – New steroids bridge the gap between 
5-ASA and systemic steroids. They 
are appropriate first line for patients 
who have diabetes, hypertension, obe-
sity or intolerance or aversion to sys-
temic steroids, osteopenia or mood 
disturbances.

A safe modality
Prof Axel Dignass, Germany, continued 
with 5-ASA in UC.
   – It is standard of care in mild to mode-
rate UC. They have been shown to indu-
ce mucosal healing and improvement of 
quality of life and work productivity.
   He said that optimal use improves the 
efficacy. This translates into the use of 
optimal preparation according to pa-
tients preference and disease location. 
Patient education and empowerment is 
important in this context.
   – Non-adherence is frequent in 
quiescent IBD, especially in patients 
with depression. Non-adherence is sig-
nificantly increased with multiple do-
sing, young age, in singles, when swit-
ching medications and if the patient has 
full employment.
   – 5-ASA is a safe modality – even during 
pregnancy. It is also a chemopreventive 
agent – 5-ASA reduces the risk of colo-
rectal cancer in IBD.

Combination therapy is not for everyone
Azathioprine is a valid option for 
mild-to-moderate CD, and for UC after 
5-ASA.  
   – Assess efficacy after 2 - 3 months. If 
it is not good enough, it is not a mistake 
to try and dose-optimise – even if many 
today in that case choose to move to bio-
logics, said Dr Filip Baert, Belgium.
   He then turned to biologics – should 
we have monotherapy, or a combination 
with azathioprine?
   – If your patient already have aza-
thioprine onboard, and do not have any 
side-effects, you might as well add a bio-
logic to that and later de-escalate. Com-

bination therapy is shown to be superior  
to monotherapy – this goes also for ada-
limumab.
   But combination therapy is not for everyo-
ne and forever. It is not possible for some 
patients due to fear of side effects. And if it 
is not forever – when should we stop?
   – An individual approach is necessary, 
including previous history, risk profile, 
drug levels and anti-drug antibodies, Dr 
Baert underlined.
   There is a toxicity profile, so skip thio-
purines in case of idiosyncratic reactions 
and special populations.
   – Contra-indications are TMPT ho-
mozygote mutants, prior or current his-
tory of melanoma, cancer or lymphoma, 
vulnerable patients (frail or elderly) and 
EBV-negative young males, Dr Baert 
summarised.
   The session ended with Prof Franck 
Carbonnel, France, talking about met-
hotrexate.
   – Methotrexate is efficient as an indu-
ction and maintenance therapy in CD. 
When combined with infliximab it redu-
ces immunogenicity, he stated.
   He also said that in UC it may induce 
clinical remission, but does not appear to 
be efficient as a maintenance therapy.

Drug levels are associated with response
A tailor made approach to anti-TNF 
was the title of one session. In this, Prof 
Yehuda Chowers, Israel, talked about the 
patient likely to respond to anti-TNF.
   –  We need predictors, but we do not 
have that, he initially established.
   Young age, high BMI, high CRP, muco-
sal lesions and no past surgery are asso-
ciated with response.

Filip Baert

Franck Carbonnel Yehuda Chowers
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   Half of patients in GEMINI trial for UC 
had previous anti-TNF exposure.
   – But up to week 52, a very comparable 
efficacy was seen in anti-TNF naive and ex-
perienced patients, Prof Sands pointed out.
   As early as second week, differences 
between vedolizumab and placebo could 
be seen. Prof Sands also said that the 
drug has a very clean safety profile.
   – The drug works quickly, but real 
world data shows that after a while more 
patients are getting better.
   So where should vedolizumab be po-
sitioned?
   – A metaanalysis found that infliximab 
is better to induce mucosal healing, but 
vedolizumab was close behind – and it is 
a much safer drug, Prof Sands said.
   Inconsistent findings with regard to 
predictors of response make patient se-
lection challenging. 
   – Therefore, clinical judgement and 
shared decision-making must be applied 
in choosing advanced therapies for UC, 
was his conclusion.

The preferred choice in patients with 
high risk for infection
Then Prof Stefan Schreiber, Germany, 
talked about vedolizumab in CD.
   – Pooled data from GEMINI 2 and 3 
show that vedolizumab achieved higher 
remission rates in anti-TNF naive ver-
sus anti-TNF experienced patients, Prof 
Schreiber pointed out.

anti-TNF withdrawal in 1055 patients 
showed an incidence of relapse of 19 % 
per year for CD, and 17 % per year for UC. 
   – So you have to be sure that the patient 
could successfully revert to treatment if 
needed. We must just not consider relap-
se – but also the consequences of relapse. 
Patients who have been in stable remis-
sion a long time on combination therapy, 
are those likely to be able to start again if 
cessation fails.
   Prof Louis continued by talking on 
cyclic treatment, which he stressed is 
not the same as "treatment on demand". 
   – The first and undisputable aim of IBD 
treatment is full disease control. The 
idea of cyclic treatment is to aim at the 
lowest immunosuppressive/biologic use 
– still compatible with full disease con-
trol. I think we have to continue to study 
this concept in the future.
   In his conclusions, Prof Louis establis-
hed that treat-to-target seems to be the 
most appropriate strategy for IBD. 
   – Once the target has been reached, tre-
atment de-escalation may be contempla-
ted. De-escalation is associated with an 
increased risk – and the acceptance of 
risk for flare varies very much between 
patients. But it may offer a favourable 
benefit/risk cost profile in a subset of 
patients. 

Comparable efficacy for anti-TNF naive 
and experienced
Prof Bruce E. Sands, USA, talked about 
vedolizumab in UC.
   – The GEMINI trial demonstrated quite 
a robust response. The drug works for in-
duction in UC, there's no doubt. Also the-
re were good results at week 52, he said.

Drug levels are also associated with 
response – and early phase drug levels 
predict later response, Prof Chowers said.
   – Preventing immunogenicity is crucial 
for subsequent response – use immunos-
uppressor when possible. The best pa-
tient is the patient with TNF-driven in-
flammation, but further tools assessing 
TNF load are probably needed for treat-
ment optimisation, he stated.
   Loss of response to anti-TNF is a sig-
nificant challenge in management of 
patients with IBD, said Prof Iris Dotan, 
Israel.
   – Loss of response may be predicted by 
inflammatory markers, through levels, 
therapeutic drug monitoring (TDM) 
proactive or not. Then there are patient 
factors, such as weight/BMI, albumin 
and anti-drug-antibodies, she explained.
   Pharmacokinetic and pharmacodyna-
mic models and TDM may ensure pa-
tients have measurable concentrations 
over the entire dose interval.
   – Thus, individualised rather than fix-
ed dosing may improve outcome for IBD 
patients treated with anti-TNF thera-
pies, Prof Dotan stated.
 
When to de-escalate therapy?  
Suboptimal disease control is a worst-ca-
se scenario in treating IBD, Prof Edouard 
Louis, Belgium, said. 
   He was talking about tailoring inter-
ruption of anti-TNF.
   – We now know we have to set treat-
ment targets, which we have learned 
from rheumatology. And you do not de-
crease infliximab, if you not have reached 
your target, he underlined.
   A large Spanish multicenter trial on 

Iris Dotan

Edouard Louis Bruce E. Sands
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The mechanism of JAK-inhibitors
Janus kinase (JAK) inhibitors for the 
management of IBD was the title for a 
lecture given by Prof Remo Panaccione, 
Canada. He started by explaining the 
mechanisms of action.  
   The JAK-STAT signalling pathway is a 
chain of interactions between proteins in 
a cell, and is involved in processes such 
as immunity, cell division, cell death and 
tumour formation
   There are four JAKs that work in pairs 
in the intra-cellular space. 
   1: Cytokine binding to its cell surface re-
ceptor leads to receptor polymerization.  
   2: A JAK inhibitor prevents the autop-
hosphorylation and activation of JAKs. 
   3: JAKs can then not phosphorylate the 
cytokine receptors. Therefore, the re-
ceptors can not dock STATs . 
   4: Because the STATs can not dock, 
they are not phosphorylated or acti-
vated. Gene transcription and cytokine 
production is thereby inhibited.
   – Members of the JAK inhibitor class 
have distinct in vitro inhibition profiles, 
which include pan-JAK inhibition (to-
facitinib), preferential JAK3 inhibition 
(peficitinib) and selective JAK1 inhibi-
tion (upadatacitinib and filgotinib), Prof 
Panaccione continued.
   Presently only tofacitinib is approved 
for IBD. Trials on the other three are on-
going.
   – There are many benefits with JAK in-
hibition in IBD – a rapid efficacy in the 
induction period and stable efficacy in 
maintenance. They can induce mucosal 
healing and are steroid sparing. Also the-
re is convenience with oral administra-
tion – and they have no immunogenicity 
in UC and CD.
   Tofacitinib is approved for UC, and se-
lective JAK1 inhibitors have shown pro-
mise in CD.      
   – Agents are generally well tolerated, 
but more long term data in IBD is needed 
to assess true safety signals.
   Several Phase III trials are ongoing.
   – Shared decision-making with the pa-
tient will be key to effective use in clinical 
practice, Prof Panaccione ended his lecture.

Trap the lymphocyte in the node   
Prof Brian Feagan, Canada, talked about 
sphingosine 1-phosphate (S1P) receptor 
modulators.
   – Targeting lymphocytic migration in 
the gut has been a game-changer in IBD, 
he underlined.
The mechanism of action is as follows: 

Lots of patients on anti-TNF lose re-
sponse over time.
   – Data on this are scarce on vedolizu-
mab – but there are exciting new data 
that suggests better sustainability.
   He finished by talking about the unique 
safety advantage for vedolizumab.
   – The drug is a preferred choice in pa-
tients with particular infection risks – 
due to high age, being immunocompro-
mised or having a specific history.

8 week dosing superior for ustekinumab
An even newer drug for CD is ustekinu-
mab. It reduces IL-12 and IL-23 mediated 
signalling, cellular activation and cyto-
kine production – this was already pro-
ven effective for psoriasis and psoriatic 
arthritis, Prof William Sandborn, USA, 
explained.
   – It is particularly effective in CD pa-
tients with previous TNF-blocker failu-
re, he said.
   The Phase III studies UNITI 1 and UNI-
TI 2 for induction of moderate to severe 
CD demonstrated statistical significant 
changes in CRP and faecal calproctec-
tin over placebo at week 6. Ustekinumab 
also induced significant improvements 
in soft/liquid stool frequency within the 
first 2 weeks.
   – That's pretty quick in a refractory pa-
tient population, Prof Sands commented.
   Patients that responded at 8 weeks 
were re-randomised to 2 different doses 
and placebo for maintenance. At week 
44, 53,1 % of those receiving ustekinu-
mab 90 mg every 8 week were in clini-
cal remission. Those on 90 mg every 12 
week showed 48,8 %. This suggests that 
8 week dosing is superior, he said.
  – The overall safety profile at week 44 
was good – better than for anti-TNFs, 
Prof Sandborn summarised.

A multi-centre cohort consortium analy-
sis found that shorter disease duration is 
associated with higher response rates to 
vedolizumab in CD – but not in UC, he 
said.
   Clinical response in patients with CD 
was reported to be higher with an addi-
tional dose and dosing every 4 weeks, ac-
cording to a GEMINI 2 post hoc analysis.
   – Earlier choice of all biologics leads 
to higher efficacy. First line biologic 
therapies perform best – independent 
whether it is anti-TNF or vedolizumab 
that is used.
   Prof Schreiber also underlined that the 
percentage of failures to anti-TNF or vedo-
lizumab is large. Decisions for dose increa-
ses or swaps should therefore be made early.

Stefan Schreiber

William Sandborn Remo Panaccione
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   Dr Spinelli presented data from 2018 
on mesentry retention versus removal. It 
was a retrospective study on 30 CD-pa-
tients with conventional resection ver-
sus 34 CD-patients who had inclusion of 
mesentry.
   – It found that inclusion of the mesen-
try in the resection led to reduced surgi-
cal recurrence.
   He summarised by saying that a sur-
gical approach tailored to the patient in 
CD is advocated at any level – preopera-
tively, operatively and postoperatively.

leads to a delay in the acceptance of sur-
gery. This leads to more complex disease 
in CD, and worse conditions in UC – and 
this causes a higher risk for complica-
tions. This causes a common negative 
perception again – and the loop starts 
over...
   Tailored patient counselling means to 
understand what matters to that patient.
   – The timing matters – there are ex-
ams, school, birthdays, marriage and so 
on. Offer options (if there are any) – and 
adjust expectations! Success is just a de-
finition.
   Explaining the expected course decre-
ases anxiety, and the discharge should be 
planned in advance.
   – If patients think they will be in for 2 
weeks, they probably will.
   Involve the caregivers, and do not for-
get the practical issues.

Surgical approach should be tailored at 
all levels
Stoma education is most effective pre-ope-
rative, and should include marking of sto-
ma site for a comfortable stoma position.
   – Also remember counselling on de-
hydration avoidance – dehydration is the 
most common cause of readmission after 
ileostomy, Dr Spinelli underlined.
   Preoperative magnetic resonance elasto-
graphy (MRE) correctly predicts surgical 
strategy in a majority of patients undergoing 
surgery for complicated CD. MRE is espe-
cially valuable before laparoscopic surgery.
   – Laparoscopy should be considered 
standard of care for IBD surgical mana-
gement, he emphasized.

Lymphocyte subsets circulate through 
lymph nodes. Exit of these lymphocytes 
from the lymph node is S1P dependent. 
Ozanimod down modulates S1P, preven-
ting these lymphocytes from exiting and 
contributing to tissue inflammation. 
   – The lymphocyte is trapped in the 
lymph node, Prof Feagan clarified.
   But lymphocyte subsets important for 
viral and tumour surveillance continue 
to circulate.
   The TOUCHSTONE study on S1P an-
tagonist ozanimod as therapy for UC was 
conducted at 57 sites in 13 countries. It 
was on ozanimod 0,5 mg and 1 mg versus 
placebo.
   – Patients remained blinded up to week 
32 – which is unique!
   Data from week 8 on clinical remission 
showed 14 % of patients in the 0,5 mg 
arm and 16,4 % for the 1 mg arm – to be 
compared with 6 % for placebo. At week 
32, 26 % of patients in the 0,5 mg were in 
clinical remission, and 20,9 % in the 1 mg 
arm. The rates for patients on placebo 
was still 6 %.
   – It is a very interesting result, Prof Fea-
gan said.
   The new kid on the block is etrasimod. 
After encouraging results from a Phase II 
trial, it is now moving forward to Phase III.
   – S1P antagonists are a new class of oral 
drugs for UC, that are likely to enter the 
clinic within the next 3 years for treat-
ment of UC. Ozanimod and etrasimod 
are more specific agents that likely will 
have a better safety profile. They could 
be "pre-biologic drugs", and are candi-
date agents for oral combination therapy 
agents, Prof Feagan concluded.

The negative loop
Dr Antonino Spinelli, Italy, gave a talk on 
tailoring surgery in CD.
   – Tailoring means addressing the right 
patient to the right treatment for her or 
him. It could be surgical or medical, he 
told the audience.
   Tailored decisions are shared decisions, 
which means multidisciplinary teams 
(MDT) in the presence of the patient.
   – Avoid MDT as formalisation of al-
ready taken decisions – discuss patients 
when they still have multiple options, Dr 
Spinelli stated.
   Surgery is negatively perceived by IBD 
patients, despite strong evidence of posi-
tive effects on quality of life. He descri-
bed the "negative loop":
   – A common negative perception gives 
a bad attitude to surgery – which in turn 

Brian Feagan
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drugs we use to treat IBD probably in-
creases the risk for infections – with the 
exception of 5-ASA.
   – Our medical therapeutic strategy 
has evolved – we use earlier and more 
aggressive immune-suppressing drug 
therapy to prevent disease progression.
   The patient population is varied. IBD is 
a global disease, and these patients travel 
to our countries – so we have to be awa-
re, Prof Lindsay underlined. 
   And there is increasing recognition 
of IBD in the elderly and patients with 
co-morbidities, which we also know in-
creases the risk for infection.    
   – Medical therapies do increase the risk 
of opportunistic infections. The risk of 
specific infection is drug-class specific – 
but the magnitude of risk is patient-spe-
cific, he underlined.
   Mitigating this risk requires a proactive 
IBD approach.
   – Screen early, and vaccinate when 
appropriate –  IBD patients are often not 
vaccinated. A nurse based intervention 
improved adherence to ECCO vaccina-
tion guidelines from 6 % to 33 %! A mul-
tidisciplinary team approach to these 
patients is crucial.
   Monitor the patient when on therapy 
and audit, was Prof Lindsay's final advice.

Per Lundblad

   – A cautious surgical strategy should 
be applied in all situations of risk, Prof 
Vecchi continued.
   He also pointed out that retrospective 
administrative data, showing a possible 
increase in morbidity and mortality of 
IBD surgery in the era of biologics, sug-
gest that in some severe patients we are 
pushing medical therapies too far.
   – A prompt and careful consideration 
of timely surgery is thus mandatory in all 
our IBD patients, was Prof Vecchi's last 
take-home message.

A proactive approach is needed
The last session in Milan was on chal-
lenging clinical scenarios. Prof James 
Lindsay, UK, talked about patients with 
previous serious infections.
   – A French nationwide cohort study 
from 2009  to 2014 found in 190,694 pa-
tients with IBD 8,561 serious infections 
and 674 with opportunistic infections, 
Prof Lindsay said.
   He said that he thought that all of our 

Perhaps we are pushing medical treat-
ment too far
Prof Maurizio Vecchi, Italy, talked about 
perioperative medications.
   – The short term outcomes after surge-
ry in IBD have markedly improved in the 
last decades due to better perioperative 
management of the patients –  as well as 
the introduction of more effective, less 
invasive and safer surgical techniques, 
he started by saying.
   Nevertheless, postoperative complica-
tions – most of them being of infectious 
origin – might still be observed in up to 
40 % of patients undergoing IBD surge-
ry, Prof Vecchi added.
   – Steroids and anti-TNF increase the 
risk of surgical complications and should 
be tapered or withdrawn whenever pos-
sible. However, modalities and times to 
perform withdrawal/tapering are still 
not defined.
Thiopurine and cyclosporine appear to be 
safe for surgery. Vedolizumab appears to 
be safe – with some controversial results. 


