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Abstract / Povzete

first followed by anti-TNFs?
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During the last decade inflammatory bowel disease
(IBD) became a highly treatable disease. After two
decades of anti-TNFs as the only treatment option
finally new molecules were developed. These mole-
cules were costly treatment. Finally, biosimilars dra-
matically changed access to biological treatment. Bio-
similars of anti-TNFs reduced the cost, therefore
most countries were able to pay for the new drugs for
the patients who had contraindications or inappro-
priate response to anti-INFs. Nowadays, there is an
important clinical dilemma on the choice of first line
treatment. Below we discuss two different approaches.

ARGUMENTS FOR FIRST LINE
ANTI-TNFS

The development of anti-TNFs, followed by other
advanced therapies, has revolutionized the mana-
gement of inflammatory bowel disease. Despite the
expanding therapeutic armamentarium, treatment
goals are still not achieved in more than 50% of
patients. In Crohn’s disease, available evidence
consistently demonstrates that favorable outcomes
are more likely when effective therapy is introduced
early after diagnosis, compared with the conventio-
nal “step-up” approach. To date, early intervention
strategies have been evaluated exclusively with the
combination of infliximab and azathioprine, sho-
wing superior rates of endoscopic remission and

improved long-term outcomes (1,2). It is reasonable

to assume that similar results could be achieved
with other advanced therapies in the same patient
population, but robust evidence is lacking. Moreo-
ver, all currently available advanced therapies are
subject to secondary loss of response over time.
With anti-TNFs, therapeutic drug monitoring
(TDM) has become an established and widely accep-
ted strategy, enabling optimization based on drug
concentration and the presence of anti-drug antibo-
dies. In contrast, with other therapies, loss of
response is often managed empirically, which risks
unnecessary delays at a time when achieving disease
control is most critical. Safety concerns are often
cited against the use of anti-TNFs, particularly the
risk of infections and lymphoma. However, it is
important to emphasize that active disease itself
carries a significant risk of infections, which is
effectively reduced through the use of appropriate
therapy (3). Furthermore, the infection risk asso-
ciated with treatment can be minimized to accepta-
ble levels through adequate pre-treatment screening
and careful monitoring during therapy. It should
also be noted that the increase in safety risks is
substantially higher when anti-TNFs are used in
combination with immunomodulators. In this
regard, the development of subcutaneous infliximab
has shown comparable efficacy as monotherapy
compared with parallel use of immunomodulators,
with positive implications for treatment safety (4).

In summary, initiating anti-TNF treatment first
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offers the best evidence-based approach to maxi-
mize mucosal healing and achieve sustained remis-
sion with acceptable safety profile.

ARGUMENTS FOR OTHER
ADVANCED THERAPY FIRST
FOLLOWED BY ANTI-TNFS

Positioning of advanced therapies in inflammatory
bowel disease should consider efficacy, safety and
cost. A consistent finding across pivotal trials is the
higher efficacy of non- anti-TNFs in bio-naive
patients compared with those previously exposed to
anti-TNFs. For instance, the GEMINI vedolizumab
program demonstrated that endpoints such as clini-
cal remission and response were more frequently
achieved in bio-naive patients than in those who
had failed anti-TNF therapy (5,6). Furthermore, the
head-to-head VARSITY trial confirmed that vedoli-
zumab was superior to adalimumab in achieving
endoscopic improvement and mucosal healing in
ulcerative colitis, with greater effect sizes in anti-
TNF-naive patients (7). From a safety perspective,
newer agents such as vedolizumab and ustekinumab
appear to be associated with lower risks of serious
infections compared to anti-TNF's, as also supported
by registry data from PSOLAR (8). The SEAVUE
study reported similar efficacy of adalimumab and
ustekinumab in Crohn’s disease, confirming that
both agents can induce and maintain remission (9).
Another important consideration is immunogenicity:
anti-TNFs often require concomitant use of thiopu-
rines, which has been linked to increased risks of
lymphoma and non-melanoma skin cancer (10,11).
These longterm safety concerns, combined with
the need for combination therapy, further support
earlier use of newer biologics. Costeffectiveness
analyses in IBD remain limited, but future models
should account not only for direct drug acquisition
costs but also for indirect costs of disease complica-
tions and management of infections. Overall, availa-
ble evidence supports consideration of vedolizumab,
ustekinumab, or JAK inhibitors as appropriate first-
line advanced therapies in IBD, reserving anti-TNFs
for subsequent treatment lines.
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