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We read with great interest the paper recently published by
Naganuma et al. [1] on the budesonide foam in mild to
moderate ulcerative colitis (UC). Indeed, second-genera-
tion corticosteroids, such as budesonide, can become a
reliable “intermediate layer” between mesalazine and
systemic corticosteroids in the UC treatment pyramid. In
this regard, we would like to supplement the current
treatment algorithm considering data from rectal budes-
onide studies [1-6].

Earlier, two large studies have shown similar efficacy
and safety of budesonide foam compared with hydrocor-
tisone foam [2], as well as compared with budesonide
enema in patients with distal UC [3]. Furthermore, in the
second study, most patients (84%) preferred foam because
of its better tolerability and easier application [3].

More recently, two large, randomized, placebo-con-
trolled, phase 3 studies demonstrated that a significantly
greater percentage of patients with active, mild to moderate
ulcerative proctitis or proctosigmoiditis receiving budes-
onide foam achieved remission at week 6 compared with
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placebo (41.2 vs. 24.0%) [4, 5]. Furthermore, budesonide
foam was significantly better than placebo in terms of
rectal bleeding resolution and endoscopic improvement.

Budesonide foam has also demonstrated efficacy in
achieving mucosal healing (MH) in UC. A study performed
by Naganuma et al. [6] showed that twice-daily budesonide
foam induced complete MH in almost half of patients with
mild to moderate distal UC. In the next study [1], 32.8% of
UC patients including those with left-sided colitis and
pancolitis achieved complete MH of distal lesions in the
budesonide foam group as compared with 3.2% in the
placebo group. Furthermore, complete MH of distal lesions
promoted clinical remission not only in proctitis, but also
in left-sided colitis and pancolitis, suggesting that budes-
onide foam may be an effective therapeutic option in UC
patients with various disease extents [1]. It seems clinically
important, given that MH is now considered as a major
therapeutic goal in UC [7]. Because complete MH con-
tributes to the long-term clinical outcomes in UC, budes-
onide foam can be effectively used prior to escalation
therapy (systemic corticosteroids, immunosuppressants,
biologics) in patients with distal active inflammation.

An additional benefit of budesonide foam is that its
effectiveness does not depend on the response to 5-aminos-
alicylic acid (5-ASA) [2, 4, 5]. A recent study [1] clearly
indicates the potential efficacy of budesonide foam in
patients with 5-ASA failure. In the subgroup that had
received previous treatment with rectal 5-ASA, 33.3% of
patients achieved clinical remission, and 18.2% achieved
complete MH of distal lesions. Similarly, clinical remission
and complete MH of distal lesions were obtained also in
about a third of patients receiving high doses of oral 5-ASA.

Given the current data on the efficacy and safety of
budesonide rectal foam, we propose to integrate this drug
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Fig. 1 A proposed algorithm that integrates budesonide foam into mild to moderate UC treatment. 5-ASA 5-Aminosalicylic acid, UC ulcerative
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into the treatment algorithm for induction of remission in
mild to moderate UC. Budesonide foam can be added to
the existing 5-ASA therapy and before starting systemic
corticosteroids (Fig. 1). In ulcerative proctitis, if symptoms
persist despite adequate rectal 5-ASA therapy, budesonide
foam should first be added before switching to a combi-
nation with oral 5-ASA. In left-sided (distal) UC, in the
case of oral or rectal 5-ASA treatment failure, budesonide
foam can be added to the ongoing 5-ASA therapy, before
systemic steroids [1-6]. In extensive UC systemic corti-
costeroids should generally be administered after combined
oral and rectal 5-ASA therapy failure, because there is
limited evidence of budesonide’s efficacy in pancolitis.

In conclusion, budesonide foam, as having sufficient
efficacy and a more favorable safety and tolerability pro-
file, can serve as a reasonable alternative to systemic cor-
ticosteroids as an intermediate step in the current treatment
algorithm for mild to moderate UC.
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