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Subcutaneous integrin inhibitors may provide more
treatment options for patients with moderate-to-severe

ulcerative colitis
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Article: Efficacy and safety of abrilumab, an 047 integrin inhibitor, in Japanese patients with
moderate-to-severe ulcerative colitis: a phase II study (Intest Res 2019;17:375-386)

Vedolizumab binds to 04f7 integrin, which is specifically ex-
pressed by a subset of gastrointestinal-homing T lymphocytes,
and prevents a4f37 integrin from binding to mucosal addressin
cell adhesion molecule-1 in mucosal endothelial cells." The ef-
ficacy and safety of this gut-selective biologic in UC were con-
firmed in clinical studies® and with real-world data.' However,
because vedolizumab is administered intravenously, it is not
convenient for some patients. Abrilumab is another integrin
inhibitor that selectively targets 0437 dimer. It is extensively
absorbed after subcutaneous dosing, and it has a high bioavail-
ability and a long half-life.” The efficacy and safety of abrilum-
ab for induction therapy have been recently reported in west-
ern patients with moderate-to-severe UC.’ In this phase 2b
study, patients were randomized in a 2:1:2:2:2 ratio to subcuta-
neous placebo or abrilumab at 7 mg, 21 mg, 70 mg (on day 1,
week 2, week 4, and every 4 weeks thereafter until week 24),
or 210 mg (on day 1 followed by placebo in weeks 2 and 4 and
every 4 weeks thereafter until week 24), respectively. Abrilum-
ab resulted in significantly greater remission, response, and
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mucosal healing rates than the placebo. The remission rates at
week 8 were 4.3%, 13.3%, and 12.7% for the placebo, abrilum-
ab 70-mg, and abrilumab 210-mg groups, respectively (P<0.05
for the 70-mg and 210-mg groups vs. placebo group). These
results were similar to those observed in a phase 3 GEMINI
trial of vedolizumab in UC patients.”

In the present issue of Intestinal Research, Hibi et al.” report-
ed the results of another phase 2 study involving abrilumab in
Japanese UC patients. Forty-five UC patients were random-
ized to 21 mg (n=11), 70 mg (n=12), or 210 mg (n=9) of abri-
lumab, or placebo (n=13) via subcutaneous injection for 12
weeks. The primary endpoint was clinical remission at week 8
(total Mayo score <2 points with no individual subscore >1
point). The double-blind period was followed by a 36-week
open-label period, in which all patients received abrilumab
210 mg subcutaneously every 12 weeks, and a 28-week safety
follow-up period. Clinical remission at week 8 was 4 out of 31
(12.9%) overall in the abrilumab groups versus 0 out of 13 in
the placebo group (abrilumab: 21 mg, 1/10 [10.0%]; 70 mg,
2/12 [16.7%]; 210 mg, 1/9 [11.1%]). In both the double-blind
and open-label periods, more patients in the placebo group
experienced >1 adverse event compared to those in the abri-
lumab groups.

In this study, although the results were not statistically sig-
nificant, abrilumab 70 mg and 210 mg yielded numerically
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better results in terms of clinical remission rate at week 8 than
placebo. In addition, the clinical remission rates for the 70-mg
abrilumab dose were higher than those reported in a previous
study conducted in North America, Europe, and Australia
(16.7% vs. 13.5%).° The clinical response rates at week 8 for
abrilumab 70 mg and 210 mg in this study (50.0% and 66.7%)
were similar to those in the aforementioned study (49.0% and
46.8%), even though the response rate of the placebo group in
the present study was strangely higher than that in the afore-
mentioned study (53.8% vs. 25.9%). Therefore, the present
study suggests that abrilumab might be effective and tolerable
in Japanese patients with moderate-to-severe UC similar to
western patients. However, the statistical power of the present
study was too low to detect the true efficacy of abrilumab in
UC patients. In addition, evaluating the efficacy of abrilumab
according to prior usage of an anti-TNF-a inhibitor was not
feasible due to the small sample size in the present study. There-
fore, further studies in a larger number of Asian UC patients
are required.

Other trials to assess the efficacy of the integrin inhibitor ad-
ministered subcutaneously in UC patients are in progress. The
preliminary results of the VISIBLE 1 trial, which evaluated the
efficacy of a bi-weekly subcutaneous vedolizumab adminis-
tration as a maintenance therapy in UC patients who showed
a clinical response following intravenous vedolizumab induc-
tion therapy, were recently reported.” A statistically significant
proportion of patients who received vedolizumab subcutane-
ously achieved clinical remission compared to those who re-
ceived the placebo (46.2% vs. 14.3%; P<0.001) at week 52. A
similar rate of clinical remission was observed in the vedoli-
zumab intravenous reference arm (42.6%) at week 52. Several
phase 3 trials to evaluate the efficacy of etrolizumab, another
subcutaneous integrin inhibitor, are also underway in patients
with UC.” Subcutaneous integrin inhibitors are expected to
provide more treatment options for patients with moderate-to-
severe UC. We are eagerly awaiting the results of these trials.
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