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Background: Adhesion molecule α4β7 is a validated treatment target
in inflammatory bowel diseases. We evaluated abrilumab, a fully hu-
man monoclonal antibody against α4β7, in patients with moderate
to severe Crohn’s disease (CD).
Methods: This phase 2b, randomised, multi-centre, double-blind,
placebo (Pbo)-controlled study enrolled patients aged 18–65 years
with moderate to severe CD (CDAI score 220–450) and evidence
of active inflammation (by endoscopic evaluation, or elevated C-
reactive protein or fecal calprotectin). In addition, patients must have
had inadequate or loss of response or intolerance to immunosup-
pressives, TNF antagonists, or corticosteroids. Eligible patients were
randomised to receive Pbo or abrilumab (21 or 70 mg) SC on day
1, weeks 2 and 4, and every 4 weeks (Q4W) for up to 24 weeks,
or one dose of abrilumab 210 mg SC on day 1. The primary end-
point was CDAI remission (score <150) at week 8. Key secondary
endpoints were remission at week 12 and CDAI response (reduction
from baseline of ≥100) at weeks 8 and 12. CD4+ T cell subsets were
enumerated and α4β7 receptor occupancy was measured in a sub-
group of patients.
Results: This study enrolled 249 patients. Final randomisation allo-
cation was affected by a systematic misalignment in investigational
product, resulting in 98, 26, 84, and 41 patients in the Pbo, 21 mg
Q4W, 70 mg Q4W, and 210 mg treatment groups, respectively. The
study blind and randomisation were intact. Baseline demographics
were similar. Statistically significant improvement was not achieved
between the abrilumab 70 mg Q4W and Pbo arms for the primary
endpoint (p=0.76 vs Pbo) (Table). However, higher rates of remission
and response were observed in the active treatment arms at week
12, particularly in patients with prior failure of TNF antagonists as-
signed to the 210 mg abrilumab group. Maximal reduction of free
α4β7 on naïve CD4+ T cells in the peripheral blood was sustained
from the first measurement at week 2 to week 8 for all dose groups,
and through week 12 for the 21 mg Q4W and 70 mg Q4W groups.
Abrilumab induced a significant post-dose increase in α4β7-high cen-
tral memory CD4+ T cell counts between baseline and week 8. Ad-
verse events were similar among treatment groups through week 24,
with no cases of PML or deaths. No patients developed neutralizing
antibodies to abrilumab.
Conclusions: Although the primary endpoint was not met, beneficial
effects of abrilumab were observed for remission and response rates.
There was no safety imbalance compared with Pbo.
Amgen and AstraZeneca/MedImmune sponsored this study.
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Background: Faecal microbiota transplantation (FMT) has demon-
strated variable efficacy in the treatment of active ulcerative colitis
(UC) in three randomised control trials (RCT) to date. Interpreta-
tion of FMT RCT evidence is limited by each trial using a different
donor stool processing method, placebo control, as well as timing
and method of administration. Although the optimal approach is un-
clear, protocols involving a lower treatment burden may make FMT
for UC more accessible.
Methods: A multi-centre randomised, double-blind, placebo-con-
trolled trial of FMT in adults with active UC (total Mayo 3–10 with
an endoscopic Mayo sub-score ≥2) was performed. Anaerobically
prepared donor stool (pooled from 3–4 donors) or autologous FMT
(placebo) were stored frozen at −80°C, thawed and then administered
via colonoscopy on day 0 followed by 2 enemas by day 7. The pri-
mary outcome was steroid-free remission of UC as defined by a total
Mayo score of ≤2 with an endoscopic Mayo score of ≤1 at week 8.
Secondary end points included clinical response (≥3 point reduction
in Mayo score), clinical remission (Simple Clinical Colitis Activity In-
dex ≤2), endoscopic remission (Mayo ≤1) and safety. A mandatory
taper of oral corticosteroids was performed; those patients unable to
cease oral corticosteroids were considered FMT non-responders.
Results: 73 patients with UC were randomised; 38 received donor
FMT and 35 received autologous FMT. 3 dropped out from the
donor group and 1 from the autologous group during the 8 week ob-
servation period. In the intention to treat (ITT) analysis, 12/38 (32%)
patients who received pooled donor FMT achieved the primary end
point of steroid-free remission, as compared to 3/35 (9%) who re-
ceived autologous FMT (p=0.02). In the per-protocol analysis, 12/35
(34%) vs 3/34 (9%) achieved the primary end point (p=0.02). In the
ITT analysis, clinical response and clinical remission rates were 55%
vs 20% (p<0.01) and 50% vs 17% (p<0.01) respectively. Steroid-
free endoscopic remission occurred in 55% vs 17% (p<0.01). UC
disease extent and disease duration were not significantly associated
with achieving the primary endpoint in the donor FMT group. The
frequency of serious adverse events (SAE) was not different between
the donor and autologous FMT groups; 3 SAE’s were recorded in the
donor FMT group (1 worsening colitis, 1 Clostridium difficile colitis
requiring colectomy, and 1 pneumonia) and 2 SAE’s in the autolo-
gous FMT group (both worsening colitis).
Conclusions: In active UC, one week of induction therapy with
anaerobically prepared pooled donor FMT is more effective than
placebo (autologous FMT) in inducing both clinical and endoscopic
remission at 8 weeks.
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