Letters to the Editors

Anti-interleukin 6 receptor
antibody tocilizumab was not
satisfactory for acute attack of
Behcet’s uveitis in three
consecutive patients

Sirs,

Behget’s uveitis (BU) is a vision-threat-
ening uveitis entity. Tocilizumab (TCZ), a
recombinant humanised antibody binding
interleukin 6 (IL-6) receptor, had been doc-
umented to be effective for refractory BU
(1-8). In this context, we designed a single-
arm observational study to investigate the
potential role of TCZ for acute BU attack
responded poorly to glucocorticosteroid or
other biologics including tumour necrosis
factor-alpha (TNF-0) antibodies and inter-
feron (IFN)-a2a.

The first patient was a 22-year-old male
with a 3-year history of Behget’s disease
(BD) characteristic of oral and genital ul-
cers, pseudofolliculitis, epididymitis, and
a 10-month history of BU. He presented in
May 2018 with a relapse of bilateral pan-
uveitis on prednisone 40 mg per day and
cyclophosphamide (CYC) 100 mg every
other day. Prednisone was then up titrated
to 60mg per day for one month, which led
to a transient improvement of visual acuity
with remission of the retinal lesions in his
right eye and paradoxical hypopyon in the
left. A dose of 8 mg/kg TCZ was intrave-
nously administered with CYC reduced to
50 mg every other day, and hypopyon in the
left eye resolved one month after the infu-
sion. However, he experienced another in-
tense pan-uveitis attack one month after the
second dose of TCZ.

The second patient was a 33-year-old male
with a 10-year history of oral and genital
ulcers, and a 30-month history of highly
refractory BU. He presented in May 2018
due to a bilateral pan-uveitis attack with
retinal haemorrhage and infiltration in the
right eye and blurry fundus without retinal
lesions in the left. He had responded poorly
to 6 regular infusions of 3 mg/kg inflixi-
mab, and TCZ was then instituted based
on prednisone 20mg per day, cyclosporin A
(CsA) 75mg twice a day, and azathioprine
(AZA) 50mg per day. Bilateral uveitis sub-
sided during the first three monthly injec-
tions of 8 mg/kg TCZ. However, two days
after the fourth injection, the patient experi-
enced another episode of uveitis attack.
The third patient was a 25-year-old male
with a 2-year history of mucosal ulcers,
erythema nodosum, and pseudofolliculitis.
He presented in April 2019 with blurry vi-
sion in the left eye. Examination revealed
bilateral quiescent anterior chamber, vitri-
tis with disseminated retinal haemorrhages
and infiltrates in the left eye, and indiscern-
ible fundus due to lens opacity in the right
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eye. At this presentation, he was on pred-
nisone 40mg per day, tacrolimus 3 mg per
day, and IFNo-2a 3MIU every other day.
IFNo.-2a was then switched to TCZ. Visual
acuity in the left eye transiently improved
after a single dose of 8 mg/kg TCZ but de-
clined before the second monthly injection
with bilateral pan-uveitis recurrence.

To date, several case series (1-8) have re-
ported a generally favourable efficacy of
TCZ for refractory BU patients. Before in-
troduction of TCZ, all the 26 cases reported
previously had failed corticosteroids com-
bining conventional immunosuppressants
[CsA (n=14), methotrexate (MTX) (n=12),
AZA (n=11), CYC (n=4), and mycophe-
nolate mofetil (MMF) (n=3)] initially, fol-
lowed by insufficient response (n=21) or
intolerance (n=5) to one or two biologic
agent(s) [adalimumab (n=14), infliximab
(n=13), golimumab (n=3), anti-IL-1 agents
anakinra (n=1) and canakinumab (n=1),
and the anti-IL-2 agent daclizumab (n=1)]
later on. Ten cases were treated with TCZ
monotherapy and 11 cases concurrently
with a traditional immunosuppressant
[GCS (n=2), AZA (n=3), MTX (n=2), CsA
(n=2), and MMF (n=2)]. Of the 26 reported
patients, 19 (73.1%) achieved “complete
remission”, “remission” or “inactivity”’, 6
(23.1%) reported improvement, and only
1 (3.8%) reported “no response”, during a
follow-up period between 1 to 24 months.
In our present study, unexpectedly, TCZ
failed to control uveitis attacks in three con-
secutive patients, which led to the early ter-
mination of this clinical trial. Future studies
are needed to characterise the subgroup of
refractory BU patients that might benefit
from TCZ in the Chinese population.
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