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Onset of Inflammatory Eye Disease Under Tocilizumab

Treatment for Rheumatologic Conditions: a Paradoxical

Effect?

To the Editor:

Tocilizumab (TCZ), a monoclonal antibody directed against interleukin 6
(IL-6) receptor, exerts powerful inhibition of IL-6 and demonstrates anti-
inflammatory properties. This biologic agent is used in chronic inflamma-
tory diseases1. We describe 2 cases of onset of inflammatory eye disease
under TCZ therapy.

Case 1. A 41-year-old man with defined axial HLA-B27-positive ankylos-
ing spondylitis (AS, according to the modified New York criteria2) for 8
years was refractory to nonsteroidal antiinflammatory drugs, steroids,
pamidronate, and 3 tumor necrosis factor (TNF) blockers (infliximab, etan-
ercept, adalimumab). TCZ was initiated (8 mg/kg per month). Between the
second and third infusion, a first episode of acute anterior uveitis occurred.
Investigations for infection, including polymerase chain reaction in aque-
ous humor, were negative. Outcome was favorable under local and gener-
al steroids and continuation of TCZ. Ankylosing Spondylitis Disease
Activity Score decreased from 5.0 to 3.5, and C-reactive protein from 35
to 3 mg/l during this period.

Case 2. A 65-year-old man with erosive rheumatoid factor-positive and
anti-citrullinated protein antibody-positive rheumatoid arthritis (RA) of 10
years’ duration, without Sjögren’s syndrome, refractory to conventional
disease-modifying antirheumatic drugs, was treated with TCZ (8 mg/kg/4
weeks) with good response (70% reduction in joint counts, and reduction
of prednisone intake from 5 to 2 mg/day). After 11 months of TCZ, he had
a first episode of peripheric ulcerative keratitis with eosinophilia (1293
g/l). Infection was ruled out, and TCZ delayed (one month) with favorable
outcome under local treatment (antiinflammatory and antibiotic eye drops).
Relapse of keratitis occurred 20 days after the third new infusion. TCZ was
then held for 2 months. After reintroduction of TCZ (19 days), a third
episode of keratitis occurred. TCZ was then stopped.

In these 2 cases, ocular inflammation occurred de novo under TCZ
treatment for chronic inflammatory diseases, whereas biologic inflamma-
tion was normalized, and patients responded to the treatment. Other caus-
es of inflammation were excluded (particularly infection). Inflammatory
eye disease may be an extraarticular feature of the disease (uveitis in AS,
and keratitis in RA), but the patients did not experience such manifesta-
tions before TCZ treatment, and it occurred in a period of control of sys-
temic inflammation. Moreover, in the second case, the rechallenge test was
positive.

This may represent a new example of a paradoxical effect of biologic
agents, as suggested for TNF blockers, which may induce new onset of
uveitis3 or scleritis4 in cases of rheumatic diseases controlled by this
 treatment.

IL-6 plays an important role in development of uveitis5,6, with
increased levels of this cytokine in serum and aqueous humor in acute
cases. In experimental models of uveitis, IL-6 blockade with a monoclon-
al antibody directed against IL-6 receptor improves uveitis by suppressing
systemic and local Th17 response7,8. Nevertheless, it has been demonstrat-
ed that levels of soluble gp130, an antagonist of IL-6 trans-signaling, were

not different in the serum of patients with active uveitis and controls,
whereas levels were significantly elevated in aqueous humor of patients
with severe uveitis9. Moreover, IL-6 may have a protective role in some
kinds of keratitis10.

Paradoxical eye inflammation may occur under IL-6 blockade in
inflammatory arthritis.
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