More than Dry Eye:

Other Uses for
Cyclosporine
This article discusses two studies which used cyclosporine
for treating blepharitis and rosacea.
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Comparison of Cyclosporine Vs.
Tobradex for the Treatment of
Posterior Blepharitis
BY SANJAY N. R AO, MD

Described as generalized inflammation of
the posterior lid margin, posterior blepharitis
is a very common chronic eyelid condition
that often presents with inspissated meibomian glands and oily tear film as well as inflammation and vascularization of the meibomian
gland orifices. Individuals with posterior blepharitis often complain of significant discomfort including burning, itching, irritation and
photophobia. They may also have other associated symptoms of dry eye and may be
plagued by blurred vision and gradual contact
lens intolerance, as well as an increased risk of
ocular surface damage and ocular infection.1-4
Current Treatments Are Limited
Posterior blepharitis has traditionally been
managed with eyelid hygiene, topical antibiotics, systemic antibiotics (specifically tetracycline) and corticosteroids.5,6 While corticosteroids are effective for suppressing acute inflammation associated with this condition,
their use in a chronic process can lead to serious side effects including elevated IOP, development of cataracts and potential reactivation
of viral keratitis.7-10
Current treatments for posterior blepharitis
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are limited, in part, by their inability to target
the underlying pathophysiologic processes.
Although the exact mechanism is still not
completely understood, there is ample evidence that posterior blepharitis is the result of
an underlying inflammatory-mediated process
affecting both the meibomian glands and the
ocular surface.3,6
Cyclosporine targets the underlying pathology (immune-mediated activation) in posterior blepharitis by targeting T-cells.11,12 Given
the abundance of evidence in the literature to
support the T-cell–mediated component of
posterior blepharitis and its associated conjunctivitis, cyclosporine appears to be a viable
therapeutic candidate that helps to alleviate
patients’ symptoms.
We conducted a study to evaluate the efficacy of topical cyclosporine 0.05% ophthalmic emulsion (Restasis, Allergan) vs. a
commonly prescribed topical steroid-antibiotic combination, tobramycin 0.3%/dexamethasone 0.1% (Tobradex, Alcon) in reducing the
signs and symptoms of posterior blepharitis.
Methods
We conducted a prospective, randomized
study of 30 patients with posterior blepharitis.
Patients were randomized to twice a day treatment with either cyclosporine or Tobradex.
Visual acuity, slit-lamp appearance and intraocular pressure were evaluated every two

weeks for three months. In
addition, Schirmer’s tests,
non-invasive
fluorescein
break-up time and tear
lysozyme were also performed.
Measures of eyelid health,
including lid erythema, meibomian gland metaplasia,
meibomian gland expression
and meibomian gland secretion quality, were also evaluated. Patients were queried
regarding symptoms of itching, burning, tearing and
blurred vision.
Results
Posterior blepharitis improved significantly with
both treatments, though cyclosporine provided greater
improvements in Schirmer
scores (P < 0.001) and tear
break-up time (P = 0.018)
than
tobramycin/dexamethasone after 12 weeks of
treatment.
Eyelid health also improved in both groups, but
the mean improvement in
gland secretion quality was
significantly greater with cyclosporine than with tobramycin/dexamethasone (P
= 0.015). Moreover, a higher
percentage of patients in the
cyclosporine treatment group
had improvements in blurred
vision, burning and itching,
and more cyclosporine-treated patients experienced resolution of lid margin metaplasia and lid telangiectasia.
Conclusions
The results of this study suggest that topical cyclosporine
0.05% is an effective treatment for signs and symptoms
of posterior blepharitis.
Three months of cyclosporine therapy provided

Figure 1. Mean change in Schirmer scores at each study visit.

Figure 2. Mean secretion quality at each study visit.

statistically significantly
greater improvements in
Schirmer scores, TBUT and
mean secretion quality than
three months of tobramycin/dexamethasone.
Further, a greater percentage of cyclosporinetreated patients than tobramycin/dexamethasonetreated patients reported
improvement in blurred vision, itching and burning.
Cyclosporine-treated patients also showed greater
improvements in lid erythema, telangiectasia and meibomian gland metaplasia
than tobramycin/dexamethasone-treated patients.
The findings in this
prospective study, therefore,
suggest that cyclosporine is
safe and effective for the
signs and symptoms of posterior blepharitis. Further
studies, such as a larger double-blind prospective study
using the Restasis vehicle as
a control would further advance our knowledge of cyclosporine as an agent to
treat posterior blepharitis.
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ducted a study comparing the efficacy
of cyclosporine A (Restasis, Allergan)
to an artificial tear solution (Refresh
Plus, Allergan) used as a control, for
the treatment of rosacea-associated eyelid and corneal pathology. Restasis has
been shown to have almost no systemic
absorption and limited local side effects.

and returned for a follow-up assessment
one month later.

nificantly improved in the cyclosporine-treated patients (a mean increase of 3.56±1.5 seconds, P<0.001)
Results
but worsened in the control group (a
Topical cyclosporine provided statisti- mean decrease of 0.04±1.6 seconds,
cally significantly greater improve- P=0.929). Cyclosporine-treated paments in Schirmer’s scores, TBUT, tients exhibited a significantly greater
corneal staining and OSDI scores com- mean reduction in corneal staining
pared with artificial tears after three (–1.3±0.53) compared with artificial
months of treatment. Cyclosporine pro- tears (–0.2±0.83) after three months of
Methods
duced a statistically significant increase treatment (P<0.001). Moreover, cyIn a randomized, double-masked clini- in Schirmer’s (with anesthesia) scores closporine provided significantly
cal trial, patients (n=37) with rosacea- of 2.7±2.2 mm after three months greater improvement in OSDI scores of
associated eyelid and corneal changes (P<0.001). Conversely, Schirmer’s patient symptoms than did artificial
were enrolled after any active infec- scores worsened in the artificial tears tears (mean reduction of 11.5±8.8 with
tions were treated with lid scrubs and group, with a mean decrease of 1.4±4.6 cyclosporine versus a mean decrease of
antibiotics. Once the infection was mm (P=0.271).
2.9±11.6 with artificial tears, P=0.022).
clinically controlled, patients were ranSimilarly, the mean TBUT score sigIn the present study, cyclosporine A
domized to cyclosporine
provided statistically signifiBID or artificial tears BID
cantly greater improvements
for three months. All pain Schirmer’s scores, OSDI,
tients were withdrawn from
TBUT and corneal staining
oral doxycycline for at least
scores compared to artificial
two weeks prior to the
tears. This is likely due to cystudy’s onset. Patients with
closporine’s associated increase
eyelid defects or lagophin tear production and dethalmos were excluded.
crease in localized inflammaAt each visit, patients
tion.5
The findings reported here
were assessed by the FDA
are consistent with another reapproved ocular surface discent evaluation of the efficacy
ease index (OSDI) quesof topical cyclosporine for the
tionnaire, which assesses
treatment of ocular rosacea.
patients’ symptoms and asPerry et al also found topical
signs a numerical determi- Figure 3. Change in OSDI (ocular surface disease index) score
cyclosporine to be effective in
nation
of
severity, from initial visit.
treating patients with this disSchirmer’s testing with
order who were unresponsive
anesthesia, measurement of
to standard therapy. Moreover,
corneal staining and tear
most patients in that cohort
break-up time (TBUT).
(71 percent) were able to disThe number of meibomian
continue all other medicaglands expressed (due to intions.6 The authors of this
spissation) and the quality
study also concluded that topiof the excreta were evaluatcal cyclosporine was safe and
ed at each study visit.
well tolerated in patients with
Changes from baseline were
ocular rosacea.
described, and final patient
success was evaluated at the
Conclusion
month three visit. Patients
The results of this study conwho were still symptomatic
clude that topical cyclosporine
after their initial regimen
A is superior to artificial tears
(at the Month 3 evaluation) were offered a switch Figure 4. Change in mean corneal staining from initial visit af- for the treatment of clinical
signs and patients’ symptoms
to the alternate regimen ter three months.
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Figure 5. Evaluation of rosacea-associated ocular signs and
symptoms in patients nonresponsive to artificial tear therapy
who then switched to cyclosporine for one month.

of rosacea-associated lid and corneal changes. Most patients
with ocular rosacea present with meibomian gland dysfunction and varying degrees of ocular surface involvement.
Treatment should consist of lid hygiene, lubricants and antiinflammatory medications. Since many patients have an associated dry eye, topical cyclosporine may be the therapy of
choice for the treatment of ocular rosacea. RCCL
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