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Case Report

Achieving Quiescence with
Fluocinolone Implants
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Abstract

Persistent anterior uveitis causing cystoid macular oedema may necessitate either intraocular
or systemic immunosuppression. This case report highlights how a newly licenced treatment,
fluocinolone acetonide (lluvien®, Alimera Sciences Ltd., England, UK) achieves quiescence in
refractory and steroid-dependent disease and in the presence of an acute relapse.
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Introduction

We presentthe case ofa 65-year-old Caucasian woman who had been treated for bilateral,
chronic anterior uveitis with refractory cystoid macular oedema (CME) for 11 years. Osteo-
porosis and multiple intolerances to systemic immunosuppression meant that treatment
options were limited to local steroid treatment.

Case Report

This patient had undergone extensive investigations to identify an aetiology of uveitis.
All investigations were negative except that she was HLA-B27 positive, but there was no
spondyloarthropathy clinically. Past ocular history included bilateral pseudophakia (uveitis-
related cataract) and right amblyopia.

Previous attempts to control intraocular inflammation and maintain disease remission
had been largely unsuccessful due to difficulties using both corticosteroids and steroid-
sparing agents. She had multiple co-morbidities which prevented optimal use of systemic
steroids, including severe osteoporosis following total abdominal hysterectomy and bilateral
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salpingo-oophorectomy 30 years previously, requiring 3 monthly ibandronate infusions.
Trials of steroid-sparing immunosuppressive agents including mycophenolate mofetil, meth-
otrexate, and tacrolimus either did not resolve the CME or resulted in unacceptable systemic
side effects including gastrointestinal disturbance and cutaneous rashes (shown in Fig. 1, 2).
Adalimumab resulted in a good initial response over 3 months but was stopped due to devel-
opment of a widespread skin rash.

In February 2012, her best-corrected visual acuity (BCVA, Early Treatment Diabetic Reti-
nopathy Study letters) was OD: 25 letters and OS: 70 letters. She had bilateral anterior
chamber inflammation OD: 2+, 0OS: 0.5+ SUN Score [1] and CME OD with posterior capsular
opacification. A 700 pgintravitreal dexamethasone implant (OZURDEX®, Allergan Ltd., Speke,
UK) was inserted into the right eye with resolution of CME (central macular thickness:
336-186 um at 2 months) and improvement in BCVA 52 letters (planned YAG laser posterior
capsulotomy was also performed). The left eye was then treated with an intravitreal dexa-
methasone implant with excellent clinical response; BCVA improving from 35 to 79 letters.
Repeated bilateral intravitreal implants controlled subsequent recurrences of intraocular
inflammation and CME (shown in Fig. 3), and however, implant administration was required
approximately every 3 months to maintain remission (shown in Fig. 4). Short delays between
treatments led to an explosive flare in her uveitis, occasionally with hypopyon precluding
fundal view, and an associated profound drop in BCVA that could be rescued with both intra-
vitreal dexamethasone or intravenous methylprednisolone when very severe.

After 22 months of regular intravitreal dexamethasone implants to both eyes, and an inability
to deliver a safe tolerable systemic treatment with steroid-responsive uveitis, we administered
longer acting intravitreal implants. Fluocinolone acetonide 190 pg (Iluvien®, Alimera Sciences
Ltd., England, UK) was not licensed at that time for use in Uveitis; funding for compassionate and
physician-led use was granted through NHS Wales (Abertawe Bro Morgannwg University Health
Board). With appropriate consent, bilateral sequential fluocinolone implants were inserted in
March 2014 (OD, then OS 2 weeks later). There was a rapid clinical response with resolution of
hypopyon OS. Remission was mostly maintained for 3 years. After 24 months, there was a mild
flare of anterior chamber inflammation in both eyes (0.5+) which responded to a short course of
tapering topical steroid eye drops. Thirty-six months following insertion of the fluocinolone
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Fig. 1. Timeline of systemic immunosuppression treatments. Outline of the different immunosuppressive
used by the patient between 2010 and 2020 and the length of treatment periods. MMF, mycophenolate
mofetil; MTX, methotrexate.

Drug Treatment dates Reason stopped
Oral Steroids Intermittent, multiple courses | Contraindication: Severe osteoporosis
Tacrolimus 28/01/2010 - 04/02/2010 Intolerant: Gl upset (diarrhoea)
Mycophenolate 02/03/2010 - 20/05/2010 Intolerant: tremor, nausea
mofetil (MMF)
Methotrexate (MTX) 31/05/2011 - 03/06/2011 Intolerant: Gl upset (vomiting)
Adalimumab 27/10/2011 - 22/12/2011 Allergy: skin rash, lip swelling, breathlessness

Fig. 2. Medication treatment dates and reasons for stopping. Table showing drug names, treatment dates,
and the reason why that medication was stopped/unsuitable. MMF, mycophenolate mofetil; MTX, methotrexate.
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Fig. 3. Clinical response to intravitreal dexamethasone implant right eye (June 2012). Images showing OCT
scan and fundus photograph of the right eye before (top image) and after (bottom image) treatment with
dexamethasone implant. VA, visual acuity; IOP, intraocular pressure; CRT, central retinal thickness.
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Fig. 4. Clearly shows the ongoing reliance on intravitreal implants and the swift improvement in VA after
administration. Right eye in red and left in orange. Graph showing the letter scores over time and the timings
of dexamethasone implant administration. IOP, intraocular pressure; VA, visual acuity.

implants, the patient presented with a significant flare of uveitis: hypopyon and significant drop
in visual acuity OS. Further intravitreal fluocinolone treatment was administered.

However, there was no improvement in inflammation, and B-scan ultrasonography could
not detect the implant in the vitreous cavity. Given concern on the technical delivery that the
implant was not inserted, another fluocinolone implant was administered, and inflammation
resolved within 2 weeks. An implant was administered OD to maintain quiescence, prior to
an anticipated flare of her uveitis. Figure 5 demonstrates the stability of the BCVA after fluo-
cinolone acetonide implant inserted.
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Fig. 5. Demonstrates the stability of VA after fluocinolone implants inserted (including episode where rescue
orbital floor triamcinolone was given following failed insertion of implant). Right eye in red and left in orange.
VA, visual acuity.
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Fig. 6. Shows in the IOP changes over time. Right eye in red and left in orange. This demonstrates the stability of
I0P throughout treatment. IOP, intraocular pressure.

During all treatments, there was only 1 IOP rise event (24 mm Hg) and that preceded
treatment with intravitreal steroid and was associated with a uveitis flare in her right eye.
Central retinal thickness (CRT) assessment (TOPCON 3D-OCT 2000) demonstrated reso-
lution of CME. Figure 6 demonstrates the IOP during patient disease course.

Discussion

Uveitis is a heterogeneous group of conditions characterized by inflammation affecting
the uvea (iris, ciliary body, and choroid) [2]. Uveitis incidence has been reported at 52.4 per
100,000 person years [3] and is responsible for causing up to 15% of cases of preventable
blindness in the developed world, mainly in the working-age population [4, 5]. The inflam-
mation can be categorized according to location in the eye or by cause (infectious, noninfec-
tious, or masquerade) [1, 6, 7].

CME is the most common complication of uveitis that results in visual impairment, but
other vision-threatening complications include macular scarring, cataract, glaucoma, and
hypotony/phthisis [5]. The aim of treatment is to control inflammation and to prevent inflam-
mation-related complications [8]. The mainstay of treatment of noninfectious uveitis is corti-
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costeroids, which can be administered locally (topical, peri-, or intraocular) or systemically
[9, 10]. However, as well as the risk of the disease causing permeant sight loss, side effects
associated with treatment can also result in ocular complications, primarlity including
glaucoma and cataracts. These cause significant burden on both the patient and the healthcare
system [4, 11, 12]. Systemic corticosteroids have additional complications including increased
cardiovascular risk, osteoporosis, cushingoid habitus, impaired glucose tolerance and
diabetes, and increased susceptibility to infection and mental health and behavioural changes
[13].

Fluocinolone acetonide intravitreal implant 190 pg (Iluvien®) is a nonbiodegradable,
injectable, corticosteroid implant that releases fluocinolone acetonide at an initial rate of 0.25
ug/day (average rate 0.19 ug/day) and is reported to last 36 months [14]. Its use is approved
forthe prevention ofrelapse in recurrent noninfectious uveitis affecting the posterior segment
of the eye [15, 16].

In this case report, the disease course demonstrated that inadequate treatment of intra-
ocular inflammation and CME would lead to irreversible visual loss, and so, alternative treat-
ments were required [17, 18]. Given the intolerance to, and unsuitability of systemic medi-
cation, local corticosteroids were considered most appropriate. By using a longer acting
steroid implant, this case demonstrates that it is possible to reduce the burden of intravitreal
interventions while maintaining disease control.

The case additionally highlights an ability to maintain remission for 3 years and also a
rapid onset of action in face of relapses with hypopyon uveitis, and challenges a general
consensus that [luvien implants have a slow onset of action and may not be appropriate when
rapid control of inflammation is required [19]. The minor relapse which occurred reflected
the findings of the trials data where 33.3% of the treatment group had 1 relapse [20]. Jaffe
and Pavesio [20] also observed that the time to first recurrence in eyes treated with fluocin-
olone implants was significantly longer compared to sham-treated eyes. In this case, the
relapse was easily controlled highlighting the ability of the implant to modify disease
behaviour.

This patient had multiple implants inserted over time to control their disease. While the
use of multiple fluocinolone implants has not been studied in uveitic patients, the FAME trials
in diabetic macular oedema showed no clinically significant differences in reported outcomes
in patients with multiple identical implants inserted (=3 implants given in 5.3% of eyes with
DME) [21]. NICE reflect this in their guidance stating in clinical practise patients who have no
contraindications are likely to benefit from retreatment when effectiveness of initial implant
begins to decline [15].

Conclusion

This case serves to highlight a use of the newly approved fluocinolone intravitreal
implants to help rapidly control CME associated with recurrent noninfectious uveitis.
Furthermore, the case demonstrates that such an approach was safe and effective and poten-
tially can be extended to selected patients where systemic treatment is not tolerated and/or
effective beyond the July 2019 National Institute for Health and Care Excellence (NICE)
approved treatment for the prevention of relapse in recurrent noninfectious uveitis affecting
the posterior segment of the eye [15] in the UK.
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