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Distant Subconjunctival Recurrences following Proton Therapy
for a Choroidal Melanoma with Extrascleral Extension

Entfernte subkonjunktivale Rezidive nach Protonentherapie
für ein choroidales Melanom mit extraskleraler Extension

Der interessante Fall
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Background
Orbital recurrences after proton therapy
for uveal melanoma are rare. They either
occur in cases with an extrascleral exten-
sion at presentation [1,2] or following
transvitreal surgery or a transscleral biopsy
[3,4]. The former tends to be located out-
side the scleral wall facing the tumor scar
and the latter at the site of scleral entry.
We report our first case since 1984 of a
double distant subconjunctival recurrence
from a choroidal melanoma with an extra-
scleral extension at presentation, treated
with proton therapy and without a biopsy
procedure.
History and Signs
An 80-year-old gentlemanwas referred be-
cause of an inferotemporal choroidal mela-
noma (LE) in June 2016 (▶ Fig. 1a). On B-
scan ultrasonography, the dome-shaped
tumorʼs height was 5.4mm. During tanta-
lum clip surgery, a minor extrascleral ex-
tension (D: 2.5 × 2.5mm; H = 1mm) was
noted and managed as usual with thermo-
cauterization of the involved vortex vein,
starting distant from the extension and
continuing towards the sclera. Proton ther-
apy was applied (60 CGE in 4 fractions),
adapting the collimator to include the ex-
trascleral extension in the target volume
(▶ Fig. 1b–d). Eighteen months later, two
new pigmented subconjunctival lesions at
9 and 12 oʼclock had appeared, at a dis-
tance from the infero-temporal primary
tumor scar. On UBM 35MHz ultrasonogra-
phy, no corresponding intraocular tumor
mass could be revealed (▶ Fig. 2).
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Therapy and Outcome
A general check-up excluded systemic me-
tastases. Both the nasal lesion, adherent to
the sclera, and the superior nodule, mo-
bile, were surgically excised. Histopathol-
ogy confirmed the diagnosis of a double
orbital recurrence from a uveal epithelioid
melanoma with the loss of BAP1 nuclear
expression. An orbital MRI excluded other,
more posterior recurrences. However,
6 months later, hepatic metastases were
discovered on abdominal ultrasonography.
Discussion
Since 1984, out of 245 uveal melanoma
patients with an extrascleral extension, on
a total of 5846 cases treated with proton
therapy, we describe our first case of dis-
tant subconjunctival recurrences. They
were diagnosed 18 months following our
usual management protocol consisting of
a precautious thermocauterization of the
involved vortex vein, followed by proton
therapy with an adapted target volume.

In the literature, only one other case of a
distant orbital recurrence was described
by Daiker et al. [5]. Their episcleral recur-
rence was on the opposite side of the
globe, without any connection with the
primary tumor, which had not presented
an initial extrascleral extension. With the
pathogenesis remaining unclear, the au-
thors hypothesized that the recurrence
had resulted from systemic blood dissemi-
nation, or lymphatic or surgical dissemina-
tion secondary to tantalum clip suturing.
In our case, the episcleral recurrences
were presumably caused by some malig-
nant cells from the extrascleral extension
that disseminated peroperatively and
were not included in the adapted target
volume.
Nowadays, uveal melanomas with a cir-
cumscribed extrascleral extension can be
treated conservatively, with either proton
or plaque radiation therapy, depending on
the size and type of the extension. In
1992, Bercher et al. of the Lausanne/PSI
group reported on 41 cases with an extra-
scleral extension that were treated with
proton therapy without any orbital recur-
rences being documented [6]. Bellmann
et al. observed similar results at the Curie
institute, where a safety margin of
2.5mm, instead of 2mm, was applied.
They reportedly treated smaller, exterior-
ized tumors located anteriorly to the equa-
tor and with a height inferior to 6mm,
with 125-iodine brachytherapy [7]. Augs-
burger et al. and Gündüz et al. also pub-
lished their results on 125-I plaque therapy,
with no orbital recurrences [8,9].

On the other hand, tumors with large nod-
ular or diffuse extrascleral extensions are
managed with enucleation. Adjuvant orbi-
tal radiation therapy was advocated by
Hykin et al. after observing an orbital re-
currence in 22% of patients without and
6% of those with orbital irradiation follow-
ing enucleation [10].

In conclusion, we describe an exceptional
case of distant subconjunctival recur-
rences from a choroidal melanoma with
an extrascleral extension at presentation
and management with thermocauteriza-
tion followed by adapted conservative
proton therapy. With the risk of a distant
orbital recurrence less than 0.5%, the pres-
ence of an extrascleral extension does not
require systematic adjuvant orbital irradia-
tion. However, awareness of the possibility
in cases at risk should be present during
follow-up, allowing for rapid diagnosis
and appropriate management.
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▶ Fig. 1 Proton therapy target volume planning for a choroidal melanoma with extrascleral extension. a Panoramic fundus picture of a dome-
shaped infero-temporal choroidal melanoma with associated retinal detachment. b Schematic fundus view of the tumor base marked by six tan-
talum clips and distribution of the radiation isodoses around the tumor. c Proton beam view. The tumor target volume (in red) is surrounded by the
adapted collimator with a safety margin of 2mm around the tumor and the extrascleral extension. d Axial tumor view, its extrascleral extension
and the radiation isodoses.
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▶ Fig. 2 Nasal and superior distant sub-
conjunctival tumor recurrences. a,b Slit
lamp color pictures. c UBM 35MHz ul-
trasonography. No corresponding intra-
ocular tumor mass can be visualized.
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