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Ocular oncology multidisciplinary era

e Conditions we treat in vitreoretinal oncology

 Choroidal metastases
* Intraocular and uveal lymphoma
e Vascular tumors of the retina



Uveal melanoma

* Most common primary intraocular -
malignancy in adults. e N\ R e o

* Incidence: ~6—7/million/year in [\

layer

uvea

Western populations.

‘ Sclera

5-year all-cause mortality: ~30% (driven mainly
by metastatic disease rather than local
recurrence).

10-year all-cause mortality: ~45%.

15-year all-cause mortality: ~50%. <=
Median survival after diagnosis: ~15 years el i3 o
overall, but highly variable based on tumour

genetics and stage.
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I still see a smudge when | read’
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Medium melanoma
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Iris/Ciliary Body melanoma
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Call to optometrist for last fundus photos 2022




Vitrectomy, subretinal haemorrhage drain, transretinal choroidal biopsy
Tantalum marker insertion for presumed choroidal melanoma



Treatment - Do they all die from metastasis ?

* For years the COMS study suggested that there was no difference in
mortality depending on treatment, and we could observe small

melanoma
* Not true

Article

Small High-Risk Uveal Melanomas Have a Lower Mortality Rate
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Simple Summary: The current paradigm concerning metastatic spread inuveal melanoma is that the
critical point for dissemination occurs prior to presentation and that treatment of the primary tumor
does not change cutcome. However, we show that patients with small uveal melanomas with geneti
characteristics typical for high risk for metastatic disease have a lower mortality rate from metastatic
disease, if treated earlier. Our data demoenstrate that such small melanomas are potentially lethal
(like larger tumors), but that there is a window of oppertunity to prevent life-threatening metastatic
spread if actively treated, rather than being monitored, as is often done currently.

Abstract: Qur aim was to determine whether size impacts on the difference in metastatic mortality of
genetically high-risk (monosomy 3) uveal melanomas (UM). We undertook a retrospective analysis
of data from a patient cohort with genetically characterized UM. All patients treated for UM in the
Liverpool Ocular Oncology Centre between 2007 and 2014, who had a prognostic genetic tumor
analysis. Patients were subdivided into those with small (<2.5 mm thickness) and large (>2.5 mm
thickness) tumors. Survival analyses were performed using Gray rank statistics to calculate absolute
probabilities of dying as a result of metastatic UM. The 5-year absolute risk of metastatic mortality
of those with small monosomy 3 UM was significantly lower (23%) compared to the larger tumor
group (50%) (p = 0.003). Small disormy 3 UM also had a lower absolute risk of metastatic mortality
(0.8%) than large disomy 3 UM (6.4%) (v = 0.007). Hazard rates showed similar differences even with
lead time bias correction estimates, We therefore conclude that earlier treatment of all small UM,
particularly monosomy 3 UM, reduces the risk of metastatic disease and death. Our results would
support molecular studies of even small UM, rather than ‘watch-and-wait strategies’.

Keywords: uveal melanoma; monesomy 3; metastatic risk




Plague brachytherapy — Ru-106 coated

& & \/ "'\” « CCA and CCB
L - [ 15mm and 20mm

plaque sizes
respectively
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Prognostication of tissue — DNA / RNA

analysis
Prognostic Feature

Tumour size
Location

Cell type
Chromosome 3
Gene class
Age

Treatment

Good

Small

Posterior pole

Spindle

Disomy 3

GEP 1A

Younger

Early, globe-sparing

Poor

Large

Ciliary body/extraocular

Epithelioid

Monosomy 3

GEP 2

Older

Delayed or recurrent



Future direction for radiation treatment

* Un-plaqueable
patients
S * Too close to nerve
* Too large
* Too posterior

* Not able to survive 2x
GA’s



Stereotactic radiotherapy
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Systemic treatment — it metastasised

* 98% spread to liver

* Respond poorly to conventional checkpoint inhibitors

* Unlike cutaneous melanoma (as heterogenous cell types)
* Tebentafusp (KIMMTRAK) Bispecific T-cell engager (targets gp100 and CD3)

Tebentafusp (IMCgp100-202)

Median Overall Survival (OS) =21.6 months =16.9 months

Hazard Ratio for Death =0.51 (initial); 0.68 (3-year follow-up) —

3-year OS Rate =27% =18%
Objective Response Rate (ORR) =11% =5%
Median Progression-Free Survival (PFS) =3.4 months =2.9 months









