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Uveal Melanoma is a rare disease

5% of melanoma

4 to 11 cases / million / year

Incidence stable these last 50 years

Median age 60 years (50-70 y)

More frequent in caucasians (150x)

More frequent in blue/grey eyes

Most of the time appearing De Novo

Prevalence of choroidal naevi = 4.5 to 8%

Risk of transformation (naevi to mel) = 1 in 9000

BAP-1 tumor predisposition syndrome
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Characteristics of Uveal melanoma

SYMPTOMS

Blurred or distorted vision

Loss of visual fields

Photopsia

Ocular pain

1/3 are asymptomatic

COMPLICATIONS

Retinal detachment

Glaucoma

Intraocular hemorrhage

Cataract

Vision loss
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Clinical Features of Uveal Melanoma

(A) dome‐shape, (B) mushroom‐shape and (C) marked asymmetry. 

Pigmented or Amelanotic

Circumscribed or Diffuse

Dome or Mushroom shaped
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Diagnostic Uveal melanoma

80% risk 
of distant mets

10 % risk 
of distant mets

Eye Exam : measurement of tumor diameter
Echography of the retina : thickness
Rarely MRI
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Clinical Risk Factors for Development of Metastases

Ciliary body involvement

Largest basal tumor diameter

Greater tumor thickness

Extraocular extension

Diffuse pattern of growth

Older age

Male gender

Initial progression after brachytherapy

This presentation is the intellectual propriety of Prof J-Fr. BAURAIN , Contact  jf.baurain@uclouvain.be for permission to reprint and/or distribute

mailto:jf.baurain@uclouvain.be


This presentation is the intellectual propriety of Prof J-Fr. BAURAIN , Contact  jf.baurain@uclouvain.be for permission to reprint and/or distribute

Histopathologic and Molecular Risk Factors for Development of Metastases

Monosomy 3

Epithelioid cells

High pigment content

High mitotic figures

Microvascular density

Extravascular patterns (close loops, networks)

TIMs and TILs

MLN (mean of the 10 largest nucleoli)
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Initial Work-up of Uveal Melanoma
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Liver Echography

Lung Radiography

Blood Analysis
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Enucleation as Primary Treatment of Uveal melanoma
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Standard Treatment for any size of uveal melanoma
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Brachytherapy as Primary Treatment of Uveal melanoma
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Tumor Resection as Primary Treatment of Uveal melanoma
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Follow-up of Uveal Melanoma
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Oncology FUP

Echo liver, lung X-ray

Every 6 months for 5 years

If T3-T4 pursue semestral FUP

If T2 pursue annual FUP

Ophtalmology FUP

Every 6 months for 2 years

Then every 9 months

To be adapted based on complications

+/- 50% of the patients will develop metastases
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Work-up for suspicion of relapsing Uveal Melanoma

Liver MRI

If suspicion

- PET-scan
- Liver Biopsy

Must have a Histology before treatment

HLA-A2 typing
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Differences between Cutaneous and Uveal Melanoma
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Pattern of MetastasisGenetic Alteration

GNAQ
GNA11

BRAF
NRAS

Both Leading to 
MAPK pathway

activation

Low tumor
mutational burden

High tumor
mutational burden

MUTATIONS IN
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Differences between Cutaneous and Uveal Melanoma
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Meta Cutaneous Melanoma
MCM

Meta Uveal Melanoma
MUM

Hassel JC. et al, NEJM 2023; Wolchok JD. et al., JCO 2021

mailto:jf.baurain@uclouvain.be


How to treat the metastases of Uveal melanoma ?

LOCAL TREATMENT

- Surgery 

- Intra-arterial chemotherapy

- Transarterial (chemo)embolisation

- Hepatic Perfusion

SYSTEMIC TREATMENT

- Chemotherapy

- Targeted Therapy

- Immunotherapy
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Is Surgery an option to treat Liver Metastases of Uveal Melanoma ?

60 days mortality is 2%
relapse rate 75%

This presentation is the intellectual propriety of Prof J-Fr. BAURAIN , Contact  jf.baurain@uclouvain.be for permission to reprint and/or distribute Agarwala et al 2013, Cancer

mailto:jf.baurain@uclouvain.be


Is Radiofrequency Ablation an Alternative Treatment for Surgery ?
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Radiofrequency ablation (RFA) / microwave ablation (MWA) / cryo-ablation (CA) : 

– Coagulation necrosis of the target tissue (60°-100° C)
– 1 cm thick tumor-free ablation margin
– Low procedural complications (1-2%)
– Median survival : 35 – 46 months (= surgical resection).
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Is Chemotherapy an option to treat Liver Metastases of Uveal Melanoma ?

Low response rate
Median OS ranging from 6 to 14 months
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Is Intra-arterial Chemotherapy an option to treat Liver Metastases of UM ?

Randomized Phase III trial fails to demonstrate superiority
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Is chemo-embolisation an option to treat Liver Metastases of Uveal Melanoma ?

Higher response rate but no impact on Overall Survival
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Is hepatic perfusion an option to treat Liver Metastases of Uveal Melanoma ?

Agarwala et al 2013, Cancer

Higher response rate but no impact on Overall Survival
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Could targeted therapies help MUM patients ?

> 90% mutations

MEK inhibitors
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Randomized Phase II trial with a MEK inhibitors in Metastatic Uveal Melanoma

Carjaval et al, ASCO 2013This presentation is the intellectual propriety of Prof J-Fr. BAURAIN , Contact  jf.baurain@uclouvain.be for permission to reprint and/or distribute
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Randomized Phase II trial with a MEK inhibitors in Metastatic Uveal Melanoma
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Immune Checkpoint Inhibitors (ICI)

Anti-CTLA-4

CD8
T cell

CTLA-4

CD80/86

TCR

MHC I

CD8

dendritic
cell

Jim Allison et al.
1994 - 1996
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Nobel Prize 2018

tumor
cell

TCR

MHC I

PD-1

PD-L1/L2

CD8
T cell

CD8

Anti-PD-L1

Anti-PD-1

Tasuku Honjo et al.
1992

Nobel Prize 2018
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Immune Checkpoints Inhibitors as Treatment for MUM
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Tebentafusp : a bispecific soluble TCR + anti-CD3, called ImmTAC

tumor
cell

gp100.A2

CD8
T cell

CD3TCRCD8

normal
infected

cell

E6.A2

CD8
T cell

CD3TCRCD8

HPV

tumor
cell

gp100.A2

CD8

CD8
T cell

CD3

New TCR

Tebentafusp

soluble TCR
anti gp100.A2
+ anti-CD3 (v)
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Weekly Administration : 20 micrograms then 30 and finally 68 micrograms

First three in Hospitalization then day care
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Tebentafusp : Mode of Administration
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IMC202 : Phase III with Tebentafusp in metastatic uveal melanoma

Nathan P. et al , NEJM 2022
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IMC202 : Phase III with Tebentafusp in metastatic uveal melanoma
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IMC202 : Phase III with Tebentafusp in metastatic uveal melanoma

Nathan P. et al , NEJM 2022

Median FUP = 14.1 mos
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IMC202 : Phase III with Tebentafusp in metastatic uveal melanoma 3y update

Hassel J.. et al , NEJM 2023This presentation is the intellectual propriety of Prof J-Fr. BAURAIN , Contact  jf.baurain@uclouvain.be for permission to reprint and/or distribute
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How to explain increase OS without major responses
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Side Effects of Tebentafusp

AE linked with tebentafusp’s MoA
Majority AEs occurred in first weeks
AEs are manageable
Discontinuation rate : 2%
No related deaths
CRS AEs : 89% of patients, 1% grade 3
Rash AEs : 83% of patients, 18% grade 3
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Pending Issues in MUM
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In MUM patients should we use first local or systemic treatment ?

Are Brain Mets an issue for MUM patients ?

When do we have to stop Tebentafusp ?
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Mrs T30493W - a woman of 50 years old

Nov 2007 Sep 2013
cT4b - left eye
Enucleation

Lung Met
10x11 mm

ILL

+/- 6 years

Sep 2013

CT-SCAN PET
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E
R
Y

20 Sept 2013

Oct 2023
CR

+/- 10years

YES, we can

Oligometastatic Disease in MUM ?
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Mr HD5504L - a man of 55 years old

Dec 2019 Dec 2021
cT2a - right eye
Brachytherapy

Liver Met

NO, we can’t

S
U
R
G
E
R
Y

25 Jan 2022

Oligometastatic Disease in MUM ?

MRI PET-scan

Dec 2021

+/- 2 years
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Pending Issues in MUM
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When do we have to stop Tebentafusp ?
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Mr HD5504L - a man of 55 years old

Dec 2019 Dec 2021
cT2a - right eye
Brachytherapy

Liver Met

S
U
R
G
E
R
Y

+/- 2 years

25 Jan 2022

TEBENTAFUSP
+/- 6 mois

MRI

May 2022

Relapse tumor bed
One new lesion

When to Stop Tebentafusp ?
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Mr HD5504L - a man of 55 years old

Dec 2019 Dec 2021
cT2a - right eye
Brachytherapy

Liver Met

S
U
R
G
E
R
Y

+/- 2 years

25 Jan 2022

TEBENTAFUSP
Aug 2022
Liver Mets

+/- 6 mois

MRI

Aug 2022

When to Stop Tebentafusp ?
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Mr HD5504L - a man of 55 years old

Dec 2019 Dec 2021
cT2a - right eye
Brachytherapy

Liver Met

S
U
R
G
E
R
Y

+/- 2 years

25 Jan 2022

TEBENTAFUSP
Aug 2022
Liver Mets

NIVO + IPI
+/- 6 mois

Nov 2022

MRI

Nov 2022

When to Stop Tebentafusp ?
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Mr HD5504L - a man of 55 years old

Dec 2019 Dec 2021
cT2a - right eye
Brachytherapy

Liver Met

S
U
R
G
E
R
Y

+/- 2 years

25 Jan 2022

TEBENTAFUSP
Aug 2022
Liver Mets

+/- 6 mois

PET-scan

Feb 2023

NIVO + IPI
Nov 2022

TMZ

Passed away in May 2023

When to Stop Tebentafusp ?
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Mr H83122F - a man of 59 years old

Fev 2014 Sep 2022
cT4b - right eye
Brachytherapy

Liver Mets
+/- 2 years

PET-scan

Sep 2022

IRM

When to Stop Tebentafusp ?
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Mr H83122F - a man of 59 years old

Fev 2014 Sep 2022
cT4b - right eye
Brachytherapy

Liver Mets
+/- 2 years

TEBENTAFUSP

PET-scan

Feb 2023

PET-scan

Feb 2023May 2023

When to Stop Tebentafusp ?
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Mr H83122F - a man of 59 years old

Fev 2014 Sep 2022
cT4b - right eye
Brachytherapy

Liver Mets
+/- 2 years

TEBENTAFUSP

Still in Response
Aug 2023

PET-scanIRM
PET-scan

May 2023Aug 2023

When to Stop Tebentafusp ?
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Long Evolution with Immunotherapy is possible for MUM patients

Oct 2008 Jun 2014 Jan 2015 Apr 2015
cT3 - left eye
Radiotherapy Hepatic Met

S
U
R
G
E
R
Y

Hepatic mets
multiples

C
H
E
M
O
T
H

Hepatic mets
multiples

I
P
I
L
I

+/- 6 years +/- 1 year PD CR

colitis
hypophysitis

Mar 2016
Hepatic mets

multiples

P
E
M
B
R
O

SD

51 infusions

Fev 2019 Passed away in July 2020

Mr S17655J - a man of 71 years old
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Pending Issues in MUM
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Are Brain Mets an issue for MUM patients ?
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Mrs EP4305R - a woman of 59 years old

May 2018 Jul 2021
cT3c - right eye
Brachytherapy

Liver Mets
Min 4 Lesions

When to Stop Tebentafusp

TEBENTAFUSP
Dec 2020

cT3b - right eye
Brachytherapy

Jul 2022
CR for liver
Brain met

Jul 2022

IRM
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Mrs EP4305R - a woman of 59 years old

May 2018 Jul 2021
cT3c - right eye
Brachytherapy

When to Stop Tebentafusp

TEBENTAFUSP

Jul 2022

IRM

Passed away in Mar 2023

Dec 2020
cT3b - right eye
Brachytherapy

Jul 2022
CR for liver
Brain met

TEBE

Dec 2022

IRM

Dec 2022
CR for liver
Brain met

NIVO + IPI

Liver Mets
Min 4 Lesions
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Metastatic Uveal Melanoma - Treatment Algorithm
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SINGLE
LESION

Yes Tebentafusp

RFA if liver
Surgery if lung, LN or Skin

HLA-A2

Lung or
Aggressive

disease
No

Yes

No

Nivolumab + Ipilimumab

Anti-PD-1 (nivo or pembro)
YES

NO
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Metastatic Uveal Melanoma - Keep up the Fight, Keep Believing !
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