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1 How to use this document 

The Melanoma Focus Uveal Melanoma guideline was begun in 2012 and published in 2015.  In 2020 

a review and update of this guideline was initiated which was completed in 2022.  The original 2015 

guideline was reviewed and areas where significant evidence had accumulated that impacted upon 

clinical practice resulting in a change to the recommendation were identified and updated.  In order 

that the guideline be comprehensive the guideline includes both the areas of the guideline which 

have been updated and those that remain the same as the 2015 version.  The original guideline and 

text are designated with [2015] and the update with [2022]. 

This document contains supporting information for the 2022 update, including the evidence tables, 

search strategies, Guideline Development declarations of interest and other background 

information. It supports the recommendations made regarding the management of uveal 

melanoma.  The appendices from the 2015 guideline are also available. 

All of the further material is available here https://melanomafocus.org/for-professionals/rare-

melanoma-guidelines-and-consultations/uveal-melanoma-guidelines/ .  This includes: 

• the Full guideline containing the background information, methodology, evidence reviews 

and details of the Guideline Development Group (GDG)  

• the Executive Summary containing the recommendations 

• the Care Pathway 

• the 2015 Appendices 

• information for patients   

• a Power Point slideset is also available for use at clinical meetings  

• the comments from the consultation and the Guideline Development Group’s (GDG) replies 

  

There is a glossary and list of abbreviations used and an additional table of all the full names of the 

genes at the end of the full document. 

 

 

Appendix A: Evidence [2022] 

A.1 Patient Information and Support 

A.1.1 Extraction tables 

 

Study Anchouche, S., Liu, J., Zaguia, F., Nassrallah, G. and Deschenes, J.; 

2020; Quality-of-life considerations in patients with uveal melanoma: 

a systematic review; Canadian Journal of Ophthalmology; 7.  

Study type Systematic review 

Number of studies (number of 

participants) 

18 studies  

Countries and setting Mainly from North America and Europe (89%) 

Duration of study Studies published in English between January 1998 to September 2019 

https://melanomafocus.org/for-professionals/rare-melanoma-guidelines-and-consultations/uveal-melanoma-guidelines/
https://melanomafocus.org/for-professionals/rare-melanoma-guidelines-and-consultations/uveal-melanoma-guidelines/
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Inclusion criteria Patients treated for uveal melanoma with or without metastasis in 

which the primary outcome is the QOL of patients  

Exclusion criteria Abstracts, review articles, published protocols, validation 

studies, and case reports  

Recruitment/selection of patients  

Population details Mean age 61.7 years  (range 17.0 - 94.4). 

Patients had the following diagnoses:  

choroidal melanoma (n = 3467) 

ciliary body melanoma (n = 330) 

iris melanoma (n = 134) 

cilio-choroidal melanoma (n = 20) 

irido-ciliary melanoma (n = 6) 

irido-cilio-choroidal melanoma (n = 2). 

Patients underwent the following treatments: 

plaque radiotherapy (n = 2273) 

enucleation (n = 876) 

proton beam radiotherapy  (n=555 

local resection (n = 148) 

Interventions 21 different QOL assessment tools were used.   

90% of the assessment tools were validated and found to have good 

internal consistency and reliability.  

10% were validated in patients 

with UM—EORTC-C30-OPT37 and the Concern for Recurrence and 

Perception of Appearance Scale) (adapted to UM).  

 

The most frequent tools used were  

Hospital Anxiety & Depression Scale (HADS) 

National Eye Institute Visual Function Questionnaire (NEI-VFQ), 

Medical Outcomes Study 36-Item Short-Form Health Survey (SF-36) 

Ophthalmic Oncology EORTC QLQOPT3 

Funding Not stated 

Results Brachytherapy -  6 reported no difference in the functional, emotional, 

and social domains of QOL between brachytherapy and other options 

(largely enucleation). 4 studies demonstrated some statistically 

significant advantage to brachytherapy when compared with 

enucleation in physical, functional, and emotional well-being, although 

the difference in both groups decreased with time 

PBR - One study showed that over 1/3 of patients had at least 

moderate depression following treatment. 

Enucleation - patients report their worst emotional well-being, social 

functioning, and vitality 3 months but show a recovery by 1 year.  

CyberKnife - 2of 3 did not report a difference in QOL,12,23 whereas 1 

study noted better daily functioning in irradiated patients in the short-

term (2 months) compared 

with enucleated patients but differences disappeared with time. 

Iridectomy – no comparisons with other treatments.  Photophobia is a 

main complaint after this type of procedure, only a small number of 

patients were affected severely enough to change their activities of 

ADL e.g. driving.   
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One study showed not significant differences in QOL between 

treatment groups. 

 

Conclusion: overall, the majority of studies comparing the outcomes of 

different treatments for UM do not demonstrate the superiority of 

one modality over another with regard to patient-reported QOL, 

regardless of tumour size. 

Quality assessment Risk of bias: Low although most cross sectional studies 

Indirectness: Low – all patients with UM 

 

 

Study Afshar, A. R., Deiner, M., Allen, G. and Damato, B. E.;  

2018; The Patient's Experience of Ocular Melanoma in the US: A 

Survey of the Ocular Melanoma Foundation;  

Ocular Oncology & Pathology; 4; 280-290 

Study type Cross-sectional study 

Number of participants 180 patients 

Countries and setting Patients across the USA were surveyed 

Duration of study Snapshot 

Inclusion criteria  

Exclusion criteria A total of 128 questionnaires were excluded because the patient 

did not reside in the US (n = 38), because the questionnaire was 

completed by a caregiver on their behalf (n = 51), and/or because 

the patient did not report the tumor location (n = 73). 

Recruitment/selection of patients OMF network participants were invited to participate via an email. 

Population details 130 women and 50 men 

Median age 58 years (range, 26–81) 

Median time between after diagnosis that questionnaire was 

completed was 3.0 years (range, 0.12–24.6). 

Interventions Online survey was designed by members of the Ocular Melanoma 

Foundation (OMF), a patient advocacy organization 

Funding  

Results Over 50% reported dissatisfaction with: 

• Psychological counseling and accepting cancer diagnosis 

• Counseling on treatment and other measures aimed at 

• preventing liver tumors 

• Counseling on diagnostic testing options besides genetic tests  

• Counseling on genetic tests 

• Prognostication predicting chances of future health 

• Treatment of such metastatic disease 

Generally a higher proportion of women were dissatisfied. 

Quality assessment Risk of bias: High because of recruitment 

Indirectness: Low 
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Study Barker, C. A., Kozlova, A., Shoushtari, A. N., Hay, J. L., Francis, J. H. 

and Abramson, D. H.; 2020; Quality of Life Concerns in Patients with 

Uveal Melanoma after Initial Diagnosis; Ocular Oncology & 

Pathology; 6; 184-195. 

Study type Prospective cohort 

Number of studies (number of 

participants) 

201 patients 

Countries and setting Sloan Kettering, New York, USA 

Duration of study Data collect for 4.5 years - 2011-2016 

Inclusion criteria Initial diagnosis of UM 

Exclusion criteria  

Recruitment/selection of patients Patients with UM after initial diagnosis before undergoing treatment 

Population details Median age = 61 years (range 28–89).  

Similar proportions of men and women  

Comorbidities 

None 50 (25%) 

Mild 81 (40%) 

Moderate 46 (23%) 

Severe 24 (12%) 

Interventions EORTC core quality of life questionnaire (QLQ)-C30, as well as the 

Ophthalmic Oncology module, QLQ-OPT30 administered. 

Demographic, ophthalmic, and tumor related characteristics were 

recorded 

Funding Sloan Kettering support grant and New York State University 

Results About half of UM patients were affected by severe worry about cancer 

recurrence after initial diagnosis. 

 

Ocular irritation and vision impairment are common ophthalmic QOL 

concerns present prior to the start of any treatment.  

 

The analysis suggests that extraocular extension by the tumor is most 

strongly associated with vision impairment, and this should be 

carefully considered by clinicians as a factor associated with 

compromised QOL. 

 

Discussed the use of a  6-week structured group intervention soon 

after initial diagnosis and therapy to improve coping and reduce stress 

Quality assessment Risk of bias: Low 

Indirectness: Low 
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Study Damato, B., Hope-Stone, L., Cooper, B., Brown, S., Heimann, H.; 

Dunn, L.; 2019; Patient-Reported Outcomes and Quality of Life after 

Treatment for Choroidal Melanoma; Ocular Oncology and Pathology; 

5; 402-411 

Study type Case series 

Number of studies (number of 

participants) 

1 n=1154 (442 enucleated; 730 plaque; 424 proton beam) 

Countries and setting Liverpool UK 

Duration of study 10 years 

Inclusion criteria Choroidal melanoma patients 

Exclusion criteria Other cancers or eye diseases 

 

Study Brown SL, Hope‐Stone L, Heimann H, Damato B, Salmon P.; 

2018;Predictors of anxiety and depression 2 years following 

treatment in uveal melanoma survivors. Psycho‐Oncology. 1–8. 

Study type Prospective cohort study 

Number of participants 261 patients with a diagnosis of posterior uveal melanoma returned all 

three questionnaires at 6, 12 and 24 months of the 554 who 

consented to take part.  Sample attrition analysis showed no evidence 

of attrition bias.   

Countries and setting UK - Liverpool 

Duration of study All patients treated at the  Liverpool Ocular Oncology Centre from  

2008-2011 followed up for 24 months  

Inclusion criteria   

Exclusion criteria  

Recruitment/selection of patients Consecutive patients with a diagnosis of posterior uveal melanoma 

who consented to take part and returned all questionnaires.   

Population details  

Interventions The first aim was to determine whether symptoms or functional 

difficulties, or worry about recurrent disease (WREC)  measured  6 and 

12 months after diagnosis predicted probable anxiety and depression 

24 months after diagnosis. The second aim was to establish 

whether WREC at 12 months mediates this prediction.   

Funding Not reported 

Results Anxiety and depression caseness at 24 months was predicted by 6‐
month ocular irritation, headache, and functional problems. 

Conclusions: Survivors reporting symptoms, functional problems, and 

WREC should be monitored for anxiety and depression. Appropriate 

reassurance that symptoms do not signify future disease might help 

prevent anxiety. 

Quality assessment Risk of bias: Moderate  

Indirectness: Low 

 



Page 9 of 78 

 

Recruitment/selection of patients Liverpool patients (mailed questionnaires) 

Population details Statistical analysis was performed on data from 1,615 questionnaires 

completed by enucleated patients and 4,619 questionnaires from 

patients who had received radiotherapy 

 

Male 825 female 771 

 

Median age: 64.63 

 

Median Tumour thickness:  7.9 

Median Tumour diameter:  15.3 

Interventions Counselling service available from start 

Funding This work was made possible in part, by NIH-NEI EY002162 – Core 

Grant for Vision Research and by the Research to Prevent Blindness 

Unrestricted Grant. 

Results Enucleated patients were more worried about metastasis; patients 

who had radiotherapy were more concerned about the possibility of 

local tumour recurrence; over time there was a decline in self-

reported QoL, which occurred in both treatment groups. Higher levels 

of depression were found after enucleation, compared to 

radiotherapy; ocular features were not significant except for 

monosomy 3, which was associated with anxiety and reduced 

emotional well-being; these results have encouraged us to remind 

patients about any good prognostic features at every opportunity. 

Quality assessment Risk of bias: Moderate  

Indirectness: Low 

 

 

 

Study Hope-Stone, L., Ablett, J. and Salmon, P.; 2018; Reflections on a 

Health Psychology Service for Patients with Uveal Melanoma: The 

Challenge of Psychological Screening and Intervention When Distress 

is 'Normal' 

Study type Retrospective review of patient’s notes for health psychology 
assessments. HADS assessment was compared with Health 

Psychologist (HP) assessment of anxiety and depression scores.  

Number of studies (number of 

participants) 

261 

Countries and setting UK Liverpool Ocular Oncology Centre (LOOC) and Clinical Health 

Psychology Service-Centre, Royal Liverpool and Broadgreen University 

Hospital, NHS Trust, Liverpool 

Duration of study Carried out in 2018 for a 4 year period April 2014 to March 2018 

Inclusion criteria The clinical records of all Ocular Melanoma patients who accepted a 

routine health psychology assessment over the 4 years April 2014-

March 2018 

Exclusion criteria Ocular Melanoma patients who declined the offer to speak to a health 

psychologist after diagnosis. Patients who did not fall within the 

specified time period. 
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Recruitment/selection of patients A retrospective review of clinical notes of all patients who had been 

reviewed within the stated time frame. 

Population details 261 patients, 128 women, 133 men. 

Median age 65yrs (32-88) 

Diagnosed with Ocular Melanoma and treated at LOOC 

Patients had been assessed by a Health Psychologist (HP) and had 

completed the HADS (Hospital Anxiety & Depression questionnaire) 

Interventions The Health Psychologist spoke to each patient in person, either on the 

ward at the point of surgery or by phone.  

Funding Not declared 

Results The HADS classified 88 (33.7%) as cases of anxiety, 23 of these also 

being cases of depression, none reaching the threshold of depression 

alone.  

The HP identified psychological need in 129 (49.4%) of patients, 15.7% 

higher than the HADS score.  

For each patient the final decision was recorded about whether the HP 

thought that post-discharge psychological intervention was necessary 

and the score each patient received from the HADS assessment. 

173 patients scored below HADS threshold. Of these, the HP identified 

no psychological need in 114 (65.9%), but did identify psychological 

need in 59 (34.1%) 

88 patients reached the HADS threshold for psychological need. The 

HP identified 70 (79.6%) having need, 18 (20.5%) not having need. 

The HADS and HP assessment agreed for the majority of patients, but 

diverged for 77 (29.5%) of patients.  

 

Quality assessment Risk of bias: Narrow selection criteria.  

Indirectness: No assumptions made, all patients assessed by both 

methods 

Imprecision:  

Inconsistency: 

 

 

 

Study Klingenstein, A., Samel, C., Garip-Kuebler, A., Miller, C., Liegl, R. G., 

Priglinger, S. G. and Foerster, P. I.; 2020; The national comprehensive 

cancer network distress thermometer as a screening tool for the 

evaluation of quality of life in uveal melanoma patients; Acta 

Opthalmologica; 98; e381-e387 

Study type Survey 

Nnumber of participants) 106 patients with UM 

Countries and setting Department of Ophthalmology, Ludwig-Maximilians-University, 

Munich, Germany and Institute of Medical Statistics and 

Computational Biology, Faculty of Medicine, University of Cologne, 

Cologne, Germany 

Duration of study 8 months in 2018 

Inclusion criteria  
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Study Lieb, M., Tagay, S., Breidenstein, A., Hepp, T., Le Guin, C. H. D., 
Scheel, J., Lohmann, D. R., Bornfeld, N., Teufel, M;  Erim, Y.; 2020; 

Psychosocial impact of prognostic genetic testing in uveal melanoma 

patients: a controlled prospective clinical observational study; BMC 

psychology; 8; 8 

Study type Non-randomized Controlled Prospective Clinical Observation Trial 

Number of studies (number of 

participants) 

1 (n=186)  

n= 112 Observational Group (OG) v n= 74 Intervention Group (IG) 

Drop out: 27 v 12 (OG v IG) across life of the study   

Exclusion criteria Unable to read and write German well enough to be able to complete 

the study unaided 

Recruitment/selection of patients Recruited at the time of follow-up appointment.  Median time at 

completion of the survey after primary diagnosis was 2.9 

(range 0–29.5) years. 

Population details Male: Female [47:59] 

Median age at primary diagnosis 59 [range 24–85] y 

T stage T1 = 43, T2 = 38, T3 = 21, T4 = 4 

Interventions National Comprehensive Cancer Network (NCCN) distress 

thermometer as a psychooncological screening tool administered  

Funding Not stated 

Results Over 10% had distress levels of 7 and above.  Higher T-category lead to 

significantly more emotional problems and spiritual concerns. 

25 (23.6%) reported practical problems, 

11 (10.4%) family problems,  

7 (6.6%) religious or spiritual concerns,  

64 (60.4%) emotional  

73 (68.9%) physical problems 

 

The NCCN distress thermometer could be integrated into clinical 

routine as it proved to be a rapid and sensible screening tool for 

emotional and physical distress in patients with uveal melanoma. 

Special attention should be paid to patients with higher T-category 

and patients resulting in lower levels of BCVA. As in patients with 

different tumour entities, the established distress threshold of ≥5 
proposing intervention proved to be adequate for uveal melanoma 

patients 

General finding that patients with higher T-category had significantly 

more emotional problems and spiritual concerns. Lower best 

corrected visual acuity (BCVA) was correlated with higher distress 

levels. The information about BCVA levels could be used to inform and 

target future interventions. 

 

Quality assessment Risk of bias: High – it seemed to be quite random at what stage after 

initial diagnosis that the questionnaire was administered.  

Indirectness: Low 
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Countries and setting Germany; University Hospital Essen; ¹Department of Psychosomatic 

Medicine and Psychotherapy ²Department of Ophthalmology 

³Department of Human Genetics  

Duration of study 12 months (preoperatively (T0); postoperatively (T1); 6-12 weeks (T2), 

6 months (T3), and 12 months (T4))  

Inclusion criteria 18years+; possess significant knowledge of the German language; 

diagnosed with uveal melanoma and the possibility of tumor sample 

removal (enucleation, biopsy or transretinal endoresection) if genetic 

testing was requested by the patient    

Exclusion criteria Pre-existing diagnosis of mental disability, psychosis, or dementia   

Recruitment/selection of patients Sample of patients with uveal melanoma undergoing cancer therapy at 

the Department of Ophthalmology of the University Hospital in Essen; 

Refusal for genetic testing (OG) v consent for genetic testing (IG)  

Population details Age: Mean 63.08 v 57.68; range 37-84 v 29-82 (OG v IG)  

Male /female: 58/54 (52%/48%) v 42/21 (67%/33%) (OG v IG) 

Education: Intermediate <12 years 82 v 40 73%/64%); High school or 

higher 29 v 22 (26%/35%); No information 1 v 1(1%/2%) (OG v IG)  

Treatment: Brachytherapy 90 v 25 (80%/40%); endoresection with 

adjuvant brachytherapy 3 v 7 (3%/11%); Proton therapy 7 v 1 

(6%/10%); enucleation 8 v 23 (7%/37%); Other 4 v 2 (4%/3%) (OG v IG)  

At baseline (T0):  

Resilience; 70.21 v 70.08 (OG v IG) 

Social support; 4.51 v 4.36 (OG v IG) 

Fear of progression; 2.13 v 2.34 (OG v IG) 

General distress; 5.40 v 6.15 (OG v IG) 

Depression; 4.90 v 5.10 (OG v IG) 

Anxiety; 7.21 v 7.62 (OG v IG) 

Quality of life: physical; 48.22 v 49.93 (OG v IG) 

Quality of life: Mental; 44.57 v 45.74 (OG v IG) 

Perceived risk:  4.06 v 5.02 (OG v IG) 

Interventions To investigate the psychosocial impact of genetic testing in patients 

with uveal melanoma. Questionnaires at baseline (T0) gathered 

protective factors (resilience and perceived social support) + patients 

informed utilisation of psycho-oncological interventions are available; 

(T0 -T4) Measures carried out to assess for psychological distress, 

health related quality of life, and estimation of the perceived risk of 

metastasis 

Funding German Cancer Aid 

Results Genetic testing was found not to be associated with poorer 

subsequent psychological well-being.  Rather, it was found to reduce 

adverse mental conditions and improve the accuracy of perception.   

Individuals with higher general distress and/or anxiety predicted 

greater use of psycho-oncological interventions.  

Quality assessment Risk of bias: High; study does not lend itself to randomisation; blinding 

not applied.   

Indirectness: Sample size too small to generalize to the wider 

population; nationality may impact on outcomes; male bias in IG 

group; difference in number across some cancer treatments between 

groups extensive 

Imprecision: 95%  
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Inconsistency: N/a  

 

 

Study Miniati, M., Fabrini, M. G., Genovesi Ebert, F., Mancino, M., Maglio, 

A., Massimetti, G., Massimetti, E. and Marazziti, D.; 2018; Quality of 

Life, Depression, and Anxiety in Patients with Uveal Melanoma: A 

Review 

Study type Systematic Review 

Number of studies 18 

Countries and setting Study from Italy papers retrieved from any country 

Duration of study Searched last 25 years 

Inclusion criteria A literature review using databases “PsycInfo,” “Medline,” and 
“Science Direct.” 

Keywords: “Choroidal” AND “melanoma” AND “quality of life” [MeSH 
Terms] OR “uveal” and “melanoma” AND “quality of life” [MeSH 
Terms], OR “COMS” AND “QOLS” AND “research report” [MeSH 
Terms] OR “research” AND “report” OR “research report” [MeSH 
Terms] OR (“genetic” [All Fields] AND “testing” [All Fields]) OR 
(“genetic testing” [All Fields]) AND (“Uveal melanoma” 
[Supplementary Concept] OR “Uveal melanoma” [All Fields] OR “uveal 
melanoma” [All Fields]). 

Exclusion criteria Papers not in English were excluded as well as literature 

reviews or study protocol papers. 

Recruitment/selection of patients  

Population details Eight studies (44.4%) used a prospective design methodology: two 

were retrospective observations (11.1%), three were cross-sectional 

observational studies (16.6%), and three (16.6%) were naturalistic 

follow-up studies. One trial was conducted with a case-control design 

(5.5%), and one was a methodological paper (5.5%). 

Range of study participants between 7 and 842.   

Total of patients 2587, 1306 males (50.5%), and 1281 females (49.5%) 

Interventions Twenty-six different scales, questionnaires, or interviews were utilize 

With regard to psychiatric diagnoses, no studies utilized standardized 

diagnostic criteria such as the ones described in the Diagnostic and 

Statistical Manual of Mental Disorders (DSM-IV-R or previously DSM-

III-R) [6, 7].  

 

The Hospital Anxiety and Depression Scale (HADS) was administered in 

seven studies (38.8%)  

The Beck Depression Inventory (BDI) in only one study (5.5%)  

The European Organization for Research and Treatment of Cancer 

Questionnaire (EORTC-QLQ) was administered in 4 studies, but in 

different versions (22.2%) [10, 11] 

The SF-36 was utilized in 8 studies (44.5%) [12]. 

Funding Not stated 
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Study Nshimiyimana, R., Guzzetta, C. E., Brown, M. M., Zhou, Q., Johnson, 

J. M., Sato, T; Keith, S.; 2018; Pilot study of anxiety, depression, and 

quality of life in patients with the diagnosis of metastatic uveal 

melanoma; Annals of oncology : official journal of the European 

Society for Medical Oncology; 29 [Suppl]; viii560 

Study type Pilot study  2018 

Number of participants n=65 

Countries and setting USA 

Duration of study 3 months 

Stratum  MUM 

Inclusion criteria Metastatic Uveal Melanoma  

Exclusion criteria People who could not speak English 

Recruitment/selection of patients Patients treated at a Mid-Atlantic hospital were invited 

Population details Age:  18 – <60 

Results Taken as a whole, the number of instruments utilized for the 

assessment of QoL is too wide and inhomogeneous. In this review, 19 

different scales were found in a total of 16 studies. 

Re genetic testing of UM, therapeutic options available for metastatic 

UM are still limited but studies are concordant in finding that patients 

usually request the prognostic information about their UM at the time 

of diagnosis, in order to better plan their management, with no 

significant impact on their depression/anxiety levels nor on their 

subjectively perceived QoL, even when monosomy 3 is confirmed.  

 

Only the most recent studies on genetic testing offer patients an 

assessment with a psychologist during the perioperative period.  

 

 QoL assessment did not reveal relevant differences among UM 

treatment groups in terms of overall QoL or depression/anxiety levels. 

Genetic testing did not significantly affect QoL or patients’ 
psychological status. At present, there are limitations and gaps, from a 

psychopathological perspective, on several main topics, such as the 

occurrence of specific patterns of depressive/anxiety symptoms, as 

well as their treatment responses in the population of patients with 

UM. A more accurate definition of QoL that considers a psychiatric 

evaluation of anxiety and depression signs and symptoms is a key 

issue.  

 

Further research is necessary to define the most appropriate 

psychological/psychopathological assessment of QoL and 

depressive/anxiety symptoms in patients with UM. 

Quality assessment Risk of bias: Low 

Indirectness: Low 
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All stage IV 

Male 28  Female 37 

Interventions N/A 

Funding Not declared 

Results There were 65 respondents (93% response rate). 30.8% (n=20) had at 

least borderline anxiety, 13.8% (n=9) had at least borderline 

depression, and 32.3% (n=21) had a decrease in global QOL. Patients 

18 to ≤ 60 years had higher anxiety scores (p=0.003) and lower QOL 

scores in environmental health (p=0.006). Those with a shorter 

duration of illness since metastasis had higher anxiety scores (p=0.01) 

and higher QOL scores in physical health (p=0.05). No differences were 

found by gender or time to metastatic disease. 

UP TO 30% HAD AT LEAST BORDERLINE ANXIETY; UP TO 10% HAD AT 

LEAST BORDERLINE DEPRESSION. 

Quality assessment Risk of bias: high – this is a pilot study 

 

 

 

Study Scannell, O., O'Neill, V., Dunne, M., Baily, C., Salih, A., Cunningham, 

M. and Horgan, N.; 2020; Quality of Life in Uveal Melanoma Patients 

in Ireland: A Single-Centre Survey; Ocular Oncology & Pathology; 6; 

99-106 

Study type Single centre cross sectional study 

Number participants  n=138 (of 206) 

Countries and setting Dublin, Ireland.  Royal Victoria Eye and Ear Hospital 

Duration of study 6 years (2010 – 2016) 

Inclusion criteria Patients with uveal melanoma  undergoing either brachytherapy or 

enucleation.   

Exclusion criteria Proton Beam Therapy  

Recruitment/selection of patients Questionnaire sent to patients with UM attending Royal Victoria Eye 

and Ear Hospital 

Population details Male = 78 

Female = 60 

Age (median) = 66 

Median Tumour diameter 14.00 mm 

Median Tumour thickness 10.00 mm 

Months from treatment to questionnaire (median) 29.63 

Interventions  

Funding  
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Results 138/ 206 patients completed the questionnaires. The authors 

compared responders and non-responders and found no differences 

with regard to There were no statistically significant associations 

between participants and non-participants in sex, treatment or 

tumour type.  There were however differences in age in that the 55-74 

age group were significantly more likely to respond in comparison to 

the older and younger age groups. 

  There was no significant difference in reported QOL between the two 

treatment groups.  Patients reported concerns about tumour 

recurrence elsewhere in the body; enucleated patients had initial 

problems with appearance.   

Anticipating which patients are more likely to suffer in terms of certain 

aspects of their QOL, appropriate and timely psychosocial support can 

be provided. 

Quality assessment Risk of bias: Low – the authors compared responders and non-

responders. 

Indirectness: Low 

 

 

A.1.2 Excluded studies 

Author Year Title Reason for exclusion 

Dimitrov, L 2019 Interventions for the treatment of cancer-

related traumatic stress symptoms: A 

systematic review of the literature 

Very general and did not specifically address 

UM 

Erim, Y. 2016 Psychosocial impact of prognostic genetic 

testing in the care of uveal melanoma 

patients: protocol of a controlled 

prospective clinical observational study; 

Written at the beginning of the study and does 

not include results which are in the Lieb paper 

Hope-Stone, 

L., 

2016 Two-year patient-reported outcomes 

following treatment of uveal melanoma 

Included in the Anchouche systematic review 

Schuermeyer, I 2016 Depression, Anxiety, and Regret Before and 

After Testing to Estimate Uveal Melanoma 

Prognosis 

Included in Miniati systematic review 

 

A.2 Genetic and molecular features  

A.2.1 Extractions tables 

Study Bakhoum MF, Esmaeli B. Molecular Characteristics of Uveal 

Melanoma: Insights from the Cancer Genome Atlas (TCGA) Project. 

Cancers (Basel) [Internet]. 2019;11(8):27. 

Multicentre study Y (samples contributed from multiple sites) 

Number of cases analysed 80 

Methods used 121 samples submitted with 80 passing all quality measures. Whole 

exome sequencing, RNA sequencing, Single Nucleotide polymorphism 

(SNP), DNA Methylation. Reverse Phase Protein Assays (RRPA) 
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Main outcomes Mutational burden of UM is low, and no evidence of a UV mutational 

signature. The nine most mutated genes were  

GNAQ, GNA11, BAP1, 

 SF3B1, EIF1AX, CYSLTR2, SRSF2, MAPKAPK5, and PLCB4, and activating 

mutations of GNAQ/11 are an early event. Mutations of SF3B1/EIF1AX 

versus BAP1 could stratify UM into good and poor prognosis and M3 

correlated with BAP1 mutations. D3 and M3 UM could be further 

subdivided based on other molecular changes to qualify prognostic 

assessment. 

Quality assessment Exclusion of patients with prior treatment.  Histomorphological 

features evaluated by five histopathologists. Techniques carried out at 

different specialist centres. 

Conclusion UM can be subdivided into four distinct subgroups with different 

prognostic outcomes. 

  

 

Study Caines R, Eleuteri A, Kalirai H, Fisher AC, Heimann H, Damato BE, et 

al. Cluster analysis of multiplex ligation-dependent probe 

amplification data in choroidal melanoma. Mol Vis [Internet]. 

2015;21:1–11. 

Multicentre study N 

Number of cases analysed 602 

Methods used Multiplex ligation Dependent probe Amplification (MLPA). 

Main outcomes A more equal split was found for cases with no deletions for 

chromosome 3 and those with deletion of all probes.  There was no 

obvious grouping of data for 8q and UM with gain of 3 or 4 probes for 

8q were equally distributed amongst the chromosome 3 clusters. 

Combining the analysis for both chromosomes UM could be divided 

into 4 clusters with M3 and +8q having the poorest prognosis and 

D3/D8 the best.   

Quality assessment Very large series, with representative clinic-pathological data 

Conclusion MLPA analysis particularly for chromosome 3 defines two main groups 

and survival analysis is significantly different with those evidencing 

loss of chromosome 3 have a much poorer outcome. 

  

 

Study Dogrusoz M, Bagger M, van Duinen SG, Kroes WG, Ruivenkamp CA, 

Bohringer S, et al. The Prognostic Value of AJCC Staging in Uveal 

Melanoma Is Enhanced by Adding Chromosome 3 and 8q Status. 

Invest Ophthalmol Vis Sci [Internet]. 2017 Feb 1 

Multicentre study Y 

Number of cases analysed 522, but reduced to those where genetic information was available to 

470 from the two centres. 

Methods used Karyotyping, Multiplex ligation Dependent probe Amplification 

(MLPA), Fluorescence In Situ Hybridization (FISH), Single Nucleotide 

Poylmorphisms (SNP) 
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Main outcomes The incidence of metastatic death was highest for UM patients with 

M3 & 8q+. Higher AJCC stages were associated with prognostically 

poor chromosomes profiles (M3 &8q+). 

Quality assessment A large cohort with accurate mean follow up of approximately 

48months 

Conclusion Combining information from the AJCC staging and chromosome 3 and 

8q status provides a better assessment of prognosis, as shown by 

others previously.  The prognostic value of the AJCC staging can be 

improved by adding chromosome 3 and 8q status. 

  

 

Study Farquhar N, Thornton S, Coupland SE, Coulson JM, Sacco JJ, Krishna 

Y, et al. Patterns of BAP1 protein expression provide insights into 

prognostic significance and the biology of uveal melanoma. J Pathol 

Clin Res [Internet]. 2018;4(1):26–38. 

Multicentre study Y (partial validation from previously analysed second centre) 

Number of cases analysed 179  

Methods used BAP1 sequencing for mutational analysis, BAP1 protein by 

Immunohistochemistry (IHC), Multiplex ligation Dependent probe 

Amplification (MLPA) and microsatellite analysis (MSA) for copy 

number changes 

Main outcomes Loss of BAP1 nuclear staining and was an indicator of poor prognosis 

and correlated to monosomy 3 (M3) Uveal melanomas.  M3 

melanomas could be stratified by the expression of nuclear BAP1 

staining and those with had better survival. Focal perinuclear staining 

was observed in some BAP1 negative staining cases. 

Quality assessment Large series (165) from a single centre, and validation with 14 from 

second centre. Clinico-pathological parameters appropriate, bias for 

surgical removal  

Conclusion Loss of nuclear BAP1 protein expression is the strongest indicator of 

poor outcome. 

 Y (partial validation from previously analysed second centre) 

 

Study Field MG, Decatur CL, Kurtenbach S, Gezgin G, Van Der Velden PA, 

Jager MJ, et al. PRAME as an Independent Biomarker for Metastasis 

in Uveal Melanoma. Clin Cancer Res [Internet]. 2016 Mar 1 [cited 

2021 Mar 24];22(5):1234–42. 

Multicentre study Y (two one as a validation centre for supply of UM samples) 

Number of cases analysed 389 but smaller cohorts for different analysis 

Methods used Enucleations of Fine needle biopsies. BAP1 sequencing for mutational 

analysis, Gene expression profiling (GEP) Single Nucleotide 

Poylmorphisms (SNP),  qPCR for PRAME expression. 

Main outcomes Mutations of SF3B1 and EIF1AX associated with Class 1 GEP and 

EIF1AX was not found in any metastasizing UM. BAP1 mutations 

correlated with Class 2. 6p gain is a good prognostic indicator relative 

to M3 and Class 2 UM, but associates with metastasis in Class 1. 

PRAME anaylsis was dependent on availability of sufficient material 

(64 cases and further validation).  For Class 1 tumours PRAME 
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expression augments the accuracy of GEP (12 gene) to provide an 

intermediate metastatic risk. 

Quality assessment Retrospective analysis of a large series of consecutive patients, and 

validation of partial cohorts for some aspects.  limitation small number 

of Class 1 cases.  

Conclusion PRAME is an independent indicator of prognosis, identifying increased 

metastatic potential, and can be used to further stratify D3 of Class 1 

(better prognosis) UM. 

  

 

Study Glasgow BJ, McCannel TA. Correlation of Immunocytochemistry of 

BRCA1-associated Protein-1 (BAP1) With Other Prognostic Markers in 

Uveal Melanoma. Am J Ophthalmol [Internet]. 2018;189:122–6. 

Multicentre study N 

Number of cases analysed 113 

Methods used Fine needle aspiration biopsies analysed by immunocytochemistry for 

BAP1 protein in comparison to analysis by Fluorescence in Situ 

Hybridization (FISH), Gene expression profiling (GEP) and Multiplex 

ligation Dependent probe Amplification (MLPA). 

Main outcomes 38 cases had sufficient material. Loss of BAP1 nuclear staining was 

detectable and correlated to M3 and GEP class 2. Multiple aspirates 

were performed for some cases and did not yield sufficient material 

for any test.  

Quality assessment Prospective analysis of cases over 2 years, single centre.  38 cases 

analysed as a comparison of all techniques. 

Conclusion BAP1 is a valuable prognostic marker and is applicable to Fine needle 

biopsies with sufficient material, and has the added value of assessing 

morphologic character. 

  

 

Study Kalirai H, Dodson A, Faqir S, Damato BE, Coupland SE. Lack of BAP1 

protein expression in uveal melanoma is associated with increased 

metastatic risk and has utility in routine prognostic testing. Br J 

Cancer [Internet]. 2014;111(7):1373–80. 

Multicentre study N 

Number of cases analysed 68 primary UM and 13 metastatic cases (5 as paired) 

Methods used Immunohistochemistry (IHC) of tissue microarrays and comparison to 

results of previous Fluorescence in Situ Hybridization (FISH) and 

Multiplex ligation Dependent probe Amplification (MLPA). 

Main outcomes 50% of primary UM and 77% of metastatic UM were absent for 

nuclear BAP1 protein, and was concordant with matching pairs where 

available. Absent nuclear BAP1 

Quality assessment Array selected on representation of survival and chromosome 3 status 

and reflected cases with over 6 year survival.  

Conclusion Lack of nuclear BAP1 protein is a reliable indicator of poor prognosis 

and correlates with other genetic biomarkers. 
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Study Koopmans AE, Verdijk RM, Brouwer RW, van den Bosch TP, van den 

Berg MM, Vaarwater J, et al. Clinical significance of 

immunohistochemistry for detection of BAP1 mutations in uveal 

melanoma. Mod Pathol [Internet]. 2014;27(10):1321–30. 

Multicentre study Y two centres 

Number of cases analysed 74 

Methods used Sequencing for BAP1 mutations, Immunohistochemistry (IHC), 

Fluorescence in Situ Hybridization (FISH) and Single Nucleotide 

Polymorphism(SNP) 

Main outcomes Absent BAP1 staining (43%) was strongly correlated with BAP1 

mutations (47%) and loss of chromosome 3 (62%) and clinical-

pathological indicators of poor outcome. Loss of BAP1 is associated 

with the progression of UM to aggressive disease. 

Quality assessment Multi centre retrospective study with mean follow up of 52 months 

and appropriate clinico-pathological details. 

Conclusion IHC screening for BAP1 should become part of the routine assessment 

of UM 

  

 

Study Patrone S, Maric I, Rutigliani M, Lanza F, Puntoni M, Banelli B, et al. 

Prognostic value of chromosomal imbalances, gene mutations, and 

BAP1 expression in uveal melanoma. Genes Chromosomes Cancer. 

2018;57(8):387–400. 

Multicentre study N 

Number of cases analysed 63 (61 with follow up data) 

Methods used Mutational sequencing, Immunohistochemistry (IHC), Multiplex 

ligation Dependent probe Amplification (MLPA), Microsatellite 

Analysis (MSA) 

Main outcomes M3 and 8q gain Loss of BAP1 protein, but not BAP1 mutation was 

associated with disease free interval. M3 and 8q gain together was 

associated with metastatic disease. 

Quality assessment Imbalance in sex ratio of cases, and high incidence of epithelioid and 

no spindle cell types reported. Medium follow up 3 years only. 

Comparison with other genetic biomarkers. 

Conclusion Loss of BAP1 staining and M3 are the strongest indicators of poor 

prognosis 

  

 

Study Robertson AG, Shih J, Yau C, Gibb EA, Oba J, Mungall KL, et al. 

Integrative Analysis Identifies Four Molecular and Clinical Subsets in 

Uveal Melanoma. Cancer Cell [Internet]. 2017 Aug 14 [cited 2021 Jul 

13];32(2):204-220.e15 

Multicentre study Y (samples contributed from multiple sites) 

Number of cases analysed 80 
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Methods used 121 samples submitted with 80 passing all quality measures. Whole 

exome sequencing, RNA sequencing, Single Nucleotide polymorphism 

(SNP), DNA Methylation. Reverse Phase Protein Assays (RRPA) 

Main outcomes Many BAP1 mutations may go undetected. Poor prognosis UM have 

M3 followed by BAP1 mutations.  D3 and M3 UM can be further 

stratified into subsets based on other molecular changes. Good 

prognosis D3 UM with EIF1AX compared to SRSF2/SF3B1 have 

different genomic / DNA methylation status respectively.   Poor 

prognosis M3 UM have a global methylation patterns and subsets 

have distinct genomic, signalling and immune profiles. 

Quality assessment Exclusion of patients with prior treatment.  Histomorphological 

features evaluated by five histopathologists; consensus reached. 

Techniques carried out at different specialist centres. 

Conclusion Integrative analysis reveals that UM on the basis of a combination of 

markers can be further stratified into four molecular subgroups, with 

different prognosis. 

  

 

 

Study Royer-Bertrand B, Torsello M, Rimoldi D, El Zaoui I, Cisarova K, 

Pescini-Gobert R, et al. Comprehensive Genetic Landscape of Uveal 

Melanoma by Whole-Genome Sequencing. Am J Hum Genet 

[Internet]. 2016 Nov 3 [cited 2021 Jul 13];99(5):1190–8. 

Multicentre study N 

Number of cases analysed 24 primary and 9 unrelated metastases (33 samples). 

Methods used Deep coverage whole genome sequencing. 

Main outcomes 37,321 Single nucleotide variants (SNV), 1,584 structural variants (SV), 

and copy number variants (CNV) corresponding to on average 13.6% 

of the genome. Hierarchical clustering based on CNV’s revealed 4 main 
subgroups. Class 1 M3/8q+ Class 2M3/8q+ and 6q- Class 3 D3 EIF1AX 

or SF3B1 and class 4 D3 EIF1AX or SF3B1 and 8q+.  Mutations of BAP1 

were associated with the poor prognosis class 1 and 2 UM.  Metastatic 

samples had M3 (73%), 8q+ (89%), 6q- (64%) 1p- (47%), 8p-(45%), 

1q+(35%),16q-(32%). 

Quality assessment Single centre study, no treatment prior to primary tumour removal, 

metastases were unrelated to primary, and unclear if samples were 

randomised for selection, presumably on basis on tissue availability.  

Clinico-pathological details are representative, TNM stager higher as 

associated with surgical treatment, bias. 

Conclusion Mutational burden of UM is low and they are characterised by 

recurrent mutations of known UM drivers (e.g. GNAQ). UM can be 

stratified into 4 classes for prognostic assessment. 

  

 

 

Study See TR, Stalhammar G, Phillips S, Grossniklaus HE. BAP1 

Immunoreactivity Correlates with Gene Expression Class in Uveal 

Melanoma. Ocul Oncol Pathol [Internet]. 2020;6(2):129–37. 

Multicentre study No (as single site collection) 
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Number of cases analysed 30 

Methods used Retrospective analysis by Immunohistochemistry (IHC) for BAP1 

protein with prospective follow up, for cases previously determined by 

gene expression profiling (GEP) for Class 1 /11 

Main outcomes 100% of GEP Class 1a had nuclear expression of BAP1 but 100% of GEP 

Class 2 had Low nuclear expression.  Cytoplasmic expression was 

variable. 

Quality assessment Exclusion based on previous treatment, lack of gene expression data 

and insufficient sample for IHC.  No representation for spindle 

tumours. Mean and median follow up around 2 years 

Conclusion Low nuclear IHC for BAP1 protein correlates with GEP Class 2 and 

predicts poor prognosis 

  

 

Study Shah AA, Bourne TD, Murali R. BAP1 protein loss by 

immunohistochemistry: A potentially useful tool for prognostic 

prediction in patients with uveal melanoma. Pathology [Internet]. 

2013 [cited 2021 Jul 19];45(7):651–6. 

Multicentre study N 

Number of cases analysed 40 

Methods used Immunohistochemistry (IHC) for BAP1nuclear staining 

Main outcomes BAP1 expression absent in 58% of cases and was associated with 

epithelioid / mixed cell type and reduced survival  

Quality assessment Equal selection for sex ratio, small single centre study, selected on 

availability of tissue for IHC and bias for surgery.  Clinico pathological 

details appropriate, no comparison with known genetics. 

Conclusion IHC for BAP1 protein represents an effective rapid detection method 

for UM patients with poor prognosis 

  

 

Study van de Nes JA, Nelles J, Kreis S, Metz CH, Hager T, Lohmann DR, et al. 

Comparing the Prognostic Value of BAP1 Mutation Pattern, 

Chromosome 3 Status, and BAP1 Immunohistochemistry in Uveal 

Melanoma. Am J Surg Pathol. 2016;40(6):796–805. 

Multicentre study N 

Number of cases analysed 66 

Methods used BAP1 sequencing for mutations, and CpG promoter methylation, 

dosage (MLPA)  and immunohistochemistry.  

Main outcomes Mutations of BAP1 were found in 33 of 37 M3 or isodisomy uveal 

melanomas, and were not detected in D3 or partial M3. Most 

mutations led to a premature termination codon. BAP1 protein 

assessed by immunohistochemistry was absent in all samples with a 

BAP1 mutation. 

Quality assessment Larger study of 66 cases, bias for selection of cases based on surgery 

and availability of tissue, representative for clinico-pathological 

details. 
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Conclusion BAP1 loss of protein staining is more accurate than mutation screening 

in determining the prognosis of UM patients. 

  

 

Study van Essen TH, van Pelt SI, Versluis M, Bronkhorst IH, van Duinen SG, 

Marinkovic M, et al. Prognostic parameters in uveal melanoma and 

their association with BAP1 expression. Br J Ophthalmol. 

2014;98(12):1738–43. 

Multicentre study N 

Number of cases analysed 30 

Methods used Histological classification, Fluorescence in Situ Hybridisation, Single 

Nucleotide polymorphism, gene expression, BAP1 expression 

/immunohistochemistry  

Main outcomes Immunohistochemical staining for BAP1 was positive in 14 of 28 

patients who could be tested. 16 cases had M3 and 15 had 8q+. Gene 

expression classified 14 as class 1 (good prognosis) and 16 as class 2 

(poor prognosis).  M3/8q+ correlated to class 2 tumours and lower 

expression and negative immunohistochemistry for BAP1 was 

associated to these parameters. 

Quality assessment Single centre study of 30 cases un-randomised and selected on basis of 

surgical requirement and availability of frozen and formalin fixed 

tissue. Clinico-pathological details representative. 

Conclusion Loss of BAP1 expression associates well with other currently used 

prognostic methods. 

  

 

 

A.2.2 Excluded studies 

None 

 

A.3 Adjuvant systemic therapy 

A.3.1 Extraction tables 

Study Binkley E, Triozzi PL, Rybicki L, Achberger S, Aldrich W, Singh A. A 

prospective trial of adjuvant therapy for high-risk uveal melanoma: 

assessing 5-year survival outcomes. Br J Ophthalmol. 2020 

Apr;104(4):524-528.  

Study type Open label phase II study, non randomized, prospective 

Number of studies (number of 

participants) 
62 
33 treated 
29 control 

Countries and setting USA. Dep of ophthalmic Oncology Cleveland Clinic and Dept of 

Hematology Oncology 
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Duration of study 3 years 

Inclusion criteria high-risk tumour cytogenetics (monosomy 3≥20% of cells), adequate 
primary therapy (enucleation, brachytherapy or resection), negative 

baseline systemic staging with CT scan of the chest, abdomen and 

pelvis with contrast, performance status (Eastern Cooperartive 

Oncology Group) less than 2 and normal organ function  
Patients had to be entered within 56 days of completing primary 

therapy. 

Exclusion criteria   

Recruitment/selection of patients Patients with a clinical diagnosis of choroidal melanoma (iris, ciliary 

body and choroid) were offered enrolment in a parallel 

prognostication study following a negative baseline metastatic 

evaluation. High-risk patients (≥20% monosomy 3) were offered 
enrolment in the adjuvant therapy trial.  

Population details   

Interventions DTIC was administered at 850mg/m2 intravenously on day 1 and day 

28. IFN-α−2b was administered at 3million units (MU) three times a 
week subcutaneously for 24 weeks beginning at week 9. 
  

Funding Not declared 

Results  Median f/u 62 months 
The 5-year metastasis-free survival (MFS) was 64%±9% for treated and 

33%±10% for observed patients (p=0.05). The 5-year overall survival 

(OS) rate was 66%±9% for treated and 37%±10% for observed patients 

(p=0.02).  
  
Conclusions When adjusted for differences in age, tumour size and 

initial treatment, survival between treated and observed patients was 

no longer significant (p=0.56 MFS and p=0.92OS). Differences in 

baseline tumour characteristics between treated and observed 

patients can influence interpretation of results. 
  

Quality assessment Patients in the treatment and observation groups differed with respect 

to age, basal tumour diameter and AJCC stage with treated patients 

being younger (median age 59 vs 73 years, p=0.0002), having smaller 

tumours (median basal diameter 13.0 vs 16.0mm, p=0.04) and lower 

AJCC stage (p=0.03) when compared with observed patients  

 

Study Desjardins, L ; Dorval, T ; Levy, C ; Cojean, I ; Schlienger, P ; Salmon, R. 

J; Validire, P ; Asselain, B. 1998,  

Etude randomisée de chimiothérapie adjuvante par le Déticène dans 

le mélanome choroïdien, Ophtalmologie (Paris), 12: 168-173 ; 

Study type  Randomised  

Number of studies (number of 

participants) 
 348 

Countries and setting  France 

Duration of study   

Inclusion criteria   >10mm Largest tumour diameter, >5mm tumour height 
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Exclusion criteria  

Recruitment/selection of patients   

Population details   

Interventions Dacarbazine versus observation 

Funding   

Results  No difference in 5 year survival rate of treated (71%) versus 

observation (68%) 

Quality assessment  

 

  

 

Study  Fountain E, Bassett RL, Cain S, Posada L, Gombos DS, Hwu P, 

Bedikian A, Patel SP. Adjuvant Ipilimumab in High-Risk Uveal 

Melanoma. Cancers (Basel). 2019 Jan 29;11(2):152 

Study type  Non-randomized phase I/II trial.  

Number of studies (number of 

participants) 
 10- discontinued early, initial plan was for 89 patients 

Countries and setting  US- MD Anderson (cancer centre) 

Duration of study  Feb 2013- Sep 2013- recruitment 
Follow up for 36 months 

Inclusion criteria Uveal melanoma definitively treated with enucleation or irradiation 

within 12 months of enrollment. Patients were required to have an 

Eastern Cooperative Oncology Group (ECOG) performance status of 0 

or 1 and no evidence of metastatic disease on CT chest, abdomen, and 

pelvis with oral and intravenous contrasthigh risk of recurrence based 

upon the presence of (1) Class 2 high-risk molecular gene signature 

using DecisionDx-UM
®
 (Cohort 1) or (2) monosomy 3 or apical 

thickness on baseline echography >8 mm (Cohort 2). No patieints 

actually enrlled to cohort 2 

Exclusion criteria The presence of a second primary malignancy from which the patient 

has been disease free for less than 2 years; autoimmune disease; prior 

treatment with ipilimumab or another CTLA-4 inhibitor; and chronic 

use of systemic corticosteroids. 

Recruitment/selection of patients   

Population details   

Interventions Initial escalation regimen 3mg/kg (n=3), then 10mg /kg (n=7) 

Funding   

Results The primary endpoint of distant metastasis-free survival (DMFS) at 36 

months was estimated at 80% (95% CI, 58.7–100) using the method of 

Kaplan–Meier. At the time of data cutoff, 4 patients had developed 

distant metastatic disease with a median time to progression of 3.25 

years, and there was one death unrelated to melanoma or treatment. 

Median DMFS for the total study population was 4.6 years 

Quality assessment The study appears to have been conducted well and no obvious 

sources of bias. However, as a single arm trial with a very small 

number of patients, it is impossible to draw any significant 
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conclusions. While the proportion of patients developing metastasis 

was lower than would be expected for a population with these risk 

factors, this is likely due to chance.  

 

Study Lane AM, Egan KM, Harmon D, Holbrook A, Munzenrider JE, 

Gragoudas ES. Adjuvant interferon therapy for patients with uveal 

melanoma at high risk of metastasis. Ophthalmology. 2009 

Nov;116(11):2206-12 

Study type Single arm, historical controls 

Number of studies (number of 

participants) 
363 patients, 121 treated 

55 completed treatment and 66 discontinued 

242 controls 

Countries and setting Massachusetts Eye and Ear Infirmary  

Duration of study May 1995-June 1999 

Inclusion criteria 1 or more of the following characteristics: age >65 years, largest tumor 

diameter (LTD) >15 mm, ciliary body involvement of the tumor, 

extrascleral tumor extension, diagnosis within 3 years of the study 

enrollment date. 

 Historical controls frequency-matched (2:1) to IFN-alfa-2a–treated 

patients on age (+/- 5 years) 

LTD (+/-3 mm), Gender, survival time between primary therapy and 

initiation of IFN therapy. 

Exclusion criteria   

Recruitment/selection of patients Fifty-five patients (45%) completed therapy  

Treatment and control groups were similar with respect to age (P 

0.78), LTD (P 0.38), and gender (P 1.0).  

Population details The 2 treatment groups were well balanced with regard to age, 

gender, LTD, and prevalence of extrascleral extension 

Patients who received adjuvant therapy were more likely to have a 

tumour that involved the ciliary body.  

Interventions 3 MIU IFN administered 3 times per week  by subcutaneous injection 

over a 2-year period.  

Funding   

Results The median follow-up time in the IFN-alfa-2a–treated group was 

approximately 9 years.  Of 363 patients, 108 developed metastasis. 42 

(34.7%) of these were IFN-alfa-2a– treated patients and 66 (27.5%) in 

the control gp.  

Cumulative 5-year melanoma-related death rates were 17% in the 

radiation or enucleation-only group, 15% in those who completed the 

entire IFN-alfa-2a course, and 35% in those who discontinued IFN-alfa-

2a therapy.  

In multivariate Cox regression, IFN-alfa-2a had no significant influence 

on melanoma-related mortality (rate ratio 1.02, 95% confidence 

interval, 0.68 –1.5, P 0.91) or all-cause mortality (rate ratio 0.84, 95% 

confidence interval, 0.58 –1.2, P 0.34). 

 Conclusion- IFN-alfa-2a has no influence on OS in patients with 

choroidal melanoma 

Quality assessment Single arm study- no (cyto)genetics. Relatively large numbers,  
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Negative- no evidence of benefit of intervention 

 

Study Mao, L & Si, L & Bai, X & Chi, Zhuang & Cui, C & Sheng, X & Lian, B & 

Bixia, T & Yan, X & Guo, J. (2017). Choice of adjuvant therapy in uveal 

melanoma: A retrospective analysis in China. Annals of Oncology. 28. 

10. 

Study type  Retrospective cohort study 

Number of studies (number of 

participants) 
 90 (non-metastatic)  

69 patients included in analysis (those undergoing brachytherapy 

excluded) 

Countries and setting  Tertiary cancer centre in China 

Duration of study  2008-2016- recruitment 

Inclusion criteria   

Exclusion criteria   

Recruitment/selection of patients   

Population details  Observation group (n = 39), interferon group (n = 15), chemo group (n 

= 13), dendritic cell vaccination group (n = 2) 

Interventions As above 

Funding   

Results  Median relapse-free survival was 2.6 years in observation group and 

4.6 years in the chemo group (P < 0.05). Median relapse-free survival 

(3.5+years) was not reached in the interferon group partly because 

60% of them were recruited in recent 3 years. 

Quality assessment No genetic/cytogenetic analyses 

Abstract only, numbers and risk stratification inadequate to make any 

assessment of intervention 

 

Study McLean, I.W.; Berd, D.; Mastrangelo, M.J.; Shields, J.A.; Davidorf, 

F.H.; Grever, M.; Makley, T.A.; Gamel, J.W., 1990, A randomized 

study of methanol-extraction residue of bacille Calmette-Guerin as 

postsurgical adjuvant therapy of uveal melanoma, American Journal 

of Ophthalmology 110(5): 522-526 

Study type RCT 

Number of studies (number of 

participants) 
118 

Countries and setting Wills Eye Hospital and Ohio State University Hospital, USA 

Duration of study 1977- ?March 1982 

Inclusion criteria Enucleation, mixed cell, epitheliod or necrotic histology. Age <76, no 

history of other malignancies, PS karnofsky scale > 80,  

Exclusion criteria Spindle cell histology 

Recruitment/selection of patients Eligible pts randomly assigned to BCG vs no rx after stratification by 

age (<55 vs >55), longest tumour diameter <10mm vs >10mm), depth 

of invasion into sclera <25% vs >25%), freq of mitotic figures 0 or 

1X/40 high powered fields  >1 X40 
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Population details 39BCG (34 evaluable) 
79 no treatment 
49 pts who consented to BCG refused treatment so counted as 

controls 
5 pts received 6 months of treatment therefore not evaluable 

Interventions Intradermal injection on 5 adjacent sites on the back 
Weekly for 4 doses (1.0mg, 0.5mg, 0.25mg, 0.1mg) 
Then 0.1mg monthly for 11 months 

Funding Not declared 

Results Median f/u 5.35 years control gp and 5.69 in treated gp 
  
No sig difference in survival rates based on deaths caused by 

metastatic melanoma  (p=0.60) or all causes of death (p=0.97) 

Quality assessment  

 

Study Piperno-Neumann, S., Rodrigues, M. J., Servois, V., Pierron, G., 

Gastaud, L., Negrier, S., Levy-Gabriel, C., Lumbroso, L., Cassoux, N., 

Bidard, F. C. and et al., 2017, A randomized multicenter phase 3 trial 

of adjuvant fotemustine versus surveillance in high risk uveal 

melanoma (UM) patients (FOTEADJ), Journal of clinical oncology, 

35:15  

Study type  Randomised phase 3 study  

Number of studies (number of 

participants) 
 The primary objective was 5-year Metastasis Free Survival (MFS). With 

an expected increase of 5-year MFS from 50 to 70%, 302 patients and 

99 events were required to achieve an 95%-power with a 5% type I 

error rate. 
The trial was however stopped for futility after 244 patients 

Countries and setting  France/Switzerland. Tertiary centres 

Duration of study  Recruitment between June 2009 and January 2016 

Stratum   UM patients with high risk of recurrence, defined by clinical criteria 

(diameter > 15 mm with extra scleral extension and/or retinal 

detachment or diameter > 18 mm) or genomic high risk signature by 

array-CGH (monosomy 3 or deletion of 3p associated with gain of 

chromosome 8). 

Inclusion criteria   

Exclusion criteria   

Recruitment/selection of patients  

Population details Adjuvant fotemustine, 6 cycles, 100 mg/m2 versus surveillance for 3 

years (liver tests/3 months, liver MRI or CT/6 months, whole body 

CT/12 months) 

Interventions Servier/Unicancer 

Funding  With a median follow-up of 3 years, the 3-year MFS is 60.3% in the 

chemo group and 60.7% in the surveillance group (HR 0.97 [0.64-

1.47]). The 3-year OS is 79.4% [73.2-85.7], with no difference between 

the 2 groups of patients. 

Results Only available in abstract form to date 
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Quality assessment  A randomized multicenter phase 3 trial of adjuvant fotemustine 

versus surveillance in high risk uveal melanoma (UM) patients 

(FOTEADJ 

 

Study Takami Sato, Marlana M. Orloff, Matias Emanuel Valsecchi, Ayako 

Shimada, Inna Chervoneva, Erin Sharpe-Mills, Haley Klose, Jessica 

Norcini, Jill Belinsky, Shingo Sato, Liam Hulse, Carol L Shields, Jerry A 

Shields, and Michael J. Mastrangelo; A randomized phase II study of 

adjuvant sunitinib or valproic acid in high-risk patients with uveal 

melanoma. Journal of Clinical Oncology 2020 38:15_suppl, e22059-

e22059  
Only abstract available-ongoing study 

Study type Randomized non-comparative phase II 

Number of studies (number of 

participants) 
90 enrolled. 2 excluded 
45 Sunitinib 
43 Valproic acid 

Countries and setting Sidney Kimmel Cancer Center at Thomas Jefferson University 
  

Duration of study Feb 2014- 

Inclusion criteria Uveal melanoma patients with high risk for systemic metastasis 

defined as any of the following  
M3 + 8q amp; B) Class 2.  
Patients must show no evidence of systemic metastasis  
need to be enrolled within 6 months of initial treatment of primary 

uveal melanoma.  
  

Exclusion criteria   

Recruitment/selection of patients   

Population details   

Interventions Sunitinib 25 mg daily or valproic acid (VPA) 750 mg daily as adjuvant 

treatment for 6 consecutive months 

Funding Pfizer  
Institutional funds at Thomas Jefferson University. 
  

Results  Study not powered to compare efficacy between arms 
Improvement of 2-year overall survival (OS) rate from historical 

reference (70%) to 85% was the primary endpoint. The secondary 

endpoints included 1) systemic (RFS rate at 18 months, 2) ability to 

complete adjuvant treatment and, 3) toxicity assessment. 
  
median follow-up of 40.2 months 
2-year OS rates of the sunitinib and VPA group were 95.6% (90% CI 

86.5-98.6) and 90.7% (90% CI 80.1 - 95.8), respectively.  
The 18-month RFS rates of the sunitinib and VPA group were 75.6% 

(90% CI 63.1 - 84.3) and 62.8% (90% CI 49.4 - 73.5) 
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Conclusion-Study ongoing but both drugs considered tolerable and 

safe. Sunitinib showed tendency for a better outcome so cohort 2 

created to investigate safety and improvement in 18 month RFS rate 

with 12 months of treatment 

Quality assessment Sunitinib chosen for cohort 2 from non-comparative study 
Single arm  

 

Study Valsecchi ME, Orloff M, Sato R, Chervoneva I, Shields CL, Shields JA, 

Mastrangelo MJ, Sato T. Adjuvant Sunitinib in High-Risk Patients with 

Uveal Melanoma: Comparison with Institutional Controls. 

Ophthalmology. 2018 Feb;125(2):210-217. 

Study type Retrospective Cohort study 

Number of studies (number of 

participants) 
128 
54 treated 
74 historical controls 

Countries and setting Wills Eye Hospital Oncology Service , USA 
Thomas Jefferson University Hospital, Dept of Medical Oncology 

Duration of study Jan 2007-jan 2013 

Inclusion criteria 1) High-risk chromosome status (monosomy 3 and 8q amplification) or 

GEP class two or (2) high-risk chromosome status (monosomy 3) and 

large tumour size (T3-4 AJCC) 

Exclusion criteria Date of diagnosis pre 2007 or after 2013 
<18 years 

Recruitment/selection of patients   

Population details From the Wills Eye Hospital Oncology Service Uveal Melanoma 

Cytogenetic Database (N =1172), 128 patients fulfilled the selection 

and exclusion criteria. A cohort of patients who received 6 months of 

Sunitinib was compared to Institutional controls 
74 historical controls in same risk category identified 
  

Interventions Sunitinib 25mg od for 6 months 

Funding Not declared 

Results  Median f/u 52.7 months (range: 0.26–108 months) 
Patients in the sunitinib group had worse cytogenetic or molecular 

features (monosomy 3 and 8q amplification or class 2 87% vs. 57%; P < 

0.001), had smaller tumor sizes (T3-4 56% vs. 83%; P=0.001), and were 

younger. 
There were 51 deaths, 14 (26%) in the sunitinib group and 37 (50%) in 

the control group.  
control group 3- and 5-year overall survival 78% and 55%, respectively 
adjuvant sunitinib 3- and 5-year overall survival, 87% and 75%, 

respectively 
 In the univariate analysis, the sunitinib group had longer overall 

survival (hazard ratio, 0.53; 95% confidence interval, 0.29-0.99; 

P=0.041).  
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In multivariate Cox regression analysis, interaction between use of 

sunitinib and age as a dichotomous variable was highly significant (P 

=0.003).  
The following variables were statistically associated with prediction of 

overall survival: cytogenetic/molecular status (P =0.015), T-size 

category (P = 0.022), gender (P =0.040), and adjuvant sunitinib in 

patients aged <60 yrs (p=0.0004). 
Results confirmed by propensity score analysis 
 Conclusion- Use of Sunitinib associated with better OS in this 

retrospective study 

Quality assessment • Retrospective  

• The date of recurrence and the site of recurrence were 

accurately obtained in all patients in the sunitinib group 

because they were followed at Thomas Jefferson University 

Hospital while receiving their adjuvant treatment. They 

underwent a strict schedule of radiologic assessment as 

described later. In contrast, at least half of the patients in the 

control group were followed at outside institutions, 

precluding accurate information on metastasis-free survival 

with the same quality. Therefore PFS could not be 

determined in this group. Patients in the control group had 

on average bigger tumors than those who received sunitinib 

but worse cytogenetic/molecular signatures in the treatment 

group that authors argue counterbalanced this effect.  

•  Sunitinib group selection bias- more motivated to enter 

clinical trials at relapse  

• Bias due to confounding reduced by applying a propensity 

score for the odds of receiving sunitinib on the basis of pre-

established variables. 

 

Study Voelter V, Schalenbourg A, Pampallona S, Peters S, Halkic N, Denys A, 

Goitein G, Zografos L, Leyvraz S. Adjuvant intra-arterial hepatic 

fotemustine for high-risk uveal melanoma patients. Melanoma Res. 

2008 Jun;18(3):220-4.  

Study type Non randomized 

Number of studies (number of 

participants) 
22 Fotemustine 
66 matched controls 

Countries and setting Multidisciplinary oncology centre, University of Lausanne, Switzerland 

Duration of study 1997-2005 

Inclusion criteria One criteria had to be met: LTD >20mm, extrscleral extention, tumour 

height >15mm, 
All treated with proton beam 

Exclusion criteria   

Recruitment/selection of patients Controls randomly generated from Hospital registry of 1686 

undergoing proton beam RT 
Matched for extrascleral extention (absent or present), LTD 10-15 vs 

>15-20 vs >20mm, age at primary rx <55 or >55 
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Population details   

Interventions Fortemustine 100mg/m2 intra-arterially as a four hour infusion.4 

weeks induction (weekly treatment), 5 week pause and maintenance 3 

weekly for total 6 months 

Funding Not declared 

Results Median f/u 4.6 yrs for Fotemustine and 8.5 control group 
Median OS 9 years 95% CI (2.2-12.7) for Fot vs 7.4 for control gp (95% 

CI 5.4-12.7) 
5 year OS 75% vs 56% (p=0.539) 
HR for death at 5 yrs 0.98 (95% CI 0.38-2.62) p=0.981 
23% (4 patients) received only induction treatment due to 

hepatotoxicity 
18% stooped after 3-8 treatments due to problems with catheter 
45% grade 3-4 rise in ALT, 50% ALP and 14% bili 
18% stopped after induction cycle due to grade 3-4 hepatotoxicity 
3 patients grade 3 gastric toxicity 
  
Authors concluded-no sig difference in OS but small survival benefit 

may exist during first 2-5 years since trend in improved survival at 5 

years 
  

Quality assessment  Non randomized 
Matched controls retrospective from database 
Well balanced for LTD and extrascleral extention  
Small sample size. 1/4 patients stopped treatment due to toxicity 

 

A.3.2 Excluded studies 

None excluded 

A.4 Adjuvant radiotherapy 

A.4.1 Extraction tables 

Study Hykin PG, McCartney ACE, Plowman PN, Hungerford JL. 

Postenucleation orbital radiotherapy for the treatment of malignant 

melanoma of the choroid with extrascleral extension. Br J 

Ophthalmol [Internet]. 1990 

Study type Observational study 

Number of studies (number of 

participants) 
17 

Countries and setting Single centre in UK 

Duration of study 18 years retrospective analysis 

Inclusion criteria Patients who received adjuvant orbital radiotherapy for ocular 

melanoma 

Exclusion criteria - 

Recruitment/selection of patients Retrospective analysis 
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Population details Patients had extra-ocular extension. 12 male 5 female.  

Interventions External beam radiotherapy to the orbit 

Funding n/a 

Results One patient had local recurrence. OS 51% at 5 years, 44% at 10 years, 

33% at 15 years. No significant side effects noted. 

Quality assessment Observational study. All patients given same intervention, no control 

  

 

Study Roelofs KA, Cohen V, Sagoo MS, Plowman PN, Negretti GS, O’Day R, 
et al. Adjuvant External Beam Radiotherapy Following Enucleation of 

Eyes With Extraocular Extension From Uveal Melanoma. Ophthal 

Plast Reconstr Surg [Internet]. 2020; 

Study type Retrospective cohort study 

Number of studies (number of 

participants) 
51 

Countries and setting Single centre, UK 

Duration of study 22 years 

Inclusion criteria Patients with extra-ocular extension 

Exclusion criteria - 

Recruitment/selection of patients Review of patient notes 

Population details 59% male, mean age 67. 22 patients had external beam radiotherapy 

Patients who received EBRT had larger extra-ocular extension (5.1mm 

vs 2.6mm average) and less likely to have complete resection. 

Interventions Adjuvant external beam radiotherapy 

Funding - 

Results 5 year survival 56%, 10 year survival 12%. No difference in all-cause 

mortality between those receiving radiotherapy and those who didn’t. 
No cases orbital recurrence. Local side effects were noted in 64% of 

patients including socket contraction in 40% of cases. 

Quality assessment An observational study. Not randomized to intervention. Those who 

received radiotherapy had more advanced disease. 

  

A.4.2 Excluded studies 

None excluded 
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A.5 Systemic therapy for metastatic disease 

A.5.1 Extraction tables 

A.5.1.1 Multiple agent studies  

Study Title Itchins M, Ascierto PA, Menzies AM, Oatley M, Lo S, Douraghi-Zadeh D, et al. 

A multireferral centre retrospective cohort analysis on the experience in 

treatment of metastatic uveal melanoma and utilization of sequential liver-

directed treatment and immunotherapy. Melanoma Res. 2017;27(3):243–50. 

Study type Retrospective series  

Number of studies (number of 

participants) 

37 patients   

Countries and setting Australia and Italy (3 centres)   

Duration of study Oct 2009 – Jan 2016  

Inclusion criteria Metastatic UM   

Exclusion criteria   

Recruitment/selection of patients Sequential patients treated with transarterial chemotherapy (TAC), systemic 

immunotherapy (IT) and systemic chemotherapy were included.  

In all, 18 patients in the series received sequential therapy.  

Population details Median age 63, 50% had extra-hepatic disease  

Interventions Intrahepatic fotemustine (100 mg/m2 ) every 2 weeks for four cycles, followed 

by maintenance every 3–4 weeks 

Ipilimumab (3 mg/kg) 3 weekly, pembrolizumab (2 mg/ kg) 3 weekly or 

nivolumab (3 mg/kg) 2 weekly 

Funding   

Results TAC followed by IO: n=12, median OS = 19 months 

IO followed by TAC: n=6, median OS = 18.2 months  

Patients treated with TAC 1st/2nd line: PFS 9m, ORR 26% . PFS for subsequent 

IO: 7 months (n=26).  

ORR for IO first line was 7%, DCR 77% (n=14). Second-line (cross-over) IO ORR 

was 16%. For second-line (cross-over) TAC, ORR was 50% (n=6).  

ORR for ipi (1st or 2nd line): 5% 

ORR for anti-PD1: 16% 

1 year OS: 60% 

Quality assessment Limited info on inclusio/exclusion criteria. Multiple subgroups- difficult to infer 

anything 

Authors conclude: liver-directed therapy and IO in sequence have shown to be 

active and reasonably well tolerated. 
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Study Title Jochems A, van der Kooij MK, Fiocco M, Schouwenburg MG, Aarts MJ, van 

Akkooi AC, et al. Metastatic Uveal Melanoma: Treatment Strategies and 

Survival-Results from the Dutch Melanoma Treatment Registry. Cancers 

(Basel) [Internet]. 2019;11(7):18.  

Study type Retrospective case series  
Number of studies (number of 

participants) 
175 patients   

Countries and setting Netherlands, multi-centre  
Duration of study July 2012 – March 2018  
Inclusion criteria   
Exclusion criteria   
Recruitment/selection of patients All pts diagnosed with metastatic UM nationally between above dates   
Population details 88% had liver mets, median age : 65   
Interventions   
Funding   
Results 1 year OS- 47.8% (all patients), 49% (systemic therapy), 82% (local therapy), 

27.5% (no oncological intervention) 
12 pts treated with anti-PD1: ORR = 1/12, 3 had SD, median OS = 54.3 weeks  
4 pts treated with anti-CTLA-4: no data given  

  
Quality assessment Heterogenous population, real world data but in keeping with meta-analyses 

 

Study Title Khoja L, Atenafu EG, Suciu S, Leyvraz S, Sato T, Marshall E, et al. Meta-

Analysis in Metastatic Uveal Melanoma to Determine Progression-Free and 

Overall Survival Benchmarks: an International Rare Cancers Initiative (IRCI) 

Ocular Melanoma study. Ann Oncol [Internet]. 2019;31:31. Available from: 

https://academic.oup.com/annonc/advance-article-

abstract/doi/10.1093/annonc/mdz176/5509502?redirectedFrom=fulltext 

Study type  Meta-analysis 

Number of studies (number of 

participants) 
 29 (965 patients) 

Countries and setting  US, UK, France, Switzerland, Belgium, Germany etc  

Duration of study  N/A 

Inclusion criteria  Studies were restricted to those published between January 1988 and 

January 2015 and with a minimum of 10 patients prospectively enrolled using 

a therapy for metastatic disease (either systemic or locoregional which could 

be given as any line of treatment). Publication between 2000-2016 
Exclusion criteria  Individual patient data not available 
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Recruitment/selection of patients literature search by two investigators  
PubMed, www.clinicaltrials.gov, the American Society of Clinical Oncology 

website (for congress abstracts), Cochrane register of controlled trials and 

European Society of Medical Oncology meeting abstracts. 
Population details  Patients with metatstic uveal melanoma, any line of therapy, treated on trial 

Interventions Systemic therapy or liver directed therapy 

Funding  Not declared 

Results 965 patients included.  
Median PFS was 3.3 months (95% CI 2.9–3.6) and 6-month PFS rate was 27% 

(95% CI 24–30).  
The median OS was 10.2 months (95% CI 9.5–11.0) and 1 year OS was 43% 

(95% CI 40–47). 
Elevated LDH and ALP were associated with both poor PFS and OS, male sex 

was additionally associated with poor outcome.  
No association between year of study and outcome 
The median PFS for each treatment group was: immunotherapy 2.8 months 

(95% CI 2.7–3.1),kinase 2.8 months (95% CI 2.7–3.5), anti-angiogenic 

2.8months 
(95% CI 2.6–5.4), chemotherapy 2.6 months (95% CI 2.3–3.0) and liver 

directed therapy 5.2 months (95% CI 4.3–5.9), respectively. 
The median OS for each treatment group was: immunotherapy 8.9 months 

(95% CI 7.0–11.6), kinase 9.1 months (95% 
CI 7.0–10.4), anti-angiogenic 11.0 months (95% CI 8.2–15.2), chemotherapy 

9.2 months (95% CI 8.4–10.4) and liver directed therapy 14.6 months (95% CI 

12.6–17.5), respectively 
An exploratory analysis showed patients treated with liver directed 

treatments had numerically higher  PFS and OS (compared to the rest 

combined), and treatment with LDT remained a prognostic factor in a 

multivariate analysis (ie accounting for tumour burden, gender etc). 
No statistical difference between other classes of intervention 

(chemotherapy, immunotherapy, targeted therapy, anti-angiogenesis). 

Individual treatments not assessed (not enough numbers) 
Quality assessment Well conducted meta-analysis, which provides important benchmarking of 

outcomes, and review of prognostic factors.  
The impact of patient selection for different classes of treatment is difficult to 

fully account for in such an analysis and thus difficult to draw conclusions 

from the comparison between liver directed therapy and other modalities 
No comparison against placebo/no treatment (as not available) 

 

Study Title Lane AM, Kim IK, Gragoudas ES. Survival Rates in Patients After Treatment 

for Metastasis From Uveal Melanoma. JAMA Ophthalmol [Internet]. 

2018;136(9):981–6. Available from: 

https://jamanetwork.com/journals/jamaophthalmology/article-

abstract/2686116 

Study type Retrospective review 
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Number of studies (number of 

participants) 

661 patients with metastatic disease from cohort of 3063 with primary 

diagnosis 

Countries and setting Single US centre (eye centre) 

Duration of study Patients treated between 1982 to 2009 

Inclusion criteria Diagnosis of metastatic uveal melanoma 

Exclusion criteria Developing metastases within 6 months of primary tumour 

Recruitment/selection of patients Retrospective review of hospital database and patient records 

Population details Mean age 59.7 years. 47.3% female. 

Interventions No pre-specified intervention – descriptive study 

Funding Massachusetts Eye and Ear Melanoma Research Fund 

Results Mets in 21.6% of the diagnosis cohort. Median survival after metastatic 

diagnosis 3.9 months. 1 year survival 21% 3 year survival 4.3%. Live mest in 

86% eith alone or with other sites. 8% only extra-hepatic disease. 1 year OS 

53% for extrahepatic mets vs 18% for hepatic mets. 

Quality assessment Retrospective data with treatment decisions and details outside of reporting 

centre. 

Not really informative in regards to treatment decisions etc 

 

Study Title Moser JC, Pulido JS, Dronca RS, McWilliams RR, Markovic SN, Mansfield AS. 

The Mayo Clinic experience with the use of kinase inhibitors, ipilimumab, 

bevacizumab, and local therapies in the treatment of metastatic uveal 

melanoma. Melanoma Res. 2015;25(1):59–63. 

Study type Retrospective case series   

OS rates compared among patients treated with local therapies, ipilumumab, 

bevacizumab, or kinase inhibitors. 

Number of studies (number of 

participants) 

101 patients   

Countries and setting Single centre, USA  

Duration of study 1 January 2000 and 1 August 2013  

Inclusion criteria PS 0-1  

Exclusion criteria   

Recruitment/selection of patients Retrospectively reviewed all cases of metastatic uveal melanoma seen at the 

Mayo Clinic  

Population details Median age 62, 50% had extra-hepatic disease 

Interventions   

Funding   

Results Median OS for all 101 pts: 20 months  

77 pts had systemic treatment as 1st line (no breakdown) 

LDT median OS 26 months  

Patients treated with ipilimumab (n=?) had a median OS of 28 months vs 13 

months for other treatments combined 
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Median OS for kinase inhibitors and bev: 24 and 25 months respectively  

No significant survival benefit with ipilimumab, Kis or Bev  

Multivariate analysis showed only local therapies associated with improved 

OS (risk ratio 0.23, P=0.0003). But note better prognostic markers 

Quality assessment Limited info on inclusion/exclusion criteria  

Limited info on individual therapies and whether they were 1st or 2nd line  

 

Study Title Nicholas MN, Khoja L, Atenafu EG, Hogg D, Quirt I, Butler M, et al. 

Prognostic factors for first-line therapy and overall survival of metastatic 

uveal melanoma: The Princess Margaret Cancer Centre experience. 

Melanoma Res. 2018;28(6):571–7. 

Study type Retrospective series  

Number of studies (number of 

participants) 

132 patients  

Countries and setting Canada, single-centre  

Duration of study 12 years (Sept 2004 – Jan 2016) 

Inclusion criteria   

Exclusion criteria   

Recruitment/selection of patients Pts identified by search of all patient electronic records with a diagnosis of 

melanoma, ocular, uveal, or choroidal melanoma presenting to the PM 

cancer centre 

Population details Median age 58  

Interventions N/A  

Funding Not declared  

Results Median OS for each treatment group: was as follows: 

- 82.4 months (95% CI: 15.6–no upper limit) for surgery 

- 9.4 months (95% CI: 6.0–13.3) for chemotherapy 

- 19.5 months (95% CI: 8.0–47.1) for immunotherapy – ONLY BASED ON n=6 

- 15.5 months (95% CI: 6.9–35.6) for targeted treatment 

- 25.9 months (95% CI: 11.3–32.4) for liver-directed therapy 

- and 3.8 months (95% CI: 1.9–5.9) for no treatment 

Age, presence of liver metastases, and time from primary presentation to 

metastatic presentation were significant variables affecting first-line 

treatment outcomes. 

Increased LDH, older age, and ECOG score of at least 1 were associated with 

decreased OS.   

Quality assessment Non-specific survival data. ‘Individual therapies could not be analysed due 
to limited sample sizes’  - therefore of limited use  

 

Study Title Rantala ES, Hernberg M, Kivela TT. Overall survival after treatment for 

metastatic uveal melanoma: a systematic review and meta-analysis. 

Melanoma Res. 2019;16:16. 

Study type  meta-analysis 
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Number of studies (number of 

participants) 

 78 studies consisting of 2494 patients. Studies subdivided to Conventional 

chemo (272 patients),  Chemo-immunotherapy (interferon, interleukin 107 

patients), HIA (355 patients), TACE (484 patients), IHP (147 patients), 

Checkpoint inhibitor (318 patients), PK inhibitor (132 patient), SIRT (71 

patients), Immunoembolisation (56 patients), Immunosuppressant (14 

patients), Liver directed thermal therapy (24), Vaccine (14), Surgery (500) 

Countries and setting  Multiple 

Duration of study  1980-2017 

Inclusion criteria  Pubmed search on - Metastatic Uveal Melanoma Treatment, Inclusion of OS 

endpoint 

Exclusion criteria  Conjunctival primary, Animal models, lab investigations, imaging, primary or 

locally recurrent tumour, prognosis, staging, QoL, reviews, case reports, 

studies with <3 patients 

Recruitment/selection of patients  Meta-analysis as above  

Population details  Metastatic uveal melanoma 

Interventions  Multiple – see above 

Funding  Evald and Hilda Niss Foundation, Finland, Etela-Pohjanmaa Cwentral 

Hospital Finland, Cancer Foundation Finldan, Sigrid Juselius Foundation 

Finland, Helskinki Universith Hospital Research Fund 

Results  Median OS for all patients 1.07 years (0.84 – 1.34)). Median OS presented 

for each treatment modality and hazard ratios presented compared with 

chemotherapy ‘control’. ‘Despite suggestions in uncontrolled studies patient-

level data provide no compelling evidence for a longer median OS by any 

treatment modality.’ 

Quality assessment Risk of bias: Robust study with thorough methodology. Most studies included 

retrospective and small sample size with mixture of first line and subsequent 

line patients. Some studies included patients detected by surveillance, others 

by symptoms. Some studies excluded where details could not be clarified on 

contacting first author. 

 

Study Title Rodriguez-Vidal C, Fernandez-Diaz D, Fernandez-Marta B, Lago-Baameiro N, 

Pardo M, Silva P, et al. Treatment of metastatic uveal melanoma: 

Systematic review [Internet]. Vol. 12, Cancers. MDPI AG; 2020 [cited 2021 

Jun 21]. p. 1–22. Available from: 

https://pubmed.ncbi.nlm.nih.gov/32911759/ 

Study type  Systematic review 
Number of studies (number of 

participants) 
 110 studies (numbers of individual patients not included) 

Countries and setting  multiple 
Duration of study  N/A (selected from past 40 years) 
Inclusion criteria  Not defined that clearly but essentially clinical studies for metastatic uveal 

melanoma with overall survival data available.  
Exclusion criteria   
Recruitment/selection of patients Literature review : (uveal melanoma OR choroidal melanoma OR ciliary body 

melanoma OR ciliochoroidal melanoma OR iridociliary melanoma OR iris 
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melanoma OR intraocular melanoma OR ocular melanoma) AND (metast * 

OR stage IV) AND (treatment) AND (‘1980/01/01′ [PDAT]: ‘2020/04/13′ 
[PDAT]) followed by assessment by two of authors and exclusion of studies 

out of scope.  
Population details  as above 
Interventions Any therapy for metastatic uveal melanoma 
Funding  Not declared 
Results  No significant differences in outcome between modality of treatment, 

though some suggestion of better outcomes with loco-regional therapy 
Quality assessment Essentially descriptive presentation of studies during the last 40 years, with 

little integration between studies, and hard to draw any conclusions from 

data 
Other meta-analyses (covering the same studies) provide a better overview.  

 

Study Title Seedor RS, Eschelman DJ, Gonsalves CF, Adamo RD, Orloff M, Amjad A, et 

al. An Outcome Assessment of a Single Institution’s Longitudinal Experience 
with Uveal Melanoma Patients with Liver Metastasis. Cancers (Basel) 

[Internet]. 2020;12(1):1.  

Study type Retrospective case series  

Number of studies (number of 

participants) 

Cohort 1 (1971-1993): 80 patients 

Cohort 2 (1998-2007): 198 patients 

Cohort 3 (2008-2017): 452 patients   

Countries and setting USA, Single centre   

Duration of study 2008 - 2017  

Inclusion criteria   

Exclusion criteria   

Recruitment/selection of patients consecutive series of UM patients with liver metastasis who were treated at 

Thomas Jefferson University Hospital  

Initial cohort majority systemic therapy only, latterly large proportion had 

LDT alone or in addition  

Population details   

Interventions  N/S 

Funding   

Results Median OS: 17.8 months (95% CI: 16.6–19.4)  

Median Mets-to-Death OS  

Cohort 1 (5.3 months, 95% CI: 4.2–7.0),  

Cohort 2 (13.6 months, 95% CI: 12.2–16.6)  

Cohort 3 (17.8 months, 95% CI: 16.6–19.4).  

Median Eye Tx-to-Death OS  

Cohort 1 (40.8 months, 95% CI: 37.1–56.9),  

Cohort 2 (62.6 months, 95% CI: 54.6–71.5)  

Cohort 3 (59.4 months, 95% CI: 56.2–64.7) 
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Quality assessment Comparisons of survival data between cohorts but no data regarding specific 

treatments  

Author conclusion is that increase in survival may be due to use of LDT, but 

equally could be due to increasing surveillance 

 

A.5.1.2 Chemotherapy 

 

Study Title Lee CK, Jung M, Choi HJ, Kim HR, Kim HS, Roh MR, et al. Results of a Phase 

II Study to Evaluate the Efficacy of Docetaxel and Carboplatin in 

Metastatic Malignant Melanoma Patients Who Failed First-Line Therapy 

Containing Dacarbazine. Cancer Res Treat [Internet]. 2015;47(4):781–9. 

Study type Phase II prospective study 
Number of studies (number of 

participants) 
25 patients with melanoma. 10 with uveal melanoma 

Countries and setting Single cancer centre in Seoul, Korea 
Duration of study 2011-2014 
Inclusion criteria Histologically confirmed melanoma. Progressed during or after at least one 

cycle of dacarbazine or temozolamide. At least one area of disease 

measureable by RECIST 1.1 Over 20 years old. Adequate organ function 

and life expectancy at least 12 weeks 
Exclusion criteria Symptomatic brain mets, previous chemo with taxane or platinum agent. 

Major surgery within 2 weeks. Previous malignancy 
Recruitment/selection of patients Single cancer centre 
Population details Median age 53. 10 patients with uveal melanoma. 
Interventions Carboplatin chemo (AUC 3 d 1 and 8) and docetaxel chemo (35mg/m2 D 1 

and 8) 21 day cycle. Treatment until toxicity or progression. Scans every 6 

weeks. 
Funding Faculty research grant, Yonsei University College of Medicine 
Results For UM subgroup (9 analysed per protocol) PFS 7.6 months OS 9.9 months. 

No RECIST response. All had SD as best response. 
Quality assessment Risk of bias:subgroup of single arm phase II. 1 drop out between ITT and 

per protocol analysis – unclear why. Only per protocol results presented 

for UM subgroup. 

 

Study Title Peuker CA, Polzin L, Ochsenreither S, De Bucourt M, Leyvraz S, Keilholz U, 

et al. Retrospective analysis of the treatment of metastatic uveal 

melanoma comparing systemic chemotherapy and transarterial 

chemoembolization. 

Study type Case series   
Number of studies (number of 

participants) 
287 patients (93 received TACE and 82 had chemo)  

Countries and setting Germany, single centre  
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Duration of study 2008-2017  
Inclusion criteria No prior systemic treatment   
Exclusion criteria   
Recruitment/selection of patients   
Population details   
Interventions  Systemic chemotherapy (1000 mg/m

2
 gemcitabine + 3500 

mg/m
2
 treosulfan (GeT) on days 1 + 8, 4-week cycles) or transarterial 

chemoembolization (TACE, EmboCept® S microspheres + 50 mg cisplatin, 

every 4-6 weeks) 
Funding None  
Results Median OS: 11.3m for chemo  vs 8.4m for TACE  

PFS: 2.8m for both 

ORR: 6.8% for chemo vs 10.2% for TACE 

  
Quality assessment Annals of Oncology SUPPLEMENT ONLY  

 

Not very useful 

 

Study Title Sacco JJ, Nathan PD, Danson S, Lorigan P, Nicholson S, Ottensmeier C, et 

al. Sunitinib versus dacarbazine as first-line treatment in patients with 

metastatic uveal melanoma. J Clin Oncol [Internet]. 2013;31(15 SUPPL. 

1). (review of published abstract and unpublished manuscript provided 

by author) 

Study type  Prospective randomised phase II study. 

Number of studies (number of 

participants) 
 84 patients recruited (of planned 124) 

Countries and setting  UK multi-centre 

Duration of study  2010-2012 

Inclusion criteria  Metastatic UM. Histo or cytological confirmation. Not amenable to 

surgery RT or curative therapy. NO prior systemic or regional therapy. 

RECIST measureable disease. ECOG 0-2 

Exclusion criteria  Conjunctival primary, prior malignancy. Treatment with potent CYP3A4 

inhibitor or inducer.  

Recruitment/selection of patients  Multi-centre phase II 

Population details  not stated in available information 

Interventions sunitinib vs dacarbazine chemo with crossover allowed at progression 

Funding  not declared 

Results  No difference in PFS (2.8 months both groups). No differences in OS (7.4 

months dacarbazine, 6.3 months sunitinib).  Response rates 0% sunitinib 

vs 8% dacarbazine. 
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Quality assessment Risk of bias: well conducted prospective phase II study running across UK. 

Study stopped early due to futility. Full manuscript not peer reviewed. 

 

Study Title Schinzari G, Rossi E, Cassano A, Dadduzio V, Quirino M, Pagliara M, et al. 

Cisplatin, dacarbazine and vinblastine as first line chemotherapy for liver 

metastatic uveal melanoma in the era of immunotherapy: a single 

institution phase II study. Melanoma Res. 2017;27(6):591–5. 

Study type  Phase II clinical trial 

Number of studies (number of 

participants) 
 25 patients  

Countries and setting  Italy, University hospital 

Duration of study  recruitment 2010-2014, published 2017 

Inclusion criteria Histologically confirmed diagnosis of uveal melanoma with unresectable 

liver metastases, an Eastern Cooperative Oncology Group performance 

status of 0 or 1 and adequate organ function as defined by white blood cells 

count more than 4000/µl, hemoglobin more than 12 g/dl, platelet count 
more than 100 000/µl, serum bilirubin up to 1.5 mg/dl and serum creatinine 

less than 1.2 mg/dl or calculated creatinine clearance of at least 60 ml/min. 
Exclusion criteria Patients who received prior cytotoxic chemotherapy or immunotherapy, 

with extrahepatic disease or history of congestive heart failure were 

excluded. 
Recruitment/selection of patients  as above 

Population details  as above 

Interventions Cisplatin (80 mg/mq, day 1), dacarbazine (250 mg/mq/day, days 1–
3), vinblastine (2 mg maximum, day 1) every 21 days 

Funding  Not declared 

Results Partial responses in five (20%) patients, stable disease in 12 (48%) patients; 

disease control rate was 68%. Median OS of all the patients was 13 months, 

median progression free survival was 5.5 months. Five (20%) patients 

experienced grade 3–4 toxicity, 36% grade 1-2.  
Quality assessment Single arm study with relatively modest numbers. 

Toxicity could be better described (in view of modest activity) 

 

A.5.1.3 Immune checkpoint inhibitors 

Study Title Heppt M V, Steeb T, Schlager JG, Rosumeck S, Dressler C, Ruzicka T, et al. 

Immune checkpoint blockade for unresectable or metastatic uveal 

melanoma: A systematic review. Cancer Treat Rev [Internet]. 2017;60:44–
52. 

Study type  Systematic review 
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Number of studies (number of 

participants) 
 12 (>333, one study did not declare total numbers) 

Countries and setting  Multiple 
Duration of study  Data collection in 2017- no limit to date of original study 
Inclusion criteria  Patients with unresectable or metastatic UM who have treated with ICB. 

Randomized controlled trials (RCTs), and clinically controlled trials (CCT), 

non-controlled prospective trials, and prospective observational studies 

with a sample size of n > 10 as well as protocol-driven expanded access and 

named patient programs  
Exclusion criteria Retrospective studies, narrative reviews and case reports or series were 

excluded. Language restrictions were records pub- lished in English or 

German. Additionally, studies involving patients with systemic or surgical 

treatment for UM other than ICB during the study period were excluded.  
Recruitment/selection of patients  Search of Medline, embase, ovid. Papers screened by two independent 

authors.  

Population details  as above 
Interventions  Ipilimumab, pembrolizumab, nivolumab, combination ipi/nivo.  
Funding  Not declared 
Results  Ipilimumab 3mg/kg (5 trials 186 patients), ORR 0-5%, Progression-free 

survival (PFS) was below 3 months and the median overall survival was 5.2–
9.8 months for ipilimumab monotherapy. 

Pembrolizumab 2mg/kg- one study, 10 patients. 30% response rate, PFS 18 

weeks 

Nivolumab – one study (CM172), 75 patients. ORR quoted as 6%, (2 

patients) Median OS 11 months. Conference abstract, paper subsequently 

published (discuss with PN) 

Combination- one study, 6 patients, 0% response rate, median PFS 2.8 

months 

Quality assessment No real attempt to combine studies, and analysis is essentially descriptive 

(range of response rates) 

 

Study Title Koch EAT, Petzold A, Wessely A, Dippel E, Gesierich A, Gutzmer R, et 

al. Immune Checkpoint Blockade for Metastatic Uveal Melanoma: 

Patterns of Response and Survival According to the Presence of 

Hepatic and Extrahepatic Metastasis. Cancers (Basel). 2021;13(13):4. 

Study type National multi-centre retrospective review.  

Number of studies (number of 

participants) 
178 patients  

Countries and setting Germany. 15 German Skin Cancer Centres and 1 multi-centre registry 

Duration of study Not stated 

Inclusion criteria Metastatic uveal melanoma receiving any immune checkpoint 

inhibitor, single agent or combination, patients with liver metastases. 

Exclusion criteria Patients without liver metastases. 

Recruitment/selection of patients Retrospective review of patient records from German cancer centres 
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Population details 50% female, median age 65 years, 55 liver only mets, 123 liver and 

extra-hepatic mets. 

Interventions Ipilimumab, nivolumab/pembrolizumab, ipi/nivo 

Funding German Society of Dermatology clinician scientist award 

Results Median OS was longer in patients with liver and extra-hepatic mets 

(18.2 months) vs liver only mets (6.1 months). ORR dual CPI 13.8% vs 

PD1 mono 8.9%. Liver only mets response to dual CPI 8.7% vs 16.7% 

for liver and extra-hepatic 

Quality assessment Risk of bias:  

retrospective review with no data on reasons for choice of therapy. 

 

Study Title Kottschade LA, McWilliams RR, Markovic SN, Block MS, Villasboas Bisneto 

J, Pham AQ, et al. The use of pembrolizumab for the treatment of 

metastatic uveal melanoma. Melanoma Res. 2016;26(3):300–3. 

Study type  Case series 

Number of studies (number of 

participants) 
 10 

Countries and setting  Single academic centre, US 

Duration of study  Patients receiving treatment in 2014, reported in 2016 

Inclusion criteria Eligible patients were more than or equal to 18 years old, had unresectable 

MUM, progressed on prior ipilimumab therapy, had good performance 

status (Eastern Cooperative Oncology Group of 0 or 1), and adequate organ 

and marrow function. Patients could have central nervous system disease, 

but needed to be clinically stable. 
Exclusion criteria 

 

Recruitment/selection of patients  EAP and then following licensing as SOC 
Population details  as above 
Interventions  Pembrolizumab 
Funding  Not stated 
Results One CR, 2 PRs out of 8 evaluable. 

 Responders atypical, first had pulmonary mets as first presentation, 

second had liver mets initiailly but had been on various lines of treatment 

for over 2 years before pembro, and third had bone mets at initial 

presentation and was on various treatments for 11 years before pembro.  
Median progression-free survival was 18 weeks (range 3.14–49.3 weeks. 

OS not reported.  
Quality assessment Well described case series but suffers from normal issues with small 

numbers, selection bias etc 
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Study Title Mignard C, Deschamps Huvier A, Gillibert A, Duval Modeste AB, Dutriaux 

C, Khammari A, et al. Efficacy of Immunotherapy in Patients with 

Metastatic Mucosal or Uveal Melanoma. J Oncol Print [Internet]. 

2018;2018:1908065. 

Study type Retrospective case review from 25 French Dermatology centres 
Number of studies (number of 

participants) 
210 UM (+229 mucosal melanoma also described) 

Countries and setting France Dermatology centres 
Duration of study 2008-2016 
Inclusion criteria Stage IIIC-IV mucosal or uveal melanoma with histological diagnosis. At 

least one infusion of anti-CTLA4 or PD1 as 1
st

 or seclind line. Control group 

treated with chemo without immunotherapy. Minimum follow up 3 

months after 1
st

 cycle in alive patints. Radiologic assessment at 12 weeks. 
Exclusion criteria Combination treatment with CTLA4 and PD1. 
Recruitment/selection of patients Retrospective  
Population details meam age 65 years. 110 treated with initial chemo. 100 with 

immunotherapy of which 52 1
st

 line immune, 48 immune after chemo 

failure. Of immuno patients 63% initial ipi. 37% initial nivo or pembro. 
Interventions Chemo or immunotherapy 
Funding Bristol Myers Squibb 
Results No responses to immunotherapy (0/100). Tumour response in 3.6% (4 

patients) treated with chemo.. SD in 30% treated with anti-CTLA4, vs 35.1% 

treated with anti-PD1. OS analysis on 194 patients for whom data available. 

Medial OS 13.4 months for immune 11 months for chemo (nonsignificant). 

1 year OS 52.5% WITH IMMUNO VS 44.3% FOR CHEMO – NO SIGNIFICANT 

DIFFERENCE. 
Quality assessment Retrospective review of multiple treatment modalities with limited data  

 

Study Title Nathan P, Ascierto PA, Haanen J, Espinosa E, Demidov L, Garbe C, et al. 

Safety and efficacy of nivolumab in patients with rare melanoma subtypes 

who progressed on or after ipilimumab treatment: a single-arm, open-

label, phase II study (CheckMate 172). Eur J Cancer [Internet]. 

2019;119:168–78. 

Study type  Phase II single arm 

Number of studies (number of 

participants) 

 103 patients 

Countries and setting  Multicentre European, academic centres 

Duration of study  Completed March 2018 with minimum of 18 months follow up 



Page 47 of 78 

 

Inclusion criteria Eligible patients were aged ≥18 years with previously treated, unresectable, 
histologically confirmed, stage III or IV melanoma (based on the 7th edition 

of the American Joint Committee on Cancer Guidelines [15]) and disease 

progression or recurrence after prior treatment containing an anti–
cytotoxic T-lymphocyte antigen 4 (CTLA-4) monoclonal antibody. Patients 

were required to have evaluable disease by computed tomography or 

magnetic resonance imaging scan per Response Evaluation Criteria In Solid 

Tumors version 1.1 or clinically apparent disease that the investigator could 

follow for response. Previous chemotherapy, interferon in the adjuvant 

setting, interleukin 2, BRAF/MEK inhibitors and KIT inhibitors were 

permitted. Patients must have completed previous chemotherapy or 

immunotherapy at least 4 weeks before nivolumab treatment was 

initiated, with all adverse events (AEs) having either returned to baseline or 

stabilised. Patients with central nervous system (CNS) metastases (treated 

or untreated) with a life expectancy of >3 months were eligible if they were 

asymptomatic or neurologically returned to baseline.  

Exclusion criteria Patients with untreated, symptomatic CNS metastases and conditions 

requiring treatment with either corticosteroids (>10 mg daily prednisone 

equivalent) or other immunosuppressive medications within 14 days of 

nivolumab were excluded. 

Recruitment/selection of patients  as above 

Population details   

Interventions  Nivolumab 3mg/kg every 2 weeks 

Funding  BMS 

Results Median OS in patients with ocular melanoma (12.6 months [95% CI, 10.2–
15.1]) with 18-month OS rates of 34.8%. Response rate 6% (out of 75) and 

one year OS of 47%- presented at ASCO 2017. 

Quality assessment Well conducted study. Largest single study of UM (note reported as ocular). 

This paper does not include response rate but reported elsewhere 

 

Study Piperno-Neumann S, Larkin J, Carvajal RD, Luke JJ, Schwartz GK, Hodi 

FS, et al. Genomic Profiling of Metastatic Uveal Melanoma and 

Clinical Results of a Phase I Study of the Protein Kinase C Inhibitor 

AEB071. Mol Cancer Ther [Internet]. 2020;19(4):1031–9. 

Study type Single arm phase I trial 

Number of studies (number of 

participants) 

153 patients 

Countries and setting Multicentre, multinational 

Duration of study 8 years 

Inclusion criteria Metastatic UM, over 18 (bar 2 patients), usual restrictions on organ 

function etc, no restrictions on line of therapy 

Exclusion criteria As per usual 

Recruitment/selection of patients Standard 

Population details As above 

Interventions PKC inhibitor AEB07 in escalating dose 

Funding Novartis 

https://www-sciencedirect-com.liverpool.idm.oclc.org/science/article/pii/S0959804919304101?via%3Dihub
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Results Defined MTD of 1400mg BD and 750mg TDS. AES mostly GI, majority 

of AEs manageable and reversible.  

Overall low efficacy 

3% of patients achieving a partial response and 50% with stable 

disease (median duration 15 weeks).  

Overall survival not reported.  

Large proportion of patients had sequencing of tumours but unclear 

that this significantly affects plans on subsequent combination studies 

Quality assessment Risk of bias: 

Well conducted large phase I study. Non -randomized and a large 

range of doses reported so difficult to interpret clinical efficacy. 

 

 

Study Title Zimmer L, Vaubel J, Mohr P, Hauschild A, Utikal J, Simon J, et al. Phase II 

DeCOG-study of ipilimumab in pretreated and treatment-naive patients 

with metastatic uveal melanoma. PLoS One [Internet]. 2015;10 (3) 

(no(e0118564). 

Study type  Phase II single arm 
Number of studies (number of 

participants) 
 8 (first line), 45 (second line +), 53 (total) 

Countries and setting  Germany, academic university hospitals 
Duration of study  2011- 2012 recruitment, published 2015 
Inclusion criteria unresectable stage III or stage IV metastatic ocular melanoma according to 

American Joint Committee on Cancer cutaneous melanoma staging criteria 

[24]. Pretreated and treatment-naïve patients were eligible. Previous 

systemic treatment had to be completed ≥ 28 days before receiving 
ipilimumab. Additional requirements included age ≥18 years, Eastern 
Cooperative Oncology Group (ECOG) performance status ≤2, life 
expectancy of ≥ 6 months (estimation of life expectancy was at the 
discretion of the participating investigators), measurable disease according 

to Response Evaluation Criteria In Solid Tumors (RECIST) 1.1 [25], adequate 

bone marrow, renal and hepatic function. atients with asymptomatic, 

radiographically stable previously treated or untreated brain metastases 

were eligible. 
Exclusion criteria Patients with a history of active autoimmune disease and chronic use of 

systemic corticosteroids were excluded.  
Recruitment/selection of patients  As above 
Population details   
Interventions  Ipilimumab 3mg/kg every 3 weeks to max 4 cycles 
Funding  Funding from BMS 
Results Median OS was 6.8 months (95% CI 3.7–8.1), median progression-free 

survival 2.8 months (95% CI 2.5–2.9). Sixteen patients had stable disease 

(47%), none experienced partial or complete response. Treatment-related 

AEs were observed in 35 patients (66%), including 19 grade 3–4 events 

(36%). One drug-related death due to pancytopenia was observed. 
Quality assessment Well conducted multi-centre study, predominantly pre-treated population 

hence poor OS 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4356548/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4356548/
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A.5.1.4 Nivolumab/Ipilimumab 

Study Title Bol KF, Ellebaek E, Donia M, Schmidt H, Bastholt L, Kiilgaard JF, 

et al. Real-world impact of immune checkpoint inhibitors in 

metastatic uveal melanoma. Ann Oncol [Internet]. 2019;30 

Supple:v539. 

Study type Nationwide population based study 

Number of studies (number of 

participants) 
126 (32 pre ICI 94 post ICI) 

Countries and setting Denmark 

Duration of study 2011-2018 (2 cohorts) 

Inclusion criteria Metastatic UM 
Exclusion criteria None given 

Recruitment/selection of patients Retrospective review of national database 
Population details Nil given 

Interventions No treatment vs chemo vs ICI 

Funding National database supported by BMS, Roche, MSD, Novartis 

Results Pembro PR 7% Ipi/Nivo 21.1% PR. PFS 2.5 months pre ICI era and 

3.7 months post IC era. Median OS 7.8 months vs 10 months. 

Quality assessment Abstract only – very limited info. 

 

Study Title Heppt M V, Heinzerling L, Kahler KC, Forschner A, Kirchberger MC, 

Loquai C, et al. Prognostic factors and outcomes in metastatic uveal 

melanoma treated with programmed cell death-1 or combined PD-

1/cytotoxic T-lymphocyte antigen-4 inhibition. Eur J Cancer 

[Internet]. 2017;82:56–65. 

Study type Retrospective case review 
Number of studies (number of 

participants) 
96 patients 

Countries and setting 20 German skin cancer centres 
Duration of study Cases collected from July-Oct 2016 
Inclusion criteria Stage IV UM. Treatment with PD1 or combination with CTLA4. 

Followu p at least 3 months 
Exclusion criteria Less than 3 months fu 
Recruitment/selection of patients Retrospective case review 
Population details Pembro 54 patients, nivo 32 patients, combination 15 patients 
Interventions As above 
Funding Nil specific 
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Results PD1 RR 4.7% no CR. DCR 22.6% for pembro and 18.7% for nivo. PFS 

3.1 and 2.8 months. OS 14 months and 10 months.  
Combination RR 16.7% no CR. Median PFS 2.8 months. Median OS 

not reached but follow up short 
Quality assessment Retrospective. Small numbers in each treatment group with variable 

order of treatments. 

 

Study Title Najjar YG, Navrazhina K, Ding F, Bhatia R, Tsai K, Abbate K, et al. 

Ipilimumab plus nivolumab for patients with metastatic uveal 

melanoma: a multicenter, retrospective study. J Immunother Cancer 

[Internet]. 2020;8(1). 

Study type Retrospective case series  

Number of studies (number of 

participants) 

89 patients   

Countries and setting USA, multi-centre  

Duration of study Not specified (NS)  

Inclusion criteria Unresectable stage III/IV metastatic uveal melanoma  

Exclusion criteria   

Recruitment/selection of patients Identified pts who received at least one dose of combination treatment 

with ipilimumab and nivolumab  

Population details 28% had prior systemic therapy 

19 pts (21%) had prior immunotherapy (14 had pembro/nivo, 2 had ipi, 

2 had ipi+pembro, 1 had tremilimumab)  

Interventions median of 3 cycles of combination ipilimumab and nivolumab  

Funding Not declared 

Results Median follow-up was 9.2 months 

29 pts went on to maintenance nivo 

1 CR, 9 PRs, 21 had SD, 55 had PD → ORR: 10/86 (11.6%), DCR 36%, 

Median PFS: 2.7m (CI 2.6 – 3.3m), Median OS: 15m (CI 10.9 – 21.6m)   

Median duration of response: 6m (CI 3 – 10.3m) 

Patients without liver metastases were not more likely to respond to 

therapy: of the six patients who did not have liver metastases, two had 

SD and three had PD 

Quality assessment Decent numbers but no info on statistical analysis, power, etc 

Limited info on inclusion/exclusion criteria 

No info on dosing regimen   

Authors conclude: ORR remains low, trial participation = standard of 

care 

 

Study Title Pelster MS, Gruschkus SK, Bassett R, Gombos DS, Shephard M, Posada L, 

et al. Nivolumab and Ipilimumab in Metastatic Uveal Melanoma: Results 

From a Single-Arm Phase II Study. J Clin Oncol. 2021 Feb 20;39(6):599–
607. 

Study type  Single arm phase II 
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Number of studies (number of 

participants) 

 35 patients 

Countries and setting  US single centre 

Duration of study  2015-2018 recruitment, final publication this year 

Inclusion criteria Patients included in the study were ≥ 18 years old with a history of uveal 
melanoma and documented metastatic disease, with at least one 

measurable lesion on imaging measuring ≥ 1 cm or ≥ 1.5 cm in short axis 

for nodal disease on spiral computed tomography (CT) or equivalent. Any 

number of prior treatments was permitted. Patients were required to 

have an Eastern Cooperative Oncology Group performance status of 0 or 

1 and acceptable end-organ function as determined by baseline 

laboratory data 

Exclusion criteria 

 

Recruitment/selection of patients   

Population details  57% first line 

Interventions  IPI/NIVO as standard 

Funding  BMS 

Results 18% response rate (in 33 patients evaluable for response). Median PFS 

was 5.5 months (95% CI, 3.4 to 9.5 months), and the median OS was 19.1 

months (95% CI, 9.6 months to NR). 6 patients with extra-hepatic disease 

only, of which one (17%) achieved a CR, and three (50%) achieved stable 

disease for 6 months or more 

Quality assessment Well conducted Phase II study but relatively small and non randomised 

 

Study Title Piulats JM, Espinosa E, de la Cruz Merino L, Varela M, Alonso Carrión L, 

Martín-Algarra S, et al. Nivolumab Plus Ipilimumab for Treatment-Naïve 

Metastatic Uveal Melanoma: An Open-Label, Multicenter, Phase II Trial by 

the Spanish Multidisciplinary Melanoma Group (GEM-1402). J Clin Oncol 

[Internet]. 2021 Feb 20 [cited 2021 Jul 22];39(6):586–98. 

Study type  Single arm phase II 

Number of studies (number of 

participants) 

 52 

Countries and setting  Spain multicentre 

Duration of study  recruitment 2016-2017, database lock July 2019 

Inclusion criteria Treatment-naïve, histologically confirmed MUM were selected for the 

study. The inclusion criteria were age > 18 years, Eastern Cooperative 

Oncology Group (ECOG) performance status ≤ 1, and progressive 
metastatic disease confirmed via cross-sectional imaging, defined as newly 

diagnosed metastatic disease or progression from previously diagnosed 

metastases. prior systemic treatment for MUM including hepatic 

embolization or perfusion, concurrent autoimmune disease or a history of 

chronic or recurrent autoimmune disease, active malignancies within the 

previous 3 years, prior treatment with checkpoint inhibitors, and active 

brain metastases;  

Exclusion criteria prior systemic treatment for MUM including hepatic embolization or 

perfusion, concurrent autoimmune disease or a history of chronic or 
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recurrent autoimmune disease, active malignancies within the previous 3 

years, prior treatment with checkpoint inhibitors, and active brain 

metastases; see the Protocol. 

Recruitment/selection of patients   

Population details  as above 

Interventions  intravenous (iv) nivo 1 mg/kg, administered over 60 minutes, in 

combination with iv ipi 3 mg/kg, administered over 90 minutes and every 3 

weeks (once every 3 weeks) at four doses (cycles 1 and 2, each cycle = 6 

weeks).  

Funding  BMS? 

Results 11.5% response rate. Median OS 12.7 months.  

12- and 24-month OS rates of 51.9% (95% CI, 38.3 to 65.5) and 26.4% (14.2 

to 38.6). OS in patients with exclusive liver metastasis (Fig 3B) was shorter 

than that in patients with metastasis in other locations beyond the liver 

(9.2 months v 23.5 months) and in those with both liver and other 

metastasis (15.5 months), but the difference was not significant (P = .146). 

Quality assessment Well conducted and informative study. Homogeneous patient population 

 

A.5.1.5 Tebentafusp 

Study Title Hassel JC. Phase III randomised trial comparing tebentafusp with 

investigator’s choice in first-line metastatic uveal melanoma - ecancer 

[Internet]. AACR. 2021 

Study type Prospective open label multi-centre phase III 

Number of studies (number of 

participants) 

378 

Countries and setting International cancer centres 

Duration of study 

 

Inclusion criteria Metastatic UM. HLAA0201. no prior systemic therapy in advanced 

setting. No prior liver directed therapy. 

Exclusion criteria 

 

Recruitment/selection of patients Prospective 

Population details Median age 64 tebe, 66 control. All ECOG 0-1. Liver only met 52% tebe, 

47% control. Extra-hepatic only 4% tebe 8% control 

Interventions Tebentafusp vs investigators choice of pembro, ipi, or dacarbazine. 

Funding Immunocore 

Results Median OS 21.7 months vs 16 months. 1 year OS 73.2% vs 58.5%. PFS 

3.3 months vs 2.9 months. RR 9% vs 5%. DCR >=12 weeks 46% vs 27% 

Quality assessment Well conducted multi-centre phase III trial Not yet published in peer 

reviewed journal. 

 

Study Title Nathan P, Hassel JC, Rutkowski P, Baurain J-F, Butler MO, Schlaak M, 

et al. Overall Survival Benefit with Tebentafusp in Metastatic Uveal 

https://ascopubs-org.liverpool.idm.oclc.org/doi/full/10.1200/JCO.20.00550
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Melanoma. N Engl J Med [Internet]. 2021 Sep 23 [cited 2021 Dec 

7];385(13):1196–206. 

Study type Prospective randomised phase III trial 

Number of studies (number of 

participants) 
378 patients randomised 2:1 between tebentafusp and investigators 

choice BAC 

Countries and setting International phase III – US, UK, Europe 

Duration of study March 2017 until June 2020 

Inclusion criteria Histologically confirmed metastatic uveal melanoma, HLA*A2:01, 

RECIST measureable disease, no prior systemic therapy, PS 0-1 

Exclusion criteria Steroid use, immunosuppression, CNS mets, active auto-immune 

disease 

Recruitment/selection of patients Prospective randomised. 

Population details Tebe group 49% female, median age 64, 52% liver only mets 

Interventions Tebentafusp vs BAC (ipi, pembro or dacarbazine) 

Funding Immunocore  

Results Primary end point survival: HR 0.51 median 21.7 vs 16 months. PFS 3.3 

vs 2.9, RR 9% vs 5%. OS benefit in progression as best response (15.3 

months vs 6.5 months). Treatment related adverse events for Tebe 

99% any grade, 44% Grade >=3. Most commonly cytokine release, 

rash, pyrexia, pruritus, chills.  

Quality assessment Risk of bias: Well conducted prospective phase III trial. Study restricted 

to HLA A2:01. Control arm did not include combination 

immunotherapy with Ipi/Nivo. 

 

 

Study Title Sacco JJ, Carvajal R, Butler MO, Shoushtari A, Hassel JC. A phase (ph) 

II, multi-center study of the safety and efficacy of tebentafusp (tebe) 

(IMCgp100) in patients (pts) with metastatic uveal melanoma (mUM) 

| OncologyPRO [Internet]. Annals of Oncology. 2020 [cited 2021 Jun 

21]. p. S1441–51. 

Study type Prospective phase II 
Number of studies (number of 

participants) 
127 

Countries and setting International 
Duration of study 

 

Inclusion criteria Metastatic UM. HLA 02:01 positive, >=1 prior therapy in metastatic 

setting. Measurable disease 
Exclusion criteria 

 

Recruitment/selection of patients Prospective clinical trial 
Population details Mean age 61 50% male/female. PS0-1. 66% 1 prior line of therapy 

33% 2 prior lines. 84% prior systemic therapy. 73% prior 

immunotherapy 45% prior liver directed therapy 
Interventions Tebentafusp 
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Funding Immunocore 
Results RR PR 7.1% IR 4.7% ICR  

SD 40.2% IR 44.9% ICR.  
44% patients with any degree of shrinkage. Median OS 16.8 months. 1 

year OS 62%  

 

 

A.5.2 Excluded studies 

Author Title Year Reason for exclusion 

Roufas, C., The Expression and Prognostic Impact 

of Immune Cytolytic Activity-Related 

Markers in Human Malignancies: A 

Comprehensive Meta-analysis 

2018 Not in the scope 

Chandran, 

S 

Interim results of a phase II trial of 

adoptive transfer of tumor infiltrating 

lymphocytes in patients with 

metastatic uveal melanoma 

2016 updated results subsequently 

publishes 

Lu, J. Clinical Update on Checkpoint 

Inhibitor Therapy for Conjunctival and 

Eyelid Melanoma 

2020 Not in scope 

de Koning, 

L 

PARP Inhibition Increases the 

Response to Chemotherapy in Uveal 

Melanoma 

2019 Not in scope 

Esmaeli, B Targeted Biological Drugs and 

Immune Check Point Inhibitors for 

Locally Advanced or Metastatic 

Cancers of the Conjunctiva, Eyelid, 

and Orbit 

2019 Not in scope 

Lipson, E. Phase 3 KEYNOTE-716 study: adjuvant 

therapy with pembrolizumab versus 

placebo in resected high-risk stage II 

melanoma 

2018 trial in progress, no data 

NCT Safety and Efficacy of IMCgp100 Versus 

Investigator Choice in Advanced Uveal 

Melanoma 

2017 trial in progress, no data 

Patel, S. P The safety and early efficacy of high-

dose ipilimumab (IPI) and the 

combination nivolumab plus ipilimumab 

(NIVO + IPI) in patients (pts) with uveal 

melanoma (UM) 

2017 paper published subsequently 

NCT Comparison Between Fotemustin to 

Intensive Surveillance in Patients With 

High Risk Uveal Melanoma 

2016 trial in progress, no data 

Rullan 

Iriarte, A. J. 

Phase II multi-centre, non randomized, 

open label study of nivolumab in 

combination with ipilimumab as first 

line in adults patients with metastatic 

uveal melanoma. GEM 14-02 

2016 Trial in progress, abstract 

Schuler-

Thurner, B. 

Dendritic Cell vaccination to treat 

checkpoint-blockade resistant tumors 

by induction of mutation-specific T cells 

2016 Trial in progress, abstract 
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Author Title Year Reason for exclusion 

Euctr, E. S. Phase II multicente, non randomized, 

open label trial of nivolumab in 

combination with ipilimumab in 

subjects with previously untreated 

metastatic uveal melanoma 

2015 Trial in progress, abstract 

Euctr, E. S. A clinical trial comparing continuous 

Selumetinib versus continuous or 

interrupted Selumetinib in combination 

with weekly Paclitaxel in Metastatic 

Uveal Melanoma 

2015 Trial in progress, abstract 

A.6 Impact of choice of therapy 

To be added 

A.7 Loco-regional management of hepatic predominant 

metastatic disease 

A.7.1 Extraction tables 

 

 

Study Eldredge-Hindy H, Ohri N, Anne PR, Eschelman D, Gonsalves C, 

Intenzo C et al. (2016) Yttrium-90 microsphere brachytherapy for 

liver metastases from uveal melanoma: clinical outcomes and the 

predictive value of fluorodeoxyglucose positron emission 

tomography. Am J Clin Oncol 39:189 – 195. 

Study type  

Number of studies (number of 

participants) 
 

Countries and setting  

Duration of study  

Inclusion criteria  

Exclusion criteria  

Recruitment/selection of patients  

Population details  

Interventions  

Funding  

Results  

Quality assessment  
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Study Meijer, T.S., Burgmans, M.C., de Leede, E.M. et al. Percutaneous 

Hepatic Perfusion with Melphalan in Patients with Unresectable 

Ocular Melanoma Metastases Confined to the Liver: A Prospective 

Phase II Study. Ann Surg Oncol. 2020. 

https://doi.org/10.1245/s10434-020-08741-x 

Study type  

Number of studies (number of 

participants) 
 

Countries and setting  

Duration of study  

Inclusion criteria  

Exclusion criteria  

Recruitment/selection of patients  

Population details  

Interventions  

Funding  

Results  

Quality assessment  

 

Study Karydis I, Chan PY, Wheater M, Arriola E, Szlosarek PW, Ottensmeier 

CH. Clinical activity and safety of Pembrolizumab in Ipilimumab pre-

treated patients with uveal melanoma. Oncoimmunology. 

2016;5(5):e1143997. Published 2016 Feb 18. 

doi:10.1080/2162402X.2016.1143997 

Study type  

Number of studies (number of 

participants) 
 

Countries and setting  

Duration of study  

Inclusion criteria  

Exclusion criteria  

Recruitment/selection of patients  

Population details  

Interventions  

Funding  

Results  

Quality assessment  
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Study Shibayama Y, Namikawa K, Sone M, Takahashi A, Tsutsumida A, 

Sugawara S et al. (2017) Efficacy and toxicity of transarterial chemo- 

embolization therapy using cisplatin and gelatin sponge in patients 

with liver metastases from uveal melanoma in an Asian population. 

Int J Clin Oncol 31:31. 

Study type  

Number of studies (number of 

participants) 
 

Countries and setting  

Duration of study  

Inclusion criteria  

Exclusion criteria  

Recruitment/selection of patients  

Population details  

Interventions  

Funding  

Results  

Quality assessment  

 

 

 

Study Vogl TJ,Koch SA,Lotz G,Gebauer B,Willinek W,EngelkeC et al. 

Percutaneous isolated hepatic perfusion as a treatment for isolated 

hepatic metastases of uveal melanoma: patient outcome and safety 

in a multi-centre study. CVIR (Cardiovasc Interventional Radiol) 

2017;31:31. 

Study type  

Number of studies (number of 

participants) 
 

Countries and setting  

Duration of study  

Inclusion criteria  

Exclusion criteria  

Recruitment/selection of patients  

Population details  

Interventions  

Funding  

Results  

Quality assessment  
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Study Artzner C, Mossakowski O, Hefferman G, Grosse U, Hoffmann R, 

Forschner A, Eigentler T, Syha R, Grözinger G. Chemosaturation with 

percutaneous hepatic perfusion of melphalan for liver-dominant 

metastatic uveal melanoma: a single center experience. Cancer Imaging. 

2019 May 30;19(1):31 

Study type Single centre case series 

Number of studies (number of 

participants) 

1 study 16 patients 

Countries and setting Germany – University Hospital 

Duration of study 2015-2018 

Inclusion criteria Unresectable liver mets from uveal melanoma. Liver dominant disease 

Choice of PHP as per MDT 

Exclusion criteria More than 50% liver replacement 

Recruitment/selection of patients By MDT 

Population details Metastatic ocular melanoma. Median age 63. 10/16 female 

Interventions Delcath PHP 

Funding No funding 

Results Median OS 27 months. Median PFS  

Quality assessment small single centre case series 

 

Study Carling U, Dorenberg EJ, Haugvik SP, Eide NA, Berntzen DT, Edwin B, 

Dueland S, Røsok B. Transarterial Chemoembolization of Liver 

Metastases from Uveal Melanoma Using Irinotecan-Loaded Beads: 

Treatment Response and Complications. Cardiovasc Intervent Radiol. 

2015 Dec;38(6):1532-41  

Study type RS single center review 

Number of studies (number of 

participants) 

14 patients 

Countries and setting USA 

Duration of study 3 years 

Inclusion criteria All patients were diagnosed with liver metastases on annual contrast-

enhanced ultrasound.  

Exclusion criteria Portal vein thrombosis. ECOG>1 

Recruitment/selection of patients 14 patients treated with DEBIRI 

Population details Not defined 

Interventions DEBIRI TACE 

Funding None 

Results OS 9.4 months. 12 major complications. 

Quality assessment Retrospective bias 

 

Study Eichler K, Zangos S, Gruber-Rouh T, Vogl TJ, Mack MG. MR-guided laser-

induced thermotherapy (LITT) in patients with liver metastases of uveal 
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melanoma. J Eur Acad Dermatology Venereol [Internet]. 

2014;28(12):1756–60. 

Study type Case series 

Number of studies (number of 

participants) 

Single study. 18 patients with 44 liver mets. 23 treatment sessions 

Countries and setting Germany University Hospital 

Duration of study No dates given 

Inclusion criteria uveal melanoma liver mets, absence of extra-hepatic mets. Unresectable. 

Up to 5 mets. Up to 5cm 

Exclusion criteria No info 

Recruitment/selection of patients No info 

Population details Patients with metastatic uveal melanoma to liver. Mean age 57 

Interventions Laser induced thermotherapy 

Funding Not declared 

Results Median Survival 2.8 years from date of treatment. No response data given. 

No toxicity reported. 

Quality assessment Risk of bias:single institution series. No details of excluded patients. 

Limited data on response 

 

Study Gomez, D, Wetherill, C et al, 2014,  The Liverpool Uveal Melanoma Liver 

Metastases Pathway: Outcome following liver resection, Journal of 

Surgical Oncology, 109, 542-547. 

Study type Single center case series 

Number of studies (number of 

participants) 

1 study 17 patients 

Countries and setting UK University Hospital 

Duration of study 9 years 2004-2012 

Inclusion criteria Metastatic uveal melanoma with liver only mets amenable to surgical 

resection 

Exclusion criteria Patients with military disease on laparoscopy or extra-hepatic disease on 

CT 

Recruitment/selection of patients From MRI surveillance protocol – 218 screened. 155 with mets. 

Population details 17 patients undergoing liver resection for uveal melanoma. Median age 

62. 10 male 

Interventions Liver resection 

Funding none 

Results Median survival 27 months 

Quality assessment Single institution case series 

 

Study Gonsalves CF, Eschelman DJ, Thornburg B, Frangos A, Sato T. Uveal 

Melanoma Metastatic to the Liver: Chemoembolization With 1,3-Bis-(2-
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Chloroethyl)-1-Nitrosourea. AJR Am J Roentgenol. 2015 Aug;205(2):429-

33. 

Study type RS single center review 

Number of studies (number of 

participants) 

50 patients 

Countries and setting USA 

Duration of study 7 years 

Inclusion criteria Treatment naïve patients with UM mets replacing 50% or more of liver 
ECOG<2. No extensive EH disease. Adequate liver and renal function. 

Exclusion criteria Portal vein thrombosis. ECOG>2 

Recruitment/selection of patients N/A 

Population details Not defined 

Interventions TACE with BCNU 

Funding None 

Results OS 7.1. m PFS 5 months. 
  

Quality assessment Retrospective bias 

 

Study Gonsalves CF, Eschelman DJ, Adamo RD, Anne PR, Orloff MM, Terai M, 

Hage AN, Yi M, Chervoneva I, Sato T. A Prospective Phase II Trial of 

Radioembolization for Treatment of Uveal Melanoma Hepatic 

Metastasis. Radiology. 2019 Oct;293(1):223-231.  

Study type PS Phase 2 trial 

Number of studies (number of 

participants) 

48 patients 

Countries and setting USA 

Duration of study 6 years 

Inclusion criteria Pts with histologically  proven ocular melanoma with hepatic metastases 

were eligible 
  

Exclusion criteria Exclusion criteria included extrahepatic metastasis requiring systemic 

treatment, hepatic tumor burden greater than 50%, bilirubin and/or cre- 

atinine level greater than 1.8 mg/dL, uncorrectable arterial shunting to 

extrahepatic structures, lung shunting greater than 20%, portal vein 

thrombosis, biliary obstruction, previous ra- diation therapy to the liver, 

and severe contrast material allergy refractory to pretreatment steroids.  
  

Recruitment/selection of patients 24 treatment naïve (A) 
24 patients progressed following immunoembolisation. (B) 
  

Population details Not defined 

Interventions SIRT 

Funding   
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Results A: 23 patients mPFS 8.1months. OS 18.5months. 
B: 23 patients mPFS 5.2months. OS 19.2months 

Quality assessment Retrospective bias.  

 

Study Hand F, Doherty S, Gullo G, Geoghegan J, Crown J, Hoti E. Metastatic 

uveal melanoma: A valid indication for liver resection. J BUON. 

2020;25(2):1161-1165 

Study type Single institution case series 

Number of studies (number of 

participants) 

1 study 15 patients 

Countries and setting Ireland – University Hospital 

Duration of study 10 years (2008-2018) 

Inclusion criteria Patients undergoing liver resection for uveal melanoma mets 

Exclusion criteria None given 

Recruitment/selection of patients Via MDT 

Population details 15 patients median age 65 years. 10 female, 5 male 

Interventions Surgical resection 

Funding None declared 

Results Median survival 37 months. No treatment related mortality. 26.6% 

developed a post op complication 

Quality assessment single centre case series. No details of exclusions. 

 

Study Levey AO, Elsayed M, Lawson DH, Ermentrout RM, Kudchadkar RR, Bercu 

ZL, Yushak ML, Newsome J, Kokabi N. Predictors of Overall and 

Progression-Free Survival in Patients with Ocular Melanoma Metastatic 

to the Liver Undergoing Y90 Radioembolization. Cardiovasc Intervent 

Radiol. 2020 Feb;43(2):254-263  

Study type RS single center review 

Number of studies (number of 

participants) 

24 patients 

Countries and setting USA 

Duration of study 15 years 

Inclusion criteria Pts with histologically  proven ocular melanoma with hepatic metastases 

were eligible 
  

Exclusion criteria None 

Recruitment/selection of patients 12 SIRT alone v 12 SIRT + Immunotherapy (3months before or after SIRT) 
  

Population details Not defined 

Interventions SIRT 

Funding None 



Page 62 of 78 

 

Results Median OS from primary diagnosis and diagnosis of liver metastases was 

66 months (mo) and 26.3 mo, respectively. Median OS SIRT + 

immunotherapy 26.0 mo versus 9.5 mo for others (p = 0.014). Median 

hepatic PFS was prolonged in patients treated with Y-90 on concurrent 

immunotherapy at 10.3 mo versus 2.7 mo for TARE only (p = 0.002).  
  

Quality assessment Retrospective bias.  

 

Study Leyvraz S, Piperno-Neumann S, Suciu S, Baurain JF, Zdzienicki M, Testori 

A, Marshall E, Scheulen M, Jouary T, Negrier S, Vermorken JB, Kaempgen 

E, Durando X, Schadendorf D, Gurunath RK, Keilholz U. Hepatic intra-

arterial versus intravenous fotemustine in patients with liver metastases 

from uveal melanoma (EORTC 18021): a multicentric randomized trial. 

Ann Oncol. 2014 Mar;25(3):742-746.  

Study type Randomised multicentre trial 

Number of studies (number of 

participants) 

171 patients 

Countries and setting Europe 

Duration of study 6 years 

Inclusion criteria DISEASE CHARACTERISTICS: 
Histologically or cytologically confirmed liver metastases secondary to 

uveal melanoma 

Surgically incurable or unresectable disease 

No detectable extrahepatic metastases 

PATIENT CHARACTERISTICS: 
Age 
18 and over 

Performance status 
WHO 0-2 

  

PRIOR CONCURRENT THERAPY: 
No prior antineoplastic drugs for metastatic disease 

No other concurrent anticancer agents or therapies 

  

Exclusion criteria As above 

Recruitment/selection of patients Patients were randomly assigned to receive either IV or HIA fotemustine at 

100 mg/m(2) on days 1, 8, 15 (and 22 in HIA arm only) as induction, and 

after a 5-week rest period every 3 weeks as maintenance. Primary end 

point was overall survival (OS). Response rate (RR), progression-free 

survival (PFS) and safety were secondary end points. 
  

Population details Not defined 

Interventions HAI v IV infusion 

Funding European Organisation for Research and Treatment of Cancer - EORTC 

Results OS 14.6 v 13.8 (HAI v IV). PFS 4.5 v 3.5. Conclusion experimental. 

Quality assessment  
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Study Olofsson R, Cahlin C, All-Ericsson C, Hashimi F, Mattsson J, Rizell M, 

Lindnér P. Isolated hepatic perfusion for ocular melanoma metastasis: 

registry data suggests a survival benefit. Ann Surg Oncol. 2014 

Feb;21(2):466-72 

Study type Single center series 

Number of studies (number of 

participants) 

1 study 34 patients 

Countries and setting Sweden University Hospital 

Duration of study 2005-2011 

Inclusion criteria Uveal melanoma metastatic to liver referred for IHP. Less than 50% 

involvement, No extra-hepatic disease 

Exclusion criteria None stated 

Recruitment/selection of patients Referrals to this centre 

Population details Median age 61. 56% female. 

Interventions IHP 

Funding Not declared 

Results Median OS 25 months. 68% response rate. No treatment related deaths. 

Quality assessment small single institution series. 

 

Study Reddy SK, Kesmodel SB, Alexander  Jr. HR. Isolated hepatic perfusion 

for patients with liver metastases. Ther Adv Med Oncol. 2014;6(4):180–
94  

Study type Review 

Number of studies (number of 

participants) 

22 patients 

Countries and setting USA 

Duration of study Not defined 

Inclusion criteria All patients with liver mets from OM. Median number of mets 25. Mean 

disease replacement 25%. Mean size of largest lesion >7cm 

Exclusion criteria Not defined 

Recruitment/selection of patients 11 patients with Melphalan alone and 11 with Melphalan and TNF alpha 

Population details Not defined 

Interventions IHP 

Funding Not declared 

Results OS 11months PFS 9months (better for those with TNF alpha) 

Quality assessment   

 

Study Rowcroft A, Loveday BPT, Thomson BNJ, Banting S, Knowles B. 

Systematic review of liver directed therapy for uveal melanoma hepatic 

metastases. HPB (Oxford). 2020 Apr;22(4):497-505 

Study type Systematic review 
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Number of studies (number of 

participants) 

55 studies. 2446 patients 

Countries and setting USA and Europe  

Duration of study Up to April 2019 

Inclusion criteria English language 
Liver mets from UM 
Clinical trials, observational studies 
  
Systemic therapy 
Liver directed including surgery, ablation, IHP, HAI, TACE, SIRT, IE and 

PHP 

Exclusion criteria Case reports 
Non published data 
Conference abstracts 

Recruitment/selection of patients N/A 

Population details   

Interventions As above 

Funding No funding 

Results Details on paper 

Quality assessment This review has been limited by the low quality of evidence  
  

 

Study Schönfeld L, Hinrichs JB, Marquardt S, Voigtländer T, Dewald C, Koppert 

W, Manns MP, Wacker F, Vogel A, Kirstein MM. Chemosaturation with 

percutaneous hepatic perfusion is effective in patients with ocular 

melanoma and cholangiocarcinoma. J Cancer Res Clin Oncol. 2020 

Nov;146(11):3003-3012. 

Study type Single centre case series 

Number of studies (number of 

participants) 

1 study – 30 patient with UM (60 patients overall in study) 

Countries and setting Germany – University Teaching Hospital 

Duration of study 2014-2019 

Inclusion criteria All patients treated with PHP in above time window. Eligibility decided by 

MDT 

Exclusion criteria Inadequate haematological or biochemical function 

Recruitment/selection of patients   

Population details Patients with metastatic UM as salvage therapy. Medial age 60. 60% 

female. 17% extra-hepatic spread 

Interventions Delcath PHP 

Funding Open access funding provided by Projekt DEAL 

Results Median OS 12 months. 2 treatment related deaths at 3 and 12 days due 

to tumour progression / tumour lysis. 

Quality assessment single centre experience. Limited data on patient selection 
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Study Seedor RS, Eschelman DJ, Gonsalves CF, Adamo RD, Orloff M, Amjad A, 

Sharpe-Mills E, Chervoneva I, Shields CL, Shields JA, Mastrangelo MJ, 

Sato T. An Outcome Assessment of a Single Institution's Longitudinal 

Experience with Uveal Melanoma Patients with Liver Metastasis. 

Cancers (Basel). 2020 Jan 1;12(1):117. 

 

Study type Review 

Number of studies (number of 

participants) 

730patients 

Countries and setting USA 

Duration of study 46 years 

Inclusion criteria UM + mets 

Exclusion criteria Those with loss of f/u.  

 

Recruitment/selection of patients 

 

Population details As above 

Interventions All liver directed treatments 

Funding NCI grant 

Results OS from Eye rx to death. 

COHORT 1 40.8 

COHORT 2 62.6 

COHORT 3 59.4 

LD and systemic > than LD or systemic alone. 

Quality assessment Lead time bias 

 

Study Servois V, Bouhadiba T, Dureau S, Da Costa C, Almubarak MM, 

Foucher R, Savignoni A, Cassoux N, Pierron G, Mariani P. , 2019, 

Iterative treatment with surgery and radiofrequency ablation of 

uveal melanoma liver metastasis: Retrospective analysis of a series 

of very long-term survivors. Eur J Surg Oncol. 45:1717-1722 

Study type Single centre case series 

Number of studies (number of 

participants) 

1 study 14 patients 

Countries and setting France – national cancer centre 
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Duration of study 14 year – 2000-2014 

Inclusion criteria Patients who underwent a liver resection and then developed a 

second liver only recurrence that could be managed with ablation 

Exclusion criteria Patients with extrahepatic disease 

Recruitment/selection of patients Case note review 

Population details 14 patients median age 52. 10 men, 4 women 

Interventions Surgery with R0 resection followed by ablation 

Funding None stated 

Results Median time to first hepatic recurrence after initial surgery 20 months. 

68% 2 year survival following second hepatic recurrence/ ablation  

Quality assessment highly selected patient group who had liver only recurrence after 

previous liver surgery, that was still manageable by ablation. 

 

Study Valpione S, Aliberti C, Parrozzani R, Bazzi M, Pigozzo J, Midena E, 

Pilati P, Campana LG, Chiarion-Sileni V. A retrospective analysis of 

141 patients with liver metastases from uveal melanoma: a two-

cohort study comparing transarterial chemoembolization with CPT-

11 charged microbeads and historical treatments. Melanoma Res. 

2015 Apr;25(2):164-8.  

Study type RS single center review 

Number of studies (number of 

participants) 

58 patients 

Countries and setting Italy 

Duration of study 14 years 

Inclusion criteria All patients were diagnosed with liver metastases. 

Exclusion criteria Portal vein thrombosis. ECOG>1 

Recruitment/selection of patients Among 141 patients with liver metastases, 58 were treated 

with TACE as first-line therapy  
  

Population details Not defined 

Interventions TACE with CPT-11 

Funding None 

Results The treatment with TACE conferred a survival advantage (median 16.5 

vs. 12.2 months, respectively) 
  

Quality assessment Retrospective bias 

 

Study Valsecchi ME, Terai M, Eschelman DJ, Gonsalves CF, Chervoneva I, 

Shields JA, Shields CL, Yamamoto A, Sullivan KL, Laudadio M, Berd D, 

Mastrangelo MJ, Sato T. Double-blinded, randomized phase II study 

using embolization with or without granulocyte-macrophage colony-

stimulating factor in uveal melanoma with hepatic metastases. J Vasc 

Interv Radiol. 2015 Apr;26(4):523-32.e2. 
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Study type Double blind randomized phase II study 

Number of studies (number of 

participants) 

52 patients 

Countries and setting USA 

Duration of study 7 years 

Inclusion criteria histologically confirmed metastatic UM to the liver with no 

extrahepatic metastasis and at least one measurable hepatic lesion 

were enrolled. The total tumor volume could not exceed 50% of the 

liver volume  
ECOG <1 
Adequate renal function. 

Exclusion criteria uncontrolled hypertension and/or uncontrolled congestive heart 

failure, bleeding diathesis, life expectancy of 6 months or less, 

pregnancy or breastfeeding, HIV infection, need for 

immunosuppressive therapy, and severe allergy to iodinated contrast 

agent or GM-CSF judged by the study physicians based on their clinical 

assessment. In view of technical considerations, patients with 

occlusion of the main portal vein, inadequate collateral flow around an 

occluded portal vein as determined by angiography, biliary 

obstruction, stent or previous biliary surgery except cholecystectomy, 

and arteriovenous shunt identified on arteriography of the hepatic 

artery were also excluded.  
  

Recruitment/selection of patients Patients were randomized to undergo immunoembolization or bland 

embolization (BE). Lobar treatment was performed with GM-CSF or 

normal saline solution mixed with ethiodized oil followed by 

embolization with gelatin sponge emulsified with iodinated contrast 

medium. Embo repeated every 4 weeks. 
  

Population details 25 immunoembolisation v 27 Bland embolisation 

Interventions TACE GM-CSF and Bland embolisation 

Funding NCI grant 

Results OS 21.5 v 17.2  
  

Quality assessment  

 

Study White, M L, Atwell, T D et al, 2016, Recurrence and survival 

outcomes after percutaneous thermal ablation of oligometastatic 

melanoma, Mayo Clinic Proceedings, 91: 288-296 

Study type Case series 

Number of studies (number of 

participants) 

Single study. 33 patient with melanoma of which 11 ocular melanoma 

Countries and setting Mayo Clinic USA 

Duration of study Retrospective over 11 years 2002-2013 

Inclusion criteria Melanoma patients treated with ablation 

Exclusion criteria No info 
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Recruitment/selection of patients No info 

Population details Patients with metastatic melanoma both cutaneous and uveal. 

Interventions Thermal ablation 

Funding Not declared 

Results Median Survival 3.9 years for 11 patients with OM 

Quality assessment Risk of bias:single institution series. No details of excluded patients. 

 

Study Zager, J, Nutting,  2012, Chemosaturation therapy with percutaneous 

hepatic perfusions of melphalan versus standard of care in patients 

with hepatic metastases from melanoma: a randomized multicenter 

phase 3 study. Journal of vascular and interventional radiology.  23:3 

SUPPL. 1:S3 

Study type Randomised multicentre Phase 3 study 

Number of studies (number of 

participants) 

93 patients 

Countries and setting USA 

Duration of study Not defined 

Inclusion criteria Pts with histologically/cytologically proven ocular or cutaneous 

melanoma with hepatic metastases were eligible 
  

Exclusion criteria Portal hypertension 
Childs B or C 

Recruitment/selection of patients CS-PHP melphalan (n=44) or BAC (n=49); 28 (57%) BAC pts crossed 

over per protocol to CS-PHP melphalan after hepatic disease 

progression 
  

Population details Not defined 

Interventions PHP 

Funding Company funded 

Results Median hPFS 8 vs 1.6 with BAC. PFS was 6.7 v 1.6. Overall survival was 

9.8 v 9.9. Hepatic response rates superior but not much change in OS. 

Most common haematalogical ¾ adverse events 

Quality assessment Company funded but poor study design with cross over as patients 

with already progressive disease were treated and hence no significant 

difference in OS. 

 

 

A.7.2 Excluded studies 

62 papers were rejected for the following reasons: 

• 35 not liver metastases (mostly treatment of primary tumour) 

• 4 not ocular melanoma 

• 11 no survival data presented 
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• 2 conference abstract of subsequent full text / subsequent paper with updated data 

• 7 data set too small 

• 2 trial in progress 

• 1 non-interventional studies 

 

Appendix B: Scope of the guideline 2012/22 

The Melanoma Focus guideline Uveal Melanoma was started in 2012 and published in 2015.  In 2020 

a review and update of this guideline was started which was completed in 2022.  The original 

guideline and text from it will be designated with [2015] and the update with [2022] 

B.1 Title of Guideline:  

Uveal Melanoma Update 

B.2 What is the aim of the guideline? 

Uveal melanoma is a rare disease, distinct from cutaneous melanoma that has fallen outside the UK 

melanoma guidelines. Variation exists in current pathways for patients. Novel therapies are in 

development and patients need to have access to the best treatments.  These multi-disciplinary 

guidelines aim to identify the highest standard of care based upon an extensive literature review and 

expert consensus and when introduced will aim to high quality of care for these patients across the 

country.  

The aim of the 2022 Update is to identify the areas where there has been new evidence published 

which may require revision of the recommendations, to review this evidence and change the 

recommendations as necessary. 

B.3 Is there a need for this guideline? 

 

The only published guideline on the subject found in 2012 was from New Zealand published in 2008.   

Ocular melanoma. In: Clinical practice guidelines for the management of melanoma in 

Australia and New Zealand which addresses management of the primary tumour.  Thus the initial 

guideline was developed. 

The treatment of primary uveal melanoma is well established.  There were in 2012, however, areas 

of uncertainty in the patient pathway.   

1. The use of and effectiveness of new technologies such as cytogenetics / mutational analysis. 

2.  The appropriate pathway for the surveillance of patients following treatment for primary ocular 

melanoma.    

3. The use of and effectiveness of new technologies in the treatment of hepatic recurrence. 

4. The use of systemic treatments 

http://www.guideline.gov/content.aspx?id=13472&search=ocular+melanoma
http://www.guideline.gov/content.aspx?id=13472&search=ocular+melanoma
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B.4 What is the population (patients) to whom the guideline 

applies? 

The guideline is relevant to people with a confirmed or suspected diagnosis of uveal melanoma, as 

well as their family and carers.  

B.5 What is the target audience?   

The guideline will be helpful to all health professionals who provide care for people with uveal 

melanoma. This includes ophthalmologists, optometrists, liver surgeons, radiologists, pathologists, 

specialist cancer nurses and oncologists. 

B.6 What clinical topics and therapies will be covered in the 

guideline? 

The revised guideline will address areas specific to the management of primary and secondary uveal 

melanoma where new evidence has emerged which may require the updating of the 2015 

recommendations.  The areas of the 2015 guideline which will be reviewed and updated are: 

• Patient support and information 

• Prognostication (title changed to Genetic and molecular features to inform prognostication) 

• Metastatic disease 

• Adjuvant therapy- systemic and radiation (added 2022) 

It will review, where evidence is available, Tissue based: Pathology, Cytology, Chromosome analysis 

and Genotyping / mutational analysis.   

B.7 What clinical topics and therapies will be excluded in the 

guideline? 

• The guideline will not address recognition or initial referral for a suspected ocular melanoma.  

• The guideline will not address the diagnosis and management of conjunctival melanoma, which 

has a pathogenesis and behaviour more in common with mucosal and cutaneous melanomas. 

• The guideline will not address areas of management that are common to a number of cancers 

such as palliative care, pain relief, management of general side-effects of chemotherapy,  

breaking bad news.   

• As in the view of the Development Group, there isn’t new evidence which would change the 2015 
recommendations, the revised guideline will not re-appraise the evidence for: 

– Management of the primary tumour 

– Surveillance of patients at risk of recurrence 

B.8  The  key clinical questions  

B.8.1 The questions answered the 2015 guideline were: 

• What are appropriate pre-operative investigations for the primary tumour?  

• Should patients be staged before primary treatment?  

• Which patients should be staged before primary treatment, and how and when?  

• What is the benefit of staging before primary treatment? 

• In what circumstances does investigation inform primary management?  
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• What is the optimal primary treatment?  

• Is there a preferred prognostic tool?  

• What is the role of the prognostic biopsy?  

• Should all patients be offered surveillance? 

• Should there be a risk-adapted strategy for surveillance?  

• What is the optimal imaging modality for surveillance? 

• What is the duration of surveillance? 

Metastatic disease 

• What is the optimal method of staging?  

• What is the most robust prognostication (known prognostic factors for survival)?  

• What is the optimal management of systemic metastases? 

• What is the optimal management of oligometastatic disease outside the liver? 

• What is the optimal management of liver only metastases? 

• Is regional liver therapy more effective than systemic therapy? 

• What is the role of surveillance following metastatic treatment? 

B.8.2 The questions addressed in the 2022 update are: 

• What information and support should patients receive at each stage? (including surveillance) 

• Do the new prognostic markers help better define risk?  

• Is there a role for adjuvant systemic therapy after surgery? 

• What is the role of radiation therapy as adjuvant treatment to the orbit? 

• What are the treatment options for macroscopic orbital recurrence? 

• What are the best available systemic options for the management of metastatic uveal 

melanoma? 

• Do the results of the prognostic tissue biopsy impact on choice of therapy of metastatic disease? 

• What are the best available options for the loco-regional management of hepatic predominant 

metastatic disease? 

 

Appendix C: Searches 

C.1 Summary 
Search details           

 

Main search, rework, rerun or topup Main Revision-

rerun 1 

Revision-

rerun 2 

Totals 

Date of search 10/07/2019 13/07/2020 To be 
added  

  

Dates limits applied to search 2014-
current 

July 2019- 
current 

    

Databases searched Results Results Results Results 

Cochrane - Central 365 216   581 

Embase 1261 644   1905 

Medline 1466 833   2299 
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Total  3092 1693 0 4785 

No. after de-duplication 1909 789   2698 

No. of clinical trials registry as part of results 0        

No. of conf. abstracts as part of results 74 67   141  

No. after conference abstracts removed 1835 722 0 2557 

 

C.2 Search Terms 
 

Medline  
 

 

1. exp *Eye Neoplasms/  
2. Conjunctival Neoplasms/  
3. Iris Neoplasms/  
4. Choroid Neoplasms/  
5. *Ciliary Body/  
6. exp Uveal Neoplasms/  
7. or/1-6  
8. Melanoma/  
9. and/7-8  
10. ((ocular or uvea$ or conjunctiv$ or iri$ or choroid$ or ciliary) adj3 (melanoma$ or malignant 

neoplasm$)).ti,ab.  
11. or/9-10  
12. letter/  
13. exp historical article/  
14. Anecdotes as Topic/  
15. comment/  
16. case report/  
17. exp animals/ not humans/  
18. Animals, Laboratory/  
19. exp animal experiment/  
20. exp animal model/  
21. exp Rodentia/  
22. or/12-21  
23. 11 not 22  
24. limit 23 to (english language and yr="1980 -Current")  
 

 
 

 
 

 
 

 

Embase  
 

 

1. exp *eye tumor/  
2. exp *conjunctiva tumor/  
3. exp *iris tumor/  
4. exp *ciliary body tumor/  
5. or/1-4  
6. *melanoma/  
7. and/5-6  
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8. exp *choroid melanoma/  
9. exp *uvea melanoma/  
10. ((ocular or uvea$ or conjunctiv$ or iri$ or choroid$ or ciliary) adj3 (melanoma$ or malignant 

neoplasm$)).ti,ab.  
11. or/7-10  
12. conference abstract.pt.  
13. letter.pt.  
14. letter/  
15. note.pt.  
16. case report/  
17. case study/  
18. animal/ not (animal/ and human/)  
19. nonhuman/  
20. exp Animal Studies/  
21. Animals, Laboratory/  
22. exp experimental animal/  
23. exp animal experiment/  
24. exp animal model/  
25. exp Rodent/  
26. or/12-25  
27. 11 not 26  
28. limit 27 to (english language and yr="1980 -Cu  

  

  

Appendix D: Consultation  

D.1 Organisations invited to review the guideline 

• Association of Cancer Physicians & Royal College of Physicians 

• Association of Upper Gastrointestinal Surgeons of Great Britain and Ireland  

• British Association of Surgical Oncology 

• British Society of Interventional Radiology 

• Cardiovascular and Interventional Radiological Society of Europe  

• EORTC Ocular Group  

• European Society for Radiation Oncology 

• European Society of Medical Oncologists 

• Macmillan 

• Melanoma Focus 

• Ocular Oncology Group  

• OcuMel UK 

• Radiotherapy CRG 

• Royal College of Radiologists 

D.2 Organisations which reviewed the guideline 

• Association of Upper Gastrointestinal Surgeons of Great Britain and Ireland  

• Cardiovascular and Interventional Radiological Society of Europe  
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• OcuMel UK 

• Royal College of Radiologists 

 

 

 

D.3 Individuals who reviewed the guideline 
• Prof Boris Bastian 

• Dr Ruth Board 

• Dr Richard Carvajal 

• Prof Bertil Damato 

• Ms Becky Dennis 

• Mr Stephen Fenwick 

• Ms Jo Gumbs 

• Sister Gillian Hebbar 

• Prof Steffen Heegaard 

• Dr Rumana Hussain 

• Ms Rhona Jacques 

• Prof Anthony Joshua 

• Dr Tero Kivelä 

• Prof James Larkin 

• Prof Serge Leyvraz 

• Mr Ali Majeed 

• Dr Hardeep Mudhar 

• Prof Philippe L. Pereira 

• Prof Takami Sato 

• Dr Stefano Schipani 

• Dr Carol Shields 

• Dr Shobha Silva 

• Prof Arun D.Singh 

• Mr Mark Sparey 

• Dr Neil Steven 

• Prof Peter Szlosarek

D.4 Table of comments received and responses 

The consultation comments and the guideline development group members replies are posted here:  

All of the further material is available here https://melanomafocus.org/for-professionals/rare-

melanoma-guidelines-and-consultations/uveal-melanoma-guidelines/ .   
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Personal Pecuniary Nonpersonal 

Pecuniary 

Public Opinions 
  

   

Commercial 

Interest 

Sponsorship

/Consultanc

y 

 
Membership Published 
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Paid 

Editorial 
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prognostication in uveal 

melanoma, and the 

techniques used. 

Dr Rachel Lewis N N N N N N 
 



Page 77 of 78 

 

Dr Sachin Modi N Y2 N N N N 2. Paid consultancy for 

DELCATH 

Dr Sukaina Rashid N N N N N N 
 

Dr Joe   Sacco N Y1 Y2 N Y3 N 1. I have received honoraria 

from BMS and Immunocore; 

received travel and 

conference expenses from 

BMS, MSD and Immunocore; 

participated in paid advisory 

boards for Immunocore, 

Delcath, MSD, Amgen and 

Immuncore.  

 

Delcath and Immunocore have 

therapeutic 

agents/approaches 

undergoing investigation for 

the treatment of metastatic 

uveal melanoma, while BMS 

and MSD have agents that are 

in current use in the setting.  

2. My institution has received 

research funding from 

AstraZeneca, BMS and 

Immunocore. 

3. I have published a recent 

perspective on treatment 

options for uveal melanoma, 

and have previously published 

a brief review of surveillance 

for uveal melanoma. 

Dr Karen  Sisley 
 

N N N Y3 N 3. In addition to original 

research publications, I have 

also authored book reviews on 



Page 78 of 78 

 

the subject of Genetics of 

Uveal Melanoma. 

Dr Samra  Turajlic N N N N N N 
 

Dr Matthew  Wheater N Y1 Y2 N N N 1. Speaker fees, consultancy 

and conference fees from the 

following companies: 

BMS, MSD, Delcath Systems 

2. Research funding from 

BMS, MSD and Delcath 

systems 

Ms Audrey Woraker 
 

N N N Y3 N 3. Member of the following 

Facebook groups: 

Macmillan Cancer Support 

Metastatic Ocular Melanoma  

MPNE 

OcuMel.UK 

Mrs Nancy Turnbull N N N N N N 
 

 


