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Thank you for allowing further information to be provided into petition PE1629.   

We wanted to write to highlight some of the evidence used in the Uveal Melanoma National 
Guidelines and to inform you of two recent articles.   

In the Surveillance Presentation for the Guidelines,1 the Guideline Development Group (GDG), 
stated one of the aims, was to “Detect metastatic disease as early as possible.”  In this, they also 
stated “There is evidence in Section 7 that small volume treatment has better outcome. Early 
treatment increases benefit and lines of treatment.” 

I have reviewed the full report2 and highlight the below extracts to you.   

 “Recommendations, 1.2.6. Surveillance 

35. Patients judged at high-risk (see Section 6.3.2) of developing metastases should have  
6-monthly life-long surveillance incorporating a clinical review, nurse specialist support and 
liver-specific imaging by a non-ionising modality. [GPP]” 

In the case of staging disease in the liver, the GDG defined the test that should be used. 

 “Recommendations, 1.2.7. Metastatic disease 

40. Contrast enhanced MRI with diffusion weight imaging should be used to stage liver 
disease when assessing operability. Grade D” 

In Question 2, they ask “Should patients be staged before primary treatment?”  They state 

 “Abdominal MRI with or without contrast. 

There has been no published assessment of the value of an MRI of the liver for staging of 
patients presenting with a primary uveal melanoma. In the follow up of patients with a ‘high 
risk’ of metastatic disease, MRI has proved to be an accurate method for staging (Marshall, 
Romaniuk et al. 2013).” 

This follow up study is shown below 

Authors Year Method No of 
Patients 

Surveillance 
tools 

Outcome Comment 

Marshall 
et al 

2013 Prospec
tive 

188 MRI of high 
risk pts 
LFTs 

90 pts with mets 
92% asymptom. 38 
operable on MRI -> 
R0 resection in 12 
pts 35% pts 
survived 5 yrs 

Hepatic MRI has 
made it possible to 
evaluate treatments 
for metastases at an 
earlier stage of 
disease. 

                                                           
1
 http://melanomafocus.com/wp-content/uploads/2015/01/ER3a-Surveillance.pdf 

 
2
 http://melanomafocus.com/wp-content/uploads/2015/01/Uveal-Melanoma-National-Guidelines-Full-v5.3.pdf 
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Section 6 looks at Surveillance of patients at risk of recurrence.  It states  

“Aim – to detect metastatic disease as early as possible. The GDG agreed that there is a 
need to assess whether early detection makes a difference. There is evidence in Section 7 
that small volume treatment has better outcome. Early treatment potentially may influence 
benefit and  number of lines of treatment.” 

 “6.3.1. Question 1: Should all patients be offered surveillance? 

~On the other hand, several studies having clearly demonstrated that periodic liver imaging 
allows the identification of liver metastases prior to the development of symptoms (Eskelin, 
Pyrhonen et al. 1999, Maeda, Tateishi et al. 2007, Kim, Lane et al. 2010, Marshall, 
Romaniuk et  al. 2013). For example, in the study by Marshall et al. 92% of patients who 
developed metastases, were asymptomatic at the time of diagnosis using 6-monthly non-
contrast MRI surveillance  (Marshall, Romaniuk et al. 2013). Furthermore, liver surveillance 
allowed detection of liver  metastases in the majority of patients prior to changes in serum 
biochemistry. Liver  metastasectomy is currently only possible in approximately 10% of 
cases using historical screening  programmes (Sato 2010, Marshall, Romaniuk et al. 2013) 
and reflecting the burden of disease at diagnosis of metastases.  

However, the resection rate may be increased with strategic planning of screening, using 
more  sensitive tools. 

“6.3.2. Question 2: Should there be a risk-adapted strategy for surveillance? If so, what is a 
high-risk and or low-risk uveal melanoma? 

The definition of ‘high risk’ uveal melanoma poses difficulties since not all centres apply the 
molecular genetic testing, or only in very few selected cases, e.g. enucleation samples. 
Consequently, a definition of ‘high risk’ cannot in the UK be based only on molecular 
genetic abnormalities, but must include clinical and histomorphological features of the 
tumours, when assessable.  

Many patients are not told whether they are high risk or low risk and so many high risk patients are 
living without this knowledge.  OcuMel UK believe patients should be given the information they 
need/want at the correct time for them in order for them to have the opportunity to make the life 
and treatment choices that are right for them.   

In the absence of knowing their risk factor, MRI should be offered to high risk patients, patients 
unaware of their risk and low risk patients if requested.  This scan has been shown to detect 
metastatic disease at low volumes.   

 “6.3.3. Question 3: What is the optimal imaging modality for surveillance, overall and of the 
 liver? 

Contrast-enhanced MRI can further increase high spatial resolution and sensitivity and is 
the preferred liver-imaging technique for potentially operable malignant liver disease.” 



 

The study by Marshall, Romaniuk et al.(2013)3 concluded 

“Six-monthly MRI detects metastases from high-risk uveal melanoma before the onset of 
symptoms, enhancing any opportunities for early treatment of metastatic disease and 
clinical trial participation.” 

Prior to the guidelines being developed, some treatments were showing to help patients if the 
disease spread to their liver.  We are excited to learn of a published review from a worldwide trial 
using PHP/Chemosat.4  The trial is running in the US, Europe and in the UK at Southampton, is 
showing to double overall survival and in some, caused complete regression in the tumour cells.  
Analysis has also been provided by the team in Southampton.5 

This supports our view that there is absolute reason to carry out the best surveillance possible on 
patients with this aggressive cancer in order for any disease in the liver to be detected early.  

If you have any questions, please do let me know.  

 
Kind Regards 
 

                                                           
3 Marshall E, Romaniuk C, Ghaneh P, et al.  MRI in the detection of hepatic metastases from high-risk uveal 

melanoma: a prospective study in 188 patients. British Journal of Ophthalmology 2013;97:159-163. 

4 Abbot et al. (2017). Hepatic Progression-free and Overall Survival After Regional Therapy to the Liver for 

Metastatic Melanoma. Retrieved from https://globenewswire.com/news-

release/2017/02/22/926346/0/en/Published-Review-Shows-Delcath-Investigational-PHP-Doubles-Overall-Survival-

Over-Other-Targeted-Liver-Therapies.html  

5 PHP/Chemosat Analysis https://globenewswire.com/news-release/2017/02/21/925818/0/en/Analysis-From-Two-

Institutions-Shows-Strong-Tumor-Response-Overall-Survival-Potential-of-Delcath-Investigational-PHP-Therapy.html   
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