
Uveal Melanoma Update Guideline – Comments from the consulta8on and replies for the Guideline Development Group 

Note: All page, recommenda2on and line numbers refer to the consulta2on document not to the final document.  

COMMENTS ON EXECUTIVE SUMMARY 

Sorted into page order 
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n # 

/Line # in full 

guideline

Comment Developers’ Response

1. Dr Ruth Board Genera

l

I have read this through and agree with all the 

recommenda2ons. No changes or comments other than to say 

that this is a great document, really useful and pragma2c.

Thank you for 

your kind words.

11

3.

Prof Anthony 

Joshua

Genera

l

Im afraid I only have a few comments on the manuscript – it is 

very thorough and well researched 

Thank you for your kind words

11

9.

Dr Tero Kivelä Genera

l 

This is an important and labor demanding update.  Thank you, yes it was. 

19

8.

Prof James 

Larkin

Genera

l

No major comments from me Thank you for responding

22

9.

Dr Carol 

Shields

Genera

l

Your updated document is comprehensive, well referenced, 

and looks fine by my review.  

No correc2ons. 

Thanks for allowing me to read through this. 

Thank you for your kind words

23

0.

Prof Boris 

Bas2an

Genera

l

First of all let me congratulate you and the panel on this 

amazingly comprehensive piece of work that is a wonderful 

resource for everyone interested in this dreadful disease.

Thank you for your kind words



23

8.

Prof Serge 

Leyvraz

Genera

l

Congratula2ons for the tremendous work and the clarity of 

these guidelines. 

Thank you for your kind words

23

9.

Prof Serge 

Leyvraz

Genera

l

The UK guidelines for uveal melanoma were published in 

2015. They are now updated in 2021. When compared to 

other guidelines on the same topic, the 2015 was already 

judged  as more complete, considering different endpoints, 

than any other guidelines (Steeb T, Hayani KM, Förster P, et al. 

Guidelines for  

uveal melanoma: a cri2cal appraisal of systema2cally 

iden2fied guidelines using the AGREE II and AGREE-REX 

instrument. J Cancer Res Clin Oncol. 2020;146(4):1079-1088). 

The 2021 version is in the line of 2015 with a high clarity of 

the presenta2on and of the recommenda2ons.

Thank you for your kind words

24

0.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

Genera

l

The current review is done from a not completely finalized 

version. They are s2ll typing errors and the need to beger 

layout text and tables.

Yes, we accept this and within 

the budget constraints will 

improve the layout.

24

7.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

Genera

l

As a general comment: please get the reference number of 

the studies summarized in the tables

We do not have the resources to 

do this.

27

8.

Prof Arun D. 

Singh

Genera

l

The document is balanced and incorporates current standard 

of care. 

My knowledge regarding systemic therapy for mets is limited - 

but everything that I read makes sense. 

No edits or correc2ons..

Thank you for your kind words
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28

9.

Prof Peter 

Szlosarek 

Genera

l

An excellent, comprehensive and 2mely update to the original 

2015 guidelines for improving pa2ent outcomes with UM and 

providing a pathway for further development in adjuvant and 

metasta2c disease seings.

Thank you for your kind words

29

4.

Dr Richard 

Carvajal

Genera

l

This is a wonderful and comprehensive review of the recent 

literature and update to the guidelines.  I have only minor 

comments/sugges2ons as listed in the agached table.   

Congrats and please let me know if there is anything I can do 

to help with this important effort. 

Thank you for your kind words

36

0.

Dr Shobha 

SIlva

Genera

l

Thank you for the opportunity to review these documents. 

Overall, the guidelines and execu2ve recommenda2ons read 

very well, and reflect accurately the (limited) evidence 

available. 

I have included my comments (reflec2ng typographical errors 

only). 

Thank you for your kind words 

and we appreciate you no2ng 

typos. 

36

6.

Ms Jo Gumbs OcuMe

lUK

Genera

l

This has been a great piece of work, and we thank you and the 

team for bringing this together. 

Thank you for your kind words
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30

4.

Dr Richard 

Carvajal

2 n/a The inclusion of one or more ophthalmologic oncologists and 

radia2on oncologists to the guideline commigee should be 

considered

This year’s commigee reflected 

the topics up for discussion.  We 

do therefore have a radia2on 

oncologist but, given that we 

were not reviewing any aspect 

of primary tumour treatment, 

we did not invite ophthalmic 

oncologists for this review.  The 

ocular surgeons who were 

involved in the 2015 guidance 

were ent the updated version 

2021 for comment. 

36

7.

Ms Jo Gumbs OcuMe

lUK

4 2 Is it possible to make the recording standard of care as we 

worry some pa2ents would struggle to do this. 

Changed with thanks

94

.

Becky Dennis 4 2.1 Thanks for sending this document through. I have read 

document 1 and it reads well and is very useful. 

The only thing I wondered was - is it worth men2oning under 

Recommenda2ons 2.1, 2  -  

About Covid and whether pa2ents can have a family member 

with them to help listen to everything or in fact if they are 

likely to have phone appointments? But just a thought. Might 

not even be relevant. We have included this in our web copy, 

just as it’s making quite an impact for pa2ents and their 

families. 

Thank you we have modified the 

recommenda2on.  

2. Prof Ber2l 

Damato

4 2.1.1 ‘…these quality guidelines…’ is ambiguous and they are 

standards not guidelines. I suggest ‘…PIF-TICK quality 

standards’. The text is missing a full stop.

Changed with thanks
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21

2.

Dr Stefano 

Schipani 

4 2.1.2 GMC recommends that the pa2ent signs consent form 

regarding the recording of the consulta2on. The recording 

needs to be incorporated in the medical records. I think you 

should give more details on this recommenda2on in the 

document [hgps://www.gmc-uk.org/-/media/documents/

making-and-using-visual-and-audio-recordings-of-

pa2ents_pdf-58838365.pdf?

la=en&hash=682AF2947E542A4B1882563CA71181D011DB06

FE]

Given the lack of infrastructure 

to facilitate hospital recordings, 

we agreed to encourage pa2ents 

to take their own recordings 

where they found this helpful.

31

5.

Mr Mark 

Sparey

4 2.1.2 Clinics should be encouraged to record ini2al discussions / 

diagnosis for pa2ents – this was done for me at the Royal in 

Liverpool and was a great reference awerwards. 

Thank you for confirming this 

recommenda2on

3. Prof Ber2l 

Damato

4 2.1.3 Suggest: ‘…treatment op2ons locally and at other centres’ Changed with thanks

4. Prof Ber2l 

Damato

4 2.1.3 Suggest changing ‘role’ to ‘roles’ Changed with thanks

5. Prof Ber2l 

Damato

4 2.1.4 Suggest: ‘…including telephone number and e-mail address’ Changed with thanks

31

8.

Mr Mark 

Sparey

4 2.1.4 GP are not ideal to manage pa2ent Oncology. Eye Oncology 

and Liver Oncology departments to provide management of 

eye and liver scans / reviews etc respec2vely. Pa2ents should 

be advised of this.

Thank you. We have not 

updated follow-up / surveillance 

post primary treatment in this 

review except for clarifica2on of 

wording in the 

recommenda2ons..

6. Prof Ber2l 

Damato

4 2.1.6 Suggest: ‘pa2ents and their families’ Thank you. Incorporated. 

7. Prof Ber2l 

Damato

4 2.1.6 Also men2on side effects of treatment? Changed with thanks
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8. Prof Ber2l 

Damato

4 2.1.6 Suggest: ‘easy access to outpa2ent review or remote 

consulta2on’ [because we now offer video-consulta2ons and 

phone consulta2ons.

Changed with thanks

31

6.

Mr Mark 

Sparey

4 2.1.6 Advice on markers and MRI scans to be provided by clinics for 

pa2ents to forward on to Radiographers. Instances of 

postponed MRI due to markers in the eye and the lack of 

knowledge of OM and treatments, of radiographers 

na2onwide.

Thank you. 

9. Prof Ber2l 

Damato

4 2.2.7 ‘Care’ includes ‘follow-up’, suggest ‘coordinated management 

approach’?

Thankyou. Wording kept as is. 

10

.

Prof Ber2l 

Damato

4 2.2.7 Suggest ‘…an individual pa2ent’s management and tumour 

staging’. I’m not sure what you mean by ‘have available all 

treatments and trials locally or by referral.’ 

Thank you.  Sec2on Wording has 

been updated however this 

sentence remains as it 

specifically refers to pa2ents 

been told of their op2ons not 

limited by geography.

11

.

Prof Ber2l 

Damato

4 2.2.7 ‘For advanced disease’ is ambiguous. Do you mean ‘for stage 4 

disease’? or ‘For pa2ents with metasta2c disease…’? 

Thank you. Wording is kept.

12

.

Prof Ber2l 

Damato

4 2.2.7 Suggest: ‘…experience in trea2ng metastases from uveal 

melanoma…’

Thank you – have added the 

word “metasta2c”

11

4.

Prof Anthony 

Joshua

4 2.2.7 Would consider men2oning availability of cancer gene2cs 

service as a part of team available

Thank you. Clinical gene2cs 

services are integrated in the 

NHS. Referral requirements are 

explicit.

21

3.

Dr Stefano 

Schipani 

4 2.2.7 It is not clear if the uveal melanoma MDT is the same as the 

MDT for advanced disease. It would be good to make this 

more explicit and define the affilia2ons of MDT(s) (e.g. 

surgical ophthalmologist, oncologist, etc). For example, in 

Glasgow we have an ocular oncology MDT for local disease 

and skin MDT (melanoma/non-melanoma) for metasta2c 

disease. 

Thankyou. Different MDT 

formats in different centres – we 

fell that the current wording 

allows for this but s2ll requires 

cases to be discussed at the 

appropriate MDT.
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30

5.

Dr Richard 

Carvajal

4 3 The lis2ng of resources for signpos2ng should be clearly noted 

to be a par2al list of resources and not be considered an 

endorsement of the guideline commigee 

Thank you – we have stated 

these resources include those 

men2ons but are not limited to. 

As these are UK guidelines we 

have focused on UK resources.

30

6.

Dr Richard 

Carvajal

4 3 Correc2on: the treatment op2ons ‘AVAILABLE’ locally and ‘AT’ 

other na2onal centres

Changed with thanks

36

8.

Ms Jo Gumbs OcuMe

lUK

4 5 Could this include measurable 2meframes 

so that pa2ents have an approximate 2meframe in which they 

should expect results?  More informa2on may help manage 

expecta2ons and help people feel more comfortable if they 

haven’t heard from their team awer x number of weeks.  

Measurable 2meframes would 

require an audit of repor2ng 

2mes across the country.  In the 

absence of this data it is difficult 

to mandate a 2mescale window.

30

7.

Dr Richard 

Carvajal

4 7 Although feasibility may be an issue, inclusion of an 

interven2onal radiologist in the MDT for metasta2c disease 

would be ideal.  Consider specifying the need for both an 

ophthalmologic oncologist and radia2on oncologist within the 

MDT for primary disease.

Thank you. Interven2onal 

radiology presence generally not 

available at MDTs in UK hence 

wording describes access via 

defined referral pathways

32

5.

Dr Neil Steven 4 7 MDT should be spelled out. This is not included in 

Abbrevia2ons

Changed with thanks

27

9.

Prof Steffen 

Heegaard

Ocular 

Oncolo

gy 

Group

5 11-15 The order of the recommenda2ons should be changed These were 2015 

recommenda2ons and we did 

not review them.

15

.

Prof Ber2l 

Damato

5 2.3.10 Why? If this is for the recurrence to be treated, it should be 

‘within two weeks’, following the NHS 2ww protocol for 

suspected cancer. If it is for audit only, then presumably there 

is less urgency.

This was a 2015 

recommenda2on and we did not 

review it.
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16

.

Prof Ber2l 

Damato

5 2.3.11 Suggest: ‘…2mely referral of pa2ents with uveal melanoma 

without unnecessary referral of pa2ents with naevi.’  Hospital 

eye services are inundated with large numbers of referrals 

with naevi, including common naevi, contrary to guidelines of 

the College of Optometrists and the Royal College of 

Ophthalmologists. This is was2ng hospital resources and 

causing pa2ents avoidable stress and expense.

This was a 2015 

recommenda2on and we did not 

review it.

17

.

Prof Ber2l 

Damato

5 2.3.13 The NHS pathway for suspected cancer has other 

requirements, such as advising pa2ents not to miss or delay 

their appointment, etc. 

This was a 2015 

recommenda2on and we did not 

review it.

10

1.

Sister Gillian 

Hebbar

5 2.3….13 Ocular oncology is a 62 day upgrade service. As long as the 

pa2ent is seen and treated within 62 days we do not breech 

the cancer targets. Invariably the pa2ents are seen within two 

weeks but occasionally it may be three weeks, which is s2ll 

within the standards

This was a 2015 

recommenda2on and we did not 

review it.

18

.

Prof Ber2l 

Damato

5 2.3.14 I’m not sure about referring ‘suspicious lesions or lesions 

diagnosed as uveal melanoma’. I suggest: ‘Suspected uveal 

melanomas…’ or ‘Tumours suspected to be uveal melanoma…’ 

This is because nowadays we prefer suspicious naevi to be 

monitored at the local hospital. We’re perhaps missing an 

opportunity to set a standard here whereby all referral legers/

forms should include adequate informa2on and any images of 

the lesion (to allow triage, video-consulta2ons, remote advice, 

etc, thereby avoiding non-essen2al hospital visits). We now 

decline referrals with inadequate informa2on, contac2ng the 

referring prac22oner urgently to request images. This has 

greatly improved ocular oncology, avoiding unnecessary travel 

and shortening wai2ng lists.

This was a 2015 

recommenda2on and we did not 

review it.

19

.

Prof Ber2l 

Damato

5 2.3.15 Suggest: ‘Tumour specimens…’ Wording revised
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21

4.

Dr Stefano 

Schipani 

5 2.3.16 Is it necessary to refer pa2ents with local uveal melanoma to 

medical oncologist? In Glasgow only pa2ents with metasta2c 

melanoma are referred to medical oncologist

This was a 2015 

recommenda2on and we did not 

review it.

20

.

Prof Ber2l 

Damato

5 2.3.18 Nowadays, we also need pa2ent consent to publish images, 

even if anonymised.

This was a 2015 

recommenda2on and we did not 

review it.

11

5.

Prof Anthony 

Joshua

5 2.2.7 All pa2ents with a new diagnosis of uveal melanoma should 

be offered referral to….is this for surveillance? If so, should 

that be made clear? otherwise doesn't this only apply to 

pa2ents with new diagnosis of metasta2c disease

Thank you.  Yes for surveillance, 

discussion of risk  and, in future, 

we hope for considera2on of 

entry into adjuvant clinical trials. 

So applies to newly diagnosed 

pa2ents. 

13

.

Prof Ber2l 

Damato

5 2.2.8 In compliance with what na2onal requirements?? Wording revised

14

.

Prof Ber2l 

Damato

5 2.2.9 Should follow-up data be collected at least annually or 

‘contemporaneously if possible and at least annually’. 

Wording revised

10

2.

Dr Rumana 

Hussain

5 13 supraregional centres are not required to see pa2ents within 2 

weeks unlike other cancer referral services. the targets include 

a 62 days target to see AND treat the lesion

Thankyou – the guidelines have 

been amended.

30

8.

Dr Richard 

Carvajal

5 13 While no2fica2on of the ocular oncology centre and pa2ent 

evalua2on should both occur as soon as possible, it is unclear 

to this reviewer the ra2onale for specifically lis2ng 48 hours 

and 2 weeks as target 2melines as well as whether or not 

feasibility of mee2ng these targets is variable amongst 

centres.  Is it necessary to specify 48 hours and 2 weeks?

This was a 2015 

recommenda2on and we did not 

review it.

10

3.

Dr Rumana 

Hussain

5 16 pa2ents with a low risk of metasta2c disease on prognos2c 

tes2ng, or those who opt out of prognos2c tes2ng have 

limited need for input from a medical oncologist; they would 

be unable to absorb this addi2onal capacity

Thank you.  This is intrinsically 

linked to surveillance imaging 

which was not addressed by this 

process.  We hope that a 

separate process will be ini2ated 

to iden2fy a consensus protocol
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21

6.

Dr Stefano 

Schipani 

6 2.4.23-24 US liver and chest Xray should be given to all pa2ents, 

however with no delay of the primary treatment

This was a 2015 

recommenda2on and we did not 

review it except in some cases to 

clarify the wording of 

recommenda2ons.

20

3.

Prof Philippe L. 

Pereira

Cardiov

ascular 

and 

Interve

n2onal 

Radiolo

gical 

Society 

of 

Europe 

6 21-22 We should add a non-invasive modality like MR Imaging to 

check necro2c areas and local extent (e.g. extraocular 

extension) of the melanoma, e.g.: 

MRI enables accurate diagnosis and follow-up 

in uveal melanoma pa2ents awer vitrectomy. Jaarsma-Coes 

MG, Goncalves Ferreira TA, van Haren GR, Marinkovic M, 

Beenakker JM. Melanoma Res. 2019 Dec;29(6):655-659. doi: 

10.1097/CMR.0000000000000568.PMID: 30664105   

Hepa2c abnormali2es iden2fied by staging MRI and accuracy 

of MRI of pa2ents with uveal melanoma. Francis JH, 

Catalanoi F, Landa J, Barker CA, Shoushtari AN, Abramson 

DH. Br J Ophthalmol. 2019 Sep;103(9):1266-1271. doi: 

10.1136/bjophthalmol-2018-312612. Epub 2018 Oct 

31.PMID: 30381389

This was a 2015 

recommenda2on and we did not 

review it except in some cases to 

clarify the wording of 

recommenda2ons.

30

9.

Dr Richard 

Carvajal

6 23 - 24 It should be made clear that this refers to radiographic staging This was a 2015 

recommenda2on and we did not 

review it.

21

.

Prof Ber2l 

Damato

6 2.4.19 Fundus autofluorescence imaging and op2cal coherence 

tomography are also very useful, reducing the risk of 

diagnos2c error. 

This was a 2015 

recommenda2on and we did not 

review it except in some cases to 

clarify the wording of 

recommenda2ons.
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21

5.

Dr Stefano 

Schipani 

6 2.4.19 OCT should be done for all uveal melanomas (not only ciliary 

body)

This was a 2015 

recommenda2on and we did not 

review it except in some cases to 

clarify the wording of 

recommenda2ons.

22

.

Prof Ber2l 

Damato

6 2.4.20 I don’t think we can safely assess ciliary body melanomas with 

anterior segment OCT.

This was a 2015 

recommenda2on and we did not 

review it.

23

.

Prof Ber2l 

Damato

6 2.4.22 A vitreous cuger is beger than a fine needle for trans-re2nal 

biopsy and incisional biopsy with Essen Forceps is beger than 

FNAB in some cases. 

This was a 2015 

recommenda2on and we did not 

review it.

24

.

Prof Ber2l 

Damato

6 2.4.23 I’m not sure what is meant by ‘A decision on staging…’? Do 

you mean ‘Liver scans…’?  If so, in Liverpool I requested a liver 

scan before primary treatment only if the uveal melanoma 

was very large or if symptoms/clinical exam raised a suspicion 

of metasta2c disease. I preferred to rely on gene2c typing of 

the tumour. At Moorfields, all pa2ents are referred for liver 

scans, even those with a small tumour. Explicit standards 

would be helpful here. 

This was a 2015 

recommenda2on and we did not 

review it.

10

4.

Dr Rumana 

Hussain

6 22 there are other common methods of biopsy, such as trans 

scleral flap with forceps, and trans re2nal sampling with 

vitrectomy machine

This was a 2015 

recommenda2on and we did not 

review it.

10

5.

Dr Rumana 

Hussain

6 23 it would be good prac2ce to stage every tumour clinically 

according to the AJCC classifica2on

This was a 2015 

recommenda2on and we did not 

review it.

11

6.

Prof Anthony 

Joshua

7 N/A Is there sufficient scope in the document to allow discussion 

of Ruthenium vs Iodine? Similarly, to allow the reader to 

understand were the proton units are in the UK?

This was a 2015 

recommenda2on and we did not 

review it.

10

6.

Dr Rumana 

Hussain

7 Stereotac2c 

surgery 

complica2ons

loss of the eye from neovascular glaucoma (higher risk than 

with protons)

This was a 2015 

recommenda2on and we did not 

review it.
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28

0.

Prof Steffen 

Heegaard

Ocular 

Oncolo

gy 

Group

7 Table 1- surgery Exentera2on is misspelled. It says large extraocular extension- 

how large, please specify

This was a 2015 

recommenda2on and we did not 

review it except in some cases to 

clarify the wording of 

recommenda2ons. Thank you 

for poin2ng out the spelling 

error

31

0.

Dr Richard 

Carvajal

7 Table 1 Abbrevia2ons should be avoided This was a 2015 

recommenda2on and we did not 

review it.

25

.

Prof Ber2l 

Damato

7 Table 1: 

brachytherapy

Brachytherapy with ruthenium-106 is contraindicated for 

uveal melanomas exceeding 5 mm in thickness. Reducing dose 

to save vision increases the risk of local treatment failure (and 

perhaps metastasis), so it is risky to advise that dose can be 

adjusted to limit the loss of vision (as I’ve seen done, 

unfortunately). 

This was a 2015 

recommenda2on and we did not 

review it.

26

.

Prof Ber2l 

Damato

7 Table 1: proton 

beam 

radiotherapy

Proton beam radiotherapy is especially useful for small 

posterior tumours that cannot safely be treated with a plaque 

because of awkward loca2on, proximity to disc, etc. Proton 

beam radiotherapy of large tumours is associated with a high 

risk of toxic tumour syndrome (with neovascular glaucoma, 

etc) so that enuclea2on would be preferable in many of these 

pa2ents.  Proton beam radiotherapy is not available in ANY 

ocular oncology units, as it is available only at Clagerbridge 

Cancer Centre (soon at other centres too). 

This was a 2015 

recommenda2on and we did not 

review it.

27

.

Prof Ber2l 

Damato

7 Table 1: TTT Suggest removing ‘of’ from first column. TTT can improve 

vision awer radiotherapy by reducing exuda2on from the 

irradiated tumour.

Edited with thanks.
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21

7.

Dr Stefano 

Schipani 

7 2.4.26 (Table 1) I would remove stereotac2c radiotherapy/surgery for juxta-

papillary tumours; these should be treated with proton beam 

radiotherapy. 

I would not say photodynamic therapy is experimental. 

I would remove endo/exoresec2on (very rarely done).

This was a 2015 

recommenda2on and we did not 

review it.

28

1.

Prof Steffen 

Heegaard

Ocular 

Oncolo

gy 

Group

7 27 Follow- up This was a 2015 

recommenda2on and we did not 

review it.

19

9.

Dr Hardeep 

Mudhar

8 typo: Exentetera2on  

Should be Exentera8on

Thank you for poin2ng this out.  

10

9.

Dr Rumana 

Hussain

8 Endoresec2on 

comments

owen performed with adjunc2ve brachytherapy This was a 2015 

recommenda2on and we did not 

review it.

11

0.

Dr Rumana 

Hussain

8 Enuclea2on 

outcomes

extraocular extension to be considered This was a 2015 

recommenda2on and we did not 

review it.

10

8.

Dr Rumana 

Hussain

8 Exoresec2on 

used for

Anteriorly located tumours This was a 2015 

recommenda2on and we did not 

review it.

10

7.

Dr Rumana 

Hussain

8 PDT 

complica2ons

Recurrence rates much higher than conven2onal treatments This was a 2015 

recommenda2on and we did not 

review it.
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29

.

Prof Ber2l 

Damato

8 Table 1: 

endoresec2on

This procedure is associated with a risk of fatal air embolism, 

even when air infusion has been replaced by perfluorocarbon 

liquid. I’m not sure about the term ‘limited centres’. How 

about ‘few centres’? (Actually, only one centre). 

Wording changed with thanks

30

.

Prof Ber2l 

Damato

8 Table 1: 

enuclea2on

Enuclea2on is also indicated if the op2c disc is involved, even 

if the tumour is small. Enuclea2on does not cause orbital 

recurrence, but such recurrence can occur awer enuclea2on 

(very rarely). 

This was a 2015 

recommenda2on and we did not 

review it.

31

.

Prof Ber2l 

Damato

8 Table 1: 

exentera2on

Typo: ‘Exentetera2on’. Changed with thanks/

28

.

Prof Ber2l 

Damato

8 Table 1: 

Exoresec2on

Large melanomas never have a ‘narrow’ basal diameter. 

Orbital dissemina2on of tumour is extremely rare, at least in 

my experience of over 500 cases. 

This was a 2015 

recommenda2on and we did not 

review it.

32

.

Prof Ber2l 

Damato

8 2.4.27 I’m not sure about the word ‘intensively’. What does this 

mean? Frequently? With ultrasonography? My impression is 

that ultrasonography is useful only if sequen2al colour 

photographs suggests growth. What about TTT and PDT, 

which are associated with high rates of local treatment 

failure? These are the pa2ents who require frequent review 

with ultrasonography because of the increased risk of orbital 

recurrence (which is rare awer radiotherapy). I’m not happy 

with the word ‘complica2ons’, when we really mean ‘side-

effects’. 

This was a 2015 

recommenda2on and we did not 

review it.

32

6.

8 26 PBR should be spelled out. This is included in Abbrevia2ons. This was a 2015 

recommenda2on and we did not 

review it.

31

1.

Dr Richard 

Carvajal

8 27 Specify that this is follow-up ‘OF THE EYE’ awer primary 

treatment

Added with thanks
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36

9.

Ms Jo Gumbs OcuMe

lUK

9 To rule out familial cases, would it be fiing in this sec2on to 

outline when a referral to the NHS Genomic Medicine Service 

is appropriate?  We know some pa2ents are referred to them 

to explore familial melanoma and we are owen asked if family 

members are at higher risk of UM or other cancers 

Clinical gene2cs services have 

defined referral criteria for all 

cancers which we do not 

need to repeat in these 

guidelines..

33

.

Prof Ber2l 

Damato

9 2.5.28 Suggest: ‘anatomic, histopathological and gene2c…’ because 

all these are ‘clinical’ and because ‘morphological’ is 

ambiguous. 

We feel the wording stands

34

.

Prof Ber2l 

Damato

9 2.5.28 ‘Gender’ is used in psychology and sociology, otherwise, ‘Sex’ 

is the proper word. ‘Tumour loca2on’ is not useful; what is 

important is whether or not ciliary body is involved. 

Thank you, I have modified

21

8.

Dr Stefano 

Schipani 

9 2.5.28 I would add AJCC staging as prognos2c factor Thank you, I have modified

35

.

Prof Ber2l 

Damato

9 29 Pathologists do not report cytomorphology in a standardised 

manner. 

I agree but also disagree; no 

need to change as ‘if possible’ 

already in sentence

36

.

Prof Ber2l 

Damato

9 30 By ‘follow-up’ do you mean ‘systemic surveillance for 

metastasis’? 

This has been revised

31

2.

Dr Richard 

Carvajal

9 30 “recruitment to trials” is noted twice which may not be 

necessary; “follow-up” is vague and the intent should be 

clarified

Thank you, I have modified

31

7.

Mr Mark 

Sparey

9 30 Addi2onal factor in decision making: Advice on biopsy and 

effect on travel insurance if result not known. Travel insurance 

companies reluctant to give cover for eye without benign 

result.

The wording has been changed.

40

.

Prof Ber2l 

Damato

10 Table 2 Suggest changing ‘Rare risk’ to ‘Low risk’? Thank you, I have modified
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28

2.

Prof Steffen 

Heegaard

Ocular 

Oncolo

gy 

Group

10 Table 2 Pros - confirma2on of diagnosis in very small melanomas- no 

this goes for confirma2on of diagnosis for all melanomas

Thank you, I have modified

37

0.

Ms Jo Gumbs OcuMe

lUK

10 Table 2, Pro 

Table 2, Con 

sec2on 

Psychological 

impact

As above, would a biopsy help to understand whether this 

cancer is hereditary?   

Consider rewording as Dr Stone showed that with the correct 

support psychological harm associated with a poor prognosis 

was generally low.  

Brown, S.L., Fisher, P., Hope-Stone, L. et al. Is accurate rou@ne 

cancer prognos@ca@on psychologically harmful? 5-year 

outcomes of life expectancy prognos@ca@on in uveal 

melanoma survivors. J Cancer Surviv (2021). hMps://doi.org/

10.1007/s11764-021-01036-4  

Also, the table men2ons there is a rare risk of tumour cell 

seeding.  Could these guidelines provide more informa2on on 

when a biopsy could cause seeding, so decisions can be made 

accordingly? 

This is outside the remit of the 

guideline.  

37

.

Prof Ber2l 

Damato

10 2.5.33 It would be beger to obtain pa2ent consent from all pa2ents 

for gene2c/cytogene2c data to be used for research, not just 

those par2cipa2ng in an ethically approved research 

programme. In Liverpool, this approach allowed us to develop 

LUMPO. 

This has been revised.

38

.

Prof Ber2l 

Damato

10 2.5.34 8th Edi2on of TNM staging may not be current in the near 

future. How about removing ‘(i.e., 8th)’? 

This has been revised.

39

.

Prof Ber2l 

Damato

10 35 Replace ‘clinical’ with ‘anatomic’? We think it stands as it is.
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12

0.

Dr Tero Kivelä 11 Although commen2ng on 2015 was prohibited, a comment for 

considera2on in a future revision: Recommenda2on 43. In 

fact, research suggests that only for those who have a high-

risk uveal melanoma, and who thus mostly die soon of 

metastases, there is sta2s2cal evidence of cure for those who 

remain alive – and thus, perhaps, no need thereawer for “life-

long” surveillance. Instead, research suggests that for those 

with lower risk tumours, enough follow-up for sta2s2cal 

evidence of “cure” is lacking even awer 40 years, also 

evidenced by very late, yet at that 2me uncommon, 

emergence of metastases, ref PMID: 14578381

Thank you for your comments. 

Management of surveillance not 

covered in this review therefore 

no changes to 2015 guidance 

except for clarifica2on of 

wording in the 

recommenda2ons.

28

3.

Prof Steffen 

Heegaard

Ocular 

Oncolo

gy 

Group

11 2.6 and forward Make a table like table 1 with levels of valida2on (grade) Grading of recommenda2ons is 

no longer done. 

11

1.

Dr Rumana 

Hussain

11 2.7 it should be noted that the evidence behind surveillance is 

very limited and recommenda2ons are based on experien2al 

data

It is noted in the full guideline 

regarding guideline group 

consensus where evidence is 

lacking,  The Execu2ve summary 

does not go into that detail.  

22

1.

Dr Stefano 

Schipani 

11 2.7 You may want to cite the role of US/MRI liver according to the 

Scoish consensus statement 2019 (hgps://

www.nhsggc.org.uk/media/256054/

consensus_full_paper_final_version.pdf)

We did not update this sec2on 

and would have to do a full 

search to update the references.

21

9.

Dr Stefano 

Schipani 

11 38 As risk related to radiotherapy I would add in par2cular the 

risk of wound breakdown

Thank you will add

37

1.

Ms Jo Gumbs OcuMe

lUK

11 38 Insert [2021] awer the recommenda2on Changed with thanks

22

0.

Dr Stefano 

Schipani 

11 39 The recommended dose in the UK is 55Gy/20 frac2ons I am not sure where this is from
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37

2.

Ms Jo Gumbs OcuMe

lUK

11 39 Insert [2021] awer the recommenda2on Changed with thanks

41

.

Prof Ber2l 

Damato

11 40 Not sure that ‘hepa2c services’ need to be involved in 

prognos2ca2on, unless hepa2c metastases are known to be 

present.

We did not update this sec2on

42

.

Prof Ber2l 

Damato

11 41 Suggest: ‘anatomic, histological and gene2c’.. We did not update this sec2on

43

.

Prof Ber2l 

Damato

11 43 Change ‘by a non-ionising’ to ‘with a non-ionising’? Changed with thanks

11

7.

Prof Anthony 

Joshua

11 43 The statement endorsing 6 monthly surveillance for high-risk 

pa2ents may need to be reworded, in par2cular in light of 

NCCN guidance about more frequent imaging esp in the high 

risk period of the first few years. It may be reasonable to 

consider a more intense monitoring regimen, esp in the first  5 

years as the possibility of effec2ve systemic treatments arise 

and the benefit apparent for trea2ng pa2ents earlier with 

lower volume metasta2c disease. 

Thank you for your comments. 

Management of surveillance not 

covered in this review therefore 

no changes to 2015 guidance 

except for clarifica2on of 

wording in the 

recommenda2ons.

20

4.

Prof Philippe L. 

Pereira

Cardiov

ascular 

and 

Interve

n2onal 

Radiolo

gical 

Society 

of 

Europe 

11 43 “Ultrasound of the liver every 3-6 months and low dose 

computertomography (w/o contrast) of the lungs can be 

recommended as a GCP. If necessary dynamic MRI of the 

liver.”

Thank you for your comments. 

Management of surveillance not 

covered in this review therefore 

no changes to 2015 guidance 

except for clarifica2on of 

wording in the 

recommenda2ons..
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31

3.

Dr Richard 

Carvajal

11 43 The ‘level’ of risk for which surveillance imaging should be 

considered as well as the op2mal imaging interval for those 

undergoing surveillance is not clear. It would be reasonable to 

state that surveillance imaging should be considered for those 

deemed at risk of recurrence, with imaging intervals 

dependent upon recurrence risk and predicted kine2cs of 

recurrence (as opposed to limi2ng scans for those at ‘high-

risk’ with scans at 6-monthly intervals for life).

Thank you for your comments. 

Management of surveillance not 

covered in this review therefore 

no changes to 2015 guidance 

except for clarifica2on of 

wording in the 

recommenda2ons.

44

.

Prof Ber2l 

Damato

11 44 So are chest x-rays and liver palpa2on. We did not update this

28

4.

Prof Steffen 

Heegaard

Ocular 

Oncolo

gy 

Group

12 47 …Chest, abdomen… Corrected with thanks

32

7.

Dr Neil Steven 12 49 PET/CT scan is generally beger than bone scan since we can We did not update this sec2on 

except for clarifica2on of 

wording in the 

recommenda2ons.

12

1.

Dr Tero Kivelä 12 50 Likewise, for Recommenda2on 50, it would in the future seem 

reasonable to add parameters that allow assignment of stage 

by at least one of then available staging proposals, e.g., largest 

diameter of largest metastasis. See Full Guideline comments 

for page 42-48

We didn’t update this sec2on 

and have not edited the 

recommenda2ons.
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31

9.

Dr Neil Steven 12 52 Anecdotally, in pa2ents with very bulky uncomfortable single 

liver metastasis, or confined to one lobe, we have done a 

debulking resec2on with pallia2ve benefit. The last 2me was 

some years ago. 

I think this is not really to challenge this recommenda2on – 

this would be an individual decision under specific 

circumstances and the recommenda2on gives context against 

which to make this individualised decision. I am not sure the 

recommenda2on needs changing. 

We did not update this sec2on 

except for clarifica2on of 

wording in the 

recommenda2ons.
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20

5.

Prof Philippe L. 

Pereira

Cardiov

ascular 

and 

Interve

n2onal 

Radiolo

gical 

Society 

of 

Europe 

12    

& 13

52 & 63 “According to treatment guidelines for melanoma published 

by the EORTC and ESMO, local treatment can be an effec2ve 

strategy in oligometasta2c disease. Liver-directed surgery and 

minimally-invasive thermal abla2on maybe performed either 

combined or solely in order to achieve a complete R0/A0 

therapy”, e.g.: 

Oxford LoE 2a/b 

Andrea M. Abbog, Maghew P. Doepker, Youngchul Kim, 

Maghew C. Perez, et al. Hepa2c Progression-free and Overall 

Survival Awer Regional Therapy to the Liver for Metasta2c 

Melanoma. Am J Clin Oncol 2017. 

Reto Bale, Peter Schullian, Maghias Schmuth, Gerlig 

Widmann, Werner Jaschke, Georg Weinlich. Stereotac2c 

Radiofrequency Abla2on for Metasta2c Melanoma to the 

Liver. Cardiovasc Intervent Radiol (2016) 39:1128–1135.  

Alexandre Doussot, Charlée Nardin, Haruyuki Takaki, et al. 

Liver Resec2on and Abla2on for Metasta2c Melanoma: A 

Single Center Experience. J Surg Oncol. 2015 June ; 111(8): 

962–968. doi:10.1002/jso.23929.  

P. Mariani, M.M. Almubarak, M. Kolle, M. Wagner, C. Plancher, 

R. Audollent, S. Piperno-Neumann, N. Cassoux, V. Servois. 

Radiofrequency abla2on and surgical resec2on of liver 

metastases from uveal melanoma. Eur J Surg Oncol; 2016. 

Elisa A. Rozemana, Warner Prevoob, Mark A.J. Meierb, et al. 

Phase Ib/II trial tes2ng combined radiofrequency abla2on and 

ipilimumab in uveal melanoma (SECIRA-UM). Melanoma 

Research 2019. 

Vincent Servois, Boufik Bouhadiba, Sylvain Dureau, et al.  

Itera2ve treatment with surgery and radiofrequency abla2on 

of uveal melanoma liver metastasis: Retrospec2ve analysis of 

a series of very long-term survivors. Eur J Surg Oncol 2019: 

hgps://doi.org/10.1016/j.ejso.2019.06.036. 

Uveal melanoma is a dis2nct 

en2ty and cutaneous melanoma 

guidelines do not apply.  ESMO 

UM guidelines are in 

prepara2on.  

Because there is no prac2ce 

changing data since 2015 

regarding abla2ve treatments 

for metasta2c UM this issue was 

not addressed by the current 

guideline process.
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20

6.

Prof Philippe L. 

Pereira

Cardiov

ascular 

and 

Interve

n2onal 

Radiolo

gical 

Society 

of 

Europe 

12  

& 13

52 & 63 “In pa2ents with non-resectable or non-abladable liver 

metastasis, intra-arterial therapies (HAI, TACE, TARE, CSP) can 

be a therapeu2c op2on”, e.g.: 

Oxford LoE 2a/b 

Huppert PE, Fierlbeck G, Pereira P, et al. Transarterial 

chemoem- boliza2on of liver metastases in pa2ents with uveal 

melanoma. Eur J Radiol. 2010;74:e38–e44.  

Gonsalves CF, Eschelman DJ, Sullivan KL, et al. 

Radioemboliza2on [49] as salvage therapy for hepa2c 

metastasis of uveal melanoma: a single-ins2tu2on experience. 

Am J Roentgenol. 2011;196: 468–473.  

Patricia Rusa Pereira,  Alexandre Nakao Odashiro, Li-Anne Lim 

et al.  Current and emerging treatment op2ons for uveal 

melanoma. Jr. Clin Ophthalmology 2013:7 1669–1682.  

hibayama Y, Namikawa K, Sone M, et al. Efficacy and toxicity of 

transarterial chemoemboliza2on therapy using cispla2n and 

gel- a2n sponge in pa2ents with liver metastases from uveal 

melan- oma in an Asian popula2on. Int J Clin Oncol. 

2017;22:577–584. Valpione S, Aliber2 C, Parrozzani R, et al. A 

retrospec2ve analysis of 141 pa2ents with liver metastases 

from uveal melanoma: a two-cohort study comparing 

transarterial chemoemboliza2on with CPT-11 charged 

microbeads and historical treatments. Melanoma Res. 

2015;25:164–168.  

Carling U, Dorenberg EJ, Haugvik SP, et al. Transarterial 

chemo- emboliza2on of liver metastases from uveal 

melanoma using iri- notecan-loaded beads: treatment 

response and complica2ons. Cardiovasc Intervent Radiol. 

2015;38:1532–1541.  

Fioren2ni G, Aliber2 C, Del Conte A, et al. Intra-arterial hepa2c 

chemoemboliza2on (TACE) of liver metastases from ocular 

melan- oma with slow-release irinotecan-elu2ng beads. Early 

results of a phase II clinical study. In Vivo. 2009;23:131–137.  

Tulokas S, Maenpaa H, Peltola E, et al. Selec2ve internal 

radia2on therapy (SIRT) as treatment for hepa2c metastases 

Thank you for your comments. 

We agree both abla2on and 

surgery are appropriate and 

have updated the guidance to 

reflect this.
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37

6

Ms Jo Gumbs OcuMe

lUK

13 Could a sec2on be added prior to recommenda2on 68, 

(Surveillance on suspected lesions) and a recommenda2on 

made accordingly?  If a lesion is detected, we some2mes hear 

of pa2ents being monitored and their scans brought forward, 

from 6 months to 3 months, but not always.  Could you please 

outline when a lesion should be monitored, how frequently, 

and when should a biopsy be performed without monitoring? 

Thank you – this sec2on has 

been revised taking into account 

your comments.

28

5.

Prof Steffen 

Heegaard

Ocular 

Oncolo

gy 

Group

13 60+ Immunotherapy should be men2oned in a new 

recommenda2on number as this has been inves2gated in the 

full guide

This has been referenced in 

points 56 and 57

45

.

Prof Ber2l 

Damato

13 54 Suggest ‘…metastasis from uveal melanoma’. Thank you, this has been 

changed.  

37

3.

Ms Jo Gumbs OcuMe

lUK

13 56 Include extra informa2on informing of the current EAP? Given this is rapidly changing, it 

is difficult to include useful 

informa2on in this document. 

11

8.

Prof Anthony 

Joshua

13 58 Reference missing I’m afraid I can’t find what you 

are referring to. 

28

8.

Mr Ali Majeed 13 64 Pa2ents who present with less than four liver metastasis 

should ini2ally be offered an abla2ve therapy (e.g., radio 

frequency or microwave abla2on) followed by an early follow-

up scan.

Thank you for your comment. 

We have clarified the role of 

abla2on.

37

4.

Ms Jo Gumbs OcuMe

lUK

13 66 Number 66 can be removed as 67 gives more informa2on Thank you for poin2ng this out. 

We have corrected.

37

5

Ms Jo Gumbs OcuMe

lUK

13 67 Could we consider including Chemosatura2on as a treatment 

approved by NICE in 2021, no2ng the NHS does not yet fund 

this treatment?

Thank you for your comment. 

We have included a reference to 

this.
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37

7

Ms Jo Gumbs OcuMe

lUK

14 We have some pa2ents alive awer three years with metasta2c 

disease.  For pa2ents with mets awer a number of years, could 

this sec2on guide when brain or full body scans should be 

performed?  

Fortunately, brain mets were successfully treated in a pa2ent 

prior to the pa2ent becoming symptoma2c

This sec2on has not been 

updated this year

37

8

Ms Jo Gumbs OcuMe

lUK

14 Would it be possible to also include informa2on on the needs 

of pa2ents facing end of life? 

We tend to hear of pa2ents feeling well, hence are 

unprepared for the rate at which they deteriorate. 

When we scoped the guideline 

we did not include areas where 

general informa2on is relevant 

and available.  

22

2.

Dr Stefano 

Schipani 

14 66-67 Is this a repe22on? Thank you for poin2ng this out. 

We have corrected.

32

8.

Prof Takami 

Sato

14 64 Less than 50% of liver involvement with tumour” is too much 

for pa2ents. What will happen if a pa2ent has 50-100 small 

metastasis in the right lobe. This usually means many others 

are developing or subclinically present in other loca2ons. 

Surgical interven2on should be limited to oligo-metastasis 

[hgp://dx.doi.org/10.1136/bjo.2008.153684]. Considering the 

development of much less invasive approach such as 

microwave abla2on and stereotac2c radiosurgery to the liver, 

the role of invasive surgical procedure should be reconsidered. 

There is also a 2me factor. Time from ini2al treatment of 

primary uveal melanoma to the development of hepa2c 

metastasis is a factor for progression-free survival and OS awer 

surgical removal of liver metastasis. [hgps://doi.org/

10.1002/1097- 0142(20001001)89:7<1561::AID-

CNCR21>3.0.CO;2-R] [10.1016/j.ejso.2009.02.016].

Thank you. This was with 

respect to liver directed therapy. 

We will clarify.

28

6.

Prof Steffen 

Heegaard

Ocular 

Oncolo

gy 

Group

14 66 Something is missing Thank you, this has been 

corrected.

Name Organis

a8on if 

applica

ble

Page # Either 

Recommenda8o

n # 

/Line # in full 

guideline

Comment Developers’ Response



31

4.

Dr Richard 

Carvajal

14 66 Should be deleted I believe Thank you, this has been 

corrected.

36

1.

Dr Shobha 

SIlva

14 66 Should read “Liver directed or systemic treatments should be 

considered in selected pa8ents with liver dominant disease”

Thank you, this has been 

corrected.

32

9.

Prof Takami 

Sato

14 66 and 67 Duplica2on. Thank you, this has been 

corrected.

46

.

Prof Ber2l 

Damato

16 4 Delays in the diagnosis and treatment of uveal melanoma This sec2on has not been 

updated this year

47

.

Prof Ber2l 

Damato

16 4 Quality of referrals to ocular oncology centres (informa2on 

provided, false posi2ves, etc).

This sec2on has not been 

updated this year

48

.

Prof Ber2l 

Damato

16 4 Local tumour recurrence awer treatment for uveal melanoma This sec2on has not been 

updated this year

49

.

Prof Ber2l 

Damato

16 4 Reasons for secondary enuclea2on awer radiotherapy for 

uveal melanoma

This sec2on has not been 

updated this year

50

.

Prof Ber2l 

Damato

16 4 Quality of life awer ocular treatment of uveal melanoma This sec2on has not been 

updated this year

51

.

Prof Ber2l 

Damato

16 4 Number of scans needed to detect 1 case of metastasis. For 

example, pa2ents with small, disomy-3 melanoma are having 

to undergo six-monthly liver scans with less than 1-in-200 

chance of a posi2ve result. 

This sec2on has not been 

updated this year

52

.

Prof Ber2l 

Damato

16 4 Gene2c findings in recurrent uveal melanoma awer 

radiotherapy as compared to pre-treatment gene2cs

An interes2ng ques2on – 

unlikely to be prac2ce changing 

and therefore not in research 

recommenda2ons.
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COMMENTS ON FULL GUIDELINE 

Sorted into page order 

Name Organis

a8on if 

applica

ble

Page # Either 

Recommenda8o

n # 

/Line # in full 

guideline

Comment Developers’ Response

12

2.

Dr Tero Kivelä 1 Note spelling “commissioning” Thank you for poin2ng this out

29

0.

Prof Peter 

Szlosarek 

1 Ommissioning (typo) Thank you for poin2ng this out

29

1.

Prof Peter 

Szlosarek

2 Incorrect affilia2on recorded for S.Rashid and 

R.Lewis/ Et. Vernon (typo)

Thank you for poin2ng this out

12

3.

Dr Tero Kivelä 7 31 The sentence is true but would be more informa2ve 

as follows: “The age-standardized incidence of uveal 

melanoma in Caucasians increases from 2 per 

million in southern to 8 per million to northern 

la2tudes (1-3)”. First, the crude incidence, because 

of popula2on ageing in Europe is higher. Second, 

this highlights the higher risk in the north, as 

opposed to cutaneous melanoma for which the risk 

increases from north to south.

This has been amended with thanks

53

.

Prof Ber2l 

Damato

7 34 Some studies suggest a slight male preponderance This has been amended with thanks

93

.

Prof Ber2l 

Damato

7 34 Some studies suggest a slight male preponderance This has been amended with thanks

54

.

Prof Ber2l 

Damato

7 35 Some epidemiologists prefer ‘Whites’ to 

‘Caucasians’. 

This has been amended with thanks



12

4.

Dr Tero Kivelä 7 38 The most common risk factor for uveal melanoma is 

a uveal naevus. It is es2mated that at least 10 

percent of uveal melanomas develop from a 

formerly known naevus, and the life- 2me risk is 

approximately 0.2% (1:500). PMID: 11864894, PMID: 

16154197, PMID: 16650691.

This has been added with thanks.

20

0.

Dr Hardeep 

Mudhar

7 38 Page7 Doesn’t men8on ‘naevi’ as a risk factor for 

uveal melanoma 

This has been added with thanks.

24

8.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

7 38 I would suggest: 1 to add pre-exis2ng choroidal nevi 

2. to have a few words on blue light (mainly because 

hot discussion around electronic devices ) 

3. arc welding

Nevi  has been added but the others less 

conclusive.

55

.

Prof Ber2l 

Damato

7 39 Include BAP1 tumour predisposi2on syndrome 

here? 

This is discussed later in this sec2on.

12

5.

Dr Tero Kivelä 8 1 Terminology: Only a small number of germline 

muta2ons in BAP1 predispose to uveal melanoma, 

the vast majority are benign. Current terminology 

instead of a muta2on would be: “Rare families carry 

pathogenic variants of the BRCA1…”

This has been changed

12

6.

Dr Tero Kivelä 8 3 The four signature cancers of this predisposi2on 

syndrome are uveal melanoma, malignant 

mesothelioma, cutaneous melanoma, and renal cell 

cancer (in addi2on to poten2al other cancers). 

PMID: 30517737

This has been added with thanks.

33

0.

Prof Takami 

Sato

8 3 Associa2on of BRCA2 with UM has been reported 

and should be included here. Melanoma Research: 

doi: 10.1097/CMR.0000000000000613

This has been added with thanks.
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12

7.

Dr Tero Kivelä 8 5 pathogenic variants pro muta2ons, twice, please see 

above.

This has been edited

24

9.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

8 11 I suggest to add the median 2me from primary to 

metastasis being a median of 2,6-3,5 years 

Diener-West M, Reynolds SM, Agugliaro DJ, Caldwell 

R, Cumming K, Earle JD, Green DL, Hawkins BS, 

Hayman J, Jaiyesimi I, Kirkwood JM, Koh WJ, 

Robertson DM, Shaw JM, Thoma J; Collabora2ve 

Ocular Melanoma Study Group Report 23. Screening 

for metastasis from choroidal melanoma: the 

Collabora2ve Ocular Melanoma Study Group Report 

23. J Clin Oncol. 2004 Jun 15;22(12):2438-44.

Sentence has been added to end of 

paragraph

12

8.

Dr Tero Kivelä 8 12 Per2nent addi2onal reference: PMID: 25555246. Added reference and Sarah can confirm 

change if feel necessary

12

9.

Dr Tero Kivelä 8 14 Given that the AJCC is widely used and also 

recommended, it would be beger to replace the 

single-centre based data with the validated TNM 

staging data (e.g. as tabulated in the Cancer Staging 

Manual 8th edi2on, page 807, Table 67.1.)

The ar2cles cited are more readily 

accessible to readers than the manual.
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37

9

Ms Jo Gumbs OcuMe

lUK

8 14 In the paper Small High-Risk Uveal Melanomas Have 

a Lower Mortality Rate, ref 35, small tumours were 

classed as ≤2.5 mm in thickness.   

This paper states ‘Our current study supports these 

findings, with 73% of the small melanocy2c tumors 

being D3; however, importantly, we demonstrate 

that over one quarter (i.e., 27%) of these small 

lesions are M3-UM, and therefore have a high 

metasta2c risk.’   

This supports what we see in our community, as 

even small tumours have the poten2al to spread.  It 

is unfortunate when biopsys are not taken, as 

clinical teams and the pa2ent do not have all the 

informa2on they need.   

Should these guidelines highlight this finding and 

give guidance on when a biopsy can be performed?  

Is it dependant on tumour loca2on? 

This point was discussed at the mee2ng 

and a subsequent later point were agreed 

to be outside of the current remit for 

update, with the relevant sec2ons not 

being updated.

56

.

Prof Ber2l 

Damato

8 20 I’m not sure that LUMPO will con2nue to be free. I 

suggest checking this.

Due to Brexit this is being CE marked 

through the EU.

57

.

Prof Ber2l 

Damato

8 20 The descrip2on of LUMPO is out of date. Please 

check URL.

Due to Brexit this is being CE marked 

through the EU.

13

0.

Dr Tero Kivelä 8 31 The term “posterior uveal melanoma” is not defined 

in this document

Added to explain

13

1.

Dr Tero Kivelä 8 45 1990s pro 1900s Thank you for poin2ng this out

20

1.

Dr Hardeep 

Mudhar

8 45 should be 1980’s, not 1900’s Thank you for poin2ng this out
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20

7.

The Royal 

College of 

Radiologists

8 45 Last line should read 1990s (not 1900s) Thank you for poin2ng this out

20

8.

The Royal 

College of 

Radiologists

9  

  -10

39-43 and 2-6 Wording in sec2on 2.2 and 2.3 is the same Thank you for poin2ng out, it is the 

challenges of merging two documents!

13

3.

Dr Tero Kivelä 9 10 The statement “1-year survival 10-15%” is not 

consistent with meta-analyses: PMID: 30664106, 

PMID: 31150059 repor2ng ac2ve treatment that 

approximately 2/3 of pa2ents receive. It matched 

survival with best suppor2ve care and no ac2ve 

therapy: PMID: 32960119. Thus, “the range reflects” 

strongly the decision to treat or not.

This has been corrected

13

2.

Dr Tero Kivelä 9 17 Per2nent addi2onal reference: PMID: 21911649. This is added. 

32

0.

Dr Neil Steven 9 19 

-20

The figures for median and 1 year survival are not 

consistent though the meaning is clear

This has been corrected

33

1.

Prof Takami 

Sato

9 21 (71)) Thank you for poin2ng this out
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25

0.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

9 23 Add the recent Tebentafusp data here 

Nathan P, Hassel JC, Rutkowski P, Baurain JF, Butler 

MO, Schlaak M, Sullivan RJ, Ochsenreither S, 

Dummer R, Kirkwood JM, Joshua AM, Sacco JJ, 

Shoushtari AN, Orloff M, Piulats JM, Milhem M, 

Salama AKS, Cur2 B, Demidov L, Gastaud L, Mauch 

C, Yushak M, Carvajal RD, Hamid O, Abdullah SE, 

Holland C, Goodall H, Piperno-Neumann S; 

IMCgp100-202 Inves2gators. Overall Survival Benefit 

with Tebentafusp in Metasta2c Uveal Melanoma. N 

Engl J Med. 2021 Sep 23;385(13):1196-1206

This recent paper has been added in the 

metasta2c sec2on. 

29

2.

9 33 vascular thrombosis (both venous, hepa2c and 

portal; and arterial) also a known uncommon/rare 

mechanism of hepa2c failure in UM: 

e.g. Caya JG, Spivey M, Tieu TM, Hansen R, 

Wollenberg NJ. Budd-Chiari syndrome complica2ng 

metasta2c ocular melanoma in a pa2ent not 

receiving chemotherapy. Am J Gastroenterol. 1983 

Dec;78(12):826-9. 

The group discussed this and the 

agreement that it was not relevant to this 

discussion.

32

1.

Dr Neil Steven 9 33 

-34

Do most people die from parenchymal liver failure? I 

don’t think I have ever seen that. They die from 

metasta2c burden, but liver func2on may be 

retained to end of life.

The group discussed this and the 

agreement was that as it stands beger 

reflects the discussion. 

13

4.

Dr Tero Kivelä 9 38 Chapters 2.2. and 2.3 have the same content. Thank you for poin2ng this out

33

2.

Prof Takami 

Sato

10 1 2.3 is the same as 2.2. Thank you for poin2ng this out
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38

0

Ms Jo Gumbs OcuMe

lUK

10 9 OcuMel UK would also like to thank the members of 

the Guideline Development Group for their work in 

reviewing these guidelines

It would be great it you could write a press 

release doing that!

36

2.

Dr Shobha 

SIlva

10 12 Typo – should read “individual”, individuala Thank you for poin2ng this out

25

1.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

10 27 I would add the 3 groups as described by the Curie 

Ins2tute: solitary, 2.4 and more than 4 liver 

metastases 

Mariani P, Piperno-Neumann S, Servois V, Berry MG, 

Dorval T, Plancher C, Couturier J, Levy-Gabriel C, 

Lumbroso-Le Rouic L, Desjardins L, Salmon RJ. 

Surgical management of liver metastases from uveal 

melanoma: 16 years' experience at the Ins2tut 

Curie. Eur J Surg Oncol. 2009 Nov;35(11):1192-7.

Thank you – we have added informa2on 

on staging systems for advanced disease 

including the Paris system.

13

5.

Dr Tero Kivelä 10 33 Spelling “loco-regional” Thank you for poin2ng this out

22

3.

Dr Stefano 

Schipani 

10 33 Typo: amend to loco-regional Thank you for poin2ng this out

33

3.

Prof Takami 

Sato

10 33 Hepa2c loca-re2onalàloco-regional Thank you for poin2ng this out

36

3.

Dr Shobha 

SIlva

10 33 Typo – loco-regional, not loca-regional Thank you for poin2ng this out

13

6.

Dr Tero Kivelä 10 35 Spelling “topics” Thank you for poin2ng this out

20

9.

The Royal 

College of 

Radiologists

10 35 Should read topics (leger t missing) Thank you for poin2ng this out

22

4.

Dr Stefano 

Schipani 

10 35 Typo: amend to topics Thank you for poin2ng this out
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30

0.

Dr Richard 

Carvajal

10 35 ‘topics’ is mis-spelled Thank you for poin2ng this out

36

4.

Dr Shobha 

SIlva

10 35 Typo – should read “topics” Thank you for poin2ng this out

21

0.

The Royal 

College of 

Radiologists

11 2-3 The list of clinical areas covered includes pallia2ve 

radiotherapy for local recurrence at site and 

radiotherapy for local recurrence. However, the 

guidelines don’t dis2nguish between the 2 and no 

men2on is given to treatment intent (pallia2ve vs 

cura2ve) – see p 41

Thank you – we have clarified this sec2on.

58

.

Prof Ber2l 

Damato

11 6 It is a pity that management of the primary tumour 

is excluded as the 2tle of this document is ‘Uveal 

melanoma’ not ‘Metasta2c uveal melanoma’. It is 

not true that there are no significant changes in 

prac2ce. For example, fatal air embolism has 

recently been reported awer endoresec2on even 

without the use of air infusion. The TFSOM 

mnemonic has changed since ‘Margin near disc’ has 

been found to be insignificant. Many cannot assess 

‘acous2c hollowness’ of the tumour because they 

lack the skills and equipment for ultrasonography of 

small tumours. This is why I have developed the 

MOLES acronym, which has been validated 

(although further real-world studies are needed). 

Vast numbers of pa2ents with naevi are being 

referred to hospital unnecessarily, disrup2ng 

hospital services, including ocular oncology services. 

This is a major problem. Referral protocols are 

changing so that images are now required with the 

referral form/leger so as to allow triage/remote 

repor2ng/video-consulta2ons, etc. 

Thank you Ber2l. According to our 

published methodology which has been 

approved by NICE,  we only reviewed 

areas where there are significant changes 

in evidence resul2ng in changes to 

prac2ce.  We did check with the ocular 

surgeons involved in the last version 

whether prac2ce had changed 

significantly and di not receive any replies 

saying that it had. The view therefore is 

that much of the guidance re primary 

tumour management is s2ll relevant and 

should not be excluded. No 2tle change is 

therefore required.  It will be clear which 

sec2ons have been updated and which 

haven’t. 
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59

.

Prof Ber2l 

Damato

11 7 ‘Surveillance’ is ambiguous. Does this refer to ocular 

or systemic surveillance? Here again, prac2ce is 

changing with pa2ents referred back to their local 

hospital for ocular surveillance. Furthermore, many 

pa2ents are having to undergo overzealous and 

wasteful systemic surveillance when their risk of 

metasta2c disease is very low. 

Surveillance refers to systemic 

surveillance.  This area was not addressed 

by the guidelines as there is no significant 

new data that has emerged since the GDG 

last looked at this area. 

22

5.

Dr Stefano 

Schipani 

11 21 Typo: amend skin cancers. Dr Paul Nathan Thank you for poin2ng this out

33

4.

Prof Takami 

Sato

11 21 melanomas and skin cancersDr Paul Nathan-> 

cancers. Dr. Paul Nathan

Changed with thanks

33

5

Prof Takami 

Sato

11 22 Spell out GDG. Thank you for poin2ng this out

38

1

Ms Jo Gumbs OcuMe

lUK

13 22 Please insert UK, so it reads OcuMel UK Thank you for poin2ng this out

22

6.

Dr Stefano 

Schipani 

14 10 I would change issues with condi2ons Changed with thanks

33

6.

Prof Takami 

Sato

15 16 Spell out HADS. Changed with thanks
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60

.

Prof Ber2l 

Damato

15 31 Although higher levels were found awer enuclea2on 

in the paper by Damato et et, the authors suggested 

that this was because of factors unrelated to 

treatment. I suggest dele2ng this sentence. It would 

be more accurate to report that ‘Poor wellbeing was 

found in a small minority of pa2ents and was mostly 

caused by factors unrelated to type of ocular 

treatment, such as poor general health, poor social 

support and unemployment. Note also the 

companion ar2cle by Damato et al, on change over 

2me (PMID: 31768363) 

Changed with thanks

11

2.

Rhona Jacques   16 4.1.5 Very pleased to read the recommenda2ons related 

to pa2ent support based on the evidence provide. 

The Clinical Nurse Specialists at each centre strive to 

meet the informa2on, counselling and suppor2ve 

care needs of the ocular oncology pa2ents and 

therefore hopefully adhere to many of these 

recommenda2ons. We are also all aiming to 

complete and document a Macmillan Holis2c Needs 

assessment for each pa2ent and to reassess the 

needs of the pa2ent throughout their care.  This will 

hopefully ensure a na2onal standardised approach 

to provision of suppor2ve care in all of the ocular 

oncology centres.

Thank you for your comments, I hope the 

guideline helps you with your work.  

22

7.

Dr Stefano 

Schipani 

16 12 Reference missing: The Minia2 et al systema2c 

review (94)

Added with thanks

13

7.

Dr Tero Kivelä 16 14 Grammar? Changed with thanks

22

8.

Dr Stefano 

Schipani 

16 14 Reference missing: two studies published in 2009 

(95,96)
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61

.

Prof Ber2l 

Damato

16 17 Might it be worth wri2ng: ‘….diagnosed with 

monosomy-3 melanoma and therefore a high risk of 

metasta2c death were “more depressed” than…’

Changed with thanks

62

.

Prof Ber2l 

Damato

16 21 ‘respondents’ not ‘respondent’ Thank you for poin2ng this out

13

8.

Dr Tero Kivelä 16 21 Spelling “respondents” Thank you for poin2ng this out

63

.

Prof Ber2l 

Damato

17 Table Damato: An important finding was that wellbeing 

awer enuclea2on was similar to that awer 

radiotherapy when other factors were taken into 

account. This is important because many pa2ents 

inappropriately undergo radiotherapy (when tumour 

is large) because their ophthalmologist wrongly 

suspects that enuclea2on causes a poor quality of 

life, which is not the case.

Thank you for poin2ng this out

64

.

Prof Ber2l 

Damato

17 Table Hope-Stone: What is the difference between F2F 

assessment and screening ques2onnaire. It would 

be simple to state: ‘F2F assessment is superior to…’

Thank you for poin2ng this out

65

.

Prof Ber2l 

Damato

18 4 Ocumel? Or OcumelUK? Changed with thanks

38

2

Ms Jo Gumbs OcuMe

lUK

18 26 Please insert UK, so it reads OcuMel UK Changed with thanks

38

5

Ms Jo Gumbs OcuMe

lUK

19 As per the Execu2ve Summary above 

To rule out familial cases, would it be fiing in this 

sec2on to outline when a referral to the NHS 

Genomic Medicine Service is appropriate?  We know 

some pa2ents are referred to them to explore 

familial melanoma and we are owen asked if family 

members are at higher risk of UM or other cancers 
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38

3

Ms Jo Gumbs OcuMe

lUK

19 2 As per the Execu2ve Summary above 

Is it possible to make the recording standard of care 

as we worry some pa2ents would struggle to do 

this?

38

4

Ms Jo Gumbs OcuMe

lUK

19 5 As per the Execu2ve Summary above 

Could this include measurable 2meframes so that 

pa2ents have an approximate 2meframe in which 

they should expect results?  More informa2on may 

help manage expecta2ons and help people feel 

more comfortable if they haven’t heard from their 

team awer x number of weeks.  

Measurable 2meframes would require an 

audit of repor2ng 2mes across the 

country.  In the absence of this data it is 

difficult to mandate a 2mescale window.

66

.

Prof Ber2l 

Damato

20 5 Suggest ‘….also in the lungs, bone, and other 

organs.’

Thank you, I have added

67

.

Prof Ber2l 

Damato

20 8 Are effec2ve systemic agents s2ll lacking? 

(Tebentafusp?) (Damato does consultancy work for 

Immunocore)

Tebentafusp is discussed in the metasta2c 

sec2on.

25

2.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

20 8 Introduc8on I would add some numbers here from 

Khoja, ref 247 and from Kivela 

Kivelä TT, Piperno-Neumann S, Desjardins L, 

Schmigel A, Bechrakis N, Midena E, Leyvraz S, 

Zografos L, Grange JD, Ract-Madoux G, Marshall E, 

Damato B, Eskelin S. Valida2on of a Prognos2c 

Staging for Metasta2c Uveal Melanoma: A 

Collabora2ve Study of the European Ophthalmic 

Oncology Group. Am J Ophthalmol. 2016 

Aug;168:217-226. 

It should be men2oned also the percentage of long 

term survivors despite metastasis 

This has been changed
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25

3.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

20 22 Established Prognos8c Parameters in Uveal 

melanoma “All these parameters”: gender and sex 

not included in AJCC

Thank you, I have modified to most. 

13

9.

Dr Tero Kivelä 20 29 It would be useful to point out that the prognos2c 

effect of age is subject to compe2ng causes of death 

that become more common with age. This has been 

well documented in the work of Ber2l Damato that 

shows ap apparent higher risk as compared to a 

younger pa2ent largely disappearing when the 

survival experiences are compared to those of an 

equally old general popula2on, e.g. PMID: 21658465

The wording has been edited

14

0.

Dr Tero Kivelä 20 31,32,33,34 Addi2onal per2nent reference: PMID: 23816968 Thank you, I have added

14

1.

Dr Tero Kivelä 21 2 Error. Not all, only items 3-6 Thank you, text is changed

14

2.

Dr Tero Kivelä 21 7 This prognos2cator was developed in several ar2cles 

by McLean, such as: PMID: 2696944, PMID: 

9041161, PMID: 9160022, PMID: 11328722, and it 

would be proper to cite at least one of them as well

The guideline does not set out to list all 

relevant papers but the best relevant 

evidence. Added PMID: 2696944

14

3.

Dr Tero Kivelä 21 10 Ref 131 should not be included. It failed to find a 

prognos2c associa2on. The reason was that 

microvascular density was assessed not from the 

most densely vascularized area, as it should be, but 

in essen2ally random loca2ons.

This reference has been deleted.  

14

4.

Dr Tero Kivelä 21 11 Repeats the same as a clinical factors; also height, 

basal diameter, and loca2ons could be assessed 

histopathologically.

The wording has been changed.

70

.

Prof Ber2l 

Damato

21 16 BAP1 should be in italics as it refers to the gene not 

protein here.

Changed with thanks
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14

5.

Dr Tero Kivelä 21 18 Error, ref 154 did not report on macrophages This reference has been deleted.  

69

.

Prof Ber2l 

Damato

21 30 ‘Sex’ not ‘gender’. Thank you, I have revised

68

.

Prof Ber2l 

Damato

21 11, 23, etc ‘clinical’ or ‘anatomic’? This has been changed

72

.

Prof Ber2l 

Damato

22 35-43 Might it be worth men2oning that gene2c studies 

should in future take account of differences 

between indolent nodular and aggressive diffuse iris 

melanomas? 

Added as a under research 

recommenda2ons and changed the text  
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20

2.

Dr Hardeep 

Mudhar

22 35-43 Please include this important reference: 

Gene2c Background of Iris Melanomas 

and Iris Melanocy2c Tumors of Uncertain Malignant 

Poten2al. 

van Poppelen NM, Vaarwater J, Mudhar HS, Sisley K, 

Rennie IG, Rundle P, Brands T, van den Bosch QCC, 

Mensink HW, de Klein A, Kiliç E, Verdijk 

RM.Ophthalmology. 2018 Jun;125(6):904-912. doi: 

10.1016/j.ophtha.2017.12.022. Epub 2018 Jan 

19.PMID: 29371009 

Purpose: Uveal melanoma (UM) is the most 

common primary intraocular malignancy in adults. 

Iris melanoma comprises 4% to 10% of all UMs and 

has a lower mortality rate. The gene2c changes in 

iris melanoma are not as well characterized as ciliary 

body or choroidal melanoma. The aim of this study 

was to gain more insight into the gene2c 

background of iris melanoma and iris nevi. 

Design: Mul2center, retrospec2ve case series. 

Par8cipants: Pa2ents diagnosed with iris melanoma 

or iris nevi who underwent surgical interven2on as 

primary or secondary treatment. 

Methods: Next-genera2on sequencing of GNAQ, 

GNA11, EIF1AX, SF3B1, BAP1, NRAS, BRAF, PTEN, c-

Kit, TP53, and TERT was performed on 30 iris 

melanomas and 7 iris nevi. Copy number status was 

detected using single nucleo2de polymorphisms 

(SNPs) included in the next-genera2on sequencing 

(NGS) panel, SNP array, or fluorescent in situ 

hybridiza2on. BAP1 immunohistochemistry was 

performed on all samples. 

Main outcome measures: Muta2on and copy 

number status were analyzed. Results of BAP1 

immunohistochemistry were used for survival 

This has been added.
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23

2.

Prof Boris 

Bas2an

22 8-12 There are independent reports showing a higher 

frequency of GNA11 muta2ons in uveal melanoma 

metastases

Interes2ng point: I have modified

23

1.

Prof Boris 

Bas2an

22 5-7 My interpreta2on of the low muta2on burden and 

absence of chromosomal level genomic instability is 

that DNA repair pathways in uveal melanoma are 

completely intact and do NOT contribute to its 

pathogenesis. Tumors with MBD4 inac2va2on are a 

notable (and rare) excep2on

Ostensibly a fair point but we say 

emerging regarding repair pathways so 

feel it doesn’t need changing

25

4.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

22 17 Muta8onal Features Awer: “can essen2ally be 

divided into 4 biological subgroups of clinical 

prognos2c relevance” please add 2 references that 

both described these 4 classes 

 in 2016: Royer-Bertrand B, Torsello M, Rimoldi D, et 

al. Comprehensive Gene2c Landscape of Uveal 

Melanoma by Whole-Genome Sequencing. Am J 

Hum Genet. 2016;99(5):1190-1198 and in 2017  ref 

31 

Thank you, I have included

33

7.

Prof Takami 

Sato

22 19 Subgroup 2 has polysomal 8q* (not disomy 8q). 

Cancers, 11(8), 1061 [hgps://doi.org/10.3390/

cancers11081061]

This has been changed.

25

5.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

22 30 Awer “However, this is the subject of future 

mul2centre research (30).” I would add : The search 

for hypermutated tumors might select for response 

to checkpoint inhibitors

This has been added.

71

.

Prof Ber2l 

Damato

22 21&22 Might it be beger to replace ‘polysomy’ with 

numerical ranges?

We have modified the text accordingly

73

.

Prof Ber2l 

Damato

23 7-9 I can’t understand this sentence. Should ‘only’ be 

before ‘specialist’? 

We have removed the word ‘only’
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30

1.

Dr Richard 

Carvajal

23 2 Consider adding further descrip2on regarding the 

emerging role of PRAME expression in 

prognos2ca2on (eg. Cai et al. Am J 

Ophthalmol. 2018 Nov;195:154-160)

Thank you, I have added

14

6.

Dr Tero Kivelä 23 16 For some 2me already, GEP defines three classes 1A, 

1B and 2, e.g. PMID: 28257297, PMID: 31065847, 

PMID: 28778171, PMID: 29185101, PMID: 

29578940, PMID: 31972790

Thank you, I have added the appropriate 

reference(s)

33

8.

Prof Takami 

Sato

23 18 ‘Class 1’ UM’ DOES NOT owen show 8q gain. Usually 

disomy 8.

Thank you, this has been modified.

14

7.

Dr Tero Kivelä 23 26 pathogenic variants pro muta2ons, please see above This has been modified.

14

8.

Dr Tero Kivelä 23 27 Consider adding that func2onal assessment rather 

than in silico predic2ons of poten2al new 

pathogenic variants is recommended to confirm 

pathogenicity before gene2c counselling, see e.g. 

PMID: 30517737, PMID: 31058963

?? germline tes2ng

74

.

Prof Ber2l 

Damato

24 6-7 • The TNM/AJCC staging is useful when no 

laboratory data are available (e.g., 

radiotherapy without biopsy) but the pTNM 

may be superseded or modified (as 

suggested by Damato et al (DOI: 10.1167/

iovs.61.4.35)

This has been added.  

75

.

Prof Ber2l 

Damato

24 14-15 Might it be worth men2oning that results are beger 

in centres that categorise cytomorphology, ciliary 

body involvement, etc, in the same way as done in 

Liverpool? 

This is beyond the scope of the guideline.  
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14

9.

Dr Tero Kivelä 24 5 Comment: It likely is counterintui2ve to propose 

replacing rather than combining TNM/AJCC with 

CGA. The four CGA categories define the risk, but do 

not tell the pa2ent in which 2meframe the risk is 

likely to be realised; it will be later for small tumours 

and earlier for large tumours, within each CGA 

category.

The text has been modified

30

2.

Dr Richard 

Carvajal

24 20 Consider adding the emerging data regarding tumor 

heterogeneity iden2fied based upon single cell 

sequencing data (eg. Durante et al. Nat Commune. 

2020 Jan 24; 11(1):496)

Thank you, I have added

76

.

Prof Ber2l 

Damato

24 21 With respect, I feel the first sentence places 

excessive emphasis on the risk of false results 

caused by heterogeneity.

The sentence has been revised.

33

9.

Prof Takami 

Sato

24 39 Spell out MBD4. We do not have the resources to spell 

these all out and believe that the 

clinicians reading the guideline will 

understand the shorthand.  
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25

6.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

24 42 4.2.1.4 Emerging areas to add: It has been 

suggested that SF3B1 muta2on renders the tumour 

more suscep2ble to immunotherapy and it should 

be further studied. 

Jeremy Bigot et al. Splicing Pagerns in SF3B1-

Mutated Uveal Melanoma Generate Shared 

Immunogenic Tumor-Specific Neoepitopes Cancer 

Discov August 1 2021 (11) (8) 1938-1951 

Shaheer Khan and Richard D. Carvajal, Dual 

Immunological Checkpoint Blockade for Uveal 

Melanoma. Journal of Clinical 

Oncology 2021 39:6, 554-556 

This has been added.  

78

.

Prof Ber2l 

Damato

25 23-30 Might it be worth ci2ng paper by Seider et al here? 

(PMID: 25153656)

This has been added.  

77

.

Prof Ber2l 

Damato

25 11 Change ‘clinical’ to ‘anatomic’? The text has been revised.

25

7.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

25 22 4.2.2.1 Clinical evidence I would add informa2on on 

the % of pa2ents in whom there is a biopsy and 

molecular informa2on in UK , and the variability 

from center to center.

 Agree that we cannot add this in here, as 

the data are not available yet

25

8.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

25 27 Specify the necessity  to do a TNM evalua2on This has been added.
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25

9.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

26 Table 4 Summary of key studies included in the 

review Please add: Royer-Bertrand B, Torsello M, 

Rimoldi D, et al. Comprehensive Gene2c Landscape 

of Uveal Melanoma by Whole-Genome 

Sequencing. Am J Hum Genet. 

2016;99(5):1190-1198

Thank you, I have added

34

0.

Prof Takami 

Sato

26 3 Year is blank for Bakhoum. Thank you, I have added

34

1.

Prof Takami 

Sato

27 4 Spell out PICO. This has been added to the abbrevia2ons 

at the end of the document.  

26

0.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

28 4.2.5 Recommenda8ons and link to evidence As we 

would like to have a more standardized evalua2on 

of risk I would again emphasize the  need to take 

2me to get the TNM informa2on, and not only the 

size, ciliary involvement and extrascleral extension. 

Not only recommended but requested.

The order of recommenda2ons re-

arranged and brought up closer to College 

Dataset

79

.

Prof Ber2l 

Damato

28 6-12 I thought there was no doubt that gene2c studies 

greatly enhance defini2on of risk of metastasis. 

Might it be worth sta2ng this more explicitly? 

Thank you, I have added

15

0.

Dr Tero Kivelä 29 Recommenda2on 

28

Wording: Folberg has discredited the idea that the 

pagerns are connec2ve 2ssue, hence their present 

designa2on as extravascular matrix. Content: the 

proper technique is to stain with periodic acid-Schiff 

and omit nuclear counterstain. The stain intensity is 

further enhanced by grading the specimens through 

a green filter. Nuclear counterstain and omiing the 

filter decreases the sensi2vity of iden2fying the 

pagerns, so much so that their sta2s2cal 

significance is eroded (e.g. PMID: 9160022). Should 

the [ have a year indicated (also in next bullet 

point)?

Thank you, I have changed the terms
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80

.

Prof Ber2l 

Damato

29 33 Pa2ent consent does not need to be restricted to 

pa2ents par2cipa2ng in ethically approved research 

programmes (e.g., data for LUMPO)

This has been revised.

36

5.

Dr Shobha 

SIlva

30 Typo- should read “The advantages and 

disadvantages of undertaking a UM biopsy

Thank you for poin2ng this out

15

1.

Dr Tero Kivelä 30 35 “is recommended” pro “should be considered”? This has been revised.

81

.

Prof Ber2l 

Damato

31 Table Change ‘rare risk’ to ‘low risk’? This has been modified

82

.

Prof Ber2l 

Damato

31 Table My impression is that although high risk can be 

devasta2ng, pa2ents recover from this and prefer 

knowing to not knowing their risk of metastasis. 

Pa2ents get upset when they find they were not 

offered prognos2c biopsy because their 

ophthalmologist did not want to cause them 

distress.

This is covered in the pros & cons table
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38

6

Ms Jo Gumbs OcuMe

lUK

31 Table 2, Pro 

Table 2, Con 

sec2on 

Psychological 

impact

As per the Execu2ve Summary above 

This men2ons there is a rare risk of the tumour cell 

seeding.  Could these guidelines provide more 

informa2on on when a biopsy could cause seeding, 

so decisions can be made accordingly?  

As above, would a biopsy help to understand 

whether this cancer is hereditary?   

Consider rewording as Dr Stone showed that with 

the correct support psychological harm associated 

with a poor prognosis was generally low.  

Brown, S.L., Fisher, P., Hope-Stone, L. et al. Is 

accurate rou@ne cancer prognos@ca@on 

psychologically harmful? 5-year outcomes of life 

expectancy prognos@ca@on in uveal melanoma 

survivors. J Cancer Surviv (2021). hMps://doi.org/

10.1007/s11764-021-01036-4  

Also, the table men2ons there is a rare risk of 

tumour cell seeding.  Could these guidelines provide 

more informa2on on when a biopsy could cause 

seeding, so decisions can be made accordingly? 

This is outside the remit of the guideline.  

83

.

Prof Ber2l 

Damato

32 1 Might it be worth emphasising that some studies on 

systemic adjuvant therapy were performed without 

gene2c typing of the uveal melanoma so that 

stra2fica2on of risk was not op2mal?

This is a good point and we have 

emphasised it more in the text
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15

2.

Dr Tero Kivelä 32 Table 7  “Overall survival” is not en2rely unequivocal. It can 

refer to 1) survival considering all causes of death as 

opposed to a specific cause or 2) survival from 

diagnosis to death as opposed to from diagnosis to 

recurrence/metastasis/progression 

This is true, however either defini2on 

would s2ll be appropriate for the 

purposes of the study, and we do not feel 

there is a need to define this further here. 

15

3.

Dr Tero Kivelä 32 Table 8 Appears here but also on page 34. “Mul2ple agent 

studies” both on page 33 and again on 34.

That is a heading repeat.

34

2.

Prof Takami 

Sato

32 23 This is a duplicated table from page 42. This is NOT 

about adjuvant treatment.

Deleted thank you for poin2ng this out

26

1.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

33 The table 8 is misplaced Deleted thank you for poin2ng this out

24

1.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

34 1 I would suggest that the use of TNM staging is 

requested, and not only recommended, as it is for 

all tumours in oncology. It is even more true at a 

2me of new adjuvant studies.

This has been added

26

2.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

35 Randomised studies The way this chapter and the 

descrip2on of the different studies are presented is 

different from the rest of the guidelines. Some are 

very detailed, some less and some not described. I 

understand that the details of a study are restricted 

to the Appendix. 

Each chapter was wrigen by a different 

group of specialists.  As a charity, 

resources aren’t available to employ a 

medical editor to re-write chapters for a 

consistent style.   

In this chapter, we did concentrate on 

larger, more informa2ve and 

contemporary studies. In addi2on, review 

of some studies was hampered by a lack 

of published data (where only abstracts 

where available for instance).

15

4.

Dr Tero Kivelä 35 22 Unnecessary line break. Deleted thank you for poin2ng this out
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34

3.

Prof Takami 

Sato

35 39 Check the accuracy of statement (9 years versus 7.4 

months in controls). Is this 9 months vs. 7.4 months?

Thank you for iden2fying this error. It 

should be 9 years versus 7.4 years in 

controls. This has now been corrected

24

2.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

38 2 In the staging of metasta2c disease, FDG-PET is 

not really a standard. UM are  FDG-PET neg in 

around 20-30 %. (Orcurto V, Denys A, Voelter V, 

Schalenbourg A, Schnyder P, Zografos L, Leyvraz 

S, Delaloye AB, Prior JO. (18) F-

fluorodeoxyglucose positron emission 

tomography/computed tomography and 

magne2c resonance imaging in pa2ents with 

liver metastases from uveal melanoma: Results 

from a pilot study. Melanoma Res. 2012;22:63–

69.). Bone scan is more appropriate and less 

expensive to detect bone metastases. Bone 

scan should be part of the staging and not only 

when bone pain is present.

Thank you, the guidelines do state that 

there is ligle evidence and that there 

should be a prospec2ve study

15

5.

Dr Tero Kivelä 38 4 Consider whether the following would apply: The 

COMS large uveal melanoma randomized study 

found that histopathologically confirmed orbital 

tumour recurrence occurred in five pa2ents 

managed with enuclea2on alone, and never awer 

pre-enuclea2on radiotherapy (P = 0.03). Note that 

none of the recurrent tumours apparently had 

clinically detectable extrascleral extension or 

suspicion of residual tumour in the orbit at the 2me 

of enuclea2on. Reported in PMID: 9744369, but 

almost never cited; pointed however out in PMID: 

15763198.

Thank you. At present we are not 

recommending neo-adjuvant radiotherapy

15

6.

Dr Tero Kivelä 38 28 MV pro Mv Changed with thanks

Name Organis

a8on if 

applica

ble

Page # Either 

Recommenda8o

n # 

/Line # in full 

guideline

Comment Developers’ Response



21

1.

The Royal 

College of 

Radiologists

39 

   -40

In the sec2on on adjuvant radiotherapy, the 2 

papers referenced use different radiotherapeu2c 

modali2es. The 1990 paper employs Co-60, Cs-137 

and MV electrons reflec2ng the prac2ce at that 

2me, the more recent paper employs MV photons. 

We would recommend specifying the EBRT modality 

in the guidelines (presumably MV photons ?MV 

electrons may also be considered where dosimetry 

is superior). Because low energy protons have been 

u2lised for many years in the primary management 

of uveal melanoma, it may be useful to explicitly 

state that PBT is not the modality of choice in the 

situa2on (and why, if the authors agree this is the 

case). 

Thank you, will amend

26

3.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

39 4.3.2.6 Recommenda8ons and link to evidence The 

recommenda2on of irradia2ng tumor with a > 5mm 

extra scleral extension is not coming from any 

presented study. I would not put it as a 

recommenda2on/op2on. It also too much to say 

limited evidence. There are no evidence. It should 

be restricted to some kind of study.

Thank you, the guidelines do state that 

there is ligle evidence and that there 

should be a prospec2ve study

15

7.

Dr Tero Kivelä 39 Recommenda2on 

38

Comment: I am unaware of any study that would 

have suggested a higher risk of orbital recurrence 

from a larger extraocular extension. The lager are as 

a rule diagnosed before enuclea2on, or during 

enuclea2on, and surgery is adapted accordingly. The 

5 mm limit in AJCC/TNM applied to mortality only, 

and that is almost always occurring without an 

orbital recurrence. Also see comment page 38.

Thank you, the guidelines do state that 

there is ligle evidence and that there 

should be a prospec2ve study

34

6.

Prof Takami 

Sato

40 1 “There was a discussion over debate limited 

increase in overall survival vrs toxicity.” What is 

“vrs”?

Changed with thanks
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15

9.

Dr Tero Kivelä 40 Recommenda2on 

7

Bullet point 4, see comment page 39

15

8.

Dr Tero Kivelä 40 Recommenda2on 

39

“20#”? Thank you will amend
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16

3.

Dr Tero Kivelä 42  

  -48

Chapter 4.4.1. 

forward

Comment: This sec2on en2rely omits the issue of 

staging the metastases when they have been 

diagnosed. Should each pa2ent be staged, and 

stage-specific survival reported awer treatment, we 

would almost certainly be much beger informed 

about treatment efficacy, especially in rela2on to 

other reports. In the absence of staging, differences 

between studies are obscured by different case mix. 

For these reasons, I strongly believe that the 

guidelines should briefly describe the concept of 

staging in this context. In the absence of 

compara2ve studies on different staging strategies 

that are now available, it would seem reasonable to 

list them all and make a general recommenda2on of 

collec2ng data that allow staging using at least one 

of the exis2ng systems. This would most likely lead 

to accumula2on of clinically relevant data that are 

now lacking. The three published systems are, in 

chronological order: 

1. The Helsinki University Hospital Working 

Formula2on, externally validated by the 

Ophthalmic Oncology Group (OOG) and 

recently used to report na2onal outcome of 

best suppor2ve care and ac2ve treatment 

for metasta2c uveal melanoma: PMID: 

12518371, PMID: 27296487, PMID: 

32960119, PMID: 33595243 

2. Veneto-Mayo nomogram, externally 

validated: PMID: 25780931 

3. Curie nomogram, for pa2ents with hepa2c 

metastases: PMID: 31234340

This will be discussed elsewhere in the 

sec2on on prognos2c markers.  
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26

4.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

42 6 Introduc8on Add expect a recent prospec2ve 

randomized trial with an ImmTAC against gp100 

(Tebentafusp)  

Nathan P, Hassel JC, Rutkowski P, Baurain JF, Butler 

MO, Schlaak M, Sullivan RJ, Ochsenreither S, 

Dummer R, Kirkwood JM, Joshua AM, Sacco JJ, 

Shoushtari AN, Orloff M, Piulats JM, Milhem M, 

Salama AKS, Cur2 B, Demidov L, Gastaud L, Mauch 

C, Yushak M, Carvajal RD, Hamid O, Abdullah SE, 

Holland C, Goodall H, Piperno-Neumann S; 

IMCgp100-202 Inves2gators. Overall Survival Benefit 

with Tebentafusp in Metasta2c Uveal Melanoma. N 

Engl J Med. 2021 Sep 23;385(13):1196-1206

Thank you, we have included this now

16

0.

Dr Tero Kivelä 42 Table 13 Data duplicated here Deleted thank you for poin2ng this out

26

5.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

45 Table 13 I would delete the study by Lee ref 256: in 

the publica2on (not in the summary) there are only 

9 pa2ents with no response. Restricted presenta2on 

of studies with  > 10 pa2ents

As the inten2on-to-treat popula2on was 

10 pa2ents, this trial was included for 

completeness. 

26

6.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

45 Chemotherapy Delete ref 256. As the inten2on-to-treat popula2on was 

10 pa2ents, this trial was included for 

completeness. 

26

7.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

45 24 Targeted treatment MEK inhibitors are s2ll 

proposed in the NCCN guidelines. And s2ll owen 

prescribed. Should it be discussed?

Thank you. We appreciate that some 

guidelines recommend them. We have 

based our recommenda2ons on published 

data which does not support the use of 

MEK inhibitors.  
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23

4.

Prof Boris 

Bas2an

46 14 

-39

Clinical trials with PKC inhibitors are not men2oned. 

I would be worthwhile men2oning somewhere in 

the document that PKC in par2cular PKC 

homologues δ and ϵ are essen2al in conveying the 

oncogenic signal downstream of Gαq pathway 

muta2ons (present in all uveal melanoma). First 

clinical trials with PKC inhibitors were with broad-

spectrum, i.e. non-selec2ve inhibitors and had 

expected dose-limi2ng toxici2es, but newer 

compounds show some effects (reference 308)

Thank you raising this point. There were 

no trials of PKC inhibitors that met the 

inclusion criteria for this sec2on.  

23

3.

Prof Boris 

Bas2an

46 16 

-17

The muta2on frequency of GNAQ/11 is over 90% as 

stated elsewhere in the document

Thank you. We have corrected this.

16

1.

Dr Tero Kivelä 46 35 Garbled reference Changed with thanks

34

4.

Prof Takami 

Sato

47 1 Spell out RCT. This is spelled out in the abbrevia2ons at 

the end of the document.

26

8.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

47 20 Immunotherapy Pelster study should be presented 

and discussed in parallel with the one from Piulats. 

We know how difficult it is to compare median OS. I 

would s2ll add that in any of these studies there is 

the beginning of a plateau of the OS curve

Thank you, we have included this. 

16

2.

Dr Tero Kivelä 47 23  “loss of BAP1 nuclear expression” pro “expression”. 

Several pathogenic variants do not abolish 

expression of BAP1 but prevent its nuclear 

localisa2on, so that expression is located in the 

cytoplasm upon immunohistochemical staining, see 

e.g. PMID: 28823399, PMID: 31058963.

Thank you, we have corrected this.
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26

9.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

47 35 Immunotherapy  Add the discussion and ref of 

Tebentafusp:  

Nathan P, Hassel JC, Rutkowski P, Baurain JF, Butler 

MO, Schlaak M, Sullivan RJ, Ochsenreither S, 

Dummer R, Kirkwood JM, Joshua AM, Sacco JJ, 

Shoushtari AN, Orloff M, Piulats JM, Milhem M, 

Salama AKS, Cur2 B, Demidov L, Gastaud L, Mauch 

C, Yushak M, Carvajal RD, Hamid O, Abdullah SE, 

Holland C, Goodall H, Piperno-Neumann S; 

IMCgp100-202 Inves2gators. Overall Survival Benefit 

with Tebentafusp in Metasta2c Uveal Melanoma. N 

Engl J Med. 2021 Sep 23;385(13):1196-1206

Thank you, we have added this.

34

5.

Prof Takami 

Sato

47 41 Add recent publica2on in NEJM. DOI: 10.1056/

NEJMoa2103485

Thank you, we have added this.  

16

4.

Dr Tero Kivelä 48 Recommenda2on

s 53-58

Consider adding an addi2onal, general 

recommenda2on regarding staging of metastases, 

please see the comment above

This will be discussed elsewhere in the 

sec2on on prognos2c markers.
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32

2.

Dr Neil Steven 48 14-16 Although coming awer comple2on of the review, 

Tebentafusp is of such significance, should there be 

a late amendment to cover the evidence published 

recently?  Importantly, this was an open-label, phase 

3 trial, randomly assigning previously untreated 

HLAA* 02:01–posi2ve pa2ents with metasta2c uveal 

melanoma in a 2:1 ra2o to receive tebentafusp 

(tebentafusp group) or the  inves2gator’s choice of 

therapy with single agent pembrolizumab, 

ipilimumab, or dacarbazine (control group), This 

means that it is not controlled and the most 

efficacious (if that is the right word) standard 

therapy, combina8on ipi+niv was not the standard 

arm. These points should be made clear. However, 

there was a survival and PFS benefit for tebentafusp 

that puts it in the running for treatment.

We have included this

24

3.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

49 3 In the staging of metasta2c disease, FDG-PET is 

not really a standard. UM are  FDG-PET neg in 

around 20-30 %. (Orcurto V, Denys A, Voelter V, 

Schalenbourg A, Schnyder P, Zografos L, Leyvraz 

S, Delaloye AB, Prior JO. (18) F-

fluorodeoxyglucose positron emission 

tomography/computed tomography and 

magne2c resonance imaging in pa2ents with 

liver metastases from uveal melanoma: Results 

from a pilot study. Melanoma Res. 2012;22:63–

69.). Bone scan is more appropriate and less 

expensive to detect bone metastases. Bone 

scan should be part of the staging and not only 

when bone pain is present.

Thank you. FDG-PET is not recommended 

as a staging procedure to clarify intra-

hepa2c disease but is a reasonable op2on 

to stage extra-hepa2c disease (including 

the brain). 
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16

5.

Dr Tero Kivelä 49 4 Not clear whether “2ssue biopsy” refers to the 

primary tumour, the metastasis, or either one.

Thank you for this comment. Change has 

been made:  

Do the results of the molecular 

profiling of the primary or metasta2c 

2ssue, or pa2ent’s germline impact on 

choice of therapy for metasta2c 

disease?

34

7.

Prof Takami 

Sato

49 4 Table is blank. It is noted that this will be added

23

5.

Prof Boris 

Bas2an

49 10 The gene is PLCB4 not PLBM4. The cumula2ve 

percentage of the muta2ons is higher…

Thank you very much for poin2ng this out. 

We have corrected it.

23

6.

Prof Boris 

Bas2an

49 12 However, reference 305 pertains to PKC (not mTOR, 

PI3K and MAPK pathways as stated in the sentence)

Thank you for poin2ng this out. Change 

has been made:  

Blockade of the pathways downstream 

of Gaq including PKC, mTOR, PI3K and 

MAPK pathways has been evaluated in 

clinical trials, with very limited benefit 

(3–6).

16

6.

Dr Tero Kivelä 49 Table 14 Incompletely populated It is noted that this will be added
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23

7.

Prof Boris 

Bas2an

49 16 

-17

This is a bit non-specific and doesn’t pertain to what 

I see as main reason fo the failure of targeted 

therapy in uveal melanoma to date, which are 

targe2ng kinases and pathways that are not 

gene2cally ac2vated selec2vely in UM. The 

oncogenic Gαq signalling that defines uveal 

melanoma is different from other cancers and 

therefore requires different targeted therapeu2c 

approaches. Resistance to MEK- inhibitors is likely 

due to feedback mechanisms as stated, but also to 

toxici2es and sub-op2mal choice of inhibitors.

Thank you very much for this per2nent 

comment. We made changes accordingly 

in the paragraph:  

Virtually all primary uveal melanomas 

harbour muta2ons in either GNAQ/

GNA11/ PLCB4/or CYSTLR2, genes all 

of which converge on the the Gaq 

signalling pathway (1,2). Blockade of 

the pathways downstream of Gaq 

including PKC, mTOR, PI3K and MAPK 

pathways has been evaluated in 

clinical trials, with very limited benefit 

(3–6). The reason for the failure of 

these trials is complex but likely 

includes nega2ve feedback loops, 

alterna2ve survival pathways u2lised 

by cancer cells under blockade, and 

sub-op2mal pharmacology of the 

trialled inhibitors (7)

27

0.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

49 20 Awer” would support their profiling in mUM 

pa2ents (29)” I would add: and test for the tumour 

muta2onal burden

This has been added – thank you for your 

feedback. Change has been made:  

Thus, if the pa2ent’s tumour or 

germline are undergoing molecular 

profiling the muta2onal status of 

MBD4 as well as the TMB es2mate 

should be noted.

16

7.

Dr Tero Kivelä 50 14 Error: only 1/42 pa2ents was treated Thank you for poin2ng out. Change has 

been made.
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16

8.

Dr Tero Kivelä 50 19  “8 LoF germline variants in MBD4 among the 1093 

consecu2ve UM case pa2ents”. This is 0.7%, in the 

French series cited. In a subsequent Finnish series, 

the numbers were 1/432 (0.23%) PMID: 32239153, 

PMID: 32421892. 

Addi2onally, soma2c MBD4 pathogenic variants are 

found in uveal melanoma, in one study 1/192 

(0.5%), and suspected in a pa2ent who experienced 

a durable complete response in the absence of a 

germline MBD4 pathogenic variant in another one in 

which tumor 2ssues was not available PMID: 

32239153, PMID: 32421892. Taken together, these 

as yet anecdotal observa2ons would rather support 

profiling from tumour 2ssue, not germline, to catch 

both soma2c and germline variants. 

Also pathogenic variant to muta2on when not 

preceded by loss-of-func2on, see above.

Thank you for poin2ng out this 

important point. Changes have been 

made:  

In addi2on, soma2c MBD4 pathogenic 

variants are also found in UM (PMID: 

32239153,PMID: 32421892). These 

o b s e r v a 2 o n s i n d i c a t e t h a t 

infrequently pa2ents with mUM can 

have uncharacteris2cally high TMB, 

poten2ally as a result of MBD4 

muta2ons or other altera2ons (PMID: 

32239153, PMID: 32421892). Thus, if 

the pa2ent’s tumour or germline are 

undergoing molecular profiling the 

muta2onal status of MBD4 as well as 

the TMB es2mate should be noted.  

16

9.

Dr Tero Kivelä 50 21 CRC, unexplained abbrevia2on Thank you abbrevia2on has been wrigen 

in full 

17

0.

Dr Tero Kivelä 50 23 Error, please see comment line 19 Thank you for your feedback. 

34

8.

Prof Takami 

Sato

50 33 Reference #315 might not be appropriate to cite in 

this sec2on.

This has been taken removed.  

17

1.

Dr Tero Kivelä 50 40 PMID lew in text by error? Deleted thank you for poin2ng this out

34

9.

Prof Takami 

Sato

50 47 HLA-A2* -> HLA-A*02:01. This should be consistent 

with other statements.

Thank you for raising this- it has been 

changed throughout the document 
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35

0.

Prof Takami 

Sato

51 4 PRAME should be added. There is an ongoing study 

[NCT04262466]

Thank you very much for your feedback. 

We have added the following sentence  

PRAME is already targeted by a 

bispecific molecule in an on-going trial 

[NCT04262466] in solid tumours, 

including UM. 

24

4.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

52 4 Not the right place for liver directed surgery 

recommenda8on

29

3.

52 Table 15 includes 2 combina2on (ipilimumab and nivolumab) 

immunotherapy studies by Pelster et al which 

showed a median OS of 19.1 months (95% CI, 9.6 

months to NR), and the Heppt study with a median 

OS of 16.1 months (95% CI 12.9-19.3). Both merit 

further discussion in the guidelines regarding beger 

outcomes (i.e. higher RR and survivals) than that 

achieved historically with single-agent 

immunotherapy (n.b 6 and 10 months median OS in 

unselected pa2ents with UM metasta2c disease, 

with PD1 and  CTLA4 blockade, respec2vely). 

Notably, the first pa2ent with UM recorded in the 

literature with ipilimumab and nivolumab 

immunotherapy remains in remission over 5 years: 

 Chan PY, Hall P, Hay G, Cohen VML, Szlosarek PW. A 

major responder to ipilimumab and nivolumab in 

metasta2c uveal melanoma with concomitant 

autoimmunity. Pigment Cell Melanoma Res. 2017 

Jan;30(6):558-562. doi: 10.1111/pcmr.12607. Epub 

2017 Jul 23. 

Thank you – the strengths and 

weaknesses of these studies have been 

described in sec2on 5.5.1.4
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17

2.

Dr Tero Kivelä 53 6 Up to 5% is not a realis2c es2mate, see comment 

page 50 line 19

Thank you the es2mate has been changed 

to <1%.  

35

1.

Prof Takami 

Sato

53 8 HLA-A2* -> HLA-A*02:01. Thank you for raising this- it has been 

changed throughout the document

17

3.

Dr Tero Kivelä 54 Linking evidence Missing It is noted that this will be added

95

.

Mr Stephen 

Fenwick

AUGIS 54 19 Laser Thermal Therapy is a type of hyperthermic 

abla2on, along with RFA and MWA, and so I am 

unclear why it is listed separately to ‘abla2on’.

Thank you for your comment, we have 

included all abla2ve therapies together

28

7.

Mr Ali Majeed 54 19 Omit ‘Laser’ as it is no longer used. Thermal abla2on 

should suffice.

Thank you for your comment, we have 

included all abla2ve therapies together

17

4.

Dr Tero Kivelä 55 16 2018 pro 1018. Changed with thanks

17

5.

Dr Tero Kivelä 56 1 Spelling “date” Changed with thanks

35

2.

Prof Takami 

Sato

56 11 Spell out PHP. Changed with thanks

38

7

Ms Jo Gumbs OcuMe

lUK

56 12 Could we consider including Chemosatura2on as a 

treatment approved by NICE in 2021, no2ng the 

NHS does not yet fund this treatment?

Thank you for your comment. We will 

reference the NICE guidelines.

17

6.

Dr Tero Kivelä 56 18 mPFS and SAE, unexplained abbrevia2on Thank you, we have clarified these 

abbrevia2ons.

17

7.

Dr Tero Kivelä 56 22  “ocular” could be uveal plus conjunc2val Thank you, we have clarified.

17

8.

Dr Tero Kivelä 56 23 mhPFS, unexplained abbrevia2on Thank you we have explained the 

abbrevia2on
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17

9.

Dr Tero Kivelä 56 29 In-text link to list of references?, remove extra line 

break

Changed with thanks

27

1.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

57 Radio-emboliza8on (SIT).. SIRT I would add the 

study of A.Pon2 as first line therapy: 

 Pon2 A, Denys A, Digklia A, Schaefer N, Hocquelet 

A, Knebel JF, Michielin O, Dromain C, Duran R. First-

Line Selec2ve Internal Radia2on Therapy in Pa2ents 

with Uveal Melanoma Metasta2c to the Liver. J Nucl 

Med. 2020 Mar;61(3):350-356.

Thank you for poin2ng out this study. We 

will include this in our review.

35

3.

Prof Takami 

Sato

57 5 IHP is not “Intra Hepa2c Perfusion. It is “Isolated 

hepa2c perfusion”

Thank you we have updated this in the 

text.

18

0.

Dr Tero Kivelä 57 8 Line 8. Spelling “SIRT” Changed with thanks

35

4.

Prof Takami 

Sato

57 8 Spell out SIT. Changed with thanks

38

8

Ms Jo Gumbs OcuMe

lUK

57 8 Replace SRT with SIRT Changed with thanks

30

3.

Dr Richard 

Carvajal

57 20 Considering adding a separate sec2on ci2ng studies 

looking at combined regional and systemic therapy, 

and perhaps a comment/recommenda2on regarding 

the inves2ga2onal nature of this approach

Thank you for your comment. We 

acknowledge this is an emerging area and 

an important area for future research. We 

will reference this in the text.

18

1.

Dr Tero Kivelä 57 30 Line 30. Addi2onal per2nent references PMID: 

29683787, PMID: 31481579

Thank you for poin2ng out these studies. 

We will include this in our review.

27

2.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

57 36 Chemo-emboliza8on (TACE) Could we add that:  The 

results of studies comparing in a randomized way 

different intrahepa2c therapies are s2ll lacking but a 

prospec2ve study is ongoing comparing TACE versus 

SIRT (NCT02936388)

Thank you for your comment. We will 

reference this study.
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35

5.

Prof Takami 

Sato

58 1 CPT-11 (Irinotecan). Thank you we will clarify.

35

6.

Prof Takami 

Sato

58 22 Need to complete. Thank you we have completed.

18

2.

Dr Tero Kivelä 58 28 Likely confounded by case mix in the absence of 

staging

Thank you for your comment. We 

acknowledge that not all published series 

include subcategoriza2on of metasta2c 

disease making compara2ve conclusions 

difficult. We will include a 

recommenda2on for future research to 

include these parameters.

18

3.

Dr Tero Kivelä 59 9 Likely confounded by case mix in the absence of 

staging, see e.g. PMID: 31150059, PMID: 30664106, 

PMID: 33595243

Thank you for your comment. We 

acknowledge that not all published series 

include subcategoriza2on of metasta2c 

disease making compara2ve conclusions 

difficult. We will include a 

recommenda2on for future research to 

include these parameters.

18

4.

Dr Tero Kivelä 59 Recommenda2on 

64

The concept of “test of 2me to exclude rapidly 

emerging diseases” is unexplained in the guidelines, 

and the wording may perhaps not be the most 

op2mal for universal clarity.

Thank you for your comment. We will 

review the text to clarify. 

27

6.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

60 I do not see a liver resec2on without geing a NED 

status. I would not recommend it for pa2ents with 

extra-hepa2c disease.

Thank you for your comment. We agree 

that pa2ents considered for surgery 

should be free of extra hepa2c disease

27

7.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

60 For liver directed therapies, the main limita2on is 

the bilirubin level. It could be men2oned.

Thank you for your comment. We feel that 

selec2on for liver directed therapy is 

mul2-factorial but that pa2ent with 

significantly deranged liver func2on tests 

should not be considered.
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96

.

Mr Stephen 

Fenwick

AUGIS 60 4 Would suggest removing the word ‘radical’, 

replacing with ‘cura2ve-intent’ liver surgery. Radical 

tends to imply aggressive, more extensive resec2on 

– whereas in this disease most surgeons would 

adopt a parenchymal preserving approach 

(obviously whilst trea2ng all known sites of disease).

Thank you for your comment. We have 

revised this text.

32

3.

Dr Neil Steven 60 4 “In selected pa2ents, radical liver resec2on may be 

associated with longer survival in case series. “ 

This is not a compara2ve statement. The word used 

should be long

Thank you. We will revise this to a 

compara2ve statement.

24

5.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

60 5 Liver resec2on: it is unusual to suggest 50 % of liver 

involvement as a bench mark for resec2on: It would 

be more appropriate to specify unilobar disease and 

up to 4  metastases 

NO liver resec2on if there are extrahepa2c disease. 

(Do I have missed some data about the use of 

surgery?)

Thank you. This was with respect to liver 

directed therapy. We will clarify.

97

.

Mr Stephen 

Fenwick

AUGIS 60 9 Does this evidence statement, that PHP and SIRT 

have the best survival outcomes, refer just to the 

evidence statement above (line 6) – ie when 

compared to other loco-regional treatments? It is 

unclear, but presumably is not sugges2ng that PHP 

and SIRT have the best survival outcomes for all 

pa2ents, including those deemed resectable? If so 

these 2 evidence statements should be combined 

into one. 

Thank you for your comment. This is with 

respect to liver directed therapy, not 

surgery. We will clarify in the text.
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27

3.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

60 10 

-11

4.4.3.5 Evidence statements  I disagree with the 

statement. There no evidence that PHP or SIRT are 

bringing a higher survival.  

I would men2on and discuss the Khoja study in line 

with the intrahepa2c therapies: PFS and OS beger 

with liver directed therapies.

Thank you for your comment. We will 

clarify that this comment relates to among 

different liver directed therapies.

35

7.

Prof Takami 

Sato

60 12 Considering development of less invasive technology 

such as microwave abla2on and stereotac2c 

radiosurgery, radical intent hepa2c resec2on should 

be re-considered.

Thank you for your comment. Although 

this may be the case we do not feel there 

is as yet sufficient evidence to support 

this.

35

8.

Prof Takami 

Sato

60 12 What is “a test of 2me”? Time from primary uveal 

melanoma treatment to development of liver 

metastasis?

Thank you. We have revised the text.

98

.

Mr Stephen 

Fenwick

AUGIS 60 Rec 63 Suggest cura2ve-intent rather than radical intent Thank you for your comment. We have 

reviewed the text.
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99

.

Mr Stephen 

Fenwick

AUGIS 60  

-61

64 1. Why is there a figure of less than 50% of the liver 

involved with tumour? I understand this was an 

inclusion criterion for the FOCUS study but is not 

relevant to surgery. If you have 50% of the liver 

involved with innumerable lesions, then clearly it is 

technically and oncologically unresectable. If 

however you have one large dominant lesion 

replacing the right hemiliver – it could occupy more 

than 50% of the liver but be resectable?  

2. ECOG PS <=1. I would argue that this is not an 

appropriate selector for liver surgery, and indeed is 

not used as such. Most liver services will use a 

combina2on of physiological assessment (eg CPET) 

and frailty assessment where appropriate to make a 

decision regarding a pa2ent’s suitability for liver 

resec2on. The nature of the surgery is also a key 

factor  - for example a laparoscopic metastasectomy 

of a small tumour is very different to a major open 

hepatectomy. I would suggest a statement along the 

lines of ‘pa2ent fit for surgical interven2on’ 

3. Absence of underlying liver disease – I am not 

clear why this has been listed as a contraindica2on 

to surgery. In other areas of metasta2c disease 

management surgeons will resect tumours from 

fagy / steatohepa22c / CASH / cirrho2c livers – 

obviously the extent of the resec2on needs to take 

account of any underlying liver disease. 

Thank you. This was with respect to liver 

directed therapy. We will clarify.

27

4.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

60 64 I would delete: “ Test of 2me”. It is too vague and 

what is the meaning in a situa2on where the median 

PFS is 1,5-3,5 months ?

Thank you. We have revised the text.
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27

5.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

60 64 Unusual to suggest 50 % as the limit for surgical 

interven2on:  

It is usually the number of metastases > 4, the 

unilobar loca2on. 

Thank you. This was with respect to liver 

directed therapy. We will clarify.

18

5.

Dr Tero Kivelä 61 Linking evidence Suggest considering staging when metastases are 

detected

Thank you. We agree that all pa2ents 

should be staged.

32

4.

Dr Neil Steven 61 “Although the data does not enable a clear 

differen2a2on that one interven2on is superior to 

another in terms of outcomes, the consensus of the 

guideline group is that PHP and SIRT have the best 

survival outcomes” 

This statement needs to make clear (i) the pa2ent 

selec2on for whom this applies (ii) if this is a 

compara2ve statement, which it is because of the 

word best, the non-preferred alterna2ves need to 

be included and (iii) given the evidence on which 

this is based, it should be worded differently, e.g. 

the GDG notes the long survival 2mes reported and, 

despite the absence of compara2ve data, the GDG 

considers it plausible that survival outcomes are 

actually beger for PHP and SIRT than for the 

alterna2ves. That would beger reflect how you are 

using the evidence. 

Thank you. We have revised the text.

35

9.

Prof Takami 

Sato

61 1 Allowing less than 50% of liver involvement would 

poten2ally increase unnecessary non-cura2ve 

surgery. This criterion should be much more strict. 

“Oligo-metastasis with RO1 intent” should be 

included her

Thank you we have clarified in the text.
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10

0.

Mr Stephen 

Fenwick

AUGIS 61 Rec 65 Instead of ‘laparoscopy’ suggest ‘laparoscopic 

assessment’ or ‘staging laparoscopy’. Also should 

there be a recommenda2on of obtaining a lesional 

biopsy in cases where there is miliary pagern / 

inoperable disease – to align with REC 62?

Thank you. We will change.

24

6.

Prof Serge 

Leyvraz

EORTC 

Ocular 

Group

61 66 I guess it was meant  “and” not or systemic 

treatments

Thank you we have clarified.

18

6.

Dr Tero Kivelä 70 Ref 102 This is a link to publisher commercial website, 

replace?

Thank you, I have changed

18

7.

Dr Tero Kivelä 71 Ref 113 Invalid authors. Thank you for poin2ng out – the sowware 

doesn’t allow for commigees so I have put 

corresponding author

18

8.

Dr Tero Kivelä 71 Ref 114 True intent to refer to the Corrigendum? Thanks for poin2ng this out: modified.

18

9.

Dr Tero Kivelä 75 Ref 156 Invalid authors. Thank you for poin2ng this out

19

0.

Dr Tero Kivelä 77 Ref 182 Invalid authors. Thank you for poin2ng this out

84

.

Prof Ber2l 

Damato

93 5 I respec�ully feel that we are missing opportuni2es 

here. See my earlier comments regarding choroidal 

naevi vs melanomas, TFSOM and MOLES. Fatal air 

embolism awer endoresec2on, even when air 

infusion is omiged? Etc. 

Management of primary tumour not 

covered in this review therefore no 

changes to 2015 guidance except for 

clarifica2on of wording in the 

recommenda2ons.

85

.

Prof Ber2l 

Damato

95 Proximity of tumour to op2c disc is no longer 

considered significant. Ultrasonography is not 

available in the community. Please see my earlier 

notes on this.

Management of primary tumour not 

covered in this review therefore no 

changes to 2015 guidance except for 

clarifica2on of wording in the 

recommenda2ons.
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86

.

Prof Ber2l 

Damato

103 Worth men2oning toxic tumour syndrome vs 

collateral damage? 

Management of primary tumour not 

covered in this review therefore no 

changes to 2015 guidance except for 

clarifica2on of wording in the 

recommenda2ons. 

87

.

Prof Ber2l 

Damato

105 Worth dis2nguishing side effects from 

complica2ons? 

Management of primary tumour not 

covered in this review therefore no 

changes to 2015 guidance except for 

clarifica2on of wording in the 

recommenda2ons.

88

.

Prof Ber2l 

Damato

109 Fatal air embolism awer endoresec2on (with & 

without air infusion)

Management of primary tumour not 

covered in this review therefore no 

changes to 2015 guidance except for 

clarifica2on of wording in the 

recommenda2ons.

89

.

Prof Ber2l 

Damato

113 19 OCT and autofluorescence imaging are very useful in 

dis2nguishing choroidal naevi from melanomas but 

are not men2oned here.

Management of primary tumour not 

covered in this review therefore no 

changes to 2015 guidance except for 

clarifica2on of wording in the 

recommenda2ons.

90

.

Prof Ber2l 

Damato

114 Table Please see comments in summary sec2on Management of primary tumour not 

covered in this review therefore no 

changes to 2015 guidance except for 

clarifica2on of wording in the 

recommenda2ons.

91

.

Prof Ber2l 

Damato

118 5.2 Specify whether ocular recurrence or metasta2c 

disease (which is not actually a ‘recurrence’ unless 

the metastasis has previously been treated 

(unsuccessfully). 

Management of surveillance not covered 

in this review therefore no changes to 

2015 guidance except for clarifica2on of 

wording in the recommenda2ons.
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a8on if 

applica

ble
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n # 

/Line # in full 

guideline

Comment Developers’ Response



92

.

Prof Ber2l 

Damato

119 5.2.2 Differen2ate between ophthalmic and systemic 

surveillance? 

Management of primary tumour not 

covered in this review therefore no 

changes to 2015 guidance except for 

clarifica2on of wording in the 

recommenda2ons.

19

2.

Dr Tero Kivelä 135 Recommenda2on 

1

Not explicit what “panels” and “molecular tools” 

i.e., for which purpose, should be refined.

Thank you – we have refined this sec2on.

19

3.

Dr Tero Kivelä 135 Recommenda2on 

2

Not explicit what prognosis, i.e. primary tumour or 

metastases, or both

Thank you – we have refined this sec2on.

19

4.

Dr Tero Kivelä 135 Recommenda2on 

3 

Not explicit what prognosis, i.e. primary tumour or 

metastases, or both

Thank you – we have refined this sec2on.

19

5.

Dr Tero Kivelä 135 Recommenda2on 

4

Obscure what should be validated Thank you – we have refined this sec2on.

19

6.

Dr Tero Kivelä 135 Recommenda2on 

6

Not explicit what prognos2c methods, i.e. primary 

tumour or metastases, or both

Thank you – we have refined this sec2on.

19

1.

Dr Tero Kivelä 135 18 Year of these recommenda2ons is not specified Will be clear in final document

19

7.

Dr Tero Kivelä 139 Table SRS, italics in error Thank you for poin2ng this out.  
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