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Haemochromatosis – sub-SIG
Agenda

1. Terminology/classification – recap

2. NICE/NCEPOD – update

3. Direct to consumer genetic tests – discussion 

4. Research opportunities

5. Primary care – the challenge of hyperferritinaemia, HFE mutation analysis

6. Patient group – GH2+

7. Recent publications of note

8. AOB 

9. Date of next meeting – Thursday 7th September 2023



Terminology

What we have …
• ICD-10 - E83.1 Haemochromatosis

What we need …
• Haemochromatosis (i.e. HH/YY with iron overload)
• Hyperferritinaemia (e.g. NAFLD, HD/CY, DD/CC etc)
• Iron Overload (i.e. proven overload in non-HH/YY 

genotypes, Ferroportin disease etc)



NICE 
Clinical Guideline 10287

• Guideline scope finalized 8th March

• Further work now suspended
• New NICE interim director of the centre 

for guidelines



NCEPOD

• Topic proposal re-submitted
• Failed to progress once again

• How to access the right patients?
• “niche” topic

• Next step – possibly re-write 
focusing specifically on 
venesection as a treatment?



Direct to consumer genetic tests

BMJ 2019;367:l5688 doi: 10.1136/bmj.l5688 (Published 16 October 2019) 



Science and Technology Committee
22 June 2021

• Pre-market assessment of direct-to-consumer tests by an independent body. This assessment should cover the 
test's clinical performance (the extent to which it can provide information about treatment of a disease, and the 
likelihood of improved outcomes) in addition to the current requirement to achieve analytical performance, which 
describes how well the test can identify the presence of a particular gene.

• The development of technical standards for direct-to-consumer genomic testing, enabling the data generated to be used 
and relied upon by Genomics England and the NHS. Clearly defining such standards would facilitate research efforts and 
reduce the burden placed on the NHS to re-test patients following testing via commercially obtained tests. It would 
also enable consumers to differentiate high quality, trustworthy products from those with lower standards.

• Considering whether to revise regulation regarding the advice and support offered when supplying genomic testing 
directly to customers. This could, for example, include a requirement for provision of genetic counselling depending on 
the severity of the condition being tested, and stipulate the predictive power of the test alongside results.

• Reconsideration of the guidance on the use of genomic testing on asymptomatic children. After hearing evidence from 
the Nuffield Council of Bioethics and researchers in the field, the Committee note concerns about testing being used 
inappropriately on children who cannot give informed consent.

• The Government should review the adequacy of the UK’s data protection framework for direct-to-consumer genomic 
testing, including the risks and opportunities presented by technological developments and growing numbers of 
consumers using direct-to-consumer genomic tests.



Chair, Rt Hon Greg Clark MP

"For thousands of people, at-home genomic testing has opened the door to a wealth of new 
information about our ancestry, our health and even the likelihood of disease. Done properly, 
genomic testing offers great potential for individual knowledge and can provide data which 
can advance medical research.

"However, these technologies can give rise to questions of quality, which are difficult for 
consumers to assess, and can sometimes pose challenging ethical questions. The 
Government has committed to a 'gold standard' for ethical and regulatory standards for 
genomics in the UK. In our Committee’s Report we set out perspectives we heard on the 
issues the Government should be considering as it devises a new regulatory framework."



Your patient recently undertook a genetic test for type 1 genetic haemochromatosis (HE mutation).

The test was conducted on their behalf by our UKAS-accredited pathology lab TDL.

The results of HFE mutation (type 1) genetic testing for your patient, tested on ……..

Patient : 

Date of birth: 

Address: 

The results were

The patient is a C282Y carrier for genetic haemochromatosis and may be at risk of iron overload from novel or untested variants of the 
condition.

The genetic test undertaken looks only for the most common variants of genetic haemochromatosis, known as C282Y and H63D (type 1). 
In the UK, these variants account for over 90% of people with genetic haemochromatosis. However. there are other less common variants 
of the condition known as Type 2 (juvenile), Type 3 and Type 4 (also known as ferroportin disease). If serum ferritin (SF) and/or 
transferrin saturation (TSAT) levels are raised, you should consider referring for genetic testing of these less common types of genetic 
haemochromatosis.

If not already undertaken recently, your patient should have a serum ferritin (SF) and transferrin saturation (SAT) test as soon as 
practicable. If their iron levels are abnormal, a referral to secondary care is necessary. If levels are normal now, it is worth monitoring 
them every 2 years

If the patient is male, a serum ferritin (SF) over 300 ug/I and/or a transferrin saturation (TSAT) over 50% indicates iron overload. If the 
patient is female, a serum ferritin (SF) over 200 ug/I and/or a transferrin saturation TSAT) over 45% indicates iron overload.

Example 1





The results of your recent genetic test for common variants of Genetic Haemochromatosis (type 1)

Following your recent genetic test, I can confirm that the results show that you are a carrier for one of the genes that causes genetic 
haemochromatosis

Genetic haemochromatosis is an inherited condition that can result in your body absorbing too much iron, leading to iron overload. The 
purpose of this letter is to explain the results of these tests.

Specifically, the test shows that you have this variant of the condition

Carrier H63D

What to do next

We have written to your GP with a copy of your results. Your GP is now aware that you have been genetically tested and what the results 
are. We have also sent them a cop of our "Quick Guide for General Practitioners" which explains what they should be doing next, 
depending on your circumstances.

If you would like to discuss your test results with our qualified Advanced Nurse Practitioner, please book an appointment online here: 
https://www.haemochromatosis.org.uk/genetic-appointment. We offer appointments for up to 45 minutes to discuss your results and to 
answer any questions you may have. Appointments are available weekly on a first-come first-served basis. Please book online.

If you do have any concerns our charity has a helpline available on 03030 401 102* (Monday to Friday 12 Noon - 3pm) or email 
helpline@huk.org.uk. This service is free and is staffed by trained volunteers who have the condition. They can provide information and 
advice to you and your family.

If you are not already a member of our charity, you may be interested in joining. We provide a range of additional services for members, 
including.

Over a dozen expert booklets, packed with useful information about living …..

Example 2



The Doctors Laboratory



The Doctors Laboratory



Example 3



Example 4



Discussion



Definitions and Terminology
HIC

Insignificant 0 - <75 µmol/g 0 – 4 mg/g

Mild 75 - <100 µmol/g 4 – 6 mg/g

Moderate 100 - <150 µmol/g 6 - <8 mg/g

Severe 150 - <300 µmol/g 8 - <16 mg/g

Extreme >300 µmol/g >16 mg/g

Ref Henninger et al, European Radiology (2020) 30:383-393 

Terms (consistency)
• Haemochromatosis – HH/YY with iron overload
• Hyperferritinaemia – including HD/CY, DD/CC etc
• (proven) Iron Overload – HH/CC, Ferroportin etc



Extended genetic testing



Research opportunities

a. Existing patient populations
• Curation of existing data – patient spreadsheet
• Retrospective analysis of biomarkers (ELF, HbA1c etc)

b. New clinical presentations
• Phenotypic characterization
• Symptom scores/QoL measures - fatigue

c. Genotypically identified individuals
• Our Future Health

d. Venesection trial



Common dataset

Tier 1 data Tier 2 Tier 3



Common dataset

Tier 1 data Tier 2 Tier 3

Patients sorted by genotype



Primary care group

• Hyperferritinaemia paper submitted to BMJ
• Stewart et al

• Aligned to EASL guidelines
• Describes …
• Other causes of hyperferritinaemia
• Guidance on thresholds for HFE testing and referral
• Use of cascade screening

• Possibility to create aligned GP educational materials



Patient group

• UK based
• A committee of expert patients to advise us on our 

work, patient-related activities and clinical research
• Seeking alignment with European and International 

groups/societies (e.g. EFAPH and HI) 



Recent publications of note

doi.org/10.1007/s10620-023-07873-w doi.org/10.1007/s10620-023-07880-x

doi.org/10.1016/S0140-6736(23)00287-8



MRLIC Survey – why now?

• EASL guidelines published June 2022 strongly 
support the use of MRLIC in the investigation of 
hyperferritinaemia:

“In patients with an unclear cause of hyperferritinemia, biochemical iron overload 
(increased transferrin saturation and ferritin) or positive liver iron staining, MRI 
should be used to quantify hepatic iron concentrations and to assess extrahepatic 
organ involvement (LoE 4, strong recommendation, strong consensus).”

• This is more definitive than BSH/ BSG 2018 or ACG 
2019 guidance.

Chris Cusson



MRLIC Survey - aims

• We hope to gain insight into the use of MRLIC:
• Is it universally available?
• How is it being used?
• Is there variation in its application? E.g. between 

specialties or care setting
• Are there barriers to it’s use? 
• Are liver biopsies still being used to assess LIC?

• Short electronic survey disseminated among 
radiologists, gastroenterologists/ hepatologists and 
haematologists

Chris Cusson



Forthcoming meetings



Any Other Business

a. Materials to share via BASL website
b. We would (still) welcome an endocrinologist
c. Date of next meeting

- Thursday 7th September 2023

d. Apply to BSG, BASL and BSH to support combined 
iron disorders meeting/symposium??

e. Any further suggestions

jeremy.shearman@doctors.org.uk
07778 659402 

mailto:jeremy.shearman@doctors.org.uk

