Myaware UK
			
6th Feb 2025 

Dr Mark Chakravarty
Lead non-executive director for appeals 
National Institute for Health and Care Excellence
2nd Floor
2 Redman Place
London E20 1JQ

Dear Dr Chakravarty,
Re – Efgartigimod for treating generalised myasthenia gravis [ID4003] (in development)

1.1 Introduction
Myaware UK with support from the UK Myasthenia Gravis Special Interest Group (MG- SIG) of the Association of British Neurologists (ABN) is making an appeal on the draft guidance regarding the use of efgartigimod for treating generalised Myasthenia Gravis (gMG). It is the opinion of the group that the available evidence of the real-world efficacy of efgartigimod has not been taken into consideration in reaching this decision. We also believe that the equity of access to other treatments, such as IVIg and Plasma exchange has not been considered in detail, nor have the risks of such treatments. The UK MG Guidelines have been written and are currently under review; these guidelines provide clarity about the place of efgartigimod in the treatment pathway. The proposed treatment algorithm developed as part of these guidelines has not been considered in detail nor has the role of the MG multi-disciplinary team meeting which will ensure judicious and appropriate use of a costly/novel drug. The MG- SIG are concerned that expert evidence submitted as part of committee meetings/ responses to previous reports has not been considered and the voice of patients has not been adequately heard. We therefore appeal the draft guidance of the committee on the basis that the recommendation is unreasonable in the light of the evidence submitted to NICE (Ground Two).

2.1	The real world evidence of the efficacy of efgartigimod in the proposed treatment population has not been adequately considered 
The ADAPT trial (Howard et al. Lancet Neurol. 2021.) provided randomised control trial evidence regarding the use of efgartigimod in gMG patients with MG Activities of Daily Living (MG-ADL) score of ≥5. However, the committee correctly say that ‘the inclusion criteria for ADAPT may not reflect the population that could have efgartigimod in NHS clinical practice’. We as UK MG experts assert that efgartigimod should be used in a small number of carefully selected patients with treatment resistant MG, that is those with an MG-ADL score of ≥5 despite adequate treatment with at least two non-steroidal immunosuppressant (NSIST) drugs or those with frequent crises requiring rescue treatment and hospital admission. 

Although the patient population in ADAPT did not uniformly meet these criteria, we have real world evidence that shows the efficacy of efgartigimod in patients with refractory gMG (Moniz Dionísio J, et al., J Neurol Neurosurg Psychiatry. 2025). These data examined the efficacy and tolerability of Efgartigimod in 48 patients with refractory gMG in the UK. In this cohort, the average MG-ADL score was 11.2 the average number of NSISTs used was 2.4, over 50% of patients had used Rituximab and over 50% had required regular IVIg or PLEX prior to treatment with Efgartigimod. 75% of patients treated were treatment responders- as defined by a drop in MG ADL score of 2 points or more in the first cycle, showing the rapid efficacy of efgartigimod in this cohort. The efficacy of efgartigimod over four cycles was examined and the mean reduction in MG-ADL score at the end of each cycle was, respectively, −4.6, -3.9, -3.4 and -4.2 in the first, second, third and fourth treatment cycles respectively. There was a mean reduction in the MG-ADL score of 7.8 points when scores were compared prior to treatment initiation to the end of cycle 3.  

Furthermore, other real-world cohort studies demonstrate the efficacy of efgartigimod in the refractory population in whom we as MG experts propose to use this drug. These studies were not considered in the draft guidance. As efgartigimod is a new treatment, the MG-SIG believes that all available evidence should be considered by the committee in reaching a decision. 

The evidence from real world studies in patients with gMG that reflect the population in whom efgartigimod use is proposed is summarised below:

	Moniz Dionísio  J et al.,  J Neurol Neurosurg Psychiatry. 2025 
	A retrospective review of 48 patients who were treated with efgartigimod under the UK Early Access to Medicine Scheme. 
	75% of patients had a reduction in MG-ADL of ≥2 points. Mean intracycle reduction in the MG-ADL score in the first, second, third and fourth cycles were -4.6 to -3.9, -3.4 and -4.2. No rescue treatments were required 

	Silvestri NJ. Muscle Nerve. 2025
	A retrospective review of 19 pts who were not adequately controlled on oral meds/ IVIg who were treated with efgartigimod. 
	19 pts were treated with a mean of 4.4 cycles of efgartigimod. 100% had clinically meaningful improvement in ADL with a mean reduction of 5.8 points. 37% achieved Minimal symptom expression (MSE). Mean (SD) prednisolone dose decreased from 20 (20.7) to 3.1 (5.2mg). 3 patients were able to discontinue all other therapies. 

	Nomura T, et al., Front Neurol. 2024 
	A single centre review of 16 pts who had received at least one cycle of efgartigimod. 11/16 were class MGFA III or higher. 16/16 were taking prednisolone, 15/16 were taking additional NSIST, 13/16 had received plasma exchange or IVIg over the previous year 
	94% patients completed one cycle of efgartigimod. 71% of patients showed clinically meaningful improvements in QMG score after one cycle. 46% of patients reduced prednisolone dose. 

	[bookmark: _Hlk189592961]Remijn-Nelissen et al., Muscle Nerve. 2024 
	A retrospective cohort study of 16 pts with refractory MG. 56% of patients required regular IVIg or PLEX prior to efgartigimod. The average MG ADL was 7.9 
	50% of patients were MG ADL responders after 1st treatment cycle. 44% of patients reduced their prednisolone dose There was a significant improvement in the MG QOL score from baseline to week 4. 


	Suzuki S et al., Neurol Clin Pract. 2024 
	A retrospective review of 36 patients who had received Efgartigimod. 72% had refractory MG 
	62% of pts were MG AL responders- the average fall in in MG ADL was 3.6 points. Prednisolone dose was reduced in 23% of patients

	Fuchs L et al., J Neurol. 2024 
	A review of 22 patients who had a total of 59 treatment cycles –
	86% of pts improved by at least 2 MG ADL points. Prednisolone dose was reduced in 90% of patients 


	Mehrabyan A et al., Muscle Nerve. 2024.
	A retrospective review of 7 refractory gMG patients previously treated with maintenance PLEX, switched to efgartigimod 
	All patients in this institution who were treated with regular PLEX for MG were changed to efgartigimod and 43% achieved a status of MSE

	Frangiamore R et al., Eur J Neurol. 2024 
	A review of 19 patients with gMG~ treated with efgartigimod, 8 were AchR antibody positive. In the 12 months before Efgartigimod 42% had required hospital admission, 79% required PLEX or IVIg and 16% were admitted to ICU 
	MG ADL scores fell by 4.2, 4.9, 4.5, 5.4 and 6.5 at the end of Cycles 1,2,3,4 and 5 respectively. 60% of patients reduced prednisolone dose. No patient required hospitalisation for MG following efgartigimod treatment, one patient required rescue therapy 

	Singer M, et al., Muscle Nerve. 2024 
	A retrospective review of 17 patients treated with efgartigimod. 70% of patients were treatment refractory
	 Patients treated with efgartigimod improved their MG-ADL score by an average of 5.5 points at 3 months and 7.1 points by 6 months (p < .001. 40% of patients achieved minimal symptom expression. All patients on steroids were able to reduce the prednisolone dose. The average prednisolone dose decreased by 18mg a day at 6 months 

	Katyal N  et al., Muscle Nerve. 2023.
	A retrospective review of 36 patients who received Rituximab. 12 patients were previously on IVIg/PLEX 
	72% had clinically meaningful reduction in MG ADL and 25% of patients achieved MSE after 1 cycle. Of the patients on regular IVIG/PLEX, the mean reduction in MG ADL score after cycle 1 was 2.25. 




2.2 	The equity of access to, and risks associated with alternative treatments were not adequately considered 

The committee discuss the use of IVIg/PLEX in patients with gMG. Dionísio et al. showed that efgartigimod reduces the use of IVIg and PLEX in patients with refractory gMG. However, the ability to access these treatments is not discussed. It is well recognised that there are UK and worldwide shortages in IVIg with over 60% of hospital providers reporting shortages in IVIg (So-Osman C et al. 2024). 
Plasma exchange is an alternative treatment for patients with refractory gMG but it is not widely available outside specialist centres. 
The inability of patients to access these treatments has not been considered adequately, particularly as efgartigimod is given as a subcutaneous treatment and can be given in the patient’s home. This has the potential to reduce inequity of access to care, a key problem that has been identified in multiple UK studies. (www.gettingitrightfirsttime.co.uk). 

The cost benefits of avoiding hospital admissions, reducing day case/out -patient times and benefits in terms of patients potentially returning to work due to the mode and place of treatment has not been considered.  

Furthermore, the risks of such treatments including potentially fatal thromboembolic complications of IVIg or the risks of PLEX related to vascular access have not been considered in detail. 

Trial and real- world evidence supports efgartigimod as a drug with a rapid onset of action, and therefore provides an important alternative for patients who cannot receive PLEX or IVIg.


2.3	There has not been adequate consideration of the UK MG SIG plan to ensure judicious use of targeted treatment 	 

The landscape of the treatment of gMG is changing in the light of new developments. The existing UK MG treatment guidelines (Sussman J, et al., Pract Neurol. 2015) are out of date given the advances in the management of gMG- not just in relation to the new targeted therapies but also with regard to the use of thymectomy, prednisolone and rituximab. These guidelines have been rewritten after a twelve-month consultation process with UK MG experts and are currently under review by the Association of British Neurologists. A draft treatment algorithm was submitted in academic confidence to the NICE committee prior to a committee meeting in May 2024 but was not referenced in detail in the draft report. These new guidelines aim to clarify the place of efgartigimod in the treatment algorithm of gMG, to stipulate its use as a treatment in a small cohort of patients who are not adequately managed on standard treatments and those who require frequent rescue treatment and hospital admission and to highlight the need for patients who are being considered for such treatments to be discussed in specialist regional MDTs. The new guidelines also aim to optimise standard of care treatments for the vast majority of gMG patients who do not require targeted treatment and will ensure that targeted therapies are used judiciously and efficiently with agreed stopping criteria in a carefully selected group of patients. The MG-SIG believe that the proposed treatment algorithm that has been submitted to the committee have not been given due consideration. 


2.4	There has been a lack of consideration of the evidence provided by experts in NICE committee meetings and in responses to previous draft reports. 

Three UK MG experts participated in the four committee meetings held on this appraisal. In addition, MG experts responded to previous publications of draft guidance in the topic. The MG-SIG cannot find evidence that their comments and the evidence they provided have been adequately considered in this report. 
There are a number of examples that highlight this including: 

· The use of PLEX in MG had been highlighted to the committee by MG experts in early meetings and in early draft responses but this is not evident in the report.

· Incorrect statements such as ‘NHS England considers rituximab, an anti-B-cell monoclonal antibody treatment, to be an alternative treatment to IVIg’ remain in the report. This statement is factually incorrect. There is no evidence or clinical experience to suggest that rituximab is an alternative to IVIg- nor is it used in this way in clinical practice. The fact that this statement is incorrect had been highlighted multiple times to the committee but remains in the report. 
 
· There are examples in the report of comments from single individuals that do not necessarily reflect the experience of the MG-SIG group as a whole, whereas others who also submitted comments have not been quoted in a similar way. The MG-SIG are concerned that some comments have been selected for inclusion in this report whereas other comments have been overlooked. 


2.5	There has been insufficient consideration of evidence provided by patients and caregivers 

Patients with MG took part in the NICE committee meetings. However, the MG-SIG have heard comments from these patients afterwards that due to the severity of their condition, they were not able to speak fully or at length; MG is known to cause fatigable weakness of speech. Furthermore, due to the rare nature of MG and the lack of widespread media coverage regarding treatments for MG, many patients have told us that they feel their disease is hidden. Many were not aware of the NICE consultation and have said that they feel they were not able to contribute / provide evidence as they would have wished to. The MG-SIG is concerned that the patients and carer-givers voice has not been adequately considered during this consultation. 


3. Conclusion

MG is a potentially life-threatening condition with considerable morbidity and mortality. The vast majority of patients can be managed with standard of care treatments. However, there is an unmet need for the small proportion of patients who do not adequately respond to standard treatments, require frequent hospital admission and are high users of treatments such as IVIg and PLEX. There are robust UK data that confirm the efficacy of efgartigimod in these patients that have not been adequately considered in the report. 

There are well recognised disparities and variations in access to neurological treatments around the UK and this has not been adequately addressed in this draft report, particularly as access to a home administered subcutaneous treatment would help reduce this variability. Many countries around the world have access to efgartigimod, including the US, Japan, China and many European countries. This decision puts UK MG patients at disadvantage to other, similar patients worldwide. 

MG specialists are dedicated to improving the care of MG and have developed clear guidelines to ensure the judicious and careful use of a costly treatment in a resource poor environment.t This has not been taken into consideration by the committee, nor have the comments that were submitted during the consultation process. 

MG patients are vulnerable and due to the nature of their condition find it difficult to contribute to long meetings. MG is a rare disease with little public awareness meaning that many patients and caregivers were not able to participate in the consultation as they would have wished to. 

On the basis of all the above points we as a group of MG experts view the decision of the NICE committee as mistaken, and would be happy to proceed with any oral or written appeal that may be required. 

Yours sincerely
XXXXXXXXXXXXXXXXXXXX, Myaware, UK 
With support from

XXXXXXXXXXXXXXXXX, Portsmouth Neurology, Queen Alexandra Hospital, Cosham, Portsmouth, UK 
XXXXXXXXXXXXXXXXXXXXXXX, Queen Elizabeth University Hospital, Glasgow, UK
XXXXXXXXXXXXXXXXXXXXXXXXX, Department of Neurology, St George’s University Hospital, London, UK
XXXXXXXXXXXXXXXXXXXXX, Department of Neuroscience, Sheffield Teaching Hospitals NHS Foundation Trust, Sheffield, UK
XXXXXXXXXXXXXXXXXX, Department of Neurology, Morriston Hospital, Swansea, Wales, UK.
XXXXXXXXXXXXXXXX, Department of Neurology, University Hospitals Birmingham NHS Foundation Trust, Birmingham, UK
XXXXXXXXXXXXXXXXX, Department of Neurology, Cambridge University Hospitals 
NHS Foundation Trust, Cambridge, UK
XXXXXXXXXXXXXXXX, Department of Neurology, King's College Hospital, London, UK
XXXXXXXXXXXXXXXX, Wessex Neurological Centre, University Hospital Southampton, Southampton, UK
XXXXXXXXXXXXXXXXXXXXXX, Barts NHS Trust, London, UK 
XXXXXXXXXXXXXXXXXXXX, Department for Neuromuscular Disease, National Hospital for Neurology and Neurosurgery, Queen Square, London, UK
XXXXXXXXXXXXXXXX, Department of Neurology, Imperial College London, London, UK
XXXXXXXXXXXXXXXX, MDUK (official endorsement)
XXXXXXXXXXXXXX, MDUK (official endorsement)

On behalf of The UK MG Special Interest Group of the Association of British Neurologists 



Address for correspondence: 
The College, College Business Centre, The College Business Centre, Uttoxeter New Rd, Derby DE22 3WZ
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