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Executive summary

Burden of generalised myasthenia gravis

Generalised myasthenia gravis (QMG) is a chronic autoimmune disease that causes
severe weakness and fatigue in muscles responsible for breathing, swallowing and
mobility (1, 2). The characteristic fluctuating muscle weakness is caused by
inappropriate activation of the complement system which disrupts normal signalling
between nerve fibres and muscles.

The severe and debilitating symptoms of gMG impose a substantial clinical, humanistic
and financial burden on patients and their caregivers (3-18), and a considerable
economic burden on the healthcare system (19-27). In addition to lifelong symptoms that
impair day-to-day living (4), patients with gMG face the risk of myasthenic crisis (9-12), a
life-threatening deterioration of muscle weakness and respiratory failure requiring
intensive care with mechanical ventilation (9, 21, 28, 29).

While treatment options are available, around 15% patients with gMG are refractory to
standard therapy and continue to experience poor symptom control, a severe disease
burden, and poor quality of life (QoL) (30-33). These patients are at an increased risk of
myasthenic exacerbation and crisis and are more likely to use healthcare resources,
leading to a high economic burden (19-24, 34-36).

Unmet need

Patients with refractory gMG have an urgent unmet need for more effective and less
burdensome treatments. Currently, the only treatments for these patients are chronic
intravenous immunoglobulin (1VIg) or plasma exchange (PLEX), which have limitations
related to availability and treatment burden and are costly to the healthcare system. In
addition, 1VIg and PLEX are not licensed for the chronic treatment of gMG (19, 20, 37-
41).

Patients face a severe treatment burden from standard immunosuppressant therapies
(ISTs) and must balance the benefits of controlling symptoms with severe, debilitating
side effects. Long-term use of standard treatments is associated with side effects, for
example skin cancer with azathioprine (42). Corticosteroids (CSs) in particular are
associated with severe side effects such as diabetes, osteoporosis, depression and
infection, which can trigger a myasthenic exacerbation (11, 34, 43-45).

There is an unmet need for a licensed targeted treatment with a fast onset of action that
minimises the symptom burden, as well as the burden of therapy, reduces the risk of
myasthenic exacerbations and crises, and improves QoL for patients who are refractory
to available treatments.

Clinical effectiveness

Zilucoplan will be the first and only once-daily C5 complement inhibitor that can be self-
administered at home by subcutaneous (SC) injection for patients with AChRAb-+ gMG
who are refractory to standard treatments. The availability of zilucoplan is expected to

reduce the devastating impact of uncontrolled disease, as well as the treatment burden

Company evidence submission template for [evaluation title] 12



associated with non-specific treatments such as CSs and other ISTs, to patients, carers,
and the healthcare system, improving QoL for patients with high unmet needs.

The clinical outcomes reported in Section B.2 demonstrate that zilucoplan provides
statistically significant and clinically meaningful improvements in the signs and symptoms
of disease activity, and QoL, with a fast onset of action (treatment effect of zilucoplan vs
placebo was observed as early as Week 1) and durability of response || GcGN of
the extension study [RAISE-XT]). A treatment that is fast-acting will reduce the disease
burden for refractory patients, who may cycle through different ISTs without achieving
symptom control and are at risk of myasthenic exacerbation and crisis whilst they wait for
treatment effect (34, 46). Zilucoplan may also reduce the need for CSs and the
associated side effects (47), as well as the need for rescue therapy (with IVIg or PLEX)
(47, 48). Reducing the need for rescue therapy is expected to reduced medical
resources and costs associated with managing exacerbations.

Zilucoplan as an add-on to standard of care (SoC) was associated with a favourable
safety profile and was generally well tolerated by patients with gMG in the Phase Il trial,
RAISE. The safety profile of zilucoplan in RAISE-XT was consistent with findings in
RAISE, with no new safety signals observed, demonstrating long-term safety and
tolerability up to 96 weeks with zilucoplan 0.3 mg/kg.

Economic value

A state transition Markov model was developed to evaluate the cost effectiveness of
zZilucoplan as a treatment for adult patients with gMG from the perspective of the UK
NHS/PSS. This structure captures the chronic nature of gMG and the variability in
symptom severity experienced by gMG patients. The base case compared zilucoplan
with efgartigimod, Ig/SClg, and plasma exchange in adult patients utilising the RAISE
trial as the source of clinical characteristics.

Base case deterministic ICERs for zilucoplan compared with efgartigimod, 1VIg/SClg and

plasma exchange (PLEX) are | GG < B, cspectively.

The model predicts discounted QALY gains of 0.0294 in comparison with efgartigimod,
0.0986 in comparison with 1VIg/SCIlg and 0.1077 in comparison with plasma exchange.
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B.1. Decision problem, description of the technology
and clinical care pathway

B.1.1  Decision problem
The full anticipated marketing authorisation for zilucoplan is as || EGccNNGNG

OO
I i line with the scope issued

by the National Institute for Health and Care Excellence (NICE) (Table 1).

This submission is for zilucoplan as an add-on to standard therapy for the treatment of
adult patients with refractory AChR antibody-positive gMG, if:

¢ the disease has not responded to other systemic treatments, including
pyridostigmine, corticosteroids, azathioprine, mycophenolate mofetil, methotrexate
and ciclosporin, or these options are contraindicated or not tolerated, and

the disease is uncontrolled, as defined by a MG-ADL score of 26 or a QMG score of
212, and

an alternative option to efgartigimod (subject to NICE approval), and/or

an additional therapy such as immunoglobulin (Ig) or PLEX is being considered, or
patients are being treated chronically with Ig/PLEX

Patients with refractory gMG have an urgent unmet need for more effective and less
burdensome treatments than what is currently available. There are currently no
treatments for these patients other than chronic intravenous immunoglobulin (1VIg) or
plasma exchange (PLEX), which have limitations related to availability and treatment
burden, and are costly to the healthcare system. In addition, IVIlg and PLEX are used off
label as they are unlicensed for the chronic treatment of gMG. (see Sections B.1.3.3 and
B.1.3.1.5) (19, 20, 37-41).The population of adult patients with AChR antibody-positive
gMG who are refractory to treatment is in line with those who clinicians are expected to
prioritise for targeted treatment. A pre-specified sub-group analysis was conducted on
the cohort specified in this submission, with similar outcomes to the broad population.
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Table 1: The decision problem

Final scope issued by NICE Decision problem addressed in the company Rationale if different from the final
submission NICE scope
Population Adults with AChR antibody-positive Adults with refractoryt AChR antibody-positive There is a high unmet need for a
generalised myasthenia gravis. generalised myasthenia gravis, if: novel effective treatment with an
e the disease has not responded to other systemic acceptable safety profile in this patient
treatments, including pyridostigmine, population as there are currently no
corticosteroids, azathioprine, mycophenolate treatments other than chronic
mofetil, methotrexate and ciclosporin, or these IVIg/PLEX, which are a burden to the
options are contraindicated or not tolerated, and patient and costly to the healthcare
, , ) system. There is limited evidence
o the disease is uncontrolled, as defined by a MG- available on the effectiveness of IVIg
ADL of 6 or more or a QMG of 12 or more, and in MG, and issues with supply and
e an alternative option to efgartigimod (subject to access. In addition, IVlg and PLEX
NICE approval), and/or are used off label as they are
e an additional therapy such as immunoglobulin (Ig) | Unlicensed for the treatment of gMG.
or PLEX is being considered, or patients are being | In addition, adult patients with AchR
treated chronically with Ig/PLEX antibody-positive refractory gMG is in
line with patients who clinicians are
expected to prioritise.
The evidence base for zilucoplan is
based on a proportion of patients
I /ho had refractory gMG at
baseline in the pivotal phase lll trial
(RAISE) and as such provides
sufficient subgroup data to perform
meaningful indirect comparisons or
allow cost cost-effectiveness analyses
in refractory MG.
Intervention Zilucoplan Zilucoplan -




Final scope issued by NICE

Decision problem addressed in the company

Rationale if different from the final

submission NICE scope
Comparator(s) Efgartigimod (subject to NICE e Efgartigimod (subject to NICE evaluation) 1. Is anticipated that efgartigimod
evaluation) e IVIg and PLEX will be approved for use in
SoC without zilucoplan refractory gMG _patients (subject
(including CSs and ISTs?, with or to NICE evaluation)
without 1VIg or PLEX) 2. IVIg/PLEX (added to CSs and
ISTs?) is the current SoC in
patients who are refractory to
treatment
Outcomes Improvement in MG e Improvement in MG (MG-ADL responder) Many patients with gMG require a

Time to clinically meaningful
improvement

Mortality

Number of hospitalisations
Adverse effects of treatment
Health-related quality of life

Time to clinically meaningful improvement
Mortality

Number of hospitalisations

Adverse effects of treatment

Health-related quality of life (in patients and carers)

caregiver for daily activities, which
leads to reduced employment
(productivity loss) and reduced QoL in
those caring for gMG patients (14, 17,
18). Therefore, carer disutility was
addressed in the submission
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Final scope issued by NICE Decision problem addressed in the company Rationale if different from the final

submission NICE scope

Special Guidance will only be issued in There is geographic variability in treatment -
considerations | accordance with the marketing availability and access to specialist centres, which
including authorisation. Where the wording of | introduces inequality among patients with MG in terms
issues related the therapeutic indication does not of access to care. The introduction of zilucoplan will
to equity or include specific treatment improve equity of access to treatment, as access will
equality combinations, guidance will be not be restricted based on geography, and patients will

issued only in the context of the be able to receive zilucoplan as a self-administered SC

evidence that has underpinned the injection in their own homes. Treatment at home will

marketing authorisation granted by reduce HCRU and help alleviate capacity challenges in

the regulator hospitals and long waiting times in the NHS, compared

with the comparators, which require in-hospital
administration. In addition, the rapid onset of action of
zilucoplan provides benefit to patients versus currently
available treatment.

There is health inequality between males and
females in terms of the burden of MG. Like other
autoimmune conditions, MG is more prevalent in
female patients than male, with female patients making
up 60% of the MG population (49, 50). As females are
younger than males at disease onset (mean age of
disease onset is 35+18 vs 45+18 years, respectively
[p<0.001]) (51), they are exposed to a greater total
burden throughout their lives than men, and through
more of their working life.

tRefractory as defined in the RAISE clinical study: patients on treatment for 21 year with =2 of the following therapies: prednisone, azathioprine, mycophenolate, cyclosporine,
cyclophosphamide, methotrexate, tacrolimus, rituximab, eculizumab, other corticosteroids for gMG, other ISTs, or history of treatment with =21 of these therapies for 21 year,
and required chronic PLEX, IVIg, or SClg at least every 3 months for the 12 months prior to enrolment.

I ISTs (including mycophenolate) are not currently licenced for MG in the UK (25, 26, 52-55).

Abbreviations: AChR, acetylcholine receptor; gMG, generalised myasthenia gravis, IST, immunosuppressant therapy, 1VIg, intravenous immunoglobulin; MG, myasthenia
gravis; MG-ADL, Myasthenia Gravis Activities of Daily Living; MGC, MG Composite; MGQoL15r, MG Quality of Life 15-ltem Scale; MSE, minimal symptom expression; PLEX,
plasma exchange; QMG, Quantitative Myasthenia Gravis; SC, subcutaneous; SClg, subcutaneous immunoglobulin.
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B.1.2

Description of the technology being evaluated

Zilucoplan is the first and only once-daily subcutaneous, targeted peptide inhibitor of
component 5 (C5 complement inhibitor Figure 1), which can be self-administered at
home by adult patients with refractory AChR antibody positive gMG — and is the newest
addition to UCB’s family of approved medicines (Table 2).

Table 2: Technology being evaluated

UK approved name and
brand name

The generic name of the drug is zilucoplan. The brand name is
ZILBRYSQ®.

Marketing authorisation/CE
mark status

Positive CHMP opinion was issued on 15 September 2023.
UK regulatory approval is expected in via the
European Commission Decision Reliance Procedure route.

Indications and any
restriction(s) as described
in the summary of product
characteristics (SmPC)

Itis eercted that zilucoilan will be indicated -

Mechanism of action

Zilucoplan is a peptide that inhibits the effects of the
complement protein C5 through a dual mechanism of action. It
specifically binds to C5, thereby inhibiting its cleavage by the
C5 convertase to C5a and C5b, which results in a
downregulation of the assembly and cytolytic activity of the
membrane attack complex (MAC). Additionally, by binding to
the C5b moiety of C5, zilucoplan sterically hinders binding of
C5b to C6, which prevents the subsequent assembly and
activity of the MAC, should any C5b be formed. Zilucoplan’s
rapid and sustained inhibition of C5 and the downstream
complement cascade prevents functional impairment of the
NMJ in patients with AChR antibody positive (AChR-Ab+) gMG
(56-59).

Method of administration
and dosage

e Zilucoplan is self-administered as a subcutaneous
injection once daily from a prefilled syringe

Dosage of zilucoplan is based on patient weight at
approximately 0.3 mg/kg/day: The total daily dose by body
weight range (kg) is listed below:

o <56 kg: 16.6 mg dose
o 256 to <77 kg: 23 mg dose
o 277 Kkg: 32.4 mg dose

of a course of treatment

Additional tests or None
investigations
List price and average cost | List price: || EGTGcNzNzN

Average cost of a course of treatment at list price: (cost of
maintenance treatment for 1 year):

Patient access scheme (if
applicable)

This submission includes the confidential simple patient
access scheme (PAS) for zilucoplan, implemented as ||

Abbreviations: AChR-Ab, acetylcholine receptor antibody; C, complement; CHMP, Committee for Medicinal
Products for Human Use; EMA, European Medicines Agency; FDA, Food and Drug Administration; gMG,
generalised myasthenia gravis; MAC, membrane attack complex; NHS, National Health Service; NMJ,
neuromuscular junction; ODD, Orphan Drug Designation; PAS, SmPC, Summary of Product Characteristics;

UK, United Kingdom.




Figure 1. Mechanism of action of zilucoplan
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Source: Howard et al, 2021 (60).

(A) Activation of the terminal complement cascade in gMG and (B) inhibition by zilucoplan. Graphics are
schematic representations and are not true to scale. In panel A, cross-linking of AChRs by anti-AChR
antibodies initiates the classical complement cascade, leading to cleavage of C5 and assembly of the MAC.
In panel B, zilucoplan binds C5 at the location corresponding to C5b, thereby inhibiting both the cleavage of
C5 and the binding of C6 to pre-formed C5b, thus preventing assembly of the MAC.

Abbreviations: ACh, acetylcholine; AChR, acetylcholine receptor; C[x], complement component [x]; gMG,
generalized myasthenia gravis; MAC, membrane attack complex; NMJ, neuromuscular junction.
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B.1.3  Health condition and position of the technology in the

treatment pathway

Disease overview

Generalised myasthenia gravis (QMG) is a chronic autoimmune disease that
causes severe weakness and fatigue in muscles responsible for breathing,
swallowing and mobility (1, 2)

The severe and debilitating symptoms of gMG impose a substantial clinical and
humanistic burden on patients and their caregivers (3-18), and a considerable
financial burden on patients and the healthcare systems (19-27)

o In addition to lifelong symptoms that impair day-to-day living (4), patients with

gMG face the risk of myasthenic crisis (9-12), a life-threatening deterioration of
muscle weakness and respiratory failure requiring intensive care with
mechanical ventilation (9, 21, 28, 29)

It is estimated that there are 19,053 people living with MG in England (61)

Current treatment pathway and position of technology

There is a need for licensed targeted therapy for patients with refractory gMG (15%
of the patient population (32, 33)). Established clinical management includes non-
targeted treatments that have been repurposed for use in MG. Despite available
treatment options, some patients with gMG are refractory to standard therapy and
continue to experience poor symptom control, a severe disease burden and poor
QoL (30, 31)

o Currently available treatments are associated with limitations such as
burdensome side effects, limited availability and delayed treatment effect of up
to 18 months (11, 34, 37, 38, 42-46, 62)

o Patients who are refractory to treatment are at an increased risk of myasthenic
exacerbation and crisis and are more likely to use increased healthcare
resources, leading to a high economic burden (19-24, 34-36)

o Expert opinion suggests that a patient presenting in myasthenic crisis (explosive
onset) can easily accumulate >£100,000 per patient in costs by remaining in
intensive care for a month or more

There is an unmet need for a licensed targeted treatment with a fast onset of
action that minimises the symptom burden, as well as the burden of therapy,
reduces the risk of myasthenic exacerbations and crises, and improves QoL for
patients who are refractory to available treatments

Zilucoplan will be the first and only once-daily C5 complement inhibitor that can be
self-administered at home by subcutaneous (SC) injection for patients with
AChR-Ab+ gMG who are refractory to standard treatments. The availability of
zZilucoplan is expected to reduce the devastating impact of uncontrolled disease, as
well as the treatment burden associated with non-specific treatments such as CSs,




on patients and the healthcare system, improving QoL for patients with high unmet
needs

o Clinical outcomes reported in Section B.2 demonstrate that zilucoplan provides
statistically significant and clinically meaningful improvements in the signs and
symptoms of disease activity, and QoL, as measured by MG-ADL, QMG, MGC,
and MG-QoL15r, with a fast onset of action (treatment effect of zilucoplan vs
placebo was observed as early as Week 1) and durability of response (up to
week 96 of the extension study)

o A post-hoc analysis of patients receiving zilucoplan in the extension study,
RAISE-XT, demonstrates that zilucoplan has a steroid-sparing effect, potentially
reducing the need for patients to take concomitant CSs which have debilitating
side effects (see Section B.2.7) (47)

B.1.3.1 Disease overview

Myasthenia gravis (MG) is a chronic autoimmune disease caused by antibody-mediated
destruction of the neuromuscular junction (NMJ) (see Section B.1.3.1.2 for
pathophysiology) (1, 2). Patients experience debilitating weakness and fatigue in
muscles responsible for vital functions including breathing, swallowing and mobility.
Symptoms of MG can significantly impact day-to-day living to such an extent that
employment and working hours are impacted and caregiver support is needed (63). In
addition, patients with MG experience poor mental health (64-68). Symptoms are
relapsing and remitting in nature, and, during severe exacerbations, may lead to
respiratory failure and the requirement for mechanical ventilation (myasthenia crisis is
described in Section B.1.3.1.2) (69).

Some patients are refractory to treatment and experience high disease activity despite
maximal immunosuppression. Clinical classification of MG with a description of
symptoms is presented in Table 3.

Table 3. Clinical classification of MG (MGFA)

Class | Description

| Any ocular muscle weakness.

Mild weakness affecting muscles other than ocular muscles; may also have ocular
Il muscle weakness of any severity.

Predominantly affecting limb, axial muscles, or both. May also have lesser
lla involvement of oropharyngeal muscles.

Predominantly affecting oropharyngeal, respiratory muscles, or both. May also have
lib lesser or equal involvement of limb, axial muscles, or both.

Moderate weakness affecting muscles other than ocular muscles; may also have
1] ocular muscle weakness of any severity.

Predominantly affecting limb, axial muscles, or both. May also have lesser
llla involvement of oropharyngeal muscles.

Predominantly affecting oropharyngeal, respiratory muscles, or both. May also have
llib lesser or equal involvement of limb, axial muscles, or both.

Severe weakness affecting muscles other than ocular muscles; may also have ocular
v muscle weakness of any severity.
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Class

Description

Predominantly affecting limb, axial muscles, or both. May also have lesser

IVa involvement of oropharyngeal muscles.
Predominantly affecting oropharyngeal, respiratory muscles, or both. May also have
IVb lesser or equal involvement of limb, axial muscles, or both.

Abbreviations: MG, myasthenia gravis; MGFA, Myasthenia Gravis Foundation of America.
Source: The Myasthenia Gravis Foundation of America (70).
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B.1.3.1.1 Epidemiology

Myasthenia gravis is a rare disease with low rates of incidence and prevalence globally
(71, 72). In the UK, the annual incidence of MG is estimated at 25 cases per million
people (2015-2019) (61), with an annual incidence rate of 17.6 per million people in
England in 2021 as a replacement .The Clinical Practice Research Datalink (CPRD)
collected epidemiology data for a range of neuromuscular diseases across the UK from
2000-2019 and reported a lifetime prevalence estimate for MG of 33.7 (95% ClI; 32,7,
34.7) per 100,000 people in 2019 (61, 73). Overall, it is estimated that there are 19,053
people living with MG in England (61). Around 15% patients with gMG are refractory to
standard therapy (32, 33).

The number of people diagnosed with gMG is predicted to increase by an absolute
annual growth rate of around 1% across the EU5, including England (74, 75).

Like other autoimmune conditions, MG is more prevalent in female than male patients,
with female patients accounting for approximately 60% of the MG population (49, 50)
(see Section B.1.4 for equality considerations related to women).

B.1.3.1.2 Pathophysiology

Muscle weakness is caused by defective synaptic transmission at the NMJ (Figure 2) (1,
2). At the healthy NMJ, acetylcholine (ACh) binds to acetylcholine receptors (AChRs) in
the post-synaptic muscle-cell membrane, activating the muscle fibre and resulting in
muscle contraction (76, 77). In MG, autoantibodies bind to components of the NMJ such
as AChRs and/or muscle specific tyrosine kinase (MuSK), initiating the classical
complement cascade. Activation of the complement system leads to cleavage of C5 and
assembly of the membrane attack complex (MAC), disrupting normal signalling between
nerve fibres and muscles and leading to the unpredictable, fluctuating muscle weakness
and fatigue characteristic of gMG (clinical symptoms are described in more detail in
Section B.1.3.1.2) (2, 76, 78-82). The majority of patients with MG (80—-90%) have
autoantibodies against AChRs (69, 83-85). A treatment directly targeting the complement
system may minimise the loss of AChRs at the NMJ and the impact on muscle function
(see Section B.1.2 for zilucoplan mechanism of action).



Figure 2. Pathogenesis of MG
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Abbreviations: ACh: acetylcholine; AChR: acetylcholine receptor; LRP4: low-density lipoprotein receptor-related protein 4; MAC: membrane attack complex; MG: myasthenia
gravis; MuSK: muscle specific tyrosine kinase; NMJ: neuromuscular junction.
Source: Adapted from Howard et al, 2018 (76), Gilhus et al, 2019 (63), Lindstrom et al, 2000 (77) and Kaminski et al, 1997 (80).




B.1.3.1.3 Clinical burden

Myasthenia gravis can be a severe and debilitating disease, characterised by muscle
weakness with acute and chronic fatigue (3).

Approximately two-thirds of patients experience weakness confined to extraocular
muscles at presentation, known as ocular MG (oMG) (86-88), which manifests as
drooping of the upper eyelid (ptosis) and double vision (diplopia) and can cause difficulty
with reading and driving (10, 83, 89, 90). Most (80—90%) patients with oMG will develop
generalised MG (gMG?) within two years (10, 79, 86), which is associated with weakness
in the muscles of the head, neck, arms, hands, chest, legs and torso (69). Of 1,518
patients with MG, 75% reported muscle weakness after physical strain, 71% had
weakness of upper limbs and 70% had difficulty walking (91). Persistent fatigue is one of
the most common symptoms of gMG, occurring in 44—-70% of patients and interfering
with daily activities such as walking, self-care and going to work (3, 79, 90-95). The
debilitating symptoms of MG reduce patient QoL (see Section B.1.3.1.4).

The symptoms of gMG are unpredictable and fluctuate in intensity. Patients can
experience sudden worsening of their symptoms (exacerbation) that requires urgent
intervention to prevent a myasthenic crisis (9-12), a life-threatening deterioration of
muscle weakness and respiratory failure requiring treatment in an intensive care unit with
mechanical ventilation and hospitalisation (9, 21, 28, 29). Patients who experience a
myasthenic crisis will spend a median of 12—14 days on mechanical ventilation, with 20%
of patients still ventilated beyond 1 month (96). Myasthenic crisis carries a mortality rate
of between 3-8% despite intensive care, intubation, and escalation of immunomodulatory
therapy (28).

In addition to the burdensome symptoms associated with gMG, the majority of patients
(~75-90%) also experience comorbidities such as joint problems, cardiac and thyroid
disease, dyslipidaemia, diabetes and other autoimmune conditions (35, 78, 82, 91, 97,
98).

Studies from Denmark, Norway, Sweden, France and Germany report excess mortality
among patients with MG compared with the general non-MG population (99-101). The
standardised mortality ratio (SMR) was higher for patients with MG in Denmark (1.42),
Finland (1.30) and Sweden (1.21) compared with the respective general population (99).
The mortality rate was 5.7% among German patients with MG (n=1,247) in 2019,
compared with 1.1% for the general population in Germany (102). In France, MG was
associated with an increased mortality in comparison with an age and gender matched
control population, with a hazard ratio of 1.82 (95% CI; 1.74, 1.90]) (101).

Mortality is higher among younger female patients compared with the general population.
In a Nordic study of patients from Denmark (n=2,248), Finland (n=2,306) and Sweden
(n=4,500), SMR was numerically higher in women aged <65 years compared with the
general population (99) (also see Section B.1.4, Equality considerations).

2 MG and gMG patient populations are often not distinguished in the literature. Throughout this document,
where discussing specific studies, we use the terminology (MG or gMG) used by each reference. Due to the
high proportion of MG patients who experience gMG, it is anticipated that results of studies in patients with
MG are also applicable to patients with gMG.



B.1.3.1.4 Impact on quality of life

Patients with gMG experience debilitating symptoms that severely impact all aspects of
their lives (4).

Several studies have demonstrated that QoL is reduced in MG compared with the
general population (5-8). In a multicentre study of health-related quality of life (HRQoL),
86.5% of patients with MG (n=37) reported moderate or severe problems in

=1 dimension (mobility, self-care, usual activities, pain/discomfort and
anxiety/depression) of the European Quality of Life-5 Dimensions-3 Level Version (EQ-
5D-3L) scale, and the percentage of patients with moderate or severe problems was
substantially higher in patients with MG compared with the general population (6).
Patients with MG also had a substantial reduction in QoL as measured by the SF-36
survey compared with the general population (6).

In an analysis of the MyRealWorld-MG observational study (1,859 participants with
moderate to severe MG), QoL in those with MG was lower than in the general population
(8). The mean MG-Activities of Daily Living (MG-ADL) score was higher in the MG group
vs the general population (5.8 vs 1.2, respectively, p<0.0001), indicating a higher
symptom burden and lower functional status among patients with MG. In addition, the
MG group had significantly lower EQ-5D-5L utility values compared with the general
population (p<0.0001), and those with severe disease had worse scores than those with
mild symptoms (0.361 vs 0.872, respectively, p<0.001). As well as negatively impacting
patient QoL, severe disease is also associated with caregiver burden (p<0.0001 vs mild
gMG) (103). T

Patients with MG have lower QoL compared with other chronic diseases (8, 104, 105).
The utility value for patients with MG (0.688, as measured by the EQ-5D-5L (106)) is
lower than with type 2 diabetes in the UK (0.785; standard error [SE]: 0.007) and severe
chronic obstructive pulmonary disease (0.743; 95% CI; 0.730, 0.756) (105, 107), and
similar to that for patients with chronic heart failure (0.696; standard deviation [SD]:
0.302) (108), highlighting the severity of the disease burden and impact on QoL for
patients with MG (8, 104, 105).

Patients with active disease despite maximal immunosuppression, or with severe
disease, experience poor QoL (95, 109-113). In addition to the symptom burden, QoL is
impacted by the effects of long-term corticosteroid (CS) use, which is associated with,
comorbidities such as osteoporosis, diabetes and high rates of depression (see Section
B.1.3.3) (67, 114, 115).

The negative impact of muscle weakness on QoL is compounded by the chronic fatigue
experienced by many patients with MG (95). Between 44% and 70% of the MG
population experience fatigue (defined either by Fatigue Severity Scale [FSS] scores =4
or a Fatigue Questionnaire score 24), and these patients have significantly poorer MG-
QoL (p<0.001) and functional disability scores (p<0.001) than those without fatigue (93-
95). Persistent fatigue may prevent patients with MG from performing daily tasks (3) and
impact speech (due to tongue weakness), the ability to eat and nutritional status (10).

In a MG patient registry study (n=372), 50% of patients felt their disease impacted their
ability to lead a full life (116). Of those with a MG-ADL score 26 (n=190) (representing
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moderate to severe disease), 48% felt their ability to perform daily routines was
considerably impaired by their disease (116).

The fluctuating, chronic symptoms of gMG negatively impact patients’ mental health and
are associated with depression, fear and anxiety (4, 64-66). Indeed, prevalence of
depression is higher in patients with gMG compared with the general population (65,
114). In a European cross-sectional study (n=55), 64% of patients with MG had
depression (assessed using the Beck Depression Inventory [BDI] Scale) and 46% of
patients had moderate and severe anxiety (assessed using the State-Trait Anxiety
Inventory) (68). High disease severity is associated with increased rates of depression
(67, 114, 115). Using the Myasthenia Gravis Impairment Index [MGII] score, depression
was associated with higher disease severity (p<0.0001) and generalised disease
(p=0.02) (67). Fatigue is also associated with increased depressive symptoms (67). Due
to the fluctuating nature of the symptoms, anxiety may be worsened by the fear of
exacerbation and myasthenic crises, which cannot be predicted (68, 69). In a patient
survey, symptoms of depression worsened HRQoL for patients with gMG and were
associated with caregiver burden (103). Highlighting the severity of disease burden and
the profound impact of MG on patients’ lives, the risk of suicide is higher among patients
with MG vs the general population (odds ratio [OR] 4.3 [95% CI; 2.0, 9.4], p=0.0003)
(117).

Although the negative effect of living with MG on QoL is well established,
non-disease-specific instruments such as the EQ-5D may be insensitive to the most
common symptoms of MG: fatigue, vision impairment and hand weakness. A report by
the Office of Health Economics (OHE) suggests that generic measures of HRQoL may
fail to reflect what matters to patients by not capturing symptoms such as fatigue (118).
In addition, the EQ-5D may miss changes to QoL when patients’ symptoms and
functioning are unpredictable and fluctuate over time. If the patient is not experiencing
symptoms on the day of the questionnaire (the EQ-5D asks respondents to assess their
health ‘today’), the score may fail to reflect the entirety of QoL for patients with gMG, who
experience fluctuating symptoms (118). It is likely that widespread use of
non-disease-specific instruments may lead to underrepresentation of the impact of MG
on HRQoL (119, 120).

B.1.3.1.5 Economic burden

Direct costs

Generalised myasthenia gravis is associated with a substantial economic burden related
to treatment costs, high HCRU and lost productivity for patients and carers (see below
for indirect costs) (19-24). Refractory patients with high disease activity incur high
healthcare costs due to the need for hospitalisation, reliance on high cost rescue
therapies and intensive care for symptom exacerbation and myasthenic crises.

The annual cost of treating patients with gMG in the UK was estimated to be

£182.7 million, based on a cost analysis using data from the CPRD in the UK and the
Hospital Episode Statistics (HES) database in England (Table 4) (19, 39). Treatment
costs make up a significant proportion of expenditure in MG, with the annual cost of IVIg
and PLEX in the UK for patients with gMG estimated at £159 million. The cost of
consultant, nurse, and admin support time is £122.18 (£145.15 with overhead costs) per
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PLEX session and £182.94 (£217.33 with overhead costs) per IVIg infusion. The
treatment cost of 1VIg per infusion is £1,312.00 (£1,558.66 with overhead costs) (20).

Patients with refractory disease account for 18.2% (£34 million) of the total cost, despite
only making up 5.7% of the patient population (19), largely due to the use of IVIg and
PLEX (£26,243,504) (Table 4). Hospitalisation (including for receiving
intubation/ventilation and having surgery) of refractory patients is associated with a cost

of £1,763,308.

Table 4. Annual treatment costs for treating MG in the UK

Category Refracto(rg) patients Non-refractory patients (£)
Drug acquisition 4,426,898 22,154,812
IVIg and PLEX 26,243,504 132,829,917
Hospitalisation 1,253,210 7,317,020
Intubation 112,666 833,352
Ventilation 195,780 800,018
Outpatient visits 1,282,873 11,353,179
Surgery 201,652 1,160,382
ER visits 37,849 313,086
GP visits 319,518 2,308,100
Srtgfzrsgfﬂggare 379,693 2,323,324
Other resources 353,065 2,941,848
Total costs 34,498,261 182,701,670

Abbreviations: BNF, British National Formulary; CPRD, Clinical Practice Research Datalink; ER, emergency
room; GP, general practice; HES, hospital episode statistics; IVIg, intravenous immunoglobulin; PLEX,
plasma exchange; UK, United Kingdom.

Source: Based on linked data from the CPRD in the UK and the HES database in England, reported in Harris
et al, 2019 (19), the BNF and the NHS England integrated impact assessment report for unit costs for IVIg
and PLEX (39).

Patients with refractory MG spend longer in hospital than non-refractory patients (19). In
a retrospective cohort study of linked primary (CPRD) and secondary (HES) care
medical records of 1,149 patients with MG (from 1997-2016), the total time in hospital
was longer in the refractory MG cohort (median [IQR] = 33 [16—74] days) than in the
non-refractory cohort (16 [6—45] days [p <0.0001 vs refractory MG]) (19).

Myasthenic crisis is associated with a substantial cost burden related to admission to
ICU and intubation for assisted mechanical ventilation (in 66-90% of cases), provision of
a feeding tube, and IVIg or PLEX treatment (21-24). Some patients experiencing
myasthenic crisis or exacerbation of symptoms end up in hospital with uncontrolled
symptoms for prolonged periods, incurring substantial costs to the healthcare system
(25-27, 52). The high cost and HCRU burden of managing patients with gMG adds to the
growing challenge of limited NHS resources against a backdrop of increased demand for
treatment, staff shortages and long wait times (121).
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Productivity loss

As patients with MG tend to be working age at diagnosis (mean age at disease onset is
45118 years for men and 35+18 years for women [p<0.001]) (51)), much of their working
lives will be impacted by having MG. Patients with MG and their caregivers face an
economic burden related to unemployment and reduced working hours (13-18).
Unemployment rates are higher for patients with MG than the general population or
matched control groups, and higher compared with other chronic conditions (13-16).
Patients with MG, especially those with uncontrolled symptoms, face unemployment
(23-59%), long-term sickness absence (19-47%), and the resulting reduced income
(36-53%) (13-16).

Caregiver disutility

Many patients with gMG require a caregiver for daily activities, which leads to reduced
employment in those caring for gMG patients. A survey of expert physicians across
France, Germany, ltaly, Spain, the UK, and the US reported that 38% of patients with
gMG required a caregiver (14, 17, 18). In total, 25% of caregivers changed their work
status or retired as a result of needing to provide care (18).

Hours of work and caregiver time lost, categorised by MG-ADL score, are presented in
Table 5 (122).

Table 5: Caregiver burden

MG-ADL Days of Average Hours of caregiver Proportion of
score work lost number of time per week for patients requiring
range per montht hours of work those who require a a caregiver (%)
lost caregiver

0-1 12.3 4.31 25.16 6.0

2-3 11.5 6.71 50.00 104

4-5 13.6 12.38 27.55 28.6

67 15.3 16.79 25.78 40.0

8-9 94 14.48 18.60 50.0
10-11 14.0 19.28 19.19 57.1
12-13 24.0 34.17 27.23 74.2
14-24 26.7 34.28 35.00 84.6

Source: Jacob et al, 2022 (122).
Abbreviations: MG-ADL, myasthenia gravis activities of daily living.
TSome patients have more than one carer, which is why days of work per month are >20 in some cases.

B.1.3.2 Clinical pathway of care

There are currently no specific National Institute for Health and Care Excellence (NICE)
or National Health Service (NHS) England guidelines for the full clinical pathway of care
in MG, and there is limited published information on the care pathway for patients with
MG. Recommendations from the Association of British Neurologists (ABN) management
guidelines (25) are included in Sections B.1.3.2.1, B.1.3.2.2 and B.1.3.2.4. Following a
diagnosis of MG (Section B.1.3.2.1), a number of treatments are available, depending on
disease severity and symptom control (Section B.1.3.2.2).
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B.1.3.2.1 Diagnosis

There is no formal diagnostic pathway recommended by NICE, and the diagnosis of MG
may be challenging due to fluctuating symptoms (69). In addition, MG is a rare disease
and therefore unfamiliar to many HCPs, and an overlap in symptoms with other
neurological diseases can result in an MG diagnosis being missed or delayed (86, 123).
UK guidelines advise physicians to seek the advice of a specialist neurologist with an
interest in MG if the evidence base for diagnosis is too limited, where there is a range of
treatment options, or when the disease is difficult to manage (124).

The focus of the diagnostic process is to look for the signs and symptoms, neurological
findings and laboratory results that are characteristic of MG, while excluding other
diagnoses (29, 125, 126). The ABN management guidelines and others recommend that
MG is diagnosed through a combination of patient medical history, physical and
neurological exams, autoantibody serum testing, and electrophysiological tests (25, 123-
125, 127).

B.1.3.2.2 Management of generalised myasthenia gravis

Mild gMG is initially treated with cholinesterase inhibitors such as pyridostigmine (25, 26)
(Figure 3). If treatment with cholinesterase inhibitors is not effective or only provides
short-term relief, CSs such as prednisolone are used (25, 26).

Non-steroidal immunosuppressive therapies (NSIST) are offered in addition to steroids
as current SoC, with the aim of reducing the CS dose over time (25, 26). Azathioprine,
although an available option, generally would not be given as a first immunosuppressant
therapy (IST), because of skin toxicity and slower mechanism of action than
mycophenolate (=12 months vs 6—12 months, respectively). In addition, an enzyme level
check is required before initiating azathioprine; as if the patient lacks thiopurine
methyltransferase (TPMT), then azathioprine is contraindicated and could cause liver
failure (124).

If the disease does not respond to the first immunosuppressive treatment, alternative
immunosuppressants may be offered (ISTs include mycophenolate, azathioprine,
methotrexate, ciclosporin and rituximab, although these are not currently licensed for
gMG in the UK) (25, 26, 53-55). Expert clinical opinion sought by the All Wales
Therapeutic and Toxicology Centre (AWTTC) has suggested rituximab could be used as
a first-line treatment for newly diagnosed antibody positive MG with steroids, as opposed
to for refractory patients, based on emerging clinical evidence (128). In addition, there is
limited evidence of its effectiveness, as well as safety concerns, in clinical trials and the
real world for patients with refractory gMG (25, 129-131). Expert clinical opinion stated
that rituximab has not fulfilled hopes for its use in refractory patients (129).

Surgery to remove the thymus (thymectomy) is an option for people age <50 years with
mild disease and antibodies against AChR, and people with moderate disease (25, 26).
Patients are treated before thymectomy to stabilise them as far as possible before the
operation, as to under-treat them may result in ICU admission with respiratory crisis after
the procedure . Pre-thymectomy treatments include pyridostigmine, corticosteroids,
NSISTs, PLEX, and IVIg, with a preference for treatments with a fast onset of action.
Thymectomy is an elective and not an emergency procedure, and it can take at least

12 months for to achieve maximum clinical benefit .
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Chronic IVIlg or PLEX can be used as a maintenance treatment for refractory patients
under limited circumstances (25, 26, 38, 52, 132, 133). The IVIg commissioning policy on
the use of maintenance 1VIg and PLEX in MG states that in rare circumstances where a
patient has failed all standard treatments (including steroids and immunosuppression),
and where authorised by a specialist in MG from a centre with a specialist
neuromuscular service, maintenance therapy may be considered (133). Chronic PLEX
can be used as a maintenance treatment for refractory patients following failure on all
standard therapies, for stabilisation whilst awaiting immunosuppressive therapy (IST)
response or when CSs and ISTs are contraindicated or inappropriate (25, 26, 38, 132).
Efgartigimod is available for patients with refractory gMG who have failed, not tolerated
or are ineligible for current treatments, but only thorough the Early Access to Medicines
Scheme.

In the event of a myasthenic crisis (see Section B.1.3.1.2), patients are treated in
hospital with mechanical ventilation, IVIg from healthy donor blood, PLEX and supportive
care (25, 26). For impending crisis (where treatment is needed to avert myasthenic
crisis), bulbar or respiratory compromise is managed using IVIg and PLEX.

The current treatment pathway for gMG is presented in Figure 3. Available treatments for
patients with gMG are listed in Table 6.

Figure 3. Current treatment pathway for mild-to-severe gMG in the UK

Adult gMG diagnosis
confirmed
Surgical I Phammacological
Thymectomy Remain symptomatic Start ACHE
45 years
l Yes -
| Clinical remission ’—' Continue therapy
— l No
TR Contraindicated/inappropriate
Jv Exacerbation or
Early stabilisation whilst Yes myasthienic crisis
awaiting IST response | Clinical remission Continue therapy L
IMIG/PLEX m o
Start NSIST Contraindicated/inappropriate
Mycophenoiate [l Sl [ WiaPLEX |
Methotrexale
Active disease despite No
immunosuppression Continue therapy
(refractory disease)
l Yes
Start targeted therapy
IVIG/IPLEX

Source: Adapted from the ABN management guidelines and validated by UK clinical expert opinion (124).
Abbreviations: ABN, Association of British Neurology Guidelines; gMG, generalised myasthenia gravis; IST,
immunosuppressant therapy; 1VIg, intravenous immunoglobulin; NSIST, non-steroidal immunosuppressant
therapy; PLEX; plasma exchange; UK, United Kingdom.
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Table 6. Currently available treatments for MG in the UK

reactions, nephrotoxicity,
thromboembolism

Treatment | Method of Indication | Time to | Time to Efficacy Safety Other limitations
administration onset of | maximal
effect effect
AChEls (25, | Oral or IV All patients | 15-30 2 hours Limited RCT Nausea, diarrhoea abdominal Most gMG patients cannot be
26, 53-55); with MG minutes evidence cramping, increased salivation adequately managed with
acetylcholinesterase
inhibitors alone due to dose-
limiting toxicities
Low-dose Oral or IV Off-label 2-4 5-6 Limited RCT Skin atrophy, glaucoma, mood | Significant side effects with
and high- weeks months evidence disorders, risk of infection, chronic treatment
dose CS weight gain, osteoporosis,
diabetes, hypertension
Non-CS Oral or IV Off-label 6-12 1-2 years | Limited RCT Bone marrow suppression, Delayed onset of effect
ISTs months evidence leukopenia, hypertension, Gl
intolerance, infection,
hepatoxicity, nephrotoxicity,
teratogenicity
PLEX 1Y Off-label 1-7 days | 1-3 Limited RCT Allergic reactions, risk of ¢ Need for specialised
weeks evidence infection, hypotension, equipment that may not
nephrotoxicity, thrombosis be readily available
e Burdensome intervention
o Repeated interventions
may be necessary due to
rapidly declining effect
IVig v Off-label 1-2 1-3 Limited RCT Allergic reactions, nausea, e Burdensome
weeks weeks evidence hypotension, anaphylactic administration (long

infusion time)

e Specialised setting
required for infusions




versus placebo
in patients with
early onset
gMG

Treatment | Method of Indication | Timeto | Time to Efficacy Safety Other limitations
administration onset of | maximal
effect effect
o Repeated interventions
may be necessary due to
rapidly declining effect
Rituximab v Off-label 12 12 Phase lll: Risk of fatal infusion reactions, e Not licensed
months months S|_gn|f|cant. tumour lysis syndrom_e, severe | . | imited supportive
difference in mucocutaneous reactions and P
. X : clinical data
primary progressive multifocal ] ]
endpoint leukoencephalopathy  Burdensome infusions

e Delayed onset of effect

Abbreviations: AChEI, acetylcholinesterase inhibitor; AChR+, acetylcholine receptor-positive; CS, corticosteroids; Gl, gastrointestinal; gMG, generalised myasthenia gravis;
IST, immunosuppressive therapy; IVIG, intravenous immunoglobulin; PLEX: plasma exchange; RCT, randomised controlled trial.
References: Narayanaswami et al, 2020 (134); Piehl et al, 2022; (131) Sanders et al, 2016 (21); Farmakidis et al, 2018 (34); Howard et al, 2017 (135); Howard et al, 2019
(136); Nowak et al, 2018 (137); Sussman et al, 2015 (124).
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B.1.3.2.3 Relevant NICE guidance, pathways or commissioning guides

There are currently no NICE technology appraisals or guidelines for gMG. A NICE
technology appraisal for efgartigimod (ID4003) for gMG is currently in development. The
appraisals for eculizumab (TA636) and ravulizumab (ID4019) have been terminated.

B.1.3.2.4 Clinical guidelines

The 2015 Association of British Neurologist (ABN) management guidelines were devised
to guide physicians and general neurologists in the management of MG (124). They
attempt to steer a path between evidence-based practice where available and
established best practice where evidence is unavailable (25, 124). The ABN guideline
was published in 2015, and therefore does not include all the treatments that are
commissioned in MG. European guidelines (Euro Myasthenia) are aimed at European
clinicians with limited experience in MG (GPs and neurologists) (138).

B.1.3.3 Issues relating to current clinical practice

B.1.3.3.1 Treatment burden

Patients face a severe treatment burden from standard therapies and must balance the
benefits of controlling symptoms with severe, debilitating side effects. Current treatment
options for MG are based on non-specific immunosuppression for symptom control (used
off-label (25, 26, 53-55)), as there are no available therapies that specifically target the
underlying pathophysiology in MG (25, 139). Long-term use of standard treatments is
associated with side effects, for example skin cancer with azathioprine (42).
Corticosteroids in particular are associated with severe side effects such as diabetes,
osteoporosis, depression and infection, which can trigger a myasthenic exacerbation (11,
34, 43-45). Paradoxically, high dose CSs are associated with a temporary worsening of
symptoms and an extended hospital stay (27, 140). Patients who are contraindicated to
CSs have a high unmet need for another treatment option (25, 26). Interviews with MG
experts in the UK also highlighted a group of patients that is not technically
contraindicated to CS, but in whom CSs should be avoided if possible, for example,
those with diabetes or osteoporosis and high BMI.

Despite available treatment options, many patients with gMG are refractory to standard
therapy and continue to experience poor symptom control (30, 31). The only currently
available treatments for patients who are refractory to standard therapies are IVIg and
PLEX, both of which are used off-label as they are unlicensed for the chronic treatment
of gMG in the UK (40, 41). In addition, IVIg and PLEX are associated with limitations
related to availability, accessibility, high cost, and treatment burden. 1VIg is in short
supply in the UK because plasma is internationally imported owing to theoretical risks of
variant Creutzfeldt-Jakob disease (37, 38). A global shortage coinciding with increased
indications for IVIg has resulted in strict national clinical guidelines for the use of 1VIg
(37, 38, 62). Administration of PLEX requires treatment at specialist centres, which may
involve patients having to travel long distances for treatment, and even staying in
hospital for repeat treatment if they live too far away to travel for each session (25, 26).
The IVIg infusion duration of 4—6 hours over 2-5 days is also burdensome for patients.
PLEX and IVIg are associated with economic impacts for both patients and the NHS,
related to high HCRU (from treatment and labour costs associated with treatment, see



Section B.1.3.1.5), opportunity cost, productivity loss and cost of travel for patients (19,
20, 39).

B.1.3.3.2 Poor symptom control and delayed onset of treatment effect

Despite available treatment options, many patients with gMG continue to experience a
severe disease burden and poor symptom control (30, 31).

Delayed onset of treatment effect with NSISTs (usually 6—18 months, but it can take up
to 2 years to achieve maximal clinical benefit) contributes to poor disease control,
leaving patients with a high symptom burden and at risk of symptom exacerbation and
crisis (34, 46, 141).

Patients may cycle through different ISTs until their symptoms are under control. Some
patients remain refractory to available treatments and continue to experience active
disease despite maximal immunosuppression. Patients who are refractory to currently
available treatments are at an increased risk of myasthenic exacerbation and crisis, a
life-threatening complication of gMG, and are more likely to use healthcare resources,
leading to a high economic burden (19-24, 34-36) (see Sections B.1.3.1.2 and B.1.3.1.5).
Of 1,149 patients with MG aged =18 years and receiving standard of care in the UK
(median follow-up 47.2 months), 283 had =1 exacerbation (142). The only available
options for patients with refractory disease are 1VIg and PLEX, but both are associated
with limitations related to treatment burden, tolerability and accessibility (see Section
B.1.3.3.1).

B.1.3.3.3 Unmet need

Given the limitations of current treatment options for patients with refractory gMG, there
is an urgent unmet need for a new treatment option to control debilitating symptoms. A
licensed, targeted treatment which controls symptoms may reduce the effects of
burdensome symptoms on patients’ lives, the need for CSs and the risk of myasthenic
exacerbation (see section B.1.3.1.2) (143), as well as the impact on QoL, mental health
and high HCRU associated with poor disease control. Patients will also benefit from a
home-based treatment, which will also reduce NHS resource use.

A consensus report by the Health Innovation Network (HIN), developed by clinicians and
patients, highlighted requirements to elevate standards of care for people with MG in the
UK, which included faster diagnosis, increased awareness of rare diseases among
healthcare professionals, better co-ordination of care and improved access to specialist
care, treatments and drugs (144).
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B.1.3.4 Zilucoplan place in therapy

Zilucoplan is positioned as an add-on therapy to SoC for patients with AChR-Ab+ gMG
who are refractory® to current treatments and experience active disease despite
receiving maximum immunosuppression, the disease is uncontrolled, as defined by a
MG-ADL of 6 or more or a QMG of 12 or more, and an additional therapy such as IVIg or
PLEX is being considered or patients are being treated chronically with IVIg/PLEX
(Figure 4).

Figure 4. Proposed positioning of zilucoplan for gMG in the UK
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Source: Adapted from the ABN management guidelines and validated by UK clinical expert opinion (124).
Abbreviations: ABN, Association of British Neurology Guidelines; gMG, generalised myasthenia gravis; IST,
immunosuppressant therapy; 1VIg, intravenous immunoglobulin; NSIST, non-steroidal immunosuppressant
therapy; PLEX; plasma exchange; UK, United Kingdom.

The ongoing zilucoplan clinical trials have demonstrated sustained efficacy of zilucoplan
up to 12 weeks (with open-label extension data up to |l [RAISE-XT)) with a
favourable safety profile in patients with gMG receiving concomitant SOC, as well as a
fast onset of action (treatment effect of zilucoplan vs placebo was observed as early as
Week 1).