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Glossary

Acronym
ADA
AESI
ALT
ANCOVA
APTC
AST
BCVA
BRVO
CFT
CMH
COVID-19
CRC
CRT
CRVO
CSFT
CST
DMO
EMA
ERG
ETDRS
FA
FFA
HRVO
Al

ILM

o]}

IOP
IRF

ITT

IVT
LOCF
LPLV
MAA
MAR
MHRA
MMRM
MNAR

Definition

anti-drug antibody

adverse events of special interest
alanine aminotransferase

analysis of covariance

Antiplatelet Trialists' Collaboration
aspartate transferase

best corrected visual acuity

branch retinal vein occlusion
central foveal thickness

Cochran Mantel-Haenszel
coronavirus disease-19

central reading centre

central retinal thickness

central retinal vein occlusion
central subfield foveal thickness
central subfield thickness

diabetic macular oedema
European Medicines Agency
Evidence Review Group

Early Treatment Diabetic Retinopathy Study
fluorescein angiography

fundus fluorescein angiography
hemiretinal vein occlusion
intravitreal aflibercept injection
internal limiting membrane
intraocular inflammation
intraocular pressure

intraretinal fluid

intention to treat

intravitreal injection

last observation carried forward
last patient last visit

marketing authorisation application
missing at random

Medicines and Healthcare products Regulatory Agency
mixed model for repeated measures
missing not at random
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MO macular oedema

nAMD neovascular age-related macular degeneration
NEI-VFQ-25 National Eye Institute Visual Function Questionnaire — 25
NHS National Health Service

NICE National Institute For Health And Care Excellence
NMA network meta-analysis

PAS patient access scheme

PRN pro re nata (treatment as needed)

PTI personalised treatment interval

QxwW one injection every x weeks

RAO retinal artery occlusion

RCOphth Royal College of Ophthalmologists

RCT randomised clinical trial

RVO retinal vein occlusion

SAE serious adverse event

SAS statistical analysis system

SD-OCT spectral-domain optical coherence tomography
SOC System Organ Class

SRF subretinal fluid

T&E treat and extend

VA visual acuity

VEGF vascular endothelial growth factor
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B.1 Decision problem, description of the technology and clinical care pathway

B.1.1

Decision problem

The submission covers the technology’s full marketing authorisation for this indication.

The submission covers the full population for the comparator, as recommended by NICE.

Table 1: The decision problem

Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final
NICE scope

BRVO only after laser photocoagulation
has been tried, or is not suitable)
Ranibizumab (for BRVO only after laser
photocoagulation has been tried, or is not
suitable)

Aflibercept

laser photocoagulation has been
used first line, or is not suitable)

o Aflibercept (2mg)

Population People with macular oedema secondary to Adult patients with visual impairment In line with the proposed SmPC, the
retinal vein occlusion due to macular oedema secondary to | decision problem addressed in the
branched and central retinal vein submission is for adults with macular
occlusion oedema secondary to branched and
central retinal vein occlusion.
Intervention Faricimab (Vabysmo®) Faricimab (Vabysmo®) N/A
Comparator(s) e Dexamethasone intravitreal implant (for ¢ Ranibizumab (for BRVO only after | The Company does not consider the

following comparators as appropriate for
this appraisal:

o Dexamethasone intravitreal implant is
used for BRVO only after laser
photocoagulation has been tried, or is
not suitable (1). Treatment with
ranibizumab resulted in greater
improvements in visual acuity and
retinal anatomy caused by MO when
compared to treatment with
dexamethasone. Dexamethasone is
associated with serious side effects
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including increased intraocular
pressure and cataract formation (2).
The ERG agreed with the
manufacturer that ranibizumab is the
main comparator and highlighted that
dexamethasone may be used in
patients who do not respond to anti-
VEGF drugs (2). As such, the
company believes the line of
treatment is different. Clinical experts
have confirmed dexamethasone is
not routinely used in practice, only
after anti-VEGF treatment has proven
unsuccessful (3).

Outcomes

The outcome measures to be considered
include:

e Visual acuity (the affected eye)
e Overall visual function

e Central subfield foveal thickness (CSFT)
e Adverse effects of treatment

¢ Health-related quality of life (HRQoL)

The outcome measures to be
considered include:

e Visual acuity (the affected eye)
e Overall visual function

e Central subfield foveal thickness
(CSFT)
e Adverse effects of treatment

e Health-related quality of life
(HRQol)

N/A

Economic analysis

The reference case stipulates that the cost
effectiveness of treatments should be
expressed in terms of incremental cost per
quality-adjusted life year.

If the technology is likely to provide similar or
greater health benefits at similar or lower
cost than technologies recommended in

A cost comparison case will be
presented comparing the cost per
patient per year of faricimab versus
comparators.

Costs will be considered from a
National Health Service (NHS) and
Personal Social Services perspective.
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published NICE technology appraisal
guidance for the same indication, a cost
comparison may be carried out.

The reference case stipulates that the time
horizon for estimating clinical and cost
effectiveness should be sufficiently long to
reflect any differences in costs or outcomes
between the technologies being compared.

Costs will be considered from an NHS and
Personal Social Services perspective.

The availability of any commercial
arrangements for the intervention,
comparator and subsequent treatment
technologies will be taken into account.

The cost effectiveness analysis should
include consideration of the benefit in the
best and worst seeing eye.

Subgroups to be e People with macular oedema secondary | ¢ People with macular oedema N/A
considered to central retinal vein occlusion (CRVO) secondary to central retinal vein

. occlusion (CRVO
¢ People with macular oedema secondary usion ( )

to branch retinal vein occlusion (BRVO) e People with macular oedema
secondary to branch retinal vein
occlusion (BRVO)

Special If a person is registered as blind or
considerations, partially sighted they are considered
including equity or disabled, as stated in the Equality Act
equality issues 2010 (4). Therefore, the patient

population addressed in this
submission is a protected group
under this act.
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B.1.2

Description of the technology being evaluated

Table 2: Technology being evaluated

UK approved name
and brand name

Faricimab (Vabysmo®)

Mechanism of
action

Faricimab is a humanised bispecific immunoglobulin G1 (IgG1) antibody,
that acts through inhibition of two distinct pathways by neutralisation of
both angiopoietin-2 (Ang-2) and vascular endothelial growth factor A
VEGF-A).

—~

Ang-2 causes vascular instability by promoting endothelial destabilisation,
pericyte loss, and pathological angiogenesis, thus potentiating vascular
leakage and inflammation. It also sensitises blood vessels to the activity of
VEGF-A resulting in further vascular destabilisation. Ang-2 and VEGF-A
synergistically increase vascular permeability and stimulate
neovascularisation.

By dual inhibition of Ang-2 and VEGF-A, faricimab reduces vascular
permeability and inflammation, inhibits pathological angiogenesis and
restores vascular stability.

See Section B.1.3.3 for further details.

Marketing
authorisation/CE
mark status

A marketing authorisation application (MAA) was submitted to the
European Medicines Agency (EMA) in _; regulatory approval is

anticipated in _ in the EU.

A submission for marketing authorisation of faricimab was made to the
MHRA in |, via the MHRA ACCESS route; approval is

anticipated | GNGz:G:

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

New proposed indication:

Method of
administration and
dosage
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Additional tests or None required
investigations

List price and £857
average cost of a
course of treatment

Patient access
scheme/commercial
arrangement (if
applicable)

B.1.3  Health condition and position of the technology in the

treatment pathway

B.1.3.1 Disease overview

Incidence and prevalence

Macular oedema (MO) secondary to retinal vein occlusion (RVO) — henceforth referred to as
MO-RVO - is a leading cause of visual impairment caused by an obstruction of the retinal
venous system by thrombus formation and may involve the central, hemi-central or branch
retinal vein (1). A global epidemiological review of RVO identified advanced age, hypertension,
heart attack history, and stroke history were some of the strongest risk factors for any type of
RVO (5).

Due to the growing prevalence of the aforementioned risk factors, visual impairment due to
MO-RVO is a serious public health concern that is becoming increasingly relevant. In 2015,
there were an estimated 28.06 million people with any RVO globally, of which 83.3% (23.38
million people) and 16.7% (4.67 million people) had branch retinal vein occlusion (BRVO) and

central retinal vein occlusion (CRVO), respectively (5). This figure is expected to rise as the
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proportion of people aged >60 increases (6). There is an annual incidence of BRVO of 0.12%
and CRVO of 0.03% in people aged 45 years or older. Based on this, in England and Wales,
it is estimated that approximately 11,600 people with MO-BRVO and 5,700 people with MO-
CRVO suffer from visual impairment each year. A total of 85% of BRVO patients and 75% of
CRVO patients developed MO within 2 months of diagnosis; while 50% of BRVO patients and
100% of CRVO patients experienced visual impairment due to MO (7).

Diagnosis

Optical coherence tomography (OCT) is a widely used imaging modality providing useful
imaging of the macula. OCT is recommended in the diagnosis, monitoring and assessing
treatment response of MO-RVO (1). Features commonly seen are intraretinal fluid and
subretinal fluid with an average central subfield thickness (CST) of 665-694um in CRVO and
555-559um in BRVO (1). Fluorescein angiography (FA) is also useful in the diagnosis of a
macular BRVO with identification of the affected vein with corresponding vascular changes —
tortuous, narrowed, focally dilated vessels and capillary non-perfusion. It is particularly useful
in determining the extent of macular oedema and ischaemia, as well as peripheral ischaemia.
In suspected ischaemic CRVO cases, angiography is recommended to assess the extent of

retinal nonperfusion (1).

Pathogenesis

MO-RVO occurs when there is an obstruction to the outflow of blood from the retina. This can
occur in a branch resulting in BRVO or centrally, resulting in CRVO. MO or fluid leakage within

the centre of the retina is a common complication of this condition and can result in poorer

vision (1).

Three forms of RVO exist and are classified by the location of the occlusion and can be

categorised as (8, 9):

e Central retinal vein occlusion (CRVO), which occurs due to obstruction of the retinal

vein at or posterior to the optic nerve head.

e Branch retinal vein occlusion (BRVO), which occurs due to a complete or partial

obstruction at a branch or tributary of the central retinal vein.

e Hemiretinal vein occlusion (HRVO), which occurs due to an occlusion occurring at the
disc that commonly involves half of the neurosensory retinal venous drainage, either

the superior or inferior hemifield.
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This submission focuses on the two former subtypes, as per the scope of the Marketing

Authorisation Application (MAA) license.

In general, RVOs involving the macula are acutely symptomatic with the sudden onset of

decreasing central vision and/or a corresponding visual field defect (8). According to a meta-
analysis of control arms of interventional studies, the vision of patients with untreated RVO is

poor upon presentation and slowly starts to decline over 1 year (10).

Untreated CRVO is associated with poor visual acuity (VA) at presentation which usually
worsens over time (8, 11). There are two types of CRVO: non-ischaemic and ischaemic.
Untreated eyes with non-ischaemic CRVO may have symptoms that completely resolve
without the presence of complications (1). However, 25-30% of eyes with non-ischaemic
CRVO may convert to ischaemic CRVO over three years. In ischaemic CRVO, the vision loss
may be sudden and severe (1, 11). Patients with CRVO generally develop MO (8). Secondary
MO is the most common cause of vision loss in eyes with CRVO, with 75% of patients
developing this condition within 2 months of diagnosis and all of these patients subsequently

developing vision loss (7, 12).

Patients with BRVO generally present with acute visual symptoms in one eye due to MO (8).

Approximately 85% of patients with BRVO develop MO (1). MO secondary to BRVO can
dissipate over time, with secondary retinal pigment epithelial atrophy and suboptimal visual
acuity remaining (8). However, in general, the MO and the visual defects remain unless
treatment is initiated (8). The prognosis for vision loss is dependent on the degree of non-
perfusion and the occlusion location which are both important prognostic factors for

determining the final BRVO-related visual deficit (8).

Functional and structural alterations in the retina, including reduced retinal capillary blood flow,
can result in hypoxia leading to the upregulation of pro-inflammatory cytokines such as
vascular endothelial growth factor (VEGF) (13, 14). The expression of VEGF leads to

disruption of the blood retinal barrier, stimulated vascular endothelial growth, and an increase

in vascular permeability of those nascent immature blood vessels permeability (9, 14, 15).

Ang-2 is another cytokine that is elevated in the vitreous of patients with MO-RVO, suggesting
that Ang-2 could be an additional driver for the progression of the disease (16, 17). Ang-2
causes vascular instability by promoting endothelial destabilisation, pericyte loss, and
pathological angiogenesis, thus potentiating vascular leakage, inflammation and fibrosis. It
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also sensitises blood vessels to the activity of VEGF-A resulting in further vascular
destabilisation (16, 18-20). Ang-2 and VEGF-A synergistically increase vascular permeability

and stimulate neovascularisation (19, 20).

Burden of disease on patients

There is a substantial symptom burden associated with RVO. Patients with MO-RVO

experience acute visual symptoms, most commonly in a painless eye (8, 9, 21). Vision loss,
and/or variable degrees of vision alteration, including a decrease in central vision and/or a

corresponding visual field defect, are typically associated with the acute visual symptoms

experienced by patients with RVO.

Vision loss can have a negative impact on the mental and physical functioning of patients,
limiting their ability to perform everyday activities, which can challenge independent living (22,
23). Patients with vision loss often experience depression and social isolation because of

continuous mental stress due to worries, anxiety, or fear (22). MO-RVO is a chronic disease
and requires long-term treatment; cumulatively, patients may expect to receive a mean of 7—

15 anti-VEGF injections across 3 years of treatment (12, 24). RVO is associated with higher

healthcare costs than hypertension or glaucoma (25).

As aforementioned, MO is the primary complication associated with RVO and is characterised

by acute visual symptoms including vision loss, or variable degrees of vision alteration caused
by excessive retinal fluid leakage including retinal haemorrhage, and substantial retinal

thickening (8, 9, 21). The decline in vision experienced by patients with MO secondary to RVO
directly affects patient independence and self-care, negatively impacting patient physical
functioning and ability to perform everyday activities (23). Approximately 75% and 85% of
patients with CRVO and BRVO, respectively, develop MO (1).

A study conducted in-depth interviews with 17 Australian patients with RVO reported on a
number of quality of life (QOL) themes about common concerns of living with the disease.
Patient concerns reported under the theme of ‘activity limitation’ included having to give up
their driver’s license; difficulty reading small print, identifying street signs and recognising
people’s faces; and difficulty engaging in leisure activities (26). A study with a European
sample of 131 retinal patients reported that each injection appointment took approximately 4.5
hours, comprising an average of 79 minutes of travel time and 188 minutes of appointment
time. For the patients still in employment, ~50% needed to take 1 day off per appointment.

More than 55% reported ‘moderate to large’ impact on their QoL. This is a greater impact
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compared to other chronic conditions such as diabetes, asthma, glaucoma, hypertension,
thyroid conditions (23).

Burden of disease on carers and the healthcare system

In addition to the impact of the disease on the patient, current intravitreal (IVT) anti-VEGF
therapies used to treat patients with MO-RVO are associated with a substantial treatment
burden on patients, caregivers, physicians, and the healthcare system due to the onerous
schedule of frequent injections and patient monitoring visits (as often as once per month)
required to achieve and maintain optimal long-term vision outcomes (23, 26). Patients who
face multiple IVT injections also experience high levels of anxiety (23). The substantial burden
associated with treatment creates a barrier to optimal anti-VEGF therapy, leading to
unsustained vision outcomes that decline over time (27). As the demand for recommended
follow-up appointments and the volume of treatment increase, many clinics in the UK are

running at capacity and failing to meet the needs of their retinal disease patients (23, 28-30).

Out of the 131 retinal patients surveyed, 71% of patients required a carer’s aid at the time of
the injection appointment, totalling 6.3 hours of a carer’s time per injection (23). Additionally,
50% of carers were employed, and of these, 59% required time away from their employment
to support the patient highlighting the substantial burden associated with providing support for
a patient undergoing treatment for RVO (23). An economic model to calculate societal costs
of CRVO in the UK reported an annual cost of approximately £700 million, of which the
average annual contribution per patient was £14,692 (31). The contributing factors were
monitoring the disease (42%), cost of blindness (20%), drug treatment (16%), and adverse
events (15%) (31). Additionally, a study of all-cause visual impairment and blindness in high-
income countries found that long-term care, home-based nursing, assistive devices, and home
modifications contribute to levels of non-medical services more than 10-fold higher than for

those with normal vision (32).

B.1.3.2 Clinical management

Aflibercept and ranibizumab are considered the standard of care for treatment of RVO (1, 21).
According to UK clinical experts, grid laser photocoagulation is no longer the standard of care
for MO-RVO (3). Regarding dexamethasone implants, clinical experts confirmed anti-VEGFs
have been shown to have greater efficacy with a better safety profile compared to the
dexamethasone implant, which may cause side effects such as increased intraocular pressure
and cataract. Based on this and clinical experience, dexamethasone may only be used in
patients who do not respond to anti-VEGF drugs (33-37), and is used infrequently in clinical

practice. As such, dexamethasone is considered by clinicians to be a second line treatment.
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Based on these factors, the comparators to faricimab in this appraisal are the licensed anti-
VEGEF therapies aflibercept and ranibizumab. Both therapies have been evaluated by NICE
and recommended for patients with RVO in NICE TA409 (aflibercept BRVO; published 2016)
(38), TA305 (aflibercept CRVO; published 2014) (2), and TA283 (ranibizumab; published in
2013) (7), respectively.

I Reported

safety data suggests that anti-VEGF therapy is generally well-tolerated, with aflibercept and
ranibizumab having comparable safety profiles (40). Table 3 outlines the recommended
dosing regimens for aflibercept and ranibizumab for the treatment and management of RVO

patients.

Table 3: Aflibercept and ranibizumab dosing regimens and mechanism of action

Anti-VEGF agent EMA label recommended dosing R

action
Aflibercept The recommended dose for aflibercept is 2 mg aflibercept. | Aflibercept is a
(Eylea®) This corresponds to an injection volume of 0.05 mL. soluble decoy
After the initial injection, treatment is given monthly. The receptor protein

interval between two doses should not be shorter than one | that binds to all
month. Treatment is initiated with one injection per month for VEGF-A

three consecutive doses. The treatment interval is then isoforms, VEGF-
extended to two months. B, and placental
growth factor

If visual and anatomic outcomes indicate that the patient is
not benefiting from continued treatment, aflibercept should
be discontinued.

(PIGF).

Monthly treatment continues until maximum visual acuity is
achieved and/or there are no signs of disease activity.

Treatment may then be continued with a treat-and-extend
regimen with gradually increased treatment intervals to
maintain stable visual and/or anatomic outcomes, however
there are insufficient data to conclude on the length of these
intervals. If visual and/or anatomic outcomes deteriorate, the
treatment interval should be shortened accordingly.

The monitoring and treatment schedule should be
determined by the treating physician based on the individual
patient’s response.

Monitoring for disease activity may include clinical
examination, functional testing, or imaging techniques (e.g.
optical coherence tomography or fluorescein angiography).
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Ranibizumab The recommended dose for ranibizumab in adults is 0.5 mg |Ranibizumab is a

(Lucentis®) given as a single IVT injection. This corresponds to an recombinant,
injection volume of 0.05 mL. The interval between two doses |humanised
injected into the same eye should be at least four weeks. antigen binding

Treatment in adults is initiated with one injection per month | fragment of a
until maximum visual acuity is achieved and/or there are no |monoclonal
signs of disease activity i.e. no change in visual acuity and in | antibody, with a
other signs and symptoms of the disease under continued | high affinity for
treatment. Initially, three or more consecutive, monthly VEGF-A.
injections may be needed.

Thereafter, monitoring and treatment intervals should be
determined by the physician and should be based on
disease activity, as assessed by visual acuity and/or
anatomical parameters.

The intensive IVT injection regimen for managing diseases such as RVO has a negative effect
on a patient’s QoL (23). Ocular injections are often a source of fear, stress, and anxiety for
patients with retinal diseases (23, 41). A survey of patients with RVO (and diabetic macular
oedema [DMO]) reported 50%, 18%, and 4% of patients felt uptight, had their sleep affected,
and had reduced concentration, respectively, prior to their most recent injection (23). In
addition, a study by Bhisitkul et al. concluded that the high treatment burden associated with
injection and monitoring frequency which could not be replicated in the real-world setting,

resulted in patients with lower vision outcomes that decline with time (27).

This highlights that for many patients, innovations that reduce the frequency of treatment while
maintaining or improving vision may alleviate the anxiety, stress and fear burden experienced
by patients with MO-RVO as well as maintaining vision outcomes. This represents a
substantial unmet need for innovative therapeutic options capable of providing optimal disease
control, leading to sustained efficacy with fewer injections and monitoring visits. It is for this
reason, faricimab, with its dual action via Ang-2 and VEGF-A may facilitate a reduced
treatment burden through extended treatment intervals and sustained clinical outcomes that
are maintained for longer periods. Which in turn would alleviate the strain on ophthalmology

clinics and the broader healthcare system within the NHS.
B.1.3.3 Faricimab for the treatment of visual impairment caused by RVO

In retinal diseases, Ang-2 and VEGF-A upregulation leads to vascular instability, by
synergistically promoting angiogenesis and inflammation (16, 42). The Ang/Tie2 pathway
plays an important role in the regulation of vascular stability, with Ang-1 (when bound to Tie2)
stabilising the mature vasculature, promoting endothelial cell survival and barrier function
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inflammation (18, 42, 43), and Ang-2 acting as a vascular destabilisation factor by blocking
Ang-1-dependent Tie2 activation (43-45). Ang-2 levels can be upregulated by other pro-
angiogenic factors, including VEGF-A promoting vascular leakage and neovascularisation,
and have been shown to be increased during angiogenic stress triggered by hypoxia or

hyperglycaemia.

Faricimab is a bispecific antibody that is composed of an anti-Ang-2 arm and an anti-VEGF-A
arm, and therefore has a unique dual mechanism of action (Figure 1). Elevated vitreous levels
of both Ang-2 and VEGF-A are also implicated in RVO pathology, suggesting that faricimab

can be an effective treatment for RVO (16).

Figure 1: Design of the CrossMAD in faricimab

Anti-VEGF Anti-Ang-2
Vi
LC1 c, Lc2
Vi
— Cyl
HC1 HC2
parental antibodies humanized bispecific Ab <VEGF/Ang-2>

Ab, antibody; Ang-2, angiopoietin-2; HC, heavy chain; LC, light chain; VEGF, vascular endothelial growth factor.
Source: Investigator's Brochure RO686746 (46).

By dual inhibition of Ang-2 and VEGF-A, faricimab reduces vascular permeability and
inflammation, inhibits pathological angiogenesis, and restores vascular stability. Results from
the TENAYA and LUCERNE phase 3 trials evaluating dual Ang-2 and VEGF-A inhibition with
faricimab for the treatment of nAMD, administered at up to Q16W, demonstrated vision
benefits and anatomic outcomes comparable with VEGF pathway inhibition alone with Q8W
aflibercept. The observed extended durability of effect with faricimab, was potentially driven
by the vascular-stabilising effects of dual Ang-2 and VEGF pathway inhibition. The anticipation
is the vascular stability afforded by the unique dual mechanism of action of faricimab would
provide comprehensive disease control, allowing physicians to extend treatment intervals up
to Q16W, while maintaining vision gains and safety comparable to shorter interval dosing seen
in anti-VEGF treatments. This inference was validated by clinical experts based on their
experience of faricimab in nAMD and DMO (3). See Section B.3.6.3 for proportions of patients

on Q16W treatment intervals.

Roche conducted a study to assess real-world treatment patterns, VA outcomes, and the
incidence of pre-defined ocular safety outcomes in patients with macular oedema secondary
to BRVO, CRVO, or HRVO (47). The results showed that the percentage of BRVO patients
achieving an average treatment interval of 2Q12W and Q16W, 18 months after treatment
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initiation with aflibercept were 6.47% and 1.89%, respectively. With ranibizumab at 18 months,
=2Q12W and Q16W, were 9.48% and 3.05%, respectively (47). In CRVO patients, those
achieving 2Q12W and Q16W with aflibercept were 7.24% and 1.36%, respectively; whilst for
ranibizumab, 6.83% and 1.40% were seen to have achieved 2Q12W and Q16W, respectively
(47). Compared to approximately 52% (BRVO) and 37% (CRVO) of patients achieving Q16W
with faricimab at 68 weeks in BALATON and COMINO, respectively.

Based on the anticipated marketing authorisation indication, which covers the equivalent
populations as the comparators aflibercept and ranibizumab, faricimab is positioned as an
alternative option to these medicines for the treatment of adults with visual impairment due to

MO-RVO, as presented in Figure 2 below.

Figure 2: Proposed positioning of faricimab in treatment pathway for RVO

Visual impairment due to macular oedema secondary to RVO

BRVO ' CRVO

Ao VB Dexamethasone
i aflibercept, ranibizumab, :
(aflib Gl VEGE_ b Dexamethasone ( fal")icimab) implant (Ozurdex) t
it ercep‘t.‘ranl e, intravitreal injections t
faricimab)
First course: 3-6 injections, Retreatment after first dose
followed by T&E (2-4 week 3-6 months. More frequent

The choice of treatment will be dependent on the clinician
and the patient taking into consideration the frequency of
treatment, risk of IOP rise and cataract formation

extensions), or PRN (2-4 week dosing is associated with
monitoring) higher rate of AEs.

good rationale to switch mode of actions as different agents could resolve
macular oedema.

g e anti-VEGF

par (aflibercept, Dexarmethason ) Dexamethasone i

© ranibizumab, < impla ntai 3 Grid laser % : implant (Ozurdex) t }:;l'lgerc;:lt;)

& faricimab) : e
typical treatment duration: 12-18 months typical treatment duration: >18 months or indefinite

" Dexamethasone intravitreal implant is a NICE approved treatment but not considered a relevant comparator,
as it is used for BRVO only after grid laser photocoagulation has been tried, or is deemed not suitable (1).
* Grid laser photocoagulation is not considered a relevant comparator as it is no longer the standard of care for
RVO (1).
The treatment durability provided by faricimab suggests its introduction as a treatment option
will reduce the number of injections and monitoring visits required to treat RVO. This would
result in more efficient use of healthcare resources and long-term cost savings, through the
alleviation of capacity constraints within ophthalmology clinics. This is of long-term importance
given the increasing prevalence of RVO risk factors, there is likely to be an increase in demand
for eye care management relative to MO-RVO.
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B.1.4

Equality considerations

If a person is registered as blind or partially sighted they are considered disabled, as stated in

the Equality Act 2010 (4). Therefore, the patient population addressed in this submission is a

protected group under this act.

B.2 Key drivers of the cost effectiveness of the

comparators

B.2.1

Clinical outcomes and measures

The comparators for faricimab in this appraisal are the licensed anti-VEGF therapies

aflibercept and ranibizumab. Both therapies have been evaluated by NICE and recommended

for patients with RVO in NICE TA305 (aflibercept for treating visual impairment caused by MO

secondary to central vein occlusion) (2) and TA409 (aflibercept for treating visual impairment

caused by MO after branch retinal vein occlusion) (38) and NICE TA283 (ranibizumab for

treating visual impairment caused by MO secondary to retinal vein occlusion) (7). See Table

4 for outcome measures detailed in the published NICE guidance for aflibercept and

ranibizumab.

Aflibercept (TA305)

The pivotal studies for aflibercept considered in TA305 (2) were COPERNICUS and GALILEO.

COPERNICUS (n=187) was a randomised, double blind, multicentre trial conducted in
6 non-European countries. Patients received aflibercept 2 mg every 4 weeks (n=114)
or sham injections (n=73) every 4 weeks up to Week 24. During Weeks 24 to 52,
patients in both arms were evaluated monthly and received aflibercept if they met
protocol-specified retreatment criteria; if retreatment was not indicated they received
sham injection. After the first year, patients continued in a 1-year extension phase (up

to 100 weeks) with aflibercept as needed (no sham injection).

GALILEO (n=171) was a randomised, double-blind, multicentre trial conducted in 10
European and Asian-Pacific countries. None of the study centres was located in the
UK. From Week 0 to Week 24, patients in the intervention group (n=103) received
aflibercept every 4 weeks and patients in the comparator group (n=68) received a
sham injection every 4 weeks. From Week 24 to Week 52, patients in the intervention

group received aflibercept if they met protocol-specified retreatment criteria, or sham
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injection. Patients in the comparator group continued to receive sham injection from
Week 24 to Week 52. From Week 52 to Week 76, both groups received aflibercept
every 8 weeks. All patients were eligible to receive pan retinal photocoagulation at any

time if they developed neovascularisation.

The primary endpoint for both studies was the proportion of patients who gained at least 15
letters in BCVA at Week 24; as measured by ETDRS letter score.

Ranibizumab (TA283)
Ranibizumab technology appraisal (TA283) (7), presented data from the BRAVO and CRUISE

pivotal trials. Both studies were 3-armed randomised controlled trials conducted at multiple
centres in the USA. Patients were randomised equally to sham injection, monthly intraocular
ranibizumab 0.3 mg or monthly intraocular ranibizumab 0.5 mg, investigating the efficacy and
safety of ranibizumab 0.3mg and 0.5mg. BRAVO (n=397) and CRUISE (n=392) were both 3-
armed randomised controlled trials conducted at multiple centres in the USA. Patients were
randomised 1:1:1 to receive monthly intraocular injections of 0.3 mg or 0.5 mg of ranibizumab
or sham injections. Both trial populations were patients with visual impairment caused by
macular oedema who had been diagnosed in the 12 months prior to study initiation. There
was a 6-month treatment phase, during which monthly injections were given. In the treatment
phase of BRAVO, patients in both the sham injection and ranibizumab groups could receive
grid laser photocoagulation for rescue treatment from 3 months. In both BRAVO and CRUISE,
the treatment phase was followed by a 6-month observation phase during which all groups
(that is, the sham group and the 2 ranibizumab groups) could receive ranibizumab as needed.
Patients in the observation phase of BRAVO (but not CRUISE) could receive grid laser
photocoagulation for rescue treatment from 3 months (that is, at Month 9 of the study). The
final treatment in both BRAVO and CRUISE was given at Month 11, with a final study visit at
Month 12.
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Table 4: Clinical outcomes and measures appraised in the published NICE guidance for the comparators

Aflibercept for RVO [TA305] (2)

TA Outcome Source
. : . . . GALILEO (48),
. >
BCVA: Proportion of patients with = 15 ETDRS letter gain from baseline to Week 24 CORPENICUS (49)
. . GALILEO (48),
Mean change in BCVA from baseline at Week 24 CORPENICUS (49)

Change in CRT from baseline to Week 24

GALILEO (48),
CORPENICUS (49)

Proportion of patients progressing to neovascularisation of the anterior segment, optic disc, or elsewhere in the
retina from baseline to Week 24

CORPENICUS (49)

Ocular AEs; non-ocular AEs

GALILEO (48),
CORPENICUS (49)

Change in total NEI VFQ-25 from baseline to Week 24

GALILEO (48),
CORPENICUS (49)

Change in EQ-5D from screening

GALILEO (48)

BCVA: Proportion of patients with = 15 ETDRS letter gain from baseline to Week 24

Change from baseline in the National Eye Institute Visual Functioning

:2_ § Mean change in BCVA from baseline at Week 24
8 £ 8 Change in CRT from baseline to Week 24 VIBRANT (50)
é g - Change in total NEI VFQ-25 from baseline to Week 24
<k Change in EQ-5D from screening
Mean change from baseline in BCVA score at 6 months
§ Percentage of participants who gained = 15 letters in BCVA score at Month 6 compared with baseline
g E Percentage of participants who lost < 15 letters in BCVA score at Month 6 compared with baseline
% s g Percentage of participants with a CFT of < 250 ym at Month 6 BRAVO (51), CRUISE (52)
:-g E Mean absolute change from baseline in CFT at Month 6
& Change in total NEI VFQ-25 from baseline over time

AE, adverse event; BCVA, best corrected visual acuity, CFT, central foveal thickness; CRT, central retinal thickness; ETDRS, Early Treatment Diabetic Retinopathy Study; EQ-

5D, 5-dimension European Quality of Life questionnaire; NEI, National Eye Institute; VFQZ25, Visual Functioning Questionnaire.
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Summary of the key drivers of the cost-effectiveness of the comparators

The key drivers of the aflibercept cost-effectiveness analysis, as described in TA305, included:

o Number of aflibercept and ranibizumab injections, as this has a direct impact of drug
cost component;

e Risk ratio of gaining vision as the main determinant of treatment effect;

e Frequency of monitoring;

o Utility values.

Within the ranibizumab cost-effectiveness analysis, as described in TA283, the key drivers
included: treatment of the best seeing eye (the proportion of patients treated in their ‘better-

seeing eye’), time horizon and the utility values.

The key drivers of the cost-effectiveness from TA305 and TA283, relevant to the cost
comparison analysis, have been explored in scenario analyses and are presented in Section
B.4.4.

B.2.2 Resource use assumptions

The resource assumptions, which were relevant to previous appraisals, were:

e Intervention and comparator costs;
e Health state costs;
e AE costs;

e Administration and OCT costs.

Given the analyses used is a cost comparison, the only relevant assumption to this submission

is the intervention and comparator costs.

B.3 Clinical effectiveness

B.3.1 Identification and selection of relevant studies

See Appendix D for full details of the process and methods used to identify and select the

clinical evidence relevant to the technology being evaluated.

B.3.2 List of relevant clinical effectiveness evidence

A summary of the clinical effectiveness evidence pertinent to the current appraisal is provided
below.
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Table 5: Clinical effectiveness evidence

Study

BALATON/GR41984,

NCT04740905 (53) COMINO/GR41986, NCT04740931(54)

Study
publications

Clinical study report (55, 56) Clinical study report (57, 58)

Study design

Phase Ill, multicentre, randomised, double-masked, active comparator-controlled,
parallel-group, 2-part studies evaluating the efficacy, safety and pharmacokinetics
of faricimab administered by intravitreal injection at 4-week intervals (i.e., fixed
monthly dosing) until Week 24 (Part 1), followed by a period of study without active
control (Part 2) to evaluate faricimab administered according to a personalised
treatment interval (PTI) dosing regimen in patients with macular oedema
secondary to BRVO (BALATON), and CRVO or HRVO (COMINO).

BALATON and COMINO have identical study designs.

Population

Adult patients who were naive to anti-VEGF treatment, with visual impairment due
to MO secondary to BRVO (BALATON), and CRVO or HRVO (COMINO).

Intervention(s)

Faricimab solution for intravitreal injection at a dose of 6 mg

Comparator(s)

Aflibercept solution for intravitreal injection at a dose of 2 mg

Indicate if trial
supports
application for
marketing
authorisation

Yes | v | Indicate if Yes v | Yes v | Indicate if Yes | vV
trial used in trial used in
No the economic No No the No
model economic
model

Rationale for
use/non-use in

BALATON and COMINO are Phase lll trials providing efficacy, safety and
durability evidence for faricimab in patients with RVO. Data from BALATON and

the model COMINO were used to inform the efficacy and safety of faricimab in the economic
model.
Reported . Visual acuity (the affected eye)
outcc_)l:nes. . Overall visual function
spe_cl.fled in the . Central subfield foveal thickness (CSFT)
decision problem
. Adverse effects of treatment
. Health-related quality of life (HRQoL)

B.3.3 Summary of methodology of the relevant clinical

effectiveness evidence

Unless otherwise stated, information on the BALATON and COMINO studies were sourced

from the clinical study reports (47-50).

B.3.3.1 Study design

BALATON (Study GR41984) and COMINO (Study GR41986) were identically designed Phase

IlI, multicentre, randomised, double-masked, active comparator controlled, parallel-group, 2-

part studies evaluating the efficacy, safety and pharmacokinetics of faricimab administered by
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IVT injection at 4-week intervals (i.e., fixed monthly dosing). Both trials consisted of two parts:
Week 0 to Week 24 (Part 1), followed by a period of study without active control (Part 2) to
evaluate faricimab administered according to a personalised treatment interval (PTI) dosing
regimen in patients with MO due to BRVO (BALATON), and CRVO or HRVO (COMINO).
Investigators and patients are masked to treatment assignment in Part 1 and to both original

treatment assignment and faricimab treatment interval in Part 2.

In Part 1 (Q4W dosing), a total of 570 and 750 patients were planned to be enrolled and
randomised during the global enrolment phase of BALATON and COMINO respectively.
These numbers will allow >90% power in each treatment arm to demonstrate non-inferiority
of faricimab compared to aflibercept with regards change in BCVA from baseline to week 24
in the ITT population. The patients were randomised in a 1:1 ratio to one of two treatment

arms, with treatment arms defined as follows:

e Arm A (n=285 [BALATON] and n=375 [COMINQ]): Patients randomly assigned to Arm A
received 6 mg faricimab IVT injections Q4W from Week 0 through Week 20 (6 injections).

o Arm B (comparator arm, n=285 [BALATON and n= 375 [COMINQ]): Patients randomly
assigned to Arm B received 2 mg aflibercept IVT injections Q4W from Week 0 through
Week 20 (6 injections).

Only one eye was assigned as the study eye. If both eyes were considered eligible, the eye
with the worse BCVA, as assessed at screening, was selected as the study eye, unless the

investigator deemed the other eye to be more appropriate for treatment in the study.
Randomisation was stratified by the following baseline factors as assessed on Day 1:

e Baseline BCVA Early Treatment Diabetic Retinopathy Study (ETDRS) letter score
o For COMINO: < 34 letters, 35-54 letters, and >55 letters
o For BALATON: > 55 letters vs. < 54 letters

¢ Region (United States, Asia, and the rest of the world)

In Part 2 (PTI regimen), patients in Arm A (6 mg faricimab), continued to receive faricimab and
patients in Arm B (2 mg aflibercept), stopped aflibercept treatment and switched to 6 mg
faricimab according to a PTI dosing regimen from Week 24 through Week 68. All patients
completed the scheduled study visits every Q4W for the entire study duration (72 weeks)
(Figure 3).
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The primary analysis was performed when all patients from the global enrolment phase had
either completed the study through Week 24 or had discontinued from the study prior to Week
24. To preserve the masking of faricimab treatment intervals from Week 24 through Week 68,
a sham procedure was administered during study visits at which (according to the PTI dosing

regimen) no faricimab treatment was administered maintaining the Q4W dosing interval.

Figure 3: Study schema for BALATON and COMINO

Part 1: Q41W Dosing Part 2: P'II Regimen
[ \ ]
Randomization Primary Endpoint Final Visit
Screening | Study Treatment Administration |
Day -28 to
Day -1 Day1 W4 W8 W12 W16 W20 W24 W28 W32 W36 W40 W44 W48 W52 WS6 W60 We4 Wes W72

I | | | | | | | | | | | ] | | | | | | |
I | ! | ! I ! I ! I | ! | ! I ! I | I 1

ama  —0—0—0—-0-0-606600606006000

ams 0—0—0—9—9—00000000000007

() 6mgof faricimab IVT O 6 mg of faricimab IVT or sham . 2 mg of aflibercept VT () Final study visit, no study
according to PTI criteria treatment

IVT=intravitreal; PTI= personalised treatment; Q4W= every 4 weeks; W= week.

PTI treatment schedule for patients in Arms A and B

In Part 2 of the study, patients in both the faricimab Q4W and aflibercept Q4W arms in Part 1
received 6 mg faricimab IVT injections administered according to a PTI dosing regimen in
intervals between Q4W and Q16W. At faricimab dosing visits, treatment intervals were
maintained or decreased or extended, calculated automatically using an interactive web-
based response system (IXRS) based on CST and BCVA values (see Figure 4 for details on
the PTI dosing algorithm). Patients therefore received between 3 and 12 injections during the
period from Week 24 through Week 68.

Of note, patients whose dosing interval had been previously extended and who experience
disease worsening that triggered an interval reduction were not allowed to extend the interval
again, with the exception of patients whose dosing intervals were reduced to Q4W; their
interval could be extended again but only to an interval that was 4 weeks less than their original
maximum extension. For example, a patient on a Q12W interval who required a reduction in
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treatment interval to Q4W in 4 week increments could not be extended beyond a Q8W interval
for the remainder of the study.

Both the faricimab Q4W and aflibercept Q4W arms maintained Q4W study visits for the 72-
week study duration. To preserve the masking of faricimab treatment intervals for Week 24
through Week 68, a sham procedure was administered during study visits at which (according
to the PTI dosing regimen) no faricimab treatment was administered (hereafter referred to as
the faricimab Q4W to faricimab PTI and aflibercept Q4W to faricimab PTI arms).

Figure 4: Algorithm for IXRS-determined faricimab PTI dosing intervals in Part 2

Change in CST compared with reference CST?
Improving g == == w= p Worsening

Interval
maintained

—20% —10% BaSFline +10% +20%

BCVA =best-corrected visual acuity; CST =central subfield thickness; IXRS =interactive web-based response
system; Q4W =every 4 weeks.
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Initial reference CST=CST value when the initial CST threshold criteria are met, but no earlier than Week 20.
Reference CST is adjusted if CST decreases by >10% from the previous reference CST for two
consecutive faricimab dosing visits and the values obtained are within 30 um. The CST value obtained at the
latter visit will serve as the new reference CST, starting immediately at that visit.

Reference BCVA =mean of the three best BCVA scores obtained at any prior dosing visit.

Table 6: Summary of study methodology

BALATON, NCT04740905 (53) COMINO, NCT04740931 (54)

BALATON was conducted in 22 COMINO was conducted in 22

countries: Argentina, Australia, Austria, | countries: Argentina, Australia, Austria,
Brazil, China, Czech Republic, France, | Brazil, China, Czech Republic, France,
Settings and Germany, Hong Kong, Hungary, Israel, | Germany, Hong Kong, Hungary, Israel,

locations of data | Italy, Japan, Korea, Poland, Portugal, Italy, Japan, Korea, Poland, Portugal,
collection Russian Federation, Singapore, Spain, | Russian Federation, Singapore, Spain,
Taiwan, United Kingdom, and United Taiwan, United Kingdom, and United
States. States.
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There were six sites in the UK. There were ten sites in the UK.

Trial design

Phase lll, double masked, multicentre, randomised, parallel-group study in
patients with RVO

Eligibility criteria

Key inclusion criteria

Age 218 years at time of signing Informed Consent Form

Foveal centre involved MO secondary to BRVO (BALATON, GR41984) or
CRVO/HRVO (COMINO, GR41986)

BCVA of 73 to 19 letters, inclusive (20/40 to 20/400 approximate Snellen
equivalent), as assessed on the ETDRS VA chart at a starting test
distance of 4 meters on Day 1

CST 2 325 um, as measured on Spectralis spectral-domain optical
coherence tomography (SD-OCT), or = 315 ym, as measured on Cirrus
SD-OCT or Topcon SD-OCT at screening (swept-source optical
coherence tomography [SS-OCT] acceptable after confirmation with
Central Reading Centre [CRC])

Key exclusion criteria

Uncontrolled blood pressure, defined as systolic blood pressure >180
mmHg and/or diastolic blood pressure >110 mmHg while a patient is at
rest on Day 1

Stroke (cerebral vascular accident) or myocardial infarction within 6
months prior to Day 1

Pregnant or breastfeeding, or intention to become pregnant during the
study

History of previous episodes of MO-RVO or persistent MO-RVO
diagnosed more than 4 months before screening

History of retinal detachment or macular hole (Stage 3 or 4)

Any prior or current treatment for MO-RVO, including anti-VEGF IVT
injections for MO-RVO

Macular laser (focal/grid) in the study eye at any time prior to Day 1
Any IVT treatment for any other retinal diseases that can lead to MO
complication

Any prior or current treatment for MO, macular neovascularisation, and
vitreomacular interface abnormalities

Any major iliness or major surgical procedure within 1 month before
screening

Any current ocular condition which, in the opinion of the investigator, is
currently causing or could be expected to contribute to irreversible vision
loss due to a cause other than MO-RVO in the study eye

Company evidence submission for faricimab for treating macular oedema caused by retinal
vein occlusion [ID6197]
© Roche Products Ltd. (2024). All rights reserved Page 30 of 120




Trial drugs and
concomitant
medications

Trial drugs

Arm A: In Part 1 of the study, patients received 6 mg faricimab IVT
injections Q4W from Day 1 through Week 20. In Part 2, patients in both
arms received 6 mg faricimab IVT injections administered according to a
PTI dosing regimen in intervals between Q4W and Q16W.

Arm B: In Part 1, patients received 2 mg aflibercept IVT injections Q4W
from Day 1 through Week 20, for a total of 6 injections. In Part 2, patients
in both arms received 6 mg faricimab IVT injections administered
according to a PTI dosing regimen in intervals between Q4W and Q16W.

Sham procedure

The sham is a procedure that mimics an IVT injection to preserve the
study masking and involves the blunt end of an empty syringe, without a
needle, being pressed against an anaesthetised eye.

Concomitant medications

Prohibited concomitant medications:

The following medications and treatments are prohibited from use during a
patient’s study treatment participation. Patients may be discontinued from study
treatment and/or the study to receive these therapies:

Systemic anti-VEGF therapy
Systemic drugs known to cause macular oedema (fingolimod, tamoxifen)

IVT anti-VEGF agents (other than study-assigned aflibercept or faricimab)
in study eye

IVT, periocular (subtenon), steroid implants (i.e., Ozurdex®, lluvien®), or
chronic topical ocular corticosteroids in study eye

Treatment with verteporfin (Visudyne®) in study eye
Administration of micropulse and focal or grid laser in study eye

Other experimental therapies (except those comprising vitamins and
minerals

Permitted concomitant medications:
Patients who use maintenance therapies should continue their use. Of note, the
following are common therapies that are permitted:

Treatment for onset of ocular hypertension or glaucoma in the study eye
during a patient’s study participation, as clinically indicated

Treatment of onset of cataract or posterior capsular opacification in either
eye during a patient’s study participation, as clinically indicated. Dose
interruption criteria may apply with cataract surgery

Short-term use of topical ocular corticosteroids after cataract surgery,
yttrium-aluminium garnet (YAG) capsulotomy, peripheral iridotomy,
argon/selective laser trabeculoplasty, or ocular allergic conditions in study
eye or fellow eye
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e Complete, sector, or local panretinal photocoagulation in the study eye or
fellow eye may be allowed if needed for the treatment of ischemic RVO or
new peripheral neovascularisation after discussion with the Medical
Monitor. These conditions will be recorded as serious adverse events.
The patient should remain on study treatment and continue unchanged on
the IxRS-assigned interval.

e Vitrectomy may be performed at the discretion of the masked investigator
in the event that study eye develops sight-threatening vitreous
haemorrhage or retinal detachment. These conditions will be recorded as
serious adverse events and will be recorded as a concomitant procedure.
Study treatment should be interrupted and may restart based on the
patient’s status after consultation with the Medical Monitor. The patient
should remain in the study and complete all study visits as planned.

e Fellow (non-study) eye may be treated with anti-VEGF therapy licensed
for ocular use, if diagnosed with an ocular condition for which the selected
anti-VEGF therapy is approved by the country regulatory agency and at
the discretion of the masked investigator

Consult with the region-specific anti-VEGF prescribing information for the
recommended dose and frequency of treatment. The Sponsor will cover
the cost of approved licensed ocular anti-VEGF therapy in accordance
with local regulations. Note: bevacizumab (Avastin®) is not licensed for
ophthalmic use in any country; therefore, it is prohibited from use.

If (per the masked investigator's judgment) treatment with anti-VEGF is to
be given to the fellow (non-study) eye at the same visit as the study eye
treatment, all study eye assessments (including study eye study treatment
administration) must be completed first. If there are no safety concerns,
the site may proceed with the fellow eye treatment administered by the
unmasked physician to preserve masking. Individual trays and sterile
preparation must be separately prepared for each eye treatment.

If the fellow eye anti-VEGF treatment is performed outside of the study
visit, a qualified investigator, in either masked or unmasked role, can
administer the treatment.

At the discretion of the investigator, patients may continue to receive
medications and standard treatments administered for other conditions.

Primary Primary endpoint:

outcome e Change in best-corrected visual acuity (BCVA) from baseline to Week 24

Secondary endpoints:

Other outcomes ) .
e Visual acuity (the affected eye)

used in the _ .
economic e  Overall visual function
model/specified e Central subfield foveal thickness (CSFT)
in the scope o Adverse effects of treatment

e Health-related quality of life (HRQoL)

Company evidence submission for faricimab for treating macular oedema caused by retinal
vein occlusion [ID6197]
© Roche Products Ltd. (2024). All rights reserved Page 32 of 120



Pre-planned
subgroups .

In the intent to treat (ITT) population, the primary endpoint of change in BCVA
from baseline to Week 24 was analysed across subgroups including:

Baseline BCVA:
o BALATON (BRVO) < 54 letters and > 55 letters);
e COMINO (C/HRVO): < 34 letters, 35-54 letters, and > 55 letters

Baseline BCVA (low vision of < 23 letters and > 24 letters)
Region (United States, Asia, and the rest of the world)
Age (< 65 years and > 65 years)

Gender (female and male)

Race (White, Asian, and other)
COMINO: RVO subtype (CRVO and HRVO)

BCVA, best corrected visual acuity; CST, central subfield thickness; NEI VFQ-25, National Eye Institute 25-Item
Visual Function Questionnaire; OCT, optical coherence tomography; PTI, personalised treatment interval; SD-
OCT, spectral-domain optical coherence tomography,; VEGF, vascular endothelial growth factor.

B.3.3.2 Patient demographics and baseline characteristics

Patient demographics were generally comparable between treatment arms and across both
RVO studies (BALATON and COMINO) in the intent-to-treat (ITT) population (Table 7).
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Table 7: Baseline demographics and patient characteristics: BALATON and COMINO (ITT population)

BALATON COMINO

Fa"c";ﬁ:;'g)g Q4w Agf‘fvrz’szt;;‘;g All patients (N=553) Far'c'";:':sz':f Q4w AfQ'TVT‘(::Z;:;g All patients (N=729)
Region
n 276 277 553 366 363 729
\F/{V?)Sr: d°f the 129 (46.7%) 128 (46.2%) 257 (46.5%) 187 (51.1%) 187 (51.5%) 374 (51.3%)
Us 62 (22.5%) 64 (23.1%) 126 (22.8%) 95 (26.0%) 93 (25.6%) 188 (25.8%)
Asia 85 (30.8%) 85 (30.7%) 170 (30.7%) 84 (23.0%) 83 (22.9%) 167 (22.9%)
Age (years)
n 276 277 553 366 363 729
Mean (SD) 64.3 (10.7) 63.8 (10.6) 64.1(10.7) 65.6 (13.1) 64.7 (13.3) 65.1(13.2)
Median 65.0 64.0 64.0 67.0 66.0 66.0
Min - Max 35-93 28-88 28-93 22-100 27-95 22-100
Age group (years)
n 276 277 553 366 363 729
<65 133 (48.2%) 144 (52.0%) 277 (50.1%) 162 (44.3%) 158 (43.5%) 320 (43.9%)
>=65 143 (51.8%) 133 (48.0%) 276 (49.9%) 204 (55.7%) 205 (56.5%) 409 (56.1%)
<65 133 (48.2%) 144 (52.0%) 277 (50.1%) 162 (44.3%) 158 (43.5%) 320 (43.9%)
>=65_ <75 100 (36.2%) 93 (33.6%) 193 (34.9%) 113 (30.9%) 119 (32.8%) 232 (31.8%)
>=75_<85 33 (12.0%) 36 (13.0%) 69 (12.5%) 71 (19.4%) 74 (20.4%) 145 (19.9%)
>=85 10 (3.6%) 4 (1.4%) 14 (2.5%) 20 (5.5%) 12 (3.3%) 32 (4.4%)
Sex
n 276 277 553 366 363 729
Male 143 (51.8%) 130 (46.9%) 273 (49.4%) 193 (52.7%) 200 (55.1%) 393 (53.9%)
Female 133 (48.2%) 147 (53.1%) 280 (50.6%) 173 (47.3%) 163 (44.9%) 336 (46.1%)
Ethnicity

n |

276

277

553

366

363

729
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Not Hispanic or
Latino

224 (81.2%)

224 (80.9%)

448 (81.0%)

286 (78.1%)

283 (78.0%)

569 (78.1%)

E;ﬁ]i”'c or 47 (17.0%) 51 (18.4%) 98 (17.7%) 66 (18.0%) 73 (20.1%) 139 (19.1%)
Unknown 4 (1.4%) 1(0.4%) 5 (0.9%) 10 (2.7%) 3 (0.8%) 13 (1.8%)
Not reported 1(0.4%) 1(0.4%) 2 (0.4%) 4 (1.1%) 4 (11%) 8 (1.1%)
Race
n 276 277 553 366 363 729
Q:"Ael;zi; :\T:t'zg 3 (1.1%) 0 3 (0.5%) 2 (0.5%) 3 (0.8%) 5 (0.7%)
i';‘;':i;’; r:\f”ca” 6 (2.2%) 7 (2.5%) 13 (2.4%) 10 (2.7%) 13 (3.6%) 23 (3.2%)
Native Hawaiian
or other Pacific 1(0.4%) 0 1(0.2%) 0 1(0.3%) 1(0.1%)
Islander
White 172 (62.3%) 172 (62.1%) 344 (62.2%) 243 (66.4%) 253 (69.7%) 496 (68.0%)
Multiple - ; - 1(0.3%) 0 1(0.1%)
Unknown 4 (1.4%) 4 (1.4%) 8 (1.4%) 21 (5.7%) 5 (1.4%) 26 (3.6%)
Asian 90 (32.6%) 94 (33.9%) 184 (33.3%) 89 (24.3%) 88 (24.2%) 177 (24.3%)
Chinese 41 (45.6%) 44 (46.8%) 85 (46.2%) 36 (40.4%) 33 (37.5%) 69 (39.0%)
Taiwanese 0 0 0 0 0 0
Asian Indian 1(11%) 2 (2.1%) 3 (1.6%) 1(1.1%) 0 1(0.6%)
Korean 29 (32.2%) 21 (22.3%) 50 (27.2%) 21 (23.6%) 22 (25.0%) 43 (24.3%)
Malaysian 0 0 0 0 0 0
Vietnamese 0 0 0 1(1.1%) 0 1 (0.6%)
Japanese 14 (15.6%) 22 (23.4%) 36 (19.6%) 24 (27.0%) 27 (30.7%) 51 (28.8%)
Filipino 0 1(11%) 1(0.5%) 0 3 (3.4%) 3 (1.7%)
Other Asian 5 (5.6%) 4 (4.3%) 9 (4.9%) 6 (6.7%) 3 (3.4%) 9 (5.1%)

Age is at randomisation. Asian origin percentages are based on the overall Asian denominator. Ethnicity= not reported if it cannot collected due to local regulations.
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B.3.4  Statistical analysis and definition of study groups in the

relevant clinical effectiveness evidence

B.3.4.1 Analysis timing

The primary endpoint for the global population was performed when all patients had either
completed the study through Week 24 or had discontinued from the study prior to Week 24,
whichever came later (i.e., timing is defined as the primary endpoint last patient last visit

[LPLV]). At the time of the primary analysis, the study was ongoing.

The final analyses for the global population were performed when all patients had either
completed the study through Week 72 or have discontinued early from the study, dependent
of which event comes first, and all data was entered into the database, cleaned and verification

of critical variables had been completed.

B.3.4.2 Statistical hypothesis
The primary endpoint was the change in BCVA from baseline to Week 24. The following

hypotheses were tested:

e Non-inferiority (NI) of faricimab Q4W compared with aflibercept Q4W at Week 24 in the
ITT population (at a one-sided 0.02485 significance level)

e  Superiority of faricimab Q4W compared with aflibercept Q4W at Week 24 in the ITT

population (at a two-sided 0.0497 significance level)

The hypotheses on the primary endpoint were tested in the order shown above, proceeding
sequentially starting from the non-inferiority test and only testing the superiority after achieving
statistical significance on the non-inferiority test. There was no impact on the type | error rate
for the superiority test following the NI test, therefore a claim of superiority after NI can be

made without multiplicity adjustment (59).

The null and alternative hypotheses for NI test are as follows:
e The null hypothesis (Ho) is: pfaricimab _ aflibercept < _ 4 |etters

e The alternative hypothesis (H,) is: pfricmab _ afiibercept . _ 4 |etters

where pfaricimab gnd afibercent grg the expected change in BCVA from baseline to Week 24 for

the faricimab Q4W arm and the active comparator (aflibercept Q4W) arm, respectively.
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B.3.4.3 Planned sample size

Determination of sample size was based on patients enrolled in the global enrolment phase.
Approximately 570 patients for BALATON and 750 patients for COMINO were randomised in

a 1:1 ratio to receive treatment with faricimab (Arm A) or aflibercept (Arm B).

A sample size of approximately 285 patients in each treatment arm for BALATON and

375 patients for each treatment arm in COMINO will provide >90% power to calculate NI

(using an NI margin of 4 letters) of faricimab compared to aflibercept for the change in BCVA

from baseline to Week 24 in the ITT population and under the following assumptions:

No difference in the mean change in BCVA from baseline to week 24 between the

two treatment arms

Standard deviation (SD) of 13 letters for BALATON and 15 letters for COMINO for
the change from baseline in BCVA at Week 24

Two-sample t-tests
2.5% one-sided type | error rate

10% dropout rate

The sample size will also provide greater than 80% power to calculate a 3.5-letter superiority

of faricimab over aflibercept, under the same SD, test, and dropout assumptions above, and

a two-sided type | error rate of 5%.

B.3.4.4 Analysis populations

Table 8: BALATON and COMINO analysis populations

Population Definition

All patients who were randomised in the study. For analyses based
on this patient population, patients were grouped according to the
treatment assigned at randomisation.

ITT Note: Subjects who were wrongly randomised to one study
(BALATON or COMINO), discontinued without treatment, and then
randomised to the other study (COMINO or BALATON respectively)
are included in the latter study only.

All patients randomised in the study who receive at least one dose
of study treatment and who do not have a major protocol violation
that impacts the efficacy evaluation. Patients were grouped
Per-protocol according to actual treatment received through Week 20. If by error,
a patient received a combination of different active study drugs
(faricimab and aflibercept) in the study eye, the patient’s treatment
group will be as randomised.
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All patients who received at least one injection of active study drug
(faricimab or aflibercept) in the study eye. Patients were grouped
according to actual treatment received through Week 20. If by error
a patient received a combination of different active study drugs
(faricimab and aflibercept) in the study eye, the patient’s treatment
group will be as randomised.

Safety-evaluable

B.3.4.5 Efficacy analysis and statistical methods

General considerations for the analysis, as well as statistical methods for the primary,

secondary and exploratory endpoints, and safety analyses are provided in Appendix E.

B.3.5 Critical appraisal of the relevant clinical effectiveness
evidence
An overview of the quality assessment for BALATON and COMINO is presented in Table 9.

Please refer to Appendix D.3 for the full quality assessment.

Table 9: Clinical effectiveness evidence quality assessment

Studv question BALATON COMINO
va (NCT04740905) (NCT04740931)
Was randomisation carried out appropriately? Yes Yes
Was the concealment of treatment allocation
Yes Yes
adequate?
W — -
ere the groups §|m|Iar at the outset of the study in Yes Yes
terms of prognostic factors?
Were the care providers, participants and outcome
: . Yes Yes
assessors blind to treatment allocation?
Were there any unexpected imbalances in drop-
No No
outs between groups?
Is there any evidence to suggest that the authors No No
measured more outcomes than they reported?
Did the analysis include an intention-to-treat
analysis? If so, was this appropriate and were
: o Yes Yes
appropriate methods used to account for missing
data?

B.3.6 Clinical effectiveness results of the relevant studies

Data pooling was not conducted across the Phase Il studies (BALATON and COMINO). The
pre-specified rationale for not pooling efficacy data across both studies was because each
RVO subtype may impact the retina differently (BRVO and C/HRVO. The primary and
secondary efficacy analyses were based on the ITT population, unless otherwise specified,

with patients grouped according to the treatment arm assigned at randomisation.
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B.3.6.1 Primary endpoint: Change in BCVA from baseline to Week 24 in the study
eye

In both BALATON and COMINO, faricimab demonstrated non-inferiority to aflibercept with the
change from in BCVA between baseline and Week 24. The primary endpoint analyses was
consistent between the ITT and per protocol (PP) populations, and generally comparable

between the two studies (Table 10).

At Week 24 in BALATON, the adjusted mean BCVA change from baseline was 16.9 and 17.5
letters in the faricimab Q4W and aflibercept Q4W arms, respectively; the difference was -0.6
letters (95% ClI: -2.2, 1.1). In COMINO, the adjusted mean change in BCVA from baseline was
16.9 and 17.3 letters in the faricimab Q4W and aflibercept Q4W arms, respectively; the
difference was -0.4 letters (95% ClI: -2.5, 1.6). The difference in BCVA letter between faricimab
and aflibercept in both BALATON and COMINO was within the +/- 4 letter non inferiority

margin.
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Table 10: BALATON (GR41984) and COMINO (GR41986): Change from baseline in BCVA in the study eye at Week 24

MMRM method; ITT population

BALATON COMINO
Faricimab Aflibercept Faricimab Aflibercept
6 mg Q4W 2 mg Q4W Difference in 6 mg Q4W 2 mg Q4W Difference in
[N=276] [N=277] adjusted means [N=366] [N=363] adjusted means
Adjusted mean Adjusted mean (95% Cl) Adjusted mean Adjusted mean (95% Cl)
(95% CI) (95% CI) (95% CI) (95% CI)
Mean (SE) baseline BCVA @ 57.5(0.78) 57.6 (0.73) — 50.2 (0.85) 50.7 (0.86) —
Main analysis - MMRM method
ITT pooulation 16.9 17.5 -0.6 16.9 17.3 -04
pop (15.7, 18.1) (16.3, 18.6) (-2.2,1.1)® (15.4, 18.3) (15.9, 18.8) (-2.5,1.6)°
Sensitivity analysis — Multiple imputation: ANCOVA method
ITT population 15.7 15.7 -0.1 16.5 16.6 -0.1
pop (14.3,17.1) (14.3,17.2) (-1.9,1.7) (14.6, 18.3) (14.7, 18.4) (-2.2, 2.0)

Supplementary analyses
PP analysis - MMRM method; 17.1 17.4 -0.3 17.3 18.4 -1.1
PP population (15.8, 18.3) (16.2, 18.6) (-2.1,1.4) (15.8, 18.8) (16.9, 19.9) (-3.2,0.9)
Analysis of distinguishing
COVID and non-COVID 17.0 17.5 -0.5 16.9 17.4 -0.4
intercurrent events —- MMRM (15.8, 18.2) (16.3, 18.7) (-2.1,1.2) (15.5, 18.4) (15.9, 18.8) (-2.5, 1.6)
method; ITT population
fo’;e:?l’slft:r‘;:{g;tpgxﬁ't sSt_rategy 16.9 175 0.6 16.8 17.3 0.5

(15.7, 18.1) (16.3, 18.7) (-2.3, 1.0) (15.4, 18.3) (15.9, 18.8) (-2.5, 1.6)
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ANCOVA=analysis of covariance; BCVA=best corrected visual acuity; COVID=coronavirus disease; IT T=intent-to-treat; MI=multiple imputation;, MMRM=mixed model for
repeated measures; MNAR=missing not at random; PP=per protocol, Q4W=every four weeks.

Notes: ITT population: faricimab Q4W=276; aflibercept Q4W=277. PP population: faricimab Q4W=241; aflibercept Q4W=243 (BALATON) ITT population: faricimab Q4W=366;
aflibercept Q4W=363. PP population: faricimab Q4W=328; aflibercept Q4W=311 (COMINO,).

For the primary analysis, an MMRM analysis was performed; the model was adjusted for treatment group, visit, visit-by-treatment group interaction, Baseline BCVA (BALATON:
<=54 letters vs. >=55 letters; COMINO: < 34 letters, 35-54 letters, and > 55 letters), and region (United States, Asia, and the rest of the world). An unstructured covariance
structure was used. Observed BCVA assessments were used regardless of the occurrence of intercurrent events. Missing data were implicitly imputed by MMRM. Invalid
BCVA values were excluded from analysis. 95% CI was a rounding of 95.03% CI.

For the sensitivity analysis using MI, an ANCOVA analysis was performed; the model used the non-missing change from baseline in BCVA at Week 24 as the response
variable adjusted for the treatment group, baseline BCVA (continuous), baseline BCVA score (BALATON: <=54 letters vs. >=55 letters; COMINO: < 34 letters, 35-54 letters,
and > 55 letters), and region (United States, Asia, and the rest of the world). Observed BCVA assessments were used regardless of the occurrence of intercurrent events.
Missing primary endpoint BCVA assessments were imputed using Ml assuming MNAR and imputed using the worse outcomes. Invalid BCVA values are excluded from
analysis. 95% Cl is a rounding of 95.03% CI.

For the analysis distinguishing COVID and non-COVID intercurrent events, the analysis was conducted following the same analysis method as the primary analysis except a
treatment policy strategy and hypothetical strategy were applied to non-COVID-19 related and COVID-19 related intercurrent events, respectively.

For the analysis using a hypothetical strategy for all intercurrent events, the analysis was conducted following the same analysis method as the primary analysis except a
hypothetical strategy was applied to the intercurrent events.

a The mean baseline BCVA values presented in this row are non-adjusted.

b For the primary analysis, if the lower bound of the two-sided 95% ClI for the difference in adjusted means of the two treatments is greater than — 4 letters (the non-
inferiority margin), then faricimab is considered non-inferior to aflibercept.
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B.3.6.2 Secondary endpoin ts

Change in BCVA from baseline at Week 64/68/72
In both BALATON and COMINO,

|
I N BALATON, in the ITT

population, the adjusted mean change in BCVA from baseline was [l and [l letters in the
faricimab Q4W to faricimab PTI and aflibercept Q4W to faricimab PTIl arms, respectively at
Week 64/68/72. In COMINO, in the ITT population, the adjusted mean change in BCVA from
baseline was [l and il letters in the faricimab Q4W to faricimab PTI and aflibercept Q4W

to faricimab PTI arms, respectively (Table 11).
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Table 11: Change in BCVA from baseline in the study eye at Week 64/68/72

BALATON COMINO
Faricimab 6 mg Q4W to
Faricimab 6 mg PTI Aflibercept 2 mg Q4W to Faricimab 6 mg Q4W to Aflibercept 2 mg Q4W to
[N=276] Faricimab 6 mg PTI [N=277] | Faricimab 6 mg PTI [N=366] | Faricimab 6 mg PTI [N=363]
Adjusted mean Adjusted mean Adjusted mean Adjusted mean
(95% CI) (95% CI) (95% CI) (95% CI)

Mean (SE) baseline BCVA 2 57.5(0.78) 57.7 (0.73) 50.2 (0.85) 50.7 (0.86)
Main analysis - MMRM method
ITT population 18.1 18.8 16.9 171

pop (16.9, 19.4) (17.5, 20.0) (15.2, 18.6) (15.4, 18.8)
Sensitivity analysis — Multiple imputation: ANCOVA method
ITT vopulation 16.5 171 16.3 16.3

pop (15.0, 18.0) (15.5, 18.6) (14.1, 18.6) (14.2, 18.5)
Supplementary analyses
PP analysis — MMRM method; 18.3 19.4 18.5 18.6
PP population (17.0, 19.7) (18.0, 20.7) (16.8, 20.3) (16.8, 20.4)
Analysis of distinguishing
COVID and non-COVID 18.2 18.9 16.9 17.0
intercurrent events —- MMRM (16.9, 19.5) (17.6, 20.2) (15.2, 18.6) (15.3, 18.8)
method; ITT population
MMRM method: ITT population (16.9, 19.5) (17.5, 20.1) (15.2, 18.6) (15.2, 18.7)

ANCOVA=analysis of covariance; BCVA=best corrected visual acuity; COVID=coronavirus disease; IT T=intent-to-treat; MMRM=mixed model for repeated measures; PP=per
protocol; PTI = personalized treatment interval, Q4W=every 4 weeks; SE = standard error.

Notes:
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ITT population (BALATON): faricimab Q4W to faricimab PTI=276; aflibercept Q4W to faricimab PTI=277. PP population: faricimab Q4W to faricimab PTI=225; aflibercept Q4W
to faricimab PTI=221.

ITT population (COMINO): faricimab Q4W to faricimab PTI=366; aflibercept Q4W to faricimab PTI=363. PP population: faricimab Q4W to faricimab PTI=296; aflibercept Q4W
to faricimab PTI=277

For the main analysis, an MMRM analysis was performed; the model was adjusted for treatment group, visit, visit-by-treatment group interaction, baseline BCVA (continuous),
Baseline BCVA (BALATON: <=54 letters vs. >=55 letters; COMINO: < 34 letters, 35-54 letters, and > 55 letters) and region (United States, Asia, and the rest of the world). An
unstructured covariance structure was used. Observed BCVA assessments were used regardless of the occurrence of intercurrent events. Missing data were implicitly imputed
by MMRM. Invalid BCVA values were excluded from analysis. 95% Cl is a rounding of 95.03% ClI.

For the sensitivity analysis using MI, an ANCOVA analysis was performed; the model used the non-missing change from baseline in BCVA averaged over Weeks 64, 68 and 72
as the response variable adjusted for the treatment group, baseline BCVA (continuous), baseline BCVA score (<= 54 letters and >= 55 letters), and region (United States, Asia,
and the rest of the world). Observed BCVA assessments were used regardless of the occurrence of intercurrent events. Missing post-baseline BCVA assessments were imputed
using multiple imputation (MI) assuming missing not at random (MNAR) and imputed using the worse outcomes. Invalid BCVA values were excluded from analysis. 95% Cl is a
rounding of 95.03% CI.

For the analysis distinguishing COVID and non-COVID intercurrent events, the analysis was conducted following the same analysis method as the main analysis except a
treatment policy strategy and hypothetical strategy were applied to non-COVID-19 related and COVID-19 related intercurrent events, respectively.

For the analysis using a hypothetical strategy for all intercurrent events, the analysis was conducted following the same analysis method as the main analysis except a hypothetical
strategy was applied to the intercurrent events.

@ The mean baseline BCVA values presented in this row are non-adjusted.
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Change in BCVA from baseline over time at Week 72

The change from baseline in BCVA through Week 24 was

. The BCVA gains achieved
at Week 24 | (Figure

5, Figure 6).

Figure 5: Change in BCVA from baseline in the study eye through Week 72: MMRM
method, ITT population [BALATON]

Protocol: GR41984
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Units: letters. BCWA = Best Comected Visual Acuity; MMRM = Mixed-Model Repeated Measures; n = Number of patients at the visit For the MMRM analysis, the model adjusted for treatment group, visit,
wisit-by-treatment group interaction, baseline BCVA (continuows), baseline BCVA (<=54 lefters vs. »=55 letters) and region (U_S. and Canada, Asia. and the rest of the world). An unstructured
covanance structure is used. Observed BCVA assessments were used regardless of the occurrence of intercument events. Missing data were implicitly imputed by MMRM. Invalid BCVA values are
excluded from analysis. The bars represent 95.03% confidence interval.

Figure 6: Change in BCVA from baseline in the study eye through Week 72: MMRM
method, ITT population [COMINO]

Protocol: GR41986

A Faricimab 6 mg Q4W to Faricimab 6 mg PTI(N=366)
® Aflibercept 2 mg Q4W to Faricimab 6 mg PTI(N=363)
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Units: letters. BCVA = Best Comrected Visual Acuity; MMRM = Mixed-Model Repeated-Measures; n = Number of patients at the visit. For the MMRM analysis, the model adjusted for treatment group, visit,
visit-by-treatment group interaction, baseline BCVA (continuous), baseline BCVA (<=34 lefters, 35-54 letters, and >=55 letters) and region (U.S. and Canada, Asia, and the rest of the world). An
unstructured covariance structure is used. Observed BCVA assessments were used regardless of the occurrence of intercurrent events. Missing data were implicitly imputed by MMRM. Invalid BCVA
values are excluded from analysis. The bars represent 85.03% confidence interval.
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Proportion of patients gaining 2 15, 2 10, 2 5, or > 0 letters in BCVA at Week 72

In BALATON, at Week 64/68/72, [l and [l of patients gained at least 15 letters in
BCVA score from baseline in the faricimab Q4W to faricimab PTI and aflibercept Q4W to
faricimab PTI arms, respectively (Figure 7Error! Reference source not found.). In COMINO,
B 2nd lll of patients gained at least 15 letters in BCVA score from baseline in the
faricimab Q4W to faricimab PTI and aflibercept Q4W to faricimab PTI arms, respectively
(Figure 8). The proportion of patients gaining > 10, > 5, or > 0 letters in BCVA from baseline
at Week 64/68/72 are shown in Table 12.

Figure 7: Proportion of patients gaining 2 15 letters in BCVA from baseline in the
study eye over time through Week 72: CMH method, ITT population [BALATON]
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BCWA = Best Corrected Visual Acuity, CMH = Cochran-Mantel-Haenszel, LOCF= Last Observation Carried Forward

The proportion is the weighted estimate based on CMH weights stratified by baseline BOVA score (<=54 letters vs. >=55 letters) and region (U.S. and Canada vs. Asia vs. the rest of
the world). All observed values are used regardiess of the SCCUITENCE of INTEFCUITENE events. Missing assessments were imputed by LOCF. Invalid BCVA values are excluded from
analysis, Baseline is defined as the last available measurement obtained on or prior to randomization. Error bars represent the 9503% confidence interval for the CMH weighted
estimates

Figure 8: Proportion of patients gaining 2 15 letters from in BCVA from baseline in the
study eye over time through Week 72: CMH method, ITT population [COMINO]
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BCWA = Best Corrected Visual Acuity, CMH = Cochran-Mantel-Haenszel, LOCF= Last Observation Carried Forward

The proportion is the weighted estimate based on CMH weights stratified by baseline BCVA score (<=34 letters, 35-54 letters, and >=55 letters) and region (LS. and Canada vs. Asia
5. the rest of the world). All observed values are used regardiess of the occurrence of iNtercurrent events. Missing assessments were imputed by LOCF Invalid BCVA values are
excluded from analysis. Baseline is defined as the last available measurement obtained on or prior to randomization. Error bars represent the 95 03% confidence interval for the CMH
weighted estimates
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Table 12: Proportion of patients gaining letters by category in BCVA from baseline in the study eye at Week 64/68/72: CMH method,

ITT population

BALATON COMINO
Faricimab 6 mg Q4W to | Aflibercept2 mg Q4W | Faricimab 6 mg Q4W to | Aflibercept 2 mg Q4W
Faricimab 6 mg PTI to Faricimab 6 mg PTI Faricimab 6 mg PTI to Faricimab 6 mg PTI
(N = 276) (N =277) (N = 366) (N =363)
Gaining letters by category
CMH
Gaining = 15 letters | Weighted 61.5% 65.8% 57.6% 59.5%
in BCVA from BL estimate
(95% ClI) (56.0%, 67.0%) (60.3%, 71.2%) (52.8%, 62.5%) (54.7%, 64.3%)
CMH
Gaining = 10 letters | Weighted 78.9% 79.1% 71.3% 70.5%
in BCVA from BL estimate
(95% ClI) (74.2%, 83.7%) (74.3%, 83.9%) (66.8%, 75.8%) (65.9%, 75.1%)
CMH
Gaining = 5 letters in | Weighted 89.1% 87.0% 82.5% 80.4%
BCVA from BL estimate
(95% ClI) (85.5%, 92.8%) (83.1%, 91.0%) (78.7%, 86.3%) (76.4%, 84.5%)
CMH
Ga|n|ng 0 letters in Welghted 96.4% 95.0% 86.6% 86.5%
BCVA from BL estimate
(95% ClI) (94.2%, 98.6%) (92.4%, 97.5%) (83.2%, 90.1%) (83.0%, 89.9%)

BCVA = best-corrected visual acuity; BL = baseline; CMH = Cochran-Mantel-Haenszel; ITT = Intent-to-Treat; PTI| = personalized treatment interval; Q4W = every four weeks.
The weighted estimate was based on CMH weights stratified by baseline BCVA score (< 54 letters and > 55 letters) and region (United States, Asia, and the rest of the world).
95% Cl is a rounding of 95.03% CI and estimates below 0% or above 100% were imputed as 0% or 100% respectively. Baseline is defined as the last available measurement
obtained on or prior to randomisation. Invalid BCVA were excluded.

All observed values were used regardless of the occurrence of the intercurrent events. Missing assessments were imputed by last observation carried forward (LOCF).
Proportion was calculated after LOCF imputation. N in the header is the number of patients randomised (used as the denominator when calculating proportion).
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Proportion of patients avoiding a loss of > 15, > 10, or > 5 letters in BCVA from
baseline at Week 64/68/72

In BALATON, at Week 64/68/72, ] and Il of patients avoided a loss of 215 letters in
BCVA score from baseline in the faricimab Q4W to faricimab PTI and aflibercept Q4W to
faricimab PTI arms, respectively (Figure 9). In COMINO, [} and [l of patients avoided

a loss of =2 15 letters in BCVA score from baseline in the faricimab Q4W to faricimab PTIl and

aflibercept Q4W to faricimab PTI arms, respectively (Figure 10). The proportion of patients
avoiding a loss of = 10 or = 5 letters in BCVA from baseline at Week 64/68/72 are shown in
Table 13.

Figure 9: Proportion of patients avoiding a loss of > 15 letters in BCVA from baseline in
the study eye over time through Week 72: CMH method, ITT population [BALATON]
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BCWA = Best Corrected Visual Acuity, CMH = Cochran-Mantel-Haenszel, LOCF= Last Observation Carried Forward

The proportion is the weighted estimate based on CMH weights stratified by baseline BCVA score (<=54 letters ws. >=55 letters) and region (U.S. and Canada vs. Asia vs. the rest of
the world). All observed values are used regardiess of the occumence of intercurrent events. Missing assessments were imputed by LOCF. Invalid BCVA values are excluded from
analysis. Baseline is defined as the last available measurement obtained on or prior to randomization. Error bars represent the 95,03% confidence interval for the CMH weighted
estimates

Figure 10: Proportion of patients avoiding a loss of > 15 letters in BCVA from baseline
in the study eye over time through Week 72: CMH method, ITT population [COMINO]
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BCVA = Best Corrected Visual Acuity, CMH = Cochran-Mantel-Haenszel, LOCF= Last Observation Carried Forward

The proportion is the weighted estimate based on CMH weights stratified by baseline BCVA score (<=34 letters, 35-54 letters, and ==55 letters) and region (U.5. and Canada vs. Asia
ws. the rest of the werld). All observed values are used regardiess of the eccurrence of intercurrent events. Missing assessments were imputed by LOCF. Invalid BCWA values are
excluded from analysis. Baseline is defined as the last available measurement obtained an o prior to randemization. Error bars represent the 95.03% confidence interval for the CMH
weighted estimates
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Table 13: Proportion of patients avoiding loss of letters by category in BCVA from baseline in the study eye at Week 64/68/72: CMH
method, ITT population

BALATON COMINO

Faricimab 6 mg Q4W to | Aflibercept2 mg Q4W | Faricimab 6 mg Q4W to | Aflibercept 2 mg Q4W

Faricimab 6 mg PTI to Faricimab 6 mg PTI Faricimab 6 mg PTI to Faricimab 6 mg PTI
(N = 276) (N = 277) (N = 366) (N = 363)

Avoiding loss of letters by category
fuoiding aloss of | CMIH weighted 98.9% 98.2% 93.7% 95.6%
BCVAfromBL [ 959, cJ) (97.7%, 100.0%) (96.7%, 99.8%) (91.3%, 96.2%) (93.5%, 97.7%)
fuoding aloss of | CMIH weighted 98.6% 97.9% 93.5% 93.9%
BCVAfromBL [ 959, cJ) (97.2%, 100.0%) (96.2%, 99.5%) (91.0%, 96.0%) (91.5%, 96.4%)
froding aloss of | CHIH weighted 97.5% 97.1% 91.3% 92.6%
BCVAfromBL [ 959, cJ) (95.6%, 99.3%) (95.2%, 99.1%) (88.4%, 94.1%) (89.9%, 95.2%)

BCVA = best-corrected visual acuity; BL = baseline; CMH = Cochran-Mantel-Haenszel; ITT = Intent-to-Treat; PTI = Personalized Treatment Interval; Q4W = every four weeks.

The weighted estimate was based on CMH weights stratified by baseline BCVA score (<64 letters and >55 letters) and region (United States, Asia, and the rest of the world).
95% Cl is a rounding of 95.03% CI and estimates below 0% or above 100% are imputed as 0% or 100% respectively. Baseline is defined as the last available measurement
obtained on or prior to randomization. Invalid BCVA were excluded.

All observed values were used regardless of the occurrence of the intercurrent events. Missing assessments were imputed by last observation carried forward (LOCF). Proportion
was calculated after LOCF imputation. N in the header is the number of patients randomised (used as the denominator when calculating proportion).
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Anatomic outcomes

Change in CST (ILM-BM) from baseline over time at Week 72

Patients treated with faricimab Q4W consistently had comparable reductions in mean change
from baseline in CST through Week 24 compared with the aflibercept Q4W arm. In BALATON,

at Week 24, the adjusted mean change in CST from baseline was || GcI_zININININIG

in the faricimab and aflibercept arms, respectively. The difference in adjusted mean change

from in CST baseline between the faricimab when compared with the aflibercept arm at

Week 24 was [N

In COMINO, at Week 24, the adjusted mean change in CST from baseline was

I - the faricimab and aflibercept arms, respectively. The difference

in adjusted mean change in CST from baseline between the faricimab arm when compared

with the aflibercept arm at Week 24 was || EGKNKNGEEEEE

The CST reductions achieved at Week 24
]
I (Figure 11 and Figure 12).
I

Figure 11: Change in CST (ILM-BM) from baseline in the study eye over time through
Week 72: MMRM method, ITT population [BALATON]
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Units: microns. CRE = Central Reading Center; CST = Ceniral Subfield Thickness; ILM = Intemal Limiting Membrane; MMRM = Mixed-Model Repeated-Measures: n = Number of pafients at the visit.
For the MMRM analysis, the model adjusted fior treatment group, visit. visit-by-treatment group interaction, baselfine CST icontinuous), baseline BCVA score (<=54 letters ws. >=55 lefters) and region (L.
5. and Canada, Asia, and the rest of the world). An unstructured covanance structure is used. Observed assessments were used regardless of the occurrence of intercurrent events. Missing data were
implicitly imputed by MMRM. The bars represent 95.03% confidence interval. C5T is defined as the distance between ILM and Bruch's membrane (BM) as assessed by CRC. The bars represent
95.03% confidence interval.
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Figure 12: Change in CST (ILM-BM) from baseline in the study eye over time through
Week 72: MMRM method, ITT population [COMINO]
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B.3.6.3 Faricimab PTI treatment intervals in study Part 2

Proportion of patients on a Q4W, Q8W, Q12W, or Q16W faricimab treatment interval at
Week 68
The criteria for extending or decreasing a dosing interval in Part 2 are described in Section

B.3.3.1 Study design.

In BALATON, at Week 68, | GGG o p-ticnts in the faricimab Q4W
to faricimab PTI arm and || GGG o paticnts in the aflibercept Q4W to

faricimab PTIl arm were on a Q4W, Q8W, Q12W or Q16W treatment interval, respectively.

In COMINO, At Week 68, | GGG o paticnts in the faricimab Q4W to
faricimab PTIl arm and 32.4%, | N of patients in the aflibercept Q4W to
faricimab PTl arm were on a Q4W, Q8W, Q12W or Q16W treatment interval, respectively

(Table 14).
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Table 14: Proportion of patients on a Q4W, Q8W, Q12W, or Q16W faricimab treatment interval at Week 68, ITT population

BALATON COMINO
Faricimab 6 mg Q4W to Aflibercept 2 mg Q4W to Faricimab 6 mg Q4W to Aflibercept 2 mg Q4W to
Faricimab 6 mg PTI (N=276) Faricimab 6 mg PTI (N=277) Faricimab 6 mg PTI (N=366) Faricimab 6 mg PTI (N=363)
Visit Proportion n %95 ClI of Proportion n %95 CI of Proportion n %95 ClI of Proportion n %95 ClI of
isi
(%) Proportion (%) Proportion (%) Proportion (%) Proportion
Week 68
N 248 N/A 244 N/A 330 N/A 315 N/A
Q4w 56 (22.6%) 17.4%, 27.8% 61 (25.0%) 19.6%, 30.4% 114 (34.5%) 29.4%, 39.7% 102 (32.4%) 27.2%, 37.6%
Qsw 33 (13.3%) 9.1%, 17.5% 44 (18.0%) 13.2%, 22.9% 66 (20.0%) 15.7%, 24.3% 55 (17.5%) 13.3%, 21.7%
Q12w 29 (11.7%) 7.7%, 15.7% 23 (9.4%) 5.8%, 13.1% 28 (8.5%) 5.5%, 11.5% 35 (11.1%) 7.6%, 14.6%
Q16W 130 (52.4%) 46.2%, 58.6% 116 (47.5%) 41.3%, 53.8% 122 (37.0%) 31.8%, 42.2% 123 (39.0%) 33.7%, 44.4%

Percentages are based on randomised patients who have not discontinued the study at Week 68. Treatment interval at Week 68 is defined as the treatment interval decision
followed at that visit.
Patients randomised to faricimab arm receive 6 mg of intravitreal (IVT) faricimab Q4W up to Week 20. Patients randomised to aflibercept arm receive 2mg of intravitreal (IVT)
aflibercept Q4W up to Week 20. From Week 24 (when all patients are scheduled to receive faricimab) onward, patients were treated according to the personalized treatment

interval (PTI) dosing regimen up to Week 68. 95% Cl is a rounding of 95.03% CI.
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B.3.6.4 Exploratory endpoints

Proportion of patients with absence of macular oedema (CST < 325 um) over time

Figure 13: Proportion of patients with absence of macular oedema in the study eye
over time through Week 72: CMH method, ITT population [BALATON]
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The proportion is the weighted estimate based on CMH weights stratified by baseline BCVA score (<=54 letters vs. »=55 letters) and region (U.5. and Canada vs. Asia vs. the rest of
the werld). All observed values are used regardless of the eccumence of the intercurrent event. Missing assessments were imputed by LOCF. Baseline is defined as the last available
measurement obtained on or prior to randomization. Absence of macular edema is defined as CST of < 325 um. Error bars represent the 95.03% confidence interval for the CMH
weighted estimates

Figure 14: Proportion of patients with absence of macular oedema in the study eye
over time through Week 72: CMH method, ITT population [COMINO]
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CMH = Cochran-Mantel-Haenszel, LOCF = Last Observation Carried Forward

The proportion 1s the weighted estimate based on CMH weights stratified by baseline BCVA score (<=34 letters, 35-54 letters, and >=55 letters) and region (U5 and Canada vs. Asia
vs. the rest of the world). All cbserved values are used regardless of the cccurrence of the intercurent event. Missing assessments were imputed by LOCF. Baseling is defined as the
last available measurement cblained on or prier to randomization. Absence of macular ederma is defined as CST of < 325 um. Error bars represent the 95.03% confidence interval for

the CMH weighted estimates
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Proportion of patients with absence of intra-retinal fluid (IRF) over time

I N ol

Figure 15: Proportion of patients with absence of IRF in the study eye over time
through Week 72: CMH method, ITT population [BALATON]
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CMH = Cochran-Mantel-Haenszel, BCWA = Best Corrected Visual Acuity, LOCF= Last Observation Carried Forward, The proportion is the weighted estimate based on CMH weights
stratified by baseline BCVA score (<=54 letters vs. »=55 letters) and region (U.5. and Canada vs. Asia vs. the rest of the world). All observed values are used regardless of the
occurrence of intercurrent events. Missing assessments were imputed by LOCF. Invalid BCWA values are excluded from analysis. Baseline is defined as the last available
measurement ebtained an or prior to randemization, Intraretinal fluid is as measured in the central subfield (center 1 mm). Errer bars represent the 93.03% confidence interval for the
CMH weighted estimates

Figure 16: Proportion of patients with absence of IRF in the study eye over time
through Week 72: CMH method, ITT population [COMINO]
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CMH = Cochran-Mantel-Haenszel, BCVA = Best Corrected Visual Acuity, LOCF= Last Observation Carried Forward, The proportion is the weighted estimate based on CMH weights
stratified by baseline BCVA score (<=34 letters, 35-54 letters, and >=55 letters) and region (U.S. and Canada vs. Asia vs. the rest of the world). All ohserved values are used
regardless of the occurrence of intercurrent events. Missing assessments were imputed by LOCF. Invalid BCVA values are excluded from analysis. Baseline is defined as the last
available measurement obtained on o prior to randomization. Intraretinal fluid is as measured in the central subfield (center 1 mm). Error bars represent the 95.03% confidence
interval for the CMH weighted estimates.
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Proportion of patients with absence of sub-retinal fluid (SRF) over time

-
~N

Figure 17: Proportion of patients with absence of SRF in the study eye over time
through Week 72: CMH method, ITT population [BALATON]
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the world). All observed values are used regardless of the occurence of intercurrent events. Missing assessments were imputed by LOCF. Invalid BCVA values are excluded from
analysis. Baseline is defined as the last available measurement obtained on or prior to randomization. Subretinal fluid is as measured in the central subfield (centar 1 mm). Error bars
represent the 95.03% confidence interval for the CMH weighted estimates
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Figure 18: Proportion of patients with absence of SRF in the study eye over time
through Week 72: CMH method, ITT population [COMINO]
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The propartion is the weighted estimate based on CMH weights stratified by baseline BCVA score (<=34 letters, 35-54 letters, and >=55 letters) and region (U.S. and Canada vs. Asia
vs. the rest of the world). All observed values are used regardless of the occurrence of intercurrent events. Missing assessments were imputed by LOCF. Invalid BCVA values are
excluded from analysis. Baseline is defined as the last available measurement obtained on or prior to randomization. Subretinal fluid is as measured in the central subfield (center 1
mm). Error bars represent the 95.03% confidence interval for the CMH weighted estimates
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Proportion of patients with absence of both IRF and SRF over time
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Figure 19: Proportion of patients with absence of IRF and SRF in the study eye over
time through Week 72: CMH method, ITT population [BALATON]
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The proportion is the weighted estimate based on CMH weights stratified by baseline BCVA score (<=54 letters ws. »=55 letters) and region (U.5. and Canada vs. Asia vs. the rest of
the world). All observed values are used regardless of the eccurence of intercumrent events. Missing assessments were imputed by LOCF. Baseline is defined as the last available
measurement obtained on or prior to randemization. Intraretinal fluid and subretinal fluid is as measured in the central subfield (center 1 mm). Error bars represent the 95.03%
confidence interval for the CMH weighted estimates

Figure 20: Proportion of patients with absence of IRF and SRF in the study eye over
time through Week 72: CMH method, ITT population [COMINO]
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The proportion is the weighted estimate based on CMH weights stratified by baseline BCVA score (<=34 letters, 35-54 letters, and >=55 letters) and region (U.S. and Canada vs. Asia
vs. the rest of the world). All observed values are used regardless of the occurrence of intercurrent events. Missing assessments were imputed by LOCF. Baseline is defined as the
last available measurement abtained on or prior to randomization. Intraretinal fluid and subretinal fluid Is as measured in the central subfield (center 1 mmy. Error bars represent the
95.03% confidence interval for the CMH weighted estimates
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Proportion of patients with absence of macular leakage on FFA over time
Week 24

At baseline in BALATON, 264/276 and 258/277 patients in the faricimab Q4W and aflibercept
Q4W arms, respectively, had fundus fluorescein angiography (FFA) images of sufficient
quality for macular leakage grading. Of these patients, there were no patients in the faricimab
Q4W arm and two patients (0.8%) in the aflibercept Q4W arm with absence of macular
leakage on FFA. At Week 24, 229/276 and 224/277 patients in the faricimab Q4W and
aflibercept Q4W arms, respectively, had FFA images of sufficient quality for macular leakage
grading. Of these patients, the proportion of patients with an absence of macular leakage
increased in a greater percentage of patients treated with faricimab Q4W as compared with
patients treated with aflibercept Q4W. At Week 24, 33.6% (77/229) and 21.0% (47/224) of
patients had an absence of macular leakage in the faricimab Q4W and aflibercept Q4W arms,

respectively.

At baseline in COMINO, 343/366 and 344/363 patients in the faricimab Q4W and aflibercept
Q4W arms, respectively, had FFA images of sufficient quality for macular leakage grading. Of
these patients, there were no patients in the faricimab Q4W arm and one patient (0.3%) in the
aflibercept Q4W arm with absence of macular leakage on FFA. At Week 24, 311/366 and
297/363 patients in the faricimab Q4W and aflibercept Q4W arms, respectively, had FFA
images of sufficient quality for macular leakage grading. Of these patients, the proportion of
patients with an absence of macular leakage increased in a greater percentage of patients
treated with faricimab Q4W as compared with patients treated with aflibercept Q4W. At Week
24, 44 4% (138/311) and 30.0% (89/297) of patients had an absence of macular leakage in
the faricimab Q4W and aflibercept Q4W arms, respectively.

The proportion of patients achieving absence of macular leakage with faricimab vs. aflibercept
at Week 24 for BALATON and COMINO is shown in Figure 21.
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Figure 21: Proportion of patients achieving absence of macular leakage with faricimab
vs. aflibercept at week 24 in BALATON (A) and COMINO (B)
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Week 24

Macular leakage area within ETDRS grid was assessed by the reading centres based on FA images obtained at
baseline and predefined follow-up intervals. Absence was defined as area of leakage within the macula of 0
mm? per FA. The pre-specified exploratory analysis only included patients with evaluable FA data (BALATON:
aflibercept, n = 224; faricimab, n = 229; COMINO: aflibercept, n = 297; faricimab, n = 311). All observed values
were used regardless of the occurrence of the intercurrent events. Error bars represent 95.03%
Cls. @ Nominal P values are based on the risk difference test (Wald method) and are not adjusted for multiplicity.
No formal statistical conclusions should be made based on the P values. BRVO = branch retinal vein occlusion; Cl
= confidence interval; CRVO = central retinal vein occlusion; ETDRS = Early Treatment Diabetic Retinopathy Study;
FA = fluorescein angiography; HRVO = hemiretinal vein occlusion. Source: ‘Efficacy and Safety of Faricimab for
Macular Oedema due to Retinal Vein Occlusion: 24-Week Results from the BALATON and COMINO Trials’ (60).

Week 72

At baseline in BALATON, [ and Il patients in the faricimab Q4W to faricimab PTI
and aflibercept Q4W to faricimab PTI arms, respectively, had FFA images of sufficient quality
for macular leakage grading. Of these patients, there were || ] i the faricimab Q4w
to faricimab PTI arm and || | | I i~ the aflibercept Q4W to faricimab PTI arm with
absence of macular leakage on FFA. At Week 72, | and I patients in the
faricimab Q4W to faricimab PTI and aflibercept Q4W to faricimab PTI arms, respectively, had
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FFA images of sufficient quality for macular leakage grading. Of these, the proportion of
patients with an absence of macular leakage was | ] JEEEEE in the faricimab Q4W to
faricimab PTI arm and | i~ the aflibercept Q4W to faricimab PTI arm.

At baseline in COMINO, I and I patients in the faricimab Q4W and aflibercept
Q4W arms, respectively, had FFA images of sufficient quality for macular leakage grading. Of
these patients, there were || ]Il in the faricimab Q4w arm and | i
the aflibercept Q4W arm with absence of macular leakage on FFA. At Week 72, |l and
I patients in the faricimab Q4W to faricimab PTI and aflibercept Q4W to faricimab PTI
arms, respectively, had FFA images of sufficient quality for macular leakage grading. Of these,
the proportion of patients with an absence of macular leakage was | GEGNGNGzG@G@0 i~ the
faricimab Q4W to faricimab PTI arm and | | I ir the aflibercept Q4W to faricimab
PTI arm.
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B.3.6.5 Patient-reported outcomes

Change from baseline in NEI VFQ-25 composite score over time through Week 72

In BALATON, at baseline, the mean NEI VFQ-25 composite scores were [JJJl] and [l points
out of a maximum score of 100 for the faricimab Q4W to faricimab PTI and aflibercept Q4W
to faricimab PTI arms, respectively. Patients treated with faricimab Q4W had comparable
adjusted mean changes from baseline in the NEI VFQ-25 composite score at Week 24

compared with patients treated with aflibercept Q4w,

]
I /¢ \Veck 72, adjusted mean changes from baseline in the NEI

VFQ-25 composite score were ] and ] in the faricimab Q4W to faricimab PTI and

aflibercept Q4W to faricimab PTI arms, respectively.

In COMINO, at baseline, the mean NEI VFQ-25 composite scores were [JJJl] and [l points
out of a maximum score of 100 for the faricimab Q4W and aflibercept Q4W arms, respectively.
Patients treated with faricimab Q4W had comparable adjusted mean changes from baseline
in the NEI VFQ-25 composite score at Week 24 compared with patients treated with
aflibercept Q4w,

|
I /¢ \Veck 72, adjusted mean changes from baseline in the

NEI VFQ-25 composite score were ] and [} in the faricimab Q4W to faricimab PTI and

aflibercept Q4W to faricimab PTI arms, respectively.

B.3.7  Subgroup analysis

A summary of the results for the subgroups is provided in Appendix F.

B.3.8 Meta-analysis

As no further Phase 11l RCTs studying the efficacy and safety of faricimab for RVO were

found, no meta-analysis was conducted.

B.3.9 Indirect and mixed treatment comparisons

See Appendix D for full details of the methodology for the indirect comparison or mixed

treatment comparison, feasibility assessment and network meta-analysis.
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B.3.10 Adverse reactions
Safety finding from Part 2 of the BALATON and COMINO studies (Week 24 through Week 72)

are provided below. Please refer to Appendix H for safety findings from Part 1 of the studies
(baseline through Week 24).

B.3.10.1 Treatment duration and exposure

Study Part 2 (Week 24 through Week 72)

In the BALATON and COMINO trials, patients treated with faricimab Q4W to faricimab PTI
had median exposure durations of [l whereas those in the aflibercept Q4W to
faricimab PTI arms had exposure durations ranging from [} (BALATON) to ] weeks
(COMINO) (Table 15).

|
|
|
I (BALATON: [l and Il comino: I
and [l in the faricimab Q4W to faricimab PTI and aflibercept Q4W to faricimab PTI arms,
respectively), N (T:=ble
15). Treatment interruptions were reported in approximately B (BALATON) and from N
(COMINO, aflibercept Q4W to faricimab PTI) to [l (COMINO, faricimab Q4W to faricimab
PTI) of patients across both trials. In BALATON, a total of [JJl] and |l of patients received

at least one anti-VEGF administration in the fellow eye in the faricimab Q4W to faricimab PTI

and aflibercept Q4W to faricimab PTI arms, respectively,

S
I (Table 15). In COMINO, a
total of | G ¢ T cccived at least one anti-VEGF

administration in the fellow eye in the faricimab Q4W to faricimab PTI and aflibercept Q4W to

faricimab PTI arms, respectively,
N
(Table 15).
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Table 15: Summary of study treatment exposure in the study eye in study Part 2 (Week 24 through Week 72), safety-evaluable

population
BALATON COMINO
Faricimab (6 mg) Q4W Aflibercept (2 mg Q4W) Faricimab (6 mg Q4W) Aflibercept (2 mg Q4W)
Part 1 to Faricimab (6 to Faricimab 6 mg PTI Part 1 to Faricimab (6 mg | Part 1 to Faricimab (6 mg
mg) PTI Part 2 (N=270) Part 2 (N=267) PTI) Part 2 (N=359) PTI) Part 2 (N=342)
Treatment duration (weeks)
n 265 267 354 342
Mean (SD) 42.3 (7.04) 37.8 (8.28) 42.3 (6.86) 38.6 (6.98)
Median 441 40.1 44.1 40.1
Min-max 0-46 0-46 3-46 0-46
Number of study drug administrations
n 263 267 353 342
Mean (SD) 4.8 (2.64) 4.9 (2.79) 5.6 (3.02) 5.5 (2.93)
Median 4.0 4.0 5.0 4.0
Min-max 1-12 1-12 1-12 1-12
Study treatment interruption
Number of study treatment interrupted 29 22 68 40
At least one interrupted treatment 16 (5.9%) 16 (6.0%) 44 (12.3%) 28 (8.2%)
BCVA decrease 2 (0.7%) 0 2 (0.6%) 0
Elevated intraocular pressure 0 1 (0.4%) 1 (0.3%) 3(0.9%)
Rhegmatogenous retinal break 1(0.4%) 0 0
Active or suspected infection 2 (0.7%) 3 (0.8%) 3(0.9%)
Cataract surgery in the study eye 1 (0.4%) 2 (0.7%) 3 (0.8%) 3(0.9%)
Vitrectomy 1(0.4%) 1 (0.3%) 0
Intraocular surgery in study eye 1 (0.4%) 1 (0.3%) 1 (0.3%)

Company evidence submission for faricimab for treating macular oedema caused by retinal vein occlusion [ID6197]
© Roche Products Ltd. (2024). All rights reserved

Page 62 of 120




Intraocular inflammation NR NR 8 (2.2%) 3(0.9%)

On-study prohibited medications NR NR 0 1 (0.3%)
Other 11 (4.1%) 15 (5.6%) 31 (8.6%) 20 (5.8%)
Interruptions per patient
n 16 16 44 28
1 12 (4.4%) 13 (4.9%) 33 (9.2%) 21 (6.1%)
2 1(0.4%) 2 (0.7%) 5 (1.4%) 5 (1.5%)
3 1(0.4%) 0 3 (0.8%) 0
4 1(0.4%) 0 1(0.3%) 1(0.3%)
5 0 1 (0.4%) 0 1(0.3%)
8 1(0.4%) 0 2 (0.6%) 0

NR = not reported. Study drug corresponds to faricimab or aflibercept. Study treatment corresponds to faricimab, aflibercept or sham.

Part 2 treatment duration is the date of the last dose of study treatment or the date of the last treatment dose hold (whichever is later) minus, for the faricimab Q4W to faricimab
PTI arm, Week 24 treatment or dose hold or if none Day 168 or, for the aflibercept Q4W to faricimab PTI arm, the date of the first faricimab dose, plus one day. Percentages are
based on N in the column headings. The number of study drug administered may include any active drug administered including medication errors. The number of injections
does not take into account the use of prohibited therapies. Active or suspected ocular infection are ocular.
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B.3.10.2 Overview of safety profile
The safety data from study Part 1 (baseline through Week 24) indicated that faricimab Q4W

had a comparable safety profile to aflibercept Q4W. Faricimab was generally well-tolerated as

evidenced by the low incidence of AEs leading to study treatment withdrawal (Appendix H).

Key safety results from study Part 2 (Week 24 through Week 72) are presented in Table 16.
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Table 16: Safety summary in study Part 2 (Week 24 through Week 72), safety-evaluable population

BALATON

COMINO

Faricimab (6 mg Q4W)
Part 1 to Faricimab (6
mg PTI) Part 2 (N=270)

Aflibercept (2 mg
Q4W) Part 1 to
Faricimab (6 mg PTI)
Part 2 (N=267)

Faricimab (6 mg Q4W)
Part 1 to Faricimab (6
mg PTI) Part 2 (N=359)

Aflibercept (2 mg
Q4W) Part 1 to
Faricimab (6 mg PTI)
Part 2 (N=342)

Total number of patients with at least one AE

172 (63.7%)

167 (62.5%)

247 (68.8%)

227 (66.4%)

Total number of AEs 557 475 782 723
Total number of patients with at least one SAE 29 (10.7%) 26 (9.7%) 55 (15.3%) 51 (14.9%)
Total number of SAEs 42 32 79 84
Total number of deaths 1(0.4%) 2 (0.7%) 4 (1.1%) 1(0.3%)
Total number of patients withdrawn from study o o o
due to an AE 0 5(1.9%) 9 (2.5%) 4 (1.2%)
Total number of patients withdrawn from study o o o
treatment due to an AE 0 4 (1.5%) 8 (2.2%) 6 (1.8%)
Total number of patients with at least one AESI 1(0.4%) 1(0.4%) 22 (6.1%) 9 (2.6%)

Ocular events: study eye total number of pati

ents with at least one ocular event

study drug

AE 76 (28.1%) 81 (30.3%) 130 (36.2%) 118 (34.5%)
SAE 4 (1.5%) 3(1.1%) 26 (7.2%) 12 (3.5%)
AE leading to withdrawal from study treatment 0 1(0.4%) 5 (1.4%) 3 (0.9%)
Treatment related AEs 7 (2.6%) 8 (3.0%) 14 (3.9%) 11 (3.2%)
Treatment related SAEs 0 0 4 (1.1%) 0

AE of Special Interest 1 (0.4%) 1 (0.4%) 21 (5.8%) 9 (2.6%)
Drop in VA score >=30 1(0.4%) 1 (0.4%) 15 (4.2%) 7 (2.0%)
Associated with severe [0l 0 0 0 1 (0.3%)
Intervention req. to prevent permanent vision 0 0 6 (1.7%) 1(0.3%)
loss

Suspected transmission of infectious agent by 0 0 0 0
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Ocular events: fellow eye total number of patients with at least one ocular event

AE 37 (13.7%) 30 (11.2%) 70 (19.5%) 51 (14.9%)
SAE 0 0 1(0.3%) 0

AE of Special Interest 0 0 1 (0.3%) 0
Drop in VA score >=30 0 0 1 (0.3%) 0
Associated with severe 10l 0 0 0 0
IIgzasrventlon req. to prevent permanent vision 0 0 0 0
Suspected transmission of infectious agent by

study drug 0 0 0 0
Non-ocular events: total number of patients with at least one event

AE 136 (50.4%) 126 (47.2%) 191 (53.2%) 174 (50.9%)
SAE 25 (9.3%) 23 (8.6%) 30 (8.4%) 41 (12.0%)
AE leading to withdrawal from study treatment 0 3(1.1%) 3 (0.8%) 3 (0.9%)
AE of Special Interest 0 0 0 0
Elevated ALT or AST with either elevated

bilirubin or clinical jaundice 0 0 0 0
Adjudicated APTC events 2 (0.7%) 8 (3.0%) 8 (2.2%) 6 (1.8%)
Non-fatal Ml 1 (0.4%) 2 (0.7%) 3 (0.8%) 2 (0.6%)
Non-fatal Stroke 0 5(1.9%) 3 (0.8%) 3 (0.9%)
Death 1 (0.4%) 2 (0.7%) 2 (0.6%) 1 (0.3%)

AESI = Adverse Event of Special Interest; APTC = Antiplatelet Trialists' Collaboration; 10l = Intraocular Inflammation; MedDRA = Medical Dictionary for Regulatory Activities;
SAE = Serious Adverse Event; VA = Visual Acuity; AE = Adverse Event; Ml = Myocardial Infarction.

Part 2, for faricimab Q4W to faricimab PTI arm, includes AEs with onset on or after the Week 24 treatment or dose hold or if none onset on or after Day 168 through Week 72,
or for the aflibercept Q4W to faricimab PTI arm, includes AEs with an onset on or after the date of the first faricimab dose through Week 72.

APTC events are defined as non-fatal strokes or non-fatal myocardial infarctions or vascular deaths (including deaths of unknown cause). Investigator text for AEs encoded
using MedDRA version 26.0.

Drop in VA score >=30 is defined as causing a decrease of >=30 VA score lasting more than 1 hour.

Intervention req. to prevent permanent vision loss is defined as required surgical or medical intervention to prevent permanent loss of sight.

Percentages are based on N in the column headings. Multiple occurrences of the same AE in one individual are counted only once except for the "Total number of AEs" row in
which multiple occurrences of the same AE are counted separately.
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B.3.10.2.1 Intercurrent events through Week 72

In BALATON through Week 72, | | NN in the faricimab Q4W to faricimab PTl arm
and |GGG i th< aflibercept Q4W to faricimab PTI arm experienced at least one
intercurrent event (Table 17). Of these, ||l in faricimab Q4W to faricimab PTIl arm and
B i the aflibercept Q4W to faricimab PTI  arm  experienced
]
B - the faricimab Q4W to faricimab PTI arm and || in the aflibercept Q4w
to faricimab PTI arm received prohibited systemic treatment or prohibited therapy in the study

eye.

In COMINO through Week 72, | NN i~ the faricimab Q4W to faricimab PTl arm
and | IIEGEGEGEE i the aflibercept Q4W to faricimab PTI arm experienced at least one
intercurrent event (Table 17). Of these, | I in faricimab Q4W to faricimab PTI arm
and [ in the aflibercept Q4W to faricimab PTlI arm experienced
. Of
note, none of these patients discontinued study treatment due to lack of efficacy. ]
in the faricimab Q4W to faricimab PTI and [IIIlllll in the aflibercept Q4W to faricimab PTI

arm received prohibited systemic treatment or prohibited therapy in the study eye.

Table 17: Summary of Intercurrent events in study Part 2 (Week 24 through Week 72),
ITT population

BALATON COMINO
Faricimab 6 mg Aflibercept Faricimab 6 mg Aflibercept
Q4W to 2mg Q4W to Q4W to 2mg Q4W to
Faricimab 6 mg | Faricimab 6 mg | Faricimab 6 mg | Faricimab 6 mg
PTI (N=276) PTI (N=277) PTI (N=366) PTI (N=363)
Patlents with at Ie?st one type of 5 (1.8%) 10 (3.6%) 19 (5.2%) 16 (4.4%)
intercurrent event
Patients who discontinued study
treatment due to AEs or lack of 3 (1.1%) 4 (1.4%) 11 (3.0%) 10 (2.8%)
efficacy*™*
Patients who received any
prohibited systemic treatment or o o o o
prohibited therapy in the study 2(0.7%) 8 (2.9%) 9 (2.5%) 6(1.7%)
eye***

VEGF = Vascular Endothelial Growth Factor.
Percentages are based on N, % in the column headings.
*Includes events occurring on or prior to Day 524 (last day of Week 72 analysis visit window).
**Discontinuation due to AE includes any adverse event that leads to discontinuation of study treatment or any
AE with an action taken of 'drug withdrawn'. Lack of efficacy was determined by investigator judgment, with the
terms lack of efficacy, progressive disease, disease relapse, or symptomatic deterioration qualifying as lack of

efficacy.
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***Prohibited therapy is concurrent use of any systemic anti-VEGF agents or any protocol defined prohibited
study eye therapy.

B.3.10.3 Ocular AEs in the study eye

B.3.10.3.1 Common ocular adverse events in the study eye

Study Part 2 (Week 24 through Week 72)

In BALATON, a total of || |G =« B - ocricnced at least

one ocular AE in the study eye in the faricimab Q4W to faricimab PTI and aflibercept Q4W to

faricimab PTI arms, respectively.

(Table 18).

In COMINO, a total of | GG - B < p<ricnced at least

one ocular AE in the study eye in the faricimab Q4W to faricimab PTI and aflibercept Q4W to

faricimab PTI arms, respectively.
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Table 18: Common ocular adverse events (2 1% in any treatment arm) in the study eye in study Part 2 (Week 24 through Week 72),

safety-evaluable population

BALATON

COMINO

Faricimab (6 mg
Q4W) to Faricimab
(6 mg PTI) Part 2

Aflibercept (2 mg
Q4W) to Faricimab
(6 mg PTI) Part 2

Faricimab (6 mg
Q4W) to Faricimab
(6 mg PTI) Part 2

Aflibercept (2 mg
Q4W) to Faricimab
(6 mg PTI) Part 2

(N=270) (N=267) (N=359) (N=342)
Total number of patients with at least one adverse event 76 (28.1%) 81 (30.3%) 130 (36.2%) 118 (34.5%)
Total number of events 151 126 219 236
Conjunctival haemorrhage 11 (4.1%) 10 (3.7%) 10 (2.8%) 7 (2.0%)
Intraocular pressure increased 13 (4.8%) 8 (3.0%) 17 (4.7%) 15 (4.4%)
Cataract 9 (3.3%) 10 (3.7%) 14 (3.9%) 15 (4.4%)
Vitreous detachment 7 (2.6%) 9 (3.4%) 6 (1.7%) 14 (4.1%)
Vitreous floaters 0 9 (3.4%) 1 (0.3%) 7 (2.0%)
Dry eye 4 (1.5%) 4 (1.5%) 8 (2.2%) 3 (0.9%)
Retinal vein occlusion 9 (3.3%) 8 (3.0%) 11 (3.1%) 8 (2.3%)
Macular oedema 10 (3.7%) 5(1.9%) 10 (2.8%) 14 (4.1%)
Epiretinal membrane 2 (0.7%) 7 (2.6%) 4 (1.1%) 11 (3.2%)
Eye pain 3 (1.1%) 0 7 (1.9%) 2 (0.6%)
Retinal haemorrhage 2 (0.7%) 5(1.9%) NR NR
Cystoid macular oedema 4 (1.5%) 2 (0.7%) 17 (4.7%) 10 (2.9%)
Retinal ischaemia 2 (0.7%) 3(1.1%) NR NR
Visual acuity reduced 4 (1.5%) 1(0.4%) 4 (1.1%) 1(0.3%)
Conjunctivitis allergic 3(1.1%) 0 5(1.4%) 3 (0.9%)
Retinal cyst 4 (1.5%) 0 NR NR
Glaucoma 3 (1.1%) 0 5 (1.4%) 10 (2.9%)
Ocular hypertension NR NR 3 (0.8%) 6 (1.8%)
Iridocyclitis NR NR 3 (0.8%) 4 (1.2%)
Vitritis NR NR 4 (1.1%) 0
Medication error NR NR 0 4 (1.2%)

NR = not reported. Investigator text for AEs encoded using MedDRA version 26.0. Percentages are based on N in the column headings.

For frequency counts by preferred term, multiple occurrences of the same AE in an individual are counted only once. For frequency counts of "Total number of events" rows, multiple occurrences of the

same AE in an individual are counted separately.
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B.3.10.3.2 Serious ocular AEs in the study eye

Study Part 2 (Week 24 through Week 72)

n BALATON,

(Table 19). In COMINO, serious ocular AEs occurred in

and I i~ the faricimab Q4W to faricimab PTI arm and

he aflibercept Q4w to faricimab PTI arm, respectively.

—

l (Table 19).
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Table 19: Serious ocular adverse events by preferred terms in the study eye in study Part 2 (Week 24 through Week 72), safety-

evaluable population

BALATON

COMINO

Faricimab (6 mg Q4W)
to Faricimab (6 mg PTI)
Part 2 (N=270)

Aflibercept( 2 mg Q4W)
to Faricimab (6 mg PTI)
Part 2 (N=267)

Faricimab (6 mg Q4W)
to Faricimab (6 mg PTI)
Part 2 (N=359)

Aflibercept (2 mg Q4W)
to Faricimab (6 mg PTI)
Part 2 (N=342)

Total number of patients with at least one AE 4 (1.5%) 3 (1.1%) 26 (7.2%) 12 (3.5%)
Total number of events 5 3 28 12
Retinal ischaemia 0 2 (0.7%) 1(0.3%) 0
Retinal vein occlusion 0 0 5 (1.4%) 3 (0.9%)
Cataract 0 1(0.4%) 0 1(0.3%)
Macular ischaemia 1(0.4%) 0 1(0.3%) 0
Macular oedema 1(0.4%) 0 3 (0.8%) 0
Retinal neovascularisation 1(0.4%) 0 1(0.3%) 1(0.3%)
Rhegmatogenous retinal detachment 1(0.4%) 0 0 0
Tractional retinal detachment 1(0.4%) 0 NR NR
Vitreous haemorrhage 0 0 1(0.3%) 0
Cystoid macular oedema NR NR 5(1.4%) 1(0.3%)
Retinal artery occlusion NR NR 0 2 (0.6%)
Retinal tear NR NR 1 (0.3%) 0
Uveitis NR NR 1 (0.3%) 0
Macular hole NR NR 1(0.3%) 1(0.3%)
Endophthalmitis NR NR 0 1(0.3%)
Retinal artery embolism NR NR 1(0.3%) 0
Glaucoma NR NR 0 1(0.3%)
Iris neovascularisation NR NR 0 1(0.3%)
Epiretinal membrane NR NR 1(0.3%) 0
Iridocyclitis NR NR 1 (0.3%) 0
Posterior capsule opacification NR NR 1 (0.3%) 0
Retinal detachment NR NR 1(0.3%) 0
Visual acuity reduced NR NR 1(0.3%) 0
Vitritis NR NR 1(0.3%) 0
Intraocular pressure increased NR NR 0 0
Non-infectious endophthalmitis NR NR 0 0
Eye injury NR NR 0 0

NR = not reported. Investigator text for AEs encoded using MedDRA version 26.0. Percentages are based on N in the column headings. For frequency counts by preferred term, multiple
occurrences of the same AE in an individual are counted only once. For frequency counts of "Total number of events" rows, multiple occurrences of the same AE in an individual are counted

separately.
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B.3.10.4 Adverse events of special interest (AESIs) and selected AEs

A summary of AESIs and selected AEs from study Part 2 are presented in Table 20.

Table 20: Adverse events of special interest in the study eye in study Part 2 (Week 24 through Week 72), safety-evaluable population

BALATON

COMINO

Faricimab (6 mg Q4W)

Aflibercept (2 mg

Faricimab (6 mg Q4W)

Aflibercept (2 mg

to Faricimab (6 mg Q4W) to Faricimab (6 to Faricimab (6 mg Q4W) to Faricimab (6
PTI) Part 2 (N=270) mg PTI) Part 2 (N=267) PTI) Part 2 (N=351) mg PTI) Part 2 (N=342)
Total number of patients with at least one AE 1(0.4%) 1(0.4%) 21 (5.8%) 9 (2.6%)
Overall total number of events 1 1 22 9
Causes a decrease of >=30 letters in VA score lasting more than 1 hour
Total number of patients with at least one AE 1 (0.4%) 1 (0.4%) 15 (4.2%) 7 (2.0%)
Total number of events 1 1 16 7
Retinal vein occlusion 0 4 (1.1%) 3 (0.9%)
Cataract 1(0.4%) 0 1(0.3%)
Macular oedema 1(0.4%) 3 (0.8%) 0
Vitreous haemorrhage 0 NR NR
Cystoid macular oedema NR NR 5(1.4%) 1 (0.3%)
Retinal artery occlusion NR NR 0 2 (0.6%)
Macular ischaemia NR NR 1(0.3%) 0
Cataract NR NR 1 (0.3%)
Endophthalmitis NR NR 0
Posterior capsule opacification NR NR 1 (0.3%)
Visual acuity reduced NR NR 1 (0.3%) 0

Requires surgical or medical intervention to prevent permanent loss of sight
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Total number of patients with at least one AE NR NR 6 (1.7%) 1 (0.3%)
Total number of events NR NR 6 1
Retinal tear NR NR 1 (0.3%) 0
Macular hole NR NR 1(0.3%) 1(0.3%)
Epiretinal membrane NR NR 1(0.3%) 0
Eye injury NR NR 0 0
Intraocular pressure increased NR NR 0 0
Non-infectious endophthalmitis NR NR 0 0
Retinal artery embolism NR NR 0 0
Retinal detachment NR NR 1 (0.3%) 0
Retinal ischaemia NR NR 0 0
Retinal neovascularisation NR NR 1 (0.3%) 0
Rhegmatogenous retinal detachment NR NR 0 0
Vitritis NR NR 1 (0.3%) 0
Associated with severe intraocular inflammation

Total number of patients with at least one AE NR NR 0 1 (0.3%)
Total number of events NR NR 0 1
Endophthalmitis NR NR 0 1 (0.3%)

AE = Adverse Event; MedDRA = Medical Dictionary for Regulatory Activities; NR = Not Reported; VA = Visual Acuity.

Investigator text for AEs encoded using MedDRA version 26.0. AESI's that qualify under multiple categories are counted in each category. Percentages are based on N in the
column headings.

Part 2, for faricimab Q4W to faricimab PTI arm, includes AEs with onset on or after the Week 24 treatment or dose hold or if none onset on or after Day 168 through Week 72,
or for the aflibercept Q4W to faricimab PTI arm, includes AEs with an onset on or after the date of the first faricimab dose through Week 72.

For frequency counts by preferred term, multiple occurrences of the same AE in an individual are counted only once. For frequency counts of "Total number of events" rows,
multiple occurrences of the same AE in an individual are counted separately.
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B.3.10.4.1 Intraocular inflammation

Study Part 2 (Week 24 through Week 72)

In BALATON, the incidence of 101 events occurring in the study eye ||l (Table 21). Al

Ol events

were

In COMINO, the maijority of 10l events were mild and moderate in severity (Table 21). There
were no severe |0l reported. 101 events in the study eye occurred in | NGcNINNG i
the faricimab Q4W to faricimab PTI arm and | | | i» the aflibercept Q4W to
PTI

=]

faricimab arms.

Table 21: Adverse events of intraocular inflammation (I0l) in the study eye in study

Part 2 (Week 24 through Week 72), safety-evaluable population

BALATON COMINO
Faricimab 6 | Aflibercept 2 Faricimab 6 | Aflibercept 2
mg Q4W to mg Q4W to mg Q4W to mg Q4W to
Faricimab 6 Faricimab 6 Faricimab 6 Faricimab 6
mg PTI Part 2 | mg PTI Part 2 | mg PTI Part 2 | mg PTI Part 2
(N=270) (N=267) (N=359) (N=342)
;Olt:;;“gie;\g patients with 2 (0.7%) 3 (1.1%) 10 (2.8%) 5 (1.5%)
Total number of events 2 3 13 5
Iritis 0 2 (0.7%) 3 (0.8%) 1 (0.3%)
Iridocyclitis 1 (0.4%) 1 (0.4%) 3 (0.8%) 4 (1.2%)
Vitritis 1 (0.4%) 0 4 (1.1%) 0
Uveitis NR NR 1 (0.3%) 0
Non-infectious endophthalmitis NR NR 1(0.3%) 0
Keratic precipitates NR NR 1(0.3%) 0
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AE = Adverse Event; MedDRA = Medical Dictionary for Regulatory Activities; NR= Not Reported.

Intraocular Inflammation events include anterior chamber cell, anterior chamber flare, anterior chamber
inflammation, chorioretinitis, choroiditis, cyclitis, eye inflammation, iridocyclitis, iritis, keratic precipitates,
keratouveitis, non-infective chorioretinitis, non-infectious endophthalmitis, ocular vasculitis, post procedural
inflammation, retinal occlusive vasculitis, retinal vasculitis, haemorrhagic occlusive retinal vasculitis, uveitis, vitritis,
and vitreal cells.

Investigator text for AEs encoded using MedDRA version 26.0. Percentages are based on N in the column
headings. Part 2, for faricimab Q4W to faricimab PTI arm, includes AEs with onset on or after the Week 24 treatment
or dose hold or if none onset on or after Day 168 through Week 72, or for the aflibercept Q4W to faricimab PTI/
arm, includes AEs with an onset on or after the date of the first faricimab dose through Week 72.

For frequency counts by preferred term, multiple occurrences of the same AE in an individual are counted only
once. For frequency counts of "Total number of events" rows, multiple occurrences of the same AE in an individual
are counted separately.

B.3.10.4.2 Retinal vascular occlusive disease

Study Part 2 (Week 24 through Week 72)

In BALATON, I - - B - p<ricnced an event of retinal

vascular occlusive disease in the study eye in the faricimab Q4W to faricimab PTI and

aflibercept Q4W to faricimab PTI arms, respectively (Table 22). | KEEGTzNGIGIGzNG -~
experienced an RVO event in the faricimab Q4W to faricimab PTI and

aflibercept Q4w to faricimab PTI arms, respectively;

In comINO, N -~ I -pcrienced an event of

retinal vascular occlusive disease (defined as either RVO, RAO, or retinal artery embolism) in
the study eye in the faricimab Q4W to faricimab PTIl and aflibercept Q4W to faricimab PTI

arms, respectively (Table 22). | EGTcGNGIGzGzGEGE - B - ocicnced

an RVO event in the faricimab Q4W to faricimab PTI and aflibercept Q4W to faricimab PTI

arms, respectively;
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Table 22: Adverse events of retinal vascular occlusive disease in the study eye in

study Part 2 (Week 24 through Week 72), safety-evaluable population

BALATON COMINO
Faricimab | Aflibercept | Faricimab | Aflibercept
6mgQ4W | 2mg Q4W | 6 mg Q4W | 2 mg Q4W
to to to to
Faricimab Faricimab Faricimab Faricimab
6 mg PTI 6 mg PTI 6 mg PTI 6 mg PTI
Part 2 Part 2 Part 2 Part 2
(N=270) (N=267) (N=359) (N=342)
Iﬁ;a'A’I‘E“(”;K/eOr an'[(’;‘(t)'f”Rt: (‘;’)'th at least 10 (3.7%) | 9(34%) | 13(3.6%) | 10(2.9%)
Overall total number of events 13 11 14 10
RVO events
Total number of patients with at least 9 (3.3%) 9 (3.4%) 11 (3.1%) 8 (2.3%)
one AE
Total number of events 12 11 11 8
Retinal vein occlusion 9 (3.3%) 8 (3.0%) 11 (3.1%) 8 (2.3%)
Venous occlusion 0 1(0.4%) NR NR
RAO events
'Io'r?;a'lAréumber of patients with at least 1(0.4%) 0 2 (0.6%) 2 (0.6%)
Total number of events 1 0 3 2
Retinal artery embolism 1(0.4%) 0 1(0.3%) 0
Retinal artery occlusion NR NR 2 (0.6%) 2 (0.6%)
Number of patients with at least one adverse event (RVO and/or RAO) and available BCVA
n 10 9 13 10
Associated with vision loss >=15 letters* 0 0 5 (38.5%) 2 (20.0%)
Associated with vision loss >=30 letters* 0 0 3 (23.1%) 1 (10.0%)
Number of patients with RAO events and available BCVA
n 1 0 2 2
Associated with vision loss >=15 letters™ 0 0 1 (50.0%) 1 (50.0%)
Associated with vision loss >=30 letters* 0 0 1 (50.0%) 1 (50.0%)
n 9 9 11 8
Associated with vision loss >=15 letters™ 0 0 4 (36.4%) 1(12.5%)
Associated with vision loss >=30 letters* 0 0 2 (18.2%) 0

AE = Adverse Event; MedDRA = Medical Dictionary for Regulatory Activities; NR= Not reported.
*For Part 2 percentages are calculated using the number of patients with the event and BCVA after event onset as

the denominator.

Vision loss is calculated: For Part 2 as the difference in BCVA between the closest BCVA recorded before the
event onset date and last available BCVA after event onset. If a patient had several events, vision loss is calculated

based on BCVA before first IOl onset and last available BCVA after event onset.

Part 2, for faricimab Q4W to faricimab PTI arm, includes AEs with onset on or after the Week 24 treatment or dose
hold or if none onset on or after Day 168 through Week 72, or for the aflibercept Q4W to faricimab PTI arm, includes

AEs with an onset on or after the date of the first faricimab dose through Week 72.

RVO events include retinal vein occlusion, venous occlusion, retinal vein thrombosis, and retinal vascular
thrombosis. RAO events include arterial occlusive disease, retinal artery embolism, and retinal artery occlusion.

Retinal vascular occlusive events include RVO and RAO events.
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B.3.10.4.3 Adjudicated Antiplatelet Trialists' Collaboration (APTC) events

Study Part 2 (Week 24 through Week 72)

In BALATON,
|
I
23—
|
I

In COMINO, the incidence of externally adjudicated APTC-defined
) i the
faricimab Q4W to faricimab PTI and the aflibercept Q4W to faricimab PTI arm, respectively
(Table 23).
|
|
|

Table 23: Adjudicated APTC-defined adverse events in the study eye in study Part 2
(Week 24 through Week 72), safety-evaluable population

BALATON COMINO
Faricimab 6 mg Aflibercept 2 mg Faricimab 6 mg Aflibercept 2 mg
Q4W to Q4W to Q4W to Q4W to
Faricimab 6 mg Faricimab 6 mg Faricimab 6 mg Faricimab 6 mg
PTI Part 2 PTI Part 2 PTI Part 2 PTI Part 2
(N=270) (N=267) (N=359) (N=342)

Total number of patients 0 o o o
with at least one AE 2 (0.7%) 8 (3.0%) 8 (2.2%) 6 (1.8%)
Overall total number of 5 9 8 6
events
Non-fatal stroke
Total number of patients o o o
with at least one AE 0 5(1.9%) 3 (0.8%) 3 (0.9%)
Total number of events 0 5 3 3
Cerebral infarction 0 1 (0.4%) NR NR
Cer.ebrovascular 0 2 (0.7%) 0 0
accident
Ischaemic stroke NR NR 1(0.3%) 1 (0.3%)
Cerebral haematoma 0 1 (0.4%) NR NR
Cerebral thrombosis 0 1 (0.4%) NR NR
Retinal artery occlusion NR NR 2 (0.6%) 2 (0.6%)
Non-fatal Ml
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Lﬁf;?ggf;g;‘fgems 1(0.4%) 2 (0.7%) 3 (0.8%) 2 (0.6%)
Total number of events 1 2 3 2
Acute myocardial 0 1(0.4%) 0 2 (0.6%)
infarction

Myocardial infarction 1 (0.4%) 1(0.4%) 2 (0.6%) 0
Stress cardiomyopathy NR NR 1(0.3%) 0
Death

Lﬁf;‘;“fggiﬁ;'{f‘ée“ts 1(0.4%) 2 (0.7%) 2 (0.6%) 1(0.3%)
Total number of events 1 2 2 1
Cergbrovascular 0 0 NR NR
accident

Coronary artery disease 0 1 (0.4%) NR NR
Aortic dissection NR NR 1(0.3%) 0
Cardiac failure NR NR 0 1(0.3%)
Death 0 1(0.4%) 1 (0.3%) 0
Myocardial infarction 1 (0.4%) 0 0 0

AE = Adverse Event; APTC = Antiplatelet Trialist's Collaboration; Ml = Myocardial Infarction; MedDRA = Medical
Dictionary for Regulatory Activities; NR = Not reported.

APTC events are defined as non-fatal strokes or non-fatal myocardial infarctions or vascular deaths (including
deaths of unknown cause). If no events occurred for a certain category, the category are not presented. Investigator
text for AEs encoded using MedDRA version 26.0. Percentages are based on N in the column headings. Part 2,
for faricimab Q4W to faricimab PTI arm, includes AEs with onset on or after the Week 24 treatment or dose hold
or if none onset on or after Day 168 through Week 72, or for the aflibercept Q4W to faricimab PTI arm, includes
AEs with an onset on or after the date of the first faricimab dose through Week 72.
For frequency counts by preferred term, multiple occurrences of the same AE in an individual are counted only
once. For frequency counts of "Total number of events" rows, multiple occurrences of the same AE in an individual
are counted separately.

B.3.10.5 Non-ocular safety

B.3.10.5.1 Non-ocular adverse events

Study Part 2 (Week 24 through Week 72)

In BALATON, most of the non-ocular AEs that occurred from Week 24 until the first dose of
faricimab were |
241

|

In cOMINO, |GGG -« B << <ricnced at least one non-

ocular AE in the faricimab Q4W to faricimab PTI and aflibercept Q4W to faricimab PTI arms,
respectively (Table 24).
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Table 24: Most common non-ocular AEs (2 2% in any treatment arm in Part 2) in study Part 2 (Week 24 through Week 72), safety-

evaluable population

BALATON

COMINO

Faricimab 6 mg Q4W to
Faricimab 6 mg PTI Part

Aflibercept 2 mg Q4W
to Faricimab 6 mg PTI

Faricimab 6 mg Q4W to
Faricimab 6 mg PTI Part

Aflibercept 2 mg Q4W
to Faricimab 6 mg PTI

2 (N=270) Part 2 (N=267) 2 (N=359) Part 2 (N=342)
Total number of patients with at least one AE 136 (50.4%) 126 (47.2%) 191 (53.2%) 174 (50.9%)
Total number of events 358 304 465 413
COVID-19 33 (12.2%) 25 (9.4%) 45 (12.5%) 46 (13.5%)
Hypertension 14 (5.2%) 8 (3.0%) 13 (3.6%) 8 (2.3%)
Nasopharyngitis 7 (2.6%) 10 (3.7%) 11 (3.1%) 16 (4.7%)
Upper respiratory tract infection 6 (2.2%) 9 (3.4%) 8 (2.2%) 8 (2.3%)
Fall 7 (2.6%) 5(1.9%) NR NR
Hypercholesterolemia 6 (2.2%) 2 (0.7%) NR NR
Influenza 3(1.1%) 6 (2.2%) 9 (2.5%) 10 (2.9%)
Back pain NR NR 10 (2.8%) 4 (1.2%)
Urinary tract infection NR NR 6 (1.7%) 8 (2.3%)
Arthralgia NR NR 9 (2.5%) 4 (1.2%)
Bronchitis NR NR 2 (0.6%) 7 (2.0%)

AE = Adverse Event; MedDRA = Medical Dictionary for Regulatory Activities; NR = Not reported.

Investigator text for AEs encoded using MedDRA version 26.0. Percentages are based on N in the column headings.

Part 2, for faricimab Q4W to faricimab PTI arm, includes AEs with onset on or after the Week 24 treatment or dose hold or if none onset on or after Day 168 through Week 72,
or for the aflibercept Q4W to faricimab PTI arm, includes AEs with an onset on or after the date of the first faricimab dose through Week 72.
For frequency counts by preferred term, multiple occurrences of the same AE in an individual are counted only once. For frequency counts of "Total number of events" rows,
multiple occurrences of the same AE in an individual are counted separately.
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B.3.10.6 Deaths

Study Part 2 (Week 24 through Week 72)

BALATON,

=

(Table 25).

COMINO,

||

(Table 25).

Table 25: Summary of patient deaths in study Part 2 (Week 24 through Week 72),

safety-evaluable population

BALATON COMINO
Faricimab 6 mg | Aflibercept 2 mg | Faricimab 6 mg Aflibercept 2
Q4W to Q4W to Q4W to mg Q4W to
Faricimab 6 mg | Faricimab 6 mg | Faricimab 6 mg | Faricimab 6 mg
PTI (N=276) PTI (N=274) PTI (N=365) PTI (N=361)
Total number of deaths 2 (0.7%) 2 (0.7%) 5 (1.4%) 3 (0.8%)
Primary Cause of Death
n 2 2 5 3
Cerebrovascular
accident 1(0.4%) 0 NR NR
Coronary artery disease 0 1(0.4%) NR NR
Death 0 1(0.4%) 2 (0.5%) 0
Myocardial infarction 1 (0.4%) 0 0 2 (0.6%)
Aortic dissection NR NR 1 (0.3%) 0
Cardiac failure NR NR 0 1(0.3%)
Pneumonia NR NR 1 (0.3%) 0

NR = Not Reported. Percentages for Total Number of Deaths are relative to total N. Include deaths that occur
through the end of study.
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B.3.11 Conclusions about comparable health benefits and

safety

Despite the proven efficacy of anti-VEGF monotherapies for the treatment of RVO in controlled
clinical trial settings, many patients fail to achieve and maintain similar outcomes in clinical
practice (61-63). Furthermore, the frequent injections needed to maintain efficacy is a cause
of stress and anxiety for patients (23), with the requirement for multiple clinic visits for
treatment and/or monitoring to achieve optimal long-term outcomes resulting in a high burden
for patients, caregivers, and healthcare professionals (12, 64-66). Therefore, there is a need
for novel treatment options that can extend treatment intervals for longer, without

compromising efficacy and safety.

Ang-2 and VEGF-A concentrations are elevated in RVO (16, 67) and both are key drivers of
RVO, synergistically increasing vascular permeability and stimulating RVO neovascularisation
(19, 20). Dual inhibition of these two distinct ligands, mediated through two distinct receptors
(the VEG-F receptor and the Tie2 receptor), reduces vascular permeability and inflammation,
inhibits pathological angiogenesis, and restores vascular stability. Faricimab is a first in class
dual-pathway inhibitor of Ang-2 and VEGF, designed for ocular use (16). Faricimab’s unique
approach of targeting two very distinct and separate pathways is crucially different to the broad
binding of existing anti-VEGF treatments to multiple members of the VEGF family of growth
factors. This suggests faricimab will provide an effective and well-tolerated treatment option
for patients with RVO which can be administered less frequently than current approved
treatments, with comparable outcomes. Thereby, providing patients and the healthcare
system with an opportunity to alleviate the substantial treatment burden associated with
current anti-VEGF therapies and reducing overall costs, while improving independence for

those living with RVO and their caregivers.

Treatment and dosing

The Phase IIl BALATON and COMINO trials were designed to primarily show non-inferiority
of faricimab compared with aflibercept for the change in BCVA from baseline to Week 24 in
the anti-VEGF treatment naive ITT population. An additional objective was to assess the
efficacy of faricimab to achieve dosing intervals up to Q16W (Weeks 24-72). Clinical experts

concurred that the enrolled populations are reflective of patients seen in UK clinical practice

(3).

To address heterogeneity of treatment response in RVO, BALATON and COMINO studies

incorporated an innovative PTI dosing regimen based on the widely used T&E concept, which
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allowed for incremental changes by 4 weeks up to a maximum of Q16W, with reductions by 4
weeks or back to a 4-week dosing interval if needed. The PTI design was informed by the
DMO Phase 2 BOULEVARD trial (68), which demonstrated superior VA gains with faricimab
compared to ranibizumab monotherapy at Week 24, and suggested that faricimab patients
experienced greater durability of effect, with greater average times to disease reactivation in

the off-treatment period.

The PTI design was validated in Phase lll trials in nAMD patients (TENAYA and LUCERNE)
(69, 70), and DMO patients (YOSEMITE and RHINE) (71, 72). These trials demonstrated that,
compared to previous T&E regimens, PTI extensions of 4 weeks (compared to 2 weeks) and
to a maximum Q16W interval (compared to Q12W) could help reduce the frequency of

scheduled visits, with a reduced treatment burden helping to improve real-world outcomes.

Visual and anatomical outcomes

In both BALATON and COMINO, the pre-specified primary endpoint was met. These BCVA
gains were maintained from Weeks 24-72, in both trials, when the faricimab PTI (Q4W up to
Q16W) were investigated. This maintenance of vision was achieved with the extension of
treatment intervals of up to Q16W; in BALATON, |l of patients were on a dosing interval
of = 12 weeks and il > 16 weeks in the faricimab Q4W to faricimab PTI arm, and [l
>12 weeks and 47.5% of patients in the aflibercept Q4W to faricimab arm. In COMINO, |l
patients were on a dosing interval of 212 weeks and |l on >16 weeks in the faricimab Q4W
to faricimab PTI arm, and [l on 212 weeks and [l of patients in the aflibercept Q4W to

faricimab arm.

Results from a Roche sponsored UK Medisoft study (47), showed that the percentage of
BRVO patients achieving an average treatment interval of 2Q12W with aflibercept was 6.47%
and 2Q16W, 1.89% 18 months after treatment initiation. With ranibizumab at 18 months,
2Q12W, 9.48% and 2Q16W, 3.05% (47). In CRVO patients, those achieving =2Q12W with
aflibercept was 7.24% and 2Q16W, 1.36% and with ranibizumab, 2Q12W, 6.83% and 2Q16W,
1.40% (47). Even at 5 years post treatment, the percentage of individuals achieving 2Q12W
and 2Q16W with either anti-VEGF, were still lower than that obtained with faricimab at 18

months.

The percentage of patients achieving Q4W to Q16W treatment intervals in BALATON and
COMINO with faricimab, were higher than that those observed in the UK Medisoft study
mentioned above, compared with both standards of care (aflibercept and ranibizumab), over
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similar time periods, utilising a clinically relevant PTI T&E regime. This validates the trial
design for extension of treatment intervals in increments of 4 weeks. The high proportion of
faricimab patients achieving extended treatment intervals of at least Q12W represents a
clinically meaningful reduction in the treatment burden in patients with RVO. This conclusion

was confirmed by UK clinical experts (3).

The results of the anatomical outcomes in RVO, namely comparable reduction in CST, MO,
SRF, IRF and a higher proportion of patients with resolution of macular leakage, taken
together with the anatomical outcomes from YOSEMITE and RHINE (greater reduction in
CST, greater reduction in macular leakage and absence of IRF and DMO) suggest a trend of
improved vascular stability with faricimab PTI and provide robust evidence for the improved
duration of treatment effect in vascular diseases. In totality, the anatomic outcomes observed
with faricimab offer benefits to both physicians and patients in UK clinical practice given that
the absence of MO, SRF and IRF are strong drivers for deciding when to treat. As such, the
anatomical benefits observed with faricimab will allow physicians to achieve longer treatment
intervals, in incremental extensions of 4 weeks, thereby reducing the frequency of injections
and alleviating the burden on patients, caregivers and the healthcare system. Despite patients
having attended monthly in BALATON and COMINO to maintain masking during treatment,
the PTI algorithm only utilised data collected at dosing visits to guide changes to the treatment
interval. Thus, in real-world practice there may be no requirement for monthly monitoring

between treatment visits, which was confirmed with clinicians (3).

Safety profile
Safety data from BALATON and COMINO indicate that faricimab was generally well-tolerated

as evidenced by the low incidence of serious ocular AEs, ocular AESIs and AEs leading to
treatment withdrawal. No new or unexpected safety signals were identified in the clinical trial

program compared with aflibercept up to Week 24 or further in the trials up to Week 72.

Discussion

Overall, UK clinical experts were encouraged by the efficacy, anatomical benefits and
increased treatment intervals associated with faricimab initiation, adding that the Q12W and
Q16W dosing would correspond well with routine monitoring for RVO, thereby foregoing the

need for additional monitoring and treatment appointments (3).

An NMA was conducted to provide a robust and current analysis of comparative efficacy

between faricimab and relevant comparators (see Appendix D). Results of the NMA
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demonstrated faricimab to be associated with superior or comparable visual outcomes in
terms of BCVA and superior or comparable anatomical outcomes in terms of decreasing
retinal thickness with a similar or lower injection frequency than current standard of care.

Adverse events were also found to be comparable for faricimab and relevant comparators.

A limitation of the current available evidence is that there was no comparator from Weeks 24
to 72. In Weeks 24 to 72 of the trials, all patients, including those previously on aflibercept,
moved to faricimab PTI dosing. The decision to switch all aflibercept patients to faricimab PTI
after the first 6 months was based on both faricimab’s additional mechanism of action and the
efficacy results of the phase Ill faricimab studies in DMO and nAMD (69, 71) which showed
faricimab to be non-inferior to aflibercept, with comparable safety. Emerging data from the real
world in NnAMD and DMO patients, who have switched from prior anti-VEGF therapy to
faricimab, is starting to report improvements in vision, CST, fluid resolution and treatment
intervals, further validating the decision to switch all RVO patents to Faricimab in weeks 24-
72 in BALATON and COMINO (55).

Conclusion

The results of the Phase Il clinical trials provide strong evidence of the efficacy and safety,
optimal treatment frequency of faricimab in patients with RVO with particular focus on the high
percentage of patients achieving treatment intervals of 2Q12W and Q16W. The pivotal studies
BALATON and COMINO demonstrate that patients receiving faricimab up to Q16W via a PTI
regimen can maintain vision gains over 72 weeks. Together with anatomical outcomes such
as absence of MO, SRF, IRF and macular leakage, and the supporting data from the Phase
I DMO trials, faricimab offers significant benefits to both physicians and patients in UK clinical
practice as the extended injection intervals will result in fewer injections without compromising

vision gains or safety.

With its unique dual mechanism of action, faricimab brings innovation to RVO treatment,
providing patients with a much needed opportunity to improve the treatment burden (12, 64,
65) associated with current anti-VEGF therapies while optimising disease control for those
living with RVO. Moreover, a longer-acting treatment option that reduces the need for future
treatment and monitoring visits will also help to improve the burden on the healthcare system,
ensuring patients retain continuity of treatment with the ultimate accolade of maintaining their

vision.
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B.3.12 Ongoing studies

There are no completed or ongoing studies expected to provide additional evidence for the

indication being appraised in the next 12 months.
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B.4 Cost-comparison analysis

B.4.1 Changes in service provision and management

Faricimab is anticipated to be used in the outpatient hospital setting, in line with currently
licensed anti-VEGF therapies used for RVO, namely aflibercept and ranibizumab. There are
no additional requirements anticipated in terms of service provision or disease management

with the inclusion of faricimab in the treatment pathway.

It is anticipated that a substantial proportion of patients who receive faricimab will be able to
have their treatment intervals extended out to Q16W, following the loading dose. The outputs
of our analysis suggest that the number of injections required with faricimab versus aflibercept
and ranibizumab will be much lower. Details of the resource consumption associated with the

use of faricimab are provided in Section B.4.2 below.

e A comparison with the dexamethasone IVT implant was not considered in the
analyses. The rationale for exclusion was similar to reasons stated in TA305 -
dexamethasone was not considered a comparator to aflibercept because ranibizumab

dominated dexamethasone for treating visual impairment caused by MO-RVO;

o Dexamethasone has potentially substantial side effects including increased intraocular

pressure and cataract.

The EAG agreed with the manufacturer during scoping that ranibizumab is the main
comparator and highlighted that dexamethasone may be used in patients who do not respond
to anti-VEGF drugs. As ranibizumab dominated dexamethasone, it can be assumed that as

faricimab possesses similar efficacy and safety, it will also dominate dexamethasone.
B.4.2 Cost-comparison analysis inputs and assumptions

B.4.2.1 Features of the cost-comparison analysis

The objective of this analysis was to evaluate the costs associated with faricimab versus
aflibercept and ranibizumab for the treatment of RVO from a UK (England and Wales)
healthcare system perspective. A cost-comparison model was developed to capture the

lifetime costs of people with RVO treated with faricimab, aflibercept or ranibizumab.

Results from the BALATON and COMINO trials found comparable gains in BCVA from

baseline at Week 24 observed in the faricimab Q4W and aflibercept Q4W treatment arms.
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These gains were maintained over time through Week 72 on a faricimab PTI dosing regimen,
and the results were supported by the supplementary analyses and anatomical outcomes.
The potential to extend treatment intervals with faricimab up to Q16W was demonstrated, with
approximately 48% of patients on an extended dosing interval of Q12W or Q16W at Week 68,

resulting in approximately 5.5 mean injections in study Part 2.

The results of a network meta-analysis study also demonstrated that faricimab was non-

inferior to aflibercept and ranibizumab.

As such, a cost comparison whereby treatment efficacy, treatment safety and treatment
discontinuation were all set equal was deemed appropriate and the preferred model

framework.
An overview of the cost-comparison analysis is presented in Table 26.

Table 26: Summary of the cost-comparison analysis

Feature Chosen approach
Population Adults (aged >18 years) wi’Fh RVO to reflect the populations included in the
BALATON and COMINO frials.
Intervention Faricimab
Comparators) | 1 Eri et
Outcomes Mean incremental per-patient costs and total per-patient costs
Perspective NHS and personal social services (PSS) in England and Wales
Time horizon Lifetime — 25 Years (assuming maximum age of 100 Years)
Discounting Costs discounted at 3.5% per annum
acgici::izgl:gzst £857 (list Price) | N

NHS: National Health Service; PSS: Personal Social Services; RVO: Retinal Vein Occlusion.

B.4.2.2 Model structure

A cost-comparison model was developed in Microsoft Excel ® 2016 using a Markov cohort
approach to calculate the proportion of patients across three health states over time: On
treatment; Off treatment (discontinued) and Death (Figure 22). It consists of a two-eye model
where the disease progression of both eyes is independent from each other. There were no
bilateral cases in the BALATON and COMINO trials. The prevalence and incidence of second
eye involvement were assumed based on TA409 and TA305 (2, 38). The general modelling
approach and inputs were cross referenced with previous technology appraisals and
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subsequently validated by external health economists and UK clinical experts. If patients
discontinue, no switching to other therapies is assumed. Instead, disease progression on best
standard of care (Bsc) is modelled, informed by the pattern typically observed in clinical trials
with Sham arms (no initial gains in visual acuity and slow deterioration without appropriate
treatment thereafter). The model differentiates three periods following the clinical pattern

typically observed for RVO:

¢ Initial treatment phase (6 months): long loading phase where most vision

improvements occur.

¢ Maintenance phase: characterised by a stabilisation of the disease and

maintenance of vision gains previously achieved.

¢ Rest of life phase: the disease is assumed to resolve for a share of patients who can
discontinue without loss of efficacy and potentially a share of patients who continue to

require treatment.

A lifetime time horizon (25 years) was adopted in line with the NICE reference case (73). The
time horizon was considered to be sufficiently long to reflect any differences in costs between
the technologies being compared. A cycle length of 4-weeks was adopted, reflecting the
shortest treatment period (Q4W) which could be applied in the model. In line with the NICE
reference case (73) a discount rate of 3.5% was applied to costs and benefits in the model.
The impact of the discount rate was explored in a scenario analysis by applying a discount
rate of 1.5% Section B.4.4).

To assess the plausibility and robustness of the model predictions, the impact of varying
certain assumptions and parameter values were explored in sensitivity and scenario analyses
(see Section B.4.4).
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Figure 22: Cost-comparison model structure

n treatmen
Qntreatment Off treatment

$ (discontinued)

B.4.2.3 Patient population

The patient population considered in the analysis was reflective of the anticipated marketing
authorisation for faricimab and the populations evaluated in the BALATON and COMINO frials:
adults aged = 18 years with visual impairment due to MO secondary to branched and central

retinal vein occlusion (B/CRVO).

BALATON and COMINO are identical in design, were conducted in parallel, and there are no
relevant imbalances in key baseline characteristics between the patient populations (see
section B.3.3.2). The main data sources used in the model are the pooled data covering the
patient populations of BALATON and COMINO, and the populations of studies included in the

network meta-analysis (see Sections B.3.6 and B.3.8).

In the base case analysis, baseline characteristics - including age and gender - were derived
from the ITT populations of the BALATON and COMINO trials (Table 27). Estimates of the
proportion of patients with unilateral or bilateral RVO at baseline, were informed by values
used in previous appraisals for RVO (TA305 and TA409) (2, 38). Feedback from UK clinical
experts agreed that the baseline characteristics of the model were generalisable to UK clinical

practice (3).
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Table 27: Modelled population baseline characteristics

Characteristic Value (RVO) Source

64.3 years (11) [CRVO]

65.6 years (13) [BRVO] BALATON and COMINO trials

Age, mean (SD) at baseline

52.7% [CRVO]

51.8% [BRVO] BALATON and COMINO trials

Percentage male

Prevalence of RVO in second 0.8% [CRVO] .
eye at baseline 6.1% [BRVO] TA409 and TA305 assumption

Monthly incidence of RVO in 0.6% [CRVO] .
second eye 2.6% [BRVO] TA409 and TA305 assumption

SE; standard error: SD; standard deviation.

B.4.2.4 Mortality

Mortality was modelled by applying general population all-cause mortality data obtained from
England and Wales National Life Tables published by the Office for National Statistics (2019)
based on 2020-2022 mortality data (74). To reflect the patient population in the model, age-
and gender-specific mortality rates were combined into a single rate using the proportion of
males and mean age set in the model to reflect the patient population in the BALATON and
COMINQO trials.

The results of the network meta-analysis and consultation with UK clinical experts supported
the view that faricimab was similar in efficacy and safety to aflibercept and ranibizumab. As
such, given there was no evidence to suggest that mortality rates would differ across
treatments, the annual rate of mortality was assumed to be equivalent for faricimab, aflibercept

and ranibizumab.

B.4.2.5 Intervention and comparators’ acquisition costs

A summary of the acquisition costs for faricimab, aflibercept and ranibizumab is presented in
Table 28 below. The drug acquisition costs for aflibercept and ranibizumab were based on the
list price stated in the British National Formulary (75). Whilst confidential patient access
scheme (PAS) discounts have been agreed with the Department of Health for aflibercept and
ranibizumab, the size of these discounts is unknown to Roche and therefore the list price for
each treatment was used in the base case cost comparison analyses. Scenario analyses
exploring the impact of varying the discounts applied to the list price of aflibercept and

ranibizumab have been conducted (see Section B.4.4).
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If recommended, faricimab will be available at a simple confidential discount PAS price of

I o (st price £857). This net price has been used in the base case cost
comparison analysis.
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Table 28: Acquisition costs of the intervention and comparator technologies

Faricimab

Aflibercept

Ranibizumab

Pharmaceutical formulation

120 mg/mL solution for injection vial

2 mg/50 pL solution for injection vial

1.65 mg/0.165 mL solution for injection in
pre-filled syringe

(Anticipated) care setting Hospital Hospital Hospital
o . . Net price* NHS list price (75) NHS list price (75)
Acquisition cost (excluding VAT) . £816.00 £551.00
Method of administration Intravitreal injection Intravitreal injection Intravitreal injection
Dose 6 mg 2mg 0.5 mg
Dosing regimen 6 LP — Q16/12W (T&E) 2 LP— Q16/12W (T&E) 0.5LP - Q16/12W (T&E)
Phase BRVO CRVO Phase BRVO CRVO Phase BRVO CRVO
L. . Treatment 5.91 5.84 Treatment 5.91 5.84 Treatment 5.91 5.84
Administration frequency - . .
Maintenance 5.82 6.84 Maintenance | 5.82 6.84 Maintenance 5.82 6.84
Rest of life 5.82 6.84 Rest of life 5.82 6.84 Rest of life 5.82 6.84

Separate monitoring visits

Treatment Phase: 0
Maintenance Phase: 0
Rest of Life Phase: 0

Treatment Phase: 0
Maintenance Phase: 0
Rest of Life Phase: 0

Treatment Phase: 0
Maintenance Phase: 0
Rest of Life Phase: 0

* Price listed includes an approved patient access scheme.
LP: loading phase; gXw: one injection every X weeks; T&E: treat-and-extend dosing regimen; VAT: value added tax.
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B.4.2.6 Dosing regimens

In BALATON and COMINO, the dosing regimen consisted of a loading phase of six injections
(once a month for 6 months), followed by a PTI dosing regimen in intervals between Q4W and
Q16w

PTI is a protocol-driven treat-and-extend regimen in which treatment intervals are adjusted
based on individualised treatment response, as measured by CST and visual acuity (see
Section B.3.6.3). Dosing intervals in the PTl arm could be extended up to every 16 weeks
(Q16w), in increments of 4 weeks. This is also in line with the anticipated marketing
authorisation for faricimab (20). At faricimab dosing visits, treatment intervals were maintained
or adjusted (i.e., increased by 4 weeks or decreased by 4, 8, or 12 weeks), based on CST and
BCVA values.

Patients whose dosing interval had been previously extended and who experience disease
worsening that triggered an interval reduction were not allowed to extend the interval again,
with the exception of patients whose dosing intervals were reduced to Q4W; their interval
could be extended again but only to an interval that was 4 weeks less than their original
maximum extension. For example, a patient on a Q12W interval who required a 4-week

interval reduction could not be extended beyond a Q8W interval for the remainder of the study.

Consultation with UK clinical experts confirmed that the PTI arm was reflective of T&E
regimens, and if administering faricimab in clinical practice they would expect to follow a T&E
regimen in the first years of treatment. Clinicians also confirmed the interval reduction
performed within the study was overly conservative and would not be replicated in clinical

practice (3). The algorithm used for PTI dosing is shown in Figure 4.

A range of dosing schedules are available for aflibercept and ranibizumab. In the base case
analysis, it is assumed that aflibercept and ranibizumab are administered using T&E regimen.
This was selected as the extended treatment intervals of a T&E regimen can lessen the
treatment burden for patients and clinics by reducing the number of hospital visits and the
overall number of injections. In PRN (as needed) regimens, patients receive treatment in
response to disease activity. Whilst the risk of eye deterioration between intervals in RVO is
less compared to nAMD and DMO and lends itself to PRN dosing, clinical experts agreed that
PRN regimens are not regularly used in clinical practice for administering anti-VEGF therapies
as this would interfere with future planning of administrations and consequently more likely to
result in capacity constraints (3). The assumption made for the base case was equivalence in
efficacy, as such; the frequency of injections for faricimab from BALATON and COMINO was
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considered the same for the comparator arms. Individual studies from aflibercept and
ranibizumab show that in reality, the interval does not extend as much as faricimab making
this a conservative estimate. Injection frequencies from these studies were analysed in
scenario analyses. UK clinical experts consulted by Roche were aligned with the approach
taken in the base case analysis, and agreed that they expected to be able to extend treatment

intervals more with faricimab than aflibercept and ranibizumab (3) (see Section B.4.2.11).

Alternative dosing regimens for the comparator treatments can be applied in the model.
Estimates of the dosing and monitoring frequencies associated with alternative regimens are
informed by BALATON and COMINO and the outputs of the network meta-analysis (see
Section B.3.8).

B.4.2.7 Treatment duration and discontinuation

Due to the resolving nature of RVO where the 5-year follow-up of the SCORE2 study (76)
showed that 55% of patients did not have a visit at 5 years, it was assumed 55% would
discontinue after 5 years. The remainder of patients were assumed to, still receive treatment
and the injection numbers in years 2-5 (maintenance phase) were broadly stable. To account
for this pattern of no disease worsening in the absence of treatment in case of disease
resolution, disease progression for patients after they reach the maximum treatment duration

(rest of life phase) will reflect general age related vision loss.

Treatment discontinuation probabilities are assumed to be similar across treatments for all
comparators based on the findings of the network meta-analysis. Probabilities in the treatment
and maintenance phase are based on the clinical trial results for faricimab and aflibercept in
BALATON and COMINO (53, 54). In order to obtain the annual probability, total patient
numbers in both trials divides patients discontinuing within the trials less the number of deaths.
This is then annualised based on the regimen phase. The calculations are provided in Table

29. The rest of life phase is assumed to be equivalent to the maintenance phase.

Table 29: Treatment discontinuation probabilities

Excluding
Patients deaths as .
. . .. Annualised
discontinuing this is N Annualisation | discontinuation
BALATON accounted for i
and COMINO | separately in probability
the model
Treatment
phase (until 26+12 3+1 729+553 52/24 5.7%
week 24)
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Maintenance
phase (week 52+48 4+3 729+553 52/48 7.9%
24 - week 72)

UK clinical experts consulted by Roche suggested that in the majority of cases RVO could be
well controlled with treatment, and patients would no longer receive anti-VEGF injections after
5 years of treatment. For people who develop RVO in their second eye (bilateral or fellow eye
involvement), a maximum treatment duration of 5 years is started from the point that RVO
develops in the second eye. UK clinical experts agreed with the approach and assumptions in

the base case analysis to model discontinuation.

B.4.2.8 Intervention and comparators’ healthcare resource use and associated
costs

In current UK clinical practice, patients are diagnosed using OCT. In the model, the cost of an
OCT is applied across all patients at cycle one. It is also applied in the first model cycle after
patients develop RVO in their second eye. The cost of OCT was sourced from the 2021/2022
NHS reference schedule (Table 30) (77). The assumption that OCT is used to diagnose RVO

was validated in consultation with UK clinical experts (see Section B.4.2.11).

OCT costs are also applied in subsequent injection administration and monitoring visits — (see

‘injection administration visits’ and ‘monitoring visits’).

Table 30: Optical coherence tomography cost

Item Unit cost Source
ocT £159.05 NHSE reference schedule 2021/22. Outpatient Procedure
code for Retinal Tomography: BZ88A (ophthalmology) (77)

OCT: optical coherence tomography.

Injection administration visits

For the base case, the frequency of injection administrations is derived from data pooled
across the BALATON and COMINO studies (see Sections B.3.6, B.4.2.1 and B.4.2.6) split by
treatment, indication (CRVO and BRVO) as well as treatment phase (first 6 months &

maintenance phase). This was applied to all arms in the analysis.

Alternative estimates of injection administration frequencies associated with different
treatment regimens have been explored as scenario analyses (see Section B.4.4). The
underlying calculations are presented in appendix K. The mean injection numbers were
extracted and annualised based on the reported time period. Patients discontinuing/dying

were accounted for, therefore, the annualised numbers were adjusted to account for
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discontinuation within the time period, as likely not all patients will have experienced the full
period. This adjustment was based on the exposure time observed in BALATON and
COMINO.

Table 31 shows a scenario where for faricimab, as in the base case, the frequency of injection
administrations is derived from data pooled across the BALATON and COMINO studies. For
the comparator arms, values were identified in the systematic literature review for randomised
clinical evidence as well as a targeted literature review to identify single arm trials. References
to the studies are highlighted in Table 32. The underlying calculations are presented in

Appendix K.

Company evidence submission for faricimab for treating macular oedema caused by retinal
vein occlusion [ID6197]
© Roche Products Ltd. (2024). All rights reserved Page 96 of 120



Table 31: Annual mean number of injection administration visits (observed in clinical trials and identified in SLR)

planned regimens

Treatment Faricimab Ranibizumab Aflibercept
Regimen T&E Q4w PRN T&E Q4w PRN T&E
CRVO First 6 months 5.84 Set to be similar 53 5.58 5.84 5.25 5.36
to aflibercept
Maintenance phase 6.84 Q4W based on 8.78 10.92 12.71 4.99 8.78
_ BALATON &
BRVO First 6 months 5.91 COMINO since no o No evidence 5.86 No evidence No evidence
differences are available, set to available, set to | available, set to
Maintenance phase 5.82 expected for 6.04 be similar to 12.73 be similar to be similar to
CRVO CRVO CRVO

Company evidence submission for faricimab for treating macular oedema caused by retinal vein occlusion [ID6197]
Page 97 of 120

© Roche Products Ltd. (2024). All rights reserved




Table 32: Source of annual mean number of injection administration visits (observed in clinical trials and identified in SLR)

Treatment Faricimab Ranibizumab Aflibercept
Regimen T&E Q4w PRN T&E Q4w PRN T&E
First 6 months Weighted average
of LEAVO (Hykin Weighted
et al. 2019), Weighted average of
CRVO _ Based on Set to be SHORE Casselholm De Based on average of Casselholm De
Maintenance COMINO similar to (Campochiaro et Salles 2019 COMINO LEAVO and Salles 2019,
phase Aflibercept al. 2014), and GALILEO CENTERA and
Q4W based CRUISE (Brown SCORE2
on BALATON et al. 2010)
First 6 months & QON”NO Weighted average
Maintenance dilfnce " of BLOSSOM
phase Tereness (Wei et al 2020), No evidence No evidence No evidence
are expected BRIGHTER : . :
BRVO Based on for planned (Tadayoni et al. available, set to Based on available, set | available, set to
BALATON regimens 2017), SHORE be similar to BALATON to be similar to be similar to
and BRAVO CRVO CRVO CRVO
(Campochiaro et
al. 2014)
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Proportionate interval dosing

Table 33 shows the dosing regimen titled “Planned # per regimen Q4-Q16” utilises the
frequency of injections based on the number of loading doses and the proportion of patients
on a Q4W — Q16W regimen. Table 33 below shows the distribution over treatment intervals in

this scenario.

Table 33: Proportion of patients on Q4W — Q16W

Number of 4-
weekly loading Q4 Q8 | Q12 Q16 Reference
doses
F?é';{/”(‘;;b 6 35% | 20% | 8% 37% | Based on COMINO
F?I;';{I'g‘;b 6 23% | 13% | 12% 52% | Based on BALATON
i 0 o o no Q16W | Based on Casselholm
Ranibizumab 6 20% 1 80% | 0% | lidence | De Salles 2019

no Q16W Based on the CENTERA

Aflibercept 6 3% 54% | 44% . study (Korobelnik et al
evidence 2021)

The unit costs for injection administration visits were obtained from the NHS Reference
Schedule 2021/2022 and the appraisal of aflibercept for DMO (TA346) (77, 78). It was
assumed that IVT injections would be administered in consultant led outpatient appointments,
following an assessment of retinal fluid using OCT. It was also assumed that there would be
an additional resource use and cost associated with IVT injections which would apply at each
injection administration visit. The cost of an IVT injection was estimated as the difference in
costs between an injection administration visit and a monitoring visit as calculated by the
evidence review group (ERG) in the appraisal of aflibercept for DMO (TA346) (78). In the base
case analysis, in addition to treatment acquisition cost (see Table 28), the cost of an injection
administration visit was assumed to comprise of an outpatient consultant-led visit (£143.93),
an injection administration cost (£54.54), and an OCT procedure (£159.05) — see Table 30
and Table 34 (77). UK clinical experts agreed with this approach and the cost and resource

use estimates (see Section B.4.2.11).

The proportion of outpatient consultant or non-consultant led (£105.46) and day case visits
(£753.53) were explored in scenario analyses — see Table 34 (77).
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Table 34: Resource use unit costs

Item Unit cost Source
Consultant led £143.93 NHS reference costs 21/22: Consultant led non-admitted
outpatient visit ' follow-up (ophthalmology) WFO1A, service code 130
IVT injection £54.54 Estimated from aflibercept for DMO EAG report (TA346)

OCT: Ocular Retinal Tomography, NHS: National Health Service; IVT: intravitreal injection.

Monitoring visits
In the model, the number of monitoring visits that a person received in addition to injection

administration visits is determined by treatment regimen.

Treat and extend is a proactive regimen that allows extension of treatment intervals in the
absence of disease activity. If a sufficient number of injections administration visits are taking
place, separate monitoring visits may not be required if following a T&E regimen. PRN, or "as
required”, regimens are considered reactive and involve frequent, often monthly visits where

an injection is given only after the reoccurrence of disease activity.

For the T&E, it is assumed that no additional monitoring visits are required. This assumption
applies in the model until discontinuation or death. These assumptions are consistent with the
views of clinical experts consulted by Roche and in line with faricimab’s anticipated marketing
authorisation (20). Clinical experts agreed that the aim is to reduce additional monitoring visits

whenever possible and that this could be achieved using T&E (see Section B.4.2.11).

In the base-case analysis, it is assumed that aflibercept and ranibizumab are administered
using a T & E regimen, so additional monitoring visits are applied in all years of the model (see
Table 28). This assumption was supported by the views of clinical experts who said that the

overall aim is to avoid additional monitoring visits,

In the scenario analyses where PRN dosing regimens are explored, the minimum annual

number of total monitoring visits can be seen in Table 35.

Table 35: Separate monitoring visits for faricimab, aflibercept and ranibizumab

Treatment Maintenance Rest of Life
Dosing regimen phase phase phase

BRVO | CRVO | BRVO | CRVO | BRVO | CRVO

Faricimab 6 LP — q16/12w (T&E) 0.00 0.00 0.00 0.00 0.00 0.00
Aflibercept 2 LP — PRN 2 2 8 8 8 8
Ranibizumab 0.5 LP — PRN 2 2 7 4 7 4

LP: loading phase; PRN: pro re nata; T&E, treat and extend.
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In the model, it is assumed that at each monitoring visit, retinal fluid would be assessed using
OCT in a consultant led outpatient appointment. So, the cost of a separate monitoring visit
comprised of an outpatient consultant-led visit and an OCT procedure (see Table 30 and Table
34). Feedback from UK clinical experts was aligned with the cost and resource assumptions

adopted in the base case analysis (3).

B.4.2.9 Adverse reaction unit costs and resource use

The relative safety of faricimab and aflibercept was assessed in the safety-evaluable
population defined as all patients in either study who received at least one injection of active
study drug, grouped according to the actual treatment received. The safety results found that
the incidence of AEs was generally comparable across treatment arms (Section B.3.10.2,
Table 16).

In line with the safety results from BALATON and COMINO, the results of the network meta-
analysis, presented in Section B.3.8, demonstrated that safety events associated with
faricimab, aflibercept and ranibizumab were comparable and occurred rarely across all
treatments. In the model, it is assumed that the safety of faricimab, aflibercept and
ranibizumab is equivalent (see Section B.3.8). As such, cost and resource use related to
adverse events have not been included in the base case analysis. The omission of these costs

from the base case analysis does not have a significant impact on the overall results.

B.4.2.10 Miscellaneous unit costs and resource use

No further costs or resource use were included within the base case cost-comparison

analysis that have not been previously described.

B.4.2.11 Clinical expert validation

Given the precedents available from the previous appraisals of aflibercept and ranibizumab in
this indication, the majority of assumptions adopted in the base case analysis have been

informed by existing precedents.

Clinical data have been incorporated into the model from BALATON and COMINO studies
(53, 54), as well as other published clinical trials (see Section B.3.9). The general modelling
approach and inputs were cross referenced with previous technology appraisals and
subsequently validated by external health economists and UK clinical experts. To assess the
generalisability of the evidence and plausibility of the model assumptions and predictions,

clinical expert validation of the assumptions applied in the base case cost-comparison analysis
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was sought from two leading UK clinical experts (3). A summary of the areas of feedback
provided by the experts is below:
e Generalisability of the trial population to UK clinical practice (see Section B.4.2.3)
e Treatment injection frequencies and dosing regimens (see Sections B.4.2.6 and
B.4.2.8)
e Treatment discontinuation patterns (see Section B.4.2.7)

e Healthcare resource use and costs (see Section B.4.2.8)

B.4.2.12 Uncertainties in the inputs and assumptions

A summary of the assumptions adopted in the base case cost-comparison analysis is

presented in Table 36.

Table 36: Assumptions adopted in the base case cost-comparison analysis

Assumption Description

The cost-comparison model assumes that the different treatments have
equivalent efficacy and safety, regardless of the treatment regimens or
injection frequencies.

BALATON and COMINO demonstrate that faricimab is non-inferior to
aflibercept in terms of outcomes and safety (B.3.6). Results from the NMA
(Section B.3.8) also demonstrated that faricimab is associated with
comparable efficacy in terms of BCVA and safety versus both aflibercept
and ranibizumab.

Equivalent efficacy
across treatments
and regimens

The cohort followed the age- and gender-adjusted mortality probabilities
Mortality from published by the Office for National Statistics (2019) based on
2020-2022 mortality data (74).

Discontinuation The annual probability of discontinuation was based on data pooled across
probability the faricimab and aflibercept arms of BALATON and COMINO.

A maximum treatment duration of 5 years from baseline was applied for
55% of patients. The remainder were assumed to, still receive treatment
and the injection numbers in years 2-5 (maintenance phase). It was also
assumed there was no disease worsening in the absence of treatment in
case of disease resolution, disease progression for patients after they reach
the maximum treatment duration (rest of life phase) will reflect general age
related vision loss.

Treatment duration
and discontinuation

Treatment discontinuation probabilities are assumed to be similar across
treatments for all comparators.

Tre.atm'ent Patients were either on or off treatment and did not switch treatments.
switching
Injection Treatment frequency was derived from data pooled across the BALATON

administration visits | and COMINO studies (see Sections B.3.6 and B.4.2.6).
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In the base case, it is assumed that people treated with any drug follow a
T&E strategy and no monitoring visits in addition to administration injection
visits are required. This assumption applies in the model until
discontinuation or death.

Monitoring visits

The cost minimisation model assumes that the probability of adverse events
was the same across all treatments and regimens, so safety is assumed to
be equivalent. No adverse events are modelled in the base-case analysis.

Adverse event
probability

Probability of
developing bi-
lateral disease

Estimates for the proportion of patients with fellow eye involvement (i.e.
bilateral disease) at both baseline and monthly incidence, were informed by
TA409 and TA305 (2, 38).

OCT is assumed to be undertaken at diagnosis (cycle one for treatment
naive patients and in the first cycle after people develop bi-lateral disease),
and at every injection administration and monitoring visit.

OCT

Consultant led
appointments

It is assumed that all injection administration and monitoring visits are led by
a consultant in an outpatient setting.

BCVA: best-corrected visual acuity; NMA: network meta-analysis; OCT: Optical coherence tomography; T&E:
Treat and extend; TA: technology appraisal.

B.4.3 Base-case results

The results of the base case cost-comparison analysis are presented below (Table 37). The
results presented to do not account for the patient access scheme discounts for aflibercept
and ranibizumab, as these net prices are confidential. Therefore, the base case results
presented below assume aflibercept and ranibizumab are provided at list price (75), while

faricimab is provided at its confidential net price (see Section B.4.2.5).

Table 37: Base case results (faricimab at net price; aflibercept and ranibizumab at list

price)
e Faricimab Aflibercept Ranibizumab
os
6mg LP— T&E 2mg LP — T&E 0.5mg LP — T&E
BRVO CRVO BRVO CRVO BRVO CRVO
Drug cost B B | 35556 | £34551 | £24228 | £23,350
Administration cost B B | 25543 | £1509 | £15553 | £15,108
Additional
£0 £0 £0 £0 £0 £0
monitoring cost
AE management cost £0 £0 £0 £0 £0 £0
Costs of visual
£1,313 £760 £1,313 £760 £1,313 £760
impairment
Mean total cost B B | 557655 | £52,290 | £46,040 | £41,137
Incremental cost vs _ _ - -
faricimab N/A
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LP: loading phase; T&E: treat and extend.

With similar results in BCVA outcomes, comparable safety and treatment durability to
aflibercept and ranibizumab, faricimab represents a cost-effective alternative to currently
licensed and NICE recommended anti-VEGF therapies (Table 37). This is a conservative
estimate, as existing clinical experience for faricimab suggest treatment durability may be

extended.

Acknowledging that aflibercept and ranibizumab are available to the NHS at a confidential
discounted price, the impact of varying the level of discount to list price for aflibercept and
ranibizumab was explored in a threshold analysis, presented in Table 38. When adopting the
base case cost-comparison assumption, this analysis demonstrates that at the net price,

faricimab remains |l compared with aflibercept and ranibizumab up to a discount
level of ] and [l respectively.

Table 38: Threshold analysis: incremental cost of faricimab compared with aflibercept

and ranibizumab at varying list price discount levels

Aflibercept Ranibizumab
. Discounted Discounted
Discount Incremental cost vs Incremental cost vs
aflibercept ranibizumab
. faricimab . faricimab
price price
BRVO CRVO BRVO CRVO
0% £816.00 B B 5100 I
10% £734.40 B B o459 I
20% £652.80 B B c44080 I
30% £571.20 ] ] £385.70 [ ] [ ]
40% £489.60 e e £330.60 e e
50% £408.00 e e £275.50 e e
55% £367.20 [ | [ £248.00 e e
60% £326.40 ] ] £220.40 e e
65% £285.60 ] ] £192.90 e e

B.4.4  Sensitivity and scenario analyses

B.4.4.1 Deterministic sensitivity analysis
A univariate deterministic sensitivity analysis (DSA) was conducted to assess which
parameters have the greatest impact on incremental cost. In the absence of data on the
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variability around parameter values, each was varied by +20%. The parameter values used in
the deterministic sensitivity analyses for BRVO and CRVO are presented in Table 39 and
Table 40, respectively. Results of the DSA are displayed in Figure 23 and Figure 24 for BRVO
and CRVO, respectively, where the 7 parameters that had the greatest impact on incremental

costs are presented.

The results of the DSA (see Figure 23 and Figure 24) show that drug costs and model starting
age have the biggest impact on incremental costs. All results remain consistent with the base
case results, concluding that faricimab is overall || |Gz

Table 39: Parameter values used for DSA [BRVO]

Parameter Base-case Lower Higher Variation
value value value
Drug cost for aflibercept (£) 816 653 979 1+ 20%
Drug cost for ranibizumab (£) 551 441 661 1+ 20%
Starting age of cohort (years) 66 52 79 +20%
Administration cost for IVT injections 357 286 429 1+ 20%
Time horizon (years) 25 20 30 1+ 20%
Discount rate costs (%) 3.5 28 4.2 +20%

DSA, deterministic sensitivity analysis; IVT, intravitreal injection.
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Figure 23: Tornado plot (faricimab net price compared with aflibercept list price) [BRVO]

IVT, intravitreal injection.
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Table 40: Parameter values used for DSA [CRVO]

Parameter Base-case Lower Higher Variation
value value value
Drug cost for aflibercept (£) 816 653 979 + 20%
Drug cost for ranibizumab (£) 551 441 661 1+ 20%
Starting age of cohort (years) 64 51 77 +20%
Administration cost for IVT injections 357 286 429 +20%
Time horizon (years) 25 20 30 +20%
Discount rate costs (%) 3.5 2.8 4.2 +20%

DSA, deterministic sensitivity analysis; IVT, intravitreal injection.
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Figure 24: Tornado plot (faricimab net price compared with aflibercept list price) [CRVO]

IVT, intravitreal injection.
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Within BRVO, for the scenarios exploring alternative dosing regimens, the frequency of

injection and monitoring visits varied; a summary of the injection and monitoring frequencies

applied in the base-case analysis and in each scenario can be seen in Table 41.

Table 41: Annual mean number of injections and total visits per dosing regimen [BRVO]

PRN

Injections Separate monitoring visits

Dosing regimen Treatment | Maintenan | Rest of life | Treatment | Maintenan | Rest of life
phase ce phase phase phase ce phase phase

Base-case
Faricimab (6 LP — T&E I I I 0 0 0
Aflibercept (2 LP — T&E) I | I 0 0 0
Ranibizumab (0.5 LP — [ [ N 0 0 0
T&E)
Scenario analyses
Trial-based Dosing Average
Faricimab (6 LP — T&E || | || 0 0 0
Aflibercept (2 LP — T&E) 5.36 8.78 8.78 0
T&E)
Proportionate interval dosing
Faricimab (6 LP —
aswaswiarzwiQiew) | | | 0 0 0
[T&E]
Aflibercept (2 LP —
Q4W/Q8W/Q12W/Q16W) 6.03 5.83 5.83 0 0 0
[T&E]
Ranibiumab (0.5 LP —
Q4W/Q8W/Q12W/Q16W) 6.20 7.89 7.89 0 0 0
[T&E]
PRN dosing
Faricimab (6 LP — [T&E] | | || | | |
Aflibercept (2 LP — PRN 5.25 4.99 4.99 2 8 8
Ranibiumab (0.5 LP — 5.00 6.04 6.04 2 7 7

LP, loading phase; PRN, pro re nata; T&E, treat and extend; QXW, one injection every X weeks; UK, United

Kingdom.

Scenarios exploring alternative dosing regimens, frequency of injection and monitoring visits

varied within the CRVO subgroup; a summary of the injection and monitoring frequencies

applied in the base-case analysis and in each scenario can be seen in Table 42.
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Table 42: Annual mean number of injections and total visits per dosing regimen [CRVO]

Injections Separate monitoring visits
D) O Treatment | Maintenance Re“stOf Treatment | Maintenance | Rest of life
phase phase phase phase phase phase
Base-case
Faricimab (6 LP — T&E | | I 0 0
Aflibercept 2 LP — T&E) | [N | | 0 0
Ranibizumab (0.5 LP — [ [ ] 0 0
T&E)
Scenario analyses
Trial-based Dosing Average
Faricimab (6 LP — T&E || || || 0
Aflibercept (2 LP — T&E) 5.36 8.78 8.78
Ranibizumab (05 LP — 5.58 10.92 10.92 0 0
T&E)
Proportionate Interval Dosing
Faricimab (6 LP —
aswiaswiarzwaiew) | I | | 0 0
[T&E]
Aflibercept (2 LP —
Q4W/Q8W/Q12W/Q16W) 6.03 5.83 5.83 0 0
[T&E]
Ranibiumab (0.5 LP —
Q4W/Q8W/Q12W/Q16W) 6.20 7.89 7.89 0 0
[T&E]
PRN Dosing
Faricimab 6 LP — [T&E] | 1N || || | |
Aflibercept (2 LP — PRN 5.25 4.99 4.99 2 8
Ranibiumab (0.5 LP — 5.30 8.78 8.78 2 4
PRN

LP, loading phase; PRN, pro re nata; T&E, treat and extend; QXW, one injection every X weeks; UK, United

Kingdom.

The results of the scenario analyses are presented below. Across all of the scenarios
conducted, faricimab remained || ] Bl versus both aflibercept and ranibizumab.
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Table 43: Scenario analyses results (with faricimab at net prices; aflibercept and ranibizumab at list price) [BRVO]

Incremental % change from Incremental cost % change from
Scenario Base-case Scenario cost vs base case vs ranibizumab base case
aflibercept incremental cost incremental cost
Base-case - - - N/A - N/A
. 50 years - - - -
Model starting age covears [ 75 years ] I I .
Discount rate 3.5% 1.5% - - - -
LP — L
Q4W/Q8W/Q12W/ I N/A N/A
Aflibercept dosing regimen LP — T&E Q16W) [T&E]
LP — PRN (TD) I ] N/A N/A
LP — T&E (TD) I ] N/A N/A
P I
Q4W/Q8W/Q12W/ N/A N/A ]
Ranibizumab dosing regimen | LP — T&E Q16W) [T&E]
LP — PRN (TD) N/A N/A ] I
LP — T&E (TD) N/A N/A ] Il

LP, loading phase; T&E, treat and extend; QXW, one injection every X weeks; TD, Trial-based dosing

Table 44: Scenario analyses results (with faricimab at net prices; aflibercept and ranibizumab at list price) [CRVO]

Incremental % change from Incremental cost % change from
Scenario Base-case Scenario cost vs base case vs ranibizumab base case
aflibercept incremental cost incremental cost
Base-case - - N/A N/A
. 50 years
Model starting age 64 years 75 years . .:
Discount rate 3.5% 1.5% | ] | ]
LP — -
Aflibercept dosing regimen LP — T&E Q4W/Q8W/Q12W/ e N/A N/A
Q16W) [T&E]
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LP — PRN (ITD)

N/A

N/A

LP — T&E (ITD)

N/A

N/A

Ranibizumab dosing regimen

LP — T&E

LP —
Q4W/Q8W/Q12W/
Q16W) [T&E]

N/A

N/A

LP — PRN (ITD)

N/A

N/A

LP — T&E (ITD)

uk

LP, loading phase; T&E, treat and extend; QXW, one injection every X weeks, TD, Trial-based dosing
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The scenario analyses were limited by the availability of relevant data. Where possible,
evidence or results from the network meta-analysis, clinical expert opinion, or the literature
were used to inform the alternative assumptions applied in each scenario. The implications of
this limitation are limited as for the purposes of the cost-comparison analysis the scenarios
analyses are illustrative, with the most plausible assumptions, reflecting current UK practice,

adopted in the base-case.

B.4.5 Subgroup analysis

Economic subgroup analyses for CRVO and BRVO have been conducted for the purposes

of this appraisal within the base case results.

B.4.6 Interpretation and conclusions of economic evidence

This economic evaluation focused on comparing the cost of faricimab with aflibercept and
ranibizumab for the treatment of patients with macular oedema caused by retinal vein
occlusion, from a UK health system perspective. The results of the economic evaluation show
that faricimab is highly likely to be | N  lll for the NHS in comparison to aflibercept and
ranibizumab with extensive scenario and sensitivity analyses demonstrating consistent results

providing further certainty.

Previous Phase lll trials (TENAYA and LUCERNE) demonstrated vision benefits and anatomic
outcomes seen in faricimab, administered at up to Q16W, comparable with Q8W aflibercept.
This, along with inferences validated by clinical experts based on their experience of faricimab
in NnAMD and DMO would suggest the dual mechanism of action of faricimab provides
comprehensive disease control allowing physicians to extend treatment intervals up to every
16 weeks (4 months), while maintaining vision gains resulting in fewer injections and easing

burden on the NHS with patient capacity.

The model draws upon clinical data from the BALATON and COMINO studies, the baseline
characteristics of the patients in both trials have been validated by clinical experts and can be
considered broadly representative of the corresponding population in the UK. This evaluation

can therefore be considered relevant to clinical practice in England and Wales.

In-line with the cost comparison appraisal framework, evidence was presented to demonstrate
that faricimab provides similar or greater health benefits to NICE recommended technologies
(ranibizumab and aflibercept) (2, 38). As demonstrated in the results from BALATON and
COMINO and the network meta-analysis (see Sections B.3.6 and B.3.9.4) the efficacy of
faricimab is similar to aflibercept and ranibizumab, and safety is comparable. Furthermore, the
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results in line with those seen in nAMD and DMO as well as clinician experience demonstrate
that faricimab is a more durable treatment than aflibercept and ranibizumab, with greater

intervals between injections being possible on faricimab.

A UK NHS perspective was taken with respect to the costs and resource use quantified in the
model. All costs were taken from published UK sources or previous NICE technology
appraisals in this disease area. This methodology is in accordance with that of the NICE

Reference Case (73).

The base case results from the cost comparison show that faricimab is || ]l compared
to aflibercept and ranibizumab — see Table 37. Although current IVT anti-VEGF therapies are
efficacious for most patients with MO secondary to RVO, best achievable responses to anti-
VEGEF treatment require frequent injections and clinic visits. Real-world data in patients with
MO secondary to RVO suggest that the need for frequent monitoring and injections creates a
barrier to optimal anti-VEGF treatment, leading to a decrease in the vision gains initially
achieved during clinical trials (47). Additionally, MO secondary to RVO is a multifactorial

disease and anti-VEGF treatments alone do not completely address it.

The better vascular stability afforded by the unique dual mechanism of action of faricimab
provides comprehensive disease control, allowing physicians to extend treatment intervals up

to every 16 weeks, while maintaining vision gains and safety comparable to aflibercept Q4W.

Results from Phase lll clinical trials demonstrate that patients receiving faricimab can maintain
vision gains comparable to every 4 weeks (bimonthly) aflibercept with the longest possible
treatment intervals (up to every 16 weeks). At Week 68 (the last treatment interval decision
time point in the study), approximately, 60% of patients in BALATON and 48% of patients in
COMINO were on a dosing interval of Q12W or Q16W, highlighting the increased durability of
effect. By helping patients regain and maintain vision with fewer injections compared with
current IVT anti-VEGF therapy, faricimab supports patient, caregiver, and healthcare
professional (HCP) priorities of reduced treatment burden showing an added clinical benefit
to the NHS.

The results presented in this submission compare faricimab PAS price, to aflibercept and
ranibizumab at list price, so should be interpreted with caution. Nevertheless, when varying
the prices of aflibercept and ranibizumab, faricimab remains a cost effective option up to a

discount of || and [l for aflibercept and ranibizumab respectively.
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Extensive sensitivity and scenario analyses have been conducted to test the robustness of
model results when parameter values were manipulated, alternative approaches
implemented, and different data sources utilised. Complete results of these analyses can be
found in Section B.4.4.

The key strengths associated with the presented cost-comparison analysis surround its use

of the best available evidence to inform the model:

e Clinical effectiveness data taken from a randomised placebo-controlled ftrials
(BALATON and COMINO) in which all patients had been assessed for the primary
endpoint (mean change in BCVA). Faricimab demonstrated non-inferiority to
aflibercept in terms of mean change in BCVA with fewer injections.

e The results from the meta-analysis show that faricimab provides similar or greater
health benefits to aflibercept and ranibizumab with comparable safety across all
treatments

e Costs and resource use data taken from well-established UK sources and previous
NICE technology appraisals

o Extensive sensitivity and scenario analyses conducted to quantify uncertainty and

identify major drivers of cost-effectiveness results

There are no significant limitations associated with the cost-comparison analysis.
Uncertainties stemming from the immaturity of trial evidence and the extrapolation of short-
term trial evidence are not unique to this analysis and are regularly observed in technology

appraisals.

With similar efficacy in terms of
¢ Improvement in BCVA,

e Impact on vision-related HRQoL,

as well as potential superior treatment durability and less frequent injections, the results of the
economic analysis indicate that faricimab is the most cost-effective treatment option for RvO
versus currently licensed anti-VEGF therapies and results in cost savings to the NHS over a
lifetime time horizon up to discounts of | and | (vs aflibercept and ranibizumab
respectively). Therefore, faricimab meets the cost-comparison criteria to be recommended as

an option for the treatment of RVO.
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Summary of Information for Patients (SIP):

The pharmaceutical company perspective

What is the SIP?

The Summary of Information for Patients (SIP) is written by the company who is seeking
approval from NICE for their treatment to be sold to the NHS for use in England. It is a plain
English summary of their submission written for patients participating in the evaluation. Itis
not independently checked, although members of the public involvement team at NICE will
have read it to double-check for marketing and promotional content before it is sent to you.

The Summary of Information for Patients template has been adapted for use at NICE
from the Health Technology Assessment International — Patient & Citizens Involvement
Group (HTAIi PCIG). Information about the development is available in an open-access

[JTAHC journal article.

SECTION 1: Submission summary

1a) Name of the medicine (generic and brand name):

Generic name: Faricimab
Brand name: Vabysmo®

1b) Population this treatment will be used by. Please outline the main patient population
that is being appraised by NICE:

Adult patients with visual impairment due to macular oedema secondary to branched and
central retinal vein occlusion.

1c) Authorisation: Please provide marketing authorisation information, date of approval and
link to the regulatory agency approval. If the marketing authorisation is pending, please state
this, and reference the section of the company submission with the anticipated dates for
approval.

European Union (EU):
A marketing authorisation application (MAA) was submitted to the European Medicines

Agency (EMA) in I regulatory approval is anticipated in | |

United Kingdom (UK):

A submission for marketing authorisation was made to the Medicines and Healthcare
Products Regulatory Agency (MHRA) in | . via the MHRA ACCESS route;
approval is anticipated || Gz
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1d) Disclosures. Please be transparent about any existing collaborations (or broader
conflicts of interest) between the pharmaceutical company and patient groups relevant to the
medicine. Please outline the reason and purpose for the engagement/activity and any
financial support provided:

The following grants were provided to patient groups by Roche relevant to ophthalmology
(i.e. not RVO disease specific):

SECTION 2: Current landscape

2a) The condition - clinical presentation and impact

Please provide a few sentences to describe the condition that is being assessed by NICE and the
number of people who are currently living with this condition in England.

Please outline in general terms how the condition affects the quality of life of patients and their
families/caregivers. Please highlight any mortality/morbidity data relating to the condition if
available. If the company is making a case for the impact of the treatment on carers this should be
clearly stated and explained.

Condition that the medicine plans to treat:

Faricimab is a treatment intended for macular oedema caused by retinal vein occlusion
(MO-RVO), a condition where the veins in the retina get may become blocked. This
blockage can lead to swelling in the macula of the eye, the central part of the retina which
is crucial for clear, detailed central vision. RVO can occur in various parts of the retina,
including the central, hemi-central, or branch retinal veins, leading to different subtypes of
the condition, such as central retinal vein occlusion (CRVO) and branch retinal vein
occlusion (BRVO) (1).

Symptoms of disease:

Patients with MO-RVO often experience sudden and significant changes in their vision. The
primary symptom is a decrease in central vision, which is crucial for activities like reading,
driving, and recognising faces. The vision loss or blurring occurs because the swollen
macula cannot function properly. Unlike some other eye conditions, the vision loss
associated with MO-RVO is typically not painful, which can sometimes delay diagnosis and
treatment.

How many people have the condition:

RVO is a widespread condition that affects millions globally. As of 2015, an estimated 28
million people had been diagnosed with RVO (2). The number of people with this condition
is expected to increase, especially among those over 60 years old (3). In England and
Wales, it is estimated that each year, about 11,600 people with MO-BRVO and 5,700 people
with MO-CRVO experience visual problems. Within 2 months of being diagnosed, 85% of
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those with BRVO and 75% with CRVO develop MO. Additionally, 50% of BRVO patients
and all CRVO patients may suffer from vision loss due to MO (4).

Effects on quality of life on patients, families and carers:

The impact of MO-RVO on the quality of life is profound and multifaceted. For patients, the
sudden loss of central vision significantly impacts their ability to perform daily tasks, leading
to a loss of independence and potential unemployment (5, 6). This can cause emotional
distress, depression, and social isolation (5). Families and carers also face a heavy burden.
The necessity for frequent treatments, including monthly injections, places a considerable
time and emotional burden on carers, who often must take time off work and bear the stress
of supporting their loved ones through a challenging treatment regimen (6). The condition
and its treatment can also lead to financial strain due to high healthcare costs, the need for
frequent treatments, and ongoing patient monitoring. This adds further stress to healthcare
systems already at full capacity and can hinder the delivery of timely care.

2b) Diagnosis of the condition (in relation to the medicine being evaluated)

Please briefly explain how the condition is currently diagnosed and how this impacts patients. Are
there any additional diagnostic tests required with the new treatment?

How the condition is diagnosed:

Potential RVO patients can present with a wide variety of visual changes. Eye examination
and retinal imaging are the standard of care techniques for diagnosis. Optical coherence
tomography (OCT) is a widely used imaging technique providing quick and useful imaging
of the macula. In RVO, OCT is recommended in the diagnosis, monitoring and assessing
treatment response of MO-RVO. Common signs include intraretinal (within the retina) and
subretinal (beneath the retina) fluid, and an increase in central subfield thickness (a thicker
central part of the retina). Tests such as fluorescein angiography and OCT angiography can
help give a clearer picture of the condition.

2c) Current treatment options:

The purpose of this section is to set the scene on how the condition is currently managed:

e What is the treatment pathway for this condition and where in this pathway the medicine is
likely to be used? Please use diagrams to accompany text where possible. Please give
emphasis to the specific setting and condition being considered by NICE in this review. For
example, by referencing current treatment guidelines. It may be relevant to show the
treatments people may have before and after the treatment under consideration in this SIP.

e Please also consider:+

o if there are multiple treatment options, and data suggest that some are more
commonly used than others in the setting and condition being considered in this
SIP, please report these data.

o are there any drug—drug interactions and/or contraindications that commonly cause
challenges for patient populations? If so, please explain what these are.

What treatment are currently used:

Anti-vascular endothelial growth factor (VEGF) therapy, specifically aflibercept and
ranibizumab, is the standard of care for treating MO-RVO. VEGF is a protein in the body
that stimulates blood vessels to grow. If blood vessels are produced that are immature and
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nascent, they may be incomplete and leak retinal fluid. If this occurs in the eye, this leaked
fluid may create problems in one’s vision, resulting in swelling, bleeding, or damage to the
retina.

. These treatments

have acceptable, similar safety profiles.

Faricimab is being compared to these existing treatments, both of which have been officially
evaluated and endorsed by NICE for RVO treatment in various guidelines published
between 2013 and 2016 (8-10).

In addition to the licensed anti-VEGF treatments, there are other options like laser,
dexamethasone, and bevacizumab, but they are less commonly used. Laser, which seals
the leaking blood vessels, has been mostly replaced by the more effective intravitreal
injections (IVT; injection into the eye) (11, 12). Dexamethasone implants, recommended for
certain BRVO cases, release steroids to reduce swelling but carry risks like increased eye
pressure and cataracts (1). Bevacizumab, an anti-VEGF used in treating certain cancers
and that is not licenced for use in the eye, is rarely used in practice. These alternatives are
generally secondary to the preferred licensed anti-VEGF therapies due to their limited
applicability, potential side effects, or lower efficacy.

Limitations of current treatments and unmet need:

Current treatments for MO-RVO, like frequent anti-VEGF injections, place a heavy burden
on patients, carers and family members, resulting in poorer vision outcomes over time.
Current anti-VEGFs only target one protein involved in the growth of immature blood
vessels. Current literature has suggested that the targeting of new novel proteins, with
VEGF, such as ANG2, may provide additional control of the disease (13, 14). Furthermore,
the stress of regular eye injections significantly affects patients' quality of life, causing fear,
stress, and anxiety. Many patients report feeling anxious, losing sleep, and having trouble
concentrating before their treatments. The burden on family members and carers is
substantial. Carers accompany the RVO patients for their treatment, impinging on their own
time and responsibilities especially if they are employed or have their own family
commitments.

Additionally, there is an unmet need on the current healthcare system. Frequent treatment
patterns and the sheer number of patients have left little capacity spare to either introduce
new patients or to offer the necessary support for individuals, particularly those with complex
conditions. There is a clear need for novel treatment options that require fewer injections
but still maintain or improve vision, reducing the emotional and physical strain on patients
and carers.

Proposed position for faricimab in the RVO treatment pathway:

Faricimab, which targets VEGF and ANG2, is expected to be approved for the same patient

aroupn as current treatments aflibercent and ranibizumab. It offers a new obtion for treatina
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adults with vision problems caused by MO-RVO, providing an alternative to these existing

treatments. The proposed treatment pathway for faricimab is summarised below (

Figure 7).

Figure 1: Proposed positioning of faricimab in treatment pathway for RVO

Visual impairment due to macular oedema secondary to RVO
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* Dexamethasone intravitreal implant is a NICE approved treatment but not considered a relevant comparator,
as it is used for BRVO only after laser photocoagulation has been tried, or is deemed not suitable (1). * Laser
photocoagulation is not considered a relevant comparator as it is no longer the standard of care for RVO, with
the exception of CRVO with ischaemic features.

2d) Patient-based evidence (PBE) about living with the condition

Context:

e Patient-based evidence (PBE) is when patients input into scientific research, specifically
to provide experiences of their symptoms, needs, perceptions, quality of life issues or
experiences of the medicine they are currently taking. PBE might also include carer burden
and outputs from patient preference studies, when conducted in order to show what
matters most to patients and carers and where their greatest needs are. Such research can
inform the selection of patient-relevant endpoints in clinical trials.

In this section, please provide a summary of any PBE that has been collected or published to
demonstrate what is understood about patient needs and disease experiences. Please include
the methods used for collecting this evidence. Any such evidence included in the SIP should be

formally referenced wherever possible and references included.
A. A survey with 131 European retinal patients with diabetic macular oedema (DMO) or
RVO was conducted to understand their treatment burden, treatment-related anxiety
and worry, and practical issues such as appointment attendance and work absence in
patients receiving injection therapy (6). 45 patients with RVO were interviewed. A
summary of their findings is presented below.

For RVO patients:
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33% were still in employment and 53% were retired.

86% were initiated on a monthly regimen. Of this, 73% remained on monthly
intervals, 13% moved to less frequent injections, and 13% received injections every
4-6 months.

Each injection appointment took ~4.5 hours, comprising an average of 79 minutes
of travel time and 188 minutes of appointment time. For the patients still in
employment, ~50% needed to take 1 day off per appointment.

The majority of patients required a carer’s assistance around the time of the injection
appointment, which totalled 6.3 hours of a carer’s time per injection. Furthermore,
50% of carers were employed themselves, and of those, the majority needed to take
time off to provide support to the patient.

Over a six month period, patients had an average of ~9.2 appointments with retina
specialists and ophthalmologists averaging 13.5 hours per patient.

Emotional and physical effects: 18% of patients reported that their sleep was
affected, 4% had reduced concentration and 50% reported being uptight.

More than 55% reported ‘moderate to large’ impact on their quality of life (QOL).
This is a greater impact compared to other chronic conditions such as diabetes,
asthma, glaucoma, hypertension, thyroid conditions.

For patients with DMO and RVO:

75% experienced anxiety about their most recent injection, with 54% reporting that
they were anxious for ~2 days prior to treatment.

~ 20% of patients had anxiety about their appointment.

47% of patients reported having had adverse physical effects from the anxiety
experienced around the injection (such as exhaustion) as well as from the procedure
itself (such as red eyes and blurry vision).

58% of patients reported that they were uptight and/or could not relax.

46% reported that they found it difficult to think of anything but the injection.

The one improvement that patients wished for was to have fewer injections to
achieve the same visual results (42%).

B. In-depth semi-structured interviews were conducted with 17 Australian patients with
RVO (15). These investigated six main QOL themes: concerns about the disease
progression and treatment outcome (health concerns), emotional responses to the
disease (emotional), experiencing a range of symptoms (symptoms), inability to do
things as before (activity limitation), adapting to the visual loss (coping), and
inconveniences due to RVO (convenience). The results are summarised as follows:

Theme 1: concerns about the disease progression and treatment outcome (health

concerns)

This was the major concern for RVO patients.

Treatments improved their clinical symptoms but did not restore the lost vision.
That they might continue to lose their eyesight or go blind especially if the vision loss
was progressive or those with treatment failures.

The possibility of second eye involvement.
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e Recurrence of their eye disease.
e People living on their own and those who did not have support of their family
members and friends were concerned about their future.

Theme 2: emotional responses to the disease (emotional)

e Feeling frustration due to their eye condition.

o Feeling scared, depressed, anxious, shocked, sad or low.

e Feeling depressed because of the sudden loss of vision or the progressive
deterioration of the vision.

¢ Frequent follow-ups caused anxiety in some participants.

e Felt sad or low when their test results were not good or when they had to go for their
injections.

Theme 3: experiencing a range of symptoms (symptoms)

e Symptoms that varied from overall blurring of vision, difficulty in focusing, loss of
central vision, double vision, seeing floaters and difficulty in light and dark
adaptation, to complete loss of sight.

e Ocular pain, discomfort, and blood-shot eyes in patients receiving intravitreal
injections.

Theme 4: inability to do things as before (activity limitation)

o Difficulty reading small print, driving at night, seeing at a distance and engaging in
leisure activities.

¢ Driving was more difficult at night than during the day.

e Being more careful with driving in general.

e Giving up their driver’s license as they felt it was not safe for others

e Seeing objects clearly at a distance such as seeing bus numbers, recognising
people’s faces across the street, and identifying street signs.

Theme 5: adapting to the visual loss (coping)

e Having to adopt several coping strategies to manage their visual loss such as
praying, meditation and putting faith in God helped some participants to navigate the
difficult journey.

e Positive strategies included acceptance, self-distraction, trying to be positive and
trusting God.

e Staying positive and believing that their eye condition will not worsen, or will become
stabilised.

o Negative strategies included disengagement, venting and substance abuse.
Acceptance, disengagement, self-distraction, venting and trusting God.

e Self-distraction by engaging in leisure activities and spending time with friends and
family members.

Theme 6: inconveniences due to the eye condition (convenience)

¢ Having to attend frequent eye appointments and have regular ocular treatment.
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e Waiting long hours in the clinic.
e Travelling a long way to have treatment.
e Having to carry glasses all the time.

SECTION 3: The treatment

3a) How does the new treatment work?

What are the important features of this treatment?

Please outline as clearly as possible important details that you consider relevant to patients relating
to the mechanism of action and how the medicine interacts with the body

Where possible, please describe how you feel the medicine is innovative or novel, and how this
might be important to patients and their communities.

If there are relevant documents which have been produced to support your regulatory submission
such as a summary of product characteristics or patient information leaflet, please provide a link to
these.

Faricimab’s key features and how it works:

Faricimab is an antibody treatment being considered for RVO. It functions by binding to two
specific proteins, Ang-2 and VEGF-A, that act independently and contribute to the condition
(Figure 2) (14). This unique dual-action approach helps to decrease blood vessel leakage
and swelling, stop harmful blood vessel growth, and bring back normal blood vessel function
in the eye. Since faricimab is effective, doctors might be able to increase the length of time
between each treatment, possibly going as long as 16 weeks between doses, without losing
any of the benefits for vision. This could mean fewer hospital or clinic visits and injections
for patients, easing the burden on both individuals, their carers and the healthcare systems.
Additionally, with fewer treatments needed, eye care clinics could help more patients,
especially as more people need treatment for eye conditions like RVO.

Figure 2: Structure of faricimab
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3b) Combinations with other medicines

Is the medicine intended to be used in combination with any other medicines?

e Yes/No

If yes, please explain why and how the medicines work together. Please outline the mechanism of
action of those other medicines so it is clear to patients why they are used together.

If yes, please also provide information on the availability of the other medicine(s) as well as the
main side effects.
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If this submission is for a combination treatment, please ensure the sections on efficacy
(3e), quality of life (3f) and safety/side effects (3g) focus on data that relate to the
combination, rather than the individual treatments.

Faricimab is not used in combination with other medicines.

3c) Administration and dosing

How and where is the treatment given or taken? Please include the dose, how often the treatment
should be given/taken, and how long the treatment should be given/taken for.

How will this administration method or dosing potentially affect patients and caregivers? How does
this differ to existing treatments?

How much and how often faricimab will be given (16, 17):

The recommended dose of faricimab is 6 mg (0.05 mL solution), administered by IVT every
4 weeks (monthly). Patients may need three or more of these monthly injections at the start.

After this initial phase, treatment may be adjusted using a “treat -and-extend” approach,
based on how the patient is responding. The interval between doses could be potentially
extended in 4 weeks intervals if the patient is doing well. However, if there is any sign of the
patient's condition worsening, the time between injections may need to be shortened. It is
important to note that treatment intervals less than 4 weeks or more than 16 weeks have
not been tested.

Regular check-ups are essential, though they do not have to be monthly unless deemed
necessary by the doctor.

Faricimab is designed for ongoing use, but if it is clear that a patient is not benefiting from
the treatment, treatment should be stopped.

How faricimab is given and monitoring (16, 17):

Faricimab comes in a vial meant for a one-off IVT use only. It must be given by a qualified
healthcare professional trained in IVTs.

The vial should be inspected for any particles or colour changes, and if present, the vial
should not be used. The injection must be carried out under aseptic conditions, including
the use of surgical hand sanitiser, sterile gloves, a sterile drape covering, and a sterile eyelid
speculum to keep the eye open. The patient’s medical history for allergic reactions should
be carefully evaluated before the injection.

Immediately following the injection, the patient's eye pressure should be monitored to make
sure it is not elevated. Patients will be told to report any symptoms suggesting signs of eye
infection, such as vision loss, eye pain, eye redness, sensitivity to light, or blurry vision.

3d) Current clinical trials

Please provide a list of completed or ongoing clinical trials for the treatment. Please provide a brief
top-level summary for each trial, such as title/name, location, population, patient group size,
comparators, key inclusion and exclusion criteria and completion dates etc. Please provide
references to further information about the trials or publications from the trials.
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The BALATON [NCT04740905 (18)] and COMINO [NCT04740931 (19)] studies were
global, multicentre Phase Il clinical trials, conducted in 22 countries, designed to assess
the effectiveness and safety of faricimab in treating MO-RVO. The studies aimed to
demonstrate that faricimab was as effective as aflibercept, the current standards of care for
RVO, by comparing improvements in vision up to week 24. Initially, patients received
monthly injections for 24 weeks. A total of 570 patients in BALATON and 750 patients in
COMINO were enrolled and randomly assigned to one of two treatment groups in each trial.
One group received faricimab, and the other received aflibercept. After week 24, the studies
transitioned into a phase where faricimab's treatment intervals could be personalised
(personalised treatment interval [PTI] regimen), extending up to every 16 weeks based on
patient response. This approach allowed for a more tailored treatment plan, potentially
reducing the number of injections needed and maintaining the effectiveness of the therapy
over a longer period. The structure of these studies ensured that treatment adjustments
were made objectively, based on the patient's progress, while maintaining regular check-
ups throughout the 72-week study period.

Key inclusion criteria:

e Adults aged 18 or older at the time of signed the informed consent form.

e People diagnosed with BRVO in the BALATON study, or CRVO/HRVO in the
COMINO study.

¢ Vision measured by a special eye chart (ETDRS), should be within a certain range.

e The thickness of the retina, measured by an eye scan (SD-OCT), needs to be above
a certain thickness, showing significant swelling.

Key exclusion criteria:

o People with very high blood pressure measured when resting on the first day.
e People who have had a stroke or heart attack in the last 6 months.
¢ Women who are pregnant, breastfeeding, or planning to get pregnant during the

study.

e People who had MO-RVO before or has had it for over 4 months without getting
better.

e People with certain serious eye problems like a detached retina or a large hole in
the macula.

e People who have already received treatments for MO-RVO, including other drugs
injected into the eye.

e People who had specific laser treatments for their eyes.

e People treated for other eye diseases that can cause similar swelling.

e People with major iliness or surgery in the last month.

¢ People with another eye condition that could cause vision loss not related to the vein
blockage.

3e) Efficacy

Efficacy is the measure of how well a treatment works in treating a specific condition.

In this section, please summarise all data that demonstrate how effective the treatment is
compared with current treatments at treating the condition outlined in section 2a. Are any of the
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outcomes more important to patients than others and why? Are there any limitations to the data
which may affect how to interpret the results? Please do not include academic or commercial in
confidence information but where necessary reference the section of the company submission
where this can be found.

Faricimab efficacy:

Faricimab was investigated in the BALATON (18) and COMINO (19) studies to see whether
it was effective with an acceptable safety profile in treating patients with MO-RVO. Data
pooling was not conducted across the studies as each type of RVO - BRVO and CRVO -
affects the retina in different ways. The main analyses of how well faricimab worked were
carried out on all the patients who were treated, based on the treatment group they were
initially assigned.

Primary outcome measure:

In the BALATON and COMINO studies, faricimab was shown to be just as effective as
aflibercept in improving vision in the study eye by the 24" week, which was the primary
outcome measure of the studies. By week 24 in BALATON, patients treated with faricimab
improved their vision by an average of 16.9 letters, while those treated with aflibercept
improved by 17.5 letters, a minor difference of 0.6 letters. In COMINO, the improvement
was 16.9 letters for faricimab and 17.3 for aflibercept, a difference of just 0.4 letters. These
small differences show that faricimab is as effective as aflibercept in treating vision problems
caused by RVO, staying within the acceptable range of less than a 4-letter difference in
vision improvement.

Secondary outcome measures:

In the BALATON and COMINO studies, faricimab showed consistent effectiveness with
aflibercept up to Week 24 and maintained this through Week 72. By Weeks 64, 68 and 72,
over 60% of patients in both studies had significant vision improvement with faricimab. The
studies also noted that a similar number of patients avoided major vision loss over time,
with nearly all patients in both studies preventing a loss of 15 or more letters in their vision
score by Weeks 64, 68 and 72.

The reduction in central retinal thickness (CRT) which is an indicator of swelling reduction,
and the absence of MO are both key indicators of disease improvement. They were
maintained in a significant proportion of patients through Week 72 under the faricimab PTI
regimen.

3f) Quality of life impact of the medicine and patient preference information

What is the clinical evidence for a potential impact of this medicine on the quality of life of patients
and their families/caregivers? What quality of life instrument was used? If the EuroQol-5D (EQ-5D)
was used does it sufficiently capture quality of life for this condition? Are there other disease
specific quality of life measures that should also be considered as supplementary information?

Please outline in plain language any quality of life related data such as patient reported
outcomes (PROs).

Please include any patient preference information (PPI) relating to the drug profile, for instance
research to understand willingness to accept the risk of side effects given the added benefit of
treatment. Please include all references as required.
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Inthe BALATON (18) and COMINO (19) studies, patient-reported outcomes were measured
by the National Eye Institute Visual Function Questionnaire-25 (NEI-VFQ-25), a
questionnaire assessing vision-related quality of life. Results showed that both faricimab
and aflibercept significantly improved patients' vision-related quality of life from the start of
the study through Week 72. Initially, the average scores for patients in both studies were in
the low 80s out of a possible 100, indicating a relatively high quality of life at the start.

By Week 24, patients in both the faricimab and aflibercept groups saw similar improvements
in their NEI VFQ-25 scores, demonstrating that both treatments effectively enhanced
patients' perception of their vision quality. These improvements were sustained through
Week 72, indicating long-term benefits in vision-related quality of life for patients under the
faricimab (PTI) dosing regimen.

Specifically, by Week 72 in BALATON, the improvement in the NEI VFQ-25 score was
around 6 points for the faricimab group and 7.8 points for the aflibercept group. In COMINO,
the improvement was around 7.8 points for the faricimab group and 8.5 points for the
aflibercept group. These results highlight the positive impact of both treatments on the daily
lives of patients with MO-RVO, maintaining significant quality of life improvements over the
long term.

3g) Safety of the medicine and side effects

When NICE appraises a treatment, it will pay close attention to the balance of the benefits of the
treatment in relation to its potential risks and any side effects. Therefore, please outline the main
side effects (as opposed to a complete list) of this treatment and include details of a benefit/risk
assessment where possible. This will support patient reviewers to consider the potential overall
benefits and side effects that the medicine can offer.

Based on available data, please outline the most common side effects, how frequently they happen
compared with standard treatment, how they could potentially be managed and how many people
had treatment adjustments or stopped treatment. Where it will add value or context for patient
readers, please include references to the Summary of Product Characteristics from regulatory
agencies eftc.

In the BALATON (18) and COMINO (19) studies, the safety of faricimab was closely
monitored and compared to aflibercept. Initially, both treatments showed a similar safety
profile, with few adverse events (AEs) causing patients to stop treatment. As expected,
there were more AEs and serious AEs (SAEs) reported in the later part of the studies (Week
24 to Week 72) due to the longer follow-up period, but the safety results for faricimab
remained consistent and the treatment was still well received with few discontinuations due
to AEs.

Ocular AEs, or eye-related side effects, were similar across both treatment groups and both
study phases. In the first 24 weeks, 16.3% to 27.7% of participants experienced ocular AEs,
depending on the study and treatment group, with serious ocular AEs being rare. From
Week 24 to Week 72, the rate of ocular AEs increased slightly to 28.1% to 36.2%, but most
were mild to moderate in severity and not serious. Notably, COMINO saw a slightly higher
incidence of serious ocular AEs in the later part of the study within the faricimab group,
though these events were not considered related to the treatment and were mostly resolved
by the study's end.
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Overall, the safety findings from these studies suggest that faricimab is well-tolerated, with
a safety profile comparable to aflibercept and other similar treatments for RVO, even when
dosing intervals are adjusted in the later part of the studies.

3h) Summary of key benefits of treatment for patients

Issues to consider in your response:

e Please outline what you feel are the key benefits of the treatment for patients, caregivers
and their communities when compared with current treatments.

e Please include benefits related to the mode of action, effectiveness, safety and mode of
administration

Faricimab offers a new mode of action:

While anti-VEGF treatments have shown effectiveness in clinical trials for RVO, many
patients fail to achieve and maintain similar outcomes in clinical practice. The frequent
injections required for these treatments also contribute to patient stress and anxiety, and
the necessity for regular clinic visits places a significant burden on patients, caregivers, and
healthcare professionals.

Faricimab introduces a new mode of action as a dual-action antibody, targeting both Ang-2
and VEGF, which are crucial in the development of RVO. Its unique mechanism of blocking
two different pathways - helps reduce swelling, inflammation, and unwanted blood vessel
growth while stabilising the blood vessels in the eye. This dual action of faricimab sets it
apart from existing treatments that mainly target the VEGF pathway, offering the potential
for extended treatment intervals without compromising on the treatment’s effectiveness or
safety.

Faricimab is effective and well-tolerated in clinical trials:

In the BALATON (18) and COMINO (19) studies, faricimab was found to be as effective as
aflibercept in improving vision by Week 24. This effectiveness was sustained through Week
72, with over 60% of patients experiencing significant vision improvement. The studies also
showed that nearly all patients prevented major vision loss over time, and key indicators of
disease improvement, such as reduced retinal thickness and absence of MO and intraretinal
fluid, were maintained.

Safety profiles for faricimab and aflibercept were similar, with a low incidence AEs leading
to treatment discontinuation. Although more AEs were reported in the later study phase,
faricimab remained well-tolerated. Ocular AEs were comparable across treatment groups
and study phases, with most being non-serious and of mild to moderate severity.

These results indicate faricimab's potential as a safe, effective treatment for RVO, with the
added benefit of possibly longer intervals between treatments.

3i) Summary of key disadvantages of treatment for patients

Issues to consider in your response:

o Please outline what you feel are the key disadvantages of the treatment for patients,
caregivers and their communities when compared with current treatments. Which
disadvantages are most important to patients and carers?
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e Please include disadvantages related to the mode of action, effectiveness, side effects and
mode of administration

e Whatis the impact of any disadvantages highlighted compared with current treatments

A key limitation in the BALATON (18) and COMINO (19) studies is the lack of a comparator
group from Weeks 24 to 72. During this period, all participants, including those initially
treated with aflibercept, were transitioned to a PTI dosing regimen with faricimab. This shift
was influenced by faricimab's unique dual mechanism of action targeting not only VEGF but
also ANG2 as well as its demonstrated non-inferiority to aflibercept in treating other eye
conditions like DMO and neovascular age-related macular degeneration (hnAMD), coupled
with similar safety profiles.

Emerging real-world data from patients with nAMD and DMO transitioning from other anti-
VEGEF therapies to faricimab indicate potential benefits in vision improvement, reduction in
CST, fluid resolution, and extended treatment intervals. These findings support the decision
to switch RVO patients to faricimab in the later stages of the BALATON and COMINO
studies.

The studies further reinforce faricimab's ability to enhance retinal stability and maintain
efficacy over time. The PTI dosing strategy, which allows for extended intervals between
treatments (up to 16 weeks), aims to lessen the frequency of clinic visits and injections,
thereby potentially reducing the overall treatment burden for patients and healthcare
systems. This approach is facilitated by pre-defined criteria for adjusting treatment intervals
based on objective measures of disease activity, offering a tailored treatment plan that can
adapt to each patient's individual response.

3i) Value and economic considerations

Introduction for patients:

Health services want to get the most value from their budget and therefore need to decide whether
a new treatment provides good value compared with other treatments. To do this they consider the
costs of treating patients and how patients’ health will improve, from feeling better and/or living
longer, compared with the treatments already in use. The drug manufacturer provides this
information, often presented using a health economic model.

In completing your input to the NICE appraisal process for the medicine, you may wish to reflect on:

e The extent to which you agree/disagree with the value arguments presented below (e.g.,
whether you feel these are the relevant health outcomes, addressing the unmet needs and
issues faced by patients; were any improvements that would be important to you missed
out, not tested or not proven?)

o [f you feel the benefits or side effects of the medicine, including how and when it is given or
taken, would have positive or negative financial implications for patients or their families
(e.g., travel costs, time-off work)?

e How the condition, taking the new treatment compared with current treatments affects your
quality of life.

How the model reflects the condition:
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e The economic case presented in this submission is based on an analysis assessing
the use of faricimab compared with aflibercept and ranibizumab for the treatment of
adult patients with macular oedema caused by retinal vein occlusion

e The approach taken is a cost comparison assuming equal efficacy between all
technologies, with differentiation based on acquisition. To model costs and health
benefits is done by three periods following the clinical pattern typically observed for
RVO Initiation (loading phase, maintenance phase (characterised by a
stabilisation of the disease and maintenance of vision gains previously achieved)
and Rest of life phase, where the disease is assumed to resolve for a share of
patients who can discontinue without loss of efficacy and potentially a share of
patients who continue to require treatment.

e The data used to predict how long patients treated with each treatment would remain
in each health state, which informs the amount of costs and health gains they would
accrue, is based on data from the faricimab and comparator studies.

Modelling how much a treatment improves quality of life:

e As the analysis used for assessing faricimab was a cost comparison, it is assumed
the efficacy of all treatments is similar.

Modelling how the costs of treatment differ with the new treatment:

e The analysis in the submission assumed equal durability and treatment interval
between all technologies. However, as seen in NAMD and DMO it is anticipated
faricimab could allow greater extension in treatment intervals due to its dual
mechanism of action. This would mean in reality, the total costs of treatment related
to faricimab is anticipated to be less as less frequent monitoring and hospital visits
will be required.

Uncertainty:

e Due to limited data availability, there is some uncertainty regarding the treatment
extension estimates included within the economic model. These are common
obstacles and as equivalence is assumed with all treatments has negligible impact.

Cost-minimisation results:

In the company’s base-case analysis, faricimab is cost-saving compared to aflibercept and
ranibizumab. These results do not take into account any confidential commercial discounts
for the comparator treatments, or the committee’s preferred assumptions which may differ
to those applied in the base-case analysis.

3j) Innovation

NICE considers how innovative a new treatment is when making its recommendations.

If the company considers the new treatment to be innovative please explain how it represents a
‘step change’ in treatment and/ or effectiveness compared with current treatments. Are there any
QALY benefits that have not been captured in the economic model that also need to be considered
(see section 3f)
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Faricimab’s unique dual mechanism of action supports the increased durability of effect,
providing patients with a much needed opportunity to alleviate the treatment burden (20-22)
associated with current anti-VEGF therapies. Faricimab brings innovation to RVO, while
optimising disease control for those living with RVO. Additionally, a longer-acting treatment
option that reduces the need for future treatment and monitoring visits will also help to
alleviate the burden on the healthcare system, ensuring patients retain continuity of
treatment and ultimately maintain their vision.

3k) Equalities

Are there any potential equality issues that should be taken into account when considering
this condition and this treatment? Please explain if you think any groups of people with this
condition are particularly disadvantaged.

Equality legislation includes people of a particular age, disability, gender reassignment, marriage
and civil partnership, pregnancy and maternity, race, religion or belief, sex, and sexual orientation
or people with any other shared characteristics

More information on how NICE deals with equalities issues can be found in the NICE equality
scheme
Find more general information about the Equality Act and equalities issues here

If a person is registered as blind or partially sighted they are considered disabled, as stated
in the Equality Act 2010 (23). Therefore, the patient population addressed in this submission
is a protected group under this act.

SECTION 4: Further information, glossary and references

4a) Further information

Feedback suggests that patients would appreciate links to other information sources and tools that

can help them easily locate relevant background information and facilitate their effective

contribution to the NICE assessment process. Therefore, please provide links to any relevant

online information that would be useful, for example, published clinical trial data, factual web

content, educational materials etc.

Where possible, please provide open access materials or provide copies that patients can access.
e The Royal College of Ophthalmologists Retinal Vein Occlusion (RVO) Clinical

Guidelines https://www.rcophth.ac.uk/wp-content/uploads/2015/07/Retinal-Vein-

Occlusion-Guidelines-2022.pdf
Further information on NICE and the role of patients:

e Public Involvement at NICE Public involvement | NICE and the public | NICE
Communities | About | NICE

¢ NICE’s guides and templates for patient involvement in HTAs Guides to
developing our quidance | Help us develop guidance | Support for voluntary and
community sector (VCS) organisations | Public involvement | NICE and the public |
NICE Communities | About | NICE

e EUPATI guidance on patient involvement in NICE:
https://www.eupati.eu/guidance-patient-involvement/
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https://www.rcophth.ac.uk/wp-content/uploads/2015/07/Retinal-Vein-Occlusion-Guidelines-2022.pdf
https://www.rcophth.ac.uk/wp-content/uploads/2015/07/Retinal-Vein-Occlusion-Guidelines-2022.pdf
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.eupati.eu/guidance-patient-involvement/

e EFPIA — Working together with patient groups:
https://www.efpia.eu/media/288492/working-together-with-patient-groups-
23102017.pdf

¢ National Health Council Value Initiative.
https://nationalhealthcouncil.org/issue/value/

e INAHTA: http://www.inahta.org/

o European Observatory on Health Systems and Policies. Health technology
assessment - an introduction to objectives, role of evidence, and structure in
Europe: http://www.inahta.org/wp-
content/themes/inahta/img/AboutHTA Policy brief on HTA Introduction to Obije
ctives Role of Evidence Structure in Europe.pdf

4b) Glossary of terms

BCVA best corrected visual acuity

BRVO branch retinal vein occlusion

CRT central retinal thickness

CRVO central retinal vein occlusion

CST central subfield thickness

DMO diabetic macular oedema

EMA European Medicines Agency

ETDRS Early Treatment Diabetic Retinopathy Study

HRVO hemiretinal vein occlusion

IVT intravitreal injection

MAA marketing authorisation application

MHRA Medicines and Healthcare products Regulatory Agency
nAMD neovascular age-related macular degeneration
NEI-VFQ-25 National Eye Institute Visual Function Questionnaire — 25
NICE National Institute For Health And Care Excellence
OCT optical coherence tomography

PTI personalised treatment interval

RVO retinal vein occlusion

SAE serious adverse event

VEGF vascular endothelial growth factor
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: Clarification on effectiveness data

Literature searches

A 1. Appendix D states that the searches were updated in December 2023 but no

details (i.e. strategies, hits per resource) are given, nor do they appear in the PRISMA

flow diagram. Please provide full details of all update searches and an updated
PRISMA flowchart.

Please see Table 1, Table 2 and Table 3 below for the detailed search strategy for the

updated Dec 2023 search. As with the original search, the database search strings

identified all relevant studies (full papers or abstracts from any conference) indexed in

Embase and were modified for performing searches in MEDLINE and Cochrane, to

account for differences in syntax and thesaurus headings. Searches included terms

for free text and Medical Subject Heading (MeSH) terms.

Table 1: Embase <1980 to 2023 Week 48>: accessed 06/12/2023

# Searches Results

1 |retina vein occlusion/ 6,231
((retina* vein* or retina*venous or retinal branch vein* or hemiretina® vein* or

2 |hemiretina* venous™ or hemiretinal vein* or hemi-retinal vein* or hemi-retina* vein* or| 8,508
hemiretina* venous*) adj4 (thrombos* or occlu*)).ab,ti.

3 |(rvo or crvo or hrvo or brvo).ab,ti. 4,718

4 M1or2o0r3 11,165
exp macular edema/ or exp retina macula edema/ or exp retina macula cystoid

5 edema/ or exp Cystoid Macular Edema/ 21,766

6 |maculopath$.tw. 6,866

7 |(macula$ adj3 (edema or oedema)).tw. 21,254

8 |((cystoid or clinically significant) adj2 macular adj2 (edema or oedema)).tw. 5,791

9 |(CME or CSME or CMO or CSMO).tw. 17,483

10 [5or6or7or8or9 49,231

11 |4 and 10 4,462

12 |exp faricimab/ 318

13 |(faricimab or RG 7716 or RO 6867461).mp. 344

14 |exp Ranibizumab/ 12,800
(ranibizumab or Lucentis or RG3645 or rhufab V2 or 347396-82-1 or "347396821" or

15 |347396-821 or 347-396-821 or 3473-96-821 or ((PDS or port delivery system) adj2 13,216
ranibizumab)).mp.

16 |exp Aflibercept/ 9,262
(Aflibercept or Eylea or zaltrap or AVE0O0O05 or Bay 86-5321 or HSDB 8258 or VEGF

17 |Trap* or 862111-32-8 or "862111328" or 8621-11-328 or 862111-328 or 862-111- 9,825
328 or trapeye$ or trap-eye$).mp.

18 |exp Bevacizumab/ 75,496
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(bevacizumab or Avastin or rhuMAb-VEGF or LO1XCO07 or 216974-75-3 or
19 ["216974753" or 216974-753 or 216-974-753 or 2169-74-753 or Mvasi or altuzan or 77,997
kyomarc).mp.
20 |exp laser coagulation/ 23,515
21 |(laser adj2 (therapy or treatment or strateg$ or photocoagulation or surgery)).tw. 41,524
22 |dexamethasone/ or dexamethasone.mp. 201,825
23 |exp tarcocimab tedromer/ or (KSI-301 or KSI 301 or tarcocimab).mp. 54
24 |exp *vasculotropin inhibitor/ or exp vascular endothelial growth inhibitor/ 82,047
25 [*angiogenesis inhibitors/ 7,632
((("Vascular Endothelial Cell Growth Factor*" or "Vascular Endothelial Growth
26 |Factor*" or vasculotropin® or VEGF* or "Vascular Permeability Factor*") adj3 (block* | 36,754
or inhibit* or antagoni*)) or anti-vegf or (anti adj2 VEGF*)).ti,ab.
exp 'biosimilar agent'/ or 'biosimilar agent’.mp. or (('biosimilar'.mp. or exp 'biosimilar'/
or biosimilar.mp.) and pharmaceuticals.mp.) or (‘follow on'.mp. and ('biologics'.mp. or
o7 [€XP 'biolc_)gicsf/ or biolcl>gics..mp.)) or ((sub;equent and entry)._mp. and ('biologics'.mp. 7 829
or exp 'biologics'/ or biologics.mp.)) [mp=title, abstract, heading word, drug trade ’
name, original title, device manufacturer, drug manufacturer, device trade name,
keyword heading word, floating subheading word, candidate term word]
28 ;r2207r 13or14 or150r16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 379,532
29 |exp clinical trial/ 1,847,395
30 |exp randomized controlled trial/ or exp "randomized controlled trial (topic)"/ 1,052,884
31 |exp controlled clinical trial/ or exp "controlled clinical trial (topic)"/ 1,255,467
32 |exp controlled study/ 10,144,678
33 |exp multicenter study/ 378,657
34 |exp phase 2 clinical trial/ 109,194
35 |exp phase 3 clinical trial/ 71,868
36 |exp phase 4 clinical trial/ 6,418
37 |exp randomization/ 98,965
38 |exp single blind procedure/ 52,482
39 |exp double blind procedure/ 209,927
40 |exp crossover Procedure/ 75,871
41 |exp placebo/ 391,572
42 randomi?ed controlled trial$.tw. 331,143
43 |rct.tw. 55,046
44 |(random$ adj2 allocat$).tw. 55,203
45 |single blind$.tw. 31,822
46 |double blind$.tw. 239,586
47 |((treble or triple) adj blind$).tw. 1,947
48 |placebo$.tw. 364,796
49 |exp prospective study/ 892,873
50 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 11.610.131
or 44 or 45 or 46 or 47 or 48 or 49 ' '
51 |exp animal/ not (exp human/ and exp animal/) 4,781,997
((p?ediatr* or child or children or infant or adolescent) not ((p?ediatr* or child or
92 children or infant or adolescent) and adult)).mp. 2,555,132
exp comment/ or exp note/ or exp editorial/ or exp letter/ or exp case reports/ or exp
53 Case study/ or exp Abstract report/ 3,084,787
54 151 or 52 or 53 10,086,755
55 |50 not 54 8,537,394
56 |11 and 28 and 55 1,461
57 |4 and 28 and 55 1,902
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58 |limit 57 to yr="2023 -Current" 131

59 [limit 57 to dd=20230403-20231206 54

(Apr* 2023 or May* 2023 or Jun* 2023 or Jul* 2023 or Aug* 2023 or Sep* 2023 or

80 |0ct* 2023 or Nov* 2023 or Dec* 2023).dp. 565,269
61 58 and 60 70
62 |58 or 59 or 61 142

Table 2: Ovid MEDLINE(R) and Epub ahead of print, in-process, in-data-review & other
non-indexed citations and daily <1946 to December 05, 2023>: accessed 06/12/2023

# Searches Results
1 |retinal vein occlusion.mp. or retina vein occlusion/ 7,163
2 |retinal vein obstruction.mp. 119

3 (Retinal Vein Thromboses or Retinal Vein Thrombosis or Retinal Vein 787

Occlusions).mp.

((retina* vein* or retina*venous or retinal branch vein* or hemiretina* vein* or

4 |hemiretina* venous™ or hemiretinal vein* or hemi-retinal vein* or hemi-retina* vein* or| 6,600
hemiretina® venous*) adj4 (thrombos* or occlu*)).ab,ti.

5 |(rvo or crvo or hrvo or brvo).ab,ti. 3,277

6 |[Tor2or3ord4or5 7,968

7 [faricimab.mp. 104

8 |(RG 7716 or RO 6867461).mp. 1

9 |exp Ranibizumab/ 4,827

(ranibizumab or Lucentis or RG3645 or rhufab V2 or 347396-82-1 or "347396821" or
10 |347396-821 or 347-396-821 or 3473-96-821 or ((PDS or port delivery system) adj2 6,537
ranibizumab)).mp.

(Aflibercept or Eylea or zaltrap or AVEOOO05 or Bay 86-5321 or HSDB 8258 or VEGF

11 |Trap* or 862111-32-8 or "862111328" or 8621-11-328 or 862111-328 or 862-111- 3,689
328 or trapeye$ or trap-eye$).mp.
12 |exp Bevacizumab/ 14,503

(bevacizumab or Avastin or rhuMAb-VEGF or LO1XCO07 or 216974-75-3 or
13 |"216974753" or 216974-753 or 216-974-753 or 2169-74-753 or Mvasi or altuzan or 23,534
kyomarc).mp.

14 |exp laser coagulation/ 8,256
15 |laser coagulation.mp. or Laser Coagulation/ 9,092
16 |(laser adj2 (therapy or treatment or strateg$ or photocoagulation or surgery)).tw. 31,817
17 |dexamethasone/ or dexamethasone.mp. 81,672
18 |exp tarcocimab tedromer/ or (KSI-301 or KSI 301 or tarcocimab).mp. 11

19 |vascular endothelial growth inhibitor.mp. 69

20 [*angiogenesis inhibitors/ 18,562

((("Vascular Endothelial Cell Growth Factor*" or "Vascular Endothelial Growth
21 |Factor*" or vasculotropin® or vegf* or "Vascular Permeability Factor*") adj3 (block* or| 23,067
inhibit* or antagoni*)) or anti-vegf or (anti adj2 VEGF*)).ti,ab.

exp 'biosimilar agent'/ or 'biosimilar agent'.mp. or ((‘biosimilar'.mp. or exp 'biosimilar'/
or biosimilar.mp.) and pharmaceuticals.mp.) or (‘follow on'.mp. and ('biologics'.mp. or
exp 'biologics'/ or biologics.mp.)) or ((subsequent and entry).mp. and ('biologics'.mp.
or exp 'biologics'/ or biologics.mp.)) [mp=title, book title, abstract, original title, name
22 |of substance word, subject heading word, floating sub-heading word, keyword 3,679
heading word, organism supplementary concept word, protocol supplementary
concept word, rare disease supplementary concept word, unique identifier,
synonyms, population supplementary concept word, anatomy supplementary
concept word]
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7or8or9or10or11or12or13or14or150r16 or 17 or 18 or 19 or 20 or 21 or

23 29 174,597
24 |exp clinical trial/ or exp Clinical Trials as Topic/ 1,290,208
25 |exp randomized controlled trial/ or exp Randomized controlled trials as Topic/ 767,328
26 |exp controlled clinical trial/ or exp "controlled clinical trial (topic)"/ 696,650
27 |exp multicenter study/ 340,699
28 |exp randomization/ or exp Random allocation/ 107,042
29 |[randomi?ed controlled trial$.tw. 258,236
30 |(clinic$ adj trial$1).tw. 494,192
31 |(random$ adj2 allocat$).tw. 45,059
32 |exp single blind method/ or single blind$.tw. 43,719
33 |exp Double blind method/ or double blind$.tw. 228,670
34 |((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw. 201,242
35 |exp Placebos/ or placebo$.tw. 268,731
36 |phase 4 clinical trial.mp. 44
37 |exp prospective study/ 674,267
38 |or/24-37 2,488,537
39 |exp animal/ not (exp human/ and exp animal/) 5,176,539
((p?ediatr* or child or children or infant or adolescent) not ((p?ediatr* or child or
40 children or infant or adolescent) and adult)).mp. 2,567,586
41 |BXP comment/ or exp note/ or exp editorial/ or exp Ietter_/ or exp case reports/ or exp 4799 719
Case study/ or exp Abstract report/ or exp Historical article/ or case report.tw. U
42 |39 or 40 or 41 11,797,117
43 |6 and 23 and 38 748
44 143 not 42 704
45 |limit 44 to yr="2023 -Current" 32
46 |limit 44 to dt=20230403-20231206 20
47 (2023 Apr* or 2023 May* or 2023 Jun* or 2023 Jul* or 2023 Aug* or 2023 Sep* or 746 447
2023 Oct* or 2023 Nov* or 2023 Dec*).dp. ’
48 |44 and 47 14
49 |45 or 46 or 48 34

Table 3: The Cochrane Library including CENTRAL, CDSR and DARE: accessed

06/12/2023

# Searches Results

1 |retinal vein occlusion.mp. or retina vein occlusion/ 981

2 |retinal vein obstruction.mp. 9

3 (Retinal Vein Thromboses or Retinal Vein Thrombosis or Retinal Vein 71
Occlusions).mp.
((retina* vein* or retina*venous or retinal branch vein* or hemiretina* vein* or

4 |hemiretina* venous™ or hemiretinal vein* or hemi-retinal vein* or hemi-retina* vein* or 958
hemiretina* venous*) adj4 (thrombos* or occlu*)).ab,ti.

5 |(rvo or crvo or hrvo or brvo).ab,ti. 650

6 [Tor2or3or4orb 1,089

7 |(faricimab or RG 7716 or RO 6867461).mp. 60
(ranibizumab or Lucentis or RG3645 or rhufab V2 or 347396-82-1 or "347396821" or

8 [347396-821 or 347-396-821 or 3473-96-821 or ((PDS or port delivery system) adj2 2,364
ranibizumab)).mp.
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(Aflibercept or Eylea or zaltrap or AVEOOO05 or Bay 86-5321 or HSDB 8258 or VEGF
9 |Trap* or 862111-32-8 or "862111328" or 8621-11-328 or 862111-328 or 862-111-328 | 1,216
or trapeye$ or trap-eye$).mp.

(bevacizumab or Avastin or rhuMAb-VEGF or LO1XCO07 or 216974-75-3 or
10 |"216974753" or 216974-753 or 216-974-753 or 2169-74-753 or Mvasi or altuzan or 7,764
kyomarc).mp.

11 |exp laser coagulation/ 748
12 |laser coagulation.mp. or Laser Coagulation/ 1,267
13 |(laser adj2 (therapy or treatment or strateg$ or photocoagulation or surgery)).tw. 7,914
14 |dexamethasone/ or dexamethasone.mp. 15,018
15 |exp tarcocimab tedromer/ or (KSI-301 or KSI 301 or tarcocimab).mp. 16
16 |vascular endothelial growth inhibitor.mp. 4
17 |angiogenesis inhibitors/ 1,678

((("Vascular Endothelial Cell Growth Factor*" or "Vascular Endothelial Growth
18 |Factor*" or vasculotropin® or vegf* or "Vascular Permeability Factor*") adj3 (block* or 2,945
inhibit* or antagoni*)) or anti-vegf or (anti adj2 VEGF*)).ti,ab.
exp 'biosimilar agent'/ or 'biosimilar agent'.mp. or ((‘biosimilar'.mp. or exp 'biosimilar'/
or biosimilar.mp.) and pharmaceuticals.mp.) or (‘follow on'.mp. and ('biologics'.mp. or

" o X . s o 426
exp 'biologics'/ or biologics.mp.)) or ((subsequent and entry).mp. and (‘biologics'.mp.
or exp 'biologics'/ or biologics.mp.))

19

20 |or/7-19 34,989

21 |exp animal/ not (exp human/ and exp animal/) 2,948

22 ((p_?ediatr* or child or children or infant or adolescent) not ((p?ediatr* or child or 180 554
children or infant or adolescent) and adult)).mp. ’

03 [EXP comment/ or exp note/ or exp editorial/ or exp Ietter./ or exp case reports/ or exp 3046
Case study/ or exp Abstract report/ or exp Historical article/ or case report.tw. ’

24 21 or 22 or 23 186,909

25 |6 and 20 737

26 [25 not 24 730

27 |limit 26 to yr="2023 -Current" [Limit not valid in DARE; records were retained] 16

The updated set of PRISMA flow diagrams can be found in Figure 1, Figure 2 and
Figure 3 below.
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Figure 1: PRISMA flow diagram for the original clinical SLR review (Apr 2023)
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1=40 full text
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E=25 Hand searching
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Note: Deprioritized 26 studies for data extraction due to combination of interventions
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Figure 2: PRISMA flow diagram for the updated clinical SLR review (Dec 2023)

Embase Medline Cochrane
n=142 n=34 n=16
Duplicates S _
n=25
i1.n=167 Exclusion codes:
e1.n=158 Screened based on A - Review/editorial
A=7 title, abstract B - Population
B=20 C - Study design
C=88 D - Intervention/comparator
D=3 < E - Language/Non-English
(=77 F - Outcomes
H=5 G - CA prior to 2019
=26 - H - Relevant SLR
12, n=9 | - Duplicates
Screened based on
full text
ez n=4
C=1
D=1
ES

Hand searching
n=0

v

Studies considered for data extraction in the SLR, 0
publications

hd

Studies eligible for FA 0 studies

Note: Deprioritized 5 studies for data extraction due to combination of interventions
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Figure 3: Overall PRISMA flow diagram for clinical SLR review
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As mentioned in Appendix D.1.7, the updated search carried out in Dec 2023 had
identified five additional publications. However, upon thorough review, these
publications were considered irrelevant as they had been deprioritised, or were not
feasible for inclusion in the subsequent network meta-analysis (NMA). Please see

Appendix D, Table 10 for the list of publications identified in the Dec 2023 search.

A 2. Appendices D and | both mention searches of grey literature resources including
the websites of individual country specific HTA bodies, ClinTrial.gov and the websites
of the FDA, UK government and European Medicines Agency (EMA) and specialist
resources such as CEA and RePEc. Whilst full list of resources including web
addresses and date of searching were provided in tables 6-9 (Appendix D) and tables
35-38 (Appendix 1), there was no information given on keywords used for the searches

or the number of hits retrieved. It is unclear if these are what is referred to in the
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PRISMA flow chart as hand searching (App D Fig.1 & App |, Fig 18). Please provide
full details for each resource including keywords used and hits per resource.

The Company can confirm that the term "hand-searching" as mentioned in the
PRISMA flow charts for Appendix D (Figure 1) and Appendix | (Figure 18) refers to the
grey literature searches. Please see below for the full details of the hand-searching

results for Appendix D and Appendix I.

For Appendix D: Hand-searching results for the original clinical SLR review
(Apr 2023)

Table 4: Conference abstracts searched: accessed 11/04/23

Date of Search No. No. of
Conference Website the terms of | relevant
Search hits | records
European Society of 11-04- R\?gi?]al
Retina Specialists https://euretina.softr.app/vilnius . 379 0
. 2023 occlusion,
(Euretina) RVO
The Association for Retinal
Research and 20-04- vein
Vision in https://www.arvo.org/ . 342 0
2023 occlusion,
Ophthalmology RVO
(ARVO)
American Academy 13-04- R\(/e(talir:]al
of Ophthalmology https://www.aao.org/ 2023 occlusion 253
(AAO) RVO
The Retina Retinal
International World ) . 20-04- vein
Congress of https://retinaworldcongress.org/ 2023 occlusion, 0 0
Ophthalmology RVO
The Royal Retinal
Australian and New | https://apaophth.org/the-royal- .
. 20-04- vein
Zealand College of australian-and-new-zealand- 2023 occlusion 59 0
Ophthalmologists college-of-ophthalmologists/ RVO ’
(RANZCO)
Table 5: HTA agency websites searched: accessed 20/04/23
Date of Search No. No. of
HTA agencies Website the terms of | relevant
Search hits | records
National Institute Retinal
for Health and ) . 20-04- vein
Care Excellence https://www.nice.org.uk/ 2023 occlusion, 14 0
(NICE) RVO
Scottish medical Retl-nal
. ) . - 21-04- vein
consortium https://www.scottishmedicines.org.uk/ 2023 occlusion 8 0
(SMC) RVO ’
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Pharmaceutical Retinal
Benefits Advisory ) 21-04- vein
Committee https://pbac.pbs.gov.au/ 2023 occlusion, 12 0
(PBAC) RVO
Canadian Agency Retinal
for Drugs and ) 21-04- vein
Technologies in https://www.cadth.ca/ 2023 occlusion, 48 0
Health (CADTH) RVO
Table 6: Key government/international bodies searched: accessed 21/04/23
No No. of
Key Date of " | relevan
: . . Search of
government/internation Website the . t
: terms hit
al bodies Search s record
s
Retinal
Gov.UK https://www.gov.uk/ 21/ 0;”202 vein 1459 0
occlusion
, RvO
Retinal
FDA https:/www.fda.gov/ 21 og/ 202 vein | 4g 0
occlusion
, RvO
Retinal
EMA http://www.ema.europa.eu/em | 21/04/202 vein 20 0
al 3 occlusion
, RVvO
Table 7: Clinical trial registries searched: accessed 21/04/23
Date of Search No. No. of
Source name Website the of relevant
terms .
Search hits records
21-04- Retinal vein
ClinicalTrial.gov | https://classic.clinicaltrials.gov/ occlusion, 68 7
2023
RVO
Table 8: Additional sources searched: accessed 21/04/23
Source Website Date of the Search terms No_. of No. of relevant
name Search hits records
CSR Retinal vein occlusion
21-04-202 J
reports 04-2023 RVO 2 2
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For Appendix D: Hand-searching results for the updated clinical SLR review

(Dec 2023)
Table 9: HTA agency websites searched: accessed 08/12/23
Date of Search No. No. of
HTA agencies Website the of | relevant
terms .
Search hits | records
National Institute Retinal
for Health and ) . 08-12- vein
Care Excellence https:/fwww.nice.org.uk/ 2023 occlusion, 13 0
(NICE) RVO
Scottish medical Retinal
consortium ) . - 08-12- vein
(SMC) https://www.scottishmedicines.org.uk/ 2023 occlusion, 8 0
RVO
Pharmaceutical Retinal
Benefits Advisory ) 08-12- vein
Committee hitps://pbac.pbs.gov.au/ 2023 occlusion, 9 0
(PBAC) RVO
Canadian Agency Retinal
for Drugs and ) 08-12- vein
Technologies in hitps://www.cadth.ca/ 2023 occlusion, 42 0
Health (CADTH) RVO
Table 10: Key government/international bodies searched: accessed 08/12/23
Ke Date No. | No. of
Y . . of the Search of | relevan
government/internationa Website .
. Searc terms hit t
| bodies
h S records
Retinal
. 08-12- vein
Gov.UK https://www.gov.uk/ 2023 occlusion 144 0
, RVvO
Retinal
) 08-12- vein
FDA https://www.fda.gov/ 2023 occlusion 62 0
, RVvO
Retinal
EMA http://www.ema.europa.eu/ema | 11-12- vein 20 0
/ 2023 occlusion
, RvO
Table 11: Clinical trial registries searched: accessed 11/12/23
Date of Search No. No. of
Source name Website the of relevant
terms .
Search hits records
11-12- Retinal vein
ClinicalTrial.gov | https://classic.clinicaltrials.gov/ occlusion, 0 0
2023 RVO
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For Appendix I: Hand-searching results for the economic SLR review

Table 12: Conference abstracts searched: accessed 21/04/23

Date of Search No. No. of
Conference Website the of | relevant
terms .
Search hits | records
European Society of 21-04- R\(/egir:]al
Retina Specialists https://euretina.softr.app/vilnius . 379 0
. 2023 occlusion,
(Euretina) RVO
The Association for .
Retinal
Research and 21-04- vein
Vision in https://www.arvo.org/ . 342 0
2023 occlusion,
Ophthalmology RVO
(ARVO)
American Academy 21-04- R\(/e(telir;al
of Ophthalmology https://www.aao.org/ . 253
2023 occlusion,
(AAO) RVO
The Retina Retinal
International World . . 21-04- vein
Congress of https://retinaworldcongress.org/ 2023 occlusion, 0 0
Ophthalmology RVO
The Royal Retinal
Australian and New | https://apaophth.org/the-royal- .
. 21-04- vein
Zealand College of | australian-and-new-zealand- . 59 0
; . 2023 occlusion,
Ophthalmologists college-of-ophthalmologists/ RVO
(RANZCO)
Table 13: HTA agency websites searched: accessed 21/04/23
Date of Search No. No. of
HTA agencies Website the of | relevant
terms .
Search hits | records
National Institute Retinal
for Health and ) . 21-04- vein
Care Excellence hitps://www.nice.org.uk/ 2023 occlusion, 14 4
(NICE) RVO
Scottish medical Retinal
. ) . - 21-04- vein
consortium https://www.scottishmedicines.org.uk/ 2023 USi 8 4
(SMC) occlusion,
RVO
Pharmaceutical Retinal
Benefits Advisory . 21-04- vein
Committee https://pbac.pbs.gov.au/ 2023 occlusion, 12 4
(PBAC) RVO
Canadian Agency Retinal
for Drugs and ) 21-04- vein
Technologies in hitps://www.cadth.ca/ 2023 occlusion, 48 °
Health (CADTH) RVO
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Table 14: Key government/international bodies searched: accessed 21/04/23

No No. of
Key Date of Search of. relevan
government/internation Website the . t
. terms hit
al bodies Search s record
s
Retinal
Gov.UK https://www.gov.uk/ 21/04/202 vein 129 0
3 occlusion
, RvO
Retinal
FDA https://www.fda.gov/ 21/04/202 | vein | 401
3 occlusion
, RvO
Retinal
EMA http://www.ema.europa.eu/em | 21/04/202 vein 20 0
al 3 occlusion
, RvO
Table 15: Additional sources searched: accessed 21/04/23
Date No. rgl?e .v(:zfn
Source . of the | Search of
Website . t
name Searc terms hit
h s record
S
International
Network of .
. Retinal
Agencies for 21-04- vein
Health https://www.inahta.org/ 2023 : 0 0
occlusio
Technology
n, RVvO
Assessment
(INAHTA)
National
Institute for
Health Retinal
Research ) . 21-04- vein
Health https://www.nihr.ac.uk/ 2023 occlusio 0 0
Technology n, RVO
Assessment
(NIHR HTA)
University of
York Centre Retinal
for Reviews ) 21-04- vein
and https://www.york.ac.uk/crd/ 2023 ocelusio 0 0
Disseminatio n, RvO
n
Effectivanes Refina
. https://cevr.tuftsmedicalcenter.org/databases/c | 21-04- vein
s Analysis . . 8 0
ea-registry 2023 | occlusio
(CEA)
. n, RVvO
Registry
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EconPapers

within Retinal

Research ) 21-04- vein

Papers in http://repec.org/ 2023 | occlusio 36 0
Economics n, RvO

(RePEc)

A 3. Please confirm whether any additional searches, other than those reported in
Appendix D section D.1.4, were conducted to retrieve information regarding adverse
events (AEs) for Faricimab and, if so, provide full details including date, resource

names and search strategies used.

As mentioned in Appendix D, a total of 57 publications (describing 39 studies) met the
inclusion criteria of the SLR. Of the 39 studies included (Appendix D, Table 11), 20

studies were integrated into a general network for the NMA feasibility assessment.

Please see Table 16 and Table 17 for safety outcomes captured as part of the SLR,
reported for the 6-month time point when data are available. For the sake of readability
and ease of consultation, only the outcome results reported for studies that are part of

the base case (general) network are presented.
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Table 16: Treatment discontinuation / withdrawals

Withdrawals / discontinuations, n (%)
. . Time Sample
Study details Intervention point size, n Due to Due to Due to Lost to e to
any adverse lack of follow- death Due to any other reason
cause events efficacy up
BALATON 2’25\/6 mg 276 4(14) |1(0.4) 0(0) 2(07) |0(0) | Withdrawal by subject: 1 (0.4)
(GR41984) (3) o4
Phase 3
: weeks
International
N=553
g'ZbVZ mg 277 3(11) |0(0) 0(0) 0(0) 0(0) | Protocol deviation: 3 (1.1)
BLOSSOM EQE 0.5mg 190 5(26) |2(1.1) 0(0) 1(05) |0(0) | Subjectwithdrew consent: 2 (1.1)
(NCT0197633) 6
Wei 2019 (4) months
Phase 3
N=283
Sham 93 2(2.2) 1(1.1) 0 (0) 0 (0) 0 (0) Physician’s decision: 1 (1.1)
BRAVO
(NCT00486018) . .
Campochiaro 2010 | S 02 ™91 © 134 6(45) |NR NR NR NR | Patient decision was common
(5) Q months reason for discontinuation
Phase 3

Company response to clarification questions for faricimab for treating macular oedema caused by retinal vein occlusion [ID6197]
Page 21 of 104

© Roche Products Ltd. (2024). All rights reserved.




USA
N=398 RAN 0.5 mg
Q4w 131 6(4.6) |NR NR NR NR
Sham 132 9(6.8) | NR NR NR NR
RAN 0.5 mg .
Withdrawal of consent: 5 (2.7)
PRN 180 9 (4.9) 1(0.5) 0 (0) 1(0.5) 1(0.5) Physicians decision: 1 (0.5)
BRIGHTER
(NCT01599650)
Tadayoni, 2016,
2017 (7, 8)
Phase 3b RAN 0.5 mg 6 Withdrawal of consent: 4 (2.2)
International PRN + laser months 183 10(56) | 4(22) 0(0) 0(0) 0(0) Protocol deviation: 2 (1.1)
N=455
Laser 12 Withdrawal of consent: 3 (3.3)
montherapy 92 13.0) |33 0(0) 0(0) 09 | physicians decision: 6 (6.5)
BRVO
(NCT01635803)
Vader 2020 (9) BEV1.25mg |6
Phase 2/3 Q4w months | 19 4(2.9) | NR NR NR NR— | NR
Netherlands
N=286
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RAN 0.5 mg

Q4w 138 8(56.8) |NR NR NR NR NR
Non-compliance with study drug: 2
Eﬁsf mg 366 6(16) | 1(NR) 0 (0) 0 1(NR) | (0.5)
Other: 2 (0.5)
COMINO (15)
(GR41986) 24
Phase 3 weeks
',L‘Erggt'ona' AFL 2 Withdrawal by subject: 4 (1.1)
Q4W 9 363 10 (2.8) | 1 (NR) 0 (0) 1(0.3) 2 (NR) | Physician decision: 1 (0.3)
Protocol deviation: 1 (0.3)
RAN 0.5 mg Protocol violation: 4 (3.2)
COMRADE-B PRN 115 11(8.7) 12(16) 2(16) 0(0) 0(0) Subject withdrew consent: 3 (2.4)
(NCT01396057)
Hattenbach 2018 6
(17)
Phase 3b months
International
N=244 DEX 0.7 mg 100 18 6(5.1) 6(5.1) 0(0) 0(0) Protocol violation: 4 (3.4)
SD (15.3) ' ' Subject withdrew consent: 2 (1.7)
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RAN 0.5 mg

Abnormal laboratory value(s): 1
(0.8)

&00“4'5%%%‘0%3) PRN 124 11(8.9) |2(16) 2(1.6) 108) 100 | Supject withdrew consent: 4 (3.2)
Hoerauf 2016 . Administrative problems: 1 (0.8)
2016 (18) months
Phase 3b
International
N=243
DEX 0.7 mg 47 Protocol violation: 1 (0.8)
SD 119 (39.5) 28 (23.9) 13(10.9) 1 0(0) 0(0) Subject withdrew consent: 5 (4.2)
AFL 2 mg Withdrawal of consent: 3 (2.6)
Q4w 114 54.3) |0(0) 0 (0) 1(0.9) 0 (0) Other: 1 (0.9)
COPERNICUS
(NCT00943072)
Boyer 2012 (19) 24
ET:rSneafi’onal weeks Withdrawal of consent: 1 (1.4)
= 14 Protocol deviation: 1 (1.4)
N=187 Sham 4 (18.9) 3(4.1) 0(0) 2(27) 2(27) Treatment failure: 4 (5.4)
CRAVE
(NCT01428388)
Rajagopal 2015
(22) BEV1.25mg |6 49 12 (NR) | NR NR NR NR | No baseline OCT scan: 1
Q4w months
USA
N=98
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gﬁ\'fvo"r’ M9 49 11 (NR) | NR NR NR NR No baseline OCT scan: 2
RAN 0.5 mg 11 (8.5)
Q4w 130 NR NR NR NR NR

CRUISE

(NCT00485836)

Brown, 2010 (23) RAN 0.3 mg 6 3(2.3)

Phase 3 Q4w months 132 NR NR NR NR NR

USA

N=392 15
Sham 130 (11.5) NR NR NR NR NR
AFL 2m Protocol violation: 5 (4.7)
QAW 9 106 10 (9.4) | 0(0) 0 (0) 1(0.9) NR Withdrawal of consent: 3 (2.8)

Other: 1 (0.9)

GALILEO

(NCT01012973)

Holz 2013 (26)

e

Ejlir107p1e Protocol violation: 2 (2.8)

Withdrawal of consent: 3 (4.2)

Sham 71 (1251 1) 4 (5.6) 5(7) 0 (0) NR Other: 1 (1.4)
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Personal reasons: 7

g 07 me 427 NR 8(NR) | 0(0) 2(NR) |NR | Protocol violation: 4
Other: 3
GENEVA Trial
(NCT00168324
;?TOOWBZ%) DEX0.35mg | Priorto | 44, NR 8 (NR) 3(3.6) NR NR E?c:tsgc?oall\/rli?ast?c?rls?
Haller 2010 (29) SD day 180 ' Other- 4 ’
Phase 3 '
International
N=1267
Personal reasons: 4
Sham 426 NR 9 (NR) 4(4.2) 3 (NR) NR Protocol violation: 2
Other: 7
. DEX 0.7 mg
Li 2018 (33) SD 129 3(23) [NR NR NR NR NR
(NCT01660802) 6
Phase 3 months
China
N=262
Sham 130 7(5.4) | 1(NR) NR NR NR NR
l(_\;\lOCQFCOOS(S?GQ?) One patient developed retinal artery
Kinge 2010 (44) RAN 0.5 mg 6 15 1 (NR) 1 (NR) 0 (0) 0 (NR) 0 (NR) thrombosis and was withdrawn from
Phagse 3 PRN months the study shortly after the first
injection
Norway
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N=29

Two patients were withdrawn from
the study, 1 for planned surgery

Sham 14 2 (NR) | 1(NR) 0 (0) 0 (0) 0 (0) because of cholecystitis and the
other following a diagnosis of AMD,
a protocol violation
SCORE 2 AFL 2 mg . )
(NCT01969708) Q4W 180 5(2.8) | 2(NR) 0 (0) 0 (0) 1 (NR) | Withdrew consent: 2
Scott 2017 (45) 6
Phase 3 months
USA
N=362
85%1'25 mg 182 9(4.9) |2 (NR) 0(0) 0(0) 1(NR) | Withdrew consent: 6
VIBRANT
AFL 2 m
(NCT01521559) QAW g 6(6.6) |3(3.3) NR 0(0) 0(0) NR
Campochiaro 2015 24
(55)
Phase 3 weeks
International
N=181
Laser 9(9.8) [0(0) NR 1(1.1) 1(1.1) | NR
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Table 17: Summary of adverse events occurring in RVO studies

Tim
e E
poin ol o Nonoc Nonoc Co.njun Tra'u IOP y VA Retinal G Reti
Study Study t/ ular ular ctival matic e a
. N ular ular eleva redu detach . nal
details arm Sub AE SA hemorr catara . p ische
AEs SAEs tion . ced ment . tear
grou s Es hage ct ai mia
p, if n
any
BALATON
FAR 6 BRV | 27 | 45 NR NR
ES)R41984) mg Q4w | 0 6 | (16.3) 3(1.1) | 90(32.6) | 9(3.3) 8 (2.9) 3(1.1) 1(0.4) 0 (0) (NR) 3(1.1) NR (NR) (NR)
Phase 3
Internation
al
AFL 2 BRV | 27 | 56 4 NR NR
N=553
mg Q4w | 0 4 (20.4) 2(0.7) | 97 (35.4) | 16 (5.8) 10 (3.6) 1(0.4) 7 (2.6) (15) | (NR) 3(1.1) NR (NR) (NR)
BLOSSOM
(NCTO197 | RAN 0.5 | BRV | 19 | NR 9 NR
633) mg PRN | O (NR) 0(0) 67 (35.3) | 4 (NR) 13 (6.8) NR (NR) | 5(2.6) 4.7) 1(0.5) NR (NR) 4(2.1) (NR)
Wei 2019
(4)
Phase 3
N=283
Sham 92 NR 0 (0) 32 (34.8) | 2(NR) 2(2.2) NR (NR) | 0(0) ! 2(2.2) NR (NR) 2(2.2) NR
(NR) ’ ’ (1.1) ’ ’ (NR)
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RANO0.3 | BRV | 13 | NR NR NR | NR
mg Q4W | O (NR) (NR) 2(1.5) NR (NR) | NR(NR) NR (NR) | NR(NR) (NR) | (NR) 1(0.7) NR (NR) | 1(0.7)

BRAVO

(NCT0048

6018)

Campochia | RAN0.5 | BRV | 13 | NR NR NR | NR NR

2010 (5) | mg Q4w | 0 Cloam |ar) | 1TO® NR(NR) | NR(NR) | NR(NR) | NR(NR) | o | e NR(NR) | NR(NR) | (e

Phase 3

USA

N=398 BRV | 13 | NR NR NR | NR NR
Sham o NR) | (NRy | NRONR)INR(NR) | NR(NR) | NR(NR) | NR(NR) | o | e NR(NR) | NR(NR) | o
RAN 0.5

BRIGHTE BRV | 18 | 51 NR 8 NR NR

= mg PRN | 283) | Ry | NRONR) | NRNR) | 11(6.1) NR(NR) 528) | 0o | nmy NR(NR) | NR(NR) | (o

(NCT0159

9650)

ggfgy(c;mé) RAN OS5 | opv | 18 | 68 10 | NR NR

N, T?aSeRrN o a72) | 20D [NRINR) | NR(NR) | 12 (6.6) NR(NR) | 8(44) | oo | \ry NR(NR) | NR (NR) | o

Internation

al

N=455 Laser BRV 12 NR NR | NR NR
gz;othe o 18|36 |mry |NRINR)[NRINR) | NR(NR) | NR(NR) | NRNR) | o | Nry NR(NR) | NR(NR) | (e

BRVO

(NCT0163 | BEV

5803) 1.25 mg ng 14 ?‘NRR) ?'NF;) NR(NR) |NR(NR) |NR(NR) |NR(NR) |2(1.4) ;\'NRR) ?'N';) NR (NR) | NR (NR) ?‘NRR)

Vader Q4w

2020 (9)
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Phase 2/3
Netherland
RAN 0.5 14 | NR NR NR | NR NR

N NR (NR) | NR(NR) | NR(NR NR (NR) |2 (1.4 NR (NR NR (NR
N=286 | mg Q4w (NR) | (NR) (NR) | NRNR) | NR(NR) (NRY 1204 Ry | (vR) (NR) NR (NR)

CRV
COMINO | FAR 6 0, 36 121 NR
(15) mg Q4w | HRV | 5 84 (23) | 9 (2.5) (33.2) 1(0.3) NR (NR) NR (NR) | 0(0) (NR) 1(0.3) |NR(NR) |1(0.3) |0(0)
(GR41986) 0
Phase 3
Internation CRV
al AFL 2 0, 36 | 100 12 143 NR
N mgaaw | HRV |1 | @70y |33 | @7 1(0.3) NR (NR) NR (NR) | 1(0.3) (NR) 0(0) NR(NR) |2(0.6) |1(0.3)

0
COMRAD
E-B

RAN 0.5

(NCT0139 BRV | 12 | 61 NR NR | NR NR
6057) mg PRN | J 484) | (NR) NR (NR) | 7 (5.6) NR (NR) NR (NR) | NR (NR) (NR) | (NR) NR (NR) | NR(NR) (NR)
Hattenbac
h 2018
(17)
Phase 3b
Internation | DEX 0.7 | BRV | 11 | 74 NR NR | NR NR
al mgSD | O 8 | 627) | (NR) NR (NR) | 8(6.8) NR (NR) NR (NR) | NR (NR) (NR) | (NR) NR (NR) | NR(NR) (NR)
N=244
COMRAD
E-C
(NCT0139 | RANO5 | o | 1o | o9 15 NR
6083) mg PRN 1(0.8) | 72(58.1) | 9(7.3) 16 (12.9) NR(NR) |7(5.6) |(12.1]|8(6.5) |NR(NR) |1(0.8)

o) (55.6) (NR)
Hoerauf )
2016 (18)
Phase 3b
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Internation
al DEX 0.7 11 | 103 5 22 NR
N=243 mg SD + 9(7.6) | 65(54.6) | 9(7.6) 13(10.9) | NR(NR) |38(31.9) | (12.6 NR (NR) | 6(5)
sham 9 |(86.6) ) (18.5) (NR)
COPERNI
Cus
(NCT0094 AI:LQ24W CRV1 111 NR 4 (3.5 NR (NR NR (5.3 NR (NR NR (NR NR (NR NR 1(0.9 NR (NR NR (NR) | 0 (O
3072) mg 0 |4 |84 |4@D) |NRONR) | NR(E3) (NR) (NR) | NR(NR) | (o | 1(09) (NR) (NR) | 0(0)
Boyer
2012 (19,
20)
Phase 3
Internation CRV NR 10 NR
al Sham 5 74 ©89) | (13.5) NR(NR) | NR(8.1) | NR(NR) NR (NR) | NR (NR) (NR) 1(1.4) | NR(NR) |NR(NR) |1(1.4)
N=187
BRV
BEV gRV NR NR NR
CRAVE 125mg | 07 | 49 (NR) 0(0) |NR(NR) |NR(NR) |NR(NR) NR (NR) | NR (NR) ~NR) | (NR) NR (NR) | NR(NR) | 0(0)
(NCT0142 | Q4W HRY
8388) o
Rajagopal
2015 (22) BRV
USA O,
N=08 RAN 0.5 | CRV NR NR | NR
mg Q4w | o, 49 (NR) 0(0) |NR(NR) |NR(NR) | NR(NR) NR (NR) | NR (NR) ~NR) | (NR) NR (NR) | NR(NR) | 0(0)
HRV
O
CRUISE
RAN 0.5 | CRV | 12 NR NR NR
NCT0048 2(1.6 NR (NR NR (NR NR (NR NR (NR NR (NR 0(0 NR (NR) | 0 (0
55836) ma Q4w | 0 (1) | gy (NR) | NR(NR) | NR (NR) (NR) | NR(NR) | (o | nmy (0) (NR) | 0(0)

Company response to clarification questions for faricimab for treating macular oedema caused by retinal vein occlusion [ID6197]
© Roche Products Ltd. (2024). All rights reserved.

Page 31 of 104




Brown,
2010 (23) | RANO3 1313023 |\R NR (NR) | NR(NR) | NR(NR NR (NR) | NR(NR) | NR [ NR 0(0 NR (NR) | 0 (0
OSSN B @3) | Ry (NR) | NR(NR) | NR (NR) (NR) [NR(NR) | (o | gy 0@ (NR) | 0.(0)
USA
N=392
Sham CRV 1121 530) | 2(NR) | NR(NR) | NR(NR) | 1.6 (NR) NR (NR) | NR(NR) | NR | NR 0 (0) NR (NR) | 0 (0)
o) (NR) | (NR)
GALILEO AFL 2 NR
mg Q4W 2(1.9) | NR(45.2) | NR(5.8) | NR(8.7) NR(NR) [3(2.9) |(115|1(1.5) | NR(NR) |NR(NR)|1(1)
2973) o (54.8) )
Holz 2013
(26)
Phase 3
Europe
CRV NR NR | NR
N=171 Sham 5 68 | qu7) |5(74) |NR(544) | NR(74) | NR(44) NRNR) | 2(29) | " | (b NR (NR) | NR(NR) | 0(0)
BRV
GENEVA |DEX07 |0, |42 |NR NR 109 31 NR
Tl masp | cRv |7 |29 | Ry | NRONR | NRINR) | 85(202) | NR(NR) | o) 7y | 70D [NRINR) - |NR(NR) |\
(NCT0016 o)
8324 and
NCTO00168 | oy BRV
298) O, |41|NR NR 17 NR
e g.§5mg CRv |2 |19 |y | NRONRI|NRINR) | 72(17.5) | NR(NR) | 103(25) | )0 [ 7(17) | NR(NR) [ NR(NR) | o
2010 (29) o)
Phase 3
Internation BRV
al O, |42 |NR NR 16 NR
Nto67 Sham Crv |3 |28 |y | NRONR[NR(NR) [63(14.9) |NR(NR) |6(14) | Jg [9@21) |NRINR) | NR(NR) | (0
o)
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Li 2018 DEX 0.7 gRV 12 | NR NR 3 NR
(33) mg SD ' NR (NR) | NR(NR) | 24 (18.6) NR (NR) | 38 (29.5) 4 (3.1) NR (NR) NR (NR)
(NCT0166 CRV (NR) (NR) (2.3) (NR)
0802) ©
Phase 3
China
N6z gRV 13 [ NR NR 3 NR
Sham C,RV (NR) (NR) NR (NR) | NR(NR) | 5(3.8) NR (NR) | 4(3.1) 2.3) 6 (4.6) NR (NR) NR (NR) (NR)
@)
MARVEL
(36) RANOS gy NR NR NR | NR NR
(2?(;?”201 mg PRN 0 37 (NR) (NR) NR (NR) | NR(NR) | NR (NR) NR (NR) | 1(0) (NR) | (NR) NR (NR) NR (NR) (NR)
003120)
Narayanan
2017
Phase 3
India
N=75 BEV
BRV NR NR NR NR NR
1.25m 38 NR (NR NR (NR NR (NR NR (NR 0(0 NR (NR NR (NR
ROCC
(NCT0056
RAN 0.5 | CRV NR NR NR NR NR
7697 15 NR (NR NR (NR NR (NR NR (NR NR (NR 0(0 NR (NR
King;2010 mg PRN | O (NR) (NR) (NR) (NR) (NR) (NR) (NR) (NR) | (NR) () (NR) (NR)
(44)
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Phase 3
Norway
N=29 NR NR NR NR

Sham 14 (NR) (NR) NR (NR) NR (NR) NR (NR) NR (NR) | NR (NR) (NR) | (NR) NR (NR) NR (NR) | 1 (NR)

CRV
SCORE 2 AFL 2 (0] 18 NR >35mm | NR NR NR
' 211 NR (NR NR (NR NR (NR NR (NR 0(0 NR (NR

(NCT0196 | mg Q4W | HRV (1.1) (NR) (NR) (NR) (NR) (NR) Hg 0 (0) | (NR) | (NR) ©) (NR) (NR)
9708) (0]
Scott 2017
(45)
Phase 3 BEV >35 mm
USA 18 NR NR NR NR
N=362 1.25mg 6 (3.3) (NR) NR (NR) NR (NR) NR (NR) NR (NR) | Hg2 (NR) | (NR) 1(0.5) NR (NR) (NR)

Q4w (1.1)
VIBRANT BRV
(NCT0152 | AFL 2 O, NR NR NR NR
1559) mg Q4W | HRV 91 (37.4) 1(NR) | NR (47.3) | NR (8.8) NR (19.8) NR (NR) [ NR (NR) 4.4) | (NR) NR (NR) NR (NR) (NR)
Campochia (@)
ro 2015
(95)
Phase 3
North BRV
America & O, NR NR NR NR
Japan Laser HRV 92 27.2) 1 (NR) | NR (50) NR (9.8) NR (4.3) NR (NR) [ NR (NR) (54) | (NR) NR (NR) NR (NR) (NR)
N=181 (@)
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A 4. Unlike Appendix D, Appendix | only reports a single set of searches conducted in
April 2023. However, Table 35 reported a search of conference proceedings held
between January 2019 - June 2023, which does not match the April 23 search date.
Please confirm if any update searches were conducted, and if the date span reported

for the conference searches is correct.

The Company can confirm that the discrepancy noted was an error. Only one set of
searches was conducted in April 2023, as reflected in Appendix |, Table 35. The
mention of a broader time span for conference proceedings searches does not

correspond to additional searches but was mistakenly stated.

Decision problem

No questions.
Systematic review

A 5. Please clarify the approach taken to conduct data extraction, specifically:

a) How were disagreements and discrepancies resolved between the first

reviewer and the senior reviewer who checked data extractions?

b) Please explain what is meant by “quality checked by a senior reviewer”, in
Appendix D.1.67?

Data extraction was conducted by one reviewer. Extractions were verified by a second
independent reviewer for 100% of the data elements, and any disputes were referred

to a senior strategic advisor to reconcile.

A 6. Section D.1.7 of Appendix D mentions that 166/240 records were excluded during
full text screening however, no further details are provided. Please provide a list of the

excluded references, together with reasons for exclusion.

Please see Table 18 below for the 166 excluded studies with reasons for exclusion.
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Table 18: List of excluded studies and rationale

Second
Authors Title Journal Year | Volume | Page no DOI pass Exclusion
(Include/Ex reason
clude)
A randomized clinical trial
of early panretinal
photocoagulation for Intervention/co
Anonymous ischemic central vein Ophthalmology | 1995 102 1434-44 Exclude
. mparator
occlusion. The Central
Vein Occlusion Study
Group N report
Evaluation of grid pattern
photocoagulation for
Anonymous macular edema in central | o logy | 1995 | 102 1425-33 Exclude Intervention/co
vein occlusion. The mparator
Central Vein Occlusion
Study Group M report
Battaglia Parodi, M. S., S.; 223J?asree:c:;erigri]r?nt o Documenta Intervention/co
Bergamini, L.; Ravalico, . Ophthalmologi | 1999 97(3-4) | 223-227 Exclude
G macular branch retinal ca mparator
vein occlusion
Graefe's
. . | Grid laser treatment in Archive for https://dx.doi.or .
2:::??2: F(;amd" M-S S| macular branch retinal Clinicaland | 1999 | 237(12) 18;‘71' 9/10.1007/s004 | Exclude 'm”:)e;’aetztr'o”/ €0
T vein occlusion Experimental 170050339
Ophthalmology
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Bevacizumab versus
bevacizumab and macular ,
. . . . Graefe's )
Callizo, J. A., A,; Striebe, | grid photocoagulation for . https://dx.doi.or
N. A.; Bemme, S,; macular edema in eyes Archive for 9/10.1007/s004
Feltgen, N.; Hoerauf, H.; with non-ischemic branch CI|n|c§I and 2019 257(5) 913-920 17-018-04223- Exclude Study design
. . . Experimental
Bertelmann, T. retinal vein occlusion: 9
: Ophthalmology

results from a prospective

randomized study
Campochiaro, P. A. H., Antagonism of vascular
G.; Channa, R.; Shah, S. | endothelial growth factor https://dx.doi.or
M.; Nguyen, Q. D.; Ying, for macular edema 2387- 9/10.1016/j.oph .
H.: Do, D. V.; Zimmer- caused by retinal vein Ophthalmology | 2010 117(12) | 5504 o5 | tha.2010.03.06 | ZXCUd® Study design
Galler, I.; Solomon, S. D.; | occlusions: Two-year 0
Sung, J. U.; Syed, B. outcomes
Feltgen, N. H., L. O.: Comparison of

: ranibizumab versus
Bertelmann, T.; Callizo, J.; dexamethasone for
Rehak, M.; Wolf, A.; Berk, macular oedema followin Acta 0933- https://dx.doi.or
H.; Eter, N.; Lang, G. E.; . . . 9 Ophthalmologi | 2018 96(8) g/10.1111/aos. | Exclude Study design
. . retinal vein occlusion: 1- €941
Pielen, A.; Schmitz- ca 13770
Valckenberg, S.; Quierin year results of the
S 9" | COMRADE extension

C.; Rose, U.; Hoerauf, H.

study
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Feltgen, N. O., Y.; Boscia, Impact of Baseline Retinal
F.;Holz, F. G; .
. Nonperfusion and Macular
Korobelnik, J. F.; Brown, . . .
D M. Heier J. S.- Retinal Capillary Obhthalmolo https://dx.doi.or
Y o Nonperfusion on p. W | 2019 3(7) 553-560 | g/10.1016/j.oret | Exclude Study design
Stemper, B.; Rittenhouse, . Retina
Outcomes in the .2019.02.010
K. D.; Asmus, F.; Ahlers,
C.: Vitti, R.: Saroj, N. COPERNICUS and
Mitchell, P. GALILEO Studies
Ghanekar, A Wang, P Graste's
W Da B M ) Blog; B. Disease-modifying effects | Archive for https://dx.doi.or
» 28y, B M. T of ranibizumab for central | Clinical and 2022 260(3) 799-805 | g/10.1007/s004 | Exclude Study design
A.; Domalpally, A,; . . . .
. retinal vein occlusion Experimental 17-021-05224-x
Quezada-Ruiz, C.; Ip, M.
S Ophthalmology
Functional benefits of a
chorioretinal anastomosis
oo LS. L A; | 2SR | B
Chen, F. K.; Mackey, D. . . P 2021 6(1) e000728 gre. J Exclude Study design
A Sanfiliooo. P. G occlusion treated with ophthalmology phth-2021-
v ppo, . . ranibizumab compared 000728
with ranibizumab
monotherapy
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Murata, T. K., M.; Inoue, Estimating ranibizumab
M.; Nakao, S.; Osaka, R, injection r?umbers and
Shiragami, C.; Sogawa, vijsual acuity at 12 months | Scientific https://dol.org/1
K.; Mochizuki, A.; Shiraga, y 2022 Vol.12 7661p 0.1038/s41598- | Exclude Study design
based on 2-month data on | reports
R.; Kaneko, T.; . . 022-11113-y
branch retinal vein
Chandrasekhar, C.; occlusion treatment
Tsujikawa, A.; Kamei, M.
2020-
05-03 to
2020-
Comparison of 05-07.
Murata, T. K., M.; Inoue, ranibFi)zumab with or 2020
M.; Nakao, S.; Osaka, R;; . . N Annual
. . without focal/grid laser for | Investigative .
Shiragami, C.; Sogawa, macular edema ophthalmolo Meeting
K.; Mochizuki, A.; Shiraga, P . 24 Vol.61 Associat Exclude Study design
. secondary to branch & visual .
R.; Ohashi, Y.; Kaneko, . ; : . ion for
.. . retinal vein occlusion: 12- | science
T.; Tsujikawa, A.; Kamei, Researc
M month results from the hin
ZIPANGU study Vision
and
Ophthal
mology
S):de!:ﬁsveer :;?;tg:ent for https://dx.doi.or
Parodi, M. B.D.S., G| jetachment secondary to | Retina 2008 |28(1) |97-102 | 9NOTO9TNAE. b lude Intervention/co
Ravalico, G. . . : 0b013e318074 mparator
ischemic branch retinal beld
vein occlusion
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Pielen, A. F., N; Ranibizumab Pro Re nata
Hattenbach, L. O; versus Dexamethasone in ,
https://dx.doi.or
Hoerauf, H.; Bertelmann, | the Management of Current eve 110.1080/0271
T.; Quiering, C.; Vogeler, Ischemic Retinal Vein y 2019 01-Nov grie. Exclude Study design
o . research 3683.2019.167
J.; Priglinger, S.; Lang, G. | Occlusion: Post-hoc 9839
E.; Schmitz-Valckenberg, | Analysis from the
S.; Wolf, A.; Rehak, M. COMRADE Trials
Vascular changes in eyes
Sadda, S.D.,R. P treated with https://dx.doi.or
Pappuru, R. R.; Keane, P. | dexamethasone 1423- 9/10.1016/j.oph .
A.; Jiao, J.; Li, X. Y. intravitreal implant for Ophthalmology | 2013 1 120(7) | 4,5, tha.2012.12.02 | EXClude Study design
Whitcup, S. M. macular edema after 1
retinal vein occlusion
Sophie, R. H., G.; Scott, .
. Long-term outcomes in
A. W.; Zimmer-Galler, |.; ranibizumab-treated
Nguyen, Q. D.; Ying, H.; atients with retinal vein American https://dx.doi.or
Do, D. V.; Solomon, S.; gcclusion' the role of Journal of 2013 156 693-705 | g/10.1016/j.ajo. | Exclude Study design
Sodhi, A.; Gehlbach, P.; .’ . Ophthalmology 2013.05.039
) ) progression of retinal
Duh, E.; Baranano, D.; nonperfusion
Campochiaro, P. A. P
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Three Monthly Injections

Versus One Initial

Injection of Ranibizumab

for the Treatment of https://dx.doi.or
Tang, W. G., J.; Xu, G,; Macular Edema Ophthalmology 2309- g/10.1007/s401 .
Liu, W.; Chang, Q. Secondary to Branch and Therapy | 2022 | 116) | 5309 23-022-00588- | EXClude Study design

Retinal Vein Occlusion: 7

12-Month Results of a

Prospective Randomized

Study

Time to clinically

significant visual acuity https://dx.doi.or
Thach, A.B. Y., L,; gains after ranibizumab 9/10.1016/j.oph .
Hoang, C.; Tuomi, L. treatment for retinal vein Ophthalmology | 2014 121 1059-66 tha.2013.11.02 Exclude Study design

occlusion: BRAVO and 2

CRUISE trials

Spectral-Domain OCT

Predictors of Visual
Yiu, G. W., R. J.; Wang, Outcomes after https://dx.doi.or

. Ophthalmology . .

Y.; Wang, Z.; Wang, P. Ranibizumab Treatment Retina 2020 4(1) 67-76 9/10.1016/j.oret | Exclude Study design
W.; Haskova, Z. for Macular Edema .2019.08.009

Resulting from Retinal

Vein Occlusion

SCORE2 Report 20:
Scott, . U. O, N. L;; Sg?gﬁgiﬂﬁg;&?&tmem American https://dx.doi.or Intervention/co
VanVeIdhu?sen, P.C.; Ip, Visual Acuity and Central Journal of 2023 248 157-163 | g/10.1016/j.ajo. | Exclude mparator
M. S.; Blodi, B. A. Subfield Thickness Ophthalmology 2022.12.026

Outcomes
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https://dx.doi.org/10.1016/j.ajo.2022.12.026
https://dx.doi.org/10.1016/j.ajo.2022.12.026
https://dx.doi.org/10.1016/j.ajo.2022.12.026

Acetazolamide and
Karimi, S. N., H.; Nafisi, bevacizumab combination Journal
H.; Nouri, H.; Ansari, |.; therapy versus francais https://dx.doi.or Intervention/co
Barkhordari, S.; bevacizumab d'ophtalmologi 2023 2 a/10.1016/j.iffo. | Exclude mparator
Samnejad, S.; Abtahi, S. monotherapy in macular o P 9 2022.09.025 P
H. edema secondary to '
retinal vein occlusion
Phase 2 Randomized
Study (Orion-1) of a
Slpger, M.A.B.,D. S; Novel, Biodegradable https://dx.doi.or
Williams, S.; McKee, H.; Dexamethasone Implant 110.1097/IAE
Kerr, K.; Pegoraro, T.; (Ar-1105) for the Retina 2023 43(1) 25-33 g7ty | Exclude Study design
. . 000000000000
Trevino, L.; Kopczynski, Treatment of Macular 3632
C. C.; Hollander, D. A. Edema Due to Central or
Branch Retinal Vein
Occlusion
Prospective evaluation of
the effectiveness of
Moreno-Lopez, M. d.-A.- . .
. combined treatment of . https://dx.doi.or
P., P.; de-Arriba- macular edema Arquivos /10.5935/0004
Palomero, F.; lturuburu, F. . . brasileiros de 2022 21 gie. Exclude Study design
P.; Dompabilo, E.; secondary to retinal vein oftalmologia i
» Dompapio, = occlusion with intravitreal g8 2749.20230040
Negrete, F. J. M. .
bevacizumab and
dexamethasone implants
The efficacy and safety of | European https://euretina.
Conbercept in Macular Society of softr.app/abstra Intervention/co
Xuehui Shi, Wenbin We Edema secondary to Retina 2022 ct?recordld=rec | Exclude mparator
Branch Retinal Vein Specialists eAS5Aavimnw6g P
Occlussion (Euretina) vl

Company response to clarification questions for faricimab for treating macular oedema caused by retinal vein occlusion [ID6197]
© Roche Products Ltd. (2024). All rights reserved.

Page 42 of 104



https://dx.doi.org/10.1016/j.jfo.2022.09.025
https://dx.doi.org/10.1016/j.jfo.2022.09.025
https://dx.doi.org/10.1016/j.jfo.2022.09.025

Gu, S.Z. N., O.; Bressler,
S. B.; Du, W.; Amer, F;
Moini, H.; Bressler, N. M.

Correlation between
change in central subfield
thickness and change in
visual acuity in macular
edema due to retinal vein
occlusion: post hoc
analysis of
COPERNICUS,
GALILEO, and VIBRANT

Graefe's
Archive for
Clinical and
Experimental
Ophthalmology

2022

260(12)

3799-
3807

https://dx.doi.or
g/10.1007/s004
17-022-05697-
4

Exclude

Outcomes

Scott, I. U. O., N. L.;
Vanveldhuisen, P. C.; Ip,
M. S.; Blodi, B. A.

Baseline Characteristics
and Outcomes After Anti-
Vascular Endothelial
Growth Factor Therapy for
Macular Edema in
Participants With
Hemiretinal Vein
Occlusion Compared With
Participants With Central
Retinal Vein Occlusion:
Study of Comparative
Treatments for Retinal
Vein Occlusion 2
(SCOREZ2) Report 18

JAMA
Ophthalmology

2022

140(5)

458-464

https://dx.doi.or
g/10.1001/jama
ophthalmol.202
2.0352

Exclude

Outcomes

Wang, X. B. W., G. J.; Liu,
C.

Efficacy of
Dexamethasone
intravitreal implant
combined with anti-VEGF
drug in the treatment of
retinal vein occlusion.
[Chinese]

International
Eye Science

2022

22(10)

1717-
1721

https://dx.doi.or
9/10.3980/j.issn
.1672-
5123.2022.10.2
4

Exclude

Duplicate
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Comparison of intravitreal
ranibizumab monotherapy
. . ) vs. ranibizumab combined _ 9 (no https://dx.doi.or
,lg\lr?nl?l,')iisl: B Ou, Z; with dexamethasone Il\:/lrzgitclzier:Z n 2022 paginati g/10.3389/fmed | Exclude Study design
T implant for macular on) .2022.930508
edema secondary to
retinal vein occlusion
Frederiksen, K. H. V., J. Navigated laser and
P.; Pedersen, F. N aflibercept versus
Vergmann, A. S.; aflibercept monothera Acta 61503- https://dx.doi.or
Sorensen, T. L.; : P , Py Ophthalmologi | 2022 100(7) g/10.1111/aos. | Exclude Duplicate
in treatment-naive branch e1509
Laugesen, C. S.; . . . ca 15182
. retinal vein occlusion: A
Kawasaki, R.; Peto, T.; . .
12-month randomized trial
Grauslund, J.
Intravitreal triamcinolone
o comparfad with macular American https://dx.doi.or
Avitabile, T. L., A;; laser grid o .
. . . Journal of 2005 140(4) e1-695 g/10.1016/j.ajo. | Exclude Population
Reibaldi, A. photocoagulation for the
. Ophthalmology 2005.05.021
treatment of cystoid
macular edema
Visual Outcomes
Associated with Patterns
of Macular Edema
Gurudas, S. P., N;; igzigtl\?;rznoiiﬁin https://dx.doi.or
Nicholson, L.; Sen, P Treated with Anti-Vascular | 2 VA 2022 |140@2) | 143-150 | 9/10.10011ama | o e | Study design
Ramu, J.; Sivaprasad, S.; . Ophthalmology ophthalmol.202
Hvkin. P Endothelial Growth Factor 15619
yKin, ¥ Therapy: A Post Hoc ’
Analysis of the Lucentis,
Eylea, Avastin in Vein
Occlusion (LEAVO) Trial
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Clinical effectiveness evidence

A 7. Appendix L provides details of a real-world data study. Please explain how this

study contributed to the submission.

The study in question was used as qualitative substantiation. This was a retrospective,
observational, real-world cohort study using anonymised, electronic health records
(EHR) data from participating National Health Service (NHS) ophthalmology sites in
the UK with patients matched to the study baseline characteristics. Within the
appendices and the CS, we concluded whilst the assumptions and design of
BALATON and COMINO were conservative, this study showed a greater proportion
of patients extending out to Q12W and Q16W. The data from the real-world study
provides additional context, suggesting cost savings incurred by the introduction of
faricimab is likely to be greater than the analyses submitted based on trial results

alone.
A 8. Appendix M lists the questions used during a clinical expert elicitation exercise.

a) Please explain the format for eliciting responses (e.qg., individually or in a group;

online or in person).

b) Please elaborate on the degree of independence between the clinical experts

and the company.

a) Format for eliciting responses - clinician placed under contract with Roche for
discussions. Meeting format was virtual, one 1.5-2 hour individual meeting per
clinical expert to discuss the questions attached. Attendees for the meeting
were clinical expert, health economist, medical affairs partner and medical

writer

b) Professors lan Pearce and Sobha Sivaprasad have worked with Roche (as well
as many other companies), under paid consultancy for activities, such as
National and International Congress Attendance, Advisory Boards, Steering
groups, 1:1 Clinical Expertise, etc. Roche have regular engagement with
ophthalmology experts and both these experts attended the Roche UK RVO
Advisory Board (Friday 10th March 2023). Both are Consultant

Ophthalmologists with ~20 years’ experience treating RVO patients and have
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both consulted with and for NICE for prior reimbursement applications in RVO.
Professor Sivaprasad is the Chair of the Royal College of Ophthalmologists
RVO guidelines committee and a Trustee of the Macular Society.
Both experts work with many pharmaceutical companies, both experts are held
in the highest esteem and their opinions and advice are completely independent

and not influenced in any way.
Indirect treatment comparison (ITC)

A 9. Priority question. The Network Meta-analysis (NMA) presented in Appendix
D contains a section referred to as “Feasibility Assessment’. However, the only
mention of heterogeneity is that it has a “high likelihood” and, on this basis, a
random effects model was chosen (see Technical Support Document (TSD) 3.
There is no mention of consistency (see TSD 4). Therefore, please conduct a full
feasibility assessment that systematically examines variation between trials in
clinical and methodological characteristics, any potential treatment modifying
effect and thus the implications for the network for any methods to mitigate

heterogeneity or inconsistency with reference to TSD 3 and TSD 4.

Please refer to attached documents for the full NMA report and feasibility assessment
which contains the lists of all included studies, excluded studies (with reasoning for
exclusion), the study design, population and endpoint definition as well as a
comparison of baseline characteristics for potential effect modifiers. It also includes a
risk of bias assessment showing that the risk of bias was mostly low. In the NMA we
also split RVO in CRVO and BRVO to address any remaining potential confounding.
In terms of NMA analysis and heterogeneity: fixed effects models were run as well as
unconstrained random effect models to test the sensitivity. In addition, a node-split

model was run to test for inconsistency.

A 10. Priority question: Aside from the BALATON and COMINO RCTs, few
details are provided of the trials used to populate the NMA.

a) Please provide a list of all RCTs included in the NMA

b) For each RCT included in the NMA please present the following details:

trial design; participant flow; participant inclusion and exclusion criteria;
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participant demographic and baseline clinical data; treatment schedule
for all arms; statistical hypotheses; methods of statistical analyses;
analysis populations; list of all outcomes assessed together with
methods of measurement; full details of all results (per arm and between-
group differences) used to estimate clinical effectiveness and safety and
to inform the cost comparison model; and results for relevant population

subgroups.

As per A9 above.

Adverse events

No questions.

: Clarification on cost-effectiveness data

Model structure

A 11. Priority question: On page 88 of the CS it is mentioned that patients cannot
switch to another therapy if they discontinue their current treatment. Please
explain to what extent this is a realistic assumption and what would happen to

the results if patients could switch to another treatment.

In reality, patients are likely to switch therapies if they discontinue their current
treatment. Reasons for switching include failure to control the disease, drop in vision,
to increase time between treatment intervals etc. Hunt et al (1) reported the rate of
switching anti-VEGF therapy to an alternative anti-VEGF molecule in a retrospective
audit over 8 years of service. Switching occurred in 30% of cases and the rate of switch
differed significantly depending on the type of initial VEGF inhibitor. Another study
reported the switch rate of anti-VEGF to laser (6.8%) and to steroid (4.1%) in BRVO
patients (2).

If patients were to switch their medication, the differences will be seen in injection
frequencies. As stated above, reasons for changes are either lack of efficacy or
suboptimal frequency of injections. The impact of which would mean potentially longer
intervals between treatments due to the therapy being more efficacious. Whilst there
will be a differential cost based on the initiating and subsequent therapies, it can be
surmised the increased intervals from the subsequent therapy would provide greater
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savings to the NHS (worth noting confidential patient access scheme (PAS) discounts
have been agreed with the Department of Health for all three treatments, it is therefore
difficult to substantiate the difference between therapies from a comparative cost

assumption).

A 12. Please provide a rationale for the cut-off points used in the definition of the health

states.

The cut-off points used in the definition of health states were obtained from the
guideline review by NICE in nAMD from 2018. The document was used to inform the
overall model structure including the definitions of visual acuity health states. Please
refer to Appendix J: Health Economics for an overview of model schematic, health

states and transition.
Clinical input parameters

A 13. Priority question: Page 93 of the CS states that: “patients whose dosing
interval had been previously extended and who experience disease worsening
that triggered an interval reduction were not allowed to extend the interval again,
with the exception of patients whose dosing intervals were reduced to Q4W;
their interval could be extended again but only to an interval that was 4 weeks

less than their original maximum extension.”

a) Please explain if this approach has also been implemented in the
BALATON and COMINO trials. Please also comment on the validity of this

assumption in clinical practice.

b) The CS also mentions that: “clinicians also confirmed the interval
reduction performed within the study was overly conservative and would
not be replicated in clinical practice”. Please clarify if this clinical
feedback refers to the assumption above. In that case, please also explain
why this assumption is considered “conservative” and discuss any

potential implications for the model outcomes.

c) If clinicians found this assumption conservative and potentially not
reflective of clinical practice, please run alternative scenarios to reflect

the uncertainty around this assumption.
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a) Yes this approach has been implemented in BALATON and COMINO trials.
This approach in the trial design provides a clearer, simplified model that
protects the statistical power of the study and thus the analysis and
demonstration of outcomes. This would be clearly more complex if patients, in
whom their disease interval had been reduced, were allowed to have their

treatment intervals extended again.

In the real world there is no restriction upon treatment interval extension, after
reduction, and any decision is on an individual patient to patient basis. In many
cases, after reduction, the patient’s interval may be stabilised and then

extended again up to and beyond the previous interval.

b) Yes, the clinical feedback refers to the assumption above. With the difference
between the re-extension restriction in the trial and real world practice
mentioned above, the approach in BALATON and COMINO means that the
estimation of patients in each dosing interval is conservative (because they are

not re-extended by trial design) and therefore possibly underestimated.

¢) In order to estimate a less conservative approach, the assumption has been
made in the analysis that after the treatment phase (6 months) all patients
extend out to Q16W. Therefore the estimated annual number of administrations

is as follows:

Table 19: Conservative administration frequency

Phase BRVO | CRVO

Treatment 6 6
Maintenance 3 3
Rest of life 3 3

These values were validated with clinicians who stated from their experience
with faricimab in DMO and nAMD these are the average administration

numbers expected.
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Table 20: Non-conservative results (faricimab at net price; aflibercept and

ranibizumab at list price)

Faricimab Aflibercept Ranibizumab
Cost 6mg LP— T&E | 2mgLP —» T&E | 0.5mg LP — T&E

BRVO | CRVO | BRVO | CRVO | BRVO | CRVO

Drug cost B | B 222121 |£18,353 | £14,945 | £12,400
Administration cost B B | 20574 | £8,013 | £9,579 | £8,018
Additional monitoring cost £0 £0 £0 £0 £0 £0
AE management cost £0 £0 £0 £0 £0 £0

Costs of visual impairment £1,313 | £760 | £1,313 £760 £1,313 £760

Mean total cost B | B 233008 |£23,925 | £25,836 | £17,991
Incremental cost vs faricimab N/A - - - -

As has been highlighted, the PTI algorithm in the faricimab T&E phase of the RVO

studies was more conservative than in the pivotal faricimab DMO studies. It did not

allow patients to extend again if they had their treatment interval reduced from Q8W
to Q4W, even if their disease stabilised at a later point. This was by design to avoid a
decline in BCVA over time as shown in historical studies in RVO with anti-VEGFs
administered as PRN regimen (3-5). As a result, nearly ] of patients in the
BALATON and COMINO studies were on Q4W at the end of the study. In contrast,
10% or less of patients on faricimab were on Q4W at the end of the DMO pivotal

studies which did not have such protocol restriction (6).

Roche has conducted an exploratory post hoc analysis of BALATON and COMINO to
simulate how many patients who were downgraded from Q8W to Q4W in the faricimab
Q4W to faricimab PTI arm could have potentially extended treatment intervals again if
they had stable disease, to better reflect T&E as performed in clinical practice. Please

see the Kaplan Meier below as an illustration.
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Figure 4: Exploratory analysis

The analysis suggest, accounting for censoring, around - of RVO patients reduced
to Q4W from Q8W dosing could have potentially extended beyond Q4W had the RVO
PTI algorithm not been so conservative (i.e., had the RVO PTI algorithm not prevented
any further extension following an interval reduction). Most of the extensions would
have occurred 4 weeks following the first interval reduction - i.e. after a single cycle of
Q4W dosing. This analysis suggests that faricimab offers the potential for patients to
further extend treatment intervals and reduce injection numbers in clinical practice in
RVO. This potentially saves healthcare costs and alleviates health system capacity,

and reduces burden on patients requiring frequent treatment.

A 14. Priority question: In section B.4.2.4 of the CS it is mentioned that: “as there
was no evidence to suggest that mortality rates would differ across treatments,
the annual rate of mortality was assumed to be equivalent for faricimab,
aflibercept and ranibizumab.” Please explain if this statement implies that
disease-specific mortality rate has been included in the model in addition to
background mortality and set equal between treatments; or if this statement
means that only background mortality has been included in the model. In case
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disease-specific mortality rate (or excess risk of death due to the disease) is
included in the model please provide details on the value(s) used and comment

on the validity exercises that have been conducted for the elevated risk input(s).

The model includes additional mortality rates beyond background mortality linked to
visual acuity as established in the guideline review by NICE in nAMD conducted in
2018. Patients who are considered blind (visual acuity is less than 26 letters in both
eyes) are assigned a hazard ratio of 1.54 and patients which are considered visually
impaired (at least one eye has a visual acuity of less than 55 letters) are assigned a
hazard ratio of 1.23. Those assumptions are based on Christ et al (7), aligned with the
NAMD guideline review. Since the model assumed patients to follow an identical
trajectory through visual acuity related health states, these mortality assumptions do
not constitute any difference between faricimab, aflibercept and ranibizumab. These
assumptions have also been used in previous appraisals such as most recently in
TA799 for faricimab in DMO (8).

A 15. Priority question: Table 29 of the CS presents the annual treatment
discontinuation probabilities that were estimated for the treatment phase and
the maintenance phase based on data from the BALATON and COMINO trials.
According to the text of the CS, these annual probabilities were implemented for
all treatments in the model and for the rest of life phase the respective
probability was set equal to the probability estimated for the maintenance
phase. However, the company also assumed that 55% would have discontinued

after 5 years.

a) Please provide a detailed explanation on how the probabilities of Table
29 were implemented in the electronic model. Were the annual
probabilities used for patients in years 2-5 only or also for patients

following 5 years of treatment?

b) Please explain how the percentage still on treatment (45%, Scott 2022)

and the annual discontinuation relate to each other in the model.

c) The Scott paper showed that 55% of patients was not present at the 60-
month visit. Please explain how a distinction can be made between

“patients who stopped coming due to treatment success”, “patients no
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longer wanting to receive treatment”’ and “patients no longer wanting to
participate in the extension of the RCT”, and which of these patients the

discontinuation probabilities try to capture in the model.

a) Implementation of discontinuation probabilities:

Excluding
Patients deat_hs_ as .
discontinuing this is Annualised
BALATON and accc::?ted N Annualisation dlscr(:)r;t:;lijliattlon
COMINO . g g
separately in
the model
Treatment
phase (until 26+12 3+1 729+553 52/24 5.7%
week 24)
Maintenance
phase (week 52+48 4+3 729+553 52/48 7.9%
24 - week 72)

These annual probabilities were transformed to match the model cycle length of 4
weeks using standard methodology (p = 1 - ™) (9) and assigned by treatment phase
(treatment, maintenance, Rest of life) with “Rest of life” (patients on treatment for
longer than 5 years) being set to be similar to the maintenance phase in the absence

of longer term data. Please see the “Treatment discontinuation” sheet in the model.
b) and c):

The model captures all cause discontinuation regardless of the underlying reasoning
for both, the estimates based on BALATON and COMINO as well as Scott et al. (10)
as the unique objective is to model whether patients are on or off treatment. This allows
capturing the most relevant and potentially differentiating cost factors. Using the
estimates from BALATON and COMINO approximately 60% of eyes are still on
treatment, which is in line with the finding from Scott 2022, considering that patients in
that trial were about 5 years older at baseline. UK clinical experts consulted by Roche
suggested that in the majority of cases RVO could be well controlled with treatment,
and patients would no longer receive anti-VEGF injections after 5 years of treatment.
As a conservative assumption, and to reflect the findings in Scott 2022 meaning that

a subset of patients may warrant long term treatment, out of those patients still on
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treatment after 5 years, about 55% are modelled to discontinue while 45% remain on

treatment.

A 16. On page 93 of the CS, the algorithm used for PTI dosing is mentioned. In Figure
4, it can be seen that for improving CST (-10% to —20%) and a BCVA worsening
between 0 and —10, the interval is maintained (yellow) whereas for the same BCVA
range and a worse CST (-10% to +10%) the interval is extended by 4 weeks (green).

Could you please provide the rationale for this?

The RVO PTI algorithm is based on the algorithm used in the Phase 3 diabetic macular
oedema trials, and was designed to adjust a patient’s treatment interval based on
changes in OCT central subfield thickness (CST) and best corrected visual acuity

(BCVA) relative to a reference value.

The CST reference is defined as a macula (central 1mm) that has achieved a thickness
value of <325 pym (Spectralis). When the CST is within 10% of the reference value, the
protocol considers the retinal anatomy stable; this is within the repeatability limits of
OCT devices, as well as being the definition of retinal stability used by the TREX-DME
study. Treatment interval extension is only permitted if the CST within 10% of its
reference, and a BCVA decline is less than 10 letters relative to its reference. These
ranges are based on the variability of CST and BCVA measurements, to ensure that
treatment extension is not permitted in cases of real and significant worsening of

disease.

If a patient is showing an improvement in CST at a specific visit (defined as >10%
change in CST compared to the reference value), then the treatment interval is
maintained. This is to ensure that an interval extension only occurs when the patient
is stable; i.e. has no room for further improvement on the current treatment interval.
From a clinical perspective, if a patient is showing a worsening of BCVA in the
presence of an improving CST, this would indicate that the BCVA change is not related
to the underlying macular oedema, and is more likely related to other factors such as

media opacities or under corrected refraction.

However, if a patient shows a significant worsening of CST in the presence of a
worsening BCVA, then this would indicate a ‘true’ worsening of macular edema, and

as such would warrant a treatment interval reduction.
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A 17. The dosing schedule of faricimab (and the comparators) is based on a T&E
regimen as according to clinical feedback is most likely to be used in clinical practice.
However, the CS reported that the risk of eye deterioration between intervals in RVO
is smaller compared to nAMD and DMO and may require an PRN dosing (as needed
regimens based on response to disease activity) and this is the reason the company
included this option as a scenario analysis. Please also include the PRN option in the
model as currently in the drop-down option defining treatment regimen only the T&E

is included (on the Cost inputs sheet).

An option for PRN was not created for faricimab as the data informing faricimab
administration was from BALATON and COMINO. Unlike the other studies for
ranibizumab and aflibercept, there were no PRN cases within BALATON and COMINO
as this was not allowed in the study protocol. Negating the inclusion of PRN within the
model. From discussion with clinicians it is unlikely the PRN regimen will be used in
clinical practice. Worth noting is the results of BALATON and COMINO showed
patients on faricimab were well controlled and maintained visual acuity during the T &

E phase.

PRN dosing regime is a “treat as need” regime where patients with a dry macula are
monitored every 4-6 weeks without the “planning” for an intravitreal injection. This is
not only challenging for the patient, where the disease reactivates and maybe more
challenging/aggressive to treat, but also for the service, where the planning of capacity
is almost impossible. Development of the treat and extend regime (T&E) as a proactive
regimen is the gold standard. The proactive regimen is what most medical retina clinics
have adopted or aspire to adopt. The proactivity to detect, control and manage the
disease for all retina conditions before recurrence not only improves the outcome for

patients but also allows correct service support for the medical retina clinics.

A 18. The sheet ‘Model inputs’ of the electronic model includes inputs on the
proportion of patients across health states and 2" eye involvement. However, the %
used for the baseline distribution of the first eye at baseline and second eye with and
without disease at baseline are not described in the CS document. Please provide a
detailed description of the inputs, how they have been used in the model and how

have they been validated.
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The model structure is designed to describe the natural course of the disease and the
development of RVO and follows the structure of health state definitions used for the
guideline review in neovascular age-related macular degeneration (hnAMD) conducted
by NICE in 2018 (11).

It consists of a two-eye model where both eyes disease progression is independent
from each other. The first eye is always assumed to have RVO and being treated for
it at the start of the model. No bilateral cases were observed in BALATON and
COMINO. The first eye distribution is therefore informed by BALATON and COMINO.
For the distribution of the second eye, these were informed by prevalence and
incidence rates based on previous submissions. 6.05% at baseline and 12.3%
incidence in bilateral cases over 5 years based on the NICE committee papers for
aflibercept in BRVO (TA409 (12), p. 9). In CRVO bilateral cases are extremely rare.
The ERG report for aflibercept in CRVO (TA305 (13), p. 24) assumed 4%. This was

confirmed by clinicians as a reasonable assumption.

A 19. On page 89 of the company submission, the company states that the main data
sources used in the model are the pooled data covering the patient populations of
BALATON and COMINO, and the populations of studies included in the network meta-
analysis. Please explain how the data were pooled, i.e., were data treated as if from
one study, or was a form of meta-analysis applied? In addition, please provide an
overview of all model inputs based on pooled RCT data versus input based on the
indication-specific RCT.

e For BCVA: Transitions between visual acuity related health states (assuming
the same rates for all treatments) were estimated using a Markov multi-state
model (using the msm package in R) based on the pooled study
population from BALATON and COMINO. Differences between the studies

were captured using a study covariate.
e Demographic and ocular baseline characteristics were summarised by study

¢ Injection frequency for faricimab was summarised by study.
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Cost inputs

A 20. Priority question: The cost of an injection was estimated as the difference
in costs between an injection administration visit and a monitoring visit based
on the calculations performed by the evidence review group (ERG) in the
appraisal of aflibercept for DMO (TA346). As the TA346 guidance was published
in 2015, please explain if these costs are still considered relevant to be used in
the current setting, if and how they were validated, and if (and how) they were
adjusted for inflation or if they were updated using more recent available

sources (NHS costing manual or any other source).

In the absence of a robust estimate for the cost of an injection administration, the cost
of an injection administration was sourced from the ERG report in the appraisal of
aflibercept for DMO (TA346) (14). The cost was estimated as the difference between
the cost of an administration injection visit and a monitoring visit. This was validated
as reasonable by clinicians as there was no alternative and was recently used as the

assumption in Faricimab for treating diabetic macular oedema (TA799) (8).
Company results

A 21. Priority question: Please confirm if the proportionate interval dosing
presented in Table 33 has only been included in the scenario analyses. Please
explain how the values in Table 33 have been used to derive the values (for the
injection frequencies in the treatment, maintenance and rest of life phases)
presented in Table 41 and Table 42 for the proportionate interval dosing

scenario analyses. Please give a detailed explanation of the computations.

Yes, this has only been included in the scenario analysis. To derive the injection
frequencies, for faricimab the BALATON and COMINO trials were used to inform the
percentage of patients on the specified dosing regimen at week 68. Please note, these
are patients who were capped at this frequency, for instance if they had been on a
longer duration and had to be reduced, they were captured at the reduced frequency.
For aflibercept and ranibizumab, the values were informed by the proportions of
patients on dosing between Q4W to Q16W based on the CENTERA study (15) and
Casselholm De Salles (16) respectively. The frequencies and how they translate into

the respective administrations per weekly cycle for each cohort (Q4W - Q16W) were
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modelled explicitly (please see sheets "Administration frequency" columns BM and
following). These results were averaged to match the 4-weekly model cycle in the

respective model phase ("treatment”, "maintenance" and "rest of life").

A 22. Priority question: The total costs presented in the CS seem to be
accounting for informal care costs and travel costs which does not match to the
company’s description of the cost items included in the base case results. In
Table 37 for instance, the mean total costs are not equal to the sum of the drug
acquisition and administration costs, and the costs of visual impairment. Based
on the model, it seems that the mean total costs presented throughout the
submission consider travel and informal care costs. If this is an error, please

update all results accordingly.

Table 21: Updated base case results (faricimab at net price; aflibercept and

ranibizumab at list price)

Faricimab Aflibercept Ranibizumab
Cost 6mg LP— T&E 2mgLP - T&E | 0.5mgLP — T&E

BRVO | CRVO | BRVO | CRVO | BRVO | CRVO
Drug cost I | 535,856 | £34,551 | £24,228 | £23,350

Administration cost B B | 55543 | 515,006 | £15,553 | £15,108

Additional monitoring cost £0 £0 £0 £0 £0 £0

AE management cost £0 £0 £0 £0 £0 £0

Costs of visual impairment £1,313 £760 £1,313 £760 £1,313 £760

Mean total cost B B | 552712 | 547,490 | £41,004 | £36,333
Incremental cost vs faricimab N/A - - - -

Table 22: Updated threshold analysis: incremental cost of faricimab compared with

aflibercept and ranibizumab at varying list price discount levels

Aflibercept Ranibizumab
- . Incremental cost vs Discounted Incremental cost vs
Discount Discounted faricimab ranibizumab faricimab
aflibercept price .
price
BRVO CRVO BRVO CRVO

0% rgrec0 | NN | M | 55100 i
N N B

10% £734.40 £495.90
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20% £652.80
30% £571.20
40% £489.60
50% £408.00
55% £367.20
60% £326.40
65% £285.60

Table 23: Updated scenario analyses results (with faricimab at net prices; aflibercept
and ranibizumab at list price) [BRVO]

Increment o EliEnE Increment J ElEnE
Base from base from base
Scenario - Scenario 2l FOSt Vs case el C.O.St Vs case
aflibercep | . ranibizum | .
case t increment ab increment
al cost al cost
Base-case - - - N/A N/A
Model | 66 50 years | N
startin ear | |
age ’ ! s 75 years - -
Discount
count | 3 59, 1.5% — N
LP —
afibercept | Lp | @4weswiatewiate | N | N/A N/A
; W) [T&E]
dosing —
regimen | T&E LP — PRN (TD) B e N/A N/A
LP — T&E (TD) B N/A N/A
LP —
Ranibizum | Lp | Q4W/Q8W/Q12W/Q16 N/A N/A I
- W) [T&E]
ab dosing — I
regmen | T&E | LP — PRN (TD) N/A N/A B e
LP — T&E (TD) N/A N/A B e

LP, loading phase; T&E, treat and extend; QXW, one injection every X weeks; TD, Trial-based dosing

Table 24: Updated scenario analyses results (with faricimab at net prices; aflibercept
and ranibizumab at list price) [CRVO]

% change % change
Increment Increment
Base from base from base
. . al cost vs al cost vs
Scenario - Scenario . case o case
aflibercep | . ranibizum | .
case increment increment
t ab
al cost al cost
Base-case - - N/A N/A
starting year
age s 75 years Il B B
Discount
o | 3.5% 1.5% Il B B
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LP —
afibercept | Lp | @aweswatzwiate | [N | N N/A N/A
i W) [T&E]
dosing —
regimen | T&E LP — PRN (ITD) B N/A N/A
LP — T&E (ITD) B N/A N/A
LP —
Ranibizum | Lp | Q4W/Q8W/Q12W/Q16 N/A N/A I e
ab dosing | — W) [T&E]
regimen | T&E LP — PRN (ITD) N/A N/A e ]
LP  TaE (D — BN

LP, loading phase; T&E, treat and extend; QXW, one injection every X weeks, TD, Trial-based dosing

Inclusion of travel and informal care costs was in error. Base case results and scenario
analyses excluding those have been run and can be seen above. Changes to the

results are negligible with minimal changes in results.

A 23. Priority question: Please include all the scenario analyses presented in
the CS in the macro in the Excel models that automates the running of

scenarios.

In order to change settings within the model for the different scenarios, for regimen
changes the drop down menu lists the different regimens further explained in the CS.
For discount rate and starting age, the changes need to be made in the Model inputs
sheet with the required numbers. Please see Table 25 below for cells to be amended

to run the scenarios.

Table 25: Scenario changes

Scenario Changes
Dosing regimen Cells E27-E29
Model starting age Cell F29
Discount rate Cell F17

: Textual clarification and additional points

A 24.0n page 94 of the CS it is mentioned that: “In order to obtain the annual
probability, total patient numbers in both trials divides patients discontinuing within the
trials less the number of deaths.” It seems like this sentence is incomplete. Please edit
accordingly.

The statement is correct, to illustrate the meaning of the statement, using the table
referenced for treatment phase (untii week 24) the statement implies (patients
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discontinuing trials - number of deaths) all divided by total number of patients and
annualised to establish the probability i.e. [(38-4)/1282]*100=5.7%

Table 26: Treatment discontinuation probabilities

Excluding
Patients deat_hs_ as .
discontinuing i [ .. _Annu_allsec_i
BALATON and accc:unted N Annualisation dlscor;tlrl\)LIJI.atlon
COMINO or probability
separately in
the model
Treatment
phase (until 26+12 3+1 729+553 52124 5.7%
week 24)
Maintenance
phase (week 52+48 4+3 729+553 52/48 7.9%
24 - week 72)

A 25. Several documents are missing from the submission reference pack. These

include the following as referenced in Document B:

Refs #3, #4 and #8

Ref #19 (Draft SmPC for faricimab) — this appears to be the same as #70 but
please provide both if they are different

Refs #20, #32, #40, #48, #49

Refs #57, #58, #59, #60 (clinical study reports for the BALATON and COMINO
RCTs)

Refs #70 (see above) and #71

In the reference lists for Document B and the Appendices document, details for
some references indicate that they should be available online (i.e., an access
date is shown) but do not include a link. Examples include #1, #2 and #4 of
Document B but the list also includes others. It is helpful that the company has
now provided full details in the updated RIS file but please could an updated

reference list with full access details also be provided.

Fifteen references have been requested - as two of these (Vabysmo proposed SmPC

and Vabysmo proposed USPI) are duplicates, thirteen documents have been

provided. Please note that the SmPC provided is a draft as it is not currently approved
by the MHRA.
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N I c National Institute for
Health and Care Excellence
Cost Comparison Appraisal
Faricimab for treating macular oedema caused by retinal vein occlusion [ID6197]
Patient Organisation Submission

Thank you for agreeing to give us your organisation’s views on this technology and its possible use in the NHS.
You can provide a unique perspective on conditions and their treatment that is not typically available from other sources.
To help you give your views, please use this questionnaire with our guide for patient submissions.

You do not have to answer every question — they are prompts to guide you. The text boxes will expand as you type. [Please
note that declarations of interests relevant to this topic are compulsory].

Information on completing this submission

e Please do not embed documents (such as a PDF) in a submission because this may lead to the information being
mislaid or make the submission unreadable

e We are committed to meeting the requirements of copyright legislation. If you intend to include journal articles in your
submission you must have copyright clearance for these articles. We can accept journal articles in NICE Docs.

¢ Your response should not be longer than 10 pages.
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NIC

About you

National Institute for
Health and Care Excellence

1.Your name

2. Name of organisation

MACULAR SOCIETY

3. Job title or position

4a. Brief description of
the organisation
(including who funds it).
How many members does
it have?

The Macular Society is the leading national charity fighting to end sight loss caused by macular disease. Every
day over 300 people in the UK face the shock of a diagnosis of macular disease. This sight loss can rob people
of their independence, leaving them unable to drive, read or recognise their family. Our members tell us what a
profoundly isolating condition it is. People with macular disease are seven times more likely to feel distressed
or depressed. We help people adapt to life with sight loss, regain their confidence and independence and take
back control of their lives. We are one of the few sight loss charities that actively fund and support medical
research into macular disease.

With the exception of the details in the answer to 4b, all our income is fundraised from legacies, grants,
donations from individuals and fundraising activities such as our lottery, raffle, appeals and community and
challenge events.

We have 15,000 members who we communicate with on a regular basis, an e-newsletter that is sent monthly to
100,000 people, 370,000 website visitors a year and our Helpline responds to over 16,000 queries a year.

4b. Has the organisation
received any funding from
the company bringing the
treatment to NICE for
evaluation or any of the
comparator treatment
companies in the last 12
months? [Relevant
companies are listed in

AbbVie — Oct 23 - £160 (advisory board support)

Bayer - £0

Biogen — Mar 23 - £1,183 (engagement at UK cycle meeting and patient find fee), Jun 23 - £26,802 (grant to
support helpline)

Genus Pharmaceuticals - £0

Novartis — July 23 - £745 (advisory board support), Aug 23 - £649 (volunteering advisory support)

Teva UK - £0
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NIC

National Institute for
Health and Care Excellence

the appraisal stakeholder
list.]

If so, please state the
name of the company,
amount, and purpose of
funding.

4c. Do you have any NO

direct or indirect links

with, or funding from, the

tobacco industry?

5. How did you gather Wet AMD survey

information about the
experiences of patients
and carers to include in
your submission?

A survey was conducted by the Macular Society in early 2020 to understand the burden that frequent
anti-VEGF injections and ophthalmology appointments has on wet AMD patients and their carers or
family. A total of 449 responses were received from across the UK. A full report was published August
2020.

Service users

Users of the charity’s services, such as our Befriending service and Helpline are surveyed every other
year. We also survey our volunteers every other year, most of our volunteers are also affected by
macular disease.

Local peer support groups

Our Regional Managers who manage our network of around 350 local groups across the UK feedback
regularly. They are our ‘frontline’, having face to face (or phone to phone) interaction every day with
people affected by macular disease.

We gather case studies which record the experiences of individuals living with macular disease and
the impact on their families and carers.

We use our social media channels to interact with people with macular disease and provide
information and advice. It is also an important way for people to find others with the same condition
where they have a rare form of macular disease and to share experiences.
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N I c National Institute for
Health and Care Excellence

Living with the condition

6. What is it like to live
with the condition? What
do carers experience
when caring for someone
with the condition?

Retinal vein occlusion can significantly reduce vision-related quality of life, particularly in more severe cases. A
study which examined the vision-related quality of life (VRQoL) in different subgroups of RVO patients showed
overall, RVO patients had a significantly lower total National Eye Institute Visual Functioning Questionnaire-25
(NEI-VFQ-25) score compared to healthy individuals, except in the subscale analysis of specific factors such as
ocular pain, colour vision, and driving, where no statistically significant difference was observed. A statistically
significant difference was found in the comparison of subgroups, indicating lower VRQoL in central retinal vein
occlusion (CRVO) patients. Furthermore, a significant correlation was observed between lower VRQoL and
decreased vision as well as longer disease duration.

Loss of central vision through RVO can be very frustrating and can greatly affect everyday life as well as
financially impact due to changes in employment and ability to drive. RVO can occur in young patients with an
estimated global prevalence of 0.26% in people age 30—-39 years and 0.44% in people age 40—49 years. The
need for intravitreal anti-VEGEF is less in young patients with CRVO. However, at least 20% of patients develop
poor visual outcome with severe neovascular complications.

Some people with RVO experience visual hallucinations called Charles Bonnet syndrome which adds another
level of impact on health and mental well-being.

Family and carers

There is a significant burden on family and carers supporting a patient with RVO. A patient with RVO needs to
adapt and change to the emotional and practical impacts of the condition and will often rely on family and carers
to provide additional support.
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N I c National Institute for
Health and Care Excellence

Current treatment of the condition in the NHS

7. What do patients or Responses from callers to the Macular Society Helpline overwhelmingly report how wonderful the NHS is. Many
carers think of current agree their treatment maintains their sight and can be anxious when treatment intervals are extended or
treatments and care stopped.

available on the NHS? . . . I . -
However, personal experiences of cancelled appointments, frustration over communication with clinics, many

hours spent waiting around in clinic, are all common themes.

Injections are not available in local health care settings, meaning many patients travel a good distance to attend
injection clinics and need a driver to accompany them.

8. Is there an unmet need

for patients with this
condition? There is a need for longer acting treatments to reduce the time between treatment and injections.

There is no current cure for the condition and treatments can only manage and stabilise the sight loss.
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Advantages of the technology

9. What do patients or
carers think are the
advantages of the
technology?

Each appointment where there may be an intravitreal injection can cause anxiety. In our survey of
patients with wet AMD, 31% of patients reported always feeling anxious about injection appointments
and 24% reported that they were sometimes anxious. When asked to say which of 4 statements on
appointments was most important to them, 39% said that ‘Keeping the same level of vision with fewer
injections’ was most important.

Some people also experience pain and discomfort following eye injections and a very small minority can
suffer serious complications, such as an infection.

Monthly eye clinic appointments can disrupt to day to day life, particularly where patients need to be
accompanied to appointments by family or friends, who may need to take time off work. There will also
be the cost to the patient of attending the eye clinic, such as taxi or bus fares and parking fees. In our
survey 62% of patients said that they are driven to hospital by family or friends and 28% take public
transport.

Patients will also welcome that faricimab is a new innovation in treatment as it is dual action targeting
both angiopoietin (Ang-2) and vascular endothelial growth factor (VEGF). This offers additional hope to
currently available treatments.
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N I c National Institute for
Health and Care Excellence

Disadvantages of the technology

10. What do patients or
carers think are the
disadvantages of the
technology?

The main disadvantage is that it will be an intravitreal injection which may need to be given every 4
weeks for up to 6 months. Appointments at an eye clinic, with all the attendant difficulties of travelling,
needing someone to accompany them, costs of transport and hours at the hospital, will still be required.

Intravitreal injections carry a very small but serious risk of sight loss due to complications, such as
endophthalmitis.

Some patients can also experience significant pain for a short time afterwards due to corneal abrasion or
drying of the cornea, which can be alleviated with lubricating gel.

Patient population

11. Are there any groups of
patients who might benefit
more or less from the
technology than others? If
so, please describe them
and explain why.

No
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Health and Care Excellence

Equality

12. Are there any potential | Yes, age and disability are issues that need to be considered. As the drugs currently available are not a cure and
equality issues that should | do not work effectively in everyone. A proportion of patients will still experience significant sight loss such that

be taken into account when | they will be registered as sight impaired or severely sight impaired.

considering this condition
and the technology?

Other issues

13. Are there any other No
issues that you would like
the committee to consider?

Key messages

14. In up to 5 bullet ¢ RVO has the potential to significantly affect the quality of life of those affected through loss of central vision
points, please summarise |, \yorking age people as well as older people can be affected, potentially impacting on employment.

the key messages of your . o . . , , .
submission. e Loss of central vision can significantly impact family and friends who provide support to patients to manage
day to day tasks and access treatment.

e Faricimab will be a useful addition to the drugs currently available to treat RVO
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Thank you for your time.
Please log in to your NICE Docs account to upload your completed submission.
Your privacy
The information that you provide on this form will be used to contact you about the topic above.

Please select YES if you would like to receive information about other NICE topics - YES or NO

For more information about how we process your personal data please see our privacy notice.
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pm Micrometre (or micron)

AE Adverse event

AFL Aflibercept

ANCOVA Analysis of covariance

BCVA Best-corrected visual acuity

BM Bruch’s membrane

BRVO Branched retinal vein occlusion

BSC Best supportive care

CDSR Cochrane Database of Systematic Reviews
CENTRAL Cochrane Central Register of Controlled Trials
CIl Confidence interval

CiC Commercial in confidence

CMH Cochran Mantel-Haenszel

CMU Commercial Medicines Unit

Crl Credible interval

CRVO Central retinal vein occlusion

CS Company submission

CSR Clinical study report

CST Central subfield thickness

DARE Database of Abstracts of Reviews of Effects
DIC Deviance Information Criterion

DMO Diabetic macular oedema

DP Decision problem

EAG External Assessment Group

EMA European Medicines Agency

EUR Erasmus University Rotterdam

FAR Faricimab

FDA Food and Drug Administration

FFA Fundus fluorescein angiography

HR Hazard ratio

HRQoL Health-related quality of life

HRVO Hemi-retinal vein occlusion

HSUV Health-state utility value

HTA Health Technology Assessment

ILM Internal limiting membrane

Incr. Incremental

IRF Intra-retinal fluid

ITT Intention-to-treat

IVT Intravitreal (injection)

KSR Kleijnen Systematic Reviews Ltd

MA Marketing authorisation

MMRM Mixed-effect model of repeated measures
MO Macular oedema

NA Not available

N/A Not applicable

NEI VFQ-25 National Eye Institute 25-Item Visual Function Questionnaire
NHS National Health Service

NHS EED National Health Service Economic Evaluation Database
NICE National Institute for Health and Care Excellence
NIHR National Institute for Health Research

NL Netherlands

NMA Network meta-analysis

OCT Optical coherence tomography



OR
PAS
PRN
PTI
Q4w
Q8W
Q12w
Qlew
RAN
RCO
RCT
RE
RoB
RVO
SD
SD

SE
SLR
SmPC
SRF
STA
T&E
TA
TSD
UK
VA
VEGF

Odds ratio

Patient Access Scheme

Pro re nata (meaning “when required”)
Personalised treatment interval
Once every 4 weeks

Once every 8 weeks

Once every 12 weeks

Once every 16 weeks
Ranibizumab

Royal College of Ophthalmologists
Randomised controlled trial
Random effects

Risk of bias

Retinal vein occlusion

Single dose

Standard deviation

Standard error

Systematic literature review
Summary of product characteristics
Sub-retinal fluid

Single Technology Appraisal

Treat and extend

Technology Assessment

Technical Support Document
United Kingdom

Visual acuity

Vascular endothelial growth factor
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1. Summary of the EAG’s view of the company’s cost-comparison case

The External Assessment Group (EAG) believes that the company has demonstrated that faricimab is
equivalent to at least one of the other technologies in the treatment of macular oedema (MO) secondary
to retinal vein occlusion (RVO), aflibercept, and therefore a cost-comparison case is appropriate. This
is based on two randomised controlled trials (RCTs) of the same design (BALATON and COMINO'-?)
that compared faricimab 6 mg given once every four weeks (Q4W) with aflibercept 2 mg Q4W for a
follow-up period of 24 weeks (Part 1), after which, in Part 2, there was no active control. The
BALATON RCT? studied patients with MO secondary to branched retinal vein occlusion (BRVO)
whilst COMINO! studied patients with MO due to central retinal vein occlusion (CRVO) or hemi-
retinal vein occlusion (HRVO). Note that Part 1 employed a dose schedule that is consistent with the
marketing  authorisation =~ (MA), at least until  patients are  switched to

(Table 2  of
Document B of the company submission [CS]).* The dose of aflibercept was also consistent with that
recommended in the latest Royal College of Ophthalmologists (RCO) guidelines although the dosing
interval is specified as: “...at least 4 weeks.” (page 19).* Therefore, the EAG would caveat the
conclusion of equivalence with the assumption that the two treatments would be administered at a
similar rate in clinical practice.

Generally, measures of effectiveness showed no statistically significant difference. There was overlap
in the 95% confidence intervals (Cls) and differences in the point estimates were minimal, including
for the primary outcome mean change from baseline in best-corrected visual acuity (BCVA) at week
24.3 In BALATON,? the adjusted mean BCVA change from baseline was 16.9 and 17.5 letters in the
faricimab Q4W and aflibercept Q4W arms, respectively; the difference was -0.6 letters (95% CI: -2.2,
1.1).* In COMINO!, the adjusted mean change in BCVA from baseline was 16.9 and 17.3 letters in the
faricimab Q4W and aflibercept Q4W arms, respectively; the difference was -0.4 letters (95% CI: -2.5,
1.6).> The difference in BCVA letters between faricimab and aflibercept in both BALATON? and
COMINO! was within the +/- 4 letter non inferiority margin as defined in Document B of the
CS (Section B.3.6.1).> Similar results were found for sensitivity analyses using a different method of
imputation or analysis population (Table 10 of Document B of the CS).* At week 24, there was -
, in central
subfield thickness (CST) (page 50 of Document B of the CS?®) and the proportion of patients with
absence of macular leakage at week 24 was actually statistically significantly higher for faricimab in
both trials (33.6% versus 21.0% in BALATON? and 44.4% versus 30.0% in COMINO).* | Gz

I - other details on outcomes for the BALATON? and COMINO!

RCTs are provided in Section 3 of this report.

Note that the scope and MA preclude HRVO, which was the aetiology for some patients in COMINO!,
but the number of these patients was small - and - in the faricimab and aflibercept arms
respectively).!

The company also claimed equivalence between faricimab and ranibizumab. For a cost-comparison to
be appropriate, equivalence only has to be demonstrated with one treatment that is in use in United
Kingdom (UK) clinical practice. However, the economic model does assume this for ranibizumab as



well as aflibercept and so its validity might be important to establish. The opinion of the EAG is that
the network meta-analysis (NMA) used by the company to demonstrate equivalence does appear to
show equivalence. However, the same caveat applies to the application of these results to clinical
practice as with aflibercept i.e. it depends on the rate of dosing. In fact, the clinical expert consulted by
the EAG indicated that aflibercept would be preferred to ranibizumab because of the greater potential
to extend the dosing interval under the T&E regimen: “First, Aflibercept is the anti-vascular endothelial
growth factor (anti-VEGF) of choice nowadays. Both Aflibercept and Ranibizumab drugs have proven
efficacy and safety. However, Aflibercept offers longer durability of effect (therefore longer treatment
intervals) on patients requiring going on treat&extend regimens (the majority) due to recurrence of
macular oedema after an initial loading phase of 3 monthly injections. This is mostly due to Aflibercept
inhibiting various forms of VEGF as opposed to Ranibizumab. So, I would say with a high degree of
confidence that Ranibizumab is becoming an obsolete drug due to being replaced by better and more
durable alternatives.” (page 1).°



2. Critique of the decision problem in the company’s submission

In terms of population, as opposed to the National Institute for Health and Care Excellence (NICE)
Final Scope,® the company’s decision problem (DP) focuses only on adults and those with visual
impairment. This is consistent with the proposed MA.* 1t is also consistent with the RCTs comparing
faricimab with aflibercept, BALATON and COMINO, " ? although with the extra criterion that patients
should be naive to anti-VEGF treatment.

EAG comment: The EAG would therefore suggest that a recommendation be made only for this
subgroup, i.e., omitting children, those without a visual impairment or anyone with anti-VEGF
treatment experience.

The intervention in the key trials and the cost-only comparison is consistent with that in the NICE Final
Scope (which simply states “Faricimab”).>° As outlined in Section 1, the BALATON and COMINO"
2 RCTs both compare faricimab 6 mg Q4W with aflibercept 2 mg Q4W for a follow-up period of
24 weeks (Part 1), followed by a phase with no active control (Part 2)."2 Part 1 employed a dose

schedule consistent with the MA, at least until patients are switched to _

Two of the comparators in the DP are consistent with the NICE Final Scope i.e. aflibercept and
ranibizumab.> ® As outlined in Section 1, the dose of aflibercept in the two RCTs comparing this with
faricimab was also consistent with that recommended in the latest RCO guidelines although the dosing
interval is specified as: “...at least 4 weeks.” (page 19).* The dose of ranibizumab in the RCTs included
in the NMA (see Appendix D of the CS’) is 0.5 mg, which is also consistent with the RCO guidelines.
The dosing interval in the guidelines also seems to be identical to the faricimab MA i.e. “The interval
between 2 injections is at least 4 weeks.” (page 19).* In the NMA, the comparisons are only for the
controlled period of the RCTs such that the dosing intervals for both faricimab and aflibercept are Q4W,
but for ranibizumab two dosing intervals are compared, one of which is Q4W and the other is as
required (i.e., pro re nata, or PRN). In fact, as stated in Section 1, the EAG clinical expert stated that he
would not prescribe ranibizumab.>

An additional comparator, dexamethasone intravitreal implant (for BRVO only after laser
photocoagulation has been tried, or is not suitable) is listed in the NICE Final Scope,® but does not
feature in the company’s DP.® The clinical experts enlisted by the company suggested that
dexamethasone implants would not be used in clinical practice due to inferior efficacy compared to
anti-VEGFs and a less favourable safety profile, and may only be used in patients who do not respond
to anti-VEGF products (Section B.1.3.2 of Document B of the CS?). However, the clinical expert
enlisted by the EAG confirmed that this product is used in clinical practice in the UK National Health
Service (NHS) and this is also indicated by clinical guidelines.** The EAG’s clinical expert suggested
that the proportion of aflibercept and dexamethasone implant prescription is 80/20% respectively at
baseline, with 20% to 30% of anti-VEGF starters offered dexamethasone as an alternative treatment
during the treatment course because of difficulty in committing to monthly anti-VEGF
injections (dexamethasone implants have longer durability) and possible contraindication to anti-VEGF
treatment because of a recent cardiovascular event. It is also important to note that the dosing of
dexamethasone implant appears to be effectively PRN i.e. “...re-treatment may be required at 4-
6 monthly intervals until visual stability is obtained.” (page 35).* This 4—6-month durability was
confirmed by the EAG clinical expert.> This would probably make the RCTs of PRN use in the NMA
more relevant than single dose (SD) administration (see Section 3.3). This could be important given



that there seems to be equivalence with faricimab of effectiveness for PRN, but superiority for faricimab
over SD.

All points considered, the EAG’s view is that dexamethasone implant should have been considered as
a comparator in the NMA and the cost-effectiveness analysis.

Two outcomes listed in the NICE Final Scope® and company’s DP? are not represented in the
NMA (overall visual function and health related quality of life [HRQoL]*°).

The omission of potentially relevant outcomes constitutes a limitation to the presented evidence as
comparability between treatments remains uncertain unless all relevant health outcomes are considered,
particularly those that are patient-reported such as HRQoL.
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3. Summary of the EAG’s critique of clinical effectiveness evidence
submitted

3.1 Systematic literature review methods

The study eligibility criteria for the systematic literature review (SLR)’ are broadly aligned with the
domains presented in the NICE Final Scope® and the company’s DP? and with the therapeutic indication
described in the proposed summary of product characteristics (SmPC) for faricimab.! However, the
EAG noted that the SLR eligibility criteria included additional comparators (e.g., bevacizumab, laser
therapy) and outcomes (e.g., SRF, IRF, treatment frequency, legal blindness) that were not listed in the
NICE Final Scope or DP.%’

The searches covered a broad range of resources including MEDLINE (including In-Process & Other
Non-Indexed Citations, Epub Ahead of Print and MEDLINE® Daily), EMBASE and Cochrane Central
Register of Controlled Trials (CENTRAL), Cochrane Database of Systematic Reviews (CDSR) and
Database of Abstracts of Reviews of Effects (DARE), all via OvidSP. Additional searches were carried
out for nine conference proceedings held between 2019-2023, four Health Technology
Assessment (HTA) agencies, Clinical Trials.gov and three Government websites: UK, United States
Food and Drug Administration (FDA) and European Medicines Agency (EMA). Searches were
conducted on 3 April 2023 and updated 6 December 2023. Full details can be found in Document B

and Appendix D of the CS and the company’s response to clarification questions.* 7!

EAG comment: The CS, Appendix D and the company’s response to clarification provided sufficient
details for the EAG to appraise the literature searches. Searches were transparent and reproducible, and
comprehensive strategies were used.> " !'! The SLR may have benefitted from separate adverse
events (AEs) searches conducted to capture long-term, rare or unanticipated AEs that are less likely to
be retrieved by searches containing an RCT filter'? as reported in Appendix D of the CS.” Overall, the
EAG has no major concerns about the literature searches conducted.

Identified studies were assessed for eligibility at both the title and abstract and full-text screening stages
by two independent reviewers. Disagreements were resolved by consulting an advisor.” Data from
included studies were extracted into a pre-specified data extraction table in Microsoft® Excel® by a
single reviewer and checked by a second, independent reviewer. Disputes were referred to an advisor
for reconciliation.” '' Assessment of risk of bias (RoB) was undertaken by two reviewers and
disagreements were resolved by discussion or consultation with additional referees. The reviewers used
the seven-criteria checklist provided in Section 2.5 of the NICE Single Technology Appraisal (STA)
user guide.!® Tabulation of studies excluded at the full text screening stage together with reasons for
exclusion was provided as part of the company’s response to clarification questions.!!

Considering the information provided in Appendix D of the CS’ and the response to clarification
questions,'! the EAG is satisfied with the conduct of the clinical effectiveness SLR.

3.2 Identified randomised controlled trials
Information on the included RCTs was gleaned from Document B* and Appendices D to H (inclusive)’
of the CS and the company’s clarification response documents.® °- !

Appendix D of the CS (Section D.1.7 and Figure 1) indicates that 39 studies (reported in 57 papers)
were included in the clinical effectiveness SLR.” Of these, 20 RCTs were included in the NMA. The
company’s clinical feasibility assessment document provides details of eligibility for inclusion in the
NMA (Table 2) as well as listing the 19 excluded studies, specifying reasons for exclusion (Table 4).°
Of note, separate sets of eligibility criteria were presented for the SLR (Table 1 of Appendix D of the
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CS’) and the NMA (Table 2 of the clinical feasibility assessment document’), with the latter being
slightly narrower by comparison, particularly with regard to the list of outcomes.

The two aforementioned RCTs (BALATON and COMINO) were included in the NMA and had data
available from CSRs.! % %15 As outlined previously, these two RCTs shared similar protocols and both
compared faricimab with aflibercept. The main distinction was in the population characteristics with
BALATON? recruiting participants with MO secondary to BRVO whilst COMINO! enrolled those with
CRVO or HRVO. The study design, methods, baseline data and outcomes from these two RCTs were
reported in detail in the CS.>7 Details of study design, population characteristics, endpoint definitions
and RoB of the remaining 18 RCTs were made available as a result of the clarification process.’

As already outlined (see Section 2 of this report) the trial populations of BALATON and COMINO
were narrower than that described in the company’s DP in that eligible participants had to be naive to
anti-VEGF treatment." 2 Otherwise, the two RCTs were aligned to the DP.

Table 16 of Appendix D of the CS presented the company’s RoB assessment of the BALATON and
COMINO RCTs, assigning a low RoB judgement overall as well as for every individual domain.” The
EAG conducted an independent assessment based on the CSRs' 2 and whilst agreeing with most parts
of the company’s assessment, noted the possibility of baseline imbalance in both RCTs.

BALATON recruited more males to the faricimab arm (- versus - in the aflibercept arm).? In
addition, the number of participants from specific Asian races differed with respective proportions being
- versus - Korean and - Versus - Japanese participants. In terms of ocular baseline
characteristics, fewer participants with a right-sided study eye were assigned to the faricimab arm (-
versus [ for aflibercept). In addition, the number of months since RVO diagnosis was more variable
among participants assigned to aflibercept: minimum to maximum ranges were - for faricimab and
- for aflibercept. However, these data could be explained by the presence of outliers.> In the
COMINO RCT, the proportion of participants of unknown race was greater in the faricimab arm (i
compared with - for aflibercept).! The impact of these potential baseline imbalances on estimation
of treatment effect is unclear.

Table 1 provides an overview of outcomes during Part 1 of the BALATON? and COMINO' RCTs and
includes outcomes listed in the NICE Final Scope® and DP and those assessed in the NMA. The results
generally indicate equivalence between faricimab and aflibercept with the exception of the outcome of
absence of macular leakage (also shown in Table 1) which suggests a more favourable outcome among
participants assigned to faricimab. Only the main outcomes are shown in Table 1: these were generally
consistent with other analyses, i.e., across population disease subgroups, different analysis populations
and using different methods of estimation.'
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Table 3.1: Overview of outcomes for Part 1 of BALATON and COMINO RCTs

population (CMH
weighted estimates) ¢

BALATON (BRVO) COMINO (CRVO or HRVO)
FAR 6_mg ?4W AFL 2_mg ?4W Difference in FAR 6_mg aQ4W AFL 2_mg ?4W Difference in
(N=276") (N=277%) . (N=366%) (N=363%) .
. . adjusted means . . adjusted means
Adjusted mean Adjusted mean (95% CI) ® Adjusted mean Adjusted mean (95% CI) *
(95% CI) * (95% CI) * ¢ (95% CI) ® (95% CI) ® ¢
Change from baseline in BCVA in the study eye at 24 weeks
Mean (SE) baseline
BCVA ® 57.5(0.78) 57.6 (0.73) - 50.2 (0.85) 50.7 (0.86) -
Main analysis 0.4 (2.5 t0 1.6)
(MMRM) in ITT 16.9 (15.7t0 18.1) | 17.5(16.3 to 18.6) -0.6 (-2.2t0 1.1)°¢ 169 (15.4t0 18.3) | 17.3 (15.9 to 18.8) ’ A ’
population
Proportion of patients gaining >15 letters in BCVA from baseline at 24 weeks
Main analysis in ITT _ _ _
population (CMH
weighted estimates) ¢
Proportion of patients gaining >10 letters in BCVA from baseline at 24 weeks
Main analysis in ITT | [ NESSEEEE I I

Proportion of patients gaining =5 letters in BCVA from baseline at 24 weeks

Main analysis in ITT
population (CMH
weighted estimates) ¢

Proportion of patients gaining >0 letters in BCVA from baseline at 24 weeks

Main analysis in ITT
population (CMH
weighted estimates) ¢
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BALATON (BRVO) COMINO (CRVO or HRVO)
FAR 6_mg ?4W AFL Z_mg 94W Difference in FAR 6_mg ?4W AFL 2_mg ?4W Difference in
(N=276") (N=277%) . (N=366%) (N=363%) .
. . adjusted means . . adjusted means
Adjusted mean Adjusted mean (95% CI) ® Adjusted mean Adjusted mean (95% CI) ®
(95% CI) * (95% CI) * ¢ (95% CI) * (95% CI) * ¢

Change from baseline in CST (ILM-BM) in the study eye at 24 weeks
Mean (SE) baseline I I I I
CST! ) i
Analysis (MMRM) in | [ EESEEEE I I I I I
ITT population ¢
Change in NEI VFQ-25 composite score ° at 24 weeks
Mean baseline score > | [ NS I I I
a - -
Adjusted mean I I I I I I
change from baseline
(ANCOVA method)
in ITT population ¢
Ocular AEs in the study eye prior to 24 weeks
Number of patients I I I I
with >1 ocular AE in
safety-evaluable i
population ¢
Number of events in I I I I
safety-evaluable -
population ¢
All cause discontinuation prior to 24 weeks
Analysis in ITT I I ] I I ]
population ¢
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BALATON (BRVO) COMINO (CRVO or HRVO)
FAR 6 mg Q4W AFL 2 mg Q4W FAR 6 mg Q4W AFL 2 mg Q4W

Difference in Difference in

W=l (W= adjusted means (N0 (N=ElB) adjusted means
Adjusted mean Adjusted mean 295‘7 CI) ® Adjusted mean Adjusted mean :9 5% CI) ®
(95% CI) * (95% CI) * ¢ (95% CI) * (95% CI) * ¢

Patients with absence of macular leakage in the study eye’ at 24 weeks

Number of patient I I I I I I

with absence of
macular leakage at
baseline %2

Number of patients N N N N N N

with absence of
macular leakage at 24
weeks ¢

Based on Section B.3.6, Table 10 and Figure 21 of Document B of the CS;* Section 5.1.3.3.1, Tables 2, 9, 12 and 15 and pages 421 and 459 of the primary CSR for
BALATON;? and Section 5.1.3.3.1, Tables 2, 9, 12 and 15 and pages 459 and 503 of the primary CSR for COMINO.!

The data cut-off dates are July 2022 for BALATON? and August 2022 for COMINO.!

2 Unless otherwise stated; ® Values are non-adjusted.'*; ¢ For the primary analysis, if the lower bound of the two-sided 95% CI for the difference in adjusted means of the
two treatments is greater than — four letters (the non-inferiority margin), then faricimab is considered non-inferior to aflibercept.’; ¢ From CSR."2; ¢ Maximum score 100;
higher scores suggest better quality of life.":?; f Based on FFA."?; ¢ In population with FFA images of sufficient quality for macular leakage grading.'-?

pm = micrometre (or micron); AE = adverse event; AFL = aflibercept; ANCOVA = analysis of covariance; BCVA = best-corrected visual acuity; BM = Bruch’s membrane;
BRVO = branch retinal vein occlusion; CI = confidence interval; CMH = Cochran Mantel-Haenszel, CRVO = central retinal vein occlusion; CS = company submission;
CSR = clinical study report; CST = central subfield thickness; FAR = faricimab; FFA = fundus fluorescein angiography; HRVO = hemi-retinal vein occlusion; ILM =
internal limiting membrane; ITT = intention-to-treat; MMRM = mixed-effect model of repeated measures; NEI VFQ-25 = National Eye Institute 25-Item Visual Function
Questionnaire; Q4W = one injection every 4 weeks; RCTs = randomised controlled trials; SE = standard error
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33 Observational studies

Appendix L of the CS describes a study performed to assess real-world treatment patterns and outcomes
in patients with MO secondary to BRVO (n=4,484), CRVO (n=3,598) or HRVO (n=650). Patients were
recruited from 16 participating NHS ophthalmology sites in the UK. Three patient cohorts were defined:
Cohortt 1 - “real-world eyes” (all eyes included in the study); Cohort 2 - “trial-like eyes” (eyes aligned
to the participant eligibility criteria for BALATON and COMINO" ?); and Cohort 3 — “trial-matched
eyes” (subset of Cohort 2 comprising eyes matching on the BALATON? and COMINO! patient
characteristics of sex, age, baseline visual acuity (VA) and RVO type (COMINO only).’

When asked for clarification about the contribution of the real-world study to the CS, the company
stated that it was used “as qualitative substantiation” and suggested that the results were supportive of
the notion that a greater proportion of patients receiving anti-VEGF therapy extended to once every
12 weeks (Q12W) and once every 16 weeks (Q16W) than was suggested in the BALATON and
COMINO RCTs!" ? (response to clarification question A7'!). At 68 weeks, the proportion of patients
extending to Q12W and Q16W during Part 2 of the BALATON and COMINO RCTs was -and
B - B csocctively' 2. The closest match to these figures from the real-world study
are those for [l and Il in Cohort 3 (matched to COMINO! and BALATON? on sex, age,
baseline VA, plus RVO type for COMINO).” The company have provided ‘average’ and ‘latest’
estimates, the latter being considerably higher (see Table 3.2).

Table 3.2: Treatment intervals from real-world study

Source: CS Appendices, Tables 62 and 63.7
BRVO = branch retinal vein occlusion; CRVO = central retinal vein occlusion; CS = company submission;
HRVO = hemi-retinal vein occlusion

EAG comment: Although there is some variation, it does appear that the treatment intervals for
ranibizumab and aflibercept are similar up to 5 years. Also, the match between the dosing intervals
reported in the trials and the real-world study is imperfect, but it does appear to show that the treatment
intervals for faricimab are at least as long as for the two comparators.
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34 Summary and critique of network meta-analysis

Network meta-analyses were conducted at week 24 +/-4 weeks for six key outcomes: mean change
from baseline in BCVA and CST, categorical vision changes from baseline, (serious) ocular AEs and
all cause discontinuation.® BRVO and CRVO subgroups analyses for two outcomes, mean change from
baseline in BCVA and CST, were also conducted. The NICE Final Scope outcome of HRQoL was not
subjected to NMA, which might be considered a limitation.®

The NMAs conducted for BCVA, CST, categorical vision, ocular AEs, serious ocular AEs and all cause
discontinuation demonstrated varying results (shown in Table 2).

e For mean change from baseline in BCVA, there was fairly clear evidence of faricimab 6 mg Q4W
generally shows greater improvement in BCVA among all anti-VEGF treatments. The exception
was when compared to aflibercept 2 mg Q4W, where the credible intervals (Crls) include zero,
suggesting non-significant differences. This was conducted with a random effects model, which
was appropriate given the Deviance Information Criteria (DIC) showed the random effects model
providing a better fit. For separate CRVO and BRVO studies, the overall findings support
faricimab's efficacy. The BRVO analysis relies on only indirect comparisons with relatively weak
comparators (laser and sham), which might be regarded as a significant limitation that could
undermine the conclusions. The analysis of categorical BCV A change from baseline was consistent
with the mean change analysis (results not shown here). The results indicate that faricimab 6 mg
Q4W generally outperforms other anti-VEGF treatments, except for aflibercept 2 mg Q4W where
the difference was not statistically significant.

e For mean change from baseline in CST, faricimab 6 mg Q4W was generally more effective
compared to all anti-VEGF treatments except for dexamethasone 0.7 mg PRN where the difference
was not statistically significant. However, faricimab led to a statistically significant reduction in
CST compared to dexamethasone 0.7 mg SD. The use of the random effects model was considered
reasonable, and, although the fixed effects model fitted the data slightly better than the random
effects model according to DIC, the difference is not considered meaningful. Separate network
analyses for CRVO and BRVO populations show consistency with the overall findings, but with
larger uncertainties from fewer studies.

e For ocular AEs, faricimab 6 mg Q4 W is associated with lower odds compared to other comparators,
most notably dexamethasone 0.7 mg SD, with overall evidence suggesting a favourable safety
profile for faricimab. The use of the random effects model was appropriate given the DIC shown
the random effects model providing a better fit. Serious ocular AEs show the same advantage to
faricimab.

e For all cause discontinuation, faricimab demonstrated a lower probability of discontinuation events
compared to most comparators, except for aflibercept Q4W. However, the 95% Crls crossed the
line of no effect (odds ratios (ORs) = 1) for all comparators, which implies a lack of statistical
significance in these differences. The choice of the random effects model as the best fit by DIC,
and fixed effects model were consistent.

In analyses of BRVO and CRVO subgroups, a vague prior sensitivity analysis was used to address the
high level of uncertainty due to the small number of studies and the poor robustness of the network and
previous NMAs for faricimab in diabetic macular oedema (DMO) and neovascular age-related macular
degeneration were used to inform mildly informative priors for between study standard deviation (SD).
The current analysis is for a 6-month timeframe, but the choice was made to use the previous NMA to
provide a priori information on the between-study SD of BCVA and CST scores at 12 months.
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The EAG had two issues with the NMA. Firstly, although Appendix D contains a section referred to as
“Feasibility Assessment”, the only mention of heterogeneity is that it has a “high likelihood” and, on
this basis, a random effects model was chosen (see Technical Support Document [TSD] 3.7 !¢ There is
no mention of consistency (see TSD 4).!7 Therefore, the EAG requested that the company perform a
full feasibility assessment that systematically examines variation between trials in clinical and
methodological characteristics, any potential treatment modifying effect and thus the implications for
the network for any methods to mitigate heterogeneity or inconsistency'! with reference to TSD 3'® and
TSD 4. The EAG also requested a full list of all RCTs included in the NMA with full details including:
trial design; participant flow; participant inclusion and exclusion criteria; participant demographic and
baseline clinical data; treatment schedule for all arms; statistical hypotheses; methods of statistical
analyses; analysis populations; list of all outcomes assessed together with methods of measurement;
full details of all results (per arm and between-group differences) used to estimate clinical effectiveness
and safety and to inform the cost comparison model; and results for relevant population subgroups. In
response, the company have provided a full technical report and separate feasibility assessment.®° The
EAG is satisfied that equivalence has largely been demonstrated with ranibizumab 0.5 mg with the same
dosing interval as faricimab i.e. Q4W. There was overlap of the point of no difference of the 95% Crl
for mean change in baseline in BCVA and CST, with the point estimate slightly in favour of faricimab
when both CRVO and BRVO studies were included in the network. When the networks were limited
by either CRVO or BRVO, there continued to be considerable overlap of the 95% Crl, although the
point estimates were slightly in favour of ranibizumab for BCVA. For CST, this was also the case for
the CRVO population, but the BRVO population did seem to show a point estimate advantage to
ranibizumab that was more substantial.
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Table 3.3: Overview of main outcomes from NMA for FAR versus AFL and FAR versus RAN

Outcome Total number of FAR 6 mg Q4W versus AFL 2 mg FAR 6 mg Q4W versus RAN
studies in network Q4W (95% CrI) 0.5 mg Q4W (95% CrI)

Difference (95% Crl) in mean change from

baseline in BCVA at 24 weeks (RVO, RE model) 20 -0.54(-4.79 t0 3.87) 2.73 (-4.58 10 10.06)

Difterence (95% Crl) in mean change from

baseline in CST at 24 weeks (RVO, RE model) 17 -9.60 (-30.81 to 10.53) -1.99 (-74.19 to 69.30)

OR (95% CrI) for patients with >1 ocular AE at

24 weeks (base-case, RE model) 10 0.77(0.32 to 1.79) NA

OR (95% CrI) for patients who discontinued due

to any cause prior to 24 weeks (base-case, RE 16 1.28 (0.39 to 5.14) 0.65 (0.09 to 5.02)

model)

Based on Section 4.4 of NMA report®

AE = adverse event; AFL = aflibercept; BCVA = best-corrected visual acuity; Crl = credible interval, CST = central subfield thickness; FAR = faricimab; NA = not
available (estimate); NMA = network meta-analysis; OR = odds ratio; Q4W = one injection every 4 weeks; RAN = ranibizumab; RE = random effects; RVO = retinal
vein occlusion




4. EAG critique of cost comparison evidence submitted

4.1 Decision problem for cost comparison

The NICE Final Scope defines as population patients with MO secondary to BRVO and CRVO. The
patient population considered by the company in the cost comparison however is restricted to patients
aged >18 years, thus excluding children.® The population considered in this cost comparison is similar
to the anticipated MA for faricimab and in line with the populations evaluated in the BALATON and
COMINO trials.!?

The company’s analysis compares faricimab with aflibercept and ranibizumab. As mentioned in
Section 2, the EAG’s view is that dexamethasone implant should have been considered as a comparator.

4.2 Cost-effectiveness searches

Appendix I of the CS provided a report of the company’s SLR of published cost-effectiveness and
HRQoL studies that was conducted in order to identify: published evidence associated with trial-based
and economic models for the treatment of patients with MO-related RVO; and health state utility
values (HSUVs) associated with MO-RVO.”

The SLR searches covered a broad range of resources including MEDLINE (including In-Process &
Other Non-Indexed Citations, Epub Ahead of Print and MEDLINE® Daily), EMBASE , EconLit and
National Health Service Economic Evaluation Database (NHS EED) all via OvidSP. Additional
searches were carried out for five conference proceedings held between 2019-2023, four HTA agencies
and three Government websites: UK, United States (FDA and European Medicines Agency (EMA).
Searches were conducted on 18 April 2023 (For full details please see the CS, Appendix I and response
to clarification).> 7 !

EAG comment: The CS, Appendix I and the company’s response to clarification provided sufficient
details for the EAG to appraise the literature searches. Searches were transparent and reproducible, and
comprehensive strategies were used.> 7 '! Whilst the searches may have benefitted from an update,
overall, the EAG has no major concerns regarding the searches.

4.3  Company cost comparison model

The Microsoft® Excel® model that was developed for the cost comparison has a time horizon of
25 years, and distinguishes between being on treatment, off treatment, and death (see CS Figure 22).?
In each of these health states, patients are sub-divided over six VA states, with the best being >85 letters
and the worst being <25 letters. The model allows for disease and treatment in both eyes.

It is important to note though, that patients that discontinue their treatment for any reason (this included
patients successfully treated as well as patients who stop due to insufficient effects) are assumed to not
receive further treatment. Further details regarding the model can be found in CS sections B 4.2.1 and
B4223

EAG comment: The model structure for the current cost-comparison can be regarded as reasonable,
and is in line with the models used for e.g. Technology Assessment (TA) 799'® and TA800." The
assumption that patients who discontinue their treatment do not receive further treatment leads to an
underestimation of the total costs per treatment arm but the impact on the incremental costs between
faricimab and its comparators is unclear.
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4.4 Model parameters

4.4.1 Treatment effect

The impact of treatment is modelled through a transition matrix describing the probability to move from
one level of VA to another. The values in the matrix for the treatment phase (24 weeks) were derived
from the BALATON? and COMINO! RCTs.?’ As the NMA indicated that faricimab, aflibercept, and
ranibizumab are equally effective, the same transition matrix was applied to all three treatments.

For the maintenance phase (24 weeks to 5 years) and the rest-of-life phase it was assumed that patients
would remain at the same VA level for their first eye. At any moment in the treatment and maintenance
phase, disease may develop in the second eye as well (see CS Table 27%). When treated, the same
transition matrices were applied to the second eye.

EAG comment: Based on the NMA, it is reasonable to assume that all three treatments are equivalent.
However, as the NMA only considered outcomes at 24 weeks, there is currently no evidence regarding
the long-term equivalence for faricimab, aflibercept, and ranibizumab.

4.4.2 Treatment discontinuation

During treatment, patients may discontinue treatment. The probabilities of discontinuation for faricimab
for both the treatment phase and the maintenance phase were obtained from the BALATON? and
COMINO! RCTs,? and it was assumed that these also apply to aflibercept and ranibizumab. For the
treatment phase the trial data from the first 24 weeks was used to derive discontinuation probability,
whilst for the maintenance phase the company applied the probability of discontinuation based on the
observed discontinuation from week 24 to week 72 in the BALATON? and COMINO! RCTs (see Table
4.1).2°

On top of this, the company assumed that after 60 months, 55% of patients still on treatment would
discontinue, based on findings from the SCORE2 study.?!

Table 4.1: Treatment discontinuation probabilities

Patients
discontinuing Annualised
BALATON Deaths* N gli:rcl?;li:;) discontinuation r‘:)})v;:)(;:(i ¢
and probability P y
COMINO
Treatment
phase 26+12 3+1 729+553 52/24 5.7% 0.453%
(until week 24)
Maintenance
phase 52+48 4+3 729+553 52/48 7.9% 0.625%
(weeks 24 - 72)

Based on Table 29 of the CS and the company’s electronic model®
* Excluded as these are accounted for separately in the model

EAG comment: As mentioned above, the company assumes for the model that once patients
discontinue, they will not move to another treatment option. This may be realistic for those patients
discontinuing due to resolution of their disease but may not always be true for patients stopping
treatment due to, for example, lack of effectiveness. During clarification, the EAG asked the company
to what extent this is a realistic assumption, and how the results might change when switching to another
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treatment would be allowed. The company cited studies that show indeed that a certain percentage of
patients switch treatment either to an alternative anti-VEGF molecule, or to laser or steroid treatment.?>
2 1t would, however, be difficult to predict the impact of inclusion of switching on the cost comparison,
given the confidential prices for many of the treatment options.

The EAG questions the approach the company used to estimate the percentage of patients still on
treatment for the rest of life phase (starting after 60 months). In Figure 4.1 we see how the proportion
of patients still on treatment (for their first eye) gradually declines to approximately 63% at 60 months,
based on the 4-week discontinuation rates presented in Table 4.1.

Figure 4.1 Proportion of first eyes on treatment over time

First eye on treatment

100%
90% -
80% A
70% - 63%
60% A
50% -
40% A
30% A
20% 1 28%
10% 4

Proportion of patients on treatment

0% T T T T T T T T T T T T T
0 5 9 14 18 23 28 32 37 41 46 51 55 60

Time (months)

Source: electronic model submitted by company;* percentages at 60 and 61 months added by EAG.

At that point (60 months) there is a sharp drop in the proportion of patients on treatment, as the company
assumed that 55% of the 63% of patients still on treatment will discontinue treatment. As they state in
their response to the clarification letter: “UK clinical experts consulted by Roche suggested that in the
majority of cases RVO could be well controlled with treatment, and patients would no longer receive
anti-VEGF injections after 5 years of treatment. As a conservative assumption, and to reflect the
findings in Scott 2022°" meaning that a subset of patients may warrant long term treatment, out of those
patients still on treatment after 5 years, about 55% are modelled to discontinue while 45% remain on
treatment.”

When applying the 55% discontinuation to the 63% that was still on treatment in month 60, it follows
that from 61 months onwards only 28% (= 63*(100-55)%) of patients receive treatment for the first eye
(see Figure 4.1). However, in the SCORE?2 study, the value of 55% referred to the percentage of patients
who did not attend the follow-up visit at 60 months out of those that started the long-term follow-up
after having been treated for 1 year.?! The interpretation of the company in applying the 55% clearly
differs from the way the value was derived in the SCORE2 study.

In the current model, at 12 months 92% of the patients still receive treatment. Based on the SCORE2
study,?! 45% of this 92% of patients should still be on treatment for the rest of life phase, which means
that of patients who started treatment, 41% should be on treatment for the rest of life phase. In order to
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find this percentage of 41% at 61 months, we need to assume that out of the 63% of patients still on
treatment at 60 months, 35% will immediately discontinue.

If instead we follow the view of the scrutiny panel in TA799,>* who preferred the scenario that 50% of
patients with DMO have discontinued at 5 years, we need to assume that out of the 63% of patients still
on treatment at 60 months, 20% will discontinue immediately.

In Section 4.6 the results are shown when using percentages discontinuation after 60 months of 35%
and 20% for BRVO and CRVO.

4.43 Mortality

The company included mortality in the model by using general population all-cause mortality rates for
2020-2022, adjusted for the age and sex of the patient population in the BALATON? and COMINO!
RCTs.? Furthermore, mortality was adjusted by applying hazard ratios (HRs) for patients being blind
and visually impaired (HR 1.54 and 1.23).2° The annual rate of mortality was assumed to be the same
for faricimab, aflibercept, and ranibizumab.

4.4.4 Costs
. Acquisition costs

The acquisition costs for faricimab, aflibercept, and ranibizumab can be found in CS Table 28.°

. Treatment frequency

In the model base-case, it is assumed that the treatment phase consists of six injections each time with
a4-week interval. After that initial period of 24 weeks, the treatment frequency is based on the observed
frequency for faricimab, which was guided by a protocol for personalised treatment intervals (PTI). The
PTI protocol allowed for extension (or a reduction) of the period between injections in increments of
4 weeks up to 16 weeks, based on VA and CST (see Figure 4 of the CS?). Once the interval had had to
be reduced, they could only extend the interval up to one level below the longest they had reached.

For aflibercept and ranibizumab, the same frequency of injections as for faricimab was assumed in each
phase, based on the assumption that if the treatments are equivalent in terms of effectiveness, the
frequency of receiving injections would also be equivalent.

The company also explored three other scenarios for the injection frequency for aflibercept and
ranibizumab, based on frequencies from clinical trials with faricimab and ranibizumab.

1. The first scenario is the ‘trial-based dosing’ scenario, which is based on RCTs that used a T&E
schedule for aflibercept and ranibizumab. Compared to the base-case, the yearly mean number
of injections after week 24 is around 50% higher, which increases the total costs for aflibercept
and ranibizumab (see Table 31 in the CS?).

2. The second scenario is based on clinical trials, where patients were regularly monitored, only
receiving an injection when needed (‘PRN dosing’ scenario). See Table 31 in the CS for the
number of injections and Table 32 for the sources for these values.?

3. The last scenario, ‘proportional interval dosing’ is based on the observed distribution of patients
over the ‘every 4 weeks’, ‘every 8 weeks’, ‘every 12 weeks’, and ‘every 16 weeks’ schedule
for each of the 3 treatment options (see Table 33 in the CS?).

EAG comment: During clarification, the EAG asked the company regarding the claim that the PTI
protocol as used in the RCTs was conservative why this was so, and if a scenario could be defined that
might be more reflective of clinical practice. The company explained that in the trial there was little
possibility for patients whose treatment interval had been reduced to extend this interval again, whereas
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in clinical practice this would not be a problem. This was illustrated with an exploratory post hoc
analysis of patients who were downgraded from once every 8 weeks (Q8W) to Q4W in the faricimab
arm. It showed that 90% of these patients could have extended the interval soon after the interval
reduction, if the PTI protocol had not been in place.

As a scenario, the company assumed that after the 24-week treatment phase all patients would extend
the treatment interval to 16 weeks, implying an annual number of injections of three. This scenario led
to a decrease in the cost savings when treating patients with faricimab instead of aflibercept and
ranibizumab (see Table 20 in the response to the clarification letter).!!

° Administration costs

For the costs associated with an administration visit, it was assumed that intravitreal (IVT) injections
would be administered in consultant led outpatient appointments, following an assessment of retinal
fluid using optical coherence tomography (OCT) (see CS Tables 30 and 34 for unit prices).> 2”28 The
cost of performing an IVT injection was estimated as the difference in costs between an injection
administration visit and a monitoring visit as calculated by the EAG in the appraisal of aflibercept for
DMO (TA346).”

For visits where two eyes are treated, the company used a cost multiplier such that the total cost for
treatment administration would be less than twice the costs of treating one eye (see TA346, page 285,
based on physician survey).”’

The scrutiny panel for the appraisal of faricimab in DMO and neovascular age-related macular
degeneration preferred to assume that most IVT injections would be administered by others than
consultants, the EAG performed a scenario analysis in which the cost price of a consultant led outpatient
visit is replaced by that of a non-consultant led appointment.

. Monitoring visits

For the base-case and the non-PRN scenarios, a T&E regimen was followed, and the company assumed
that in such a regimen patients will be monitored during their visit for an injection, i.e. no additional
monitoring visits are necessary. This assumption was supported both by the clinical experts the
company consulted, and the clinical expert consulted by the EAG.

For the PRN dosing scenario, it was assumed that aflibercept and ranibizumab patients would visit their
doctor Q4W, and that at some of those, according to the values presented in Table 31 of the CS, an
injection would be given. In the model, the difference between these two values represents the expected
number of monitoring visits, as presented in Table 35 of the CS.?

The monitoring visit was assumed to comprise of a consultant led outpatient visit and an OCT to assess
retinal fluid. Table 34 in the CS shows the unit costs for these resources.’

. Adverse events

The safety results from BALATON and COMINO'? found that the incidences of AEs was generally
comparable across treatment arms and small (Section B.3.10.2, Table 16°). It should be noted though
that patients in the COMINO! study were more likely to have a serious ocular AEs than patients in the
BALATON? study.

The results of the NMA for ocular AEs, presented in Figure 9, Appendix D of the CS, show that there
is little difference between faricimab, aflibercept and ranibizumab with regards to the likelihood of AEs
occurring.” In the model, it is assumed that the safety of faricimab, aflibercept and ranibizumab is
equivalent. Thus, the company decided not to include cost and resource use related to AEs, as they
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expect that the omission of these costs from the analysis does not have a significant impact on the
overall results.

4.5 EAG model check

The EAG conducted a range of checks on the company’s cost-comparison model. This included a
verification that the dosing scheme of the treatments in Microsoft® Excel® matched the described
scheme in the CS and verification that the costs are in line with the costs described in the CS.*> We also
performed an inspection of the main formulae used in Microsoft® Excel®.

Main observations:

o The model included costs associated with vision loss in the model, however, the assumptions
underlying these calculations and the data sources are not discussed in the CS.

o For the base-case analysis, all elements of the model have been assumed to be the same between
the three treatment arms, except for the cost of an injection. However, as can be seen in the
base-case results, presented below in Table 4.1, there are (very) small differences in the
administrations costs between the groups, where they should have been the same. The cause
seems to be the distribution of patients over the four possible intervals between injections. This
cannot easily be fixed, as the model was built in such a way that it does not allow for aflibercept
and ranibizumab to be given in an interval of 16 weeks. However, the error is very small and is
unlikely to be relevant for decision making.

e  When patients discontinue treatment, they are assumed to follow a best supportive care (BSC)
arm in the model. Various derivations of input for that arm are unclear and not described in
Document B of the CS.? For example, during the maintenance phase patients are assumed to
experience a reduction in VA, which was estimated based on the sham arm in the CRUISE
trial,” which showed after 6 months a gain in letter score of 0.8, with SD of 16.2. In the model
a normal distribution in letter score is assumed, which is used to estimate the percentage of
patients who have lost one VA state, and the percentage who have lost two VA states. That
normal distribution, however, uses a SD of 8, essentially halving the observed SD. It is unclear
why this was done. In addition, it is also not clear why the model only permits patients to
deteriorate in the BSC arm, when 16% of patients in the sham arm showed a gain of over 15
letters.

e On the Cost Inputs sheet, the distribution of patients over the Q4W to Q16W states is calculated
for aflibercept and ranibizumab. However, no explanation is provided about how this was done.
For example, the percentage in Q4W for ranibizumab is estimated with this formula:
=NORM.DIST(6,6.6,ABS(5.2-8)/4,TRUE). It is clear that the first six reflects the midpoint
between 4 weeks and 8 weeks, but no information has been provided about the
other (hardcoded) wvalues in this formula. Similarly, for aflibercept the formula
=NORM.DIST(6,9.7,(3.8*2)/4, TRUE) was used without any explanation for the mean and SD
used.

4.6 Company’s model results

The company base-case cost comparison results compare the total costs for faricimab, aflibercept, and
ranibizumab. For faricimab the PAS price was used whilst list prices were used for aflibercept and
ranibizumab (see CS Table 69).> Results using discounted prices for aflibercept and ranibizumab as
well can be found in the confidential appendix to this report.
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Uncertainty over model assumptions was assessed with one-way sensitivity analyses and scenario
analyses (response to clarification letter Tables 12 and 13)."!

The results of the company’s base-case analysis as well as from the sensitivity and scenario analyses
are reported in the company’s response to the clarification letter in Tables 21 to 24,''as the original
results in the CS contained also the productivity gains, informal costs, and travel costs (thus not in
agreement with the NHS perspective).’ In the revised company’s analysis, the EAG found that for the
CVRO population, the total costs still included productivity gains. Thus, the base-case results that are
presented in Table 4.2 below is a corrected version of Table 21 in the company’s response to the
clarification letter.!!

From Table 4.2 below, it is clear that treatment with faricimab of patients with RVO is cost-saving
compared to aflibercept and ranibizumab, both for those with BRVO or CRVO.

The conclusion that faricimab is a cost saving strategy compared to aflibercept and ranibizumab applies
also to all the sensitivity analyses performed by the company. The outcome is extremely sensitive to
changes in the dosing regimen assumed for aflibercept and ranibizumab; for ranibizumab PRN and

ranibizumab T&E, _ For most scenario analyses the cost-savings
_ but assuming that the average age of the population is 75 years _

I | 2 ddition, the scenario in which all patients move to a ‘once every 16 weeks’ schedule

after the first 24 weeks [N

Table 4.2: Company base-case (25 year time horizon, discounted)

Cost category Costs faricimab Costs aflibercept Costs
(PAS price) (list price) ranibizaumab
(list price)

BRVO | CRVO BRVO CRVO BRVO | CRVO

Drug cost B B | 35856 | £34551 | £24.228 | £23.350
Administration cost B B | <5543 | £15,096 | £15553 | £15,108
Additional monitoring cost £0 £0 £0 £0 £0 £0
AE management cost £0 £0 £0 £0 £0 £0

Costs of visual impairment £1,313 £760 £1,313 £760 £1,313 £760
Mean total cost B B | o522 | £50.407 | £41.094 | £39218

Incremental cost versus - - - -

faricimab N/A

Source: Table 21 response to clarification letter'! with EAG correction to total cost and incremental cost for
CRVO

AE = adverse events; BRVO = branch retinal vein occlusion; CRVO = central retinal vein occlusion; EAG =
External Assessment Group; N/A = not applicable; PAS = Patient Access Scheme

4.7  EAG exploratory analysis

The EAG undertook two additional exploratory analyses using the company’s Microsoft® Excel®
model as submitted in response to the clarification letter. The analyses presented in this Section reflects
the PAS discount price for faricimab whilst list prices were used for aflibercept and ranibizumab.
Results using discounted prices for aflibercept and ranibizumab are shown in a confidential appendix
to this report.

The first analysis is regarding the percentage of patients discontinuing treatment after 60 months, as
discussed in Section 4.4.2, and the second analysis replaces the consultant led visit for an injection by
a non-consultant led visit. Tables 4.3 and 4.4 present the results for BRVO and CRVO, respectively.
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Table 4.3: EAG scenarios BRVO

% %
Incr. cost change Incr. cost change
Scenario Base-case | Scenario versus from versus from
aflibercept | base-case | ranibizumab | base-case
incr. cost incr. cost
Base-case - - I - I -
% 35% I N I I
discontinuing | 550, HE N N
after 60 20%
months
Care Non- HE N N
. Consultant
professional led consultant
giving led
injection £143.93 £105.46

BRVO = branch retinal vein occlusion; EAG = External Assessment Group; Incr. = incremental

Table 4.4: EAG scenarios CRVO

% %
Incr. cost | change Incr. cost change
Scenario Base-case | Scenario versus from versus from
aflibercept | base-case | ranibizumab | base-case
incr. cost incr. cost
Base-case - - | - | -
% 35% HE | |
discontinuing | 55%
o 60 20% HE N N
Care Consultant | O EE BN B | Em
professional led consultant
giving led
injection £143.93 £105.46

CRVO = central retinal vein occlusion; EAG = External Assessment Group; Incr. = incremental

27



5. EAG commentary on the robustness of evidence submitted by the
company

The company’s evidence appears to be robust enough to confirm comparability of efficacy and safety
between faricimab and aflibercept given relatively high quality RCT data on most major outcomes (the
NMA omitted HRQoL). It also is largely robust enough to confirm equivalence versus ranibizumab,
although with more uncertainty given the use of an NMA, which showed some variation in results.

However, this equivalence is dependent on identical dosing in the trials, which is Q4W, and which is
not the case according to the MA, guidelines or according to clinical expert opinion, where a T&E
approach would be used. If T&E was implemented identically for all treatments, as is assumed in the
company economic model, then equivalence might also be assumed. The real-world study reported by
the company does seem to show equivalence of dosing interval in clinical practice between aflibercept
and ranibizumab and that the dosing interval in the trials might be at least as long. However, the EAG
clinical expert has cast doubt on this given his assertion that the dosing interval for aflibercept would
probably be much greater than for ranibizumab to achieve the level of effect. This might still not be a
problem for the comparison with ranibizumab if, as the clinical expert suggests, ranibizumab is not
actually used in clinical practice. However, it might be an issue for the comparison with aflibercept. It
is unclear what the dosing interval for faricimab might be in clinical practice.

The clinical expert also questioned the validity of omitting dexamethasone implant as a comparator,
suggesting that he might use it on 20% of patients, the other 80% receiving aflibercept. In fact, although
faricimab was superior to SD dosing of dexamethasone implant, the NMA seemed to show equivalence
with dexamethasone 0.5 mg PRN, which might be closer to how the implant is given in clinical practice
i.e. repeated every 4 to 6 months as required.

The EAG also would also suggest that the evidence, particularly from the BALATON and COMINO
RCTs," 2 is most applicable to the following subgroup of the population in the NICE Final Scope:
omitting children, those without a visual impairment or anyone with anti-VEGF treatment experience.®

The model structure for the current cost-comparison can be regarded as reasonable, and is in line with
the models used for e.g. TA799'® and TA800." The assumption that patients who discontinue their
treatment do not receive further treatment leads to an underestimation of the total costs per treatment
arm but the impact on the incremental costs between faricimab and its comparators is unclear.

The model assumes equal clinical efficacy for all three drugs. For the first 24 weeks this is supported
by the NMA, but after that, no evidence is available for the equivalence of faricimab, aflibercept, and
ranibizumab.

With the PAS price for faricimab and list prices for aflibercept and ranibizumab, faricimab is estimated
to be _ compared to the two comparators. This applies for the company’s revised base-case
analysis and for all the company and EAG scenario analyses. The outcome is very sensitive to changes
in the dosing regimen assumed for aflibercept and ranibizumab; for ranibizumab PRN and ranibizumab
T&E, _ In contrast, the (relatively extreme) scenario in which all
patients move to a Q16W schedule after the first 24 weeks, _
Results with the PAS discounts for faricimab and ranibizumab and the Commercial Medicines Unit
(CMU) discount for aflibercept are shown in a confidential appendix to this report.
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https://www.nice.org.uk/process/pmg36/chapter/developing-the-guidance#information-handling-confidential-information

Issue 1

Exclusion of dexamethasone implant as a comparator

Description of problem

Description of proposed
amendment

Justification for amendment

EAG response

Roche would like to address
the EAG view that
dexamethasone implant
should have been
considered a comparator
and the stated rationale for
exclusion of
dexamethasone intravitreal
implant: “The clinical
experts enlisted by the
company suggested that
dexamethasone implants
would not be used in clinical
practice due to inferior
efficacy compared to anti-
VEGFs and a less
favourable safety profile,
and may only be used in
patients who do not
respond to anti-VEGF
products”.

Exclusion of dexamethasone implant
as a comparator is reasonable based
on its reduced use in the clinical
practice due to greater benefits seen
in anti-VEGF treatments and based
on EAG clinical expert opinion it is
used in patients who cannot commit
to monthly treatment and to patients
contra-indicated anti-VEGF treatment,
which faricimab has shown would
extend out to more than a month. It
was also shown to be dominated by
ranibizumab as stated in TA305.

Included in our rationale was that
similar to TA305, dexamethasone
was not considered an appropriate
comparator to aflibercept because
ranibizumab dominated
dexamethasone for treating visual
impairment caused by MO-RVO.
This gives more nuance to the
exclusion of dexamethasone.
Firstly, as already stated clinical
experts interviewed by Roche
stated they no longer use it as anti-
VEGF treatment has shown greater
benefit. In addition, the clinical
expert consulted by the EAG stated
“20% to 30% of anti-VEGF starters
offered dexamethasone as an
alternative treatment during the
treatment course because of
difficulty in committing to monthly
anti-VEGF

injections (dexamethasone
implants have longer durability) and
possible contraindication to anti-
VEGF treatment because of a
recent cardiovascular event”. The
argument for faricimab is its ability
for greater durability above 4 weeks

Not a factual inaccuracy.
As agreed by the
company, the EAG
clinical expert stated that
it is used in clinical
practice and the
company has not stated
that those who currently
receive it would not be
eligible for faricimab. It is
also not reasonable to
exclude it as a
comparator based on a
previous appraisal that
showed it was dominated
by a comparator included
in the scope i.e.
ranibizumab. This is
because, despite any
shortcomings that it might
have, it continues to be
used in clinical practice
and therefore any
positive recommendation
by NICE for faricimab
might lead to switching
from dexamethasone
implant to faricimab




based on DMO and AMD, as such
the arguments for patients who
cannot commit to monthly injections
and have contra-indications to anti-
VEGF do not make this population
those being assessed. This in
addition to the argument presented
by the EAG based on their clinical
expert statement “| would say with
a high degree of confidence that
ranibizumab is becoming an
obsolete drug due to being
replaced by better and more
durable alternatives” that it stands
true if dexamethasone is dominated
by a soon to be obsolete drug and
is used by patients who have
contraindications to anti- VEGF or
unable to commit to 4 weekly
injections (for which we have
shown at least 8 weekly injections
for faricimab) it is not an
appropriate comparator for this
analysis. Furthermore, whilst UK
guidance from RCOphth allows for
1st line use of both anti- VEGF
drugs and dexamethasone, it
advises that the overall benefit /
risk should be explained to the
patient.

London local guidelines and
Greater Manchester Medicines

without an evaluation of
the whether that is cost
effective. Indeed, the
company go on to cite a
UK-based source that
there are subgroups for
whom dexamethasone
implant might be
currently preferable i.e.
“...in patient with recent
cardiovascular events, in
patient who does not
favour monthly injections
or in patient with
vitrectomized eye”.
However, no evidence
has been presented in
this appraisal for this
subgroup and so it is
uncertain if faricimab
would be more effective
or less costly in these
patients that appear to be
part of the wider
population in the decision
problem.




Management Group for example
provide greater detail on what this
might look like(1,2):-

CRVO & BRVO:

“Anti-VEGF is preferred in eyes
with a previous history of glaucoma
and younger patients who are
phakic. There is no standard
definition for ‘young patient’, but in
theory it is not preferable for
cataract formation in patients with
none pre-existing or in working
patient.”

“Steroid may be a better choice in
patient with recent cardiovascular
events, in patient who does not
favour monthly injections or in
patient with vitrectomized eye.”

Since faricimab following the
loading dose would be expected to
have a treatment interval of 8-
weekly or more in 77% of BRVO
patients and 65% of CRVO
patients, this further strengthens
the argument against 1st line
steroid use in eligible eyes.




Issue 2 Company decision problem



Description of problem

Description of proposed amendment

Justification for
amendment

EAG comment

Roche will like to address
the EAG comment “the EAG
would therefore suggest that a
recommendation be made only
for this subgroup, i.e., omitting
children, those without a visual
impairment or anyone with anti-
VEGF treatment experience”.

The EAG would therefore suggest that
a recommendation be made only for
this subgroup, i.e., omitting children,
those without a visual impairment

The data from part 2 of
COMINO / BALATON indicate
that eyes previously treated
with aflibercept and switched to
faricimab maintain good clinical
outcomes. Based on the
evidence submitted, in Part 2 of
the COMINO and BALATON
studies, patients who started in
the aflibercept 2mg arm of the
study (n=244 in BALATON,
n=315 in COMINO) were
switched to treatment with
faricimab 6mg, according to a
protocol-driven treat-and-
extend regimen.

For both studies, regardless of
whether eyes received
aflibercept or faricimab as their
initial treatment, BCVA gains at
week 24 (the primary endpoint)
were maintained through week
72. Similarly, the important
secondary outcome of CST
reduction at week 24 was
maintained through week 72
regardless of initial treatment
assignment

Not a factual inaccuracy.
No comparative evidence
was presented for the
VEGF treatment
experience population. It
might be that outcomes
were maintained after
switching from aflibercept
to faricimab, but there is
no evidence as to what
might have happened if a
switch not occurred.




These data support the
treatment of both treatment-
naive eyes, as well as those
having received prior treatment
with a different anti-VEGF
agent.

Also included in the CS,
emerging data from the real
world in nAMD and DMO
patients, who have switched
from prior anti-VEGF therapy to
faricimab, is starting to report
improvements in vision, CST,
fluid resolution and treatment
intervals, further validating the
decision to switch all RvO
patents to Faricimab in weeks
24-72 in BALATON and
COMINO (3), supporting the
improvement in outcomes for
patients who switch from
another anti-VEGF to faricimab.
Both points provide rationale
not to exclude previously
treated patients.




Issue 3 Treatment Discontinuation

Description of problem

Description of proposed
amendment

Justification for amendment

EAG response

Roche will like to address
the EAG comment on
treatment discontinuation.
The EAG assumes
treatment discontinuation

1.

should be applied from Year

The description of the
treatment discontinuation is
incorrect. In the model this
number is also not affecting
discontinuation prior to month
60 but afterwards.

From the company’s
description of the
problem it appears that
the EAG did not succeed
in clearly conveying the
issue brought up in
section 4.4.2 of the EAG
report.

Thus, we have added
extra text plus a figure
showing the proportion
on first eyes still on
treatment over time in
that section to better
explain the issue we
observed regarding the
way discontinuation was
implemented in the
model.

The 55% of patients that
had discontinued in the
SCOREZ2 study was
estimated as those
patients not being




present for the 60 month
follow up visit out of
those patients that had
been treated for one
year and entered into the
long term follow up
study.

This 55% is applied by
the company to the 63%
of patients still on
treatment after 60
months, leading to only
28% of patients
receiving treatment from
61 months onwards (with
then again a small 4
week discontinuation
rate being applied). In
the company submission
nor in the expert
responses did we find a
justification for the 28%
of patients continuing
from 61 months and
further.

Obviously, as the same
rates are used for all
treatments, the impact of
the EAG derived




alternative scenarios on
the incremental costs is
fairly limited.

Issue 4 Appendix

Description of problem

Description of proposed
amendment

Justification for
amendment

EAG response

Within the submission, Roche did
not state the rationale for exclusion
of dexamethasone was due to it
being less effective than the other
treatments as was referenced to
the clinical expert by the EAG. For
clarity, the reasons behind the
exclusion were as follows:

- Safety concerns:

o Dexamethasone is
associated with
serious side effects
including increased
intraocular pressure
and cataract
formation (4). This
was supported by the

As this was a clinical expert
interview, an amendment
cannot be made to the
questions already asked.
Consideration should be taken
that the information provided
was based on an interpretation
of the submission exclusion
rational which was factually
inaccurate.

This is not a factual
inaccuracy. Indeed, the
EAG cite lack of efficacy
in Section 2 of the EAG
report, which the
company have not
identified as a factual
inaccuracy. This is
notwithstanding any
safety concerns, which
the EAG clinical expert
mentioned. As the EAG
clinical expert stated, it
might be that
dexamethasone is
suitable for only a
subgroup of patients.
However, this subgroup
has not been excluded




EAG’s clinical expert from the scope, and so
who quote in the it is a comparator in the
report “the safety scope. Nor has it been
excluded from the
decision problem by the
company. Therefore, it
cannot be excluded as a
comparator.

profile is slightly less
favourable than anti-
VEGF, with risk of
cataract following
successive implants
and risk of transient
rise of intraocular
pressure (due to the
drug being a steroid).
These make clinicians
and patients generally
more inclined to start
on the anti-VEGF
route”.

- Different population to the
scope:

o Based on TA305, the
ERG at the time
highlighted that
dexamethasone may
be used in patients
who do not respond
to anti-VEGF drugs,




in effect stating itis a
second line treatment.

The clinical expert
interviewed by the
EAG for this
submission also
stated
dexamethasone is
usually considered
when patients cannot
commit to monthly
injections. This is in
contradiction to the
population in question
for this submission as
the entire premise
was on the extension
and durability of
treatment with
patients moving to
Q8W - Q16W.
Furthermore, if they
cannot commit to anti-
VEGEF treatment it
would make their use
inappropriate in this




cohort and by effect
not a comparator.

- Market share

o The above points

come together to
explain the rationale
for why
dexamethasone is not
used in this
population and this
can be visualised by

For the reasons above, Roche
concluded that dexmethasone is
not representative of the UK
standard of care for patients in this

population.
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