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Abbreviations

ACVR1 Activin A receptor, type 1 “SAKI_: Myelofibrosis Symptom Assessment Form

AE Adverse event MHRA | pedicines and Healihcare Products

AIC Akaike information criterion MIMS Monthly index of medical specialties

Allo-SCT | Allogeneic-stem cell transplantation MMB Momelotinib

AML Acute myeloid leukaemia MMRM | Mixed Models for Repeated Measures

ANC Absolute neutrophil count MPN Myeloproliferative Neoplasm

QNCOV Analysis of covariates “SA:,LQ ) Xg:é:g:ggﬁr[a:g\;ﬁ] Neoplasm Symptom

BAT Best available therapy MRI Magnetic Resonanse Imaging

BIC Baysian information criterion NC Not computable

BID Twice daily NCCN | National Comprehensive Cancer Network

BMT Bone marrow transplant NHS National Health Service

BNF British National Formulary NICE | National Institute of Health and Care

BSH Egii:‘afoﬁgr;ittee for Standards in NMB Net monetary benefit

CCM Cost-comparison model NMSC | Nonmelanoma skin cancer

CDF Cancer Drugs Fund NR Not reported

CEAC Cost-effectiveness acceptability curve OL Open label

CEM Cost-effectiveness model ORR Overall response rate

CFB Change from baseline (O] Overall survival

Cl Confidence interval PAS Patient access scheme

CMH Cochran-Mantel-Haenszel PB Peripheral blood

CTCAE Common Terminology Criteria for Adverse | PET- Post e§sent.ial thrombocythemia
Events MF myelofibrosis

DAD Detailed advice document PFS Progression-free survival

DAN Danazol PGIC Patient Global Impression Change

DES Discrete event simulation PlIt Platelet

DIPSS g;/;aerrr]lqic International Prognostic Scoring PME Primary myelofibrosis

eCRF Electronic case report form IT/ITZV Post-polycythaemia vera myelofibrosis

EMA European Medicines Agency PSS Personal social services

EMC Electronic medicines compendium ESSR Personal social services research unit

EPO Erythropoietin PV Polycythaemia vera

EQ-5D EuroQolL 5-Dimensions QALY Quality-adjusted life year

ERG Evidence review group QD Once daily

ESA Erythropoiesis-stimulating agent RBC Red blood cell

ESMO European Society of Medical Oncology RCT Randomised control trial

ET Essential Thrombocythaemia RT Randomised treatment

FED Fedratinib RUX Ruxolitinib

FPE First patient enrolled RWE Real world evidence

Hb Haemoglobin SC Subcutaneous

HMRN Hzfvcgarlt(ological Malignancy Research ) Standard Deviation
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HR Hazard ratio SF-36 Short Form-36

HRG Health resource group SHOT Serious Hazards of Transfusion

HRQoL Health-Related Quality of life SLR Systematic literature review

HSCT Haematopoietic Stem Cell Transplant SMC Scottish medicine consortium

HST Highly Specialised Technology SmPC | Summary of Product Characteristics

HSUV Health state utility values SRR Splenic response rate

ICER Incremental Cost Effectiveness Ratio STAT | Signaltransducers and activators of
transcription

ICT Iron chelation therapy TD Transfusion-dependent

IPSS International Prognostic Scoring System TEAE Treatment-emergent adverse event

ITT Intent-to-treat Tl Transfusion-independent

JAK Janus Kinase TP Transition probability

JAKi Janus kinase inhibitor TR Transfusion-requiring

KOL Key opinion leader TSS Total symptom score

LFS Leukaemia-free survival TTDD Time to treatment discontinuation or death

LPE Last patient enrolled uB Upper bound

LSM Least squares mean WCC White cell count

LTFU Long-Term Follow-up WHO World Health Organisation

LY Life year WTP Willingness to pay

MACE Major adverse cardiovascular event XAP Extended Access Program

MF Myelofibrosis ZINB Zero Inflated Negative Binomial
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B.1 Decision problem, description of the technology and

clinical care pathway

B.1.1  Submission summary

Summary of the decision problem

o . imomelotinibi is exiected to be indicated
The full expected wording of the

indication is given in Section B.1.2.

e This submission describes two distinct subpopulations:
o Janus kinas inhibitor (JAKi)-naive patients, who have not received prior treatment with
a currently available JAKi (e.g., ruxolitinib) and therefore receive momelotinib as their
first JAKi treatment.
o JAKi-experienced patients, who have previously received a JAKi (e.g., ruxolitinib) and
therefore receive momelotinib as a second JAKi treatment.

e ‘Moderate to severe’ anaemia has no accepted clinical definition in MF, and is therefore
defined in this submission as meaning any anaemia severe enough to warrant treatment.

Disease overview and burden

e MF is a rare cancer, which can cause progressive scarring of bone marrow (fibrosis) impairing
its normal function.(1) It is expected around 2,080 patients have MF in the UK, of whom around
50% will have the more severe intermediate-2 or high-risk (int-2/HR) presentation that would
indicate them for treatment with a JAKi like momelotinib.

e The clinical presentation of MF is highly heterogeneous and often includes constitutional
symptoms, splenomegaly and anaemia.(1) Of these, anaemia is a particularly important
symptom for the decision problem in this submission as momelotinib has a novel mechanism of
action inhibiting the ACVR1 pathway and therefore reducing the symptoms of anaemia, in
contrast to existing JAKis which tend to exacerbate the symptoms of anaemia.

e Apart from the small number of patients eligible for allogeneic-stem cell transplant, MF has no
curative treatment options. Therefore, disease management is focused on delaying
progression and alleviating symptoms. Anaemia and the associated dependence on red blood
cell transfusions are important prognostic factors in MF, inversely related to survival.(2-7) This
highlights a critical unmet need for a treatment which can address splenomegaly and the other
symptoms of MF without itself exacerbating the anaemia symptoms.

Summary of clinical evidence for momelotinib

e Momelotinib was investigated in three large Phase lll trials: SIMPLIFY-1, SIMPLIFY-2 and
MOMENTUM. In general, SIMPLIFY-1 corresponds to the JAKi-naive population in this
submission SIMPLIFY-2 corresponds to the JAKi-experienced population in this submission
and MOMENTUM is a supportive study in a JAKi-experienced, symptomatic and anaemic
population.

e The trials together show that momelotinib has meaningful clinical benefits in terms of
symptoms and spleen size control in both JAKi-naive and JAKi-experienced populations. In
particular, momelotinib was nominally superior to ruxolitinib and best available therapy (BAT) in
terms of transfusion-independence (Tl) rates, demonstrating a superior haematologic benefit.
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e Results of the trials are described in Table 1, below. ltalics indicates a significant or nominally
significant result.

Table 1: Summary of Week 24 endpoints

SIMPLIFY-1 SIMPLIFY-2 MOMENTUM

Momelotinib | Ruxolitinib | Momelotinib BAT M°m§'°t'"' Danazol
Spleen | ] | 6.7% 5.8% 22.3% 3.1%
response
rate
Total 28.4% 42.2% 26.2% 5.9% 24.6% 9.2%
symptom
score
response
rate
Tl rate 66.5% 49.3% 43.3% 21.2% 30.0% 20.0%

Abbreviations: BAT = best available therapy; Tl = transfusion-independence
Summary of economic evidence for momelotinib

e Two economic models are presented in this submission, corresponding to the two distinct
subpopulations of interest:

o Inthe JAKi-naive population, a cost-comparison model was presented. This was
justified as the SIMPLIFY-1 trial used a non-inferiority design, and therefore it could be
assumed that momelotinib has at least equivalent clinical outcomes as the comparator,
ruxolitinib.

* The base-case result is that momelotinib results in a saving of [l per
patient across a ten-year time horizon, driven by a reduced need for red blood
cell transfusions to manage anaemia with momelotinib compared with
ruxolitinib.

= Across all scenario analyses, momelotinib represents a cost-savings to the
NHS compared to ruxolitinib. Collectively, the scenario analysis indicates that
momelotinib is likely to provide similar health benefits to ruxolitinib at a similar
or lower cost.

o Inthe JAKIi-experienced population, a cost-utility model was presented. This was a
three-state discrete time Markov Chain model, designed to specifically track patients
through health states relating to their transfusion requirement. This design was
selected as impact on transfusion requirements was expected to be the main clinical
difference between momelotinib and the comparator, BAT. Therefore, detailed analysis
of this pathway was expected to best inform the decision problem.

= The base-case result is that momelotinib results in an incremental saving of
and an incremental health gain of 0.341 QALYs. This indicates that
momelotinib dominates BAT (i.e., is both cost saving and adding health).
Momelotinib dominates BAT even at list price.

= Scenario analysis indicates that momelotinib continues to offer a net monetary
benefit to the NHS in most cases. The magnitude of net monetary benefit is
most sensitive to assumptions regarding the survival benefit of being in the Tl
or transfusion-dependent (TD) state.
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B.1.2 Decision problem

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

indication:

o - (momelotinib) is expected to be indicated for _

This submission describes two distinct subpopulations:

¢ JAKi-naive patients, who have not received prior treatment with a
currently available JAKIi (e.g., ruxolitinib) and therefore receive
momelotinib as their first JAKi treatment. For these patients, a non-
inferiority trial (SIMPLIFY-1) forms the majority of the evidence of
effectiveness, and hence a cost-comparison model forms the majority of
the economic case.

o JAKi-experienced patients, who have previously received a JAKi (e.g.,
ruxolitinib) and therefore receive momelotinib as a second JAKIi treatment.
For these patients, a superiority trial (SIMPLIFY-2) forms the majority of
the evidence of effectiveness, and hence a conventional cost-utility
analysis comparing momelotinib with best available therapy (BAT) is
performed to demonstrate cost-effectiveness.

The decision problem addressed in this submission, compared with that defined in

the final scope issued by NICE, is summarised in Table 2.

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 14 of 237



Table 2. The decision problem

Final scope issued by NICE

Decision problem addressed in the company
submission

Rationale if different from the final NICE
scope

include:

e Spleen size

e Symptom relief (including itch, pain and
fatigue)

e Overall survival

¢ Leukaemia-free survival

e Response rate

e Haematologic parameters (including red
blood cell transfusion and blood count)

e AEs of treatment

e HRQoL

include:

¢ Spleen size (spleen response rate)

e Symptom relief (Total symptom score
response rate)

¢ Overall survival

¢ Leukaemia-free survival

e Response rate

e Haematologic parameters (including red blood
cell transfusion and blood count)

¢ Treatment-emergent/-related AEs

e HRQoL

Population Adults with disease-related splenomegaly or Adults with moderate to severe anaemia and The inclusion of moderate to severe
symptoms of: disease-related splenomegaly or symptoms of: anaemia
¢ PMF (also known as chronic idiopathic MF), e PMF (also known as chronic idiopathic MF),
: Igg:-?l'/ I\I\:E.or, : igz:_g}r/ l\l\::::.or, Otherwise as per the NICE final scope.
Intervention e Momelotinib e Momelotinib As per the NICE final scope.
Comparator(s) For people eligible for treatment with For people with no previous treatment with JAKi | No evidence is presented on people with
ruxolitinib: and int-2/HR disease: low or int-1 risk disease due to limitations of
e Ruxolitinib. e Ruxolitinib. the available evidence. Otherwise as per
the NICE final scope, noting that the revised
. i i . . wording more closely follows the structure
For people whose disease was previously For people with prior JAKi exposure, who may of the evidence and economic modelling
treated with ruxolitinib or if ruxolitinib is not be currently receiving JAKi or have discontinued (see below)
appropriate (including people with low or int- | but remain eligible for JAKi treatment:
1risk disease): « Established clinical practice (including but not
¢ Established clinical practice (including but limited to hydroxycarbamide, other
not limited to hydroxycarbamide, other chemotherapies, androgens, splenectomy,
chemotherapies, androgens, splenectomy, radiation therapy, erythropoietin and red blood
radiation therapy, erythropoietin and red cell transfusion and ruxolitinib)
blood cell transfusion).
Outcomes The outcome measures to be considered The outcome measures to be considered As per the NICE final scope.

Economic analysis

The reference case stipulates that the cost-
effectiveness of treatments should be

JAKi-naive patients

Cost-comparison analysis. The technology is
likely to provide similar or greater health benefits
at similar or lower cost than technologies

As per the NICE final scope.
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Final scope issued by NICE

Decision problem addressed in the company
submission

Rationale if different from the final NICE
scope

expressed in terms of incremental cost per
QALY.

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

e The availability and cost of biosimilar and
generic products should be taken into
account.

recommended in published NICE technology
appraisal guidance for the same indication.

JAKi-experienced patients

Cost-utility analysis to be conducted per NICE
guidance.

Expressed in terms of incremental cost per
QALY.

Time horizon for estimating clinical and cost-
effectiveness will 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 availability and cost of biosimilar and
generic products will be taken into account.

Subgroups to be
considered

o People whose disease was previously
treated with a JAKI

o Prognostic factors such as Hb <10 g/dL,
leukocyte count >25 x 10%/L, circulating
blasts (immature blood cells) 21%, presence
of constitutional symptoms or platelet count

The primary submission will focus on the intent-
to-treat population of the pivotal clinical trials of
patients (ie, those eligible for JAKi treatment).
People whose disease was previously treated
with JAKIi will be included in the primary
analysis, based on SIMPLIFY-2 data.

Subgroup analyses in anaemic patients (Hb <10
g/dL and Hb <12 g/dL) will also be included.

As per the NICE final scope.

Abbreviations: AE = adverse event; BSH = British Society for Haematology; DIPSS = Dynamic International Prognostic Scoring System; ECOG PS = Eastern Cooperative Oncology Group

performance status; ET = essential thrombocythemia; EQ-5D-5L = EuroQol-5D-5L; Hb = haemoglobin; HR = high-risk; HRQoL = health-related quality of life; int = intermediate; JAKi = Janus kinase

inhibitor; MF = myelofibrosis; MF-SAF = Myelofibrosis Symptom Assessment Form; MPN-SAF = Myeloproliferative Neoplasm Symptom Assessment Form; NHS = National Health Service; NICE =
National Institute of Health and Care Excellence; PGIC = Patients' Global Impression of Change; PGIS = Patient Global Impression scale; PMF = primary myelofibrosis; PRO = patient-reported
outcomes; PROMIS = Patient-Reported Outcomes Measurement Information System; PV = polycythemia vera; QALY = quality-adjusted life year; SF-36 = Short Form-36
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B.1.3  Description of the technology being evaluated

A description of momelotinib, the technology being appraised, has been summarised

in Table 3. The summary of product characteristics is included in Appendix C.

Table 3. Technology being appraised
UK approved name and brand name Momelotinib (-)

Mechanism of action Momelotinib is an inhibitor of wild type Janus Kinase 1 and 2
(JAK1/JAK2) and mutant JAK2V617F, which contribute to
signalling of a number of cytokines and growth factors that are
important for haematopoiesis and immune function. JAK1 and
JAK2 recruit and activate STAT (signal transducers and
activation of transcription) proteins that control gene
transcription impacting inflammation, haematopoiesis, and
immune regulation. Momelotinib and its major human circulating
metabolite, M21, have higher inhibitory activity for JAK2
compared to JAK3. Momelotinib and M21 additionally inhibit
activin A receptor type 1 (ACVR1), which subsequently down
regulates liver hepcidin expression resulting in increased iron
availability and red blood cell production. Myelofibrosis is a
myeloproliferative neoplasm associated with constitutive
activation and dysregulated JAK signalling that contributes to
elevated inflammation and hyperactivation of ACVR1.

Marketing authorisation/CE mark status | Not currently authorised. MHRA submission expected in
d; MHRA approval expected in _

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

Method of administration and dosage The recommended dose is 200 mg orally once daily.
Additional tests or investigations

List price and average cost of a course £5,650 per 30-tablet pack (flat pricing across 200 mg, 150 mg
of treatment and 100 mg)

Patient access scheme (if applicable) per 30-table pack
(_)

Abbreviations: MHRA = Medicines and Healthcare products Regulatory Agency; SmPC = Summary of Product Characteristics

B.1.4  Health condition and position of the technology in the

treatment pathway

B.1.4.1 Disease overview

B.1.4.1.1 Clinical overview and pathogenesis

Myelofibrosis (MF) is a rare bone marrow cancer, which can cause progressive
scarring of bone marrow (fibrosis) impairing its normal function.(1) The clinical

presentation of MF is highly heterogeneous and often includes constitutional
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symptoms, splenomegaly and cytopenias, the most frequent of which is anaemia.(1)
MF is associated with poor health-related quality of life (HRQoL; Section B.1.4.2.3)
and very limited survival (Section B.1.4.2.1).(2, 3, 8, 9) MF is not well managed with
existing treatment options (JAKis) and there remains an unmet need for an
alternative treatment that can address disease symptoms, and not exacerbate
haematological toxicities in patients with the most severe disease (int-2/HR),
regardless of whether or not they have received prior JAKi treatment (Section
B.1.4.3.2).

MF is classified as a chronic and progressive Philadelphia chromosome negative
myeloproliferative neoplasm (MPN).(10, 11) Due to the heterogeneity of MPNs, MF
may present as de novo (primary MF; PMF), or secondary to essential
thrombocythemia (ET; post-ET MF) or polycythemia vera (PV; post-PV MF), with
approximately 50% of the patients with MF treated in clinics being post-PV MF and
post-ET MF.(12) Once these conditions reach the overtly fibrotic stage, they are
indistinguishable clinically and treatment decision making is not differentiated
according to primary or secondary MF, therefore in the submission all three

aetiologies are simply called ‘MF’.(3, 13)

MF pathogenesis is characterised by dysregulation (constitutive activation) of the
JAK-signal transducer and activator of transcription (STAT) pathway. This leads to
excessive production of cytokines, which generates an inflammatory environment in
the bone marrow. This inflammatory imbalance leads to bone marrow fibrosis and
consequently extramedullary haematopoiesis (splenomegaly) to compensate for
impaired bone marrow function.(2, 14-16) Aberrant cytokine production and the
consequent systemic and local (bone marrow) inflammation contributes to the

additional MF symptoms such as anaemia and constitutional symptoms.(15)

Anaemia, splenomegaly, and constitutional symptoms are the three key clinical

manifestations in MF and are associated with various medical complications:(17)

e Anaemia is a predictor of poor prognostic outcome and often contributes to

fatigue and poor HRQoL
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e Organomegaly, including splenomegaly, is often associated with symptoms

such as abdominal distension, pain, early satiety, dyspnoea, and diarrhoea

e Constitutional symptoms commonly present as night sweats, low-grade

fevers, itching, bone pain, fatigue, unintentional weight loss, and cachexia.

MF is also associated with a number of clinical comorbidities that include portal or
pulmonary hypertension, infections, thrombosis, bleeding, and cardiovascular

complications.(15, 18, 19)

B.1.4.1.2 Diagnosis and classification

Patients diagnosed with MF are stratified into risk categories using the International
Prognostic Scoring System (IPSS), Dynamic International Prognostic Scoring
System (DIPSS) or Dynamic International Prognostic Scoring System Plus (DIPSS
Plus) based on prognostic factors such as, age, presence of constitutional symptoms

and haematological parameters (Table 4).(2, 3, 18, 20, 21)

The most commonly used prognostic scoring system used by UK clinicians is DIPSS
and/or DIPSS Plus.(22) DIPSS was used to inform patient selection and stratification
in SIMPLIFY-2.(23) The DIPSS Plus system builds on the pre-existing DIPSS and
considers the incremental mortality risk associated with need for red blood cell
transfusion, independent of anaemia status. In the DIPSS scoring system, any

patient with anaemia (Hb <10 g/dL) is classified as at least Int-2.(2, 3)

Table 4. Prognosis scoring systems in MF(2, 3)

System IPSS DIPSS DIPSS Plus
Factors (points) e Age >65 years (1) e Age >65y (1) e Age >65y (1)
e Hb <10 g/dL (1) e Hb <10 g/dL (2) e Hb <10 g/dL (2)
e WCC >25 x109/L (1) e WCC >25 x109/L (1) e WCC >25 x 109/L (1)
e PB blasts 21% (1) e PB blasts 21% (1) e PB blasts 21% (1)
e CSx (1) ¢ CSx (1) ¢ CSx (1)

¢ Unfavourable karyotype?
(1)

¢ Transfusion dependency
(1)

e PIt <100 x 109/L (1)
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System IPSS | DIPSS DIPSS Plus

Risk subgroups Predictors/points number, n (median OS)

Low 0 (11.3 years) 0 (not reached) 0 (15.4 years)
Int-1 1 (7.9 years) 1to 2 (14.2 years) 1 (6.5 years)
Int-2 2 (4 years) 3 to 4 (4 years) 2 to 3 (2.9 years)
HR =3 (2.3 years) =5 (1.5 years) 24 (1.3 years)

@Proposed scoring system not used in standard practice

Hb levels have been converted from g/L to g/dL

Abbreviations: CSx = constitutional symptoms; Hb = haemoglobin; DIPSS = Dynamic International Prognostic Scoring System;
HR = high-risk; int = intermediate; IPSS = International Prognostic Scoring System; MF = myelofibrosis; OS = overall survival,
PB = peripheral blood; PIt = platelet; WCC = white cell count

The Scope for this submission allows for NICE to make a decision to recommend
momelotinib for any patient, regardless of DIPSS status. However, the majority of the
evidence is in patients with DIPSS int-2/HR, and this is the point in the treatment
pathway where JAKis, like momelotinib, are conventionally used. Therefore, GSK
has deviated slightly from the Scope in setting up the decision problem in the
submission and presented a case only for approving momelotinib in int-2/HR

patients.

B.1.4.1.3 Epidemiology

Prevalence and incidence of MF

MF is a rare condition which primarily affects older adults, with a median age at
diagnosis of approximately 67 years.(1, 18) In an analysis of diagnoses between
2010 and 2019 by the Haematological Malignancy Research Network (HMRN), the
incidence of any form of MF was 0.60 per 100,000 persons per year in the UK
population.(24) Higher incidence rates were reported for males (0.70 per 100,000
persons per year) compared to females (0.40 per 100,000 persons per year).(24)
The estimated prevalence of MF is 3.2 per 100,000 persons as of December 2019,
corresponding to approximately 2,080 people with MF in the UK.(24-26)

Similar figures were reported in a previous NICE submission (TA386), in which
epidemiological estimates of patients with MF in the UK were:(18, 27)

e Incidence: 0.4 per 100,000 persons per year

e Prevalence: 2.2 per 100,000 persons

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 20 of 237



The recently published REALISM study in UK MF patients reported approximately
50% of patients had DIPSS int-2/HR disease at diagnosis.(28) As highlighted in
Table 4 (Section B.1.4.1.2), patients classed as int-2/HR have very limited survival

expectancy.

B.1.4.1.4 Anaemia in MF

Anaemia is one of the leading negative prognostic factors in MF.(10, 13, 17) It is a
condition in which the number of red blood cells (RBCs) is lower than normal.(29)
According to the UK REALISM study, 44% of MF patients have anaemia at
diagnosis, with 33% of patients presenting with Hb <10 g/dL.(28) As the disease
progresses, the proportion of patients with anaemia increases. Within one year of
diagnosis up to 58% of patients develop anaemia. Beyond one year of diagnosis, up

to 64% of patients develop anaemia.(30)

The pathophysiology of MF-associated anaemia is multifactorial and can be driven

by disease and/or commonly used treatments (Figure 1).

Figure 1. Multifactorial pathophysiology of anaemia in MF(17)
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Anemia

Dysregulation of the JAK-STAT pathway, and the resulting impairment of normal
bone marrow function due to fibrosis and inflammation, can lead to low RBC levels
and promote anaemia.(1) Compensatory extramedullary haematopoiesis occurs
mainly in the spleen, which has limited capacity to produce blood cells and cannot
compensate for the impaired bone marrow function in these patients.(15, 17)

Furthermore, extramedullary haematopoiesis can lead to an enlargement of the
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spleen, which contributes to the sequestration and destruction of circulating RBCs,
thus promoting anaemia.(15, 17) In addition to the effects on bone marrow function,
JAK-STAT dysregulation leads to chronic activation of activin receptor type 1
(ACVR1), a receptor on the surface of hepatocytes, resulting in elevated hepcidin

levels which inhibit iron homeostasis and can cause iron-restricted anaemia.(31)

Disease-related anaemia can be exacerbated in patients with MF by treatment with
existing JAKI (ruxolitinib [JAK1/2i] and fedratinib [JAKZ2i]) owing to myelosuppressive
effects through disruption of the JAK-STAT pathway.(5, 15, 18) In contrast, the next
generation JAKi momelotinib, inhibits JAK1/2 as well as ACVR1, thus stabilising Hb
and improving anaemia associated with MF (Section B.2.7.1.4). The mechanism by
which momelotinib mediates an anaemia response is likely due to the additional
inhibition of ACVR1 thereby reducing hepcidin levels and elevating serum iron
availability for RBC production (Section B.1.3).(15, 21)

The WHO defines normal levels of Hb 213 g/dL in men, Hb 212 g/dL in women and
Hb 211 g/dL in pregnant women.(29) However, MF clinicians highlight that defining
anaemia in MF is heterogeneous and complex.(32) In a UK advisory board,
clinicians stated that solely defining anaemia based on Hb level is crude and many
other clinical factors are important such as patient age, fithess, comorbidities
(particularly cardiac and respiratory), and prior or existing use of anaemia
treatments, when considering whether an individual patient is anaemic and a
modification of treatment is required for anaemia management.(32) In a separate
advisory board, clinicians advised that the severity and indication to manage
anaemia is defined by a patient’s ability to tolerate symptoms of anaemia, which can

be variable, patient specific and not always correlate with Hb levels.(33)

For the purpose of this submission GSK considers that moderate to severe anaemia
means ‘treatment-requiring anaemia’. UK clinicians have advised that not all cases
of anaemia as defined by WHO require intervention. ‘Moderate to severe’ anaemia
has no accepted clinical definition in MF and is therefore defined in this submission
as meaning any clinically relevant anaemia severe enough to warrant treatment; a
definition which clinicians advised was more clinically accurate than a strict Hb cut-

off.(33) To align with this, the submission assumes in the economic modelling that all
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patients who could be candidates for momelotinib require, in addition, some
treatment for their anaemia. Where a specific threshold is required for any reason,
Hb <12 g/dL is used as the most inclusive threshold that falls under the WHO
criteria. While it is likely that in practice not all patients with Hb <12 g/dL would be
considered moderately or severely anaemic, clinicians have advised any lower Hb
threshold would omit patient groups with clinically relevant treatment-requiring
anaemia. Exploratory scenario analysis using different thresholds is undertaken to

confirm that this assumption has a limited impact on the overall decision problem.
B.1.4.2 Disease burden

B.1.4.2.1 Impact on survival

MF is associated with a very poor prognosis.(21) Median survival in patients with MF

is short, and diminishes in patients classified with higher risk disease:(8)

e All patients with MF: 5.75 years (95% CI: 5.08, 6.3)
e Int-2 patients: 4 years (95% CI: 3.58, 4.92)
e HR patients: 2.25 years (95% CI: 1.92, 2.58)

In patients with relapsed, refractory or treatment-intolerant disease, survival
outcomes worsen; median OS is approximately 13 to 16 months after ruxolitinib
discontinuation (13 months, 95% CI: NR, NR; 14 months, 95% CI: 10, 18; 16
months, 95% CI: 6.3, not estimable).(34-36)

Prognostic risk factors have been leveraged into prognostic scoring systems in MF,

which are summarised in Section B.1.4.1.2.

B.1.4.2.2 Impact of anaemia

Anaemia is a common side effect of MF and is an important prognostic factor,
inversely related to overall survival (OS).(2, 3, 5) The association between anaemia
and poor OS has been demonstrated in a number of studies.(4-7) The severity of
anaemia is correlated with worse survival (Figure 2), with TD (TD) patients having
the highest risk as evidenced by the DIPSS Plus scoring tool (Table 4).(2-7)
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Survival

Figure 2. Survival data of patients with MF by the severity of anaemia(4)
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T

Abbreviations: MF = myelofibrosis

Anaemia is commonly treated with red blood cell transfusions (RBC transfusions). At
diagnosis nearly one-quarter of patients with MF are dependent on RBC transfusions
and nearly half of MF patients with anaemia become dependent on RBC

transfusions one year after diagnosis.(15, 30)

RBC transfusions are expensive for the NHS and time-consuming for the patient and
the health service, as each unit needs to be transfused over 2 to 3 hours and the
infusions carry moderate risks such as infection.(37) Patients receiving regular RBC
transfusions can develop an iron overload, a condition associated with
cardiomyopathy, iron-mediated cellular injuries, increased risk of infection,
arthropathy of large joints, cramps and diabetes.(38, 39) Iron chelating agents can
be used to manage iron overload. However, clinicians from the UK clinical advisory
board (2023), stated that iron chelating agents have high toxicities and costs.(32)

Furthermore, they stated that it is a reasonable expectation that reducing the need
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for transfusions and, in particular, achieving Tl would reduce the need for iron

chelating agents, thus minimising healthcare costs and treatment toxicities.(32)

B.1.4.2.3 Symptom and quality of life burden

Approximately 70% of patients are symptomatic at diagnosis.(8, 40) As the disease
progresses all patients will eventually experience symptoms, many of which are
debilitating. Symptoms can be due to bone marrow fibrosis and bone marrow failure,
systemic inflammation, and/or organomegaly.(41) Both patients and physicians have
identified the improvement of symptoms (patients: 70%; physicians: 80%) as the
most important treatment goal in MF, followed by better HRQoL (patients: 61%;
physician: 52%) and delayed disease progression (patients: 58%; physician:
43%).(9)

The cross-country Landmark health survey (Australia, Canada, Germany, Italy,
Japan, UK) found that fatigue was the most common symptom, occurring in 54% of
all patients with MF.(9) Other common symptoms in patients with MF were,
abdominal discomfort (30%), shortness of breath (29%), night sweats (29%) and
difficulty sleeping (27%).(9)

Most patients with MF indicated that their symptoms reduced their HRQoL (83%),
with those with the highest risk scores and a high symptom burden most likely to
report impaired HRQoL. Furthermore, over half (58%) of patients required assistance

from a caregiver.(9)

B.1.4.2.4 Economic burden on patients and the healthcare system

MF also has a substantial impact on patients’ ability to work. Overall, 57% of patients
with MF in the Landmark Health survey experienced a negative impact on their work.

Of the surveyed patients:(9)

e 21% reduced their work hours

e 8% voluntarily left their job

e 11% took early retirement

e 12% started receiving disability living allowance

e 3% moved to a lower-paying job
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e 2% experienced involuntary loss of work

Employed patients with MF missed approximately 4.8 hours of work on average over
the previous 7 days; 45% stated that they had missed some hours of work in the
previous 7 days. A total of 41% of employed patients with MF experienced work

impairment overall.(9)

RBC transfusions for managing anaemia constitutes a significant burden on the
NHS. The 2023 cost of acquiring one unit of packed red cells is £158, and 1 to 2
units are typically required for each transfusion. In addition to the blood acquisition
costs, UK and international studies have demonstrated blood acquisition costs
account for less than half of the overall transfusion cost.(42-45) For example, a 2012
literature review, reported the average cost of transfusing two units of blood ranged
from £351.04 to £470.00 in 2011 (both ranges from UK studies).(43)

Indirect costs of RBC transfusions to the healthcare system, include, chair time and
nurse time due to need to manage adverse events (AEs) of RBC transfusions .
According to the 2022 UK SHOT report, the risk of death related to transfusion in the
UK'is 1in 63,563 (1.57 per 100,000) components issued and the risk of serious
harm is 1in 15,449 (6.47 per 100,000) components issued.(46) Although,

international studies indicate this may be an underestimation.(44)

Beyond the healthcare burden of AEs related to blood are the longer-term health
impacts of iron overload resulting from repeated RBC transfusions as discussed in
Section B.1.4.2.2.

B.1.4.3 Treatment pathway

B.1.4.3.1 Treatment pathway and current treatments

The guidelines most commonly used by UK haematologists are the BSH guidelines

for the diagnosis and management of MF, which were first published in 2012 with a

subsequent revision in 2014 to include the JAKIi, ruxolitinib.(28) Based on the British
Society of Haematology (BSH) guidelines, the UK REALISM RWE study and the UK
clinical advisory board (2023), the current treatment pathway for patients with MF in
the England and Wales is summarised in Figure 3.(3, 32, 47, 48)
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Figure 3. Treatment pathway for MF in England and Wales
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The decision on treatment approach is tailored to the patient based on assessment
of their disease severity, presentation of symptoms and prognostic risk
categorisation for myelofibrosis (DIPSS and DIPSS Plus).(49) There is one curative
approach (allogeneic-stem cell transplant), which will almost always be the first-
choice intervention if the patient is eligible, and the management strategy in all other

cases will be aimed at delaying progression and managing symptoms.

Allo-SCT is the only potentially curative therapy for MF, with successful
transplantation reported to reverse bone marrow fibrosis.(3, 16) However, treatment
is only considered for fit patients with int-2/HR MF with prognosis <5 years.(3, 50)
Use of allo-SCT is limited due to high treatment-related morbidity and mortality;
estimated 1-year treatment-related mortality associated with allo-SCT is
approximately 30% and OS is 50%.(50) Therefore, only a small proportion of
patients are eligible to undergo treatment. In the UK REALISM RWE study, only 5%
patients received allo-SCT therapy.(28) GSK expects it to be rare that a patient who
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is eligible for allo-SCT would be offered any alternative treatment, including

momelotinib, so allo-SCT is not a comparator in this appraisal.

Examples of treatments which might be included in a regimen for delaying
progression and managing symptoms include: hydroxycarbamide, prednisolone,
thalidomide, radiotherapy, other chemotherapies, and splenectomy.(3, 28) For
patients with DIPSS/DIPSS Plus score of int-2/HR MF (the relevant population for
this submission), the JAKis have also emerged as targeted treatment options for
patients with MF and splenomegaly and/or MF symptoms.(47) Ruxolitinib is used as
initial JAKi therapy for suitable patients and is recommended by NICE (TA386) and
clinical guidelines.(27, 32, 47) The REALISM UK real-world study reported the most
commonly used first line core management strategies were ‘watch and wait’ (n=134),
ruxolitinib (n=111) and hydroxycarbamide (n=68; Table 5).(28)

Table 5. Initial MF management strategies in the UK REALISM study(28)

Management strategy? n courses (%) n (persisting 26 months)
Watch and wait 134 (67) 81

Ruxolitinib 111 (56) 81

Hydroxycarbamide 68 (34) 44

Allo-HSCT follow up® 10 (5) 5

Interferon-a 10 (5) 7

Ruxolitinib + hydroxycarbamide 9(5) 7

JAKi part of a clinical trial 8 (4) 4

aPatients may have had more than one management strategy
®Described as such in patients records
Abbreviations: Allo-HSCT = allogeneic-haematopoietic stem cell transplantation; JAKi = Janus kinase inhibitor

For patients who are intolerant or who stop responding to ruxolitinib, fedratinib is
available via the Cancer Drugs Fund (TA756, CDF).(51) Fedratinib is outside the
Scope of the appraisal (as it is not established clinical practice) so is not discussed
further. Regardless, both ruxolitinib and fedratinib demonstrate clinical benefit
through spleen volume reduction and symptom reduction when compared with
placebo and BAT, reinforcing the relevance the JAK-STAT pathway as a clinically

important molecular target in MF.

However, both JAKis can exacerbate disease-related anaemia which can lead to
treatment failure and further toxicities.(5, 49, 52, 53) UK clinicians stated in an
advisory board that many patients who experience haematological or other toxicities

will remain on ruxolitinib or dose-adjusted ruxolitinib despite being ‘sub-optimally
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treated’.(33) In addition, for patients who substantially reduce or stop ruxolitinib there
are concerns of the proinflammatory state and deterioration which can occur
following JAKi withdrawal.(54)

Management of MF-related anaemia

Available therapies for the treatment of anaemia of MF include erythropoiesis-
stimulating agents (ESAs), androgens, corticosteroids, and immunomodulating drugs
(Table 6).(3, 19) Furthermore, patients with anaemia might require RBC
transfusions, which have notable system costs and side effects for patients. The UK
REALISM RWE study documented anaemia in nearly half of patients at diagnosis,
with 33% of patients requiring transfusions during the study period.(28) However it is
known that nearly half of MF patients with anaemia become TD within one year of
diagnosis.(15, 30)

According to the UK clinical advisory board (2022), supportive measures for patients
on ruxolitinib therapy mirror those used in the overall MF population and include
ESAs (20% to 60% of patients), RBC transfusions (10% to 25% of patients) and
other treatments such as corticosteroids, danazol and thalidomide (<10% of
patients).(33)

Table 6. Current therapies for the treatment of MF-related anaemia(3, 12, 19, 33, 55-57)

Treatment Characteristics

RBC transfusions ¢ Recommended in PMF patients with symptomatic anaemia

e Regular transfusions lead to iron overload, resulting in complications such as
liver damage, liver cirrhosis, pancreatic islet cell damage, diabetes,
hypothyroidism and hypogonadism

ESAs (e.g., o Limited to patients with low erythropoietin levels (125 u/l)
erythropoietin) ¢ Response rates are variable, and frequently responses are not maintained over
time

¢ Limited efficacy in TD population

¢ Risk of vascular complications

o May exacerbate splenomegaly

¢ Patients eventually become refractory (median duration of response 19.3

months)
o Requires intravenous administration
Androgens (e.g., ¢ For patients who have anaemia and are TD
danazol) ¢ Contraindicated in patients with androgen-dependent tumours,

thrombosis/history of thrombosis, severely impaired cardiac/hepatic/renal
function and pregnancy/breastfeeding
e Lack of proven benefit in anaemia (evidence derived from 50 case reports)
¢ Higher toxicity and lower success rate than erythropoietin
o Difficult to source in the UK
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Treatment Characteristics

Steroids « Similar response rates to danazol with higher side effect burden

Immunomodulating drugs | e Improvement of erythropoiesis with beneficial effects on anaemia
(e.g., thalidomide) e Associated with multiple AEs

Abbreviations: AE = adverse events; ESA = erythropoiesis-stimulating agents; MF = myelofibrosis; PMF = primary
myelofibrosis; RBC = red blood cell; TD = transfusion-dependent; UK = United Kingdom

B.1.4.3.2 Unmet need

In recent years, the JAKIi ruxolitinib has emerged as the primary targeted treatment
for those patients with int-2/HR MF who are not eligible for allo-SCT.(47) While
ruxolitinib can improve MF symptoms and manifestations, it is less suitable for
patients with anaemia due to haematological toxicities and it is associated with
treatment-related anaemia.(5, 47, 49, 52, 58, 59)

Unfortunately, there are few suitable alternatives to ruxolitinib. Given the prognostic
importance of anaemia and the absence of an effective treatment for the population
of patients with anaemia and MF, JAKi-naive patients have a significant, definable
unmet medical need. This unmet need is highlighted by current BSH guidance which
recommends that patients with MF-associated anaemia should be enrolled in JAKI
clinical trials.(3, 47)

There is an additional unmet need in JAKi-experienced patients. UK clinicians stated
in an advisory board that when ruxolitinib toxicities progress, or when symptom and
spleen response starts to wane, patients typically remain on treatment with an
adjusted dose (and potentially other supportive therapies).(32) In a further advisory
board, clinicians confirmed many patients who experience haematological or other
toxicities will remain on ruxolitinib or dose-adjusted ruxolitinib despite being ‘sub-

optimally treated’.(33)

Although strictly out of Scope for this appraisal, it should be noted that even if
fedratinib was to leave the CDF and enter routine commissioning the unmet need
would still remain. Like ruxolitinib, fedratinib is associated with haematological
toxicity.(32, 54) Furthermore, clinicians may be reluctant to take patients off
ruxolitinib to transition to fedratinib due to the mandated washout prior to use which

risks disease flare-up and AEs of ruxolitinib discontinuation syndrome.(32, 54)
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In summary, there remains an unmet need for MF patients for an alternative JAKi
which can treat manifestations of the disease while stabilising or improving

haemoglobin/anaemia outcomes.

B.1.4.3.3 Place in therapy
The proposed positioning of momelotinib is for patients classed as int-2/HR and

anaemic regardless of previous use of other approved JAKis (Figure 4).

Figure 4. Proposed positioning of momelotinib

[ PMF, post-ET MF and post-PV MF
( \ l Low risk l [ Int-1 ] [ Int-2 or high risk ]
DIPSS / _ _ - —
DIPSS+: Asymptomatic Asymptomatic Symptomatic Transplant Ineligible  Transplant Eligible
’ . Ruxolitinib Rux pre-BMT
. | (Luoms
% Watch + Wait Watch + Wait ] Interferon-a if symptomatic
T < ini
g Momelotinib
- Hydroxyurea Allo-SCT
| — —
Hydroxyurea
—
Anaemia Supportive Measures — EPO, Androgen (Danazol), RBC transfusion
Clinical Trial for any patient
______ population, if suitable - -"-"~-~"~"="=-"-"-"-"-"-"-"-"-"-"-"-~------"=----°-"--°--—--—--—--—-—--—-—-—--"“-"“-°—-°--°=°=-°=°====-
Ruxolitinib / Fedratinib
— sub-optimal Rux OR e OR (Cancer Drugs Fund)
0w @ +
220 + x
2w 2
g o< Other Radiation
oo - i - *
3 E E chemotherapies Palliative Care Hydroxyurea Interferon-a Splenectomy Therapy*
£558
- o Anaemia Supportive Measures (as required) — EPO, Androgen (Danazol**), RBC transfusion
—
KEY: [ JAKis ] PO (esTenlig Other available Clinical Trial if eligible
of momelotinib therapies

*Low prominence in treatment pathway

**Danazol is a comparator in the MOMENTUM trial (Section B.2.4.1.3)

Abbreviations: Allo-SCT = allogeneic-stem cell transplant; BMT = Blood and Marrow Transplant; DIPSS = Dynamic
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For JAKi-naive patients who are eligible for ruxolitinib with evidence of anaemia,
momelotinib offers an alternative treatment which is less likely to exacerbate
anaemia symptoms. In the UK clinical advisory board (2023), clinicians stated that
for JAKi-naive patients, several patient factors would be important when considering
momelotinib treatment, such as anaemia, presence of other MF symptoms, presence

of spleen symptoms, patient fitness/age, and comorbidities.(32)
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For JAKi-experienced patients who experience anaemia or haematological toxicity
on ruxolitinib, momelotinib offers an alternative treatment. Clinicians have advised
that the presence of haematological toxicity, including anaemia, is the most relevant
factor which would be considered whether to switch a patient from an existing JAKIi
to momelotinib.(32) The clinicians confirmed momelotinib would be considered for
use in these patients in accordance with the BSH 2014 guidance on continuing or

stopping ruxolitinib therapy.(32)

B.1.5 Equality considerations

Fatigue is a prevalent symptom for patients with MF, which impacts patient HRQoL
and causes implications for patients with care responsibilities and those still in
work.(2, 3) Severe and chronic fatigue is recognised as a disability under the
Equalities Act 2010, and therefore is a protected characteristic. As the submission
presents evidence that momelotinib leads to fewer clinical or biochemical markers for
fatigue-inducing anaemia, the impact of a negative recommendation would be to
differentially burden patients with a disability over those who are not disabled in this

way.

Further, GSK notes that anaemia disproportionately affects certain protected groups.
For example, women who menstruate are especially affected due to loss of iron in
the blood. Those who cannot receive a blood transfusion due to strong philosophical
or religious commitments, such as Jehovah'’s Witnesses, are also disproportionately
affected due to lacking access to an important treatment option for anaemia.
Although the most typical MF patient will not be a pre-menopausal woman or
Jehovah's Witness, the differing impact of recommendations on this group should

not be overlooked just because the incidence is uncommon.

MF, particularly MF with anaemia, is an ultra-orphan condition. It is both chronic and
severely disabling, and has the potential for lifelong management. Therefore, there is
a case that momelotinib could have been routed through the highly specialised
technology (HST) assessment process. Unlike many other HSTs, the side effect
profile of momelotinib is such that it could plausibly be administered in any
secondary NHS setting (e.g., treatment would not be “concentrated in very few

centres”). Also, momelotinib does not have a high acquisition cost, likely saving the
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NHS money overall compared to alternative treatments. This raises a major
equalities issue if momelotinib is not approved for use in the NHS, since typical
approval ICER thresholds for the HST route are in the £100,000 / QALY range, while
typical approval ICER thresholds for the STA route are in the £20,000 - £30,000 per
QALY range.(60) Patients with identically burdensome rare diseases from the
perspective of social value judgements made about treating rare diseases may have
unequal access to treatment because positive aspects of momelotinib (the ease of
administration and low acquisition costs) prevent the drug from being routed to these

patients through the more permissive appraisal process.
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B.2 Clinical effectiveness

B.2.1  Summary of clinical effectiveness evidence

e The pivotal clinical studies (SIMPLIFY-1, SIMPLIFY-2, and MOMENTUM) collectively show that
momelotinib has substantial clinical benefits for patients with MF. These benefits were also
observed in patients with anaemia and thrombocytopenia, regardless of prior JAKi treatment.

e Momelotinib has a comparable treatment effect to existing JAKIi in treating established signs
and symptoms of MF, such as splenomegaly and constitutional symptoms, with additional
benefits relating to Tl reflected across all trials, which is a key prognostic factor in MF.(23, 61-
64)

e Furthermore, the results demonstrated that patients can safely transition immediately from
ruxolitinib/BAT while maintaining spleen volume response and symptom control. (65)
Momelotinib demonstrated a favourable safety profile, which was consistent across subgroups
of patients with anaemia and thrombocytopenia.(66)

e Overall, across the three pivotal studies, momelotinib has shown a favourable benefit-risk
profile in patients with MF.

JAKi-naive patients

e Evidence supporting the clinical effectiveness of momelotinib in JAKi-naive MF patients is
provided by the SIMPLIFY-1 trial. This was a multicentre, randomised, double-blind Phase llI
non-inferiority trial comparing momelotinib (n=215) and ruxolitinib (n=217).(61)

e SIMPLIFY-1 demonstrated the non-inferiority of momelotinib to ruxolitinib for the primary
endpoint (proportion of patients with spleen volume reduction 235% from baseline to Week 24;
ﬂersus , respectively; proportion difference:

.(61)

e Momelotinib showed benefits in most key secondary endpoints, particularly those concerning
haematological parameters.(61, 62)

o A nominally significantly higher proportion of patients were Tl at Week 24 in the
momelotinib group (66.5%) vs the ruxolitinib group (49.3%). A lower proportion of
patients in the momelotinib arm lost Tl status compared with patients in the ruxolitinib
arm (2% and 20% reduction, respectively).

o Over the 24-week randomised treatment phase, momelotinib increased mean
haemoglobin (Hb) levels whereas ruxolitinib decreased them. Following transition to
momelotinib at Week 24, patients originally randomised to ruxolitinib had a rapid
increase in mean Hb levels. Hb levels were maintained at a similar level to those of
patients originally randomised to momelotinib for the duration of the open-label phase.

o Platelet counts were maintained in the momelotinib group but dropped in the ruxolitinib
group.

e Non-inferiority was not met for the secondary endpoint of 250% reduction in MF symptoms
(TSS) from baseline to Week 24.(61) Several aspects of the study design may have
confounded the assessment of symptom response. Clinicians from a UK advisory board
acknowledged the similarity in improvements across individual symptom domains and
considered the demonstration of non-inferior spleen response by momelotinib to be a positive
result that was not undermined by not meeting the symptom response endpoint.(32)

JAKi-experienced patients

e Evidence supporting the clinical effectiveness of momelotinib in JAKi-experienced patients is
primarily derived from SIMPLIFY-2. This was a multicentre, randomised, open-label Phase I
superiority trial comparing momelotinib (n=104) versus best available therapy (BAT) (n=52) in
MF patients who had suboptimal response or haematological toxicity after receiving

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 34 of 237



ruxolitinib.(23) BAT was administered according to standard of care and investigator’s
discretion with 88.5% of patients continuing to receive ruxolitinib.(23)

e Forall primary and secondary endpoints, a higher point estimate was observed in the
momelotinib arm compared to BAT arm. Statistical significance was not met in the primary
endpoint of splenic response rate.(26) This may have been influenced by study design
features, including the high proportion of patients in the BAT arm treated with ruxolitinib which
was not expected in the statistical analysis plan and lack of a washout period which led to lack
of additional spleen volume response. This view was supported by UK clinicians.(32)

e Again, benefit of momelotinib on haematological parameters was demonstrated.(23, 63)

o A nominally significantly higher proportion of patients treated with momelotinib (43.3%)
versus the BAT group (21.2%) were Tl at Week 24. The proportion of patients who
were Tl increased by 12.5% in the momelotinib group and decreased by 15.3% in the
BAT group from baseline to Week 24.

o Mean Hb levels increased from baseline to Week 24 by |l in the momelotinib
group and decreased by |JJJll in the BAT group. Mean platelet levels improved
over time from baseline with momelotinib and were higher than BAT throughout the
randomised treatment phase.

e More patients had a reduction of 250% in MF symptoms (measured by TSS) from baseline at
Week 24 in the momelotinib group (26.2%) than the BAT group (5.9%; nominal p<0.001).(23,
63).

e Additional data supporting the clinical effectiveness of momelotinib in a JAKi-experienced,
symptomatic, and anaemic MF population is provided by the MOMENTUM trial. This was a
multicentre, randomised, double-blind Phase Il trial evaluating the non-inferiority and
superiority of momelotinib (n=130) compared with danazol (an anaemia treatment, n=65) in
JAKi-experienced, symptomatic and anaemic MF patients aged =18 years.(64)

o Momelotinib demonstrated a significantly improved splenic treatment effect compared
with danazol. The 235% response rate in the momelotinib arm was 22.3% and 3.1% in
the danazol group (p=0.0011).

o A higher proportion of patients in the momelotinib group (30.0%) versus the danazol
group (20.0%) were TI at Week 24, demonstrating non-inferiority to danazol (non-
inferiority difference of d; one-sided p=0.0116).

o Both momelotinib and danazol increased mean Hb concentration, with patients in the
momelotinib group exhibiting a greater increase in Hb that was sustained over time

compared with patients who received danazol. For patients who switched from danazol
to momelotinib in the open-label phase, Hb levels further increased.

o The proportion of patients who had improvement of MF symptoms (measured by TSS
response at Week 24) was significantly higher in the momelotinib group (24.6%) than
the proportion of patients in the danazol group (9.2%; p=0.0095).

o Safety and tolerability associated with momelotinib

¢ In JAKi-naive patients in SIMPLIFY-1, momelotinib was well-tolerated, and a similar AE profile
was observed across subgroups of patients with anaemia and thrombocytopenia: (61, 62)

o In the double-blind treatment phase, fewer patients treated with momelotinib
experienced anaemia (13.6% vs 38.0%) and thrombocytopenia (18.7% vs 29.2%)
events than those treated with ruxolitinib.

o No evidence of new or progressive toxicity was observed in patients who switched from
ruxolitinib to momelotinib in the open-label phase, without a washout period.

e Similarly, in JAKi-experienced patients in SIMPLIFY-2, momelotinib had a manageable safety
and tolerability profile with no evidence of new or progressive toxicity in patients who switched
from BAT to momelotinib during the extension phase.(23, 63) MOMENTUM also demonstrated
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a favourable safety profile which was consistent with that observed in SIMPLIFY-1 and
SIMPLIFY-2, with no new safety signals observed.(64)

e The long-term safety of momelotinib was evaluated in a pooled analysis of the extended
access study of patients included in the SIMPLIFY-1, SIMPLIFY-2 and MOMENTUM
studies:(66)

o Median duration of momelotinib exposure was 11.3 months (range: 0.1 to 90.4
months), and patients were able to maintain a high momelotinib dose intensity
throughout treatment.

o Grade 23 nonhaematologic treatment-emergent AE (TEAEs) were infrequent, and
grade 23 haematologic TEAEs such as thrombocytopenia and anaemia were
experienced by 16.4% and 14.8% of patients, respectively.

B.2.2 Identification and selection of relevant studies

An SLR was conducted with a cut-off date of 9 February 2023 to identify published
clinical trials of treatment options for adult patients with int-2/HR MF. GSK consulted
with UK clinicians in May 2023, and they confirmed that no additional relevant data
for MF treatments (excluding momelotinib) was published. The included population
scope for the SLR was broader than the population of interest for the submission as
it was conducted from a global perspective, including adult patients (=18 years old)
with int-2/HR MF (PMF and post-PV/ET MF), with int-2/HR MF defined as any of the

following:

¢ Any mention of an int-2/HR MF population

e Using criteria similar to SIMPLIFY-1 (Section B.2.4): Int-2/HR risk per the
IPSS for PMF, or int-1 risk IPSS with associated symptomatic
splenomegaly, hepatomegaly, anaemia (defined as Hb <10.0 g/dL) and/or
unresponsive to available therapy

e Using criteria similar to SIMPLIFY-2 (Section B.2.4): Int-2/HR risk as
defined by DIPSS, or int-1 risk as defined by DIPSS and associated with
symptomatic splenomegaly, and/or hepatomegaly

A total of 1,388 records were identified through database searches and 49
conference proceedings were identified from the grey literature search for a total of
1,473 publications, with no duplicates found during the initial search. From these
publications, 24 articles were included reporting on 14 unique trials. For each
treatment of interest, Phase Il trials were excluded from data extraction if Phase Il
trial(s) for the same treatment were available. Full details of the SLR, including the
search strategy, study selection process and detailed results, are presented in

Appendix D.
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Of the 14 trials, three investigated momelotinib (SIMPLIFY-1, SIMPLIFY-2 and
MOMENTUM) and are described in detail below.

B.2.3 List of relevant clinical effectiveness evidence

Three Phase Il RCTs support the use of momelotinib in adults with MF:

e SIMPLIFY-1 (NCT01969838), comparing momelotinib versus ruxolitinib in
JAKi-naive patients(61)

e SIMPLIFY-2 (NCT02101268), comparing momelotinib versus BAT in prior
ruxolitinib-treated patients(23)

e MOMENTUM (NCT04173494), comparing momelotinib versus danazol in
JAKi-experienced patients(64)

A summary of SIMPLIFY-1, SIMPLIFY-2 and MOMENTUM is provided in Table 7.

Table 7. Clinical effectiveness evidence

Study SIMPLIFY-1 SIMPLIFY-2 MOMENTUM
(NCT01969838)(61) (NCT02101268)(23) (NCT04173494)(64)

Study design Multicentre, randomised, Multicentre, randomised, Multicentre, randomised,
double-blind, Phase lll, open-label, Phase llI, double-blind, Phase lll trial
non-inferiority trial superiority trial Primary and secondary

endpoints: either superiority or
non-inferiority

Population JAKi-naive patients aged Currently or previously JAKi-experienced,
>18 years with PMF or ruxolitinib-treated patients symptomatic and anaemic
post-PV/-ET MF aged 218 years with PMF patients aged =18 years with

or post-PV/-ET MF, who PMF or post-PV/-ET MF
had suboptimal response?
or haematological toxicity®
after receiving ruxolitinib

Intervention(s) | Momelotinib 200mg once Momelotinib 200mg once Momelotinib 200mg once
daily daily daily

Comparator(s) | Ruxolitinib 20mg twice daily | BAT Danazol 300mg twice daily

Indicate if Yes Yes Yes

study

supports

application for

marketing

authorisation

Indicate if Yes Yes No

study used in
the economic

model

Rationale if N/A N/A The SIMPLIFY-2 trial provides
study not all necessary head-to-head
used in model data (against BAT) to reflect

UK clinical practice of MF
treatment, as well as the
decision problem. Danazol is
used to treat anaemia, rather
than MF in anaemic patients.
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Study SIMPLIFY-1 SIMPLIFY-2 MOMENTUM
(NCT01969838)(61) (NCT02101268)(23) (NCT04173494)(64)
The trial provides valuable
clinical context of
momelotinib’s efficacy in an
MF population with anaemia
(Hb <10 g/dL) compared with
an anaemia treatment.
However, it is not required for
the economic analysis.
Reported ¢ Spleen size e Spleen size ¢ Spleen size
outcomes e Symptom relief (including | ¢ Symptom relief (including | e Symptom relief (including
specified in itch, pain and fatigue) itch, pain and fatigue) itch, pain and fatigue)
the decision e Overall survival e Overall survival e Overall survival
problem ¢ Leukaemia-free survival ¢ Leukaemia-free survival ¢ Leukaemia-free survival
¢ Response rate ¢ Response rate o Response rate
e Haematologic parameters | e Haematologic o Haematologic parameters
(including RBC parameters (including (including RBC transfusions
transfusions and blood RBC transfusions and and blood count)
count) blood count) o AEs of treatment
o AEs of treatment ¢ AEs of treatment e HRQoL
e HRQoL e HRQoL
All other N/A N/A N/A
reported
outcomes

2Requirement for RBC transfusions while on ruxolitinib treatment, or
PRequired a dose adjustment of ruxolitinib to <20 mg twice daily and also had grade =3 anaemia, thrombocytopenia, or

haematoma (bleed) when receiving ruxolitinib treatment

Abbreviations: AEs = adverse events; BAT = best available therapy; ET = essential thrombocythemia; HRQoL = health-related
quality of life; Hb = haemoglobin; JAKi = Janus kinase inhibitor; MF = myelofibrosis; PMF = primary myelofibrosis; PV =
polycythemia vera; RBC = red blood cell; UK = United Kingdom.

B.2.4

Summary of methodology of the relevant clinical

effectiveness evidence

B.2.4.1

Study methodology

A summary of the study designs and methodology of the SIMPLIFY-1
(NCT01969838), SIMPLIFY-2 (NCT02101268) and MOMENTUM (NCT04173494)

studies is presented in Table 8.
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Table 8. Comparative summary of trial methodology

I trial

trial

Trial SIMPLIFY-1 (NCT01969838)(61, 62) SIMPLIFY-2 (NCT02101268)(23, 63) MOMENTUM (NCT04173494)(64, 67)
Location Europe, North America, Asia and Australia Europe and North America Europe, North America, Asia and Australia
Trial design Multicentre, randomised, double-blind Phase | Multicentre, randomised, open-label Phase llI Multicentre, randomised, double-blind Phase I

trial

Eligibility criteria
for participants

JAKi-naive patients aged 218 years with PMF
or post-PV/-ET MF

Key inclusion criteria:

o Palpable splenomegaly at least 5cm below
left costal margin

¢ Confirmed diagnosis of PMF in accordance
with WHO criteria, post-PV MF, or post-ET
MF in accordance with IWG-MRT criteria

¢ Required MF therapy in the opinion of the
investigator

e Int-2/HR risk as defined by the IPSS for
PMF or int-1 risk as defined by IPSS and
associated with symptomatic
splenomegaly, hepatomegaly, anaemia (Hb
<10.0 g/dL), and/or unresponsiveness to
available therapy

¢ Acceptable laboratory assessments
obtained within 14 days prior to the first
dose of study drug

¢« ECOGPSO0,1,0r2

o Life expectancy >24 weeks

Key exclusion criteria:

e Prior splenectomy

e Splenic irradiation within three months prior
to the first dose of study drug

o Eligible for allogeneic bone marrow or stem
cell transplantation

¢ Uncontrolled intercurrent illness including
but not limited to active uncontrolled
infection (subjects receiving outpatient
antibacterial and/or antiviral treatments for
infection that was under control or as
infection prophylaxis could be included in
the study), active or chronic bleeding event
within 4 weeks prior to the first dose of

Currently or previously ruxolitinib-treated
patients aged =18 years with PMF or post-PV/-
ET MF, who had suboptimal response? or
haematological toxicity® after receiving ruxolitinib

Key inclusion criteria:

o Palpable splenomegaly at least 5cm below left
costal margin

e Confirmed diagnosis of PMF in accordance
with WHO criteria, post-PV MF, or post-ET MF
in accordance with IWG-MRT criteria

e Current or previous treatment with ruxolitinib
for PMF, post-PV MF, or post-ET MF for 228
days and characterised by the following:

o Requirement for RBC transfusions while on
ruxolitinib treatment, or

o Dose adjustment of ruxolitinib to <20mg
twice daily at the start of, or during,
ruxolitinib treatment and at least one of the
following while on ruxolitinib treatment:
CTCAE Grade 23 thrombocytopenia,
anaemia, haematoma (bleed)

e Int-2/HR risk as defined by the DIPSS or int-1
risk as defined by DIPSS and associated with
symptomatic splenomegaly and/or
hepatomegaly

o If receiving MF therapy, must have been on a
stable dose of the same regimen for 22 weeks
prior to the screen date and through the
screening period

o If not receiving MF therapy, must have
remained off therapy for =22 weeks prior to the
screen date and through the screening period

* Acceptable laboratory assessments obtained
within 14 days prior to the first dose of study
drug

Symptomatic and anaemic JAKi-experienced
patients aged 218 years with PMF or post-PV/-ET
MF

Key inclusion criteria:

¢ Palpable splenomegaly at least 5cm below left
costal margin, or with volume 2450cm? on
MRI/CT

e Confirmed diagnosis of PMF in accordance with
WHO 2016 criteria, post-PV MF, or post-ET MF
in accordance with IWG-MRT criteria

e Symptomatic, defined as an MF-SAF TSS of 210
units assessed by a single assessment at
screening (MF-SAF v4.0)

e Anaemia, defined as having Hb <10 g/dL

¢ Previous treatment with JAKi for PMF, post-PV
MF, or post-ET MF for 290 days, or for 228 days
if 24 units RBC transfusions in 8 weeks, or grade
3/4 AEs of thrombocytopenia, anaemia, or
haematoma:

e HR, int-2 risk, or int-1 risk as defined by DIPSS
or DIPSS plus

¢ No allogeneic-stem cell transplant planned

o Acceptable laboratory assessments

¢ ECOGPSO0,1,0r2

o Life expectancy >24 weeks

Key exclusion criteria:

o Prior treatment with momelotinib

o Approved JAKIi treatment within one Week
before baseline assessment

o Active anti-MF therapy within one Week before
baseline assessment

o Strong CYP3A4 inducer within one Week prior to
randomisation

¢ Use of investigational agent within four weeks
prior to randomisation
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Trial

SIMPLIFY-1 (NCT01969838)(61, 62)

SIMPLIFY-2 (NCT02101268)(23, 63)

MOMENTUM (NCT04173494)(64, 67)

study drug, symptomatic congestive heart
failure, unstable angina pectoris,
uncontrolled cardiac arrhythmia, or
psychiatric illness/social situation that
would limit compliance with study
requirements as judged by the treating
physician

QTc interval >450 msec, unless attributed
to bundle branch block

History of a concurrent or second
malignancy except for adequately treated
local basal cell or squamous cell carcinoma
of the skin, cervical carcinoma in situ,
superficial bladder cancer, asymptomatic
prostate cancer without known metastatic
disease and with no requirement for
therapy or requiring only hormonal therapy
and with normal prostate-specific antigen
for 21 year prior to randomisation,
adequately treated Stage 1 or 2 cancer
currently in complete remission, or any
other cancer that has been in complete
remission for 25 years

Known positive status for HIV

Chronic active or acute viral hepatitis A, B,
or C infection (testing required for hepatitis
B and C), or hepatitis B or C carrier

Prior use of a JAK1 or JAK2 inhibitor

Use of strong CYP3A4 inhibitors or strong
CYP3A4 inducers or dual inhibitors of
CYP3A4 and CYP2C9 within one Week
prior to the first dose of study drug

Use of chemotherapy, immunomodulating
therapy, biologic therapy, radiation therapy,
or investigational therapy within four weeks
of the first dose of study drug

¢« ECOGPSO0,1,0r2
o Life expectancy >24 weeks
Key exclusion criteria:

o Prior splenectomy
e Splenic irradiation within three months prior to
the first dose of study drug
¢ Use of investigational agent within 28 days
prior to randomisation
o Prior treatment with momelotinib
e Haematopoietic growth factor (granulocyte
growth factor, erythropoiesis-stimulating
agent, thrombopoietin mimetic) within 28 days
prior to randomisation
e Uncontrolled intercurrent illness including but
not limited to active uncontrolled infection
(subjects receiving outpatient antibacterial
and/or antiviral treatments for infection that
was under control or as infection prophylaxis
could be included in the study), active or
chronic bleeding event within 4 weeks prior to
the first dose of study drug, symptomatic
congestive heart failure, unstable angina
pectoris, uncontrolled cardiac arrhythmia, or
psychiatric illness/social situation that would
limit compliance with study requirements as
judged by the treating physician
QTc interval >450 msec, unless attributed to
bundle branch block
History of a concurrent or second malignancy
except for adequately treated local basal cell
or squamous cell carcinoma of the skin,
cervical carcinoma in situ, superficial bladder
cancer, asymptomatic prostate cancer without
known metastatic disease and with no
requirement for therapy or requiring only
hormonal therapy and with normal prostate-
specific antigen for =1 year prior to
randomisation, adequately treated Stage 1 or
2 cancer currently in complete remission, or

» Erythropoiesis-stimulating agent within four
weeks prior to randomisation

¢ Danazol within three months prior to

randomisation

Splenic irradiation within three months prior to

randomisation

Current treatment with simvastatin, atorvastatin,

lovastatin or rosuvastatin

History of prostate cancer, except localised

prostate cancer treated surgically or by

radiotherapy with curative intent and presumed

cured

PSA >4ng/mL

Unsuitable for spleen volume measurements

due to prior splenectomy or unwilling/unable to

undergo an MRI or CT scan for spleen volume

measurement

Uncontrolled intercurrent iliness including but not

limited to active uncontrolled infection (subjects

receiving outpatient antibacterial and/or antiviral

treatments for infection that was under control or

as infection prophylaxis could be included in the

study), active or chronic bleeding event within 4

weeks prior to the first dose of study drug,

symptomatic congestive heart failure, unstable

angina pectoris, uncontrolled cardiac arrhythmia,

or psychiatric illness/social situation that would

limit compliance with study requirements as

judged by the treating physician

e QTc interval >500 msec, unless attributed to
bundle branch block

o Current progressive thrombosis despite

treatment

History of porphyria

Child-Pugh score 210

e Prior or concurrent malignancy whose natural
history or treatment had a significant potential to
interfere with efficacy/safety assessment of
investigational treatment
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Trial

SIMPLIFY-1 (NCT01969838)(61, 62)

SIMPLIFY-2 (NCT02101268)(23, 63)

MOMENTUM (NCT04173494)(64, 67)

e Changes to dose of iron chelator therapy
within 14 days of the first dose of study
drug

¢ Unresolved nonhaematologic toxicities from
prior therapies that were CTCAE Grade 21

e Presence of peripheral neuropathy CTCAE
Grade 22

¢ Unwilling or unable to undergo an MRI or
CT scan

¢ Known hypersensitivity to the study drugs,
the metabolites, or formulation excipients

any other cancer that has been in complete
remission for =5 years

¢ Known positive status for HIV

o Chronic active or acute viral hepatitis A, B, or
C infection (testing required for hepatitis B and
C), or hepatitis B or C carrier

¢ Unresolved nonhaematologic toxicities from
prior therapies that were CTCAE Grade >1

e Use of strong CYP3A4 inducers within 1 Week
prior to randomisation

e Changes to dose of iron chelator therapy
within 14 days prior to randomisation

¢ Presence of peripheral neuropathy CTCAE
Grade 22

¢ Unwilling or unable to undergo an MRI or CT
scan as specified in the protocol

¢ Known hypersensitivity to momelotinib, its
metabolites, or formulation excipients

e Known clinically significant anaemia due to iron
vitamin B12, or folate deficiencies, or
autoimmune or hereditary haemolytic anaemia,
or gastrointestinal bleeding, or thalassaemia

¢ Known positive status for HIV

e Chronic active or acute viral hepatitis A, B, or C
infection (testing required for hepatitis B and C),
or hepatitis B or C carrier

¢ Unresolved nonhaematologic toxicities CTCAE
Grade >1

» Presence of peripheral neuropathy CTCAE
Grade 22

¢ Known hypersensitivity to momelotinib or
danazol, their metabolites, or formulation
excipients

Settings and
locations where
the data were

131 clinical centres in Australia, Austria,
Belgium, Bulgaria, Canada, Czech Republic,
Denmark, France, Germany, Hungary, Israel,

52 clinical centres in Canada, Germany, Israel,
Italy, Spain, the UK and the US

107 clinical centres across 21 countries worldwide
(including UK sites)

receive:

o Momelotinib 200mg once daily AND
ruxolitinib placebo twice daily (n=214)°

¢ Ruxolitinib 20mg twice daily AND
momelotinib placebo once daily (n=216)

receive:

e Momelotinib 200mg once daily (n=104)
¢ BAT administered according to standard of
care and investigators’ discretion (n=52)

collected Japan, the Netherlands, Poland, Republic of
Korea, Romania, Singapore, Spain, Sweden,
Taiwan, the UK, and the US
Trial drugs Subjects were randomly assigned (1:1) to Subjects were randomly assigned (2:1) to Subjects were randomly assigned (2:1) to receive:

o Momelotinib 200mg once daily AND danazol
placebo twice daily (n=130)

¢ Danazol 300mg twice daily AND momelotinib
placebo once daily (n=65)

Permitted and
disallowed
concomitant
medication

Antihypertensive therapy was disallowed on
the day of the first momelotinib (or
momelotinib placebo) dose until 4 hours after
administration.

Strong CYP3A4 inhibitors, or dual CYP3A4
and CYP2C9 inhibitors, could only be
coadministered with prior sponsor approval
Other disallowed concomitant medications
were:

Antihypertensive therapy was disallowed on the
day of the first momelotinib dose until 4 hours
after administration.

Strong CYP3A4 inhibitors could only be
coadministered with prior sponsor approval

Other disallowed concomitant medications were:

o Experimental therapy
o MF treatment other than momelotinib,
including haematopoietic growth factor

Antihypertensive therapy was disallowed on the
day of the first momelotinib dose until 4 hours after
administration.

Strong CYP3A4 inhibitors could only be
coadministered with prior sponsor approval
Other disallowed concomitant medications were:
o JAKi

¢ Alkylating agents

o Hypomethylating agents
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Trial

SIMPLIFY-1 (NCT01969838)(61, 62)

SIMPLIFY-2 (NCT02101268)(23, 63)

MOMENTUM (NCT04173494)(64, 67)

o Experimental therapy/procedure

o MF treatment other than momelotinib
e Chemotherapy

¢ Immunomodulator

¢ Systemic corticosteroids

¢ Erythropoiesis-stimulating agent

e Interferon

o JAKi

¢ Granulocyte colony stimulating factor?

e Interferons

e Immunomodulator

e Systemic corticosteroids

» Erythropoiesis-stimulating agent
e Androgens

* Growth factors

e Splenic irradiation

e Splenectomy

e Investigational agents

Primary
outcomes
(including
scoring methods
and timings of
assessments)

Spleen response rate, defined as proportion
of patients with 235% reduction in spleen
volume from baseline at 24 weeks, as
assessed by MRI/CT scan

Spleen response rate, defined as proportion of
patients with =235% reduction in spleen volume
from baseline at 24 weeks, as assessed by
MRI/CT scan

MF-SAF TSS response ratef, defined as proportion
of patients with a 250% reduction in mean MF-
SAF TSS over the 28 days immediately before the
end of Week 24 compared with baseline.

Tl rate, defined as the proportion of patients with
no RBC transfusions or whole blood transfusion
plus all Hb value =8 g/dL at Week 24

Other outcomes
used in the
economic
model/specified
in the scope

MPN-SAF TSS response rate®, RBC Tl rate,
RBC TD rate, rate of RBC transfusions, ORR,
OS, LFS

MPN-SAF TSS response rate®, RBC Tl rate,
RBC TD rate, rate of RBC transfusions, ORR,
OS, LFS

Spleen response rate (>25%; >35%), change in
MF-SAF from baseline, rate of zero transfusions,
OS, LFS

Pre-planned
subgroups

o Age (<65 years or 265 years)

e Gender (male or female)

e Race (white or all other races)

¢ Baseline spleen volume (< median or =
median)

e Baseline TSS (quartiles: <Q1, 2Q1 and <
median, =2 median and <Q3, 2Q3)

¢ Baseline TD (defined as requiring 24 units
of transfusion or a Hb <8 g/dL in the 8
weeks prior to randomisation)

e Baseline Hb (<8 g/dL or =8 g/dL)

¢ Baseline platelet count (<100, 2100 and
<200, >200 [10%/L])

¢ IPSS prognostic category (int or HR)

o MF disease status (PMF, post-PV MF, or
post-ET MF)

¢ JAK2V617F mutation (positive or negative,
based on medical history)

o Age (<65 years or 265 years)

e Gender (male or female)

e Race (white or all other races)

¢ Baseline spleen volume (< median or =
median)

e Baseline Hb (<8 g/dL or 28 g/dL)

e DIPSS prognostic category (int or HR)

o MF disease status (PMF, post-PV MF, or post-
ET MF)

¢ JAK2V617F mutation (positive or negative,
based on medical history)

o Duration of ruxolitinib received prior to
randomisation (=12 weeks or <12 weeks)

¢ Highest dose of ruxolitinib received since
randomisation (=20mg twice daily or <20mg
twice daily [BAT arm only])

¢ Transfusion status (TI/TR/TD) at baseline

e Transfusion status (Tl/non-TI) at baseline

¢ Age (<65 years or 265 years)

e Sex (male or female)

e Race (American Indian or Alaska Native, Asian,
Black or African American, Native Hawaiian or
Other Pacific Islander, White, other)

» Baseline platelet count (<50, 250 but <150, >150
but <300, >300; <150, >150; <200, >200 [109/L])

e Baseline MF-SAF TSS (<22, 222)

¢ Baseline spleen volume (< median or = median)

o RBC transfusions or whole blood units
transfused in the 8-week period prior to
randomisation (0, 1 to 4, 25 units)

o Baseline Hb (<8 or 28 g/dL)

¢ Baseline glomerular filtration rate (30 to 60;
260mL/min)

o DIPSS prognostic category (int or HR)
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Trial SIMPLIFY-1 (NCT01969838)(61, 62) SIMPLIFY-2 (NCT02101268)(23, 63) MOMENTUM (NCT04173494)(64, 67)

e Graphical region (Western Europe, Eastern o MF disease status (PMF, post-PV MF, or post-
Europe, or Asia) ET MF)

o JAK2 mutation (positive, negative, unknown)

¢ Prior JAKIi total daily dose received immediately
before enrolment (0, <20mg ruxolitinib twice
daily or 200mg fedratinib, 220mg ruxolitinib twice
daily or >200mg fedratinib)

e Geographic region (Asia, Australasia, Europe,
North America)

o Duration of JAKi treatment received before
randomisation (<12 weeks, 212 weeks)

¢ Receiving ongoing JAKi at screening (yes, no)

Post-hoc e Baseline Tl e Baseline Tl N/A
subgroups e Baseline non-Tl e Baseline non-TlI
e Baseline TSS (210) e Baseline TSS (<10 or 210)
e Baseline Hb (<10 g/dL, <12 g/dL and 212 ¢ Baseline Hb (<10 g/dL or 210 g/dL)
g/dL) e Baseline TSS 210 AND Hb <10 g/dL
e Baseline TSS 210 AND Hb <10 g/dL ¢ Baseline platelet count (<100, <150, =100;
¢ Baseline platelet count (150, >150; <300, <200, >200 [10°%/L])

>300 [109/L])

2Required RBC transfusions on ruxolitinib

®Required a dose adjustment of ruxolitinib to <20mg twice daily and also had grade =3 anaemia, thrombocytopenia, or haematoma (bleed) when receiving ruxolitinib treatment

°Refers to patients receiving 21 dose of study drug; 215 and 217 patients were randomly assigned to the momelotinib and ruxolitinib arms, respectively

dUnless for treatment of neutropenic fever

¢In the SIMPLIFY studies, the modified MPN-SAF v2.0 consisted of 8 items: tiredness, early satiety, abdominal discomfort, night sweats, itching, bone pain, pain under ribs on left side, and
inactivity, with scoring based on 7 of these items (excluding inactivity) on a scale from 1 to 10, for a maximum (worst) TSS of 70; the full, 27-item MPN-SAF questionnaire was also administered.

fIn MOMENTUM, the MF-SAF v4.0 consisted of 7 items: tiredness, early satiety, abdominal discomfort, night sweats, itching, bone pain, and pain under ribs on left side, with scoring on a scale from
1 to 10, for a maximum (worst) TSS of 70. The MF-SAF v4.0 was selected for use in this study to replace other versions of the instrument used in earlier MF studies.

Abbreviations: AE = adverse event; BAT = best available therapy; CT = computed tomography; CTCAE = Common Terminology Criteria for Adverse Events; DIPSS = Dynamic International
Prognostic Scoring System; ECOG = Eastern Cooperative Oncology Group; ET = essential thrombocythemia; Hb = haemoglobin; HIV = human immunodeficiency virus; IPSS = International
Prognostic Scoring System; IWG-MRT = International Working Group-Myeloproliferative Neoplasms Research and Treatment; JAKi = Janus kinase inhibitor; LFS = leukaemia-free survival; OS =
overall survival; MF = myelofibrosis; MF-SAF = Myelofibrosis Symptoms Assessment Form; MRI = magnetic resonance imaging; PMF = primary myelofibrosis; PSA = prostate-specific antigen; PV =
polycythemia vera; QTc = corrected QT interval; RBC = red blood cell; TD = transfusion-dependence; Tl = transfusion-independence; TR = transfusion-requiring; TSS = total symptom score; WHO =
World Health Organisation
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B.2.4.1.1 SIMPLIFY-1 (NCT01969838)

SIMPLIFY-1 included MF patients who were JAKi-naive (no prior treatment with a
JAKIi; N=432).(61) The SIMPLIFY-1 population was representative of patients with
relatively less advanced disease compared with SIMPLIFY-2 and MOMENTUM. The
trial included subpopulations of patients with anaemia and thrombocytopenia.
SIMPLIFY-1 was designed to assess non-inferiority between momelotinib and
ruxolitinib. In the double-blind treatment phase, patients were randomised 1:1 to

receive either:(61)

e Momelotinib once daily and ruxolitinib placebo twice daily

¢ Ruxolitinib twice daily and momelotinib placebo once daily
The primary endpoint for SIMPLIFY-1 was spleen response rate at Week -24,
defined as the proportion of patients who had a 235% reduction in spleen volume at
Week 24 from baseline, as measured by MRI or CT.(61)

Following the conclusion of the 24-week double-blind treatment period, patients were
able to participate in an open-label treatment phase where they could receive
momelotinib for up to an additional 216 weeks. Patients who were originally assigned
to the momelotinib group during the study continued treatment at their existing
dosage during the open-label phase. Those who were originally assigned to the
ruxolitinib group and wished to remain in the study began momelotinib at a dose
equivalent to their previous momelotinib placebo dose, without tapering or
washout.(61, 62)

The study design is illustrated in Figure 5.
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Figure 5. Study design for SIMPLIFY-1 (NCT01969838)(61, 62)

Primary
Endpoint
Day 1 Week 24 Year 7
| | p |
Double-blind treatment Open-label LTFU

Double-blind, Momeslotinib
N=432: S 200 mg QD

INT-1, INT-2, and < g 200 mg QD
high-risk patients T Ruxolitinib
o 20 mg BID

Note: Treatment assignment was stratified by Tl (yes or no; defined as 24 units of RBC transfusions or haemoglobin level <8
g/dL in the 8 weeks before random assignment, excluding patients associated with clinically overt bleeding) and platelet count
(<100 x 10%/L, 2100 x 10%L and <200 x 10%L, or >200 x 10%L)

Abbreviations: BID = twice daily; INT = intermediate; JAKi = Janus kinase inhibitor; LTFU = long-term follow-up; PLT = platelet;
QD = once daily; RBC = red blood cell; Tl = transfusion-independence

B.2.4.1.2 SIMPLIFY-2 (NCT02101268)
SIMPLIFY-2 included MF patients who were JAKi-experienced (prior treatment with

ruxolitinib) and had suboptimal responses or haematological toxic effects
(N=156).(23) The SIMPLIFY-2 population represented patients with more severe
disease than those included in SIMPLIFY-1. The trial included subpopulations of
patients with anaemia and thrombocytopenia. SIMPLIFY-2 was designed to assess
the superiority of momelotinib over BAT. In the open-label treatment phase, patients

were randomised 2:1 to receive either:(23)

e Momelotinib once daily

e BAT
The primary endpoint for SIMPLIFY-2 was spleen response rate at Week -24,
defined as the proportion of patients who had a 235% reduction in spleen volume at
Week 24 from baseline, as measured by MRI or CT.(23)

Because BAT could not be blinded, the SIMPLIFY-2 trial had an open-label design.
After completion of the initial 24-week open-label treatment phase, patients had the
option to receive momelotinib in an open-label treatment phase for up to an
additional 204 weeks.(63)
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The study design is illustrated in Figure 6, with additional detail provided in Appendix
D.

Figure 6. Study design for SIMPLIFY-2 (NCT02101268)(23, 63)

Primary
Endpoint
\ 4
Day 1 Week 24 Year 7
I | // |
Randomized open-label treatment Open-label LTFU
RUX-exposed i
Open-label, c
N=156; 2 200 mg QD

No min PLT <8 Momelotinib

No Best available
INT-1, INT-2, washout
and high-risk | period = therapy

patients 88.5%=RUX/RUX+

Note: Treatment assignment was stratified by Tl (yes or no; defined as 24 units of RBC transfusions or haemoglobin level <8
g/dL in the 8 weeks before random assignment, excluding patients associated with clinically overt bleeding) and baseline TSS
(<18 or 218).

Abbreviations: INT = intermediate; QD = once daily; LTFU = long-term follow-up; PLT = platelet; RBC = red blood cell; RUX =
ruxolitinib; Tl = transfusion-independence; TSS = total symptom score

B.2.4.1.3 MOMENTUM (NCT04173494)

The MOMENTUM trial provided the pivotal safety and efficacy data for symptomatic
(TSS = 10) and anaemic (Hb <10 g/dL) MF patients who were JAKi-experienced.
The MOMENTUM population represented patients with the most severe disease of
the three trials in the Phase Ill program. MOMENTUM was designed to assess the
superiority of momelotinib over danazol, other than for the coprimary endpoint of Ti
rate at Week 24, which was assessed for non-inferiority.(68) In the double-blind

treatment phase, patients were randomised 2:1 to receive either:(64)

¢ Momelotinib once daily and danazol placebo twice daily

e Danazol twice daily and momelotinib placebo once daily
The other coprimary endpoint in MOMENTUM was MF-SAF TSS response rate,
defined as proportion of patients with a 250% reduction in mean MF-SAF TSS over

the 28 days immediately before the end of Week 24 compared with baseline.(64)
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After completion of the 24-week double-blind treatment phase, patients were eligible
for open-label momelotinib for up to 180 weeks. Crossover from danazol to open-
label momelotinib was allowed:(67)

e Atthe end of Week 24 if the patient completed the randomised treatment
period

e At the end of Week 24 if the patient discontinued danazol early but
continued study assessments and did not receive prohibited medications
(unless approved by the sponsor)

o Before the end of Week 24 if the patient met criteria for confirmed splenic
progression.

Danazol-treated patients who experienced a clinical benefit after Week 24 were
eligible for open-label danazol treatment through to Week 48 (400 mg total daily
dose).(64)

The study design is illustrated in Figure 7, with additional detail provided in Appendix
D.

Figure 7. Study design for MOMENTUM (NCT04173494)(64, 67)
Long-term

Double-blind Treatment Open-label/Crossover Follow-up

Previously treated Subjects Momelotinib 200 mg once daily
with JAKi N=195* + placebo
Symptomatic (TSS 10) w Candomed IO S Dope Momelotinib
and anemic 2:1 randomization T e e 200 mg once daily
(Hgb <10 g/dL) JAKi taperiwashout
PLT 225 x 109/L 221 day
*Planned enroliment 180 v Primary and Secondary
FPE April 2020 | Endpoints // |
LPE June 2021 Day 1 Week 24 /
Coprimary Endpoints v s v
- TISS respinss raItje at Week 241 Key Secondary Endpoints
- TI5 rate at Week 24 * SRR'at Week 24

« Change from baseline of mean TSST at Week 24
« Proportion of subjects with zero RBC units transfused through Week 24

tDanazol was selected as an appropriate comparator given its use to ameliorate anaemia in patients with MF, as
recommended by NCCN and ESMO guidelines; £TSS response rate defined as the proportion of subjects who achieve 250%
reduction in MF-SAF TSS over the 28 days immediately prior to the end of Week 24 compared with baseline; §TI defined as not
requiring RBC transfusions for 212 weeks, with all haemoglobin levels during the 212-week interval of 28 g/dL; ISRR defined
as the proportion of subjects who have a reduction in spleen volume of 225% from baseline; {Mean change from baseline in
TSS at Week 24 will analysed using an MMRM for the momelotinib and danazol groups.

Abbreviations: BID = twice daily; DAN = danazol; ESMO = European Society for Medical Oncology; FPE = first patient enrolled;
Hgb: haemaglobin; LPE = last patient enrolled; Janus Kinase inhibitor; MF = myelofibrosis; MF-SAF = Myelofibrosis Symptom
Assessment Form; MMB = momelotinib; MMRM = mixed models for repeated measures; NCCN = National Comprehensive
Cancer Network; PLT = platelet; RBC = red blood cell; SRR = spleen response rate; Tl = transfusion-independence; TSS =
total symptom score
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B.2.4.2 Baseline characteristics

B.2.4.2.1 SIMPLIFY-1 (NCT01969838)

The baseline characteristics for SIMPLIFY-1 are presented in Table 9. Further detail

and information on patient disposition is provided in Appendix D.

Table 9. Baseline characteristics for SIMPLIFY-1(61)

Characteristic

Momelotinib (n=215)

Ruxolitinib (n=217)

Mean age, years (SD)

65.0 (10.67)

64.4 (10.49)

Male sex, n (%)

124 (57.7%)

120 (55.3%)

MF subtype, n (%)

PMF 128 (59.5%) 116 (53.5%)
Post-PV 48 (22.3%) 50 (23.0%)
Post-ET 39 (18.1%) 51 (23.5%)

Risk category, n (%)

Intermediate-1

46 (21.4%)

43 (19.8%)

Intermediate-2

76 (35.3%)

67 (30.9%)

High

93 (43.3%)

107 (49.3%)

TSS, mean (SD)

19.4 (13.18)

17.9 (11.47)

Mean Hb, g/dL (SD)

10.6 (2.10)

10.7 (2.38)

Hb =8 g/dL, n (%)

186 (86.5%)

195 (89.9%)

Mean platelet count, x103/uL

301.1 (207.03)

301.5 (255.88)

1 n (%)

147 (68.4%)

150 (70.0%)

D, n (%)

53 (24.7%)

52 (24.0%)

Abbreviations: ET = essential thrombocythemia; Hb = haemoglobin; MF = myelofibrosis; PMF = primary myelofibrosis; PV =
polycythemia vera; SD = standard deviation; TD = transfusion-dependent; Tl = transfusion-independent; TSS = total symptom

score

B.2.4.2.2 SIMPLIFY-2 (NCT02101268)

The baseline characteristics for SIMPLIFY-2 are presented in Table 10. Further

detail and information on patient disposition is provided in Appendix D.

Table 10. Baseline characteristics for SIMPLIFY-2(23)

Characteristic Momelotinib (n=104) BAT (n=52)
Mean age, years (SD) 66.4 (8.1) 69.4 (7.4)
Male sex, n (%) 69 (66%) 24 (46%)
MF subtype, n (%)

PMF 64 (62%) 30 (58%)

Post-PV 18 (17%) 12 (23%)

Post-ET 22 (21%) 10 (19%)
Risk category, n (%)

Intermediate-1 23 (22%) 16 (31%)

Intermediate-2 62 (60%) 28 (54%)

High 19 (18%) 8 (15%)
TSS, mean (SD) 18.5 (13.0) 20.5 (16.0)

Duration of prior ruxolitinib, n (%)
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Characteristic Momelotinib (n=104) BAT (n=52)
Missing 13 (13%) 9 (17%)
<12 weeks 16 (15%) 10 (19%)
=12 weeks 75 (72%) 33 (64%)

Mean Hb, g/dL (SD) 9.4 (1.9) 9.5 (1.6)

Hb =8 g/dL, n (%) 77 (74%) 46 (89%)

Mean platelet count, x103/uL 170.8 (148) 126.5 (95.9)

TI, n (%) 32 (31%) 19 (37%)

TD, n (%) 58 (56%) 27 (52%)

Abbreviations: ET = essential thrombocythemia; Hb = haemoglobin; MF = myelofibrosis; PMF = primary myelofibrosis; PV =

polycythemia vera; SD = standard deviation; TD = transfusion-dependent; Tl = transfusion-independent; TSS = total symptom

score

B.2.4.2.3

MOMENTUM (NCT04173494)

The baseline characteristics for MOMENTUM are presented in Table 11. Further

detail and information on patient disposition is provided in Appendix D.

Table 11. Baseline characteristics for MOMENTUM(64)

Characteristic

Momelotinib (n=130)

Danazol (n=65)

Mean age, years (IQR)

71 (65 to 75)

72 (67 to 78)

Male sex, n (%) 79 (61%) 44 (68%)
MF subtype, n (%)
PMF 78 (60%) 46 (71%)
Post-PV 27 (21%) 11 (17%)
Post-ET 25 (19%) 8 (12%)
Risk category, n (%)
Intermediate-1 7 (5%) 3 (5%)
Intermediate-2 72 (55%) 40 (62%)
High 50 (38%) 19 (29%)
Missing 1 (1%) 3 (5%)

Duration of previous JAKi treatment, mean
weeks (SD)

138.5 (123.0)

124.8 (120.0)

TSS, mean (SD) 28.0 (13.8) 25.7 (12.8)
Mean Hb, g/dL (SD) 8.1(1.1) 7.9 (0.8)

Hb =8 g/dL, n (%) 67 (52%) 33 (51%)
Mean platelet count, x10°/L 151.7 (130.9) 130.7 (101.0)
TI, n (%) 17 (13%) 10 (15%)
TD, n (%) 63 (48%) 34 (52%)

Abbreviations: ET = essential thrombocythemia; Hb = haemoglobin; IQR = interquartile range; JAKi = Janus kinase inhibitor;
MF = myelofibrosis; PMF = primary myelofibrosis; PV = polycythemia vera; SD = standard deviation; TD = transfusion-
dependent; Tl = transfusion-independent; TSS = total symptom score

B.2.4.3 Expert elicitation

Expert opinion was gathered in an advisory board held in November 2022 with six

experienced clinical experts (consultant haematologists from England, Scotland and
Northern Ireland).(33) Key objectives were to understand the current UK MF patient

pathway, identify the unmet needs in the current treatment landscape, understand
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how patients with anaemia are managed and the impact of anaemia on HRQoL,
understand the perception of where momelotinib should be positioned in the
treatment landscape, and to identify evidence gaps that could limit the positioning of

momelotinib in the treatment pathway.

Experts were selected based on their experience in the therapy area, and to
represent a range of treatment centres. Ahead of the meeting, the advisors
completed a pre-meeting exercise, based on the NICE/SMC MF treatment pathways,

and a questionnaire about anaemia management.(33)

A second advisory board was held in May 2023 with five of the clinical experts from
the first advisory board, one additional clinical expert and two UK health
economists.(32) The key objectives of this advisory board were to receive feedback
on UK health technology assessment strategy, discuss the approach to the
economic analysis and receive feedback on the clinical plausibility of the model
assumptions.(32) Alongside the meeting, clinical advisors completed a questionnaire

on resource use in the management of MF patients.

B.244 Real-world evidence

No real-world studies of momelotinib effectiveness have been completed to date.

B.2.5 Statistical analysis and definition of study groups in the
relevant clinical effectiveness evidence

A summary of the statistical analyses performed in the SIMPLIFY-1, SIMPLIFY-2
and MOMENTUM trials is provided in Table 12, with further information presented in
the following sections. Details of participant flow in each trial are provided in

Appendix D.
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Table 12. Summary of statistical analyses

Trial number (acronym)

Hypothesis

Statistical analysis

Sample size, power calculation

Data management, patient
withdrawals

SIMPLIFY-1
(NCT01969838)(61, 62)

The primary efficacy
endpoint was the
proportion of patients
with 235% reduction in
spleen volume from
baseline at 24 weeks.

The primary hypothesis
was that momelotinib is
non-inferior to ruxolitinib

Difference in spleen
response rate calculated
based on stratum-adjusted
Cochran-Mantel-Haenszel
proportions.

The primary analysis was
conducted using the ITT
population, consisting of
all patients randomly
assigned.

The primary and following
secondary endpoints were
tested for significance in a
hierarchical sequence at a
2-sided significance level
of 0.05:

e TSS response rate

¢ RBC Tl rate

¢ RBC TD rate

¢ Rate of RBC
transfusions

Secondary endpoints were

also evaluated using a

Cochran-Mantel-Haenszel

approach, other than rate

of RBC transfusions which

was evaluated using

negative binomial

regression

The sample size was calculated based on
the primary efficacy endpoint. A common
treatment effect of 34% (lower bound of
the 95% Cl in ruxolitinib arm) was
assumed based on the COMFORT-1
study.(52) Based on this assumption, a
total sample size of 420 would provide
>90% power for testing the non-inferiority
hypothesis.

eCRFs were used in to capture data
from protocol-defined assessments
and were reviewed by study
monitors to verify data against
source documentation and verify
protocol adherence. Sponsor
clinical data management teams
reviewed the data for
completeness, consistency and
accuracy.

Patient disposition, including
reasons for discontinuation or
withdrawal was documented
according to treatment group.

SIMPLIFY-2
(NCT02101268)(23, 63)

The primary efficacy
endpoint was the
proportion of patients
with 235% reduction in
spleen volume from
baseline at 24 weeks.

Difference in spleen
response rate calculated
based on stratum-adjusted
Cochran-Mantel-Haenszel
proportions.

The primary analysis was
conducted using the ITT
population, consisting of

The sample size was calculated based on
the primary efficacy endpoint. A BAT
treatment effect of 1% (based on
COMFORT-2,(49) where no patients had a
spleen response) and a momelotinib
treatment effect of 20% (28% to 31%
previously observed)(69) was assumed.
Based on these assumptions, a total
sample size of 150 would provide >95%

eCRFs were used in to capture data
from protocol-defined assessments
and were reviewed by study
monitors to verify data against
source documentation and verify
protocol adherence. Sponsor
clinical data management teams
reviewed the data for
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Trial number (acronym)

Hypothesis

Statistical analysis

Sample size, power calculation

Data management, patient
withdrawals

The primary hypothesis
was that momelotinib is
superior to BAT

all patients randomly
assigned.

The primary and following
secondary endpoints were
tested for significance in a
hierarchical sequence at a
2-sided significance level
of 0.05:

o TSS response rate

¢ Rate of RBC
transfusions

e RBC Tl rate

¢ RBC TD rate

Secondary endpoints were

also evaluated using a

Cochran-Mantel-Haenszel

approach, other than rate

of RBC transfusions which

was evaluated using

negative binomial

regression

power for testing the superiority
hypothesis.

completeness, consistency and
accuracy.

Patient disposition, including
reasons for discontinuation or
withdrawal was documented
according to treatment group.

MOMENTUM
(NCT04173494)(64, 67)

The coprimary endpoints
were the:

¢ Proportion of patients
with a 250% reduction
in mean MF-SAF TSS
over the 28 days
immediately before the
end of Week 24
compared with baseline
Proportion of patients
with RBC transfusion -
independence status at
the end of Week 24
The primary hypothesis
was that momelotinib is
superior to danazol (note
the coprimary endpoint
on RBC transfusion -

Difference in MF-SAF TSS
response rate calculated
based on stratum-adjusted
Cochran-Mantel-Haenszel
proportions.

The primary analysis was
conducted using the ITT
population, consisting of
all patients randomly
assigned.

Coprimary and secondary
endpoints were tested for
significance in a
hierarchical sequence at a
2-sided significance level
of 0.05:

The sample size was calculated based on
the primary efficacy endpoint. A treatment
difference of 15% in the primary endpoint
and 14% in spleen response rate was
assumed. Based on these assumptions, a
total sample size of 180 would provide
>90% power for testing the superiority

hypothesis.

eCRFs were used in to capture data
from protocol-defined assessments
and were reviewed by study
monitors to verify data against
source documentation and verify
protocol adherence. Sponsor
clinical data management teams
reviewed the data for
completeness, consistency and
accuracy.

Patient disposition, including
reasons for discontinuation or
withdrawal was documented
according to treatment group.
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Trial number (acronym) Hypothesis Statistical analysis Sample size, power calculation Data management, patient

withdrawals
independent status was ¢ RBC Tl rate (tested for
tested for non-inferiority) non-inferiority in the
hierarchy)
e Spleen response rate
(=25%)

e Change from baseline in
mean MF-SAF TSS

e Spleen response rate
(=235%)

¢ Rate of zero
transfusions

Secondary endpoints were

also evaluated using a

Cochran-Mantel-Haenszel

approach, other than

change from baseline in

MF-SAF TSS which

evaluated using an

MMRM

Abbreviations: BAT = best available therapy; eCRF = electronic case report form; ITT = intent-to-treat; MF-SAF = Myelofibrosis Symptoms Assessment Form; MMRM = mixed model repeated
measures; RBC = red blood cell; TSS = total symptom score
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B.2.5.1 SIMPLIFY-1 (NCT01969838)

B.2.5.1.1 Study population and sample size
SIMPLIFY-1 enrolled JAKi-naive patients aged =18 years with PMF or post-PV/-ET

MF. The sample size was based on the primary efficacy endpoint of spleen response

rate, and considered the following:(61)

e The primary efficacy objective was to demonstrate that momelotinib is
non-inferior to ruxolitinib

e A common treatment effect of 34%, which was a conservative assumption
based on the lower bound of the 95% CI of spleen response rate for
ruxolitinib in the COMFORT-1 trial(52, 62)

Based on the above, a total sample size of 420 (210 in each treatment group) would
provide >90% power to detect the non-inferiority of momelotinib to ruxolitinib at a 2-

sided significance level of 0.05.

B.2.5.1.2 Patient populations analysed

The efficacy analysis was conducted using the intent-to-treat (ITT) population, which
included all randomised patients. The exception was for the endpoint of TSS
response rate, which was assessed in all randomised patients with baseline TSS >0,
or baseline TSS of 0 but with TSS missing or >0 at Week 24. The safety population

included all patients who were randomised and received =1 dose of study drug.(61)

B.2.5.1.3 Statistical analyses

For the primary endpoint of spleen response rate, non-inferiority was shown if the
lower bound of the two-sided 95% CI for the difference between the momelotinib and
ruxolitinib groups was >0, using stratum-adjusted Cochran-Mantel-Haenszel
proportions. Sequential testing was conducted for the following four secondary

endpoints to control the type 1 error rate:(61)

e TSS response rate
e RBC Tlrate
e RBC TD rate

e Rate of RBC transfusions
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The primary and four secondary endpoints, in the order above, were tested for

significance in a hierarchical sequence at a 2-sided significance level of 0.05. If

statistical significance was not achieved for any of the endpoints in the hierarchical

sequence, formal statistical testing was stopped, and only nominal significance could

be achieved for subsequent endpoints. Secondary endpoints were also evaluated

using a Cochran-Mantel-Haenszel approach, except for the rate of RBC transfusions

which was evaluated using negative binomial regression.(61) A summary of the

statistics provided, without multiplicity adjustment, for exploratory endpoints is

presented in Table 13. The primary analysis for all exploratory efficacy endpoints

was on the ITT analysis set, unless otherwise specified.

Table 13. Statistics for exploratory efficacy endpoints (SIMPLIFY-1)(61)

Endpoint

Endpoint
type

Statistics provided

Spleen response rate over time

ORR

Derived rate of clinical improvement at Week
24

RBC Tl rate by Week 24

RBC TD rate by Week 24

New RBC Tl rate by Week 24

New RBC TD rate by Week 24

Anaemia response rate at Week 24

RBC transfusion-free response rate over time

TSS response by every 4 weeks

TSS response based on moving Weekly
average

ECOG performance status

PGIC

MPN-SAF

EQ-5D-5L

SF-36 v2

Categorical

¢ n, % for each category

¢ Proportion difference between treatment
groups and corresponding 95% Cls
provided and analysed using Cochran-
Mantel-Haenszel approach to adjust for
stratification factors

Percent change from baseline in spleen
volume over time

Hb, platelets or ANC, change and % change
from baseline over time

Palpable spleen size and % change from
baseline over time

Rate of RBC transfusions in the OL phase

Modified MPN-SAF 2.0 individual scores

Continuous

e Change from baseline,
best/worst/minimal/maximal change or %
change from baseline

¢ Best/minimal/maximal change or %
change from baseline, as well as change
and % change from baseline at each visit
analysed using ANCOVA with treatment
and stratification factors as factors and
baseline values as covariates

e Stratified Wilcoxon Rank Sum (van
Elteren) test

¢ % change from baseline at Week 24 for
spleen volume and TSS also analysed
using MMRM

Duration of spleen response

Duration of Tl response?

Time to event

e Kaplan-Meier plots
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Endpoint Endpoint Statistics provided
type

Time to Tl response? ¢ Descriptive statistics only for ‘time to Tl

Duration of transfusion-free response® response’ (n, mean, SD, median, Q1, Q3,
minimum, and maximum)

o Stratified log-rank tests performed

Leukaemia-free survival

2n patients not Tl at baseline, who had Tl post-baseline in the double-blind phase

®In patients not transfusion-free at baseline

Abbreviations: ANC = absolute neutrophil count; ANCOVA = analysis of covariates; Cl = confidence interval; ECOG = Eastern
Cooperative Oncology Group; EQ-5D-5L = EuroQoL 5-dimensions 5-level; Hb = haemoglobin; MMRM = mixed model repeated
measures; MPN-SAF = Myeloproliferative Neoplasm Symptom Assessment Form; OL = open-label; ORR = overall response
rate; PGIC = Patient Global Impression of Change; RBC = red blood cell; SF-36 = short form 36; Tl = transfusion-independent;
SD = standard deviation; TSS = total symptom score;

B.2.5.1.4 Planned analyses

The primary analysis was planned for when all patients had reached the Week 24
time point (data cut-off 12 September 2016). An additional follow-up analysis was
conducted using data collected in the open-label phase (data cut-off 12 September
2017).(62, 70)

No formal interim efficacy analysis was conducted.(62, 70)

B.2.5.1.5 Patient flow

Detailed information on patient flow in SIMPLIFY-1 is provided in Appendix D,
including the CONSORT diagram.

B.2.5.2 SIMPLIFY-2 (NCT02101268)

B.2.5.2.1 Study population and sample size

SIMPLIFY-2 enrolled current or prior ruxolitinib-treated patients aged =18 years with
PMF or post-PV/-ET MF. The sample size was based on the primary efficacy

endpoint of spleen response rate, and considered the following:(23)

e The primary efficacy objective was to demonstrate that momelotinib is
superior to BAT

e An assumed BAT treatment effect of 1%, based on COMFORT-2, where
no patients had a spleen response(49, 69)

¢ An assumed momelotinib treatment effect of 20%, based on spleen
response rates of 28% to 31% previously observed with momelotinib

Based on the above, a total sample size of 150 (100 in the momelotinib group and
50 in the BAT group) would provide >95% power to detect the superiority of
momelotinib to BAT at a 2-sided significance level of 0.05.(63)
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The study was designed to demonstrate the superiority of momelotinib versus BAT

other than ruxolitinib, based on an assumption that the majority of patients in the

BAT arm would be treated with hydroxyurea, immunomodulatory drugs, ESAs,

corticosteroids, or ruxolitinib at a subtherapeutic dose.(63) However, after enrolment,

ruxolitinib dosing was established in guidelines and clinical practice, and thus most

patients in the BAT arm continued receiving ruxolitinib alone or in combination (46
[88.5%] of 52; Table 14). Other treatments used included hydroxyurea alone (12
[23%]), and corticosteroids alone (6 [12%]).(23)(63)

Table 14. Composition of BAT arm in SIMPLIFY-2(63)

BAT (n=52) n (%)
Ruxolitinib 46 (88.5)
Hydroxyurea 12 (23.1)
Prednisone/prednisolone 6 (11.5)
Danazol 3(5.8)
ESA 2(3.8)
No therapy 2(3.8)
Anagrelide 1(1.9)
Aranesp 1(1.9)
Aspegic 1(1.9)
Thalidomide 1(1.9)

Abbreviations: BAT = best available therapy; ESA = erythropoietin stimulating agent

A total of 14 patients (27%) were treated with ruxolitinib plus additional therapies,

most commonly ruxolitinib plus hydroxyurea (9 [17%]), followed by ruxolitinib plus

corticosteroids (6 [12%]; Table 15).(23)

Table 15. Therapies used in combination in the SIMPLIFY-2 BAT arm(63)

Combination BAT n (%)
Patients =2 therapies since randomisation 16 (30.8)
Other drugs received with ruxolitinib 14 (26.9)
Ruxolitinib 14 (26.9)
Hydroxyurea 9(17.3)
Prednisone/prednisolone 6 (11.5)
Danazol 2(3.8)
Anagrelide 1(1.9)
Aspirinegic 1(1.9)
ESA 1(1.9)
Thalidomide 1(1.9)
Other drugs but not in combination with ruxolitinib 2 (3.8)
Aranesp 1(1.9)
Danazol 1(1.9)
ESA 1(1.9)
Hydroxyurea 1(1.9)
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Abbreviations: BAT = best available therapy; ESA = erythropoietin stimulating agent
B.2.5.2.2 Patient populations analysed

The efficacy analysis was conducted using the ITT population, which included all
randomised patients. The exception was for the endpoint of TSS response rate,
which was assessed in all randomised patients with baseline TSS >0, or baseline
TSS of 0 but with TSS missing or >0 at Week 24. The safety population included all

patients who were randomised and received =1 dose of study drug.(23, 63)

B.2.5.2.3 Statistical analyses

For the primary endpoint of spleen response rate, superiority was shown if the lower
bound of the 2-sided 95% CI for the difference between the momelotinib and BAT
groups was >0, using stratum-adjusted Cochran-Mantel-Haenszel proportions.(23,
63) Sequential testing was conducted for the following four secondary endpoints to

control the type 1 error rate:

e TSS response rate

e Rate of RBC transfusions

e RBC Tlrate

e RBC TDrate
The primary and four secondary endpoints, in the order above, were tested for
significance in a hierarchical sequence at a 2-sided significance level of 0.05. If
statistical significance was not achieved for any of the endpoints in the hierarchical
sequence, formal statistical testing was stopped, and only nominal significance could
be achieved for subsequent endpoints. Secondary endpoints were also evaluated
using a Cochran-Mantel-Haenszel approach, except for the rate of RBC transfusions
which was evaluated using negative binomial regression. A summary of the statistics
provided, without multiplicity adjustment, for exploratory endpoints is presented in
Table 16. The primary analysis for all exploratory efficacy endpoints was on the ITT

analysis set, unless otherwise specified.(23)
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Table 16. Statistics for exploratory efficacy endpoints (SIMPLIFY-2)(71)

Endpoint Endpoint Statistics provided
type
Spleen response rate over time Categorical ¢ n, % for each category
ORR e Proportion difference between treatment

- — groups and corresponding 95% Cls
Derived rate of clinical improvement at Week provided and analysed using Cochran-

24 Mantel-Haenszel approach to adjust for
RBC Tl rate by Week 24 stratification factors

RBC TD rate by Week 24

New RBC Tl rate by Week 24

New RBC TD rate by Week 24
Anaemia response rate at Week 24

RBC transfusion-free response rate over time

TSS response by every 4 weeks

TSS response based on moving weekly
average

ECOG performance status
PGIC

MPN-SAF

EQ-5D-5L

SF-36 v2

Percent change from baseline in spleen Continuous ¢ Change from baseline,

volume over time best/worst/minimal/maximal change or %

Hb, platelets or ANC, change and % change change from baseline

change from baseline, as well as change

and % change from baseline at each visit

analysed using ANCOVA with treatment

Rate of RBC transfusion in the OL phase and stratification factors as factors and

Modified MPN-SAF 2.0 individual scores baseline values as covariates

Stratified Wilcoxon Rank Sum (van

Elteren) test

¢ % change from baseline at Week 24 for
spleen volume and TSS also analysed
using MMRM

Palpable spleen size and % change from
baseline over time

Duration of spleen response Time to event | e Kaplan-Meier plots

Descriptive statistics only for ‘time to Tl
response’ (n, mean, SD, median, Q1, Q3,
minimum, and maximum)

Duration of transfusion-free response® e Stratified log-rank tests performed
Leukaemia-free survival

Duration of Tl response?
Time to Tl response?

2n patients not Tl at baseline, who achieved Tl post-baseline in the double-blind phase

®In patients not transfusion-free at baseline

Abbreviations: ANC = absolute neutrophil count; ANCOVA = analysis of covariates; Cl = confidence interval; ECOG = Eastern
Cooperative Oncology Group; EQ-5D-5L = EuroQoL 5-dimensions 5-level; Hb = haemoglobin; MMRM = mixed model repeated
measures; MPN-SAF = Myeloproliferative Neoplasm Symptom Assessment Form; OL = open-label; ORR = overall response
rate; PGIC = Patient Global Impression of Change; RBC = red blood cell; SD = standard deviation; SF-36 = short form 36; Tl =
transfusion-indpendent; TSS = total symptom score

B.2.5.2.4 Planned analyses

The primary analysis was planned for when all patients had reached the Week 24
time point (data cut-off 28 July 2016). An additional follow-up analysis was
conducted using data collected in the extension phase (data cut-off 12 September
2017).(63, 71)
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No formal interim efficacy analysis was conducted.(63, 71)

B.2.5.2.5 Patient flow

Detailed information on patient flow in SIMPLIFY-2 is provided in Appendix D,
including the CONSORT diagram.

B.2.5.3 MOMENTUM (NCT04173494)

B.2.5.3.1 Study population and sample size

MOMENTUM enrolled symptomatic (TSS 2 10) and anaemic (Hb <10 g/dL) JAKIi-
experienced patients aged 218 years with PMF or post-PV/-ET MF. The sample size
was based on the coprimary efficacy endpoints of TSS response rate and Tl rate,
and key secondary endpoint of spleen response rate.(64, 67) The trial was designed
to enroll a sample size of 2180 (randomised 2:1; 120 in the momelotinib group and
60 in the danazol group), which would provide 90% power at a 2-sided significance

level of 0.05 to detect a true difference in treatment effect of:(64, 67)

e 15% in TSS response rate (17% versus 2%)
e 24% in Tl rate (45% versus 21%)

e 14% in spleen response rate (15% versus 1%)

B.2.5.3.2 Patient populations analysed

The efficacy analysis was conducted using the ITT population, which included all
randomised patients. The safety population included all patients who were
randomised and received =1 dose of study drug. The ITT and safety populations
were identical in MOMENTUM.(64, 67)

B.2.5.3.3 Statistical analyses

For the coprimary endpoint of MF-SAF TSS response rate, superiority was shown if
the lower bound of the 2-sided 95% ClI for the difference between the momelotinib
and danazol groups was >0, using stratum-adjusted Cochran-Mantel-Haenszel
proportions. Sequential testing was conducted for the following coprimary and

secondary endpoints to control the type 1 error rate: (64, 67)

e RBC Tl rate (coprimary endpoint)
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o A stratum-adjusted 2-sided 95% CI| was calculated for the difference
between the proportion of Tl patients in the momelotinib arm and 80%
of the proportion of Tl patients in the danazol arm. If the lower bound of
the Cl was >0, non-inferiority was declared.

o If non-inferiority was declared, superiority was then tested using a
stratified Cochran-Mantel-Haenszel test and results were considered
descriptive.

e Spleen response rate (=225%)

e Change from baseline in mean MF-SAF TSS

e Spleen response rate (=235%)

e Rate of zero transfusions
The coprimary and four secondary endpoints, in the order above, were tested for
significance in a hierarchical sequence at a 2-sided significance level of 0.05. If
statistical significance was not achieved for any of the endpoints in the hierarchical
sequence, formal statistical testing was stopped, and only nominal significance could
be achieved for subsequent endpoints. Secondary endpoints were also evaluated
using a Cochran-Mantel-Haenszel approach, except for the rate of RBC transfusions

which was evaluated using negative binomial regression.

A summary of the statistics provided, without multiplicity adjustment, for other
secondary efficacy endpoints is presented in Table 17. The primary analysis for all

other secondary efficacy endpoints used the ITT analysis set.(64, 67)
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Table 17. Statistics for other efficacy endpoints (MOMENTUM)(67)

Endpoint Endpoint Statistics provided
type
Tl rate at Week 242 Categorical ¢ n, % for each category
TD rate at Week 24 e Proportion difference between treatment

groups and corresponding 95% Cls
provided and analysed using Cochran-
Mantel-Haenszel approach to adjust for
stratification factors

Hb response rate by Week 24

Change from baseline in disease-related Continuous ¢ Descriptive statistics for symptom scores,
fatigue (MF-SAF v4.0) and their change and % change from
Change from baseline in cancer-related fatigue baseline

(EORTC QLQ-C30) e Change from baseline analysed using

MMRM

Change from baseline in PROMIS Physical
Function Score

Duration of Week 24 MF-SAF TSS response Time to event | e Kaplan-Meier methods used

Duration of Tl at Week 24 e Descriptive statistics (n, median, 95% ClI,
Time to first (third, fifth) RBC transfusions or survival probabilities)

whole blood unit transfused o Stratlfleq Iog-rapk tests performed for
comparison of time to each event
Cumulative transfusion risk at Week 24 between treatment groups

Duration of Tl response? e Stratified Cox regression model to
estimate HRs and 95% ClI

i : e Cumulative transfusion risk evaluated
Leukaemia-free survival using ZINB model

Overall survival

8n patients with baseline TD

Abbreviations: Cl = confidence interval; EORTC QLQ-C30 = European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire; Hb = haemoglobin; HR = hazard ratio, MMRM = mixed model repeated measures; MF-SAF =
Myelofibrosis Symptom Assessment Form; PROMIS = Patient-Reported Outcomes Measurement Information System; RBC =
red blood cell; TD = transfusion-dependent; Tl = transfusion-independent; TSS = total symptom score; ZINB = zero-inflated
negative binomial

B.2.5.3.4 Planned analyses

The primary analysis was planned for when all patients had reached the Week 24
time point (data cut-off 03 December 2021).(67)

No formal interim efficacy analysis was conducted.(67)

B.2.5.3.5 Patient flow

Detailed information on patient flow in MOMENTUM is provided in Appendix D,
including the CONSORT diagram.

B.2.6 Critical appraisal of the relevant clinical effectiveness

evidence

B.2.6.1 Quality assessment

The NICE checklist for the quality assessment of the risk of bias for RCTs was used
to appraise the SIMPLIFY-1, SIMPLIFY-2 and MOMENTUM trials. A detailed

overview of these quality assessments for each of these trials identified by the

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 62 of 237



clinical SLR is provided in Appendix D. A high level summary of the quality
assessment is presented in Table 18; the overall risk of bias was found to be low in

all three trials.

The SIMPLIFY-2 trial, per the statistical analysis plan, was designed without
consideration for the usage of ruxolitinib within BAT; the design was based on the
treatment effect of the BAT arm of the COMFORT trial, which excluded the use of
ruxolitinib or any JAKIi. The change in standard of care for ruxolitinib-experienced
patients was reflected in the treatment composition of the comparator arm of
SIMPLIFY-2, but not in the trial design and statistical analysis. At the time of
SIMPLIFY-2 protocol development, BAT treatments were anticipated to comprise
hydroxyurea, steroids or ESA.(23) Subsequently, however, ruxolitinib dosing
guidelines became widely available.(23) Along with increased clinical experience,
this led to a large majority of patients in the BAT group receiving ruxolitinib (88.5%),
in contrast to expectations when the study was designed to show superiority.(23) As

described below, this treatment composition is reflective of English clinical practice.

Further, there was no washout period in SIMPLIFY-2, which may explain the low
splenic response rates observed in both arms of this study, effectively confounding
primary endpoint analysis.(23) Patients entering the study had either suboptimal
responses or haematological toxicity with ruxolitinib, but were not necessarily
ruxolitinib-refractory (characterised by lack or loss of initial splenic response to
ruxolitinib).(23) Patients who were receiving ruxolitinib at enrolment were required to
maintain their existing dose throughout the screening period up until baseline.(23)
Thus, in effect, most patients either maintained therapeutic ruxolitinib doses or
switched to momelotinib at baseline, effectively maintaining their active treatment
rather than adding additional therapy. As a de-facto crossover trial, SIMPLIFY-2 was
not suited to assess the superiority of momelotinib over BAT. Nevertheless, it
provides valuable data supporting the use of momelotinib in JAKi-experienced

patients and is highly relevant for decision making.
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Table 18. Quality assessment results

Study name SIMPLIFY-1 SIMPLIFY-2 MOMENTUM
(NCT01969838)(61, 62) (NCT02101268)(23, 63) (NCT04173494)(64, 67)
Was the cohort Yes Yes Yes

recruited in an
acceptable way?

Was the exposure Yes Yes Yes
accurately measured
to minimise bias?

Was the outcome Yes Yes Yes
accurately measured
to minimise bias?

Have the authors Yes Yes Yes
identified all

important

confounding factors?

Have the authors Yes No? Yes

taken account of the
confounding factors
in the design and/or

analysis?

Was the follow-up of | Yes Yes No
patients complete?

Are the results Yes No Yes

precise (for
example, in terms of
confidence interval
and p values)?

aUnforeseen confounding factors may have impacted results of this study (see discussion in Section B.2.6.1)

B.2.6.2 Applicability of the study results to clinical practice in England

The results of these trials are expected to be applicable to patients in routine clinical
practice in England. SIMPLIFY-1, SIMPLIFY-2 and MOMENTUM all included
patients recruited from sites in the UK.(62, 63, 67) Specifically, UK patients were

recruited from | ENENEEEE) in SMPLIFY-1, ) in

SIMPLIFY-2 and | G - VOMENTUM.(62, 63, 67) No by-country
analyses were conducted but enrolled patients were considered to be similar across

countries in terms of disease characteristics, treatment history etc. Furthermore, no
significant differences were observed by geographical region (e.g., Europe, North
America, Asia, Australia) in subgroup analyses of the primary endpoint in each
study.(62, 63, 67)

Feedback from clinical experts in the November 2022 advisory board indicated that
the patient populations (JAKi-naive/JAKi-experienced and range of risk categories),
study designs and endpoints of SIMPLIFY-1, SIMPLIFY-2 and MOMENTUM were
relevant to clinical practice in the UK.(32)
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e In SIMPLIFY-1, the control arm was treated with ruxolitinib which is the
standard of care in England for treating splenomegaly and symptoms
associated with MF in JAKi-naive patients.(32)

e Despite the unintended high usage of ruxolitinib in the comparator BAT
arm of SIMPLIFY-2 (88.5%)(63), contributing to the failure of momelotinib
to demonstrate superiority over BAT in terms of spleen response rate, it
nevertheless resulted in a comparator which accurately reflects
established clinical practice for JAKi-experienced patients in England.(32)
UK clinicians consulted during an advisory board have confirmed that
patients rarely, if ever, cease ruxolitinib treatment despite suboptimal
response due to a lack of alternatives and the risk of ruxolitinib
discontinuation syndrome.(32) Therefore, SIMPLIFY-2 is well placed to
inform the comparative effectiveness of momelotinib versus established
clinical practice in JAKi-experienced patients in England.

e In MOMENTUM, patients in the control arm received danazol, which
experts at the advisory board confirmed is used in clinical practice in
England as an anaemia treatment.(32)

In SIMPLIFY-1, SIMPLIFY-2 and MOMENTUM, patients could receive concomitant
treatment with RBC transfusions to manage anaemia, which reflects NHS
management standard practice.(3) Furthermore, patients could receive iron chelation
therapy (ICT) where indicated and clinically appropriate to mitigate the toxicity
associated with repeated RBC transfusions.(62, 63, 67) Clinical experts at the
advisory board again confirmed this is how anaemia is managed in English clinical

practice.(32)

B.2.7 Clinical effectiveness results of the relevant trials

A summary of prespecified outcomes assessed in SIMPLIFY-1, SIMPLIFY-2 and
MOMENTUM is presented in Table 19.
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Table 19. Summary of prespecified efficacy endpoints

Trial

SIMPLIFY-1 (NCT01969838)(61, 62)

SIMPLIFY-2 (NCT02101268)(23, 63)*

MOMENTUM (NCT04173494)(64, 67, 72)

Momelotinib

Ruxolitinib

Proportion
difference
(95% Cl)

Momelotinib

BAT

Proportion
difference
(95% Cl)

Momelotinib

Danazol

Treatment
difference
(95% Cl)

Primary efficacy endp

oints

Spleen response rate,
i.e., the proportion of
patients with 235%
reduction in spleen
volume from baseline
at 24 weeks

_

6.7%

5.8%

0.01 (-0.09,
0.10); p=0.90

MF-SAF TSS
response rate, i.e.,
the proportion of
patients with a 250%
reduction in mean
MF-SAF TSS over the
28 days immediately
before the end of
Week 24 compared
with baseline

Coprimary
endpoint:
24.6%

Coprimary
endpoint:
9.2%

Coprimary

p=0.0095

Secondary efficacy endpoints

MPN-SAF TSS
response rate, i.e.,
the proportion of
patients with a 250%
reduction in mean
MPN-SAF TSS at
Week 24 compared
with baseline

28.4%

42.4%

0.09 (95% CI:
-0.08, 0.08);
p=0.98

26.2%

5.9%

01

Tlrate i.e., the
proportion of patients
who had no RBC
transfusions or no Hb
levels <8 g/dL in the
previous 12 weeks at
Week 24*

66.5%

49.3%

I nominal

p<0.001

43.3%

21.2%

nomi

nal p=0.0012

Coprimary
endpoint:
30.0%

Coprimary
endpoint:
20.0%

Coprimary

endpoint:

sided
p=0.0116
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Trial

SIMPLIFY-1 (NCT01969838)(61, 62)

SIMPLIFY-2 (NCT02101268)(23, 63)**

MOMENTUM (NCT04173494)(64, 67, 72)

Momelotinib | Ruxolitinib Proportion Momelotinib | BAT Proportion Momelotinib | Danazol Treatment
difference difference difference
(95% Cl) (95% Cl) (95% Cl)

TDrate i.e., the 30.2% 40.1% - 50.0% 63.5% - - - -

proportion of patients no no

who had 4 units of minal minal p=0.10

RBC transfusions or p=0.019

Hb levels <8 g/dL in

the previous 12

weeks at Week 24

Spleen response rate | - - - - - - 39.2% 6.2%

i.e., the proportion of

patients with a 225% p<0.0001

reduction in spleen

volume at Week 24*

Spleen response rate | - - - - - - 22.3% 3.1%

i.e., the proportion of p=0.0

patients with a 235% 011

reduction in spleen

volume at Week 24*

Mean TSS change - - - - - - -11.5 -3.9 LSM

from baseline at difference -6.

Week 24 2 (-10.0, -
2.4);
p=0.0014

* The data in MOMENTUM CSR were updated on three endpoints due to a previous data error. ** No washout period.
Abbreviations: Cl = confidence interval; LSM = |east squares mean; Hb = haemoglobin; MF-SAF = Myelofibrosis Symptoms Assessment Form; MPN-SAF = Myeloproliferative Neoplasm Symptom

Assessment; RBC = red blood cell; TSS = total symptom score;
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B.2.7.1 SIMPLIFY-1 (NCT01969838)

B.2.7.1.1 Primary endpoint: spleen response rate

The primary endpoint in SIMPLIFY-1, spleen response rate, was defined as the
percentage of patients with a 235% reduction in spleen volume from baseline at
Week 24, as assessed by magnetic resonance imaging or computed tomography

scans.(61)

The proportion of patients who achieved a response at Week 24 in the momelotinib
group (-) was similar to the proportion of patients in the ruxolitinib group
().(61) The proportion difference between treatment groups was
B iourc 8).(61) Thus, the primary endpoint was met,
demonstrating the non-inferiority of momelotinib to ruxolitinib |l Table
20).(62)

Table 20. Analysis of spleen response rate (235% reduction in spleen volume) at Week
24 (SIMPLIFY-1; ITT)(62)

Momelotinib Ruxolitinib (n=217) | p-value
(n=215)
Responder, n (%) [ ] -
95% ClI I -
Proportion difference: stratified CMH I ||
method (95% ClI)

Abbreviations: Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; ITT = intent-to-treat
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Figure 8. Change in spleen volume and spleen response rate (235%) at Week 24
(SIMPLIFY-1; ITT)(61)

MMB (n = 184) RUX (n = 204)
150

100 -

(%)
o
1

(=]

35% decrease

o)
=)

Change in Spleen Volume From Baseline (%)

-100 Individual Patients

SRR
26.5% (57 of 215) 29.0% (63 of 217)
Proportion difference of 0.09 (95% CI, 0.02 to 0.16) P=.011

Abbreviations: Cl = confidence interval; ITT = intent-to-treat; MMB = momelotinib; RUX = ruxolitinib; SRR = spleen response
rate

A total of 85.6% in the momelotinib group (184 of 215) and 94.0% in the ruxolitinib
group (204 of 217) had spleen volume measurements at both baseline and Week
24 .(62) The lower rate of discontinuation in the ruxolitinib group at Week 24 was
mainly driven by the lower rate of low-grade AEs in this group, likely due to the
protocol-defined, ruxolitinib oriented dose modification schema. Please see Section

D.1.2 for data on patient discontinuation in SIMPLIFY-1. The mean percent change

in spleen volume at Week 24 was || ] - the momelotinib group
and |GGG i~ the ruxolitinib group.(62) However, the observed

difference in the mean percent change between the two groups was not statistically

significant.(62)
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Results from the open-label phase indicated that patients continued to receive a
benefit with momelotinib treatment after 24 weeks. In the ITT population, -of
patients in the momelotinib group and |l of patients in the ruxolitinib group
(including those who switched from ruxolitinib to momelotinib after Week 24) had a
spleen response at any time during the double-blind or open-label phase.(62) Spleen

responses (achieved during the double-blind or open-label phase) were durable, with

a median response duration of || GczczGEEEEEEEEEEE -
momelotinib group and | G i the ruxolitinib

group.(62, 65)

B.2.7.1.2 Secondary endpoint: TSS response rate

In the secondary endpoint of TSS response rate (Myeloproliferative Neoplasm
Symptom Assessment Form [MPN-SAF]), fewer patients had a reduction of 250% in
TSS from baseline at Week 24 in the momelotinib group (28.4%) than the ruxolitinib
group (42.2%).(61) The non-inferiority proportion difference between treatment
groups was 0.00 (95% CI: -0.08, 0.08; Figure 9). As the lower bound of the two-sided
95% CI was not >0, the non-inferiority of momelotinib to ruxolitinib was not shown for
this endpoint (p=0.98).(61) The mean absolute change in TSS from baseline at

Week 24 was || IEEEEEEGEGEGEE i the momelotinib group and |G in

the ruxolitinib group.(62)
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Figure 9. Change in TSS from baseline and TSS response rate (250% reduction) at
Week 24 (SIMPLIFY-1; ITT)(61)
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28.4% (60 of 211) 42.2% (89 of 211)
Noninferiority proportion difference of 0.09 (95% Cl, -0.08 to 0.08) P = .98

Abbreviations: Cl = confidence interval; ITT = intent-to-treat; MMB = momelotinib; RUX = ruxolitinib; TSS = Total Symptom
Score

The dichotomous response design of this endpoint was problematic for several
reasons; notably, baseline symptom severity was not an inclusion criterion or
stratification factor, leading to imbalanced TSS scores across treatment arms (see
Section B.2.13.1.1 for more information). In light of this, a post-hoc analysis of the
cumulative distribution function of absolute change in MPN-SAF TSS from baseline
to Week 24 in symptomatic patients (baseline TSS =10) was conducted, which

revealed comparable results in the momelotinib and ruxolitinib arms (Figure 10).(48)
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Figure 10. Cumulative distribution function of absolute change in MPN-SAF TSS from
baseline to Week 24 in the SIMPLIFY-1 symptomatic population(62

On analysis of individual symptom scores, similar improvements were observed in

patients treated with momelotinib and ruxolitinib across symptom domains (Figure
11).(62)
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Figure 11. Median change from baseline in individual MPN-SAF symptom scores at
Week 24 (SIMPLIFY-1; ITT)(62)

As non-inferiority was not achieved in the secondary endpoint of TSS response rate,
only nominal significance was reported for subsequent endpoints in the statistical
hierarchy.(61)

B.2.7.1.3 Secondary endpoint: Tl rate

The secondary endpoint of Tl rate was defined as the proportion of patients who had
no RBC transfusions and no Hb levels <8 g/dL in the previous 12 weeks.(61) A
higher proportion of patients in the momelotinib group (66.5%) versus the ruxolitinib
group (49.3%) were Tl at Week 24 (Figure 12).(61) The Tl rate at Week 24 in the
momelotinib group was similar to the baseline (68.4%), but represented an
approximate 20% absolute reduction from baseline (70.0%) in the ruxolitinib
group.(62) The difference between treatment groups was nominally significant
(proportion difference [stratified CMH]: | EGcTcGEGEGE oinal
p<0.001).(62)
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Figure 12. Tl rate at baseline and Week 24 (SIMPLIFY-1; ITT)(62)
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Abbreviations: ITT = intent-to-treat; MMB = momelotinib; RUX = ruxolitinib; Tl = transfusion-independence

Furthermore, the median rate of RBC transfusions through Week 24 was nominally
significantly lower in the momelotinib group (0 units/month) versus the ruxolitinib

group (0.4 units/month; nominal p<0.001).(61)

Following crossover to momelotinib at Week 24, patients originally randomised to
ruxolitinib-experienced a rapid improvement in transfusion burden.(65) Nearly half of
patients who were not Tl on ruxolitinib at Week 24 became Tl by Week 12 of

momelotinib treatment in the open-label phase (Figure 13).(65)
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Figure 13. Tl rate after transition to momelotinib at Week 24, among non-TI ruxolitinib-
randomised patients, in the open-label phase (SIMPLIFY-1; ITT; n=92)(65)

50
45.7%
40+
30

20 19.6%

10 9.8%

Rate of transfusion independence, %
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Weeks on study after RUX — MMB transition

Abbreviations: ITT = intent-to-treat; MMB = momelotinib; RUX = ruxolitinib; Tl = transfusion-independence
B.2.7.1.4 Exploratory secondary endpoint: changes in Hb levels over time

In the randomised treatment phase, there was a notable difference in Hb levels
between groups; patients treated with momelotinib experienced an increase in mean
Hb levels whereas patients treated with ruxolitinib-experienced a decrease (Figure
14).(65) Following immediate transition to momelotinib at Week 24, patients
originally randomised to ruxolitinib-experienced a rapid increase in mean Hb levels
(~1 g/dL) after 4 weeks.(65) Hb levels were maintained at a similar level to those of
patients originally randomised to momelotinib for the duration of the open-label
phase.(65) Furthermore, the spleen volume reductions achieved in the randomised
phase were maintained with momelotinib treatment for the entirety of the 48-week

open-label phase, regardless of initial treatment.(65)
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Figure 14. Mean Hb levels and spleen volume over time in the double-blind and open-
label phases (SIMPLIFY-1; ITT)(65)
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Abbreviations: Hgb = haemoglobin; ITT = intent-to-treat; MMB = momelotinib; RUX = ruxolitinib

B.2.7.1.5 Exploratory secondary endpoint: changes in platelet levels over
time

Changes in platelet counts over time in SIMPLIFY-1 highlighted the low

myelosuppressive potential of momelotinib.(65) Despite similar baseline values in

the two groups, platelet counts were maintained in the momelotinib group but

dropped decreased in the ruxolitinib group (Figure 15).(65) Furthermore, following

crossover from ruxolitinib to momelotinib at Week 24, platelet levels recovered and

were comparable to those of patients treated with momelotinib from baseline by
Week 48.(65)

Figure 15. Mean platelet levels over time in the double-blind and open-label phase
(SIMPLIFY-1; ITT)(65)
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Figure adapted from Mesa et al. 2023
Abbreviations: ITT = intent-to-treat; MMB = momelotinib; PLT = platelet; RUX = ruxolitinib
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B.2.7.1.6 Exploratory secondary endpoint: OS
SIMPLIFY-1 demonstrated comparable OS in JAKi-naive patients treated with

momelotinib compared with ruxolitinib.(11, 62) OS was assessed in the safety
analysis set at the Week 24 interim analysis. A total of I patients in the
momelotinib group and |l patients in the ruxolitinib group had died by Week
24 I 62) At Week 24 and each subsequent analysis,
survival was similar between groups (hazard ratios [HR] for momelotinib versus

ruxolitinib;
Table 21):(62)

e Week 24 analysis of initial randomised treatment phase _
(62)

e Interim Week 48 OS analysis, at which point all patients in the extension
phase who were originally randomised to receive ruxolitinib had been

receiving momelotinib for 24 weeks (62)
e Final analysis up to 5 years from randomisation _
i(b‘Z)

Table 21. OS for the combined randomised and extended treatment phases in
SIMPLIFY-1(62)

Week 24 interim analysis Week 48 interim analysis Final analysis
Momelotinib Ruxolitinib Momelotinib | Ruxolitinib Momelotinib | Ruxolitinib
(n=214) (n=216) (n=214) (n=216) (n=214) (n=216)

Patients with event

Deathn(%) [ N TN HEE N .

Kaplan-Meier estimate of OS (months)

Median [ | [ |
(95% CI)
Stratified || [ |

log-rank test
p-value

sretified HR [N N BEEEEEE A4z

Abbreviations: BAT = best available therapy; Cl = confidence interval; NR = not reached; OS = overall survival

A long-term post-hoc analysis compared OS in ITT patients randomised to
momelotinib versus patients randomised to ruxolitinib who switched to momelotinib
after Week 24.(11) Median follow-up was 3.43 years in the momelotinib group,
during which 66 (30.8%) patients died, and 3.47 years in patients randomised to
ruxolitinib who switched to momelotinib, during which 73 (33.8%) patients died.
Median OS was not reached in either treatment arm. At this point when all patients
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had been receiving momelotinib since Week 24, survival was similar between
treatment groups (HR: 1.02; 95% CI: 0.73, 1.43; Figure 16).(11) However, these
findings demonstrate that durable survival was observed on extended treatment with

momelotinib, regardless of starting therapy.(11)

Figure 16. OS from baseline through open-label phase (SIMPLIFY-1; ITT)(11)
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RUX->MMB 216 192 157 108 55 41 15 1 0

Abbreviations: HR = hazard ratio; ITT = intent-to-treat; MMB = momelotinib; OS = overall survival; RUX = ruxolitinib

The 2-year OS rate was also similar between groups (81.6% for patients with

momelotinib and 80.6% for patients with ruxolitinib then momelotinib; Table 22).(11)

Table 22. OS rates at 2, 4 and 6 years (SIMPLIFY-1; ITT)(11)

Study treatment OS rate

2-year 4-year 6-year
Momelotinib 81.6% 62.9% 56.5%
Ruxolitinib 80.6% 64.4% 52.7%

Abbreviations: ITT = intent-to-treat; OS = overall survival

B.2.7.1.7 Exploratory endpoints: Health-related quality of life
SIMPLIFY-1 included a range of MF-specific patient-reported outcome (PRO)

endpoints to capture the effects of treatment on clinically relevant symptoms and
additional endpoints using both generic and MF-specific PRO tools to assess

momelotinib’s impact on patient HRQoL. Momelotinib demonstrated a comparable
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benefit to ruxolitinib at Week 24 across all the PRO tools used. For more details of

each assessment tool outcomes, see below.

As described in Section B.2.7.1.2, there was comparable benefit with momelotinib
and ruxolitinib for individual symptoms at baseline and Week 24 as measured by
MPN-SAF score.(62)

SF-36: The Short Form (SF)-36 v2 was used to assess patient’s health status across
8 domains; physical functioning, role physical, bodily pain, general health, vitality,
social function, role-emotional, and mental health.(62) Two summary scores
(physical and mental component) characterise a patient’s physical and mental health

state and are presented in
Table 23.(62)

In SIMPLIFY-1, median percent (Q1 to Q3) improvement from baseline at Week 24

for the physical component summary | | | | ) i» the momelotinib
group compared with | | S i~ the ruxolitinib group indicating
improvement in HRQoL in each group. The difference between treatment groups
was not statistically significant || Jllll.(62) The median percentage (Q1 to Q3)
improvement from baseline to Week 24 in the mental component summary was
B - (< momelotinib group and | - the
ruxolitinib group indicating improvement in HRQoL in each group.(62) The difference

between treatment groups was not statistically significant |||l 62)
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Table 23. SF-36 physical and mental components in SIMPLIFY-1 (ITT population)(62)
Physical component summary | Mental component summary

Momelotinib Ruxolitinib (n=217) | Momelotinib Ruxolitinib (n=217)
(n=215) (n=215)

LI

|

Mean
baseline
value (SD)

Change from baseline at Week 24

Median (Q1,
Q2)
Mean (SD)

Least
squares
mean
difference
(95% CI)
p-value

Percentage change from baseline at Week 24

Median (Q1, P 1
I

LI
I N |
LI
|

N
W

Q2)
Mean (SD)

Least
squares
mean
difference
(95% CI)

p-value -

Abbreviations: Cl = confidence interval; ITT = intent-to-treat; SD = standard deviation; SF-36 = Short Form 36-item

JI

N

EQ-5D VAS: The median (Q1 to Q3) percentage change in EQ-5D VAS score at
Week 24 was | i~ the momelotinib group compared with [} in the
ruxolitinib group | Table 24).(62) The difference was not statistically
significant.

Table 24. EQ-5D VAS in SIMPLIFY-1 (ITT population)(62)
Momelotinib (n=215) Ruxolitinib (n=217)

Mean baseline value (SD)
Change at Week 24 from baseline
Mean (SD)

Least squares mean difference
(95% CI)

p-value
Percentage change from baseline at Week 24
Median (Q1, Q3)

Mean (SD)

Least squares mean difference
(95% ClI)

p-value

Abbreviations: Cl = confidence interval; ITT = intent-to-treat; EQ-5D = EuroQol 5 dimension; SD = standard deviation; VAS =
visual analogue scale
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PGIC: The PGIC is a single question to assess patient’s impression of change in MF
symptoms since the start of study treatment.(62) PGIC includes 7 categories ranging
from “very much improved” to “very much worse”.(62) Improvements in symptoms
were reported by the majority of patients in both the momelotinib and ruxolitinib
group |G 62) Worsening of symptoms were reported by [l of
patients in the momelotinib group and I of patients in the ruxolitinib group (Table

25).(62) No differences between treatment groups were statistically significant.

Table 25. PGIC during the double-blind phase in SIMPLIFY-1 (ITT)

\ Momelotinib \ Ruxolitinib \ Proportion difference (95% CI)
Any timepoint in double-blind phase
Improvement,n (%) [ N [N L. B
Worsening, n (%) | ] I I |
Week 24 at double-blind phase
improvement.n (%) [ NN [N L 1
Worsening, n (%) HEE B S

Abbreviations: Cl = confidence interval; ITT = intent-to-treat; PGIC = Patients' Global Impression of Change

During the open-label stage, improvement in symptoms was reported by -of
patients who remained on momelotinib, and -of patients who switched from
ruxolitinib to momelotinib.(62) Worsening of symptoms was reported by [l of
patients who remained on momelotinib, and [JJill of patients who switched from

ruxolitinib to momelotinib.(62)

HRQoL utility analysis: An analysis was conducted to investigate utility values for
use in the economic modelling of momelotinib. Data from PROs and individual
HRQoL questionnaires were merged to create a dataset containing treatment
received, EQ-5D-5L UK utilities, EQ-5D VAS and transfusion status. Regression
models were fitted to estimate utility values, accounting for repeated measures at the
patient level. Analyses were conducted on pooled data sets as well as individual

trials to assess the impact of variables (including treatment arm) on utility.(73)

In SIMPLIFY-1, no evidence of a treatment effect on utility was observed, thus there
was no clear case for a differential effect of either treatment (either positive or
negative).(73) The results of the analysis are presented in Table 26.(73)
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Table 26. LMM Regression of EQ-5D-5L utility on key clinical measures and treatment arm (SIMPLIFY-1)(73)

LMM regression model

(1) (2) 3) (4) ) (6) ™

—

Reference group

TR

TD

TSS Change

100cm
Normalised
Spleen Volume
Change
Ruxolitinib

(compared with
momelotinib)

Observations
Log-Likelihood

Akaike
Information
Criterion

Mean Absolute
Error

Root Mean
Square Error
p<0.05; "p<0.01; "'p<0.001
Columns 1 to 3 present simple models of individual measures, columns 4 to 6 include 2/3 of the measures, and column 7 includes all measures. All models include an arm variable.
Abbreviations: EQ-5D = EuroQol 5 dimension; LMM = linear mixed models; TD = transfusion-dependent; TSS = total symptom score

i |
il L BN

it ) |
S
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B.2.7.2 SIMPLIFY-2 (NCT02101268)

B.2.7.2.1 Primary endpoint: spleen response rate

The primary endpoint in SIMPLIFY-2, spleen response rate, was defined as the
percentage of patients with a 235% reduction in spleen volume from baseline at
Week 24, as assessed by magnetic resonance imaging or computed tomography

scans.(23)

The proportion of patients who achieved a response at Week 24 in the momelotinib
group (6.7%) was similar to the proportion of patients in the BAT group (5.8%).(63)
The proportion difference between treatment groups was 0.01 (95% CI: -0.09, 0.10;
Figure 17).(63) Thus, the primary endpoint was not met, with momelotinib not
deemed superior to BAT (p<0.90; Table 27).(63)

Table 27. Analysis of spleen response rate (235% reduction in spleen volume) at Week
24 (SIMPLIFY-2; ITT)(63)

Momelotinib BAT (n=52) p-value
(n=104)
Responder, n (%) 7 (6.7%) 3 (5.8%)
95% ClI 0.0275, 0.1338 0.0121, 0.1595 -
Proportion difference: stratified CMH 0.01 (-0.09, 0.10) 0.90
method (95% ClI)

Abbreviations: BAT = best available therapy; Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; ITT = intent-to-treat
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Figure 17. Change in spleen volume and spleen response rate (235%) at Week 24
(SIMPLIFY-2; ITT)(23)

24-week spleen response in individual patients

1209 3 No ruxolitinib (n=4)

100
Momelotinib group (n=70) BAT group (n=39)

80

60 -

40

|

Change in spleen volume from baseline (%)

35% decrease

Proportion difference of 0-01 (95% Cl -0-09 to 0-10), p=0-90
T 1

(7/104) 7% (3/52) 6%
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Abbreviations: BAT = best available therapy; Cl = confidence interval; ITT = intent-to-treat

A total of 67.3% in the momelotinib group (70 of 104) and 75.0% in the BAT group
(39 of 52) had spleen volume measurements at both baseline and Week 24. The
mean percent change in spleen volume at Week 24 was || | | N - the
momelotinib group and |l i the BAT group. However, the observed
difference in the mean percent change between the two groups was not statistically

significant.(63)

The failure to achieve the primary endpoint of superiority in spleen response rate in

this study may have been influenced by some inadvertent study design features:(63)

e The BAT arm was largely composed of ruxolitinib-treated patients
(88.5%). The SIMPLIFY-2 statistical analysis plan was designed with a
BAT treatment effect based on the BAT arm of the COMFORT-2 study (as
described in Section B.2.5.2.1), in which no JAKi were included as part of
BAT and no BAT patients achieved a spleen response. Notably, all BAT

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 84 of 237



patients achieving a response in SIMPLIFY-2 were treated with
ruxolitinib.(63)

e Spleen volume response rates in both arms were lower than expected at
the time of study design, which can be explained by the lack of a
ruxolitinib washout period prior to randomisation. The absence of a
washout period likely resulted in continued saturation of JAK-STAT
signalling pathways, preventing further spleen volume reduction. Notably,
this lack of spleen volume response was not observed in other trials of
JAKI, in which a washout period was implemented prior to randomisation
(i.e., MOMENTUM, JAKARTA-2).(64, 74)

Clinical experts at the advisory board in November 2022 agreed that the failure to

meet the primary endpoint was due to study design choices and lack of washout
period.(32)

As superiority was not achieved in the primary endpoint of spleen response rate,
only nominal significance was reported for subsequent endpoints in the statistical
hierarchy.(23)

B.2.7.2.2 Secondary endpoint: TSS response rate
In the secondary endpoint of TSS response rate (MPN-SAF), more patients had a

reduction of 250% in TSS from baseline at Week 24 in the momelotinib group
(26.2%) than the BAT group (5.9%; Figure 18). The proportional difference between

treatment groups was || GGG oninal p<0.001).(23, 63)
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Figure 18. Change in TSS from baseline to Week 24 and TSS response at Week 24
(SIMPLIFY-2; ITT)(23)

24-week total symptom score response in individual patients
300~ [ Mo ruxolitinib (n=5)

250 -

Momelotinib group (n=72) BAT group (n=38)
2004

L0% decrease

Change in total symptom score from baseline (%)

(27/103) 26% (3/51) 6%

Mumber meeting at least 50% reduction in total symptom score
Abbreviations: BAT = best available therapy; ITT = intent-to-treat; TSS = total symptom score

On assessment of the cumulative distribution function of absolute change in MPN-
SAF TSS from baseline to Week 24 in symptomatic (TSS =210) patients from
SIMPLIFY-2, momelotinib showed a greater proportion of patients in the
improvement levels vs BAT (Figure 19).(48)
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Figure 19. Cumulative distribution function of absolute change in MPN-SAF TSS from
baseline to Week 24 in the SIMPLIFY-2 symptomatic population(63)

Abbreviations: MPN-SAF = Myeloproliferative Neoplasm Symptom Assessment Form; TSS = total symptom score

B.2.7.2.3 Secondary endpoints: transfusions and Tl rate

The rate of RBC transfusions was lower in the momelotinib group (median 0.5
units/month) than the BAT group (median 1.2 units/month) through Week 24
(nominal p=0.39).(23) A higher proportion of patients in the momelotinib group
(43.3%) versus the BAT group (21.2%) were Tl at Week 24 (nominal p=0.0012;
Figure 20).(63) Overall, the proportion of patients who were Tl increased by 12.5% in
the momelotinib group and decreased by 15.3% in the BAT group from baseline to
Week 24.(63)
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Figure 20. Tl at baseline and Week 24 (SIMPLIFY-2; ITT)(63)
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Abbreviations: BAT = best available therapy; ITT = intent-to-treat; MMB = momelotinib
B.2.7.2.4 Exploratory endpoint: changes in Hb levels over time

On analysis of mean change in Hb levels from baseline to Week 24, levels increased

by |G i the momelotinib group and decreased by
I i the BAT group (Figure 21).(63) This represented

statistically significant least square mean differences between groups of:(63)

e Mean difference:

| s 0000000000000
-

e Difference in mean percent change:
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Figure 21. Mean (SE) Hb levels over time in the randomised treatment and extension
hase (SIMPLIFY-2: ITT)(63

B.2.7.2.5 Exploratory endpoint: changes in platelet levels over time

In a prespecified exploratory endpoint, mean platelet levels improved over time from
baseline with momelotinib, highlighting its low myelosuppressive potential.(63, 75)
Further, higher platelet levels were observed with momelotinib vs BAT throughout

the randomised treatment phase (Figure 22).(63, 75)
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Figure 22. Mean (SE) platelet levels over time in the randomised treatment and
extension phase (SIMPLIFY-2; ITT)(75)
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Abbreviations: BAT = best available therapy; ITT = intent-to-treat; MMB = momelotinib; SE = standard error

B.2.7.2.6 Exploratory endpoint: OS

SIMPLIFY-2 demonstrated favourable OS in current or prior ruxolitinib-treated
patients receiving momelotinib versus BAT.(11, 63) OS was assessed in the safety
analysis set at the Week 24 interim analysis. A total of || ]l patients in the
momelotinib group and || ll) of patients in the BAT group had died by Week

24 (median OS | in the momelotinib group; | in the BAT

group).(63) A trend towards improved survival was observed in this initial
randomised treatment phase || G 63) After Week 24,
patients originally randomised to receive BAT could switch to momelotinib in the
extension phase (Section B.2.4.1.2). Another interim OS analysis was conducted at
Week 48, at which point all patients in the extension phase who were originally
randomised to receive BAT had been receiving momelotinib for 24 weeks.(63) The
trend towards improved survival was maintained for patients randomised to

momelotinib vs BAT | G3) At the final analysis (up
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to 5 years from randomisation),

|
I (63)

Table 28. OS for the combined randomised and extended treatment phases in
SIMPLIFY-2(63)

Week 24 interim analysis Week 48 interim analysis Final analysis

Momeloti | BAT (n=52) Momelotinib BAT (n=52) | Momelotinib BAT (n=52)
nib (n=104) (n=104)

(n=104)

Patients with event

Death, Ffi

n (%)
Kaplan-Meier estimate of OS (months)

LB LI
Media || FFFFF

(95%
cl)

Stratifi | [ ||
ed log-
rank
test p-
value

|
seatifi [N 9 [N EEEEE

ed HR

Abbreviations: BAT = best available therapy; Cl = confidence interval; HR = hazard ratio; NR = not reached; OS = overall
survival

LI

A long-term post-hoc analysis compared OS in ITT patients randomised to
momelotinib versus patients randomised to BAT who switched to momelotinib after
Week 24. Median follow-up was 3.07 years in the momelotinib arm, during which 47
(45.2%) patients died, and 3.22 years in patients randomised to BAT who switched
to momelotinib, during which 23 (44.2%) patients died.(11) Median OS in the
momelotinib arm was 2.9 years (95% CI: 2.3, not estimable [NE]) and 3.1 years
(95% CI: 1.8, NE) in patients randomised to BAT who switched to momelotinib after
Week 24. No significant differences between groups were observed (HR: 0.98; 95%
Cl: 0.59, 1.62; Figure 23).(11) However, these findings demonstrate that durable
survival was observed on extended treatment with momelotinib, regardless of

starting therapy.(11)
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Figure 23. OS from baseline through extension phase (SIMPLIFY-2; ITT)(11)
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The 2-year OS rate was also similar between groups (65.8% for patients with

momelotinib and 61.2% for patients with BAT then momelotinib).(11)

In a crossover-adjusted OS analysis (methods described in Section B.2.7.1.6), The
RPSFT-adjusted HR was [JJili] indicating that the risk of death was lower in patients

treated with momelotinib as those treated with BAT | GG
I (75)
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Figure 24. OS adjusted for treatment switching (SIMPLIFY-2)(76)

In a post-hoc subgroup analysis, Tl at Week 24 was associated with a non-
significant trend toward longer survival in patients randomised to receive
momelotinib by univariate analysis (HR: 0.771; p=0.4193; Figure 25).(11) Patients
with Tl response at Week 24 (n=45) had a 2-year OS rate of 66.1% compared with
57.0% for patients without Tl response (n=43).(11) See Section B.2.8 for more

information on subgroup analyses.
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Figure 25. OS from baseline by Tl response through extension phase (SIMPLIFY-2;
ITT)(11)
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Abbreviations: BAT = best available therapy; HR = hazard ratio; ITT = intent-to-treat; MMB = momelotinib; OS = overall
survival; RUX = ruxolitinib; Tl = transfusion-independence

Tl was also a statistically significant baseline predictor of OS in multivariate
regression analysis of SIMPLIFY-2 (HR: 0.226 [Tl vs not]; p=0.0005).(11) Tl
(p=0.0002) and higher Hb levels (p=0.0003) were also significant predictors of

greater survival on univariate analysis.(11)

Time varying regression results also demonstrate that patients who were not Tl had

an increased risk of death at all timepoints_ ||| iGN
I /) Plcase see Appendix M.1.2.3 for more information.

These results are also evident in previously published studies in MF patients. In a
targeted literature review, GSK identified 22 studies that provide data on survival and
transfusion status.(78) Feasibility assessment concluded that a meta-analysis was
not feasible due to heterogeneity in endpoint definitions across studies. However,
investigation of multivariate relationships based on reported HRs or HRs derived
from digitised Kaplan-Meier (KM) curves shows that TD was associated with higher
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mortality in the large majority of studies (Figure 26).(78) For most studies, the cited
HR relates to the mortality risk associated with being TD at a particular timepoint

(typically baseline). See Appendix M1.5 for more information.

Figure 26. Multivariate analysis of survival and TD(78)

Abbreviations: HR = hazard ratio; RBC = red blood cell; TD = transfusion-dependence

B.2.7.2.7 Exploratory endpoint: health-related quality of life

As discussed in Section B.2.7.2.2, more patients had a reduction of 250% in TSS
from baseline at Week 24 in the momelotinib group (26.2%) than the BAT group
(5.9%).(23, 63) There was a numerically larger median percentage change from
baseline to Week 24 in the momelotinib compared with BAT for physical function
component summary and mental health component summary.(63) Furthermore, as
measured by the PGIC, a higher proportion of patients (JJilf) reported an
improvement in symptoms in the momelotinib group compared with the BAT group

(- (63)

SF-36: In SIMPLIFY-2, the median maximum percentage change from baseline in
the physical functioning component summary was - in the momelotinib group
compared with ] in the BAT group.(63) Therefore, there was a numerical
improvement in physical component in the momelotinib group compared with the
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BAT group, however, this difference was not statistically significant using the
stratified Wilcoxon rank sum test (| ll).(63)

The median maximum percentage change from baseline in the mental health
component was [l in the momelotinib group and [l in the BAT group, this
difference was not statistically significant (JJ i), therefore there was no difference

between treatment groups.(63)

The results of SF-36 summary component scores in SIMPLIFY-2 are presented in
Table 29. A nominally significant improvement in physical component summary in
change from baseline and percentage change from baseline to Week 24.

Table 29. SF-36 physical and mental components in SIMPLIFY-2 (ITT population)(63)

Physical component summary Mental component summary

Momelotinib BAT (n=52) Momelotinib (n=104) | BAT (n=52)
(n=104)

Mean
baseline
value (SD)

Change from baseline at Week 24

Median
(Q1, Q2)
Mean (SD)
Least
squares
mean

difference
(95% CI)

p-value

LI
I |
LI

LI
I |
LI
]

Percentage change from baseline at Week 24

Median _
T

(Q1, Q2)
Mean (SD)
Least
squares
mean

difference
(95% ClI)

p-value -

Abbreviations: BAT = best available therapy; Cl = confidence interval; ITT = intent-to-treat; SD = standard deviation

|1

L1
LI
|

)

EQ-5D: The EQ-5D was used to assess a patient’s health status across five
dimensions; mobility, self-care, usual activities, pain or discomfort, and anxiety or
depression.(63) No significant differences were observed in absolute or percentage

change from baseline to Week 24 between treatment groups (Table 30).(63)
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Table 30. EQ-5D VAS in SIMPLIFY-2 (ITT population)(63)

Momelotinib (n=104) BAT (n=52)
Mean baseline value (SD) _ _
Change at Week 24 from baseline
Mean (SD) I L
Least squares mean difference _
(95% ClI)
p-value -
Percentage change from baseline at Week 24
Mean (SD) I L
Least squares mean difference _
(95% Cl)
p-value -

Abbreviations: BAT = best available therapy; ClI = confidence interval; ITT = intent-to-treat; SD = standard deviation

PGIC: In the randomised treatment phase, a higher proportion of patients reported
an improvement in symptoms in the momelotinib group (-) compared with the
BAT group (JJl).(63) This difference was nominally statistically significant
(_).(63) A lower proportion of patients reported worsening of symptoms in the
momelotinib group () compared with the BAT group (JJll).(63) This difference
was nominally statistically significant (i} (Table 31).

Table 31. PGIC during the double-blind phase in SIMPLIFY-2 (ITT)(63)
Momelotinib (n=104) BAT (n=52) Proportion difference (95%

Cl)

Any timepoint in randomised treatment phase

Improvement, n (%) | | LI
I

Worsening, n (%) | ] || 1L e
I

Week 24 at double-blind phase

Improvement, n (%) _ _ _

Worsening, n (%) | | LI
I

Abbreviations: BAT = best available therapy; Cl = confidence interval; ITT = intent-to-treat

During the evaluation phase, an improvement in symptoms was reported by - of
patients who continued with momelotinib and by [JJili] of patients who switched from
BAT to momelotinib.(63) These results demonstrate more than half of patients who
entered the evaluation phase continued to report improvement in MF symptoms.(63)
Worsening of symptoms was reported by [JJij of patients who continued on
momelotinib and i} of patients who switched from BAT to momelotinib.(63)
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HRQoL utility analysis: An analysis was conducted to investigate utility values for
use in the economic modelling of momelotinib. Data from PROs and individual
HRQoL questionnaires were merged to create a dataset containing of, treatment
received, EQ-5D-5L UK utilities, EQ-5D VAS and transfusion status. Regression
models were fitted to estimate utility values, accounting for repeated measures at the
patient level. Analyses were conducted on pooled data sets as well as individual

trials to assess the impact of variables (including treatment arm) on utility.(73)

In SIMPLIFY-2, BAT had a lower utility with a meaningful decrement, however
statistical significance was not reached, which may be due to the limited sample
size. There was evidence of a significant effect of transfusion status on utility in all

models. The results of the HRQoL utility analysis are presented in Table 32.(73)
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Table 32. LMM regression of EQ-5D-5L utility on key clinical measures and treatment arm (SIMPLIFY-2)(73)

LMM regression model

(1)

Reference group

TR

(2)

3)

TD

TSS Change

100cm Normalised
Spleen Volume
Change

Best Available
Therapy

(6)

Observations

Log-Likelihood

Akaike Information
Criterion

Mean Absolute
Error

Root Mean Square
Error

L
B

§

:‘/

p<0.05; "p<0.01;

p<0.001

Columns 1 to 3 present simple models of individual measures, columns 4 to 6 include 2/3 of the measures, and column 7 includes all measures. All models include an arm variable.
Abbreviations: EQ-5D = EuroQol 5-Dimensions; LMM = linear mixed models; TD = transfusion-dependent; TSS = total symptom score

Company evidence submission for momelotinib for treating disease-related splenomegaly or symptoms in adults with myelofibrosis. ID6141.
© GlaxoSmithKline UK Limited (2023). All rights reserved

Page 99 of 2

37



B.2.7.3 MOMENTUM (NCT04173494)

B.2.7.3.1 Coprimary endpoint: TSS response rate

The coprimary endpoint in MOMENTUM, TSS response rate, was defined as the
percentage of patients with a 250% reduction in MF-SAF TSS from baseline at Week
24 .(64) MF-SAF is a validated PRO measure which was considered appropriate to
replace the MPN-SAF used in SIMPLIFY-1 and SIMPLIFY-2.(79)

The proportion of patients who achieved a response at Week 24 in the momelotinib
group (24.6%) was higher than the proportion of patients in the danazol group
(9.2%). The proportion difference between treatment groups was || GTGCGTN
I 1hus, the primary endpoint was met, demonstrating the superiority of
momelotinib to danazol (p=0.0095; Table 33 and Figure 27).(64, 67)

All sensitivity and subgroup analyses of MF-SAF TSS response rate were consistent
with the overall results in the ITT population, and results were robust when analysed
as a continuous variable using MMRM, demonstrating the appropriateness of this

measure to evaluate symptom response in MF.(67)

Table 33. Analysis of MF-SAF TSS response rate at Week 24 (MOMENTUM; ITT) (64,
67)

Momelotinib Danazol (n=65) p-value
(n=130)
Responder, n (%) 32 (24.6) 6(9.2) -
Response rate 95% CI 17.5,32.9 3.5,19.0 -
Treatment difference: stratified CMH 15.67% (5.54, 25.81) 0.0095
method (95% ClI)

Abbreviations: Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; ITT = intent-to-treat; MF-SAF = Myelofibrosis
Symptom Assessment Form; TSS = total symptom score

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 100 of 237



Figure 27. Percent change from baseline in MF-SAF TSS at Week 24 for each patient
(MOMENTUM; ITT)(67)

*Number of patients without a Week 24 TSS
Abbreviations: DAN = danazol; ITT = intent-to-treat; MF-SAF = Myelofibrosis Symptom Assessment Form; MMB = momelotinib;
TSS = total symptom score

B.2.7.3.2 Coprimary endpoint: Tl rate

In the coprimary endpoint, a higher proportion of patients in the momelotinib group
(30.0%) versus the danazol group (20.0%) were TI at Week 24, with a non-inferiority
difference of || G /- omelotinib
demonstrated non-inferiority to danazol, a test for superiority was conducted (though
not included in the statistical hierarchy), and the treatment difference was ||| Gz

I (72)

Among evaluable Tl patients at Week 48, Tl response rates was 57% in the
momelotinib group (who continued on momelotinib) and 60% in the danazol group
(who crossed over to momelotinib) were responders.(80) At any time during the
open-label period by Week 48, Tl response rates were 52% in the momelotinib group
and 56% in the danazol group (who crossed over to momelotinib).(80) No statistical

testing was conducted for the Week 48 analyses.

B.2.7.3.3 Key secondary endpoints: spleen response rate

Momelotinib achieved statistically significant superiority over danazol in the key

secondary endpoints of 225% and =235% spleen response rate at Week 24. The
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=>25% response rate in the momelotinib arm was 39.2% versus 6.2% in the danazol

group, representing a treatment difference of_

p<0.0001).(64)(72) The =235% response rate in the momelotinib arm was 22.3%

versus 3.1% in the danazol group, representing a treatment difference of ||l

I -0.0011; Figure 28).(72)

Figure 28. Percentage change of spleen volume from baseline to Week 24
(MOMENTUM; ITT)(64)

Momelotinib group (n=130) Danazol group (n=65)

1004
80+
60
40+
20+
i SRS | | | | | — | (|

-204 25% decrease

-40 35% decrease

-60-

Change in spleen volume from baseline at week 24 (%)

-804

-100
Abbreviations: ITT = intent-to-treat

B.2.7.3.4 Key secondary endpoint: mean TSS change

Statistically significant superiority for momelotinib over danazol was demonstrated
for the key secondary endpoint of mean TSS change from baseline at Week 24,
indicating better symptomatic improvement with momelotinib vs danazol (-11.5
versus —3.9, respectively; least squares mean difference —6.2; 95% CI: -10.0, -2.4;
p=0.0014).(64)(72)

B.2.7.3.5 Exploratory endpoint: changes in Hb levels over time

During the double-blind phase (baseline to Week 24), both momelotinib and danazol
caused increases in mean Hb concentration.(64) However, patients in the
momelotinib group exhibited a greater increase in Hb that was sustained over time
compared with patients who received danazol (Figure 29).(64) For patients who
switched from danazol to momelotinib in the open-label phase, Hb levels further

increased.(64)
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Figure 29. Mean Hb levels over time in MOMENTUM (double-blind and open-label
phase)(67)

Abbreviations: BL = baseline; DAN = danazol; Hgb = haemoglobin; MMB = momelotinib

The proportion of patients with increases in Hb from baseline at Week 24 was
consistently greater with momelotinib vs danazol in each incremental Hb category

during the entire randomised treatment phase (Table 34).(67)

Table 34. Rates of Hb responses at 21, 21.5 and 22 g/dL from baseline during the 24-

week randomised treatment phase(67)
Hb response rate Momelotinib (n=130) Danazol (n=65)

Increases of 21 g/dL, n (%)

Response rate (95% Cl)

Treatment difference by stratified CMH (95% Cl)
p-value

Increases of 21.5 g/dL, n (%)

Response rate (95% Cl)

Treatment difference by stratified CMH (95% Cl)
p-value

Increases of 22 g/dL, n (%)
Response rate (95% Cl)
Treatment difference by stratified CMH (95% Cl)

p-value
Abbreviations: Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; Hb = haemoglobin
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B.2.7.3.6 Exploratory secondary endpoint: changes in platelet levels over
time

Analysis of changes in platelet levels over time in MOMENTUM confirmed the low

myelosuppressive effect of momelotinib observed in SIMPLIFY-1 and SIMPLIFY-2,

with platelet levels maintained through 48 weeks (Figure 30).(67) Mean platelet

counts were similar in the momelotinib and danazol groups at baseline, and patients

switching from danazol to momelotinib post-Week 24 had similar counts as those

randomised to, and continuing, momelotinib.(67)

Figure 30. Mean (SE) platelet levels over time in the randomised treatment and
extension phase (MOMENTUM; ITT)(67)

Abbreviations: BL = baseline; DAN = danazol; ITT = intent-to-treat; SE = standard error; MMB = momelotinib

B.2.7.3.7 Exploratory secondary endpoint: OS

Median OS was not reached in either treatment arm at the end of the 24-week
double-blind treatment phase; patients treated with momelotinib exhibited a non-
significant trend toward improved OS compared with patients in the danazol arm
(HR: 0.73; 95% CI: 0.38, 1.41; p=0.35; Figure 31).(64) In the momelotinib group, the
median follow-up was 275 days (range: 41 to 476) with 81% of patients in the
momelotinib group censored.(64) In the danazol group, the median follow-up was
295 days (range: 26 to 523) with 75% of patients censored.(64) It should be noted
that all patients randomised to danazol who entered the open-label treatment phase
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(I p-ticnts completing 24 weeks) opted to switch to momelotinib, despite

the option being available to remain on danazol.(67)

Survival rates at 24-week were nominally higher in the momelotinib group (88%;
95% CI: 81, 93) compared with the danazol group (80%; 95% CI: 68, 88; HR: 0.51;
p=0.0719).(64) Based on analysis of cumulative incidence of non-COVID-19 deaths
up to Week 24, treating COVID-19 deaths as competing events, OS was significantly
improved with momelotinib (HR: 0.33; 95% CI: 0.14, 0.76; p=0.010).(64)

Figure 31. OS from baseline through the open-label period (MOMENTUM: ITT)(67)

In a crossover-adjusted OS analysis (methods described in Section B.2.7.1.6), The
RPSFT-adjusted HR was [l indicating that the risk of death was lower in patients

treated with momelotinib as those treated with danazol (| GGG
B Figure 32).(76)
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Figure 32. OS adjusted for treatment switching (MOMENTUM)(76)

In a post-hoc subgroup analysis, Tl at Week 24 was associated with significantly

longer OS in patients randomised to receive momelotinib ([ GcCcGGG:
Figure 33).(81)
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Figure 33. OS from baseline by Tl response through open-label phase (MOMENTUM,;
ITT)(81)
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 B4
Time from week 24, weeks
T3 1313 13131313 9 6 6 6 6 4 1 0
Mon-TI38 38 38 38 36 33 30 27 2116 13 10 9@ 8 7 5 5 4 2 1 1 0

Abbreviations: DAN = danazol; HR = hazard ratio; ITT = intent-to-treat; NC = not calculable; OS = overall survival; Tl =
transfusion-independence; TI-R = transfusion-independence response; TR = transfusion-requiring

B.2.7.3.8 Exploratory endpoint: Health-related quality of life

As discussed in B.2.7.3.1, the primary endpoint of TSS was met, demonstrating
superiority of momelotinib to danazol for treatment of MF symptoms. Momelotinib
also improved patient-reported fatigue from baseline to Week 24 as measured by
mean EORTC QLQ-C30 score. In addition, the mean change from baseline at Week
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24 for EQ-5D VAS was greater in the momelotinib group compared with the danazol

group.

Patient-reported fatigue: Patient-reported fatigue numerically improved in both
treatment groups as demonstrated by reductions from baseline in mean disease-
related fatigue and mean cancer-related fatigue (Table 35).(67) There was a

numerically greater reduction in MF-SAF mean fatigue score from baseline at Week
24 in the momelotinib group | ) compared with the danazol group [}

I ). 67) The least squares mean difference was || GGG
B i dicating that any differences were not significant.(67) There
was a significantly greater reduction in mean EORTC QLQ-C30 score in the
momelotinib group | GGz compared with the danazol group
I e (cast squares mean difference
I, ) (5 7)

Descriptive analyses of proportion of responders based on meaningful change
threshold were performed for MSFAF fatigue (defined as 23) and EORTC QLQ-C30
(defined as >9).(67) The proportion of responders was numerically greater in the

momelotinib group compared with the danazol group for both MF-SAF fatigue

(M) -nd EORTC QLQ-c30 (I 67)

Table 35. Change from baseline at Week 24 in disease-related fatigue and cancer-

related fatigue (ITT)(67)
Change from baseline at Week 24 | Momelotinib (n=130) | Danazol (n=65)

Disease-related fatigue by MF-SAF
Baseline MF-SAF fatigue item score, mean (SD) ‘

Change from baseline at Week 24

Least squares mean (SE)?

Least squares mean difference (SE)?

95% ClI2

p-value®
Cancer-related fatigue by EORTC QLQ-C30
Baseline EORTC QLQ-C30 \
Change from baseline at Week 24

Least squares mean (SE)?

Least squares mean difference (SE)?
95% CI2

p-value®

“Based on MMRM adjusted for baseline stratification factors
®p-value for LSM difference between arms from MMRM
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Abbreviations: Cl = confidence interval; EORTC QLQ-C30 = European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire; ITT = intent-to-treat; MF-SAF =Myelofibrosis Symptom Assessment Form; SD = standard
deviation; SE = standard error

EQ-5D: The mean change from baseline at Week 24 for EQ-5D VAS was
numerically greater in the momelotinib group (_) compared with the
danazol group (I Table 36).(67) The least squares mean difference

was |G, idicating that any differences were

not significant.(67)

Table 36. EQ-5D VAS in MOMENTUM (ITT population)(67)

Momelotinib (n=130) Danazol (n=63)

Mean baseline value (SD)

Change at Week 24 from baseline

Mean (SD)

Least squares mean difference
(SE)

95% ClI

p-value

Percentage change from baseline at Week 24

Viean (SD) | [

Abbreviations: Cl = confidence interval; EQ-5D = EuroQol 5-Dimensions; ITT = intent-to-treat; SD = standard deviation; SE =
standard error; VAS = visual analogue scale

B.2.8 Subgroup analysis

As described in Section B.2.4, the pre-planned and post-hoc subgroup analyses
described in Table 37 were undertaken for SIMPLIFY-1, SIMPLIFY-2 and
MOMENTUM. Subgroup analyses of the primary and secondary efficacy endpoints
were generally consistent with the primary analysis across all three studies.(62, 63,
67)

As described below, momelotinib demonstrated similar benefits in post-hoc analysis
of subgroups of patients with intermediate-2 or high-risk (int-2/HR) MF and anaemia
as the primary analysis.(62, 63, 67) To demonstrate robustness of results regardless
of how ‘anaemia’ is defined, results are reported for both Hb<10 g/dL and Hb<12
g/dL populations. All relevant subgroups referred to within this section are restricted
to int-2/HR MF patients only, therefore int-2/HR with Hb<12 g/dL subgroup will be
referred to as the Hb<12 g/dL subgroup, and similarly, the int-2/HR with Hb<10 g/dL
will be referred to as the Hb<10 subgroup. An overview of additional subgroup

results is presented in Appendix E.
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Please note, however, the trials were not powered to show significance between

subgroups. All subgroup analyses were exploratory with no multiplicity adjustment.

Table 37. Comparative summary of trial subgroup methodology

L]
* Race (white or all other races)
¢ Baseline spleen volume (<
median or = median)

Baseline TSS (quartiles: < Q1,
= Q1 and < median, = median
and < Q3, 2Q3)

Baseline TD (defined as
requiring 24 units of
transfusion or a Hb <8 g/dL in
the 8 weeks prior to
randomisation)

Baseline Hb (<8 g/dL or =8
g/dL)

Baseline platelet count (<100,
2100 and <200, >200 [10%L])
IPSS prognostic category (int
or HR)

o MF disease status (PMF, post-
PV MF, or post-ET MF)
JAK2V617F mutation (positive
or negative, based on medical
history)

Graphical region (Western
Europe, Eastern Europe, or
Asia)

* Race (white or all other races)
Baseline spleen volume (<
median or = median)

Baseline Hb (<8 g/dL or =8
g/dL)

DIPSS prognostic category (int
or HR)

MF disease status (PMF, post-
PV MF, or post-ET MF)
JAK2V617F mutation (positive
or negative, based on medical
history)

Duration of ruxolitinib received
prior to randomisation (=12
weeks or <12 weeks)

Highest dose of ruxolotinib
received since randomisation
(=220mg twice daily or <20mg
twice daily [BAT arm only])

Trial SIMPLIFY-1 SIMPLIFY-2 MOMENTUM

(NCT01969838)(62, 82, 83) (NCT02101268)(63, 82) (NCT04173494)(67)
Pre-planned e Age (<65 years or 265 years) o Age (<65 years or 265 years) e Transfusion status (TI/TR/TD)
subgroups Gender (male or female) e Gender (male or female) at baseline

Transfusion status (Tl/non-TI)
at baseline

Age (<65 years or 265 years)
Sex (male or female)

Race (American Indian or
Alaska Native, Asian, Black or
African American, Native
Hawaiian or Other Pacific
Islander, White, other)
Baseline platelet count (<50,
250 but 150, >150 but <300,
>300; <150, >150; <200, >200
[10%L])

Baseline MF-SAF TSS (<22,
>22)

Baseline spleen volume (<
median or 2 median)

RBC transfusions or whole
blood units transfused in the 8-
week period prior to
randomisation (0, 1 to 4, 25
units)

Baseline Hb (<8 or 28 g/dL)
Baseline glomerular filtration
rate (30 to 60; 260mL/min)
DIPSS prognostic category (int
or HR)

MF disease status (PMF, post-
PV MF, or post-ET MF)

JAK2 mutation (positive,
negative, unknown)

Prior JAKI total daily dose
received immediately before
enrolment (0, <20mg ruxolitinib
twice daily or 200mg fedratinib,
220mg ruxolitinib twice daily or
>200mg fedratinib)
Geographic region (Asia,
Australasia, Europe, North
America)

Duration of JAKi treatment
received before randomisation
(<12 weeks, 212 weeks)
Receiving ongoing JAKi at
screening (yes, no)
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e Baseline TSS (210)

e Baseline Hb (<10 g/dL, <12
g/dL and 212 g/dL)

o Baseline TSS 210 AND Hb
<10 g/dL

» Baseline platelet count (<150,

>150; <300, >300 [10°/L])

Week 24 Tl response: no RBC

transfusions 212 weeks, with

Hb =8 g/dL

o Week 24 spleen response:
235% spleen volume reduction
vs baseline

o Week 24 symptom response:

250% reduced in MF-SAF total

symptoms score vs. baseline

Week 24 Tl response:

baseline Hb

Week 24 Tl response:

baseline platelet count

o Week 24 Tl response:

Trial SIMPLIFY-1 SIMPLIFY-2 MOMENTUM
(NCT01969838)(62, 82, 83) | (NCT02101268)(63, 82) (NCT04173494)(67)

Post-hoc e Baseline Tl o Baseline Tl N/A

subgroups e Baseline non-TI o Baseline non-TI

e Baseline TSS (<10 or 210)

¢ Baseline Hb (<10 g/dL or 210
g/dL)

o Baseline TSS 210 AND Hb

<10 g/dL

Baseline platelet count (<100,

<150, 2100; <200, >200

[10%L)])

Week 24 Tl response: no RBC

transfusions 212 weeks, with

Hb =8 g/dL

Week 24 spleen response:

235% spleen volume reduction

vs baseline

Week 24 symptom response:

250% reduced in MF-SAF total

symptoms score vs. baseline

baseline transfusion status

Abbreviations: DIPSS = Dynamic International Prognostic Scoring System; ET = essential thrombocythemia; Hb =
haemoglobin; IPSS = International Prognostic Scoring System; JAKi = Janus kinase inhibitor; MF = myelofibrosis; MF-SAF =
Myelofibrosis Symptoms Assessment Form; PMF = primary myelofibrosis; PSA = prostate-specific antigen; PV = polycythemia
vera; RBC = red blood cell; TD = transfusion-dependence; Tl = transfusion-independence; TR = transfusion-requiring; TSS =
total symptom score

B.2.8.1

B.2.8.1.1

Post-hoc analysis of int-2/HR anaemic populations

SIMPLIFY-1

Baseline characteristics: The baseline characteristics for SIMPLIFY-1 int-2/HR and
Hb <10 g/dL and int-2/HR and Hb <12 g/dL subgroups are presented Table 38.(62)

Table 38. Baseline characteristics for SIMPLIFY-1 Hb <10 g/dL subgroup and Hb <12
g/dL subgroup (double-blind treatment phase)(62)

Int-2/HR and Hb <10 g/dL Int-2/HR and Hb <12 g/dL
Characteristic Momelotinib Ruxolitinib Momelotinib Ruxolitinib
(n=84) (n=90) (n=137) (n=143)
Risk category, n (%)
Intermediate-2 _7 _ _ _
High I I I
TSS, mean (SD) I N R el
MeanHb,g/dL(SD) | N TN [N LI
Hb 28 g/dL, n (%) I I L.
Meanplateletcount, | N TN B BN |
x10%/uL
Tl, n (%) I I I
D, n (%) HE I I

Abbreviations: ET = essential thrombocythemia; Hb = haemoglobin; HR =high-risk; int-2 = intermediate-2; MF = myelofibrosis;
PMF = primary myelofibrosis; PV = polycythemia vera; SD = standard deviation; TD = transfusion-dependent; Tl = transfusion-

independent; TSS =

total symptom score
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Endpoints: The SIMPLIFY-1 subgroup analysis of Hb <10 g/dL and Hb <12 g/dL

were consistent with the results from the primary analysis (Table 39).(62)

In the Hb <10 g/dL subgroup, the proportion of patients who had a spleen response
at Week 24 in the momelotinib group (JJll) was similar to the proportion of patients
in the ruxolitinib group (Jl).(62) The proportion difference between treatment
groups was || IGNGNGNGNGNNEEEEEEEEEEEEEEE ). 52) | the Hb <12 g/dL subgroup,
the proportion of patients who achieved a spleen response at Week 24 in the
momelotinib group () was similar to the proportion of patients in the ruxolitinib
group (JIl).(62) The non-inferiority proportion difference between treatment

groups was || GNGNGNNEEEEEEEEEEEEEEE ). i dicating that momelotinib was

non-inferior to ruxolitinib.(62)

In both subgroups (Hb <10 g/dL and Hb <12 g/dL), a higher proportion of patients

were Tl in momelotinib group (| Gz, respectively) compared with the
ruxolitinib group (GG, respectively), these differences were nominally
significant (proportion difference [stratified CMH]: | EGccIENGzIzIzGzGgGEGEGEE

I = d proportion difference [stratified CMH]:

I . respectively).(62)

In both subgroups (Hb <10 g/dL and Hb <12 g/dL), TSS response rate was lower in
the momelotinib group (Il and I, respectively) compared with the ruxolitinib

group (. <spectively). However, the non-
inferiority proportion difference was || GG -
I - o<ctively), therefore non-inferiority of

momelotinib to ruxolitinib was not shown for the same reason as the primary

analysis.(62)

In the Hb <10 g/dL subgroup, the mean RBC transfusion rate was lower in the
momelotinib group () compared with the ruxolitinib group
(). 62) Similarly, in the Hb <12 g/dL subgroup the mean RBC
transfusion rate was lower in the momelotinib group ([ | | ) compared with

the ruxolitinib group (I GcGcG_G_G).62)
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Table 39. Summary of prespecified efficacy endpoints in SIMPLIFY-1 (int-2/HR anaemic populations)(62)
Trial Int-2/HR and Hb <10 g/dL Int-2/HR and Hb <12 g/dL

Momelotinib ‘ Ruxolitinib ‘ Proportion difference (95% Cl) | Momelotinib ‘ Ruxolitinib ‘ Proportion difference (95% Cl)

Primary efficacy endpoint

Spleen response rate, i.e., the
proportion of patients with 235%
reduction in spleen volume from
baseline at 24 weeks, n (%)

Secondary endpoints

MPN-SAF TSS response rate,
i.e., the proportion of patients
with a 250% reduction in mean
MPN-SAF TSS at Week 24
compared with baseline

Tl rate i.e., the proportion of
patients who had no RBC
transfusions or no Hb levels <8
g/dL in the previous 12 weeks at
Week 24

TD rate i.e., the proportion of
patients who had 4 units of RBC
transfusions or Hb levels <8 g/dL
in the previous 12 weeks at
Week 24

Abbreviations: Cl = confidence interval; LSM = least squares mean; Hb = haemoglobin; MF-SAF = Myelofibrosis Symptoms Assessment Form; MPN-SAF = Myeloproliferative Neoplasm Symptom
Assessment; RBC = red blood cell; TSS = total symptom score

AR
1111
111

LR
11
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B.2.8.1.2 SIMPLIFY-2

Baseline characteristics: The baseline characteristics for SIMPLIFY-2 int-2/HR and
Hb <10 g/dL subgroup and int-2/HR and Hb <12 g/dL subgroup are presented in
Table 40.

Table 40. Baseline characteristics for SIMPLIFY-2 Hb <10 g/dL subgroup and Hb <12
g/dL subgroup (double-blind treatment phase)(63)

Int-2/HR and Hb <10 g/dL Int-2/HR and Hb <12 g/dL
Characteristic Momelotinib BAT (n=32) Momelotinib BAT (n=34)
(n=61) (n=77)

Risk category, n (%)
Intermediate-2
High

TSS, mean (SD)

Mean Hb, g/dL (SD)

Hb =8 g/dL, n (%)

Mean platelet count, x103/uL

TI, n (%)

TD, n (%)

Abbreviations: BAT = best available therapy; ET = essential thrombocythemia; Hb = haemoglobin; HR = high-risk; int-2 =
intermediate-2; MF = myelofibrosis; PMF = primary myelofibrosis; PV = polycythemia vera; SD = standard deviation; TD =
transfusion-dependent; Tl = transfusion-independent; TSS = total symptom score

iy

Endpoints: The SIMPLIFY-2 subgroup analysis of Hb <10 g/dL and Hb <12 g/dL

were consistent with the results from the primary analysis (Table 41).(63)

In both groups (Hb <10 g/dL and Hb <12 g/dL) the spleen response rate was higher
in the momelotinib group (. respectively) compared with the BAT
group (NG, r<spectively), however the proportion differences were

=29 |

therefore momelotinib was not superior to BAT, similar to the primary analysis.(63)

In both groups (Hb <10 g/dL and Hb <12 g/dL), the proportion of patients with a
>50% reduction in mean MPN-SAF TSS at Week 24 compared with baseline was
higher in the momelotinib group (Jll and [, respectively) compared with the
BAT group (il and [, respectively).(63) The proportion difference was
I - i< Hb <10 g/dL subgroup and
I - thc Hb <12 g/dL subgroup.(63)

In the Hb <10 g/dL, the mean RBC transfusion rate was similar between the

momelotinib groups ([ Gzl and the BAT group (). 63) In the
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Hb <10 g/dL subgroup and Hb <12 g/dL subgroup, the proportion of patients who
were Tl was over double in the momelotinib group (- and | respectively)
compared with the BAT group (Il and [l respectively).(63) In the Hb <10

g/dL subgroup the proportion difference was [ GcCcNG

between treatment groups.(63) In the Hb <12 g/dL subgroup the proportion

difference was | G bt << the treatment

groups.(63)
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Table 41. Summary of prespecified efficacy endpoints in SIMPLIFY-2 (int-2/HR anaemic populations)(63)
Trial Int-2/HR and Hb <10 g/dL Int-2/HR and Hb <12 g/dL

Momelotinib BAT Proportion difference (95% Momelotinib BAT Proportion difference (95%
Cl) Cl)

Primary endpoint

Spleen response rate, i.e., the
proportion of patients with 235%
reduction in spleen volume from
baseline at 24 weeks

Secondary endpoints

MPN-SAF TSS response rate,
i.e., the proportion of patients
with a 250% reduction in mean
MPN-SAF TSS at Week 24
compared with baseline

Tl rate i.e., the proportion of
patients who had no RBC
transfusions or no Hb levels <8
g/dL in the previous 12 weeks at
Week 24

TD rate i.e., the proportion of
patients who had 4 units of RBC
transfusions or Hb levels <8 g/dL
in the previous 12 weeks at
Week 24
Abbreviations: BAT = best available therapy; Cl = confidence interval; Hb = haemoglobin; HR = high-risk; int = intermediate; MF-SAF = Myelofibrosis Symptoms Assessment Form; MPN-SAF =
Myeloproliferative Neoplasm Symptom Assessment; RBC = red blood cell; TSS = total symptom score

AR
R
111

' |
' |
'
L |
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B.2.9 Meta-analysis

An SLR and meta-analysis by Sureau et al. 2021 assessed the efficacy and
tolerability of JAKI, using data from RCTs comparing momelotinib, ruxolitinib,
fedratinib and pacritinib with placebo/BAT in patients with MF.(84) The study found
that momelotinib was associated with a significant improvement in reducing spleen
volume compared to placebo (momelotinib OR 0.92, 95% CI: 0.68, 1.25 versus
ruxolitinib; placebo OR 0.02, 95% CI: 0, 0.07 versus ruxolitinib). However, no
statistically significant difference was demonstrated between fedratinib, momelotinib,
and ruxolitinib on this criterion. The results also showed significantly fewer anaemia
grade 3/4 AEs with momelotinib treatment compared with ruxolitinib (OR 0.32, 95%
Cl: 0.19, 0.50).(84)

Overall, the study suggests that momelotinib could be a valuable treatment option for

MF patients experiencing splenomegaly.(84)

B.2.10 Indirect and mixed treatment comparisons

Not applicable.

The clinical trial program for momelotinib presents head-to-head data for all relevant
comparators for the decision problem in JAKi-naive patients (comparison versus
ruxolitinib from SIMPLIFY-1) and JAKi-experienced patients (comparison versus
BAT from SIMPLIFY-2). Therefore, no indirect or mixed treatment comparison was

performed.

B.2.11 Adverse reactions

This section presents pooled safety analyses including patients from SIMPLIFY -1,
SIMPLIFY-2 and MOMENTUM. For individual trial safety results please see
Appendix F.

B.2.11.1 Pooled safety analysis

To characterise the long-term safety of momelotinib, patients from SIMPLIFY-1,

SIMPLIFY-2 and MOMENTUM continued to receive momelotinib in the extended
access study (XAP).(66) The total follow-up time was 1,261 patient-years in 725
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patients.(66) The median duration of momelotinib exposure was 11.3 months (range:

0.1 to 90.4 months).(66) Throughout the duration of treatment, the dose intensity of

momelotinib was maintained at a high level (Table 42).(66)

Table 42. Dose intensity of momelotinib throughout duration of treatment(66)

Momelotinib overall (N=725)

Duration of exposure, median (range), months?

11.3 (0.1, 90.4)

Duration of exposure for 260 months, n (%)

88 (12.1)

Relative dose intensity, median (range), %

97.3 (0, 247)

aThe duration of exposure was 20.3 months; the maximum duration of exposure was approximately 7.5 years

Overall, grade 23 nonhaematologic treatment-emergent AE (TEAEs) were

infrequent, and grade =3 haematologic TEAEs such as thrombocytopenia and

anaemia were experienced by 16.4% and 14.8% of patients (respectively, Table

43).(66)
Table 43. TEAEs experienced by the overall momelotinib population (XAP)(66)
Any grade AE, n (%) Grade 23 AE, n (%)
Diarrhoea 194 (26.8) 19 (2.6)
Nausea 141 (19.4) 8(1.1)
Fatigue 127 (17.5) 18 (2.5)
Cough 126 (17.4) 5(0.7)
Dizziness 112 (15.4) 4 (0.6)
Abdominal pain 102 (14.1) 13(1.8)
Pyrexia 102 (14.1) 9(1.2)
Headache 101 (13.9) 6 (0.8)
Asthenia 96 (13.2) 8(1.1)
Pruritus 90 (12.4) 5(0.7)
Dyspnoea 89 (12.3) 15(2.1)
Peripheral sensory neuropathy 89 (12.3) 5(0.7)
Urinary tract infection 88 (12.1) 18 (2.5)
Pneumonia 83 (11.4) 61 (8.4)
Constipation 81 (11.2) 1(0.1)
Edema peripheral 75 (10.3) 5(0.7)
Arthralgia 73 (10.1) 2(0.3)
Upper respiratory tract infection 73 (10.1) 3(0.4)
Thrombocytopenia 181 (25.0) 119 (16.4)
Anaemia 170 (23.4) 107 (14.8)
Neutropenia 49 (6.8) 38 (5.2)
Peripheral neuropathy 107 (14.8) 9(1.2)

Abbreviations: AE = adverse event; TEAE = treatment-emergent adverse event; XAP = Extended Access Program

Fatal AEs were reported in 14.1% of patients (n=102), with pneumonia (n=9, 1.2%),

acute myeloid leukaemia (AML; n=6, 0.8%) and sepsis (n=5, 0.7%) being most
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commonly reported.(66) Frequently and clinically important AEs did not increase in

incidence over time (Table 44).(66)

Table 44. Clinically important AEs over time (XAP)(66)

n (%) 24 25t048 | 49t0o 96 | 97 to 145 to 193 to 241 to 2289
weeks weeks weeks 144 192 240 288 weeks
(n=725) | (n=510) | (n=367) | weeks weeks weeks weeks (n=64)
(n=213) | (n=150) | (n=109) | (n=93)
Any AE 663 371 280 159 99 60 51 20
(91.4) (72.7) (76.3) (74.6) (66.0) (55.0) (54.8) (31.3)
All infections 263 133 121 64 38 22 20 8 (12.5)
(36.3) (26.1) (33.0) (30.0) (25.3) (20.2) (21.5)
Opportunistic 13(1.8) | 7(1.4) 9(2.5) 8(3.8) 3(2.0) 0 4 (4.3) 1(1.6)
infections
Malignancies 38(5.2) | 21(4.1) 23(6.3) | 13(6.1) | 12(8.0) | 3(2.8) 7(7.5) 3(4.7)
AML/leukemic 12(1.7) | 1(0.2) 6 (1.6) 1(0.5) 2(1.3) 0 0 0
transformation
NMSC 9(1.2) 14 (2.7) 10 (2.7) | 5(2.3) 3(2.0) 1(0.9) 3(3.2) 3(4.7)
MACE 20(2.8) | 9(1.8) 18 (4.9) | 8(3.8) 4 (2.7) 1(0.9) 2(2.2) 1(1.6)
Thromboembolism | 25 (3.4) | 12 (2.4) 19(5.2) | 8(3.8) 6 (4.0) 2(1.8) 3(3.2) 2(3.1)

Abbreviations: AE = adverse event; AML = acute myeloid leukaemia; MACE = major adverse cardiovascular event; NMSC =
nonmelanoma skin cancer; XAP = Extended Access Prgram

Of all patients in the pooled analysis, 36.1% had =1 AE leading to dose adjustments
(dose reduction/interruption) of momelotinib.(66) The most common AEs leading to
dose adjustment was thrombocytopenia (10.5%) and infections and infestations
(including pneumonia, 7.0%).(66) The most common AE leading to discontinuation
were infections and infestations (4.0%) and thrombocytopenia (3.7%).(66) AEs

leading to discontinuation for each individual trial are included in Section F.

B.2.12 Ongoing studies

No studies are awaiting read-out; any further publication will be based on existing
completed trials. The following relevant analyses are expected to be presented at

congresses in 2023:
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e Clinical outcomes with momelotinib versus ruxolitinib in patients with
myelofibrosis and anaemia: subgroup analysis of SIMPLIFY-1. SOHO
2023 poster.

B.2.13 Interpretation of clinical effectiveness and safety evidence

The pivotal clinical studies (SIMPLIFY-1, SIMPLIFY-2, and MOMENTUM)
collectively show that momelotinib has clinical benefits for patients with MF, such as
reduced spleen size, decreased anaemia and transfusion burden, improved MF-
associated symptoms, and durable survival.(11, 23, 61, 64) These benefits were
observed in patients with anaemia and thrombocytopenia, regardless of prior JAKi
treatment. In SIMPLIFY-1, momelotinib was non-inferior to ruxolitinib in the primary
endpoint of spleen response rate at Week 24.(61) Spleen volume reductions were
clinically meaningful and durable in the open-label phase, including in those who
crossed over to momelotinib from ruxolitinib after Week 24.(62) Furthermore,
patients who crossed over to momelotinib from ruxolitinib/BAT in both SIMPLIFY -1
and SIMPLIFY-2 experienced rapid improvements in anaemia, maintained symptom
control and did not experience safety concerns or ruxolitinib withdrawal effect.(65)
Together, these results affirm that the immediate transition to momelotinib from
ruxolitinib is tolerable by patients, without the need for tapering or a washout
period.(65) In the primary endpoint of SIMPLIFY-2, momelotinib was not superior to
BAT, likely due to lack of washout period and high use of JAKi in the comparator
arm.(23) In contrast, MOMENTUM showed statistically significant superiority of
momelotinib over danazol for the primary endpoint of TSS response rate and
secondary endpoint of spleen response rate.(64) The results of SIMPLIFY-1 and
SIMPLIFY-2 support the MOMENTUM results and together demonstrate that
momelotinib provides clinical benefits for MF patients in terms of spleen volume,
symptoms and anaemia, across different stages and treatment histories.(62, 63, 67)
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B.2.13.1.1  SIMPLIFY-1

SIMPLIFY-1 demonstrated that momelotinib is non-inferior to ruxolitinib in terms of
splenic response in a JAKi-naive population. Non-inferiority in a secondary endpoint
of symptom response was not achieved, though analysis of the cumulative
distribution of absolute change in TSS, plus individual item analyses, indicated
comparable response between momelotinib and ruxolitinib. Certain aspects of the
study design may have impacted the assessment of symptom response. There are

several explanations why non-inferiority was not met for this endpoint, including:

e Baseline severity on the MPN-SAF TSS was not an inclusion criterion or
stratification factor in the SIMPLIFY-1 trial; consequently, imbalances
occurred between treatment groups in terms of symptom severity(48)

e A higher proportion of patients were categorised as having ‘severe’

symptoms in the momelotinib group (| Gz compared with the
ruxolitinib group ([ GzNGl). Similarly, for ‘moderate’ symptoms

(N rsus NN respectively)(85)

e Furthermore, patients with missing TSS at Week 24 were counted as non-
responders.(48) A higher proportion of the momelotinib group were
considered non-responders due to missing data at Week 24 ([ Gz

compared with the ruxolitinib group (Gl 62)
Patients generally had low symptom scores at baseline, with median individual
symptom scores ranging from 2 to 4, out of a possible 10. TSS response is difficult to
detect with low baseline scores, due to natural variability in symptoms over time.(62)
For example, at low baseline scores, small absolute increases over the study period
lead to large percentage increases, regardless of the resulting level of symptom
severity. In SIMPLIFY-1, a similar proportion of patients met the derived meaningful
change threshold with an improvement of at least 8 points within 24 weeks of

momelotinib or ruxolitinib treatment (overall population: | l; symptomatic

population; | D .(86)

Clinical experts from the advisory board in November 2022 also acknowledged a
percentage reduction in TSS was not as meaningful in clinical practice since large,
clinically meaningful improvements in the individual components may be achieved

that might not be well reflected in the averaged total scores.(33) Additionally, the
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clinical experts considered the demonstration of non-inferior spleen response by
momelotinib a positive result, which was not undermined by not meeting the
percentage change in symptom response secondary endpoint; the rationale being
that many patients treated with momelotinib also experienced substantial

improvements in symptom scores.(32, 33)

Furthermore, momelotinib demonstrated efficacy in spleen and anaemia endpoints;
the treatment effect of momelotinib was robust regardless of baseline Hb levels and
platelet counts (which were both maintained from baseline); ruxolitinib efficacy, on
the other hand, was negatively impacted by low baseline platelet counts (Appendix
E.1.1.1 and Appendix E.1.1.5).(87) The haematological profile of momelotinib
enabled the maintenance of therapeutic dose intensities, in contrast to ruxolitinib
treatment which necessitated greater dose tapering due to toxicities (Appendix F.1.1)
and affected efficacy in patients with pre-existing low platelet counts (Figure 34).(87,
88)
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Figure 34. Momelotinib and ruxolitinib dose intensity in the randomised treatment and
extended phase (SIMPLIFY-1)(88)
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A higher proportion of patients in the momelotinib group (66.5%) versus the
ruxolitinib group (49.3%) were Tl at Week 24. The Tl rate was maintained in the
momelotinib group from baseline to Week 24 (68.4% to 66.5%); however, in the
ruxolitinib group, the Tl rate dropped approximately 20% from baseline to Week 24
(70.0% to 49.3%).(62) Using a separate measure of transfusion-free response,
which omits the Hb component of Tl rate, similar results were observed: the
transfusion-free response rate at Week 24 was [l in the momelotinib group
versus [l in the ruxolitinib group.(62)
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Overall efficacy profiles, in terms of spleen response, TSS and Tl at Week 24 (Figure
35), show that momelotinib provides comparable holistic benefits to ruxolitinib in
JAKi-naive patients, with:(62)

o - of the momelotinib group and - of the ruxolitinib group
achieving 21 of these endpoints

o - of the momelotinib group and - of the ruxolitinib group achieving
all 3 endpoints

Figure 35. Rates of spleen response, TSS response and Tl at Week 24 (SIMPLIFY-1;
ITT)(62)

Abbreviations: ITT = intent-to-treat; MMB = momelotinib; RUX = ruxolitinib; Tl = transfusion-independence; TSS = total
symptom score

Durable survival was observed on extended treatment with momelotinib, regardless
of starting therapy, with Tl at baseline and Tl response at Week 24 being
independent predictors of OS.(11) This was also observed in post-hoc analysis
accounting for treatment crossover after Week 24.(76) Overall, the efficacy data
presented suggests that momelotinib may provide similar or greater holistic benefits
compared to ruxolitinib in JAKi-naive patients. Of note, patients who switched
immediately from ruxolitinib to momelotinib at Week 24 experienced maintenance of
spleen response, symptom control, and a rapid increase in Hb levels.(65)
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Momelotinib was generally well-tolerated. Although a higher number of patients
prematurely discontinued treatment due to AEs compared with the ruxolitinib group
). 62) this may be explained by a much greater number of patients
having dose adjustment or interruption in the ruxolitinib group (- VS - in the
momelotinib group), which is aligned with clinical practice in the UK. No notable
differences in AEs were observed in patients with/without anaemia or with/without
thrombocytopenia, and fewer patients treated with momelotinib experienced
anaemia | 2 thrombocytopenia (18.7% vs 29.2%) events than
those treated with ruxolitinib. Moreover, no evidence of new or progressive toxicity
was observed in patients who switched from ruxolitinib to momelotinib in the open-
label phase. Note that no ruxolitinib tapering was required and switching to
momelotinib was not associated with any rebound effect or other safety signal.(65)
Momelotinib was well-tolerated with continued treatment, and a lower occurrence of
AEs was observed at 48 weeks versus 24 weeks. Patients who switched from
ruxolitinib to momelotinib at Week 24 did not experience safety concerns or
withdrawal effects. These findings provide strong evidence for the safety and
tolerability of momelotinib in JAKi-naive patients with MF, with no new safety signals
observed.(62)

B.2.13.1.2 SIMPLIFY-2
In SIMPLIFY-2, a similar proportion of patients in the momelotinib (7%) and BAT

comparator arm (6%) had a 235% reduction in spleen volume, thus statistical
superiority was not demonstrated for the primary endpoint. This was likely due to
treatments administered and certain study design features in SIMPLIFY-2. At the
time of protocol development, BAT treatments were anticipated to comprise
hydroxyurea, steroids or ESAs, or ruxolitinib at a subtherapeutic dose.(23)
Subsequently, however, ruxolitinib dosing guidelines became widely available.(23)
Along with increased clinical experience, this led to patients frequently continuing on
ruxolitinib at therapeutic doses despite them experiencing AEs (30.8% of patients
received ruxolitinib >5 mg BID and <10 mg BID, 25.0% of patients received <5 mg
BID, 19.2% of patients received >10 mg BID and <20 mg BID and 11.5% of patients
received 220 mg BID).(23) Thus, the large majority of patients in the BAT group
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received ruxolitinib (88.5%), in contrast to what was expected when the study was
designed.(23) Both being JAK1/2i, momelotinib and ruxolitinib may not be expected
to show statistically significant differences in terms of spleen response rate, given
that the relationship between the JAK/STAT pathway and splenomegaly is well-
established.(89)

Another confounding factor was the lack of washout period in SIMPLIFY-2, which
can explain the low spleen response rates observed in this study.(23) Patients
entering the study had either suboptimal responses or haematological toxicity with
ruxolitinib, but were not necessarily ruxolitinib-refractory.(23) Given there was no
treatment washout period, the trial effectively becomes a switch trial, and patients
would not be expected to experience a large reduction in spleen volume from having

an active treatment at baseline.

These explanations for the primary endpoint result have been corroborated by expert
clinicians at an advisory board.(32) Furthermore, the low response rates observed in
each treatment arm in SIMPLIFY-2 have not been replicated in comparable clinical
trials that included washout periods prior to receiving study drug with momelotinib
(MOMENTUM) or other JAKi (JAKARTA-2).(64, 74)

However, considering the totality of efficacy evidence, such as symptom and
anaemia benefits, and OS duration, momelotinib appeared to offer a greater overall
benefit in more advanced, JAKi-experienced patients than BAT. While statistical
significance could not be claimed for any secondary analysis due to the primary
endpoint result, momelotinib demonstrated nominal statistical significance across all
key secondary endpoints. Of note, symptomatic improvement was observed with

momelotinib, along with improvements in several haematological endpoints, such as:

e Improvements in Hb and platelet levels
e Improved Tl vs BAT (and from baseline)
e Reduced TD vs BAT (and from baseline)
On analysis of overall efficacy profiles (Figure 36), the proportion of patients

achieving 1 of the spleen response, TSS and Tl at Week 24 endpoints in the

momelotinib group was approximately double that of the BAT group (| G
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). The rate of response in any 2 endpoints was approximately 5-fold higher in
the momelotinib group compared with the ruxolitinib group (_.(63)

Figure 36. Rates of spleen response, TSS response and Tl at Week 24 (SIMPLIFY-2;
ITT)(63

Abbreviations: ITT = intent-to-treat; MMB = momelotinib; RUX = ruxolitinib; Tl = transfusion-independence; TSS = total
symptom score

Furthermore, OS with momelotinib was comparable to BAT. While OS in the
extended phase is biased due to crossover from BAT, numerically improved survival
was observed in the randomised treatment phase. Post-hoc analyses adjusting for
crossover also observed numerically improved survival.(76) Other post-hoc analyses
indicated that momelotinib may have a survival benefit driven by improvements in Tl
rate.(11) Further analyses that accounted for changes in transfusion status over time
found that Tl in JAKi-experienced patients is a significant independent predictor of

improved survival.(77)

The use of ruxolitinib as the major component of BAT and lack of washout period
contributed to the failure to demonstrate superiority of momelotinib over BAT. It is
because of these clinical trial design features that SIMPLIFY-2 is well placed to
demonstrate the comparative clinical effectiveness of momelotinib in JAKi-
experienced patients in England, who are very likely to be continuing ruxolitinib

therapy.
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In addition, momelotinib treatment was found to be generally well-tolerated in JAKi-
experienced patients, with no notable differences in AEs between thrombocytopenic
and non-thrombocytopenic patients, or between patients with Hb levels above or
below 10 g/dL. There was no evidence of new or progressive toxicity in patients who
switched from BAT to momelotinib during the extension phase. Overall, the study
provided strong evidence for the safety and tolerability of JAKi-experienced patients
with MF.(63)

B.2.13.1.3 MOMENTUM

Although danazol is an anaemia treatment rather than an active MF therapy, the
MOMENTUM study showed that momelotinib has a definitive treatment effect on
symptoms and splenomegaly in JAKi-experienced patients which could not be
demonstrated in SIMPLIFY-2 (as described above in Section B.2.13.1.2). In the
MOMENTUM trial, momelotinib demonstrated statistically significant superiority over
danazol for the primary endpoint of TSS response rate, as well as statistically
significant improvements in spleen response rate (both at 225% and 235%
thresholds).

Momelotinib also demonstrated superiority over this active anaemia treatment across
a range of anaemia-related endpoints, confirming the impact of ACVR1 inhibition on
anaemia. Momelotinib showed a significantly higher rate of zero RBCT or whole
blood unit transfusions, plus other benefits in anaemia response, such as longer
median times to transfusions, higher proportions of patients with Hb increases, and
lower cumulative transfusion risk versus danazol. Analysis of 48-week data
demonstrated an increase in the proportion of patients achieving a late Tl response
in those continuing momelotinib treatment (57%) compared to the 24-week analysis
(30%).(80, 90) Clinical experts at the advisory board were particularly impressed by
the rapid increase in Hb with momelotinib.(32)

Consistent with SIMPLIFY-2, there was a trend in improved survival with
momelotinib versus comparator, particularly within the initial 24-week randomised
treatment phase. Tl at Week 24 was associated with significantly longer survival in
patients randomised to momelotinib ([ ).(72) TI at Week 24 was also
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associated with a trend towards longer survival in patients randomised to danazol
who crossed over to momelotinib after Week 24.(81) Consistent with results for
SIMPLIFY-2, further post-hoc analyses to account for changes in transfusion status
over time found that Tl (versus non-Tl) was a statistically significant independent

predictor of improved survival.(77)

The study also demonstrated the favourable safety profile of momelotinib compared
with danazol and was consistent with the previous safety findings of SIMPLIFY-1 and
SIMPLIFY-2. Overall, the study suggests that momelotinib has a positive benefit-risk
profile in anaemic and symptomatic patients with MF previously treated with
JAKI.(67)
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B.3 Economic Value

JAKi-naive
Model Overview

e In line with the decision problem and as described in Section B.1 of this
submission, the relevant comparator for momelotinib in JAKi-naive population is
ruxolitinib. With SIMPLIFY-1 trial results demonstrating the non-inferiority of
momelotinib compared to ruxolitinib, a NICE recommended therapy within the
same therapeutic class, the economic value of momelotinib in a JAKi-naive
population is demonstrated in a standalone cost-comparison evaluation. This
approach was discussed and agreed with NICE and other relevant submission
stakeholders at the decision problem meeting.

e For the cost-comparison analysis, momelotinib was compared against ruxolitinib
from an NHS and PSS perspective over a 10-year time horizon, with costs
discounted at 3.5% annually in line with the NICE reference case. Time on
momelotinib and ruxolitinib treatment was assumed equal for the base-case
analysis, with a constant discontinuation rate derived from SIMPLIFY-1 and
applied to both treatment arms over time, and patients then moving to BAT (based
on SIMPLIFY-2) following discontinuation. Costs included in the model were those
expected to differ between treatment arms: namely drug acquisition, subsequent
treatment, red blood cell transfusion, iron chelation therapy (ICT) and adverse
event costs. Various scenario analyses were performed to test key input
assumptions and alternatively data sources.

Results

¢ Following application of the proposed patient access scheme (PAS) price discount
for momelotinib, total costs over 10 years for momelotinib were then reduced to
I conpared to £326,021 for ruxolitinib, representing a cost saving of
I for momelotinib. Furthermore, when applying the proposed PAS price,
momelotinib also continued to demonstrate cost savings over ruxolitinib across all
scenario analyses performed.

JAKi-experienced
Model Overview

¢ Momelotinib is expected to provide additional health benefits to JAKi-experienced
patients with potentially greater treatment costs versus the standard of care.
Therefore, consistent with the reference case, a modelled cost-effectiveness/-utility
analysis is required to suitably assess whether momelotinib represents value-for-
money to the NHS. This was also discussed and agreed with NICE and other
relevant submission stakeholders at the decision problem meeting.

e As transfusion status was identified as a key differentiator in clinical outcomes
between momelotinib and ruxolitinib in the SIMPLIFY-2 trial, a Markov model was
developed including health states based on transfusion dependency status (T,
transfusion-requiring [TR], TD) and death. An NHS and PSS perspective was
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adopted for the model along with a lifetime time horizon (33 years) and 3.5%
discount rate in line with the NICE reference case. Momelotinib was compared
against BAT, with BAT defined based on the BAT comparator in the SIMPLIFY-2
trial.

o Health state membership was determined based on transfusion status distribution
and overall survival (OS) data from SIMPLIFY-2. For the first 24 weeks,
transfusion status was determined using treatment specific distributions from
SIMPLIFY-2, and assuming equivalent OS between comparator arms as no
statistically significant differences in OS were observed over the first 24 weeks. As
patients in the SIMPLIFY-2 trial crossed over from BAT to momelotinib at 24
weeks, OS extrapolations based on Week 24 transfusion status only, and derived
from the momelotinib arm of SIMPLIFY-2, were applied to the proportion of
patients in each transfusion state at 24 weeks for each treatment arm. After 24
weeks, pooled transfusion status transition probabilities were then applied
independently of OS to inform costs and utilities for those remaining alive over
time.

o For momelotinib, time on treatment data were used to inform drug related costs
(acquisition, administration, AEs) with patients discontinuing assumed to receive
BAT excluding ruxolitinib. Per expert advice, ruxolitinib re-treatment as part of BAT
is not expected for patients discontinuing momelotinib in a JAKi-experienced
population. All BAT arm patients remaining alive were assumed to remain on
treatment over time.

e Drug acquisition, drug administration, adverse event, monitoring, disease
management, subsequent treatment and terminal care costs were included in the
model. Unit costs were primarily sourced from relevant UK data sources (BNF,
eMIT, NHS reference costs, PSSRU), with RBCT unit costs informed from the
literature and prior NICE appraisals for myelofibrosis therapies. RBCT units per
cycle and adverse event probabilities were sourced directly from SIMPLIFY-2, with
other monitoring and disease management frequencies based on clinical expert
feedback.

e EQ-5D-3L health state utility values were derived from a mixed effects model
based on cross-walked EQ-5D-5L data from SIMPLIFY-2. Adverse event
disutilities were sourced from available literature and prior NICE appraisals for
myelofibrosis therapies.

e Probabilistic sensitivity analysis (PSA) and deterministic sensitivity analysis (DSA),
as well as scenario analysis, was performed to explore uncertainty around model
inputs, data sources and key assumptions in the model.

e A subgroup analysis was also performed for the Hb <10 g/dL population from
SIMPLIFY-2 to test the impact of using an alternative definition for anaemia.
Available subgroup specific data were applied from SIMPLIFY-2 for transition
probabilities, OS, treatment discontinuation and transfusion units per cycle.
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Results

e Momelotinib was dominant over BAT in the base-case and PSA, as well as all
scenario analyses conducted. Momelotinib was also either dominant or cost-
effective (incremental NMB <£0) at a £30,000 per QALY threshold across all DSA
parameter variations following application of the proposed PAS discount.

e Forthe Hb <10 g/dL subgroup analysis, momelotinib produced an ICER of-
per QALY compared to BAT at list price, indicating cost-effectiveness at both
£20,000 and £30,000 per QALY thresholds. Following application of the proposed
PAS price discount, momelotinib became dominant over BAT.

Overall conclusions

e When applying the proposed PAS discount, momelotinib results in cost savings to
the NHS when used as an alternative to ruxolitinib for a JAKi-naive population, and
was highly cost-effective against BAT for a JAKi-experienced population across all
scenario, sensitivity and subgroup analyses performed. This was largely driven by
the reduced need for RBCTs and the associated management costs, as well as
potential OS gains over BAT, driven by increased Tl rates versus BAT as observed
in SIMPLIFY-2.

e Momelotinib is therefore expected to be a valuable and cost-effective treatment
option for either JAKi-naive or JAKi-experienced patients with MF, reducing the
need for TD and its associated economic and health implications.

B.3.1 Published cost-effectiveness studies

An SLR was conducted to identify cost-effectiveness studies relevant to the decision
problem from the published literature, specifically in adult patients with MF. Details of
the methods used to identify and select the relevant studies are described in

Appendix G.

The review identified eight publications comprising one cost-effectiveness and seven
cost-utility evaluations in MF. None of these publications related to momelotinib. Two
of the publications were identified in full-text format, one in abstract format, and five
were models reported in HTA submissions (NICE [n=2], CADTH [n=2], SMC
[n=1]).(91-98) An overview of the identified studies is provided in
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Table 45.

Full details of the SLR search strategy, methodology and results, as well as critical

appraisals of each publication are presented in Appendix G.

As no existing economic evaluations of momelotinib were identified in the cost-
effectiveness SLR, de novo models were developed for the purposes of this

submission.
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Table 45. Model characteristics and results

al, 2018(91)

Markov model

Study objective: To assess the cost-
effectiveness of ruxolitinib versus BAT
in MF patients

Horizon: 15 years
Discount rate: 3%

Currencylyear (perspective): €/2016
(societal)

e LY gain: 2.58
e QALY gain: 2.18

Incremental cost: €121,539

Study Author, Country | Summary Of Model LYs and QALYs Costs ICER
Year (intervention, comparator) (intervention, comparator) (per LY or QALY Gained)
Ruxolitinib
Vandewalle et al, Portugal Cost-effectiveness analysis, discrete Ruxolitinib versus BAT Ruxolitinib versus BAT Ruxolitinib versus BAT
2016(92) event simulation model o LY gain: 2.43 Incremental cost: €97,052 ICER: €40,000/LY
Study objective: To assess the long- e QALY gain: NR
term survival benefits and disease
management costs with ruxolitinib
versus BAT
Horizon: lifetime
Discount rate: 5%
Currencylyear (perspective):
€/ NR (healthcare system)
Smith et al, us Cost-utility analysis, Markov model Ruxolitinib versus BAT Ruxolitinib versus BAT Ruxolitinib versus BAT
2022(93) Study objective: To assess the cost- e LY gain: NR Incremental cost: $680,848 ICER: $238,474/QALY
effectiveness of ruxolitinib versus BAT | « QALY gain: 2.86
Horizon: lifetime
Discount rate: 3%
Currencyl/year (perspective):
US$/2021 (healthcare system)
Gomez-Casares et | Spain Cost-utility analysis, decision tree and Ruxolitinib versus BAT Ruxolitinib versus BAT Ruxolitinib versus BAT

ICER: €55,616/QALY
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Study Author,
Year

Country

Summary Of Model

LYs and QALYs
(intervention, comparator)

Costs
(intervention, comparator)

ICER
(per LY or QALY Gained)

HO2, NICE,
2016(27)

UK

Cost-utility analysis, discrete event
simulation model

Study objective: To appraise the
clinical and cost-effectiveness of
ruxolitinib versus BAT within its
marketing authorisation for treating MF

Horizon: lifetime
Discount rate: 3.5%

Currencyl/year (perspective): £/2015
(healthcare system)

Ruxolitinib versus BAT

e LY gain: 3.81
e QALY gain: 2.51

Ruxolitinib versus BAT

Incremental cost: £112,682

Ruxolitinib versus BAT

ICER: £44,831/QALY

HO3, CADTH,
2013(96)

Canada

Cost-utility analysis

Study objective: To assess the cost-
utiity of ruxolitinib versus BAT

Horizon: lifetime
Discount rate: NR

Currencylyear (perspective):
CAD/2013 (healthcare system)

Ruxolitinib versus BAT

e LY gain: NR
e QALY gain: 0.82

Ruxolitinib versus BAT

Incremental cost: CAD83,246

Ruxolitinib versus BAT

ICER: CAD101,207/QALY

HO5, SMC,
2015(98)

Scotland,
UK

Cost-utility analysis, discrete event
simulation model

Study objective: To assess health
economic evidence using a lifetime
analysis comparing ruxolitinib versus
BAT for the treatment of disease-
related splenomegaly or symptoms in
adult patients with PMF, post-PV MF
or post-ET MF

Horizon: lifetime

Ruxolitinib versus BAT

e LY gain: NR
e QALY gain: 1.99

Ruxolitinib versus BAT

Incremental cost: £98,982

Ruxolitinib versus BAT

ICER: £49,774/QALY
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Study objective: To assess the cost-
effectiveness of fedratinib among 2
subgroups: patients without prior
exposure to JAK inhibitors (JAKi-naive
patients) and patients previously
exposed to ruxolitinib (ruxolitinib-
experienced patients)

Horizon: lifetime
Discount rate: 1.5%

Currencylyear (perspective):
CAD/2019 (healthcare system)

gain:1.85
¢ Ruxolitinib-experienced
patients QALY gain: 0.7

Fedratinib versus ruxolitinib

¢ JAKI-naive patients QALY
gain: 0.04

incremental cost:
CAD316,043

¢ Ruxolitinib-experienced
patients incremental cost:
CAD44,027

Fedratinib versus ruxolitinib

¢ JAKI-naive patients
incremental cost:
CAD94,080

Study Author, Country | Summary Of Model LYs and QALYs Costs ICER
Year (intervention, comparator) (intervention, comparator) (per LY or QALY Gained)
Discount rate: NR
Currencyl/year (perspective): £/2015
(NR)
Fedratinib
HO01, NICE, UK Cost-utility analysis, discrete event Fedratinib versus BAT Fedratinib versus BAT Fedratinib versus BAT
2021(51) simulation model o LY gain: 0.848 Incremental cost: £8,545 ICER: £13,905/QALY
e QALY gain: 0.615
Study objective: To establish the
comparative efficacy and cost of
fedratinib and BAT
Horizon: lifetime
Discount rate: 3.5%
Currencyl/year (perspective): £/2020
(healthcare system)
HO04, CADTH, Canada | Cost-utility analysis, discrete event Fedratinib versus BAT Fedratinib versus BAT Fedratinib versus BAT
2022(97) simulation model « JAKI-naive patients QALY « JAKI-naive patients « JAKI-naive patients ICER:

CAD2,242,600/QALY

o Ruxolitinib-experienced
patients ICER:
CAD63,636/QALY

Fedratinib versus ruxolitinib

¢ JAKI-naive patients ICER:
CAD2,119,620/QALY

Abbreviations: CAD = Canadian dollar;

CADTH = Canadian Agency for Drugs and Technologies in Health; BAT = best available therapy; ET = essential thrombocytopenia; ICER = incremental cost-
effectiveness ratio; JAK = Janus kinase; JAKi = Janus kinase inhibitor; LY = life year; MF = myelofibrosis; NHS = National Health Service; NICE = National Institute for Health and Care Excellence;

NR = not reported; PMF = primary myelofibrosis; PV = polycythemia vera; QALY = quality-adjusted life year; SLR = systematic literature review; SMC = Scottish Medicines Consortium; US = United
States; UK = United Kingdom
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B.3.2 Economic evaluation of momelotinib in JAKi-naive patients

B.3.2.1 Population

The following cost-comparison evaluation is to support the reimbursement of
momelotinib in JAKi-naive patients int-2/HR myelofibrosis and anaemia. Evidence
from the SIMPLIFY-1 trial is used to support this cost-comparison. The SIMPLIFY-1
trial enrolled patients beyond the scope of the population proposed for appraisal;
namely, patients with int-1 risk disease were included if they had evidence of
splenomegaly, and there was no specific inclusion criterion relating to anaemia.
Nevertheless, the SIMPLIFY-1 trial is considered the most suitable evidence source
to support this evaluation as a randomised, controlled, head-to-head trial assessing

momelotinib against the relevant comparator.

B.3.2.2 Modelling approach

As detailed in Section B.3.1, the SLR of economic evaluations in myelofibrosis did
not identify any studies assessing momelotinib in the UK or elsewhere. As such, a de
novo cost-comparison model was developed for the purposes of this appraisal to
estimate the economic value of momelotinib versus ruxolitinib in patients with

myelofibrosis.

B.3.2.2.1 Time horizon

For the JAKi-naive cost-comparison model, a time horizon of 10 years was
considered. By this time point, any relevant cost differences (e.g. acquisition costs,
iron chelation therapy [ICT] and RBC transfusions) are small enough to be
considered nominal. A discount rate of 3.5% per annum was applied in line with the

NICE reference case.

B.3.2.2.2 Model description

The cost-comparison model was developed in Microsoft Excel. The analysis
considered all relevant costs that may differ substantially between patients receiving
momelotinib and ruxolitinib. As such, the cost-comparison analysis included drug
acquisition costs, blood transfusions, AEs, and concomitant and subsequent

therapies.
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Other costs, such as resource use for disease management, are expected to be

identical among patients receiving momelotinib and those receiving ruxolitinib

throughout treatment. Therefore, these costs were not included in the analysis.

Patients were assumed to enter either the momelotinib or ruxolitinib treatment arm,

and accrue the associated drug costs over time. Patients are assumed to

discontinue initial JAKi monotherapy at a constant rate derived from SIMPLIFY-1 trial

data. Following discontinuation of momelotinib or ruxolitinib monotherapy, patients in

both arms move on to treatment with BAT. The BAT arm is assumed to contain

ruxolitinib as one of its components; the proportional composition of the BAT arm
was based on data from SIMPLIFY-2. Mortality is not explicitly modelled, with OS

assumed to be identical between the momelotinib and ruxolitinib arms. This is

supported by survival outcomes from SIMPLIFY-1, in which OS was comparable

between the momelotinib and ruxolitinib arms. A post-hoc crossover-adjusted OS

analysis from SIMPLIFY-1 provided further support for the comparable survival

benefits of momelotinib and ruxolitinib (Section B.2.7.1.6).

A comparison of features of the cost-comparison model versus cost-effectiveness

models used in prior MF NICE appraisals is shown in Table 46.

Table 46. Features of the cost-comparison analysis vs cost-effectiveness models in
rior NICE appraisals

Previous appraisals

Current appraisal

Factor TA386(27) TA756(51) Chosen values Justification
Cycle Length Weekly cycle length | Weekly cycle 28-days and Aligned with treatment cycle
length annually lengths for momelotinib and
ruxolitinib
Perspective NHS/PSS NHS/PSS NHS/PSS NICE reference case
Time horizon 35 years 35 years 10 years Given assumption of clinical
equivalence for the cost-
comparison model, 10 years
expected to be sufficiently
long to capture momelotinib
and ruxolitinib time on
treatment, after which no
differences are expected
between treatment arms.
Discounting 3.5% 3.5% 3.5% NICE reference case
Population Int-2/HR MF Int-2/HR MF who Adult patients with The SIMPLIFY-1 head-to-
have received MF who are JAKi- head trial enrolled MF
ruxolitinib (and naive and are patients with int-1 and non-
ruxolitinib is no candidates for JAKi | anaemic patients. However,
longer suitable) therapy. costs of momelotinib and

ruxolitinib treatment are not
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Previous appraisals Current appraisal

Factor TA386(27) TA756(51) Chosen values Justification

expected to differ between
population subgroups
relating to disease risk or
concomitant anaemia

Model type DES DES Cost-comparison Results of SIMPLIFY-1 trial
model indicating non-inferiority
between momelotinib and
ruxolitinib.

NICE early scientific advice.
Clinical and health economic

expert feedback.
Source of BNF, NHS TA386- updated BNF, eMIT, NHS NICE reference case and
costs reference costs, using 2019, NHS reference costs, suitable publications
PSSRU and reference cost, PSSRU, published identified from literature
published literature MIMS and eMIT. literature (including reviews or prior NICE
prior NICE appraisals

appraisals)

Abbreviations: BNF = British National Formulary; DES = discrete event simulation; eMIT = drugs and pharmaceutical electronic
market information tool; HR = high-risk; int = intermediate; JAKi = Janus kinase inhibitor; MF = myelofibrosis; MIMS = Monthly
Index of Medical Specialties; NHS = National Health Services; NICE = National Institute for Health and Care Excellence; PSS =
Personal Social Services; PSSRU = Personal Social Services Research Unit

B.3.2.2.2.1 Momelotinib/ruxolitinib discontinuation

Time to discontinuation or death (TTDD) is derived from the SIMPLIFY-1 trial and
informs the movement of patients from momelotinib or ruxolitinib monotherapy to
BAT. TTDD data for momelotinib are mature, with data available up to 4.6 years;
however, ruxolitinib TTDD was only captured during the RT period of the trial, prior to
momelotinib crossover in the ET phase. The 24 weeks of comparative data available
show a slightly higher discontinuation rate in the momelotinib arm ([ GczG)
compared to the ruxolitinib arm (| | | ). 62) However, most
discontinuations were due to grade 1-3 AEs, which could be managed with a dose
de-escalation schema which disproportionately favoured ruxolitinib. Ruxolitinib could
be titrated to lower subtherapeutic doses, as evidenced by [} of patients receiving a
dose <10mg twice daily and |JJlij receiving less than the recommended 20mg twice
daily at Week 24. This compares to - of patients treated with momelotinib
being maintained on the recommended 200 mg daily. Additionally, within SIMPLIFY-
1 the protocol allowed for ruxolitinib dosing to be adjusted on up to 5 occasions

before mandatory unblinding, compared to only 3 occasions with momelotinib.

In real-world use, without the influence of trial protocols on discontinuation, it is

expected that discontinuation would be more comparable for momelotinib and
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ruxolitinib monotherapy. For the modelling of costs within the cost-comparison
model, TTDD is assumed equal for momelotinib and ruxolitinib monotherapies, with
a constant discontinuation rate of approximately 5.9% per month (~48-week median
TTDD). Clinical experts have advised that when ruxolitinib monotherapy begins to
fail, patients move on to BAT, which is comprised primarily of dose-adjusted
ruxolitinib in combination with other treatments and supportive therapies, as well as
non-ruxolitinib supportive measures. Following momelotinib discontinuation, it is
unclear whether post-momelotinib BAT would contain ruxolitinib, given the lack of
evidence supporting sequential ruxolitinib treatment following momelotinib, and
potential NHS access barriers. In the cost-comparison model, it is, therefore,
conservatively assumed that all patients discontinuing first line momelotinib receive
subsequent treatment with ruxolitinib-containing BAT (an assumption tested in

scenario analyses).
B.3.2.3 Intervention and comparator acquisition costs

B.3.2.3.1 Momelotinib
The list price of momelotinib is £5,650 per 30 tablet pack for 200mg, 150mg and

100mg doses. Drug acquisition costs for momelotinib are captured over the model
time horizon. Wastage was assumed to not occur for momelotinib as tablets are
administered orally and doses are assumed to align with tablet strengths described
above. In addition, as patients are expected to receive either 100mg, 150mg or
200mg doses of momelotinib, and the price per tablet is set to be equal across pack
types, the average acquisition cost per 28-day cycle is £5,273.33 per patient. This

corresponds to an annual cost of £68,788.75 per patient.

Pending approval of a PAS simple discount of |l to the list price for all
strengths, the acquisition cost of momelotinib to the NHS would be |l per 30-
tablet pack, or |l per cycle. This corresponds to an annual cost of

I o< patient.

Acquisition costs for momelotinib at list price and net price are outlined in Table 47

and Table 48, respectively.
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Table 47. Drug acquisition cost and dosing information for momelotinib [List price]

Unit size Dosing Quantity per pack Cost per pack Treatment cost per Cost per

per tablet regimen 28-days year

(mg)

100 Once daily 30 £5,650.00 £5,273.33 £68,788.75

150 Once daily 30 £5,650.00 £5,273.33 £68,788.75

200 Once daily 30 £5,650.00 £5,273.33 £68,788.75
Table 48. Drug acquisition cost and dosing information for momelotinib [PAS price]

Unit size Dosing Quantity per pack Cost per pack Treatment cost per Cost per

per tablet regimen 28-days year

(mg)

100 Once daily 30 [ [ ] [

150 Once daiy 30 | | [

200 Once daily 30 [ ] [ ] [
B.3.2.3.2 Ruxolitinib

Drug costs for ruxolitinib are sourced from the BNF. The cost per pack for each

strength is outlined in Table 49. Flat pricing is in place for all strengths except 5mg,

which is half the cost of the 10mg, 15mg and 20mg strength packs.

Table 49. Drug acquisition cost and dosing information for ruxolitinib
Unit size per Dosing regimen Quantity per pack Cost per pack Treatment cost per
tablet (mg) 28-days
5 Twice daily 56 £1,428.00 £1,428.00
10 Twice daily 56 £2,856.00 £2,856.00
15 Twice daily 56 £2,856.00 £2,856.00
20 Twice daily 56 £2,856.00 £2,856.00

Drug acquisition costs for ruxolitinib are captured and included in the CCM over the

10-year model time horizon, based on the twice daily recommended dosing regimen.

To derive the average treatment cost for ruxolitinib-treated patients, the ratio of 5mg

usage to 10mg, 15mg and 20mg usage is required to account for the differing

treatment costs. Frequent ruxolitinib dose adjustments typically occur following

treatment initiation, as observed in SIMPLIFY-1 (See Figure 34 for ruxolitinib and

momelotinib weekly dose intensity over the trial period). Therefore, following visual

inspection of Figure 34, it is assumed that dose adjustments are made in the initial

12 weeks of therapy, after which the ratio of 5mg dosing to other strengths remains

fixed. Dose shares for each strength of ruxolitinib up to, and following, Week 12 are

presented in Table 50. As a conservative assumption, no wastage is assumed for

ruxolitinib despite dose titration being more frequent for ruxolitinib than momelotinib,
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inevitably resulting in some loss of tablets. The acquisition cost per 28-days for

ruxolitinib at each dose, as well as dose distribution before and after 12 weeks, is

shown in Table 51. The weighted average acquisition cost per 28-day treatment

cycle for ruxolitinib was £2,591.53 for the first 12 weeks of the CCM and £2,573.83

per 28-day treatment cycle thereafter. This results in an annual ruxolitinib treatment

cost of £33,628 per patient in year 1 and £33,575 per patient in subsequent years.

Table 50. Dosing regimens of ruxolitinib and associated costs per patient and cycle

Dose Cost per Dose Dose Dose Average Average Annual Annual
unit share share share cost per cost per cost cost
overall (weeks 0 (after 28 days 28-days (year 1) (year 2+)
to 12) Week 12) | (weeks 0 (after
to 12) Week 12)

0 £0 1% 1.10% 0.30%
SmgBD | g£1428 20% 17.28% | 21.74%
10 mg BD 15% .709 .209

g £2,856 > 13.70% 16.20% £2,592 £2,574 £33,628 £33,575
15mgBD | £2 3856 21% 19.20% | 22.70%
20mgBD | £2 856 42% 48.00% | 36.00%
25mgBD | g4 084 2% 0.80% 2.90%

Abbreviations: BD = twice daily
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Table 51. Acquisition costs of the intervention and comparator technologies

Momelotinib [List price] Momelotinib [PAS price] Ruxolitinib
Pharmaceutical formulation Tablet Tablet Tablet
(Anticipated) care setting Secondary care. Treatment Secondary care. Treatment Secondary care. Treatment
administered at home. administered at home. administered at home.
Acquisition cost (excluding VAT) * £5,650 [ ] £2,856 (10mg, 15mg and 20mg
packs)
£1,428 (5mg pack)
Method of administration Oral Oral Oral
Doses 30 30 28
Dosing frequency Once daily Once daily Twice daily
Dose adjustments Yes, in response to AEs Yes, in response to AEs Yes, required dependant on blood

platelet concentration and in
response to AEs

Average length of a course of treatment N/A: Chronic therapy N/A: Chronic therapy N/A: Chronic therapy

Average cost of a course of treatment (acquisition £68,788.75 annually _ annually £33,628 annually (year 1)

costs only) £33,575 annually (year 2+)

(Anticipated) average interval between courses of N/A: Re-treatment not expected N/A: Re-treatment not expected N/A: Re-treatment not expected

treatment following discontinuation or death following discontinuation or following discontinuation or death
death

(Anticipated) number of repeat courses of treatment N/A: Re-treatment not expected N/A: Re-treatment not expected N/A: Re-treatment not expected

following discontinuation or death following discontinuation or following discontinuation or death

death

Abbreviations: AE = adverse event; N/A = not applicable; PAS = patient access scheme; VAT = value added tax
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B.3.24 Disease management costs

Costs associated with blood transfusions, including supportive ICT, and adverse
effects of treatments are applied to patients receiving both ruxolitinib and

momelotinib, as well as patients who discontinue and are managed with BAT.
Red blood cell transfusions

A cost per RBC transfusion unit of £371.70 from NICE TA756 (2019 costs), originally
inflated from £235 based on Varney and Guest, was inflated to 2022 costs using
PSSRU NHSCII inflation data to generate a cost per RBC transfusion unit of
£399.77.(51) In the original study, the cost per RBC transfusion unit was estimated
by dividing the NHS hospital resource use attributable to blood transfusions, plus the
total costs incurred by the blood transfusion services, by the estimated number of
transfusions. Hospital resource use encompasses costs related to hospital stays,
managing blood transfusion-related complications, and staff attendance at blood
transfusion committee meetings. Blood transfusion services encompass collecting,

testing, processing and issuing blood products.(99)

In SIMPLIFY-1 the mean rate of RBC transfusions was lower in the momelotinib arm
(0.5 units/month) compared to the ruxolitinib arm (1 unit/month). When adjusted for
strata, the mean rate of RBC transfusion units was - lower in the momelotinib arm
compared to the ruxolitinib arm (rate ratio: -; p<0.001). This corresponds to an
adjusted mean transfusion rate of ] units per month for momelotinib patients
compared to ] units per month for ruxolitinib-treated patients. The RBC
transfusion rate associated with BAT, derived from the BAT arm of SIMPLIFY-2, is
- units per month. In line with expectations, the BAT RBC transfusion rate is
higher than momelotinib but lower than ruxolitinib monotherapy, reflecting the
expected reduced transfusion burden following transition to non-ruxolitinib therapies
or add-on of anaemia treatments. These rates of transfusion are outlined in Table
52. A comparison of unadjusted transfusion rates for a patient population with Hb
<12 g/dL, at baseline shows a similar trend in transfusion rates to the ITT population.

The impact of applying these unadjusted rates are explored in a scenario analysis.
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The rate of transfusion for patients discontinuing initial momelotinib or ruxolitinib

therapy and receiving maintenance BAT is also reported.

Table 52. Rates of RBC transfusions by treatment
SIMPLIFY 1 ITT SIMPLIFY 1, Hb <12 g/dL | SIMPLIFY-2

Momelotinib | Ruxolitinib | Momelotinib | Ruxolitinib BAT
RBC transfusion rate in RT phase
N |

Mean (SD)unitsper | NN | TN TN BN

month

RBC transfusion rate in RT phase, adjusted for strata

|
L0

Mean (95% ClI)

Rate ratio (95% CI)

p-value

Abbreviations:BAT = best available therapy; Cl = confidence interval; Hb = haemoglobin; ITT = intent-to-treat; N/A = not
applicable; RBC = red blood cell; RT = randomised treatment; SD = standard deviation

The RBC transfusion rates reported above were applied to the cost per unit of blood
to estimate the annual cost of RBC transfusion for each intervention and BAT (Table
53).

Table 53. Annual cost of RBC transfusion by treatment

RBC transfusion rate Annual cost of RBC
(units/month) transfusions
Momelotinib - -
Ruxolitinib [ | [
BAT [ ] [ ]

Abbreviations: BAT = best available therapy; RBC = red blood cell

Iron chelation therapy

Experts advised that patients requiring regular RBC transfusions would be indicated
for ICT to mitigate complications resulting from iron overload with repeated
transfusions. Clinicians advised that deferasirox is the most used ICT for patients
with MF. Deferasirox is dosed per kg and taken daily. The cost of treating a patient
with defersirox is £653 per 28-days at a dose of 21 mg/kg/day (Table 54), based on
the mean baseline weight of the SIMPLIFY-1 trial population (72.5kg).

Table 54. Cost of ICT

Treatment Cost per pack Cost per mg Dose Cost per person
per 28 days

Deferasirox £165.45 £0.02 21mg/kg/day £653.07

360mg

Abbreviations: ICT = iron chelation therapy
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There is limited guidance on the use of ICT in patients with MF requiring RBC
transfusions. Use is expected to become more widespread in TR MF; following a UK
advisory board (2023), clinicians noted that guidance on ICT use is expected in
upcoming UK MF treatment guidelines.(32) Use of ICT was not well captured in
SIMPLIFY-1 concomitant therapies given the relatively short-duration of the
randomised treatment phase of the trial. Therefore, it is assumed that patients
having a high transfusion burden after 24 weeks of JAKi treatment would be
considered for ICT. At the end of the randomised treatment phase of SIMPLIFY-1,
- of the momelotinib arm and - of the ruxolitinib arm were categorised as
transfusion dependant having received 24 RBC transfusion units in the previous 8
weeks. According to clinicians, approximately 37% of patients with a high transfusion
burden would be treated with ICT.(32) The proportion of patients receiving ICT with
BAT is assumed equal to those receiving ruxolitinib. The mean cost of ICT per year
is [, Il and Il for momelotinib, ruxolitinib and BAT-treated patients,
respectively (Table 55).

Table 55. ICT treatment cost per person and per treatment group

Cost of Proportion with Proportion with | Estimated ICT | Average annual

ICT per high transfusion high use per ICT cost

28-days burden transfusion treatment

(SIMPLIFY-1)* burden group
receiving ICT

Momelotinib £653.07 || 37% [ [ ]
Ruxolitinib/ | ] || ||
BAT**

*Defined as the proportion at the end of the 24-week randomised treatment phase of SIMPLIFY-1 requiring 24 units of RBCs in
the prior 8 weeks. **BAT ICT usage assumed equal to ruxolitinib.
Abbreviations: BAT = best available therapy; ICT = iron chelation therapy

B.3.2.5 Adverse event costs

AEs considered in the economic analyses are grade 3/4 AEs with incidence 25% in
any treatment arm of SIMPLIFY-1 or SIMPLIFY-2 (Table 56). In the SIMPLIFY-1
trial, anaemia, thrombocytopenia, asthenia, and neutropenia were the most common
grade 3/4 AEs. Unit costs for thrombocytopenia, asthenia and neutropenia are based
on hospitalisation-related NHS reference cost codes. As anaemia is likely to be
managed primarily through RBC transfusions, management of grade 3/4 anaemia is
assumed to require a single outpatient visit at a haematology service. Derivation of

AE costs for each event is described further in Section B.3.3.6.4.
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While abdominal pain is a grade 3/4 AE reported in >5% in BAT patients in
SIMPLIFY-2, it is assumed that no additional cost is associated with the
management of abdominal pain. Abdominal pain can be a symptom of MF resulting
from splenomegaly and is, therefore, assumed to be captured within disease

management costs.

Table 56. Incidence of grade 3/4 AEs in any treatment arm of SIMPLIFY-1/-2

Adverse event Adverse event rate

Momelotinib Ruxolitinib BAT
Anaemia -
Thrombocytopenia - - -
Asthenia - - -
Neutropenia - - -
Abdominal pain - - -

Abbreviations: AE = adverse event; BAT = best available therapy

The corresponding annual rate and associated costs of these AEs, as applied in the
CCM, are illustrated in Table 57.

Table 57. Annual rate and associated costs of grade 3/4 AEs

Annual AE rate
AE Momelotinib Ruxolitinib BAT AE Cost
Anaemia | £194.02
Thrombocytopenia £948.22
Asthenia £13.73
Neutropenia £1,303.42
Abdominal pain [ ] [ [ ] £0

Abbreviations: AE = adverse event; BAT = best available therapy
B.3.2.6 Subsequent treatment costs

As described in Section B.3.2.2.2, both momelotinib- and ruxolitinib-treated patients
receive BAT following discontinuation. For the ruxolitinib arm, discontinuation of
ruxolitinib monotherapy and initiation of BAT, which also contains ruxolitinib, reflects
the fact that ruxolitinib, when administered as a first JAKI, is rarely discontinued
completely in the UK, but rather dose-modified as described in Section B.1.4.3.2.
Following discontinuation of momelotinib, as described in Section B.3.2.2.2, it is
assumed that patients move on to treatment with BAT. Despite the absence of
clinical evidence to support momelotinib to ruxolitinib sequencing, clinicians have
advised that, in practice, they would look to use ruxolitinib in a proportion of initially-
momelotinib-treated patients if available. It was noted that this may be more relevant

to JAKi-naive patients, and would not be considered for all patients, especially
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patients approaching end-of-life. In the base-case scenario, we conservatively
assume that all patients discontinuing momelotinib move onto BAT, which includes
ruxolitinib. The composition of BAT, with and without ruxolitinib, and the associated
costs, are outlined in Table 102 in Section B.3.3.6.5. BAT without ruxolitinib is
derived by reallocating the 88.5% use of ruxolitinib across all other BAT therapies,

based on their relative proportional use within BAT from SIMPLIFY-2.

B.3.2.7 Uncertainties in the inputs and assumptions

To avoid unnecessary complexity, only the costs which were expected to differ
between momelotinib and ruxolitinib patients were consider in the analysis. As such,
the only costs included as part of the cost-comparison economic evaluation include
momelotinib and ruxolitinib acquisition costs, RBC transfusion costs, ICT costs, AE
costs and the cost of subsequent therapies. Other aspects of the natural progression
of MF which are omitted from the evaluation due to assumed equivalence between
arms include costs associated with mortality and end-of-life care, and costs

associated with leukemic transformation of MF.

Uncertainties associated with the model inputs were explored through sensitivity
analyses outlined in B.3.2.9; however, the key assumptions made in the model base-

case are as follows:

e Patients are assumed to enter either the momelotinib or ruxolitinib treatment
arm, and accrue costs associated with either treatment. Patients discontinue
initial JAKi treatment at a constant rate derived from SIMPLIFY-1 data.
Following discontinuation of momelotinib or ruxolitinib monotherapy, patients
in both arms move on to BAT. For modelling of costs within the CCM,
discontinuation is assumed equal for momelotinib and ruxolitinib
monotherapies. Additionally, ruxolitinib is assumed to be a component of BAT
for both arms.

e OS is assumed to be identical between the momelotinib and ruxolitinib arms.
This is supported by exploratory survival outcomes from SIMPLIFY-1.
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e The percentage of patients needing ICT was not well captured in SIMPLIFY-1,
therefore it is assumed that patients with a high transfusion burden after 24
weeks of JAKI treatment would be considered for ICT. The proportion of
patients requiring 24 RBC transfusion units in the prior 8 weeks was used to
inform the cost of ICT, with 37% of this group assumed to require ICT based
on clinical expert feedback.(32) Exclusion of ICT costs was therefore explored

in scenario analysis to test the impact of ICT costs on the results.

e The cost of ICT was derived through the recommended guidance for
deferasirox. A dosing of 21mg/kg/day was utilised as the midpoint of the
recommended dose range of 14-28 mg/kg/day, with the mean weight of
participants in SIMPLIFY-1 being applied to derive the average cost per
patient. The lower bound of this range (14 mg/kg/day) was also tested in

scenario analysis.

e There is potential uncertainty as to whether patients would necessarily receive
ruxolitinib following momelotinib as a first line JAKi therapy, with a current
absence of evidence to support momelotinib to ruxolitinib treatment
sequencing. It was conservatively assumed that 88.5% of patients would
receive ruxolitinib following discontinuation of momelotinib as per the
distribution of therapies within the BAT comparator arm of SIMPLIFY-2, with
removal of ruxolitinib (and redistribution to other BAT therapies) explored in

scenario analysis.

B.3.2.8 Base-case results

The base-case cost-comparison results based on momelotinib list price and the
proposed momelotinib PAS price over 10 years are presented in Table 58 and Table

59, respectively.

For the list price analysis, momelotinib increased total costs by ||l per patient
over 10 years compared to ruxolitinib.

Following application of the proposed PAS price discount, drug acquisition costs are

I (ower per patient in the momelotinib arm compared to the ruxolitinib arm.
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Aside from acquisition cost, momelotinib reduced ICT, RBC transfusion and AE
costs by |, I and Il per patient compared to ruxolitinib. However, we are
aware ruxolitinib also has a confidential PAS in place therefore the true difference in
acquisition costs is unknown. The resulting total incremental costs per patient were

I (ovver over 10 years for momelotinib compared to ruxolitinib.

Overall, the cost-comparison analysis indicates that momelotinib is cost saving

against ruxolitinib in the JAKi-naive population.
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Table 58. Base-case cost-comparison results [List price]

Technology Drug acquisition Subsequent ICT cost RBC transfusion AE costs Total costs Incremental
cost medicine cost cost costs
Momelotinib Il | ] N I I N
Ruxolitinib £42,175 £219,056 £5,157 £57,507 £2,126 £326,021 -
Abbreviations: AE = adverse event; ICT = iron chelation therapy; RBC = red blood cell
Table 59. Base-case cost-comparison results [PAS price]
Technology Drug acquisition Subsequent ICT cost RBC transfusion AE costs Total costs Incremental
cost medicine cost cost costs
Momelotinib B || ] | ] HE |
Ruxolitinib £42,175 £219,056 £5,157 £57,507 £2,126 £326,021 -

Abbreviations: AE = adverse event; ICT = iron chelation therapy; PAS = patient access scheme; RBC = red blood cell
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B.3.2.9 Sensitivity and scenario analysis

B.3.2.9.1 Deterministic and probabilistic sensitivity analysis

Deterministic and probabilistic sensitivity analyses were not deemed appropriate to
conduct due to the simplicity of the cost-comparison model. Extensive scenario
analyses were conducted to explore uncertainty in the model results (see following

section).

B.3.2.9.2 Scenario analysis

Several scenario analyses investigating the cost-comparison key model inputs and
assumptions were conducted. The results of the scenario analyses are presented in
Table 60 (momelotinib list price) and Table 61 (momelotinib PAS price), with the

following scenarios explored:

e Three-year time horizon with no discontinuation applied
e Alternative RBC transfusion cost per unit source (Agrawal 2006)

e Removal of ICT costs and lower ICT dosing for deferasirox of 14

mg/kg/day

e Utilising discontinuation data and unadjusted RBC transfusion rates of a
JAKi-naive population with Hb<12 g/dL

¢ Ruxolitinib treatment discontinuation informed by constant extrapolation of
observed discontinuation from the 24 Week SIMPLIFY-1 trial period

e Application of the 95% CI upper bound of the adjusted RBC transfusion
rate ratio from SIMPLIFY-1 (Il

e Exclusion of ruxolitinib from BAT subsequent treatment for momelotinib

As shown in Table 61, incremental costs increased for the momelotinib list price
analyses when using a shorter three-year time horizon and no treatment
discontinuation from ||l to . This reflects a scenario exploring the cost
differences between patients on treatment over the 3 years. Incremental costs were
also slightly increased when removing ICT costs (l]) and lowering the dose of
ICT (). with reducing the impact of ICT costs favouring ruxolitinib given the
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higher proportion of ruxolitinib patients with a high transfusion burden in SIMPLIFY-1
(and therefore higher ICT costs). Use of the 95% CI upper bound of the adjusted rate
ratio from SIMPLIFY-1 also slightly increased incremental total costs ().
Conversely, excluding ruxolitinib from BAT subsequent treatment costs for the
momelotinib arm (and redistributing among other BAT therapy options from
SIMPLIFY-2) had a substantial impact on the results, leading to a large cost saving
for momelotinib compared to ruxolitinib (reduction in total costs of ||l due to
ruxolitinib therapy being the most expensive component of BAT from SIMPLIFY-2.
Otherwise, incremental costs for momelotinib versus ruxolitinib were slightly reduced
compared to the base-case analysis through use of a slightly higher RBC transfusion
unit cost from Agrawal 2006 (from | to ). app!ying Hb <12 g/dL
population data for treatment discontinuation and RBC transfusion rates (| ).
or when utilising a less conservative constant discontinuation probability for
ruxolitinib derived from available SIMPLIFY-1 trial data (| ).

As highlighted in Table 61, the scenario analyses showed that momelotinib remained
cost saving compared to ruxolitinib across all scenarios when applying the list price
for ruxolitinib and PAS price discount for momelotinib. Incremental cost savings
increased substantially when excluding ruxolitinib from the BAT subsequent
treatment composition for momelotinib (from || to ). Sizeable
increases in cost savings were also observed when applying a three-year time
horizon without applying treatment discontinuation data for either treatment arm
(HH) and when assuming ruxolitinib discontinuation rates based on
extrapolation of available data from SIMPLIFY-1 (Jll}). Similar to the list price
results, other scenarios had a more minor impact on the resulting incremental costs
for momelotinib compared to ruxolitinib, with slight increases in cost savings (to
) /hen applying an alternative source of RBC transfusion unit cost data
(Agrawal 2006), and slight reductions in cost savings when excluding ICT costs
(). 1owering the ICT dose to 14 mg/kg/day (). applying TTD and RBC
transfusion unit data for the Hb <12 g/dL population instead of the ITT population
() and using the 95% Cl upper bound of the RBC transfusion rate ratio for
momelotinib vs ruxolitinib from SIMPLIFY-1 ().
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Table 60. Cost-comparison scenario analysis results: 10-year time horizon [List price]

RBC

Base-case input Scena.rlc? analysis Technology Acquisition Sub§eguent ICT cost transfusion AE costs Total Costs Incremental
description cost medicine cost costs costs
'il;en_-year t_itr:e Three-year time Ruxolitinib £93,888  |£0 £1,744 £20,245 £893 £116,771 -
orizon wi . .
equivalent TTD ~ MOMZonWIthno TTD - Fyor i NN W ] ] ] —
RBC transfusion Ruxolitinib ~ [£42,175  [£219,056 £5,157 £67,161 £2,126 £335,675 A
cost source:
Varney and Guest, Agrawal et al. 2006
2003; TA756 Momelotinib [ I [N L] L L] I L
Inclusion of ICT Ruxolitinib £42,175  |£219,056 £0 £57,507 £2,126 £320,864 -
costs Removal of ICT costs
Momelotinib [ N [N H | L] I L
Ruxolitinib £42,175 £219,056 £3,438 £57,507 £2,126 £324,302 -
ICT dose: 21 mg/kg |ICT dose: 14 mg/kg
Momelotinib [ I [N L] | L] I L
TTD and RBC TTD and unadjusted | ¢, )itinib £39,361  [£221,674 £5,157 £57,423 £2,120 £325735 -
transfusion rates |RBC transfusion rates
from S1ITT from Hb<12 .
population population Momelotinib [ N [N L] L L] I L
Equivalent TTD R litini . .
rates between uxolitinib d/e: | Ryxolitinib £146,610  [£121,845 £5,157 £58,551 £2,354 £334,519 -
- constant extrapolation
momelotinib and of S1 ruxolitinib d/c
ruxolitinib Momelotinib [ N [N L] | L] I L
RBC transfusion RBC transfusion rate | Ruxolitinib £42,175 £219,056 £5,157 £57,507 £2,126 £326,021 -
rate ratio: [ ratio: [l
Momelotinib [ N [N L] L L] I L
Momelotinib Momelotinib
subsequent subsequent treatment | Ruxolitinib £42,175  |£219,056 £5,157 £57,507 £2,126 £326,021 -
treatment costs costs do not include
include ruxolitinib  ruxolitinib Momelotinib [ |1 L] L L] L] L]
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Abbreviations: AE = adverse event; Hb = haemoglobin; ICT = iron chelation therapy; ITT = intent-to-treat; PAS = patient access scheme; RBC = red blood cell; TTD = time to discontinuation
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Table 61. Cost-comparison scenario analysis results: 10-year time horizon [PAS price]

. . L RBC
# Base-case input Scena'nc? analysis Technology Acquisition Sub§e.quent ICT cost [transfusion |AE costs |Total Costs Incremental
description cost medicine cost costs costs
1 Ten-year time horizon [Three-year time Ruxolitinib £93,888 £0 £1,744 £20,245 £893 £116,771 -
with equivalent TTD 'horizon with no TTD
a Momelotinib H L L] L L I
RBC transfusion cost Ruxolitinib £42,175 £219,056 £5,157 £67,161 £2,126 £335,675 -
2 source: Varney and |Agrawal et al. 2006
Guest, 2003; TA756 Momelotinib N L I Il L
Ruxolitinib £42,175 £219,056 £0 £57,507 £2,126 £320,864 -
3 Inclusion of ICT costs |[Removal of ICT costs
Momelotinio [ L L L Il I
Ruxolitinib £42,175 £219,056 £3,438 £57,507 £2,126 £324,302 -
4 ICT dose: 21 mg/kg ICT dose: 14 mg/kg
Momelotinib N L I L] L I
TTD and RBC TTD and unadjusted .
) RBC transfusion rates | Ruxolitinib £39,361 £221,674 £5,157 £57,423 £2,120 £325,735 -
5 transfusion rates from
S1ITT population  [rom Hb <12g/dL
population Momelotinib N L I L] L L
Equivalent TTD rates |Ruxolitinib d/c: Ruxolitinib £146,610 £121,845 £5,157 £58,551 £2,354 £334,519 -
6 between momelotinib |constant extrapolation
and ruxolitinib of $1 ruxolitinib dic [ Momelotinio I I B IS BN I .
- RBC transfusion rate |RBC transfusion rate Ruxolitinib £42,175 £219,056 £5,157 £57,507 £2,126 £326,021 -
ratio: ratio:
Momelotinib N L I L] L L
Momelotinib Momelotinib Ruxolitinib £42,175 £219,056 £5157  |£57,507 £2126  |£326,021 -
8 subsequent treatment |subsequent treatment
costs include costs do not include .
ruxolitinib ruxolitinib Momelotinib N L I L] L ]

Abbreviations: AE = adverse event; Hb = haemoglobin; ICT = iron chelation therapy; ITT = intent-to-treat; PAS = patient access scheme; RBC = red blood cell; TTD = time to discontinuation
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B.3.3 Economic evaluation of momelotinib in JAKi-experienced
patients

No existing economic evaluations of momelotinib (momelotinib) were identified in the
cost-effectiveness SLR (Section B.3.1); therefore, a de novo cost-effectiveness

model was developed.

Three NICE TAs related to myelofibrosis were identified in a pragmatic literature
search: two for ruxolitinib and one for fedratinib (ruxolitinib TA289, ruxolitinib
TA386(27) [an update of ruxolitinib TA289], and fedratinib TA756).(51) Additionally,
two publications by Wade et al. were identified (Wade 2013(100) and 2017(101)).
Wade et al. (2013) reviewed TA289, the original NICE TA for ruxolitinib, and Wade et
al. (2017) reviewed TA386, the updated ruxolitinib TA. Both economic models used
as part of TA386 and TA756 were complex, based on a discrete event simulation
(DES) approach.

The Evidence Review Group (ERG) deemed the DES model structure appropriate
for TA386, but noted that it required many assumptions, which only allowed
uncertainty to be explored on a univariate basis. Conversely, the ERG deemed the
DES model structure in TA756 unnecessarily complicated given the limitations of the
available clinical evidence, and questioned its value when OS was modelled
independently from response and time in previous health state. The NICE
Committee agreed with this and reiterated that a simpler model structure might have
been more robust given the lack of evidence to inform such a complex model. A
summary of TA386 and TA756 is provided in Table 62.

Table 62. Summary of TA386 and TA756

TA386 summary(27, 100, 101) TA756 summary(51)

e A DES model was used to model the progressive | ¢ A DES model was used to model the progressive
nature of MF, which was deemed appropriate, nature of MF, with patients split into two groups
though complex and with many assumptions (responders and non-responders) based on
made response assessment at Week 24, which was

e Ruxolitinib non-responders were assumed to retrospectively applied to Weeks 0-24
move to BAT after 24 weeks. For the first 24 o The ERG and Committee felt that the model
weeks a mortality benefit for non-responders was was unnecessarily complicated given the
assumed with no evidence to back up this immaturity of the data, and suggested a
assumption simpler approach, such as a partitioned

survival model, would have been more
robust
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TA386 summary(27, 100, 101)

TA756 summary(51)

¢ In clinical practice, response to ruxolitinib is seen
relatively quickly; therefore, the stopping rule of
24 weeks may be applied earlier

e Evidence for the use of ruxolitinib in patients with
lower risk disease was not as robust, as the
evidence presented focused on high-risk patients

e Overall, the Committee concluded there was
sufficient evidence to show ruxolitinib increased
OS compared with BAT

Overall, ruxolitinib is recommended as an option for
treating disease-related splenomegaly or symptoms
in adults with PMF, PPV-MF, PET-MF, in those with
int-2/HR disease, and if the Company provides
ruxolitinib with the discount agreed in the PAS.

¢ In the original model, a stopping rule was
applied, with patients moving from fedratinib to
BAT following disease progression

o The Committee did not believe a stopping
rule would apply in practice and suggested
89% of patients should continue on
fedratinib in the model (in line with the
proportion remaining on ruxolitinib in the
BAT arm)

e Overall, the Committee concluded that, although
fedratinib was likely to increase OS compared
with BAT, the OS benefit was highly uncertain
based on the evidence presented

Overall, fedratinib is recommended for use within the

CDF as an option for treating disease-related
symptoms of splenomegaly or symptoms of PMF,
PPV-MF, or PET-MF in adults. It is recommended
only if patients have previously had ruxolitinib and the
conditions in the managed access agreement for
fedratinib are followed.

Abbreviations: BAT = best available therapy; CDF = Cancer Drugs Fund; ERG = Evidence Review Group; HR = high-risk; int =
intermediate; MF = myelofibrosis; OS = overall survival; PMF = primary myelofibrosis; PPV-MF = post-polycythaemia vera
myelofibrosis; PET-MF = post essential thrombocythemia myelofibrosis.

B.3.3.1 Patient population

The cost-effectiveness analysis of momelotinib is restricted to a JAKi-experienced
population with int-2/HR MF and baseline Hb <12 g/dL. The population is restricted
to int-2/HR disease given the absence of JAKi access for int-1 risk patients in
England, resulting in momelotinib use in JAKi-experienced patients inevitably being
limited to int-2/HR. As described in Section B.1, the base-case population excludes
patients with Hb>12 on the basis that they are unlikely to require treatment for their
anaemia. While it is unlikely that all patients with Hb <12 g/dL would be considered
moderately or severely anaemic, clinicians have advised that restriction to a lower
Hb threshold would omit patient groups with clinically relevant treatment-requiring
anaemia. However, subgroup analyses are also presented for an Hb <10 g/dL

population.

Baseline age of 67.4 years and 60.0% proportion of males were applied in the
model. These data were sourced from the ITT population of SIMPLIFY-2, as it
provided a larger sample size and no differences in these parameters were expected

by subgroup.

All analyses referred to in the following cost-effectiveness evaluation relate to
patients with int-2/HR MF, unless the full SIMPLIFY-2 ITT population is specified.
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Accordingly, the int-2/HR with Hb <12 g/dL population is referred to throughout this
section as the base-case Hb<12 g/dL population. Similarly, int-2/HR with Hb <10
g/dL subgroup will be referred to as the Hb <10 g/dL subgroup.

B.3.3.2 Model structure

B.3.3.2.1 Type of model

A cohort-based Markov model was constructed in Microsoft® Excel to estimate costs
and QALYs in patients treated with momelotinib or BAT, over a lifetime horizon.
Health economics experts consulted as part of an advisory board in May 2023

agreed that a Markov model structure was appropriate.(32)

The JAKi-experienced CEM structure allows changes in transfusion status to be
captured, using patient level data to inform transition probability matrices from the
SIMPLIFY-2 trial data.

DES models were used in previous NICE submissions for MF (TA386 and TA756).
However, in TA756, the ERG and Committee described the model as unnecessarily
complex and suggested that a simpler structure would have been more robust given
the lack of evidence to inform a DES model. In the scientific advice received from
NICE on the early momelotinib CEM, health economic experts encouraged
consideration of simpler model structures, noting that they may be more intuitive for
demonstrating momelotinib’s impact on transfusion status. Additionally, the level of
data required for a DES is unlikely to be available for ruxolitinib or BAT due to
treatment crossover at 24 weeks in SIMPLIFY-1 and SIMPLIFY-2. Patient level data
from the COMFORT trials, that were used in TA386, are also not available.

A partitioned survival model (PSM) framework was not deemed appropriate

because:

e The health states will not follow the typical progression modelled in a
PSM, i.e., unidirectional movement from stable disease to progressed

disease.

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 158 of 237



e In SIMPLIFY-1 and SIMPLIFY-2, reversal from TD to Tl was observed.
Additionally, multiple movements between different transfusion status
states are expected. A PSM structure would not allow all possible
transitions between health states to be incorporated (i.e., reversal from TD
to Tl, or multiple movements in both directions between TI/TR/TD states,
which is expected based on the movements between groups seen in the
SIMPLIFY trials).

e InaPSM, endpoints are independent of each other when extrapolated
beyond the trial period; due to independent extrapolation, no link between
endpoints (e.g., no link between mortality and transfusion status) would be
assumed. Based on the results of SIMPLIFY-1, SIMPLIFY-2, and
COMFORT, this assumption would lack clinical plausibility and validity.

e Excluding the NICE appraisals for ruxolitinib (TA356) and fedratinib
(TA756), four of the remaining six published models identified in the
systematic literature review also adopted a similar DES approach to those
used in the NICE appraisals. The remaining two models (Smith et al,
2022(93) and Gomez-Casares et al, 2018(91)), adopted simpler Markov
modelling frameworks with on treatment, off-treatment and dead health
states. However, this model structure does not allow for differentiation of
patients based on transfusion status, which was identified as a key
differentiator in clinical outcomes for momelotinib compared to BAT in
SIMPLIFY-2.

B.3.3.2.2 Time horizon

The base-case time horizon of 33 years was selected based on the average age of
67.4 years in the SIMPLIFY-2 trial population, and was expected to be sufficiently
long to capture costs and health outcomes over the lifetime of the average patient
(with the average cohort age reaching 100 years by the end of the model).

B.3.3.2.3 Model schematic and health states

The CEM model structure is illustrated in Figure 37. A Markov model was used,

including three transfusion status health states (T, TR, TD), and death.
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Health state definitions were aligned with those used in the momelotinib trials,

defined as:

e TI: An absence of RBC transfusions and no haemoglobin level <8 g/dL in

the three prior model cycles (12 weeks),

e TD: At least four units of RBC transfusions, or a haemoglobin level <8

g/dL in the two prior model cycles (8 weeks),
e TR: Not meeting the Tl or TD criteria.

As described in Section B.1.4.1.4 and B.1.4.2.2, approximately one third of patients
are anaemic upon diagnosis, and nearly half of patients become TD one year after
diagnosis.(102) Transfusion status is a valid and meaningful measure of response to
MF treatment; feedback from a UK clinical expert advisory board meeting in
November 2022 noted that “becoming Tl was considered the most clinically relevant
anaemia endpoint in the momelotinib clinical trials, followed by resolution of anaemia
symptoms and no longer requiring supportive measures, like darbepoetin”.(33)
Analysis of momelotinib trial data showed that requirement for transfusions was an
independent predictor of HRQoL. The analysis also indicated that Tl was correlated
with other measures of disease improvement, such as spleen size reduction. These
are further described in Section B.2.7.1.7. At a separate advisory board meeting,
held in May 2023, clinical experts agreed that a lower mortality risk is expected for
JAKi-experienced patients who are Tl versus those who are not Tl, supported by the
DIPSS Plus prognostic scoring tool wherein transfusion status is included as an
independent prognostic indicator.(32) Therefore, in order to appropriately capture the
clinical and economic benefit of Tl, health states were defined by transfusion status.
Defining the health states by transfusion status allows the model to best capture
health outcomes that are meaningful in clinical practice, through maintaining Tl or
improved anaemia management achieved by patients who transition from TR (or TD)
to TI.
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Figure 37. JAKi-experienced: Markov model structure diagram

Abbreviations: JAKi = Janus kinase inhibitor; TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-
requiring.

A cycle length of 4 weeks was chosen as the most appropriate cycle length to
account for: a 12-week rolling assessment, daily dosing of treatments included in the
model, and follow-up period time points in the SIMPLIFY-2 trial of 30 days, 12 W
weeks, and 6 months. For each cycle, patients can either remain in the same
transfusion state, transition to a different transfusion health state or move to the

‘death’ health state, which is an absorbing health state.

AML was a rare AE in SIMPLIFY-1(62) and SIMPLIFY-2(63) (five [1.2%] and three
patients [2.1%], respectively). The inclusion of a health state defined by AML was not
considered necessary due to the low incidence and uncertainty associated with
generating transition probabilities from a low frequency of events. SIMPLIFY-2
results showed that momelotinib had a non-statistically significant treatment effect on
leukaemia-free survival versus BAT. To simplify the modelling approach as
recommended through NICE Scientific Advice, and to reflect the same approach as
in TA756, progression to AML is not explicitly modelled. Patient mortality associated
with AML was expected to be captured within the OS for each health state (defined
by transfusion status) and associated costs are assumed to be captured within end-
of-life costs.

Previous CEM structures in MF have defined health states based on other clinical
endpoints such as SRR and TSS response.(27, 51) Use of such health states have
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facilitated the application of differing utility weights to responders and non-

responders, and have also been used to predict treatment discontinuation based on

assumptions relating to MF disease progression. The model structure presented in

this submission deviates from this approach as the effect of momelotinib on RBC

transfusion requirements and treatment effect on Tl is the main difference between

momelotinib and BAT relevant for decision making. As described in Section B.2.7.2.1

no significant incremental spleen response was observed in patients receiving

momelotinib compared to BAT. In addition, the impact of symptom improvement on

HRQoL is captured in the utility weights assigned to each health state. As

SIMPLIFY-2 TTDD data is mature, assumptions linked to response might not be

appropriate to predict treatment discontinuation given TTDD data immaturity.

B.3.3.2.4

Features of the economic analysis

Features of the economic analysis compared with previous appraisals are presented

in Table 63. The features described are primarily related to the JAKi-experienced

CEM.

Table 63. Features of the cost-effectiveness analysis

Previous appraisals

Current appraisal

Factor

TA386(27)

TA756(51)

Chosen values

Justification

Cycle Length

Weekly cycle length

Weekly cycle
length

4 weeks

Aligned with treatment
cycle lengths for
momelotinib and
ruxolitinib, and 4-week
deemed sufficiently short
to capture SIMPLIFY-2
trial outcomes and
health state transitions
over time

Perspective

NHS/PSS

NHS/PSS

NHS/PPS

NICE reference case

Time horizon

35 years

35 years

Lifetime (33 years)

Lifetime horizon in line
with NICE reference
case

Discounting

3.5%

3.5%

3.5%

NICE reference case

Population

Int-2/HR MF

Int-2/HR MF who
have received
ruxolitinib (and
ruxolitinib is no
longer suitable)

Int-2/HR PMF or
post-PV/-ET MF
with moderate to
severe anaemia,
who have
previously been
treated with a JAKi

Int-1 risk MF patients
cannot currently access
initial JAKi earlier in the
pathway. Therefore, all
JAKi-experienced
patients will have int-
2/HR MF. This a

roach
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Previous appraisals Current appraisal

Factor TA386(27) TA756(51) Chosen values Justification

Model type DES DES Markov model NICE TA756 ERG and
committee feedback.

NICE early scientific
advice.

Clinical and health
economic expert

feedback.
Source of COMFORT-| trial JAKARTA-2 trial SIMPLIFY-2 trial EQ-5D-3L utilities for
utilities (MF-8D) and (MF-8D) (EQ-5D-5L cross- each transfusion status
assumption walked to EQ-5D- health state from
3L) available trial data and

applied in line with NICE
reference case.

Source of BNF, NHS TA386- updated BNF, eMIT, NHS NICE reference case
costs reference costs, using 2019, NHS reference costs, and suitable literature
PSSRU and reference cost, PSSRU, published identified from literature
published literature | MIMS and eMIT. literature (including | reviews or prior NICE
prior NICE appraisals
appraisals)

Abbreviations: BNF = British National Formulary; CEM = cost-effectiveness model; DES = discrete event simulation; eMIT =
drugs and pharmaceutical electronic market information tool; EQ-5D = EuroQol 5-dimensions; ERG = Evidence Review Group;
ET = essential thrombocythemia; HR = high-risk; int = intermediate; JAKi = Janus kinase inhibitor; MF = myelofibrosis; MF-8D =
myelofibrosis 8-dimensions instrument; MIMS = Monthly Index of Medical Specialties; NHS = National Health Services; NICE =
National Institute for Health and Care Excellence; PMF = primary myelofibrosis; PV = polycythemia vera; PSS = Personal
Social Services; PSSRU = Personal Social Services Research Unit

B.3.3.3 Intervention technology and comparators

The intervention is momelotinib at a dose of either 100mg, 150mg or 200mg once

daily, administered orally.

Based on the NICE methods guide, comparators should be established care in
England.(60) Both ruxolitinib and fedratinib are approved and recommended by
NICE for the treatment of myelofibrosis. However, fedratinib is reimbursed by NHS
England via the CDF and is not available via routine commissioning;(51) it is
therefore not included as a comparator in the model. Ruxolitinib is the only approved
JAKi myelofibrosis therapy in England that is reimbursed via routine
commissioning.(27) Ruxolitinib is recommended by NICE as an option for treating
disease-related splenomegaly or symptoms in adults with PMF, post-PV MF or post-
ET MF in patients with int-2/HR disease only.(27)

Apart from fedratinib, there are no treatments recommended by NICE for JAKi-
experienced patients. JAKi-experienced patients may discontinue ruxolitinib if not
optimally managed; however, based on clinical advice supported by BSH
guidelines,(47) ruxolitinib discontinuation does not routinely happen in practice.
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Instead, patients are treated with BAT, which is a mixture of dose-adjusted ruxolitinib
and/or established clinical practice (Section B.2.5.2.1). This was confirmed at a
clinical advisory board in in November 2022,(33) aligning with the advice received by
the submitting company during TA756 and adopted during that appraisal. Therefore,
BAT as described in SIMPLIFY-2 is considered the most relevant comparator for
JAKi-experienced patients.(103) The composition of BAT in SIMPLIFY-2 is
presented in Table 64.(63)

Table 64. Composition of BAT in SIMPLIFY-2(63)

Proportion n

Ruxolitinib 88.5% 46
Hydroxyurea 23.1% 12
Prednisone / prednisolone 11.5% 6
Danazol 5.8% 3
Erythropoiesis-stimulating agent 3.8% 2
No therapy 3.8% 2
Anagrelide 1.9% 1
Aranesp 1.9% 1
Aspirin 1.9% 1
Thalidomide 1.9% 1

Abbreviations: BAT = best available therapy

B.3.3.4 Clinical parameters and variables

B.3.3.4.1 Input sources for clinical efficacy

Efficacy data (transition probabilities, OS, TTD) for the JAKi-experienced base-case
population included in the CEM were derived from SIMPLIFY-2, given the availability

of direct comparative data for both momelotinib and BAT from the trial.

B.3.3.4.2 Transition probabilities

The model health states for the JAKi-experienced population are described in
Section B.3.3.2.3. Efficacy is incorporated in the CEM through the achievement and
maintenance of Tl. Transfusion-related efficacy data for momelotinib and BAT are
derived from SIMPLIFY-2 patient level data. Data were analysed to generate
transition counts and subsequently transition probabilities for the first six cycles (up
to Week 24). Transition probabilities are used only to inform movement between TI,
TR and TD health states. Different definitions were used for the transition probability

derivation compared to those used to derived transfusion status data reported in the
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SIMPLIFY-2 CSR, in order to account for missing data relating to Hb results or

death/withdrawal during the trial period.

Mortality risk, which informs movement to the death state, is modelled separately,
and described in further detail in Section B.3.3.4.3. Patients who died or withdrew
from the trial early are included in the transition counts until the cycle prior to death
or withdrawal. Patients with a missing Hb record in any cycle are assumed to have

an unchanged transfusion status from their previous cycle.

Due to the definition of Tl used in the trials, requiring 12 weeks of data to be
available for assessment, the first transfusion status measurements after baseline
were not available until Week 12 in the trials. In the absence of data between
baseline and Week 12, it was assumed that for cycle 0-1 (Week 0-4) and cycle 1-2
(Week 4-8) patients would experience no change from baseline transfusion status
following treatment initiation. Changes observed in the trial within the first 12 weeks

are applied only in cycle 3 (Week 8-12).

Patient level data for deriving transition probabilities are available only for the first 6
cycles reflecting the 24-week randomised treatment period of SIMPLIFY-2. From
cycle 7 onwards, a modified transition probability matrix from cycle 6 is applied for
the duration of the model to both treatment arms. It assumes the movement of
patients between states during cycle 6 is reflective of subsequent movements, with
an alternative approach (average of cycles 4-6 transition probabilities) explored in
scenario analysis. The application of transition probabilities, and therefore movement
between states, beyond cycle 6 informs the accruement of health state specific costs

and HRQoL, mortality is unaffected given its basis in the Week 24 transfusion status.

As no efficacy data is available beyond Week 24 it is conservatively assumed that
neither momelotinib nor BAT patients experienced improvement in transfusion status
beyond Week 24. While the proportion of patients who are Tl decreased for BAT
patients over the duration of SIMPLIFY-2, it increased for momelotinib patients with
recent data from the MOMENTUM trial indicating momelotinib-treated patients may
experience further improvement beyond Week 24.(64) This assumption was
implemented by modifying the cycle 6 transition probability matrix applied for future

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 165 of 237



cycles to prevent backward movement to ‘better’ health states following Week 24,
i.e., TR or TD patients cannot move to the Tl health state and TD patients cannot
move to the TR health state. Less conservative alternative assumptions (assuming
no movement after 24 weeks, capping backward transition probabilities by equivalent
forward transition probabilities) were then explored in scenario analyses to explore
the impact of allowing some improvement in transfusion status. Pooled momelotinib
and BAT transition counts were also used to derive the matrix for cycles 7+ to
maximise the sample size and to ensure neither treatment arm is disproportionately
advantaged or disadvantaged by the lack of data following Week 24. This also
ensures that health state membership in future model cycles is not biased by
treatment specific results observed specifically for health state transitions between
20 to 24 weeks in SIMPLIFY-2.

The baseline distribution of patients in each health state upon entering the model is
set to be equal in both treatment arms and derived as the pooled baseline
distribution across both treatment arms from SIMPLIFY-2. Pooled baseline health
state distribution data (as well as momelotinib and BAT specific data from
SIMPLIFY-2) are presented in Table 65. The transition probability matrices for
momelotinib and BAT in the base-case Hb <12 g/dL population for the first six cycles
are presented in Table 66 to Table 70. Baseline health state distribution and
transition probabilities applied for the Hb <10 g/dL subgroup analysis are presented
in Appendix N.1.3.

Table 65. Mean baseline health state distribution for base-case population

Pooled momelotinib
Health state and BAT Momelotinib BAT
Tl ] ]
TR ] ]
D ] ]

Abbreviations: BAT = best available therapy; TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-
requiring
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Table 66. Transition probability matrix for baseline to cycle 1 (Week 0-4), and cycle 1

to cycle 2 (Week 4-8)

Momelotinib BAT
From/to health state TI TR TD TI TR TD
TI 100% 0% 0% 100% 0% 0%
TR 0% 100% 0% 0% 100% 0%
TD 0% 0% 100% 0% 0% 100%

Abbreviations: BAT = best available therapy;TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-

requiring

Table 67. Transition probability matrix for cycle 2 to cycle 3 (Week 8-12)

Momelotinib BAT
From/to health state TI TR TD TI TR TD
Tl I ] Il ] H I
TR || || || N || ||
D I I I || H I

Abbreviations: BAT = best available therapy; TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-

requiring

Table 68. Transition probability matrix for cycle 3 to cycle 4 (Week 12-16)

Momelotinib BAT
From/to health state TI TR TD TI TR TD
Tl ] H H I H H
TR || || || || || ||
D || I I || || I

Abbreviations: BAT = best available therapy; TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-

requiring

Table 69. Transition probability matrix for cycle 4 to cycle 5 (Week 16-20)

Momelotinib BAT
From/to health state TI TR TD TI TR TD
Tl I H H ] H |
TR ] I i H H ]
D || || I || H I

Abbreviations: BAT = best available therapy; TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-

requiring

Table 70. Transition probability matrix for cycle 5 to cycle 6 (Week 20-24)

Momelotinib BAT
From/to health state TI TR TD TI TR TD
Tl ] H H I H H
TR I ] I ] H I
D || || I || || I

Abbreviations: BAT = best available therapy; TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-
requiring

Table 71 presents the transition probability matrices for momelotinib and BAT used
to extrapolate transfusion health state membership beyond 24 weeks, derived from
the transition probability matrix in Table 70 but conservatively assuming no
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backwards movement. Pooled data were applied in the base-case analysis, with

treatment specific estimates applied in scenario analyses. Alternative transition

probability extrapolation matrices explored in scenario analyses are presented in

Table 72, Table 73 and Table 74.

Table 71. Extrapolated transition probability matrix for cycle 7+ (Week 24+) (base-case
Hb <12 g/dL population) — base-case probabilities using cycle 6 transition
robabilities and assuming no improvement in transfusion status

Pooled momelotinib + | Momelotinib
BAT (base-case) BAT
From/to health Ti TR D TI TR TD TI TR D
state
Tl Il N I lH f H I 1§
TR H I B §f B B & B =
D H [ N B H I &

Note: extrapolate based on cycle 6 transition probabilities but assuming no movement to better health states
Abbreviations: BAT = best available therapy; Hb = haemoglobin; TD = transfusion-dependent; Tl = transfusion-independent; TR
= transfusion-requiring.

Table 72. Extrapolated transition probability matrix for cycle 7+ (Week 24+) (base-case
Hb <12 g/dL population) — average of cycle 4-6 transition probabilities scenario
analysis

Pooled Momelotinib + BAT
From/to health state TI TR TD
Tl H H H
TR || || ||
D || || |

Note: extrapolate based on average of cycle 4-6 probabilities
Abbreviations: BAT = best available therapy; Hb = haemoglobin; TD = transfusion-dependent; Tl = transfusion-independent; TR
= transfusion-requiring.

Table 73. Extrapolated transition probability matrix for cycle 7+ (Week 24+) (base-case
Hb <12 g/dL population) — no change in transfusion status after Week 24 scenario
analysis

Pooled Momelotinib + BAT
From/to health state TI TR TD
TI 100% 0% 0%
TR 0% 100% 0%
TD 0% 0% 100%

Note: extrapolate assumed no movement to better health states
BAT = best available therapy; Hb = haemoglobin; TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-

requiring.
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Table 74. Extrapolated transition probability matrix for cycle 7+ (Week 24+) (base-case
Hb <12 g/dL population) — cap probability of improvement in transfusion status by
robability of worsening transfusion status scenario analysis

Pooled Momelotinib + BAT
From/to health state TI TR D
Tl || H ||
TR || || ||
D || N |

Note: extrapolate based on cycle 6 transition probabilities but assuming no movement to better health states
Abbreviations: BAT = best available therapy; Hb = haemoglobin; TD = transfusion-dependent; Tl = transfusion-independent; TR
= transfusion-requiring.

B.3.3.4.3 Survival

In SIMPLIFY-2, no significant differences in mortality were observed between
treatment arms in the first 24 weeks. Comparison of survival outcomes between
treatment arms after 24 weeks was confounded due to patients in the BAT arm
crossing over to momelotinib at Week 24. As such, pooled mortality across the
momelotinib and BAT arms is used to estimate mortality risk in the first 24 weeks in
the model, following which mortality is based on transfusion status at 24 weeks.
Figure 25 in Section B.2.7.2.6 demonstrates that transfusion status at 24 weeks in
SIMPLIFY-2 was predictive of survival, which was further validated by clinical
experts who stated that patients who were TD at 24 weeks would have poorer long-
term survival outcomes than those who were TI. This relationship between
requirement for RBC transfusions after 6 months of treatment and OS has similarly
been described in other predictive models in MF external to momelotinib, such as a
recent prognostic (RR6) developed for MF to predict survival after 6 months for
ruxolitinib.(59)

In the CEM, a Tl mortality risk based on Tl survival from Week 24 is then applied to
the Tl state. Similarly, a non-TI mortality risk from Week 24 is applied to both TR and
TD states beyond Week 24. This involves extrapolation of two separate OS curves,
one of which is applied to Tl patients and the other to non-TI (TR and TD). While
clinicians have advised that patients requiring more frequent transfusions may have
poorer survival prognosis, the evidence to support this is not conclusive. Prognostic
models such as the DIPSS+ and RR6 predict poorer survival based on any
requirement for RBC transfusions to manage anaemia in MF. Furthermore,

SIMPLIFY-2 survival outcomes supported a difference in survival stratified by Tl and
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non-T| while the TR sample size trial was too small to determine any meaningful
difference in survival between TR and TD from Week 24. Expert clinical feedback
confirmed that applying the same mortality risk to TD and TR was most appropriate
and reflective of available evidence.(32) The same health state mortality risk is
applied to both BAT and momelotinib arms, with differences in survival between

treatment arms in the model driven by differences in transfusion status at 24 weeks.

Patients who crossed over from BAT to momelotinib were excluded from the survival
analyses to avoid confounding results due to change in transfusion status following
momelotinib initiation. Therefore, the momelotinib only arm is used to estimate Tl

and non-TI OS curves from Week 24.

In line with NICE Decision Support Unit guidelines, the following six parametric
distributions are fitted to the KM data of Tl and non-TI survival using the ‘flexsurv’
package in R: exponential, Weibull, Gompertz, log-logistic, log-normal, generalised
gamma.(104) Curves are fitted to the OS KM curves for each momelotinib Tl and
non-TI cohort for the base-case Hb <12 g/dL population from SIMPLIFY-2. This was
also investigated for other relevant population groups from SIMPLIFY-2 (ITT, Hb <10
g/dL subgroup) as a validation exercise to help select the most appropriate

parametric models according to internal consistency between population groups.

For each set of Tl and non-TI OS curves, the proportional hazards (PH) assumption
was tested via assessment of log-cumulative hazard plots and Schoenfeld residuals
to determine whether Tl and non-Tl OS were appropriate to model using a single
parametric model or using independent parametric fits. In line with NICE DSU
guidance, the PH assumption was deemed inappropriate if the log-cumulative
hazard plots crossed or appeared non-parallel, or if the Schoenfeld residuals plot
produced a p-value <0.05, or showed a fitted residuals line that appeared non-

parallel to the 0 line.

The best fitting distribution was then chosen according to statistical fit (AIC [Akaike
Information Criterion] and BIC [Bayesian Information Criterion]), visual inspection of
the fitted curves against the KM data to ensure the survival distributions closely
predict the observed OS events, and plausibility based on clinical expert feedback.
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Importantly, models were also selected on the basis of internal consistency between
population groups, assuming that the ITT populations survival should be comparable
or greater to the base-case Hb <12 g/dL population, but greater than the Hb <10
g/dL subgroup, given the importance of Hb <10 g/dL as a negative predictor of
survival. Review and discussion of the ITT and Hb <10 g/dL subgroup OS data, and
associated parametric models, is included in Appendix N.1.2. Additionally, internal
consistency was considered between Tl and non-TI extrapolations within population
groups, with patients who are Tl at 24 weeks expected to have improved long-term

survival expectations over those who were non-TI.

Lower AIC and BIC values indicate parametric survival models with better statistical
fit. In order to better categorise parametric models based on statistical fit relative to
the model with the lowest AIC/BIC values, modified Burnham/Anderson(105) and
modified Kass/Raftery(106, 107) rules of thumb were adopted for AIC and BIC,
respectively, similar to those applied in NICE TA612, NICE TA640 and NICE TA883
(Table 75).(108-110)

Table 75. Modified Burnham/Anderson criteria for AIC and modified Kass/Raftery
criteria for BIC

AIC Difference AlC R.e!ati\{e Fit BIC Difference BIC R_e!ati\{e Fit
Classification Classification

Oto4 Good

4t07 Reasonable 0-10 Reasonable

71010 Inferior

>10 Poor >10 Poor

Abbreviations: AIC = Akaike Information Criterion; BIC = Bayesian Information Criterion

All OS curves derived from clinical trial data are capped by age- and sex-matched

general population mortality for England sourced from Office for National Statistics

national life tables, such that the clinical trial risk of mortality per cycle does not fall

below the per cycle risk of mortality adjusted from the general population.(111)

Non-TI OS curves are capped by Tl OS such that the risk of mortality per cycle does

not fall below Tl OS risk of mortality per cycle, with clinical experts at a May 2023

advisory board indicating that it would not be plausible for TR or TD OS to be greater

than Tl OS.(32) All plots below present OS curves prior to capping by general
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population or Tl mortality (for the non-TI curves). Tl and non-TI OS KM curves and

associated number at risk are presented in Figure 38.

Figure 38. Tl and non-TlI OS KM curves from Week 24 and number at risk, SIMPLIFY-2
momelotinib only (base-case Hb <12 g/dL population)

Prior to the fitting of parametric models for the base-case Hb <12 g/dL population,
log-cumulative hazard plot and Schoenfeld residual plots were generated to assess

whether the PH assumption holds (Figure 39 and Figure 40, respectively).
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Figure 39. Log-cumulative hazard plot for pure momelotinib SIMPLIFY-2 OS, Tl and
non-Tl, from Week 24 (base-case Hb <12 g/dL po i

Figure 40. Schoenfeld residuals plot for pure momelotinib SIMPLIFY-2 OS, Tl and non-
TI, from Week 24 (base-case Hb <12 g/dL population
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While the p-value from the Schoenfeld residuals test (>0.05) suggested a PH
assumption may be reasonable, given the log-cumulative hazard plots for Tl and
non-T| cohorts are not clearly parallel and the fitted residuals line on the Schoenfeld
residuals plot is clearly non-parallel to the O line, the PH assumption was assumed to
be unsuitable for the base-case Hb <12 g/dL population, with independent

parametric fits explored.
Survival extrapolation for Tl patients

AIC and BIC statistics are shown in Table 76 for each pure momelotinib arm
parametric model for the base-case Hb <12 g/dL population, for those who are Tl at
Week 24. The log-normal model produced the best statistical fit with the lowest AIC
and BIC.

Table 76. Goodness of fit statistics for the pure momelotinib SIMPLIFY-2 OS
arametric distributions, Tl, from Week 24 (base-case Hb <12 g/dL population)

Curve AlC AIC ranking BIC BIC ranking
Exponential 5 | ] 3
Weibull 3 | 4
Gompertz 6 - 5
Log-logistic 2 I 2
Log-normal 1 [ ] 1
Generalised gamma 4 [ 6

Abbreviations: AIC = Akaike Information Criterion; BIC = Bayesian Information Criterion; Hb = haemoglobin; OS = overall
survival; Tl = transfusion independence

AIC and BIC relative fit classifications for the base-case T| models are shown below
in Table 77. Statistical fit differences were fairly uninformative for differentiating
between parametric models, with all other parametric models within 4 AIC points and

10 BIC points of the log-normal.

Table 77. Relative goodness of fit classifications for the pure momelotinib SIMPLIFY-2

OS parametric distributions, Tl, from Week 24 (base-case Hb <12 g/dL population)

Curve AIC Difference AIC Relative Fit BIC Difference BIC Relative Fit
Classification Classification

Exponential . Good . Reasonable
Weibull Good Reasonable
Gompertz Good Reasonable
Log-logistic Good Reasonable

| Log-normal - -
Generalised gamma Good Reasonable

Abbreviations: AIC = Akaike Information Criterion; BIC = Bayesian Information Criterion; Hb = haemoglobin; OS = overall
survival; Tl = transfusion-independence
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Figure 41 and Table 78 show survival estimates for each distribution over time up to
10 years, with survival estimates ranging between -(Gompertz) to [ Gz
(exponential) at 5 years and |} (Gompertz) to |l (generalised gamma) at 10

years across parametric models.

Figure 41. Kaplan-Meier and parametric distributions for pure momelotinib SIMPLIFY -
2 OS, TI, from Week 24 (base-case Hb<12 g/dL population)

Abbreviations: Hb = haemoglobin; OS = overall survival; Tl = transfusion-independent

Table 78. Landmark survival rates for pure momelotinib SIMPLIFY-2 OS parametric
distributions, Tl, from Week 24 (base-case Hb <12 g/dL population)

Landmark survival rates 1 year 3 years 5 years 10 years
Exponential | | [ ] [ ] [
Weibull | | | |
Gompertz | I I |
Log-logistic [ [ I |
Log-normal | | | |
Generalised gamma - - - -

Abbreviations: Hb = haemoglobin; OS = overall survival; Tl = transfusion-independent

Visual fit assessment was again inconclusive, with most parametric models
appearing to produce reasonable visual fits to the data, albeit with the exponential
model appearing to underpredict the KM curve for most of the first 2-years of follow-
up.
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Furthermore, additional considerations in the selection of the most appropriate curve

for those who were Tl at 24 weeks were:

1.

Internal consistency:

a)

b)

Tl patients are expected to have greater or comparable long-term
survival to non-TI patients. Therefore, Weibull and Gompertz models
are not considered plausible, since they produced 10-year survival
estimates (] and I, respectively) which were lower than all

parametric models for the non-T| parametric extrapolations.

It is assumed that landmark survival of the base-case Hb <12 g/dL
population at 5 and 10 years is expected to be similar or lower than
the ITT group and greater than the corresponding Hb <10 g/dL
population. On this basis, the exponential (i) and generalised
gamma (-) models were also excluded on the basis that they
produced higher long-term survival than all ITT Tl parametric models
Appendix N.1.1).

2. Clinical expectation for Tl survival: At a clinical-HEOR advisory board,

clinicians were shown two blinded parametric survival curves reporting

estimated survival based on transfusion status for the full SIMPLIFY-2

population from Week 24. Parametric model 1 reported 5- and 10-year Tl

survival to be |l and . respectively, while parametric model 2

reported 5- and 10-year survival to be [l and [l respectively.

Clinicians choose parametric model 1 as a reasonable model choice while

the alternative model was not considered likely given that more patients are

expected to be alive 10 years. While this advice related to the ITT population

rather than the base-case Hb <12 g/dL population, survival estimates are

expected to be comparable or slightly lower for this subgroup.

Both the log-logistic and log-normal models produced 10-year survival estimates

which were not contradicted by Tl or non-TI extrapolations for other population

groups, and were also in line with clinical expectations for Tl patient survival. The
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log-normal model was selected based on slightly better statistical fit, in the absence
of other clear criteria to differentiate between parametric models. Log-logistic was

then explored via scenario analysis.

For the Hb <10 g/dL subgroup analysis, the log-logistic model was used to model Tl
OS after 24 weeks. Further details on the model selection process for the Hb <10

g/dL subgroup are presented in Appendix N.1.2 and Appendix N.1.3.
Survival extrapolation for Non-TI patients

The group of non-TI Hb <12 g/dL patients at Week 24 was the same patient group as
the non-TI ITT population. This is since patients who were non-Tl at 24 weeks in
SIMPLIFY-2 belonged to the base-case Hb <12 g/dL population. Therefore, the
following discussion of non-TI survival extrapolations are equally applicable to the
base-case Hb <12 g/dL and the ITT population OS data.

AIC and BIC statistics are shown in Table 79 for each pure momelotinib arm
parametric model for the base-case Hb <12 g/dL population (non-Tl). The

exponential model produced the best statistical fit with the lowest AIC and BIC.

Table 79. Goodness of fit statistics for the pure momelotinib SIMPLIFY-2 OS
arametric distributions, non-Tl, from Week 24 (base-case Hb <12 g/dL population)
Curve AIC AIC ranking BIC BIC ranking |
Exponential
Weibull
Gompertz
Log-logistic

| Log-normal
Generalised gamma

Abbreviations: AIC = Akaike Information Criterion; BIC = Bayesian Information Criterion; Hb = haemoglobin; OS = overall
survival; Tl = transfusion-independent

D(WIN|(R|OI—
D(WIN|(A|OI—~

AIC and BIC relative fit classifications for the base-case Hb <12 g/dL population Tl
models are shown in Table 80. Compared to the exponential model, all models
produced good relative fits based on AIC (<4-point difference) and reasonable
relative statistical fits according to BIC (<10-point difference).
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Table 80. Relative goodness of fit classifications for the pure momelotinib SIMPLIFY-2
OS parametric distributions, non-Tl, from Week 24 (base-case Hb <12 g/dL population)

Curve AIC Difference AIC Relative Fit BIC Difference BIC Relative Fit
Classification Classification

Exponential I - I -
Weibull Good Reasonable
Gompertz Good Reasonable
Log-logistic Good Reasonable
Log-normal - Good - Reasonable
Generalised gamma - Good - Reasonable

Abbreviations: AIC = Akaike Information Criterion; BIC = Bayesian Information Criterion; Hb = haemoglobin; OS = overall
survival; Tl = transfusion-independent

Figure 42 and Table 81 show survival estimates for each distribution over time up to
10 years, with survival estimates ranging between 24.02% (Weibull) and 31.02%
(log-normal) at 5 years, and 4.41% (Weibull) to 15.16% (log-normal) at 10 years,

across parametric models.

Figure 42. Kaplan-Meier and parametric distributions for pure momelotinib SIMPLIFY-
2 08, non-Tl, from Week 24 (base-case Hb <12 g/dL population)

Abbreviations: Hb = haemoglobin; OS = overall survival; Tl = transfusion-independent

Table 81. Landmark survival rates for pure momelotinib SIMPLIFY-2 OS parametric
distributions, non-Tl, from Week 24 (base-case Hb <12 g/dL population)

Landmark survival rates 1 year 3 years 5 years 10 years

Exponential

Weibull

Gompertz

Log-logistic

Log-normal

Generalised gamma

Abbreviations: Hb = haemoglobin; OS = overall survival; Tl = transfusion-independent

In line with the statistical fit results, all parametric models appeared to produce
reasonable visual fits to the KM curve.

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 178 of 237



Clinical experts consulted as part of an advisory board meeting in May 2023 agreed
that patients who are Tl are expected to have greater OS than patients who are TR
or TD (i.e., non-Tl), and that they would expect few patients in the TD health state to
be alive after 10 years.(32) In addition, clinical experts noted that patients who are Tl
would have increased survival expectations compared to TD and TR patients, with
one clinician noting that they may expect more diversion in the survival expectations
between Tl and TR/TD patients.

While not explicit in terms of specific survival expectations at 10 years for Tl and
non-TI groups, this suggested that the exponential and Weibull models produced
more clinically plausible extrapolations for the ITT or base-case Hb <12 g/dL
population non-TI cohorts (assuming similar survival expectations between both
population groups) than other parametric models, with the remaining parametric
models (Gompertz, log-logistic, log-normal, generalised gamma) all producing 10-
year survival estimates ([l to ) similar to or potentially greater than the

most plausible parametric models (log-logistic, log-normal, generalised gamma) for
the ITT TI group (N to I see Appendix N.1.1).

Based on the criteria above, the exponential model was considered the best overall
parametric model fit to base-case Hb <12 g/dL non-T| OS data, with a marginal
improvement over the Weibull model in terms of statistical fit (lower AIC/BIC). The

Weibull model was then explored in scenario analysis.

For the Hb <10 g/dL subgroup analysis, the Weibull model was used to model non-TI
OS after the first 24 weeks. Additional information on the model selection process for

the Hb <10 g/dL subgroup are presented in Appendix N.1.2 and Appendix N.1.3.

B.3.3.4.4 Time to discontinuation or death

TTDD was used to estimate the proportion of patients remaining alive and on
treatment over time in the JAKi-experienced CEM, with those off-treatment
determined by the difference in TTDD compared to overall OS across health states.
TTDD was capped by overall OS to prevent the proportion of patients on treatment
being greater than those remaining alive. Similar to the JAKi-naive CCM, this is

primarily used to determine drug specific costs (i.e., drug acquisition, administration
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and adverse event costs), though also used for a scenario analysis where BAT

specific health state utilities are applied to patients discontinuing momelotinib.

No discontinuation is assumed for the BAT comparator as this is composed of all
subsequent treatments. Therefore, if any individual element of BAT is discontinued, it
will only be replaced with another element of BAT. This aligns with how the
comparator arm was modelled for NICE TA756 and was validated by clinicians at an
advisory board,(32) who confirmed that the average composition of these therapies
is not expected to change significantly over time. As the TTDD curve applied for
momelotinib contained death events, TTDD extrapolations were capped by the sum
of OS across each health state to prevent the proportion on treatment over time

being higher than the proportion alive.

TTDD data for the base-case Hb <12 g/dL population, derived from SIMPLIFY-2,
were analysed and assessed in line with methodology used to analyse OS data
(Section B.3.3.4.3). However, given the availability of complete data, TTDD curves
for momelotinib were primarily selected based on statistical and visual fit. TTDD for
the pure momelotinib arm is presented in Figure 43 for the base-case Hb <12 g/dL

population.
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Figure 43. Pure momelotinib TTDD KM curves from baseline and number at risk,
SIMPLIFY-2 (base-case Hb <12 g/dL population

AIC and BIC statistics are shown in Table 82 for each pure momelotinib arm TTDD

parametric model for the base-case Hb <12 g/dL population. The generalised

gamma model produced the best statistical fit with the lowest AIC and BIC.

Table 82: Goodness of fit statistics for the pure momelotinib SIMPLIFY-2 TTDD
parametric distributions, overall cohort, from baseline (base-case Hb <12 g/dL
opulation)

Curve AIC AIC ranking BIC BIC ranking |
Exponential 3 2
Weibull 4 4
Gompertz 2 3
Log-logistic 6 6
Log-normal 5 5
Generalised gamma 1 1
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AIC and BIC relative fit classifications for the Hb <12 g/dL TTDD models for
momelotinib are shown in Table 83. The exponential, Weibull and Gompertz models
all appeared to be reasonable relative statistical fits compared to the generalised
gamma (4-7 AIC difference, <10 BIC difference). However, the log-logistic and log-
normal models were poor relative statistical fits compared to the generalised gamma
(as well as the exponential, Weibull and Gompertz models) with a >10 difference in
both AIC and BIC.

Table 83. Relative goodness of fit classifications for the pure momelotinib SIMPLIFY-2
TTDD parametric distributions, Tl, from Week 24 (base-case Hb <12 g/dL population)

Curve AIC Difference AIC Relative Fit BIC Difference BIC Relative Fit
Classification Classification
Exponential | Reasonable | Reasonable
Weibull - Reasonable - Reasonable
Gompertz . Reasonable . Reasonable
Log-logistic Poor Poor
Log-normal - Poor - Poor
Generalised gamma | - | -

Abbreviations: AIC = Akaike Information Criterion; BIC = Bayesian Information Criterion; Hb = haemoglobin; Tl = transfusion-
independent; TTD = time to treatment discontinuation or death

Figure 44 shows TTDD estimates for each distribution over time up to 5 years
overlayed with the TTDD KM curve, which reaches close to 0% of patients on

treatment at ~3.5 years.

Figure 44. Pure momelotinib TTDD parametric curves from baseline, SIMPLIFY-2,
base-case Hb <12 g/dL population

Abbreviations: Hb = haemoglobin; KM = Kaplan-Meier; TTDD = time to treatment discontinuation or death
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In terms of visual fit, the log-normal and log-logistic both produced poor visual fits to
the observed data with underpredictions of the KM curve up to ~2.5 years, and
substantial overpredictions of the tail of the KM curve. Exponential and Weibull
models both produced similar extrapolations, with underpredictions of the KM curve
between ~0.5 years and ~3 years, and slightly over-predicting the tail. The
generalised gamma and Gompertz models appeared to produce the best overall
visual fits to the curve, though the generalised gamma underpredicted the beginning
of the KM curve (sharp drop in predicted TTDD from baseline). The models also
slightly overpredicted (generalised gamma) and underpredicted (Gompertz) the
middle section of the KM curve, with the generalised gamma producing a slightly

closer fit to the tail.

Given the availability of complete survival data for the momelotinib KM curve, the
Gompertz model was selected based on statistical and visual fit to the KM curve.
While the generalised gamma model produced the best statistical fit, the model
produced a likely implausible sharp drop in TTDD at the beginning of the curve and
was therefore excluded from consideration. Aside from the Gompertz and
generalised gamma models, the exponential and Weibull models produced the next
best statistical and visual fits, with the exponential model explored in scenario

analysis (given the improved statistical fit and similar visual fit to the Weibull model).

The Gompertz model was also used to model TTDD for momelotinib for the Hb <10
g/dL subgroup analysis. Additional information on the model selection process for

the Hb <10 g/dL subgroup are presented in Appendix N.1.2 and Appendix N.1.3.

B.3.3.4.5 Adverse events
In the SIMPLIFY-1 and SIMPLIFY-2 trials, thrombocytopenia and anaemia were the

most common grade 3/4 AEs. Grade 3/4 AEs with >5% incidence in any treatment
arm of the SIMPLIFY-1 or SIMPLIFY-2 trials are included in the models. These
adverse event estimates were converted to rates per cycle and applied for the

duration of treatment in each model (see Section B.3.3.6.4).
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ITT population data was used to increase the sample sizes available for informing
AE estimates, given the risk of AEs is not expected to vary substantially in the base-

case Hb <12 g/dL population.

Table 84. Incidence of grade 3/4 AEs in any treatment arm in SIMPLIFY-2 applied in
CEM

Adverse event Momelotinib BAT
Anaemia . '
Thrombocytopenia

Asthenia - -
Neutropenia

Abdominal pain

Abbreviations: AE= adverse event; BAT = best available therapy; CEM = cost-effectiveness model

AE disutilities and management costs applied to these AEs are described in
B.3.3.5.4 and Section B.3.3.6.4, respectively.

B.3.3.5 Measurement and valuation of health effects

B.3.3.5.1 Health-related quality of life data from clinical trials
During the SIMPLIFY trials, patients completed EuroQol-5 dimension-5 level (EQ-

5D-5L) questionnaires during clinic visits, based on the availability of country specific
value sets or country specific reimbursement requirements. These responses are
available in raw form, with individual scores for each of the five dimensions, which

were then used to calculate EQ-5D index scores using the ‘eq5d’ package in R.

This process took the five-dimension scores, alongside age and sex, to calculate
EQ-5D-5L index scores before using a crosswalk algorithm by Hernandez-Alava et al
to map the EQ-5D-5L data to EQ-5D-3L responses based with the NICE Decision
Support Unit recommended UK value set.(112-115) Analysis of EQ-5D scores by
treatment arm indicate a small improvement in the momelotinib arm over the 24-
week treatment period, while mean utility scores for the BAT arm show a decreasing

trend as illustrated in Figure 45.
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Figure 45. EQ-5D by treatment arm

Abbreviations: EQ-5D = EuroQol 5-dimensions

Much of the HRQoL benefit attributable to momelotinib is captured by the treatment
effect on becoming of maintaining TI, although some numerical (but not statistically
significant) improvement in HRQoL was also observed for momelotinib over BAT
among those who were Tl or TD (see Section B.3.3.5.6). Becoming or maintaining TI
is associated with improved HRQoL compared to patients who are TD or TR. This is
supported by analysis of EQ-5D scores from the SIMPLIFY-2 trial demonstrating that
being TD or TR was and statistically significant predictor of poorer HRQoL, even
when other response criteria were controlled for. This reflects the symptomatic
burden of anaemia which causes fatigue, palpitations, bone pain and weakness.(40)
Transfusion status-defined health state utility values (HSUVs) are therefore applied
in the model to capture this difference in HRQoL in each health state (Tl, TR, TD),

and to align with the model structure described in Section B.3.3.2.

Further details on how utility values were derived from the SIMPLIFY-2 trial are
presented in Section B.3.3.5.2 and Section B.3.3.5.6.
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B.3.3.5.2 Mapping
As stated in Section B.3.3.5.1, EQ-5D-5L data collected from the SIMPLIFY-2 trial

were mapped onto the UK EQ-5D-3L valuation set using a crosswalk algorithm
published by Hernandez Alava et al.(116) Using these mapped data, EQ-5D-3L
HSUVs were estimated (see Section B.3.3.5.6).

B.3.3.5.3 Health-related quality of life studies
An SLR was conducted to identify HRQoL studies reporting in adult patients with MF.

Details of the methods used to identify and select the relevant studies are described
in Appendix H. A total of 40 unique studies, reported across 84 records, report
HRQoL data. However, only five publications across three trials and one
observational study were identified that report utilities. These are described in
Appendix H.1.4. None reported utility weights stratified by transfusion status and
were therefore not considered for the analysis as they could not be applied to the

health states considered in the economic model (TI/TR/TD).

In addition, utility values for UK economic evaluations of ruxolitinib have been
reported (Table 85).(51) The majority of utilities used in fedratinib UK economic
evaluations are unavailable due to redaction. Like the studies identified in the SLR,
these utility values represent different health states to those utilised for the economic
model for momelotinib, and therefore were excluded from consideration for use in
the CEM.

Table 85. Utility values in prior JAKi appraisals (as reported in the fedratinib NICE
appraisal TA756)(51)

State Assignment Utility value: 95% CI Reference

mean (standard
error)

Ruxolitinib (TA356)

Baseline utility Baseline utility use | 0.732 (0.073, 0.577 — 0.862 Ruxolitinib SMC
for first 4 weeks [assumed 10% of DADG5 (reported in
after patient first mean]) TA756)
receives treatment

Response Change from 0.153 (0.015, 0.124 -0.184 Ruxolitinib SMC
baseline at 4 weeks | [assumed 10% of DADG5 (reported in
if patient receiving mean)) TA756)

JAKIi is classified as
a responder
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State Assignment Utility value: 95% CI Reference

mean (standard
error)

Non-response Change from 0.037 (0.004, 0.030 - 0.045 Ruxolitinib SMC
baseline at 4 weeks | [assumed 10% of DADG65 (reported in
if patient receiving mean]) TA756)

JAKi is classified as
a non-responder

BAT Change from 0 0 Ruxolitinib SMC

baseline DADG65 (reported in
TA756)
No response was
allowed for BAT
patients in model

Worsening utility Utility of patients 0.025 (0.003, 0.020 - 0.030 Ruxolitinib SMC
receiving BAT is [assumed 10% of DADGS5 (reported in
reduced every 24 mean]) TA756)
weeks by this utility
decrement.

AML Decrement applied | 0.257 (0.026, 0.208 — 0.309 TA3867 (reported
to patient utility [assumed 10% of in TA756)
upon transitioning mean])
to AML

Fedratinib (TA756)

Baseline utility NR NR NR -

Response NR NR NR -

Non-response NR NR NR -

Loss of response NR NR NR -

AML Utility value for 0.530 (0.053, 0.426 — 0.633 Pan et al. 2010
patients who [assumed 10% of (reported in TA756)
transition to AML mean])
health state

Palliative care Utility value for 0.530 (0.053, 0.426 — 0.633 Capped at the
patients who [assumed 10% of value of the lowest
transition to end-of- | mean]) utility (AML)
life health state
who do not die

Abbreviations: AML = acute myeloid leukaemia; BAT = best available therapy; ClI = confidence interval; DAD = detailed advice
document; JAK = Janus kinase; JAKi = JAK inhibitor; NICE = National Institute for Health and Care Excellence; NR = not
reported (redacted); SMC = Scottish Medicines Consortium

B.3.3.5.4

Adverse events

Given the use of treatment independent health state utilities, adverse event

disutilities were included in the base-case analysis, with disutilities input values

sourced from the literature and prior NICE MF appraisals (Table 86). Utility

decrements are applied per cycle, proportionate to the rate of each AE for each

treatment arm (see Section B.3.3.6.4).

Table 86. Disutility values due to AEs

AE Disutility Source
Anaemia 0.090 Beusterien et al. 2010
Wehler 2018
Referenced in TA813
Thrombocytopenia 0.050 Assumption, consistent with TA813 and TA426
Asthenia 0.090 Beusterien et al. 2010 (assumed equal to
anaemia)
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AE Disutility Source
Referenced in TA756

Neutropenia 0.050 Assumption, consistent with TA813 and TA426

Abdominal pain 0.110 Tielemans et al. 2013, disutility for
"gastrointestinal symptoms", consistent with
TA756(51)

Abbreviations: AE = adverse event
B.3.3.5.5  Age-adjustment of utilities

In line with NICE guidance, age-adjustment of HSUVs was performed using a
multiplicative approach. For each health state, a utility multiplier was generated by
dividing the original utility value by an age-matched general population utility
estimate, according to the baseline age of the SIMPLIFY-2 trial arms (see Table 87).
General population utility estimates by age and sex were sourced from Hernandez-
Alava et al.(116)

Assuming the same proportional decrement in utility compared to the general
population for each age, each health state utility multiplier was then applied to the
original general population utility curve to generate health state utility curves by age,
which were then applied in the model to account for decreasing utility expected with

increasing age values.

B.3.3.5.6 Health-related quality of life data used in the cost-effectiveness

analysis

For the cost-effectiveness analysis for the JAKi-experienced population, EQ-5D-3L
utilities derived from SIMPLIFY-2 (cross-walked from EQ-5D-5L) were applied.

When the cross-walked EQ-5D-3L utilities were analysed using mixed effects models
(to account for multiple observations being available for each patient), regression
analyses found that health states based around transfusion status, TSS score, and
spleen volume were all predictive of patient HRQoL. However, once accounting for
any individual endpoint, model fit was not improved by the addition of other
endpoints, i.e., once transfusion status was controlled for, TSS or spleen volume did
not further improve the fit. As such, HSUVs were calculated based solely on

transfusion status, in line with the economic model structure.
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For SIMPLIFY-2, the effect of the treatment arm in the trial was unclear, with fewer
than 200 observations available to help inform the utility analyses. Although the
coefficient attached to treatment did not reach statistical significance, the magnitude
of the difference between Tl and TD treatment specific values made it difficult to
conclude that a treatment effect (beyond the impact on transfusion status) is not
present. As such, values are presented below in Table 87 for both treatment
independent utilities, i.e., based only on transfusion status, as well by transfusion
status and treatment arm. Reference ages for each treatment arm are also shown,
which were used to perform age-adjustment of the utility values (see Section
B.3.3.5.5).

To estimate the values including the coefficient for treatment arm, bootstrapping was
performed using LME’s inbuilt ‘bootMer’ function. This allows for the incorporation of
the random effects from the model, as the impact of this is not numerically
calculable. 1000 bootstraps were performed, and the mean and standard errors
calculated across the sample. The resulting values suitable for use in economic

models are given in the table below.

Further details on the utility analyses performed are presented in GSK Myelofibrosis
HRQoL analysis report.(73)

Table 87. EQ-5D-3L health state utilities derived from SIMPLIFY-2 trial
Health state Utility value (SE)

Treatment Momelotinib BAT
independent
67.4

Reference age, years* 66.4 69.4

TI
TR
TD
*Reference age values are used to compare each set of treatment independent and treatment specific HSUVs to age-matched
Abbreviations: general population estimates to perform age-adjustment of utilities.
BAT = best available therapy; EQ-5D-3L = EuroQol 5-dimensions 3-levels; SE = standard error; TD = transfusion-dependent; Tl
= transfusion-independent; TR = transfusion-requiring

Given the uncertainty around the differential utility of momelotinib and BAT in
SIMPLIFY-2, treatment independent health state utilities were explored in the base-
case analysis, with treatment specific utilities explored in scenario analysis. An
additional scenario analysis was also performed using the treatment specific utilities
where BAT treatment specific utilities were applied to patients discontinuing

momelotinib.
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B.3.3.6 Cost and healthcare resource use identification, measurement

and valuation

B.3.3.6.1 Drug acquisition
The list price of momelotinib is £5,650 per 30 tablet pack for 200 mg, 150 mg and

100 mg doses, resulting in an average treatment cost of £5,273.33 per cycle.
Pending approval of a patient access scheme (PAS) simple discount of il to the
list price for all strengths, the acquisition cost for momelotinib to the NHS reduces to
R o< 30 tablet pack, or | per cycle. Acquisition costs for momelotinib

at list price and at net price are outlined in Table 88 and Table 89, respectively.

Table 88. Drug acquisition cost and dosing information for momelotinib [List price]

Unit size per Dosing regimen Quantity per pack Cost per pack Cost per 4-week
tablet (mg) cycle

100 Once daily 30 £5,650.00 £5,273.33
150 Once daily 30 £5,650.00 £5,273.33
200 Once daily 30 £5,650.00 £5,273.33

Table 89. Drug acquisition cost and dosing information for momelotinib [PAS price]

Unit size per Dosing regimen Quantity per pack Cost per pack Cost per 4-week
tablet (mg) cycle

100 Once daily 30 h
150 Once daily 30 _
200 Once daily 30 _

Abbreviations: PAS = patient access scheme

As per the SIMPLIFY-2 protocol, subjects in the BAT treatment arm received
treatment at doses and schedules determined by the investigator in accordance with
standard of care. Therapy was changed at any time during the study except during
the screening period. Regimens for BAT included but were not limited to
chemotherapy (e.g., hydroxyurea), anagrelide, corticosteroid, haematopoietic growth
factor, immunomodulating agent, androgen (danazol), interferon, and may include no
active myelofibrosis treatment.(117) The composition of therapies comprising BAT,
based on the RT phase of SIMPLIFY-2, is presented in Table 90.(63) Summation of
all therapies exceed 100% and some treatments were used in combination with
others.

Table 90. Medications received by BAT group (SIMPLIFY-2)
BAT therapy Therapy usage

Ruxolitinib — 5mg BID 17.3%
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BAT therapy Therapy usage
Ruxolitinib — 10mg BID 35.3%
Ruxolitinib — 15mg BID 20.7%
Ruxaolitinib — 20mg BID 15.1%
Hydroxyurea (hydroxycarbamide) 23.1%
Prednisone/prednisolone 11.5%
ESA (assumed as epoetin alfa) 3.8%
No therapy 3.8%
Anagrelide 1.9%
Aranesp (darbepoetin alfa) 1.9%
Aspirin 1.9%
Thalidomide* 1.9%

*Dalteparin is coadministered with Thalidomide, therefore it is used for the same proportion of patients.
Abbreviations: BAT = best available therapy; BID = twice daily; ESA = erythropoiesis-stimulating agent

The mean or median doses could not be estimated from the SIMPLIFY -2 trial for
BAT treatments, except for ruxolitinib, due to the complexity of treatment regimens
and variability in regimens across subjects. For all treatments except ruxolitinib, the
lowest dose from the Summary of Product Characteristics (SmPC) was assumed.
UK clinical validation was sought during a myelofibrosis health technology
assessment advisory board held by GSK on 31st May 2023 to confirm dosing in
SIMPLIFY-2 was aligned with UK clinical practice.(32) Clinicians felt that the
therapies used in the BAT arm from SIMPLIFY-2 are broadly aligned with UK clinical
practice, but suggested alternative doses for hydroxyurea and ESAs.(32) Therefore,
these doses were amended to align with clinical expert responses. Per the SmPC for
thalidomide, thromboprophylaxis is assumed to be administered concomitantly to the
treatment. This thromboprohylaxis is assumed to be dalteparin at a dose of 5000 1U
once daily, as recommended in The Clatterbridge Cancer Centre NHS Foundation

Trust protocol.(118)

Costing information for this and BAT therapies administered in SIMPLIFY-2 are
outlined in Table 91. All drug acquisition costs were sourced from the BNF or eMiT,
with the exception of danazol which was sourced from available UK pharmacy
pricing data at a cost of £11.21 per 10 capsules.(119-121)

Based on the distribution shown in Table 90 and cost per cycle estimates in Table

91, the weighted average total acquisition cost per cycle for BAT was £2,396.04.
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Table 91. Dosing and acquisition cost for each therapy in the JAKi-experienced BAT arm

BAT therapy Unit size Dose per | Admin per Dosing Cost per Cost per Cost source
admin cycle source unit cycle
(including
wastage®)
Ruxolitinib — 5mg BID 5mg 5mg 56 GSK(63) £25.50 £1,428.00 BNF(122)
Ruxolitinib — 10mg BID 10mg 10mg 56 GSK(63) £51.00 £2,856.00 BNF(122)
Ruxolitinib — 15mg BID 15mg 15mg 56 GSK(63) £51.00 £2,856.00 BNF(122)
Ruxolitinib — 20mg BID 20mg 20mg 56 GSK(63) £51.00 £2,856.00 BNF(122)
Hydroxyurea (hydroxycarbamide) 500mg 1,000mg 28 GSK(32) £0.10 £5.60 eMIT(120)
Prednisone/prednisolone 5mg 15mg 28 EMC(123) £0.01 £0.90 eMIT(120)
Danazol 200 mg 600 mg 28 GSK(32) £1.12 £94.16 United Pharmacies
UK(119)
ESA (assumed as epoetin alfa) 40,000 IU 40,000 IU 4 GSK(32) £265.48 £1,061.92 BNF(124)
No therapy 0 0 0 NA £0.00 £0.00 NA
Anagrelide 0.5mg 1mg 28 EMC(125) £0.26 £14.77 eMIT(120)
Aranesp (darbepoetin alfa) 60mcg 400mcg 4 GSK(32) £88.09 £2,349.07 BNF(126)
Aspirin 75mg 75mg 28 EMC(127) £0.01 £0.26 eMIT(120)
Thalidomide 50mg 200mg 28 EMC(128) £10.29 £1,152.32 eMIT(120)
Dalteparin® 5000 IU 5000 IU 28 Clatterbridge £2.82 £79.04 BNF(130)
Cancer
Centre
protocol and
EMC(118,
129)

*Coadministered with thalidomide
Abbreviations: BAT = best available therapy; BNF = British National Formulary; EMC = Electronic Medicines Compendium; eMIT = electronic market information tool; ESA = erythropoiesis-
stimulating agent; NA = not applicable;
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As momelotinib and all BAT therapies were generally anticipated to be administered
at fixed dosage levels either equivalent to or divisible by the number of mg per unit
for each dose size available, drug wastage was not included in the analysis.
Wastage may be expected in practice for darbepoetin alfa and deferasirox, an ICT,
as they are weight-based therapies, however, wastage is not considered in the base-
case analysis. This is a simplifying assumption and expected to be a conservative
given that these therapies constitute a greater cost burden on the BAT arm than the

momelotinib arm.

B.3.3.6.2 Drug administration

For oral treatments, such as momelotinib and ruxolitinib, no treatment administration

costs are assumed.

In the BAT arm for the JAKi-experienced model, epoetin alfa, darbepoetin alfa, and
dalteparin are administered via subcutaneous (SC) injection using pre-filled syringes.
Patients receiving these treatments are assumed to incur a one-off administration
cost for attending a training session to receive education and support with SC
administration. The training session is assumed to take place in a hospital with a
nurse (Band 6) and last for 20 minutes. It is assumed that patients will be able to
self-administer treatments after attending the training session, so will incur no further
administration costs. The one-off training cost is applied to the proportion of patients

who receive SC injections as part of BAT in the model during cycle one.

Hourly costs for hospital nurse time are sourced from the PSSRU 2021/22.8° To
account for the time that nurses spend on non-patient-related activities, hourly costs
were converted to a ‘cost per hour of patient-related work’, using methods reported
in Ball and Philippou (2014).(131) This approach has previously been accepted by
NICE as an appropriate methodology.(132)

On average, Band 6 hospital nurses spend 41% of time on patient care; when the
ratio of time spent on patient care to other activities is 1:1:44 (0.59 / 0.41 = 1.44),
each hour spent with a patient requires 2.44 paid hours (1/0.41 = 2.44).(133) Hourly

costs per working hour are therefore multiplied by 2.44 for hospital nurses to derive
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the cost per hour of patient-related work. Table 92 shows the administration costs for

SC injection applied in the model.

Table 92. Administration cost for therapies administered through SC injection

Resource Cost per hour (£) Cost per hour of Cost per
patient-related appointment time
work (£) (£)
Training session by a hospital nurse for £53.00 £147.94 £49.31
patients who receive SC (Band 6 [20-minute
appointment])

Abbreviations: SC = subcutaneous

B.3.3.6.3 Monitoring and disease management costs

Resource use and costs associated with blood transfusions and ICT are applied to
patients in both models. A cost per RBC transfusion unit of £371.70 from NICE
TA756 (2019 costs), originally inflated from £235 based on Varney and Guest, was
inflated to 2022 costs using PSSRU NHSCII inflation data to generate a cost per
RBC transfusion unit of £399.77.(134) In the original study, the cost per RBC
transfusion unit was estimated by dividing the NHS hospital resource use attributable
to blood transfusions, plus the total costs incurred by the blood transfusion services,
by the estimated number of transfusions. Hospital resource use encompasses costs
relating to hospital stay, managing blood transfusion-related complications, and staff
attendance at blood transfusion committee meetings. Blood transfusion services
encompass collecting, testing, processing and issuing blood products.(99) Iron
chelation was assumed to be administered as deferasirox at a dose of 21 mg/kg per
day; based on a cost per 360 mg tablet of £5.52 from eMIT(120) and average patient
weight of 76.2 kg in SIMPLIFY-2, a cost per patient per 4-week cycle of £686.40 was

calculated.

In line with the JAKi-naive cost-comparison model, alternative costs of £466.18 per
RBC transfusion unit inflated from Agrawal 2006, exclusion of ICT costs and a lower

dose of 14 mg/kg/day for deferasirox were each explored in scenario analysis.(42)

The number of units transfused per cycle for Tl, TR and TD health states within the
CEM were obtained from post-hoc analysis of patients meeting these health state
definitions at Week 24. RBC transfusion rates were derived by analysing the number

of units transfused in TD patients in the prior 8 weeks, similarly, the number of units
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transfused in the prior 12 weeks was required to derive the transfusion rate of TR
patients. The rates were derived as units per month which were then converted to
numbers of RBC transfusion units per 4-week cycle. RBC transfusion units per 4-
week cycle used in the Hb <10 g/dL subgroup analysis are provided in Appendix
N.1.2.

Table 93. Mean number of RBC transfusion units transfused per patient from Week 0-
24

Health state Mean RBC transfusions in unit Mean number of units per 4-
per month (SD) week cycle

TI 0 0

TR 0.90 (0.39) 0.83

TD 3.00 (2.50) 2.77

Abbreviations: RBC = red blood cell; SD = standard deviation; TD = transfusion-dependent; Tl = transfusion-independent; TR =
transfusion-requiring

A scenario analysis was also performed based on the feedback obtained from a

healthcare resource use (HCRU) questionnaire sent to six consultants as part of a
UK Clinical and HEOR advisory board in May 2023. The average number of RBC
units per transfusion for this scenario was 0.66 per cycle for TR patients and 2.10

per cycle for TD patients.

Additional monitoring and disease management associated with blood test
monitoring and follow-up appointments at a haematology clinic were included. The
resource use for blood test monitoring, follow-up haematology appointments, and
iron chelation for the JAKi-experienced CEM was obtained from a HCRU
questionnaire sent to six consultants as part of a UK Clinical and HEOR advisory
board in May 2023. The average of their responses was calculated and converted to
a per cycle unit of time. The resource use for iron chelation corresponds to the

proportion of patients receiving ICT.

The resource use figures for the JAKi-experienced CEM, stratified by transfusion

health state, are summarised in Table 94.

Table 94. Monitoring and disease management resource use per cycle - JAKi-
experienced CEM (base-case Hb <12 g/dL population)

Resource Resource use per cycle

TI TR TD
Blood test monitoring 0.27 0.79 2.00
Follow-up haematology appointment 0.31 0.58 1.25
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Resource Resource use per cycle

TI TR TD
Iron chelation (deferasirox)* 0.00% 14.17% 37.08%
RBC transfusion units 0.00 0.83 2.77

*Resource use for iron chelation corresponds to the proportion of patients receiving ICT.
Abbreviations: CEM = cost-effectiveness model; JAKi = Janus kinase inhibitor; RBC = red blood cell; TD = transfusion-
dependent; Tl = transfusion-independent; TR = transfusion-requiring.

For the unit cost for blood test monitoring, HRG code DAPSO03 for integrated blood

services was used, costing £2.39. For follow-up appointments at a haematology,

HRG code WFO1A (non-admitted face-to-face attendance, follow-up, non-consultant

led) was used, costing £163.44. Total monitoring and disease management costs

per cycle are calculated as the unit cost multiplied by the frequency of resource use

per cycle, shown in Table 95.

Table 95. Total cost of monitoring and disease management per cycle per health state
— JAKi-experienced CEM (base-case Hb <12 g/dL population)

Resource Total cost per cycle

Tl TR TD
Blood test monitoring £0.64 £1.89 £4.77
Follow-up haematology appointment £50.40 £95.34 £204.31
Iron chelation (deferasirox)* £0.00 £97.24 £752.50
RBC transfusion £0.00 £332.12 £1,107.06
Total resource use costs per cycle £182.28 £625.54 £2,076.94

Abbreviations: CEM = cost-effectiveness model; JAKi = Janus kinase inhibitor; RBC = red blood cell; TD = transfusion-
dependent; Tl = transfusion-independent; TR = transfusion-requiring

B.3.3.6.4 Adverse events

Unit costs for anaemia, thrombocytopenia, asthenia, and neutropenia are sourced
from the NHS Cost Collection.(135) It is assumed that no additional cost is
associated with the management of abdominal pain. Abdominal pain is a symptom of
MF resulting from splenomegaly and is assumed to be captured within disease

management costs.
Anaemia

Grade 3/4 anaemia corresponds to a reduction in Hb to less than 8 g/dL per CTCAE
definitions.(136) It is assumed that incidences of grade 3/4 anaemia is most often
managed with RBC transfusions per Pan-London Haemato-Oncology Clinical
Guidelines.(103) In the base-case, it is assumed that these AEs only require a
haematologist visit and that any AE management costs in addition to the RBC

transfusion costs already included in the model are captured within these costs. An
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average cost per outpatient clinical haematology visit of £194.02 was applied,

derived from NHS reference costs and based on total outpatient attendances.

However, this is likely to underestimate the management of JAKi-experienced
patients requiring more complex care as a result of treatment-related AEs.
Alternative costing of anaemia has been undertaken and explored in scenario
analysis. In this method, a weighted average cost for anaemia was calculated based
on NHS activity reported for non-elective long stay, non-elective short stay, day
case, and regular day or night admission patients across all reported CC scores. The
weighted average unit cost for iron deficient anaemia (CC score 0-14) is presented in
Table 96. The unit costs and activity associated with each HRG code was sourced
from the NHS Cost Collection for the year 2021/22.(135)

Table 96. Weighted average unit cost of anaemia

HRG code 2021/22 unit cost (£) Activity
Non-elective long SA04G (CC score 14+) £4,037.18 5,542
stay SA04H (CC score 10-13) £2,980.26 4,442
SA04J (CC score 6-9) £2,586.82 4,067
SA04K (CC score 2-5) £2,088.50 2,987
SA04L (CC score 0-1) £1,474.70 993
Non-elective short SA04G (CC score 14+) £736.06 2,875
stay SA04H (CC score 10-13) £700.14 4,282
SA04J (CC score 6-9) £650.48 7,491
SA04K (CC score 2-5) £578.21 11,271
SA04L (CC score 0-1) £490.23 7,554
Day case SA04G (CC score 14+) £374.02 754
SA04H (CC score 10-13) £378.65 2,845
SA04J (CC score 6-9) £368.25 9,348
SA04K (CC score 2-5) £359.42 20,496
SA04L (CC score 0-1) £344.50 21,056
Regular day or night SA04G (CC score 14+) £387.39 106
admission SA04H (CC score 10-13) £363.21 242
SA04J (CC score 6-9) £378.35 614
SA04K (CC score 2-5) £393.41 1,812
SA04L (CC score 0-1) £410.55 3,623
Weighted average £854.33
cost (£)

Abbreviations: CC = complexity and comorbidity split; HRG = Health Resource Group

Thrombocytopenia

A weighted average cost for thrombocytopenia was calculated based on NHS activity
reported for non-elective long stay, non-elective short stay, day case, and regular
day or night admission patients across all reported CC scores. The weighted
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average unit cost for thrombocytopenia (CC score 0-8) is presented in Table 97. The
unit costs and activity associated with each HRG code was sourced from the NHS
Cost Collection for the year 2021/22.(135)

Table 97. Weighted average unit cost of thrombocytopenia

HRG code 2021/22 unit cost (£) Activity
Non-elective long SA12G (CC score 8+) £5,092.95 1,143
stay SA12H (CC score 5-7) £3,281.44 564
SA12J (CC score 2-4) £3,143.05 613
SA12K (CC score 0-1) £2,558.57 291
Non-elective short SA12G (CC score 8+) £796.44 735
stay SA12H (CC score 5-7) £673.05 612
SA12J (CC score 2-4) £658.87 1,071
SA12K (CC score 0-1) £683.02 788
Day case SA12G (CC score 8+) £314.60 1,036
SA12H (CC score 5-7) £295.27 1,303
SA12J (CC score 2-4) £433.35 3,142
SA12K (CC score 0-1) £386.47 3,362
Regular day or night SA12G (CC score 8+) £278.05 306
admission SA12H (CC score 5-7) £259.90 533
SA12J (CC score 2-4) £270.97 962
SA12K (CC score 0-1) £338.55 1,364
Weighted average £948.22
cost (£)

Abbreviations: CC = complexity and comorbidity split; HRG = Health Resource Group

Asthenia

The unit cost for asthenia was sourced from the fedratinib TA756 and inflated to a
2022 value using PSSRU inflation indices, giving a cost of £13.73.(51) Table 98

summarises the cost details.

Table 98. Unit cost of asthenia

Source Cost (£) Year Cost inflated to 2022 (£)

Fedratinib TA756 £12.00 2014 £13.73

Neutropenia

A weighted average cost for neutropenia was calculated based on NHS activity
reported for non-elective long stay, non-elective short stay, day case, and regular
day or night admission patients across all reported CC scores. The weighted
average unit cost for neutropenia (taken as the cost for other haematological or
splenic disorders, CC score 0-6) is presented in Table 99. The unit costs and activity
associated with each HRG code was sourced from the NHS Cost Collection for the

year 2021/22.(135)
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Table 99. Weighted average unit cost of neutropenia

HRG code 2021/22 unit cost (£) Activity
Non-elective long SA08G (CC score 6+) £4,105.12 1,136
stay SA08H (CC score 3-5) £2,870.29 359
SA08J (CC score 0-2) £2,928.55 247
Non-elective short SA08G (CC score 6+) £658.65 716
stay SA08H (CC score 3-5) £578.07 733
SA08J (CC score 0-2) £456.39 1,260
Day case SA08G (CC score 6+) £432.00 442
SA08H (CC score 3-5) £567.79 540
SA08J (CC score 0-2) £398.88 918
Regular day or night SA08G (CC score 6+) £234.94 99
admissions SAOQ8H (CC score 3-5) £359.50 116
SA08J (CC score 0-2) £361.75 274
Weighted average £1,303.42
cost (£)

Abbreviations: CC = complexity and comorbidity split; HRG = Health Resource Group

Total adverse event costs

For each adverse event, the total cost per cycle was estimated as the event rate per
cycle multiplied by the unit cost. The total adverse event costs per cycle per patient

are presented in Table 101.

AE incidence figures reported in SIMPLIFY-2 are in Section B.3.3.4.5. The adverse
event probabilities for the JAKi-experienced base-case population are presented in
Table 100, which were converted to per cycle estimates and applied each cycle to
those remaining on treatment over time. Adverse event costs per cycle are

presented in Table 101.

Table 100. SIMPLIFY-2 adverse event rates per cycle

Momelotinib BAT

Anaemia

Thrombocytopenia

Asthenia

Neutropenia

Abdominal pain

Abbreviations: BAT = best available therapy

Table 101. JAKi-experienced total adverse event costs per patient per cycle

Adverse event Momelotinib BAT

Anaemia .
Thrombocytopenia
Asthenia -

Abdominal pain*

Neutropenia
Total

Please note, the total cost of AEs for each population/subgroup is influenced by the number of patients in each health state
over time (Tl, TR, TD). The costs presented align with the base-case transition probabilities.

*No costs assumed for abdominal pain AEs.

Abbreviations: BAT = best available therapy; JAKi = Janus kinase inhibitor; TD = transfusion-dependent; T| = transfusion-
independent; TR = transfusion-requiring.
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B.3.3.6.5 Subsequent treatment

As stated in Section B.3.3.4.4, patients in the BAT arm are assumed not to
discontinue BAT, as validated by clinical experts and as modelling during TA756. In
addition, BAT also includes ‘No therapy’ and supportive therapies. However,
subsequent treatment costs are included for momelotinib to account for treatment
costs accrued following discontinuation, with a proportion of these patients assumed
to be treated with BAT therapies following momelotinib discontinuation. At the
clinical-HEOR advisory board clinicians were asked whether re-treatment with
ruxolitinib would form part of BAT therapies following momelotinib discontinuation in
a previously JAKi-treated population. Clinicians stated that for JAKi-experienced
patients, patients likely would not be able to access ruxolitinib re-treatment following
momelotinib. This is not expected for two reasons: i) Patients may not be suitable for
re-treatment with a previously trialled JAKI, and ii) NHS funding is not available for
ruxolitinib re-treatment following initial discontinuation.(32, 137) The second reason
was also alluded to as a reason for poor uptake of fedratinib use within the NHS and
a rationale for patients being maintained on ruxolitinib with or without additional
therapies despite loss of response or incidence of AEs.(32) However, in the
questionnaire sent to clinicians they were asked to quantify in a JAKi-experienced
population the “proportion of patients discontinuing momelotinib who will be retreated
with a JAKi”. The mean response to this question was 39% [range 0%-80%;
interquartile range: 21.3%-60.0%]. While this is expected to relate to subsequent
treatment with fedratinib which is currently only reimbursed through the CDF and so
is out of scope for this technology appraisal, a scenario analysis was explored
whereby 39% of patients following momelotinib discontinuation are able to re-access
ruxolitinib through the NHS.

The original constitution of BAT therapies from SIMPLIFY-2, along with no ruxolitinib
and 39% ruxolitinib BAT compositions are outlined in Table 102. BAT without
ruxolitinib and BAT with 39% ruxolitinib distributions are derived by reallocating
ruxolitinib use across all other BAT therapies, according to their proportional
distribution in the original BAT distribution from SIMPLIFY-2, assuming that these

patients only receive one of the alternative BAT therapies.
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Table 102. BAT subsequent treatment distributions

. BAT composition
Original SIMPLIFY-2 BAT composition with 39%
Subsequent therapy T excluding ruxolitinib I
BAT composition (base-case) ruxolitinib
(scenario)
Ruxolitinib - 5mg BID 17.3% 0.0% 7.6%
Ruxolitinib - 10mg BID 35.3% 0.0% 15.6%
Ruxolitinib - 15mg BID 20.7% 0.0% 9.1%
Ruxolitinib - 20mg BID 15.1% 0.0% 6.7%
Hydroxyurea 23.1% 59.7% 43.5%
Prednisone / prednisolone 11.5% 29.8% 21.8%
Danazol 5.8% 14.9% 10.9%
Erythropoiesis-stimulating
agent (assumed as epoetin 3.8% 9.9% 7.3%
alfa)
No therapy 3.8% 9.9% 7.3%
Anagrelide 1.9% 5.0% 3.6%
Aranesp (darbepoetin alfa) 1.9% 5.0% 3.6%
Aspegic 1.9% 5.0% 3.6%
Thalidomide 1.9% 5.0% 3.6%

Abbreviations: BAT = best available therapy; BID = twice daily

As noted in Section B.3.3.4.4, the proportion of patients who discontinue treatment is
determined using extrapolated TTDD curves and OS curves. TTDD is capped by OS
to prevent the proportion on treatment over time being higher than the proportion
alive; the difference between TTDD and overall OS is then used to determine the
proportion of patients who are alive but have discontinued momelotinib, and incur
subsequent treatment costs (both drug acquisition and administration, where
relevant) based on the post-momelotinib BAT distributions described above and BAT
drug acquisition costs described in Section B.3.3.6.1. The total subsequent treatment
acquisition and administration cost per 28-day cycle applied for momelotinib was
£308.00 for cycle 1 and £299.70 for cycles 2 onwards for the base-case analysis.
For the 39% ruxolitinib scenario analysis, costs per cycle were £1,230.23 for the first

cycle and £1,223.91 per cycle thereafter.

B.3.3.6.6 Terminal care

To represent the increased cost of providing care to patients near the end of their
lives, the JAKi-experienced CEM incorporates a terminal care cost. This is applied
as a one-off cost at death in the model to all patients who enter the death state at
each cycle.

In line with the fedratinib TA756 submission, the end-of-life cost was sourced from

Table 5 in Round et al. 2015,(138) taken as the sum of the average health care and

Company evidence submission for momelotinib for treating disease-related splenomegaly or
symptoms in adults with myelofibrosis. ID6141.

© GlaxoSmithKline UK Limited (2023). All rights reserved Page 201 of 237



social care costs for patients with cancer; this cost is presented in Table 103.(51) As
the paper uses cost year 2013/14, the terminal care cost was inflated to cost year
2021/22 in line with the cost year used in the model based on PSSRU inflation data,
which gave an overall value of £6,959.00. This cost accounts for increased inpatient,
outpatient, and GP appointments, increased A&E attendance, and increased home

care and nursing home use.

Table 103. Terminal care cost

Category 2013/14 cost 2022 cost
Health care £4,254.00 £4,866.61
Social care £1,829.00 £2,092.39
Total end-of-life cost £6,083.00 £6,959.00

B.3.3.7 Severity

The QALY shortfall was calculated assuming a mean cohort age of 67 years and
60% male, as applied in the JAKi-experienced CEM. The total expected QALY for
patients MF treated with current standard of care was based on the BAT arm of the
base-case Hb <12 g/dL population. The total expected QALYs in patients with the
disease on current standard of care (BAT) were then compared to the general
population QALYs to calculate the absolute and proportional shortfall; total
(discounted) BAT QALYs of 2.084 were generated compared to 9.733 for a general
population cohort of the same baseline age and proportion male. Based on the
above, the absolute QALY shortfall is estimated to be 7.649 and the proportional
shortfall is estimated to be 78.6%. Therefore, a QALY weight of 1.0 was applied for

the appraisal.

Table 104. Summary features of QALY shortfall analysis

Factor Value (reference to appropriate Reference to section in
table or figure in submission) submission

Sex distribution 60.0% male B.3.4.1

Starting age 67.4 years B.3.4.1

Abbreviations: QALY = quality-adjusted life year.

Table 105. Summary of QALY shortfall analysis

Expected total QALYs Total QALYs that Absolute QALY Proportional QALY
for the general people living with a shortfall shortfall
population condition would be

expected to have with
current treatment (BAT)

9.733 2.084 7.649 78.6%

Abbreviations: BAT = best available therapy; QALY = quality-adjusted life year.
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B.3.3.8 Uncertainty

Deterministic and probabilistic sensitivity analyses were conducted in order to
explore parameter uncertainty. Scenario analyses were also conducted to explore

uncertainty regarding selection of key data sources and model assumptions.

B.3.3.8.1 Probabilistic sensitivity analyses

Probabilistic sensitivity analysis (PSA) was conducted with a Monte-Carlo simulation
using 1,000 iterations in which parameter values were randomly drawn from
probability distributions assigned to each relevant model parameter, defined using

the parameter value and associated uncertainty data.

The parameter inputs used in PSA are shown in Table 106. Broadly speaking, the
following probability distributions were adopted in the PSA for each input type:

e Beta distributions for inputs confined by the interval 0 to 1 (such as

proportions) and HSUVs

e Gamma distributions for costs and resource use frequencies, as well as

parameters bounded to positive values (such as baseline age)
e Dirichlet for transition probabilities
e Multivariate normal distributions for time to event parameters

Standard errors (SE) were used to inform the distributions of input parameters where
available. Where SEs or 95% confidence intervals were not available for parameters
(or not estimable from other measures of uncertainty), SE values were assumed to

be equal to 10% of the mean.

B.3.3.8.2 Deterministic sensitivity analyses

The one-way sensitivity analysis (OWSA) involved varying one parameter at a time
and assessing the subsequent impact on the incremental QALY's and incremental
costs. By adjusting each parameter individually, the sensitivity of the model results to
that parameter was assessed. The OWSA was conducted by allocating a ‘low’ value
and a ‘high’ value to each parameter; the low value was the lower bound of the 95%

Cl, the high value was the upper bound of the 95% CI. In the absence of Cl data, the
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standard error assumed to be 10% of the mean value as for the PSA. A tornado
diagram was then used to graphically present the parameters which had the greatest

impact on the results.

B.3.3.8.3 Scenario analyses

A set of exploratory scenarios analyses were conducted to test structural and
parametric uncertainty. These scenarios were relevant to the assumptions made in

the model development, and are described below in Table 116 and Table 117.
B.3.3.9 Summary of base-case analysis inputs and assumptions

B.3.3.9.1 Summary of base-case analysis inputs

Table 106 presents the inputs for the JAKi-experienced model analysis.

Table 106. Summary of variables applied in the economic model

Variable Value (reference to Measurement of Reference to

appropriate table or figure in uncertainty and section in
submission) distribution: SE submission
(distribution)

Baseline age 67.4 6.74 (Gamma) B.3.3.1

Percentage male 60.0% 0.06 (Beta) B.3.3.1

Baseline proportion of patients 22.5% - (Dirichlet) B.3.3.4.2

in health state - Tl

Baseline proportion of patients 15.2% - (Dirichlet) B.3.3.4.2

in health state - TR

Baseline proportion of patients 62.4% - (Dirichlet) B.3.3.4.2

in health state - TD

BAT overall proportion on 88.5% 4.4% (Beta) B.3.3.3

ruxolitinib

BAT proportion of ruxolitinib 19.6% 2.0% (Beta) B.3.3.6.1

on 5mg

BAT proportion of ruxolitinib 39.9% 4.0% (Beta) B.3.3.6.1

on 10mg

BAT proportion of ruxolitinib 23.4% 2.3% (Beta) B.3.3.6.1

on 15mg

BAT proportion of ruxolitinib 17.1% 1.7% (Beta) B.3.3.6.1

on 20mg

Administration cost per cycle £3.79 £0.38 (Gamma) B.3.3.6.2

with BAT cycle 1

Resource use cost - blood test £2.39 £0.24 (Gamma) B.3.3.6.3

monitoring

Resource use cost - follow-up £163.44 £16.34 (Gamma) B.3.3.6.3

haematology appointment

Resource use cost — RBC £399.77 £39.98 (Gamma) B.3.3.6.3

transfusion

Resource use cost - iron £686.40 £68.64 (Gamma) B.3.3.6.3

chelation
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Variable Value (reference to Measurement of Reference to

appropriate table or figure in uncertainty and section in
submission) distribution: SE submission
(distribution)

AE cost - anaemia £194.02 £19.40 (Gamma) B.3.3.6.4

AE cost - thrombocytopenia £948.22 £94.82 (Gamma) B.3.3.6.4

AE cost - asthenia £13.73 £1.37 (Gamma) B.3.3.6.4

AE cost - neutropenia £1,303.42 £130.34 (Gamma) B.3.3.6.4

Blood test monitoring resource 0.27 0.03 (Gamma) B.3.3.6.3

use per cycle - Tl

Blood test monitoring resource 0.79 0.08 (Gamma) B.3.3.6.3

use per cycle - TR

Blood test monitoring resource 2.00 0.20 (Gamma) B.3.3.6.3

use per cycle - TD

Follow-up haematology 0.31 0.03 (Gamma) B.3.3.6.3

appointment resource use per

cycle - Tl

Follow-up haematology 0.58 0.06 (Gamma) B.3.3.6.3

appointment resource use per

cycle - TR

Follow-up haematology 1.25 0.13 (Gamma) B.3.3.6.3

appointment resource use per

cycle - TD

Iron chelation resource use 14.17% 0.71% (Beta) B.3.3.6.3

per cycle - TR

Iron chelation resource use 37.08% 1.85% (Beta) B.3.3.6.3

per cycle - TD

Terminal care cost £6,959.00 £695.90 (Gamma) B.3.3.6.6

Mean RBC transfusion units 0.90 0.12 (Gamma) B.3.3.6.3

per month - TR

Mean RBC transfusion units 3.00 0.31 (Gamma) B.3.3.6.3

per month - TD

Health state utility: TI | B B-ta) B.3.3.7

Health state utility: TR [ ] I B<ta) B.3.3.7

Health state utility: TD [ ] I B<ta) B.3.3.7

Adverse event disutility - 0.090 0.009 (Beta) B.3.3.54

anaemia

Adverse event disutility - 0.050 0.005 (Beta) B.3.3.54

thrombocytopenia

Adverse event disutility - 0.090 0.009 (Beta) B.3.3.54

asthenia

Adverse event disutility - 0.050 0.005 (Beta) B.3.3.54

neutropenia

Adverse event disutility — 0.110 0.011 (Beta) B.3.3.5.4

abdominal pain

Momelotinib adverse event - - (Gamma) B.3.3.6.4

total cost

BAT adverse event total cost - - (Gamma) B.3.3.6.4

TI OS (after 24 weeks) Log-normal distribution - (Multivariate normal) B.3.3.4.3

Non-TI OS (after 24 weeks) Exponential distribution - (Multivariate normal) B.3.3.4.3

Momelotinib TTDD Gompertz distribution - (Multivariate normal) B.3.3.4.4

Abbreviations: BAT = best available therapy; Non-T| = non-transfusion-independent; OS = overall survival; RBC = red blood

cell; SE = standard error; TD = transfusion-dependent; Tl = transfusion-independent; TR = transfusion-requiring; TTDD = time
to treatment discontinuation or death.
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B.3.3.9.2

Assumptions

Assumptions associated with the CEM are presented in Table 107.

Table 107. Main assumptions in the economic model — JAKi-experienced CEM

Category

Assumption

Justification

Population

The SIMPLIFY-2 trial is assumed to be representative of
a patient population with myelofibrosis treated in UK
clinical practice

The SIMPLIFY-2 trial populations include patients with
myelofibrosis with prior experience in JAKi (ruxolitinib) and
ruxolitinib is routinely available in the UK.

Clinical effectiveness

Treatment efficacy data for momelotinib and BAT and by
transfusion status is informed by the SIMPLIFY-2 trial

Outcomes associated with transfusion status were identified by key
opinion leaders and clinical experts in a UK advisory board meeting
as a clinically meaningful and relevant assessment of anaemia
management in MF patients in UK clinical practice.

Treatment discontinuation of momelotinib and BAT

For the JAKi-experienced population, if a patient discontinues
momelotinib, they are assumed to receive a BAT distribution as
subsequent treatment derived from the same composition of BAT
therapies as those used in SIMPLIFY-2, with 0% ruxolitinib applied
for the base-case analysis (and 39% ruxolitinib tested in scenario
analysis).

Patients in the BAT arm of the CEM are assumed to remain on
BAT over time, and hence no TTD curves are applied for the BAT
comparator in the model.

Morbidity and mortality

Treatment specific OS curves are not applied in the
JAKi-experienced CEM, as comparator data for BAT
from SIMPLIFY-2 are only available for 24 Weekd.
Health state specific OS curves (based on transfusion
status) are applied after 24 weeks, derived from
SIMPLIFY-2 trial data. A difference in mortality, over the
model time horizon, is expected between momelotinib
and comparators due to a greater proportion of patients
in momelotinib arm in the Tl health state, compared to
BAT, over the first 24 weeks of the SIMPLIFY-2 trial.

Momelotinib showed statistically significant improvements in
transfusion status compared to BAT in the SIMPLIFY-2 trial.
Differences in overall survival status were observed in the
SIMPLIFY-2 trial, with clinical experts confirming an expectation
that Tl patients would have improved survival over time compared
to non-TI patients.

The same OS data for “non-TI” patients was applied to
both TR and TD health states in the model.

Limited sample sizes of patients were available to inform TR OS
extrapolations from 24 weeks, with TR parametric models
producing implausible extrapolations (e.g., crossings with the Tl
curve). Based on clinical expert feedback, TR and TD OS data
were combined to create a “non-TI” OS curve and applied to both
health states in the model.
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Category

Assumption

Justification

Tl and non-Tl OS parametric survival curves from 24
weeks are applied independently of transfusion status
transition probabilities

Tl and non-Tl OS KM data is expected to reflect future movement
between Tl and non-Tl health states that may have occurred in the
SIMPLIFY-2 trial, and therefore OS parametric models are applied
directly to the proportion of patients in health state at the end of the
first 24 weeks.

To avoid any potential underestimation of costs or overestimation
of QALYs gained for patients remaining alive after 24 weeks, cycle
6 transition probabilities SIMPLIFY-2, conservatively restricted to
prevent improvement in transfusion status, are used to derive
future distributions of TI, TR and TD health states.

Equivalent health state transition probabilities are applied
after the first 24 weeks.to both therapies to determine the
distribution of health states for those remaining alive

Conservative assumption; alternative assumptions tested in
scenario analysis

Cost and resource use
inputs

Grade 3/4 anaemia AEs are costed based on a clinical
haematologist outpatient visit

Cost of managing grade 3/4 anaemia expected to be partially
captured through RBC transfusion costs already included in the
model. However, as this is likely to underestimate the management
of JAKi-experienced patients requiring more complex care as a
result of treatment-related AEs, higher anaemia AE costs are
explored in scenario analysis

End-of-life costs are applied as a one-off cost in the cycle
at which patients die

Patients accrue end-of-life care costs before they die and therefore
they are applied in the cycle of death

Quality of life inputs

EQ-5D-3L utility scores are derived from SIMPLIFY-2

In line with the NICE reference case'%

Treatment-agnostic HSUVs are applied in the base-case
analysis

While moderate numerical improvements in quality of life were
observed for momelotinib over BAT for the Tl and TD health states,
differences were not statistically significant. Impact of treatment
specific health state utilities explored in scenario analysis

Abbreviations: AE = adverse event; BAT = best available therapy; CEM = cost-effectiveness model; EQ-5D-3L = EuroQol 5-dimensions 3-levels; HSUC = health state utility values; JAKi = Janus
kinase inhibitor; KM = Kaplan-Meier; MF = myelofibrosis; NICE = National Institute for Health and Care Excellence; OS = overall survival; QALY = quality-adjusted life year; RBC = red blood cell; TD
= transfusion-dependent; Tl = transfusion-independent; TR = transfusion-requiring; TTD = time to treatment discontinuation
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B.3.3.10 Base-case results

B.3.3.10.1 Base-case incremental cost-effectiveness analysis results

Disaggregated results of the base-case incremental cost-effectiveness analysis are

presented in Appendix J.

Total costs, LYs, QALYs, and incremental cost per QALY gained for momelotinib
versus BAT for the JAKi-experienced model population are presented in Table 108.
Momelotinib decreased total costs against BAT by |l it also produced an
increase in both total life years (0.464) and QALYs (0.346). BAT was therefore

dominated by momelotinib.

The incremental net monetary benefit was |l and I at £20,000 and
£30,000 per QALY willingness to pay thresholds, respectively, as shown in Table
109.

Results based on applying a PAS price discount of - are provided in Table 110.
Incremental total cost savings for momelotinib were reduced further to B -d
momelotinib therefe remained dominant over BAT as in the list price results. The
incremental net monetary benefit values increased to ||l and | for
£20,000 and £30,000 per QALY thresholds (Table 111), respectively, after
application of the PAS discount.
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Table 108. Base-case results for momelotinib vs BAT in JAKi-experienced patients [List price]

Technologies Total costs (£) | Total LYG Total QALYs Incremental Incremental Incremental ICER versus ICER
costs (£) LYG QALYs baseline incremental
(E/QALY) (E/QALY)
BAT | | 3.355 2.062 - - - - -
Momelotinib | ] 3.819 2.408 | ] 0.464 0.346 Dominant Dominant

Abbreviations: BAT = best available therapy; ICER = incremental cost-effectiveness ratio; JAKi = Janus kinase inhibitor; LYG = life years gained; QALY = quality-adjusted life year

Table 109. Net monetary benefit in JAKi-experienced patie