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- Regulatory submission included data from pivotal trials addressing
key clinical manifestations of myelofibrosis, namely splenomegaly,
constitutional symptoms and anaemia

GSK plc (LSE/NYSE: GSK) today announced that the Ministry of
Health, Labour and Welfare (MHLW), Japan, has accepted for review
a new drug application (NDA) for momelotinib, a potential new
medicine with a differentiated mechanism of action that may address
the significant medical needs of myelofibrosis patients, especially
those with anaemia. The NDA is based on data from the pivotal phase
III trials SIMPLIFY-1 and MOMENTUM.

Myelofibrosis is a blood cancer that can lead to splenomegaly
(enlarged spleen); constitutional symptoms such as fatigue, night
sweats, and bone pain; and severely low blood counts, including
anaemia and thrombocytopenia.,, About 70% of patients diagnosed
with primary myelofibrosis and about half of patients diagnosed with
secondary myelofibrosis in Japan have moderate to severe anaemia
at the time of diagnosis, and nearly all patients are estimated to
develop anaemia over the course of the disease.,,,,, Patients who are
transfusion dependent have a poor prognosis and shortened
survival.,,,,,,,,

Momelotinib is not currently approved in any market.

Momelotinib has a differentiated mechanism of action, with inhibitory
ability along three key signalling pathways: Janus kinase (JAK) 1,
JAK2, and activin A receptor, type I (ACVR1).,,, Inhibition of JAK1 and
JAK2 may improve constitutional symptoms and
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splenomegaly.,,Additionally, inhibition of ACVR1 leads to a decrease
in circulating hepcidin, which is elevated in myelofibrosis and
contributes to anaemia.,,,

Myelofibrosis is a rare blood cancer that disrupts the body’s normal
production of blood cells as a result of dysregulated JAK-signal
transducer and activator of transcription protein signalling. The clinical
hallmarks of myelofibrosis are progressive splenomegaly (enlarged
spleen), anaemia and debilitating symptoms attributable to ineffective
hematopoiesis and excessive production of proinflammatory
cytokines. Myelofibrosis patients with anaemia require additional
supportive care, including transfusions, and have poor outcomes.,
Myelofibrosis affects approximately 1 in 500,000 people worldwide,
with up to 5,000 patients impacted in Japan.,,,

About the pivotal SIMPLIFY-1 clinical trial

SIMPLIFY-1 was a multicentre randomised, double-blind, phase III
study that compared the safety and efficacy of momelotinib to
ruxolitinib in patients with myelofibrosis who had not received prior
treatment with a JAK inhibitor. SIMPLIFY-1 met its primary endpoint,
demonstrating non-inferiority of momelotinib to ruxolitinib in spleen
volume response (reduction by 35% or greater), and substantial
improvements in transfusion independence rates.,

About the pivotal MOMENTUM clinical trial

MOMENTUM was a global, randomised, double-blind phase III clinical
trial of momelotinib (MMB) versus danazol (DAN) in patients with
myelofibrosis who were symptomatic and anaemic and had been
previously treated with an approved JAK inhibitor. The MOMENTUM
trial met all its primary and key secondary endpoints, with respect to
splenic response, constitutional symptoms and transfusion
independence. Results from the 24-week treatment period were
presented at the 2022 American Society of Clinical Oncology (ASCO)
Annual Meeting and subsequently published in The Lancet. ,

GSK is committed to maximising patient survival through
transformational medicines, with a current focus on breakthroughs in
immuno-oncology and tumour-cell targeting therapies, and
development in haematologic malignancies, gynaecologic cancers and
other solid tumours.



GSK is a global biopharma company with a purpose to unite science,
technology, and talent to get ahead of disease together. Find out more
at gsk.com.
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