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By Dr Martin Hall, Head of Life Sciences at Hardman & Co

GSK has announced acquisition of GSK’S announcement, on 14 May 2025, that it is to acquire efimosfermin - the

efimosfermin for $1.2bn plus up to lead asset of Boston Pharmaceuticals (Boston) being developed for the treatment
and prevention of liver disease - has attracted much media attention, even making
BBC news headlines on subsequent days. This decision is based on Phase Il data,
published in 4Q'24, with GSK agreeing to pay $1.2bn upfront for efimosfermin, and
further success-based development milestones of up to $800m. GSK will be
responsible also for success-based milestone payments and tiered royalties that
become due to Novartis.

$800m success-based milestones

Liver disease represents a significant Given the high prevalence of obesity in the world and increasing alcohol-related
issues, there has been an enormous rise in the number of patients with liver disease.
“Liver disease” is a composite term describing >100 conditions that may be inherited,
degenerative (e.g. cancers), or caused by lifestyle factors and infectious agents.
Cirrhosis is the end-stage result of liver fibrosis, which occurs when scar tissue
accumulates from chronic liver damage. Patients with established cirrhosis are at risk
of hepatocellular carcinoma (HCC): up to 90% of HCC patients have cirrhosis.
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Source: MIOT Advanced Centre for Gastrointestinal and Liver Diseases

Once-monthly subcut injection Efimosfermin is a once-monthly, subcutaneously injected, fibroblast growth factor
21 (FGF21) analogue in clinical development for the treatment of metabolic
dysfunction-associated steatohepatitis (MASH), including cirrhosis, and future
development in alcohol-related liver disease (ALD). In addition to targeting the main
forms of liver disease in its various stages with efimosfermin, GSK is aiming to
maximise this putative drug’s potential by combining its direct anti-fibrotic
mechanism of action with its own drug, GSK'990, a siRNA therapeutic in
development, for other subsets of patients with liver disease.

targeting fatty liver

Phase Il results

Positive Phase Il results, published Boston presented Phase Il data at the American Association for the Study of Liver
Diseases (AASLD) in November 2024. In a randomised, double-blind, placebo-
controlled Phase Il study (n=84), the efficacy and safety of once-monthly
efimosfermin - 300 mg dosed subcutaneously - was assessed in patients with
biopsy-confirmed F2 or F3 MASH, over a period of 24 weeks.

November 2024

Results from Phase Il efimosfermin trial

Histological endpoints Efimosfermin (n=31) Placebo (n=34) p-value
Fibrosis improvement =1 stage without worsening of MASH 14 45.2% 7 20.6% *0.038
MASH resolution without worsening of fibrosis 21 67.7% 10 29.4% *0.002
Fibrosis improvement =1 stage and MASH resolution 12 38.7% 6 17.6% 0.066

*Significant at 95% confidence level, Source: Boston Pharmaceuticals
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On first read, efimosfermin looks a

good deal

Earliest possible launch estimated to be
2029...

...by when the landscape will have

changed...

...driven by expanded use of GLP-1

analogues

Calls for greater use of GLP-1

analogues to reduce disease risk

Efimosfermin will face very competitive

market place

On the back of this data, Boston was expecting to advance the clinical programme
into Phase I, late-stage development, in 2025. However, as is often seen when
major companies acquire the rights to products, GSK might determine that a further
confirmatory Phase Il trial is needed before committing to expensive Phase Ill trials.
In the event that this does occur, these timescales would get extended.

So, on the face of it, GSK has done a good deal: efimosfermin has completed a Phase
Il trial in which it was shown to be reasonably efficacious across key liver and
metabolic biomarkers; it is targeting a large and growing patient population with
various stages of liver disease where the end-game, if left untreated, is an expensive
and complex liver transplant; and it might be used in combination with GSK’s own
development product to maximise the commercial opportunity.

What will it be up against?

First, even if the timescales alluded to by Boston remain unchanged, the recruitment
and running of a double-blind placebo-controlled Phase IlI trial in a reasonable
number of patients (say 300 equally divided between efimosfermin and placebo) and
followed up for six months, will take an estimated 2.5 years (end-2027). This will be
followed by 12 months with the regulators, suggesting the earliest that it will be
launched is 2029. So, what will the market look like then?

The current landscape for patients with liver disease is changing rapidly. The most
common form of the disease, fatty liver or non-alcoholic steatohepatitis (NASH), is
closely associated with obesity, which also brings into play other conditions,
including diabetes and cardiovascular disease. Patients with fatty liver are far more
likely to die from other causes, particularly cardiovascular events. The introduction
of glucagon-like peptide-1 (GLP-1) receptor agonists for the treatment of obesity is
having a significant impact on the market for liver disease, not only improving fatty
liver but also many other conditions. GLP-1 analogues decrease the risk of fatty liver
and, consequently, reduce the risks of associated conditions and are, therefore, are
changing the commercial landscape. Additionally, there are a number of other drugs
for fatty liver that have either been approved or are nearing approval.

There are calls for GLP-1 analogues to be used far more widely, in the same way
that statins have become widely prescribed for the prevention of cardiovascular risk;
albeit, this would put significant pressure on the payors. However, this would be a
small price to pay compared with the costs of hospitalisation for associated diseases
caused by obesity.

Novo Nordisk lowered Ozempic growth recently, largely due to its poor decision to
allow compounded equivalents to enter the market when there was a supply
shortage. But Mounjaro (Lilly) continues to gain market share and looks set to
become the #1 GLP-1 analogue in 2025. The table below shows the anticipated
market progression of GLP-1 analogues and that GSK will be facing a very tough
and established commercial landscape when it comes to the launch of efimosfermin.

Development of GLP-1 analogue sales - Global market

Drug Manufacturer 2020 2021 2022 2023 2024 2025E 2026E 2027E 2028E
Ozempic Novo Nordisk 3,244 5,357 8,438 13,886 17,418 20,553 23,636 28,364 34,604
Mounjaro Eli Lilly 0 0 483 5,163 11,540 18464 27,696 35,174 43,616
Trulicity Eli Lilly 5,068 6,472 7,440 7,133 5,354 4,015 2,008 1,807 1,482
Rybelsus Novo Nordisk 286 769 1,596 2,720 3,373 3,710 3,970 4,128 4,252
Victoza Novo Nordisk 2,867 2,393 1,740 1,257 793 397 298 280 257
Global total 11,465 14,991 19,696 30,159 38,478 47,139 57,607 69,753 84,211
Growth rate 24% 31% 31% 53% 28% 23% 22% 21% 21%

Source: Hardman & Co Life Sciences Research

Opinions in this article are solely those of our Life Sciences analyst.
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Warner-Lambert Corporation, now Pfizer). Martin is a member of the Royal
Pharmaceutical Society of Great Britain.
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