Novo Nordisk hopes its ‘wonder
drugs’ can combat Alzheimer's

Danish group's trial results will reveal whether obesity treatments have ability to tackle dementia

HANNAH KUCHLER — LONDON

Novo Nordisk is about to discover the
outcome of agamble that investors hope
can transform the drugmaker’s ailing
outlook: can its weight loss drugs be
used to treat Alzheimer’s?

Ahead of the results from two studies
of thousands of people in the early
stages of the disease, Ludovic Helfgott,
executive vice-president for product
and portfolio strategy, recently
acknowledged that Novo Nordisk had
always seen the trials as a “lottery
ticket”. It is a high-risk, high-reward bet
that has the potential to revive the Dan-
ish company’s beaten-down share price.

The phase 3 trials — which are set to
publish results this quarter — are
trained on an area of huge need: to help
treat some of the 55mn people around
the world with dementia.

On the face of it, the chances of suc-
cess appear slim: most experimental
drugs for Alzheimer’s have ended in fail-
ure. Those that have come to market in
the past few years, from the likes of Eisai
and Biogen, and Eli Lilly, can only slow
cognitive decline. Nothing so far has
been abletoreverse it.

Despite that, some shareholders are
starting to view the trials — which use a
synthetic version of the GLP-1 hormone
that regulates blood sugar — more posi-
tively.

One manager of a healthcare fund
that owns Novo Nordisk shares said the
prospect was “super interesting scientif-
ically”, describing the GLP-1s that are
the active ingredient of Wegovy and
Ozempicas “wonder drugs”.

So far, they have certainly proved
highly successful for treating diabetes
and obesity, while studies are already
showing much more wide-ranging
effects, including reducing the risk of
heart attacks and strokes and improv-
ing kidney function.

Novo Nordisk shares have fallen more
than 55 per cent in the past year, thanks
to a combination of disappointing trial
results for a new obesity treatment, its
failure to stay ahead of Eli Lilly in the US
market and competition from cheaper,
replica obesity drugs.

The sharp decline in the drugmaker’s
shares meant greater potential for a
reaction to any positive news from the
trials, added the fund manager. “The
risk/reward has definitely changed,”
she said.

Scientists have been exploring the
potential effects of GLP-1s on the brain
since the early 2000s. Christian
Holscher, a professor of neuroscience at
Henan University in China who works
on developing treatments for Alzhe-
imer’s and Parkinson’s disease, started
working on the link around 2007.

He said that Novo Nordisk initially
had little interest in the possibilities of
GLP-1s in neuroscience, a field where it
has no existing products. But in 2020, a
trial Holscher was working on, studying
semaglutide predecessor liraglutide,
“totally changed their mind” in his view.
The early stage study found that liraglu-
tide slowed disease progression in
Alzheimer’s patients. “Almost the next
day, Novo Nordisk announced these two
massive trials,” he said.

The company is running two trials,
each with 1,800 patients and lasting
three years and four months, across 30
countries. They were due to end in Sep-
tember and then move on to data analy-
sis. Holscher said that in the field of
dementia, the scale of the research was
“colossal . . . I've never seen clinical tri-
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als like that before, so this is going to
give us the definite answer”.

Novo Nordisk said the decision to do
the trials was based on many studies
with semaglutide and other GLP-1
drugs, in humans and animals.

Chief scientific officer Martin Lange
said the evidence that encouraged Novo
Nordisk to pursue large trials included a
study of the medical records of people
with diabetes who had been taking
semaglutide for two years. This found a
53 per cent reduction in dementia diag-
noses — a “highly statistically signifi-
cant” result. Other studies of people
taking semaglutide over the same
period found a 21-43 per cent reduction
in the risk of a dementia diagnosis.
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Even among those who believe
semaglutide has potential as a treat-
ment for Alzheimer’s, there is debate
over how it would work.

One common theory is that GLP-1s
could mitigate an excess of sugar in the
brain that some think leads to inflam-
mation, accelerating the build-up of
amyloid and tau proteins that are char-
acteristic of the disease. This excess
sugar could be one reason why people
with obesity or diabetes are more likely
todevelop Alzheimer’s.

“If you have obesity, there’s an
approximate doubling of the risk of get-
ting Alzheimer’s and, if you have diabe-
tes, there’s approximately a tripling in
risk that, in part, is suspected to be due
to poor metabolic control in the brain,”
Lange said.

Holscher believes inflammation is
central to the disease and that the amy-
loid plaques, which existing drugs target
for clearance, are “most likely just some
side-effect” rather than part of the root
cause.

But Ivan Koychev, associate professor
of neuropsychiatry at Imperial College
London, holds that amyloid and tau are
an important factor in causing Alzhe-
imer’s. He also believes the most plausi-
ble explanation for the sharp drop in
dementia diagnoses among semaglutide
users in just a couple of years is the
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effect of the drug on inflammation —
one of the main drivers of the disease.

“There’s a very strong effect of these
medications on systemic inflamma-
tion,” he said. “There also seemstobe a
specific effect on neuro-inflammation.”

Koychev is running a study to find out
more about effects of GLP-1s on the
brain. He said other hypotheses needed
to be considered: perhaps they reduce
the incidence of strokes, a risk factor in
developing dementia, or modify insulin
levels, which are thought to contribute
to the accumulation of tau in the brain.

Other experts remain doubtful of the
chances of success. Sir John Hardy, chair
of the molecular biology of neurological
disease at UCL, said he did not believe
GLP-1s would prove to have a direct, dis-
ease-modifying effect on Alzheimer’s.

“Frankly, I'm not expecting a positive
outcome. That’s my prediction, but hav-
ing made that very clear prediction, I
should say that I've been wrong plenty
of times,” he said.

Hardy thinks it is more likely that if
GLP-1s do have an impact on dementia,
it will be because of secondary effects
such as a reduction in damage to blood
vessels. According to the Alzheimer’s
Society, at least 70 per cent of people
with the disease may have damaged
blood vessels in the brain.

He explained that other public health

Ozempic creator shares
dive amid price-cut drive

Novo Nordisk shares fell yesterday
after President Donald Trump
vowed to lower the price of its
popular weight-loss drug, Ozempic,
as part of his drive to cut the price
of medicines in America.

Speaking at a press conference
on Thursday, Trump said Ozempic’s
price would be “much lower” once
his administration had concluded
negotiations with Novo Nordisk,
the Danish group that pioneered
obesity drugs.

Trump suggested the price of the
drug could fall to as low as $150.
Novo Nordisk halved the US price
of Ozempic for people who cannot
access it with health insurance to
S499 earlier this year.

Shares in the pharma group fell
3.5 per cent in Copenhagen
yesterday. Shares in US rival group
Eli Lilly slid 3.2 per cent in
afternoon trading in New York.

US patients have historically paid
much higher prices for drugs than
their peers in other industrialised
countries. Since returning to the
White House, Trump has pushed
drugmakers to lower prices for
American consumers, threatening
import tariffs if they do not agree.

He has complained that anti-
obesity drugs are available in the
UK at a fraction of their cost in the
US, where branded medicines are
on average two to three times more
expensive than they are in Europe.

Last month, Pfizer reached a deal
with the Trump administration to
lower the prices of some drugs.

Eli Lilly has been widely expected
to reach a deal with the White
House but has yet to do so.

Speaking alongside Trump at an
event announcing a deal to lower
costs of IVF treatment, Mehmet Oz,
the head of the Centers for
Medicare & Medicaid Services, said
negotiations with Novo Nordisk
were ongoing. “We have not
negotiated those yet,” he said. “The
president will be happy with the
results and, until he is, we are not
going to close those negotiations.”

Novo said it had “engaged in
discussions” with the White House
and was “focused on improving
patient access and affordability”.

Eli Lilly did not respond to a
request for comment. Philip
Georgiadis and Hannah Kuchler

improvements — such as better control
of blood pressure and cholesterol and
lower rates of smoking — have contrib-
uted to the incidence of dementia drop-
ping over the past 30 years in wealthier
countries.

“Maybe giving people GLP-1 agonists
would be another factor in improving
your blood chemistry, so that you get
less vascular damage and less demen-
tia,” he said.

However, the Novo Nordisk trials
focus on a different stage of the disease:
all of the participants already show a
build-up of amyloid on brain scans.

If GLP-1s work only on those who do
not already have this build-up, instead
preventing Alzheimer’s before it has
started, the trial will look like a failure.

In the event of success, scientists and
investors will pore over the details when
the results are published to assess for
whom the drug will work — and there-
fore how big the market could be.

Lange said that, with such a “huge
unmet need”, any result that is statisti-
cally significant will be “clinically mean-
ingful”.

Evan Seigerman, an analyst at BMO
Capital Markets, believes even a small
improvement over placebo could push
Novo Nordisk shares up 5to 10 per cent.
“Sometimes the long odds aren’t as long
as you think,” he said.
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European carmakers gear up for chip battle after China curbs Nexperia exports

Industry warns of production
disruption as Beijing hits back

over Dutch seizure of control
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systems in cars and control everything
from lighting and airbag systems to
locks and windows. It was sold to a Chi-
nese consortium in 2017 before being
bought by Chinese group Wingtech.

The European Automobile Manufac-
turers’ Association (Acea), an industry
body, has warned that stocks of Nexpe-
ria chips will run out in a few weeks.

war rooms”. Some suppliers said they
held daily calls between logistics teams
to identify the biggest gaps in supplies.

In the wake of the chip crisis, compa-
nies have diversified their supply chains
and are far better equipped to know
which components can be replaced, but
vulnerabilities remain.

UBS analyst Patrick Hummel also

could lead to widespread production
halts at original equipment manufac-
turer and supplier level”.

Volkswagen has set up a task force to
deal with the situation, although it said
production was “unaffected”. Stellantis
and BMW said they were both working
with suppliers to assess the supply risks.

Bosch said it was in touch with Nexpe-

and customers: “We continuously mon-
itor market developments and adapt to
changing situations.”

Jeremie Bouchaud, executive director
at S&P Global Mobility, said Nexperia
accounted for 5 per cent of a basic but
crucial part of the global automotive
chip market.

The company’s components can also

the continuing diplomatic tussle.
While the Dutch company makes semi-
conductor wafers in Germany and the
UK, the chips are sent on to China for
packaging and testing, where 80 per
cent of its final products are processed.
“Under the current export controls,
the vast majority of our products will
remain within China,” Wingtech chair



