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Denecimig (Mim8) significantly reduced annualised bleeding
rate in people with haemophilia A, regardless of inhibitor
status, in phase 3 data published in NEJM

e Published pivotal FRONTIER2 study showed investigational denecimig significantly reduced
annualised bleeding rate compared to prior clotting factor prophylaxis and on-demand
treatment in people with haemophilia A, with or without inhibitors’

e The study evaluated the efficacy and safety of dosing denecimig in adults and adolescents
12 years of age and older once-monthly or once-weekly’

e Novo Nordisk continues to build on its leadership in haemophilia research to help address
unmet needs for people living with this rare and potentially life-threatening condition

Plainsboro, NJ and Bagsvaerd, Denmark, 29 April 29 2026 - Today, the New England Journal of
Medicine (NEJM) published 26-week results from the phase 3 FRONTIER?2 trial evaluating the
efficacy and safety of once-monthly and once-weekly denecimig (Mim8) in adults and
adolescents 12 years of age and older with haemophilia A (congenital Factor VIII (FVIII)
deficiency), with or without FVIII inhibitors. Investigational denecimig is a bispecific antibody
Factor VIIIa (FVIIIa) mimetic, designed for routine prophylaxis to help the body form blood clots.
It is being studied as part of the FRONTIER program across different dosing frequencies, age
groups, and severities for people living with haemophilia A, with or without inhibitors."”

“The prevention and reduction of bleeding episodes is the ultimate goal for people living with
haemophilia A. These results from the FRONTIER2 study provide important data on the
potential of denecimig as a preventive treatment option regardless of haemophilia A severity or
inhibitor status,” said Dr Maria Elisa Mancuso, Senior Consultant in Haematology at the Center
for Thrombosis and Haemorrhagic Diseases, IRCCS Humanitas Research Hospital in Milan, Italy
and lead investigator of the trial. “The publication of the FRONTIER2 study in NEJM
demonstrates both the significance of these findings and how denecimig may help people living
with haemophilia A.”

FRONTIER2 is a phase 3 clinical trial evaluating the efficacy and safety of denecimig for people
with haemophilia A, with or without inhibitors. The study compared 254 adults and adolescents,
12 years and older, receiving once-monthly or once-weekly denecimig injections to those who
received prior clotting factor prophylaxis treatment during the run-in phase or on-demand
treatment.”’

Novo Nordisk Inc. 800 Scudders Mill Road Telephone +1 609-987-5800 US26HRBD00094
US Communications Plainsboro, NJ 08536 April 29, 2026
USA



The FRONTIER2 study measured how many bleeding episodes participants experienced each
year that required treatment. People who received denecimig once-monthly had significantly
fewer bleeding episodes compared to their previous treatments. Specifically, they experienced
nearly 99% fewer bleeds compared to on-demand treatment, and about 43% fewer bleeds than
when using their regular preventive clotting factor therapy.'

Similarly, people who received denecimig once-weekly also had significantly fewer bleeding
episodes. They experienced approximately 96% fewer bleeds compared to on-demand
treatment, and about 54% fewer bleeds than with their previous preventive therapy.'

In the four arms of the study, zero treated bleeds were reported in 64-95% of participants
receiving denecimig, depending on the arm of the trial. In the comparator arms, zero treated
bleeds were reported in 0-37% of participants depending on the arm (0% for the on-demand
arm, 33% for pre-study clotting factor prophylaxis arm now on once-weekly denecimig
treatment, and 37% for pre-study clotting factor prophylaxis arm now on once-monthly
denecimig treatment).’

“With denecimig recently submitted to the FDA through a Biologics License Application, these
NE/M data further underscore its potential as a preventive treatment option that may help
address the persistent unmet needs of people living with haemophilia A, with or without
inhibitors,” said Anna Windle, PhD, Head of Clinical Development, Medical & Regulatory Affairs
at Novo Nordisk US Operations. “The significant reductions in bleeding rates observed

with denecimig demonstrate our commitment to developing innovative medicines with strong
efficacy profiles and help lower treatment burden.”

In the study, denecimig was generally well-tolerated, and no thromboembolic events or clinical
evidence of neutralising anti-denecimig antibodies were reported. Injection-site reactions (ISRs)
were reported by 10% of participants, with ISRs observed for 2.6% of injections."

About Denecimig

Denecimig is an investigational FVIIIa mimetic bispecific antibody designed with the aim to
deliver once-monthly, once-every-two-weeks, or once-weekly dosed prophylaxis for people
living with haemophilia A, with or without inhibitors.>” Denecimig, which is administered
subcutaneously (under the skin), “mimics” the role of Factor VIIla by bridging Factor IXa and
Factor X.2 This action replaces FVIIIa function, which helps restore the body's thrombin
generation capacity, helping blood to clot.’ The use of denecimig in people living with
haemophilia A, with or without inhibitors, is investigational and not approved by any regulatory
authorities worldwide.

In September 2025, Novo Nordisk submitted denecimig for review to the US Food and Drug
Administration (FDA) through a Biologics License Application (BLA), a formal request to evaluate
a biologic medicine.

About haemophilia A
Haemophilia is a rare inherited bleeding disorder that impairs the body's ability to make blood
clots, a process needed to stop bleeding.'® According to the World Federation of Haemophilia, it
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is estimated to affect approximately 836,000 people worldwide, and haemophilia A is estimated
to account for 80-85% of all haemophilia cases.” There are different types of hemophilia, which
are characterized by the type of clotting factor protein that is defective or missing.> Haemophilia
A is caused by a missing or defective clotting Factor VIII (FVIII).2 Some people with haemophilia
A may develop inhibitors, an immune system response to the clotting factors used in
replacement therapy, which can cause treatment to become ineffective.' It has been estimated
that approximately 30% of people living with haemophilia A have inhibitors.™

About the FRONTIER2 trial

FRONTIER2 is a phase 3 clinical trial evaluating the efficacy and safety of denecimig for people
with haemophilia A, with or without inhibitors. The study compared 254 adults and adolescents,
12 years of age and older, receiving once-monthly or once-weekly denecimig injections to those
who received prior clotting factor prophylaxis treatment during the run-in phase or on-demand
treatment, with the primary endpoint being the mean ABR of treated bleeds.’

Of the 254 patients, 246 patients completed the 26-week main phase. Four (2%) were female, 66
(26%) were adolescents (12-17 years of age), 212 (84%) had severe HA, and 31 (12%) had FVIII
inhibitors.!

The FRONTIER program includes FRONTIER1-5 and investigates denecimig as a preventive
bleed treatment across pediatric and adult populations with haemophilia A, with or without
inhibitors.™

About Novo Nordisk

Novo Nordisk is a leading global healthcare company with a heritage of more than 100 years in diabetes care. Building
on this foundation, our purpose is to drive change to defeat serious chronic diseases — from diabetes and obesity to rare
blood and endocrine disorders — by pioneering scientific breakthroughs, expanding access to medicines, and working
to prevent and ultimately cure disease. We are committed to long-term, responsible business practices that deliver
financial, social and environmental value. Headquartered in Denmark and operating in around 80 countries, Novo
Nordisk employs approximately 68,800 people and markets products in roughly 170 countries. In the United States, Novo
Nordisk has a 40-year presence, is headquartered in New Jersey and employs approximately 10,000 people across more
than 10 manufacturing, R&D, and corporate locations in seven states plus Washington, D.C. For more information, visit
novonordisk.com and novonordisk-us.com, and follow us on Facebook, Instagram, X, LinkedIn, and YouTube.
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