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Following a single subcutaneous 240 mg dose, WVE-007 (INHBE GalNAc-siRNA) improved body composition at three months compared to baseline,
with a 9.4% reduction in visceral fat (p=0.02), a 4.5% reduction in total body fat (3.5 lbs; p=0.07), and a 3.2% increase in lean mass (4.0 lbs; p=0.01),
with no statistically significant changes in the placebo group

Sustained and robust suppression of serum Activin E supports expectations for continued improvements in body composition, further fat loss, and
preserved muscle, with once or twice-yearly dosing

Generally safe and well tolerated with only mild treatment related adverse events and no clinically meaningful changes in clinical laboratory
measurements, including lipid profiles or liver function tests

Planning underway for Phase 2 trials evaluating WVE-007 both as a monotherapy and an add-on therapy to incretins in populations with higher BMI
and related co-morbidities, and as maintenance post-incretin treatment

Further clinical data updates expected in 1Q 2026, including six-month follow-up from the 240 mg single-dose cohort and three-month follow-up from
400 mg single-dose cohort

Investor conference call and webcast at 8:30 a.m. ET today

CAMBRIDGE, Mass., Dec. 08, 2025 (GLOBE NEWSWIRE) -- Wave Life Sciences Ltd. (Nasdaq: WVE), a clinical-stage biotechnology company
focused on unlocking the broad potential of RNA medicines to transform human health, today announced positive interim data from the lowest
therapeutic cohort of the ongoing first-in-human INLIGHT trial evaluating WVE-007, an investigational INHBE GalNAc-siRNA using Wave’s proprietary
SpiNA design, for the treatment of obesity. In this interim assessment, a single 240 mg dose of WVE-007 led to an improvement in body composition
characterized by reductions in total and visceral fat mass at three months and an increase in lean mass. There was also a favorable safety profile as
well as durable reductions in serum Activin E that support potential once or twice-yearly dosing.

These results add to a growing body of data supporting the silencing of INHBE and its downstream protein product (Activin E) as a therapeutic
approach to obesity with strong evidence from human genetics. Individuals who have a protective loss-of-function variant in one copy of the INHBE
gene have a healthier body composition and cardiometabolic profile, including less visceral fat and lower risk of developing type 2 diabetes and
cardiovascular disease. Importantly, visceral fat on its own is closely associated with many diseases, including cardiometabolic disorders.

“Today’s update demonstrates the tremendous potential of WVE-007 to transform the obesity treatment paradigm, addressing the biggest
disadvantages of GLP-1s: fat loss at the expense of muscle, poor tolerability, including GI and other side effects, along with frequent dosing. After only
three months at our lowest therapeutic single dose of WVE-007, we are observing fat loss that exceeded our expectations and is on par with GLP-1s
without their associated impact on muscle loss, and a compelling safety and tolerability profile. Our data also continue to support the potential for once
or twice a year dosing. We have multiple opportunities in the near-term to assess the impact of longer exposure and higher doses on fat loss, lean
mass preservation, and body weight change,” said Paul Bolno, MD, MBA, President and Chief Executive Officer at Wave Life Sciences. “These data
affirm WVE-007’s significant potential to provide a meaningful treatment for the over one billion people living with obesity, as a once to twice-yearly
monotherapy, add-on therapy to incretins, or maintenance therapy post incretin treatment, and planning for Phase 2 trials in these settings is
underway.”

The INLIGHT clinical trial is a randomized, placebo-controlled (3:1) Phase 1 study of otherwise healthy individuals living with overweight or obesity,
BMI between 28 and 35 kg/m2, and HbA1c of less than 5.9. The study does not include any diet or exercise modifications. As of the data cut-off date,
INLIGHT has enrolled over 100 individuals. Today’s update includes the three-month follow-up from the single subcutaneous 240 mg dose cohort in 32
individuals with an approximate mean baseline BMI of 32 kg/m2. Results reported are from the prespecified statistical analysis plan.

From baseline, a single dose of WVE-007 improved body composition and led to a 9.4% reduction in visceral fat (p=0.02), a 4.5% reduction
in total body fat (3.5 lbs; p=0.07), and a 3.2% increase in lean mass (4.0 lbs; p=0.01) as measured by DEXA scan at Day 85. No statistically
significant changes from baseline in these parameters were observed in the placebo group (0.2% reduction in visceral fat, 0.5% reduction in total body
fat, 2.3% increase in lean mass). From the perspective of change in body weight (or total mass) from baseline, the loss of total fat was offset by the
gain in lean mass (primarily consisting of muscle) at this interim assessment in this patient population. When adjusting for placebo, a single dose of
WVE-007 led to a 9.2% reduction in visceral fat, a 4.0% reduction in total fat mass, a 0.9% increase in lean mass, and a 0.9% decrease in total mass
from baseline as measured by DEXA.



Consistent and durable serum Activin E reductions continue to be observed across participants and support WVE-007’s potential for once
or twice-yearly dosing. Maximum reductions in serum Activin E of 78% were observed 43 days post a single 240 mg dose. Mean reductions of
greater than 75% were maintained at least up to Day 85, the end of the current data cut.

WVE-007 continues to be generally safe and well tolerated to date up to 600 mg. There were no discontinuations, and no severe or serious
treatment emergent adverse events (TEAEs). All TEAEs were mild or moderate, and all treatment-related adverse events were mild. There were no
clinically meaningful changes in clinical laboratory measurements, including lipid profiles or liver function tests.

“I am encouraged by Wave’s early clinical results, which suggest a promising new approach to obesity and metabolic health treatment. The data
indicate meaningful reductions in body fat, particularly targeting harmful visceral fat, while preserving lean mass,” said Angela Fitch, MD, FACP,
co-founder and Chief Medical Officer at knownwell, former co-director of the Massachusetts General Hospital Weight Center, faculty at Harvard
Medical School, and former president of the Obesity Medicine Association. “A therapy delivered once or twice a year has the potential to dramatically
improve access, adherence, and long-term outcomes. In clinical practice, we emphasize that the goal is to become leaner, not simply lighter. Obesity
treatment is about health gains, not weight loss, and Wave’s emerging therapy has the potential to make these goals a reality in a way that could
fundamentally reshape longitudinal obesity and cardiometabolic disease care.”

Anticipated upcoming clinical updates
The INLIGHT clinical trial is ongoing with the 240 mg (n=32), 400 mg (n=32), and 600 mg (n=32) cohorts fully dosed. In the first quarter of 2026, Wave
expects to deliver further follow-up (six-month) from the 240 mg single-dose cohort, as well as three-month follow-up data from the 400 mg single-dose
cohort. In the second quarter of 2026, Wave expects to deliver six-month follow-up data from the 400 mg single-dose cohort and three-month follow-up
data from the 600 mg single-dose cohort.

Wave is actively planning for Phase 2 trials evaluating WVE-007 as both a monotherapy and an add-on therapy to incretins in populations with higher
BMI and related co-morbidities, and as a maintenance therapy post-incretin treatment.

Investor Conference Call and Webcast
Wave will host an investor conference call today at 8:30 a.m. ET to review the INLIGHT Phase 1 interim clinical data. A webcast of the conference call
can be accessed by visiting “Investor Events” on the investor relations section of the Wave Life Sciences website: https://ir.wavelifesciences.com
/events-publications/events. Analysts planning to participate during the Q&A portion of the live call can join the conference call at the audio-
conferencing link here. Once registered, participants will receive the dial-in information. Following the live event, an archived version of the webcast
will be available on the Wave Life Sciences website.

About WVE-007
WVE-007 is an investigational GalNAc-siRNA that utilizes Wave’s best-in-class proprietary oligonucleotide chemistry and the company’s Stereopure
interfering Nucleic Acid (SpiNA) next generation siRNA design. WVE-007 is designed to silence INHBE mRNA, an obesity target with strong evidence
from human genetics. Individuals who have a protective loss-of-function variant in one copy of the INHBE gene have a healthier body composition and
cardiometabolic profile, including less visceral fat and lower risk of type 2 diabetes or cardiovascular disease. In preclinical models, INHBE
GalNAc-siRNA led to adipocyte shrinkage, fewer pro-inflammatory macrophages, less fibrosis, and improved insulin sensitivity in visceral adipose
tissue, supporting potential for metabolic improvement. As an add-on to semaglutide, Wave’s GalNAc-siRNA doubled weight loss in mice and

https://www.globenewswire.com/Tracker?data=laeFj3mFp-HyilOsFUde62x_Lpw5LnMogbSfjRwweiJ9tWAGoPqOFe34QjRkVKJjeSJoNqf6CkBqKgUPokaiMAWziNi73ZjjTdOdMhfK15llidJDYoL5EkMdZs64Sf0Zb_o4vCAoEF-NTBQTr5gOb8yyoCDA5PtK5Xy-RK1ZRXYl4VFwCi3CVE0052wbtqzGnL5WaiU5B9ulVsMcM-s_qKPXqxHNHW5HccfuYZmLN60INCN6LM-aHqS2Ma35-eMlO6mBIEsVJVXxb2StdRsQUoLAB44UrQGBG_3zeWMRrLS3OPNWhWymEnFPPUJbeZEk58sze4HDMk2NmH9MjphgJeTRIIxYcQM_m1RqIhdVyMWKY7WhRmxgxcRAlXHpIlWkBWXtzfA001eydAdXg4I7Ky4fHqEcjvrP3wW6NWTV3d1Y0NDbTsauak0DPB9qjwXz
https://www.globenewswire.com/Tracker?data=7K3WJi8L3oUz9B6P0qrxAONynkUTNWuPGQG1wwH6J1Q2xzf21reWaZcobX2ocpXKfyFpGXZbaZfq2BqfNcaA9cFaYk2rN81C4YourwC6f9q9bhY2JJ6UCvE0s5wojn_nVNYcsRlYaapujvEqAlt72U2MdWoTQ0QMW6OgrDV0lk4=


Figure

prevented weight regain upon cessation of semaglutide.

About the INLIGHT Clinical Trial
INLIGHT is an ongoing, first-in-human clinical trial (3:1 active: placebo) evaluating WVE-007 in adults living with overweight or obesity and assesses
safety, tolerability, pharmacokinetics, Activin E, body weight and composition, and biomarkers of metabolic health. INLIGHT is currently ongoing at
multiple trial sites, including in the US.

About Wave Life Sciences
Wave Life Sciences (Nasdaq: WVE) is a biotechnology company focused on unlocking the broad potential of RNA medicines to transform human
health. Wave’s RNA medicines platform, PRISM®, combines multiple modalities, chemistry innovation and deep insights in human genetics to deliver
scientific breakthroughs that treat both rare and common disorders. Its toolkit of RNA-targeting modalities includes editing, splicing, RNA interference,
and antisense silencing, providing Wave with unmatched capabilities for designing and sustainably delivering candidates that optimally address
disease biology. Wave’s diversified pipeline includes clinical programs in obesity, alpha-1 antitrypsin deficiency, Duchenne muscular dystrophy, and
Huntington’s disease, as well as several preclinical programs utilizing the company’s broad RNA therapeutics toolkit. Driven by the calling to
“Reimagine Possible,” Wave is leading the charge toward a world in which human potential is no longer hindered by the burden of disease. Wave is
headquartered in Cambridge, MA. For more information on Wave’s science, pipeline and people, please visit www.wavelifesciences.com and follow
Wave on X and LinkedIn.

Forward-Looking Statements
This press release contains forward-looking statements concerning our goals, beliefs, expectations, strategies, objectives and plans, and other
statements that are not necessarily based on historical facts, including statements regarding the following, among others: the anticipated initiation, site
activation, patient recruitment, patient enrollment, dosing, generation and reporting of data and completion of our clinical trials, including interactions
with regulators and any potential registration based on these data, and the timing and announcement of such events; our understanding of the dose
levels and dosing frequency of our therapeutic candidates; our understanding of the safety profile of our therapeutic candidates; our expectations for
our clinical candidates and the anticipated therapeutic benefits thereof; the potential of WVE-007’s mechanism (INHBE GalNAc-siRNA) as a novel and
unique obesity treatment to improve body composition, induce fat loss, preserve muscle, and drive weight loss; the potential for WVE-007 as both a
monotherapy and an add-on therapy to incretins in populations with higher BMI and related co-morbidities, and as maintenance post-incretin
treatment; the anticipated benefits of our therapeutic candidates and pipeline, as well as status and progress of our programs relative to potential
competitors, including WVE-007 and its potential to improve metabolic health and transform the obesity treatment paradigm; the protocol, design and
endpoints of our clinical trials; the future performance and results of our programs in clinical trials; our expectations with respect to how our preclinical
and clinical data successes to date may predict the behavior of our compounds in humans, predict success for our future therapeutic candidates,
future clinical data readouts and further validate of our platform; patient population estimates related to our therapeutic candidates and the potential
addressable market that our therapeutics may address; our ability to design compounds using various modalities and the anticipated benefits of that
approach; the breadth and versatility of our PRISM drug discovery and development platform; the expected benefits of our stereopure oligonucleotides
compared with stereorandom oligonucleotides; the potential benefits of our RNA editing capability, including our AIMers, compared to others; the
potential benefits of our emerging pipeline of siRNAs (SpiNA) compared to others; the benefits of RNA medicines generally; the potential for certain of
our programs to be best-in-class or first-in-class; our ability to translate genetic insights into high impact medicines; our expectations on the company’s
future growth. The words “may,” “will,” “could,” “would,” “should,” “expect,” “plan,” “anticipate,” “intend,” “believe,” “estimate,” “predict,” “project,”
“potential,” “continue,” “target” and similar expressions are intended to identify forward-looking statements, although not all forward-looking statements
contain these identifying words. Any forward-looking statements in this press release are based on management's current expectations and beliefs
and are subject to a number of risks, uncertainties and important factors that may cause actual results to differ materially from those indicated by these
forward-looking statements as a result of these risks, uncertainties and important factors, including, without limitation, the risks and uncertainties
described in the section entitled “Risk Factors” in Wave’s most recent Annual Report on Form 10-K filed with the Securities and Exchange Commission
(SEC), as amended, and in other filings Wave makes with the SEC from time to time. Wave undertakes no obligation to update the information
contained in this press release to reflect subsequently occurring events or circumstances.
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Placebo-adjusted body composition at 12 weeks from each of the Phase 1 INLIGHT clinical trial and the Phase 2 BELIEVE clinical trial
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