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Forward-looking statements

This document contains forward-looking statements. All statements other than statements of historical facts contained in this 
document, including statements regarding possible or assumed future results of operations, preclinical and clinical studies, business 
strategies, research and development plans, collaborations and partnerships, regulatory activities and timing thereof, competitive 
position, potential growth opportunities, use of proceeds and the effects of competition are forward-looking statements. These 
statements involve known and unknown risks, uncertainties and other important factors that may cause the actual results, performance 
or achievements of Wave Life Sciences Ltd. (the “Company”) to be materially different from any future results, performance or 
achievements expressed or implied by the forward-looking statements. In some cases, you can identify forward-looking statements by 
terms such as “may,” “will,” “should,” “expect,” “plan,” “aim,” “anticipate,” “could,” “intend,” “target,” “project,” “contemplate,” 
“believe,” “estimate,” “predict,” “potential” or “continue” or the negative of these terms or other similar expressions. The forward-
looking statements in this presentation are only predictions. The Company has based these forward-looking statements largely on its 
current expectations and projections about future events and financial trends that it believes may affect the Company’s business, 
financial condition and results of operations. These forward-looking statements speak only as of the date of this presentation and are 
subject to a number of risks, uncertainties and assumptions, including those listed under Risk Factors in the Company’s Form 10-K and 
other filings with the SEC, some of which cannot be predicted or quantified and some of which are beyond the Company’s control. The 
events and circumstances reflected in the Company’s forward-looking statements may not be achieved or occur, and actual results 
could differ materially from those projected in the forward-looking statements. Moreover, the Company operates in a dynamic industry 
and economy. New risk factors and uncertainties may emerge from time to time, and it is not possible for management to predict all risk 
factors and uncertainties that the Company may face. Except as required by applicable law, the Company does not plan to publicly 
update or revise any forward-looking statements contained herein, whether as a result of any new information, future events, changed 
circumstances or otherwise.
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Kandasamy et al., 2022, doi: 10.1093/nar/gkac037; Kandasamy et al., 2022, doi: 10.1093/nar/gkac018; Monian et al., 2022, doi:10.1038/s41587-022-01225-1
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Silencing INHBE mRNA in hepatocytes by ≥50% is expected to recapitulate the healthy 
metabolic profile of heterozygous INHBE LoF carriers

Akbari et al. Nat Commun. 2022 Aug 23;13(1):4844; Deaton et al. Nat Commun. 2022 Jul 27
HDL-c: high-density lipoprotein cholesterol; ALT: alanine transaminase; ApoB: apolipoprotein B; T2D: type 2 diabetes; CHD: coronary heart disease

Human INHBE loss of function (LoF) variant 
carriers have a healthy metabolic profile
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INHBE mRNA
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1. Cell Reports (2018) 25, 1193–1203; 2. Biochemical Journal (2024) 481 547–564; 3. PNAS 2023 Vol. 120 No. 32 e2309967120; 4. Nat Commun 2022. https://doi.org/10.1038/s41467-
022-32398-7; 5. Nat Commun 2022. https://doi.org/10.1038/s41467-022-31757-8

GalNAc-siRNA
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obesity-associated metabolic disease
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At ~25 weeks old (Day 0, D0), C57Bl6 diet induced obesity (DIO) mice received a single SC injection of 3 or 10 mg/kg (mpk) INHBE-03 or PBS (control). Left, Mean body weight change (%) 
from D0 ±SEM (n=12-18); Stats: marginal treatment effects versus PBS per timepoint; * p < 0.05. Right, a single epididymal white adipose tisse (epiWAT) fat pad and quadriceps muscle 
(Quad) were collected and weighed on D28. Stats: Mean weight (g) ±SEM, post hoc comparisons of marginal treatment effects versus PBS per tissue type; * p < 0.05; ns, nonsignificant.
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At 23 weeks old (D0), DIO C57Bl6 received a single SC injection of 10mpk INHBE-03 or PBS. Lean mice were sacrificed on D0; INHBE-03 or PBS treated animals sacrificed on D28. Left, 
Representative H&E stained Mesenteric white adipose tissue (MesWAT) . Scale bar: 100 µm. Right, Mean ±SEM MesWAT adipocyte diameter, calculated from H&E stained sections, using 
ImageJ Adiposoft plugin. One representative field of view was analyzed per animal. Each data point represents one animal. One-way ANOVA followed by Tukey HSD post hoc tests; *** p < 
0.001.

Inhbe knockdown decreases adipocyte size in 
mesWAT of DIO mice
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10At 25 weeks old (D0), DIO C57Bl6 received a single SC injection of 3 or 10 mg/kg INHBE-03 or PBS. Animals were sacrificed on D56. Representative images (5X) from F4/80, 
CD11C, or CD163 stained epididymal WAT tissues with values similar to the group mean.Scale bar: 100 µm. Mean ±SEM of percent stain-positive area, calculated from F4/80-, 
CD11C-, or CD163-stained sections from n=6 mice, using HALO image analysis platform. Each dot represents an individual mouse. One-way ANOVA with Tukey multiple 
comparison test. ***p<0.001, *p<0.05, ns=non-significant

Inhbe GalNAc-siRNA reduces pro-inflammatory 
Mᶲ recruitment in epiWAT of DIO mice

0.0

0.2

0.4

0.6

0.8

1.0

%
F4

/8
0 

po
si

tiv
e 

ar
ea

✱

INHBE-03

PBS 3 mpk 10 mpk

DIO-PBS
3 mpk 

INHBE-03
10 mpk 

INHBE-03

Macrophages (Mᶲ) (F4/80)

0.00

0.05

0.10

0.15

0.20

0.25

%
CD

11
c 

po
si

tiv
e 

ar
ea

✱✱✱

✱

INHBE-03
PBS 3 mpk 10 mpk

DIO-PBS
3 mpk 

INHBE-03
10 mpk 

INHBE-03

Pro-inflammatory (M1) 
Mᶲ (CD11c)

0.00

0.02

0.04

0.06

0.08

0.10

%
CD

16
3 

po
si

tiv
e 

ar
ea

ns

ns

INHBE-03
PBS 3 mpk 10 mpk

DIO-PBS
3 mpk 

INHBE-03
10 mpk 

INHBE-03

Anti-inflammatory 
(M2) Mᶲ (CD163)



11

Semaglutide + 
INHBE-03 
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Treatment with Inhbe GalNAc-siRNA augments 
semaglutide-induced weight loss in DIO mice
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At 27 weeks old (d0), DIO C67Bl6 received daily SC injections of PBS (for 28 days),  as single dose of INHBE-03, daily semaglutide (for 28 days), or a single dose of INHBE-03 + daily 
semaglutide (for 28 days). Mice were sacrificed on D28. Inhbe expression in liver was evaluated by RT-qPCR. Stats: Left, middle: Data analyzed by 1-way ANOVA followed by Tukey’s HSD 
post-hoc comparisons on log2-transformed data; * p<0.05. n=7 or 8/group.

Activin E protein is lowered by Inhbe GalNAc-
siRNA but minimally affected by GLP1-RA
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Summary
• Preclinical data show that in DIO mice, Inhbe GalNAc-siRNAs:

- Lower Inhbe mRNA and induce weight loss mainly through reduction of fat mass
- Reduce pro-inflammatory macrophage recruitment in adipose tissue
- Double weight loss, when added on to semaglutide
- Curtail weight regain upon cessation of semaglutide 

• Preclinical data suggest that Inhbe GalNAc-siRNAs and GLP1-RAs induce weight loss 
in mice primarily through independent mechanisms

• Wave is advancing investigational WVE-007, an INHBE targeting GalNAc-siRNA, as a 
novel, long-acting, muscle-sparing approach for treatment of obesity

- Data from the ongoing INLIGHT phase 1 study expected in second half 2025
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Selected Wave publications: PMC10201370, PMC9092894, PMID 35256816, PMC9177980, PMC9178015, PMC7870851, PMC7804567, PMID 28829437, DOI: 
10.1016/j.omtn.2024.102246; DOI: 10.1093/nar/gkae681; DOI: 10.1093/nar/gkae681 
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