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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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1Kandasamy et al., 2022, doi: 10.1093/nar/gkac037; 2Kandasamy et al., 2022, doi: 10.1093/nar/gkac018; 3Monian et al., 2022, doi:10.1038/s41587-022-01225-1

Wave’s PRISM® platform capitalizes on new genetic insights and harnesses 
the biological machinery in our cells to modulate RNA expression

• Degradation of RNA transcripts to 
turn off protein production

• Restore RNA transcripts and turn 
on protein production2

• Efficient editing of RNA bases to 
restore3 or modulate protein 
production

Endogenous 
ADAR enzyme

Restored Reading 
Frame

Endogenous 
RNase H1

Endogenous 
AGO2

RISC

Silencing Splicing RNA Base Editing
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Silencing liver INHBE mRNA by ≥50% is expected to recapitulate the healthy metabolic profile of 
heterozygous INHBE loss of function (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

Human genetic data demonstrate that heterozygous INHBE LoF carriers 
have a healthy metabolic profile

Heterozygous INHBE LoF carriers have favorable traits: 
lower abdominal obesity, lower triglycerides, higher HDL-c

Heterozygous INHBE LoF carriers have lower risk of Type 2 
diabetes and CHD

Heterozygous INHBE LoF carriers have no difference in 
liver fat 

Waist to hip ratio 
adjusted for BMI

Serum
triglycerides

HDL-c

ALT

ApoB

Fasting
glucose

Visceral adipose 
(volume by MRI)

Standard Deviations

Reduction (vs.
non carriers)

Elevation (vs. 
non carriers)

0-0.4 -0.2 0.40.2

Type 2 diabetes

Coronary heart disease

Odds Ratio
Lower risk (vs.

non carriers)
Higher risk (vs. 

non carriers)

10.50 0.75 2.01.5

Liver fat

Standard Deviations
Reduction (vs.

non carriers)
Elevation (vs. 
non carriers)

0-0.5 -0.25 0.50.25
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INHBE mRNA

Liver TG

Overnutrition

Lipolysis

Activin E

Obesity

Increased Activin E restricts fat burning in 
chronic overnutrition and increases 

adiposity

Albumin-bound fatty 
acids

TG: triglycerides

INHBE mRNA

Liver TG

Lipolysis

Activin E

Healthy weight

Normal Activin E keeps fat burning low during 
non-fasting periods in healthy weight subjects

Albumin-bound fatty 
acids

Activin E is a lipolysis suppressor that is upregulated in obesity
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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

Release of dimerized INHBE 
subunits creates hepatokine 

Activin E

Binds to and activates 
ACVR1C (ALK7) receptor in 

adipose tissue
Block adipose 

lipolysis

Increased 
abdominal adiposity 

leads to obesity, 
CVD and T2D

GalNAc-siRNA
Diminished activation of 

ACVR1C (ALK7) receptor in 
adipose tissue

Increased adipose 
lipolysis and shrink 

adipocytes

Decreased 
abdominal adiposity 
leads to weight loss, 
reduced risk for CVD 

and T2D

Adipocyte

ALK7

I III II

Activin E

Activin E

Reduced release of 
hepatokine Activin E

How INHBE GalNAc-siRNA might address obesity-associated metabolic 
disease



81 Liu W et al., Nucl Acids Res. 2023 51(9) . Mice on standard chow or HFD at 6 wks old. Left, from 14 wks old (Week 0, W0), mice received 5 weekly subcutaneous (SC) injections of 10mg/kg INHBE-00001 or 
PBS. Weight is shown as % weight gain relative to weight at W0. Stats: Data shown as mean ± SEM, * p <0.05. Weights of visceral fat pads shown as mean ± SEM, *** p < 0.001, **** p < 0.0001. Right, at ~14 
weeks old (Day 0, D0), HFD mice received a single SC injection (3 or 10 mg/kg INHBE-00002 or PBS). Stats: Mean body weight change (%) relative to D0 ±SEM (n=8-24); * p < 0.05 compared to PBS; 3 mg/kg 
group and 10 mg/kg group were significantly different from PBS between D12-82 and D8-82, respectively.

INHBE GalNAc-siRNAs durably suppress weight gain in mice
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At ~25 weeks old (Day 0, D0), C57Bl6 DIO mice received a single SC injection of 3 or 10 mpk INHBE-00003 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, Epididymal visceral adipose (left) and quadriceps muscle (right) 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 10mg/kg INHBE-00003 or PBS. Lean mice were sacrificed on D0; INHBE-00003 or PBS treated animals  sacrificed 
on D28. Left, Representative H&E stained MesWAT tissues 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. One-way ANOVA followed by Tukey HSD post hoc tests; *** p < 0.001, **** p < 0.0001, 

INHBE GalNAc-siRNA decreases adipocyte size in MesWAT of DIO mice
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INHBE GalNAc-siRNA augments semaglutide-induced weight loss in DIO 
mice
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Preclinical data support potential semi-annual or annual dosing of an 
INHBE GalNAc-siRNA across multiple treatment settings 

Monotherapy: provide healthy weight loss with potent 
loss of fat mass and preservation of muscle mass

Add-on to GLP-1s: increase weight loss with GLP-1 
therapy or reduce dose of GLP-1 drugs  

Maintenance: for patients who stop treatment with 
GLP-1 therapy 
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Dosing is ongoing in INLIGHT with clinical data expected in 2H 2025

INLIGHT: Phase 1 trial of WVE-007 in adults living with overweight or 
obesity, otherwise healthy
Randomized, double-blind, placebo-controlled study of ascending doses of investigational WVE-007, a GalNAc-siRNA targeting 
INHBE mRNA

SAD Cohort 5

SAD Cohort 4

SAD Cohort 3

SAD Cohort 2

SAD Cohort 1

Trial Design
• Objective: Assess dose safety, 

tolerability, PK and PD
• Key measurements

- Primary: Safety and 
tolerability 

- Secondary: PK, Activin E
- Exploratory PD:

• Body weight
• Body composition
• Metabolic health
• Biochemical markers

MAD Cohort 1

MAD Cohort 2

MAD Cohort 3

SAD: single-ascending dose; MAD: multi-ascending dose
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Summary

• Preclinical data show that in DIO mice, Inhbe GalNAc-siRNAs:
- lower expression of Inhbe mRNA
- reduce body weight
- positively impact body composition
- double weight loss, when added on to semaglutide
- curtail weight regain upon cessation of semaglutide 

• Preclinical data support potential to use WVE-007 across multiple treatment settings: as a 
monotherapy, as an add-on to GLP-1s, and for weight maintenance after cessation of GLP-1s

• WVE-007 is a novel, long acting, muscle sparing approach for obesity.
- Dosing for the INLIGHT phase 1 clinical trial of WVE-007 in overweight and obesity is ongoing; 

data 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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