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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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Wave’s ability to rationally design oligonucleotides enables access %PR.SM
to unique disease targets
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Stereochemistry of PS modifications impacts activity of GalNAc-
conjugated siRNA in mice
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WAVE C57BL/6J mice were treated with 6 mg/kg of the indicated siRNA or PBS by subcutaneous (SC) injection on day 0. Serum Ttr protein levels were assessed each week by ELISA
LIFE SCIENCES through the end of the experiment. Liu et al., 2023 Nuc Acids Res. 51(9):4126. GalNAc: N-acetylgalactosamine; siRNA: small interfering RNA




Incorporation of PN chemistry improves GalNAc-siRNA potency
and durability in mice in part by an Ago2 loading advantage

Ago2 loading in liver
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WAVE Left, C57BL/6J mice were treated with indicated dose of siRNA or PBS by SC injection on day 0. Liver Tir mRNA levels were quantified by RT-PCR 1-week later. Stats: 2-way

ANOVA ** p<0.01, **** p<0.0001. Middle, Ago2 loading was quantified by RT PCR from livers in panel A after 1 week of treatment with 2 mg/kg siRNA. Stats: Welch’s 1-way

HIFE SCIENCES ANOVA with post hoc comparisons * p<0.05, **** p<0.0001. Adapted from Liu et al., 2023 Nuc Acids Res. 51(9):4126. Ttr: Transthyretin; Ago2: Argonaute 2.




single administration in mice
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Wave’s new design for GalNAc-siRNA improves durability following

PBS
-o- Reference siRNA'
-o- Previous design siRNA?
-8~ New design siRNA

WAVE "Foster, DJ. et.al. Mol Ther. 2018, 26(3), 708.2Liu W et al., Nucl Acids Res. 2023 51(9) C57BL/6 mice administered PBS or 0.5 mg/kg of siRNA (subcutaneous). Stats: Mixed 2-
LIFE SCIENCES way ANOVA followed by post hoc test comparing prior format siRNA vs. new format siRNA per day derived from linear mixed effects model * p< 0.0001




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

Heterozygous INHBE LoF carriers have favorable traits: Heterozygous INHBE LoF carriers have lower risk of Type 2
lower abdominal obesity, lower triglycerides, higher HDL-c diabetes and CHD
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Silencing liver INHBE mRNA by 250% is expected to recapitulate the healthy metabolic profile of
heterozygous INHBE loss of function (LoF) carriers
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WAVE Akbari et al. Nat Commun. 2022 Aug 23;13(1):4844; Deaton et al. Nat Commun. 2022 Jul 27; 13(1):4319.

LIFE SCIENCES HDL-c: high-density lipoprotein cholesterol; ALT: alanine transaminase; ApoB: apolipoprotein B; CHD: coronary heart diesease




A single dose of INHBE GalNAc-siRNA supports durable weight loss in a
mouse model of diet induced obesity (DIO)

Inhbe mRNA Knockdown Body Weight 84 Days
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C57BI6 DIO mice received a single SC injection of INHBE-00002 or PBS (control) on Day 0 (DO). Left: Inhbe expression in liver was evaluated by RT-qPCR on D4 or D28. Stats:
mean +SEM,% mRNA remaining relative to mean of PBS at DO; 2-way ANOVA, **** p<0.0001 vs. PBS per time point. Right: Mice were weighed twice weekly and sacrificed at
D14, D28, or D84. Stats: Mean body weight change (%) relative to DO +SEM (n=8-24); Linear mixed effects ANOVA, * p<0.05 compared to PBS at timepoint; 3 mg/kg group and
10 mg/kg group were significantly different from PBS between D12-82 and D8-82, respectively.




A single dose of INHBE GalNAc-siRNA leads to weight loss driven by fat

loss without loss of muscle mass
G
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WAVE At ~25 weeks old (Day 0, D0), C57BI6 DIO mice received a single injection of INHBE-00003 or PBS (control). Mice were sacrificed at D14 or D28. Left, Mean body weight change

LIFE SCIENGES (%) from DO +SEM (n=12-18); Stats: linear mixed effects ANOVA with post hoc comparisons of 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, Linear mixed effects ANOVA with post hoc comparisons of
marginal treatment effects versus PBS per tissue type; * p<0.05; ns, nonsignificant.




INHBE GalNAc-siRNA augments semaglutide-induced weight loss in DIO
mice
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WAVE DIO mice received daily SC injections of PBS or semaglutide (10 nmol/kg) for 28 days; PBS on Day 0; or daily semaglutide (10nmol/kg) D0-28 plus SC INHBE-00003 (10 mg/kg) o

(left) DO or (right) D21 and D28. Animals weighed 2x weekly. Stats: Mean weight difference as a % of PBS control on the same day (+SEM, n=10). Left, * p < 0.05 compared to
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semaglutide group. Right, * p < 0.05; ns, nonsignificant; comparisons of mariginal time point effects between D28 and D56 per treatment group.




Preclinical data support potential to use WVE-007 across multiple
treatment settings
WVE-007 is an investigational INHBE GalNAc-siRNA in development for the treatment of obesity
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Summary

* PRISM, our discovery and drug development platform, enabled the development of a new siRNA
chemical design that improves mRNA knockdown durability in mice.

* Applying the new chemical design to our GalNAc-siRNA improves knockdown durability in the
mouse liver.

* INHBE GalNAc-siRNAs lower Inhbe mRNA expression, reduce body weight, and positively impact
body composition in a mouse DIO model.

+ When added on to semaglutide (a GLP-1) treatment, an INHBE GalNAc-siRNA doubled weight loss
and reduced weight regain upon cessation of semaglutide in DIO mice.

- Wave is advancing WVE-007 as a novel, long acting, muscle sparing approach for obesity.
- Preclinical data support potential to use WVE-007 across multiple treatment settings.
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