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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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Results from SELECT-HD

WVE-003* exceeded our predefined criteria for 230% CSF mHTT
lowering

Confirmed WVE-003’s allele-selective, wild-type HTT sparing
mechanism of action

30 mg Q8W regimen had a safe and tolerable profile

First demonstrated association between mHTT lowering and
slowing of caudate atrophy
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WAVE *Investigational antisense oligonucleotide for the selective lowering of mMHTT
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WVE-003: First-in-class investigational allele-selective, mHTT lowering

oligonucleotide , ,
WVE-003 suppresses mHTT protein expression

by promoting degradation of the transcript
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Molecular Therapy

Preclinical data published in Molecular Therapy Nucleic Acids

Mucleic Acids
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WAVE Iwamoto et al., Mol Ther Nuc Acids 2024 DOI: 10.1016/j.omtn.2024.102246
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SELECTQ HD Adaptive Ph1b/2a randomized, placebo controlled,
double-blind clinical trial designed to rapidly assess WVE-003 in HD

Key eligibility criteria Single-ascending dose phase  Multidose phase Key objectives
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Key study adaptations

+ Expanded single-dose cohorts

¢ Initiated 30 mg Q8W multi-dose cohort

- /
WAVE °

LIFE SCIENCES




Baseline characteristics were generally balanced across cohorts

Single Dose Multidose
Placebo 30m 60 m 90 m Placebo 30 m
Category (N=16) (N=1§) (N=1§) (N=8§); (N=7) (N=16g)
Age at diagnosis (years), mean 38.81 42.31 39.60 45.25 37.43 41.88
Sex, n (%)
Male 10 (62.5) 7 (53.8) 7(70.0) 5(62.5) 5(71.4) 11 (68.8)
Female 6(37.5) 6(46.2) 3(30.0) 3(37.5) 2 (28.6) 5(31.3)
CAG repeat length
Mean (SD) 43.8(2.1)  42.2(1.7)  45.2(4.1)  44.5(1.2) 45 (2.5) 43.5 (2.5)
Min, Max 41,48 40, 45 40, 54 43,47 41,48 40, 48
HD-ISS Stage n (%)
Stage 0 1(6.3) 1(7.7) 0 0 0 0
Stage 1 0 0 0 0 0 0
Stage 2 4 (25.0) 1(7.7) 2 (20.0) 1(12.5) 0 3(18.8)
Stage 3 11 (68.8) 11 (84.6) 8(80.0) 7 (87.5) 7 (100) 13(81.3)
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tolerated

WVE-003

Category

Placebo
n=7 (%) [# events]

30 mg
n=16 (%) [#events]

Patients with at least one TEAE 7 (100) [25] 13 (81.3) [53]
Mild 5(71.4) 6(37.5)
Moderate 2(28.6) 7(43.8)
Severe 0 0
Patients with TEAE related to study drug 0 8(50.0) [20]
Mild 0 3(18.8)
Moderate 0 5(31.3)
Severe 0 0
Patients with severe TEAE related to study drug 0 0
Patient with serious TEAE 0 0
Patients with a serious TEAE related to study drug 0 0

Multidose safety: 30 mg WVE-003 was generally safe and well

Safety Summary

30 mg WVE-003: all AEs mild
or moderate in intensity

AESs balanced across cohorts
for single & multidose phases

Single-dose phase: one
severe & one serious AE in
placebo; one serious AE in 60
mg; one severe AE leading to
withdrawal in 90 mg

Multidose phase: No SAEs;
imbalance in treatment-related
AEs (all mild or moderate)

No statistically significant
elevations in CSF WBCs

Ventricular volume changes
were consistent with natural
history; no cases of
hydrocephalus
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Multiple doses of WVE-003 demonstrated selective, potent, and durable

reduction of mHTT
Poster JO0O5
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Durability of mHTT reductions and PK-PD modeling support quarterly dosing interval

™ 9
WAVE * p<0.05, **p<0.01, ***p<0.001, ****p<0.0001

LIEE SCIENCES mHTT: mutant huntingtin protein; wtHTT: wild-type huntingtin protein




Some CSF NfL elevations observed

CSF NfL
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CSF NfL changes not correlated with severity or number of AEs, change in caudate volume
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WAVE Gray box represents 5-95% range for CSF NfL levels in placebo treated individuals

LIFE SCIENCES  Pplacebo: n=7; WVE-003 30 mg Q8W: n=16 at all time points; ** p<0.01 MMRM




There was a disconnect in NfL changes between plasma and CSF

Plasma NfL
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WAVE Placebo: n=7; WVE-003 30 mg Q8W: n=16 at all time points; * p<0.05, ** p<0.01 MMRM
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Slowing of caudate atrophy associated with mHTT lowering, WVE-003
exposure

Normalized caudate volume MHTT lowering associated with slowing caudate atrophy
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Increasing mHTT lowering

Similar association observed between slowing atrophy and increasing WVE-003 CSF concentration
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WAVE Baseline MRI single-dose day 1-3 MRI; final MRI multidose day 169; Volumes derived through Jacobian integration after normalization in MNI space
LIFE SCIENCES Results are from mixed model repeated measures (MMRM) analysis; CSF mHTT concentration: single-dose baseline, multidose day 141




Some exploratory clinical measures favored WVE-003, not statistically

significant
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SELECT-HD was not powered to show significant changes in clinical measures
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WAVE SWR also showed no changes from placebo/graphics were overlapping

LIFE SCIENCES cUHDRS: composite Unified Huntington’s disease Rating Scale; SDMT: Symbol digit modalities test; TMS: total motor score; TFC: total functional capacity; SWR Stroop Word
Reading




Summary of SELECT-HD results

+ 30 mg WVE-003 dosed every 8 weeks was generally safe and well-tolerated
- AEs all mild or moderate, no SAEs
- Changes in ventricular volume were in line with natural history cohort

« mHTT lowering, wtHTT sparing achieved criteria for advancement of WVE-003

- Mean mHTT reductions up to 46% compared with placebo (P=0.0007)
- Durable mHTT reduction, with mean 44% lowering maintained for at least 12 weeks after dosing

- wtHTT levels were preserved throughout single and multidose phases
- Single, multidose data & modeling support quarterly dosing
* First demonstration of mHTT lowering associated with slowing caudate atrophy

- Slowing of degeneration of a deep brain region (caudate) observed
- Significant associations between slowing degeneration and mHTT lowering, WVE-003 exposure
- Some exploratory clinical measures favored WVE-003 over placebo (e.g., TMS)
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