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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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PRISM enables practical approach to RNA editing
without need for viruses or exogenous protein

Wave ADAR-editing oligonucleotides Alternative Base-Editing Systems
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PRISM platform enables rational drug design

Sequence Chemistry

B: bases R: 2’ modifications
Sequence
X: backbone chemistry
Phosphodiester (PO),

A T C, mC, G, U,
other modified bases
Stere“hem's"y phosphorothioate (PS),

Stereochemistry

Chiral control of nitrogen-containing
any stereocenter backbone modifications
(PN)

Backbone modifications
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GalNAc-conjugated and unconjugated
oligonucleotides support efficient RNA editing
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WAV E Left: Primary hepatocytes (NHP) were treated with GalNAc-conjugated oligo. Middle: GalNAc-conjugated oligo was administered once daily on days 1-5.
Liver biopsies were collected on days 7 and 50. Right: Unconjugated oligo was administered once on day 1. Tissue biopsies were collected on day 8.
LIFE SCIENCES NHP nonhuman primate; ACTB B-actin; mpk mg/kg; SC subcutaneous; oligo A-to-I editing oligonucleotide
Stats: *p<0.05; **p<0.01; ***p<0.001; ****p<0.0001; all comparisons to PBS-treated group by t test




Humanized ADAR1 mouse

Expression in hepatocytes
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WAV E Western blots showing expression of ADAR1 and GAPDH proteins in the indicated tissue

Left: Protein extracts from human hepatocytes, C57BI/6 or hADAR1 mouse liver; Right: Protein extracts from cerebellum (Cereb), pons/medulla
LIFE SCIENCES (pons/med), cortex (Ctx), midbrain (Mbrn), or human iCell neurons (iNeurons)




Humanized ADAR mouse model editing similar to
editing in NHPs

Editing UGP2 in liver Editing UGP2 Editing SRSF1
3-days post-dose 1-week post-dose 1-week post-dose
(GalNAc conjugate) (Unconjugated) (Unconjugated)
407 60 C57BI6 60 C57BI6
c o =) . ® hADAR = ® hADAR
-IE’ 30_ ....................................... :I: [— ;E, - .
~ 20- tu — S I
Q 8‘_ B A L e "
S O 20 — %g0 oz 20 -
10 = W &
O\O O ® o b Raht A b R N R L E
R X i
0__ s
01— e 0

Qg)@ﬂ\' S & P

™ Left: GalNAc-conjugated oligo was administered by SC injection to hADAR mice once daily on days 1-3. Liver biopsies were collected on day 8.
WAVE Middle/Right: For the unconjugated AIMer, a single 100 mg/kg SC dose was administered on day 1. Tissue biopsies were collected on day 8. UGP2 UDP-

LIFE SCIENCES glucose pyrophosphorylase 2; SRSF1 serine and arginine rich splicing factor 1
- o Stats: *p<0.05; **p<0.01; ***p<0.001; ****p<0.0001 by t test




Oligonucleotides direct editing throughout CNS of
hADAR mouse

Editing in CNS of hADAR mouse
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hADAR: human ADAR; UGP2: Glucose Pyrophosphorylase 2; CNS: central nervous system; Editing observed across all tested tissues of human-ADAR-

WAV E transgenic mice by intracerebroventricular (ICV) injection. 5 mice in each group were injected with PBS or a single 100 ug dose on day 0. Animals were
necropsied on day 7. RNA was harvested and editing measured by Sanger sequencing. UGP2 UDP-glucose pyrophosphorylase 2; ACTB B-actin

Stats: *p<0.05; **p<0.01; ***p<0.001; ****p<0.0001; all comparisons to PBS-treated group by t test (P values Bonferroni corrected)
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Wave ADAR editing oligonucleotides are highly

specific

RNA editing within ACTB transcript
(human hepatocytes)
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WAV E Human hepatocytes were dosed with 1um oligonucleotide, 48 hours later RNA was collected and sent for RNA sequencing.
RNAseq conducted using strand-specific libraries to quantify on-target ACTB editing and off-target editing in primary human

LIFE SCIENCES hepatocytes; plotted circles represent sites with LOD>3




Summary

- Stereopure oligonucleotides, generated with PRISM, promote RNA editing with
endogenous ADAR enzymes in cellular and animal models

« GalNAc-conjugated and unconjugated oligonucleotides elicit robust editing in primary
hepatocytes and liver of NHP and hADAR mice

* There are species-specific differences in ADAR enzymes, and editing in hADAR mouse is
similar to editing observed in NHPs

- Oligonucleotides targeting distinct transcripts support editing throughout CNS of hADAR
mouse after a single dose
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