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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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Backbone 
modification (X)

Phosphodiester Phosphorothioate Phosphoramidate diester

Stereochemistry Not chiral Chiral Chiral

Charge Negative Negative Neutral

Depiction

PRISM backbone 
modifications

Expanding repertoire of backbone modifications 
with novel PN backbone chemistry

Molecule structure illustrative of backbone modification patterns

Backbone linkages

PSPO PN

PO/PS

PO/PS/PN

Phosphoryl guanidine 
x-ray structure

Stereorandom
PS backbone Rp
PS backbone Sp PN backbone Sp

PN backbone Rp
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PN chemistry increases potency in vitro 10-fold

iCell neurons were treated with increasing concentrations of oligonucleotide. MALAT1 RNA was normalized to SRSF9. Mean ± sd are shown, n=3 per 
concentration. Half maximal effective concentrations (EC50) are calculated with GraphPad Prism software.
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PN-1 backbone improves cellular potency without 
impacting RNase H activity

(Middle) Biochemical RNase H assays performed on MALAT1 RNA-oligonucleotide duplex. Mean ± sem are shown, n=3 per time point. (Right) iCell
neurons were treated with increasing concentrations of oligonucleotide. MALAT1 RNA was normalized to SRSF9. Mean ± sd are shown, n=2 per 
concentration. Half maximal effective concentrations (EC50) are calculated with GraphPad Prism software.
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• PN-1 matches stereopure PS in RNase H assay

• PN-1 increases potency 10-fold over stereopure PS in neurons

10-fold
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PN-1 chemistry increases potency and 
durability in mouse CNS for multiple targets

(Left) Mice received a single 100 g ICV injection (n=3 per group). Relative percentage Malat1 expression (normalized to Hprt1) is shown for the 
indicated tissues 10-weeks post-dose. Stats: 1-way ANOVA. (Right) C9BAC mice received 2 x 50 g ICV injection (n=7 per group). C9orf72 V3 is 
normalized to Hprt1. Stats: 2-way ANOVA *P<0.05, **P<0.01, ***P<0.001, ****P<0.0001 PBS, phosphate buffered saline

Low dose leads to Malat1 and C9orf72 knockdown in CNS
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• PN-1 increases potency and durability throughout CNS

• Application of PN-1 to WVE-004 (C9orf72) extended duration to 

at least 6 months

Spinal cord Cortex


