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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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Modeling hepatotoxicity in vitro

• Overcoming hepatotoxicity 
is a known challenge for the 
development of  therapeutic 
oligonucleotides1

• We aim to develop a 
scalable system for early & 
efficient assessment of 
hepatotoxicity

The Problem In vivo mouse models

• Sensitive model
• Expensive
• Not scalable

1Frazier, Toxicol Pathol 2015

In vitro 2D model

In vitro 3D model
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Stereoisomers have similar pharmacodynamic effects 
but different hepatotoxicity profiles in mice

C57Bl/6 mice were administered 5 mpk oligonucleotide or PBS by subcutaneous injection on days 1, 3, 5 and 8. Liver tissue was collected on day 11. 
Target mRNA was normalized to Hprt1. Data are presented as mean ± sem (n=5). Stats: One-way ANOVA ns not significant, PBS phosphate buffered 
saline, NTC non-targeting control
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3D model identifies acute & long-term cytotoxicity

(Left) H&E stain of 3D model (top) and mouse liver tissue (bottom) 3 days after 5 
mpk dosage at Day 1, 3, 5, 8. NTC: Non-targeting control; Ref: Reference 
hepatotoxic oligonucleotide (Sewing et al., 2016 PLoS One); Stats: One-way 
ANOVA for 2D, Two-way ANOVA for 3D; PBS phosphate buffered saline

PBS NTC Isomer1 Isomer2 Ref

Serum
ALT

(U/L)
43 59 4280 262 2368
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3D hepatic models demonstrate superior in vitro-in 
vivo correlation than 2D model

• 3D models are better correlated 
to in vivo hepatotoxicity than 2D 
models

• Inclusion of NPCs improves in 
vivo correlation compared with 
MEFs

• 3D models may be a sensitive, 
affordable and scalable model 
for predicting hepatotoxicity 

In vitro toxicity data from 2D (left) or 3D (center) models are plotted with respect to in vivo ALT measurements for the same series of oligonucleotides. 
r, Pearson’s r; Hep, hepatocyte; NPC, non-parenchymal cell; MEF mouse embryonic fibroblast
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