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Check the appropriate box below if the Form 8-K filing is intended to simultaneously satisfy the filing obligation of the registrant under any of the following provisions (see General Instruction A.2. below):

· Written communications pursuant to Rule 425 under the Securities Act (17 CFR 230.425)

· Soliciting material pursuant to Rule 14a-12 under the Exchange Act (17 CFR 240.14a-12)

· Pre-commencement communications pursuant to Rule 14d-2(b) under the Exchange Act (17 CFR 240.14d-2(b))

· Pre-commencement communications pursuant to Rule 13e-4(c) under the Exchange Act (17 CFR 240.13e-4(c))

Indicate by check mark whether the registrant is an emerging growth company as defined in Rule 405 of the Securities Act of 1933 (§230.405 of this chapter) or Rule 12b-2 of the Securities Exchange Act of 1934 (§240.12b-2 of this chapter).

Emerging growth company ☐

If an emerging growth company, indicate by check mark if the registrant has elected not to use the extended transition period for complying with any new or revised financial accounting standards provided pursuant to Section 13(a) of the Exchange Act. ☐
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Item 7.01[image: ]	Regulation FD Disclosure.

From time to time, Wave Life Sciences Ltd. (the “Company”) presents and/or distributes slides and presentations to the investment community to provide updates and summaries of its business. On October 1, 2020, the Company updated its corporate presentation, which is available on the “For Investors & Media” section of the Company’s website at http://ir.wavelifesciences.com/. This presentation is also furnished as Exhibit 99.1 to this Current Report on Form 8-K.

The information in this Item 7.01 is being furnished and shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”), or otherwise subject to the liabilities of that Section, nor shall it be deemed incorporated by reference into any registration statement or other filing under the Securities Act of 1933, as amended, or the Exchange Act, except as shall be expressly set forth by specific reference in such filing.

Item 9.01	Financial Statements and Exhibits.

(d)	Exhibits

The following exhibit relating to Item 7.01 is furnished and not filed:

Exhibit
No.	Description

99.1	Corporate Presentation of Wave Life Sciences Ltd. dated October 1, 2020

104	Cover Page Interactive Data File (embedded within the Inline XBRL document)

SIGNATURES[image: ]

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned hereunto duly authorized.

WAVE LIFE SCIENCES LTD.

By: /s/ Paul B. Bolno, M.D.
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Paul B. Bolno, M.D.

President and Chief Executive Officer

Date:	October 1, 2020
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Forward-looking statements

This document contains forward-looking statements. Al statements other than statements of historical facts contained in this
document, including statements regarding possible or assumed future results of operations, preciinical 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.

WAVE
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Building a leading genetic medicines company
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PRISM has unlocked novel and proprietary advances
in oligonucleotide design
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Innovative pipeline led by neurology programs
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Huntington’s disease: a hereditary, fatal disorder
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Importance of wild-type huntingtin (wtHTT) in HD

Huntington’s disease (HD) may be caused by a dominant gain of function
in mutant HTT and a loss of function of wtHTT protein
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Nature publication contributes to weight of
evidence on importance of wild-type huntingtin
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Increasing evidence on the importance of
wtHTT in HD pathogenesis, CNS and systemic health
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Wild-type HTT in the cortex appears critical for striatal

health
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Wave approach: novel, allele-selective silencing
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WVE-120101: Selective reduction of mHTT
mRNA and protein
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PRECISION-HD clinical trials

Two Phase 1b/2a clinical trials for WVE-120101 and WVE-120102
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Three allele-selective HD programs

Potential to address ~80% of HD patient population
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WVE-003 (SNP3) approaching clinical development
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WVE-004
Amyotrophic Lateral Sclerosis (ALS)
Frontotemporal Dementia (FTD)
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C90rf72 repeat expansions: A critical genetic
driver of ALS and FTD
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C9-ALS and C9-FTD: Manifestations of a
clinical spectrum
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C9orf72 repeat expansions: Mechanisms of
cellular toxicity
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C9orf72 targeting strategy spares C9orf72 protein
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PN backbone chemistry: Improved potency

Neuro

among C9orf72-targeting oligonucleotides in vivo

sEns o L e

%C90rf72 V3 transcript remaining

<
'

€90rf72 compounds

& PS/PO backbone
[ PS/PO/PN backbone

o-
T T [ o W | R T R T |

03 10 30 100 03 10 30 100

Exposure (1g/g9) Exposure (1g/g)

Mice received 2 x 50 ug ICV doses on days 0 & 7; MRNA from spinal cord and cortex quantified by PCR (Taqman assay) 8 weeks late. Oligonuceatide
concentrations quantiied by hybridization ELISA. Graphs show robust best it ines with 95% confidence intervals (shading) for PK-PO analysis.





image34.png
WVE-004: Potent and selective knockdown of

repeat-containing transcripts in vitro
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WVE-004: Potent and selective knockdown of

repeat transcripts and DPRs in vivo
Incorporates PN modified backbone chemistry
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WVE-004 reaches target brain regions and
cell types in vivo
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Durable knockdown of repeat transcripts
in vivo after 6 months in spinal cord and cortex
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WVE-004: Durable knockdown of DPRs in vivo
after 6 months in spinal cord and cortex
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WVE-004 proof-of-concept study to include
both ALS and FTD patients
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PRISM
PRISM platform enables rational drug design
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Rational design using PN chemistry backbone VAPRISM
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PRISM enables optimal placement of backbone ~yA\PRISM
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PRISM platform has unlocked ADAR editing

Target ADAR Edited

Oligonucleotide
RNA RNA

Delivery

Oligonucleotide establishes
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« A-to-I editing is one of most common post-transcriptional modifications
+ ADAR is ubiquitously expressed across tissues, including liver and CNS

WAVE

Nishikura, K. A-to editng of coding and non-coding RNAS by ADARs. Nat. Rev. Mol. Cell Biol. 2016; Picardl,E. et a. rofiing RNA editing n human
tissues: towards the inosinome Atias. Scientific reports 5, 14941, doi: 10.1038/srep14941 (2015).
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PRISM enables practical approach to RNA
editing without need for viruses or exogenous protein
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Advantages of Wave ADAR-mediated RNA editing

platform

« Fully chemically modified to increase
stability in vivo

Chemically + Chirally-controlled backbone to maximize
modified in vitro activity

- + PN backbone modification chemistry
+ No immunogenicity from improves editing efficiency

exogenous proteins Wave

« Reduced off-target effects! platform

- GalNAc-conjugated for targeted
delivery into liver

+ No requirement for AAV /
nanoparticles

) y for PRISM platform
WAVE

FNCES ichen et al. Bochemistry 2019
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ADAR amenable diseases represent a
sizeable opportunity

Potentially pathogenic human SNPs by
base pair corrections
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RNA editing opens many new therapeutic

applications

Restore protein function

Modify protein function

Protein upregulation

+ Fix nonsense and missense
mutations that cannot
be splice-corrected

- Remove stop mutations

- Prevent protein misfolding and
aggregation

Examples:
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PN chemistry improves editing efficiency

PN backbone modification increased both potency and editing efficiency in vitro

ACTB editing in primary human hepatocytes
using GalNAc-mediated uptake
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Significant ADAR editing demonstrated in

vitro in NHP and primary human hepatocytes

ACTB GalNAc-conjugated oligonucleotides with stereopure PN chemistry modification
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Efficient ADAR editing translated in vivo in

non-human primate study

+ Up to 50% editing efficiency observed at Day 7, 2 days post last dose
+ Substantial and durable editing out to at least Day 50, 45 days post last dose
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ADAR editing

Sustained editing in vivo in non-human
primates after 45 days

Efficient and potent editing of ACTB demonstrated with Sanger sequencing
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ADAR editing is highly specific

Coverage
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Efficient and potent editing observed in
neurons and astrocytes
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Opening the door to ADAR editing in CNS
First in vivo study in proprietary transgenic model yields efficient editing across all tissues

In vivo CNS editing in proprietary hADAR transgenic mouse
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RNA editing design applicable across targets

ro RNA Ed|
Human Hepatocytes

- Editing achieved across several
distinct RNA transcripts

2

- Supports potential for
technology to be applied across
variety of disease targets

Percentage A - G editing

First ADAR editing program in hepatic indication expected to be announced in 2020

WAVE' s s s ermacon otrece o s in - Symesa oicaions (veamines 2020 S st ol e





image61.png
Ophthalmology
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Stereopure oligonucleotides for inherited
retinal diseases (IRDs)

Wave ophthalmology opportunity
+ Oligonucleotides can be administered by intravitreal
(IVT) injection; targeting twice per year dosing

« Stereopure oligonucleotides open novel strategies in
both dominant and recessive IRDs; potential for
potent and durable effect with low immune response

Successful targeting of MALAT1 is a surrogate
for an ASO mechanism of action

+ Widely expressed in many different cell types

+ Only expressed in the nucleus Intravitreal injection

WAVE  Sources: Diger s, etal. i Genet. 2013;84:132-141, Wong C, et o. Biostaistc, 2016; DOL: 10,1093 biostatistcs/ 0. Athanasiou , et al.
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Durable Malatl knockdown through 9

months with PN chemistry

~50% Malatl knockdown at 36 weeks in the posterior of the eye
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Usher Syndrome Type 2A: a progressive
vision loss disorder

- Autosomal recessive disease characterized by
hearing loss at birth and progressive vision
loss beginning in adolescence or adulthood
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Potent USH2A exon 13 skipping with

stereopure compound in vitro and ex vivo

Enhanced potency over a
stereorandom reference compound (in vitro)
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Allele-selective reduction of SNP-containing
allele for adRP associated with Rhodopsin P23H mutation

Retinitis pigmentosa (RP): group of rare, genetic eye disorders resulting in progressive photoreceptor cell
death and gradual functional loss; currently no cure

~10% of US autosomal dominant RP cases are caused by the P23H mutation in the rhodopsin gene (RHO)

Mutant P23H rhodopsin protein is thought to misfold and co-aggregate with wild-type rhodopsin, resulting in a
gain-of-function or dominant negative effect in rod photoreceptor cells
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Anticipated upcoming Wave milestones

omn

Huntington’s disease ADAR editing

- 4Q 2020: Initiate clinical development with @ 11 vivo ADAR-mediated RNA editing data
CTA filing of SNP3 program August 2020: Additional in vivo ADAR

- 1Q 2021: PRECISION-HD2 data from 32 mg editing data at Research webcast

cohort and data from OLE trial + 2020: Announce first ADAR editing program
+ 1Q 2021: PRECISION-HD1 data, including 32 in a hepatic indication
mg cohort, and data from OLE trial

ALS and FTD PRISM platform updates in 2020
- 4Q 2020: Initiate clinical development with 0 Research webcast held August 25
CTA filing of C90rf72 program in ALS and FTD (introduced PN chemistry)
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