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Item 7.01 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, 2024, the Company updated its corporate presentation, which is available on the
“Investors” section of the Company’s website at https://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 and exhibit 99.1 attached hereto 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, 2024

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



SIGNATURES

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/ Kyle Moran

Kyle Moran
Chief Financial Officer

Date: October 1, 2024
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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. Mew 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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Building a leading RNA medicines company

Novel RNA medicines platform (PRISM?®)

@PR]SM * Multi-modal: RNA editing, RNAI, splicing, allele-selective silencing
"+ Best-in-class, clinically-validated oligonucleotide chemistry (PN, stereochemistry)

Differentiated RNA medicines pipeline
WVE-006 in AATD WVE-003 in HD

Strategic collaborations
(GSK and Takeda) runway into 2027*

A E .- Y ficienc L tingh «
u u u ATCx Alpha-1 antitrypsin deficiency DMD: Duchenne muscular dystrophy HD: Huntington's disease
LIFE SCIENCES *Cash run

In-house GMP manufacturing  Strong and broad IP  Well-capitalized with cash

does not include potential future milestones or opt-in payments under GSK and Takeda collaborations



Wave’s best-in-class multi-modal platform
Clinically-validated oligonucleotide chemistry (PN, stereochemistry)

Splicing
Restore RNA transcripts and turn on
protein production

—Ea i
nyu e
Spliceosome
Machinery
(>300 proteins)
—m-—

Restored Reading Frame
for Functional Protein

WVE-N531 (DMD)

[
Editing
Efficient editing of RNA bases to
restore or modulate protein
production

Endogenous
ADAR enzyme

WVE-006 (AATD)

Additional wholly owned editing programs

Silencing
Degradation of RNA transcripts to
turn off protein production

siRNA

Antisense

Endogenoﬁs
RNase H

Endogenous AGO2

WVE-003 (HD) WVE-007 (obesity)




Wave has driven foundational advances in nucleic acid chemistry to expand
platform technologies and develop next generation of RNA therapeutics

Further information can be found in recent platform publications

Silencing (RNase H and Ago2) Splicing Editing

['IE_II[[]'L‘ L
biotechnology

Aeed

Prochncal evikunton of sropuro antsenso

LIFE SCIENC

MVE Fuil list of Wave publications: https/fir, wavelifesciences.comdevents- publ
CES



Proprietary chemistry continues to translate in clinic across modalities,
enabling first-in-class and best-in-class therapies

Therapeutic Preclinical Clinical Clinical
modalities publication translation trial results
L N
Splicing 53% exon skipping, 9.0% mean muscle-adjusted
(WVE-N531 for DMD) 42 pg/g muscle tissue dystrophin; safe and
Proprietary PRISM platform concentrations in & weeks tolerable ..
Stereopure oligonucleotides Allele-selective 35% allele-selective e st Tl
silencing mHTT silencingwith single e
{WVE-003 for HD} dose g0l caudate
atrophy SELECTYHD
Novel backbone modifications
(including PN chemistry)
GalNAc-RNA .
editing Proof-of-mechanism data RestorAATion trial
Novel base and sugar (WWE-D08 for AATD) e i credd(;:fﬁé:{ s g completion
hemistry modifications / siricdiad sl

GalNAc-RNAI Clinical trial initiation
{(WVE-007 for obesity) expected 10 2025



Robust, diversified RNA medicines pipeline including first-in-class

RNA editing programs

IND / CTA Enabling

Clinical

Rights

Patient population

Program Discovery / Preclinical Studies {US & Europe)
RMNA EDITING
SERPINAT (AATD) @ RestorAATion Clinical Program global license 200K
Multiple undisclosad "
ity e @ — 100% global 20K (multiple)
Multiple undisclosed .
s O QD
RMAI
other metabolic disorders 100% global 4
SPLICING
t‘rff["liﬂw FORWARD-52 Trial (Phase 2) 100% global 2.3K
Other exons (DMD) _ 100% global Up to 18K
ALLELE-SELECTIVE SILENCING

Takeda 25K Symptomatic (SNP3)

WVE-003
mHTT (HD) SELECT-HD Trial (Phase 1b/2a) - Trial Completed

50:50 Option

GOK Pre-Symptomatic (SNP3)

@ Edliting bor Corection @ Edlitirmg for wprey




WVE-006 + AlMers

RNA editing
Alpha-1 antitrypsin deficiency (AATD)




WVE-006: GalNAc-conjugated AlMer designed to correct mutant SERPINA1
transcript to address both liver and lung manifestations of AATD

WVE-006 for AATD

SERPINAT Z allele mRMNA encodes Z-AAT protein
with E342K mutation

Edited SERPINAT mRNA enables wild-type M-
AAT protein production

WVE-006 aims to address the large unmet need in AATD

« 200,000 Pi*ZZ patients in US and Europe
= Current standard of care is weekly |V augmentation therapy
* Mo therapies address AATD liver disease

WVE-006 ADAR editing approach to address key goals of AATD treatment:

1) Restore circulating, 2) Reduce Z-AAT protein 3) Retain M-AAT
functional wild-type M-AAT aggregation in liver physiological regulation

RMA correction replaces e
M-AAT reaches lungs to mutant Z-AAT protein with wild- M-AAT secretion into

protect from proteases type M-AAT protein bloodstream



WVE-006 in AATD: First-in-class RNA editing clinical candidate

Potentially comprehensive approach to address both lung and liver manifestations of AATD

Increased AAT protein Confirmed restored Demonstrated functionality
in NSG-PiZ mice wild-type M-AAT protein of M-AAT protein

WWVE-006 treatment results in serum AAT Overall percentages of serum AAT Serum neutrophil elastase
protein levels of up to 30 uM in NSG-PiZ mice protein isoforms in NSG-PiZ mice inhibition activity in NSG-PIiZ mice
(Week 13)
080 g o ZAAT é L b
1880 &;‘ a
E 180 % = o £
Epi 5 4 g0 2
& 1300 € o o)
£ €3 N re Bc >3-fold
Eg 880 ..._E, Fri increase
ssa. [ 20 E E over PBS
™ * 5
200 0 2
PBS WVE-006 -
Pre-Dose Wook 13
B3 Z-AAT Bl M-AAT e PBS & WVE-006

=50% editing supports restoration of MZ phenotype
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WVE-006 decreases lobular inflammation and PAS-D globule size, prevents

increase in hepatocyte turnover

Correction of gain-of-function liver

phenotypes

Lobular inflammation
(N3G PiZ mice, week 13)
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AlMer-directed editing is highly specific in mice

RNA editing only detected at PiZ mutation RNA editing across transcriptome
site in SERPINA1 transcript

PBES « SERPINA1
10000 [ (PIiZ mutation site)
5 5000 | 100% 6000
o 0
@ 54380000 94382000 34388000
@ )
[=] % 4000
o AATD AlMer ]
ppar .
9000 45.2% 8 s000] ==
6000 L]
3000 il e
0 &
54380000 94382000 94388000 0 M Py
B B e e e = 0 10 20 30 a0 50
iting site ' .
PZeomtor) A SERPINAL % Editing

No bystander editing observed on SERPINA1 transcript



RestorAATion-2 underway, proof-of-mechanism data expected in 4Q 2024

RestorAATion-1: Healthy Volunteers Informs dose & dose frequency RestorAATion-2: AATD Patients

Single ascending dose (SAD) = Multiple-ascending dose (MAD]) cohorts

Upto 7 doses

Cohort 3
Cohort 1

Multiple assessments of serum AAT throughout cohort

Study key objectives

Safety and tolerability
Pharmacokinetics
Serum M-AAT levels

13



Multiple RNA editing opportunities to build high-value, wholly owned pipeline
beyond WVE-006

Potential to advance any combination of targets into preclinical development

Hepatic (GalNAc-AlMers) Extra-Hepatic (AlMers)
Target A Target B Target X TargetE TargetF Target G

Approach Upregulation Upregulation Upregulation Correction Upregulation Caorrection
Tissue Liver Liver Liver Liver Kidney Lung
Therapeutic Area Metabolic Metabolic Renal Rare Renal Rare
Estimated
Patients (US and ~90M ~3M ~170K ~17K ~B5K ~5K
Europe)

* |dentifying new targets using proprietary “Edit-Verse”, which is powered by genetic datasets and deep
learning models

+ Advancing work for a diverse set of undisclosed targets addressing areas of high unmet need, including
both rare and prevalent diseases

WAVE‘ 14



Strategic collaboration with GSK to develop transformative
RNA medicines

Collaboration Mameiz? global Advance up to eight ExpandWave’s
Highlights potential for GSK collaboration S Eetine

WVE-006 for AATD programs

+ $170 million upfront’

SR ——— Wave to advance up to
. o Up to $525 million in Up to $2.8 billion in
Add 'Flonal research total milestones and total milestones and ol Sl
funding o , collaboration programs
tiered royalties on net tiered royalties on 5 R
sales net sales (ETIEINTET ?SK g
. consent)
* Potential forup to
$3.3 billion in
milestones? b v v v
%ﬂ $20 million milestone $12 million aggregate INHBE is Wave’s first
+ Leverage GSK’s %‘ with first individual dosing initiation payment for wholly owned program
expertise in genetics E _ _ GSK’s selection of two emergmgfron_‘n GSK
and genomics & RestorAATion-2 trial programs to advance collaboration
b underway (AATD patients)




WVE-007 (INHBE program)

GalNAc-siRNA silencing

Obesity and other metabolic disorders




Potential for best-in-class siRNA enabled by Wave’s PRISM® platform
T

14 = U dented 2 loading i it d . . .
s Research nprecedented Ago?2 loading increases potency an Next-generation siRNA results in

durability of silencing following administration of
Impact of Stéreo| chib ric backboné chémistrie: . .
on the :M:ncy .’.'.‘é':m&‘ﬁ.fa; gene :::nclng by 4 single subcutaneous dose more potent and durable silencing
RMA interferance

HSD17B13 mRNA ) Ago2 luading ) MNext generation siRNA enhances
(liver, transgenic mice) e (liver, transgenic mllce} knockdown of serum Ttr protein
1259 W 2 Wk7 | Wk14 1269
o I v &
E ¥ 100+ i s
£E " g = 0
® T B w
Ed 754 b a8
£5 r o 19
o = 5 Fa
~ 50+ 4 -
%0 E= 50
EQ E £
o T 254 @ - * - & 25 Next-gen
w sIRNA
v T T T T T T T 1
0 2 4 6 8 10 12 14 16 T T T T rrrrrrr1
Time (weeks) 0 5 10 15 20 25 30 35 40 45 50
o Aavn Firet dRr Day
e WRctsnes ¢ \;f:-::r ——_— — Reference — \Wave first gen - FBS -+ Firsl gen siRNA
SiRNA -+ Benchmark ~#= Haxt gen siRNA

siRNA silencing is one of multiple Wave modalities being advanced in strategic research collaboration with GSK
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Supported by human genetics, WVE-007 (INHBE GalNAc-siRNA) expected to
drive healthy, sustainable weight loss

L
INHBE silencing expected to induce fat loss, Distinct pathway as compared to GLP-1s
while maintaining muscle mass
* Silencing INHBE gene by = 50% is expected to recapitulate ¥ Weight loss with no impact on muscle mass’

the healthy metabolic profile of INHBE loss of function v Preferential reduction of visceral fat

(LoF) carriers, including:"##
¥" No suppression of general reward system?

¥ Reduced waist-to-hip ratio v Reduced serum :
¥ Reduced odds ratio of type 2 triglycerides ¥ No loss of appetite
diabetes and coronary artery v Elevated HDL-¢ iy i . P
disease by >25% GalNAc-siRMA enables infrequent dosing; 1 -2x/year

* INHBE (Inhibin BE) expressed primarily in liver and gene
product (activin E) acts on its receptor in adipose tissue*

«  Lowering of INHBE mRNA promotes fat burning (lipolysis)
and decreases fat accumulation (adiposity)>©

Wave's INHBE siRNA program may address these

limitations and / or work complementarily with GLP-1s

Obesity is estimated to impact 174M adults in the US and Europe

18
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WVE-007 has Wave’s next generation siRNA format and best-in-class profile
with infrequent dosing

INHBE program: Data from DIO mouse model supports best-in-class profile and potential use
of WVE-007 in multiple treatment settings

v Highly potent (ED50 < 1mg/kg) and durable silencing following one, low-single-digit dose,
supporting every-six-month or annual dosing

v Monotherapy: Weight loss similar to semaglutide with no loss of muscle mass and a reduction
in fat mass, with preferential effect to the visceral fat (consistent with profile of INHBE LoF
carriers in human genetics)

v Add-on to GLP-1s: When administered as an add-on with semaglutide, a single dose of Wave's
INHBE GalNAc-siRNA doubled the weight loss observed with semaglutide alone and this effect
was sustained throughout the duration of the study

v Maintenance: Curtailed rebound weight gain upon cessation of semaglutide

Expect to initiate clinical trial for WVE-007 in 1Q 2025

WAVE
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WVE-NS531

Splicing

Duchenne muscular dystrophy




Urgent need for improved therapeutic options for the treatment of DMD

Duchenne is a devastating and fatal disease

= Genetic mutation in dystrophin gene prevents the production of
dystrophin protein, a critical component of healthy muscle function

* Impacts ~1 /5,000 newborn boys annually; ~20,000 new cases annually
waorldwide

- ~8-10% are amenable to exon 53 skipping

- Potential for Wave to address up to 40% of DMD with additional exon skipping
therapeutics

Multiple urgent unmet needs

* Need for therapies delivering more consistent dystrophin expression,
as few patients today achieve dystrophin >5% of normal

* Opportunity to extend dosing intervals beyond weekly standard of care
to alleviate burden for patients and caregivers

* Need to reach stem cells and distribute broadly to muscle tissues to
potentially enable muscle regeneration and impact respiratory and Boy living with DMD
cardiac function

WAVE !
Duan, D. et al. 2021 Nat Rewv Dis Primers 7, 13; Muscular Dystrophy Association; Aartsma-Rus, et al. 2009 Hum Mutat 30, 253




FORWARD-53: An ongoing potentially registrational open-label Phase 2
clinical trial of WVE-N531 in boys with DMD amenable to exon 53 skipping

: 10 mg/kg Q2W
Screening 5 i $1Q Safety Follow-up
A A A
= Baseline functional f’““l;_l't'e';i'r'l."“"-, = Muscle biopsy after 24 * Muscle biopsy after 48
assessments ] analysis ! weeks of treatment weeks of treatment
Lanayss . Functional assessments * Functional assessments

]
Key Assessments:

+ Safety and tolerability

+ Muscle biopsies after 24 and 48 weeks of treatment
PK: Drug tissue concentrations
PD: Exon-skipping, Dystrophin level (% of normal) as assessed by Western Blot

* Functional outcome measures

+ 11 participants enrolled, including two from prior Part A clinical trial
Pre-specified analyses in ambulatory patients



Results of interim analysis: WVE-N531 has potential to be the best-in-class
therapeutic for exon 53 DMD

C ] Highly consistent dystrophin expression C J Muscle delivery and extended dosing

across patients intervals
* 9.0% muscle-content adjusted dystrophin (5.5% = Skeletal muscle tissue concentrations of WVE-N531:
unadjusted), quantified from two isoforms that are ~41,000 ng/g
consistent with Becker patients who display milder -« WVE-N531 tissue half-life of 61 days supports
disease monthly dosing
* 8% of patients over 5% of normal (muscle-content + Preclinical data suggests WVE-N531 is translating in
adjusted) heart and diaphragm

C ) Evidence supporting improved C j Safe and well tolerated

muscle health

* Improvement in serum biomarkers for muscle health * No SAEs
* Localization of WVE-N531 in myogenic stem cells + No discontinuations
* Improvemnent in myofiber regeneration * No oligonucleotide class effects

Expect to receive feedback from regulators on pathway to accelerated approval and deliver 48-week
FORWARD-53 data in 1Q 2025

23
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WVE-N531 was safe and well tolerated

WAVE

WVE-N531
10 mg/k
TEAE Category g/kg
n=11
Patients (%)
Any TEAE 10 (90.9)
Any drug-related TEAE 3(27.3)
Mild 3(27.3)
Moderate 0
Severe 0
Any serious TEAE 0
Any severe TEAE 0
Any TEAE leading to discontinuation 0
Any TEAE leading to death 0

No Serious Adverse Events and no oligonucleotide class-related events

24



Industry-leading muscle tissue concentrations and exon skipping
L N

Muscle tissue concentrations Exon skipping
:D;' 60,0004 100 4
e ~41,000 ng/g
- — BD-
@ ? 57%
£ 40,0004 pa
5 5
g £ 607
E L-'+]
5 = 404
o 20,0004 2
5 2
ih}
g £ 201
B
=
£ 0

Tissue half-life of 61 days supports monthly dosing

MVE Muscle tissue concentrations and exon skipping n=11; <41,000 ng/g = =5,5060 nM
CES

LIFE SCIEN



WVE-N531 was localized in myofiber nuclei and myogenic stem cells

Mag: 20

7

Myocyte nuclei
containing
WVE-N531 (red)

In-situ hybridization for WWVE-N531

Mag: 40x

WVE-N531 uptake in myofiber nuclei WVE-N531 uptake in myogenic stem cells

Stars denote
4 - an injured
;'ﬁj myofiber
% = ) - Stem cell
" ¥ s containing
» e WVE-N531
f & /j Mag: 40x
ey W 4
‘ 3 _i-’ 4':.’;;
L ..'. mF ! s
L .
I .
Y &
& W
s _:‘I e P Mag: 20x
Dual staining utilizing in-situ hybridization for WVE-N531 and PAX7
immunohistochemistry for stem cells
26



Dystrophin expression of up to 14% with high consistency across participants

Percentage dystrophin expression across each patient
| after 24 weeks of treatment

MHC Narmalized Dystrophin (% normal)

13.9%

Subject

hin Adjusted for M le Co
Il ovevosninAciuseator uscte Conten + Mean 9.0% absolute muscle content

. Dystraphin Unadjusted for Muscle Content adjusted dystrophin

* Mean 5.5% absolute unadjusted
dystrophin

» Dystrophin expression was
guantified from two isoforms
consistent with those observed in
Becker patients who display milder
disease

5% threshold

89% of ambulatory participants achieve muscle content-adjusted dystrophin levels of at least 5%

WAVE' .

LIFE SCIENC

ES

of biopsy section); Graph shows all

Excluded from prespecified mean analysis of ambu atients; |
patients (incleding non-ar v wil

27
& using the formula: MHC -normislized dystrophind(total myofiber areaftotal area
; dystrophin measured by Western Blot (AB15277)




WVE-N531 in skeletal muscle likely to underrepresent activity in heart and

diaphragm

£
o0
o
=
o
3
(m]

Skeletal

.__'_—:-\
NS\

Preclinical data:

dKO: Dystrophin restoration < ~9% ~12% ~17%

cardiac and respiratory
functional improvements

. WVE-N531 muscle tissue
NHEResE L4 2.17 57.2 10.8

= Higher dystrophin in heart
and diaphragm, survival benefit

=> Greater exposure in heart
and diaphragm

28



Unlocking Wave’s best-in-class exon skipping portfolio

DMD Population

Mot Amenable to
Skipping

Other Exons

* Data for exons 51, 44, 52, 45
demonstrate potential for even
greater dystrophin expression

* Opportunity to address up to
40% of population

* Expectto engage regulatorsona
platform trial design that
incorporates multiple exons

29



WVE-003

Allele-selective silencing

Huntington’s Disease




Huntington's disease is a devastating neurological disorder caused by a toxic
gain of function and concurrent loss of function

* HDis a monogenic autosomal HD-ISS stage probability and predicted clinical landmark
changes as a function of age

dominant genetic disease; fully
penetrant and affects entire brain

Putamen ©_TFC Mg
A valume

* Nocurrent disease modifying o
therapies for HD

Caudate ¥

= volume

» Characterized by cognitive decline, 3 o5
psychiatric illness, and chorea; : Stage0 Stage 1
ultimately fatal 251

* Expanded CAG tripletrepeatin HTT
gene results in production of mutant e T : ; P T T T p;
huntingtin prﬂtein (mHTT:l and loss of Age (year Adapted from Tabrizi 2022
function in wild-type huntingtin >200,000 patients with HD across all disease states

protein (wtHTT)

Pre-Symptomatic HD Symptomatic HD

(~160K in US and Europe) (~65K in US and Europe)

An allele-selective, wtHTT-sparing approach is uniquely suited to address HD across all stages of disease

N




Wild-type HTT (wtHTT) is critical for normal neuronal function and loss of
wtHTT contributes to cellular dysfunction

Mutant HTT has a detrimental effect on wild-type Wild-type HTT is crucial for cilia health
HTT function
+ Lowering mHTT is expected to restore physiological * Inthe ahsptnce of wtHTT, ciliogenesis fails, disrupting CSF
control over HTT gene expression and relieve its flow, causing hydrocephalus

detrimental effect on wtHTT function

Trafficking Ventricle

C5F flow i
Gene exprassion — - Cl]lla
Q DNA repair Y Y P f =
i MNeuronal repair
@ (HTD) —> | ‘& regeneration
D Ciliogenesis Ependymal cell

Sequestered Mitosis Brain tissue
wild-type HTT csF

—

Only an allele-selective approach can ameliorate both loss-of-function and gain-of-function
disruptions driven by mHTT



Allele-selective lowering of mutant HTT protein of up to 46% with three doses
of WVE-003 and preservation of wild-type HTT

Durability of mHTT reductions supports potential for quarterly dosing intervals

Mutant HTT protein levels

2.004

Mutant Huntingtin Protein (fM) -
Geometric Mean Ratio to Baseline +/- SE
e X = - -
=] o b (4] ~J
o (=] {4, ] (=] L4

L L | L L

——Placebo
—=—WVE-003 30 mg

S

mHTT
/\ reduction
i S 3

B

0.50 -,

Dose of
WVE-003

WAVE

113 141 169

Day

57 85

29

]
A

197

Wild-type HTT protein levels

2.00

b ——Placebo
= ~=—WVE-003 30 mg
Lo 1757
s=
I
8% 1.50]
= m
o
c8

[=]
,55""13 1.254
=
Sc
I3
Dz 100‘—
D‘ -
= Preservation
= £ 0.751 ofwitiiL
=35

]

]

0.50, , , , , i i i
Doseof ] 20 57 8 113 141 169 197
wve-003 A A Day A
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WVE-003 leads to allele-selective mHTT reduction, correlating with slowing of
caudate atrophy

Allele-Selective mHTT
KD with wtHTT

Slowing of Caudate

Functional Benefit

. Atroph
Preservation B
= mHTT reduction of up to *  WVE-003 trended towards * Caudate atrophy is an
46% vs. placebo less caudate atrophy vs. imaging biomarker expected
placebo (4.68% vs. 5.10%, to predict clinical

*  wtHTT preserved/increased St ) )
throughout study not significant) outcomes, including

clinically meaningful
worsening of Total Motor

Greater allele-selective mHTT Score (TMS)

reduction correlated with the
slowing of caudate atrophy at 24
weeks (R =-0.50, p=0.047)



Preservation of caudate volume offers an efficient pathway for potential
accelerated approval for HD

Draft study design: * Randomized, placebo controlled clinical study
Adults with SNP3 and HD Stage 1-2
Registrational study powered to show impact on + N=~150
caudate atrophy + 12-18 months duration
Allele-selective mHTT Slowing caudate atrophy Clinical outcomes
reductions
SRR
i vMRIimaging marker for |
G 4 ; >

i accelerated approval |

Expect feedback from regulators on path to accelerated approval by year-end 2024
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Anticipated upcoming milestones
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Wave is poised for significant and sustained growth

AATD
WVE-006

DMD Obesity
WVE-N531 WVE-007 (INHEE)
Exon 53
’ N
) Add’'l GalNAc liver
W;EF,USM Add L Exons A.dd L AlMer Programs SiRNA programs
(GalMNAc liver and
extra-hepatic)

Add’l SNPs

Wave’s platform is translating in the clinic; AATD proof-of-mechanism data expected in 4Q 2024
and initiation of clinical trial for WVE-007 (INHBE) expected in 1Q 2025
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