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Forward-Looking Statements

Statements contained in this document and any accompanying presentation regarding matters, events, statistics, or clinical or financial results that may occur in the future are “forward-looking
statements” within the meaning of the Private Securities Litigation Reform Act of 1995. Such statements include, but are not limited to, statements regarding the potential benefits of Ixo-vec as a
treatment of wet AMD, including the potential best-in-class product profile, clinical activity, favorable safety profile and long-term benefit including quality of life benefits; plans and milestones
related to Adverum’s product candidates, clinical studies and trials, and regulatory filings; the therapeutic potential of Adverum’s product candidates; the potential of Ixo-vec to transform the
treatment paradigm for patients with wet AMD; the potential of ixo-vec to be a One-And-Done™ IVT injection; the potential of ixo-vec to address the unmet need of patients with wet AMD; the
design of Adverum’s clinical trials and anticipated timing of completion; the potential of Ixo-vec to meaningfully and sustainably reduce treatment burden while providing robust and durable
disease control; and other statements containing the words “anticipates,” “may,” “potential,” “will” and similar expressions, all of which are based on certain assumptions made by Adverum on
current conditions, expected future developments and other factors Adverum believes are appropriate under the circumstances. Adverum may not consummate any of these plans or these
product, clinical development, process development, manufacturing, or regulatory goals in a timely manner, or at all, or otherwise carry out the intentions or meet the expectations or projections
disclosed in its forward-looking statements, and you should not place undue reliance on these forward-looking statements. Actual results and the timing of events could differ materially from those
anticipated in such forward-looking statements as a result of various risks and uncertainties, which include, without limitation, the risk that Adverum’s resources will not be sufficient for Adverum
to conduct or continue planned development programs and planned clinical trials, the risk that preliminary or interim data from Adverum’s clinical trials may change as more patient data become
available, the risk of a delay in the enrollment of patients in Adverum’s clinical studies or in the manufacturing of products to be used in such clinical studies, risks and uncertainties inherent in the
product development and the regulatory approval process, the results of clinical trials not always being predictive of future clinical trials and results, the potential for future complications or side
effects in connection with use of Ixo-vec, manufacturing and distribution risks of Ixo-vec that may result in additional costs or delays, Adverum's reliance on third parties to conduct ongoing and
planned clinical trials, which could delay clinical development and be unsuccessful, the risk that Adverum will not be able to successfully develop, manufacture, or commercialize any of its product
candidates and the risk that Adverum will be delayed in receiving or fail to receive required regulatory approvals. Additional risks and uncertainties facing Adverum are set forth under the caption
“Risk Factors” and elsewhere in Adverum’s Securities and Exchange Commission (SEC) filings and reports, including Adverum’s most recent Quarterly Report on Form 10-Q for the quarter ended
September 30, 2025, filed with the SEC on November 12, 2025, and subsequent filings with the SEC. All forward-looking statements contained in this document speak only as of the date on which
they were made. Adverum undertakes no obligation to update such statements to reflect events that occur or circumstances that exist after the date on which they were made, except as required
by law.

This document contains, and any accompanying presentation may contain, estimates, projections and other information concerning Adverum’s industry, business and the markets for certain drugs,
including data regarding the estimated size of those markets, their projected growth rates and the incidence of certain medical conditions. Information that is based on estimates, forecasts,
projections or similar methodologies is inherently subject to uncertainties and actual amounts may differ materially from amounts reflected in this information. Unless otherwise expressly stated,
Adverum obtained this industry, business, market and other data from reports, research surveys, studies and similar data prepared by third parties, industry, medical and general publications,
government data and similar sources believed to be reliable, but the accuracy or completeness of such information is not guaranteed by, and should not be construed as representations made by,
Adverum.

The safety and efficacy of Ixo-vec for the treatment of wet AMD have not been established. Ixo-vec has not been approved for any use by any regulatory authority, including the US FDA.

ADVERUM



Ixo-vec: A Potentially Transformative Therapy for Wet AMD

IXo-vec
Gene therapy designed to preserve vision
with a single intravitreal injection

Q

s

Single intravitreal Gold standard vector Transgene encoding Biofactory approach for
injection in routine office for IVT gene therapy aflibercept, a clinically durable therapeutic
setting validated anti-VEGF protein levels

3 AMD, age-related macular degeneration; IVT, intravitreal.



Observations from OPTIC and LUNA Informed Phase 3 Trials

ARTEMIS enrollment completed”

Population: Previously treated wet AMD patients with a high anti-VEGF injection burden

OPTIC

Gene Therapy in NnAMD
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OPTIC Phase 1 Study (N=30) Extension Study

Corticosteroid Prophylaxis
Oral prednisone, 13 days Key | Safety and tolerability
2E11 vg/eye Topical difluprednate, 6 weeks Outcomes | Change from baseline in BCVA and CST

6E11 vg/eye

Supplemental anti-VEGF injections

Population: Previously treated wet AMD patients with a high anti-VEGF injection burden

1-year Outcomes i 2-year Outcomes 5-year Outcomes
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LUNA Phase 2 Study (N=60) Extension Study

Corticosteroid Prophylaxis

Ixo-vec
/

Difluprednate 22 weeks + oral prednisone 10 wks Key | Safety and tolerability
2E11 vg/eye Ozurdex IVT + difluprednate after week 4 + prednisone oral 10 weeks* Outcomes Change from baseline in BCVA and CST
6E10 vg/eye Randomized 2:1 local versus local + oralt

Supplemental anti-VEGF injections

4 *Target enrollment (N=284) achieved. TProtocol amended early in study to include difluprednate starting at week 4 to match the taper in difluprednate regimens; if initiated after week 4 visit, difluprednate may be adjusted to a
longer interval at the discretion of investigator in consultation with medical monitors (n=6 did not receive difluprednate as part of prophylaxis). BCVA, best corrected visual acuity; CST, central subfield thickness; IVT, intravitreal.



Phase 1 OPTIC Trial

2E11 vg/eye: Marked and sustained reduction in treatment burden (4-year results)

BCVA and CST Maintained Through 4 Years
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5 *Cataract surgery. BCVA, best corrected visual acuity; CST, central subfield thickness.

OPTIC

Gene Therapy in nAMD

Sustained Reduction in Injection Burden

Mean annualized injections

12 - Cumulative Annualized Reduction
9.9 . .

84% 81% 84% 86%

Prior Year 1 Year 2 Years 3 Years 4 Years

Well Tolerated Through 4 Years

No hypotony, vasculitis, retinitis, choroiditis, or vascular
occlusions

Inflammation was dose dependent, did not impact vision and,
when present, was responsive to local corticosteroids

100% of inflammation resolved by year 1

DATA CUT-OFF: 21AUG2024



Ixo-vec Demonstrated Durable Therapeutic Levels After One Injection e LUNA

Overlapping expression patterns across all 3 doses & 6E10 vg/eye consistent with higher doses OPTIC

Gene Therapy in NAMD

Early aflibercept levels are predictive of long-term protein expression

100,000
_ NHP studies suggest aflibercept levels are ~ 7x higher in the back of the eye!
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In OPTIC, all subjects tested had quantifiable aqueous humor aflibercept levels (one subject had levels above and below the limit of quantification [BLOQ, 25 ng/mL] at multiple time points). In LUNA, 32 of 38 subjects (84%) had quantifiable aqueous humor
aflibercept levels; the subjects with aflibercept concentrations BLOQ included subjects at both doses who remained injection free or experienced treatment burden reduction. Measurements BLOQ of the assay or within 8 weeks of supplemental aflibercept
injections are not shown. LUNA protocol revised to stop collection of aqueous humor samples. 1. Kiss S et al. Mol Ther Method Clin Dev 2020;18:345-353.

DATA CUT-OFF: OPTIC 21AUG2024, LUNA 29AUG2024



Observations from OPTIC and LUNA Informed Phase 3 Trial Design

Population: Previously treated wet AMD patients with a high anti-VEGF injection burden
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LUNA Phase 2 Study (N=60) Extension Study

Corticosteroid Prophylaxis

! Difluprednate 22 weeks Key | Safety and tolerability
vg/eye i . .
Ozurdex IVT + difluprednate after week 4 Outcomes | Change from baseline in BCVA and CST
6E10 vg/eye . R
Supplemental anti-VEGF injections
7 *Protocol amended early in study to include difluprednate starting at week 4 to match the taper in difluprednate regimens; if initiated after week 4 visit, difluprednate may be adjusted to a longer interval at the discretion of

investigator in consultation with medical monitors (n=6 did not receive difluprednate as part of prophylaxis). BCVA, best corrected visual acuity; CST, central subfield thickness; IVT, intravitreal.



Demographics and Baseline Characteristics

LUNA evaluated Ixo-vec in nAMD patients with a high injection burden

6E10 vg/eye 2E11 vg/eye
Characteristics N=30 N=30
Mean (SD) age, years 75.4 (8.2) 77.7 (7.4) 76.6 (7.8)
Female, n (%) 16 (53) 18 (60) 34 (57)
Race, n (%)

White 27 (90) 28 (93) 55 (92)
Asian 2(7) 2(7) 4 (7)
Mean (SD) years since nAMD diagnosis in study eye 3.0(2.9) 3.0(3.1) 3.0(2.9)
Mean (SD) annualized anti-VEGF injections in prior year 10.2 (1.7) 10.0 (3.3) 10.1 (2.6)
Mean (SD) BCVA, ETDRS letters 72.9 (8.8) 71.8 (6.4) 72.3(7.7)
Mean (SD) CST, um 360.6 (112.0) 340.5 (119.3) 350.6 (115.2)

Phakic lens status, n (%) 11 (37) 11 (37) 22 (37)

A total of 49 [82%)] participants completed the year 2 study visit (n=26 [87%] and n=23 [77%] in the 6E10 and 2E11 groups, respectively). BCVA, best corrected visual acuity: CST, central subfield thickness;

ETDRS, Early Treatment Diabetic Retinopathy Study; nAMD, neovascular age-related macular degeneration; SD, standard deviation; VEGF, vascular endothelial growth factor.
DATA CUT-OFF: 29AUG2025



Sustained Anatomic Control and Visual Acuity Through 2 Years
Robust and durable clinical activity observed in both dose groups

Least Squares Mean Change in Central Subfield Thickness (CST)

150 -
o ~e—-6E10 (n=30) —e—2E11 (n=30)
c 100 -
=
(8]
O E
NS N SRS ST VRO, SO SR, S SRR ST AU S S e S
~ Q0
c
]
S -100 -
2
_150 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]

36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100 104

Week

0 4 8 12 16 20 24 28 32

Least Squares Mean Change in Best Corrected Visual Acuity (BCVA)

LS Mean (95% Cl)

Change at 2 Years

9.8 (-10.7, 30.2)
6E10 vg/eye

-14.8 (-36.2, 6.6)
2E11 vg/eye

~e—6E10 (n=30) —e—2E11 (n=30)

h o u

LS Mean (95% Cl) change
in BCVA, ETDRS Letters
_-
o

1
[EY
u

36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100 104

Week

0 4 8 12 16 20 24 28 32

& Transient fluctuations in BCVA observed in year 2 may have been influenced by cataract progression/surgery. Least squares means are based on Mixed Model Repeated Measures (MMRM) including dose group, baseline value, visit and visit dose group.

LS Mean (95% Cl)
Change at 2 Years

2E11 vg/eye
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Robust and Consistent Reduction in Injection Burden
46%—61% of participants received <1 injection cumulatively through 2 years

High Need Population: Total Injections (2 Years)

A 4

46% 61%

of participants received of participants received
<1 injection through <1 injection through
2 years 2 years

6E10 vg/eye 2E11 vg/eye

10 n=26 (6E10 vg/eye) and n=23 (2E11 vg/eye).

DATA CUT-OFF: 29AUG2025



Robust and Consistent Reduction in Injection Burden o LUNA
75%-100% of participants with lower treatment burden received <1 injection cumulatively through 2 years™

Low Burden Population: Total Injections (2 Years)

/N 4

75% 100%

of participants received of participants received
<1 injection through <1 injection through
2 years 2 years

6E10 vg/eye 2E11 vg/eye

11 *<6 anti-VEGF injections in the 12 months prior to enrollment and diagnosed at least 12 months prior to enrollment (n=4 per dose group).
DATA CUT-OFF: 29AUG2025



Robust and Consistent Reduction in Injection Burden Through Year 2

~90% reduction in mean annualized anti-VEGF injections in a high need population

B Mean Prior Annualized Injection Rate M Mean Post Ixo-vec Annualized Injection Rate
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Baseline 1 Year 2 Years Baseline 1 Year 2 Years
(n=30) (n=28) (n=26) (n=30) (n=29) (n=23)
6E10 vg/eye 2E11 vg/eye

Annualized rate (prior) = (number of injections in 12 months prior to Ixo-vec) / (days from the first injection in the past 12 months to Ixo-vec / 365.25).

12
Annualized rate (post) = (number of aflibercept injections since Ixo-vec) / (days from Ixo-vec to last follow-up within the analysis period / 365.25).

DATA CUT-OFF: 29AUG2025



Robust Reduction in Injection Burden in a High Need Population
65%—74% of participants received <1 annualized injection through 2 years

/N /
65% 74%

of participants received <1 of participants received s1 |
annualized annualized /
injection 4 injection

-

1.1
2 Years 2 Years
(n=26) (n=23)

6E10 vg/eye 2E11 vg/eye

13
DATA CUT-OFF: 29AUG2025



Intraocular Pressure Remained Stable in Year 2 in

Both Ixo-vec Dose Groups

Mean Intraocular Pressure (IOP)
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14  Based on observed data; for participants in 6E10: n=30 and n=26 at Year 1 and Year 2, respectively. For participants in 2E11: n=30 and n=23 at Year 1 and Year 2, respectively. IOP,
intraocular pressure; SD, standard deviation. DATA CUT-OFF: 29AUG2025



LUNA 2-year Safety Results e LUNA

Ixo-vec Phase 3 dose well tolerated, no new inflammation observed in year 2

6E10 vg/eye Participants Receiving Local Prophylaxis”

LUNA Year 1 LUNA Year 2

22 8% §

ANTERIOR
CHAMBER
CELLS

VITREOUS
CELLS

15 No inflammation: no 21+ anterior chamber or vitreous cells. Pigmented cells observed at one or more visits in n=6 participants. *Difluprednate + Ozurdex. et, early termination; t, trace cells.

DATA CUT-OFF: 29AUG2025



100% of Participants Receiving Phase 3 Dose + Steroid Eyedrops Alone o LUNA

Preferred Ixo-vec to Prior Treatments’

Was the steroid treatment Phase 3 Dose + Steroid Eyedrops”
you received easy to
manage? Would you prefer Ixo-vec = Would you want Ixo-vec in Would you recommend Ixo-
over your prior your other eye if you had vec to your family

M Easy/Very Easy M Undecided treatment(s)? bilateral WAMD? or friends?

Difluprednate Only’
(n=20) M Yes No

16 LUNA pre-specified Patient Preference Survey (week 52). *Ixo-vec 6E10 vg/eye + difluprednate only (n=10). TIncludes participants receiving Ixo-vec 6E10 vg/eye (n=10) and 2E11 vg/eye (n=10).
DATA CUT-OFF: 29AUG2025



Key Findings from the LUNA Extension Study

Intravitreal Ixo-vec in a high need nAMD population: 2-year Results

[ [ [ [ [ [
oo s vy o g e (© LA Potential Disease Mod lf ying Activity
Robustand durable clinical activity observed in both dose groups
Least Squares Me tral Subfield Thickness (CST)
150
2 10 261 ne30)

L Sustained vision preservation

& Durable anatomic control

Both Doses Well Tolerated

& No Ixo-vec-related SAEs; no episcleritis, vasculitis, retinitis, choroiditis, retinal
vascular occlusion, or hypotony

LUNA 2-year Safety Results
Ixo-vec Phase 3 dose well tolerated, no new inflammation observed in year 2

L Phase 3 dose (6E10 vg/eye) and local prophylaxis: No new participant with
inflammation after week 30

Consistent Reduction in Treatment Burden

L Sustained reduction in treatment burden in high need population

L ~90% treatment burden reduction across both dose groups

17  No new inflammation: no 21+ anterior chamber or vitreous cells. SAE, serious adverse event.
DATA CUT-OFF: 29AUG2025



Ixo-vec Phase 3 Neovascular AMD Study Designs

Key Population: Treatment-naive and experienced adults with nAMD

.A.QT E M I S Inclusion BCVA: 35-78 letters
vl Criteria

] Anti-VEGF responsive: After 2 aflibercept loading doses
Phase 3 Trial (N=284)

Difluprednate
\/ Enrollment Completed” Prophylaxi (27 wis)
1 4 8 12 (16 [ 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52 | 56

Week -8 -4 D1
Topline Data Anticipated in 1Q 2027

Ixo-vec
6E10 vg/eye . O O O O O O O
Aflibercept . . .
Tbercept oJoX JoX NoX ¥eX XoX XoX YoX
@ Ixo-vec IVT R ' v
@ Aflibercept IVT esponse Primary
A‘*‘ ?UAR I U S O Sham ', Randomize 1:1 Endpoint
. Sham/suppl injection® (Week 1) (ABCVA)
(O Supplemental injection®
Phase 3 Trial (N=284)
Initiation of study anticipated Disease = Assessments performed every 4 weeks
in 4Q 2025 Activity = Supplemental injection criteria consistent with the LUNA trial

= Both treatment groups eligible for supplemental injections

18 *Target enrollment (N=284) completed. *Supplemental aflibercept injection administered if criteria met. BCVA, best corrected visual acuity; IVT, intravitreal; LTFU, long-term follow up.
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