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Forward-looking Statements
Statements contained in this document 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
plans and milestones related to Adverum’s product candidates, clinical studies and trials, and regulatory filings, the therapeutic and commercial potential of
Adverum’s product candidates and the sufficiency of Adverum’s resources to fund lead programs, 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 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 forwardlooking 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 risk that Adverum will not be
able to successfully develop or commercialize any of its product candidates and the risk that Adverum will be delayed in receiving or fail to receive required
regulatory approvals. Risks and uncertainties facing Adverum are described more fully in Adverum’s reports filed with the SEC, including its Form 10-Q filed
on May 28, 2020, particularly the updated risk factors included in the latter in its section titled “Risk Factors.” 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.
This document contains 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 events or circumstances may differ materially
from events and circumstances 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.
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Diabetic Retinopathy (DR) and Diabetic Macular Edema (DME):
Significant, Growing Opportunity
Diabetic Macular Edema (DME)

Diabetic Retinopathy (DR)

• DME is a vision-threatening complication of DR that can occur at
any severity stage of DR11,12

• >30M people living with diabetes in the U.S. all at risk of DR1
• DR affects approximately one in three adults with diabetes2
• DR can be diagnosed at different severity levels, with a greater risk
of vision loss at higher severity levels3
• DR is the most common cause of blindness in working age adults
in the US4,5

• DME is characterized by retinal thickening in the area of the
macula15
• DME affects approximately 5% of people with diabetes16,17
• DME is the leading cause of vision loss in patients with DR15

DME Market Overview

ADVM-022 Gene Therapy
One-time Intravitreal Injection

• Standard-of-care therapy is anti-VEGF intravitreal injections 6

• In-office delivery for durable expression
of therapeutic protein

• Frequent and long-term injections needed to maintain vision7
• Real-world outcomes meaningfully worse than clinical trials8

• Wide distribution of vector, thus able to
transduce broader tissue area

• $11B global sales for approved anti-VEGF therapies9
• Wet AMD and DME are two largest indications10

VEGF= vascular endothelial growth factor, PlGF= placental growth factor

• The risk of DME increases with the higher severity of DR13,14

• Produces codon-optimized aflibercept
for efficient VEGF and PlGF inhibition
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INFINITY: Phase 2 Trial of ADVM-022 in DME
Key Objectives and Eligibility Criteria
Key Objectives:

Key Eligibility Criteria
• Age ≥ 18
• Controlled type 1 or 2 diabetes mellitus
• Vision impairment due to center-involving
diabetic macular edema
• No prior laser treatment to the study eye
• No high-risk proliferative diabetic retinopathy
(PDR) in the study eye
• No acute coronary syndrome, myocardial
infarction or coronary artery revascularization,
cerebrovascular accident, transient ischemic
attack in last 6 months
• No current or planned pregnancy or
breastfeeding

Primary
• Time to worsening of DME disease activity

Secondary

Safety and tolerability
Frequency of rescue aflibercept in study eye
Change in visual acuity (BCVA) over time
Change in central subfield thickness (CST)
and macular volume over time
• Change in diabetic retinopathy severity score
(DRSS) over time
•
•
•
•

www.INFINITYclinicaltrial.com
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INFINITY: Phase 2 Trial of ADVM-022 in Diabetic Macular Edema (DME)
Multi-center, Randomized, Double-masked, Active Comparator-controlled
•
•
•
•

Evaluate a single IVT injection of ADVM-022 for patients with DME
Designed to demonstrate superior disease control compared to a single aflibercept injection, measured by time to worsening of DME disease activity
Additional objectives include assessing treatment burden, visual acuity, retinal anatomy and safety outcomes
Will enroll approximately 33 patients
Day 1:
Aflibercept/Sham

Day 8:
ADVM-022/Sham

Patients receive rescue aflibercept (2 mg IVT) if either of the following disease activity criteria are met:
1. Loss of >5 letters in BCVA from best prior BCVA, due to worsening DME disease activity
2. Increase in central subfield thickness (CST) >50 μm from best prior CST

Screening and
randomization

Clinical assessments with rescue aflibercept from week 8
Weeks:

Steroid eye drops
prophylaxis*

Patients
with DME

R

Arm 1

ADVM-022
6x1011 vg
IVT

Arm 2

ADVM-022
2x1011 vg
IVT

Arm 3

Aflibercept
2 mg
IVT

R=Randomized
BCVA = Best-Corrected Visual Acuity
CST = Central Subfield Thickness
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*All subjects receive a 7-week course of difluprednate eye drops, starting at QID and tapering to QD
**PE= Primary Endpoint assessment
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***EOS= End of Study assessment
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