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Forward-Looking Statements
Safe Harbor Statement
These slides and the accompanying oral presentation (the “Presentation”) contain forward-looking statements within the meaning of the Private Securities
Litigation Reform Act of 1995. Forward-looking statements generally relate to future events or future financial or operating performance of Otonomy, Inc.
(“Otonomy”). Forward-looking statements in this Presentation include, but are not limited to plans, trial design and conduct for the Phase 1/2 trial for OTO-313,
and expectations regarding market opportunities and reimbursement for OTO-313. Otonomy’s expectations regarding these matters may not materialize, and
actual results in future periods are subject to risks and uncertainties. Actual results may differ materially from those indicated by these forward-looking
statements as a result of these risks and uncertainties, including but not limited to: Otonomy’s limited operating history and its expectation that it will incur
significant losses for the foreseeable future; Otonomy’s ability to obtain additional financing; Otonomy’s dependence on the regulatory success and advancement
of its product candidates; the uncertainties inherent in the drug development process, including, without limitation, Otonomy’s ability to adequately demonstrate
the safety and efficacy of its product candidates, the nonclinical and clinical results for its product candidates, which may not support further development, and
challenges related to patient enrollment in clinical trials; Otonomy’s ability to obtain regulatory approval for its product candidates; side effects or adverse events
associated with Otonomy's product candidates; Otonomy’s ability to successfully commercialize its product candidates, if approved; competition in the
biopharmaceutical industry; Otonomy’s dependence on third parties to conduct nonclinical studies and clinical trials; Otonomy’s dependence on third parties for
the manufacture of its product candidates; Otonomy’s dependence on a small number of suppliers for raw materials; Otonomy’s ability to protect its intellectual
property related to its product candidates in the United States and throughout the world; expectations regarding potential market size, opportunity, position and
growth, and reimbursement; Otonomy’s ability to manage operating expenses; implementation of Otonomy’s business model and strategic plans for its business,
products and technology; and other risks. Information regarding the foregoing and additional risks may be found in the section entitled "Risk Factors" in
Otonomy’s Quarterly Report on Form 10-Q filed with the Securities and Exchange Commission (the "SEC") on May 6, 2019, and Otonomy’s future reports to be
filed with the SEC. This Presentation is dated as of May 6, 2019 and based on information available to Otonomy as of that date, and Otonomy undertakes no
obligation to update any forward-looking statements, whether as a result of new information, future events or otherwise, except as required by applicable law.
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Persistent and Chronic Tinnitus Affects Millions
Tinnitus is perception of hearing noise when there is no sound
~ 10% OF
U.S. ADULTS
experience tinnitus

U.S.

1United

MILITARY1

ABILITY TO SLEEP
OR RELAX,
leads to anxiety and depression

~ 8M report

#1 service-related disability in

Can severely impact

MODERATE
TO SEVERE
bothersome level2

States Department of Defense; 2ClearView Healthcare Partners analysis (2018)

NO FDA-APPROVED
DRUG TREATMENTS
or standard of care for this condition
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Rationale for NMDA Receptor Antagonist to Treat Tinnitus
Normal

Damage → Tinnitus

Tinnitus Treatment

Hair Cell

Excessive
Glutamate
Release

Glutamate

Gacyclidine

SGNs

OverExcitation

During normal hearing, hair cells release
glutamate to activate NMDA receptors on
spiral ganglion neurons (SGNs) to relay
sound information to the brain

Cochlear injury (e.g., from noise or trauma)
can produce excessive glutamate release
and over-activation of the NMDA receptor
sub-type leading to tinnitus

Inhibition of over-excited SGNs
with a selective NMDA receptor
antagonist can reduce tinnitus
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OTO-313 Has Attractive Profile for Tinnitus Treatment

• OTO-313 is sustained-exposure formulation
of gacyclidine – weeks of exposure from
single IT injection

Pilot Clinical Study Demonstrated
Dose-Dependent Improvement in

TINNITUS HANDICAP INVENTORY (THI)

• Gacyclidine is a potent and selective NMDA
receptor antagonist
• Preclinical data shows inhibition of
spontaneous neuronal activity in SGNs and
POC in tinnitus model

Improved

• Effect of gacyclidine on tinnitus demonstrated
in pilot clinical study
In open-label Phase 1 study conducted by NeuroSystec,
gacyclidine was infused into the cochlea for 48 hours
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Successful Phase 1 Study Completed with Initial Formulation

• Phase 1 safety study in normal volunteers completed with OTO-311
(formulation of gacyclidine in thermosensitive polymer)
• Single intratympanic administration was safe and well-tolerated

• No serious adverse events reported
• Decision to move to different formulation based on improved
pharmacokinetic properties with OTO-313

6

Phase 1/2 POC Trial for OTO-313 in Tinnitus Patients
Randomized, double-blinded, placebo-controlled safety and exploratory efficacy
study of OTO-313 given as a single intratympanic injection in subjects with tinnitus
• Initial patient cohort for safety and tolerability assessment (enrollment completed)

• Followed by ≈ 50 patients with subjective, unilateral, persistent tinnitus of cochlear origin
• Inclusion requires that patient’s tinnitus severity exceeds specified level
• Randomized 1:1 for single intratympanic injection of OTO-313 or placebo

Cohort 1
(n = 8)

Screening

Cohort 2

Screening & Lead-in

(n ≈ 50)

4 Week Follow-up

8 Week Follow-up
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Exploratory Efficacy Endpoints in Phase 1/2 Clinical Trial
• Tinnitus Functional Index (TFI):
o Validated clinical instrument that assesses tinnitus
severity and functional impact on patient
o Can be used to measure treatment-related changes

• Tinnitus Loudness Rating Scale
• Tinnitus Annoyance Rating Scale
• Patient Global Impression of Change (PGIC)
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OTO-313 Program Summary: Phase 1/2 Results in 1H20
• NMDA receptor antagonists represent a viable treatment approach for
tinnitus based on the mechanism of action and preclinical data
• Gacyclidine is a potent and selective NMDA receptor antagonist
• An initial formulation of gacyclidine (OTO-311) was safe and welltolerated in a Phase 1 safety study
• OTO-313 is an improved formulation, which provides increased inner
ear exposure of gacyclidine
• Phase 1/2 clinical trial has been initiated with results expected in 1H20
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OTO-313 Market Opportunity is Significant
Current Landscape1
~ 31M in U.S. with
Subjective Tinnitus
~ 8M with Moderate to
Severe Tinnitus
1.5M “New”
Tinnitus
Pts/Yr2

1Clearview

OTO-313 Market Potential
• No drug treatments approved by FDA;
current therapies help patients cope but
do not treat tinnitus pathophysiology
• Opportunity to create SOC treatment
• Initial focus on patients early after onset
• Buy-and-bill model; disease burden
supports pricing comparable to CGRP’s
• > $1B U.S. sales potential1

Healthcare Partners analysis; 2IMS patient-centric data: patients treated for tinnitus in a single year with no tinnitus diagnosis in prior 2 years
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