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The information in this prospectus is not complete and may be changed. We may not sell these securities until the
registration statement filed with the Securities and Exchange Commission is effective. This prospectus is not an offer
to sell these securities and is not soliciting an offer to buy these securities in any state where the offer or sale is not
permitted.

SUBJECT TO COMPLETION, DATED FEBRUARY 1, 2019

PRELIMINARY PROSPECTUS

10,000,000 Common Shares

((c Auris Medical

Cochlear therapies

Auris Medical Holding AG

Common Shares

This prospectus relates to the resale, from time to time, of up to 10,000,000 common shares of Auris
Medical Holding AG, a stock corporation organized under the laws of Switzerland, by the selling shareholder,
LPC Capital Fund, LLC, or “LPC.” The common shares to which this prospectus relates may be issued to LPC
pursuant to a purchase agreement, dated as of May 2, 2018, between us and LPC, which we refer to as the
“Purchase Agreement”.

We are not selling any securities under this prospectus and will not receive any of the proceeds from the sale
of common shares by the selling shareholder. However, we may receive proceeds of up to $8,989,225 from the
issuance of our common shares to LPC under the Purchase Agreement, from time to time in our discretion after
the date the registration statement of which this prospectus is a part is declared effective and the other conditions
in the Purchase Agreement have been satisfied.

LPC is an “underwriter” within the meaning of Section 2(a)(11) of the Securities Act of 1933, as amended,
or the “Securities Act”. LPC may sell the common shares described in this prospectus in a number of different
ways and at varying prices. See “Plan of Distribution” for more information about how LPC may sell the
common shares being registered pursuant to this prospectus.

We will pay the expenses incurred in registering the common shares to which this prospectus relates,
including legal and accounting fees. See “Plan of Distribution.”

Currently, our common shares are traded on the Nasdaq Capital Market under the symbol “EARS”. The
closing price of our common shares on Nasdaq on January 25, 2019 was $0.44 per common share.

We are an “emerging growth company” as defined under the federal securities laws and, as such, are
subject to reduced public company reporting requirements. See “Prospectus Summary — Implications of
Being an “Emerging Growth Company and a Foreign Private Issuer.”

Investing in our common shares involves a high degree of risk. See “Risk Factors” beginning on
page 9.

Neither the Securities and Exchange Commission nor any state securities commission has approved or

disapproved of these securities or passed upon the adequacy or accuracy of this prospectus. Any
representation to the contrary is a criminal offense.

The date of this prospectus is , 2019.



TABLE OF CONTENTS

TABLE OF CONTENTS

a]

1Y
a

(o)

Prospectus Summary
Risk Factors
Presentation of Financial and Other Information

Market and Industry Data

Cautionary Statement Regarding Forward-Looking Statements

Market for Our Common Shares

Use of Proceeds
Selling Shareholder
The LPC Transaction
Dividend Policy

Capitalization
Dilution

Exchange Rates

(el (e ol (o >N ENE (U (Yo (e ol AN B (o T o N (GSA (OS  No R

—

Description of Share Capital and Articles of Association

Comparison of Swiss I.aw and Delaware Law 151
Taxation 158
Plan of Distribution 166
Legal Matters 168
Experts 168
Enforcement of Judgments 169
Where You Can Find More Information 170
Index to Financial Statements F-1

Unless otherwise indicated or the context otherwise requires, all references in this prospectus to
“Auris Medical Holding AG” or “Auris,” the “Company,” “we,” “our,” “ours,” “us” or similar terms refer to
Auris Medical Holding AG (formerly Auris Medical AG), together with its subsidiaries, prior to our corporate
reorganization by way of the Merger (as defined below) on March 13, 2018 (i.e. to the transferring entity), and to
Auris Medical Holding AG (formerly Auris Medical NewCo Holding AG), together with its subsidiaries after the
Merger (i.e. to the surviving entity) and prior to the Redomestication (as defined below). The trademarks, trade
names and service marks appearing in this prospectus are property of their respective owners. The term “Auris
Medical (Bermuda)” refers to Auris Medical Holding Ltd., a Bermuda corporation whose shares our shareholders
are expected to own after we change the corporate jurisdiction of the Company from Switzerland to Bermuda
pursuant to the Redomestication.

On March 13, 2018, Auris NewCo Holding AG merged (the “Merger”) with Auris Medical Holding AG
(“Auris OldCo”), a corporation (Aktiengesellschaft) organized in accordance with Swiss law and domiciled in
Switzerland. The Merger took place following Auris OldCo shareholder approval at an extraordinary general
meeting of shareholders held on March 12, 2018. Auris NewCo Holding AG changed its name to Auris Medical
Holding AG following consummation of the Merger.

Unless indicated or the context otherwise requires, all references in this prospectus to our common shares as
of any date prior to March 13, 2018 refer to our common shares (having a nominal value of CHF 0.40 each) prior
to the 10:1 “reverse share split” effected through the Merger and all references to our common shares as of, and
after, March 13, 2018 refer to our common shares (having a nominal value of CHF 0.02 each) after the 10:1
“reverse share split” effected through the Merger.

The terms “dollar,” “USD” or “$” refer to U.S. dollars and the term “Swiss Franc” and “CHF” refer to the
legal currency of Switzerland.
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We have not authorized anyone to provide any information other than that contained in this prospectus or in
any free writing prospectus prepared by or on behalf of us or to which we may have referred you. We take no
responsibility for, and can provide no assurance as to the reliability of, any other information that others may give
you. We have not authorized any other person to provide you with different or additional information. We are not
making an offer to sell the common shares in any jurisdiction where the offer or sale is not permitted. This
offering is being made in the United States and elsewhere solely on the basis of the information contained in this
prospectus. You should assume that the information appearing in this prospectus is accurate only as of the date on
the front cover of this prospectus, regardless of the time of delivery of this prospectus or any sale of the common
shares. Our business, financial condition, results of operations and prospects may have changed since the date on
the front cover of this prospectus.

ii
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PROSPECTUS SUMMARY

This summary highlights information contained elsewhere in this prospectus. This summary may not contain
all the information that may be important to you, and we urge you to read this entire prospectus carefully,
including the “Risk Factors,” “Business” and “Management’s Discussion and Analysis of Financial Condition
and Results of Operations” sections and our consolidated financial statements, including the notes thereto,
included elsewhere in this prospectus, before deciding to invest in our common shares.

Our Business

We are a clinical-stage biopharmaceutical company focused on the development of novel products that
address important unmet medical needs in neurotology and mental health supportive care. We are focusing on the
development of intranasal betahistine for the treatment of vertigo (AM-125) and for the prevention of
antipsychotic-induced weight gain and somnolence (AM-201). These programs have gone through two Phase 1
trials and will move into proof-of-concept studies in 2019. In addition, we have two Phase 3 programs under
development: (i) Keyzilen® (AM-101), which is being developed for the treatment of acute inner ear tinnitus and
(ii) Sonsuvi® (AM-111), which is being developed for the treatment of acute inner ear hearing loss. Sonsuvi® has
been granted orphan drug status by the FDA and the EMA and has been granted fast track designation by the
FDA.

Recent Developments

Acquisition of Orphan Drug Designation and Rights to In-License Patents Related to Betahistine

On December 6, 2018, we announced a strategic expansion for our intranasal betahistine development
program. In two related transactions, we acquired an Orphan Drug Designation for betahistine in the treatment of
obesity associated with Prader-Willi syndrome (PWS) and signed a binding letter of intent to in-license exclusive
rights to two U.S. Patents relating to the use of betahistine for the treatment of depression and attention-deficit /
hyperactivity disorder (ADHD), respectively. On January 15, 2019, we announced the closing of the acquisition
of the Orphan Drug Designation and that the transfer of the designation to Auris Medical had been recorded by
the FDA.

Positive Results from Second Phase 1 Clinical Trial with Intranasal Betahistine (AM-125)

On October 17, 2018, we announced positive results from the second Phase 1 trial evaluating intranasal
betahistine in healthy volunteers. The study results demonstrated superior bioavailability over a range of four
intranasal betahistine doses compared to oral betahistine, with plasma exposure being 6 to 29 times higher (p-
value between 0.056 and p0.0001). Further, it confirmed the favorable safety profile of intranasal betahistine and
showed that the treatment was well tolerated when administered three times daily for three days.

The randomized double blind placebo controlled Phase 1 trial with dose escalation enrolled a total of 72
healthy volunteers. One group of study participants received a single dose of intranasal betahistine or placebo
and, following a wash-out period, three doses daily for three days. Single doses were escalated up to 60 mg, and
repeated doses up to 40 mg. For the latter, the maximum tolerated dose based on local tolerability was determined
at 40 mg. The other group of study participants received oral betahistine or placebo for reference.
Pharmacokinetic parameters in blood plasma were determined for betahistine and its metabolites, and relative
bioavailability for intranasal betahistine was calculated compared to oral betahistine 48 mg, which is the
maximum approved daily dose as marketed worldwide (ex US). We plan to initiate two randomized double blind
placebo controlled proof-of-concept studies with intranasal betahistine in the first quarter of 2019. In the planned
TRAVERS, we plan to enroll patients suffering from acute vertigo following vestibular schwannoma resection.

We plan to initiate a Phase 2 randomized placebo-controlled clinical trial with AM-125 in the first quarter of
2019. The “TRAVERS” Phase 2 trial will enroll 138 patients suffering from acute vertigo following surgical
removal of a vestibular schwannoma, a tumor growing behind the inner ear. It will be conducted in several
European countries and potentially, Canada. The TRAVERS trial will have two parts:
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In Part A, five ascending doses of AM-125 or placebo, administered three times daily over a total of four weeks,
will be tested in a total of 50 patients. In addition, oral betahistine 48 mg will be tested in 16 patients under open-
label conditions for reference. Based on an interim analysis, two doses will be selected and tested in an estimated
72 patients in Part B.

Launch of AM-201 Program

On May 15, 2018, we announced the expansion of our intranasal betahistine development program beyond
the treatment of vertigo into mental health supportive care indications. Under project code AM-201, we intend to
develop intranasal betahistine for the prevention of weight gain and drowsiness (somnolence), which are major
side effects of many antipsychotic drugs. On November 20, 2018, we announced the results of our pre-
Investigational New Drug (“IND”) meeting on AM-201 with the FDA. In its written response, the FDA
supported the planned conduct of a multiple dose Phase 1b proof-of-concept trial with AM-201 administered to
healthy subjects in combination with olanzapine to evaluate the pharmacokinetics, pharmacodynamics and safety,
and to establish proof-of-concept. Further, the FDA endorsed weight gain normalized to baseline body weight
versus placebo as reasonable primary efficacy endpoint for a subsequent Phase 2 trial.

We expect to initiate the Phase 1b proof-of-concept trial in the first quarter of 2019. The trial will be
conducted in Europe and will enroll 50 healthy volunteers who will receive either AM-201 or placebo
concomitantly with olanzapine over four weeks.

Scientific Advice from the EMA on Development Plan and Regulatory Pathway for Sonsuvi®

On May 7, 2018, we announced that we had received positive Scientific Advice from the Committee for
Medicinal Products for Human Use of the EMA related to the development plan and regulatory pathway for
Sonsuvi®. The Scientific Advice (Protocol Assistance) had been requested by us following the results of the
HEALOS Phase 3 trial. The EMA reviewed our proposed concept for a single pivotal trial with Sonsuvi® at a
dose of 0.4 mg/mL in patients suffering from acute profound hearing loss, which builds to a large extent on the
design and outcomes from HEALOS. The EMA endorsed the proposed trial design, choice of efficacy and safety
endpoints, as well as the statistical methodology. In addition, the EMA provided important guidance on the
regulatory path forward and the maintenance of Sonsuvi®’s orphan drug designation.

On August 30, 2018, we announced that we received feedback from a Type C meeting with the FDA related
to the development plan and regulatory pathway for Sonsuvi®. The FDA reviewed our proposed concept for a
placebo-controlled pivotal trial with Sonsuvi® at a dose of 0.4 mg/mL in patients suffering from acute profound
hearing loss. The trial protocol builds to a large extent on the design and outcomes from HEALOS and also
incorporates specific feedback provided by the EMA referenced above. In a written response, the FDA endorsed
the proposed choice of primary and secondary efficacy endpoints, the safety endpoints, as well as the planned
sample size and statistical methodology. In addition, the FDA provided important guidance on the regulatory path
forward.

Identification of Potential Partners for Sonsuvi®

In early November 2018, we engaged JSB Partners LP, with offices in Boston, Munich and Zug, to identify
potential partners for our Sonsuvi® program and to support us in negotiating potential partnering agreements.

Otonomy Ruling

On August 1, 2018, the United States Court of Appeals for the Federal Circuit reversed the USPTO Patent
Trial and Appeal Board’s determination of priority in our favor relating to the July 2015 USPTO declaration of
patent interference (No. 106,030) involving our issued U.S. patent No. 9,066,865 and Otonomy’s U.S. patent
application No. 13/848,636. We believe that this ruling will not materially impact any of our development
programs.
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Redomestication

On January 29, 2019, we filed a registration statement on Form F-4 related to the redomestication of us from
Switzerland to Bermuda (the “Redomestication”). On January 24, 2019, our board of directors determined that it
would be in our best interest to change our legal seat and jurisdiction of incorporation, respectively, from
Switzerland to Bermuda. We are proposing to change our legal seat and jurisdiction of incorporation by
discontinuing from Switzerland and continuing as an exempted company limited by shares registered under the
laws of Bermuda. To effect the Redomestication, we will, upon the approval of our shareholders, file an
application with the Registrar of Companies in Bermuda.

The board of directors may not be able to implement the Redomestication if the relevant consents, rulings
and approvals in connection with the Redomestication are not obtained, including approvals from our
shareholders and the Swiss and Bermuda authorities.

Upon the issuance of a certificate of continuance by the Registrar of Companies in Bermuda, the
Redomestication will be effected and we will have continued in Bermuda pursuant to Section 132C of the
Companies Act as a Bermuda company, subject to the Companies Act and other laws of Bermuda, with a new
name “Auris Medical Holding Ltd.”

To effect the deletion of our company in the commercial register of the Canton of Zug, Switzerland, we will
need, among other steps, to publish a notice to creditors three times in the Swiss Official Gazette of Commerce
and our auditors will have to confirm that the claims of the creditors (if any) within the meaning of article 46
Swiss Merger Act have been secured or fulfilled or that the creditors agree to the deletion in the Swiss
commercial register. The necessary filing of the documents with the commercial register will include, among
other documents, the resolution of the board of directors, the minutes of the shareholders’ resolution, a copy the
certificate of continuance (issued by the Registrar of Companies in Bermuda), the legal opinion of Bermuda
counsel and the auditors confirmation. Upon filing of the application to delete the Company in the commercial
register of the Canton of Zug, the commercial register will involve the federal and cantonal tax authorities and
request their consent to cancel our company. Such consent is only granted upon payment of all taxes by us
(whether before or after the continuance of us in Bermuda).

The assets and liabilities as a Bermuda company immediately after the Redomestication will be identical to
the assets and liabilities as a Swiss company immediately prior to the Redomestication. Our officers and directors
immediately before the Redomestication becomes effective will be the officers and directors of the Bermuda
company upon Redomestication. In addition, pursuant to Bermuda law, Auris Medical (Bermuda) will be
required to appoint certain officers who are ordinarily resident in Bermuda, and therefore Auris Medical
(Bermuda), upon effectiveness of the Redomestication, intends to appoint a secretary (or assistant secretary)
and/or a resident representative who is ordinarily resident in Bermuda and maintain a registered office in
Bermuda. The Redomestication will not result in any material change to our business and will not have any effect
on the relative equity interests of our shareholders.

We believe that the Redomestication from Switzerland to Bermuda will provide us with additional corporate
flexibility, result in cost savings and that Bermuda is a jurisdiction more familiar to most of our current and
potential new investors ultimately resulting in improved access to capital markets.

Nasdaq Listing Requirements

We are currently not in compliance with the quantitative listing standards of the Nasdaq Capital Market,
which require, among other things, that listed companies maintain a minimum closing bid price of $1.00 per
share. We failed to satisfy this threshold for 30 consecutive trading days and on July 30, 2018, we received a
letter from Nasdaq indicating that we have been provided a period of 180 calendar days in which to regain
compliance. We are in contact with Nasdaq regarding a plan to regain compliance. In the event that Nasdaq does
not grant us an additional compliance period or we fail to regain compliance by the end of such additional
compliance period, our board of directors will weigh the available alternatives to regain compliance, including
pursuing a reverse share split by consolidating our common shares (together with a corresponding increase in the
par value thereof) in a ratio determined by the board of directors. In the event shareholders approve the
Redomestication, Auris Medical (Bermuda)’s board of directors could, after the
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Redomestication, effect a reverse share split without further shareholders approval, by consolidating our common
shares (together with a corresponding increase in the par value thereof) in a ratio determined by the board of
directors. However, there can be no assurance that we will be able to successfully resolve such noncompliance.

In addition to the minimum closing bid price requirement, we are required to comply with certain other
Nasdaq continued listing requirements, including a series of financial tests relating to shareholder equity, market
value of listed securities and number of market makers and shareholders. If we fail to maintain compliance with
any of those requirements, our common shares could be delisted from Nasdaq’s Capital Market. A delisting of
our common shares is likely to reduce the liquidity of our common shares and may inhibit or preclude our ability
to raise additional financing.

Repayment of Hercules Loan and Security Agreement

On April 5, 2018, we entered into an agreement with Hercules Capital, Inc. (“Hercules”) whereby the terms
of our Loan and Security Agreement (the “Loan and Security Agreement”) with Hercules were amended to
eliminate the $5 million liquidity covenant in exchange for a repayment of $5 million principal amount
outstanding under the Loan and Security Agreement. As of September 30, 2018, CHF 2.1 million was the
carrying amount under the Loan and Security Agreement. On January 31, 2019, we made the final payment to
Hercules under the facility, comprising the last amortization rate as well as an end of term charge. With the final
payment, all covenants and collaterals in favor of Hercules have been lifted. In addition, Hercules agreed to
return the warrant held by Hercules exercisable for 15,673 common shares at an exercise price of $39.40 per
common share for no consideration to us in exchange for our payment to Hercules. We will cancel the warrant
upon receipt.

January 2018 Offering of Common Shares and Warrants

On January 26, 2018, we entered into a purchase agreement with certain investors providing for the issuance
and sale by us of 12,499,999 of our common shares. The common shares were offered pursuant to an effective
shelf registration statement on Form F-3, which was initially filed with the Securities and Exchange Commission
(the “SEC,” or the “Commission”) on September 1, 2015 and declared effective on September 10, 2015 (File No.
333-206710).

In a concurrent private placement, we issued to the same investors warrants to purchase up to 7,499,999 of
our common shares in the aggregate. The warrants became exercisable immediately upon their issuance on
January 30, 2018, at an exercise price of $0.50 per common share, and expire on January 30, 2025. Following the
consummation of the Merger, the warrants became exercisable for an aggregate of 750,002 of our common shares
(assuming we decide to round up fractional common shares to the next whole common share), at an exercise
price of $5.00 per common share. We refer to such warrants as the “January 2018 Warrants”.

Committed Equity Financing

On May 2, 2018, we entered into a Purchase Agreement (the “Purchase Agreement”) and a Registration
Rights Agreement (the “Registration Rights Agreement”) with Lincoln Park Capital Fund, LLC (“LPC”).
Pursuant to the Purchase Agreement, LPC has agreed to subscribe for up to $10,000,000 of our common shares
over the 30-month term of the 2018 LPC Purchase Agreement.

Pursuant to the Purchase Agreement, so long as a registration statement covering the resale by LPC of the
common shares that we issue to LPC pursuant to the Purchase Agreement is available for use, we have the right,
from time to time at our sole discretion over the 30-month period from and after June 15, 2018, the date of the
satisfaction of the conditions in the Purchase Agreement (the “Commencement”), to require LPC to subscribe for
up to 250,000 of our common shares, subject to adjustments as set forth below (such maximum number of shares,
as may be adjusted from time to time, the “Regular Purchase Share Limit”; each such purchase, a “Regular
Purchase”); provided, however, that (i) the Regular Purchase Share Limit shall be increased to 300,000 of our
common shares if the total number of outstanding common shares on the purchase date exceeds 10,000,000, (ii)
the Regular Purchase Share Limit shall be increased to 350,000 of our common shares if the closing sale price of
our common shares is not below $1.00 on the purchase date
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and the total number of outstanding common shares on the purchase date exceeds 12,500,000 and (iii) the
Regular Purchase Share Limit shall be increased to 400,000 of our common shares if the closing sale price of our
common shares is not below $1.00 on the purchase date and the total number of outstanding common shares on
the purchase date exceeds 15,000,000. The Regular Purchase Share Limit is subject to proportionate adjustment
in the event of a reorganization, recapitalization, non-cash dividend, stock split or other similar transaction;
provided, that if after giving effect to such full proportionate adjustment, the adjusted Regular Purchase Share
Limit would preclude us from requiring LPC to subscribe for common shares at an aggregate purchase price
equal to or greater than $100,000 in any single Regular Purchase, then the Regular Purchase Share Limit for such
Regular Purchase will not be fully adjusted, but rather the Regular Purchase Share Limit for such Regular
Purchase shall be adjusted as specified in the Purchase Agreement, such that, after giving effect to such
adjustment, the Regular Purchase Share Limit will be equal to (or as close as can be derived from such
adjustment without exceeding) $100,000. We may not require LPC to purchase in any single Regular Purchase
common shares having an aggregate purchase price greater than $1,000,000. We may not issue any of our
common shares as a Regular Purchase on a date in which the closing sale price of our common shares is below
$0.25 (subject to adjustment for any reorganization, recapitalization, non-cash dividend, stock split or other
similar transaction). The purchase price for Regular Purchases shall be equal to the lesser of (i) the lowest sale
price of our common shares on the applicable purchase date and (ii) the average of the three lowest closing sale
prices of our common shares during the 10 business days immediately prior to the applicable purchase date, as
reported on the Nasdaq Capital Market.

We also have the right, at our sole discretion, to require LPC to make tranche purchases of up to $2,000,000
in separate tranches of not less than $100,000 and up to $500,000 for each purchase, at a purchase price equal to
the lesser of (i) $5.00 per common share or (ii) 96% of the purchase price, provided that (a) the closing price of
the common shares is not below $1.00 and (b) the total number of outstanding common shares exceeds
12,500,000. We can deliver notice for a tranche purchase at any time, so long as at least 15 business days have
passed since a tranche purchase was completed.

In all instances, we may not issue common shares to LPC under the Purchase Agreement if it would result in
LPC beneficially owning more than 4.99% of our outstanding common shares.

The Purchase Agreement contains customary representations, warranties and agreements of the parties,
certain limitations and conditions to completing future sale transactions, indemnification rights of LPC and other
obligations of the parties. LPC has covenanted not to cause or engage in any manner whatsoever, any direct or
indirect short selling or hedging of our common shares. We issued to LPC a cash commitment fee of $250,000
for entering into this commitment.

As of January 25, 2019, there were 37,495,859 of our common shares outstanding (approximately
31,222,679 of which common shares are held by non-affiliates), excluding the 10,000,000 common shares to
which this prospectus relates that we may issue to LPC pursuant to the Purchase Agreement after the effective
date. If all of the 10,000,000 common shares offered hereby were issued and outstanding as of January 25, 2019,
such shares would represent approximately 21% of the total common shares outstanding, or approximately 24%
of the common shares outstanding held by non-affiliates, as of January 25, 2019. The actual number of common
shares offered for sale by LPC is dependent upon the number of common shares we ultimately elect to issue to
LPC under the Purchase Agreement.

As of the date of this prospectus, we have sold 1,750,000 of our common shares for an aggregate offering
price of $1,010,775 pursuant to the Purchase Agreement.

The remaining net proceeds under the Purchase Agreement will depend on the frequency and prices at which
we issue our common shares to LPC. We expect that any proceeds received by us from such issuances to LPC
will be used for working capital and general corporate purposes. We have the right to terminate the Purchase
Agreement at any time for any reason upon one business day’s written notice to LPC.

July 2018 Offering of Common Shares and Warrants

On June 28, 2018, an extraordinary general meeting of shareholders approved an ordinary share capital
increase and certain changes to our articles of association to increase our authorized share capital and our
conditional share capital for financing purposes (collectively, the “Capital Increase”). On July 17,
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2018, we closed our registered offering of 17,948,717 common shares, Series A warrants to purchase 6,282,050
common shares and Series B warrants to purchase 4,487,179 common shares. We refer to such offering of
common shares as the “July 2018 Registered Offering.”

Since the July 2018 Registered Offering, certain Series A warrant holders exercised their warrant shares to
purchase 2,904,518 of our common shares and certain Series B warrant holders exercised warrant shares to
purchase 2,864,422 of our common shares.

2018 Registered Direct Offerings of Common Shares

On November 27, 2018 and December 11, 2018, we entered into purchase agreements with FiveT Capital
AG, providing for the issuance and sale by us of an aggregate of 3,315,000 of our common shares for an
aggregate purchase price of $1.6 million in two separate registered direct offerings.

“At-the-Market” Offering Program

On November 30, 2018, we entered into a Sales Agreement (the “A.G.P. Sales Agreement”) with
A.G.P./Alliance Global Partners (“A.G.P.”). Pursuant to the terms of the A.G.P. Sales Agreement, we may offer
and sell our common shares, from time to time through A.G.P. by any method deemed to be an “at-the-market”
offering as defined in Rule 415(a)(4) promulgated under the Securities Act. Pursuant to the A.G.P. Sales
Agreement, we may sell common shares up to a maximum aggregate offering price of $25.0 million.

In the event that the Redomestication is effected, we will need to amend the A.G.P. Sales Agreement before
we can sell additional common shares to A.G.P. We cannot be certain that we will be able to negotiate an
amendment with the same terms and conditions, or at all.

As of the date of this prospectus, we have sold 2,595,814 of our common shares for an aggregate offering
price of $1.3 million pursuant to the A.G.P. Sales Agreement.

Changes to Articles of Association to Allow Further Increases of the Share Capital Based Conditional and
Authorized Share Capital

On January 17, 2019, an extraordinary general meeting of shareholders approved further changes to our
articles of association to increase our authorized share capital, our conditional share capital for financing
purposes and our conditional share capital for equity incentive plans.

Corporate Information

We are a stock corporation organized under the laws of Switzerland. We began our current operations in
2003. On April 22, 2014, we changed our name from Auris Medical AG to Auris Medical Holding AG and
transferred our operational business to our newly incorporated subsidiary Auris Medical AG, which is now our
main operating subsidiary. On March 13, 2018, we effected a corporate reorganization through the Merger into a
newly formed holding company for the purpose of effecting the equivalent of a 10-1 “reverse share split.” Our
principal office is located at Bahnhofstrasse 21, 6300 Zug, Switzerland, telephone number +41 (0)41 729 71 94.

We maintain a website at www.aurismedical.com where general information about us is available. Investors
can obtain copies of our filings with the Securities and Exchange Commission, or SEC, from this site free of
charge, as well as from the SEC website at www.sec.gov. We are not incorporating the contents of our website
into this prospectus.

Implications of Being an “Emerging Growth Company” and a Foreign Private Issuer

We qualify as an “emerging growth company” as defined in the Jumpstart our Business Startups Act of
2012, or the JOBS Act. An emerging growth company may take advantage of specified reduced reporting and
other burdens that are otherwise applicable generally to public companies. These provisions include an
exemption from the auditor attestation requirement in the assessment of our internal control over financial
reporting pursuant to the Sarbanes-Oxley Act of 2002.
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We may take advantage of these provisions for up to five years from our initial public offering in 2014 or
such earlier time that we are no longer an emerging growth company. We would cease to be an emerging growth
company if we have more than $1.07 billion in annual revenue, have more than $700 million in market value of
our common shares held by non-affiliates or issue more than $1.0 billion of non-convertible debt over a three-
year period. We may choose to take advantage of some but not all of these reduced burdens.

We currently report under the Securities Exchange Act of 1934, as amended, or the Exchange Act, as a non-
U.S. company with foreign private issuer, or FPI, status. Even after we no longer qualify as an emerging growth
company, as long as we qualify as a foreign private issuer under the Exchange Act we will continue to be exempt
from certain provisions of the Exchange Act that are applicable to U.S. domestic public companies, including:

»  the sections of the Exchange Act regulating the solicitation of proxies, consents or authorizations in
respect of a security registered under the Exchange Act;

»  the sections of the Exchange Act requiring insiders to file public reports of their stock ownership and
trading activities and liability for insiders who profit from trades made in a short period of time; and

»  the rules under the Exchange Act requiring the filing with the Securities and Exchange Commission, or
SEC, of quarterly reports on Form 10-Q containing unaudited financial and other specified information,
or current reports on Form 8-K, upon the occurrence of specified significant events.
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THE OFFERING

This summary highlights information presented in greater detail elsewhere in this prospectus. This summary
is not complete and does not contain all the information you should consider before investing in our common
shares. You should carefully read this entire prospectus before investing in our common shares including “Risk
Factors,” our consolidated financial statements and the documents incorporated herein.

Common Shares offered by the

selling shareholder Up to 10,000,000 common shares.
Voting rights Our common shares have one vote per common share.
Selling shareholder Lincoln Park Capital Fund, LLC. See “Selling Shareholder.”
Nasdaq Capital Market symbol “EARS.”
Use of proceeds We will not receive any proceeds from the sales of our common

shares by LPC. We may receive gross proceeds of up to $8,989,225
under the Purchase Agreement over the remaining portion of the 30-
month period following the time we were first eligible to commence
issuances to LPC under the Purchase Agreement, assuming that we
issue all of the common shares committed to be purchased thereunder
and excluding estimated offering fees and expenses. We intend to use
the net proceeds from the issuance of common shares to LPC for
working capital and general corporate purposes. See “Use of

Proceeds.”

Dividend policy We have never paid or declared any cash dividends on our shares, and
we do not anticipate paying any cash dividends on our common
shares in the foreseeable future. See “Dividend Policy.”

Risk factors An investment in our common shares involves a high degree of risk.

Please refer to “Risk Factors” in this prospectus and other
information included in this prospectus for a discussion of factors you
should carefully consider before investing in our common shares.

The number of our common shares outstanding after this offering is based on 37,495,859 common shares
outstanding as of January 25, 2019 and excludes:

1,630,613 of our common shares available for issuance pursuant to our conditional share capital for
equity incentive plans pursuant to our amended and restated articles of association, including 1,068,848
of our common shares issuable upon the exercise of options outstanding as of January 25, 2019 at a
weighted average exercise price of $1.00 per common share;

14,675,520 of our common shares available for issuance for financing purposes pursuant to our
amended and restated articles of association, including 15,673 common shares issuable upon the
exercise of a warrant issued to Hercules, at an exercise price of $39.40 per common share, 794,500
common shares issuable upon exercise of warrants issued on February 21, 2017 in a public offering at
an exercise price of $12.00 per common share, 750,002 common shares issuable upon the exercise of
the January 2018 Warrants at an exercise price of $5.00 per common share, and 3,377,533 common
shares issuable upon the exercise of the warrants issued in the July 2018 Registered Offering; at an
exercise price of CHF 0.39 per common share; and

14,327,059 common shares available for issuance pursuant to our authorized capital pursuant to our
articles of association, including 1,622,356 common shares issuable upon the exercise of warrants
issued the July 2018 Registered Offering at an exercise price of CHF 0.39 per common share.
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RISK FACTORS

Any investment in our common shares involves a high degree of risk. You should carefully consider the risks
described below and all of the information included in this prospectus before deciding whether to purchase our
common shares. The risks and uncertainties described below are not the only risks and uncertainties we face.
Additional risks and uncertainties not presently known to us or that we currently deem immaterial may also
impair our business operations. If any of the events or circumstances described in the following risk factors
actually occur, our business, financial condition and results of operations would suffer. In that event, the price of
our common shares could decline, and you may lose all or part of your investment. The risks discussed below
also include forward-looking statements and our actual results may differ substantially from those discussed in
these forward-looking statements. See “Forward-Looking Statements.”

Risks Related to Our Business and Industry

We are in the process of evaluating potential next steps in the development of our lead product candidate,
Keyzilen® following the failure of the Phase 3 trial. In addition, we have initiated a strategic partnering
process for our second lead product candidate Sonsuvi®. We cannot give any assurance that these candidates
will continue to be developed, receive regulatory approval or be successfully commercialized or partnered.

We do not have any products that have gained regulatory approval. We have two lead clinical-stage product
candidates, (i) Keyzilen® (AM-101), which is being developed for the treatment of acute inner ear tinnitus and
(ii) Sonsuvi® (AM-111), which is being developed for the treatment of acute inner ear hearing loss. On March 13,
2018, we announced that preliminary top-line data from the TACTT3 Phase 3 clinical trial with Keyzilen®
indicated that the study did not meet its primary efficacy endpoint of a statistically significant improvement in the
Tinnitus Functional Index, or TFI, score from baseline to Day 84 in the active treated group compared to placebo
either in the overall population or in the otitis media subpopulation. This followed our announcement in August
2016 that, TACTT2, the previously conducted Phase 3 sister trial with Keyzilen®, did not meet its two co-primary
efficacy endpoints of statistically significant changes in tinnitus loudness and tinnitus burden compared to
placebo. We are in the process of evaluating our options for the Keyzilen® development program, including
whether we will continue to seek the development, regulatory approval and commercialization of either
Keyzilen® in the future, or pursue an alternative course of action. If we continue development of Keyzilen®, we
would need to conduct additional studies and trials in the future, in order to pursue regulatory approval and would
need to raise additional capital to fund any such additional study, and we may be unable to secure such capital. If
we are not able to raise additional capital, we may not be able to complete the development, testing and
commercialization of Keyzilen®.

On November 28, 2017, we announced that the HEALOS Phase 3 clinical trial that investigated our other
lead product candidate, Sonsuvi®, in the treatment of acute inner ear hearing loss did not meet the primary
efficacy endpoint of a statistically significant improvement in hearing from baseline to Day 28 compared to
placebo for either active treatment groups in the overall study population. However, in post-hoc analyses a
clinically meaningful and nominally significant improvement in hearing was observed in the subpopulation of
patients with acute profound hearing loss at baseline. Based on these results, we submitted the design of a new
pivotal trial with AM-111 0.4 mg/mL in patients suffering from acute profound hearing loss to the EMA and
subsequently also to the FDA for review. Through a Protocol Assistance procedure the EMA endorsed the
proposed trial design, choice of efficacy and safety endpoints, as well as the statistical methodology. In a Type C
meeting with written responses, the proposed choice of primary and secondary efficacy endpoints, the safety
endpoints, as well as the planned sample size and statistical methodology were also endorsed by the FDA.
Following this feedback, we have mandated a transaction advisory firm to identify potential partners for the
Sonsuvi® development program and provide support for partnering discussions and negotiations. If successful,
this may result in one or several sale, out-licensing or co-development transaction(s) on a global or regional scale.
However, there is no guarantee that we will be successful in any pursuit of such strategic options or if we do
continue our efforts to develop and commercialize Sonsuvi® in the future, or that any alternative course of action
will lead to the success of the program.
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We are a development-stage company and have a limited operating history and a history of operating losses.
We anticipate that we will continue to incur losses for the foreseeable future.

We are a development-stage biopharmaceutical company with limited operating history. Since inception, we
have incurred significant operating losses. We incurred net losses (defined as net loss attributable to owners of the
Company) of CHF 7.8 million for the nine months ended September 30, 2018, and CHF 24.4 million, CHF 30.7
million and CHF 29.7 million for the years ended December 31, 2017, 2016 and 2015, respectively. As of
September 30, 2018, we had an accumulated deficit of CHF 142.5 million.

Our losses have resulted principally from expenses incurred in research and development of our product
candidates, pre-clinical research and general and administrative expenses that we have incurred while building
our business infrastructure. We expect to continue to incur significant operating losses in the future as we
continue our research and development efforts for our product candidates in clinical development. In our
financial year ended December 31, 2017, we incurred CHF 19.2 million in research and development costs, and
we expect that our total operating expense in 2018 will be in the range of CHF 10.0 to 13.0 million.

To date, we have financed our operations through the initial public offering and a follow-on offering of our
common shares, private placements of equity securities and short- and long-term loans. On July 19, 2016, we
entered into a Loan and Security Agreement with Hercules Technology Growth Capital, Inc., or Hercules. The
agreement provides us with a senior secured term loan facility for up to $20 million. As of September 30, 2018,
the amount outstanding under the Loan and Security Agreement was CHF 2.1 million.

We have no products approved for commercialization and have never generated any revenues from product
sales. Biopharmaceutical product development is a highly speculative undertaking and involves a substantial
degree of risk. It may be several years, if ever, before we have a product candidate approved for
commercialization and begin to generate revenues from product sales.

We have never generated any revenue from product sales and may never be profitable.

We have no products approved for commercialization and have never generated any revenue. Our ability to
generate revenue and achieve profitability depends on our ability to successfully complete the development of,
and obtain the marketing approvals necessary to commercialize, one or more of our product candidates. We do
not anticipate generating revenue from product sales unless and until we obtain regulatory approval for, and
commercialize, Keyzilen®, Sonsuvi®, AM-125 or AM-201. Our ability to generate future revenue from product
sales depends heavily on our success in many areas, including but not limited to:

»  completing research and clinical development of our product candidates;

*  obtaining marketing approvals for our product candidates, including Keyzilen®, Sonsuvi®, AM-125 or
AM-201, for which we will have to complete clinical trials;

*  developing a sustainable and scalable manufacturing process for any approved product candidates and
maintaining supply and manufacturing relationships with third parties that can conduct the process and
provide adequate (in amount and quality) products to support clinical development and the market
demand for our product candidates, if approved;

*  launching and commercializing product candidates for which we obtain marketing approval, either
directly or with a collaborator or distributor;

*  obtaining market acceptance of our product candidates as viable treatment options;
*  addressing any competing technological and market developments;
* identifying, assessing, acquiring and/or developing new product candidates;

*  negotiating favorable terms in any collaboration, licensing, or other arrangements into which we may
enter;,
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*  maintaining, protecting, and expanding our portfolio of intellectual property rights, including patents,
trade secrets, and know-how; and

+  attracting, hiring, and retaining qualified personnel.

Even if one or more of the product candidates that we develop is approved for commercial sale, we
anticipate incurring significant costs associated with commercializing any approved product candidate. Because
of the numerous risks and uncertainties with pharmaceutical product development, we are unable to accurately
predict the timing or amount of increased expenses or when, or if, we will be able to achieve profitability. Our
expenses could increase beyond expectations if we are required by the FDA, the EMA, or other regulatory
agencies, domestic or foreign, to change our manufacturing processes, or to perform clinical, nonclinical, or other
types of trials in addition to those that we currently anticipate. In cases where we are successful in obtaining
regulatory approvals to market one or more of our product candidates, our revenue will be dependent, in part,
upon the size of the markets in the territories for which we gain regulatory approval, the accepted price for the
product, the ability to obtain coverage and reimbursement at any price, and whether we own the commercial
rights for that territory. If the number of our addressable patients is not as significant as we estimate, the
indication approved by regulatory authorities is narrower than we expect, or the treatment population is narrowed
by competition, physician choice or treatment guidelines, we may not generate significant revenue from sales of
such products, even if approved. Additionally, if we are not able to generate sufficient revenue from the sale of
any approved products, we may never become profitable.

We may be unable to develop and commercialize Keyzilen®, Sonsuvi®, AM-125 or AM-201 or any other
product candidate and, even if we do, may never achieve profitability. Even if we do achieve profitability, we
may not be able to sustain or increase profitability on a quarterly or annual basis. Our failure to become and
remain profitable would decrease the value of the Company and could impair our ability to raise capital, expand
our business or continue our operations.

We expect that we will need substantial additional funding before we can expect to become profitable from
sales of our products. If we are unable to raise capital when needed, we could be forced to delay, reduce or
eliminate our product development programs or commercialization efforts.

We expect our research and development expenses to remain significant in connection with our ongoing
clinical development activities, particularly as we continue our ongoing trials of AM-125, may initiate new trials
of Keyzilen® and Sonsuvi® and initiate pre-clinical and clinical development of other product candidates. We
expect that our total operating expense in 2019 will be in the range of CHF 10.0 to 13.0 million. As of September
30, 2018, our cash and cash equivalents were CHF 5.3 million. We believe that our existing cash and cash
equivalents will enable us to fund our operating expenses and capital expenditure requirements at least until the
second quarter of 2019. Our assumptions may prove to be wrong, and we may have to use our capital resources
sooner than we currently expect. If we are unable to raise capital when needed, we could be forced to delay,
suspend, reduce or terminate our product development programs or commercialization efforts. Also, should we
fail to raise sufficient funds to cover our operating expenditures for at least a 12 month period, we may no longer
be considered a “going concern.” The lack of a going concern assessment may negatively affect the valuation of
the Company’s investments in its subsidiaries and result in a revaluation of these holdings. Under Swiss law,
should the Company’s assets fall short of its liabilities as evidenced by the Company’s standalone Swiss GAAP
accounts, the board of directors will have to immediately take steps to restructure the business or if it fails to do,
file for bankruptcy. If the board of directors fails to take appropriate action, under Swiss law, in case of such over-
indebtedness, the auditors may, according to Swiss law, file for bankruptcy on the Company’s behalf. Following
the Redomestication, similar standards will apply under Bermuda law, and the board of directors will need to
consider the interests of our creditors and take appropriate action to restructure the business if it appears that we
are insolvent or likely to become insolvent. Our future funding requirements will depend on many factors,
including but not limited to:

»  the scope, rate of progress, results and cost of our clinical trials, nonclinical testing, and other related
activities;

*  the cost of manufacturing clinical supplies, and establishing commercial supplies, of our product
candidates and any products that we may develop;
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»  the number and characteristics of product candidates that we pursue;
* the cost, timing, and outcomes of regulatory approvals;
»  the cost and timing of establishing sales, marketing, and distribution capabilities; and

»  the terms and timing of any collaborative, licensing, and other arrangements that we may establish,
including any required milestone and royalty payments thereunder.

We expect that we will require additional funding to continue our ongoing clinical development activities
and seek to obtain regulatory approval for, and commercialize, our product candidates. If we receive regulatory
approval for any of our product candidates, and if we choose to not grant any licenses to partners, we expect to
incur significant commercialization expenses related to product manufacturing, sales, marketing and distribution,
depending on where we choose to commercialize. We also expect to continue to incur additional costs associated
with operating as a public company. Additional funds may not be available on a timely basis, on favorable terms,
or at all, and such funds, if raised, may not be sufficient to enable us to continue to implement our long-term
business strategy. If we are not able to raise capital when needed, we could be forced to delay, reduce or eliminate
our product development programs or commercialization efforts.

Raising additional capital may cause dilution to our shareholders, restrict our operations or require us to
relinquish rights to our intellectual property or future revenue streams.

Until such time, if ever, as we can generate substantial product revenue, we expect to finance our cash needs
through a combination of equity offerings, debt financings, grants, and license and development agreements in
connection with any collaborations. We do not have any committed external source of funds. In the event we
need to seek additional funds, we may raise additional capital through the sale of equity or convertible debt
securities. In such an event, our shareholders’ ownership interests will be diluted, and the terms of these new
securities may include liquidation or other preferences that adversely affect our shareholders’ rights as holders of
our common shares. Debt financing, if available, may involve agreements, such as our term loan agreement with
Hercules, that include covenants limiting or restricting our ability to take specific actions, such as incurring
additional debt, making capital expenditures or declaring dividends.

If we raise additional funds through collaborations, strategic alliances or marketing, distribution or licensing
arrangements with third parties, we may have to relinquish valuable rights to our intellectual property or future
revenue streams. If we are unable to raise additional funds when needed, we may be required to delay, limit,
reduce or terminate our product development or future commercialization efforts or grant rights to develop and
market product candidates that we would otherwise prefer to develop and market ourselves.

We do not have a history of commercializing pharmaceutical products, which may make it difficult to evaluate
the prospects for our future viability.

Our operations to date have been limited to financing and staffing the Company, developing our technology
and developing our product candidates. We have not yet demonstrated an ability to successfully complete large-
scale, pivotal clinical trials, obtain marketing approvals, manufacture a commercial scale product or conduct sales
and marketing activities necessary for successful product commercialization. Consequently, predictions about our
future success or viability may not be as accurate as they could be if we had a history of successfully developing
and commercializing pharmaceutical products.

Risks Related to the Development and Clinical Testing of Our Product Candidates

We depend entirely on the success of Keyzilen®, Sonsuvi®, and AM-125 and AM-201, which are still in clinical
development. If our clinical trials are unsuccessful, we do not obtain regulatory approval or we are unable to
commercialize Keyzilen®, Sonsuvi®, AM-125 and AM-201, or we experience significant delays in doing so, our
business, financial condition and results of operations will be materially adversely affected.

We currently have no products approved for sale and have invested a significant portion of our efforts and
financial resources in the development of Keyzilen®, Sonsuvi®, AM-125 and AM-201, which are still in clinical
development. Our ability to generate product revenues, which we do not expect will occur for at least
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the next few years, if ever, will depend heavily on successful clinical development, obtaining regulatory approval
and eventual commercialization of these product candidates. We currently generate no revenues from sales of any
drugs, and we may never be able to develop or commercialize a marketable drug. The success of Keyzilen®,
Sonsuvi®, AM-125 and AM-201 and our other product candidates will depend on several factors, including the
following:

*  completing clinical trials that demonstrate the efficacy and safety of our product candidates;

*  receiving marketing approvals from competent regulatory authorities;

»  establishing commercial manufacturing capabilities;

*  launching commercial sales, marketing and distribution operations;

»  acceptance of our product candidates by patients, the medical community and third-party payors;
* acontinued acceptable safety profile following approval;

*  competing effectively with other therapies; and

*  qualifying for, maintaining, enforcing and defending our intellectual property rights and claims.

If we do not achieve one or more of these factors in a timely manner or at all, we could experience
significant delays or an inability to successfully commercialize Keyzilen®, Sonsuvi®, AM-125 and AM-201,
which would materially adversely affect our business, financial condition and results of operations.

Clinical drug development involves a lengthy and expensive process with uncertain timelines and uncertain
outcomes, and results of earlier studies and trials may not be predictive of future trial results. If clinical trials
of our product candidates are prolonged or delayed, we may be unable to obtain required regulatory approvals,
and therefore be unable to commercialize our product candidates on a timely basis or at all.

To obtain the requisite regulatory approvals to market and sell any of our product candidates, we must
demonstrate through extensive pre-clinical studies and clinical trials that our products are safe and effective in
humans. Clinical testing is expensive and can take many years to complete, and its outcome is inherently
uncertain. Failure can occur at any time during the clinical trial process. The results of pre-clinical studies and
early clinical trials of our product candidates may not be predictive of the results of later-stage clinical trials. For
example, positive results generated to date in clinical trials for our product candidates do not ensure that later
clinical trials will demonstrate similar results. Product candidates in later stages of clinical trials may fail to show
the desired safety and efficacy traits despite having progressed through pre-clinical studies and initial clinical
trials. A number of companies in the biopharmaceutical industry have suffered significant setbacks in advanced
clinical trials due to lack of efficacy or adverse safety profiles, notwithstanding promising results in earlier trials.
Our future clinical trial results may not be successful.

Clinical trials must be conducted in accordance with FDA, EMA and comparable foreign regulatory
authorities’ legal requirements, regulations or guidelines, and are subject to oversight by these governmental
agencies and Institutional Review Boards, or IRBs, at the medical institutions where the clinical trials are
conducted. In addition, clinical trials must be conducted with supplies of our product candidates produced under
current good manufacturing practices, or cGMP, and other requirements. We depend on medical institutions and
clinical research organizations, or CROs, to conduct our clinical trials in compliance with current good clinical
practice, or cGCP, standards. To the extent the CROs fail to enroll participants for our clinical trials, fail to
conduct the trials to cGCP standards or are delayed for a significant time in the execution of trials, including
achieving full enrollment, we may be affected by increased costs, program delays or both, which may harm our
business.

To date, we have not completed all clinical trials required for the approval of any of our product candidates.
Keyzilen® and Sonsuvi® are in Phase 3 clinical development and AM-125 is in Phase 2 and AM-201 is in Phase
1 clinical development.

13



TABLE OF CONTENTS

The completion of clinical trials for our clinical product candidates may be delayed, suspended or terminated
as a result of many factors, including but not limited to:

+  the delay or refusal of regulators or IRBs to authorize us to commence a clinical trial at a prospective
trial site and changes in regulatory requirements, policies and guidelines;

*  delays or failure to reach agreement on acceptable terms with prospective CROs and clinical trial sites,
the terms of which can be subject to extensive negotiation and may vary significantly among different
CROs and trial sites;

*  delays in patient enrollment and variability in the number and types of patients available for clinical
trials;

»  the inability to enroll a sufficient number of patients in trials to ensure adequate statistical power to
detect statistically significant treatment effects;

*  negative or inconclusive results, which may require us to conduct additional pre-clinical or clinical
trials or to abandon projects that we expect to be promising;

«  safety or tolerability concerns could cause us to suspend or terminate a trial if we find that the
participants are being exposed to unacceptable health risks;

*  regulators or IRBs requiring that we or our investigators suspend or terminate clinical research for
various reasons, including noncompliance with regulatory requirements or safety concerns, among
others;

*  lower than anticipated retention rates of patients and volunteers in clinical trials;

*  our CROs or clinical trial sites failing to comply with regulatory requirements or meet their contractual
obligations to us in a timely manner, or at all, deviating from the protocol or dropping out of a trial;

*  delays relating to adding new clinical trial sites;

+  difficulty in maintaining contact with patients after treatment, resulting in incomplete data;
e errors in survey design, data collection and translation;

*  delays in establishing the appropriate dosage levels;

+  the quality or stability of the product candidate falling below acceptable standards;

»  the inability to produce or obtain sufficient quantities of the product candidate to complete clinical
trials; and

»  exceeding budgeted costs due to difficulty in accurately predicting costs associated with clinical trials.

Any delays in completing our clinical trials will increase our costs, slow down our product candidate
development and approval process and jeopardize our ability to commence product sales and generate revenues.
Any of these occurrences may harm our business, financial condition and prospects significantly. In addition,
many of the factors that cause, or lead to, a delay in the commencement or completion of clinical trials may also
ultimately lead to the denial of regulatory approval of our product candidates.

Positive or timely results from pre-clinical or early-stage trials do not ensure positive or timely results in
late-stage clinical trials or product approval by the FDA, the EMA or comparable foreign regulatory authorities.
Product candidates that show positive pre-clinical or early clinical results may not show sufficient safety or
efficacy in later stage clinical trials and therefore may fail to obtain regulatory approvals. For example, although
Keyzilen® achieved favorable results in our Phase 2 efficacy trial, in August 2016, we announced that the Phase 3
TACTT?2 clinical trial of Keyzilen® did not meet its two co-primary efficacy endpoints of statistically significant
changes in tinnitus loudness and tinnitus burden compared to placebo. On March 13, 2018, we announced
preliminary top-line data from the TACTT3 trial which indicated that the study had not met its primary efficacy
endpoint of a statistically significant improvement in the
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Tinnitus Functional Score from baseline to Day 84 in the active treated group compared to placebo either in the
overall population or in the otitis media subpopulation. On May 15, 2018, we announced that further
investigation of the trial’s outcomes confirmed these preliminary results.

Also, pre-clinical and clinical data are often susceptible to varying interpretations and analyses. Many
companies that believed their product candidates performed satisfactorily in pre-clinical studies and clinical trials
have nonetheless failed to obtain marketing approval for the product candidates. The FDA, the EMA and
comparable foreign regulatory authorities have substantial discretion in the approval process and in determining
when or whether regulatory approval will be obtained for any of our product candidates. Even if we believe the
data collected from clinical trials of our product candidates are promising, such data may not be sufficient to
support approval by the FDA, the EMA or any other regulatory authority.

In some instances, there can be significant variability in safety and/or efficacy results between different trials
of the same product candidate due to numerous factors, including changes in trial procedures set forth in
protocols, differences in the size and type of the patient populations, adherence to the dosing regimen and other
trial protocols and the rate of dropout among clinical trial participants. In the case of our late-stage clinical
product candidates, results may differ in general on the basis of the larger number of clinical trial sites and
additional countries and languages involved in Phase 3 clinical trials.

In the case of Keyzilen®, our endpoints in Phase 3 clinical trials are based on patient reported outcomes, or
PROs, some of which were captured daily from trial participants with electronic diaries. Based on insights from
our analysis of the TACTT2 and TACTTS3 trials, we believe the high frequency of tinnitus loudness ratings over
an extended period of time may have caused a number of patients to excessively focus on their tinnitus
symptoms, thereby influencing the measured outcome. In addition, the daily reporting requirements may have led
to rating fatigue and a loss of accuracy and reliability of the data that were entered. In the previous clinical trials
with Keyzilen® we had collected these PROs only during study visits, i.e. much less frequently. Under the SPA
with the FDA we agreed to increase the rating frequency.

In the case of Sonsuvi®, we are evaluating the safety and efficacy in an idiopathic condition which implies a

considerable heterogeneity in the etiology and natural history of the condition. In addition, we are dealing with a
limited availability of detailed and reliable data relating to the natural history of acute hearing loss, which implies
substantial uncertainty with regards to the design of clinical trials, e.g. for determining the number of patients
required for statistical testing or the size of the expected treatment effect. For example, a Phase 2 clinical trial
with Sonsuvi® showed a strong relationship between the level or severity of initial hearing loss and the size of the
treatment effect for active-treated patients compared to placebo-treated patients. Whereas a high spontaneous
recovery rate and no treatment effects were observed in patients with mild to moderate hearing loss at baseline,
lower spontaneous recovery and meaningful treatment effects were observed in patients with severe to profound
hearing loss. Accordingly, enrollment into the Phase 3 trials HEALOS and ASSENT was restricted to patients
with severe-profound hearing loss at baseline. On November 28, 2017, we announced that the HEALOS Phase 3
clinical trial that investigated Sonsuvi® in the treatment of acute inner ear hearing loss did not meet the primary
efficacy endpoint of a statistically significant improvement in hearing from baseline to Day 28 compared to
placebo for either active treatment groups in the overall study population. However, a post-hoc analysis of the
subpopulation with profound acute hearing loss (PTA > 90 dB at baseline in accordance with a commonly used
classification of hearing loss severity) revealed a clinically meaningful and nominally significant improvement in
the Sonsuvi® 0.4 mg/mL treatment group. Accordingly, in HEALOS we found confirmation about the
relationship between severity of hearing loss and the size of therapeutic effects; however, such therapeutic effects
were not observed in the subgroup of patients with severe initial hearing loss but rather, unlike in the Phase 2
trial, only in the subgroup with profound initial hearing loss. We understand from animal studies that the
pharmacological target for Sonsuvi® is only activated in case of severe acute cochlear injury; however, activation
of this target cannot be determined in humans, and we have to rely on the measurement of hearing loss for
assessing the severity of injury.

Based on the results from the HEALOS clinical trial, we submitted the design of a new pivotal trial with
AM-111 0.4 mg/mL in patients suffering from acute profound hearing loss to the EMA and subsequently also to
the FDA for review. Through a Protocol Assistance procedure the EMA endorsed the proposed trial design,
choice of efficacy and safety endpoints, as well as the statistical methodology. In a
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Type C meeting with written responses, the proposed choice of primary and secondary efficacy endpoints, the
safety endpoints, as well as the planned sample size and statistical methodology were also endorsed by the FDA.
Orphan drug designation for AM-111 was granted by the FDA and EMA for the treatment of acute sensorineural
hearing loss, or ASNHL, an umbrella term that comprises hearing loss from acute acoustic trauma, or AAT,
surgery-induced trauma, or ISSNHL. We estimate ISSNHL to be the largest of the three subgroups. The broader,
more general designation of ASNHL is based on the common pathophysiologic pathway shared by the three
subgroups. Although we expect to obtain regulatory approval for the entire indication of ASNHL based on
confirmatory efficacy and safety data that covers only one or two rather than all three of the subgroups, there can
be no assurance that regulatory agencies will concur with this assumption at the time of the marketing approval
procedure. In that case, it may not be sufficient to conduct trials in the subgroup of ISSNHL, as is currently
planned to gain the indication for ASNHL.

If we are required to conduct additional clinical trials or other testing of Keyzi]en®, Sonsuvi®, AM-125,
AM-201 or any other product candidate that we develop beyond the trials and testing that we currently
contemplate, if we are unable to successfully complete clinical trials of our product candidates or other testing, if
the results of these trials or tests are unfavorable or are only modestly favorable or if there are safety concerns
associated with Keyzilen®, Sonsuvi® or our other product candidates, we may:

*  be delayed in obtaining marketing approval for our product candidates;
*  not obtain marketing approval at all;
»  obtain approval for indications or patient populations that are not as broad as intended or desired;

»  obtain approval with labeling that includes significant use or distribution restrictions or significant
safety warnings, including boxed warnings;

*  be subject to additional post-marketing testing or other requirements; or

»  remove the product from the market after obtaining marketing approval.

Our product development costs will also increase if we experience delays in testing or marketing approvals
or if we are required to conduct additional clinical trials or other testing of Keyzilen®, Sonsuvi®, AM-125 or
AM-201 beyond the trials and testing that we currently contemplate and we may be required to obtain additional
funds to complete such additional clinical trials. We cannot assure you that our clinical trials will begin as
planned or be completed on schedule, if at all, or that we will not need to restructure our trials after they have
begun. Significant clinical trial delays also could shorten any periods during which we may have the exclusive
right to commercialize our product candidates or allow our competitors to bring products to market before we do
or shorten any periods during which we have the exclusive right to commercialize our product candidates, which
may harm our business and results of operations. In addition, some of the factors that cause, or lead to, clinical
trial delays may ultimately lead to the denial of regulatory approval of Keyzilen®, Sonsuvi®, AM-125, AM-201
or any other product candidate.

If serious adverse, undesirable or unacceptable side effects are identified during the development of our
product candidates or following approval, if any, we may need to abandon our development of such product
candidates, the commercial profile of any approved label may be limited, or we may be subject to other
significant negative consequences following marketing approval, if any.

If our product candidates are associated with serious adverse, undesirable or unacceptable side effects, we
may need to abandon their development or limit development to certain uses or sub-populations in which such
side effects are less prevalent, less severe or more acceptable from a risk-benefit perspective. Many compounds
that initially showed promise in pre-clinical or early-stage testing have later been found to cause side effects that
restricted their use and prevented further development of the compound for larger indications.

In our clinical trials of Keyzilen® and Sonsuvi® to date, adverse events have included procedure-related
transient changes in tinnitus loudness, muffled hearing, ear discomfort or pain, incision site complications and
middle ear infections. A limited number of serious adverse events were observed (in 1.2 to 2.5% of patients
enrolled in the Keyzilen® trials and in 2.7 to 4.5% of patients in the Sonsuvi® trials); all (Keyzilen®) or most
(Sonsuvi®) were considered unrelated or unlikely related to the treatment. In the two Phase 1 trials
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with intranasal betahistine, adverse events included transient and dose-dependent nasal congestion or discomfort.
Occurrence of serious procedure- or treatment-related side effects could impede clinical trial enrollment and
receipt of marketing approval from the FDA, the EMA and comparable foreign regulatory authorities. They could
also adversely affect physician or patient acceptance of our product candidates.

Additionally, if one or more of our product candidates receives marketing approval, and we or others later
identify undesirable side effects caused by such products, a number of potentially significant negative
consequences could result, including:

*  regulatory authorities may withdraw approvals of such product;
»  regulatory authorities may require additional warnings on the label;

*  we may be required to create a medication guide outlining the risks of such side effects for distribution
to patients;

*  we could be sued and held liable for harm caused to patients; and
*  our reputation and physician or patient acceptance of our products may suffer.

Any of these events could prevent us from achieving or maintaining market acceptance of the particular
product candidate, if approved, and could significantly harm our business, results of operations and prospects.

We depend on enrollment of patients in our clinical trials for our product candidates. If we are unable to
enroll patients in our clinical trials, our research and development efforts could be materially adversely
dffected.

Successful and timely completion of clinical trials will require that we enroll a sufficient number of patient
candidates. Trials may be subject to delays as a result of patient enrollment taking longer than anticipated or
patient withdrawal. Patient enrollment depends on many factors, including the size and nature of the patient
population, eligibility criteria for the trial, the proximity of patients to clinical sites, the design of the clinical
protocol, the availability of competing clinical trials, the availability of new drugs approved for the indication the
clinical trial is investigating, and clinicians’ and patients’ perceptions as to the potential advantages of the drug
being studied in relation to other available therapies.

The specific target population of patients and therapeutic time windows may make it difficult for us to enroll
enough patients to complete our clinical trials in a timely and cost-effective manner. Delays in the completion of
any clinical trial of our product candidates will increase our costs, slow down our product candidate development
and approval process and delay or potentially jeopardize our ability to commence product sales and generate
revenue. In addition, many of the factors that cause, or lead to, a delay in the commencement or completion of
clinical trials may also ultimately lead to the denial of regulatory approval of our product candidates.

We may become exposed to costly and damaging liability claims, either when testing our product candidates in
the clinic or at the commercial stage; and our product liability insurance may not cover all damages from such
claims.

We are exposed to potential product liability and professional indemnity risks that are inherent in the
research, development, manufacturing, marketing and use of pharmaceutical products. Currently, we have no
products that have been approved for commercial sale; however, the current and future use of product candidates
by us in clinical trials, and the sale of any approved products in the future, may expose us to liability claims.
These claims might be made by patients that use the product, healthcare providers, pharmaceutical companies or
others selling such products. Any claims against us, regardless of their merit, could be difficult and costly to
defend and could materially adversely affect the market for our product candidates or any prospects for
commercialization of our product candidates.

Although the clinical trial process is designed to identify and assess potential side effects, it is always
possible that a drug, even after regulatory approval, may exhibit unforeseen side effects. If any of our product
candidates were to cause adverse side effects during clinical trials or after approval of the product candidate, we
may be exposed to substantial liabilities. Physicians and patients may not comply with any warnings that identify
known potential adverse effects and patients who should not use our product candidates.
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We purchase liability insurance in connection with each of our clinical trials. It is possible that our liabilities
could exceed our insurance coverage. We intend to expand our insurance coverage to include the sale of
commercial products if we obtain marketing approval for any of our product candidates. However, we may not be
able to maintain insurance coverage at a reasonable cost or obtain insurance coverage that will be adequate to
satisfy any liability that may arise. If a successful product liability claim or series of claims is brought against us
for uninsured liabilities or in excess of insured liabilities, our assets may not be sufficient to cover such claims
and our business operations could be impaired.

Should any of the events described above occur, this could have a material adverse effect on our business,
financial condition and results of operations.

We have obtained orphan drug designation for Sonsuvi® for the treatment of ASNHL from the FDA and the
EMA, and we may rely on obtaining and maintaining orphan drug exclusivity for Sonsuvi®, if approved.
Orphan drug designation may not ensure that we will enjoy market exclusivity in a particular market, and if
we fail to obtain or maintain orphan drug exclusivity for Sonsuvi®, we may be subject to earlier competition
and our potential revenue will be reduced.

Sonsuvi® has been granted orphan drug designation for the treatment of ASNHL by the FDA and EMA.
Under the Orphan Drug Act, the FDA may designate a product as an orphan drug if it is intended to treat a rare
disease or condition, defined as a patient population of fewer than 200,000 in the United States, or a patient
population greater than 200,000 in the United States where there is no reasonable expectation that the cost of
developing the drug will be recovered from sales in the United States. In the European Union, the EMA’s
Committee for Orphan Medicinal Products, or COMP, grants orphan drug designation to promote the
development of products that are intended for the diagnosis, prevention, or treatment of a life-threatening or
chronically debilitating condition affecting not more than five in 10,000 persons in the European Union.
Additionally, designation is granted for products intended for the diagnosis, prevention, or treatment of a life-
threatening, seriously debilitating or serious and chronic condition when, without incentives, it is unlikely that
sales of the drug in the European Union would be sufficient to justify the necessary investment in developing the
drug or biological product or where there is no satisfactory method of diagnosis, prevention, or treatment, or, if
such a method exists, the medicine must be of significant benefit to those affected by the condition.

In the United States, orphan drug designation entitles a party to financial incentives such as opportunities for
grant funding towards clinical trial costs, tax advantages and user-fee waivers. In addition, if a product receives
the first FDA approval for the indication for which it has orphan designation, the product is entitled to orphan
drug exclusivity, which means the FDA may not approve any other application to market the same drug for the
same indication for a period of seven years, except in limited circumstances, such as a showing of clinical
superiority over the product with orphan exclusivity or where the manufacturer is unable to assure sufficient
product quantity. In the European Union, orphan drug designation entitles a party to financial incentives such as
reduction of fees or fee waivers and ten years of market exclusivity following drug or biological product
approval. This period may be reduced to six years if the orphan drug designation criteria are no longer met,
including where it is shown that the product is sufficiently profitable not to justify maintenance of market
exclusivity.

Even though we have obtained orphan drug designation for Sonsuvi® for the treatment of ASNHL in the
United States and Europe, we may not be the first to obtain marketing approval for any particular orphan
indication due to the uncertainties associated with developing pharmaceutical products. Further, even if we obtain
orphan drug designation for a product, that exclusivity may not effectively protect the product from competition
because different drugs with different active moieties can be approved for the same condition. Orphan drug
designation neither shortens the development time or regulatory review time of a drug nor gives the drug any
advantage in the regulatory review or approval process.

The orphan drug designation for Sonsuvi® relates to ASNHL, an umbrella term comprising AAT, ISSNHL
and surgery-induced trauma based on a common pathophysiologic pathway. Our Phase 3 late-stage program
enrolled patients suffering from ISSNHL, which represent the largest of the three ASNHL subgroups.
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Due to our limited resources and access to capital, we must and have in the past decided to prioritize
development of certain product candidates; these decisions may prove to have been wrong and may adversely
affect our revenues.

Because we have limited resources and access to capital to fund our operations, we must decide which
product candidates to pursue and the amount of resources to allocate to each. As such, we have been primarily
focused on the development of Keyzﬂen®, Sonsuvi®, AM-125 and AM-201 for the treatment of acute inner ear
tinnitus, acute inner ear hearing loss, vertigo and antipsychotic-induced weight gain, respectively. Our decisions
concerning the allocation of research, collaboration, management and financial resources toward particular
compounds, product candidates or therapeutic areas may not lead to the development of viable commercial
products and may divert resources away from better opportunities. Similarly, our potential decisions to delay,
terminate or collaborate with third parties in respect of certain product development programs may also prove not
to be optimal and could cause us to miss valuable opportunities. If we make incorrect determinations regarding
the market potential of our product candidates or misread trends in the biopharmaceutical industry, in particular
for inner ear disorders, our business, financial condition and results of operations could be materially adversely
affected.

Our research and development activities could be affected or delayed as a result of possible restrictions on
animal testing.

Certain laws and regulations require us to test our product candidates on animals before initiating clinical
trials involving humans. Animal testing activities have been the subject of controversy and adverse publicity.
Animal rights groups and other organizations and individuals have attempted to stop animal testing activities by
pressing for legislation and regulation in these areas and by disrupting these activities through protests and other
means. To the extent the activities of these groups are successful, our research and development activities may be
interrupted, delayed or become more expensive.

Risks Related to Regulatory Approval of Our Product Candidates

We cannot give any assurance that any of our product candidates will receive requlatory approval, which is
necessary before they can be commercialized.

Our future success is dependent on our ability to successfully develop, obtain regulatory approval for, and
then successfully commercialize one or more product candidates. We currently have two lead clinical-stage
product candidates, (i) Keyzilen® (AM-101), which is being developed for the treatment of acute inner ear
tinnitus and (ii) Sonsuvi® (AM-111), being developed for the treatment of acute inner ear hearing loss.
Additionally, we have one product candidate, AM-125, in Phase II clinical development, and another, AM-201, in
Phase I clinical development. We are not permitted to market or promote any of our product candidates before we
receive regulatory approval from the FDA, EMA or comparable foreign regulatory authorities, and we may never
receive such regulatory approval for any of our product candidates.

Although certain of our employees have prior experience with submitting marketing applications to the
FDA, EMA or comparable foreign regulatory authorities, we as a company have not submitted such applications
for our product candidates. We cannot be certain that any of our product candidates will be successful in clinical
trials or receive regulatory approval. Applications for our product candidates could fail to receive regulatory
approval for many reasons, including but not limited to the following:

» the FDA, EMA or comparable foreign regulatory authorities may disagree with the design or
implementation of our clinical trials;

»  the population studied in the clinical program may not be sufficiently broad or representative to assure
safety in the full population for which we seek approval;

* the FDA, EMA or comparable foreign regulatory authorities may disagree with our interpretation of
data from nonclinical trials or clinical trials;

»  the data collected from clinical trials of our product candidates may not be sufficient to support the
submission of a new drug application, or NDA, or other submission or to obtain regulatory approval in
the United States or elsewhere;
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*  we may be unable to demonstrate to the FDA, EMA or comparable foreign regulatory authorities that a
product candidate’s risk-benefit ratio for its proposed indication is acceptable;

» the FDA, EMA or other regulatory authorities may fail to approve the manufacturing processes, test
procedures and specifications, or facilities of third-party manufacturers with which we contract for
clinical and commercial supplies; and

+  the approval policies or regulations of the FDA, EMA or comparable foreign regulatory authorities
may significantly change in a manner rendering our clinical data insufficient for approval.

In addition, no product for the treatment of acute inner ear tinnitus, acute inner ear hearing loss or
antipsychotic-induced weight gain has been approved by the FDA or the EMA. Accordingly, our current product
candidates or any of our other future product candidates could take a significantly longer time to gain regulatory
approval than expected or may never gain regulatory approval. This could delay or eliminate any potential
product revenue by delaying or terminating the potential commercialization of our product candidates.

We generally plan to seek regulatory approval to commercialize our product candidates in the United States,
the European Union and in additional foreign countries where we have commercial rights. To obtain regulatory
approval in other countries, we must comply with numerous and varying regulatory requirements of such other
countries regarding safety, efficacy, chemistry, manufacturing and controls, clinical trials, commercial sales,
pricing, and distribution of our product candidates. Even if we are successful in obtaining approval in one
jurisdiction, we cannot ensure that we will obtain approval in any other jurisdictions. Failure to obtain marketing
authorization for our product candidates will result in our being unable to market and sell such products, which
would materially adversely affect our business, financial conditional and results of operations. If we fail to obtain
approval in any jurisdiction, the geographic market for our product candidates could be limited. Similarly,
regulatory agencies may not approve the labeling claims that are necessary or desirable for the successful
commercialization of our product candidates.

Because we are developing therapies for which there is little clinical experience and, in some cases, using new
endpoints, there is more risk that the outcome of our clinical trials will not be favorable. Even if the results of
our trials are favorable, there is risk that they will not be acceptable to regulators or physicians.

There are currently no drugs with proven efficacy for acute inner ear tinnitus or acute inner ear hearing loss.
In addition, there has been limited historical clinical trial experience generally for the development of drugs to
treat these conditions. Regulatory authorities in the United States and European Union have not issued definitive
guidance as to how to measure the efficacy of treatments for acute inner ear tinnitus or acute inner ear hearing
loss, and regulators have not yet established what is required to be demonstrated in a clinical trial in order to
signify a clinically meaningful result and/or obtain marketing approval. We designed our Phase 3 trials for
Keyzilen® and Sonsuvi® to include endpoints that we believe are clinically justified and meaningful. Specifically,
with regard to Keyzilen®, the EMA indicated that a statistically significant improvement in tinnitus loudness that
is supported by several secondary variables would demonstrate a clinically meaningful result. The FDA indicated
that an improvement in tinnitus loudness supported by a co-primary efficacy point, such as the TFI questionnaire,
would be clinically meaningful.

With regard to Sonsuvi®, the FDA and EMA have indicated that a 10 dB improvement in hearing thresholds
is clinically significant, in line with clinical practice. However, no product has been approved for marketing
based upon such guidance and we cannot be certain that Sonsuvi® will be approved even if it were to demonstrate
such result in further Phase 3 trials.

Whereas various balance tests such as the tandem Romberg or standing on foam tests or other objective
measures such as nystagmography or head impulse tests are widely used in the diagnosis and management of
vertigo, there is no universally recognized definition of the clinical meaningfulness of outcomes, and regulatory
authorities have not issued guidelines for demonstrating efficacy for drug-based treatments such as AM-125.
Therefore we cannot be certain that AM-125 will be approved even if it were to show statistically significant
improvements in these tests.
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Some of our conclusions regarding the potential efficacy of Sonsuvi® in our completed HEALOS clinical trial
for the treatment of ASNHL in the subgroup of patients with profound acute hearing loss is based on
retrospective analyses of the results, which are generally considered less reliable indicators of efficacy than
pre-specified analyses.

After determining that we did not achieve the primary efficacy endpoint in our completed HEALOS clinical
trial of Sonsuvi® for the treatment of ASNHL, we performed retrospective analyses that we believe show
treatment effects on the magnitude of hearing recovery in favor of Sonsuvi® in case of profound hearing loss at
baseline. Although we believe that these additional analyses were warranted, a retrospective analysis performed
after unblinding trial results can result in the introduction of bias if the analysis is inappropriately tailored or
influenced by knowledge of the data and actual results. In particular, the analysis that resulted in a clinically
meaningful effect being observed in active-treated patients who suffered from profound acute hearing loss poses
greater risk of bias as such subgroup was not pre-specified in the trial design, notwithstanding that we applied a
commonly used definition of profound hearing loss.

Because of these limitations, regulatory authorities typically give greatest weight to results from pre-
specified analyses and less weight to results from post-hoc, retrospective analyses. According to discussions with
the EMA and FDA, the therapeutic benefits that were observed in the HEALOS subgroup of profound acute
hearing loss will need to be confirmed prospectively in one or more additional Phase 3 trials in order to gain
regulatory market approval. However, there is no guarantee that we will ever receive such regulatory approval.

Safety issues with isomers of our product candidates or with approved products of third parties that are similar
to our product candidates, could delay or prevent the reqgulatory approval process or result in restrictions on
labeling.

Discovery of previously unknown problems, or increased focus on a known problem, with an approved
product may result in restrictions on its permissible uses, including withdrawal of the medicine from the market.
Esketamine and betahistine, the active pharmaceutical ingredients, or APIs, of Keyzilen® and AM-125, may be
affected by the safety of the drugs related to them. Although both APIs have been used successfully in patients
for many years, newly observed toxicities or worsening of known toxicities, in pre-clinical studies of, or in
patients receiving, Esketamine, the racemate Ketamine or betahistine, or reconsideration of known toxicities of
these APIs in the setting of new indications, could result in increased regulatory scrutiny of Keyzilen® or AM-
125. For example, Ketamine is regulated by the Drug Enforcement Administration, or DEA, under the Controlled
Substances Act, or CSA, as a Schedule III drug. DEA scheduling is a separate process that can delay when a drug
may become available to patients beyond a NDA approval date, and the timing and outcome of such DEA
process is uncertain. Although we have observed no abuse liability associated with Keyzilen® to date, if
Keyzilen® were to be scheduled under the CSA, such scheduling could negatively impact the ability or
willingness of physicians to prescribe Keyzilen® and our ability to commercialize it.

Substantial additional data may need to be generated in order to obtain marketing approval for AM-125.

Oral betahistine has been in clinical use for several decades and is reported to be currently marketed in 115
countries world-wide. However, in the United States oral betahistine is not approved since the FDA revoked the
drug product’s marketing authorization in the early 1970s over issues with unsubstantiated information about
some patients in the efficacy studies upon which approval had been based. Given the absence of an approved
betahistine drug product in the United States and to the extent that existing data may not be deemed sufficient, the
FDA may require a full development package for AM-125.

Furthermore, additional data will be required for the specific formulation of AM-125 and the intranasal
administration route. Since intranasal delivery of betahistine has the potential to result in substantially higher
systemic exposures as measured by concentrations in blood plasma compared to oral delivery, existing safety
assessments conducted with or for the approved drug product may not be sufficient. In addition, some of these
assessments were performed a long time ago and may not be in line with current regulations and guidelines.
Therefore the scope of our development program for AM-125 may ultimately not be much smaller than one for
new chemical entities.
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Even if our product candidates obtain regulatory approval, we will be subject to ongoing obligations and
continued regulatory review, which may result in significant additional expense. Additionally, our product
candidates, if approved, could be subject to labeling and other restrictions and market withdrawal and we may
be subject to penalties if we fail to comply with regulatory requirements or experience unanticipated problems
with our products.

If marketing authorization is obtained for any of our product candidates, the product will remain subject to
continual regulatory review and therefore authorization could be subsequently withdrawn or restricted. Any
regulatory approvals that we receive for our product candidates may also be subject to limitations on the
approved indicated uses for which the product may be marketed or to the conditions of approval, or contain
requirements for potentially costly post-marketing testing, including Phase 4 clinical trials and surveillance to
monitor the safety and efficacy of the product candidate. In addition, if the FDA or a comparable foreign
regulatory authority approves any of our product candidates, we will be subject to ongoing regulatory obligations
and oversight by regulatory authorities, including with respect to the manufacturing processes, labeling, packing,
distribution, adverse event reporting, storage, advertising and marketing restrictions, and recordkeeping and,
potentially, other post-marketing obligations, all of which may result in significant expense and limit our ability
to commercialize such products. These requirements include submissions of safety and other post-marketing
information and reports, registration, as well as continued compliance with cGMPs, cGDPs and cGCPs for any
clinical trials that we conduct post-approval. In the European Union, the marketing authorization holder has to
operate a pharmacovigilance system which conforms with and is equivalent to the respective Member State’s
pharmacovigilance system, requiring him to evaluate all information scientifically, to consider options for risk
minimization and prevention and to take appropriate measures as necessary. As part of this system, we will have
to, inter alia, have a qualified person responsible for pharmacovigilance, maintain a pharmacovigilance system
master file, operate a risk management system for each medicinal product, monitor the outcome of risk
minimization measures, and update continuously all pharmacovigilance data to update the risk assessment.

Later discovery of previously unknown problems with a product, including adverse events of unanticipated
severity or frequency, or with our third-party manufacturers or manufacturing processes, or failure to comply with
regulatory requirements, may result in, among other things:

*  restrictions on the marketing or manufacturing of the product, withdrawal of the product from the
market, or voluntary or mandatory product recalls;

+  fines, warning letters or holds on clinical trials;

» refusal by the FDA to approve pending applications or supplements to approved applications filed by
us, or suspension or revocation of product license approvals;

»  product seizure or detention, or refusal to permit the import or export of products; and
*  injunctions or the imposition of civil or criminal penalties.

If any of these events occurs, our ability to sell such product may be impaired, and we may incur substantial
additional expense to comply with regulatory requirements, which could materially adversely affect our business,
financial condition and results of operations. The FDA’s or any other regulatory authority’s policies may change
and additional government regulations may be enacted that could prevent, limit or delay regulatory approval of
our product candidates. If we are slow or unable to adapt to changes in existing requirements or the adoption of
new requirements or policies, or if we are not able to maintain regulatory compliance, we may lose any marketing
approval that we may have obtained, which would adversely affect our business, prospects and ability to achieve
or sustain profitability.

Enacted and future legislation may increase the difficulty and cost for us to obtain marketing approval of and
commercialize our product candidates and may affect the prices we may set.

In the United States and the European Union, there have been a number of legislative and regulatory
changes and proposed changes regarding the healthcare system. These changes could prevent or delay marketing
approval of our product candidates, restrict or regulate post-approval activities and affect our ability to profitably
sell any products for which we obtain marketing approval.
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For example, in March 2010, the Patient Protection and Affordable Care Act, as amended by the Health
Care and Education Reconciliation Act, or collectively, the Health Care Reform Law was enacted, a sweeping
law intended to broaden access to health insurance, reduce or constrain the growth of healthcare spending,
enhance remedies against fraud and abuse, add new transparency requirements for health care and health
insurance industries, impose new taxes and fees on the health industry and impose additional health policy
reforms. The Health Care Reform Law, among other things, increased rebates a manufacturer must pay to the
Medicaid program, addressed a new methodology by which rebates owed by manufacturers under the Medicaid
Drug Rebate Program are calculated for drugs that are inhaled, infused, instilled, implanted or injected,
established a Medicare Part D coverage gap discount program, in which manufacturers must provide 50% point-
of-sale discounts on products covered under Part D and implemented payment system reforms including a
national pilot program on payment bundling to encourage hospitals, physicians and other providers to improve
the coordination, quality and efficiency of certain healthcare services through bundled payment models. Further,
the law imposed a significant annual fee on companies that manufacture or import branded prescription drug
products, expanded eligibility criteria for Medicaid programs, and created a new Patient-Centered Outcomes
Research Institute to oversee, identify priorities in, and conduct comparative clinical effectiveness research, along
with funding for such research. Substantial provisions affecting compliance were enacted, which may affect our
business practices with health care practitioners. Continued pressure on pharmaceutical pricing is expected and
may also increase our regulatory burdens and operating costs.

Other legislative changes have been proposed and adopted in the United States since the Health Care
Reform Law was enacted. On August 2, 2011, the Budget Control Act of 2011, among other things, created
measures for spending reductions by Congress. A Joint Select Committee on Deficit Reduction, tasked with
recommending a targeted deficit reduction of at least $1.2 trillion for the years 2013 through 2021, was unable to
reach required goals, thereby triggering the legislation’s automatic reduction to several government programs.
This includes aggregate reductions to Medicare payments to providers of 2% per fiscal year, which went into
effect on April 1, 2013 and, due to subsequent legislative amendments to the statute, will remain in effect through
2025 unless additional Congressional action is taken. The American Taxpayer Relief Act of 2012, which, among
other things, further reduced Medicare payments to several providers, including hospitals, imaging centers and
cancer treatment centers, and increased the statute of limitations period for the government to recover
overpayments to providers from three to five years. These laws may result in additional reductions in Medicare
and other health care funding, which could have a material adverse effect on our customers and accordingly, our
financial operations. Additionally, there has been increasing legislative and enforcement interest in the United
States with respect to specialty drug pricing practices. Specifically, there have been several recent U.S.
Congressional inquiries and proposed bills designed to, among other things, bring more transparency to drug
pricing by requiring drug companies to notify insurers and government regulators of price increases and provide
an explanation of the reasons for the increase, reduce the out-of-pocket cost of prescription drug, review the
relationship between pricing and manufacturer patient programs, and reform government program reimbursement
methodologies for drugs. Moreover, U.S. President Donald Trump has discussed the need for federal legislation,
regulation or Executive Order to regulate the prices of medicines.

Because of the continued uncertainty about the implementation of the Health Care Reform Law, including
the potential for further legal challenges or repeal of that legislation, we cannot quantify or predict with any
certainty the likely impact of the Health Care Reform Law or its repeal on our business model, prospects,
financial condition or results of operations, in particular on the pricing, coverage or reimbursement of any of our
product candidates that may receive marketing approval. We also anticipate that Congress, state legislatures, and
third-party payors may continue to review and assess alternative healthcare delivery and payment systems and
may in the future propose and adopt legislation or policy changes or implementations effecting additional
fundamental changes in the healthcare delivery system. We cannot assure you as to the ultimate content, timing,
or effect of changes, nor is it possible at this time to estimate the impact of any such potential legislation.

In the European Union, a new clinical trial regulation centralizes clinical trial approval, which eliminates
redundancy, but in some cases this may extend timelines for clinical trial approvals due to potentially longer wait
times. The regulation requires specific consents for use of data in research which, among other measures, may
increase the costs and timelines for our product development efforts. The
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regulation also provides an obligation for clinical trial sponsors to make summaries of all trial results,
accompanied by a summary understandable to laypersons, as well as the clinical trial report publicly available in
a new database. Beyond this obligation, the EMA adopted a new “Agency policy on publication of clinical data”
(in force since January 1, 2015) based on which the EMA makes available to the public all clinical trials
submitted with the EMA as well as raw data results (“individual patient data”). These publication requirements
can conflict with legitimate secrecy interests of the sponsors and may lead to valuable clinical trial data falling
into the public domain.

On June 23, 2016, the UK public voted in a referendum to leave the European Union. The UK government
subsequently announced its intention to serve notice of withdrawal from the European Union no later than March
2017. As a consequence of such withdrawal notice, EU law will cease to apply to the UK from the date of entry
into force of a withdrawal agreement, or two years after UK’s submission of the withdrawal notification. As a
result, the UK is likely to remain within the European Union for at least the next two years, and, therefore there
will likely be no major legal implications for the life sciences sector in the short term. In the long term, however,
the effects may be more severe, in particular if the UK cannot agree the terms of a continued close association
with the European Union and/or chooses not to incorporate existing EU rules into national law and/or to no
longer align themselves with European law. The administrative burden for pharmaceutical companies could
increase significantly because regulatory requirements, for example clinical trial authorizations and marketing
authorization applications, may need to be fulfilled under a new and different legal framework for the UK.
Existing marketing authorizations granted in the European Union under the centralized procedure prior to the exit
may potentially not be recognized anymore by the UK.

Austerity measures in certain European nations may also affect the prices we are able to seek if our products
are approved, as discussed below.

Both in the United States and in the European Union, legislative and regulatory proposals have been made to
expand post-approval requirements and restrict sales and promotional activities for pharmaceutical products. We
do not know whether additional legislative changes will be enacted, or whether the regulations, guidance or
interpretations will be changed, or what the impact of such changes on the marketing approvals of our product
candidates, if any, may be.

Our relationships with customers and payors may be subject to applicable anti-kickback, fraud and abuse and
other healthcare laws and regulations, which, if violated, could expose us to criminal sanctions, civil penalties,
exclusion from government healthcare programs, contractual damages, reputational harm and diminished
profits and future earnings, among other penalties.

Healthcare providers, payors and others play a primary role in the recommendation and prescription of any
products for which we obtain marketing approval. Our future arrangements with third-party payors and customers
may expose us to broadly applicable fraud and abuse and other healthcare laws and regulations, primarily in the
United States, that may constrain the business or financial arrangements and relationships through which we
market, sell and distribute our products for which we obtain marketing approval. Restrictions under applicable
U.S. healthcare laws and regulations, include the following:

»  the U.S. healthcare anti-kickback statute prohibits, among other things, persons from knowingly and
willfully soliciting, offering, receiving or providing remuneration, directly or indirectly, in cash or in
kind, to induce or reward either the referral of an individual for, or the purchase, order or
recommendation of, any good or service, for which payment may be made under U.S. government
healthcare programs such as Medicare and Medicaid;

« the U.S. False Claims Act imposes criminal and civil penalties, including civil whistleblower or qui
tam actions, against individuals or entities for knowingly presenting, or causing to be presented, to the
U.S. government, claims for payment that are false or fraudulent or making a false statement to avoid,
decrease or conceal an obligation to pay money to the federal government;

«  the U.S. Health Insurance Portability and Accountability Act of 1996, or HIPAA, imposes criminal and
civil liability for executing a scheme to defraud any healthcare benefit program or making false
statements relating to healthcare matters;
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*  HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act, or
HITECH, imposes obligations, including mandatory contractual terms, with respect to safeguarding the
privacy, security and transmission of individually identifiable health information;

*  the transparency requirements under the Health Care Reform Law require manufacturers of drugs,
devices, biologics and medical supplies to report to the U.S. Department of Health and Human Services
information related to payments and other transfers of value made by such manufacturers to physicians
and teaching hospitals, and ownership and investment interests held by physicians or their immediate
family members; and

+ analogous laws and regulations, such as state anti-kickback and false claims laws, may apply to sales or
marketing arrangements and claims involving healthcare items or services reimbursed by non-
governmental third-party payors, including private insurers, and some state laws require
pharmaceutical companies to comply with the pharmaceutical industry’s voluntary compliance
guidelines and the relevant compliance guidance promulgated by the federal government in addition to
requiring manufacturers to report information related to payments to physicians and other health care
providers or marketing expenditures.

Similar laws exist in other jurisdictions.

In the European Union, there is currently no central European anti-bribery or similar legislation. However,
more and more EU member states as well as life sciences industry associations are enacting increasingly specific
anti-bribery rules for the healthcare sector which are as severe and sometimes even more severe than in the
United States. Germany, for example, has recently adopted new criminal provisions dealing with granting
benefits to healthcare professionals. This new law has increased the legal restrictions as well as the legal scrutiny
for the collaboration and contractual relationships between the pharmaceutical industry and its customers.

Because of the breadth of these laws and the narrowness of the statutory exceptions and safe harbors
available under the U.S. federal Anti-Kickback Statute, it is possible that some of our future business activities
could be subject to challenge under one or more of such laws. In addition, recent health care reform legislation
has strengthened these laws. For example, the Health Care Reform Law, among other things, amends the intent
requirement of the federal anti-kickback and criminal healthcare fraud statutes. A person or entity no longer
needs to have actual knowledge of this statute or specific intent to violate it. Moreover, the Health Care Reform
Law provides that the government may assert that a claim including items or services resulting from a violation
of the federal anti-kickback statute constitutes a false or fraudulent claim for purposes of the False Claims Act.

Efforts to ensure that our business arrangements with third parties will comply with applicable healthcare
laws and regulations will involve substantial costs. It is possible that governmental authorities will conclude that
our business practices may not comply with current or future statutes, regulations or case law involving
applicable fraud and abuse or other healthcare laws and regulations. If our operations are found to be in violation
of any of these laws or any other governmental regulations that may apply to us, we may be subject to significant
civil, criminal and administrative penalties, damages, fines, exclusion from U.S. government funded healthcare
programs, such as Medicare and Medicaid, and the curtailment or restructuring of our operations. If any of the
physicians or other providers or entities with whom we expect to do business with are found to be not in
compliance with applicable laws, they may be subject to criminal, civil or administrative sanctions, including
exclusions from government funded healthcare programs.

Risks Related to Commercialization of Our Product Candidates

We operate in highly competitive and rapidly changing industries, which may result in others discovering,
developing or commercializing competing products before or more successfully than we do.

The biopharmaceutical and pharmaceutical industries are highly competitive and subject to significant and
rapid technological change. Our success is highly dependent on our ability to discover, develop and obtain
marketing approval for new and innovative products on a cost-effective basis and to market them successfully. In
doing so, we face and will continue to face intense competition from a variety of businesses, including large, fully
integrated pharmaceutical companies, specialty pharmaceutical companies and
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biopharmaceutical companies, academic institutions, government agencies and other private and public research
institutions in Europe, the United States and other jurisdictions. These organizations may have significantly
greater resources than we do and conduct similar research, seek patent protection and establish collaborative
arrangements for research, development, manufacturing and marketing of products that compete with our product
candidates.

We believe that our key competitors are Otonomy, Inc., or Otonomy, Sound Pharmaceuticals, Inc., or Sound
Pharma, and Sensorion SA, or Sensorion. In October 2013, Otonomy announced the launch of a development
program for the treatment of tinnitus, OTO-311, which is based on the NMDA receptor antagonist gacyclidine
and may directly compete with our Keyzilen® product candidate. According to a recent public filing, Otonomy
intends to develop a polymer-based formulation of gacyclidine that will provide a full course of treatment from a
single intratympanic injection. Following a Phase 1 trial, Otonomy made adjustments to the formulation,
resulting in product candidate OTO-313, which the company plans to evaluate in a Phase 1/2 trial starting in
2019. OTO-313’s competitive strength will ultimately depend on the demonstration of clinical efficacy and safety
and its comparison with Keyzilen®. Otonomy is also developing OTO-104, which is a polymer-based formulation
of dexamethasone for intratympanic treatment of vertigo in Ménieére’s disease. In Phase 3 of clinical
development, OTO-104 showed no treatment effects in a North American study, but showed treatment effects in a
European study, which had been terminated early. In March 2018 the company announced its intention to conduct
another Phase 3 study with OTO-104. If Otonomy’s drug product is approved prior to AM-125, we will have to
compete against it in the treatment of vertigo in Méniére’s disease. In addition, OTO-104 is being evaluated by

Otonomy for the treatment of certain types of hearing loss and may compete against Sonsuvi®.

In June 2006, Sound Pharma began clinical testing of an oral treatment for hearing loss (SPI-1005, ebselen).
Its active substance mimics and prompts production of the glutathione peroxidase enzyme. In February 2014,
Sound Pharma announced positive outcomes from a placebo-controlled Phase 2 clinical trial with SPI-1005 in the
prevention of temporary inner ear hearing loss from listening to loud music with a mobile digital media player.
Although Sonsuvi® targets permanent rather than transient hearing loss, SPI-1005 may become competing
products if Sound Pharma seeks and manages to demonstrate clinical efficacy also in the prevention and
treatment of permanent inner ear hearing loss.

Sensorion is developing SENS-401, a 5-HT3 antagonist with anti-inflammatory properties, for the oral
treatment of sudden sensorineural hearing loss. The company is initiating a Phase 2 clinical trial with SENS-401
in the treatment of sudden sensorineural hearing loss. Sensorion is also developing SENS-111, a histamine H4
receptor antagonist, for the oral treatment of acute vertigo crises and in 2017 initiated a Phase 2 trial to enroll
patients with acute unilateral vestibulopathy. According to Sensorion, this trial will conclude in the second half of
2019. If successful, SENS-401 may compete against Sonsuvi®, and SENS-111 may compete against AM-125.

There are several companies developing treatments for hearing loss. Strekin AG, a privately held Swiss
company, announced in April 2016 that it plans to develop STR001, an agonist of the peroxisome proliferator, for
surgery induced hearing loss and that it commenced a Phase 2 program in Germany and France. Nordmark, a
German company, is developing Ancrod, the biologically active substance from the venom of the Malayan Pit
Viper (Calloselasma rhodostoma), for the treatment of sudden sensorineural hearing loss and has initiated Phase

2 program. Both, STR001 and Ancrod have the potential to compete with Sonsuvi®.

There exist a variety of drug products that are licensed or used off-label for the treatment of vestibular
disorders and Méniére’s disease, including steroids, diuretics, anti-emetics or anti-nausea medications. In many
countries outside the United States, oral betahistine is the standard of care and licensed for the treatment of
Méniére’s disease and vestibular vertigo. Although, we expect that AM-125 will offer benefits over oral
betahistine due to the ability to bypass the strong first-pass metabolism associated with oral intake and provide
for a higher bioavailability and avoid gastric side effects, it may take time to change prescribing and usage
patterns in favor of the newer product.

The highly competitive nature of and rapid technological changes in the biotechnology and pharmaceutical
industries could render our product candidates or our technology obsolete or non-competitive. Our competitors
may, among other things:
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. develop and commercialize products that are safer, more effective, less expensive, or more convenient
or easier to administer;

*  obtain quicker regulatory approval;

*  establish superior proprietary positions;

+  have access to more manufacturing capacity;

»  implement more effective approaches to sales and marketing; or

»  form more advantageous strategic alliances.

Should any of these occur, our business, financial condition and results of operations could be materially
adversely affected.

The successful commercialization of our product candidates will depend in part on the extent to which
governmental authorities and health insurers establish adequate coverage and reimbursement levels and
pricing policies.

The successful commercialization of Keyzilen®, Sonsuvi®, AM-125, AM-201 or our other product
candidates will depend, in part, on the extent to which coverage and reimbursement for our products or
procedures using our products will be available from government and health administration authorities, private
health insurers and other third-party payors. To manage healthcare costs, many governments and third-party
payors increasingly scrutinize the pricing of new technologies and require greater levels of evidence of favorable
clinical outcomes and cost-effectiveness before extending coverage. In light of such challenges to prices and
increasing levels of evidence of the benefits and clinical outcomes of new technologies, we cannot be sure that
coverage will be available for Keyzilen®, Sonsuvi®, AM-125 or any other product candidate that we
commercialize and, if available, that the reimbursement rates will be adequate.

Our customers, including hospitals, physicians and other healthcare providers that purchase certain
injectable drugs administered during a procedure, such as our product candidates, generally rely on third-party
payors to pay for all or part of the costs and fees associated with the drug and the procedures administering the
drug. These third-party payors may pay separately for the drug or may bundle or otherwise include the costs of
the drug in the payment for the procedure. We are unable to predict at this time whether our product candidates, if
approved, will be eligible for such separate payments. Nor can we predict at this time the adequacy of payments,
whether made separately for the drug and procedure or with a bundled or otherwise aggregate payment amount
for the drug and procedure. In addition, obtaining and maintaining adequate coverage and reimbursement status is
time-consuming and costly.

Third-party payors may deny coverage and reimbursement status altogether of a given drug product, or
cover the product but may also establish prices at levels that are too low to enable us to realize an appropriate
return on our investment in product development. Because the rules and regulations regarding coverage and
reimbursement change frequently, in some cases at short notice, even when there is favorable coverage and
reimbursement, future changes may occur that adversely impact the favorable status. Further, the net
reimbursement for drug products may be subject to additional reductions if there are changes to laws that
presently restrict imports of drugs from countries where they may be sold at lower prices than in the United
States.

The unavailability or inadequacy of third-party coverage and reimbursement could have a material adverse
effect on the market acceptance of our product candidates and the future revenues we may expect to receive from
those products. In addition, we are unable to predict what additional legislation or regulation relating to the
healthcare industry or third-party coverage and reimbursement may be enacted in the future, or what effect such
legislation or regulation would have on our business.

Our products may not gain market acceptance, in which case we may not be able to generate product
revenues, which will materially adversely affect our business, financial condition and results of operations.

Even if the FDA, the EMA or other regulatory authority approves the marketing of any product candidates
that we develop, physicians, healthcare providers, patients or the medical community may not accept or use them.
Efforts to educate the medical community and third-party payors on the benefits of our
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product candidates may require significant resources and may not be successful. If Keyzilen®, Sonsuvi®, AM-
125 or any other product candidate that we develop does not achieve an adequate level of acceptance, we may not
generate significant product revenues or any profits from operations. The degree of market acceptance of
Keyzilen®, Sonsuvi®, AM-125 or any of our product candidates that is approved for commercial sale will depend
on a variety of factors, including:

*  how clinicians and potential patients perceive our novel products;
» the timing of market introduction;

*  the number and clinical profile of competing products;

*  our ability to provide acceptable evidence of safety and efficacy;
» the prevalence and severity of any side effects;

+  relative convenience and ease of administration, particularly as Keyzilen® and Sonsuvi® have to be
administered by an ear, nose, throat physician, and in case of Keyzilen® the procedure has to be
repeated for a total of three times;

. cost-effectiveness;

+  patient diagnostics and screening infrastructure in each market, particularly as Keyzilen®, Sonsuvi®

and AM-125, are being developed for the treatment of acute inner ear disorders and are thus dependent
on a relatively rapid diagnosis and dosing process;

»  marketing and distribution support;

e availability of coverage, reimbursement and adequate payment from health maintenance organizations
and other third-party payors, both public and private; and

»  other potential advantages over alternative treatment methods.

If our product candidates fail to gain market acceptance, this will have a material adverse impact on our
ability to generate revenues to provide a satisfactory, or any, return on our investments. Even if some products
achieve market acceptance, the market may prove not to be large enough to allow us to generate significant
revenues.

In addition, the potential market opportunity of Keyzilen®, Sonsuvi®, AM-125 and AM-201 are difficult to
precisely estimate. Our estimates of the potential market opportunity are predicated on several key assumptions
such as industry knowledge and publications, third-party research reports and other surveys. While we believe
that our internal assumptions are reasonable, these assumptions involve the exercise of significant judgment on
the part of our management, are inherently uncertain and the reasonableness of these assumptions could not have
been assessed by an independent source in every detail. If any of the assumptions proves to be inaccurate, then
the actual market for Keyzilen®, Sonsuvi®, AM-125 and AM-201 could be smaller than our estimates of the
potential market opportunity. If the actual market for Keyzilen®, Sonsuvi®, AM-125 and AM-201 is smaller than
we expect, or if the products fail to achieve an adequate level of acceptance by physicians, health care payors and
patients, our product revenue may be limited and it may be more difficult for us to achieve or maintain
profitability.

We have never commercialized a product candidate before and may lack the necessary expertise, personnel
and resources to successfully commercialize our products on our own or together with suitable partners.

We have never commercialized a product candidate, and we currently have no sales force, marketing or
distribution capabilities. To achieve commercial success for Keyzilen®, Sonsuvi®, AM-125 and our other product
candidates, we will have to develop our own sales, marketing and supply organization or outsource these
activities to a third party.

Factors that may affect our ability to commercialize our product candidates on our own include recruiting
and retaining adequate numbers of effective sales and marketing personnel, obtaining access to or persuading
adequate numbers of physicians to prescribe our drug candidates and other unforeseen costs associated with
creating an independent sales and marketing organization. Developing a sales and marketing organization
requires significant investment, is time-consuming and could delay the launch of
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our product candidates. We may not be able to build an effective sales and marketing organization. If we are
unable to build our own distribution and marketing capabilities or to find suitable partners for the
commercialization of our product candidates, we may not generate revenues from them or be able to reach or
sustain profitability.

Risks Related to Our Reliance on Third Parties

We have several areas of disagreement with Xigen, and consequently our relationship with Xigen may be
adversely affected, we could potentially lose our right to commercialize Sonsuvi® and our business,
commercialization prospects and financial condition may be adversely affected.

We have several areas of disagreement with Xigen S.A., or Xigen, with whom we have an agreement
pursuant to which Xigen granted us an exclusive worldwide license to use specified compounds to develop,
manufacture and commercialize “pharmaceutical products as well as drug delivery devices and formulations for
local administration of therapeutic substances to the inner ear for the treatment of ear disorders” (the Area). We
differ from Xigen in our interpretation of the definition of the Area. We interpret “Area,” as it pertains to
pharmaceutical products, as not limited to local administration to the inner ear, but inclusive of the use of
pharmaceutical products generally for the treatment of ear disorders (and that the limitation of “local
administration to the inner ear” applies only to “drug delivery devices and formulations™). Xigen has adopted the
interpretation that the license is limited to local administration for both pharmaceutical products and drug
delivery and formulations. This difference in interpretation has no impact on our current or planned use of
Sonsuvi® delivered locally via intratympanic treatment.

In addition, in October 2013, Xigen assigned certain of the patents relevant to the agreement to Xigen
Inflammation Ltd., an unaffiliated entity organized in Cyprus. We consider this transfer to be in breach of the
agreement since our prior written approval was not sought, although Xigen Inflammation Ltd. has confirmed to
us that the assignment of patents is without prejudice 