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ARDELYX, INC.
400 Fifth Avenue, Suite 210, Waltham, MA 02451

NOTICE OF ANNUAL MEETING OF STOCKHOLDERS
TO BE HELD ON JUNE 15, 2023

To the Stockholders of Ardelyx, Inc.:

The 2023 Annual Meeting of Stockholders, or the 2023 Annual Meeting, of Ardelyx, Inc., a Delaware
corporation, or the Company, will be held on June 15, 2023 at 8:30 a.m. Eastern Time. The 2023 Annual
Meeting will be held entirely online. You will be able to attend the meeting online where you will be able to
listen to the meeting live and vote. The 2023 Annual Meeting will be held for the following purposes:

(1) To elect three Class III directors to hold office until the 2026 Annual Meeting of Stockholders and until
their successors are elected and qualified;

(2) To approve an amendment to our Amended and Restated Certificate of Incorporation to increase the
number of authorized shares of common stock from 300,000,000 shares to 500,000,000 shares;

(3) To approve, on a non-binding, advisory basis, the compensation of our named executive officers, as
disclosed in the proxy statement accompanying this notice pursuant to the compensation disclosure
rules of the Securities and Exchange Commission, or Say-on-Pay;

(4) To ratify the selection, by the Audit and Compliance Committee of our board of directors, of Ernst &
Young LLP as the independent registered public accounting firm of the Company for the fiscal year
ending December 31, 2023; and

(5) To transact such other business as may properly come before the 2023 Annual Meeting or any
adjournment or postponement thereof.

The foregoing items of business are more fully described in the proxy statement accompanying this Notice of
Annual Meeting of Stockholders. Only stockholders who owned the Company’s common stock at the close of
business on April 18, 2023 may vote at the 2023 Annual Meeting or any adjournments that take place.

You are cordially invited to attend the virtual 2023 Annual Meeting online via live audio-only webcast at
www.virtualshareholdermeeting.com/ARDX2023. Whether or not you plan to attend the 2023 Annual Meeting
online, please vote as soon as possible. You may vote over the internet, by a toll-free telephone number, or by
mailing a complete, signed and dated proxy card or voting instruction card in the envelope provided. Please note
that any stockholder attending the 2023 Annual Meeting may vote online at the 2023 Annual Meeting, even if
the stockholder has already voted over the internet or by phone or returned a proxy card or voting instruction
card by mail.



Our board of directors recommends that you vote “FOR” the election of the director nominees named in
Proposal No. 1 of the proxy statement, “FOR” the approval of an amendment to our Amended and Restated
Certificate of Incorporation to increase the number of authorized shares of common stock from 300,000,000 to
500,000,000, as described in Proposal No. 2 of the proxy statement, “FOR” the approval, on a non-binding,
advisory basis, of the Say-on-Pay proposal as described in Proposal No. 3 of the proxy statement and “FOR”
the ratification of the appointment of Ernst & Young LLP as our independent registered public accounting firm
for the year ending December 31, 2023 as described in Proposal No. 4 of the proxy statement.

By Order of the Board of Directors:
/s/ Elizabeth Grammer

Elizabeth Grammer, Esq.

Chief Legal and Administrative Officer
Waltham, Massachusetts
April 26, 2023
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ARDELYX, INC.

400 Fifth Avenue, Suite 210
Waltham, MA 02451

PROXY STATEMENT
FOR THE ANNUAL MEETING OF STOCKHOLDERS
TO BE HELD ON JUNE 15, 2023

IMPORTANT NOTICE REGARDING THE AVAILABILITY OF PROXY MATERIALS
FOR THE ANNUAL MEETING OF STOCKHOLDERS TO BE HELD ON JUNE 15, 2023

This proxy statement and our 2022 Annual Report to Stockholders, which includes our Annual Report on

Form 10-K for the fiscal year ended December 31, 2022 are available on our website at www.ardelyx.com and at
www.proxyvote.com. The references to our web address contained in this proxy statement do not constitute
incorporation by reference of the information contained at or available through our website.

99 ¢ 99 << 99 ¢

Unless the context requires otherwise, in this proxy statement the terms “Ardelyx,” “we,” “us,” “our” and ‘“‘the
Company” refer to Ardelyx, Inc.

QUESTIONS AND ANSWERS REGARDING THE PROXY MATERIALS AND THE VOTING
PROCESS

Why am I receiving these proxy materials?

We have delivered paper proxy materials to you, because the board of directors of Ardelyx is soliciting your
proxy to vote at the 2023 Annual Meeting of Stockholders, or the 2023 Annual Meeting, or any adjournments
that take place. The 2023 Annual Meeting will be held online on June 15, 2023 at 8:30 a.m. Eastern Time via
live audio-only webcast at www.virtualshareholdermeeting.com/ARDX2023. As a stockholder, you are invited to
attend the 2023 Annual Meeting online and are requested to vote on the proposals described in this proxy
statement. However, you do not need to attend the 2023 Annual Meeting to vote.

What is included in the proxy materials?
The proxy materials include:

e  This proxy statement, which includes information regarding the proposals to be voted on at the 2023
Annual Meeting, the voting process, corporate governance, the compensation of our directors and
certain executive officers, and other required information;

e  Our 2022 Annual Report to Stockholders, which includes our Annual Report on Form 10-K for the
fiscal year ended December 31, 2022; and

e  The proxy card or a voting instruction card for the 2023 Annual Meeting.

The proxy materials are being mailed on or about May 4, 2023, and are available at www.ardelyx.com.

Who can vote at the 2023 Annual Meeting?

Only stockholders of record at the close of business on April 18, 2023, or the Record Date, will be entitled to
vote at the 2023 Annual Meeting. On this Record Date, there were 214,462,429 shares of common stock
outstanding and entitled to vote.

Stockholder of Record: Shares Registered in Your Name

If, at the close of business on April 18, 2023, your shares were registered directly in your name with our transfer
agent, American Stock Transfer & Trust Company, LLC, then you are a stockholder of record. As a stockholder
of record, you may vote online at the 2023 Annual Meeting or vote by proxy. Whether or not you plan to attend
the 2023 Annual Meeting, please vote as soon as possible by internet, telephone or by mail as instructed below
to ensure your vote is counted.



Beneficial Owner: Shares Registered in the Name of a Broker or Bank

If, at the close of business on April 18, 2023, your shares were not held in your name, but rather in an account
at a brokerage firm, bank, dealer or other similar organization, then you are the beneficial owner of shares held
in “street name”’ and these proxy materials are being forwarded to you by that organization. The organization
holding your account is considered to be the stockholder of record for purposes of voting at the 2023 Annual
Meeting. As a beneficial owner, you have the right to direct your broker or other agent how to vote the shares in
your account. If you are a beneficial owner of shares registered in the name of your broker, bank, dealer or other
similar organization, you should have received a proxy card and voting instructions with these proxy materials
from that organization rather than from us. Simply complete and mail the proxy card to ensure that your vote is
counted. Alternatively, you may vote by internet or telephone as instructed by your broker or other agent. To
vote online at the 2023 Annual Meeting, you must obtain a valid proxy from your broker or other agent. Follow
the instructions from your broker or other agent included with these proxy materials, or contact your broker or
bank to request a proxy form. In order to login to the online 2023 Annual Meeting, you will need the unique
account number which appears in your proxy materials and the instructions that accompanied the proxy
materials. In the event that you do not have a control number, please contact your broker, bank, or other nominee
as soon as possible so that you can be provided with a control number.

What proposals are scheduled for a vote?
There are four proposals scheduled for a vote at the 2023 Annual Meeting:

e  Proposal No. I — To elect three Class III directors to hold office until the 2026 Annual Meeting of
Stockholders and until their successors are elected and qualified;

e  Proposal No. 2 — To approve the amendment to our Amended and Restated Certificate of
Incorporation to increase the number of authorized shares of common stock from 300,000,000 shares to
500,000,000 shares;

e  Proposal No. 3 — To approve, on a non-binding, advisory basis, the compensation of our named
executive officers, as disclosed in this proxy statement pursuant to the compensation disclosure rules of
the Securities and Exchange Commission, or Say-on-Pay; and

e  Proposal No. 4 — To ratify the selection, by the Audit and Compliance Committee of our board of
directors, of Ernst & Young LLP as the independent registered public accounting firm of the Company
for the fiscal year ending December 31, 2023.

How do I vote?

For Proposal No. 1, you may either vote “FOR’ all nominees to the board of directors or you may
“WITHHOLD” your vote for any nominee you specify. For Proposals No. 2, No. 3 and No. 4, you may either
vote “FOR” or “AGAINST” or you may abstain from voting.

The procedures for voting are as follows:

Stockholder of Record: Shares Registered in Your Name

If you are a stockholder of record, you may vote online at the virtual 2023 Annual Meeting or vote by internet,
telephone or by mail. Whether or not you plan to attend the 2023 Annual Meeting online, please vote as soon as
possible to ensure your vote is counted. You may still attend the 2023 Annual Meeting online and vote online
even if you have already voted by proxy.

e By Attending the 2023 Annual Meeting Online. You may vote online at the 2023 Annual Meeting by
attending the 2023 Annual Meeting online via live audio-only webcast at
www.virtualshareholdermeeting.com/ARDX2023.

e To vote by proxy by internet or telephone. You may submit your proxy by following the instructions
provided with your proxy materials and on your proxy card or voting instruction card.

e To vote by proxy by mail. You may submit your proxy by mail by completing and signing your proxy
card and mailing it in the enclosed envelope. Your shares will be voted as you have instructed.



Beneficial Owner: Shares Registered in the Name of Broker or Bank

If you are a beneficial owner of shares registered in the name of your broker, bank, dealer or other similar
organization, you should have received a proxy card and voting instructions with these proxy materials from that
organization rather than from us. Simply complete and mail the proxy card to ensure that your vote is counted.

Alternatively, you may vote by internet or telephone as instructed by your broker or other agent. To vote online
at the 2023 Annual Meeting, you must obtain a valid proxy from your broker or other agent. Follow the
instructions from your broker or other agent included with these proxy materials, or contact your broker or bank
to request a proxy form.

How many votes do I have?

On each matter to be voted upon, you have one vote for each share of the Company’s common stock you owned
as of April 18, 2023.

What if I return a proxy card but do not make specific choices?

If you return a signed and dated proxy card without marking any voting selections, your shares will be voted
“FOR” the election of each nominee for director (Proposal No. 1), “FOR” the amendment to our Amended and
Restated Certificate of Incorporation to increase the number of authorized shares of common stock from
300,000,000 shares to 500,000,000 shares (Proposal No. 2), “FOR” the approval, on a non-binding, advisory
basis, of the Say-on-Pay proposal (Proposal No. 3) and “FOR” the ratification of the selection of Ernst & Young
LLP as the independent registered public accounting firm of the Company for the fiscal year ending

December 31, 2023 (Proposal No. 4). If any other matter is properly presented at the 2023 Annual Meeting, your
proxyholder (one of the individuals named on your proxy card) will vote your shares using his or her best
judgment.

Who is paying for this proxy solicitation?

We will pay for the entire cost of soliciting proxies. In addition to these mailed proxy materials, our directors,
officers and employees may also solicit proxies in person, by telephone or by other means of communication.
Directors, officers and employees will not be paid any additional compensation for soliciting proxies. We have
engaged Morrow Sodali, LLC, or Morrow, as the proxy solicitor for the Annual Meeting for an approximate fee
of $25,000 plus fees for additional services, if needed. We have also agreed to reimburse Morrow for its
reasonable out-of-pocket expenses.

What does it mean if I receive more than one proxy card?

If you receive more than one proxy card, your shares are registered in more than one name or are registered in
different accounts. In order to vote all the shares you own, you must return each proxy card.

Can I change my vote after submitting my proxy?

Yes. You can revoke your proxy at any time before the final vote at the 2023 Annual Meeting. If you are the
stockholder of record of your shares, you may revoke your proxy in any one of three ways:

e  You may submit another properly completed proxy, bearing a date later than the date of the original
proxy.

e  You may send a timely written notice, bearing a date later than the date of the original proxy, that you
are revoking your proxy to the Company’s Chief Legal and Administrative Officer at the following
email address: general-counsel @ardelyx.com.

e  You may attend the virtual 2023 Annual Meeting and vote online. Simply attending the 2023 Annual
Meeting online will not, by itself, revoke your proxy.

If your shares are held in “street name” by your broker or other agent, you should follow the instructions
provided by your broker or agent to change your vote.

What is the quorum requirement?

A quorum of stockholders is necessary to hold a valid meeting. A quorum will be present if stockholders holding
at least a majority of the outstanding shares entitled to vote are present in attendance at the virtual 2023 Annual



Meeting. On the Record Date, there were 214,462,429 shares outstanding and entitled to vote. Accordingly, the
holders of 107,231,215 shares must be present at the 2023 Annual Meeting to have a quorum. Your shares will
be counted toward the quorum at the 2023 Annual Meeting only if you vote online at the meeting, or you submit
a valid proxy vote.

Abstentions and broker non-votes (as described below) will be counted towards the quorum requirement. If there
is no quorum, the chairperson of the meeting or the holders of a majority of shares present and entitled to vote at
the meeting or represented by proxy may adjourn the 2023 Annual Meeting to another date.

How are votes counted?

With respect to the election of directors (Proposal 1), you may vote “FOR” or “WITHHOLD" authority to
vote for each of the nominees for the Board. If you “WITHHOLD” authority to vote with respect to one or
more director nominees, your vote will have no effect on the election of such nominees. Broker non-votes will
have no effect on the election of the nominees.

With respect to the amendment to our Amended and Restated Certificate of Incorporation to increase the number
of authorized shares of common stock from 300,000,000 shares to 500,000,000 shares (Proposal 2), you may
vote “FOR,” “AGAINST” or “ABSTAIN.” If you “ABSTAIN” from voting with respect to this proposal,
your vote will have the same effect as a vote “AGAINST”’ the proposal. Broker non-votes, if any, will have the
same effect as a vote “AGAINST” this proposal.

With respect to the Say-on-Pay proposal (Proposal 3), you may vote “FOR,” “AGAINST” or “ABSTAIN.”
Abstentions and broker non-votes will have no effect on the vote for this proposal.

With respect to the ratification of Ernst & Young LLP as of our independent registered public accounting firm
for the year ending December 31, 2023 (Proposal 4), you may vote “FOR,” “AGAINST” or “ABSTAIN.”
Abstentions and broker non-votes will have no effect on the vote for this proposal.

Votes will be counted by the Inspector of Elections appointed for the 2023 Annual Meeting. The Inspector of
Elections will separately count “FOR” votes for the election of directors (Proposal 1), “FOR” and
“AGAINST” votes, abstentions and, if any, broker non-votes for the approval, of the amendment to our
Amended and Restated Certificate of Incorporation to increase the number of authorized shares of common stock
from 300,000,000 shares to 500,000,000 shares (Proposal 2), “FOR” and “AGAINST” votes, abstentions and, if
any, broker non-votes for the approval, on a non-binding, advisory basis, of the Say-on-Pay (Proposal 3) and
“FOR” and “AGAINST” votes, abstentions and, if any, broker non-votes for the ratification of the selection of
Ernst & Young LLP as the independent registered accounting firm of the Company for the fiscal year ending
December 31, 2023 (Proposal 4).

If your shares are held by your broker or other agent as your nominee (that is, held beneficially in “street
name”’), you will need to obtain a proxy form from the institution that holds your shares and follow the
instructions included on that form regarding how to instruct your broker or other agent to vote your shares. If
you do not give voting instructions to your broker or other agent, your broker or other agent can only vote your
shares with respect to “‘routine” matters (as described below).

What are “broker non-votes”?

If you hold shares beneficially in street name and do not provide your broker with voting instructions, your
shares may constitute ‘“‘broker non-votes.”” Broker non-votes occur on a matter when a broker is not permitted to
vote on that matter without instructions from the beneficial owner and instructions are not given. These matters
are referred to as “‘non-routine” matters. Proposal No. 1 to elect directors and Proposal No. 3 to approve the
Say-on-Pay are both ‘“‘non-routine’” matters, but Proposal No. 2 to approve the amendment to our Amended and
Restated Certificate of Incorporation to increase the number of authorized shares of common stock from
300,000,000 shares to 500,000,000 shares and Proposal No. 4 to ratify the selection of Ernst & Young LLP as
the independent registered public accounting firm for the Company for the fiscal year ending December 31, 2023
are both “routine” matters.



How many votes are needed to approve each proposal?

e  Proposal No. | — To elect three Class III directors to hold office until the 2026 Annual Meeting of
Stockholders and until their successors are elected and qualified. Directors shall be elected by a
plurality of the votes cast, which means that the three nominees receiving the most “FOR” votes (from
the votes of shares present in attendance or represented by proxy and entitled to vote on the election of
directors) will be elected. “WITHHOLD” votes and broker non-votes will not be counted towards the
vote total for this proposal.

e  Proposal No. 2 — The approval of the amendment to our Amended and Restated Certificate of
Incorporation to increase the number of authorized shares of common stock from 300,000,000 shares to
500,000,000 shares requires the affirmative vote of the holders of a majority of the outstanding shares
of common stock entitled to vote at the meeting. Abstentions have the same effect as a vote
“AGAINST” such proposal. Because Proposal No. 2 is considered a “routine” matter, no broker
non-votes are expected in connection with this proposal. Any broker non-votes on the proposal to
approve the amendment of our Amended and Restated Certificate of Incorporation will have the same
effect as a vote “AGAINST” such proposal.

e  Proposal No. 3 — To approve, on a non-binding, advisory basis, the Say-on-Pay proposal. The
Say-on-Pay proposal requires the affirmative vote of the majority of the votes cast, which means the
number of shares voted “FOR” the proposal must exceed the number of shares voted “AGAINST”
such proposal. Abstentions and broker non-votes are not considered votes cast for the foregoing
purpose, and will have no effect on the vote for this proposal.

Because the vote on Proposal No. 3 is advisory, it will not be binding on the board of directors, the
compensation committee of the board of directors or the Company. With respect to Proposal No. 3, the
board of directors will review the voting results and take them into consideration when making future
decisions about executive compensation.

e  Proposal No. 4 — To ratify the selection of Ernst & Young LLP as the independent registered public
accounting firm of the Company for the fiscal year ending December 31, 2023. The ratification of
Ernst & Young LLP as our independent registered public accounting firm for the year ending
December 31, 2023 requires the affirmative vote of the majority of the votes cast, which means the
number of shares voted “FOR” the proposal must exceed the number of shares voted “AGAINST”
such proposal. Abstentions and broker non-votes are not considered votes cast for the foregoing
purpose, and will have no effect on the vote for this proposal. Because Proposal No. 4 is considered a
“routine’” matter, no broker non-votes are expected in connection with this proposal.

How do I attend the Virtual Annual Meeting?

This year’s Annual Meeting will be held entirely online. Stockholders of record as of April 18, 2023 will be able
to attend and participate in the 2023 Annual Meeting online via live audio-only webcast at
www.virtualshareholdermeeting.com/ARDX2023. You will be able to vote your shares electronically by Internet
and submit questions online during the meeting by logging in to the website listed above and using the 16-digit
control number included on your proxy card or on the instructions that accompanied your proxy materials. The
virtual meeting has been designed to provide the same rights to participate as you would have at an in-person
meeting.

Even if you plan to attend the 2023 Annual Meeting online, we recommend that you also vote by proxy as
described herein so that your vote will be counted if you decide not to attend the 2023 Annual Meeting.

Access to the Audio Webcast of the 2023 Annual Meeting. The live audio webcast of the 2023 Annual Meeting
will begin promptly at 8:30 a.m. Eastern Time. Online check-in will begin at 8:15 a.m. Eastern Time and should
allow ample time for the check-in procedures. We encourage our stockholders to access the meeting prior to the
start time.

Log in Instructions. To attend the online 2023 Annual Meeting, you will need to login at
www.virtualshareholdermeeting.com/ARDX2023. To attend the 2023 Annual Meeting, you will need the 16-digit
control number included in on your proxy card or on the instructions that accompanied your proxy materials.



Voting. You may vote online during the 2023 Annual Meeting. To do so, go to
www.virtualshareholder.com/ARDX2023 and have available the 16-digit control number included on your proxy
card or on the instructions that accompanied your proxy materials.

Submitting Questions During the virtual 2023 Annual Meeting. During the 2023 Annual Meeting, you will be
able to submit questions in the question box provided at www.virtualshareholdermeeting.com/ARDX2023. We will
respond to as many inquiries at the 2023 Annual Meeting as time allows.

Technical Assistance. Beginning 15 minutes prior to the start of and during the virtual 2023 Annual Meeting, we
will have a support team ready to assist stockholders with any technical difficulties they may have accessing or
hearing the virtual meeting. If you encounter difficulties accessing the virtual 2023 Annual Meeting during
check-in or meeting time, please call the technical support number that will be posted on the 2023 Annual
Meeting website log-in page.

How can I find out the results of the voting at the 2023 Annual Meeting?

We will disclose final voting results in a Current Report on Form 8-K filed with the Securities and Exchange
Commission within four business days after the 2023 Annual Meeting. If final voting results are unavailable at that
time, then we intend to file a Current Report on Form 8-K to disclose preliminary voting results and file an amended
Current Report on Form 8-K within four business days after the date the final voting results are available.

When are stockholder proposals due for next year’s annual meeting?

To be considered for inclusion in the proxy materials for the 2024 Annual Meeting of Stockholders, your
proposal must be submitted in writing by January 5, 2024, to the Company’s Corporate Secretary at Ardelyx,
Inc., 400 Fifth Avenue, Suite 210, Waltham, Massachusetts 02451. However, if the meeting is more than 30 days
before or after June 15, 2024, then the deadline will be a reasonable time before we begin to print and mail our
proxy materials for that meeting.

If you wish to submit a proposal before the stockholders or nominate a director at the 2024 Annual Meeting of
Stockholders, but you are not requesting that your proposal or nomination be included in the proxy materials for
that meeting, then you must follow the procedures set forth in our Amended and Restated Bylaws and, among
other things, notify the Company’s Corporate Secretary in writing between February 16, 2024 and March 17,
2024. However, if the date of the 2024 annual meeting of stockholders is more than 30 days before or more than
60 days after June 15, 2024, notice must be received not later than the 90"™ day prior to the date of the 2024
annual meeting of stockholders or, if later, the 10™ day following the day on which public disclosure of the date
of the 2024 annual meeting of stockholders is first made. You are also advised to review our Amended and
Restated Bylaws, which contain additional requirements regarding advance notice of stockholder proposals and
director nominations. In addition to satisfying the foregoing requirements under our Amended and Restated
Bylaws, to comply with the universal proxy rules, stockholders who intend to solicit proxies in support of
director nominees other than our nominees must provide notice that sets forth the information required by Rule
14a-19 under the Securities Exchange Act of 1934, as amended, no later than no later than 60 days prior to the
anniversary of the previous year’s annual meeting (no later than April 16, 2024 for the 2024 annual meeting of
stockholders). If the date of the 2024 annual meeting of stockholders is changed by more than 30 days from the
anniversary of the 2023 Annual Meeting, then notice must be provided by the later of 60 days prior to the date
of the 2024 annual meeting of stockholders or the 10" calendar day following the day on which public
announcement of the date of the 2024 annual meeting of stockholders is first made.



PROPOSAL NO. 1
ELECTION OF DIRECTORS

Our board of directors is divided into three classes. Each class consists, as nearly as possible, of one-third of the
total number of directors, and each class has a three-year term. Except as otherwise provided by law, vacancies
on the board of directors may be filled only by individuals elected by a majority of the remaining directors.

A director elected by the board of directors to fill a vacancy in a particular class, including a vacancy created by
an increase in the number of directors, shall serve for the remainder of the full term of that class and until such
director’s successor is elected and qualified, or until such director’s earlier death, resignation or removal.

Our board of directors currently consists of nine directors and no vacancies, divided into the following
three classes:

e  The Class I directors are William A. Bertrand, Jr., Esq., Onaiza Cadoret-Manier and Jan Lundberg,
Ph.D., and their terms will expire at the 2024 Annual Meeting of Stockholders;

e The Class II directors are Geoffrey A. Block, M.D., David Mott and Michael Raab, and their terms will
expire at the 2025 Annual Meeting of Stockholders; and

e  The Class III directors are Robert Bazemore, Muna Bhanji, R.Ph, and Richard Rodgers, and their terms
will expire at the 2023 Annual Meeting of Stockholders.

Our current Class III directors, Robert Bazemore, Muna Bhanji, R.Ph, and Richard Rodgers, have been
nominated to serve as Class III directors and have agreed to stand for election. If the nominees for Class III are
elected at the 2023 Annual Meeting, then each nominee will serve for a three-year term expiring at the 2026
Annual Meeting of Stockholders, and until his or her successor is elected and qualified, or until his or her earlier
death, resignation or removal.

Our directors are elected by a plurality of the votes cast. If a choice is specified on the proxy card by a
stockholder, the shares will be voted as specified. If a choice is not specified on the proxy card, and authority to
do so is not withheld, the shares will be voted “FOR’ the election of the three nominees for Class III above.

If any of the nominees becomes unavailable for election as a result of an unexpected occurrence, shares that
would have been voted for the nominee will instead be voted for the election of a substitute nominee proposed
by our management or the board of directors. Each person nominated for election has agreed to serve if elected.
Our management has no reason to believe that any nominee will be unable to serve.

The following is a brief biography and discussion of the specific attributes, qualifications, experience and skills
of each nominee for director and each director whose term will continue after the 2023 Annual Meeting,
including information with respect to their ages as of March 31, 2023. Our board of directors and management
encourage each nominee for director and each continuing director to attend the 2023 Annual Meeting.

THE BOARD OF DIRECTORS RECOMMENDS A VOTE “FOR” EACH OF THE THREE CLASS IIT
NOMINEES FOR DIRECTOR.

CLASS III NOMINEES FOR DIRECTOR — To be elected for a three year term expiring at the 2026 Annual
Meeting of Stockholders

Robert Bazemore, age 55, has served on our board of directors since June 2016. Mr. Bazemore served as
President and Chief Executive Officer and a director of Epizyme, Inc., a biopharmaceutical company, from
September 2015 until the company was acquired by Ipsen S.A. (EPN: IPN) in August 2021. Prior to joining
Epizyme, Mr. Bazemore served as Chief Operating Officer of Synageva BioPharma Corp., which was acquired
by Alexion Pharmaceuticals (Nasdaq: ALXN) for $8.4 billion in July 2015. Prior to that, Mr. Bazemore was
President of Janssen Biotech, part of the Janssen Pharmaceutical Companies of Johnson & Johnson (NYSE: JNJ).
Mr. Bazemore currently serves on the board of directors of Nuvation Bio, Inc. (NYSE: NUVB). Additionally, he
served on the board of directors of Neon Therapeutics, Inc. from November 2018 to its acquisition by
Biopharmaceuticals New Technologies, or BioNTech (Nasdaq: BNTX), in May 2020. Mr. Bazemore received his
B.S. in Biochemistry from the University of Georgia. We believe that Mr. Bazemore is qualified to serve on our
board of directors due to his significant life science industry experience, including as a chief executive officer,
and service on the boards of directors of life sciences companies.

Muna Bhanji, R.Ph, age 60, has served on our board of directors since March 2021. Ms. Bhanji has served as
the founder and principal of Tiba Global Access, LLC, an independent senior advisory practice focused on



commercialization and market access strategy development, since January 2021. Ms. Bhanji previously served in
roles of increasing responsibility at Merck & Co. (NYSE: MRK) between 1986 and January 2021. Most recently,
Ms. Bhanji served as Senior Vice President, Global Market Access from 2010 until 2021 and as Senior Vice
President, Hospital & Specialty Franchises from 2014 until 2017. Ms. Bhanji currently serves on the boards of
directors of Veracyte, Inc. (Nasdaq: VCYT), Cytokinetics Incorporated (Nasdaq: CYTK), Intellia Therapeutics
(Nasdaq: NTLA), and Corus International, an international humanitarian organization committed to poverty
alleviation. Ms. Bhanji received her B.Sc. in Pharmacy from the Rutgers School of Pharmacy, and her M.B.A.
from Saint Joseph’s University. We believe that Ms. Bhanji is qualified to serve on our board of directors due to
her extensive U.S. and global commercial and operational experience within the pharmaceutical industry.

Richard Rodgers, age 56, has served on our board of directors since March 2014. From March 2010 until
August 2013, Mr. Rodgers was co-founder, Executive Vice President, Chief Financial Officer, Secretary and
Treasurer of Tesaro, Inc., a biopharmaceutical company, which was acquired by GlaxoSmithKline plc
(LSE/NYSE: GSK) in January 2019. Mr. Rodgers previously served as the Chief Financial Officer of Abraxis
BioScience, Inc., a biotechnology company, from June 2009 to February 2010. Prior to that, Mr. Rodgers served
as Senior Vice President, Controller and Chief Accounting Officer of MGI PHARMA, Inc., a biopharmaceutical
company, from 2004 until its acquisition by Eisai Co. Ltd. (OTC: ESALF), a pharmaceutical company, in
January 2008. Mr. Rodgers has held finance and accounting positions at several private and public companies,
including Arthur Anderson & Co. Mr. Rodgers currently serves as a director of Novavax, Inc. (Nasdaq: NVAX)
and Ocuphire Pharma, Inc. (Nasdaq: OCUP). Mr. Rodgers received a B.S. in Financial Accounting from

St. Cloud State University and his M.B.A. in Finance from the University of Minnesota, Carlson School of
Business. We believe that Mr. Rodgers is qualified to serve on our board of directors due to his financial
background, significant industry experience, and service on other boards of directors of publicly-traded life
sciences companies.

CLASS I DIRECTORS — To continue in office until the 2024 Annual Meeting of Stockholders

William Bertrand, Jr., Esq., age 58, has served on our board of directors since October 2015. Mr. Bertrand has
served as the Chief Operating Officer at Adaptimmune Therapeutics Plc (Nasdaq: ADAP) since March 2017.
From October 2015 to September 2016, Mr. Bertrand served as the Executive Vice President, General Counsel of
Infinity Pharmaceuticals, Inc. (Nasdaq: INFI). From July 2013 to August 2015, Mr. Bertrand held a variety of
positions with Salix Pharmaceuticals, Ltd., a biopharmaceutical company, including Senior Vice President,
General Counsel, Acting Chief Operating Officer, and most recently, General Manager of Salix Pharmaceuticals
following its acquisition by Valeant Pharmaceuticals International (NYSE: VRX) in April 2015. Prior to that,
Mr. Bertrand completed a 12 year career at Medimmune Limited, a biotechnology company and subsidiary of
AstraZeneca Plc (NYSE: AZN), serving in numerous roles of increasing responsibility, including as Executive
Vice President and General Counsel from 2008 to 2013. Mr. Bertrand received his B.S. in Biology from Wayne
State University and his J.D. from the University of Wisconsin-Madison. We believe that Mr. Bertrand is
qualified to serve on our board of directors due to his legal and compliance background and significant life
science industry experience.

Onaiza Cadoret-Manier, age 59, has served on our board of directors since March 2020. Ms. Cadoret-Manier
has served as Chief Global Product Strategy and Operations Officer at Ionis Pharmaceuticals (Nasdaq: IONS)
since March 2022, and previously served as Chief Corporate Development and Commercial Officer at Ionis
Pharmaceuticals from January 2020 to March 2022. Ms. Cadoret-Manier was previously the Chief Commercial
Officer for Grail Biosciences, an early detection genomics company, from June 2018 until June 2019. Prior to
Grail, from April 2011 until June 2018, she was Vice President of the Respiratory Franchise at Genentech, a
biopharmaceutical company. Ms. Cadoret-Manier also has held multiple senior management positions overseeing
corporate strategy, alliances, and marketing and sales for numerous disease areas for Genentech, Pfizer and
Amylin Pharmaceuticals. Ms. Cadoret-Manier serves on the board of directors of Ventyx Biosciences

(Nasdaq: VTYX). She has an M.B.A. from the University of Chicago and a bachelor’s degree in economics and
accounting from City University of New York Queens College. We believe that Ms. Cadoret-Manier is qualified
to serve on our board of directors due to her extensive commercial and strategic operational experience with life
sciences companies.

Jan Lundberg, Ph.D., age 69, has served on our board of directors since March 2018. Dr. Lundberg served as
the President of Lilly Research Laboratories and Executive Vice President of Science and Technology for
Eli Lilly and Company (NYSE: LLY) from January 2010 to March 2018. Prior to joining Lilly he served for



ten years as global head of discovery research at AstraZeneca Plc (NYSE: AZN), where he was a member of the
senior executive team. Dr. Lundberg also served as a professor at the Karolinska Institute’s department of
pharmacology in Sweden, and was a co-founder of Aerocrine, a biotechnology company. Dr. Lundberg currently
serves on the board of directors of several privately held life sciences and pharmaceutical companies, including
Ferring Pharmaceuticals, where he also serves as the Chairman of the Research and Development Committee.
Dr. Lundberg was instrumental in the establishment of the Innovative Medicines Initiative in Europe and the
Accelerating Medicines Partnership with National Institutes of Health. Dr. Lundberg received a B.S.M. in
medicine from the University of Gothenburg and a Ph.D. in pharmacology from the Karolinska Institute in
Sweden. We believe that Dr. Lundberg is qualified to serve on our board of directors due to his extensive
scientific research background and significant life science industry experience.

CLASS II DIRECTORS — To continue in office until the 2025 Annual Meeting of Stockholders

Geoffrey A. Block, M.D., age 57, has served on our board of directors since March 2019. Dr. Block has served as the
Associate Chief Medical Officer of U.S. Renal Care since February 2020. Prior to that, Dr. Block served as Vice
President, Nephrology of Reata Pharmaceuticals, Inc. (Nasdaq: RETA) from January 2019 to January 2020. Prior to
that, Dr. Block held a variety of positions with the Denver Nephrology Division at Colorado Kidney Care/Denver
Nephrologists, most recently serving as the Director of Clinical Research from 1998 to 2018. Dr. Block served as an
associate professor in medicine at the University of Colorado Health Sciences Center from 2008 to 2018. Prior to that,
Dr. Block served as an attending physician at St. Joseph’s Hospital and as the medical director of the DaVita-Lowry
Hemodialysis Unit. Dr. Block received his M.D. from the University of Cincinnati College of Medicine and completed
his fellowship in nephrology at the University of Michigan at Ann Arbor. We believe that Dr. Block is qualified to
serve on our board of directors due to his extensive experience in the field of nephrology, and his particular ability to
understand the treatment options, needs and challenges for the patients we expect to serve.

David Mott, age 57, has served on our board of directors since March 2009 and as the chairperson of the board of
directors since March 2014. Mr. Mott is currently a private investor through Mott Family Capital. Mr. Mott served as a
general partner of New Enterprise Associates, or NEA, an investment firm focused on venture capital and growth
equity investments from September 2008 to February 2020, where he led the healthcare investing practice. From 1992
until 2008, Mr. Mott worked at MedImmune Limited, a biotechnology company and subsidiary of AstraZeneca Plc
(NYSE: AZN), and served in numerous roles during his tenure, including from October 2000 to July 2008 as President
and Chief Executive Officer, and previously as Chief Financial Officer, and as President and Chief Operating Officer.
During that time, Mr. Mott also served as Executive Vice President of AstraZeneca Plc from June 2007 to July 2008
following AstraZeneca Plc’s acquisition of Medimmune Limited in June 2007. Prior to joining MedImmune Limited,
Mr. Mott was a Vice President in the healthcare investment banking group at Smith Barney, Harris Upham & Co. Inc.
Mr. Mott received a B.A. in Economics and Government from Dartmouth College. Mr. Mott serves as the chairperson
of the board of directors for Adaptimmune (Nasdaq: ADAP), and Mersana Therapeutics, Inc. (Nasdaqg: MRSN), and
serves on the board of directors of Novavax, Inc. (Nasdaq: NVAX). Additionally, he served as the chairperson of the
board of directors of Imara Inc. from April 2016 to its acquisition by Enliven Therapeutics, Inc (Nasdaq: ELVN) in
February 2023.We believe that Mr. Mott is qualified to serve on our board of directors due to his extensive experience
in the life sciences industry as a senior executive, his investment experience, strategic leadership track record and
service on other boards of directors of life sciences companies.

Michael Raab, age 58, has served as our President and Chief Executive Officer since March 2009 and as a director
since 2008. From 2002 to 2009, Mr. Raab was a partner at NEA, where he focused on investments in the
biotechnology and pharmaceutical sectors. Prior to joining NEA, Mr. Raab spent 15 years in commercial and operating
leadership roles in the biotech and pharmaceutical industries, including serving as Senior Vice President, Therapeutics
and General Manager of the Renal Division at Genzyme Corporation, or Genzyme, a biotechnology company.

Mr. Raab also spent two years with Genzyme’s diagnostic products and services division. Before Genzyme, Mr. Raab
held business development and sales and marketing positions at Repligen Corporation, a life sciences company, and
Bristol-Myers Corporation. Mr. Raab is currently the lead independent director of Amicus Therapeutics, Inc. (Nasdaq:
FOLD), and also serves as the chairperson of the board of directors of Tempest Therapeutics (Nasdag CM: TPST).
Mr. Raab currently serves as a member of the Emerging Companies Section Governing Board and the Health Section
Governing Board of the Biotechnology Innovation Organization. Mr. Raab received a B.A. from DePauw University.
We believe Mr. Raab is qualified to serve on our board of directors based on his role as our President and Chief
Executive Officer, his senior management experience in the life sciences sector, his investment experience and his
current and past service on other boards of directors of public companies.



PROPOSAL NO. 2
APPROVAL TO AMEND OUR AMENDED AND RESTATED CERTIFICATION OF INCORPORATION
TO INCREASE THE NUMBER OF SHARES OF AUTHORIZED COMMON STOCK FROM 300,000,000
TO 500,000,000

Summary

Presently, our Amended and Restated Certificate of Incorporation authorizes the issuance of 300,000,000 shares
of common stock, par value $0.0001 per share, and 5,000,000 shares of preferred stock, par value $0.0001 per
share. As of March 31, 2023, the Company had 214,462,050 shares of common stock issued and outstanding,
31,548,573 shares of common stock reserved for issuance under our equity compensation plans, and a total of
53,989,377 shares of authorized common stock available for issuance.

In March 2023, the board of directors determined that the increase in the number of shares of common stock was
advisable and in the best interest of the Company and its stockholders and unanimously approved an amendment
to Article Four of our Amended and Restated Certificate of Incorporation to increase the authorized number of
shares of common stock from 300,000,000 to 500,000,000 shares, resulting in an increase in our total authorized
number of shares of capital stock from 305,000,000 to 505,000,000, subject to stockholder approval of the
amendment.

The affirmative vote of a majority of the outstanding shares of our common stock as of the Record Date will be
required to approve the amendment of our Amended and Restated Certificate of Incorporation. Abstentions will

have the effect of a vote “Against” this proposal. This is a routine proposal and therefore we do not expect any
broker non-votes.

Effects of Proposed Amendment

Any additional authorized shares of common stock will be identical to the shares of common stock now
authorized and outstanding. The proposed increase in the number of shares of common stock will not change the
number of shares of stock outstanding, have any immediate dilutive effect or change the rights of current holders
of our common stock. However, to the extent that the additional authorized shares of common stock are issued in
the future, they may decrease existing stockholders’ percentage equity ownership and, depending on the price at
which they are issued, could be dilutive to the voting rights of existing stockholders and may dilute earnings and
book value on a per share basis. Stockholders do not have preemptive rights to acquire the common stock
authorized by this amendment, which means that current stockholders do not have a prior right to purchase any
new issue of capital stock in order to maintain their proportionate ownership of our common stock.

In addition to dilution, the availability of additional shares of common stock for issuance could, under certain
circumstances, discourage or make more difficult any efforts to obtain control of us. The Board is not aware of
any actual or contemplated attempt to acquire control of the Company and this proposal is not being presented
with the intent that it be used to prevent or discourage any acquisition attempt. However, nothing would prevent
the Board from taking any actions that it deems consistent with its fiduciary duties.

Text of the Proposed Amendment

If our Amended and Restated Certificate of Incorporation were approved, Article IV, Section A of the Company’s
Amended and Restated Certificate of Incorporation would read in its entirety as follows:

“A. This Corporation is authorized to issue two classes of capital stock which shall be designated, respectively,
“Common Stock™ and ‘“‘Preferred Stock.”” The total number of shares that the Corporation is authorized to issue
is Five Hundred Five Million (505,000,000), of which Five Hundred Million (500,000,000) shares shall be
Common Stock and Five Million (5,000,000) shares shall be Preferred Stock. The Common Stock shall have a
par value of $0.0001 per share and the Preferred Stock shall have a par value of $0.0001 per share. Subject to
the rights of the holders of any series of Preferred Stock, the number of authorized shares of any of the Common
Stock or Preferred Stock may be increased or decreased (but not below the number of shares thereof then
outstanding) by the affirmative vote of the holders of a majority in voting power of the stock of the Corporation
with the power to vote thereon irrespective of the provisions of Section 242(b)(2) of the Delaware General
Corporation Law, and no vote of the holders of any of the Common Stock or Preferred Stock voting separately
as a class shall be required therefor.”
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Timing of the Proposed Amendment

If the proposed amendment to increase the number of authorized shares of common stock is approved by our
stockholders, the amendment will become effective immediately upon the filing of a Certificate of Amendment to
our Amended and Restated Certificate of Incorporation with the Secretary of State of the State of Delaware,
which we expect to file promptly after the 2023 Annual Meeting, if approved. If the proposed amendment is not
approved by our stockholders, the number of authorized shares of Common Stock will remain unchanged.

Board Recommendation

The Board believes that additional authorized shares of common stock would give the Company the necessary
flexibility to issue shares for various corporate purposes, including, in particular, capital-raising or financing
transactions, and enable the Company to take timely advantage of market conditions and opportunities. Other
corporate purposes for which the additional authorized shares could be used include, but are not limited to,
potential strategic transactions, including mergers, acquisitions, and other business combinations; future
development of the Company’s pipeline of products, future grants and awards under equity compensation plans;
stock dividends; and other general corporate working capital needs. The Board currently has no specific
designated purpose for the increase in authorized shares of common stock. As a general matter, the Board would
be able to issue the additional authorized shares of common stock at its discretion from time to time, subject to
and as limited by, rules or listing requirements of the Nasdaq or any other then applicable securities exchange,
and without further action or approval of the Company’s stockholders. The discretion of the Board, however,
would be subject to any other applicable rules and regulations in the case of any particular issuance or
reservation for issuance that might require our stockholders to approve such transaction.

Risks to stockholders of non-approval

If our stockholders do not approve this proposal, the Board may be precluded from pursuing a wide range of potential
corporate opportunities that might raise necessary cash or otherwise be in the best interests of the Company and the
best interests of our stockholders. This could have a material adverse effect on our business and prospects. We could
also face substantial challenges in hiring and retaining employees at all levels, including our executive leadership team.

THE BOARD OF DIRECTORS RECOMMENDS THAT STOCKHOLDERS VOTE “FOR” THE
RESOLUTION TO AMEND OUR AMENDED AND RESTATED CERTIFICATION OF
INCORPORATION TO INCREASE THE NUMBER OF SHARES OF AUTHORIZED COMMON STOCK
FROM 300,000,000 TO 500,000,000.
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PROPOSAL NO. 3
ADVISORY VOTE TO APPROVE NAMED EXECUTIVE OFFICER COMPENSATION

In accordance with Section 14A of the Securities Exchange Act of 1934, as amended, we are providing
stockholders an opportunity to cast a non-binding, advisory vote to approve the compensation of our Named
Executive Officers, or NEOs (sometimes referred to as a ““Say-on-Pay” vote). Accordingly, you have the
opportunity to vote “FOR” or “AGAINST” or to “ABSTAIN" from voting on the following non-binding
resolution at the 2023 Annual Meeting:

“Resolved, that the stockholders approve, on an advisory basis, the compensation of the Company’s named
executive officers as disclosed in the Company’s proxy statement for the 2023 Annual Meeting of
Stockholders pursuant to the compensation disclosure rules of the Securities and Exchange Commission,
including the accompanying compensation tables and the related narrative disclosure in the proxy
statement.”

In deciding how to vote on this proposal, you are encouraged to review the accompanying compensation tables
and the related narrative disclosure. As described in detail in the sections entitled ““Compensation Discussion and
Analysis” and ““Details of our Compensation Program,” our compensation programs are designed to reward,
motivate, attract and retain top talent by rewarding performance based upon achievement of pre-approved annual
goals and objectives. A portion of each NEO’s compensation is contingent upon overall corporate performance as
well as specific performance metrics particular to each NEO’s position and consistent with the NEO’s role on the
management team. We believe that our compensation programs align the interests of our NEOs with that of our
stockholders and provide motivation for high performance levels from our NEOs.

Vote Required

Approval, on a non-binding, advisory basis, of the compensation of our NEOs, as disclosed in this Proxy
Statement pursuant to the compensation disclosure rules of the Securities and Exchange Commission, requires the
affirmative vote of the majority of shares of common stock present online live or represented by proxy at the
2023 Annual Meeting and entitled to vote on such proposal. Abstentions and broker non-votes will be counted
towards a quorum. Abstentions and broker non-votes are not considered votes cast for the foregoing purpose, and
will have no effect on the vote for this proposal.

While your vote on this proposal is advisory and will not be binding on the board of directors, the compensation
committee, the Company, and the board of directors value the opinions of the stockholders on executive
compensation matters and will take into consideration the outcome of the vote when making future executive
compensation decisions, to the extent they can determine the cause or causes of any significant negative voting
results. Unless the board of directors modifies its determination on the frequency of future Say-on-Pay advisory
votes, the next Say-on-Pay advisory vote will be held at the fiscal 2024 annual meeting of stockholders.

THE BOARD OF DIRECTORS RECOMMENDS A VOTE FOR THE APPROVAL OF THE COMPENSATION
OF THE NAMED EXECUTIVE OFFICERS, AS DISCLOSED IN THIS PROXY STATEMENT.
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PROPOSAL NO. 4
RATIFICATION OF SELECTION OF INDEPENDENT REGISTERED PUBLIC ACCOUNTING FIRM

The audit and compliance committee of our board of directors has selected Ernst & Young LLP, or EY, as our
independent registered public accounting firm for the year ending December 31, 2023, and is seeking ratification
of such selection by our stockholders at the 2023 Annual Meeting. EY has audited our financial statements since
the fiscal year ended December 31, 2014. Representatives of EY are expected to be present in attendance online
at the 2023 Annual Meeting. They will have an opportunity to make a statement if they so desire and will be
available to respond to appropriate questions.

Neither our Amended and Restated Bylaws nor other governing documents or law require stockholder ratification
of the selection of EY as our independent registered public accounting firm. However, the audit and compliance
committee is submitting the selection of EY to our stockholders for ratification as a matter of good corporate
practice. If our stockholders fail to ratify the selection, the audit and compliance committee will reconsider
whether or not to retain EY. Even if the selection is ratified, the audit and compliance committee in its discretion
may select a different independent registered public accounting firm at any time during the year if they determine
that such a change would be in the best interests of the Company and our stockholders.

The affirmative vote of a majority of the shares cast at the 2023 Annual Meeting will be required to ratify the
selection of EY.

THE BOARD OF DIRECTORS RECOMMENDS
A VOTE “FOR” PROPOSAL NO. 4.

Audit and Related Fees

For the fiscal years ended December 31, 2022 and 2021, EY billed the approximate fees set forth below. All fees
included below were approved by the audit and compliance committee.

Year Ended December 31,

2022 2021
Audit Fees ) ..o 1,570,125  $1,626,350
Audit-Related Fees . .. ..o, — —
Tax Fees® . . 18,650 24,608
ALl Other Fees™ . . oo — 1,455
Total ALLFEES . . v v oo e e e e e e e e e e 1,588,775 $1,652,413

(1) This category consists of fees and expenses for professional services rendered for the audit of our annual financial statements, reviews
of our interim quarterly reports, accounting and financial reporting consultations, and the issuance of consents and comfort letters in
connection with statutory and regulatory filings or engagements. In 2021, Audit Fees also included fees and expenses covering the
integrated audit of our annual financial statements and of our internal controls over financial reporting.

(2)  This category consists of fees for professional services rendered by EY for tax compliance, tax advice and tax planning.
(3) This category consists of fees related to accessing EY’s online research database.

Pre-Approval Policies and Procedures

The audit and compliance committee has adopted a policy for the pre-approval of all audit and non-audit services
to be performed for the Company by the independent registered public accounting firm. This policy is set forth
in the charter of the audit and compliance committee and available at http://ir.ardelyx.com/corporate-governance.
The policy provides that before an independent registered public accounting firm is engaged by Ardelyx or its
subsidiaries to render audit or non-audit services, the audit and compliance committee must review the terms of
the proposed engagement and pre-approve the engagement. Pre-approval of the audit and compliance committee
of audit and non-audit services is not required if the engagement for the services is entered into pursuant to the
pre-approval policies and procedures established by the audit and compliance committee regarding the
Company’s engagement of the independent registered public accounting firm, provided the policies and
procedures are detailed as to the particular service, the audit and compliance committee is informed of each
service provided and such policies and procedures do not include delegation of the audit and compliance
committee’s responsibilities under the Securities Exchange Act of 1934, as amended, to management. The audit
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and compliance committee may delegate to one or more members the authority to grant pre-approvals, provided
such approvals are presented to the audit and compliance committee at a subsequent meeting. Audit and
compliance committee pre-approval of non-audit services (other than review and attest services) also will not be
required if such services fall within available exceptions established by the Securities and Exchange Commission.
The audit and compliance committee has considered the role of EY in providing audit and audit-related services
to the Company and has concluded that such services are compatible with EY’s role as the Company’s
independent registered public accounting firm.
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REPORT OF THE AUDIT AND COMPLIANCE COMMITTEE OF THE BOARD OF DIRECTORS

The material in this report is not “soliciting material,” is not deemed “filed” with the Securities and Exchange
Commission, and is not to be incorporated by reference into any filing of the Company under the Securities Act
of 1933, as amended, or the Securities Exchange Act of 1934, as amended.

The primary purpose of the audit and compliance committee is to oversee our accounting and our financial
reporting processes on behalf of our board of directors and our compliance with legal and regulatory
requirements. The audit and compliance committee’s functions are more fully described in its charter, which is
available on our website at http://ir.ardelyx.com/corporate-governance.

In fulfilling its oversight responsibilities, the audit and compliance committee reviewed and discussed with
management the Company’s audited financial statements for the fiscal year ended December 31, 2022. The audit
and compliance committee has discussed with Ernst & Young LLP, or EY, the Company’s independent registered
public accounting firm, the matters required to be discussed by the applicable requirements of the Public
Company Accounting Oversight Board, or PCAOB, and the Securities and Exchange Commission, or SEC. In
addition, the audit and compliance committee has discussed with EY their independence, and received from EY
the written disclosures and the letter required by PCAOB Ethics and Independence Rule 3526, “Communication
with Audit Committees Concerning Independence.” Finally, the audit and compliance committee discussed with
EY, with and without management present, the scope and results of EY’s audit of the financial statements for the
fiscal year ended December 31, 2022.

Based on these reviews and discussions, the audit and compliance committee has recommended to our board of
directors that such audited financial statements be included in our Annual Report on Form 10-K for the year
ended December 31, 2022 for filing with the SEC.

Audit and Compliance Committee
Richard Rodgers, Chairperson
William Bertrand, Jr., Esq.

David Mott
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CORPORATE GOVERNANCE

Board Composition
Director Independence

Our board of directors currently consists of nine members. Our board of directors has determined that all of our
directors, as well as each individual nominated by our board of directors for election to our board of directors at
the 2023 Annual Meeting, other than Mr. Raab, qualify as “independent” directors in accordance with the
Nasdaq listing requirements. Mr. Raab is not considered independent because he is an employee of our company.

The Nasdaq independence definition includes a series of objective tests, such as that the director is not, and has
not been for at least three years, one of our employees, and that neither the director nor any of their family
members has engaged in various types of business dealings with us. In addition, as required by Nasdaq rules, our
board of directors has made a subjective determination as to each independent director and director nominee that
no relationships exist, which, in the opinion of our board of directors, would interfere with the exercise of
independent judgment in carrying out the responsibilities of a director. In making these determinations, our board
of directors reviewed and discussed information provided by the directors and us with regard to each director’s
and each nominee’s business and personal activities and relationships as they may relate to us and our
management. There are no family relationships among any of our directors, nominees for election to our board of
directors or our executive officers.

As described more fully below, the board of directors has also determined that each current member of the
compensation committee, the audit and compliance committee and the nominating and corporate governance
committee meets the independence standards applicable to those committees prescribed by Nasdaq, the SEC and
the Internal Revenue Service.

Classified Board of Directors

In accordance with our Amended and Restated Certificate of Incorporation, our board of directors is divided into
three classes with staggered, three-year terms. At each annual meeting of stockholders, the successors to directors
whose terms then expire will be elected to serve from the time of election and qualification until the third annual
meeting following election.

Leadership Structure of the Board

Our Amended and Restated Bylaws and corporate governance guidelines provide our board of directors with
flexibility to combine or separate the positions of Chairperson of the Board and Chief Executive Officer and/or
the implementation of a lead director in accordance with its determination that utilizing one or the other structure
would be in the best interests of our company. Mr. Mott currently serves as the Chairperson of the Board. In that
role, Mr. Mott presides over the executive sessions of the board of directors in which Mr. Raab does not
participate and serves as a liaison to Mr. Raab and management on behalf of the board of directors.

Our board of directors has concluded that our current leadership structure is appropriate at this time. However,
our board of directors will continue to periodically review our leadership structure and may make such changes
in the future as it deems appropriate.

Role of Board in Risk Oversight Process

Risk assessment and oversight are an integral part of our governance and management processes. Our board of
directors encourages management to promote a culture that incorporates risk management into our corporate
strategy and day-to-day business operations. Management discusses strategic and operational risks at regular
management meetings, and conducts specific strategic planning and review sessions during the year that include
a focused discussion and analysis of the risks facing us. Throughout the year, senior management reviews these
risks with the board of directors at regular board meetings as part of management presentations that focus on
particular business functions, operations or strategies, and presents the steps taken by management to mitigate or
eliminate such risks.

Our board of directors does not have a standing risk management committee, but rather administers this oversight
function directly through our board of directors as a whole, as well as through various standing committees of
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our board of directors that address risks inherent in their respective areas of oversight. In particular, our board of
directors is responsible for monitoring and assessing strategic risk exposure and our audit and compliance
committee is responsible for overseeing our major financial risk exposures and the steps our management has
taken to monitor and control these exposures. The audit and compliance committee also monitors compliance
with legal and regulatory requirements. Our nominating and corporate governance committee monitors the
effectiveness of our corporate governance guidelines and considers and approves or disapproves any
related-persons transactions. Our compensation committee assesses and monitors whether any of our
compensation policies and programs has the potential to encourage excessive risk-taking.

Meetings of the Board of Directors and Committees

During 2022, the board of directors met six times, the audit and compliance committee met four times, the
compensation committee met four times and the nominating and corporate governance committee met one time.
In that year, each director attended at least 75% of the aggregate number of meetings of the board of directors
and the committees on which they served. As required under Nasdaq rules and regulations, our independent
directors meet in regularly scheduled executive sessions at which only independent directors are present.

Board Committees
Audit and Compliance Committee

Our audit and compliance committee oversees our corporate accounting and financial reporting process, the
audits of our financial statements, and our compliance with legal and regulatory requirements. Among other
matters, the audit and compliance committee:

e  appoints our independent registered public accounting firm;

e evaluates the independent registered public accounting firm’s qualifications, independence and
performance;

e determines the engagement of the independent registered public accounting firm;
e reviews and approves the scope of the annual audit and the audit fee;

e  discusses with management and the independent registered public accounting firm the results of the
annual audit and the review of our quarterly financial statements;

e discusses with management and the independent registered public accounting firm regarding the
effectiveness of internal controls over financial reporting;

e  approves the retention of the independent registered public accounting firm to perform any proposed
permissible audit and non-audit services;

e monitors the rotation of partners of the independent registered public accounting firm on our
engagement team as required by law;

e is responsible for reviewing our financial statements and our management’s discussion and analysis of
financial condition and results of operations to be included in our annual and quarterly reports to be
filed with the SEC;

e reviews our critical accounting policies and estimates;

e s responsible for being knowledgeable about the content and operation of our global compliance
program and exercising oversight over its implementation and effectiveness; and

e reviews the audit and compliance committee charter and the committee’s performance.

In 2022, Messrs. Rodgers, Bertrand and Mott served as members of the audit and compliance committee, and
they comprise the current members of our audit and compliance committee. Mr. Rodgers serves as the
chairperson of the committee. Each of the members of the committee during 2022 met, and each of the current
members of our audit and compliance committee, meets the requirements for financial literacy under the
applicable rules and regulations of the SEC and Nasdaq. Our board of directors has determined that Mr. Rodgers
is an audit committee financial expert as defined under the applicable rules of the SEC and has the requisite
financial sophistication as defined under the applicable rules and regulations of Nasdaq. Under the rules of the
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SEC, members of the audit committee must also meet heightened independence standards. Our board of directors
has determined that each of the members of our audit and compliance committee during 2022 was, and each of
the current members of our audit and compliance committee is an ‘““‘independent director” under the heightened
independence standards under the applicable rules of Nasdaq. Our audit and compliance committee has been
established in accordance with the rules and regulations of the Securities Exchange Act of 1934, as amended.
The audit and compliance committee operates under a written charter that satisfies the applicable standards of the
SEC and Nasdaq. A copy of the audit and compliance committee charter is available to security holders on the
Company’s website at http://ir.ardelyx.com/corporate-governance.

Compensation Committee

Our compensation committee reviews and recommends policies relating to compensation and benefits of our
officers, employees and directors. The compensation committee reviews and approves corporate goals and
objectives relevant to compensation of our Chief Executive Officer and other executive officers, evaluates the
performance of these officers in light of those goals and objectives, and sets the compensation of these officers,
other than the Chief Executive Officer, based on such evaluations. The compensation committee also periodically
reviews the compensation of directors and makes recommendations to the board of directors. The board of
directors retains the authority to determine and approve, upon the recommendation of the compensation
committee, the compensation of the Chief Executive Officer. Our executive officers submit proposals to the
board of directors and compensation committee regarding our executive and director compensation. The
compensation committee’s charter permits it to delegate its authority and responsibilities to a subcommittee of
compensation committee members, to the extent consistent with our Amended and Restated Certificate of
Incorporation and Amended and Restated Bylaws. The compensation committee also approves grants of stock
options and other awards under our stock plans. The compensation committee has delegated authority to the
Chief Executive Officer to grant stock options to purchase shares of common stock and restricted stock units
under our 2014 Equity Incentive Plan to existing and new non-senior management team employees, with such
individual grants to be consistent with equity grant guidelines provided by our compensation consultant and
approved by the compensation committee. The compensation committee reviews and evaluates, at least annually,
the performance of the compensation committee and its members, including compliance of the compensation
committee with its charter.

In 2022, Messrs. Mott, Bazemore and Rodgers served as members of the compensation committee, and

Dr. Lundberg and Ms. Bhanji each served as a member of the compensation committee for a portion of 2022.
Messrs. Mott, Bazemore and Rodgers and Ms. Bhanji comprise the current members of our compensation
committee. Mr. Mott serves as the chairperson of the committee. Each of the members of our compensation
committee during 2022 was, and each of the current members of our compensation committee is an
“independent director”” under the applicable rules and regulations of The Nasdaq Global Market, a
“non-employee director’” as defined in Rule 16b-3 promulgated under the Securities Exchange Act of 1934, as
amended, and an ‘“‘outside director’ as that term is defined in Section 162(m) of the U.S. Internal Revenue Code
of 1986, as amended. The compensation committee operates under a written charter that satisfies the applicable
standards of the SEC and Nasdaq. A copy of the compensation committee charter is available to security holders
on the Company’s website at http://ir.ardelyx.com/corporate-governance.

For fiscal year 2022, the compensation committee retained Pearl Meyer & Partners, LLC, or Pearl Meyer, a
national executive compensation consulting firm, to conduct market research and analysis on our various
executive positions, to assist the committee in developing appropriate incentive plans for our executives on an
annual basis, to provide the committee and our board of directors with advice and ongoing recommendations
regarding material executive compensation decisions, to provide the committee with advice regarding appropriate
compensation for our non-employee directors, and to review compensation proposals of management. In
compliance with the disclosure requirements of the SEC regarding the independence of compensation consultants,
Pearl Meyer addressed each of the six independence factors established by the SEC with the compensation
committee. Its responses affirmed the independence of Pearl Meyer on executive and board of directors
compensation matters. Based on this assessment, the compensation committee determined that the engagement of
Pearl Meyer did not raise any conflicts of interest or similar concerns. The compensation committee also
evaluated the independence of other outside advisors to the compensation committee, including outside legal
counsel, considering the same independence factors and concluded their work for the compensation committee
does not raise any conflicts of interest.
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Nominating and Corporate Governance Committee

The nominating and corporate governance committee is responsible for making recommendations to our board of
directors regarding candidates for directorships and the size and composition of our board of directors. In addition, the
nominating and corporate governance committee is responsible for overseeing our corporate governance policies and
reporting and making recommendations to our board of directors concerning governance matters.

In 2022, Dr. Block and Ms. Cadoret-Manier and Mr. Bertrand served as members of the nominating and
corporate governance committee, and Dr. Lundberg and Ms. Bhanji each served as a member of the nominating
and governance committee for a portion of 2022. Drs. Block and Lundberg and Ms. Cadoret-Manier and

Mr. Bertrand comprise the current members of our nominating and corporate governance committee.

Mr. Bertrand serves as the chairperson of the committee. Each of the members of our nominating and corporate
governance committee during 2022 was, and each of the current members of our nominating and corporate
governance committee is an ““independent director’” under the applicable rules and regulations of Nasdaq relating
to nominating and corporate governance committee independence. The nominating and corporate governance
committee operates under a written charter that satisfies the applicable standards of the SEC and Nasdaqg. A copy
of the nominating and corporate governance committee charter is available to security holders on the Company’s
website at http://ir.ardelyx.com/corporate-governance.

Code of Business Conduct and Ethics

We have adopted a code of business conduct and ethics that applies to all of our employees, officers and
directors, including those officers responsible for financial reporting. The code of business conduct and ethics is
available on our website at http://ir.ardelyx.com/corporate-governance. We expect that any substantive
amendments to the code, or any waivers of its requirements, will be disclosed on our website.

Director Attendance at Annual Meetings

Our board of directors has a policy of encouraging director attendance at our annual meetings of stockholders,
but attendance is not mandatory. Our board of directors and management team encourage all of our directors to
attend the 2023 Annual Meeting. All of our then-serving directors attended our 2022 annual meeting of
stockholders.

Stockholder Communications with the Board of Directors

A stockholder may communicate with the board of directors, or an individual director, by sending written
correspondence to the Company’s Chief Legal and Administrative Officer at Ardelyx, Inc., 400 Fifth Avenue,
Suite 210, Waltham, Massachusetts 02541. The Chief Legal and Administrative Officer will review such
correspondence and forward it to the board of directors, or an individual director, as appropriate.

Compensation Committee Interlocks and Insider Participation

During 2022, Messrs. Mott, Bazemore and Rodgers, Ms. Bhanji and Dr. Lundberg served as members of our
compensation committee. None of Messrs. Mott, Bazemore and Rodgers, Ms. Bhanji and Dr. Lundberg has at
any time been one of our officers or employees. None of our executive officers currently serves, or in the past
fiscal year has served, as a member of the board of directors or compensation committee of any entity that has
one or more executive officers on our board of directors or compensation committee.

Board Diversity

Our nominating and corporate governance committee is responsible for reviewing with the board of directors, on
an annual basis, the appropriate characteristics, skills and experience required for the board of directors as a
whole and its individual members. In evaluating the suitability of individual candidates (both new candidates and
current members), the nominating and corporate governance committee, in recommending candidates for election,
and the board of directors, in approving (and, in the case of vacancies, appointing) such candidates, will take into
account many factors, including the following:

e  personal and professional integrity;

e  cthics and values;
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e  experience in corporate management, such as serving as an officer or former officer of a publicly held
company;

e  experience in the industries in which we compete;

e diversity of expertise and experience in substantive matters pertaining to our business relative to other
board members;

e  conflicts of interest; and
e  practical and mature business judgment.

Our nominating and corporate governance committee also considers numerous other qualities, skills and
characteristics when evaluating director nominees, including whether the nominee has specific strengths that
would augment existing skills and experience of the board, such as expertise and experience in healthcare
commercialization and reimbursement, public policy, and finance and capital markets, and whether the nominee
brings diversity or leadership experience as a board member or executive of another publicly held company. Our
nominating and corporate governance committee may identify nominees using professional search firms that may
utilize proprietary screening techniques to match candidates to the specific criteria of our nominating and
governance committee. Our nominating and corporate governance committee considers diversity among the
factors it considers in selecting candidates for nomination to the board recognizing the benefits to the Company
of national origin, gender, race, and cultural diversity in board composition.

Currently, our board of directors evaluates each individual in the context of the board of directors as a whole,
with the objective of assembling a group that can best maximize the success of the business and represent
stockholder interests through the exercise of sound judgment using its diversity of experience in these various
areas. Our nominating and corporate governance committee does not have a policy with regard to the
consideration of director candidates recommended by our stockholders and will evaluate such candidates on a
case-by-case basis. Our nominating and corporate governance committee believes that it is in the best position to
identify, review, evaluate, and select qualified candidates for Board membership, based on the comprehensive
criteria for Board membership approved by the Board. Stockholders wishing to recommend a candidate for
membership on our board of directors for the next fiscal year should follow the procedures described in this
proxy statement under the headings ‘“When are stockholder proposals due for next year’s annual meeting?”” and
“Stockholder Communications with the Board of Directors.”

Among our nine board members, two self-identify as women and two self-identify as Asian.

Board Diversity Matrix as of 4/14/2023

Total Number of Directors. .. ............. ... ... . 9
Did Not
Disclose
Female Male Non-Binary Gender

Part I: Gender Identity — — — —
DIrCCtOrS . . o .ttt 2 7 — —
Part II: Demographic Background — — — —
African American or Black ........... .. ... ... .. .. . . . ... — — — —

Hispanic or LatinX . ........... i — — — —
Native Hawaiian or Pacific Islander . ........................... — — — —
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CERTAIN RELATIONSHIPS AND RELATED PARTY TRANSACTIONS

The following is a description of transactions either entered into since January 1, 2021 or entered into prior to
January 1, 2021 which have continuing obligations and to which we have been a party, in which the amount
involved exceeds or will exceed the lesser of $120,000 or one percent of the average of our total assets at
year-end for the last two completed fiscal years, and in which any of our directors, executive officers or holders
of more than 5% of our capital stock, or an affiliate or immediate family member thereof, had or will have a
direct or indirect material interest.

Indemnification Agreements and Directors’ and Officers’ Liability Insurance

We have entered into indemnification agreements with each of our directors and executive officers. These
agreements, among other things, require us to indemnify each director and executive officer to the fullest extent
permitted by the General Corporation Law of the State of Delaware, including indemnification of expenses such
as attorneys’ fees, judgments, penalties fines and settlement amounts incurred by the director or executive officer
in any action or proceeding, including any action or proceeding by or in right of us, arising out of the person’s
services as a director or executive officer.

Policies and Procedures for Related Party Transactions

Our board of directors has adopted a written related person transaction policy setting forth the policies and
procedures for the review and approval or ratification of related person transactions. This policy covers, with
certain exceptions set forth in Item 404 of Regulation S-K any transaction, arrangement or relationship, or any
series of similar transactions, arrangements or relationships in which we were or are to be a participant, where
the amount involved exceeds $120,000 and a related person had or will have a direct or indirect material interest,
including, without limitation, purchases of goods or services by or from the related person or entities in which
the related person has a material interest, indebtedness, guarantees of indebtedness and employment by us of a
related person. In reviewing and approving any such transactions, our audit and compliance committee is tasked
to consider all relevant facts and circumstances, including, but not limited to, whether the transaction is on terms
comparable to those that could be obtained in an arm’s length transaction with an unrelated third party and the
extent of the related person’s interest in the transaction.
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NON-EMPLOYEE DIRECTOR COMPENSATION

In 2022, our board of directors adopted the Second Amended and Restated Non-Employee Director
Compensation Program, or the Director Compensation Program. Our board of directors periodically reviews our
non-employee director compensation program in consultation with Pearl Meyer and has amended and restated the
program from time to time based on recommendations provided by Pearl Meyer. The Director Compensation
Program provides for cash retainers and equity compensation for members of our board of directors who are not
employed by us. We do not provide compensation to directors who are employees under the Director
Compensation Program. Retainers are paid to our non-employee directors in advance on the date of our annual
stockholders meeting or, in respect of non-employee directors appointed to our board of directors after the annual
stockholders meeting, on the date of appointment but pro-rated to reflect the number of whole or partial months
remaining until the next annual stockholders meeting.

Under the Director Compensation Program, our non-employee directors receive an annual retainer of

$45,000. Any non-employee chairperson receives an additional annual cash retainer in the amount of

$30,000. Non-employee directors receive additional annual retainers of $10,000 for serving on the audit and
compliance committee (or $20,000 for serving as the chair of the audit and compliance committee), $7,500 for
serving on the compensation committee (or $15,000 for serving as the chair of the compensation committee) and
$5,000 for serving on the nominating and corporate governance committee (or $10,000 for serving as the chair of
the nominating and corporate governance committee).

Under the Director Compensation Program, each newly appointed or elected non-employee director is
automatically granted an option to purchase the lesser of 200,000 shares of our common stock or that number of
shares that results in the option having an expected grant date fair value of $300,000 as of the date of
appointment or election. In addition, each non-employee director who has been serving on our board of directors
for at least six months as of the date of any annual meeting of our stockholders and who will continue to serve
as a non-employee director immediately following such meeting automatically is granted an option to purchase
the lesser of 100,000 shares of our common stock or that number of shares that results in the option having an
expected grant date fair value of $150,000. Each option has an exercise price per share equal to the closing
trading price of our common stock on the date of grant or, if the date of grant is not a trading day, the
immediately preceding trading day. Each initial non-employee director stock option vests and becomes
exercisable as to 1/36th of the shares underlying the option on each monthly anniversary of the grant date,
subject to the non-employee director’s continued service on our board of directors through the applicable vesting
date. Each annual non-employee director stock option vests and becomes exercisable as to 1/12th of the shares
underlying the option on each monthly anniversary of the grant date, subject to accelerated vesting immediately
prior to the next annual stockholders meeting, in each case, subject to the non-employee director’s continued
service on our board of directors through the applicable vesting date.

The Director Compensation Program also provides that all outstanding equity awards that are held by a
non-employee director will become fully vested and/or exercisable as of immediately prior to the consummation
of a change in control.

The Director Compensation Program includes the opportunity for non-employee directors to elect to receive fully
vested stock awards in lieu of cash retainers. The number of shares of our common stock underlying the stock
award is calculated by dividing the amount of the cash retainer by the closing trading price of a share of our
common stock on the date of our annual meeting of stockholders (or the immediately preceding trading day if
the date of our annual meeting of stockholders is not a trading day), rounded to the nearest whole share. For
2022, each of Messrs. Bertrand, Mott and Rodgers, Dr. Lundberg and Messes. Bhanji and Cadoret-Manier elected
to receive a stock award in lieu of their respective 2022 annual cash retainers as calculated pursuant to the
preceding sentence.

Members of our board of directors are also reimbursed for reasonable travel and other out-of-pocket expenses.
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2022 Director Compensation Table

The following table sets forth information for the year ended December 31, 2022 regarding the compensation
awarded to, earned by or paid to our non-employee directors.

Fees Earned

or Paid in Option All Other
Name Cash ()  Awards ($)¥ Compensation ($) Total ($)
Robert Bazemore . ....... ... 52,500 41,650 — 94,150
William Bertrand, Jr., BSQ.. .. .......cooiriieai .. 65,000% 41,650 — 106,650
Muna Bhanji, RPh........ .. .. .. 52,500 41,650 — 94,150
Geoffrey A. Block, M.D......... ... ... ... ... ... ... 50,000 41,650 — 91,650
Onaiza Cadoret-Manier . ........... ..., 50,000 41,650 — 91,650
Jan Lundberg, Ph.D....... ... ... ... .o, 50,000 41,650 — 91,650
David MOt . . ..ottt e e 100,000 41,650 — 141,650
Richard ROAEers. . .. .....ooiutiii i 72,500% 41,650 — 114,150

(1)  The amounts reported in the Option Awards column represent the grant date fair value of the stock options granted to the non-employee
members of our board of directors during 2022 as computed in accordance with ASC 718. The assumptions used in calculating the
grant date fair value of the stock option reported in the Option Awards column are set forth in Note 13 to the audited financial
statements included in our Annual Report on Form 10-K filed on March 2, 2023. The amounts reported in this column exclude the
impact of estimated forfeitures related to service-based vesting provisions. Note that amounts reported in this column reflect the
accounting for cost for these stock options, and do not correspond to the actual economic value that may be received by the directors
from the options. In June 2022, each of our non-employee directors was granted an annual option to purchase 100,000 shares of our
common stock pursuant to the Director Compensation Program with an exercise price per share of 0.548 and a grant date fair value
of $41,650.

The following table sets forth for the number of shares of our common stock subject to outstanding options held by each of our
non-employee directors as of December 31, 2022.

Shares Subject to

Outstanding
Name Option
Robert Bazemore. . . . . . .. . e 261,295
William Bertrand, Jr., Esq.. . . . . . o 276,295
Muna Bhanji, RPh . . .. 163,687
Geoffrey A. Block, MLD.. . . . . . 238,795
Onaiza Cadoret-Manier. . . . . . . . . . . . . i e 198,655
Jan Lundberg, Ph.D.. . . . o 236,295
David Mott® . . . 341,295
Richard ROAZEIS . . . . . o o 296,295

(a)  Includes stock options to purchase 110,000 shares of our common stock that Mr. Mott holds for the benefit of entities associated
with New Enterprise Associates.

(2)  Pursuant to the Director Compensation Program, each of Messrs. Bertrand, Mott and Rodgers, Ms. Cadoret-Manier and Drs. Bhanji and
Lundberg elected to receive a stock award in lieu of their respective 2022 annual cash retainers. The fully vested stock awards
consisted of 118,613, 182,481, 132,299, 91,240, 95,802 and 91,240 shares of our common stock for Messrs. Bertrand, Mott and
Rodgers, Ms. Cadoret-Manier and Drs. Bhanji and Lundberg, respectively. The number of shares of our common stock issued was
calculated by dividing the annual retainer otherwise payable in cash at the 2022 Annual Meeting of Stockholders as reported in this
column by $0.548, which was the closing trading price of our common stock on the date of the 2022 Annual Meeting of Stockholders,
rounded down to the nearest whole share.
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EXECUTIVE OFFICERS

The following table sets forth information regarding our executive officers as of March 31, 2023.

Name Age Position(s)

Michael Raab . .......................... 58 President, Chief Executive Officer and Director

Robert Blanks. . .......... ... .. . ..., 63  Chief Regulatory Affairs and Quality Assurance Officer
Elizabeth Grammer, Esq................... 59  Chief Legal and Administrative Officer
JustinRenz............ ... ... ... .. ... .. 51  Chief Financial and Operations Officer

Susan Rodriguez. ........................ 59  Chief Commercial Officer

David Rosenbaum, Ph.D................... 62  Chief Development Officer

Laura Williams, M.D., M\PH............... 60  Chief Medical Officer

The following biographical information is furnished with regard to our executive officers (except for Mr. Raab,
whose biographical information appears above under “Class II Directors’) as of March 31, 2023:

Robert Blanks has served as our Chief Regulatory Affairs and Quality Assurance Officer since January 2020
and formerly served as our head of regulatory affairs and quality assurance from July 2013 to January 2020.
From 2009 to 2012, Mr. Blanks served as the Vice President, Chemistry, Manufacturing and Controls for Flexion
Therapeutics, Inc. (Nasdaq: FLXN). In addition, Mr. Blanks served as the Vice President Quality Assurance for
Idenix Pharmaceuticals, Inc., a biopharmaceutical company, from 2006 to 2009. Prior to that, Mr. Blanks served
in positions of increasing responsibility for GelTex Pharmaceuticals, a biopharmaceutical company, including
most recently as Senior Director, Quality Affairs. Mr. Blanks has a B.S. in Biology from Bowdoin College, and
an ML.S. in Chemistry from Boston College.

Elizabeth Grammer, Esq., has served as our Chief Legal and Administrative Officer since January 2020, and
formerly served as our General Counsel from May 2014 to January 2020, and as our vice president responsible
for legal affairs from December 2012 until May 2014. Ms. Grammer has also served as a director of Sagimet
Biosciences, a private clinical-stage biotechnology company, since May 2021. From 2006 to December 2012,
Ms. Grammer served as an independent outside corporate counsel for public and private biotechnology
companies, including Ardelyx from January 2010 until December 2012. From 2001 to 2006, Ms. Grammer
served as Vice President and General Counsel of Trine Pharmaceuticals, Inc., a biopharmaceutical company. In
addition, Ms. Grammer previously served as independent outside corporate counsel to GelTex Pharmaceuticals, a
biopharmaceutical company from 1998 until its acquisition by Genzyme Corporation, a biotechnology company,
in 2020 . Ms. Grammer received a B.A. from Boston University and a J.D. from Stanford Law School.

Justin Renz has served as our Chief Financial and Operations Officer since January 2023, and served as our
Chief Financial Officer from June 2020 to January 2023. Beginning in 2017, Mr. Renz held various positions of
increasing responsibility at Correvio Pharma Corp, most recently as its President and Chief Financial Officer at
the time of its acquisition by Advanz Pharma in May 2020. From 2014 to 2017, Mr. Renz was the Executive
Vice President and Chief Financial Officer of Karyopharm Therapeutics, Inc. (Nasdaq: KTPI). Prior to that, from
2006 to 2014, Mr. Renz held a variety of financial positions with Zalicus Pharmaceuticals Ltd., a
biopharmaceutical company, including most recently as Executive Vice President and Chief Financial Officer at
the time of its acquisition by Epirus Biopharmaceuticals, Inc. in 2014. Mr. Renz received his B.A. in economics
and accounting from the College of the Holy Cross, a M.S. in Taxation from Northeastern University and an
M.B.A. from Suffolk University.

Susan Rodriguez has served as our Chief Commercial Officer since May 2020. From 2014 to 2019,

Ms. Rodriguez served as the founding Chief Executive Officer of Tolmar Pharmaceuticals, Inc., a U.S. specialty
pharmaceutical company, and from 2019 to 2020, she served as President of the branded division following
formation of the global entity, Tolmar, Inc. Prior to that, Ms. Rodriguez held various positions of increasing
responsibility at Abbott Laboratories, Inc. (NYSE: ABT) from 1990 to 2014, most recently as Divisional Vice
President of Global Marketing. Ms. Rodriguez serves on the board of directors of Heron Therapeutics, Inc.
(Nasdaq: HRTX), Veradigm Inc. (Nasdaq: MDRX) and the Cuba Emprende Foundation, a non-profit charitable
organization. Ms. Rodriguez received her B.A. and M.A. in Psychology from the University of Pennsylvania.

David Rosenbaum, Ph.D., has served as our Chief Development Officer since January 2017 and formerly served
as our vice president responsible for drug development from January 2010 to January 2017. From 2003 to 2008,
he was Vice President of Drug Development for Trine Pharmaceuticals, Inc., a biopharmaceutical company. In

24



addition, Dr. Rosenbaum previously served as Vice President of Preclinical Research and Development at GelTex
Pharmaceuticals, a biopharmaceutical company. He received a B.A. in Biology from the University of
Pennsylvania, a M.S. in Toxicology from Albany Medical College and a Ph.D. in Pharmacology from Boston
University School of Medicine.

Laura Williams, M.D., M.P.H., has served as our Chief Medical Officer since October 2021. Before that,

Dr. Williams served as our Senior Vice President, Global Therapeutic Strategies and Patient Advocacy since
November 2020. Dr. Williams also served as a director of Imara, Inc. from June 2021 until its acquisition by
Enliven Therapeutics, Inc (Nasdaq: ELVN) in February 2023. Prior to Ardelyx, Dr. Williams served as Senior
Vice President, Head of Clinical Development and Biostatistics at AMAG Pharmaceuticals, a pharmaceutical
company, from September 2017 to January 2020. Previously, Dr. Williams served as Vice President, Clinical
Development at Myovant Sciences (NYSE: MYOV) from September 2016 to August 2017. Dr. Williams held
roles of increasing responsibility at AbbVie Pharmaceuticals (Nasdaq: ABBV) from January 2013 to July 2016,
and at Abbott Laboratories, Inc. (NYSE: ABT) from July 1998 to December 2012. Dr. Williams received a
B.S. degree in Pre-Medicine/Pre-Medical Studies and Biochemistry from Mississippi State University, a

M.D. from University of Iowa, and a M.P.H. degree in Epidemiology from University of Washington, where she
also completed a clinical fellowship in Infectious Diseases. Dr. Williams completed her residency training at
University of Michigan.
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EXECUTIVE COMPENSATION

The following is a discussion and analysis of compensation arrangements of our named executive officers, or
NEOs. As a “smaller reporting company” as defined in Item 10(f), we are not required to include a
Compensation Discussion and Analysis section and have elected to comply with the scaled disclosure
requirements applicable to smaller reporting companies.

Our compensation committee, appointed by our board of directors, is responsible for establishing, implementing
and monitoring our compensation philosophy and objectives. We seek to ensure that the total compensation paid
to our executive officers is reasonable and competitive. Compensation of our executives is structured around the
achievement of individual performance and near-term corporate targets as well as long-term business objectives.

Our NEOs for fiscal year 2022 were as follows:
e  Michael Raab, who serves as our President, Chief Executive Officer and Director;
e  Laura Williams, M.D., M.P.H., who serves as our Chief Medical Officer; and

e  Susan Rodriguez, who serves as our Chief Commercial Officer.

2022 Summary Compensation Table

The following table contains information about the compensation earned by each of our named executive officers
during our most recently completed fiscal year ended December 31, 2022.

Non-Equity
Option Incentive Plan
Salary Bonus Stock Awards ~ Compensation
Name and Principal Position Year $) $) Awards ($)® $)? $)® Total
Michael Raab ................. 2022 650,000 300,000 148,500 517,020 331,500 1,947,020
President, Chief 2021 650,000 195,000 1,105,898 2,085,096 195,000 4,230,994
Executive Officer and
Director
Laura Williams, M.D., M.PH. . ... 2022 465,000 250,000 39,600 141,811 158,800 1,055,211
Chief Medical Officer
Susan Rodriguez . .............. 2022 455,800 150,000 139,590 144,027 154,972 1,044,389

Chief Commercial Officer

(1)  The amounts reported in the Bonus column represent discretionary retention bonuses paid to our NEOs in December 2022.

(2)  The amounts reported in the Stock Awards and Option Awards columns represent the grant date fair value of the restricted stock units
and stock options granted to our named executive officers as computed in accordance with ASC 718. The assumptions used in
calculating the grant date fair value of the restricted stock units and stock options reported in the Stock Awards and Option Awards
columns are set forth in Note 13 to the audited financial statements included in our Annual Report on Form 10-K filed on
March 2, 2023. The amounts reported in this column exclude the impact of forfeitures related to service-based vesting conditions. Note
that the amounts reported in these columns reflect the accounting cost for these equity awards and do not correspond to the actual
economic value that may be received by the named executive officers from the equity awards.

(3) The amounts reported in the Non-Equity Incentive Plan Compensation column represent annual cash performance-based bonuses earned
by our NEOs pursuant to the achievement of certain company performance objectives.

Narrative to Summary Compensation Table
2022 Salaries

Our NEOs each receive a base salary to compensate them for services rendered to our company. The base salary
payable to each NEO is intended to provide a fixed component of compensation reflecting the executive’s skill
set, experience, role and responsibilities.

Effective as of January 1, 2022, the annual base salaries for Mr. Raab, Dr. Williams and Ms. Rodriguez were
$650,000, $465,000 and $455,800, respectively.

2022 Bonuses

We maintain an annual performance-based cash bonus program in which each of our NEOs participated in 2022.
Each NEO’s target bonus is expressed as a percentage of base salary which in 2022 could be achieved based
upon the achievement of corporate goals. The 2022 annual bonuses for Mr. Raab, Dr. Williams and
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Ms. Rodriguez were targeted at 60%, 40% and 40% of their respective base salaries. In 2022, each NEO’s target
bonus was based 100% on the achievement of corporate performance objectives, approved by our compensation
committee and board of directors. In January 2023, our compensation committee and board of directors
determined that the corporate objectives were achieved at 85% of target. The actual annual cash bonuses awarded
to each NEO for 2022 performance are set forth above in the Summary Compensation Table in the column titled
“Non-Equity Incentive Plan Compensation.”

In 2021, we adopted a retention bonus program in which our NEOs participated. Pursuant to this retention bonus
program, Mr. Raab, Dr. Williams and Ms. Rodriguez were eligible to earn $300,000, $250,000 and

$150,000, respectively, in 2022, subject to continued employment through December 2022 or upon earlier
achievement of a regulatory goal. Each NEO earned the full amount of the cash component of the retention
bonus program in December 2022, as reflected in the Summary Compensation Table above in the column titled
“Bonus.”

Each year, the Compensation Committee or the Board may supplement the target bonuses earned by our NEOs
with discretionary bonuses based on the compensation committee’s or the board of director’s assessment of
individual contributions.

Equity Compensation

We use equity awards to motivate and reward our NEOs for long-term corporate performance based on the value
of the Company’s common stock and, thereby, align the interests of our NEOs with those of our stockholders.
We believe equity provides appropriate long-term incentive and retention of our executive officers.

In January 2022, the compensation committee granted to Mr. Raab, Dr. Williams and Ms. Rodriguez an option to
purchase 700,000, 192,000 and 195,000 shares of our common stock, respectively, each with an exercise price of
$0.99 per share. Also in January 2022, the Board granted to Mr. Raab, Dr. Williams and Ms. Rodriguez

150,000, 40,000 and 141,000 restricted stock units, respectively. Each option vests in substantially equal monthly
installments over 4 years, and each award of restricted stock units vests in substantially equal quarterly
installments over 4 years, in each case, subject to continued service to us.

Other Elements of Compensation
Retirement Savings and Health and Welfare Benefits

We maintain a 401(k) retirement savings plan for our employees, including our NEOs, who satisfy certain
eligibility requirements. Our NEOs are eligible to participate in the 401(k) plan on the same terms as other
full-time employees. We believe that providing a vehicle for tax-deferred retirement savings through our 401(k)
plan adds to the overall desirability of our executive compensation package and further incentivizes our
employees, including our named executive officers, in accordance with our compensation policies. We do not
currently provide for any matching contributions under the 401(k) plan.

All of our full-time employees, including our NEOs, are eligible to participate in our health and welfare plans.
These health and welfare plans include medical, dental and vision benefits; short-term and long-term disability
insurance; and supplemental life and AD&D insurance.

Perquisites and Other Personal Benefits

We do not provide any perquisites or personal benefits to our NEOs not otherwise made available to other
employees in 2022. During 2022, we paid each of our employees, including our NEOs, a monthly stipend of
$100 related to the ongoing COVID 19 pandemic.
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Outstanding Equity Awards at Fiscal Year-End 2022

The following table summarizes the number of shares of common stock underlying outstanding equity incentive
plan awards for each named executive officer as of December 31, 2022.

Option Awards™ Stock Awards®
Number of Number of
Securities Securities Number of Market Value
Underlying  Underlying Shares or of Shares or
Unexercised  Unexercised  Option Units of Stock Units of Stock
Vesting Options Options Exercise Option That Have That Have
Commencement #) #) Price Expiration Not Vested Not Vested
Name Date Exercisable Unexercisable $) Date #) $)®
Michael Raab........ 1/6/2022 160,416 539,584 0.99 1/6/2032 112,500 320,625

1/5/2021 248,188 269,771 6.35  1/5/2031 57,550 164,017
1/9/2020 406,481 150,979 7.60  1/9/2030 — —

1/17/2019 445,520 9,480 232 1/17/2029 — —

7/26/2018 185,000 4.30 7/26/2028 — —

1/16/2018 390,348 — 7.10  1/16/2028 — —

8/9/2017 79,535 — 470  8/8/2027 — —

1/19/2017 318,141 — 13.90 1/18/2027 — —

1/15/2016 301,258 — 10.55 1/14/2026 — —

1/6/2015 75,000 — 23.02  1/6/2025 — —

Laura Williams, . . . ... 1/6/2022 44,000 148,000 0.99  1/6/2032 30,000 85,500
M.D., M.P.H. 11/2/2020® 54,687 50,313 5.19  11/2/2030 11,664 33,242
Susan Rodriguez .. ... 1/6/2022 44,687 150,313 099  1/6/2032 105,748 301,382
1/5/2021 70,320 76,435 6.35  1/5/2031 16,304 46,466

5/18/2020° 150,317 82,433 7.70  5/18/2030 — —

(1)  Except as otherwise noted, each option vests and becomes exercisable in substantially equal monthly installments over four years from
the vesting commencement date, subject to the holder continuing to provide services to us through each such date.

(2)  Except as otherwise noted, each award of restricted stock units vest in substantially equal quarterly installments over four years from
the vesting commencement date, on each of February 19; May 19; August 19 and November 19, subject to the holder continuing to
provide continued services to us through each such date.

(3)  Amounts calculated based on the $2.85 closing trading price of our common stock as of December 30, 2022, the last trading day of
fiscal year 2022.

(4) The option vests and becomes exercisable as to 25% of the shares subject to the option on the one year anniversary of the vesting
commencement date, and as to 1/48th of the shares subject to the option each month thereafter, subject to the holder continuing to
provide services to us through each such date, and the restricted stock unit award vests as to 25% of the restricted stock units subject to
the award on November 19, 2021, and as to 1/16" of the shares subject to the restricted stock unit on each February 19; May 19;
August 19 and November 19, subject to the holder continuing to provide services to us through each such date.

(5) The option vests and becomes exercisable as to 25% of the shares subject to the option on the one year anniversary of the vesting
commencement date, and as to 1/48th of the shares subject to the option each month thereafter, subject to the holder continuing to
provide services to us through each such date.

Executive Compensation Arrangements

We have entered into agreements with each of our NEOs in connection with their employment with us. These
agreements set forth the terms and conditions of employment of each NEO, including base salary, initial equity
award grants, and standard employee benefit plan participation. We also have entered into agreements with our
NEOs that provide for severance benefits and payments upon certain terminations without cause or resignations
for good reason. Specifically, in June 2014, we entered into an amended and restated employment agreement
with Mr. Raab and we have entered into a change in control severance agreement with each of our other NEOs.

Under Mr. Raab’s amended and restated employment agreement, in the event Mr. Raab’s employment with us is
involuntarily terminated for reason other than ‘“‘cause” or he resigns for ““good reason” (each, as defined below),
in each case more than three months prior to or more than 12 months after a change in control, then Mr. Raab
will receive: (i) continued payment of his annual base salary as in effect immediately prior to such termination
for a period of 12 months; (ii) payment of healthcare continuation costs for him and his eligible dependents for
up to 12 months following the date of such termination; and (iii) 12 months of accelerated vesting of any
outstanding equity awards, with any options remaining exercisable until the earlier of 12 months following the
date of termination or the original expiration date. In the event Mr. Raab’s employment with us is involuntarily
terminated for reason other than cause or he resigns for good reason, in each case within three months prior to
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and 12 months after a change in control, then Mr. Raab will receive: (i) a lump sum amount equal to

1.5 multiplied by the sum of his base salary as in effect immediately prior to such termination and his target
annual bonus for the year of termination; (ii) payment of healthcare continuation costs for him and his eligible
dependents for up to 18 months following the date of such termination; and (iii) full accelerated vesting of any
outstanding equity awards, with any options remaining exercisable until the earlier of 12 months following the
date of termination or the original expiration date. The foregoing severance benefits are subject to Mr. Raab’s
timely execution and non-revocation of a general release of claims against the Company and its affiliates.

Under each other NEO’s change in control severance agreements, in the event the named executive officer’s
employment with us is involuntarily terminated for reason other than cause or they resign for good reason, in
each case more than three months prior to or more than 12 months after a change in control, then they will
receive: (i) continued payment of their annual base salary as in effect immediately prior to such termination for a
period of nine months; and (ii) payment of healthcare continuation costs for them and their eligible dependents
for up to 12 months following the date of such termination. In the event their employment with us is
involuntarily terminated for reason other than cause or they resign for good reason, in each case within three
months prior to and 12 months after a change in control, then they will receive: (i) a lump sum amount equal to
the sum of their base salary as in effect immediately prior to such termination and their target annual bonus for
the year of termination; (ii) payment of healthcare continuation costs for them and their eligible dependents for
up to 12 months following the date of such termination; and (iii) full accelerated vesting of any outstanding
equity awards, with any options remaining exercisable until the earlier of 12 months following the date of
termination or the original expiration date. The foregoing severance benefits are subject to the named executive
officer’s timely execution and non-revocation of a general release of claims against the Company and its
affiliates and continued compliance with their confidential information agreement.

For the purposes of Mr. Raab’s amended and restated employment agreement and each of the other NEO’s
change in control severance agreements, “‘cause’ means (i) the named executive officer’s theft, dishonesty or
falsification of any employment or company records that is non-trivial in nature; (ii) malicious or reckless
disclosure of our confidential or proprietary information or any material breach by the named executive officer of
their obligations under their proprietary information and inventions assignment agreement with us; (iii) the
conviction of the named executive officer of a felony (excluding motor vehicle violations) or the commission of
gross negligence or willful misconduct, where a majority of the non-employee members of the board of directors
reasonably determines that such act or misconduct has (A) seriously undermined the ability of the board of
directors or management to entrust them with important matters or otherwise work effectively with them,

(B) substantially contributed to our loss of significant revenues or business opportunities, or (C) significantly and
detrimentally affected the business or reputation of our company or any of our subsidiaries; and/or (iv) the
willful failure or refusal by the named executive officer to follow the reasonable and lawful directives of the
board of directors, provided such willful failure or refusal continues after their receipt of reasonable notice in
writing of such failure or refusal and a reasonable opportunity of not less than 30 days to correct the problem.

For the purposes of Mr. Raab’s amended and restated employment agreement and each of the other NEO’s
change in control severance agreements, ““good reason’ includes the occurrence of: (i) a material diminution in
the NEO’s authority, duties, or responsibilities, which substantially reduces the nature or character of their
position; (ii) a reduction (or material reduction, in the case of each named executive officer other than Mr. Raab)
of their base salary as in effect immediately prior to such reduction; (iii) a relocation of their principal office to a
location more than 50 miles from the location of our principal office as of immediately prior to such relocation,
except for required travel by them on company business; or (iv) any material breach by us of any provision of
the named executive officer’s employment agreement or offer letter which we do not cure within 30 days
following written notice from the NEO, provided that in order for “‘good reason’ to exist, each of the following
conditions must be met: (i) the foregoing good reason conditions must have occurred without the named
executive officer’s express written consent; (ii) the named executive officer must provide written notice to us of
such condition within 30 days of the initial existence of the condition; (iii) the condition specified in such notice
must remain uncorrected for 30 days after receipt of such notice; and (iv) the date of the named executive
officer’s resignation of employment must occur within 60 days after the initial existence of the condition
specified in such notice.
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Pay Versus Performance
Pay Versus Performance Table

The following table sets forth information concerning the compensation provided to our NEOs and certain
measures of Company performance in the years ended December 31, 2022 and 2021, for services to our
Company in all capacities. The Compensation Committee did not consider the pay versus performance disclosure
below in making its pay decisions for any of the fiscal years shown.

Average Summary Average Value of Initial Fixed
Summary Compensation Compensation Table Compensation $100 investment Based
Compensation Table Actually Paid Total for Non-PEO Actually Paid on Total Shareholder Net Loss
Year Total for PEO ($) to PEO ($)V NEOs ($) to Non-PEO NEOs ($) Return (“TSR”) ($)® ($ in millions)
2022 . ... 1,947,020 4,047,941 1,049,800 1,913,762 44 (67)
2021 .... 4,230,994 39,202 1,700,013 584,783 17 (158)

(1)  Amounts represent compensation actually paid (“CAP”’) to our CEO, Michael Raab, who was our Principal Executive Officer or
“PEO” for each of the two years shown, and the average CAP to our remaining NEOs or “Non-PEO NEOs” for the relevant fiscal
year, as determined under SEC rules, which includes Laura Williams, M.D., M.P.H. and Susan Rodriguez for 2022 and Justin Renz,
Robert Blanks, Elizabeth Grammer, Esq. and David Rosenbaum, Ph.D. for 2021.

Amounts represent the Summary Compensation Table Total Compensation for the applicable fiscal year adjusted as follows:

Fiscal Year (“FY”) 2022 2021

Average non- Average non-
PEO PEO NEOs PEO PEO NEOs

Deduction for ASC 718 Fair Value as of Grant Date Reported under the Option

Awards Columns in the Summary Compensation Table . . . . ... .......... 665,520 232,514 3,190,994 1,079,113
Increase based on ASC 718 Fair Value of Awards Granted during the FY that

Remain Unvested as of FY End (“FYE”) .. ...... ... .. ... ... .. ..... 1,525,779 526,580 510,407 298,612
Increase based on ASC 718 Fair Value of Awards Granted during the FY that

Vested during the FY as of Vesting Date . . .. ...................... 236,714 100,375 412,382 116,846
Increase/deduction based on ASC 718 Fair Value of Outstanding Unvested Prior

FY Awards as of FYE Compared to Valuation as of Prior FYE. . . ... ... ... 367,447 91,823 (1,684,660) (419,298)

Increase/deduction based on ASC 718 Fair Value of Prior FY Awards that
Vested during the FY as of Vesting Date Compared to Valuation as of Prior
FYE . o 636,501 377,698 (238,927) (32,277)

Total Adjustments . . . . ... ... 2,100,921 863,962 (4,191,792)  (1,115,230)

(2) Cumulative TSR is calculated by dividing the sum of the cumulative amount of dividends for the measurement period, assuming
dividend reinvestment, and the difference between our company’s share price at the end and the beginning of the measurement period
by our company’s share price at the beginning of the measurement period. No dividends were paid on our common stock in 2021
or 2022.
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Narrative Disclosure to Pay Versus Performance Table
Relationship Between Financial Performance Measures

The graphs below compare the compensation actually paid to our PEO and the average of the compensation
actually paid to our remaining NEOs, with (i) our cumulative TSR,and (ii) our net income, in each case, for the
fiscal years ended December 31, 2021 and 2022.
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Equity Compensation Plan Information

The following table provides certain information as of December 31, 2022, with respect to all of our equity
compensation plans in effect on that date:

Number of
Securities
Remaining
Available for
Future
Number of Issuance
Securities to Weighted- Under Equity
be Issued Average Compensation
Upon Exercise Plans
Exercise of Price of (Excluding
Outstanding Outstanding Securities
Options, Options, Reflected in
and Rights and Rights Column (a))
Plan Category (a) (b) (c)
Equity Compensation Plans Approved by Stockholders"® ... ... ... 13,629,049 $5.007 2,372,362
Equity Compensation Plans Not Approved by Stockholders™® . ... ... 1,737,187 $3.176 4,690,580
Total . ... 15,366,236 $4.828 7,062,942

(1) Includes the Ardelyx, Inc. 2014 Equity Incentive Plan, 2014 Employee Stock Purchase Plan and 2008 Stock Incentive Plan, as
amended. The number of shares of common stock that may be issued pursuant to outstanding awards under the 2008 Stock Incentive
Plan and the 2014 Equity Incentive Plan include: (A) 1,030,194 shares subject to outstanding restricted stock units and (B)
12,598,855 shares subject to stock options. The weighted average exercise price shown is for stock options; other outstanding awards
had no exercise price. No new awards may be made under the 2008 Stock Incentive Plan.

(2)  The 2014 Equity Incentive Plan and the 2014 Employee Stock Purchase Plan contain “‘evergreen’ provisions, pursuant to which (i) the
number of shares of common stock reserved for issuance pursuant to awards under the 2014 Equity Incentive Plan shall be increased
on the first day of each year beginning in 2015 and ending in 2024, equal to the lesser of (A) four percent (4.0%) of the shares of
stock outstanding (on an as converted basis) on the last day of the immediately preceding fiscal year, and (B) such smaller number of
shares of stock as determined by our board of directors; provided, however, that no more than 10,683,053 shares of stock may be issued
upon the exercise of incentive stock options, and (ii) the number of shares of common stock which will be authorized for sale under
our 2014 Employee Stock Purchase Plan shall be increased on the first day of each year beginning in 2015 and ending in 2024, equal
to the lesser of (A) one percent (1.0%) of the shares of stock outstanding (on an as converted basis) on the last day of the immediately
preceding fiscal year, and (B) such smaller number of shares of stock as determined by our board of directors. On January 1, 2023, an
additional 7,943,000 shares of our common stock were reserved for issuance pursuant to awards under the 2014 Equity Incentive Plan
as a result of the “evergreen” provision, and an additional 992,875 shares were reserved for issuance under our 2014 Employee Stock
Purchase Plan as a result of the “evergreen” provision.

(3) Includes 590,626 shares that were available for future issuances as of December 31, 2022 under the 2014 Employee Stock Purchase
Plan (of which 165,969 shares were issued with respect to the purchase period in effect as of December 31, 2022, which purchase
period ended on February 28, 2023), which allows eligible employees to purchase shares of common stock with accumulated payroll
deductions.

(4) Includes the Ardelyx, Inc. 2016 Employment Commencement Incentive Plan. Effective January 6, 2022, our board of directors
determined to reserve an additional 2,000,000 shares of our common stock for issuance pursuant to awards under the 2016 Employment
Commencement Incentive Plan. Effective December 6, 2022, our board of directors determined to reserve an additional
3,000,000 shares of our common stock for issuance pursuant to awards under the 2016 Employment Commencement Incentive Plan.

Material Features of the 2016 Employment Commencement Incentive Plan

In November 2016, our board of directors adopted our 2016 Employment Commencement Incentive Plan, or the
2016 Plan, pursuant to Rule 5653(c)(4) of The Nasdaq Global Market. The principal purpose of the 2016 Plan is
to promote the success and enhance the value of the company by inducing new employees to commence
employment with us, and by aligning the individual interests of new employees with the interests of our
stockholders. Awards granted under the 2016 Plan are intended to constitute “employment inducement awards™
under Nasdaq Listing Rule 5635(c)(4) and therefore, the 2016 Plan is intended to be exempt from the Nasdaq
Listing Rules regarding shareholder approval of equity awards and stock purchase plans. A total of

1,000,000 shares of our common stock were initially reserved for issuance under the 2016 Plan. In March 2021,
January 2022 and December 2022, our board of directors increased the number of shares reserved for issuance
under the 2016 Plan to 1,457,767 shares, 3,457,767 shares and 6,457,767 shares, respectively. As of

December 31, 2022, we had awards outstanding with respect to 1,737,187shares under the 2016 Plan, and
4,690,580 shares remained available for future grants. The 2016 Plan provides for the grant of non-qualified
stock options, restricted stock units, restricted stock awards, stock appreciation rights, and other stock-based and
cash-based awards. These awards may be granted to individuals who are then new employees, or are

32



commencing employment with us or one of our subsidiaries following a bona fide period of non-employment
with us, and for whom such awards are granted as a material inducement to commencing employment with us or
one of our subsidiaries.

The 2016 Plan is administered by the compensation committee and the board of directors. In the event of a
change in control in which the successor corporation refuses to assume or substitute any outstanding award under
the 2016 Plan, the vesting of such award will accelerate in full. The board of directors may terminate, amend, or
modify the 2016 Plan at any time, provided that no termination or amendment may impair any rights under any
outstanding award under the 2016 Plan without the consent of the holder.

We have filed registration statements on Form S-8 with the SEC covering the shares of common stock that may
be issued under the 2016 Plan.
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SECURITY OWNERSHIP OF CERTAIN BENEFICIAL OWNERS AND MANAGEMENT

The following table sets forth information relating to the beneficial ownership of our common stock as of

April 18, 2023, by:

e  each person, or group of affiliated persons, known by us to beneficially own more than 5% of our

outstanding shares of common stock;

e each of our directors and nominees for director;

e each of our named executive officers; and

e  all directors and executive officers as a group.

The number of shares beneficially owned by each entity, person, director, nominee or executive officer is

determined in accordance with the rules of the SEC, and the information is not necessarily indicative of

beneficial ownership for any other purpose. Under such rules, beneficial ownership includes any shares over

which the individual has sole or shared voting power or investment power as well as any shares that the

individual has the right to acquire within 60 days of April 18, 2023 through the exercise of stock options,
warrants or other rights. Except as otherwise indicated, and subject to applicable community property laws, the
persons named in the table have sole voting and investment power with respect to all shares of common stock

held by that person.

The percentage of shares beneficially owned is computed on the basis of 214,462,429 shares of our common
stock outstanding as of April 18, 2023. Shares of our common stock that a person has the right to acquire within
60 days of April 18, 2023 pursuant to the exercise of outstanding stock options, and restricted stock units that are
expected to vest and settle on or before April 18, 2023 are deemed outstanding for purposes of computing the

percentage ownership of the person holding such rights, but are not deemed outstanding for purposes of

computing the percentage ownership of any other person, except with respect to the percentage ownership of all
directors and executive officers as a group. Unless otherwise indicated below, the address for each beneficial
owner listed is c/o Ardelyx, Inc., at 400 Fifth Ave., Suite 210, Waltham, Massachusetts 02451.

Beneficial Ownership

Number of Number of
Outstanding Shares Number of Percentage
Shares Exercisable Shares of

Beneficially Within 60 Beneficially Beneficial
Name and Address of Beneficial Owner Owned Days Owned Ownership
5% and Greater Stockholders
Janus Henderson Group plc™. . ...................... 19,774,333 — 19,774,333 9.2%
Named Executive Officers and Directors
Michael Raab. . .......... ... ... ... ... ... ... ...... 536,520 2,990,571 3,527,091 1.6%
Susan Rodriguez ......... ... .. .. ... . . 173,805 384,576 558,381 *%
Laura Williams, M.D.,, M\PH. ....................... 211,182 181,207 392,389 *%
David Mott™® .. ... .. 1,166,765 341,295 1,508,060 9
Robert Bazemore. ........... ... ... . . . — 261,295 261,295 *%
William Bertrand, Jr., Esq. . ....... . ... ... o ... 202,162 276,295 478,457 *%
Muna Bhanji, RPh ...... ... ... ... . 95,802 147,765 243,567 *%
Geoffrey A. Block, M.D. ........ ... .. ... .. ... ... — 238,795 238,795 *%
Onaiza Cadoret-Manier. .. .............couiiiinnonn. 97,395 198,655 296,050 *9%
Jan Lundberg, Ph.D. . ... ... ... .. .. . ... 134,039 236,295 370,334 *%
Richard Rodgers .. .......... ... .. .. .. . ... 219,826 296,295 516,121 *%
All directors and executive officers as a group

(15 persons)™® . ... 3,845,256 8,451,610 12,296,866 5.5%

* Indicates beneficial ownership of less than 1% of the total outstanding shares of common stock.

(1) Based on Schedule 13G filed with the SEC on January 10, 2023 by Janus Henderson Group plc (“‘Janus Henderson”). Janus
Henderson reported that it possessed shared voting and dispositive power over the shares and that it did not possess sole voting or
dispositive power over any shares beneficially owned. The principal business address of Janus Henderson is 201 Bishopsgate, EC2M

3AE, United Kingdom.
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(2)  Consists of (i) 244,477 shares directly owned by Mr. Raab, (ii) 24,364 shares owned directly by Michael G. Raab, trustee of the
Michael G. Raab Living Trust dated July 25, 2012, and (iii) an aggregate of 1,000 shares owned directly by trusts for the benefit of
Mr. Raab’s children.

(3) Includes (i) 87,566 shares and (ii) 110,000 shares subject to options that Mr. Mott may acquire within 60 days of April 18, 2023, that
Mr. Mott holds for the benefit of entities associated with New Enterprise Associates. Mr. Mott disclaims beneficial ownership of all
such shares and options, except to the extent of his actual pecuniary interest therein.

(4) Includes (i) 260,764 shares directly owned by Dr. Rosenbaum, (ii) 848,360 shares that may be acquired directly by Dr. Rosenbaum
pursuant to the exercise of stock options or the vesting of restricted stock units within 60 days of April 18, 2023, (iii) 77,592 shares
owned indirectly owned by David Paul Rosenbaum and Susan Edelstein Rosenbaum, Trustees of the David Paul Rosenbaum Family
Trust, (iv) 75,327 shares owned directly by Dr. Rosenbaum’s spouse, and (v) 214,300 shares that may be acquired directly by
Dr. Rosenbaum’s spouse pursuant to the exercise of stock options or the vesting of restricted stock units within 60 days of April 18,
2023.

DELINQUENT SECTION 16(A) REPORTS

Section 16(a) of the Securities Exchange Act of 1934, as amended requires the Company’s directors and
executive officers, and persons who own more than 10% of a registered class of the Company’s equity securities,
to file with the U.S. Securities and Exchange Commission, or SEC, initial reports of ownership and reports of
changes in ownership of common stock and other equity securities of the Company. Officers, directors and
greater than 10% stockholders are required by SEC regulations to furnish the Company with copies of all
Section 16(a) forms they file.

To the Company’s knowledge, based solely on a review of the copies of such reports furnished to the Company
and written representations that no other reports were required, during the year ended December 31, 2022, all
Section 16(a) filing requirements applicable to our officers, directors and greater than 10% beneficial owners
were met, except for the following: (i) late Form 4s filed on January 12, 2022, due to administrative delays, for
each of Susan Rodriguez, Robert Blanks, Elizabeth Grammer, Esq., Michael Raab, Justin Renz and David
Rosenbaum, Ph.D., where the Board granted awards of restricted stock units to executive officers on January 6,
2022; and (ii) late Form 4s filed on February 25, 2022, due to an administrative delays, for each of Susan
Rodriguez, Robert Blanks, Elizabeth Grammer, Esq., Michael Raab, Justin Renz and David Rosenbaum, Ph.D., in
each case, pertaining to the sale of shares upon the vesting of restricted stock units pursuant to an automatic
sell-to-cover program.

ADDITIONAL INFORMATION
Householding of Proxy Materials

The SEC has adopted rules known as “‘householding” that permit companies and intermediaries (such as brokers)
to deliver one set of proxy materials to multiple stockholders residing at the same address. This process enables
us to reduce our printing and distribution costs, and reduce our environmental impact. Householding is available
to both registered stockholders and beneficial owners of shares held in street name.

Registered Stockholders

If you are a registered stockholder and have consented to householding, then we will deliver or mail one set of
our proxy materials, as applicable, for all registered stockholders residing at the same address. Your consent will
continue unless you revoke it, which you may do at any time by providing notice to the Company’s Corporate
Secretary by telephone at (510) 745-1700 or by mail at Ardelyx, Inc., 400 Fifth Avenue, Suite 210, Waltham,
MA 02451.

If you are a registered stockholder who has not consented to householding, then we will continue to deliver or
mail copies of our proxy materials, as applicable, to each registered stockholder residing at the same address.
You may elect to participate in householding and receive only one set of proxy materials for all registered
stockholders residing at the same address by providing notice to the Company as described above.

Street Name Holders

Stockholders who hold their shares through a brokerage may elect to participate in householding, or revoke their
consent to participate in householding, by contacting their respective brokers.

Annual Reports

This proxy statement is accompanied by our 2022 Annual Report to Stockholders, which includes our
Annual Report on Form 10-K for the fiscal year ended December 31, 2022, or the 10-K. The 10-K includes
our audited financial statements. We have filed the 10-K with the SEC, and it is available free of charge at
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the SEC’s website at www.sec.gov and on our website at ir.ardelyx.com. In addition, upon written request
to the Company’s Corporate Secretary at Ardelyx, Inc., 400 Fifth Avenue, Suite 210, Waltham, MA 02451,
we will mail a paper copy of our 10-K, including the financial statements and the financial statement
schedules, to you free of charge.

Other Matters

As of the date of this proxy statement, our board of directors knows of no other matters that will be presented
for consideration at the 2023 Annual Meeting other than the matters described in this proxy statement. If other
matters are properly brought before the 2023 Annual Meeting, then proxies will be voted in accordance with the
recommendation of the board of directors or, in the absence of such a recommendation, in accordance with the
best judgment of the proxy holder.

By Order of the Board of Directors:
/s/ Elizabeth Grammer

Elizabeth Grammer, Esq.
Chief Legal and Administrative Officer

Waltham, Massachusetts
April 26, 2023
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NOTE REGARDING FORWARD-LOOKING STATEMENTS
Unless the context requires otherwise, in this Annual Report on Form 10-K the terms “Ardelyx”, “we,” “us,” “our” and
“the Company” refer to Ardelyx, Inc.

This Annual Report on Form 10-K contains forward-looking statements that involve risks and uncertainties. Any
statements contained herein that are not statements of historical facts may be deemed to be forward-looking statements. In some
cases, you can identify forward-looking statements by terminology such as “aim,” “anticipate,” “assume,” “believe,”
“continue,” “could,” “due,” “estimate,” “expect,” “goal,” “intend,” “may,” “objective,” “plan,” “predict,” “potential,”
“positioned,” “seek,” “should,” “target,” “will,” “would,” and other similar expressions that are predictions of or indicate future
events and future trends, or the negative of these terms or other comparable terminology. These forward-looking statements

include, but are not limited to, statements about:
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«  our expectations regarding the timing of the resubmission of the new drug application (“NDA”) for XPHOZAH®
(tenapanor) for the control of serum phosphorus in adult patients with chronic kidney disease patients (“CKD”) on dialysis
to the U.S. Food and Drug Administration (“FDA”);

*  our expectations regarding the development of a label for the commercialization of XPHOZAH and our belief regarding
what indication may be included in such a label;

*  our expectations regarding the potential for FDA approval for the NDA for XPHOZAH;

e our plans to address our operating cash flow requirements with our current cash and short-term investments, cash generated
from the sales of IBSRELA®, and if approved, sales of XPHOZAH, the potential receipt of anticipated milestone payments
from our collaboration partners, the potential receipt of anticipated payments from our Japanese collaboration partner under
the second amendment to our License Agreement, with additional financing sources and through the implementation of
cash preservation activities to reduce or defer discretionary spending;

*  our plans with respect to RDX013 and RDX020;

*  estimates of our expenses, future revenue, capital requirements, our needs for additional financing and our ability to obtain
additional capital; and

»  other risks and uncertainties, including those under the caption “Risk Factors.”

We have based these forward-looking statements largely on management’s current expectations, estimates, forecasts and
projections about our business and the industry in which we operate and management’s beliefs and assumptions, and these
forward-looking statements are not guarantees of future performance or development and involve known and unknown risks,
uncertainties and other factors that are in some cases beyond our control. Factors that could cause actual results or conditions to
differ from those anticipated by these and other forward-looking statements include those more fully described in the “ITEM
1A. RISK FACTORS” section and elsewhere in this Annual Report on Form 10-K. Except as required by law, we assume no
obligation to update any forward-looking statement publicly, or to revise any forward-looking statement to reflect events or
developments occurring after the date of this Annual Report on Form 10-K, even if new information becomes available in the
future. Thus, you should not assume that our silence over time means that actual events are bearing out as expressed or implied
in any such forward-looking statement.



SUMMARY OF PRINCIPAL RISKS ASSOCIATED WITH OUR BUSINESS
The principal risks and uncertainties affecting our business include the following:

*  We have incurred significant losses since our inception and will incur losses in the future, which makes it difficult for us to
assess our future viability; although our financial statements have been prepared on a going concern basis, our current level
of cash, cash equivalents and short-term investments alone is not sufficient to meet our operating plans for the next twelve
months, raising substantial doubt regarding our ability to continue as a going concern.

*  We will require additional financing for the foreseeable future as we invest in the commercialization of IBSRELA, and
prepare for and commercialize XPHOZAH in the U.S., if approved. The inability to access necessary capital when needed
on acceptable terms, or at all, could force us to reduce our efforts to commercialize IBSRELA or, delay or limit the
commercialization of XPHOZAH, if approved.

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

*  We are substantially dependent on the successful commercialization of IBSRELA, and there is no guarantee that we will
achieve sufficient market acceptance for IBSRELA; secure adequate coverage and reimbursement for IBSRELA; or
generate sufficient revenue from product sales of IBSRELA.

*  We are pursuing regulatory approval for XPHOZAH. There can be no assurances that we will be successful in obtaining
such regulatory approval.

* Even if we are successful in obtaining regulatory approval for XPHOZAH, there is no guarantee that we will achieve
sufficient market acceptance for XPHOZAH; secure adequate coverage and reimbursement for XPHOZAH; or generate
sufficient revenue from product sales of XPHOZAH.

+ IBSRELA and/or, if approved and commercialized, XPHOZAH, may cause undesirable side effects or have other
properties that could limit the commercial success of the product.

»  Third-party payor coverage and reimbursement status of newly-commercialized products are uncertain. Failure to obtain or
maintain adequate coverage and reimbursement for IBSRELA and, if approved, for XPHOZAH could limit our ability to
market those products and decrease our ability to generate revenue.

*  We rely completely on third parties to manufacture IBSRELA and XPHOZAH. If they are unable to comply with
applicable regulatory requirements, unable to source sufficient raw materials, experience manufacturing or distribution
difficulties or are otherwise unable to manufacture sufficient quantities to meet demand, our commercialization of
IBSRELA and, if approved and commercialized, of XPHOZAH, and our future development efforts for tenapanor may be
materially harmed.

»  Our operating activities may be restricted as a result of covenants related to the indebtedness under our loan and security
agreement and we may be required to repay the outstanding indebtedness in an event of default, which could have a
materially adverse effect on our business.

The summary risk factors described above should be read together with the text of the full risk factors below in the section
entitled “Risk Factors” and the other information set forth in this Annual Report on Form 10-K, including our consolidated
financial statements and the related notes, as well as in other documents that we file with the U.S. Securities and Exchange
Commission. The risks summarized above or described in full below are not the only risks that we face. Additional risks and
uncertainties not precisely known to us or that we currently deem to be immaterial may also materially adversely affect our
business, financial condition, results of operations, and future growth prospects.

NOTE REGARDING TRADEMARKS

ARDELYX", IBSRELA®, and XPHOZAH® are trademarks of Ardelyx. All other trademarks, trade names and service
marks appearing in this Annual Report on Form 10-K are the property of their respective owners.
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ITEM 1. BUSINESS
Overview

We are a biopharmaceutical company founded with a mission to discover, develop and commercialize innovative, first-in-
class medicines that meet significant unmet medical needs. We developed a unique and innovative platform that enabled the
discovery of new biological mechanisms and pathways to develop potent, and efficacious therapies that minimize the side
effects and drug-drug interactions frequently encountered with traditional, systemically absorbed medicines. The first molecule
we discovered and developed was tenapanor, a targeted, first-in-class, oral, small molecule therapy. Tenapanor, branded as
IBSRELA®, is approved in the U.S. for the treatment of adults with irritable bowel syndrome with constipation (“IBS-C).
Tenapanor is in development for the control of serum phosphorus in adult patients with chronic kidney disease (“CKD”) on
dialysis under the brand name XPHOZAH". We also have a developmental stage asset, RDX013, for adult CKD and/or heart
failure patients with hyperkalemia, or elevated serum potassium, and a discovery stage asset, RDX020, for adult CKD patients
with metabolic acidosis, a serious electrolyte disorder.

Since commencing operations in October 2007, substantially all our efforts have been dedicated to our research and
development (“R&D”) activities, including developing tenapanor and developing our proprietary drug discovery and design
platform. We realized our first product sales of IBSRELA (tenapanor) in March 2022. As of December 31, 2022, we had an
accumulated deficit of $780.1 million.

We expect to continue to incur substantial operating losses for the foreseeable future as we invest in the commercialization
of IBSRELA, seek to gain approval in the U.S. for XPHOZAH (tenapanor); prepare for and commercialize XPHOZAH in the
U.S., if approved; and incur manufacturing and development cost for tenapanor. To date, we have funded our operations from
the sale and issuance of common stock and convertible preferred stock, funds from our collaboration partnerships, which
includes license fees, milestones and product supply revenue, funds from our loan agreements with our lenders, as well as from
sales of IBSRELA.

Our Commercial Product
IBSRELA for IBS-C

Our unique discovery platform and deep understanding of the primary mechanism of sodium transport in the intestine
resulted in our discovery and development of IBSRELA, a first-in-class, U.S. Food and Drug Administration ("FDA")
approved, sodium hydrogen exchange 3 ("NHE3") inhibitor for the treatment of IBS-C in adults. IBSRELA acts locally in the
gut and is minimally absorbed. IBS-C is a gastrointestinal ("GI") disorder characterized by both abdominal pain and altered
bowel movements, and is estimated to affect 12 million people in the U.S. IBS-C is associated with significantly impaired
quality of life, reduced productivity, and substantial economic burden.

We recognized our first sales of IBSRELA in the U.S. in March 2022. For our commercial launch of IBSRELA, we
designed a market-responsive commercial strategy and built a commercial organization highly experienced in launching novel
therapies into specialty areas. The dynamics of the IBS-C market reflected an established patient base, limited number of
competitors all confined to a single mechanism of action, concentrated number of prescribers, and recognized unmet need. In
addition, market research indicated a favorable response to the IBSRELA product profile as a novel mechanism therapy. These
dynamics enabled a targeted promotional focus on patients currently being managed for IBS-C by the approximately 9,000
high-writing healthcare providers that account for 50% of IBS-C prescriptions. Central to the go to market strategy for
IBSRELA is a highly experienced specialty sales force, many with existing relationships across their GI target base, full
company engagement, and innovative peer-to-peer and digital initiatives.

We expect competition for IBSRELA will come largely from the three prescription products indicated for IBS-C: Linzess
(linaclotide), Amitiza (lubiprostone) and Trulance (plecanatide). Generic lubiprostone is also available in the U.S. Additionally,
over-the-counter products, not indicated for IBS-C, are commonly used to treat the constipation component of IBS-C, alone and
in combination with the IBS-C-indicated prescription therapies.

We have established commercial agreements with Shanghai Fosun Pharmaceutical Industrial Development Co. Ltd.
("Fosun Pharma") in China and Knight Therapeutics, Inc. ("Knight") in Canada for IBSRELA for IBS-C. Knight is currently
marketing IBSRELA in Canada.



Our Product Pipeline

Development Candidate XPHOZAH: A Potential New Approach for the Control of Serum Phosphorus in Adult Patients
with CKD on Dialysis

XPHOZAH (tenapanor) is a first-in-class medicine being developed for the control of serum phosphorus, or
hyperphosphatemia, in adult patients with CKD on dialysis. XPHOZAH has a unique mechanism of action and acts locally in
the gut to inhibit NHE3. This results in the tightening of the epithelial cell junctions, thereby significantly reducing paracellular
uptake of phosphate, the primary pathway of phosphate absorption. It is estimated that there are more than 550,000 adult
patients with CKD on dialysis in the U.S., and approximately 80% of those patients are being treated with phosphate lowering
therapies. Seventy-seven percent of patients treated with phosphate binders to treat hyperphosphatemia were unable to
consistently maintain phosphorous levels <=5.5 mg/dL over a six-month period. If approved, XPHOZAH would be the first
therapy for phosphate management that blocks phosphorus absorption at the primary site.

In June 2020, we submitted a new drug application (“NDA”) to the FDA for XPHOZAH. The NDA was supported by
three Phase 3 trials involving more than 1,200 adult patients that evaluated the use of tenapanor for the control of serum
phosphorus in adult patients with CKD on dialysis, with two trials evaluating tenapanor as monotherapy and one trial
evaluating tenapanor as part of a dual mechanism approach with phosphate binders. All three Phase 3 trials met their primary
and key secondary endpoints.

On July 28, 2021, we received a Complete Response Letter ("CRL") from the FDA’s Division of Cardiology and
Nephrology (“Division") regarding our NDA for XPHOZAH. In December 2021, we submitted a Formal Dispute Resolution
Request ("FDRR") to the Office of Cardiology, Hematology, Endocrinology and Nephrology ("OCHEN"). At the request of the
FDA's Office of New Drugs ("OND"), as part of our second level of appeal of the CRL, a Cardiovascular and Renal Drug
Advisory Committee meeting on was held on November 16, 2022 with the committee voting that the benefits of XPHOZAH
outweigh its risks nine to four as a monotherapy and ten to two, with one abstention, in combination with phosphate binder
therapy. In December 2022, the OND granted our appeal of the CRL for the NDA for XPHOZAH and directed the Division to
work with us to develop an appropriate label for the commercialization of XPHOZAH. We believe that a label could reflect an
indication for patients whose hyperphosphatemia is insufficiently managed on binder therapy. On February 13, 2023, we
participated in a Type A meeting with the Division where we discussed the resubmission of the NDA, and the information to be
contained in the resubmitted NDA. We currently expect to resubmit the NDA for XPHOZAH early in the second quarter of
2023. Within thirty (30) days of resubmitting the NDA, we expect to receive notification from the Division as to the
classification of the resubmission (Class 1 or Class 2) at which point the expected timing for review will also be known (2-
months for a Class 1 and 6-months for a Class 2) as well as a goal review date. We currently believe that the FDA will act upon
the XPHOZAH NDA in the second half of 2023, and, if approved, we expect to launch XPHOZAH in the second half of 2023.

We have established commercial agreements with Kyowa Kirin, Co. Ltd. ("KKC") in Japan, Fosun Pharma in China and
Knight in Canada for tenapanor for hyperphosphatemia. In October 2022, KKC submitted an NDA to the Japanese Ministry of
Health, Labour and Welfare for tenapanor for the improvement of hyperphosphatemia in adult patients with CKD on dialysis.

Discovery and Developmental Assets

We have a small molecule potassium secretagogue program, RDXO013, for the potential treatment of hyperkalemia, or
elevated serum potassium. Hyperkalemia is a common problem in patients with heart and kidney disease, particularly in
patients taking customary blood pressure medications known as renin-angiotensin-aldosterone system ("RAAS") inhibitors.
RDXO013 is a novel mechanism agent designed to target the underlying biological mechanisms of potassium secretion to lower
elevated potassium. We have completed a Phase 2 dose ranging clinical trial evaluating the safety and efficacy of RDXO013 for
the treatment of hyperkalemia in CKD patients who are not on dialysis. While the results of the study demonstrated an
acceptable safety and tolerability profile for RDX013 and supported proof of concept in its ability to lower serum potassium
levels, with statistically significant reductions compared to placebo after eight days of treatment, the study did not meet its
primary endpoint of significantly reducing serum potassium levels compared to placebo after four weeks of treatment.

We have a discovery program targeting the inhibition of bicarbonate exchange inhibitor for the treatment of metabolic
acidosis, a highly prevalent comorbidity in CKD patients that is strongly correlated with disease progression and adverse
outcomes. We have identified lead compounds that are potent, selective and proprietary inhibitors of bicarbonate secretion.

We do not currently expect to meaningfully advance either of these two assets until such time as we have determined our
available resources can support additional activities after prioritization of the commercialization of IBSRELA and, if approved,
XPHOZAH.



Our Commercial Strategy

We have developed a portfolio of novel products to address unmet medical needs across gastrointestinal and cardiorenal
therapeutic areas and intend to commercialize our products in the U.S. We have established a high quality commercial
organization highly experienced in bringing novel products to our customers, including patients, payors and healthcare
providers. Our commercial capabilities, including marketing, access, patient services and sales are designed to support our
commercialization of IBSRELA, and the commercialization of XPHOZAH, if approved. We have executed ex-U.S.
collaborations with established industry leaders to efficiently bring XPHOZAH and IBSRELA to patients in specific territories
outside of the U.S.

We continue to evaluate our strategy for the commercialization of IBSRELA and XPHOZAH in other ex-U.S. territories.
Collaboration Partners

We have exclusive rights to tenapanor in the U.S. and we have established agreements with KKC in Japan, Fosun Pharma
in China and Knight in Canada for the development and commercialization of tenapanor for certain indications in their
respective territories.

In March 2018, we entered into an exclusive license agreement with Knight (“Knight Agreement”) for the development,
commercialization and distribution of tenapanor in Canada for hyperphosphatemia and IBS-C. In March 2021, Knight
announced the commercial availability of IBSRELA in Canada, following its approval by Health Canada in April 2020. Under
the terms of the Knight Agreement, Knight paid us a $2.3 million non-refundable, one-time payment in March 2018. We may
also be eligible to receive approximately CAD 22.2 million for development and commercialization milestones, or
approximately $16.3 million at the currency exchange rate on December 31, 2022, of which $0.7 million has been received and
recognized as revenue as of December 31, 2022. We are also eligible to receive royalties throughout the term of the agreement,
and a transfer price for manufacturing services. The variable consideration related to the remaining development milestone
payments has not been included in the transaction price as they were fully constrained at December 31, 2022.

In November 2017, we entered into an exclusive license agreement with KKC (“2017 KKC Agreement”) for the
development, commercialization and distribution of tenapanor in Japan for cardiorenal indications. Under the terms of the 2017
KKC Agreement, we received a $30.0 million upfront payment from KKC, and we may be entitled to receive up to
$55.0 million in total development and regulatory milestones, of which $20.0 million has been received and recognized as
revenue as of December 31, 2022. We may also be eligible to receive approximately ¥8.5 billion for commercialization
milestones, or approximately $64.6 million at the currency exchange rate on December 31, 2022, as well as reimbursement of
costs plus a reasonable overhead for the supply of product and royalties on net sales throughout the term of the agreement. As
discussed in Note 8. Deferred Royalty Obligation Related to the Sale of Future Royalties, the future royalties and commercial
milestone payments we may receive under the 2017 KKC Agreement will be remitted to HealthCare Royalty Partners IV, L.P.
pursuant to a Royalty and Sales Milestone Interest Acquisition Agreement.

On April 11, 2022, we entered into a second amendment to the 2017 KKC Agreement ("2022 Amendment"). Under the
terms of the 2022 Amendment, we and KKC agreed to a reduction in the royalty rate payable to us by KKC upon net sales of
tenapanor in Japan. The royalty rate was reduced from the high teens to low double digits for a two-year period of time
following the first commercial sale in Japan, and then to mid-single digits for the remainder of the royalty term. As discussed in
Note 8. Deferred Royalty Obligation Related to the Sale of Future Royalties, the future royalties we may receive under the 2017
KKC Agreement will be remitted to HealthCare Royalty Partners IV, L.P. pursuant to a Royalty and Sales Milestone Interest
Acquisition Agreement. As consideration for the reduction in the royalty rate, KKC agreed to pay us up to an additional
$40.0 million payable in two tranches, with the first payment received in the fourth quarter of 2022 following KKC’s October
2022 filing with the Japanese Ministry of Health, Labour and Welfare of its application for marketing approval for tenapanor
and the second payment due following KKC’s receipt of regulatory approval to market tenapanor for hyperphosphatemia in
Japan.

In October 2022, we announced that KKC submitted a NDA to the Japanese Ministry of Health, Labour and Welfare for
tenapanor for the improvement of hyperphosphatemia in adult patients with CKD on dialysis, which resulted in payment to us
from KKC for an aggregate of $35.0 million for milestone payments and payments under the 2022 Amendment.



In December 2017, we entered into an exclusive license agreement with Fosun Pharma (“Fosun Agreement”) for the
development and commercialization of tenapanor in China for both hyperphosphatemia and IBS-C. Under the terms of the
Fosun Agreement, Fosun paid us a $12.0 million upfront license fee. We may be entitled to receive development and
commercialization milestones of up to $110.0 million, of which $3.0 million has been received and recognized as revenue as of
December 31, 2022, as well as reimbursement of cost plus a reasonable overhead for the supply of product and tiered royalties
on net sales ranging from the mid-teens to 20%.

Corporate Restructurings

We implemented restructuring plans in August 2021 and October 2021 following the receipt of a CRL from the FDA
relating to our NDA for XPHOZAH and following the conclusion of an End of Review Type A meeting with the FDA,
respectively. Both restructuring plans were substantially completed in December 2021 and most of the cash payments related to
the reduction in workforce were disbursed prior to December 31, 2021.

Impacted employees were eligible to receive severance benefits and additional Company funded COBRA premiums,
contingent upon an impacted employee’s execution (and non-revocation) of a separation agreement, which included a general
release of claims against us. In connection with restructuring, we incurred restructuring charges of $6.2 million, which were
recorded during the twelve months ended December 31, 2021, related to one-time employee termination benefits, including
severance payments and other employee-related costs. We did not incur any significant contract termination costs pursuant to
restructuring. Of these charges, $2.7 million was recorded in research and development expenses and $3.5 million was recorded
in general and administrative expense in the accompanying statements of operations and comprehensive loss. We incurred no
restructuring charges during the twelve months ended December 31, 2022. We reported remaining estimated liabilities for the
restructuring costs of zero and $0.5 million as accrued compensation and benefits in our Balance Sheet as of December 31,
2022 and 2021, respectively.

Corporate Financings

In July 2020, we filed a Form S-3 registration statement, which became effective in August 2020 ("2020 Registration
Statement"), containing (i) a base prospectus for the offering, issuance and sale by us of up to a maximum aggregate offering
price of $250.0 million of our common stock, preferred stock, debt securities, warrants and/or units, from time to time in one or
more offerings; and (ii) a prospectus supplement for the offering, issuance and sale by us of up to a maximum aggregate
offering price of $100.0 million of our common stock that may be issued and sold, from time to time, under an Open Market
Sales Agreement with Jefferies LLC, as sales agent, deemed to be “at-the-market offerings” ("2020 Open Market Sales
Agreement"). Pursuant to the 2020 Open Market Sales Agreement, Jefferies, as sales agent, received a commission of up to
3.0% of the gross sales price for shares of common stock sold under the 2020 Open Market Sales Agreement. We sold a
cumulative total of 23.3 million shares and received the full gross proceeds of $100.0 million at a weighted average sales price
of approximately $4.30 per share under the 2020 Open Market Sales Agreement.

In August 2021, we filed an additional prospectus supplement under the 2020 Registration Statement for the offering,
issuance and sale by us of up to a maximum aggregate offering price of $150.0 million of our common stock that may be issued
and sold, from time to time, under an additional sales agreement we entered into with Jefferies ("2021 Open Market Sales
Agreement"), pursuant to which we may, from time to time, sell up to $150.0 million in shares of our common stock through
Jefferies. We are not required to sell shares under the 2021 Open Market Sales Agreement. Pursuant to the 2021 Open Market
Sales Agreement, Jefferies, as our sales agent, receives a commission of up to 3.0% of the gross sales price for shares of
common stock sold under the 2021 Open Market Sales Agreement. As of December 31, 2022, we have sold 79.8 million shares
and received gross proceeds of $98.1 million at a weighted average sales price of approximately $1.23 per share under the 2021
Open Market Sales Agreement. During the period January 1, 2023 to January 12, 2023, we received additional gross proceeds
of $20.0 million for the sale of an additional 7.7 million shares which were sold at a weighted average sales price of
approximately $2.60 per share under the 2021 Open Market Sales Agreement. There have been no other sales under the 2021
Open Market Sales Agreement after December 31, 2022.



In January 2023, we filed a Form S-3 registration statement, which became effective in January 2023 ("2023 Registration
Statement"), containing (i) a base prospectus for the offering, issuance and sale by us of up to a maximum aggregate offering
price of $250.0 million of our common stock, preferred stock, debt securities, warrants and/or units, from time to time in one or
more offerings; and (ii) a prospectus supplement for the offering, issuance and sale by us of up to a maximum aggregate
offering price of $150.0 million of our common stock that may be issued and sold, from time to time, under a sales agreement
with Jefferies LLC ("Jefferies"), deemed to be “at-the-market offerings” ("2023 Open Market Sales Agreement"). Pursuant to
the 2023 Open Market Sales Agreement, Jefferies, as sales agent, may receive a commission of up to 3.0% of the gross sales
price for shares of common stock sold under the 2023 Open Market Sales Agreement. There have been no sales of our common
stock under the 2023 Open Market Sales Agreement.

As of December 31, 2022, we had cash, cash equivalents and short-term investments totaling $123.9 million.
Intellectual Property

Our commercial success depends in part on our ability to obtain and maintain proprietary protection for our drug
candidates, manufacturing and process discoveries, and other know-how, to operate without infringing the proprietary rights of
others and to prevent others from infringing our proprietary rights. Our policy is to seek to protect our intellectual property by,
among other methods, filing U.S. and foreign patent applications related to our proprietary technology and inventions that are
important to the development and operation of our business. We also rely on trade secrets and careful monitoring of our
proprietary information to protect aspects of our business that are not amenable to, or that we do not consider appropriate for,
patent protection.

The patent positions of biopharmaceutical companies like us are generally uncertain and involve complex legal, scientific
and factual questions. In addition, the coverage claimed in a patent application can be significantly reduced before the patent is
issued, and its scope can be reinterpreted after issuance. Consequently, we do not know whether any of our product candidates
will be protectable or remain protected by enforceable patents. We cannot predict whether the patent applications we are
currently pursuing will issue as patents in any particular jurisdiction or whether the claims of our issued patents will provide
sufficient proprietary protection from competitors. Any patents that we hold may be challenged, circumvented or invalidated by
third parties. If third parties prepare and file patent applications in the U.S. that also claim technology or therapeutics to which
we have rights, we may have to participate in interference proceedings in the U.S. Patent and Trademark Office (“USPTO”) to
determine priority of invention, which would result in substantial costs to us even if the eventual outcome is favorable to us.

The term of individual patents depends upon the legal term of the patents in countries in which they are obtained. In most
countries, including the U.S., the patent term is generally 20 years from the earliest date of filing a non-provisional patent
application in the applicable country. In the U.S., a patent’s term may, in certain cases, be lengthened by patent term
adjustment, which compensates a patentee for administrative delays by the USPTO in examining and granting a patent, or may
be shortened if a patent is terminally disclaimed over a commonly owned patent or a patent naming a common inventor and
having an earlier expiration date.

In addition, in the U.S., the Hatch-Waxman Act permits a patent term extension of up to five years beyond the expiration of
a U.S. patent as partial compensation for the patent term lost during the FDA regulatory review process occurring while the
patent is in force. A patent extension cannot extend the remaining term of a patent beyond a total of 14 years from the date of
product approval, and only one patent applicable to each regulatory review period may be extended and only those claims
covering the approved drug, a method for using it or a method for manufacturing it may be extended. Similar provisions are
available in the European Union and certain other foreign jurisdictions to extend the term of a patent that covers an approved
drug.

We may rely, in some circumstances, on trade secrets to protect our technology. Although we take steps to protect our
proprietary information and trade secrets, including through contractual means with our employees and consultants, third
parties may independently develop substantially equivalent proprietary information and techniques or otherwise gain access to
our trade secrets or disclose our technology. Thus, we may not be able to meaningfully protect our trade secrets. It is our policy
to require our employees, consultants, outside scientific collaboration partners, sponsored researchers and other advisors to
execute confidentiality agreements upon the commencement of employment or consulting relationships with us. These
agreements provide that all confidential information concerning the business or financial affairs developed or made known to
the individual during the course of the individual’s relationship with us is to be kept confidential and not disclosed to third
parties except in specific circumstances. In the case of employees, the agreements provide that all inventions conceived by the
individual, and which are related to our current or planned business or research and development or made during the normal
working hours, on our premises or using our equipment or proprietary information, are our exclusive property.



Tenapanor Patents

Our tenapanor patent portfolio is wholly owned by us. This portfolio includes five issued U.S. patents, three issued patents
in each of Israel and Mexico, two issued patents in each of European Patent Organization, Japan, Korea, and Hong Kong and
one issued patent in each of the following territories: Australia, Brazil, India, and China. These issued patents cover the
composition and certain methods of using tenapanor and are predicted, without extension or adjustment, to expire in December
2029. However, the term of U.S. patent no. 8,541,448 was extended under the Hatch-Waxman Act to August 1, 2033. The
portfolio further includes patents covering the use of tenapanor for controlling serum phosphorus that have been issued in the
U.S., Europe, Japan, China, Australia, Gulf Co-op countries, Hong Kong, Israel, Korea, Macao, Mexico, New Zealand, Russia,
South Africa and Taiwan and are pending in other countries. These patents are predicted, without extension or adjustment, to
expire in April 2034.

Additional U.S. and international patent applications are pending covering additional methods of treatment with tenapanor,
and composition of matter and methods of using compounds that we believe may be follow on compounds to tenapanor.

Other Program Patents

We have patent applications pending in the U.S. and internationally that cover the compositions and methods of using
compounds in our RDX013 program.

Manufacturing

To date, we have relied upon third-party contract manufacturing organizations (“CMOs”) to manufacture both the active
pharmaceutical ingredient and final drug product dosage forms of our potential drug candidates used as clinical trial material.
We expect that we will continue to rely upon CMOs for the manufacture of commercial product for IBSRELA, our clinical trial
materials and for our commercial product requirements for XPHOZAH, when and if regulatory approval is received. Our
license agreements with Knight, and Fosun Pharma require us to supply final drug product dosage forms of tenapanor for their
use in the development and commercialization of tenapanor in each of their respective territories. We are further obligated to
supply active pharmaceutical ingredient to KKC to support their development and commercialization of tenapanor in Japan. We
expect that we will use CMOs to satisfy our supply obligations to our collaboration partners.

Government Regulation

The FDA and comparable regulatory authorities in state and local jurisdictions and in other countries impose substantial
and burdensome requirements upon companies involved in the clinical development, manufacture, marketing and distribution
of drugs. These agencies and other federal, state and local entities regulate research and development activities and the testing,
manufacture, quality control, safety, effectiveness, labeling, storage, record keeping, approval, advertising and promotion,
distribution, post-approval monitoring and reporting, sampling, and export and import of our product candidates.

In the U.S., the FDA regulates drug products under the Federal Food, Drug, and Cosmetic Act (“FFDCA”) and the FDA’s
implementing regulations. If we fail to comply with applicable FDA or other requirements at any time during the drug
development process, the approval process or after approval, we may become subject to administrative or judicial sanctions.
These sanctions could include the FDA’s refusal to approve pending applications, license suspension or revocation, withdrawal
of an approval, warning or untitled letters, product recalls, product seizures, total or partial suspension of production or
distribution, injunctions, fines, civil penalties or criminal prosecution. Any FDA enforcement action could have a material
adverse effect on us. FDA approval is required before any new unapproved drug or dosage form, including a new use of a
previously approved drug, can be marketed in the U.S.

The process required by the FDA before a drug may be marketed in the U.S. generally involves:

» completion of extensive preclinical laboratory tests, preclinical animal studies and formulation studies, some
performed in accordance with the FDA’s current Good Laboratory Practice (“GLP”) regulations;

* submission to the FDA of an Investigational New Drug (“IND”) application which must become effective before
human clinical trials in the U.S. may begin;

» approval by an independent institutional review board, (“IRB”) or ethics committee at each clinical trial site before
each trial may be initiated;



» performance of adequate and well-controlled human clinical trials in accordance with Good Clinical Practice ("GCP")
regulations to establish the safety and efficacy of the drug candidate for each proposed indication;

*  submission to the FDA of an NDA,;

»  satisfactory completion of an FDA inspection of the manufacturing facility or facilities at which the drug is produced
to assess compliance with current Good Manufacturing Practice (“cGMP”) regulations;

»  satisfactory completion of a potential review by an FDA advisory committee, if applicable; and
*  FDA review and approval of the NDA prior to any commercial marketing, sale or commercial shipment of the drug.

The preclinical and clinical testing and approval process requires substantial time, effort and financial resources, and we
cannot be certain that any approvals for our product candidates will be granted on a timely basis, if at all. Nonclinical tests
include laboratory evaluation of product chemistry, formulation, stability and toxicity, as well as animal studies to assess the
characteristics and potential safety and efficacy of the product. The results of preclinical tests, together with manufacturing
information, analytical data and a proposed clinical trial protocol and other information, are submitted as part of an IND to the
FDA. Additional preclinical testing may continue even after the IND is submitted. The IND automatically becomes effective
30 days after receipt by the FDA, unless the FDA, within the 30-day period, raises concerns or questions relating to the IND
and places the clinical trial on a clinical hold, including concerns that human research subjects will be exposed to unreasonable
health risks. In such a case, the IND sponsor and the FDA must resolve any outstanding concerns before the clinical trial can
begin. A separate submission to an existing IND must also be made for each successive clinical trial conducted during product
development.

Clinical trials involve the administration of the investigational drug to human subjects under the supervision of qualified
investigators. Clinical trials are conducted under protocols detailing, among other things, the objectives of the clinical trial, the
parameters to be used in monitoring safety and the effectiveness criteria to be used. Each protocol must be submitted to the
FDA as part of the IND.

An independent IRB or ethics committee for each medical center proposing to conduct a clinical trial must also review and
approve a plan for any clinical trial before it can begin at that center and the IRB must monitor the clinical trial until it is
completed. The FDA, the IRB, or the sponsor may suspend or discontinue a clinical trial at any time on various grounds,
including a finding that the subjects are being exposed to an unacceptable health risk. Clinical testing also must satisfy
extensive GCP requirements, including the requirements for informed consent.

All clinical research performed in the U.S. in support of an NDA must be submitted in advance by the FDA under the IND
regulations and procedures described above. However, a sponsor who wishes to conduct a clinical trial outside the U.S. may,
but need not, obtain FDA authorization to conduct the clinical trial under an IND. If a foreign clinical trial is not conducted
under an IND, the sponsor may submit data from the clinical trial to the FDA in support of an NDA so long as the clinical trial
is conducted in compliance with GCP and if the FDA is able to validate the data from the study through an onsite inspection, if
necessary. GCP includes review and approval by an independent ethics committee, such as an IRB, and obtaining and
documenting the freely given informed consent of each subject before study initiation. If the applicant seeks approval of an
NDA solely on the basis of foreign data, the FDA will only accept such data if they are applicable to the U.S. population and
U.S. medical practice, the studies have been performed by clinical investigators of recognized competence, and the data may be
considered valid without the need for an on-site inspection by the FDA, or if the FDA considers such an inspection to be
necessary, the FDA is able to validate the data through an on-site inspection or through other appropriate means.

Clinical Trials

The clinical investigation of a new drug is typically conducted in three or four phases, which may overlap or be combined,
and generally proceed as follows.

*  Phase I: Clinical trials are initially conducted in a limited population of subjects to test the drug candidate for safety,
dose tolerance, absorption, metabolism, distribution and excretion in healthy humans or, on occasion, in patients with
severe problems or life-threatening diseases to gain an early indication of its effectiveness.

*  Phase 2: Clinical trials are generally conducted in a limited patient population to evaluate dosage tolerance and
appropriate dosage, identify possible adverse effects and safety risks, and evaluate preliminarily the efficacy of the
drug for specific targeted indications in patients with the disease or condition under study.



*  Phase 3: Clinical trials are typically conducted when Phase 2 clinical trials demonstrate that a dose range of the
product candidate is effective and has an acceptable safety profile. Phase 3 clinical trials are commonly referred to as
“pivotal” studies, which typically denotes a study which presents the data that the FDA or other relevant regulatory
agency will use to determine whether or not to approve a drug. Phase 3 clinical trials are generally undertaken with
large numbers of patients, such as groups of several hundred to several thousand, to further evaluate dosage, to provide
substantial evidence of clinical efficacy and to further test for safety in an expanded and diverse patient population at
multiple, geographically dispersed clinical trial sites.

*  Phase 4: In some cases, the FDA may condition approval of an NDA for a product candidate on the sponsor’s
agreement to conduct additional clinical trials after NDA approval. In other cases, a sponsor may voluntarily conduct
additional clinical trials post approval to gain more information about the drug. Such post approval trials are typically
referred to as Phase 4 clinical trials.

Concurrent with clinical trials, companies usually complete additional nonclinical studies and must also develop additional
information about the chemistry and physical characteristics of the drug and finalize a process for manufacturing the drug in
commercial quantities in accordance with GMP requirements. The manufacturing process must be capable of consistently
producing quality batches of the drug candidate and, among other things, the manufacturer must develop methods for testing the
identity, strength, quality and purity of the final drug product. Additionally, appropriate packaging must be selected and tested,
and stability studies must be conducted to demonstrate that the drug candidate does not undergo unacceptable deterioration over
its shelf life.

The FDA, the IRB or the clinical trial sponsor may suspend or terminate a clinical trial at any time on various grounds,
including a finding that the research subjects are being exposed to an unacceptable health risk.

Additionally, some clinical trials are overseen by an independent group of qualified experts organized by the clinical trial
sponsor, known as a data safety monitoring board or committee. This group provides authorization for whether or not a trial
may move forward at designated check points based on access to certain data from the study.

We may also suspend or terminate a clinical trial based on evolving business objectives and/or competitive climate.
New Drug Applications

The results of preclinical studies and of the clinical trials, together with other detailed information, including extensive
manufacturing information and information on the composition of the drug, are submitted to the FDA in the form of an NDA
requesting approval to market the drug for one or more specified indications. The FDA reviews an NDA to determine, among
other things, whether a drug is safe and effective for its intended use.

Under the Prescription Drug User Fee Act, the FDA has a goal of responding to standard review NDAs for new molecular
entities within ten months after the 60-day filing review period, or six months after the 60-day filing review period for priority
review NDAs. For non-new molecular entities, the FDA has a goal of responding within ten months of receipt of standard
review NDAs and six months of receipt for priority review NDAs. These timeframes are often extended by FDA requests for
additional information or clarification. The FDA may refer the application to an advisory committee for review, evaluation and
recommendation as to whether the application should be approved. The FDA is not bound by the recommendation of an
advisory committee, but it generally follows such recommendations.

After the FDA evaluates the NDA and conducts inspections of manufacturing facilities where the drug product and/or its
API will be produced, if deemed necessary, it may issue an approval letter or a Complete Response Letter. An approval letter
authorizes commercial marketing of the drug with specific prescribing information for specific indications. A Complete
Response Letter indicates that the review cycle of the application is complete, and the application is not ready for approval. A
Complete Response Letter may require additional clinical data and/or an additional Phase 3 clinical trial(s), and/or other
significant, expensive and time-consuming requirements related to clinical trials, preclinical studies or manufacturing. Even if
such additional information is submitted, the FDA may ultimately decide that the NDA does not satisfy the criteria for
approval. The FDA could also approve the NDA with a Risk Evaluation and Mitigation Strategy (“REMS”) if it is determined
that a REMS is necessary to ensure that the drug’s benefits outweigh its risks and a REMS to mitigate risks, which could
include medication guides, physician communication plans, or elements to assure safe use, such as restricted distribution
methods, patient registries and other risk minimization tools. The FDA also may condition approval on, among other things,
changes to proposed labeling, development of adequate controls and specifications, or a commitment to conduct one or more
post-market studies or clinical trials. Such post-market testing may include Phase 4 clinical trials and surveillance to further
assess and monitor the product’s safety and effectiveness after commercialization. The FDA has the authority to prevent or limit
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further marketing of a drug based on the results of these post-market programs. Once the FDA approves an NDA, or
supplement thereto, the FDA may withdraw the approval if ongoing regulatory requirements are not met or if safety problems
are identified after the drug reaches the market.

Drugs may be marketed only for the FDA approved indications and in accordance with the provisions of the approved
labeling. Further, if there are any modifications to the drug, including changes in indications, labeling, or manufacturing
processes or facilities, the applicant may be required to submit and obtain FDA approval of a new NDA or NDA supplement,
which may require the applicant to develop additional data or conduct additional preclinical studies and clinical trials.

The testing and approval processes require substantial time, effort and financial resources, and each may take several years
to complete. The FDA may not grant approval on a timely basis, or at all. Even if we believe a clinical trial has demonstrated
safety and efficacy of one of our drug candidates for the proposed indication, the results may not be satisfactory to the FDA.
Nonclinical and clinical data may be interpreted by the FDA in different ways, which could delay, limit or prevent regulatory
approval. We may encounter difficulties or unanticipated costs in our efforts to secure necessary governmental approvals which
could delay or preclude us from marketing drugs. The FDA may limit the indications for use or place other conditions on any
approvals that could restrict the commercial application of the drugs. After approval, certain changes to the approved drug, such
as adding new indications, manufacturing changes, or additional labeling claims are subject to further FDA review and
approval. Depending on the nature of the change proposed, an NDA supplement must be filed and approved before the change
may be implemented.

Other Regulatory Requirements

Any drugs manufactured or distributed by us or our collaboration partners pursuant to FDA approvals would be subject to
continuing regulation by the FDA, including recordkeeping requirements and reporting of adverse experiences associated with
the drug. Drug manufacturers and their subcontractors are required to register their establishments with the FDA and certain
state agencies and are subject to periodic announced and unannounced inspections by the FDA and certain state agencies for
compliance with ongoing regulatory requirements, including cGMP, which impose certain procedural and documentation
requirements upon us and our third-party manufacturers. Failure to comply with the statutory and regulatory requirements can
subject a manufacturer to possible legal or regulatory action, such as warning or untitled letters, suspension of manufacturing,
seizure of product, injunctive action or possible civil penalties. We cannot be certain that we or our present or future third-party
manufacturers or suppliers will be able to comply with the cGMP regulations and other ongoing FDA regulatory requirements.
If we or our present or future third-party manufacturers or suppliers are not able to comply with these requirements, the FDA
may, among other things, halt our clinical trials, require us to recall a drug from distribution or withdraw approval of the NDA
for that drug.

The FDA closely regulates the post-approval marketing and promotion of drugs, including standards and regulations for
direct-to-consumer advertising, off-label promotion, industry-sponsored scientific and educational activities and promotional
activities involving the Internet. A company can make only those claims relating to safety and efficacy that are in the final label
or consistent with the final label. Failure to comply with these requirements can result in, among other things, adverse publicity,
warning or untitled letters, corrective advertising and potential civil and criminal penalties. Physicians may prescribe legally
available drugs for uses that are not described in the product’s labeling and that differ from those tested by us and approved by
the FDA. Such off-label uses are common across medical specialties. Physicians may believe that such off-label uses are the
best treatment for many patients in varied circumstances. The FDA does not regulate the behavior of physicians in their choice
of treatments. The FDA does, however, impose stringent restrictions on manufacturers’ communications regarding off-label
use.

Hatch-Waxman Act

Under the Price Competition and Patent Term Restoration Act, or Hatch-Waxman Act, Section 505 of the FFDCA
describes three types of marketing applications that may be submitted to the FDA to request marketing authorization for a new
drug. A Section 505(b)(1) NDA is an application that contains full reports of investigations of safety and efficacy. A Section
505(b)(2) NDA is an application that contains full reports of investigations of safety and efficacy but where at least some of the
information required for approval comes from investigations that were not conducted by or for the applicant and for which the
applicant has not obtained a right of reference or use from the person by or for whom the investigations were conducted. This
regulatory pathway enables the applicant to rely, in part, on the FDA’s prior findings of safety and efficacy for an existing
product, or published literature, in support of its application. Section 505(j) establishes an abbreviated approval process for a
generic version of approved drug products through the submission of an Abbreviated New Drug Application (“ANDA”). An
ANDA provides for marketing of a generic drug product that has the same active ingredients, dosage form, strength, route of
administration, labeling, performance characteristics and intended use, among other things, to a previously approved product.
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ANDAs are termed “abbreviated” because they are generally not required to include nonclinical (animal) and clinical (human)
data to establish safety and efficacy. Instead, generic applicants must scientifically demonstrate that their product is
bioequivalent to, or performs in the same manner as, the innovator drug through in vitro, in vivo, or other testing. The generic
version must deliver the same amount of active ingredients into a subject’s bloodstream in the same amount of time as the
innovator drug and can often be substituted by pharmacists under prescriptions written for the reference listed drug. In seeking
approval for a drug through an NDA, applicants are required to list with the FDA each patent with claims that cover the
applicant’s drug or a method of using the drug. Upon approval of a drug, each of the patents listed in the application for the
drug is then published in the FDA’s Approved Drug Products with Therapeutic Equivalence Evaluations, commonly known as
the Orange Book. Drugs listed in the Orange Book can, in turn, be cited by potential competitors in support of approval of an
ANDA or 505(b)(2) NDA.

Upon submission of an ANDA or a 505(b)(2) NDA, an applicant must certify to the FDA that (1) no patent information on
the drug product that is the subject of the application has been submitted to the FDA; (2) such patent has expired; (3) the date
on which such patent expires; or (4) such patent is invalid or will not be infringed upon by the manufacture, use or sale of the
drug product for which the application is submitted. Generally, the ANDA or 505(b)(2) NDA cannot be approved until all listed
patents have expired, except where the ANDA or 505(b)(2) NDA applicant challenges a listed patent through the last type of
certification, also known as a Paragraph IV certification. If the applicant does not challenge the listed patents or indicates that it
is not seeking approval of a patented method of use, the ANDA or 505(b)(2) NDA application will not be approved until all of
the listed patents claiming the referenced product have expired.

If the ANDA or 505(b)(2) NDA applicant has provided a Paragraph IV certification to the FDA, the applicant must send
notice of the Paragraph IV certification to the NDA holder and patent owners once the application has been accepted for filing
by the FDA. The NDA and patent holders may then initiate a patent infringement lawsuit in response to the notice of the
Paragraph IV certification. If the Paragraph IV certification is challenged by an NDA holder or the patent owner(s), the FDA
may not approve that application until the earlier of 30 months from the receipt of the notice of the Paragraph IV certification,
the expiration of the patent, when the infringement case concerning each such patent was favorably decided in the applicant’s
favor or settled, or such shorter or longer period as may be ordered by a court. This prohibition is generally referred to as the
30-month stay. In instances where an ANDA or 505(b)(2) NDA applicant files a Paragraph IV certification, the NDA holder or
patent owner(s) regularly take action to trigger the 30-month stay, recognizing that the related patent litigation may take many
months or years to resolve. Thus, approval of an ANDA or 505(b)(2) NDA could be delayed for a significant period of time
depending on the patent certification the applicant makes and the reference drug sponsor’s decision to initiate patent litigation.

The Hatch-Waxman Act establishes periods of regulatory exclusivity for certain approved drug products, during which the
FDA cannot approve (or in some cases accept) an ANDA or 505(b)(2) application that relies on the branded reference drug. For
example, the holder of an NDA, including a 505(b)(2) NDA, may obtain five years of exclusivity upon approval of a new drug
containing a new chemical entity (“NCE”) that has not been previously approved by the FDA. A drug is a new chemical entity
if the FDA has not previously approved any other new drug containing the same active moiety, which is the molecule or ion
responsible for the therapeutic activity of the drug substance. During the exclusivity period, the FDA may not accept for review
an ANDA or a 505(b)(2) NDA submitted by another company that contains the previously approved active moiety. However,
an ANDA or 505(b)(2) NDA may be submitted after four years if it contains a Paragraph IV certification of patent invalidity or
non-infringement.

The Hatch-Waxman Act also provides three years of marketing exclusivity to the holder of an NDA (including a
505(b)(2) NDA) for a particular condition of approval, or change to a marketed product, such as a new formulation for a
previously approved product, if one or more new clinical studies (other than bioavailability or bioequivalence studies) was
essential to the approval of the application and was conducted/sponsored by the applicant. This three-year exclusivity period
protects against FDA approval of ANDAs and 505(b)(2) NDAs for the specific condition of the new drug’s approval. As a
general matter, the three-year exclusivity does not prohibit the FDA from approving ANDAs or 505(b)(2) NDAs for generic
versions of the original, unmodified drug product. Five-year and three-year exclusivity will not delay the submission or
approval of a full NDA; however, an applicant submitting a full NDA would be required to conduct or obtain a right of
reference to all of the preclinical studies and adequate and well-controlled clinical trials necessary to demonstrate safety and
efficacy.

Fraud and Abuse Laws
In the U.S. the research, manufacturing, distribution, sale and promotion of drug products and medical devices are
potentially subject to regulation by various federal, state and local authorities in addition to the FDA, including the Centers for

Medicare & Medicaid Services (“CMS”) other divisions of the U.S. Department of Health and Human Services (e.g., the Office
of Inspector General), the U.S. Department of Justice, state Attorneys General, and other state and local government agencies.
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These laws include but are not limited to, the Anti-Kickback Statute, the federal False Claims Act, the federal Physician
Payments Sunshine Act, and other state and federal laws and regulations.

The Anti-Kickback Statute makes it illegal for any person, including a prescription drug manufacturer (or a party acting on
its behalf) to knowingly and willfully solicit, receive, offer, or pay any remuneration that is intended to induce the referral of
business, including the purchase, order, or prescription of a particular drug, for which payment may be made under a federal
healthcare program, such as Medicare or Medicaid. The term remuneration has been interpreted broadly to include anything of
value. There are a number of statutory exceptions and regulatory safe harbors protecting some common activities from
prosecution. The exceptions and safe harbors are drawn narrowly and practices that involve remuneration that may be alleged to
be intended to induce prescribing, purchasing or recommending may be subject to scrutiny if they do not qualify for an
exception or safe harbor. Failure to meet all of the requirements of a particular applicable statutory exception or regulatory safe
harbor does not make the conduct per se illegal under the federal Anti-Kickback Statute. Instead, the legality of the arrangement
will be evaluated on a case-by-case basis based on a cumulative review of all of its facts and circumstances. Additionally, a
person or entity does not need to have actual knowledge of the statute or specific intent to violate it in order to have committed
a violation.

The federal False Claims Act prohibits anyone from knowingly presenting, or causing to be presented, for payment to
federal programs (including Medicare and Medicaid) claims for items or services, including drugs, that are false or fraudulent,
claims for items or services not provided as claimed, or claims for medically unnecessary items or services. Although we would
not submit claims directly to payors, manufacturers can be held liable under these laws if they are deemed to “cause” the
submission of false or fraudulent claims by, for example, providing inaccurate billing or coding information to customers or
promoting a product off-label. In addition, our activities relating to the reporting of wholesaler or estimated retail prices for our
products, the reporting of prices used to calculate Medicaid rebate information and other information affecting federal, state,
and third-party reimbursement for our products, and the sale and marketing of our products, are subject to scrutiny under this
law. Moreover, 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. If the government were to
allege that we were, or convict us of, violating these false claims laws, we could be subject to a substantial fine and may suffer a
decline in our stock price. In addition, private individuals have the ability to bring actions under the federal False Claims Act.

The civil monetary penalties statute imposes penalties against any person or entity who, among other things, is determined
to have presented or caused to be presented a claim to a federal health program that the person knows or should know is for an
item or service that was not provided as claimed or is false or fraudulent.

The federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, created additional federal criminal
statutes that prohibit knowingly and willfully executing, or attempting to execute, a scheme to defraud any healthcare benefit
program or obtain, by means of false or fraudulent pretenses, representations or promises, any of the money or property owned
by, or under the custody or control of, any healthcare benefit program, regardless of whether the payor is public or private,
knowingly and willfully embezzling or stealing from a health care benefit program, willfully obstructing a criminal
investigation of a health care offense and knowingly and willfully falsifying, concealing or covering up by any trick or device a
material fact or making any materially false statements in connection with the delivery of, or payment for, healthcare benefits,
items or services relating to healthcare matters. Similar to the federal Anti-Kickback Statute, a person or entity does not need to
have actual knowledge of the statute, or the specific intent to violate it, to have committed a violation.

In addition to the laws described above, the Physician Payments Sunshine Act requires certain drug manufacturers to report
payments and other transfer of value made to physicians (defined to include doctors, dentists, optometrists, podiatrists and
chiropractors) certain non-physician practitioners (physician assistants, nurse practitioners, clinical nurse specialists, certified
nurse anesthetists, anesthesiologist assistants and certified nurse midwives) and teaching hospitals, as well as ownership and
investment interests held by physicians and their immediate family members. Failure to submit required information may result
in significant civil monetary penalties, and additional penalties for knowing failures, for all payments, transfers of value or
ownership or investment interests that are not timely, accurately and completely reported in an annual submission.
Manufacturers must submit reports by the 90th day of each subsequent calendar year.
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Many states have also adopted laws similar to the federal laws discussed above. Some of these state prohibitions apply to
the referral of patients for healthcare services reimbursed by any insurer, not just federal healthcare programs such as Medicare
and Medicaid. There has also been a recent trend of increased regulation of payments made to physicians and other healthcare
providers. Certain states mandate implementation of compliance programs, impose restrictions on drug manufacturers’
marketing practices and/or require the tracking and reporting of pricing and marketing information as well as gifts,
compensation and other remuneration to physicians. Many of these laws contain ambiguities as to what is required to comply
with such laws, which may affect our sales, marketing, and other promotional activities by imposing administrative and
compliance burdens on us. In addition, given the lack of clarity with respect to these laws and their implementation, our
reporting actions could be subject to the penalty provisions of the pertinent state and perhaps federal, authorities.

Violations of any of such laws or any other governmental regulations that apply may result in penalties, including, without
limitation, administrative, civil and criminal penalties, damages, fines, disgorgement, the curtailment or restructuring of
operations, reporting obligations and integrity oversight, exclusion from participation in federal and state healthcare programs
and imprisonment.

Third-Party Coverage and Reimbursement

Sales of pharmaceutical products depend in significant part on the availability of coverage and adequate reimbursement by
third-party payors, such as state and federal governments, including Medicare and Medicaid, and commercial managed care
providers. In the U.S., no uniform policy of coverage and reimbursement for drug products exists among third-party payors.
Accordingly, decisions regarding the extent of coverage and amount of reimbursement to be provided for our product
candidates, if approved, will be made on a payor by payor basis. As a result, the coverage determination process is often a time-
consuming and costly process that will require us to provide scientific and clinical support for the use of our product candidates
to each payor separately, with no assurance that coverage and adequate reimbursement will be obtained. Third-party payors
may limit coverage to specific drug products on an approved list, or formulary, which might not include all of the FDA-
approved drugs for a particular indication. A decision by a third-party payor not to cover our product candidates could reduce
physician utilization of our products once approved and have a material adverse effect on our future sales, results of operations
and financial condition. Moreover, a payor’s decision to provide coverage for a drug product does not imply that an adequate
reimbursement rate will be approved. Adequate third-party reimbursement may not be available to enable us to maintain price
levels sufficient to realize an appropriate return on our investment in product development.

There is increased uncertainty related to insurance coverage and reimbursement for certain drugs, like XPHOZAH, which,
if approved, will be marketed for the control of serum phosphorus in adult patients with CKD on dialysis. In January 2011,
CMS implemented a new prospective payment system for dialysis treatment. Under the End Stage Renal Disease (“ESRD”)
prospective payment system, CMS generally makes a single bundled payment to the dialysis facility for each dialysis treatment
that covers all items and services routinely required for dialysis treatments furnished to Medicare beneficiaries in Medicare-
certified ESRD facilities or at their home, including the cost of certain routine drugs. The inclusion of oral medications without
injectable or intravenous equivalents in the bundled payment was initially delayed until January 1, 2014 and through several
subsequent legislative actions was delayed until January 1, 2025. As a result, absent further legislation or regulation on this
matter, beginning in 2025, oral ESRD-related drugs without injectable or intravenous equivalents may be included in the ESRD
bundle and separate Medicare payment for these drugs will no longer be available, as is the case today under Medicare Part D.
While it is too early to project the full impact that bundling may have on XPHOZAH and our business should XPHOZAH be
brought into the bundle in 2025, or at any time, we may be unable to sell XPHOZAH, if approved, to dialysis providers on a
profitable basis.

Healthcare Reform

In March 2010, Congress passed the Patient Protection and Affordable Care Act, a healthcare reform measure (“ACA”).
The ACA was signed into law and substantially changed the way healthcare is financed by both governmental and private
insurers, and significantly impacted the pharmaceutical industry.

The ACA contained a number of provisions, including those governing enrollment in federal healthcare programs,
reimbursement changes and fraud and abuse measures, which have impacted existing government healthcare programs and
have resulted in the development of new programs, including Medicare payment for performance initiatives and improvements
to the physician quality reporting system and feedback program.
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Additionally, the ACA:

* increased the minimum level of Medicaid rebates payable by manufacturers of brand-name drugs from 15.1% to
23.1% of the average manufacturer price;

» required collection of rebates for drugs paid by Medicaid managed care organizations;

»  expanded eligibility criteria for Medicaid programs by, among other things, allowing states to offer Medicaid coverage
to additional individuals and by adding new mandatory eligibility categories for certain individuals with income at or
below 133% of the federal poverty level, thereby potentially increasing a manufacturer’s Medicaid rebate liability;

» expanded access to commercial health insurance coverage through new state-based health insurance marketplaces, or
exchanges;

»  required manufacturers to participate in a coverage gap discount program, under which they must now agree to offer
70% point-of-sale discounts off negotiated prices of applicable brand drugs to eligible beneficiaries during their
coverage gap period, as a condition for the manufacturer’s outpatient drugs to be covered under Medicare Part D; and

» imposed a non-deductible annual fee on pharmaceutical manufacturers or importers who sell “branded prescription
drugs” to specified federal government programs.

Since its enactment, there have been judicial, executive and Congressional challenges to certain aspects of the ACA. On
June 17, 2021, the U.S. Supreme Court dismissed a challenge on procedural grounds that argued the ACA is unconstitutional in
its entirety because the “individual mandate” was repealed by Congress. Thus, the ACA will remain in effect in its current form.
Further, prior to the U.S. Supreme Court ruling, President Biden issued an executive order that initiated a special enrollment
period for purposes of obtaining health insurance coverage through the ACA marketplace from February 15, 2021 through
August 15, 2021. The executive order instructed certain governmental agencies to review and reconsider their existing policies
and rules that limit access to healthcare, including among others, reexamining Medicaid demonstration projects and waiver
programs that include work requirements, and policies that create unnecessary barriers to obtaining access to health insurance
coverage through Medicaid or the ACA.

In addition, other legislative changes have been proposed and adopted in the U.S. since the ACA was enacted. For
example, in August 2011, the Budget Control Act of 2011, among other things, included aggregate reductions to Medicare
payments to providers, which went into effect on April 1, 2013, and, due to subsequent legislative amendments, will remain in
effect through 2032, with the exception of a temporary suspension from May 1, 2020 through March 31, 2022, unless additional
Congressional action is taken. In January 2013, the American Taxpayer Relief Act, 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. More recently,
on March 11, 2021, President Biden signed the American Rescue Plan Act of 2021 into law, which eliminates the statutory
Medicaid drug rebate cap, currently set at 100% of a drug’s average manufacturer price, beginning January 1, 2024.

Recently, there has also been heightened governmental scrutiny over the manner in which drug manufacturers set prices for
their marketed products, which has resulted in several Congressional inquiries and proposed bills designed to, among other
things, bring more transparency to product pricing, review the relationship between pricing and manufacturer patient programs,
and reform government program reimbursement methodologies for drug products. Most recently, on August 16, 2022, the
Inflation Reduction Act of 2022 (the “IRA”) was signed into law. Among other things, the IRA requires manufacturers of
certain drugs to engage in price negotiations with Medicare (beginning in 2026), imposes rebates under Medicare Part B and
Medicare Part D to penalize price increases that outpace inflation (first due in 2023), and replaces the Part D coverage gap
discount program with a new discounting program (beginning in 2025). The IRA permits the Secretary of the Department of
Health and Human Services to implement many of these provisions through guidance, as opposed to regulation, for the initial
years. For that and other reasons, it is currently unclear how the IRA will be effectuated. Additionally, individual states have
also become increasingly active in passing legislation and implementing regulations designed to control pharmaceutical product
pricing, including price or patient reimbursement constraints, discounts, restrictions on certain product access, and to encourage
importation from other countries and bulk purchasing. These new laws and the regulations and policies implementing them, as
well as other healthcare reform measures that may be adopted in the future, may have a material adverse effect on our industry
generally and on our ability to successfully develop and commercialize our products.
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Government Price Reporting

Medicaid is a joint federal and state program for low-income and disabled beneficiaries. Medicare is a federal program
covering individuals age 65 and over as well as those with certain disabilities. As a condition of having federal funds being
made available for our covered drugs under Medicaid, we have enrolled in the Medicaid Drug Rebate Program (“MDRP”),
which requires us to pay a rebate to state Medicaid programs for each unit of our covered drugs dispensed to a Medicaid
beneficiary and paid for by a state Medicaid program. Medicaid drug rebates are based on pricing data that we must report on a
monthly and quarterly basis to the U.S. Centers for Medicare & Medicaid Services (“CMS”), the federal agency that
administers the MDRP and Medicare programs. For the MDRP, these data include the average manufacturer price (“AMP”)
and the best price (“BP”) for each drug. If we become aware that our MDRP price reporting submission for a prior period was
incorrect or has changed as a result of recalculation of the pricing data, we must resubmit the corrected data for up to three
years after those data originally were due. Manufacturers who fail to provide information timely or are found to have knowingly
submitted false information to the government may be subject to civil monetary penalties and other sanctions, including
termination from the MDRP.

Federal law requires that a manufacturer that participates in the MDRP also participate in the Public Health Service’s 340B
drug pricing program (“340B program”) in order for federal funds to be available for the manufacturer’s drugs under Medicaid
and Medicare Part B. We participate in the 340B program, which is administered by the Health Resources and Services
Administration (“HRSA”), and requires us to charge statutorily defined covered entities no more than the 340B “ceiling price”
for our covered outpatient drugs used in an outpatient setting. These 340B covered entities include a variety of community
health clinics and other entities that receive health services grants from the Public Health Service, as well as hospitals that serve
a disproportionate share of low-income patients. The 340B ceiling price is calculated using a statutory formula, which is based
on the AMP and rebate amount for the covered outpatient drug as calculated under the MDRP. In general, products subject to
Medicaid price reporting and rebate liability are also subject to the 340B ceiling price calculation and discount requirement. We
must report 340B ceiling prices to HRSA on a quarterly basis, and HRSA publishes them to 340B covered entities. HRSA has
finalized regulations regarding the calculation of the 340B ceiling price and the imposition of civil monetary penalties on
manufacturers that knowingly and intentionally overcharge covered entities for 340B-eligible drugs. HRSA has also finalized
an administrative dispute resolution process through which 340B covered entities may pursue claims against participating
manufacturers for overcharges, and through which manufacturers may pursue claims against 340B covered entities for engaging
in unlawful diversion or duplicate discounting of 340B drugs.

In order to be eligible to have drug products paid for with federal funds under Medicaid and purchased by certain federal
agencies and grantees, manufacturers must also participate in the U.S. Department of Veterans Affairs (“VA”) Federal Supply
Schedule (“FSS”) pricing program. Under the VA/FSS program, manufacturers must report the Non-Federal Average
Manufacturer Price (“Non-FAMP”) for their covered drugs to the VA and charge certain federal agencies no more than the
Federal Ceiling Price, which is calculated based on Non-FAMP using a statutory formula. These four agencies are the VA, the
U.S. Department of Defense, the U.S. Coast Guard, and the U.S. Public Health Service (including the Indian Health Service).
Manufacturers must also pay rebates on products purchased by military personnel and dependents through the TRICARE retail
pharmacy program. Manufacturers who fail to provide timely information or are found to have knowingly submitted false
information may be subject to civil monetary penalties.

Individual states continue to consider and have enacted legislation to limit the growth of healthcare costs, including the cost
of prescription drugs and combination products. A number of states have either implemented or are considering implementation
of drug price transparency legislation. Requirements under such laws include advance notice of planned price increases,
reporting price increase amounts and factors considered in taking such increases, wholesale acquisition cost information
disclosure to prescribers, purchasers, and state agencies, and new product notice and reporting. Such legislation could limit the
price or payment for certain drugs, and a number of states are authorized to impose civil monetary penalties or pursue other
enforcement mechanisms against manufacturers who fail to comply with drug price transparency requirements, including the
untimely, inaccurate, or incomplete reporting of drug pricing information.

Data Privacy and Security Laws

Numerous state, federal and foreign laws, including consumer protection laws and regulations, govern the collection,
dissemination, use, access to, confidentiality and security of personal information, including health-related information. In the
U.S., numerous federal and state laws and regulations, including data breach notification laws, health information privacy and
security laws that govern the collection, use, disclosure, and protection of health-related and other personal information could
apply to our operations or the operations of our partners. Further, certain foreign laws govern the privacy and security of
personal data, including health-related data. Failure to comply with these laws, where applicable, can result in the imposition of
significant civil and/or criminal penalties and private litigation. Privacy and security laws, regulations, and other obligations are
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constantly evolving, may conflict with each other to complicate compliance efforts, and can result in investigations,
proceedings, or actions that lead to significant civil and/or criminal penalties and restrictions on data processing.

Other Regulations

We are also subject to numerous federal, state and local laws relating to such matters as safe working conditions,
manufacturing practices, environmental protection, fire hazard control, and disposal of hazardous or potentially hazardous
substances. We may incur significant costs to comply with such laws and regulations now or in the future.

Impact of COVID-19

The global COVID-19 pandemic has impacted the operational decisions of companies worldwide. We have undertaken
measures to protect our employees, partners, collaborators, and vendors, some of which impact our operations. To date, we
have been able to continue our operations with our workforce, most of whom have the ability to work in company-provided
offices or remotely, and our pre-existing infrastructure that supports secure access to our internal systems. For a discussion of
risks of COVID-19 relating to our business, see “Part II: Other Information-Item 1A.- Risk Factors- Risks Related to Our
Business- The ongoing effects of the COVID-19 pandemic, or any other outbreak of epidemic diseases, or the perception of
their effects, could have a material adverse effect on our business, financial condition, results of operations or cash flows.” As
of the date of issuance of this financial report, we are not aware of any specific event or circumstance that would require
updates to our estimates and judgments or revisions to the carrying value of our assets or liabilities. These estimates may
change as new events occur and additional information is obtained.

Human Capital

The future success of our company depends on our ability to attract, retain, and further develop top talent. In preparation of
our launch of IBSRELA in March 2022, we built an experienced commercial team and expanded our internal resources to
support a commercial organization. Throughout this transition and expansion of our workforce, we have remained steadfastly
committed to our core values, including our goal to develop and maintain an inclusive, diverse, and safe workplace with
opportunities for our employees to grow and develop in their careers, supported by strong compensation and benefits.

At December 31, 2022, we had 133 full-time employees, 43 of whom were engaged directly in development and
manufacturing, and 90 in marketing, sales and administrative activities. During 2022, our employee base increased by
approximately 47, or 55%.

Inclusion and Diversity

Our culture is supported by an unwavering commitment to inclusion and diversity. As of December 31, 2022,
approximately 56% of our workforce was female; 43% of our executive leadership team was female and 20% of our employees
in managerial roles were female. As of December 31, 2022, minorities represented approximately 38% of our workforce, and
17% of our employees in managerial roles were minorities. We strive to foster a culture where mutual respect, inclusive
behavior, and dignity are core to our individual expectations.

We believe that our success will be significantly impacted by our ability to create and maintain a safe inclusive
environment where everyone is empowered to do their best work—regardless of race, color, national origin, religion, sex,
sexual orientation, gender identity and expression, age, or disability. We are united by our desire to serve our patients, and we
are proud financial sponsors of the California Life Sciences Association Racial and Social Equity Initiative, a first step in a
unified effort for the life sciences industry in California to do more for the under-served and under-represented, focusing on the
most critical need to address the inequality for Black, Hispanic, Native American and Pacific Islander populations in California.

Core Values

Fostering and maintaining a strong, healthy culture is a key strategic focus. Our core values reflect who we are and the way
our employees interact with one another, our partners and our stockholders. We are dedicated to our core values, recognizing
that this dedication will foster an environment where we will be able to realize our vision of advancing patient care. We are
Passionate, aware that with integrity and determination, we make a difference for patients. We are Fearless, aware that by
challenging convention, we truly innovate. We are Dedicated, aware that working tirelessly together, we are greater than the
sum of our parts. We are Inclusive, aware that with respect, grace and humor, we are family. We encourage our employees to
live out our core values and to discuss our core values with potential candidates looking to join our team. We believe that this is
an important step in helping our culture stay strong and unique.
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Health, Safety, and Wellness

The health, safety, and wellness of our employees is a priority in which we have always invested, and will continue to do
so. These investments and the prioritization of employee health, safety, and wellness took on particular significance in light of
COVID-19. In response to the COVID-19 pandemic, we implemented significant changes that we determined were in the best
interest of our employees, as well as the communities in which we operate, in compliance with government regulations. This
included having the vast majority of our employees work from home. We have reopened our facilities and employees have
returned to our facilities in the manner in which they are comfortable. We will continue to adopt and align our policies to focus
on the health, safety and wellness of our employees, and the needs of our business.

Compensation and Benefits

We recognize that we operate within an industry where there is significant competition for top talent, and we endeavor to
provide not only a strong healthy culture, but also important compensation and benefits programs to help meet the needs of our
employees. In addition to base compensation, these programs, include annual bonuses, stock awards, an Employee Stock
Purchase Plan, 401(k), healthcare and insurance benefits, health savings (funded by the Company) and flexible spending
accounts, family leave, family care resources, and flexible work schedules, among many others.

Ensuring fair and equitable pay is integral to our commitment to our employees. Our executive team and Board of
Directors strongly support this commitment. We conduct pay equity reviews annually to help us understand whether our
compensation structure is appropriate and to identify what improvements can be made.

Corporate Information

We were founded in October 2007 as a Delaware corporation under the name Nteryx. We changed our name to
Ardelyx, Inc. in June 2008. We operate in one business segment, which is the development and commercialization of
biopharmaceutical products. Our principal executive offices are located at 400 Fifth Avenue, Suite 210, Waltham,
Massachusetts 02415, and our telephone number is (510) 745-1700. Our website address is www.ardelyx.com.

We file electronically with the Securities and Exchange Commission (“SEC”) our annual reports on Form 10-K, quarterly
reports on Form 10-Q and current reports on Form 8-K pursuant to Section 13(a) or 15(d) of the Securities Exchange Act of
1934, as amended. We make available on our website at www.ardelyx.com, free of charge, copies of these reports, as soon as
reasonably practicable after we electronically file such material with, or furnish it to, the SEC. The SEC maintains a website
that contains reports, proxy and information statements, and other information regarding issuers that file electronically with the
SEC. The address of that website is www.sec.gov.

ITEM 1A. RISK FACTORS

Our business involves significant risks, some of which are described below. You should carefully consider these risks, as
well as other information in this Annual Report on Form 10-K, including our financial statements and the notes thereto and
“Management’s Discussion and Analysis of Financial Condition and Results of Operations.” The occurrence of any of the
events or developments described below could harm our business, financial condition, results of operations, cash flows, the
trading price of our common stock and our growth prospects. Additional risks and uncertainties not presently known to us or
that we currently deem immaterial may also impair our business operations.

Risks Related to our Financial Condition and Capital Requirements

We have incurred significant losses since our inception and will incur losses in the future, which makes it difficult for us to
assess our future viability; although our financial statements have been prepared on a going concern basis, our current level
of cash and short-term investments alone is not sufficient to meet our operating plans for the next twelve months, raising
substantial doubt regarding our ability to continue as a going concern.

In March 2022, we commenced the commercialization of our first product, IBSRELA® (tenapanor) for the treatment of
irritable bowel syndrome with constipation (“IBS-C”) in adult patients and have generated limited revenue from product sales
to date.

We are not profitable and have incurred losses in each year since our inception in October 2007, and we do not know

whether or when we will become profitable. We continue to incur significant commercialization, development and other
expenses related to our ongoing operations. As of December 31, 2022, we had an accumulated deficit of $780.1 million.
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We expect to continue to incur substantial operating losses for the foreseeable future as we commercialize IBSRELA, seek
to gain approval for XPHOZAH® (tenapanor) for the control of serum phosphorus in adult patients with chronic kidney disease
(“CKD”) on dialysis; prepare for, and commercialize XPHOZAH, if approved; incur manufacturing and development cost for
tenapanor; and incur manufacturing and development costs for tenapanor. .

Ernst & Young LLP, our independent registered public accounting firm for the fiscal year ended December 31, 2022, has
included an explanatory paragraph in their opinion that accompanies our audited financial statements as of the year ended
December 31, 2022, indicating our current liquidity position raises substantial doubt about our ability to continue as a going
concern. We plan to address our operating cash flow requirements with our current cash and short-term investments, cash
generated from the sales of IBSRELA, and if approved, cash generated from the sales of XPHOZAH, our potential receipt of
anticipated milestone payments from our collaboration partners, our potential receipt of anticipated payments from our
collaboration partner, Kyowa Kirin, Co., Ltd. (“KKC”) in connection with the transaction entered into with KKC in April 2022
(“2022 KKC Amendment”) which amended our License Agreement entered into with KKC in 2017; with additional financing
sources and through the implementation of cash preservation activities to reduce or defer discretionary spending.

There are no assurances that our efforts to meet our operating cash flow requirements will be successful. If our current cash
and short-term investments as well as our plans to meet our operating cash flow requirements are not sufficient to fund
necessary expenditures and meet our obligations for at least the next twelve months, our liquidity, financial condition and
business prospects will be materially affected.

Our prior losses, combined with expected future losses, have had and will continue to have an adverse effect on our
stockholders’ equity and working capital. Further, the net losses we incur may fluctuate significantly from quarter-to-quarter
and year-to-year, such that a period-to-period comparison of our results of operations may not be a good indication of our future
performance.

Our ability to utilize our net operating loss carryforwards and certain other tax attributes may be limited.

We have substantial net operating loss and tax credit carryforwards for Federal and California income tax purposes. Such
net operating losses and tax credits carryforwards may be reduced as a result of certain intercompany restructuring transactions.
In addition, the future utilization of such net operating loss and tax credit carryforwards and credits will be subject to
limitations, pursuant to Sections 382 and 383 of the Internal Revenue Code of 1986, as amended (the “Code”). In general, if a
corporation undergoes an “ownership change,” generally defined as a cumulative change of more than 50 percentage points (by
value) in its equity ownership by certain stockholders over a three-year period, the corporation’s ability to use its pre-change net
operating loss (“NOL”) carryforwards and other pre-change tax attributes (such as research and development tax credits) to
offset its post-change income or taxes may be limited. We have experienced ownership changes in the past and may experience
additional ownership changes in the future, as a result of subsequent changes in our stock ownership, some of which are outside
our control. Accordingly, we may not be able to utilize a material portion of our NOL carryforwards, even if we achieve
profitability

We will require additional financing for the foreseeable future as we invest in the commercialization of IBSRELA, and
prepare for and commercialize XPHOZAH in the U.S., if approved. The inability to access necessary capital when needed on
acceptable terms, or at all, could force us to reduce our efforts to commercialize IBSRELA or delay or limit the
commercialization of XPHOZAH, if approved.

Since our inception, most of our resources have been dedicated to our research and development activities, including
developing tenapanor. We believe that we will continue to expend substantial resources for the foreseeable future, including,
costs associated with our efforts to commercialize IBSRELA, which we began selling in the U.S. in March 2022; costs
associated with our efforts to pursue approval for our NDA for XPHOZAH; conducting pediatric clinical trials for IBSRELA
and XPHOZAH, if approved; and manufacturing for IBSRELA and, if approved XPHOZAH. Our future funding requirements
will depend on many factors, including, but not limited to:

» the extent to which we are able to generate product revenue from sales of IBSRELA;

e whether we are successful in securing approval for our NDA for XPHOZAH, and the time and cost associated with
securing such approval;

» the availability of adequate third-party reimbursement for IBSRELA and, if approved, the sales price and the availability of
adequate third-party reimbursement for XPHOZAH,;
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» the manufacturing, selling and marketing costs associated with IBSRELA and, if approved, XPHOZAH;

* our ability to maintain our existing collaboration partnerships and to establish additional collaboration partnerships, in-
license/out-license, joint ventures or other similar arrangements and the financial terms of such agreements;

» the timing, receipt and amount of any milestones that may be received from our collaboration partners in connection with
tenapanor, if any

» the timing, receipt, and amount of revenue, if any, that may be received from KKC in connection with the 2022 KKC
Amendment;

» the timing, receipt, and amount of royalties we may receive as a result of sales of tenapanor by our collaboration partners in
China and Canada, if any;

» the cash requirements for the discovery and/or development of other potential product candidates, including RDX013 and
RDX020;

» the time and cost necessary to respond to technological and market developments;

» the costs of filing, prosecuting, maintaining, defending and enforcing any patent claims and other intellectual property
rights, including litigation costs and the outcome of such litigation, including costs of defending any claims of infringement
brought by others in connection with the development, manufacture or commercialization of tenapanor or any of our
product candidates; and

» the payment of interest and principal related to our loan and security agreement entered into with SLR Investment Corp. in
February 2022.

Additional funds may not be available when we need them on terms that are acceptable to us, or at all. If adequate funds
are not available to us on a timely basis, we may be required to limit or reduce our commercialization of IBSRELA, or delay or
limit the commercialization of XPHOZAH, if approved, or delay or limit additional clinical trials for tenapanor. Additionally,
our inability to access capital on a timely basis and on terms that are acceptable to us may force us to restructure certain aspects
of our business or identify and complete one or more strategic collaborations or other transactions in order to fund the
commercialization of IBSRELA or XPHOZAH, if approved, through the use of alternative structures.

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

We began selling IBSRELA in the U.S. in March 2022, and have generated limited revenue from product sales to date. We
have no other products approved for sale. We are preparing to resubmit our NDA for XPHOZAH following the U.S. Food and
Drug Administration’s (“FDA”) Center for Drug Evaluation and Research, Office of New Drugs (“OND”) decision to grant our
appeal of the Complete Response Letter (“CRL”) for the NDA for XPHOZAH.

There can be no assurances that our NDA for XPHOZAH will be approved by the FDA. There can be no assurances that
we will be successful in increasing the amount of product revenue from sales of IBSRELA. There can be no assurances that we
will generate sufficient product revenue from sales of IBSRELA and, if approved, XPHOZAH, to cover our expenses. Our
ability to generate product revenue from sales or pursuant to milestone or royalty payments depends heavily on many factors,
including but not limited to:

»  our ability to successfully commercialize IBSRELA;
*  obtaining market acceptance of IBSRELA as a viable treatment option for IBS-C;
»  our ability to obtain and sustain an adequate level of coverage and reimbursement for IBSRELA by third-party payors;

»  whether we are successful in our efforts to secure approval for our NDA for XPHOZAH;

» establishing and maintaining supply and manufacturing relationships with third parties that can provide an adequate (in
amount and quality) supply of product to support the market demand for IBSRELA and, if approved, XPHOZAH;

* addressing any competing technological and market developments;
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*  maintaining, protecting and expanding our portfolio of intellectual property rights, including patents, trade secrets, and
know-how, and our ability to develop, manufacture and commercialize our product candidates and products without
infringing intellectual property rights of others; and

*  attracting, hiring, and retaining qualified personnel.

With respect to our commercialization of IBSRELA, and if we are successful in obtaining regulatory approval to market
XPHOZAH, our revenue will be dependent, in part, upon the size of the markets in the U.S. and the label for which approval is
granted, accepted price for the product, and the ability to get reimbursement at any price. While there is significant uncertainty
related to the insurance coverage and reimbursement of newly approved products in general in the U.S., there is additional
uncertainty related to insurance coverage and reimbursement for drugs, like XPHOZAH, which, if approved, will be marketed
for the control of serum phosphorus in adult patients with CKD on dialysis or for another other related indication. If we are
successful in obtaining regulatory approval to market XPHOZAH for such indication, our ability to generate and sustain future
revenues from sales of XPHOZAH, may be dependent upon whether and when XPHOZAH, along with other oral end stage
renal disease (“ESRD”)-related drugs without an injectable or intravenous equivalent, are bundled into the ESRD prospective
payment system, and the manner in which such introduction into the ESRD prospective payment system may occur. See
“Third-party payor coverage and reimbursement status of newly approved products are uncertain. Failure to obtain or maintain
adequate coverage and reimbursement for IBSRELA and, if approved, XPHOZAH could limit our ability to market those
products and decrease our ability to generate revenue” below. Additionally, if the number of adult patients for IBSRELA or, if
approved XPHOZAH, is not as significant as we estimate, the indication approved by regulatory authorities for XPHOZAH is
narrower than we expect, coverage and reimbursement for either IBSRELA or XPHOZAH, if approved, are not available in the
manner and to the extent we expect, or the reasonably accepted population for treatment is narrowed by competition, physician
choice or treatment guidelines, we may not generate significant revenue from the sale of IBSRELA or XPHOZAH, if approved.
Even if we achieve profitability in the future, we may not be able to sustain profitability in subsequent periods. Our failure to
generate adequate revenue from product sales would likely depress our market value and could impair our ability to raise
capital, expand our business, discover or develop other product candidates or continue our operations. A decline in the value of
our common stock could cause our stockholders to lose all or part of their investment.

Principal Risks Related to Our Business
We are substantially dependent on the successful commercialization of IBSRELA, and there is no guarantee that we will
achieve sufficient market acceptance for IBSRELA, secure adequate coverage and reimbursement for IBSRELA, or

generate sufficient revenue from product sales of IBSRELA.

We began selling IBSRELA in the U.S. in March 2022. The overall commercial success of IBSRELA will depend on a
number of factors, including the following:

» the ability of the third-party manufacturers we contract with to provide an adequate (in amount and quality) supply of
product to support the market demand for IBSRELA;

»  our ability to obtain and sustain an adequate level of coverage and reimbursement for IBSRELA by third-party payors;
» the effectiveness of IBSRELA as a treatment for adult patients with IBS-C;

» the size of the treatable patient population;

» the effectiveness of our sales, market access and marketing efforts;

»  whether physicians view IBSRELA as a safe and effective treatment for adult patients with IBS-C, which will impact
the adoption of IBSRELA by physicians for the treatment of IBS-C;

» the availability, perceived advantages, relative cost, relative safety and relative efficacy of IBSRELA compared to
alternative and competing treatments;

» the prevalence and severity of adverse side effects of IBSRELA;

*  our potential involvement in lawsuits in connection with enforcing intellectual property rights in and to IBSRELA;
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*  our potential involvement in third-party interference, opposition, derivation or similar proceedings with respect to our
patent rights directed to IBSRELA, and avoiding other challenges to our patent rights and patent infringement claims;
and

» acontinued acceptable safety and tolerability profile of IBSRELA following approval.

The amount of potential revenue we may achieve from the commercialization of IBSRELA is subject to these and other
factors, and may be unpredictable from quarter-to-quarter. If the number of patients in the market for IBSRELA or the price
that the market can bear is not as significant as we estimate, or if we are not able to secure adequate physician and patient
acceptance of IBSRELA or adequate coverage and reimbursement for IBSRELA, we may not generate sufficient revenue from
sales of IBSRELA. Any failure of IBSRELA to achieve market acceptance, sufficient third-party coverage or reimbursement, or
commercial success would adversely affect our results of operations.

We are pursuing regulatory approval for XPHOZAH. There can be no assurances that we will be successful in obtaining
such regulatory approval.

We are pursuing regulatory approval for XPHOZAH. To date, we have invested a significant amount of our efforts and
financial resources in the research and development of XPHOZAH. On July 28, 2021, we received a CRL from the FDA’s
Division of Cardiology and Nephrology (“Division”) regarding our NDA for XPHOZAH. According to the CRL, the Division
determined that the magnitude of the treatment effect observed in our Phase 3 clinical trials was small and of unclear clinical
significance. Following an End-of-Review Type A meeting (“End of Review Meeting”) in October 2021, with the Division, we
submitted a Formal Dispute Resolution Request (“FDRR”) in December 2021. The FDRR was focused on demonstrating that
the data submitted in the NDA supported the clinical significance of the treatment effect of tenapanor in the control of serum
phosphorus in adult patients with CKD on dialysis. On February 4, 2022, we received an Appeal Denied Letter ("ADL") from
the Office of Cardiology, Hematology, Endocrinology and Nephrology (“OCHEN”). On February 18, 2022, we submitted an
appeal of the ADL to the OND. In April 2022, we received an interim response from the OND requesting additional input from
the Cardiovascular and Renal Drug Advisory Committee (“CRDAC”). A CRDAC meeting was held in November 2022 with
the Committee voting that the benefits of XPHOZAH outweigh its risks nine to four as a monotherapy and ten to two, with one
abstention, in combination with phosphate binder therapy. In December 2022, the OND granted our appeal of the CRL for the
NDA for XPHOZAH and directed the Division to work with us to develop an appropriate label for the commercialization of
XPHOZAH. We believe that a label could reflect an indication for patients whose hyperphosphatemia is insufficiently managed
on binder therapy. On February 13, 2023, we participated in a Type A meeting with the Division where we discussed the
resubmission of the NDA, and the information to be contained in the resubmitted NDA. We currently expect to resubmit the
NDA for XPHOZAH early in the second quarter of 2023. Within 30 days of resubmitting the NDA, we expect to receive
notification from the Division as to the classification of the resubmission (Class 1 or Class 2) at which point the expected
timing for review will also be known (2-months for a Class 1 and 6-months for a Class 2) as well as a goal review date. We
currently that the FDA will act upon the XPHOZAH NDA in the second half of 2023, and that, if approved, we will launch
XPHOZAH in the second half of 2023. There can be no assurances that the granting of our appeal to the CRL and resubmission
of our NDA will result in approval of our NDA for XPHOZAH. Even if we are successful in obtaining approval for the NDA,
the delay in obtaining such approval may result in delay in the regulatory process for our partners, which could have a material
adverse effect on our business and results of operations.

Even if we are successful in obtaining regulatory approval for XPHOZAH, there is no guarantee that we will achieve
sufficient market acceptance for XPHOZAH, secure adequate coverage and reimbursement for XPHOZAH or generate
sufficient revenue from product sales of XPHOZAH.

We may not be successful in obtaining FDA approval for XPHOZAH, and if we are able to obtain approval, there is no
guarantee that we will achieve sufficient market acceptance for XPHOZAH, secure adequate coverage and reimbursement for
XPHOZAH or generate sufficient revenue from product sales of XPHOZAH. If we are successful in obtaining approval for
XPHOZAH, the commercial success of XPHOZAH will depend on a number of factors, including the following:

» the ability of the third-party manufacturers we contract with to provide an adequate (in amount and quality) supply of
product to support the market demand for both IBSRELA and XPHOZAH;

»  whether or not the content and breadth of the label approved by the FDA for XPHOZAH may materially and adversely
impact our ability to commercialize the product for the approved indication;
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*  whether or when XPHOZAH, along with other oral ESRD-related drugs without an injectable or intravenous equivalent,
are bundled into the ESRD prospective payment system, and the manner in which such introduction into the ESRD
prospective payment system may occur;

» the prevalence and severity of adverse side effects of XPHOZAH;

» acceptance of XPHOZAH as safe, effective and well-tolerated by patients and the medical community, and, the extent to
which the issuance of a CRL by the FDA has impacted the potential acceptance of XPHOZAH as safe, effective and well-
tolerated;

* our ability to manage the commercialization of IBSRELA and XPHOZAH and the complex pricing and reimbursement
negotiations that may arise with marketing products containing the same active ingredient at different doses for separate

indications;

» the availability, perceived advantages, relative cost, relative safety and relative efficacy of XPHOZAH compared to
alternative and competing treatments;

»  obtaining and sustaining an adequate level of coverage and reimbursement for XPHOZAH by third-party payors;
*  our potential involvement in lawsuits in connection with enforcing intellectual property rights in and to XPHOZAH;

*  our potential involvement in third-party interference, opposition, derivation or similar proceedings with respect to our
patent rights, and avoiding other challenges to our patent rights and patent infringement claims; and

* acontinued acceptable safety and tolerability profile of XPHOZAH following approval.

IBSRELA and/or, if approved and commercialized, XPHOZAH, may cause undesirable side effects or have other properties
that could limit the commercial success of the product.

Undesirable side effects caused by IBSRELA and/or, if approved, XPHOZAH could cause us or regulatory authorities to
interrupt, delay or halt the commercialization of the product. Despite our receipt of marketing approval for IBSRELA and the
completion of our Phase 3 clinical program for XPHOZAH, the prevalence and/or severity of side effects caused by IBSRELA
and/or, if approved and commercialized, XPHOZAH could result in a number of potentially significant negative consequences
could occur, including:

»  regulatory authorities may withdraw their approval of the product or seize the product;

* we or a collaboration partner may be required to recall the product;

» additional restrictions may be imposed on the marketing of the particular product or the manufacturing processes for the
product or any component thereof, including the imposition of a Risk Evaluation and Mitigation Strategy (“REMS”) which
could require creation of a Medication Guide or patient package insert outlining the risks of such side effects for
distribution to patients, a communication plan to educate healthcare providers of the drugs’ risks, as well as other elements
to assure safe use of the product, such as a patient registry and training and certification of prescribers;

* we or a collaboration partner may be subject to fines, injunctions or the imposition of civil or criminal penalties;

» regulatory authorities may require the addition of new labeling statements, such as a “black box” warning or a
contraindication;

* we could be sued and held liable for harm caused to patients;
» the product may become less competitive; and
*  our reputation may suffer.
Any of the foregoing events could prevent us, or a collaboration partner, from achieving or maintaining market acceptance

of IBSRELA and/or, if approved, XPHOZAH, and could result in the loss of significant revenue to us, which would materially
and adversely affect our results of operations and business.
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As a company, we have limited experience in the marketing, sale and distribution of pharmaceutical products; and there are
significant risks in building and managing a commercial organization.

As a company, we have limited experience in building and managing a commercial organization, or in the marketing, sale
and distribution of pharmaceutical products. There can be no assurances that we will be successful in our efforts to hire, retain,
and incentivize qualified individuals, generate sufficient sales leads, comply with regulatory requirements applicable to the
marketing and sale of drug products and effectively manage a geographically dispersed sales and marketing team.

If we fail or are delayed in the development of our internal sales, marketing and distribution capabilities, the
commercialization of IBSRELA, and if approved, XPHOZAH could be adversely impacted.

Third-party payor coverage and reimbursement status of newly commercialized products are uncertain. Failure to obtain or
maintain adequate coverage and reimbursement for IBSRELA and, if approved, XPHOZAH could limit our ability to
market those products and decrease our ability to generate revenue.

The pricing, coverage and reimbursement of IBSRELA and XPHOZAH, if approved, must be adequate to support a
commercial infrastructure. The availability and adequacy of coverage and reimbursement by governmental and private payors
are essential for most patients to be able to afford treatments. Sales of IBSRELA and, if approved and commercialized,
XPHOZAH, will depend substantially, both domestically and abroad, on the extent to which the costs of the product will be
paid for by health maintenance, managed care, pharmacy benefit, and similar healthcare management organizations, or
reimbursed by government authorities, private health insurers, and other third-party payors. If coverage and reimbursement are
not available, or are available only to limited levels, we, or our collaboration partners, may not be able to successfully
commercialize IBSRELA, or XPHOZAH, if approved. Even if coverage is provided, the approved reimbursement amount may
not be high enough to allow us to establish or maintain pricing sufficient to realize a return on our investment.

There is significant uncertainty related to the insurance coverage and reimbursement of newly approved products. In the
U.S., the principal decisions about coverage and reimbursement for new drugs are typically made by the Centers for Medicare
& Medicaid Services (“CMS”), an agency within the United States Department of Health and Human Services responsible for
administering the Medicare program, as CMS decides whether and to what extent a new drug will be covered and reimbursed
under Medicare. Private payors tend to follow the coverage reimbursement policies established by CMS to a substantial degree.
It is difficult to predict what CMS will decide with respect to reimbursement for products such as ours.

There is increased uncertainty related to insurance coverage and reimbursement for drugs, like XPHOZAH, which, if
approved, may be marketed for the control of serum phosphorus in adult patients with CKD on dialysis or for another other
related indication. In January 2011, CMS implemented a new prospective payment system for dialysis treatment. Under the
ESRD prospective payment system, CMS generally makes a single bundled payment to the dialysis facility for each dialysis
treatment that covers all items and services routinely required for dialysis treatments furnished to Medicare beneficiaries in
Medicare-certified ESRD facilities or at their home, including the cost of certain routine drugs. The inclusion of oral
medications without injectable or intravenous equivalents in the bundled payment was initially delayed until January 1, 2014,
and through several subsequent legislative actions was delayed until January 1, 2025. As a result, absent further legislation or
regulation on this matter, beginning in 2025, oral ESRD-related drugs without injectable or intravenous equivalents may be
included in the ESRD bundle and separate Medicare payment for these drugs will no longer be available, as is the case today
under Medicare Part D. While it is too early to project the full impact that bundling may have on sales of XPHOZAH, if
approved and commercialized, and on our business should XPHOZAH be brought into the bundle in 2025, or at any time, we
may be unable to sell XPHOZAH, if approved, to dialysis providers on a profitable basis.

Outside the U.S., international operations are generally subject to extensive governmental price controls and other market
regulations, and we believe the increasing emphasis on cost-containment initiatives in Europe, Canada, Japan, China and other
countries has and will continue to put pressure on the pricing and usage of IBSRELA and XPHOZAH, even if regulatory
approval is received in such countries. In many countries, the prices of medical products are subject to varying price control
mechanisms as part of national health systems. Other countries allow companies to fix their own prices for medicinal products,
but monitor and control company profits. Additional foreign price controls or other changes in pricing regulation could restrict
the amount that we are able to charge for our product candidates. Accordingly, in markets outside the U.S., the reimbursement
for our products may be reduced compared with the U.S. and may be insufficient to generate commercially reasonable revenue
and profits.
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Moreover, increasing efforts by governmental and third-party payors in the U.S. and abroad to cap or reduce healthcare
costs may cause such organizations to limit both coverage and the level of reimbursement for newly approved products and, as
a result, these caps may not cover or provide adequate payment for our product candidates. We expect to experience pricing
pressures in connection with the sale of IBSRELA, and if approved and commercialized, XPHOZAH, due to the trend toward
managed healthcare, the increasing influence of health maintenance organizations, and additional legislative changes. The
downward pressure on healthcare costs in general, particularly prescription drugs and surgical procedures and other treatments,
has become very intense. As a result, increasingly high barriers are being erected to the entry of new products.

We rely completely on third parties to manufacture IBSRELA and XPHOZAH. If they are unable to comply with applicable
regulatory requirements, unable to source sufficient raw materials, experience manufacturing or distribution difficulties or
are otherwise unable to manufacture sufficient quantities to meet demand, our commercialization of IBSRELA and, if
approved and commercialized, XPHOZAH and our development efforts for tenapanor may be materially harmed.

We do not currently have, nor do we plan to acquire, the infrastructure or capability internally to manufacture IBSRELA or
XPHOZAH on a commercial scale, or to manufacture our drug supplies for use in the conduct of our nonclinical and clinical
studies. The facilities used by our contract manufacturers to manufacture our drug supply are subject to inspection by the FDA.
Our ability to control the manufacturing process of our product candidates is limited to the contractual requirements and
obligations we impose on our contract manufacturer. Although they are contractually required to do so, we are completely
dependent on our contract manufacturing partners for compliance with the regulatory requirements, known as current Good
Manufacturing Practice requirements (“cGMPs”), for manufacture of both active drug substances and finished drug products.

The manufacture of pharmaceutical products requires significant expertise and capital investment. Manufacturers of
pharmaceutical products often encounter difficulties in commercial production. These problems may include difficulties with
production costs and yields, quality control, including stability of the product and quality assurance testing, and shortages of
qualified personnel, as well as compliance with federal, state and foreign regulations and the challenges associated with
complex supply chain management. Even if our contract manufacturers do not experience problems and commercial
manufacturing is achieved, their maximum or available manufacturing capacities may be insufficient to meet commercial
demand. Finding alternative manufacturers or adding additional manufacturers requires a significant amount of time and
involves significant expense. New manufacturers would need to develop and implement the necessary production techniques
and processes, which along with their facilities, would need to be inspected and approved by the regulatory authorities in each
applicable territory. In addition, the raw materials necessary to make API for our products are acquired from a limited number
of sources. Any delay or disruption in the availability of these raw materials could result in production disruptions, delays or
higher costs with consequent adverse effects on us.

If our contract manufacturers fail to adhere to applicable GMP or other regulatory requirements, experience delays or
disruptions in the availability of raw materials or experience manufacturing or distribution problems, we may suffer significant
consequences, including the inability to meet our product requirements for our clinical development programs, and if tenapanor
is commercialized for any indication, such events could result in product seizures or recalls, loss of product approval, fines and
sanctions, reputational damage, shipment delays, inventory shortages, inventory write-offs and other product-related charges
and increased manufacturing costs. As a result, or if maximum or available manufacturing capacities are insufficient to meet
demand, our development or our commercialization efforts for IBSRELA and/or, if approved, XPHOZAH may be materially
harmed.

Our operating activities may be restricted as a result of covenants related to the indebtedness under our loan and security
agreement and we may be required to repay the outstanding indebtedness in an event of default, which could have a
materially adverse effect on our business.

On February 23, 2022, we entered into a loan and security agreement with SLR Investment Corp. (“Lender”) pursuant to
which the Lender agreed to provide us with a loan facility for up to $50.0 million with a maturity date of March 1, 2027, and on
August 1, 2022 and February 9, 2023, we entered into amendments to the loan and security agreement (collectively, the “2022
Loan Agreement.”). The loan was funded in the amount of $27.5 million on February 23, 2022 and the remaining $22.5 million
may be funded by December 20, 2023 upon the satisfaction of both (i) receipt from the FDA of approval of the NDA for
XPHOZAH on or prior to November 30, 2023 and (ii) our achievement of certain product revenue milestone targets described
in the 2022 Loan Agreement. Until we have repaid all funded indebtedness, the loan and security agreement subjects us to
various customary covenants, including requirements as to financial reporting and insurance and restrictions on our ability to
dispose of our business or property, to change our line of business, to liquidate or dissolve, to enter into any change in control
transaction, to merge or consolidate with any other entity or to acquire all or substantially all the capital stock or property of
another entity, to incur additional indebtedness, to incur liens on our property, to pay any dividends or other distributions on
capital stock other than dividends payable solely in capital stock, to redeem capital stock, to enter into licensing agreements, to
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engage in transactions with affiliates, and to encumber our intellectual property. Our business may be adversely affected by
these restrictions on our ability to operate our business.

We are permitted to make interest only payments on the loan facility through March 2024, with principal repayments
commencing on April 1, 2024, however, this interest only period will be extended to March 2025 with principal repayments
delayed to April 1, 2025 if (i) we secure approval from the FDA for our NDA for XPHOZAH by November 30, 2023 or (ii) we
achieve certain product revenue targets described in the 2022 Loan Agreement for the year ended December 31, 2023. In
addition, we may be required to repay the outstanding indebtedness under the loan facility if an event of default occurs under
the loan and security agreement. An event of default will occur if, among other things, we fail to make payments under the loan
and security agreement; we breach any of our covenants under the loan and security agreement, subject to specified cure
periods with respect to certain breaches; the Lender determines that a material adverse change has occurred; we or our assets
become subject to certain legal proceedings, such as bankruptcy proceedings; we are unable to pay our debts as they become
due; or we default on contracts with third parties which would permit the Lender to accelerate the maturity of such indebtedness
or that could have a material adverse change on us. We may not have enough available cash or be able to raise additional funds
through equity or debt financings to repay such indebtedness at the time any such event of default occurs. In this case, we may
be required to limit or reduce our activities necessary to commercialize IBSRELA and/or, if approved, XPHOZAH, or delay or
limit clinical trials for tenapanor or other product candidates. The Lender could also exercise its rights as collateral agent to take
possession of and to dispose of the collateral securing the term loans, which collateral includes substantially all of our property
(excluding intellectual property, which is subject to a negative pledge). Our business, financial condition and results of
operations could be materially adversely affected as a result of any of these events.

Additional Risks Related to Our Business and Industry
Clinical drug development involves a lengthy and expensive process with an uncertain outcome.

Before obtaining marketing approval from regulatory authorities for the sale of our product candidates, we must conduct
extensive clinical studies to demonstrate the safety and efficacy of the product candidates in humans. Clinical testing is
expensive and can take many years to complete, and its outcome is inherently uncertain. For example, while the results of our
Phase 2 clinical trial evaluating RDX013 for the treatment of hyperkalemia demonstrated an acceptable safety and tolerability
profile for RDX013 and supported proof of concept in its ability to lower serum potassium levels, with statistically significant
reductions compared to placebo after eight days of treatment, the study did not meet its primary endpoint of significantly
reducing serum potassium levels compared to placebo after four weeks of treatment. We currently expect that the next step for
the program will be to evaluate a new formulation that potentially enhances subject compliance and the efficacy of RDX013 in
an additional Phase 2 clinical study at such time as we have determined that our available resources support conducting such an
additional clinical study. There can be no assurances that any additional clinical study that we determine to conduct with
RDX013 will be successful.

Additionally, if we conduct additional clinical trials with RDX013 or any other product candidates, we could encounter
delays in our future development if any clinical trials are suspended or terminated by us, by the IRBs of the institutions in
which the trial is being conducted, or by the FDA or other regulatory authorities. Such authorities may suspend or terminate a
clinical trial due to a number of factors, including failure to conduct the clinical trial in accordance with regulatory requirements
or our clinical protocols, inspection of the clinical trial operations or trial site by the FDA or other regulatory authorities
resulting in the imposition of a clinical hold, unforeseen safety issues or adverse side effects, failure to demonstrate a benefit
from using a drug, changes in governmental regulations or administrative actions or lack of adequate funding to continue the
clinical trial.

In addition, identifying and qualifying patients to participate in any clinical trials is critical to the success of the clinical
trials. The timing of any future clinical trials, including any additional RDXO013 clinical trial that we may determine to conduct,
will depend, in part, on the speed at which we can recruit patients to participate in testing our product candidates. Patients may
be unwilling to participate in our clinical studies because of concerns about adverse events observed with the current standard
of care, competitor products and/or other investigational agents, in each case for the same indications and/or similar patient
populations. In addition, patients currently receiving treatment with the current standard of care or a competitor product may be
reluctant to participate in a clinical trial with an investigational drug, or our inclusion and exclusion criteria for our clinical trials
may present challenges in identifying acceptable patients. As a result, the timeline for recruiting patients and conducting clinical
trials may be delayed. These delays could result in increased costs, delays in advancing our development of the program, or
termination of the clinical studies altogether. Any of these occurrences may significantly harm our business, financial condition
and prospects.
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We will rely on third parties to conduct all of our nonclinical studies and clinical trials. If these third parties do not
successfully carry out their contractual duties or meet expected deadlines, we may be unable to obtain regulatory approval
for additional products or commercialize our product candidates.

We do not have the ability to independently conduct nonclinical studies or clinical trials. We rely on medical institutions,
clinical investigators, contract laboratories, and other third parties, such as Contract Research Organizations (“CROs’), to
conduct clinical trials on our product candidates. The third parties with whom we contract for execution of the clinical trials
play a significant role in the conduct of these trials and the subsequent collection and analysis of data. However, these third
parties are not our employees, and except for contractual duties and obligations, we control only certain aspects of their
activities and have limited ability to control the amount or timing of resources that they devote to our programs. Although we
rely, and will continue to rely, on these third parties to conduct our nonclinical studies and our clinical trials, we remain
responsible for ensuring that each of our studies and clinical trials is conducted in accordance with the applicable protocol,
legal, regulatory and scientific standards and our reliance on third parties does not relieve us of our regulatory responsibilities.
We, and these third parties are required to comply with current GLPs for nonclinical studies, and good clinical practices
(“GCPs”) for clinical studies. GLPs and GCPs are regulations and guidelines enforced by the FDA, the Competent Authorities
of the Member States of the European Economic Area (“EEA”) and comparable foreign regulatory authorities for all of our
products in nonclinical and clinical development, respectively. Regulatory authorities enforce GCPs through periodic
inspections of trial sponsors, principal investigators and trial sites. If we or any of our third-party contractors fail to comply with
applicable regulatory requirements, including GCPs, the clinical data generated in our clinical trials may be deemed unreliable
and the FDA, the European Medicines Agency (“EMA?”), or comparable foreign regulatory authorities may require us to
perform additional clinical trials before approving our marketing applications. There can be no assurance that upon inspection
by a given regulatory authority, such regulatory authority will determine that any of our clinical trials comply with GCP
regulations. In addition, our clinical trials must be conducted with product produced under cGMP regulations. Our failure to
comply with these regulations may require us to repeat clinical trials, which could add additional costs and could delay the
regulatory approval process.

We face substantial competition, and our competitors may discover, develop or commercialize products faster or more
successfully than us.

The biotechnology and pharmaceutical industries are highly competitive, and we face significant competition from
companies in the biotechnology, pharmaceutical and other related markets that are researching and marketing products designed
to address diseases that we are currently developing products to treat.

We are aware of three prescription products marketed for certain patients with IBS-C, including Linzess (linaclotide),
Anmitiza (lubiprostone) and Trulance (plecanatide). Generic lubiprostone is also available in the U.S.

XPHOZAH, if approved will compete with phosphate binders. The various types of phosphate binders commercialized in
the U.S. include the following: Calcium acetate (several prescription brands including PhosLo and Phoslyra); Lanthanum
carbonate (Fosrenol); Sevelamer hydrochloride (Renagel); Sevelamer carbonate (Renvela); Sucroferric oxyhydroxide
(Velphoro); and Ferric citrate (Auryxia). All of the listed phosphate binders are available as generics in the U.S., with the
exception of Velphoro and Auryxia. Additionally, over-the-counter calcium carbonate, such as Tums and Caltrate, is also used
to bind phosphorus.

In addition to the currently available phosphate binders, we are aware of at least four other binders in development,
including fermagate (Alpharen), an iron-based binder in Phase 3 being developed by Opko Health, Inc., PT20, an iron-based
binder in Phase 3 being developed by Shield Therapeutics, AP-301 in Phase 2 being developed by Alebund Pharmaceutical
(Hong Kong) Limited, and lanthanum dioxycarbonate (Renazorb), which has demonstrated pharmacodynamic bioequivalence
to Fosrenol. Renazorb is being developed by Unicycive Therapeutics, which has announced its plans to file an NDA via the
505(b)(2) pathway in mid-2023. Additionally, Chugai and Alebund are developing EOS789, an inhibitor of phosphate
transporters NaPi-2b, PiT-1, and PiT-2, thus far studied in a phase 1 clinical trial.

It is possible that our competitors' drugs may be less expensive and more effective than our product candidates, or may
render our product candidates obsolete. It is also possible that our competitors will commercialize competing drugs or
treatments before we or our collaboration partners can launch any products developed from our product candidates. We also
may face increased competition in the future as new companies enter into our target markets.
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Many of our competitors have materially greater name recognition and financial, manufacturing, marketing, research and
drug development resources than we do. Additional mergers and acquisitions in the biotechnology and pharmaceutical
industries may result in even more resources being concentrated in our competitors. Large pharmaceutical companies in
particular have extensive expertise in preclinical and clinical testing and in obtaining regulatory approvals for drugs. In
addition, academic institutions, government agencies, and other public and private organizations conducting research may seek
patent protection with respect to potentially competitive products or technologies. These organizations may also establish
exclusive collaboration partnerships or licensing relationships with our competitors.

We may experience difficulties in managing our current activities and growth given our level of managerial, operational,
financial and other resources.

While we have continued to work to optimize our management composition, personnel and systems to support our current
activities for future growth, these resources may not be adequate for this purpose. Our need to effectively execute our business
strategy requires that we:

* manage any commercialization activities in which we may engage effectively;

* manage our clinical trials effectively;

* manage our internal development efforts effectively while carrying out our contractual obligations to licensors, contractors,
collaborators, government agencies and other third parties;

*  continue to improve our operational, financial and management controls, reporting systems and procedures; and
» retain and motivate our remaining employees and potentially identify, recruit, and integrate additional employees.

If we are unable to maintain or expand our managerial, operational, financial and other resources to the extent required to
manage our development and commercialization activities, our business will be materially adversely affected.

If product liability lawsuits are brought against us, we may incur substantial liabilities and may be required to limit
commercialization of IBSRELA and/or, if approved, XPHOZAH.

We face an inherent risk of product liability as a result of the clinical testing of our product candidates and our commercial
launch of IBSRELA and will face further risk following the commercial launch of XPHOZAH in the second half of 2023, if
approved. For example, we may be sued if any product we develop allegedly causes injury or is found to be otherwise
unsuitable during product testing, manufacturing, marketing or sale. Any such product liability claims may include allegations
of defects in manufacturing, defects in design, a failure to warn of dangers inherent in the product, negligence, strict liability,
and a breach of warranties. Claims could also be asserted under state consumer protection acts. If we cannot successfully defend
ourselves against product liability claims, we may incur substantial liabilities or be required to limit commercialization of our
product candidates. Even successful defense would require significant financial and management resources. Regardless of the
merits or eventual outcome, liability claims may result in:

»  decreased demand for the product;

* injury to our reputation;

»  withdrawal of clinical trial participants;

»  costs to defend the related litigation;

» adiversion of management’s time and our resources;

*  substantial monetary awards to trial participants or patients;

» regulatory investigations, product recalls or withdrawals, or labeling, marketing or promotional restrictions;

e loss of revenue; and

» the inability to commercialize or co-promote IBSRELA and/or, if approved, XPHOZAH.
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Our inability to obtain and maintain sufficient product liability insurance at an acceptable cost and scope of coverage to
protect against potential product liability claims could prevent or inhibit the commercialization of any products we develop.
Although we maintain product liability insurance, any claim that may be brought against us could result in a court judgment or
settlement in an amount that is not covered, in whole or in part, by our insurance or that is in excess of the limits of our
insurance coverage. Our insurance policies also have various exclusions and deductibles, and we may be subject to a product
liability claim for which we have no coverage. We will have to pay any amounts awarded by a court or negotiated in a
settlement that exceed our coverage limitations or that are not covered by our insurance, and we may not have, or be able to
obtain, sufficient capital to pay such amounts. Moreover, in the future, we may not be able to maintain insurance coverage at a
reasonable cost or in sufficient amounts to protect us against losses.

If we fail to attract, retain and motivate our executives, senior management and key personnel, our business will suffer.

Recruiting and retaining qualified scientific, clinical, medical, manufacturing, and sales and marketing personnel is critical
to our success. We are highly dependent on our executives, senior management and certain other key employees. The loss of
the services of our executives, senior management or other key employees could impede the achievement of our development
and commercial objectives and seriously harm our ability to successfully implement our business strategy. Furthermore,
replacing executives, senior management and other key employees may be difficult and may take an extended period of time
because of the limited number of individuals in our industry with the breadth of skills and experience required to successfully
develop, gain marketing approval of and commercialize products. We may be unable to hire, train or motivate these key
personnel on acceptable terms given the intense competition among numerous biopharmaceutical companies for similar
personnel, particularly in our geographic regions. If we are unable to continue to attract and retain high quality personnel, our
ability to grow and pursue our business strategy will be limited.

Actual or perceived failures to comply with applicable data protection, privacy and security laws, regulations, standards and
other requirements could adversely affect our business, results of operations, and financial condition.

The global data protection landscape is rapidly evolving, and we are or may become subject to numerous state, federal and
foreign laws, requirements and regulations governing the collection, use, disclosure, retention, and security of personal data,
such as information that we may collect in connection with clinical trials in the U.S. and abroad. Implementation standards and
enforcement practices are likely to remain uncertain for the foreseeable future, and we cannot yet determine the impact future
laws, regulations, standards, or perception of their requirements may have on our business. This evolution may create
uncertainty in our business; affect our ability to operate in certain jurisdictions, or to collect, store, transfer use and share
personal information; necessitate the acceptance of more onerous obligations in our contracts; result in liability; or impose
additional costs on us. The cost of compliance with these laws, regulations and standards is high and is likely to increase in the
future. Any failure or perceived failure by us to comply with federal, state or foreign laws or regulation, our internal policies
and procedures or our contracts governing our processing of personal information could result in negative publicity,
government investigations and enforcement actions, claims by third parties and damage to our reputation, any of which could
have a material adverse effect on our operations, financial performance and business.

As our operations and business grow, we may become subject to or affected by new or additional data protection laws and
regulations and face increased scrutiny or attention from regulatory authorities. In the U.S., the Health Insurance Portability and
Accountability Act of 1996, as amended, and regulations promulgated thereunder (collectively “HIPAA”) imposes, among
other things, certain standards relating to the privacy, security, transmission, and breach reporting of individually identifiable
health information. We may obtain health information from third parties (including research institutions from which we obtain
clinical trial data) that are subject to privacy and security requirements under HIPAA. Depending on the facts and
circumstances, we could be subject to significant penalties if we violate HIPAA.

Certain states have also adopted comparable privacy and security laws and regulations, some of which may be more
stringent than HIPAA. Such laws and regulations will be subject to interpretation by various courts and other governmental
authorities, thus creating potentially complex compliance issues for us and our future customers and strategic partners. For
example, the California Consumer Privacy Act ("CCPA") went into effect on January 1, 2020. The CCPA creates individual
privacy rights for California consumers and increases the privacy and security obligations of entities handling certain personal
information. The CCPA provides for civil penalties for violations, as well as a private right of action for data breaches that has
increased the likelihood of, and risk associated with data breach litigation. Further, the California Privacy Rights Act ("CPRA")
generally went into effect on January 1, 2023 and significantly amends the CCPA. It imposes additional data protection
obligations on covered businesses, including additional consumer rights processes, limitations on data uses, new audit
requirements for higher risk data, and opt outs for certain uses of sensitive data. It also creates a new California data protection
agency authorized to issue substantive regulations and could result in increased privacy and information security enforcement.
Additional compliance investment and potential business process changes may also be required. Similar laws have passed in
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Virginia, Connecticut, Utah and Colorado, and have been proposed in other states and at the federal level, reflecting a trend
toward more stringent privacy legislation in the U.S. The enactment of such laws could have potentially conflicting
requirements that would make compliance challenging. In the event that we are subject to or affected by HIPAA, the CCPA, the
CPRA or other domestic privacy and data protection laws, any liability from failure to comply with the requirements of these
laws could adversely affect our financial condition.

Furthermore, the Federal Trade Commission (“FTC”) and many state Attorneys General continue to enforce federal and
state consumer protection laws against companies for online collection, use, dissemination and security practices that appear to
be unfair or deceptive. For example, according to the FTC, failing to take appropriate steps to keep consumers’ personal
information secure can constitute unfair acts or practices in or affecting commerce in violation of Section 5(a) of the Federal
Trade Commission Act. The FTC expects a company’s data security measures to be reasonable and appropriate in light of the
sensitivity and volume of consumer information it holds, the size and complexity of its business, and the cost of available tools
to improve security and reduce vulnerabilities.

We are also or may become subject to rapidly evolving data protection laws, rules and regulations in foreign jurisdictions.
For example, in Europe, the European Union General Data Protection Regulation (“GDPR”) went into effect in May 2018 and
imposes strict requirements for processing the personal data of individuals within the European Economic Area (“EEA”).
Companies that must comply with the GDPR face increased compliance obligations and risk, including more robust regulatory
enforcement of data protection requirements and potential fines for noncompliance of up to €20 million or 4% of the annual
global revenues of the noncompliant company, whichever is greater. Among other requirements, the GDPR regulates transfers
of personal data subject to the GDPR to third countries that have not been found to provide adequate protection to such personal
data, including the U.S.; in July 2020, the Court of Justice of the EU (“CJEU”) limited how organizations could lawfully
transfer personal data from the EU/EEA to the U.S. by invalidating the Privacy Shield for purposes of international transfers
and imposing further restrictions on the use of standard contractual clauses. In March 2022, the U.S. and EU announced a new
regulatory regime intended to replace the invalidated regulations; however, this new EU-U.S. Data Privacy Framework has not
been implemented beyond an executive order signed by President Biden on October 7, 2022 on Enhancing Safeguards for
United States Signals Intelligence Activities. European court and regulatory decisions subsequent to the CJEU decision of July
2020 have taken a restrictive approach to international data transfers. Relatedly, following the United Kingdom’s withdrawal
from the EEA and the European Union, and the expiry of the transition period, companies have had to comply with both the
GDPR and the GDPR as incorporated into United Kingdom national law, the latter regime having the ability to separately fine
up to the greater of £17.5 million or 4% of global turnover. As we continue to expand into other foreign countries and
jurisdictions, we may be subject to additional laws and regulations that may affect how we conduct business.

Although we work to comply with applicable laws, regulations and standards, our contractual obligations and other legal
obligations, these requirements are evolving and may be modified, interpreted and applied in an inconsistent manner from one
jurisdiction to another, and may conflict with one another or other legal obligations with which we must comply. Any failure or
perceived failure by us or our employees, representatives, contractors, consultants, CROs, collaborators, or other third parties to
comply with such requirements or adequately address privacy and security concerns, even if unfounded, could result in
additional cost and liability to us, damage our reputation, and adversely affect our business and results of operations.

We and our collaborators, CROs and other contractors and consultants depend on information technology systems, and any

failure of these systems could harm our business. Security breaches, loss of data, and other disruptions could compromise
sensitive information related to our business or prevent us from accessing critical information and expose us to liability,
which could adversely affect our business, results of operations and financial condition.

We and our collaborators, CROs, and other contractors and consultants collect and maintain information in digital form
that is necessary to conduct our business, and we are increasingly dependent on information technology systems and
infrastructure to operate our business. In the ordinary course of our business, we and our collaborators, CROs and other
contractors and consultants collect, store and transmit large amounts of confidential information, including intellectual property,
proprietary business information and personal information. It is critical that we and our collaborators, CROs and other
contractors and consultants do so in a secure manner to maintain the confidentiality and integrity of such confidential
information. We have established physical, electronic and organizational measures designed to safeguard and secure our
systems to prevent a data compromise, and rely on commercially available systems, software, tools, and monitoring to provide
security for our information technology systems and the processing, transmission and storage of digital information. We have
also outsourced elements of our information technology infrastructure, and as a result a number of third-party vendors may or
could have access to our confidential information.
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Our information technology systems and infrastructure, and those of our current and any future collaborators, CROs,
contractors and consultants and other third parties on which we rely, are vulnerable to attack, damage and interruption from
computer viruses, malware (e.g., ransomware), natural disasters, terrorism, war, telecommunication and electrical failures,
cyber-attacks or cyber-intrusions over the Internet, phishing attacks and other social engineering schemes, attachments to
emails, human error, fraud, denial or degradation of service attacks, sophisticated nation-state and nation-state-supported actors
or unauthorized access or use by persons inside our organization, or persons with access to systems inside our organization.

The risk of a security breach or disruption or data loss, particularly through cyberattacks or cyber intrusion, including by
computer hackers, foreign governments and cyber terrorists, has generally increased as the number, intensity and sophistication
of attempted attacks and intrusions from around the world have increased. In addition, the prevalent use of mobile devices that
access confidential information increases the risk of data security breaches, which could lead to the loss of confidential
information or other intellectual property. We may also face increased cybersecurity risks due to our reliance on internet
technology and the number of our employees who are working remotely, which may create additional opportunities for
cybercriminals to exploit vulnerabilities. Furthermore, because the techniques used to obtain unauthorized access to, or to
sabotage, systems change frequently and often are not recognized until launched against a target, we may be unable to
anticipate these techniques or implement adequate preventative measures. We may also experience security breaches that may
remain undetected for an extended period. Even if identified, we may be unable to adequately investigate or remediate incidents
or breaches due to attackers increasingly using tools and techniques that are designed to circumvent controls, to avoid detection,
and to remove or obfuscate forensic evidence. The costs to us to mitigate network security problems, bugs, viruses, worms,
malicious software programs and security vulnerabilities could be significant, and while we have implemented security
measures to protect our data security and information technology systems, our efforts to address these problems may not be
successful, and these problems could result in unexpected interruptions, delays, cessation of service and other harm to our
business and our competitive position.

We and certain of our service providers are from time to time subject to cyberattacks and security incidents. We do not
believe that we have experienced any significant system failure, accident or security breach to date, but if such an event were to
occur and cause interruptions in our operations, it could result in a material disruption to our business. In addition, such a
breach may require notification to governmental agencies, the media or individuals pursuant to various federal and state privacy
and security laws, if applicable. Moreover, if a computer security breach affects our systems or those of our collaborators,
CROs or other contractors, or results in the unauthorized release of personally identifiable information, our reputation could be
materially damaged. We would also be exposed to a risk of loss or litigation and potential liability, which could materially
adversely affect our business, results of operations and financial condition.

If we fail to maintain proper and effective internal controls, our ability to produce accurate and timely financial statements
could be impaired, which could harm our operating results, our ability to operate our business and investors’ views of us
and could have a material adverse effect on the price of our common stock.

Our failure to implement and maintain effective internal controls over financial reporting could result in errors in our
financial statements that could result in a restatement of our financial statements and cause us to fail to meet our reporting
obligations. If we cannot in the future favorably assess the effectiveness of our internal controls over financial reporting,
investor confidence in the reliability of our financial reports may be adversely affected, which could have a material adverse
effect on the trading price of our common stock.

We have formed in the past, and may form in the future, collaboration partnerships, joint ventures and/or licensing
arrangements, and we may not realize the benefits of such collaborations.

We have current collaboration partnerships for the commercialization of tenapanor in certain foreign countries, and we may
form additional collaboration partnerships, create joint ventures or enter into additional licensing arrangements with third
parties in the U.S. and abroad that we believe will complement or augment our existing business. In particular, we have formed
collaboration partnerships with KKC for commercialization of tenapanor for hyperphosphatemia in Japan; with Fosun Pharma
for commercialization of tenapanor for hyperphosphatemia and IBS-C in China and related territories; and in Canada with
Knight for commercialization of tenapanor for IBS-C and hyperphosphatemia. We face significant competition in seeking
appropriate collaboration partners, and the process to identify an appropriate partner and negotiate appropriate terms is time-
consuming and complex. Any delays in identifying suitable additional collaboration partners and entering into agreements to
develop our product candidates could also delay the commercialization of our product candidates, which may reduce their
competitiveness even if they reach the market. There is no guarantee that our current collaboration partnerships or any such
arrangements we enter into in the future will be successful, or that any collaboration partner will commit sufficient resources to
the development, regulatory approval, and commercialization effort for such products, or that such alliances will result in us
achieving revenues that justify such transactions. We received a CRL from the FDA regarding our NDA for XPHOZAH.
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Following the OND’s decision to grant our appeal of the CRL, we are preparing to resubmit our NDA for XPHOZAH. There
can be no assurances that the granting of our appeal of the CRL and resubmission of our NDA will result in approval of our
NDA for XPHOZAH. Even if we are successful in obtaining approval for the NDA, the delay in obtaining such approval may
result in delay in the regulatory process for our partners, which could have a material adverse effect on our business and results
of operations.

The ongoing effects of the COVID-19 pandemic, or any other outbreak of epidemic diseases, or the perception of their
effects, could have a material adverse effect on our business, financial condition, results of operations or cash flows.

Outbreaks of epidemic, pandemic, or contagious diseases, such as the current novel coronavirus (“COVID-19”) pandemic
or, historically, the Ebola virus, Middle East Respiratory Syndrome, Severe Acute Respiratory Syndrome or the HIN1 virus,
could disrupt our business. Economic and health conditions related to the COVID-19 pandemic in the U.S. and across most of
the globe remain uncertain and continue to evolve. The continuing effects of the coronavirus pandemic may result in delays in
the manufacture of tenapanor, or in the delivery of key intermediates or raw materials required to manufacture tenapanor or
delays in clinical development activities by us, or our collaboration partners. Such effects could also materially and negatively
impact our ability to successfully commercialize IBSRELA and/or, if approved, XPHOZAH, or the ability of our collaboration
partners to successfully commercialize such products, if approved for marketing and sale by the foreign regulatory authorities,
including our ability, and that of our collaboration partners to educate physicians and patients about the benefits, administration
and use of the product.

»  Although we have reopened our offices and invited our personnel to return to the office, we continue to permit our
personnel to work remotely, which could negatively impact productivity, or disrupt, delay, or otherwise adversely impact
our business. In addition, this could increase our cyber-security risk, create data accessibility concerns, and make us more
susceptible to communication disruptions, any of which could adversely impact our business operations or delay necessary
interactions with local and federal regulators, ethics committees, manufacturing sites, research or clinical trial sites and
important agencies and contractors.

* The FDA and comparable foreign regulatory agencies may continue to experience operational interruptions or delays,
which may impact timelines for regulatory submission, trial initiation and regulatory approval.

The full effects of the COVID-19 remain unknown. The extent to which the outbreak may continue to impact our business,
including, our commercialization and manufacturing will depend on future developments, which are highly uncertain and
cannot be predicted with confidence, such as access to physician offices for our commercial and medical teams, business
closures or supply chain or business disruptions.

We may engage in strategic transactions that could impact our liquidity, increase our expenses and present significant
distractions to our management.

We may consider strategic transactions, such as acquisitions of companies, asset purchases, and/or in-licensing of products,
product candidates or technologies. In addition, if we are unable to access capital on a timely basis and on terms that are
acceptable to us, we may be forced to further restructure certain aspects of our business or identify and complete one or more
strategic collaborations or other transactions in order to fund the commercialization of IBSRELA, our continued efforts to seek
approval for our NDA for XPHOZAH and/or the development of discovery and developmental assets through the use of
alternative structures. Additional potential transactions that we may consider include a variety of different business
arrangements, including spin-offs, spin outs, collaboration partnerships, joint ventures, restructurings, divestitures, business
combinations and investments. Any such transaction may require us to incur non-recurring or other charges, may increase our
near- and long-term expenditures and may pose significant integration challenges or disrupt our management or business, which
could adversely affect our operations and financial results. For example, these transactions may entail numerous operational and
financial risks, including:

* up-front, milestone and royalty payments, equity investments and financial support of new research and development
candidates including increase of personnel, all of which may be substantial;

»  exposure to unknown liabilities;

»  disruption of our business and diversion of our management’s time and attention in order to develop acquired products,
product candidates or technologies;

* incurrence of substantial debt or dilutive issuances of equity securities;
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»  higher-than-expected acquisition and integration costs;
» write-downs of assets or goodwill or impairment charges;
* increased amortization expenses;

» difficulty and cost in combining the operations and personnel of any acquired businesses with our operations and
personnel;

* impairment of relationships with key suppliers or customers of any acquired businesses due to changes in management and
ownership; and

* inability to retain key employees of any acquired businesses.

Accordingly, although there can be no assurance that we will undertake or successfully complete any transactions of the
nature described above, any transactions that we do complete may be subject to the foregoing or other risks and could have a
material adverse effect on our business, results of operations, financial condition and prospects.

Our CMOs manufacture tenapanor API outside of the U.S., and we may seek and obtain approval to commercialize
IBSRELA and XPHOZAH outside of the U.S., and as a result a variety of risks associated with international operations
could materially adversely affect our business.

We or our collaboration partners may decide to seek marketing approval for IBSRELA or XPHOZAH outside the U.S.
Additionally, we have contractual agreements with CMOs involving the manufacture of tenapanor API outside of the U.S., and
may otherwise engage in business outside of the U.S., including entering into additional contractual agreements with third
parties. We are subject to additional risks related to entering these international business markets and relationships, including:

»  different regulatory requirements for drug approvals in foreign countries;

» differing U.S. and foreign drug import and export rules;

» reduced protection for intellectual property rights in foreign countries;

» unexpected changes in tariffs, trade barriers and regulatory requirements;

»  different reimbursement systems, and different competitive drugs;

» economic weakness, including inflation, or political instability in particular foreign economies and markets;
» compliance with tax, employment, immigration and labor laws for employees living or traveling abroad;

» foreign taxes, including withholding of payroll taxes;

» foreign currency fluctuations, which could result in increased operating expenses and reduced revenues, and other
obligations incident to doing business in another country;

»  workforce uncertainty in countries where labor unrest is more common than in the U.S.;
»  production shortages resulting from any events affecting raw material supply or manufacturing capabilities abroad;
*  potential liability resulting from development work conducted by these distributors; and

*  business interruptions resulting from geopolitical actions, including war and terrorism, or natural disasters.

33



Our business involves the use of hazardous materials and we and third-parties with whom we contract must comply with
environmental laws and regulations, which can be expensive and restrict how we do business.

We and manufacturers and suppliers with whom we may contract are subject to laws and regulations governing the use,
manufacture, storage, handling, and disposal of hazardous materials, including the components of our tenapanor and our
product candidates. In some cases, these hazardous materials and various wastes resulting from their use are stored at our and
our manufacturers’ facilities pending their use and disposal. We cannot eliminate the risk of contamination, which could cause
an interruption of our commercialization efforts, and business operations, and could result in environmental damage requiring
costly clean-up and resulting in liabilities under applicable laws and regulations governing the use, storage, handling and
disposal of these materials and specified waste products. We cannot guarantee that the safety procedures utilized by third-party
manufacturers and suppliers with whom we may contract will comply with the standards prescribed by laws and regulations or
will eliminate the risk of accidental contamination or injury from these materials. In such an event, we may be held liable for
any resulting damages and such liability could exceed our resources and state or federal or other applicable authorities may
curtail our use of certain materials and/or interrupt our business operations. Furthermore, environmental laws and regulations
are complex, change frequently and have tended to become more stringent. We cannot predict the impact of such changes and
cannot be certain of our future compliance. We do not currently carry biological or hazardous waste insurance coverage.

We may be adversely affected by earthquakes or other natural disasters and our business continuity and disaster recovery
plans may not adequately protect us from a serious disaster.

We currently occupy a leased facility located in the San Francisco Bay Area, which in the past has experienced severe
earthquakes. We do not carry earthquake insurance. Earthquakes or other natural disasters could severely disrupt our
operations, and have a material adverse effect on our business, results of operations, financial condition and prospects.

If a natural disaster, power outage or other event occurred that prevented us from using all or a significant portion of our
leased facilities, including our California facility, that damaged critical infrastructure, such as our enterprise financial systems
or manufacturing resource planning and enterprise quality systems, or that otherwise disrupted operations, it may be difficult or,
in certain cases, impossible for us to continue our business for a substantial period of time. The disaster recovery and business
continuity plans we have in place currently are limited and are unlikely to prove adequate in the event of a serious disaster or
similar event. We may incur substantial expenses as a result of the limited nature of our disaster recovery and business
continuity plans, which, particularly when taken together with our lack of earthquake insurance, could have a material adverse
effect on our business.

Risks Related to Government Regulation

Despite having received regulatory approval for IBSRELA, and even if we receive regulatory approval for XPHOZAH, we
will be subject to ongoing regulatory obligations and continued regulatory review, which may result in significant additional
expense. Additionally, IBSRELA and, if approved, XPHOZAH could be subject to 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.

Even if a drug is approved by the FDA or foreign regulatory authorities, the manufacturing processes, labeling, packaging,
distribution, pharmacovigilance, storage, advertising, promotion and recordkeeping for the product will be subject to extensive
and ongoing regulatory requirements. These requirements include submissions of safety and other post-marketing information
and reports, registration, as well as continued compliance with cGMPs and GCP regulations for any clinical trials that we
conduct post-approval. As such, we and our third-party CMOs will be subject to continual review and periodic inspections to
assess compliance with regulatory requirements. Accordingly, we and others with whom we work must continue to expend
time, money, and effort in all areas of regulatory compliance, including manufacturing, production, and quality control.
Regulatory authorities may also impose significant restrictions on a product’s indicated uses or marketing or impose ongoing
requirements for potentially costly post-marketing studies. Furthermore, any new legislation addressing drug safety issues could
result in delays or increased costs to assure compliance.

We will also be required to report certain adverse reactions and production problems, if any, to the FDA, and to comply
with requirements concerning advertising and promotion for our products. Promotional communications with respect to
prescription drugs are subject to a variety of legal and regulatory restrictions and must be consistent with the information in the
product’s approved label. As such, we may not promote our products for indications or uses for which they do not have FDA
approval.
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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:

*  warning or untitled letters or fines;

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

* injunctions or the imposition of civil or criminal penalties;

*  suspension or revocation of existing regulatory approvals;

» suspension of any of our ongoing clinical trials;

» refusal to approve pending applications or supplements to approved applications submitted by us;
»  restrictions on our or our CMOs’ operations; or

»  product seizure or detention, or refusal to permit the import or export of products.

Any government investigation of alleged violations of law could require us to expend significant time and resources in
response and could generate negative publicity. Any failure to comply with ongoing regulatory requirements may significantly
and adversely affect our ability to commercialize IBSRELA and, if approved, XPHOZAH. If regulatory sanctions are applied or
if regulatory approval is withdrawn, the value of our company and our operating results will be adversely affected.

In addition, the FDA’s policies may change, and additional government regulations may be enacted. 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.

We also cannot predict the likelihood, nature or extent of government regulation that may arise from future legislation or
administrative or executive action, either in the U.S. or abroad.

Disruptions at the FDA and other government agencies caused by funding shortages or global health concerns could hinder
their ability to hire and retain key leadership and other personnel, or otherwise review and process regulatory submissions
in a timely manner, which could negatively impact our business.

The ability of the FDA to review and process regulatory submissions can be affected by a variety of factors, including
government budget and funding levels, ability to hire and retain key personnel and accept the payment of user fees, and
statutory, regulatory, and policy changes. Average review times at the agency have fluctuated in recent years as a result.

Disruptions at the FDA and other agencies may also slow the time necessary for new drugs to be reviewed and/or approved
by necessary government agencies, which would adversely affect our business. If a prolonged government shutdown occurs, or
if global health concerns prevent the FDA or other regulatory authorities from conducting their regular inspections, reviews, or
other regulatory activities, it could significantly impact the ability of the FDA or other regulatory authorities to timely review
and process our regulatory submissions, which could have a material adverse effect on our business.

We and our CMQOs are subject to significant regulation with respect to manufacturing IBSRELA and XPHOZAH. The
manufacturing facilities on which we rely may not continue to meet regulatory requirements or may not be able to meet
supply demands.

All entities involved in the preparation of product for commercial sale, or product candidates for clinical trials, including
our existing contract manufacturers are subject to extensive regulation. Components of a finished therapeutic product approved
for commercial sale or used in late-stage clinical studies must be manufactured in accordance with cGMP regulations. These
regulations govern manufacturing processes and procedures (including record keeping) and the implementation and operation
of quality systems to control and assure the quality of investigational products and products approved for sale. Poor control of
production processes can lead to the introduction of contaminants or to inadvertent changes in the properties or stability of our
products or product candidates that may not be detectable in final product testing. We or our CMOs must supply all necessary

35



documentation in support of an NDA or comparable regulatory filing on a timely basis and must adhere to cGMP regulations
enforced by the FDA and other regulatory agencies through their facilities inspection programs. The facilities and quality
systems of some or all of our third-party contractors must pass a pre-approval inspection for compliance with the applicable
regulations as a condition of regulatory approval of our product candidates. In addition, the regulatory authorities may, at any
time, audit or inspect a manufacturing facility involved with the manufacture of our product or the associated quality systems
for compliance with the regulations applicable to the activities being conducted. Although we oversee the CMOs, we cannot
control the manufacturing process of, and are completely dependent on, our contract manufacturing partners for compliance
with the regulatory requirements. If these facilities do not pass a pre-approval plant inspection, regulatory approval of the
products may not be granted or may be substantially delayed until any violations are corrected to the satisfaction of the
regulatory authority, if ever. In addition, we have no control over the ability of our contract manufacturers to maintain adequate
quality control, quality assurance and qualified personnel.

The regulatory authorities also may, at any time following approval of a product for sale, audit the manufacturing facilities
of our third-party contractors. If any such inspection or audit identifies a failure to comply with applicable regulations or if a
violation of our product specifications or applicable regulations occurs independent of such an inspection or audit, we or the
relevant regulatory authority may require remedial measures that may be costly and/or time consuming for us or a third party to
implement, and that may include the temporary or permanent suspension of a clinical study or commercial sales or the
temporary or permanent suspension of production or closure of a facility. Any such remedial measures imposed upon us or third
parties with whom we contract could materially harm our business.

If we or any of our third-party manufacturers fail to maintain regulatory compliance, the FDA or other applicable
regulatory authority can impose regulatory sanctions including, among other things, refusal to approve a pending application for
a new drug product, withdrawal of an approval, or suspension of production. As a result, our business, financial condition, and
results of operations may be materially harmed.

Additionally, if supply from one approved manufacturer is interrupted, an alternative manufacturer would need to be
qualified through an NDA, a supplemental NDA or equivalent foreign regulatory filing, which could result in further delay. The
regulatory agencies may also require additional studies if a new manufacturer is relied upon for commercial production.
Switching manufacturers may involve substantial costs and is likely to result in a delay in our desired clinical and commercial
timelines.

These factors could cause us to incur higher costs and could cause the delay or termination of clinical studies, regulatory
submissions, required approvals, or commercialization of our product candidates. Furthermore, if our suppliers fail to meet
contractual requirements and we are unable to secure one or more replacement suppliers capable of production at a substantially
equivalent cost, our clinical studies may be delayed, or we could lose potential revenue.

If we fail to comply or are found to have failed to comply with FDA and other regulations related to the promotion of our
products for unapproved uses, we could be subject to criminal penalties, substantial fines or other sanctions and damage
awards.

The regulations relating to the promotion of products for unapproved uses are complex and subject to substantial
interpretation by the FDA and other government agencies. With respect to the commercialization of IBSRELA and/or, if
approved, XPHOZAH we will be restricted from marketing the product outside of its approved labeling, also referred to as oft-
label promotion. However, physicians may nevertheless prescribe an approved product to their patients in a manner that is
inconsistent with the approved label, which is an off-label use. We have implemented compliance and training programs
designed to ensure that our sales and marketing practices comply with applicable regulations regarding off-label promotion.
Notwithstanding these programs, the FDA or other government agencies may allege or find that our practices constitute
prohibited promotion of our product candidates for unapproved uses. We also cannot be sure that our employees will comply
with company policies and applicable regulations regarding the promotion of products for unapproved uses.

Over the past several years, a significant number of pharmaceutical and biotechnology companies have been the target of
inquiries and investigations by various federal and state regulatory, investigative, prosecutorial and administrative entities in
connection with the promotion of products for unapproved uses and other sales practices, including the Department of Justice
and various U.S. Attorneys’ Offices, the Office of Inspector General of the Department of Health and Human Services, the
FDA, the FTC and various state Attorneys General offices. These investigations have alleged violations of various federal and
state laws and regulations, including claims asserting antitrust violations, violations of the FFDCA, the False Claims Act, the
Prescription Drug Marketing Act, anti-kickback laws, and other alleged violations in connection with the promotion of products
for unapproved uses, pricing and Medicare and/or Medicaid reimbursement. Many of these investigations originate as “qui tam”
actions under the False Claims Act. Under the False Claims Act, any individual can bring a claim on behalf of the government
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alleging that a person or entity has presented a false claim, or caused a false claim to be submitted, to the government for
payment. The person bringing a qui tam suit is entitled to a share of any recovery or settlement. Qui tam suits, also commonly
referred to as “whistleblower suits,” are often brought by current or former employees. In a qui tam suit, the government must
decide whether to intervene and prosecute the case. If it declines, the individual may pursue the case alone.

If the FDA or any other governmental agency initiates an enforcement action against us or if we are the subject of a qui tam
suit and it is determined that we violated prohibitions relating to the promotion of products for unapproved uses, we could be
subject to substantial civil or criminal fines or damage awards and other sanctions such as consent decrees and corporate
integrity agreements pursuant to which our activities would be subject to ongoing scrutiny and monitoring to ensure compliance
with applicable laws and regulations. Any such fines, awards or other sanctions would have an adverse effect on our revenue,
business, financial prospects and reputation.

IBSRELA and/or, if approved, XPHOZAH may cause or contribute to adverse medical events that we are required to report
to regulatory agencies and if we fail to do so we could be subject to sanctions that would materially harm our business.

We are required to report certain information about adverse medical events if our products may have caused or contributed
to those adverse events. The timing of our obligation to report is triggered by the date we become aware of the adverse event as
well as the nature of the event. We may fail to report adverse events we become aware of within the prescribed timeframe. We
may also fail to appreciate that we have become aware of a reportable adverse event, especially if it is not reported to us as an
adverse event or if it is an adverse event that is unexpected or removed in time from the use of our products. If we fail to
comply with our reporting obligations, the FDA or a foreign regulatory agency could take action, including criminal
prosecution, the imposition of civil monetary penalties, seizure of our products or delay in approval or clearance of future
products.

Our employees, independent contractors, principal investigators, CROs, collaboration partners, consultants and vendors
may engage in misconduct or other improper activities, including noncompliance with regulatory standards and
requirements.

We are exposed to the risk that our employees, independent contractors, principal investigators, CROs, collaboration
partners, consultants and vendors may engage in fraudulent conduct or other illegal activity. Misconduct by these parties could
include intentional, reckless and/or negligent conduct or unauthorized activities that violate any of the following: FDA
regulations, including those laws that require the reporting of true, complete and accurate financial and other information to the
FDA; manufacturing standards; or federal and state healthcare fraud and abuse laws and regulations. Specifically, sales,
marketing and business arrangements in the healthcare industry are subject to extensive laws and regulations intended to
prevent fraud, kickbacks, self-dealing and other abusive practices. These laws and regulations may restrict or prohibit a wide
range of pricing, discounting, marketing and promotion, sales commission, customer incentive programs and other business
arrangements. These activities also include the improper use of information obtained in the course of clinical trials, which could
result in regulatory sanctions and serious harm to our reputation. It is not always possible to identify and deter misconduct by
employees and other third parties, and the precautions we take to detect and prevent this activity may not be effective in
controlling unknown or unmanaged risks or losses or in protecting us from governmental investigations or other actions or
lawsuits stemming from a failure to comply with such laws or regulations. Additionally, we are subject to the risk that a person
or government could allege such fraud or other misconduct, even if none occurred. If any such actions are instituted against us,
and we are not successful in defending ourselves or asserting our rights, those actions could have a significant impact on our
business, including the imposition of significant civil, criminal and administrative penalties, damages, monetary fines,
disgorgements, possible exclusion from participation in Medicare, Medicaid and other federal healthcare programs, individual
imprisonment, other sanctions, contractual damages, reputational harm, diminished profits and future earnings, and curtailment
of our operations, any of which could adversely affect our ability to operate our business and our results of operations.

Failure to obtain regulatory approvals in foreign jurisdictions would prevent us from marketing our products
internationally.

In order to market any product in the EEA (which is composed of the 27 Member States of the European Union plus
Norway, Iceland and Liechtenstein), and many other foreign jurisdictions, separate regulatory approvals are required. In the
EEA, medicinal products can only be commercialized after obtaining a Marketing Authorization (“MA”). Before the MA is
granted, the EMA or the competent authorities of the Member States of the EEA make an assessment of the risk-benefit balance
of the product on the basis of scientific criteria concerning its quality, safety and efficacy.
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The approval procedures vary among countries and can involve additional clinical testing, and the time required to obtain
approval may differ from that required to obtain FDA approval. Clinical trials conducted in one country may not be accepted by
regulatory authorities in other countries. Approval by the FDA does not ensure approval by regulatory authorities in other
countries, and approval by one or more foreign regulatory authorities does not ensure approval by regulatory authorities in other
foreign countries or by the FDA. However, a failure or delay in obtaining regulatory approval in one country may have a
negative effect on the regulatory process in others. The foreign regulatory approval process may include all of the risks
associated with obtaining FDA approval. We may not be able to file for regulatory approvals or to do so on a timely basis, and
even if we do file, we may not receive necessary approvals to commercialize our products in any market.

We and our collaboration partners are subject to healthcare laws, regulation and enforcement; our failure or the failure of
any such collaboration partners to comply with these laws could have a material adverse effect on our results of operations
and financial conditions.

We and our collaboration partners are subject to additional healthcare statutory and regulatory requirements and
enforcement by the federal government and the states and foreign governments in which we conduct our business. The laws that
may affect our ability to operate as a commercial organization include:

» the federal Anti-Kickback Statute, which prohibits, among other things, persons from knowingly and willfully soliciting,
receiving, offering or paying remuneration, directly or indirectly, in exchange for or to induce 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
federal healthcare programs such as the Medicare and Medicaid programs. A person or entity does not need to have actual
knowledge of this statute or specific intent to violate it in order to have committed a violation;

» federal false claims laws which prohibit, among other things, individuals or entities from knowingly presenting, or causing
to be presented, claims for payment from Medicare, Medicaid, or other third-party payors that are false or fraudulent. In
addition, 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 statutes;

» the federal Civil Monetary Penalties law, which prohibits, among other things, offering or transferring remuneration to a
federal healthcare beneficiary that a person knows or should know is likely to influence the beneficiary’s decision to order
or receive items or services reimbursable by the government from a particular provider or supplier;

» federal criminal laws that prohibit executing a scheme to defraud any healthcare benefit program or making false
statements relating to healthcare matters. Similar to the federal Anti-Kickback Statute, a person or entity does not need to
have actual knowledge of these statutes or specific intent to violate them in order to have committed a violation;

» the federal physician sunshine requirements under the ACA, which requires manufacturers of drugs, devices, biologics, and
medical supplies to report annually to CMS information related to payments and other transfers of value to physicians,
(defined to include doctors, dentists, optometrists, podiatrists and chiropractors), certain non-physician practitioners
(physician assistants, nurse practitioners, clinical nurse specialists, certified nurse anesthetists, anesthesiologist assistants
and certified nurse midwives), and teaching hospitals, and ownership and investment interests held by physicians (as
defined by the statute) and their immediate family members;

» state law equivalents of each of the above federal laws, such as anti-kickback and false claims laws which may apply to
items or services reimbursed by any third-party payor, including commercial insurers;

» state laws that require pharmaceutical companies to comply with the pharmaceutical industry’s voluntary compliance
guidelines and the applicable compliance guidance promulgated by the federal government, or otherwise restrict payments

that may be made to healthcare providers and other potential referral sources;

» state laws that require drug manufacturers to report information related to payments and other transfers of value to
physicians and other healthcare providers or pricing information and marketing expenditures; and

*  European and other foreign law equivalents of each of the laws, including reporting requirements detailing interactions
with and payments to healthcare providers.
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Because of the breadth of these laws and the narrowness of the statutory exceptions and safe harbors available, it is
possible that some of our business activities could be subject to challenge under one or more of such laws. The risk of our being
found in violation of these laws is increased by the fact that many of them have not been fully interpreted by the regulatory
authorities or the courts, and their provisions are open to a variety of interpretations. Any action against us for violation of these
laws, even if we successfully defend against it, could cause us to incur significant legal expenses and divert our management’s
attention from the operation of our business. If our operations are found to be in violation of any of the laws described above or
any other governmental laws and regulations that apply to us, we may be subject to penalties, including civil and criminal
penalties, damages, fines, the curtailment or restructuring of our operations, the exclusion from participation in federal and state
healthcare programs and imprisonment, any of which could adversely affect our ability to market our products and adversely
impact our financial results.

Legislative or regulatory healthcare reforms in the U.S. may make it more difficult and costly for us to obtain regulatory
clearance or approval of our product candidates and to produce, market and distribute our products after clearance or
approval is obtained.

From time to time, legislation is drafted and introduced in Congress that could significantly change the statutory provisions
governing the regulatory clearance or approval, manufacture, and marketing of regulated products or the reimbursement
thereof. In addition, FDA regulations and guidance are often revised or reinterpreted by the FDA in ways that may significantly
affect our business and our products. Any new regulations or revisions or reinterpretations of existing regulations may impose
additional costs or lengthen review times of our product candidates. We cannot determine what effect changes in regulations,
statutes, legal interpretation or policies, when and if promulgated, enacted or adopted may have on our business in the future.
Such changes could, among other things, require:

e additional clinical trials to be conducted prior to obtaining approval;

e changes to manufacturing methods;

» recall, replacement, or discontinuance of one or more of our products; and
e additional record keeping.

Each of these would likely entail substantial time and cost and could materially harm our business and our financial results.
In addition, delays in receipt of or failure to receive regulatory clearances or approvals for any future products would harm our
business, financial condition and results of operations.

In addition, the full impact of recent healthcare reform and other changes in the healthcare industry and in healthcare
spending is currently unknown, and may adversely affect our business model. In the U.S., the ACA was enacted in 2010 with a
goal of reducing the cost of healthcare and substantially changing the way healthcare is financed by both government and
private insurers. Since its enactment, there have been judicial, executive and Congressional challenges to certain aspects of the
ACA. The ACA, among other things, increased the minimum Medicaid rebates owed by manufacturers under the Medicaid
Drug Rebate Program and extended the rebate program to individuals enrolled in Medicaid managed care organizations,
established annual fees and taxes on manufacturers of certain branded prescription drugs, and created a new Medicare Part D
coverage gap discount program, in which manufacturers must now agree to offer 70% point-of-sale discounts off negotiated
prices of applicable brand drugs to eligible beneficiaries during their coverage gap period as a condition for the manufacturer’s
outpatient drugs to be covered under Medicare Part D.

Other legislative changes have been proposed and adopted in the U.S. since the ACA was enacted. These new laws, among
other things, included aggregate reductions of Medicare payments to providers that will remain in effect through 2032, with the
exception of a temporary suspension from May 1, 2020 through March 31, 2022, unless additional action is taken by Congress,
additional specific reductions in Medicare payments to several types of providers, including hospitals, imaging centers and
cancer treatment centers, and an increase in the statute of limitations period for the government to recover overpayments to
providers from three to five years. More recently, on March 11, 2021, President Biden signed the American Rescue Plan Act of
2021 into law, which eliminates the statutory Medicaid drug rebate cap, currently set at 100% of a drug’s average manufacturer
price, beginning January 1, 2024.
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Recently, there has also been heightened governmental scrutiny over the manner in which drug manufacturers set prices for
their marketed products, which has resulted in several Congressional inquiries and proposed bills designed to, among other
things, bring more transparency to product pricing, review the relationship between pricing and manufacturer patient programs,
and reform government program reimbursement methodologies for drug products. On August 16, 2022, the Inflation Reduction
Act of 2022 (the “IRA”) was signed into law. Among other things, the IRA requires manufacturers of certain drugs to engage in
price negotiations with Medicare (beginning in 2026), imposes rebates under Medicare Part B and Medicare Part D to penalize
price increases that outpace inflation (first due in 2023), and replaces the Part D coverage gap discount program with a new
discounting program (beginning in 2025). The IRA permits the Secretary of the Department of Health and Human Services to
implement many of these provisions through guidance, as opposed to regulation, for the initial years. For that and other reasons,
it is currently unclear how the IRA will be effectuated. Additionally, individual states have become increasingly active in
passing legislation and implementing regulations designed to control pharmaceutical product pricing, including price or patient
reimbursement constraints, discounts, restrictions on certain product access, and to encourage importation from other countries
and bulk purchasing.

We cannot predict the reform initiatives that may be adopted in the future or whether initiatives that have been adopted will
be repealed or modified. The continuing efforts of the government, insurance companies, managed care organizations and other
payors of healthcare services to contain or reduce costs of healthcare may adversely affect the demand for any drug products for
which we may obtain regulatory approval, our ability to set a price that we believe is fair for our products, our ability to obtain
coverage and reimbursement approval for a product, our ability to generate revenues and achieve or maintain profitability, and
the level of taxes that we are required to pay.

If we fail to comply with our reporting and payment obligations under the Medicaid Drug Rebate Program or other
governmental pricing programs in the U.S., we could be subject to additional reimbursement requirements, penalties,
sanctions and fines, which could have a material adverse effect on our business, results of operations and financial
condition.

With the commercial launch of IBSRELA, we participate in the Medicaid Drug Rebate Program (“MDRP”) and other
federal and state government pricing programs in the U.S., and we may participate in additional government pricing programs
in the future. These programs generally require manufacturers to pay rebates or otherwise provide discounts to government
payors in connection with drugs that are dispensed to beneficiaries of these programs. Medicaid drug rebates are based on
pricing data that we will be obligated to report on a monthly and quarterly basis to the U.S. Centers for Medicare & Medicaid
Services (“CMS”), the federal agency that administers the MDRP and Medicare programs. For the MDRP, these data include
the average manufacturer price (“AMP”) and the best price (“BP”) for each drug. If we become aware that our MDRP price
reporting submission for a prior period was incorrect or has changed as a result of recalculation of the pricing data, we must
resubmit the corrected data for up to three years after those data originally were due. In addition, there is increased focus by the
Office of Inspector General within the U.S. Department of Health and Human Services on the methodologies used by
manufacturers to calculate AMP, and BP, to assess manufacturer compliance with MDRP reporting requirements. If we fail to
provide information timely or are found to have knowingly submitted false information to the government, we may be subject
to civil monetary penalties and other sanctions, including termination from the MDRP, which would result in payment not
being available for our covered drugs under Medicaid. Failure to make necessary disclosures and/or to identify overpayments
could result in allegations against us under the Federal False Claims Act and other laws and regulations.

Federal law requires that a manufacturer that participates in the MDRP also participate in the Public Health Service’s
340B drug pricing program (“340B program”) in order for federal funds to be available for the manufacturer’s drugs under
Medicaid. We participate in the 340B program, which is administered by the Health Resources and Services Administration
(“HRSA”), and requires us to charge statutorily defined covered entities no more than the 340B “ceiling price” for our covered
drugs. These 340B covered entities include a variety of community health clinics and other entities that receive health services
grants from the Public Health Service, as well as hospitals that serve a disproportionate share of low-income patients. The 340B
ceiling price is calculated using a statutory formula, which is based on the AMP and rebate amount for the covered drug as
calculated under the MDRP. In general, products subject to Medicaid price reporting and rebate liability are also subject to the
340B ceiling price calculation and discount requirement. We are obligated to report 340B ceiling prices to HRSA on a quarterly
basis, and HRSA publishes them to 340B covered entities. HRSA has finalized regulations regarding the calculation of the
340B ceiling price and the imposition of civil monetary penalties on manufacturers that knowingly and intentionally overcharge
covered entities for 340B-eligible drugs. HRSA has also finalized an administrative dispute resolution process through which
340B covered entities may pursue claims against participating manufacturers for overcharges, and through which manufacturers
may pursue claims against 340B covered entities for engaging in unlawful diversion or duplicate discounting of 340B drugs.
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In order to be eligible to have drug products paid for with federal funds under Medicaid and purchased by certain federal
agencies and grantees, we also participate in the U.S. Department of Veterans Affairs (“VA”) Federal Supply Schedule (“FSS”)
pricing program. Under the VA/FSS program, we are obligated to report the Non-Federal Average Manufacturer Price (“Non-
FAMP?”) for our covered drugs to the VA and charge certain federal agencies no more than the Federal Ceiling Price, which is
calculated based on Non-FAMP using a statutory formula. These four agencies are the VA, the U.S. Department of Defense, the
U.S. Coast Guard, and the U.S. Public Health Service (including the Indian Health Service). We are also required to pay rebates
on products purchased by military personnel and dependents through the TRICARE retail pharmacy program. If we fail to
provide timely information or are found to have knowingly submitted false information, we may be subject to civil monetary
penalties.

Individual states continue to consider and have enacted legislation to limit the growth of healthcare costs, including the
cost of prescription drugs and combination products. A number of states have either implemented or are considering
implementation of drug price transparency legislation that may prevent or limit our ability to take price increases at certain rates
or frequencies. Requirements under such laws include advance notice of planned price increases, reporting price increase
amounts and factors considered in taking such increases, wholesale acquisition cost information disclosure to prescribers,
purchasers, and state agencies, and new product notice and reporting. Such legislation could limit the price or payment for
IBSRELA and, if approved and launched, XPHOZAH, and a number of states are authorized to impose civil monetary penalties
or pursue other enforcement mechanisms against manufacturers who fail to comply with drug price transparency requirements,
including the untimely, inaccurate, or incomplete reporting of drug pricing information. If we are found to have violated state
law requirements, we may become subject to penalties or other enforcement mechanisms, which could have a material adverse
effect on our business.

Pricing and rebate calculations are complex, vary among products and programs, and are often subject to interpretation
by us, governmental or regulatory agencies, and the courts. The terms, scope and complexity of these government pricing
programs change frequently, as do interpretations of applicable requirements for pricing and rebate calculations. Responding to
current and future changes may increase our costs and the complexity of compliance will be time consuming. Any required
refunds to the U.S. government or responding to a government investigation or enforcement action would be expensive and
time consuming and could have a material adverse effect on our business, results of operations and financial condition. Price
recalculations under the MDRP also may affect the ceiling price at which we are required to offer products under the 340B
program. Civil monetary penalties can be applied if we are found to have knowingly submitted any false price or product
information to the government, if we fail to submit the required price data on a timely basis, or if we are found to have charged
340B covered entities more than the statutorily mandated ceiling price. In the event that CMS were to terminate our Medicaid
rebate agreement, no federal payments would be available under Medicaid or Medicare for IBSRELA or, if approved and
launched, XPHOZAH. We cannot offer any assurances that our submissions will not be found to be incomplete or incorrect.

Risks Related to Intellectual Property
Our success will depend on our ability to obtain, maintain and protect our intellectual property rights

Our success and ability to compete depend in part on our ability to obtain, maintain and enforce issued patents, trademarks
and other intellectual property rights and proprietary technology in the U.S. and elsewhere. If we cannot adequately obtain,
maintain and enforce our intellectual property rights and proprietary technology, competitors may be able to use our
technologies or the goodwill we have acquired in the marketplace and erode or negate any competitive advantage we may have
and our ability to compete, which could harm our business and ability to achieve profitability and/or cause us to incur
significant expenses.

We rely on a combination of contractual provisions, confidentiality procedures and patent, trademark, copyright, trade
secret and other intellectual property laws to protect the proprietary aspects of our products, product candidates, brands,
technologies, trade secrets, know-how and data. These legal measures afford only limited protection, and competitors or others
may gain access to or use our intellectual property rights and proprietary information. Our success will depend, in part, on
preserving our trade secrets, maintaining the security of our data and know-how and obtaining, maintaining and enforcing other
intellectual property rights. We may not be able to obtain, maintain and/or enforce our intellectual property or other proprietary
rights necessary to our business or in a form that provides us with a competitive advantage.
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Failure to obtain, maintain and/or enforce intellectual property rights necessary to our business and failure to protect,
monitor and control the use of our intellectual property rights could negatively impact our ability to compete and cause us to
incur significant expenses. The intellectual property laws and other statutory and contractual arrangements in the U.S. and other
jurisdictions we depend upon may not provide sufficient protection in the future to prevent the infringement, use, violation, or
misappropriation of our patents, trademarks, data, technology, and other intellectual property rights and products by others; and
may not provide an adequate remedy if our intellectual property rights are infringed, misappropriated, or otherwise violated by
others.

We rely in part on our portfolio of issued and pending patent applications in the U.S. and other countries to protect our
intellectual property and competitive position. However, it is also possible that we may fail to identify patentable aspects of
inventions made in the course of our development, manufacture and commercialization activities before it is too late to obtain
patent protection on them. If we fail to timely file for patent protection in any jurisdiction, we may be precluded from doing so
at a later date. Although we enter into non-disclosure and confidentiality agreements with parties who have access to patentable
aspects of our research and development output, such as our employees, corporate collaborators, outside scientific
collaborators, suppliers, consultants, advisors, and other third parties, any of these parties may breach the agreements and
disclose such output before a patent application is filed, thereby jeopardizing our ability to seek patent protection. Furthermore,
publications of discoveries in the scientific literature often lag behind the actual discoveries, and patent applications in the U.S.
and other jurisdictions are typically not published until 18 months after filing, or in some cases not at all. Therefore, we cannot
be certain that we were the first to make the inventions claimed in any of our patents or pending patent applications, or that we
were the first to file for patent protection of such inventions. Moreover, should we become a licensee of a third party’s patents
or patent applications, depending on the terms of any future in-licenses to which we may become a party, we may not have the
right to control the preparation, filing and prosecution of patent applications, or to maintain or enforce the patents, covering
technology in-licensed from third parties. Therefore, these patents and patent applications may not be prosecuted, maintained
and/or enforced in a manner consistent with the best interests of our business. Any of these outcomes could impair our ability to
prevent competition from third parties, which may have an adverse impact on our business.

The patent positions of companies, including our patent position, may involve complex legal and factual questions that
have been the subject of much litigation in recent years, and, therefore, the scope of any patent claims that we have or may
obtain cannot be predicted with certainty. Accordingly, we cannot provide any assurances about which of our patent
applications will issue, the breadth of any resulting patent, whether any of the issued patents will be found to be infringed,
invalid or unenforceable or will be threatened or challenged by third parties, that any of our issued patents have, or that any of
our currently pending or future patent applications that mature into issued patents will include, claims with a scope sufficient to
protect our products and services. Our pending and future patent applications may not result in the issuance of patents or, if
issued, may not issue in a form that will be advantageous to us. The coverage claimed in a patent application can be
significantly reduced before the patent is issued, and its scope can be reinterpreted after issuance. We cannot offer any
assurances that the breadth of our granted patents will be sufficient to stop a competitor from developing, manufacturing and
commercializing a product or technologies in a non-infringing manner that would be competitive with one or more of our
products or technologies, or otherwise provide us with any competitive advantage. Furthermore, any successful challenge to
these patents or any other patents owned by or licensed to us after patent issuance could deprive us of rights necessary for our
commercial success. Further, there can be no assurance that we will have adequate resources to enforce our patents.

Patents have a limited lifespan. In the U.S., the natural expiration of a utility patent is generally 20 years from the earliest
effective non-provisional filing date. Though an issued patent is presumed valid and enforceable, its issuance is not conclusive
as to its validity or its enforceability and it may not provide us with adequate proprietary protection or competitive advantages
against competitors with similar products or services. Patents, if issued, may be challenged, deemed unenforceable, invalidated,
narrowed or circumvented. Proceedings challenging our patents or patent applications could result in either loss of the patent, or
denial of the patent application or loss or reduction in the scope of one or more of the claims of the patent or patent application.
Any successful challenge to our patents and patent applications could deprive us of exclusive rights necessary for our
commercial success. In addition, defending such challenges in such proceedings may be costly. Thus, any patents that we may
own may not provide the anticipated level of, or any, protection against competitors. Furthermore, an adverse decision may
result in a third party receiving a patent right sought by us, which in turn could affect our ability to develop, manufacture or
commercialize our products or technologies.

Some of our patents and patent applications may in the future be co-owned with third parties. If we are unable to obtain an
exclusive license to any such third-party co-owners’ interest in such patents or patent applications, such co-owners may be able
to license their rights to other third parties, including our competitors, and our competitors could market competing products,
services and technology. In addition, we may need the cooperation of any such co-owners of our patents in order to enforce
such patents against third parties, and such cooperation may not be provided to us.
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The degree of future protection for our proprietary rights is uncertain, and we cannot ensure that:

* Any of our patents, or any of our pending patent applications, if issued, will include claims having a scope sufficient to
protect our products or product candidates;

* Any of our pending patent applications will issue as patents;
*  We were the first to make the inventions covered by each of our patents and pending patent applications;
*  We were the first to file patent applications for these inventions;

»  Others will not develop, manufacture and/or commercialize similar or alternative products or technologies that do not
infringe our patents;

*  Any of our challenged patents will be found to ultimately be valid and enforceable;

* Any patents issued to us will provide a basis for an exclusive market for our commercially viable products or technologies
will provide us with any competitive advantages or will not be challenged by third parties;

*  We will develop additional proprietary technologies or products that are separately patentable; or
*  Our commercial activities or products will not infringe upon the patents of others.

We may become subject to third-party claims alleging infringement, misappropriation or violation of such third parties’
patents or other intellectual property rights and/or third-party claims seeking to invalidate our patents, which would be
costly, time consuming and, if successfully asserted against us, delay or prevent the development, manufacture or
commercialization of our products or product candidates.

Our commercial success depends, in part, on our ability to develop, manufacture or commercialize our products and
product candidates without infringing, misappropriating or otherwise violating the intellectual property rights of third parties.
There have been many lawsuits and other proceedings asserting infringement or misappropriation of patents and other
intellectual property rights in the pharmaceutical and biotechnology industries, and companies in the industry have used
intellectual property litigation to gain a competitive advantage. While we take steps to ensure that we do not infringe upon,
misappropriate or otherwise violate the intellectual property rights of others, there can be no assurances that we will not be
subject to claims alleging that the manufacture, use or sale of IBSRELA or XPHOZAH or of any other product candidates
infringes existing or future third-party patents, or that such claims, if any, will not be successful. Because patent applications
can take many years to issue and may be confidential for 18 months or more after filing, and because pending patent claims can
be revised before issuance, there may be applications now pending which may later result in issued patents that may be
infringed by the manufacture, use or sale of IBSRELA or XPHOZAH or other product candidates. Moreover, we may face
patent infringement claims from non-practicing entities that have no relevant product revenue and against whom our own patent
portfolio may thus have no deterrent effect. We may be unaware of one or more issued patents that would be infringed by the
manufacture, sale or use of IBSRELA or XPHOZAH or our other product candidates.

Third parties may initiate legal proceedings alleging that we are infringing, misappropriating or otherwise violating their
intellectual property rights. These proceedings could cause us to pay substantial damages, including treble damages and
attorney’s fees if we are found to be willfully infringing a third party’s patents. We may be required to indemnify future
collaboration partners against such claims. We are not aware of any threatened or pending claims related to these matters, but in
the future litigation may be necessary to defend against such claims. If a patent infringement suit were brought against us, we
could be forced to stop or delay development, manufacturing or sales of the product or product candidate that is the subject of
the suit. As a result of patent infringement claims, or in order to avoid potential claims, we may choose to seek, or be required
to seek, a license from the third party and would most likely be required to pay license fees or royalties or both. These licenses
may not be available on acceptable terms, or at all. Even if we were able to obtain a license, we may be unable to maintain such
licenses and the rights may be nonexclusive, which would give our competitors access to the same intellectual property.
Ultimately, we could be prevented from commercializing a product, or forced to redesign it if, as a result of actual or threatened
patent infringement claims, we are unable to enter into licenses on acceptable terms, or unable to maintain such licenses when
granted. Even if we are successful in defending against such claims, such litigation can be expensive and time consuming to
litigate and would divert management’s attention from our core business. Any of these events could harm our business
significantly.
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We also could be ordered to pay substantial damages, including treble damages and attorney’s fees if we are found to be
willfully infringing a third party’s patents or other intellectual property right. Even if we believe such claims are without merit,
a court of competent jurisdiction could hold that these third party patents are valid and enforceable, and infringed by the use of
our products and/or technologies, which could have a negative impact on the commercial success of our current and any future
products or technologies. If we were to challenge the validity of any such third party U.S. patent in federal court, we would
need to overcome a presumption of validity. As this burden is a high one requiring us to present clear and convincing evidence
as to the invalidity of any such U.S. patent claim, there is no assurance that a court of competent jurisdiction would invalidate
the claims of any such U.S. patent. We will have similar burdens to overcome in foreign courts in order to successfully
challenge a third party claim of patent infringement. Even if we are successful in defending against such claims, such litigation
can be expensive and time consuming to litigate and would divert management’s attention from our core business. Any of these
events could harm our business significantly.

In addition to infringement claims against us, third parties may also raise similar claims before administrative bodies in the
U.S. or abroad. Such mechanisms include reexamination, post grant review, inter parties review, derivation or opposition
proceedings before the United States Patent and Trademark Office (“USPTO”) or other jurisdictional body relating to our
intellectual property rights or the intellectual property rights of others. If third parties prepare and file patent applications in the
U.S. that also claim technology similar or identical to ours, we may have to participate in interference or derivation proceedings
in the USPTO to determine which party is entitled to a patent on the disputed invention. We may also become involved in
similar opposition proceedings in the European Patent Office or similar offices in other jurisdictions regarding our intellectual
property rights with respect to our products and technology. Since patent applications are confidential for a period of time after
filing, we cannot be certain that we were the first to file any patent application related to our product candidates. Such
administrative proceedings could result in revocation of or amendment to our patents in such a way that they no longer cover
our products or product candidates. With respect to the validity question, for example, we cannot be certain that there is no
invalidating prior art, of which we, our patent counsel, and the patent examiner were unaware during prosecution. If a third
party were to prevail on a legal assertion of invalidity and/or unenforceability, we may lose at least part, and perhaps all, of the
patent protection on our products or technologies. Such a loss of patent protection would have a material adverse impact on our
business, financial condition, results of operations, and prospects.

If our intellectual property related to IBSRELA, XPHOZAH, RDX013 or any future product candidates is not adequate or if
we are not able to successfully enforce our intellectual property rights, the commercial value of IBSRELA, if approved,
XPHOZAH, or other product candidates may be adversely affected and we may not be able to compete effectively in our
market.

The strength of patents in the biotechnology and pharmaceutical field involves complex legal and scientific questions and
can be uncertain. The patent applications that we own or license may fail to result in issued patents in the U.S. or in foreign
countries. Additionally, our research and development efforts may result in product candidates for which patent protection is
limited or not available. Even if patents do successfully issue, third parties may challenge the validity, enforceability or scope
thereof, which may result in such patents being narrowed, invalidated or held unenforceable. For example, U.S. patents can be
challenged by any person before the new USPTO Patent Trial and Appeals Board at any time before one year after that person
is served an infringement complaint based on the patents. Patents granted by the European Patent Office may be similarly
opposed by any person within nine months from the publication of the grant. Similar proceedings are available in other
jurisdictions, and in the U.S., Europe and other jurisdictions third parties can raise questions of validity with a patent office
even before a patent has granted. Furthermore, even if they are unchallenged, our patents and patent applications may not
adequately protect our intellectual property or prevent others from designing around our claims. For example, a third party may
develop a competitive product that provides therapeutic benefits similar to one or more of our product candidates but has a
sufficiently different composition to fall outside the scope of our patent protection. If the breadth or strength of protection
provided by the patents and patent applications we hold or pursue with respect to IBSRELA, XPHOZAH, RDX013 or any
future product candidates is successfully challenged, then our ability to commercialize such product could be negatively
affected, and we may face unexpected competition that could have a material adverse impact on our business. Further, we have
reported that we have completed the data analysis from our Phase 2 clinical trial evaluating the safety and efficacy of RDX013
for the treatment of hyperkalemia, and that we currently expect that the next steps for the RDX013 program will be to evaluate
a new formulation that potentially enhances subject compliance and the efficacy of RDX013 in an additional Phase 2 clinical
study. We currently expect to delay further development of RDX013 until such time as we have determined that our available
resources support conducting such additional formulation work and an additional clinical study. As a result of this delay in our
development program for RDX013, the period of time during which we or our collaboration partners could market RDX013
under patent protection would be reduced.
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Even where laws provide protection, costly and time-consuming litigation could be necessary to enforce and determine the
scope of our proprietary rights, and the outcome of such litigation would be uncertain. If we or one of our collaboration partners
were to initiate legal proceedings against a third party to enforce a patent covering a product or product candidate, the defendant
could counterclaim that our patent is invalid and/or unenforceable. In patent litigation in the U.S., defendant counterclaims
alleging invalidity and/or unenforceability are commonplace. Grounds for a validity challenge could be an alleged failure to
meet any of several statutory requirements, including lack of novelty, obviousness or non-enablement. Grounds for an
unenforceability assertion could be an allegation that someone connected with prosecution of the patent withheld relevant
information from the USPTO, or made a misleading statement, during prosecution. The outcome following legal assertions of
invalidity and unenforceability is unpredictable. With respect to validity, for example, we cannot be certain that there is no
invalidating prior art, of which we and the patent examiner were unaware during prosecution. If a defendant were to prevail on
a legal assertion of invalidity and/or unenforceability against our intellectual property related to a product or a product
candidate, we would lose at least part, and perhaps all, of the patent protection on such product or product candidate. Such a
loss of patent protection would have a material adverse impact on our business. Moreover, our competitors could counterclaim
that we infringe their intellectual property, and some of our competitors have substantially greater intellectual property
portfolios than we do.

We also rely on trade secret protection and confidentiality agreements to protect proprietary know-how that may not be
patentable, processes for which patents may be difficult to obtain and/or enforce and any other elements of our drug discovery
and development processes that involve proprietary know-how, information or technology that is not covered by patents.
Although we require all of our employees, consultants, advisors and any third parties who have access to our proprietary know-
how, information or technology, to assign their inventions to us, and endeavor to execute confidentiality agreements with all
such parties, we cannot be certain that we have executed such agreements with all parties who may have helped to develop our
intellectual property or who had access to our proprietary information, nor can we be certain that our agreements will not be
breached by such consultants, advisors or third parties, or by our former employees. The breach of such agreements by
individuals or entities who were actively involved in the discovery and design of our products or potential drug candidates, or in
the development of our discovery and design platform could require us to pursue legal action to protect our trade secrets and
confidential information, which would be expensive, and the outcome of which would be unpredictable. If we are not
successful in prohibiting the continued breach of such agreements, our business could be negatively impacted. We cannot
guarantee that our trade secrets and other confidential proprietary information will not be disclosed or that competitors will not
otherwise gain access to our trade secrets or independently develop substantially equivalent information and techniques.

Further, the laws of some foreign countries do not protect proprietary rights to the same extent or in the same manner as the
laws of the U.S. As a result, we may encounter significant problems in protecting and defending our intellectual property both
in the U.S. and abroad. If we are unable to prevent material disclosure of the intellectual property related to our technologies to
third parties, we will not be able to establish or maintain a competitive advantage in our market, which could materially
adversely affect our business, results of operations and financial condition.

Although we have obtained patent term extension in the U.S. under the Hatch-Waxman Act, extending the term of
marketing exclusivity for tenapanor, if we do not obtain patent term extension in foreign countries under similar legislation,
our business may be materially harmed.

Following the approval by the FDA for our NDA to market tenapanor for IBS-C, we obtained patent term restoration under
the Hatch-Waxman Act until August 1, 2033 for U.S. patent no. 8,541,448 covering our approved product or the use thereof.
The Hatch-Waxman Act allows a maximum of one patent to be extended per FDA approved product. Patent term extension also
may be available in certain foreign countries upon regulatory approval of our product candidates. Despite seeking patent term
extension for tenapanor, we may not be granted patent term extension in any foreign country because of, for example, failing to
apply within applicable deadlines, failing to apply prior to expiration of relevant patents or otherwise failing to satisfy
applicable requirements. Moreover, the term of extension, as well as the scope of patent protection during any such extension,
afforded by the governmental authority could be less than we request.

If we are unable to obtain patent term extension or restoration in any particular foreign country, or the term of any such
extension is less than we request, the period during which we will have the right to exclusively market our product in such
foreign country will be shortened and our competitors may obtain approval of competing products following our patent
expiration, and our revenue could be reduced, possibly materially.
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Obtaining and maintaining our patent protection depends on compliance with various procedural, document submission, fee
payment and other requirements imposed by governmental patent agencies, and our patent protection could be reduced or
eliminated for non-compliance with these requirements.

The USPTO and various foreign patent agencies require compliance with a number of procedural, documentary, fee
payment and other provisions to maintain patent applications and issued patents. Noncompliance with these requirements can
result in abandonment or lapse of a patent or patent application, resulting in partial or complete loss of patent rights in the
relevant jurisdiction. In such an event, competitors might be able to enter the market earlier than would otherwise have been the
case.

We may not be able to enforce our intellectual property rights throughout the world.

The laws of some foreign countries do not protect intellectual property rights to the same extent as the laws of the U.S.
Many companies have encountered significant problems in protecting and defending intellectual property rights in certain
foreign jurisdictions. The legal systems of some countries, particularly developing countries, do not favor the enforcement of
patents and other intellectual property protection, especially those relating to life sciences. This could make it difficult for us to
stop the infringement of our patents or the misappropriation of our other intellectual property rights. For example, many foreign
countries have compulsory licensing laws under which a patent owner must grant licenses to third parties.

Europe’s planned Unified Patent Court may, in particular, present uncertainties for our ability to protect and enforce our
patent rights against competitors in Europe. In 2012, the European Patent Package (“EU Patent Package”) regulations were
passed with the goal of providing a single pan-European Unitary Patent and a new European Unified Patent Court (“UPC”), for
litigation involving European patents. Implementation of the EU Patent Package will likely occur in the first half of 2023.
Under the UPC, all European patents, including those issued prior to ratification of the European Patent Package, will by
default automatically fall under the jurisdiction of the UPC. The UPC will provide our competitors with a new forum to
centrally revoke our European patents, and allow for the possibility of a competitor to obtain pan-European injunctions. It will
be several years before we will understand the scope of patent rights that will be recognized and the strength of patent remedies
that will be provided by the UPC. Under the EU Patent Package as currently proposed, we will have the right to opt our patents
out of the UPC over the first seven years of the court’s existence, but doing so may preclude us from realizing the benefits of
the new unified court.

Proceedings to enforce our patent rights in foreign jurisdictions, whether or not successful, could result in substantial costs
and divert our efforts and attention from other aspects of our business. Furthermore, while we intend to protect our intellectual
property rights in our expected significant markets, we cannot ensure that we will be able to initiate or maintain similar efforts
in all jurisdictions in which we may wish to market our products. Accordingly, our efforts to protect our intellectual property
rights in such countries may be inadequate. In addition, changes in the law and legal decisions by courts in the U.S. and foreign
countries may affect our ability to obtain and enforce adequate intellectual property protection for our technology.

We may be subject to claims that we or our employees have misappropriated the intellectual property, including know-how
or trade secrets, of a third party, or claiming ownership of what we regard as our own intellectual property.

Many of our employees, consultants and contractors were previously employed at or engaged by other biotechnology or
pharmaceutical companies, including our competitors or potential competitors. Some of these employees, consultants and
contractors, executed proprietary rights, non-disclosure and non-competition agreements in connection with such previous
employment. Although we try to ensure that our employees, consultants and contractors do not use the intellectual property and
other proprietary information or know-how or trade secrets of others in their work for us, and do not perform work for us that is
in conflict with their obligations to another employer or any other entity, we may be subject to claims that we or these
employees, consultants and contractors have used or disclosed such intellectual property, including know-how, trade secrets or
other proprietary information. In addition, an employee, advisor or consultant who performs work for us may have obligations
to a third party that are in conflict with their obligations to us, and as a result such third party may claim an ownership interest
in the intellectual property arising out of work performed for us. We are not aware of any threatened or pending claims related
to these matters, but in the future litigation may be necessary to defend against such claims. If we fail in defending any such
claims, in addition to paying monetary damages, we may lose valuable intellectual property rights or personnel, or access to
consultants and contractors. Even if we are successful in defending against such claims, litigation could result in substantial
costs and be a distraction to management.
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In addition, while we typically require our employees, consultants and contractors who may be involved in the
development of intellectual property to execute agreements assigning such intellectual property to us, we may be unsuccessful
in executing such an agreement with each party who in fact develops intellectual property that we regard as our own, which
may result in claims by or against us related to the ownership of such intellectual property. If we fail in prosecuting or
defending any such claims, in addition to paying monetary damages, we may lose valuable intellectual property rights. Even if
we are successful in prosecuting or defending against such claims, litigation could result in substantial costs and be a distraction
to our management and scientific personnel.

Risks Related to Our Common Stock

Our stock price may be volatile and our stockholders may not be able to resell shares of our common stock at or above the
price they paid.

The trading price of our common stock is highly volatile and could be subject to wide fluctuations in response to various
factors, some of which are beyond our control. These factors include those discussed in this “Risk Factors” section and others
such as:

» the success or lack of success with regards to our commercialization of IBSRELA;
» announcements of regulatory decisions regarding our NDA seeking marketing approval for XPHOZAH;

» the success or lack of success with regards to our commercial launch of XPHOZAH, if approved;

» results of regulatory inspections of our facilities or those of our CMOs, or specific label restrictions or patient populations
for XPHOZAH’s use, if approved, or changes or delays in the regulatory review process;

» results of regulatory inspections of our facilities or those of our CMOs, or specific label restrictions or patient populations
for XPHOZAH’s use, if approved, or changes or delays in the regulatory review process;

» announcements regarding whether XPHOZAH, if approved, alone or with other oral only medications, will be included in
the ESRD prospective payment system, and the time and manner in which such transition is achieved;

* announcements relating to our current or future collaboration partnerships;
* announcements of therapeutic innovations or new products by us or our competitors;

» adverse actions taken by regulatory agencies with respect to our product label, our clinical trials, manufacturing supply
chain or sales and marketing activities;

» changes or developments in laws or regulations applicable to our approved products or our product candidates;
» the success of our testing and clinical trials;

» failure to meet any of our projected timelines or goals with regard to the commercialization of IBSRELA, the commercial
launch of XPHOZAH, if approved, or the clinical development and commercialization of any of our product candidates;

»  the success of our efforts to acquire or license or discover additional product candidates;

* any intellectual property infringement actions in which we may become involved;

»  the success of our efforts to obtain adequate intellectual property protection for our product candidates;
* announcements concerning our competitors or the pharmaceutical industry in general;

» achievement of expected product sales and profitability;

*  manufacture, supply or distribution shortages;

» actual or anticipated fluctuations in our operating results;
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*  FDA or other U.S. or foreign regulatory actions affecting us or our industry or other healthcare reform measures in the
u.S.;

» changes in financial estimates or recommendations by securities analysts;

» trading volume of our common stock;

»  sales of our common stock by us, our executive officers and directors or our stockholders in the future;
» sales of debt securities and sales or licensing of assets;

»  general economic and market conditions and overall fluctuations in the U.S. equity markets; and

» the loss of any of our key scientific or management personnel.

In addition, the stock markets in general, and the markets for pharmaceutical, biopharmaceutical and biotechnology stocks
in particular, have experienced extreme volatility that may have been unrelated to the operating performance of the issuer.
These broad market fluctuations may adversely affect the trading price or liquidity of our common stock. In the past, when the
market price of a stock has been volatile, holders of that stock have sometimes instituted securities class action litigation against
the issuer. If any of our stockholders were to bring such a lawsuit against us, we could incur substantial costs defending the
lawsuit and the attention of our management would be diverted from the operation of our business, which could seriously harm
our financial position. Any adverse determination in litigation could also subject us to significant liabilities.

If we sell shares of our common stock in future financings, stockholders may experience immediate dilution and, as a result,
our stock price may decline.

We may from time to time issue additional shares of common stock at a discount from the current trading price of our
common stock. As a result, our stockholders would experience immediate dilution upon the purchase of any shares of our
common stock sold at such discount. In addition, as opportunities present themselves, we may enter into financing or similar
arrangements in the future, including the issuance of debt securities, preferred stock or common stock. If we issue common
stock or securities convertible into common stock, our common stockholders would experience additional dilution and, as a
result, our stock price may decline.

General Risk Factors

We incur significant costs as a result of operating as a public company, and our management will devote substantial time to
new compliance initiatives. We may fail to comply with the rules that apply to public companies, including Section 404 of the
Sarbanes-Oxley Act of 2002, which could result in sanctions or other penalties that would harm our business.

We incur significant legal, accounting and other expenses as a public company, including costs resulting from public
company reporting obligations under the Securities Exchange Act of 1934, as amended (“Exchange Act”) and regulations
regarding corporate governance practices. The listing requirements of The Nasdaq Global Market require that we satisfy certain
corporate governance requirements relating to director independence, distributing annual and interim reports, stockholder
meetings, approvals and voting, soliciting proxies, conflicts of interest and a code of conduct. Our management and other
personnel will need to devote a substantial amount of time to ensure that we comply with all of these requirements. Moreover,
the reporting requirements, rules and regulations will increase our legal and financial compliance costs and will make some
activities more time consuming and costly. Any changes we make to comply with these obligations may not be sufficient to
allow us to satisfy our obligations as a public company on a timely basis, or at all. These reporting requirements, rules and
regulations, coupled with the increase in potential litigation exposure associated with being a public company, could also make
it more difficult for us to attract and retain qualified persons to serve on our board of directors or board committees or to serve
as executive officers, or to obtain certain types of insurance, including directors’ and officers’ insurance, on acceptable terms.

We are subject to Section 404 of The Sarbanes-Oxley Act of 2002 (“Section 404”) and the related rules of the Securities
and Exchange Commission (“SEC”) which generally require, among other things, our management to report on the
effectiveness of our internal control over financial reporting, subject to certain exceptions applicable to non-accelerated filers.
Our compliance with Section 404 requires that we incur substantial expense and expend significant management efforts.
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During the course of our review and testing of our internal controls, we may identify deficiencies and be unable to
remediate them before we must provide the required reports. Furthermore, if we have a material weakness in our internal
controls over f